202090416 Al

(19) EBpa3unckoe @) 202090416 13 Al
naTeHTHOEe
Be4OMCTBO
(120 OMUCAHUE U30BPETEHUS K EBPASUICKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 31/55 (2006.01)
2020.05.25 AG61K 9/00 (2006.01)
AGIP 1/14 (2006.01)
(22) Aara nonauu sasBku
2018.07.30
(54) CHOCOBbBI JIEYHEHUA CUMIITOMOB I'ACTPOITAPE3A C UCITIOJIb3OBAHUEM
BEJIYCETPATA
(31) 62/539,229 (72) Waobperatens:
(32) 2017.07.31 Bapuc Kpucrodep Hoan (US),
(33) US Buckomu xky3zenne Knaynuo, Pensyniun
(86) PCT/US2018/044337 Cecuaus, ['pumansau Mapus (IT)
(87) WO 2019/027881 2019.02.07 _
(71)  3aseurens: (74) nNpeacrasutens:
TEPEBAHC BAMO®APMA Ap >1n [u Mengenes B.H. (RU)
Aiilln, 9193aCu (US); AIBOACUTMA
C.LA. (IT)
(57) Us300peTenue oTHOCHTCS K CTIOCO6aM 1 (hapManeBTHHeCKIM KOMITO3HIIUAM JIsl IEYEHHST BCEX CHMITTOMOB

racTpornapesa y Ial[leHTa-4el0BeKa, MIPUYeM CIIOCO0 BKIIOYAeT BBEACHHE IIAI[MEHTY-YEJIOBEKY OT
npubmmsuTensHo 0,5 mo mpubnusutensHO 30 Mr/cyTkH, oT mpubam3uTeasHO 0,5 M0 MPHOMU3UTENHHO 15
MI/CYTKH, OT npuomm3utensHo 0,5 10 NMpHOMM3UTENBHO 5 MI/CYTKH WM NMPUOIM3UTENBHO 5 MI/CYTKH
BellyceTpara Wiy ero GpapMaleBTHIeCKU IPUEMIICMON COMH.

IV 91v060C0¢



OIIMCAHHUE U30BPETEHHUSA
2420- 560458EA/061
CIIOCOBBI JIEYEHHUS CUMIITOMOB 'ACTPOITIAPE3A C HCITIOJIB3OBAHUEM
BEJIYCETPAT A

YPOBEHb TEXHHUKH, K KOTOPOMY OTHOCHUTCA NU30BPETEHHE

ObGnacTe nzobOpereHns

Hacrosimee nsobperenune orHocurcs k Benycerpary ({(1S,3R,5R)-8-[(R)-2-runpoxkcu-3-
(MeTaHCyIb)OHUIMETUIAMUHO )IPOITHI |-8-a3a0uiukio| 3.2. 1Jokr-3-unjamun  1-usonpomnui-2-
OKCO-1,2-TUrHIpOXMHONH-3-KapOOHOBOH KUCJIOTHI), U K COAEPKAIIUM ero (hapMaLeBTHUYECKUM
KOMITO3ULIMSIM JJIS JICYCHUST W/UJIH IPUMEHEHUS TSl JICUEHHsI CUMITTOMOB, aCCOLIMUPOBAHHBIX C
UIMOTIATUYECKUM WM AHA0ETUYECKUM TacTPONape3oM y MalMeHTa-4eJIOBeKa, MyTeM BBEICHUS
NAIMEHTY-YEJIOBEKY BellyceTpara MM ero (papMaleBTHUECKH MPUEMIIEMON COJIM B KOJHMUYECTBE
oT npubm3uTenbHO 0,5 MI/CyTKH 10 MPHOIM3UTENBHO 30 MI/CyTKH.

YPOBEHb TEXHUKHU

H3MeHeHUs] OCHOBHBIX ITHIIEBAPHUTEIbHBIX (DYHKIHMHA, BO3ZHHKAIOIIWE B JKEJYIOYHO-
IBEHALATUNIEPCTHOH ~ OONAacCTH  JKENYJOYHO-KMUIIEYHOTO  TPAkKTa,  SBISIFOTCS  O4YEHb
PacCIpOCTPAaHEHHBIM COCTOSIHHEM, OT KOTOpPOro CTpajnaer OoJsblIoe KOJWYECTBO JIFOACH.
Hapymenust >kenmyJoYHO-KHIIEYHOTO TPaKTa Pa3IMYHOW MPHUPOAbI YXYAIIAIOT OXHY WK
HECKONbKO ero (QyHkuud. CTpyKTypHblE U HEpPBHbIE AaHOMAJIUH MOTYT 3aMeIJISTh,
OCTaHABJIMBATh WJIM YCKOPATb MABIDKEHHE KHIIEYHOIO CONIEPKUMOrO Ha JIFOOOM ypOBHE
JKENyJOYHO-KUIIEYHOTO TpakTa. BocmanurenbHble W SI3BEHHBIE COCTOSHHS  SKEJyJIOYHO-
KHIIEYHOrO TPAaKTa MOTYT HAapyllaThb CEKPELI0, MOTOPHKY U BcachiBaHue. Bocnanenwe uim
OOCTPYKLMS TEYEHH, IOKENYIOUYHON KeNe3bl MM SKEIYHOrO MY3bIps MOTYT H3MEHSTh
MeTaboJIN3M U NPUBOAUTH K JIOKAJTBHBIM HWJIM CUCTEMHBIM CUMIITOMAM, WJIN M K TEM, U K JIPYTHM.
MHorue KIMHMYECKHE IMPOSIBJICHUS PACCTPOMCTB KEIyAOYHO-KHIIEYHOTO TPaKTa SBJSIIOTCA
HecTeU(pUUIECKUMHI U MOTYT BbI3bIBATHCS pa3iu4YHbIMK HapylieHusiMu. [1o menbiieit mepe 20%
NOMYJISIUA UMEIOT XPOHHYECKUE CHMIITOMBI, KOTOPbI€ MOTYT OBbITb OTHECEHBI K HApyIIECHHSIM
JKEJTyJOYHO-/IBeHAALATUNIEPCTHON ~ (DYHKIMM, STO COCTOSHHE 3HAYUTENbHO BIIMSAET HA
NOBCEHEBHYIO AKTHBHOCTh IALIMEHTA W XapPaKTEPU3yeTCs ONHUM WM HECKOJBbKHUMH U3
CJIEAYIOLIMX CHMIITOMOB. TOLIHOTA, B3AYyTHE, YYBCTBO IEPETIOIHEHUS B )KMBOTE IOCJIE TIPHUEMa
Uiy, OBICTPOE HACBINIEHHWE, PBOTA, 0OJh B BEPXHEH YAaCTHU JKUBOTA, WU3KOTA, KEIYIOYHBINA
pedurokc ¢ uzkoroi wiam 6e3 Hee M HAPYIIEHHE MOTOPUKHU JKEeNyAOYHO-KHIIEYHOTO TPAKTA.
CuUMITOMBI MOTYT OBITh XPOHMYECKHMH, BO3HUKAIOIIMMH MO MEHBIIEH Mepe pa3 B HENEIIO U Ha
NPOTSDKEHHUH 110 MEHbINEH Mepe 6 MecsLEeB P OTCYTCTBHU opranndeckoro oobscHenus (Tack,
J., el al. Gastroenterology. 2006; 130; 1466-1479).

Cxonnblii HA0Op KIMHUYECKUX MPOSIBIEHUI MPUCYTCTBYET y MAIMEHTOB, CTPAJAFOIINX
racTpomape3oM, KOTOPBIH SIBIISIETCS pAaCIpPOCTPAHEHHBIM, HO TE€M HE MeEHee CEPbE3HBIM,
XPOHMYECKHUM YYBCTBHUTEJIBbHO-IBUTATENbHBIM HAPYIIEHHEM BEPXHEro OTAENa JKEIyAOYHO-
KHIIEYHOT'O TPAKTa, ONPENeNsAeTCs] HAJTMUUEeM 3aMEeAJIEHHON 3BaKyalMd COAEPKHUMOTO KNy IKa

(GE) B orcyTrcTBUHM MEXaHMYECKOH OOCTPYKLMH M acCCOLMHPOBAH C  BBIPAXKEHHOMH



CHUMIITOMATUKOH (HampuMep, TOIIHOTA, PBOTA, ObICTPOE HACKIIEHHE, B3AYTHE U OOJb B JKUBOTE),
KOTOpasi MOJKET 3HA4YMTENbHO BIUATH Ha KaudecTBO km3HM (QOL) (Parkman, H.P. et al.,
Gastroenterology, 2004, 127(5), 1592-1622; Stein, B. et al, J. Clin. Gastroenterol., 2015, 49(7);
Parkman, etal, Clin. Gastroenterol. Hepatol., 2011, 9(12), 1056-1064).

OTHoNOrus racTpomnapesa SBJIAETCS PasHOOOPa3HOM, XOTS OH 4YacTO acCOLMHPOBAH C
caxapubiM nuaberom (Stein, B.et al, J. Clin. Gastroenterol., 2015, 49(7); Bharucha, A. E.,
Gastroenterol. Clin. North Am., 2015, 44(1), 9-19). OnHako OCHOBHas! MPUYMHA HE MOXET OBITH
uneHTuguuupoBaHa NPUOTU3UTENPHO y 50% NauMeHTOB, HAampuMmep, MPU HAUONATHYECKOM
3a00sIeBaHUH.

ITpu racTpomapese, a TakKe MPHU APYrHX 3a00JIEBAHHSX JKETyIOYHO-KHIIEUHOTO TPAKTa,
OIpeneeHne CUMIITOMOB 3a00JIeBaHMsI OCTAETCS B HEKOTOPOW CTENEHH HEOIHO3HAYHBIM, C
TPYZAOM TIOHSTHBIM M HHTEPIPETUPYEMbIM MAL[MEHTAMH, BpauyaMH M HCCIIEIOBATENISIMH, TEM
CaMbIM 3aMeIss TOCTHIKEHUE MIOJIOXKUTEIBHOTO TEPaIreBTHUECKOTO UCXOra.
[TaTodusnonornyeckue MeEXaHU3MBL, JIeXKAaI[He B OCHOBE OTHX CHMIITOMOB, SIBJISFOTCS
KOMILIEKCHBIMH U MHOTO(akTOpHBIMU. CHUMIITOMATHKA racTponapes3a B 3HAYUTEIbHOW CTETIeHU
NEPEKPBIBAETCS C CHMITOMATHKONW 3a00JieBaHMN BEPXHEro OTAeNa KeNyAOYHO-KHIIEYHOTO
TpPaKkTa, ¢ KOTOPhIMU accouuupoBaHo 3amemieHune GE. bomee dem y omHOro u3 ueThipex
NAllMEHTOB C HApPYLWIEHMSIMU BEPXHEro OTHeNa JKEIYAOYHO-KHUIIEYHOTO TPAaKTa HMEITCS
NPU3HAKU 3aMENJICHHOM »JBakyauuu copepkumoro xemynka (Samelli G. et al. Am J
Gastroenterol 2003; 98: 783-788) u B ogHOM uccaenoBaHuu 86% MalMEHTOB C TacTPOIAPE30M
UMEINI CUMITTOMBI, YKa3bIBAIOIHE HAa BOBJIEUEHHE JKEJIYA0UHO-IBEHAILIATUIIEPCTHOTO CErMEHTA:
TOIIHOTA, B3lyTHE, YyBCTBO NEPENOIHEHUS B )KUBOTE IOCJIE ITpUeMa MHIIH, paHHEEe HACBILIEHNE,
pBOTa, OOJIb B BEpXHEH YacTH JKUBOTA, U3KOTa, XKEJTyAOUHbIH pedIiroke ¢ n3Koroit wim 0e3 Hee u
HapYLIEHHsI CTYJIa, YKa3bIBAIOI[HUE HA BO3MOXKHBIE CXOIHbBIE MATO(PHU3MOJOrMYECKHE MPHU3HAKU
9TUX COCTOSIHUM.

B Hactosimee Bpemsi enMHCTBEHHbIM onoOpeHHbIM FDA JekapCTBEHHBIM CPENCTBOM
NPOTHB AMA0ETHYECKOrO racTporapesa SBISIeTCS METOKJIONPAMHJ, AHTArOHHCT pPelenTopa
nopamuna D2 u anrtaronuct peuenropa S-HT3 co cnmaboit aktuBHOCTRIO aronucta S5-HT4,
KOTOPBIH MOKa3aH IS JICYEHUSI CHMIITOMOB, ACCOLIMUPOBAHHBIX C OCTPBIM U PELIIUBUPYIOIIUM
nuabeTUYeCKUM JKeyJOYHBbIM CTAa30M JJIs JIEUeHUs] B TeueHue He Oosiee yeM 12 Hemenb. bouio
OOHapy’KeHO, YTO METOKJONPAaMHUI B PaBHOH creneHH >((EKTUBEH Ui KPATKOBPEMEHHOTO
KOHTPOJIsI CHMIITOMOB TUHAOETHUECKOro racrpomnapesa ¢ JAOMIEPUAOHOM, OIHAKO Y
meTokyonpamuaa nodounsie 3¢pdextr Ha [HHC sBRsStOTCS 3HAUMTENBHO OOJiee YaCTBIMH H
o0baHO Oosiee TsokenbiMu (Patterson, D, et al., Am. J. Gastroenterol., 1999, 94(5), 1230-1234).
O¢pdexrsr MeTokmompamuia OBICTPO CHIDKAIOTCA C TEYEHHEM BPEMEHH, W JUTUTEIbHOE
NPUMEHEHNE OrPAaHUYMBAETCS OTHOCHUTENIbHO YacTO BCTPEYANOIMUMCS HEOIaronpusTHBIMU
s¢ppexramu Ha [THC (coobmaembivu aiist BIioTh 10 30% ManueHToB, MPOXOIAIINX TEPATHIO C
€KEIHEBHBIM IPHEMOM), BKJIOYas CeNauuio U OeCHOKOHCTBO, a TakXKe 4acTble
JKCTpanupaMuzainbHble 3QQexTs, Hanbojee YacTo OCTPY IUCTOHHIO. Takum o0Opasom,

METOKJIOINIpaMUa HE PEKOMEHAYCTCA B CTAHAAPTHOM IMOPAAKE BCIACACTBUC €TI0 HeonpeneneHHof/'I



3¢ pexTuBHOCTH M MOOOUYHBIX 3P PEKTOB (BKIIOUAs OOPATUMYIO TO3HIOK AUCKUHE3HUIO).

AKOTHaMu TpEACTaBisieT COOOM MHIHOWTOP ALETHIIXOJWHACTEPA3bl, YCKOPSIOIIUN
9BAKYaLHIO COAEPIKIMOrO KelyaKa U YCHINBAKOUINi akkoMmonauuio skenynka (Kusunoki H. et
al. Neurogastroenterol Motil 2012; 24: 540545). B nBoiiHoM ciiernom mianebo-KOHTPOIUPYEMOM
UCTIBITAHWH, BOBJIEKAIOIEM MAI[EHTOB ¢ (PYHKLHNOHAIBHON aucnerncueil B AnoHuy, yaydiieHue
CHMITTOMOB HaOMIOAANOCh y 52% MalueHTOB, KOTOPBIM Oblla HAa3HAYEHA Teparus aKTHBHBIM
CPEACTBOM, MO CpaBHEHUIO ¢ 35% marMeHTamMH, KOTOPbIM HazHavajoch manedo (Matsueda K.
et al. Gut 2012; 61: 821-828), 3HauMTeNbHbIC YJNy4YLIEHUS ObUIM HISHTH()HULUPOBAHBI B
OTHOILIEHHH YYBCTBA IMEPETONHEHHs MOCe MpUeMa MUINY, B3IyTHUS BEPXHEH 4YaCTH JKUBOTA U
pPaHHEro HACBHIIEHUs], HO HE B OTHOIIEHUH OOJIM WM AMCKOM(OPTAa B BEPXHEH YaCTH JKUBOTA.
JlekapCTBEHHbIE CPEICTBA, TaKMe KaKk OYCHMUPOH M TaHIOCIHPOH, AEHCTBYIOIUE HA PELEeNnTOp
1A 5-rUIpPOKCUTPUINITAMUHA U BBI3bIBAIOINUE PEIAKCALIUIO JHA JKEIYAKA, TAKXKEe TECTHPOBAIH B
OTHOWIEHNH (PYHKIHMOHAIBHON NUCHENCcHu: OyCIHUPOH MPOAEeMOHCTPUpOBaN 3(PPeKTHBHOCTH B
OTHOILIEHUH paccrabieHus THA JKeJyIKa U CHIDKEHHs B3IYTHS U YyBCTBA MEPETIOIHEHUS MOCTe
npuemMa mHmM y 17 mDauMeHToB ¢ (QYHKIMOHAJBHOH JWCHENCHUH, BOBJICYEHHBIX B
pannomusnpoBaHHoe nepekpectHoe ucnbitanue (Tack J. et al. Clin Gastroenterol Hepatol 2012;
10: 1239-1245). B nBoitHOM ciienom rmianedo-KOHTPOIUPYEMOM UCCIETOBAHUH, BOBJICKAIOLIEM
144 maumenTta, 4aCTOTa OTBETA MOCJIE JIEYEHUs] TAHAOCIIUPOHOM B TeU€HHE 4 HENEeIb COCTABIIsIIA
31,5% no cpaBuenmto ¢ 12,7% B cnyuae mmanebo (Miwa H. et al. Am J Gastroenterol 2009; 104:
2779-2787).

OPUTPOMULIMH MPEACTABIACT COOONH MaKPOJIMIHBINA AHTHOMOTHK U aKTUBATOP peLienTopa
MOTHJIMHA, KOTOpPBIH, Kak OBUIO IOKA3aHO, YJYYIIAe€T 3BAaKyalMI0 COIEPKUMOIO SKENyAKa;
OJJHAKO KJMHUYECKHE MaHHble, Kacarouuecs 3(PGEKTUBHOCTH B OTHOLIEHHUM KOHTPOJII
CHMIITOMOB ractpomnapesa, sBistorcs mnporuBopeunsbiMu (Camilleri, M., et al, Am. J.
Gastroenterol., 2013, 108(1), 18-37; Maganti, K., et al.,Am. J. Gastroenterol., 2003, 98(2), 259-
263; Sturm, A., et al., Digestion, 1999, 60(5), 422-427). AHaJOrHYHO METOKJIONPAMHUIY
3¢ (eKTUBHOCTD OrpaHUYUBAETCS OBICTPBIM  pPa3BUTHEM TaXHPUIAKCHH. DPUTPOMHLIMH
ynauaser uatepBand QT u acconMMpoOBaH C CEpACYHBIMH APUTMHSIMU (BKJIFOYAs MHPYITHYEO
TAXHUKAPJHIO), B YACTHOCTH, Y TALIMEHTOB C COCYINECTBYIOIIMMHU (haKTOPaMH pUCKa (HAIpUMeD,
JKEHCKHH TIOJI, 3aCTONHAs CepleUHasl HEIOCTATOYHOCTD, KapAUOMHOIIATHH, CHHIPOM JIMHHOTO
QT). Hdpyrue HeOnaronpusitHbie 3P (eKThl, aCCOLUUPOBAHHBIE ¢ YPUTPOMUIIMHOM, BKJIKOYAIOT
runorensuro u kot C. difficile. Kpome Toro, siBnsieTcsi BO3MOKHBIM Pa3BUTHE PE3UCTEHTHOCTH
K aHTUOMOTHKAM.

JloMnepuznioH TpeAcTaBiIseT CcoOOW  aHTaroHWCT peuentopa D2,  cxomHBI €
METOKJIONIPAMHUIOM, HO OOBIMHO AaCCOLMHUPOBAHHBIA C 0OOJee HHU3KUM PHUCKOM CEPbE3HBIX
HeOnmaronpusaTHeIX 3¢ dexkroB. JloMnepuaoH NpoaeMOHCTPUPOBAN CXONHYIO0 3P (PEKTUBHOCTD C
METOKJIONIPAMHU/IOM;, OIHAKO OH He siBiseTcsi opoOpeHHbIM FDA HM 1 KakuxX TOKa3aHUH |
JOCTyIIEH Yepe3 MporpaMMmy PacimmpeHHOro IocTyna K SKCIEPUMEHTAIbHBIM JIEKapCTBEHHBIM
npenapaTaM JJisl TallMEeHTOB, Y KOTOPBIX MOJb3a, BEPOSITHO, NMEPEBECUT MOTEHIHMAIbHBIE PUCKH.

IIporpamma paciiupeHHOro AOCTyIa TpeOyeT MoylyueHue Ha3HA4aIIUMU BpauaMu OJOOpEeHHs



IND u IRB, 4uro panee orpaHu4uBaeT AOCTYI K AOMIEPUAOHY. JlOMOEPHUAOH aCCOLMUPOBAH C
YBEJIINYEHHBIM PUCKOM HEOJIArONPUSTHBIX CEPIASYHO-COCYAUCTBIX PEaKLUi, BKIIOYasi OCTAHOBKY
CepAlla M BHE3AHYI CMepTh, INIaBHBIM 00pa3oM, BciencTBue yanmHeHus uHTepBaia QT;
BCTPEUaEMOCTb 3TUX coObITuii siBysiercss Hu3koil (Camilleri, M., etal, Am. J. Gastroenterol.,
2013, 108(1), 18-37).

bonee TOro, mOMMUMO TOro, YTO ONHUCAHHBIE WHAMBHUAYAJIbHbIE CHUMIITOMBI SIBJISIOTCS
YacTBIMM B  OOIIEHl MOMyJSIMM, CYIIECTBYeT 3HAUUTEIbHOE IEePeKPbIBAHUE MEXIY
MUIIEBAPUTENIbHBIMUA CUMIITOMAMU y OoJiee 4eM OFHOHM TPeTH MALMeHTOB C KJacTepu3alueit
CUMIITOMOB,  BEPOSITHO  aCCOLIMMPOBAHHBIX  IMOCPENCTBOM  OOIMMX WM CXOIHBIX
naTo(pU3NOJOTHUECKUX MEXAaHU3MOB, OCOOEHHO B HamOojiee TSDKENbIX ciaydasx. PakTOpHbIH
aHalW3 BBIABUJ 1O MeEHbIIeW Mepe TpU TpyMIbl, TAe IepBas Ipynma BKIOUYajda YyBCTBO
NEPEeTIONIHEe NS, B3JyTHE U paHHEee HacbIllleHHue, BTOopas IpyIa BKJYala TOIIHOTY U PBOTY, U
TPEThbs TPYIIIA BKJIFOYAA TUCKOMPOPT, O0JIb, OTPBIKKY H pedIIFOKC.

HecmoTpst Ha TIaTenpHBIE HCCIEAOBAHUS BAaPHAHTHI (PAPMAKOIOTHUECKOTO JICUCHHUS
OCTAIOTCS OTPAHWYEHHBIMH U YacTO aCCOLMHUPOBAHBI C CEPbE3HBIMH MOOOYHBIMHU 3(dexramu.
Uro kacaercss JieYeHHWsI racTpomapesa, HeAaBHHWA OoNblnol  OOIIECTBEHHBIN  OMpOC
MPOAEMOHCTPUPOBAJl, UYTO TOJNbKO 19% pecrnoHAEeHTOB OLEHWIN HX YAOBJIETBOPEHHOCTb
IOCTYIIHBIM JIEYEHHEM, BKJFOYas Kak (PapMakoIOTHYEeCKHe, Tak M HepapMaKOJIOTHUECKHE
BO3MOJKHOCTH, KaK OT B HEKOTOpOW cremeHu yaosierBopurenbHoro (15%) nmo
yIoOBIETBOPUTENBHOTO (4%), n 60% OLEHWIN UX YAOBJIETBOPEHHOCTb JICUEHHEM KaK OT B
HEKOTOPOM CTETEHU HEeYOBIETBOPUTENBHOIO 10 HeyaosiaersopurenbHoro (Yu, D, et al, Dig;.
Dis. Sei., 2017, 62(4), 879-893).

Ha cerogusmHMii [eHb CyINECTBYET BBIPA)KEHHAs HEYAOBIETBOPEHHAs MEAULIMHCKAs
noTpeOHOCTh B criocobe JieueHns )/ MeqUKaMEHTe ISl MTALIMEHTOB C TaCTPOIape30M, HX OCHOBHBIE
CHUMITOMBI KOTOPBIX CBSI3aHBI C BEPXHEM OTIEJIOM JKEIyAOYHO-KUIIEYHOIO TPAKTa, TAKUE KaK:
TOIIHOTA, B3AyTHE, YyBCTBO IMEPENOJHEHHs IMOCe MpueMa MUIIM, paHee HaChIleHHe, PBOTa,
007b B BepXHEH YAaCTU JKUBOTA, M3KOTa U HAPYLIEHUE MOTOPHMKH KEJyIOYHO-KUIIEYHOTO
TpaKTa, W WX pa3JIM4Hble KOMOMHAIMM 1O TPyNIaM CHUMITOMOB, KOTOPbIE MOTYT
NPUCYTCTBOBATh MPH XPOHUYECKOM MAMONATHYECKOM racrpomapese. [IpobieMy, B 4acTHOCTH,
TPYAHO PpEIIUTh BCJIEACTBUE 3HAYUTENILHOTO YPOBHS BapHaOENbHOCTH W IEPEKPBbIBAHUS
CUMITOMOB, KOTOpPbIE YaCTO aCCOLMUPOBAHBI C HEMPABUIBHBIM AUArHO30M. Takxke CylecTByeT
noTpeOHOCTh B crocole JieueHUs/IeKapCTBEHHOM CPEACTBE, MPUTOAHOM Ml 3()(EeKTUBHOTO
JEeYeHHsT BCEX CHMITOMOB TacTpOMapes3a, B YaCTHOCTH, HIHUOMATHYECKOTrO  W/HIK
nuadeTHyecKoro racrpomnapesa. Takke CymecTByer MOoTpeOHOCTh B JIEKAPCTBEHHOM CPENCTBE,
CIOCOOHOM JIEYHTb, CHIDKATh, CMATYaTh W/HIM OCNAONATH CHMIITOMBI, aCCOLMHUPOBAHHBIE C
ractpomnape3om, Oe3 obecriedeHusi dBaKyalldu COIEPKUMOTO SKeIydKa WU ¢ obecredeHneM
HOpMAaJIM3alH 3BaKyaliy COAEPKUMOTO JKETyAKa.

Benycerpar sBis€TCs HOBBIM CHJIBHOAEHCTBYHOLIUM, AercTByromuM no BceMy JKKT,
BBICOKOCEJIEKTUBHBIM arOHUCTOM pernenTtopa S-rugpokcurpunrtamuHa 4 noxruna (5-HT4) c

NPOKMHETUYECKOH AaKTHBHOCTBIO, KOTOpBIH Obul pa3paboTaH YacTUYHO ISl JIEYEHUS



ractponape3a. XUMHYeCKMM HauMeHoBaHueM Benycerpara siiusgercs {(1S,3R,5R)-8-[(R)-2-
THIPOKCH-3-(METaHCYIb() OHUIMETUIIAMUHO ) TIporni |- 8-a3abuumkio[ 3.2. 1 JokT-3-un famun l-
U30MPONIII-2-0KCO- 1,2- ANTUAPOXUHOIUH-3-KapOOHOBOM KUCJIOTHI 1 €r0 XUMHUYECKasi CTPYKTYpa

npeacTaBieHa Hike B Gopmye I:
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Benycerpar panee Obul OmucaH B NpUHAMJIEKAIEH TOMYy e TNPaBOOOIaNaTENO
npensaputenbHoil 3asiBke CIIIA Ne 60/560076, nogannoii 7 ampens 2004 roxa, ¥ B MaTEHTHOM
3asiske CIIIA Ne 11/100113, momanno# 6 anpens 2005 rona; u kpuctaindeckast Gpopma Obuia
onucaHa B mpeaBapurenabHoi 3asiBke CIIIA Ne 60/668780, momanHoii 6 ampenst 2005 rona, u
nateHTHoH 3asBke CLIIA Ne 11/398119, nonanHot# 5 anpenst 2016 roxpa, coorsercTyromeii EP 1
735 304. Bce mareHThl, NMATEHTHBbIE 3asBKM M JOKYMEHTBI, LUTUPOBAHHBIE B HACTOSLIEM
OIMCAHNH, BKJIIIOUEHBI B HACTOALIEE OMMMCAHUE B KAYECTBE CCHUIOK B IIOJIHOM O0BEME.

Benycerpar B Hacrosiiiee BpeMsi MPOXOAUT TECTUPOBAHUE B KJIMHUYECKHUX YCIIOBUSX B
KauecTBe COJIM XJIOPUCTOBOAOPOAHONW KHUCJIOTBI [IJisl JieueHus ractpomapesa. Mcxons us
HEY/IOBJIETBOPEHHONH METUIIMHCKON MOTPEOHOCTH U OCHOBBIBASICH HA JAHHBIX MO YIYYLIEHHIO
9BAKyallUH COMAEPXKHMOIO JKeNy[aKa MpPU JIeYeHHH BeJyceTparoM Obula 3amylieHa MporpaMma
pa3paboTOoK mpH IUadeTHYeCKOM U HANMONATHYECKOM racTpomapese, OLEHHUBAKoLIas 3(PQexT
Benycerpara (5 mr, 15 mr u 30 Mr) Ha CUMIOTOMBI racTpornapes3a U OLIEHUBAIOLIAs SBAKYALHIO
COAEPKUMOTO JKEeJyJKa C MCIOJNb30BaHHEM CLIMHTUTPa(uu 3BaKyalll CONEPIKUMOTO JKETyaKa.
ATIpHOpHBINA CTaTUCTUYECKHI aHAIU3 MEPBHYHOTO KOHEYHOI'O pe3yjbTara, T.. U3MEHEHHE C
NOMPaBKOW Ha Iutanedo OT WCXOAHOrO VYPOBHS IOKa3aTeNss CHMITOMOB, OTMEYaeMoe
nanueHTaMy, 1Mocjae AO3UPOBAaHMS B TEUEHUE YEeThIpeX Heelb, MO3BOJIMI MPEANONOKUTh, YTO
STU JaHHblE YyKa3blBAIOT Ha 3aBUCHUMOE OT J03bl YJydYlleHHE TIIOKa3aTelli CHMITOMOB B
auamasoHe ot nmpuonmsuTenbHo 0,5 Mr 1o npudnusurensHo 30 Mr.

CYINHOCTD U30BPETEHU A

HeoxxupnanHo Obpu1o OOHApPY’KEHO, YTO, KOTJa BeJIyCceTpar HCHIONB3YIOT AU JICYSHHUS
racTpomnapesa y B3pOCIbIX MALUEHTOB C TUA0ETUYECKUM WM UAMONATUYECKUM 3a00JIeBaHUEM,
CMSITYEHHE CHMIITOMOB, COOOLIaeMoe TMaleHTaMH, He KOppEeNupyer ¢ YBEeIUYeHHOH
MOTOPHUKOH. OKHMIANOCh, YTO CHUMITOMBI MAIEHTOB OYAYT YJYyYINAThCS MPH MAKCHMAJbHOM
5BAKyalllU COAEP’KUMOTrO JKEIyAKa, UCXOs 13 OoJjiee paHHEro UCTbITaHUS (Pa3bl 2a, HO BMECTO
5TOr0 M HEOKUJAAHHO MAaIMEHThl cooOIanu 0ojiee BbIpakeHHOE OOJIerdyeHre CHMIITOMOB MpHU
n03e NMPUOIM3UTENBHO S5 MI/CYTKHM WM HUXKE II0 CPaBHEHMIO C OoJiee BBICOKMMH 03aMH,

KOTOpBIe 00ecrneunBaroT Oosee OBICTPYIO CKOPOCTh 3BAKyaIllH COAEPKUMOTO KETyaAKa, TAKUMU



kak 15 mr/cytkn mmm 30 mr/cyTku, wim Oojee BbICOKME O3Bl J[0 HACTOAIIEro BPEMEHH He
OCO3HABAJIOCh, YTO CYINECTBYET OOpaTHas B3aUMOCBSI3b MEXIy Oojiee HHU3KOM IO030H H
CUMIITOMaMH, OTMEYaeMbIMU ManueHTaMu. Takum oOpazom, M300peTeHHe, IIIaBHbIM 00pa3oMm,
OTHOCUTCSI K OOHApPY>KEHMIO TNPABUIBHOTO PAaBHOBECHS MEXAY YPOBHEM 3BaKyalUH
COAEPKUMOIO JKEeNMyAKa M OTMEUaeMbIMH MAalMEeHTaMH CHUMOTOMaMHM ISl 3P QPEeKTHBHOTO
JIeUeHUs NALIMEHTOB C TaCTPONapPeE30M.

UzobpeTeHne OTHOCHTCS K Crmoco0aMm MpeaymnpekIeHHs, CMATYeHUs, OcCiabneHus,
o0JsierueHusi W/WaM JIEYeHHsT CUMIITOMOB, aCCOLMHUPOBAHHBIX C racTponape3oM, y MalfeHTa-
YeJoBeKa IMyTeM BBEACHHUS BejyceTpara WM ero (papMaleBTHYECKH NPUEMJIEMON CONU B
KonudectBe OT mnpubOmmsurensHo 0,5 wr/cytku o npubmmsurenbHo 30 Mr/cyTtku, OT
npubnusutensHo 0,5 Mr/cytku mo mpubmusutenbHo 15 mr/cytku, ot npubnmsurensHo 0,5
MI/CYTKH 10 IPUOJIU3UTENIBHO 5 MI/CYTKH, WM NPUOJU3UTENBHO 5 MI/CYTKH, C IPUEMOM MHUIIU
i 6e3 npuema nuiu. M300peTeHne Takke OTHOCUTCS K COOTBETCTBYFOIIIUM KOMITO3ULIISIM TSI
NPUMEHEHHUs] B YKa3aHHBIX CIIOco0ax. B COOTBETCTBHMHM € HACTOSIIUM H300PETEHHEM, CIOCOOBI
NPEAYyNpPEXKIEHUs, CMITr4eHusi, ocnalOieHus, oONerdeHuss WWiId JIeYeHWs CHMIITOMOB,
aCCOLIMMPOBAHHBIX C TacTPOMape3OM, OCHOBAaHbI Ha BBENEHHHM BeJyceTpara B 03¢
npudmmsutensro 0,5, 1,0, 1,5, 2,0, 2,5, 3,0, 3,5, 4,0, 4,5, 5,0, 10, 15, 20, 25 wiu 30 mr/cyTku
WIM BbIIIe. B COOTBETCTBMM C HACTOSIIMM H300PETEHHEM, IOCTUTAETCs YIy4IIEHHE BCEX

CUMIITOMOB W, B YaCTHOCTH, BCE€X OCHOBHBIX CHMITOMOB TacTpomape3a (4yBCTBO

)
NepenoIHEeHNs/ paHHee HACBIEHNe, B3AyTHE, OOJIb B BEPXHEH 4aCTH JKUBOTA, U3)KOTa, TOIIHOTA,
pBOTA).

B onHOM BapuaHTe OCYINECTBJIEHHS H300pETEHHE OTHOCUTCA K CIOCOOy JIeUeHWs,
NpeNyNpeKIeHHs, CMAUeHUs W/WIN OCIa0JeHUs] CUMITOMOB racTpornapes3a y MHalUueHTOB C
nuabeTom.

B npyrom BapmaHTe OCYLIECTBIEHHsS H300pETeHHE OTHOCHTCS K CIOCOOy JIeUeHHs,
NPEAyNpPEexKIEHUs, CMSTUEHHUs] W/WiIn OclabjeHuss CUMITOMOB racTpornapesa y MalHeHTOB ¢
UTUOTIATUYECKUM 3200JI€BaHUEM.

B opmHOM BapuaHTe OCYLIECTBICHHMS MALMEHT MOXET HMETh IHAOETHYECKHH WM
UIMOTIATUYECKUH TacTpomape3 M B IPYrOM BapHaHTE OCYILIECTBIICHHs BBEIEHHE BeJyceTrpara y
NalMeHTa ¢ AMa0eTUYECKUM racTponape3oM MPUBOIUT K OT HEOOJNBIIOrO YBEIUYEHUS! YPOBHS
THIEPTIIMKEMUN W/ TIIOKO3bl IO €ro OTCYTCTBUS. B Apyrom BapuaHTe OCYIIECTBIICHHUS
(apManeBTHUECKH TPUEMJIEMON COJIBIO SIBJIIETCS THAPOXJOPHA. B nmpyrom BapuaHTe
OCYILECTBIICHHsI BENYCETpar HAXOAHUTCS B KPUCTAJUIMYECKOH (opme, Kak OMHCAHO B TATEHTE
CIIA Ne 7728004.

B onmHOM BapmaHTe OCYIIECTBJIEHUS HW300pPETEHHE OTHOCHUTCS K CIOcoOaM JIeueHwUs,
NPEAYyNPEeXIEHUs, CMSITYeHHs, OCJa0NeHus, OOJerdyeHuss WWIN JIeYeHUs] CHMIITOMOB
racTpomapesa, BKIIOYAIOIUM  BBEICHHE TEPaleBTUYECKOTO KOJIMYECTBA  BeNyceTpara
UHIUBUAYYMY C 3aMEIJICHHOW 3BakyalMedl COIEp)KHMMOro >KeNyJKka B KOJIUYECTBE OT
npubnusutensHo 0,5 mr/cytku mo mnpubmusurtenbHo 30 mr/cytku, ot npubmmsurenbHo 0,5

Mr/cytku no npubmusurensHo 15 wmr/cytku, oT npubnusurensHo 0,5 Mr/cyTku 1o



NPUOIU3UTENBHO S MI/CYTKH, WIHA NPUOIU3UTENBHO 5 MI/CyTKH.

B npyrom BapmaHTe OCylLIeCTBIeHUs H300peTeHHE OTHOCUTCS K Croco0am JieueHwus,
NPeAyNpPexXIeHUs, CMIrdeHus Wuiau ocnableHus CHMITOMOB, BBIOPAHHBIX M3 TOIIHOTBHI H
PBOTBHI, BKJIIOYAIOIIMM BBEIEHHE TEPANeBTUUECKOrO KOJIMYECTBA BEIyCeTpara MHAUBHUIYYMY C
3aMe/JICHHOW JBaKyalfieldl CONEepXKHMOTO SKeNyJKa, B KOJH4YecTBe OT mpudiamsutensHo 0,5
mr/cyTkn no mnpubmusurensHo 30 wmr/cytku, ot mnpuOmusurenbHo 0,5 Mr/cytku  mo
npubnusuTensHo 15 wmr/cytku, or mpubnusutenbHo 0,5 Mr/CyTku 10 NPUOTU3UTENTBHO S
MTI/CYTKH, WIN TPUOTU3UTEIBHO 5 MI/CYTKH.

B crnepyromeM BapuaHTe OCYINECTBJICHUS] H300pPETEHHE OTHOCHTCS K Crocobam
NPEAYNpPeKIEHUs, CMIT4eHUus, oOchalieHusi, oOJerdeHus: WWid JIEYeHHs CHMIITOMOB,
BBIOPAHHBIX W3 YyBCTBA MEPENOIHEHUS B KHBOTE MOCIE NpHUeMa MUIIHA U PAHHETO HACHIIEHUS,
BKJIFOYAIOIIMM BBEACHHUE TEPANEBTUYECKOTO KOJMYECTBA BEJyCeTpara HHIUBHIYYMY C
3aMEIUIEHHON 3BaKyalMell CONEPKUMOro JKeJNyIKa B KOJIWYeCTBE OT mNpuOmmsutenbHo 0,5
mr/cytkun  no npubmusurensHo 30 wmr/cytkm, oT npubmusurensHo 0,5 MI/CyTkm 1o
npubnusutensHo 15 wmr/cytku, ot mpubnusutenbHo 0,5 MI/CyTkM 10 TPUOTUSUTENBHO S
MTI/CYTKH, VI TPUOIUIUTEITBHO 5 MI/CyTKH.

B ngpyrom BapmaHTe OCYIIECTBJIEHHs B paMKax HACTOSINEro HM300peTeHus
MPEeIyCMaTPUBAKOTCSL CIIOCOOBI MPEeNyIPeKACHUs, CMSITUEHUs, OCIa0IeHus, O0IerdeHus W/ vin
neyeHnss OONMM B BepXHEW YacTH JKMBOTA, BKIIOYAIOIINE BBEIEHHE TEPAIeBTUYECKOTrO
KOJINYECTBA BeJyceTpara MHIUBUAYYMY C 3aMEIJIEHHOW 3BaKyallMeil CONepsKUMOro JKEeNyIKa B
KonudectBe oOT npuOmmsurensHo 0,5 wr/cytku o npubmmsurensHo 30 Mmr/cytku, ot
npubnusutensHo 0,5 Mr/cytku mo npubmusurenbHo 15 mr/cytku, ot npubmmsurensHo 0,5
MI/CYTKH 1O TPUOIH3UTENBHO 5 MI/CyTKH, TPUOIH3UTENBHO 5 MI/CYTKH.

Crnenyromuii BapuaHT OCYINECTBJIEHUS OTHOCHUTCS K cCroco0aM MpenynpeskaeHHs,
CMATYeHMsl, OcjaOyneHus, OOJerdeHus WM JIeYeHHs H3)KOTH, BKJIIOYAIOUINM BBEICHHE
TEPaNeBTHYECKOTO KOJIMYECTBA BejyceTpara WHAMBUAYYMY C 3aMEIJICHHOW »JBakKyauuen
COZIEPKUMOTO JKeNTyIKa B KOJIMYECTBE OT MpuOIu3uTenbHo 0,5 Mr/cyTku 10 npubnuszurenbHo 30
Mr/cytk, OT mnpubnamsutenvHo 0,5 wmr/cytkum 1o mnpubnmsurenbHO 15  Mr/cyTku, OT
npubnusutensHo 0,5 Mr/CyTku A0 TPUONU3UTENIBHO S MI/CYTKH, WM TPUOJU3UTENBHO S
MTI/CYTKH.

B omHOM BapmaHTe OCYLIECTBJICHHMS B paMKax HACTOSALIEr0  M300peTeHHs
MPEeIyCMaTPUBAIOTCS CIIOCOOBI MPEeNyIPeKACHUs, CMSITUEHUs, OCIa0IeHus], O0NerdeHus W/ uju
JeUeHHUsT HapYLICHUH MEePUCTAIbTUKN KHIIEYHUKA, BKIIFOYAIOIIUE BBEICHHUE TEPAIEBTUUYECKOTO
KOJINYECTBA BENyCeTpara WHAUBUAYYMY C 3aMeJICHHON 3BaKyalleld COIEepKUMOTO XKENyIKa, B
KonudectBe OT mnpuoOmmsurensHo 0,5 wr/cytku o npubmmsurensHo 30 Mr/cytkw, Ot
npubnusutensHo 0,5 Mr/cytku mo mpubmusurtenbHo 15 mr/cytku, ot npubmmsurensHo 0,5
MI/CYTKH A0 IPUOIU3UTENBHO S5 MI/CYTKH, WM MPUOIUZUTENBHO S5 MI/CYTKH.

B ngpyrom BapmaHTe OCYLIECTBJIEHHMs B paMKax HACTOSINEro HM300peTeHus
MPEeIyCMaTPUBAIOTCSL CIIOCOOBI MPENyIPEHKACHUS, U/ MU CMSITUEHUS], /WA OCJIa0JIeHUsI, W/ WIH

JIEUEHHS TOLITHOTHI W/ UIIH PBOTBHI, 150051071 YYBCTBA IEPCIIOJIHEHUS B JKUBOTEC IIOCJIC ITPpUEMa MUIIH,



W/WIM PaHHEeTO HACHIIICHUs, W/WIN B3AyTHs, OONM B BEpXHEH YaCTH JKUBOTA, W/WII W3XKOTH,
W/WM HapyLIeHUH MEePUCTATbTHKN KUIIEYHUKA, WJIM UX KOMOMHAIINM, BKIIIOYAOILINE BBEICHUE
TEPaNeBTHUECKOTO0 KOJIMYECTBA BeJIyceTpara WHAMBUAYYMY C 3aMEIUIEHHOW »3Bakyauuen
COIEPKUMOTO JKETyIKa, B KOJIMYECTBE OT MpuOmm3uTenbHo 0,5 Mr/cyTku 1o npudausuTtenbHo 30
Mr/cyTky, or mnpubmusurensHo 0,5 wr/cytkum a0 npubmmsurensHo 15 Mr/cyTku, OT
npubmusutensHo 0,5 Mr/CyTku 10 NPUOIM3UTENBHO S5 MI/CYTKH, WM TPHOJIU3UTENBHO S
MI/CYTKH.

B ngpyrom BapuaHTe OCYLIECTBICHHsS NPEAYCMATPUBAECTCS CIIOCOO AOCTHIKEHHSI
o0paTHOro OTBETa Ha 103y HA MPOTSUKEHUHM MEpUoNa BBENEHHs! BeJyceTpara B CYTOYHOM
JIO3UPOBKE 5 MI" UJI HUXKE.

B onmHOM BapmaHTe OCyLIeCTBICHUS U300peTeHHE OTHOCHTCS K  CIOCOO0Y
NpenynpekaeHus, WU CMSTYeHus, W/WIu OCNaOJieHus, W/WIN CHIDKEHUS, W/WIH JIeYeHUs
JKEJTyJOUYHO-KUIIEYHBIX CUMIITTOMOB y TIALIMEHTA, I7I€ B XOJE JICYCHUS] BOSHUKAET TaXU(PUIAKCUS
WK CHUKeHHe 3P (HeKToB.

Jlpyroli BapuaHT OCYINECTBJIEHUs] OTHOCHTCS K CIOCOOaM, riae W3MEHEHHs CHMIITOMOB
IpU BBEIEHHH BelyceTpara B 1o3e oT npudmmsurensHo 0,5 mo npubnmsurensHo 30 Mr/cyTku
COOTBETCTBYIOT CHIDKEHHIO TsKecTH cUMITOMOB Ha 0,5-1,5 Gajia OT TsKeNbIX CHMIITTOMOB IO
YMEPEHHBIX CUMIITOMOB, OT YMEPEHHBIX CUMIITOMOB J10 MATKUX CUMIITOMOB.

B nmpyrom BapmaHTe OCYINECTBJIIEHUs H300pETEHHE OTHOCHUTCS K  criocobam
NpeaynpexIeHus], CMArYeHMs, Oca0aeHns1, O0IeryeH s U/ UK JISUSHHs], TTI€ BeJlyCeTpar BBOIAT
B kojimaectse OT 0,5 10 30 MI/CyTKH HaCTOJIBKO JIOJITO, HACKOJIBKO 3TO HEOOXOANMO, HaIpUMep,
B TeueHue | Hemenu, 4 Henmenb, 8 Henmenb, 12 Hemenbp wuiam Oonee. B nmpyrom BapuanTte
OCYILIECTBJIEHHUs] B INPEALIECTBYIOIIEM croco0e MpOBOIAT BBeAeHUE B KonudectBe oT 0,5
MI/CYTKH BILUIOTB 10 15 Mr/cytku, Gonee mpennoyTuTesnbHo B konudectse oT 0,5 mr/cyTku 1o S
MI/CYTKH, 1 HanboJiee NpeArnOYTUTENIbHO B KOJIMYECTBE PUOIM3UTENBHO 5 MI/CYyTKH.

Cnenyrommii BapuaHT OCYLIECTBJCHUS OTHOCHTCA K Crmocody 3¢ ¢peKTHBHOrO
NpenynpexaeHus, Wi CMSTYEHUs, W/ OclaONieHus, W/WIu JIeYSHUs], W/UIU CHUKEHWUSI,
W/WJIM TOCTATOYHOTO OOJIErYeHHsI OJHOTO WJIM HECKOJBKHUX CHMIITOMOB, KOPPEIHUPYIOIIHX C
racTpomnape3oM.

JIONIOJTHUTENBHBIA  BapUAHT OCYIIECTBJICHUS BKJIIOYAET JOCTATOYHOE CMSTYEHHE
CHMIITOMOB TaCTpOMapes3a, BKJIOUAIOIIEee CHIDKEHHE OJHOTO MM HECKOJBKHX CHMIITOMOB,
BbIOPAHHBIX W3. TOLIHOTBHI, PBOTHI, YYBCTBA IEPETIOJHEHHsS] B JKUBOTE TOCIE MpPUEMa IHINH,
pPaHHEro HACBIIICHUs, B3AyTHsA, OONM B BEPXHEH YacTH JKUBOTA, HW3KOTH W HAPYILICHUH
NEPUCTATBTHKN KUIIEYHHKA. YMEHbIIEHHE CHMIITOMAa WACHTUPUIHPYIOT IO CHIDKEHHIO
OTHOCHTEJIbHO MCXOIHOTO MOKA3aTeNsl ISt ’TOr0 CUMITTOMa. B 0IHOM BapuaHTe OCYIIeCTBICHUS
MCXOJTHBIE TIOKA3aTEIN CHMIITOMOB OIPEIEIISIOT 10 JICUSHHS.

B oxgHOM BapuaHTe OCYLIECTBIEHUS aA€KBaTHOE OOJIErdeHHe CHMIITOMOB racTporapesa
BKJIFOYAEeT OTBET "ma" OT MHAMBUAyyMa, KOTOPOMY 3aJaeTCsi BONPOC, U MPHU 3aIOJHEHUU
OTIPOCHUKA.

B coorBercTBUH C OOAHUM aCIICKTOM B  paMKax  HaCTOALIECTO I/1306peTeHI/I$I



MPeIyCMaTPUBAKOTCS  CHOCOOBI  yJyd4IIeHWs1 Tokasartenel kaudectBa kusHu (QOL) vy
WHIMBUAYYMA C CHMITOMAaMH racTponapesa.

B cootBercTBUM ¢ OIHHMM acmeKTOM B paMKaX HACTOALIEr0 H300peTeHus
NpeAyCMaTPUBAIOTCS CIIOCOOB! yiyumenus nokasareneit QOL y nHauBunyyma ¢ CUMITOMaMH
racTpornapesa, BKIKYaloIue BBeIEHIE BeTyceTpara.

B cooTBeTcTBHM C APYrMM acrekToOM H300peTeHHe OTHOCHUTCS K CIoco0am yiydIlneHHs
nokasarenedd QOL y mHOuBHAyyMa C CHMITOMAaMH TacTpoONape3a, BKIIOYAIOIIMM BBEICHHE
BeJIyceTpara B CyTOYHOM NO3UPOBKe OT mpudnusuteabHo 0,5 Mr/cyTku no npubnusurensHo 30
MI/CYyTKU B TE€YEHHE Tepuona, cocTaBisitoinero 1 Henmenmto, 2 Hemenu, 4 Henenu, 8 Hemenb, 12
Henenb, 14 Hepenb win Oojiee. B npyrom BapuaHTe OCYLIECTBIEHHs BBEACHHE B TOM CIOCO0E
NPOBOJAT B KOJIMYECTBE OT NMPUOIH3UTENBHO 0,5 MI/CyTKH 10 MPUOIU3UTENBHO 15 Mr/cyTkH, OT
npubnusutensHo 0,5 Mr/cyTku A0 NPUONM3HUTENBHO S5 MI/CYTKH, WIH NPHOIM3UTENBHO S
MTI/CYTKH.

B onHOM BapmaHTe OCYILIECTBICHUS TPU BBEICHUHN BEJTyCETpara MpOUCXOAUT YIIYULICHNE
OHOTO WJIM HECKOJbKMX Tmokazarenedr QOL, BKIIIOYAIOIINX CHMIOTOMBI, BBIOPAHHBIE H3:
TOIIHOTBI, PBOTBI, YyBCTBA MEPETIONHEHNS B XKUBOTE IOCJIE TPUEMA MULIH, PAHHETO HACHIIIEHUS,
B3IyTHUs, OONMM B BEpXHEH HYaCTH >KMBOTA, M3KOTH, HAPYLICHWH MEPHCTAIbTUKU KHIIEYHHUKA,
nucopur, OILIYIIEHHS CBOErO Tena, OECIIOKOWCTBA O 3I0POBBE, COLMAIBHOW pEaKIUUd U
B3aUMOOTHOLIEHUH.

B npyrom BapuaHTe OCYILIECTBJIECHUS MpPEOyCMATPUBAIOTCS (papMaleBTHUYECKUE
KOMITO3UIIUH JUTsI TPUMEHEHUsI IS JISYeHUs ractponapesa. B npyrom BapuanTe ocyiiecTBIeHUs
dapmanieBTUYECKHE KOMIIO3ULMU MPEACTABISIOT COOOW TBEPAYKD CMECh, IO CYIIECTBY
COCTOSALLY IO u3 JIEKApCTBEHHOIO BELIECTBA (BemyceTpar HCD),
T'UPOKCUIIPONMIMETHIILENIIIONO3bl,  MUKPOKPUCTAJUINYECKONH  LIEJJIFOJIO3bl,  MOHOTHMIpaTa
JIAKTO3bI U CT€apaTa MarHus.

Crnenyroumuii BApUAHT OCYLIECTBJIEHHUS] OTHOCUTCS K (DapMaLieBTUYECKON KOMITO3ULIUU C
KOHTPOJIMPYEMBIM BBICBOOOKICHHEM, coepskatiel 3G QeKkTHBHOE KOIMYECTBO BeJyceTpara.

B npyrom BapuaHTe OCYyLIECTBIEHHsS HM300pETEHHE OTHOCHTCS K CIOCOOY CHIDKEHUS,
NPEAYNPEXKIEHUs, CMAT4eHUs, OchalieHusi, OOJerdeHus: WWin JIEYeHHs CHMIITOMOB,
BBIOPAHHBIX W3. TOLIHOTHI, PBOTHI, YYBCTBA IMEPETIOJIHEHHS] B JKUBOTE TOCIE MpPUEMa IHIIH,
pPaHHEro HACBILICHUs, B3AYTHs, OONM B BEpXHEH YacTH JKUBOTA, H3KOTH, HAPYLICHUH
NEePUCTANBTHKY KUIIEYHUKA Y MYKUUH WM KEHIIUH, HY)KIAIOLIMXCS B 3TOM.

B npyrom BapuaHTe OCyLIECTBICHHS H300pETEHHE OTHOCHUTCS K CHOCOOY CHIDKEHHS,
NPEAyNPEXKIEHUs, CMAT4eHUs, OcialNeHus, OONerdeHus: WWIn JIEYeHHs CHMIITOMOB,
ACCOLIMMPOBAHHBIX C racTpPOINape3oM, y MHAUBUAYYMOB C MIUOMATHYECKHIM U TUHAOETHYECKUM
3aboseBanreM B Bo3pacte nmpudausuTenpHo S0 et win 6omee S5 mer.

H3o00peTeHne TakKe OTHOCHUTCSI K CIOCOOY CHIDKEHHS, MPEeNyNpPEeKaeHNs, OCnabieHus,
CMSTYeHHUs, OOJerdyeHust W/WIM JIeYeHHs CHMIITOMOB TracTporapesa y WHIWBUAYYMA,
CTPAJAOLIEero 3TUMUA CUMIITOMAMHU, B T€UeHHE OT mpubnnsutenbHo 1 Henenu no 1 roma mepen

JIEYEHUEM BEITyCETParoM.
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B  ngpyrom  BapmaHTe = OCYLIECTBICHHMS  W300pPETEHUS]  NPEAYyCMATPUBAIOTCS
dapmareBTHUECKHE KOMITO3UIMU C PA3JUYHbIMU MYTAMHU BBEIECHUS BeJyceTpara MalueHTy-
yenoBeky. IlyTu BBemEHMs BKIIIOYAIOT, CPEAU MPOYEro, MNEPOPANbHbIN, MNAPEHTEPAJIbHBIN,
OyKKaJbHBIH, CyOIHMHIBAIbHBIN, PEKTAIbHbIN, BHYTPUOPIOIIMHHBIA UM SHAOTPAXealbHbIHI MyTH
BBefieHUs. Hampumep, mapeHTepanbHOE BBEINEHHE MOMKET OCYIUECTBIATbCA IMyTeM HHDYy3uu,
UHBEKIUHU WM uMIuianTauuy. [lapentepanibHoe BBeIeHNE TAKyKe€ MOXKET BKIIFOYATh YPECKOKHOE
BBEJICHUE MOCPEICTBOM MOAKOKHOTO, BHYTPUMBIIIEYHOIO, BHYTPUBEHHOTI'O, TPAHCAEPMAJIbHOTO
WIM MMIUIAHTAUOHHOTO myTed. Ecim Benycerpar BBOIOSIT MapeHTEPAbHO, OH MOXKET ObITh B
(bopMe SKHUAKOCTH, TBEPIOTO BELIECTBA WM Telisl. AHAJOTHMYHO, €CIIU BeIyceTpar BBOIST
NEepOPaNIbHO, OH MOXKET UMETh (OPMY KHIIKOCTH, KAaIlCyJIbl, TAOJETKH, KEBATEIbHOU TaOJIETKH
WJIM PACTBOPUMOM IJICHKHU.

B onHOM BapmaHTe OCYLIECTBICHHs N300pPETeHHE OTHOCUTCS K HAOOpy, BKIIOYANOIIEMY
MHCTPYKLUHU TIO0 MPUMEHEHHIO U JO3UPOBAHHIO HA BKJIAIBIINE B YIAKOBKY (hapMaleBTHYECKOTO
NPOAYKTA, COAEPIKALIEro BEJyCeTpar, Mo M300peTeHn0. B ApyroM BapuaHTe OCYIIECTBIIECHHS
BKJIQJBIII B YMAKOBKY WHCTPYKTHUpPYET NAallMeHTa BBOAWUTBH BellyceTpar B TeueHue Mepuopa,
cocTaBiisioero 1 Hemenmo, 2 Henenu, 4 Hexenu, 8 Henenb, 12 Hemenb win Ooee.

B onHOM BapuaHTe OCYINECTBJICHHs] NPOAYKT COAEPKUT BENyCeTpar B KOJHMYECTBE OT
npubnusutensHo 0,5 Mr o npubnusutenbHo 30 Mr ¢ MApKUPOBKOH /IS JIEYEHUST CHMIITOMOB
ractponapesa. B apyrom BapuaHTe OCYIIECTBJIECHHMs MPOAYKT COMAEPXKUT BelyceTpar B
KoJdecTBe OoT npudbnusutenpHo 0,5 Mr 1o npubnusurensHo 15 mr, ot npudnamsurensHo 0,5 Mr
10 TPUOTU3UTENBHO 5 MI' UJIM PUOJIU3UTENBHO 5 MI' ¢ MAPKUPOBKOH IS JIEYEHUSI CUMIITOMOB
racTponapesa.

B npyrom BapuaHTe OCYILUECTBJIECHMS MPOAYKT COMAEPKUT BeNyCeTpar B KOJUYECTBE OT
npubmmsutensHo 0,5 mr po npubmmsurensHo 30 wmr, ot mpubmmsurensHo 0,5 mr mo
npubmmsutensHo 15 wmr, or npubmmsurenpHo 0,5 Mr 1m0 nNpUONU3UTENBHO S5 Mr, WiIN
NPUOU3UTENIBHO 5 MI, MAPKUPOBAHHBIN JJIsl JIEYEHUS] CUMIITOMOB ractpornapesa y cyObekTa ¢
INa0eTHYECKUM WJIH UAHOTIATUYECKHM TaCcTPOIape30M.

B opHOM BapuaHTe OCYINECTBJIEHUS HM300pETEHHsI MPEAyCMATPUBAIOTCS CIIOCOOBI
NPEAYNPEKIESHUs], CMATUEHUS], OCIA0NIEHNs], CHUKEHUS, OOJIerYeH s /U JISYEHUsS] TOLIHOTBI,
PBOTBI, YyBCTBa MEPEINOJHEHUs B )KUBOTE OCJIE TIpUeMa MUIY, PAHHEro HACBIIEHHUs, B3AyTus,
0onu B BEepXHEH YACTU JKUBOTA, WM3KOTH, HAPYLUICHWH NEPUCTAIBTHKH KUIICYHHUKA, MyTeM
BBEJIEHUS] UHUBUAYYMY, HY>KJAIOLIEMyCsl B 5TOM, CYTOYHOM J03UpOBKU Besycerpara ot 0,5 1o
30 wmr/cytkn, or 0,5 mr/cytku mo 15 wmr/cytkm, ot 0,5 Mmr/cyTkm 10 S5 MI/CyTKH, WU
NPUOTU3UTENBHO S MI/CYTKH.

B ngpyrom BapuaHTe OCYLIECTBJIEHUS U300peTEeHHEe OTHOCUTCS K  Crocodam
NpeAyNpPeKIEHUs], CHIKEHUs, OCTIa0IeHUs, CMITYEeHNs1, O0JIerdeHUs] WU JICYEHUs] CHMITTOMOB
ractponapesa y MHIAUBUAYyMa, T7i€ YKa3aHHble CUMIITOMBI BCTPEYAIOTCs B TEUEHHE 110 MEHbLIEH
mepe | Hemenu mepen nedeHueM BenyceTparom B go3e ot 0,5 no 30 mr/cytku, ot 0,5 Mr/cyTku
1o 15 mr/cyTtku, ot 0,5 MI/cyTku 10 5 MI/CyTKH WM MPUOINU3UTENBHO 5 MI/CYTKH.

Taxxe n300peTeHrne OTHOCUTCA K OOpaTHOMY OTBETY Ha 03y B OOJIbLIIMHCTBE JOMEHOB
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cumnromoB GCSI-24H npu BBeneHUH BeyceTpara B CYTOYHOH JO3UPOBKE OT MPHOIU3UTEIBHO
0,5 mr o npudmmsurensHo 30 Mr. B npyrom BapuaHTe OCyIIECTBIEHHS H300PETEHNE OTHOCUTCS
K CIIOCOOY MpenymnpexXaeHHs], CMSTUYeHUs1, OCcabeHus], CHIDKEHUS, OOJIeT4eHUsT U/ WU JIEYCHHSI
OJTHOTO MJIM HECKOJIbKUX CUMITOMOB racTpomnapesa, rie J0CTUraercsi OOpaTHbIil OTBET Ha 103y B
OOJIBIINHCTBE IOMEHOB CUMIITOMOB.

B npyrom BapmaHTe OCYIUECTBICHHMS U300peTeHHE OTHOCHTCS K  CHOCOOy
IpenyNpesKIeHHs, CMATUEHHsI, OCIa0NeHNs1, CHIKEHHS, OOIeryeHns: W/ UK JIEYeHNs] OJJTHOTO WIIH
HECKOJIbKUX CHUMIITOMOB TacTpomapes3a, [I[e CHIDKEHHEe CHMITOMOB COTMJIAaCHO —o0memy
nokazaremo GCSI-24H cocrasisier nmo MeHbliei mepe 0,4 UK BbIIIE 1O CPABHEHUIO C Tanedo
B XOJ€ JIeYEHHUs BeJlyCeTparoM B CYTOYHOW MO3MPOBKE OT mpubnusureapbHo 0,5 Mr 1o
npubIu3nTeNbHO 30 M.

JIpyroli BapHaHT OCYINECTBJICHUS BKIIOYAET CHMOCOO MNPEenyNnpekAeHUs, CMSTYeHHS,
OCIa0JIeHUs, CHIDKEHUs, OOJIerYeHHst WM JIYeHHs OJHOTO MJIM HECKOJBKHX CHMIITOMOB
ractpomnapesa, IZle CHIDKEHHE CUMIITOMOB coryiacHo obmemy mokaszarenro GCSI-24H Ha 4
HeJeJie COCTABIISET 10 MeHblIel Mepe 0,4 WK BhILIe [0 CPABHEHHUIO C rianedo.

B ngpyrom BapuaHTe OCYIIECTBIEHHsS H300pE€TEeHHE OTHOCHUTCS K  CIIOCOOy
NPEAYNPEKASHUs], CMATUEHUs], OCIA0NEeHUsI, CHUKEHUS, O0JIerUYeHHs /1IN JICYSHNUs CHMIITOMOB
ractpomnapesa, rae IMpeIyCMaTPUBAETCS YMEHbBIIEHHE CHMIITOMOB OT HCXOJHOTO YPOBHS H
OTHOCHUTEJIbHO TuTanedo COrIacHO cpenHeMy coctaBHOMY mokaszarento GCSI-24H 3a 7 cyTok Ha
4 nepene.

AHaNOrn4HO, U300pETeHNE TAK)KE OTHOCUTCA K CIIOCOOY MpenymnpekIeHHs], CMITYeHMNs,
ocna0JIeHusl, CHIDKEHUs, OOJIerdyeHuss W/WMIM JIeYeHUs CHMIITOMOB racrporapesa, rfe
NPeAyCMaTPUBAETCS] YMEHBILIEHUE CHMITOMOB OT HCXOAHOTO YPOBHSI COIJIACHO CpENHEMY
cocraBHOMy nokaszaremo GCSI-24 H exxenneBHo u 3a 7 cyTok ¢ | Hexenu mo 3 Hemeno U ¢ 5
Henenau no 12 Hexenro JeYeHus.

Taxke u300peTeHre OTHOCUTCS K CIOCOOY MpenynpeskaeHus, CMArYeHUs, OCIa0IeHusl,
CHIDKEHHsI, OOJIerdeHus1 W/WiIM JICYeHHs CHUMIITOMOB racTpomapesa, IZie MpeayCMaTpUBAeTCs
YMEHBLICHHE CUMITOMOB OT MCXOJHOTO YPOBHS COTJIACHO CPEAHEMY COCTaBHOMY IOKA3aTEelIko
GCSI-24 H exxenHeBHO U 3a 7 CYTOK Ha NpOTskeHUU 1-12 Henenb neueHus.

B onmHOM BapmaHTe OCyLIeCTBIEHUS U300pEeTEHHE OTHOCHTCS K  CIOCOOY
NPEAYyNPEKISHUs], CMATYEHUs], OCIA0IEHUsI, CHUKEHUS, O0JIerUYeHHs 1/ 1IN JICYCHNUs] CHMIITOMOB
ractpomnapesa, rje MpPOUCXOAHUT OoJiee BBICOKOE CHIDKEHHE CHMIITOMOB OT MCXOIHOTO YPOBHS
corjlacHO cpenHeMy coctaBHOMy mokazatenro GCSI-24 H exxenneBHO U 3a 7 CYTOK y MALIIEHTOB
C UAMONATUYECKUM 3a00JIeBaHHEM IO CPABHEHMIO C MALIMEHTaMH ¢ OrHadeToM ¢ Oosiee BBICOKOH
3¢ (eKTUBHOCTBIO B Cilydae BelyceTpara B CYTOYHBIX JO3MPOBKAaX OT mpuOmmsutenbHo 0,5
Mr/cyTkun no npuOmmsurensHo 30 Mr/cytkw, oT npubmmsurensHo 0,5 Mr/cyTkm 1o
npubnusutensHo 15 mr/cytku, ot mpubnusutenbHo 0,5 Mr/CyTku 10 TPUOTUSUTENBHO S
MI/CYTKH WIH MPUOTU3UTENBHO 5 MI/CYTKH.

B npyrom BapuaHTe OCyLIECTBIEHHMs H300peTe€HHEe OTHOCHTCA K Ooiee BBICOKOMY

CHUXXCHUIKO CHUMIITOMOB OT HCXOAHOI'O YPOBHSA COITACHO CPEAHEMY COCTAaBHOMY IIOKaA3aTEJIto
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GCSI-24 H exenHeBHO W 3a 7 CYTOK y MAlMEHTOB C HMIUOMATUYECKUM 3a0O0JIEBAHUEM TIO
CPaBHEHHUIO ¢ MalpeHTaMu ¢ nuaderom ¢ Oosiee BBICOKON 3(peKTUBHOCTBIO Ooiee ueM uepe3 4
HEJeJIH.

B nmpyrom BapmaHTe OCYyIIECTBIIEHHsS H300peT€HHE OTHOCUTCA K  CHOCO0y
NpeNyNpeKIeHHs, CMATYEHHsI, OCIa0NIeHNs, CHIKSHUS, OOJIerdeH s W/ UK JIEYSHUsS] CHMIITOMOB
racrpomapesa, rae cHmwkeHne GCSI-24H ot MCXOAHOTO ypOBHsSI OTHOCHTENBHO Iutanebo Ha 4
Hezene coctasisieT npubamsutensHo 0,2 B ciiydae BelyceTpara B 103€ 5 MI/CYTKHU y MAlMEHTOB
¢ nuabeTom.

B ngpyrom BapuaHTe OCYIIECTBIEHHsS HM300peTEeHHE OTHOCHUTCS K  CIOCOOy
NPEAYNPERIESHUs], CMATUEHUS, OCIA0NIEHUsI, CHUKEHUS, O0JIerUYeHMs 1/ 1IN JICYSHUs] CHMIITOMOB
ractponapesa, rue cHmwkeHnne GCSI-24H or uCXOZHOTrO YpOBHSI OTHOCHTENIBHO IUianebo Ha 8
Henese cocrasisier npubamsurenasHo 0,1 B ciydae Bexycerpara B 103€ S5 MI/CYTKH y TTAIIHEHTOB
¢ nuaderom.

B opHOM BapmaHTe OCYIIECTBJICHHS MPENYyCMAaTPHUBAETCS CIIOCO0 MpenymnpekIeHHs,
CMSITYEHUS, OCTIA0JIeHNUS], CHIDKEHMSI, OOJIErYeHns] W/WITH JIEYeHUs] CUMITTOMOB racTponapesa, Tae
camwkerne GCSI-24H ot ucXoQHOro ypoBHS OTHOCHTENBHO Miane0o coxpaHsieTcss Ha 8 Henmene
Nepro/a JICUEHHUs BEyCETPAroM 5 MI/CYyTKH Y MAIEHTOB C 1Ha0ETOM.

B npyrom BapmaHTe OCYIIECTBJIEHHS IPENyCMaTPUBAETCS CIOCOO MpemaymnpexaeHus,
CMSITYEHUs, OCNabNeHNs, CHIDKEHHsI, OOJIerYeH s W/WIM JIEYeHUs] CHMIITOMOB ractporiapesa y
uHauBuaAyyma, rae cHmwkenne GCSI-24H ot ucxomHOro ypoBHs OTHOCHTENIBHO Iuianedo Ha 14
Henesne cocramisger npudbnusutensHo 0,1 B cimyuae Bemycerpara 30 MI/CYTKM y MALMEHTOB C
IadeToM.

Jlpyroii BapHaHT OCYINECTBJIEHUSI OTHOCHUTCS K CIOCOOY NMpenynpeskaeHUs, CMATYeHMUs,
ociabneHus, CHIXKEeHUs], OOJIerdeHus W/HIIH JIeueHHs: CHMITOMOB racTpornapesa, riae H3MEHeHHe
nokazaresst GCSI-24 H ot UCXOQHOTO ypOBHS y MALIMEHTOB ¢ UAMOMATUYECKUM 3a00JIeBaHUEM
coctaByisier mnpudbmmsutenbHo 0,4 B ciydae BenyceTpara B CYTOYHOM JO3HPOBKE OT
npubnusuTensHo 0,5 Mr 1o npubnu3uTenbHO 30 Mr Ha MPOTSKEHUU BPEMEHHU JICYSHUS.

OnuH BapuaHT OCYLIECTBJEHHS OTHOCUTCS K CHOCOOY MpeaynpekIeHHs], CMSTYeHUs,
OCa0JIeHUs, CHUKEeHUs1, OOJIerdeHHs] W/WIIH JIUeHUs: CHMIITOMOB racTpornapesa, rie CHUKEHUE
cUMNTOMOB OT wucxomgHoro mnokazarens GCSI-24H y mnauueHTOB € HMAMONATHYECKUM
3aboneBanneM Ha 4 Henene cocrapisier npuOnmmsurenapHo 0,6 Oajua B ciydyae Belycerpara B
CYTOYHOU TO3UPOBKE 5 MT.

B ngpyrom BapmaHTe OCyIIECTBIEHUs HW300pEeT€HHE OTHOCUTCA K  CHOCO0Y
NPEAYyNPEKIESHUs], CMATUEHUsS], OCIA0NEHUs], CHUKEHUS, O0JIeTUYeHHs 1/ 1IN JICYSHNUs] CHMIITOMOB
racTpornapesa, rae CHIKEHHE CUMITOMOB OTHOCHUTENbHO ucxomHoro mnokaszarenss GCSI-24H y
NAMEeHTOB C WAMONMATHYEeCKUM 3aboieBaHneM Ha 8 Hezene cocramisieT npudmusutensHo 0,6
OaJa B ciy4ae BeJycerpara B CyTOYHON JO3HPOBKE 5 MT.

OnuH BapuaHT OCYLIECTBIEHHMsS OTHOCUTCS K CHOCOOY NpeaynpekIeHHs, CMTYeHus,
oca0JIeHus, CHUKEeHHUs1, OOJIerdeHns] WK JIEYeHUs: CUMIITOMOB TacTpoIapesa, I7ie CHIDKEHUE

CUMITOMOB OTHOCHUTENBbHO HcxoaHoro nokasarens GCSI-24H y nmauueHToB ¢ HAMONATHYECKUM



13

3a0oneBanneM Ha 12 Hemene cocramisieT npuOnmsurensHo 0,6 Oama B ciaydae BenmyceTpara B
CYTOYHOU 7103€ 5 MT.

Jlpyroii BapHaHT OCYINECTBJIEHUS OTHOCHUTCS K CHOCOOY NMpenynpekaeHUs, CMATYeHMUs,
ocnabJieHus, CHIDKEHUS1, O0JIerdeHusT WU JICYSHHs] CHMIITOMOB racTpornapesa, ryie CHUXKEHHe
CHUMIITOMOB OTHOCUTENBHO UcxonHoro nokasarens GCSI-24H y nauueHToB ¢ HANONATUUECKUM
3a00JIeBaHIEM COXPAHSETCS] Ha MPOTSDKEHUH BPEMEHM JICUSHMs BEIyCeTpParoM B CYTOYHOM
NO3UPOBKE 5 M.

B opHOM BapuaHTe OCYIIECTBJICHHs MPENyCMATPUBAETCS CIIOCO0 MpenymnpekaeHHUs,
CMSITUEHUS1, OCNIabNIEHUs, CHIUYKEHHMsI, O0JIErYeHUsT U/ UJTH JIEUEHUs] CUMITTOMOB racTporapesa, rie
CHIDKEHHE CHMIITOMOB OTHOCUTEIbHO wucxomnoro mnokazarenss GCSI-24H y manueHTOB €
uauonaTudeckuMm 3abojieBanrieM Ha 4 Henmene cocrtaBisier npubnusurenpbHo 0,3 B ciaydae
BeJlyceTpara B CYTOYHOM JO3UPOBKE 15 MI, M 3TO M3MEHEHHE COXPAHSETCs] Ha IMPOTSKEHUU
BPEMEHH JICUEHHUS.

B ogHOM BapmaHTe OCYIIECTBIIEHHS] M300pPETEHHE OTHOCUTCS K CHH)KEHUIO CHMIITOMOB
OT UCXOMIHOTO YPOBHsI, COCTaBIsroIeMy npubausurensHo 0,3 Oamia Ha 8 Henene y mauueHToB ¢
UIMOTIATUYECKUM 3a00JIEBAHUEM T10 CPABHEHUIO C MALMEHTaMHU ¢ THabeToOM B Cilydae CyTOYHOM
IO3UPOBKH BejyceTpara 15 mr. B npyrom BapuaHTe OCYyIIECTBICHHs N300pETeHHEe OTHOCUTCS K
WU3MEHEHHUIO OT HCXOHOTO YPOBHS, COCTaBJIsIOmEeMy npubnusurensHo 0,2 6anna va 12 Henene y
NAIMEHTOB HMOMATHYECKUM 3a00JIeBaHHEM IO CPAaBHEHHMIO C TALMEHTaMU C AHa0eToM ¢
CYTOYHOW TO3UPOBKOU Besycerpara 15 mr.

B npyrom BapmuanTe OCyliecTBIeHUs N300peTeHNe OTHOCUTCS K CHWXKEHUIO CHMIITOMOB
OT MCXOIHOIO YPOBHS, COCTaBIsitomemMy npudnmmsurensHo 0,1 Ganna Ha 14 Hexene y manueHTOB
C MOMONATHYECKUM 3a00JeBaHHEM IO CPABHEHUIO C MAlMEHTaMU C AMabdeTOM C CyTOYHOH
T O3UPOBKOH BenyceTpara 15 mr.

OnuH BapHaHT OCYIIECTBJIEHHS OTHOCHTCS K CHOcoOy OOecredeHus yJydLIeHUs IO
MeHbIIei Mepe Ha 1 Gaia OT MCXOMHOTO YPOBHS MHAMBHAYalbHbIX kKoMnoHeHToB GCSI-24 H
NpU Kaxa0i HepenbHOU oueHke (1-12) Ha mpotsukenuu Henenb 1-3 u 5-12 u B cnyyae ro0oi
TEpaIruy BEJyCeTParoM B IUAMA30HE OT MPHOIM3UTENBHO 0,5 MI/CYTKH 10 NMPUOIU3UTENBHO 5
MTI/CYTKH.

JIpyroli BapHaHT OCYINECTBJIEHUS] OTHOCUTCS K CIoco0y OOecredyeHus CTaTHCTUYECKU
3HAYUMOTO OTJIMYMWS, WIM CHWKEHHUS, WM yiyduieHus obdmero mokaszarenst GCSI-24H nHa 4
HeJese 3a BCe BpeMsl JICUEHHsI IyTeM BBEICHUS PUOTU3UTENIBHO S5 MI BEJTyCeTpara Hild MEeHee.

B ngpyrom BapmaHTe OCYIIECTBIEHHs] HW300pEeT€HHE OTHOCHUTCA K  CHOCO0Y
NPEAYyNPEKIESHUs], CMATUEHUsS], OCIA0NEHUs], CHUKEHUS, O0JIeTUYeHHs 1/ 1IN JICYSHNUs] CHMIITOMOB
ractponapesa, rie y HeKOTOpOM 4acTH MHAMBHUIYYMOB MPOUCXOAMT YJy4II€HHE MO MEHbIeH
Mepe Ha 1 Oamn MCXOMHOTO YPOBHS HHIMBHIyaIbHbIX KomrioHeHTOoB GCSI-24 H kaxkmoro
HenenbHOTO mokaszarens (1-12) Ha npoTsbkeHun Henenb 1-3 u Hepenb 5-12 nedyenusi. B ogHOM
BapUAHTE OCYIIECTBICHUsI N300PETEHNE OTHOCUTCS K CTATUCTHYECKH 3HAUUMOMY OTJIMYHIO, UJTH
CHIDKEHHIO, WK yay4meHmo odmero nokasarens GCSI-24H na 4 Henerne.

B oxgHOM BapmaHTe OCYLIECTBJIEHUS M300pETEHHE OTHOCHUTCA K CIOCOOy olecredeHws
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CTaTUCTHYECKH 3HAUYMMOTO OTJIHMYMS, CHIKEHHs W/WIM yiydineHus: odmero nokasarens GCSI-
24H nHa 4 Henene BO BCE BPEMsl JIEUEHUs MyTEM BBEIEHUS NMPUOIU3UTENBHO 5 MI BeJyceTpara
WJIH HIDKE.

B nppyrom BapuaHTe OCYyIIECTBIEHHsS H300pET€HHE OTHOCUTCS K 3HAYUTEIBHOMY
YJIYUIIEHUIO CUMIITOMOB B BHJIE YyBCTBA IIEPENOIHEHUS B )KUBOTE MOCIIE IPHUEMa MU/ PaHHETr o
HACBILIEHUS, B3AYTHsI, OOJIM B BEpXHEH YacTH )KUBOTA, U3XKOTH, TOITHOTBI  PBOTHI OCPEICTBOM
BBEJICHUS 5 MT BeJyceTpara Uji MeHee.

B gpyrom BapuaHTe OCYIIECTBIIEHHsS] H300pETEHHE OTHOCHTCS K 3HAYUTEIHHOMY
YJIYYIIEHUIO CHMITTOMOB B BHJIE YyBCTBA MEPENOIHEHUS B )KUBOTE TIOCIEe IPHUEMa MU/ PAHHETO
HACBIIIEHUs, B3y THsA, OOJIM B BEPXHEH YaCTH JKUBOTA, H3)KOTH, TOLIHOTHI M PBOTHI TIOCPEICTBOM
BBEICHUS PUOU3UTENLHO 5 MI BeJlyCeTpara HJId HIKE BO BCE BPEMsI JICUEHUSI.

B ngpyrom BapmaHTe OCYIIECTBIEHHsS H300pE€TEeHHE OTHOCHUTCS K  CIIOCOOY
NPEAYNPEKIEHUs], CMATUYEHUS], OCIA0JIEHUsI, CHUKEHUS, O0JIeTUYeHHs! 1/ TN JICYSHNUs] CHMIITOMOB
ractpomnapesa, rie npeayCcMaTpUBaeTCsl CHIDKEHHE CHMIITOMOB OT MCXOIHOTO YPOBHSI COTJIACHO
cpenHeMy cocTtaBHOMY rnokasatenmo GRS 3a mepuon nedeHus: Ha MPOTSDKEHUH HEAeNb JISUeHUS
1-3 u Hemenb 5-12 wnu Oonee. AHANIOTWYHO, M300pPETEHHE TAK:Ke€ OTHOCHTCS K CIOCOOY
NPEAYyNPEexKIEHUs], CMATYEHUs, OCIA0IEeHUs], CHIDKEHHsA, OOJIeTYeHUs W/WIIN JICUEHHsI CHMIITOMOB
ractpomnapesa, rie npeayCMaTpPUBAETCs] CHUKEHNE CUMIITTOMOB OT MCXOIHOTO YPOBHSI COTJIACHO
NOKa3aTeNsIM MHAUBUAYAJIbHBIX KOMIIOHEHTOB cpenHero cocraBHoro GRS 3a mepuon nedenus
Ha mpotrsbkeHMH 1-12 Henmenp neueHus. B apyrom BapuaHTe OCyIIeCTBIEHHs H300peTeHHe
OTHOCUTCSI K CIoco0y TNpenynpexaeHus, CMAT4eHUs, OCNaONeHMs], CHIDKEHHs, OOJerdeHus
W/WM JIeYeHUs] CUMITOMOB TacTporapesa, IZie 4acTb WHAWBHUAYYMOB HMMEET YJy4IIE€HHE IO
MeHbIIel Mepe Ha 1 6aymt OT UCXOHOTO YPOBHSI MHAWBUAYAIbHBIX KOMIOHEHTOB GRS kaxkmoro
HenebHOro nokasatens (1-12) Ha Henensx 1-3 u Hepensix 5-12 neueHus u OoJiee y MALIUEHTOB C
AMa0eTUUECKIM WIIH UAHOMATHUECKIM 3a001eBaHNEM.

B onmHOM BapwaHTe OCYLIECTBICHUS U300peTeHHE OTHOCHTCS K  CIOCOO0Y
NPeAyNpPexKIEHUs], CMATUYEHUs, OCIA0IeHUs], CHIKEHHsI, OOJIer4eHUs W/WIIH JICUEHHs] CHMITTOMOB
ractponapesa, rae mpeayCMaTPUBAETCs] CTATUCTHYECKU 3HAYUMOE OTJINYHE, WIN CHIDKEHUE, HITH
ynyumenue obmero mnokaszarens GRS Ha 4 Henmene. B npyroMm BapuaHTe OCYIIECTBIICHUS
n300peTeHNe OTHOCHUTCSI CTATUCTHYECKH 3HAYUMOMY OTJHYHIO, WM CHIDKEHHIO, WU
ynyumenuto obmero mokasarenss GRS Ha 4, 8, 12 Henmene miam B X0Ie BPEMEHH JICUEHUS Y
MALMEHTOB ¢ TUabeTOM U MALMEHTOB C HANONATUIECKUM 3a00JIeBaHEM.

B npyrom BapmaHTe OCyIIECTBJIEHUs] U300pEeTeHHEe OTHOCUTCS K Crocoly obecriedeHus
CTaTUCTHYECKU 3HAYMMOTO OTJIMYHS, WM CHIDKSHUS, WK yiydineHus: odmero nmokaszarens GRS
Ha 4 Henese MOCPENCTBOM BBEIESHHs BEJyCeTpara B CYyTOYHOH O3UPOBKE OT MPHOIMU3HTENBHO
0,5 mr no npubmmurensHo 30 mr, oT npubmm3urensHo 0,5 Mr 1o npudbausutenbHo 15 mr, ot
npubnu3uTenpHo 0,5 Mr 10 MPUONU3UTENBHO S MT, WM MPUOIU3UTENBHO 5 MT.

H300peTeHne Takke OTHOCHTCS K CIOCOOY MPEeaympexIeHus, CMATYeHNs], ocnabieHus,
CHIDKEHMsI, OOJIerYeHUs] W/WMIM JIEU€HUs CHMIITOMOB TracTpOINapes3a IOCPEICTBOM BBEIEHHS

COEIIMHEHMS C NPSIMBIM MEXaHU3MOM 4epe3 peLienTopHblii komiuieke 5S-HT4.
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B onmHOM BapmaHTe OCyLIeCTBIEHHUsS H300pEeT€HHE OTHOCHTCS K  CIOCOO0Y
NpenynpeKaeH s, CMArYeHUs, OcNabeHus], CHIDKeHUs, OOJerdeHust Wi JICUSHUs. YyBCTBA
HIePETIOIHEHNUS B )KUBOTE TOCJIE MPHeMa MUK/ PaHHEero HACBILEHUS], B3y TUs] U OOJIM B BEpXHEH
YaCTH XKHBOTA, IOCPECTBOM BBEACHUS BeJyceTpara B CYyTOYHOM JO3UPOBKE OT MPUOIU3UTEIBHO
0,5 10 NpUOIU3UTENBHO 5 MT.

B npyrom BapmaHTe OCYIUECTBICHHMS U300peTeHHE OTHOCHTCS K  CHOCOOy
NpEeNyNpeXXIeHNs], CMITYeHMs], OCIaOIeHuUs], CHIDKEHHs, OOJerdyeHus W/WIM JIEYeHUs] YyBCTBA
TIepPETOHEHNS/PAaHHETO HACBILIEHNUS], B3AYTHsI, OOJIM B BEPXHEH YaCTH JKUBOTA M W3KOTH, KOTIa
JOCTUTAIOT CTATUCTHYECKU 3HAYMMOro LS-cpemHero otnuuwms, npebimaromero 0,4 Gamna, mo
CPaBHEHHUIO ¢ T1aneoo.

B ngpyrom BapuaHTe OCYIIECTBIEHHsS HM300pETEeHHE OTHOCHUTCS K  CIIOCOOy
NpeNyNpeKACHHs], CMITYEHHsI, OCIa0IeH s, CHIKeHUS, 00JIer4eH sl /UK JIEYeHUs] CHMITTOMOB
racTporapesa nyreM oOeCredYeHus] 3HAYUTEIbHOIO YIIyUIIEeHHsT CUMIITOMOB, aCCOLIMHPOBAHHBIX
¢ ractpomnapesom, corjacHo obmemy nokaszarenmo GRS Ha 4 Henene 0e3 adpdexra Taxudpunakcun
B CJydae BeJyceTpara B KOJUYECTBE OT MpuOam3uTeNbHo 0,5 Mr/cyTku 1o npubnmusurensHo 30
Mr/cytkn, OT mnpubnausutenvHo 0,5 wmr/cytkm 10 mnpubmm3uUTEnsHO 15 MI/CyTKH, OT
npubnusutensHo 0,5 Mr/cyTkn A0 NPUONM3UTENBHO S MI/CYTKM, WM TNPHOJM3UTENBHO S
MI/CYTKH.

B nmpyrom BapuaHTe OCYIIECTBIEHHsS H300peTeHME OTHOCHUTCS K  CIIOCOOY
NpeNyNpeKaeHHs, CMIATYEHHsI, OCIa0IeHMs, CHIKSHUS, 00JIer4eH s U/ UK JICYSHUs] CHMIITOMOB
ractTpomnapesa, rie Ipu CYTOUHOW JO3HPOBKE BejyceTrpara MpUONM3UTENbHO 5 MI' CHHJKEHHE
CHUMIITOMOB OT UcxoHOro ypoBHs GRS (dakrop 1: 4yBCTBO nepenosHeHNs/paHHee HACBILIEHNE,
B3yTHE, 0OJb B BEPXHEH 4acTH *KMBOTA, U3KOra) cocTaBisieT Oonee 0,2 mms OOOro BpeMeHH
JIEUSHMUSI.

B npyrom BapmaHTe OCYIUECTBJICHHMS HW300peTeHHEe OTHOCHTCS K  CHOCOOy
NPENyNPEKACHHsI, CMSITYEHHsI, OCIa0IeH s, CHIDKEHUS, O0JIerdeH sl /UK JIEYEHUS] CUMITTOMOB
ractTpomnapesa y MalleHTOB ¢ WAMOMATUYECKHM 3a00JIeBaHUEM, TAe MPU CYTOYHOH TO3HPOBKE
BeJlyceTpara mpuOIH3UTENBHO 5 MI CHIDKEHHUE CHMITTOMOB OT McxoaHoro yposHsi GRS (¢akTop
1) npesbimaer 0,5 111 BCEro BpEMEHH JICUSHHUSI.

B crnepyroouem BapuaHTe OCYINECTBJCHHS CHI)KEHHE CHMIITOMOB TpH BBEACHHH
BeJlyceTpara B CyTOYHOW NO3UPOBKe OT mpuOam3uTenbHo 0,5 mr no npubnusutensHo 30 mr
coctaByisier Oosee 0,1-1,5 Gamna OT HCXOOHOrO YPOBHS OTHOCHTENIBHO YPOBHSI HAarpy3Ku
CHMITTOMAaMH OT TSDKEJIBIX CHMIITOMOB IO YMEPEHHBIX/MATKUX WM OT YMEPEHHBIX O MSTKUX
CHMITTOMOB/UX OTCYTCTBHUSL.

B onHOM BapmaHTe OCyLIECTBICHHS N300pETEHHE OTHOCHTCS K CIIOCOOY HOPMATH3aIiU
JKEeJMyIOUHOW (YHKIMM TyTeM BBEOEHHs BejlyceTpara B CYTOYHOW JIO3UPOBKE OT
npubmmsuTensHo 0,5 Mr o npudnusurensHo 30 Mr.

B opmHOM BapmaHTe OCyLIeCTBIEHHUsS H300pEeT€HHE OTHOCHTCS K  CIIOCOOY
NpenynpeKIeHHs, CHIXKSHUS, OCabIeHus], CMSTYeHUs], O0Jer4eHus W/ Uin JICYSHUs] TOIIHOTHI U

PBOTBI, TNle MPEeNyCMaTPUBAETCSl CTATUCTHUECKH 3HaunmMmoe LS-cpennee orimuume Oomee 0,2
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OaJia Mo cpaBHEHUIO ¢ Tuianedo.

N3o00pereHne Tak:ke OTHOCUTCS K CIIOco0aM MpenynpeskaeH s, CMITYeHHs], OCaa0IeHus],
CHIDKEHMsI, OOJIerdeHUs W/WIIM JIeYeHUS CHMIITOMOB, AaCCOLMMPOBAHHBIX C TracTPOIape3oMm,
BKJIFOYAIOLIMM  BBEJEHHE TEePaleBTUUYECKOr0 KOJMYECTBA  BeJyceTpara WHANBHAYYMY,
HY’KIAIOLEMyCsl B 3TOM, B KOJIMYECTBE OT MPHONM3NTEabHO 0,5 MI/CyTKH 10 MpUOIM3UTETBHO
30 MI/CyTKHM WJIM BBILIE C LEJNBIO JIEYSHUS MOATPYIIBI OCHOBHBIX CUMIITOMOB O€3 yXYALICHUS
OCTaJIbHbIX CUMIITOMOB racTpornapesa.

KPATKOE OIIMCAHUE YEPTEXEM

PaznuyHble acmeKkThl HACTOSINEro HM300peTeHHs WLIIOCTPUPYIOTCS C  MOMOIIBIO
MIPUJIAra€MbIX YEPTEXKEH.

Ha ¢ur.1 npowmmoctpupoBanbel LS-cpenHue oTiamuust s U3MEHEHUH B KaXIOM
NOATrpyMIe oT ucxogHoro yposHs exeHenenbHoro GCSI-24H 1 na 4 nenene u 12 nenmene. LS
BBIYUCIISUTM HA OCHOBE CMEIIAHHOW MOJENH C MOBTOPSIOIIUMUCS H3MEPEHHSAMU C U3MEHEHHUEM
exxeHenenpHOro odmero mnokazatens GCSI-24H oT ucXomHOro ypoBHSI B KaQ4eCTBE 3aBUCHMOMN
NEPEMEHHOM, JICYeHHEM, THUIIOM racrpomnapesa (nuabeTHdeckuil NMPOTHUB HIUOMATHYECKOTO),
BpemeHeM TectupoBaHuss GE  (peTpocmekTHBHOE MNPOTHMB MNPOCHEKTHBHOIO), OOMUM
nokazarereM GCSI Ha HMCXOZHOM YpOBHE, BpeMeHeM (KaTeropwiiHbli), 3ddexTom
B3aMIMOACHCTBYSI JUIsl JICYEHUS B 3aBUCHMOCTH OT BpeMeHu, oOmmm mokaszarenem GCSI Ha
HCXOJTHOM YPOBHE B 3aBHCHMOCTH OT BPEMEHHU, JICUEHHEM B 3aBUCHMOCTHU OT THIIA racTporapesa
U JIeYeHHEM C TEYEHHEM BpPEMEHM B 3aBHCHUMOCTH OT THUIA racTporape3a B Ka4decTBe
¢ukcupoBanHoro s¢dexra, ciaydaiHbIM 3(dexToM y MHANBHAYYMAa B JAHHOM PErHoOHE, C
UCTIOJIb30BAHUEM HECTPYKTYPUPOBAHHON KOBAPHALIMOHHOMN CTPYKTYPBHI.

Ha ¢wur.2 npomutoctpuposan oOmuit nokaszatenb GCSI-24H no mony va 4 u 12
Henessix (¢pur.2A u 2B, COOTBETCTBEHHO).

Ha ¢wur.3 npoummoctpuposan obmuit nokaszatens GCSI-24H no tuny racrponapesa Ha
4 u 12 nenensx (pur.3A u 3B, COOTBETCTBEHHO).

Ha ¢ur.4 npommmoctpupoBan obmuii nokasarens GCSI-24H mo Bospacty Ha 4 u 12
Henessix (¢pur.4A u 4B, COOTBETCTBEHHO).

Ha ¢wur.5 npomwmumoctpupoBan obmwmii mokaszarens GCSI-24H no Tuny CKpUHHHIOBOTO
TECTa HBAKyaLUU CONEPIKUMOro xenyaka Ha 4 u 12 mepensx (ur.SA u 5B, COOTBETCTBEHHO).

Ha ¢ur.6 npowmmoctpupoBan obmmii mokasarenb GCSI-24H mno ckpununry GES u
Tsokectd GEBT Ha 4 u 12 nenensix (¢ur.6A u 6B, COOTBETCTBEHHO).

Ha ¢wur.7 npommmoctpuposan obmmit nokazarens GCSI-24H mo obmeMy mokasaTeinto
Ha UCXOAHOM ypoBHe Ha 4 u 12 Henensx (pur.7A u 7B, COOTBETCTBEHHO).

Ha ¢wur.8 npoummoctpuposan obmuii nokasarens GCSI-24H va 4 u 12 Hemensx mo
INa0eTHYeCKOMY M HMIUOMATHYEeCKOMY THUNYy ractpomape3a u mo mnoay (¢ur.8A u 8B,
COOTBETCTBEHHO).

Ha ¢ur.9 npousumocTpupoBaHO OTHOIIEHHE LIAHCOB AJI MAIMEHTOB, OTBETUBIINX Ha
neuenue, cornmacHo GCSI-24H, no mony Ha 4 u 12 Hepensx (¢pur.9A u 9B, cOOTBETCTBEHHO).

Ha ¢ur.10 npomurocTpupoBaHO OTHOLIEHUE IIAHCOB JJIsl MMALIUEHTOB, OTBETHUBIINX Ha
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neuenne, cormacHo GCSI-24H, mo tuny ractpomnapesa Ha 4 u 12 nemensx (pur.10A u 10B,
COOTBETCTBEHHO).

Ha ¢ur.11 nponsumrocTpupOBaHO OTHOLIEHHE LIAHCOB IJIS MALMEHTOB, OTBETHBINUX HA
neuenne, cormacHo GCSI-24H, no Bospacty Ha 4 u 12 Hememax (¢ur.11A u 11B,
COOTBETCTBEHHO).

Ha ¢wur.12 nponnmocTpupOBaHO OTHOLIEHHE IIAHCOB JUIA MALMEHTOB, OTBETHBLIMX Ha
neuenue, cormacHo GCSI-24H, mo Tumy CKpHHHHIOBOTO TeCTa 3BaKyallUHd COAEPKHMOIO
JKENyJIKa, PETPOCTIEKTUBHOMY U MpoCheKkTHBHOMY, Ha 4 u 12 Henmemsx (¢ur.12A u 12B,
COOTBETCTBEHHO).

Ha ¢wur.13 nmpomsyurrocTpupOBaHO OTHOLICHHE LIAHCOB JJISl MALMEHTOB, OTBETHBINUX HA
neuenue, corimacHo GCSI-24H, mo Tumy CKpHHHUHIOBOrO TeCTa 3BaKyallMH COIEP>KUMOTO
xenynka Ha 4 u 12 vepensix (¢ur.13A u 13B, cOOTBETCTBEHHO).

Ha ¢wur.14 mporsurrocTpUpOBaHO OTHOLICHHE LIAHCOB JISl MALMEHTOB, OTBETHBINUX HA
neuenue, cornacHo GCSI-24H, no ckpununry GES u Tsaxectu GEBT nHa 4 u 12 Henensx
(¢ur.14A u 14B, COOTBETCTBEHHO).

Ha ¢wur.15 nmponsyurrocTpupoBaHO OTHOLIEHHE LIAHCOB IJISl MALMEHTOB, OTBETHBINUX HA
neuenne, cormacHo GCSI-24H, nmo ofmemy mokasarento Ha HMCXOIHOM ypoBHEe Ha 4 m 12
Henessix (¢ur.15A and 15B, cooTBeTCTBEHHO).

Ha ¢ur.16 mponsurocTpupOBaHO OTHOLIEHHE IIAHCOB JJIS MMALMEHTOB, OTBETHBIIUX HA
neuenne, cornacHo GCSI-24H, no nuaGeTnueckoMy M HIUONATHUECKOMY THITY racTporapesa u
nojy Ha 4 u 12 nepensx (¢ur.16A u 16B, cOOTBETCTBEHHO).

Ha ¢ur.17 npommmoctpupoBansl B3BelneHHble (LS) cpenHue oTaudmsi OT MCXOIHOTO
YPOBHS exeHenenpHoro odmero nokasatenast GRS Ha nporsikennu 14 Henenb s minanebo, u S
mr, 15 mr m 30 wmr Bemycerpara. LS BbMHCHAIM Ha OCHOBE CMEIIAHHONH MOJENU C
HOBTOPSIIOLIMMUCS U3MEPEHUsIMH C U3MEHEHHEeM eXeHenenbHoro odmero nmokaszarens GRS or
UCXOHOTO YPOBHSI B KA4eCTBE 3aBUCHMOH NEPEMEHHOMH, JieueHHEeM, THIIOM TracTporapesa
(nnabernveckuii MPOTUB UAMONATUYECKOr0), BpemeHeM TectrpoBaHusi GE (perpocnekTHBHOE
NPOTHB MPOCMEKTUBHOro0), obumm mnokazareneM GRS Ha uCXOmHOM ypoOBHE, BpeMeHEM
(kareropuanbHasi), 3G(GEeKTOM B3aMMOAECHCTBUS JUIsl JIEYEHHUs B 3aBUCUMOCTH OT BPEMEHH,
obmuMm mokasareneM GRS Ha MCXOZHOM ypOBHE B 3aBUCHMOCTH OT BPEMEHH, JICYCHHUEM B
3aBHCHMOCTH OT THIIA TacTpomnapes3a M JICYCHUEM C TeUeHHEM BPEMEHH B 3aBUCHMOCTH OT THIIA
ractpornapesa B kauecTBe pukcupoBaHHOTO 3(ddekra, ciaydaiinpiM 3h(HeKToM y HHIUBUAYYMA B
JAaHHOM PETHOHE, C HCIOJIb30BAHHEM HECTPYKTYPHUPOBAHHOH KOBAPHALIMOHHOM CTPYKTYPBL
3Be370YKaMH Ha TPYMIE JAaHHBIX 5 MI' MASHTU(QUIUPOBAHBI T€ TOYKH JAHHBIX, KOTOPBIE Ha
3HAYUMOM YpPOBHE OTJIMYAKOTCA OT Iulanedo B OTHOIICHWH HW3MEHEHHs OT HCXOMHOM
HOMUHAJIbHOU BeNMU4uHbI p < 0,05.

Ha ¢wur.18 npommmoctpuposan obmuii mokasarenb GRS no nony Ha 4 1 12 Hemensx
(¢ur.18A u 18B, COOTBETCTBEHHO).

Ha ¢wur.19 npoummoctpuposan obumuii nokasarens GRS no Tumy racrpomnapesa Ha 4 u

12 nenensx (¢ur.19A u 19B, cOOTBETCTBEHHO).
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Ha ¢wur.20 npommumroctpuposan oOmuii nokazarens GRS no Bospacty Ha 4 u 12 Henensx
(¢ur.20A u 20B, COOTBETCTBEHHO)

Ha ¢ur.21 npoummoctpuposan oOmuii nokaszatenb GRS no tuny ckpuHHUHIOBOTrO TecTa
5BAKyalUU COAECPIKUMOIO KeJlyAKa, PETPOCIEKTUBHOMY U IPOCHEKTUBHOMY, Ha 4 u 12 Hexemnsax
(¢ur.21A u 21B, COOTBETCTBEHHO).

Ha ¢wur.22 npomnmoctpupoBan obmmii nokaszarenbs GRS mo TuIy CKpHHUHIOBOTO TECTa
9BaKyallH COAEPKIUMOTo xemyaka Ha 4 u 12 Henensax (¢ur.22A u 22B, COOTBETCTBEHHO).

Ha ¢ur.23 npowmroctpupoBan obmmwmii mokazatenb GRS no ckpununry GES u TspkecTu
GEBT Ha 4 u 12 Henensx (¢pur.23A u 23B, COOTBETCTBEHHO).

Ha ¢ur.24 npownmroctpuposan obmuii mokazarenb GRS no ckpununry GES u TspkecTn
GEBT Ha 4 u 12 nHenensx (¢pur.24A u 24B, COOTBETCTBEHHO)

Ha ¢wur.25 npommumoctpupoBan oOmwuii nokasarenb GRS mno muabermueckomy u
UIMOTIATUYECKOMY THITy racrtporape3a W mnoiay Ha 4 u 12 wHememax (pur.25A u 25B,
COOTBETCTBEHHO).

Ha ¢wur.26 mpowmmoctpupoBaHa oreHka no noamkanaM GRS B 3aBucumoctn oT
WHIMUBUAYAIBHBIX CUMITOMOB (PUr.26A u 26B, COOTBETCTBEHHO).

Ha ¢wur.27 mpowmmoctpupoBaHa oneHka no noamkairaM GRS B 3aBucumoctn oT
WHIMBUAYAIBHBIX cCUMITOMOB (pur.27A, 27B).

Ha ¢wur.28 npommmoctpupoBana onenka no noamkaraM GRS B 3aBucumoctn oT
WHIUBUAYAIBHBIX CUMITOMOB (pur.28A, 28B).

Ha ¢ur.29 npomwmmoctpupoBano LS-cpemHee wH3MeHEHHE OT HCXOIHOTO YPOBHS
nokasarenei GRS ans romnoTel, Hepenu 1-14 (monynsauus ITT, nnanedo u Bemycerpar 5 mr).

Ha ¢ur.30 npomwmmoctpupoBaHo LS-cpenHee wH3MeHeHHE OT HCXOIHOTO YPOBHSA
nokasareneid GRS s peotel, Henenu 1-14 (monyssiums ITT, ninanebo u Bemycerpar 5 mr).

Ha ¢wur31 mnpomwumnoctpupoBano LS-cpenHee wH3MeHEHHE OT HMCXOAHOTO YPOBHS
nokazaresierd GRS auist 4yBCTBa MepernoHeHUs/paHHETO HAChIleHus1, Heaenu 1-14 (momynsnust
ITT, nnauebo u BexyceTpar 5 mr).

Ha ¢ur.32 npowmmoctpupoBaHo LS-cpenHee wH3MeHEHHE OT HCXOIHOTO YPOBHS
nokasaresnern GRS mst B3ayTust, Henenn 1-14 (monymsuums ITT, nmnaue6o u BemyceTpar S mr).

Ha ¢ur.33 npowmmoctpupoBaHo LS-cpenHee H3MeHEHHE OT HCXOIHOTO YPOBHS
nokaszareneid GRS nust 6onu B BepxHel yacTu xkuBota, Henenu 1-14 (monyssius ITT, mnanedo u
BeJyceTpar S mr).

Ha ¢ur.34 npowmmoctpupoBaHo LS-cpenHee wH3MeHEHHE OT HCXOIHOTO YPOBHS
nokazarened GRS nns xenynouno-kuimeunsix (JKKT) moxasareneit uzxorwm, Hemenu 1-14
(monymsums ITT, nmanebo u Bemycerpar S mr).

Ha ¢ur.35 npowmmoctpupoBano LS-cpenmHee wH3MeHEHHE OT HCXOIHOTO YPOBHS
nokaszarenel aeuxkenus kumedHnka GRS, venenu 1-14 (monyssiust ITT, mnanebo u BenyceTpar
5 mr).

Ha ¢ur.36 npowmmoctpupoBaHo LS-cpenHee wH3MeHeHHE OT HCXOIHOTO YPOBHSA

€XeHeNIeJIbHOTO CyMMapHoro nokasarens | (Boioopa nis ananusza ITT).
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Ha ¢ur.37 npowmmoctpupoBaHo LS-cpemHee wH3MeHEHHE OT HCXOIHOTO YPOBHSA
€XKEeHeIIeIbHOr0 CYMMapHOro rokasaressi 2 (BeiOopa miist ananuza [TT).

Ha ¢ur.38 mnpomwmmoctpupoBano LS-cpenHee wu3MeHEHHE OT HCXOIHOTO YPOBHSA
€XKEeHEIEJIbHOr0 CYMMapHOro rmokasaressi 1 (momnysust AnadeTHIeckoro racTponapesa).

Ha ¢ur.39 npowmmoctpupoBaHo LS-cpenHee wu3MeHeHHE OT HCXOMHOTO YPOBHSA
€XXeHeIeIbHOr0 CYMMAapHOTo Mokaszaress 2 (monyJsinus 1nadeTH4ecKoro racTponapesa).

Ha ¢ur40 mnpomwumnoctpupoBano LS-cpenHee wH3MeHEHHE OT MCXOAHOTO YPOBHSA
€KEeHEeIeJIbHOrO CYMMAapHOTo Mokaszaresst | (MonyJisiyst UANONaTHYeCcKoro racTponapesa).

Ha ¢ur.4l npowmmroctpupoBaHo LS-cpenHee H3MeHEHHE OT HCXOIHOTO YPOBHS
€KEHEeIeJIbHOTO CYMMAapHOTO Noka3zarest 2 (MOMyJIsLHs HAUONATHYECKOrO racTponapesa).

Ha ¢wur42 npommumoctpupoBano LS-cpenHee u3MeHEHHE OT HCXOAHOTO YPOBHS H
wianebo cymmapHoro nokasatens 1 Ha 12 Hemene (BbiOopka st aHanmsa ITT, VEL 5 mr u
mianedo).

Ha ¢wur43 npommmoctpupoBaHo LS-cpenHee u3MeEHEHHE OT HCXOAHOTO YPOBHS H
wianebo cymMMapHOro mnokaszatens 2 Ha 12 Hemene (BbiOopka st aHanusa ITT, VEL 5 mr u
miane6o).

Ha ¢ur.44 npomnmocTpupoBaHbl OTHOIIEHUS! LS IS MONOKUTENBHOTO €KEHENENbHOTO
oTBeTa CyMMapHOro nokasaresns | (BerOopka st ananmza ITT).

Ha ¢wur.45 npommmoctpuposanbl LS-nonu a1 MOJ0OKUTEIBHOTO €KEHENETBHOTO OTBETA
CyMMapHOro nokasarens 2 (Bbidopka ans ananusa [TT).

ITOAPOBHOE OITMCAHUE U30BPETEHMA

Benycerpar npencrasisier co0oit coenunenue I, u on oOpa3yer KpUCTAIUTHUECKYIO COJb

XJIOPUCTOBOIOPOIHON KUCJIOTHI, Kak IMOKa3aHo B popmyue II:

]
Doy
| |

\.*. GH
|
o8
/j.l\ 0 HC

Benycerpar u ero ¢apmaueBTHYeCKH IpHeMieMas COJb IPEACTaBISAIT COoOOM

().

BBICOKOCEJICKTUBHBII aroHUCT penenropa S-ruapokcutpuntamuHa noxruma 4 (5-HTy),
MPUTOHBIN AJIs1 JIEYEHUs TacTponapes3a, XPOHUYECKOrO HUIMOMATHYECKOrO 3amopa, a TaKke
OPYyrux MOKa3aHWM, CM., HApUMeEp, MoKazaHus, npuBeneHHbie B nmateHTax CLIIA Ne 7375114,
7728004 u 8404711.

Hacrosimee  m300pereHHMe  OTHOCHTCS  YAaCTHYHO K  JICUEHHIO  CHMITOMOB,
aCCOLIMMPOBAHHBIX €  racTpOmape3oM, y  TALUEHTa-4eloBeKa  IOCPENCTBOM  COJHU
XJIOPHCTOBOIOPOAHON KUCJIOTHI BeJlyceTpara B 1o3e npudimsutensHo ot 0,5 mr go 30 mr, ot 0,5
Mmr 110 15 mr, ot 0,5 Mr 10 5 Mr win npuOIU3UTENBHO 5 MT, KaKIble CYTKH.

Kak ykazaHo Bbllle, racTpomape3 MpencTaBiseT Cco00M  MyJNbTHCHMITOMHOE

PacCTPOMCTBO KEIYyJKa, XapaKTEPU3YIOLIEEeCs 3aMEJIEHHONM 3BaKyalued COAEPKUMOro
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JKeNyaKka B OTCyTCTBHE MexaHmueckod oOctpykumu (Parkman, H.P., et al., Gastroenterology,
2004, 127(5), 1592-1622). ITonaratoT, 3aMeJI€HUE 3BAKyaLUH COAEPKUMOTO JKEIyAKA SIBIISIETCS
MEXaHU3MOM, B Pe3yJIbTaTe KOTOPOrO BO3HMKAIOT CUMIITOMBI, XOTSl TOYHAsl B3aUMOCBSI3b MEXIY
(YHKLIMOHANBHBIM 3aMe[JICHHEM M CHMITOMATUKOH elle He Obula NpPOIEMOHCTPHUPOBAHA
onno3HavHo (Ardila-Hani, et al., Dig. Dis. Sci., 2013, 58(2), 478-487).

JIIst OLIEHKM CUMIITOMOB racTpormnapesa nposoawin ucnbsiranue ¢asst 2b (DIGEST I). B
UCCIeOBaHUe ObUIO BKJIIOYEHO Bcero 233  mamuMeHTa ¢ racTpomapesoM, IpudeM
npubnusutensHo 50% wumenn auaberndeckuil ractpomape3 u 50% uUMeNU HIUONIATHYECKHI
racTpomnapes.

ITpu onenke >(pPEKTUBHOCTH BeIyceTpara BKIIOYEHHE MALUEHTOB C MAHOMATHYECKHM
3a00yieBAaHHEM TIO3BOJISLIO CENIEKLIUIO M OLIEHKY CUMITTOMOB M UX CHU)KEHUSL.

dapmaueBTHueckd 3(P(GEKTUBHOEC KOJUYECTBO WM TEPANEeBTUYECKU 3(PPEKTUBHOES
KOJINYECTBO JJIs1 CrOoco0a, OMMCAHHOTO B HACTOSINEM ONMHMCAHUH, TAKXKE MOJKHO HCIIOJIb30BaTh
IUTs1 JIeYeHUs] racTporapesa y MalleHTa-4eoBeKa. JTa CyTOUHas TO3UPOBKA MOXKET COCTaBIISITh
ot npudnusuTenbHo 0,5 Mr 10 nmpudbnmsurensHo 15 mr, Brrovast 0,5 mr, 1 mr, 1,2 mr, 1,4 wmr, 1,6
mr, 1,8 mr, 2,0 mr, 2,2 mr, 2,4 mr, 2,6 mr, 2,8 mr, 3,0 mr, 3,2 mr, 3,4 mr, 3,6 mr, 3,8 mr, 4,0 mr,
4.2 mr, 4,4 mr, 4,6 mr, 4,8 mr, 5,0 mr, 5,2 mr, 5,4 mr, 5,6 mr, 5,8 mr, 6,0 mr, 6,2 mr, 6,4 mr, 6,6
mr, 6,8 mr, 7,0 mr, 7,2 mr, 7,4 mr, 7,6 mr, 7,8 mr, 8,0 mr, 8,2 mr, 8,4 mr, 8,6 mr, 8,8 mr, 9,0 mr,
9,2 mr, 9,4 mr, 9,6 mr, 9,8 mr, 10,0 mr, 10,2 mr, 10,4 mr, 10,6 mr, 10,8 mr, 11,0 mr, 11,2 mr, 11,4
mr, 11,6 mr, 11,8 mr, 12,0 mr, 12,2 mr, 12,4 mr, 12,6 mr, 12,8 mr, 13,0 mr, 13,2 mr 13,4 mr, 13,6
mr, 13,8 mr, 14,0 mr, 14,2 mr, 14,4 mr, 14,6 mr uan 14,8 mr Benycerpara. AJbTEPHATUBHO
CYTOYHas TO3UPOBKA MOXKET COCTABJIATh OT MPUONU3UTENBHO | Mr mo nmpubausutensHo 15 wr,
Birouas 1,0 mr, 1,5 mr, 2,0 mr, 2,5 mr, 3,0 mr, 3,5 mr, 4,0 mr, 4,5 mr, 5,0 mr, 5,5 mr, 6,0 mr, 6,5
mr, 7,0 mr, 7,5 mr, 8,0 mr, 8,5 mr, 9,0 mr, 9,5 mr, 10,0 mr, 10,5 mr, 11,0 mr, 11,5 mr, 12,0 wmr,
12,5 mr, 13,0 mr, 13,5 mr, 14,0 mr unu 14,5 mr Benycerpara. B npeanoyTuTebHOM BapHUaHTe
OCYILIECTBIIEHHs BeJyceTpar, HeoOsi3aTeNbHO B (opMe ero (apMaleBTHUECKH NPHEMIIEMO
COJIM, BBOJSIT B CYTOYHOH 03¢ 5 Mr. Eciam ucnomnp3yroT ¢papMaleBTHYECKH MPUEMIIEMYIO COJb
BeJlyceTpara, B KOJJMUeCTBO BeJIyCceTpara, puBeIeHHOE BhIIIe, BHOCST MOIPaBKy HA MacCy COJIH.

B onHOM BapmaHTe OCyIecTBieHUs (hapMaLeBTHUECKH MpHEMJIeMasi COJIb BellyceTpara
npeacTaBisieT COO0H COJb XJIOPUCTOBOIOPOIHON KUCIIOTHI Benycerpara. Kpucranandeckas cob
XJIOPUCTOBOIOPOIHON KHCIIOTHI IO H300PETEHHUIO, KaK MPABUIIO, CONEPIKUT OT MPHUOIH3UTEIBHO
0,8 mo mpubmusurenbHO 1,2 MOJSIPHBIX SKBHBAJIEHTOB XJOPHCTOBOAOPOAHOM KHCIOTHI Ha
MOJISIPHBIA 3KBHUBAJICHT coenuHeHus ¢opmynbl I, Bkmowas ot mnpudmmsurensHo 0,9 nmo
npubnu3nuTenbHO 1,1 MONSIPHBIX SKBHBAJIEHTOB XJIOPHUCTOBOIOPOIHOW KHUCIIOTHI HA MOJISIPHBIH
SKBHUBAJICHT COeAMHEHUs (popmyer 1.

B nomonHeHue k coneBoit ¢opme, BelyceTpar MOXKET ObITh B KPUCTAJUTHUYECKON W/UJH
THOpaTUPOBaHHON (opme. B apyrom BapmaHTe OCYIIECTBJIEHUS BEJyCETpar HAXOOUTCS B
KpUcTanueckon ¢popme, kak ormcaHo B nareHTe CIITA Ne 7728004 u ommcaHO B HAaCTOALIEM
ONMCAaHUU B IPUMEpPAX.

I'actponape3 MokeT BO3HHKaThb Ha BTOPUYHO Ha (POHE PA3IUYHBIX XPOHHUECKUX
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3aboseBaHmii, Takux Kak nuaber, HeBposormueckue HapymeHus (Oonesnp IlapkuHCOHA,
MHUOTOHUYECKast TUCTPODUsI U aBTOHOMHAsI AUC(PYHKIHSI), KOJUTAreHOBBIE 3a00JIeBaHISI COCYIOB
(ckneponmepmusi WM CUHApPOM OIxJjepca-JlaHioca), ¥ CHHIPOM XPOHUYECKOH YCTaJOCTH.
lacrpomapes Takke MOKET BO3HUKATh IOCNIE XHUPYPruueckoi omepanudl (QyHAOTUIHMKAINS
Huccena, onepauus Yumnria, TpaHCIIaHTalus ) Wi BUpPycHas uHpekus. bonee yacTo npuunHa
ractpomapesa  SIBJSI€TCSl  HEW3BECTHOM  WJIM  HauonaTudeckoi.  Jlmaberudeckwii U
UIMOTIATUYECKUI TacTpOrape3 OXBaThIBaeT OOJBIIMHCTBO naueHToB (Soykan, 1., et al., Dig Dis
Sci., 1998, 43(11), 2398-2404; Karamanolis, et al., Gut, 2007, 56(1), 29-36). Kpome ToroO,
CYIIECTBYET 3HAYUTENbHOE TEPEeKPhIBAHHE MEXKIy HANOMATUYECKUM TacTpomape3oM M
(YHKIMOHAIBHON JUCHENCUel, Tak 4To 37% MalleHTOB, KOTOPbIE YIOBJIETBOPSIIA KPUTEPHSIM
Rome II B oTHOmeHMM (YHKIMOHAIBHONH NIUCHENCHUH, HMMENTH 3aMEIJICHHYIO SBaKyallHio
conepsxkumoro skenynka (Tack, J., et al., Gastroenterology, 2004, 127(4), 1239-1255).

B omHOM BapmaHTe OCYIIECTBIIEHUS M300peTeHusi Crnocod JiedeHus: CPOKYCHPOBAH Ha
CUMIITOMAX, CBS3aHHBIX C NUA0ETUYECKUM WJIM WIAUONATUYECKHUM racTpomape3oM. B npyrom
BapHaHTe OCYIIECTBJICHHUs BBEICHHE BEJyCeTpara MalueHTy ¢ AHa0eTHYeCKUM TacTporape3oM
MPUBOIUT K OT HEOONBIIOrO YBENWYSHHs] THIEPTIIMKEMUN W/WUJIU YPOBHS TIIFOKO3BI IO €ro
OTCYTCTBHSL.

CuMrnTomMbl racTpomape3 OOBIMHO SIBJISIFOTCSI XPOHHYECKHMMU C  SMHU30AUYECKHMU
O0OCTpEHUsIMH M MOTYT OBITb B BBICOKOW CTEMEHU TSITOCTHBIMU KaK JUIsl MHAUBUAYYMa
(Oonme3HeHHOCTP W CMEPTHOCTB), TaKk U My o0mecTBa (UCIONB30BAHUE PECYPCOB
3npaBooxpanenusi) (Parkman, H.P., et al., Gastroenterology, 2004, 127(5), 1592-1622; Parkman,
H.P., et al, Clin. Gastroenterol. Hepatol., 2011, 9(12), 1056-1064; Jung, et al.,
Gastroenterology, 2009, 136(4), 1225-1233). Ilpu aHanu3e WHANBUAYYMOB, BKJIIOYEHHBIX B
peecTp mo racrtponapesy, 89% HHAMBUAYYMOB UMEJIH XPOHUUYECKHUE CUMITOMBI, pudeM y 75%
U3 OTUX HHAUBUAYYMOB MPOUCXOAUJIO YXYALIEHHE CHUMIOTOMOB C TE€YEHHUEM BPEMEHU WIH
nepuoguueckue oboctpenus. Tompko 11% WHIMBUAYYMOB OLEHMBAIM HMX CHMIITOMBI Kak
LUKJIWYECKHEe MO CBOEM NpPUpPOAE, TA€ KPATKOBPEMEHHBIN BApUAHT TEpAIllUM, TAKOW Kak
METOKJIONPAMUJ, BEPOSATHO, MOT ObITh mosiesHbiM (Parkman, H.P., et al., Clin. Gastroenterol.
Hepatol., 2011, 9(12), 1056-1064).

OCHOBHBIE CHMIITOMBI TacTPOIape3a BKIOYAIOT TOIIHOTY, PBOTY, B3AyTHE, YYBCTBO
TIEPETIOIHEHUSI B JKUBOTE TOCJIE MpHeMa TUIIK, paHHee HACBIIMEHHEe U OOJb B BEpXHEH 4acTu
xuBotra (Soykan, L., et al., Dig Dis Sci.,, 1998, 43(11), 2398-2404). IlanueHThI MOTYT
UCTIBITBIBATh JIEOOYI0 KOMOHWHAIIMIO CHUMIITOMOB C PA3JIMYHON CTEMEHBI0 TSIKECTH KaKIOTO
cuMnromMa. TOIIHOTA SIBJSETCS MPAKTHYECKH YHUBEPCAJbHBIM CHMIITOMOM IO HEKOTOPOU
CTETICHH Yy TAIMEeHTOB C TacTPONape3oM W SBISIETCS HAauOOoJiee YacTON MPUYHMHON OIICHKH B
otHomenuu racrpomape3a (Parkman, H.P., et al., Clin. Gastroenterol. Hepatol., 2011, 9(12),
1056-1064). TomHota u OoO;mp B BEpXHEW YacTU JKUBOTA OMHCHIBAIOTCA BIUIOTH 10 90%
narueHToB (Soykan, 1., et al., Dig Dis Sci., 1998, 43(11), 2398-2404; Cherian, D., et al., Clin.
Gastroenterol. Hepatol., 2010, 8(8), 676-681); 3T mauueHTHl TakXKe YacTO COOOINAIOT O

eH(eI[HeBHOﬁ PBOTE, PaHHEM HACBIIICHNWN, YYBCTBC IICPCIIOJIHCHUA B JKHBOTE IIOCJIC IpUEMaA
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numn 1 B3aytuu (Hasler, W., Nat. Rev. Gastroenterol. Hepatol., 2011, 8(8), 438-453). B
YaCTHOCTH, OOJIb U B3AyTHE CUHTAIOTCS Hambojiee OrpaHUMYUBAKOLINME KadecTBO ku3HH (QOL)
CUMIITOMaMH, U OHHU BJIUSIIOT Ha CIOCOOHOCTH MPOAOJIKATH PadOTy, UX MHTEHCHUBHOCTb YacCTO
KOppenupyer ¢ TskecThro Apyrux cumnromos (Hasler, W., Nat. Rev. Gastroenterol. Hepatol.,
2011, 8(8), 438-453; Hasler, W., et al., Am. J. Gastroenerol., 2011, 106(8), 1492-1502).

BcTpeuaeMoCTh U pacnpOCTPpaHEHHOCTh racTponapes3a ONuCcaHbl HEAOCTATOYHO XOPOLIO;
OJITHAKO COIJIACHO OLIEHKEe, KOJIMYeCTBO MHAMBUAYYMOB, CTpagaromux ot cumntomoB B CIIA
(U.S.) cocrasnsier 6onee 4 muutnoHoB (Stein, B., et al., J. Clin. Gastroenterol., 2015, 49(7)).
OTUM COCTOSIHUEM B OCHOBHOM CTPAJarOT MOJIOJbIE JKEHIIUHBI MOCJE TMOJOBOTO CO3PEBAHMS.
BcerpewaemocTh, ompenessieMasl THIHYHBIMA CHMIITOMAMHM M 3aMEINJICHHOW JBaKyaluei
COZIEPKUMOTO JKETYAKA, MOATBEPKAaeMOl CLMHTUTpadueli, B UCCIETOBAHUM MECTHOTO YPOBHSI
(1996-2006) cocraBmna 24/100000 mns myxxumH u 98/100000 nmnst sxenmwme (Jung, et al.,
Gastroenterology, 2009, 136(4), 1225-1233).

XOTsl OCTarOTCSl 3aTPYIHEHUS B COMOCTABJICHUH TSDKECTH 3aMEIUICHHs 3BaKyaluu
COIEPKUMOTO KeJTyJIKa B COOTBETCTBUU CO cuuHTUTpaduedl u cumnromamu, KoHcopiuym 1o
ractponapesy COOOIIWJI, YTO paHHEE HACBINEHHE W YyBCTBO IMEPENOTHEHHs B JKHBOTE TOCTE
npreMa THUIIN SIBJSIFOTCS YaCThIMH CHUMIITOMAMH Y TALUEHTOB. YBEJIHYEHUE TSKECTH STHUX
CUMIITOMOB aCCOLMHUPOBAHO C VBEJIMYECHUEM VAEPXKAHUS B JKEJIyAKE TBEPAOH NHINUA W
CHI)KeHHeM 00beMa B XOZIe UCTIBITAHUS C HArpy3Koi Bogoi. Kpome TOro, 3TH CHMITOMBI TaK»Ke
OBUTM aCCOLMUPOBAHBI C APYIHMH CHMITOMAaMH racTpornapesa, BKJFOYas CyOnmokasareiu
TOIIIHOTA/PBOTA, PaHHEEe HACBHIIMEHHUE/YyBCTBO MEPEIMOIIHEHUSI B JKUBOTE IOCNE MpUeMa IMUIIH,
B3yTHE M OOJb B BEpXHEH HYACTH JKMBOTA U SKeJNyAouHO-nuineBonHbli pedmokc (GERD).
VYBenuueHue TsHKeCTH PaHHEro HACHIIIEHHUsI U YyBCTBA NEPETIOIHEHUS B )KMBOTE TOCIIE MpUeMa
NUIM Takke ObLIO aCCOLMHUPOBAHO C YBEJIHMYEHHEM TSDKECTH TacTpornapesa, CHIKEHHEM
uHnekca maccol Tena (BMI) u camwkenuem kauectsa sxusau (QOL) B coorBeTcTBHU ¢ OLIeHKOM
MALMEHTOM HMHIEKCA TSDKECTH KeayAoYHO-KuinedHbix cuMnToMoB (PAGI)-QOL u xopotkoi
dbopmoii onpocHuka O mokazatensx (usudeckoro 3mopoBbs (SF)-36 (Parkman, H.P., et al.,
Neurogastroenterol. Motil., 2017, 29(4).

Bnusinue racrponapesa Ha obiee QOL u cTabMIIbBHOCTD TPYAOCTIOCOOHOCTH HE SIBJISIETCSI
MaJIO3HaYUMbIM. BOJIb B )KUBOTE, B3AyTHE U TOITHOTA CUYUTAOTCS HaubOJIee OrpaHUIHBAFO MU
CUMIITOMAaMH TacTpornape3a. BaskHO, YTO MX WHTEHCHBHOCTH YacCTO KOPPEIHPYET C TKECTHIO
OPYTUX CHMIITOMOB, YTO B KOHEYHOM HTOT€ MOKET 3HAYHMTEJbHO YXYIIIATh CBS3aHHYI CO
3popoBbeM QOL (Hasler, W., Nat. Rev. Gastroenterol. Hepatol., 2011, 8(8), 438-453; Hasler,
W., et al., Am. J. Gastroenerol., 2011, 106(8), 1492-1502; Jaffe, J. K., et al.,, J. Clin
Gastroenterol., 2011, 45(4), 317-321). CuMOTOMEI HE TOJBKO 3HAUUTEILHO BiIUsiroT HAa QOL, HO
U WX KJIMHAYECKHE TOCIEICTBHUS MOTYT OBIT Cepbe3HbIMU. Hampumep, mocie pa3BUTHUS Y
MaIMeHTa 3aTSHKHONH TOLITHOTHI M PBOTHI, OOECHeUeHHe aJeKBATHOTO MHUTAHUS, THAPATALMH U
IOCTya K TEPaeBTHYECKUM CPEACTBAM MOXKET CTaTh 3HAYUTENbHOW MpoOjeMon Juist
kiuHuImcToB (Parrish, C. R., Gastroenterol. Clin. North Am., 2015, 44(1), 83-95). Kpome Toro,

MMalMCHTbI C )_'[I/Ia6eTI/ILIeCKI/IM racTpomnape3soMm MOIryT HUMETb YBCIHWYCHUE 3aTPYAHCHHOCTU
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KOHTPOJISI YPOBHS TJIFOKO3bl B KPOBHU BCJIEJCTBHE HEINPENCKAa3yeMOH 3BaKyallud COAEP>KUMOTO
JKeJlylka M HM3MEHEHHOIO BCAaChIBAHMS IEPOPAJbHO BBOAUMBIX TMIOINIMKEMUYECKUX M
MIPOKMHETUYECKHUX JIeKapcTBeHHBIX cpeacTs (Alam, U., et al., Diabetes Ther., 2010, 1(1), 32-43;
O’Donovan, D., et al., Curr. Treat. Options Gastroenterol., 2003, 6(4), 299-309). Tsoxenbie
CHUMITOMBI MOTYT BbI3bIBATb OCJIOKHEHUS, TAKHE KaK HEAOCTATOYHOE MUTAHUE, AeruApaTaLys,
Metabonueckne HapyuieHus, 330¢arur u cuaapoM Memnopu-Betica, kKOTopblli MOXeT ObITh
pesyabraToM OTpboKKM u pBOTHI (O’Donovan, D., et al., Curr. Treat. Options Gastroenterol.,
2003, 6(4), 299-309; Parrish, C. R., Gastroenterol. Clin. North Am., 2015, 44(1), 83-95;
Parkman, H. P., and Schwartz, S. S., Arch. Intern. Med., 1987, 147(8), 1477-1480; Younes, Z.,
and Johnson, D. A., J. Clin. Gastroenterol., 1999, 29(4), 306-317). CyiecTBytOT MHOTHE IpyTHe
IIPUMeEpHI MOCIEACTBUM racTponapesa AJis 30pOBbs, BKIIKOYasi TOCIIUTATN3ALUI0 U OCTIOKHEHMSI.

ITepen 3aBepmennem u ananuzom DIGEST I, nannbie yka3piBaiu Ha 3aBUCUMOE OT J103bI
yJIy4lIeHHe IOKa3aTeass CUMOTOMOB B Ao3e oT 5 mr ao 15 mr mo 30 mr Bemycerpara, 4to
coryacyercsi ¢ OOBEKTHBHOH 3BaKyanuel COAEep KIMOTr0 JKeNyKa, HaOM0IaeMOH B HCIIBITAHUH
panneii Qas3er 2a. Takum oOpa3oM, BaKHOW 3amadell HACTOALIETO H300peTeHHs OBLIO
NPENOCTaBIEHNE JIOKA3aTelIbCTB JO303aBUCUMOIO CMSAIUEHHUs CHUMIITOMOB, Ha KOTOpOe
yKa3blBa€T  COOOIAaeMbI  MAIMEHTOM  IIOKA3aTelb  CHMIITOMOB,  OIpPENENeHHBIH ¢
ucronb3oBaHueM MHaekca OCHOBHBIX cuMnToMoB racrponapesa (GCSI) nocne no3mpoBaHusi B
TedeHne 4 Hemenb, C HCIOJb30BaHMEM IMokaszaTensi ouneHku racrpomapesa (GRS) nHa 4 u 12
Hepensax, OLEHKM MallMeHTOM MHJIEKCA TSAKECTU CHMIITOMOB BEPXHEro OTHAeNa >KeIyJO4YHO-
kumeyHoro tpakra (PAGI-SYM) u 00beKTHBHOrO U3MEPEHHs YIIYULIEeHUs BpEMEHH 3BaKyaluH
COAEP>KUMOTO >kenyaka. CUMITOMBI, ONpeAenseMble B KIMHUYECKUX YCJIOBUSX, BKJIIOYAIOT, HO
He OrpaHUYMBAIOTCS] UMHU, TOUIHOTY, B3yTHE, UyBCTBO MEPENONHEHUs B )KUBOTE MOCJIE IpUeMa
NHIIM, PaHHEe HACBILIEHHE, PBOTY, OONb B BEpXHEW HYaCTHU JKUBOTA, M3KOTY, >KEJyAOYHBINA
pedmokc ¢ uKOrod mnm Oe3 Hee W HAPYIUEHHs MEPUCTATIBTUKU KUIIEYHUKA. MOHUTOPUHT
COOOLIEHHBIX MAIlMEHTAaMH HCXOO0B JJISi BBEJICHHS BEJyCeTpara OAMH pa3 B CyTKH MPOBOIWIH B
tTeueHue 14 Henmenp B rpymmax miaunebo, 5 Mr Bemycerpara, 15 mr Bemycerpara u 30 wmr
BeJIyceTpara, U MPOBOIMIN OLEHKY M3MEHEHHsI OT MUCXOJHOTO YPOBHS €KEHENEeNbHOro 00IIero
nokazarenss GRS Ha mporspkennu 14 Hemenb, NMpuYeM TMOCIEAHUE JBE HENENd OTPaKau
MOKa3aTeNH, KOrja MalleHThl yoKe 3aBepLININ TEPAITHIO.

HeoxxunmanHo B paMkax Hacrosimero u3oOpereHus ObUIO OOHApPYXKEHO, YTO, KOraa
BEJIyCeTpar MCIONB3YIOT JUISl JICUEHHsI racTpornapesa y B3POCIbIX MALUEHTOB C THA0ETHYECKUM
WIM UONONATHYECKHM 3a00JIeBaHMEM, CMSTYEHHE CHMIITOMOB, COOOIIaeMOe MAlMeHTAMH, He
KOppEJIUpYeT C YCUJIEHHEM NePUCTAIbTUKU.

Ilenn kOHTpONs I MALMEHTOB C TacTPONAape3OM BKIIOYAIOT KOPPEKLMIO IMUIIEBOTO
cTaTyca, CHIJKEHHE CHMIITOMOB, VIIy4lllEeHHE »3BaKyallUd COJEPKUMOIO JKeIyAka U Yy
nuabeTukoB nocTikeHue koHTposisi rmkemun (Camilleri, M., et al., Am. J. Gastroenterol.,
2013, 108(1), 18-37). CyuiecTByeT OrpaHUYEHHOE KOJIMYECTBO Oe30mMacHbIX U 3((HEeKTHBHBIX
(bapMakonornyeckux CrocoOoB Tepanuu A IMALUeHTOB, CTPAfaroIlUX OT TracTpomapesa,

KOTOpble HE OTBEYAIOT HAa M3MEHEHHE pallMOHa U Apyrue HedapMakoJIOTHYeCKHe BapUaHThI
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neuenns. Takum oOpa3oM, C HCIOJIB30BAHHEM COBPEMEHHBIX IOIXOAOB M CIIOCOOOB Teparmuu
LeIU KOHTPOJsI 4acTO HE VYAOBJETBOPSAIOTCA U CYLIECTBYET HEOTJIOKHAs MeIULIMHCKas
noTpeOHOCTh B pa3pabOTKe JEKAPCTBEHHBIX CPEACTB C OJArONPUATHBIM NPOQHIEM PUCK-TIONB3a
11 nedeHus nauneHTos ¢ racrponape3oM (FDA Draft Guidance, July 2015).

Hacrosimee wu3o0pereHne OTHOCHTCS K OueHKe 3(QeKTHBHOCTH BedyceTpara B
OTHOLIEHUHU CHUMIITOMOB Yy HWHIMBHUAYYMOB C TacTpONape3oM. OTH CHMIITOMBI BKJIIOUYAIOT
TOLLIHOTY, B3[[yTHE, YyBCTBO NEPENOJHEHUs B XKUBOTE IOCJIe NTPHeMa MHIIY, PAHHEe HACBILIEHUE,
pBOTY, OOJIb B JKHMBOTE, U3KOTY, JKEJIYIOUHBIA Pe(IIOKC C M3KOroi miu 0e3 Hee W HapyLIeHHs
NEePUCTATBTUKN KHUIIEYHHKA, OLEHUBAEMble Ha PA3UYHBIX YPOBHSIX 3BAKyalLMH COAEPIKHUMOTO
xenynka.  CooOlieHHbIE — MAIMEHTOM ~ HCXOAbl  ONpEeAe/suld € HCIOJB30BAHUEM
ncuxometpudeckux csoiicTB CGSI-24 H u GRS, kax onucaHo Huke.

OITPEJIEJIEHUE UCIIOJIb3YEMBIX TEPMHUHOB U VCJIOBUN

Ha npotspkeHun HacTosel 3asBKU U B GopMyJie H300peTeHHs, KOTOpast CIENyeT HUXKE,
OTIpefieNieHbl CIIeyI0IINe TEPMUHBI CO CIEAYIOIUMU 3HAYEHUSIMH, €CJIM HEeT UHBIX YKa3aHUM.

dopMa eAMHCTBEHHOTO YHCIIA BKJIOYAET COOTBETCTBYOIIHE (POPMBI MHOKECTBEHHOTO
YHCIIa, €CJIM KOHTEKCT NPUMEHEHMs IBHO He yKa3bIBaeT Ha MHOE.

Tepmur "mpubnusurenbHO" MM "IPUMEPHO", KOTZAa €ro HUCHONB3YIOT B KOHTEKCTE
JO3UPOBKH, OMPEAEISIETCs] MOTPELUIHOCTBIO, KOTOPast OOBIMHO COCTABJISIET MPUOIU3UTENBHO IBa
CTaHJAPTHBIX OTKJIOHEHHUS WU MOJNYIIHPUHY 95-IPOLEHTHOrO JOBEPUTENBHOTO HHTEpBaJa.
Tepmunr "npuONM3UTENBHBIN" B APYrUX MeCTaxX ONUCAHMA MOXET OBbITh HCIOJb30BAH IS
yKa3aHUsl Ha CTAHAAPTHOE OTKJIOHEHHWE WJIM BEJIMYMHY BapHalMM WIM IUCHepcHH Habopa
naHHbIX. Bee uncna, BbIpaxaromye KOJMUeCcTBa B HACTOALLEM ONUCAHUY, CJIEAYET IOHUMATh KaK
OTpeseNieHHbIe BO BCEX CIy4YasiX TEPMHUHOM '"TPUONIM3UTENBHO", €CIM HeT WHBIX YKa3aHH.
Tepmun "npubau3uTenpsHO" WM "MPUMEPHO", KOTAA €ro UCMOIB3YIOT B KOHTEKCTE TO3UPOBKH,
o0brgHO coctaBnsier 0,5 wr, mpegnourutenbHo +0,2 mr. Kaxmoe KOJIMYECTBO IOJIKHO
UCTOJIKOBBIBATHCS C YUE€TOM COOOLIEHHBIX 3HAYAIIMX [UQP W C UCIONb30BAHHEM CTaHIAPTHBIX
CHOCOOOB OKPYTJICHUSI.

Tepmun '"Bce cuMnTOMBI" BKJIOYAaeT CJENyIOIIMe: TOIIHOTA, B3AyTHE, YYyBCTBO
NEPETNOHEeHUsT B JKMBOTE IOCJE MPHEeMa IMUIIH, PaHHEe HACBIIEHUE, PBOTA, OOJIb B XKHBOTE,
U3KOTa, JKeNyNOYHBbIH pedurokc ¢ u3KOroil mwim Oe3 Hee W HapyIIeHUs MePUCTAIBTHKH
KMIIeYHUKa. TepMHH "Bce CHUMIOTOMBI' omperensercs Kak IO MeHblleil mepe 3 M3 Bcex
CHMIITOMOB, TPUBEACHHBIX BBIIIE, TMPEANOYTHTEIBPHO 5 W3 BCEX CHMITOMOB M HamOojee
MPEANOYTUTENBHO 9 U3 BCEX CUMIITOMOB.

ITonpasymeBaercs, 4to TepMHUHBI "conmep:kammii', "Brmrowaromui" u "uMeromui”
SIBJISIIOTCSl  BKJIFOUMTENBHBIMM W O3HA4arOT, 4YTO MOIYT CYIIEeCTBOBAaTb JOMOJHUTEIbHbIE
3JIEMEHTBI, OTJINYHBIE OT NIPUBEECHHBIX JI€MEHTOB.

Hunekc ocHOBHBIX cuMnToMoB ractponapesa (GCSI) mpencrasisier coboii coOOLeHHBIH
MAIMEHTOM HCXOA, B KOTOpoM ompexaensercs 3 cumnroma: (1) TomHOTa/pBOTa B Ka4eCTBE
€IMHOrO0 CHMIITOMA, (2) YyBCTBO IEPENOJHEHHs B JKUBOTE IIOCIE MpHUeMa NHUINW/paHHee

HACBIIEHNE B KAa4eCTBE €JUHOr0 CUMNTOMA, W (3) B3AyTHE, C HCIOJIb30BAHHUEM BIUIOTH 70 9
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BOIIPOCOB, OLIEHUBAIOIINX TSHKECTh KAXKIOTO JOMEHA CHMIITOMOB.

ITokazaTenp OLIEHKM racTpomapesa MpeAcTaBisieT coO0H COOOIIEHHBIH MAlMeHTOM
ucxox, Koropbii ompenensier 9 cumnTomoB. (1) TomHota, (2) B3myTtHe, (3) YYBCTBO
NePEenoIHEeHUs] B KUBOTE TOCie nmpuemMa nuiy, (4) panHee HacelmeHue, (5) psora, (6) 6omnb B
xuBote, (7) uzxora, (8) skenynouHelii peduiokc ¢ u3xkoroi mwnm 6e3 Hee u (9) HapylueHus
NEePUCTATBbTUKY KHUIIEYHUKA, C HCIOJIBb30BAHHEM BIUIOTH 70 27 BONPOCOB, OLEHHBAIOLINX
TSKECTh CUMIITOMA, YaCTOTY CUMIITOMA B CYTKH, JJIUTEJIBbHOCTb CUMIITOMA B CYTKH U HaJIU4Me
MPOJOJKUTEBHOCTH CUMIITOMA B Te€UE€HHE 24 4acoB.

TepmuH "mauueHT-uenoBek" BKIIOYAET MALMEHTOB-JETEeH, MalUeHTOB-NIOAPOCTKOB U
B3POCJIBIX MAIIHEHTOB.

OneHKy NaLMEeHTOM WHAEKCA TSKECTH CHMIITOMOB BEPXHErO OTAeNa JKeJyJOYHO-
kumeyHoro tpakta (PAGI-SYM) onpenensioT Kak OCHOBaHHBIH Ha BOCIOMHHAHMAX 3a 2
HeNleIH COOOIEHHBIN MallMeHTaMH UCXOA, KOTOPBIH OLIEHUBAET ractponapes, GyHKLHOHAIBHYIO
IOUCTICTICHIO M JKEJTyIOYHO-TIUIIEBOAHBIN pedurroke ¢ 20 MONOKEHUSIMH TSDKECTH CHMITTOMOB,
KOTOpbIe OXBATHIBAKOT clieayromue cumnrombl:. (1) Tomuora, (2) pBota, (3) YYBCTBO
NEPENOHEeHUS B JKUBOTE IOCIIe IpueMa NIy, (4) paHHee Haceienue, (5) B3aytue, (6) 6016 B
BEpXHeH vacTh kuBoTa, (7) 60Jb B HHUKHEH YacTh KUBOTa, (8) m3xora u (9) orpbokka. OLEHKY
NAIMEHTOM HWHJEKCAa TSDKECTH CHMITOMOB BEPXHErO OTHEeNa JKENyJOYHO-KUILIEYHOrO TPaKTa
(PAGI-SYM) ompenensifoT Kak OCHOBaHHBbIM Ha BOCIIOMHUHAHUSIX 32 2 HENeIH COOOIIECHHBIH
NAllMeHTaMH HCXOZ, KOTOPBI OLEHUBAET racrponape3, (YHKIMOHAJIBHYIO IHCIIENCHIO |
KENyJOYHO-UIIEBOAHBIA pedurokc ¢ 20 TONOKEHUSIMH TSKECTH CHMIITOMOB, KOTOpBIE
OXBaTBIBAIOT clenyromue cuMnroMsl: (1) tomHora, (2) pBora, (3) UyBCTBO MEPETIONHEHHS B
JKUBOTE TOCNie mpreMa nuin, (4) panHee HaceimeHue, (5) B3ayrue, (6) 601b B BepxXHEH dacTu
*UBOTa, (7) OONb B HIKHEW 4aCTH JKUBOTA, (8) u3xora u (9) oTpbIKKa.

DBaKyalMIo COAEPKUMOI0 KeNyJKka M 3aMeJIeHHe dBaKyalld COAEPKUMOrO KelyaKa
OMPENeNsIOT C HCIOJb30BAHUEM CIEAYIOLUIMX KPUTEPUEB HA OCHOBE HCIOJIb3YEMOW OLEHKH:
NIOJIOBUHHOE BpeMs 3Bakyaruu copep:xumoro skeiyaka (GE ty), oueHeHHOe Bpemsi, 3a KOTOpoe
MIOJIOBHHA COIEPKUMOTO JKEyIKa SBAaKyHPYETCsl MOCJe TECTOBOTO MpHeMa MUIIH, TPEBbIIIEHHEe
180 MuHYT nyist 4-4acOBOrO ABIXATEJBHOTO T€CTA C OKTAHOBOW KUCJIOTOH, MPOLEHT yAEp KaHUs
TBepAON muiu B enyake cBbime 10% uepes 4 waca mociie TECTOBOrO MpHeMa MUINU IS
CLMHTHrPAbUH SBAKYALIMH CONEPKIMOTO JKENYIKA, CKOPOCTb SKCKperun "CO, B MEHYTY T10CIIE
TECTOBOIO MpHeMa MUIIN HIDKE CIEAYIOLINX MMOPOroBbIX 3HaueHuil: 12,9 uepes 45 munyT, 26,9
yepe3 90 munyT, 34,4 yepe3 12 munyt, 39,5 yepes 150 munyrt, 43 uepe3 180 munyT u 35 yepes
240 MUHYT JUIA ABIXATEJIBHOIO TECTA CO COUPYJIUHOM.

Tepmunr "dapmaueBTudecku mnpUEeMIIEMBIH" OTHOCHUTCS K MaTepuaiy, KOTOPBIA He
SABJISIETCST OMOJIOTMYECKH HJIM MHBIM O0pa30oM HENpPHUEMJIEMBIM IPU HCHOJIb30BAHUU B paMKax
uszobperenusi. Hanpumep, TepmuH "dapMaleBTHUECKH HPUEMIIEMbIi HOCHTENb" OTHOCHTCS K
Marepuaiy, KOTOpbIH MOXKET OBbITh BKJIIOUYEH B KOMIIO3MIMIO M BBEACH MAaLMEHTy O0e3
BO3HUKHOBEHHUS  HENPHEMJIEMbIX  OHOJOrH4eckux  3(PQPeKTOB  WIM  B3aHMMOAEHCTBHS

HenmpueMmJieMbIM 00pa3oM C APYTMMH KOMIIOHEHTaMH KOMMO3WLIMU. Takue (apmaleBTHUeCKH
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npueMJIeMble  MaTepHalibl, Kak TMPABWIO, YIOBIETBOPSIOT TpeOyeMbIM CTaHAapTam
TOKCUKOJIOTHYECKOTO ¥ TPOM3BOACTBEHHOI'O  HCHBITAHUS, M  BKIIOYAOT MaTepHalbl,
UICHTU(QHUIUPOBAHHBIE B KAa4yeCTBE IPHUIOJHBIX HEAKTUBHBIX HHIPEIUEHTOB YIIPaBICHUEM
CIIA no caHuTapHOMY HaA30py 32 KA4ECTBOM IHUILEBBIX IMPOAYKTOB U MEIUKAMEHTOB.

Tepmun "dpapmarneBTHuecku mpuemieMas COJb"' O3HA4aeT CoOJb, TMOJYYEHHYI U3
OCHOBAHUS UJIM KUCIJIOTBI, KOTOPAsl SIBJIAETCS] PUEMIIEMOM JUIsl BBEIEHUS MALIMEHTY, TAKOMY Kak
MJIEKOTIUTaroIIee (HapuMep, COJTH, UMEOIIIe TPUEMIIEMYIO 0€30IIaCHOCTh Y MIIEKOITUTAIOLIEr 0
B JAaHHOM pe&XKHUME JA03upoBaHus). DapMalleBTUYECKH TMpHEMJIEMble COJIM MOTYT OBITh
o0pa3oBaHbl U3 (apMaLEBTHYECKU MPUEMIIEMbIX HEOPTAHUYECKUX U OPTaHUYECKUX OCHOBAHUIA
U 13 papMaleBTHYECKH MPUEMJIEMbIX HEOPTAHUYECKUX WJIM OpraHH4YecKux Kucyiot. Kpome Toro,
KOTZla COCMHEHUE CONEPKHUT KAK OCHOBHYIO YaCTh, TAKYIO KaK aMHH, MUPUIUH WA HMHUIA30J1,
U KHUCJIOTHYIO YacCTh, TAKYIO Kak KapOOHOBAasl KHCJIOTA HJIM TETPa30J, MOTYT OOpa30BBIBATHCS
[[BUTTEPUOHBI, ¥ OHU BXONST B TEPMUH "COJIb", KaK UCHOJB3YIOT B paMkax n3o0perenusi. Comu,
oOpa3oBaHHbIE U3 (hapMALEBTHUECKH NPUEMIIEMBIX HEOPTaHUYECKHX OCHOBAHWH, BKIIFOYAOT
COJIM aMMOHHMS, KaJbLMs, MEIH, ABYXBAJIEHTHOIO JKeJie3a, TPEXBAJICHTHOTO JKele3a, JIUTHS,
MarHusi, TPEXBaJEHTHOTO MapTaHIla, IBYXBAJEHTHOIO MapraHIa, Kajlus, HATPHs U LIUHKA, U T.II.
Coun, obpazoBanHbIe U3 (PapMaLIEBTHUECKH PUEMIIEMBIX OPTaHMYECKIX OCHOBAHUH, BKIIFOUAIOT
COJM TEpPBUYHBIX, BTOPHYHBIX M TPETHYHBIX AMHHOB, BKIIOYas 3aMEIIEHHbIE aMHHBI,
LUKJINYECKHE aMUHbBI, BCTPEYAIOLINECS B MPUPOIE aMHUHBI U T.I., TAKHE KaK aprUHUH, OeTauH,
kodpenn, xomuH, N, N-aHOeH3WTUIEHAMAMHUH, AMITHIAMHH, 2-AUSTHJIAMHHO3TAHON, 2-
AUMETHUIIAMHUHOATAHOJ, 3TAHOJIAMUH, STHJIEHAUAMHUH, N-3THiMOpdonuH, N-3TUINMHIEPUINH,
IJIIOKAMUH, TJIKO3aMHH, THMCTUAMH, T'MApa0aMHH, W3ONPONIJIAMHH, JIU3UH, METUJIITIOKaAMMUH,
MopdonuH, MUnepaswH, MUIEPAaNH, TOJUAMUHOBBIE CMOJbI, MPOKAWH, MypPHUHBI, TEOOPOMMH,
TPUITUIIAMUH, TPUMETHJIAMUH, TPUIPONMIAMUH, TpoMeTaMuH U T.11. Conu, oOpa3oBaHHBbIE W3
(apmaLeBTHYECKH NPHUEMJIEMBIX HEOPTraHUYECKUX KHCJIOT, BKJIIOYAIOT CONU OOPHOMH, YrOJNBHOM,
raJloreHBOAOPOAHOMN (OPOMHUCTOBOIOPOIHOM, XJIOPUCTOBOIOPOIHOM, PTOPHUCTOBOAOPOIHOM HUITH
HOIUCTOBONOPOIHOM), a30THOM, (ocdopHOt, cysbpamMuHOBOW u cepHOU kucior. Comw,
oOpazoBaHHbIe U3 (hapPMALEBTHYECKU TNMPUEMJIEMBIX OPTraHHMYECKUX KHCJIOT, BKJIOYAIOT COJIU
annpaTUUECKUX THAPOKCUKHUCIOT (HAPUMeEp, JIMMOHHAs, TJIFOKOHOBAS!, TIMKOJIEBAsl, MOJIOUHAS,
JaKTOOMOHOBAs, s0JIOYHAsT U BHHHOKAMEHHAs KUCJIOTHI), alu(paTHYECKUX MOHOKapOOHOBBIX
KHUCJIOT (HampuMmep, YKCyCHasi, MacisHas, MypaBbHHAs, IMPOMUOHOBAass U TPUPTOPYKCYCHAsS
KHUCJIOTBI), AMHUHOKHCIOT (HampuMmep, acmapardHoBas W T[JIYyTAMHUHOBAsT  KHUCIOTBI),
apOMaTUYeCKUX  KapOOHOBBIX  KHCIOT  (Hampumep, OeH3OHHas,  mn-xJopOeH30iiHas,
IU(QEHUIYKCYCHAas,,  TeHTH3WHOBAs, TUNNypoBass H  TPUQEHWIYKCYCHAast  KHUCIOTBI),
apOMATHUYECKHUX THAPOKCUKUCIIOT (HampuUMep, O-TUAPOKCUOEH30HHAs, M-TUAPOKCUOeH30iHasI, 1-
ruapoKcuHadTaANNH-2-KapOOHOBAs u 3-runpokcuHadTanuH-2-kapOoHOBas KHCJIOTHI),
acKOpOMHOBOM, JMKapOOHOBBIX KUCIOT (Hampumep, (ymapoBas, MaJeWHOBAs, LIaBeNeBast U
SIHTapHAsi KUCJIOTHI), TIIOKYPOHOBOHM, MHHAAJIBbHOH, MYLHHOBOHW, HHUKOTHHOBOH, OPOTOBOW,
NaMOBOM,  TNAHTOTEHOBOW,  CyJb(OHOBOH  KucjaoT  (Hampumep, OeH30JCYyNIb(HOHOBAS,

kampopcynbPOHOBas, SANCHIIOBAs, 3TAHCYIb()OHOBAs, HW3ETUOHOBAs, METAHCYJIb(HOHOBAS,
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HarammHCyIb(pOHOBAs, HadTanmuH-1,5-aucynbhonoBas, HadTanuH-2,6-1UCYyIbPOHOBAST U II-
TOJIYOJICYJIb(OHOBAS] KUCIIOTHI), KCHHA(OEBOW KUCIOTHI H T.1I.

Tepmunbsl "nposeneHue JnedeHus" WM 'ledeHue" BKIIOYAIOT IPEAyIpPEKACHHUE,
cMsrdeHue, ocnabieHue, ooneryeHre CUMITOMOB, aCCOLIMUPOBAHHBIX C TaCTPOINAPE30M.

Tepmun "enuHuuHas no3upoBaHHas ¢opma" OTHOCUTCA K (PU3MUECKH JUCKPETHOU
€AVHULIE, IPUTOAHON AUl NO3UPOBAHUS MALMEHTY, T.€. KaK[as eIUHULA COACPXKUT 3aJaHHOE
KOJIMYECTBO  aKTUBHOTO  BELIECTBA, BBIYHCIEHHOE i obecnedeHuss  TpeOyemMoro
TeparneBTHYeCKOro 3¢ dexkra OO OTAENBHO, MO0 B KOMOMHALIMKM C OJHOW HJIM HECKOJbKUMU
JOTIOTHUTEIbHBIMU €IMHULIAMU.

OAPMALIEBTUYECKHE KOMITO3ULIMHN 1 COCTABBI

HzobpeTeHne Takke OTHOCUTCS K (hapMaLeBTHUECKUM KOMIIO3ULIUSIM JUJISl IPUMEHEHHUS
i iedeHus: ractpomnape3a. Kpucrammmdeckue Gopmbl coniell XJIOPUCTOBOAOPOIHON KHCIOTHI
OOBIMHO  BBOAAT mauuMeHTy B (Gopme  (dapMalueBTHUECKOH  KoMmmo3uuuu.  Takue
dapmaneBTHYECKHE KOMITO3UIMA MOYKHO BBOAWTH MAIMEHTY JIOObIM TNPHEMIIEMBIM IMyTEM
BBEJIEHUs], BKJIIOYAs, HO HE OrPAaHUYUBAsICh HUMH, NMEPOPAJIbHBIM, PEKTaJbHbINM, BaruHaJbHbIN,
HA3aJIbHbINA, WHTAJSIHOHHBIN, MECTHBIN (BKJIFOYAsl TPAHCAEPMANbHBIN) U MAapEHTEPATbHBIN MyTH
BBEJICHUSI.

Takum o00OpasoM, B ONHOM M3 acCMeKTOB, KACAOUIMXCS KOMIIO3HILHMA, H300peTeHHe
OTHOCUTCSI K (hapMaLeBTHUECKOW KOMITO3ULIUH, COAepKallei (apMaleBTHUECKH MPHEMIIEMBbIi
HOCUTENIb WJIM SKCLHUITUEHT U TepaneBTUYeCKU >(PPEeKTHBHOE KOJUYECTBO KPHUCTATHUECKON
COJIM XJIOPUCTOBONOPONHONW KHUCIOTBI M coenuHeHus ¢opmyinel I HeoOs3zarenbHo Takue
dapmanieBTUIECKIE KOMIIO3UIUH MOTYT COMEPKaTh APYrue TepaneBTHUYECKHE CPEACTBA W/UIH
CpEeICTBA JJIsl COCTaBJICHMs], €CIIH JKENaTeIbHO.

@apmanieBTHUECKHE KOMIIO3UIMHM IO HW300pETeHUI0, Kak MpaBUJIO, COAEpIKaT
TepaneBTHUeCK A(PPEKTUBHOE KOJUYECTBO KPUCTAIIMYECKOH CONM IO  HACTOSIIEMY
uzobperennto. Kak mpaBuio, Takue (apmMaLeBTUYECKUE KOMITO3MLMU COAEPIKaT OT
npubnusutensHo 0,1 mo mpubnmsutenbHo 95% MO Macce aKTUBHOTO BEIIECTBA, BKIFOYAS OT
npubm3uTensHo 1 1o npubnusurensHo 70% 1Mo Macce, HanmpuMmep, OT NMPUOJIU3UTETBHO 5 1O
npubnu3uTeNnsHO 60% MO Macce aKTUBHOTO BELIECTBA.

B ¢dapmaueBTHUeCKHX KOMITO3HLIMAX MO H300PETEHHIO MOXKHO HCIOJB30BATH JIFOOOH
OOIIENTPUHATHIA HOCUTEIb MM SKCLIUMHEHT. BBIOOP KOHKPETHOrO HOCUTENSI MITH SKCLUITHEHTA,
WM KOMOHMHALMI HOCUTENell WM SKCHHMITMEHTOB, OyAeT 3aBUCETh OT IyTH BBEIEHUS,
UCIIOJIB3YEMOr0 IS JIeYeHUs] KOHKPETHOIO MallieHTa UM TUIa MEAULIMHCKOTO COCTOSIHUS, WU
O0JIE3HEHHOrO0 COCTOSIHUA. B 3TOM OTHOWIEHMM MONyYeHUE MOAXONAIeH (hapmManeBTHYeCKO
KOMITO3UIIUH JIJIs1 KOHKPETHOTO MyTH BBEIAESHHS BXOAUT B Mpeebl KBATH(QUKALNN CHIEIUATHCTA
B obmactu ¢apmaueBTuku. Kpome TOro, WHIpenuMEHTBHl TAKUX KOMIIO3HLUN SIBIISFOTCS
KOMMEpPUYECKU JOCTYNHBIMM OT, Hampumep, Sigma, P.O. Box 14508, St. Louis, MO 63178. B
Ka4yecTBe JaJbHEHIeHd WUIIOCTPalny, OOLIETPUHSTBIE CHOCOOBI COCTAaBJIEHUS] ONHMCAHBI B
Remington: The Science and Practice of Pharmacy, 20" Edition, Lippincott Williams & White,
Baltimore, Maryland (2000); u H.C. Ansel et al., Pharmaceutical Dosage Forms and Drug
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Delivery Systems, 7™ Edition, Lippincott Williams & White, Baltimore, Maryland (1999).

PernpeseHTaTuBHBIE NpPUMEPbI MAaTEPHAJOB, KOTOPbIE MOTYT CIY)XUTh B KadecTBE
(bapMalieBTHUECKH NPUEMIIEMBIX HOCHUTENEH, BKJIIOYAIOT, HO HE OrPaHUYHMBAIOTCS HMH,
crepyromue: (1) caxapa, Takhe Kak JIAKTO3a, TNIIOKO3a M caxaposa; (2) Kpaxmajbl, Takue Kak
KYKYpPY3HbII Kpaxmalnl M  kapToenbHbIl kpaxman, (3) Lemwmono3a, Takas Kak
MHUKPOKPHUCTAJJIMUECKast ~ LEJUIF0JIo3a M €€ IPOM3BOJAHBIE, Takue Kak  HaTpuil
KapOOKCHMETHIILIEIUTION03a, STHIILEIUII0JI03a U alleTaT LeJUTF0JI03bL; (4) MOPOIIKOBBIN TParakaHr,
(5) conon; (6) xenatun; (7) Tanbk; (8) SKCUUIHEHTHI, TaAKHE KaK KOKOCOBOE MAacli0 U BOCKH
cynmnosuropues;, (9) Macia, Takue Kak apaxuCOBOE MAacllo, XJIOIKOBOE Macio, cadoposoe
MacJjo, KyH>KyTHOE Maclio, OJJMBKOBOE MAacJo, KyKypy3HOe Macyo U coeBoe Macio; (10) riukony,
TaKMe Kak MPOMMJIEHTIHKONb, (11) momuonmel Takue Kak TJIHLEPHH, COPOUT, MaHHHUT U
NOJIMSTHIICHTIINKOIB, (12) crokHbIe 3(pHUphI, TaKHe Kak 3TUiIoNeaT u sTuiaypat; (13) arap; (14)
OydepHbIe cpencTBa, TaKue KaK THAPOKCHA MAarHus W THAPOKCHI amomubust, (15) anruHOBas
kuciora; (16) He comep:kamasi muporeHoB Boxa, (17) uzoroHuueckuii coneBoit pactsop; (18)
pactBop Punrepa; (19) stunossiii cimpt; (20) docdarubie OydepHbie pacTBops! u (21) npyrue
HETOKCHUYHBIE COBMECTHMBIE BEIIECTBA, UCIIOJIb3yEeMble B (PapMaLIEBTHUECKUX KOMITO3HIUSX.

dapmaneBTHUECKHE KOMIIO3ULUN 10 HM300pPETeHHIO, KaK MPABWIIO, TMONYYAIT MyTEM
TIIATEJIbHOTO M OAHOPOIHOTO CMELICHUs COCAMHEHHUS MO HM300peTeHrio ¢ (apMaleBTHUECKU
NPUEMJIEMBIM HOCHUTENIEM U OJHUM MJIM HECKOJIBKIMU HE0Os3aTeIbHBIMU UHTpenueHTaMu. Eciu
HEOOXOIMMO HIIM JKENATeNIbHO, TOJIyYeHHOH OMHOPOAHOM CMeCH MOJXKHO 3aTeéM NpPUAaBaTh
dopMy MM ee MOXKHO TOMeLaTh B TAOJETKH, KaIlCyJibl, MM U T.II., C UCHOJb30BAHUEM
OOIIENPUHATHIX METOUK M 000PYIOBaHHUS.

dapmaneBTHUECKHE KOMITO3UIMU TI0 M300PETEHUIO MPEANOYTUTENBHO YIIAaKOBBIBAIOT B
eNUHIYHYIO JO3UpOBaHHYK ¢opmy. Hampumep, Takue enuHUYHBIE TO3MPOBAHHBIE (OPMBI
MOT'YT NPEACTABISTH COOOH KaICyIbl, TAOIETKH, HIIFOJIN H T.I1.

B mpenmouTuTensHOM BapHaHTE OCYLIECTBICHHs (papMaleBTUYeCKUe KOMIO3HMLHUHU IO
U300pEeTEHNI0  SIBJISIFOTCS. TPUTOAHBIMH JUII  TIEPOPANbHOTO BBeOeHUWs. llpuromHeie st
NepOPANIbHOTO BBENEHUs (hapMaLEBTHYECKHE KOMIIO3UIIMM MOTYT HMETh (OpMy Karcyd,
TabJIETOK, MUIIIOJb, TIACTUIIOK, KPaxXMAaJIbHBIX KamcyJ, came, ¢popM B OyMaKHBIX TPyOOUKax,
Apaxe, MOPOIIKOB, TPaHyJ; WU (OPMY pacTBOpa MJIHM CYCHEH3HMH B BOJHOW WIJIM HEBOIHOH
KUIKOCTH; WK (opMy 3MyJibcru "Macio B Boae" wiu "Bonma B Macye"; wiu GpopMy 3JIHKCHpa
WIA CHPOTAa M T.I., KAKABIH M3 KOTOPBIX COAEPIKHUT 3aJaHHOE KOJUYECTBO COEIWHEHHs 10
HACTOSIIEMY H300PETEHHUIO B KAUECTBE AKTUBHOTO MHIPEIUECHTA.

Kornma mpenycmarpuBaercs mepopalibHOE BBEIEHHE B TBEPAOH INO3MPOBAHHOW (opme
(T.e. B KauecTBe KarcyJ, TaONeTOK, MWIJIb U T.I.), (papMaLeBTHUECKHE KOMIO3HULIUH I10
n300peTeHNI0 OOBIMHO CONEpKaT COEAMHEHHE IO HACTOSIIEMy H300PETEeHHIO B KauecTBE
AKTUBHOTO MHIPEAMEHTAa W OIUH MM HECKOJBKO (papMaleBTUYECKH MPUEMIIEMBIX HOCUTEINEH,
TAKUX KaK LUTPAT HAaTpus wiu aukanbiuiidocdar. Heobs3arenpHO MM aJbTePHATUBHO TaKue
TBEpJIbI€ AO3UPOBAaHHBIE (POPMBI Takke MOTYT conepkarh: (1) HamonHuTenn uaM paszdaBuTENH,

TAKHUE KaK KpaxmaJibl, MUKPOKPHUCTAJIINYCCKAs LEJJIF0JI03a, JIAKTO34, CaXapo3, INII0KO034, MAHHUT
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W/WM KpeMHUeBasi KUCIoTa; (2) CBA3YIOIUe BEIeCTBa, TaKHe KaK KapOOKCHMMETHIILEIUTION03a,
aNbIUHATBL, OKENATHH, [OJUBHHWINHMPPOJNUAOH, caxapo3a w/wm rymmuapabuk; (3)
YBJIQXKHUTEIHM, Takue Kak IIMLepuH, (4) paspbIXJMTENH, Takue Kak arap-arap, kapOoHar
KaJblys, KapTOQeNbHbIM HJIM MAaHHOKOBBIM Kpaxmall, aJblHHOBAs KHCJIOTA, OIpereseHHbIe
CHJIMKAThl W/uiu kapOoHaT Hatpus, (5) 3aAepKUBAIOLINE PACTBOPEHUE CPENCTBA, TaKUE Kak
napaduH, (6) yCKOpSIOIME BCACBIBAHWE CPEACTBA, TAKUE KaK YETBEPTHUYHbIE COEIMHEHMS
amMMoHus, (7) yBIAXHSAKOIIME CpPEACTBA, TaKWe KAk  ILETHJIOBbIH  CIUPT  W/HIH
TIIMLEPOIMOHOCTeapar; (8) BOUTHIBAIOINME CPEACTBA, TaKWe KaK KAOJMH W/WiIM OEHTOHUTOBASI
rnuHa; (9) cMasbIBarOIIMe BEINeCTBA, TAKME KAK TaJIbK, CTeapaT KajbLMs, CT€ApaT MAarHus,
TBEpPJIbIE MOJIUATHIICHTIUKONH, JIaypricyibdar varpust w/mmm ux cmecy; (10) kpacurenu u (11)
OydepHbIe CpencTaa.

Taxke B ¢papMaleBTHUECKUX KOMIIO3ULHSIX MO HM300PETEHUI0 MOTYT MPUCYTCTBOBATH
AHTHAATe3UBHBIC CPEICTBA, CMAUYUBAIOLINE CPENICTBA, TIOKPBIBAIOLINE CPEACTBA, MTOACIACTUTEIH,
BKYCOBbI€ JOOABKH M OTAYLIKH, KOHCEPBAHTBI U aHTHOKCUAAHTHI. [IprMeps! GpapmMarieBTHUECKH
NPUEMIIEMBIX AHTHOKCHIAHTOB BKIIFOYAKOT: (1) pacTBOpUMBIE B BOJIE AHTHUOKCHIAHTBI, TAKHE KaK
acKOpOMHOBAsE KUCJIOTA, UCTEUHA TUAPOXJIOpHL, OUCybdaT HaTpHs, MeTaObuCybdar HaATPHUs U
T..; (2) pacTBOpUMBIE B MacjiaX AaHTHOKCHIAHTBI, TakWe KakK acKOpOWIMaJIbMHTAT,
OyrunupoBaHHbIil  runpokcuanm3on (BHA), OyrwmmpoBanueii ruapokcuronyon (BHT),
JICLUTHH, TPOMHITAIIIAT, alibda-Tokodepon u T.I; U (3) XeIaTUPyOLe MeTajUlbl BEeIIECTBa,
TaKMe Kak JIMMOHHAas KHCJIOTa, STHiIeHnuamuHterpaykcycHas kucnora (EDTA), copOwur,
BUHHOKaMeHHas1 KUCJIOTa, pochopHas kucnora u T.11. [TokpsiBaromue BemecTsa i TaOJIeTOK,
KarcyJj, MWI0Jb U T.II. BKIIOYAIOT BEIIECTBA, WCIOJb3ye€Mble M KHULIEYHOPACTBOPUMBIX
NOKPBITUH, Takhe Kak Iesunososbl auerat granar (CAP), nonuBununauerar ¢granar (PVAP),
THAPOKCUIPOITMIIMETHIILIEIUTIONO3b! (PTAaT, METAKPUIIOBYIO KHCIIOTY, COIOJUMEPHI CIIOKHBIX
3¢upoB METaKPUIOBOU KHUCJIOTHI, nesroo3sl  tpumesuurar  anerar  (CAT),
kapOokcumeTmmTIILELTH0103a (CMEC), ruipOKCHIIPONUIMETHIILEIUTIONO3bI alleTaT CyKIIMHAT
(HPMCAS) u ..

Ecnu xenatenbHO, (papmaneBTHYECKHE KOMIIO3ULUH IO HACTOSLIEMY H300PETEHHIO
TAaK)K€ MOTYT OBITh COCTaBJEHBI i OOECHEUeHUs] MEMJIEHHOrO WIH KOHTPOJIUPYEMOTO
BbICBOOOXKIICHHsSI AKTUBHOIO WHTPENUEHTa C HCIOJb30BAaHHEM, B KauecTBE IPUMEPA,
THIPOKCUIIPONTMIMETHIILEIUIFONIO3bI B PA3JIMYHBIX COOTHOIIEHHSX WM JPYTHX IOJMMEPHBIX
MAaTpHLI, JIUTIOCOM W/Wji MUKpochep.

Kpome Toro, ¢QapmaneBruyeckue KOMIIO3UIMH IO HACTOSIIEMY H300PETEHUIO
HEeOoOs13aTeNIbHO MOTYT COIEPKaTh 3aMYTHHTEIM M MOTYT OBbITh COCTaBJIEHBI TaK, YTOOBI OHU
BBICBOOOKIANIN AKTUBHBIA MHTPEIUEHT TOJNBKO WM MPEATIOYTUTEIHHO B ONMPEAEICHHON YacTH
KENYJOYHO-KUIIEYHOTO  TPaKTa, HeoOsA3aTeNbHO  3aMemMIeHHBIM — oOpasoM.  IIpumepst
MHKATCYJIUPYIOIINX KOMIIO3MIUI, KOTOPbIE MOXHO HCIOJb30BATh, BKIIIOYAIOT MOJHMEPHbIE
BEIECTBA WJIM BOCKH. AKTHBHBIMH MHIPEINEHT TaKK€ NPU HEOOXOAUMOCTH MOXKET OBITh B
MHUKPOMHKAICYJIUPOBAaHHON (opMe C OJHUM WJIM HECKOJIbKMMHU W3 OIHCAHHBIX BbIIIE

OKCHUIMHUCHTOB.
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INoaxonsimue KUIKKe TO3UPOBAHHbIE (POPMBI ISl IEPOPATBHOTO BBEIEHHSI BKIIOUAIOT, B
Ka4eCcTBe WJUTIOCTPALUH, (apMaLEBTUYECKH MPUEMIIEMbIE 5MYJIbCHH, MHKPOIMYJIbCHUH,
pPacTBOpBIL, CYCHEH3MH, CHUPOMbI U 3JUKCUPbL. Takue XUAKUE NO3UPOBAHHBIC, KAaK IMPABUIIO,
COZIep’KaT aKTUBHBIA MHTPEIUEHT W MHEPTHbIH pa30aBUTeNb, HaNpHMep, TAKOW KaK BOAA WU
ApYrHe pPacTBOPUTENH, COMIOOMIM3ATOPBI W OMYJbraTopbl, TaKHe KaK OSTHJIOBBIA CIHPT,
W3OIPONUJIOBBI  CIIUPT, OSTHIKApOOHAT, STHianerar, OEH3WJIOBBIH chupT, OeH3MIOeH3o0ar,
NPONWIEHIIUKONb,  1,3-OyTuneHrnukons, Macna (OCOOEHHO — XJIONKOBOE, — apaxHCOBOE,
KYKypy3HOE, W3 3apOJblIllei, OJMBKOBOE, KACTOPOBOE M KYH)KYTHOE MAacjo), TIJIHLEpHH,
TETParuapOPypUIOBbIl CIUPT, MOJUITHICHIJIUKOIN W CIOXHbIE 3(QUPBI JKUPHBIX KUCJIOT H
copburana, u ux cmecud. CyCrneH3uH, B [OIMOJHEHHE K aKTUBHOMY HWHIPEIMEHTY, MOTYT
ColepkaTh CYCIEHOUPYIOLIME BEINECTBA, HANpUMEp, TaKHe KaK STOKCUJIMPOBAHHBIE
U30CTEAPUJIOBbIC CIUPTBI, TOJIHOKCHSTHIIEH COpOMT M CIOXHblE 3(Hpel  CcOpOUTaHa,
MHKPOKPUCTAJUTHYECKAs LEJUTF0JI03a, METaruJpOKCHUA aTIOMHHUS, OCHTOHHT, arap-arap u
TparakaHT, U UX CMECH.

AJbTepHAaTUBHO (papMaLeBTHYECKUE KOMITO3ULUH MO HM300pPETEHHUIO COCTABJSIIOT ISt
BBENEHHMs WHrASIMUOHHBIM myTeM. [loaxonsmue QapManeBTHUECKHEe KOMIIO3HLMHU ISt
BBEEHHs MHTAISLUOHHBIM MyTeM, OOBIMHO HMEIOT (OpPMY a’po30isi WM MOpoLKa. Takue
KOMITO3HMLIMH, KaK TPABHJIO, BBOISIT C KCIOJb30BAHHEM XOpPOIIO HM3BECTHBIX YCTPOWCTB
IOCTaBKH, TAKHE KaK MHIAJIATOP OTMEPEHHOH J03bl, HHTAISATOP CYXOro MOpoInka, HeOynai3sep
WJTH CXOIHOE YCTPOMCTBO JOCTABKH.

IIpu BBe#eHUHM TMOCPEACTBOM MHIAJSLMU C HCIOJb30BAHMEM KOHTEHHEpa Mo
nasiieHueM, (papMaLeBTHYECKHE KOMIIO3MLIMH MO H300pETeHHI0, KaK MpPaBHJIO, COAEpIKar
AKTHBHBI MHIPEOUEHT U MOAXOMIIUIA TMPOINEJJICHT, TaKOH Kak JuxJIOpAH(TOpPMETaH,
TpuxyopdropmeraH, AUXIOpTETPAGTOPITAH, AUOKCUA YTIIEPOA MIIH APYTOH MOIXONSAIINI ras3.

Kpome Toro, QapmaneBrudeckas KOMIO3ULMS MOXKET HMeTb (OPMY KarCyjbl WM
KacceTbl (M3rOTOBJIEHHOH, HAamNpHMep, K3 JKeJaTHHA), COIepiKalleill COeAMHEHHE IO
U300PETEHUI0 M TMOPOIIOK, MPUTOAHBIA [UIi NPUMEHEHHs B TOPOIIKOBOM WHTAJSATOPE.
IMoaxonsiuue OCHOBBI MOPOLIKOB BKJIFOYAIOT B KAYECTBE MPUMEPA JIAKTO3Y MJIH KpaxMal.

CoenuHeHHs MO H300PETEHUIO TaK)KE€ MOKHO BBOIUTH TPAHCAEPMAIBHBIM IMyTEM C
HCIIOJIb30BAHHEM M3BECTHBIX CHCTEM TPAHCAEPMAJIbHOM TOCTABKH U 3KCUUIMHEHTOB. Hampuwmep,
COENUMHEHHE 10 M300PETEHHI0O MOXKHO CMELIMBATh CO CPEACTBAMH, YCHIHBAKOLIMMU
BIOUTbIBAHWE, TAKMMH  KaK  MPOMWJICHIVIUKOJb,  MOJMITUIECHIJHMKOIb  MOHOJAypar,
a3aLMKJIOANKAH-2-0HbI U T.IL., U BKJIOYATh B [UIACTBIPh MJIHM CXOIHYIO CUCTEeMy nocTaBku. Ecim
’KeJIaTeJIbHO, B TAKUX TPAHCACPMATbHBIX KOMITO3HLUAX MOXKHO HCIOJb30BATh JOMOJHUTEbHbIE
SKCLMITUEHTBI, BKJIFOYasi Ieie00pasyolie BeIeCTBa, SMYJIbraTopbl Wil OyQepsl.

[TpuBeneHHbIE HIKE COCTaBbl MILTIOCTPUPYIOT penpe3eHTaTHBHbIE (hapMalleBTHUECKHE
KOMITO3HMLIMH 0 HACTOSIIEMY H300PETEHUIO:

IIpumep cocTaBieHus A

TBep)_'[bIe JKCJIATUHOBBIC KaIICYJIbl U NEPOPAJIBbHOI0 BBEACHHS IMOJYYAIOT CIICAYIOLIHUM

oOpaszom:
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HnrpennenTsl KonuuectBo

Benycerpar conp 50 mr

JlakTo3a  (BBICymIE€HHass pacubuUIHTENbHON | 200 Mr

CYIIKOH)

Creapar maruus 10 mMr

PenpeseHTaTHBHASL METOJIMKA ' I/IHl'”peJlI/IeHTbI THIATCJIPHO MEPEMCIINBAOT, a 3aTeEM

3arpy>KaroT B TBEPAYIO JKEJATHHOBYIO Karcyy (260 Mr KOMIO3HUIMK Ha Karcyy).

IIpumep cocrasieHus B

TBeprIe KCJIATUHOBBIC KaIlCyJibl OJIA NEPOPAJIBbHOI0 BBEACHHA MOJYYArOT CIICAYIOIHUM

oOpazom:
HurpenueHTsl KonuuectBo
Benycerpar conp 20 mr
Kpaxman 89 mr
MukpokpucTajsindeckas LeJTr0103a 89 mr
Creapar maraus 2 Mr

Penpe3eHTaTHBHAS METOIUKA: HHFpeI[I/IeHTbI TIIATCJIBHO TMEPEMEIIUBAKOT, a 3aTEM

npomnyckaroT yepe3 cuto kamubdbpa CIIIA Ne 45 u 3arpy:kar0T B TBEPAYIO JKEJIATHHOBYIO KATICyJTy
(200 Mr KOMITO3ULIUU Ha KATICYJIy).

IIpumep cocrasnenust C

Karncynbl 151 nepopabHOTO BBEJEHUS MOJNYHAI0T CASTYOLUIUM 00pa3oM:

Hurpenuentsl KomuuecTBo
Benycerpar conb 10 mr
ITonnokcusTHIIEH COPOUTAH MOHOOJIEAT 50 mr
IToporkoBbIil Kpaxma 250 mr

Penpe3eHTaTHBHAS METOHHMKA ' HHI"peI[I/IeHTbI TIIATCJIBHO TMEPEMECIIUBAKOT, a 3aTEM

3arpy’kKaroT B JKEIATHHOBYIO Kancyy (310 Mr KOMMO3ULIMY Ha KaICyJy).

IIpumep cocrasienus D

TaOnerku st MEPOPATBHOTO BBEIEHUS MOIYUYAIOT CIEAYIOINUM 00pa3oM:

HnrpenueHTsl KonuuectBo
Benycerpar conp Swr
Kpaxman 50 mr
Mukpokpuctasinieckas LeJUTr0103a 35 mr

IMonmusuaMmIUpponuaoH (10 macc.% B Bone) | 4 Mr

Hartpuit kapOokcumeTHikpaxman 4,5 mr

Creapar maraus 0,5 mr

Tanbk 1 mr




Penpe3eHTaTuBHAs _METOIHKA:

nponyckatoT depe3 cuto kamuOpa CIIIA Ne 45 u TmarenbHO mepeMelmnBarOT. PacTtBop
MOJIMBUHUTIITUPPOIHUIOHA CMCHIMBAOT C IIOJYYCHHBIMU MOPOIIKAMHU, U 3Ty CMEChb 3aTEM
npomnyckaroT yepe3 cuto kanmuOpa CIIIA Ne 14. I'panysibl, moJy4eHHBbIE TAKUM O0Opa3oM, CyIIaT
npu 50-60°C u nponyckarot uepes curo kanudpa CHIA Ne 18. 3atem k rpanyiam no0aBisitOT
HaTpuil KapOOKCUMETHIIKpaXMaJl, CTeapaT MarHus U TalbK (TIPEABAPUTENBHO MPOCESHHBIE Yepes3

curo kanmuOpa CIIIA Ne 60). ITociae mepeMemMBaHUs CMECh MPECCYIOT HA YCTPOWMCTBE IS
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AKTHUBHBIl WHIPEIUEHT,

TabJIeTUPOBAHUS C TIOJy4eHHeM TabeTku Maccoi 100 mr.

IIpumep cocrasnenus E

Tabnerku st MIEPOPATHHOTO BBEIECHUS MOIYUYAIOT CIEAYIOINUM 00pa3oMm:

HurpenueHTsl KonuuectBo
Benycerpar conp 25 mr
Mukpokpuctasinieckas LeJUTr0103a 400 mr
IIuporenHelil TUOKCUL KPEMHUS 10 Mr
CreapuHoBasi KHCJIOTa Swr

Penpe3eHTaTHBHAS _METOIMKA ' HHFpeI[I/IeHTbI TIIATCJIBHO TMEPEMECIIUBAKOT, a 3aTEM

IPecCyIoT ¢ oOpa3oBaHueM TabneTok (440 Mr KOMITO3ULIH Ha TAOJETKY).

IIpumep cocrasnenus F

Tabnerku ¢ omHOW OOPO3MOHM IUIsI MEPOPATBLHOIO BBEIACHHS IMOJYYAIOT CIECAYIOIIUM

obpazom:
Hurpenuentsl KonuuecTBo
Benycerpar conb 15 mr
Kykypy3Hblii kpaxman 50 mr
Kpockapmennosa HaTpuii 25 mr
Jlaxro3a 120 mr
Creapar maraus 5 wmr

PenpesentaTtuBHas Meronuka: MHrpeaneHThl TIIATENIBHO NEPEMELTUBAIOT U MPECCYIOT C

oOpa3oBaHHEM TaOJIETKH C OHOU O00opo3a0H (215 Mr KOMIIO3UIMN HA TaOJNETKY).

IIpumep cocrasnenus: G

CycrnieH3uro aJisi IepopasibHOrO BBEACHUS TOJIYHAIOT CIEAYIOIINM 00pa3oM:

HnrpenneHTsl KonuuectBo
Benycerpar conp O1r
dymaposast KUCIIOTa 0,5r
Xnopun HaTpust 20r
Merunmnapaben 0,15r
[Mponunmapaben 0,05r
I'panynupoBaHHbIi caxap 255r

Kpaxmajl W LEJUTKOJIO3Y
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Cop6ur (70% pactBop) 12,85

Veegum k (Vanderbilt Co.) 1,0r

BxycoBast nobaska 0,035 mn

Kpacurenu 0,5 mr

JlucTruiniupoBaHHasi Boaa HocrarouHoe konn4uecTBo 10 100 mn

Penpe3eHTaTnBHAS METOIMUKA: I/IHl"peI[I/IeHTbI CMCIIUBAOT C MOJYYCHHUEM CYCIICH3UU,

conepxaieit 10 Mmr akTUBHOTO UHrpeaueHTa Ha 10 My cycrieHs3uu.

IIpumep cocrasienus H

CYXOﬁ IMOPOLIOK IJid BBCACHUA TIMOCPCACTBOM HHIraJIIHUU IIOJYyYarOT CJICAYHIINUM

obpaszom:
HurpenueHTsl KonuuectBo
Benycerpar conp 1,0 mr
JlakToza 25 mr

PenpeseHTaTuBHas MeTofuka: AKTUBHBIM MHIPEIUEHT MHUKPOHU3ZMUPYIOT, a 3aTeM

CMEIIUBAIOT C JIAKTO30MH. 3aTeM STy NEPEMEILIAHHYIO CMECH MMOMEIIAIOT B KEJIATUHOBYHO KAaCCETY
JJIA UHTaJIAIUA. CO,I[@p)KI/IMOG KaCCEThI BBOAAT C UCIIOJIb3OBAHUEM UHTAJIATOPA MMOPOLIKA.

IIpumep cocraaenus 1

CYXOﬁ MOPOLIOK AJist BBEACHUS NMYTEM HHTAJIAUU Y€PE3 UHTAJIATOP OTMepeHHOﬁ J03bI
MOJIY4YaIOT CIEAYIOIUM 00pa3oM:

PenpeseHTaTuBHAas METOAMKA: CYCIEH3MIO, cojepskamyr S5 wmacc.% coaud 1o

n3o0perennto u 0,1 macc.% JeunuTHHA, MOJYYAIOT MyTeM AMCIEprupoBaHus 10 r akTUBHOTO
COEJIMHEHHs] B Ka4eCTBE MUKPOHU3UPOBAHHBIX YAaCTULl CO CPEIHUM pa3MepoM MeHee 10 MKM B
pactBope, noiy4eHHoM u3 0,2 r neuuTuHa, pacTBOpeHHOro B 200 M AeMHHEpaIN30BaHHOU
BO/bl. CyCIIEH3HIO CyIIaT PAaCMbUIUTENbHON CYLIKOM M MOJTy4eHHBINH MaTepual MUKPOHU3UPYIOT
C TMOJIyY€HHMEM YaCTHUlLl, UMEIIINUX CPEeAHUN nuameTp MeHee 1,5 MxM. HacTuubl MOMEIAKOT B
Kaccersl co cxkatbM 1,1,1,2-TerpadropsTaHoM.

IIpumep cocrasieHus J

HNHBEKIMOHHBIN COCTaB MOJYYAOT CIEAYIOIUM 00pa3oM:
HurpenueHTsl KonuuectBo

Benycerpar conp 02r

Harpuii-auerarnbiii Oydepusiii pacrsop (0,4 | 40 mi

M)
HCI (0,5 H) uiu NaOH (0,5 H) Hocrarounoe konuuectso a0 pH 4
Bona (quctumimpoBaHHasi, CTepUIIbHAS) JocraTounoe koauyecTBo 10 20 M

Penpe3eHTaTHBHAS METOAUKA: OmnucaHHbIE BBILIE UHIPEAUCHTbI CMCHIIUMBAOT U pH

noBogsat 0o 4+0,5 ¢ ucnonpzoBanunem 0,5 H HCI unu 0,5 H NaOH.

IIpumep coctaiaenus K
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HnrpennenTsl KonuuectBo

Benycerpar conp 4,05 mr

Mukpokpucraiunueckass nestojosa (Avicel | 259,2 mr

PH 103)

Creapar maruus 0,75 mr

PenpeseHTaTHBHASL METOJIMKA ' I/IHl'”peJlI/IeHTbI THIATCJIPHO MEPEMCIINBAOT, a 3aTeEM

3arpy>KaroT B JKEJIATHHOBYIO Karicyny (pasmep #1, Oenas, Henpo3pauHasi) (264 Mr KOMITO3ULIUH
Ha KarcyJy).

IIpumep cocrasyenus L

Kancyibl 1j1st mepopajbHOTO BBEIEHUS MONYYArOT CIEAYIOIIUM 00pa3oM:
HurpenueHTsl KonuuectBo

Benycerpar conp 8,02 mr

Mukpokpucraunaeckasi nesutonosa (Avicel | 139,05 mr

PH 103)

Creapar maraus 0,75 mr

Penpe3eHTaTHBHAS METOHHKA' HHFpeI[I/IeHTbI TIIATCJIBHO TMEPEMEIIUBAKOT, a 3aTEM

3arpy>KaroT B JKEJIATHHOBYIO Karicysy (pasmep #1, Oemas, Hernpospaynasi) (148 Mr komMmo3umuu
Ha KarcyJy).

ITYTU BBEJIEHUA

N300peTeHne Takke OTHOCUTCS K IPUEMIIEMOMY ITyTH BBEJEHHSI BeJyCeTpara MnaieHTy -
YeJIOBEKY, BKIIFOUasi, HO HE OrPAaHMYUBASsICh MU, NEPOPAJIbHBIH, NapeHTEPAIbHbIN, OYKKaIbHBIH,
CyOJIMHIBAJIbHbIA, PEKTAIbHBINA, BHYTPHUOPIOMINHHBIA WM HAOTPAXEAJbHBIA MyTH BBEIEHHS.
Hanpumep, napeHtepaabHOE BBEIECHHE MOXKET OBITh OCYLIECTBICHO MyTeM WH(Y3UH, HHBEKLUH
WM uMIUIaHTauuu. [lapeHTepajbHOE TaKKe€ MOXKET BKIJIOYATh YPECKOKHOE BBEICHHE
TIOJIKO’KHBIM, BHYTPUMBILIEUHBIM, BHYTPUBEHHBIM, TPAHCASPMAIbHBIM MM UMILIAHTALOHHBIM
nyteMm. Ecim BenmyceTpar BBOIST MapeHTEPATBHO, OH MOXKET UMETh (POPMY JKHIIKOCTH, TBEPIOTO
BEIECTBA WJIM TeJisl. AHAJOTMYHO, €CJIU BEeJIyCeTpar BBOAAT MEPOPATBbHO, OH MOXET OBbITh B
(bopMe JKUIKOCTH, KarncCyJbl, TAOJETKH, KeBATEIbHON TaOJIETKH UM PaCTBOPUMOM (HOPMBIL.

Cnenyromue npuMepbl SBISIFOTCS  WIUIFOCTPATHBHBIMH IO HA3HAYEHHWIO, HO HE
OrpaHHUYMBAKOIINMU 00BEM H300pETEHHs], ONIMCAHHBIN B HACTOSIIIIEM OITUCAHUU.

IMPUMEPHI 1 SKCIIEPUMEHTAJIBHAA YACTD

1.0 Mamepuanw: kiunuyeckux ucnulmanuil

1.1 HHonyuenue xpucmannuuecko2o geiycempasa, coisb XJ10pUCcmo8OO00POOHOH KUCTIOMbl

Crniocob mosydenust BeyceTpara MoxkeT ObiTh HatineH B matente CIIIA Ne 7375114 B2,
U CIIOCO0 TMOJTyUeHHsI COJIM XJIOPHUCTOBOAOPOAHON KHCIIOTHI U BellyceTpara MOXeT ObITh HalIeH
B marenre CIIA Ne 7728004 B2. B 1-n xkonbe {(1S,3R,5R)-8-[(R)-2-runpokcu-3-
(MerancybhOHMIMETHIIAMUHO )ipOTTiI |-8-a3a0uiukiio[ 3.2. 1 Jokr-3-wnfamun  1-u3onponmi-2-

0KCO-1,2-nurunpoxuHonuH-3-kapooHoBoiin kuciorsl (34,7 r, 0,069 mMoib) CycneHIupOBaIu B
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abcomoTrHoM sTanone (210 wmm). JoGasnsamm xonueHtpupoanHyro HCI (1,1 3kxB.) mpum
KOMHAaTHOH TeMIlepaType Npu mnepememinBaHud. Cmech NepeMelIMBalIM IPU TEMIEpaType
KUNEHUsI ¢ OOpaTHBIM XOJOAWJIBHUKOM B TeueHHe 30 MHH M OXJQXOaJd 0 KOMHATHOM
TEeMIepaTypbl U TMepeMelINBall B TedeHHe 2 4. TBeproe BeIecTBO OT(HUIBTPOBLIBAIN U
BJIQKHBII OCTaTOK TMPOMBIBAJIM XOJOAHBIM aOCOMIOTHBIM 3TaHoJoM (3x50 wmur). Tsepmoe
BellecTBO Cynin B Bakyyme npu 30°C B Teuenue 48 4 ¢ moJgy4eHHEM YKa3aHHOTO B 3arOJIOBKE
coenunenus (34,5 r, Beixoxn 93,7%, conep:kanue Boasl cornacHo cnocody Karl Fischer 0,13%).

1.2 Honyuenue kpucmaniuueckoil conu 8eycempazd u X10pucmosoOOpOOHOl KUCIOMbl

Crnioco® monyueHus TuapaTa COJHM BelyceTpara U XJIOPUCTOBOIOPOIHON KHCIOTHI TAKIKE
moker ObIT HaiimeH B matente CIIA Ne 7728004 B2. I'mmpoxmopun {(1S,3R,5R)-8-[(R)-2-
TUIPOKCH-3-(MeTaHCYIb( OHIIMETHUIIAMUHO )TpornuJi | -8-a3aburukiio[3.2. 1]oker-3-un jamuna  1-
U30MPOIHII-2-0KCO- 1,2- INTUAPOXUHONNH-3-KapOoHoBol  kuciotel (139 wmr, 0,28 mmoub)
pPacTBOPSUTH B CTEPUJIM30BAHHOW BOAE Il WHBEKIUH (2 mi). B TeueHne HECKOJBKUX HYacCOB
PacTBOpP CTAHOBUJICS MYTHOM cycrien3ueil. CyCneH3ui0 NepeMeInBaii U MO3BOJISUIA €1 OCECTh B
TE€YEHHE HOYHM TPH TEMIIEpaType OKPY’Karollel Cpenbl C MOJy4YeHHEM Oesoro MperunuTara.
Teepnoe BemecTBo cobmpanu QUIbTpaLUed W CYIIMIM B TeUYE€HHE 2 MHHYT B OOBIYHBIX
YCIOBHUAX (OTHOCUTENbHAS BIAKHOCTh NMpubOmu3utenpHo 40-50%) ¢ monydyeHneM yka3aHHOTO B
3aronoske coequHenus (130 mr, Bexon 91%).

1.3 Ilonyuenue cocmasos 05 KNUHUYECKUX UCHbIMAHUT

®dapmarieBTHUECKasi KOMIIO3ULINS, TECTUPYEMasl B KIIMHUYECKUX YCIOBUSIX, IPEACTaBIsIIA
co0Ol CMeCh TBEPHABIX BELIECTB, IO CYIIECTBY COCTOALIYIO U3 JIEKAPCTBEHHOIO BEINECTBA
(Bemycerpar HCI), ruapokcHnpOnMIMeTHUIILEIIIION03b], MUKPOKPUCTAJUINYECKON LeJUTIOJIO3bI,
MOHOTHJIpaTa JIAKTO3bl U CTeapaTa MarHus. TpHu CMeIIaHHBIX COCTaBa, KaXIbI U3 KOTOPBIX
comepskan 5 mr, 15 mr umu 30 Mr BenyceTpara, Obpin usrorosyieHsl B Novast Lab.

Komno3unuu cMemaHHbIX COCTABOB MpeACTABJICHbI B Ta0uuue 1 HuxKe:

Tabnuna 1. Benycerpar, cocTaB mapTHH KarcyJjl CO CMECHIO ISl JaHHOM TO3UPOBKH

HUurpenueHT Macca (mr)/kamncyna

Hosuposka (FBE) 5wmr 15 mr 30 mr
JlexapcTeennoe Bemectso Benycerpar HCIb 5,35 16,06 32,12
I'ippoxcunponmIMeTHIILEIUTI0NI03a 6,25 6,25 6,25
MukpokpHucTauIMYecKas LeJT003a 100 100 100
MoHoruapar JakTo3bla 137,15 126,44 110,38
Creapar maraus 1,25 1,25 1,25
Hroro 250 250 250

. Kommuecrsa SKCHUITUEHTA KOPPEKTUPYIOT AJIsI COOTBETCTBUA PA3JIMYHBIM JO3UPOBKAM.

b .
B maccy comu Bemycerpara HCl BHeceHa mompaBka B COOTBETCTBUM C Maccol CBOOOIHOTO

OCHOBAHUA.

2.0 Knunuveckue ucnoimanus
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2.1 Henvimanue ¢haser 2a u pe3ynrsmamost UCHsIMAHUS

Hcneitanne ¢asbl 2a IpOBOAMIN B KAU€CTBE MHOTOLIEHTPOBOTO, PAaHAOMHU3UPOBAHHOTO,
IBOWHOTO CJIETIOrO IUIaned0-KOHTPOJIMPYEMOTO HEMOJHOTO MEPEKPECTHOro UCIBbITaHUus (asbl 2
u3 3 mepuonoB ¢ (PUKCUPOBAHHOW IOCIENOBATENbHOCTBIO, B KOTOPOM IPOBOAMIIM OLIEHKY
s¢¢exkToB BemyceTrpara Ha 9BaKyalMIO COJEPKUMOro kKenyaka (OLEHHBAEMYIO C
HCTIONB30BAHIEM JIBIXATENILHOTO TecTa ¢ [ C]-OKTAHOATOM B TeUeHHe 4 4acoB) y TMaLUEHTOB C
nuabernyecknMm (n=18) mnu upuonaruveckum (n=16) racrponapesom. Benycerpar (5 mr [n=26],
15 mr [n=25] wnm 30 mr [n=25]) BBOAWIU OAWH pa3 B CYTKH B XOJAE TPEX MEPUOIOB JICUCHUsI
JJIUTENIBHOCTBI0 | Hememo C MepuoJOM BbIMBIBAHMS JJIMTEIBHOCTBIO | HENemro MEXIy
nepuoaamu JiedeHus. JJOKyMeHTHpOBaHHE CUMITOMOB PaHIOMH3UPOBAHHBIX HUHIWBHUIYYMOB B
OTHOILIEHHH CHMIITOMOB ractpornapesa TpeboBajoch B TEUEHHE IO MEHbIIEH Mepe 3 MecsleB
nepes BKIIOYEHHEM B HCmbITaHue. KIFoueBbIM KpUTEPHEM BKJIFOUEHUS] B HCCIENOBaHHUE ObLia
JOKYMEHTALUsl 3aMeJIeHUs] 5BaKyalliu COJEP’KUMOIO JKeJyJka MpU CKPUHUHTe. 3amelJieHue
OTIPENeNSIOT KaK MOJIOBHHHOE BpeMs 3Bakyauun coaepskumoro skenyaka (GE ty») > 180 mun
(BepxHsiss rpaHuna 95%-IOBEPUTENLHOTO HHTEpPBaNa I 3JOPOBBIX WHAMBHAYYMOB) JUIS
JBIXaTENIbHOTO TecTa ¢ OKTaHoaToM. llonoBHMHHOE BpeMs 3BakyallUM COAEP>KUMOIO JKelyJKa
ONpeAEeNsAoT KaK OLIEHEHHOE BpeMsi C MHCIIOJNb30BAHMEM KpPUBON 3BakyallMd COAEpP>KUMOTO
JKeJyJiKa, KOr/la CYMTaeTCsl, YTO MPOMU30IIJIa SBaKyals OJOBUHBI COAEPKUMOTO JKEIyAKa.

B nmonymsauuu ¢ HameperneM seuntbes (ITT), Bkimrouaromeli HHIMBUAYYMOB KakK Kak ¢
UIMOTIATUYECKUM, TaK U C IMabeTHYECKUM racTporape3om, 0l HHANBUAYYMOB C IO MEHbLIEH
Mepe KIMHUYeCckH 3HaduMbIM 20% cHikeHueM ot ucxonHoro yposHs GE ti, Ha 7 cyTku Obuia
YHCJIEHHO OoJiee BBHICOKOM BO BCEX IPYMIAX JICUEHHUs BEJyCETParoM Io CPaBHEHHUIO C IJanedo,
nocruras crarucrudeckoit 3Haunmoctu (P=0,002) y nanneHToB, KOTOPBIX JIEUHIIN BEJyCETParoM
30 mr (52% wunpuBuayymoB mpotuB 5% wuHmuBHIyyMOB, 30 Mr Bexycerpara u ranedo,
COOTBeTCTBeHHO). Benycerpar B 10o3e 5 Mr u 15 Mr YHCJIEHHO yBETUYHBAJ OO WHAUBUAYYMOB
¢ 20% cuamwxkenneM GE t, oT ucxogHoro ypoBHsi 10 26% u 20%, COOTBETCTBEHHO, XOTSI HU OJTHO
U3 YBEJIMYEHHH He ObUIO CTATUCTHYECKHM 3HAYHMBIM.

Bsgemennoe (LS) cpenHee 3HaueHue aOCOMIOTHOTO CHMMKEHHSI B MUHYTaX W MPOIIEHTAX
ot ucxoaHoro ypoHst (%) B GE t;, Obuto onucano kak 13 mun (2%) nns mianebo u 35 MuH
(11%), 34 mun (8%) u 52 muH (21%) ana Benycerpara B no3e 5, 15 u 30 Mr, COOTBETCTBEHHO,
YTO SIBJIAE€TCS] KIMHUYECKH 3HAUYHMMBIM H3MEHEHHMEM D5BaKyallud COJEPKUMOTO JKeNyIKa s
IPYII JIeUeHUs BelyceTparoMm, mpuueM ao3a 30 Mr sBJIsleTCsl CTAaTUCTUYECKH 3HAYMMOM.

bonpmmHCTBO HeOnaronpusaTHeIX siBneHud (AE) nmenn wmsrkyro Tsokects. HamOonee
YacThIMU BO3HUKIIUME mocie Hadana jedenus AE (TEAE) Obutn nmapesi, TomHOTa, 00Nb B
JKUBOTE, 3arop, B3AyTHE XKMBOTAa W royioBHas Oonb. bompmmucTBo TEAE coolmanoce mocne
BeJyceTpara B f03€ 5 u 15 Mmr, mpuyem OAuUH WHAUBUAYYM, KOTOPOMY BBOJAMJIM BeNyceTpar B
703€ 5 MI, OTKas3ajics OT y4acTusl B WUCIBITAHUU BCJEACTBHE MATKON Iuapeu, JUCIENCUH U
ToHOTHL. bonpmuHCcTBO AE CcooOmmanuce B Xone JieueHusl BelyceTparoM B ao3ze 5 u 15 wr,
OJTHAKO OHH MOTYT OBbITh CIIEICTBUEM JIECEHCUOMIN3ALINY, CBSI3AHHOI C BBEIEHUEM BellyceTpara

30 Mr, B KOHIIE JICUEHUSI.
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Bce no3bl Benycerpara npuBoauiu k cHuxkeHuro GE ti2 OT HCXOAHOrO YpOBHS B Ipymnax
KaK TuabeTHYecKoro, Tak ¥ MIUOMATHYECKOro racTponapesa. bonpinee CHIKEHHE OT HCXOIHOTO
ypOBHs HAONMIOAanoCch B TOATPYNIE AMAOETHYECKOrO TacTporape3a I0 CPaBHEHHUIO C
NOATPYIION UANOMATHYECKOro racTponapesa (39 muH, 47 MuH, 72 MuH a7 Benycerpara 5, 15 u
30 Mr s moArpynmbsl auadeTHdeckoro racrpomapesa u 26 MuH, 15 MuH u 26 MuH Ui
Benycerpara B o3¢ S5, 15 wu 30 Mr s moarpynmbel UAMONATUYECKOrO racTporapesa,
COOTBETCTBEHHO).

Knunnueckoe wucmbitanue ¢aspl 2a MPOAEMOHCTPUPOBANIO, YTO BEJyCETpar YCKOpPsUI
HBAKYaLHIO CONEPIKUMOrO KeJIyAKa Y WHIUBUAYYMOB C TUAOETUYECKUM WM HUIUOTATHYECKUM
racTponape3oM, U XOpPOLIO MEPEHOCWICA B 3TUX MOMyJsItusx. IlanueHTsl, KOTOpbIM BBOIWIH
no3y Benycerpara 30 Mr, UMesd HauOONBLINIA YPOBEHb 3BaKyallH COIEPKHMOTO JKEIyaKa U
HauMeHbIINN ypoBeHb AE.

2.2 Henvimanue DIGEST 1 u pezynvmamur ucnvimanus

DIGEST 1 mnpencraBmsuio coboit rmodanpHOe 12-HemenbHOE, MHOTOLIEHTPOBOE,
PaHIOMHU3UPOBAHHOE, JBOHHOE Cleroe, IUIanedo-KOHTPOIUPYEeMOe MapauleIbHOE HCTIBITAHNE
¢aspr 2b B 4 rpynmax Ui OLEHKH 3 ypoBHeH no3 Bemycerpara (5 mr, 15 mr u 30 wmr) mo
CPaBHEHHIO C IJ1anedo MpH BBEIEHUH OUH Pa3 B CYTKH B T€UEHHE MPHUOIM3UTENBHO 12 Henenb
y WHOUBUAYYMOB C NHA0ETHYECKUM WM Hauonaruueckum racrpomapesom (GP). Obmas
JJIUTENbHOCTh YYaCTUsl B UCHBITAHUH ISl KaKJOTO 3aBEPLIMBILErO HCHBITAHUE WHIUBUAYyyMa
COCTaBJIsIa MPUOIU3UTENBHO 19 Henesb, BKIIIOYas:

- Ilepuon ckpuHUHTA: BIUIOTh A0 5 HEAEIb, BKJIIOUAs UCXOAHBIN MEPUOJ AJUTEIbHOCTHIO
OJIHY HEJIENIO;

- Ilepuon neuenusi: 12 Henenvy, u

- Habmonenue: 2 Henenu.

WHauBHuayyMOB NMOABEpraiu OLEHKE B XOA€ CKPUHUHIOBOIO MEPUOJA AJsl ONPEAeICHUs
UX TPUTOAHOCTH JUIsI BKJIIOYEHMS B UCHBITAHHE. JTa OIEHKAa BKJIOYala OIpeneiieHne
HECKOJNbKUX mokaszartenedi PRO, Bxirouas OnpoCHUK Uil OLEHKH MALMEHTOM CHMIITOMOB
BEPXHEro OTHeNa KeynodHO-kuiedHoro Tpakta (PAGI-SYM) (MHCTpYMEHT, OCHOBAaHHBIH Ha
BOCIIOMMHAHUSX 3a 2 HEAENH, KOTOPbIN BKJIIOUal MHIEKC OCHOBHBIX CUMITOMOB racTporapesa
[GCSI, obo3nauaemerii kak GCSI-2W B 3Tom ucneitannu| (Gastroparesis: Clinical Evaluation of
drugs for treatment Guidance for Industry - July 2015) u CxpHHUHTOBBIH ONPOCHHUK 00
yIOBJIETBOPEHHOCTHU JIeUYeHUEM, JadopaTtopHoe UCIIBITAHUE Oe3omacHoCTH u
snekrpokapauorpamMmbl (OKI'). MHAMBUAYYMOB Takke IMOIBEPrayid HCIBITAHHIO 3BaKyaldd
COIEPKUMOTO skelyaka (b0 cruHTUTrpadus SBaKyallMu CONEPIKUMOrO JKeNyaKa B TeueHune 4
4aCcOB C MEYEHHbIM TEXHELMEM KOJUIOUJIOM CEpbl [99mTC] [GES], nmubo mpIxaTenbHBIA TECT B
TeueHHue 4 4YacoB BBaKyalMH COACPKUMOrO KEJyaka C 13C—cnI/Ipym/IHoix'I [GEBT] B xoxme
CKPUHHUHIOBOIO MEpUOMa, €CIU TOJbKO HHIWBUAYYM HE HMMeEJ CONOCTaBUMOIO OTBEYAIOILEro
TpeOOBaHWEM HWCHBITAHUA 3BAaKyallUd COMAEPKUMOIO >KENyJKa, IMPOBEISHHOTO B Ipeneax
OJTHOTO rofia OT CKpHHHUHTA. McnbTanne ObUIO 3aIUIaHUPOBAHO TaK, YTOOBI IO MEHbILIEH Mepe

50% BKJIIOYEHHBIX MHIUBUAYYMOB OBIIM KBAJU(DUIMPOBAHBI AJISI BKIIOUEHHS 110 HUCIBITAHHIO
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3BaKyallll COAEP>KMMOIO SKEIyAKa, NPOBEJEHHOMY B XOA€ CKPUHMHIOBOIO MEpPHOJa BMECTO
TOT0, YTOOBI HCXOAUTD U3 HCTOPHUECKOTO TECTA.

Jns kBanmuuUKaMM IS BKJIIOYEHHS] B UCXOIHBIA MEPUOJN WUCIBITAHUA WHIWBHIYYMBI
JOJUKHBI OBITM MMETh: a) COCTaBHOHM Mokasarenb 2 U <5 OaijoB B OTHOIIEHHM TOLIHOTBHI,
B3IyTHs, YyBCTBA IMEPENOJHEHUs IMOCe MpUeMa MUINH U HEeCIOCOOHOCTh K MPUEMY IMHUINU
HopMasibHOTO 0Obema Ha GCSI-2W; b) nmokasatens >3 0ajuioB Ajsi O MEHbIIEH Mepe 2 U3 3THX
4 cumnromoB Ha GCS1-2W mnpu CKpUHHHIE, W C) 3aMeIJICHHAs 3BaKyalus COAEP’KUMOIO
JKENyIKa TIPU ONpEeNeNIeHUH JTUOO MOCPEACTBOM PmTc GES B Teuenue 4 uacos, 6o GEBT.
Ecnun vHauBuayym umen HeyInoBieTBOpuTebHbIe pesynbrarhl judo GES, mubo GEBT npu
CKPUHHUHTE, TOrZa MOT OBbITh MPOBEAEH BTOPOH TECT 3BAKyallUH COAEPIKUMOTO KEIyAKa B XOJe
CKpUHUHTOBOTO mnepuomga ¢ wucnoab3oaHueM GEBT nns BriroyeHuss B UCIHBITaAHUE.
WnpuBunyymaMm, KOTOpbIe OBUIM NPUTOAHBIMHU JUIA JAJbHEWIIEro yYacTHsi B HCIBITAHHH,
NPOBOIIIIN 2 exxenHeBHbIX n3Mepenus: PRO (wkana ouenku ractponapesa [GRS] u exxenneBHas
Bepcust GCSI, obo3Hauaromas HHAEKC OCHOBHBIX CUMIITOMOB racTporapesa - BOCIIOMHHAHUE 32
24 ygaca [GCSI-24H] B 3TOM HCIBITAHUM) HA MPOTSKEHUHU MEPHOAa 7 CYTOK Uil YCTAHOBJICHUS
HCXOJHOIO YPOBHSL.

ITocne ncxogHOTO Mepuona, AauBIIerocst 1 Henemo, TpedoBaoCh, YTOObI HHANBUIYYMBI
UMeJH CPEIHMI ToKa3aTesb 3a 7 cyTok >2.5 u <5 6amioB B coorBerctBuu ¢ GCSI-24H Ha 1
CYTKH Uil TOTO, YTOOBI OHU OBUIM MPUTOAHBIMU ISl BKJIIOUEHHS B HcnbITaHue. [Ipuronssie mis
BKJIFOUEHHUS] B HCIBITAHHE MHAMBHUAYYMBI 3AMOJHSIM ONPOCHUK OLIEHKH MAallMEeHTOM KadecTBa
JKU3HU, CBS3aHHOTO C BEPXHUM OTHEIOM KenynodHo-kumedHoro tpakta (PAGI-QOL) nis
yCTaHOBJIEHHUs] UCXOAHbIX nokasatened QOL na 1 cyTku. 3aTeM MHAMBUAYYMOB pacHpenensiu
ciy4aiiHpIM oOpa3oM B cootnHomenuu 1:1:1:1 nust BBenenus 1 u3 3 ypoBHeEH 103 Benmycerpara
win mianebo; npudeM 00a MCCeNyeMbIX JeKapCTBEHHBIX CPEACTBA BBOIWIIM OUH Pa3 B CYTKH
ABOIMHBIM CJIeNIBIM 00pa30M B T€UEHHUE MPUOTU3UTENbHO 12 Hepnenb.

B xome mepmona sneueHuss WHAMBUIYYMOB WUHCTPYKTHPOBAIM MPUHUMATH | Kamncymy
UCCJIEyeMOr0 JIEKAPCTBEHHOTO CPENCTBA OOWH pa3 B CYTKH MPUOIU3UTENbHO 3a 30 MHUHYT
nepen enol NpUOIM3UTEIBHO B OTHO M TO XK€ BPEMs KaXK10€ YTPO U 3aIUChIBATh BpEMs IpuemMa
JIEKapCTBEHHOTO CPEACTBAa B 3JIEKTPOHHOM nHeBHHUKE. MHmuBunyymsl Takke 3anonnsuiu GCSI-
24H n GRS exenHEeBHO C HCIOJB30BAHHEM 3JIEKTPOHHOIO JHEBHUKA. B yKka3aHHblE MOMEHTbI
BPEMEHM WHIUBUAYYMBI Takxke 3anoiHsuii onpocHUk PAGI-QOL nns ouenku nokasareneit
QOL wu omnpocHuk 00 yIOBJIETBOPEHHOCTH JieueHHeM. Kpome TOro, WHAMBUAYYMBI H
KJIMHULUCTHI 3anoiHsin uHCTpyMeHThl O0muii s¢pdexr nedernns (OTE) m OOmast TsxecTh
ractpormape3a (OGS), 4YTOOBI OHU CHOYXKWIH B KauyecTBE O0a30BbIX HHCTPYMEHTOB ISt
ncuxomeTrpudeckoil ouneHku nokazarens GRS. MuauBuayymel BO3Bpallajuch € LIEHTP
UCTIBITAHUN U1 OLIEHKH 0e30macHOCTH U 3((EKTUBHOCTH, KakK MOAPOOHO OINMHCAHO B CXEMe
METOJIMK UCIIBITAHUS.

ITepBuuHBIMH 3a/1a4aMM UCIIBITAHUS ObLIa OlleHKa d(ekTa Benmycerpara Ha CUMITOMBI
racTpomapesa M 3BaKyalHUIO COAEpKUMOro skenyaka. IIpenmonaranoch, 4To NMPHOIM3UTENIBHO

MOJIOBMHA TAIMEHTOB OyaeT uMeTh auabeTHdyecKuil ractpomapes, a Apyras HOJOBHHA Oyaer
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UMETh UANONATUIECKUN racTporapes.

WHCTPpYMEHT €XeIHEBHOr0 COO0INaeMOro HemocpencTBeHHo nauueHtoMm ucxona (PRO)
ucnoyip3oBaiu st oueHkn cumnromoB GP mo Illkame onenku racrpomapesa (GRS),
pa3paboTaHHOl B cooTBeTcTBUM C TekymmM pykosoactBom PRO FDA. GRS oxsareiBaer
CleAyIOIINe OCHOBHBIE JOMeHbl cumnrtomoB: (1) romHora, (2) psBora, (3) dYyBCTBO
NEepPEenoHEeHUsT B KUBOTE IMOCNE TpueMa MHii/paHHee HacwiieHue, (4) B3nytue, (5) 6oib B
BEpXHEH 4acTH KUBOTA, (0) kenynouHslil pedurokc/nzxora u (7) HapylIeHHUs MEePUCTAIBTUKU
kuneyHnka. Jlomensl cumnromoB GRS moryt ObITh pacnpeneneHbl WM CrPYNIHAPOBAHBI HA
dakrop 1 (4yBCTBO MEpENOSHEHUS] B JKUBOTE, PaHHEE HACBILICHHE, B3MyTHE, OOJb B BEpXHEMH
YaCTH JKUBOTA U U3K0Ta) U (akTop 2 (TOLIHOTA U PBOTA).

Taxke TPOBOAWIM CTAaHOAPTHBIH MOHUTOPHHI O€30MaCHOCTH M TNEPEeHOCHMMOCTH. B
YaCTHOCTH, BeEJyCeTpar HCCIENOBaIM y IMALUEHTOB C HMIMOMATHYECKUM U JHA0ETUYECKUM
ractponape3om 1t oneHKH: (1) apdexra nmepopanpHOro Bemycerpara (S mr, 15 mr u 30 mr) no
CpaBHEHHIO C TuTanedo, BBEIEHHOIO OIMH pa3 B CYTKH Ha MPOTSHKEHUH 12-HenenpbHOro nepuona
JeYeHWsT Ha CHUMITOMBI y TALMEHTOB JHOO ¢ auadeTwyeckuM, MO0 C HIUOMATHYECKUM
ractponape3oM; (2) apdexra nepopansrOro Benycerpara (5 mr, 15 mr u 30 Mr) mo cpaBHEHHIO C
mianed0 Ha JBaKyalMi0 COIEPKUMOro kenmynka, #u (3) 0e30MmacHOCTH MEPOpPabHOTO
Benycerpara (5 mr, 15 mr u 30 Mr) mo CpaBHEHHIO C IDIane00 HAa MPOTSKEHUH JICYSHUS B
TeueHue 12 Henenb.

Bce neOnmarompusitHele  siBieHuss (AE)  omeHumBanmuch  MCCIENOBATENsIMH |
peructpupoBanuck B eCRF, Bkiro4ass narel Hauana W paspelIeHusi, TSKECTb, B3aHMMOCBSI3b C
UCCIIElyEMbIM JIEKAPCTBEHHBI CPEICTBOM, UCXOA U ACHCTBUS, NPEANPUHUMAEMbIE B OTHOIIEHUH
UCCIIEyEeMOTO JIEKAPCTBEHHOTO CPE/ICTBA.

KIIMHUYECKYIO TSDKECTh PErHCTPHPOBAIH M OLIEHHBAIH CJIEAYIOLINM 00pa3oM:

- MATKasi: 3HAHKUE O MPU3HAKE WU CUMIITOME, HO JIeTKasl IEpeHOCUMOCTD;

- yMepeHHas: AUCKOM(OPT, AOCTATOUHBbIA YTOOBI MPEMSATCTBOBATH IMOBCEIHEBHOMN
AKTUBHOCTH,

- Tspxenast: moTepst TPYAOCHIOCOOHOCTH C HECMOCOOHOCTBIO pabOTaTh WM BBINOJHATH
MIOBCEHEBHYIO aKTUBHOCTb.

Bcem nHAMBHAyyMaM MO3BOJISUIH PETYJISIPHO MPUHUMATh HA3HAUYEHHBIE JICKAPCTBEHHBIC
npenapaTel Ui JICYEHHS MPEACYLIECTBYIOIIUX MEIWLIMHCKAX COCTOSIHHHA: WHTUOUTOPBI
MPOTOHHOT'O HACOCa, AaHTaroHUCT ceporonHuHa (5-HT3), apyrue mpoTHBOPBOTHBIE CPENCTBA,
NPOM3BONHBIE OEH30AMA3ENNHA, IPOIYJIbCHBHBIE CPEACTBA, AHTUIIPONYJIbCHBHBIE CPENCTBA,
NPOM3BONHBIE NU(EHIIMETaHa, aHTaroHUCTh Ho-penenTopos.

2.3 Hceneoyemas nonynsayus

Bcero 233 maumenta ciydaiiHbIM 00pa3oM pachpenesuild Ha TPYNIbl JJIsl BBEIEHHS
OIHOH u3 Tpex no3 Bedycerpara (5 mr, 15 mr wim 30 mr) win wianebo, BBOIUMBIX OIUH pas B
cytku (QD) B TeueHwe 12 Hemenb yTpPOM € NMPHEMOM NHUINM WM O€3 HEro, Kak yKa3aHO B
Tabnune 2.

Tabnuua 2. Uccnenyemas nonynsauus
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ITnanebo
(N=59)

VEL 5 mr
(N=59)

VEL 15 mr
(N=57)

VEL 30
Mr

(N=58)

Uroro

(N=233)

PanpomusupoBaHHbIe

UHIUBUAYYMBL, 1 (%)

59 (100,00)

59 (100,0)

57 (100,0)

58 (100,0)

233 (100,0)

HWnnuBunyymel,
PaHIOMU3UPOBAHHbIE U
MOJIBEPTHYThIE
JIEYEHUIO

UCCJIETyeMbIM
JIeKapCTBEHHBIM

cpenctsom, n (%)

59 (100,0)

59 (100,0)

56 (98.2)

58 (100,0)

232 (99,6)

HnauBunyymsl,
PaHAOMU3UPOBAHHBIE,
HO HE€ TOJBEPrHYyTHIC

nedeHuto, n (%)

1(1,8)

1(0,4)

HnauBunyymsl,
KOTOpbIE  3aBEPLINIH
UCCJIENYEMBIM  NEPUOA

neueHust, n (%)

50 (84,7)

49 (83,1)

44 (77.2)

51(87.9)

194 (83.,3)

HNnnusBunyymel,
KOTOPBIE HE 3aBEPIUUIH
UCCJIEYEMBIN  MEepUOA

nedeHust, n (%)

9(15.3)

10 (16.9)

12 (21,1)

7(12,1)

38(16.3)

Hebnaronpusitabie

SABJICHUSA

5(8.5)
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6 (10.5)

4 (6,9)

17 (7.3)

ITorepsiHbl IS

HaOJIFO IeHUs

1(1,7)

1(0,4)

Muenue JIeHaImero

Bpaua

1(1,7)

1(1,8)

1(1,7)

3(1.3)

OTtka3 uHANBUAYYMA

3651

7(11,9)

5(8.8)

1(1,7)

16 (6.9)

IIpoune

0

0

0

1(1,7)

1(0,4)

Tabmuua 3. KiroueBple nemorpadpuieckue U KIMHUYECKNE XapaKTePUCTUKH
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ITnanebo VEL Swmr | VEL 15 mr | VEL 30 mr | HUToro
(N=59) (N=59) (N=53) (N=57) (N=228)
Bospacr, cpennee | 47,0 51,8 50,2 52,2 50,3
3HaueHue (SD) (13,91) (13,29) (14,28) (12,01) (13,46)
ITon (xenckwmit), n (%) | 43 (72,9) 46 (78.0) 42 (79,2) 48 (84,2) 179 (78.5)
Paca (6enas), n (%) 53(89.8) 52 (88,1) 44 (83,0) 52 (91,2) 201 (88,2)
BMI, cpenHee
28,9 (6,80) | 29,9 (6,27) | 30,3(5,52) | 28,9(5,26) | 29,5 (6,00)
3HaueHue (SD)
Tun racTporapesa
(mnabermueckuii), n | 32(54,2) 30(50,8) 29 (54,7) 26 (45,6) 117 (51,3)
(%)
3anepxkka GES B
TeueHne 4  yacos, | 32,8 28,5 38,7 29,7 32,5
cpenHee 3HaueHue | (20,68) (17,93) (21,27 (14,59) (19,17)
(SD)
YpoBeHb HbAlc
(nuabernkm), cpemuee | 7.7 (1,47) 6.9 (1,25) 7,4 (1,57) 6.9 (1,30) 7,3 (1,43)
3HaueHue (SD)
Hcxonnbiii
exxeHenenbHbli  GCSI
3,0 (0,40) 3,1(0,54) 3,1(0,48) 3,3(0,59) 3,1(0,51)
24H, cpenHee
3HaveHue (SD)
Hcxonnbiii
€KEHEeeNIbHbIN
2,7(0,53) | 2,8(0,52) | 2,7(0,50) | 2,9(0,54) | 2,7(0,52)
daktop 1, cpennee
3Hauenue (SD)
UcxomnHbrii 1,6 (0,54) | 1,6 (0,69 | 1,6(0,70) | 1,7(0,66) | 1,6 (0,65)
€KEHEeeJIbHbIN
daktop 2, cpenHee
3Hauenue (SD)

HawuBbicuire mokasaTeian UCXOAHBIX CHMITOMOB MMEJIH YyBCTBO MEPENONHEHHUs MOCe
npueMa MUINK/paHHee HACBILICHHE U B3AYTHE CO CPEIHUMH MOKa3aTesiMU B uanaszone 3,6-3,7
6amna. Ilomonenka(y) TOIIHOTHI W/WJIKM PBOTHI MMEJa HAUMEHBILIVIO TSDKECTh CO CPEIHUM
3HaueHreM ot 1,7 mo 2,1 6amna. GCSI-24H He nimen momoueHku Oonm, kak ucxomHbiii PRO,

npencrasisiBini codoit GCSI Ha ocHOBaHMM BOCIIOMMHAHUN B T€UEHUE 2 HENEJb, HE BKIIIOUA
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GRS co cpeganm (SD) nokazarenem 3,3 (0,96) 6anna.

Tabmuua 4. Ucxonnsie nokaszarenu cumntoMoB st GCSI-24 u GRS PRO (nmonynsnus

ITT)
I'pynma HcxonHblii mokasaTenb GCSI GRS
ITT OGwmii mokasaTenb |, CpemHee
3.10.51)  2,7(0.52)/1,6 (0,65)
(n=228) 3HaueHue (SD)
TOLHHOTa/pBOTaZ, cpenHee
1,.9(0,97)  2,5(0,83)/0,7(0,72)
3Havenue (SD)
UyBCTBO MeEpEnoHEHUsI /paHHee
HachbllleHue, cpenHee 3Hauenwe 3,7 (0,59) 3,2(0,55)
(SD)
Bsnytue, cpenHee 3HaueHue
3,7(0,81) 2,9(0,72)
(SD)
bonp B BepxHeil 4acTH KUBOTA - 2,7(0,77)
H3xkora - 2,2(0,92)
Huaberndecknit  OOmuii mokaszarenb, CpeaHee
3,1(0,51) 2,7(0,51)/1,7(0,67)
(n=117) 3HaveHue (SD)
TowsoTa/PBoTa’, cpenHee
2,1(0,96)  2,5(0,80)/0,9 (0,78)
3HaveHue (SD)
UyBCTBO mepenosHeHus/paHHee
HachllleHue, cpenHee 3Hadenue 3,6 (0,57) 3,1(0,55)
(SD)
B3nytue, cpeanee 3HaueHue
3,7(0,73) 2,8 (0,67)
(SD)
Bonb B BepxHel 4acTH JKMBOTA - 2,6 (0,76)
Hs:xora - 2,3(0,87)
Wnuonatuyeckuii  OO0mmuii  mokaszatenb, CpeaHee
3,1(0,51) 2,8(0,54)/1,5(0,61)
(n=111) 3Hauenue (SD)
TownoTa/PBoTa’, cpenHee
1,8(0,96)  2,5(0,86)/0,6 (0,61)
3Hauenue (SD)
UyBCTBO NepernoIHEeHUs/paHHee
HacblllleHue, cpenHee 3Hauenue 3.8 (0,59) 3,3(0,54)
(SD)
B3nytue, cpeanee 3Hauenue 3,7 (0,89) 2,9 (0,78)
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bounb B BepxHElH 4acTH KUBOTA -

U3xora

1 . .
ooumii mokaszarens ansi GRS  mpencraBnsier coboit mokazarenbs s (pakropa

1/mokazatens amns paxkropa 2

2,7(0,79)
2,2(0.97)

2.4 H3menenus cumnmomosg 6 coomsemcmeuu ¢ obwyeii oyenxoit GCSI-24H

OO01IyI0 OLIEHKY MCTIOB30BAIH [Tt TOTO, 4T0OBI orieHuTh PRO GCSI, KOTOpBIi BKIIFOYAI
CpenHee 3HA4YEHWE IJIsi 3 CPeOHUX 3HAYEHWH OIEHKH IOMEHOB CHMNTOMOB. LS-cpennee

3Hauenune oOmero mokazarenst GCSI-24H u u3MeHeHHs OT HMCXOAHOTO YpPOBHS O0OOIIEHHO

NpEeACTaBJICHbI B TaOHLIE 5.

Tabmuua 5. OO0oOwEeHne CpPeaHEeB3BEIIEHHOTO CPENHEro HM3MEHEHUs] OTHOCHUTENBHO

UCXOIHOTO YPOBHS U mianedo s exxeHenenbHoro odmiero nokasarens GCSI-24H (rpynmna st

aganusa ITT)

IMnanebo VEL 5 mr VEL 15 mr VEL 30 mr

(N=59) (N=59) (N=53) (N=57)
Wsmenenne Ha 4 Henene obmero mokasaressi GCSI-24H ot ucxonHOro ypoBHs
LS-cpennee 3Hauenue (SE) -1,1 (0,13) -1,5 (0,13) -1,2 (0,14) -1,0 (0,13)
LS-cpennee otnnuue (SE) - -0.4 (0,18) -0,1 (0,19) 0,1 (0,19)
95% CI nna LS-cpemsero | - -0,75,-0,03 | -0,48, 0,27 -0,29 (0,45)
OTIINYHA
3HaueHue p MpOTUB IuIaLedo - 0,0327 0,5758 0,6743
3HaueHWe p C TIONPaBKOH | - 0,0980 0,6743 0,6743
Xox0Oepra npotus mianedo
Usmenenne Ha 8 Henene obmero nokasarens GCSI-24 oT HCXOMHOTO YPOBHS
LS-cpennee 3nauenue (SE) -1,3 (0,14) -1,6 (0,14) -1,3 (0,15) -1,3 (0,14)
LS-cpennee ommnuue (SE) - -0,3 (0,20) -0,1 (0,21) -0,0 (0,20)
95% CI nna LS-cpemsero | - -0,71, 0,07 -0,48, 0,34 -0,43, 0,37
OTIINYUA
3HaueHue p MPOTUB TUIaLEedo - 0,1067 0,7323 0,8948
Hsmenenne Ha 12 Henene obmero nokazarens GCSI-24 ot ucXoaHOTO YPOBHS
LS-cpennee 3nauenue (SE) -1.4 (0,15) -1,7 (0,15) -1,4 (0,16) -1,5(0,15)
LS-cpennee otuuue (SE) - -0,3 (0,21) -0,0 (0,22) -0,1 (0,22)
95% CI nna LS-cpemnero | - -0,73, 0,10 -0,44, 0,42 -0,49, 0,36
OTIINYHA
3HaueHue p MpOTUB IuI1aedo - 0,1331 0,9676 0,7683

OOpatHbiii oTBeT Ha 103y Habmomaercst B oduiem nokasarene GCSI-24H Ha 4 Henene,
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rae Oonee BbICOKHE 3(PQEKTH! JIeUeHNsT HAOMIONANINUCh B TPYIIE J03bI 5 MI' IO CPABHEHHUIO C
rpynnamMua go3bl 15 mr u 30 mr. Benycerpar 5 Mr mnpOaeMOHCTPUPOBajl HOMHHAJIBHO
CTaTUCTHYECKH 3HAYUMBIE OTJIMYUS (CHIDKEHHS], O3HAYAIOLINE YIYUIIEeHHUs) B O0IIeM roKa3aTene
GCSI-24H na 4 uepene, cocraBiromue -0,4 6amna (95%CI: -0,75, -0,03, -0,03; p=0,0327) no
cpaBHeHH0 ¢ tianebo s rpymmel g aHanmza ITT. Tlocne BHeceHMs MONpaBKH Ha
MHOKECTBEHHOCTb He HaOJIOJaU cTaTUCTUUeckoil 3Haummoctu nocie 4 Henemu anst GCSI-
24H. TenneHUMs B OTHOLICHUH YJIYYIIEHHUS CHMITOMOB BO BCEX TIpYIax, BKJIOYas Ianedo,
npopopKanach mociae 4 HemeNu M CTa0MIM3UpOBasiaCh, HaYMHAs C 6-8 He#enw W OO KOHL@A
neyennss Ha 12 Henmene. SIBHOe paszimuue OOLIEro MokasaTesis CUMITOMOB HaOIOAAIoOCh B
IpyIme 5 Mr BeJyceTpara OTHOCUTENBHO 2 0ojiee BBICOKUX 03 M TPYIIBI ianedo BIUIOTH 10
nosiHbIX 12 Henenb nedenus (¢ur. 1).

IlepBoHauanbHbIl aHamu3 3-(pakTOpHOH Mozenu ObBUT OCHOBaH HAa 3 JIOMEHAX:
tomHoTa/pBoTa (Q1: TomHoTa, Q2: pBOTHBIE MO3BIBBL, (Q3: PBOTA), UYBCTBO INEPETIOJIHEHUS B
JKUBOTE TIOCJIE TIpUeMa MUInK/panHee HackieHne (Q4: 4yBCTBO NepenoHeHus kenyaka, Q5S: He
CHOCOOHOCTh 3aKOHYMUTH NMPHEM MHIOH HOPMAJIBHOrO pasmepa, QO6: 4yBCTBO Ype3BbIMANHOTO
nepenonHenus, Q7: moreps ammerura) U B3AyTHe (Q8: B3gyTHE M Q9 OWyLIEHNE YBENTUYECHUS
JKEITyIKA).

OnenuBanu KakXAbIl HMHIUBUAyaJNbHBIH gaoMeH. He HaOmonmanoce NPU3HAKOB
TaXU(PUITAKCHN UIH YMEHbIIEHUs 3(QPeKTOB Ha MPOTSHKEHUH JieueHns B TeueHne 12 Henenb. Ha
¢ur.2-8 mpencraBieHbl  Pe3yJbTAThl, AeMOHCTpUpyoomue 3(PPeKTUBHOCTb  BBEIEHHS
BeJlyceTpara TNPOTUB IUIaned00 B OTHOLIEHWH CHIDKEHHS M CMATYEHUs CHMIITOMOB,
ACCOLIMMPOBAHHBIX C racTPOMape3oM, B COOTBETCTBHH ¢ oOmum mnokasarenem GCSI-24H. LS-
CpeHUE OTIMYUS B KaXIOH MOATPyINIE BBIYUCIAIOT HAa OCHOBE CMELIAHHOW MOJENIU C
HOBTOPSIIOLIMMUCS M3MEHEHHMSMH C M3MEHEHHEM exXeHenelabHoro obmero nokasarens GCSI-
24H oT uCXOQHOro yPOBHS B KaYECTBE 3aBUCUMOM MEPEMEHHOM, JIeYeHUeM, THIIOM TacTporapesa
(nnabeTuveckuii MPOTUB UAMOMATUYECKOr0), BpemeHeM TectrpoBaHusi GE (perpocnekTHBHOE
NPOTHB MPOCTIEKTUBHOTrO), o0mumM mnokaszareneM GCSI 24H Ha MCXOZHOM YPOBHE, BPEMEHEM,
NepEMEHHON MOArpyNIbl, 3((GEKTOM B3aMMOAEHCTBHS IS JICUEHHUS B 3aBUCUMOCTH OT BPEMEHH,
obmum nokazateneM GCSI 24H Ha MCXOTHOM ypOBHE B 3aBHCUMOCTH OT BPEMEHH, JICUCHHEM B
3aBUCUMOCTU OT IEPEMEHHON MOATPYMIbI U JIEUYEHHUEM C T€UeHHEM BPEMEHU B 3aBHCHMOCTHU
NePEMEHHON MOATPYIIbl B KadecTBe (hukcupoBaHHOrO 3¢ ¢dekra, ciaydaiiHbiM 3pdexkTom y
UHAMBUIyYMa B JaHHOM PETHOHE, C UCIIOJIb30BaHUEM HECTPYKTYPHUPOBAHHON KOBapHALlMOHHOM
cTpykrypbl. Jlist aHanmu3a moxarpynm ucxomgHoro ypoHs GCSI, ucxomHslil o0muil mokasarenb
24H 3ameHsM UCXOMHOM KateropuainbHol nepemenHon GCSI.

Ha ¢ur.9-16 npencrasneHbl pe3yjbTaTbl BBENEHHUS BeJyceTpara MpoTHB Iulanedo B
OTHOLIEHUU CHIKEHHMs] U CMATYEHUS CHMIITOMOB, ACCOLIMMPOBAHHBIX C TacTpOIape3oM, B
COOTBETCTBUM C OTHOLIEHHWEM IIAHCOB [JIs1 TNAI[MeHTOB, OTBETUBLIMX HA JIEUEHUE, B
coorBerctBul ¢ GCSI-24H. OTu pesynbraTel AEMOHCTPUPYIOT 3((EKTUBHOCTb BBEIEHHS
Benycerpara. IlonpasymeBaercs, 4TO MALUEHT, OTBETUBIINI HA JICUEHUE, UMEET CHUXKEHHE OT

HCXOMHOTO YPOBHS, COCTaBJIsiFOIee MO MeHbIuel mepe 1 Oamn. OTHOIIEHUS IAHCOB B KaXKIOM
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NOATPYIIIC BBIMMUCIAKT, UCXOOA U3 JIOTUCTUYECKOH CMEIIaHHOM MOACIN C MOBTOPAOLIUMUCH

U3MEPEHUsIMH  C  HCIOJb30BaHWEM OWHOMHANIBHOTO PACHpefesieHHs C  OTBEYAIOL[UMHU
nanueHTamu (na/ver) B exeHenedbHoOW oOmeid onenke GCSI-24H B kauecTBe 3aBUCHMOIA
NEPEMEHHOM, JIeYeHHeM, THUIIOM racrpomnapesa (auabeTndeckuil NMpPOTHUB HIUONATHYECKOrO),
BpemMeHeM TectupoBaHusi GE  (peTpocrekTMBHOE TNPOTHB MNPOCHEKTHBHOrO),  OOLIMM
nokasareneM GCSI 24H Ha mcxomHOM ypoOBHE, BpeMeHeM, NepeMeHHOW noarpymni, 3¢dexTom
B3aUMOJIEHCTBUS ISl JICUEHUS] B 3aBUCUMOCTH OT BpeMeHH, oOmuM nokaszarenem GCSI 24H nHa
UCXOHOM YPOBHE B 3aBUCHUMOCTH OT BPEMEHH, JIEYEHHEM B 3aBUCHMOCTH OT MEPEMEHHOM
MOATPYIIIBI, BPEMEHEM B 3aBUCUMOCTH OT MEPEMEHHON MOATPYIIbI U MEPEMEHHOH JICYSHHUS B
3aBHCUMOCTH OT BPEMEHM U 3aBUCUMOCTH OT TIEPEMEHHOW TMOATPYNIbI B Ka4eCTBE
bukcupoBaHHoro sddekra, ciaydaiiHoro 3¢dexkra B BUAe UHAUBUAYYMa B 00JacTH, H
UCTIOJIb30BAHUEM aBTOPETPECCHOHHOW KOBAPUALIMOHHON CTPYKTypbl. Jlis aHanmm3a MOATpPYII
GCSI Ha HMCXOMHOM YPOBHE, MCXONIHBIM OOImMi mokazarenb 24H 3aMeHSIOT Ha HMCXOIHYIO
kareropuaibHyro nepemennyro GCSI. HomuuanpHOe 3HaueHHe p COOOIMAIOT Oe3 BHECEHWs
TIOTIPABKH HA MHOKECTBEHHOCTb.

2.4a Dpghexmusnocms enycempara 6 paziuuHsIX CYymMOYHbIX O03UPOBKAX Y NAYUEHMOE C
uoHoOnamu4eCKuM 1 OuademuyecKum 3a601e6anuem no CPAGHEHUIO ¢ niayebo

B Tabnuiax 6 u 7 mpeacTaBiieHO CpeNHEB3BEIICHHOE CPEeHEe U3MEHEHHE OT UCXOIHOTO
ypoBHs u 1uanebo Ha 4, 8 um 14 Hemensx obwmero nokazarens GCSI-24 B moarpynme
UIMOTIATUYECKOT0 3a00NIeBaHNs U 1Ma0EeTHIECKOro 3a00IeBaHMS.

Tabmuma 6. OOoOmeHue CpenHeB3BEIIEHHOTO CPEeNHEero M3MEHEHHS OT HCXOTHOIO
ypoBHA U 1anedo exkeHexenbHoro ooOmero mnokazarens GCSI-24H y manueHTOB €

HANOIIAaTUYCCKUM 3a00JiIeBaHUEM

ITnauebo VEL 5 mr VEL 15 mr VEL 30 mr
(N=28) (N=29) (N=24) (N=31)
4 Henens
LS-cpennee 3nauenue (SE) -0,9 (0,19) -1,5(0,18) -1,2 (0,20) -1,0 (0,18)
LS-cpennee otmmuue (SE) - -0,6 (0,26) -0,3 (0,28) -0,1 (0,26)
95% Cl gma  LS-cpemnero
- -1,08 -0,05 -0,82 0,27 -0,59 0,45
OTJINUUSA
3Hauenue P npotus muanedo - 0,0319 0,3254 0,7910
8 Henmens
LS-cpennee 3nauenue (SE) -1,0 (0,21) -1,6 (0,20) -1,5(0,22) -1,3 0,20)
LS-cpennee ommnuue (SE) - -0,6 (0,28) -0.,4 (0,30) -0,2 (0,29)
95% ClI gnma  LS-cpemnero
- -1,11 0,01 -1,00 0,19 -0,78 0,35
OTJINUUSA
3Hauenue P npotus muanedo - 0,0546 0,1784 0,4556

12 Henemns



ITnanebo VEL 5 mr VEL 15 mr VEL 30 mr

(N=28) (N=29) (N=24) (N=31)
LS-cpennee 3nauenue (SE) -1,1(0,22) -1,7 (0,21) -1,5(0,24) -1,3 (0,21)
LS-cpennee otnuuue (SE) - -0,6 (0,30) -0,4 (0,32) -0,2 (0,30)
95% CI pmna  LS-cpemnero

- -1,19 0,00 -1,02 0,25 -0,79 0,41
OTJIHNYHSI
3Hauenue P npotuB muanedo - 0,0503 0,2292 0,5266
14 "Henens
LS-cpennee 3nauenue (SE) -1,0 (0,21) -1,4 (0,21) -1,2 (0,23) -1,0 (0,20)
LS-cpennee ormnuue (SE) - -0,4 (0,30) -0,1 (0,31) 0,0 (0,29)
95% Cl gnma  LS-cpemnero

- -1,01 0,15 -0,76 0,47 -0,59 0,57
OTJIIHNYHS
3Hauenue P npotus muanebo - 0,1488 0,6381 0,9833

Tabmuua 7. OOoOmeHne CpemHEB3BEIIEHHOIO CPEOHEr0 W3MEHEHHs OT HCXOTHOTO

YPOBHS U Tutanebo exenenenpHoro odmero nokaszarens GCSI-24H y nanuenToB u quadeTom

ITmanebo  VEL 5 mr VEL 15 mr VEL 30 mr
(N=31) (N=30) (N=29) (N=26)
4 Henemns
LS-cpennee 3nauenue (SE) -1,3(0,18) -1,5(0,18) -1,2 (0,18) -1,0 (0,19)
LS-cpennee ornuune (SE) - -0,2 (0,25) 0,1 (0,25) 0,2 (0,26)
95% CI npna LS-cpennero
- -0,71 0,28 -0,44 0,56 -0,29 0,74
OTIINYUS
3Hauenue P nporuB mianebo - 0,3926 0,8013 0,3851
8 Henmens
LS-cpennee 3nauenue (SE) -1,5(0,20) -1,6 (0,19) -1,2 (0,20) -1,3 (0,21)
LS-cpennee otnuune (SE) - -0,1 (0,27) 0,3 (0,28) 0,2 (0,28)
95% Cl nna LS-cpennero
- -0,63 0,45 -0,29 0,82 -0,40 0,72
OTJINY S
3nauenue P nporus mnanebo - 0,7429 0,3412 0,5741
12 Henens
LS-cpennee 3nauenue (SE) -1,7(0,21) -1,7(0,21) -1,3 (0,22) -1,6 (0,22)
LS-cpennee ornnune (SE) - -0,0 (0,29) 0.4 (0,30) 0.1 (0,30)
95% Cl nna LS-cpennero
- -0,62 0,54 -0,22 0,96 -0,53 0,66
OTJINYHUS
3nauenue P nporus mianebo - 0,8940 0,2202 0,8309
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ITnae6o  VEL 5 mr VEL 15 mr VEL 30 mr
(N=31) (N=30) (N=29) (N=26)
14 nenens
LS-cpennee 3nauenue (SE) -1,6 (0,20) -1,7 (0,20) -1,1 (0,22) -1,7 (0,22)
LS-cpennee ornuuue (SE) - -0,2 (0,29) 0.4 (0,30) -0,1 (0,30)
95% CI npna LS-cpennero
- -0,75 0,38 -0,14 1,02 -0,69 0.48
OTJITHYUS
3Hauenue P nporus mianebo - 0,5219 0,1369 0,7236

2.5 llcuxomempuueckasn oyenxa GCSI-24H

W3 232 uHauBHIyyMOB, KOTOpbIe MO ObITh oueHeHbl it aHamm3a GCSI-24H, 2
WHIMBUAYYMA HMENIH OTCYTCTBYIOIIME IaHHbIE W OBUIM MCKIFOYEHbI M3 aHaiu3a. Takum
00pa3oM, BCEro B aHaJIM3 ObUIO BKIIFOYEHO 230 HHANBUIYYMOB.

IlepBoHauanbHbI aHamM3 3-(pakTOpHOH Mozenu OBUT OCHOBaH HAa 3 JIOMEHAx:
TOIIIHOTa/pBOTA

(O1: TommoTta, 02: pBOTHBIE MO3bIBB, 03: pBOTA), YYBCTBO MEPENOJHEHUS B JKUBOTE
nocje npuema numu/paHHee HaceimeHne (04: dYyBCTBO mepenoyiHeHus kenmynka, 05:
HECIOCOOHOCTh 3aKOHYMTh MPHUEM IHIIH HOPMAJIBHOrO pasmepa, 06: 4yBCTBO UPE3MEPHOTO
nepenonHenus, 07: morepss anmerura) u B3aytue (08: B3gyrme u 09: 4yBCTBO yBENHUEHHUS
Kenyaka). 3-pakTopHas MOAENb HMeNa IJIOXYK CTaTHCTUKY AamnmpOKCHMALMU W BKIIOYaia
cpenHekBanpaTudeckyro oumuoky anmpoxkcumarun (RMSEA) = 0,150, cpaBHUTENbHBIN HHIEKC
anmpoxcumanun (CFI)/HenopmupoBansbiii naaekc anmnpoxcumanuu (NNFI) = 0,844/0,767, u
CTaHIAPTH30BAHHBIA CpPEIHEKBAIPATUUECKYI0 OCTaTouHyk mnorpemHocts (SRMR) = 0,098.
OnHako 5Ta CTAaTUCTHKA AaNMPOKCHMALMK 3HAYMTENBHO yIydlnanach Mpu I00aBIeHUU
ocrato4HbIXx koppemsiuuii 05 ¢ 06 u 05 ¢ 07 (RMSEA=0,071; CFI/NNFI=0,968/0,948; SRMR
0,069) (Tabmuua 8).

Tabnuna 8. Ananmu3 GCSI-24H ¢ ucnosbp3oBaHueM 3-(pakTOpHON Moaenu
RMSEA 90% Cl
GCSI: 3-¢paxropHbrit 0,844 | 0,767 | 0,098 | 0,150 | 0,127-0,174

GCSIL  3-¢axropsbii:  ocratounas | 0,968 | 0,948 | 0,069 | 0,071 | 0,043-0,099

koppemsiist Q5 He  cmocobeH

3aKOHUYUTH NpueM nuiu ¢ Q6 4yBCTBO

Ype3MepHOro nepenoaHeHus;, Q5

Coxpamennbie obosnaueHust: CFl, wuHpekc cpaBHuTenbHON anmpokcumanmm;, Cl,
noseputenbHbiii uHTepBas; GCSI-24H, wuHIEKC OCHOBHBIX CHUMIOTOMOB racTtpornapesa -
BocioMuHaHus 3a 24 yaca, NNFI, HeHopMupoBaHHbIl uMHAekc anmpokcumainuu, RMSEA,
CpelHeKBagpaThyecKass MorpemHocTs amnmpokcumanuy, SRMR, cranpgapTuznpoBaHHast
CPEIHEKBAAPATUYECKAsT OCTATOYHAS IIOTPELIHOCTb.

JlocToBepHOCTh O0OIIeH OLEHKH Uisi 3 (PAaKTOPOB OLIGHUBAIM C HCIIOJIb30BAHUEM 3
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criocoboB: OudakTopHas Monmenb, MOAeTb 0oJiee BBICOKOTO TMOPSAKAa U C HCIOJIb30BAHUEM
JIOMEHHBIX IOKa3aTeliell B Ka4yecTBE SIBHBIX IEPEMEHHBIX M JIATEHTHOH OOIed OLEeHKU B
KaueCTBE €JUMHON HE3aBUCUMOM JIATEHTHON MEPEMEHHOM.

budaxropHas Monenb He MOANABANACH BBIMUCIEHHIO, C OLIMOKAMH, AJST KOTOPBIX
YKa3bIBAJIOCh, YTO CTAHAAPTHbIE OLIMOKM OLEHOK MOJAETbHBIX NapaMeTPOB HE MOTYT ObITh
BBIUUCJICHBI.

Monens Oosee BBICOKOTO MOpPSIIKA TAKXKe HE BBIUUCIIACH 0€3 KOHBEPreHLMH Jaxe C
utepanusamu mmpu 200000.

Hakonen, oneHuBaiu KaKAbli M3 WHAMBUAYAJIbHBIX JTOMEHOB caMux mo cebe. Bce u3
STHUX MOJYYEHHBIX KOHEYHBIX MOJIeJIell TOMEHOB XOPOLIO alPOKCUMHPOBAIIUCE.

B Tabmuue 9 mpuBeneHo o00OIIEHHE CTATUCTHKH ANMPOKCHMALUH IS KaXIOH U3
mozeneii Ha ypoBHe noMeHoB. CTaTHCTHKa aNMpPOKCHUMALUU JJIsl TOIIHOTBHI/PBOTHI ObLIa
cnenyroieii: RMSEA = <0,001 u CFI/NNFI=1000. Koppensuus ans Q2 pBOTHBIX MO3bIBOB U
Q3 pBotel B 3TOM gomeHe cocrtaBisia 0,920, BenmeacTBue NPaKTUYECKH HMIACATBHOU
annpOKCUMALMH MOJIETIM U BBICOKOM KOppeNsALUH MeXAy 3THUMH 2 MOJIOXKEHUSMH, IPYTYIO
MOIyJb OLICHWBAJIH B OTHOLIEHWH JOMEHA TOIIHOTBY/PBOTBHI NyTeM AO00aBIEHHsSI YyBCTBA
NEePENOHEeHUS B JKUBOTE IOCIE NpHUeMa MUINK/PAaHHETO0 HACBHILEHHsI, H 3TO JEMOHCTPHUPOBAJIO
HAJUJISKAIIYIO alpoKCUMAIHio. UyBCTBO MEPENoNHEHNs B )KUBOTE TIOCTIE MPHEeMa MUIIK/paHHee
HACBILIEHNE MMENHU XOPOIIYIK aNMpOKCHUMALMI0 IOCJe BKIOYEHHs] OCTaTOUYHON KOPPEeJSLUM.
ITockonbKy OLlEHEHHBbIE Monenu KoHpupmaropHoro ¢akropHoro anammsza (CFA) ¢ Tompko 2
NOJIOXKEHUSIMU Ha JOMEH ObUIN 3aTPyIHEHBI, B3AYTHE U YyYBCTBO MEPETIONHEHNS B )KUBOTE ITOCTIE
npueMa IUINW/paHHEe HACBIIIEHWe OLEHMBAJIM B €AMHOM MOJENU JUIsl JOCTHIKEHHS
JOTIOJTHUTEIBbHON MOLHOCTHU AOMOJHUTENbHBIX MOMOKEHUN.

Tabnuua 9. Craructuka annpokcumauuu GCSI-24H CFA nist Ka:xinoro 1omMeHa

Monenb CFI NNFI SRMR RMSEA RMSEA
90% Cl1

Tomnora/pBoTa 1,000 1,000 <0,001 <0,001  <0,001-
<0,001

TomrHoTa/pBOTA c gyscTtBOM (0,977 0,959 0,060 0,068 0,029-0,106
NEPENOJIHEHUsT B JKUBOTE IOCTE

npueMa MULIH/pPaHHEee HAChIEHHE:

OCTaTOYHast KOppeJsiLus Q4

YyBCTBO MEPENOJHEHUs KeNyaKa C

Q6 4yBCTBOM YpPE3MEPHOTO

NepPENOTHEHUS

UysctBo mepenosHeHus B >kuBore 1,000 1,015 0,003 <0,001 0,000-0,126
nocJie npuema  numu/Pannee

HaCBhIIICHUE! OCTaTO4YHasA
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xoppemsauuss ¢ Q4  4yBCTBOM
nepenonHeHus okenyaka ¢ Q6
qyBCTBOM YPE3MEPHOTO
NepenoHEeHUs

UyscTBo mepenonnenus B xusore 0,984 0,959 0,044 0,087 0,038-0,139
nocie  npueMa  I[UIu/paHHee
HACBIL[EHUE U B3AyTHE. OCTaTOYHAsI
xkoppemsiist Q5 HECHOCOOHOCTH
3aKOHYHTh mpueM numu ¢ Q7
norepeil ammeruta;, Q4 UyBCTBO
nepenonHeHus okenygka ¢ Q6
YyBCTBOM YPEe3MEPHOTO

MEPENOTHEHUS

Coxpamennbie obo3nHaueHusi: CFI, wHnekc cpasHuTenbHOR anmpokcumarmm, CI,
noseputenbHbiii uHTepBas; GCSI-24H, wuHIEKC OCHOBHBIX CHUMIOTOMOB racTtpornapesa -
BocnioMuHaHus 3a 24 uaca, NNFI, HeHopMupoBaHHbII uHAekc annpokcumanuu, RMSE,
CpelHeKBagpaTUyecKass MorpemHocTs ammpokcumanuy, SRMR, cranpgaptusnpoBaHHast
CpeIHEKBapaTUIECKasi OCTATOYHAs! MOTPELIHOCTb.

2.6 H3menenue cumnmomos 6 coomeemcmeuu ¢ obwyeti oyenxoii GRS-24H

MOMEHT BpeMeHHU OLIEHKU MEPBUYHOIO pe3yJjbTaTa INpeaCcTaBlsil coOON 4 Henmemro, a
aHaJWU3 4YyBCTBUTEJIBHOCTU NpoBOAMAU HAa 8 u 12 Henmemsx. Bropuunele pesynbrartbl Ha 12
Hezese ObUT BBIOPAHBI AJIs1 OLIEHKU cOXpaHeHus 3 exTa JeueHus: u/uim Tax uuiIakCum.

ITpodune oOpaTHOro orBera Ha 103y HAOMOJANM Uil BCEX 3 03 BeilyceTpara H
exxenHeBHoro PRO cumnTomoB, rae no3a S5 Mr mpoaeMOHCTpupoBaja Oonbinee U Oojiee
YCTOHYMBOE YJyYIIEHHE CHUMITOMOB OTHOCHTEJBHO NIBYX OoOJjiee BBICOKHX J03. DTO SIBJISIETCS
HEOXKMIAHHBIM, VYHTBbIBasi OTBET HAa 03y, HAOJNIOAaeMblii B OTHOIIEHHUH 3BaKyal[UH
COIEPKUMOIO JKeNyJKa, KOTopas sBISAETCS LEHTPaJbHbIM IPU3HAKOM, OIpPENesSIFOIINM
ractpornapes.

Jlo3bl BenyceTpara 5 Mr npoAeMOHCTPUPOBAIN CTATUCTHUECKU HOMHUHAJIBHO 3HaYUMbIE
otnuuwmst obmero nokasaresnst GRS Ha 4 Henene, cocrasisromue -0,4 6amna (95% CI10,71, -0,07;
p=0,0159) no cpaBuenuro ¢ mianebo mist nonyssinuu ITT co cxomubM 3¢ dekToM JeueHus: u
HOMHHAJIbHOM CTATUCTHYECKON 3HAUMMOCTBIO Ha 12 Henene (koHel siedeHus ) (Tabmuma 10).

OTU HU3MEHEHUs] CUMIITOMOB B Cllyyae A03bl BejqyceTpara S5 sIBJISIFOTCS 3aMETHBIMU Ha
yYpOBHE TAIMEeHTa U COOTBETCTBYIOT M3MEHEHHUI0 Oojiee yeM Ha 1-1,5 Oannma ypoBHS TspKeCcTH
CHUMITOMOB OT TSDKEJIBIX CUMIITOMOB JIO YMEPEHHBIX CUMIITOMOB, OT YMEPEHHBIX CUMIITOMOB IO
MSITKHX.

Tabmuna 10. O6o0menne LS-cpenHero n3sMeHeHus: OTHOCUTEIBHO UCXOIHOTO YPOBHA U

mianebo exxenenenpHoro odmmero nokaszarens GRS (nmonyssiust ITT)
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ITnane6o Benycerpar Benycerpar Benycerpar
(N=59) S5mr(N=59) 15wmr(N=53) 30 mr (N=57)
Hsmenenne Ha 4 Hepene OT ucxogHoro oduero nmokaszarens GRS 24H
LS-cpennee 3nauenue (SE)  -0,9 (0,12) -1,3 (0,11) -1,1 (0,12) -0,8 (0,12)
LS-cpennee ornuune (SE) -0,4 (0,16) -0,2 (0,17) 0,0 (0,17)
95% CI npna LS-cpennero -0,71, -0,07 -0,58, 0,08 -0,28, 0,37
OTJITHYUS
3Hauenue P nporuB muanedo 0,0159 0,1354 0,7981
Hsmenenune Ha 8 Hepene OoT ucxoaHoro odmero nmokazarens GRS 24H
LS-cpennee snauenue (SE)  -1,1(0,13) -1,4 (0,13) -1,2 (0,14) -1,1 (0,13)
LS-cpennee otnuune (SE) -0,3 (0,18) -0,1 (0,19) -0,1 (0,19)
95% CI pna LS-cpennero -0,65, 0,06 -0,49, 0,25 -0,44, 0,29
OTJIINYUA
3Hauenue P nporus muanebo 0,1054 0,5221 0,6927
Hsmenenne Ha 12 Henene ot ucxonHoro obmmero nokasarens GRS 24H
LS-cpennee 3nauenue (SE)  -1,1(0,13) -1,5 (0,13) -1,3 (0,14) -1,3 (0,13)
LS-cpennee ornuune (SE) -0,4 (0,18) -0,2 (0,19) -0,1 (0,19)
95% CI npna LS-cpennero -0,74, -0,01 -0,54, 0,21 -0,49, 0,26
OTIINYHA
3nauyenue P nporus mianedo 0,0427 0,3896 0,5344

SBHOEe oTimume obmiero mokasarens cumnToMoB GRS HaOmomaercst B ciydae 1O3bI
BeJIyceTpara 5 Mr OTHOCHUTENIBHO ABYX OoJiee BBICOKHMX 103 U IUIaned0 Ha MPOTSHKEHHH MOJTHBIX
12 nenmenv nosupoanusi (¢ur.17). Ha nporsokeHnn 12 Hemenb IO3UPOBaHUST HAOJFOIAETCSI
OTCYTCTBHE TPHU3HAKOB Taxuduuakcuu wiud cHwkeHus oS¢dekra. Kak u  oxmpmanocs,
MPOUCXOIUIIO YAYUIIEHUE MOKa3aTesi CUMITOMOB Ha 13 u 14 Hepensx, korga MHAWBUAYYMbI
3aBEPLIMIIH TEPAITHIO.

Ha ¢wur.18-25 wumrocTpupyroTcst pe3ysbTaThl, AeMOHCTpupyromue 3¢pdekTuBHOCTD
BBEJICHUS BellyceTpara MpOTHB IJIaned0 B OTHOLIEHWH CHUKEHUS, OCNAOJNEHHs U CMATYEHUS,
o0JierueHusi, JIeUeHUs] CHMIITOMOB, aCCOLMHUPOBAHHBIX C TacTPONape3oM, B COOTBETCTBHH C
obmuMm nokasarenem GRS. LS-cpennne oTinuums B KaKIOH MOATPYIIE BEIYUCISIOT HA OCHOBE
CMEILIaHHON MOJENH C MOBTOPSIFOIIUMUCS H3MEHEHUSIMU C I3MEHEHHEM €KEHEIEIbHOTO 00IIero
nokasarenst GRS OT UCXOMHOTO YPOBHS B Ka4eCTBE 3aBUCHMON MEPEMEHHOH, JIEYEHUEM, THIIOM
ractponape3a (AnabeTUYeCKHi NPOTHB HAMONATUYECKOro), BpeMeHeM TectupoBaHusi GE
(peTpocCrneKkTHBHOE MPOTUB MPOCHEKTUBHOrO), o0muM noka3aresieM GRS Ha MCXOMHOM ypOBHE,
BpEMEHEM, MepEeMEeHHOIN MOoArpynmbl, 3Pp¢GEeKTOM B3aUMONEHCTBHS ISl JIEUEHHUsI B 3aBUCUMOCTH
oT BpeMeHH, oOummM mokaszareneM GRS Ha HMCXOIHOM ypoOBHE B 3aBUCHMOCTH OT BPEMEHH,

JICHCHUEM B 3aBUCHUMOCTU OT TUIla TaCTpOmmape€3a U JICUHCHUEM C TCUCHUEM BpPEMCHU B
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3aBHCHMOCTH OT TMEPEMEHHOW MOATPYMIbI B KadecTBe (PUKCUPOBAHHOTO 3¢ dekTa, CiydailHbIM
3¢ ¢dexkToM y WHAMBHAYyMa B JAHHOM pErHOHE, C HCIOJb30BAHMEM HECTPYKTYPHUPOBAHHOU
KOBapHALIMOHHON CTPYKTYPBL

2.7 llcuxomempuueckas oyenxka GRS

Bcero 232 uHnuBuayyMoB UCHoNb30Banu i ncuxomerpudeckoit onenkun GRS. Iocne
IIPOBENEHHS NEPBOHAYATIBHON NMCUXOMETPUYECKON OLEHKU 4 MOJOKEHUS YOAJIUIN U3 OLEHKU
GRS, u npyroe nonokeHue nepemMernagi U3 OAHOrO JOMeHa B npyroi. JlomeH 3amopa yaanuiu
BCJIeACTBHE MpoOeM uHTepnperanun. [locaenyommii ncuxoMeTpuuecKuii anaan3 ooecrneunBal
OIHOMEPHYIO M HAJIJICXKAIIYIO allpOKCUMALUIO TSl OCTalbHbIX 6 noMeHOB GRS.

dakrop 1 GRS (takke cymmapHblii mMokazaTenb 1) BKIIOYAT JOMEHBI YYBCTBA
NePENOTHEHUS/PAHHETO HACBILIEHHs, B3MyTHs, OO B BEPXHEH YaCTH JKUBOTA U U3XKOTH, B TO
Bpemsi kak ¢akrop 2 GRS (takke cymmapHbIl MoOka3aTeNb 2) BKIKOYA JOMEHBI TOIIHOTHI U
pBoThL IlcMxomerpuyeckne MaHHbBIE MOJOKEHUH U MaciuTaba Ha MCXOJHOM YPOBHE IMOKAa3aly,
9TO He TpedyeTcs ChernuaibHOe B3BEIIMBAHUE MOJIOKEHUH. lIcmxomerpuyeckune RaHHbIE Ha
YPOBHE MOJOXKEHUH M Macirada Ha MCXOAHOM YPOBHE INOKa3ald 3HAYUTENbHBIE TaHHBIE IS
BCEX JIOMEHOB JOMEHbl M CYMMAapHBIX IOKa3aTeJeld 3a HCKIOYEHHEM HECKOJIbKO Oolee
BBICOKOI'O 4Ye€M O)KMJAJOCh PaBEHCTBA JJIsl MOKasaTelNls Bapualuil sl 1oMeHa pBOTHI. [lomeH
YyBCTBA NMEPENOTHEHUS/PAHHETO HACBIIIEHUSI NMeJT HU3KYIO0 HaJeKHOCTh TECT-TIOBTOPHBIN TECT,
KOTOpast MOKET OBITh XapaKTEPHOM Il CUMIITOMA.

ITocne mncuxomerpuueckoir oueHkn GRS o6oOmanu ¢ ucmonb3oBaHHMEM JABYX
CYMMapHBIX TIOKa3aTeJiel: CyMMapHbIN mMmoka3artenb | coderam B cebe JIOMEHBI YyBCTBa
NEePENOIHEeHUS/PAHHETO HACBIIEHUs], B3AyTUs, OONM B BEPXHEH 4YacTH XMBOTA U H3XKOTH, U
CYMMapHBI NOKa3aTesb 2 COUeTall B CeJie JOMEHbI TOIIHOTHI U PBOTHI. bosee Bbicokue 3¢ exTo
HaOIOJAINCh B CYMMAapHOH OLleHKe 1 OTHOCHTENBPHO CYMMAapHOH OLIEHKH 2, KaK OTMe4asloch
AN VMHIUBHAYAJIbHBIX JOMEHOB CHMIITOMOB, IZie TOIIHOTA M pPBOTa OBUIM HanMEHee
U3MEHSEMbIMH JIOMEHaMH CHMIITOMOB IPHU JICUEHHH BEIyCETParoM, B XOTS AJI OTUX JBYX
CUMIITOMOB OTMEYaJIaCh TEHICHLUS K YJIYULICHUIO.

Hns cymmapHoro mokaszarenss | Ha 4 Henmene BengyceTpar S Mr NmpOAEMOHCTPUPOBAJ
crarucTudecku 3Haunmoe LS cpennee ommumuue -0,4 6amna (95% CI:-0,72, -0,08; p=0,0143) no
cpaBHeHHIO ¢ rranedo it BeIOOpkW mis aHanm3a ITT; uncnoBoit sddext coxpansics Ha 12
Henene (konen Tepanun) (-0,4 6amna 95% CIL:- 0,75, 0,01; p=0,0536) (Tabnuma 11).

Jlis cymMMapHOro Tokasatens 2 HaONOMainch YUCIOBBIE TeHIEHIUU ¢ LS-cpemHum
ornmuuneM -0,2 6amna (95% CI: -0,43, 0,03; p=0,0841) Ha 12 Henese Mo cpaBHEHUIO C IIanedo
(Tabmuma 9).

OTH U3MEHEeHHsI CHMIITOMOB B Cllydae Bejycerpara 5 Mr ObUTH 3aMETHBIMH Ha YPOBHE
WHIMBUAYYMOB M COOTBETCTBOBAJIM U3MEHEHMIO OT MCXOAHOTO YpoBHs Oosee uem 1-1,5 Oanna
OT HCXOAHOTO YpOBHSA OOIed Harpy3Kd CHUMOTOMAMH OT TSDKENbIX CHMIOTOMOB [0
YMEPEHHBIX/MATKUX CUMIITOMOB, MJIH OT YMEPEHHBIX 10 MSATKUX/OTCYTCTBHSI CHMITOMOB.

Tabmuua 11. O6o6menne LS-cpennero m3MeHeHUss OT MCXOIHOTO YPOBHS M IIanedbo

exxeHenenbHOro GRS cornmacno cymmapromy nokasaremno 1 (monyssiuus ITT)
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ITnanebo Benycerpar Benycerpar Benycerpar
(N=59) S5mr(N=59) 15mr(N=53) 30 mr(N=57)
Nsmenenue Ha 4 Henene gaxropa 1 PRO GRS ot ncxonnoro ypoBss
LS-cpennee 3nauenue (SE) -0,9 (0,12) -1,3 (0,11) -1,1 (0,12) -0,8 (0,12)
LS-cpennee ornuune (SE) -0,4 (0,16) -0,2 (0,17) 0,0 (0,17)
95% ClI nna LS-cpennero -0,72, -0,08 -0,58, 0,08 -0,28, 0,37
OTJINYUSA
3Hauenue P nporuB muanedo 0,0143 0,0827 0,8599
Usmenenne Ha 8 Henene gaxropa 1 PRO GRS ot ucxonHoro ypoBHs
LS-cpennee 3nauenue (SE) -1,1 (0,13) -1,4 (0,13) -1,2 (0,14) -1,1 (0,13)
LS-cpennee otnuune (SE) -0,3 (0,18) -0,1 (0,19) -0,1 (0,18)
95% Cl nna LS-cpennero -0,69, 0,03 -0,55, 0,19 -0,46, 0,27
OTIIMYUS
3Hauenue P nporus muanebo 0,0684 0,4350 0,6191
Wsmenenne Ha 12 Henene ¢pakropa 1 PRO GRS or ncxogHoro ypoBHs
LS-cpennee 3nauenue (SE) -1,1 (0,14) -1,5 (0,13) -1,3 (0,15) -1,2 (0,14)
LS-cpennee ornuune (SE) -0,4 (0,19) -0,2 (0,2) -0,1 (0,2)
95% ClI nna LS-cpennero -0,75, -0,01 -0,61, 0,18 -0,47, 0,30
OTIIMYUS
3nauyenue P nporus mianedo 0,0536 0,2920 0,6637

Tabnmuua 12. O606menne LS-cpenHero usMeHeHUss OT UCXOMHOTO YPOBHS M Iianedo

exxeHenenbHOro GRS B oTHomenun cymmaproro nokasatens 2 (monyssiaus ITT)
IInaue6o  Benycerpar 5 mr Benycerpar 15 Benycerpar 30

(N=59) (N=59) mr (N=53) mr (N=57)
Usmenenne Ha 4 wvenene gaxropa 2 PRO GRS ot ucxonHoro ypoBHs
LS-cpennee 3nauenue (SE) -0,7 (0,09) 0.8 (0,08) -0,7 (0,09) -0,6 (0,09)
LS-cpennee otnuune (SE) -0,1 (0,12) -0,0 (0,12) 0,1(0,12)
95% Cl pns LS-cpennero -0,38, -0,09 -0,26, 0,23 -0,19, 0,29
OTIIMYUS
3Hauenue P nporus muanebo 0,0143 0,0827 0,8599
Usmenenne Ha 8 Henene gaxropa 2 PRO GRS ot ncxonHoro ypoBss
LS-cpennee 3nauenue (SE) -0,8 (0,09) -0,9 (0,09) -0,8 (0,10) -0,8 (0,09)
LS-cpennee ornuune (SE) -0,1 (0,13) -0,0 (0,13) -0,0 (0,13)
95% Cl pnsa LS-cpennero -0,69, 0,03 -0,55, 0,19 -0,46, 0,27

OTJIUYHA
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IInane6o  Bemycerpar 5 mr Bemycerpar 15 Benycerpar 30

(N=59) (N=59) mr (N=53) mr (N=57)

3Hauenue P nporus muanedo 0,3705 0,9095 0,9507
Wsmenenne Ha 12 wenene ¢paxkropa 1 PRO GRS or ucxonnoro yposss

LS-cpenunee 3nauenue (SE) -0,8 (0,08) -1,0(0,08) -0,9 (0,09) -1,0 (0,08)
LS-cpennee ornuune (SE) -0,2 (0,12) -0,1(0,12) -0,2 (0,12)
95% Cl npna LS-cpemnero -0,43, -0,03 -0,03, 0,18 -0,40, 0,070
OTJIUYHUS
3Hauenue P nporus muanedo 0,0841 0,6118 0,1638

SBHOe oTnuume cymmapHoro mnokazarens | GRS u cymmapnoro moxazarens 2 GRS
HaOJFO1aliM B Clly4yae TPYIIIBI BEIyceTpara S Mr OTHOCUTENBHO OoJiee BBICOKHMX 1103 U muianedo
Ha MPOTSDKEHUH MOJHBIX 12 Hexenb nedeHus. He HaOmonanoch mpu3sHaKoB TaxU(UIAKCUN HITH
cHkeHHss 5¢dexta Ha mnporTsvkeHMH 12 Hemenb JsedeHus. [lpoumcxommno HeOounblnoe
MOBBIICHUE TOKAa3aTeNss CUMNTOMOB Ha 13 u 14 Hemensax, KOrnja MHAMBUAYYMBI 3aBeplIAIH
Teparnuo.

2.8 H3menenue omoenvnsix 0OMEHO8 CUMNIMOMOS

IIpp paccMOTpeHMM CHMITOMOB 4Yepe3 WHAWBHMIyaJbHblE JOMEHBl CHMIITOMOB
BeJIyCeTpar 5 Mr MpUBOIMII K YIYUIISHUIO Kakaoro nomena cumnroma GRS (cm. ¢ur.26-28).

Ha ¢wur.26-28 nponumrocTpupoBaHbl pe3yibTaThl, JeMOHCTpUpyomue 3pQPeKkTHBHOCTD
BBEJICHUS BeJlyceTpara NpoTUB IUaled0 B OTHOIIEHUH CHIKEHHS M CMSATYEHHs] CHMIITOMOB,
aCCOLIMMPOBAHHBIX C TacTPONape3OM B COOTBETCTBUM C MokaszateneMm nopoueHku GRS. LS-
CpelHUe OTJIMYMS BBIUUCISIOT Ha OCHOBE MOJENN CMELIAHHOTO >(deKkTa ¢ M3MEHEHHEM OT
UCXOHOTO YPOBHS eXeHenenbHOro odOmero mokasarens GRS B kauectBe 3aBHCHMOM
NIEPEMEHHOM, JIeYeHUEeM, THUIIOM racrpomnapes3a (nuabeTuvyecKkuil MPOTHUB HIUOMATHUECKOTO),
BpemeHeM TectupoBaHusi GE  (ucTtopuueckoe MPOTHB MPOCHEKTHBHOIO), HCXOIHBIM
NoKas3arejeM MOAOLEHKH, BpeMeHeM, 3(h(eKkToM B3anMONENCTBHs JCUSHHUsT B 3aBHCUMOCTU OT
BPEMEHM, HCXOAHBIM YpPOBHEM C HCIONb30BAHUEM HECTPYKTYPHPOBAHHON KOBapHAL[MOHHOM
CTPYKTYPBL

Kak nokazano Ha ¢ur.26-28, TomHoTa U pPBOTA UMENTM HAMMEHBIIHH UCXOIHBIH YPOBEHb
U, TaKUM 00pa3oM, MMeNnH HauMeHbInue 3(PQeKTsl JeUeHHs, XOTs CYLIECTBYeT TEHACHLUS K
YIIYYLIEHUIO 00OUX TOMEHOB CHMIITOMOB.

Nsmenenne obmero nokasatens GRS B mepByro ouepens odecnednBaioch NU3MEHEHUSIMU
ZOMEHOB YyBCTBa MEPETIOIHEHHUS MOCIIe MTpHeMa MUK/ PAHHETO HACBILIEHUs], B3AYTHA U OOJIH B
BEpPXHEH 4acTH KMBOTA, TPU JOMEHA CHUMITOMOB, AJisl KOTOPBIX BEJIyCeTpar BEPOSTHO HUMEIN
IPsIMOM MEXAaHU3M 4epe3 KOMILIEKC penentopos 5-HT4. M3menenne oT uCXOQHOrO ypOBHSI AJIs1
IPyImel 1036l 5 Mr HAONMIOAANOCh B MpeAeNax MEepBONW HEAENN W NMPOAOJUKANO IMOBBIIATHCS
crabunmm3anuu Ha 0-8 Hemensx, Kak MpaBWjo, N0 12 Hemenu, SIBIISIOLICHCS 3aBepLICHHEM
Tepanuu Ans Kaxzaoro cumnroMa. OIHUM HEOXKMIOAHHBIM HCXOAOM ObLT 3¢ ekt mo3sl 5 mr

BEJIyC€Tpara Ha CHHXCHUC Bncuepaanoi/'I runmnepuyCTBUTCIIbHOCTH, Ha6J'I}0I[aeMbII‘/'I qepe3
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3HAYUTENbHOE CHIKEHNE 00NN B BEpXHEH YacTH JKHBOTA.

VYydineHnne cUMOTOMOB HAaOJIFOAANOCh HE3aBHCHMO OT IMOATPYII HIUONATHYECKOTO U
nuabernyeckoro 3adonesanus (pur.26-27). bonee BbICOKOE M3MEHEHHE OTHOCHTENBHO IUTanedo
HAaOMIOJANOCh B TPYINE MAMONATHYECKOrO 3a00J€BaHUs, XOTs 3TO OTJIMYUE IIOJHOCTBIO
o0ecrieunBaJoCh OTJIMYMEM B OTBETE Ha Ianebo Mexny AByMs mnoarpynmamu. LS-cpennee
M3MEHEHHEe OT UCXOIHOTO YPOBHS JUIsl BesyceTpara 5 mMr coctasisiio 1,3 Oamna ans nuabeTHkoB
u 1,3 Gamna fist MHAMBUAYYMOB C WAMOMATUYECKUM 3a00JIeBAaHNEM, XOTS 3THX I'PYIIIBI HMEJIN
Pa3IUYHOE U3MEHEHHE OTHOCHUTENIbHO Miaredo, npuyeM y quabeTHKOB MPOUCXOAMIO CHUKEHUE
CHUMITOMOB, coctaBuBliee 1,0 Oasa, U y MHAUBUAYYMOB C UAMONMATHYECKUM 3a00JIEBAHHEM OHO
cocrasuio 0,8 Oaa.

Habmonamice Heckonbko Oojiee BbICOKHE 3(dexTsl NieueHust y WHIUBUAYYMOB B
COOTBETCTBUH C UCXONHBIM nokazatesneM GCSI, XOoTs oTauuust SBIAIOTCS HEOOIBITUMH U MOTYT
OBITH OTHECEHBI K HAJIWYHIO OOJBINEro MOTEHLHANa JUIsi W3MEHEHHs BBUAY OOJie€ BBICOKHX
UCXOnHBIX mokasateneil. [Ipu paccmorpernn odmiero m3menenust GRS depes nmpusmy TspkecTH
5BAKyallUd CONEPKUMOIO KeNyIAKa, NPUBEACHHYH Ha (ur.23 kak MsArkas, yMepeHHas Hu
TsDKenasi, Ooniee BBICOKMI OTBET HAONIONAeTCss y WHAWBUAYYMOB C 0ojee TSKEeITbIMU
CHUMIITOMaMH, XOTsI BBIOOPKH ObUTH MaJICHbKHMHU.

Kpome Ttoro, cpaBHenue cumntomMoB GRS Ha 4 u 12 Hepensax ans MHAMBHUIYYMOB,
KOTOPBIM BBOJWJIM BEIyCeTpar 5 Mr, NpOAEMOHCTPUPOBAJIO yJydllEeHUE Kak Ha 4, Tak u Ha 12
HelleNnsaX y WHAMBUAYYMOB Mokaszarens noaoueHku GRS ana Benycerpara OTHOCHTENBHO
maneto.

Hanpreiimmii ananu3 ¢akropoB 1 u 2 GRS nemoncrpupyer, uro npousouuio 16% u
20%, COOTBETCTBEHHO, YBEJIMYEHHE OJarONPUSITHBIX MOKa3aTejeld MO CPaBHEHMIO ¢ Iuianebo
(cm. Tabnuny 13).

Tabmuna 13. CpaBuenue dpakropos 1 u 2 GRS ¢ mranedo

[Tnare6o Benycerpar 5 mr Otnnune
®daxrop 1 GRS 37% 53% 16%
®axtop 2 GRS 33% 53% 20%

@axtop 1: UyBCTBO MepernoHEeHNs], paHHEEe HACBIIIIEHHE, B3NyTHEe, OOJIb B BEPXHEN 4acTu
JKABOTA U U3XKO0ra

®axrop 2: TomwHOTa U pBOTA

2.9 Cymmapnuiii nokasamens 1 015 RONYaAYUY ¢ OUAdemuyecKum 2acmponape3om

CymmapHbiil mnokasarenb | OLEHMBaNuM B TIPyIIEe MalHUeHTOB, CTPaJaroLINX
Ia0eTHYECKNM racTponape3om. PesynbraTsl npuBeneHs! B Tadnuue 14.

Tabmuna 14, CymMmapHbii mokasatens | g HOOOyJSIOUH ¢ O(UA0ETHUYECKUM

racTpomnape3omMm

IInanebo  Bemycerpar Benycerpar Benycerpar

(N=31) S5mr(N=30) 15mr(N=29) 30 mr (N=26)

Wsmenenne Ha 4 Henene oT ucxoaHoro yposus akxropa 1 New PRO GRS
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Inanebo  Bemycerpar Benycerpar Benycerpar

(N=31) S5mr(N=30) 15mr(N=29) 30 mr (N=26)

LS-cpennee 3nauenue (SE) -0,9 (0,16) -1,2(0,16) -1,2 (0,16) -0,8 (0,17)
LS-cpennee ornuune (SE) -0,3 (0,22) -0,2 (0,23) 0,1 (0,23)
95% CI nmna LS-cpennero -0,72, 0,16 -0,66 , 0,23 -0,36, 0,55
OTIIHYHSI
3Hauenue P nporuB muanedo 0,2156 0,3506 0,6876
Hsmenenue Ha 8 Henene oT ucxomHoro yposHs paktopa 1 New PRO GRS
LS-cpennee 3nauenue (SE) -1,2(0,18) -1,4(0,18) -1,2 (0,19) -1,2 (0,19)
LS-cpennee otnuune (SE) -0,2 (0,25) 0,0 (0,26) 0,0 (0,26)
95% Cl nmna LS-cpemnero -0,70, 0,28 -0,50, 0,51 -0,50, 0,52
OTJTHYHS
3Hauenue P nporus muanebo 0,3959 0,9828 0,9803
Nsmenenne Ha 12 Henene ot ucxonHoro yposHs ¢akropa 1 New PRO GRS
LS-cpennee 3nauenue (SE) -1,3(0,19) -1,5(0,19) -1,3 (0,20) -1,3 (0,20)
LS-cpennee ornnune (SE) -0,2 (0,27) 0,0 (0,27) -0,1 (0,27)
95% Cl nmna LS-cpenmnero -0,77, 0,27 -0,53, 0,54 -0,60, 0,49
OTJITHYHS
3Hauenue P nporus muanedo 0,3502 0,9868 0,8451

CyiiecTByer sSIBHOE pa3jM4yMe MEXIy BelyceTparoM 5 Mr u miaunedo Ui MOArpPYIIbI
A1abeTUUeCKOro racTpomnapesa.

2.10 Cymmapnvii nokazamens 2 05t RONYAAYUU € OUAOEMUYECKUM 2ACMPONAPe30M

CymmapHbIii 1oOKa3zaTeidb 2 OLEHHUBAIM B TIPYIIe [alMEeHTOB, CTPAJArOIINX
nuabeTUYecKuM ractponape3omM. Pe3ynbrarel npeacraBieHbl B Tabmuie 15.

Tabmuma 15, CyvmMmapHbiii mokasaTenb 2 JUid  HOOYJSIMUM ¢ JUA0ETUYECKUM

racTpomnape3omMm

IMnane6o  Benycerpar Benycerpar Benycerpar

(N=31)  5mr(N=30) 15 wmr (N=29) 30 mr (N=26)

H3menenne Ha 4 Henelne OT UCXoaHOro ypoBHs (aktopa 2 New PRO GRS

LS-cpennee 3nauenue (SE) -0,8 (0,12) -0.8 (0,12) -0,7 (0,12) -0,6 (0,13)
LS-cpennee otnuune (SE) -0,0 (0,16) 0,1(0,17) 0.1(0,17)
95% Cl nmna  LS-cpemnero -0,35, 0,30 -0,20, 0,46 -0,19, 0,48
OTJITHYHS

3Hauenue P nporus muanedo 0,8984 0,4267 0,3901

Wsmenenne Ha 8 Henerne oT ucxomHoro yposus (akxropa 2 New PRO GRS
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IMnane6o  Bemycerpar Benycerpar Benycerpar

(N=31)  5mr(N=30) 15 wmr (N=29) 30 mr (N=26)

LS-cpennee 3nauenue (SE) -0,9 (0,13) -0.9(0,12) -0,6 (0,13) -0,8 (0,13)
LS-cpennee ornuune (SE) 0,0 (0,18) 0,3 (0,18) 0,1(0,18)
95% Cl npna  LS-cpemnero -0,32, 0,37 -0,08, 0,63 -0,26, 0,46
OTIIHYHSI
3Hauenue P nporuB muanedo 0,8907 0,1314 0,5879
Usmenenne Ha 12 Henese oT ucxoaHoro yposHs ¢akropa 2 New PRO GRS
LS-cpennee 3nauenue (SE) -0,9 (0,12) -1,0(0,11) -0,8 (0,12) -1,1 (0,12)
LS-cpennee otnuune (SE) -0,1 (0,16) 0,1(0,17) -0,2 (0,17)
95% CI nmna LS-cpemnero -0,46, 0,18 -0,19, 0,47 -0,51, 0,15
OTJTHYHS
3Hauenue P nporus muanebo 0,3959 0,3934 0,2828

Tonpko rpymma 5 Mr BedyceTpara NPOJEMOHCTPUpPOBAaia CXOAHbIE TEHACHLMU IO
cpaBHeHHMIO ¢ tuianedo; rpynmsl 15 mMr m 30 Mr Bemycerpara NpOAEMOHCTPUPOBAIH 3P EKT
OTCYTCTBHSI YXYALIEHUS [0 CPABHEHUIO € I1anedo.

2.11 Cymmapnurii nokazamens 1 015 nonyaayut UOUONAMUYECKO20 2acmponapesa

CymMmapHbIii mNokaszaTenab | OLEHMBaJM B TIpyINNe MalMEeHTOB, CTPafarolInX
UIMOTIATUYECKUM racTponape3oM. PesynbraTel npeacrasieHs! B Tabuure 16.

Tabmuma 16. CymmapHblii  mokazaTenb 1 A TOMNYJSILUA — UAHOMATHYECKOTO

racrpormnapesa

ITnanebo  Benycerpar Benycerpar Benycerpar
(N=28) 5mr(N=29) 15mr(N=24) 30 wmr (N=31)

Hsmenenue Ha 4 Henelne OT ucxoaHoro yposHs aktopa 1 New PRO GRS

LS-cpennee 3nauenue (SE) -0,8(0,17) -1,3(0,16) -1,2 (0,18) -0,8 (0,16)
LS-cpennee otnuune (SE) -0,5 (0,23) -0,4 (0,25) -0,0 (0,23)
95% Cl nmna LS-cpennero -0,98, -0,06 -0,86, 0,12 -0,50, 0,43
OTJTHYHS

3Hauenue P nporu muanedo 0,0265 0,1335 0,8819

Hsmenenne Ha 8 Henene oT ucxomHoro yposHs (akropa 1 New PRO GRS

LS-cpennee 3nauenue (SE) -0,9 (0,19) -1.4(0,18) -1,3 (0,20) -1,1 (0,18)
LS-cpennee ornmune (SE) -0,4 (0,26) -0,4 (0,28) -0,2 (0,26)
95% Cl nmna LS-cpenmuero -0,96, 0,06 -0,91, 0,18 -0,71, 0,33
OTJITHYHS

3Hauenue P nporus mianedo 0,0863 0,1916 0,4696

Hsmenenne Ha 12 Henene ot ucxonHoro ypoBHs ¢akropa 1 New PRO GRS
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Inanebo  Bemycerpar Benycerpar Benycerpar
(N=28) S5mr(N=29) 15mr(N=24) 30 mr (N=31)
LS-cpennee 3nauenue (SE) -1,0 (0,20) -1,5(0,19) -1,4 (0,22) -1,1(0,19)
LS-cpennee ornuune (SE) -0,5 (0,28) -0,4 (0,29) -0,1 (0,28)
95% CI nma  LS-cpemnero -1,04, 0,05 -1,00, 0,15 -0,66, 0,43
OTIIHYHSI
3Hauenue P nporuB muanedo 0,0741 0,1462 0,6751

B mporuBononoxkHocTh aHamuzy ITT auaberwueckoil MOATPYIIIBL

KaK rpynmna

Bejgycerpara S5 MI, Tak M rIpynma Bejaycerpara 15 Mr npoaeMOHCTPUPOBAIN CXOAHYIO
3¢ (eKTUBHOCTb, B TO BpeMs KaK TOJBKO J103a 5 MI' IpPOIeMOHCTpupoBana 3((HEeKTUBHOCTS,
Oonpiyro yeM y rtanebo, B moarpymnme I'TT u qnabeTnueckix manueHToB.

2.12 Cymmapnvrii nokazamens 2 015t RORYAAYUU UOUONAMUYECKO20 2acmponapesa

CymmapHbIii  TOKa3zaTedb 2 OIEHMBAJUM B TPYIIE MANHEHTOB, CTPAJAOIINX
UINOMATHYECKUM racTpornape3oM. Pe3ynbraTsl npeacTaBieHsl B Tad e 17.

Tabmuma 17 CymmapHblii  TOKasaTelb 2 sl TONYJSIUAA  MAUOMATUYECKOTO
ractpomnapesa

ITnane6o  Bemycerpar Benycerpar Benycerpar
(N=28) S5mr(N=29) 15mr(N=24) 30 wmr (N=31)

Usmenenne Ha 4 Henelne OT ucxoaHoro yposus dakropa 2 New PRO GRS
LS-cpennee 3nauenue (SE) -0,6 (0,12) -0,9(0,12) -0,8 (0,13) -0,7 (0,12)
LS-cpennee ornuune (SE) -0,3 (0,17) -0,2 (0,18) -0,0 (0,17)
95% Cl ngna LS-cpemuero -0,61, 0,07 -0,53, 0,20 -0,38, 0,30
OTJINYUSA
3Hauenue P nporuB muanedo 0,1195 0,3698 0,7987

Hsmenenne Ha 8 Henene oT ucxomHoro yposHs paktopa 1 New PRO GRS
LS-cpennee 3nauenue (SE) -0,7 (0,13) -0,9(0,13) -0,9 (0,14) -0,8 (0,13)
LS-cpennee otnuune (SE) -0,3 (0,18) -0,2 (0,19) -0,1 (0,18)
95% Cl nmna LS-cpemnero -0,61, 0,11 -0,62, 0,14 -0,47 ,0,24
OTJTUYHS
3Hauenue P nporus muanebo 0,1710 0,2079 0,5286

Wsmenenne Ha 12 Henene ot ucxonHoro ypoBHs ¢akropa 1 New PRO GRS
LS-cpennee 3nauenue (SE) -0,7 (0,12) -1,0(0,12) -1,0 (0,13) -0,9 (0,12)
LS-cpennee ornuune (SE) -0,3 (0,17) -0,3 (0,18) -0,2 (0,17)
95% Cl nmna LS-cpemHero -0,60, 0,06 -- -0,62, 0,08 -0,48, 0,18
OTJIUYHUS
3Hauenue P nporus muanedo 0,1138 0,1333 0,3671
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JUist TpymnIel UAMOMATUYECKOrO TracTporape3a He MPOUCXOAMIIO CHIDKeHHs 3ddexra ¢
TE€YEHHEM BPEMEHH M OTCYTCTBOBAJIM MpPHU3HAKM TaxU(pUIAKCUH B TeueHHe 12 Henenb
JO3UPOBAHUS.

VYnydimeHnue CyMMapHOTo mokasarenst | U CyMMapHOro mokasarens 2 HaOmonanu Ha 4
Hernesne HezaBUCHMO oT noxarpymnm. CylecTBoBana TeHAEHLUs K Oojee BbICOKOMY 3ddexTy mo
Mepe yBeNuYeHus TsDKeCTH 3aboseBaHusi. bombimuii  >ddext jeueHus HaOmomanu vy
VHIVBHAYYMOB ¢ OoJjiee BBICOKMM HCXOAHBIM oOmuM mnokaszatenem GCSI (>3; cumnromsl ot
YMEPEHHBIX 10 OY€Hb TSDKENBIX) MO CPABHEHHIO ¢ MHAMBUAYYMaMH ¢ 00Jiee HU3KHM HCXOIHBIM
obmuMm mokazarenem GCSI (<3; oT OTCYTCTBHS CHMIOTOMOB IO MATKHUX cuMmnTomoB). [lpu
pPacCMOTPEHUH W3MEHEHHUsI CYMMAapHOTO TIOKa3aTess, MCXOAs W3 TSKECTH 3aMeIJICHUs
HBAKyallUd CONEPKUMOTO JKedynaka (MsArkas, yMepeHHas W Tsbkenas), HaOmomancs Oosee
BBICOKHI OTBET B OTHOLICHWU TSDKECTH Yy WHAMBUAYYMOB C 3ameriieHueM. He moxer ObITh
CHIETIAHO 3aKJIFOYEHHUH B OTHOIIEHHUH PA3JIMYMHA MEXKAY MYKYMHAMH M KCHIIUHAMH, TTOCKOJIbKY
KOJINYE€CTBO MY>KYHH B UCCIEIOBAHUN ObLIO HEOONBIINM

B mHIMBHUAyaNbHBIX CHMITOMAX, YUUTBIBAs HEOOJbINNE pa3Mephbl BEIOOPOK, HAOIOIaIH
OT HOMHUHAJIbHON He3HauuTeNnbHOH 3HauuMocTH (<0,10) no cratuctuueckoit 3aaunmoctH (<0,05)
IUI. HECKOJIBKUX W3 MOATPYII CyMMapHOro rnokasatens 1. CxomgHble TEHASHLUH HAaOJIONAINCh
Ha 12 Henene (¢ur.26-35).

3.0 Pesynemamur ananuza omeeyaomux nayuenmoes

OtBeuaroIero 3a HEAENIO MMALMEHTa OMNpeNeNsUIM Kak HHIUBUAYyMa, y KOTOPOTO
NPOUCXOAMIIO KJIMHUYECKH 3HAUYMMO€ W3MEHEHHE CHMITOMOB OT HCXOIHOTO YpPOBHS.
IToporoseie 3HaueHusi orBeta win MCIO nnst u3MeHeHus: OT UCXOOHOrO YPOBHSI 00OOLIEHHO
npencTaBieHbl B Tadmune 18.

Tabmuma 18. IToporoBble 3HauYeHMS OTBETA Ui M3MEHEHHUS OT HCXOIHOTO YPOBHS

CYMMapHOTr'0 NMOKa3aTejii U ZJOMCHOB CUMIITOMOB

IlonoxuTtenbHbIN OTBET OTpuuaTenbHbIA OTBET
(YnyuieHue CHUMITOMOB) (Yxynuenue CMMITOMOB)

CymMmapHbIit mokazarens 1 -1,00 1,25

CymmapHbIii nokasarens 2 -0,75 0,75

YyBCTBO -1,00 1,25

NIepEeTNOJIHEeHUS/ paHHee

HacCbIlIeHNe

Banytue -0,75 1,00

bone B Bepxueit wactu -1,25 1,25

JKUBOTA

Hsxora -1,00 1,25

TomHoTa -1,00 1,25

Psora -0,50 0,50
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Ilpn paccMOTpeHMM W3MEHEHMs CHUMIOTOMOB Ha MPOTSIKEHUH Iepuoja JIeUeHHs B
TedeHue 12 Hemenp B CpeAHEM Y MHAUBUAYYMOB JOCTUIAJICSl U COXPAHSICA MAaKCHUMAaJbHBIN U
CTaOMIJIbHBIN OTBET MPUOIU3UTENBHO Uepe3 6 Heleb IOociIe Havaa JeUeHMs.

VYuuteiBas 5TH HAOMIOJEHHs], OTBEYAIOLINH MHAWBUAYYM NpEACTaBisieT coOoi Jrodoro
UHUBUAYYMA, SIBJISIFOLIErOCs] OTBEUAIOLINM KaKAYI0 HEEI0 B TeUeHHe 110 MeHblIel Mepe 6-12
Hezlesb U B T€YEHHE 110 MEHbLIEH Mepe 3 U3 nociaefaHux 4 Henenb JedeHus. MHauBuayyMoB ¢
OTCYTCTBYIOIIMMHU JAQHHBIMU 32 HEHENI0 (MCKJIIOYEHHBIE) ONpENessuld KaK He OTBEYAIOIUX B
TEUEHUE 3TOUN HeNeu.

3.1 Cymmapmnuiit nokasamens 1

bonee mnonoBuHbl HMHAMBUIYYMOB (54%), KOTOpPBIM BBOAWJIM BelyceTpar S MI,
yIOBJIETBOPSUIM OIpPEAENIEHUI0 OTBEYAIOIUX HWHAMBUAYYMOB IO CyMMapHOMY MoOKa3aTemo 1.
Paznuume noneit oTBEBAaOIUX MHIWBUAYYMOB Mexay BemycerparoMm 5 mr (monst LS: 0,53) u
rtanedo (mosst LS: 0,37) cocrasmsina 16%, 4To yka3plBaeT Ha TO, YTO MHAUBUAYYMBI B 1,9 pasa
OoJiee BEPOSITHO IEMOHCTPUPOBAIIU YCTONUMBBIN KIIMHUYECKUI OTBET B OTHOIIEHUU CHUMITTOMOB
nist BbIOopku st aHanmsa ITT (tabmuna 16). [lnst exxeHenenbHO OTBEYAOIUX WHIUBUAYYMOB
BedyceTpar 5 Mr umen 0Oojiee BBICOKYK) YacTOTy OTBETa OTHOCHTENbHO mianedo ¢ 1 mo 14
Henenn. Pasnuumst Mexay BenmyceTparoM S mr u ruranebo ObLUTH CTaTUCTHYECKH 3HAYUMBIMH Ha
1-4 nenensx u 9 Hepnene.

OOpaTHy0 TEHAEHLMIO 103a-0TBET HAONIOAANN B OTHOLIEHUH KaK OOINero CyMMapHOTO
NoKasaTess AJsl OTBEYAOL[UX MHIAWBHIYYMOB, TaK U €XEHENEIbHOIO CYMMAapHOIO MOKa3aTels
1151 OTBEYAIOIUX UHAUBUAYYMOB, [0 ME€pe YBEINYEHUs J03bl YACTOTA OTBETA CHUKAJACh.

Tabmuua 19. CpenHeB3BelieHHAs A0 MOJIOKUTENBHBIX OTBEYAIOLINX HHIUBUAYYMOB
Ui CyMMapHOTo nokasaressi 1 (Bbibopka ans ananusa [TT)

ITnanebo  Benycerpar Benycerpar Benycerpar
(N=59) 5mr(N=59) 15mr(N=53) 30 wmr (N=57)

NnanuBuayymbl, OTBEYarOLIMEe B TeUEHHUE 1O MeHblel mepe 6 u3 12 Henenb (Hemenu 1-

12)

Oteeuaromue uHnuBUAyyMmbl, n 22 (0,17) 33(55,9) 26 (49,1) 27 (47.4)
(%)

LS-nons (SE) 0,37 (0,06) 0,54 (0,07) 0,49 (0,07) 0,44 (0,07)
OTHoleHue LIIAHCOB - 2,0 1,6 1,3
(VEL/nnaue60)

3HaueHue p MpOTUB TuIaLedo - 0,0691 0,2126 0,4518

NHnuBuayyMbl, OTBEYAIOIINE B TeUEHUE IO MeHbInel Mepe 6 u3 12 Henenb (Hemenu 1-
12) u B TeueHne no MeHblIeH Mepe 3 Henenb (Henenu 9-12)
OtBeuaromue uHIUBUAYYMBI, n 22 (37,3) 32 (54,2) 24 (45,3) 27 (47.4)
(%)
LS-nonsa (SE) 0,37 (0,06) 0,53 (0,07) 0,45 (0,07) 0,44 (0,07)



60

IMnanebo  Benycerpar Benycerpar Benycerpar

(N=59) S5mr(N=59) 15mr(N=53) 30 wmr (N=57)

OTtHolIeHHE IIAHCOB - 1,9 1,4 1,3
(VEL/nnaue60)
3Ha4yeHue p MpOTHB II1aLedo - 0,1044 0,4002 0,4680

3.2 Cymmapmnurii nokazamens 2

Uro kacaercss CyMMapHOro mokasatens 1, Oonee MONOBHHBI WHIUBHAYYMOB (54%),
KOTOPbIM BBOAMJIM BeJyceTpar S5 MI, VIOBJIETBOPSJIM OMNpPENEJICHUI0  OTBEYAIOIIUX
WHAMBUIYYMOB JUJIsi CyMMapHOro rnokasarens 2. Pasziauuue B 1ojie OTBEYAOIUX UHAUBUAYYMOB
mexny Benycerparom S5 mr (LS-momst: 0,53) u mnanebo (LS-monsi: 0,33) cocrasnsiio 20%, 4To
yKa3bIBa€T HA TO, YTO MHAMBHUIYYMBI B 1,9 paza Gojiee BepOsATHO AEMOHCTPHUPOBAIH YCTONUNBBIN
KJIMHUYECKHUI OTBET B OTHOLIEHUH CUMITOMOB JUIsi BbIOOpKHU Juist aHanmm3a ITT (tabmuma 20).
Jlnis exxeHeeNbHO OTBEYAOIINX HHANBUAYYMOB BeJIyceTpar 5 Mr umen 06osee BBICOKYIO 4aCcTOTY
OTBETa OTHOCUTENBHO Tuianedo ¢ 1 mo 14 menenu. Pa3nmuuust Mexxny rpynmnoi Bemycerpara S mMr
U Tpymmoi mianedo ObUTH CTAaTUCTUYECKH 3HAYMMBIMU Ha Henensx 2, 3, 7, 10 u 12,

Tabmuua 20. CpenHeB3BelIeHHAsS A0S MOJIOKUTENBHBIX OTBEYAKOLINX HWHIUBUAYYMOB
IUTsI CyMMapHOTO mokasarenisi 2 (Beidopka muist anaiuza [TT)

IMnanebo  Benycerpar Benycerpar Benycerpar
(N=59) 5mr(N=59) 15mr(N=53) 30 wmr (N=57)

NHnuBuayyMbl, OTBEYAIOIINE B TeUEHUE 1O MeHbInel Mepe 6 u3 12 Henenb (Hemenu 1-

12)

OTtBeuarome UHANBUAYYMBI, n 24 (40,7) 34 (57,6) 27 (50.9) 29 (50,9)
(%)

LS-nons (SE) 0,41 (0,07) 0,57 (0,07) 0,51 (0,07) 0,47 (0,07)
OTtHoIeHne LIAHCOB - 1,9 1,5 1,3
(VEL/mnaue60)

3HaueHue p MpOTHUB TuIaLedo - 0,0940 0,2861 0,5076

NHnuBuayyMbl, OTBEYAIOIINE B TeUEHUE 1O MeHbinel Mepe 6 u3 12 Henenb (Hemenu 1-

12) u B TeueHne no MeHbLIeH Mepe 3 Henenb (Henenu 9-12)

Oteeuaromue uHmuBUAyymbel, n 20 (33,3) 32 (54,2) 23 (43.,4) 28 (49.1)
(%)

LS-nons (SE) 0,33 (0,06) 0,53 (0,07) 0,43 (0,07) 0,45 (0,07)
OTHoleHue IIIAHCOB - 2,2 1,5 1,6
(VEL/mnaue60)

3HaueHue p MpOTHUB TuIaLedo - 0,0397 0,3235 0,2167

VinydimeHnue mnokasarens OTBeTa HaOmopanun B 00X U3 KIHYEBbIX MOATPYIIIL
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nuadeTnyeckol U uanonaTudeckoi. Pasmuuuns B addexre nedenus (orHomeHus mancos [OR]
s Benycerpara/mane®o) ObuUIM CXOMHBIMH MEXAY 2 TOATPYNIAMU JJIsi CYyMMapHOTO
nokasarenst 1 (1,8-2,0), Ho Oputu Oosiee BHICOKMMHU B MOATPYIIE MALUEHTOB C TUAOETHUECKUM
3a0oneBaHneM TMPOTHUB  HAMONaTHYecKoro  3abonesanus  (2,3-2,6 mpormB  1,6-1,9,
COOTBETCTBEHHO) U1 CYMMapHOTO MOKa3aTess 2.

3.3 Ilooepynna cacmponapesa

B moarpynne amabermueckoro ractpomapesa LS-7monst OTBedarOIMX HHAMBHAYYMOB
cocraBisuia 51% B rpymnme S5 Mmr Benycerpara Ijisi CyMMapHOTo ToKasarelns 1 1Mo CpaBHEHUIO C
37% B rpynne mianebo (OR: 1,8 [p=0,2871])

Tabmuua 21. CpenHeB3BeICHHAs! TOJIS TOJOKUTENBHBIX OTBEYAKOLINX JJIsI CYMMAapHOTO
nokaszatens | (monyJsiust TuadeTHYecKoro ractTponapesa)

IMnanebo  Benycerpar Benycerpar Benycerpar

(N=59) S5mr(N=59) 15mr(N=53) 30 mr (N=57)

N oneHuBaeMbIX 31 30 29 26
Oteeuaromue uHnuBuaAyymbel, n 12 (38,7) 16 (53.3) 13 (44.8) 13 (50,0)
(%)

LS-nons (SE) 0,37 (0,09) 0,51 (0,09) 0,44 (0,09) 0,48 (0,10)
OTHolieHue LIAHCOB - 1,8 1,3 1,6
(VEL/mnane60)

3HaueHue p NpOTHUB IuTaLedo - 0,2871 0,6021 0,4079

Jlnst cymmapHoro nokaszarens 2 LS-gois oTBedaromx HHAUBUIYYMOB cocTaBJsiia 56%
B Ipymnme 5 Mr Beiycerpara nmo cpaBHeHHo ¢ 33% B rpynme miauebo (OR: 2,6 [p=0,0773]).
Db dext nedenus: 6buT OONEE BBICOKUM Y OTBEUAIOLINX MAIIMEHTOB JIJIsl CyMMapHOTO MMOKAa3aTesst
2 B moxrpymnmnax anaderndeckoro 3adoneBaHus, Kak 0000IIEHHO MPeaCTaBIeHO B Tabnuue 22.

Tabmuua 22. CpenHeB3BeLIEHHAS AOJS MOJIOKUTENBHBIX OTBEYAKOLINX HWHIUBUAYYMOB
IUTsI CyMMAapHOTO Mokasaresisi 2 (monyisinust ¢ AHadeTHYeCKUM racTponape3om)

IMnanebo  Benycerpar Benycerpar Benycerpar

(N=59) S5mr(N=59) 15mr(N=53) 30 mr (N=57)

N oneHuBaeMbIX 31 30 29 26
Oteuaromue uHnuBuayymsel, n 11 (35.5) 18 (60,0) 10 (34.5) 13 (50,0)
(%)

LS-nons (SE) 0,33 (0,08) 0,56 (0,10) 0,31 (0,09) 0,45 (0,10)
OTHoleHue IIAHCOB - 2,6 09 1,7
(VEL/mnaue60)

3HaueHue p MpOTHUB IuTaedo - 0,0773 0,8690 0,3383

3.4 Ilooepynna uouonamuyecko2o eacmponapesa

B moarpynne umauonatudeckoro racrpomnapesa LS-mons oTBevaroliMxX HHAWBUIYYMOB
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cocraBuia 54% B rpymnme 5 mr Beigycerpara Juisi CyMMapHOTO IMOKa3aTessi 1 1Mo CpaBHEHHIO C
38% urguBHIyymoB B rpymnre mianedo (OR: 2,0 [p=0,2224]).

Tabmuua 23. CpenHeB3BeleHHas! OIS OTBEYAOIIUX WHAMBUAYYMOB JUISI CYMMapHOTO
nokasarens | (monyJsaus HIUONaTHYeCKOro racTponapesa)

IMnaue6o  Bemycerpar Benycerpar Benycerpar

(N=59) S5mr(N=59) 15 mr (N=53) 30 wmr (N=57)

N oueHnBaeMbIX 28 29 24 31
Oteuaromue uHmuBUAyymbl, n 10 (35,7) 16 (55.2) 11 (45.8) 14 (45,2)
(%)

LS-nons (SE) 0,38 (0,09) 0,54 (0,09) 0,48 (0,11) 0,41 (0,09)
OTtHolenue LIAHCOB - 2,0 1,5 1,1
(VEL/mnane60)

3HaueHue p MPOTHUB TuIaLedo - 0,2224 0,4937 0,8158

Jlia cymmapHoro nokasarens 2, LS-nons oTBedaromux UHAMBUAYYMOB cocTaBuia 50% B
rpymme S5 Mr BeiayceTpara mo cpaBHeHHIO ¢ 34% wHmuBuayymoB B rpymnne ruanedo (OR: 1,9
[p=0,2469]) (Tabmuma 21).

Tabmuua 24. CpenHeB3BemeHHast OIS MOJOKHUTEIBHO OTBEYAIOIINX WHAWBUAYYMOB IS
CYMMAapHOTO TMoKa3aresst 2 (MomyJIsuus HIUONAaTHYECKOro racTpornapesa)

IMnanebo  Bemycerpar Benycerpar Benycerpar

(N=59) S5mr(N=59) 15mr(N=53) 30 mr (N=57)

N ouenuBaembIx 28 29 24 31
OtBevaromue uHANBUAYYMBL, n 9 (32,1) 14 (48.3) 13 (54.2) 15 (48.4)
(%)

LS-nons (SE) 0,34 (0,09) 0,50 (0,10) 0,58 (0,11) 0,45 (0,09)
OTtHoleHue IIAHCOB - 1,9 2,7 1,6
(VEL/mnaue60)

3HaueHue p MpOTHUB TuIaedo - 0,2469 0,1039 0,3985

3.5 HcnbiTanust 3Bakyalluy COAEP>KUMOTO JKelyaKa

B nenowm, pesyasrarsl cpennero coxpanennst GES Ha 28 cyTku Obutn OoJiee BHICOKHMH B
rpynmne mranebo (mmamason: 26,0%-81,2%) mno cpaBHeHMIO € 3 TpyNmamMu  JICUEHHS
BEJIyCETParoM.

Pesynbratel cpegHero coxpanenuss GES cHuxkanuch ¢ TeueHHEM BPEMEHHM BO BCEX
rpymnmnax, npudeM HauOoiee HU3KHH Pe3yJbTaT COXPAaHEHHUs B TeueHHe 4 4acoB BO3HHKAN B
rpymme 30 mr Benycerpara (9,5%). Pesynbrarel GES Ha 28 cyTku npencraiensl B Tabaume 25.

Tabmuma 25. O6o6menue coxpanenus GES Ha 28 cyTtkum mo dacam (BbiOOpka mJist
a"anuza ITT)
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IMnanebo  Bemycerpar Benycerpar Benycerpar
(N=59) S5mr(N=59) 15wmr(N=53) 30 mr (N=57)
Coxpanenne B Teuenue 1 gaca (%)
OueHuBaemble, n 23 23 19 21
Cpennee 3nauenue (SD) 81,2 (12,0) 71,6 (15,9) 65,3 (24.,6) 68,8 (14,6)
Menuana 84,0 78,0 70,0 64,0
01,03 70,0,90,0 65,0,81.4 50,4, 85,0 60,0, 81,9
Min, Max 59,7,98,1  29,0,95,0 -5,0, 92,0 43,3, 98,0
LS-cpennee (SE) 78,5(5,2) 684 (4,4) 61,0 (5,7) 66,3 (5,6)
LS-cpennee ommmuue (SE) - -10,2 (5.3) -17,5(5,6) -12,3 (5.8)
95% Cl nmna LS-cpennero - -20,8, 0,4 -28,7,-6,4 -23.8,-0,7
OTIINYUA
3HaueHue p MpOTUB IuIaLedo - 0,0597 0,0025 0,0374
Coxpanenue B Teuenue 2 4yacos (%)
OrueHnBaemsble, n 23 23 19 21
Cpennee 3nauenue (SD) 62,2 (18,0) 43,3(23,2) 40,8 (30,7) 40,6 (20,0)
Mennana 67.5 42,0 37,6 38,0
01,03 53,0,75,7 20,0, 60,3 13,0, 66,0 29,0, 56,0
Min, Max 20,5,84,5 12,0, 84,0 0,7,95.,0 5,0,76,0
LS-cpennee (SE) 59,7(5.3) 4194.7) 36,1 (5.5) 37,2 (5.4)
LS-cpennee ornuune (SE) - -17,9 (7,0) -23,7 (7,3) -22,5(7,4)
95% Cl1 npna LS-cpenuero - -31,8, -4,0 -38,2,-9.2 -37.3,-7.9
OTJIINYUA
3HaueHue p MPOTUB IUIaLedo - 0,0123 0,0017 0,0031
Coxpanenue B Teuenue 3 4acos (%)
OuieHnBaeMsble, n 16 15 11 20
Cpennee 3nauenue (SD) 45,7 (19,7) 22,4 (22,0) 17,0 (18.,4) 17,9 (14,2)
Mennana 45,1 19,0 3,7 12,0
01,03 32,0,61,0 5,7,35,0 3,0,34,1 7,5,26,5
Min, Max 7,0, 78,0 0,0, 69,0 1,0, 53,0 1,3,47,0
LS-cpennee (SE) 45,5(4,6) 23,1 (4,5) 26,2 (4,9) 19,7 (4,8)
LS-cpennee ornnuue (SE) - -22,5(6.,3) -19,3 (6,7) -25.9 (6.,6)
95% Cl nmna LS-cpennero - -35,1,-9.9 -32,6, -6,1 -39,1,-12,6
OTIINYHUA
3Ha4yeHue p NpOTUB IUIaLedo - 0,0007 0,0048 0,0002
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Benycerpar Benycerpar Benycerpar
S5mr(N=59) 15wmr(N=53) 30 mr (N=57)
Coxpanenune B Teuenue 4 yacos (%)
OueHuBaemble, n 23 20 21
Cpennee 3nauenue (SD) 26,0 (18,1) 10,6 (14,6) 10,8 (20,6) 9,5(13,2)
Mennana 3,1 2,3 3,1
01,03 1,0, 16,0 1,0, 14,5 1,6, 12,0
Min, Max 0,0, 60,0 0,0, 90,0 0,0, 45,0
LS-cpennee (SE) 13,4 (3,9) 16,1 (4,2) 12,4 (4,3)
LS-cpenuee ornuuue (SE) -16,1 (5,0) -13,4 (5.,2) -17,2 (5.,4)

Tabmuua 26. O6o0menHble pe3ynbTarhl i coxpanenuss GES Ha 28 cyTku mo gacam

(BeIOOpKaA mutst aHam3a ITT)

Benycerpar Benycerpar Benycerpar
S5mr(N=59) 15mr(N=53) 30 wmr (N=57)
95% ClI npna  LS-cpennero - -26,0, -6,2 -23,9,-3,0 -27,8, -6,5
OTJIUYHS
3HaueHue p MpOTUB IuIaedo 0,0017 0,0123 0,0020

Casur tsxkectu GES ot ckpununra o0oOmenHo npexacraBieH B Tabmuue 27. Ilpu

cpaBHeHMU ucxoaHbix BenuuuH GES u Benuunn GES=na 28 cyTku uepes 4 yaca Tonbko y 3%

WHIVBUIYYMOB B IPyMIax JICUEHUs BEJIYCETParoM MPOUCXOAMWIIO YXYALIEHUE [0 CPABHEHUIO C

30% B rpynme mianedo.

Tabmuua 27. Casur tsxectu GES oTHOCHTENnbHO ckpuHHHTA (BbIOOpa auist aHanu3a ITT)
ITocne nCXomHOTO YPOBHS: CYyTKH 28

Ucxomnas <10 10, <20 20, <35 35 Total
BEJIMUMHA
ITnanedo 10, <20 0 0 7 0 7
(N=23) 20, <35 0 0 8 0 8
35 0 0 8 0 8
Total 0 0 23 0 23
VEL 5 mr 10, <20 3 4 0 0 7
(N=23) 20, <35 4 4 0 0 8
35 3 5 0 0 8
Total 10 13 0 0 23
VEL 15 mr 10, <20 2 - 2 0 5
(N=20) 20, <35 4 0 - 0 5
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35 7 1 2 0 10
Total 13 2 5 0 20
VEL 30 mr 10, <20 6 0 0 0 6
(N=21) 20, <35 8 0 0 0 8
35 1 6 0 0 7
Total 15 6 0 0 21

3.6 Obo0wenue s¢pghexmusnocmu 6 OMHOULEHUU IBAKYAYUU COOEPAHCUMO0 HCENYOKA

B kxadecTBe BTOPHUYHOrO pe3yibTaTa OLEHMBAJIU HW3MEHEHHE 3BaKyallH COAEPKHUMOTO
JKeJyaKa IUIsl MOATPYIIbl MHAMBUAYYMOB, KoTopbix nonasepranu GES B Xxoxe cCkpuHUHra u
kotopslie 3asepmin GES Ha 28 cytku (mpuOINM3UTENbHO NOJOBUHA MHANBHIAYYMOB B Ka)KIOH
rpyrme jeueHusi). Pe3ynprarsl 0000IMEHHO NpencTaBieHbl B Taduure 28.

VY Bcex MHIMBUAYYMOB B TIpymIe IUIanedo 3BaKyalust COAEPKUMOTrO JKenynaka Oena
3aMeUIeHHON Ha 28 cyTku 0e3 HopMalii3aluy UX 3aMeaieHusi. HopManusanuro onpenesiiin Kak
HE YIOBJIETBOPEHHE KPUTEPUSM 3aMEIJIEHHs] 3BaKyallUd conepKuMoro kemynaka (>10%
ynep:xkanue depe3 4 vaca corimacHo GES). B mpoTHBOMOJIOXKHOCTE 3TOMY, ¢ HUCHOJB30BAHUEM
OlLleHKe 4epe3 4 yaca Bce 3 ypOBHS J103bl BeJIyceTpara NPUBOAUIN K BbIPaKEHHBIM U 3aMETHBIM
IOJISIM MHIUBUAYYMOB C HOpManu3auuei GyHkuuu sxenyaka, 44%, 65% u 71% uHIuBUAYyMOB
s rpynn S mr, 15 mr u 30 Mr Benycerpara, COOTBETCTBEHHO.

Tabmuma 28. OOoOmeHne TPOLEHTHOrO yaep:kaHuss dYepe3 4 dyaca COTJIaCHO
CUMHTUTPaQUM  3BaKyallM  COAEPKUMOIo Jkenyaka (MOArpynma HHAWBUAYYMOB — CO

cuuHTUrpadueli Ha 28 cyTKn)
IInaue6o VELSwmr VEL 15wMr VEL 30 mMr

(N=23) (N=23) (N=20) (N=21)
LS cpennee m3meHenue ot ucxomHoro 29.5(4,0) 13,4(3,9) 16,1(4.2) 12,4 (4,3)
ypoBHnsi (SE), n (%)

3amennenne GES "Hopmanmbhoe" yepes 0 10 (43,5) 13 (65,0) 15(71,4)
4 gaca (<10%), n (%)

3amennenne GES "wmsrkoe" uepes 4 vaca 0 13 (56,5 2(10,0) 6 (28,6)
(=10, <20%), n (%)

3amennenne GES "ymepennoe" uepes 4 23 (100,0) O 5(25.0) 0

qaca (>20, <35%), n (%)

3amennenne GES "tsxenoe" uwepes 4 0 0 0 0

qaca (>35%), n (%)

3HaueHue p MpOTUB TuIaLedo <0,0001 <0,0001 <0,0001
4.0 Ananusz 6ezonacrnocmu

4.1 Hebnazonpuammuvie aeneHus

O0630p BO3HMKIINX Ha (pOHE JileueHUs] HeONaroNnpHUATHBIX SBJIEHUI NMpPHUBENEH B TaOIuLEe
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29. Bosnukimue Ha (oHE JeueHHs HeONaronpusATHbIE SBJICHUS OBLIM OMHCAHBI 110 MEHbINEH
Mepe y 50% MHIMBHIYYMOB B Ka)XKIOH TpyIINe JiedeHHs, 10st Oblia HanOoJiee HU3KOW B TPYIIIeE
Benycerpara30 mr (50,0%). BonbIIMHCTBO HEOIArONPUATHBIX ABIEHUN OBLIM MATKUMH U HE
CBSI3aHbl C HCCIEQYEeMbIM JIEKAPCTBEHHBIM CPEICTBOM. BcTpeuaemMocTh HeONIaronpusTHBIX
SIBJICHUH, BEIYIIMX K MPEKPAIIEHHIO JICYEHHs UCCIeAYEMbIM JIEKaPCTBEHHBIM CPENCTBOM, ObLIa
HH3KOH, M HM OTHO M3 BO3HUKIIMX HA (HOHE JieueHUs1 HeOJArONpUSATHBIX SIBIEHHH HE MPUBENO K
CMEpPTH B XOIe HCCIeAoBaHMsA. Bemycerpar 5 Mr mpuBoama K HamOojiee HU3KOH 4YacToTe
NpeKpaIleHHs] JIEYeHUs] JICKAPCTBEHHBIM CPEICTBOM BCIIENCTBUE HEOJArOMPUSITHOTO SIBJICHUS,
YMEPEHHBIX HJIM TSDKENbIX HEOJArOMPUSITHBIX SIBJICHHH, a TaKXKe YacTOThl HEOJArOMPUSITHBIX
SIBJIEHUH, COYTEHHBIX BO3MOKHO CBSI3aHHBIMH C UCCIEAYEMbIM JIEKAPCTBEHHBIM CPEICTBOM.

Tabmuua 29. Ob606wenue o3nukuiux Ha gone aevenusi nebaaeOnPUAMHLIX A6NEHU
IMInaue6o  VEL Swmr VEL 15wmr VEL 30 mr

(N=23) (N=23) (N=20) (N=21)
LS cpennee msmenenue ot ucxomHoro 29.5(4,0) 13,4(3,9) 16,1(4.2) 12,4 (4,3)
yposHas (SE), n (%)

3amennenne GES "Hopmanbhoe" uepes 0 10 (43.5) 13 (65,0) 15 (71,4)
4 gaca (<10%), n (%)

3amennenne GES "msrkoe" uepes 4 vaca 0 13 (56,5 2(10,0) 6 (28,6)
(>10, <20%), n (%)

3amennenne GES "ymepennoe" uepes 4 23 (100,0) O 5(25,0) 0

qaca (>20, <35%), n (%)

3amennenne GES "rsokxenoe" uepes 4 0 0 0 0

yaca (>35%), n (%)

3Ha4yeHue p NpOTHB IIaLedo <0,0001 <0,0001 <0,0001

4.2 Hccneoosanue b6e3onachocmu u nepeHocumocmu

Bcero 232 wnHmuBMayymam Ju00 C UOUOMATUYECKUM, JHOO ¢ AuabeTHYeCKuM
racTpomape3oM, BBOIIJIM IO MEHbLIEH Mepe OAHy 103y Benycerpara. He Obuio ommcaHo
3HAYUTEIbHBIX HEOJaronpusTHoIX siBieHui B uccnenoannu DIGEST L.

HexknuHuyeckue u KIMHUYECKHE JaHHbIE CIYKaT B MOAJEPIKKY [TOTEHLIMAaJIa BejlyceTpara
1151 edeHus ractpomnapesa. [lockonbky BelyceTpar sBJsieTCsl BBICOKOCETIEKTHBHBIM arOHHCTOM
peuentopa 5-HT4 ¢ B 3000 pa3 Gonee BBICOKOW NMPUCYLIEH €My aKTUBHOCTBIO B OTHOLICHHUH
peuenropa 5-HTs mporuB peuentopa 5-HT3; u B 70 pa3 Oonee BBICOKOH MPUCYIIEH eMy
AKTUBHOCTBIO ~ OTHOCUTENBHO JIPYyIMX TIOATUIIOB  CEPOTOHMHEPTMYECKHUX  PELEeNTOpOB,
CYLIECTBYET HHU3Kas BEPOATHOCTb, YTO B CJydae Bejyceprara OyayT HaOmOIaThCs
HeOJaronpusITHbIE PeakLiy, aCCOLMUPOBAaHHBIX ¢ npyrumu noarunamu HT. Benycerpar nmeer
HU3KUH puck Hecnenupudeckux 3¢pdexroB O6e3 3¢pPexToB Ha TOHYC KOPOHAPHBIX apPTEPHil
(cpenu MHOXKECTBA BHIOB, BKIIFOYast YEJIOBEKA) MJIN arperauo TPOMOOIIUTOB.

Benycetpar Obul B OCHOBHOM XOpPOLIO MEPEHOCHMMBbIM 0€3 NPHU3HAKOB CUTHAJIOB
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0e30macHOCTH UCXOZs U3 IMOJIYYEHHBbIX JaHHBIX. Belycerpar npoaeMOHCTPHPOBAN YIIydIIEeHUE
BCEX OCHOBHBIX CHMIITOMOB racTponapes3a y MHAMBUAYYMOB KaK ¢ WAMONATHYECKHM, TaK U C
nuabernyeckuM racrpomnape3oM. He HaOmonanoce NMpuU3HAKOB TaxU(DHUIAKCHH WM CHUXKEHHUS
s¢dexTa NeueHns Ha NPOTSHKEHUH Tepanuu B TedeHue 12 Henenb, uTO yKas3blBaeT Ha TO, YTO
BeJlyceTpar MoXeT o0ecneynBaTh MEpPBYID XPOHHYECKYIO MOIAEP KUBAIOIIYIO TEPAIHIo
CHUMIITOMOB I'acTporapesa.

Benycerpar naet BO3MOXKHOCTh OO€CIIeYMBATh MALMEHTaM C racTPOIape3oM HaJeXKHbIH
TIepOpaJIbHBIN BAPUAHT JICYSHHUS] OMH pa3 B CYTKHU AJISI YIIyUIIEHHUs] UX CUMIITOMOB, 3aMeIJICHHsI
9BAKyaLlK COAEPIKUMOTO JKeNyIKa | O0IIero KauecTBa UX *KU3HU U MOTEHIMATbHOTO CHUKEHUSI
o011elt CMEPTHOCTH, aCCOLIMUPOBAHHOMN C 3a00JIEBAaHUEM.

B o0mewm, sedeHue BenyceTparoM MNPHUBOAMIO K YHCICHHOMY YJYYIIEHHIO BCEX
OCHOBHBIX CHMIITOMOB TacTpOmnapes3a. 4yBCTBO IEPENOJHEHHs/PaHHEe HACBIIEHHEe, B3OYTHE,
0onp B BepXHEW 4YacTHU JKUBOTA, HM3KOra, TOWIHOTA W pBoTa. OOpaTHBII OTBET Ha MA03Y
HaOmonancst B OonpimuHCTBEe OoMeHOB cumnToMoB st GCSI-24H u PRO GRS, rne rpynma 5
MI' IMeNla HauOoJbllee CHIDKEHHE CHMIITOMOB IO CPaBHEHHIO ¢ rpymmamu a03 15 u 30 wr.
ITatrepH oOpaTHOro OTBETAa HAa JAO03y TaKXe HAONMIOAANCsl B OTHOIIEHHWH CYMMAapHBIX
nokasareyse. Toapko [03a S Mr MNPOAEMOHCTPUPOBAIA HOMHMHAJIBHOE CTAaTUCTHYECKOE
yJIy4II€HHEe OTHOCUTENBHO TUIale00 B OTHOIIEHHH CYMMApPHBIX MTOKa3aTeleH.

Benycerpar 5 Mr mponeMOHCTpHPOBAJI HOMUHAJIBHO CTATUCTUYECKH 3HAUYUMbIE OTIMYHS
(cHwkeHue, o3Hayvarollee yiydineHue) odmero nmokasarens GCS1-24H uepes 4 menenu (-0,4
bamma [95% CI: -0,75, -0,03; p=0,0327] mo cpaBHeHHIO ¢ TuTaLedO (3aIUIAHUPOBAHHBIN
KOHeuHbIH pe3ynbraT). Ha 12 Henene cHubkeHUe MO CPaBHEHUIO ¢ IUIane0o ObUTO YHCIIEHHBIM (-
0,3 6amna [95% CI: -0,73, 0,10; p=0,1331]).

Benycerpar 5 Mr npogeMOHCTPUPOBAJ CTATHCTUUECKH 3HAUYUMBbIE OTIIMYHS CYMMapHOTO
nokasarenst 1 GRS na 4 nenene (-0,4 6amna [95% CI: -0,72, -0,08; p=0,0143]) mo cpaBHeHHIO ¢
miane6o. Yucnosoii adpdexT coxpansuics Ha 12 Henene (koHen Tepanun) (-0,4 6amnna [95% Cl: -
0,75, 0,01; p=0,0536]). Benycerpar S5 WMr NOpPOAEMOHCTPUPOBAN YHCIIEHHBIE OTJIUYHS
cymmapHoro nokasaresisi 2 GRS na 4 wenene (-0,1 6amna [95% Cl: -0,38, 0,09; p=0,2240]) no
cpaBHeHuto ¢ mianedo. Ha 12 Henene HaOironanuck 4yucioBbie cHrkeHus (-0,2 6amna [95% Cl:
-0,43, 0,03; p=0,0841]) no cpaBHeHUIO ¢ TUIALE00.

Kpome Toro, Bemycerpar B CyTOYHOH n03¢ 5 U 15 Mr mpomeMOHCTpHPOBaI OoJiblee
cHkeHne OamnoB oOmero mnokazarens GCSI-24H, dro coorBercTByeT OO0J€e BBICOKOH
3 PEKTUBHOCTH, B MOATPYIIIE MALHEHTOB C UIUOMATHYECKUM 3a00JIeBAaHHEM, YeM B MOATPYIIIe
nuabernyecknx manueHToB. CHipkeHue, coctasisiromee 0,3 Oamna, Habmonmanoch uepes 14
HeJeNlb TMOCJe JISYeHUs 5 Mr B MOATPYIMIe HANONMATHYeCKoro 3adosesanust u cHmwkenue 0,3
Oaa HaOOIaNIoCh Yepe3 8 Heneb Mmoce jJeueHus 15 mr.

ITocpencTBoM aHanu3a cymmapHbix nokasareneil GRS rpynna Bemycerpara 5 mMr umena
YPOBEHb OTBEYAIOLINX HHAMBUAYYMOB (ONpenenseMblii Kak HaJIu4ue MO MeHbIueid mepe 1-
OanpHOrO yJayd4IIeHUs OT MCXOAHOTO YPOBHS B TeUeHHE IO MeHbIueil Mepe 6-12 Henmenb U 1o

MeHbIIel Mepe 3 u3 mocnenHux 4 Hexenb jedenusi) 53% mis cymmaproro nokasarenst GRS 1 mo
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cpaBHeHHI0 ¢ 37% pansa muanebo, 9To mpUBOAUT K 16% yiydineHue pasiauuusl JOJIeH WIH
OTHOIICHUH maHCcoB 1,9 (T.e. y MHANBUIYYMOB C JO30M Beycerpara S Mr Oblia BEPOSITHOCTH B
1,9 pa3a Bblme HaOMONATh KIMHUYECKU 3HAUMMOE CHIDKEHHE ITOKa3aTeNell CUMIITOMOB, Y€M B
ciydae manebo, as Beioopku it aHanusa ITT). AHanoru4Ho, AJii CyMMapHOTO MOKa3aTes
GRS pasnuume moneil (rmokasaTeneil oTBeTa) MexIy IpyIION Belycerpara 5 Mr U IpPYIIOH
miane6o cocraBuiio 20% npudeM HHAUBHAYYMBI UMENH B 2,2 pa3a 0ojiee BBICOKYIO BEPOSITHOCTD
KJIMHUYECKH 3HAYMMOIO CHIDKEHHs IIOKas3aTenell CHMIITOMOB OTHOCHUTENBHO Iutanedo st
BbIOOpKH 1uist aHanu3a [TT. Paznuuus goseit oTBeYaroIux HHANBUIYYMOB ObLJIH YUCJICHHBIMU U
HE CTaTUCTHUYECKH MOIIHBIMH JIJIs1 TOCTOBEPHBIX 3aKIFOYEHHH.

Benycerpar 5 Mr mnponeMOHCTpUpOBad yJydllleHHE CHUMITOMOB B BHIE 4YYBCTBA
NIEPENOHEeHUS B )KUBOTE TIOCJIE MPHEMa MUIIH, PAHHETO HACBIIIEHUS, B3Iy THs, OO B BEpXHEH
YacTH JKMBOTA, HW3XKOTH, TOLIHOTBI W PBOTBHL. B rpymnme Bemycerpara 5 mr HaOmr0maIoch
U3MEHEHHE OT HCXOAHOIO YPOBHS Ka)IOro CHUMIITOMAa B Ipenesax IMepBOH HeAeNu, U OHO
MPOAOJIKANIO YAyYIIaThess A0 O Hemenw, cTaduim3upysich 10 12 Henenu (koHen Tepamuu). He
Habmonam 3¢ dexra raxudunakcun. bosnee Bricokne 3¢ ekl HAOMOAATHCH JIs1 CYMMapHOTO
nokazatens 1 GRS oTHocuTenbHO CyMMapHOro mnokasarens 2, Kak OTMEYalloChb B JIOMEHE
MHIMBUAYAJIBHOTO CHMIITOMA, II€ TOIIHOTA M PBOTA OBUIM HaMMEHee N3MEHEHHbIMU IOMEHAMHU
CUMIITOMOB, BEpPOSITHO BCJIEACTBHE HM3KHUX MCXOJHBIX IIOKa3aTejeill 3TUX IOMEHOB, XOTs
OTMEYaINUCh TEHAECHLIUHU K YIYULIEHHUIO 3THUX JIByX CUMIITOMOB.

VYiydiieHne CMMIITOMOB HaOIIOIAIOCh B 00€MX KITFOYEBBIX MOATPYIIax (AnadeTnyecKuil
racTpomnapes 1 UAMONaTu4eckuil racrpomnapes). MisMeHeHHe OT MCXOIHOTO YPOBHS CYMMAapHOTO
nokazatens 1 GRS ans xaknoil rpymnmbl jieueHus NpOJAEMOHCTPUPOBATIO OTCYTCTBUE OTJIMYHM
mexxny mnoxarpynmamu  (-1,5 Oamma g pmabermueckoit rpymmel o -1,5 Oamma s
uauonaTudeckoil rpymnmbl). CxomHblii maTTepH HAOMOANCs B OTHOIIEHMH CYMMapHOTO
nokasarens 2 GRS, rne npoucxoauio oT OTCYTCTBHSI IO MMHUMAJIBHOTO OTJIMYHUS OT UCXOIHOTO
YPOBHSI B TpyNIax BejJycerpara MO CpaBHEHHIO ¢ rpynmnod mianebo. OnHako oTiuuue
HaOJoalloch B OTBeTe Ha muianebo, rae auabeTudeckas MOATpyNna uMenaa Oojiee BBICOKUHN
OTBET Ha IUIaed0 OTHOCUTENBPHO HWAMOMATHYECKOW IONTPYIIbI, YTO NPUBOAWIO K Oolee
BBICOKOMY 3(dekry JedeHus B HIMOMATUYECKOW MOATPYyMIE, XOTs He ObUI0 OTIMYHHA B
HCXOAHOM YPOBHE UM U3MEHEHMsI OT UCXOHOTO YPOBHSAM MEXAY ABYMs 2 MOATPYIIaMu.

B umenom, s MHIMBHUAYYMOB, KOTOPbIX KBanuduuupoamu no kpurtepusim GES wu
KOTOpble uMenn noanaromyrocs oueHky GES Ha 28 cyTku, mpoueHTHoe coxpaHeHue uepes 4
qaca (LS cpennee 3nauenue [+SE]) Opu10 Oonee BbicOkuM B rpyire mianedo (29,5% [4,0%]) mo
CPaBHEHHUIO C TPYIINAMU JIeYeHHs BeyceTparoM (amamazon: ot 12,4% [4,3%] no 16,1% [4,2%]
ZI0303aBUCUMBIM 00pa30oM), YTO O3HA4YaeT 0oJiee BBICOKOE 3aMeNIEHIE SBAKyalluH CONEPIKUMOTO
JKeNyJKa B Tpymne rmianedo OTHOCUTENBbHO Ipymn Beycerpara Ha 28 cytku. Bee 3 ypoBHs 103
BeJyceTpara IPOJEMOHCTPUPOBAIM HOPMAJIM3ALMIO O5BAaKyallUd COAEPKUMOrO KeNyJKa,
OTIpeneNsieMyI0 Kak MPOLIEHT YAEP KaHuUs B skenyake uepes 4 yaca <10% y cratucrudecku Oosee
BBICOKOTO KOJMYECTBa MHAUBUAYYMOB (44%-71% n0303aBUCUMBIM 00pa3oM) MO CPaBHEHUIO C
manedo (0%).
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B To Bpems kak Hacrosee M300peTeHne ONMUCAaHO MPUMEHHUTENBHO K KOHKPETHBIM €ro
acrieKTaM WJIM BapUaHTaM OCYILIECTBIEHMs CIIEUANNCTaM B JaHHOHM o0nactu OyneT MOHSTHO,
YTO pa3NuYHble U3MEHEHUsI MOTYT ObITh BHECEHBI HJIM SKBUBAJIEHThI MOTYT OBITh 3aMEHEHbI O3
OTKJIOHEHUs] OT HCTUHHOW CyI[HOCTH U oObema u3oOpereHus. Kpome Toro, B cremneHw,
JOMyCKaeMOW MPUMEHUMbIM MATEHTHBIMA HOPMaMH U MPAaBUJIAMH, BCE MyOIMKALMH, TATEHThI U
MATEHTHBIE 3asiBKU, IUTUPOBAHHBIE B HACTOSIIIEM ONMCAHUH, BKJIIOUYEHbI B HACTOSIIIEE ONMCAHUE
B KauecTBe CCBUIOK B IIOJIHOM oO0beMe B TOH K€ CTENeHH, KaK eclu Obl KaKAbIH

I/IHL[I/IBI/IL[ya.HbHHﬁ JOKYMCEHT OBbLJI BKJIIOYEHDI B HacTosA1Iee OIMMCaHHuE B KaUE€CTBE CCBIJIKH.



69

D®OPMYJIA U3OBPETEHUS

1. Cooco® mnpenymnpexneHus, CMsIT4eHHs, OcCialneHus, OOJerdyeHus, JIeUeHUs
CHMIITOMOB, KOPPENUPYIOIIUX C TacTPONape3oM, y MalMeHTa-4eloBeKa ¢ JUa0eTHYECKUM WU
UIMOTIATHYECKUM 3200JIeBaHUEM, TIPUYEM CIIOCOO BKJIFOUAET BBENCHUE MALEHTY-4YeJOBEKY OT
npubmmsutensHo 0,5 mr/cytku no npubmmsurenbHo 30 mr/cyTku, ot npubmusurenbHo 0,5
MI/CYTKH A0 NPHONU3UTENbHO 15 MI/CyTKH, OT NpHONU3UTENBHO S5 10 npubiamsutensHo 30
MI/CYTKH, OT NpPUOJM3HTENBHO S5 MI/CYTKH [0 MNpuOMM3UTENnbHO 15 wMr/cyTkm, oOT
npubnusutensHo 0,5 MI/CyTKH A0 NPHONIM3UTENBHO S5 MI/CYTKH WIM NPUOIH3UTETBHO S
MTI/CyTKH {(1S,3R,5R)-8-[(R)-2-runpokcu-3-(MeTaHcynbHOHMIMETUIAMHHO )ITPOITHI |- 8-
a3abuumkio[3.2.1]JokT-3-unjamuna  1-usonponmi-2-okco- 1,2- AMruApOXHHOINH-3-KapOOHOBOH
KHCJIOTHI (BEJIyCeTpar) Wi ero papMaleBTHUECKH PUEMIIEMOH COJIH.

2. Cnocob mo m.1, rae ¢papManeBTHYECKH MpUeMIIeMast COJIb MPEACTABISIET COOOH COJb
XJIOPUCTOBOAOPOAHOMN KUCIIOTHI.

3. Cnmocob mo m.1, rme BemyceTpar UMeeT KPUCTAUIMYECKYIo ¢dopmy w/mima Gopmy
rHapaTa.

4. Cniocob mo 1.1, rae manueHT UMeeT 3aMeJICHHYIO SBaKyalHi0 COAEPIKUMOTO JKENyIKa
(GE).

5. Crmocob mo m.1, rae cUMOTOMBI, KOPPETUPYIOIIHUE C racTPOMNape30oM, BBIOPAHBI H3:
TOILIHOTBI, PBOTHI, YyBCTBA MEPETIOJHEHHS B KUBOTE I1OCJIE TPUEMA MMULIH, PAHHETO HACBILIEHHS,
B3IyTUs, OONM B BEpXHEH YaCTH JKMBOTA, JKEIYAOYHOro pedirokca ¢ Wiu 0e3 H3KOrd U
HApYLIEHUH NepUCTATIBTUKH KULIEYHHKA UX PA3IMIHBIX KOMOWHALIHHA.

6. Cnocob mo 1.1, rae Benycerpar BBOAST B TE€UEHHE OJHOMN, IBYX, YETBIPEX, BOCbMHU,
ABEHAALATH Henenb win Ooee.

7. Cnocob mno m.1, rae BemyceTpar BBOAST MALMEHTY, HY)KAAKOLIEMYCS B CHUIKEHUH,
NpEenyNpeXXIeHNH, CMST4eHUuH, OcnabieHuy, OONerdyeHur WM JIeYeHUH OIHOTrO WIIN
HECKOJIbBKUX CHUMITOMOB, aCCOLMUPOBAHHBIX C raCTPONApPE30M IO MEHbIIEH Mepe, B KOJIMYECTBe
OJTHOW JIO3UPOBAHHON €MHULIBI B CYTKH.

8. Crocob mo m.1, rae CUMITOMBI ONPEAEISIOT C MUCIOJIb30BAHUEM HHIEKCa OCHOBHBIX
cumnroMoB ractponape3a GCSI) u/unmu mkaner orieHku ractpornapesa (GRS).

9. IlpumeHenue mo 1.1, rme U3MEHEHUE CUMITTOMOB MPOUCXOAUT Ha BeU4YUHy Oonee 1-
1,5 Ganya B OTHOIIEHUH YPOBHSI TSKECTH CHMITTOMOB, OT TSIKEJIBIX 1O YMEPEHHBIX CHMITTOMOB H
OT YMEPEHHBIX 1O MSATKHUX CHMIITOMOB.

10. Cnocob mo m.1, rae 3¢ ¢peKTUBHOCT BesyceTpara B OTHOLIEHHH CHID)KEHHUS] OTHOTO
WJIA HECKOJIBKHX CHMITTOMOB HE CBsI3aHa C 3BaKyaLUed CONepsKUMOro JKeIyaAKa.

11. Cmocob 1o 1.1, rae CHIKEHHE CUMITOMOB B COOTBETCTBHH C OOIIUM MOKa3aTeaeM
GCSI na 4 venene cocrasisier 0,4 WK BbIIIE MO CPABHEHUIO C rU1anedo.

12. Crmocob6 mo m.1, roe W3MEHEeHHe OT HCXOAHOTO YPOBHSI CPEIHEro COCTABHOIO
nokazarenss GCSI-24 H eskeqHeBHO 1 3a 7 qHEH y MALMEHTOB ¢ UAUOMATHYECKUM 3a00JIeBaHIEM
cocraByisier Oonee 0,6 Oamna Ha 4 Hexene NMpH CYyTOYHOH NO3UPOBKE 5 MI Benlycerpara Io

CPaBHEHUIO ¢ 11anedo.
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13. Cnocob6 mo m.1, roe W3MeHEeHHe OT HCXOAHOTO YPOBHSI CPEIHEro COCTABHOIO
nokaszatenss GCSI-24 H exxeqHeBHO 1 3a 7 qHEH y MALMEHTOB ¢ UAUOMATHYECKIM 3a00JIeBaHIEM
coctaByisier Oonee 0,6 Oamna Ha 8 Hexene NpU CyTOYHOH TO3UPOBKE 5 Mr Besycerpara Io
CPaBHEHHIO ¢ 11aneo.

14. Crmoco6 mo m.l, rae uU3MEHEeHHEe OT HUCXOAHOTO YPOBHSI CPETHEro COCTABHOTO
nokazaresst GCSI-24 H exxenHeBHO 1 3a 7 IHEH y MALIMEHTOB C UAMOMATHYECKUM 3a00IeBaHHEM
COXpPAHSETCs Ha MPOTSLKEHUHM BPEMEHU JISUEHUs TIPU CYTOYHON TO3UPOBKE 5 MI BeyceTpara no
CPaBHEHHIO ¢ 11aneoo.

15. Cnocob6 mo m.1, roe W3MeHEeHHe OT HCXOAHOTO YPOBHSI CPEIHEro COCTABHOIO
nokaszatens GCSI-24 H exxenHeBHO 1 3a 7 nHel y nuabeTHYecKUX MAIlMEHTOB COCTABIIsiET Oolee
0,2 Ganna Ha 4 Henene MPU CYyTOYHOM JO3MPOBKE 5 MI BeJTyceTpara 1o CpaBHEHUIO ¢ ruanedo.

16. Cnocob mo m.1, roe W3MeHeHHe OT HCXOAHOTO YPOBHSI CPEIHEro COCTABHOIO
nokaszatens GCSI-24 H exxenHeBHO 1 3a 7 nHel y nuabeTHUeCKUX MAIIMEHTOB COCTaBIIsieT Ooee
0,1 6amia Ha 8 Henesie MPU CYTOYHOM TO3UPOBKE 5 MT BejTyceTpara Mo CpaBHEHHIO ¢ Tanedo.

17. Cnocob mo m.1, roe W3MeHeHHe OT HCXOAHOTO YPOBHSI CPEIHEro COCTABHOTO
nokazarenst GCSI-24 H exxenHeBHO 1 32 7 OHEH y AMAOETHYECKUX MAIIMEHTOB COXPAHSETCS Ha
MPOTSKEHUU Tepuojia JIeYeHUsl IPU CYTOUHOM JO3UPOBKE 5 MI BellyceTpara Mo CPaBHEHHUIO C
riaredo.

18. Crmocob6 mo m.1, rae W3MEHEeHHe OT HCXOAHOTO YPOBHSI CPEIHEro COCTABHOIO
nokazarenss GCSI-24 H exxenHeBHO 1 3a 7 nHel y nuabeTHUeCKUX MAIEHTOB COCTaBIIsieT Ooee
0,1 6amna Ha Henene 14 mpu cyTouHOM K03upoBKe 30 Mr BesyceTpara 1o CpaBHEHHIO C mianedo.

19. Cnoco6 mo m.1, roe W3MeHeHHe OT HCXOAHOTO YPOBHSI CPEIHEro COCTABHOIO
nokazaresst GCSI-24 H exxenHeBHO 1 3a 7 IHEH y MAlIMEHTOB C UAMOMATHYECKUM 3a00IeBaHHUEM
cocraisieT Oonee y quabeTHYecKuX MalMeHTOB MPH CYTOYHOI A03UpoBKe Benycerpara ot 0,5
10 30 mr.

20. Crmocob6 mo m.l, roe u3MeHEeHHE OT HCXOOHOTO YPOBHS CPEIHEro COCTaBHOIO
nokaszatenss GCSI-24 H eskeqHeBHO 1 3a 7 qHEH y MALMEHTOB ¢ UAUOMATHYECKUM 3a00JIeBaHHEM
cocrasyisier Oonee 0,3 Oamna Ha 14 Hexene mpu CYTOYHOW JO3MPOBKE 5 MI BeyyceTpara 1o
CPaBHEHHIO C TMA0ETUYECKUMHU AlIHEHTAMH.

21. Cnocob mo m.l, roe u3MeHEeHHWe OT UCXOJHOTO YPOBHS CPEIHEr0 COCTaBHOTO
nokasarenst GCSI-24 H exxenHeBHO 1 32 7 IHEH y NAIMEHTOB C UANONATHYECKUM 3a00IeBaHuEM
cocrasyisier Oonee 0,3 Oamya Ha 8 Hexmene mMpu CYTOYHOH HO3UMpOBKE 15 Mr Bemycerpara mo
CPaBHEHHIO C TMA0ETUIECKUMHU allUEHTAMH.

22. Cnocob® mo m.l, rae u3MEHEeHHWE OT HCXOJHOTO YPOBHS CPEIHEro COCTaBHOTO
nokazarenst GCSI-24 H exxenHeBHO 1 32 7 [HEH y NaIMEHTOB C UANONATHYECKUM 3a00IeBaHuEM
coctasyisier Oonee 0,2 Ganna Ha 12 Henmerne mpu CyTOYHOH NO3MPOBKE 15 Mr Bemycerpara o
CPaBHEHHIO C AMA0ETUIECKMHU allUEHTAMH.

23. Cmocob6 mo m.l, roe u3MeHeHHWe OT HCXOJHOTO YPOBHS CPEIHEro COCTaBHOIO
nokazatenss GCSI-24 H exkeqHeBHO 1 3a 7 qHEH y MAlMEHTOB ¢ UANONATUYECKUM 3a00JIeBAHUEM

cocrasyisier Oonee 0,1 Ganna Ha 14 Henmene mpu CyTOYHOH NO3MPOBKE 15 Mr Bemycerpara Io
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CPaBHEHHIO C AMA0ETUYECKHMHU allUEHTaMH.

24. Cnocob mo n.1, rae BBeneHue BenyceTpara oOecreynBaeT yJaydIleHHe 110 MEHbIIeH
Mepe Ha 1 6ayT OT UICXOMHOTO YPOBHSI HHAUBUAYaIbHOro KoMmrioHeHTa GRS 3a Bpems nedenus.

25. Cnoco0 o 1.1, rae CHMOTOMBI IPEACTABIISIIOT COO0H YyBCTBO MEPETIONHEHsI/ paHHEee
HACBILIEHUE, B3AyTHE, OOJIb B BEPXHEH YaCTH KHBOTA, H3)KOTa WIIM UX Pa3INUHbIe KOMOMHALIUY C
obmum nokasaresieM GRS Briie 0,4 mo cpaBHeHuUto ¢ miaredo.

26. Crioco0 1o 1.1, rue u3MeHeHue oo1ero mokasarenss cuMnroMoB GRS oT uCXomHOTrO
YPOBHSI TMPOUCXONUT B OTHOLIEHHHM YPOBHS OOWIEHl HArpy3kKd CUMOTOMAMU OT TSDKENbIX
CHUMIITOMOB JI0 YMEPEHHBIX/MATKUX CUMIITOMOB WJIM OT MSITKUX IO YMEPEHHBIX CHMITTOMOB.

27. Cnocob 1o 1.1, rae neueHne BeayCceTparoM Win ero papMaleBTHYECKH PUEMIIEMON
COJIBIO Y MaLMEHTa-4eJI0BeKa He BbI3bIBAE€T 3HAUYUTENBHOIO TIOBBIICHUS TUIIEPTIINKEMUH.

28. Croco0 1o 1.1, re JeueHne BeayCeTparoM min ero papMaleBTUIECKH IPUEMIIEMON
COJIBIO Y TAl[MEHTa-4eJIOBEKa HE BBbI3bIBAET 3HAUUTEILHOI'O IOBBIIIEHHsS YPOBHS TJIFOKO3bI B
KpPOBH.

29. Crocob mo m.1, rae BemyceTpar BBOAST MEPOPATBbHO, MapeHTEPaIbHO, OYKKABHO,
CyOJIMHTBaJIbHO, PEKTAIbHO, BHYTPUOPIOIMHHBIM ITyTEM HJIH SHAOTPAX €aTbHBIM ITyTEM.

30. Crocob mo m.29, rae mapeHTepasbHOE BBEACHUE OCYLIECTBISIFOT IMyTeM HH(Y3UH,
MHDBEKLUHN WM UMIUIAHTALNH.

31. Criocob mo m.29, rue mapeHTepaibHOE BBEICHUE SIBIISIETCS YPECKOMKHBIM.

32 Cmoco6 mo m.31, rme 4YpPeCcKOKHOE BBEIACHHE SIBJISIETCS  MMOJKOXKHBIM,
BHYTPUMBILIEYHbBIM, BHYTPUBEHHBIM, TPAHCAECPMAIbHBIM HJIM UMIUIAHTALUOHHBIM.

33. Cnoco0 mo .29, rae BenyceTpar BBOAAT MEPOPATBHO B (popMe JKUAKOCTH, KarCyJIbl,
TaOJIeTKH, JKeBATENbHON TaOJETKU MM PACTBOPUMOH TUICHKH.

34. Cnocob mo m.29, rae BemyceTpar BBOIST NAapeHTEPaIbHO B (opme >KUAKOCTH,
TBEPAOTO BELIECTBA UJIH TeJis.

35. Cnocob mo 1.1, rae BenmyceTpar IPUHUMAIOT EPOPAIbHO C IPUEMOM MULIH WK Oe3
HEro.

36. Habop, comepskaiuii MHCTPYKIUH 110 PUMEHEHUIO U TO3UPOBAHUIO HA BKJIAJBIIIE B
YIaKOBKY (papMarieBTHYECKOro MPOAYKTA, COAEPIKALIETO BEIyCeTpar.

37. Habop mo 1m.36, comep kaiiuii MHCTPYKLUU MO BBEICHHUIO BEJyCeTpara B TeUEHUE
nepuona, cocrapisironiero 1 Henento, 2 Henenu, 4 Henenu, 8 Henenb, 12 Henenb uau Ooee.

38. Habop mo m.37, roe Ha BKJAAbIIE B YIIAKOBKY YKAa3aHO, YTO BEJIyCETpar BBOJAT B
kosimyectse oT 0,5 mr 10 30 Mr i IeUeHrss CUMIITOMOB racTponapesa.

39. Habop no n.36, rae BemyceTpar npucyTcTByeT B Kojuuectse oT 0,5 mr go 30 mr, ¢
MapKUPOBKOH JUISA JIEYEHUS CUMIITOMOB TacTpONape3a y WHAMBUAYYMa C AHA0ETUYECKUM MU
UANONATHYECKUM racTpOnape3oM.

ITo noBepennocTn
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a2 =
-
(&

KONMUYECTBO HEAENb
........ o MNALEBO —+— VEL 5 mr ——%—VEL 15 mr ---a---VEL 30 mr

OUT .1

6/l

861099



6¥/C

OUT .2A g'gh“El;flzlclﬂxfo%l'#gflygggﬁ%ﬂ;ﬂ EEELE %’? ‘g&%ﬂ UTEI:II‘;:IE H(ﬂg“galﬂl) BO/Ib3Y BENYCETPATA B 10/b3Y NNIALEGO
MYKYHbL VEL 5 T 513 050122021 [04650] I
MVKYHbL VEL 15 M7 540 02181053 [05457)
MYXSiHb: VEL 30 MT 59 0BD4 11048 ———t
EHLLHbL: VEL 5 MT B4 0350770060817 ——t
XEHLLIMHbE: VEL 15 MT BB 008050035 07404 —
KEHLLIHb: VEL 30 M 0 M 002(040,043)[0.9362 1
2 0 2
OUI.2B S O1 HOXOIIORO YPOBL Ha 12 HEDETE i;‘? "{{%‘ UTE::':Eng";’]G” BIONb3Y BENVCETPATA B IONb3Y NALES0
MYXHIHBI: VEL 5 Ml 16 13 -0.40(-1.22, 0.42) [0.3406) | .
MYKYHbL VEL 15 M7 10 -025(1.14 063)[05689) — 1
MYX4MHbL VEL 30 MF 6 8 0361057, 129 04475
KEHLLIHb: VEL 5 MF % 87 030(079,018)02221] —e—H
KEHLLIHb: VEL 15 M B3 008044 05608203 o
MXEHLLHBI: VEL 30 MI 36 43 0.A7(-0.85, 0.32) {0.5021] ol
Z 1 0 1 2




W3MEHEHWE OBLLErO NOKA3ATENA GCSI PLA VEL OTNWUYUE (95% Cl)
q) Vl r . 3A 24H OT UCXO[JHOO YPOBHS HA 4 HELIENE gm (N) (3HaveHHe p] B MOJb3Y BENTYCETPATA _|B M0Nb3y MNALEBOD
[NABETUHECK. TACTPONAPES: VELOMI 26 30 -0.21{-0.71,0.28) [0.3926]
—fo—
[NABETUHECK. TACTPOMNAPES: VEL 15 Ml 258 27 0.06{-0.44 0.56} [0.6013]
[NABETUHECK. TACTPOMAPES: VEL 30 Ml 28 25 023(-0.28 0.74[0.3851] H
WINOMATHECK. TACTPOMAPES: VELS Ml 28 27 -0.56(-1.08 0.06) [0.0319] A
IMONATHECK. TACTPOMAPEB: VEL 5T 26 21 027 1082, 0.27) [D.4254) —
WONOMATIHECK. TACTPOMAPES: VEL 30 MI 26 28 -0.07(0.59 0.45) [0.7910] I I
2 40 : 2

6v/€

PUIM.3B g‘jl'{"'g';Eﬁg‘&%ﬂﬁg‘{,ﬂggﬁg“ﬁ’}g ﬁ?ﬁ'mf i?ﬁ* ‘2’5;;’ UT’[Ts"'H‘*a"'quﬂf/;]C') BNOMb3Y BENVCETPATA B TIOb3Y MALEGO
IVMAGETUMECK. TACTPOMAPES: VELS MM 26 26 -0.04(-0.62, 0.54) 0.8940] 1
TMAGETUYECK. TACTPOMAPES: VEL 15 MM 26 21 0.37(0.22, 0.98) [0.200) I
IAGETUYECK. TACTPOMIAPES: VEL3OMI 26 24 0.08(-0.53 0.66} [0.8309 F—fe—
\LVOMATW|ECK. TACTPOMAPES: VELSMI 28 24 -0.80(-1.19, 0.00) [0.0503] ——]
J\LVOMATW|ECK. TACTPOMAPES: VEL15MI 26 20 -0.39{-4.02, 0.25)[0.229) |y
AIVONATUECK. TACTPOMAPES: VEL3OMI 26 27 -0.49 (079, 0.41) [0.5266] .

[0
—_—
<3
—
[




OUT.4A

OUI.4B

COAOPB N ([ 1) e O S
BO3PACT<55: VEL 5 Mr 3% 27 -DA2(0.90, 0.08) [0.0877] 7
BO3PACT<55: VEL 15 M % 28 5034051, 0.45 [0.8968] =
BO3PACT<55: VEL 30 MT %030 0251023 0.72)[0.3038] H—~—
BO3PACT>=55: VEL 5 MT 19 30 0.36(091,0.19)[0.1982) —o—
BO3PACT>=55: VEL 15 MT 19 20 0490078, 041)[0.5%8] N
BO3PACT>=55: VEL 30 MT 1923 044072044 [0.6391] o

Y, A 0 1 2
CUTROTS R () () e RV oA
BO3PACT<55: VEL 5 Mr 33083 030087 0.28) [0.2921) T
BO3PACT<55: VEL 15 MI 324 001055 057108675 N
BO3PACT<55: VEL 30 MT 338 0200035075 [0.4754) ——
BO3PACT>=55: VEL 5 MT 19 27 0.30(094 034)[0.3524] —o—t—i
BO3PACT>=55: VEL 15 MT 19 17 0020088 0.71)[0.9648) A
BO3PACT>=55: VEL 30 MT 19 22 0.37(-105,030)[0.2749) .

6v/Y



OUT.5A

OUI.5B

e
GERT: VEL 5 MIT 2N 0271082028 P 1
GEBT: VEL 15 MF 2W 0051083053 00677 1
GEBT: VEL 30 M 2B 0171037,072 p5%5 ——
GES: VEL5 M 30030 -046(083,0.01) 00573 —
GES: VEL 15 MT 328 01 (059037 [064T] L
GES: VEL 30 MT B 000049, 050) 09844 o
L R R
TR § e SO SR
GERT: VEL 5 MT 2% 025088039 4489 T
GEBT: VEL 15 MF 218 0281039, 0.95 04152 T
GEBT VEL 30 I 2% -0.04{0567,059(0.8070) =T
GES: VEL 5 T W 035091020 02106 ——t
GES: VEL 15 MT W3 018(075,038 P54 N
GES: VEL 30 MT W25 D05(084 052 [0.8459) o
9 4 0 1 Z

6v/G



OUT.6A

OUI.6B

H3M VEL OT/UYHUE (95% ClI
2;;’” (EJI;EJICIA)(EU%ZU#BUVE%Q%AJE%ggghE o [3Haqu(Me ) -) BMOMb3Y BENYCETPATA B NI0NIb3Y MNALIEG0
MﬂrKVIIZI:VELSI\/Ir 17 0.45{-1.08, 0.18) [0.1624] "
MATKIIA: VEL 15 MT 13 0.14{-0.84, 0.55} [0.6845] T
MATKIIA: VEL 30 MT 13 0.13(-0.56,0.82) [0.7120] T
YMEPEHHbIft: VEL 5 MI 25 -04040.92 0120 [0.1341] ——H
YMEPEHHbIV: VEL 15 Mr 17 -0.35(-0.93,0.23) [0.2302) —o——
YMEPEHHbIV: VEL 30 Mr 20 0.34(-0.21,0.89) [0.2217] H—o—
Tﬂ)KEﬂbIIZI:VELS Mr 12 0.45(-1.23 0.33) [0.2543] —_
TAKENbIVL: VEL 15 T 18 0.19(-0.50,0.89) [0.5847) — ,
TAKETbIA: VEL 30 MT 16 -0.13(0.86,060)[0.7268] |
2 0 1 )

W3MEHEHK PLA  VEL OT/IMYKE (95% Cl
ittt o I L T

y ——o—-
MATKIAU: VEL 5 Mr (K 0.58({-1.33 0.17)[0.1290] |
MATKII: VEL 15 MI 6 12 Q. 66{388 0,74} [0.8760] .
MHFKI/II/I:VEUL 0MI 16 12 0.41(-1.21,0.40) [6.3204] -
YMEPEHHbI: VEL 5 Mr B8 0381099022 [0.2125 "
YMEPEHHbIV: VEL 15 MT B 15 016083 0.51)[0.6396] 1
VI\/IEPEHH“bIVI: VEL 30 MT %19 0.56(-0.08,1.22) [0.0738) p——o—
TAXENbIA: VEL & MT 10 12 0.03(-087 0.93) [0.9471] : |
TAXKENbIN: VEL 15 M7 10 14 0.28 (-0.56, 0.11) [0.5146] : ° |
TAKENbIN: VEL 30 MI 10 18 0.36 {(-1.21, 0.50} [0.4107] . . |

NEE

<o
—— -
[ ]

6¥/9
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OUTA  |iiumsimmeehic 0 0 e "ML o0 A
BL GCSI3: VEL 5 MT B % 033082015 p A7) T
BL GCSI3: VEL 15 M 28 DADL062,042[0.7164) F—er—
BL GCSI3: VEL 30 MI 2822 020(0.34,073)[04759] —o—i
BL GCSk=3: VEL 5 M 2725 053(1.06,000)[0.0502] —o—
BL GCSl<=3: VEL 15 Mr 2 24 DA2(0.85,042)[0.6687) —of—
BL GOSI<=3: VEL 30 MI 73 0120082, 038)[06478) et
2 | 0 * 2
UL 7B i [ 1) "ot sy snursy e
BL GCSI<3: VEL 5 Mr 2% 2T 0070083 050108184 4
BL GOSI<3: VEL 15 MT 29 22 0.06(0.67,055 08482 —a—
BL GCSI<3: VEL 30 MT 2920 0.47(-0.45080)[0.5857) —t—
BL GCSI<=3: VEL 5 MI BB 074701200189 A
BL GCSI=3: VEL 15 MI' 218 0.04(-080 0.87)10.9130] —
BL GCSl<=3: VEL 30 Mr B3 043(1.02 0,161 [0.1516) oL
7 0 i 2




W3MEHEHVE OBLLEO NOKA3ATENA GCS1 244 PLA  VEL OTIWMHE (95% CI) g nonb3y BENYCETPATA B MONIb3Y MNALIEG0

OT ICXO/HOrO YPOBHS HA 4 HEJIENE Ny W [3nasenme p]

VEL 5 MI % 57 038075, -0.08) [0.0327)

VEL 15 Mr 55 48 011{-048 0.27) [0.5758] F——1

VEL 30 MT 5 008(025,045) 08743 e

TUABETUSECKINT TACTPOTIAPES: VEL 5 MT MW 02071028 [0.3928] I_L_I

JMABETUECKINM TACTPOTAPES: VEL 15 MT 29 27 006(0.44, 056 [0.8013] | |_: o

JVABETUSECKW TACTPONAPES: VEL 30 MT 2925 023(0.29,074) [0.3851] — |

IWBVOMATUSECKWTE TACTPOMIAPE: VEL 5 MT 26 2T 058(1.08,0.05) [0.0319] | |

IIVOMATWIECKITI TACTPONAPES: VEL1S M 25 21 -0.27 082, 0.27)[0.3254 —o

ADVONATUECKIT TACTPOMAPES: VEL3OMI 26 28 0.7 (-0.59, 0.45) [0.7510] —d—]

MYXHUHbI: VEL 5 M 15 19 050122 0.21)0.1690] | o |

MY)XHUHbI: VEL 15 MT 15 0 0.24(-1.01,0.53) [0.5457] | 0 |

MYXXYIHbI: VEL 30 MT 15§ 033047 113 [0.4184] : o :

KEHLLHb: VEL 5 MT 4 M4 D35(0.77,0.06) 0.0917) —o—1

KEHLLWHbI: VEL 15 M 0 % 008050035 0719 —ol—

JKEHLLWHDI: VEL 30 Mr 40 44 0.02{-0.40,0.43;[0.9362] . . —p— . .
Z t 0 1 Z

OUI.8A

6v/8




6/6

W3MEHEHWE OBLLEr0 NOKA3ATENA GeSI  PLA VEL OT/UYKE (95% CI) BNIONb3Y BENVCETPAFA B MO/b3Y MIALEE0
24H OT UCXOJHOr0 YPOBHS HA 4 HEQENE (N}  (N) [3Havenwe p]
VEL5 M 550 0.32(073,0.40) [0.1331] ot
VEL 15 Wi 50 44 001 (0.4 0.42) 0.9876) b
VELSOMr 52 51 -0.06(-0.48,0.36){0.7683] —d—
IVABETWHECKWIA TACTPOMIAPES: VELS M 26 26 -0.04{-0.62, 0.54} [0.8940] S
LVABETUECKUA TACTPONAPES: VELTS M 25 21 g_gyg;g_gzggay[@ggag] ' .
TAAGETUSECKIAT TACTPOMAPES: VELBOMT 26 24 0.0 (0,53, 0.6) 08309 . '_3 .
SVONATUNECKW TACTPONAPES VELAMI 26 24 060 {119, 0.00) [0.0503 e '
VVIMOMATUHECKWA TACTPOMAPES VELS MT 25 20 -0.39 (-1.02. 025} 0.2292 " o |
WOMONATIYECKUA TACTPONAPES; VEL3OMI 26 27 0181078, 0.41) [0 5266 RN
MYXYUHbI: VEL 5 MT 1613 -040(-122, 042 [0.3406 . f
MY)KYAHb: VEL 15 MI %10 n026(11ﬁ003‘ 0.5688 | . -
MY)XYAHb: VEL 30 MI 8 -036(057;12%‘344?5 o . .
KEHLLMHbI: VEL 5 Mr %87 -0.30(0.79,0.18) 0.2021 ' '
XEHLLHS: VEL 15 T % 31008044 056) 08203 "
KEHLLIVHbI: VEL 30 MI B 43 017065032 [0.5021] ol

2 4 0 % 2




6¥/0)

DPUI.9A g%'ﬂ%%'}l"'”%?g”jgg%gmﬂ'éﬂgﬁfs' 284 %";‘ \2’% UEII-/II:LI:I:H(::;] O Bnomay LD 3073 BETVCETPATA
MY)XYIHbL: VEL 5 M 15 13 1.03{0.21,496) [0.9881] '
MY)KYYHB: VEL 15 T 1510 0.88(0.16,476) 08841
MY)KYYHbI: VEL 30 MT 59 027(0.04 15801453 F——
KEHLLAHI: VEL 5 MT 10 44 193079, 47401492 A —
EHLLIHb: VEL 15 T 03 074{030,184) 05208 o
KEHLLIVHb: VEL 30 M 4 44 083035 202)[0.5889) L
A0 4 2 3 4 5
OUIT.OB |57 ieraitioro yeosa 1z aene %‘f‘ ‘ﬁg% UT[’;:::':JEE’I/;’]G') B T07K3Y TALESD 81073y BETVCETPATA
MY)XYWHbI: VEL 5 MT 1613 242(038,15.38) P.3T5)
MY)XKYWHb: VEL 15 M7 10 1.07(0.18,629) [0.9375] T
MY)KYYHbI: VEL 30 MT 8 080(0.10,3.70)[05640) ot——
KEHLLYHbI: VEL 5 T %37 457(059,4.14)[0.347] e
KEHLL/HbI: VEL 15 M B3 41041, 298) 0.8426) 1.
KEHLL/Hb: VEL 30 M %43 147(057,381) [04287) |
0 5 10 I
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OUI.10A  [OTBEYALHE TALERTHI PLA™VEL ™ CTHOLIEHWE LIAHCOB (35%C)) B o3y NMALESO B 10Nb3Y
COrNACHO GCSI 24H HA 4 HEENE NN [3HaseHwe pl iy BEIVCETPATA
[AABETIYECK. TACTPOMAPES: VELSMT 28 30 1.05{0.35, 3.12){0.9367]
[AAGETUMECK. TACTPOMAPE3: VEL 15 M 28 27 0.44(D.15, 1.30)0.1374] o
[IMABETIYECK. TACTPONAPES: VELBOMI 23 25 0.45(0.15, 1.38)[0.1640] roi—
ADVOMATAYECK. TACTPOMAPES: VELS M 26 27 2.76{0.89, B61)[0.0797] {
WIVONATUYECK. TACTPOMAPES: VEL 15 M 26 21 1.28(0.39, 4.18)[0.06774] i O
WIMONATUYECK. TACTPONAPES: VEL3OMT 25 28 0.92{0.30, 2.83)[0.8848] 5“““““"*.2 T
OUI.10B  [oeesiouMe MALHERTS PLA" VEL OTHOLIEHUE LUAHCOB (95% C) g 1jomb3y MIMALEG B 110/1b3Y
COTMACHO GCSI 24H HA 4 HE[JENE N N [3Havenme pl " BE/IYCETPATA
TAABETIMECK. TACTPOMAPES; VELSMT 26 26 1.48{0.42, 0.300.5422) ‘
IMABETUSECK. TACTPONAPES: VEL15MT 26 21 0.55(0.16, 187)(0.3345] T
[IMABETUYECK. TACTPOMAPES; VEL3OMI 26 24 116(0.32, 4.45)10.8204] S
WIWOMATUYECK. TACTPOMAPES: VELSMI 26 24 1.96{0.61, 6.330.2593] I
WIMONATUYECK. TACTPOMIAPES: VEL15 M 26 20 2.02{0.58,6.57)[0.2672] L
WIVONATUYECK. TACTPOMIAPES: VEL3OMT 26 27 1.28{0.41,3.99)[0.6750] L o om— .
0 i 4




OUTI.1MA

12/49

OTBEYAHLUME NALMEHTBI  PLA
COrMACHO GCSI 24H HA 4 HERL (N}
BO3PACT<H5: VELAMI 36

BO3PACT<55: VEL15 M 3
BO3PACT<55: VEL3O M 36

(@]

BO3PACT>=55: VELSMI 19
BO3PACT>=55: VEL 1S Ml 1
BO3PACT>=55: VEL 30 Ml 1

e
<o

o«

E
N} [3Ha4eHue p]
7 181{062 5.28)0.2773]

28 085{031, 237)0.7503]
30 055(0.20,1.520.2454)

V
(
2

0 182{055, 6.000.328)
0 051(0.17,2200.4452]
23 085(0.25 299)081%]

L. OTHOLLEHME LLAHCOB (95% CI) B MONb3Y MNALEGO

OUlr.11B

COTTIACHO GCSI 24H HA 12 HER. (N
BO3PACT<05: VELSMI 33
3

BO3PACT<5; VEL15 MM 3
BO3PACT<55: VEL3O MM 33

OTBEYAOLIME NAUMERTBI  PL
(

W:h,

BO3PACT>=55: VELS M 19
BO3PACT>=b5: VEL15 M 19
BO3PACT>=55: VEL 30 M 19

VEL OTHOLLEHYE LWIAHCOB (95% CI)
(N} [3Hauenme p]

03 148(0.47, 45905129)
2% 143(0.46, A40[05376)
29 0.98(0.33, 2.90)[0.9598]
7 189(051, 6.95)0.3365)
70
20

B M0Nb3y
BENYCETPATA
| $
e
PO
Y
s By
0 i 4
BMOMb3Y NNALESO  BMNOJIb3Y
BENYCETPATA
e e
e B i
S
[ E—
2" s e
i
0 2 4 6




13/49

OTBENAIOLLME MALMEHTb  PLA™ VEL OTHOLIEHME LWAHCOB (95% CI) B MOMb3Y MINALEBO B TIONb3Y
COTMACHO GCSI2aHHA 4 HEDL (N} (N} [anauenwe pl] , BENYCETPATA
UCTOPUY.: VEL 5 MI 20020 1.75(050 6.21)0.3629] N

ACTOPMY. VELTSMI 20 47 1.13{0.30, 4.19)0.8598] e
ACTOPUY: VEL3OMT 20 17 0.85(0.22, 318[0.8038] N S

~k

MPOCTIEKTUB. VELEMI 35 37 175{0.:65, 476)[0.2700] -

[POCMEKTIB.: VEL1SMI 35 31 0.57(0.22, 1.53)(0.2660] bot—t
MPOCMEKTUB.. VEL3OMI 35 36 057022, 151)[0.2597] et

0 2 4
OUl.12B
OTBEYAIOUIME MALMENTBI  PLA  VEL OTHOLLEHME LWAHCOB (95% CI) B NOMb3Y MNIALEE0 B MOMb3Y
COFMACHO GCSI 24HHA 12 HED. (N} (N} [3HayeHue p] g BENYCETPATA
NCTOPIY.: VEL 5 MI 19 17 1.01{0.26, 3.88){0.9858)

ICTOPUY. VELSMI 19 13 270082,11720.18%] T~
ACTOPU. VEL3OMI 19 15 141028, 439)08823]  Ho——i

MPOCTIEKTVB. VELEMT 33 33 2.85(0.80, 10.19)[0.1066) .
MPOCTEKTUB VELISMI 33 28 061021, 179403657  +o

MPOCMEKTUB. VEL3OMI 33 35 1.30(043 3.99)j06432] i




OUTM.13A

14/49

OTBEYAHOLLIME NALUMERTBI  PLA

VEL  OTHOLLEHUE LIAHCOB (95% CI) B M0J1b3Y MNALEBO BMOJIb3Y
COTMACHO GCSI 24HHAAHER, () () [3HaseHme p] iy BETYCETPATA
GERT: VEL 5 MF 20 091027, 30108736]
GEBT: VEL 15 M 2N 08I 20047 T
GEBT: VEL 30 MT 2N % 050015 165000586 e
GES: VEL 5 MF B30 296102 8.60)0.0450)
GES: VEL 15 MF BB OR05 28050 et
GES: VEL 30 MT B % 082028, 242007213] __ ok |
07 5
OUIM.13B

OTBEYAKOLIME TIALMERTH  PLA
COTMACHO GCSI 24H HA 12 HELL (N}

GEBT: VEL 5 MT 22

GEBT: VEL 15 MT 22
GEBT: VEL 30 MT 22
GES: VELS MI 30
GES: VEL15 MT 30
GES: VEL 30 MT 30

VEL  I0THOLLIEHME LUAHCOB (95% CI) - B NOJb3Y NNALEG0

N

23
18

N
<

NG
==

23
25

[3HaueHue p]
1.80 {0.47, 6.35)[0.3884]

0.47(0.13,1.73)0.2543]
1.38(0.39, 495)0.6167]
152 (050, 461[0.46%)
1,76 (0.5, 5.68)[0.3434
1.0 (034, 3.26)[0.9265)

-‘I vl

B M0Jb3y
BENYCETPATA




15/49

OUI.14A

OTBEYAWOLIME NAUMERTBl  PLA  VEL OTHOLUEHME LAHCOB (95% CI) BTMOMb3Y MMALESO B NOMb3Y
COTMACHO GCSI 24H HA 4 HER. (N} (N} [3Hauenme p] BENYCETPATA
MATK:VELSMT 47 7 269064 11390.0775] T !
MATKWR: VEL1SMT 17 43 075(0.16,350[0.7140) +—

MATKWA: VEL3OMT 17 13 049(0.10, 248)0.3867)  +ef—t

YMEPEHHBIA: VELSMT 26 25 1.48{046, 4770513 Hemer
YMEPEHHbI: VEL 15MF 26 17 161 ’OAM%[M’M] A

YMEPEHHBI: VEL3OMT 26 20 059{0.17,1.97)0.38 ] ol

TOKEMbIA VELSME 11 12 12034 120417

TOKEMBIA VEL15MT 41 18 0.34{007,16 )gomn tord

TOKEMBULVELSOMT 41 16 088(0.13. 346006417 ol

0 5 10

dUNI.14B

OTBEYAFOLLUME MAUMEHTBI  PLA  VEL OTHOLLEHME LUAHCOB (95% CI) B NONb3Y MNALEBO B M0Jb3Y
COrMACHO GCSI 24H HA 12 HEJL (N} (N} [3HaueHue p] BENYCETPATA
MATKAM: VELSMI 16 13 ",13119,42V8)goc3 3 ®

MATKAR: VELTSME 16 12 071(0.14, 3590681

MATKAM:VEL3OMT 16 12 481(084 2767)00783

YMEPEHHBIA: VELSMT 25 23 242{052, 11 3?}02624} R

YMEPEHHBIA: VEL15MI 25 15 0.21(0.38, 175)04139] Ho—

YMEPEHHBIA: VEL30MI 25 19 0.38(0.10, 1.41)[0.1466)

TOKEMBIA VELSMI 10 12 0.40(0.06, 2.55)0.3349]

TOKENBIA: VEL15Mr - 10 14 ouo*umnm&o

TOKEMbIA: VEL3oMr 10 16 1.02(0.16,655)[0.9865] gt ‘ , ‘

0 0N D N 4




OUI.15A

OUI.15B

OTBEYAIOLME TALMERTD  PLA
COTTACHO GCSI 244 HA 4 HER.  {N)

BL GCSI<3: VEL5MI 28
BL GCSI<3: VEL15MI 28
BL GCSI<3: VEL30 M 28

BL GCSI<=3: VELOMI 27

BL GCSI«=3: VEL15 M 27
BL GCSI<=3: VEL3OMT 27

YEL OTHOLIEHME LLAHCOB (95% CI) B M0Mb3Y N/ALEGO

(N
2

24
22

[3Ha4enme p]

203(0.68, 8.05)[0.2013] )
16.2000]

0.55{0.18, 1.6}

]
i
]

0.41{0.13, 1.34)[0.1400]
144(0.46, 4.51)[0.5316]

0.94 {0.30, 291{0.9137
0.94{0.32, 2.74}0.9156

OTBEAIOLUME NAUMERTBl  piA
()

COrNACHO GCSI 24H HA 12 HED.
BL GCSI<3: VEL 5 MT

.
BL GCSI<3: VEL15 MM 2
BL GCSI<3: VEL3O Ml 2

<< [<da] zl‘“"

L

BL GCSI«=3: VELO Ml 2

<o

BL GCSI<=3: VEL15 Ml 23
BL GCSl<=3: VEL 30 Ml 23

VEL OTHOLUEHME LIAHCOB (85%C)) B MO/Ib3Y MITALIEGO

)
27

2
2

[3HaueHue p]
14(0.36, 356)[0.8234)

14

0.93(0.28, 343)0.9130)
073 (0.21, 248)0.6075
398 (0.99, 16.05)[0.0525)
127{0.38,448)0.7138
219(0.88, 71001908

B MOJb3Y
BENYCETPATA
L R
e
7
0]
0 2 4 6
B NONb3Y
BEJTYCETPATA
|
g
[ SR
e
b
0 ) 10 15

6¥/9)



OTBEYAHOLLME NALIMEHTBI COrNACHO
GCSI 24H HA 4 HEDIENE

VELS MI

VEL 16 MP

VEL 30 Mr

[AABETUYECKUIA TACTPONAPES: VEL 5 MI
NAABETUYECKUIA TACTPONAPES: VEL 15 MT
NAABETUYECKUIA TACTPONAPES: VEL 30 MT
VONONATUYECKIN TACTPONAPES: VEL 5 MI
WINONATUSECKINA TACTPONAPES: VEL 15 M
WINONATIAMECKUIA TACTPOMAPES: VEL 30 MT
MYX4IHbI: VEL 5 MI

MYXHIHbI: VEL 15 MT

MYXHIHbI: VEL 30 MT

KERLLWHBI: VEL 5 M

XEHLLIAHDI: VEL 15 MP

XEHLLIHDI: VEL 30 MP

PLA  VEL OTHOLLEHME LUAHCOB (95% CI)

)

03
55
53
29
29
29
26
26
2
15
18
18
40
40
40

N

57
48
53
30
2
20
2
21
28
13
10

9
44
38
44

[3HaveHme p]

e oy g

P

B M0/b3Y MNALIEBO

—0——]
—
_l

B M0/1b3Y BENYCETPATA

T PITTIT . F97131.

(e

o0
00 -

OUI.16A

6v/L)



OTBEYAMOLLME NAUVEHTbI COTIACHO P A
GCSI 24H HA 12 HEAENE o)
VEL 5 MT 52
VEL15 M 52
VEL 30 M7 5
JVIABETUHECKI TACTPONAPES: VEL 5 T 26
MABETVIECKII TACTPOTIAPES: VEL 15 MT 26
AMABETVECKIN TAGTPONAPES: VEL 30MI 26
JABMONATUHECKINM TACTPOTIAPES: VEL 5 NI 26
IAMOTIATHECKINT FACTPOTIAPES: VEL 15 MT 26
INIAQATUSECKI TACTPOTIAPES: VEL 30MT 26
MYXYUHb: VEL 5 T 16
MYKSUHb: VEL 15 M7 16
WYX WHb: VEL 30 MT 16
KEHILIHBI: VEL 5 T 3%
KEHLLIMHBI. VEL 15 MT %
KEHLUYHb: VEL 30 MT %

VE
{N) [3Havenue p]
o0 171{072,4.08) [0.2260]
A 105(044, 2&)[!9126}
51 122{0.51,2.88) [0.6561)
26 148(042 530 [0.5422)
20 055(0.16, 1.87) [0.3345)
24 146032, 4.15) [0.8204]
24 1.96(061,6.33) [0.2593]
20 202(058,6.97)[0.2672]
20 128 (0.41,3.99) [0.6750]
13 242(0.38,15.38) [0.3475]
10 1.07(0.18,6.29) [0.9375)
B 0.60(0.10,2.70) [0.5810]
37 157(0.59, 4.14) [0.3647)
3 111{0.41,2.98) [0.8426]
43 147(057,381) [0.4287]

| OTHOLLIEHVE LLUAHCOB (95% CI) B NO0Nb3Y NNALEBO

I

o—
Ho—|

B M0/1b3Y BENYCETPATA

TTTTT__'inT—.-T-gTTT_

<

L™

OUI.16B

6v/81



19}

VN3MEHEHWE LS-CPEAHNX 3HA4EHWI OT

NCXOLHOT0 YPOBHS

N
[&y
i

—
Lo}
i

e

56 7 8 9 W 0B 4
KOMMYECTBO HEEMb

....... G ﬂﬂAHEBO e \[E|_ & M =t \TEL 15 M ==&~~~ \EL 30 Mr

2 =
Ty ==
o

OUlr.17

6v/61



20/49

OUT.18A
S PatEs | e sy
MYXYUHbI: VEL 5 M 513 058(121,005{00726 +——t
MYXYUHbI: VEL 15 M 510 051(119,017)0.1428]  ———H
MYXYUHbI: VEL 30 M 59 0.14(057,085){0.7013) —fo——1
KEHLLIAHb: VEL 5 M 0 44 D33(070,004){00767] —o—t
KEHLLMHbI: VEL 15 M 038 017055 0.20) [0.3681] —o{
MKEHLLMHbI: VEL 30 MT 4 44 003(034,0390.893] s e

2 1 0 1 2
oUnl.18B
et A
MYXYIHbI: VEL 5 M 6 13 046(1.17,026)[02089] +————
MYXYUHbI: VEL 15 M B 10 040(-147.037)[0.3078] ——o——
MYMYUHbI: VEL 30 M %8 0.20(-0611.00)[06273] —to——
KEHLLHbI: VEL 5 M %03 0808000400791 ——t
KEHLLHbI: VEL 15 M %3 010054 0.33) [0.6459) —ol
KEHLLHbI: VEL 30 M S ) P R e

-.e’.




QUM 19A

OUIr.198

RS W W iy e o
JVABETVECK. TACTPOMIAPES: VELSMI 25 30 -0.26(-0.70, 0.18) 10.2477] —
TAABETIYECK. TACTPOMAPES: VEL15 MM 28 27 -0.45 (059, 0.29) [0.4991] —
TAAGETIYECK, TACTPOMAPES: VEL30MI 25 25 0.41 (035, 0.56) [0.6402] e
MOMATAYECK. TACTPOMAPES: VELS M 26 27 053(0.98, 007 [0.0244]  +—o—ri
IAMONATMHECK. TACTPOMAPES: VEL 15 MM 26 21 035(083 0.44) 0459  ——h
J\AONATUYECK. TACTPOTIAPES: VEL 30MI 26 28 -0.02(-0.48, 0.44) [0.3221] ey

2 40 12
T PR T ey ot
TVABETIMECK. TACTPOMAPES: VELS MM 28 26 0220073008 [0381] =t
IVIABETUYECK. TACTPOMAPES: VEL 15 M 26 21 0.12(0.39, 0.64) [0.6342) —to—1
IVABETUYECK. TACTPOMAPES: VEL3OMT 26 24 0050057, 0.47)[0.8558] —
J\DMONATIAYECK. TACTPOMAPES: VELSMI 26 24 053(-1.05, 000 [0.0470]  —o—I,
J\MOMATUYECK. TACTPOMAPES: VEL 15MF 26 20 -045(-1.04 04001084  ——h
AMONATUSECK. TACTPOMIAPES: VEL 3OMI 26 27 019(072, 034 04838]  +—ot—

6v/1¢C



OUI.20A

OUI.20B

W3MEHEHHE OBLLErO NOKA3AT. GRS

A VEL  OTTMMME (95% CI)

BMONb3y

OT UCXOJHOT0 YPOBHS HA 4 HE] %ﬂﬁ) (N} [3navenme p] seyceTpara B 0TSV TINALIESD
BO3PACT<55: VEL 5 MT 3% 27 044087, 0.01)[0.0442) —
BOBPACT<55: VEL 15 M % B -DA9(0610.23)[0.3800) T
BO3PACT<55: VEL 30 MI % 20 0.16(-0.26,0.58) [0.4489] o
BO3PACT>=55: VEL5 MI 1930 0340830150470 ——H
BO3PACT>=55: VEL 15 Mr 190 0310830200248  —e 1y
BO3PACT>=55: VEL 30 MI (A 0.?3<~0.64,%-39‘)[0-§292] el
2 0 2
oo 1 ooams | W S
BO3PACT<55: VEL 5 MT GO IR A E K/ (R R
BO3PACT<55: VEL 15 M 33 24 0.16(-0.65,032)[0.5087) o
BO3PACT<55: VEL 30 MI B2 0.04-044 052 [0.8685] —f—
BO3PACT>=55: VEL5 M 19 27 0370092018019  —ey
BO3PACT>=55: VEL 15 Mr 19047 QB3 04n ey L
BO3PACT>=55: VEL 30 Mr 19 2 0330091026 0.2797] .y

6v/CC



OUl.21A ﬂ?“ﬂi'}(ﬁ,'}]"ﬁo‘ﬁf,”y‘f,[,‘;ﬂ,?ﬁ‘,‘ff L’Eifs Fzgf‘ “é%’ UTE':'I::'EJ%";’]C” B NOb3Y BENYCETPATA B NOMIb3Y MIALEGO
NCTOPWHECKINN: VEL 5 MT 20 20 044{096 0.08)[0.0953] T
VICTOPVYECKIAW: VEL 15 MT 20017 -048(072 0.37) [0.5256] 1
VICTOPVYECKIAV: VEL 30 MI 0 17 0.06{-048 0.60) [0.8242] —to—
NPOCMEKTUBHBIM: VELSMI 35 37 036 (-0.76, 0.03} [0.0716] ——
MPOCNEKTUBHBI: VEL15MT 35 31 -0, 28(-0.69, 0.13)[0.1804] —o—H
NPOCMEKTUBHBI: VEL3OMI 35 36 603 (-0.38, 0.43) [0.8950] —b—

-4 A 0 1 i

W3MEHEHWE OBLLET0 NOKA3AT. GRS PL. EL OTNWYKE (95%
CDM |_.21 B OT UCXONHOTO YPOBHAHA 4 HEL. (N} () [3HayeHue p]
VCTOPUYECKMIA: VEL 5 MT 19 47 -0.49(-1.08,0.10)[0.1049] F——d
VCTOPUHECKIM: VEL15MI 19 13 -0.47(-1.09, 0.15) [0.1396] F——

Cl) B MONb3Y BENYCETPArA B NOMb3Y NMALEBO

VCTOPUYECKWIA: VEL 30 MT 19 16 0.08(-0.54,0.69) [0.8050] —to——
MPOCMEKTIBHBIA: VELAMI 33 33 -0.32(-0.76,0.13)0.1644] —o—t
NPOCTEKTUBHBIA: VEL15MI 33 28 01{-0.45, 0.47) [0.9640] ——
NPOCTEKTUBHBIA: VEL3OMI 33 35 -0.19{-0.65, 0.26) [0.4005] —e—1

—]
N

2 R 0

6¥/€C




24/49

O OO e 0 0 weomgl GEVGETArA  BNOTRSY MTALESO
GEBT: VEL5 MT 2221 0A40(089,0.09) [0.1078) F——t
GEBT: VEL15 MI 220 035(087,0.16)[0.1788] ——t
GEBT: VEL 30 Mr 2028 0.04(0.44053)[0863) —fe—
GES: VEL 5 MT 33030 0.39(081,003) [0.0673) ——H
GES: VEL 15 Mr 328 0.16(058027)[0.4659) —of—
GES: VEL 30 Mr 3325 0.00(0.44044)[0.9984 —
2 1 0 1 2
OUT.22A

oAb, N ) mesen EW  STORYTAED
GEBT: VEL 5 MI 2B 037093 0.18)[0.1873] ——1—
GEBT: VEL15 M 218 -001(059,058)[0.9829] —p—
GEBT: VEL 30 MI 2% 013068 0.42)]0.6482) —of—
GES: VEL5 MI 077 038(086,0.10{0.1166] —o—H
GES: VEL 15 Mr 30028 026(0.75 0.23)10.2930] —o—{
GES: VEL 30 Mr 30 5 011061 0.39)]06655] —ot—

) 1 0 1 2

OUI.22B



W3MEHEHUE OBLLEFQ NOKA3AT.  BLA  VEL  OT/IMYME (95% Cl B N0/1b3Y
OUT.23A GRS OT UCXO[L. VPOBHS HA 4 HER. (N)  {H) [3|-|at|e|(-w|e p]) genycerpara B N0/0SY TVALERD
MATKII: VEL o M1 77 ORWOBMPBY
MATKIA: VEL TS T 713 DRMBINMET
MiATKVI: VEL 30 Wr 713 0070550680830 ——
VMEPEHFHIT. VEL 5 Wi B % D40N0PET ey
YMEPEAHbI: VEL 15 MT %17 0%L08T015[01699  —en
Vl\/IEPEHHVbII/I:VEL 30 MT % 20 Lg;@f@g{; 0.73) 0.3310] i I
TAKEMbI: VEL 5 T 112 D000 — |
TAKEMbIE: VEL 15 T 18 0020608009463  —d—
TAKENbIVE: VEL 30 Mr 16 047082 047)[05998] ——1—
2 4 6 1 2

6¥/G¢

W3MEHEHUE OBLLETO NOKA3AT. PLA VEL OTNWYKE (95% CI B MONb3y
PUI.23B  |ersorucron veossnatoten ) () [3Haqeu(ue p]) genveerpara o o3y TTALESO
MSTKWI: VEL 5 MT 1613 -045(-1.10,0.20) [0.1765) =
MSATKWI: VEL 15 Mr %12 -038(108030)[02833  ————
MSTKWT: VEL 30 M %12 ow LﬁGéS‘[ K11 e——
YMEPEHHBIA: VEL 5 M 2523 -040(-0.920.13)(0.1397] —o—H
YMEPEHHBIA: VEL 15 MT %15 -f‘zz(eeassm[MSCS] —ot—
YMEPEHHBIIA: VEL 30 MI 25 19 040(0 5 96) [0.1522) H——
TOKENbIA: VEL 5 MI 10 12 036(114,0483)037%]  r———1—
TOKENbIIE: VEL 15 M7 o ’D"'“’b“""’ /09054 —r—
T I L e m |
2 R 0 1 i




OUI.24A

OUI.24B

W3MEHEHWE NOKA3ATENA GRS

10 NOALKANIAM 0T UCXOHOT 0 %I}A \éé? UlTnﬂmeEHf:s]m) BEEJ;T\n’gIJE1$P3XFA BTI0Mb3Y TALER

YPOBHS HA 4 HE[IENE

BL GCSI3: VEL 5 I 28 32 041085 0020052 o

BL GCSI3: VEL 15 Mr 28 24 037 (084 009013 ] S

BL GCSI3: VEL 30 MT 2822 06404, 052008658 s

BL 6CSk=3: VEL 5 Mr 27 25 053100, 0.050.0297 o

BL GCSk=3: VEL 15 I 7 0150083, 032005252 ol

BL GCSk=3: VEL 30 T 273 0101055, 0.350.6624] -
2401

W3MEHEHWE NOKA3ATEJIA GRS PLA VEL OTJMYHE (5% CI) B M0Nb3y BM0Nb3y

110 NO/LUKANAM OT UCXO/HOO N @ [3Havenme p] BENVCETPATA  MNALEGO

YPOBHA HA 12 HE[IENE

BL GCSI3: VEL 5 MI 29 27 027 (077, 0.23)0.2892] ——

BL GSI3: VEL 15 Mr 29 22 026080, 02703322 oo

BL GCSI3: VEL 30 MT 29 2 0060406108222 -

BL GCSk=3: VEL 5 MT %2 ATHA28 01900088 —e—i

BL GCSk=3: VEL 15 M 2 19 012(067,043)08671] A

BL GSk=3: VEL 30 M 2% 31 -049(-4.00,003)00832) S

Pl o

6¥/9¢



W3MEHEHVIE OBLLETO NIOKA3ATENS GRS PLA VEL  OT/WMME (35%C) BNOb3Y BENYCETPATA B N0/b3Y MNALEGO

OT UCXOJHOTO YPOBHS HA 4 HEJJENE WowN [aHasete pl

VEL 5 Mr 557 039(071,00 )[roasgg —o—

VEL 15 T 548 ’?ZW‘BSO 08)[0.1354] —o—H

VEL3OMT 5553 14{@28037}[9798} —to—

JVAGETUYECKINM TAGTPONAPES: VEL 5 NI N Jge;\ 0@13){924 7; M

MAAGETUECKWI TACTPOMIAPE: VEL 15 T 2% 7 0150059 029) 04991 — o

MMABETUSECKIM TACTPOAPE3: VEL 30 MT %% 0 5035) 10.6402] A

MONATUECKV FACTPOMAPE3: VEL 5 MT % 27 0531098, -007) [0.0244 —o—

J\TVOMATUHECKIIA TACTPOMAPES: VEL 15 I % 2% DB 83014){01594} —o—

J\TVOMATUHECKIIA TACTPOMAPES: VEL 30 M % B/ 002048044 [0.9221] ——

MY HUHb: VEL 5 MT 51 -358 121, 0.05) [0.0726] ———H

MYXUHbL: VEL 15 T 510 DBE8 0T, me‘i | o—

MY)XUHbL: VEL 30 T 59 {:57 085 [0.7013 | 0 :

KEHLLHbI: VEL 5 MT 0 4 -J 33 70,0040 0707 —o—1i

KEHLLHbL: VEL 15 Mr £ % 010 55, 0.26) [0.3681 —ot

KEHLLHbI: VEL 30 MT 0o Woa 4039){08930 N |
2 0 1 2

OUI.25A

6¥/.LC




W3MEHEHME OBLLIEFO MIOKA3ATENS GRS PLA VEL  OTIIMYME (95%C) B M0N1b3Y BENYCETPATA B N0Mb3Y NNALEGO

0T UCXOJHOr0 YPOBHS HA 12 HEJENE N M [3HaseHwe p]

VEL5 M 5250 038 (074, -0.01) 0.0427] —o—|

VEL 15 Mr 54047 (054,021) [0.38%] o

VEL3OMT 5 50 0.120049,026) 05344] —ol—

JMABETUSECKINI TACTPOMAPE: VEL 5 I % 2% -022(0.73028) 03811 —o——

TVIABETVYECKW/I TACTPONIAPE3: VEL 15 MT %2t 0420039, 064) 06347 —o—o

TVABETUSECKVA FACTPOMAPES: VEL 30 MT % 24 0050057 0.47) 08558] —a—

J|AVOATUECKIAN TACTPOMAPES: VEL 5 MT % 24 0531105001 00470 ——|

IVIAOATYSECKII TACTPOTAPE: VEL 15 MT %0 0450100 0.10) 01064 ——o—N

J\TVOMATUYECKIIA TACTPOMAPES: VEL 30 NI % 0191072034 04839 —ot—

MYXXYWHbI: VEL 5 MT 613 046(-1.17,0.26) [0.2089] | o |

MY WHbI: VEL 15 MT 10 040M1.47,0.37) 0.3078] | o |

MY WHbI: VEL 30 MT B8 0201061 10006273 | o |

KEHLLHbI: VEL 5 MT %037 -036{080,0.04) 00791] —o—11

KEHLLIHbI: VEL 15 Mr B3 -DA0{054,0.33) 05453 —of—

KEHLLHbI: VEL 30 MT B4 0000830220363 _ e | |
2 1 0 1 2

OUI.25B

6¥/8¢




U3MEHEHWE NOKASATENA GRS N0 NOALKANAM ~ PLA ¥

s

L OT/WYUE (95% Cl)

6¥/6¢

0T MCXOJHOr0 YPOBHS HA 4 HEJENE NN [3Hayenve p BIIOMb3Y BERVCETPATA BO/Ib3Y MTTALERO
MOJLIKANA TOLLHOTBI: VEL 5 MT b 5 DA3(042 0.47)[0.3942] —o+
MOJLLUKASTA TOLLUHOTbI: VEL 15 MT B 4 0.08 (-0.22, 39} [0.5875] ——o—
MOALKANA TOLLHOTBI: VEL 30 MT 05 53 009({0.21, 040} [0 3377 ——o—
MOALKANA B3YLLUS: VEL 5 MI 5 57 OM -(-3 96, -0.05} [0, 0293 ! o I
MOALIKANA B3YLLUWS: VEL 15 MI 0 48 LA 72 0.22 [0.3001] | o |
MOALIKANA B3[YLLUS: VEL 30 MI 8 53 0.09{0.37 0.55: 0. 7031 : o i
MOALLKANA HYBCTBA MEPENONH.: VELS MM 55 57 -0.58(-1.08,-0.10} [0. 0192 I o i
MOALWKANA YYBCTBA MEPEMONH.: VEL1AMI 55 48 -0.42{-0.93, 0.09} [0, 1063 I o i
MOALKANA YYBCTBATIEPENONH.: VEL30OMI 55 53 0.87{ 0.43, 0.56) [0.7935} I o i
MOALIKANA PBOTbI: VEL5MI 8 of  -0.29({-0.60, 0.02} [0.0681] F—o—H
MOALIKANA PBOTbI: VEL 15 Ml b5 48 -0.33(-0.65,-0.00) [0.0474] —o—|
MOALKANA PBOTBI: VEL 30 MI 55 53 -0.08(-0.40 0.25)[0.6442] —ot—|
MOALLKAIA BOJTIA B XIBOTE: VEL5 MI 05 of  -051(0.94 -0.07) [0.0230] l o I
MOALKANA BOMIA B XIBOTE: VEL 15 Ml 85 46 -0.42({-0.87 0.04)[0.0727] | o |
MOALWKANA BOJIA B XIBOTE: VEL 30 MM 55 53 -0.02{-0.46,042)[0.9301] I I
MOALWKANA N3O VEL 5 MI 55 57 -0.40(-0.82, 0.03) [0.0654] p——o—-1
MOALLIKANTA U3XOTW: VEL 15 Ml b 48 0.31(0.76,0.13) [0.1609] ! o i
MOALLIKANTA U3XOrK: VEL 30 Ml 0 53 0.01(-0.42 0.45)[0.9469] ——
MOAWKANA HAPYLLL. MOTOPUKN KWLLEY.: VELOMI 55 [ 023057 0.11)10.18%) ——o——1
MOQWKATIA HAPYLL. MOTOPUKN KILLEY.; VEL1SMT 58 48 -D.05(-0.39, 0.30) [0.7965] ——o—|
MOALLKANA HAPYLL. MOTOPKIA KLLEY.: VEL3OMT 55 53 -0.20(-0.14, 0.5} [0.2441] H—o—
I I 1
2 -1 0 2

OUI.26A




W3MEHEHWE NOKASATENA GRS N0 NO/LUKANAM
0T UCXOAHOr0 YPOBHA HA 12 HEQIENE

MOALLKAA TOLHOTbI: VEL 5 MT
MOAWKANA TOLUHOTbI: VEL 15 MT
MOALWKANA TOLLHOTbI: VEL 30 MT
MOALWKANA B3IYTUS: VEL 5 MI
MOAWKANA B3IYTIAG: VEL 15 MT
MOALWKANA B3IVTIAG: VEL 30 M
MOALWKANA HYBCTBA NEPEMONH.: VEL 5 M
MOALWKATTA HYBCTBA MEPEMONH.: VEL 15 M
MOALWKATTA YBCTBA MEPEMONH.: VEL 30 M
MOALWKANA PBOTbI: VEL 5 MT

MOALWKANA PBOTBI: VEL 15 MI

MOALLKANA PBOTBI: VEL 30 M

MOALLKANA BONIA B XKINBOTE: VELS MT
MOALKANA BONK B XIBOTE: VEL 15 MI
MOJLKANA BONK B XIBOTE: VEL 30 M
MOOLLKATA U3XOIA: VEL 5 M
MOJLWKANA U3XOTI: VEL 15 MT
MOJLKATA U3XOrIA: VEL 30 M

MOALLIKANA HAPYLL. MOTOPWKIA KILLEY.: VEL 5 MT
MOALLIKANA HAPYLL. MOTOPWKIN KILLEY.. VEL15 Mr

PLA VEL

)

52
o2
52
5
5
52
5
5
52
5
52
52
52
52
52
5
52
52
52
b2

MOMUUIKANA HAPYLLL MOTOPUKY KILLEY.: VEL3OMI 52

)

50 -

41

5 -
5 -
4 -

51

50 0.3

41
51

o0 -
4
51 Vol

5

4 -
5
5 -

4
51
50
4
51

OT/IMYME (95% Cl)
[3HaveHme p]

—
Lo W

BM0JIb3Y BENYCETPATA

B N0Jb3Y NNALIEBO

o

Q

o =

OUI.26B

6¥/0€



W3MEHEHWE OBLLErO NOKAATENA GRS 0T
NCXO[IHOr0 YPOBHSA HA 4 HEJIENE

NMABETUYECKMI TACTPOMAPE3

BM0JIb3Y BENYCETPATA B M0JIb3Y NNALEGO

OUI.27A

PLA- VEL  OTIMYME (85% C)
L/ [3Hayenve p

MOALKANA TOLLHOTBI: VEL 5 MT 29 30 0.06(-047 035 [0.7880] —
MOALLKANA B3OYTUA: VEL 5 MT 29 30 -0.44(-1.06 019 [0.1700] T
MOALIKANA 4YB-BA NEPENOMH.. VELOMI 29 30 -0.33{-1.00, 0.35) [0.3405] —o—1—1
MOJLIKANA PBOTbI: VEL 5 MT 29 30 0.14(-0.57 0.29){0.5310] F—o1—
MOALLKANA BOMN B XIBOTE: VELAMI 29 30 -0.31(-0.81,0.30) [ 67] ——o——
MOALIKANA N3XOTW: VEL 5 MT 29 30 -0.30(-0.88 929) 0.3176] ——o——|
MOALKANA HAPYLLEHIS MOTOPWKHK 29 30 -0.15(-0.61 0.31){0.5257] —ot—
KALIESHIKA: VEL 5 T T T3

WMEHEHUE OBLLEFO MOKASATENA GRS 0T IMABETMSECKMA TACTPOMIAPES

ngounoro gphusng m(\] 123HEJ]IJE1HEG B gm VEL  OT/MYME (95% CI BEMVCETPATA B NOTbSY MMALESO

(N} ) [3navenme p]

MOALKAA TOLLHOTBI: VEL 5 MT 26 26 -0.20(-062 0.21]0.3371] —

MOALIKANA B3YTUS: VEL 5 MI & 26 -0.30(-1.09 0.48)[0.4490] TP W

MOALIKANIA 4YB-BA NEPENOMH.. VELOMI 26 26 -0.34{-1.13, 0.46) [0.4060] ety ]

MOALIKANA PBOTbI: VEL 5 MT & 26 -009(-057 0.38)[0.7038] P S

MOMLKANA BONN B XIBOTE: VELSMI 26 26 -0.33(-1.04, 0.3} [0.3589] N

MOALIKANA N3XOTW: VEL 5 MT 20 2 -0.37(-1.03 0.28}{0.2601] N

NOGLKATIA HAPYLLEHUA MOTOPHKI 26 26 .05 (-0.45, 0.54) [0 8455] b

KNLLEYHIKA: VEL 5 MT 5 1 0 ; 5

OUI.27B
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OUT.28A

OUIl.28B

W3MEHEHHWE NOKASATENA GRS N0
MO/LKANAM OT UCX0HO0 YPOBHA
HA 4 HE[IENE

MOALLIKANA TOLUHOTbI: VEL 5 MT
MOALLKANA B3ZYTIS: VEL 5 MI

WOMONATUYECKWUM TACTPOMAPE3

MOALLKANA HYB-BA NMEPEMONH.: VEL 5 M 26

MOALLKANA PBOTbI: VEL 5 MT

[OALLIKANA BONN B XIBOTE: VELS M 26

MOALLKANA N3XOTIA: VEL 5 M

NOZLLIKANA HAPYLIEHS MOTOPUKIA

KILLIEYHWKA: VEL 5 M

PLA VEL  OT/IWMYME (95%Cl) BETVCETPATA
(Y [3HaveHme p]
% 27 020(053 02303568 T
% 27 571423, 0.08)0.0884] “ ¥

27 085(156, 01400197 e
2% 27 -0.44(0.89, 0.01)0.0550] i

27 071434, 0080028 i
%27 050141, 040]0.1098] N
% 27 -030(079,0.18)0.2197] ot

2 4 0 42

B N0Nb3Y

'BTI0Mb3Y MIALEGO

W3MEHEHUE NOKASATENA GRS 110

HA 12 HEJIENE

MOALWKANA PBOTbI: VEL 5 MT

MOALWKANA N3XOTA: VEL 5 M
KILLEYRHWKA: VEL 5 MI

MO/LUKANAM OT UCX0HO0 YPOBHA

MOOLKATA TOLHOTbI: VEL 5 M
MOALWKANA B3IYTIS: VEL 5 MI
NOALLKANA YYB-BA MEPEMNOMH.: VEL 5 Mr 26
26

MOALKANA 50NN B XKIBOTE: VEL 5 M

[OALKANA HAPYLLUEHA MOTOPIKIA

WOMONATUYECKMI TACTPOMAPE3

) W)

% -
% .

%
6

i\

o2 GO0

Z
Z

24
24
24
24
24

PLA VEL  OT/INMME (95% CI) BE%G%ETE’F?XFA BTIO7Io3Y MAALIEGO
(N [3Hauenme p]

0.23(-0.68, 0.20)[0.2970] S

0.60 (-1.42, 0.23)[0.1536] A

O78(1.60,0050.0682] bt

0.53(1.02, -0.04)10.0340] o

0.62(-1.36, 0.11[0.0952] g ’

D49(4.17, 0.19)10.1594] »

0.43(-0.94, 0.08){0.0986] ]

S

—
<
—

N

6¥/CE
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KHE0dA 0JOHITOXOM

L0 UMHIRVHE XIHITIdO-ST IMHIHIWEN

KOJTNYECTBO HELEND

MNALUEBQ ~—+— VEL 5 Mr
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:

%

i
n
0

por €22

KHE0dA 0JOHTTOXOM

L0 UMHIRVHE XIHTIdO-ST INHIHIWEN

KONMYECTBO HEJENb
ey [I[IAUEBQ ==t VEL 5 mr
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pre €

KHE0dA 0JOHITOXOM
L0 UMHIRVHE XWHITAdI-ST INHIHIWEN

KOJINYECTBO HELENb

MNALUEBQ ——VEL 5 mr

RITTONSY £ 2T

OUI.31
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~ 33

78

é
KOJTNYECTBO HELEND

== L

L kL < L2
Lt} Lo ~ -
3 3 i

KHE0dA 0JOHTTOXOM
10 UMHIRVHE XIHDTAdO-ST INHIHIWEN

MNALUEBO ~——+— VEL 5 mMr
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KHE0dA 0JOHTTOXOM

L0 UMHIRVHE XIHITAdO-STINHIHIWEN

KONIMYECTBO HELEMb
<@ [IJAUEBO ——+— VEL 5 nr
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KHE0dA 0JOHITOXOM

10 UMHIRVHE XWHITAdO-ST INHIHIWEN

KOJINYECTBO HEESb

OUI.34
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- <>

= OO

- <O
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KHE0dA 0JOHTTOXM

10 NMHIRVHE XIHDAdO-ST INHIHIWEN

KONMWYECTBO HEAEMb

OUI.35
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VN3MEHEHWE LS-CPELQHNX 3HA4EHWI OT

oy

t
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i i i

NCXOLHOr0 YPOBHSA
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—

<F
i

O =
—_—
<D
—
—_—
—
~o
o
2
—tn
o

Lasn
—
B
Cad
S o
[ ]

6 / 8
KOJTNYECTBO HELEND

....... @ [INAUEBO =—+—VEL 5 Mr——#~~ VEL 15 mr --&---VEL 30 mr
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KHE0dA 0JOHTTOXM
L0 WHIRVHE XIHIAdO-ST INHIHIWEN

KOJTNYECTBO HELENb

e [TIAUEBQ =+ VEL 5 Mr—==%== VEL 15 mr ~~&---VEL 30 mr
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VN3MEHEHWE LS-CPEAHNX 3HA4EHWI OT

NCXOLHOr0 YPOBHSA

€25 oo

N
>
e
[
<
—

KOJTMYECTBO HELENbD

~~~~~~~~ @ [1JIAUEBQ —+—-VEL 5 mr—-3¢~ VEL 15 mMr =~&~~~VEL 30 mr
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KOJTMYECTBO HELEND
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VN3MEHEHWE LS-CPELHNX 3HA4EHWI OT

NCXOZHOr0 YPOBHSA
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KOJMMYECTBO HEQESTb
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- OO

-
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KHE0dA 0JOHTTOXM
L0 U/HIRYHE XUHTAdI-ST IMHIHINEN

KOJINHECTBO HELENb
MNALEBQ —+—VEL 5 mr—-*-VEL 15 mr ~~#~--VEL 30 mr

INEY © TERION
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W3MEHEHWE NOKA3ATENA HOBOTO ®AKTOPA1 PLA  VEL OTJIMYHE (95% CI) B N0JTb3Y BENMYCETPATA B M0/1b3Y MNALIEGO
PRO GRS HA 12 HE[IENE {N) {N) [3HaueHue p]

VELSMI 52 50 -0.37(-0.75,6.01{0.0536] T —

IVABETVSECKWIA TACTPONAPE; VELS M 25 % 0.25(0.77,0.27)[0.3502) P

VOVONATUYECKIAN TACTPOMAPES: VEL 5 MT 26 24 -390 (-1.04, 0.05) [0.0741] S S—

BL GCSI<3: VEL5 MI 29 2 -0.26 {-0.79, 0.26) [0.3263] T !

BL GCSI<=3: VEL5MI 23 23 -0.64{-1.21, 0.06) [0.0298] | o |

MEATKIIA: VEL 5 MF 16 B 04 ( 27) 19.2389] : o |

YMEPEHHbII: VEL 5 MT BB 0371092019 (01932 T

TAKENbIN: VEL 5 M 10 12 0464129 0.37)[0.2743] i o |

MYXHIHbI: VEL 5 MT 16 13 . U-H 19, 0.31} [0.2499] | o i

MEHLLWHBI: VEL 5 Ml 36 37 38 {-6.62, 0.06) [0.0876] H : et ! ;

OUI.42

6v/9y




W3MEHEHWE NOKASATENA HOBOrO ®AKTOPA 2

PRO GRS HA 12 HEQIENE
VELSMI

NAABETUYECKUIA TACTPONAPES: VEL 5 MI
WINOMATUYECKI TACTPONAPES: VEL 5 MT
BL GCSI < 3: VEL5 MI

BL GCSI<=3: VEL5 MT

MATKWI: VEL 5 MT

YMEPEHHbII: VEL5 MT

TOKENbIV: VEL 5 MT

MY)KYIHb: VEL 5 M

KEHLLMHbI: VEL 5 Mr

e, N
-
W:b,
e
< §T8
e

[y
SN <o <>

[T S T - S
-3

—
<2 (¥ (<= (=3 [ ] ™~

]

[ |
a2 — — S — [ O [ e (]

—~J Ca> [ o> > (S

— —
<2 (] <>

OT/NYYE (95% Cl)
[3HaveHme p]

0.20{-0.43,0.03) [0.0841]

t
<> H
B

0.04 (039, 0.30) [0.8019]
047 (0.85, -0.09) 0.0149
046 (0,88, 0.04) [0.0317)
009043, 0.24) [05813]
041062, 0.39) 06587
024 (0,86, 0.24) [0.3626)
0.21(0.48, 0.06) [0.1284)

B N0JIb3Y BENYCETPATA
el

brmennannionn
—
prmmeerts

-
.

e
——

......i
:
el

o]
S
........;
:

B M0JIb3Y NNALEGO

—
L4

OUI.43
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< <> o> <> <

SHY 0dd MAN | AdOINY® ANOEOH OHIYLI10D
OHILATIHINI QOWAATUANTHIA XUMOIYHIFLO BLOD-ST

KOMYECTBO HELESb
=@ [|[IAUEBOQ ~+—VEL 5 mr——%~ \VEL 15 mr -~&~--VEL 30 mr

OUI.44



LS-00/14 OTBEHAOLLX NHOMBUAYYMOB EXXEHELENBHO

COMMACHO HOBOMY ®AKTOPY 2 NEW PRO GRS

{ t i ¥ H L} 3 i E

3 4 5 6 7 8 g 10 ¥
KOJTNYECTBO HELEND

,,,,,,, - JIAUEBQ =+ VEL 5 mr-~-~\/EL 15 mr~~a~---VEL 30 mr

OUI.45
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VIUHVYL 1O BYHHIHINEN

OUT.2A

OUI.2B

glg:{w(E]I;EJICI/IXEO%ZU#BUVI;?]&%AJ:% EEELE F;hﬁi \(lﬁl). UTEI:II‘;:IE H(Eg“ﬁlﬂl) B M0Nb3Y BENYCETPATA B M0Nb3Y MNALEGO
MYXHIHBI: VEL 5 MI 15 13 -0.50(-1.22,0.21) [0.1690] |
MYXHIHbI: VEL 15 Ml 15 10 -0.24(-1.01,0.53) [0.5457]
MYXHIHBI: VEL 30 MI' 15 9 0.33 (-0.47,1.13) [0.4184] N
XEHLLMHBI: VEL 5 MI 40 44 -0.35(-0.77,0.06) [0.0917] e
EHLLMHb: VEL 15 Mr 40 38 -0.08(050,035[0.7194) —o—
XEHLLMHDBI: VEL 30 MT 40 44 0.02 (-0.40, 0.43) [0.9362] b

2 -1 0
RIS () faeigap STUBOEVOTAL 310BY A
MYXYUHBI: VEL 5 MT 16 13 0.40(-1.22,0.42) [0.3406] |
MYXHIHBI: VEL 15 MI 16 10 -0.26 (-1.14,0.63) [0.5688] i
MYXHHbI: VEL 30 Ml 16 8 0.36 (-0.57, 1.29) [0.4475]
MXEHLLMHBI: VEL 5 MI 36 37 -0.30(-0.79, 0.18) [0.2221] F—o—
EHLLAHbI: VEL 15 M 3% 31 0.06(-0.44 056)[0.8203) N —
XEHLLWHBI: VEL 30 MT 36 43 A7(-0.65,0.32) [0.5021] I

6¥/C



VIUHVYL 1O BYHHIHINEN

UIMEHEHHE OBLLIEFO NOKASATENA 6CS| PLA- VEL  OTIMYME (95%C)
OUI.3A  |yuko7 icxomHoro ypose Ha 4 Hesgne N N lwewey | CTOESYBENVGEPATA B0 MIALEGD

—o—+4—i
[VABETIYECK. TACTPOMAPES: VELSMI 29 30 -021(-0.71,0.28) [0.3926]

—to—
[VABETIYECK. TACTPOMAPES: VEL 15 M 29 21 006(044 0.56) [0.8013]
[VABETIYECK. TACTPOMAPES: VEL 30 M 29 25 0.23(-0.29, 0.74) [0.3851] a
WONONATUHECK. TACTPONAPES: VELS MM 26 27 -0.56(-1.08, 0.05) [0.0319] e
WONONATUHECK. TACTPONAPES: VEL 15 MI 26 21 -0.27(-0.82,0.27) [0.3254] —o——
WINONATIYECK. TACTPOMAPES: VEL 30 MI 26 28 -0.07(-0.59, 0.45) [0.7910] N

2 K 0 1' 2

6v/€

W3MEHEHWE OBLLEr0 NOKASATENA GCSI PLA VEL OT/U4KE (35% C1)
CD Vl |_ . 3 B 244 OT WCXOHOTO YPOBHA HA 12 HELETE (N) (N) [sHaseHe ] B MOMb3Y BENYCETPArA B M0Jb3Y NNALEBO

IVAGETHYECK. TACTPOMAPES: VELS MM 26 26 -0.04(-0.62, 0.54) [0.894Q 1
IVABETUYECK. TACTPONAPES: VEL15MI 26 21 0.37(0.22,0.96)[0.2202] 2
IVAGETHIECK. TACTPOMAPES: VEL3OMT 26 24 0.06(-0.53, 066) (08309 —fo—t
JIVONATHIECK, TACTPOMAPES: VELS M 26 24 060 -1.19, 0.00) [0.0603] —
JIVONATHYECK, TACTPONAPES: VEL1S N 26 20 039 (-1.02, 0.25) [0.2292 o
JVONATHIECK, TACTPONAPES: VEL3ONT 26 27 090,79, 0.41) [0.5266] 1.




VIUHVYL 1O BYHHIHINEN

OUT.4A

OUI.4B

DU 8 0 e O pr0R A
303PACT<B5: VEL 5 T % 27 042(090,006) (00877 |
BO3PACT<55: VEL 15 T % 28 -0.03(051,045)[089% N
BO3PACT<55: VEL 30 T %30 0250023070303 H—o—
BO3PACT>=55: VEL 5 I 1930 -036(-097,0.19)[0.1987 o
BO3PACT>=55: VEL 15 M 19 20 -019(-078 0.41) [05368] N
BO3PACT>=55: VEL 30 MI 19 23 014072 0.44) [06391] ol

) 1 0 1 )
e (0 B sy BN n0 i
BO3PACT<55: VEL 5 Mr 323 -0.30(-0.87,0.26)[0.2921] 1
BO3PACT<55: VEL 15 MF B 24 001055 057)[0.9675] !
BO3PACT<55: VEL 30 MI B 29 020(0350.75) [04754] —o—t
BO3PACT>=55: VEL 5 MI 19 27 -030(-094,0.34) [0.352] —o—t—i
BO3PACT>=55: VEL 15 M 19 17 002068 0.71)[0.9546 N
BO3PACT>=55: VEL 30 MI 19 22 -037(1.05,030) [0.2749 -

6v/Y



VIUHVYL 1O BYHHIHINEN

OUT.5A

OUI.5B

1 0 e OSEWE0 Sh0R
GEBT: VEL5 MF 2 02710.82,028) 0333 1
GEBT: VEL 15 MT 2 2 -005(063,0,53)[0,0877] 1
GEBT: VEL 30 Mr 2 28 047(0.37,0.72)[0.5365) S
GES: VEL 5 Mr 330 -046(093001)[0.0573 —o—
GES: VEL 15 MT B8 011059, 0.37) [0.6467] —ol—
GES: VEL 30 MF 325 0004049, 050)[0.9844 L
2 1 0 1 2
TDSOREE (1 () oasep SOVEIODI SO D
GEBT VEL 5 I 223 025088039 4469 T
GEBT: VEL 15 M %18 028(030,095) 04152 R
GEBT VEL 30 M 2 26 004(067,059[09070] 71
GES: VEL 5 MT N o -035(09 0.20) [0.2106] —o—
GES: VEL 15 Mr 028 018075038 [0.5274) —ot—i
GES: VEL 30 Mr 0 25 006064052 [0.8459 4

6¥/G



VIUHVYL 1O BYHHIHINEN

OUT.6A

OUI.6B

PLA VEL OTTMYME (95% CI
g'gﬂ"5';?&&%”&%%‘;3&%‘}};%ggghE NN [3Haqen(ue p]‘) BIONb3Y BENVCETPATA B MOb3Y MAALEG0
MATKUI: VEL 5 Mr 7 17 -045( 09,0.18)0.1624] 1
MSTKVIA: VEL 15 T 713 -0.14(0.84,055) [0.6845] ——or—
MATKUI: VEL 30 MIT 17 13 13(-0.56,0.82) [0.7120] —o—
YMEPEHHbIIE; VEL 5 MT % 2% -040(0920 2) 0.1341] — 1
YMEPEHHbIIA: VEL 15 MI 20 17 -0.35(-0.93, 0.23) [0.2302] ——o—1—
YMEPEHHbIV: VEL 30 MF % 20 034(021,089)[02217] e
TKEMbIA: VEL 5 MT M1 -045( 23,0.33)[0.2543] .
TAKENbI: VEL 15 MT 1 18 19 (-0.50, 0.89) [0.5847] ] ,
TAKENbIA: VEL 30 Mr 1116 013086, 060) [0.7268] -
2 10 12
PLA  VEL OTIIMYME (95% C)
g'ﬂl‘"(E]';Eﬁc'")fogﬁllglﬁgﬂygggﬁg“m’2‘ ﬁgg'm NN — BMOMb3Y BENYCETPATA B TI0/b3Y MNALEGO
TKINE VEL 5 T © 13 058(133,0.7)[01290] i
MATKINIT: VEL 15 M % 12 -006(086074)[08766] —
MATKUAI: VEL 30 M7 1§ 12 41 (-1.21,0.40) [0.3204] °
YMEPEHHbII: VEL 5 MT %5 23 038 (0.990.22) [0.2125] T
YMEPEHHbII: VEL 15 Mr % 15 16(-0.83, 0.51) [0.6396) ——or—
YMEPEHHbITE; VEL 30 MT %519 058(006 22) [0.0736] ot
TPKEbIA: VEL 5 MT 0 12 003(0.87,093)[0.%471] -
TDKENbIF: VEL 15 MT 0 14 028(0560 1) [05146] o
TAKETbIit; VEL 30 MT 0 16 -036(121,0.50) p.4107] .
-2 1 0 1 2

6¥/9



VIUHVYL 1O BYHHIHINEN

OUT.7A

OUI'.7B

W3MEHEHWE OBLLEr0 NOKASATENA GCSI

PLA VEL

OTJIU4KE (95% Cl)

244 0T HCXOTHOTO YPOBHA HA 4 HELENE N) (N — B N0JIb3Y BEJTYCETPATA B N0JIb3Y NNALEBO

BL6CSI<3: VEL 5T B 32 0330820150179 T

BL GCSI<3: VEL 15 MI 28 24 010(0.62,042)[0.7164) T

BL GCSI<3: VEL 30 MI 2 22 020(0.34 07304759 T

BL GCSI=3: VEL5 MI 2725 -0.53(1.06,000)[0.0502] —o—

BL GCSlk=3: VEL 15 MI 21 24 012(:065,042) [0.6687] —o1—1

BL GCSI<=3: VEL 30 M 2731 0.12(:062,038) [0.6478] e |
2 A 0 1 2

TSR HERTE ) () s SO K SO AR

BLGCSI<3: VELS M 29 27 0.07(-063,050)[0.8184) —t

BL GCSI<3: VEL 15 MT 29 22 -0.06(:067,055)[08482) —o—

BL GCSI<3: VEL 30 MI 2920 0.17(0.45,080) [0.5857] —t—

BL GCSI<=3: VEL 5 MI 23 23 074(-1.37,-0.12) [0.0199] —o—i

BL GCSI<=3: VEL 15 Mr 2319 0.04(-0.60,067) [0.9130] — b

BL GCSl<=3: VEL 30 Mr 23 31 043(1.02,0.16) [0.1516] o

6¥/.



VIUHVYL 1O BYHHIHINEN

W3MEHEHWE OBLLIEr0 NOKA3ATENA GCSI 24H
0T NCXOQHOr0 YPOBHA HA 4 HEQIENE
VELS MI

VEL 15 MI

VEL 30 Mr

[AABETUYECKWIA TACTPONAPES: VEL 5 MI
[AABETUYECKWIA TACTPONAPES: VEL 15 MT
NAABETUYECKWIA TACTPONAPES: VEL 30 MT
WINONATUHECKIAN TACTPOMAPES: VEL 5 MT
WOVONATUHECKI TACTPONAPES: VEL 15 M
WIVONATIYECKUA TACTPOMAPES: VEL 30 Mr
MYXXHIHBI: VEL 5 MT

MYXXHIHbI: VEL 15 MT

MYXXHIHbI: VEL 30 MT

XERLLARDI: VEL 5 MI

KERLLAHBI: VEL 15 MI

XEHLLAHDI: VEL 30 MP

PLA
(N)
55
55
55
29
29
29
26
26
26
15
15
15
40
40
40

VEL
(N)
57
48
53
30
27
25
2
21
28
13
10

9

44
38
14

027
007
0.50
02410

21(-
5
§
0.56 (-1
(
5
(-

(-

.35 (0.7, 006) [0.0917]
(-
(-

OTJMYVE (95% CI)
[3HayeHue p]

039 (-0.75,-0.03) [0.0327]
0.11(-048, 0.27) [0.5758]

008(029 0.45)[0.6743]
0.74, 0.28) 0.3926]
006 0.4, 0.56) [0.8013
0.23(-0.29, 0.74) 0.3851]
08, 0.05)[0.0319
0.82, 0.27) [0.3254)
0,59, 0.45) [0.7910]
22 0.21)[0.1690)

053) [0.5457]

0.3 (-0.47,1.13) [0.4184]

-0.08 (-0.50, 0.35) [0.7194]

0.02(-0.40, 0.43) [0.9362]

B M0/b3Y BENYCETPATA

—o—
—of
—
——o—
—
—

B M0/1b3Y NNALIERO

-
-o—1
-
ro—]

OUI.8A

6v/8



VIUHVYL 1O BYHHIHINEN

W3MEHEHME OBLLErO NOKAATENA Gesl  PLA  VEL

27 01

24H OT UCXO/HOrO YPOBHS HA 4 HERENE (N) (N)
VEL5 M 52 50
VEL 15 M 52 41
VEL 30 MT 52 51
TAABETAYECKIN TACTPONAPES: VELSMT 26 26
TAABETAYECKIN TACTPONAPES: VEL15 M 26 21
TAABETAYECKIAN TACTPONAPES: VEL3OMI 26 24
WIMOMATIAYECKUM TACTPONAPES: VEL5MI 26 24
WIMONATIAYECKUA TACTPONAPES: VEL1SMT 26 20
WIMONATIAYECKUIA TACTPONAPES: VEL30MT 26

MYXYWHbI: VEL 5 MT 16 13
MYXYWHBI: VEL 15 M 16 10
MYXKYUHbI: VEL 30 MT 16 8
MKEHLLIAHbI: VEL 5 M7 36 37
EHLLIAHbI: VEL 15 MT 36 3
EHLLMHbI: VEL 30 M 36

43 01

¥
01(-
(-
¥
(-
(
(1.
0. 39(
I
(-
(-
(0.5
(
(-
T(

OT/MYME (95% CI)
[3HaveHme p]

-o 32 0.73, 0.10)[0.1331]

0.44, 0.42) [0.9676]

:0 06 (-0.49, 036% 10.7683]

0.04(-0.62, 0.54) 0.8940]
037 (0.22, 0.96) [0.2207]
006 (-0.53, 0.66) [0.8309]

0.60{-1.19, 0.00) [0.0503
1.02, 0.25)0.229]
0.79, 0.41) 0.5266]

0.40(-1.22, 0.42) [0.3406

0261 4063) 10.5688]

036 (-0.57, 1.29) 0475

030 0790 8)[0.2221]

0, 06 0.4, 0.56)[0.8203]
065, 0.32) [0.5021]

B M0/Tb3Y BENYCETPATA

B 10/1b3Y NNALEBRO

OUI.8B

6/6



VIUHVYL 1O BYHHIHINEN

OUT.9A

OUI.9B

FOT AT PO ) ) oweeg | STOMYIMER  snomyseeae
MYXYUHbI: VEL 5 M 15 13 1.03(021,49,)[0.9681]
MYXYUHbI: VEL 15 M 15 10 088(06476)[0884]
MYXYIHBI: VEL 30 MT 15 9 027(004,158)[0.1453] F——
KEHLLIAHbI: VEL 5 MT 0 4 93(079474)[ 1492
KEHLLIAHbI: VEL 15 MT 4038 074(0.30, 1.84) [0.5206] —ot——1
KEHLLIVHbI: VEL 30 MI 044 0.83(035202)[06883 N

0 3 4 5
T ?h';\ \(’5;- UTJ}?:aIfI{EH(‘?SI‘]’/]o C)  Bromay TIALESD 5073 BETVCETPATA
MYXYIHbI: VEL 5 M 16 13 2.42(0.38 15.38) [0.3475]
MYXYHHbI: VEL 15 MT 1610 1.07(0.18,6.29)[0.9375] T
MYXYIHbI: VEL 30 M 168  060(0.10,3.70) [0.5810] For—
KEHLLVHbI: VEL 5 M 3% 37 57(05944)[03647] Ho——
KEHLLMHbI: VEL 15 M 3% 3 111(0.41,298)[0.8426] A1
KEHLLMHbI: VEL 30 M 3% 43 1.47(057,381)[0.4287] L

0 10 15

6¥/0)



VIUHVYL 1O BYHHIHINEN

QNI 10A

OUlr.10B

OTBEYAFOLLME NMALIMEHTb! PLA - VEL  OTHOLUEHME WAHCOB (%5%CI) B 1i0/Ib3Y MNALIEE0 B N0Mb3Y
COr/IACHO GCSI 24H HA 4 HEJENE N (N [3HaseHMe p] . BENYCETPATA
TAABETIMECK. TACTPONAPES; VELS M 23 30 1.05(0.35 312)[0.9307]

IWABETUSECK. TACTPONAPER: VEL1SMr 29 27 0.44(0.15,1.30)0.1374

IVABETUSECK. TACTPONAPE3: VEL3OMT 29 25 045(0.15,1.38)[0.1640) rol

ALVONATUYECK, TACTPOMAPES: VELSMT 26 27 276(0.89, 861)[0.0797] °
AIVONATUYECK, TACTPOMAPE: VEL15 M 26 21 1.28(0.39, 418)[0.06774 T
WOVONATUYECK. TACTPONAPES: VEL3OMT 26 28 0.92(0.30, 283)[0.8848] 0*‘—-2' A —
S e N ey PO SRS
IVABETUYECK. TACTPOMAPE3; VEL5MT 26 26 1.48(042, 5.30)[0.5422 T ’
[IVMABETIYECK. TACTPOMAPE3; VEL15MI 26 21 0.55(0.16, 187)[0.3345] T
IMABETUYECK. TACTPONAPES: VEL3OM 26 24 1.16(0.32, 44508204 —fo—————
ADVOMATUYECK, TACTPOMIAPES: VELS M 26 24 1.96 (0.61, 6.33)[0.2593] °
ALVONATUYECK. TACTPONAPES: VEL15 M 26 20 2.02(0.58, 6.97)[0.2672] H—
ADVOMATIAYECK. TACTPOMAPE: VEL3OMI 26 27 1.28(041,399)0.6750] P ———

6/l
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OUl.11A
OTBEYAHOLUME NAUMEHTBI ~ PLA - VEL  OTHOLLEHWE LLIAHCOB (95% CI) BTONb3Y MNALEBO B MONb3Y
COrMACHO GCSI 24H HA 4 HERL (N)  (N) [3Hayenue p] . BENYCETPATA
BO3PACTSA: VELSMI 36 27 1.81(0.62,5.28)[0.2773] '
BO3PACT<55: VEL15MI 36 28 085(031,2.37)[0.7593] N
BO3PACT<55: VEL3oMr 36 30 055(0.20,1.52)[0.2454] Fo——
BO3PACT>=55: VEL5MI 19 30 1.82(0.55,6.00)[0.3228] ——o
BO3PACT>=55: VEL15MI 19 20 0.61(0.17,2.20)[0.4452] F—o——
BO3PACT>=55: VEL3oMr 19 23 0.86(0.25, 2.99)[0.8126] e m—

0 2 4
dUl.11B
OTBEYAOWME NAUMERTBI ~ PLA VEL OTHOLLUEHWE LLAHCOB (95% CI) BMONb3Y NIALEE0 B MOMb3Y
cornacho Gesi 24 HA 12 HERL (N)  (N)  [3Havenwe p] BENYCETPATA
BO3PACT<5S: VELSMI 33 23 1.46(0.47,459)[0.5129 T
BO3PACT<55: VEL15Mr 33 24 1.43(0.46, 4.41)[0.5376] T
BO3PACT<55: VEL3OMI 33 29 0.98(0.33,2.90)0.9698] —t
BO3PACT>=b5: VELSMI 19 27 1.89(0.81,695)0.336] ——o
BO3PACT>=55: VEL15MI 19 17 065(0.17, 258)[0.5439] —ot—
BO3PACT>=55: VEL3oMr 19 22 0.45(0.38,5.52)[0.5893] —o

2 4 6

N3MEHEHHAA CTPAHULA
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PUIM.12A
OTBEYAHOLUME MAUMEHTbI  PLA  VEL OTHOLUEHWE LAHCOB (95% CI) B MONMb3Y NNALUEE0 B MOMb3Y
COFMACHO GCSI 24H HA 4 HER. (N) (N [3Havenue p] i BENYCETPArA
NCTOPUY.: VEL 5 MT 20 20 1.75(0.50,6.21)[0.3829]
MCTOPUY.: VEL1SMT 20 17 1.13(0.30, 4.19)[0.859] e
MCTOPUY VEL3OMI 20 17 085(0.22 3.18)[0.803] ! I
NPOCMEKTB. VEL5MI 35 37 1.75(0.65, 4.76)[0.2700] H———————
NMPOCMEKTUB.. VEL15MI 35 31 0.57(0.22, 1.53)[0.2660] ot
NPOCMEKTMB.: VEL3OMT 35 36 0.57(0.22, 1.51)[0.2597] ot .
0 2 4
PUNI.12B
OTBEYAIOUIME MAUMENTSI  PLA  VEL OTHOLLEHUE LLAHCOB (95% CI) B NOMb3Y MNIALEE0 B MOMb3Y
COrMACHO 6Csi 24H HA 12 HER.(N) () [3Hayenue pl . BENYCETPATA
NCTOPWY.: VEL 5 MI 19 17 1.01(0.26,3.88)[0.9858]
ACTOPWY. VELISMI 19 13 270(062 11.72)[0.1856] -
UCTOPWM. VEL3OMI 19 16 1.11(0.28,4.38)[0.8823] Ho——
MPOCMEKTIB.. VELSMI 33 33 285(0.80, 10.19)[0.1066] °
MPOCMEKTIB. VEL15MI 33 28 0.61(0.21,1.79)0.3657] For—
NPOCMEKTMB. VEL3OMr 33 36 1.30(0.43,390)06432) et : :
0 25 5 75 10

N3MEHEHHAA CTPAHULA
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PUIM.13A

OTBEYAHOLIME MALMERTbI  PLA~ VEL  QTHOLLEHUE UAHCOB (95% CI) BTIOMb3YMNALEBOD B ofb3y
COTMACHO GCSI 24 HA 4 HEL () (N) [3HaseHme p] +d—  BENYCETPATA
GEBT: VEL 5 Mr 2 21 091(0.27,3.01)0.8730]

S —

GEBT: VEL 15 MI 2 20 059(0.17,2.06)[0.4075)
GEBT: VEL 30 MI 22 28 050(0.15,1.65)[0.2560] e

GES: VEL5 MI 3330 296(1.02 8.60)0.0460] °

GES: VEL 15 MI 328 072(0.25 205)05410] or—

GES: VEL30 Mr 3% 082(028242007213) __ rof—

0 2 4 6

dUNI.13B
OTBEYAMOME NAUMEHTDI ~ PLA VEL  OTHOLLIEHWE LWAHCOB (95% CI) BMONb3Y MNALEBO B MONb3Y
COrMACHO GCSI 24H HA 12 HER, (N)  (N) [3Hauerve p] BENYCETPATA
GEBT: VEL5 MT 22 23 1.80(0.47,6.85)[0.3884] i '

GEBT: VEL 15 MI 22 18 047(0.13,1.73)[0.2543] b0t
GEBT: VEL 30 MI' 22 26 1.38(0.39,4.95)0.6167] .

GES: VEL5 M 00 152(050,461)0.4635] o
GES: VEL 15 Mr 0 B 1.76(05,568)0.3434] -
GES: VEL 30 MI N B 106033260965 b

N3MEHEHHAA CTPAHULA
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PUT.14A

OTBEYAIOLLME NAUMEHTB  PLA VEL OTHOLLEHME LLAHCOB (95%CI) B M0Nb3Y MNALEBO BNONb3Y
COTMACHO GCSI 24H KA 4 HER. (N)  (N) [3HayeHme pl BENYCETPATA
MATKW:VELAMI 17 17 269(064, 113901775 '
MATKAM: VEL1SME 17 13 075(0.16,351)[0.7140]  =—

MATKWA: VEL3OMT 17 13 049( 10,2.48)0.3867]  *or—

YMEPEHHDIA: VELSME 26 25 1.48(046 47705113 o

YMEPEHHbI: VEL15M 26 17 16 (044594)[04714] H-or————

VMEPEHHBIN: VEL30MI 26 20 0.59(0.17 97)[03884] ol

TOKENBIA VELSME - 11 12 21(034 04174 -

TOKEMBIA: VEL 15M 11 18 0.34(0.07, 1 .67)[0. 837 rod

TOKEMBIA VEL3OME 11 16 0.68(0.13 346)06412) oL,

0 5 10

PUIM.14B

OTBEYAHOLUME MAUMERTB  PLA  VEL OTHOLLEHME LUAHCOB (95% Cl) B TMOMb3Y NNALEBO B MONb3Y
COTMACHO GCSI 24 HA 12HED (N) — (N) [3Ha4eHme pl BENYCETPATA
MATKWA: VELSME - 16 13 13( 19, 42.58)[0.0313] °

MATKIAM: VELAS MM 16 12 0.71(0.14,359)06811]

MATKAM: VEL3OMI 16 12 481(0.84,2767)0.0783) —

VMEPEHHBI/: VEL5 MM 25 23 242(052 1.37)0.2624]

VMEPEHHBIA: VEL15MF 25 15 021 (038 75)[04139]

YMEPEHHBIA: VEL3OMT 25 19 0.38(0.10, 1.41)[0.1466]

TOKEMBIA: VELSME 10 12 040(006255)[03349] o

TOKENbIA: VEL15Mr - 10 14 073( 12,441)0.7300] —

TOKENBIA: VEL3omr 10 16 1.02(0.16,6.55)[0.3865] to— . . .

0 10 2 30 40

N3MEHEHHAA CTPAHULA




VIUHVYL 1O BYHHIHINEN

PN .15A OTBEYAOILME MAUMEHTBl  PLA - VEL OTHOLLIEHME LUAHCOB (95% CI) B MONIb3Y MNIALEE0 B NONb3Y
| COTMACHO GCSI 24 HA4HEL  (N)  (N) [3HayeHue p] BENYCETPATA

BLGCSIKE VELSMr 28 32 203(0:68,6.05)0.2013] T
BLGCSI3: VEL15Mr 28 24 0.55(0.18,1.68)0.2900]  +o
BLGCSIK: VEL3OMI 28 22 041(013,134[0.1400) ot
BLGCSI=3:VEL5MI 27 25 144(046,45005316)  —l

BLGCSIk=3: VEL1SMT 27 24 094(030,291009137 L
BLGCSIk=3: VELSOMI 27 31 094(0.32, 274)0.9156)

6¥/91

0 2 4
PUNI.15B OTBEYAIOLME MALMENTSI  PLA  VEL OTHOLUEHME LLAHCOB (95%C)) BTIOMb3Y MMALES0  BMOMb3Y
: COVTACHOGCSI24H HAT2HER (N)  (N)  [awauemme p] o BEMVCETPATA

BLGCSK3VELSMT 29 27 1.14(0.36,356)[08234
BLGCSIK3 VEL15MT 29 22 093(0.28,313)09130) T
BLGCSK3VEL3OMT 29 20 073021, 24606075  *of—

BLGCSKk=3: VELAMI 23 23 398(0.99 16.05)[0.0525] °

BLGCSk=3; VEL15MI 23 19 127(036448)0.7138 p—
BL GCSI<=3: VEL3OMI 23 31 2.19(0.68, 7.10)[0.1906] e

0 5 10 5




VIUHVYL 1O BYHHIHINEN

OTBEYAHOLLME NALIMEHTBI COrNACHO

GCSI 24H HA 4 HEDIENE

VELS MI
VEL 16 MP
VEL 30 Mr

ﬂVIABETVI“IECKI/IIZI [ACTPONAPE3: VEL 5 MT
[NABETHECKIIN TACTPOMAPES: VEL 15 MT
NAABETUYECKUIA TACTPONAPES: VEL 30 MT
WOVONATU4ECKIAN TACTPOMAPES: VEL 5 MT
WAVONATUSECKIAW TACTPONAPES: VEL 15 MI
WINONATIAMECKUIA TACTPOMAPES: VEL 30 MT

MYX4IHbI: VEL 5 MI
MYXHIHbI: VEL 15 MT
MYXHIHbI: VEL 30 MT
KERLLWHBI: VEL 5 M
XEHLLIAHDI: VEL 15 MP
XEHLLIHDI: VEL 30 MP

PLA VEL
(N)

(N

55
55
55
29
29
29
26
26
26
15
15
15
40
40
40

57
48
53
30
21
25
27
21
28
13
10

9
44
38
44

OTHOLLEHHE LLAHCOB (95% CI)

[3HaveHme p]
70(0.77, 375) [0.1880]
0 75 (0.34,1.67) [0.4816)
065 (0.29,1.43)[0.2819]
05 (0. 35 3 2) [0.9367]
0 4 (0.15,1.30) [0.1374]
0.45(0.15, 1.38) [0.1640]
2 76 (0. 89 8 6 ) [0.0797]
28(0.39,4.18) [0.6774]
O 92 (0.30,2.83) [0.8848]
03(0.21,4.96) [0.9681]
0 88 (0.1 6 4 76) [0.8841]
0 27 (0.04,1.58) [0.1453]
93 (0. 79 4 74) [0.1492]
0 7 (0.30, 1.84) [0.5206]
0.83(0. 35 2 02) [0.6883]

B M0/b3Y MNALIEBO

B M0/1b3Y BENYCETPATA

OUI.16A

6v/L|



VIUHVYL 1O BYHHIHINEN

OTBEYAHOLUMVE MALVMEHTDI COTJIACHO  PLA  VEL OTHOLLEHWE LLUAHCOB (95%CI) BNONb3Y MNAUE0 B MOMb3Y BENYCETPArA

GCSI 24H HA 12 HEDENE N N [aHaveme pl

VEL 5 Mr 5250 1.71(0.72, 4.06)[0.2260] ——

VEL 15 Mr 52 M 1.05(0.44,251)[09126] o—

VEL 30 MF 52 51 1.22(051,288)[0651] o—

TMAGETUYECKIAT TACTPONIAPER; VEL5 MM 26 26 148(042530)[05422] —o—]

IVAGETVYECKIA TACTPONAPES: VEL 15 MF 26 21 055 (0.16, 1.87) [0.3345] fo—

IMABETUSECKVIA TACTPONIAPES: VEL 30MT 26 24 116(0324 5) [0.8204] o——

ATMOMATUYECKIA TACTPONAPES: VEL5 MI 26 24 96(0 16.33) [0.2593] | —o

JATMONATIASECKVIA TACTPONIAPES: VEL 15T 26 20 2(058697)[02672] —o

WIVIOMATUYECKWI TACTPONAPES: VEL3OMI 26 27 1.28(0.41, 399) [0.6750] o

MYXYWHb: VEL 5 T 16 13 242(03 15.38) [0.3475] —o |

MYXYWHb: VEL 15 MT 1610 1.07(0.18,6.29)[0.9575 —o :

MYXYHHbL VEL 30 MT 16 8 060(0 0,3.70) [0.5810] Fo———

KEHLLMHb: VEL 5 MT 3% 37 (0594 4) [0.3647] —o———

KEHLLMHb: VEL 15 MT 3% 31 1 1(0.41,2.98) [0.8426] o—|

[DKEHLLAHbI: VEL 30 T 36 43 147(057,381) 04287] —o—— |
0 5 10 15

6v/81

OUI.16B



KHE0dA 0JOHTOXOM
10 YMHIRYHE XUHT3d0-ST IMHIHINEM

N3MEHEHHAA CTPAHULA

7 8 9 o1 12 B 14

6
KOJTNYECTBO HELENb

1 2 3 4 5
--©--MJIAUEBQ —+—VEL 5 mr—->— VEL 15 mr --2--VEL 30 mr

o o e g e [ ] ) e e e e e P e e e mm e m e ey ==

OUlr.17
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OUI.18A
R PRS00 ) ‘v s S
MYXKYUHbI: VEL 5 M 15 13 058( 1,005)[0.0728] o
MYXKYUHbI: VEL 15 MT 1510 051(1.19,0.47)[0.1428]  +——o—p—
MYXYWHI: VEL 30 MT 15 9 0.14(057,0.85) [0.7013] —f o
XEHLLAHbI: VEL 5 MT 40 44 0.33(-0.70,0.04) [0.0767] —o—11
KEHLLHbI: VEL 15 MT 4038 -0.17(-0.85,0.20) [0.3681] o
MEHLLMHbI; VEL 30 MI 40 44 0.03(-0.34,0.39)[0.8936] —p—
2 1 0 1 2
dUI.18B
RS RRA R 0 D) By s sy
MYXUWHb: VEL 5 MT 16 13 046(1.17,0.26)0.2089]
MYXYUHbI: VEL 15 M 1610 -040(117,037) 0.3078] F——o——
MYXYUHbI: VEL 30 M 16 8  0.20(061,100)[0.6273] o
KEHLLAHbI: VEL 5 MT 36 37 -0.38(0.80,0.04)[0.0791] —o—|
KEHLLMHbI: VEL 15 MT 36 31 -0.10(0.54 0.33)[0.6453] —or—
MKEHLLVHBI: VEL 30 M 36 45 0.20(-063 0.22)[0.3463] —oH
2 0 1 2

N3MEHEHHAA CTPAHULA




VIUHVYL 1O BYHHIHINEN

QUM 19A

OUIr.198

W3MEHEHUE OBLLIEF0 NOKA3AT. GRS  PLA  VEL

0T NCXO0[. YPOBHA HA 4 HEIENE (N)
[WABETW4ECK. TACTPOMAPES: VELS M 29

[IWABETWHECK. TACTPOMAPES: VEL 15 M 29

[IMABETWHECK. TACTPONAPE3: VEL 30 MIT 29
WONONATAYECK. TACTPOMNAPE3: VELS M 26
WANONATUHECK. TACTPOMAPES: VEL 15 MI™ 26

VNONATIHECK, TACTPOMAPES; VEL 30 Mr 26

(N)
30

2
25
2
21
28

-~

OTJIU4KE (95% Cl)

B N0Nb3Y

l[3nauenme p] BENYCETPATA

0.26 0,70, 0.18)[0.2477]
045059, 0.29) [04991]
0.11(-0.35, 0.56) [0.6402]

0.53(-0.98,-0.07) [0.0244]
035083, 0.14) 01594

——0—

}——o0-

—

—o—|

}——o0—

—

B N0JIb3Y NNALIEBO

002 (0.48, 0.44) 0.9221]
2

W3MEHEHUE OBLLIET0 NOKA3AT. GRS  PLA  VEL  OT/MMME (95% CI)

OT UCX0[. YPOBHA HA 12 HEQENE (N
[IMABETIYECK. TACTPONAPES: VEL5 MI 26

[INABETIHECK. TACTPOMAPE3: VEL 15 M 26
[NABETW4ECK. TACTPONAPES: VEL 30 M 26
ULNONATU4ECK. TACTPONAPES: VEL 5 M 26
WANONATUHECK. TACTPOMAPES: VEL 15 MI™ 26
IVONATUHECK. TACTPOMAPES: VEL 30 MI™ 26

(N)
26

21
24
24
20
2

BMOMNb3Y

[oHasgnwep]  BEMVCETPATA

022073, 0.28) [0.3811]
0.12 (039, 064) [06342]
005057, 0.47) 08558
053 (-1.05, 0.01) [0.0470)
045,01, 0.10)[0.1064]
019072, 0.34)[0.4839]

—o1+—

—

B N0Nb3Y MNALEBO

-2

6v/1¢C



VIUHVYL 1O BYHHIHINEN

OUI.20A

OUI.20B

W3MEHEHUE OBLLErO NOKA3AT.GRS  PLA  VEL  OTJWMME (95% Cl)

BMONb3y

0T UCXOJHOTO YPOBHSI HA 4HER.  (N)  (N)  [3Havenwe p] BenyeETpAra B MOMb3Y MNALERD

B3PACT<E5: VEL 5 M %27 DM 00Ny |

BO3PACT<55: VEL 15 MT 36 28 0.19(-061,023)[0.3800] S

BO3PACT<55: VEL 30 MI 36 30 0.16(0.26058)[04489] T

BO3PACT>=55: VEL 5 Mr 19 30 -034(0830 504700] ot

BO3PACT>=55; VEL 15 MI 1920 031(083,021)[0242%8] o1

BO3PACT>=55: VEL 30 MI 1923 013(-064,0.39)0.629] e S
2 0 1 2

e e AT

BO3PACT<55; VEL 5 MI 3323 0371086010137 T [

BO3PACT<55: VEL 15 MI 33 24 0.16(0.65,032)[05087] —e1—

BO3PACT<55: VEL 30 MI 3329 004044 052)[0.8685] o

BO3PACT>=55: VEL 5 MI 19 27 037(092018)[01904]  —odty

BO3PACT>=55: VEL 15 MI 19 17 013(073.047)06780 | |

BO3PACT>=55: VEL 30 MI 1922 BB |

2

6v/CC



VIUHVYL 1O BYHHIHINEN

OUl.21A ﬂ?“ﬂi'}(ﬁ,'}]"ﬁo‘ﬁf,”y‘f,[,‘;ﬂ,?ﬁ‘,‘ff L’Eifs ?:\]’)L\ \(’E;' UTE':'I::'EJ%";’]C” B NOb3Y BENYCETPATA B NOMIb3Y MIALEGO

NCTOPWHECKINN: VEL 5 MT 20 20 0.44(09,0.08)[0.0993] T

VCTOPUYECKMIA: VEL 15 MI 20 17 018(0.72 0.37)[0.5256] —o1—
VCTOPUYECKMIA: VEL 30 MI 20 17 0.06(-0.48,0.60) [0.8242] —to—
NPOCTEKTUBHBIA: VELSMI 35 37 -0.36(-0.76, 0.03)[0.0716) ——

NPOCTEKTUBHBIL VEL 15 M 35 31 028 (069, 0.13)0.1804] e,

NPOCMEKTIBHBIA: VEL3OMI 35 36 0.03(-0.38, 0.43) [0.8990] ——

-2 -1 0 1 2

CD Vl |— 2 1 B W3MEHEHWE OBLLET0 NOKA3AT.GRS  PLA VEL OTNWYHUE (95%
. 0T UCXOJHOrO YPoBHAHA 4HER.  (N)  (N) [3Ha4eHue p]

IACTOPUECKUIA: VEL 5 M 19 17 -049(-1.08,0.10)[0.1049]
IICTOPUYECKWM: VEL15MI 19 13 047(-1.09,0.15)
ICTOPVECKI: VEL3OMI 19 16 0.08(-0.54, 0.69)[0. 8050] —to——
3.
)

(-

5
MPOCMEKTUBHbIM: VELSMI 33 33 -032(0760

01(-

¥

Cl) B MONb3Y BENYCETPArA B NOMb3Y NMALEBO

10.1396] ——H

MPOCNEKTUBHbBIN: VEL15MI 33 28 0.45,0.47)0.9640] —r—
MPOCMEKTUBHBI: VEL3OMT 33 35 -0.19(0.65,0.26) [0.4005] ——

6¥/€C
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e N 1) oy o SO IAR
GEBT: VEL5 MI 22 21 -040(-0.89,0.09)[0.1078] —o—
GEBT: VEL 15 MI 22 20 0.35-0.87,0.16) [0.1788] —o—
GEBT: VEL 30 MI 22 28 0.04(-0.44,053)[0.8631] —f—
GES: VEL 5 MT 33 30 -0.39(0.81,0.03)[0.0673] —o—H
GES: VEL 15 MT 33 28 -0.16(-0.58,0.27)[0.4659) ——
GES: VEL 30 Mr 33 25 0.00(-0.44,0.44)[0.9984) —
-2 1 0 1 2
OUI.22A
W3MEHEHWE OBLUETO MOKASATENA GRS PLA  VEL  OTNMMME (95%Cl) B MOMb3Y B 110/1b3Y MNALEGO
OTUCXOTHOTO YPOBHA HA 12 HERENE  (N)  (N) [svavemsep]  BEMVCETPATA
GEBT: VEL5 MI 2223 0.37(0.930.18)[0.1873] o
GEBT: VEL15 M 2218 001(059,058) [0.9829] —p—
GEBT: VEL 30 MI' 2226 -0.13(-0.68 042)[0.6482] —or—
GES: VEL 5 M 30 27 -0.38(-086,0.10[0.1166] o
GES; VEL 15 MT 30 23 -026(0.75,023) [0.2930] —ot—
GES: VEL 30 MI 30 25 0.11(061,0.39)[0.685] —o1—
2 10 1 2
OUI.22B

N3MEHEHHAA CTPAHULA




VIUHVYL 1O BYHHIHINEN

OUIM.23A

OUI.23B

W3MEHEHUE OBLLUETO NOKA3AT.  PLA  VEL

OTIM4HE (95% CI) B N0Nb3Y

GRS OT UCXOA. YPOBHA HA4HED. (N)  (N) | [3Havenwep] ~ BEMYCETPATA B TI07b3Y ANALEGD
MAKIN: VEL 5 MT 17 17 0.32(089 0.24)[0.2633] N
MATKIV: VEL 15 M 17 13 042(103,020[01873]  ———
MATKIAV: VEL 30 MI 1713 0.07(-055 0.68)[0.8309] P —
YMEPEHHBIA: VEL 5 MI 26 25 044(-0.90,0.02) [0.0627] —o—h
YMEPEHHBI/: VEL 15 MI 26 17 -0.36(-0.87,0.15)[0.1699] —o—
YMEPEHHBIM: VEL 30 MT 2620 0.24(-0.250.73)0.3310] ot
THKENbI: VEL 5 M 11 12 049(-118,0.20)[0.1601]  —o—1
TAKENBIIA: VEL 15 M 1118 0.02(-0.64,0.60)[0.9463] —d—
TAKENBIIA: VEL 30 M 1116 0.17(-0.82,0.47)[0.5998] —ot—

b K 0
W3MEHEHMWE OBLUETO MOKA3AT.  PLA  VEL OT/THYHE (95% CI) B NONb3Y
GRSOTHCKOLYPOBHAHAAHEL (N) (N)  [owavewiep]  BENVCETPArA  ©nonbsy MMALEGOD
MATKWI: VEL 5 MT 16 13 -0.45(-1.10,0.20)[0.1765] =
MSATKII: VEL 15 Mr 16 12 038(-1.08,032)[0.2833]  +——o—1—
MKWV VEL 30 M 16 12 -0.36(-106,035)[03181]  +——o—71—
YMEPEHHbIV: VEL 5 MT 25 23 0.40(-0.920.13)[0.1392] R
YMEPEHHbIM: VEL 15 MT 25 15 -022(080036)[04605] —ot—
YMEPEHHBII: VEL 30 M 2519 040(-0.15,1.96) [0.1522] H——
THKENbIIA: VEL 5 M 10 12 0361 4043)[03725] —
THKENbI: VEL 15 M 10 14 0.04(-068,0.77)[0.9054] —fo——
THKENbI: VEL 30 M 1016 049(124,025)01626] +—o—

2 4 0

i

6¥/G¢
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OUI.24A

OUI.24B

e U N
YPOBHS HA 4 HELJENE
BL GOSI<3: VEL 5 MI 2B 32-041(:0.85,0.02[00622] e
BL GOSI<3: VEL 15 MI 2B 24-0.37(-0.84,0.00)[0.1134] —o i
BL GOSI<3: VEL 30 MI 2B 22 0.04(-0.44,0.52)[0.8658] —p—i
BL GOSI=3: VEL 5 MI 27 25 -0.53(1.00,-0.05)[0.0297] i
BL GCSI<=3: VEL 15 M 27 24 -0.15(-0.63,0.32)[0.5252] 0
BL GCSI<=3: VEL 30 M 27 31-0.10(-0.55,0.35)[0.6624] o
2 40
WU3MEHEHWE NOKA3ATENS GRS PLA VEL OT/THYHKE (95% CI) B MONb3y B MONb3Yy
110 MOZLKANIAM 0T UCXOZHOr0 (N) (N) [3HaveHme p] BENYCETPATA  INALEGO
YPOBHS HA 12 HEJIENE
BL GOSI<3: VEL 5 MI 29 27-0.27(0.77,0.23)[0.2892] —]-
BL GOSI<3: VEL 15 MI 29 22-0.26(-0.80,0.27)[0.3322] —ot—
BL GOSI<3: VEL 30 MI 29 20 0.06(-049,061)08222] s
BL GOSI=3: VEL 5 MI 23 23 -0.74(-1.28,-0.19)[0.0083] —
BL GCSI<=3: VEL 15 M 2319 -042(-067,043)0.6671] — o
BL GCSI<=3: VEL 30 M 23 31 -0.49(-1.00,0.03)0.0632] — o
2 4 0 1

6¥/9¢



VIUHVYL 1O BYHHIHINEN

W3MEHEHWE OBLLIEr0 NOKA3ATENA GRS
0T NCXOQHOr0 YPOBHA HA 4 HEQENE

VELS MI

VEL 15 MI

VEL 30 MI

NAABETUYECKWIA TACTPONAPES: VEL 5 MI
TVABETISECKIAN TACTPOMAPES: VEL 15 MI
[IVIABETISECKIAN TACTPOMAPES: VEL 30 MI
VIAONATIYECKIAM TACTPOMAPES; VEL 5 MI
WIVONATUSECKWV TACTPONAPES: VEL 15 MT
WIONATAYECKIAA TACTPONAPES: VEL 30 MI
MYXXHIHbI: VEL 5 MT

MYXXHIHbI: VEL 15 MT

MYXXHIHbI: VEL 30 MT

XERLLARDI: VEL 5 MI

KERLLAHBI: VEL 15 MI

KERLLAHBI: VEL 30 MI

PLA VEL OTNUYHE (95% CI)
N (N) [3HayeHue p]

85 &7 039(071,-0.07)[0.0159
8 48 -025(0.58 0.08)[0.1354)
5 53 0.04(0.28 037)[0.7981)
29 O 26 (0.70,0.1
19
1

8)[0.2477]
9 27 0150059 0.29) 0.4991]
9 % 0.35, 0.56) [0.6407]
% 053(098 0.07)[0.0244
% 21 0354083 0.14) 0159
% 28 -002(048044 0.9221]
513 -058( 005 00726]
5 10

a0,
)|
)|
0.17)[0.1428
)|
)
)
)|

51 (11
15 9 (057085 0.7013]
40 4 -0 33(070 0.04)0.0767]
0 38 17 (-0.85, 0.20) [0.3681]
0 4 003(034 0.39){0.8936]

B M0/1b3Y BEJIYCETPArA B M0/1b3Y NMNALEBO

-2

OUI.25A

6¥/.LC



VIUHVYL 1O BYHHIHINEN

W3MEHEHWE OBLLIEr0 NMOKA3ATENA GRS
0T NCXOHOr0 YPOBHA HA 12 HEQIENE

VELS MT

VEL 15 MI

VEL 30 MI ]

NNABETSECKINW TACTPOMAPES: VEL 5 MI
[IAABETA4ECKMIA TACTPOMAPES: VEL 15 MI
[INABETUHECKIIA TACTPOMAPES: VEL 30 MT
VANOMATAYECKIAN TACTPOMAPES: VEL 5 MT
WAVIONATUHECKIN TACTPOMNAPES: VEL 15 M
OVONATAYECKIAN TACTPOMAPES: VEL 30 MT
MYX4IHbI: VEL 5 MI

MYXHIHbI: VEL 15 MT

MYXHIHbI: VEL 30 MT

KERLLHDI: VEL 5 MI

XEHLLIAHBI: VEL 15 MI

XEHLLIAHBI: VEL 30 MI

PLA VEL

(N)
52
52
52
26
26
26
26
26
26
16
16
16
36
36
36

(N)
50
41
51
26
21
24
24
20
21
13
10

8
37
31
43

OTJTUYME (95% CI)
[3Ha4eHue p]

038(074 0.01)[0.0427]
17 (0,54, 0.21) [0.3896]
0.12(-0.49, 0.26) [0.5344)

022(073028H038 1
12(0.39, 0.64) [0.6347)

005( 57,047

053 05 oo

-045(

[0.8556]
[0047@
10,1064
019072, 0.34) 04839
046 (147, 0.26) [0.2089
040(- mwwwa
0.20(- 06273
ow(wmﬁwm]
E 54, 0.33) [0.6453]

[

1.01
9(-0.
1.
1.
0.61
0
0.10(0.
020 (4 63,0.22) [0.3463]

)
)
)
0.1
)
)
)
00)
)
)
)

B M0JIb3Y BEJTYCETPATA B NOJb3Y NNALEBO
—o—
—o—t—
—of—
_I

|

|_
—eq—

OUI.25B
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W3MEHEHME NOKA3ATENA GRS NO NOAWKANAM ~ PLA VEL  OT/WYME (95% CI)

6¥/6¢

OT UCXOZHOTO YPOBHSI HA 4 HELETE N (N [Havenme gl BIIOMIb3Y BENVCETPATA BO/Ib3Y MTTALERO
NOALUIKANA TOWHOTHL: VEL 5 MT 55 57 0131042 01703942 ol
MOJLLUKASTA TOLLUHOTbI: VEL 15 MT 55 48 0.08 (-0.22, 39) [0.5876] o
MOALKANA TOLLHOTBI: VEL 30 MT 55 53 009(02 0.40) [0.5377] o
MOALKANA B3YLLUS: VEL 5 MI 55 57 -0.51(-0.9,-0.05) [0.0295] o |
MOALIKANA B3YLLUWS: VEL 15 MI 55 48 0 25(-0.72, 0.22) [0.3001] o
MOALIKANA B3[YLLUS: VEL 30 MI 55 53 0.09(0.37,0.55)[0.7031] o
MOALIKANA YYBCTBA NEPENONH.: VELAMI 55 57 -0.59(-1.08, -0.10) [0.0192] I o
MOALKANA HYBCTBA MEPEMOMH.: VEL15MF 55 48 -0.42(-0.93, 0.09) [0.1065] o
MOALWKANA YYBCTBA NEPEMONH.: VEL30 MM 55 53 0.07(-0.43, 0.56) [0.7935] o
MOALIKANA PBOTbI: VEL5MI 55 57 0.29(-0.60,0.02) [0.0681] o
MOALIKANA PBOTbI: VEL 15 Ml 55 48 -0.33(-0.65,-0.00)[0.0474] —_—]
MOALKANA PBOTBI: VEL 30 MI 55 53 0 08 (-0.40, 0.25) [0.6442 —o-l—
MOALLUKANA BONA B XMBOTE: VELAMI 55 57 -0.51(-0.94, 0.07) [0.0230] o
MOALKANA BOMIA B XIBOTE: VEL 15 Ml 55 48 -0 42 (-0.87,0.04) [0.0727] o
MOAWKANA BOMA B XWBOTE: VEL3OMI 85 83 -0.02(-0.46, 0.42) [0.9301]
MOALWKANA N3O VEL 5 MI 55 57 -0 40 (-0.82,0.03)[0. 0654] o
MOAILKATA W3XOTY: VEL 15 M7 55 48 031076013 01609 .
MOALLIKANTA U3XOrK: VEL 30 Ml 55 53 01(-0.42, 0.45) [0.9469]
MOAWKANA HAPYLLL. MOTOPUKI KMLEY.: VELAMI 55 57 -0 23 (-0.57,0.11)[0.1895] o
MOAWKANA HAPYLLL. MOTOPUKN KMLLEY.: VEL15MT 55 48 -0.05(-0.39, 0.30) [0.7965] o
MOALLKANA HAPYLLL, MOTOPUKI KILLIEY.. VEL3OMI 55 53 -0.20(-0.14, 0.55) [0.2441] S R N—
2 -1 0

OUI.26A



VIUHVYL 1O BYHHIHINEN

W3MEHEHUE NOKASATENA GRS M0 NOAIWKANAM  PLA VEL

0T HCXOHOr0 YPOBHS HA 12 HEQIENE N)
MOALWKANA TOLUHOTbI: VEL 5 MT 52
MOAWKANA TOLUHOTbI: VEL 15 MT 52
MOALWKANA TOLLHOTbI: VEL 30 MT 52
MOALWKANA B3IYTUS: VEL 5 MI 52
MOAWKANA B3IYTIAG: VEL 15 MT 52
MOALWKANA B3IVTIAG: VEL 30 M 52

MOOLLKATA 4YBCTBA NEPEMOJH.: VELS MIT 52
MOALWKANA HYBCTBA NEPEMOMH.: VEL 15 M 52
MOALWKANA HYBCTBA NEPEMOMH.: VEL 30 M 52

MOALWKANA PBOTbI: VEL 5 MT 52
MOALWKANA PBOTBI: VEL 15 MI 52
MOALLKANA PBOTBI: VEL 30 M 52

NOZLKANA BONN B XIUBOTE: VELSMI 92
MOALUKANA BOTM B KMBOTE: VEL15MI 52
MOOWKATIA BONI B KMBOTE: VEL30MI 52

MOOLLKATA U3XOIA: VEL 5 M 52
MOJLWKANA U3XOTI: VEL 15 MT 52
MOJLKATA U3XOrIA: VEL 30 M 52

MOUUIKANA HAPYLLL MOTOPUKI KILLEY.: VEL5MT 52
MODLUKATA HAPYLLL MOTOPUKIA KILLEY.: VEL 15T 52
MODLUKANA HAPYLLL MOTOPUKI KILLEY.: VEL 30 Mr 52

(N)

50
4
51
50
41
51
50

51

50-

41
51
50
41

4

51 01
5 -0.1
41 0.0

51

OT/IMYME (95% Cl)
[3HaveHme p]

022 (051, 0.08)[0.1564]
0.06 (-0.25, 0.38) [0.6891]

0.13(0.43, 0.17) [0.3970]
0.45(-1.02,0.12)[0.1215]
-o 28 (0.88,0.31)[0.3527

16(-0.74, 0.43) [0.5940]

-o 56( 13,0.02) [0.0576
M9

0.71,049) [0.7273]
01 (-0.58, 0.59) [0.9841]
0,65, 0.03) [0.0726]

029 (4065, -0.06) [0.1067
027 (061, 0.08)[0.1321]
0.48(-0.99, 0.03) 0.0864]
-032(085022 10.2453]
51 4
50 .
)
)

0.90,0.04) [0.0736
0.73,0.25)[0.3378
[
i

-

4
.
0,63,0.34) [0.5533
055, 0.17) [0.2964
0.38, 0.36) [0.9546
04(-0.40, 0.32) 08344

[ et Pt

1

-

5

e

E -0.64,0. 40% [0.6459]
5 )

A )

I

01

P

3
4
4

P

BM0JIb3Y BENYCETPATA

B N0Jb3Y NNALIEBO

o

o

[+]

[+

¢ 0 o

[«

o

o

(o]

o 4
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W3MEHEHWE OBLLETO NOKA3ATENA GRS

NMABETUYECKMI TACTPOMAPE3

B N0Nb3Y BENYCETPATA: B NOMb3Y MITALIEBO

OUI.27A

0T UCXOJHOr0 YPOBHS HA 4 HENIENE PLA  VEL  OTNMYME (95% CI)
Ny (N) [3HaveHue p]
MOALKANA TOLLHOTBI: VEL 5 MT 29 30 -0.06(-0.47,0.35) [0.7880] —
MOALLKAIA B3OYTUA: VEL 5 MT 29 30 -0.44(-1.06,0.19)[0.1700] ——o—
MOALLKAITA HYB-BA NEPEMONH.: VELSMI 29 30 -0.33(-1.00, 0.35) [0.340] ——o——
MOJLIKANA PBOTbI: VEL 5 MT 29 30 -0.14(-0.57,0.29) [0.5310] —or—
MOALUKANA BONN B XWBOTE: VELSMI 29 30 -0.31(-0.91,0.30) [0.3167] —o——i
MOALLKAIA N3XKOT: VEL 5 MI 29 30 D 30( 0.88, 0.29) [0.3176] —_— 1
MOALKANA HAPYLLEHIS MOTOPWKHK 29 30 -0.15(-0.61,0.31) [0.5257] —of—
KNLLEYHIKA: VEL 5 MT 9 1 0 1
WIMEHEHWE OBLLEFO MOKASATENA GRS IMABETUSECKWATACTPOMAPES g ob3y
OTUCKOZHOTO YPOBHAHA 12 HERERE  PLA VEL  OTAWMME (95%¢))  BEMVCETPATA B N0/b3Y TIALESOD
(N) (N)  [3Havenme p]
MOALLKANA TOLUHOTBI: VEL 5 MI 26 26 -0.20(-0.62,0.21)]0.3371 —ot—
MOALLKANA B3YTUR: VEL 5 MT 26 26 -0.30(-1.09,0.48)[0.4490 ——t—
MOJLLKAJIA HYB-BA NEPENONH.: VEL5 M 26 26 -0.34(-1.13,0.46)[0.4060] ————t—i
MOALIKANA PBOTbI: VEL 5 MT 26 26 -0.09(-0.57,0.38)[0.7038] MDY
NOZLLIKATIA BOM B XINBOTE; VEL5MI - 26 26 -0.33(-1.04,0.38)[0.3589] —o—t—
MOALIKANA N3XOTW: VEL 5 MT 26 26 -0.37(-1.03,0.28)[0.2601 ——o—{—1
MOALLKAIA HAPYLLUEHIA MOTOPUKK %6 26 0.05(-0.45, 0.54) [0.8465 b
KNLLEYHIKA: VEL 5 MT 9 1 0 i 2

OUI.27B

6¥/1€



VIUHVYL 1O BYHHIHINEN

OUT.28A

OUIl.28B

W3MEHEHUE NOKA3ATENS GRS WAUONATUHECKU TACTPOMAPE3 B NONb3Y

10 NOALUKATIAM 0T UCXOZHOr0 PLA VEL  oTnuyme (95%Ci)  BETVCETPATA POTIVTIALERD

YPOBHS! HA 4 HEIENE N (N)  [aHavenme p]

MOLWKANA TOLIHOTbI: VEL 5 MT 26 27-0.20(-0.63,0.23)[0.3568] I

MOLLWKANA B3LYTIS: VEL 5 MI 26 27-0.57(-1.23,0.08)[0.0864]

MOALKANA 4YB-BA NEPENONH.: VELAMI 26 27 0.85(-1.86,-0.14)0.0197]  —

MOALKATA PBOTHI: VEL 5 MT 26 27 -0.44(-0.89,0.01)[0.0550] !

MNOALWKANA BONN B XWBOTE: VEL5S M 26 27 -0.71(-1 34 O 08)[0 0284] ——o—i|

MOLLWKANA U3XKOT: VEL 5 MT 26 27 -0.50(-1.11,0.11)[0.1098] —o—

[0ALIKATIA HAPYLLERA MOTOPUKIA 6 27 -0.30(-0. 79 O 8)[0.2197] —o—t

KINLLEYHIKA: VEL 5 MT 2 1 0
W3MEHEHHE NTOKASATENS! GRS WIMONATUYECKWI TACTPOMAPES B NIOMIb3Y

N0 NMOALIKAAM OT UCXOAHOr0 PLA
YPOBHA HA 12 HEQIENIE (N)

MOALKATA TOLHOTbI: VEL 5 M 26
MOALWKANA B3IYTIS: VEL 5 MI 26
NOALLKANA 4YB-BA NEPEMONH.: VEL 5 Mr 26
MOALWKANA PBOTbI: VEL 5 MT 26
MOALWKANA BONN B XKIBOTE: VELS M 26

MOALWKANA N3XOTA: VEL 5 M 26

[OALKANA HAPYLLEHUA MOTOPUKIN 26
KILLEYRHWKA: VEL 5 MI

VEL  OTIMYME (95%Cl)  BETYCETPATA

(N)  [3Havenme p]

24 .23 (0,66, 0.20)[0.2970)
24 060 (-1.42, 0.23)0.1536]
24 -0.78(-1.60, 0.05)0.0662]
24053 (-1.02, 0.04)[0.0340)
24@@u%o 1)[0.0952]
24 0.49(-1.17,049)[0.1594
24 )43 (094 0.08)0.0986]

B

[ NS S— —

| I N— '

| e " e |

e <ol

B M0Mb3Y NMNALEGO
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6¥/CE



33/49

P Al Y - Y O - ———
& @ i - S - @& o

O el g

KHE0dA 0JOHITOXOM

L0 UMHIRVHE XIHITIdO-ST IMHIHIWEN

N3MEHEHHAA CTPAHULA

KOJTNYECTBO HELEND
-=o--[[IAUEB0 —+— VEL Swr

OUI.29



34/49

O g---=0

-

I

-
O
B —

L

R TP

KHE0dA 0JOHTTOXOM

L0 UMHIRVHE XIHTIdO-ST INHIHIWEN

N3MEHEHHAA CTPAHULA

KOJIMYECTBO HELEND
--o-[IJJAUEB0 —— VEL5wr

OUIr.30



35/49

KHE0dA 0JOHITOXOM

L0 UMHIRVHE XWHITAdI-ST INHIHIWEN

N3MEHEHHAA CTPAHULA
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