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CIIOCOBLbI JIEYEHUA IICOPHA3A

Hacrosimee n3oOpeTeHne B LEJIOM OTHOCHTCS K CIOCOOY JI€UeHMs BOCHAIUTEIbHBIX
3a00NeBaHMi, HampuUMep, ICOpPHa3a, AHTUTENIAMH, KOTOpbIE CBA3BIBAIOT CyObenuHHny plo

yenoBeyeckoro I1L-23.

Ilcopunas npexncraBisieT cOO0H XPOHHYECKOE OMOCPENOBAHHOE UMMYHOOIIOCPEIOBAHHOE
BOCIIAJIUTENIbHOE 3a00NIeBaHNE KOXH, YPOBEHb DPACIPOCTPAHEHHS KOTOPOro MO BCEMY MHUPY
COCTaBJIsIET MPUMEPHO 2%, KOTOpPOE€ CBSA3aHO CO 3HAYMTEIbHOM TSKECTBIO U MOXKET HMEThb
CYIIECTBEHHOE IICUXOCOLUAIbHOE BO3AEHCTBUE HA KAUECTBO JKU3HU U OJIaronojy4ue NanueHTOB.
brsimeunsIii ncopuas siBisieTcst HanOoee PacpoCTPaHEHHOH popMOii U opaskaeT npumMepHo 80-
90% nanueHTOB, MPOSBISIETCS B BHJE BBICTYNAOLINX ONALIEK Ha KOKe, 3a00jeBaHue OOBIMHO
HAUMHAETCS B MO3[HEM MOJPOCTKOBOM U PAHHEM B3POCJIOM BO3pPAcT€ M MOKET COXPAHATHCS B
TE4YEeHUe BCEH B3pOCJIOHN XKM3HU. YPOBEHb NMOpakeHHOH ruiomanu nosepxHoctu tena (IIIT) u
CTENEHb NMPOSBJICHUI Ha KOKE, BKJIFOYasi IOKPACHEHHE, YIUIOTHEHUE U LIEeNYLIEHUE, ONPEAEIsIIOT
TSOKECTh Ticopuasza, u npumepHo 20-30% wumeroT 3aboneBaHHE OT YMEPEHHOH IO TSKENOi

CTCIICHU.

C TouKM 3peHHUs TUCTOJIOTUH IICOPHA3 XaPaKTEPU3YEeTCsl BOCIAIUTEIbHBIM HHPHIBTPATOM
U TUneprnponuepupyOUIUMA KEPATHHOLUTAMH, B KOTOPBIX COXPAHSIOTCS MHTAKTHBIC sIpa
(mapakeparos), yATHHEHUEM SITHIePMAIbHBIX TPpeOHElN 1 Ype3MEPHO U3BUTOM COCYIUCTOH CEThIO
B MANMUISIPHOM cJ1oe AepMbl. THQHUIBTPAT COCTOUT U3 XOPOIIO 3aMETHBIX T-KJIETOK, IEHAPUTHBIX
kiaerok (JAK) u nelitpodunoB B mepme. BbuIo SIBHO MPONEMOHCTPUPOBAHO, YTO HAPYLICHHE
peryJsIiMA UMMYHHOM CUCTEMBI, B YaCTHOCTH, aKTUBALIMS ATOT€HHBIX T-KJIETOK, UTPAET BAYKHYIO

POJIb B pa3BUTHH NICOPUA3A.

Ilcopmnas, KOTOpBIA SBIAETCS TUMMYHBIM OPraHOCTICHU(UIECKUM BOCIAIUTEIbHBIM
3a00yIeBaHIEM, OTTIOCPEIOBAHHBIM T-KJIETKaAMH, JECITUIIETUSMH PACCMATPHUBAIHN Kak 3a00JieBaHIE
KOXKH, B KOTOpoM 3aneticrBoBanbl T-xemmepsl (Th) 1 Tuma, no Tex mop, moka He Obuia
unentuduponana Hosas nonyssiiust Th, Th17, (Steinman L, Nat Med., 13(2), ctp.139-145,
2007). B yriyOneHHbIX KIMHUYECKUX U JTA0OPATOPHBIX UCCIENOBAHMSX ObUIO OOHApPY)KEHO, YTO
ocb unTepyetikuH (IL)-23/Th17 sBnsiercs kiroueBol s natoreHesa rncopuasa (Di Cesare et al.,
J Invest Dermatol., 129(6), ctp.1339-1350, 2009). IL-23, uneH cemeiicTBa IUTOKUHOB IL-12,
npeacTaBisieT coOOH reTepoanMEepHbIi OEIOK, COCTOSIINN U3 ABYX CYOBEIUHHML, CyOBEIUHULIBI
p40, xotopas siBisiercst obmelt ¢ IL-12, u cyOpenununsl pl9, KoTopasi, Kak MONararT, SBISETCS
cneundpunueckor st 1L-23. IL-23 BeIpabarbIBaeTcsi aHTUTCHIIPEACTABISIOMIMMU KIIETKAMH,

takuMu Kak JIK u Makpodaru, v urpaer BaKHYIO POJIb B MOANEPKKE U YBEITMUEHUH KOJIMUECTBA
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kaerok Th17 (Lee et al., J Exp Med., 199(1), ctp.125-130 2004). Kpome Toro, knerku Thl7 u
nocnenyomre 3¢gp¢peKTopHble MOJNEKybl Kackana, Bkirodas IL-17A, IL-17F, IL-21, IL-22 u
¢axTop Hekposa onyxonu anbdpa (PHO-0), MpUCYTCTBYIOT B MOBBIIIEHHOM KOJIMYECTBE B OUarax
NOpaKeHHsI Ha Koxke deynoBeka U B kpoBoroke (Boniface er al., Clin FExp Immunol., 150(3),

crp.407-415, 2007, Kagami et al., J Invest Dermatol., 130(5), ctp.1373-1383, 2010).

Jleyenue ncopuasza OMOJOTMYECKUMH TEPANEBTHUYECKUMH CPEACTBAMH, B YaCTHOCTH, C
NPUMEHEHUEM  areHTOB,  HAMNpaBJIeHHO  Bo3aeWcTByrommx Ha  ocb  I1L-23/Thl7,
NPOJIEMOHCTPUPOBAIO KJIWHUYECKYIO AKTUBHOCTb Y mauueHToB ¢ mncopuazoMm (Crow JM,
Nature,492(7429), S58-S59, 2012). Arentsl, cnenuduyuecky HaleleHHble Ha CyObenuHuLy pl9
IL-23, nponeMOHCTpUpOBaIN KIMHUYECKYI0 akTUBHOCTH npu ncopuase (Kopp et al., Nature,

14175, 2015).

CymectByeT moTpeOHOCTb B BapHAHTAX JIEUEHHs ICOpHas3a, KOTOpble O0eCreunBaroT
OnaronpusiTHbIE pe3yJbTaThl y MALMEHTOB, HANpHUMeEp, C TOYKU 3peHus 3(QPEeKTHBHOCTH,

0e30MacHOCTH W/WJIN TIEPEHOCUMOCTH JICYSHUSI.

Hacrosimee n3o0perenne yaoBIeTBOPSIET YKa3aHHBIE BhILIE ITOTPEOHOCTH U 00eCTIeYHBaeT
CrIocoOBI  JIEUEHHMsS] BOCHAJMTENBHBIX 3a00J€BaHWI, B YaCTHOCTH, CIIOCOOBI, BKJIFOYAKOIIHE
BBeneHne anturena k IL-23pl9 manmeHTy B ONpenNeNeHHbIX KOJIWYECTBAX W/HIH C
onpeneneHHbIMU HHTepBajamu. COrNIAaCHO OJHOMY M3 aCIMEeKTOB HACTOsIee H300peTeHHe
obecrieurBaeT crnocod JeueHHs MCopHas3a, BKIIOYAOMIMKA BBEACHUE MUPHKH3yMaba MAalMeHTYy,

BKJTFOUQOLI M

a) BBEICHWE IO MEHBIIEH Mepe OJHOW HHAYKLUMOHHON J03bl MHPHKH3yMada
MALUEHTY, T1€ MHAYKUHUOHHAS 103a coaep kUt oT 20 Mr 1o 600 Mr Mupukusymada;

u

b) BBEJCHHE MO MEHbIIEH Mepe ONHOW TMONIepKUBAOMIEH M03bI MUPHUKH3yMada
MAIMEeHTy  TOCJie  BBEACHHWS  MOCIEAHEH  WHAYKIMOHHOW  JO3bI,  TIJe

NOAIePKUBArOIIast 103a comepkut ot 20 mr 1o 600 Mr MupuKH3yMada.

B omHOM 13 BAPHUAHTOB pEalUu3alii HACTOALICTO I/1306pCTeHI/I$I ncopuas npeaACTaBJIACT

co0oi ONsIIeYHBIH ICOpHa3 OT YMEPEHHOH 10 TSHKEJION CTETIeHH.

B nmomonHuTensHOM BapHaHTE peaNu3alUM  HACTOSIIEr0 M300peTeHHs IICOpHa3

NpeACTaBIIsieT COOO0I Mcopras BOJIOCUCTON YaCTH TOJIOBBI.
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B nononHHUTENBHOM BapuaHTe pean3aliy HACTOSINEro M300pETeHUs MALMEHT paHee He
HOJTy4aJ OMOJIOTHUECKYIO Tepanuio. B anbTepHAaTHBHOM BapHaHTe peaTn3alui CIiocoda COryIacHO

HACTOSIIIEMY U300PETEHHIO MALMEHT PaHee TMOTyydall OMOJIOrHYECKYIO TEPAITHIO.

B eme omHOM HOMONHUTETHPHOM BapHAHTE peaM3alMH HACTOSIIEr0 M300peTeHUus o
MEHBbIIEN Mepe OJIHa MHAYKIMOHHAasA 103a coaepkut 20 mr, 30 mr, 60 mr, 100 mr, 120 mr, 125 wmr,

250 mr, 300 mr, 350 mr, 400 mr wiu 600 Mr Mmupuku3ymada.

IIpeanouturensbHO, MO MEHBIIEW Mepe OAHAa WHAYKLUUOHHAas A03a copepkuT 250 mr

MHUPHUKH3yMada.

B eme omHOM AOIOJHUTEILHOM BapHUaHTE pecain3allui HACTOSALICTO I/I306peTeHI/I$I

NatueHTY BBOAAT OAHY, ABEC, TPpU NN YE€TBIPE MHAYKIIMOHHBIC JO3bI.

HPEI[HO‘ITI/ITGJ'IBHO, ManquEeHTY BBOAAT JABE€ WHAYKIUMOHHBIE O3Bl C 8-HemeNbHbIMUI

WHTEPBAJIAMH.

B xaudectBe AJIBTCPHATUBLI, NPECANTIOYTHUTEJIbHO, MALUCHTY BBOAAT TPU HUHAYKIHOHHBIC

IO3bI ¢ 4-HeAeIbHBIMU HUHTEpBaJlaMU.

B xauecTtBe L[OHOJIHI/ITGJIBHOﬁ HpCHHO‘ITHTeHbHOﬁ AJIbTCPHATHUBDI, TMAalUCHTY BBOIAT

YEThIPE MHAYKIIHOHHBIEC TO3bI C 4-HeL[eJIbeIMI/I HHTEPBaJIaMH.

B eme ogHOM IONOJHUTEIBHOM BapHuaHTC pe€an3alliid HAaCTOALICTO I/I306peTeHI/I$I 110

MeHbIIEH MEpPE OAHY MHAYKIIHUOHHYIO J03Y BBOOAT IMOAKOXKHO.

B eme omHOM IOMONHUTEIPHOM BapHaHTE peaM3alMM HACTOSIIEr0 MU300peTEeHUs Mo
MEHbIIEH Mepe OfHa noaaep:kuBaromas ao3a coaep:xut 20 mr, 30 mr, 100 mr, 120 mr, 125 wmr,

250 mr, 300 mr, 350 mr, 400 mr wiu 600 Mr Mupukusymada.

IIpeanouturenbHO, IO MEHBIIEH Mepe OAHA MOANEP KUBAIOLIAsl 1034 COAEPKUT 125 Mr

wu 250 Mr MupuKn3zymada.

B eme omHOM JMOMOJHUTENBHOM BapHUaHTE pPEANM3alUN HACTOSINEro H300pPETeHHUs 1o
MEHbIIEH Mepe OAHY MNOANEPKUBAIOIIYI0 A03Y BBOIAT uepe3 2-16 Heaenp Mocie BBEACHUS

MOCJIEIHENH HHAYKLIUOHHOU TO3bI.

B eme ogHOM IOIOJHUTEIBHOM BApHUAHTE pain3allii HACTOALIECTO 1/1306peTeH1/1$[ 110

MEHBIIEH Mepe ONHY MOANEPKUBAKOINYIO 103y BBOIAT 4epe3 2 Hexenu, 3 Hexenu, 4 Heaenw, S
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Henlenb, 6 Henenb, 7 HeneNb, 8 Helenb, 12 Hemenb Ui 16 Henenb Moclie BBEACHUS MOCIeIHEN

UHAYKLUOHHOU O3B

[IpeanoururenbHO, MO MEHbLIEH Mepe OAHY MOAAEPKUBAIOLIYIO 103y BBOIAT yepe3 4

HEJENY NOCJIe BBEAEHUS MOCIEIHEN NHAYKLIUOHHON T03BL.

B kauectBe anbTepHATUBBI, MPEANOUTUTESBHO, IO MEHbIIEH Mepe  OAHY
MOJIEPKUBAIOIIYIO 103y BBOIAT 4epe3 8 HeAesb IMOCie BBEACHHUS MOCJeAHENH HMHAYKIMOHHON

J03bI.

B kauecTBe JONOIHUTEIBPHON MPEANIOYTUTENBHON abTEPHATUBEL, 110 MEHBLIEH MEPE OAHY
MOIEPKUBAOLIYIO 03y BBOZAT 4epe3 12 Henenb mocie BBEASHUs MOCIeIHeH UHAYKLUOHHON

JA03bI.

Kpowme Toro, B kauecTBe ele OAHON alIbTePHATHUBBI, IPEANIOUYTUTEBHO, 10 MEHbBIIIEH Mepe
OIHYy TMOAJEPKUBAIOIIYIO 103y BBOASAT uepe3 16 Hemenp IMOCJe€ BBEOEHUs MOCJEIHEN

UHAYKLIUOHHON AO3BL

B eme omHOM JOIMOJHUTEILHOM BApHUAHTE peain3alliil HACTOALICTO I/I306pe'TeHI/I$I
MAaUEHTY BBOAAT HECKOJIBKO NOAACPKUBAOIIUX 03, U MEPBYIO MOAACPKUBAIOIITYIO JO3Y BBOOAT

yepes 2-16 Henenb nociie BBEACHUs NOCAeAHEN NHAYKIIMOHHON JTO3bI.

B ermme oHOM TOMOHUTENBHOM BapUAHTE PEeATH3aLMH HACTOSIIErO H300pETeHHS TIEPBYIO
MOAAEPKUBAIOIIYIO O3y BBOAST uepe3 2 Hemenu, 3 Heaenu, 4 Hexenu, S Henenb, 6 Henenb, 7

Henenb, 8 Heaenb, 12 Henenb uiu 16 Heaenb nocie BBEACHUS MOCIeHeN HHAYKIIUOHHON JO3bL.

IIpennoyrurenbHO, MEPBYIO MOAAEPKHUBAIOIYIO O3y BBOIAT uepe3 4 HeAenu Iocie

BBEIECHUS MOCIEHEN NHAYKLIIMOHHOM 103bI.

B kaudecTBe anbTepHATUBBL, NPEANOYTUTENBHO, IEPBYIO NOAAEPKUBAKOIIYIO 103y BBOIST

yepes 8 Henenb Nociie BBeICHUs OCIeHEN HHAYKIUOHHON TO3bI.

B  kadyecTBe  MONOJHUTENBHOW  MPEANOYTUTENBHOM  aIbTEPHATUBBL,  IEPBYIO
MOJIEPKUBAOLIYIO O3y BBOAAT 4epe3 12 Henenb mocie BBEAEHUs MOCIeNHeN MHAYKIUOHHON

JO3bI.

Kpome Toro, B kadecTBe eule ONHOW albTEPHATUBBI, MPEANOYTUTENIBHO, IMEPBYIO
MOJIEPKUBAOLIYO O3y BBOAAT 4epe3 16 Henmenb mocie BBEAEHUs MOCIeNHeN UHAYKIUOHHON

JO3bI.
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B eme ogHOM IOMOIHUTENTPHOM BapHAHTE PEANN3ALUN HACTOSLIETO H300pETeHUs! ONHY
win Ooiee JOTMONHUTEIBHBIX MOANEPKUBAIOIINX 103 BBOAAT ¢ 4, 8 mimu 12-HenmenbHbIM(-H)

MHTEPBAJIIOM(-aMH) TTOCIIE BBEIEHUS MIEPBON MOAIEPKUBAIOIIEH TO3BL.

HpeI[HOLITI/ITeJ'IbHO, OOHY WA Oornee AOMOJHUTEJIbHBIX MOAACPKUBAOIINX 03 BBOAAT C

4-HenenbHBIM(-1) UHTEPBAIOM(-aMH).

B xauectse AJBTCPHATUBBI, MNPCANOYTUTCIIBHO, OAHY WA Oouee JOINOJHUTCIIbHBIX

NOAIEPKUBAIOIINX J103 BBOAST C 8-HeeNbHBIM(-1) HHTEPBAJIOM(-aMH).

B xauectBe AOMONHHUTENBHOW MPEANOYTUTEIHHON aJbTEePHATUBBI, OOHY WU Ooee

JOTOJHUTENBHBIX NOAIEPKUBAIOIINX /103 BBOIAT € 12-HenenbHBIM(-1) HHTEPBAIOM(-aMH).

B eme omHOM JOIOJHUTEILHOM BapHUaHTE peain3alliil HACTOALICTO I/1306peTeHI/I$I

NOAAEPKUBAIOIIYIO(-1€) 03y (-bI) BBOAAT MyTEM IOAKOKHON UHBEKIIH.

B npennouTuTensHOM BapHaHTE peaju3aluy HACTOSINEro H300peTeHus: Croco0 JeueHHsI

Icopuasa BKIIKOYACT:

a) BBeneHue (i) ABYX, TpeX WM YEeThIpeX HWHAYKIHOHHBIX 103 MHUPHKH3yMada
NMaoueHTy NyTEM HOHKO)KHOﬁ WHBECKIUH, TAC€ Kaxaasd HWHAYKHUOHHAsA 1034

copepkut 250 Mr Mupukuzymada; u

b) BBEJICHHE MO MEHbIIEH Mepe ONHOW MONAEpKUBAKOLIEH M03bI MUPHUKH3yMada
MALUEHTy MyTeM MOAKOKHOH WHBEKLUUU C 4-HeNeTbHBIMH WIH 8-HEAETbHBIMHU
UHTEPBAJIAMH, TJ€ TIEPBYIO MOAACPIKUBAIOLIYIO TO3Y BBOAST uepe3 4 HeOeNnu Hiu
8 Hedenb IMOCJIE BBENCHMsS IIOCIENHEN MHAYKLUHUOHHOM O3B, U Ka)kaas

MO AEPKUBAIOIIAS 103 COnepskuT 125 Mr wiu 250 Mr Mupuknzymada,

r7e Ncopua3 MPecTaBisieT coOol OJsimedHsIil MMCopHa3 OT YMEPEHHOH N0 TSDKENOH

CTCIICHU.

IIpenmodrurepHO, BBOISAT JBE MHIYKIUOHHBIE O3Bl MUPHKH3yMalda ¢ 8-HeIenbHBIMU
WHTEPBAJaMH, U TIEPBYIO MOAAEPKUBAOIIYIO 103y BBOAST uepe3 8 Hemenb Mocie BBEACHUS

MOCJIETHENH HHAYKLIMOHHOM TO3bI.

B kauecTBe anbTepHATUBBI, NPEANOUYTUTENBHO, BBOAAT TPU HHIAYKLMOHHBIE O3B
MUpPHKH3yMada ¢ 4-HeeIbHBIMU UHTEPBAJIAMH, U TIEPBYIO MOIACPKUBAIOIIYIO 03y BBOJIST Yepes3

4 Hexenu NMocse BBEACHUS MOCIEAHEeN NHAYKLIUOHHON 1036
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B xaudecTBe AOMONHUTENBHON NPEANOYTUTENBHON albTEepPHATUBBI, BBOJAT YEThIpE
UHIYKIMOHHBIE J03bl MHPHUKH3yMa0a C 4-HeOenbHbIMH HMHTEPBAJaMH, U  MEPBYIO
NOAAEP>KUBAIOIIYIO 7103y BBOIAT uepe3 4 Henenu MOcie BBEAEHHUs MOCIeIHEH WHIYKIHOHHON

JO3bI.

Kpome TOro, mpeanodruTenbHO, Kaxaas MNOAAEpKUBAKOIas ao3a copep:xkut 250 mr

MHUPHUKH3yMada.

B xauectBe AIIBTCPHATUBLI, MPECANIOYTUTEIIBHO, KaKAast MOAACPIKUBAKOI(asa 1034 COACPKUT

125 mr mupukmsymada.

CornacHo npyromy acriekTy HacTosiee u3odpereHue oOecrednBaeT Crocod JIeUeHHs

rncopuasa, BKJIFOYAIOIIUI BBEIECHUE MI/IpI/IKI/ISYMa6a ManyuecHTy, BKJIFOUAFOITTHH

a) BBeNEHHE OAHOW wim Oojiee HMHAYKLUMOHHBIX 03 MHUpUKH3yMaba NaLUeHTy B
WHIAYKLMOHHBIA TEpHON, TAe Kaxkjaas W3 ONHOW win Oonee WHAYKLIUOHHBIX 703

cozmepskut ot 20 Mr 1o 600 Mr MupHKH3yMada;

b) ompeneneHune ypoBHsS aKTUBHOCTHU 3a00JI€BaHUS Y MAIIMEHTA B KOHIE MHAYKLMOHHOTO

nepuona, u

1) BBEZICHHE OIHOM UK O0Jjiee MOANEP KUBAIOIINX 103 MAMEHTY, Y KOTOPOTO He
6I:>I.H AOCTUTHYT BBICOKHH YPOBE€Hb KIIMHUYCCKOr0 OTBE€Ta B KOHIE
WHIYKLIUOHHOTO MEePUO/a, Te KasKaasi U3 OJHOM MK OoJiee MOAIEPKUBAIOLINX

103 conepxut ot 20 mr 1o 600 Mr Mupukusymada; u

i1) HETIPEPbIBHYIO OLIEHKY YPOBHS AaKTHBHOCTH 3a0OJIeBaHUS Yy TMALUEHTa, Y
KOTOPOTO OBLT AOCTHUTHYT BBICOKHH YPOBEHb KJIIMHUYECKOTO OTBETA IOCI]E
WHIYKIMOHHOTO TIEpUOJa, U BBEICHUE OJHOW WM 0OJiee MONAepPKUBAIOLINX
703 TALMEHTY, €ClIM YPOBEHb aKTHBHOCTH 3a00JIeBaHUs y IMAILEHTa Mafaer
HIDKE BBICOKOTO YPOBHSI KJIMHMYECKOTO OTBETA, IZI€ MALUEHTY BBOIST OIHY
i Oonee MONAEPKUBAIOLINX 03 10 MOBTOPHOIO AOCTHKEHUS Y MAalUeHTa
BBICOKOTO YPOBHSI KJIMHUYECKOrO OTBETa, M KaXKaas W3 ONHOH mim Oojee

MO AEPKUBAIOIINX 103 comepkutT oT 20 mr 10 600 Mr Mupuku3ymaoda.

B omHOM W3 BapuaHTOB peajH3allid HACTOSINEro HM300pEeTEeHUsT BBICOKUH YpPOBEHBb
KJIMHIYECKOTO OTBETa MPEICTABIISIET COOO0M ypoBeHb akTUBHOCTH 3a0oneBanus > PASI (Munekca

TUTOIIA/IN U TsDKecTH nicoprasza) 90 nnm > sPGA (o0mmast oueHka coctosiHus Bpadom) (0, 1).
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VYKa3aHHbBIN PEKUM JIEYEHHUsI TIO3BOJISIET MTPOIOJIKATD JICUEHHE MAIIMEHTOB C MPUMEHEHHEM
ONHOW WK 0oJiee MONNEPKUBAIOIINX 103, €CIU Y HUX He ObUT JOCTUTHYT BBICOKUN YPOBEHBb
KJIMHUYECKOTO OTBETA B KOHIIE MHAYKIHOHHOTO TIEPUO/A, [JIsl TOCTEMIEHHOTO MOBBILIEHUST YPOBHS
KJIMHUYECKOTO OTBETa 10 BbICOKOTO. [1alleHTOB, Y KOTOPBIX ObLIT JOCTUTHYT BBICOKHI YPOBEHB
KJIMHIYECKOTO OTBETA B KOHLIE HHAYKIIMOHHOT'O MePHoa, jJedat no Mepe Heodxoaumoctu (PRN).
To ecTh manueHTy BBOISAT OAHY WK OoJiee MOMAEPKUBAIOLINX 103, €CJIH YPOBEHb aKTUBHOCTH
3a00ieBaHYsl y MALMEHTA MaJaeT HUXKE BHICOKOTO YPOBHS KJIMHMYECKOTO OTBETA, IO MMOBTOPHOTO

AOCTHUIXKECHUSA y MMALMUCHTA BBICOKOTO YPOBHS KIIMHUYECKOI'0 OTBETA.

B nmononHuTenbHOM BapHaHTE peaNu3alUM  HACTOSINEro M300peTeHHs IICOopHas3

NpenCcTaBisieT coOO0M OMsIIeUHBIi ICOPHa3 OT YMEPEHHOH 10 TsKeNOo CTeNeHH!.

B erie oiHOM IOMIOJIHUTEIBHOM BapHaHTEC pC€ajin3alilui HACTOALICTO I/I306peTeHI/I$I ncopuas

npeacTaBsieT OO0 MCopUas BOJIOCUCTON YaCTH T'OJIOBBI.

B eme OmHOM IOMOSHHUTENPHOM BapHAHTE peANU3alMU HACTOSIIEro H300peTeHus
NALMEHT paHee He MOoJTy4as OMOJIOTHYeCcKYIO TepaIuio. B anbTepHaTHBHOM BapUaHTe pean3alim

HACTOSIIIEro U300peTeH s NALMEeHT paHee IMoydal OHOJIOTHYECKYIO TEPAITHIO.

B elrie 01HOM OMOJIHUTENILHOM BapHUAHTE PeajH3allii HACTOSIIIErO H300pETeHMs KaykKast
U3 OJHOM min Ooyiee MHAYKIMOHHBIX 103 comepskuT 20 mr, 30 mr, 100 mr, 120 mr, 125 wmr, 250

mr, 300 mr, 350 mr, 400 mr win 600 Mr Mupukusymada.

[TpennouyrurenbHO, KaXxnas U3 OAHOH Win Oojee MHAYKLIHUOHHBIX 103 COAEPKUT 250 Mr

MHUPHUKH3yMada.

B eme omHOM AOIOJHUTEIHLHOM BapHUaHTE pecain3alliid HaCTOALIECTO I/1306peTeHI/I$I

NMalueHTY BBOOAT OAHY, ABE, TPU HUJIN YETBIPE MHAYKIIMOHHBIC JO3bI.

B eme omHOM HAOIOJIHUTEIHLHOM BapHUaHTE peain3alliid HACTOALIECTO I/1306peTeHI/I$I

WHAYKLIUOHHBINA EpUOA cocTaBisieT 12 Henens win 16 Henens.

IIpennouTutenbHO, MHAYKLUMOHHBIN MEPUO COCTaBsAeT 16 Heaenb, U NAaLMEHTy BBOAST

AB€ MHAYKIHUOHHBIC NO3bI C 8-H€I[€J'II:>HI:>IMI/I HWHTEPBaJIaMH.

B kadecTtBe anbTepHATUBBI, NMPEANOYTUTENBHO, UHAYKIMOHHBIA NEPUOJ COCTaByseT 12

HEACIIb, U TIAUECHTY BBOAAT TPU UHAYKLIUOHHBIC JO3bI C 4—HCI[CJII>HI:;IMI/I HUHTEPBaJIaMU.
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Kpome Toro, B kauecTse anbTepHATUBBI, UHAYKLIMOHHBIN MEPUOA COCTAaBIsieT 16 Henernb,

U NALUECHTY BBOAAT YETHIPEC MHAYKIUOHHBIC NO3bI C 4-H€I[CJ'H:>HI>IMI/I HUHTCPBaJIaMH.

B eme ogHOM IOIOJHUTEIBHOM BapHUAaHTE p€aiM3alliid HACTOALIECTO 1/1306peTeH1/1$[ 110

MeHbIIEH MEpPE OAHY MHAYKIIUOHHYIO J03Yy BBOAAT MOAKOKHO.

B erme onHOM OMOJIHUTENILHOM BapHAHTE PeaTH3allii HACTOSIIIEro N300 peTeHMs KasKaast
U3 OIHOM Wi OoJjiee monaepKuBaroImx 103 conepskut 20 mr, 30 mr, 100 mr, 120 mr, 125 mr, 250

mr, 300 mr, 350 mr, 400 mr wim 600 Mr mupukusymada.

IIpennoururenbHO, Kaxaas U3 OAHON UK OoJee MOAAEPKUBAIOIINX 1103 COMepKUT 125

mr i 250 Mr Mupukuzymaoa.

B eme ogHOM HONMOJIHUTEIHLHOM BapuUaHTE pCairn3alvi HACTOALICTO I/I306peTeHI/I$I OOHY

unu 6osee MOAACPIKUBAKOIIUX 103 BBOIOAT IYTEM MOAKOKHON MHBEKITUH.

B emme ogHOM OONHUTENBHOM BapHAHTE PEATM3ALMHI HACTOSLIETO H300PETEHMsI, €CIIH Y
NalueHTa He ObLT JOCTUIHYT BBICOKUI YPOBEHb KJIMHUYECKOTO OTBETA B KOHILE MHIYKIIHOHHOTO
NEepUoaa, TO MEPBYHO MOAAEPKUBAIOIIYIO A03Y BBOAAT depe3 2-16 Hepenb mociie BBEAESHUs

nocieaHed UHIYKIIMOHHOMN JO3bI.

B ele 0JHOM OMONHUTEILHOM BapHAHTE PEATU3ALMK HACTOSIIETO H300PETEHMSI, ECITH Y
nareHTa He ObUT TOCTUTHYT BBICOKUH YPOBEHb KJIIMHUYECKOTO OTBETA B KOHIIE MHIYKIIHOHHOTO
neproja, TO MEPBYI0 MOMAEPKUBAIOIIYIO 03y BBOIAT 4yepe3 2 Heaenu, 3 Hexenw, 4 Henemnu, S
Henenb, 6 HeAelb, 7 Hedelb, 8 Hexenb, 12 Hexmenb wiau 16 Hemenb Nocie BBEAESHUS IMOCeIHEN

UHAYKLUOHHOM O3B

IIpennoyrurenbHO, MEPBYIO MOAAEPKHUBAIOIYIO O3y BBOIAT uepe3 4 HeAenu Iocie

BBEIECHUS MOCIEHEN NHAYKLIIUOHHOM 103bI.

B kaudecTBe anbTepHATUBBI, MPEANOYTUTENBHO, NEPBYIO NOAAEPKUBAKOLIYIO 103y BBOIST

yepes 8 Henenb Nociie BBEICHUs OCIeHEN HHAYKIIUOHHON TO3bI.

B  kadyecTBe  MONOJHUTENBHOW  MPEANOYTUTENBHOM  AJBTEPHATUBBLL,  IEPBYIO
MOJIEPKUBAOLIYO O3y BBOAAT 4epe3 12 Henenb Mmocie BBEAEHUs MOCIeNHeN UHAYKIUOHHON

JO3bI.
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Kpome Toro, B kauecTBe euie OAHOW AaIbTEPHATUBBI, MPEANOYTUTENBHO, IMEPBYIO
MO KUBAOLIYIO O3y BBOAAT 4epe3 12 Henenb Mmocie BBEAEHUs MOCIeNHeN UHAYKIUOHHON

JO3bI.

B eme ogHOM IOMOIHUTENTPHOM BapHAHTE PEANN3aLUM HACTOALIETO H300peTeHus: ONHY
win Ooyiee AOTMONHUTEIBHBIX MOANEPKUBAIOIINX 103 BBOAAT ¢ 4, 8 mimm 12-HenenbHbIM(-H)

UHTEPBAJIOM(-aMH) TOCIIe BBEIEHUS IIEPBON MOAIEPKUBAIOIIEH 03I

HpeI[HOLITI/ITeJ'IbHO, OOHY WA Oornee AOMOJHUTEJIbHBIX MOAACPKUBAOMINUX 03 BBOAAT C

4-HenenbHBIM(-1) UHTEPBAIOM(-aMH).

B kauectse AJIBTCPHATUBBI, MNPCANOYTUTCIIBHO, OAHY WJIH Oouee JOINOJHUTCIIbHBIX

MOJAEPKUBAIOLINX 03 BBOISAT C 8-HENEIbHBIM(-H) HHTEPBAIOM(-aMHu).

B emre 01HOM IOTIOTHUTEIBHOM BapUAHTE PEATU3aLUH HACTOSIIErO H300pETEeHNs], €CIU Y
HalueHTa ObLT JOCTUTHYT BBICOKHI YPOBEHb KJIMHUYECKOTO OTBETAa B KOHIE MHAYKLHOHHOIO
HepHoza, a 3aTeM YPOBEHb aKTHBHOCTH 3a00JIeBaHUS y MALMEHTA YIaJl HUXKE BBICOKOTO YPOBHS

KJIMHUYECKOTO OTBETA, TO!
i) MALUEHTY BBOIST MEPBYIO MOIAESPKUBAOLIYIO 103,

i1) OLIEHMBAIOT YPOBEHb AaKTHUBHOCTH 3abojieBaHusi ¢ 4-HenenbHbIM(-H), 8-
HenenbHbIM(-1) Wi 12-HenenbHbIM(-M) WHTEpPBAJIOM(-aMH) TIOCJIE BBEIEHUS

NEePBO MOAAEPKUBAIOLIEN JO3bI; U

i) BBOZSIT IOMOJIHUTENIbHYIO TTOIIEP KUBAOIIYIO 103y IMOCTIE KaXKA0W OLIEHKH YPOBHSI
AKTUBHOCTH 3a00JIeBaHMs, €CJTH Y MAlMEeHTa He ObUT JOCTUTHYT BBICOKHI YPOBEHb
KJIMHIYECKOTO OTBETA, 0 MOBTOPHOIO TOCTHIKEHUS Y MALIMEHTa BBICOKOTO YPOBHS

KIIMHHYCCKOI'O OTBETA.

ITaneHToB, Y KOTOPBIX ObUT JOCTHTHYT BHICOKHH YPOBEHBb KIIMHUYECKOTO OTBETA B KOHIIE
UHIYKIMOHHOTO Mepuoa, jedar no Mepe Heooxomumoctu (PRN). Ecnn ypoBeHb aKTHBHOCTH
3a00yIeBaHMs y TALMEHTA MalaeT HIDKE BBICOKOTO YPOBHSI KJIIMHUYECKOTO OTBETA, TO MAIHEHTY
BBOJSIT TEPBYIO TMOANEPKUBAIOIIYIO 1O3Y. YPOBEHb AaKTHBHOCTH 3a00JIEBaHUs y TMAlHEHTa
OLIEHUBAIOT 4epe3 4 Henmenu (WM, B KAUeCTBE alIbTEPHATUBBL, depe3 8 Hemenb Win 12 Henmenb)
1IOCJIe BBEIEHUSI IEPBOH NOAIepKUBaroIIe 103bl. Eciin y manneHTa He ObUT MOBTOPHO AOCTHTHYT
BBICOKHI YPOBEHb KJIMHUYECKOIO OTBETA MOCJIE€ BBEACHUS NMEPBON MOAAEP>KUBAOIIEH NO3BI, TO

BBOAAT AOMOJIHUTENIbHYIO IOAACPKUBAKOIIYIO JO3Y. VYka3zaHHBIN IITHKJI OLIeHKI/I/.]'IeLIeHI/Iﬂ npoOBOIAT
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10 TeX TOop, MOKa y MalueHTa He OyeT MOBTOPHO AOCTUTHYT BBICOKHH YPOBEHb KIMHHYECKOTO
otBeta. Ilocne 3TOro, mamueHTa Jiedar y’ke TOJBKO MO Mepe HEOOXOAMMOCTH, T.€. BBEICHHE
JOTIOTHATETBHON(-bIX ) TIOIEPKUBAIOIIEH(-UX) MO3bI(103) OTKIAABIBAIOT JO TeX IOp, IOKa
YPOBEHb aKTHUBHOCTU 3a00JIeBaHMs y TAlMEHTa CHOBA HE YIMAAET HH)XKE BBICOKOTO YPOBHS

KIIMHUYCCKOTI'O OTBETA.

B eme ogHOM MONOJHHUTENBHOM BapHAHTE peANU3alUM HACTOSIIErO H300pETEHHs
aKTUBHOCTH 3a00JIeBaHUSI OLIGHUBAIOT C 4-HEeNeIbHBIMH MHTEPBAJAMU IOC]IE BBEAECHUS MEPBOM
NOAAEPKUBAIOLIEN A03bl, U JOMOJHUTEIBHYIO MOANEPKUBAIOINYIO 103y BBOAST IOCIE KaXKAOH
OLIEHKH A0 TeX IOp, NMOKa y TMalueHTa He OyJeT MOBTOPHO AOCTHTHYT BBICOKHI YpPOBEHBb

KIMHHUYCCKOI'O OTBETA.

B eme onHOM AOMOJHUTEIBHOM aNbTEPHATHBHOM BapHAHTE PEATM3ALUH HACTOSIIETO
M300peTeHsl aKTUBHOCTh 3a00JIeBaHUSI OLIEHUBAIOT C 8-HENENbHBIMH HHTEPBAJIAMH I10CIE
BBEJICHHSI IEPBOI OAIEPKUBAIOIIEH JO3bI, U JOMOJHUTENBHYIO MOAIEPIKUBAIOINYIO 103y BBOST
HOCJIe KaKAOH OLIEHKH JI0 TeX IOp, NMOKA y MaunueHTa He OyaeT MOBTOPHO JOCTUTHYT BBICOKHUI

YPOBEHb KJIMHUYECKOIO OTBETA.

B emme ogHOM IOMOJHUTEIHFHOM BapUaHTE pe€aIrn3allvid HACTOSALICTO I/I306peTeHI/I$I OOHY

uau bonee NOAACPKUBAIOIINX 103 BBOOAT ITYyTEM HO,Z[KO)KHOﬁ HHBECKIINH.

CornacHo JOTONHUTEIPHOMY acleKTy HaCTosinee U300peTeHHe O0ecrneunBaeT Crocod

JIEUEHUS TICOPHA3a, BKIIFOYAIOIINI BBEIEHHE MUPUKH3YMa0a MalMeHTY, BKITFOYAO NI

1) BBEZIEHUE OHOM MK O0Jiee MHIYKIIMOHHBIX 103 MUPUKHU3yMa0a 10 TOCTHKEHUS Y
MalMeHTa KJIMHUYECKOW pPEeMUCCUH, THOe Kaknaas u3 ONHOM wim  Ooee
WHIYKIUOHHBIX 103 comepskuT oT 20 mr no 600 mr mupukusymada; u

i1) OTCJICKMBAHUE YPOBHS aKTHBHOCTHU 3a00JIEBAHUS Y MAIMEHTA U BBEICHUE OHOM
wiu 60Jjiee MONAEPKUBAKOIINX 103 MUPHKU3yMada, eClii aKTUBHOCTh 3a00JIeBaHUS
y MalHWeHTa TMaJaeT HWKe KIMHUYECKOH pEeMHCCHH, e OAHy wWiu Oolee
MOJAEPKUBAIOLINX 1103 BBOAST JO TOBTOPHOTO JOCTHKEHHsS VY TAlMeHTa
KJIMHUYECKOH PEMUCCUU, W KaKAasi U3 OMHOU WM OoJiee MOANEeP KUBAOIINUX 103

copepkut oT 20 Mr 10 600 Mr MupHKH3yMada.

B OOHOM M3 BAPHUAHTOB p€an3alliid HACTOALICTO I/1306peTGHI/I$I KIIMHUYECCKasA pEMUCCUA

npeacTasisier co0oit ypoeHb akTuBHOCTH 3ab0eBanust PASI 100 umu sPGA (0).
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Vka3zaHnbIi PEXUM JICUCHHA BKJIKOYACT JICUCHUE MAlMEHTA OO0 AOCTUKCHUSA Y HEro/Hee

KIIMHIYECKON PeMUCCHU U MOCIIeAYIOIIee JIeueHne manrenTa no mepe neooxonumoctu (PRN).

B nmomonHuTensHOM BapHaHTE peanu3alUM  HACTOSINEr0 H300peTeHHs IICOpHa3

HpeCTaBIsieT cOO0H OMsIIeUHBIi ICOPHA3 OT YMEPEHHOH 10 TsKeNOH CTeleH!.

B eme ogHOM MONOJHHUTENBHOM BapHAHTE peANU3aLUM HACTOSIIErO H300pETEHHs
MALMEHT paHee He MoTy4as ONOJIOTHYECKYIO Tepanui. B anpTepHaTHBHOM BapUaHTe peatn3alun

NaluECHT paHee MoJryvall 6I/IOJ'IOFI/ILIeCKYIO TEPAINLO.

B eme ogHOM MONOJHUTENBHOM BapHAHTE peANU3aLMM HACTOSIIErO H300pETEHHs
aKTUBHOCTh 3a00JeBaHUS OLIEHUBAIOT C 4-HenenbHBIM(-M), 8-HenmenbHbIM(-H) wWmu 12-
HeJeNbHbIM(-M) MHTEpBaJOM(-aMH) TIOCJ€ BBEACHUSA IE€PBOM HMHIYKIMOHHONH O3B, U
JOTIOTHUTENBHYIO(-bl€) MHAYKLMOHHYIO(-bIe) 103y (-bI) BBOISAT I1OCJIE OLEHKH YPOBHS aKTHBHOCTHU

38,6OJ'IeBaHI/IH, €CJIN y NIallUCHTA HE ObLIa AOCTUTHYTAa KIIMHUYECKAsA PEMUCCHUA.

YpoBeHb aKTHUBHOCTH 3a00JI€BaHUsSl y TALMEHTa OLIEHUBAIOT depe3 4 Hemenu (WM, B
Ka4yeCTBE aJIbTePHATHBBL, Yepe3 8 Henenb win 12 Heselb) mocie BBeEeHUs IepBOM HHYKIIMOHHOMN
no3bl. Ecnu y manuenTta He Oblia JOCTHTHYTa KJIMHUYECKAs PEMHCCHUS TIOCIIe BBEICHUS TepBOM
WHAYKIUOHHOW JO3bI, TO BBOIST IOTOJHUTEIbHYI HHAYKIMOHHYIO N03y. YKAa3aHHBIA IUKII

OLIeHKI/I/.]'IeLIeHI/ISI MPOBOIAT OO0 OOCTHUKCHUSA KJIMHUYECKOM PEMUCCHH Y TALIUCHTA.

B elrie 01HOM OMOJNIHUTENLHOM BapHUAHTE Peaji3alii HACTOSIIIETO U300pETeHMs KayKast
U3 OJHOM min Ooyiee MHIYKIMOHHBIX 103 comeps:kuT 20 mr, 30 mr, 100 mr, 120 mr, 125 mr, 250

mr, 300 mr, 350 mr, 400 mr win 600 Mr Mmupukusymada.

[IpennoyrurenbHO, KaXxnas U3 OAHOH Win Oojee HHAYKIUOHHBIX 103 COAEPKUT 250 Mr

MHUPHUKH3yMada.

B emme omHOM AOMOJIHUTEILHOM BapHUaHTE peain3allui HACTOALIECTO I/1306peTeHI/I$I, €CJIn

YPOBEHL aKTUBHOCTU 3a00JIeBaHUsI Yy NallMeHTa NaaacT HUXKE KJIMHAYECKOMH pEMUCCHUHN, TO:

1) MAIMEHTY BBOIST MEPBYIO MOAEPKUBAIOIIYIO 03y MUPHUKU3yMada;
i1) OILIEHMBAIOT aKTUBHOCTH 3a00JieBaHus C 4-HeneabHbIM(-1), 8-HeneabHbIM(-1) WIH
12-nenenpHBIM(-1) UHTEPBAIOM(-aMH) nocie BBEJICHUS nepBoi

MOAAEPKUBAIOLIECH A03bI, U
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1) Mocjae  KaKOOH  OIEHKH YPOBHS ~ aKTHBHOCTH  3a0OJIEeBaHUSI  BBOISAT
JOTIOTHUTEBHYIO(-bIE) TOAAEPKUBAOIIYIO(-1e) n03y(-bl), €Clu Y MalueHTa He

ObL1a MOBTOPHO AOCTUTHYTA KIIMHUYECKAsA PEMUCCHUA.

Ecnmu ypoBeHb aKTUBHOCTH 3a0O0NieBaHMs y TAalMEHTa NanaeT HUKe KIMHUYECKON
peEMMCCHUU, TO MALMEHTy BBOASAT MEPBYIO MNONAEPKUBAIOLIYI0 A03y. YPOBEHb AaKTUBHOCTU
3a005eBaHMs Y MALMEHTa OLEHUBAIOT uepe3 4 Henenu (WM, B Ka4eCTBE aJIbTEPHATUBBI, Uepe3 8
Henenb viu 12 Henenb) rmociie BBEACHUs MepBOH noanep kusaromeii 1o3pl. Eciu y manuenra He
ObLIa MOBTOPHO OCTUTHYTA KJIMHUYECKAsl PEMUCCHS ITOCTIE BBEACHUS NIEPBON MO IEPKUBAIOIIEH
J03bI, TO BBOAST JAOTOJHUTEIbHYIO TOAIEPKUBAIOINYIO 103Y. YKa3aHHBIN [IUKJI OLlEHKH/IeUeHUs
NPOBOAAT AO MOBTOPHOIO AOCTHXKEHMs] KJIMHMYECKOM pemuccuu y naunuenra. Ilocme srtoro,
MAaLMEHTa JieyaT y)k€ TOJbKO M0 Mepe HEOOXOIMMOCTH, T.€. BBEACHUE JTOTMOJIHUTENbHOM(-bIX)
NOAEPKUBAIOIIENH(-UX) 1O3bI(103) OTKJIAABIBAIOT A0 TEX IOp, IOKAa YPOBEHb AKTUBHOCTHU

3a0o0ieBaHYs y IALMEHTA CHOBA HE YIaJeT HUKE KJIMHUYECKOH PEMHUCCUH.

B erie 0qHOM TOTIOTHUTENIEHOM BapHaHTE peajiM3alliy HACTOSIIIErO U300 pETeHUs KaKaast
U3 OAHON mim Oosiee moaaepKUBaOIIMX 103 coaepskut 20 mr, 30 mr, 100 mr, 120 mr, 125 mr, 250

mr, 300 mr, 350 mr, 400 mr wiu 600 Mr Mupukusymada.

[IpennoyrurenbHO, Kaxaas U3 OAHON WK Oojiee MOAAEPKUBAOIINX 03 COmepKUT 125

mr win 250 Mr mupukuzymada.

CriocoObI COTNIACHO HACTOSLIEMY M300pPETEeHHIO 00eCIIEYHBAIOT MIPEUMYIIECTBO, KOTOPOE
MO3BOJIACT MallUCHTAM OTME€YATh KIIMHHUYECCKOE YJIYUIICHUE IMPU MPOBECACHUHW MCHBUIECTO 4YUCTIA

NpoUeayp BBEASHUS MUPUKI3yMada.

CornacHo AOIMNOJIHUTCJIbBHOMY  aCIIEKTY B  HACTOALEM I/1306peTeHI/II/I MNPEAJIONKEH

MHUPHUKH3YMaO JJIsl MPUMEHEHUS ISl JIUEHHsI [ICOpHasa, Ie Crocod JIEUeHHUs BKIIIOYAET:

a) BBEJICHHE 110 MEHbIIEH Mepe OFHON MHAYKLUHMOHHOHW 03Bl MUpUKHU3yMada, rae

WHIYKIUOHHAS 1032 comep:kuT oT 20 mr 1o 600 Mr mupukusymada; u

b) BBEJCHHE MO MEHbIIEH Mepe ONHOW MOIAepKUBAOMEH M03bI MUpPHUKH3yMada
NIOCJIe BBEICHUS MOCNIEAHEH MHAYKLUMOHHOW HO3bI, TIe MOANEPKUBAIOINAs 1032

copepkut ot 20 Mr 10 600 Mr MupHKH3yMada.

B oxHOM 13 BAPHUAHTOB pEaiu3ali HACTOALICTO I/1306peTeHI/I$I ncopuas npeaACTaBJIACT

co0oi ONsIIeYHbIH ICOpHa3 OT YMEPEHHOH 10 TSHKEJION CTETIEHH.



10

15

20

25

-13-

B nmomonHuTensHOM BapHaHTE peaNu3alUM  HACTOSINEr0 M300peTeHHs IICOpHa3

NpeACTaBIsieT CO0O0I Mcopras BOJIOCUCTON YaCTH TOJIOBBI.

B eme OnHOM JOMOJHHUTENPHOM BapHAHTE peaTU3alMU HACTOSIIEro H300peTeHus
MALMEHT paHee He MOoJTy4a OMOJIOTHYeCKYIO Tepanuio. B aibTepHaTUBHOM BapHaHTe peai3aluu
cocoba COrJIaCHO HACTOSIIEMY H300PETEeHHI0 MALMEeHT paHee TMOoJydal OWUOJIOTHYECKYIO

TEPaIuio.

B eme omHOM OOMONHUTETHPHOM BapHaHTE peaM3allMd HACTOSIIEro HU300peTeHus: 1o
MEHbIIEN Mepe OAHAa UHAYKIMOHHAs 103a coaep:kut 20 mr, 30 mr, 100 mr, 120 mr, 250 mr, 300

mr, 350 mr, 400 mr unmu 600 Mr mupukuzymada.

IIpennouturenbHO, MO MEHBIIEH MEPEe OAHA MHIAYKIMOHHAsA 1032 comep:kutr 250 mr

MHUPHUKH3yMada.

B eme omHOM JOIOJHUTEILHOM BapHUaHTE peain3alliil HACTOALICTO I/I306peTeHI/I$I

MAMUEHTY BBOOAT OAHY, ABE, TPHU WU YE€THIPEC HHAYKIIHUOHHBIE TO3bI.

HpeI_II'IO“ITI/ITeJIbHO, ManuEeHTY BBOAAT MABE€ HWHAYKIUMOHHBIE O3Bl C 8-HemenbHbIMU

HHTCPBaJIaMH.

B kauecTBe AJIBTCPHATUBDI, MPEATIOYTUTECIIbBHO, MAUUCHTY BBOAAT TPpU HHAYKIHUOHHBIC

JO3bI C 4-H€I[€.]'II:>HI:>IMI/I HHTEPBaJIaMU.

B xauecTBe AJIBTCPHATUBDI, IIPEATIOYTUTEIIBHO, MAITUEHTY BBOOAT YETBIPE HHAYKIIUOHHBIC

JO3bI C 4-H€I[€.]'II:>HI:>IMI/I HHTEPBaJIaMU.

B eme ogHOM IOMOJHUTEIBHOM BapHUaHTE pe€ain3alliid HaCTOALICTO H306peTeHI/I$I 110

MeHbIIEH MEpPE OAHY MHAYKIIUOHHYIO J03Y BBOAAT IMOAKOKHO.

B eme omHOM NOMONHUTETPHOM BapHAHTE peaM3alMH HACTOSIIEr0 M300peTEeHUs 1o
MEHbIIEN Mepe OfHa noaaep:kuBaromas ao3a coaep:kut 20 mr, 30 mr, 100 mr, 120 mr, 125 wmr,

250 wr, 300 mr, 350 mr, 400 mr wiu 600 Mr Mupuku3ymMada.

IIpeanouturensbHO, MO MEHBIIEH Mepe OAHA MOANEP KUBAIOLIAsl 1032 COAEPKUT 125 Mr

iy 250 Mr MupuKn3zymaoa.

B eme onHOM MOMONHUTENBHOM BapHUaHTE pPEANM3alUN HACTOSINEro H300pPETeHHUs 1o
MEHbIIEH Mepe OAHY MNOANEPKUBAIOIIYI0 A03Y BBOIAT uepe3 2-16 Heaenp Mocie BBEACHUS

MOCJIEIHENH HHAYKLIUOHHOM TO3bI.
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B eme omHOM HOMONHUTETPHOM BapHAHTE peaM3alMH HACTOSIIEr0 HU300peTeHUs o
MEHBIIEH Mepe ONHY MOANEPKUBAKOINYIO 103y BBOIAT 4epe3 2 Hexenw, 3 Hexenu, 4 Hepenw, S
Henlenb, 6 Henenb, 7 HeneNb, 8 Helenb, 12 Hemenb Ui 16 Henenb Moclie BBEACHUS MOCIEeIHEN

UHAYKLUOHHOW O3B

[IpeanouturenpbHO, MO MEHbLIEH Mepe OAHY MOAAEPKUBAIOLIYIO 103y BBOIAT uepe3 4

HEJENU MOCJIe BBEACHUS MOCIEIHEN NHAYKLIMOHHON 103BL.

B kauectBe aNbTEpHATUBBI, MPEANOUYTUTESBHO, IO MEHbIIEH Mepe  OAHY
MOJIEPKUBAIOIIYIO 103y BBOIAT 4epe3 8 HeAesb MOCie BBEACHHUS MOCJeqHENH HUHAYKIMOHHON

J03bI.

B kauecTBe OMOIHUTEIBHON MPEANOYTUTENBHON aIbTEPHATUBDL, IO MEHBLIEH Mepe OAHY
MOJIEPKUBAIOILYIO O3y BBOZIAT depe3 12 Henenb mocie BBEAEHUs MOCIeIHeN MHAYKIIMOHHON

AO3bI.

Kpowme Toro, B kauecTBe ele OAHON allbTePHATHUBBI, IPEANIOUTUTENBHO, 10 MEHbIIEH Mepe
OIHYy TMOAJEPKUBAIOLIYIO [03y BBOASAT dYepe3 16 Henmenp IMOCe€ BBEOEHUs MOCJEIHEN

WHIYKIIMOHHOM 03Bl

B eme omHOM OOIOJHUTEILHOM BapHaHTE peain3alliid HaCTOALICTO I/I306peTeHI/I$I
NManueHTY BBOAAT HECKOJIBKO NOAACPKUBAOIIUX 103, U ICPBYIO MOAACPIKHUBAKOIIYIO0 103y BBOIAAT

yepes 2-16 Henenb nociie BBEACHUs NOCAeAHEN NHAYKIIUOHHON TO3bI.

B erme o1HOM TONOTHUTENBHOM BapUAHTE PEATH3ALUN HACTOSIIETO H300pETEHHS TIEPBYIO
MOAAEPKUBAIOIIYIO 03y BBOASAT uepe3 2 Hemenu, 3 Heaenu, 4 Hexenu, S Henenb, 6 Henenb, 7

Henenb, 8 Heaenb, 12 Henenb uiu 16 Heaenb nocie BBEACHUS MOCAeHeN HHAYKIIUOHHON JO3bL

IIpennoyrurenbHO, MEPBYIO MOAAEPKHUBAIOILYIO O3y BBOIAT uepe3 4 HeAenu Iocie

BBEIECHUS MOCIEHEN NHAYKLIMOHHOM 103bI.

B kaudecTBe anbTepHATUBBI, NPEANOYTUTENBHO, NEPBYIO MOAAEPKUBAKOLIYIO 103y BBOIST

yepes 8 Henenb Nociie BBeIeHUs OCIeHEN HHAYKIUOHHON TO3bI.

B  kadyecTBe  MAONOJHUTENBHOW  MPEANOYTUTENBHOM  QJBTEPHATUBBL,  IEPBYIO
MOJIEPKUBAOLIYO O3y BBOAAT 4epes3 12 Henenb mocie BBEAEHUs MOCIeNHeN MHAYKIUOHHON

JO3bI.
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Kpome Toro, B kauecTBe euie OAHOW AaIbTEPHATUBBI, MPEANOYTUTENBHO, IMEPBYIO
MO KUBAOLIYIO O3y BBOAAT 4epe3 16 Henenb mocie BBEAEHUs MOCIeNHeN UHAYKIUOHHON

JO3bI.

B eme ogHOM IOMOIHUTENTPHOM BapHAHTE PEANN3aLUM HACTOALIETO H300peTeHus: ONHY
win Ooyiee AOTMONHUTEIBHBIX MOANEPKUBAIOIINX 103 BBOAAT ¢ 4, 8 mimm 12-HenenbHbIM(-H)

UHTEPBAJIOM(-aMH) TOCIIe BBEIEHUS IIEPBON MOAIEPKUBAIOIIEH 03I

HpeI[HOLITI/ITeJ'IbHO, OOHY WA Oornee AOMOJHUTEJIbHBIX MOAACPKUBAOMINUX 03 BBOAAT C

4-HenenbHBIM(-1) UHTEPBAIOM(-aMH).

B kauectse AJIBTCPHATUBBI, MNPCANOYTUTCIIBHO, OAHY WJIH Oouee JOINOJHUTCIIbHBIX

MOJAEPKUBAIOLINX 03 BBOISAT C 8-HENEIbHBIM(-H) HHTEPBAIOM(-aMHu).

B kadecTBe MOMOJHUTENBHON NPENNOYTHTEIHHON albTEepPHATHBBI, OIHY WM OoJee

JIOTIOJTHUTENBHBIX MMOANEPKUBAIOINNX 103 BBOAAT ¢ 12-HeneapbHbIM(-1) HHTEPBAJIOM(-aMH).

B eme ogHOM HONOJHUTEIHEHOM BapUaHTE peaan3aluini crroco0a CcoryiacHoO HaCTOALIEMY

U300peTEHHIO MOANEPKUBAIOIIYIO(-1e) 103y (-bl) BBOIST MyTeM MOAKOKHOW HHBEKLIUH.

B npeanouTuTeIbHOM BapHaHTE pean3alii HACTOSIIEr0 H300pETEHHs CIIOCco0 JTeUeHus

BKJIFOYAET:
a) BBeneHHe (1) ABYX, TpeX WIJIM YEeThIpeX HWHIYKIHOHHBIX 103 MHUPHKH3yMada
NALUEHTy TyTeM MOAKOKHON WMHBEKIHH, TAe KaKAas HWHAYKIHOHHAs 1032
copepkut 250 Mr Mupukuzymada; u
b) BBEJCHHE MO MEHbIIEH Mepe ONHOW MONIEepKUBAOMIEH M03bI MUPHUKH3yMada

MALUEHTy MyTeM MOAKOXHOW HMHBEKLMU C 4-HEAENbHBIMU WM 8-HENEIbHbIMU
MHTEpBaJIaMHy, I7ie NEPBYI0 MOAAEPKUBAIOLIYI0 NO3Y BBOJAT Uepe3 4 Henenu Uiu
8 Hedenb IMOCJIE BBENCHMsS IOCIENHENM MHAYKLUUOHHOM O3B, U Ka)kaas

MO AEPKUBAIOIIAS 103 COnepskuT 125 Mr wiu 250 Mr Mupuknsymada,

r7e Ncopua3 MPefcTaBisieT coOoN OJsimedHsIil MMCOpHa3 OT YMEPEHHOH N0 TSDKENOH

CTCIICHU.

[IpenmodrureapHO, BBOISAT JIBE MHIYKIHMOHHBIE NO3bI MUPHKH3yMalda ¢ 8-HeInenbHBIMU
WHTEPBAJaMH, U TEPBYIO MOAAEPKUBAOIIYIO 103y BBOAST uepe3 8 Hemenb Mocie BBEACHUS

MOCJIEIHEH HHAYKLIUOHHOM TO3bI.
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B kauecTBe anbTepHATUBBL, NPEANOUYTUTENBHO, BBOAAT TPU HHIAYKLMOHHBIE O3B
MUpPHKH3yMada ¢ 4-HeeIbHBIMA UHTEPBAJIAMH, H TIEPBYIO TOIACPKUBAIOIIYIO JO3Y BBOJIST Uepes3

4 Henenu NMocse BBENECHUS NMOCAEAHEeN NHAYKLIUOHHON 1036

B xauecTBe IOMOJHUTEIBPHON NPEANOYTUTENILHONW aJbTEPHATHBBI, BBOIAT YETHIPE
WHAYKIUOHHBIE JIO3bI MHUpPHKH3ymMada ¢ 4-HeAeNbHbBIMH HWHTEPBAJAMH, U  IEPBYIO
NOJAEPKUBAIOLIYIO 103y BBOIAAT uepe3 4 HeNenM MOocje BBEIEHUs MOCefHeW MHIYKLIHUOHHON

J03bI.

Kpome ToOro, mpeanodruTenbHO, Kaxaas MNOAAEpKUBAroIlas ao3a copep:kut 250 mr

MHUpHUKH3yMada.

B xauectse AIBTCPHATUBDI, MPECANIOYTUTEIIBHO, KaKAast MIOAACPXKUBAKOL[asa 1034 COACPKUT

125 mMr mupukmuzymada.

CornacHO OTHOMY U3 aCIeKTOB HACTOSIIEr0 H300peTeH s MPEAIOKEH MUPUKU3YMal 1ist

MPUMEHCHUS UIA JICUCHUA IICOpHrasa, rae CIIoCco0 JIeUueHHUsI BKIFOYAET:

a) BBeIeHHE OAHOW wim Oojiee HMHAYKLUMOHHBIX 103 MHUpUKH3yMaba NaLUeHTy B
WHIAYKLMOHHBIA TepHon, TAe Kaxknaas W3 ONHOW min Ooee MHAYKLIUOHHBIX 103

copepkut ot 20 mr 10 600 Mr MupHukH3ymada;

b) ompeneneHue ypoBHsI aKTUBHOCTHU 3a00JIEBAHUS Y MALIMEHTA B KOHIIE MHIYKIHOHHOT'O

nepuosa, u

1) BBEZICHHE OHOM Un O0Jjiee MOANEP KUBAIOIINX 103 MAMEHTY, Y KOTOPOTo He
6I:>IJ'I AOCTUTHYT BBICOKHH YPOBE€HL KIIMHUYECKOI0 OTBE€TAa B KOHIEC
WHIYKIUOHHOTO MEePUOa, Te KaKaasi U3 OJHOU MK OoJiee MONIEPKUBAIOLINX

103 coaepxkut ot 20 mr 10 600 Mr mupukuzymada;

i1) HETIPEPbIBHYIO OLIEHKY YPOBHS AaKTHBHOCTH 3a0OJIeBaHUS Yy TMALUEHTa, Y
KOTOPOTO OBLT AOCTHTHYT BBICOKHH YPOBEHb KIIMHUYECKOTO OTBETA IIOCI]E
MHIYKIMOHHOTO NIEpUOJa, U BBEICHUE OJHOW WM OoJiee MONAep KUBAOLINX
703 TALMEHTYy, €ClIM YPOBEHb aKTHBHOCTH 3a00JIeBaHUs y IMALHEHTa Majfaer
HIDKE BBICOKOTO YPOBHSI KIIMHMYECKOTO OTBETA, IZI€ MALUEHTY BBOIST OIHY
i OoJiee MOAAEPKUBAIOLINX 103 A0 MOBTOPHOIO AOCTHKEHUS y MAalUeHTa
BBICOKOTO YPOBHSl KJIMHUYECKOTO OTBETa, M KaXKaas W3 ONHOH mim Oojee

MO AEPKUBAIOIINX 103 comepkuT oT 20 mr 1o 600 Mr Mupuku3ymada.
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B omHOM W3 BapuMaHTOB peajH3allid HACTOSINEro HM300pEeTeHUsT BBICOKUH YpPOBEHBb
KJIMHIYECKOTO OTBETA MPEACTABIISIET COOOU YpOBEeHb aKTUBHOCTH 3a0oneBanus > PASI 90 umu >

sPGA (0, 1).

B nmomonHuTenbHOM BapHaHTE peaNu3alUM  HACTOSINEr0 M300peTeHHs IICOpHa3

HpenCcTaBisieT co00i OMsIeUHBIi ICOPHa3 OT YMEPEHHOH 10 TsKeNOH CTeleHH .

B er1rie oqHOM AOIIOJHUTEILHOM BapHUaHTE pe€ain3aliui HACTOALLIECTO I/1306peTeHI/I$I ncopuas

MPeACTaBIIsIeT COOO0I Mcopras BOJIOCUCTON YaCTH T'OJIOBBI.

B eme ogHOM MONOJHUTENBHOM BapHAHTE peANU3aLMM HACTOSIIErO H300pETEHHs
NALIUEHT paHee He MoJyyas ONOJIOTHYECKYI0 Tepanuio. B anpTepHaTUBHOM BapUaHTe pealu3aluu

HaCTOAIICTO 1/1306pereH1/1;1 MaUEeHT paHEC MoJIy4dall 6I/IOJ'IOFI/I“IeCKYPO TEpaIumo.

B eriie 01HOM TOTIOTHUTENIEHOM BapHaHTE Peaji3aliy HACTOSIIETrO U300 pETeHus KasKaast
U3 OHOM miu Oojiee MHAYKUMOHHBIX 103 comepskut 20 mr, 30 mr, 100 mr, 120 mr, 125 mr, 250

mr, 300 mr, 350 mr, 400 mr wiu 600 Mr Mupukusymada.

IIpeanouTuTenbHO, KaXKnas U3 OAHON min Oojiee MHAYKIMOHHBIX 103 comepkut 250 mMr

MHUpPHUKH3yMada.

B eme omHOM AOINOJHUTEIHLHOM BapHaHTE pecain3alliid HaCTOALICTO I/I306p€TeHI/I$I

NMaueHTY BBOOAT OAHY, ABE, TPU HUJIN YETBIPE MHAYKIIUOHHBIC JO3bI.

B eme omHOM AOIOJHUTEILHOM BapHaHTE peCain3alliid HaCTOALIECTO H306p€TeHI/I$I

MHAYKLIUOHHBINA epUoA cocTaiseT 12 Henenb win 16 Henens.

IIpennouTutenbHO, UHAYKLIMOHHBIN MEPUO COCTaBseT 16 Heaenb, U MaLMEeHTy BBOAST

AB€ MHAYKIHUOHHBIC NJO3bI C 8-H€I[€J'II:>HI:>IMI/I HHTEPBaJIaMH.

B kadecTtBe anbTepHATUBBI, NPEANOYTUTENBHO, UHAYKLIMOHHBIA NEPUOJ COCTaByseT 12

HEACIIb, U TAUECHTY BBOAAT TPU UHAYKLIUOHHBIE JO3bI C 4-HCI[CJ1beIMI/I HUHTEPBaJIaMU.

Kpome Toro, B kauecTBe aabT€PHATUBBI, UHAYKIIMOHHBIN NEPUOJ COCTaBsAeT 16 Henenb,

U NALUEHTY BBOAAT YETHIPEC MHAYKIUOHHBIC NJO3bI C 4-HCI[CJII:>HI:>IMI/I HUHTCPBaJIaMU.

B emme ogHOM IONOJIHUTEIBHOM BapUaHTE pCau3allii HACTOALIETO I/1306peTeHI/I$I OOHY

uau dosee WHAYKIOUOHHBIX 103 BBOAAT ITOAKOXKHO.



10

15

20

25

-18-

B elmrie omHOM OTOJTHUTEIBHOM BapHAHTE PeaTH3aIlii HACTOSIIIErO N300 peTeHHs KasKIast
U3 OJHOM Win OoJjiee monaepsKuBarommux 103 conepskut 20 mr, 30 mr, 100 mr, 120 mr, 125 mr, 250

mr, 300 mr, 350 mr, 400 mr wim 600 Mr mupukusymada.

IIpennoururenbHO, KaXxaas U3 OOHON WK OoJee MOAAEPKUBAOIINX 103 COMEpKUT 125

mr i 250 Mr mupukuzymada.

B eme ogHOM IOMOJIHUTEIBHOM BapHUaHTE p€ajn3alii HACTOALIECTO I/1306peTeHI/I$I OOHY

uau bosee NOAACPIKUBAOIINX 103 BBOIAT IMYTEM HO,Z[KO)KHOﬁ HHBCKIINH.

B e1e oHOM IOMOHUTENBHOM BaPHAHTE PEATM3ALUH HACTOSLIETO H300PETEeHUsI, €CIIH Y
InanueHTa HE 6]31.]'[ AOCTUTHYT BBICOKHH YPOBCHDb KIIMHUYECKOI'0 OTBE€TA B KOHLC MHAYKITUOHHOT'O
Nepuosa, TO MEPBYI0 IMOIAEPKUBAIOLIYIO J03y BBOAAT uepe3 2-16 Hemenb IMOCe BBENCHUS

NOoCJeAHEeH NHAYKLIMOHHON A03bI.

B erie omHOM TONOJTHUTEIBHOM BapHAHTE PEAM3aALNU HACTOSIIETO U300PETEeHUs, €CITH Yy
MalyueHTa He ObLT JOCTUIHYT BBICOKUI YPOBEHb KJIMHUYECKOTO OTBETA B KOHLE MHIYKIIMOHHOTO
NEepUoa, TO NMEPBYI0 MOAAEPKUBAOIIYIO 03y BBOIAT uepes3 2 Heaenu, 3 Henenu, 4 Henenu, S
Henenb, 6 HeAelb, 7 Henelb, 8 Hexenb, 12 Hemenb wiau 16 Hemenb Nocie BBEAESHUS MOCeTHEN

UHAYKLIUOHHOM O3B

IIpennoururenbHO, MEPBYIO MOAAEPKHUBAIOILYIO O3y BBOIAT uepe3 4 Heaenu Iocle

BBEIEHUS MOCIEHEN NHAYKLIIMOHHOM 103bI.

B kauecTBe anbTepHATUBBI, MPEANOYTUTENBHO, IEPBYIO MOAAEPKUBAKOLIYIO 103y BBOIST

yepes 8 Henenb Nociie BBEICHUs NOCIeIHEN HHAYKIIUOHHONU TO3bI.

B  kadyecTBe  MONOJHUTENBHOW  MNPEANOYTUTENBHOM  aJbTEPHATUBBLL,  IEPBYIO
MOJIEPKUBAOLIYIO O3y BBOAAT 4epes3 12 Henenb mocie BBEAEHUs NMOCIeNHeN MHAYKIUOHHON

JO3bI.

Kpome Toro, B kauecTBe elle OAHOW AalbTEPHATUBBI, MPEANOYTUTENBHO, IEPBYIO
MOJIEPKUBAOLIYIO O3y BBOAAT 4epes3 12 Henenb Mmocie BBEAEHUs MOCIeNHeN UHAYKIUOHHON

JO3bI.

B eme ogHOM IOMOIHUTENTPHOM BapHAHTE PEANTN3ALUH HACTOALIETO H300pETeHUs! ONHY
win Ooyiee AOTMONHUTEIBHBIX MOANEPKUBAIOIINX 103 BBOIAT ¢ 4, 8 mium 12-HenmenbHbIM(-H)

UHTEPBAJIIOM(-aMH) TTOCJIE BBEICHUS MIEPBON MOAIEPKUBAIOIIEH TO3bI.
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HpeI[HOLITI/ITeJ'IbHO, OOHY WA Ooree AOMOJHUTECIIbHBIX MOAACPKUBAOIINX 03 BBOOAT C

4-HenenbHBIM(-1) UHTEPBAIOM(-aMH).

B xauectse AJBTCPHATUBBI, MNPCANOYTUTEIIBHO, OAHY WA Oouee JOINOJIHUTCIIbHBIX

NOAEPKUBAIOIINX 103 BBOAST C 8-HeENbHBIM(-H) HHTEPBAJIOM(-aMN).

B eme ogHOM OTIONHUTENBHOM BApHAHTE PEATU3ALUHI HACTOSALIETO H300PETEHNs], €CIIH Y
NauyueHTa OBl JOCTUTHYT BBICOKHMH YPOBEHb KJIMHUYECKOTO OTBETa B KOHILE MHIYKIIMOHHOTO
NepUoa, a 3aTeM YPOBEHb aKTUBHOCTH 3a00JI€BaHUs y MALEHTA yIajl HUXKE BbICOKOTO YPOBHS

KJIMHIYECKOTO OTBETA, TO:
1) MAaLMEHTy BBOAST MEPBYIO NOAAEPKUBAIOLIYIO 103Y,

i1) OLIEHMBAIOT YPOBEHb AKTUBHOCTU 3aboneBaHust C 4-HenenabHbIM(-H), 8-
HeleNnbHbIM(-M) wWiu 12-HenenbHBIM(-M) HMHTEpPBAJIOM(-aMu) IOCNE BBEIECHMUS

NEePBON NMOAAEPKUBAIOLIEHN 103, U

iii) BBOJISIT AOTOJIHUTENBHYIO MOAAEPIKUBAIOIIYIO 103y MOCIIE KaXKION OLIEHKH YPOBHS
AKTUBHOCTH 3a00JIEBaHMsI, €CJTU Y TALIMEHTa He ObUT JOCTUTHYT BBICOKHUI YPOBEHb
KJIMHHYECKOTO OTBETA, 10 MOBTOPHOTO JOCTHIKEHHUS Y TIALIMEHTA BEICOKOT'O YPOBHS

KIIMHHYECKOI'O OTBETA.

B eme ogHOM JONOJHHUTENBHOM BapHAHTE pEANU3ALUM HACTOSIIErO H300peTeHHs
AKTUBHOCTH 3a00JIEBaHUSI OLICHUBAIOT C 4-HEeNEeIbHBIMH MHTEPBAJaMHM IMOCJIE BBEACHUS MEPBOMH
MO AP KUBAIOLIEH 03bl, U JOTOJHUTEIBHYIO MOAEPIKUBAIOIIYIO 103y BBOAST MOCE Ka)XAOU
OLIEHKM A0 TeX MOp, NMOKa y TMalueHTa He OyJeT MOBTOPHO AOCTHTHYT BBICOKHI YpOBEHBb

KIIMHUYCCKOI'O OTBETA.

B eme ogHOM AOMOJHUTENBPHOM ajlbTEPHATUBHOM BApHUAHTE PEANM3ALUU HACTOSILLErO
M300peTeHns] aKTHUBHOCTh 3a00JIEBaHUSI OLICHUBAIOT C 8-HENEeNbHBIMH HMHTEPBAJaMH I10CIHE
BBEJICHUsI IEPBOM MOAAEPKUBAIOLIEN O3BI, U JONOJHUTENBHYIO NOANEP>KUBAOIIYIO 103y BBOAST
NOCJIe KaXKIOW OLIEHKH JI0 TeX TOp, MOKa y MalueHTa He OyAeT MOBTOPHO JOCTUTHYT BBICOKUH

YPOBEHb KJIMHUYECKOIO OTBETA.

B emme ogHOM IONOJIHUTEIBHOM BapUaHTE pCain3alii HACTOALIETO I/1306peTeHI/I$I OHY

uau dosee NOAACPIKUBAOIIIUX 103 BBOIAT IMYTEM HOI[KO)I(HOﬁ HUHBEKINU.

CornacHo AOIMNOJIHUTCJIBHOMY  ACIICKTY B  HACTOSALIEM I/1306peTeHI/II/I NpEaJIONKEH

MHUPHUKH3YyMaO JJIst MPUMEHEHUS [Tl JISUEHHsI [ICOpPHasa, Ie Crocod JIeUeHHUs BKIIIOYAET:
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iv) BBEJICHHE OTHOM min OoJiee MHAYKIMOHHBIX 103 MUPUKH3YMa0a 10 JOCTHKEHUS Y
MAalMeHTa KJIMHUYECKOW pEeMHCCHH, TAe Kakigas U3 ONHOW wuim  Oonee

WHIYKIUOHHBIX 103 comepskuT oT 20 mr 1o 600 mr mupukusymada; u

V) OTCJIe)KUBAHUE YPOBHsI aKTUBHOCTHU 3a00JIeBaHUS y MALMEHTA U BBEIEHUE OTHOU
i 60Jj1ee MONAEPKUBAIOINNX 103 MUPHKHU3yMada, eCJii aKTUBHOCTH 3a00JIeBaHMUs
y InanueHTa nmagacTt HUxKe K.]'II/IHI/ILIeCKOI‘/'I peMI/ICCI/II/I, o HOBTOpHOFO JOCTUIKCHUA y
MalueHTa KJIMHUYECKOW pEMHCCHH, TAe Kakaas W3 OOHOW ujau Oosee

MOJAEPKUBAOLINX 103 copepkutT oT 20 mr g0 600 Mr Mupukusymada.

B OOHOM U3 BAPUAHTOB pC€ain3allui HACTOALIECTO 1/1306peTeH1/m KIIMHUYECKasd pEMUCCUSA

npencTassier co0oit ypoenb aktuBHOCTH 3aboeBanust PASI 100 umu sPGA (0).

B 1OmOJHUTENPHOM BapHaHTE peANU3alUd  HACTOSMIEro M300peTeHHs IICOopHa3s

npezncTaBisieT cOO0H OuAIIeUHbIH ICOPHa3 OT YMEPEHHO! 0 TSDKENOH CTETeHH .

B eme OmHOM JOMOJHHUTENPHOM BapHAHTE peATU3aLMN HACTOSILIEr0 H300peTeHus
NALMEeHT paHee He MOoTy4a OMOJIOTHYeCKYIO TepaIuio. B anbTepHaTHBHOM BapHaHTe pean3alim

IMAUEHT paHEEC MOJTyvall 6I/IO.HOFI/I“ICCKy}0 TEPAITULO.

B eme ogHOM MONOJHHUTENBHOM BapHAHTE pEANU3ALUHM HACTOSIIErO H300peTeHHs
AaKTUBHOCTh 3a00JIeBaHUSI OLICHUBAIOT C 4-HenenbHbIM(-M), 8-HenmenbHbIM(-u) wiu 12-
HeNeNbHbIM(-M) WHTEpBAJIOM(-aMH) TIOCJIe€ BBENEHHUS TEePBOH WHIYKIUOHHOH IO3bI, U
JOTMOJHUTEIBHYO(-bIe) HHAYKIIHOHHYIO(-bI€) 103Y(-bl) BBOIST MOCJIE OLEHKH YPOBHS aKTHBHOCTH

336OHeBaHI/I$I, €CJIK y NIallMCHTA HE Obuta AOCTHUIHYyTa KIIMHUYECKasd PEMUCCHUA.

B elrie omHOM OTIOJTHUTENILHOM BapHAHTE PeajH3allii HACTOSIIIETO U300pETeH s KasKIast
U3 OJHOM min Ooyiee MHIYKIMOHHBIX 103 comep:kuT 20 mr, 30 mr, 100 mr, 120 mr, 125 wmr, 250

mr, 300 mr, 350 mr, 400 mr win 600 Mr mupukusymada.

IIpennoyrnrenbHO, KaXxnas U3 OAHOH nmiH Oojee HHAYKIUOHHBIX 103 COAEPKUT 250 Mr

MHUPHUKH3yMada.

B emme omHOM AOMOJIHUTEILHOM BapHUaHTE peain3alluid HACTOALIECTO I/1306peTeHI/I$I, €CJIn

YPOBEHL aKTUBHOCTU 3a00JIeBaHUsI Yy NallMeHTa Naaac€T HUXKE KJIMHUYECKOM peEMUCCHHN, TO:

1) MAIMEHTY BBOIST MEPBYIO MOANEPKUBAOIIYIO 103y MUPHUKU3yMada;
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i1) OLIEHUBAIOT aKTUBHOCTH 3a00JIeBaHUs C 4-HeNeIbHBIM(-H), 8-HeNeNbHbIM(-H) I
12-nenenpHBIM(-1) UHTEPBAIOM(-aMH1) nocrne BBEJICHUS nepBoi

MOAAEPKUBAIOLIECH A03bI, U

Vi) Mocjae  KaKOOHW  OLEHKM YPOBHS  aKTHBHOCTU  3a0OJIeBaHUSI  BBOISAT
JOTIOTHUTEBHYIO(-bI€) TOAAEePKUBAOIIYIO(-1e) n03y(-bl), €ClIU Y MalueHTa He

ObL1a MOBTOPHO AOCTUTHYTA KIIMHUYECKAsA PEMUCCHUA.

B erme onHOM OTOJIHUTENIBHOM BapHAHTE PeaTH3allii HACTOSIIIEro N300 peTeHMsI KasKaast
U3 OJHOM Wi OoJsiee monaepKuBaroLmx 103 conepskut 20 mr, 30 mr, 100 mr, 120 mr, 125 mr, 250

mr, 300 mr, 350 mr, 400 mr wim 600 Mr mupukusymada.

[IpennoururensHO, OAHA UK OOJiee MOANEPKUBAIOIINX 103 coaepkar 125 mr uimu 250 mr

MHUPHUKH3yMada.

B eme oOmHOM [JOMONHHUTENBHOM BapuaHTe pealu3aludl OAHYy MiIu Oosee

NOAAEPKUBAIOIINX 103 BBOAST MyTEM MOAKOKHON MHBEKLIUU.
PUT'YPDBI

Ha ¢urype 1 npousuntocTpupoBaHa 10st CyObEKTOB, y KOTOPbIX Habonancs orsetr PASI
90, nns cyOBEKTOB, KOTOPbIM BBOAMIIM Iianiedo, U CyOBEKTOB, KOTOPBIE IMOJy4Yaad JIeUECHUE
MHUPHUKHU3yMaOoM, koTtopeie umenn cratyc <PASI 90 na 16 Henene u kotopbiM BBOIMIH 300 Mr

mupukuzymada m.xk. Q8W Ha 16-52 Henensix nepuoa MoAAePKUBAOIIEH TEPATTHH.

Ha ¢urype 2 npousuntocTpupoBaHa 10si CyObEKTOB, Y KOTOpbIX Habmonancs oreet PASI
100, mns cyOBEKTOB, KOTOPBIM BBOAWIM IJIaie00, U CyOBbEKTOB, KOTOPbIE TMOJyYalu JIeUEeHUE
MHUPHUKHU3yMaOoM, koTtopeie nmenn cratyc <PASI 90 na 16 Henene u kotopbiM BBOnWwH 300 Mr

mupukuzymada m.xk. Q8W Ha 16-52 Henensix nepuosa moAAePKUBAOIIEH TEPATTHH.

Ha ¢urypax 3a, 3b u 3¢ npoumoctpuposansl uaaekcel PASI 75, PASI 90 u PASI 100
Ha 52 Henene B IpyNmax MAlHEHTOB C OJSIIEYHBIM IICOPHUA30M OT YMEPEHHOH 1O TSIKEION
CTENEHU, KOTOPBIM paHee HE NMPOBOJAUJIM JICUCHHE WJIM KOTOpBbIE paHee MONy4dald JeYeHHue, y

KOTOPBIX He ObUT JoCcTUrHYT nokaszareiab PASI 90 Ha 16 Henene.
HNOAPOBHOE OITMCAHHUE

Icopuas mpexacraBisier coOOW XPOHHUYECKOE BOCHMAIUTENIbHOE 3a00JeBaHHE KOXKU,

Xapakrepusymooleecss HapymeHueM  (QyHKUUH AU QepeHIUpPOBKH  KEPATUHOLUTOB |
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runeprpondepanneil 1 BbIpa)KeHHBIM HAKOIUIEHUEM BOCTIAJIMTEIBHBIX T-KJIETOK U IEHAPUTHBIX
kiaerok. Hampumep, wummyHonormueckoe 3a0oneBaHHe BKJOYAET OJSALICYHBIH IICOpHA3,
HarpuMep, XpPOHUYECKUH OJISALIeYHBIN TICOpra3, HapUMep, XPOHUYECKUH OJIAIIEYHBIN Icopras
OT YMEPEHHOM [0 TSKEJION CTENEeHU, HAIPUMeEp, Y MALMEHTOB, KOTOPBIE SIBIISIIOTCS KaHAUAATaMU

Ha MOJIy4YeHHe CUCTEMHON Teparnuu Wi (OToTepaniu.
Cy1mecTBYIOT pasHble CTIOCOOBI H3MEPEHHsI YPOBHSI aKTUBHOCTH 3a00JIeBaHHSI.

B cnyuae ncopuasa TspkecTh 3a007€BaHNUS MOXKET ObITh OXapaKTepHU30BaHA MOPAKEHHOM
wiommaneio nosepxHoctu tena (II1T), roe mokazarens <5% COOTBETCTBYET JIETKOU CTENEHH, S-
10% ymepennoii u > 10% tsxenoii. IIIIT B mpouenTax BbruaucisitoT kak gounto T, nopaxkennon
IICOPHUA30M Y K&KAOTO MAaLUEHTa, IO HenpepbIBHON 1ikane ot 0% (OTCyTCTBUE MOPaKeHHsI) 10
100% (mopaxxenue Bceit IIIIT), rme 1% cooTBeTcTByeT pasmepy pPyKu NalueHTa (BKIOYas

JaoHb, manblbl v 6osbioi naner) (National Psoriasis Foundation 2009).

B HekoTOpBIX ciydasx cratyc 3a0oseBaHus H3MEPSIIOT MPU MTOMOIIY WHAEKCA IIOMAAN 1
msokectn nicopuaza (PASI). PASI sisiercss oOluenpu3HaHHBIM TMEPBHYHBIM OKA3aTesieM
s¢dexruBHOCTH U1 HaHHOW (a3el pa3paboTku cmocoOoB Jeuenus ncopuasa. B PASI
OoObeANHEeHbl OLEHOYHblE 3HAYEHMS CTENeHH IOPAKeHMs IIOBEPXHOCTH TeJla B YeThIpex
AHATOMHYECKHX 00nacTsax (TOJoBa, TYJOBUINE, PYKA M HOTHU) U TSOKECTU LISNYIICHHS,
MOKPACHEHUS M YIUIOTHEHUs/MHPUIbTpauy (TONIIUHBI) OJSIIIKKA B KaXI0W 00JacTH, 4TO AaeT
oOmuit uHaexe or 0 mpu OTCYTCTBHM TCOpHasa A0 72 mpu Haubojiee TsHKEJIOM 3a00JIeBaHUU
(Fredriksson and Pettersson, Dermatologica, 157(4), ctp.238-244, 1978). PASI naubonee uacto
NPUMEHSFOT B Ka4yeCTBE KOHEYHOTO KPHUTEPHsl OLEHKH U MOKa3aTeNlsl TSHKECTH MCopHa3a B
KIMHNYeCKnx ucnbitanusx (Menter ef al., J Am Acad Dermatol., 58(5), ctp.826-850, 2008).
Knunnyecku 3HaunMbIM oTBeTOM siBisieTcss PASI 75, KOTOpBIE COOTBETCTBYET CHHKEHUIO
(yay4iieHuro) mo Menbineii mepe Ha 75% o cpaBHeHUIO ¢ uHAekcoM PASI Ha HCXOTHOM ypOBHE.
Bonee Boicokne ypoBHu ountienust kKoxku (PASI 90), a Takxe nosHoe uznedenue rncopuasza (PASI
100), cTanu paccMaTpuBaTh B KAYECTBE JOMOJIHUTENIbHBIX KOHEUHBIX KPUTEPUEB OLIEHKH, TaK KakK
BCe OoJiee OUEBUTHOM CTAHOBHTCS CBsI3b 00JIee BBICOKOTO YPOBHS OUUIIEHHUS KOXKH C YIIyULICHUEM
Ka4ecTBa KHU3HH, OOycioBieHHOro cocrosinueM 3a0poBbsi (HRQoL). [lonmro mamueHToB B
npoueHTax, y Kotopeix Obut mocturHyt PASI;s (PASI 75), T.e. 75% cHmwkeHne uHIekca
OTHOCHTEJIbHO HCXOAHOTO YPOBHS B ONPEENICHHbIII MOMEHT BpeMeHH (HanpuMmep, Ha 12 Henene
win Ha 16 Henene), MOJKHO HUCIOJIB30BATh B KAYECTBE OCHOBHOTO KOHEUHOTO KPUTEPHsI OLIEHKH
Ipy JIYEHUH TICOpHUa3a, HampuMep, B HCCIENOBAHMAX JIeUeHHs micopuasa. B  kadecTse

ANbTEPHATHUBBI, OO MAIIMEHTOB B MPOLIEHTAX, Y KOTOPBIX Obl focTHrHYT PASIoo (PASI 90), T.€.
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90% cHIKeHHe MHIeKCa OTHOCUTENBHO UCXOIHOIO YPOBHS B ONpEAEN€HHbI MOMEHT BpEMEHU
(marmpumep, Ha 12 Henmene wnm Ha 16 Henene), HCMONB3YIOT B KAY€CTBE OCHOBHOTO KOHEYHOTO
KpUTEpHUsl OLEHKHU IpHU JICYEHUHU IICOpHa3a, HANpHUMep, B UCCIEAOBAHUSX JICYCHHs IICOpHUA3a.
Kpome Toro, B kadecTBe ajbTE€PHATHUBBI, IOJI0 MALMEHTOB B MPOLEHTAaX, y KOTOPBIX OBLI
nocturayT PASTioo (PASI 100), T.e. 100% cHI>KeHUE HHIEKCA OTHOCUTENIbHO HCXOHOTO YPOBHS
B OMpe/eNIEHHbI MOMEHT BpeMeHH (Hanpumep, Ha 12 Henesne wiu Ha 16 Henene), UCMONB3YIOT B
KaueCTBE OCHOBHOIO KOHEYHOIO KPWUTEpHUs OLEHKH IIPU JICYEHHUM IICOpUa3a, HamnpuMep, B

HUCCJICAOBAHUAX JICUCHUA TICOpHa3a.

B HekoTOpbhIX ciywasx craryc 3a0oJeBaHHs ONpPENENSIOT MPHU MOMOIIM CTaTUYECKON
mKanbl obmel oneHku cocrostausi BpadoM (SPGA). sPGA mpencrasmsier coboi mkamy st
o01elt OIIeHKH BpauOM y4aCTKOB MOPAKEHUsI ICOPUA30M Yy MALIMEHTA B JAHHBIII MOMEHT BpEMEHU
(EMA 2004). OueHnBarOT YIUIOTHEHHE, IOKPACHEHHWE U IIENyLIeHHe ONALIeK, KaK MMOKAa3aHO B

Tadaune 1.

Ta6nauua 1: Cratuueckas mkana o0Ieil OIeHKH TsKeCTH ncopuasa BpadoM (sPGA)

Hupexc | Kareropus Onucanune kareropuu

VpoBeHb Bo3BbIeHUs OnsAek = O (OTCYTCTBYET BO3BBILICHUE
HaJ TTIOBEPXHOCTBIO 3JI0POBOM KOXKH)

0 OtcyrctByer | lllenymenue = O (uenyimeHue OTCyTCTBYET)

ITokpacuenue = 0 (MOXKET MPUCYTCTBOBATH OCTATOYHAS
MOCTBOCTIAIUTEIbHAS TUIIEPITUTMEHTALIMS WJIA TUIIOTTUT MEHTALIHS)

BosBbienne Ousimexk = + (BO3MOXKHOE, HO €/1Ba 3aMETHOE
BO3BBILICHUE HAJl TOBEPXHOCTHIO 37J0POBOM KOXKH)

1 Mununmanshas | [Hlenymenue = + (cyxasi IOBEPXHOCTb C OEJIOBATHIM OTTEHKOM)
ITokpacHeHHe = BIUIOTh 0 YMEPEHHOTO (BIUIOTH A0 MOSIBICHHUS
BBIPAKEHHOW KPACHOM OKPACKH)

Bo3sBbimenue Ositiek = He3HAYUTETbHOE (HE3HAYUTETHHOE, HO
BBIPAKEHHOE BO3BBILICHUE, KaK MPABWIIO, C HATMYUEM HEYETKUX
WJIH CKOIIIEHHBIX KPAeB)

2 Jlerkas [Tenymenne = MEIKOIJIACTUHYATOE (MEJIKHE YeIyHKH YaCTUIHO
WM TIPAKTUYECKH TIOJTHOCTBIO IMTOKPBIBAIOT OUarH)

ITokpacHeHHe = BIUIOTh A0 YMEPEHHOTO (BIUIOTH A0 MOSIBICHHUS
BBIPAKEHHOW KPACHOM OKPACKH)

BosBblenue Osimek = ymepeHHOe (YMEpEHHOE BO3BBILIEHUE C
HEPOBHBIMH MUJIM CKOIIEHHBIMHU KPasiMH)

3 VYmepennas | lllenymenue = 6onee KpynHOIUIACTHHYATOE (KPYIIHbIE YeIy HKH
MOKPBIBAIOT OOJIBINYIO YaCTh BCEX MOPAKEHHIH)

ITokpacHeHHe = yMepeHHOe (BbIpa’KEHHAst KpacHast OKPacKa)
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HNupexc | Kareropus Onucanue kateropuu

BosBblenue Oslek = BeIpaKEHHOE (BBIPAKEHHOE BO3BBILICHHUE,
KaK MPABUJIO, C KECTKUMH FIM YETKUMH KPasiMH)

4 T ITenymenne = KpyMHOIUIACTHHYATOE (MPe00IafaroT KPYITHbIE
prenan cabo CUEeTJIEHHbIE YeLTy HKH, KOTOPbIE MOKPBIBAIOT OOJIBIIYIO
94acTh WJIN BCE MTOPAKEHUS)

ITokpacHeHHe = TspKenoe (O4eHb sSipKasi KpacHasi OKpacka)

BosBblnenue Onsiiek = o4eHb BhIpaKEHHOE (OY€Hb BBIPAKEHHOE
BO3BBILICHNE, KaK MPABUIIO, C JKECTKUMH YETKHUMHU KPasiMH)
[Tenymenne = 0OUIBPHOE KPYITHOIUIACTHHYATOE (KPYITHBIE

5 Orettb IUIOTHBIE XOPOLIO CLETUIEHHbIE YeHTYHKH HaJ OONbIIeH YacThIO
e BCEX MOPaKEHHI; HEPOBHASI TOBEPXHOCTD)

IToxpacHeHHe = OueHb TSKENOoe (IPKO BbIPAXKEHHAs! KpacHast

OKpacka, TEMHO-KpacHasi W1 OOpoBasi OKpacka)

Jlns aHanu3a ypoBHSI OTBETa y CyOBEKTOB 3HaueHHsi uHAekca SPGA OKpyrisiFoT 10
Onmkaliinero 1eaoro 3Ha4YeHHs, W CTENeHb TSDKECTH MCOpHa3a y MalMeHTa OLIEHHMBAIOT Kak
orcytcTBre 3a0oneBanus (0), MuanMaibhyo (1), jgerkyro (2), ymepennyo (3), Tsokenyro (4) wiu

OYeHb TSKENyIO (5).

UPIII 3ynma mpexacraBisieT cOOOH 3amONHAEMYI MAlMEHTOM TOPU3OHTAIBHYIO LIKAYy,
cocrosiyto u3 11 Touek ¢ 3akperieHHbIMH 3HadeHusMu O u 10, rme O cooTBeTCTByeT
«OTCYTCTBHUIO 3yna», U 10 COOTBETCTBYET «HAUXYAIIEMY 3yAY, KOTOPbIA MOKHO MPEACTABUTHY.
OOw1as TspKeCTh 3yJa y MalMeHTa ¢ ICOPHAa30M OMPEAeIsieTCsl OKPYIIIEHHEM IO YHCIIa, KOTOPOe

HaMJTy4InuM oOpa3oM OMHCHIBAET XY ILIHHA YPOBEHD 3y/1a 3a mocneanue 24 yaca.

Unpekc Tsokectr ncopuarnyeckoro nopaxkenus: Horrer (NAPSI) ucnons3yroT 1u1st OLeHKH
TSDKECTH TICOPHATUYECKOTO TOPAKEHHsT HOITEBOTO JIOKA W MATPHUIBl HOITA IO IUIOMAAH
NOPaKEHHsI HOI'TS. B yKa3aHHOM HCCJIEIOBAaHUH OLICHUBAIOT TOJBKO YPOBEHBb MOPAKEHUS HOTTSL.
Horots nenstr BooOpaskaeMbIMH TOPU3OHTAJIBHBIMU U MPOAOJIBHBIMU JINHUSIMA Ha KBaJPAHTHI.
JUist KaXKIIOTro HOT'TS YKa3bIBAIOT MHEKC NMCOPHATHYECKOTO MOPAXKEHUsT HOTTeBOro Jioxka (ot 0 10
4) M TCOPUATHUYECKOTO MOpakeHUs1 MaTpuubl HOITS (OT O 10 4) B 3aBHCHMOCTH OT HAJIUYHUS
(uapexc 1) mmm orcyterBus (MHAEKC 0) TF0O0T0 U3 OTIIMYUTEBHBIX TPU3HAKOB IICOPHATUIECKOTO
MOPaYKEHHsI HOTTEBOTO JIOXKa U MAaTPHUILBI HOT'TS B KaxkoM kBanpanrte. Manekc NAPSI mis Horrst
npeacTaBisieT cO0OH CyMMY MHAEKCOB ISl HOTTEBOTO JIOXKA M MATPHUIIBI HOTTSI, TOJMYYEHHBIX IS
KaXXI0ro kBajapanTta (MakcuMyM 8). OLEHUBAOT KOKIbIH HOTOTh, 1 CYMMapHO€ 3HA4YE€HUE IS

BCEX HOrTel cooTBeTcTByeT 00memy unaekcy NAPSI (B nuanaszone ot 0 no 80).
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Ilpn nmomomM HMHOEKCA CTENEHU TSKECTH MOPAKEHUs IICOPUA30M BOJIOCHCTON 4acTH
rosioBel (PSSI) m3mepsroT mopakeHHYI0 IUIOLIANb BOJIOCHCTOM YacTH TOJOBBI MU TSKECTh
KIMHAYEeCKNX cuMnToMoB. PSSI  mpencraBnser coOOH  COBOKYNHBIM HHOEKC, KOTOPBIH
ONpenessieTcs: CyMMOU MHIEKCOB MOKPACHEHMs], YIUIOTHEHHsI W LIEIYLIEHUs, YMHOKEHHON Ha
WHJIEKC CTETeHU MOPAKEHHOH TUIOIIAIU BOJIOCHCTON YacTH TOJIOBHI (B quamna3oHe ot 0 mo 72).
bonee BhICOKHME MHAEKCHI YKA3bIBAIOT Ha OoJee TspKenyro creneHb 3abonesanus (Thaci ef al., J

Eur Acad Dermatol Venerol., 29(2), ctp.353-360, 2015).

WUupexc Ttsokectn napoHHo-nopomBeHHoro mcopuasa (PPASI) mpencraenser coboi
COBOKyrIHbeI HHAOCKC, KOTOprﬁ OMNpeacIACTCA CyMMOﬁ HWHACKCOB MOKPACHCHUs, YIIJIOTHCHUA U
HCITYyIICHUA, YMHO)I(eHHOﬁ Ha MHACKC CTCIICHHU HOpa)KeHHOﬁ rmjomanu J'Ia}:[OHeﬁ U ITIOAOLIBBI CTOIT

(B nuanaszone ot 0 1o 72).

Hepmaronoruueckuii  uHmekc kavectBa ku3Hu (DLQI) mpencraBnser  coboi
BAJIMIUPOBAHHBIN OTHOCALIUINCSA TOJNBKO K J€PMATOJIOIMYECKUM acCHeKTaM OIpeeseMbli
MALIUEHTOM I[OKa3aTesib, KOTOpPbIM mo3Bossger oueHuBatb HRQoL mnaumenTta. DTOT OnpocHUK
cocront u3 10 MyHKTOB, KOTOpbIE CIPYNIHPOBaHBl B 6 OJOKOB, a MMEHHO, CUMITOMbI H
OLIYIIEHMS], TOBCEHEBHAsI AKTUBHOCTb, OT/IBIX, pad0OTa U LIKOJIA, IUYHbIE OTHOIIEHUS U JICYCHHUE.
ITepyion oOIEHKH MJIT YKA3aHHOM IIKaJbl MPEACTABISET COOOM «3a TMOCIETHIOK HEIEro.
Kareropumn OTBETOB BKJIIOUAIOT «COBCEM HETY, KHE3HAUUTENIbHBIM 00Pa3oM», KCHIIbHO» U KOYEHb
CHJIBHO», KOTOpble o0o3HauvatoTcss uHaekcamu 0, 1, 2 u 3, COOTBETCTBEHHO, M HE3aTOJHEHHbBIE
(«HepeneBaHTHBIE» ) MYHKTHI OLIEHUBAIOT Kak «0». O0muii nuamazon cocrasisier ot 0 1o 30 (ot
Oonee nerkoro no 6onee Tsokenoro nopaxenus) (Finlay and Khan, Clin Exp Dermatol., 19(3),
crp.210-216, 1994; Basra ef al., Br J Dermatol., 159(5), c¢tp.997-1035, 2008). OOmuii uHAEKC
DLQI ot 0 no 1 paccmarpusarot kak orcyrcTBue BiusHus Ha HRQoL mauuenTa, u n3mMeHnenue Ha
5 MyHKTOB OT MCXOJHOTO YPOBHSI PacCMaTPUBAIOT Kak Mpezes AJii MUHUMAJIbHOTO KIMHUYECKU
sraunmoro pazimmaus (MCID) (Khilji ef al., Br J Dermatol., 147(npunoxenue 62), 50, 2002;
Hongbo et al., J Invest Dermatol., 125(4), ctp.659-664, 2005).

Illkana cumnromoB ncopuaza (PSS) ucnonb3yeTcst 1jisi OLEHKH MAlMEHTOM YeThIpex
CHMITTOMOB (3yZ, OOJIb, IOKAJBIBAHUE H JKKEHHE), 3 MPHU3HAKOB (TIOKPaCHEHUE, LISNYLUICHHE U
pacTpecKMBaHHE), M OJHOIO TMYHKTA, KaCaloIIEerocss AUCKOM(OpPTa, CBA3AHHOTO C
CHMITTOMaMU/TIpU3HAKaMU. PECTIOH/IEHTa TPOCAT OTBETUTH HAa BOIIPOCHI, KACAFOIUECS] CHMIITOMOB
ncopraza. OOy TSHKECTh KaXKIOro OTAEIBHOTO CUMITOMA/TIPU3HAKA Y TTAIIMEHTA C IICOPHAa30M
YKa3bIBAKOT MPU MOMOIIIH YHCIOBOTO 3HAYEHUS Ha YHCIIOBOM periTnHroBol mkajne (YPIID) ot O no

10, yTo Hamay4mIuM OOpPa3OM OMHCHIBAET XYALIMH YPOBEHb KaXKIOTO CHUMITOMA/NMpPU3HAKA 32
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nocienHue 24 gaca, rae 0 COOTBETCTBYET OTCYTCTBHIO CUMITOMA/TIpU3HaKa, U 10 COOTBETCTBYET
CcaMOMy XYIIIEMy CHMITOMY/IIPU3HAKY, KOTOPBI MOMKHO MNpencTaBUTh. MHOEKCHI TSKECTH
CHMIITOMOB B nuana3one or 0 no 10 mpeacTaBisiroT cOOOW YMCIOBBIE 3HAUYEHUS, OTMEYaeMble
MaLUEHTOM Ha TOPU30HTAJIbHOM M3MepuTenbHON wikane. Kaxapli u3 8 OTHENbHBIX IYHKTOB
oueHnBaercss uHAeKcoM OoT O no 10, KOTOpbIe OTMEHArOTCsl Kak HWHAEKCH 3yaa, Oouw,
NOKAJIIBAHUS, JKKEHHs, TIOKPACHEHUs, IIEeTyIIeHus, pacTpeckuBaHus u nuckompopra. Kpome
TOr0, OTMEYAIOT HMHAEKC CUMOTOMOB B nauamna3oHe ot 0 (6e3 cummromoB) mo 40 (Xyamue
CHUMIITOMBI, KOTOPbIE MOXHO MPEACTaBUTh) M MHAEKC mpu3HakoB oT O (6e3 mpusHakos) mo 30

(Xyamue npu3Haky, KOTOPbIE MOXKHO TPECTaBUTh).

Obwas onenka mncopuaza nanueHroM (PatGA) mpencrasmsier coOol 3amoOHSIEMYIO
NManueHTOM OAHOIMYHKTOBYIO IIKaJly, B KOTOpOﬁ NnanyeHTa MnpocsaAT OLCHUTD, BbI6paB YHUCJIO Ha
YPIII ot 0 1o 5, Ts3KeCTh TIcOpHa3a Mo COCTOSHUIO Ha «cerogHs» ot 0 (oTcyTcTBHe/0e3 ncopuasa)

1o 5 (Tsoxenast).

B HacrosieM IOKyMEHTE TEPMHUHBI «JIEUEHHEY», ICYUThY» HIH «CIOCOO JIeUeHHs»
OTHOCSITCSL K OTPAaHUYEHUIO, 3aMEIJICHHIO, OOJIErYeHUI0, CHIDKEHHIO MM OOpAIlEeHHIO BCIIIThH
CYIIECTBYIOIIEr0 CHUMIITOMA, HAPYIIEHMs, COCTOSIHMS WIM 3a00JI€BaHUsI WIM K OCJIA0JICHHIO
KJIMHUYECKNX CHMITOMOB W/WMJM TPU3HAKOB COCTOSIHUS. biaronpusTHble MM SKelaTeslbHbIE
KJIMHAYECKHE pEe3yJIbTAaThl BKJOYAKOT, HO HE OrPAaHWUYMBAIOTCS YKA3aHHBIMH, OOJIerdeHue
CHMIITOMOB, CHIDKEHHE CTENeHHM TSDKeCTH 3a00JeBaHMs WJIM HAPYIISHHUs, CTAOWIM3aLUI0
3a0oneBaHusl WM HapylmeHus: (T.e. OTCYTCTBHE YXYyIIIeHUs 3a00JEeBaHUS WM HapYLICHUs),
3aepIKKy WM 3aMeJJICHUEe TPOrPeCcCHpPOBaHuUs 3a00I€BaHMS UM HAPYLISHHsI, OCIa0IeHUe HUITH
oOnerueHne 3a00JeBaHUS WIM HAPYLICHUSI U PEMHCCUIO (KOTOpasi MOXKET ObITh YaCTHYHOW WU
TNIOJTHOI ) 3a00JI€BaHUs WIIM HAPYLICHHUS, HE3aBHCUMO OT TOT'O, MOT'YT ObITh OHU OOHAPY>KEHBI HITH
HeT. CyObexThl, Hy)KTAIOIIHECs B JICYCHHH, BKJIIOYAIOT CYOBEKTOB, Y KOTOPBIX YK€ HMEETCs

3a0oyeBaHue.

B HacTosiieM NOKYMEHTE «KIMHUYECKas PEMHCCHUs» O0O3HAa4yaeT NOCTIKEHHE YPOBHS
aktuBHOCTH 3a00neBanust PASI 100, sSPGA (0) min 5KBUBaJICHTHBIX UM 3HAUEHHH, OTPEIeTICHHbBIX

B IPYTHX CIIOCO0aX U3MEPEHHs YPOBHSI aKTUBHOCTH 3a00JI€BaHUS TIPH IICOPHA3E.

B HacTosilmeM NOKyMEHTE «KIMHUYECKH 3HAYUMBIH OTBET» OOO3HA4YaeT IOCTHIKEHUE
ypoBHs aktuBHOCTH 3aboneBaHust PASI 75, sPGA (2) wim >KBHBaJeHTHBIX UM 3HAYEHUH,

OTIPEIeNIEHHBIX B PYTUX CIOCO0aX M3MEPEHHUs YPOBHS aKTUBHOCTH 3a00JI€BaHUS TIPU TICOpHA3e.
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B HacrosimmeM HOKyMEHTE «BBICOKUH ypPOBEHb KIMHUYECKOTO OTBETa» O00O3HAa4aer
IOCTIDKEHUe YpoBHS akTuBHOCTU 3a0oneBanus PASI 90, sPGA (0,1) nim 3KBUBaJIEHTHBIX UM
3HAYEHUH, ONPEENIEHHBIX B APYTUX COCO0aX U3MEPEHHUS] YPOBHS aKTUBHOCTH 3a00JI€BAHUS MTPH

ricopuase.

B HacTOsllieM NOKyMEHTe «MHAYKLUOHHBIN MEPHOA» OTHOCUTCS K IMEPUOAY JIeUEHUs
MAalMEHTa, BKIIOYAIOLIEr0 BBENEHHE AaHTHUTENa, KOTOPOE CBs3bIBaeT CyOwbenuHuiy plo
yenosedeckoro [L-23, B wactHOCTH, MUpUKH3yMaba, MALMEHTY Ui JOCTHXKEHHS >KEIaeMOro
TepaneBTHUECKOro 3¢(dexra Uiu MOCTENEeHHOro yJIYYIIEeHUs A0 KeJaeMOro TepareBTHUECKOro
sbdekra, rae KenaeMmblii TepaneBTHUeCKUH d(QeKT mnpencraBnseTr CcoOOH HHIYKIHIO
KJIMHUYECKON peMHUCCUHU (KaK ONPEAENIeHO BBIIIE B HACTOSIIEM JOKYMEHTE) W/MIN KIMHUYECKU
3HAYUMOrO OTBeTa (KaK ONpEAeSICHO BbIIIE B HACTOALIEM JOKYMEHTE), /M BBICOKOTO YPOBHS
KJIMHUYECKOTrO OTBeTa (KaK OINpeeNeHO BhIlLIe B HACTOALIEM NOKyMeHTe). [IponomkuTenbHOCT

«1epruojia UHAYKLUOHHON Teparnuu» MOXET COCTaBIATh 4, 8, 12 unu 16 Henens.

B nHacrosimem nOKyMeHTe «MHAYKIMOHHAs 103a» OTHOCUTCS K MEpPBOH J103€ aHTUTENa,
KOTOpoe cBs3bIBaeT cyOwbenuuuuy pl9 uemosedeckoro IL-23, B uwacTHOCTH, MHpHKH3yMalda,
KOTOPYIO BBOZAT MALMEHTY Al AOCTIDKEHUS JKEJTaeMOro TepareBTUUeCKOro >QQexra wiu
IOCTENEHHOrO  YJIY4YLIEHHUs [0 JKeNaeMoro TepaneBTudeckoro sddexra, rme xerxaemblil
TepaneBTHUECKUil > ¢ekT mnpeacraBiser coOOH HMHAYKLUI KJIMHUYECKOH peMHccuu (Kak
OMpPEIENIEHO BBILIE B HACTOSINEM JOKYMEHTE) W/WJIU KIMHHYECKH 3HAYMMOro OTBeTa (Kak
OTPEENIEHO BBILIE B HACTOSIIIEM JOKYMEHTE), W/WJIH BBICOKOTO YPOBHSI KJIMHUYECKOTO OTBETA
(Kak ompezeNeHo BhILIE B HACTOSIIEM AOKyMeHTe). «HAYKLMOHHAS 103a» MOXKET MPENCTABIISATh
co0OoH OTHIETbHYIO O3y WK, B KAY€CTBE AJIbTEPHATUBBI, HECKOJIBKO 103. « MTHIYKIIMOHHYIO 103y»

BBOJAT B TEHCHHE MEPHUOIA I/IHI[YKLIPIOHHOﬁ TEpaAInu.

B HacTosilieM TOKyMEHTE «Iepuoj MOAAEPKUBAKOINEH Teparnun» OTHOCUTCSA K MEPHOAY
JEYCHHs, BKJIIOYAIOIIETO BBEICHHE aHTHUTENA, KOTOpOe CBs3bBaeT cyObenmauuny pl9
yenoBedeckoro 1L-23, B 4acTHOCTH, MHUPUKH3yMada, MAMEHTY U MOAEPIKAHUS JKeJaeMOro
TepaneBTHUecKoro 3pQexTa u/mimm HempepbIBHOIO MOCTENIEHHOTO YIIVULISHHUS 10 AOCTHIKEHUS
JKEJIAeMOro TepaneBTuueckoro 3¢ dekra, rue xxenaemblii TepaneBTHYecKuil 3pPexT nmpeacrapisier
coOOH KIIMHMYECKYI0 PEMHUCCHIO (KaK ONPENEeNeHO BBILIIE B HACTOSIIEM IOKYMEHTE) W/WiH
KJIMHAYECKH 3HAUNMBIN OTBET (KaK OMPEAEICHO BhIIIE B HACTOSIIEM JOKYMEHTE), W/ W BBICOKHH
YPOBEHb KJIMHHYECKOTO OTBeTa (KaK OINpENeNeHO BbIIE B HAcTOsIeM JOKyMeHTe). «llepuon

NOAIEPKUBAIOIIECH TEPATTUI CIENYET 3a MEePHOAOM HHAYKIIMOHHON TePaniy 1, TAKIM 00pa3oM,
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HAYMHAETCS TOCINe JOCTH)KEHUS JKeJIaeMOro TepareBTUIeCKOro 3(pdexra W/uimm mocTeneHHoro

YIAYUIISHUS 10 JOCTHKEHHUS KEJIAeMOT0 TEPANeBTHIECKOro 3¢ dekTa.

B nacrosmem MOKYMEHTE «IOANEPKUBAOINAs 103a» OTHOCUTCS K IMOCJIEAYIOIEN 103€
aHTUTENA, KOTOpOe CBsi3biBaeT cyOpenmuHuny pl9 uenoseueckoro IL-23, B wacTHOCTH,
MHUPHUKN3yMa0a, KOTOPYIO BBOIAT NALIMEHTY AJIs TOAAEPIKAHUS UITH HETIPEPBIBHOTO ITOCTENEHHOTO
YAYYIIEHUS 10 JOCTHKEHUS JKEJIaeMOro TepareBTHUECKOro 3¢dexra, a UMEHHO KIMHUYECKOMH
peMuccuu (Kak OIpPEAeNeHO BbIIIE B HACTOSILIEM JOKYMEHTE) W/WIM KIMHUYECKH 3HAUYUMOIO
OTBETA, W/MJIN BBICOKOTO YPOBHS KIMHMYECKOrO OTBeTa (KaK OINPENENICEHO BBIIIE B HACTOSIIEM
nokymenre).  «llommepxuBaromryro  [03y»  BBOAAT  IOCHAE€  WHAYKLMOHHOM  JO3BL
«[TonnepxuBaromasi 103a» MOXET IPENCTABJIATb COOONM OTHENbHYIO A03y HIIM, B KayecTBE
QIbTEPHATUBBI, HECKOJBKO 103. «lloamepkuBaroimyr0 103y» BBOAAT B TEYEHHE NEPHOIA

nonnepn{I/IBa}omeﬁ TCpanmu.

B HacrosiieM NOKYMEHTEe TEPMUH «aHTUTENO» JOMOJHUTENIBHO BKIIIOYAET aHTUTENA, UX
pacieruistroue GparMeHTsl, crienuduyeckue yuacTku U (pOpMbI, BKIFOUAsi HMUTATOPBI AHTUTEI
WIN YaCTH AHTUTEJN, KOTOPble HMHUTHPYIOT CTPYKTYpPY WHIM (QYHKIHMIO AHTHTENA WIH €ro
cieuduyeckoro ¢parmMeHTa MM Y4acTKa, BKJIOYAsl OJHOLETIOUEYHbIe aHTHUTeNAa U HX
¢dparmenTsl. DyHKIHMOHAJBbHbIE (PArMEHTHl BKJIIOYAIOT AHTHICHCBS3bIBAIOIINE (DPArMEHTBHI,
KOTOpbIe CBS3BIBAIOT YejioBedeckuil 1L-23. Hampumep, ¢pparMeHThl aHTHTEN, KOTOPbIE MOTYT
cBsi3biBatTh [L-12/23 mm ux 4acTy, BKIFOYAsi, HO HE OTPAHMYMBASICh YKa3aHHBIMU, (parMeHThI Fab
(Hampumep, B pe3yJibTaTe paciieruieHus nanauaom), Fab' (Hanpumep, B pe3yJibTaTe paciierieHus
MENCUHOM U YaCTMYHOTO BOCCTaHOBieHUs) U F(ab'), (Hampumep, B pe3ysbraTe pacileruieHus
nericuHoM), facb (Hampumep , B pesyibTaTe paciuervieHus iasMuHoM), pFc' (Hampumep, B
pesyibTaTe pacUIeTUIeHHss MEeNCHHOM Wi 1iasmMuHoM), Fd (Hampumep, B pesyibrare
pacuUieryieHns: eTICUHOM, YaCTHYHOTO BOCCTAHOBJICHUSI U TTOBTOPHOU arperanuu), Fv win scFv
(HampuMmep, criocobaMu MOJIEKYJIIPHOH OMOJIOTHH), BKIIFOYEHBI B HacTosiee n3odperenue (cum.,
Harpumep, Colligan ef al., Current Protocols in Inmunology, John Wiley & Sons, NY, NY, (1994-
2001)).

VkazaHHble (parMeHTBl MOTYT OBbITb TOJY4YeHbl (EPMEHTHBIM pACIICIICHHUEM,
CHHTETHUYECKUMH W PEKOMOMHAHTHBIMH CIIOCO0aMHM, TAKUMH KaK U3BECTHO B TaHHOW 00JacTu
TEXHUKU W/WIN KaK OMHCAHO B HACTOSILIEM JIOKYMEHTE. AHTUTENA TAK)KE MOTYT OBITh TOJYYEHBI
B Pa3HBIX YCEUEHHBIX (POpMax ¢ MPUMEHEHHEM T'€HOB aHTHUTEN, B KOTOPBIE Mepe] €CTECTBEHHBIM
Y4aCTKOM TEPMHHALMH BCTPOEHBI OAMH WM Oonee  crom-komoHOB.  Hampumep,

KOMOWHHMPOBAHHBIN I'eH, KOAUPYIOIIHIA YacTh Tspkeon nernu F(ab'),, Mmosker ObITh pa3zpadoTaH ¢
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BO3MOXKHOCTBIO BKJIFOUeHHs1 mocnepoBartenbHocTet JIHK, xomupyromux mnomen CH1 w/wmm
IIApHUPHYIO O0NAacTh TSDKENOH Lenu. Pa3nuyHble 4acTH aHTUTEN MOTYT OBbITb XHMHUYECKH
COEAMHEHBI APYr C IPYroM TPAJAWLMOHHBIMU CIOCOOAMH WM MOTYT OBITh COEIMHEHBI C

o0pa3zoBaHHEM €IMHOTO Oeska Crioco0amMy reHHOW HHIKEHEPUH.

B HacrosimieM [OKYMEHTE «aHTHTENO, KOTOpOe CBsi3blBaeT CyObenuHuuy plo
yenoBedeckoro IL-23» oOTHocHTCS K aHTHTENy, KOTOpPO€ CBs3bIBaeT cyOwbenuuuny pl9
yenoBedeckoro 1L-23, HO He cBs3bIBaeT cyObenunuLy pl9 wemoseueckoro IL-23. «AHTHTENO,
KOTOpoe cCBsizbiBaeT cyOpenmHuny pl9 uenoseueckoro IL-23», Ttakum o00pa3oMm, CBS3bIBAET

yeniopeueckuil IL-23, HO He CBs3bIBaeT YenoBeueckuii 1L-12.

Mupukuzymad, peructpauuonseiii Ne CAS 1884201-71-1, mnpencrasiser coboit
IryMaHU3UPOBAHHOE MOHOKJIOHAJIbHOE aHTUTeNO Ig(G4-Kanmna, HanpaBlIeHHO BO3AEHCTBYIOLIEE HA
cyObenunauny pl9 uenosedeckoro IL-23. AHTHTENO M CHOCOOBI €ro TMOJYYEHHS] OMHCAHBI B

marente CIITA Ne9023358.

AHTHTENO, KOTOpOe CBsi3biBaeT cyOwenuHuuny pl9 uenoseueckoro IL-23, wm
comepkame ero (apMaleBTHYECKHE KOMIO3MLUM MOXKHO BBOJUTH IAapPEHTEPATbHBIMU
criocobamu (Hampumep, MOAKOKHO, BHYTPUBEHHO, HHTPANIEPUTOHEANBHO, BHYTPUMBIIIEYHO WIIH

YPECKOIKHO).

TepMmuH «BHYTpHBEHHAs! NUHPY3Hs» OTHOCHTCS K BBEIEHUIO ATr€HTA B BEHY YKMBOTHOTO UJIH
MAlLMEHTA-4eJI0BeKa B TEUEHME IEePUOAA BPEMEHHM, MPEBBIIIAKOLIEr0 MPUMEPHO 15 MHHYT, B

1esnoM, ot npuMepHo 30 1o 90 MuHyT.

TepMI/IH «MOAKOXHAasA MHBECKIUA» OTHOCUTCA K BBECACHUIO ar€¢HTa IO KOXKY KUBOTHOT'O
WK MMAUCHTA-4YCJIOBEKA, MPCANOYTUTEIIbHO BHYTPbL KapMaHa MEXKOY KOXKell u HOI[.]'IG)KaH_Ieﬁ
TKaHbIO, NYTEM OTHOCUTEIIbHO MeI[JIeHHOﬁ HpOHOJ’DKPITCJ'IbHOﬁ JOCTaBKH H3 E€MKOCTH C
JICKAPCTBCHHBIM CPCACTBOM. HpI/I 3axXBaTbIBAHUU WUJIU OTTATUBAHUU KOXKH BBEPX IMO HAIIPABJICHUIO

OT MOAJIeXAIIEeH TKAaHN MOXKET 00pa30BaThCsl KApMaH.

®dapmaneBTHYECKHE KOMITO3ULINY, Coaepkauue antureno K IL-23p19, nns npumenenus B
croco0ax COrJIaCHO HACTOSILIEMY H300PETEHHIO MOTYT OBITh MOJYYEHbI CIIOCOOAMHM, XOPOIIO
U3BECTHBIMH B JaHHOW oOnactu TexHuku (Hampumep, Remington: The Science and Practice
a/Pharmacy, 19° nznanme (1995), (A. Gennaro ef al., Mack Publishing Co.), u conepxar
AHTUTEJIO, TAKOE KaK ONMHCAHO B HACTOSALIEM IOKYMEHTE, M OIUH WU Oojee PpapMaleBTHUECKH

NMPUEMIIEMbIX HOCHTeHefI, pa36aBI/ITeJ'IeI\/'I NI BCIIOMOTaTCJIBHBIX BCIECTB.
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CornacHo ogHOMY U3 acMeKTOB HACTOsIIIee H300peTeHne odecneynBaeT Crocod IeueHus

NCopHa3a, BKIKYAOIINIA BBeIEHHE MUPUKI3yMa0a MAlUeHTY, BKITFOYAO A

a)

b)

BBEJCHHE IO MEHbIIEeH Mepe ONHON HWHAYKIHOHHOW J03bI MHUpHKH3yMada
MALMEHTY, I71€ UHAYKLUHUOHHAs 1032 cofep kUt oT 20 Mr 1o 600 Mr Mupukusymada;

u

BBEJCHHE 1O MEHbIIEH Mepe ONHOW MONAepKUBAOLIEH M03bI MUPHUKH3yMada
MAUMEeHTy [OCJ€  BBENECHUS  MOCAEAHEW  MHAYKUMOHHOM 03Bl  IAe

NOAePKUBAroIIas 103a coaepkut ot 20 mr 10 600 Mr Mupuku3ymada.

CornacHO JOTONHHUTETPHOMY AacleKTy HacTosinee u3oOpeTeHne obecrneunBaeT crocod

JICUCHUS TICOpUa3sa, BKJIFOUAIOIIHM BBEJICHUE MI/IpI/IKI/ISyMa6a MalyuCHTY, BKJIFOUAFOIITHM:

a)

BBEICHHE OIHOW wWim Oojiee HMHAYKLUOHHBIX 03 MHUpUKH3yMaba NaLUeHTy B
UHAYKLUMOHHBIA  Mepuof, TIAe€ UHAYKUMOHHAas fo3a coaepxkur  20-600 mr

MHPHKH3yMada,

OIpeaecICHNE YPOBHS aKTUBHOCTHU 3a00JIeBaHMUSI Yy NalM€HTa B KOHIE MHAYKITUOHHOT'O

nepuona, u

1) BBEZICHHE OIHOM UK O0Jjiee MOANEP KUBAIOIINX 103 MAMEHTY, Y KOTOPOTO He
6I:>I.H AOCTUTHYT BBICOKHH YPOBE€Hb KIIMHUYCCKOr0 OTBE€Ta B KOHIE
WHIYKLIUOHHOTO MEePUO/a, Te KasKaasi U3 OJHOM MK OoJiee MOAIEPKUBAIOLINX

103 conepxut ot 20 mr 1o 600 Mr Mupukusymada; u

i1) HETIPEPbIBHYIO OLIEHKY YPOBHS AaKTHBHOCTH 3a0OJIeBaHUS Yy TMALUEHTa, Y
KOTOPOTO OBLT AOCTHUTHYT BBICOKHH YPOBEHb KJIIMHUYECKOTO OTBETA IOCI]E
WHIYKIMOHHOTO TIEpUOJa, U BBEICHUE OJHOW WM 0OJiee MONAepPKUBAIOLINX
703 TALMEHTY, €ClIM YPOBEHb aKTHBHOCTH 3a00JIeBaHUs y IMAILEHTa Mafaer
HIDKE BBICOKOTO YPOBHSI KJIMHMYECKOTO OTBETA, IZI€ MALUEHTY BBOIST OIHY
i Oonee MONAEPKUBAIOLINX 03 10 MOBTOPHOIO AOCTHKEHUS Y MAalUeHTa
BBICOKOTO YPOBHSI KJIMHUYECKOrO OTBETa, M KaXKaas W3 ONHOH mim Oojee

MO AEPKUBAIOIINX 103 comepkutT oT 20 mr 10 600 Mr Mupuku3ymaoda.

CornacHo €lc OAHOMY  JOMNOJHUTCIBbHOMY  aCIICKTYy  HACTOALIECC I/1306peTeHI/Ie

obecrieunBaeT crocod JeueHHs MCOpHas3a, BKIIOYAOIINHA BBEACHHE MUPHKH3yMaba MalHMeHTy,

BKJIFOUAOII M



10 Boime B HacTosAlleM JOKYMEHTe ObUIM OMMCAHBl IPEANOYTHTENIbHbIE BapPHAHTHI

peain3an HaCTOALIECTO I/1306peTeHI/I${. TumnoBsie MNpUMEPDBI 103 U PEKUMOB JICUCHHA COrJIACHO

BBCIACHHEC OI[HOI\/'I unu Oosee WHAYKIOUOHHBIX 0103 MI/IpI/IKI/ISYMa6a A0 JOCTUKECHUA Y

nanueHTa KJIMHAYECKOM peEMHUCCHN,

-31-

roe Kaxnasd W3 OOHOM wid  0oliee

WHIYKIUOHHBIX 103 comepskuT oT 20 mr 1o 600 mr mupukusymada; u

OTCJIC’)KUBAHHUE YPOBHSA aKTUBHOCTH 336OJ'[eBaHI/I$I Yy nanueHTa U BBEACHUC OI[HOI\/'I
i 60Jj1ee MONAEPKUBAIOINNX 103 MUPHKHU3yMada, eCJii aKTUBHOCTH 3a00JIeBaHMUs
y TMal{eHTa TmagaeT HWKe KIHHUYECKOW pEeMHCCHM, TAe OmHy wuim OoJjee
NOAACPKUBAOINUX NO03 BBOAAT OO IMOBTOPHOIO MAOCTHXKCHUSA Y TMALMCHTA

KJIMHUYECKOH peEMUCCHU, U KaxKaast U3 OIHOM HJIN Oonee NOAACPKUBAKOIIUX 03

copepkut oT 20 mMr 10 600 Mr Mupuku3ymada.

HACTOSILIEMY H300pETeHHUIO ONUCAHBI B Ta0aHue 2.

Taoauna 2: J1o3bl U peKUMBI JIEUEHUS

. N AJIbTePHATHBHASA
(i) MaayKkiunoHHbIIi
.. Yacrora BBeICHUSA qacToTa
Hupyku. nepuoa u (i) uacrora | Ioxrep:k.(-ue)
MO IePoK. (-11X) BBEJICHHS
103a (Mr) BBEICHUST HHIYKIT. J03a(-bI)
103 0361(103) O/ yIeP:K.(-1X)
J0361(J103)
ITeppas: uepes 4 Henean
(1) 12 Henenn MOCJIC TIOCTICAHCH I ———
30 (i) Q4W (0,4 u 8 30 HHAYKIHOHHOM 10361 (12 '
) Q8W, Q12W
HEICTIS) HEZICTIA);
JonomautenpHbe: Q4W
Ileppas: uepes 4 Hemean
(1) 12 Henenn MOCJIC TIOCTICAHECH )
30 (i) Q4W (0, 4 1 8 300 WHJTY KITHORHORH 70361 (12 HOH(;\;'JHTGE\I;’ e
HEJEIA) HEJEIIA), QBW.Q
JonomauTtenpHBIC: Q4W
Ilepras: uepes 4 HepeaH
(i) 16 Henenn TOCJIC TIOCTICAHEH )
30 (i) Q4W (0,4, 8 u 12 30 WHTY KIHOHHO#H 10361 (16 H°H§$HT63$IG'
HCICTIS) HCZICIIA); QW Q
JonomauTtenbHBIC: Q4W
Ilepsas: uepes 4 HeneIH
(i) 16 Henennb TIOCJIC TIOCICTHCH I ——
30 (1) Q4W (0, 4,8mu 12 300 HHIYKIUOHHOM 103561 (16 Q8W. Q12W '
HEJEIA) HENEA), ’
JonomauTtenpHBIC: Q4W
Tlepsas: uepes 8 Hene b
(i) 16 Henenp TIOCJIC TIOCICTHCH )
30 (i) Q8W (0 u 8 30 MHAYKIUHOHHOR 10351 (16 HOHZ$HT63$IG'
HesIems) HeZEIst), QW Q
JlomoauTe ThHBIC: Q8W




-32-

Hupyku.
J03a (Mr)

(i) IaayxknuoHAbII
nepnoa u (ii) yacrora
BBeICHUS HHIYKIT.
J103

Moxnep:x.(-me)
J03a(-b1)

Yacrora BBEJICHUA
OIEP:K. (-11X)
JI03b1(J103)

AlbTEepHATHBHAS
9acToTa
BBE/JICHUS
O IEP:K.(-11X)
JI03bI(103)

30

(i) 16 venenp
(i) Q8W (0 u 8
HEJCTI)

300

Ilepsad: yepes 8 Henenb
MOCJE NOCICAHEH
HHAYKIHOHHOM 10351 (16
HEJICTIA);
Jonomaurenpabie: Q8W

JlomoTHUTE TbHBIE
Q4W, QI2W

30

(1) 12 menemm
(i) Q4W (0,4 u 8
HEJCTI)

300

Pexxum A1 DALUEHTOB, Y
KOTOPBIX YPOBCHb
AKTHBHOCTH 3a00JICBaHUSA
coctaBmieT <PASI 90
umn <sPGA (0, 1) ma 12
HeZeTe

ITepsas: uepes 4 HenenH
NOCJIC IOCTICAHEH
HHIYKITHOHHOH 10351 (12
HEZCTA),
JlonomHuTenpHbIe: Q4W

JlomoTHUTE TbHBIC
Q8W, QI2W

30

(i) 12 Hememn
(i) Q4W (0,4 u 8
HEICTIS)

30

Pexxum U1 MalueHToB, y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3a00JCBaHUS
cocraBseT >PASI 90
wtn >sPGA (0, 1) Ha 12
HECTIC

ITepsas: PRN - xorma
YPOBEHBb AKTUBHOCTH
3a00IcBaHMS Y IAIIHCHTA
coctasut <PASI 90 umu
<sPGA (0, 1);
JonomautenbHbe: Q4W
JI0 TOCTHIKCHHS YPOBHS
AKTHBHOCTH 3200JICBAHHA
y manueHTa >PASI 90
mwmm >sPGA (0, 1)

JlomoTHUTE TbHBIC
Q8W, QI2W

30

(1) 16 Henemp
(1) Q4W (0, 4,8mu 12
HEJCTIS)

30

Pexxum A1 DAIUEHTOB, Y
KOTOPBIX YPOBCHb
AKTHBHOCTH 3200JICBAHHA
coctapmgaet <PASI 90
uwm <sPGA (0, 1) ma 12
HEICTIC

TlepBas: uepes 4 Henenn
MoCTe MOCIeaHEH
HHIYKIHOHHOM 103561 (16
HECTIA),
JonomauTtenpHbC: Q4W

JlomoTHUTE TbHBIC :
Q8W, QI2W
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Hupyku.
J03a (Mr)

(i) IaayxknuoHAbII
nepnoa u (ii) yacrora
BBeICHUS HHIYKIT.
J103

Moxnep:x.(-me)
J03a(-b1)

Yacrora BBEJICHUA
OIEP:K. (-11X)
JI03b1(J103)

AlbTEepHATHBHAS
9acToTa
BBE/JICHUS
O IEP:K.(-11X)
JI03bI(103)

30

(1) 16 Henemm
(i) Q4W (0, 4,8u 12
HEJCTIA)

300

PesxuM U1 HAHEHTOB, ¥
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctaBiaet >PASI 90
wt >sPGA (0, 1) Ha 12
HEZeTe

ITepas: PRN - xorma
YPOBEHBb AKTHBHOCTH
3a00s1eBaHys Y MTAIHCHTA
coctasut <PASI 90 umu
<sPGA (2-5);
Jononaurenbueie: Q4W
JI0 JOCTHIKCHHS YPOBHS
AKTUBHOCTH 3a00/ICBaHMA
y maruenTa >PASI 90
wtn >sPGA (0, 1)

Ieppas: yepes 4 Henenu
MOCJIe NOCICAHEH
HHTyKITHOHHOH JTO3BI;
JomomauTenpHbIe: Q4W

JlomOTHUTE THHBIC :
Q8W, QI2W

30

(1) 16 Henenn
(i) Q8W (0 u 8
HEICTIS)

300

Pexxum 1711 maiueHToB, y
KOTOPBIX YPOBEHb
AKTHUBHOCTH 3a00JCBAHUS
coctaBaeT <PASI 90
w <sPGA (0, 1) Ha 16
HCZCTC

IlepBas: yepes 8 Henenb
NOCJIE NOCTICAHEH
HHAYKIHOHHOU 10351 (16
HEJICTIA);
JonomaurtenbHBC: Q8W

JlomoTHUTE TbHBIE
Q4W, QI2W
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. . AlbTEepHATHBHAS
(i) IaayxknuoHAbII
Hupykmn. nepuon u (ii) wacrora | Hoxmep:x.(-me) Hacrora BBenemus acrora
J03a (Mr) BBEJICHUSI HHAYKIL. J03a(-b1) nOICP. (-11x) BBCACHIT
03 JI03b1(J103) O IEP:K.(-11X)
JI03bI(103)
PesxuM U1 HAHEHTOB, ¥
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctaBiaet >PASI 90
wt >sPGA (0, 1) Ha 12
HEJee
(1) 16 Henemm ITepas: PRN - xorma
30 (i) Q8W (0 u 8 30 YPOBEHb AKTHBHOCTH HlomoHATE T Hbie:
Q4W, Q12W
HEZAETA) 3a00/ICBaHUS Y IALHCHTA
coctasut <PASI 90 umu
<sPGA (0, 1);
Jononaurensueie: Q8W
JI0 JOCTHIKCHHS YPOBHS
AKTHBHOCTH 3a00JICBAHHSA
y maruenTa >PASI 90
wtn >sPGA (0, 1)
Ieppas: uepes 4 Henenu
(i) 12 Hememn MOCJIC TIOCJICTHEH I ———
100 (i) Q4W (0,4 u 8 100 HHIYKIHOHHOH 035! (12 '
) Q8W, Q12W
HEenemns) HEJCIIA);
JomomHuTenpHbIe: Q4W
Ieppas: yepes 4 Hemenu
(i) 12 Hememn MOCJIE TIOCIICTHEH
100 (i) Q4W (0,4 u 8 300 MBI KIHORHOR fo3er (12 | AONO HHTCIBHbIC:
) Q8W, Q12W
HEICTIS) HCIICTIA),
JonomautenpHbe: Q4W
Ileppas: uepes 4 HemeaH
(i) 16 Henenn MOCJIC TIOCTICAHCH I ———
100 (i) Q4W (0,4,8m 12 100 HHAYKIHOHHOU 10351 (16 Q8W. Q12W
HEJEIA) HEJEIIA), ’
JonomautenpHbe: Q4W
Ileppas: uepes 4 HemeTH
(i) 16 Henenn MOCJIC TIOCTICAHECH )
100 (i) Q4W (0,4 u 8 300 WHTY KIHOHHOH 10361 (16 Honzm{meg’ FIRIC:
HCICTIS) HEZICIIA); QBW. Q12W
JonomauTtenbHBIC: Q4W
IlepBad: yepes 8 Henenb
(i) 16 Henenn TIOCJIC TIOCICTHCH I ——
100 (1) Q8W (0 u 8 100 HHIYKIUOHHOM 103561 (16 QIW, Q12W
HCICTIS) HEACTIS), ’
JonomauTtenpHBIC: Q8W
Tlepsas: uepes 8 Henenb
(i) 16 Henenp TIOCJIC TIOCICTHCH )
100 (i) Q8W (0 u 8 300 HETY KIHOHHOH 10351 (16 Ho“jﬁmg’gf e
Heslems) HEZEeNsE), QW Q

JonomauTtenpHbe: Q8W
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Hupyku.
J03a (Mr)

(i) IaayxknuoHAbII
nepnoa u (ii) yacrora
BBeICHUS HHIYKIT.
J103

Moxnep:x.(-me)
J03a(-b1)

Yacrora BBEJICHUA
OIEP:K. (-11X)
JI03b1(J103)

AlbTEepHATHBHAS
9acToTa
BBE/JICHUS
O IEP:K.(-11X)
JI03bI(103)

100

(1) 12 menemm
(1)) Q4W (0,4 u 8
HEJCTI)

300

Pexxum A1 DALIHEHTOB, Y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3a00ICBaHUSA
coctaBmieT <PASI 90
wta <sPGA (0, 1) ma 12
HEZeTe

IlepBas: yepes 4 Hemenn
MOCJIC OCICAHEH
HHAYKIHOHHOM 1035l (12
HEZCTA);

JomomauTe npHbIC: Q4W

JlomoTHUTE TbHBIC
Q8W, QI2W

100

(1) 12 Hemem
(i) Q4W (0,4 u 8
HEICTIS)

100

Pexxum U1 MalueHTOB, Y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3a00JICBAHHSA
cocrasmsiet >PASI 90
wtn >sPGA (0, 1) Ha 12
HCZCTC

Ileppas: PRN - xorma
YPOBEHb AKTUBHOCTH
3a00JCBaHMA Y TALIUCHTA
cocrasut <PASI 90 win
<sPGA (0, 1);
JonomautenbHbe: Q4W
JI0 TOCTHIKCHHS YPOBHS
AKTHBHOCTH 3200JICBAHHA
y manueHTa >PASI 90
w >sPGA (0, 1)

JlomoTHUTE TbHBIC
Q8W, Q12W

100

(i) 16 Heoemp
(1) Q4W (0, 4,8mu 12
HEICTIS)

300

PesxuM U1 TanueHToB, y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctapiget <PASI 90
i <sPGA (0, 1) Ha 16
HeJee

IlepBas: uepes 4 HeAeTH
MoCTe MOCIeaHeH
HHIYKIUOHHOM 103561 (16
HECTIA),
JonomauTtenbHBIC: Q4W

JlomoTHUTE TbHBIC :
Q8W, QI2W
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Hupyku.
J03a (Mr)

(i) IaayxknuoHAbII
nepnoa u (ii) yacrora
BBeICHUS HHIYKIT.
J103

Moxnep:x.(-me)
J03a(-b1)

Yacrora BBEJICHUA
OIEP:K. (-11X)
JI03b1(J103)

AlbTEepHATHBHAS
9acToTa
BBE/JICHUS
O IEP:K.(-11X)
JI03bI(103)

100

(1) 16 Henemm
(i) Q4W (0, 4,8u 12
HEJCTIA)

100

PesxuM U1 HAHEHTOB, ¥
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctaBiaet >PASI 90
wm >sPGA (0, 1) Ha 16
HEZeTe

ITepas: PRN - xorma
YPOBEHBb AKTHBHOCTH
3a00s1eBaHys Y MTAIHCHTA
coctasut <PASI 90 umu
<sPGA (0, 1);
Jononaurenbueie: Q4W
JI0 JOCTHIKCHHS YPOBHS
AKTUBHOCTH 3a00/ICBaHMA
y maruenTa >PASI 90
wtn >sPGA (0, 1)

Ieppas: yepes 4 Henenu
MOCJIe NOCICAHEH
HHTyKITHOHHOH JTO3BI;
JomomauTenpHbIe: Q4W

JlomOTHUTE THHBIC :
Q8W, QI2W

100

(1) 16 Henenn
(i) Q8W (0 u 8
HEICTIS)

300

Pexxum 1711 maiueHToB, y
KOTOPBIX YPOBEHb
AKTHUBHOCTH 3a00JCBAHUS
coctaBaeT <PASI 90
w <sPGA (0, 1) Ha 16
HCZCTC

Ileppas: uepes 4 HemeaH
NOCJIE NOCTICAHEH
HHAYKIHOHHOU 10351 (16
HEJICTIA);
JonomaurtenbHBC: Q8W

JlomoTHUTE TbHBIE
Q4W, QI2W
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. . AlbTEepHATHBHAS
(i) IaayxknuoHAbII
Hupykmn. nepuon u (ii) wacrora | Hoxmep:x.(-me) Hacrora BBenemus acrora
J03a (Mr) BBEJICHUSI HHAYKIL. J03a(-b1) nOICP. (-11x) BBCACHIT
03 JI03b1(J103) O IEP:K.(-11X)
JI03bI(103)
PesxuM U1 HAHEHTOB, ¥
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctaBiaet >PASI 90
wt >sPGA (0, 1) Ha 12
HEJee
(1) 16 Henemm ITepas: PRN - xorma
100 (i) Q8W (0 u 8 100 YPOBEHb AKTHBHOCTH HlomoHATE T Hbie:
Q4W, Q12W
HEZAETA) 3a00/ICBaHUS Y IALHCHTA
coctasut <PASI 90 umu
sPGA (0, 1);
Jononaurensueie: Q8W
JI0 JOCTHIKCHHS YPOBHS
AKTHBHOCTH 3a00JICBAHHSA
y maruenTa >PASI 90
wtn >sPGA (0, 1)
Ieppas: uepes 4 Henenu
(i) 12 Hememn MOCJIC TIOCJICTHEH I ———
250 (i) Q4W (0,4 u 8 125 HHIYKIHOHHOH 035! (12 '
) Q8W, Q12W
HEenemns) HEJCIIA);
JomomHuTenpHbIe: Q4W
Ieppas: yepes 4 Hemenu
(i) 12 Hememn MOCJIE TIOCIICTHEH
250 (i) Q4W (0,4 u 8 250 MBI KIHORHOR fo3er (12 | AONO HHTCIBHbIC:
) Q8W, Q12W
HEICTIS) HCIICTIA),
JonomautenpHbe: Q4W
Ileppas: uepes 4 HemeaH
(i) 16 Henenn MOCJIC TIOCTICAHCH I ———
250 (i) Q4W (0,4,8m 12 125 HHAYKIHOHHOU 10351 (16 Q8W. Q12W
HEJEIA) HEJEIIA), ’
JonomautenpHbe: Q4W
Ileppas: uepes 4 HemeTH
(i) 16 Henenn MOCJIC TIOCTICAHECH )
250 (i) Q4W (0,4 u 8 250 WHTY KIHOHHOH 10361 (16 Honzm{meg’ FIRIC:
HCICTIS) HEZICIIA); QBW. Q12W
JonomauTtenbHBIC: Q4W
IlepBad: yepes 8 Henenb
(i) 16 Henenn TIOCJIC TIOCICTHCH I ——
250 (1) Q8W (0 u 8 125 HHIYKIUOHHOM 103561 (16 QIW, Q12W
HCICTIS) HEACTIS), ’
JonomauTtenpHBIC: Q8W
Tlepsas: uepes 8 Henenb
(i) 16 Henenp TIOCJIC TIOCICTHCH )
250 (i) Q8W (0 u 8 250 HETY KIHOHHOH 10351 (16 Ho“jﬁmg’gf e
Heslems) HEZEeNsE), QW Q

JonomauTtenpHbe: Q8W
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Hupyku.
J03a (Mr)

(i) IaayxknuoHAbII
nepnoa u (ii) yacrora
BBeICHUS HHIYKIT.
J103

Moxnep:x.(-me)
J03a(-b1)

Yacrora BBEJICHUA
OIEP:K. (-11X)
JI03b1(J103)

AlbTEepHATHBHAS
9acToTa
BBE/JICHUS
O IEP:K.(-11X)
JI03bI(103)

250

(1) 12 menemm
(1)) Q4W (0,4 u 8
HEJCTI)

250

Pexxum A1 DALIHEHTOB, Y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3a00ICBaHUSA
coctaBmieT <PASI 90
wta <sPGA (0, 1) ma 12
HEZeTe

IlepBas: yepes 4 Hemenn
MOCJE NOCICAHEH
HHAYKIHOHHOM 1035l (12
HEZCTA);
Jonomuurenpueie: Q8W

JlomoTHUTE TbHBIC
Q4W, QI2W

250

(1) 12 Hemem
(i) Q4W (0,4 u 8
HEICTIS)

125 wm 250

Pexxum U1 MalueHTOB, Y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3a00JICBAHHSA
cocrasmsiet >PASI 90
wtn >sPGA (0, 1) Ha 12
HCICTIC

Ileppas: PRN - xorma
YPOBEHb AKTUBHOCTH
3a00JCBaHMA Y TALIUCHTA
cocrasut <PASI 90 win
<sPGA (0, 1);
JonoaautenbHbc: Q8W
JI0 TOCTHIKCHHS YPOBHS
AKTHBHOCTH 3200JICBAHHA
y manueHTa >PASI 90
w >sPGA (0, 1)

JlomoTHUTE TbHBIC
Q4W, Q12W

250

(i) 16 Heoemp
(1) Q4W (0, 4,8mu 12
HEICTIS)

250

PesxuM U1 TanueHToB, y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctapiget <PASI 90
i <sPGA (0, 1) Ha 16
HeJee

IlepBas: uepes 4 HeAeTH
MoCTe MOCIeaHeH
HHIYKIUOHHOM 103561 (16
HECTIA),
JonomauTtenpHBIC: Q8W

JlomoTHUTE TbHBIC :
Q4W, QI2W
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Hupyku.
J03a (Mr)

(i) IaayxknuoHAbII
nepnoa u (ii) yacrora
BBeICHUS HHIYKIT.
J103

Moxnep:x.(-me)
J03a(-b1)

Yacrora BBEJICHUA
OIEP:K. (-11X)
JI03b1(J103)

AlbTEepHATHBHAS
9acToTa
BBE/JICHUS
O IEP:K.(-11X)
JI03bI(103)

250

(1) 16 Henemm
(i) Q4W (0, 4,8u 12
HEJCTIA)

125 nnum 250

PesxuM U1 HAHEHTOB, ¥
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctaBiaet >PASI 90
wm >sPGA (0, 1) Ha 16
HEZee

ITepas: PRN - xorma
YPOBEHBb AKTHBHOCTH
3a00s1eBaHys Y MTAIHCHTA
coctasut <PASI 90 umu
<sPGA (2-5);
Jononaurenbueie: Q4W
JI0 JOCTHIKCHHS YPOBHS
AKTUBHOCTH 3a00/ICBaHMA
y maruenTa >PASI 90
wtn >sPGA (0, 1)

Ieppas: yepes 4 Henenu
MOCJIe NOCICAHEH
HHTyKITHOHHOH JTO3BI;
JonoHuTepHbIe: Q8W

JlomOTHUTE THHBIC :
Q4W, QI2W

250

(1) 16 Henenn
(i) Q8W (0 u 8
HEICTIS)

250

Pexxum 1711 maiueHToB, y
KOTOPBIX YPOBEHb
AKTHUBHOCTH 3a00JCBAHUS
coctaBaeT <PASI 90
w <sPGA (0, 1) Ha 16
HCZCTC

IlepBas: yepes 8 Henenb
NOCJIE NOCTICAHEH
HHAYKIHOHHOU 10351 (16
HEJICTIA);
JonomaurtenbHBC: Q8W

JlomoTHUTE TbHBIE
Q4W, QI2W
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Hupyku.
J03a (Mr)

(i) IaayxknuoHAbII
nepnoa u (ii) yacrora

BBCACHUA HHYKII.
03

Moxnep:x.(-me)
J03a(-b1)

Yacrora BBEJICHUA
OIEP:K. (-11X)
JI03b1(J103)

AlbTEepHATHBHAS
9acToTa
BBE/JICHUS
O IEP:K.(-11X)
JI03bI(103)

250

(1) 16 Henenp
(i) Q8W (0 u 8
HEJCTI)

125 nmm 250

PesxuM U1 HAHEHTOB, ¥
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctaBiaet >PASI 90
wt >sPGA (0, 1) Ha 12
HEZee

ITepas: PRN - xorma
YPOBEHBb AKTHBHOCTH
3a00s1eBaHys Y MTAIHCHTA
coctasut <PASI 90 umu
<sPGA (0, 1);
Jononaurensueie: Q8W
JI0 JOCTHIKCHHS YPOBHS
AKTUBHOCTH 3a00/ICBaHMA
y maruenTa >PASI 90
wtn >sPGA (0, 1)

JlomoTHUTE TbHBIC :
Q4W, QI2W

300

(1) 12 Hemem
(i) Q4W (0,4 u 8
HEenemns)

300

Ieppas: uepes 4 Henenu
MOCJIe NOCICTHEH
HHIYKIHOHHOH 035! (12
HEZCTA),
JomomHuTenpHbIe: Q4W

JlomoTHUTE TbHBIC
Q8W, Q12W

300

(i) 16 Hememm

(i) Q4W (0, 4, 8 12

HEICTIS)

300

Ieppas: yepes 4 Hemenu
NOCJIC NIOCICAHEH
HHAYKIHOHHOM 10361 (12
HEOCA),
JonomautenpHbe: Q4W

JlomoTHUTE TbHBIC
Q8W, QI2W

300

(i) 16 Henenn
(i) Q8W (0 u 8
HEICTIS)

300

IlepBas: yepes 8 Henenb
NOCJIE MOCTICAHEH
HHAYKIHOHHOU 10351 (16
HEZICTIA);
JonomautenpHbC: Q8W

JlomoTHUTE TbHBIC :
Q4W, QI2W

300

(1) 12 menemn
(i) Q4W (0,4 u 8
HEICTIS)

300

Pexxum a1 DAIUEHTOB, Y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctapiget <PASI 90
wmn <sPGA (0, 1) Ha 12
HEICTIC

Tlepsad: uepes 4 Heaenu
Mocye MocneaAHeH
HHIYKIUOHHOM 10361 (12
HECTIA),
JonomautenpHbC: Q4W

JlomoTHUTE TbHBIC :
Q8W, QI2W
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Hupyku.
J03a (Mr)

(i) IaayxknuoHAbII
nepnoa u (ii) yacrora
BBeICHUS HHIYKIT.
J103

Moxnep:x.(-me)
J03a(-b1)

Yacrora BBEJICHUA
OIEP:K. (-11X)
JI03b1(J103)

AlbTEepHATHBHAS
9acToTa
BBE/JICHUS
O IEP:K.(-11X)
JI03bI(103)

300

(1) 12 menemm
(1) Q4W (0,4 u 8
HEJCTI)

300

PesxuM U1 HAHEHTOB, ¥
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctaBiaet >PASI 90
wt >sPGA (0, 1) Ha 12
HEZeTe

ITepas: PRN - xorma
YPOBEHBb AKTHBHOCTH
3a00s1eBaHys Y MTAIHCHTA
coctasut <PASI 90 umu
<sPGA (0, 1);
Jononaurenbueie: Q4W
JI0 JOCTHIKCHHS YPOBHS
AKTUBHOCTH 3a00/ICBaHMA
y maruenTa >PASI 90
wtn >sPGA (0, 1)

JlomoTHUTE TbHBIC :
Q8W, QI2W

300

(1) 16 Hemenn
(i) Q4W (0,4,8u 12
HEICTIS)

300

PexxuM 111 manueHToB, y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3a00JCBaHUS
coctaBaeT <PASI 90
uaa <sPGA (0, 1) ma 16
HECTIC

IlepBas: uepes 4 HenenH
NOCJIC NIOCTICAHEH
HHAYKIHOHHOH JO3BL,
JonomautenpHbe: Q4W

JIOTMOTHUTC TbHBIC :
Q8W, QI2W

300

(i) 16 Heoemp
(1) Q4W (0, 4,8mu 12
HEICTIS)

300

PesxuM U1 TanueHTOB, ¥y
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctapiget >PASI 90
wtn >sPGA (0, 1) Ha 16
HCZCTC

Ilepsaa: PRN - xorma
YPOBCHb AKTHBHOCTH
3a00J1eBaHMS y MAIHCHTA
coctaBut <PASI 90
<sPGA (0, 1);
JonomauTtenbHBIC: Q4W
JI0 TOCTH)KCHUS YPOBHS
AKTUBHOCTH 3a001CBaHMSA
y mamueHTa >PASI 90
uwm >sPGA (2-5)

JlomoTHUTE TbHBIC :
Q8W, QI2W




10

40

AlbTEepHATHBHAS
Yacrora BBEJICHUA qJaCTOTA
OIEP:K. (-11X) BBeJCHIS
J03b1(J103) O IEP:K.(-11X)
JI03bI(103)

(i) IaayxknuoHAbII
Hupykmn. nepuon u (ii) wacrora | Hoxmep:x.(-me)
J03a (Mr) BBEJICHUSI HHAYKIL. J03a(-b1)

703

PesxuM U1 HAHEHTOB, ¥
KOTOPBIX YPOBCHB
AKTHBHOCTH 3200JICBAHHA
coctaemaeT <PASI 90
wm <sPGA (0, 1) Ha 16
HeJee JlonOTHUTE IbHBIC
Q4W, QI2W

(1) 16 Henemm
300 (1)) Q8W (0 u 8 300

HeAemd
AeIA) Ilepsas: uepes 8 Henenb

MOCJIC OCICAHEH
HHAYKIHOHHOM 103BI (16
HEZCTA);
Jonomuurenpueie: Q8W
Pexxum U1 MalueHTOB, Y
KOTOPBIX YPOBCHb
AKTUBHOCTH 3a00/ICBaHMA
coctamaet >PASI 90
wtn >sPGA (0, 1) Ha 12
HCZCTC

(i) 16 Heoemn ITepsaa: PRN - xorma
300 (i) Q8W (0 u 8 300 YPOBCHb AKTHBHOCTH
Henemns) 3a00JCBaHMA Y TALIUCHTA
coctaBuT <PASI 90 win
sPGA (0, 1);
JonoaautenbHbc: Q8W
JI0 TOCTHIKCHHS YPOBHS
AKTHBHOCTH 3200JICBAHHA
y manueHTa >PASI 90
w >sPGA (0, 1)

JlomoTHUTE TbHBIC
Q4W, Q12W

MMPUMEPHI
MNPUMEP 1: KIMHUYECKOE UCCJIEJIOBAHHUE
O630p

Hacrosimiee nccnenoBanue npeacrasisieT co00i MHOTOLIEHTPOBOE PAaHAOMH3UPOBAHHOE
ianebo-koHTpompyemoe uccnenosanue Il ¢assl B mapauienpHBIX Tpynmax y CyOBEKTOB C
OJSIIIEYHBIM MICOPHA30M OT YMEPEHHOM 10 Tspkenoi crenenu. Mccnenosanue pa3paboTaHO Auist
OTpeneNieHus] BO3MOXKHOW Oe3zomacHOCTH W 3()(PEeKTHMBHOCTH TMOAKOXKHOTO (I.K.) BBEIEHUS
MHUpUKH3yMa0a cyObekTaM ¢ OJNIAIIEYHBIM IICOPHUA30M OT YMEPEHHOH 1O TSDKENOH CTeNeHH.
HccnenoBanue BKIKOUAET NEPUOJ CKPUHUHTA MAKCUMAJIBHOM MPOAOJIKUTENIBHOCTBIO 10 28 THEH,

16-HenenbHBIN NEpUOA M.K. TEPANUU C ABOWHBIM 3aCJCIUICHUEM, 88-HEENbHYIO I1.K. TEPANUI0 Y
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MALUEHTOB, Y KOTOPBIX ObUT JOCTUTHYT U He ObUT JOCTUTHYT OTBET, HaUMHast ¢ 16 Henenu, u 16-

HENIeJIbHBIN MEPHUOJ MOCIEAYIOIEro HabIFoIeHUsI.
3agaun

OcHOBHOI 3afauell UCCJIEOBaHUs SIBJSIETCS MPOBEpKAa TMIIOTE3bl O TOM, YTO JIeUEHHE
5  mupukuzymadOom nyuine uem ruanedo uaayuupyet orseT PASI 90 Ha 16 Henene y cyOBEKTOB €
OJSIIIEYHBIM ICOPHA30M OT YMEPEHHOH 1O TSDKEJIOH cTeneHH. BTopuuHbIe 3aa4yil BKIIOYAIU

cienymluiee:
e Ouenky 0€30MaCHOCTH U MEPEHOCHUMOCTH JIEUEHHUsI MUPUKU3YMaOoM;

e OueHky >((EeKTHBHOCTU JIEYCHUS MHPUKH3YMaOOM IO CpaBHEHUIO ¢ 1uianedo B

10 otHomieHuu unayuuposanus PASI 100 u PASI 75 na 16 nenene

o Ouenky >(pQEeKTUBHOCTH JIeYeHUsT MHUPUKM3YyMaOOM MO CpaBHEHHIO ¢ Iuanebo B

otHoueHnH nHAyuposanust SPGA 0 (uucrast koxa) u sSPGA 0/1 Ha 16 Henene;

e Omnucanue AOATOCPOYHON 3((HEKTUBHOCTH MHPUKHU3yMada B OTHOLIEHHH OTBEeTOB PASI

100, PASI 90 u PASI 75 na 52, 104 u 120 nHenensax; u
15 e Onucanue PK mupukmymada
KoHeuHble KpUTepHH OLIEHKU UCCIIEIOBAHMS BKIIFOYAIOT CIEAYIOLIEe:
e Jlomo cyObekToB, y KOTOphIX ObUT qocTUrHyT PASI 90 Ha 16 Henene,
e VYpOBEHb HEXKENATEIbHBIX SBJICHUN U MPEKPAIICHUS JICYCHUS,
e Jlomo cyOBeKToB, y KoTopbIx Obutn focTurayTsl PASI 100 u PASI 75 Ha 16 Henenne,
20 e Jlomo cyOBeKTOB, y KOTOpbIX ObuH HocTUTHYTHI SPGA O 1 sSPGA 0/1 Ha 16 Henerne,

e Jlomo cyOBekTOB, y KOTOpbiX ObLTH JOoCcTUTHYTHI PASI 100, PASI 90 u PASI 75 Ha 52, 104

u 120 Henensix; u
o KumpeHnc u 06beM pacrpoCTpaHEeHHUS.

HexxenarenbHble sBIEHUs OBLTM 3aKOJUPOBAHBI B COOTBETCTBUH C MeEAMLIMHCKUM
25  cnoBapeM misa peryisaropHoi aesrenpHocTH (MedDRA) Bepcum 19.1 m crpynmupoBaHsl 1O

CUCTCMHO-OpPTaHHbIM KJIaCCaM, MPEATIOYTUTEIIbHBIM TEPMUHAM, TAXKECTHU U CBA3H C UCCIIENY EMbIM
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nponyktoM. HS, BesBanuble nedenuem (HABJI), Obutn ompeneneHbl Kak sBISHHs, KOTOPbIE
MEPBOHAYAJIBHO MOSIBUJINCH WM TSDKECTh KOTOPBIX YXYJALIMJIACh YK€ IOCJE MCCIEIOBaHMs Ha
UCXOIHOM ypoBHE. KomyMOuiicKyro mKany OLeHKH Cepbe3HOCTH CYHIUAANbHBIX HaMepenuit (C-
SSRS; memuumuckmii uentp KomymOwuiickoro yauBepcurera [WWW]) ucnonb3oBamu uist

(1)I/IKC21LII/II/I HO;IBJ'IGHI/Iﬂ, TSAKECTH U 4YaCTOThI CYI/II_II/I}_'[aJ'IbeIX MbICHeﬁ 1 IMOBCACHUAA.
Cnoco0b1

HccnenoBanue BKIIHOYAET NEPUOA CKPUHHUHIA, BA MEPUOAA JICUCHUs U MALUEHTOB, Y
kotopbix pocruraercss PASI 90 Ha 16 nemene (16-HenmenbHbI NepuoO] HHAYKLHOHHOHM ILK.
TEpaIruy ¢ ABOWHBIM 3aclielyIeHueM U 88-HeenbHbIN Nepuo] MOAAep KUBAIOLIEH I1.K. Teparun),
U IBa TIEpUOJIA JISYSHUS JIUIsl TALIEeHTOB, Y KoTopbix He nocruraercst PASI 90 Ha 16 nenene (16-
HEJENbHbIM NEPUOA MHAYKIIMOHHOM I.K. TEPANUU C JBOMHBIM 3acieIyieHueM U 88-HenesbHbIN
Nepuo NMOAAePKUBAKOLIEH 1.K. Tepanuu). [Tocne neprona nonaepKUBaroLIeii Tepanuu ciieayer
16-HenenbHBIA TMEpUOJ TMOCTENYIOINero HaONOAEHUs, BO BpeMsl KOTOPOrO OLEHHBAKOT

6e30macHOCTb U 3P EKTUBHOCTH JIEKAPCTBEHHOT'O UCCIEYEMOTO CPENICTBA Y CYObEKTa.

ITpumepHo 40% nauneHTOB, KOTOPBIX CIIy4alHBIM OOpa3oM OTOMpaIM JAJsl JICYEHUS B
paMKax MCCIIeIOBAaHUs, paHee IMOJyYalu [0 MEHbIIEH Mepe OAHY OMOJOTMYECKYI0 TEpaIluio
(Ouonoruueckum cpeactBoM, neiictByromuM Ha DOHO, wniu OHONOTMYECKHUM CPENCTBOM,
neiicteytomuM Ha 1L-17), u npumepHo 60% NanueHTOB paHee He MOJy4alud OHOJOTHYECKYIO

TEPaIuIo.

a) Tlepuon ckpuHuHra

OneHuBarOT MPUTOAHOCTh CYOBEKTOB ISl y4acTUs B HCCIENOBaHUU 3a <28 nHeW N0
BU3UTA JJIsI ONPEAENICHUs UCXOAHOTO YPOBHs. BO BpeMsi BU3UTa 11l ONpPENESICeHHs] UCXOAHOTO
YPOBHSI CYOBEKTOB, KOTOpPBIE YIOBJETBOPSIFOT KPUTEPHUSIM MOCTYIMHOCTH MJisi HCCIIEIOBAHUS,
TUTAHUPYETCS paclpenesiaTh CliydaiHbiM 00pa3oM B 1 u3 4 rpymm aJisi MPpOBeAeHUS HHIYKITHOHHOMN

Teparnuu.

Kpurepun BkIIOUEHHs] B yKa3aHHOE MHCCJIEOBAHHE BKJIOYAIN B3POCIbIX MAllMEHTOB
(Bozpactom 18-75 mer), y KOTOPBIX HMEJCS MOATBEPXKACHHBIH HCCIENOBATENIEM HArHO3
XPOHUYECKOTO OOBIKHOBEHHOTO OJISIIIEYHOrO NCOpHasa B TEUEHHE 110 MEHbIIEH Mepe 6 MecsIeB
70 ONpeneNeHus] UCXOAHOTO YPOBHA. Y MAaLMEHTOB MOPa)KE€HHAas IUIOIIAAb MOBEPXHOCTU Teja
(IIIIT) momxkHa cocTaBisTh >10%, abcomoTHbli nHnekc PASI nomwken coctaBiaTh >12 u HHAEKC

Ha CTaTUYeCKOH LIKaie oOImel OLEeHKH TSHKeCTH ncopuasza BpadoM (SPGA) momkeH cocTaBisTh
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>3 BO BpeMsl CKPUHHUHTA U Ha UCXOJHOM YPOBHE, U OHH JOJDKHBI OBITh MPU3HAHBI JOCTYITHBIMU
111 OMOJIOrHYecKol Tepanuy rcopuasa. Mcrnonb3oBanue OMONOTHYECKUX CPEICTB, AEHCTBYOLINX
Ha (akTop Hekposa omyxonu (PHO) wnmu Ha IL-17, B 8-HenmenbHBIH MEPUOI IO OMpEeAesIeHUs
UCXOIHOTO ypPOBHA He jomyckaiock. [IpenmmecTByromee mpoBedeHHE  KakOW-IHOO
Ouonornueckoil Tepanuy, Bo3aencTByromei Ha 1L-23, 3a uckimoueHnem OpuakuHymada, Takxke
He JnomycKanoch. ITanmeHTsl MOJKHBI OBUIM NMPOAOJDKATh MOJIYyYaTh BO BPEMsl HCCIENOBAHUS
NIOCTOSIHHBIE JTO3UPOBKH B PaMKax OOBIYHOTO PEKMMa NpHUEMa JIEKApCTBEHHBIX MPENapaTos,
HANpaBJICHHOTO Ha COMYTCTBYIOIIHWE COCTOSIHUSI WM 3a00NeBaHMsA, 3a MCKIOYCHHEM
JIEKapCTBEHHBIX MPENapaToB, KOHKPETHBIM OOpa30M HCKJIIOUEHHBIX M3 IPOTOKOJA, WIH TeX
CIlyyaeB, KOIJla UX H3MEHEeHHe TpeOOBajoch Ui JIedeHMs HexenarenabHoro sisineHus (HA).
Hcnonp3oBaHue MECTHBIX CTEPOHIOB JOMYCKAJIOCh TOJBKO HA JIUIE, B MOAMBIIIEYHON 00IacTu
W/ WK HA TeHUTAJIMSX, IPU HEOOXOUMOCTH, 32 UCKIIFOYEHHEM 24-4aCOBbIX IIEPHOJIOB 10 BU3SUTOB

BO BpeM: UCCIICOOBAHUA.

b) MHIyKIMOHHBIA IEPUOA

bout paspaboran 16-HenenbHbINH WHAYKIIMOHHBIA NEPUOA C ABOHHBIM 3aCIIETICHUEM IS
onpenenenust 3pdexruBHocTr U Oe3onmacHOCTH MUpUKHU3yMada, BBoguMoOro Ha O Hemene u 8
Henene. Ha O Henene (MCXOHBII ypOBEHb), NMALIMEHTOB OTOMPAIM B OJIHY U3 TPYIHII, B KOTOPBIX
MIPOBOIMIIN HHAYKIMOHHOE JieueHue (mianedo, 30 mr mupukusymada m.k., 100 Mr mupukuzymada
nk. 1 300 Mr mupukuzymaba T.K.), JJisl HAJUIEXKAIIEro OMpenesieHHsi KOHEYHBbIX KPUTEPUEB
OLEeHKHU uccienoBanust. [IpoBoauian cTpaTuUKaLUIO MAUEHTOB, OTOOPAHHBIX B UCCIIEIOBAHHE,
10 TPYINaM JIEYeHHUs] C YYETOM MPEIIIECTBYIOIIEro MPOBEAEHHs OHOJIOTHYECKON Teparnuu st
JedeHus ncopuasza. Mccnenyemoe neKkapCTBEHHOE CPEACTBO B CIENIOM pexuMe (MUPHKH3YMad

wy manedo) BBonaT Ha O u 8 HenensIx.

c) Tlepuon nonaep;xuBarOIIEH TEPAIIUU

Ilepuon noaaep:kuBarOLIEN Tepanuu COCTOUT U3 88 Henenb JedeHus. Ilocre 3aBepuienus
nepuoia MHAYKIMOHHOW Teparmuu (16 Hemens) MPOMOJDKAIOT JiedeHHe CYOBEKTOB BO BpeMsI
Nepuoaa MOAAEPKUBAOIIEH Tepalnuu B OOHOW W3 ABYX rpynn jedeHus 1o 104 menenu. Beem
cyObekTaM M3 rpymnbl rianedo U cyobekTam, KOTOpBIE MONy4Yald JIeYeHHe MUPUKH3YMadoM, U
kotopbie umenu <PASI 90 Ha 16 nenene, BBogmmm 300 mr mupukuszymada m.x. Q8W B TeueHne
Bcero nepuopa noxanepxusaromeii reparmuu. Cyosekram ¢ >PASI 90 wa 16 Hepmene (rpymma
BBezieHus1 PRN) BBoanan MUPHKU3yMad B JO3MPOBKE, YCTAHOBIEHHON Ha MCXOJHOM YPOBHE, HE
qame yeM Q8W, ecnu ypoBeHb akTUBHOCTH 3a0oseBanus nocturan <PASI 90, u nmponomkanu

yKa3aHHOE JIeYeHHe 10 MOBTOPHOro noctmkeHust PASI >90.
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CyOpexram U3 Tpynmbl, B KOTOPOH MPOBOIAT NOAEpKUBaroIyi0 Tepaniio PRN, MokHO
MPOBOJUTH 3aciieryieHHoe pesepBHOe jeueHne 300 mr Q8W, ecnu y Hux He nocturaercst PASI
>90 nmocse BBeNEHUS 3 MOCJAEAOBATENBHBIX 103 BO BPEMsi MOBTOPHOIO JIEYEHHMs], WU €CIU Y
kakoro-mnbo cyonekra PASI cocraBisier meHee S50 mocne BBEAEHHsS ONHON J03bI BO BpEMs

MOBTOPHOIO JICHCHMUS.

d) Tepuron nmocaeayooero HabJaeHUs

ITepuon mocnenyromero HaAOMIOAEHHs JOJIKEH BKJIIOYATh BH3UTHI KaXKIble 4 HEAeN! 1pu
obmeit npomospkuTenbHocTH 16 Hemenb mocne 104 Hemenmu ansi OHEHKH O€30MAaCHOCTU U

3¢ (HEeKTUBHOCTH UCCIIEAYEMOTO JIEKAPCTBEHHOT'O CPEICTBA y CYOBeKTa.
CrarucTHyecKui aHAJIH3

s npennonoskutenbHbx 3HaUeHUu 60% u 3% yposHs orera PASI 90 uepes 16 Henenb
AJIsT MUPUKH3yMaba u miianebo, COOTBETCTBEHHO, OBUIO ONPEENeHO, YTO B TAPHOM CPAaBHEHHU C
mwanedo MOIMHOCTh COCTaBsLIa Oosee 99% NpH HMCHONB30BAHUU 2-CTOPOHHETO TOYHOTO
kputepusi @uinepa npu yposHe 3Ha4nMocTH 0,05 6e3 monpaBku Ha MHOYKECTBEHHbIE CPABHEHHUS.
IIpoBonunu aHanu3 BCEX PaHIOMHU3UPOBAHHBIX MALIMEHTOB C YYETOM A03bl, BBOAUMOH B IPYIIIIE,
B KOTOPYIO OHHM ObLIM oOmpenejeHbl (BCEX MALMEHTOB, HAMEPEHHBIX JIEYUTHCS). AHAIU3
0€30MacHOCTH MPOBOIWIM JUIsl BCEX MALMEHTOB, MOJyYMBINUX MO MEHBIIEH Mepe OIHY 03y

HUCCIEAYEMOTO JICKAPCTBEHHOT'O CPEACTBA.

Jloructrueckuil perpecCHOHHBIA aHAIM3 ¢ YY€TOM TPYIIbI JIeYeHUs], reorpaduueckoi
obmactu (CIIA/3a mpemenamu CIIIA [US/OUS]) u mOpenmecTBYKOLIEro MOJTyYEHUs
OuosIornueckoi Tepanuu (Oa/HeT) UCTONb30BAIM ISl CPABHEHHS] KATErOPHUAIbHBIX BBIXOHBIX
OWHAPHBIX MepeMeHHBIX 3()(HEKTUBHOCTU U COCTOSIHUSI 3[I0POBbSI JISI KAKIOTO PEKUMA BBEICHUS

mupukuzymada (300 mr, 100 mr, 30 mr) u rutanedo.
Pe3yabTaThl: HCCIeayeMas NONMyJIsIUs

U3 251 manumenTa, MpOXOAUBILIETO CKPUHUHT, 205 ObUH Cly4aiiHbIM 00pa3oM oTOOpaHbI
nuis BBeneHust rianedo (N=52), mupukusymada Q8W 30 mr (N=51), mupukuzymada Q8W 100 mr
(N=51) u wmupuxkuszymada Q8W 300 mr (N=51). JIeBSIHOCTO CeMb MPOLIEHTOB MAIIMEHTOB
3aBEPIINIIN Ha4aJIbHBIA 16-HenenpHbIN nepuoy Hactosimero uccienoBanus (pur. 2). IlanueHTs!
BO BCEX IPYIINAX JICUEHHs], B LIEJIOM, IMEJTH CXOJKHE TIOKA3aTeNH Ha NCXOTHOM YpoBHE. B cpennem,
BO3pacCT MALUEHTOB COCTaBJAN 47 jieT, Macca Teja CoCTaBisuia 89 Kr U JUarHo3 rncopuas UMescs

B TeueHne 19 ner. Bo Bcex rpymmax JjiedeHus mpeoOiajaiy MalUeHThl MYKCKOTO Iojia, U
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npumepHo 41% manueHToB paHee MPOBOANIIN JIeUeHHEe ONOIOrnuecKoi Tepanuei. B cpenHem, Ha

UCXOAHOM ypoBHe nauueHTsl nuMenu uaaekc PASI 20 u 25% IIIIT, nopaxeHHO! ncopra3om.
PesyabTarbl: 3(pPpeKTHBHOCTL

Ha 16 Henene y Oonee BBICOKOH O MALMEHTOB HA CTATUCTHYECKH 3HAYMMOM yPOBHE
obu1 nocturayT orBeT PASI 90 (OCHOBHOIT KOHEUHBIN KPUTEPUI OLIEHKH) B IPYIIAX, B KOTOPIX
Beonmin 30 mr (29,4%, p=0,009), 100 mr (58,8%, p<0,001) u 300 mr (66,7%, p<0,001)

MUpHUKH3yMada, 1o cpaBHEeHHIO ¢ manedo (0%) (Tabauuna 3).

Kpome Ttoro, Ha 16 Hemene ypoBHu otBera PASI 75 u sPGA 0/1 cocrasmusny,
COOTBETCTBEHHO, 52,9% u 37,3% B rpynmne, B kotopoi BBogwu 30 Mr mupukuszymada, 78,4% u
70,6% B rpynne, B kotopoi BBoamnu 100 mr, u 74,5% u 68,6% B rpymnme, B koTopoii BBoxuau 300
Mr, 1o cpaBHeHuro ¢ 3,8% u 1,9% B rpynne mianedo (p<0,001 mist Kaskaoi rpynmnsl, B KOTOPOIt
BBOAMJIN MHUPHKHM3yMa0d, 1Mo cpaBHeHHIO ¢ ruiane0o). Takue ke pe3ynpTaTel HaOMIOMANN IS
yposaeli orBeta PASI 100 u sPGA 0 na 16 Henene, xoropble cocrasisuiu 15,7% B rpynne, B
Kotopoii BBoauiu 30 Mr Mupukuszymada, 31,4% B rpymnne, B koropoii BBoamiu 100 mr, u 31,4% B
rpymnmne, B kKoropoii BBoguiu 300 mr, o cpaBHeHHIo ¢ 0% B rpymnme mianedo (p=0,039 aus 30 mr
10 CpaBHEHUIO ¢ manedo; p=0,007 nist rpymnn ¢ 6oJiee BBICOKO# 10301 MO CpaBHEHHIO ¢ Tianedo),
KOTa JOCTUTAJIOCh TOJHOE OYHINEHHE KOXH OT mncopuasa (radamua 3). Jlons manueHToB C
MIOJIHBIM OUHUIIEHHEM KOXKH BOJIOCUCTOM 4YacCTH TOJIOBBI OT ICOpUa3a, U3MEPEHHBIM 0 MHIEKCY
PSSI=0, cocrasisina 43,1% B rpyrre, B KoTopoi BBoauu 30 Mr mupukuszymada, 74,5% B rpyrre,
B kotopoii BBoamiu 100 mr, u 51,0% B rpynne, B koTopoii BBoxuiau 300 mr, o cpaBHeHUto ¢ 5,8%
B rpymne mianedo (p<0,001 ans kaxAoH TPymHmbl, B KOTOPOH BBOAWIM MHUPUKHU3YMad, MO
cpaBHeHuto ¢ mianedo) (tabmuna 2). CoriacHo BceM pe3ysibTaTaMm, MOJy4eHHBbIM Ha 16 Hexene,
NPUBEACHHBIM B TAHHOM pa3Jieie, HarTy Yl i OTBET HAOJIFOAAJICS B TPYIINAX, B KOTOPBIX BBOAWIN

100 mr u 300 Mr mupukuzymada.

Cxoxuii BBICOKHH YPOBEHb OTBETa HAOJFOAAIICS U ISt aOCOMFOTHBIX ITOPOTOBBIX 3HAUEHHUH
PASI TIlo wmenbmeit mepe y 80% mnanueHtoB, kortopbiM BBOmuiau 100 mr wumu 300 mr
mupuknzymada, naaekc PASI cocrasnsin 5 wu Mmenee, u mo MeHbineii mepe y 70% unnexc PASI
cocTaBysul 3 uiau MeHee Ha 16 Henene. bonee yem y 50% nmauueHToB, koTopsiM BBOAWIU 300 Mr
mupukn3zymada, abcomothbiii naaekc PASI cocrasmsin 1 nnn menee. Kpome Toro, Gonee uem y
50% maruenToB, kotopbiM BBOAWIH 100 mr mimu 300 mr mupukmsymada, Ha 16 Henene He Oosee

geM 1% IIIIT Obi1 moKpsIT IcopuaTndeckumMu Ositmkamu (Tadauna 3).
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Ha 16 Henene nonst mauMeHTOB, KOTOPbIE OTMEYAId OTCYTCTBHE CHMITTOMOB 3y1a, O0JH,
MOKEHHSI WM TIOKaNbIBaHus (MHAEKC Onoka «cumnromel» B PSS = 0) u orcyTcTBHe BO3neiicTBUsA
ncopuasa Ha kadectBo xu3HH (DLQI 0/1), Obuta 3HAYUTENHHO BBILIE JJISI Ka)KAOH TPYMIbI, B
KOTOPOH BBOIWJIM MHPUKHU3YMad, MO CPAaBHEHHWIO C IUane0o, W HaWBBICIIUN YPOBEHb OTBETA

OTMEYaJH B Ipymnmnax, B KoTopsix BBoAwIn 100 mr u 300 mr (Tadaunua 3).

B monynanusx, KOTOpble paHee NOJIyYald WM HE TOJyYadd MPEIIeCTBYIOLIYIO
Ouosornueckyro Tepanuo, ypoeHb orBera PASI 90 6but0 ynyumen st rpymm 100 mr (66,7%,
47,6%; p=0,001), 300 mr (69,0%, 63,6%; p=0,001) u 30 mr (38,7%, 15,0%, p=0,013) mo
cpaBaeHuto ¢ mianedo (0%). Ananoruyno, yposeHb orBera PASI 100 B 06enx momysiiusix Obut
yayudmieH s rpynn 100 mr (36,7%, 23,8%; p=0,016), 300 mr (31,0%, 31,8%,; p=0,025) u 30 mr
(22,6%, 5,0%, p=0,050) o cpasuenuro ¢ manedo (0%). Kpome toro, yposens orsera PASI 75
Obu1 3HaunTENBHHO BhIe st 100 Mr Q8W 1 300 Mr Q8W no cpaBHEeHHUIO ¢ ruianedo B MOMYJISIIHX
MALUEHTOB, KOTOpbIE MOJyYald WIM He mnonydanu Ouosormueckyro Ttepamuto (80,0% mo
cpaBHeHUtO ¢ 6,5% u 72,4% mno cpaBHeHuto ¢ 6,5%; p <0,001) u kOTOpBIE paHee MONIydaTu
Ouonorugeckyro teparnuro (76,2% no cpasHenuro ¢ 0% u 77,3% no cpasrenmto ¢ 0%; p <0,001).
Cxoxxue pesynbTaThl Obutn mosydeHbl U npu cpaBHeHHH 30 mr Q8W c mianebo B obenx
NOMYJSIUSX TauueHToB (0e3 Ouonormueckoit Tepanuu: 61,3% mo cpaBHeHuto ¢ 6,5%; mocne
ouonorundeckoii Tepanuu: 40,0% mno cpaBHeHmo ¢ 0%; p<0,001). B momynsiuuu manueHTOB,
KOTOpbIE paHee He TOJydaju OWOJIOTHUECKYK Tepamuio, ypoBeHb orBera SPGA (0,1) Obun
3HAYUTEIbHO Ooyiee BbIcOKUM B rpymmax 100 mr Q8W (80,6%), 300 mr Q8W (69,0%) u 30 mr
Q8W (48,4%) no cpaBuenuro ¢ mianebo (3,2%) (p<0,001). Yposenr orBera sPGA (0,1) B
NOMYJSIAM TALUEHTOB, KOTOPBIE paHee MOoJydald OHOJOrMYECKYK TEepanui, Takke Obul
3Ha4UTENBbHO BhIe B rpymmax 100 mr Q8W (55,0%; p<0,001), 300 mr Q8W (68,2%; p<0,001) u
30 mr Q8W (20,0%; p<0,05) no cpasHenuto ¢ miamedo (0%).

Tadauua 3: Pe3yabTatsl HcciieqoBaHusi Ha 16 Heneste

Mupuxkusymad Mupuxknzymad Mupuxuzymad
Q8w Q8W Q8W
NRI 1 n (%), ec/im He YKa3aHO Ilmanedo 30 mr 100 mr 300 mr
HHOE (N=52) (N=51) (N=51) (N=51)
Hnpexc PASI (Had.moxaemMblii), 19,5
6,0 (5,6)*** 2,7 (4,2)%%** 2,5 (4,2)%%**
cpeHHee (CKO) (8,4) > ( > ) > ( > ) > ( > )
0
PASI 100 8 (15,7)* 16 (31,4)** 16 (31,4)**
0
PASTI 90 15 (29,4)** 30 (58,8)*** 34 (66,7)***
2.8
PASI 75 27 (52,9)*** 40 (78.4) *** 38 (74,5)***
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27 (52,9)%++

PASI <1 0 8 (15,7)* 23 (45,1)**

PASI <3 2(3.8) 21 (41.2)%# 37 (72.5)F%% 36 (70,6)**
PASI <5 2(3.8) 28 (54.9)%#* 41 (80.4)*** 41 (80.4)%**
SPGA 0/1 1(1.9) 19 (37.3)%%* 36 (70,6)** 35 (68.6)**
SPGA 0 0 8 (15,7)* 16 (31.4)** 16 (31,4)%*
TIT 0/1 1(1.9) 10 (19.6)* 28 (54.9) % 30 (58.8)%**
PSSI=0 3 (5.8) 22 (43,1)##* 38 (74,5)F 4 26 51,0y
fgil’\;ﬁ;ﬁiﬁom 0 8 (15,7)* 14 27.5)* 16 (31.4)**
DLQI 0/1 2(3.8) 18 (35,3)%+* 25 (49,0)%#* 24 (47,1)F*

*p<0,05; **p<0,01; ***p<0,001 no cpaBHECHUIO C mIanEoO.

UMT=unnekc maccel tena; NRI=mgaHHble OTCYTCTBHS OTBeTa, PASI=HHICKC PACHPOCTPAHCHHOCTH H TSDKSCTH
ncopuasa; PASI 75=75% cHmKeHHE HHACKCA PACIIPOCTPAHSHHOCTH U TsDKECTH ncopuasa;, PASI 90=90% ynyumenue
HHJEKCA PAaCIPOCTPAHCHHOCTH H TsDKeCTH mcopuasza; PASI 100=100% yay4meHne HHASKCA PaCIPOCTPAHCHHOCTH H
TsDKeCTH Iicopuaza, SPGA=crarmueckas mkana oOmeH OIEHKH TKECTH Imcopua3a BpauoM; I[IITT=mnomans
NoBEPXHOCTH Tena, PSSI=HHAEKC THKECTH NOPAKCHUS IICOPHA30M BOJOCHCTOH yacTH TojoBbI, PSS=mxana

CHMITOMOB Inicopuasa; DLQI=aepMaTonoruueckuii HHACKC Ka4ecTBa KU3HH.

Bcem cyObektam w3 rpymmbl mianedo U cyObeKkTaM, KOTOpBbIE MOJyYald JieueHUe
MHUpUKHU3yMadoM, U kotopeie nmenan <PASI 90 na 16 nenene, BBogmiu 300 Mr Mupukuzymada

.. Q8W B TeueHue Bcero nepuoaa moaaep KUBAOIIEH TEpPaTTHH.

Ha 52 nenene mo mpomectBuu 36 Henenb BBeneHUs nopaep:kuBarouiein 300 Mr mo3sl
mupuknzymada y 82,0% (n=41) u 64,0% (n=32) mauueHTOB B TpyIIe, B KOTOPOH BBOIWIN

iane60/300 mr 6butn nocturayThl mokaszaresnu PASI 90 u 100, cOOTBETCTBEHHO.

Cpenu cyObekTOB, y KOTOpbIX mokasaresib PASI 90 He Obut qocTurHyT Ha 16 Henmene u
KOTOpbIE HAYaJId NIEPUO TOAEPKUBAIOIIEH Teparuy B paMKax HccienoBanus, y 76,5% (n=26),
76,2% (n=16) u 60,0% (n=9) maumenroB u3 rpynn 30 mr/300 mr mupuxkuszymada (N=34), 100
mr/300 mr (N=21) u 300 mr/300 mr (N=15), cooTBETCTBEHHO, OBUT TOCTUTHYT MOKa3zaTenb PASI

90 Ha 52 Henene (purypa 1).

PASI 100 6bu1 mocturnyt y 47,1% (n=16), 38,1% (n=8) u 33,3% (n=5) mauueHTOB B
rpynmnax, B KoTopsix Beoamiu 30 mr/300 mr mupukuszymada, 100 mr/300 mr u 300 mr/300 wr,

COOTBETCTBEHHO, Ha 52 Hexene (purypa 2).
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CyOwexram ¢ >PASI 90 na 16 Henene (rpynna seeneHust PRN) BBogwmu mupuknzymad B
TO3UPOBKE, YCTAHOBJIEHHON Ha NCXOIHOM YpOBHE, He yaie yeM Q8W, eciii ypoBeHb aKTUBHOCTH
3aboneBanust pgocturan <PASI 90, m mpomomkanu yka3aHHOE JIEYEHHE OO0 IOBTOPHOTO

noctmxenuss PASI >90.

Ilocne 16 nenenu menuannoe Bpems 10 norepu orseta PASI 90 cocrasmnsno 15,7 Henenu
npu BBenernu 30 mr mupukmnzymada, 11,8 nenenn npu Beenernu 100 mr mupukusymada u 16,3
Henenu npu BeeneHnH 300 mr mupnkuszymadba. Menuannoe Bpems 1o norepu orsera PASI 100
coctaBnsno 14,1 nmpu BeBenenuu 30 mMr mupukusymada, 8,1 Hemenu npu BBemeHuu 100 mr
mupukuszymada u 12,1 venenu npu sBepernu 300 Mr mupukuszymada. Uepes ueTripe Heeu nocie
MOBTOPHOTO JieueHus1 y 78,6% narueHToB nocyie BBeaeHus 30 Mr Mupukuzymada, y 65,4% nocie
BBezieHus 100 mr mupukuzymada u y 80,0% nocne BBenenus 300 Mr mupukuzymada moBTOPHO
nocruraiucs nokasareiab PASI 90, u 0% nocne BBenenus 30 mr mupukmymada, y 12,5% nocne
BBeneHus 100 mr mupukusymada u'y 35,7% nocne BBenenus 300 Mr Mupuku3ymada MOBTOPHO
nocrurancst nokasarenb PASI 100. Uepes Bocemb Hezenb Mociie MOBTOPHOTO JieueHus y 92,9%
nanueHToB nocie BBegeHus 30 mr mupukusymada, y 88,5% mocne BBemenust 100 wmr
mupukm3ymada u y 96,7% mnocie BeemeHuss 300 Mr mupuknsymada MOBTOPHO JOCTHIAJICS

nokazarenb PASI 90.

Mupukuzymad npu BBeaeHuu kaxabie 8 Henenb B Buae 100 mr win 300 Mr mMOIKOKHBIX
UHBEKLUH o0ecrieunBasl OYHIICHUE WM MPAKTUYECKH TOJTHOE OYHINEHHE KOXKU y OONBLUINHCTBA
MALMEHTOB MO MPOLIECTBUU 16 Henenb MHAYKLMOHHOIO JIEYEHUs M BIIOCJIEACTBUM MoOcie 32
Hefenb MOAAEPKUBAIOLIEN Tepanuu. YPOBHU OTBETa [JJIsl BCEX KOHEYHBIX KPUTEPHUEB
s¢dexTuBHOCTH ObUTH OOJIee BHICOKUMH Ha CTATUCTHYECKH 3HAUMMOM YPOBHE BO BCEX IPYMIAX,
B KOTOPBIX BBOIMJIM MHUPUKHU3YMad, MO CPaBHEHHUIO C IJianedo, U CaMmble BBICOKHE IMOKA3aTeNH
ObUTM NTOCTUTHYTBI B TpyImax, B KOTOpbiXx BBoawiau 100 mr mupukmzymada u 300 wmr
mupuknzymada. HecMoTpst Ha TO, 4TO MPAKTHYECKHU Y BCEX MALMEHTOB B YKa3aHHOM HCTIBITAHUU
UMEJICSI TICOPHa3 BOJIOCHCTOM YaCTH TOJIOBBI HA HICXOJHOM ypOBHE, Oosiee yeM y 50% nanueHToB
U3 IPYIIEL, B KOTOpoH BBOAMIN 300 M MupHKH3yMada U MpUMeEpPHO Y 75% MalieHTOB U3 TPYIIIIEL
B KoTopoi BBoAmIM 100 Mr Mupuku3ymada, MpU3HAKH IICOPHa3a BOJOCUCTON YacTH IOJIOBHI HE

Habronauch Ha 16 Hepere.

Honrocpounoe neuenne (1652 Henmenu) MUPHKH3YMaOOM 3HAYUTEIBHO VIJIYUIIAIO
AKTUBHOCTH 3a00JIEBaHUS KaK Y MALIUEHTOB C OJISIIEYHBIM ICOPHA30M OT YMEPEHHOMH 10 TSKEJION
CTEMeHU, KOTOphIE paHee He MOJyqaiu OUOJOTHYECKYIO TEPAIHIo, TaK U Y MalUeHTOB, KOTOPBIX

paHee neunu OMONIOTHYECKUMH CPENICTBAMH, Y KOTOPBIX He ObUT TOCTUTHYT Nokaszarens PASI 90
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Ha 16 Henene (cMm. ¢urypsr 3a, 3b u 3c¢). Pesynbrarhl AIEMOHCTPHPYIOT, YTO MHUPUKH3YMaO
s¢dexTuBHO obecrieunBaeT BbICOKHMI ypoBeHb oTBeTa PASI 90 y manmeHToB, KOTOpbIE paHee

NOJTy9aJIi OMOJIOTHYECKYIO TEPAITHIO.
Pesyabratsi: be3onacHocTs

CpaBHUBAJIM OTHOCUTENbHBIE KOJIMYECTBA NMALMEHTOB, COOOIIABIINX 110 MEHbIIEH Mepe 00
onnoM HABJI, B rpynnax je4eHus: B TeYEHUE NEPBBIX 16 HEnenb uccaeaoBanus. I nnepTreHsuro B
Ka4eCcTBe CIeLu(pUIEeCKOro sIBIEHHs OTMEYald B Ipymnmax, B KoTopelx BBomgmiu 100 mr (3
nauueHTa) u 300 mr (2 maruenTa), HO He B IPYIIaX, B KOTOPBIX BBOAMIN Iuianedo wiu 30 mr. ¥V
BCEX YKa3aHHBIX MALIMEHTOB MMEJOCh BBICOKOE HJIM TOBBIIIEHHOE MPAKTUYECKH IO BBICOKOTO
YPOBHSI KPOBSIHOE J1aBJIEHHE BO BpPeMsl CKPUHHMHIA WJIM Ha UCXOJHOM YPOBHE; ABOE€ CTPAfau OT
TUIEPTeH3UH U MPOXOAWIH JieueHne. Hu oHO M3 yKa3aHHBIX SIBJICHUI He ObUIO CEphe3HBIM, U HU
OIHO HE MPUBOIMIO K JOCPOUHOMY 3aBEpIIECHUIO HCCIENOBaHMA. Y POBEHb 3a00JIeBaeMOCTH
UH(EKIMSIMU Y TAIMEeHTOB TakXe ObUT COMOCTaBUM BO BCEX Ipymmax JjeueHus (Ttadjauua 4).
Haunbonee uvacteie HA (mo menbuieir mepe 3 mamuenta [>5%)] B moOoOW rpymnme JieueHus)
BKJIIOYAJIM BHUPYCHble WH(EKUNM BEPXHMX M APYTUX [bIXaTENbHBIX INyTeH, 0O0Jb B MecTe

WHBEKINH, TUIIEPTCH3UIO U JUAPETO.

B Tedenue nepBbix 16 Henenb UCTIBITAHUS HE OBLJIO 3apErMCTPUPOBAHO HU OTHOM CMEpTH,
a TakXXe HU OJHOIO TSDKEJIOTO HEKEeNaTeIbHOrO SIBJIHUS, CBSI3aHHOTO C CepALeM, WU
3JI0Ka4YeCTBEHHOTro oOpa3oBanus. Tpu nmaumeHTa coodmanu o cepbesnubix HA (CHA) B Teuenue
HauaJbHOrO 16-HenenbHOro nepruona ucnsiranust. OUH NalMeHT U3 IPYIIbL, B KOTOPOW BBOIUIU
MHUPUKH3YyMal, ¥ 1 manmeHT u3 rpymnmnsl mwianedo oTMedanu CyWUUAATbHbIE MBICIH B Ka4eCTBE
CHA. B ofoux ciy4asix y NalMeHTOB B aHAMHE3€ HMENUCh MCUXUATPHYECKHE COCTOSTHHUSL.
HecmoTpss Ha ynyulneHune nOCHe TNCUXHATPUYECKOTO JIedeHHs, o0a MalMeHTa JOCPOYHO
3aBeplIwIN HccienoBanue. Tperuil manueHt, coodmuBmmii o CHS, Obul rocnuraan3upoBaH
BCJIEZICTBHE TMOBBIIIEHHOTO YPOBHS aJlaHMHAMUHOTpPaHC(eEpas3bl U acrmapTaraMUHOTpaHChepassl
BO BpeMsl BHU3WTA Ul UCCIEeNOBaHMs. Pe3ynbpraTsl 00omx mcnbiTaHuil coctaBmmm >10 x ULN
(BepxHUIl TIpenen HOpPMBI). Y TAaLMEHTa B AaHAMHE3€ HMENUCh TUNEPXOJECTEPUHEMHS WU
AJIKOrOJIbHAsl 3aBUCUMOCTD 32 HECKOJIbKO JIET A0 Hadana uccienoBaHus. Jlpyrue KIMHUYeCKue
OnoxuMHuUYecKre TokasaTesu ObuTH B Tipeaenax HopMbl (OmmupyOouH U menodyHas pocdarasza), a
CepoJIOrMYecKHe MCCIIeI0BaHUs AaBalld OTpULATEIbHbIE PE3yJIbTaThl HA AKTUBHYIO U OCTPYIO
uadexmmo remaruta A, B wim C. YV mnanueHTa MOJHOCTBIO OTCYTCTBOBAJIHM Kakue-Tudo
CHMIITOMBI, OH OTKa3aJICsI OT QJIKOTOJIsI. Y POBEHB ()€PMEHTOB ITEUESHH MMAL[UEHTA BEPHYJICS K HOPME

Nocjie Tepanuu NepopaibHbIMU (ochomunuoamMu; TeM He MeHee, HCCIEeNOBaTeNb PEeLIn
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AOCPOYHO BbBIBECTU MNAIHUCHTA U3 HUCCICAOBAHUA. Ilo COO6IJ.I€HI/I$IM, oCJ€ HUCKIHYCHUA H3
HUCCJICAOBAHNA MALMUCHT CHOBa MNPUCTPACTUIICA K QAJIKOTOJIFO, U BO BpPEMsA BU3UTA B NCPUOS

HOCJIEAYIOLIETO HAOMIOEHNS Y HErO CHOBA ObUT MOBBIIIEH YPOBEHb (DEPMEHTOB ITEYEHH.

Taoauua 4: HexkennarebHbIe IBJIEHUSA

Mupukmzymad  Mupnkmsymad  Mupnkmymao

ABW Q8W Q8W Mupukuszymao,
IL1anedo 30 Mr 100 vr 300 mr BCEro
n (%) (N=52) (N=51) (N=51) (N=51) (N=153)
25
IMammenrtri ¢ =1 HABJI 48.1) 26 (51,0) 24 (47.1) 24 (47.1) 74 (48.4)
Jlerxoe 9 (17.3) 18 (35.3) 9 (17.6) 11 (21,6) 38 (24.8)
VMepeHHoe (2;58) 7(13,7) 14 (27.5) 11 (21,6) 32 (20,9)
Tskenoe 1(1,9) 12,0 12,0 2 (3.9) 4(2.,6)
Cmepthb 0 0 0 0 0
CHA 1(1,9) 1(2,0) 0 1(2.0) 2 (1,3)
HA, xoropsie 01N
OTHECCHBI
7 (13.5 12 (23.5 7 (13,7 9 (17,6 28 (18.3
ecenoaTene K (13.5) (23.5) 13.7) 17.6) (18.3)
CBII3AHHLIM C JICUCHHEM
2
Hndexuun (213 N 14 (27.5) 13 (25.5) 13 (25.5) 40 (26,1
Yacreie HABJI*
BupycHsie UB/IIT 5(9.6) 5(9.8) 7(13,7) 7(13,7) 19 (12,4)
Tpyrue VBT 2 (3.8) 6 (11.8) 3(5.9) 2 (3.9) 11 (7,2)
boxs B Mecte 1(1.9) 3(5.9) 2(3.9) 2(3.9) 7 (4.6)
HHBEKIITH
Tuneprensus 0 0 3(5.9) 2(3.9) 5(3.3)
Tuapest 1(1,9) 0 1(2,0) 3(5.9) 4(2,6)

*YacThIif OMPESACICH KaK IO MCHBINCH Mepe 3 (>5%) B M0O0H rpymIe ICHCHHAS.
HSIBJI=HekenaTeIbHOC ABICHUC, BhI3BaHHOC JicucHUeM; CHSI=Ccephe3HOe HEKECTATCIIHHOS SABIICHNC,

UB I T=nupeknus BEpXHUX ABIXATCIbHBIX My TCH.

B Teuenne nepuona noanepkusaroier Tepanuu (16-52 Henmenu) B paMKax HACTOSIIETO
UCCIIENIOBAHMS y TIALIMEHTOB, Y KOTOPBIX He Obut mocTturHyT PASI 90 Ha 16 Henene, Hauboee
qacTele (>5%) HexkenarenbHble siBneHus (H), BpI3BaHHBIE JIeueHHEM, BKIIFOYAN Ha30(papuHTUT
(n=25; 20,8%), wuH}pexknmo BepxXHUX AbIXarenbHbIX myTed (n=12; 10,0%), wuHpekuuo
ModeBbIBOIAIIMX myTed (n=0; 5,0%), aprpanruro (n=8; 6,7%), 6oap B cnmae (n=06; 5,0%),

rosioBHyto 0onb (n=06; 5,0%), Oonp B Mecte uHbekuMu (n=7; 5,8%) u runeprenzuro. Uersipe
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(3,3%) mammenta ormevann CHS, u 6 (5,0%) maumeHTOB M3 yKa3aHHOH TPYNIBI JOCPOYHO

3aBEpLININ UccaenoBanue no npuuuHe HA B teuenune 16-52 Henens.

B Teuenne nepuona nopnepskusaromeii Tepanuu (16-52 Hemenn) B paMKax yKa3aHHOTO
UCCIIEIOBAHMS, CPEN TEX IMALMEHTOB, y KOTOpbIX Obw1 mocturHyt PASI 90 na 16 Henene, o
HeskenaTeNnbHbIX siBreHsIx (HA), BeI3BaHHBIX eueHneM, coodmmanu 67% cyObeKTOB U3 KOTOPTHI,
B koropoil BBOmwiM 30 Mr mupukuzymada, 53% wu3 koroptsl, B KoTopoi BBOmMIM 100 mr
MHUpuKH3ymada, u 62% mnanueHToB, KOoTopbeiM BBoaAuN 300 Mr mupuknszymada. /[Ba maruenra
coobmanu o cepbe3Hblx HS, u Tpu manueHTa JOCPOUHO 3aBEpILIATN UCCIEIOBAHHE 110 MPUYNHE
HA (n=1, 30 mr mupukusymada; n=2, 100 Mr mupuxkusymada). Bo Bcex rpymnmax, B KOTOPBIX
BBOJWJIM MUpHKH3yMad, Haubosee wactbiMu HS sBnsanucs Hazodapunrur (10,1%), nnpexunun

BEPXHUX JbIXaTeNbHbIX myTeil (5,1%) u runeprensus (5,1%).
PesyabraTsi: papmakokunernka (PK) u nocrpoenue Mmoaeu 3xkcno3unus/oTBer

KpaTkoe onucaHue aHaiM3a Ha OCHOBE MOJIENH DKCITO3HUIINS/OTBET

30, 100 u 300 wmr poser, BBOguMbIE Q8W Mk, obecrieuyuBanu 3HAYUTEITBHYIO
3¢ eKTUBHOCTh TO cpaBHeHUIO ¢ Twanedo, rae mis 100 u 300 mr Obuta mocturHyra Oosee
BbICOKast 3 pexTHBHOCTH HA 16 Henene mo cpaBHeHHIo ¢ 30 mr. 300 Mr n03a obecrnevrnBana CaMmyro
BBICOKYIO 3()()eKTUBHOCTb B OTHOILIEHHH OCHOBHOT'O KOHEYHOT'O KPUTEPHs OLIEHKH Ha 16 Henene
(PAST 90), Obuta MpOAEMOHCTPUpPOBAHA TEHAEHIHSI K 00ecreueHuro 0oJiee BBICOKOTO YPOBHS
PASI90 u PASI 100 nnst HagampHBIX BpeMeHHBIX Todek. 300 Mr 1o3a Takxke odecrieunnaa Oonee
NPOAOUKUTEIbHBIA OTBeT Toche 16 Hemenu. Takum o00pa3om, pe3yJbTaThl UCCIETOBAHUS

MIOKa3bIBAIOT, YTO CaMasi BbICOKast 103a (300 mr) obecrieunBaia caMmyro BBICOKYIO 3(h()EeKTUBHOCTb.

Pesynbrarhl HCCIENOBAaHUA TakKe MO3BOJSIFOT MPEAIOJNOXUTb, 4YTO BBEICHUE
JOTIOJIHUTENbHBIX KOJIUYECTB, €CJIM €ro NPOBOAAT B TEYEHHUE MEepUOoAa UHAYKLMOHHON Tepanuy,
MOYKET JTOTIOJTHUTEJIBHO YIyqmarh 3 ekTuBHOCTD Ha 16 Henene. ITo npeAnoIoKeHne OCHOBAHO
Ha JIOTIOJIHUTEJIbHOM OJIArONpHATHOM AEHCTBUH, HAOIFOAaEMOM IOCIIe BBEIEHHS TPEThEH O3B
CyOBeKTaM, y KOTOPBIX OTCYTCTBOBAJI OTBET Ha 16 Henese, MpH OLEHKe B TeueHue 4-8 Henmemnb
NIOCJIe BBEACHUS YKa3aHHOM 1036l [Ipy moMoImuy MOAEeTMpOBaHUS U aHAJIM3a HA €r0 OCHOBE OBLIO
NOKa3aHo, uto 250 mr no3sl, ecnu ux BBoauTh Ha 0, 4, 8 u 12 Henemsix (Bcero 1000 mr), MoryT
MaKCUMH3HPOBaTh 3(P(PEeKTHMBHOCTD B 3aBEpUICHUU |6-HEAETHHOrO TMEPHOAAa WHAYKLHOHHON
teparuu. Kak oskupaercs, pexum BBefeHus 250 mr mk. Q8W B TeueHue mnepuona
NOAEPKUBAIOIIECH TEparuy MO3BOJHUT MOAAEPKUBATH MM Ja)K€ MOBBIIATh 3(P(EeKTHBHOCTS,

NOCTUTaeMyl0 B KOHIE HMHIAYKIMOHHOro nepuoaa. Kak oskupmaercs, 250 Mr no3a mo3BOJIMUT
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IOCTUTHYTh YPOBHS B OpraHum3Me U 3((EeKTUBHOCTH, KOTOPbIE HEBO3MOJKHO OTIMYHUTH OT
nokasarejei, HabmoaaeMbIx nocie BeeneHust 300 mMr no3sl. BTopoli pexxuM noanep:KuBaroen
Tepanuu ¢ BBeneHueM 125 mr Q8W 1. k. mo3BossieT moanepKuBath 3¢ (HEeKTUBHOCTD MTPH BBEIEHUH
Oonee HU3KOM 103bl. Kak oxunaeTcs, yka3aHHbIH BTOPOI PEXKUM BBEICHUS MOXKET 00€CeurnBaTh
KOHLIEHTPALM MHPHUKU3yMaba, KOTOpPblE VY OTHENbHBIX CYOBEKTOB OyAyT MHHHMAaJIbHO
NEePEKPBIBATECA C KOHLEHTPALMAMH, OOECIeYMBAEMbIM B paMKax pekuma BBeneHus 250 mr

mupuknzymada Q8W m.x.
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OOPMYVIJIA NU30BPETEHHA

Crioco0 nedyeHus ncopuasza, BKIIOYAOIIUI BBEEHHE MUPUKHU3yMa0a MalueHTy, NpuieM

yKa3aHHBIN c110cO0 BKIIFOYAET:

a) BBEICHHE IO MEHbIIEH Mepe ONHOM HHAYKLUMOHHON J03bl MHPHKH3yMada
MALUEHTY, I71€ UHAYKUHNOHHAs 1032 cofep kUt oT 20 Mr 1o 600 Mr Mupukusymada;

u

b) BBEJICHHE 10 MEHbLIEH Mepe ONHOW MONAepKUBArOLIed J03bI MUPHUKH3ymMada
MAIeHTy  [OCJIe  BBEACHHS]  MMOCIEAHEH  WHAYKUMOHHOW  JO3bI,  TIIe

NoAep>KUBaroIas 103a cogepkut ot 20 mMr 10 600 Mr Mupukusymada.

Cnoco6 mo m.1, OTIMYANOIMICS TeM, YTO INCOpHa3 MpeAcTaBisieT coOOoi OnsrnedHbIi

TICOpHA3 OT YMEPEHHOH N0 TSIKEJION CTETeHH.

Crnioco0 neveHus ncopuasa mo mi. | Ui 2, OTIIMYArOIUHCS TE€M, YTO YKa3aHHBIN MalUeHT

paHee He MoJy4as OHONIOTHYECKYIO TEPAIHIO.

Crnoco0 nevenus ncopuasa mo mi. | Ui 2, OTIIMYarOIUHCS TE€M, YTO YKa3aHHBIN MaLUeHT

paHee NoJTy4dasn OMOJIOTHYECKYIO TEPAITHIO.

Crniocob nedeHust ricopuasa mo Jodomy u3 mi. 1-4, OTIUYAIIUNICS TeEM, YTO yKa3aHHAsI
M0 MEHBLIEH Mepe OHa UHAYKIMOHHAs A03a coaepskut 20 mr, 30 mr, 100 mr, 120 mr, 250

mr, 300 mr, 350 mr, 400 mr win 600 Mr mupukusymada.

Crniocob nedeHus nicopuasa mo Jodomy u3 . 1-5, OTIUYAIIUNECS TeM, YTO YKa3aHHAsI

1O MEHbIIEH Mepe OHA MHIYKIIMOHHAS 1032 conepkut 250 Mr Mmupukusymada.

Crnioco0 nedyeHus rncopuasa mno JodoMy U3 min. 1-6, OTIIMYAIIHICS TE€M, YTO MALUEHTY

BBOAAT OAHY, ABC, TPHU WK YETHIPEC MHAYKIITUOHHBIC JO3bI.

Crioco0 neyeHus rncopuasa mo JrodoMy u3 min. 1-7, OTIIMYAIIHICS TE€M, YTO MALUEHTY

BBOAAT AB€ MHAYKIITUOHHBIC NO3bI C 8-He}:[e.HBHbIMI/I HUHTCPBaJIaMU.

Crnioco0 nedyeHus rncopuasa mo JrodoMy U3 min. 1-7, OTIIMYAIIHICS TE€M, YTO MALUEHTY

BBOJAT TPpU MHAYKIHUOHHBIE NO3bI C 4-H€I[6.]'II:>HI:>IMI/I HUHTEPBaJIaMU.

Crioco0 nedyeHus rncopuasa mo JodomMy u3 min. 1-7, OTIIMYAIIHICS TE€M, YTO MALUEHTY

BBOAAT YETBIPE UHAY KIITMOHHBIE NO3bI C 4-HeI[eJIbHI:>IMI/I HUHTCPBaJIaMU.
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Crioco0 neyenns ncopuasa no modomy u3 nm. 1-10, oTnugaromuiics TeM, 9To yKa3aHHYIO

110 MEHbIIEH MEPE OAHY MHAYKIMOHHYIO JO3Y BBOASAT IMOJKOKHO.

Crioco0 neuenust mcopuasa o odomy w3 mm. 1-11, oTHyaronuiics: Tem, 4To yKa3aHHasI
M0 MEHBIIEN Mepe OJ1HA NoaepskuBaromas 103a coaepkut 20 mr, 30 mr, 100 mr, 120 wmr,

125 wmr, 250 mr, 300 mr, 350 mr wiu 600 Mr Mupukuzymada.

Crioco0 neuenust mcopuasa 1o JodoMy U3 mil. 1-12, OTIHYaroIIuiics: TeM, YTO yKa3aHHas
[0 MEHbLIEH Mepe OAHAa MOAAEPXKHUBAKOLIas n03a comepxkutr 125 mr mmm 250 mr

MHUpHUKH3yMada.

Crnioco0 nevyenus ncopuasa no modomy u3 nm. 1-13, oTnugaronuiics Tem, 4To ykazaHHYIO
10 MeHbIIel Mepe OAHY IMONAEPKHUBAIOIIYIO 03y BBOIAT uepe3 2-16 Henmenb mocie

BBEJICHUSI TOCTEAHEN NHAYKIIMOHHON JTO3BI.

Cnocob neuenns ncopuasa no Jrodomy U3 mi. 1-14, OTIHMYaromuics TeM, YTO YKa3aHHY0
[0 MEHBLIEH Mepe OIHY MOANEPKUBAIOIIYIO 103y BBOIAT 4Uepe3 2 Henenu, 3 Henenu, 4
Henmenu, 5 Hedenb, 6 Hemenb, 7 Henmenb, 8 Hedenb, 12 Hemenb wiu 16 Hexenb IOCHe

BBEIEHUS MOCIEHEN NHAYKLIIMOHHOM J103bI.

Crnoco0 neyenus: ncopuasa no iodomy u3 mm. 1-15, oTnugaronuiicst Tem, 4To yKkazaHHYIO
10 MEHbLIIeH Mepe OHY MOAAEPKUBAOLIYIO 103y BBOIST Yepe3 4 Hele U MOC/ie BBEICHHUS

nocjieAHeN UHIYKIIMOHHOMN JO3bI.

Crnioco0 neyenus ncopuasa no odomy u3 mm. 1-15, oTnugaronuiicst Tem, 4To yKa3aHHYIO
II0 MEHbIIEH Mepe OJHY TOANEPKUBAOINYIO 03y BBOAAT Yepe3 8 Helelb OCIe BBEICHNS

MOCJIETHEN HHAYKLIUOHHON TO3bI.

Crnoco0 neyennst ncopuasa no odomy u3 nm. 1-15, oTnngaromuiicst Tem, 4To yKa3aHHYO
10 MEHbIIeH Mepe OAHY INOINEP)KUBAIOLIYI0 103y BBOAAT 4epe3 16 Hemenmp mocie

BBEICHUS NMOCAEHEN NHAYKLIIMOHHOM 103bI.

Crioco0 nedeHus ncopuasa mo jodomMy u3 . 1-13, OTIUYaroImUics TeM, YTO MalHeHTY
BBOAAT HECKOJIBKO MOAACPNKHUBAKOIINUX O3, U MEPBYHO MOAACPKUBAKOIIYIO A03Y BBOIAT

yepes 2-16 Henenb nociie BBEASHUS NOCIEeHEN NHAYKIIUOHHON 103bI.

Croco® nedenust mcopuaza mo .19, oTiMYAOIUIiCS TeM, YTO YKAa3aHHYIO IEPBYIO

MOAAEPKUBAIOLIYIO 103y BBOASAT Uepe3 2 HeleNu, 3 HeAenu, 4 Heenu, S Heaenb, 6 Heaenp,
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7 venenvp, 8 Henenb, 12 Henenp un 16 Heaenb NOCae BBEACHHS MOCAEHEN NHIYKITMOHHON

JO3bI.

Crioco6 nevenust ncoprnasza mo mm. 19 wmm 20, OTIMYAOIIUACS TeM, YTO YKa3aHHYIO
NEPBYIO MOIAEPKUBAKOILIYIO 103y BBOAAT 4epe3 4 HENENU IOCJIE BBEIEHUs IMOCIENHEN

UHAYKLUUOHHOW JO3BI.

Crioco6 neuenust ncopuasza no mm. 19 wmm 20, OTIMYAOIIUACS TeM, YTO yKa3aHHYIO
NEPBYIO MOAAECPKUBAOLIYIO 103y BBOAST 4epe3 8 HENenb IOCJIE BBEACHHs IOCIENHEN

UHAYKLUOHHOU JO3BI.

Crnioco0® neuenus ncopuasa no nm. 19 wmm 20, OTIMYAIOIIMNCS TEM, YTO yKa3aHHYIO
NEPBYIO MOANEPKUBAIOILYIO 103y BBOAAT 4yepe3 16 Henmenb Mocye BBEACHUs! MOCIEeTHEN

UHAYKLUOHHON A03BL

Cnocob nedenust ncopuasa 1o modomMy u3 mir. 19-23, OTINYA0IUHACS TeM, YTO YKa3aHHbIE
OnHYy uiu 0oJjiee JOMOJHHUTENbHBIX MOANEPKUBAIOIIUX A03 BBOIAT ¢ 4-, 8- wim 12-

HeJIeTbHBIM(-1) HHTEePBAJIOM(-aMH1) MOCJIE BBEICHUS TIEPBON MOIEPKUBAIOIIEH T0O3bI.

Crnioco0 nedenust ncoprasa no JrdomMy u3 ni. 19-24, OTIHYarOIIMNACS TEM, YTO YKa3aHHbIE
OIHY WU OoJiee JTOMOJHHUTEIbHBIX MOANEPKUBAIOIINX 03 BBOIAT C 4-HeNEeNIbHbIM(-H)

UHTEPBAJIIOM(-aMH) TOCJIE BBEICHUS TIEPBON MOIEPKUBAIOIIEH TO3bI.

Crniocob nedeHus ncopuasa no JiodomMy u3 . 19-24, oTIUYar IUICs TEM, YTO YKa3aHHbIE
OIHYy WU OoJiee TOMOJHHUTEIBHBIX MOANEPKUBAIOINX 103 BBOIAT C 8-HeneNbHbIM(-H)

UHTEPBAJIIOM(-aMH) TTOCJIE BBEIEHUS TIEPBON MOIEPKUBAIOIIEH JTO3bI.

Croco0 JjeueHuss mcopuasa mo JiroOomy u3 mm. 1-26, OTIMYAKOLIUICS TeM, 4YTO

yKa3aHHYIO(-bIe) MOAIEPKUBAOINYIO(-1e) 103Y(-bl) BBOIAT MyTEM IMOIKOKHONH HHBEKINH.
Cnocob neuenus ncopuasa 1o 1.1, BKITFOYaro IHid:

a) BBeieHHe (1) ABYX, TPEX WIJIM YEThIpeX HWHIYKIHOHHBIX 103 MHUPHKH3yMada
NALUEHTy TyTeM MOAKOKHON WHBEKIHH, TAe Kakaas HWHAYKIHOHHAs 11034

copepkut 250 Mr Mupukuzymada; u

b) BBE/ICHHE 110 MEHbIIEH Mepe ONHOH TMOANEPKUBAIOINEH J03bI MUPUKH3yMada
NALUEHTY MyTeM MOJKOKHOH WHBEKUUHU C 4-HeleTbHBIMH WIN S-HEAETbHBIMHU

UHTEPBAJAMH, T7I€ TIEPBYIO MOAAEPIKUBAIOLIYIO0 103y BBOIAT Uepe3 4 Hemenu Uiu
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8 Hedenb IMOCJIE BBEICHMs IMOCIENHEHM MHAYKLUUOHHOM MOO3blL, U Ka)kaas

MO AePKUBAIOIIAs 103a COnepskuT 125 mr miu 250 Mr mupukmsymada,

rie Ncopua3 MpeAcTaBisieT coOol OJsiIIedHbIil MCOpHa3 OT YMEPEHHOH M0 TSDKENOH

CTCIICHU.

Crioco0 nedenus ncopuasa 1o m.28, OTIMYAKOLINICS TeM, YTO B€ WHAYKLHUOHHBIE 103bI
MUpPHUKH3yMa0a BBOIST C 8-HeNeJbHBIMU WHTEPBAJAMH, W IMEPBYIO MOAAEPKUBAIOLIYIO

JI03y BBOJAT Uepe3 8 HeAenb NOCie BBEICHUS NTOCAEAHEN NHAYKLMOHHON O3B

Crioco0 nedeHus rcopuasa mo 1m.28, OTINYAKOLIMNACSA T€M, YTO TPU MHAYKLIMOHHbIE T03bI
MHUPHUKH3yMala BBOIAT C 4-HEAENbHBIMU MHTEPBAJaM{, U NMEPBYI MOIAEPKUBAOLIYIO

AO3Y BBOIAT 4YEPE3 4 HeneNnu I0Cje BBEISHUS MOCIeIHeH HHHYKHHOHHOﬁ JO3bI.

Cnoco6 nedeHust ncopuasza mo .28, OTIMYAIOLIMIACS TeM, YTO YEThIPe MHAYKIIMOHHBIC
703bl MHpHUKM3yMal0a BBOZAT C  4-HEHNENbHBIMH HWHTEPBAJAMH, M  MEPBYIO
NOAJAEPKUBAIOIIYIO 7103y BBOAAT uepe3 4 Hemenu IO0CJe BBEACHHs IOCIEIHEN

UHAYKLHOHHON AO3BL

Crniocob neyenus ncopuasa mo Jrodomy u3 mm. 28-31, OTIHYAIOLINIICS TeM, UYTO KaxKaas

MO AEPKUBAIOIIAS 1032 COAEPKUT 250 Mr MuUpUKHU3yMada.

Crioco0b neyeHus rncopuasa mno Jirodomy u3 . 28-31, OTIUYAIOIIUNACS TEM, YTO KaxKaasl

MO ISP KUBAIOIIAS 1032 COAEPKUT 125 Mr Mupukuzymada.

Crioco0 nedyeHus ncopuasa, BKIOYAOIIUIN BBEIEHHE MUPUKHU3yMa0a MalUeHTy, MpuieM

yKa3aHHBIH c1I0co0 BKITIOYAET:

a) BBeIACHHME ONHOW win Ooyiee WHAYKIMOHHBIX J03 MHUpPUKH3yMada NAalHMeHTy B
WHIYKLMOHHBI TMEepuoN, TAe Kaxaas W3 OOHOW Wi Oojiee WHIYKIMOHHBIX 103

copepkut 30-400 Mr Mupukusymada;

b) ompeneneHue ypoBHsI aKTUBHOCTHU 3a00JIEBAHUS Y MALIMEHTA B KOHIIE HHIYKIIHOHHOTO

nepuosa, u

1) BBEZCHHE OHON i O0Jiee MOAIEPKUBAIOIINX 03 MALIUEHTY, Y KOTOPOTO
HE 6bIJ'I AOCTUTHYT BBICOKHH YPOBEHb KIMHUYCCKOrO OTBETA B KOHIIE
WHIYKIUOHHOTO Tepuoja, TIhe Kaxknas ©W3 OJHOW wmiu  Oonee

MOAIEPKUBAIOIINX 103 conepskuT oT 20 Mr 1o 600 mr mupuknzymada; u
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i1) HETIPEPHIBHYIO OLICHKY YPOBHSI aKTHBHOCTH 3a0OJIEBAHUS Y MALUEHTA, Y
KOTOPOTO OBUT TOCTUTHYT BBICOKHH YPOBEHb KIMHUYECKOTO OTBETA ITOCIIE
WHIYKIMOHHOTO  TepuoAa, W BBEIEGHHE O#HOH wium  Oosee
NOAIEPKUBAIOIINX 103 MALIUEHTY, €CIIH YPOBEHb aKTUBHOCTH 3a00JI€BaHUS
y TMaIMeHTa MaJaeT HIDKE BBICOKOTO YPOBHS KIMHHUYECKOTO OTBETA, I7e
MALMEHTY BBOIAT OJHY WJIH OoJiee MOAAePKUBAOIIUX 103 10 TIOBTOPHOTO
TOOCTIDKEHUs] Y TalMeHTa BBICOKOIO YPOBHSI KJIIMHHYECKOTO OTBETA, U
Kakaasl U3 OAHOM miH Ooliee MOANEeP KUBAIOIIUX 103 COAEPKUT OT 20 MT 10

600 mr mupukuzymada.

Crioco® neuenust mcopuasza no 1m.34, OTIMYAOIIMNCA TEM, YTO BBICOKUH YpPOBEHb
KJIMHUYECKOTO OTBETA MPECTaBIsIeT COO0H ypOBEHb aKTUBHOCTH 3a00seBanus > PASI 90

wnu > sPGA (0, 1).

Crioco® neveHusi mcopuaza mo mm. 34 wid 35, OTIIMYAIOINUICS TeM, 4YTO TCOpHUa3s

npezcTaBisieT coOoH OAIIeUHbIH ICOPHa3 OT YMEPEHHO! 0 TSDKENOH CTEeHH .

Crnioco0 neueHus mcopuasa 1o Jo0oMy u3 mil. 34-36, OTIIUYAKOLIHIICS TEM, YTO YKa3aHHbIH

IMAaIMUEHT PAaHEEC HE MMOJIyvall 6I/IOHOFI/I‘16CKy}0 TEPAITULO.

Croco0 nedeHuss micopuasa Mo JioOomy w3 M. 34-30, OTJIMYAKOLIUICS TEM, 4YTO

YKa3daHHOMY IMallUCHT PaHEE IIOJydall 6I/IOHOFI/I‘ICCKy}O TEPAITULO.

Crniocob nevenust icopuasa no JrodomMy us3 . 34-38, OTIIMYAOLIUICS TEM, YTO KaKIasl U3
YKa3aHHBIX ONHOHN miiu OoJiee MHAYKIMOHHBIX 103 comepxkut 20 mr, 30 mr, 100 mr, 120

mr, 125 mr, 250 mr, 300 mr, 350 mr, 400 mr uau 600 Mr Mupukuszymada.

Crniocob nevenust icopuasa no JrdomMy us mi. 34-39, OTIHYArOLIUICS TEM, YTO KaxKaasl U3

YKa3aHHBIX OMHOHN WK 00jiee MHAYKIMOHHBIX 103 comep:kut 250 Mr mupukusymada.

Criocob neyenwus ncopuasa mo Jiodomy us3 mir. 33-40, OTIMYAOIINICS T€M, YTO MALUEHTY

BBOAAT OAHY, ABC, TPHU WU YETHIPC MHAYKIITUOHHBIC JO3bI.

Crioco0 jieueHus copuasa mno Jirodomy us3 . 33-41, OTIHYAOLIUICS TEM, YTO YKa3aHHBIH

WHAYKLUOHHBINA NEpUOA COCTaBisieT 12 Hexenb win 16 Henenb.

Crioco0 nedyeHus mcopuasa 1o m.42, OTIHYAOLIHICS T€M, YTO YKa3aHHBIA HHAYKLIMOHHBINA
NEepUOJ COCTaBJsieT 12 Hexenb, W MALMEHTY BBOAAT TPU WHAYKLUOHHBIE AO3BI C 4-

HEACJIbHBIMU UHTCPBAJIaMU.
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Crioco0 nedenus ncopuasa mo m.42, OTIUYAOLIHICS T€M, YTO YKa3aHHBIA HHAYKLIMOHHbINA
MEePUOA COCTaBJiACT 16 Henenb, W MALMEHTY BBOIAT ABE€ HUHAYKLMOHHBIE O3Bl C 8-

HEACJIbHBIMU UHTCPBAJIaMU.

Crioco0 nedeHus copuasa 1o m.42, OTIUYAOLIHICS T€M, YTO YKa3aHHBIH HHAYKLIMOHHBINA
NEpUOJ COCTaBJIACT 16 Henenb, U MALMEHTY BBOAST YETbIPE€ MHAYKLHMOHHBIE JO3bI C 4-

HEACJIbHBIMU UHTCPBAJIaMU.

Crnioco0 nedenus mcopuasa 1o JodoMy u3 . 34-45, OTIMYA0 LIUIICS TEM, YTO YKa3aHHbIE

OOHY WA Ooee WHAYKIOHUOHHBIX 403 BBOAAT IMOAKOXKHO.

Crnioco0 nedenust mcopurasa no JrodomMy us ni. 34-46, OTIIHYAIOLIUICS T€M, YTO KaKaast U3
YKa3aHHBIX OJTHOH min O0s1ee moaaepKuBaroux 103 cogepskut 20 mr, 30 mr, 100 mr, 120

mr, 125 wmr, 250 mr, 300 wmr, 350 mr, 400 mr unu 600 Mr Mupuku3ymada.

Crnioco0 nevenus ncopuasa mo JrdomMy u3 mi. 34-47, OTIUYAOIIMIACS TeM, YTO KaKaasl U3
yKa3aHHBIX OAHON wiu Oojiee MONAEePKMBAIOLIMX A03 ComepkuT 125 mr wim 250 mr

MHpPHKH3yMada.

Crniocob neuenus rcopuasza mo jodomy u3 nm. 34-48, OTIUYAKOLIMICS TEM, YTO €CIU Y
nauueHTa He ObUl JOCTHTHYT BBICOKHH YpPOBEHb KJIMHHUYECKOTO OTBETa B KOHIIE
MHAYKLIUOHHOTO NEPUO/A, TO MEPBYIO NOANEPKUBAOLIYIO 103y BBOAAT uepe3 2-16 Henenb

NIOCJI€ BBEICHUSI IOCIEAHEN HHAYKIIUOHHON TO3BI.

Crioco® nedeHust mcopuaza mo .49, OTIIMYAIMUICS TeM, YTO YKAa3aHHYIO IEPBYIO
MOAAEPKUBAIOIIYIO 103y BBOASAT Uepe3 2 Helenu, 3 Heaemnu, 4 Heenu, S Heaenb, 6 Heaenp,
7 venenvp, 8 Henenb, 12 Henenp unu 16 HeAenb NOCe BBEACHUS MOCAEHEN NHYKITMOHHON

JO3bI.

Crioco6 neuenust ncoprasza mo mm. 49 wm 50, OTIMYAOIIUACS TeM, YTO yKa3aHHYIO
NEPBYI0 MOAAECPKUBAKOILIYIO A03Y BBOAAT 4epe3 4 HENeNu IOCNE BBEIAECHUs MOCIEIHEN

UHAYKLIUOHHON O3B

Croco6 neuenust ncoprasza mo mm. 49 wim 50, OTIMYAOIIUACS TeM, YTO yKa3aHHYIO
NEPBYI MOAAECPKUBAKOILIYIO O3y BBOAST 4epe3 8 HENeNnb IOCJIE BBEACHUs IMOCIETHEN

UHAYKLUOHHOU O3B
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Crioco6 neuenust ncopmnasza mo mm. 49 wmm 50, OTIMYAOIIUACS TeM, YTO YKa3aHHYIO
MEPBYIO0 MOANECPKUBAIOIIYIO A03Y BBOAAT 4epe3 16 Hemenb mocie BBEAEHUs MOCIEAHEN

UHAYKLUOHHOU O3B

Crioco0 nedenus copuasa o JirodoMy u3 . 49-53, OTIIMYAO LIUICS TEM, YTO YKa3aHHbIE
OnHy wiH 0oJjiee MOTOJHHUTENbHBIX MOJISPKUBAIOIMNX 103 BBOOAT ¢ 4-, 8- mmu 12-

HeJleJbHBIM(-1) UHTEPBAJIIOM(-aMH) MTOCJIe BBEIEHUS NIEPBON MOIACPKUBAIOLIEH TO3bL.

Crnioco0 nedenus ncopuasa 1o JodoMy u3 . 49-54, OTIIMYAO LIUIICS TEM, YTO YKa3aHHbIE
OIHY Wiu OoJiee MONMOJHHUTEIBHBIX MOANEPKUBAIOIUX A03 BBOIAT C 4-HeNeNbHbIM(-H)

MHTEPBAJIOM(-aMH) TTOCIIE BBEIEHUS MIEPBON MOEPKUBAIOIIEH TO3bI.

Crnioco0 nedenus mcopuasa 1o Jro0oMy U3 il 49-54, OTIUYAOLIUIICS TEM, YTO YKa3aHHbIE
OnHYy WU 0oJiee TOMOJHUTEIbHBIX MOANEPKUBAIOIINX 03 BBOISAT C 8-HemeNbHbIM(-H)

UHTEpBAJIOM(-aMH) 11OCIIe BBEIEHUS EPBOH MOIEPKUBAIOIIEH 103bI.

Crnioco0 neuenus rcopuasza mo jaodomy u3 nim. 34-48, OTIUYAKOLIMICS TEM, YTO €CIU Y
naipeHTa ObLT JOCTUTHYT BBICOKHH YPOBEHb KIHHUYECKOTO OTBETA B KOHIIE
MHAYKIIMOHHOTO TIEPHO/A, a 3aTEM YPOBEHb aKTHBHOCTH 3a00JIEBAHUS Y TIALMEHTA YIIaJl

HIJKE BBICOKOTO YPOBHS KJIMHUYECKOTO OTBETA, TO!
i) MAaIMEHTy BBOAST MEPBYIO MOIAEPKUBAOLIYIO T03Y;

i1) OLICHMBAIOT YPOBEHb AKTHUBHOCTU 3abojeBaHus ¢ 4-HenenbHbIM(-H), 8-
HeneNnbHbIM(-1) Wi 12-HenenbHbIM(-M) HWHTEPBAJIOM(-aMH) TIOCJIE BBEIEHUS

NEePBON MOAAEPKUBAIOLIEN JO3bI; U

i) BBOZSIT IOMOJIHUTENIbHYIO TTOIIEPKUBAOIIYIO 103y IMOCTIE KaXKA0W OLIEHKH YPOBHSI
AKTUBHOCTH 3a00JIeBaHMs, €CJTH Y MALMEeHTa He ObLT TOCTUTHYT BBICOKHI YPOBEHb
KJIMHIYECKOTO OTBETA, O OBTOPHOT'O TOCTHIKEHUS Y MALIMEHTA BHICOKOTO YPOBHS

KIIMHHYCCKOI'O OTBETA.

Crioco0 neyenus: ncopuasa 1o .57, OTIHYAKOLIHACSA TeM, YTO aKTHBHOCTh 3a00JICBaHHMS
OLICHUBAIOT C 4-HEeNeNbHBIMUA WHTEPBAJIAMHU TOCJIE€ BBEACHUS MEPBOI MONAEP KUBAOIIEH
71031, U AOTIOJHUTENBHYIO MOAAEPKUBAIOIIYIO 103y BBOASAT MOCIIE KaX/10H OLIEHKHU /10 TeX
Top, MOKa y MalfeHTa He OyIeT MOBTOPHO JOCTUTHYT BBICOKUN YPOBEHBb KIIMHUYECKOTO

OTBE€TA.
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Crioco0 nedyenus ncopurasa 1o .57, OTIHYAKOLIHACSA TeM, YTO aKTUBHOCTH 3a00JIeBaHMS
OLICHUBAIOT C 8-HEAEIbHBIMU MHTEPBAJIAMU MOCJIE BBEACHUS NMEPBON MOANEPKUBAOLIEH
JO3bL, ¥ TOMOJHUTENBHYIO NOAAEPKUBAOLIYIO 103y BBOAST MOCIIE KAXAOU OLIEHKU 10 TEX
1op, TOKa y MalyeHTa He OyeT TMOBTOPHO TOCTUTHYT BBICOKHH YPOBEHb KIMHHYECKOTO

OTBECTA.

Crioco0 nedenus copuasa 1o JirodoMy u3 . 34-59, OTIIMYA0 LIUICS TEM, YTO YKa3aHHbIE

OIIHY WK O0Jiee OIASPKUBAKOLINX 03 BBOIST MyTEM MOJKOXKHOW HHBEKIUH.

Crioco0 nedeHus rncopuasa, BKIOYAOIIUIN BBEIEHHE MUPUKHU3yMa0a MalUueHTy, NpuieM

yKa3aHHBIN c110CO0 BKIIIOYAET:

1) BBEJ€HHE OTHOM 1tk Oosiee MHAYKLMOHHBIX 103 MUPUKH3yMa0a 10 JOCTHKEHUS Y
NAlMeHTa KJIMHUYECKOH peMHCCHH, TAe Kaxknaas M3 OxHOW wiu  Oojee

MHIYKLMOHHBIX 103 conepkut oT 20 mr 1o 600 Mr mupukmsymada; u

1) OTCJIe)KUBAHNE YPOBHSI aKTUBHOCTH 3a00JIeBaHUS y NMALIMEHTa U BBEIEHHE OIHOU
wu OoJiee MOAAEP KUBAKOLIHNX 103 MUPHKH3YyMala, €ClTi aKTUBHOCTD 3a00JI€BaHUsI
y TalyeHTa MajaeT HIKe KIMHHYECKOW PEeMHCCHH, Ie OOHy Wiu Ooree
MOAEPKUBAIOIIMX 03 BBOASAT O IIOBTOPHOTO JOCTHMXKEHHsI Yy TMAlUeHTa
KJIMHHUYECKON PEMUCCHHM, U Kaskaash U3 OIHON Win OoJiee MOANEPKUBAKOIINX 103

copepkut oT 20 Mr 10 600 Mr MuUpHKH3yMada.

Crnioco6 nedeHus: ncopuasza mo m.61, OTIMYAOIIMACS TEM, YTO KIMHUYECKAs PEMHUCCHUS

npeacTassier co0oit yposeHnb akTuBHOCTH 3a00seBanust PASI 100 umu sPGA (0).

Crocob nevenust mcopuasa no nm. 61 wiu 62, OTIUYAIOIIUKCS TEeM, 4YTO ICOpUa3

IpeNCTaBIsIeT cOOO0H OIIIEeUHBIN ICOPHA3 OT YMEPEHHOH 10 TSKENOH CTENeHH!.

Crioco0 sieueHus ncopuasa mno Jirdomy us . 61-63, OTIHMYAOLIUICS TeM, YTO YKa3aHHBIH

MALUEHT paHee He MoTy4yas OMOJIOTHYECKYIO TEPATTHIO.

Crioco0 seueHus rncopuasa no Jrdomy us . 61-63, OTIHYAOIIUICS TeM, YTO YKa3aHHBIH

MalUECHT paHEe MoJrydall 6I/IOJ'IOFI/ILIGCKYIO TEpAIUR0.

Croco0 nedeHuss mcopwasa mo JiroOomy w3 mim. 61-65, oTiWuaromuiics Tem, 4YTO
aKTHUBHOCTh 3a0OJIeBaHUSI OLEHHBAIOT C 4-HenenbHbIM(-U), 8-HenenbHbIM(-M) Wi 12-
HEeNeNbHBIM(-M) UHTEPBAJIOM(-aMH1) TIOCJIe BBEACHHsS MEPBON HHIYKIMOHHOW MO3bI, W

JOTIOTHUTENBHYIO(-bI€) MHIYKIIUOHHYIO(-bIe) H03y(-bl) BBOIST TOCJE KaKIOW OLIEHKHU
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YPOBHA aKTUBHOCTH 336OHeBaHI/I$I, €CJIM y nanueHTa HE ObL1a AOCTUTHYTA KIIMHUYCCKAsA

pemuccusi.

Crioco0 nevenust icoprasa mo JrodoMy u3 mi. 61-66, OTIHYAIOLIUICS TeM, YTO KaKaasi U3
YKa3aHHBIX ONHOHN Wiu OoJiee MHAYKUMOHHBIX 103 comepxut 20 mr, 30 mr, 100 mr, 120

mr, 125 mr, 250 mr, 300 mr, 350 mr, 400 mr wiu 600 Mr Mmupukuzymada.

Crnioco0 nedenus icopuasa no JrodoMy u3 mi. 61-67, OTIHYAIOLIUICS T€M, YTO KaKaast U3

YKa3aHHBIX OXHOHN Win 60jiee MHAYKIHOHHBIX 103 conep kut 250 Mr mupukusymada.

Crnoco0 neyenust ncopuasza no jgrodomy u3 mm. 61-68, OTIMHYAIOIMUNACS TEM, YTO eCIH

YPOBEHb aKTHUBHOCTHU 3a00JIeBaHUs Yy NanueHTa NMagacT HUXKE KJIUMHUYECKOH peEMUCCHUHU, TO:

1) MALUEHTY BBOIAT MEPBYIO MOIAEPKUBAIOLIYIO 103y MUPHKU3yMa0a;
i1) OLIEHUBAIOT aKTUBHOCTh 3a00JieBaHus C 4-HeeabHbIM(-H), 8-HeqeNbHbIM(-H) HITH
12-HenenbHbIM(-1) HUHTEpPBAJIOM(-aMH) nocJne BBEJICHUS nepBoOu

MOJIEPKUBAIOLLEN JO3BI, U

i) NoCjie  KaKOOW  OLEHKH YPOBHS  AKTUBHOCTH  3a0OJIeBaHUST ~ BBOZST
JOTIOTHUTENTBHYIO(-bI€) TOAAEPKUBAOIIYIO(-1e) M03y(-bl), €CIIU Y TMalUeHTa He

ObL1a IMOBTOPHO AOCTUTHYTa KIIMHHUYECCKass PEMUCCUA.

Criocob nevenust icopuasa no JrdoMy u3 . 61-69, OTIHYAIOLIUICS TEM, YTO KaKIasl U3
YKa3aHHBIX OHOH win OoJjiee moaaep kuBaromux 103 coaepskut 20 mr, 30 mr, 100 mr, 120

mr, 125 mr, 250 mr, 300 mr, 350 mr, 400 mr uau 600 Mr Mupukuszymada.

Crniocob nevenust icopuasa no JrdomMy us mi. 61-70, OTIHYArOLIUICS TEM, YTO KaKIasl U3
YKa3aHHBIX OJHOW Wy OoJiee MOMAEPKUBAKOLINX 103 comepxkut 125 mr mmm 250 mr

MHUPHUKH3yMada.
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®durypa 1

Honst cyobpekToB B %, y KOTOphIX Ha0monancst orseT PASI 90, niist cyObekTOB, KOTOPBIM
BBOJIWIIN T1aLie00, U CyOBEKTOB, KOTOPBIE MOTYYaJIH JIEUeHHEe MUPUKU3YMaOOM, KOTOpPbIE
umenu cratyc <PASI 90 Ha 16 Henene u kotopsiM BBOAWIH 300 Mr Mupuku3ymada m.x.

Q8W Ha 16-52 Hepensx nepuoja NoAAEpKUBAIOLIEH Tepanuu

PASI 90

100+ Mnaueo6o, 3atem 300 mr

Q8W (n=50)

.. 30 mr Q8W, 3atem 300 mr
Q8W (n=34)
100 mr Q8W, 3aTtem 300 mr
Q8W (n=21)

g 300 Mr Q8W, 3aTtem 300 mr
Q8W (n=15)

% nauueHTOB, Y KOTOPbIX
oTMevarsics oTBeT
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®durypa 2

Honst cyobpekToB B %, y koTopbix Habmonasucst orser PASI 100, nist cyObeKTOB, KOTOPBIM
BBOJIMJIN IJ1a11e00, U CyObEKTOB, KOTOPBIE MOMYYaH JISYeHUE MUPUKU3YMaOOM, KOTOPbIE
umenu cratyc <PASI 90 Ha 16 nenene u xoropsM BBOaUIHM 300 Mr Mupuku3zymada In.K.

Q8W Ha 16-52 Hepensx nepuoja NoAAEpKUBAIOLIEH Tepanuu

PASI 100

80+ —-— Mnaue6o, 3atem 300 mMr
Q8W (n=50)

.. 30 mr Q8W, 3aTtem 300 mr
Q8W (n=34)
100 mr Q8W, 3atem 300 mr
Q8W (n=21)

- 300 M Q8W, 3aTem 300 mr
Q38W (n=15)

% nauueHTOoB, Y KOTOPbIX
oTMeuvarics oTBeT
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®durypa 3

®durypa 3a: Yposenb orBeta PASI 75 Ha 52 HegeJie B rpynnax nanueHToB, KOTOpbIe

paHee He MOJIY4YaJIH JIeYeHH e, H KOTOpPbIe paHee moJiy4anu jJevyenue, NRI

% nauueHTOB, Y KOTOPbIX
oTMmevarcs oTBeT

MaumneHTbl, KOTOpbIE paHee He
nony4vanu neyeHue

MauuneHTbl, KOTOPbIE paHee
nonyvanu nevyeHue

96.8 88.9 100 100 % 78.9 75.0 80.0 85.7
100+ 2 1001 -
oF
F Q)
o
5
a5
50- Qe 504
es
5e
-
50
E = i i i
(N=31) (N=18) (N=11) (N=8)R (N=19) (N=16) (N=10) (N=7)
Ha 52 Hepene Ha 52 Hepene
Mupuknszymat 100 mr Q8W, 3atem
mm [nauebo, 3atrem 300 mr Q8W B8 300 vr Q8W

Mupukusymab 30 mr Q8W, 3atem 300 mr
= Qsw

mm Mupuknsymab 300 mr Q8W, satem

300 mr Q8W

®durypa 3b. Yposenn orBera PASI 90 Ha 52 Hegesie B rpynnax naiueHToB, KOTOpbIe

paHee He MOJIYYaJIU JieYeHHe, H KOTOpbIe paHee nmoJiyyanu jJedyeHue, NRI

% nauueHTOB, Y KOTOPbIX
oTMevarsicA oTBeT

100

50+

MaumeHTbl, KOTOPbIE paHee
nosiyvyanu reyeHue

90.3 83.3 90.9 625 %
- - g-

[o]

=

[e]

M

>

o0

[«]

-

T

)

=

=

5]

c

{N=31) (N=18) (N=11) (N=8)

Ha 52 Hepene

B [1nauebo, 3atem 300 mr Q8W

Q8w

Mupuknsymat 30 mr Q8W, satem 300 mr

100+

oTMevarics oTBeT

R
@ Mypuknsymab 300 mr Q8W, 3atem

50-

MauuneHTbl, KOTOPbIE paHee
nosiyvyanu sie4eHue

68.4 68.8 60.0 57.1

{N=18) (N=10)
Ha 52 Hepene

(N=19) (N=7)

Mwupuknsymab 100 mr Q8W, 3arem
300 mr Q8W

300 mr Q8w
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®durypa 3c: Yposenb orBeTa PASI 100 Ha 52 Heaesie B rpynnax nauMeHToB, KOTOpbIe

paHee He MOJIYYaJIH JieUeHHe, H KOTOpPbIe paHee nmoJiy4anu jJevyeaune, NRI

MaumeHTbl, KOTOPbIE paHee He MauuneHTbl, KOTOpPbIE paHee
nonyvanu rie4yeHue nonyyanu fievyeHue
x x
§_'_ 1004 7{,.2 61.1 54.5 §_'_100-
E @ ' 375 ER
25 g8 | 474 28.6
ZE 50- ZE 50- '
= O = © T
T 0 5o
$= £z
36 a6
= =
X - X -
(N=31) (N=18) (N=11) (N=8) (N=18) (N=16) (N=10) (N=7)
Ha 52 Hepene Ha 52 Hepene
Mupukuzyma6b 100 mr Q8W, 3atem
mm [naue6o, 3atem 300 mr Q8W ] 300 mr QBW

ggwmsywl% 30 mr Q8W, 3atem 300 mr am Mpukisymas 300 mr Q8W. saTem

300 mr Q8W
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