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(57) M s3o00pereHue OTHOCHTCS K BBICOKMM [103aM MauWTeHTaHa, T.e. [5-(4-OGpom¢pennn)-6-[2-(5-

OpOMITMPUMHUINH-2-UIIOKCH )3 TOKCH [TUPUMUANH-4-1I1|aMu/ia  TPONWICYJIb()aMOBOM KHCIOTHI WJIM €ro
(apManeBTHUECKH IIPUEMIIEMBIX COJIEH, COJIbBATOB, TMIPATOB WIX MOPQOIOrHYEcKHX (OpM, HIH
anpoIUTEHTaHa [Tl IPUMEHEHNUS B JICUCHUH 1/MIN NPO(MITaKTHKE JIETOYHON apTepHaIbHON THIICPTEH3UH
(JIAT). Kpome Toro, HacTosiliee H300peTeHre OTHOCUTCS K IPUMEHEHUIO BBICOKUX /103 MALIUTEHTaHa HITH
anpoLUTEHTaHa I IPOU3BOACTBA JIEKAPCTBEHHOTO CPEACTBA s JieueHus u/unn npodunaktuxu JIAT, a
TaKke K crnocoOy jedeHus u/unn npodmiaktuky JIAT, BKimodaromeMy BHICOKHE 1035l MAIIUTCHTAHA HITH
arnporurTeHTaHa. boiee Toro, Hacrosiiee N300pEeTEHNE OTHOCUTCS K CXeMe MpueMa JUisl JICYCHUS W/
npodunaktuku JIAT, a Takke K KOMOMHAIlMM MalMTEHTaHA WM alpOIMTEHTaHa ¢ OJHMM Wi Oolee
13 nHruouTopoB Qocdoamscrepassl Tina 5 (PDES), ananoros nmpocTaykinHa, arOHACTOB PELETITOPOB
NPOCTAIMKIIMHA WIN PACTBOPUMBIX CTUMYJISITOPOB ryaHmiaTuukiassl. [Ipu atom JIAD npeanodruTensHo
MpescTaBisieT co0o Jerkyto win ymepennyro JIAI. Bonee Toro, HacTosiee n300peTeHNE OTHOCUTCS
K (apmaneBTHUecKoil kommozunuu i sedenns JIATL, comeprkamiel BBICOKHE 036l MallUTEHTaHA HIIH
anpoIHUTeHTaHA.
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OIIMCAHHUE U30BPETEHHUSA
2420-568781EA/042
®APMANEBTUYECKAS KOMITIO3UIIAA JJIsI JEYEHUS JIETOYHOM
APTEPHAJIBHOM T'MIIEPTEH3UH

OBJIACTD ITPUMEHEHHWA U30OBPETEHHA

Hacrositiee n3o0peTeHne OTHOCUTCS K BhICOKMM ao3aMm marutentaHa (INN), 1. e. [5-(4-
Oopomdenrn)-6-[2-(5-OpoMIupUMHINH-2-UIIOKCH )-3TOKCH |-ITUPUMUINH-4- 1T |aMuia
NPONIICYIb()AMOBON KUCIOTHI MJIH €ro (hapMaleBTHYECKH MPHEMJIEMbIX COJIeH, COJbBATOB,
THIPATOB WM MOPGONOrHuecKux Gopm, sl MPUMEHEHHs B JICYCHMHM W/WIH TPOQHIaKTHKE
Jero4Hol aprepuanbHoil runeprensuu (JIADY). Kpome Toro, HacTosiee H300peTeHne OTHOCUTCS
K TPUMEHEHHUIO BBICOKMX J03 MALUTEHTaHA JJISl IPOU3BOJCTBA JICKAPCTBEHHOTO CPEACTBA IS
neuenns w/wm npodunaktuku JIAT, a Takxke k cnocoOy nedenus: n/wim npodunaktuku JIAL,
BKJIFOYAIOLIIEMY BBEIEHHE TMAI[MeHTy BBICOKMX 103 MaluTeHTaHa. Kpome Toro, Hacrosiiee
n300peTeHre OTHOCHUTCS K CXeMe npuema Juii JiedeHus: u/min npodunaktuku JIATL, a takke k
KOMOMHAIIMM MAalUTeHTaHa ¢ OAHMM WM Ooyiee W3 MHrHOMTOpOB (ocdoamscTepasbl TUma S
(PDES), aHanoroB nmpocCTanKINHA, arOHUCTOB PELENTOPOB MPOCTALUKINHA WIH PACTBOPHUMBIX
CTHUMYJIATOPOB TyaHwiaruukiasel. [Ipu stom JIAIT mpeamodTHUTENbHO NpPEACTaBisieT coOoi
nerkyro winun  ymepeHHyro JIAI. bBonee Toro, Hacrosimee H300peTeHHE OTHOCUTCS K
dapmaneBTryeckol kommo3unuu ans JgedeHust JIAI, koTopas COEpKHUT BBICOKYIO 03y
MAaIUTEHTaHa.

IMPEATIOCBIJIKHY CO3/JAHMA M30bPETEHM A

IlepBoie coobuienus o nerounoit runeprensuu (PH) nossunuce B 1891 r, korga B xone
BCKPBITHsI TALMEHTa IOCe BHE3alHOM cMepTu Oblia OOHapy)keHa Tuneptpodus HpaBoro
JKENyOYKa W CKJIepO3 JIErOYHOH aprepuu 0e3 Kakux-au00 OYEeBHIOHBIX MPHUWH. JlerouHas
aprepuanbHas runeprersus (JIAI) ortHocurcs x moarpynme PH wu mpencrasisier coboi
nporpeccupyroinee 3a00JeBaHUs C MOBBIIIEHHONW PE3UCTEHTHOCTBIO JierouHbIx cocynoB (PVR) B
Ka4eCTBE OCHOBHOW NPUYHMHBI TOBBIIIEHHOW TIOCTHArPY3KH ¥ THIEPTPOUU TMPaBOro
JKEJyJOYKa, YTO B KOHEYHOM CHYETEe MEPEeXOOUT K AWJIATALMH W HEeIOCTATOYHOCTH IPaBOTO
JKeNMynoYka W K TpeskaeBpeMeHHON cmeptu. [lo knmaccudukarmu BcemMupHOH opraHuzanuu
3npaBooxpanenus (BO3) PH mno kiMHUYeCKMM NpU3HAKAM pa3lesIFOT HA MATh TPYIIIL
JeroyHyro aprepuanbhyro runeprersuro (JIAIY) (rpymma 1); PH, ces3annyro ¢ 3aboneBaHuemM
aeBoro otnena cepama (rpynma 2); PH, cBsizaHHyH C Jlero4HbIM 3a00JieBaHUEM W/WJIH
runokcuer (rpymma 3); XpoHHYECKyr TpomOosmbOomuyeckyto PH u npyrue obctpykium
neroyHoil aprepum (rpymma 4), a Takke PH ¢ HesCHbIMU Wwin MHOTO(AKTOPHBIMH
mexannmsMamu (rpymma 5) (Roger Hullin, Cardiovascular Medicine (2018), 21(7-8):195-199;
Simonneau et al., Haemodynamic definitions and updated clinical classification of pulmonary
hypertension. Eur. Respir. J. (2018), Dec 13. pii: 1801913. doi: 10.1183/13993003.01913-2018.
[Epub no meuarn]).

B Hacrosimem m3oOpereHnu ocHOBHOe BHHMMaHMe yaensercs JIAL, kxoropas mo cBoum

reMOAMHAMHUYCCKUM IIOKA3aTCIIAM XapPaKTCPpU3yeCTCad CPCAHUM NAaBJICHUEM B JIETOUHOM apTepun



(PAP) > 20 MM pT. CT., JaBJICHUEM 3aKJIMHUBAHUS B JlerouHoi aprepun (PAWP) < 15 MM pr. cT.
u PVR, xoropas paBHa wnu Oombuie (>) 3 eauHuu Byna, B ampTepHaTHBHOM BapuaHTte > 2
enuHul Byna, mpu 5TOM BCe mepeyuncieHHble MOKA3aTeN U3MEPSIIOT B COCTOSTHIH MTOKOSI.

B uwactHOCTH, B HacTosImeM H300peTeHNH OCHOBHOE BHUMaHue yaensercst JIAI, koropast
10 CBOMM I'€MOJMHAMMYECKHM IOKA3aTeNsAM XapaKTePU3yeTCsl CPEHUM AaBIIEHHEM B JIETOYHOM
aprepun (PAP) > 25 mm pT. CT., AaBneHueM 3akJuHUBaHus B jJerouHoi aprepuu (PAWP) < 15
MM pT. cT. 1 PVR, koTopas pasHa mu Oonbuie (>) 3 enunnn Byna, B albTepHATUBHOM BapuUaHTe
> 2 epuHUL Byzna, mpu 3TOM BCe MepevrCIIeHHbIE TTOKA3aTeH U3MEPSIOT B COCTOSIHUH TTOKOSI.

[MaTopuzuonorust JIAI' xapakTepusyercss HApyLIEHHEM PABHOBECHST MEXKIY MOJIEKYJIAMH,
OMOCPENYIOIIUMU CYKEHUE COCyIOB (HAampumep, OHAOTEIMH WM TPOMOOKCAH), W/ WM
MOJIEKYJIAMH, OMOCPEYIOIUMH PACHIMPEHHE COCYAOB (HAmpUMep, MPOCTALMKIUH U OKCHUJ
azota). bomee Toro, w™uroreHHble 3(PQEKTHI ITUX MOJEKYJ CO creruduaecKkuMu
naToMopQOJOrHIeCKIMH U3MEHEHHUSIMU B JIESTOUHOM KPyre KPOBOOOPAIIEHUS SBISIFOTCSI OHUM
u3 (PaKTOPOB MPOTPECCUPOBAHUS 3a00IEBAHUSI.

JlocTynHBIE B HACTOSIIEE BPEMsl COEAMHEHUs], YTBEpIKIEHHbIE AN CHenu(UIecKoro
neuenns JIAL, pa3neneHsl Ha TPU pa3IMYHbIE TPYIIIBL a) AHTATOHUCTHI PELENTOPa YHIOTEIHHA,
b) wunrubutoper ¢ocommscrepazpr THma S5 (PDESis) u  pacTBOpuUMBIE CTHMYJISTOPBI
I'YaHUJIATUMKIA3bl U C) MOJIEKYJbI, OJOKHMPYIOLIHE IyTh NPOCTALMKIMHA. JledeHue >TUMH
COEAMHEHUSIMH B COYETAHNHU C OOLIMMHU NOAIEPKUBAIOIIMMI MEPAMH MIPHUBEJIO K YBEIHMUEHHIO 3 -
JIeTHEH BBIKMBAEMOCTH IOCJE MEepBOM MOCTAHOBKU AuarHosa uauonaruudeckoil JIAIT co 48% B
1980-x rr. o 74% B mocnenHue ABa NECATUIIETHs, O YEM CBUAETENbCTBYIOT JAHHBIE PETUCTpPa
REVEAL (Benza et al., An evaluation of long-term survival from time of diagnosis in
pulmonary arterial hypertension from the REVEAL Registry. CHEST (2012), 142(2), 448-456; u
CHEST (2012), 141(2):354-362).

N3JIOKEHHME CYIIHOCTU U30BPETEHMA

Ilenp HacTosiero M300pETeHUs COCTOUT B TOM, YTOOBI OOECHEUUTh JIEKAPCTBEHHOE
CPEACTBO W/WJIM CXEMy JIEYeHHUs JIerouHoW aprepuanbhoil runeprensuu (PAH). B wactHocTH,
LIeJIb HACTOSILIEr0 M300PETeHUsI COCTOUT B TOM, YTOOBI OOECIEYHTh JIEKAPCTBEHHOE CPEICTBO
W/WM CXeMy JIeYeHHs JIerkol uim ymepeHnHou gopm PAH. JlonmonHuTeNnbHas 1eNib HACTOSIIETO
n300peTeHNs] COCTOUT B TOM, YTOOBI 00€CTIeYNTh KOMOMHUPOBAHHOE JIEKAPCTBEHHOE CPENCTBO
w/wm Tepanuro 1t PAH.

KPATKOE OITMCAHUE T'PA@UYECKHNX MATEPHAJIOB

Ha ®ur. 1 mpencraBieHa KpuBas 3aBHCHMOCTH 103a-3(PdekT, IeMOHCTpupyroIas
u3MeHeHne remornioduna (HGB) B 3aBUCHMOCTH OT 1O3bI MALIUTEHTAHA, BBEIEHHOH YEJIOBEKY.

I[NOAPOBHOE OITMCAHUE

ABTOpPBI HACTOSIIIETO N300PETEHHSI BBIICHHIIN, YTO, HECMOTPS Ha OMACEHUS, CBSI3aHHBIE C
KJIMHUYECKH 3HAYUMBIM CHIDKEHHEM YPOBHs T'eéMOTJI00MHA, aleHHeM apTePHaIbHOTO JaBJICHUs
W/WIM  OTEeKOM WM TIOBBILIEHHEM VAEp:KaHUS KUAKOCTH, CYIIECTBYET BO3MOXKHOCTb
6e3omacHoro u 3¢ ¢eKTUBHOrO JiedeHus nauueHToB ¢ JIAIT BbICOKMMU 103aMu MallUTeHTaHa. B

HaCTHOCTHU, MOXHO CACPKUBATH PA3BUTUC 3a00eBaHUs  UJIU AAXKE YIYyHIIHUTb CTATyC



3a00JeBaHusL.
B Hacrosimem n3o0peTeHnn moa MaluTeHTaHOM TOHUMaeTcst [S-(4-Opombennn)-6-[2-(5-
OpOMITUPUMUANH-2-UIIOKCH )-3TOKCH |- TUPUMUANH-4-1JT |aMU]] TPONIICYJIb(aMOBOH KUCIOTHI, T.
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WK ero (papManeBTUYECKH MpHEeMIIeMasi COJb, COJIbBAT, TUAPAT WM MOPQOIOTHUECKas
dbopma.

MaimTeHTaH SBISIETCS AHTaroHUCTOM penenropa sHpotrennHa (ERA), xoropwrii
IEeMCTBYET B Ka4eCTBE aHTaroHWcTa AByX noarumnoB penentopa sHpotenuHa (ET) ETs u ETp
(Kholdani et al, Macitentan for the treatment of pulmonary arterial hypertension. Vasc. Health
Risk Manag. (2014), 10, 665-673). Ero mepuox mNOJyBBIBENEHHs W3 OPraHM3Ma YeJIOBEKa
COCTaBJISIET NPUOIU3UTENBHO 16 YacoB, U CTAIMOHAPHAsE KOHLIEHTPALMS TOCTUTAETCsT HA TPETHH
nenb Beenenusi (Bruderer et al.,, Absorption, distribution, metabolism, and excretion of
macitentan, a dual endothelin receptor antagonist, in humans. Xenobiotica (2012), 42(9), 901-
910). On mennenHo abcopbupyercss B masmy (Sidharta et al., Macitentan: entry-into-humans
study with a new endothelin receptor antagonist. Eur. J. Clin. Pharmacol. (2011), 67, 977-984).
MarureHTaH qealkuInpyeTcst 10 akTuBHOro Meradonuta ACT-132577, nukoBasi KOHLEHTPALIUS
B IUIa3Me€ KOTOPOTO AOCTUIaeTcs NpuOMM3HTENnbHO depe3 30 WacoB MOCie BBEAEHUs! MEPBOH
J03bI, U €r0 NMEePUOA MOJYBBIBEACHUS COCTaBsAeT NpuoOnmu3nTenbHo 48 gacos. Xots apduHHOCTD
ACT-132577 x peuentopam ET Hmke, yem y ero umcxomHoro coenunenus (Iglarz et al,,
Pharmacology of macitentan, an orally active tissue-targeting dual endothelin receptor
antagonist. J. Pharmacol. Exp. Ther. (2008), 327(3), 736-745), ero crauuoHapHas
KOHLIEHTpPALUs B IJIa3Me BbIIE, YeM y ManuTreHtaHa. O0a COeMHEHUs] MOTYT BBIBOAMTHCS U3
OpraHu3Ma ¢ MOUOIl HJIH KaJIOM.

Panee cooOmanoce, 4TO MaKCHUMAaJbHBIA WM OMU3KUH K MaKCUMalbHOMY 3(¢eKT
MalHTeHTaHa y Kpbic nocturaercs npu 10 mr/kr. (European Medicines Agency, European Public
Assessment Report for Opsumit, Procedure No. EMEA/H/C/002697/0000 (2013) cm. 20 (B
nanbaelimmeM EMA  Assessment Report)). Panee Takke cooOmanoch, 4TO MaKCHMAJIbHO
s dexTuBHas no3a mMauuTeHTaHa y Kpbic coctaisier 30 mr/kr (Id.; Hampumep, Iglarz et al.,
Comparison of Pharmacological Activity of Macitentan and Bosentan in Preclinical Models of
Systemic and Pulmonary Hypertension. Life Sci. (2014), 118, 333-339; cm. maxace Kunita-
Takanezawa et al., Novel Dual Endothelin Receptor Antagonist Macitentan Reverses Severe
Pulmonary Arterial Hypertension in Rats. J. Cardiovasc. Pharmacol. (2014), 64(5), 473-480).



B wuccnenoBaHMM MHOTOKpaTHO HapacTarolieil A03bl, B KOTOPOM OLEHUBAJIU J103bI
MauuteHTaHa 1 mr, 3 mr, 10 mr u 30 Mr au1s 380poBbIX o€, koHueHTpauuu ET-1 B miazme B
CTaLlMOHAPHOM COCTOSIHUM JI€MOHCTPHPOBANN I0303aBUCHUMOE yBeNndeHue Oe3 manpHeHiero
pocTa nocie nepopanbHOH 1036l 10 Mr, UTO yKas3biBaeT Ha Oyokany npu AaHHOW nosuposke. (Id.
cM. 40). MccnenoBaTenu NmpUILIM K BBIBOAY, 4TO no3a 10 Mr, mo-BuauMomy, Obuia Osmska K
wiato ¢apmakosiorudeckoro s dexra. (Id. cm. 48). EBpornelickoe areHTCTBO IO JIEKaPCTBEHHBIM
cpeacTBaM M YTIpaBJIeHHE IO CAHUTAPHOMY HAJ30py 3a KaueCTBOM IHIIEBBIX MPOIYKTOB U
nexapctBeHHbIX cpencts CIIIA paspermnio HCrosib30BaTh €XKEIHEBHYIO NepopaiibHyo 103y 10
MI' MALIUTEHTAHA [JIsl JIEYeHUs] MalMeHTOB C JIETOYHOW aprepuanbHON runepreHsueil. (EMA,
Summary of Product Characteristics for Opsumit (Oct. 29, 2019) cm. 2; FDA, Prescribing
Information for Opsumit (April 2019) cm. 1).

Huxe Oynmer mpuBeneHo moapoOHOE pa3bsCHEHHE HECKOJIBKUX AaCMEKTOB HACTOSIIETO
n300peTeHus.

(a) OnuH acneKkT HACTOSIIEro N300PETeHUsT OTHOCHTCSI K MALIMTEHTAHY U IPUMEHEHUS
B JICUEHHH W/ WU TpO(HIaKTHKE JIero4Hoi aprepuanbHoil runeprensuu (PAH) y uenoseka,
npuYeM 7032 MalUTeHTaHa cocTaBjsier oT Oojyee 20 Mr B neHb A0 300 Mr B JIeHb WJIM MEHEe,
Harpumep ot Oonee 20 mr B neHb 10 MeHee 250 Mr B feHb. IIpeanodTuTensHO 103a COCTABISAET
oT 25 mr go 200 wmr.

B cootBercTBUM ¢ OoNee MPEANOYTUTENBHBIM aCIIEKTOM TaKHe J03bl BBOAAT OAMH Pa3 B
JIEHb.

B nacrosimmem nzobperenun nox JIAIT moHnMaeTcst ierouHasi aprepuaibHasi THIePTeH3 s
y U€eJIOBEKA.

B Hacrosimem mzoOpereHnn OoCHOBHOe BHUMaHHe yaeisiercst JIALT, koropast mo cBoum
reMOAMHAMUYECKUM IOKA3aTeNsIM XapaKTepU3yeTCs CPEIHUM JaBJICHUEM B JIETOUYHON apTepuu
(PAP) >20 MM pT. CT., 1aBJI€HUEM 3aKIMHUBAHUSA B JlerouHoi aprepun (PAWP) <15 mm pr. cT. 1
PVR, koropas paBHa wiu Oosbine (>) 3 enuaun Byzaa, B albTepHATUBHOM BapuaHTe >2 €IMHULL
Byna, npu 5TOM Bce nepeuncaeHHble oKa3aTeNlu U3MEPSIOT B COCTOSHUU MOKOs. B nomonnenue
K MEPEYHCICHHBIM BBIIIE FTeMOAMHAMUYECKUM MoKa3aTesisiM JIADT KIMHUYECKH XapaKTepu3yeTcst
OTCYTCTBHEM BBIPA)KEHHOTO JICBOCTOPOHHErO 3a00JIeBaHMs CEepALa, TSDKENOro 3a0oyieBaHMs
JIETKUX WJIM U3BECTHON XPOHHUYECKOH TPOMOO3IMOOIUecKol O0e3Hn

B wacTHOCTH, OCHOBHOE BHUMAaHHE HacTOsLIero nuzodperenus yaemsiercs JIAL, koropas
Ipu  TPaBOCTOPOHHEN  KaTeTepu3alMd  cepilla  XapakTepusyercs  CIeNyIOIUMU
reMOIMHAMHYECKIMH MTOKa3aTeISIMH:

* cpenHee naBiieHue B JeroyHoi aprepuu (MPAP) >25 mm pT. cT,,

* TaBJICHUE OKKJIFO3UN/3aKJIMHUBAHUSA B JlerouHoi aprepun (PAWP) <15 mm prt. ct,,

* PE3UCTEHTHOCTb JIETOYHBIX COCYIOB, paBHas wiu Ooibme (>) 3 emunun Byna., B
anbTepHATUBHOM BapHaHTE OCYyIleCTBIIeHUs >2 eauHul Byna.

B nononHeHume K mEpeYMCICHHBIM BbII€ TI'eMOAMHAMUYECKUM Mokaszareisim JIAT
KJIMHUYECKH XapaKTepU3yeTcs OTCYTCTBHEM BBIPAKEHHOTO JIEBOCTOPOHHETO 3a00seBaHUs

cepauLa, TSKENIOro 3a00jeBaHUs JIETKUX WIH H3BECTHOH XPOHMYECKOH TpomMOoIMOOmuueckoin



OonesHu

Kak onucano Bbllle, MALIUTEHTAaH B HACTOSLIEE BPEMsl BBOAAT NEPOpaibHO B Ao3e 10 mr
OJIMH pa3 B JIeHb. TeM He MeHee B HACTOALIEM H300PETEeHHM IPEJIaraeTcsi BBOAUTH BBICOKYIO
703y MaLUTEHTaHa, YTOObI YJIYUIIUTh CTATyC 3a00eBaHus, NPeayNpeauTh Caydan 00OCTpeHHs
3a00neBaHys, YIAYUIIUTD HIIK OCTABUTh HEM3MEHHbIM (pyHKIMOHAIBHBIN kiacc BO3 u moBeicuTh
JOJTOCPOYHYI0 BBDKHBAEMOCTh W/WIIM CHU3HTH YPOBEHb rocmuraiuszauuu. [1o cpaBHEHHIO ¢
003eHTAHOM TPEUMYIIECTBOM SIBJISIETCSI CHIKEHHE WJIM OTCYTCTBUE MOOOYHBIX 3(dekTos,
BJIMSIFOIIUX Ha (DYHKIMIO MEYEeHHU, U HE3HAUNTENIbHAS FeMIaTOTOKCHYHOCTD HITH €€ OTCYTCTBHE.

JlomonHUTENbHBIE TMPEUMYLIECTBA BKJIIOYAIOT OTCYTCTBHE NajbHEHMIIEro KIMHHUYECKU
3HAYUMOTO TMAJCHUS TeMOrJIOOMHA, OTCYTCTBHE JANbHEHWIIEr0 KIMHUYECKH 3HAYUMOTO
CHIDKEHHSI apTepUANIbHOTO JAaBJICHUS] WM OTCYTCTBUE NAJIbHEHIIEro KIMHHYECKH 3HAYUMOTO
HApaCTaHUS OTeKa/yAePKIUBAHUS KUIKOCTH.

(b) [lpyroii acmeKkT HACTOSIIEr0 U300pPETEHUs] OTHOCUTCS K MPUMEHEHHIO MAIlUTEHTaHA
I JiedeHus W/uiau  NpOoQUIAKTHKH JIETOUHOW aprepuanbHoi rumepreHsuun (PAH) B
COOTBETCTBUH C acrekTtoM (a), mpudem PAH mpencrasmsier coOoi JIErKyr HIM YMEPEHHYIO
¢dopmy PAH, npennoururtensHo ymepernyo ¢opmy PAH.

HeoxxnnanHo Obuto 0OHApy)KE€HO, UTO B Cllydae JIETKOH WM ymepeHHOH ¢opmbl JIAT
MOJKHO YJIYYIIUTh WJINM CTa0WJIM3UPOBATH CTATYC 3a00JIEBAHMS, B YACTHOCTH, Y TMALUEHTOB C
JIETKOM M YMEPEHHOM (POPMOH MOKHO YIy4IIUTh (PYHKUNOHAIBHBIN Kiacc BO3. MoxHO Takke
YIYYIIUTh (PYHKLHUOHATIBHYIO €MKOCTb 10 PE3YJIbTaTaM TeCTa ¢ 6-MUHYTHOM XOAbOOH.

Tepmun «ierkas ¢opma JIAI» npuOIM3UTENBHO COOTBETCTBYET (YHKIIMOHAIBHBIM
kyaccam [ u I BO3.

Tepmun «ymepennas ¢popma JIAIY npuOau3uUTENTbHO COOTBETCTBYET (PYHKLIMOHATIBHOMY
knaccy 111 BO3.

B ornuuume ot sroro, ¢pyHkimoHanpHbIN kiacc IV BO3 coorBercTByeT TspKe0OH Gopme
JIAT.

@dyukiuoHanbhble  kiaccel BO3 (FC WHO) oOmeusBecTHbl ¥ ONPEIestoTCs
CIeNYIOIIUM 00pa3oM.

WHO FC I. orcyrcTBHE CHUMIOTOMOB JIETOYHOHN apTepUajbHOM TUIEPTEH3UU IpU
(u3nveckoil Harpy3Ke MJIM B COCTOSIHUM TOKOs. JIMarHo3 penko yaaercss MOCTaBUTh, €CIU Y
nanueHTa no-npexknemy kinacc I [TaumeHTam, nMpoXOAsiiuM CKPHHUHT 1O NMPUYHHE (HaKTOPOB
BBICOKOTO pucka pa3sutuss PAH, Hampumep, nmanueHTaM CO CKJIEPOAEPMHUEH WM C CEMEIHBIM
aHamHe3oM PAH, B penkux ciydasx yaaeTcss MOCTaBUTh AMarHo3 c¢ kjaccom I Yame Takas
KJIacCU(UKALUS UCTIONB3YETCs Ul ONMMCAHUS MALEHTOB, Y KOTOPBIX HAOJFOMAJNCS 3aMETHBIN
OTBET Ha TEPANMIO, paHee OTHECeHHBIX K kyaccy II wnm I, Ho ¢ ynydimmenuem no knacca L.

WHO FC 1I: oTcyTcTBHE€ CUMITOMOB B COCTOSIHUM TMOKOSI, HO TUCKOM(OPT, yCTaNIOCTh
WUIA OJIBIIIKA TPU OOBIYHBIX BUAAX AEATENbHOCTH, HAIPUMEDP MOABEM HA JIECTHUYHBIA MPOJIET,
MOKYIIKa MPOAYKTOB B Mara3uHe WU MPUTrOTOBJIEHHUE ITOCTEIH.

WHO FC III: y nanueHToB MOTYT OTCYTCTBOBAaTb CUMIITOMBI B COCTOSIHMM IOKOSI, HO

OOBIYHBIE BUAbI ACATCIBHOCTH B 3HAYUTEITHbHOMN MEpPE OrpaHHUYCHbI M3-3a OIBILNIKH, YCTAJIOCTU



I TIPeNoOMOPOYHOTO COCTOSIHUSA. Y TALIMEHTOB JAHHOTO KJIacca BO3ZHHUKAIOT TPYAHOCTH TPH
BBINTOJIHEHNH OOBIUHBIX paboT MO JOMY, U OHU BBIHYKAEHBI J1EJIaTh TIepEPhIBbI B IOBCEAHEBHOM
TesITeTbHOCTH.

WHO FC IV: cuMnTOMBI B COCTOSIHUM TTOKOSI HUTH TSDKEJIble CHUMITTOMBI BO BpeMsl JIF000MH
neaTeNbHOCTH. [lalmeHThl TaHHOTO KJIacca MOTYT TepsiTh CO3HAHUE BO BPeMsl OOBIYHBIX BHIOB
AESTeIbHOCTU WM MPHU HAKJIOHAX C ONYIIEHHON BHU3 rOJOBOHW. Y MHOIHX MAILMEHTOB JAHHOTO
KJIacca TAaK)kK€ OTMEYaeTCsl MOBBILEHHbIH O00BEM OTEKOB CTYNHEH M JIOABDKEK 10 NPHYUHE
MPABOCTOPOHHEN CepAECYHON HEIOCTATOYHOCTH.

B cootBercTBuM ¢ Oonee moapoOHON oueHkoi serkas ¢gopma PAH onpenensiercs
CIEYIOIIUM 00pa3oM:

(dmild): cooTBeTcTBHE IO MEHBLIEH Mepe 3 U3 CIEAYIOIIHNX KPUTEPUEB:

- WHO FC I ymu 1II;

- paccTosiHUE, MPOHACHHOE NPHU IMIECTUMHHYTHOH Xoap0e (6MWD) > 440 w;

- Harpuiiyperudeckuii mnentun B-tuma (BNP) <50 wHr/m wnum  N-KOHUEBOWM
Harpuityperuueckuii nentun npo-B-tuna (NT-proBNP) <300 ur/n; unu RAP <8 MM pT. T

- CI> 2,5 JI/mun/m” umn SvO, >65%;

- ¥ HECOOTBETCTBHE HHU OTHOMY U3 Kputepues (dsevere).

B coorserctBun ¢ Oonee moppoOHON oueHko#l Tskenas ¢opma PAH ompenensercs
CIIEYIOIIHUM 00pa3oM:

(dsevere): cooTBeTCTBHE MO MEHBIIECH Mepe ABYM M3 CIEAYIOIUX MOKA3aTeeH, BKIIIOYast
CI unu SvOa:

- WHO FC 1V;

- 6 MWD <165 metpos,

- BNP >300 ur/n umu NT-proBNP > 1400 ur/n;, umu RAP >14 mm pr. cT.;

-CI<2,0 1/ MuE/M Wi SvO, <60%.

B cootBercTBuu ¢ Oonee monpoOHON oneHkol ymepennas ¢opma PAH onpenensiercs
CIIEYIOIIUM 00Pa3oM:

(dmoderate): npuBenenHble Bbie oneHku Kputepues (dmild) u kpurepues (dsevere) Hu
B OJJHOM M3 ciIy4aeB He no3BossitoT oTHecTH PAH nanuenra k knaccy nerkoit JIAL, a Takxke He
no3BossitoT oTHecTH PAH nanuenra k knaccy Tsixenoit JIAL

IIpennouturensHo onpenessroT koHueHTpauo NT-proBNP, a He koHuentpanuto BNP,
U MICTIONIB3YIOT €€ JUIsl IPUHATHUS PELICHUS] O TOM, CTPAAaeT JIM MAIMEHT JISTKOH, YMEPEHHOH WUIIH
Tsokenor  gopmoiri JIAIT B COOTBETCTBMHM € MNpPHUBENEHHBIMH BbIIE OoJee MOAPOOHBIMU
OTIPENENeHUSIMH OLICHKH.

BNP m3mepsiroT cienyromum obpa3zoM: mpody mia3Mbl OTOUPAIOT U TPAHCIIOPTUPYIOT B
3amoposkeHHOM Buze (-20°C wnu Hioke) B nojuMepHoil nmpodupke ¢ EDTA u aHanus3upyroT ¢
MOMOIIBI0 UMMYyHOXeMuIFoMuHecieHTHOro aHaimm3a (ICMA). Anamuz ICMA omumpaercs Ha
CJIEAYIOIINE TIPUHIIHIIBL.

® licronp3yroT cepuiiHO BhImyckaembiii Habop (Tect Triage® BNP) co cnenyromumu 3

pabourMu pacTBOPaMK/CyCIIEH3USMU:



o Sla: napamMarHuUTHbIE 4YaCTUIbl, TOKPBHITBIE MBIIMHBIMA OMHHKJIOHAJIBHBIMU
aHTuTeNnaMu Kk denosedeckomy BNP, cycnengupoBanabiME B OydepHOM (usznonornyeckom
pacrope TRIS (150 MM NaCl, 50 MM Tris-HCI, pH 7,6 BomH. pactBOp), ¢ OBIYBUM
cpiBOpoTOUHBIM  anmpObymuHoM (BSA), 0,1% ProClin™ 300 (0,60-1,00% 2-merun-4-
n3otnazonus-3-od u 2,10-2,80% S5-xnop-2-meTun-4-u30THa3onauH-3-0H, BOIH. pacTBOp) U
<0,1% a3una HaTpus;

o S1b: ounmenssie IgG MbImu 1 ko036l B OyepHoM ¢usnonornueckom pactsope TRIS
(150 MM NaCl, 50 MM Tris-HCl, pH 7,6 BomH. pacTBOp), C OBIYBUM CBHIBOPOTOYHBIM
anpoymuaom (BSA), 0,1% ProClin™ 300 (0,60-1,00% 2-metun-4-usoruaszonus-3-oH u 2,10-
2,80% 5-xnop-2-meTni-4-u30THa30JIMH-3-0H, BOAH. pacTBop) u <0,1% asuna HaTpus; U

O SlIc: KOHBIOTAT MBIIIMHOTO MOHOKJIOHAJIbHOTO AHTUTENIA MPOTUB YesoBeueckoro BNP
¢ Obrubeii menouHolt ocdaraszoii B pmsnonornyeckom OydepHom pacrsope PBS (pH 7,4; 137
mmons/n NaCl, 2,7 mmons/n KCI, 10 mmons/n Na,HPO,4 u 1,8 mmons/n KH,POy), ¢ Obrabum
ceiBOpoTOuHbIM  anmpbymuaOM  (BSA), 0,1% ProClin™ 300 (0,60-1,00% 2-metun-4-
u3ornaszonuH-3-oH and 2,10-2,80% 5-xnop-2-meTui-4-u30THA30IMH-3-0H, BOAH. PacTBOp) M
<0,1% a3una HaTpus.

ITpoby kposu (500 MKJ) OTOMPAIOT y MAMEHTAa U MOMELIAIT B MOJUMEPHYIO POOUPKY
s 3abopa kposu, copepxkamyro KoEDTA B kauectBe anTtmkoarynsHra. IIpoOy kpoBu
HEOOXOIMMO NepeMeNInBaTh, OCTOPOYKHO NepeBOpaunBasi NPOOUPKY HECKOJIBKO pas.

Cycnensuto Sla u pactBop S1c moMemarOT B peaKIIHOHHBIA COCY U TOOABJISIOT 55 MK
poObI KPOBH.

ITocne uHKYOMPOBaHHS B PEAKLIMOHHOM COCYA€ HCIOJb3YIOT MAarHUTHOE IIOJIe IS
yIeP>KUBAHMs BELIECTB, CBSI3aHHBIX C TBepAOH (a3oi, a cBOOOIHBIE BEINECTBA CMBIBAIOT C
noMoIIbI0 pacTBopa S1b.

3aTeM B peakIMOHHbINA COCY/ OOABIAIOT X EMIUTFOMUHECIEHTHBIH cyocTpar Lumi-Phos®
530 (Chemical Abstracts Substance Ne 146239-76-1), u cBeT, UCIyCKaeMblil B XOJ€ PEaKLIUH,
pPETUCTPHUPYIOT JIFOMHHOMETpOM. HM3MepeHHass HMHTEHCHUBHOCTh CBETa MPOIMOPLHOHAIBHA
koHieHTpaun BNP, 4uTo nmo3BojisieT onpenenuth kKoHeHTpaiuo BNP B obpasie.

UroObl obecrieunTh TOYHOCTH pe3ysbTaToB aHanmm3a ICMA, moMHUHOMETp crlenyer
NEePUOTUUECKU KATHOPOBATh C MOMOLIBIO TOCTYITHBIX B MPOJAaKe CTAHAAPTHBIX PACTBOPOB.

NT-proBNP onpenensitor crienyromum o0pa3oM: TpoOy CHIBOPOTKH WM  ILIa3MbI
COOMpAIOT Y TPAHCIOPTHUPYIOT TPU TEMIIEPATYpe OKPYKAKOLIEH Cpeabl, €Ciu Takas
TPAHCMIOPTHPOBKA TMPOJOJDKAETCS B TE€UeHHME 3 AHEH mocie ordopa, MM 3aMOPaKUBAIOT B
npoOupKe € KPAaCHOW KPBIIIKOH IOCNe LEeHTPU(PYTUPOBAHUA W AHAIHM3HPYIOT C IOMOIIBIO
snekTpoxemMmmroMuHecieHTHOro uMMyHoaHanm3a (ECLIA). Anamms ECLIA onmpaercs Ha
CJIEAYIOIINE TIPUHIIHIIBL.

Hcnonp3yroT CcepuiHO BBIMYCKaeMbIi HaOOp €O cCleayrmuMu 3 pabodumu
pacTBOpPaMu/CyCIIEH3USIMH:

S1: cycnens3ust (6,5 M) MHKPOUYACTHL, MOKPHITBIX cTpentaBuguHoM (0,72 wmr/mm),

COJZIEPIKALYI0 KOHCEPBAHT;



S2: pactBop (9 mi) anTu-NT-proBNP-Ab-Ouotnna, conepkaumii OMOTHHHIIMPOBAHHOE
MoHOKJIOHanbHOe aHTU-NT-proBNP antuteno (mbimb) (1,1 mxr/mn), ¢ocdarubii Oydep 40
mmous/J, pH 5,8, 1 KOHCEepBaHT; u

S3: pactBop (9 mi) autu-NT-proBNP-Ab-Ru(bpy), conepxamuit MmonokinoHansHoe NT-
proBNP-crienmduueckoe aHTUTENO, MEUEHHOE KOMILIEKCOM Tpuc(2,2’-ounupunun)pyrenuii(1l)
(Ru(bpy)) (1,1 mxr/mi), pocarabiii 6ydep 40 mmons/a, pH 5,8, u koHCEpBaHT.

ITpoby (15 mki) cHavama MHKYOMPYIOT ¢ pacTBopamu S2 u S3; OHOTHHHIMPOBAHHOE
MoHOKJIOHaNIbHOe NT-proBNP-cnienmduueckoe antuteno u MoOHOKJIOHaNIbHOe NT-proBNP-
cneun(UIeckoe aHTUTENO, MEUEHHOe KOMIUIEKCOM pYyTeHHus, 00pa3ylT CIHIBUYEBBIN
KOMILJIEKC.

3areM MNpOBOAAT BTOPOE HMHKYOMPOBAaHHE, B XOAE KOTOPOro IMoOcie I00aBICHUs
cycrieHsun S1 KOMITJIEKC CBSI3bIBAE€TCS C TBepAOW (ha3oi 3a CYeT B3aMMOAEHCTBHSI OMOTHHA W
CTpENTaBHINHA.

PeakMOHHYI0O CMECh OTCACHIBAIOT B HM3MEPHUTENBHYIO SUEHKYy, IZle TOJ JelCTBHEM
MarHUTHOTO TTOJII MHUKPOUYACTHIIBI YAEPKUBAIOTCS. HA TIOBEPXHOCTH 3JIEKTPOAA. 3aTeM yIAJSIOT
cBoOonHBIE BemecTBa. Ilocie 3Toro mogava HampsKEHUs HA 3JIEKTPOJ BBI3BIBAET HCITYCKaHHE
XEMITFOMUHECLIEHIINH, HHTEHCUBHOCTb KOTOPOI U3MepsieTcsl (POTOYMHOKHUTEIIEM.

Pe3ynbTaThl OLEHHBAOT MO KaJUOPOBOYHONW KPUBOH C MCHOJIb30BAHHEM IOCTYITHBIX B
NPOZaXke CTAHAAPTHBIX PACTBOPOB.

CI usmepsiror cnepyromumM obpaszom. CI xapakrepusyer MOTOK KPOBH (JIUTPBI/MUHYTY)
yepe3 cepile, KOTOpbIi HasbiBaeTcsi cepaedHbiM BeiOpocoM (CO), cTaHIapTU30BaHHBIM I10
OTHOLIEHWIO K IUIOIanau moBepxHocTH Tena mauueHTa (BSA), mostomy CI BeIpaxkaercs B
nurpax/mMunyTy/mMerp”. CraHpapTHOH mpoueaypoit i amarHoctukn JIAL  sBmsercs
npaBocTopoHHss karerepuzauusi cepaua (RHC). Dto wuHBasuBHas mnpouenypa, BO BpeMs
KOTOPOH KaTeTep BBOIAT uepe3 OOJBLIYIO BEHY, ITOCIE Yero NPOABUral0T €ro K MPaBoOd CTOPOHE
cepAla, a 3aTeM B JieroyHyr apreputo. CyliecTBYOT pasnuunble MeToabl m3mepenust CI HO
HanOoJiee PacpOCTPAHEHHBIMUA METONIAMU SIBJISIFOTCS. METOJI ONPENENIEHUs] CePASUHOrO HHIEKCA
no PUKy WM TEPMOAWIIOLMOHHBI METON ONpeneeHus: cepaeyHoro uuaekca. OHU SIBJISIOTCS
CTaHIAPTHU3UPOBAHHBIMH M XOPOIIO U3y4eHHBIMH MeTonaMu. Hanbonee mpueMieMbM METOIOM
SBJIIETCSI TEPMOJAWIIOLMOHHBIA MeTOn. B COOTBETCTBMM € HACTOSIIIUM H300peTeHHEM
tepmonumonoHHbIl  MeTon (TD) Oymer mnpeacraBisaTh coOOW BBIOpAaHHBIH METOXN IS
u3mepenusi CI. TD onpenensier CO ¢ y4eToM TOro, HACKOJIBKO OBICTPO 3aJaHHOE KOJUYECTBO
JKUAKOCTEH (KakK MpaBWIIo, MPU KOMHATHOH Temmeparype, T. €. 25 °C) nepemernaercsi OT mpaBoro
npeacepanss [BBEIEHHOTO B NMPOKCHUMAaNbHBIN MOPT Karerepa jerouHoi aprepun (PA)] xk PA
(ompenensercs TEPMOAATYMKOM BONM3M KOHYHMKA JAHUCTANIbHOW dYacTh Karerepa PA).
Omnpenemsiror 1wiomans non kpusoil (AUC) m3menenmsi temmeparypsl. IIpouenypy criemyer
NOBTOPUTH IO MeHbIIEH Mepe 3 pas3a, a 3aTeéM pacCUUTaThb CpeaHee 3Ha4deHWe, HO Ui
IOCTOBEPHOCTH NPOBENEHHBIX W3MEPEHUI 3HAUeHMs NOJDKHBI HAXOAUThCS B mpenenax (+/-) 10-
15% npyr ot apyra. Crnenyer Takke MPOBECTH OLIEHKY KPUBBIX, YTOOBI YOEIUTHCS B POBHOCTH

noroka 0e3 pe3KHx M3MEHEHWH B KPHBOH, YTO MOXET CBHUIETEIbCTBOBATH 00 OmMOKAax BBOAA



nnu usmepenuii. Ha ocnosanuu nonydensoi cpeaneit AUC u BSA nauuenra, paccuuTbiBaeMoit
CIIEYIOIIHUM 00pa3oM:

BSA = [(pocT B cM X Bec B kr) / 3600],

BbIUUCIISAOT CL

RAP wusmepsitor cnenyroumm oOpasom: RAP (uHorma o0o3HauaroT Kak cpenHee
3HaueHne RAP (mRAP)) Taxxe nusmepsttor Bo Bpemst npoueaypbl RHC, kak onucaHo Bbiie, ams
n3Mepenus: Cl. Ha HakoHeuHuKe kaTeTepa HaxOAUTCS NATUUK AaBJIEHHs, KOTOPbIH BBOJUTCS B
BEHY, UIYILIYIO B MPABYIO CTOPOHY cepana. JlaTynk u3MepsieT NaBjieHue, KOria KOHUHK KaTeTepa
HAXOIUTCS B MPABOM MPENCEPIUH, U TAKOE M3MEPEHHOEe NaBjieHue mpeacranisier codoit RAP.
JlaHHOE U3MEepEeHHe MPOBOAAT OJHOKPATHO.

SvO, m3mepsitoT crnenyromuM obpazoM: SvO, Takke U3MEPSIFOT BO BPeMsl MPOLEAYpPbI
RHC, kax ommcano Bbine s usMepenuss Cl. Korma koHUMK KkaTeTepa HAaxOAWUTCS B
LIEHTPAJIbHOH BEHE WJIM B TPABOM IMPEACEPAHH, MPOBOISIT OTOOP KPOBU U AHAIM3HUPYIOT
«KOHLIEHTPALMIO»/«CONEpKaHNe» KUcopona (MapuuajbHOE TaBICHHE KUCIOpOda B KPOBH) B
3TOW mpobe KPOBH C TMOMOIIBIO CTAHAAPTHBIX Ta30aHAJIM3ATOPOB KPOBWU/IOATUUKOB, %o
OKCUTEHAllMU B HaHHOW mpobe kpoBu mpencraisier coborr SvO,. JlaHHOe M3MepeHue Takke
MPOBOJST OHOKPATHO.

Jns Oomee mnonpoOHON OLEHKH JIeTKyi0o ©u  yMmepeHHyi ¢opmbel JIAIT MoOHO
IUarHOCTHUPOBATh IO aNTOPUTMYy, B OCHOBE KOTOPOTO JIEKUT PErucTp paHHEH OLIEHKU U
nonrocpouy”oro neuenus: 3adonesannii PAH (permctp REVEAL). AnropurM MOXHO OmnmcaTth
NIOCJIEIOBATEIbHOCTBIO CIEAYIOLINX CTAUil:

(1) ompenenenue nmoarpymmsl Ayt rpynnsl [ BO3 mauneHTa U mpuCBOGHUE CIEIYIOIINX
OLIEHOK:

+1 6amn ana AJIAT-CTD (JIAT, accoumupoBaHHasi ¢ 3a00JieBAHHEM COEIUHUTEbHOMN
TKaHH),

+2 Ganna nys AJIAT-PoPH (JIAT', accouupoBaHHasi ¢ MOPTOJETOYHON TUIIEPTEH3UEH),

+2 Oamna g CJIAT (cemetrinass JIAI, KOTOpyH B HACTOsIIEE BPEMSI HA3bIBAIOT
HacnencTtBeHunou JIAD);

0 GamoB 1ist MOOBIX Apyrux moarpymm JIAT;

(i) ompeneneHue nemorpadUyYECKUX TMOKA3aTelel M COYETAHHBIX 3a00JieBaHUN U
NPUCBOCHHUE CIENYIOIUX OLEHOK:

+1 Gann [t MoYevYHOH HEAOCTATOYHOCTH,

+2 Gajia 1t My>K4uH B Bo3pacte > 60 Jier,

0 GayyIoB IJIst IPYTUX MALUEHTOB;

(i) ompenmenenue (yHKUMOHANIBHOrO Kiacca mo BO3 u mpucBOeHHE CIeIyOIINX
OLIEHOK:

-2 6amna ainst WHO FC 1,

0 6amnos ot WHO FC 11,

+1 6ann nns WHO FG 111,

+2 6amna mist WHO FG 1V,
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(lv) ompeneneHne OCHOBHBIX IIOKa3aTeJed COCTOSHUS OpraHu3Ma M IPHUCBOCHUE
CJIEAYIOIINX OLEHOK:

+1 Gann nua SBP (cucronndeckoe cucteMHoOe aprepuaibHoe nasienue) <110 MM pr. cT.,

+1 6ann na HR (uactora cepaeunbix cokpauennii) >92 BPM (ynapos B MUHYTY),

0 GaIoB ISt BCEX OCTAJBHBIX CIIyYaes,

(V) ompeneneHue pacCTOSHUS MOCTE€ O-MHHYTHOW XOAbObI M MPUCBOSHHE CIIEAYIOLIMX
OLIEHOK:

-1 6ann qist >440 MeTpoB,

+1 Gamn ais <165 metpos,

0 GayIoB U1t BCEX OCTAJIbHBIX CITy4aes,

(vi) ompeneneHne MO3roBoro Harpuityperuueckoro mnentuna (BNP) u mpucBoeHue
CJIEAYIOIINX OLEHOK:

-2 0amna ast BNP <50 mr/mu,

+1 Oan gyst BNP >180 mr/mun,

0 6aymoB st BNP ot 50 nr/mun mo 180 mir/mur;

(vil) cHATHE HXOKapaUOrPaMMBbl H MPHCBOSHHE CIEAYIOIINX OLEHOK:

+1 Gann nis NepUKapAUAIbHOTO BBITIOTA,

0 GayIoB IS BCEX OCTAJIbHBIX CITYYaEB;

(viil) nccnenoBanue GyHKIUHI JETKUX U MPUCBOCHUE CIENYIOINX OLEHOK:

-1 Ganmn s % mpornozupyemoirn DLCO >80% (muddy3nonnas cnocoOHOCTh JIETKHX
MOHOOKCH/IA yTiiepoaa),

+1 6amn gy % nporrHozupyemoii DLCO <32%,

0 6amnoB st % mporuosupyemoit DLCO ot 32% no 80%;

(ix) MpaBOCTOPOHHSS KaTeTePH3aLUs Cep/La U MPUCBOCHHUE CIENYIOLINX OLIEHOK:

+1 6amn nist RAP (cpennee naBneHue B mpaBoM mpeacepanu) >20 MM PT. CT. B TEYCHUE
1 roma,

+2 6amna mist PVR (pe3sucTeHTHOCTD JIETOYHBIX COCYI0B) >32 enuHulbl Byna,

0 GayIoB U1 BCEX OCTAJIBbHBIX CITy4Yaes,

(X) cyMMupPYIOT OaJlTbl, MPOCTABJICHHBIEC Ha cTanusx (1)-(1X) u 1oOaBISIIOT YHCIO 6;

(x1) nerkas ¢popma JIAI nuaramocrupyercs npu cymme 0amios ot 1 1o 7, u

ymepenHas popma JIAT nuarsocrupyercs npu cymme 0asuios 8 uim 9.

B npuBeneHHOM BBIIIE AITOPUTME «1» O3HAYAET CIOKEHHE, «-» O3HAYAeT BHIYUTAHUE.

Enunnna Byna npencrasnisier coOoii mokasaTenb YIPOILIEHHOW CHCTEMBI Ui OLICHKH
pe3UCTEHTHOCTH JeroyHbix cocynoB (PVR), mms kKOTOporo HCHonb3yrTCs HWHKPEMEHTHI
nasnenusi. M3smepenne PVR mpoBonsATCst mOCpenCTBOM BBIUMTAHUS JIABICHHS 3aKJIMHUBAHHS B
JETOYHOW apTEepPUHU W3 CPENHEro JIETOYHOrO AapTePHUANbHOTO JaBJICHHUS C IOCIENYIOIIUM
JeNleHNeM Ha CepIeUHbIi BBIOPOC B IUTPAX B MUHYTY.

Taxum obpazom, nerkyro ¢popmy JIAD cBA3BIBAIOT € OLleHKOH 1-7, a ymepeHHYyI0 popmy
JIAT cBsA3BIBAIOT C OLIEHKOM 8 nmn 9.

bonee nongpobusie onpenenenus neranbHo omucanbl B ESC/ERS Guidelines, European
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Heart Journal (2016), 37, 67-119.

Hacnencreennass mepemaua JIAIT ormewanach y mnpubmusurensHo ot 6% mo 10%
nauueHTos ¢ JIAT', y nuanasona ot 50% no 90% 31ux cyOBeKTOB ObUIN BBIABJIEHBI MyTaLlUU B
(peuenrrope 2 Tumna kocTHOro Mopdoreneruueckoro oenka (BMPR2). [{ns myrauuii B BMPR2 B
ciyudae ceMeiHol serouHoi aprepuanbHoi runepreHsun (CJIAIY) xapakTepHbl reHeTHUECKas
aHTULMNAUMA W HemosHas neHerpaHTHOcTh MyTauuu. CJIADT Ttakke HasweBator HJIAD
(macnencrBenHoit JIATY). Dkcnpeccust eHOTHMIA HE NMPOMCXOIUT BO BCEX IOKOJICHUSX, & B
cilydae SKCIPECCHMM OH OTMe4aeTcsi B Ooyiee paHHEM BO3PaCTe W acCOLUHpyeTcs ¢ Oojee
TSDKEJIBIM U OBICTPO MPOrPECCHPYIOIUM 3a00JIeBaHHEM. BbUIO BBISIBIEHO MHOMKECTBO JIPYTHX
TeHETHYECKUX MYTaLUi, KOTOPBIE aCCOLMUPYIOTCS ¢ ceMeiHoi (HacneacTBenHol) JIAL, HO oHM
BCTpeYaroTCsl ropasno pexe, yem mytauss BMPR2 (Morrell et al., Eur. Respir. J. (2018), Dec
13. pii: 1801899. doi: 10,1183:13993003,01899-2018. [Epub no neuatu]).

B Hacrosimem wuzobperenuun AJIAT-CTD (JIAT, accouuupoBaHHasi ¢ 3a0oJjieBaHUEM
COEAMHUTENIbHOW TKaHM) xapakrepusyercs JIAIT y cTpamarommx Takke ayTOMMMYHHBIM
3a00/€BaHUEM, TaK)Ke Ha3bIBAEMBIM 3a00J€BaHHEM COENUHUTENBbHOM TKaHu. Haubonee
pacrpocTpaHeHHbIMH 3a00JIEBAaHMSIMA COEMHUTEIBHON TKaHH, accouuupoBaHHbIMH ¢ JIAT,
SABIIIIOTCSL ~ CKJIEPOAEpPMHsT  (CHCTEMHBbIH  CKJIep03), BOJYaHKa (CHCTEMHas  KpacHas
Boganka/CKB), cmemmanHbie 3a001€BaHIs COETUHUTENBHON TKaHU 1 Oose3Hb Lllerpena.

B nacrosmem nzobperennn AJIAI-PoPH (JIAI, accounupoBaHHasi ¢ NMOPTOJIETOYHOM
runepreHsueii) xapaxrepusyercsi JIAI, accOLMMPOBaHHOW C TOPTaJbHON TUNEPTEH3HEH.
ITopranpHas runepTeH3usl ONpeAeNseTcss Kak MOBBILIEHHOE AaBJI€HUE B BOPOTHOH BEHE, O UeM
CBUJETENbCTBYET yBEJIUYEHHE IPaJUueHTa JAaBJICHHs MEKAY BOPOTHON BEHOW U MEYEHOUYHOU
BEHOI Oojiee ueM Ha 5 MM pPT. CT. (3TO CTAHOBUTCS KJIMHUYECKH 3HAYMMBIM NpPU TPATHEHTE
nasienus >10 mm pr. cr.). BopoTHas BeHa NEPEHOCUT KPOBb M3 CHCTEMBI KENyIOYHO-
KMIIEYHOTO TpakTa B TIedeHb. XOTd Takasd CHUTyallMs 4Yalle BO3HUKAaeT B Clydae
NPOrpeccupyromero 3a00JeBaHusl TMEYEHH, BBI3bIBAIOIIETO MOPTAJIbHYIO THUIEPTEH3UIO, TMPH
HaJIUYUU TOPTAJbHONW TUIMEPTEH3UH MOPTOJIErOYHAsl THIEPTEH3Us MOXKET MPOSIBIATHCS U B
OTCYTCTBHE 3a00JIeBaAHUSI TIEYESHH.

JIAT', accomMMpOBaHHYK C MOPTAJbHOH TrHmepTeH3ued, oOb/MHO HasbBaroT PoPH.
JanHyto ¢opMy He Cleayer nyTaTb C TelNaToNyJIbMOHAJIBHBIM CHHIAPOMOM, KOTOPBIH
XapaKTEPU3yEeTCsl aHOMAJIBHOM JIETOYHOM BazoAWiIaTalue U runokceMueil. Bmecre ¢ Tem Moryt
HaOmoaTecst obue cuMnToMbl U1t 00onx coctosiHui. Kak mpeamonaraer naHHBIA TEPMUH,
PoPH B COOTBETCTBMM C NPUBEACHHBIM BBILIE OMNPEACICHUEM ACCOLUUPYETCS C HAIUYUEM
NOPTABbHON THUNEPTEH3HH, HO He 00s3aTeNbHO C HanmudyueM 3aboneBanus neueHH. OmHAKO,
MOCKOJIbKY LHPPO3 TEYEHH SBISIETCS 1O BCEH BUAMMOCTH HamOoJsiee pacrpOCTPaHEHHOM
NPUYMHONM MopTanpHOM runepreHsud, PoPH wame Bcero BecTpewaeTcs y MNALUEHTOB,
CTPAJAOIIUX LIUPPO3OM.

Jns  OLeHKH TsDKECTH 3a00JeBaHMs, TeMOAMHAMHUYECKOTO NpopmiIs H  APYTHX
noteHuuanbHbix npuunH PH, Bkmouass 3a0oneBanue serkux, LHD wnmm XpoHUYeCKyro

tpomOosmOonnyeckyto 6osesHs (ESC/ERS Guidelines, European Heart Journal (2016), 37, 67-
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119), HeoOXomMMO MOJIHOE IUATHOCTHYECKOE OOC/IeOBaHWE, B TOM YHUCIE MPaBOCTOPOHHSIS
karerepusanus cepana (RHC).

B nHacrosmeM n300peTeHHnH moveuHas HEeJOCTAaTOUYHOCTb XapaKTEPU3YeTCs CKOPOCTHIO
riomepysisipHoit  punptpanuu  (GFR) menee 90 wmu/mun/1,73 M>. GFR BBMHCIAIOT U3
NOJIy4€HHOW CTaHIAPTU30BAHHOM KOHLIEHTpAaLUH KpeaTMHMHA B kpoBu mnanuenra (SCr) u c
ucnonp3oBanueM ypasHeHnss MDRD, KOTOpoe BBIMVISIAUT CIEAYIOINUM 00pa3oM:

GFR=175 x SCr " x BO3pacT 0208 ¢ (0,742 pnsa xenmumH) x (1,21 noa
appoaMepHUKaHIIEB).

GFR, nosiyueHHyI0 U3 MPUBEISHHOTO BBILIEC YPABHEHMSI, BLIPAKAIOT B MJI/MUH Ha 1,73 Ve
IJIOLAY MOBEPXHOCTH Teja. Ecnu nminomans NoBepXHOCTU Tesa NMalueHTa oTindaercs ot 1,73
M”, 3HAUEHHE, noaydenHoe 1t GFR no npusenennomy Beie ypasHernnto MDRD, Heobxomumo
KOPPEKTHPOBATh COOTBETCTBYIOIIMM 00pa3oM.

[Tepukapana bHBIA BBINOT MPEICTABISAET COOOH HAKOIUIEHHE JKUIKOCTH BOKPYT CEpILa.
Kak mpaBumio, B KauecTBE CMAa3bIBAIOLIErO BEINECTBA [JIs1 NPENOTBPALIEHUs] TPEHUS MEeXAy
cepauem u nepukapaoM (GuOpUHO3HBIN CJION, OKPYIKAIOLINH 1 3aIIUINAIOIINN CepLe) JOJDKEeH
pacrosaraTeCsi O4Y€Hb TOHKHI, Kak IpaBWJIO, HEBUIUMBIH HEBOOPYXEHHBIM IJIa30M CJIOH
xunkocTd. B ycnoBusix mporpeccupyromeii PH (a Taxke npu MHOTHX ApPYrux 3a00JeBaHUSIX)
TakKasl JKUAKOCTb 00pa3yeTcsl U HAKAIUIMBAETCS BOKPYT CEPILA, M TAKOE COCTOSHHE Ha3bIBAIOT
nepuKapIuaNbHEIM BbIMOTOM. Hanmune Takoro BbIIOTa BeneT K HEOJIaronpUATHOMY MPOTHO3Y,
MOCKOJIBKY ~ YKas3piBaeT Ha mnporpeccupyromyro PH u  npaBOCTOPOHHIOW — CEPAECUHYIO
IUC(YHKIIIO/HENOCTATOYHOCTb.

DLCO ompepenstor 1o pe3yabTraTaM HCCAeAOBaHUsS (YHKIUH JIeTKUX. Takue
HCCIIEIOBaHMS TIPOBOAST B COOTBETCTBUM C onucaHueM B padore Graham et al., 2017 ERS/ATS
standards for single-breath carbon monoxide uptake in the lung, Eur. Respir. J. (2017), 49,
1600016.

RHC mnpencrasnsier co0Ooif WHBa3MBHYIO, KaK IPaBHIJIO, aMOYJIAaTOPHYIO MpOLEnypy,
KOTOpasi BKJIIOYAaeT BBEJEHHE KaTeTepa uepe3 LEeHTPAIbHYI0 BEHY C IOCIEeIYIOIIUM
IIPOBENEHHEM €ro 4yepe3 NMPaBOCTOPOHHUE KaMephbl CepAlla IO BXOJa B JIETOUHYI0 apTepuo. Bo
BpeMsl 3TOH NIpOLEAypbl MPOBOAST pa3UYHble U3MEPEHMs], BKJIIOUYasl MapameTphbl JaBIEHUS U
NIOTOKA KPOBH, KOTOPBIE HA3bIBAIOTCS CEPACUHBIM BHIOPOCOM.

(c) /Jlpyroii acmekT HACTOSIIEro W300peTEeHUsT OTHOCUTCS K MAIMTEHTaHy IS
npuMeHeHus: B JieueHun w/wn npodunakruke JIAT B coorBerctBum ¢ acniektom (a) wim (b),
MpUYeM J03UPOBKA MaLUTEHTaHa cocTasysieT oT 60 no 90 mr B neHb. Jl03a NpeAnOYTUTENBHO
cocraByisieT oT 65 10 85 Mr B eHb, OoJiee MPeanoUTUTENBHO N03a cocTaisieT oT 70 mo 80 mr B
IeHb, U HauOoJyiee MPEATNOYTUTENFHO 1032 COCTaBisieT 75 Mr B neHb. Cieayer MOHUMATh, YTO
KQXIbIi U3 TPUBEACHHBIX BBIIIE HIDKHUX IPEAETIOB MOXXHO KOMOMHHPOBATH C KAXKABIM H3
BEPXHHUX MPEAENIOB, T. €. 103a TAKXKe MOXKET COCTaByATh OT 60 1o 85 mr, ot 60 no 80 mMr unu ot
60 no 75 mr B nenb. Kpome toro, npencrasnaeHbl A03bl OT 65 1o 90 mr unum ot 65 1o 75 mr B
JeHb. JlONOJHUTENbHBIE PEANOYTUTEIbHBIE JUAINIa30HbI COCTABJIIKOT OT 72 10 78 Mr B neHb. B

COOTBETCTBHU C DoJiee MNPpEANnOYTUTCIIbBHBIM aCIICKTOM TaKHUE NO3bl BBOAAT OAUH Pa3 B ICHbD.
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B npennodtutensHOM acneKkTe TaKue AO3bl OTHOCATCA K MALIUTEHTAHy Il IPUMEHEHUs
B JICYEHUU W/WIN TpOPHUIAKTUKE JEerKod uian ymepeHHoil ¢gopmsel JIAI, mpenmouturensHO
ymepeHHo# popmsl JIAT .

(d) JonomHUTENBHBIN aCMEKT HACTOSINEr0 M300peTeHHsI OTHOCUTCS K MAL[UTEHTaHy JJIs
npuMeHeHus: B JedeHuu u/unu npodunaktuke JIAIT B coorBercTBum ¢ acnektoMm (a) mwiu (b),
IpU4YeM AO03MPOBKAa MaLUTEHTaHa cocTasisieT oT 25 1o 50 mr B AeHb. Jlo3a NpeAanoYTUTENBHO
cocrasysieT oT 30 1o 45 Mr B ieHb, Oosee npeanoYTuTenbHo oT 35 10 40 Mr B IeHb U Hanbosee
npeanoyTuTebHo 37,5 Mr B geHb. Cienyer MOHUMATh, YTO KaXKAbld W3 MPUBEIEHHBIX BBIIIE
HIDKHUX TPEIeSIOB MOJKHO KOMOMHUPOBATh C K&KIbIM U3 BEPXHHUX NPENEJIOB, T. €. 1032 TAKXKe
MOET COCTaBJATH OT 25 no 45 mr B nenp unu ot 25 no 40 mr B aeHb. Kpome Toro,
npeacrasyieHbl 10361 OT 30 no 50 mr wim or 30 go 40 mMr B neHb. [lomonaHUTENbHBbIE
MPEINOYTUTENbHbIE TUANA30HbI COCTABISIIOT OT 36 10 39 Mr B nenb. B coorBercTBUU ¢ Oonee
MPEANOYTUTENBHBIM ACIIEKTOM TaKUE A03bI BBOAAT OAUH Pa3 B ACHb.

B npennodtutensHOM acneKkTe Takue A03bl OTHOCATCA K MALIUTEHTAHY Ul IPUMEHEHUs
B JICYCHMU W/WINM TpOPHIAKTUKE JerKoW uiam ymepeHHoil ¢opmsel JIAIL, mpenmouturensHO
yMmepeHHO# popmsl JIAT .

(e) JlomonHUTENBHBIN aCTIeKT HACTOSIIETO U300PETEHNST OTHOCUTCS K MALUTEHTAaHY IS
npuMeHeHus: B JieueHun w/win npodumnakrake JIAI B coorBerctBum ¢ acniektom (a) win (b),
IIpU4eM AO3UPOBKA MauMTeHTaHa cocrasiysaeT oT 110 no 200 mr B gens. Jlo3a NpeAnOUTUTENBHO
cocrasysieT oT 125 mo 175 mr B nmenb, Oonee npeamnoururenbHo ot 140 no 160 Mr B aeHb u
HanOonee npeanouturenbHo 150 mr B geHb. Cienyer NOHUMATh, YTO KAXKIBIH U3 MPUBENEHHBIX
BBILIIE HIKHHUX MPENEIOB MOKHO KOMOMHUPOBATh C KAKABIM M3 BEPXHUX INPENEJIOB, T. €. 1032
TaK>ke MOKeT cocTaBysiTh OT 110 go 175 mr B nensb, ot 110 o 160 mr B nenp unu ot 110 no 150
Mr B AeHb. Kpome Toro, mpeacrasiensl 103bl 0T 125 no 160 mr unu ot 140 go 175 Mr B neHb.
JlonoHUTENBbHBIE MPEANOYTUTENIbHBIE AUANA30Hbl COCTABJAIOT OT 145 no 155 mr B ness. B
COOTBETCTBHUH ¢ O0Jiee MPEANOUTHTEIbHBIM aCTIEKTOM TaKHe JJO3bl BBOIST OJIUH Pa3 B JCHb.

B npennoututenbHOM acnekTe Takue AO3bl OTHOCATCS K MALIUTEHTAHY AJIl NPUMEHEHUs
B JICYCHMU W/WIM TPOPUIAKTUKE JIeTKOW uian ymepeHHOH ¢opmbel JIAL, mpenmouTureapHO
ymepeHHo# popmsl JIAT .

(f) JlomonHUTENBHBINA aCEeKT HACTOSINEro M300pEeTEeHHs] OTHOCUTCS K MAIIUTEHTAHY IS
npuMeHeHus: B JiedeHun w/wnu npodunaktrke JIAT B coorBerctBum ¢ acniektom (a) wim (b),
Ipu4eM JAO3MPOBKAa MaluTeHTaHa cocTaBiasier or 60 mo 90 mr nBa pasa B neHb. Jlosa
MIPEIMOYTUTENIBHO COCTaBIIsIeT OT 65 1m0 85 Mr nBa pasa B AeHb, OoJiee MPennouTUTENbHO OT 70
no 80 mr nBa pasa B AeHb U Hauboyiee MPEennouYTHTEIbHO 75 Mr nBa pasa B aeHb. Cremyer
MOHUMATb, YTO KXKAbII M3 NMPUBEACHHBIX BBILIE HIDKHUX MPEIETIOB MOXKHO KOMOMHHPOBATH C
KQKIBIM U3 BEPXHUX MPEAENOB, T. €. 7032 TAKXKE MOKET COCTaBJATh OT 60 1o 85 Mr aBa pasa B
nenb, or 60 no 80 mr ngBa pasa B aeHb Wi oT 60 mo 75 mr nBa pasa B neHb. Kpome Toro,
MpPEeACTaBJIeHbl 103bl OT 65 1o 90 Mr aBa pasa B A€Hb WM OT 65 A0 75 Mr aBa pas3a B I€Hb.
JlononHUTENbHbIE TPEANIOUYTUTENBHBIE AUANIA30HbI COCTABJISIFOT OT 72 110 78 Mr 11Ba pasa B I€Hb.

B NPpEeANOYTUTECIIbHOM ACTICKTE TAKUEC NO3bl OTHOCATCA K MALIUTCHTAHY IJIS MPUMCHCHUS
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B JICYEHUH W/WIM TpoUIaKTUKE JIETKOW uiam ymepeHHoil ¢opmsl JIAI, mpenmouturensHO
ymepeHHo# popmsl JIAT .

(g) lonOMHUTENBHBIN aCHEKT HACTOSINEro M300peTeHHsI OTHOCUTCS] K MALUTEHTaHy JJIsI
npuMeHeHus B JedeHnu u/unn npodunaktuke JIAIT B coorBercTBum ¢ acnektoMm (a) mwiu (b),
IIpUYEM JT03UPOBKA MALIMTEHTaHa COCTaBJsieT OT 25 10 50 Mr f1Ba pas3a B A€Hb, IPEANIOUYTUTENBHO
ot 30 mo 45 mr nBa paza B JeHb, Oojiee MPEennoYTHTEIbHO OT 35 mo 40 Mr 1Ba pasa B JeHb U
HanOoJiee MPennouTUTEIbHO 37,5 Mr aBa paza B neHb. Cleayer MOHMMATb, YTO KAKABIH W3
NPUBEACHHBIX BBIIIE HIDKHUX TPENeOB MOKHO KOMOWMHHPOBATh C KAKIABIM U3 BEPXHUX
MIPENEINIOB, T. €. 032 TAK)XK€ MOKET COCTABIATh OT 25 10 45 Mr ABa pa3a B AeHb Wi oT 25 1o 40
MT ABa pasa B AeHb. Kpome Toro, nmpeacrasiensl 10361 0T 30 1o 50 mr nBa pasa B AeHb Uiy oT 30
10 40 mr aBa pasa B 1eHb. JJONONHUTENbHBIE TPEANOYTUTENBHBIE TUANAa30HbI COCTABIISAIOT OT 36
10 39 mr aBa pasa B JA€Hb.

B npennoututensHOM acneKkTe Takue A03bl OTHOCATCA K MALIUTEHTAHY Ul IPUMEHEHUs
B JICYCHMH W/WIM TPOPUIAKTUKE JIETKOW mim ymepeHHOH ¢opmbl JIAL, mpenmouturensHO
yMmepeHHO# popmsl JIAT .

(h) JonmomHUTENBHBIN aCHEKT HACTOSINEr0 M300PETEHHsI OTHOCUTCS] K MALUTEHTAHY IS
npuMeHeHus: B JieueHun w/win npodmnakruke JIAT B coorBerctBum ¢ acriekrom (a) win (b),
MpUYEM JO3UPOBKA MALMTEHTAHA MOBBIAETCA OT 10 Mr B I€Hb € MOCIEAYIOIHUM IPUEMOM OT
25 ngo 50 mMr B OeHb, MPENNOUYTUTENbHO 37,5 Mr B JeHb, HEOOS3aTebHO C TOCISIYIOIHM
npueMoMm oT 60 10 90 Mr B IeHb, NIPEATIOUTUTEIBHO 75 MT B IeHb. B TaHHOM Cily4ae BbIpaskeHHE
«C MOCJEAY UM NMPUEMOM OT 25 10 50 Mr B AeHB» O3HA4aeT MPEeANOYTUTENBHO 103y OT 30 1o
45 mr B neHb, Oonee mpeaArnouTUTeNnbHoO oT 35 10 40 Mr B eHb U HanOoJee MPEeNNOYTHTEIbHO
37,5 mr B neHb. CreayeT NOHUMATh, YTO KaXAbII U3 NPUBEIEHHBIX HIDKHUX MPEAENIOB MOXKHO
KOMOMHHUPOBATH € KQKIBIM M3 BEPXHUX MPEAEJIOB, T. €. 1032 TAKXKe MOKET COCTAaBJISATh OT 25 10
45 mr B genp unu ot 25 1o 40 mr B aeHb. Kpome Toro, mpeacrasiens! A03bl 0T 30 1o 50 mr unu
oT 30 1o 40 mr B neHb. JlOMONHUTENbHBIE TPEANIOYTUTEIbHbBIE TUANMa30Hbl COCTABJISIFOT OT 36 110
39 mr B nenb. Cienyer MOHMMATD, YTO 32 JIFOOBIM MOBBILIEHUEM J03bI 0 00Jiee BHICOKOH JO3bI
MOJKET TOCJIEIOBATh BO3BPAT K OOJiee HU3KOH 7103€ B Cilydae HEMepEeHOCUMOCTH OoJiee BBICOKOM
JO3BIL.

Bonee Toro, BeIpakeHHE «HEOOA3ATENBHO ¢ MOCIEAYOMUM npreMoM ot 60 1o 90 mr B
IeHb» O3HAYaeT MPEANOYTHTENBHO 103y OT 65 1o 85 Mr B meHb, OoJiee MPEATIOYTUTENBHO 1032
npencrasisier codboii ot 70 no 80 Mr B neHb, U HaUOOJIee MPEAMOUYTUTENBHO 1032 MPEICTABIISIET
coboii 75 mr B menp. Cremyer MOHMUMATh, YTO KaXKIbIi M3 MPUBEICHHBIX BBIIIE HIDKHUX
NPEAENIOB MOYKHO KOMOMHHPOBATh € KXABIM M3 BEPXHHX NPEIENIOB, T. €. 7032 TAK)KE MOXKET
coctaByiAT 0T 60 no 85 wmr, or 60 go 80 mr miam or 60 no 75 mr B neHb. Kpome Ttoro,
MpEeACTaBIeHbl 103bl OT 65 no 90 mr wim or 65 Ao 75 mr B neHb. [lonmonHUTENbHBbIE
IIPEANOYTUTENbHbIE AUANAa30Hbl COCTABIISIIOT OT 72 A0 78 Mr B AeHb. ClienyeT NOHUMATh, YTO 3a
M00bIM TIOBBILIEHHEM I03bI 10 OoJiee BBICOKOH 03Bl MOXKET MOCJIENOBaTh BO3BpaT K Ooee
HHU3KOM 7103€ B ClIy4ae HEMepEeHOCUMOCTH 0oJiee BHICOKOH 03BI.

B cootBeTcTBHH ¢ Oosee NpEATIOYTUTECIIbHBIM aCIICKTOM TAaKHUE€ NO3bI BBOAAT OAUWH pPas3 B
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JI€Hb.

B nacrosiee Bpems 103a MallUTEHTaHa [J1s IpuMeHeHus B eueHuu JIAI cocrasaser 10
Mr B AeHb. [lanuenTaMm, nosy4aroImuM TaKyr 403y, MOXKHO Cpa3y ke MOBBIIATh 103y 10 37,5 Mr
B JICHb, HEOOS3aTENIbHO C MOCIEAYIOLINUM PUEMOM 75 MTI" B JI€Hb.

JIOTIOTHUTEIbHBIA ACHEKT HACTOSIIEr0 H300peTeHUs: OTHOCUTCS K MALUTEHTaHy s
npuMeHeHus: B jedeHnu w/uian npodunaktuke JIAIT B coorBercTBum ¢ acnektom (a) wiu (b),
MpUYEeM JTO3UPOBKA MALUTEHTaHa MOBBILAETCA OT 10 Mr B eHb C MOCIEAYIOLUM [IPUEMOM OT
25 no 50 Mr B OeHb, MPENNOYTHUTENLHO 37,5 Mr B AeHb, HEOOS3aTENIbHO C MOCIEAYIOLIUM
npuemMoM oT 60 no 90 Mr B JA€Hb, MPENNOYTUTESHLHO 75 Mr B J€Hb, HEOOS3aTENbHO C
nocaeayrouum npuemom ot 110 go 200 mr B neHb, mpeanodTuTenbHo 150 Mr B A€Hb.

BripaskeHne «HeoOs13aTeNbHO ¢ mocienyromuM npuemMoMm ot 110 go 200 Mr B neHbY
NPEATIOYTUTENIBHO O3Ha4aeT 103y oT 125 mo 175 mr B neHp, Gonee mpeanourutesnbHo oT 140 o
160 mr B nenp u Haubosee mpennoututeapbHo 150 mr B neHb. ClieqyeT MOHUMATh, YTO KasKIIbIi
U3 TPHUBEIEHHBIX BBIIIE HIDKHUX MPENEIOB MOKHO KOMOWHUPOBATH C KAKIbIM U3 BEPXHUX
MpEeAEsoB, T. €. A03a Takxke MoxeT coctasisaTh OT 110 no 175 mr B aenb, ot 110 no 160 mr B
neHb w ot 110 no 150 mr B nens. Kpome toro, npeacrasiensl 103bl OT 125 1o 160 mr wnum or
140 no 175 mr B nenb. JlonoJHUTENBbHBIE TPEANOYTUTENIBHBIE THANA30HbI COCTABJISIOT OT 145 no
155 mr B nenp. B coorBercTBHM ¢ 0ojiee MPEANMOYTHTEIHPHBIM ACTIEKTOM TaKHE IO3bI BBOMSIT
OZIWH Pa3 B JICHb.

B npeanoututenbHOM acneKkTe TaKue A03bl OTHOCITCS K MALMTEHTaHy AJIsl IPUMEHEHUS
B JICUEHUU W/WUIN TPOPUIAKTHKE Jerkod win ymepeHHolt ¢opmbl JIAD, mpenmouTuTenbHO
ymepeHHo popmsl JIAT .

(1) JomoMHUTENbHBINA aCMEKT HACTOALIEro M300peTeHHs] OTHOCUTCS K MAI[UTEHTaHY JJIs
npuMeHeHus: B jedeHnu w/uian npodunaktuke JIAIT B coorBercTBum ¢ acrnektom (a) wiu (b),
MpUYeM JIO3UPOBKA MALUTEHTaHa MOBBILAETCA OT 10 Mr B eHb ¢ MOCIEAYIOLUM [IPUEMOM OT
60 o 90 mr B 1eHb, MPEANOUTUTENBHO 75 MI B IeHb WM 37,5 MT J1Ba pa3a B JICHb.

BripaskeHne «HeoOs13aTeIbHO ¢ MocienyomuM npuemMoM ot 60 mo 90 Mr B neHbY
O3Ha4yaeT MPeNImOYTHTENIbHO 103y OT 65 mo 85 Mr B neHb, Oosiee NPEANOYTUTENHHO 1032
npencrassier coboii ot 70 no 80 Mr B neHb, U HauboJiee MPEANOYTUTENBHO 1032 MPEICTaBISIET
coboii 75 mr B nenp. Creayer NMOHMUMATh, YTO KaXbli M3 MPUBEACHHBIX BBIIIE HIDKHUX
MpeeoB MOKHO KOMOMHHPOBATh C KaKIbIM M3 BEPXHUX MPEIENIOB, T. €. J03a TaK)Ke MOXKET
coctaByATe 0T 60 no 85 mr, or 60 go 80 mr wiu or 60 mo 75 mr B nenb. Kpome Toro,
MpeACTaBieHbl 103bl OT 65 no 90 mr wiam or 65 a0 75 mr B neHb. [lonmonaHUTENbHBbIE
MPEATIOYTUTEBHBIC TUAMAa30HbI COCTABISIIOT OT 72 0 78 mr B geHb. ClenyeT MoHUMaTh, YTO 32
JEOOBIM TMOBBIIIEHUEM H03bI 1O O0Jiee BBICOKOHW JO3bI MOJKET IMOCJIENOBAaTh BO3BpAT K Ooee
HHU3KOMH 7103€ B CJIy4ae HEMEePEHOCUMOCTH 0oJiee BHICOKOM 03BI.

B cooTrBercTBUU ¢ OoJiee MPENNOYTUTEBHBIM aCIIEKTOM TaKHe O3Bl BBOASIT OJUH pa3 B
JI€Hb.

JIOTIOTHUTEIBHBIA ACTIEKT HACTOSLIEr0 H300pETEeHUs] OTHOCHTCS K MAILUTEHTAaHy IS

npuMeHeHus B JedeHnu u/mnu npodunaktuke JIAIT B coorBercTBum ¢ acnektoMm (a) mwiu (b),
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MIpUYEeM JO3UPOBKA MALMTEHTaHAa MOBBILAETCA OT 10 Mr B I€Hb ¢ MOCIEAYKOLUM PUEMOM OT
60 nmo 90 Mr B naeHb, NPEANOYTHTENBHO 75 Mr B HAeHb wiu 37,5 Mr aBa pa3a B JAEHb,
HeoOs3aTeIbHO ¢ Tocenyoumm npuemom ot 110 no 200 mr B geHb, npeanoututesibHo 150 mr
B JICHb.

BripaskeHne «HeoOsi3aTenbHO ¢ mocneayoomuM npuemoM ot 110 go 200 mMr B aeHb»
IPEANOYTUTENIBHO O3Ha4aeT 103y oT 125 no 175 mr B aenb, Oonee npennodtutenasHo ot 140 no
160 mr B nenp u Hanbosee npeanodtutesibHo 150 mr B geHb. ClienyeT MOHUMATh, YTO KaKIbIH
U3 TPUBENEHHBIX BbIIIE HWKHUX MPEIEIOB MOKHO KOMOWHHPOBATH C KaXbIM U3 BEPXHUX
MpeaesoB, T. €. A03a Takxke MoxeT coctasisaTh OT 110 no 175 mr B aens, ot 110 no 160 mr B
neHb i ot 110 no 150 mr B nens. Kpome Toro, npeacrasnensl 10361 oT 125 1o 160 mr wnum or
140 no 175 wmr B nenb. JlonosHUTENBbHBIE TPEANOYTUTENIBHBIE THANa30Hbl COCTABJISIIOT OT 145 no
155 mr B nenp. B coorBercTBHM ¢ O0jiee MPEANMOYTUTETHHBIM ACTIEKTOM TaKWe IO3bI BBOMST
OZIVH pa3 B JICHb.

B nacrosiee Bpems 103a MallUTEHTaHa i mpuMeHeHus B geueHuu JIAI cocrasaser 10
MT B AeHb. [lanuenTaM, nony4arImmum TaKyr 103y, MOKHO Cpa3y ke MOBBILIIATh 103y A0 75 MT B
JIeHb Wik 10 150 Mr B eHb.

B npennodtuTensHOM acmeKkTe TaKUe A03bl OTHOCATCA K MALIUTEHTAHY Uil IPUMEHEHUs
B JICYCHMH W/WIN TPOPHUIAKTHKE JIETKOH mim ymepeHHoil ¢opmbel JIAIL, mpenmouturensHO
ymepeHHo# popmsl JIAT .

(J) lonomHUTENBHBIM aCEKT HACTOALIEr0 M300pETeHHsT OTHOCUTCS K MAI[UTEHTAHY IS
npuMeHeHus1 B JedeHnu n/umn npodunaktuke JIAIT B coorBerctBuu ¢ acrnekrom (h), mpuuem
NO3UPOBKA MALIUTEHTAHA MOBBIAETCS OT 10 Mr B 1€Hb, IPEANOUYTUTENBHO B T€YeHUE OT 15 10
45 ngHeit; ¢ MOCNENYOIUM IpUeMoM OT 25 10 50 Mr B IeHb, IPEANOYTUTENBHO 37,5 MI OUH pa3
B JI€Hb, MPEANOYTUTEILHO B Te4eHue OT 15 no 45 nHeli; HeoOs3aTeIbHO C TMOCIEAYIOLINM
npueMoM oT 60 10 90 Mr B eHb, MIPEANOUTUTENBHO 75 MI OAMH pa3 B AeHb UM 37,5 Mr nBa
paza B neHb. Crienyer MOHUMATh, YTO 3a JIOOBIM MOBBILIEHUEM N103bI 10 0OJee BBICOKOW IO3bI
MOJKET TOCJIEA0BATh BO3BPAT K OOJiee HU3KOH J103€ B Cilydae HEMepEeHOCUMOCTH OoJiee BBICOKOM
JO3BIL.

B nannom cnydae TepmuH «oT 15 10 45 aHel» o3HavaeT mpeanoututesbHo oT 20 no 40
nHei, 6onee mpeanouyruTesnbHO OT 21 no 35 nHelt m Hambosee npennoyruTenbHO OT 28 1o 30
IOHEH, T. €. MPUOIU3UTENBHO OMH MECSILI.

Bbonee Toro, BelpaxkeHHE «C MOCIEAYIOIIUM OprueMoM OT 25 a0 50 Mr B eHbY» O3HA4aeT
MPEaNOYTUTENBHO 103y OT 30 no 45 Mr B AeHb, OoJiee MPENrnoYTUTEIBHO OT 35 10 40 MT B IeHb
u Haubojee mnpeanoytutrenbHO 37,5 Mr B neHb. CleayeT MOHUMATh, YTO KaXKIbIH U3
NPUBEACHHBIX HIDKHHUX MPENETIOB MOKHO KOMOWHHPOBATD € KAKIBIM U3 BEPXHHX MPENENOB, T. €.
71032 TaKXKe MOXKET COCTaBJIATh OT 25 10 45 Mr B neHb uiu ot 25 1o 40 mr B nenb. Kpome Toro,
npeacrasieHel 103b1 0T 30 no 50 mr wim or 30 go 40 mMr B neHb. [onmonHUTENbHBIE
MPEANOYTUTENBHBIE AUANIA30HBI COCTABIISIIOT OT 36 10 39 MT B JIeHb.

bonee Toro, BelpakeHHe «C mocaeayrmum npuemom ot 60 1o 90 Mr B neHb» O3HA4YaeT

NPEATIOYTUTENBHO 103y OT 65 1o 85 Mr B neHb, Oosee MPEeanoOYTUTENBHO 1032 MPENCTABISAET
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coboti ot 70 1o 80 Mr B eHb, U HaHOOJIEE MPEATIOUTUTENBHO 1032 MPECTaBIsAeT cO00it 75 Mr B
neHb. Crnefyer MOHMMATh, YTO KaXKAbIH U3 NPUBEAEHHBIX BBILLIE HMKHUX IPENEIOB MOXKHO
KOMOMHHUPOBAThH C KaKABIM U3 BEPXHHUX IPEIENIOB, T. €. 1032 TAKXKe MOXKET COCTaBiIATh OT 60 110
85 mr, ot 60 1o 80 mr uim ot 60 1o 75 Mr B f1eHb. Kpome Toro, npeacrasiieHsl 10361 OT 65 10 90
MT WM OT 65 10 75 Mr B AeHb. JlONONHUTENbHBIE MPEANOYTUTENbHbIE JUANa30Hbl COCTABISAIOT
ot 72 no 78 Mr B 1eHb Wiu OT 36 10 39 Mr Ba pasa B 1€Hb.

B coorBercTBuM ¢ Oosee MpeArnOYTUTENBHBIM aCIIEKTOM TaKUe J03bl BBOAST OMH pa3 B
NIEHb.

JIOTIOJTHUTENIbHBIN ACMEKT HACTOSLIEr0 H300pETeHHs OTHOCHTCS K MAIUTEHTaHy st
npuMeHeHus1 B Jedennu n/uimn npodunaktike JIAIT B coorBercTBuu ¢ acnektom (h), mpuuem
NO3UPOBKA MALIUTEHTaHA MOBBIAETCA OT 10 Mr B ieHb, IPEANOYTUTENBHO B T€UEHUE OT 15 1o
45 nHel; ¢ moCAenyrIUM IprueMoM OT 25 10 50 Mr B A€Hb, NPEANOYTUTENBHO 37,5 Mr OuH pa3
B JIeHb, MPEONOYTUTENILHO B TeueHHe OT 15 mo 45 nHel; HeoOs3aTeNbHO C MOCIEAYIOLINM
npueMom ot 60 10 90 mMr B A€Hb, IPEANOYTUTENBHO 75 MI OAWH pa3 B A€Hb WM 37,5 Mr 1Ba
pas3a B JIeHb, IPEANOYTUTENILHO B TeYeHHe OT 15 10 45 nHel; HeoOsA3aTeNbHO ¢ MOCISIYOIIHM
npuemom oT 110 no 200 mr B neHb, npeanouTuTenpHo 150 Mr B AeHs.

BripaskeHne «HeoOsi3aTeNbHO ¢ mocienyromuM npuemMoMm ot 110 go 200 Mr B neHb»
NPEATIOUTUTENFHO O3Ha4aeT 103y oT 125 mo 175 mr B nensw, Gonee mpeanourutensHo oT 140 1o
160 mr B nenp u HauOosee mpenmnodrureapbHo 150 Mr B geHb. Crenyer MOHUMATh, YTO KaXIbIH
U3 TPUBENEHHBIX BBIIIE HIKHUX MPEIENIOB MOKHO KOMOMHHPOBATH C KaXIbIM U3 BEPXHUX
NpeaesoBs, T. €. A03a Takxke MoxeT coctasysaTh OT 110 no 175 mr B aens, ot 110 no 160 mr B
nenb wim ot 110 no 150 mr B nens. Kpome Toro, npeacrasiensl 103bl OT 125 1o 160 mr unu or
140 no 175 mr B neHb. JIONOMHUTENbHbBIE TPEANOYTUTENbHBIE JUATIA30HbBI COCTABJISIOT OT 145 1o
155 mr B nenb. B coorBercTBUM ¢ Oosiee MPEANOUTHTENbHBIM ACHEKTOM TAaKHE J03bl BBOASAT
OJIMH pa3 B JI€Hb.

B npennoututenbHOM acneKkTe TaKue A03bl OTHOCATCS K MALUTEHTAHY AJis IPUMEHEHUs
B JICYCHMU W/WIM TPOPUIAKTUKE JIeTKOW uian ymepeHHOH ¢opmbel JIAL, mpenmouTuTesbHO
ymepeHHo# popmbl JIAT .

(k) JomomHUTENbHBIN aCHEKT HACTOSIIEr0 M300PETEHHsI OTHOCUTCS] K MALIUTEHTAHY IS
npuUMeHeHus1 B JieueHun w/win npodpunakruke JIAIT B coorBercTBUU ¢ acrekToM (1), mpuuem
NO3UPOBKAa MALIUTEHTaHA MOBBIIAETCA OT 10 Mr B ieHb, IPEANOYTUTENBHO B T€UEHUE OT 15 1o
45 nHel; ¢ nocaenyrum npueMoM oT 60 10 90 Mr B A€Hb, NPEANOUYTUTEIBHO 75 MI OJIUH pa3 B
neHb unu 37,5 Mr aBa pasa B A€Hb.

B nannoMm ciydae TepmMuH «OT 15 no 45 aHel» o3HavyaeT npennoytutesbHO oT 20 1o 40
nHei, 6onee mpeanouyrutensHO OT 21 o 35 nHelt m Hamnbosee npennodyTuTensbHO OT 28 1o 30
IHEH, T. €. MPUOIU3UTENBHO OIMH MECHILI.

Bripaxxenune «c nociepayroomum npuemoM ot 60 no 90 Mr B nOeHB» O3Ha4daer
NPEATIOYTUTENBHO 103y OT 65 mo 85 Mr B neHb, Oosee MPEANOYTUTENBHO 1032 MPENCTABIISAET
cobotii ot 70 1o 80 Mr B neHb, U HaHOOJIEe MPEATIOUTUTENBHO 71032 MPECTaBIsAeT co00it 75 Mr B

JCHDb. CJ'IBI[yET MNOHUMAThb, 4YTO Ka)KI[beI U3 MNPUBCACHHBIX BBIIIC HUKHUX IPEACTIOB MOXHO
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KOMOMHHPOBATH C KAKABIM U3 BEPXHUX MPEACIIOB, T. €. 103a TaK:Ke MOKET COCTaBJIATh OT 60 110
85 mr, ot 60 no 80 mr mim ot 60 g0 75 Mr B neHb. Kpome Toro, npeacrasieHsl 10361 OT 65 10 90
MI WIH OT 65 10 75 Mr B AeHb. JIONOJHUTENBHBIE NPEANOUYTUTENIbHBIE THANa30Hbl COCTABIISAIOT
oT 72 no 78 mr B neHb wim oT 36 10 39 mr 11Ba pas3a B JI€Hb.

JIOTIOTHUTENBHBINA ACMEKT HACTOALIEr0 H300peTeHUs] OTHOCHTCS K MAILUTEHTaHy MJis
npuMeHeHus1 B JieueHuu u/win npodunaktike JIAIT B cooTBercTBUU C (1), IpUYEeM TO3HPOBKA
MAalUTEeHTaHa MOBbIaeTcs OT 10 Mr B IeHb, NPEANOYTUTENBHO B TeueHue oT 15 no 45 nHel; ¢
NocCNenyoIuM npueMoM oT 60 10 90 Mr B IeHb, NPEANIOUYTUTENBHO 75 MI OJIUH pa3 B I€Hb WIH
37,5 mMr nBa pasa B J€Hb, NPEATNIOYTUTEIBHO B TeueHUe OT 15 nmo 45 mHeil; HeoOs3aTeNbHO C
nociaeayromum npuemom ot 110 go 200 mr B aeHb, npeamoututresbHo 150 Mr B JeHb.
BripaskeHne «HeoOsi3aTebHO ¢ mocienyromuM npuemMoM ot 110 go 200 Mr B 1eHbY
NPEATIOYTUTENIBHO O3Ha4aeT 103y oT 125 mo 175 mr B neHp, OGonee mpeanodrutesbHo oT 140 o
160 mr B nenp u Haubosnee nmpenmnodrurepbHo 150 mr B neHb. ClieyeT MOHUMATD, YTO KaXKIbIH
U3 TPHUBEIEHHBIX BBIIIE HIDKHUX MPENEIOB MOKHO KOMOWHUPOBATH C KAKIbIM U3 BEPXHUX
MpPEAENoB, T. €. A03a Takxke MoxeT coctasisaTh OT 110 no 175 mr B aens, ot 110 no 160 mr B
neHb wm ot 110 no 150 mr B nens. Kpome Toro, npeacrasiens! 103bl OT 125 1o 160 mr wnm ot
140 no 175 mr B nenb. JlonoJHUTENBbHBIE TPEANOYTUTENIBHBIE THANA30HbI COCTABJISIOT OT 145 no
155 mr B neHb.

B cooTrBercTBUU ¢ OoJiee MPENNOYTUTENBHBIM aCIIEKTOM TaKHe O3Bl BBOASIT OJUH pa3 B
JIEHb.

B npeanoututenbHOM acnekTe TaKUe A03bl OTHOCITCS K MALMTEHTaHy AJIsl NPUMEHEHUS
B JICUEHUU W/WUIN TPOPUIAKTHKE Jerkod wim ymepeHHoit ¢opmbl JIAD, mpenmouTuTenbHO
ymepeHHo# popmsl JIAT .

(1) lonoaHHUTEbHBIM aCTIEKT HACTOSLIEr0 M300PETEHUsI OTHOCUTCS K MAL[UTEHTAHY ISl
NpUMEHEHHUs B JiedeHun u/umm npoduiakruke JIAI B COOTBETCTBUU C JIFOOBIM U3 aCMEKTOB (a)-
(d), mpuyem nO3UPOBKA MAIUTEHTAHA MOBBIMAETCS OT 25 10 S0 Mr B JI€Hb, NMPEAIOYTHUTENBHO
37,5 Mr B ieHb; MPEANOYTUTETBHO OT 15 10 45 nHeit, HeoOs3aTeIbHO C MOCIEIYOIINM IPUEMOM
or 60 1o 90 Mr B AeHb, NPEANOYTUTENBHO 75 MI B JI€Hb, IPU YCJIOBUH, YTO MNALUEHT yKe
MOJTy4YaeT JIeYeHHe aHTArOHUCTOM pelenTopa SHAOTEINHA, MPENNOYTUTEIbHO BBIOPAHHBIM W3
Oo3zenraHa u amOpucentrana. Cienyer mOHMMATh, YTO 3a JIFOOBIM MOBBIIIEHUEM J103bI 10 Ooee
BBICOKOH JTI03bI MOJKET IMOCIIEIOBATh BO3BPAT K OOJiee HU3KOH J103€ B Cllydae HEMEePEHOCHMOCTH
OoJiee BBICOKOH JTO3BI.

B nannom cnydae TepmuH «OT 15 no 45 aHel» o3HavaeT npennoytutesnbHo ot 20 1o 40
nHei, 6onee mpeanouyrutenbHo OT 21 mo 35 nHelt m Hamnbosee npennoyruTenbHO OT 28 1o 30
OHEH, T. €. MPUOTU3UTENIbHO OJIUH MECSIII.

bonee Toro, BelpaxkeHHE «C MNOCIEAYIOIIUM OprueMoM OT 25 a0 50 Mr B IeHbY» O3HA4aeT
MPEaNOYTUTENBHO 103y OT 30 1o 45 Mr B AeHb, OoJiee MPEArnoYTUTEIBHO OT 35 10 40 MT B IeHb
u Haubojee mnpeanouytutresbHo 37,5 Mr B nmeHb. CreayeT MOHUMATh, HYTO KaKABIA W3
MIPUBENEHHBIX HIDKHHUX TPEAESIOB MOXKHO KOMOMHUPOBATD C KAXIbIM M3 BEPXHUX MPENEJIOB, T. €.

71032 TaKXKe€ MOXKET COCTaBJIATh OT 25 10 45 Mr B neHp uiu ot 25 1o 40 mr B nenb. Kpome Toro,
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npeacrtasieHel 103bl 0T 30 no 50 mr wim or 30 po 40 mr B neHbp. JlomonHUTENbHBIE
MPEANOYTUTENBHBIE AUANIA30HbI COCTABIISIIOT OT 36 10 39 MI B JIeHb.

bonee Toro, BelpasxkeHne «C nocaeayromum npueMomM ot 60 1o 90 Mr B 1eHB» O3HAYAET
NPEATIOUYTUTENBHO 103y OT 65 1o 85 Mr B neHb, Oosee MPEeanOYTUTENBHO 1032 MPENCTaBISAET
coboit ot 70 1o 80 mr B neHb, 1 HaubOoJIEe MPEANOYTUTEIBHO 1032 MIPEACTaBIsAET cO00H 75 Mr B
neHb. Crenyer MOHMMATh, YTO KaXKAbI M3 NPUBEAECHHBIX BbIIIE HIKHHUX IPENEIOB MOXKHO
KOMOMHHUPOBATH € KQKIABIM M3 BEPXHHUX IPENENIOB, T. €. 1033 TAaKXKe MOXET COCTaBITh OT 60 1o
85 mr, ot 60 no 80 mr unu ot 60 g0 75 Mr B eHb. Kpome Toro, npencrasieHsl 10361 0T 65 10 90
MI WK OT 65 110 75 Mr B feHb. JlONOTHUTENbHBIE PEANOYTUTENbHBIE AUANA30HbI COCTABISAIOT
oT 72 no 78 mr B neHb i ot 36 10 39 mr n1Ba pasa B JI€Hb.

Cnenyer moHUMaTh, YTO HEOOSI3aTENBHO 03y MALMTEHTaHA MOXKHO JIOTIOJIHUTEIBHO
yBenuauth ¢ 110 1o 200 mr B nenb. Takum oOpa3om, 103a MOBBIIAETCS, Kak B acrnekre (1), (j)
i (k).

B cootBercTBUM ¢ OoNiee MPEANOYTUTENBHBIM aCIIEKTOM TaKHe J03bl BBOAAT OAMH pa3 B
JIEHb.

B npennodtuTensHOM acneKkTe TaAKUEe 03Bl OTHOCATCS K MALUTEHTAHY AJI NPUMEHEHUs
B JICYCHMH W/WIN TpOUIAKTUKE JIETKOW uiam ymepeHHoil ¢opmsel JIAIL, mpenmouturensHO
ymepeHHO# popmsl JIAT .

(m) JIomOTHUTENBHBINA aCTIEKT HACTOSINErO N300PETeHNsI OTHOCUTCS] K MALIUTEHTAHY IS
NPUMEHEHUs B JiedeHnn w/unu npopunaxktuxe JIAIT B COOTBETCTBUM € JIFOOBIM U3 aCIeKTOB ()-
(c), mpudeM HO3MPOBKA MAaIUTEHTaHa cocTaBysieT oT 60 o 90 Mr B IeHb, MPEArnoOYTUTENBHO 75
MI B JIeHb, NPHU YCJIOBHUH, YTO MALUEHT YK€ IOJydyaeT JICYEHHWE AHTarOHUCTOM peLenTopa
SH/IOTENIMHA, MPENIOYTUTEIBHO BEIOPAHHBIM U3 O03eHTaHa U aMOpHCeHTaHa.

Beipaskenue «ot 60 1o 90 Mr B eHb» O3HA4YaeT NPEANOYTUTENBHO J03Y OT 65 110 85 Mr B
AeHb, OoJiee MPeanoYTUTEIBHO 103a IpencTasisier coboit or 70 no 80 mr B neHb, u Haubosee
NPEANOYTUTENILHO 1032 MPENCTaBsieT coOolt 75 mr B neHb. CreayeT NOHUMATh, YTO KaXIbId U3
NPUBEICHHBIX BBIIIE HIDKHUX TPEAEIOB MOKHO KOMOWMHHPOBATh C KaKAbIM M3 BEPXHUX
MPEAETIOB, T. €. 103a TaKXKe MOKeET cOCTaByATh OT 60 10 85 mr, ot 60 no 80 mr unu ot 60 1o 75
Mr B neHb. Kpome Toro, mpencrasieHsl 103bl OT 65 g0 90 Mr uim ot 65 10 75 Mr B J€Hb.
JlonoHUTENbHBIE MPEANOYTUTENbHbBIE JUAMAa30Hbl COCTABJAIOT OT 72 10 78 Mr B AeHb Wi OT 36
10 39 mr aBa pasa B A€Hb.

Cnenyer moHMMAaTh, YTO HEOOS3aTENBHO 103y MAIMTEHTaHAa MOKHO IOIOJHHUTEIHHO
yBenuauth ¢ 110 1o 200 mr B nenb. Takum oOpaszom, no3a moBbImaeTcs, Kak B acrekre (1), (j)
i (k).

B cootBercTBuM ¢ OoNee MPEANOYTUTENBHBIM aCIIEKTOM TaKHe J03bI BBOAAT OAHMH Pa3 B
JIEHb.

B npennodtuTensHOM acneKkTe TaKue A03bl OTHOCATCA K MALIUTEHTAHy ISl IPUMEHEHUs
B JICYEHUU W/WINM TpOoHUIAKTUKE JEerKoW uian ymepeHHoil ¢gopmsl JIAI, mpenmoururensHO
ymepeHHo popmsl JIAT .

(n) JlonOMHUTENBHBIN aCHEKT HACTOSINEro M300peTeHHsI OTHOCUTCS] K MALUTEHTaHy IS
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NpUMEHEHUs B JiedeHnn n/unu npodunaxkruke JIAIT B cooTBETCTBHHU € JIFOOBIM U3 acrekToB (a)-
(m), mnpuueM ManWTEHTaH KOMOWHHpPYIOT ¢ wuHruburopom PDES, w/unm ananorom
NPOCTALMKIMHA, W/WIA AaroHUCTOM peLenTopa NPOCTALUKINHA, W/WIM PaCTBOPHMBIM
CTUMYJISITOPOM I'yaHUJIATLHUKJIA3bI.

WUHrubupoBaHue UUKIMYECKOro ryaHo3uHMOHOGochata (cGMP), pacuiemsiroero
depmenT pochonmdcrepasy Tuma S5, mpuBOAMT K Basommiatauuu 3a cuer nyteir NO/cGMP B
calTax, SKCIPECCUPYIOLINX JaHHbIH (pepMeHT. [T0CKONbKY JeroYHast COCyIUCTasi CETh CONEPIKHUT
3HAYUTENbHOE KOMu4ecTBO (pocdonmscrepasnl Tuna S, s PAH uccnenosanu noreHuaibHOE
KJIMHUYECKOe MPeuMyIecTBo HHruoutopos ¢ocdonuscrepassl tTuna 5 (PDESis). Kpome toro,
PDESis okasbiBaet antunponudeparusuoe Boszaeiicreue (ESC/ERS Guidelines; European Heart
Journal (2016), 37, 67-119).

IIpocTallukIuH MOPOAYLUPYETCS MPEUMYLIECTBEHHO JHAOTENUATIbHBIMU KJIETKAMH MU
OKa3bIBAET MOLIHOE COCYAOpACLIUpSIOLIee AEHCTBHE HAa BCKO CE€Th COCYN0B. [laHHOE coennHeHue
sBysieTcss HanOosnee 3(PQEeKTHBHBIM >HIOTEHHBIM HHTHOMTOPOM arperanuyd TPOMOOLUTOB, a
Tak)Ke, TMO-BUANMOMY, OOJNagaeT Kak LHUTONPOTEKTOPHOH, TaKk M aHTUIPOIU(EpaTUBHON
aKTUBHOCTBIO. Y mamueHToB ¢ PAH Obuto BBIABIEHO HapylIeHHE pPEryJsIMUH  MyTei
MeTa0oM3Ma MPOCTALUKIINHA, KOTOPOE OLEHUBAIH MO CHIKEHHIO SKCIPECCHH MPOCTALMKIIIH-
CHHTa3bl B JIETOYHBIX apTepUsiXx W MeTadoiuTaM MpoCTaUMKINHa B Moue. KimHudeckoe
NPUMEHEHNE TPOCTALUKINHA ¥ manueHToB ¢ JIADT pacmupsnoch 3a c4eT CHHTe3a CTa0MIIbHBIX
aHaJIOroB, 00JAAIOIINX PA3IUIHBIME (PAPMAKOKMHETUYECKUMHU CBOHCTBAMHU, HO C KAUeCTBEHHO
cxonubiMu papmakonnHamudeckumu s dexramu (ESC/ER Guidelines; European Heart Journal
(2016), 37, 67-119).

Jlo HacTosIEro BpPEeMEHHW HE OTMEYAJOCh HHUKAKOTO B3aUMOAEHCTBUS MEXKAY
JIEKApCTBEHHBIMH CPEACTBAMH JIJIsl MALUTEHTaHA U ero akTuBHOro metadonuta, ACT-132577.

Hanpumep, manurenran B no3e 10 Mr B AeHb He OKa3blBaJl HUKAKOIO BIUSHUS Ha
(dapmakokuHeTHKy | Mr poO3yBacTaTWHA, YTO YKa3bIBAeT HAa OTCYTCTBUE HHTHOUPOBAHHUS
nepeHocunkoB BCRP. BCRP mnpexacraBisier coGoii 3¢ QmOKCHBIA HACOC, HAXOMSLIHICS B
KHIICYHUKE, KAHAJIbIIEBOW MeMOpaHe MeYeHH M TOYKaX, U OH MOJBEPXKEH BO3IEHCTBHIO
BHYTPHUKJIETOYHBIX KOHLIEHTPALi JIEKapCTBEHHBIX CPEJCTB B MIEUEHHU U MOYKaX.

Mauutentad u ACT-132577 akrusuposanu PXR udenoseka co 3HaueHusmu ECsy ot 1,1
mo 1,2 MxM u ot 7,2 no 8,7 MkM cOOTBETCTBEHHO. B remarorurax yejaoBeka 00a COEIUHEHUS
BbI3BbIBAJIN 3aBUCUMOE OT KoHUeHTpanuy nosbimeHrne MPHK CYP3A4 u aktuHOCTH (pepmeHTa.

ITo pesynbTaTtaM IOMOMHUTENBHOTO UccaeaoBaHusa PK U B NpennosoKeHuu JUHEHHOCTH
N03bl TIPOTHO3UPYEMbI€ MHKOBblE KOHLEHTpauuun MauuteHtana u ACT-132577 B mnasme y
nanueHTos ¢ JIAI" npu no3e 75 Mr B ieHb MO pacueTaM COCTABISIOT MPHOIU3UTENBHO 5 MKM H
14 MxM coorBercTBeHHO. C y4e€TOM BBICOKOHW CTEIIEHH CBS3bIBAHMSA O€NKa OXKHUIAETCSs, YTO
cBOOOIHAsT KOHLEHTpanus B rasMme it MauuteHtaHa u ACT-132577 Oyner HaxomuThes B
nuanazone ot 0,02 MxM go 0,07 MkM cOOTBETCTBEHHO. MajlOBEPOATHO, YTO TAKHUE YPOBHHU
cBoOOnHOW KkoHUeHTpauuu MarureHtaHa u  ACT-132577 npuBomat Kk  Kakomy-1ubo

uHruouposanuio BCRP B neuenn nnu noukax nian nHAyHupyoT pepmeHT CYP3 A4 B neueHm.
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Taxkum o0Opaszom, 1032 MaIUTEHTaHA B acnekTe (n) MOXKET cocTaBisiTh oT 60 10 90 Mr B
neHb. Jlo3a mpeanouTUTENbHO COCTaBisieT OT 65 10 85 Mr B AeHb, Ooiee MPennoYTHTEIHHO 1032
coctasyisieT oT 70 no 80 Mr B neHb, U HanOosee MPEANOYTUTENBHO 1033 COCTABISIET 75 MI B
neHb. Crenyer MOHMMATh, YTO KaXKAbI W3 NPUBEAECHHBIX BbIIIE HIKHUX IPENETIOB MOXKHO
KOMOMHHUPOBATH € KQKIBIM M3 BEPXHHUX MPENENIOB, T. €. 1033 TAaKXKe MOXET COCTaBISITh OT 60 10
85 mr, ot 60 1o 80 mr uiu ot 60 1o 75 Mr B eHb. KpoMe Toro, npeacrasiens! 10361 OT 65 10 90
MI Miad OT 65 10 75 Mr B JeHb. JIONMOJHUTENBHBIM NPENNOYTUTENbHBIA HANA30H O3B
COOTBETCTBYET OT 72 10 78 MI B JI€Hb.

Kpome Toro, no3y MauuTeHTaHa MOKHO MOBBIIIATE OT 10 Mr B I€Hb, C MOCIEAYOLIUM
npueMoMm ot 25 10 50 Mr B IeHb, NPEANOYTUTENBHO 37,5 MI' B IeHb, C MOCIEAYIOIUM IPUEMOM
or 60 o 90 Mr B A€Hb, MPEANOYTUTENILHO 75 MI' B J€Hb, HEOOS3aTENBHO C MOCIEAYIOLINM
npuemom ot 100 no 200 Mr B 1eHb, npeanouTuTensHo 150 mr B neHs.

B mpeamodtuTenbHOM acmekTe Takue KOMOWHAIIMM OTHOCSATCS K MAIUTEHTaHY IS
NPUMEHEHUsT B JIeUeHWH WM TpoduIaKTUKe Jerkod wim ymepeHHou ¢Gopmbel JIAT,
NPEATIOUYTUTENBHO YMepeHHOH opmbl JIAT .

(0) J1omOTHUTENBHBIN aCHEKT HACTOSIIEro M300PETEHHsI OTHOCUTCS] K MALUTEHTAHY IS
NpUMeHeHUs1 B JedeHnd u/mnn npopunakruke JIAIT B COOTBETCTBUU € acmekToM (n), MpUYeM
unruoutop PDES BbeiOpan u3 cunnenaduna, tananaduia, BapaeHaduia u yaeHaduia, aHaIor
NPOCTALMKIIMHA BBIOPAH U3 3MONPOCTEHOA, TPEMPOCTUHIIIA, HIIONIPOCTa U OeparnpocTa;, aroHUCT
peLenTopa MpOCTALMKIINHA BEIOPAaH U3 CEJIEKCHUIara U pajuHernara; 1 paCTBOPUMBIH CTUMYJIATOP
I'yaHWJIATLHKJIa3bl BBIOPAH U3 PUOLIMTYaTa U BEPULIUTYaTa.

Ilpu 3TOM m03a UM cCXeMa IpHeMa MAlUTEHTaHa COOTBETCTBYET OAHOMY M3 aCIEKTOB
(a)-(1) u (n). B mpeamouTUTENHPHOM acreKkTe TaKue J103bl OTHOCATCS K MAIUTEHTaHy [Uis
NPUMEHEHHUS B JISUSHUU W/WIH PO UITAKTUKE JIETKOH MiIi yMepeHHOH dopmbl JIAT .

B mpennouruTenbHOM acrekTe Takue KOMOWHALIMM OTHOCSATCS K MAIMTEHTaHy Ui
NPUMEHEHUsT B JieueHWH Wi npoduIaKTHKE Jerkod wnn ymepeHHou ¢Gopmbl JIAT,
NPEANOYTUTENILHO YMepeHHOH (opmbr JIAT .

(p) JAONOMHUTENBHBIN ACHEKT HACTOSIIEr0 U300pEeTEHUs] OTHOCUTCS K MALIUTEHTAHY IS
npuMeHeHus: B JieueHun w/miu npodunaktuke JIATT B cooTBeTcTBHU ¢ acmekToM (n) wid (0),
NpUYeM MALUTEHTaH KOMOWHUPYETCs C Taaana(iioM W/WIN CENEKCUTIaroM WIIH PaJIHETIaroM.
MarTeHTaH NpeanoYTUTENIbHO KOMOUHHUPYIOT € TaganadpuioM i/ UiTH CEIeKCUITArOM.

ITpu 3TOM m03a MM CXeMa NpUeMa MAlUTEHTaHa COOTBETCTBYET OAHOMY M3 ACIEKTOB
(a)-(k) m (n). B mpenmoYTHTENHHOM AacleKTe TaKhe O3bl OTHOCSATCS K MALUTEHTaHy [UIs
NPUMEHEHUS B JICYCHUHN W/ UK PO UIIAKTHKE JIETKOH 1 yMepeHHOH Gopmbl JIAT .

B mpeamodtuTensHOM acmnekTe Takue KOMOWMHAIMM OTHOCSTCS K MAIMTEHTaHy IS
NPUMEHEHUsT B JICUEHWH WM TpodUIaKTUKe Jerkod wim ymepeHHou ¢dopmbel JIAT,
NPEANOYTUTENEHO YMepeHHOH opmbl JIAT .

(q) JAomomHUTENBHBIN aCHEKT HACTOSINEro M300peTEeHHsI OTHOCUTCS] K MALUTEHTaHy IS
npUMeHeHusl B JedeHnu u/uim npodunaktuke JIAIT B cooTBeTcTBUM € acrekToM (p), mpuyuem

Taganadui mpu UCTIOIB30BAHUH NPUMEHseTCst B 103€ OT 20 10 40 Mr B I€Hb, MPEANOYTUTEILHO
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40 Mr B AeHb, CEJEKCUIIAr MPU UCIONb30BAaHUU NpuMeHsieTcs B 1o3e ot 0,2 no 1,6 Mr aBa pasa B
JI€Hb, a pajlMHenar Npyu UCMOJIb30BAHUHU pUMeHsieTcs B 103€ oT 0,05 no 1,45 Mr B neHsb.

IIpu 3TOM m0O3a UM cXeMa IpHUeMa MAlUTEHTaHa COOTBETCTBYET OAHOMY M3 aCIEeKTOB
(a)-(k) m (n). B mpenmoyTUTENbHOM AacleKkTe Takue M03bl OTHOCSATCS K MALUTEHTaHy IS
NPUMEHEHHUS B JICYEHUHU U/UIH MPOPUIAKTHKE JIerkol miu ymepeHHol Gopmsr JIAT .

B mpennodtuTenbHOM acrekTe Takue KOMOWHALIMM OTHOCSATCS K MALMTEHTaHy Uit
NPUMEHEHHsT B JIEYCHUH W/ npoduiIakTuke Jerkod mwm ymepeHHOH ¢opmbr JIAT,
NPEATIOYTUTENIHO YMepeHHOH (popmbl JIAT .

(r) JlomoMTHUTENbHBIN aCeKT HACTOSINEro H300peTeHHsI OTHOCHUTCS K (hapMarieBTHYECKOH
KOMITO3ULIUH [T TPUMEHEeHHs B JiedeHnH u/mn npodunaktrke JIAL, KoTopasi BKIFOYAET B ceOst
MAIUTEHTaH U MO MEHbIIeH Mepe (papMaleBTHYECKH MPUEMJIEMBIH SKCIMIUEHT U CONEPIKHUT
MAaIUTeHTaH B Koim4decTBe oT Oonee 20 mr 10 300 Mr uau MeHee, Hanpumep ot Oosee 20 Mr 10
meHee 250 mr, npeanoututenbHo 37,5 mr, 75 mr unu 150 wmr, 6onee npeanoyTuTeNsHo 37,5 Mr
i 75 mr, Haubosee MPeNnOYTHTEIBHO 75 MT.

Crnenyer moHMMAaTh, YTO MALUTEHTAaH MOXKET NMPHUMEHSTHCS B J103€ B COOTBETCTBHUU C
JEOOOM U3 CYTOYHBIX 7103 U3 aceKTOB (a)-(e).

B mpenmouturensHOM acmiekTe (apManeBTHUECKas KOMIIO3ULUS NpeAHa3HA4YeHa IS
NPUMEHEHUS B JICIEHUHU W/ UK POPUIIAKTHKE JIETKOH 1 ymMepeHHOH popmbl JIAT .

(s) JlonOTHHUTENBHBIN aCIIEKT HACTOSIIEr0 H300pETEeHUsI OTHOCUTCS K (hapMarieBTHIECKON
KOMITO3HUIIMH B COOTBETCTBUU C aCIEKTOM (T), KOTOpast BKJIIOUAET B ceOs

1) MaIUTEHTaH B cyMMapHOM kosuuectse oT 10 1o 50% mo macce B pacueTe Ha OOIIYIO
Maccy dpapMareBTHIECKONH KOMITO3HLINH,

1) HamoJHWUTENb, COAEPKAIIMA MOHOTHIPAT JIAKTO3bl C MHUKPOKPUCTAJIMUECKON
LIEJUTIOJIO30H, B CyMMapHOM KojmuectBe oT 10 1o 85% mo macce B pacdere Ha OOLIyIO Maccy
(apMaLeBTUYECKON KOMITO3ULIUH,

1i1) pa3pbIXJIUTENb, COAEPIKALIUI HATPUEBYIO COJIb KapOOKCHMETHIIKpaxXMalia MIId CMECh
HATPUEBOW CONMM KapOOKCHMETWJIKpaxMajia ¢ IOJUBUHIIMHPPOIUAOHA, B CYMMapHOM
kommuectBe or | mo 10% mo macce B pacuere Ha oOmyr0 wmaccy (apManeBTHUECKOH
KOMITO3ULIIH,

1V) TOBEPXHOCTHO-aKTUBHOE BEIIECTBO, Coepraiiee monucopdar, B CyMMapHOM
kommaectBe ot 0,1 mo 1% mo macce B pacuere Ha OOmyr Maccy (hapMaleBTHUECKOM
KOMITO3ULINH, U

V) CMa3bIBAIOIIEE BEIIECTBO, COAEPIKAIIee CTeapaT MArHUs, B CYMMapHOM KOJIMYECTBE OT
0,05 no 5% mo Macce B pacueTe Ha O0IIyr0 Maccy (hapMareBTHUECKONH KOMITO3HUIIHH.

(t) JlonoTHUTENBHBIA aCIEKT HACTOSIIETr0 U300PETEHNsT OTHOCUTCS K (papMarieBTUIECKON
KOMITO3HUIIMH B COOTBETCTBUU C acmekToM (r) uiu (), Kotopasi obecrieueHa B opme KarCyJibl
win TabneTku (B 4aCTHOCTH, B (opMe TaONeTKH, a MMEHHO TalJeTKH, conepskaieid 75 wmr
MAI[UTEHTAHA).

(u) J[pyroii acmeKT HACTOSIIEro MW300pEeTeHHs] OTHOCUTCS K MAIMTEHTaHy IS

NPUMEHEHHUs B JiedeHnn u/unu npopumnaxktuxe JIAIT B cOOTBETCTBUH € JIFOOBIM U3 aCNeKTOB (a)-
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(qQ), mnpuueM mOA JeUEHHEM W/WUIM TNPOQPHIAKTUKOW IOHMMAETCsl CHIDKEHHE pHCKa
3aboneBaemoctn w/mnu cMmeptHocty it PAH. Takum oOpasom, MaHHBIA acHeKT HACTOSINEro
n300peTeHNs] OTHOCHTCA K MAUWUTEHTAaHy Ui TPUMEHEHHS TP CHIDKEHHUH pHCKa
3a0oneBaeMocT wW/mimu cMmeptHoctd ansi PAH, mnpuueM MauuTeHTaH NPUMEHSIOT B
COOTBETCTBUH C JIFOOBIM U3 acmeKToB (a)-(q).

CHikenue pucka 3aboneBaeMocTy u/mmi cMeptHocTH it PAH MoxeT oneHuBaThes 1o
CHIDKEHUIO KOMITO3HTHOTO pHUCKa 3a00JIeBa€MOCTH/CMEPTHOCTH, HAlpHMep, MO BPEMEHH [0
NePBOTO KJIMHUYECKOTO YXYILICHUS B TeUeHHe OO 7 IHEH Mocjie OKOHYAHUsS Kypca JICUeHHs
(EOT), onpenmensieMoro kak BpeMsi OT HA4ajJbHOIO MOMEHTA IO PETrUCTPAlli TEepPBOrO U3
CJIEAYIOLIHX SIBJIEHUI (OCHOBHON KOHEYHBIH MMOKA3aTelIb):

CMepTh (CMEPTHOCTH IO JIFOOOH NMpUUnHE);

TOCTIMTAJIN3ALINS, CBSI3aHHAS C JITOYHOH TUIIEPTEH3UeH (B TOM YHCIe U3-3a YCYTyOIeHus
PAH, npencepaHoli cenToCcTOMHUHU, TPAHCIIAHTALIMH JIETKUX C TPAHCIUIAHTALMEH cepaua i 0e3
Hee WINM Havajla MapeHTEePabHOrO BBEACHHUATIPOCTALIUKINHOB),

yCcyryOieHue JIAT c HEOOXOIMMOCTBIO WHULIMALAH
MapeHTEePATbHONNPOCTAHOUTHOUTEPATINH,

nporpeccupoBaHue 3a00JIeBaHMsI, CBSI3AHHOTO C JIETOYHOHN TMIIepPTEH3UeH, onpenensieMoe
KakK:

1 anueHToB pyHKIMoHANbHBIX KiaccoB II u I mo OTHOIIEHHIO K NICXOTHOMY YPOBHIO
(OMKHBI BBIOTHATHCS 00a KPUTEPHS):

YMEHBLIEHHE PACCTOSHUS NPHU INECTUMUHYTHOH XoapOe (6MWD) Oonee uem Ha 15%
OTHOCHUTEJIBHO UCXOIHOIO YPOBHS, MMOATBEPKICHHOE ABYMs TectaMu MWD, npoBeneHHbIMU B
pas3Hble THHU, OTCTOSLINE APYT OT Apyra B Ipeaenax 2 Helelb,

Hayajno jomonHuTenpHOH Teparmu  JIAIT wmim  3akmodeHune 00  yXyALIEHUH
¢yHk1MOHaTBHOTO Kiacca BO3;

ISl TIALMEeHTOB (PYHKLUMOHAIBHOTO Kiacca IV Mo OTHOLICHHIO K HCXOJHOMY YPOBHIO
(TOJKHBI BBITIOTHATHCS. 002 KPUTEPUSI):

yMeHblIeHne pacctosinust nmpu 6MWD Gonee yem Ha 15% OTHOCHTEIBHO HCXOIHOTO
YPOBHSI, MOATBEPKACHHOE ABYMs TecTaMd 6MWD, mpoBeneHHbIMU B pa3HbIE JHHU, OTCTOSIINE
Apyr OT Apyra B Ipenesnax 2 Heaenb,

Hayajo AONOoNHUTeNbHON Tepanuu JIATL.

B anpTepHaTHBHOM BapHaHTE OCYLIECTBICHHS CHH)KEHHE PUCKA 3a00JIeBaeMOCTH W/ MIIH
cmepTHOCTH 1151 JIAIT MOJKHO OLIEHHMBATh HE3aBHCUMBIM 00Pa3oM.

Beleyka3aHHasi OIEHKa MOXKET ObIThb NMPOBOAUTHCS, HAMPHMEpP, B COOTBETCTBUU CO
CeNYIOIUM TpadUKOM:

1) BBOOHBIN nepuoa (Hanpumep, 4 Hexenu) ¢ T03UPOBKOM ManTeHTana 10 Mr B 1eHb,

11) mepuox TutTpanyu (HarpuMep, 4 HeeIH) ¢ JO3UPOBKOW MallUTEeHTaHa 37,5 MI B JIeHb;

111) meproAa MoaAePKUBAOLIEH O3Bl C JO3UPOBKON MAaLIMTEHTaHa 75 MT B I€Hb.

Bprlmeyka3aHHYIO OLIEHKY MOKHO MTPOBOJUTH, HAIPUMED, C MTOMOIIBIO ABOWHOTO CJIETIOTO

TE€CTa, B KOTOPOM KOHTpPOJIbHAs IpymIia nojy4aeT A03y ManuTeHtaHa 10 mMr B neHb B MEpUOX
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TUTPALUU U NOAAEPKUBAKOLIEH AO3BL.

Jlns cHkeHus1 pucka 3aboneBaeMocT u/niam cmepTHocTH it JIAIT mo3a mManureHTaHa
MOkeT cocTaBJsATh OT 60 10 90 Mr B neHb. J[03a NPeAnoOYTUTENILHO COCTABIISIET OT 65 10 85 Mr B
IeHb, Oojiee MpeanouYTHTENbHO a03a coctaBisger or 70 mo 80 mr B geHb, U Haubonee
NPEANOYTUTENBHO 032 cOCTaBisseT 75 Mr B fAeHb. (CreayeT NOHMMATh, YTO KaKAbIH U3
NPUBEEHHBIX BBIIIE HIDKHUX MPENeIOB MOXHO KOMOMHUPOBATH C KAKABIM M3 BEPXHHUX
MIPENEINIOB, T. €. 1032 TAKXKE MOXKET COCTaByATh OT 60 1o 85 mr, ot 60 g0 80 mr unu ot 60 1o 75
Mr B neHb. Kpome Toro, mpenacrasieHbl 103bl OT 65 g0 90 Mr unu ot 65 no 75 Mr B J€Hb.
JIonOTHUTENbHBIN MPEANOYTHTENbHbIN AUAINAa30H A03bl COOTBETCTBYET OT 72 10 78 MI B I€Hb.

Kpome Toro, no3y MauuTeHTaHa MOKHO MOBbIIATh OT 10 Mr B JIeHb, C MOCIEAYIOIIUM
npueMoMm ot 25 10 50 Mr B IeHb, NPEANOYTUTENBHO 37,5 MI' B 1€HD, € NMOCAEAYIOIHUM IPUEMOM
or 60 no 90 Mr B JeHb, MPENNOYTUTENLHO 75 Mr B JIeHb, HEOOS3aTENBHO C TOCIEIYHOIIHM
npuemom ot 100 1o 200 mr B 1eHb, NpeAnouTUTENLHO 150 Mr B A€HB.

Cnenyer moHMMaTb, YTO BCE MPUBEIEHHBIE AacCMeKThbl CIEeNyeT paccMaTpuBaThb Kak
packpbIBaeMble TaK)XK€ B OTHOIIEHUH (POPMbI MALIUTEHTaHA I MIPOU3BOJCTBA JIEKAPCTBEHHOTO
CpeAcCTBa /JIsl IPUMEHEHUS B COOTBETCTBUH C JIFOOBIM U3 acnekToB (a)-(q) u (u).

(@) OmuH acmekT HacTOsIIero UW300peTeHWs OTHOCUTCS K MAIUTeHTaHy IS
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJIsl MPUMEHEHHs B JICYEHUN W/WIA NPOQUIAKTHUKE
nerouyHod aptepuanpHoi runeprensnn (PAH) y wuwenoBeka, mpudeM p03a MauUTEHTaHA
coctasiisieT ot Oosnee 20 mr B neHb 10 300 Mr B feHb WM MeHee, HarpuMep oT Oosee 20 Mr B
neHb 10 MeHee 250 mr B geHb. Creayer MOHMMATh, YTO OINHCAHUE aclekTa (a) MPUMEHSETCs
aHAJIOTHYHBIM 00pa3oM.

(b’) [pyroii acmekt HacTosIIero MH300peTeHUss OTHOCUTCA K MAIUTEHTaHy IS
IPOU3BOACTBA JIEKAPCTBEHHOI'O CPENCTBA Ul MPHMEHEHUs! B JICYEHHH W/WIH NpOo(UIaKTHKE
JIerO4YHOH aprepuanpHOi runeprensuu (JIAIY) B coorBercTBUU C acrekToM (a°), mpudyem JIAT
NpeACTaBysieT COOOH Jierkyro mwin ymepeHHyo ¢opmy JIAL, mpeamodTUTENbHO YMEPEHHYIO
dopmy JIAT. Crneayer moHumaTh, 4To omnucaHue acrnekrta (b) MpUMEHSIeTCs] aHAJIOTMYHBIM
obpazom.

(¢c’) Jlpyroii acmekT HACTOSINEro H300peTeHUsT OTHOCHTCS K MAIUTeHTaHy JJist
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJIsl MPUMEHEHHs B JICYCHUU W/WIM NPOQUIAKTHUKE
JIAT B cootBercTBHH ¢ acniekToM (a’) wu (b’), mpu4yeM IT03UPOBKA MAIIUTEHTAHA COCTABJISIET OT
60 1o 90 Mr B IeHb, MPENMOYTUTETIHFHO OT 65 10 85 Mr B AeHb, Oonee npeanoyTuTensHO oT 70 10
80 Mr B neHb U HauOoJee MPEANOUTUTENBHO 75 Mr B eHb. Clenyer MOHUMATh, YTO ONHMCAHHE
acmekTa (C) MPUMEHSIETCS] aHAJIOTUIHBIM 00Pa30OM.

(d’) Jpyroii acmekT HacTOsIero W300peTeHHss OTHOCHTCS K MAIUTEHTaHy IS
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA AJsl MPUMEHEHHs B JICYEHUN W/WIM NPOQUIAKTHUKE
JIAT B cootBercTBHH € acniekToM (a’) wu (b’), mpu4eM JO3MPOBKA MALIUTEHTaHA COCTABIISIET OT
25 no 50 mr B neHb, npeanodtutesbHo oT 30 10 45 Mr B 1eHb, OoJiee mpeanoYTUTENBHO OT 35 1o
40 mr B neHb U HauOoJiee NpeanouTuTeNbHO 37,5 Mr B 1eHb. ClieyeT MOHUMAaTh, YTO OMKUCAHUE

acriekrta (d) mpuMeHseTcst aHaJIOTHYHBIM 00pa30M.
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(¢’) [pyroit acmekT HaCTOSIIEro H300pPETeHUs OTHOCHTCS K MAIUTEHTaHy Ui
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA AJsl MPUMEHEHHs B JICYEHUU W/WIM NPOQUIAKTHUKE
JIAT B cootBercTBHH € acniekToM (a’) mnu (b’), mpudyeM JO3UPOBKA MAIIUTEHTAHA COCTABJISET OT
110 mo 200 mr B geHb, MpeAnoYTUTEIBHO OT 125 no 175 Mr B geHb, OoJiee MpenrnouTUTENBHO OT
140 no 160 mr B nenp u Haubojee mpeanoyTuTenbHo 150 mMr B neHb. Crienyer mOHUMATh, YTO
OTHUCAaHKE acTeKTa (&) MPUMEHSIETCS] aHAJOTMYHBIM 00pa3oM.

() [pyroii acmekT HacCTOSIEro H300peTeHHss OTHOCUTCS K MALUTEHTaHy ISt
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJIsl MPUMEHEHHs B JICYEHUN W/WIM NMPOQUIAKTHUKE
JIAT B cootBeTcTBHH ¢ acniekToM (a’) wiu (b’), mpu4eM JO3MPOBKA MALIUTEHTaHA COCTABIISIET OT
60 no 90 Mr nBa pasa B J€Hb, MPEANOYTUTENLHO OT 65 no 85 Mr aBa pasa B neHb, Oolee
npeanodtuTesbHo oT 70 1o 80 Mr aBa pasa B A€Hb M HaubOoyee MPEANOYTUTENBHO 75 M IBa
paza B neHb. Crnenyer moHUMaTh, 4To omnucaHue acrnekra (f) mpuMeHsieTcss aHaJOrHYHBIM
obpazom.

(g’) Hpyrodi acmekT HACTOALIET0 W300PETEeHHsT OTHOCHTCS K MALUTEHTaHy JJist
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJsl MPUMEHEHHs B JICYCHUH W/WIM NMPOQUIAKTHUKE
JIAT B cootBercTBHH € acniekToM (a’) wu (b’), mpu4eM JO3MPOBKA MALIUTEHTaHA COCTABISIET OT
25 no 50 mr nBa pasa B AeHb, mpexanoututensHo oT 30 mo 45 wmr nBa pasa B eHb, Oonee
npeanouTUTeNsHO OT 35 1o 40 Mr aBa pas3a B A€Hb U Haubosiee MPEeNnoYTHTEIBHO 37,5 Mr 1Ba
pasza B nenp. Creayer NMOHMMATh, YTO OMNHMCAHUE AacrekTa (g) NMPHUMEHSETCS aHAJOTWYHBIM
oOpaszom.

(h’) [pyroii acmekT HACTOALIEr0 H300peTeHUss OTHOCUTCA K MALUTEHTaHy MJIs
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA AJsl MPUMEHEHHs B JICYEHUU W/WUIU NPOQUIAKTUKE
JIAT B cootBercTBUH ¢ acrekToM (a’) nim (b’), npuyeM H03UPOBKAa MALIUTEHTAHA MTOBBIIIAETCS
oT 10 Mr B IeHb ¢ NOCIEAYIOLIUM IPpUeMOoM OT 25 10 50 Mr B AeHb, NPEANOUYTUTEIBHO 37,5 MT B
IeHb, HEOOS3aTebHO ¢ MOCIEAYIM IpueMoM oT 60 10 90 Mr B eHb, MPEANOYTUTENBHO 75
Mr B eHb. ClieiyeT MoOHMMAaTh, YTO onucanue acnekra (h) mpuMeHsieTcs: aHaJIOTHYHBIM 00pa3oM.

(") Jpyrodl acmeKT HACTOSINEro HW300pPETeHUs] OTHOCUTCS K MAIUTEHTaHy st
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJIsl MPUMEHEHHs B JICYEHUU W/WIM MPOQUIAKTHUKE
JIAT B cootBercTBHH C acriekToM (a) win (b), mpuyeM JO3UPOBKA MALIUTEHTAHA MOBBIIAETCS OT
10 mr B geHsb, ¢ nociaeayomuM npuemom ot 60 1o 90 mMr B AeHb, NPEANOYTUTENBHO 75 MI B
neHb uian 37,5 mr aBa pasa B neHb. ClieyeT MOHNMATh, YTO OMUCAHKE acreKTa (1) MPUMEHSETCs
AHAJIOTHYHBIM 00pa3oM.

(7)) JHpyroifi acmekT HAcTOSIIEro H300pPETeHHs] OTHOCHTCS K MALUTEHTAHY IS
IPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJIsI MPUMEHEHHsI B JICUEHHH W/WIH NPOQHIAKTHKE
JIAT B cootBercTBuu ¢ acriekToM (h’), mpudyeM 103MPOBKa MALUTEHTaHa MOBbIaeTcss oT 10 mMr
B JICHb, IPEAIIOYTUTENILHO B TeUE€HHE OT 15 10 45 nHel; ¢ nocneayrmuM npueMom ot 25 1o 50
MI B [I€Hb, IPEANOYTUTENBHO 37,5 MI ONIMH pa3 B A€Hb, IPEANOYTUTENLHO B T€UeHHE OT 15 1o
45 nHeit; HeOOsA3aTENPHO C MOCIEAYIOUMM pueMoM oT 60 1o 90 Mr B neHb, MPEATIOUTUTEIBHO
75 Mr opuH pas B fieHb uiu 37,5 Mr 11Ba pas3a B AeHb. ClieyeT NOHUMATh, YTO ONUCAHUE ACTIEKTa

(J) mpuMeHsieTCsl aHaJIOTHYHBIM 00pa3oM.
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(k’) Jpyroii acmekT HACTOSIIEr0 H300peTeHHss OTHOCHUTCA K MALUTEHTaHy MJIs
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA AJsl MPUMEHEHHs B JICYEHUU W/WIM NPOQUIAKTHUKE
JIAT B cooTBeTCTBHH C acrekToM (1’), mpu4eM A03UpOBKA MALIUTEHTaHa MoBbimaercs oT 10 Mr B
JI€Hb, IPEANOYTUTENILHO B TeYeHHUE OT 15 10 45 anen; ¢ nocnenyromum npueMom ot 60 1o 90 mr
B JIeHb, NPEANOYTUTENbHO 75 Mr OAMH pa3 B AeHb wiu 37,5 mr asa pasa B neHb. Cruenyer
NOHMMAaTb, 4TO onucanue acrekra (k) mpuMeHseTcst aHaIOrHYHBIM 00Pa3oOM.

(I’) [pyroii acmekT HACTOALIEro H300PETeHHS OTHOCUTCS K MAIUTEHTaHy IS
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJIsl MPUMEHEHHs B JICYEHUN W/WIM NMPOQUIAKTHUKE
JIAT' B cootBercTBUM C JOOBIM M3 acrnekToB (a’)-(d’), mpuyeM IO3MPOBKA MAIUTEHTAHA
noBbIaercs ¢ oT 25 1o 50 Mr B A€Hb, NPEANOUTUTENBHO 37,5 MI' B I€Hb, IPEANOUTUTENBHO B
TedeHue oT 15 o 45 nHeit; HeoOsA3aTeNbHO ¢ MOCHEenyIUM MprueMoM oT 60 1o 90 Mr B JeHb,
NPEATIOUYTUTENIbHO 75 Mr B J€Hb, MpPH YCJIOBHUH, YTO TALMEHT YK€ IOJy4aeT JICUSHHE
AHTArOHUCTOM pEeIeNnTopa JHAOTENNHA, NPEATIOUYTUTENIbHO BbIOPAHHBIM U3 OO3€HTaHa W
amOpucenTana. Cienyer MOHUMATh, YTO omucaHue acnekTa (1) mpUMeHseTcsl aHaJIOTUYHBIM
obpazom.

(m’) Jlpyroii acmekT HACTOALIEr0 W300PETeHUs] OTHOCUTCS K MALUTEHTaHYy ISt
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA AJsl MPUMEHEHHs B JICYEHUH W/WIM NPOQUIAKTHUKE
JIAT' B cootBercTBUM € JIIOOBIM U3 acmekToB (a’)-(c’), mpuueM I03UPOBKA MAIUTEHTAaHA
cocrasisieT oT 60 10 90 Mr B 1eHb, IPEANOYTUTEIBHO 75 MI' B I€Hb; IIPU YCJIOBUH, YTO MMALIUEHT
YK€ TOJIy4aeT JISYeHHE aHTAarOHHCTOM PELeNTOPa SHAOTENINHA, IPEANOYTUTEbHO BEIOPaHHBIM
u3 OozeHTaHa u amOpucenraHa. CrienyeT MOHUMATh, YTO OMUCAHHUE acrekTa (M) MPUMEHSETCs
aHAJIOTHYHBIM 00pa3oM.

(n’) Jlpyrodi acmeKkT HACTOALIEr0 H300peTeHHUss OTHOCUTCS K MAIUTEHTaHy MJis
IPOU3BOACTBA JIEKAPCTBEHHOI'O CPENCTBA Ul NMPUMEHEHUS B JICYEHUH W/MIM NMPOPHIAKTHKE
JIAT" B COOTBETCTBHH C JIFOOBIM M3 acrekToB (a’)-(m’), mpuyeM MalUTEeHTaH KOMOMHUPYIOT C
unruoburopom PDES, w/unm aHamoroMm mnpocTalMKiIMHA, W/MIM aroOHUCTOM pPeLenTopa
NPOCTALUKIINHA, W/HWIH PaCTBOPUMBIM CTUMYJISITOPOM TyaHWJATUUKIa3bl. Clieayer MOHMMATh,
YTO OIMHCAHUE acrekTa (1) IPUMEHSIETCS] aHAJIOTHYHBIM 00pa3oM.

(0’) Jlpyroii acmekT HACTOsIIero W300peTeHHss OTHOCHTCS K MAIUTEHTaHy IS
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJIsl MPUMEHEHHs B JICYCHUU W/WIM NPOQUIAKTHUKE
JIAT B cootBerctBuu C acriektoM (n’), mpudem uHruourop PDES BeiOpan u3 cunpenaduia,
tapanaduia, BapaeHaduaa u yaeHadpuia; aHaJIOr MPOCTALMKINHA BbIOPAH M3 SMOMPOCTEHOA,
TPENPOCTHHMIIA, WJIONPOCTAa M OepampocTa; aroHHUCT peLenTopa MPOCTALMKINHA BbIOpaH U3
CelleKcuIara W pajifHenara;, W pacTBOPHMBIM CTHMYJIATOP TyaHWJIATLUKIA3bl BBIOpaH W3
puornuryata u Bepunuryara. Crenyer NmMOHMMAaTh, YTO ONHCAaHUE acrekTa (O) MPUMEHSeTCs
AHAJIOTHYHBIM 00pa3oM.

(p’) Hpyroii acmekT HACTOALIEr0 H300PETeHNUsT OTHOCHTCS K MAIUTEHTaHy JJIst
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA AJsl MPUMEHEHHs B JICYEHUU W/WIM NPOQUIAKTHUKE
JIAT' B coorBercTBUM C acrnekroM (n°) wim (0’), NMpUYeM MALMTEHTaH KOMOHHHMPYIOT C

TaI[aJ'Ia(bI/IJ'IOM U/WJIHA CEJIEKCUIIAIOM HJTH pajilnuHenaromMm, nNpe€anoITUTEJIbHO C TaI[aJ'Ia(l)I/IJ'IOM U/ WIH
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cenexcunaroM. CreayeT MOHMMAaTh, YTO OMUCAHUE acriekTa (p) MPUMEHSETCS] aHAJIOTUYHBIM
oOpaszom.

(@) Hpyroii acmeKkT HACTOALIEr0 H300peTeHNsT OTHOCUTCS K MAIUTEHTaHy JJis
NPOM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA AJsl MPUMEHEHMs B JICYEHUU W/WIU NPOQUIAKTUKE
JIAT" B cooTBeTCTBUU € acniekToM (p’), mpuyeM Taaajsaduil Mpu UCIOIb30BAHUN NTPUMEHSETCS B
no3e ot 20 1o 40 Mr B AeHb, NPEANOYTUTENBHO 40 MI' B I€Hb, CEJIEKCUIAr NIPU UCIOJIb30BAHNUN
npuMensiercss B go3e ot 0,2 mo 1,6 Mr asa pasa B [I€Hb, a paJMHENAr IPHU HCIOJIb30BAHUU
npumensiercs: B 1o3e ot 0,05 no 1,45 mr B nenb. CrieyeT MOHUMATh, YTO OMKCAHUE acrekTa (q)
NPUMEHSIETCS] aHAJIOTHYHBIM 00pa3oM.

(u’) Jlpyroii acmeKkT HACTOSIIEro HW300PETEHHs] OTHOCUTCS K MALUTEHTAHY IS
NPOHM3BOJICTBA JIEKAPCTBEHHOI'O CPENCTBA JJIsl MPUMEHEHHs B JICYCHUU W/WIM NMPOQUIAKTHUKE
JIAT' B cootBerctBHM ¢ MOObIM M3 acnektoB (a’)-(q’), mpuyeM MOXx JIEYSHHEM W/WIn
npOoHIAKTHKONW MOHMMAETCs CHIKEHHE pHcka 3aboeBaeMOCTH W/iu cMepTHocTH aisi PAH.
Takum 00Opa3om, HaHHBIA aCEKT HACTOSALIEr0 M300PETeHUs] OTHOCHTCS K MALUTEHTaHy IS
NPOM3BOJICTBA JIEKAPCTBEHHOTO CPEACTBA Uil CHIDKEHHE pucKa 3aboieBaeMOCTH  HW/HIN
cmepTHOCTH U1 PAH, npudeM mpueM MaluTeHTaHa OCYIIECTBIISIETCS B COOTBETCTBHH C JTIFOOBIM
u3 acnektoB (a’)-(q’). Cnemyer mnoOHWMATh, YTO ONHCAHUE acmekTa (U) MPUMEHSIETCS
AHAJIOTUYHBIM 00pa3oM.

Crnenyer moHMMAaTh, YTO KOMMEHTApHHU W MOAPOOHOCTH acnekToB (a)-(q) u (u) Taxxke
oTHoOcATCS K acriektam (2°)-(q”) u (u').

bonee Toro, cnenyer moHMMAaTh, YTO BCE MPUBEAECHHbIE acnekTol (a)-(q) u (u) crexyer
paccMaTpuBaTh Kak pacKpbIBa€Mble B OTHOLIEHUH (POPMBI CIIOCO0A JIEUEHMS.

(2’) OgMH acmeKT HACTOSIIEero W300pPETeHUsT OTHOCUTCS K CIOCOOy JieYeHus Wu/Wiu
npo(UITAKTUKY JIETOYHOH aprepuanpHoil runeprensuu (PAH) y yenoseka, npuuem yKka3aHHBINA
croco0 BKIIIOYAET BBEIEHHE HY KIAIOLIEMYCsl B 3TOM CyOBEKTY MaLIMTEHTaHa B 1o3e oT Oonee 20
Mr B 7eHb 10 300 Mr B IeHb WM MeHee, Harpumep oT Oosnee 20 Mr B eHb 10 MeHee 250 mr B
nenb. Cenyer MOHNMATh, YTO ONMUCAHHE aCTIeKTa (a) MPUMEHSIETCS] aHAJIOTHYHBIM 00pa3oM.

(b>’) Hpyroii acmeKkT HACTOSIIEro U300PETeHUss OTHOCUTCS K CHocoOy JieueHUus: W/wiu
npoQHIAKTHKY JIETOYHOH apTepuanbHoi runeprensun (JIAI) B coorBercTBuM ¢ acriekTom (a°’),
npudeM PAH mpencrasnsier coOol Jierkyro win ymepeHHyw ¢opmy PAH, mpennoyrurenbHO
ymepennyo (popmy PAH. Cnemyer monumarh, uto onucanwe acnekrta (b) mpumensiercs
AHAJIOTHYHBIM 00pa3oM.

(¢’’) Jpyro#i acmekT HACTOSIIEro U300peTEeHUs: OTHOCUTCS K CrocoOy JIeYeHHs W/Wiu
npoQUIAKTHKHU JIETOUYHON apTepuanbHoi runeprensuu (JIAD) B coorBeTcTBUH € acniekToM (a’”)
wm (b’’), mpudeM 0O3MPOBKAa MAalMUTEHTaHa coctaBiasier or 60 mo 90 Mr B JeHb,
MPEINOYTUTENIbHO OT 65 1m0 85 Mr B aeHb, Oosee mpeanoututenbHo oT 70 1o 80 Mr B AeHb U
HanOoJiee MPEArnoUTUTENbHO 75 Mr B aeHb. Clienyer MOHUMATh, YTO OMNKCAaHHE acrekra (C)
NPUMEHSIETCS] aHAJIOTHYHBIM 00pa3oMm.

(d”’) Hdpyroit acmekT HacTOSIEero U300pEeTeHUss OTHOCUTCS K CIocoOy JIeueHUus: W/wiu

npoQHUIAKTUKU JIErOUHON apTepuanbHol runeprensuu (JIAIY) B coorBeTcTBUM € acniekToM (a’”)
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wm (b’’), mpudeM I0O3MPOBKA MAaLUTEHTaHa cocTaBisier or 25 mo 50 Mr B JeHb,
npennoutuTesibHo ot 30 mo 45 Mr B AeHb, OoJjiee MPEennouTUTENbHO OT 35 1o 40 Mr B JI€Hb H
Haubosee mpennouTuTesibHo 37,5 mr B neHb. Crienyer moHUMarh, 4To onucaHue acrekra (d)
NPUMEHSIETCS] AHAJIOTHYHBIM 00pa3oMm.

(e’’) Jpyroli acrekT HACTOSIIEro M300peTeHHs OTHOCHTCS K CIOCOOY JIeUEHHs W/Win
NpOo(UITAKTUKY JIErOYHON aprepuanbHoil runeprensun (JIAIY) B cooTBeTCTBHM € acnekToM (a’’)
win (b’’), mpuyeM nO3MpOBKAa MauuTeHTaHa coctasimsier or 110 mo 200 mr B [1eHs,
NPEANoYTUTENBHO OT 125 1o 175 mr B neHsb, Oonee nmpeanouyrurenbHo ot 140 no 160 mr B aeHb U
HanOosee mpennoytutenbHo 150 mr B geHb. CrienyeT MOHMMATh, YTO OMMCAHHE acrmekTa (e)
NPUMEHSIETCS] aHAJIOTHYHBIM 00pa3oM.

(f’) [Apyro#i acmekT HaCTOAILIEr0 M300PETeHUsT OTHOCHUTCS K CHOCOOY JICUeHHs H/HIIH
npoQHIAKTHKH JIETOUHON apTepuanbHoi runeprensuu (JIAD) B coorBeTcTBUM € acniekToM (a’”)
wii (b’’), mpuueM OO3MPOBKAa MalMTEHTaHa coctaBisier oT 60 mo 90 Mr aBa pasa B IeHb,
MPEINOYTUTENBHO OT 65 10 85 Mr aBa pasa B neHb, Oojee npeanoytuteabHo oT 70 1o 80 Mmr nBa
pasa B IeHb U HauboJjee MPENroUTUTENbHO 75 MT /Ba pa3a B AeHb. CleayeT MOHMMATh, YTO
onucaHue acnekTa (f) mpruMeHseTcst aHaTOrHYHBIM 00pa30M.

(g”’) Hpyroii acnekT HacTOSIIEro N300peTeHHst OTHOCHUTCS K CIIOCOOY JIeYeHUs W/Hn
npoUIAKTHKHY JIETOUHON apTepuanbHoi runeprensuu (JIADY) B coorBeTcTBUM € acniekToM (a’”)
wii (b’’), mpuueM IO3MPOBKAa MAIMTEHTaHa COCTaBisieT oT 25 mo 50 Mr aBa pasa B JIeHb,
npennoutuTesibHO oT 30 1o 45 Mr ABa pasa B IeHb, OoJiee MPeANOoUTUTENbHO OT 35 1o 40 Mr aBa
pas3a B IeHb M Haubosee mpeaArnodTuTensHo 37,5 Mr aBa pasa B aAeHb. Clenyer mOHUMATh, 4TO
OTHCaHUE acTeKTa (g) MPUMEHSIETCS aHAJIOTMYHBIM 00pa3oM.

(h>*) dpyroit acnmekT HacTosero M300peTeHHss OTHOCUTCS K CIOCOOY JIeYeHUs! W/Uiu
Npo(UITAKTUKY JIErOYHON aprepuanbHoil runeprensun (JIAIY) B cooTBeTCTBHU C acnekToM (a’’)
win (b’’), mpudeM [O3MPOBKA MALUTEHTaHA MOBbIIAeTcs OT 10 Mr B JeHb C MOCIEIYIOLINM
npueMoM OT 25 1o 50 Mr B JeHb, MPEANOYTUTENbHO 37,5 Mr B JeHb, HEOOS3aTENbHO C
nociaeayrmuM npuemoMm ot 60 1o 90 mr B neHb, npeanodytutrenbHo 75 mr B neHb. Cnenyer
NIOHMUMATh, 4TO onucaHue acrnekra (h) mpuMeHseTcst aHaTOrUYHBIM 00Pa30OM.

(1””) Jpyroil acmekT HACTOSIIEro M300PETeHUs] OTHOCUTCS K CrocoOy JieueHus: W/iiu
npoQHIIAKTHKY JIETOUHON apTepuanbHoi runeprensun (JIAI) B coorBeTcTBUH ¢ acniekToM (a’”)
win (b’’), mpu4eM IO3UPOBKAa MALMTEHTAHA IMOBBIMAETCS OT 10 Mr B €Hb, C MOCIEAYIOLINM
npueMoMm oT 60 1o 90 Mr B feHb, NPEANOUTUTENBHO 75 MTr pa3 B AeHb UM 37,5 Mr 11Ba pasa B
nenb. Clenyer MOHNMATh, YTO OMUCAHHE acTIeKTa (1) MPUMEHSIETCSl aHAJIOTHYHBIM 00pa3oMm.

(J7’) Hpyroii acmekT HacTosIIero M300pPETeHHs] OTHOCUTCS K CrocoOy JieueHus! W/iim
npoQUIAKTHKY JIETOYHOH apTepuanbhoi runeprensuu (JIAIY) B coorBerctBuu ¢ acnektoMm (h™’),
npyudeM IO3MPOBKA MALUTEHTaHa MOBbImaercs or 10 Mr pas B J€Hb, NMPEONOYTHTEIBHO B
TeueHue oT 15 1o 45 auen; ¢ nocaeayromuM npuemMom ot 25 10 50 Mr B A€Hb, IPEANOYTUTEIBHO
37,5 Mr oguH pa3 B Jie€Hb, MPEANOYTUTENBHO B TedeHUe oT 15 no 45 nHel, HeoOsS3aTeNbHO C
MOCJIEAYHUM NpueMoM OT 60 10 90 Mr B I€Hb, NPEANOYTUTENBHO 75 MI' OIMH Pa3 B ACHb WU

37,5 mr nBa pasa B neHb. Crenyer MOHMMATh, YTO ONMCAHHE acrmekTa (J) MPUMEHSeTCs
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AHAJIOTHYHBIM 00pa3oM.

(k’”) Jpyroit acmekT HacTOSIIEro U300peTeHHss OTHOCUTCS K CIOCOOy JiedeHus W/Hiu
npoQHUIAKTUKHU JIETOYHON apTepuainbHoil runepreHsun (JIADY) B coorsercTBuu ¢ acriektoMm (1),
npUYeM NO3MPOBKA MaLMTEHTaHa MOBbIIIaercs or 10 Mr pa3 B A€Hb, NPEANOYTUTENHHO B
TedeHue oT 15 1o 45 aneii; ¢ nocneayomwuM npueMom ot 60 1o 90 Mr B AeHb, NPEANIOUYTUTEIBHO
75 Mr onuH pas B AeHb uiu 37,5 Mr 1Ba pasa B AeHb. ClieflyeT NOHUMATh, YTO ONHCAHUE aCTIeKTa
(k) mpuMeHsieTCst aHATIOTUYHBIM 00pa30M.

(I’’) Hdpyroii acmekT HacTOsIEro M300pPETeHUs] OTHOCUTCS K CrocoOy JieueHUs: W/viu
npOoQHUIAKTUKN JIETOYHOH apTepuanpHON runepreH3uu (JIAI) B COOTBETCTBHHM C OIHUM U3
acniektoB (2’’)-(d’’), mpuueM HO3MPOBKA MAIUTEHTaHA TOBbIIAeTcs OT 25 no 50 Mr B AeHb,
NPEeAnOYTUTENbHO 37,5 Mr B J€Hb, MNPEANOYTUTENBHO B TedeHue oOT 15 no 45 nHei,
HEOoO0s3aTeIbHO ¢ MOCIEAYIMUM mpueMoM oT 60 10 90 Mr B JeHb, PEANOYTUTENBHO 75 MT B
IeHb, TPH YCJIOBHHM, YTO NALHUEHT YK€ TMOJyYaeT JIEYeHHE AaHTAarOHHUCTOM peLenTopa
SHAOTENINHA, TPEANOUTUTENPHO BBIOPAaHHBIM W3 Oo3eHTaHa u amOpuceHTtana. Crenyer
NOHMUMATh, 4TO onHcaHue acrnekra (1) mpumMeHsieTcss aHaTOTHYHBIM 00pa3oM.

(m’’) Jlpyroii acmekT HacTOSIIEro M300peTeHUs] OTHOCHTCS K CrocoOy JIeYeHUs WHIH
npoQHUIAKTHKN JIETOYHON apTrepuanbHON runepreH3uu (JIAI) B COOTBETCTBHHM C OIHUM U3
acniektoB (a’’)-(¢’’), mpudeM MO3MPOBKAa MalHWTEeHTaHa cocraeysier or 60 no 90 Mr B HeHb,
NPEATIOUYTUTENIbHO 75 Mr B J€Hb, INpPH YCJIOBHUH, YTO TALMEHT YK€ IOJy4aeT JIeUeHHe
AHTArOHUCTOM peLeNnTopa JHAOTENNHA, MPEANOYTUTENIbHO BbIOPaHHBIM U3 OO03€HTaHa W
amOpucenTana. Cnenyer MOHMMAaTh, YTO ONMHCAHHE acrekTa (M) MPUMEHSETCs aHAJIOTUYHBIM
oOpazom.

(n’”) JIONONHUTENBHBIN aCTIEeKT HACTOSIIErO U300pEeTeHNsI OTHOCHUTCS K CIIOCOOY JIeYEeHUs]
w/vm npo(UIaKTUKY JIETOYHOH aprepuanbHoi runeprensun (JIAI) B cooTBeTcTBUH € JIHOOBIM
u3 acnektoB (a’’)-(m’’), mpu4YeM MaLUTEHTaH KOMOMHHMPYIOT ¢ uHruoburopom PDES, w/umm
aHAJIOTOM TPOCTALUKJIMHA, W/WJIM arOHUCTOM PELENTOpa MPOCTALMKINHA, W/WINA PACTBOPHUMBIM
CTHMYJIITOPOM T'yaHMIATHHKIA3bl. ClielyeT MOHNMATh, YTO OMUCAHUE acrekTa (n) MPUMEHSIeTCs
AHAJIOTHYHBIM 00Pa3oM.

(0”’) Jpyroii acmekT HacTOSIIEro U300peTeHHsT OTHOCUTCS K CIOCOOy JIeYeHUsl W/Hn
npoQHIAKTHKY JIETOYHOH apTepuanbhoi runeprensuu (JIAIY) B coorBercTBHM ¢ acniekToM (n’’),
npuuem uHruOuTop PDES BBIOpan u3 cunpenaduna, tananaduna, BapaeHadwia u yaeHapuia;
aHaJIOT MPOCTALMKIIMHA BBIOPAH U3 3TOMPOCTEHONA, TPENPOCTUHIIIA, HIIONPOCTa U OepanpocTa;
arOHHCT peLenTopa MPOCTALMKINHA BBIOPAH W3 CeNleKCUIara M pajiHernara; U pacTBOPUMBIN
CTHMYJIATOP T'YaHWJIATLMKJIIAa3bl BEIOPAH U3 pHOLUryaTa u Bepuiuryara. Cienyer NoHUMAaTh, 4TO
OIHCAaHKE acTeKTa (0) MPUMEHSETCS AHAJIOTHYHBIM 00Pa3oM.

(p”’) Hpyroii acmekT HacTOSIIEro U300peTeHHss OTHOCUTCS K CIIOCOOY JIeYeHUsl W/Hin
npoUIAKTHKHU JIETOYHOH apTepuainbHOi runeprensuu (JIAIY) B cooTBercTBHUM ¢ acriekToM (n°)
wii (0’°), mpuYeM MAaIHUTEeHTaH KOMOMHHMPYIOT C TajnajdauioM H/WIN CEIeKCHIIaroM WM
pajuHenarom, MpearnoYTHTENbHO ¢ Taganaduiom n/nnm cenekcunarom. Crenyer mOHUMATh, YTO

OMHCaHUe acTekTa (p) MPUMEHSIETCS aHAJIOTMYHBIM 00pa3oM.
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(q”’) JlomonHUTENBHBIN aCTIEKT HACTOSIIErO N300PETEHNs] OTHOCUTCS K CIIOCO0Y JIeUeHUs
u/vnm Ipo(pUIAKTHKY JIETOUYHON apTepuanbHoi runeprensnu (JIAIY) B COOTBETCTBUH C aCIEKTOM
(p’’), npuyem Tamanadui MPU UCIOIB30BAHUH MpuMeHsieTcst B go3e oT 20 no 40 Mr B 1eHb,
NPEeAnoUYTUTENBHO 40 MI' B I€Hb, CEJIEKCUIIAr IIPU UCIIOJAB30BAaHUM NpUMEHseTCs B 03¢ oT 0,2 o
1,6 mr nBa pasa B JieHb, a pajJMHeNnar Mnpu UCMOIb30BaHUM NpuMeHsieTcs B 1o3e ot 0,05 no 1,45
Mr B ieHb. ClielyeT MOHNMAaTh, YTO OIHCAHUE acrekTa () MPUMEHSIETCSl aHAJIOTHYHBIM 00pa3oM.

(u”) Jpyroit acmekT HACTOSIIEro M300PETeHUs] OTHOCUTCS K CrocoOy JieueHus: W/iiu
npoQHIAKTHKU JIerouHOW apTepuanbHol runepreH3un (JIAI)) B COOTBETCTBUU C JIOOBIM U3
acniekToB (a”)-(q”), mpuyYeM MOA JieYeHHWEM W/Wiu TPOPUIAKTHKON TMOHUMAETCS CHIDKEHHE
pucka 3aboneBaemocTu w/uiau cmepTHocTH ansi PAH. Takum o0pa3om, HOaHHBIA acCHEKT
HACTOSIIEr0 HM300pPETeHUsT OTHOCUTCS K CMOCOO0y CHUMKEHHUS pUCKA 3a00JIEBAEMOCTU W/WJIH
cmeptHocTH 1uisi PAH, mpudeM MalUTeHTaH NPUMEHSIETCS B COOTBETCTBHHM C JIFOOBIM U3
acniekToB (2”)-(q”). CnenyeT mOHUMATD, YTO ONMUCAHUE acrekTa (U) MPUMEHSIETCS] aHAJIOTHYIHBIM
obpaszom.

Cnenyer mOHMMaTh, YTO KOMMEHTapUH U TMOAPOOHOCTH acmekToB (a)-(q) Takke
oTHOcATCS K acriektam (a”°)-(q”") u (u”).

B cooTBeTcTBHU C AOMONHUTENBHBIM ACIIEKTOM HACTOSINETr0 U300pETeHNsT B KaKIOM U3
BBIIIEYIIOMSIHYTHIX aCIEKTOB, T. €. B KaXJI0M M3 acnekToB (a)-(t) u (u), (a°)-(q’) u (u), a Taxxke
(a7)-(q”’) u (u’’), MaUTEHTaH MOXeT OBbITh 3aMEHEH Ha €ro aKTUBHBIN MeTabOJINT, U3BECTHBIM
1o kofgoBbiM HauMeHoBaHueM ACT-132577 u MexxnyHapOIHBIM HENIATEHTOBAHHBIM Ha3BaHUEM

ANPOLMTEHTaH C XUMHUYECKOH (popmyJioi

M

Ry

N
L P NN N
N o =
T,

Py 3TOM JIF000€ MacCOBOE KOJIMYECTBO MAIMTEHTaHa OyAeT 3aMEHEHO Ha S5-KpaTHOoe
MacCOBO€ KOJIMUECTBO AIIPOLIUTEHTAHA.

Hanpuwmep, B ciiyuae ONMMCAaHHOTO BBILIE acrekTa (C) M300pEeTeHUs! NOTOJIHUTEIbHBIN
acTieKT H300peTeHHsT OTHOCHTCS K AaNpOLUTEHTaHy Ui TNPUMEHEHUs B JICUSHUH W/HUJIH
npodunaktuke JIAI' B coorBercTBum ¢ acriektoM (a) wim (b), mpuueM MaccoBble KOJIUYECTBA
MALIUTEHTaHA B CJIy4ae anpoLUTeHTaHa OyAyT 3aMEHEHbl Ha 5-KpaTHOE MAacCOBOE KOJIUYECTBO
aIpOLIMTEHTaHa, MPU 5TOM 103a anpouuteHTtana cocrasyser or 300 no 450 mr B neHb. Jlo3a

AIPOLIMTEHTAaHa MPEANOUYTUTEIBHO COCTABJIAET OT 325 A0 425 Mr B [eHb, 1032 alpOLUTEHTaHA
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Oonee nmpeanodTHTEHHO cocTaBisieT OoT 350 no 400 Mr B IeHb, U 1032 alPOLUTEHTaHa HauboJee
NPEANOUTUTENBHO cocTaBiasier 375 Mr B fAeHb. ClenyeT NOHUMATh, 4YTO KaXKAbIH U3
NPUBEACHHBIX BBbIIIE HIDKHUX TPENeOB MOKHO KOMOWHHPOBATH C KWKIAbIM W3 BEPXHUX
MPEAENoB, T. €. 034 alMIPOTEHTaHa TaKKe MOKeT cocTaBiATh OT 300 1o 425 mr, ot 300 no 400
mr uiu ot 300 go 375 mr B aeHb. Kpome Toro, npeacrasieHsl A03bl aLIUNIPOTEHTaHa OT 325 1o
450 mr ummm ot 325 go 375 mr B aeHb. JlONMONHUTENbHbIE NMPEANOYTUTEIbHBIE AUANA30HbI
cocraBisoT oT 360 nmo 390 Mr amumnporeHTaHa B aAeHb. B coorBerctBum C  Oolsee
NPEANOYTUTENBHBIM ACIEKTOM TaKue M03bl ALUMNPOTEHTaHAa BBOJAT OJAWH pa3 B JAeHb. B
MPEANOYTUTENBHOM aCIeKTe TaKHe AO03bl OTHOCATCA K ANPOLMUTEHTAHy [Jisl NPUMEHEHHUS B

JeYSHUH W/WIM TpPOPUIAKTUKE JIETKOH WM yMmepeHHOH ¢opmel JIAL, mnpeanouTuTessHO

ymepeHHo# popmsl JIAT .

KpOMe TOr'0, B IPUBECACHHOM OIMMUCAHUU UCTIOJb3YHOTCH CICAYIOIHNE COKPAIICHUA.

COKPAILIEHUA

AJIAT-CTD JIAT, accouuupoBaHHas ¢ 3a00JI€BAHHEM COEAMHUTENIbHON TKaHH

AJIAT-PoPH JIAT, acconmupoBaHHasi C TOPTOJETOYHON THIIEPTEH3UEN

BOJIH. BOJIHBIN

BNP MO3rOBOM HATPUHYPETHUUECKUI NENTUA

BPM COKpAllleHU B MUHYTY

Cl CepIeUHbIN UHIIEKC

DLCO muddy3uorHast cnocoOHOCTh Jterkux st CO (MOHOOKCHI yIieposa)

EDTA STUIEHIAUAMUHTETPAYKCYCHAsL KUCIIOTa

ERA AHTArOHUCT PELIENTOPa SHIOTEINHA

ET SHIOTEJINH

CJIAT cemelinas JIAT

HR 4acTOTa CEPACUYHBIX COKpAIIeHUHN

IgG UMMyHOTJI00yIuH G

K>EDTA JIUKAJINEBAasi COJIb STUICHIUAMUHTETPAYKCYCHON KUCTIOTHI

mPAP CpenHee JaBJIEHUE B JIETOYHOMN apTepuu

6MWD paccTosiHuE MPHU 6-MUHYTHOM X0ab0e

NT-proBNP N-KOHILIEBOM MO3rOBOM NPOHATPUNYPETUUECKUN MENTH]

JAT JIero4yHasi apTepuajbHasl THIEPTeH3Us

PAOP JABJICHUE OKKJIFO3UH B JISTOYHOH apTepHUH, KOTOPOE SIBJIAETCS CUHOHHUMOM
PAWP

PAWP JABJICHUE 3aKJIMHUBAHUA B JIETOYHOW apTEepUH, KOTOPOE SIBISAETCS
cuHoHuMoMm PAOP

PAP JaBJICHUE B JIETOYHOU apTepUHn
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PBS ¢docdarHO-conenoit Oydep
D1 (bapMakonMHaAMHKA
PDES creruueckasl K IUKINYECKOMY ryaHO3uH-3',5'-moHOpOChaTy (cGMP)

¢dochonusrcrepasa Tuna 5

PDESis uHrnouTopel PDES

PH JIEroYHasi TMIIEPTEeH3Us

OK apPMaKOKUHETHKA

PVR PE3UCTEHTHOCTD JIETOYHBIX COCYI0B

RAP JIaBJIEHUE B MIPABOM Mpeacepann (MHOrIa Takke HasbiBaeMoe MR AP)
RHC MPaBOCTOPOHHSIA KATETEPU3ALINS CEPALIA

SBP CHUCTOJIMYECKOE CUCTEMHOE apTepUalibHOE JABJICHUE

SvO, HaCBILIEeHNE CMEIIaHHON BEHO3HOM KPOBU KUCJIOPOAOM

Tris TPUC(TUAPOKCUMETUI)aMUHOMETaH

WHO/BO3 BcemupHas opranuzanysi 34paBOOX paHeHUs

WHO FC ¢byHKUMOHATBHBIN Kyacc BecemupHOIl oprannzannu 3apaBoOX paHEeHHUs

OKCIIEPUMEHTAJIBHAA YACTDH

HNnmocTparueil HacTosAImero n300peTeHns SBIJSIIOTCS MPENCTaBIeHHbIE HIDKE PUMEDPHI,
HE UMEIOIIHNEe OTPaHUYUTENIHOIO XapaKkTepa.

ITPUMEPBI

PesynbraThl M3MepeHHH YpPOBHS TeMOrIoOMHAa OOBeIUHAIN TOcie 3 KIMHMYECKHX
uccnenoBanuii Gpasbl [ 11t 3M0POBBIX JOOPOBOJIBLIEB.

Uccnenosanne AC-055-102: uccnenoBanne @K, @/, 6e30macHOCTH U MEPEHOCUMOCTH
MAaIUTEHTaHa y CyOBEKTOB MYKCKOTO MoJja (IPOTOKOJ HCCIIENOBAHMS OMUCAH B CIEAYIOIIEH
nyoymkanuu: Sidharta et al., Safety, tolerability, pharmacokinetics, and pharmacodynamics of
macitentan, an endothelin receptor antagonist, in an ascending multiple-dose study in healthy
subjects. J. Clin. Pharmacol. (2013), 53(11),1131-1138).

Uccnenosanne AC-055-116: uccnenoBanne @K, @/, 6e30macHOCTH U MEPEHOCUMOCTH
MAIUTEHTaHa y CYOBEKTOB MYXKCKOro mosa U3 SInoHuu (MPOTOKOJ HCCIENOBAHUS OMNKCAH B
cnenyromedi mybnukanuu: Yokoyama et al., Tolerability, Safety, Pharmacokinetics, and
Pharmacodynamics of Macitentan, a New Endothelin Receptor Antagonist, in Healthy Japanese
Male Subjects. Rinsho yakuri/Japanese Journal of Clinical Pharmacology and Therapeutics
(2016), 47, 143-150).

Uccnenosanne AC-055-117: nccnenoBanne @K, @/, 6e30macHOCTH U MEPEHOCUMOCTH
MAalUTEeHTaHa y CyOBEKTOB Mykckoro mosa u3 Kopeu (IpOTOKON HMCCIENOBaHUS ONUCAH B
cnepyromert nyommkanmu: Ahn et al., Pharmacokinetic-pharmacodynamic relationships of
macitentan, a new endothelin receptor antagonist, after multiple dosing in healthy Korean
subjects, Am. J. Cardiovasc. Drugs (2014), 14(5), 377-385).
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Jlns aHanmM3a pe3yJIbTAaTOB HCIOJIb30BAIM KOHLIEHTPALMHM TeMOIJIOOMHA, W3MEPEHHBIE
yTpoM Ha JeHb 11 BBeneHHMs MalMTEHTaHa W HAa HCXOIHOM YypoBHe Ha neHb -1. Ctpounu
perpeccuro M3MEHEHUI KOHLEHTpauui reMorioOMHa MO CPAaBHEHHUIO C UCXOAHBIM YPOBHEM B
3aBHCHMOCTH OT Pa3jIMYHbIX YPOBHEH 103bI MAIIUTEHTAaHa, BKJIIOUas Iuianedo.

AnnpokcuMupoBaiu kpuByro Emax ¢ MCXOAHBIM YPOBHEM M OLIEHHBAJIHU CIEAYIOIINE
napaMeTpbl IO pe3yJIbTaTaM HEeJIMHEIHON perpeccuu:

EO: nusmenenue ypoBHs reMorsioOnHa 6e3 MalluTeHTaHa,

Emax: MakcuMaabHOE TEOPETHUECKOEe M3MEHEHUE YPOBHS FeMOTJI00MHA, KOTOPOE MOXKET
OBITh BBI3BAHO MAIIUTEHTAHOM,

EDS50: nosa, mpuBopsiiast kK 50%-HOMY CHH)KEHHUIO YPOBHS T€éMOTJIOOHHA.

Hcrionb3oBanu cieayomyo GopMyy:

Usmenenne yposHsi remornoduna=EQ +((mo3a wmanmrentana x Emax) / (mosa
manureHTana+EDS0))

[TonyueHHast KpUBasi 3aBHCUMOCTH 103a-3( ekt nmpuoautcs Ha Dur. 1.

ITo pesymbTaTam aHanM3a MAaKCHMalbHbIH 3((eKkT BO3mEHCTBHA MaLUTEHTaHa Ha
CHIW)KEHHUE YPOBHsSI T'eMOMIOOWMHA MOT COCTaBJsITH mnpudmusutenbHo 1,23 r/mm, a addekr
BO3ACHCTBUS MALIMTEHTaHA HA TUIATO CHIDKEHHSI YPOBHS FeMOTTIOONHA OTMEYAETCs YIKe MPH J103€
10 mr (cm. @ur. 1). Takum oOpaszom, AN 4YeNOBEKa HE OXHUIAETCS HUKAKOTO KIMHUYECKH

3HAYUMOI0 CHUKEHHS T€MOTJIO0HHA npu 103€ MalUTCHTAaHA BBILIEC 10 mr.
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®OPMYVYJIA H30BPETEHUA

1. MauuTteHTad Ui TPUMEHEHHs B JIEUEHUH W/WIM TPOPHUIAKTHKE JIETOYHON
aprepuanbHoil runeprensun (JIAI) y uenoBeka, mpudyeM a03a MalMTEHTaHA COCTABISAET OT
6onee 20 mr B neHb 10 300 Mr B IeHb WIIN MEHEe.

2. MauuTteHTaH [UIsI NPUMEHEHHMs B JIEYEHUH W/WIM TPOPHUIAKTHKE JIETOYHON
aptepuanbHoil runeprensuu (JIAIY) mo n. 1, mpuyem no3a MauuTeHTaHa COCTaBisieT oT Oonee 20
MT B JIeHb 10 MeHee 250 MT B AeHb.

3. MauuTteHtaH JUIs TpPUMEHEHHUs B JICUEHUH W/WIM TPOPHUIAKTHKE JIErOYHON
aprepuanbhoil runeprensuu (JIAT) mo n. 1 wim 2, npuuem JIAT mpencrasisier coOoi JIETKYO
unu ymepennyro JIAL, mpennoururensHo ymeperHyro JIAL

4. MauuTeHTaH sl MPUMEHEeHUs B JieueHUun u/wnn npodunaktike JIAT mo mobomy u3
nm. 1-3, mpudem 103a MauuTeHTaHa cocTasisieT oT 60 1o 90 Mr B 1eHb, IPEANOYTUTENBHO OT 65
1o 85 mr B nenb, Oonee mpennoutuTesibHo oT 70 1o 80 Mr B AeHb U HanOoJee MPEANOYTHTEEHO
75 MT B I€Hb.

5. MauuTeHTaH Ui NpUMEHEHUs B JieueHnH u/win npodunakruke JIAI mo mobomy u3
nm. 1-3, mpudem 103a MaUTEeHTaHa COCTaBsieT OT 25 10 50 Mr B IeHb, NPEANOYTUTENBHO OT 30
10 45 Mr B 1eHb, OoJiee MPeanouTUTENbHO OT 35 10 40 Mr B AeHb U HanOoJIee MPEANOYTHTEBHO
37,5 MT" B JIeHb.

6. MauuTeHTaH [UId NpUMEHEHUs B JieueHnH u/wiu npodunaktuke JIAI mo mobomy u3
nmn. 1-3, npuyem no3a manurtenTana cocrasisieT oT 110 1o 200 Mr B feHb, NPEANOYTUTENBHO OT
125 no 175 mr B nens, Oonee mpenmoururenbHo ot 140 no 160 mr B meHb u Haubojee
npeanoYTuTenpbHo 150 Mr B neHb.

7. MaimTeHTaH Ui IPUMEHEHUs! B JieueHnH 1/mwin npopunakruke JIAI o mobomy u3
nn. 1-3, mpuyeMm no03a MauuTeHTaHa coctasasger or 60 mo 90 mr gBa pasa B J€Hb,
IPEANOYTUTENEHO OT 65 10 85 Mr 1Ba pasa B eHb, Oonee mpeanouTutesnbHo ot 70 no 80 mr nBa
pasa B IeHb U HauboJiee MPEAMOUTUTENBHO 75 MT 1Ba pa3a B J€Hb.

8. MauuTeHTaH Ui MPUMEHEHUs B JedeHnu u/mnu npopuiakruke JIAI mo mobomy u3
nn. 1-3, mpuyem pno3a MauMTeHTaHa coctaeisger or 25 pgo 50 Mr ngBa pasa B JI€Hb,
npennouTuTesibHo oT 30 10 45 Mr Ba pasa B ieHb, OoJiee MPEANnOYTHTEIBHO OT 35 10 40 Mr nBa
pasa B IeHb U HauOOJIee MPEATIOUYTUTENBHO 37,5 Mr 1Ba pasa B ICHb.

9. MauuTeHTaH Ui NPUMEHEHUs B JieueHNH u/win npodunakruke JIAT mo mobomy u3
nn. 1-3, nmpudyem MO3MpPOBKA MALUTEHTAaHA MOBBbIMAETCA OT 10 Mr B A€Hb C MOCIEAYIOLIUM
npueMoM OT 25 no 50 Mr B 1€Hb, NPEANOYTHUTENBHO 37,5 Mr B IeHb, HEOOSA3aTENbHO C
nocjaeayruuM npuemMom ot 60 10 90 Mr B AeHb, NPEANIOYTUTENBHO 75 MT' B I€Hb.

10. MauuTeHTaH A MpUMEHeHHs B JieueHuH 1/ mu npodunaktike JIAI mo mobomy u3
nn. 1-3, npudyem I0O3MpPOBKA MAaLMTEHTAaHA MOBbIAETCS OT 10 Mr B A€Hb C MOCIEAYIOLIUM
npuemMoMm ot 60 10 90 Mr B feHb, MPEANOYTUTENBHO 75 MI' B IeHb WK 37,5 Mr [1Ba pa3a B IE€Hb.

11. MamuteHTad 1J1s1 pUMEHEeHHsl B JiedeHHH w/wnm npodunaktuke JIAIT mo m. 9,
IIpUYeM 1032 MalMLEeHTaHa NoBblLaercs OoT 10 Mr oauH pa3 B [€Hb, MPEANOYTUTEIBHO B

TeueHue oT 15 no 45 auen;, ¢ nocaeayromuM npuemMom ot 25 10 50 Mr B 1eHb, IPEANOYTUTENBHO
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37,5 Mr onuH pa3 B JI€Hb, NMPEANOYTUTENLHO B Te€ueHHe OT 15 no 45 nHel, HeoOsS3aTeNbHO C
MOCJIEAYIUM NpueMoM OoT 60 10 90 Mr B I€Hb, NPEANIOYTUTENBLHO 75 MI OJIUH pa3 B I€Hb WIH
37,5 mr 1Ba pas3a B JI€Hb.

12. MauuTeHTaH Ui IpuUMeHeHus B JjiedeHun u/unu npodunaktuke JIAIT mo m. 10,
IIPUYEM JO3UPOBKA MALUTEHTaHa MOBBIIAETCA OT 10 Mr B A€HB, IPEANIOYTUTENBHO B TEYEHUE OT
15 no 45 nuei, ¢ nocnenyromuM npueMom ot 60 1o 90 Mr B AeHb, NPEANOYTUTENBHO 75 Mr
OJIMH pPa3 B IeHb Wi 37,5 M [1Ba pa3a B I€Hb.

13. MauuTeHTaH AJisl MpUMEHeHus1 B JieueHun u/mu npodunaktike JIAD no mobomy u3
nn. 1-4, npuuem pg03a MauUMIEHTaHa MOBbIIAaeTcs ¢ OT 25 no 50 Mr pa3s B J€Hb,
NPEeANOYTUTENbHO 37,5 Mr B J€Hb, MNPEANOYTUTEIBPHO B TedeHue oT 15 pgo 45 nuel;
HEOoO0s3aTeIbHO ¢ MOCIEAYIOMUM pueMoM oT 60 10 90 Mr B eHb, PEANOYTUTENBHO 75 MT B
N€Hb, NpPHU YCIOBUHM, 4YTO MALUEHT YK€ TMOJy4aeT JIeYeHWe AaHTArOHUCTOM peLenTopa
SHAOTENINHA, PEATIOYTUTENFHO BEIOPaHHBIM M3 003€HTaHA 1 aMOpU3EHTaHA.

14. MauuTeHTaH A IPUMEHEeHHs B JieueHuH 1/ mu npodumnaktike JIAI mo mobomy u3
nmn. 1-4, npuueM n03a MaUUTeHTaHa cocTasysieT oT 60 g0 90 Mr pa3 B I€Hb, NPEANOYTUTEIBHO
75 Mr B J€Hb, NPU YCJIOBHUH, YTO MALMEHT YK€ MOIY4aeT JICYEHUE AaHTArOHHUCTOM peLenTopa
SHAOTENINHA, MPEANOYTUTENFHO BEIOPaHHBIM M3 O03€HTaHa 1 aMOpU3EHTaHa.

15. MauuTeHTaH A IpUMEHeHHs B JieueHuH w/mu npodunaktike JIAI mo mobomy u3
nn. 1-14, mpuyeM ManuMTeHTaH KOMOMHHPYIOT ¢ uHruoOuropom PDES, w/mmm ananorom
NPOCTALMKIIMHA, W/WIA AaroHUCTOM peLenTopa MNPOCTALMKINHA, WHIH PacTBOPUMBIM
CTUMYJIATOPOM I'yaHUJIATLIUKJIA3bI.

16. MauuTeHTaH Ul NpUMeHeHus B JjiedeHun u/uimn npodunaktuke JIAIT mo m. 15,
npudem uHruourop PDES BriOpan u3 cunneHaduna, tananadpuia, Bapaenaduna u yneHaduna;
aHAJIOT MPOCTALMKJINHA BBIOPAH M3 3TMONPOCTEHONA, TPENPOCTHHIIIA, HIIONIPOCTa U OepanpocTa;
arOHMCT pPEeLeNTOpPa NMPOCTALMKIMHA BBIOPAH M3 CEJIEKCHINAara M pajHuHenara; U pacTBOPUMBIN
CTHMYJIITOP T'YaHUJIATLUKIIa3bl BBIOPAH U3 PHOLIUTYATa M BEPHULIMTYaTa.

17. MauuteHTas i IpUMEHEHUs B JiedueHuu w/uian npodunaktuke JIAL mo m. 15 um
16, mnpuueM MauuTeHTAaH KOMOMHUPYIOT C TanajdauioM W/WIN CEJeKCHIIArOM  HJIH
paMHenarom, MPeanoYTHTENBHO ¢ TaanaduIOM H/UITH CEIEKCUTIArOM.

18. MauuTeHTaH Ui mpUMeHeHus1 B jiedeHun w/wian npodumaktuke JIAI mo m. 17,
npudeM Taganaduil, MpH HCIONB30BAHMM, NMpHUMEHsercs B no3e oT 20 mo 40 Mr B JeHb,
npeano4yTuTensHo 40 Mr B eHb, CeJIeKCUnar, pu UCHOJAb30BAHUM, IPUMEHsIETC B A03€ OT 0,2
1o 1,6 Mr nBa pasa B IeHb, a paJIMHENar, Ipyu UCMOIb30BAHUU, IpUMeHsieTcst B 1o3e oT 0,05 no
1,45 mr B nieHb.

19. MauuTeHTaH A IPUMEHEHHsI B JiedeHnn u/mu npodunaktuke JIAI no mobomy u3
nn. 1-18, mpuuem mox nedeHueM wW/WiaM TPOYHIAKTHKOW TOHUMAETCSl CHH)KEHHE pHCKa
3aboneBaemMocTH W/mnu cMmepTHocTH ripu JIAT .

20. ®apmaneBTUdecKast KOMIIO3ULIUS [JIl IPUMEHEHUs B JICUSHUU W/UIH NPOPUIAKTHKE
JIAT', xoropas BKkmMo4daeT B ceOs MalMTEHTaH U 1O MeHbIIeil Mepe (apMaLeBTHUECKU

MIPUEeMJIEMBbIN SKCIUMTUEHT, COeprkallasi MAlIUTeHTaH B kKonudectse OT Oosiee 20 mr no 300 mr
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WU MEHee.

2]1. ®apmaneBTuyeckass koMno3uuus no . 20, KOTopas COAEpP)KUT MALUTEHTaH B
kosmuecTBe ot Oojiee 20 mr no mernee 250 mr, mpennourutenbHo 37,5 mr, 75 mr unn 150 wmr,
Oonee npenmnovYTUTENHHO 37,5 Mr uiu 75 Mr, HanOoJiee IPeANOYTHTENIBHO 75 MT.

22. ®apmaneBTHYeCKasi KOMIo3uLus o . 20 uim 21, Kotopast BKIFoUaeT B ceds

(i) marruTeHTaH B cyMMapHOM kosuuecTBe oT 10 1o 50% mo macce B pacdere Ha OOIIYIO
Maccy (hapmaneBTH4YeCKOH KOMITO3HLIUH,

(i) HaMOJHUTENb, COAEPIKALIMA MOHOTHAPAT JIAKTO3bI € MHKPOKPUCTAIUTHYECKON
LIEJUTIOJIO30H, B CyMMapHOM kojmuectBe oT 10 1o 85% mo macce B pacdere Ha oOLIyIO0 Maccy
(hapMaLeBTHYECKON KOMITO3ULIUH,

(iii) pa3pBIXJHTENb, CONEPKAIMUN HATPUEBYID COJIb KapOOKCHMETHMJIKpaxmaljia MU
KOMOMHALIMIO HATPHEBOH CONM KapOOKCUMETHUJIKpaxMaja W TOJMBUHWIMUPPOJIHIOHA, B
cyMMapHOM konmdectse oT 1 1o 10% mo macce B pacdere Ha o0y Maccy (papmManeBTH4IeCKOi
KOMIIO3ULINH,

(iv) TOBEpPXHOCTHO-aKTUBHOE BEIIECTBO, COIep:Kaiee mMmoiaucopdaT, B CyMMapHOM
kommdectBe ot 0,1 mo 1% mo macce B pacuere Ha OOmyr Maccy (apManeBTHUECKOM
KOMITO3HLINH, U

(V) cMasbIBaroIee BEIIEeCTBO, COZEpIKallee CTeapaT MarHus, B CyMMapHOM KOJINYECTBE
ot 0,05 mo 5% mo Macce B pacdere Ha OOIIYIO Maccy (hapMaleBTHUECKONH KOMITO3HULIHH.

23. ®apmarneBTUyeckass KOMNO3ULuUsA 1o Jrodomy u3 . 20-22, KoTopas HaxXxOAWUTCS B
(dbopme KarcyJibl Wi TaOJIEeTKH.

24. AmnpouMTeHTaH Ui NPUMEHEHUs B JIEYEHUH W/WIN TNPO(UIAKTHKE JErOYHON
aprepuanbHoil runeprensuu (JIAI') y denoBeka, mpuyeM 103a anpoOLMTEHTaHa COCTABJIAET OT
6oxnee 100 mr B neds 1o MeHee 1500 Mr B IeHb.

25. AnpouuTeHTaH Ui TNPUMEHEHUS B JIEYEHUH W/WIM TNPOPUIAKTHKE JIErOUYHON
aprepuanbHoii runeprensuu (JIAI) y uenoBeka mo m. 24, mpuveM 1033 anpoLUTEHTaHA
coctaiisieT ot Oonee 100 mr B neHb 10 MeHee 1250 Mr B eHb.

26. AmNpoOLMTEHTaH Uil TPUMEHEHUS B JICUEHUH W/WiIM NPOo(UIAKTHKE JErOYHON
aprepuanbHoil runeprensun (JIAD) no n. 24 um 25, npudem JIAD npencrasisier co0oii JerKyro
win ymepeHHyto ¢popmy JIAL, npennoururensHo ymepernayro JIAT .

27. AnpouMTeHTaH JUIsl MPpUMEHEeHUs B JiedueHuu w/vmu npodunaktuke JIAL mo grodomy
u3 nn. 24-26, npudeM pA03a amnpouuTeHTtaHa coctaeisger oT 300 no 450 mr B AeHb,
MPEINOYTUTENBHO OT 325 10 425 Mr B AeHb, Oosee npennodrutenbHo oT 350 o 400 mr B neHb U
HauboJee MPEeNmOUTUTENBHO 375 MI B I€Hb.

28. AnpounTeHTaH JUisl MpUMEHEeHUs B JiedueHuu u/wu npodmiaktuke JIAL mo mrodomy
u3 nn. 24-26, npudeM JA03a anpoLUTEeHTaHa cocTaeisger OT 125 no 250 mr B AeHb,
npeanoutuTesibHo OT 150 1o 225 mr B aeHb, Oosee npennodtutenbHo ot 175 no 200 mr B neHb U
Haubosee mpennouTuTebHo 187,5 Mr B I€Hb.

29. AnpounTeHTaH sl MPUMEHEeHUs B JiedueHuu u/wu npodunaktuke JIAL mo mobomy

u3 nm. 24-26, mnpudeM JO3UPOBKA alpoOLUTeHTaHa mnosblmaercss or 50 Mr B J€Hb C
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nociaeayromuM npueMoM ot 125 mo 250 mMr B aAeHb, npennodytutensHo 187,5 Mr B 1eHsb,
HeoOs13aTeIbHO ¢ Tochenyoumm npruemom ot 300 go 450 Mr B AeHb, MPEANIOYTUTENLHO 375 Mr
B JICHb.

30. AnpouuTeHTaH i1 MPUMEHEeHus B JeueHuu w/uinu npodunakruke JIAIL o mobomy
u3 nmn. 24-29, npuuem mnoj JjedeHHeM W/ MM NPO(PUIAKTHKON TMOHMMAETCsl CHIDKEHHE pPHCKa
3aboJeBaeMOCTH 1/ uiau cMepTHOCTH rpu JIAT .

ITo noBepenHocTH
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