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TepaneBTHYecKH 3()PEKTUBHYIO 103y BTOPOT0 AKTHBHOTO BELIECTBA, BHIOPAHHOTO M3 TPYIIIbI, COCTOSIIEH
W3 HUHTenaHMOa win mHpPPEeHHIOHA, M HEeOoOA3aTeNbHO OAWH WIH HECKOJIBKO (hapMaIeBTUIECKH
MIPUEMJIEMBIX HOCHTENEeH MM BCIIOMOTaTeJbHBIX BELIECTB NI JICUSHHs NalleHTa, CTPaaioIliero OT
Tporpeccupyoniero GuoOpPO3UPyIOMEro HHTEPCTHIHAIEHOTO 3a0oneBanus Jerkux ([1D-U13JT), mpuyuem
9Ta (apMmaneBTHYeCKas KOMIIO3HLUS IS IEepOpajbHOrO BBEICHHS NpEAHA3HAYaeTCs UL BBEICHUS
BBILICYTOMSHYTOMY IaLlEHTy JBa pa3a B JeHb. V300peTeHue Takxke KacaeTcs IPUMEHEHUst HHTuouTopa
@J194B ¢dopmyner Il mns mpurotoBieHHs (HapMaeBTHUECKOH KOMIIO3HIIMH U MEepOPaTbHOTO
BBeZIeHUs, Biumodaromied 18 mr mmum 9 mr marnOutopa ®I24B dopmynsr Il mms mpumeHeHwns
COINIACHO CIIOCOOY JIEYeHHs IAllMeHTa, CTPAJAfolIero OT OAHOIO WIIM HECKOJIBKUX MPOrpecCHPYIOLINX
(pubpOo3UPYIOMINX WHTEPCTHLIHANBHBIX 3a0oneBanuil serkux (I[1D-U3J1), npuyeM BBIMICYTTOMSHYTAs
(apMarieBTHUECKAsT KOMIIO3UIMS [UIS INEpOPANBFHOTO BBEACHUS IpeIHA3HA4YeHa Ul I1epOPabHOIo
BBEJCHHS BBILCYTOMSIHYTOMY [TAMEHTY J[Ba pa3a B ICHb B KOMOMHAIINH C TepareBTHYeCKU 3P PEeKTHBHBIM
KOJIMYECTBOM TepaneBTHYeCKH 3(P(EKTUBHOW M03bI BTOPOrO aKTHBHOTO BELIECTBA, BHIOPAHHOTO M3
TPYIIIBL, COCTOAIICH U3 HUHTeNaHNOa WK MUPHESHUIOHA.
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145890
HOBBIE TEPAIIEBTUYECKHWE KOMBUHAILIMHU JJIA JIEHEHUWA
ITPOI'PECCHUPVYIOIIUX ®HUBPO3UPYIOINUX MHTEPCTULIMAJIbHBIX

3ABOJIEBAHUM JETKHUX

1. YpoBeHDb TEXHUKH

1.1 ®ocdoausdcrepasbl U UX poJib B Gudpose

dochoausctepasnl (OJ1I) onocpeaAyOT TUAPOIU3 BTOPUUHBIX MECCEHIKEPOB,
UKJINYEeCKOro aneHo3uamMoHodochara (IAMD) uinu HUKINIECKOTO
ryanosuaMonodochara. ®JI3 konupyrorcs 11-10 HaaceMelCTBAMU F'eHOB,
copepKAIMMMH MHOKECTBEHHbIE reHbl (kopupyromue noarunsl A, B, C u 1. 1.),
KOTOpPBIE€ TaKXX€ BBI3BIBAKOT aJIbTE€PHATUBHBIE BapuaHThl crtalicuara MPHK, Begymue
k npubnusutenpHo 100 uzopopmam @13, /154 TpagUIIMOHHO yYaCTBYET B
peryJsiuu BOCTIAJICHUS] U MOAYJISIIUN HMMYHOKOMITETEHTHBIX KJIETOK, U TPHU
UMEIOINXCS B HACTOSIIEE BPeMsl CEJIGKTHBHBIX MHruOuTopa @194 nmoareepkaarT
ONaronpUsiITHYIO poJib st UHTuOuTopoB @134 npu BOCTIANUTENbHBIX U/ UITH
ayTouMMyHHBIX 3a0oneBanusx (Sakkas et al., 2017, Curr. Med. Chem. 24, 3054 -
3067; Li et al., 2018, Front. Pharmacol. 9, 1048). Hauny4dmuii B 1aHHOM KJjlacce
unruourop ®/134, nepopanpubiii popaymunact (Daliresp®, Daxas®), Obin
yTBEpKJIeH YTNpaBlIeHHEM 110 KOHTPOJIIO MPOAYKTOB MUTAHUS U JIEKAPCTBEHHBIX
cpencts CIITA B 2011 r. B kauecTBe cpeAcTBa CHMXKEHUs prcka oboctpenuit XOBJI y
nauueHToB ¢ Tskeaoit XOBJI, cBsI3aHHON ¢ XpOHHYECKUM OPOHXUTOM H
oboctpenusimu B anamuese (U.S. Food & Drug Administration, 2013, DALIRESP®
(roflumilast)). Eme onquo coenunenue, nepopanbHbiii anpemunact (Otezla®), Oblio
YTBEPKIAECHO IJIS JICUEHUS ICOPUATHIECKOTO aHTPUTA U OJIAIIKOBUAHOIO IICOpPUA3a B
2014 r. (U.S. Food & Drug Administration, 2017, OTEZLA® (apremilast)). Tperuii
unruourop ®J124, kpucadopon (Eucrisa®), 61 yrBepxaeH B 2016 r. a1 MECTHOTO
JIEUEeHUsI OT JIETKOTO 10 yMepeHHoro aronudeckoro aepmarurta (U.S. Food & Drug
Administration, 2016, EUCRISA™ (crisaborole)). Hu oqHO U3 3TUX CPEACTB HE
IPOIEMOHCTPHPOBAIIO U30UPATENBHOrO (PEPMEHTHOTO HHIHOUPOBAHUS CPEIH YETHIPEX
noatumnos ®J[24, A-D.

OO0wuit MpOTUBOBOCTANUTENBHBIN TOTeHIIUAT HHTHOpoBanus @124, kak

BUJIHO Ha npumepe poduaymunacrta, ToduHo ycranosieH (Hatzelmann et al., 2010,
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Pulm. Pharmacol. Ther. 23, 235 - 256), u npumenenune nuHruduTopos @154 B
Pa3IMYHBIX BOCMAJIUTEIbHBIX © HMMYHOOTIOCPEIOBAHHBIX 3a001€BaHUAX OBLIO
mupoko uccienosano (Sakkas et al., 2017, Curr. Med. Chem. 24, 3054 - 3067; Li et
al., 2018, Front. Pharmacol. 9, 1048). OgHako B mocjeqHee AeCITUIETHE BCe OObIle
CTaJIO BBISICHATHCS, 4T0 DPJ[D4 Takke MOKET UrpaTh BAXKHYIO pojb B pubpose,
COIJIaCHO MCCJIEOBAHUAM Ha KUBOTHBIX U iM Vifro 3KCIEPUMEHTaM C OLIEHKOH
¢byHKIMOHANBHOU ponu uHrubutopoB @134 B pudbpodnacrax. Ocnabrenue pudbposa
JIETKUX MyTeM NMpuMeHeHuss HHTHOuTopoB /(24 OO0 MPOAEMOHCTPUPOBAHO B
Pa3IMYHBIX SKCTIEPUMEHTAIbHBIX YCIOBUAX, HaNOOJee MIUPOKO — IMPU BBI3BAHHOM
OneomunuHOM Gubdpo3e y rpbI3yHOB. B KPBICUHBIX MOENsIX OBLIO
NPOJAEMOHCTPUPOBAHO, YTO POJIMIPAM HHTUOUpyeT GuOpO3HbIN MOKa3aTENb,
copepKaHue TUAPOKCUIIPONINHA U (PakTop Hekpo3a omyxonei-o (PHO-a) B chiBOpOTKE
(Pan et al., 2009, Respirology 14, 975 - 982). B 3ToM HauaTbHOM HUCCIIEIOBAHUH
uHruoutop @134 BBOAUIH ¢ HAaYala CTUMYJISIHUU OJICOMHUIIMHOM, U, TAKUM 00pa3om,
He OBbLIO MOHSTHO, OBLI JIM POJIUIIPAM aKTHBEH B MEPBYIO OYepeab M3-3a
MHTUOUPOBAHMS MEPBUYHOIO BOCHANICHUS MJIU BTOpHYHOTO Ppudposa. OxHako BTOpOE
paHHee HCCIIeNOBAHNE HAa MBIIIAX U KPbICaX MPOAEMOHCTPUPOBAJIO, UTO MEPOPATbHBIN
podaymunact ObUl aKTUBEH KaK B IPOPUIAKTHUYECKUX, TAK U B TEPANEBTHUYECKUX
npoTokoyiax B 3aBucumoctu ot A03bl (Cortijo et al., 2009, Br. J. Pharmacol. 156, 534 -
544). B skcTpakTax Jerkux popayMHiIacT MHTHOUPOBAJ THCTOJOTHYECKH
omnpenenaeHHbI GuOPO3, comepkanue ruapokcunpoarta u skcnpeccuto MPHK ®@HO-
a, Tpanchopmupyromuii pakrop pocra-f (TO®P-B), bakTop pocTa COeNUHUTEIBHOMN
tkanu (®PCT), al xonnareH, sugoTenun-1 u myuunH Sac. B skuakoctu
OponxoanbBeossiproro nasaxka (XKbAJI) uarnbuposanuce yposen» ®HO-a,
untepneiikuHa (IL)-13, TOP-B u mynun Sac, oOpa3oBaHue THAPONEPOKCHIOB
JUTMUZIOB U MPUTOK BOCMAJHUTENbHBIX KJIETOK (HAapuMep, HeUTpoPuiIoB u
makpodaros). [Tomumo Gubposa, popIyMUIACT MOJOKUTEIBHO BJIUSLI HA
TUNEPTPOPHIO MPABOTrO KETYyAOUKA U PEMOACITHPOBAHUE COCYIOB (JIErOYHBIX
aptepuii). I[TozgHee B TOU ke rpymnmne Tak:ke ObUIO MPOAEMOHCTPUPOBAHO, YTO
MeTaboJIOM, CBSI3aHHBIN C JIETOYHBIM (GUOPO30M, BBI3BAHHBIM OJICOMHIIUHOM Y MBILIEH,
Moaynupyercs podpaymunactoM. Y poBeHb aMHHOKHCIOT (AA) IIMIMHA U MPOJIMHA,
yY4acCTBYIOLIUX B 00pa30BaHUU / CTPYKTYpPE KOJUIareHa, CHUKAJICS MOJ JeHCTBUEM
podaymunacra, Torga Kak ypoBeHb INIyTaTHOHA B JIETKUX U TE€TParuapoOuonTepruHa B

MjI1a3mMe MOBBIMAJICA, YTO YKAa3bIBAJIO HA UBMCHCHHUEC OKUCIIUTCIBbHOIO PAaBHOBECHUS MO
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neiicteueM poduymunacra (Milara et al., 2015, PLoS One 10, e0133453). Eme onun
uHruourop @134, umiomMunact, NpoaeMOHCTpUpoBal nHrubuposanue Gudposa
JIeTKMX Ha MO3AHEH CTaluM U TEHJEHIUIO K CHU)KEHHUIO COAep KaHus KOJlareHa y
NOJIy4aBIIUX OJIEOMHUIMH MbILIeH, XOTs 3¢ dekra B oTHOmeHnn skcnpeccun TOP-f1 u
tun koyutarera (Col) 1A1 obunapyskeno ne 6su1o (Udalov et al., 2010, BMC Pulm.
Med. 10, 26).

Yaydmenue npu Gudpose nerkux nyrem uHruouposanus @134
ONEOMUIIMHOBOM MOJEJIBIO HE OrPaHUYUBANIOCh. B MbimuHON Moaenu Gudposa
JIETKHMX, HALIEJIEHHOTO Ha aJbBEOJISIPHBIC STUTENHaIbHbIe KieTku 11 Tuma y
TPAHCTEHHBIX MBILIEH, SKCIPECCHPYIOHUX PELEnTOp TUPTEPUINHOTO TOKCUHA TOA
KOHTPOJIEM MTPOMOTOpPA MOBEPXHOCTHO-aKTUBHOTO Oenka C mpimei, podaymunact
CHMKAJl CoZlepKaHue THAPOKCUIIPOInHA B Jerkux u skcnpeccutro MPHK ®HO-q,
¢udbponextuna (PH) u ®PCT (Sisson et al., 2018, Physiol. Rep. 6, e13753).
HUnTEepecHo, 4To podayMunact OblI aKTUBEH KaK B TPOPUIAKTHIECKOM, TaK U B
TEPaNeBTUYECKOM PEKHME, U B YCIOBUIX MOCIEIHETO 0Ka3aJICs TEPANeBTUIECKH
PaBHOCUJIBbHBIM NUP(EHUIOHY U HUHTenaHnOy. Kpome Toro, B MbIIIMHON MOJENH
XPOHUYECKON peakuu "TpaHCIJIAHTAT NPOTUB x03siuHA" GuOPo3 nerkux ocnadnsics
nox neiicreueM nepopanpHoro podaymmiacra (Kim et al., 2016, Exp. Hematol. 44,
332 - 341.e334). Popaymunact uarubuposai ¢ubpo3, OTI0KEHHE KOJIareHa,
coaepxkaHue ruapokcunponnHa u TOP-B1, kneTounyro HHQUIBTPALMIO U 3KCIPECCHUIO
MPHK mnst IL-6 u IL-1B. Kpome Toro, B BocnanutenpHbix kieTkax JKbAJI
(makpodarax, numdponurtax, HelTpodunax u numdonurax) popayMmuiact
unrubuposan skcnpeccuto MPHK mist IL-6, IL-1 u MoHOIMTApHOTO
XeMOTakTH4Yeckoro Oenka-1. B mogenu TyOepkye3a kpoyiuka ObLIO
NPOAEMOHCTPUPOBAHO HHIUOUPOBAHUE MOBPEXKASHUS JErKUX U Gudpo3a AByMsI
unrudoutopamu ®J124 ot Celgene, CC-3052 (Subbian et al., 2011, Am. J. Pathol. 179,
289 -301) m CC-11050 (Subbian et al., 2016, EBioMedicine 4, 104 - 114).
Nuarunbuposanne ®J[24 ynydmano aHTHOMOTHKOTEpanuo U Gudpo3 JIerkux,
MOJIOKUTEJBHO BJIUsA HA OTJIOXKEHHE KoJutareHa u skcnpeccuro MPHK pasnuunbix
MaTPUKCHBIX METAJUIONPOTENHA3, BKIOYasi METAJNIONPOTEenHA3y 12.

[Tomumo nerkux, 6aronpusiTHOe BiausiHue nHruOuposanus ®J134 na udpos
OBLIO MPOJEMOHCTPUPOBAHO B HECKOJBKUX JPYTUX OpraHax, BKJIIOYas KOXY, EYEHb,
MOYKH U TOJCTYIO KHIIKY. Hanpumep, B pa3HbIX NOKJIUHUYECKUX MBIITUHBIX MOJEIAX

SSc ¢pubpo3 Koku, BEI3BIBAEMBINA OJIEOMULITHOM WJIM TOonoun3zomepaszoi [ u
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XPOHUYECKON peakiuel "TpaHCIUIaHTAT IPOTUB X03AMHA", HHruOupoBaics
ponunpamom u anpemusiactom (Maier et al., 2017, Ann. Rheum. Dis. 76, 1133 -
1141). OTa rpynna He oOHapyXHIa NPAMOTr0 HHTHOMPYIOLIEro BO3AEeHCTBUA
uHru6uposanus ®J194 Ha BeicBOOOKAEHUE NMPOPUOPO3HBIX LUTOKUHOB (IL-6, IL-13,
T®P-B1/B2) B pubpobnacrax u makpodarax M2, BbIAEICHHBIX U3 epUPEPUIECKON
KPOBHU MAIMEHTOB ¢ SSC, 4YTO MOKET OBITh O0YCIOBIEHO HEJOCTATKOM 3K30IM€HHOI0
Tpurrepa HAM® B npuUMeHs€MbIX HKCIIEPUMEHTANbHbIX YCI0BUsAX. B Monenu
BBI3BAHHOH OJJHOCTOPOHHEH OOCTpPyKIMeil MOYEeTOUHNKAa OOCTPYKTUBHON HePpONmaTHu
y MBILIEH POJIUIPAM MPOJEMOHCTPUPOBAT HHTHOMPOBAHHE MHTEPCTHIHAIBHOTO
dubpo3a nmouek (Ding et al., 2017, Antioxid. Redox Signal. 29, 637 - 652). B
NEePBUYHBIX KAHAJBLEBBIX SMUTEINANBHBIX KJIETKaX MbIH in vitro TOP-
obecneynBas moBwImarmyw peryasuno ®JI34A/B, a porunpam uHruOMpoBaI
BbI3bIBaeMoe T@P-P noBpexnenue, skcnpeccno ®H 1 nepuunT MUTOXOHAPHATBHOTO
ouorenesa. Popmymunact ”HruOMpOBa BBI3BIBAEMBIN AUSTHIHUTPO3AMUHOM (Hudpo3
MeYeHU, OTJIOXKEHUEe THAPOKcUponHa u sxkcupeccuro TOP-B1 y kpeic (Essam et al .,
2019, Life Sci. 222, 245 - 254). [longobHbIM 006pa3oM poJIUIIpaM HHTUOHPOBAI
OTJIOKEHUE KOJIJIAT€HA, OKPALIUBAHUE O-TJaIKOMBIIICYHBIM aKTHHOM (0-SMA) u
skcupeccuto MPHK, a takxe sxcnpeccuro MPHK TOP-B1 u 6eaka ®PHO-a B moaenu
BBI3BIBACMOTO Heperl'}KOI\/’I JKCIITIHOTO MPOTOKA (I)I/I6p03 NCYUCHU y KPBIC, € HOBLIIHa}OH.IGI\/II
perymsuueit ®124A, B u D (Gobejishvili 2019). B 3Be3auaTsix KIeTKaxX MEUYCHH in Vitro
ponunpam unrubuposan skcnpeccuto MPHK a-T'MA u Col1A2 (Gobejishvili et al., 2013, J.
Pharmacol. Exp. Ther. 347, 80-90). B oTHOIIEHUM TKAHU TOJICTOM KUIIKH POJUIIPAM
uHruouposai koynareH u TOP-B1 B Mmoaeau BbI3bIBAEMOTO
TPUHUTPOOEH30JICYIb(GOHOBON KHCIOTOM KonuTa y kpbic (Videla et al., 2006, J.
Pharmacol. Exp. Ther. 316, 940 - 945), a anpemunact nuarudbuposan ¢udpos B
TOJICTOH KHUILIKE, OTJOXKEHHE KoJlareHa U 3KCIIPECCHUI0 M'eHOB, CBSI3aHHBIX C
¢ubpo3zom, B MOAENH BBI3BIBAEMOTO JEKCTPAHOM CyJib(paTa HATPUs I3BEHHOTO KOJIUTA
y mbimiedt (Li et al., 2019, Br. J. Pharmacol. 176, 2209-2226). B MbimuHONi MOaenu
UCTHUPAHUS CJIENON KUIIKH POJUIPAM HHTHOUpPOBas GuOpO3HbIE peakLnH, YKa3bIBas
Ha TO, 4TO HHruOuposanue @134 obOnagaeT MOTEHIUAIOM IS IPEIOTBPALIEHHUS
NoCJieonepauoOHHbIX BHYTpuOpromuHHbIX aare3uil (Eser et al., 2012, Dis. Colon
Rectum 55, 345 - 350). [Ipennonaraercst, 4TO aaAre3nu BO3HUKAIOT B PE3YyJIbTATE
JanapoTOMHH MPU HAPYIIEHHOM 32)KHBJICHHHU. B moATBEp KIeHNE 3TOTO

MPEANONIOKEHHST ObLIO MPOAEMOHCTPUPOBAHO, YTO POJUIIPAM AaKTHUBEH B MOJEITH



10

15

20

25

30

NOAKOXKHOTO UM BHYTPHUOPIOUIMHHOTO UMIIJIAHTATA NOJU3PUP-TIONTHNYPETAHOBOH Y
MbIlIel, THrUOupys oTnoxkeHue komnareHa u TOP-B1 sBuyTpu umnuanrata (Mendes et
al., 2009, Microvasc. Res. 78, 265 - 271). Takum oOpa3oM, B pa3JUYHbBIX KUBOTHBIX
MoJeNIX ObLIO MOATBEPIKACHO OJAronpUsITHOE BIUSIHUE CEJIEKTHBHOIO
uHruouposanus ®J/134 na pubpos, Haubosee MWUPOKO B JETKUX, HO TAKKE U B
HECKOJIbKUX IPYTuX opranax. Xots cnenuduueckasi(ue) MuLieHb(n) HHTHOUTOPOB
@194 npu pubpo3HbIX 3a00JEeBAHUAX MO OONBINEH YACTH HEU3BECTHBI, XOTEJIOCH Obl
NPEANOOKUTh, YTO OHU JEHCTBYIOT HEMPSIMO, Yepe3 HHI'HOUPOBaHUE
NPOBOCMAIUTENbHBIX KJIETOK U MEUATOPOB, U/UJIU MPSIMO NMyTeM UHTHOHPOBAHUS
TUIUYHBIX 3¢ PekTopHbIX KIeToK (Pudpobractor, MuopudpodaacTos),
onocpenyrmux Gudpos.

[Ipsimast Mmopysinust pa3nudHbIX GUOPOOIACTHRIX PYHKIIMA HHTUHOUTOPAMHU
@®/124 6bUT10 TPOAEMOHCTPUPOBAHO B JUHUAX PUOPOOIACTHBIX KJIETOK YEJIOBEYECKOTO
npoucxoxkaenusi. B myonukanuu Kohyama et al. 6p110 mpogeMoOHCTpUPOBAHO MPSIMOE
BiusHUE HHruOutopos @ /134 na pudpodnactel in vitro (Kohyama et al., 2004, Clin.
Immunol. 111, 297 - 302). B uenosedyeckux sMOpuOHaIbHBIX PuOpobdIaAcCTaX JIETKUX
(HFL-1) ponunpam u nuiomMuiacT HHruOMpoBanu BbizbiBaeMblii @H xemoTakcuc u
COKpalleHne KoJuiareHoBbIx reneil. Murubuposanue Gpyunkunu pudpobiacTos
npoctarnananHom E2 (PGE2) Oblio cABHHYTO BJI€BO B MPUCYTCTBUU MHIHOUTOPOB
®J194, a uurubuposanue sugoreHHoro PGE2 nnnomeranuuom cHmxano ux s¢pdexr
(Kohyama et al., 2002, Am. J. Respir. Cell Mol. Biol. 26, 694 - 701). UarubupoBanue
byukuuii muHuil GudpodnacTHeix kieTok HFL-1 nuioMunacToM MOIyIUpyeETCs
UTOKUHAMU, TakuMU Kak IL-1p (koTopsiii o6ecniednBal MOBBIMAI YO PEryJIsSLIHI0
PGE2 u cnBuran kpuByro HuioMuiacTa BieBo) uiu IL-4 (koTopbiii odecrnednBan
noHmwxkarmyrw peryisnuto PGE2 u cnBurai KpuByr HJIOMHUIIACTA BIPABO).
Unarnbuposanne ¢ynkuuii HFL-1 (ctumynupyemoro @H xemoTakcuca u COKpamieHus
KOJIJTAr€HOBOTO TeJIsl) POJIUNPAMOM U pOIyMHUIACTOM 3aBHCEIO OT HKCIPECCUU
UKJIOOKCHTeHa3bl-2 u nocnenyromero cunresa PGE2 (Kohyama et al., 2002, Am. J.
Respir. Cell Mol. Biol. 26, 694 - 701). Kpome Toro, ctumynupyemoe TOP-1
BhIcBOOOKneHne ®H nmongasnsnock narnbutopamu ®J124 ¢ napamieabHO
crumysinueit BeicBoOoxkaeHnss PGE2 MexaHN3M MOJI0KUTEIbHON 00paTHON CBSI3U
(Togo et al., 2009, Am. J. Physiol. Lung Cell Mol. Physiol. 296, L959 - L969.). B
APYrOM IITaMM€ YeJOBEeUYEeCKHX 3MOpHUOHaNbHbIX pudpodaacTos serkux (GM06114)

N-okcua podaymunacra, akTUBHBIA MeTabonut podaymunacta, B npucyrctsuu PGE2
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IPOAEMOHCTPHUPOBAJ UHTHOMpOBaHUE (pakTOpa MEKKIETOUHON aare3uu 1 u
BBICBOOOKI€HUE 30TaKkCHHa, cTumynupyemoe ®HO-a, nponudepauuto,
CTUMYJIUPYEMYIO OCHOBHBIM (pakTopoM pocta pudpodnacros (0PP®) muroc IL-10, a
taxxe BbizbiBaeMyo TOP-B1 skcnpeccuto a-I'MA, ®PCT u vPHK ®H B
npucytctBun IL-1B (Sabatini et al., 2010, Pulm. Pharmacol. Ther. 23, 283 - 291). Uto
BakHO, IL-1P obecrnednBan MOBBIIAKOIYIO PETYJSIUI0 aKTUBHOCTH D J[D4.

B HOpMmanbHBIX pubpobnactax nerkux yenoseka (NHLF) Bnusinue uHruOuTOpos
®J134 ObLIO ONMUCAHO B HECKOJBKHUX MyONUKALUAX. BhLIO MPOAEMOHCTPUPOBAHO, YTO
BbI3bIBaeMoe TDP-f npeobpasosanue pudpobdnactoB B MUOGUOPOOIACTHI,
oueHuBaemoe o o-I'MA skcnpeccuu, HHrUOUPYeTCsl MUKJIAMUIACTOM B IPUCYTCTBUH
PGE2 (Dunkern et al., 2007, Eur. J. Pharmacol. 572, 12 - 22). B nocnenyromux
DOKYMEHTAaxX Ta e rpyImia IpoAeMOHCTPUPOBaia HHTHOMPOBAHUE CTUMYJIHUPYEMOMH
IL-1B u o®@P®P nmponudepanun ¢udpod1acTOB MUKIAMHUIACTOM U Ba)KHOE 3HAUEHUE
nukinookcureHasol-2 u PGE2 (Selige et al., 2010, J. Cell. Physiol. 223, 317 - 326).
IIyrem npumenenus cneunpuanoit k noaruny ®J[34 muPHK Os110
npoaeMoHcTpupoBaHo BoBiedeHue OJ/194B u ®J[34A B 3TOT OTBET, a TaKXke
BopjeueHrue ®J[94B u ®J/[34D B Be3biBaeMmyto TOP-B skcnpeccuto a-I'MA (Selige et
al., 2011, J. Cell. Physiol. 226, 1970 - 1980). Baxxnocts Tpurrepa tAM® ns
moaynsauuu ¢pyHkuuit pudbpodnactoB nyreM uHruduposanus @194 Ovina
NOATBEP)KAeHA HHrHOupoBaHueM poduymunactoM uaaynupyemoit TOP-f1 mPHK
@®PCT u sxcnpeccun 6enka a-I'MA u @H B npucyrcrBuu f2-agpeHepruieckoro
arOHUCTA AJUTEBbHOTO neiicTBus nHaakatepona (Tannheimer et al., 2012, Respir.
Res. 13, 28). Kpome Toro, pazaununbie apyrue orsetsl NHLF (cunTes u
nponudepanus kojtareHa, oopasoBaHue aKTUBHBIX (OPM KUCIOpoaa u oOpa3oBaHuUe
F2-uzonpomnana, skcnpeccus HAJI®H-okcunassl 4), cTuMyupyemMblie OJI€OMULITHOM
unu 8-3mu-PGF20 unrubuposanucek N-okcunom podaymunacra (Vecchio et al., 2013,
Mediators Inflamm. 2013, 745984). B eme onHoit monenu ¢pudpoOracToB Jerkux
yenoseka (WI-38) BebiBaemyto TOP-B skcnpeccuro MPHK konnarena al, ®PCT u
@®H B npuCyTCTBHHM aKTUBATOPA aJA€HUILHKIIA3bl HOPCKOINHA HHTHONUPOBAN
podpaymunact u npyroit uaruoutop ®/1234 (coenunenue 1) (Sisson et al., 2018,
Physiol. Rep. 6, €13753), a Takxe ABOWHON cenekTUBHBIA HHruoutop ®J124/5
(coenmnenue A) (Muraki et al., 2019, Biosci. Biotechnol. Biochem. 83, 1000 - 1010).

Takum oOpa3om, MHOTHE i Vitro UCCIENOBAHUS MTOKA3bIBAIOT, YTO HHTHOUTOPBI

®/124 ciocoOHBI MPsIMO MHTUOUPOBATh pasauuHble GyHKIIUKN GuOpoOIACTOB, pHU
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KOTOPBIX 3HJOTE€HHbIN WU 3K30TeHHbIH Tpurrep HAM® npucyTcTByeT B TECTOBOM
cucreMme. XO0Ts Hanu4yue aroHucToB UAM® B HCKYCCTBEHHBIX YCIOBUSX i1 VIlro
MOXET OBITh OTPAHUYEHO, MOXKHO OXKHUIATh, YTO B OOJIE3HEHHBIX (BOCMAJIUTEIbHBIX,
(GuOpO3HBIX) TKAHAX BO3MOXKHO 0Opa3zoBaHue aroHUCTOB UAM®, Takux kak PGE2,
aZ€eHO3WH, TUCTAMHUH WK afgpeHanuH. 3HaueHue ®J[D4 B Takux yclnoBusx eine Oosee
BO3pacTaeT MPH MOBBIIAKOLIEH peryiasinuu aktTuBHocTU PJD4 nox aelicTeuem
LIUTOKUHOB, Takux kak IL-1f.

Monyisinuio eme OJHOTO HHTEePEeCHOTo acnekta Gudpo3a, SMUTeTHaIbHO-
ME3E€HXHMMAJbHOTO Mepexoaa, paccMaTpuBanu B ctuMmyiaupyemoin TOP-B1 nuHun
aJbBEOJISIPHBIX 3MUTEIHAIBHBIX KJIETOK yeaoBeka AS549 in vitro. TOP-B1
CTUMYJIHPOBAJ MOBBIIAK YO peryiasanuto noatunos @124 (®134A u 4D), a
ponunpam u MUPHK nHrubupoBaniu u3MeHEeHUs SMUTENHATbHO-ME3EeHX UMAJIbHOTO
nepexonaa nonodno skcnpeccun ®H u MPHK konnarena, Ho e MPHK o-TMA
(Kolosionek et al., 2009, Mol. Biol. Cell 20, 4751 - 4765).

1.2 Hporpeccupyromue Gudpo3upyrmue HHTEPCTHIHAJIbHbIE
3a0oaeBanus gerkux (IId-U3JI)

HUnTrepcTunuansubie 3a6onesanus terkux (M3J1) BkiarodaroT HEOTHOPOIHYIO
IPYIIY JIETOYHBIX 3a00J€BaHUN, MOPAKAIOIINX UHTEPCTUIIUN, OTIUYHBIX OT
OOCTPYKTHBHBIX OOJN€3HEH NbIXaTeNbHbIX MyTeH, TAKUX KaK aCTMa UJIU XPOHUUYECKas
obcrpyktuBHas 6one3nb nerkux (XOBJI). Jnutensnoe M3JI B HEKOTOPBIX ciydasx
NPUBOIUT K JierouHomy ¢pubposy. Haubonee mupoko nzyuennbim M3J1 siBisiercs
uauonaTudeckuit jerounsiii pudpos (MJID), koTopslit XapakTepusyercs
nporpeccupyromum jerounbiM Gudpozom. K ornuuneim ot MJID MU3J1 oTHOCSTCS
cBsizaHHbIe ¢ nuddy3HOI Oone3Hbo coenuuuTenbHol Tkanu M3J1, Takue kak Te,
KOTOpBIE CBSA3aHbI C PEBMATOUIHBIM aPTPUTOM U IPYTUMU ayTOUMMYHHBIMU
3a00IeBaHUAMU, CBA3aHHBIE C CUCTEMHBIM cKkyepo3oM M3JI (SSc-U3J1) u nonumMuo3ut
/ nepMaTOMHO3HUT, a Takxke M3JI, cBA3aHHBIE C XPOHUUECKUM CaPKOUIO30M,
XPOHUYECKUM T'MIEepUyBCTBUTEIbHBIM THEBMOHUTOM, HIUOTIATUYECKON
HecrenupuaecKkol HHTEPCTUIINAIbHON MTHEBMOHUEH, U CBSI3aHHbIE C BO3AEHCTBHEM
BPEIHBIX BEIIECTB 3a00eBanus, Takue Kak acoecro3 u cunukos (Cottin et al, . Eur.
Respir. Rev. 28, 180100; Kolb, M., and Vasakova, M. (2019), Respir. Res. 20, 57).
1o 40 % nanuents! ¢ 3Tumu M3JI noaBepkeHbl pa3BUTHIO IPOrPECCUPYIOIIETO

¢udpozHoro penoruna.
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[Iporpeccupyromue ¢udposupyrouue U3JI cBsi3aHbl C BBICOKOH CMEPTHOCTBIO,
Py CpeaHEeH OLEHOYHOM BBIKMBAEMOCTH MOCJE TUATHOCTHPOBAHHS Y MAILIUEHTOB C
NJI® 2-5 ner (Raghu, G., Chen, S.Y., Yeh, W.S., Maroni, B., Li, Q., Lee, Y.C., and
Collard, H.R. (2014). Idiopathic pulmonary fibrosis in US Medicare beneficiaries
aged 65 years and older: incidence, prevalence, and survival, 2001-11. Lancet Respir.
Med. 2, 566 - 572). IIporpeccupoBanue ¢udposzupyrouiero M3JI orpakaercst B pa3HbIX
napameTpax, BKJIHOYas CHUXKEHUE JIETOYHON QYHKIUU, CHUKEHUE CTTIOCOOHOCTH K
nepeHeceHno GU3UUECKON HArPy3KH, YXyALIEHHE Ka4eCTBa JKU3HHU, YXYAIIEHHE
KaIJIsl U OJBIIIKH, OCTPbIE MPUCTYIBI U YBEJIU4YeHNEe MOP(ONOrHIEeCKUX aHOMAJU I
(Cottin et al. Eur. Respir. Rev. 28, 180100, 2019; Kolb and Vasakova, 2019, Respir.
Res. 20, 57). YV nmaunuentos ¢ MJI® ¢popcuposannas ku3neHHass eMKocTh (DXKE)
SIBJISIETCS HAJACKHBIM MPOTHOCTHYECKUM (PAKTOPOM CMEPTHOCTH, U OCTPbIE MPUCTYIIbI
CBSI3aHBI C OYEHb BBICOKON CMEPTHOCTHIO. XOTsI KOPTUKOCTEPOUAbI U/UJIH
UMMYHOCYTIPECCHUBHbBIE JIEKAPCTBEHHbIE CPEACTBA MHOTAA IPHUMEHSIOT BHE
3aperuCTPUPOBAHHBIX MOKA3aHUN AJISI JICUEHHS MPOTPEeCCUPYIOMUX GUOPO3UPYIOLIUX
H3J1, B HacTOsIee BpeMsi €AUHCTBEHHBIMU YTBEPKACHHBIMU CPEICTBAMH JICUCSHHS IJIsI
3aMeaJIeHus: mporpeccupoBanus 3abonesanus npu MJI® spusitoTcs HUHTEJAaHUO U
nupdennnon (Richeldi et al., 2018, Eur. Respir. Rev. 27, 180074). Hunrenauu® Onin
ytBepxnaeH B CIIIA ¢ 2014 r. (U.S. Food & Drug Administration, 2020, OFEV®
(nintedanib)), a B EBpone u Anonnu ¢ 2015 r. (European Medicines Agency, 2021b,
OFEV® (nintedanib)), Torna xak nupdenunon Obu1 yrBepkaeH B Anonun B 2008 r., B
EBpome B 2011 r. (European Medicines Agency, 2021a, Esbriet (pirfenidone)), u B
CHIA B 2014 r. (U.S. Food & Drug Administration, 2019, ESBRIET®
(mupdenunon)). TpaHCIIAHTALMS JIETKUX SIBJISETCS €IMHCTBEHHBIM MOTEHLMATbHBIM
panukaiabHbIM JiedeHueM s MJI®, u meguumnHckas norpedHocts npu UJI® u npyrux
nporpeccupyromux ¢pudposupyrmux U3JI ocTaeTcst BLICOKOH.

Onnako y nanueHTos ¢ MJID, nuMeromux oT Jerkoro A0 yMEpeHHOIr0 HapylleHUs
DXKE (=50 % cornacHo mporao3y), o0a yTBEpKIEHHBIX HA TaHHOE BpeMs
JIEKapCTBEHHBIX CPEeACTBA MUPPEHUIOH U HUHTEAAHUO CIIOCOOHBI JUIIb CHUXKATD
yMmeHbmieHne @XKE, 4To COOTBETCTBYET 3aMEIJIEHUIO TPOrPeCCUPOBAHUS
3a00eBaHUsA, HO HU OJTHO U3 HUX HE CIIOCOOHO OCTAHOBUTH, PEBEPCHUPOBATH UIIU
uzneuntb cumnromel MJI® (Tzouvelekis et al Ther. Clin. Risk Management 2015, 11,

359 - 370).
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HecmoTps Ha 510, 00a BapuaHTa jiedeHus, 100 ¢ mpuMeHeHneM nupdeHu10Ha,
an00 C MpUMEHEHNEM HUHTeNaHn0a, TeMOHCTPUPYIOT 3HAUUTENIbHBINA OJIaronpusTHBINA
s dext B 3amennenuun nporpeccupopanus 3abonepanus NJID.

Haubonee BripakeHHBIMU MOOOYHBIMU 3P PeKkTaMu, CBI3aHHBIMHU KaK C
HUHTENaHUOOM, TaK U C NUPPEHUTOHOM, SIBISIOTCSA MOPAKEHUS XKeTyJOUHO-
KHIIEYHOTO TPAKTA, B YACTHOCTHU, AHApEsi, TOLUITHOTA, PBOTA, OOJb B )KMBOTE, CHUIKECHHE
amnmneTUTa U CHH)KEHUE MacChl Teja. B ciiydyae BOSHUKHOBEHHE MOOOYHBIX 3P EKTOB CO
CTOPOHBI JKEJTYIOYHO-KHIIEUHOTO TPAKTA MPUHUMAEMbIe MEepPbl OOBIYHO COCTOAT B
NPEeKPAIleHUH JICUSHHUsI, CHUKEHUH A03bl UJIH CUMIITOMATHYECKOM JIEYEHUU MOOOYHBIX
3(dexTOB CO CTOPOHBI KENYIOUHO-KUIIeYHOTO TpakTa (cM. Mazzei et al, Ther. Adv.
Respir. Dis. 2015, Vol. 9 [3], pp. 121 - 129).

ITo mpuunHE 3THX “HAKOMHUTEIbHBIX MOOOUYHBIX 3(PPEKTOB CO CTOPOHBI
Ky TOYHO-KHIIEYHOTO TPakTa’ Kak [Js nup(eHUuI0Ha, TaK U Uik HUHTeAaHnba
koMOuHUpoBaHHOE neueHue NJI® ¢ npumenennemM komOMHaMK NTUPHEHUIOHA U
HUHTenaHuO0a NpUMEHSIOT penko. MccnenoBaHust mpoAeMOHCTPUPOBAIIH, YTO
KOMOMHUPOBAaHHOE JIEU€HUE C IPUMEHEHNEM Nup(eHn10Ha 1 HUHTeNaHn0a BeIeT K
YBEJIHYEHUIO MMOOOYHBIX 3((PEKTOB CO CTOPOHBI JKENYAOYHO-KUIIEYHOTO TPAKTa, B
YaCTHOCTH, K AUapee, TOIHOTEe, pBOTEe U 00U B BepxHel oOnactu xkuoTa (Vancheri
et al., Nintedanib with Add-on pirfenidone in Idiopathic Pulmonary Fibrosis: Results
of the INJOURNEY Trial. Am J Respir Crit Care Med. 2017, Epub ahead of print).

Taxum oOpa3om, BBUAY TOTO, YTO 00a aKTHUBHBIX BEIECTBA, KOTOPbIE HA TaHHBIH
MOMEHT yTBepkAeHbI s nedenus UJID, T. e., nupheHUuI0H U HUHTEAaHUO, MPU
BBEJCHHH IO OTAEJIbHOCTU HE CIIOCOOHBI OCTAHOBHUTH UK U3ieduTh MJI®, a nuimp
CrOCcOOHBI 3aMeAIUTh mporpeccupoBanue 3adonesanus NJI® Ha onpeneneHHbIH
npoueHT (Tzouvelekis et al Ther. Clin. Risk Management 2015, 11, 359 -370), u
BBUAY TOTO, YTO U HUHTENAHUO, M MUPYEHUIOH K TOMY K€ JeMOHCTPHUPYIOT
3HAYUTENbHbIE TOOOUYHBIE 3 (PEKTHI CO CTOPOHBI JKENYAOYHO-KHUIIEYHOTO TPAKTA,
KOTOpPbIE HAKATUITMBAKOTCS MPH COYETAHUU IBYX COCNHHEHUH, CYIECTBYET
3HAYUTENbHAsI MEIUIMHCKAs MOTPEOHOCTh B yAyUIIEHHBIX criocobax neuenus: MJID/
[1®-U3JI, B yacTHOCTH, B yay4lIeHHbIX criocobax neuennss UJID/TID-U3JI, kotopsie
COYETAIT yJIYUIIEHHYIO TEPANEeBTUUECKYIO 3P PeKTUBHOCTD (IO CPABHEHHIO CO
CTAaH/IAPTHBIM JIEYEHHEM ) C MPUEMIIEMON EPEHOCUMOCTHIO / 0€30MaCHOCThIO, B
YaCTHOCTH, B OTHOLIEHHH MOOOYHBIX 3(PPEKTOB CO CTOPOHBI KETYyAOUHO-KUILIEIHOTO

TpakxTa.
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1.3 IlatenTHas auTepartypa
B nononHeHue k yrBepkaeHHbIM HHruOUTOpam @ /1294 — podpnymunacry u
anpeMMuIacTy — ObUIO ONyOJMKOBAHO MHOXKECTBO APYTUX MATEHTHBIX 3asBOK,
COCTaBJICHHBIX JUIS APYTUX UHrHOUTOpoB P /154 ¢ yaydmIeHHBIMU CBONCTBAMMU:
. IIrepunuuoB B kauecTBe uHrubutopos @194 — B nokymentax WO
2006/056607, WO 2006/058869, WO 2006/058868 u WO 2006/058867.
. [Munepa3suHO-TUTHAPOTHEHONTUPUMHUINHOB B KauecTBe HHruOuTopos ®J194 — B
nokymeHTax WO 2006/ 111549, WO 2007/118793 u WO 2009/050242.
. [MunepuANHO-AUTHAPOTUSHOMUPUMHUANHOB B KauecTBe HHruOuTopos @[04 — B
nokymenTax WO 2009/050248 u 8 WO 2013/026797.

Nuarunburtoper @124 @opmyisr [
Cl

u @opmyuer 11

O HXOH
II
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u, B yactHoctH, @opmyer 111

HN OH

I11,
KOTOpBIN sABIsieTca R-oHanTHOMepOM coequHenuss @opmysr 11,
Opun onmcanbl B fokyMeHTe WO 2013/026797. Bbuto npoieMOHCTPHPOBAHO, YTO
5 unruouropsl @124 ¢popmyn I, II u IIl npennourutensHo narudupyrot ©J124
noarumna B.

B noxymente W02019/081235 packpriBaercss KOMOMHALIMsI HUHTEeNaHU0A 1
unruouropa ® /1234 @opwmynsl III, nemoHcTpHUpyrOIas B in Vitro aHanuse C
npuMeHeHneM GpudpobIacTOB NErkux 4YenoBeKa CHHEPTreTUYECKUN CBEPXaaIUTHBHBIN

10 3¢ dexT B oTHOmEeHNH npoaudepannn GudpodaacTos.

Takum obpas3om, HU B fokymeHTe WO 2013/026797, uu B nokymente WO
2019/081235 He pacKpBIBAIOTCA A03bI U/WUJIN PEKUMBI JO3UPOBAHUS UHTUOUTOpPA
®J124 ®opmynsl 111, koTOpBIe B KOMOMHALMY CO CTAHAAPTHBIM JiedeHueM npu [1D-
N3JI/NJI® (nuaTenannbom minu nupeHUI0HOM) COUETAIOT U MPEBOCXOJHYIO

15 TepaneBTUYECKYI0 3} PEKTUBHOCTD, U MPUEMIIEMbI MPOPUIb MEPEHOCUMOCTH /
0€30MacHOCTH y YeJ0BEKAa, B YACTHOCTH, MPHUEMIIEMbIH NPOPUIIb HEXKeTaTEIbHBIX
sBJIeHHUH / TOOOUYHBIX 3(P(PEKTOB CO CTOPOHBI KEJNyAOYHO-KUIIEUYHOTO TPAKTA.

OnHaKO TOJBKO MepOpabHbIE KOMIO3HIIMU B 103aX U PEXKUMAaX O3UPOBAHUSA,
KOTOPBIE COYETAIOT YIOBJIETBOPHUTEIBHYIO TEPANEBTUUECKYIO 3(PPEKTHBHOCTD IS

20 neuenus [1O-U3JI, npennouturensao UJI®, ¢ ogHON CTOPOHBI U IPUEMIIEMYIO
MePEeHOCUMOCTh / 0€30MaCHOCTb C APYrOi CTOPOHBI, BEAYT K HAJJICKAIEMY
COONIIOIEHHIO MAIUEHTOM PEKUMa JICUCHHS U, TAKUM 00pa3oM, K ycremHoi [1d-
N3JI/NJID-Tepanuu 05 MaueHTA.

OTtcrona crnenyet, 4To npobiaeMa U300peTeHHsT COCTOsIAa B TOM, YTOOBI

25 obecneuynTh HOBBIE CIIOCOOBI JIEUSHHUS HIIM KOMOMHUPOBAHHOTO JICUEHHUS ISl TEPATIUU

nauueHTos ¢ [1®-U3JI, npennoyrurenbHo Ans Tepanuu nauueHTos ¢ MJID, koTopsie
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OBl cOYeTa N MOBBIMIEHHYIO TEPANEBTUUECKYIO 3(P(PEKTUBHOCTD (IO CPABHEHHIO CO
crangapTtHbIM JieueHueMm [1D-N3JI/UJI® no oTaenbHOCTH, TO €CTh, TU00
HUHTEIaHUOOM OTHAEIbHO UJIU NUPPEHUIOHOM OTAEIBHO) C IPUEeMIIEMBIM MPoduiiemM
nepeHOCUMOCTH / 0€30MacHOCTH, YTO B pe3ysibTaTe obecnednBano Obl Hajexamee
coOmroieHNe MalMeHTOM peXkiuMa JiedeHns. B oTHomeHnn npuemaeMoro npoduis
nepeHOCUMOCTH / 6€30MacHOCTH OCOOEHHO Ba)KHOM SBJISETCS MPUEMIIEMOCTD
noO0UHBIX 3P (HEKTOB / HEIKENATEIbHBIX SBJICHUN CO CTOPOHBI JKEJIYJOYHO-KUIIEUHOTO
TPaKTa M, TAKUM 00pa3OM, JOCTHTAETCA U MOAAEPKUBACTCS COOTIOICHNE MAUEHTOM
peXuMa MEeITMKaMEHTO3HOTO JIEYEHHS.

Orta npobnema nzodOpereHus Obuta peureHa dyiaronaps pe3yabTaTam
KJIMHIYECKOTr0 UCIbITaHUs A1s1 naruenToB ¢ MJI® (¢daszwr 1) B Teuenue 12 Henens ¢
oueHKOo# 3 PpexkTuBHOCTH, 0€30MACHOCTH U NEPEHOCUMOCTH HHrubuTopa ®J124
@opmynsl 11, oTaensHO WK B KOMOWHAIIUK CO CTaHAApTOM JieueHus: MJID
(HuHTenaHuOOM MM MUPPEHNUAOHOM), UTO B pe3yJIbTaTe 00ECIeUnIo HOBbIE CITOCOOBI
nedenus [1@-U3JI/NJI®, coueraromue CTaHAAPTHOE MEIUKAMEHTO3HOE JieueHue [1D-
N3JI/NJIP (c npumeHeHueM HUHTenaHuOa unu nuppenunona) ¢ 18 mr unu 9 mr nsa

pasa B neHp uHruouropa ® 134 @opmynsr 111

IIL.
B nmpeanoutuTenbHOM BapuaHTEe OoCcylecTBIeHUs HHTHOUTOp P14 Dopmysl
IIT BBOAsT nauuenty ¢ I1®-U3JI, npennoururensHo nanuenty ¢ UJID, B nosze,

cocrasysAromen 18 mr, ABa pasa B 1€Hb.
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B nepBom acnekte nmpoOnemy nzoOpeTeHuUs paspemanu ogaronapss KOMOUHALIUN

uHruouropa ® /1234 @opmynsr 11

I11,
u nuppennnona. B vactHocTH, mpodriemMy n300peTEHUSI B 3TOM IEPBOM aCIEKTe
pazpemanu Onaronaps komOuHanuu uHrudburopa ®J1234 @opmynsl 111 u
nuppenunona, npudeMm uarudurop ®J/124 @opmynsl 11l BBOAAT manueHTy B 103e,
cocrapisiromeit 18 mMr i 9 Mr, mpu Ka)xa0M BBEICHUHU ABa pa3a B neHb (18 mr nBa
pasa B ieHb WUIM 9 MT /iBa pas3a B €Hb), Ipu4yeM NupPEeHUIO0H BBOISIT NALHEHTY B
TepaneBTUYECKU 3P (PEKTUBHBIX 103aX U PEXKUMAX JTO3UPOBAHUA, KAK YTBEPIKIACHO IS
nuppeHn0Ha (B YaCTHOCTH, 03aX U PEKUMaxX AO3UPOBAHMS, KOTOPBIE BEAYT K
cyTouHO# no3e nupdenunona ot 801 mr no 2403 mr).

Bo Bropom acnekre 3Ty npobiemMy u300peTeHus pa3peiaid NyTeM COUeTaHUs

uHruouropa ®J134 ®opmynsr 111

OH

I11,
U HUHTenaunoa, npudem uaruoutop @134 @opmynst 111 BBOAAT manuenty B no3e,
cocrapistomeit 18 mMr wim 9 mMr, mpu Ka)xa0M BBEICHUHU ABa pa3a B n1eHb (18 mr nBa
pasa B eHb MJIM 9 MT J1Ba pas3a B J€Hb), IPHUYEM HUHTEIaHUO BBOIST MALIHEHTY B

TCPANICBTUYCCKHU S(b(beKTI/IBHbIX A03aX U PEKUMaxX NO3UPOBAHUS, KaK YTBCPXKACHO AJIA
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HUHTenaHuOa, B 4aCTHOCTH, B 103€, COCTaBjsAomen 150 Mr, KOTOPYIO BBOIST JBA pa3a
B I€Hb, UJIH B 103€, cocTaBsiomen 100 Mr, KOTOPYrO BBOISAT IBA pa3a B ACHb.

B nmpeanoururenpHOM BapuaHTe ocyuecTBiaeHUss UHruoutop @134 @opmyinsl
IIT BBOAST MaLlMEHTy B 403€, COCTaBJsOmel 18 Mr, mpu Ka>kA0OM BBEJ€HUHU ABA pas3a B
nesb (18 mr nBa pasa B IeHb) B KOMOMHALUK ¢ MUPPEHUIOHOM HJIM B KOMOMHALIMH C
HUHTEeTaHUOOM.

2. Onucauue u3zodpereHus

2.1 HoapobOuoe onucanue U300peTreHus

B nepBom acnekTe nzodOperenue kacaercs GapManeBTHIECKONH KOMIO3ULIMH I JIs
NepOpaJbHOrO BBEJAECHUs, BKIIOYAOLI el

. 18 mr uaruduropa ®/134B @opmysr 111

OH

III

2

. TepaneBTU4Yecku 3 PekTUBHYIO 103y NUPPEHUIOHA U
. HeoOsI3aTeIbHO OJJMH HJIM HECKOJIBKO (papMaieBTHYECKH IPHEMIIEMbIX

HOCHUTEJICH UM BCIIOMOTATENbHBIX BELIECTB,

IUTs1 ISUCHUS MALUEeHTa, CTPAJAI0Iero OT mporpeccupyromero Gudpo3upyrmero
UHTEepCTULHATBbHOTO 3a00neBanus jerkux (I1®-M3J1), npuyem sTa hpapManeBTHIECKAS
KOMIIO3HIIUS UJISI TEPOPAbHOTO BBEICHUS NMPEIHA3ZHAYAETCS sl BBEICHUS
BBIIIEYTOMSTHYTOMY MAaIlMEHTY ABA pa3a B ICHb.

Takum obpaszom, mporpeccupyrmuM GuOPO3UPYIOIMUM HHTEPCTHIIHAIbHBIM
3aboneBanuem jerkux (I1@-KM3JI), oT KOTOPOro CTpagaeT MauUueHT, MPEATOYTUTEIBHO
SIBJIIETCS] UAUOMATUUECKUM Jerounbiii pudpos (MJ1D).

Takum obpas3om, TepaneBTuuecku 3QPEeKTUBHON 10301 MUpPEeHUT0HA
NPEANOUYTUTENBHO SBJSIETCS 4034, BeAylas K cyTounon gose ot 801 mr go 2403 wmr.

Bo BTOpOM acnekTe uzobpereHne kacaercs crnocoda JedeHnuss OMHOTO WIH
HECKOJIBKUX MPOTPECCUPYOIMUX GuOpo3upyoIUX HHTEPCTHIHATBHBIX 3a00eBaHUN

nerkux (IT®-U3JI), koTOpBHIil BKIOYAET 3TAN NMEPOPATHHOTO BBEECHHS MALHEHTY,
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KOTOPBIN B 3TOM HYKJA€TCs, TepaneBTUYeCKH 3Pp(HEKTUBHOTO KOJIUYECTBA

uHruouropa ®J134 @opmynsr 11

I11,
B KOMOWHAIIUH C TePaneBTUYECKU 3P (PEKTUBHBIM KOJIUYECTBOM MUPQEHUIOHA.

B nmpeanouTuTebHOM BapHaHTE OCYIIECTBJIEHHUS BBIMIEYIIOMIHYTOrO Crocoda
unruourop ®J124 ®@opmyner 11l BBOASAT B n03€, cocTraBisitomeit 18 mr, nBa pasa B
J€Hb MaLNEHTY, KOTOPBII B 3TOM HYKJA€TCs, B KOMOUHAILUH C TEPAIEBTUIECKHU
5} PpeKTUBHBIM KOTUYECTBOM NUpP(PEHNUI0HA.

B npyrom nmpeano4TUTENbHOM BapUAaHTE OCYIINECTBIEHUS BBILIEYTOMSIHYTOTO
criocoba uarudurop @124 @opmynet I BBOASAT B H03€, cocTaBisromei 9 mr, nBa
pasa B IeHb MALMEHTYy, KOTOPBII B 3TOM HYXKIAA€TCsA, B KOMOUHAIUY C TePANIEBTUYECKHU
3¢ pexTUBHBIM KOTUYECTBOM NUp(EeHNnI0HA.

B eme oqHOM MpeAnOYTUTENBHOM BapHaHTE OCYINECTBJIEHUS BBILIEYTOMSIHYTOIO
crocoba mporpeccupyromum GuOpO3ZUPYyOIUM UHTEPCTUIIHAIbHBIM 3a00JI€eBaHUEM
aerkux (IT®-U3JI) sBnseTcs uauonarudyeckuii serounsiii Gudpos (MJID).

B emie oqHOM MpeAnOYTUTEIBHOM BapUaHTE OCYINECTBJICHUS BBILIEYTOMSHYTOTO
criocoba muppeHU0H BBOIAT B 103€ U B PEKHME JO3UPOBAHUS, KAK YTBEPIKIACHO IJIs
nuppeHu10Ha.

B emie oqHOM MpeANOYTUTENIFPHOM BapHAHTE OCYINECTBJICHHUS BBILIEYTOMSIHYTOTO
criocoba mupheHU0H BBOIAT B 103€ U B PEXKUME TO3UPOBAHUS, KOTOPBIA BEIET K
cytounou gose ot 801 mr go 2403 mr.

B emie oqHOM MpeANOYTUTENIFHOM BapHaHTE OCYINECTBJICHUS BBIMIEYIIOMSIHYTOTO
criocoba mHrudutop @124 @opmyns 111 B nose, cocrapnsromeit 18 mr (unu 9 mr),
BBOJSIT J1BA pasa B A€Hb B OJJHOW KOMITO3HMIIMHU JJIsI EPOPATIbHOTO BBEIECHUS, &
TepaneBTUYeCKH 3P PEeKTUBHOE KOJTUUYECTBO MUP(PEHNUTOHA BBOAST B OTACIbHOMN

NepopajbHON KOMIO3ULIUH.
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B npyrom mpeanodTUTENbHOM BapUaHTE OCYINECTBJIEHUS BBILIEYTOMSIHYTOTO
criocoba uarudutop ®J[24 @opmyns 111 B nosze, cocrapnsromeit 18 mr (unu 9 mr), u
TepaneBTU4YeCcku 3¢ (HEeKTUBHOE KOJIMYECTBO MUP(PEHNUI0OHA BBOASAT ABA pa3a B J€Hb B
OJIHOM mepopajbHOM KOMIO3UIIUH.

B tperpem acnekte nzoOpereHue kacaercs papManeBTUUECKONH KOMIO3ULIHMH AJIS
nepopaJbHOrO BBENCHUs, BKIOUaromeil nuruobutop ®1234B ®opmyser 111

cl

N TR

 a
N

OH

I11,
B J103€, COCTaBJISsIFOIMEeH 18 Mr (unu B 103€, COCTABISIIOIMEH 9 MT), st IPUMEHEHHS
COTJIACHO Croco0y JIeueHusI NallMeHTa, CTPAJA0LIero OT OAHOTO HJIM HECKOJIbKUX
nporpeccupymux GuOpo3upyro X HHTEPCTULIHAIbHBIX 3a00aeBanuil terkux (I1D-
N3JI), npudeM BHIIEYTOMSAHYTYIO (papManeBTHIECKYIO0 KOMIO3HIUIO AJIs
epopajJbHOro BBeNeHUs, BKIoUaomyto 18 mr (unu 9 mr) nuuruburopa ®/124B
®opmyasl III, BBOAAT nBa pa3a B A€Hb NALMEHTY, KOTOPbIN B 9TOM HY)KAA€TCs, B
KOMOMHAIMK C TepaneBTUYeCKH 3P HEeKTUBHBIM KOJNYECTBOM NMUPPEHUI0HA.

Takum obpazom, TepaneBTHYECKH 3P (PEKTUBHOE KOJMYECTBO MUP(EHUTOHA
NPEeANOYTUTEIBHO MPUCYTCTBYET B OTAEIbHON (hapMaLeBTHYECKONH KOMITO3ULIMH I JIs
NepOPaTbHOTO BBEICHUS.

B nmpeanouTuTeIbHOM BapHaHTE OCYIIECTBJICHHUS BBIMIEYIOMSHYTBIH HHTHOUTOP
OJ1234 ®opmyas! 111 BBOIAT B 03€, cocTaBisitoliei 18 Mr, ABa pas3a B ieHb B
KOMOMHALMU ¢ TepaneBTUYeCKH 3PP EeKTUBHBIM KOJHYECTBOM NUPPHEHUTIOHA
NALHUEHTY, KOTOPBII B 3TOM HYKIAETCS.

B apyrom mpeano4YTUTENbHOM BapUAaHTE OCYIIECTBICHUS BBIMIEYIIOMSIHYTHIN
uHruourop ®J124 ®@opmynser 11l BBOAAT B 103€, cOCTaBIAOImMEH 9 Mr, 1Ba pa3a B I€Hb
B KOMOWHAIIUH C TePaNeBTUYECKHU 3(PPEKTUBHBIM KOJUYECTBOM NMUPEHNAOHA
NALUEHTY, KOTOPBIM B 3TOM HYXIAETCH.

Takum obpas3om, TepaneBTUYECKU 3P (PEKTUBHOE KOJTHMIECTBO NUPPEHNUI0HA

NpeANnOYTUTETIbHO BBOASAT B J0O3€ U B PEIKUME NJO3UPOBAHUA, KaK YTBCPIXKACHO AJIA
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nuppeHnoHa, 6onee NPennoUYTHTEIbHO BBOAAT B 1O3€ U B PEKUME JO3UPOBAHUSA,
KOTOPBIN BeeT K cyTouHOM no3e ot 801 mr no 2403 mr.

B ewme ogHOM NpeAnOYTUTEIBHOM BApPUAHTE OCYLIECTBJIEHUs BbILIEYIOMSHYThIN
uHruourop ®/134 ®@opmynst [II npuMeHSIOT AN TeUSHUS UIUONATHYECKOTO
aerounoro ¢ubposza (UJID).

B nmpeanoutuTebHOM BapuaHTe ocyuecTBieHus 18 mr (unu 9 mr) uaruburopa
OJ134 ®opwmynsl 111 BBOAAT nBa pa3a B J€Hb B KOMIIO3ULIMU JUJISI IEPOPATIBHOTO
BBEJIEHUSI, a TepaneBTUYECKU 3PP eKTUBHOE KOTUUECTBO MUPPEHUIOHA BBOIST B
OTIEJbHON NMEePOPaIbHON KOMMO3ULUMU NALUEHTY, KOTOPBIM B 3TOM HYKAA€TCH.

B nmpeanoututenbHOM BapuaHTe ocymecTBieHus 18 mr (unu 9 mr) uaruburopa
®J124 @opmyusr 111 u TepaneBTuuecku 3¢ PEeKTUBHOE KOTUIECTBO NUPHEHUT0HA
BBOJST MallUE€HTYy, KOTOPBIA B 3TOM HYKJAaeTcs, Ba pa3a B I€Hb B OJHOMU
NepopajbHON KOMIO3ULIUH.

B yeTBepTOM acnekTe nzoOpereHue Kacaercs npuMeHeHus naruouropa ®/1234B

®opmyas! 111

.

(R)'ﬁ

I11,
ISl IPUTOTOBJIEHUS (PapMaLEeBTUUECKOW KOMIIO3UIIUHU IS TEPOPATbHOTO BBEICHUS,
BKJIIOHAKOLIeH TepaneBTuYecku 3¢ pekTuBHOE KonuyecTBo narudouropa ®J124B
@opwmyunsl 11 st npuMeHEHHS COTJIACHO CMOCO0Y JIEUeHUs NAalMeHTa, CTPANA0IIero
OT OJTHOTO FUIM HECKOJIBKUX MPOTPECCUPYIOIUX GUOPO3ZUPYIOIUX HHTEPCTHULHATBHBIX
3aboneBanuii nerkux (I1®-U3JI), npuuem BrimeynoMsiHyTas GpapManeBTUIECKast
KOMIIO3HIIUS UJIsI IEPOPAJIbHOTO BBEICHHUS, BKJIIOYAOIAs TEPAIEBTUYECKH

3¢ peKTUBHOE KOTNYECTBO BBIIEYNOMSAHYTOTO HHruoutropa @134 ®@opmynsr 111,
npeaHa3sHaueHa JJisl NePOPATbHOrO BBEICHUS BBIIIEYIIOMSIHYTOMY MAlUEHTY B

KOMOMHALIMH C TepaneBTUUEeCKH 3P PEKTUBHBIM KOJTUIECTBOM U PEKUMOM

I03UPOBAHMS NMUPPEHUAOHA.
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B npennoyTuTENbHOM BapUAHTE OCYINECTBJIEHUS BbILIEYIOMSHYTOTO
npuMeHeHust uaruouropa ®J[24B Dopmynsl II1 BeIeynoMsaHyTas
bapmaneBTHUECKasT KOMITO3ULIMS JJIS IEPOPATBHOrO BBECHUS BKJIIOYAET UHIUOUTOP
DJ124B Dopmyas 111 B no3e, cocraBnstomeit 18 Mr, u npegHazHavyaeTCs IS
BBEJICHUS J1BAa pa3a B IeHb B KOMOMHALNK C Te€paneBTUYECKH (P EeKTHBHBIM
KOJIM4YEeCTBOM NMUP(EHNUTOHA MALMEHTYy, KOTOPBII B 3TOM HYKIAETCs.

B npyrom nmpeanouTuTeIbHOM BapUAHTE OCYLIECTBJIEHUS BBIIIEYTOMSIHYTOTO
npumMeHenusi uaruouropa ®JI24B Dopmyunsl 111 BeIeynOMsAHYTaS
(dapmaneBTHUECKasT KOMITO3ULIHS [JISl IEPOPATBHOTO BBECHUS BKIOYAET HHIUOUTOP
OJ194B Dopwmynsr 111 B no3e, cocTaBnsitomeit 9 Mr, U npeaHa3HAYAETCS JIsI BBEICHUS
IBa pa3a B I€Hb B KOMOWHAIIUH C TePaeBTHIECKU 3P (PEKTHBHBIM KOJIUYECTBOM
nuppeHnI0Ha NALHEHTY, KOTOPBII B 3TOM HYXKIAETCS.

B eme ogHOM npennoYTUTEIBHOM BAPUAHTE OCYLIECTBJIEHUS BbILIEYIOMSHYTOIO
npuMeHeHust uaruouropa ®/[34B Popmynsl III nuppernaoH BBOAAT B 103€ U B
pexuMe NO3UPOBAHMs, KOTOPBIN BeaeT K cyTouHOU ao3e ot 801 mr no 2403 mr.

B eme ogHOM NpeanoOYTUTEIBHOM BAPUAHTE OCYLIECTBJIEHUS BBILIEYIOMSHYTOIO
npumMeHeHnust uaruouropa ®J/[24B Popmynsl [II papmaneBTHIECKYIO KOMIO3HIUIO
ISl IEpOPaNIbHOTO BBEAEHHUs, BKiIroHaromyo 18 mr (mim 9 mr) uaruduropa ©J/124B
@opwmyunsl 111, BBOAAT nBa pas3a B A€Hb, a TepaneBTHUYECKH 3(PPEKTUBHOE KOIHMYECTBO
nup@eHn0Ha BBOAST B OTAEJIBHON NEePOPATbHON KOMITO3UIIUN HPEATOYTUTENBHO TPH
pasa B IeHb NALMEHTYy, KOTOPBIH B 3’TOM HY3KIAE€TCH.

B npeanoyTuTENbHOM BapUAHTE OCYINECTBJIECHUS BbIIIECYOMSIHYTOTO
npumMeHenusi uaruouropa ®JA24B Dopmynsl 111 18 mr (winu 9 mr) uaruduropa
®J134B ®opmyasl [II npucyTCTBYIOT B TOH ke (papMaleBTUUECKONH KOMIO3ULIMU TSI
NepPOPATbHOTO BBEICHUS, YTO U TepaneBTUYECKH 3PP EeKTUBHOE KOJIHMYECTBO
nupdEeHU0HA, U UX BBOIAT MALUEHTY, KOTOPBIH B 3TOM HYKAAE€TCs, 1BA Pa3a B AEHb.

B nsaTom acnekTe nzobpereHue kacaercs GapMaLeBTHUECKON KOMIO3UIIUH JJIs

NEPOpaIbHOTO BBEACHHUA, KOTOPAsd BKIKOYACT
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. 18 mr uaruduropa ®/124B ®opmynsr 11

cl
N7 Y
/
N
N
OH
I11,
. TepaneBTHYeCcKH 3(Q(HEeKTUBHYIO 103y HUHTeaHuOa U
. HeOoOsI3aTeIbHO OJMH UJIU HECKOJBKO (papMaLleBTUUECKHU MPUEMIIEMBIX
5 HOCHTEJIeH UJIM BCIIOMOTATEIbHBIX BEIIECTB,

IUTs1 IEUEHUS MALUEeHTa, CTPAJA0IEro OT mporpeccupyomero Gpudpo3upyrmero
WHTepCTULIHATbHOTO 3a0oneBanus jerkux (I1®-M3J1), npuyem sTa hapmaneBTHIECKAs
KOMITO3UIUS JJISl IEPOPAIBHOTO BBEASHUS MPEeAHA3HAYACTCS AJIs1 BBEICHUS
BBILICYIIOMSIHYyTOMY MAIlUEHTy ABA pa3a B ICHb.

10 B anpTepHATHBHOM BapHaHTE OCYLIECTBJICHUSI U300pETEHNE KacaeTCs
dbapmManeBTUUECKONH KOMIIO3UILMU JJIsl IEPOPAJIBHOTO BBEIEHHS, KOTOPasi BKJIIOYAET

. 9 mr unruduropa ®/124B dopmynsr 111

Cl

N7
/
N

N
OH
I11,
. TepaneBTHYeCKH 3Q(HEeKTUBHYIO 103y HUHTeaHu0a U
15 . HeOoOsI3aTeIbHO OJMH UJIU HECKOJIBKO (papMaLleBTUUECKHU MPUEMIIEMBIX

HOCUTEJEN UJIU BCIOMOIraTeJIbHBIX BCIICCTB,
IJIsL JISYSHUS MAlMeHTa, CTPAJALIero OT Nporpeccupypuero Gudpo3upyoero

WHTepCcTHLIHATbHOTO 3a0oneBanus jerkux (I1®-M3J1), npuyem sTa hapmaneBTHIecKas
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KOMIIO3ULMs AJIS IEPOPAIbHOIO BBEAEHUS NpeAHa3HAYaeTCs AJis BBEAEHUS
BBILIECYTIOMSIHYTOMY NallUEHTy ABA Pa3a B JIEHb.

Takum ob6paszom, mporpeccupyrouum GuOPO3UPYIOIUM HHTEPCTHIIHAIBHBIM
3aboneBanuem nerkux (I1@-M3JI) npeanoYTUTENBHO SBISAETCS UIAMONATHYECKHUH
aerounslii Gudbpo3 (MJID). Takum oOpa3om, TepaneBTHuecku dPppexkTuBHAs 1032
HUHTeAaHUOA MPEeaNOYTHTEIBbHO cocTaBisieT 150 Mr, KOTOpbIe BBOIST B pasa B
J€Hb.

Takumu oOpazom, TepaneBTHUYECKHU d(PpPeKkTUBHAS 1032 HUHTEaHUOA
NpPEeANnOUTUTENbHO cocTaBasgeT 100 mMr, KOTOpble BBOAAT BA pa3a B J€Hb.

B mectom acnekte n3obpeTeHne KacaeTcs Crnoco0a Je4eHnust OAHOTO WIIH
HECKOJIBKUX MPOTPeCcCUpyrImux GuOpo3upyomux HHTEPCTHIHATBHBIX 3a00JIeBaHUN
nerkux (IT®-U3JT), KOTOPBIi BKIOYAET 3TAM MEPOPATHHOTO BBECHHS MALNEHTY,
KOTOPBIH B 3TOM Hyskaaetcs, 18 mr uarudburtopa ®J/124 ®@opmyner 111

cl

N7 X

S
N

OH

I11,
7Ba pa3a B IcHb B KOMOMWHALIMHU C TepaneBTHYECKH 3P (PHEKTUBHBIM KOJUYECTBOM
HUHTenaHuOa.

B anbTepHAaTUBHOM BapHaHTE OCYIIECTBICHUS N300peTEeHHE KacaeTcs crnocoba
J€YEHHs] OJHOTO WU HECKOJBKUX MPOTPECCHPYIOINX GUOPO3ZUPYIOIHX
UHTepCTULHANBHBIX 3a00neBanuii nerkux (I1®-U3JI), koTOpbIi BKIOYALET 3TAN
NepPOPaTbHOrO BBEICHUS MAMEHTY, KOTOPBIH B 3TOM HYXKJAaeTcs, 9 MI HHTHOUTOpa
®J124 ®opwmyansr 11l n1Ba paza B feHb B KOMOMHALMH C TepaneBTUUECKH 3 PEKTUBHBIM
KOJIMYE€CTBOM HUHTeHaHHuOa.

B nmpeanouTuTeIbHOM BapHaHTE OCYIIECTBJIEHHUS BBHIMEYIOMSHYTOrO criocobda

OTHUM HJIH HECKOJBKHUMH NPOTPECCUPYIOIHUMHU GUOPO3UPYIO LIUMH

UHTepCTULHANbHBIMU 3a0oneBanusiMu jerkux (I1P-M3JI) spnsercs nuanonaTudeckui

nerounslii pudpos (UJID).
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B emie oqHOM mpeanOYTUTENFHOM BapUaHTE OCYLIECTBICHHUS BBIMIEYIIOMSIHYTOIO
crocoba tepaneBTuYecku 3P PekTUBHOE KONMMYECTBO HUHTenaHuOa cocrapisier 100 mr
nBa pasa B AeHb wiu 150 mMr nBa pa3a B J€Hb.

B emie oqHOM MpeANnOYTUTENBHOM BapHaHTE OCYINECTBJIEHUS BBILIEYTOMSIHYTOIO
crocoba uarubutop ®J124 ®opmynst 111 B nose, cocrapistomeit 18 mr (i 9 mr),
BBOJST MALUEHTY, KOTOPBII B 3TOM HYKJAeTCs, ABA Pa3a B J€Hb B KOMIO3UIIMH AJIS
MepopaNbHOTO BBEAEHUS, a TeparneBTUYECKU 3P PEeKTHBHOE KOJIUYECTBO HUHTenaHOa
BBOJISIT BBIIIECYIIOMSHYTOMY MAaLEHTY B OTAEJbHOH (papMaLeBTHYECKON KOMIO3UIUH
IJIS1 IEPOPATIBHOTO BBEICHHS.

B apyrom mpeano4YTUTEIbHOM BapUAHTE OCYIIECTBJICHUS BBILIEYTOMSIHYTOTO
criocoba mHrubutop ®J124 ®@opmynst 11l B nose, cocrapustomeii 18 mr (wiam 9 mr), u
TepaneBTU4YeCKH 3P (EKTHBHOE KOJUUECTBO HUHTEAAHNOA BBOASAT BMECTE B OJTHOU
nepopaJbHON KOMIIO3UIIMHU J1BA pa3a B [eHb MALUEHTY, KOTOPBIA B 3TOM HYKAAETCs.

B cenpmomMm acnekTe nzobpereHue kacaercs papManeBTHUECKOH KOMIO3UIIUH
ISl IEPOPANIBHOTO BBEAEHHUs, BKiIroHaromeid nHruourop ®J/124B ®opmynsr 111,

X Cl

I11,
B J103€, COCTaBJISIOLIEH 18 Mr, I MPUMEHEHHS COTJIACHO CIOCO0Y JieueHUst
NanueHTa, CTPajarinero OT OAHOTO UJIM HECKOJbKUX MPOrPeCcCUPYIOIUX
GbubpO3UPYIOIMKUX UHTEPCTULHANbHBIX 3a0oneBanunii jerkux ([1D-MU3JT), npudem
BBILIEYTOMSHYTYI0 (apMaIeBTUUECKYI0 KOMITO3UIHUIO JJIsI IEPOPATBHOTO BBEICHUS,
BKJIIOHa Iyt 18 mr BeimeynomMsiHyToro nuuruoburopa ®J/134B ®@opwmyns 111, BBOAST
IBa pa3a B I€Hb B KOMOWHAIIUH C TePareBTHIECKU 3P (PEKTHBHBIM KOJINYECTBOM
HUHTenaHuOa.

B anbTepHAaTHUBHOM BapHUaHTE OCYLIECTBICHUS N300pETEHNE KacaeTcs
bapmaneBTUUECKONW KOMITO3ULIMH JJISI TEPOPAIbHOTO BBEIEHUSI, BKJIIOYAO e

uHruourop ®J124 ®@opmyner 111, B no3e, cocrapusomeit 9 Mr, 11 NPUMEHEHUS

COTJIACHO CNOCO0y JeUeHus: OJHOrO MJIM HECKOJBKUX MPOTPECCUPYIOIIUX
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GubpPO3UPYIOIMKUX UHTEPCTULHANBbHBIX 3a00neBanuii serkux (I1P-M3JI), npuuem
BBILIEYIOMSHYThIE 9 MT BbIIEYNOMsAHYTOTO HHruouropa ®134B ®opmyier 111
BBOJST JIBa pas3a B A€Hb B KOMOMHALNU C TepaneBTH4YeCKH 3 PEeKTUBHBIM
KOJMYEeCTBOM HHUHTeAaHuOa.

Taxum oOpaszom, TepaneBTu4decku 3¢ PeKTHBHOE KOJIUIECTBO HUHTenaHNOA
MPEANOUTUTENBHO BBOJSAT B A03€ U B pexume nozuposanust 100 mr nBa pasa B AeHb
unu 150 mr nBa pasa B aeHb. Takum oOpa3om, TepaneBTHYECKH 3(HPEKTUBHOE
KOJIMYeCcTBO HUHTenaHuOa 150 Mr aBa pa3a B IE€HB SIBISETCS MPEANOYTHTEIbHBIM.

Takum 06pa3om, OHUM HUJIU HECKOJIBKUMH IMPOTPECCUPYIOIHMU
GbubPO3UPYHOIMUMU UHTEPCTHIHATbHBIMU 3a001eBanusiMu jerkux (I1D-M3JT)
NPEANOYTUTEILHO SIBISIETCS UAUOMATUYECKU jerounbii Gudpos (UJID).

B nmpeanoututenbHOM BapuaHTe ocymecTBieHus 18 mr (unu 9 mr) nuaruburopa
OJ1234 ®opmyns! 111 BBOAAT nBa pa3a B J€Hb B KOMIIO3ULIMU JUJIsI IEPOPATIBHOTO
BBEACHHUS, U TepaneBTHIECKH 3P PEKTUBHOE KOTUIECTBO HUHTEJAaHN0A BBOIAT B
OTIEJBbHON NMEePOPaIbHON KOMNO3ULMNU NALUEHTY, KOTOPBIM B 3TOM HYKJA€TCH.

B nmpeanourutenpHOM BapuaHTe ocylecTBieHUs 18 mr (unu 9 mr) uaruburopa
®J134 @opwmynsl 111 u TepaneBTuuecku 3¢ PeKTHBHOE KOTUYECTBO HUHTEaHNOA
BBOJISIT MAIUEHTY, KOTOPBIH B 3TOM HYXJA€TCs, Ba pa3a B J€Hb B OHOM
NepoOpaJbHON KOMIO3ULIUH.

B BochbMOM acrmekTe u30o0peTeHune KacaeTcs npuMeHeHus uHruouropa ®J124B

®opmyasr 111

I11,
ISl IPUTOTOBJIEHUS (apMaLeBTHUECKON KOMIO3HUIIUU IJISl IEPOPATBHOrO BBECHUS,
Bkirovaromend 18 mr uaruduropa ®J124B @opmyansr 111, nns npuMeHeHUs COTJIACHO
croco0y JedeHus MaueHTa, CTPagaIlero OT OAHOTO HIJINM HECKOJIbKUX
nporpeccupymux GuOpo3upyrUuxX HHTEPCTUIHAIbHBIX 3a00aeBanuii nerkux (I[1D-

N3JI), npuuem BhleynomMsiHyTas GpapmaleBTuueckas KOMIO3ULHS I IEPOPATBHOTO
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BBeIeHUsI, BKirodaromas 18 mr uarudburopa ®1234B ®opmynel 111, npegnasnauena
ISl IEpPOPAJNIBHOTO BBEJEHHS 1BA pa3a B J€Hb BBHIIIECYIIOMSHYTOMY NALIUEHTY B
KOMOMHALMH ¢ TepaneBTUYecku 3P eKTUBHBIM KOJIMYECTBOM HUHTEeAaHHUOA.

B anpTepHaTUBHOM BapuUaHTE OCYLIECTBIECHUS M300pEeTEHHNE KacaeTcs
npumMeHeHus: nuaruoutopa ®124B @opmyoel 111 nus npuroToBaeHus
bapMaLeBTHYECKON KOMIIO3UIIMU AJIsI HEPOPAIBHOTO BBEAEHHUs, KOTOpas BKIOUYaeT 9
mr uaruduropa ®/134B @opmyasl 111, nist npuMeHeHHs COrJIaCHO CnOCco0y JIeUeHUs
NaLMEeHTa, CTPAJAOLIEr0 OT OJHOTO HUJIU HECKOJIbKUX MPOTPECCHPYIOIINX
GuOPO3UPYIOIMKMX UHTEPCTULIHANIbHBIX 3a00neBanuil gerkux (I1P-M3J1), npuuem
BBIIEYNIOMsIHYTast (apManeBTUUECKass KOMIIO3ULHS IS IEPOPAIbHOTO BBEICHUS,
BKJOHaromas 9 mr unrudburopa ®/1234B @opwmynsl 111, npennasnavaercs st
BBEJCHHS J1BA Pa3a B AEHb BBHIMIEYIIOMSIHYTOMY MAllUEHTy B KOMOWHAIUU C
TepaneBTU4YeCKH 3P (EKTHBHBIM KOJIUUYECTBOM HHHTEIaHUOA.

B nmpeanouTuTeIpHOM BapuUaHTE OCYLIECTBICHUS BBIMIEYIIOMSIHYTOTO
NPUMEHEHHUs TepaneBTuYeCcKU 3P (EeKTUBHOE KOJIMYECTBO HUHTEAaHN0a BBOIAT B 103¢€
u B pexxume nosuposanusa 100 mr nBa pas3a B neHp unu 150 mr nBa pas3a B 1eHb. Takum
obpazom, TepaneBTudecku 3PP ekTuBHOE KOIUUeCcTBO HUHTenannOa 150 Mr nBa pasa B
J€Hb SIBJISIETCS MPEATOYTUTEIbHBIM.

B emie oqHOM NMpeanoOYTUTENBHOM BapUaHTE OCYLIECTBICHUS BBIMIEYIIOMSHYTOTO
NPUMEHEHUs] OAHUM HJIU HECKOJIbKHUMHU NPOTPECCUPYIOIUMH GUOPO3UPYIOLIUMHU
UHTepCcTULHANbHBIME 3a00neBanusiMu gerkux (I1®-M3JI) sBnseTcs uauonaTu4eckuit
nero4ynbiit Gpudpos (MJID).

B nmpeanoyTuTeIbHOM BapHAHTE OCYINECTBJICHUS BBILIEYTOMSIHYTOTO
npuMeHeHus! GapMaLeBTHUYECKYI KOMITO3ULHIO ISl TePOPAbHOTO BBEIEHUS,
BKrOHaromyr 18 mr (wiu 9 mr) uaruburopa @134 @opwmynsr 111, BBOIST nBa pasa B
J€Hb, a TepaneBTH4YecKku 3 PEeKTUBHOE KOJMYECTBO HUHTeNaHuOa BBOMST 1BA pasa B
I€Hb B OTJEJbHON MepOpaTbHONH KOMIIO3ULINHU MALUEHTY, KOTOPBIH B 3TOM HYXAAETCS.

B nmpeanoyTuTenbHOM BapHAHTE OCYIIECTBJIEHUS BBILIEYTOMSIHYTOTO
npumMeneHus 18 mr (unu 9 mr) uarudburopa @124 @opmyns 111 u TepaneBTHYECKH
3¢ pexTUBHOE KOTUYECTBO HUHTENAHNOA TPUCYTCTBYIOT B OJHOM (papMaLeBTUUECKON
KOMIIO3MIINHU JUJII IEPOPATIbHOTO BBEIEHHUSI, KOTOPYIO BBOJAT MALIMEHTY, KOTOPBIH B

5TOM HYJKJaeTcs, ABa pas3a B I€Hb.



24

B neBsiTom acnekTe n3oOpeTeHue KacaeTcsl KOMIUICKTa IS JICUCHHs MalHeHTa,
CTpazaroIiero OT Mporpeccupyromero GUOPO3ZUPYOIIEro HHTEPCTUIIHATBHOTO
3aboneBanus jerkux (I1®-U3JI), koTopshlil BKIOYAET:

. nepByro (GapManeBTHYECKYIO KOMIIO3UIHUIO ISl epOpPaNbHOTO BBEICHHS MU
5 JE€KapCTBEHHYIO ¢opMy, BKIOYaomyw 18 mr unruburopa ®J1234B ®opmyis
111

2

OH

111,
U, HeoOs3aTeNbHO, OAUH UJIH HECKOJBKO (papMaleBTUUECKH MPUEMIIEMbIX HOCUTEIEH
W/WIIM BCTIOMOTATENbHBIX BELIECTB U

10 . BTOPYIO papMaIeBTUUECKYI0 KOMITO3HUIUS IJIs IEPOPAIBHOTO BBEACHUS HIIH

JEKapCTBEHHYIO (OPMY, BKIIOYAOIYI0 NUP(YEHNUIOH, B TEPANleBTUYECKH

3¢ pexTuBHON n03€ U, HEOOA3aTEIbHO, OJMH UM HECKONBKO (papMaleBTUUECKU
NPHEMJIEMbIX HOCUTEJIEH W/HJIM BCIIOMOTaTEJIbHBIX BEIIECTB,

npudeM nepsasi papManeBTHYECKas KOMITO3HUIUS UJIU JeKapCcTBeHHas popma

15 npeaHasHavaeTcs Jisl BBEASHUs IBa pa3a B I€Hb.

B anbTepHaTHUBHOM BapHaHTE OCYINECTBJICHUS M300pETEHNE KacaeTCss KOMIIJIEKTa
IJIs1 JTIeYeHUs MalleHTa, CTPAaJaoLIero OT nporpeccupypiero Gudpo3upyomero
UHTepCcTULHANBHOTO 3a0oneBanus jerkux (I1®-U3JI), KoTOphIil BKIOYAET:
. nepBy GapMaLeBTHYECKYI KOMIIO3ULIHIO ISl TePOPaJIbHOTO BBEACHUS HIIH

20 JeKapCTBEHHYIO popMy, BKIOUamy 9 mr uarudburopa ®J/1234B ®opwmyasr 111,
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OH

I11,
U, HeoOsI3aTeNIbHO, OJAWH UJIH HECKOJBKO (hapMaleBTUUECKH MPUEMIIEMbIX HOCUTEIEeH
W/WJIH BCTIOMOTATEJbHBIX BELIECTB U

. BTOPYIO papMaIeBTUUECKYI0 KOMITO3UIHUIO [JIsI IEPOPATBbHOTO BBEICHUS WU

JEKapCTBEHHYIO (OPMY, BKIFOYA YO TUPHEHUIOH, B TEPANIEBTUYECKH

3¢ pexTuBHON 103€ U, HEOOA3aTEIbHO, OMH WU HECKOIBKO (papMaleBTUUECKH

NPUEMJIEMbIX HOCUTEJIEH M/UIN BCIIOMOTAaTENbHBIX BELIECTB,

npudeM nepas GpapmManeBTHUYECKast KOMIIO3HUIUS UIIU JIEKapCTBEHHAas popma

IpeJHa3HavyaeTcs sl BBEAEHUS JBa pas3a B JI€Hb.

Takum obpaszom, mporpeccupyrouum GuOPO3UPYIOIUM HHTEPCTHIINAIbHBIM
3aboneBanuem serkux (I1®-M3JI) npeanodTUTENbHO ABIAETCA UANONATUYECKUN
nerousslii pudpos (UJID).

Taxum oOpa3om, mepBasi papMareBTHUIECKAsi KOMIIO3ULIUS UJIU JE€KapCTBEHHAs
dopma nmpenHazHAYAETCS I BBEASHUS, OJJHOBPEMEHHO, NapajlIesbHO,
NOCJIEI0BATEIbHO, TOOYEPEIHO UJIU MO OTACJIBHOCTH, CO BTOPOH (papManeBTHYECKON
KOMIIO3HMIIMEH WIIH JIEKapCTBEHHOH (HOpPMOIii.

Takum oOpa3om, BTOpas ¢papmaneBTUUECKass KOMIIO3ULIMS HJIM JE€KaPCTBEHHAs
dbopma BkIrOUaeT NUP(PEHUIOH B 103€, COCTABJISAOMEH 267 MI, KOTOPYIO BBOIST TPH
pasa B €Hb, UJIU B 103€, COCTABJsAOEN 534 MI, KOTOPYIO BBOJST TPU pas3a B A€Hb,
WU B A03€, cocTaBiasowmen 801 Mr, KOTOPYyK BBOAAT TPHU pa3a B AEHD.

Takum obGpa3om, mpuueM BTOpas papManeBTHUECKasT KOMIIO3ULIHS HIIH
JekapcTBeHHas ¢popma BKIOUaeT NUPPEeHUI0H B CyTouHOM n03¢e oT 801 Mmr no 2403
MT.

B necaTom acnekTe n3o0peTeHne KacaeTcss KOMIUIEKTA JJIs JICUSHUsI MAaLNEeHTa,
CTpamaroIiero OT Mporpeccupyromero GUOPO3ZUPYOIIEro HHTEPCTUIIHATIBHOTO

3aboneBanus jerkux (I1®-U3JI), koTOpHIil BKIOYAET:
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. nepByo GapMaeBTHIECKYI0 KOMIO3HIIUIO ISl TEPOPAJIbHOTO BBEASHUS WU
JeKapCcTBeHHYI Gopmy, BkItodaroyo 18 mr uarnburopa ®J/134B ®opmysl

III

2

I11,
5 U, HeoOsI3aTeNbHO, OJAMH UJIH HECKOJBKO (hapMaleBTUUYECKH MPUEMIIEMbIX HOCUTENEH
W/WJIA BCTIOMOTATENbHBIX BELIECTB U
. BTOPYIO papMaIeBTUUECKYI0 KOMITO3UIHIO [JIsI IEPOPATBbHOTO BBEICHUS WU
JEKapCTBEHHYIO (OPMY, BKIIOYAIOIIYI0 HUHTETAaHUO B TEPANEeBTUYECKH
3¢ pexTuBHON 103€ U, HEOOA3aTEIbHO, OJMH WU HECKOIBKO (papMaleBTUUECKH
10 NPUEMJIEMbIX HOCUTEJEH U/UIIN BCIIOMOTAaTEIbHBIX BEILIECTB,
npuYeM U mepBasi, U BTopas (apMaleBTHYeCKHe KOMIIO3ULIUH WK
JeKapCcTBEHHbIE (POPMBI NIpEIHA3HAYEHBI JJI BBEAEHUS J1BA pa3a B JEHb.
B anpTepHATHBHOM BapHUaHTE OCYIIECTBIEHUS N300pETeHHE KAacaeTCsl KOMILIEKTa
A JIeYeHHUs MallUeHTa, CTPAJAIoLIero oT nporpeccupyroniero Gudposupyoimero
15 UHTepCcTULHANBHOTO 3a0oneBanus jerkux (I1®-U3JI), KoTopbIil BKIOYAET:
. nepBy (apMaLeBTHYECKYI) KOMIIO3ULIMIO ISl MePOPaJbHOTO BBEACHHUS HIIH

JeKapCTBeHHYI GopMmy, BkIOYawmyw 9 mr uaruouropa ®J[34B @opwmynsr 111,

X Cl

III

2



10

15

20

25

27

U, HeoOs3aTeNbHO, OAUH UJIM HECKOJbKO (papMaleBTUUECKH MPUEMIIEMbIX HOCUTENEH
W/WJIM BCTIOMOTATENbHBIX BELIECTB U
. BTOPYIO (papMaIeBTUUECKYIO KOMITO3UIUIO JJIs IEPOPATBbHOrO BBEICHUS WU

JeKapCTBEHHYIO (pOopMy, BKIIIOUAIOIIYI0O HUHTENAHUO B T€PANeBTHYECKH

s¢dexTuBHON n03€ M, HEOOA3aTENbHO, OJUH MJIN HECKOJBKO (hapMaLeBTUIECKH

IpHEeMJIEMbIX HOCUTEJIEH HU/MJIM BCIIOMOTaTEIbHBIX BEIIECTB,

npuYeM U nepBasi, U BTopasi papmManeBTUYECKUEe KOMIIO3UIUU WU

JeKapCTBEHHbBIC (POPMBI PETHA3HAYEHBI JJIs BBEACHHS J1BA Pa3a B JEHb.

B npeanouyTuTenbHOM BapHaHTE OCYLIECTBIEHUS 3TUX KOMIIJIEKTOB
TepaneBTUYECKU 3P PeKTUBHAS 1032 HUHTEeNaHNOa BO BTOPOH (apMaLeBTUUECKOM
KOMITO3HIINHU JIJII IEPOPATIbHOTO BBEICHUS UIIH JIEKAPCTBEHHOU Gopme
NPEANOUYTUTENBHO cocTaBisieT 150 Mr, KOTOpbIe BBOAST Ba pa3a B J€Hb.

B eme ogHOM BapuaHTe OCYILIECTBJIEHUS 3TUX KOMIJIEKTOB TE€pPaNeBTUUECKHU
s exTuBHAs 1032 HUHTENAHHOA BO BTOPON (papManeBTUUECKONW KOMIO3UIUHU JJIS
NepOPaIbHOrO BBEICHUS UJIH JIGKAPCTBEHHOH (popMe MpenouTUTENbHO COCTABISAET
100 mr, kOoTOpBIE BBOAAT ABA pa3a B ACHbD.

B npyrom npeanouTuTeIpHOM BapHAHTE OCYINECTBJIECHUS 3TUX KOMILIEKTOB
nepBas papManeBTHYECKasi KOMIO3ULUS JJIsl IEPOPATBHOIO BBECHUS MU
JekapcTBeHHas opma npenHa3Ha4vaeTcs AJsl BBEIEHUsS OAHOBPEMEHHO, MapajulebHO,
HOCJIEIOBATEIbHO, TOOYEPETHO UIIH 1O OTAEJIbHOCTH CO BTOPO (hapMareBTHUEeCKON
KOMITO3HMIMEH HIJIH JIEKAPCTBEHHOM (OPMOIl [JIsl MepopasbHOTO BBEIEHHUS.

B npeanoyTUTENbHOM BapPUAHTE OCYIIECTBJIECHUS BbIIIECYNOMSHYTbIE KOMIIJIEKTHI
NPUMEHSIOT JUIA JIEUeHHUsI MalUeHTOB, CTPANaloIuX OT HAUONATUYECKOTO JIETOYHOTIO
budposza (UJID).

B opmHHanmaToM acnekTe U300peTeHne KacaeTcs TeparneBTHYeCKON
KOMOHMHALMH, BKJIIOYAKOIIEH MepBy0 (papMaleBTHUECKYI0 KOMITO3ULIHIO JJIS
nepopaJbHOrO BBENECHUs, KoTopas BKiItodaeT 18 mr nunrudburopa ®J134B @opmysl

II1

2
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111
U BTOPYIO (apMaLleBTHYECKYI0 KOMITO3ULIHIO JJIsl TEPOPAIbHOTO BBEASHHS,
BKJIIOYAIOLIYIO Te€paneBTUYEeCKH 3P PEeKTUBHYIO 03y HUHTENaHN0a HITH
TepaneBTU4YECKU 3P PEeKTUBHYIO 103y NUpEeHUI0Ha NJIs MPUMEHEHHUS B JICUCHUHU
nporpeccupyromero GpuOpo3upyrIero HHTEPCTHHAIBHOTO 3a00IeBaHUS JIETKHX
(IT®-M3JI), npuuem nepByO papManeBTUUECKYIO KOMIIO3ULIHIO JIs IEPOPATBbHOTO
BBEJCHHS BBOJAT JBA Pa3a B ICHb.

B anbTepHATHUBHOM BapHaHTE OCYLIECTBICHUS N300pEeTEHNE KacaeTcs
TepaneBTUYECKON KOMOMHALINY, BKJIIOYAO e MepByI0 GpapMaLeBTUUECKYIO
KOMITO3UIIUIO AJIsI TEPOPANbHOTO BBEAEHHUSI, KOTOPas BKIKOYaeT 9 Mr HHruouTopa
DJ/[24B ®opmynsr 11, u BTOpYIO papManeBTUUECKYIO KOMIO3UIUIO s
epOPaJbHOrO BBEIEHHUS, KOTOPAasl BKJIIOYAET TepaneBTHYecku 3P PEeKTUBHYIO 103y
HUHTenaHuOa uiu TepaneBTUYeCK 3QPeKkTUBHYIO 103y MUPPEHUAOHA IS
NPUMEHEHHUsI B JICUEHUH Iporpeccupyromero Gudpo3upynimero HHTepCTHIIHAIBHOTO
3aboneBanus jerkux (I1®-U3JT), npuyem nepByo papMaLeBTHIECKYH KOMIIO3ULIHIO
ISl IepOPaIbHOTO BBEEHHS] BBOJST J1BA Pa3a B A€Hb.

B nmpeanouTuTeIbHOM BapHAaHTE OCYIIECTBJICHHUS STHX TEPANEeBTHYECKUX
KOMOMHALHMH MPOTPECCUPYIOIUM GUOPO3UPYIOIUM HHTEPCTHIHATBHBIM
3aboneBanuem yerkux (I1®-U3JI) sBaseTcss uaMONMaTUYECKHUH JerouHblil Gudpo3
(1J1D).

B emie oqHOM MpeANnOYTUTENIFHOM BapHaHTE OCYLIECTBICHUS STUX
TepaneBTUYECKUX KOMOMHAIUI BTOpas papMameBTHYECKAss KOMIIO3UIUS JJIsT
MepOopabHOTO BBEACHUS BKJIFOYAET HUHTENaHUO B 03€, cocTapisromeit 150 mr,
KOTOPYIO BBOJST MAIMEHTY ABA pa3a B JCHbD.

B apyrom mpeano4YTUTEIPHOM BapHaHTE OCYIIECTBIEHUS 3TUX TEPANEeBTUUECKHUX
KOMOMHauuii BTopas GpapManeBTHYECKast KOMIO3UIUS [JIsl IEPOPATBHOTO BBEICHHS

BKJIFOYAECT HI/IHTeI[aHI/I6 B A03aX 100 MTI', KOTOPBIC BBOAAT MAUCHTY ABa pa3a B ACHbDb.
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B npyromM npeanodTUTENbHOM BApUAHTE OCYIUECTBIEHUS OTUX TEPANEBTUYECKUX
KOMOMHauuil Bropas GpapManeBTHYECKast KOMIIO3UIUS [JIsl IEPOPATBHOTO BBEACHHS
BKJIIOYaeT nupeHuon B cyTouHoit 1osze ot 801 mr no 2403 wmr.

B npyromM npeanouTuTeIpHOM BapUAHTE OCYILIECTBJIEHUS 3TUX T€PaNeBTUYECKUX
KOMOMHauuii BTopas GpapmManeBTUYECKas KOMIO3UIUS IJIs TEPOPATbHOTO BBEICHHUS
BKJIFOYaeT NUP(PEHUIOH B 103€, COCTABIISIIOIIEH 267 Mr, KOTOPYIO BBOJSIT MALUEHTY
TPH pas3a B I€Hb.

B npyrom npeanodTuUTENbHOM BapUAHTE OCYINECTBIEHUS dTUX TEPANEBTUUYECKUX
KoMOuHauuit BTopas GpapManeBTUYECKAsi KOMITO3UIUS ISl IEPOPATBHOTO BBEICHHS
BKJIFOYaeT NUP(PEHUIOH B 103€, COCTABIISIIOIEH 534 Mr, KOTOPYIO BBOJSIT MAIIUEHTY
TPH pas3a B €Hb.

B npyrom npeanodTUTENbHOM BapUAHTE OCYIIECTBIEHUS 3TUX TEPANEBTUYECKUX
KOMOWHauuii BTOpas papManeBTUIECKass KOMITO3ULIUS ISl IEPOPATBHOTO BBEICHHS
BKJIIOYaeT nup(PeHuIoH B f03¢e, cocTapsitommeii 801 Mr, KOTOPYIO BBOJST MAIIUEHTY
TPH pas3a B I€Hb.

B nBenangnarom acrnekTe n300peTeHNE KacaeTcsl MPUMEHEHUS
dapmManeBTUUECKOH KOMIO3ULIMH ISl TIEPOPAJIbHOTO BBEISHHUS, BKIOYaomen 18 mr

unruouropa ®J1234B ®opmyner 11,

111

IBa pa3a B IeHb B KoMOUHanuu ¢ GoHOBON aHTH(PUOPO3HON Tepanueil ¢ MpUMEHEHHEM
TepaneBTUYeCKH 3P PEeKTUBHON N03bl HUHTEeNAHUOA HIIU TepaneBTHIESCKU
s dexTuBHON N03bI MUPPEHUOHA TSI JIEUSHUS MALMEHTOB, CTPANAIOIINX OT
nporpeccupyromero ¢puOpo3upyrIero HHTEPCTULHAIBHOTO 3a00I€BaHUS JTETKHX
(ITd-M13J1).

B anbrepHaTHUBHOM BapHUaHTE OCYLIECTBICHUS N300pETEHNE KacaeTcs
npuUMeHeHUs papMaLeBTHUYECKOH KOMITIO3ULIMH JJISl IEPOPATBHOTO BBECHUS,

BKiIrovaroued 9 mr unruduropa ®124B ®opwmyns 111, nBa pasa B 1eHb B
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KoMOMHauuu ¢ GOHOBOM aHTH(PUOPO3HOHN Tepanueil ¢ MPUMEHEHNEM TePaneBTHIECKHU
3¢ pexTuBHON 103bI HUHTEAHNOA WM TepaneBTH4YecKU 3P PEeKTUBHON D036
nupdeHu10Ha s JeYEHHS MAlUeHTOB, CTPAJaIoIuX OT MPOrpecCUPYyIOLIEero
¢ubposupyrouero UHTEPCTUIIMANBHOTO 3aboneBanus nerkux (I1D-M3J1).

B nmpeanouTutenpHOM BapuaHTE OCYLIECTBIIEHHUS BbIIIEYIIOMSIHYTOrO
IPUMEHEHHUsSI IPOTPECCUPYOIUM GUOPO3UPYIOIUM HHTEPCTULHAIBHBIM
3aboneBanuem ynerkux (I1®-U3JI) sBaseTcss uauonaTu4ecKuii JjerouHbiii Gudpo3
(NJ1D).

B apyrom mpeanoyYTUTEeIbHOM BapHAHTE OCYIIECTBJICHUS BBIMIEYIOMSIHYTOTO
npuMeHeHus papMaLeBTHIECKUMHI KOMITO3ULUSIMH JUJIsI TEPOPAJIbHOTO BBEIEHUS,
BrovaromumMu 18 mr unu 9 mr unruduropa ®134B @opwmynsr 111, sBusercs
Ta0JIeTKOH C MIEHOYHOH 000IOUKOMH.

B TpuHanmaTom acrnekte u300peTeHHne KacaeTcss KOMOMHAIMY HHIHOUTOpa
OJ124B Dopwmyns 11, B yacTHOCTH, B 103€, cOCcTaBstoLeit 18 Mr, KOTOPYIO BBOIST
7IBa pasa B I€Hb, UJIHU B 103€, COCTABIAIOLIEH 9 MI, KOTOPYIO BBOAST /IBA pa3a B JICHb,
CO BTOPBIM TEPANMEBTUUYECKHM CPEICTBOM, BBIOPAHHBIM W3 IPYIMIbI, NEPEUNCICHHOHN B

cienyromei Tadauie:

TepanesTH4YecKkoe Mexanusm aeicTBHs Ccblaka
CpeacTBO
(TOproBsoe Ha3BaHHE HJIH

MHH uau xog
KOMITAHHH)

Tpenpoctunana™ CuHTETHYECKHH aHAIOT Drug Approval Package: Remodulin
npocrauukiauaa (PGL,), (Treprostinil Sodium) NDA
COCYI0PACIIHPSIOICTO #021272". U.S. Food and Drug

cpeacTaa Administration (F'DA). 24 December
1999. Retrieved 9 April 2020
IMampesaymad (FG-3019) |MblmuHOS aHTHTEIO World Health Organization (2015).
npoTtus (akTopa pocra "International Nonproprietary Names
COCAUHHUTCIBHON TKAHU for Pharmaceutical Substances
(®PCT) (INN). Proposed INN: List 113"
(PDF). WHO Drug Information. 29
(2)
PRM-151 PexoMOHHAHTHBIH
MIEHTPAKCUH-2
pPeKOMOUHAHTHBIN
4E€I0BCUECKUM

CBIBOPOTOYHBIH amunons P
/ meHTpaKkcuH 2

ND-L02-s0201 JIunmuaHag HAHOUYACTHLIA
MmuPHK antu-HSP47

IMamypernnud (TAS-115 [Murudutop VEGFR
ME3HJIAT)
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Hepcumenaron AHTaroHUCT peuentopa Suzuki et al., Skin Health Dis. 2021,
(MT-7117) MeJIaHOKOpTHHA | e78
(aronuct MCI1R) https://doi.org/10.1002/ski2.78
benymocyaunn (KD025)
BMS-986278 Anrtaronuct peuentopa | |[Cheng et al, ] Med Chem. 2021, Nov.
auzodocharuaHOit 11; 64 (21): 15549 - 15581
kucaotsl (LPA1)
GLPG4716 HWHru6uTop XUTHHA3BI Koralwski et al J] Med Chem. 2020,
(OATD-01) Dec 24; 63 (24): 15527 - 15540
HUderpodan AHTaroHUCT peuenTopa Rosenfeld et al, Cardiovascular Drug
TpoMmbokcana A2 / Reviews 19 (2): 97-115
npocrariagguaa H2
GB0139 HNaruburop ranckruHa-3

3-ne3okcu-3-[4-(3-
dbropdenmn)-1h-1,2,3-
Tpuazon-1-un]-6era-D-
rajJakTOMHPAHO3WI 3-
ae3okcu-3-[4-(3-
dbropdenun)-1h-1,2.3-
Tpuaszon-1-unl-1-tuo-
6era-D-
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B emie oqHOM MpeANnOYTUTENIHHOM BapUaHTE OCYLIECTBICHUSI H300peTeHe
kacaercs komOuHauu uaruduropa ®J1234B @opmyas 111, B yacTHOCTH, B 103€,
cocTaBjsarouiel 18 Mr, KOTOPYK BBOJST J1Ba pa3a B J€Hb, UJIU B J03€, COCTABJSAIOLIEH
9 Mr, KOTOPYI BBOJSAT ABa pa3a B AeHb, ¢ TpenpoctuHuiom™ B kauecTBe BTOPOTro
TEPaNEeBTUYECKOrO CPENICTBA.

B eme ogHOM NMpeanoOYTUTEILHOM BapHAHTE OCYIIECTBICHUS H300peTeHne
kacaeTcst koMOuHanuu uaruoutropa ®A24B @opwmynsr 111, B wacTHOCTH, B 103€,
cocTaBsAroLe 18 Mr, KOTOPYI BBOJAAT Ba pa3a B A€Hb, UJIU B J03€, COCTABJISAKOLIIEH
9 Mr, KOTOPYI BBOJSIT ABa pa3a B IeHb, C MaMpeBiIyMadboM B KaueCTBE BTOPOTrO
TEPaNEeBTUYECKOr0 CPENCTBA.

B eme ogHOM mpeanoOYTUTEIbHOM BapHAHTE OCYIIECTBICHUS H300peTeHne
kacaeTcss koMOuHanuu uarunouropa ®/124B @opwmyunwr 111, B uacTHOCTH, B 103€,

cocTaBsArOLIeN 18 M, KOTOPYIO BBOJSAT IBA pa3a B A€Hb, UJIU B 103€, COCTABJISAKOLIEH
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9 Mr, KOTOPYH BBOISAT ABa pa3a B AeHb, ¢ PRM-151 B kauecTBe BTOpOro
TEPaneBTUYECKOr0 CPEACTBA.

B emre oqHOM mpeanoYTUTENBHOM BapuaHTEe OCYLIECTBICHUS N300peTeHne
KacaeTcss komOuHauuu uaruouropa ®JI24B @opmynsl 111, B yvacTHOCTH, B 03¢,
cocTaBJisAOIEe 18 Mr, KOTOPYIO BBOJAT ABa pa3a B I€Hb UJIU B 103€, COCTaBJsOLIEH 9
MTI, KOTOPYIO BBOAAT ABa pa3a B AeHb, ¢ ND-L02-s0201 B xauecTBe BTOpPOro
TEPANeBTUYECKOI0 CPEICTBA.

B emre oqHOM MpeAnOYTUTEIBPHOM BapUaHTE OCYLIECTBICHUS U300peTeHe
kacaercsi komOunanuu uaruduropa ®1234B @opwmyas 111, B yacTHOCTH, B N03€,
cocTaBjsAroLel 18 Mr, KOTOPYI BBOJST Ba pa3a B A€Hb, UJU B 103€, COCTABJISAKOLIEH
9 Mr, KOTOPYIO BBOZST ABAa pa3a B I€Hb, C MaMy(peTHHUOOM B Kaue€CTBE BTOPOTO
TEPaneBTUYECKOr0 CPEACTBA.

B emie oqHOM MpeANnOYTUTENIFHOM BapHaHTE OCYLIECTBICHUS H300peTeHe
kacaeTcst koMOuHanuu uarunoutropa ®/124B @opwmyne 111, B acTHOCTH, B 103€,
cocTaBJsAKOLEeN 18 Mr, KOTOPYIO BBOJSAT BA pa3a B A€Hb, UJIU B 103€, COCTABJISAKOLIIEH
9 Mr, KOTOPYI BBOJST [Ba pa3a B A€Hb, C I€PCHUMEIATOHOM B Ka4€CTBE BTOPOro
TEPaneBTUYECKOr0 CPEACTBA.

B eme oqHOM mpeanoOYTUTENBHOM BapuaHTE OCYLIECTBICHUS H300peTeHne
kacaercs koMOunanuu uaruduropa ®134B dopmyans 111, B wacTHOCTH, B 03¢,
cocraBysiromiel 18 Mr, KOTOpyro BBOAST ABA pas3a B I€Hb, UJIU B 103€, COCTABJSIOLIEH
9 Mr, KOTOPYIO BBOJAT ABA pasa B I€Hb, C OCIyMOCYAMIOM B Ka4eCTBE BTOPOTO
TEPANeBTUYECKOI0 CPEJCTBA.

B eme oqHOM MpeANnOYTUTEIBHOM BapHAHTE OCYIIECTBICHUS U300peTeHe
kacaeTcst koMOuHanuu uaruoutropa ®A24B @opwmynsr 111, B yacTHOCTH, B 103¢€,
cocTaBjsroLel 18 Mr, KOTOPYI BBOJST Ba pa3a B A€Hb, UJU B 103€, COCTABJISAOLICH
9 Mr, KOTOpYyIO BBOAST ABa pa3a B JeHb, ¢ BMS-986278 B kauecTBe BTOPOro
TEPaneBTUYECKOr0 CPEACTBA.

B emie oqHOM MpeAnOYTUTENIFHOM BapHaHTE OCYLIECTBICHUS H300peTeHe
kacaeTcst koMOuHanuu uarunoutropa ®/124B @opwmynw 111, B wacTHOCTH, B 103¢€,
cocTaBisArOLer 18 Mr, KOTOPYI BBOJSAT IBA pa3a B A€Hb, UJIU B 103€, COCTABJISAKOLIIECH
9 Mr, KOTOpy BBOASAT ABa pas3a B neHb, ¢ GLPG4716 B xauecTBe BTOPOTO
TEPaneBTUYECKOr0 CPEACTBA.

B eme oqHOM mpeanoYTUTENBHOM BapUaHTE OCYLIECTBICHUS H300peTeHne

kacaercs koMOunanuu uaruduropa ®134B ®opwmyans 111, B wacTHOCTH, B 103€,
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coCTaBsAKOLIEeN 18 M, KOTOPYIO BBOJSAT BA pa3a B A€Hb, UJIU B 103€, COCTABJISAKO LI
9 Mr, KOTOPYIO BBOJST ABAa pa3a B JIeHb, ¢ HPeTpoOaHOM B KaueCcTBE BTOPOTO
TepaneBTUYECKOrO CPEJCTBA.

B eme oHOM NpennoOYTUTENbHOM BapHAHTE OCYLIECTBICHUS N300peTeHHe
KacaeTcss komOuHauuu uaruouropa ®JI24B @opmynsl 111, B vacTHOCTH, B 03¢,
cocTaBiisAOLe 18 Mr, KOTOPYI BBOJAT 1BA pas3a B A€Hb, UJIM B 103€, COCTABIISIOLIEH
9 Mr, KOTOpYyIO BBOASAT ABa pa3a B neHb, ¢ GBO139 B xauecTBe BTOpOTO
TEeparneBTUYECKOrO CPECTBa.

B emie oqHOM MpeANnOYTUTENIFPHOM BaPHAHTE OCYIIECTBJICHUS H300peTeHe
kacaeTcst koMOuHanuu uaruoutropa ®124B @opwmynsr 111, B wacTHOCTH, B 103¢€,
cocTaBysAroLe 18 Mr, KOTOPYI BBOJSAT BA pa3a B A€Hb, UJU B 103€, COCTABJISAKOLIEH
9 Mr, KOTOpyI BBOASAT ABa pa3a B feHb, ¢ CC-90001 B kauecTBE BTOPOTO
TepaneBTUYECKOrO CPECTBA.

B eme oqHOM mpeAnOYTUTENIFHOM BapHaHTE OCYLIECTBICHUS H300peTeHne
kacaeTcss koMOuHanuu uaruoutropa ®124B @opwmyuner 111, B wacTHOCTH, B 103¢€,
cocTaBJsAKOLEeH 18 M, KOTOPYIO BBOJSAT IBA pa3a B A€Hb, UJIU B 103€, COCTABJISAKOLIIEH
9 Mr, KOTOPYIO BBOZIST ABA pa3a B I€Hb, C HaHATYMaOOM B Ka4eCTBE BTOPOTO
TepaneBTUYECKOrO CPECTBA.

B eme oqHOM mpeanoYTUTENBHOM BapuaHTe OCYLIECTBICHUS N300peTeHne
KacaeTcss komOuHauuu uaruouropa ®JI24B @opmynsl 111, B vacTHOCTH, B 103e,
cocTaBisAOIe 18 Mr, KOTOPYI BBOJAT 1BA pas3a B A€Hb, UJIM B 103€, COCTABIISIOLIEH
9 Mr, KOTOPYIO BBOJIST JIBa pa3a B AeHb, ¢ VPOl B kauecTBe BTOPOTO
TEeparneBTUYECKOrO CPECTBA.

B eme ogHOM npeanoYTUTEILHOM BapUAHTE OCYILIECTBIECHUS BbILIEYIIOMSHYTON
koMmOuHaunu uarudbutop ®A24B @opmyasr 111 B no3ze, cocraBnsaromein 18 mr (wau 9
MT), BBOIST JIBA pa3a B J€Hb B OJHON KOMIO3ULIMH AJIsI IEPOPAIBHOTO BBEASHHS, a
TepaneBTUYeCKH 3P (EKTHBHOE KOJIMYECTBO OAHOTO U3 BTOPBIX TEPANEBTHUECKUX
CPEeACTB, MEPEUYNCICHHBIX B BBIIIECYIOMSIHYTOH Ta0IULIE, BBOIAT B OTAEIbHON
NepopajbHON KOMIO3ULIUH.

B npyrom npeanouTuTeIbHOM BapUaHTE OCYIIECTBJIEHUS BBIIEYIOMSAHYTOH
koMOuHaunu, nHruoutop ®134B @opmyns 11 B noze, cocraBnsromei 18 mr (unu 9
MT), U TepaneBTUYeCKH 3P (PeKTUBHOE KOJIHMYECTBO OJHOTO U3 BTOPBIX
TEPaneBTUYECKUX CPEACTB, MEPEUYHCIECHHBIX B BBIIIECYIIOMSIHYTON TabauIe, BBOAAT

COBMECTHO /Ba pa3a B ICHb B OJJHOU MEPOPAIbHON KOMIIO3ULUH.
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2.2 Purypsl

®durypa 1 ONHUCBIBAET CKOppekTUpoBaHHOe cpennee (SE) nis usmeHenus
dbopcupoBanHoii xusHeHHON eMkocTH (PXKE) OTHOCUTENBHO UCXOIHOTO YPOBHS [ M|
ans “He-A®@-rpynnbr”. [nsa “He-A®@-rpynner” pazHuna usMmenenus @XKE
OTHOCHUTEJIbHO UCXOJIHOTO YPOBHS Mexay “rpynmnoi komn. @opwm III” (= “rpynnoii
AKTUBHOTO BewecTBa”) U “miaunebo-rpynmoii” nocyue 12 Heaenab JIeueHUs COCTaBIsIA
101,7 mn (MMRM).

KpuBas ¢ ToukamMu JaHHBIX, TOKa3aHHBIMU KaK 3aKpalleHHbIE TPEYTrOJbHUKH,
NpeACTaBIsAeT IPynmy, KoTopas nmoaydaia “komm. @opwm. III” (to ecTp, “rpynny
AKTUBHOTO BELIECTBA ), a IITPUXOBAsE KPUBAs C TOUKAMH JAHHBIX, TOKa3aHHBIMHU KaK
He3aKpallleHHble TPEYTOJbHUKHY, MPEACTaBIsIeT IPyIIy, KOTOpas mnojyyana
“nnanebo”.

durypa 2 ONHUCBIBAET CKOppeKTUpOBaHHOE cpennee (SE) mis nusmeHeHus
dbopcupoBanHoOil xku3HeHHOH eMKkocTH (DPIXKE) OTHOCUTENTBHO UCXOHOTO YPOBHS [ M|
s monHou “A®-rpynmna” (“rpynmna HuHTenaHuba B KauecTBe (POHOBOTO
anTuudOposHoro nedenus” + “rpynna nupdeHnnoHa B kauecTse (OHOBOTO
anTuubposHoro neuenus’”’). Jns nonHoit “Ad@-rpynnsl’ pasHuna nsmeHenus ®XKE
OTHOCHUTEJIbHO HUCXOJHOTO YPOBHS Mexny “rpynmnoi komn. ®@opm. III” (= “rpynnoit
AKTUBHOTO BelecTBa”) U “mianebo-rpynmnoit” nocyue 12 Henenp JedeHUs] COCTaBIsAIA
80,4 mn (MMRM).

KpuBas ¢ ToukamMu JaHHBIX, TOKa3aHHBIMU KaK 3aKpallleHHbIe TPEYTrOJbHUKH,
npeacTaBisieT rpymnmy, koropas noaydana “komm. ®opwm. III” (To ecTs, “rpynmy
AKTUBHOTO BELIECTBA”), a IITPUXOBAsI KPUBAs C TOUKAMH JAHHBIX, TOKA3aHHBIMHU KaK
He3aKpallleHHble TPEYTOJbHUKHY, MPEACTAaBIsIeT IPYIIy, KOTOpas MnoJjyyana
“nnanedo”.

®durypa 3 ONHUCBHIBAET CKOppeKkTUpOoBaHHOE cpenHee (SE) mis usmMeHeHus
dbopcupoBanHoOi xku3HeHHOH eMKkocTH (DPIKE) OTHOCUTENTBHO UCXOHOTO YPOBHS [MI]
st yacTtu “A@-rpynnbl’, KOTOpas MmoJiydaja HUHTenaHuO B kauecTBe (POHOBOTO
aHTu(GuOpo3HOTO NedeHust (“rpymnnsl HUIHTeNaHHO0a B KauecTBE (POHOBOTO
anTududposHoro neuenus’”). s gactu “A@-rpynmsl”’, KOTOpas mojyyvana
HUHTenaHUO B KayecTBe (POHOBOTO aHTU(PUOPO3HOTO JICUEHUsI, PA3HUIA U3MEHEHHUS
@®XXE 0THOCHTENBbHO UCXOAHOIO YPOBHS Mexay “rpynmnoit kommn. @opwm. III” (=
“rpynmnoi akTUBHOTO BemecTBa’” ) U “muanedo-rpynnoi” nocie 12 Henenab JeueHus

cocrasisana 105,43 man (MMRM).
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KpuBas ¢ ToukamMu JaHHBIX, TOKa3aHHBIMU KaK 3aKpalleHHbIEe TPEYTrOJbHUKH,
NpeACTaBIsAET Ipynmny, kotopas nonydana “komm. @opwm. III” (to ecTs, “rpynny
AKTUBHOTO BELIECTBA” ), a IITPUXOBAs KPUBAsl C TOUKAMH JAHHBIX, TOKa3aHHBIMHU KaK
He3aKpalleHHble TPEYTOJbHUKH, MPEACTABISAET IPYINY, KOTOpas rnojyJajia
“rutane6o”.

durypa 4 ONHUCBHIBAET CKOppekTUpoBaHHOe cpeanee (SE) mis usmeHeHus
bopcupoBaHHOM xku3HeHHON eMkocTH (PIKE) OTHOCUTENBHO UCXOIHOTO YPOBHS [MI]
st yactu “A@-rpynnbl’, KOTOpas mojydaja nupGeHu0H B KauecTBe POHOBOTO
anTu(ubposHoro nedenus (“rpynnsl nupPEeHNA0HA B Ka4yecTBE POHOBOrO
anTududposHoro neuenus”). s gactu “A@-rpynmel”’, KOTOpas mojyyvana
nuppeHUu0H B KauyecTBe POHOBOro aHTU(PUOPO3HOTO JIeUeHHUs, pa3HULA U3MEHEHHUSI
@®XXE OTHOCHUTENBbHO HCXOAHOTO YPOBHA Mexay “rpynmnoit kommn. @opwm. III” (=
“rpynmnoi akTuBHOTO BemectBa’) U “Ilnanedo-rpynmnoii” mocne 12 Henenp JeUeHUs
cocrapisna 61,30 man (MMRM).

KpuBas ¢ ToukamMu JaHHBIX, TOKa3aHHBIMHU KaK 3aKpalleHHbIE TPEYTOJbHUKH,
NpencTaBysieT rpymniy, kotopas nmoaydana “komm. Dopwm. III” (To ecTs, “rpynmoi
AKTUBHOTO BELIECTBA” ), a IITPUXOBAs KPUBAsl C TOUKAMH JAHHBIX, TOKa3aHHBIMHU KaK
He3aKpalleHHbIe TPEYTOJbHUKH, MPEACTABISAET TPYIINY, KOTOpas MojyJajia
“nnanebo”.

®urypa S ONHUCBIBAET CKOppekTUpoBaHHOe cpenHee (SE) nis usmeHenus
dopcupoBaHHO )xu3HeHHONU eMKOCTH (DPIKE) OTHOCUTENIBHO HCXOIHOTO YPOBHS [MI]
nns “obvenuHeHHoro A®-dpouna” (= “He-A®-rpynna” + noaHas “A®@-rpynna”). s
“o0benuHeHHOT0 AD-dpoHa” pasnuna usmenenuss ®KE oTHOCUTETBHO UCXOTHOTO
ypoBHs Mexny “rpynmnoit kommn. @opwm. III” (= “rpynnoit akTHBHOTO BelecTBa” ) U
“mmanebo-rpynmnoit” mocne 12 Henenb jedeHus coctasisiia 88,38 mn (MMRM).

KpuBas ¢ ToukamMu JaHHBIX, TOKa3aHHBIMH KaK 3aKpalleHHbIE KPYTH,
NpeACTaBIsAeT IPynmny, koTopas nonydana “komm. @opwm. III” (to ecTs, “rpynmy
AKTUBHOTO BEIIECTBA ), a IITPUXOBAs KPUBAs C TOUKAMH JAHHBIX, TOKa3aHHBIMH KaK
He3aKpalleHHbIe KPYTH, IPEACTABJIseT FPYINy, KOTOpas mojydana “miamnedo”.

durypa 6 ONHUCBIBAET CKOppekTUpoBaHHOe cpennee (SE) nsmenenus
dbopcupoBanHoil xku3HeHHON eMkocTH (PIXKE) [MiI] OTHOCUTENIHPHO UCXOIHOTO YPOBHS
Ha 12-ii Henene (MMRM) nnst monHoH “A®@-rpynnel” (= “antudubpo3Has tepanus’),
s “He-A®@-rpynnsl” (=“0e3 anTuPuOpo3HOIl Tepanun”) u ausa “odbeauHeHHOro Ad-

¢oHa” (="Bce mMaLlUEHTH! ).
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3. KianHn4yeckoe HCObLITAHUE

3.1 Hoapo0OHoe onHCAHHE KIHHHYECKOI0 HCHbLITAHUSA

HccnenoBanue ObUIO OTKPBITO JJIs1 B3POCIHBIX MALUEHTOB C UAMONATUYECKUM
nerouHbiM ¢pubposzom (MJID), Bo3pacT KOTOPBIX HA MOMEHT Habopa COCTAaBJISLI HE
Menee 40 ner. JIroasiM, IPUHUMABIIUM CTAaHAAPTHBIE JIEKAPCTBEHHbIE NIPENapaTel OT
NJI®, Bkirovast aHTUGUOPO3HBIE MpenapaTsl, ObLIO MO3BOJEHO MPOJOJIKATh UX MPUEM
B T€UYEHUE BCETO MCCIEJOBAHUS.

Ilenp wiccienoBaHUS COCTOSIA B TOM, YTOOBI BBISICHUTH, CITIOCOOEH JIW HHTUOUTOP

D134 @opmyasr 111

OH

I11,
3aMEeJUINTD YXYyAIleHUe QYHKIUH JIErKUX. Y YaCTHUKHU NMPOXOAUIIN UCCIEJOBAHUE B
TeueHue NPUONU3UTENBbHO 4 MecsLeB. 3a 5TO BpeMsl OHU MOCeLalu
UCCIeA0BATENbCKUN LEeHTp npubnu3utensHo 7 pa3. BHauane oHa mocemanu
HCCIeI0OBATENbCKUN LEHTD pa3 B 2 Hexenu. [locae 1 mecsna edeHus: OHU MOCELANIH
HCCIIEIOBATENbCKUN LEHTP pa3 B 4 HEOAENU.

Y4aCTHUKOB CIy4alHO pa3aesisiid Ha 2 rpynmnsl (“Tpynmy akTUBHOTO BelecTBa”
u “minaunebo-rpynmny”’). OnHy TabneTky, BKIOYAIY 12 Mr coenuneHus @opmy bl
III, u onHy TabneTky, BKIOYAKOIMYy 6 Mr coenuHenuss @opmyisl 111 (,, TabneTkun
AKTUBHBIX BEIIECTB™, COCTABJISIOINE OOy eAUHUYHYIO 103y 18 Mr, cm. Tabnuiy
1), mepopalibHO BBOJIMIIM MallUEHTAM MEPBOM Ipynmbl ABa pasa B AeHb (b.i.d.). Oxny
12 mr tabnetrky mnanebo u ogHy 6 Mr tabneTky mianedo (HU OJHAa He comepikaia
AKTUBHOTO MHIrpeauenTta, cM. Tabnumy 1) mepopaibHO BBOAMIIMN MAllUEHTAM BTOPOH
rpynmnsl 1Ba pasa B aeHb (b.1.d.). TabneTku nnamnedo BHIIAAETN KaKk TaOJIETKH

aKTUBHOTO HMHrpenueHTa (= coenuaenue @opmyunsr I1I).
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Tabauua 1: Cocras “TabjieTOK aKTUBHLIX BemecTs U “‘TabyieTok miaunebo”,

BBOAMMBIX B KJIMHUYECKOM HcnbTanuy (oaHa 12 mr u ogHa 6 Mr tabyerka “tabiaeTok

AKTHUBHBIX BeleCcTB WU “‘TabaeTox mjaaiedo” mpu KaXKIOM BBEIEHUU, BBEIECHUE 1BA

pa3a B I1€Hb)
HNurpeaneHTsI IMnanedo |Ilmamedo |Komm. Komm. ® yHKRIuA Ccplika Ha
6 Mr 12 mr ®opm. IITI | Popm. 11T CTAaHAAPTHI
TabJeTKka |Tadaerka |6 Mr 12 mr
(mr/ (mr/ TabjleTka |TadJeTkKa
Ta0JaeTKy) | TadaeTKky) | (Mr/ (mr/
Ta0JeTKY) [ TabaeTKy)
Komn. ®opwm. IIT - - 6,00 12,00 AXTUBHBIH Craggapt
WHTPETUCHT KOMIIaHHH
MagauTt 103,53 216,58
Momnoruapar - - 138,72 277,44 Hamonmaurens |EBp. dbapwm.,
JIaKTO3HI HO
[lennronosa, 67,425 141,05 50,25 100,50 Hamonautens |EBp. dapwm.,
MHUKPOKPHCTAILJINY. HO
Kpockapmemnosa - - 4,02 8,04 Paspeixnutens |EBp. dapwm.,
HaTpHUs HO
Creapar Maruus 3,045 6,37 2,01 4,02 JIlyOpukaHnr Erp. papm.,
H®
IIpome:x. nutor 174,00 364,00 201,00 402,00
(aapo TadIeTKN)
Cwmech g mienoud. | 5,00 10,00 5,00 10,00 [Inenxoo6pas.
HOKPHITHS, KpacHast
Boja, ounimennas q.s. q.s. q.s. qg.s. PactBopurtens |EBp. dpapwm.,
(ynansiercs B Dapwm.
nponecce CIIIA
00paboTKH)
Bcero (tadaerka ¢ 179,00 374,00 206,00 412,00
IJIEHOYHOI
000J101K0I1)

“I'pynny akTHBHOTO BemecTBa” | “rianedo-rpynny”, B CBOK O4Yepe.b,

pasac€iAain Ha AB€ PAa3HBIX I'PYIIIBI C YYETOM (I)OHOBOFO MCAUKAMEHTO3HOI'O JICUCHHUA !

“A®@-rpynny” (“rpynna antTuguOpo3HOTO POHOBOTO MEAUKAMEHTO3HOTO JICUCHUs )

“He-AD-rpynny” (“rpynna, He mojy4aBinas aHTUGUOPO3HOrO POHOBOTO

MeIMKaMeHTO3HOTO JiedeHus ). [lanuenTsl, Bxoasmue B “He-AD-rpynny”, He

nojy4anu aHTu(GuOpPo3HOro GOHOBOrO MEIUKAMEHTO3HOIO JICUSHUS] HUHTEaHUOOM

win nupPeHnT0HOM (B YTBEPIKIECHHBIX 103aX U PEKUMaX JO3UPOBAHMS ) BO BpeMs

UCTIBITaHUSA (TO €CTh, JH000H U3 uHruduropos ®J/134B @opmyns! 111 B no3e,

cocraBysitomeid 18 mr, b.i.d (= nBa pasza B nenp) unu muanedo b.i.d (= nBa pasa B

ZI€Hb) BBOAMJIH IO OTAEIbHOCTH), a MALMEHTHI, BXOoAuBIINE B “AD-rpynmny”, BO BpeMs

UCIIBITAHUS TOJIy4alu aHTHPHUOPO3HOE POHOBOE MEIUKAMEHTO3HOE JICUEHHUE C

npUMeHEeHHeM HUHTenaHuOa win nupdenunona (To ectb, nHruduropa ®/1234B

®opmyasl 111 B no3e, cocrasusromeit 18 mr, b.i.d (= nBa pasa B aeH»p) win mianedo
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b.i.d (= nBa pasza B IeHb), KOTOPOE BBOJIMJIN B KOMOMHAIIUY C HUHTEJAHUOOM WJIH C
nupperngonom. KomOunanus Huatenannba u nup@eHu0H B KauecTse (POHOBOTO
MEIMKaMEHTO3HOro jeueHus B “Ad-rpynmne” He JOMYyCKaJach.

YY4acCTHUKHU NPOXOAMIN TECThI Ha PYHKIUIO JIErKUX BO BPEMsI BUSHUTOB B XO/1€
ucciaenosanus (“popcupoBannas xusHeHHas emMkocTh (PXKE)”). Pesynprarsl TecToB
Ha U3MEeHeHHe PYHKIUHU JIErKUX CPaBHUBAIHN MEXAY ,,[PYNIOH aKTUBHOTO BeIlecTBa™
u , mianebo-rpynnoi” (kak B npenenax “A®@-rpynnsl”’, Tak U B npenenax “‘He-Ad-
rpynmer’). Bpauu Takke peryJsipHO MPOBEPsUTH 00IIee COCTOSIHHE 310POBbS
y4aCTHHUKOB.

Jns uccnenoBanus 6p110 HabpaHo 147 manuentos ¢ MJID cornacHo cieayromum
KpUTEPUSM BKJIIOYECHUS !

. [TauueHnTs! B BO3pacte > 40 et npu NOAMUCAHUA WHPOPMHUPOBAHHOTO COTJIACHS .
. Huarnos: MJI® B coorBercTBuu ¢ Pykosoacteom ATS/ERS/JRS/ALAT ot 2018

I., TOATBEPKAEHHBIH HCCIEOBATENEM Ha OCHOBE U300pakeHUs TPy IHOM

KJIETKH, TIOJIYY€HHOT'O C MPUMEHEHHUEM KOMIBIOTEPHONH TOMOTpadUuu C BBICOKUM

paspemenuem (KTBP) B npenenax 12 mecsnes ot Busura 1 u, npu Hanmu4uu,

XUPYPTUIECKON OUOICUHU JIETKHUX .

u

OO6prunas nHTepcTuHanbHas nHeBMoHus (OUII) nnu BozmoxHbiit KTBP-
narrepH OUII, cooTBeTcTBYrOIUM KnnHU4YeckoMy auaraozy MJI®, koTopslii
HNOATBEPIKAECH OCMOTPOM B LIeHTpe nepen Busurom 2%,
ecnu obHapyskenune UJID npu nomomu KTBP moskeT ObITh MOATBEPIKAEHO JTOKAJIBHO
Oouoncuelt (MCTOPUUECKOIT)

. CtabunpHOCTH B T€YEHHE 1O MEHbINEH Mepe 8 Henenb nepex Busutom 1.
. ITannenTsl:

- He JOJDKHBI NOABEPraThCs TEPANNU ¢ IPUMEHEHHEM HUHTenaHuOa uinu
nuppeHu0Ha B TeUeHUE IO MEeHbLIeH Mepe 8 Hexgenb nepen Busutom 1
(komMOmHauMs HUHTEeNaHNOA U MUP(EeHUIOHA HE TOMYCKAeTCs)

uiau

- JIOJDKHBI MPOXOAUTH CTAOMJIBHYIO* TEpanuio ¢ IpUMEHEHHEeM HUHTeNaHuOa
wii nupeHnoHa B TEUEHHE 110 MeHbInell Mepe 8 Henenb nepen Buszutom 1
C MJIAHUPYEMBbIM CTaOUIBbHBIM NpeObIBAHNEM Ha 3TOH (OHOBOH Tepamuu

HocJie paHAOMH3ALHH
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[*cTabunpHas Tepanus onpenenseTcs Kak OTIeNbHO U B LIEJIOM NEePEHOCHUMBbIN
peXUM C IpUMEeHEeHHeM Nup(eHn0Ha NI HUHTenaHn0a (koMOnHanus
HUHTenaHuOa u nupdeHnoHa He fomycKaeTcs )]

. dopcuposanHas xxu3HeHHas eMKocTb (PXKE) > 45 % ot nporuo3upyemoit
HOpMBbI Tpu Busure 1

. Huddy3nonHas cnocoOHOCTH Jerkux no mounookcuny yriaepoaa (DLCO) (¢
nonpaBkoi Ha remoriaobun [Hb] [Busur 1]) ot > 25 % no <80 % ot
NPOTHO3UpPYyEeMOil HOpMBI Ipu Busure 1.

. [MoanucaHHOE U NAaTUPOBAHHOE MHUCbMEHHOE HHOOPMHUPOBAHHOE COTJIACHE B
cooTBeTcTBUU ¢ ICH-GCP 1 MecTHBIM 3aKOHOAATENbCTBOM MEPe] 3aUUCICHUEM
B COCTaB YYaCTHUKOB UCITBITAHUS.

Jns yyacteyromux nauueHtos ¢ MJI® npuMensnuces cieayrwmue KpUTepuu

UCKITFOYCHUS

. CooTeTcTByrOImMast OOCTPYKIUS AbIXATEIbHBIX MyTeH (10 MHraIALHU
Oponxonutnka 00beM GOPCUPOBAHHOIO BbIAOXA 32 ONHY cekyHay (OPBI1) /
dopcupoBanHas xusHeHHas eMkocTb (PXE) < 0,7) npu Busure 1.

. ITo muenuro MccnenoBarens, Apyrue KIMHUYECKH 3HAYNMBbIE JIETOYHbBIE
OTKJIOHEHHUS.

. O6octpenne UJID B npenenax 4-x mecsues 10 0TOOpa W/UIIKU B T€UEHUE MEPUOTA
orbopa (ompenensieTcs HCCAe0BaTEIEM ).

. WNHpexuns HUKHUX ObIXaTeNbHBIX MyTeH, TpeOyromas npueMa aHTHOMOTHKOB, B
npenenax 4 Hexesb nepea BU3UTOM | u/uinu B TeueHUe nmepuoaa oroopa.

. PanukanpHas onepanus (pagukaabHasi COTJACHO OLEHKE MUCCIIEeIOBaTEeNs ),
BBINIOJIHEHHAs B npefenax 3 mecsues nepen Busutom 1 unu nnanupyemas B
TeUYEeHHUE Mepuoaa ucubiTanus (nmpebbpiBaHUE B CMIUCKE HA TPAHCIIAHTALIHIO
JOTMYCKAETCsl).

. JIro0oe 3aI0OKyMEHTHPOBAHHOE AKTUBHOE HJIM MOA03PEBAEMOE 3JI0KaUE€CTBEHHOE
HOBOOOpa30OBaHNE MJIM aHAMHE3 3JIOKAUY€CTBEHHOI'0 HOBOOOPA30BAaHUS B
npenenax 5 et nepea Busutom 1, 3a HCKJIHOYEHUEM MOABEPTHYTOU
HaJJIeXaIeMy JICUEHNUI0 0a3aJbHOKJIETOYHON KapLUHOMBI KOXKHU,
"HabaromaemMoro" paka MpeacTaTeIbHOU KeJie3bl UJIU i Sift KAPIUHOMBI IIEHKH

MAaTKH.
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. [IpusHaku akTUBHOHN MHQEKIUH (XPOHUUECKON MM OCTPON) COTJIACHO AAHHBIM
KJIMHIYECKOTr0 OCMOTpa UJIM Ja00paTOpPHBIM JaHHBIM npu Busure 1 unu npu
Busure 2.

. Jroboe cynnupanpHOE MOBeNeHHE 3a npolenmue 2 roga (T. €., pakTudyeckas
NONBITKA, IPEPBAaHHAs MONBITKA, HEYAaBILIAsACSH MMOMBITKA WU NMOJATOTOBUTENbHBIE
AEeHCTBHS UIIU NTOBEICHUE).

. [Tanuent umeet noareepxkaeHuy0 uHpekunto SARS-CoV-2 B npenenax 4
Henesb nepen Busutom 1 u/unu B TedeHue nepuoaa ordopa.

. JIeHCTBYIOT AONOJHUTEJbHBIE KPUTEPUH UCKITIOUCHUS .

UcnpiTanue ObUIO paHIOMU3UPOBAHHBIM, IBOHHBIM CJIEMNbIM, TIanedo-
KOHTPOJIUPYEMBIM HCCIIEOBAHHEM B MMapajUieNIbHbIX Irpynnax. B reuenue 12 Henenpb
uccienoBaHusi QYHKIHUIO JIETKUX BCEX yYaCTBYHOIMHNX manueHToB ¢ MJI® nabmro nanu
nyTeM U3MEPEeHUs] U3MeHeHHs1 PopcupoBaHHON ku3HeHHON eMkocTH (PIKE)
OTHOCHUTEJIbPHO HCXOJHOTO YPOBHs (“IepBUYHAs KOHEUHAs TOUKA HCClenoBaHus ). B
TedueHue 12 Henenap mepuoaa JEUEeHHUsS U Yepe3 OAHY HeNeJNI0 MMOoCie Nepruoa JIeueHus
(BpemMeHHOM MHTEpBak: 10 13 Hexenp) BOZHUKIINE BO BPEMs JICUCHHUSI HEXKENATeIbHbIe
asnenusi (TEAE) oTcnexxuBanu y Bcex ydacTBYOMHUX nauneHtos ¢ UJID
(“BTOpHUYHBIE KOHEYHBIE TOYKH UCCIEAOBAHUA").

3.2 Pe3yabTaThbl KJIHHHYECKOro HcnbiTaHua Paswl 11:

3.2.1 O6mas nonyasauus

N3 147 nauneHTOB BCE, KOTOPbIE JOCPOYHO MPEKPATUIHN UCIIBITAHUE Npernapara,
ObLIM MALMEHTAMU U3 “TPYIIbI AKTUBHOTO BemecTBa”, kak mist “A®-rpynnsr” 10/49
(20,4 %), tax u ans “He-A@-rpynmer’ 5/49 (10,4 %).

Haubonee yacToilt npuYMHON JOCPOUHOTO MpeKpaIeHus: ObLIO HeXeTaTeIbHOEe
sIBJIEHHE, Ha KoTopoe nmpuxonsitcsa Bce 100 %cnyuaeB npekpamenns B “A®@-rpynne”,

10/10, u 60 % cnyuaeB npekpamenus B “He-A®D-rpynne”, 3/5 (cm. Tabnuny 2).

Tabnuma 2: 0O030p KJIMHUYECKOTO UCIIBITAHUS
A®-rpynna He-A®-rpynna
IInamnebo Komi. Bceero |Ilmane6o Kowmi. Bcero
Dopwm. II1 ©Qopwm. II1

N % [N [% N|{% [N [% |N |% N %
Orto0OpaHHBIE 98 135
HepanjoMU3upOBaHHEBIE 24 62
PangoMu3npoBaHHbIE 74 73
He noJiBEpruyTHE JICICHUIO 0 0
[logBEpPrHYTHIE JICUCHUIO 25 1100 149 1100 741100 |25 |100 [48 |100 73 1100
3aBepIIUIN IIIAHOBHH IEPHOT
HaOII0ICHUS 25 [100 142 |[85,7 [67]90,5[25 [100 |44 |91,7 |69 [94.,5
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A®-rpynna He-A®-rpynna
I11amnebo Komi. Bcero |Ilmamne6o Kowmi. Bcero
Gopwm. 111 Gopwm. 111

N |% N |% N |% N |% N |% N |%
He 3aBepmuiu iIaHOBBIHA HEPHO 0 7 14,3 7 19,5 |10 [0 4 8.3 4 5,5
HaOJIIOeHUSI
BriObiBIIHE M3 HAOIIOICHUS 0 0 0 0 |0 0 |0 0 0 0 0
OTKa3 co CTOPOHHI NallMeHTa 0 3 6,1 3 14,1 [0 [O 2 4.2 2 2.7
CmepTh 0 1 2,0 1 (1,4 10 |O 1 2.1 1 1,4
Jlpyroe 0 |0 3 6,1 3 (4,1 [0 |O 1 2.1 1 1,4
3aBepIIMIN IIAHOBBIM MEPHOT
JIeYeHUs 251100 |39 [79,6 64 (86,5125 [100 |43 |89.,6 68 93,2
He 3aBepmunu minanoBwit nepuog (0 |0 10 20,4 10113,5(0 |0 5 10,4 5 6,8
JIeYeHUs
Hexenarennuoe saBacHHE 0 |0 10 (20,4 10|13,5|0 |0 3 6,3 3 4,1
OTKIOHEHHE OT IPOTOKOIA 0 [0 0 0 0 |0 0 [0 0 0 0 |0
BrIiOwniBIInE U3 HAOIIOEHUS 0 |0 0 0 0 |0 0 |0 0 0 0 0
OTKa3 cO CTOPOHHI MAI[UEHTA 0 10 0 0 0 [0 0 10 1 2,1 1 1,4
Ipyroe 0 |0 0 0 0 |0 0 |0 1 2.1 1 1,4

B Tabnuue 3 moka3zaHo, 4TO BpeMsl ¢ MOMeHTa auarHocruposanus NJI® 6buto

6onee nnutenbHBIM B “A®-rpynmne” (4,33 roga.) nmo cpaBHeHUO “He-A®D-rpynmoit”

(2,54 rona) u 66110 cOaTAaHCUPOBAHHBIM MEXKIY TPyNIamMu Mmianedo-KOHTPOJIS U

AKTHBHOI'O BCIICCTBA.

Tabnuua 3: Jlemorpadruueckye NaHHblE NOABEPTrHYTHIX JIEUEHUIO NALUEHTOB:

BpeMms ¢ MOMeHTAa TMATrHOCTHUPOBAHMS

A®-rpynna He-A®-rpynna
IInane6o Kowmi. Bcero IInane6o Kowmi. Bcero
Gopwm. 111 GQopwm. 111
N [% [N % N |% [N [% [N % N |%
BpeMs ¢ moMeHTa nepBoro
JIMaTHOCTUPOBAaHUA (JIET)
N 25 49 74 25 48 73
Cpennee (rojanl) 3,9 4,55 4,33 2,24 2,70 2,54
Bpewms ¢ moMeHnTa
JuarnoctupoBanus (JIeT)
<1 ronma 4 [16,0(8 16,3 |12 |16,2|8 32,0|14 29,2 (22 |30,1
oT 1 mo <3 mer 8 |[32,0]14 28,6 |22 |29,7|11 [44,0|18 37,5 129 [39,7
oT 3 10 5 meT 5 120,019 18,4 |14 |18,9]4 16,06 12,5 [10 [13,7
>5 et 8 |[32,0]18 36,7 [26 [35,1]2 8,0 |10 20,8 [12 |16,4

B Tabnuue 4 mokasano, 4yto nmanuerTsl ¢ UJID B “AD-rpynne” npuHuMaIn

Oouble HI/IHTeI[aHI/I6a B Ka4UCCTBEC (I)OHOBOFO MCAUKAMCHTO3HOTI'O JICUCHUSA 11O

CpaBHEHUIO ¢ MUPPEeHUIOHOM (B “rpymme akTuBHOTO BemectBa” 53,1 % HuHTenanuba

u 46,9 % nupdenunona, B “mianedo-rpynmne”’ 68 % Huntenanuda u 32 %

nuppenunona). Kpome Toro, B Tabauue 4 nokaszano, 4yro cpenn MJIP-nanuesTos u3

“A®@-rpynnsl” BpeMs, nmpoueamee ¢ MoMeHTa nuarsoctuposanus MJI®, Ovino Oonee

ITUTENbHBIM (4,6 rofa njs “rpynmsl akTUBHOTO BemecTBa” U 3,9 roga nus “nanedo-
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IpyInmel’) MO CPABHEHUIO C nanuentaMu “He-A®@-rpynnsl” (2,7 roga nis “rpymmnsl

aKTUBHOTO BemecTBa” u 2,2 roga s “mjanedo-rpynmnsr’).

Tabnuua 4: XapakTepusalus DALUEHTOB B KAUEeCTBE NOABEPrHYThHIX JIEYEHUIO B

Pa3HbIX Irpynnax

A®-rpynna He-A®-rpynna Bce manueHTDI
Kom. Inamnedo Kowmm. IInane6o Kowmm. IInanedo
®opmMm. IIT | (n=25) @opm. IIT | (n=25) ®opm. 111 (n=50)
(n=49) (n=48) (n=97)
Bpewms ¢ MoMeHTa 4,6 (3,7) 3,9 (3,3) 2,7 (2,4) 2,2 (2,6) 3,6 (3,2) 3,1(3,0)
JIHarHO C TUPOBAHUSI,
net, cpejgHee (SD)
AHTHOUGPO3HOE
doHOBOC
MeTUKaMeHTO3HOe
neueHue, n (%)
HUHTE JaHUO 26 (53,1) 17 (68,0) 0 0 26 (26,8) 17 (34,0)
nupeHuI0H 23 (46.9) 8 (32,0) 0 0 23 (23,7 8 (16,0)
OXKE, M, cpenasas  [2876 (753) 2690 (890) 2783 (835) 2865 (1015) |2830(792) 2777 (949)
(SD)
OXKE, % mporHos., |[75,8 (17,9) |[71,7 (12,3) 80,4 (16,0) (82,1 (17,7) 78,1 (17,1) [76,9 (16,0)
cpenH. (SD)
Dlco, % mporuos., 49,0 (18,3) |46,5(16,2) 52,0 (16,7) (48,3 (12,1) 50,5 (17,5) |47,4 (14,2)
cpenH. (SD)
3.2.2 PesyapTaThl, Kacawmuecs 3¢ dexkTuBHOCTH HHruOuTopa ®J/194

dopmvasbl 111
3.2.2.1

Pesvabrarsl Aas “He-AD-rpynnnr”

OueHoYHOE CKOPPEKTHPOBAHHOE cpeAHee (MOeJ b CMemAHHBIX 3 (deKTOB

AJI MHOTOKpAaTHBIX u3mepenuii, MMRM):

[MTaunenter ¢ UJIP “He-A@-rpynner” nonyvanu audo tabnerku, cogepxamue 18

mr coequnenust @opmyael 111 a1Ba pa3a B neHb (= “rpynmna akTUBHOIO BellecTna’),

an6o Tabnetku mianedo 0e3 akTUBHOTO MHIPEAUEHTA J1Ba pa3a B AeHb (TaKUM

obpazom, “rabneTku mianebo” B OTHOLIEHUM BHEIIHETO BUAA, 3aMaxa, BKyca U T. II.

OBLTH HEOTJIUYUMBI OT “TaOJETOK aKTUBHOTO BELIECTBA , KOTOPBIE coaepkanu 18 mr

coenuneHus @opmyusl I1I). I[Tanuents “He-AD-rpynnel” He MONyYaId CTAHAAPTHOTO

(hOHOBOrO MeauKaMeHTO3HOTO JieueHuss oT UJID Bo Bpems 12-HeaenbHOTO Mepuoaa

HUCCIICA0OBAaHUA (‘-ITO O3HA4YacT OTCYTCTBUC (I)OHOBOFO MCIAUKAMCHTO3HOIO JICUCHUA

HI/IHTeI[aHI/I6OM U OTCYTCTBHEC (I)OHOBOFO MCAUKAMEHTO3HOI'O JICUCHUA

nupperunonom). Kaxkaelil U3 uccienyemMpIXx MalueHTOB BBIMOJHII TECThI Ha

($YHKIUIO JEerK1uX ¢ paBHBIMH HHTEPBAJIAMH MPH KaXKJAOM BH3UTE HccienoBanus. [1o

pe3ybTaTaM 3THX TECTOB Ha (GYHKIHIO JIETKUX onpenessuin usmeHenue O@XKE

OTHOCHUTEJIbHO UCXOJHOTO YPOBHS (B MJI) U1 Pa3HBIX MOMEHTOB BPEMEHH B

uccienoannu (cMm. @urypy 1). JlaHHbIE MAIMEHTOB MO PE3yJIbTaTaM TECTOB Ha
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(G YHKIHUIO JerkKuX B pa3Hble MOMEHTBI BpEMEHHU B mpeaenax 12-HenenpHOro nepuoaa
UCCIIEIOBAHUS aHAJTU3UPOBAJIM MPU MOMOIIU MOAEIN CMEIIAHHBIX 3P PeKTOB ns
MHOTroKpaTHbIX u3meperuit (MMRM). MMRM sBnsieTca oOmenpuHATEIM CIIOCOO0M
aHaJN3a JaHHBIX JUIUTEJIbHOrO HAOIIO JEHUs], TO3BOJISIOIINM HUCIIOIb30BaTh HAOOP
MHOTOKpPAaTHBIX U3MEpPEHHH s mauueHTa B npouecce onenku (Fitzmaurice et al.,
“Longitudinal Data Analysis, Chapman & Hall/CRC, New York (2009)).
HNsmenenne @XE OoTHOCUTENBHO HCXOAHOTO YPOBHS OT Hadaja UCCIEeA0BAHUS
no 12-i Henenu coctaBisiyio — 95,62 mu nis “mmanebo-rpynnel’” U+ 6,10 M nus
“rpynmnel akTUBHOTO BEIECTBA , UTO B pe3yjbTaTe pazHuly B usMeHenuu ®XE
OTHOCHUTEJIBHO UCXOJHOIO YPOBHS OT HadaJja UCCIeAOBaHus 10 12-1 Hegenu Mexay
“rpynmnoi akTUBHOTO BemecTBa” U “muranedo-rpynmnoi” 101,72 mu (cm. Tabnuny S,
Qurypy 1 u @urypy 6). Ecnu B “nnane6o-rpynne” usmenenune ®XE otHocuTenbHo
HCXOJHOTO YPOBHS 3HAYUTEJIbHO CHU3UJIOCH B TeU€HUE |2-HeaenbHOro nepuosaa
uccieqoBaHus (4TO O3Ha4UaeT nmporpeccupopanue 3adonesanus MJI® rimaBabiM
00pa3oM y 3THX HE MOABEPTHYTHIX JICUEHUIO MAIIMEHTOB), B “TPyNIle aKTHBHOTO
BemecTBa’ (kotopas mosydana uaruoutop @134 ®@opmyner 111 B nose,
cocraBysitomei 18 mr, aBa pasza B neHb) usmeHenue ®XKE oTHOCUTETBHO HCXOIHOTO
YPOBHSI OCTaBaJIOCh CTAOMJIBHBIM MJIM Ja’ke CJIerka BO3pOCJO B Te€U€HUE TOro xe 12-
HeZleNbHOTro nepuoaa uccienosanus (cMm. @urypy 1 u @urypy 6). Takum oOpazom,
unruourop ®/134 @opmynsl 11l B no3e, cocrasnstomeii 18 mr, 1Ba pasa B AeHb
AEMOHCTPUPYET BIEUATISIOMYIO TepaneBTu4eckyo s dexrusuocts y UJID-
NAlMEeHTOB B TeUeHHUE |2-HeaeapbHOro Meproaa JIeueHust 0e3 CTAHAapTHOro GOHOBOTO
MEIUKAMEHTO3HOTO JICYEHUs] C MPUMEHEHUEeM HUHTenaHuOa i nupdeHunona.

Tabnuua 5: Ckoppexktuposannoe cpeanee (SE) nnsg usmenenus @XKE

OTHOCHUTEJBHO UCXOMHOro yposHs (M) 3a 12 Henenp (MMRM) nns “Be-AD-rpynnel’”

Ucx. yposens (1) M3MeHeHne OTHOCUTEIIPHO HUCX. CpaBHeHHe ¢ mnanedo
ypOBHS K 12-1i Hejene
95 % noBepHr. 95 % JoBEpHUT.
HHTEpBaI HMHTEpBall
N |Cpenn. |SD Cxkop. SE HUXKH. BepxH. |Ckop. SE HI)XH. |BEpXH.
cpejHee cpejHee
[2] [2]
OKE [wmi]
IImaneGo |25 [(2864,92 [1015,10 |-95.62 30,75 |-157,13 |-34,10
Kowm. 4712766,51 |836,26 (6,10 22,90 [-39.,67 51,88 (101,72 38,35 (25,02 |178,41
Gopm. 11
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3.2.2.2 PesyvabTarsl aasg “AP-rpynnst”’

OueHouHoe ckoppekTupoBaHHOe cpeaHee (MMRM):

ITanuenter ¢ UJI® u3 “A®-rpynnsr” nonydanu nubo Tabnetku, coaepxamue 18
mr coequHeHust Popmyasl 11l nBa pa3a B neHb (=“rpynmna akTUBHOI'O BeIleCTBa” ),
anbo tabnerku niuanedo nogobHOro Buaa 6€3 aKTUBHOI'O MHI'PEAMEHTA Ba Pa3a B
neHb (= “mnauebo-rpynmna’”). Kpome toro, nauueHTsl “A@-rpynnbl’ mojyvann
cTaHgapTHOe POHOBOE MenuKaMeHTO3HOoe eueHue oT MJID Bo Bpems 12-HenenbHOrO
nepuoaa ucciaenoBaHus (4YTo o3HavaeT (OHOBOE MEIMKAMEHTO3HOE JICUEHUE C
NMpUMEHEHUEM HUHTEeNaHuOa B 103€ / pekuMe NO3UPOBAHMUS, KaK ObLIO YTBEPIKIEHO,
Wi (OHOBOE MEAUKAMEHTO3HOE JIUeHHE ¢ MpUMEeHeHneM nupdeHunona B nose /
peXuMe TO3MPOBAHMUs, KaK ObUIO YTBEPIKIAECHO,, KOMOUHAIMS HUHTenaHnOa u
nupdeHn0Ha B KauyecTBe (POHOBOTO MEIUKAMEHTO3HOIO JIEYCHHS MPH 3TOM HE
nonyckanach). Kaxaplii U3 nccienyemMbIX NalHEHTOB BBIMOJHSII TECThI Ha PYHKIUIO
JErKUX C PAaBHbIMU MHTEpPBaJaMH MPH KaKIOM BH3UTe uccienoBanus. I1o
pe3yibTaTaM 3THX TeCTOB Ha (GYHKIHIO JIETKUX onpenessuin u3menenne ®XKE
OTHOCHUTEJIbHO UCXOJHOTO YPOBHs (B MJI) U1 pa3HBIX MOMEHTOB BPEMEHH B
uccienoannu (cMm. @urypy 2). JlaHHbIE MAUEHTOB MO PE3yJIbTaTaM TECTOB Ha
(GYHKIMIO JEerkuX B pa3Hble MOMEHTBI BpEMEHHU B mpeaenax 12-HenenpHOro nepuoaa
UCCIIeIOBAHUS aHAJTU3UPOBAJIM MPU MOMOINU MOAEIN CMEIaHHBIX 3P (PeKToB nis
MHOT'OKpaTHbIX u3mepenuit (MMRM).

HNsmenenune @XKE OTHOCUTEIBHO HCXOJHOTO YPOBHS OT Ha4aljla UCCIEJOBaHUS
no 12-ii Hemenu cocTaByisuio — 77,7 mi ans “mnanedo-rpynmnbl” u + 2,72 M ais
“rpynmnsl akTuBHOTO BemecTa” (cMm. Tabnuny 6, @urypy 2 u @urypy 6), 4To B
pesyabTaTte pasHuny B usMmeHeHun ®@XKE oTHOCUTENBEHO HCXOOHOTIO YPOBHS OT Hadala
uccienoBanus 10 12-i Hegenu MexAy “TPymnnol akTUBHOTO BellecTBa” u “ruianebdo-
rpynnoii” 80,42 mn. Ecnu B “nnanebo-rpynne” (“miaunedo-rpynme” “A®-rpynmner’,
NMoJy4aBlIel TOJAbKO aHTH(PUOPO3HOE POHOBOE METUKAMEHTO3HOE JIEUEHUE, TO €CTh,
TOJBKO HUHTeAaHUO uiau nupdennnoH) n3meHenne @XKE oTHOCHTENBHO HCXOIHOTO
YPOBHS B Te4eHHE |2-HeneNbpbHOTr0 Nepruoaa HCCIEOBAHUS CHIUXKAJIOCH (UTO O3HA4aeT
nporpeccupopanne 3aboneBanus MJI® y 3TUX nanmueHTOB, MOJyYaBIIUX TOJIbKO
aHTu(PuOpo3HOE POHOBOE MEAUKAMEHTO3HOE JIEUCHHUE), B “TPYIIIE aKTUBHOTO
BemecTBa’ (kotopas mosydana uHruoutop @134 ®@opmyaner 111 B nose,
cocrapisitommeii 18 Mr, aBa pa3a B 1eHb B KOMOMHAINHU ¢ aHTU(PUOPO3HBIM (POHOBBIM

MCAUKAMCHTO3HbIM JICUCHUCM C IPUMCHCHUEM HI/IHTeI[aHI/I6a nin HI/Ip(l)eHI/II[OHa)
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ns3meneHne @XE OoTHOCHTEIBbHO HCXOMHOTO YPOBHS OCTABAJIOCh CTAOUIBHBIM HUIIH
JaXke cJerka BO3pOCiO B TEUEHHE TOTO ke 12-HenenpbHOro nepruoa UCCleI0BaHUs
(cm. @urypy 2 u @urypy 6). CnenosarenbHo, uarudurop ®J/134 @opwmyser 111 B noze,
cocraBysromeit 18 mMr, aBa pasza B 1eHb B KOMOMHALMH ¢ aHTHPUOPO3HBIM (HOHOBBIM
MEeINKAMEHTO3HBIM JIeueHHeM (C MpUMEHEHHeM HUHTenaHn0a win nupQpeHn10Ha)
AEMOHCTPUPYET BIEUATISIOLIEE YIyULIEeHUE TepaneBTHYecKol 3(pPeKTUBHOCTH Yy
NJI®-nauueHTOB B TeueHUe 12-HeneabHOro nepuoaa JeUeHus Mo CPaBHEHUIO C
TepaneBTudeckuM 3¢ dexkrom y MJIP-nauneHTOB, KOTOpbIe OBLIN MOABEPTHYTHIE
TaKOMY k€ aHTH(PUOPO3HOMY (POHOBOMY MEIMKAMEHTO3HOMY JICHEHHUIO OTIAEJBHO.
Ot10 usmenenue ®XE oTHOCUTENBHO UCXOAHOTO YPOBHS K 12-i Henene B
CpaBHEHHUH MEXIY “TPYIMION aKTHBHOI'O BellecTBa | “ranedo-rpymnmnoi”,
cocrapisromee 80,42 mu ansa “A®@-rpynmel”’, ssBiasieTcs MeHbIIUM, yeM 101,72 mu ais
“He-A®@-rpynnbsr’. OgHAKO 3TO 00BICHUMO, MMOCKOJbKY B “Ad-rpynmne”
aHTH(UOpPO3HOE (OHOBOE MEIUKAMEHTO3HOE JICUCHHE HUHTEaHUOOM WK
nuppEeHUIOHOM TaK)Xe OTBEYAET 32 ONPEAEIECHHBIH TepaneBTUIECKU OCHOBHOM

sddexr.

Tabnuua 6: Ckoppexktuposansoe cpendee (SE) nns usmenenus @XKE

OTHOCHUTEJbHO UCXOAHOro ypoBHsa (M) Ha 12-1 Henene (MMRM) mius “A®-rpynnst”

Hcxouplit ypoBeHb | I3MeHeHHE OTHOCUTEIBHO HCX. CpaBHeHHe ¢ maneso
(D) ypoBH K 12-11 Heene
95 % noBepwur. 95 % nmoBepwur.
HHTEpBa HHTEpBAal
N |Cpenu. [SD Cxop. SE HIKH. BepxH. |Ckop. SE HIKH. |BepxH.
cpesnHee cpenHee
[2] [2]
OKE [wmi]
Jns 2512690,00 |889,99 |(-77,70 23,60 |-124,87 [-30,53
mane6o
Jlnsg xomrn. (48 [2865,29 (757,31 |2,72 18,13 |-33,46 38,89 (80,42 29,82 (20,85 (139,99
Gopwm. 111

OnHako npu aHanu3e pe3ynbTaroB “Ad-rpynnel’” OTAENBHO MO TUIY
aHTU(PUOPO3HOTO POHOBOTO MEAUKAMEHTO3HOIO JEYEHHS, KOTOPOE MOJydas MarueHT
(TO ecTh, ¢ pa3neneHueM “rpynmbl GOHOBOTO METUKAMEHTO3HOTO JIEUSHUS C
NpUMEHEHHEeM HUHTenaHuba” u “rpynnsl (OHOBOrO MEANKAMEHTO3HOTO JICUEHUS C
npuMeHeHneM nupdeHnaona” B npenenax “Ad@-rpynnsl’), TEHASHIHIO K MOBBIIIEHUIO
TepaneBTU4YeCKOon 3P PekTuBHOCTH B koMOuHanuu ¢ 18 mr nuarndburopa ®©J/124
@opwmynsl 111, kOTOpHIl BBOAUIN ABA pa3a B 1€Hb, HAOIIOANH AJIs TPYIIIbI, KOTOpas

nojy4aiaa HI/IHTeI[aHI/I6 B KQUC€CTBC (I)OHOBOFO MCAUKAMCHTO3HOI'O JICUYCHUA, 110
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CpPaBHEHHUIO C IPYIIOH, KOTOpas moyy4aina nuppeHnu0H B kauecTBe (OHOBOTO
MEIMKAMEHTO3HOTO JICYEHUs.

OTa TeHAEHLHUs CleyeT U3 CBOJIHBIX JaHHBIX, MpeacTaBleHHbIX B Tabnuie 7: B
TaHHOM Cllydae JJIsl TPYIIbI, KOTOpas mojy4yaja HUHTenaHuO B KauecTBe (pOHOBOTO
MEIMKAMEHTO3HOTO JIEYeHUsI, CKOPPEKTUPOBAHHYIO CPEIHIOI0 PA3HULYY MEXIY
U3MEHEHUSMU OTHOCHUTEJIBHO UCXOIHOr0 YPOBHA A0 12-1 Hexnenu Mexay “rpynmnou
aKTUBHOTO BemecTBa” U “miaunebo-rpynmnoit” 105,43 Ma BBIUHUCIISIIN HA OCHOBE
JAHHBIX UCIBITAHMSI, TOTAA KAK JUJISI TPYIIIBI, KOTOpasi moJjiy4anga mnuppeHua0H B
KadyecTBe (POHOBOrO MEIMKAMEHTO3HOTO JIEYeHUsI CKOPPEKTHPOBAHHYIO CPEIHIOIO
Pa3HULY MEXAY U3MEHEHUSIMU OTHOCUTEJBHO MUCXOJAHOTO YPOBHS A0 12-i1 Henenu
MeXAy “TPyMNIoi aKTUBHOTO BemecTBa” U “miaunedo-rpynmnoii”, COCTABJISIBIIYIO BCETO
61,30 mJ1, BBIUKCIISUIN Ha OCHOBE NaHHBIX ucnbiTanus (cMm. Tabmuny 7).

Ecnu HE mpoBOOMTE pa3nuyne MeXIy HUHTENAaHHOOM WU NMUPPEHUTOHOM B
KadecTBe (POHOBOrO MEIMKAMEHTO3HOTO JIEUECHHS, ONPEALTAIN CKOPPEKTUPOBAHHYIO
CPEAHIOK Pa3HULY MEXIAY U3MEHEHUSMH OTHOCUTEJIbHO UCXOAHOIO YPOBHSA A0 12-i
HeZeNu MeXAy “TPYNIOH aKTUBHOTO BemecTBa” U “miaunedo-rpynmnoii” 80,42 ma (cMm.
Tabnuny 6 B cpaBHEHHH) — 3HaUE€HUE, HAXOoAsIIeecs 0oJee WM MeHee TTOCPEUHE.

Xon passurus 1t usMeHeHus: @IKE OTHOCUTENbHO UCXOAHOIO YPOBHS B
TeueHue 12 Hexenp eueHus BHIBOIAT ¢ Purypsl 3 nis “rpynnbsl HUHTeaHHOA B
KauecTBe (POHOBOrO MEJUKAMEHTO3HOTO JiedeHus1” u ¢ Qurypsl 4 aist “rpymnmsl
nupdeHnoHa B KauecTBe POHOBOTO MEIMKAMEHTO3HOIO JICUCHHS .

Tabauua 7: Cxoppextuposannoe cpeadee (SE) musa nsmenenus @PXKE

OTHOCHUTEJBbHO UCXOAHOro vpoBHsA (M) uepes 12 Henenp (MMRM) mns “A®@-rpynnsr”

/ pasjJanvdue MEXAy (bOHOBbIM MCIAUKAMECHTO3HBIM JICUCHHUEM C MIPUMCHCHUCM

HI/IHTeI[aHI/I6a )41 d)OHOBbIM MECAUKAMECHTO3HBIM JICUCHHUEM C MIPUMECHCHHUEM

nupdeHnnona
HexoaHbIii 12-a Hemenn HN3meHeHHe OTHOCHTEILHO CpaBHeHHe ¢ MIaesdo
YPOBeHb HCXO/JHOT 0 YPOBHA K 12-ii
Helese
95 % JloBepwur. 95 % JloBepHT.
HHTepBaJ HHTEpBaJ
N [Cpenan. [SD Cpenn. |SD Cxkop. SE HUXKH. |[BepxH. |P-ma SE HHUXKH. |BepxH.
OXE OXKE CcpenH. CKOP.
(vn) (M1) CpeaH.
Hunrenanuo
II1aneGo 17 (2488,71 (825,70 12418,47 | 803,13 |-82,01 |30,03 [-142,81 |-21,22
Komm. ®opm. |25|2881,36 728,54 |2787,37 |716,21 | 23,41 26,17 [-29,42 (76,24 105,43 |40,33 123,88 |186,97
111
IIupdennzon
I11ane6o 8 |3117,75 [921,85]3034,88 |924,25(-80,06 [38,59 |-160,42 |0,30
Komm. 2312847,83 803,50 |12879,35 | 756,15 (-18,76 |[23,86 [-68,29 |30,77 |61,30 |45,49(-33,38 |155,99
dopm. 111
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CnenoBaTenbHO, NaHHBbIE KIWMHUYECKOTO UCIBITAHUSA YKAa3bIBAKOT, YTO
koMOuHauus 18 mr unruburopa ®J1234 @opmyns 111, koTopeIil BBOASAT ABA pa3a B
AeHb, U HUHTenaHuOa (B YTBEP)KAEHHBIX A03aX U PEKUMAX JO3UPOBAHUSA) CIOCOOHA
NPOSIBISATD JaXKe JYYIIYIO TePANeBTUYECKYIO 3 (PEKTUBHOCTh IO CPABHEHHIO C
komOuHauuei 18 mr uaruburopa ®J1234 @opmyasl 111, koTOpHI BBOAST Ba pa3a B
IeHb, U MUpPeHNa0Ha (B yTBEPIKACHHBIX 103aX U PEKUMaX JO3UPOBAHMUS ).

3.2.2.3 PesyabpTaThl Aas “o0beanHeHHol GoHoBOM Tepanuu” (“He-AD-

rpynna’”’ + “Ad-rpynna’’)

OuenouHoe ckoppekTupoBanHoe cpeaiee (MMRM):

KomOunupoBaHHbBIEe pe3yabTaThl 15 “He-AD-rpynnel” U “A®@-rpynnsl” BeIU K
pesyabpTaTaM, NOKa3aHHbIM Ha Durype 5 unu Purype 6, UM COrIaCHO CBOAKE B
Tabnuue 8.

Ecnu B “mmanebo-rpynme” (koTopast mojydvalia Ui He mojaydalia
aHTH(UOPO3HOE (OHOBOE MEIUKAMEHTO3HOE JICUEHHE, B 3aBUCUMOCTH OT TOTO, ObLI
a1 nanueHT B “He-A®-rpynne” win B “A®@-rpynne”’) nusmenenne ®KE oTHOCHTENBHO
HCXOJHOTO YPOBHSI HEYKJIOHHO CHMXXAJIOCh B TeUeHHE 12-HeneNbHOro nepuoaa
UCCIIeIOBAHUs, B “TPyIIle aKTUBHOTO BelecTBa” (KOTOpasi Mojyyajga UHIHOUTOP
D124 Dopwmyansl III B no3e, cocTaBnstouieit 18 Mr, nBa pasa B A€Hb, OTAEIbHO UJIU B
KOMOMHanuu ¢ aHTUPUOPO3HBIM (POHOBBIM MEIMKAMEHTO3HBIM JIEYEHUEM C
NpUMEHEHHEeM HUHTenaHnOa win nupeHn0Ha, B 3aBUCUMOCTH OT TOTO, ObUI JIN
nanueHT B “He-A®-rpynne” wiu B “A®-rpynne”) usmenenue ®KE oTHOCUTEIBHO
UCXOAHOTO YPOBHS OCTaBaJOCh CTAOUJIbHBIM MJIM aXKe CJIETKa BO3POCIO B TEYCHHE
TOro ke 12-HenenbHOro nepuoaa uccienobanus (cMm. durypy 5 u @urypy 6).

Usmenenue ®XKE oTHOCHUTEIBHO HCXOMHOTO YPOBHSA K 12-i Hexene nis “rpymnmsl
AKTUBHOTO BelecTBa” COCTaBsLIoO -4,59 M, a nis “mianebo-rpynmel’ COCTABIISIIO -
83,79 MJ1, €Clu YYUTBIBATh BCE PE3YJbTATHI (TO €CTh, PE3yNbTaThl 15 “‘He-AD-
rpynner’ + “A®@-rpynnsr’). U3menenne @XE oTHOCHTENbHO HCXOAHOTO YPOBHA K 12-
Il Henesie B CPABHEHUH MEXAY “TPYIIOIN aKTUBHOTO BemecTBa” | “Tanedo-rpynmnoi’”
BBIYUCISIA Kak 88,38 Mul, eciiu yYUTBIBATH BCE PE3YJBTATHI (TO €CTh, PE3YJIbTATHI IS

“He-A®-rpynner” + “A®@-rpynmsr’).
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Tabnuua 8: Ckoppexktuposannoe cpendee (SE) nus usmenenus @XKE

OTHOCHUTEJBbHO UCXOAHOro ypoBHs (M) Ha 12-11 Henene (MMRM) nis

“ob0benuHenHo GoHoBOU Tepanuu’ (=“He-AD-rpynnel” + “A@-rpynns’)

Hcxonupiit ypoBeHb (1)  [MI3MeHeHUe OTHOCUTENBHO HCX. CpaBHeHue ¢ Iu1aneso
ypoBHS K 12-1 Hefene
95 % noBepur. 95 % noBepwur.
HUHTEpBal HHTepBal
N Cpenn. |SD Cxop. [SE HWKH. [BepxH. |Cxop. |SE HUXXH. |BEpXH.
CpeJH. CpeJH.
[2] [2]
OXKE
[Mor]

IInaneGo |50 277746 1948,93 [-83.79 19,20 |-121,78 [-45,80

Kow. 95 2816,42 794,64 |4,59 14,53 [-24,14 33,32 88,38 (24,08 [40,74 136,02
Gopm.
111

3.2.3 Pe3vabTarnl, Kacamuecs 0€30IMACHOCTH / NEPEHOCHMOCTH

3.2.3.1 Pe3viabTarhl, KACAKINHECH 0€30MACHOCTH / NEPEHOCHMOCTH

uarnoutropa ®/1934 ®opmyaasl 111 Bo Becex IKCOHepUMEHTAJNBHBIX rpynnax (“me-

AD-rpynne” u “AdD-rpynne”)

B ,,rpynne akTuBHOro Beuectsa™ 67 % MalueHTOB UCIBITHIBAJIN HEXeNaTeIbHbIe
senenust (HA): 64,6 % B ,,He-AD-rpynne” u 73,5 % B ,,A®-rpynne”. B , mranebo-
rpynne” 60 % nanuentos ucnsiTeiBanu HA: 52 % B ,,He-AD-rpynne” u 68 % B ,,AD-
rpynne” (cm. Tabnuny 9). Bo Bcex uccnenyempix rpymnmnax juiib 8,8 % manueHToB
ucnbeiThiBanu HA, Begymue k npexpameHuro npueMa ucnelTyemMoro npemnapara, 7,5 %
NAILMEeHTOB UCIBITBIBAIN CEPbe3Hble HeXkenaTenbHble siBieHus (cMm. Tabnuny 10), u 2
nauueHTa (To ecth, 1,4 %) u3 Bcex mauueHToB ucnbiThiBanu HA, B pesynbrare
npuBealnne k cMeptu (00a B ,,rpyImmne akTUBHOI'O BEIIECTBA ", OJMH M3-3a THEBMOHUH,
cesizaHHOU ¢ KoBun-19, u onuH u3-a HEMOATBEPKACHHOTO Cliy4yasi BACKYJINTA).

Tabauna 9: Q01as CBOAKA HEXKENATENbHbBIX SIBJCHUU BO BPEMs

KJIMHHUYECKOI'O UCIIBITAHUA

Il1ane6o Coequnenne @opmy.ini 111 Bcero
Koraecrso He-AF AF Beero He-AF AF Beero
MAIUEeHTOB ¢ N=147, n(%)
N=25,n(%) N=25,n(%) N=50,n(%) |N=48, n(%) N=49,n(%) N=97, n(%)
JIro6oe HSI 13 (52,0) 17 (68,0) 30 (60,0) 31 (64,6) 36 (73.,5) 67 (69.,1) 97 (66,0)
HSL, Bemymiee x
TIpEeKpaITieHUIO
preMa - - - 3(6,3) 10 (20,4) 13(134) 13(8.8)
HCIIHITYEMOTO
TIperapara
Tsxenoe HSI 1(4,0) 1(4,0) 2 (4,0) 242) 24.,1) 4(4,1) 6(4,1)
Cepnesnoe HS 5(20,0) - 5(10,0) 3(6,3) 3(6,1) 6(6,2) 11(7.,5)
HSL, mpuBeee x
CMepTII/)I - - - 1(2.,1) 1(2,0) 2(2,1) 2(14)
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Tabauua 10: O01as cBOAKA CEPbE3HBIX HEXENAaTeJIbHbIX SIBJEHUN BO BpeMs

KJIMHHUYCCKOI'O MCIIBITAHUA

KommuecTBo nanueHToB ¢

Ilnane6o

Coequnenne ®opmyini 111

He-AF
N=25, n(%)

AF
N=25, n(%)

Bcero
N=50, n(%)

He-AF
N=48, n(%)

AF
N=49, n(%)

Bcero
N=97, n(%)

IlatmenTs! ¢ > 1 CHSL

5 (20,0)

5 (10,0)

3(6,3)

3(6,1)

6(6.2)

Hapymenust o61ero
XapaKTepa U peaKIui B MecTe
BBeJICHNSI

VYXyaIIeHHOE COCTOSTHIE
HNudexnnonnnie n
nmapasuTapHbIe 3a00/1eBaHHS
Css3anHast ¢ Kopug-19
ITHEBMOHUST

Ypocerncuc

Panesast uadexrmst
Hapymennst co cTOpoHBI
JIbIXaTeJILHOI CHCTEMbI,
OpPTaHOB IPYAHOI KIIETKH 1
cpenocTeHnst

XOBJI

Opplka

Hapymienusi co cTOpOHBI
HEPBHOIT CHICTEMBI

[Tape3 mepudeprueckoro Heppa
TIpexomsmiee umemiraeckoe
HapYIIIeHHUE MO3TOBOTO
KpOBOOOpaIlieHUst
Hapymienusi co cTOpoHBI
cepana

3acToliHas cepieuHast
HEJIOCTATOYHOCTH
Hapymienusi co cTOpOHBI
0o0MeHa BelecTB 1 MUTAHNS
Merta6omyeckast
JIEKOMITeHcaIys JuadeTa
JoOpokadyecTBeHHbIE,
3JI0KaYeCTBEHHbIE 1
HeyTOYHEHHbIe
HOBOOOpa30BaHUs
JlerouHsie HOBOOOpa3z0OBaHUS
HapyuieHust co cTOPOHBI KOKI
H MOJKOKHBIX TKaHeil
OKCPOTHATUBHBIA TepMaTUT
HapymeHust co cTOpoHBI
COCY/IOB

Backymr

2(8,0)

1(4,0)
1(4,0)

1(4.,0)

1(4,0)

1(4,0)

1(4,0)

1(4,0)
1(4,0)

2 (4,0)

12.0)
12.0)

12.0)

12.0)

12.0)

1(2,0)

12.0)
12.0)

12,1)

12,1

12.1)

12,1
12,1

12.0)

12.0)

1(2,1)

12,1)

* CMepTeNbHbIE CIyYaH BbIACICHBI JKHPHBIM HIPHUPTOM

2(4,1)
[1@D]*
2(4,1)

1(2,0)
1(2,0)

1(2,0)
12,0

22,1
22,1
1(1,0)

1(1,0)

1(1,0)

1(1,0)
1(1,0)

1(1,0)
1(1,0)

1(1,0)

1(1,0)

1(1,0)

1(1,0)
1(1,0)
1(1,0)

Haubonee yacto ormMmeuaemMbIMu HexenaTeabHbIME siBaeHUs MU (HA) Opuin

JKEJTyTOYHO-KHUIIEYHbIE HAPYIISHUS, U3 KOTOPBIX nuapes Oblia Haubonee yacteiM HA

(y 6onee uem 10 % u3 Bcex manueHToB HaOmoganace nuapes (cm. Tabmumy 11).

B obeux rpynnax, u ,,A®-rpynne“, u ,,He-AP-rpynmne”, 11 COOTBETCTBYIOIIHNX

,TPYII aKTUBHOro BemecTBa™ (mpuueM coequaeHue @opmyunsl 111 BBoamman nubo B

KOMOMHauuu ¢ aHTUPUOPO3HBIM (POHOBBIM MEAUKAMEHTO3HBIM JIEUEHUEM, JTHOO
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OTZEJIbHO) HaOII0 1Al MOBBIIIEHHYIO YaCTOTY HEKEJNATeJIbHOrO SBJICHUS THAPEU T10
CPaBHEHHUIO C COOTBETCTBYIOIIUMH ,,1utanebo-rpynnamu’. Tpoe nauneHToB u3
,,TPYIIbI aKTUBHOTO BeIlECTBA“ MpekpaTuiu JeueHue us-3a HA nuapeu, Bce us
KOTOPBIX OBLIM MY>XYHUHAMH B BO3pacTe > 65 ser u3 ,,A@-rpynmnsl”, moay4aBiminMu
¢doHOBOE NeUeHne ¢ MpUMEHEHNeM HUHTenaHuoa.

B, He-A®-rpynne” guapesi oTMeuanach NpUOIU3UTEIBHO B 1BA pas3a dalie Ajs
,TpynIbl akTUBHOTO BemecTBa™ (16,7 %), yeMm ayisi COOTBETCTBYIOIIEH ,, TTanebo-
rpynner” (8 %) (cm. Tabnuny 11). B ,, A®-rpynne” nuapes Takke OTMedanach
npuOIU3UTENBHO B IBA pa3a dyalue AJs ,,IPyNnnbl akTuBHOTO BemecTBa™ (30,6 %), yem
IJIs COOTBETCTBYHOMIEH ,,manebo-rpynmnbl (16,0 %) (cm. Tabnuny 11).

OnHako o0mui ypOBEHb OTMEYAEMBIX ClIy4aeB nuapeu B ,, AD-rpynmne” Takxe
BO3POC MO CpaBHEHHIO C ,,He-AD-rpynmnoi* (cm. Tabnuny 11; B ,, mnanedo-rpynmne” 16
% nuapeu B ,,A®-rpynne“ no cpaBHeHuto ¢ 8 % nuapeu B ,,He-AD-rpynne”; B
,rpynne komn. @opwm. 111 30,6 % nuapeu B ,,AD-rpynne* no cpaBHeHuto ¢ 16,7 %
nuapeu B ,He-AD-rpymnme).

CnenosartensHo, uarndouTop ®1234 ®opmynsl 111, koTOphIit BBOAUIN 1BA pas3a B
J€Hb B 103€, COCTABJAKOIEN 18 MI, BUAMMO, NIPUBOAUT K MOBBILIEHUIO YaCTOTHI
cnyuyaeB HA nuapeu, ogHako u antuduoOpo3noe GoHOBOE MEIUKAMEHTO3HOE JICUCHUE,
B YaCTHOCTH, (POHOBOE MEIMKAMEHTO3HOE JeYeHUe HUHTEaHO, BUAUMO, B
3HAYUTEJNbHON Mepe CONEHCTBYET MOBBILICHNUIO YaCTOThl OTMEUAEMBIX CIy4aeB AUApPEHU
B ,,A®-rpynne” (o cpaBHeHUIO ¢ ,,He-AD-rpynnoi*).

Tem He MeHee, Bce ciydyan oTMedaeMou nquapeu B ,,AD-rpynmne” u B ,,He-AD-
rpymnmne’ He OTHOCHJIMCh K Cepbhe3HbIM HeKeNaTeNbHbIM siBJeHUAM (cM. Tabauny 10).

BONBIIMHCTBO OTMEUAEMBIX SIBJIEHUH qUapen ObUTH JErKUMH 33 HCKITFOUYEHUEM
IBYX YMEpPEHHBIX ciaydaeB auapeu (2,1 %) u ogHoro Tskenoro ciaydast auapeu (1,0
%), BCE U3 KOTOPBIX CIYyYaJUCh Y MyXXYUH H B ,, TPYIIEe aKTUBHOTO BemecTBa™ ,, AD-
rpynnel” npu GOHOBON Tepanuu ¢ MIPUMEHEHHEM HUHTenaHnbOa. J[onmoJHUTEeIbHO OUH
TSDKEJIBIN ciydail nuapeu OblI OTMeUeH y 64-J1eTHel eHIUUHBI B ,, 1ianebo-rpymnme’
,A®@-rpynner” npu GOHOBOH Tepanuu ¢ MPUMEHEHHEM HUHTenaHuOa.

B uenom Haubonee yacto ormeuaembiM HS, Begymum k npekpameHuro, Obiia
nuapes (n=4), mpu4eM BCE 3TH CJydau oTMedanuch B ,, AD-rpynne” npu poHOBOM
MEIUKAMEHTO3HOM JICUEHUH C IPUMEHEHHEM HUHTenaHuoa.

Hu B ogHOM U3 OTMeUaeMBbIX CllydyaeB JHapeu BO BCEX SKCIEPUMEHTANbHbIX

rpynmnax He HaOJIOAANOCh CIy4aeB 00€3BOKUBAHUS, CBA3AHHBIX C AHApeei.
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Bo Bcex SKCIECPUMCHTAJIbHBIX I'PpyIINax HE 6I:>IJ'IO OTME€YECHO HU OAHOIO Ciiydast
IT'HIIOKAJIUMCMHH.

IToMHMO >kenyA0YHO-KUIIEYHbIX HapyLIeHUH (B 4aCTHOCTH, AHApen), OTMEYalln
JHIIb OTJEJIbHbIE HeXXelaTeJIbHbIe SBJICHUS 110 BCEM SKCIIEPUMEHTAIbHBIM I'pymnnam (B
,2A®@-rpynne” u B ,He-A®-rpynmne”, B ,,rpynnax akTHBHOTO BelecTBa™ u B ,, manedo-
rpynnax‘) 6e3 kakoro-iubo KOHKpeTHOro narrepHa (cm. Tabmumy 11).

Tabnuua 11: YacTo oTrMeuaeMble Hexenateabnblie seiaeHus (H) Bo Bpems

KJIMHHUYECKOI'O UCIIBITAHUA

Tlnane6o Coegunenne @opmyiibl 1T

He-AF AF Bcero He-AF AF Bcero

N=25, n(%) N=25, n(%) 1:(;2())’ N=48, n(%) N=49, n(%) l:(_oz;’
KenynouHo-KunevHbIe
Hapy mems 4 (16,0) 8(32,0) 12 (24,0) 13(27,1) 18 (36,7) 31 (32,0)
Jluapes 2(8,0) 4 (16,0) 6(12,0) 8 (16,7) 15 (30,6) 23(23,7)
Merteopusm 1(4,0) 1(4,0) 2 (4,0) 3(6,3) 24,1 5(2)
OpInka - 1(4,0) 1(2,0) 3(6,3) 24,1 5(32)
TomnmoTa 2 (8,0) - 2 (4,0) 2(4,2) 12,0 33D
PBota 1(4,0) 1(4,0) 2 (4,0) 12,1 24,1 33D
3artop - 2 (8,0) 2 (4,0) 12,1 12,0 22,1
boxb B xuBOTE - 1(4,0) 1(2,0) 12,1 12,0) 22,
HapymeHnust co cTOpoHBI
ABINATEALHON CHETEMDL 5 (g ) 4(160)  6(12,0) 8 (16,7) 6(122)  14(144)
OPT'aHOB I'PY/IHOI KJIETKH
H CPEOCTeHHS
Karmens 1(4,0) 2 (8,0) 3(6,0) 3(6,3) 4(8,2) 7(72)
OpIka - - - 3(6,3) - 33D
Punopes - 1(4,0) 1(2,0) 12,1 12,0) 22,1
Hapymenust co cTopoHBI
HepBHOI CHCTeMEI 2 (8,0) 3(12,0) 5(10,0) 4 (8,3) 9(184) 13 (13.4)
T'onoBHas Gomb - 1(4,0) 1(2,0) 3(6,3) 3(6,1) 6 (6,2)
T'onoBokpysxeHue 1(4,0) 1(4,0) 2 (4,0) 1(2.,1) 1(2,0) 2(2.,1)
HNndexunonnbie n
napasuTapHble 3(12,0) 2 (8,0) 5(10,0) 7 (14,6) 7 (14,3) 14 (14,4)
3a00/1eBaHHST
Hazogapusrur - - - - 4(82) 44,1
bpouxur 1(4,0) - 1(2,0) 1(2,1) 1(2,0) 22,1
Hapymenust o61mero
xapakrepa u peakmua B |4 (16,0) 4 (16,0) 8(16,0) 9(18.8) 7(14.3) 16 (16,5)
MecTe BBe/IeHHsI
Acrenus - - - 3(6,3) 12,0) 44,1
YTomisieMocTs 1(4,0) 3(12,0) 4(8,0) 2 (4,2) 12,0) 33D
[epudepuueckuit 0Tek 1(4,0) 1(4,0) 2 (4,0) 12,1 12,0) 22,1
YXy[IIEeHHOE COCTOSHUE 1(4,0) - 1(2,0) - 24,1 22,1
JInxopajxa - - - 12,1 12,0) 22,1
Hapymenust co cTOpoHBI
o0MeHa BelecTB 0 2(8,0) - 2 (4,0) 1(@2,1) 3(6,1) 44.1)
MU TAHUS
CHUXKeHHeE aImieTuTa - - - 1(@2,1) 24,1 33.DH
JlaGoparopHbie U
HUHCTPYMEHTAIbHBIE 2 (8,0) 5(20,0) 7(14,0) 5(104) 10 (20,4) 15 (15,5)
JTaHHBIE
CHMKeHHE Macchl Tella - - - 2(4.2) 1(2,0) 33D
Hapymenust co cTOpoHBI
ckeneTHO-MbImednHoii |4 (16,0) 2 (8,0) 6(12,0) 2(4.2) 3(6,1) 5(.2)
COeTUHUTETLHOH TKAaHH
Aprpanrus - 1(4,0) 1(2,0) - 24,1 22,1
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3.2.3.2 Pe3vabTarhl, KAacamuecs 0e300aCHOCTH / NIePEeHOCHMOCTH

uaruoutropa ®/134 ®opmyasl 111 B npeaeaax “AdD-rpynnnt’” (¢ pa3aeeHHEeM 0

TUNnaM (oHoBOM aHTH(GHOPO3HOH Tepanuu)

Ecnu cpaBHUBaTh pe3yabTaThl, kacarouuecs yactoTsl HA | sxenynouno-
KHUIIEeYHbIE HAPYLICHUS“, B HaCTHOCTH, Kacaruuecs yactorel HA | nuapes®, nns
noHo# ,, AD-rpynner” (kak nmokazaHo B Tabnuue 11) ¢ 0qHON CTOPOHBI U AJIST YACTH
,AD-rpynnel”, KOTOpasi nMojyyajga HUHTeNaHUO B KauecTBe JOHOBOTO
anTuubposHoro nedenus (,rpynnsl POHOBOrO MEAUKAMEHTO3HOTO JICUEHUS C
NpUMEHEHHEeM HUHTenanuba™) u yactu ,, AD-rpynmner”, KoTopas noyydaia
nuppeHu10H B KauecTBe PoHOBOro aHTU(PUOpO3HOTO JNedueHus (,,rpynmnsl GOHOBOTO
MEIUKAMEHTO3HOIO JIEYEHHS C MPUMEHEHHeM nMupPeHnaoHa™) ¢ APyroil CTOPOHBI (Kak
nokazaHo B Tabmuime 14), CTAHOBUTCS OUEBHAHBIM, YTO ,,Tpymna (OHOBOTO
MEUKAMEHTO3HOTO JIEYEHHS C MPUMEHEHHEeM NMUPPEHNAOHA™ YETKO IEMOHCTPHUPYET
MeHbIYI0 yacToTy HS | okenyaodHO-KHIIeYHble HAPYIIEHUS
. B rpynne ,,Komn. @opm. III* ans nonnoi ,, AD-rpynns“ 36,7 % nanueHTOB

UCTIBITHIBAIH XKEJTyAOUYHO-KHIIedHOe HapymeHue (cm. Tabnumy 11)

. B rpynne ,,Komn. @opwm. I gns ,,moarpynnsl ¢OHOBOTO MEIUKAMEHTO3HOTO
JIeUeHUs C MPUMEHEeHUEeM HUHTenannoa“ 46,2 % manueHTOB UCIBITHIBAJIH
XKeNyJOYHO-KHIIedyHoe HapymeHune (cM. Tabnuny 14),

u

B rpynmne ,,Komn. @opwm. III* ans ,,moarpynmnsl GOHOBOE MEAMKAMEHTO3HOE

JeYeHue ¢ nmpuMeHeHueM nuppeHunona’ nmump 26,1 % ManueHTOB UCIBITHIBAIH

JKENyJOYHO-KHIIe4yHOe Hapymenue (cMm. Tabmuny 14)

CpaBHUMBIE pe3yJabTaThl OOHAPYKUBAKOTCS U IJIs1 COOTBETCTBYIOIIHX ,, T1anedo-
rpynn® ,,AD-rpynmnsr:

. B ,,iutanie0o-rpynmne” as noauou ,, A®-rpynner” 32,0 % nanueHToB
UCTIBITBIBAJIH KEJTyTOUYHO-KHIIeYHOe HapymeHue (cm. Tabnumy 11)

. B ,,Iutane0o-rpynmne” s ,,MoATPyNbl (POHOBOTO MEAMKAMEHTO3HOTO JICUEHHUS C
npuMeHeHneM HuHTenanuta™ 41,2 % MmanueHTOB UCIBITHIBAMN JKEIYIOUYHO-
kuieyHoe Hapymenne (cMm. Tabnumy 14),

u

B ,,Iutanie0o-rpynmne s ,,MoATPyNnbl (POHOBOTO MEANKAMEHTO3HOTO JICUEHUS C

npuMeHeHueM nupdenunpona” nuimsp 12,5 % manueHTOB UCIBITHIBAIH

ey JOUYHO-KHIIeuyHoe Hapymenune (cMm. Tabnuiy 14).
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TouHO Takas ke TeHAEHLUs HaOM0AaeTCsl, €CIM MPOAHAIN3UPOBATh CUTYALIHUIO
nnst HA | nunapes“

ans ,,rpynnsl komn. @opm. III*:

. B ,,rpynne komn. @opm. III* ansa nonnoi ,,AP-rpynner” 30,6 % nanueHTOB
’KajnoBanuchk Ha auapero (cm. Tabmumy 11)

. B ,,rpynmne kommn. @opwm. I gns ,,moarpynmel GOHOBOrO MEIMKAMEHTO3HOTO
Je4YeHHUs ¢ MpUMEeHeHneM HuHTenannba“ 46,2 % maumeHTOB XKaJOBAIUCH Ha
nuapetro (cm. Tabmauny 14),

u

B ,,rpynme komm. @opwm. I nus ,,moarpynmnel ¢pOHOBOTO MEAUKAMEHTO3HOTO

JeYeHHs ¢ MpuMeHeHneM nuppenunona” nuib 13,0 % manueHTOB JKaJIOBAJIUCH

Ha nuapero (cm. Tabnuny 14)

U I COOTBETCTBYIOIEH ,,ianebo-rpy bl
. B ,,Tutanedo-rpynmne” nis noanoi ,, A@-rpynner 16,0 % manueHTOB jKaJIOBAJIUCH

Ha nuapetro (cm. Tabmumy 11)

. B ,,futanie0o-rpynmne” s ,,MoATPyINIbl OHOBOTO MEANKAMEHTO3HOTO JICUEHUS C
npuMeHeHneM HuHTenanuoa™ 23,5 % nanueHToB JKaJloBaJuCh HAa AHAPE0 (CM.
Tabnuny 14),

1

B ,,inanedo-rpynmne” ajs ,,moArpynmnsl GOHOBOrO MEIMKAMEHTO3HOIO JICUCHHS C

npuMeHeHneM nupdpenunona” 0 % manueHTOB JKaJOBAJIUCh HA qUapero (cM.

Tabnuny 14).

Ota TeHneHUUs K CHIKeHHo H jkenynouHO-KUIIeYHbIX HApyLIEHUH, B
yacTHOCTH, HS nuapeu B cnyvyae npuMeHeHus nuppeHUI0HA B KauecTBe HOHOBOTO
aHTU(GUOpO3HOTO JNedeHus (10 CPAaBHEHUIO ¢ HUHTENAaHUOOM B KauecTBe POHOBOTO
aHTU(PUOPO3HOTO JIeUeHHUs ) TAKXKe MOATBepkaaeTcs B Tabnuue 15, B koTOpOi
MOKa3aHbl YaCTOTA / MPOLIEHT HEXKEJIATENbHbIX SBJICHUH, BEAYIIUX K MPEKPAILECHUIO
ucneiTanus npenapara. M3 Tabnuuer 15 sBcTByeT, 4TO B npenenax ,, A@-rpynmer” B
,TpyTIe akTUBHOTO BemecTBa™ (,,coenunenne @opmynsl [11°) komOunauus 18 mr nBa
pasa B neHb coenuneHust @opmyusl 111 ¢ HUHTENaHNOOM B KauecTBe (POHOBOTO
MEeIMKAMEHTO3HOTO JIeYeHUsl BEJeT K
. 4 (15,4 %) cny4yasam npeKpameHus 3KCIepuMeHTAIbHOTO JedeHus nsz-3a HA

ey OUYHO-KMIIEYHbIX HApYLIEHUN

u
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. 3 (11,5 %) cny4yasam nmpexkpaueHus SKCIepuMEeHTaIbHOTO IeueHus n3-3a HA
Auapeu,
Toraa kak kombunamnus 18 mr nBa pasa B neHb coequneHust @opmyasr 111 ¢
nupQeHU0HOM B KauecTBe (POHOBOTO MEIMKAMEHTO3HOIO JIEUeHHUsI BOOOIIEe He BeaeT
K MPEKPAIIEHHUI0 SKCIIepUMeHTanbHOro jJeuenus (cm. Tabmuny 15). Bo Bcex
SKCHEPUMEHTAJNBHBIX IPYIIAxX, B KOTOPBIX NPUMEHSJIN NUPHEHUIOH B KaUeCTBE
(OHOBOTO MEAUKAMEHTO3HOTO JieueHUs! (TO €CTh, B COOTBETCTBYIOIIEH ,,TpymIie
AKTUBHOTO BellecTBa™ U ,,muanedo-rpymnmne”) He ObLIO 3apUKCUPOBAHO HU €IMHOTO
cay4asi MpeKpaleHus SKCIEPUMEHTAIBHOTO JICUCHUS HU3-3a KAKOTO-TMOO0 JKeJIyJOYHO-
kuimegHoro HA (cm. Tabauny 15). Takum o6pa3om, KOMOMHHPOBAHHOE JICYEHHE C
npuMeHeHueM 18 mr nBa pasa B neHb coenuHenuss @opmyasl 111 u nuppennnona (8
YTBEPKIEHHBIX 7103aX) B KauecTBe (OHOBOTO JICUEHUS] MOXKET OBITh CBA3aHO CO
CHM)XEHHEM 4acTOThl U YMeHblIeHueM TsikecTu HS sxenynouHO-KUIIE€YHbIX
HapYILIEHUN, B YaCTHOCTHU, CHUIKEHUEM YaCTOThl U YMEHbIIEHHUEM TskecTn HA
auapeu, o CPaBHEHUIO ¢ KOMOMHUPOBAHHBIM JIEUCHHEM C IpUMeHeHueM 18 mr nBa
pasa B neHb coequHeHust @opmyinsl 111 u HuHTEenaHMOa (B yTBEPIKACHHBIX 103aX) B
KayecTBe ()OHOBOTO JICUCHMUSI.

Tabauua 12: CBOMIKa HEXKENATEIbHBIX SIBJIEHUN B npenenax . AD-rpyonoer’” ¢

d)OHOBbIM MEIAUKAMECHTO3HbBIM JICUHCHUCM C IPUMMECHECHHEM HI/IHTeI[aHI/I6aZ

»AD-rpynna“: AHTHduOpo3HOE (POHOBOE MEAHKAMEHTO3HOE JIeYeHHE ¢ MPHMEeHEHHEM
HHHTeJaHHOa

Iiaaue6o Komn. @opwm. 111
N % N %
KonuuecTBo manueHTOB 17 100,0 26 100,0
IManuenTsr ¢ mro6sM H 13 76,5 21 80.8
IManueHTH ¢ TsRenbivu HA 1 5,9 1 3.8
ITamueHTH ¢ OMpPEaCIACMBIM 4 23.5 12 46,2
HCCIICI0BATEIIEM
CBsI3aHHBIM c mpemaparom HA
IMamuenTo ¢ HA, Begymum k 0 0 7 26,9

MPEKPAIMEHUIO PHEMA
HCHBITYEMOTO Ipenapara

ITaumeHTH ¢ pEeaABAPUTCIIBEHO 0 0 0 0
ompeacicHEnM HA
0c000ro 3HaAUYEHUA

ITanmenTs! ¢ ceppe3aniM HA 0 0 1 3.8
IIpuBeamuM K cMEPTH 0 0 0 0
HenocpencTeeHHO yrpoxamuM xu3Hu |0 0 0 0
YcToHunBON HIIN 3HAYUTEIBHON 0 0 0 0

HHBAJIUIHOCTH

TpeOyer aaurensHoM rocnutanuianuu |0 0 1 3.8
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»A®-rpynna“: AuTupubpo3Hoe poHOBOE MEJHKAMEHTO3HOE JIeYeHHEe C MPHUMEeHEeHHEeM

HHHTeAaHH0a
Inaue6o Komn. ®opwm. 111
N % N %
Bpoxaennas anomanus / mopox 0 0 0 0
pa3BUTHS
Hpyrue cpaBHUMBIC MEIULITHCKHE 0 0 0 0
KPUTCPHUHU
IMauuenTH ¢ pyrumMu 3HauuteapubiMu HS |0 0 7 26,9

Tabnuua 13: CBoaka HEXeEJNATEAbHBIX ABJeHUN B nipenenax  AdD-rpynma’ ¢

d)OHOBbIM MCAUKAMCECHTO3HbBIM JICUCHUEM C NIPUMECHCHUEM HI/IDd)eHI/IHOHaI

»A®@-rpynna“: antuguodpo3Hoe GpoHOBOE MeIHKAMEHTO3HOE JieYeHHE C MPHMEHEHHEM

nupeHUI0HA
Iaane6o Komn. ®@opm. 111
N % N %
KonuuecTBo manueHTOB 8 100,0 23 100,0
IManuents ¢ mooeiMu HA 4 50,0 15 65,2
IManuenTh ¢ Tsoxenpivu HA 0 0 1 473
ITaumeHTH ¢ OpEaCIICMBIM 1 12,5 6 26,1
HACCICAOBATEIICM
CBsI3aHHBIM C npenaparom HA
IMamuenTo ¢ HA, Begymum k 0 0 3 13,0
NPECKPAMCHUIO TPUEMA UCITBITYEMOT'0
npemnapara
ITamueHTHI € IpEABAPUTETBHO 0 0 1 4,3
ompeaeneHasiM HS ocoboro 3HaueHuUs
ITanuenTsl ¢ cepbre3ubniM HA 0 0 2 8,7
IIpuBeqmum K CMEpPTH 0 0 1 4,3
HenocpeacTBeHHO yrpoxarmuM xu3Hu |0 0 0 0
Y CcTOHYHNBOW HITH 3HAYUTEIBHOU 0 0 0 0
WHBAJIHIHOCTHIO
TpeOyeT ANUTEITBHON MOCITUTATN3AIUH 0 0 2 8,7
Bpoxaeunas anomaaus / mOpok 0 0 0 0
pasBHUTHUS
Hpyrue cpaBHUMBIE METULIMTHCKHE 0 0 0 0
KPUTCPHUHU
ITanmenTs! ¢ apyrumu 3Haunteapaeiva HA |0 0 1 4.3

Tabnuna 14: YacTo oTMedaeMble HexenaTeabHble apiaenus (HA) Bo Bpems
KINHUYCCKOI'O UCIIBITAHUSA
Tlinane6o Coequnenne ®opmy.ibi 111
AF AF Bcero AF AF Bcero
He-AF Hunren. Tlupd. He-AF Hunren.  ITupd.
N=25, N=17, N=8, N=50, |N=48, N=26, N=15, N=97
n(%o) n(%) n(%o) n(%) n(%) n(%) n(%) N(%)
Kesry10YHO-KHIIIEYHbIE 12
Hapyennst 4(16,0) 7(41,2) 1(12,5) (24.0) 13(27,1) 12(46,2) 6(26,1) 31(32,0)
Jlnapes 2(8,0) 4(23,5) - 6(12,0)]8(16,7) 12(46,2) 3(13,0) 23(23,7)
Meteopusm 1(4,0) 1(59) - 2(4,0) 13(6,3) 1(3.8) 1(43) 5(52)
O pIrka - 1(5,9) - 12,0) |3(6,3) 1(3.8) 1(4,3) 5(52)
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Ilnanedo Coequnenne ®opmy.bi 111
AF AF Bcero AF AF Bcero

He-AF Hunten. TIupd. He-AF Hunten.  Iupd.

N=25, N=17, N=8, N=50, |N=48, N=26, N=15, N=Y7

n(%) n(%) n(%) n(%) |n(%) n(%) n(%) N(%)
TonmoTa 2(8,0) - - 2 (4,0) ]2 4,2) - 1(43) 3@G3,D
PBota 1(4,0) 15,9 - 2(4,0) 11(2,1) 1(3,8) 1(43) 33,1
3arop - 1(5,9) 1(12,5) 2(4,0) |1(2,1) - 1(43) 23,1
boIb B XKUBOTE - - 1(12,5) 12,0) 12,1 - 1(43) 22,1
HapymeHnusi co CTOpoHBI
JObIXaTeIbHoIl cucTeMbl, opranos [2 (8,0) 3 (17,6) 1(12,5) 6(12,0)|8(16,7) 3 (11,5) 3(13,0) 14(14.4)
T'PYIHOI KIETKH H CPeI0CTEHHSI
Karmens 1(4,0) 15,9 1(12,5) 3(6,0) |3(6,3) 2 (7,7) 2(8,7) 7(7,2)
OipIIKa - - - - 3(6,3) - - 3(3,1)
Punopest - 1(5,9) - 12,00 11(2,1) - 1(43) 22,1
Hapymenust co cTOpOHBI
HepngOﬁ CHCTEMBI P 28,0 3(176) - 5(10,0) |4 (8,3) 4(154) 5(21,7) 13(134)
I"on0oBHast 60116 - 1(5,9) - 1(2,0) 13(6,3) 2(7,7) 1(43) 6(6,2)
["010BOKpY KeHHEe 1(4,0) 15,9 - 24,00 11(2,1) - 1(43) 22,1

Tlnane6o Coegunenne @opmyibl 1T

He-AF AF AF Bcero He-AF AF AF Bcero

Hunren. Tlupd. Hunren. Ilupd.

N=25, N=17, N=8, N=50, N=48, N=26, N=15, N=97

n(%)  n(%) n(%)  n(%) n(%) n(%) n(%)  N(%)
Hndexnuonnble u 3(12,0) 1(5,9) 1(12,5) 5(101,0) |7(14,6) 6(23,1) 1(4,3) 14 (14.4)
napasuTapHble 3a00/1eBaHNs i
Hazodapurrut - - - - - 4(154) - 4(4,1)
bpoHxur 1(4,0) - - 1(2,0) 12,1) 1(3.8 - 2(2,1)
Hapymenust o61mero xapaxkrepa
. p‘gmm s BBegeHmp 4(16,0) 3(17.6) 1(12,5) 8(16,0) |9@188) 5(192) 2(87) 16(165)
AcTteHus - - - - 3(6,3) - 1(43) 44,1
YTOMISIEMOCTD 1(40) 11,8 1125 4(8,0) 2(42) 138 1(43) 3@G3,D
Tepudepuueckuii 0Tek 1(4,0) 15,9 - 2 (4,0) 1(2,1) 138 - 2(2,1)
YXyIIIEHHOE COCTOSHHE 1(4,0) - - 1(2,0) - 1(3.8) 1(4,3) 2(2.1)
Jlnxopajxa - - - - 12,1) 1(@2,1) - 2(2,1)
Hapymenusi co cTopoHbI 00MeHa 2(80) - ; 2 (4.0) 1@ 3(115) - 440
BeNeCcTB 1 MATAHUST
CHUKEHHE aIllIeTUTa - - - - 12,1y 27,7 - 3.1
JlaGoparopHbie U
I/IHCTIE)yMef{TaJIBHBIe J— 2(8,0) 3(176) 2(250) 7(14,0) 5(104) 7(26,9) 3(13,0) 15(15,5)
CHHUKEHHE Macchl Tella - - - - 2(42) 1(3.8) - 3.1
Hapymienust co CTOpoHBI
CKeJIeTHO-MBIIeTHOH 1 4(16,0) 1(5,9) 1(12,5) 6(12,0) 242 27,7 1(4,3) 5(52)
COCTMHUTEIbHOH TKAaHH
Aptpairust - 1(5,9) - 1(2,0) - 2(7,7) - 2(2,1)
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Tabauua 15: JKenynouHO-KUIIEYHBIE HAPYIIEHNUs, BEAYIIME K NPEKPALLEHU

QKCIICPUMCHTAJBHOI'O JICUCHUA

Ilnane6o Coequnenne ®opmyasi 111
AF AF Bcero AF AF Bcero
He-AF Hunten. Iupd. He-AF Hunren. Ilupd.

N=25, N=17, N=8, N=50, |N=48, N=26, N=15, N=97
n(%)  n(%) n%) n%) |n®)  n(%) n%)  N(%)

FKeny0aHO-KIIIeUHbIe i - - - 121  4ds4) 5(5.2)
HapY HICHHST

Tinapen - - - - - 3(15) - 3G.0)
O - - - - - 1G8) - 1(10)
Ppota 12,1) - - 1(1,0)

4. 3axkJjloueHue

PesynbpraThl “He-AD-rpynnel’ KIMHUYECKOTO UCIBITAHUS NOATBEPIKAAIOT
TUIOTE3y O TOM, 4TO HHruoutop ®J/124 ®opmyner 111, BBOguMBIN ABa pa3a B I€Hb
(b.i.d.) B no3e, cocraBnsromeit 18 mr, 6e3 anTnpuOpo3HOro GOHOBOTO
MEANKaMEHTO3HOIO JIEYeHHUs CyLeCTBeHHO 3amesier cHmxkenue @XE y UJID-
NAaLUEeHTOB B TeueHHe nepuoaa jedenus 12 Henens (“He-A®-rpynma’”: anst rpynmsl
“xomm. @opwm. III (= akTusHOE BemecTBo)” n3meHenne @KE oTHocuTenpHO
HUCXOAHOTO ypOBHs nociie 12 Henenb coctasnsier + 6,1 M, A8 COOTBETCTBYIOIIEH
“nmmane6o-rpynnel”’ usmeHenne ®XE orHocuTENnbHO HCXOOHOrO ypOBHS nocye 12
Henesnb cocTasiseT -95,6 mu; cm. Tabnuny 5, @urypy 1).

Hns “He-A®@-rpynnbl” 3TO BeJeT K CKOPPEKTUPOBAHHON CpefHe! pa3HulLe
Mexay nsMeHeHussMu OXKE oTHOCUTENBHO UCXOIHOTO YPOBHSA K 12-11 Hexgene Mexay
“rpynmnoi akTUBHOTO BemecTBa” U “mianedo-rpynmnoi” 101,72 M, 94TO mOATBEPKAAET
THIOTE3y O TOM, uTO uHruoutop ®J124 ®opmyer 111, BBOgUMBI B 103€,
cocraBysitomiei 18 mr, aBa paza B neHb namnuentam ¢ [1O-M3JI/UJID Ges
aHTU(PUOPO3HOTO POHOBOTO JEUCHUSI JEMOHCTPHUPYET BHICOKYIO TEPANEBTHYECKYIO
s dexTuBHOCTD M1 edueHus: mauueHToB ¢ [1D-U3JI, mpennoYTUTEIbHO MALMEHTOB C
NJI® (cm. Tabauny 5, @urypy 1).

C npyroii croponsl Tonbko 1 manuesT (2,1 %) u3 “rpynmnsl akTHBHOTO
BellecTBa MO CPaBHEHUIO ¢ oTCyTcTBUeM mauueHToB (0 %) B “mnanebo-rpynmne” “He-
A®-rpynnsl”, HCOBITHIBAJ JKEJIYAOUHO-KUIIEUHOE HApPYLIEHUE, IpUBeaIlee K
npekpameHuro ucneitanus (cMm. Tabnuny 15).

PesynbraThl 3TON "acTu “A®@-rpynmsl, KOTOpas nojy4alla HUHTEJaHHO B
KadecTBe (POHOBOTO aHTHU(HUOPO3HOrO JeUEeHHUs! MOATBEPKIAIT THIIOTE3Y O TOM, YTO

BBeneHue uaruouropa ®J[34 ®opmyasl 111 nBa paza B nenn (b.i.d.) B no3e,
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cocrapisitomeit 18 Mr, B KoMOMHAIIMKM C HUHTEJaHUOOM B Ka4ecTBE aHTUPUOPO3HOTO
(¢boHOBOrO JieueHUs cymecTBeHHO 3amemsier cHmkeHue @XKE y MJID-nanueHToB B
Te4YeHUe Nepuoja jJeueHus 12 Hegenb 0 CPAaBHEHUIO C JICYEHHEM C IPUMEHEHUEM
TONBKO HUHTenaHuOa (“Ad-rpynmna ¢ npuMeHeHHneM HUHTe1aHnOa B KauecTBe
($OHOBOrOo MEAMKAMEHTO3HOIO jieueHus”: 1 “rpynnel koM. @opwm. III (= aktuBHOE
BemecTBO)” n3MeHenue ®KE oTHOCUTENBPHO HCXOMHOTO YpOBHs nocye 12 Hexenb
cocrapisieT + 23,41 mut; aiist cooTBeTCTBYIOIEH “rutanedo-rpynnsl” nusmenenue ®XE
OTHOCHUTEJIbHO UCXOJHOTO YPOBHs mociie 12 Henesb cocTaBnsieT-82,01 mu (cMm.
Tabnuny 7, @urypy 3)).

DTO BEAET K CKOPPEKTUPOBAHHOU CpeAHel pa3Hulle Mexay n3meHeHusimu ©XKE
OTHOCHUTEJIbHO UCXOJHOTO YPOBHs K 12-i1 Henene Mexay “rpymnna akTUBHOTO
BemecTBa’ U “mianebo-rpynmoi” 105,43 ma aus “A®-rpynnel, KOoTopas mojgyvaia
HUHTenaHuO B kauecTBe (HOHOBOTO aHTUPUOpO3HOTO NeyeHus” (cm. Tabnuny 7,
Qurypy 3).

3TO MOATBEPIKAAET FUIOTE3Y O TOM, YTO BBeAeHUE KOMOMHannu 18 mr
unruouropa ® /124 @opwmyns Il nBa paza B neHp 1 HUHTEeRaHNOA (B YTBEPKAEHHBIX
033X M PeXKHUMax AO3UPOBAHMU) CIOCOOHO 00ecrneunBaTh Ype3BbIYaHO BBICOKYIO
TepamneBTUYECKYIO 3 PEKTUBHOCTD.

C npyroii cropossl, 4 nauuenrta (15,4 %) u3 “rpynmnsl akTUBHOT'O BeLIeCTBA , MO
CpaBHEHHIO ¢ OTCyTcTBUEM manueHToB (0 %) B “mnanedo-rpynmne” “A®-rpynmnsl ¢
NpUMEHEHHEeM HUHTenaHnOa B KauecTBe POHOBOro aHTH(PUOPO3HOIO JeUeHHs”,
UCIIBITHIBAJIN XKEJNyA0YHO-KUIIEYHOE HapylleHue B kauecTse HS, npusenuero k
MpeKpaleHUI0 SKCIEPUMEHTAIBHOTO JICUEHUS, 3 U3 3TUX 4-X MaIMeHTOB >KaJIOBAJIUCH
Ha HS nuapero, mpuBeAyr0 K NPEeKPAEHUIO 3KCIEPUMEHTAIbHOTO Je4eHHs (CM.
Tabnumy 15).

PesynbraTsl ,, AQ-rpynnel, KOTOpas mojydana nuppeHUI0H B Ka4eCTBE
¢oHOBOrO aHTU(PUOPO3HOTO JIEUSHHUA , MOATBEPKAAIOT TUIOTE3Y O TOM, YTO BBEICHUE
18 mr unruduropa ®J134 ®@opwmynsl 111 aBa pasa B nenpb (b.i.d.) B komOuHauu ¢
nuppeHUJOHOM B KauecTBe (POHOBOTO aHTH(PUOPO3HOTO JIEUeHUs CYLIECTBEHHO
3amequsieT cHukenue @XKE y MJID-nanueHToB B TeueHUE nepuoaa JeueHus 12
HEeJeJIb 10 CPABHEHUIO C JISYEHHEM C MPUMEHEHHEM TOJbKO nuppenunona (“Ad-
IPyNmnoil ¢ npuMeHeHneM nupQeHnoHa B KauecTBe (POHOBOIO MEJUKAMEHTO3HOIO
nedenus: ans “rpynnsl komn. @opwm. III (= akTuBHoe BemecTBo)” n3menenue @XE

OTHOCHUTEJIBHO UCXOAHOI0 YpOBHA nociyie 12 Henenb cocrasusieT — 18,67 mu;, nns
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cooTBeTcTByOMEeH “mmanedo-rpynnel” nu3meHenne ®XE oTHocuTeNbHO HCXOOHOTO
ypoBHs nocne 12 Henenpb coctasisier -80,06 ma (cm. Tabnuny 7, @urypy 4)).

DTO BeAeT K CKOPPEKTUPOBAHHOU CpeAHel pa3Hulle Mexay uameHeHusimu ©XKE
OTHOCHUTEJIbHO UCXOJHOTO YPOBHs K 12-i1 Hepene Mexay “rpynmnoi akTUBHOTO
BemecTa” U “muanedo-rpynmnoit” 61,30 mu qus “A@-rpynmnsl, KOTopas nojgydana
nuppeHu0H B KayecTBe poHOBOro antuudbpos3noro neuenus” (cm. Tabauny 7,
Qurypy 4).

C gpyroi CTOpOHBI, HU OJWH MAalMEHT U3 “TPYIIbl AKTUBHOTO BEIIeCTBA  H
“mnanebo-rpynnel’ B mpenenax “A®@-rpynmnsl ¢ npuMeHeHueM nuppeHna0Ha B
KadecTBe (POHOBOTO aHTHU(HUOPO3HOTrO JeYEHHs] HE MCIBITHIBAJ JKEJIYIOYHO-
KHIIEYHOTO HAPYIIEHHUs], MTPUBOASLIEr0 K MpeKpaleHnio ucnbitanus (cm. Tabnuiy
15).

B 1o ke Bpewmsi, BBenenue 18 mr unruburopa @124 ®@opwmyunsr 111 nBa pasa B
nesb (b.i.d.) MOBBIIIANIO YACTOTY HEXKEJNATENBHOTO SIBJICHUS “IKEJTyJOYHO-KHIIECYHbIE
HapylLIeHus , B 4aCTHOCTH, 4acToTy HS “nuapes” BO Bcex 3KCNepUMEHTAIbHBIX
rpynnax (B “He-A®@-rpynne” u B “A®@-rpynmne”).

OnHnako B npefenax “A®@-rpynnbl” 4acTOTa U TAXKECTb OTMEYAEMBbIX
HE)KeJIaTeNbHBIX SIBJIEHUH JKeIyAO0UYHO-KUIIEYHbIX HAPYLIEHUH, B YaCTHOCTH, YaCTOTa
U TSIXKECTh OTMEYAaEMbIX HEXKEJaTeJIbHbIX SBJICHUN AUapeu, CUJIbHO 3aBUCENIHU OT TUMA
npuMeHsieMoro aHTU(GUOPO3HOTO POHOBOTO MeAUKAMEHTO3HOTO edenus. Y NJID-
NAlMEHTOB, KOTOPbIe mouy4aiu nupGeHnaoH B kayecTBe (OHOBOr0 aHTH(PUOPO3HOTO
JIeYEHHUs], HeXKeJlaTeNbHbIE BJIEHUS JKEeJIyJOUHO-KUIIEUYHbIX HApYLIEHUH, B HACTHOCTH,
HEeJKeJlaTeIbHbIC SIBJICHUS AUapen, GUKCUPOBAIU PeXke, U OHU pPexKe MPUBOIUIU K
NPEeKPAIIeHUI0 SKCITepUMEHTANbHOTO JeueHus (cM. Tabnuier 14 u 15) mo cpaBHEHUIO
¢ WJI®-nanuenTamMu, KOTOpPbIE MOJTyUYal HUHTEAAHUO B KaduecTBe () OHOBOM
aHTU(UOPO3HOU TEepaTUH.

Y NJI®-nanueHToB, KOTOPbIE MMOJyYald HUHTeNaHUO B KayecTBe (POHOBOTO
aHTU(PUOPO3HOTO JIEUEHUsI, HEXKEIATEIbHbIE SBJICHHS JKEJIyJOYHO-KUIIEYHbIX
HapyIIEHUH, B YaCTHOCTH, HEXKeJIaTe/bHbIE SBICHHUS THaper, (UKCUPOBAIH Halle, U B
HEKOTOPBIX CJy4dasx OHU TAKKe BEJIHU K NMPEKPALIEHUI0 SKCIEPUMEHTAIbHOIO JIeUeHUsI
(cm. Tabmuuer 14 u 15). Onrako UJIP-nanueHTrl, KOTOPBIE MOJNyYaJld HUHTEAaHUO B
kKadecTBe (POHOBOTrO aHTHU(HHUOPO3HOrO JEUEHHS, JEMOHCTPUPOBAIIHU JIYULIYIO
TepaneBTUYeCKYI 3¢ PeKTHBHOCTD MO cpaBHEeHUIO ¢ MJID-nanueHTamMu, KOTOpBIE

nosydanu nupeHuoH B kauecTBe (OHOBON aHTU(HUOPO3HON Tepanuu.
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CrnenoBaTenbHO, pe3yabTaThl s ,, AD-rpynnel ¢ IpUMEHEHHEM HUHTEeNaHuOa B
kadecTBe poHOBOIN aHTU(PUOPO3HON Tepanuu™ npeacraBieHHOro ucneitanus 11 ¢paszs
NOATBEPIKIAIOT TUIIOTE3Y O TOM, 4yTO uHruourop ®J124 ®opmyner 111 B nose,
cocraBisiromeit 18 mMr, aBa pasza B 1eHb B KOMOMHALMH C HOHOBBIM JICUEHHEM C
NpUMEHEHHEeM HUHTenaHuOa (B 103aX U pekuMax JO3UPOBAHUS, KAK YTBEPIKACHO IS
HuHTenanuOa (mpeanourutreapbHo 150 mr b.i.d. unm 100 mr b.i.d.) cnocoben
00eCneuynuTh OTJIUYHYIO TePaANeBTUYECKYIO 3()PEKTUBHOCTh B COYETAHHUH C
npueMJIeMbIM NPOdHUIEM MEPEHOCUMOCTH B O€30MaCHOCTH (YTO BEIET K
HaJJIeKalmeMy COOJIIOeHUIO MAIMEHTOM pekuMa edenus ). KomOunanus
HuHTenaHuOa u uaruoutop ®A34 dopmynsl 111 B no3e, coctaBisromeit 18 mr,
KOTOPYIO BBOJST JIBa pasa B A€Hb, TAKUM 00Pa3oM, ABISAETCS OCOOCHHO MOIXOASIIEH
st [TP-N3JI/NJIP-nanuenToB, He UMEIOIMHUX TEHACHIIUH HIIH MPEIPaCTIONIOKEHHOCTH
K JKeJyJOYHO-KUIIEYHbIM HapyIIeHUsIM, B YaCTHOCTH, AUApee, UJIU K TeM, KTO B CBOeH
ucropuu nedeHus: [1O-M3JI/UJID eme He ucHbITHIBAT NPoOJieM H3-3a JKEeJTyI0IHO-
KHLIEYHBIX HAPYLI€HUH, B 4ACTHOCTH, AHApEH.

CrnenoBaTenbHO, pe3yabTaThl Aus ,, AD-rpynnel ¢ npuMeHeHneM NupQeHu10Ha B
kadecTBe poHOBOIN aHTH(PUOPO3HOI Tepanuu™ npeacraBieHHOro ucnsiTanus 11 ¢paszsl
NOATBEPIKIAIOT TUIOTE3Y O TOM, 4yTO HHruourop ®J124 ®opmyner 111 B nose,
cocrapistomeii 18 mr, ABa pasa B 1eHb B KOMOMHAIUU C (POHOBBIM JIEUEHHUEM C
npuMeHeHneM nupdeHuoHa (B 103aX U peKUMaxX AO3UPOBAHMS, KAK YTBEPIKACHO IS
nup@eHn0H (MPEaNnOYTUTENBbHO B 033X U PEXKUMax JO3UPOBAHUS, BEIYIIHX K
cyToyHou no3e ot 801 mr no 2403 Mr) criocobeH 00eCneynuTh yAOBIETBOPUTETbHYIO
TepaneBTUYECKYIO 3P (PEKTUBHOCTb B COUETAHHUH C OTJIUYHBIM PO UIeM
NEePEHOCHUMOCTH U 0€30MaCHOCTHU (YTO BEIEeT K OTIIMYHOMY COOJIIOIEHUIO MAlHEHTOM
pexxuma nedenus). KomOunanus nupdennnona u uaruduropa ®/134 @opmyasr 111 B
no3e, coctaBisiromeil 18 Mr, KOTOpY BBOAST JIBA pa3a B I€Hb, TAKHUM 00paszom,
saBisieTcss ocodenHo noaxoasimei must [IP-U3JI/NJIP-nannueHaToB, KOTOPbIE HMEIOT
NPEeapacONOKEHHOCTh UM TEHIEHLUIO K JKeJNyJOUYHO-KUIIEUHbIM HAapyLIEHUsIM, B
YAaCTHOCTH, K AUapee, WU TeX, KTO B ¢cBOoel ucropuu nedenus [1O-U3JI/NIID
UCIIBITBIBAJ POOIEMBI U3-32 JKEJNIYJOYHO-KUIIEYHBIX HAPYIICHUH, B YaCTHOCTH,

auapeu.



61

DOOPMYVYIJIA U30BPETEHH A

1. (I)apMaueBTI/meCKas[ KOMIIO3U LU AJid TEPOPAJIbHOTO BBEACHNA,
BKJIFOYaroIias

5 . 18 mr nuaruduropa ®/134B Dopmyer 111

cl
N7
/
N
N
OH
111,

. TepaneBTU4YeCKU 3P PEeKTHBHYIO 103y MUPPEHUTOHA U
. He00s3aTeNbHO OAWH MJIM HECKOJbKO (papMameBTHYECKH IPHUEMIIEMBIX

HOCHUTEJIEH UIIM BCIIOMOTATENbHBIX BEIIECTB,

10 IJIsl JISYEHUs MalueHTa, CTPAJaoIIero OT nporpeccupyrimero Gudposupyrouiero
UHTepCcTHLHATbHOTO 3a00neBanus jerkux (I1P-M3JI), npuuem sTa papmaneBTudecKas
KOMIIO3UIIUS ISl MEPOPAIbHOrO BBEICHUS NIPEIHA3HAYAETCS Ul BBEICHUS
BBIIIEYTOMSIHYTOMY MAallMEHTYy J1Ba pas3a B J€Hb.

2.  ®@apmaneBTHYECKass KOMIO3UILUS AJis IE€POPANbHOrO BBEAEeHUA Mo M. 1,

15 npuYeM NpOrpecCUpyrmum GuOpPO3UPYIOIMUM HHTEPCTHIIHATBHBIM 3a00JI€BaHUEM
nerkux (I1®-U3JI) saBasercs unuonaTudeckuii gerounsii Gudpos (MJID).

3.  ®apmaueBTHYECKAas KOMIO3ULUS JIsI NEPOPATIbHOTO BBEISHUS MO
MEHbIIEN Mepe MO0 OAHOMY M3 IYHKTOB | UK 2, npu4YeM TepaneBTUYECKHU

s dexTuBHas no3a nupdeHngoHa BeaeT K CyTouHou no3e ot 801 mr no 2403 wmr.
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4. Cnoco0 nedeHus OHOTO MJIM HECKOJBKUX MPOTPECCUPYIOLIUX
GubpPO3UPYIOIMHUX UHTEPCTULHANBbHBIX 3a00neBanuil serkux (I1D-M3JI), Bkarovaromuii
3Tall NePOPAJbHOTIO BBEAECHHUS MALIUEHTY, KOTOPBIM B 5TOM Hy»XaaeTcs, 18 mr

uHruouropa ®J124B ®opmysr 111

I11,
IBa pa3a B I€Hb B KOMOMHAIINHU C TepaneBTUYECKH 3(PPEKTHBHBIM KOJIUYECTBOM
nuppeHu0Ha.

5. Cnoco0 mo m. 4, mpu4yeM nporpeccupyromum Guopo3upyomum
UHTepCTULHANBHBIM 3a00neBanueM jerkux (I1P-M3J1) spasercs nuanonaTudeckui
nerousslii ¢pudpos (MJID).

6. Cnoco0 no MeHbIIeH Mepe 1Mo OJHOMY M3 NYHKTOB 4 Uiy 5, mpudem
nupdeHuI0H BBOJAT B 103€ U B PEXXUME TO3UPOBAHUA, KAK YTBEPIKICHO JJIS
nupdeHnoHa.

7. Cnoco0 mo MeHblueil Mepe 10 OAHOMY M3 IIYHKTOB € 4 1o 6, mpudem
nupdEeHUI0H BBOIAT B 103€ M B PEKUME JO3UPOBAHUS, KOTOPBIH BEAET K CYTOUYHOM
noze ot 801 mr no 2403 mr.

8.  Cmnoco0 mo MeHbInei Mepe Mo OAHOMY U3 MYHKTOB ¢ 4 o 7, mpuuem 18 mr
unruouropa ®J[234B ®@opmynel 111 BBOAST mManueHTy, KOTOPBIA B 3TOM HYXKAAeTCs,
IBa pa3a B I€Hb B OAHOU (papMameBTUIECKONH KOMITO3ULIMH AJISl IEPOPATHHOTO
BBEJCHHUS, IPHYEM TepaneBTUUECKH 3(PPEKTUBHOE KONMYECTBO MUP(PEHUIOHA BBOAST
BBILIEYOMSIHYTOMY NAalMEHTYy, KOTOPBINA B 3TOM HYXXJA€TCs, B OTAEJIbHOU
(bapmaneBTHUECKONW KOMIIO3ULIMH JJIsl IEPOPATHHOIO BBEICHUS .

9. Cmnoco0 no MeHbIIEH Mepe MO OJHOMY M3 MYHKTOB ¢ 4 o 7, mpudeMm 18 mr
unruoduropa ®J/[234B ®@opmyns 111 1 TepaneBTudecku 3P PEeKTHBHOE KOIUUECTBO
nupdeHn10Ha BBOIST BMECTE B OJHOM U TOM ke (papMaLeBTUUECKON KOMITO3UIIUH TSI

nNepopabHOTO BBEACHUS ABa pa3a B A€HDb ITALIUCHTY, KOTOprfI B 3TOM HYXKIOAC€TCs.
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10. PapmanesTHuecKas KOMIO3ULHS AJsl IEPOPATIbHOTO BBEACHUS,

BKJIIOHaromas nHruourop ®J124B Popmynsr 111

I11,

B J103€, COCTABJISIOLIEH 18 M, NI MPpUMEHEHHUSs COTJIACHO CIOCco0y JeYeHus
5 MalUeHTa, CTPAJAKINEero OT OJHOrO MJIN HECKOJIBKUX MPOrpeCCUPYOLINUX

GbudpO3UPYOIMKUX UHTEPCTULHANBbHBIX 3a00neBanuil gerkux (I1P-M3JI), npuuem
BBILIEYTOMSHYTYIO (papMareBTUYECKY KOMIIO3HIIUIO ISl TEPOPAIbHOTO BBEASHUS,
BKIHOHaromyt 18 mr muaruburopa ®J/[24B Popmynst 111, BBOAST nBa pasa B A€HH B
KOMOWHALMH C OTAENBbHON (papManeBTHYECKON KOMIO3ULHEHN IS IEPOPATBHOTO

10 BBEIEHMs, BKJIIOYAIOIIEH TepaneBTHYECKU 3P (PEeKTUBHOE KOJINUECTBO NUPPEHUIOHA .

11. dapmaneBTuyeckas KOMIO3ULHS AJIs IEPOPATIbHOTO BBEACHUS,

BKJtoHaromas uaruourop ®J134B dopmynsl 111 B nosze, cocrasnsromeit 18 mr, mis
NPUMEHEHHsI COTJIACHO CIOCO0Y JIeUeHUs MalUeHTa, CTPAAAOLIero OT OJHOTO HIIH
HECKOJIbKUX MPOrpecCupyromux Gudpo3upywIuX HHTEPCTULHATBHBIX 3a001eBaHUM

15 aerkux (IT®-U3JT), mo n. 10, mpuyemM OAHUM UM HECKOJIBKUMHU MPOTPECCUPYIOIHUMHU
GbuOPO3UPYIOIMMMU UHTEPCTHIHATbHBIMU 3a001eBanusiMu Jerkux (I1D-M3JI)
SIBJIIETCS] MAUOMATUYECKU ierounbid Gpudpos (MJID).

12. dapmanesTuyeckas KOMIO3ULHUSA AJs IEPOPATbHOTO BBEACHUS,

BKJItoHaromast uHruoutop ®J134B dopwmyasl 111 B nosze, cocrasnstomeit 18 mr, mis

20 NPUMEHEHHUs COTJIAaCHO CIIOCO0Y JIEUEHHUs MAalUeHTa, CTPAAAOIIETO OT OJJHOTO HJIH
HECKOJIbKUX MPOTPECCHPYIOIHUX GUOPOIUPYIOIINX UHTEPCTUIHANIBHBIX 3a00JIeBaHUM
nerkux (I1®-U3JI), no menpiieit Mepe Mo ogHOMY U3 NyHKTOB 10 mm 11, mpuuem
TepaneBTU4YeCKU 3P EKTUBHOE KOJMYECTBO NUP(EHNUIOHA BBOAST B J03€ U B PEXKUME
IO3UPOBAHMS, KaK YTBEPKACHO IJIs MUPPEHNT0HA .

25 13. dapmaneBTuyecKas KOMIO3ULHS AJs IEPOPATIbHOTO BBEACHUS,
BKJIOHaromas uHruourop ®J/124B @opwmyas! 111 B no3e, coctapmustomeit 18 mr, nius

NPpUMCHECHUS COTJIACHO CHOCO6y JICHCHUA Malu€HTAa, CTpagaromero OT OAHOIO U
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HECKOJIbKUX MPOTPECCHPYIOIHUX GUOPOZUPYIOIINX HHTEPCTUIHANBHBIX 3a00JIeBaHUM
nerkux (I1®-U3JI), no menpiiel Mmepe nmo ogHoMy u3 nyHKkToB 10, 11 unm 12, npuuem
TepaneBTU4Yecku 3P(PEeKTHBHOE KOJUUECTBO NUPPEHUOHA BBOJST B 103€ U B PEKUME
I03UpPOBAaHUs, KOTOPBIN BeAeT K CyTouHoM go3e ot 801 mr no 2403 mr.
14. Ilpumenenue naruduropa ®124B Popmynsr 111
cl

N7 X

P
N

OH

I11,
ISl IPUTOTOBJIEHUS (papMaLeBTUUECKOW KOMIIO3UIIUHU IS NEPOPATbHOTO BBEICHUS,
Bkirovaromed 18 mr maruduropa ®J[24B Dopmynsr I st npuMeHEeHHS COTIACHO
croco0y JeYeHHs ManueHTa, CTPaganInero OT OJHOTO HIJIM HECKOJIbKUX
nporpeccupymux GuOpo3upyrw X HHTEPCTULIHAIbHBIX 3a00aeBanuil terkux (I1D-
N3JI), npudem BrimeynoMsiHyTasi papmaueBTudeckas KOMIO3UIUA AJIsI IEPOPaTbHOTO
BBeJeHUsI, BKirouaromas 18 mr uarudburopa ®/134B dopmyns! I, npenHasHaueHa
A7 IEpOPaJbHOrO BBEJCHUs ABA Pa3a B A€Hb BBIIICYIIOMSIHYTOMY NAaLUEHTY B
KOMOMHAINK C TepaneBTUYeCKH 3P PEeKTUBHBIM KOJNYECTBOM NUPPEHUIOHA.

15. Tlpumenenue unruduropa ®J134B Dopmyasl III o n. 14, npuuem
TepaneBTU4YeCKU 3P (PEeKTHBHOE KOJUUECTBO MUPPEHUIOHA BBOAST B CYTOYHOM 103€ OT
801 mr no 2403 wmr.

16. Tlpumenenue unrudburopa ®1234B ®Popmyaer III mo menbieii mepe mo
OHOMY U3 MYHKTOB 14 unu 15, npuuem tepaneBTHYECKU 3P (HEKTUBHOE KOJIHIECTBO
nuppeHn10Ha TPUCYTCTBYET B OTACIbHON (papMaleBTHUECKON KOMIO3HIIUU JUIS
MEepOPaAJIbHOTO BBEACHUS.

17. Tlpumenenue unrudburopa ®/134B ®@opmyner III mo menpineit mepe mo
OIHOMY U3 MYHKTOB 14 mnu 15, npuuem TepaneBTHYECKU 3P (HEKTUBHOE KOJIHIECTBO
nuppeHn10Ha TPUCYTCTBYET B TOH ke papMaleBTHIECKON KOMIIO3ULIUH JIJIsT

nepopaJbHOro BBeNEeHUs, 4To U 18 Mr mHruduropa ®J/[24B Dopmyner 111
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18. dapmaueBTUYECKass KOMIO3ULUs Ul IEPOPATBbHOTO BBEIEHUS, KOTOpas
BKJIFOYAET

. 18 mr unrudburopa ®/1234B ®opmysr 111

cl
N7
I11,
. TepaneBTHYeCKH 3P PEKTUBHYIO 103y HUHTeAAaHU0a U
. HeOoOsI3aTeIbHO OJTMH MU HECKOJbKO (papMalleBTUYECKH MPHUEMIIEMbIX

HOCHUTEJIeH UJIM BCIIOMOTATENbHbIX BELIECTB,

IUIS1 IEUCHUS MALMEeHTa, CTPAJA0IEro OT mporpeccupyomero Gpudpo3upyrmero
UHTepCcTHLUHATbHOTO 3a00neBanus jerkux ([1P-M3JI), mpuuem sTa papmaneBTHIeCKas
KOMITO3ULMSA AJIsl IEPOPAIBHOIO BBEAEHUS MPEeJHA3HAUAETCS sl BBEAEHUS
BBILIECYTIOMSIHYyTOMY NallUE€HTy [1Ba pa3a B JEHb.

19. dapmaneBTHuecKas KOMIO3ULHUS ISl IEPOPAIbHOrO BBEAEHU MO . 18,
npHYeM IpOrpeccHpyImuM GuOpO3UPYIO UM HHTEPCTUIIHAIBHBIM 3a00JIeBaHUEM
aerkux (I1®-U3JT) sBnseTcs uauonarudyeckuii serounsiii pudpos (MJID).

20. dapmaneBTHUECKass KOMIIO3ULUSA AJA NEPOPAIBHOTO BBEACHUS 10
MEHbIIEN Mepe IO OAHOMY U3 NYHKTOB 18 unu 19, npuyuem tepaneBTudecku
s dexTuBHas no3a HUHTEenaHUOA coctapisieT 150 mr.

21. dapmaneBTHUeCcKas KOMNO3ULIUA AJis IEPOPATBHOIO BBEEHHUS IO
MEHbIIEH Mepe O OAHOMY U3 NYHKTOB 18 nnu 19, npudyem TepaneBTUYEeCKH

s dexTuBHas no3a HUHTEenaHUOa coctapusier 100 mr.
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22. Cnoco0 nedeHus OMHOTO MJIM HECKOJbKUX MPOTPECCUPYIOLINX
¢ubposzupyromux HHTEPCTHIIHANbHBIX 3a00oneBannil nerkux (I1P-M3JI), koTopslii
BKJIFOYAET 3TAIl NepOPaAJbHOrO BBEIEHHU ABA Pa3a B I€Hb MALUEHTY, KOTOPBIA B 3TOM

Hyxnaercsi, 18 mr uaruburopa ®/134B ®opmynsr 111

5 I11,
B KOMOWHAIIUH C TePANeBTUYECKHU 3(PPEKTUBHBIM KOJUYECTBOM HUHTEeRAaHUOA .

23. Cmnocob mo n. 22, npu4eM OJHUM UJIH HECKOJIBKUMHU MPOTPECCUPYIO MU
GbubpO3UPYOIMUMU UHTEPCTHIHATbHBIMU 3a001eBanusiMu Jerkux (I1D-U3JI)
SIBJIIETCS] MAUOMATUYECKUH Jerounbiii pudpos (MJID).

10 24. Cnoco0 nmo MeHbLIEH Mepe MO OJHOMY U3 NYHKTOB 22 unu 23, mpudem
TepaneBTU4YeCckU 3P(PEeKTHBHOE KOJIMYECTBO HUHTenaHuba cocrasuseT 150 mr nBa pasa
B JICHb.

25. Cnoco0 no MeHbLIeH Mepe MO OAHOMY U3 MYHKTOB 22 wiH 23, mpuyem

TepaneBTU4Yeckn 3P PeKTUBHOE KONIMYECTBO HUHTenaHuOa coctasisier 100 Mr aBa pasa
15 B I€Hb.

26. Cnoco0 nmo MeHbLIEH Mepe MO OJHOMY M3 NyHKTOB ¢ 22 mo 25, npudem 18
mr uaruduropa ®/134B @opmyisl Il BBOAAT manneHTy, KOTOPBIH B 3TOM HYKIAETCH,
IBa pa3a B Ie€Hb B OAHOH (papMameBTHUECKON KOMIO3UIUH JJIsI TEPOPATBHOTO
BBEICHHUS, IPUYEM TePANEBTUUECKH 3P (PEKTUBHOE KOJHMYECTBO HUHTeAaHUOAa BBOJST

20 BBILIEYTOMSIHYTOMY MAaIlUEHTY, KOTOPBIH B 3TOM HYXAA€TCsI, B OTAEIbHOM
(dapmaneBTHUECKONW KOMIIO3ULIMH JJIsl IEPOPATHHOTO BBEICHUS .

27. Cmnoco0 nmo MeHbLIEH Mepe MO OJHOMY M3 NYHKTOB ¢ 22 mo 25, npudem 18
mr uaruduropa ®/134B @opmynsl Il u repanesTrdecku 3¢ PeKTUBHOE KOTUIECTBO
HUHTenaHuO0a BBOASIT BMECTE B OHOM U TOM ke (papMaLeBTUUECKON KOMITIO3UIIUH JUISI

25 NEepOPaJIbHOTO BBEACHUsS BA Pa3a B AE€Hb NMALUEHTY, KOTOPBIA B 3TOM HYXAAE€TCs.
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28. dapmaneBTHUYECKasi KOMIO3ULHUS AJS NIEPOPAJIbHOTO BBEACHMUS,

BKJIIOHaromas nHruourop ®J124B Popmynsr 111

I11,

B J103€, COCTABJISIOLIEH 18 M, NI MPpUMEHEHHUSs COTJIACHO CIOCco0y JeYeHus
5 NalnueHTa, CTPajarlero OT OJHOI0 UM HECKOJbKUX MPOTPECCUPYIOIINX

GbudpO3UPYOIMKUX UHTEPCTULHANBbHBIX 3a00neBanuil gerkux (I1P-M3JI), npuuem
BBILIEYTOMSHYTYIO (papMareBTUYECKY KOMIIO3HIIUIO ISl TEPOPAIbHOTO BBEASHUS,
BKIHOHaromyt 18 mr muaruburopa ®J/[24B Popmynst 111, BBOAST nBa pasa B A€HH B
KOMOWHALMH C OTAENBbHON (papManeBTHYECKON KOMIO3ULHEHN IS IEPOPATBHOTO

10 BBEJEHMs, BKJIIOYAIOIIEeH TepaneBTHYeCKH 3P (PEeKTUBHOE KOJINYECTBO HUHTENaHUO0Aa .

29. dapmaneBTuUeCKasi KOMIO3ULHUS AJS IEPOPAJIbHOTO BBEACHUS,

BKJrovaromas uaruourop ®J134B dopmyasl 111 B nosze, cocrasnsromeit 18 mr, nsa
pa3a B IeHb Uil MPUMEHEHHUs COTJIACHO CIOCO0Y JIeUeHUs MallueHTa, CTPAJA0LIero OT
OJIHOTO FUIM HECKOJIbKUX MPOTPECCUPYIOIUX PUOPO3ZUPYIOMMNX HHTEPCTULHAIBHBIX

15 3abonesanuii nerkux (I1®-U3JT), mo n. 28, npuvemM OAHUM UJIU HECKOJIbKHUMU
NPOrpecCUPYOIUMH GUOPO3UPYIOIUMH HHTEPCTUIIHATBHBIMHU 3a00JI€BaAHUSIMU
nerkux (I1®-UM3JT) saBaseTcss nauonaTudeckuii jerounsii pudpos3 (MJID).

30. dapmaueBTHYeCKass KOMIO3ULUS ISl IEPOPATBHOIO BBEIEHUS,

BKJItOHaromast uaruourop ®J134 ®opmynsl 111 B 1o3e, cocrasnstomeii 18 mr, nBa pasa

20 B ICHb JJIsl IPUMEHEHHUsI COTJIAaCHO CIOCO0Y JICUEHHUs MMAllUeHTa, CTPAJA0IEeTo OT
OJTHOTO MJIM HECKOJBKHUX MPOrpecCUpyromux GuOpO3UPYOINX HHTEPCTULHATbHBIX
3aboneBanuii nerkux (I1®-U3JI), mo meHpIIeH Mepe MO OAHOMY M3 MYHKTOB 28 min
29, npudem TepaneBTHYECKU 3P PEKTUBHOE KOJIMYECTBO HUHTenaHnba cocTasiset 150
MT J1Ba pa3a B J€Hb.

25 31. dapmaueBTHyecKass KOMIO3ULUS ISl IEPOPATBHOrO BBEIEHMUS,
BKJItoHaromas uaruourop @134 @opmynsl 111 B nose, cocrasusiromeii 18 mr, nBa pasa

B ACHb Ui IPUMCHECHUS COTJIaCHO CHOCO6y JICYCHUS MallUC€HTA, CTPAAAIIEIro OT
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OJTHOTO MJIM HECKOJBKHUX MPOrpeccupyromux Guopo3upyoOINX HHTEPCTULHATbHBIX
3aboneBanuii nerkux (I1®-U3JI), mo meHbIielt Mepe MO OJHOMY U3 MYHKTOB 28 miH
29, npuueM TepaneBTHYECKH 3P PeKkTUBHOE KONIMUECTBO HUHTenaHuba cocrasiuser 100
MT JIBa pa3a B JI€Hb.
32. Ilpumenenue nnruduropa ®/124B Popmynsr 111
cl

N X

P
N

OH

I11,
ISl IPUTOTOBJIEHUS (papMaLeBTUUECKOW KOMIIO3UIIUHU IS NEPOPATbHOTO BBEICHUS,
BKirovaromen 18 mr maruburopa ®J124B @opmynst 111, anst npuMeHeHUsT COTIaCHO
croco0y JedeHus ManueHTa, CTPAgaIlero OT OAHOTO UIH HECKOJIBKUX
nporpeccupymux GuOpo3upyrw X HHTEPCTULIHAIbHBIX 3a00aeBanuil terkux (I1D-
N3JI), npuuem BrimeynoMsiHyTas papmaneBTHYecKas KOMIIO3ULIUS I IEPOPAIBHOTO
BBeIeHUsI, BKiIrouaromas 18 mr uaruduropa ®J134 ®opmyasl 111, npennazHauena ais
NepOPaJbHOrO BBEJEHUS /1BA pa3a B J€Hb BHIMIEYIIOMSIHYTOMY MAalUEHTY B
KOMOMHAINK C TepaneBTUYecku 3PP eKTHBHBIM KOJIMUECTBOM HUHTEeAaHUOA .

33. Ilpumenenue unrudburopa ®J/124B ®opmyns 111 mo n. 32, npuuem
TepaneBTU4YeCKU 3¢ (HeKTHBHOE KOJUUECTBO HUHTenaHnOa cocTapisier 150 mr,
KOTOpbIE BBOJSAT JIBA pa3a B JICHb.

34. TIlpumenenue unruduropa ®J/[24B Dopmyns 111 no n. 32, mpuuem
TepaneBTU4YECKH 3PP EeKTHBHOE KOJUUECTBO HUHTenaHnOa coctapisier 100 mr,
KOTOpPBIE BBOJISAT /IBA pa3a B JICHb.

35. Ilpumenenue unrudburopa ®J/[34B ®opmyns 11l mo MeHbIneit Mepe o
OAHOMY M3 IYHKTOB C 32 1o 34, npu4eM OAHUM UJIHU HECKOJbKUMU
npoTrpeccupyrmumMu GuOpPO3UPYIOIUMHA HHTEPCTULIHATBHBIMH 3a00JI€BAHUSIMH
nerkux (I1®-U3JI) sBnseTcsa nauonarudeckuii serounsiii pudpos (MJID).

36. Ilpumenenue unruduropa ®J/134B Popmyns 11l no MeHbIIe Mepe mo

OMHOMY U3 MYHKTOB ¢ 32 mo 35, npudem TepaneBTuYecKu 3p(HEeKTUBHOE KOJIMIECTBO
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HUHTenaHu0a MPUCYTCTBYET B OTHENbHON (papManeBTUIECKONH KOMIIO3ULIMH I JIs
NEepOpaJbHOTO BBEJECHUS.

37. Ilpumenenue unruduropa ®J/134B Popmynsl 11l no MeHbIneit Mepe no
OHOMY U3 NYHKTOB ¢ 32 no 35, npudem TepaneBTudecku 3p(HeKTHBHOE KOJIUYECTBO
HUHTeNaHuOa IPUCYTCTBYET B TOH ke (papManeBTUYECKON KOMIIO3ULIUH JUIS
nepopaIbHOro BBeNeHUs, 4To U 18 Mr uHruburopa ®J124B Dopmyer 111

38. KowmmuiekT s JeueHus mauueHTa, CTpajarlero OT NporpecCupyrouero
bubpo3uPyOIEero HHTEPCTUIIHATBHOTO 3a00aeBanus jgerkux (I1D-MN3JT), koTopwrii
BKJIIOYAET:

. nepByr (apManeBTHUECKYIO KOMITO3ULUIO JJIs TEPOPATBbHOTO BBEICHUS HIIH

JekapcTBeHHY Gopmy, BkIodaromyo 18 mr uarudburopa ®J134B dopmyisl

II1

2

I11,
U, He00s3aTeIbHO, OAMH UJIU HECKOJIBKO (papMaleBTHYeCKH IPHEeMIIEMbIX HOCHTENEH
U/UJIH BCTIOMOTATEJIbHBIX BEIIECTB U

. BTOPYIO papMareBTUYECKYI KOMIIO3HIUIO AJIsl IEPOPaIbHOTO BBEASHHUS UITH

JEKapCTBEHHYIO (OPMY, BKIIOYAO YO MUPPEHUIOH, B TEPANEBTHIECKU

s dexTuBHON 103€ U, HEOOS3aTEIbHO, OMH UJIM HECKOJIBKO (papMaleBTUUECKH

NPUEMJIEMbIX HOCUTEJIEH W/ MU BCIIOMOTATEIbHBIX BEIIECTB,
npuyeM nepsasi GpapManeBTHUYECKass KOMIIO3UIIUS HIIH JIeKapCTBeHHas Gopma
npefHa3HayvaeTcs sl BBEAEHUS 1Ba pa3a B JI€Hb.

39. Kommuext no n. 38, npudem mporpeccupyruum Gudpo3upyromum
UHTepCTULHANBHBIM 3a00neBanuem jerkux (I1P-N3J1) spasercs nuanonaTudecKui
nerounslii pudpos (MJID).

40. KoMmiekT nmo MeHbuIed Mepe MO OAHOMY M3 NYHKTOB 38 unu 39, npuuem
nepBasi papManeBTHYECKass KOMIO3UIUS WM JIEKapCTBEHHAs popma mpenHa3HadaeTcs

AJIs BBEACHHUA OJHOBPEMECHHO, MapajICJIbHO, MOCICAOBATCIIBHO, MTOOYEPEAHO UJIH IO
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OTAENIBHOCTH, CO BTOPOH (hapMaleBTHUECKON KOMITO3UIUEH UK JIeKapCTBEHHOM
dbopmoii.

41. KoMIIeKT 1o MeHbIIeH Mepe 0 OAHOMY U3 NMYHKTOB ¢ 38 o 40, npuuem
BTOpas (apmareBTUUECKass KOMIIO3ULIUS UJIU JIEKapCTBEHHasi (POpMa BKIKOYAET

5 nupPeHUuI0H B 103€, COCTABISIOMEH 267 MI, KOTOPYIO BBOAAT TPHU pasa B A€Hb, UJU B

103€, cocTaBysoLeil 534 Mr, KOTOPYIO BBOAST TPU pas3a B I€Hb, UJIU B 103€,
cocrasysAome 801 mMr, KOTOPyIO BBOASAT TPU pa3a B AEHb.

42. KoOMIUIEKT IO MeHbIIEN Mepe IO OAHOMY U3 NMYHKTOB ¢ 38 o 41, npuuem
BTOpas ¢papManeBTUUECKass KOMITO3ULIMUS UJIH JIEKAPCTBEHHAs! (hOpMa BKIIOYAET

10 nupdeHUuI0H B CyTOYHOU n03€e oT 801 Mr no 2403 mr.
43. KommiexT njs Jed4eHus nauueHTa, CTPaJalllero OT NporpecCUpyrero

bubpo3upyrmero HHTEpCTUIHATBHOTO 3a00aeBanus jgerkux (I[1P-NU3JT), koTopwrii

BKJIFOYAET:
. nepByro (GapManeBTUUECKYI KOMITO3UIIUIO JJISI TEPOPATLHOTO BBEICHUS HIIH
15 JekapcTBeHHYI Gopmy, BkIodaromyo 18 mr unrudburopa ®/124B ®opmyibl
11

2

I,
U, HeoOsI3aTeNbHO, OAUH WJIH HECKOJbKO (PapMaleBTUUYECKH MPUEMJIIEMbIX HOCUTEIEeH
/WA BCIIOMOraTEbHBIX BCIIECTB U

20 . BTOPYIO (papMaleBTUYECKYIO KOMIIO3ULIUIO ISl MEPOPAIbHOTO BBEACHUS WU

JEeKapCTBEHHYIO (opMy, BKIIOYAKOIIYI0 HUHTeNAaHUO B TepaneBTUYECKHU
3¢ pexTuBHON 103€ U, HEOOA3aTENbHO, OUH WIN HECKOJBKO (apMaLeBTUUECKH
MNPpUEMIIEMBIX HOCHUTEJEH W/ WA BCIIOMOTaTENIbHBIX BEIICCTB,

npu4eM U nepBas, U BTOpad (I)apMaLIeBTI/ILIeCKI/Ie KOMIIO3U LU UITU JICKAPCTBCHHBIC

25 ¢dbopmbl IpenHA3HAYEHBI JJI BBEACHUS ABA pas3a B A€Hb.
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44. Kowmmiekt no m. 43, mpudyeM TepaneBTHdecku 3ppexTuBHas 103a
HUHTenaHuO0a BO BTOPOH papMaleBTUUECKOH KOMIIO3UINHU [ IEPOPATIBHOTO
BBEIEHUs cocTaBiysieT 150 Mr, KOTOpBIE BBOASAT [Ba pa3a B IEHb.

45. Kowmmuekt no mn. 43, mpudyeM TepaneBTuuecku 3¢ dexTuBHasa 103a
HUHTeNaHnO0a BO BTOPOH papMaLeBTUUECKON KOMIIO3ULIUK JJISl TEPOPATBHOTO
BBeneHUs cocTaBysieT 100 Mr, KOTOpbIe BBOASAT BA pa3a B I€Hb.

46. KoMMIEKT 1o MeHbIIEH Mepe 0 OAHOMY U3 MYHKTOB € 43 1o 45, npuuemM
NPOrpecCUpyoImuM GUOPO3UPYIOIUM HHTEPCTHIIHAIBHBIM 3a00JIeBAaHUEM JIETKHX
(IT®-U3J1) sBasieTcs nauonaTu4yeckuii gerounsrii Gudpos (UJID).

47. KoMMIEKT O MeHbIIEH Mepe IO OAHOMY U3 MYHKTOB C 43 1o 46, npudem
nepBasi papManeBTHYECKass KOMIO3HUIUS WU JIEKapCTBEHHAs: popMa mpeaHa3HauaeTCs
IJisl BB€JJEHUs] OTHOBPEMEHHO, NapajIeJbHO, MOCIEA0BATEIbHO, IOOYEPEAHO UIIH MO
OTAENIBHOCTH, CO BTOPOH (papManeBTHYECKON KOMIO3UIUEH UIIH JIeKapCTBEHHOMN

dbopmoii.
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