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MUPUKHN3YMAB JUIs1 IPUMEHEHHSA B CIIOCOBE JIEYEHUA
BOJIE3HU KPOHA

Hacrosimee nzobperenne B 001meM OTHOCUTCS K CrIoco0y JieueHus 00Jie3HU
Kpona (BK) anTHTENnaMH, KOTOpBIE CBA3BIBAIOTCA ¢ CyObennHULEH pl9 uenoBeueckoro
1L-23.

BK npencrasisier codoit xpoHudeckoe 3a00JieBaHNe HEU3BECTHOM STHOJIOTHH,
Pa3BUTHIO KOTOPOT'O CIIOCOOCTBYIOT (DAKTOPBI OKPYKAOLIEH Cpebl, TEHETHUECKHE U
uMMyHoJiornueckue pakropbl. TpaHcMypaibHOE BOCHAJIEHHE, ITOPAKAIOIIEe JIIOOYI0
YaCTh JKEJTYAOYHO-KUIIEYHOTO TPAKTA OT PTa 10 aHyCca, OOBIYHO MPOSBIISIOIIEECs B BUE
IPEPBIBUCTBIX MOPAKEHUH, sABJsieTcss TUMUYHBIM nposiBieHneM BK (Baumgart D C and
Sandborn WJ, Lancet, T. 369, ctp. 1641-57, 2007). CUMITOMBI BKJIFOUAOT XPOHHYECKYIO
Auapero (4acTo ¢ KPOBBIO U CONEPIKALIYIO THOH MIIH CIIU3b), O0Jb B XKUBOTE, IIOTEPIO
BECa, JIUXOPAJKY, YTOMIIAEMOCTb, aHEMUIO, PEKTAIbHOE KPOBOTEUEHHE U YYBCTBO
pacniupanus B )kuBoTe. CUMITOMBI 3aBUCST OT CTENEHH TSKECTU U JIOKATU3ALUU
3a00ieBaHsI, IPU 3TOM y OOJIBIIMHCTBA MALHEHTOB BOZHUKAIOT a0CLeCC, CBUIL,
CTPUKTYpPA WIH HEMPOXOIUMOCTb, TPEOYIOLINEe XUPYPTUIECKOro BMeInaTenbeTa. [lpu
BK o4eHb 4acTo BCTPE4arOTCsl BO3BPATHO-PEMUTTHPYIOLIHE CUMIITOMBI, YTO O3HAYAET,
YTO Yy MHOTUX MALUEHTOB BOSHUKAIOT MEPUOTUIECKHE 00OCTpEHHsI OOJIe3HH,
yepenyromuecs ¢ nepuonamu pemuccuu (Lichtenstein G R ef al., American Journal of
Gastroenterology, T. 113, ctp. 481-517, 2018). Llensimu Jie4eHUsI B KIMHUYECKOU
NPAKTHUKE SIBJISIETCS] KOHTPOJIb CUMIITOMOB U 32KUBJICHUE CITU3UCTON 00OJIOUKH
KULICYHHKA.

[Ipecnenyercs 1enb JIe4eHUsT ayTOUMMYHHBIX/BOCIIAJIUTEIBHBIX 3a00JIEBAaHHI C
MIOMOIIBIO Tepanuy, HaueneHHoH Ha [L-23. [TepBbIM TakMM OHOJIOTHYECKHIM IMPETapaToM,
NPOEMOHCTPUPOBABLINM KJIMHHYECKYIO MOJIb3Y MPH ayTOMMMYHHOM 3a00JIeBaHIH, ObLI
YCTEeKUHYMa0, MPEACTABIISIONMUNA COO0M 0n00peHHOe YTIpaBieHHeM MO CAHUTAPHOMY
HAJ[30pPY 3a Ka4eCTBOM MHIIEBBIX NMPoAykToB U MennkameHToB CIIIA (FDA)
MOHOKJIOHAJIbHOE aHTUTEIIO JUIS JICYSHUs TICOpHasa, icopuaTuaeckoro aprpura u bK.
Ycreknnymad cBsizbiBaeT cyobenunuiy p40, obmyro anst [L-12 u IL-23; cnenoBatenbHO,
OH HalleJieH Ha 00a LMTOKHHA, a He TonbKo Ha IL-23. bnokana nmytu IL-12 moxer
npeaoTBpanaTh HHAynupoBaHHyo Thl-kneTkamu nHTEphEPOHOBYIO OJIOKANY Pa3BUTHS

Thl7-KJ’IeTOK, YTO NOTECHIHAJIBHO OTPAHUYNBACT KIIMHUYCCKYH0 aKTUBHOCTD AHTUTEII,
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HaleNeHHbIX Ha p40. DKCriepUMeHTaIbHbIE HCCIEOBAHNS TIOKA3bIBAOT, YTO OJIOKAIBI
TOJIBKO UMMYHHOH ocu [L-23/Th17/IL-17 gocTtaTouHo 1UIsl IeYeHHs Ay TOMMMYHHOT'O
BOCIIAJICHUS

(Monteleone G et al., Mediators of Inflammation, snextponnas nyonukarus, 27 mast
2009 r.). ArenTsl, crieludpUecKy HalleleHHbIe Ha cyObenunmny pl9 IL-23,
IPOIEMOHCTPUPOBAIN KIIMHUYECKYIO aKTUBHOCTD 1pH ricopuase (Sofen Heral., J
Allergy Clin Immunol. T. 133, No. 4, ctp. 1032-1040, 2014; Kopp T et al., Nature, T. 521
No. 7551, ctp. 222-226, 2015; Krueger J G ef al., J Allergy Clin Immunol., 1. 136, No. 1,

2

crp. 116-124 €7, 2015). IL-23 p19-cnenuduynble aHTUTENA TaKXKe MPOIAEMOHCTPUPOBAIN
kinHuueckyro akruBHOCTh pu BK (Sands B E et al., Gastroenterology, T. 148, No. 4,
npunoxkenue 1, S163-S164, pedepar 830, 2015; Feagan B G ef al., Gastroenterology, T.
150, No. 4, npunokenue 1, S1266, pedepar 812a, 2016).

Cxewmbl nieuennst BK anturenamu x IL-23p19 packpbitel B WO 2014/143540 Al n
WO 2017/048901 Al.

Coxpansiercst morpeOHOCTD B BapuaHTax jedeHus bK, kotopbie obecneunsaror
OJarompusITHbIE Pe3yJIbTAThI y MALUEHTOB, HATIPUMED, C TOYKHU 3peHUs 3PPEKTHBHOCTH,
0e30MacHOCTH W/WJIM TIEPEHOCUMOCTH JICUSHHsI. B 4aCTHOCTH, COXpaHseTcs: MOTpeOHOCTh
B BAPUAHTAX JICYEHUS B BHE CXEMbI IO3UPOBAHMS MUPHUKH3yMaba, oOecrneunBaroeit
ONTUMANIBHYIO 3P PeKTUBHOCTH MpH JieueHuH bK.

COOTBETCTBEHHO, B MIEPBOM aCIEKTE HACTOSILIETO H300PETEHHS MPEIIOKEH
cniocob nedenus bK, Bkiroyaromuii BBeieHue MUPUKU3yMada MalueHTy, BKITFOYAOLIUI:

a) BBEJICHHE 110 MEHBLICH Mepe OHON MHIYKIIMOHHOHN T03bI MUPHUKH3yMada

YKa3aHHOMY MAIUEHTY, I7le HHAYKIHOHHAS 1033 COAEPKHUT OT
npubnusuTensHo 200 Mr go npubnusutensHo 1200 Mr Mupukusymaba; u
b) BBEJICHHE 110 MEHbIIEH MEPe OHOMN MOAAEP KUBAOLIEH TO3BI
MHUpHUKH3yMada YKa3aHHOMY MaLUEHTY TOC/e BBEACHUS NOCIECIHEH
WHIYKIIMOHHOHN JI03bI, T MOAAEPKUBAOIIAS 1032 CONEPIKUT OT
npubnusuTensHo 100 Mr no npubmusutensHo 600 Mr Mupukusymada.

B eme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0a COTIIACHO HACTOSIIEMY
uszobperennro bK npencrasnsier coboii BK oT cpemHeit 10 Tsokenol CTeneHn TSKECTH.

B eme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIIACHO HACTOSIIEMY

n300peTeHNI0 y nanueHTa 0pu1o Hed(h(EKTHBHBIM CTAHIAPTHOE JICYSHHE.
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B eme oqHOM anbTepHATHBHOM BapHUaHTE OCYINECTBIEHHUS CIIOCOOa COrIacHO
HACTOSIIIEMY H300PETEHUIO TTALIMEHT PaHee MOIydal JeueHHe OHOJIOrHIeCKIM
npenapaToM.

B emme oqHOM anbTepHATHBHOM BapUaHTE OCYINECTBJIEHUS CIIOCOOa COrIacHO
HACTOSALIEeMY N300peTeHUI0 Y manueHTa 0buto Hed ) (PeKTHBHBIM JIeueHHEe OUOIOTHYECKUM
npenapaToM.

B eme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIACHO HACTOSIIEMY
N300pETEHNIO YKa3aHHas 110 MEHbIIeH Mepe OfIHAa MHAYKIMOHHAS 1032 COAEPIKHUT
npubnusutenbHo 200 mr, npubnusutensHo 300 Mr, mpubnusurtensHo 400 Mmr,
npubmmsutensHo 500 mr, npubausurensHo 600 Mr, npubausurensHo 700 mr,
npubamsurensHo 800 mr, npubamsurensHo 900 mr, npubausurensHo 1000 mr,
npubansutensHo 1100 mr uinn npubmmsurensHo 1200 Mr Mupukuzymada.

B npeanouTuTenbHOM BapHaHTE OCYLIECTBICHUS CIOCO0A COrNIACHO HACTOSILIEMY
N300peTEeHNI0 yKa3aHHas 110 MeHbLIeH Mepe OJJHa MHIYKLUOHHAS 1032 CONEPIKHUT
npubnusuTensHo 900 Mr MupHkH3yMada.

B ermie oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTJIACHO HACTOSIIEMY
n300pETEeHHIO MALMEHTY BBOAST ONIHY, ABE, TPU HJIH YEThIPE UHIYKIIHOHHBIE TO3BL.

B mpennoyTHTeIsHOM BapHaHTE OCYLIECTBICHHS CIIOCO0A COTJIACHO HACTOSLIEMY
n300pETEHUIO MALMEHTY BBOAST TPH UHAYKIHOHHBIE 103bI C TPUOIU3UTENBHO 4-
HeNleJIbHBIMHI UHTEPBAIAMH.

B erme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIIACHO HACTOSIIEMY
n300pETEHUI0 YKA3aHHYIO 10 MEHbIIeH Mepe OHY WHAYKLUHUOHHYIO 103y BBOJST MyTEM
BHYTPUBEHHOW MH(Y3HHU.

B ermie oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIIACHO HACTOSIIEMY
n300pETEeHUIO, €CJIH MAIMEHT He JOCTHT SHAOCKOMMYECKOrO OTBETA Yepe3 OT
npuOIU3NTENBEHO 4 0 MpUOIM3NUTENBHO 12 Henenb nocie BBEACHUS OCIeIHEH
UHIYKIIMOHHOHN JI03bI, TALIUEHTY BBOST 110 MEHBIIECH Mepe OHY MPOIJIEHHYIO
WHIYKIHOHHYIO 103y MUPHKU3yMa0a, rJie MalUeHTy BBOASAT YKA3aHHYIO MO MEHbIIEH
Mepe OfHY TMOANEPKUBAIOIIYIO 103y MUPUKH3yMaba, €CIIi MalUeHT JOCTHT
SHAOCKOMUYECKOTO OTBETA Yepe3 OT MPHUOIM3UTENLHO 4 10 MpuOIM3uTeNnbHO 12 Hepenb

MIOCJI€ BBEICHUS IOCJIEAHEN MPOAJIEHHON NHAYKIIMOHHON A03Bl, U I'1€ SHAOCKONUYECKHUN
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OTBET OIpeeieH Kak CHIKeHne oueHKH 1o mkaje SES-CD (mpocToil sSHAoCKOmUYeCcKuit
uHAekc akTuBHOCTU OoJie3Hu Kpona) Ha 50% 1o cpaBHEHUIO C UCXOIHBIM YPOBHEM.

B emme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIIACHO HACTOSIIEMY
N300pETEHHUIO MALMEHTY BBOAST YKa3aHHYIO IO MEHbBILIEH Mepe OHY MPOAJIEHHYIO
MHIYKIHOHHYIO 103y, €CJIU NAllUeHT He JOCTUT SHAOCKOIMYECKOIO OTBETA Yepe3
NpUONHU3NUTENBHO 4 HEAENH 1OCIe BBEIEHUS MTOCIeAHEeH HHAYKIIMOHHOHN JT03BL.

B eme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIACHO HACTOSIIEMY
n300pETEHNIO BBOJST HECKOJIBKO MPOJIEHHBIX HHAYKIIMOHHBIX 103 C MPUOINU3UTENBHO 4-
HeNleJIbHBIMHI HHTEPBAIAMHU.

B emme onHOM NpennoYTUTENIEHOM OCYIIECTBIICHHUS CIIOco0a COrJIaCHO
HACTOSIIEMY U300PETEHUIO BBOASAT TPH MPOUICHHBIE HHAYKIIMOHHBIE 103l C
npUOIU3UTENBHO 4-HeAETbHBIMU HHTEPBAJIAMH.

B eme onHOM BapuaHTe OCYIIECTBICHHUS CIIOCO0a COTIACHO HACTOSIIEMY
n300peTEeHHIO MPOJIeHHAsi UHAYKLIMOHHAS 1032 (A03bI) COAEPKUT Mpudnu3utenbHo 200
mr, npubausutenbHo 300 mr, npubmusutensHo 400 Mr, npudbausutensHo S00 Mr,
npubnusuTensHo 600 Mr, mpubnusutenbHo 700 mr, mpubnusutenbHo 800 mr,
npubnusuTensHo 900 mr, mpubnusutensHo 1000 mr, mpubnausurensHo 1100 Mr umu
npubnusuTensHo 1200 Mr Mupukusymada.

[IpennoyruTenbHO NMPOJIEHHAsT MHAYKLUOHHAS 1032 (T03bI) COAEPIKUT
npubnusuTensHo 200 Mr, mpubnusutenbHo 600 Mr, mpubnusuTenbHo 900 Mr Ui
npubnusuTensHo 1000 Mr Mupukusymada.

Eme 6onee mpeanodTuTeNbHO MPOATICHHAS HHAYKIIMOHHAS 1034 (103bI) COAEPIKHUT
npud3uTenbHo 900 Mr MupUKHU3yMada.

B ermie oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIIACHO HACTOSIIEMY
n300pETEHUIO OHY, ABE WJIN TPH MPOAJIEHHbIE HHAYKLIUOHHBIE 1036l BBOIST ITyTEM
BHYTPUBEHHOW MH(Y3HHU.

B eme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIIACHO HACTOSIIEMY
n300pEeTEHUI0 YKa3aHHAas 110 MEHbLIEH Mepe OfHA MOAACP KUBAIOLIAs 1032 CONEPIKUT
npubnusutensHo 100 mr, mpubnusurtensHo 150 mr, mpubnusurtensao 200 mr,
npubnusuTensHo 250 Mr, mpubnusutensHo 300 Mr, mpubnusuTenbHo 350 Mmr,
npubnusutensHo 400 Mr, mpubnusutensHo S00 Mr nnn npudnmsurensHo 600 Mr

MHUpHUKH3yMada.
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B erme oqHOM NpeAnoYTUTENBHOM BapHAHTE OCYLIECTBICHUS CIIOC00a COTIIACHO
HACTOSIIIEMY M300PETEHUIO YKa3aHHAs! 110 MEHbLIEH Mepe OHa MOAAEP KUBAIOLIAst 1032
comep:xut npudmmsnuTensHo 300 Mr Mupukuzymada.

B anprepHaTHBHOM MPEANOYTUTENILHOM BapUAHTE OCYIIECTBIICHHUS CIIoco0a
COTJIACHO HACTOSIIEMY M300PETEHHUIO YKa3aHHAas [0 MEHbLIEH Mepe OHa
NOAAEPKUBAIOIIAs 1032 COAEPKUT Mpudnu3zutenbHo 200 Mr MUpHKU3yMaba.

B eme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIACHO HACTOSIIEMY
N300pETEHNIO YKA3aHHYIO [0 MEHbINEH Mepe OHY MOAAEP KUBAIOLIYIO 103y BBOISAT
yepes 2-16 Hexenb nocie BBENSHUs! OCIEAHEN HHAYKIIUOHHOM O3B

B emme onHOM BapuaHTe OCYIIECTBICHHUS CIIOCO0a COTIACHO HACTOSIIEMY
M300pETEeHNIO YKa3aHHYIO MO0 MEHbIIEH Mepe OJHY MOAAEPKUBAIOLIYIO 103y BBOIST
Yyepe3 MPUOTU3UTENBHO 2 HeesH, TPUOIHU3UTENIbHO 3 HelesH, MPUOIN3UTENbHO 4
Henesu, NPUOIU3UTENIbHO 5 HeleNb, TPUOIU3UTENBHO 6 Helelb, MPUOIU3UTENBHO 7
HeJeJb, MPUOIU3UTENbHO 8 Helenb, MPUOIN3UTENbHO 12 Heeb Win NPHOIN3UTETBHO
16 Hexenb moce BBENEHUS MOCAEIHEeN MHAYKIIMOHHOM JT03bI.

B erie oqHOM NpeANOYTUTEIBHOM BaPHAHTE OCYLIECTBICHUS CIIOCO0a COTIACHO
HACTOSIIEMY H300PETEHUI0 YKAa3aHHYIO [0 MEHbIIEH Mepe OIHY MOIAEPKUBAIOIIYIO 03y
BBOJIAIT Yepe3 MPHUOJIM3UTEIBHO 4 HENeNIU NOCIIe BBEACHUS OCIeIHEeH WHYKIIHOHHON
JO3BL

B anbprepHaTHBHOM MPEANOYTUTEILHOM BapUAHTE OCYIIECTBIICHUS Criocoba
COTJIACHO HACTOSIIIEMY U300PETEHUI0 YKA3aHHYIO 110 MEHBIIEH Mepe OIHY
MO AEPKUBAIOIIYIO 103y BBOAST Yepe3 MPUOIU3UTEIHbHO 8 Helelb MOCIIe BBEISHHS
MOCJIETHEW HHAYKLIMOHHOM 103BL.

B erie ofHOM AOTIOSTHUTEIBPHOM BapHaHTE OCYLIECTBIIEHHS CrIOco0a COrJIacHO
HACTOSIIEMY H300PETEHHUIO MTALIMEHTY BBOIST HECKOJIBKO TMOAIEPKUBAOIIUX 103,
MPUYEM MEPBYIO MOAAECPKUBAIOLIYIO A03Y BBOIAT uepe3 2-16 HeAempb nocie BBeICHUs
MOCJIE€IHEW HHAYKLIMOHHOM 103BL.

B ermie oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIIACHO HACTOSIIEMY
n300pETEHHUIO TIEPBYIO MOIAEPIKUBAOLIYIO 103y BBOIAT Yepe3 MPUOIU3UTENBHO 2
HeeJH, TPUOU3UTENFHO 3 HeeNu, PUOTH3UTENbHO 4 Helelu, MPUOTU3UTEIHHO 5

HeJeJb, MPUOTM3UTENEHO 6 HeNeNb, MPUOIM3UTENLHO 7 Helelb, MPUOIN3HTEIHHO 8
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HeZelb, MPUOTM3UTENbHO 12 Hexenmb Wi MpUOIU3UTENbHO 16 Henmenb mociie BBeISHUs
NocaeAHeN NHIYKLIMOHHON JO3bI.

B emme oqHOM NMpeANOYTUTENIBHOM BapHAHTE OCYLIECTBICHUS CIIOC00a COTIIACHO
HACTOSIIIEMY H300PETEHHUIO TIEPBYIO MOAAEP KUBAOLIYIO 103y BBOIST Yepes
pUOIM3UTENbHO 4 HEeNU TIOCTIe BBEISHUS MTOCIEAHEH MHIYKIIHOHHOM! JTO3BI.

B anpTepHaTUBHOM MPEANIOYTUTEIEHOM BapUAHTE OCYLIECTBIICHHS CITOCO0a
COTJIACHO HACTOSILIEMY H300PETEHUIO MEPBYIO MOAAEPKUBAIOLIYIO 103y BBOIAT Yepe3
NpUOIM3UTENbHO 8 HeeNb TOCTIe BBEICHUS MTOCIeAHEeH MHIYKIIHOHHOM JTO3BI.

B eme oqHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0A COTIACHO HACTOSIIEMY
M300pETEeHUI0 OIHY WK 0OJiee TOTIOIHUTENbHBIX MOIEPIKUBAOIIHX 103 BBOIST C
npUOTU3UTENBHO 4-, TPUOTU3UTENHHO 8- WK NMPUOIM3UTEIBHO 12-HeneabHbIM(1)
MHTEPBAIOM(aMH) MOCIIe BBEACHUSI IEPBOH MOAEP KUBAKOINEH TO3bI.

B emme onHOM NpennoYTUTENIEHOM BaPHAHTE OCYLIECTBIEHHS CIIOC00a COTrIaCHO
HACTOSIIEMY U300PETeHUIO OIHY MK 00Jiee TOTOIHUTEIBHBIX MOAAEPKUBAIOIINX 103
BBOJIAIT C MPHUOJIM3UTEIBHO 4-HeAeNbHBIM(1) HHTEPBAJIOM(aMH1) TIOC)IEe BBEICHHS MEPBOI
NMOAAEP>KUBAOIIEH JO3bI.

B erie oqHOM NpeANOYTUTEIBHOM BapHAHTE OCYLIECTBICHUS CIIOCO0a COTIIACHO
HACTOSIILEMY H300PETEHUIO OIHY HJTH OOJiee TOTIOJIHUTENbHBIX MOAACPKUBAIOLINX 103
BBOJIAIT C MPHOJIM3UTENIBHO 8-HEAeNbHBIM(HM) HHTEPBAJIOM(aMH) TIOCIIC BBEICHHS MEPBOI
NMOAAEPKUBAIOIIEN AO3bI.

B erie oqHOM NMpeANOYTUTEIBHOM BaPHAHTE OCYLIECTBICHUS CIIOCO0a COTIIACHO
HACTOSIIEMY M300PETEHUIO MONAEPKUBAIOINYIO(1e) T03Y (I03bI) BBOAST IMyTEM
HOAKOKHOU UHBEKIIUU.

B erie oqHOM NpeANOYTUTEIBHOM BaPHAHTE OCYLIECTBICHUS CIIOCO0a COTIIACHO
HACTOSAIIEMY N300PETEHUIO CIIOCO0 BKITFOYAET:

a) BBEJICHUE MALMEHTY TPEX WHAYKLIHUOHHBIX 103 MUPHKH3yMada myTeM
BHYTPUBEHHON MHBEKLIUH, ITI€ KaXK1asi THIYKLHOHHAS 1032 COAEPKUT
npubnusuTensHo 900 Mr Mupuknsymada; u

b) BBEJICHHE MALMEHTY MOAIEPKUBAIOINEH(1X ) 036! (103) MUPUKU3yMada
MyTeM MOJIKOKHOU HHBEKIIUH C MPUOTUIUTETBHO 4- WIIA MTPUOTU3UTENBHO
8-HeneIbHBPIMU HHTEPBAJIAMH, T7I€ MIEPBYIO MOAAECPKUBAIOIIYIO 103y

BBOJIAT Uepe3 MPHOJIM3UTEIBHO 4 HEeNN WK NPUOIH3UTENBHO 8 Henemb
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MIOCJI€ BBEICHUsI OCIEAHEN HHAYKLIUOHHOM O3Bl U [AE KaXaasi
nonaepkuBaromas 1o3a cogeps:kut 200 mr win 300 Mr MupukH3ymada,
rae bK npencrasnsier coboit BK ot cpenHeit 1o TspKenol CTeneH: TSKECTH.
B emme ogHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIIETO N300pETeHNs Y TallMeHTa
ObUI0 HEAPEKTUBHBIM CTAHAAPTHOE JICUEHHE.
B anbrepHaTHBHOM BapUaHTE OCYINECTBJICHUS HACTOSALIETO U300PETeHNs TAlIUEHT
paHee mojy4an JieueHre OHOJOrMYECKUM MPENnapaToM.
B eme ogHOM anbTepHATUBHOM BapUaHTE OCYILLECTBICHHs HACTOSIILErO
n300peTeHus y nanueHTa Obu10 HeaPEeKTUBHBIM JieueHHe OHOJIOTHUECKUM ITPETNapaToM.
B emme onHOM NpennoYTUTENIEHOM BaPHAHTE OCYLIECTBIEHHS CIIOC00a COTrIaCHO
HACTOSIEMY U300PETeHUIO BBOAAT TPH MHIYKLMOHHBIE 103l MUPUKH3YyMaba C
npUOIM3UTENBHO 4-HeAeIbHBIMU HHTEPBAIAMHU, M NEPBYIO MOAEPKUBAIOIIYIO 03y
BBOJSIT Yepe3 MPUOIM3UTENIBHO 4 HeleNn TOCie BBEACHUs TOCIeHEeH HHAYKIIHOHHOM
JO3BI.
B eme onHOM acnekTe HaCTOSIIEro H300PETEeHNUs MPEAJIOKEH MUPUKH3YMa0 Juis
npuMeHeHus npu jeueHuu bK, rne ykasanHoe iedyeHue BKIIIOYAeT:
a) BBEJICHHE 110 MEHbLICH Mepe OHON MHIYKIIMOHHOH TO3bI MUPUKH3yMada
NALMEHTY, IIe HHAYKIHOHHAS 1032 CONEPKUT OT MpuOm3uTeabHo 200 Mr
1o npubnusutensHo 1200 Mr Mupukusymada; u
b) BBEJICHHE 110 MEHbIIEH Mepe OHOMN MOAAEP KUBAOLIEH O3B
MHUpHUKH3yMada MalKueHTy MOCe BBEICHUS TOCIEAHEeH HHIYKIIHOHHON
J03BI, TI€ TIOIEPKUBAIOIIAS 103a COAEPKUT OT MpuOn3uTesibHo 100 Mr
1o npudausuTebHo 600 Mr MUpUKH3yMada.
B onHOM 13 BapHaHTOB OCYINECTBIIEHUs HacTosALIero n3obperenus bK
npenctassier codoit BK ot cpenHeli 10 TSKeNoi CTeNneH! TSHKEeCTH.
B erme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIIETO H300PETeHUs Y TAIIHEeHTA
ObUTO HEAPPEKTUBHBIM CTAHAAPTHOE JICUECHHE.
B anprepHaTHBHOM BapHaHTE OCYINECTBJICHUS HACTOSIIETO N300PETEHUS TALIUEHT
paHee TmoJyda JieueHrne OHOJOrHYECKUM MPENapaToM.
B e1ie ogHOM anbTepHATUBHOM BapUaHTe OCYILIECTBIEHHs HACTOSIILErO

n300peTeHus y nanueHTa Obu10 Hea(PEeKTHBHBIM JieueHHe OHOJIOTHYECKUM MPETapaToOM.
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B emme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIETO N300PETeHNs YKa3aHHAs 110
MEeHbIIEH Mepe OlHAa MHAYKLNOHHAS 1032 COAEPKHUT mpuonusnutensHo 200 mr,
npubnusutensHo 300 mr, mpubnusutensHo 400 mr, mpubnusurtensHo 500 mr,
npubnusutensHo 600 Mr, mpubnusutensHo 700 mr, mpubnusurtensHo 800 Mmr,
npubnusuTensHo 900 mr, npubnusurtensHo 1000 mr, mpubnusurensHo 1100 Mr umm
npubnusutensHo 1200 Mr Mupukusymada.

B npennouTtuTenbHOM BapHaHTE OCYLIECTBICHHS HACTOSINErO H300pETEHHS
yKa3aHHas 110 MEHbIIEH Mepe OJIHA MHAYKLHUOHHAS 1032 COAEPKUT MpUOmm3uTesbHo 900
MI' MUPUKH3yMada.

B emme onHOM BapuaHTe OCYIIECTBICHUS HACTOSILErO N300PETeHNS MALIEHTY
BBOZAT OZHY, [1B€, TPU WUJIM YETHIPE UHAYKLMOHHBIE O3B

B eme ogHOM NpennoOYTUTEIPHOM BAPUAHTE OCYLIECTBIEHNUS] HACTOSIIIETO
N300peTeHus! MAlMEeHTy BBOASAT TPH MHIYKLUOHHBIE 03I C MPUOIU3UTENBHO 4-
HeZEJIbHBIMY UHTEPBAJIaMU.

B anpTepHAaTUBHOM MPEANIOYTUTEIBHOM BapUAHTE OCYLIECTBJICHUs HACTOALIErO
n300peTeHNs YKa3aHHYIO [0 MEHbINEH Mepe OIHY MHAYKLHUOHHYIO 103y BBOJST MyTEM
BHYTPUBEHHOW MH(Y3HHU.

B ere oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIIETO N300PETeHMUs, €CITH
NAIMEHT He JOCTHT SHAOCKOMMYECKOrO OTBETA Yepe3 OT MPUOIU3UTENBHO 4 10
npuOIM3UTENBbHO 12 Henenb Mocyie BBEISHUs MOCeNHENH HHAYKIIMOHHOW 036, TALIMEHTY
BBOJIAIT TI0 MEHBLIEH Mepe OJJHY NMPOIJICHHYIO MHAYKLHUOHHYIO 103y MUpUKH3yMada, rae
MaLUEeHTy BBOAAT YKA3aHHYIO MO MEHBIIeH Mepe OHY NOAAEP>KUBAIOLIYIO 103y
MHUPHUKH3yMada, €CIIM MAEeHT JOCTUT SHAOCKOIINYECKOrO OTBETA Yepe3 OT
npuOIU3NTENBEHO 4 10 MpUOIM3NTENBHO 12 Henenb mocie BBEACHUS OCIeTHEH
MPOJIEHHON MHAYKLIMOHHOM A03Bl, U I7l€ SHAOCKONUYECKUN OTBET ONPENENIeH KaKk
cHIkeHue oneHku no mkane SES-CD Ha 50% no cpaBHEHUIO ¢ HCXOIHBIM YPOBHEM.

B e1e ogHOM MpennouTUTEIbHOM BapHaHTe OCYLIECTBIEHNUS] HACTOSIIETO
n300peTeHNs MALUEHTY BBOIST YKa3aHHYIO IO MEHbILEH Mepe OIHY MPOAJIEHHYIO
MHAYKLMOHHYIO 103y, €CJIU MALUEHT He JOCTUT SHAOCKOMNYECKOr0 OTBETA Yepes

pUOIM3UTENBHO 4 HEeU TIOCTIe BBEIeHUS MTOCIEAHEH UHIYKIINOHHOM JTO3BI.
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B erme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIETO N300pETeHNsT BBOISAT
HECKOJIBKO MPOAJIEHHBIX HHIYKIMOHHBIX 7103 C TPUOIU3UTENBHO 4-HeeIbHbIMU
UHTEPBAJIAMU.

B erie oqHOM NpeANIOUYTUTENLHOM BaPHAHTE OCYIIECTBICHUS] HACTOSIIETO
n300peTeHNs BBOAST TPU NPOJICHHbIE HHAYKIIMOHHBIE 103bI C MPUOIU3UTENBHO 4-
HeNleJbHBIMHI HHTEPBAIAMHU.

B emme oqHOM BapuaHTe OCYIIECTBIICHUS HACTOSIIETrO N300peTeHNs POIJIEHHAs
MHYKIHMOHHAs 1032 (103bI) copepkuT npudausutensHo 200 mr, npubnusurensHo 300
mr, npubauzurensHo 400 mr, npubauzurensHo S00 Mmr, npudnusutensHo 600 Mr,
npubmmsurensHo 700 mr, npubausurensHo 800 mr, mpubausurensHo 900 Mmr,
npubmmsurensHo 1000 mr, npubnusurenshHo 1100 mr win npubnusutensao 1200 mMr
MHpPHKH3yMala.

IIpennoyrurenbHO NPOJIEHHAss UHAYKLIMOHHAS 1032 (I03bI) COAEPIKUT
npubamsurensHo 200 mr, npubamsurensHo 600 Mr, npubausurensHo 900 Mr nim
npubnusutensHo 1000 Mr Mupukusymada.

Eme Gonee mpeanodTuTENbHO MPOAJICHHAS UHAYKIIMOHHAS 1032 (103bI) COAEPIKHUT
npubm3uTeNbHO 900 Mr MUpUKHU3yMaba.

B erie ofHOM NPEATIOYTUTENBHOM BAPHAHTE OCYIIECTBIICHUS] HACTOSIIIETO
n300peTeHus OIHY, ABE WJIH TPH MPOAJICHHbIE HHAYKIIMOHHBIE 103bI BBOASIT MyTEM
BHYTPUBEHHOW HHDY3UH.

B erme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIIETO H300PETeHUsT YKa3aHHAS 0
MEHBLIEH Mepe OJIHA MOANEPKUBAOIIAS 103 CONEPKUT npudm3uTensao 100 mr,
npubnusuTensHo 150 mr, mpubnusurtensHo 200 mr, mpuOnu3nuTenbHo 250 Mmr,
npubnusuTensHo 300 Mr, mpubnusutenbHo 350 mr, mpudnusurtensHo 400 mr,
npubnusuTensHo S00 Mr nin npudnusurensHo 600 M MUPHKH3yMaba.

B erie ofHOM NPEATIOUYTUTENLHOM BaPHAHTE OCYLIECTBICHUS! HACTOSIIIETO
n300peTeHNs yKa3aHHasl 10 MEHbIIeH Mepe OHA TOAIePKUBAIOIIIAs 1033 CONEPIKUT
npud3uTeNbHo 300 Mr MupUKHU3yMada.

B anbrepHaTHBHOM MPEANOYTUTENLHOM BaPUAHTE OCYIIECTBICHUS HACTOSIIETO
n300peTeHNs yKa3aHHasl 10 MEHbIIEeH Mepe OHA TOAIEPKUBAIOIIAs 1033 COAEPIKUT

npud3uTeNbHo 200 Mr MUpUKHU3yMada.
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B erme oqHOM BapHaHTe OCYIIECTBIICHUSI HACTOSILIETO H300PETeHNs YKa3aHHYIO
10 MEHBLIEN Mepe OAHY MOAACPKUBAIOIIYIO 03y BBOAAT 4epes 2-16 Hexenb nocie
BBEACHUS MOCJIECIHEN NHAYKLIUOHHON 03I

B emme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIETO N300PETeHNsT YKa3aHHYIO
MO MEHbLIEH Mepe OHY MOANEPKUBAIOIIYIO 103y BBOIAT Yepe3 MPUOTU3UTETHHO 2
HeeJH, TPUOU3UTENFHO 3 Heeu, TPUOIH3UTENbHO 4 Helelu, MPUOITU3UTEIbHO 5
HeZeJb, MPUOIM3UTENBHO 6 HeNeNb, MPUOIM3UTENbHO 7 Helelb, MPUOIU3HTEIHHO 8
HeZeJb, MPUOIM3UTENBbHO 12 Hepenb win NpUOIU3UTENBHO 16 Henenb mocie BBeAeHHUs
NOoCaeAHEeN NHIYKLIMOHHON JO3bI.

B eie ogHOM npeanouTUTENIbHOM BapUAHTE OCY LECTBJIEHUSI HACTOSIIIETO
n300peTeHus yKa3aHHYIO MO MEHbIIEH Mepe OfHY MOAEPKUBAIOLIYIO TO3Y BBOAST Uepes3
npuOIM3UTENBHO 4 HEAEH M0CiIe BBeISHHS IIOCIeIHEH HHIYKIIMOHHON 103BI.

B anbrepHaTUBHOM NPEANOUYTUTEIBHOM BAPUAHTE OCYLIECTBIEHUS HACTOSIIIETO
N300peTeHNs yKa3aHHYIO MO MEHbIIEH Mepe OfHY MOAAEPKUBAIOLIYIO J03Y BBOAST Uepes3
NpUOIU3UTENIBHO 8 HEeNb MOCIe BBEIEHUS MTOCIEAHeH HHYKIIMOHHOMN JTO3BL.

B erie oqHOM BapHaHTe OCYIIECTBIICHHUST HACTOSIIETO U300PETeHUS TTALIUEHTY
BBOJSIT HECKOJIBKO MOANIEPKUBAIOIINX A03, IPUYEM NEPBYIO NOANEPKUBAKOIIYIO O3y
BBOJAT depes3 2-16 Henenp nociie BBeACHNs NOCAeAHENH NHAYKIIMOHHON O3BL.

B ere oqHOM BapHaHTe OCYIIECTBIICHHUST HACTOSLIETO U300PETEHHUS TIEPBYIO
MOIJEPKUBAIOLIYIO 103y BBOISAT Yepes3 MPUOTU3UTENBHO 2 HEACNH, MPUOIU3UTENHHO 3
HeeNu, MPUOU3UTENbHO 4 HelleNu, TPUOTU3UTENILHO 5 HeNlelb, MPUOIU3UTETHHO 6
HeJleJb, MPUOTM3UTENILHO 7 HeNeNb, MPUOIU3UTENBHO 8 HeleNb, MPUOIU3UTENbHO 12
Henesb WK NPUOIN3NTENBbHO 16 Henenb nocie BBEACHUS OCIeIHEH HHTY KITHOHHON
JO3BI.

B ene onHOM npeANnOUTUTEIBHOM BapUAHTE OCYIIECTBIEHUs HACTOSLIETO
n300peTeHNs MEePBYIO MOAAEPKUBAOLIYIO 103y BBOIST Yepe3 MPUOIN3UTENBHO 4 Henenu
MOCJIE BBEICHUS MOCAEAHEeN HHAYKLIUOHHON O3bI.

B anpTepHaTUBHOM MPEANOYTUTEIBHOM BaPUAHTE OCYIIECTBIICHUS HACTOSALLETO
n300peTeHNs MEPBYIO MOAAEPKUBAIOLIYIO 103y BBOAST Yepe3 MPUOIU3UTENLHO 8 Helelb
MOCJIE BBEICHUS MOCAEAHEeN NHAYKLIUOHHON O3bI.

B erme oqHOM BapraHTe OCYIIECTBIICHUST HACTOSIIETO H300PETEHNST ONTHY MU

0oJ1ee NTONOTHHUTENBHBIX MOANEPKUBAOIINX 03 BBOAST C MPUOIH3UTEIBHO 4-,
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NpUOIU3UTENBHO 8- WK MPUOIU3UTENBHO 12-HenenpHbIM(M) HHTEPBAJIIOM(aMH) TIOCITE
BBEICHUS NIEPBOH MOJAEPIKUBAIOLIEH TO3bI.

B ere oqHOM NpeANIOYTUTENBHOM BaPHAHTE OCYIIECTBICHUS] HACTOSIIETO
n300peTeHns OHY WK 0oJiee JONOJHUTEIbHBIX MOAEPKUBAIOIINX 103 BBOAST C
NpUONU3NTENBHO 4-HeneabHBIM(1M) HHTEPBAJIOM(aMH1) TTOCHIE BBEICHUS IEPBOH
NOAAEPKUBAOIIEN AO3BI.

B anbrepHaTHBHOM MPEANOYTUTENBHOM BapUAHTE OCYINECTBIICHUS HACTOSIIETO
n300peTeHNs OIHY WK 0oJiee JONOJHUTEIbHBIX MOANEPKUBAIOIINX 103 BBOAST C
NPUONU3NUTENBHO 8-HeAeIbHBIM(1) HHTEPBAJIOM(aMH1) TOCHIE BBEIEHUS IEPBOH
MOAIeP KUBAIOLIEN JO3bI.

B ere oHOM NpeANOYTUTENBHOM BapHAHTE OCYLIECTBICHUS] HACTOSILIETO
n300peTeHus MOAAEPKUBAIOINY0(He) 103y (I03b1) BBOASIT MYTEM MOAKOXKHOW HHBEKIUH.
B erie oqHOM NpeANOYTUTENBHOM BaPHAHTE OCYLIECTBICHUS] HACTOSILIETO

N300peTeHus JIeYeHNE BKIIIOYALT:

a) BBEJICHHE TALMEHTY TPeX HHAYKLHUOHHBIX 103 MUPUKHU3yMaba myTeM
BHYTPUBEHHOW MHBEKLIUH, TI€ KaXas HHIYKIIMOHHAS 1033 COEPIKHUT
npubnusuTensHo 900 Mr Mupukn3ymMada; u

b) BBEJICHHUE MALIMEHTY MOAAEPKUBAIOIIENH(1X ) 03Bl (103) MUPUKU3yMada
MyTEeM MOIKOKHON MHBEKIIHH ¢ PUOIHU3UTEIBHO 4- MITH NPHOJIM3UTEIBHO
8-HeneNbHBIMU UHTEPBAJIAMH, TI€ TIEPBYIO MOAACPIKUBAIOLIYIO 103y
BBOJIAT Yepe3 MPHOIM3UTEIBHO 4 HEeNN WK NPUOIH3UTENBHO 8 Heneb
MIOCJI€ BBEICHUS NOCIEAHEN HHAYKIIMOHHOM IO3bL, U TAE KaXKAasi
noaaep kuBaromas 103a cogeps:kut 200 mr win 300 Mr MuUpUKkH3yMada,

rne bK npencraensier coboii BK oT cpenHeit 1o TsoKenol CTeneHH TSKECTH.

B erme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIETO H300pETeHUs Y TTAIIHeHTa

ObUTO HEAPPEKTUBHBIM CTAHAAPTHOE JICUSHHE.

B anprepHaTHBHOM BapHaHTE OCYINECTBJICHUS HACTOSIIETO N300PETEHUS TALIUEHT
paHee TmoJyda JieueHrne OHOJOTHYECKUM MPETapaToM.

B emie oqHOM anbTepPHATUBHOM BapUAHTE OCYINECTBIICHUS HACTOSIIETO
n300peTeHus y nanueHTa Obu10 He3((PEeKTHBHBIM JieueHHEe OHOJOTHYECKUM MPETapaToOM.

B ere ofHOM NPEANIOUYTUTENBLHOM BaPHAHTE OCYIIECTBICHUS] HACTOSIIIETO

n300peTeHNs BBOAST TPU MHAYKLIHOHHBIE 103bI MUPUKH3YMa0a C MPHOIM3UTEIBHO 4-
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HeZIeJIbHBIMU UHTEPBAJIaMU, U MEPBYIO MOAAEPKUBAIOIIYIO A03Y BBOAST Uepes3
NpUOIU3NTENBHO 4 HEAETH MOCIe BBEIEHUS IMOCNIeAHEeH HHIYKIIMOHHOHN JT03BL.
B eme ogHOM acriekTe HACTOSINEro H300PETEHHs MPEIIOKEHO TPUMEHEHHNE
MHUPHUKN3yMa0a B M3TOTOBJIEHUH JIEKAPCTBEHHOTO CPENICTBA JUIS IPUMEHEHHS ITPH
nedenuu bK, rae ykasaHHOE JleueHHUEe BKIIIOYAET:
a) BBE/ICHUE 110 MEHbLIEH Mepe OHON MHIYKIIMOHHOMN 103bI MUPUKH3yMala
NALMEHTY, T1€ HHAYKIMOHHAs 1032 COAEPKUT OT MpuOmm3uTensHo 200 mr
no npubnusutensHo 1200 Mr Mupukusymada; u

b) BBEJICHUE 110 MEHBLIEH MEPe OJHON MOAAEPKUBAOLIEH JO3bI
MHpHKH3yMada MalfeHTy 1ocie BBEACHUs MOCIeIHeH HHAYKLIMOHHOM
T03bl, T1e TIOAIePKUBAIOIIAsS 1033 COAEPKUT OT MpudIu3uTesibHo 100 Mr
10 npubnusutensHo 600 Mr MupuknzymMada.

B onHOM 13 BapHaHTOB OCYLIECTBIEHUs HacTosiero n3ooperenus: bK
npezacrasysier coboii BK ot cpenHeii 10 TsDKENOM CTENeHN TSHKECTH.

B eme onHOM BapuaHTe OCYIIECTBICHUS HACTOSILIETO H300PETeHNs Y MalleHTa
ObLI0 HEAPPEKTUBHBIM CTAHAAPTHOE JICUECHHE.

B anbprepHaTHBHOM BapUaHTE OCYINECTBJICHUS HACTOSIIETO M300PETEHUS TALIUEHT
paHee MoJyda JeueHrne OUOJOrHYECKUM MPEnapaToM.

B ewme onHOM anbTepHATUBHOM BapUAHTE OCYILIECTBIEHUs HACTOSLIETO
nu300peTeHus y nanueHTa Obuto Hed((PeKTHBHBIM JieueHHEe OHOJOTHUYECKUM MPETapaToM.

B erme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIIETO H300PETeHUsT YKa3aHHAS 0
MEHbLIEH Mepe OTHAa MHAYKLUOHHAS 1032 COASPKHUT mpuoin3utesibHo 200 mr,
npubnusutensHo 300 mr, mpubnusutensHo 400 mr, mpudnusurtensHo S00 mr,
npubnusuTensHo 600 Mr, mpubnusutensHo 700 mr, mpudnusurtensHo 800 mr,
npubnusuTensHo 900 mr, mpubnusutenbHo 1000 mr, mpubnusurensHo 1100 Mr umm
npubnusuTensHo 1200 Mr Mupukusymada.

B nmpennouTHTebHOM BapHaHTE OCYLIECTBICHHS HACTOSINErO H300PETEHHS
yKa3aHHasl 110 MEHbIIEH Mepe OTHA MHAYKIUOHHAS 1033 COAEPIKUT MpUuOm3uTeibHo 900
MI' MUPUKH3yMada.

B emme ogHOM BapHaHTe OCYIIECTBIICHUS HACTOSALIETO H300PETEHUS TALIUEHTY

BBOJST OJIHY, ABE€, TPU WJIU YEThIPE UHAYKLIMOHHBIE TO3BL



10

15

20

25

30

13

B erme oqHOM NpeANOYTUTENEHOM BaPHAHTE OCYIIECTBICHUS] HACTOSIIETO
n300peTeHNs MAUEHTY BBOAST TPU UHAYKIIHOHHBIE TO3BI C MPUOIM3UTEIBHO 4-
HeNleJbHBIMHI UHTEPBATAMH.

B anbrepHaTHBHOM MPEANOYTUTENLHOM BaPUAHTE OCYIIECTBIICHUS HACTOSIIETO
n300peTeHNs YKa3aHHYIO 110 MEHbIIEH Mepe OIHY MHAYKLHUOHHYIO 103y BBOJAT MyTEM
BHYTPUBEHHOW HH(Y3UU.

B erme oqHOM BapuaHTe OCYIIECTBIICHUS HACTOSIIETO N300pETeHNUs, €CITH
NALMEHT He JOCTHUT SHAOCKOIUYECKOrO OTBETA Yepe3 OT MPUOIU3UTENBHO 4 10
npuOnM3NTENbHO 12 Henenb nocie BBEACHUS NOCIeHeH HHAYKLIIMOHHON A03bI, MAIUEHTY
BBOJISIT 110 MEHbIIEH Mepe OAHY NMPOIJICHHYI0 HHAYKLIUOHHYIO 103y MUPUKH3yMala, rae
MALMEHTY BBOJAT YKAa3aHHYIO 110 MEHbIIEH Mepe OAHY MOANEPKUBAIOLIYIO 103y
MHpPHKH3yMada, eClIN MALHEeHT JOCTHT YHAOCKOIMYECKOTO OTBETA Yepe3 OT
npuOIM3UTENBHO 4 10 MpUOIU3UTENbHO 12 Hexeb nocie BBeAeHUs OCIeHeH
NPOIJICHHON HHAYKLIIMOHHON J03bl, U T€ SHAOCKONUYECKUH OTBET ONPEENIEH KakK
cHkeHue oneHku no mkane SES-CD Ha 50% mo cpaBHEHUIO ¢ HCXOQHBIM YPOBHEM.

B erie oqHOM NPEANIOYTUTENIBHOM BAPHAHTE OCYLIECTBIICHUS] HACTOSIIIETO
n300peTeHNs MAUEeHTY BBOAST YKa3aHHYIO MO MEHbILEH Mepe OHY MPOAJICHHYIO
UHIYKIHOHHYIO 103y, €CJIA MAIlMeHT He JOCTHUT SHAOCKOMMYECKOrO OTBETA Yepe3
NpUOU3UTENBHO 4 HEAEH MOCJe BBEIEHUS MMOCIEAHEeH HHYKIIMOHHOMN JTO3BL.

B erme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIETO H300PETEHUsT BBOIST
HECKOJIbKO MPOAJIEHHBIX HHIYKIIHOHHBIX 7103 C TPUOIU3UTEIBHO 4-HeeTbHbBIMU
UHTEPBAJIAMHU.

B erie ofHOM NPEATIOYTUTENLHOM BAPHAHTE OCYLIECTBICHUS] HACTOSIIIETO
n300peTeHNs BBOAST TPU NPOIJICHHBIE HHAYKIIHOHHBIE 103bI C MPUOIU3UTEIBHO 4-
HeNleJbHBIMHI UHTEPBAIAMH.

B erme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIETO H300pETeHUsT IPOIICHHAS
WHIYKIHMOHHAs 1032 (103b1) copep:kuT npudmusutensHo 200 mr, npubnusurensHo 300
mr, npubnusurensHo 400 mr, npubnusutensHo S00 Mr, mpudbnusuTensHO 600 Mr,
npubnusutensHo 700 mr, mpubnusutensHo 800 mr, mpubnusutensHo 900 mr,
npubnusutensHo 1000 mr, npubmmsurensro 1100 mr nimn npubnmmusurensao 1200 mr

MHUpHUKH3yMada.
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IIpennoyruTenbHO NMPOIEHHAsT HHAYKLMOHHAS 1032 (T03bI) COAEPIKUT
npubnusuTensHo 200 Mr, npubnusutensHo 600 Mr, mpubnusutensHo 900 Mr uiH
npubnusutensHo 1000 Mr Mupukusymada.

Eme 6onee npeanodTuTensHO NpOATICHHAS MHAYKIIMOHHAS 1034 (103bI) COAEPIKHUT
npudm3uTenbHo 900 Mr Mupukuzymada.

B erie oqHOM NpeANIOUYTUTENBLHOM BaPHAHTE OCYIIECTBICHUS] HACTOSIIETO
n300peTeHNs OHY, ABE UM TPU MPOAJICHHbIE HHAYKIIMOHHBIE 103bI BBOAST IyTEM
BHYTPUBEHHOW HH(Y3UU.

B eme oqHOM BapuaHTe OCYIIECTBIICHUS HACTOSILIETrO N300pETeHUs YKa3aHHas 110
MEHbIIIEH Mepe OfHA MOANEP KUBAIOINAST 1033 COAEPKUT Mpudmu3uTenbHo 100 mr,
npubmmsurtensHo 150 mr, npubnusurensHo 200 mr, npubausurensHo 250 mr,
npubmmsurensHo 300 mr, npubausurensHo 350 mr, npubausurensHo 400 mr,
npubamsutensHo 500 Mr nm npudanszutensrHo 600 Mr Mmupukusymada.

B ere oqHOM NpeANIOYTUTENBHOM BapHAHTE OCYLIECTBIICHUS] HACTOSILIETO
n300peTeHus yKa3aHHas 110 MeHbIIeH Mepe OJJHa MOIEPIKUBAIOLIAs 1032 CONEPIKUT
npubm3uTeNbHO 300 M MUpUKHU3yMaba.

B anbrepHaTUBHOM MPEANOYTUTEILHOM BaPUAHTE OCYIIECTBJICHUS HACTOSIIIETO
n300peTeHus yKa3aHHasl M0 MEHbIIeH Mepe OHA TIOAIePKUBAIOIIIAS 1033 CONESPIKUT
npubm3uTeNbHO 200 Mr MUPUKHU3yMaba.

B ere oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIETO H300PETeHUsT YKa3aHHYIO
10 MEHBLIEN Mepe OAHY MOAAEPKUBAIOIIYIO 03y BBOAAT depes 2-16 Hexenb nocie
BBEJICHUsI IOCJIEAHEN NHAYKIIUOHHON TO3bI.

B erme oqHOM BapHaHTe OCYIIECTBIICHUS HACTOSIIETO H300PETEHUsT YKa3aHHYIO 110
MEHBIIEH Mepe OHY NMOAAEP KUBAIOLIYIO 103y BBOAST Yepe3 MPUOIU3UTENbHO 2 HEleIH,
NPUOU3UTENBHO 3 HEAeIH, MPUOIN3UTENBHO 4 HeleH, MPUOIN3UTENbHO 5 HEeAeb,
NPUOIU3NUTENEHO 6 HEAeIb, MPHOIU3UTEIBHO 7 HEIeNb, MPUOIM3UTEIBHO 8 Helleb,
npuOIU3NTENBHO 12 Henenb Wi NpUOIH3UTENbHO 16 Henenb mocie BBEIeHUs
NocaeAHeN UHAYKLIMOHHON JO3bI.

B erie oqHOM NPEANIOUYTUTENBLHOM BaPHAHTE OCYLIECTBICHUS! HACTOSIIIETO
n300peTeHNs YKa3aHHYIO M0 MEHbINEH Mepe OIHY MOIAEPIKUBAIOIIYIO 03y BBOIST Yepe3

pUOIM3UTENBHO 4 HEeNU TIOCTIe BBEISHUS TTOCIEAHEH UHIYKIIHOHHOM JTO3BI.
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B anbrepHaTHBHOM MPEANOYTUTENLHOM BapUAHTE OCYIIECTBICHUS HACTOSIIETO
n300peTeHNs YKa3aHHYIO M0 MEHbINIEH Mepe ONIHY MOAEPIKUBAIOIIYIO 03y BBOIAT Yepe3
npUOIM3UTENILHO 8 Helelb TOCTIe BBEICHUS MTOCIEAHEH HHIYKIIHOHHOH JTO3BI.

B ermme oqHOM BapuaHTe OCYIIECTBIICHUS HACTOSALIETO N300PETEHNS TALIUEHTY
BBOJIIT HECKOJIBKO MOA/IEPKUBAIOIINX 103, IPUYEM MEPBYIO MOAAEPKUBAIOIIYIO 103y
BBOJAT 4epes3 2-16 Henenb nocie BBeACHNs OCAEAHEN NHAYKIIUOHHON JO3BbL.

B eme oqHOM BapuaHTe OCYINECTBIEHUS HACTOALIETO N300PETEHUS IEPBYIO
NOJAEP>KUBAIOIIYIO 103y BBOAST Yepe3 MPUOIU3UTENbHO 2 HeleH, TPUOIHU3UTENBHO 3
HeseNy, TPpUOIU3UTENbHO 4 Heleu, TPUOIU3UTENbHO 5 HeNlelb, MPUOIU3UTETHHO 6
HeJeJb, MPUOIU3UTENBbHO 7 Helelb, MPUOIU3UTENbHO 8 Heneb, MPUOIU3UTEIbHO 12
HeJeJIb MITH NPUOIM3UTENBbHO 16 Henenb mociie BBeACHUs MOoCIeqHeH HHAY KIIHOHHOM
J03BI.

B erie oqHOM NpeANOYTUTENBHOM BaPHAHTE OCYLIECTBICHUS] HACTOSILIETO
N300peTeHus MePBYIO MOAAEPIKUBAIOLIYIO 103y BBOAST Yepe3 MPpUOIH3UTENbHO 4 Henenn
MIOCJI€ BBEICHUS NOCIEAHEN HHAYKLIMOHHOM TO3bI.

B anbrepHaTUBHOM MPEANOYTUTENILHOM BaPUAHTE OCYIIECTBJICHUS HACTOSIIIETO
n300peTeHus MEePBYIO MOAAEPKUBAIOLIYIO 103y BBOAST Yepe3 MPUOIU3UTENIbHO 8 Helelb
MIOCJI€ BBEICHUS NOCIEAHEN HHAYKLIMOHHOM TO3bI.

B ermie oqHOM BapHaHTe OCYIIECTBIICHUST HACTOSIIETO H300PETEHHST OJTHY HITH
0oJ1ee TONOMHHUTENBHBIX TOAAEPKUBAOIINX 03 BBOAST C MPUOIH3UTEIBHO 4-,
PUOIU3UTENBHO 8- WK MPUOTM3UTENbHO 12-HenenbHbIM(U) HHTepBaIOM(aMu) MOCIIe
BBEICHUS TIEPBOH MOIAEPIKUBAOLIECH TO3bI.

B erie ofHOM NPEATIOYTUTENLHOM BAPHAHTE OCYLIECTBICHUS] HACTOSIIIETO
u300peTeHus OAHY WiH 0oJiee TOTIOTHUTENbHBIX OAAEPKUBAOIINX 103 BBOIST C
NPUOITU3NTENBHO 4-HenebHBIM(HM) HHTEPBAJIOM(aMH1) TTIOCIE BBEICHUS IIEPBOH
MOAAEPKUBAIOIIEN AO3BI.

B anbrepHaTHBHOM MPEANOYTUTENLHOM BaPUAHTE OCYIIECTBICHUS HACTOSIIETO
nu300peTeHus OAHY WK 0oJiee TOTIOJHUTENbHBIX MOAAEPKUBAOIINX 103 BBOIST C
NPUOTU3NUTENBHO 8-HeAeIbHBIM(H) HHTEPBAJIOM(aMH1) TTOCIIE BBEICHUS IEPBOH
MOAAEPKUBAIOIIEN AO3BI.

B ere ofHOM NPEANIOUYTUTENBLHOM BaPHAHTE OCYIIECTBICHUS] HACTOSIIIETO

n300peTeHNs MOAAEPKUBAOINYO(ME) N03Y (03bI) BBOAST MYTEM ITOAKOKHONW HHBEKIUH.
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B erme oqHOM NpeANOYTUTENEHOM BaPHAHTE OCYIIECTBICHUS] HACTOSIIETO
n300peTeHNs JIeueHNE BKIIFOYAET:
a) BBEICHUE MALIEHTY TPEX MHIYKIHOHHBIX 103 MUPHKH3yMaba myTem
BHYTPUBEHHOW MHBEKLINH, TA€ KaX1as HHAYKIIMOHHAS 71032 COAEPIKHUT
5 npubnusutensHo 900 Mr Mupukusymada; u
b) BBEJICHHE MMALIMEHTY MOAAEP KUBAIOIIEH(1X ) 036! (103) MUPUKHU3yMada
MyTEeM MOJKOXHON MHBEKIUH ¢ TPUOIU3UTENBHO 4- UITH NPHOJIM3UTEIBHO
8-HeneNbHBIMU HHTEPBAJIAMH, T7I€ TIEPBYIO NOAAEP KUBAIOLIYIO 103y
BBOJSIT Yepe3 MPUOIU3UTENbHO 4 HeleNu Wi MpUOIH3UTENbHO 8 Henennb
10 110CJI€ BBEACHUS NIOCIIEHEN NHAYKIIMOHHON A03bL, U TAe KaXKaas
noaaepskuBaromas 103a cogepxkut 200 mr win 300 Mr Mmupukuzymada,
rae BK npencrasnsier coboii BK ot cpenHeli 10 TsKeNOM CTENeHU TSKECTH.
B eme onHOM BapuaHTe OCYIIECTBICHUS HACTOSILIErO H300PETeHNUs Y MalleHTa
ObUT0 HE(PEKTHUBHBIM CTAHIAPTHOE JICUSHHUE.
15 B anbrepHaTHBHOM BapHaHTE OCYIIECTBJICHUS HACTOSIIETO M300PETEHUS TALIMEHT
paHee moJyda jJeueHrne OUOJOrHYECKUM MPEnapaToM.
B ermie oqHOM abTepHATUBHOM BapUAHTE OCYINECTBIICHHUS] HACTOSILIETO
u300pereHus y nanueHTa Obuto Hed((PeKTUBHBIM JieueHHe OHOJOTHUYECKUM MPETapaToM.
B erie ofHOM NPEATIOYTUTENIBHOM BAPHAHTE OCYLIECTBIICHUS] HACTOSIIIETO
20  u300peTeHus BBOIAT TPU MHAYKLHUOHHBIE O3bI MUPUKU3yMada ¢ IPUOIU3UTENBHO 4-
HeNleJIbHBIMI HHTEPBAJIAMH, U TIEPBYIO MOIICPKUBAIOIIYIO 03y BBOIST Uepes3
NpUOTU3NUTENBHO 4 HEAEH MOCIIe BBEIEHUS MMOCIeHEeH HHIYKIIMOHHOMN JTO3BL.

KPATKOE OITUCAHHUE TPAOUYECKUX MATEPHAJIOB
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Ha ¢ur. 1 nokazaHbl cpeiHNE CBIBOPOTOYHBIE KOHLIEHTPALIMH MUPUKU3yMala B
Te4YeHHe NHAYKLMOHHOTO Mepro/ia B UCCIEA0BAHNH, ONMCaHHOM B npumepe 1. Cpennsis
KOHLIEHTpALMs OLIEHEHA Ha OCHOBE MOMYJISITMOHHBIX PK-aHaNU30B ¢ UCHOIb30BAHUEM
3HAYEHHUH KIMPEHCa Y OTAENbHBIX CYOBEKTOB U O0IIeH 103bl, MOJYYEHHOH B TEUEHHE
UHAYKIHOHHOTO niepuoaa. CyOBeKThI ¢ BBINAAIOIINMA HUI3KUMHU KOHLIEHTPALUAMHU B
OCHOBHOM OTHOCSITCSI K CyOBEKTaM, KOTOPbIE NPEKPATHIIN YIaCTHE B UCCIEIOBAHUH U HE
MOJIYYMJITH BCEX 3aIIAHMPOBAHHBIX BBEIEHUI MUPHUKH3yMaba.

Ha ¢ur. 2 nokasaHsl cpeiHIEe CHIBOPOTOYHBIE KOHLIEHTPALIMH MUPHUKHU3yMala B
Te4eHHEe NMOAIEPKUBAIOILEr0 NEPUOAA B UCCIIEI0OBAHNN, ONIMCAHHOM B Ipumepe 1.
Cpenssist KOHLIEHTpaLMsl OLIEHEHA HAa OCHOBE MOMyJIALUOHHBIX PK-aHanu30B ¢
UCIIOJIb30BAHUEM 3HAUSHUH KJIMPEHCA Y OTAEIbHBIX CYOBEKTOB U JO3bI, MOJYUYE€HHOI B
TE€YeHHEe MOAAEPKUBAIOILEr0 NEPUOAA.

Ha ¢mr. 3 n3o0paxkeHa 3aBUCUMOCTb KIUPEHCA, PACCYUTAHHOTO U3
NOMYJIALMOHHON (PapMaKOKHMHETHYECKO MOJIEITH, OT MAcChl TeJIa B UCCIIENOBAHUH 13
npumepa 1.

Ha ¢ur. 4 nzobpakeHa 3aBHCUMOCTb 00BEMa pacIpeaesieH sl B IEHTPAIbHOM
KOMITAPTMEHTE, PACCYMTAHHOTO U3 MOMYJISIHMOHHON (PapMaKOKHHETUYECKOW MOJIENH, OT
Macchbl TeJla B UCCIIeJOBaHUH U3 npumepa 1.

Ha ¢ur. S nzobpaskeHa Bu3yasibHasi OLEHKA MPEICKaA3aTeIbHON CTOCOOHOCTH
nondopa MOAEIH ISl SHAOCKOMMUYECKOTO OTBETa Ha 12 Hejene B UCCIEAOBAHUH U3
npumepa 1.

Ha ¢ur. 6 nzobpaskeHa Bu3yasbHasi OLEHKA MPEICKA3aTeNbHON CTOCOOHOCTH
non0opa MOAENH IJisi SHAOCKOITUYECKOU peMuccun Ha 12 Henesle B UCCIIeIOBAaHUY 13
npumepa 1.

Ha ¢wur. 7 nokazaHo MOAEIMPOBAHKUE YAaCTOThI 3HAOCKOMUYECKOrO OTBETA U
SH/IOCKOIMYECKOH pemuccruu Ha 12 Henene sl 103 MUPUKU3yMada U 3KCTIIO3ULIUH,

MPEACTABJIAOIIUX UHTEPEC, AJIsI UCCIIEAOBAHUA U3 IIpUMEPa 2.

NOAPOBHOE OITMCAHHUE
Cy1ecTByIOT pa3MuHbIe BAPUAHTHI H3MEPEHHsI YPOBHS aKTUBHOCTHU 3200 1€BaHUS

bK, BkirOYasi, He OrpaHUYMUBAsICh NEPEUUCIECHHBIM, [IpOCTON 3HIOCKONMNYECKUI HHACKC
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axtuHocTH Oonesnn Kpona (SES-CD) (Daperno M ef al., Gastrointest Endosc., T. 60,
No. 4, ctp. 505-512, 2004) u Unnexc akruBHocTu Oonesnu Kpona (CDAI).

SES-CD npexcrasinsieT co00i SHAOCKOMUYECKYIO CUCTeMy OlleHKU BK,
OCHOBAHHYIO Ha 4 SHIOCKOMHUYECKHX MEPEMEHHBIX (HAJIH4YHe U pa3Mep s3B, T0JIs
MOBEPXHOCTH, MOKPBITOH sI3BaMH, A0JIS MOBEPXHOCTH, IIOPAXKEHHOH 3a001eBaHNEM, A
TaK>Ke HaJM4YHe U BBIPAXKEHHOCTh CTEHO3a), KOTOPBIE OLIEHUBAIOTCS B 5 TOHKO-
MOAB3/I0IIHO-000I0YHBIX CETMEHTAX KHINEYHHKA (TIOB3JOLIHAS KHIITKA, BOCXOSIIAs,
nonepeyHast 1 HUCXofsiiasi 000j0YHasl KUIIKA, 1 psimast kuiika). Kaxnas us 4
SH/IOCKOMUYECKHX MEPEMEHHBIX OLleHHBaeTcs OT O 10 3: Haymu4ue U pa3mep s3B
(otcyTerByroT = 0 6aos; quametp ot 0,1 cm 10 0,5 cm = 1 Gam;, ot 0,5 cMm 10 2 cmM =2
bamna; >2 cMm = 3 Oayuia); CTeNeHb N3bsI3BIECHHS MOBEPXHOCTHU (0TCyTCTBYeT = 0; <10% =
1; ot 10% no 30% = 2; >30% = 3); cTeneHb NOpaskeHust MOBEPXHOCTU (OTCyTCTBYET = 0;
<50% = 1; ot 50% no 75% = 2; >75% = 3); u Hanuuue u TUMN CyxkeHus (oTcyTcrByeT = 0,
eNMHUYHOE, TPOXOAUMO = 1; MHO)KECTBEHHOE, IPOXOAMMO = 2; HET IPOXOAUMOCTH = 3).
OOmmuii UTOT MONMYYAIOT KaK CyMMY OLIEHOK IO BCEM SHIOCKOINYECKUM LIKAJIaM IO BCEM
cermMeHTaM KuieuHuka. OUeHKH HaXOOsaTCs B quana3one ot 0 1o 56, mpudem OoJiee
BBICOKHE OLICHKH YKa3bIBAIOT Ha OoJiee Tsukeoe 3a00neBaHue.

Wnpnexc akruBHoctr Oonesnn Kpona (CDAI) - 3T0 nokaszarenb aKTUBHOCTH
3a00J1eBaHMsI 1O 8 MOKA3aTENSIM, COCTOSIIUN U3 3 TTOKa3aTeNIel, COO0IaeMbIX
MALMEeHTOM, H 5 MoKa3aTesei, coodiaeMbIx Bpadom/aadoparopueii (husnkaabHble
NpPU3HAKH U TaOOpaTOpHbIN mapameTp [reMatokput]). OTBETh MALIMEHTOB CYMMHPYIOTCS
3a 7-IHEBHBIH MEPHO, TIOCJIE Yero BCE 3JIEMEHThI B3BELIHBAIOTCS C MTOTy4YEHUEM
cymmapHoro Oana B nuanasone ot 0 mo 600 6amios. Cm. Ipunosxenue 10.8 mist
nosyueHus 6onee nmoapoOHoi nHGopmarmu 06 ucxonax, coodIaeMbIX MAllHEeHTAMU
(PRO) (marmpumep, CDAI-SF, CDAI-AP u CDAI-o0mee caMouyBCTBHE).

PRO BxJroHaroT cneayomme:

e Komunuectso nedexaruii (BMC)
e MHupekc aktuBHOCTH Oone3nu Kpona - wacrora cryna (CDAI-SF)
ITpumeuanue: bpucronbpckas mkaga CTyja UCTIOIb3YETCs B KAUECTBE
cripaBOYHOro Marepuaia ans 3anoaaenus CDAI-SF.

e MUunekc aktuBHOCTH Oone3Hu Kpowna - 6onb B sxuBote (CDAI-AP)



10

15

20

25

30

19

e MHunexc aktuBHOCTH Oone3Hu Kpona - obmee camouyscteue (CDAI-
o01ee caMO4yBCTBHE)

e NRS (uudposas oueHouHas mkana) OOIH B )KUBOTE

e NRS HEOTJIOXKHBIX MO3bIBOB K AedeKannn

e OOwas onenka crenenu Tspkectr naueHToM (PGRS)

e @DyHKUMOHAJbHAS OLIEHKA YCTAJIOCTH OT JIEYEHUS] XPOHUYECKOTO
3abonesanust (FACIT-ycTanocTs)

e OnpocHUK MO BOCHAIUTENbHOMY 3a00seBanuio kuueunnka (IBDQ)

B KOHTeKCTe HACTOSINEro TOKYMEHTAa TEPMUH «paHee MOJyyall JeueHue
OMONIOrHYeCKUM IpenapaToM» OTHOCUTCS K MAllMeHTaM, KOTOPBIM BBOIMIIN
Ouonornyeckuii npenapar, Hanpumep, aututeno k TNF-o, nist neuenns BK, B wactHOCTH,
nis neveHus bK ot cpenneli 10 Tsokenoi cTeneHu TsokecTH. Takue malueHThl MO
NOJIy4aTh WJIN HE MOJIy4aTh CTAHJAPTHOE JIEKAPCTBEHHOE CPEACTBO JuIs JeueHus bK.
CrannapTHble JeKapCTBEHHbIE CPeACTBa AJis edeHus BK BKIIIOUar0oT aMUHOCAINIIIIATHI,
6-mepkantonypuH (6-MP) unu azatuonpus (AZA), KOPTUKOCTEPOUABL, S-
AMHUHOCAJIULIMIIOBYIO KUCIOTY (5-ASA) u cTepoumsl

B KOHTEKCTe HACTOSIIIEro TOKYMEHTa TEPMUH «ObUI0 Hed((HEKTUBHBIM JICYCHUE
OMOIOrMYEeCKIM IMpenapaToM» OTHOCUTCS K MAllMeHTaM, KOTOPBIM BBOIMIIN
Ouonoruveckuii npemnapar, Hanpumep, anturesao k TNF-a, mst nedenus BK, B wacTHOCTH,
s nedeHus bK ot cpenHeit 10 Tsbkenol cTeneHu TskeCcTH. Takue marueHTbl MO
NOJIy4aTh WM HE MOJIy4aTh CTAHJAPTHOE JIGKAPCTBEHHOE CPEACTBO Juist JeueHust BK.
CrannapTHbIe JJEKapCTBEHHbIE CPEACTBa A JiedeHnss BK BKITFOYar0T aMUHOCATUIIIIATHI,
6-mepkanrTonypuH (6-MP) unu azatuonpus (AZA), KOPTUKOCTEPOUABL, S-
AMHHOCAITHIIMIIOBYEO KUCIIOTY (5-ASA) u creponasl. Y TaKUX NallMEHTOB HAOJFOIAETCsI
HEYIOBJIETBOPUTENIbHBIA OTBET HA, IOTEPSI OTBETA HA WJIM HETIEPEHOCHMOCTD TEPATTHH
Ounonornyecknmu npenaparamu ais edeHus: BK (takumu kak anturena k TNF). B
KOHTEKCTE TEPMHHOB «ObUIO HEA((PEKTUBHBIM JIEUEHHE OHOJIOTHUECKUM MPETIapaToM»
HEYOBJIETBOPUTENIbHBIA OTBET O3HAYAET MPU3HAKU M CUMIITOMBI TIOCTOSIHHO aKTUBHOTO
3a0oneBaHMsl, HECMOTPSI HA HHAYKLIHOHHOE JIEYeHNE C O0OPEHHBIM HHAYKIIHOHHBIM
I03MPOBAaHNEM, KOTOPOE OBLIO YKa3aHO B HHCTPYKLIUH 110 MPUMEHEHHIO JIEKAPCTBEHHOTO
npernapaTa Ha MOMEHT UCTOJIb30BaHus. B KOHTEKCTe TepMuHa «ObUTO HE3 () PEeKTHBHBIM

JieueHre OMOJOTMUECKUM npenapaTomM» noTepsi OTBETA OMPEACIICHA KaK ITOBTOPHOC
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NPOSIBJIEHUE MPU3HAKOB U CHMIITTOMOB aKTHBHOT'O 3a00JIEBaHHS BO BpEMsI OI0OPEHHOTO
MO AEP>KUBAIOIIETO JO3UPOBAHUS TTOCHIE paHEe JOCTHTHYTOTO YIIYUIIEHUS KIMHUYECKIX
nokasarenei (TpekpalieHne JeUeHNs, HECMOTPSI Ha YJIy4IIeHHE KITMHUYECKIX
rokasaresel, He OTHOCUTCS K He3((HEeKTUBHOMY JICUEHHIO MITH HENEPEHOCUMOCTH
Ononornyeckux npemnaparos s repanuu BK). B koHTekcTe TEpMuUHA «OBLITO
Hed(h(PeKTUBHBIM JiedeHne OMONIOTHYECKUM IPEnapaToM» HENepEeHOCUMOCTh O3HAYAET
HENepeHOCHUMOCTh B aHaMHe3e nH(IMkcnMada, anannmymada, uepToanymada maroJa,
Beposm3ymada, Haranmnzymada Uil JPyrux 0100pEeHHBIX OMOIOTHYECKUX MPEnapaToB
(BKIJIIOUAsi, HE OIPAHUYNBASICH TIEPEUNCIEHHBIM, HHPY3HOHHYIO PEAKLIHUIO,
AEMHUETMHU3ALIUIO, 3ACTOHHYIO CEPACYHYIO HEIOCTATOYHOCTD HIIH JII000€ Apyroe
CBSI3aHHOE C JIEKapCTBEHHBIM cpencTBoM HI, koTopoe mpuBesno K CHUKEHHIO 103bI TN
OTMEHE JIEKapCTBEHHOT'O Mperapara).

B KOHTeKCTe HACTOSAIIEro TOKYMEHTa TEPMUH «HE TOJTydal JeueHHe
OMONIOrMYECKUM TIPEnapaToM» OTHOCHTCS K MAILlMeHTaM, KOTOPBIM He BBOJIMIIN
Ouonornyeckuii npenapar, Hanpumep, aututeno k TNF-o, mist neuenns BK, B wactHOCTH,
s neueHus BK ot cpenHeit 1o Tsbkenol cTeneHu TskecTH. Takue marueHTbl MO
MOJIy4aTh WM HE MOJIy4aTh CTAHJAPTHOE JIEKAPCTBEHHOE CPEACTBO Jutst JeueHust BK.
CrannapTHbIe JJeKapCTBEHHbIE CPeACTBa AJisl JiedeHnss BK BKITIOYat0T aMUHOCAJTUIIIIATHI,
6-mepkanrtonypuH (6-MP) unu azatuonpus (AZA), KOPTUKOCTEPOUABL, S-
AMUHOCAJIUIIMIIOBYIO KUCIOTY (5-ASA) u cTepoumsL

B koHTekcTe HACTOSIIEro JMAOKYMEHTa TepMUH «ObUI0  HedPPeKTHBHBIM
CTaHIAPTHOE JICUEHHE» OTHOCUTCS K TMAaLWUeHTaM, Yy KOTOpPBhIX HabJromaercs
HEYZOBJIETBOPUTENIbHBIA OTBET, TIOTEPsI OTBETa HAa WJIM HEMEPEHOCHMOCTb IO MEHBIIEH
Mepe OJJHOTO 3 CJIEAYIO LIHX JIEKAPCTBEHHBIX CPEICTB: COSAMHEHUS S-aMUHOCAIULIMIIOBON
(ASA) xwucnotsl, koptukoctepounbl, AZA, 6-MP wmm wmerorpekcatr (MTX), wu
aHTHOMOTHKH, puMeHsieMble ipu BK. ¥V manneHToB, y KOTOpBIX ObUIO HEIPPEKTUBHBIM
CTaHIApPTHOE JIeueHue, He ObLJIO HM OTCYTCTBHUSI OTBETOB K OMOJIOTHYECKOMY IMpemnapary,
HU TPOSIBJICHUH HETePeHOCHMMOCTH Omosiorndeckoro mpenapara (antutena k TNF wmn
aHTHTENa K UHTETPUHY ), TpUMeHsieMoro s nedenus: BK.

B xonTekcrte Hacrosmero nokymenra «bK ot cpennelt 1o Tsbkenoi crenenu
TSDKECTW» onpeneneHa kak auario3 bK B Teuenue >3 mecsues, Hannune akTuBHOW bK u

ouenka 1o mkane SES-CD >7 (ueHTpann3oBaHHAst HHTEPIPETALHST) AJIs1 CyOBEKTOB €
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3a005eBaHNEM NOJB3OLUTHON M 000IOYHON KUIIKH UK >4 1151 CYOBEKTOB C
3aboeBaHNEeM, OTPaHIMYEHHBIM IMOAB3IOIIHON KHUIITKOH, B Te4eHue 14 qHel 10 BBeIeHHS
NepBOH A03bI UCCIIEyEeMOT0 Mpenapara.

B xoHTeKCTe HACTOALIErO JOKYMEHTA «yJyullleHHe KIMHUYECKUX MoKa3aresein»
OTIPENIeJIEHO KaK HATMYHe HHIOCKOIUYECKOrO OTBeTa (CHIKEHHNE OLeHKH 1o mkaje SES-
CD nHa 50% 1no cpaBHEHHIO C UCXOIHBIM YPOBHEM) MJIH CHH)KEHHE OLIEHKH I10 LIKaJe
SES-CD na 25% 1o cpaBHEHHUIO ¢ UCXOAHBIM YPOBHEM B COUETAHUH CO CHH>KEHUEM
OLIEHKH 110 IKaye 4actoTel cryia (SF) wiu 6omu B skusote (AP) Ha 40% 10 CpaBHEHHIO C
HCXOAHBIM YPOBHEM.

B KOHTEKCTE HACTOALLErO TOKYMEHTA «3HIOCKOMUYECKUH OTBET» ONpENeeH Kak
cHikeHne oneHky 1o mkane SES-CD Ha 50% 1o cpaBHEHHIO ¢ UCXOIHBIM YPOBHEM.

B koHTeKCcTe HacTosIero JOKyMeHTa «3Haockonuueckas pemuccus SES-CD < 4y
ornpezneneHa kak odmas ouenka no mkaiae SES-CD < 4 u cHibkeHHe 1o MeHbIIelH Mepe Ha
2 Gasia 1o CpaBHEHHIO C NCXOJHBIM YPOBHEM, U OTCYTCTBHE OLIEHKH >1 1o Kakon-nmubo
U3 JOTOJIHUTEIIbHBIX LKA

B xoHTekcTe HacTosAIIero ToKyMeHTa «3Hnockonudeckast pemuccust SES-CD 0-2»
onpeneneHa kak odmas oueHka no mkane SES-CD < 2.

B xoHTekCcTe HaCTOALIEro TOKyMEHTa «KIMHIYeckast pemuccusi mo PRO»
onpenesieHa Kak HeB3BeleHHas cpequecyrounas SF < 2.5 wnu < 3 (KOJIM4YeCTBO KUAKOTO
WJIM O4eHb MSTKOTO cTyna [cornacHo Munekcy aktuBHocTH Oone3nu Kpona, CDAI],
OTHECEHHOTO K Kareropuu 6 wim 7 bpucronbckoii mkans! cryia [Lewis and Heaton
1997], T. €. )KUAKHUI WK BOOSHUCTBIN CTYJI) U HEB3BeIIeHHast cpeqHecyTouHas AP <1
(AP [4-OanmnbHas mikana: 0 = oTcyTcTBYeT, 1 = Nerkasi, 2 = CpeqHsisi, 3 = TsiKeNas|), U Kak
SF, Tak u AP He Xy’ke HCXOJHOTO YPOBHS

B xoHTekcTe HacTosALIEero JOKyMeHTa «KiInHudeckuii orser no PRO» onpenenen
kak cHrokeHue SF w/mmm AP no menbineid mepe Ha 30% U1 He Xyske UCXOTHOTO YPOBHSI.

B xoHTekcTe HacTOALIEro TOKyMeHTa «KInHN4eckas pemuccus no CDAI»
onpeneneHa kak ouenka no mkane CDAI <150.

B xoHTekcTe HacTosIero 1oKkyMeHTa «kiuHudeckuii orser no CDAI» onpenenen
Kak  cHkeHne oueHkH no mkaige CDAI va >100 6aioB Mo CpaBHEHUIO C HCXOIHBIM

ypOBHEM W/win KiuHu4eckasi pemuccust mo CDAL
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B koHTekcTe HacTOAIIEro JOKYMEHTAa «A03a» WIH «AO3UPOBAaHUE» OTHOCHUTCS K
BBEJICHUIO BeIleCTBa (HampuMep, MUPHKU3yMada) A TOCTHXKEHUS TepameBTHYECKON
uenu (Hanpumep, nedenus bK).

B xoHTeKCTe HACTOSALIEro JOKYMEHTa K MHAYKLIMOHHBIN EPUOA» OTHOCUTCS K
NEpUOAY JIeYeHNs MALIMEeHTa, BKIFYAIOIIEeMy BBECHNE YKA3aHHOMY MALUEHTY
MHUPHUKN3yMa0a, 4TOOBI BBI3BATh YHAOCKOMUYECKUI OTBET, SHJOCKOIUYECKYIO PEMHUCCHIO
SES-CD <4, supockonudeckyro pemuccuro SES-CD 0-2, KTMHUYECKYI0 pEMUCCHUIO IO
PRO, knunnueckuii orser no PRO, knunndeckyro pemuccuto no CDAI unu
kanHu4Yeckuil orBet no CDAI rae kaxabiii U3 5TUX TEPMUHOB COOTBETCTBYET
IIPUBEIEHHOMY BbILIE onpeaeneHuto. He cyiecTByeT MUHUMaIbHONM UM MAKCUMAJIbHOM
MPOAOKUTENPHOCTH «MHAYKIIMOHHOTO MEPUOAa», HO, KaK MPABUJIO, €r0
HPOJOJUKUTEIBHOCTD COCTABIISIET MPUOTH3UTENBHO 4, TPHOIU3UTENBHO 8 WK
npubmamsutensHo 12 Henenb. OKOHYaHUE MHAYKIMOHHOTO TIEPHO/a OOBIYHO
IpeACcTaBisieT COO0H OLEHKY MO OKOHYAHUU MHAYKIIMH, TPOUCXOASALIYIO Yyepe3
npUOIM3UTENBHO 4 HEAEIH WK IPHOIU3UTENBHO 8 Heslelb NOCIe BBECHHUS TOCIeIHeH
WHAYKLIUOHHOM J103bI.

B xoHTeKCTe HACTOAIIEro JOKYMEHTa K MHAYKLIMOHHAS J1032» OTHOCUTCS K MepBO
03¢ MUpUKH3yMada, BBOJUMOMN MAaLMEHTY, YTOOBI BBI3BATh YHIOCKOITUYECKUN OTBET,
sHaockonuyeckyto pemuccuro SES-CD <4, spnockonuueckyro pemuccuro SES-CD 0-2,
KIuHU4eckyro pemuccuro no PRO, knunanueckuii otset no PRO, knuHMueckyro
pemuccuro no CDAI unu knunanueckuii orset no CDAL rae kakaplil U3 3TUX TEPMUHOB
COOTBETCTBYET IPUBEIEHHOMY BBbILIE OnpeneneHuto. « MHAyKIMOHHAs 103a» MOXKET
NPEACTABISITh COOOM PA30BYIO O3y HJIM, B KAYECTBE AJIbTEPHATHBBL, HECKOJIBKO J103.
«MHIYyKUMOHHYIO J03Y» BBOAAT B T€UEHHE UHAYKLIMOHHOTO MEPHOA.

B xoHTekcTe HAaCTOALIEro TOKyMEHTa KIIPOAJIEHHbIH HHAYKIIUOHHBINA [TepHoa»
OTHOCHTCS K MIepHUOJly JIEUeHMsI NTALUEHTa, BKJIIOYAIOIEMY BBE/IEHHE NAL[UEHTY
MHUpHKN3yMada, HeOOXOAMMOe, YTOOBI BBI3BATH SHIOCKOIMUECKUI OTBET,
sHAockonuyeckyro pemuccuro SES-CD <4, spnockonuueckyro pemuccuro SES-CD 0-2,
KIuHu4eckyro pemuccuro no PRO, knunnueckuii otset no PRO, knuHnueckyro
pemuccuro no CDAI unu knuHnudeckuii orset no CDAL rae kakaplil U3 3TUX TEPMUHOB
COOTBETCTBYET IPUBEIEHHOMY BBILIE ONPEAENEHHUI0, IOTOMY YTO 3HIOCKOMUYECKUN

OTBeT, 3HA0ckonuueckas pemuccust SES-CD < 4, sunockonudeckas pemuccust SES-CD
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0-2, xnmunauyeckas pemuccus no PRO, knmunandeckuii otBer no PRO, kinnnueckas
pemuccust o CDAI, knunnueckuii oteet no CDAI He ObutH JOCTUTHYTHI B TEUEHHE
MEPBOHAYAJIBHOIO MHAYKLMOHHOrO nepuoaa. IIpoaomkuTrensHOCTh «IIPOJIEHHOTO
MHYKIIHOHHOTO TIEPUOa» MOXKET COCTABJIATh NPUOIU3UTENBHO 4, MPUOIHU3UTENBHO 8
Wy npubnu3uTenpHo 12 Henenb.

B xoHTeKCTe HACTOALIErO JOKYMEHTA KIIPOAJIEHHAs HHAYKLIMOHHAS 103a»
OTHOCHUTCS K JIOTIOJTHUTENIbHON MHAYKIIMOHHOH J103€ MUPHKH3yMaba, BBOIUMOMN
MAaIUEeHTy, YTOOBI BBI3BATh SHAOCKOIMUYECKUH OTBET, SHIOCKOMHUYECKYI0 pemuccuio SES-
CD <4, snpockonuueckyro pemuccuio SES-CD 0-2, knmunndeckyro pemuccuro no PRO,
kiauHudeckuil orset no PRO, xnunnueckyro pemuccuro no CDAIL knuHu4Yeckuii oTBeT
no CDAI rae kaxaplil U3 5TUX TEPMUHOB COOTBETCTBYET IPUBEAECHHOMY BBbILIIE
OTIPEeEJIEHUI0, IOTOMY YTO HJOCKONMMYECKUN OTBET, SHIOCKonnueckas pemuccus SES-
CD <4, sanockonuueckas pemuccusi SES-CD 0-2, knunndeckast pemuccusi no PRO,
kanHu4Yeckuit oreeT o PRO, knnnndeckas pemuccus no CDAI unm knuHnueckuii oTser
1o CDAI He Obliii JOCTUTHYTHI B TEYEHUE NIEPBOHAYAIBHOTO HHAYKLIMOHHOTO ITEPHOTIA.
«[IpoaneHHast UHAYKUMOHHAS 103a» MOKET MPEACTABISATh COOOH Pa3oBYIO 103y WJIH, B
KauecTBe aJIbTePHATHBbI, HECKOJIBKO 103. He cymecTByer MUHUMAaIbHON WU
MaKCHMAaJIbHON MPOAOKUTENBHOCTH IIPOAJIEHHOTO HHAYKLIMOHHOTO NEPHOa», HO, KaK
NPABUJIO, €r0 MPOIOJIKUTEIBHOCTh COCTABIISIET MPUOIU3UTENHHO 4, TPUOTHU3UTENBHO 8
i npubmusuTensHo 12 Henenb. OKOHYAaHUE MPOIJIEHHOTO HHAYKIIMOHHOTO TIepUoaa
OOBIYHO TIpeCTaBISIET COOOH OLEHKY O OKOHYAHUU TPOJJICHHOW UHTYKIIHH,
MPOUCXOSINYIO Yepe3 MPUOIU3UTENbHO 4 HITH NPUOIM3UTENBHO 8 HEZeb TOCIIe
BBEACHHUA MOCJIEIHEN MPOIJIEHHON HHAYKLUUOHHON 1035l «IIpoafieHHyI0 MHAYKIIMOHHYIO
703y» BBOJAT B T€UE€HUE MPOAJIEHHOTO UHYKIMOHHOIO NEPUO/A.

B xoHTekcTe HaCTOSIIEro JOKYMEHTa KIOAAEPKUBAOLIUI IEPUO» OTHOCUTCS K
NEePUOY JICUSHHSI, BKIIOYAKOLIEMY BBEICHUE MALUEHTY MUPUKU3yMada 1ist
MOJJIEP KAHUS JKeJIaeMOr0 TeparneBTUYecKoro 3ddexra, mpencTapisomero codou
SHIOCKOIMUYECKUM OTBET, 3HAOCKOMUecKyro peMuccuio SES-CD <4, 5HI0CKOMUYEeCKYIO
pemuccuro SES-CD 0-2, knunudeckyro pemuccuro no PRO, knunndeckuii otseT no PRO,
KInHU4YecKyro pemuccuto o CDAI wnu knmuandeckuii oreet o CDAL rae xaxapiii u3
STUX TEPMUHOB COOTBETCTBYET MIPUBEACHHOMY BbILIE ONPEIENECHHUIO.

«ITopnepxuBaronInii NEpUOA» CAEAYET 3a UHAYKLIMOHHBIM MIEPUOAOM UJIU MPOIJICHHBIM



10

15

20

25

30

24

MHAYKLIMOHHBIM NEPUOAOM U, CJIEA0BATENbHO, HAUNHAETCS M0CIE JOCTUKEHUS
JKEJIAeMOT'0 TePareBTHIECKOro 3¢ (dexTa - SHIOCKONMUIECKOTO OTBETA, SHAOCKOMMYECKON
pemuccun SES-CD <4, snnockonunueckoii pemuccuu SES-CD 0-2, knunndeckoi
pemuccuu o PRO, kinuanueckoro orsera no PRO, knnnndeckoii pemuccun no CDAI
WM KInHu4eckoro orsera no CDAL

B xOHTEKCTe HACTOALLErO JOKYMEHTA KIOAAEPKUBAIOLIAS 1033» OTHOCUTCS K
NOCJEYIoLIeH 103e MUPUKI3yMa0a, BBOAUMON MALUEHTY ISl TOAAEPKAHUS WIN
IPOIOJKEHUS JKEJTAEMOT0 TEPANEBTUIECKOr0 3PP eKTa, a UMEHHO, SHIOCKOITUYECKOTO
otBeTa, sHnockonuueckon pemuccuu SES-CD < 4, spnockonuueckoit pemuccuu SES-CD
0-2, xnmuHauveckoi pemuccuu no PRO, knunnueckoro orsera no PRO, knnHnueckoi
pemuccuu o CDAI unn knunndeckoro orsera no CDAI rae kaxaplil U3 5TUX TEPMHUHOB
COOTBETCTBYET IPUBEIEHHOMY BbILlIEe onpeaenenuto. «Iloanepxuparoyr 103y» BBOIAT
HOCJIe MHAYKIMOHHOM 10361, «Iloanep kuBaroInas 103a» MOKET MPEACTaBIISATh COOOH
Pa30BYIO 03y UJIH, B KAU€CTBE aJIbTEPHATUBBI, HECKOJIBKO 103.

B KOHTeKCTe HACTOSIIEro JOKYMEHTa TEPMUHBI «JICUEHUEY, «JICUUTh)» UJIH
«OCYLIECTBJICHHE JICYSHUST» OTHOCSITCS K OTPAHUYCHUIO, 3aMEIUICHUIO, O0JIErYeHHIO,
CHI)KEHUIO WU PEBEPCHH MPOTPECCUPOBAHUS CYIIECTBYIOIIEr0 CUMIITOMA,
pacCTpOICTBA, COCTOSHUS MITH 3a00JIEBAHUS, WIN K OCTA0JICHUIO KIMHUYECKIX
CHUMIITOMOB W/HJIU TIPU3HAKOB COCTOSIHHS. B1aronpusiTHbIC WK JKeJaTelbHbIe
KJIMHUYECKUE PE3YJIbTAThI BKIIIOYAIOT, HE OTPAHUYHMBASICH NIEPEUNUCICHHBIM, O0JIerYeHne
CHUMIITOMOB, CHUKEHHE CTETIEHH TSDKECTH 3a00JIeBaHMsI HITH PacCTPOICTBA,
crabmnn3auuio 3a00IeBaHUS HITH PAcCTPONCTBA (T. €. OTCYTCTBUE YXYALIEHHS
3a00IeBaHMSI WIIH PACCTPOICTBA), 3aIEPKKY W 3aMEJICHHE POTPECCUPOBAHHS
3a00IeBaHMsI U PACCTPOKCTBA, OCNalieHne Wik BpeMeHHoe oOjierdyerue 3a001eBaHumsI
VI PACCTPONCTBA M PEMUCCHIO (KOTOPAsi MOKET OBITh YACTHYHOW WJIN TIOJTHOH)
3a00IeBaHMSI WJIH PAcCTPOICTBA, HE3ABHCUMO OT TOTO, MOTYT OBITH OHU OOHAPYKEHBI
win HeT. CyOBEKTHI, HYKAAIOIIUECS B JICUCHHUH, BKIIIOUAIOT CYOBEKTOB, Y KOTOPBIX yiKe
umeercs 3a00eBaHue.

B xonTekcTe HacTosmero fokymenra «antureno k IL-23p19» ornocures
AHTHUTEIy WK ero (parMeHTy, KOTOpoe CBsi3bIBaeTCs ¢ cyObenunamIei pl9

yenoseyeckoro IL-23, Ho He cBs3bpIBaeTCs ¢ cyobenunnuen p40 yenosedeckoro 1L-23.
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Taxum obpasom, antuteno k IL-23p19 cesasbiBaercs ¢ yenoseueckuM 1L-23, HO He
CBA3BIBAETCs C yenoBeyeckum IL-12.

Mupukuzymad, peructpaunonsbiii Ne CAS 1884201-71-1, npencrasnsier codoit
IrYMaHU3UPOBAHHOE MOHOKJIOHAbHOE anTuTeno IgG4-kamnmna, HalleleHHOE Ha
cyopenununy pl9 wenoseueckoro IL-23. YkasaHHOE aHTUTEJIO U CIIOCOOBI €r0
nosnydyeHus onucanbl B nateHTe CIITA Ne9023358.

Mupukuzymad wim copeprkaiiie ero papMareBTHIecKine KOMIO3HLUN MOTYT
OBITH BBEZIEHBI ITAPEHTEPAIBHBIMU CIIOCOOaMU (HapUMep, MOAKOKHO, BHYTPUBEHHO,
BHYTPUOPIOLINHHO, BHYTPUMBILIEYHO WJIN TPAHCAEPMAIIBHO).

TepmuH «BHYTpUBEHHAsI UH(Y3UI» OTHOCUTCS K BBEICHUIO areHTa B BEHY
MALUEeHTA-KUBOTHOTO WM NMALMEeHTa-4eJI0BeKa B TEUEHUE NIepUO/ia BpEMEHH,
MPEBBILIAIOINETO NPUMEPHO 15 MUHYT, Kak npaBuiio npumepHo oT 30 1o 90 MUHYT.

TepMuH «TOAKOKHASI HHBEKLUS» OTHOCUTCS K BBEIIEHHUIO areHTa Mo KOXy
NAaLUEeHTA-KUBOTHOTO WU NALUEHTA-4eJI0BEKa, MPEANOYTUTENbHO B KADMAH MEXITY
KOXeH U nmojJiexalle TKaHblo, MyTeM OTHOCUTENIBHO MEAJIEHHON HENPepPbIBHOMN
JIOCTaBKH M3 €MKOCTH C JIEKAPCTBEHHBIM CPEACTBOM. Y Ka3aHHBINW KapMaH MOXKET ObITh
00pa3oBaH MpH 3aXBaThIBAHUH UM OTTATHBAHUU KOKH BBEPX IO HAMPABICHHIO OT
MOAJIeKAIIEeH TKAHU.

dapmaneBTUYECKHE KOMIIO3ULIUH, COAEPIKALTNE MUPUKH3YMa0, JIsl TPUMEHEHUS
B CIIOCO0ax COTJIACHO HACTOSIIIEMY H300PETEHHIO MOTYT OBITh MOJIyY€HBI CIIOCO0aMH,
XOpOLIO U3BECTHBIMH B JaHHOM 00JacTu TexHukH (Harmpumep, Remington: The Science
and Practice a/Pharmacy, 19th edition (1995), (A. Gennaro et al., Mack Publishing Co.),
U COZIepIKaT aHTUTEJIO, PACKPBITOE B HACTOSLIEM JOKYMEHTE, H OIUH WU OoJiee
(bapMaLeBTHYECKH TPUEMJIEMBIX HOCUTEINEH, pa30aBUTENEl HITH BCIIOMOTaTEIbHBIX

BE€HICCTB.

INPUMEPDBI

IMPUMEP 1: KKIMHUYECKOE HCCJIEJOBAHUE
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MoskeT OBITh IPOBEEHO HccenoBaHnue (Pa3bl 2, YTOOBI ONPEAETUTD, SBISIETCS JIN

MHUpuKn3ymMad Oe3onacHbIM U 3 pekTHBHBIM y nmannueHToB ¢ BK ot cpenneit no Tsoxenoi

CTEIIeHU TSDKeCTH. B Takom HUCCICAOBAHUU MOXKET OBITh OLICHCHA 0€e30MacHOCTh U

5 onpeaciCHa KIIMHUYCCKasad aKTUBHOCTD, ONIPEAC/IAEMas YIYUIICHUEM B IMOKA3aTCIIAX

aktuBHOCTH BK 1 mokazarensx KiIro4eBbIX HCXOI0B, coodmaemMbix nauueHTamu (PRO).

Hean

OcHoBHas nenb Takoro uccneposanus ¢asel I - mporeMoHCcTpUpPOBATH, UTO

10 JICUCHUEC MI/IpI/IKI/ISYMa6OM IPEBOCXOOUT 1'[.]'[8,].1660 B OTHOLICHUHW MHAYKIUN

SHIOCKONMMYECKOro OTBeTa Ha 12 Hexene. BTopocTeneHHble ey MOryT BKJIIOYaTh

crenyrouee:

15

20 °

25

OLIeHKa OE30MaCHOCTH U MEPEHOCHMOCTH JICUSHHSI MEPHKU3yMaOoM;

OLIEHKA JeHUCTBUSI MUPUKH3yMaba Ha JTOJIF0 CYObEKTOB C HHIOCKOMUYECKUM
OTBETOM Ha 52 HeJele,

oneHka 3 PpeKTUBHOCTH MUPHUKH3yMada KaK MPEeBOCXOMSIIEro Mianedo B
OTHOLIEHUHU SHIOCKOMUYECKON peMuccuu Ha 12 Henene,

OLIeHKa NENUCTBUSI MUPUKH3yMala Ha OO MALUEHTOB ¢ YHIOCKOIMHYECKOM
pemuccuei Ha 52 Heqene,

OLIeHKA IENCTBUSI MUPUKH3yMa0a KaK MPEeBOCXOISIIETO MIanedo B OTHOIIEHUU
pemuccuu 1o PRO nHa 12 Henerne;

OLIEHKA ICHCTBUSI MUPHKH3YyMaba Ha OO CyObekTOB ¢ pemuccuei mo PRO Ha
52 Henene;

OILIEHKA NIEWCTBUSI MUPUKH3yMala Ha MOKa3aTelu 3J0POBbs/Ka4ecTBa KU3HU Ha 12
U 52 Henensix; u

xapakrepuctuka papmaxokuaerndeckoro (PK) nmpoduns mupukuzymada.

Koneunnie Touku MOTYT OBITH OMnpeacICHbI C UCIIOJIB30BAHUEM HIKAJIbl OLICHKH

SES-CD. DHpnockonuu MOTYT UHTEPIIPETUPOBATHCS LIEHTPATN30BaHHO. YacToTa

30  SHIOCKOMHMYECKOTO 3aKUBJICHUSI MOKET OBITh onpeneyieHa Ha 12 u 52 Henemsx.

KoHeuHbIe TOUKH OnpeneneHsl ClIeIyImuM o0pa3om:



¢ DHIOCKOIMNYECKUI OTBET:

eDHnockonuueckas pemuccust SES-CD

<4

eDHnockonuueckas pemuccust SES-CD 0-

2:

eKnunuueckast pemuccusi no PRO

oKimmanueckuii orset mo PRO

eKnnnnyeckas pemuccus no CDAI

oKimmanueckuii orser mo CDAI

27

CHIKEeHUE o011eil onenku no wkaje SES-

CD 1o cpaBHEHUIO C UCXOHBIM YPOBHEM

>50%

obmas onenka 1o mkajie SES-CD <4 u
CHIDKEHHE 110 MeHbIIel Mepe Ha 2 Oaria
o CpaBHeHI/I}O C UCXOOHBIM ypOBHeM, )41
OTCYTCTBHUE OLIEHKH >1 1o Kakoh-1m10o u3

JOIIOJIHUTCJIbHBIX IITKAaJI

obmas ouenka o mkane SES-CD <2§

HeB3BellIeHHas cpenHecyTouHas SF <3
(KonmMuecTBO KHUIKOTO UM OUY€Hb
MSTKOro cTyJa [cornacHo MHpekcy
aktuBHocTH Oonesnu Kpona, CDAI],
OTHECEHHOTrO K KaTeropuu 6 unm 7
bpucronbckoii mkans cryna [Lewis and
Heaton 1997], T. e. sxugkuii uiu
BOJISTHUCTBIH CTYJT) U HEB3BEIIEHHASI
cpennecyrounast AP <1 (AP [4-0asnbHas
mkana: 0 = orcyTrcTByeT, 1 = nerkas, 2 =
cpennsis, 3 = Tspkenas|), u kak SF, Tak u

AP He Xy»e HCXOIHOTO YPOBHS

cuwkenue SF w/unu AP no MeHbieil
mepe Ha 30% u He Xy’Ke HCXOAHOIO

YPOBHs

onenka no mkaine CDAI <150

cHmkenue oreHku no mkaine CDAI Ha

>100 GayoB MO CPaBHEHUIO ¢ UCXOAHBIM



10

15

20

25

28

YPOBHEM /WA KIMHUYECKas peEMHUCCUA

o CDAI

MeTtoanl

JTO UCCNeOBaHNE MOKET OBITh MHOTOLIGHTPOBBIM PaHAOMU3UPOBAHHBIM
1a11e00-KOHTPOJIMPYEMbIM UCCIIEAOBAHUEM C TapaJUIeIbHBIMU IPYIIIAMU, B KOTOPOM
pannomusuposad npudau3uTenbHo 191 nanueHT. CyOBeKThI MOTYT OBITH
CTpaTU(ULUHUPOBAHBI HA CIENYIOIINE KATErOPUH, U TOUHOE KOJUYECTBO BKIIFOUYSHHBIX B

moOyro rpynmy OyaeT 3aBUCETh OT CTeNeHH Hadopa KaXIOH M3 UCCIIeNyeMbIX

MOy JISILIUI:

1) He menee npumepno 30% cyObekToB He nony4anu tepanio bK
OuonornyeckuM npenapatom (Bkirouas Tepanuio bK
HKCIEPHUMEHTAIbHBIM OMOJIOTHYECKUM MIPEnapaTom); 1

i1) ITo menbiueii mepe 50% cyOBpekTOB paHee mony4aiu Tepaniio BK

OHMONIOrNYeCKUM MpenapaToM
(Bxurouast Tepanuio BK sxcnepuMeHTaIbHbIM OHOJIOrHYECKIM
npenapaTom).

HccnenoBaHue BKIIOYAET CJIEAYIOIHNE NCPUOADL:

CkpunuHr (mpuMepHo 4 Henenu):

MoskeT OBITh OLIEHEHA MPUTOAHOCTh CYOBEKTOB JUJISl YYACTHUS B UCCIICAOBAHUH 32
<28 gHeili 10 BU3UTA AJIs1 ONPEAEICHUSI UCXOAHOTO YPOBHSL.
CyOBeKThl MOTYT OBITh IPUTOAHBI [Tl YYACTHS B UCCIIENOBAHUH, TOJILKO €CITH OHH
yIOBJIETBOPSIIOT BCEM CIIEAYIOIIUM KPUTEPUSIM B TeUEHHE NeprHoa CKPUHUHTA, KOTOPBIi
cocTaBJisieT < 28 nHEW 10 HavaJia UCCIEAyEMOrO JICUEHHUs], €CJIN HE YKa3aHO UHOE:
Tun cyObekTa U XapakTepUCTHKH 3a00J1€BaHUS
1) HUwmen nuarnos BK 3a >3 mecsieB 10 HCXOQHOTO YPOBHS
i1) Nwmeer aktuBnyto BK, onpenenennyro kak adbcomoTHast SF >4 (kungkuii u
BOJSTHUCTBIN CTYJI, OTHECEHHBIHN K KaTeropuu 6 unu 7 bpucronbckon
IIKaJbI CTyNa) /i AP > 2 Ha HCXOOHOM YPOBHE, UMEET OLICHKY 10

mkane SES-CD >7 (ueHTpanu3oBaHHAs HHTEPITPETALNS) ISl CYOBEKTOB C
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3a005eBaHIEM MOAB3IOLTHON 1 000IOYHON KUIIKH WK >4 11 CYOBEKTOB
¢ 3aboJeBaHNEM, OTPAHUYEHHBIM MTOAB3IOIIHON KHINKOH, B TeueHue 14

IHEeH 10 MepBOi 103bI HCCIIENYEeMOro npenapara

IIpenpinyiiee geueHne BOCTAIUTENbHOTO 3a00neBanus kumevnuka (B3K)
A) CyOpexTs! noyKHBI ObUTH paHee mony4uTh Jeuerne bK (B coorBercTBum ¢

«a)» nnu «b)» HIXKe NN UX KOMOMHAIUEH):

a) B aHAMHE3€ HEYIOBJIETBOPUTENbHBIN OTBET HA WIIN
HETepeHOCHUMOCTb JIEUEHHsI aMUHOCAINLIIICATAMH, O-
MepkanTonypuHoM (6-MP) unu azatuonpunom (AZA),
NepopaNbHbIMU WK BHYTPUBEHHBIMU KOPTHUKOCTEPOUIAMH, WU
KOPTUKOCTEPOUIHAS 3aBUCUMOCTb B aHAMHe3€ (HECTIOCOOHOCTD

YCTELIHO CHUXKATh JO3MPOBKH KOPTUKOCTEPOUIOB Oe3 BO3BpaTa

BK)
58] 151
b) NoJTy4alt JieueHue > 1 OUONIOrHuYecKUMU areHTaMu (TaKUMH Kak
antaroHuctsl TNF, Benonu3ymal, sKCriepuMeHTaIbHbIE
Ouonornyeckue TeparneBTUIecKre npenaparsl s gedenus: bK) ¢
win 0e3 TOKYMEHTAJIbHO MOATBEP KIEHHON HCTOPHH OTCYTCTBUS
OTBETA Ha TAKOE JICYEHNE NI HENIEPEHOCUMOCTHU TaKOTO JICUESHUSI:
- Jleuenne NOKHO OBUIO OBITH PEKPALIEHO B CIETYIOIINE
CPOKH:
e anTu-TNF Tepanus - no MeHbluel Mepe 3a 8 Henenb
710 UCXOJTHOTO YPOBHS
e JieueHHe BeONM3yMaboOM - IO MeHbLIeH Mepe 3a 12
HeZeNb 10 HCXOOHOIO YPOBHS
e Tepanus BK skcniepuMeHTaNbHBIM OHOIOTHYECKUM
IpenapaToM - 0 MEHbIIEH Mepe 3a 8 Henenb 10
HCXOHOTO YPOBHSI.
B) MoskeTt nosy4aTs ClAeAyLHe JIEKapCTBEHHbIE CPEICTBA B

TEPANCBTUICCKUX JO3UPOBKAX:
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IlepopanbHble COETUHEHHS S-aMHUHOCATUIIIIIOBOH (ASA)
KHCJIOTBI: €CJIM Ha3HAUY€HHAast 103a Oblia CTaOUIIBHOH B TEUEHUE T10
MEHBIIEN Mepe 3 HeAeb A0 CKPUHUHTOBOM KOJIOHOCKOMNUH UJTH
JeyeHns ObUIO MPEKPALeHO IO MEHbIIEH Mepe 3a 3 Helenu 10
CKPUHUHTOBOH KOJIOHOCKOIINH,

IlepopanbpHble KOPTUKOCTEPOUABI OJIKHBI ObITH B 103€,
SKBUBAJIEHTHON <20 Mr/CyT npeaHu3oHa uin < 9 mr/cyT
OynecoHuza, U JOJKHBI ObITh B CTAOMIIBHON 103€ HE MeHee 3
HeJesb 10 CKPUHUHTOBON KosnoHockonuu. Ecnu neyenne
NepOopabHBIMU KOPTUKOCTEPOUAMH NPEKPAILEHO O UCXOIHOTO
YPOBHSI, OHO TOJI’KHO OBbITh IIPEKPAIEeHO MO MEHbIIeH Mepe 3a 3
HeJleJIM 10 CKPUHUHTOBON KOJIOHOCKOIINH,

AZA, 6-MP unu merorpekcat (MTX): ecnu Ha3HaueHHas 1032
Obuta cTaOMIIBHON B T€UEHHE IO MEHbIIei Mepe 4 Henemb 10
CKPUHHHTOBOMH 3HAOCKONNH. CyObeKThl, KOTOpbIE PEKPATHUIN
tepanuio AZA, 6-MP unu MTX, nomkHbl ObLUTH IPEKPATUTD
IIPUEM IIpernaparta 1o MeHbLIEH Mepe 3a 4 Heenu 10
CKPUHUHTOBOM HOCKOIUH, YTOOBI CYUTATHCS MOIXOISIIIUMU JIJISI
BKJIFOUEHUS B HCCIIEIOBAHUE.

aHTHOMOTHKH, puMeHsiemble pu BK: ecni Ha3HaueHHas 1o3a
ObLIa CTAaOMIIBHON MPUOU3UTETHHO 32 4 HEJIEIH IO UCXOTHOTO
YPOBHSI WJIH €CJIH JIeYeHHEe ObUIO MPEKPALIECHO 110 MEHBIIEH Mepe

3a 3 HeAEeNu 10 CKPUHUHTOBOW SHIOCKOIHH.

Pacnopenesnienue no JjieueOHBIM IPYIIIaM

Pacnpenenenne no neueOHBIM IPYIIIaM MOXKET OBITh OCYIIECTBIEHO C TOMOLIBIO
MaUIMHHO-T€HEPUPYEMOH CIy4aliHON NOCIEA0BATENBHOCTH C UCIIOIb30BAHUEM
UHTEPAKTUBHON cuctemsl ¢ noctynom yepe3 Muarepuer (IWRS). /s noctmkenus
COITOCTAaBUMOCTH MEXy TPYIIIaMU CYOBEKTOB CTPATU(HUIIUPYIOT HA 3TU TPYIIIIHI B
3aBHCHUMOCTH OT UX MPEALIECTBYIOIIEH Tepanuu (CM. HIDKE); 3Ta CTPATH(PUKALIHS

koHTponupyercs IWRS.
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e Kak muaumym npumepHo 30% cyOBbEKTOB MOTIJIH paHee He moyy4yarh Tepanuto bK
OMOJIOrNYeCKUM MpenapaToM (Bkrouasi Tepanuio bK skcnepuMeHTanbHbIM
OHMOIOrUYECKIM IPENapaToM).

e Ilo mensiueit mepe 50% cyOBEKTOB MOrTIH paHee mony4arsb Tepanuio BK
OMoJIOrnvecKnM npenaparom (Bkirouasi Tepanuio bK skcnepumMeHTanbHbIM
OHMOJIOrUYECKIM IIPENapaToM).

e Jlnsa Ilepuona 2 cyObeKThI, KOTOPBIM Ha3HAY€H MUPUKHU3YMa0 Ha HCXOIHOM
YPOBHE, MOT'YT OBbITh PAHAOMHU3UPOBAHBI JIMOO B IPYIINY JIEYEHUS HCXOIHOTO
ypoBHs, 1100 300 mr r/k mupukuzymada 1 p/4 Hen - 3a HCKIIFOUEHUEM BCeX
cyOBEeKTOB B rpymnie mianedo u cyObeKTOB B IPyINax JEYSHNUST MUPUKHU3YyMaOoM,
He UMEeBIIUX yiy4ieHus oneHku no mkane SES-CD no cpaBHEHHIO ¢ HCXOIHBIM
ypoBHeM Ha 12 Henene (onpenensercs: HEeHTPAITU30BAHHO), KOTOPBIE MOTYyYaoT
1000 mr mupukusymada BHyTpuBeHHO (B/B) 1 p/4 Hen. IIpeanouTuTensHO, YTOOBI
BCE CyOBEKTHI ITOJTy4ay B/B U I/K BBEACHNE MUPUKU3yMada miH rianedo B

tedenue Ilepuona 2 no cxeme ¢ JBOMHON MaCKUPOBKOM.

Tlepuon 1 (semenu ¢ 0 mo 12):

MoskeT ObITh pazpadoTan 12-HenenbHbIN MePUOa UHAYKLIUOHHOTO JO3HPOBAHUS
st oueHKH 3 dexTruBHOCTH U 0€30MaCHOCTH MUPHKU3yMada, BBOIUMOTO BHYTPHBEHHO
(8/B) Ha 0, 4, 8 Henensax. Ha ncxogHOM ypoBHE CyOBEKTHI MOTYT OBITh PAHIOMHU3UPOBAHBI
¢ pactipenenenuem 2:1:1:2 no 4 rpynmnam JiedeHus: U CTPATU(UIIUPOBAHBI HA OCHOBE

npeawmecTByrouei Tepanuu bK Ouonormueckum npenaparom:

Jlo3oBast rpynmna Mmupukusymada 1 1000 mr mupukusymada /B 1 p/4
Hen

Jlo3oBas rpymnmna Mupuku3ymada 2 600 mr mupukusymada B/B 1 p/4 Hen
Jlo3oBas rpynmna Mupukuymada 3 200 mr mupukuszymada /B 1 p/4 Hen
IMnanebo Inanebo, BBonuMoe B/B 1 p/4 Hen

ITepuon 1 moskeT ObITH pazpaboTan ans onpeneneHus 3¢ GekTHBHOCTH
(sHOOCKOMHMUecKue n3MeHeHus U kioueBblie PRO) u 6e3omacHocTH Mupukn3ymabda mo

CPaBHEHHUIO ¢ IJIaredo y cyObpekToB ¢ 60Je3Hbi0 KpoHa OT cpemHeit 1o TsKenol CTeneHu
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TspkecTd. CyOBeKThl MOTYT IpoaoIKaTh (OHOBYIO (papmakorepanuio BK, paszpemennyro
B COOTBETCTBHUU C IMPOTOKOJIOM, TAKUM 00pa30M, BbIOOp IJiae0o B Ka4eCTBE CPENCTBA
CpaBHEHUsI B 3TO MOMYJISILIMY MALUEHTOB ONpaBAaH 11t 3P eKTHBHOMN OLlEeHKH

6e3onacHoCcTH U 3 (PEeKTUBHOCTH MUPUKH3YyMalda.

Iepuon 2 (gepenu ¢ 12 mo 52):

ITepuon 2 (Henenu ¢ 12 o 52) nmo3BosieT MPOAODKUTD OLIEHKY 3 (HEeKTHBHOCTH U
0€30MacHOCTH € MCTIOJIb30BAHUEM CXEM JIEUEHHUs] HCXOIHOTO YPOBHS M U3YUEHUS I/K
J03UPOBAHUA - 32 UCKJIIOUEHHEM BCEX CYOBEKTOB B Ipymre rianedo u cyObeKToB B
IpyIIax Je4yeHus MUPUKU3yMaOOM, He HMEBIINX KaKOTO-JIMOO YIy4LISHUS] OLEHKH T10
mkane SES-CD no cpaBHeHHIO ¢ HCXOHBIM YpOBHEM Ha 12 Henerne.

Cy6mbexTs [Tepuona 2 MoryT nosy4aTh Kak B/B, TaK U MOAKOXKHOE (T1/K)
NO3UPOBAHUE AJIs COXPAHEHUs] MACKUPOBKHU ¢ 12 no 48 nenemnto. Jlo3upoBanue
ocymectsysiu 1 p/4 Hen. Panpomusanus Opita crpatudIupoBaHa HA OCHOBE
SHIOCKOMMYECKOro OTBeTa (T. €. JOCTH)KEeHUS CHIKeHHUs oleHkH 10 1mkajie SES-CD nHa
50% 1o CpaBHEHHIO C UCXOIHBIM YPOBHEM).

Bce cyOobekTsl, monyyasmue mianedo B [lepuone 1, B [Tepuone 2 nomkHbI
NoJy4uTh MUPUKHU3yMad B 1o3e 1000 mr B/B 1 muianedo n/k. [lanmeHTsl, mony4daBiime
MHUPUKHU3YMad U TOCTUTIIHE YIYYIICHHUS, ONPEAESIIEMOro Kak JI000e YHCI0BOe
cHIkeHue ux oueHku no mkane SES-CD no cpaBHeHUI0 ¢ HICXOIHBIM ypOBHEM Ha 12
Heqelie, MOTYT ObITh PaHIOMU3HPOBAHBI MO0 HA MPOAOJIKEHHE HA3HAYEHHOTO B/B
neuenwns [lepuona 1 ¢ n/k mnane6o, mbo B/B mianedo ¢ n/k Mupukn3ymadom B nose 300
mr. CyOBeKTbl, MoJTy4aBLIne MUPUKA3YMa0 U HE JOCTUTIIHE YIIYULISHHS, TO €CTh
OILICHKH, PAaBHOM UCXOAHOMY YPOBHIO WJIH BBIIIE, B UX oueHke no mkane SES-CD,

JOJIKHBI TIOJTy4aTh B/B Mupuku3zymad B goze 1000 mr u n/k mianebo.

Tepuon 3 (wenenu ¢ 52 no 104):

ITepuon 3 mpenHa3HaueH 11t oOecTieueHnst MPOAJIEHHOH Teparnu sl CyOBEKTOB,
KOTOpBIE, KaK M0JaratoT, UMEIOT yJyUdlleHHe KIMHUYECKUX MoKas3areneil, u
o0ecreunBaeT JOITOCPOYHYIO OLEHKY O€30MacHOCTH U YCTOWYHBOCTH YJIYUIIEHUS

KJIIMHUYECKUX ITOKa3aTeei.
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Bce cyOBekThl, nMeroIne yayqIeHne KINHIYECKUX MOKa3aTesIel, onpeaensieMoe
KaK HaJIM4IHe YHIOCKOITMYECKOro oTeeTa (CHIkeHue oneHkH rno mkaite SES-CD na 50%
10 CPAaBHEHHIO C UCXONIHBIM YPOBHEM) UJIH CHIDKeHHUeE orleHkH 1o mkane SES-CD Ha 25%
10 CPAaBHEHHIO C UCXOJHbIM YPOBHEM, B COUETAHUU CO CHUKEHHEM OLIEHKHU IO LIKaJe
SES unu AP na 40% 1o cpaBHEHUIO ¢ UCXOAHBIM YPOBHEM, MOTYT MPOJOJIKUTh Ha
uccienyemoe nedenue u nepeiitu k Ilepuony 3, u monyuars 300 mMr n/k Mupukusymada 1
p/4 Hen 6e3 mackupoBanus, ¢ 52 o 104 Hepento. CyObeKThI, HE JOCTUTLINE YITyUIIEHUS
KJIMHUYECKUX ITOKa3aTeNen K 52 Hezene, AOJDKHBI IPEKPATUTD JICYEHUE U MIEPENTH K 16-
HeJIeJIbHOMY TIepPHOY MOCIEAYIOIEro HaOr0IeHH s

B xauecTBe anbTepHaTHBBI NALMEHTHI MOTYT nepeiitu k Ilepuony 3, ecnu, no

MHEHHIO UCCJICAOBATEIA, OHU JOCTUTIIN YIIYUIICHUSA KIMHUYCCKUX ToKa3aTesieH.

Hocnenyroree HAOIOIEHUE:

Ha 104 Henene cyOBpeKThI MPpEeKPALIAIOT JIEYCHUE U IIPOXOAAT HAOIOAEHHE IS

OLIEHKHU 0Ee30IacHOCTH B TeueHue ere 16 Henenn.

CrarucTuyeckuii aHAJIN3

IlepBUuHON KOHEYHOMN TOYKOH SIBJISETCS YAaCTOTA SHJOCKOMUYECKOrO OTBETa Ha 12
Henene (onpenensemast kak cHuxkenne oreHku o SES-CD wHa 50%). s
SHIOCKOMMYECKOr0 OTBETA MpeAIoaraeMas 4aCTota MUPUKU3yMada u rianedo
cocrasisier 35% u 15% COOTBETCTBEHHO.

CpaBHeHHE JIeYeHUsI B OCHOBHON KOHEYHOM TOYKE U IPYTUX KaTerOpHUaJIbHBIX
NePEMEHHBIX 3(PPEKTHBHOCTH MOKET MPOBOAUTHCS C UCTIONB30BAHUEM JIOTHCTHYECKOTO
PErpecCHOHHOTrO aHANIN3a C YUETOM JISYeHHUs1, reorpad iiecKoro peruoHa u
npenuectyromei Tepanuu BK Gnonorndeckum npenapatom (na/aet) B monenu. Ecom
HE yKa3aHO WHOE, aHaIH3 3((EKTUBHOCTH U KIIMHUYECKUX PE3YJIbTATOB MOXKET
MPOBOAUTHLCS B MOMYJISIIUHN BCEX MAI[UEHTOB, IEPBOHAYAIEHO OTOOPAHHBIX TSI

uccnenosanus (ITT).

bruto nposeneno uccienosanne ¢aspl I, mo cymecTBy Kak OMMCAHO BhIIIE B JAHHOM

npumepe 1.
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Pe3yabTaThl: nonyJisinusi NAIHEHTOB
Ilepuon 1

B nmonynAnmio Bcex manueHToOB, NEPBOHAYAIBHO OTOOPAHHBIX JUJIST HCCIIEOBAHUS
(ITT), exonun 191 cyOwexT: 64 cyObekra B rpymme miamnedo, 31 cyOpexT B rpymme
mupukuzymada 200 mr B/B, 32 cyObekra B rpymnme Mupukuzymada 600 mr /B u 64
cyObekTa B rpymre mupukuszymada 1000 mr B/B.

N3 191 cyObekTa, momyuusiiero xots Ovl 1 1o3y, 176 cyobektos (92,1%)
3asepuwn [lepuon 1, a 15 cydwvekros (7,9%) ne 3aBepunnu [lepuon 1. locpounoe
npeKpalleHne y4acThsl B UCCIEN0BAaHUU ObLIO COPA3MEPHBIM BO BCEX IPYIIIAX JICUESHUS,
3a UCKJIIOYEHHeM rpymmbl Mupukusymada 600 mr B/B (manedo 7,8%, 200 mr B/B 6,5%,
600 mr B/B 12,5%, 1000 mr B/B 6,3%). bonee BbIcOKast 4aCTOTA MPEKPALICHUS yUaCTHs B
UCCIIeOBAaHUU, OTMeUeHHas B rpymmne 600 Mr B/B, Oblj1a OTpaXkeHa B 4aCTOTE
IpeKpalieHust yqacTusi B uccinenosannu us-3a HA. U3 15 cyObekToB, 1ocpovHO
MPEKPATUBLINX yUacTHE B HCClenoBaHuH, 8 (4,2%) DOCPOUHOE MPEKPATUIIN YIaCTHE B
uccnenoBanuu u3-3a HA: 4 cyowexra (6,3%) B rpynmne mianebo, 1 cyowekr (3,2%) B
rpymnmne mupukuzymadba 200 mr B/B u 3 cyobekTa (9,4%) B rpynne mupukmsymada 600 mr
B/B. Jlocpo4yHOE mpekpalieHne y4acTus B ucciaenoBanuu us-3a HA 6onee mogpodbuo
obcysknaetcs B Paznene 1.9 sroro npusnoskenus. /[sa cyObekTa B rpyrine MUpuku3ymada
1000 Mr B/B TOCPOYHO MPEKPATHIIN YYACTHE B UCCIEIOBAHUH MO PELICHUIO CYOBEKTa

(«oTMeHa cyOBeKTOMY).

Ilepuon 2

U3 176 cyOBeKTOB, KOTOpPBIE MPOAOIDKIIH JieueHue B [lepuone 2, 28 cyObekTOB
NPEKPATHIIN €T0 Ha ATy 3aKPBITHsI 0a3bl JAHHBIX IS MPOMEKYTOYHOTO aHanu3a. M3 28
CyOBEKTOB, MPEKPATUBIINX yUaCTHE B UcclenoBaHNK K kKoHIY [leprona 2 (Henmens 52),
11 mpekpaTuian ydactue B uccyienoBannu nz-3a HA: 1 cyObekT B rpyrne Mupukusymada
1000 mr B/B, 1 cyOmekT B rpynne mupukuzymada 300 mr n/k, 3 cyObekTa B rpymnime
mupuknzymada 1000 mr /B muist rpymnmel NI u 6 cyOpexToB B rpymnme mianeb6o/1000 mr
mupukn3ymada B/B. BoceMb cyOBEKTOB JOCPOYHO MPEKPATUIIN YIACTHE B HCCIEIOBAHUN
IO PELICHUI0 CyOBbeKTa (KOTMEHa CyOBEKTOMY).

U3 176 cyOBpeKkTOB, KOTOpBIE TpOoAOIDKIIH JieueHue B [lepuone 2, 39 cyObpekToB

NPEKPATUIIN €T0 Ha ATy 3aKPbITHs 0a3bl JAHHBIX I OKOHYATEIBHOTO aHanu3a. M3 39
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CyOBEKTOB, MPEKPATUBIINX yYaCTHE B HcciaenoBaHny k kKoHNy [leprona 2 (Henens 52),
12 mpexpatuian ydactue B uccienoBannu nz-3a HA: 1 cyObekT B rpyrme Mupuknsymada
1000 mr B/B, 1 cyOpexT B rpynne mupukusymada 300 mr n/k, 3 cyObekTa B rpymnme
mupuknzymada 1000 mr /B muis rpynmsl NI u 7 cyOpexToB B rpymnne miane6o/1000 mr

MHUpHUKH3ymMada B/B.

PesyabTaTbl: nemorpadguyeckue XapakTepuCTHKH H XAPAKTEPUCTHKH 3200/1eBAHUS

Jlemorpaduyeckye XapakTEPUCTUKU

JHemorpaduueckie XapaKTepUCTHKH ObLTH COpa3MEPHBIMU B OOIIEH rpyre
JeueHust Mupuku3ymadbom u rpymre mianebo. M3 191 pangoMusupoBaHHOro cyonsekra 98
cyobekToB (51,3%) Obutn skeHmmaamMu. CpenHuii BO3pacT (+ CTaHIapTHOE OTKJIOHEHHE)
cocraBui 38,65 ner ( 12,86 net). Beero 159 cyobexToB (83,2%) Obutn O€IOKOKUMH.

Cpennsis nucxonHasi Macca tefna coctasisuia 72,71 xr (£15,71 xr). Cpennuii

ucxonubiii nHaekc mMaccol Tena (MMT) cocrassin 25,18 kr/m2 (+4,88 kr/m2).

XapakTepUCTUKHU 3a00JIeBAHUS

XapakTeprcThky 3a001eBaHus ObLTH COPA3MEPHBIMU B OOIIEH TPyIIIe JeUeHUsI
MHUPUKH3YMaOOM U OTAEIbHBIMU IPYyIIIaMHU 103UpoBaHus U mianedo. B nenom, 62,8%
CyOBEKTOB paHee MOJy4ay TePaHo OHOJOrHYECKHUMH MpenapaTaMy, U 3TOT MPOLIEHT
OBLT COpa3MepPHBIM B IPYIINax JiedeHUs1. BaskHble XapakTepuCTUKH 3a00JIeBaHUS HA
HCXOIHOM YPOBHE, TaKHE KaK IMPOJOJKUTENBHOCTD 3200 I€BaHNs, IIPE/IIeCTBYIOIIAs
Teparnusi OMOJIOTHYECKUMHU MPeTapaTaMu H akTUBHOCTD 3aboneBanus (CDAL
sHpockonuyeckast oneHka 1 PRO) B nienom Obuti copasMepHbIMU B 4 TPyIIax JEYSHHUS.
IIpoueHT ManueHToB ¢ pe3eKuel B aHaMHe3e B rpyme Mupukuzymada 200 mr Obut

HIDKE, Y€M B IPYTUX IPyMNax JECYSHHS.
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COHVTCTBVI'OH.II/IG U _IIPENIIECTBYIOIINE JeKaAPCTBEHHbIE IpernapaThl Jurs JeueHus: bK Ha

HCXOJHOM YPOBHE

ConyTcTByromue U NpeaLecTBYLMe mpenapars! A JedeHus: BK Ha ncxognom

yposHe Ilepuona 1 npuseneHs! B Tabaumne la.

PBO Mupn 200 mr | Mupn 600 mr | Mupu 1000 mr

N=64 N=31 N=32 N=64
IIpenmecrByromee npuMeHeHue 43 (67.2) 19 (61.3) 19 (59.4) 39 (60.,9)
OHOJIOTHYECKIX Mpenaparos, n (%)?*
IIpenmecrryromee HedypPpexTuBHOE 36 (56.3) 15 (48.4) 16 (50.,0) 31 (48.4)
JeuyeHne 610/ I0rHIecKuM
npenaparom, n (%)"
IIpeamecTByromee npuMeHeHNE 14 (21,9) 5(16.,1) 5(15,6) 6 (9.4)
Be0/Im3ymMaoa, n (%)
IIpexmecrByromee Bo3eiicTBHE
anrurena k TNF, n (%)
0 25 (39,1) 14 (45.2) 14 (43,8) 26 (40,6)
1 16 (25,0) 10 (32,3) 9(28,1) 22 (34.,4)
2 22 (34.4) 7 (22.,6) 5(15,6) 14 (21,9)
3+ 1(L,6) 0 4 (12,5) 23,1
IIpumeHeHne MEPoPATLHBLIX 21 (32,8) 14 (45.2) 7(21,9) 15 (23.4)
KOPTHKOCTEPOH/I0B, n (%)
IIpumenenune 19 (29.7) 12 (38.7) 10 (31,3) 21(32.8)
HMMYHO/IETIPecCAHTOB, N (%0)

5 4X0Ts MpeamecTBYIONEE HHAYKIHOHHOE JO3UPOBAHUE C UCTIOIb30BAHUEM

ycerekunymada (UST) Ob110 pasperneHo, Hi OJUH U3 MAIHCHTOB HE MMOJTYYaT
npeauecTByrorero jgeucHust UST.
bHey,E[OBHCTBOpHTCHLHbIﬁ OTBCT, NOTCPA OTBCTA WK HCIICPCHOCUMOCTD
npernapara.
10

Ta6.1mua la: COHVTCTBVI'OH.II/IG 1 OPEANIECTBYIONINE IIpenapaThl 1 gedeHus bK Ha

ucxoaHoM yposHe Ilepuona 1

He Obu10 3HAYMMBIX pa3iudmii MEXAY OOIeH rpynnoi MEPpUKU3yMada Uit
15  oTnmenbHBIMH Ipynmamu JO3UPOBAHUS U IJIaled0 B OTHOLIEHUH JI0JIU CYOBEKTOB,

MOJIYy4aBIINX KOPTUKOCTCPOUAbI MJIM UMMYHOACTIPECCAHTBI HA HCXOAHOM YPOBHE.
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ConyrcTByromue u npeauecTsyoume npenaparst ans gederus: bK Iepuona 2

npuBeneHbl B Tabuue 1b.

Mupu 200 mr | Mupu 600 mr | Mupu 1000 mr PBO Bce
Mupu
Mupu | Mupu | Mupu | Mupu | Mupu | Mupu Mupu 1000
200 300 600 300 1000 | 300 mr 1000 mr | mr B/B
MI M MI MI MI n/K B/B st NI
B/B K B/B /K B/B N=25 N=59 N=30
N= N=10 | N= N=11 | N=23
Ipeamecrpyomee 5 5 5 7 15 15 39 (66.1) 20
NpHMEHEHHE (55.6) | (50,0) | (55.6) | (63.6) | (65.2) | (60,0) 66.,7)
OHOJIOTHYECKHX
npenaparos, n (%)*
IIpexmecrByomee 4 4 4 6 11 11 32 (54,2) 18
HeIQPeKTHBHOE (44.4) | (40,0) | (44.4) | (54,5 | 47.8) | (44,00) (60,0)
JieueHne
OHOJIOTHIECKIM
npenaparom, n (%)"
MpenmecrByiomee 1 1 2 2 2 3 12 (20,3) | 3 (10,0)
NPHMEHEHHE (11,1) | (10,0) | (22,2) | (18,2) | (8,7) | (12,0)
Benom3ymaoa, n (%)
Mpexmecryromee Bo3aeiicreue autureaa kK TNF, n (%)
0 5 5 5 4 9 10 24 (40,7) 11
(55.6) | (50,) | (55.6) | (36,4) | (39,1) | (40,0) (36,7)
1 2 3 2 3 9 9 15 (25.4) 11
(22,2) | (30,0) | (22.2) | 27.3) | (39.1) | (36,0) (36,7)
2 2 2 1 2 5 4 19 (32,2) | 8(26,7)
(22,2) | (20,0) | (11,1) | (18,2) | (21,7) | (16,0)
3+ 0 0 1 2 0 2 (8,0) 1(1,7) 0
(11,1) | (18,2)
IIpumenenne 5 6 1 2 2 3 19 (32.2) 12
ePopATLHBIX (55,6) | (60,0) | (11,1) | (18,2) | (8,7) | (12,0) (40,0)

KOPTHKOCTEPOWIOB, N

(%)
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IIpumenenne 5 3 1 3 6 9 18 (30,5) 13
uMMyHogenpeccanTos, | (55,6) | (30,0) | (AL1) | 27,3) | (26,1) | (36,0) (43.3)
n (%)

aX 0TS MPEAMICCTBYIOINEE MHAYKIHOHHOS TO3HPOBAHHUC C HCIIOIH30BAHHUCM
ycrekuaymada (UST) 6b110 pasperineHo, Hu OJHH U3 NALUCHTOB HE MOJIYYal MPEALUICCTBYIOICTO
aeuenus UST.

"HeyaoBne TBOPUTEIBHBIN OTBET, MOTEPS. OTBETA HIIM HEIICPSHOCHMOCTS Iperapara.

Ta6auna 1b: ConyrcTByromue U NpeaLIecTByOIUE Ipenapars! Ajs jedeHus: bK

Ilepuona 2

PesyabTaTnl: 3¢ (pekTHBHOCTD
Ilepuon 1

OCHOBHOI KOHEYHOH TOUKOH OBLIT HIOCKONUYECKUI OTBET (ONpeaeseHHbIN KaKk
cHmkenue o SES-CD na 50%) Ha 12 Hepnene. JlaHHbIE MOKA3bIBAIOT yBEIUYEHHUE (MU
yayqmenne) 3pGeKTUBHOCTH NIPU YBEINUEHHH 1036l Mupukuzymada: 10,9%, 95% I
(3,3%, 18,6%) cyObekToB B rpymme miaunedo, 25,8%, 95% AU (10,4%, 41,2%)
cyObekTOB B rpynne mupukusymada 200 mr B/B, 37,5%, 95% AU (20,7%, 54,3%)
cyOBeKkTOB B rpyrie mupukuzymada 600 mr /B, u 43,8%, 95% JAU (31,6%, 55,9%)
cyObekToB B rpynne mupukusymada 1000 Mr B/B) B AOCTHIKEHHUH KOHEUHOW TOYKH
SHIOCKOIMYECKOr0 OTBeTa. B aHanmm3e moarpynmsl CyObEKTOB, MOMYYaBIINX JICUSHHUE
OHMOIOrMYEeCKIM MPenapaToM, 10JIsl CYObEKTOB € SHIOCKOIUYECKUM OTBETOM Ha 12
Henene npu go3e 1000 mr no cpaBHeHHIO ¢ 10301 600 Mr ObLTa YUCIEHHO OOJbIIE, C
46,2% npotus 31,6% OTBETUBLINX.

Knunnueckast pemuccust Obuta OLieHeHa Ha 12 Henese ¢ HCIoJIb30BaHHEeM
omnpenenenusi, ocioBanHoro Ha PRO. Knunanueckas pemuccus mo PRO (2,5, 1) Obuia
orpezesieHa B 3ToM uccinenoBaHuu kak SF <25 u AP <1 u He Xy’ke HCXOAHOTO YPOBHSI.
Honst cyObekToB ¢ kimuHudeckoi pemuccueii mo PRO (2,5, 1) Obuia 3HaAYUTENBHO BBILIE
s 103 600 mr 1 1000 Mr o cpaBHEHUIO € M1anedo, MPUUeM 4acToTa peMuccuu st 600
mr (28,1%, 95% I [12,5%, 43,7%]) Obuia uncnenHo Boitne, yem st 1000 mr (21,9%,
95% AU [11,7%, 32,0%]). Ucnionb3ys knuHu4eckyro pemuccuto mo PRO (3,1),
onpeaeneHHyto kak SF <3,0 u AP <1 u He Xy»Xe, 4eM UCXOJHbII YPOBEHb, ONpe/ieTieHIe
noporoBoro 3HaueHus B [Ipumepe 2, 1ons CyObeKTOB ¢ KIMHIUYECKON peMuccueli Obuia

3HAYUTETBHO BhImIe aJist 103 600 mr 1 1000 Mr 1o cpaBHEHUIO C mianedo, mpu 3ToM
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gactoTa pemuccuu st 10361 600 mr (28,1%, 95% JIM [12,5%, 43,7%]) Obuia Takoii ke,
kak u 111 1o3b1 1000 mr (28,1%, 95% AU [17,1%, 39,1%]).

Connbie gannble 10 MepaM 3¢ GEeKTUBHOCTH Ha 12 Hemele mpeCTaB/IeHbI B

Tadauue 2.
Mupu /B 1p/4 Mupns/s1p/4 Mupus/s1p/d4
PBO HEX HET He
B/B 1 p/4 Hex
200 mr 600 mr 1000 mr
(N=64)
(N =31 (N=232) (N =64)
IHAOCKOMIIECKHIT
orBer?
Nx 59 29 29 60
n (%) 7 (10,9) 8(25,8) 12 (37.5) 28 (43.8)
95% Jb (3.3, 18.6) (10,4, 41,2) (20,7, 54.3) (31,6, 55.,9)
Pasmuua no 14.9% 26,6% 32.8%
CPaBHCHHIO C TIanc6o
95% JIHP (2,3,32,1) (8.1, 45,0) (18,5, 47.2)
P-3HAYCHHE TI0
CpPaBHECHUIO C 0,079* 0,003%* <0,001*
maaneoo*
IHAOCKOHIECKHIT
O0TBET Y CyOHLEeKTOB,
HEC MOJIYYABIIHAX
JIedenme
OMOJIOrMIeCKIM
npenaparoM
N 21 12 13 25
n (%) 29,5 5417 6 (46,2) 10 (40,0)
95% JIP 0,0,22.1) (13,8, 69,6) (19,1, 73,3) (20,8, 59,2)
Pasuuma mo
CPaBHCHHIO C 32,1% 36,6% 30,5%
maancoo
95% JJU° (1,6,62.7) (6.8, 66,5) (7,5,53.4)

P-3HAYCHHC TIO
CPaBHCHHIO C 0,071* 0,033* 0,041%*
mare6o®
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Mupu B/B 1 p/4

Mupu B/B 1 p/4

Mupu B/B 1 p/4

PBO HeJx Hex HeJx
B/B 1 p/4 Hex
200 mr 600 mr 1000 mr
(N =064)
(N =31 (N=232) (N =64)
IHAOCKONMIMIECKHIi
OTBET Cpeau
CYOBEKTOR,
MOJIy4ABINNX
JIedueHne
OHOJIOTHYECKHM
npenaparoM
N 43 19 19 39
n (%) 5(11,6) 3(15,8) 6 (31,6) 18 (46,2)
95% JIH® (2,0,21,2) (0,0, 32,2) (10,7, 52,5) (30,5, 61,8)
Pasuuna mo
CPaBHCHHIO C 4.2% 20,0% 34,5%
mwane0o
95% JH® (-14.8, 23.,2) (-3,0,42.9) (16,2, 52.9)
P-3HAYCHHE TIO
CPaBHCHHIO C 0,692 0,077* <0,001%*
mancoo°®
DHAOCKOMIMIECKAS
pemuccus®
Nx 59 29 29 60
n (%) 1(1,6) 2 (6,5) 5(15,6) 13 (20,3)
95% JH° (0,0, (4,6) (0,0, 15,1) (3,0, 28.2) (10,5, 30,2)
PasHima o 4.9% 14.1% 18.8%
CPABHCHHIO ¢ Manc60
95% JH° (-4,3,14,1) (1,1, 27,0) 8.4,29.,1)
P-3HAYCHUE TIO
CPaBHEHHIO C 0,241 0,032%* 0,009*
mancoo°®
Kmnnueckast
pevuccus o PRO (2,5,
1)°
Nx 58 26 29 56
n (%) 4(6,3) 4(12,9) 9(28,1) 14 (21,9)
95% JIHP 0,3,12,2) (1,1,24,7) (12,5, 43,7) (11,7, 32,0)
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Mupu B/B 1 p/4

Mupu B/B 1 p/4

Mupu B/B 1 p/4

PBO Hex He Hel
B/B 1 p/4 Hex
200 mr 600 mr 1000 mr
(N=64)
(N =31 (N=232) (N =64)
P
ASHILA 1O 6.7% 21.9% 15.6%
CPaBHCHUIO ¢ MIanc6o
95% JIH° (-6,6, 19.9) (5,2, 38.5) (3,9,274)
P-3HAUCHHUE TIO
CPABHECHHIO C 0,346 0,005% 0,025%
m1ane6o°
Kmmnuueckast
pemuccus no PRO (3,
1)f
Nx 58 26 29 56
n (%) 6 (9,4%) 5(16,1) 9 (28.1) 18 (28.1)
95% JIHP (2.2, 16.,5) (3,2,29.1) (12,5, 43.7) (17,1, 39.1)
P
A3HIIA 10 6.8% 18.8% 18.8%
CPaBHCHHIO C T1anc6o
95% JIHP (-8,0,21,5) (1,6, 35,9) (5,6%, 31,9%)
P-3HAYCHHE TI0
CPaBHECHUIO C 0,402 0,020%* 0,014%

mancoo°®

Coxpamenusa: AP = 607p B xxuBoTe, AU = noseputensHbrii uHTepBaT, ITT = BCC MALMCHTHI,
MICPBOHAYATEHO OTOOPAHHBIC AT HCCICAOBAHUSA, B/B = BHY TPHBCHHO, MHUpPH = MHPHKH3YMa0; n =
KOJIHICCTBO CYOBCKTOB B YKAa3aHHOU kKateropun;, NRI = BMCHCHHC HC OTBCTHBINNX, NX = KOJHYICCTBO
CYOBCKTOB B aHAJIH3C, A1 KOTOPBIX HE mponymeHs! qaHubic; PBO = miane6o; PRO = ucxon,
cooOmaemsrIif manueHToM; 1 p/4 Hen = xaxape 4 Heaemu; SES-CD = npocToii SHI0CKOTTHYCCKHIHA

wHaeke akrusHOCTH BK; SF = wacTtoTa cTynma; vs = B CpaBHCHHH C.

a DHIOCKONHYCCKUH OTBET, ONPEACIIeMbIi Kak CHIkeHue orieHKH o SES-CD mo cpaBHEHHIO C

HCXOIHBIM YPOBHEM >50%.
JoBepuTebHbIC HHTEPBAIBI PACCUNTAHbI IO METOAY Bamsaa.

¢ JlorucTUYCCKUH PETPSCCHOHHBIA AHATH3 C UCTIOTB30BAHIUCM TCOTPA(PHUCCKOTO PCTHOHA H
MIPEAMIECTBYIOIETO MpHeMa OHOJIOTHYECKOTO Ipenapara B KauecTse (hPakTopoB.
d DSHgockomHUECCKAs PSMUCCHA, ompeaeiIeMas kKak oomast oneHka o mkane SES-CD >4 u oTcyTcTBHE
OIICHKH >1 1O KaKOH-THOO W3 JOMOTHUTCTBHBIX KA.
e Kimmmmueckas pemuccus mo PRO (2,5, 1): SF <2.5 u AP >1 u He Xy»Ke HCXOTHOTO YPOBHIL.

f Kmmanueckas pemuccusa mo PRO (3,1): SF <3 u AP <1 u He Xy’K¢ HCXOTHOTO YPOBHAL

#p<0,10.

Ta6auna 2: CBonHbIE TaHHBIE MO MOKa3zaTessiM 3G ekTUBHOCTH Ha 12 Henene

Ilepuon 2
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a) IToBTOpHO paHAOMU3UPOBAaHHAsI IPyINa

CyOBexTsl, mosyyaBIIne MUPUKU3YMa0 U TOCTUTTIHE KAKOTO-JIN0O0 Yy qIIeHHSI
ux onenku 1o mkaie SES-CD no cpaBHeHUIO ¢ UCXOAHBIM YpOBHEM Ha 12 Henene, Obutu
PaHIOMHU3UPOBAHBI AJISl MPOAOJLKEHHUS Ha3HaYeHHOTro JeueHus [lepruona 1 (Mupukusymad
1000 mr 8/B, 600 mr /B miin 200 mr B/B 1 p/4 Hen ¢ /k BBenenueM maneco MJIN
mianebo /B 1 p/4 ven ¢ mupukuzymadom 300 mr r/k 1 p/4 Hen). Dta moBTOpHast
paHzoMu3aLus NpeJHa3HayeHa JJ1sl yCTAaHOBJIEHMs], €CTh JIM IPEUMYLIEeCTBa OT
IPOZIOJKEHUs B/B BBEICHHUS MO CPABHEHHIO C II/K BBEIGHHEM, & TAKKE JIJIs OLIEHKU
BO3MOXHBIX Pa3iuduii B 3(pPEeKTUBHOCTH MEXKAY PA3IUYHBIMU IPYIINIAMU JO3HUPOBAHUS,
MPEACTABJISIIOIIMMY LIMPOKUIN AUANA30H 3KCIO3ULUI.

Ha mMomeHT 3akppITust 6a3bl JAaHHBIX U1 IPOMEKYTOYHOTO aHaimm3a 46 u3 191
BKJIIOUEHHBIX CyOBbEKTOB B IOBTOPHO PAHAOMH3HPOBAHHOM Ipymie Judo 3aBepimig 52
HeNeJo, JJUOO0 JOCPOYHO MPEKpaTHIN yyacTue B uccienosanuu (200/200 mr B/B - 5;
600/600 mr B/B - 6; 1000/1000 mr B/B - 12; 1 300 mr m/k - 23). CBOAHbBIE TaHHBIE 110
nokazaressiM 3¢ (HEeKTUBHOCTH Ha 52 Hezelne MpUBeIeHbI B Ta0auue 3.

DHaockonuyeckuil oTBet Habmoaercst y S0—66,7% MauueHTOB B 3TOM MOBTOPHO
PaHIOMU3UPOBAHHON rpymie B 1esioM. YacToTa 3HIOCKONMUYECKOro OTBETA Y MAllEeHTOB,
nony4asiux 300 mr n/k, coctaBuia 65,2%, 4TO COMOCTABUMO C IMOKA3aTENSIMHU,
HaOJII0TaeMbIMHU B IPYTUX TPYMIAX C B/B JO3UPOBaHUEM. HacTOTa SHIOCKOIUYECKOH
pemuccuu cocraiisieT ot 16,7% mo 33,3% (200 mr B/B - 20,0%, 600 mr B/B - 16,7%, 1000
Mr B/B - 33,3%) no cpaBHeHUIO ¢ 34,8% cpean manmeHToB, nojy4asmux 300 mr /K.
DKCMO3ULUH YBEJTMYUBAJIICH, KaK U OXKHIAIOCH, Mexkay cxemamu 300 /K Mo CpaBHEHUIO
C B/B CXeMaMH U, KaK 0’KHIAJIOCh, C B BO3PACTAKOIIEH CTENeHU 0oJiee BBICOKOH
SKCIIO3ULHEH IS B/B CXEM.

Knunnueckas pemuccus no PRO, He3aBUCHMO OT TOro, OLIEHUBAETCS JIU OHA C
orceukoit SF 2,5 unu 3,0, neMOHCTpUpYeT Te ke pe3ybTarsl. [IpolieHT nanueHToB B
KInHNYeckor pemuccnu o PRO ananormuen B rpynmnax gosuposanus 600 mr 8/B, 1000
mr B/B 1 300 mr i/k (ot 25,0% no 33,3%) u Beime s rpymnmsl 200 mr B/B (80%).

ITpu 3akpbrTun 0a3bl NaHHBIX AJII OKOHYATEIBHOTO aHAJIN3a B OOIIEl CIOKHOCTH
87 mareHToB ObUTH MOBTOPHO PAaHIOMI3HPOBAHBI U JIMOO 3aBEPLIMIN 52 HEAero, TH00
JIOCPOYHO MPEKPATUIN yHacTHe B UCCIIEIOBAHUU:

i)  200/200 mr /B - n = 9 NalMeHToB, 2 NPEeKPaTUIH y4yacTue B UCCIEOBAHUM;
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i1)  600/600 mr B/B - n =9 manMeHToB, | mpeKpaTui y4acTue B
UCCIIEIOBAHNH,

ii1)  1000/1000 mr B/B - n =23, 5 npexkpaTuiu y4acTHe B UCCIIEIOBAaHUH, U

iv) 300 mr /k - n =46, 5 npexkpaTUIN y4acTHe B UCCIIEIOBAHUU.

CBonHble aHHBIE MO MoKa3aTessiM 3G (HEeKTHBHOCTH Ha 52 Henele NPUBEICHBI B
Tabauue 4. /{715 NallUeHTOB ¢ YJy4IIEHHEM SHIOCKOMUYECKHX MOoKazarenei Ha 12
HeJeJIe 4acToTa SHJOCKOMIYECKOro OTBETa Ha 52 Hezene JIsl TPy B/B U I/K COCTaBHJIa
58,5% (24/41) u 58,7% (27/46), coorBercTBeHHO. Cpenyu maunueHToB, HMEBLINX
SHAOCKOMUYeckuil oTBeT Ha 12 Hexene, 69,6% (16/23) u 66,7% (16/24) B rpynnax B/B-C
¥ /K, COOTBETCTBEHHO, TAKXKe UMEJIH YHJOCKONNYECKUil OTBET Ha 52 Henene. [pyrue
BTOPOCTENEHHbIE U TOUCKOBbIE KOHEUHBIE TOUKH MPECTABIEHBI sl 00BETUHEHHBIX
PaHIOMHU3MPOBAHHBIX Iyl (B/B + m/K) (Tabauua 4).

PesynpTars! A 3TOH NOBTOPHO PAHAOMU3UPOBAHHON IPYIMIbl HOATBEPKAAIOT
CONOCTaBUMYIO 3(h(HhEeKTUBHOCTD II/K TO3UPOBAHMUS C B/B TO3UPOBAHUEM U OTCYTCTBHE
KaKHUX-JTUOO SIBHBIX pa3nuunii B 3((HEKTUBHOCTH C YBEITUUEHUEM SKCIIO3HLINY,

HaOJTF01aeMbIM TIPH B/B TO3UPOBAHUH.

b) HepangomusupoBaHHast rpymnna

CyObexTsl, mosydaBiIne MUPUKU3yMad 1 HE JOCTUTIINE YIIyULISHHUS X OLIEHKH
no mkaje SES-CD, nony4danu mupuknsymad B/B B 1oze 1000 mr u mianedo n/k B
ITepuone 2. Kpome Toro, Bce cyObekThl, monyuapmnue mianedo B [lepuoae 1, monyvanu
mupuknzymad B noze 1000 mr B/B 1 tuianedo m/k B Ilepuone 2. Dtum nanueHTam Obiia
Ha3HAuUeHa camasi BBICOKasl B/B 7103a JJisl OLleHKH JiroOoro 3¢ dekra Gosee BBICOKUX
SKCIIO3UIHH Ha MAIlHEHTOB ¢ IEPBOHAYAIBHBIM OTCYTCTBHEM HIOCKOITUYECKOTO
yIyYIIEHUs], ¥ IS OLeHKHU 3¢ dekTa Oojiee KOPOTKOU MPOAOKUTETEHOCTH SKCIO3UIHH
(9 Mecsi1ieB) Ha MALMEHTOB, KOTOPBIE paHee ObLIN PaHIOMU3UPOBAHBI B TPYIITY mUianedo.
ITo >TUM NpUYMHAM MALMEHTHI B 3TUX 2 IPYMIAX MPEICTaBISIOT COOOH OTENbHbIE
MOMYJISILUH MALIHEHTOB C OTIMYAIOIIUMUCS MTEPBONPUIMHHBIMH XapaKTEPUCTUKAMHU
HCXOITHOTO YPOBHS MO CPABHEHUIO C MAL[IEHTAMH, TOBTOPHO PAHJOMU3UPOBAHHBIMH B
rpynmy 1000 mr B/B u3-3a 12-HenenbHON MPOAOKUTEBHOCTH JINOO OTCYTCTBUS

SHAOCKOIMNYECKOT'O YJIIYyUHICHUA, 100 He noaaar0meroc JCYCHUIO 3a00JI€BaHMUSI.
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ITosTomy mpu onieHKe noarocpouHoi sxcro3uuu 1000 Mr B/B 3TH IpyIIIBI
AHAU3UPYIOTCS OTAENBHO.

Ha momeHT 3akpbITus 6a3bl JaHHBIX I IPOMEKYTOUHOro aHanu3a 46 u3 191
BKJIFOUEHHBIX CyOBEKTOB JHOO 3aBEPIIUIH 52 HENEINI0, JINOO JOCPOUHO MPEKPATHIIN
yuactue B uccnenosannu (1000 mr 8//NI - 14, mmane60/1000 mr B/B - 32).

OHpockonuyeckuil orBeT Habmoaancsa y 14,3% nanueHToB, He UMEBIINX
ynyumenuii (NI) B [lepuone 1, u y 46,9% mauuentos, noiy4asimux mianedo B Ilepuone
1. ITocneanuit pe3ynbTat ObLT COMOCTABUM C YaCTOTOU YHIOCKOITMYECKOTO OTBETA,
HaOJIr0/1aeMOH B IOBTOPHO PaHAOMHU3UPOBAHHBIX IPYIAX JO3UPOBAHUS, B TO BpeMs Kak
4acTOoTa, HaOII0AaeMasi B rpymmnax 0e3 SHAOCKOMUYECKOro YIIyUIIeH s, ObljIa HIDKE.
DHAOCKONMYECKasi pEMHUCCHSI COOTBETCTBOBAJIA PE3YJIbTaTaM JUIsl SHAOCKONUIECKOTO
OTBETA: 4YaCTOTA SHJOCKONUYECKON PEMUCCUH Y TTALIMEHTa, HE UMEBILIEro
SHIOCKOMMYECKOr0 YIy4IIeHus U 3aTeM nojy4asiuero 1000 mr B/B, coctasuna 7,1%, B
TO BpPE€Ms KaK 4aCTOTa S3HAOCKONUYECKOW PEMHUCCUH AJIs MALUEHTOB, MOJy4YaBLUINX
mianedo ¢ nocneayroumm Beeaenrem 1000 mr B/B, coctasisiia 15,6%.

Pesynprare! knuanueckoi pemuccuu o PRO (2,5, 1) va 52 Henene cocTaBuiu
21,4% nns rpynmst 1000 mr B/B/NI u 34,4% nuist mariieHTOB, KOTOPbIE HAXOAUJIHCH B
rpymme miane6o/1000 mr. Pesyabrare kuanueckoi pemuccun o PRO (3,0, 1) Obutn
AHAJIOTUYHBIMU.

Ha momeHT 3akpbiThs 6a3bl TAaHHBIX I OKOHYATEIBHOTO aHAIN3a B 00IIeH
CJIOKHOCTHU 89 MAIMEeHTOB, KOTOPbIE HE UMEJH YJIYULICHUH WK TOoJIydain mianedo xo 12
HeZeNH, MOoJydaliy JedeHue 10 52 Henenu Wik NPeKpaTuiiv y4acThe B UCCIIeOBaHUH,

CIEeNYIOIUM 00pa3oM:

1) [TarmenTsl, He nMeBKe yayqmennid 1000 mr B/B - - n = 30 mauueHTos, 7

MPEKPATIIIN YHaCTUE B UCCIEAOBAHUM

a) 200 mr /B, ITepuon 1: 10/29 (34,5%)
b) 600 mr B/B, Ilepuon 1: 8/29 (27,6%)
c) 1000 wmr 8/B, ITepuox 1: 12/60
(20,0%)
i1) ITnane6o 1000 mr B/B - n = 59 nauueHToB, 19 npekpatiim yyactue

B UCCJICAOBAHHUU
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OHpockonuueckuil orBer Habmoaancs y 20% nanueHToB, He UMEBIINX
ynyumenuii (NI) B [lepuone 1, u 'y 42,4% mauueHToB, nojiy4asiux mianedo B [lepuone
1. DHpockonuuecKas peMHCCHs COOTBETCTBOBAJIA PE3YJIbTaTaM JJIs1 SHAOCKONUYECKOTO
oTBeTa. YacToTa 3HIOCKONMMYECKON PEMUCCUH Y ALUEHTOB, HE UMEBLINX
SHAOCKOMUYECKUX yJydIneHui u 3areM nonydasmux 1000 mr B/B, coctaBuna 13,3%, B TO
BpeMs KaK 4acTOTa 3HJOCKOIINYECKON PEMHUCCUH Y MALMEHTOB, MTOJyYaBIINX I1anedo ¢
nocaenyoumm seegesreM 1000 mr B/B, coctauna 18,6%.

PesynbraTe! kmuHndeckoit pemuccuu o PRO (2,5, 1) Ha 52 Hepene cocTaBuUiu
36,7% nna rpynmet 1000 mr B/B/NI u 40,7% st naiiie€HTOB, KOTOPbIe HAXOAWIKCH B
rpynne mwiane6o/1000 mr. Pesynprare! kaunHndeckor pemuccun o PRO (3,0, 1) 6putn
aQHAJIOTUYHBIMU.

Pesynbrats! mist rpynn NI u PBO Obutu conoctaBuMbl ¢ KOMOMHUPOBAHHBIMU
rpynmnamMu B/B u 1/k, 3a uckmouernuem pemuccun PRO, pemuccun CDAI n
HHIOCKONMMYECKNX KOHEYHBIX TouekK B rpymnme NI, KoTopele ObliIM YUCIEHHO HIDKE.

Ouenka no mkane CDAI cHikanach Ha MPOTSDKEHUH MOAASPKUBAIOIIETO IEPHOA.

Mupu Mupu Mupn Mupu Mupu PBO/1000
200 mr 600 mr 1000 mr B/B/300 1000 mr mr B/B 1
B/B/200 B/B/600 B/B/1000 wmrum/k1 B/B1p/A4 p/4 Hen

mr B/B 1 mr B/B 1 MT B/B p/4 Hen Hex A1 (N=32)
p/4 Hen p/4 Hen N=12) N=23) NI
(N=5%a (N=6) (N=14)
DHIOCKONMMIECKHIi
oreer’
Nx 4 5 9 20 9 20
n (%) 3 (60) 4 (66,7%) 6 (50,0) 15 (65,2) 2 (14,3) 15 (46,9)
(17,14, (28,9, (21,7, (45,8, 0, 32,6) (29,6,
o
93% A 100) 100) 78.3) 84.7) 64.2)
IHAOCKONMNYIECKAS
pemuccns®
Nx 4 5 9 20 9 20
n (%) 1 (20,0) 1(16,7) 4 (33,3) 8 (34,8) 17,1 5(15,6)
95% 11 0,551 0,46,5) (6,7,60,0) as.3, 0,20.6)  (3.0,28.2)

54.2)
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Mupu Mupn Mupn Mupu Mupn PBO/1000
200 mr 600 mr 1000 mr B/B/300 1000 mr mr B/B 1
B/B/200 B/B/600 B/B/1000 wmru/kl B/B1p/A4 p/4 Hen

mr B/B 1 mr B/B 1 MT B/B p/4 Hen Hex 115 (N=32)
p/4 Hen p/4 Hen N=12) N=23) NI
(N=9%a (N=6) (N=14)
Kiannnueckas
pemuccust mo PRO (2,5,
1)4
Nx 4 5 8 17 8 19
n (%) 4 (80,0) 2 (33,3) 3(25,0) 6 (26,1) 32214 11 (34,4)
N b (44,9, (0, 42,9) (17,9,
95% N 100) (0,71,1)  (0,5,49.,5) (8.1,44,0) 50.8)
Kinanueckas
pemuccns o PRO (3,
1)¢
Nx 4 5 8 17 8 19
n (%) 4 (80,0) 2 (33,3) 3(25,0) 6 (26,1) 4 (28.6) 11 (34,4)
(44,9, 4,9,52.2) (17.9,
o, s >
95% 1N 100) (0,71,1) (0,5,49.,5) (8.1,44,0) 50.8)

Coxpamenns: /I = 1oBepUTEIBHBIA HHTCPBAIT, B/B = BHY TPHBCHHO; Mupn = mupukuzymad; N =

KOJIMYECCTBO CYO'BEKTOB, KOTOPHIC MPEKPATHIIH YHACTHE B HCCIACAOBAHUHI B TCUCHUC ITOICPYKUBAFOILETO
TICPHO/IA HITH UMEJTH TOCTYITHBIC JaHHBIC TS MOCCINCHHS Ha 52 HeZene; N = KOJIMYECTBO CYOBCKTOB B
ykazaHHO# kareropun;, PRO = ncxon, coobmaemerii marieHToM; 1 p/4 Hex = oamH pa3 B 4 Heaeow; /K
= moak0skHO; SES-CD = nmpocToif SHI0CKOMAYUCCKAH HHACKC aKTUBHOCTH BK.

[Tpumeuanune: JOBCPUTEIBHBIC HHTCPBAIIBI OBLTH PACCUHTAHBI C HCIOJIB30BAHHEM MeToAa Banpaa.

a
b

N BKIIFOUAET BCEX MAUCHTOB, KOTOPBIC 3aBCPINHIN HITH MPCKPATHIIA YIACTHE B HCCIICAOBAHUH.
DHIOCKOTIHYCCKHUH OTBET, ONPECIIeMbIii Kak CHIKeHuE olieHKH o SES-CD mo cpaBHEHUIO C
HCXOIHBIM YPOBHEM >50%.

DHIOCKOTHICCKAs PEMHUCCHA, ONpeaceMasn kak oomas onenka mo mkane SES-CD >4 u otcyTcTBHC
OIICHKH >1 MO KaKOH-THOO W3 JOMOJTHUTCTBHBIX KA.

OnpeaencHug npeAcTaBIAOT co0oit; Kmmrmiaeckas pemuccus mo PRO (2,5, 1): SF <25 uw AP <1 u He
Xy7KEe UCXOTHOTO YPOBHAL

[Mpemnaracmoe ompeacacHAe KOHSHHOH Toukd B @ase 3. Kmmamueckas pemuccnsa mo PRO (3,1): SF <3
u AP <1 u He Xy»Ke HCXOTHOTO YPOBHA.

Taoauna 3: Ceognas nuapopManus no nokasaremsiM 3QpPeKTHBHOCTH Ha 52 Henere:
Ilepuon 2 - npOMeKyTOUYHBIN aHAIN3
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Cy0bexTsl, HMEBIINE YIy4dlIeHIe MOKa3aTeseii B Huaykomst | Aaykomst
HHIYKIHOHHOM TIEPHO/I¢, TOBTOPHO PAHIOMI3UPOBAHDI J1JIsI
MO UIEP’KUBAKOIIET0 T03MPOBAHUS NI PBO
Hupyxnus - Hupyknus - Hupyxnus - Hupykoms -
200 mr B/B 600 mr B/B 1000 mr B/B Bce B/B
1000 mr 1000 mr
200 300 600 300 1000 300 B 300 B/B B/B
ce
MI MI MI MI MI MI / MI
B/B — _
B/B n/x B/B n/x B/B /K n/K n=30 n=59
n=41
n= n=10 n= n=10 | n=23 | n=2§ n=46
Oreer SES-CD?, n 4 5 7 8 13 14 24 27
6 (20,0) 25 (42.4)
(%) (44,4) | (50,0) | (77.8) | (72,7) | (56,0) | (56,0) | (58.5) | (58,7)
Pemuccus SES-CDP, 0 4 2 4 6 7 8 15
4(13,3) 11 (18.6)
n (%) 0,0) | 40,0) | (22,2) | 36,4) | (26,1) | (28,0) | (19,5) | (32,6)
C
KOPPEKTHPOBAHHASL ] A 5 A 6 7 8 15
pemuccust SES-CDe, 4 (13,3) 11 (18.6)
(11,1) | 40,0) | (22,2) | (36.4) | (26.1) | (28,0) | (19.5) | (32,6)
n (%)
Pemuccua PROY, n 7 5 5 5 7 11 19 21
11 (36,7) 24 (40,7)
(%) (77,8) | (50,0) | (55,6) | (45,5) | (30.4) | (44,0) | (46,3) | (45.7)
Pemuccus PRO 7 6 5 5 8 11 20 22
12 (40,0) 24 (40,7)
(3.1)%, n (%) (77,8) | (60,0) | (55,6) | (45,5) | (34.8) | (44,0) | (48,3) | (47.8)
7 7 6 9 15 17 28 33
Ortser PRO, n (%) 18 (60,0) 36 (61,0)
(77.8) | (70,0) | (66,7) | (81,8) | (65,2) | (68,0) | (68.,3) | (71,7)
7 7 5 10 10 15 22 32
Ortser CDAIS, n (%) 14 (46,7) 31(52,5)
(77.8) | (70,0) | (55,6) | (90,9) | (43.,5) | (60,0) | (53,7) | (69,6)
Pemuccus CDAIM, n 7 6 4 9 5 11 16 26
7(23,3) 24 (40,7)
(%) (77,8) | (60,0) | (44,4) | BL3) | 2L7) | (44,0) | (39,0) | (56,5)

%oreeT SES-CD: cHmkenwme oneHkH 1o mkane SES-CD Ha 50% mo cpaBHEHHIO C HCXOJHBIM YPOBHEM;
*pemuccus no SES-CD: onenka no mxane SES-CD <4 a4 3a607¢BaHus TIOAB3AOLIHON H 060J04HOM
KHIIKA W <2 7715 3a001€BaHMs, OTPAHMYCHHOTO MTOAB3I0NIHON KHITKOH, H OTCYTCTBHE OIICHKH >1 1Mo
KaKo#-1100 U3 JOIOJIHHTCILHBIX IIKAT,

‘cxkoppexruposanHas pemuccusa SES-CD: onerka mo mxane SES-CD <4 mna 3a00¢BaHHS TOAB3A0IMHOMN H
000J0YHOW KUIIKH WK <2 111 3a0071€BaHNS, OTPAHHYCHHOTO MO/B3I0IIHOM KHIIKOH, H OTCYTCTBHE
OIICHKH >1 MO KaKOH-JIHOO U3 JOTOTHHTCIbHBIX IMKATT,

dpemuccust o PRO: SF < 2,5 w AP <1 u He Xyke HCXOIHOTO YPOBHS,

¢pemmccust mo PRO (3,1): SF <3 u AP < 1 1 HE Xy»K¢ HCXOTHOTO YPOBHS,

forger no PRO: cumkenne AP wmm SF Ha 30% wim Gonee 6€3 yXyAMEHAS O CPABHEHHUIO C HCXOTHBIM
YPOBHEM;

sotser mo CDAI: camkenne onerkn mo mxane CDAI Ha 100 6amios wim 0oiee Mo CpaBHCHHEO C
HCXOIHBIM YPOBHEM, HimH oIicHKa 1o mxkane CDAI <150;
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bpemucens CDAL onenka no mxane CDAI <150 6amwtos. NI = CyOBeKTbI, HE HMEBIIHE YTy IICHHH (663
H3MECHCHUH UM yBeau4IcHuUI 00mei oneHky no mkane SES-CD mo mensmeii mepe Ha 1 6am).

Taoauna 4: Ceognas nHpopManus o nokasaremsiM 3GpPexkTHBHOCTH Ha 52 Henere:

5 Ilepuon 2 - OKOHUYATEIBHBIN aHAIN3
Pesyabrarni: besonacHoctb
10 O630ps! HexxenaTenbHbIX ApneHui (HA) no nepuonam uccnenosanus

npencrasiensbl B Tabauue Sa nns [lepuona 1 u Tadauune Sb nus Iepuona 2.

PBO Mupu Mupu Mupu
Oo6mas
B/B1p/4 | B/B1p/4 | B/B1p/4 | B/B1Pp/4
MHPH
Hex HeJ He HeA
200 mr 600 mr | 1000 mr
(n=127)
(N=64) | (N=31) | (N=32) | (N=64)
Konunuecrso
n (%) n (%) n (%) n (%) n (%)
cy0ObeKkToB?
HABJI 45 (70,3) | 18(58,1) | 21 (65,6) | 42 (65,6) | 81(63,8)
CHA 7 (10,9) 0(0,0) 3(9,4) 2(3,1) 5(.9)
IIpexpainenue
y4acTHsI B
3(47) 132 | 3094 | 0(00) 43,1
UCCJIEZIOBAHUU
n3-3a HA

3CyOBeKTHI MOTYT OBITH BKJIFOUCHBI O0Jiee ueM B 1 kareropuro. Ciryuan CMEPTH TaKKe OBLITH BKIFOUCHBI

kak CHS u ciyuan npexpareHus ieueHus m3-3a HS1.

15  Taoauua Sa: O630p nonmyasiuuu AJis1 OLEHKH 0e30NMACHOCTH NMPH HeXKeJIATeJIbHBIX

sijienusix, llepuon 1 (negesn 0-12)
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Mupu 200 mr | Mupu 600 mr | Mupu 1000 mr PBO Bce
Mupn
Mupu | Mupu | Mupu | Mupu | Mupu | Mupu Mupu 1000
200 300 600 300 1000 | 300 mr 1000 mr | mr B/B
MI M MI MI MI /K B/B st NI
B/B n/x B/B n/x B/B N=25 N=59 N=30
N= N=10 | N= N=11 | N=23
HABJIL, n (%) 7 6 5 9 19 20 45 (76,3) 21
(77.8) | (60,0) | (55.6) | (8L.8) | (82,6) | (80.0) (70.0)
CHA, n (%)* 0 0 0 0 0 2 (8,0) 8(13,6) | 3(10,0)
IIpexpamenne 0 0 0 0 1 1(4.3) 7(119) | 3(10,0)
y4aCTHS B 4.3)
HCCJICA0BAHNH H3-32
HA, n (%)

*Habmogamucsh cueayromue CHS: anadumaxruueckas peaxims, 6one38s Kpona, uapexuus Clostridium
difficile, 06¢3B0OKHBAHKC, THIICPY BCTBUTCIHHOCTD, THIIOKATHCMES, TICP(POPALHA MOAB3IONIHON KHIITKH,
KHIIICYHAS HEMPOXOIUMOCTh, HECEPACUHAS O0b B TPYAH, OCTCOAPTPHUT, IEPUTOHUT, MUCIOHE(PPUT

Ta6auua Sb: O630p nonyasAuHMHU AJIs1 OLEHKH 0€30MACHOCTH NMPHU HEXKeJIATeJIbHBIX

sijieHusix, [llepuon 2 (negenn 13-52)

Mupukuzymad xoporuo neperocuiics 4 mauuentamu (3,1%) B [lepuon 1 u 12
nanuentamu (5,7%) B [lepuon 2, KOTOpbIE MPEKPATHIIHN YYaCTHE B HCCICOBAHUH H3-32
HeskennarenbHbIX sinenuil (HA). B Iepuon 1 4acTora cephe3HbIX HEXKeNaTeIbHbIX
senernii (CHS) Obuia Beine B rpynme ruranedo, 4eM B rpyInax JeueHHs
MUPHKHU3yMaOOM, 1 HUKAKOW 3aBHCHUMOCTH OT J103bI He Habmonanock. Yacrora HABJI
ObL1a CXO’KeH B rpynmax jJeueHus manebo u mupukusymadbom B [lepuon 1, mpu 3Tom
3aBHCHUMOCTH OT JI03bI HE HAOJIFO1aJIOCh.

Komuuecrso CHA, nabmonaemeix B [lepuone 1, BbIlie B KOropTax, KOTopbIe (a)
nogny4anu mane6o B Ilepuone 1 u 1000 mr mupukuszymada s/B B [lepuozne 2 u (b) He
umenu ynyumennii B [lepuone 1 u monmywanu 1000 mr mupukmsymada B/B B [lepuone 2.
Pa3mep BBIOOPKH, OHAKO, HE TIOATBEPKIAET BHIBOA O TOM, 4TO BBeaeHue 1000 mMr

MHUpHKH3yMada B/B MPUBOIUT K Oonee Bbicokoi yactore CHS, ocobenHo nmpu
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uccnenoBannu ¢ faHHbIMA CHSI 13 KOropTsl CyOBEKTOB, IMEBIINX YJIYUIIEHUS, KOTOPBIM
oM 1000 mr mupukusymada s/B B [lepuone 1 u 1000 Mr mupukmusymada B/B B

Ilepuogne 2.

PesyabraTbi: AHaIu3bl @K 1 3aBHCHMOCTH 3KCNO3HLUHSA-0TBET
a) ®K-ananu3 - cBogHas nHPOpMaLus 00 SKCIIO3UINH MUPUKU3YMa0a B CHIBOPOTKE

BO BpPeMsl HHAYKLIMOHHOTO U NOAAEP>KUBAIOLIErO NEPUOA0B

Ha ¢ur. 1 nokazaHs! cpeiHIe KOHLEHTpAlMU MUpuKu3ymada B reueHue [lepuona
1 (MHIYKIIMOHHBIN EPHOA), PACCUUTAHHBIE C HCIIOJIb30BAHUEM HHIUBUAYAJIbHOTO
KJIMpeHca CyObeKkTa, OLeHeHHOTro ¢ moMoutbto @K-aHanusa nonyssiimu, u oOLe 1038,
HOJTYYEHHOH KaXbIM CyOBEKTOM B TEUEHHE MHAYKIMOHHOTO neproaa. Kak mokasano Ha
3THX rpadukax, SKCHO3ULHS MUPHKH3yMada B CBIBOPOTKE KPOBH C JO30H, C HEKOTOPBIM
HepeKpPbITHEM SKCIIO3HLINHU OTJENBHBIX CYOBEKTOB JUUIsI OLleHEHHBIX 103. Crenyer
OTMETHUTb, YTO HEKOTOPbIE MHAUBHAYAJIbHBIE CYyOBEKThI UMEIOT OYE€Hb HU3KHE CPETHNE
KOHLIEHTPALIUH 10 CPABHEHUIO C APYTUMH CYOBEKTaMH B TOH e TPYIIIe JIeUeHUs. JTO B
OCHOBHOM SIBJIIETCSI PE3YJIbTATOM TOTO, YTO 3TH CyOBEKThI BBIOBUIH U3 UCCIIETOBAHUS U
HE MOJIyYHJIA BCE 3aIJIAHMPOBAHHBIE I03bI, YTO MPHUBEJIO K HAOJIOAAEMbIM Y HUX HU3KUM
CPEIHUM KOHLEHTPALUSIM B TEUEHHUE BCEro 12-HeneapHOoro HHAYKIMOHHOIO MePUOAaA.

Ha ¢ur. 2 nmokazaHa cpeHsisi KOHIEHTpAIHs MUPUKI3yMaba B TEUSHHE
MO AEPKUBAIOIIETO MEPUONIA ISl CYOBEKTOB, KOTOPBIE MPOAEMOHCTPHPOBAIIH
yJIy4IICeHHE SHAOCKOMMUECKOH 3 (PEeKTUBHOCTH BO BpEMsI MHHAYKLUU U ObLIH
PaHIOMHU3MPOBAHBI JJIsl IPOJOJLKEHUS TIPHEMa B/B A03bI, TOJYYEHHOH BO BpeMsi
WHIYKIAH, WK 101 iepexona Ha 103y 300 mr m/k 1 p/4 ven. Cxema 300 mr r/k 1 p/4 Hen
Jlajia CaMyl0 HU3KYIO CPEIHIOK KOHLIEHTPALUIO U3 4 OLIEHUBAEMbIX CXEM, TEM HE MEHEe,
cxema mipuema 200 mr B/B 1 p/4 Hen BbI3Bajia AHAJIOTUYHBIE SKCTIO3UIMH. MUHUMAJIbHbIE
KOHIIEHTpaluy, nmojydeHnabie B cxeme 300 mr m/k 1 p/4 Hen, Takske ObUTH aHAJIOTHYHBI

MHHHMMAaJIbHBIM KOHLICHTPALIUSM, TTOTy4eHHbIM B cxeme 200 mr B/B 1 p/4 Hen.

b) KpaTtkoe onucanue aHaM30B oMy issiuoHHOM DK
Ha MoMeHT mpomekyTOYHOro aHanusa AJisi 3Toro uccienosanus B @K-ananus
OBUIM BKIIFOYEHBI B 001eH cioskHOCTH 1814 00pa3noB CBIBOPOTKH € KOHLIEHTpALHEH

mMupuKn3ymMada oT 186 mauneHToB B MHAYKIMOHHBIN TEPHOJ, POIJICHHBIA EPUOS 1
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NOJJEP>KUBAIOLINI Mepro. DTH JaHHbIE O KOHLIEHTPALMK aHAJIU3UPOBAJIH C
UCTIONB30BaHUEM MeToa0B nonyJisiuonHoN K. beuto oOHapyskeHo, 4To
IABYXKOMITAPTMEHTHAsI MOJIENIb C BCACHIBAHUEM IIEPBOTO MOPsiAKA IS /K
NOAAEPKUBAIOIINX 103 Jiydine Bcero onucbiBaeT @K mupukusymabda. PacuerHsrit
TUMUYHBIA TOMYJISIHOHHBINA CUCTEMHBIN KiupeHc coctasiisut 0,028 n/ygac (4,3%
CTaHIapTHAsI OIIMOKA OLIEHKH), a CiTydaliHasi BApHaOeIbHOCTh OUEBUIHOTO KIIMPEHCa
Mekay nanueHTamu cocrasisiia 24% (%o xosdpdunuent sapuaun). Paccunrannas n/k
OduonoctynHOCTh cocTaBuia 42%. PaccunTaHHble THTHYHBIE TOMYJISIIUOHHBIE 3HAUEHUS
IUTSI LEHTPAJIbHOTO U niepueprudeckoro 00beMoB pacrpeieIeHHs U
MEKKOMIIaPTMEHTHOTO KIMpeHca coctansi 3,2 11, 4,2 1 u 0,067 n/4ac,
COOTBEeTCTBeHHO. B 00wieit cnoknoctu 24 obpasua (1,2%) Oblr HUKE HIKHETO Mpenea
KOJINYE€CTBEHHOTO OIpeieNieH sl B aHanu3e mupukuzymada (100 ur/mn). Mckirouenue
3TUX 00pa3uoB npu nocrpoeHnn @K Monenu cpaBHUBAIN CO CTAHAAPTHBIMU
OLICHOYHBIMHU MOJENSMU € OJCTAHOBKOW JAHHBIX WJIN YCIOBHBIMHU OLI€HOYHBIMU
MOJIENISIMH, U HUKAKOTO BIMsIHUS Ha pacueTHble @K nmapamerpel He OTMeHau.

IMonynsuonnyro @K Monens UCIONb30BAIN AJI1 OLIEHKHU BIUSHUS CIEIYIOIINX
KoBapuar: Bo3pact, oy, UMT, macca Tena, STHUUECKOE MPOUCXOXKIEHNE, YPOBEHb J03HI,
MECTO MHBEKLIUH, MPEAbIAYIINUN OUOIIOTHYECKUI CTATYC, HCXOIHBIN aIb0yMHUH,
IUHAMUYECKUH anbOyMuH, ucxonnblii C-peaktuBHbii O6enok (CRP), ucxonuslit
(bexanbHBII KaIBIPOTEKTHUH, UCXOIHBIH OMITMPYOUH, UCXOIHAS OLEeHKa 1o mkaje SES-
CD, ucxonnast onenka no mkajge CDAI ucxonnas onenka o mkaie PRO2 (PRO2 - 3to
IBYXTIO3UIIUOHHBIN HHIEKC, cocTosiui u3 MyHKTOB SF u AP u3 CDALI [B3BeleHHbIi|) 1
paccunThIBaeMbli cienyroumm odpazom: PRO2 = (cpennee 3Hauenue SF 3a 7 qHeii)*2 +
(cpennee 3Hauenne AP 3a 7 nuei)*S u nmmyHorenHocts (ADA (aHTHTENA K
aekapcrBeHHOMY npenapaty)+t/-, TE-ADA+/-, tutp ADA, nefitpanusyromuii ADA+/-).
beuto obHapyxeHo, uyto ucxonHas onenka no mkane SES-CD, macca tena u
AMHAMUYECKUH aTbOYMUH UMEIOT CTATUCTUYECKH 3HAYMMOE BIIMSTHIE HAa KJIMPEHC, a
Macca Tejla OKa3bIBaeT CTATUCTUYECKU 3HAUMMOE BIIMSTHAE Ha OOBEM PacIpeeNieHus B
LIEHTPaJIbHOM KOMIIaPTMEHTE.

[TanmeHThI ¢ MEHbBIIEeH MacCO TeNa, KaK MPaBUJIo, UMeNN OoJiee HU3KUH KIMPEHC
(¢pur. 3) u Gonee HU3KUN OOBEM pacIpeneNeHHs B IEHTPAIbHOM KOMITApTMEHTE ((ur.

4). Ilo cpaBHEeHHIO CO cpenHelt Maccoli Tena 71 Kr, HaOIIO1aeMOU B 3TOM HCCIIEIOBAHUHT
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U C UCIIOJIb30BAHMEM OTHOIICHHI, OLICHEHHBIX TI0 MOJIEJH, CyOBEKTHI ¢ Maccoit Tena 40
KT, KaK IPaBHJIO, JOJDKHBI ObUTH MMETh KIMpeHC Ha 22% Hibke U 00beM pacrnpeneeHus
Ha 28% Hiwke. BenmnunHa 5THX BO3AEHCTBUIT Maja 1O CPABHEHUIO C OOLIMM CITy4aiiHbIM
U3MEHEHNEM KJIMpeHca 1 o0beMa pacrpeneneHus. BkiroueHne Maccol Tella B MOJZIENb
CHU3MUJIO CIIy4alHYH NU3MEHYMBOCTb KinpeHca Ha 14% u ciyualiHyto U3MEHYUBOCTh
o0Bpema pacnpeneneHust Ha 34%. JTU pe3yNbTaThl MOKA3bIBAIOT, YTO MACCa TEJa He
OKa3blBajia KIMHUYECKU 3HauuMoro BiusHus Ha @K mupukuzymaba.

[TaumenTs! ¢ 60€€e HU3KOM UCXOMHOM oreHKoM 1o mkajne SES-CD, kak nmpasuiio,
umenu Oosiee HU3KHUH KIIMPEHC, a MaLMeHTHI ¢ Oosee BBICOKON KOHIIEHTpaLUei
anpOyMuHa, KaK IpaBHJIo, UMeNn OoJiee HU3KHUH KiupeHc. icxomHast oLeHKa o IKajie
SES-CD Taxke nMmesna TeHASHLHIO K YBEIMYEHHIO C YMEHBIIEHHUEM UCX OHbIX
KOHLEHTpaLui anbOymuHa. MenuanHast ucxonHas oueHka o mkaine SES-CD B
UCCNIE0BAHUM cOocTaBsAaa 11. ¥V nanueHToB B UCCIENOBAHUH, Y KOTOPBIX UCXOAHAS
ouenka 1o mkane SES-CD Opu1 Menbie 11, MenuaHHBIN KIUPEHC, PACCYUTAHHBIH MO
MozenH, Obl1 Ha 23% HIKe, YeM y MAIlMEeHTOB, Y KOTOPbIX HCXOHAs TOYKA I10 IIKaje
SES-CD 6buia 6osnbine unu passa 11 (0,023 o cpaBaenuto ¢ 0,030 yi/gac). Otu
OLICHEHHBbIE 110 MOJIENIU 3HAYEHHs] KJIMPEHCAa YIUTHIBAIOT BIUSHUE KaK UCXOAHON OLIEHKH
no mkane SES-CD, Tak 1 HCXOIHBIX KOHIEHTPALUH aTbOyMHHA, HAOIIOJAeMbIX Y 3THX
nanueHToB. Bkitouenue ncxonHoit onenku no mkaine SES-CD u anpOymuHa B MOzaenb
CHU3HJIO CITy4aiiHYI0 U3MEHYHBOCTD KirpeHca Ha 25% u 17% cooTBETCTBEHHO.
OCHOBBIBAsICh Ha BEJIMYMHE BIIUSHUSI UCXOMHOM orleHku 1o mkane SES-CD u anpOymuna
Ha KJIMPEHC, a TAaK)Ke BEJIUYNHE YMEHBIISHHs] CITy4aiiHOM N3MEHYHUBOCTH B MOJIE€IH, 3TU

KOBapHaThl HE OKa3aJil KIIMHUYCCKU 3HAYUMOI'O BIIMSAHUSA Ha KIIMPEHC MI/IpI/IKI/ISYMa6a.

c) Habnronaemast B3auMOCBSI3b MEXKy SKCIO3UIMENH MUPUKU3yMada U OLIEHKaMHU
s¢exTuBHOCTH Ha 52 Henene

bbuta oneHeHa B3aUMOCBSI3b MEKY a0COMIOTHBIM m3MeHeHueM it SES-CD,
PRO2 u CDAI ¢ 12 no 52 "enenu no cpaBHEHUIO ¢ oLeHKoN Cayg o @K-Monenu B
TEeUYEeHHEe MOAIePKUBAOINEro ieproaa (HaHHbIe He mokazaHbl). [TonobHO
UHIYKLIHOHHOMY NepUOy, HaOJIr0JaeMble B3aUMOCBSI3H ITOKA3bIBAIOT OOJIBIIOE

NEPCKPBITUEC B UIBMEHCHUAX OLUCHOK MO OTACJIbHBIM CY6’beKTaM B rpymnmax JICHCHU. He
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OBLIO 3aMETHOU TEHACHIINH «3KCTIO3HIIHSI-OTBETY B IPYIIAX MOIISP>KUBAOLIETO
JICUEHHSI.

Y4uTeIBasi OTCYTCTBHE HAOIIOJaeMOI TeHASHIIUH JJIsl 3ABUCUMOCTH SKCITO3ULIHSI-
OTBET Ha 52 Hepene, Ha OCHOBE JAaHHBIX 52 HEleNU He NPOBOAWINCH OCHOBAHHBIE HA

MOJECIN OLUCHKH «OKCIIO3UITUHN-OTBCTA.

d) CBOI[HbIe JaHHbIC OCHOBAHHBIX Ha MOACIN aHAJIM30B 3aBUCUMOCTHU SKCITIO3ULIHA-

OTBET JIJIs1 KOHEYHBIX TOUEK KJIMHI4Yeckor apexruBHoCcTH Ha 12 Henene

Jlorucruueckue perpecCUOHHBIE MOJIEIH UCIIONb30BAIUCH AJIsl OLIEHKH
B3aMMOCBSI3H MEXKAY SKCIIO3ULIMEeH MUPUKH3yMada y OTJeNbHbIX MALUEHTOB U
BEPOSITHOCTBIO TOCTH)KEHUS 3HIOCKOMMYECKOT0 OTBETA, SHAOCKOMMYECKON PEMUCCUH
w PRO-pemuccun va 12 Hepene. Mopenu Takke UCIIOJIb30BAIUCH J1JISI OLIGHKH
B3aMMOCBSI3H MEKAy n3MeHeHneM oueHkH o mkane SES-CD Ha 12 Henene u
skcnosunpen Mmupukuzymada. [Ipennonaranach 3aBHCUMOCTh MAKCHMAJIBHOTO 3HAYEHUS
spPexta (Emax) MEXKIY 3KCNO3UIIHEH MUPHUKHU3yMada 1 STUMH KOHEYHBIMU TOYKAMH,
XOT$1 JINHEHHBIE MOJIEJIH TaKKe ObUTH MPOTECTUPOBAHBI. Mepbl 5KCIO3ULIMN, KOTOPBIE
OLIEHUBAJIN B MOJIEJISIX, TIPENICTABIISIN COOO0M HAOMI0AaeMy0 KOHLEHTPAHIO Ha 12
Hezee, KOHIeHTpauuto Ha 12 Henene, oueHeHHY0 110 PK-monenn, u Cayg, OLIEHEHHYIO
no ®K-monenu. B 3Tux Mopensax Takke OLEHUBAINUCH CIEAYIOIINE KOBAPUATHI:
UCXONHBIN anbOyMuH, ucxonnbiii CRP, ncxonHblii (peKanbHbIA KaJbIIPOTEKTHH, CTATyC
NPEAIIECTBYIOIETO JICYSHHs] OMOJOrHYECKUM MPEnapaToM, IPOIOJKHTEIBHOCTD
3aboneBanus, ucxonHas ouenka SES-CD, ucxonnast ouenka CDAI ucxonHas oreHka SF,
ucxopaHas oueHka AP u macca Tena.

B Monenu 3HIOCKONMUYECKOro OTBETA BCE OLIEHEHHBIE MEPhI SKCIO3HIUN ObLTH
CXO’KMMH B OTHOIIEHUH UX CITIOCOOHOCTH COOTBETCTBOBATDH HAOIIOJAEMBIM JAHHBIM, MPH
5TOM KOHLEHTpauus Ha 12 Hexene, oueHeHHas no @PK-Monenu, gaetr OLEeHKY
KOHLIEHTpaLuH rnosymMakcuMainbHoro s¢dexra (ECso) ¢ HanmeHbIneit
HeoTpeaeNeHHOCThI0. Mofienb SHAOCKONMUYECKOro OTBETA IT03BOJINIIA BBISIBUTD
3HAYUMBIH JieueOHbIN 3(dekT mo cpaBHeHUO ¢ Tanedo (p<0,001) u 3HAUNMYHO
3aBHCUMOCTD 3Kcro3uLusi-oteeT (p = 0,003). Hu ogHa U3 OLleHEHHBIX KOBapUaT HE

OKasaJjia 3HAaYUMOT'O BJIMAHHA HAa MOACJIb SHAOCKOIIMYECKOI'O OTBETA. anyaanaﬂ
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MPOTHOCTUYECKAs MPOBEPKA UCIIOIB30BANIACH JIJIsl MPOBEPKHU Mozaenu (¢pur. 5), 1 oHa
MOKa3aJia XOpoIlee COOTBETCTBUE MEKY HAOI0JaeMBIMHU U ITPOTHO3UPYEMBIMU Ha
OCHOBAHUH MOJIEJIHM YaCTOTaAMH 3HJOCKOMMYECKOI 0 OTBETA B IPYIINAX JIEUEHMUSL.

B monenu 3H10CKONNYECKON pEMUCCUN KOHLIEHTpauus Ha 12-Henene, OLeHEeHHas
no ®K-monenu, obecrneunBana oneHky ECso ¢ HanMeHbIIel HeONpeaeIeHHOCTBIO.
Monenb 53HIOCKONUYECKOH peMHCCHH TTO3BOJIMIIA BBISIBUTh 3HAUUMBIH JIeueOHbIH 3P PexT
1o cpaBHeHHIO ¢ anedo (p<0,001) u CUIPHYIO TEHASHIINIO K 3aBUCUMOCTH SKCITO3ULIUS-
oreet (p = 0,03). Hu ogHa U3 OLleHEHHBIX KOBapUaT HE OKa3asia 3HAYMMOTO BIIMSIHUS Ha
MOJI€JIb SHJOCKOMUYECKON pemuccuy. BusyanbHas mpoOrHocTU4YeCKas NpoBepKa
UCIIONIBb30BAJIach JIs MPOBEPKU Mozaenu (¢ur. 6), 1 OHa 1okasana Xopollee COOTBETCTBHE
Mex 1y HaOJIF0IaeMbIMU M TPOTHO3MPYEMbIMU Ha OCHOBAHHH MOJEH YaCTOTAMHU
SHAOCKONNYECKOW PEMHCCHUHU B IPYIIAX JICYEHHS.

IMon6op monenu nu3amenenwus onenku no mkane SES-CD Ha 12 Henese He BbISIBUI
3HAYMMOM B3aMMOCBSI3H MEKY HKCHO3ULHEeH MUPUKH3YMa0a 1 M3MEHEHHUEM OLIEHKH I10
mkane SES-CD. ITon6op monenu pemuccuu no PRO Ha 12 Henene Takke HE BBISIBHII
3HAYMMON B3aUMOCBSI3U MEXKIY SKCTIO3MIIMeNH Muprkuzymada u pemuccueii mo PRO.
IToCKOMBKY 1151 3TUX KOHEUHBIX TOYEK He ObUT0 OOHAPYKEHO 3HAYMMOM 3aBHCUMOCTH
HKCIIO3UIHSA-OTBET, MOAOOP MONETH U CMOZCIHUPOBAHHBIE TPOPUIN HE TOKA3aHBI.

Ha ¢ur. 7 nokazanbl CMOIEIUPOBAHHBIE YaCTOTA SHAOCKOMUYECKOTO OTBETA U
SHIOCKOMMYECKON PEMICCHU JISl 103 MUPUKU3yMa0a U 3KCIO3ULIUH, PEACTABISIFOIINX

uHTepec, s ¢aser 1

e) CBOI[HI:;IG JaHHbIC DK-aHaIM30B ¥ aHATU30B 3aBUCUMOCTH OKCNIO3UIUA-OTBET
@OK mupukuzymada B 3TOM HCCIEOBAHNUHU ObLTa MPOMOPLHOHAIBHA J103€,
COOTBETCTBOBAJIA OoJiee PaHHHUM UCCIECAOBAHUAM U TUIIHMYHA OJIsI MOHOKJIOHAJIbHBIX
aHTHUTeN. XOTS CBIBOPOTOYHBIN albOyMUH, HcxonHas oreHka no mkajie SES-CD u macca
Tena OBUTM CTATUCTHYECKH 3HAYUMBIMH (pakTopamu, KoTopele Biusin Ha PK
MHUpHKN3yMada, BETMUMHA BO3AEHCTBUSA 3TUX (PAKTOPOB OTHOCUTENBHO CIIy4aitHON
n3meHunBocTd PK u HabmroneHue, 9to 3pHEeKTUBHOCTD Y OTAETBHBIX TALUEHTOB HE
MMENa CUIbHON 3aBUCUMOCTH OT SKCIIO3HLMN B MPEENax NPEACTABIIAIOIEr0 HHTEPEC

IuarnasoHa B uccienoBannu IIpumepa 2, naetT OCHOBaHHUE MOJIAraTh, YTO 3TU (PaKTOPHI
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nanueHTa He OyIyT UMeTh KJIMHI4YeCKH 3HaunMoro BimsiHus Ha @K wn s dexruBHOCTD
B uccaenosanuu [Ipumepa 2.

H3yueHne B3aMMOCBSI3U MEKAY HAOII0Ia€MBIMH SKCIIO3ULMSIMA MUPUKH3yMada
IUJIST OTACJIBHBIX MalieHToB 1 onleHkamu 1o mkajiaM SES-CD, PRO u CDAI nHa 12
HezieNle B 9TOM MCCIIEIOBAHNUHN, U MOJENBbHBIN aHaJIN3 3HIOCKOMUYECKOro OTBeTa Ha 12
HeJesie Jal0T OCHOBAHMSA I0JIaraTh, YTO MOYTH MaKCHUMaJbHasA 3PEKTUBHOCTH ObLIa
nocturayta mexay nozamu 600 u 1000 mr. MozenbHbIi aHaIU3 B3aUMOCBS3U MEXKITY
sKcro3uLuel Muprukuzymada u pemoccuei mo PRO maer ocHOBaHUs monaratb, 4To
BEPOSITHOCTb JOCTIKEHUs cyOBpekToM pemuccuu no PRO He cusnbHO 3aBucena ot
HKCIO3UIIMH MUPHKH3yMada B Ipenienax Auana3oHa SKCIO3UIHHA, KOTOPbIe OLIEHHBAIHNChH
B 3TOM HCCJIEJOBAHUH.
B nepuon noaaeps;kuBaroLeii Tepanuy OLEHEHHBIE CXEMbI JO3UPOBAHUs BbI3BAIU
IIUPOKUH AMATIa30H SKCHO3ULMH MupHKH3yMada. He ObUI0 3aMeTHOM B3aUMOCBSI3H
MEXy SKCIO3ULeH MUpUKU3yMada 1 3¢ PEeKTHBHOCTBIO Ha 52 Henene B rpyImnax

MOAACPIKUBAIOIIETO JICUCHUS.

MMPUMEP 2: KIMHUYECKOE HCCJIIEJOBAHUE
0630p

VY nanuentos ¢ BK ot cpenHeli u TspKeNo CTENeHH TSXKECTH MOXKET ObITh
MPOBECHO MHOTOLIEHTPOBOE PAHAOMU3UPOBAHHOE JBOMHOE CJIETIOE, C JBOMHOM
MaCKHPOBKOH B MapaJUIENIbHBIX IPYTIAX, aKTUBHOE U IIAle00-KOHTPOJIHPYEMOE,
ckBO3HOe uccnenosanue Passl I1I. bonee KOHKPETHO, TPU Pyl BMEIIATEILCTBA B
NEePBBIA MEPUOJ U YEThIPE TPyl BMEIIATEIBCTBA BO BTOPOI MEPHOA MOTYT OBITH
M3y4eHbl y y4acTHUKOB ¢ BK OT cpenHel A0 TsKenoi CTENeHU TSHKECTH:

¢ Mupukuzymad 900 Mr BHyTPHUBEHHO KaKAble 4 HENENHU, BCErO 3 A03bI, 3aTEM I10

300 Mr mogKOKHO KaxKable 4 HEIeH,
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e VYcrekuHymabd ~ 6 MI/Kr BHYTPUBEHHO, BCErO OJTHA 1034, 3aTeM 1o 90 Mr
MOJIKOHO KaXKble 8 HeNeNb;,
e [Ilnauebo
- Tlo 3aBepenuu nepuona 1 (Hexens 12) manueHThl, OTBETUBIINE HA JICUEHUE,
IPOOJDKAIOT MONyYaTh Mmiianedo; u
- He orBeruBmne Ha neyenue nauueHTs! (NR) Ha 12 Henene noiay4aroT
MHUPHUKN3yMal, KaK OMHCAHO BBILIE.
OO01ast NpOAOIKUTENPHOCTE KOMOMHUPOBAHHBIX KYPCOB JIEYEHHUS 10 52 Hefeb.
MaxkcumanbHast 0011asi NPOAOIDKUTENBHOCTD YYaCTHS B HCCIIEOBAHUH JIJIST KAXKAOTO
YYaCTHHUKA, BKJIFOUAs] CKDHHUHT M IEPUO MOCIEAYIOIIEro HabIioIeHHs TIOCIIE JISUSHHUS],
COCTABJIACT 72 HEAETM.
VYuactHUKY JH000H aKTHBHOW TPYMIIbI MOJTyYaIn miane6o, 4ToObl
COOTBETCTBOBATb APYIOl aKTUBHOM IPyIIE, UCTIONb3Ysl CXeMy ABOMHON MACKUPOBKH.

YuacTHUKHN rpymnsl mianedo noyyann oda mianedo mo cxeme IBOHHON MaCKHPOBKH.

Henn
OcCHOBHasl LIeJIb COCTOHT B TOM, YTOOBI OLIEHHUTD, IIPEBOCXOANT JIH JICYCHUE
Mupuku3ymadom mianedo B ieueHnn BK ot cpenHeli 10 TSHKENON CTeNneH: TSKECTH,
COTIJIACHO OLIEHKE SHJIOCKOIUYECKOr0 OTBETA Ha 52 Hezene U KIMHUYECKOW PEMUCCUH 10
PRO na 52 Henene. BropocteneHHble LieJH BKIFOYAIOT CAEAYIOLIHE:
e OueHntb 3P PEKTHBHOCTD JICUSHHS] MUPHKH3YMaOOM 0 CPABHEHUIO C TIAedo B
OTHOIIIEHUH SHAOCKOIMMYECKOTro OTBeTa Ha 12 Hexene,
¢ OueHnTtb 3P PEKTHBHOCTD JICUSHHUS] MUPHKH3YMaOOM 10 CPABHEHUIO C TUIAedo B
OTHOLIEHUHU KInHu4eckol pemuccuu no PRO na 12 Hepene,
¢ OueHnTb 3P PEKTHBHOCTD JICUSHHSI MUPHKH3YMaOOM 10 CPABHEHHUIO C TUIAe0o B
OTHOLICHUHU SHIOCKOMNYECKON PEMUCCHUU Ha 52 Henene,
¢ OueHnTtb 3P PEKTHBHOCTD JICUESHHSI MUPHKH3YMaOOM I10 CPABHEHHUIO C TIAe0o B
OTHOIIEHHUH He TPeOYIoLIel mpreMa KOPTHKOCTEPOHIOB KIMHIUECKOH PEMUCCHH
no PRO unu sH10CKONMUECKOM peMuccuu Ha 52 Henerne,
¢ OueHnTb 3P PEKTUBHOCTD JICUESHHSI MUPHKH3YMaOOM I10 CPABHEHHUIO C TIAe0o B

OTHOIICHUU CTAOMIIbHOCTH KIMHI4YecKkoi pemuccuu o PRO no 52 Henenu;



10

15

20

25

30

57

¢ OueHnTtb 3P PeKTHBHOCTD JIEUESHHUSI MUPHKH3YMaOOM I10 CPABHEHHUIO C IIAe0o B
OTHOLIEHUH YCTOWYMUBOCTU SHAOCKOMUYECKOrO OTBETA Ha 52 Henere,

e OueHntb 3P PeKTUBHOCTD JIEUESHHUSI MUPHKH3YMaOOM I10 CPABHEHHUIO C TIAedo B
OTHOLIEHUHU YHIOCKONUYECKON peMuccuu Ha 12 Henene,

¢  OueHHuTb, NPEBOCXOANT JIU MUPUKU3YMAO YCTEKUHYMAO B JOCTIKEHUH
SHIOCKOIINYECKOTO OTBETA Ha 52 Henele,

e  OueHuThb, NPEBOCXOANT JIU MUPUKU3YMAO YCTEKMHYMAO B JOCTH)KEHUH

® DSHIOCKONUYECKOW PEMHUCCUU Ha 52 Hepnene, u

e OueHuTb, HE YCTYMAeT JIM MUPUKU3YMaO yCTeKMHYyMaly B OTHOLICHUH

kiauHudeckon pemuccuu no CDAI Ha 52 Henene.

KoHeuHble TOUKH MOTYT OBITH ONpeesieHbl ¢ UCTIOIb30BAHMEM OLIEHKH IO IIKaJIe
SES-CD. DHI0CKOIINU MOTYT HHTEPIPETUPOBATHCS LIEHTPATN30BaHHO. YacToTa
HHIOCKONMMYECKOT0 3aKUBJICHUS] MOKET OBITh onpezneneHa Ha 12 u 52 Henensx.
KoHeuHbIe TOYKH OnpeieNieHbl CIeIyIUM 00pa3om:

e DHIOCKONUYECKHUH OTBET. CHIDKeHUe oneHkH 1o mkajge SES-CD na 50% mno
CPaBHEHHUIO C UCXOAHBIM YPOBHEM.

e DHAOCKOMUYecKasi pemuccusi: oueHka no mkane SES-CD <4 s 3aboseBanust
NOJB3JOLITHON ¥ 000JOYHON KUIIKH WK <2 JUIs 3a00JI€BaHUs, OTPAaHHUEHHOTO
MOJIB3IOIITHON KUIIIKOM, U OTCYTCTBUE OLIEHKH >1 1Mo Kako-mibdo u3
JOTIOTHUTEIIbHBIX 1K

e Kimnnueckas pemuccust no PRO: cpennecyrounas ouenka no mkaie AP <1 (u
HE Xy’Ke UCXOTHOTO YPOBHS) M CpeIHEeCYyTOYHasl oeHKa o mkajie SF < 3,0
(abCOMIOTHOE KOJIMYECTBO JKUAKOTO WA OY€Hb MSATKOTO CTYJIa, OTHECEHHOTO K
KaTeropuu 6 uiau 7 bpucTOIbCKON MKAJbI CTYJIA, T. €. KUAKUN WU BOASHUCTBINA

cTy) (M He XyXKe UCXOTHOTO YPOBHSI).

Metoanlt
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Js onierku 6e3onacHOCTH U 3P PEeKTUBHOCTH MUPUKH3yMabda 1Mo CPaBHEHUIO ¢
ianedo u ycrekuayMabom MoskeT ObITh ipoBeeHa (asa III, MHOTrOIIEeHTPOBOE,
PaHAOMM3UPOBAHHOE, IBOMHOE CJIENIOE, C IBOMHONW MAaCKUPOBKOM, NMapasulebHO-
IPYIIIOBOE, I1a1ed0 U aKTUBHOE KOHTPOIUPYEMOe, CKBO3HOE HCClieioBaHue. B
HCCIIENYEMYIO MOMYJIALMIO TOJDKHBI BXOAUTh YYaCTHUKH ¢ akTuBHOM bK OT cpenneli To
TSKEJION CTENEeHU TSKECTH, KOTOPble UMEIOT HEYIOBJIETBOPUTEIbHBIN OTBET, IOTEPIO
OTBETA Ha WJIN HeTIePEeHOCUMOCTh Tepanuu bK TpaguiroHHpIMU UK OHOJIOrHYeCKIMU
npenapaTamu.

HccnenoBanne MOXET IPENCTaBIATh COOOH MapaienbHOe ABOIHOE Cliernoe
HCCNIeIOBaHNE JIeueHus ¢ TpeMs rpynnaMu B Ilepuozae 1 u ueTelppMs rpynnamu B
ITepuone 2.

VY4acTHUKN MOTYT OBITh PAHAOMHU3HPOBAHBI B COOTHOIIEHUH 6:3:2 1uist
MOJIyY€HHs], COOTBETCTBEHHO:

¢ Mupukuzymadba 900 Mr BHyTPUBEHHO KakIble 4 HEIEH, BCEro 3 103l 3aTEM IO

300 Mr mogKO:KHO Kaxkable 4 HEIeu,

e VYcrekunymada ~ 6 MI/KT BHYTPUBEHHO, BCErO OJJHA 71034, 3aTeM 1o 90 Mr

MOJIKOKHO KakKable 8 HeNeb;,

e [lnauebo
- Tlo 3aBepienuu nepuona 1 (Hemens 12) manyieHThl, OTBETUBIIKE HA JICUYEHUE,
MPOIOJDKAIOT MOJTy4aTh Mianedo; u
- He orBeruBiune Ha muiane6o namueHTs! (NR) Ha 12 Henene mony4ar

MHUPHUKH3YMad, KaK OMUCAHO BBILIE.

UrtoObl monaepkKUBaTh MACKHPOBKY, YIACTHUKH TOJIYYAIH TUIALE00 10 CXeMe €
JBOMHOW MaCKHUpPOBKOM.
MaxkcumainbHast 0011asi MPOAOJDKUTENIBHOCTD YYACTHS B HCCIEOBAHUH JIJISI K&YKAOTO
YUaCTHHKA COCTaBJISIET 72 HEIENU CO CIEAYIOIIUMHU EPUOIaMH UCCIIETOBAHMSA:
1) CKpUHUHT: 10 4 Heneny;,
i1) Ilepuon Bmemarenscrsa 1: 12 Hepeny;
i) Ilepuon Bmemarenscrsa 2: 40 Hepenp, U

1v) IMocnenyromee HabmoneHne nocie edenus: oT 12 no 16 Hexenb
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i) CkpunuHr (mpuMepHo 4 Henenu)

Yuactauku ¢ BK MOryT noaxonurtse aist y4acTusi B UCCIAEA0BAHUH, TOJBKO €CIIN

OHU COOTBETCTBYIOT BCEM CIICAYIOLINUM KPUTECPUAM BO BPEMsI CKPUHHHIA, €CJIU NHOC HE

YKa3aHO HIDKE:

a) XapakTepUCTUKHU MaLlUEHTa

SIBJISIFOTCS MALIMEHTAMU My>KCKOTI'O MJIM XKEHCKOro 1oja B Bo3pacre >18 u <80

JIET Ha MOMCHT NIEPBOHAYAJIBHOTO CKpUHUHIA

b) XapaxkTepucTuku 3a00JIeBaHUS

umenu nuaruo3 bK mnu pucrynusupyrommeii BK, yctaHOBIeHHBIH 110
MEHbIIEH Mepe 3a 3 Mecsila 10 BKIYEeHNs B UCCIIeIOBaHUE,
NOJATBEPKAEHHBIN KIMHUYECKUMHU, SHAOCKOIMNYECKUMH U THCTOJIOTMYECKUMU
KPUTEPUAMHU.

IIpumeuanue: Ay COOTBETCTBUS 3TOMY KPUTEPHIO BKIFOYCHMUS
T'MCTOMNATOJOrMYECKUH OTUeT, moaTBep kaatomui auarno3 bK, nomken ObiTh
JOCTYIEH B UCXOJHBIX JOKYMEHTax A0 paHgomusauuu. Ecnu otuer o
TMCTOINATOJNOrMY, NOATBep KAaroui Auarno3 bK, HegocTyneH B HCXOAHBIX
NOKYMEHTaX 10 PaHIOMU3ALUH, UCCIEN0BATENb MOKET NOJIYYUTh
JOTIOJIHUTEIIbHBIE OUOTICHH ISl 3TOM LI MPU CKPUHUHTOBOH YHIOCKOITUH
(oTmpaBiieHHbIE B MECTHYIO THCTOMATOJIOMMYECKY O JTA00PATOPHIO).

umeroT BK oT cpeaneli 10 TsKeoi CTENEeHH TSKECTH, ONPEAETSIEMYIO
HEB3BEIICHHBIM CPEAHECYTOUHBbIM 3HaueHueM SF >4 (jkunkuii 1 BOASIHUCTBIN
CTyJI, OTHECEHHbIH K Kateropuu 6 wu 7 bpucronbckoii mkansl cryna) U/HWJIN
HEB3BEILlIEHHOE CpelHeCyTOUHOe 3HaueHne AP >2 Ha HCXOHOM ypoBHE
(nmocewmenue 2).

UMEIOT LIEHTPAIM30BaHHO UHTEPIIPETUPOBHHYIO OLleHKy 1o mkane SES-CD
>7 nJisl MAIUEHTOB C TIOPa’KeHUEM TIOJIB3IOITHON 1 0OOOYHOM KUIIKK UTH >4
17151 TALUEHTOB C U30JIMPOBAHHBIM MOPAYKEHNUEM MTOAB3IOLUIHON KUIIKHU B
TeueHue 14 nHel 10 nepBoil 103kl UCCIEYEMOrO Ipenapara.

ITaneHTs! ¢ KOJOPEKTAIBHBIM PAKOM B CEMEMHOM aHAMHE3€, OBBIIIEHHBIM
PHUCKOM Pa3BUTHs KOJIOPEKTAIBHOTO paka B aHaMHe3e, BO3pacTtoM >50 et
WIN C IPYTUMH H3BECTHBIMU (PaKTOPAMH PHCKA TAKXKE HY KIAIOTCS B

AKTyaJIbHOM Ha6J'II'OI[eHI/II/I 34 PAa3BUTUEM KOJIOPEKTAJIBHOI'O paKa B
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COOTBETCTBUH C MECTHBIMU NUPECKTUBAMMU. B NPOTUBHOM ClIy4dac 5Ta
AOKYMEHTAIUs OTPULATCIIBHOI'O Ha6J'[IO,[[eHI/I$[ 3a KOJIOPECKTAJIbHBIM pPaKOM
MOKET OBITh BBIIIOJIHEHA B COOTBETCTBHUH C MECTHBIMHU AUPEKTHBAMU BO BpEMH

CKPHUHHUHTA.

Kputepun HeappeKTUBHOTO JIeUEHNUS JIEKAPCTBEHHBIM CPEACTBOM

VY4acTHUKH JOJKHBI UMETh HEYZIOBJIETBOPUTEIBHBIN OTBET Ha, OTEPIO
OTBETA Ha WJIK HETIEPEHOCUMOCTD XOTsI Obl OJTHOTO U3 JIEKAPCTBEHHBIX
cpencts, onucanHbix B Kpurepun Brmrouenus [A] UJIA [B]. s
COOTBETCTBYIOLIETO JIEKAPCTBEHHOI'O CPENICTBA, YKA3aHHOTO B 3THX
KPUTEPUSIX, TpeOyeTcs: JOKYMEHTALHS 110 103€, YaCTOTe, CrIoco0y BBEIECHUS U
IPOJOJDKUTEIBHOCTH YIOBJIETBOPSIOIIETrO TpeOOBaHUAM HEd(PPEKTUBHOTO
JIeUESHMUSI.

[A] ITareHTsl, Y KOTOPBIX ObLIO HE3(H(HEKTUBHBIM CTAHAAPTHOE
JIeYeHHUE: MAIUeHThI, Y KOTOPBIX HaOII01aeTcst
HEYyOBJIETBOPUTENIbHBIN OTBET, OTEPsI OTBETA HA UJIH
HETepeHOCUMOCTb 10 MEHbIIEH Mepe OHOTO U3 CIEAYIOLINX
JIEKAPCTBEHHBIX CPEACTB!

- KOPTHUKOCTEPOHIbI
- pedpaxTepHOE K KOPTUKOCTEpOHIaM 3a00JIeBaHUE,

OTpeNeIeHHOE KaK MPU3HAKU W/WJIA CHMITTOMBI

axTuBHOU BK, HECMOTps1 Ha mepopaNbHbIN

NPEAHU30H (UM €ro SKBUBAJICHT) B 103aX IO

MeHbLIeH Mepe 30 MI/CyT B TeYeHUE MHHUMYM 4

HeJeJb.

- KOPTHUKOCTEPOHI-3aBUCUMOE 3a00JIEBaHHE,
OTIpENEeIeHHOE KaK:

a. HECTIOCOOHOCTH CHU3HTH JI03Y
KOPTHUKOCTEPOHIOB HIXKE SKBUBAJICHTA
npenHu3oHa 10 mMr/cyT win Oyneconuna
HIDKE 3 MI/CYT B TE€UEHHE 3 MECSIIEB MOCTe

HaJajia puemMa KOpTHKOCTEPOHIOB Oe3
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BO3BpAIEHUS MTPU3HAKOB H/WJI CUMIITOMOB

aktuBHOM BK; nimn
b. pPELUANB B TEUEHUE 3 MECSLIEB TTOCIIE

3aBEePLICHUS Kypca KOPTUKOCTEPOUIOB.
UCTOPUS HETIEPEHOCUMOCTH KOPTHKOCTEPOUIIOB
(KoTOpast BKJIFOYAET CBUAETEIILCTBA TOOOYHOTO
AENCTBHSI, JOCTATOUYHO CEPHE3HOTO, YTOOBI
UCKJTFOYHUTD MMPOJOJIKEHHE JICUSHUS
KOPTHKOCTEPOUIaMHU, BKJIFOUAs, HE OTPAHUYHBASICh
nepevrcyieHHbIM, cuaapoM Kymunra,
OCTEOIEHHIO/OCTEONOPO3, THIEPTIIUKEMHUIO WITH
NICUXOHEBPOJIOrMYEeCKHe MOOOYHbBIE IEHCTBHS,
BKJIFOYasi OECCOHHUILY, CBSI3aHHBIE C JICUCHHE

KOPTUKOCTEPOHIAMH ).

UMMY HOMOJY JISITOPBI:

NPU3HAKH W/HIITH CHMIITOMBI IOCTOSTHHO AaKTUBHOT'O

3a00JIeBaHMsI, HECMOTPSI HA JICUEHHE B TEUSHHE TIO

MEHBIIEH Mepe 3 MECALIEB OAHUM U3 CIEAYIOLIETO:

- nepopaybHbiii AZA (>1,5 mr/kr/cyT), nim 6-
MP (>0,75 mr/xr/cyT), uiu MeToTpekcar 25
Mr (BHYTPUMBILIEYHO [B/M] nim m/k 1
p/Hen); win

- nepopaipHblii AZA unu 6-MP B
TEPANeBTUYECKOM JTHAITA30HE 110
pe3yJbTaTaM TeCTHPOBAHUS Ha METaOOIUTHI
THOTYaHUHA, WIH

- KOMOUWHAIHS THOIYPHHA U aJUIONYPHHOJIA B
TEPANeBTUIECKOM JTHAITA30HE 110
pe3yJbpTaTaM TeCTHPOBAaHUS Ha METaOOIUTHI
THOTYaHWHA.

HETIEPEeHOCHMOCTh B aHAMHE3€ 110 MEHbINEH Mepe

OHOTO UMMYHOMOZYJISITOpA (BKJIFOYAst, HE
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OrPaHUYMBASICH MIEPEUNCIEHHBIM, TOIIHOTY/PBOTY,
00J1b B JKMBOTE, MAHKPEATHT, (PYHKLIMOHATIBHYIO
nedéHouHy0 npody, U He Opuia HedhHeKTUBHOM
Teparnusi ONONIOTHUECKUM MPENapaToM 1 HHe Oblia
IPOIEMOHCTPUPOBAHA HETIEPEHOCUMOCTD
ouonorundeckoro npemnapara (anrurena Kk TNF umu
aHTHUTEJIA K MHTETPHUHY ), OIO0OPEHHOTO JJIs JIEYCHHST
bK. Ilpekparenue eueHusi, HECMOTPsI HA
yJIy4lleHHue KJIMHUYECKUX ITOKa3aTenel, He
OTHOCHTCS K Hea(h(peKTUBHOMY JICUSHHIO WIIH

HEMEepeHOCUMOCTH TPAAULIMOHHOTO JieueHust bK.

ITarneHThl, Y KOTOPBIX HAOMIOAAETCS] HEYAOBIETBOPUTEIbHBIII

OTBET, MOTEPsI OTBETA HA UJIM HEMEPEHOCUMOCTh OI00PEHHOMN

O6uonornueckoii teparnu bK (Hanpumep, anturen k TNF wn

AHTUTEII K I/IHTerI/IHy). HccnenoBarenu q0KHBI UMETh

BO3MOKHOCTD 3aJOKYMCHTHUPOBATh aACKBATHYIO UCTOPHIO

NPUMEHEHUST MHIYKIIMOHHON /WM MOAEPKUBAIOLIEH O3B,

VYyacTHUKH JOJI2KHBI COOTBETCTBOBATH 1 u3 CIEAYHOIUX

KPUTEPUEB:

HeynoBnerBopuTenbHBIN OTBET: MPU3HAKUA U CUMITTOMBI
MIOCTOSTHHO aKTUBHOTO 3a00JIEBaHUS, HECMOTPSI Ha
WHAYKLHOHHOE JIeYeHUe ¢ OIOOPEHHBIM BBEIEHUEM
WHAYKIHOHHBIX 103, KOTOpOe ObLIO YKa3aHO Ha JINCTKE-
BKJIQJIbIILIE BO BpeMsi Ucnoib3oBanus, MJIN

IToTepst oTBeTa: MOBTOPEHUE MTPU3HAKOB U CUMIITOMOB
AKTUBHOTO 3a00JIeBaHMUSI TIOCIIE MPENIIECTBYIOMErO
YIYYIIEHUs] KITMHUYECKUX TOKa3aTeNe BO BpeMs
onoOpeHHOro MoAnepsKuBaromero nosuposanws. MJIN
HenepeHocuMOCTh: HEMMEPEHOCUMOCTh B aHAMHE3E
uHpMKcuMaba, aramumymada, rorumMymaoa,

Benonnzymada, TopauuTuHNIOA UITH IPYrUX OX0OpEeHHBIX
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OHMONIOrNYeCKHX MpenapaToB Wi HHrHOUTOpoB JAK
(BKITFOUAs], TOMHUMO MPOYETO, SIBJICHUE, CBA3AHHOE C
uH]y3UeH, TEMHEeTNHU3ALNIO, 3ACTOHHYIO CEpAEUHYIO
HEIOCTaTOYHOCTh UJIH JIF000€ IPyroe CBA3aHHOE C
JeKapCcTBeHHbIM cpeacTsoM HS, koTopoe npuseno k
CHIDKEHHIO JTO3bI HUJIM OTMEHE JIEKAPCTBEHHOTO MIPerapara).
IIpekpaieHue nedeHnsi, HECMOTPS Ha yJy4lleHue
KJIMHUYECKHUX MOKa3aTeNel, He OTHOCUTCS K
Hed((PEeKTUBHOMY JICUEHHUIO HIJIH HETIEPEHOCUMOCTH

neuyernst BK Onosornueckum npemnaparom.

VuacTHUKH, paHee MoJydaBIine 0100PEHHYIO TepParui0 OHOIOrHYeCKUM
MpernapaToM, He COOTBETCTBYIOIINE KPUTEPHIO BKIIFOUeHUs [B], 1omkHbI
COOTBETCTBOBATh KPUTEPHIO BKIFOUEHHUs [A], 4TOOBI HIMETh ITPABO y4aCTBOBATH B
HCCJIEIOBAHUH.

VYyacTHuKH, paHee MOJyYaBIINe UCCIENYEMYIO Tepanuio A1s edeHus bK,
JOJDKHBI TIO-TIPEKHEMY COOTBETCTBOBATh KputepusiMm BkroueHus [A] MU [B].

Y4acTHUKH, COOTBETCTBYIOIINE 000UM KpUTepusiM BrJrodeHus [A] u [B],
CUUTAIOTCA TALUEHTAMH, Y KOTOPBIX ObLIO He3(h(PeKTHBHBIM JieueHe OHONIOTnYeCKUM

npenapaTom» AJisd 1ejiell JAaHHOTO UCCIIEIOBaHUS.

ii) Tlepuon 1 (senenu 0-12)

Y4acTHHKH, COOTBETCTBYIOIUE BCEM KPUTEPHSIM BKIIFOYCHHUS B UCCIIEIOBAHHUE,
MOTYT OBbITh PAHAOMHU3HUPOBAHBI JJIsl IBOMHOT'O CJIETIOrO JieueHus1. [Jisi JOCTHKEHHSI
COIOCTAaBUMOCTH MEXy TPYIIIAMH YYaCTHUKH MOTYT OBITh CTpaTH(GUIHpPOBaHBI HA
TPYIIbI JICYSHHS] HA OCHOBE CIIENYIOINX (PaKTOPOB: a) CTaTyC HedP(HEKTUBHOCTH
Teparnuy OMOJIOTHUECKUM TpernapaToM (1a/HeT); b) mpreM KOPTHKOCTEPOHIOB Ha
UCXOIHOM YPOBHe (1a/HeT); ¢) ucxonHas odmasi onenka mo mkajne SES-CD (<12, >12);
d) peruon (CeBepHasi Amepuka/Epona/npyroii); u €) ucxonusiid SF > 7 u/uiu HCXOTHBIH
AP > 2.5 (ma/ner). Dta cTpaTudukanys KOHTPOJIUPYETCS] HHTEPAKTUBHON CUCTEMOM €

nocrynom uepe3 Muareprer (IWRS). B Ileprozne 1 ecte Tpu rpynmsl BMELIATEbCTBA:
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JlozoBas rpynmna Mmupukuzymada 1 900 mr mupukmsymada B/B 1 p/4 Hen
Jlo3oBas rpymnmna ycTeknuHymaoa 2 ~ 6 MI/KT B/B 3a OHY 1103y, 3aTeM 90
mr w/k 1 p/8 Hen

ITnauebo ITnauebo, BBogumoe B/B 1 p/4 Hen

Ilepuon 2 (wepenu 12-52)

iii)

B Ilepuone 2 MokeT OBITh UETBIPE IPYIIITBI BMEIIATENbCTBA!

JlozoBas rpynmna Mmupukuzymada 1 300 mr mupukmsymada n/k 1 p/4 Hen

Jlo3oBas rpynmna ycTeknuHymaoa 2 90 mr ycrekunymaba n/k 1 p/8 Hen

He otBetuBiue Ha neyenue manedo Ha 12 venene 900 mr mupukusymada B/B 1
p/4 Hen, 3arem 300 mr
mupukusymada r/x 1 p/4 ven.

OtBeruBLIMe Ha JeueHue mianebo Ha 12 Henene  Ilnanebo, BBomumoe 1/k 1 p/4
Hen (6e3 pe3epBHOH Tepanuu nocie

12 nenenn)

IMocnenyronee HabaOIEHUE

y‘{aCTHI/IKaM, 3aBEPUINBIIUM 5TO UCCIICAOBAHUEC, MOXET OBITh npeaocraBji€Ha

BO3MOJKHOCTD 3apCruCcTpupOBaThCs B pAaCIIMPEHHOM HCCICAOBAHUHU, €CJIN OHU

COOTBETCTBYIOT KPHUTCPUAM. y‘{aCTHI/IKI/I, HE COOTBCTCTBYHOIIUEC KPUTCPUAM BKIIFOYCHHSA B

pacIIMPEHHOE UCCIIEN0BAHUE WIN HE IPUHSABIINE YYACTHE B PACLIMPEHHOM

HCCICAOBAHNH, BO3BPAIAOTCA HA ABA KOHTPOJIbHBIX IMOCCIICHUA MTOCIIE JICUCHUS. HepBoe

TAKOE€ KOHTPOJIBHOEC MOCCIICHUE MOXKET OBITh qepes3 4 HemeNu II0CIIe MOCIEIHEN TO3bI.

BTtopoe Takoe KOHTPOJIbHOE TIOCEIEHHe MOKET OBbITh uepe3 12—16 Henenb mocie

HOCJIETHENA JO3HI.
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POPMYIJIA U3OBPETEHUA

Crnoco6 neuenust 6one3nn Kpona (BK), Bkimrogaromuii BBeeHre Mupukusymada

MALUEHTY, BKJIFOYAO LN :

a) BBE/ICHUE 110 MEHbLIEH Mepe OHON MHIYKIIMOHHOHN 103bI MUPUKHU3yMala
YKa3aHHOMY MAIUEHTY, I7le HHAYKIMOHHAS 1033 COAEPIKUT OT
npubnusutensHo 200 Mr no npubnusutensHo 1200 Mr Mupukusymabda; u

b) BBEJICHUE 110 MEHbLIEH Mepe OHOM MOAAEPKUBAIOLIEH T03BI
MHUPHUKN3yMa0a YKa3aHHOMY MaLMEHTY TOC/e BBEACHUS OCIIeHEH
MHYKLIMOHHOMN 03B, TJI€ MOAAEPKUBAIOLIAS 103 CONEPKUT OT

npubmnsutensHo 100 mMr no npubmmsurtensro 600 Mr Mupukusymada.

Cnoco6 mo 1. 1, roe BK npexncrasnser coboit BK ot cpenneit no Tsoxenoi

CTCIICHU TAXKCCTH.

Cnoco6 neyennst BK o n. 1 wnu n. 2, rae y manueHTa 0bu10 Hed((PEeKTUBHBIM

CTaHAAPTHOE JICUHCHUE.

Cnoco6 neyenust BK mo m. 1 wim 1. 2, rae manueHT panee nojiyyan JeueHne

OHMONIOrNYEeCKIM MPEnapaToM.

Crnoco6 neyennst BK o n. 1 wim . 2, rae y manuenTta 66u10 Hed(PEeKTUBHBIM

JedeHre OHONOTHYECKIM IPETapaToM.

Crnocob neyenust BK no mroGomy u3 nin. 1-4, roe ykasaHHasi 10 MEHbIIEH Mepe
OJIHa MHAYKLIMOHHAS 1032 CONEPKUT NpUOIm3uTenbHo 200 Mr, npuOIH3UTEIbHO
300 mr, npubnusutensHo 400 Mmr, mpubausutensHo SO0 Mr, mpudausuTensHO 600
mr, npudausuTenbHo 700 mr, npubmusurenbro 800 mr, mpubnusureasHo 900 Mmr,
npubnusutensHo 1000 mr, npubmmsurensro 1100 Mr nin npubnmusurensao 1200

MI' MUpUKH3yMada.

Crniocob neyenust BK mo mroGomy u3 nim. 1-6, rae ykasaHHasi 10 MeHbIIEH Mepe

OJlHa MHAYKLIMOHHAS 103 CONEPKUT NpuoamsureapbHo 900 Mr Mupuknuzymaoa.
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Crnioco6 neuennst BK o mrobomy u3 nn. 1-7, roe mauueHTy BBOAST OZHY, ABE, TPU

WUJIN 9€TBIPE MHAYKIUMOHHBIC TO3bI.

Crnioco6 neuennst BK o mobomy u3 nm. 1-8, roe manueHTy BBOAST TPU

WHAYKIIUOHHBIC NO3bI C l'IpI/I6J'II/ISI/ITeJ'IbHO 4-HeZ[eJ'IbeIMI/I HUHTCpBaJIaMU.

Crnoco6 neyenust BK no mro6omy u3 nm. 1-9, rae ykasaHHYIO 1O MEHbLIEH Mepe

OJTHY MHIYKIIMOHHYIO 103y BBOAST ITyT€M BHYTPHUBEHHONU HH(Y3UU.

Cnoco6 neuenust BK mo nmrobomy u3 nn. 1-10, rae, eciiu mauueHT He JOCTUT
SHIOCKOIMMYECKOrO OTBETA Yepe3 OT MPUOIU3UTENBHO 4 10 TPUOIU3UTENBHO 12
HeZleNb M0CHe BBEICHUS MOCAeNHEeN MHAYKLIMOHHOMN 03B, MALIUEHTY BBOASAT IO
MEHbIIIEH Mepe OIHY MPOMJICHHYIO HHAYKLIHMOHHYIO 103y MUPUKH3yMala, rae
NALUEHTy BBOAAT YKA3aHHYIO IO MEHbLIEH Mepe OHY NOAAEPKUBAIOLIYIO 103y
MHpPHKH3yMada, €CIIN MALHEeHT JOCTHT YHAOCKOIIMYECKOTO OTBETA Yepe3 OT
npUOIU3NTENBHO 4 10 MpUOIM3UTENBHO 12 HeneNnb Nocie BBEACHUs OCIeIHEe
MPOAJICHHON MHAYKLMOHHOM J103bl, U IA€ SHAOCKOMUYECKHU OTBET ONMPEeSIeH Kak
cHrkenne oneHkr 1o mkane SES-CD (mpocToli SHIOCKONMYECKUI HHAESKC

akTuBHOCTH Oone3nu Kpona) Ha 50% 1Mo CpaBHEHUIO ¢ UCXOIHBIM YPOBHEM.

Cnoco6 neuennst BK mo n. 11, rne mauueHTy BBOAST YKa3aHHYIO MO MEHbIIEH
Mepe OHY NPOAJICHHYIO0 MHAYKLMOHHYIO O3y, €CJIU NALUEHT He AOCTUT
9HIOCKOMHMYECKOr0 OTBETA Yepe3 MPUOIU3UTEIBHO 4 HeJIeNN 110CIIe BBEICHUS

MOCJIeIHEW HHAYKLIMOHHOM 103BL.

Crnoco6 neuennst BK mo m. 11 umwm n. 12, rae BBOASIT HECKOJIBKO MPOAJIEHHBIX

WHAYKIIUOHHBIX 103 C HpI/I6J'II/ISI/ITeJ'IbHO 4-H€I[CJ'II:>HI:>IMI/I HUHTCPBaJIaMU.

Crnoco6 neuennst BK o mobomy u3 nn. 11-13, rae BBOAST TpH NpOAJICHHbIE

HHAYKIIUOHHBIC NO3bI C HpI/I6J'II/ISI/ITeJ'IbHO 4—HCI[CJII:>HI:>IMI/I HUHTCPBaJIaMU.
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Crnoco6 neuennst BK o mrobomy u3 nm. 11-14, rae npoayieHHast HHAYKIIMOHHAS
n03a (103bl) coaepKuT npudiuzuresnsHo 200 mr, npudmmsurensHo 600 mr,

npubnusuTensHo 900 Mr nim npubmmsurensHo 1000 Mr Mupukuzymada.

Crnoco6 neuennst BK o mobomy u3 nm. 11-15, rae npoayieHHast HHAYKIIMOHHAS

no3a (1o3el) copepxut npudausutensHo 900 Mr Mmupukuzymada.

Cnoco6 neuennst BK o mo6omy u3 nm. 11-16, rae ykazaHHble OAHY, B WU TPH

NPOJJICHHbIE HHAYKIMOHHBIE 103bI BBOAAT MyTEM BHYTPUBEHHON HHDY3UU.

Crnoco6 neuenust BK o mrobomy u3 nm. 1-17, rae ykasaHHas 0 MEHbLIEH Mepe
OJlHA MOJEPKUBAOLIAS 1032 COAEPKUT npudm3uTenbuo 100 mr,
npubmmsurensHo 150 mr, npubnamsurensHo 200 mr, npubausurensHo 250 mr,
npubmmsurensHo 300 mr, npubausurensHo 350 mr, npubausurensHo 400 mr,

npubansutensHo 500 Mr nm npudmmsutensHo 600 Mr Mupukusymada.

Cnoco6 neuenust BK o mo6omy u3 nm. 1-18, rae yka3aHHas o0 MeHbLIEH Mepe
OJTHA TIOJIEP KUBAOIIAS 1034 COAEPKUT Mpudm3uTensHo 200 Mr uiu

npudm3uTenbHO 300 Mr MUpUKHU3yMaba.

Cnoco6 neuennst BK o mo6omy u3 nm. 1-19, rae yka3zaHHYIO 10 MEHbLIEH Mepe
OIHY MOJJEP KUBAIOLIYIO 103y BBOAST 4yepe3 2-16 Henenb nocyie BBEACHUS

MOCJAeAHeN UHITYKLIMOHHOMN JO3bI.

Crnocob neyenust BK o nro6omy u3 nin. 1-20, rae yka3aHHYIO MO MEHBIIEH Mepe
OJIHY TIOAI€PKUBAIOIIYIO 103y BBOAAT Yepe3 MPUOTUUTENBHO 2 HeeIH,
NPUOIU3UTENBHO 3 HEACH, MPUOIN3UTENBHO 4 HEeTH, MPHOIU3UTENBHO 5
Henesb, NPUOIN3UTENBHO 6 Helelb, MPUOIN3UTENBHO 7 HEeAeINb, TPHOIU3UTEIHHO
8 Henenb, npubIM3NTENEHO 12 Henenp WM NpUOIH3UTENbHO 16 Hexenb mocie

BBEACHUS MOCJIECIHEN NHAYKLIUOHHON 103bL

Crnocob neyenust BK o nmroGomy u3 . 1-21, re yka3aHHYIO MO MEHbBIIIEH Mepe
OJIHY MOJAEPKUBAOLIYIO 103y BBOIST Yepe3 MPUOIU3UTENbHO 4 HeeNu moce

BBEACHUS MOCJIECIHEN NHAYKLIUOHHON 03I
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Crnocob neyenust BK o mro6omy u3 . 1-21, rae yka3aHHYIO MO0 MEHBIIEH Mepe
OIIHY MOJAEPKUBAIOLIYIO 103y BBOIST Yepe3 MPpUOIU3UTEIBHO 8 HeNeNb Mocie

BBEACHUS MOCJIECIHEN NHAYKLIUOHHON 03I

Crnioco6 neuennst BK o mobomy u3 nm. 1-20, rae nanueHTy BBOAAT HECKOJIBKO
NOJAEPKUBAIOIINX J103, TPHYEM MEPBYIO NOAAEP KUBAIOLIYIO 103y BBOIST Yepe3

2-16 Henenb nocyie BBEACHUS NTOCIEAHEN HHAYKIIMOHHOMN A03BI.

Cnoco6 neuenust BK o 1. 24, rie nepByro Moaaep kKUBAOLIYIO 103y BBOISAT
Yyepe3 MPUOTU3UTENBHO 2 HeesH, TPUOIU3UTENbHO 3 HelesH, MPUOIU3UTENbHO 4
HeJesu, MPUOJIM3UTENBHO 5 Helelb, NPUOIM3UTENBHO O Helelb, TPUOIH3UTENbHO
7 Henesb, MPUONIU3UTENBHO 8 HeleNb, MPUOTU3UTENBHO 12 Henenb uiu

npubIM3UTENBHO 16 Henenb mocie BBeACHUs! MOCIeqHeH HHAYKIIMOHHOM TO3bI.

Cnoco6 neyenust BK mo . 24 umm . 25, rae nepByro NOAEPKUBAOIIYIO 103y
BBOJIAIT Uepe3 MPHUOJIM3UTEIBHO 4 HENENN TI0CIIe BBEACHUS TIOCIeIHEH

WHAYKLUOHHOM JTO3bI.

Crnioco6 neyenust BK mo . 24 wnu 1. 25, rne nepByro MOAIEPKUBAIOIIYIO 103y
BBOJSIT Yepe3 NMPUOIU3UTEHLHO 8 HelleNb MOCIe BBEIEHUS TOCIeIHEN

WHAYKLIUOHHOM JTO3bI.

Crnoco6 neuennst BK o mobomy u3 nn. 24-27, rae onHy uian Oojee
JOTIOJTHUTEIBHBIX TOAAEPKUBAOIIHX 103 BBOAST C MPUOIU3UTENBHO 4-,
NPUOITU3NUTENBHO 8- WK MPUOIU3UTENBHO 12-HenenpHbIM(1) HHTEPBAIOM(aMH)

10CJIe BBEACHUs NIEPBOil MOAAEPKUBAIOLLEH JO3bI.

Crnoco6 neuennst BK o mrobomy u3 nm. 24-28, rae onHy uin Oosee
TOTIOJTHUTEIBHBIX OAAEPKUBAIOIINX 103 BBOIST C MPUOIU3UTENBHO 4-
HeneJIbHBIM(M) HHTEPBAIOM(aMH) MTOCIIE BBEIEHHSI IEPBOH MOAIEPKUBAIOIIEH

JO3bI.
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Crnoco6 neuennst BK o mrobomy u3 nm. 24-28, rae onHy uinn Oosee
JOTIOJTHUTEIBHBIX OAAEPKUBAIOIINX 103 BBOAST C MPUOIU3UTENBHO 8-
HeleJIbHbIM(1) HHTePBAJIOM(aMHt ) TIOCIIE BBEACHHUSI IEPBO IMOAIeP KUBAIOIIIEH

JO3bI.

Crnoco6 neyenust BK o mro6omy u3 nm. 1-28, rne monaep kuBaroiyo(ue) 103y

(O3bI) BBOASIT MyTEM MOAKOKHON MHBEKIIHH.

Crnocob neyenust BK o mroGomy u3 nm. 1-5, BKIFOYArOIIHIA:

a) BBE/ICHUE TALIUEHTY TPEX UHIYKIMOHHBIX 03 MUPHUKH3yMaba myTem
BHYTPUBEHHOW MHBEKLIUH, TI€ KaXKas MHIYKIIMOHHAS 1033 COAEPKHUT
npubansutensHo 900 Mr Mupuknuszymaba; u

b) BBE/ICHUE TALIUEHTY MOAAEPKUBAIOIIEH (X ) 1036l (103) MUpUKU3yMada
MyTeM MOIKOKHON MHBEKIUH ¢ MPUOTU3UTENBHO 4- UITH NPUOJIM3UTEIBHO
8-HemeIbHBIMI MHTEPBAJIAMH, I7I€ IEPBYIO MOAAECPIKUBAIOIIYIO 103y
BBOJIAIT Uepe3 MPHUOIM3UTEIBHO 4 HEENU WK NPUOTU3UTENBHO 8 Heneb
MOCJIe BBEICHUS MOCAEHEeN NHAYKLIIMOHHON 103bl, U I71€ KaKaas
MOJEPKUBAIOLIAS 1033 COAEPKUT MPpUOIM3uTebHO 200 MI MiTH
npubnusuTensHo 300 Mr MUpHKH3yMaba,

rne bK npencrasnsier coboii BK oT cpenHeit 10 TsoKenol CTeneHn TIKECTH.

Cnoco6 neuennst BK o . 32, rae BBOOST TPH WHAYKIIMOHHBIE 103bI
MHUpHUKH3yMada ¢ MPUOIU3UTENBHO 4-HENeTbHBIMU HHTEPBAJIAMHU, 1 ITEPBYIO
NOAIEPKUBAIOINYIO A03Y BBOMAT Yepe3 MPUOIU3UTENBHO 4 HEAEIH MOCe

BBECHUS MOCJIECIHEN NHAYKLIUOHHON 103BbL.

Mupuknzymad s npumenenus npu jiedennu BK, rae ykasanHoe nedeHue

BKJIFOYAET:

a) BBE/ICHUE 110 MEHBLIEH Mepe OHON MHIYKIIMOHHOHN 103bI MUPHUKH3yMada
MALMEHTY, TI€ HHAYKIHOHHAS 1032 CONEPKUT OT MpuOIm3uTeabHo 200 Mr

no npubnusutensHo 1200 Mr Mupukusymada; u
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b) BBEJICHHE 110 MEHbIIEH Mepe OHOH MO AP KUBAIOLIEH O3bI
MHUPHUKH3yMala MalueHTy IOCe BBEACHUS TOCIEAHEH HHIYKIIHOHHON
T03Bl, I71€ TOA/IEPKUBAIOIIAS 1033 COAEPKUT OT mpudbmu3uTesnsHo 100 Mr

no npudmusuTenbHo 600 Mr MEUpUKH3yMada.

Mupukuzymad ans npumenenus npu sedenunu bK no n. 34, rne BK npencrasnsier

coboit BK ot cpenHeii 10 TsDKENOM CTENeHH TSKECTH.

Mupukuzymad ans npumenenus npu sedennu bK no n. 34 wnum . 35, rne 'y

nauyeHTa Obu10 Hed(P(PEeKTUBHBIM CTAHAAPTHOE JICYCHUE.

Mupukusymad niist npumenenus npu siedennu BK no . 34 wnu . 35, roe

MaUEHT PaHEE NMOJIyvall JICUCHNE OHOJIOrHYECKUM npenapaTom.

Mupukusymad miis npumenenus npu sedennu BK mo . 34 wm . 35, rme 'y

nanueHTa 0p110 Hed(h(HEeKTUBHBIM JIedeHHE OMOJIOTHYECKUM TPENapaToM.

Mupukuzymad ans npumenenus npu jedennu bK no mobomy uz nm. 34-38, rne
yKa3aHHasl [0 MEHbIIeH Mepe OHA MHIYKIIMOHHASI 1033 COEPIKHUT
npubnusuTensHo 200 mr, mpubnusutenbHo 300 mr, mpubnusurtenbHo 400 mr,
npubnusuTensHo S00 mr, mpubnusutenbHo 600 mr, mpudnusutensHo 700 Mmr,
npubnusutensHo 800 Mr, mpubnusutensHo 900 mr, mpubnusutensHo 1000 wmr,

npubnusuTensHo 1100 mr wmu npudmmsurensao 1200 Mr Mmupukuzymada.

Mupuknzymad s npumenenus npu jieuennu BK no mobomy u3 nm. 34-39, rne
yKa3aHHas [10 MEHbLIEH Mepe OJJHA UHAYKLMOHHAs 4034 COAEPKUT

npudm3uTenbHo 900 Mr MupuKHU3yMada.

Mupuknzymad s npumenenus npu jedennu BK no mobomy u3 mm. 34-40, roe

NalrEHTY BBOIAT OAHY, ABE, TPU WU YETBIPE MHAYKIUOHHBIC JO3bIL.

Mupuknzymad s npumenenus npu seuennu BK no mobomy u3 nm. 34-41, roe
NAMEHTY BBOIAT TPU HHAYKLHUOHHBIE HO3bI C MPUOIN3UTENBHO 4-HEAeTbHBIMU

UHTEepBajaMu.
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Mupuknzymad ans npumerenus npu sedennu bBK no mobomy u3 nm. 34-42, roe
YKa3aHHYIO [0 MEHbLIEH Mepe OAHY MHIYKLHOHHYKO J03Y BBOAST MYyTEM

BHYTPUBEHHOW HH]Y3UU.

Mupuknuzymad anst npumenenus npu edenuu bK no mobomy u3 . 34-43, re,
€CIIU MMALMEHT He TOCTUT HHIOCKOITNYECKOT0 OTBETA Yepe3 OT NPUOIM3UTENBHO 4
10 npubnu3uTeNnpbHO 12 Henenb nocie BBEASHUS NOCIeqHeH HHAYKIIMOHHON A03bI,
NaLUEeHTy BBOAAT IO MEHbLIEH Mepe OJHY NPOJICHHYO HHAYKLIMOHHYIO 103y
MHUpHUKN3yMala, I/ie NalMeHTy BBOIAT YKAa3aHHYIO 110 MEHbIIEH Mepe OHY
NOAJIEPKUBAIOINYIO 103y MUPUKHU3yMa0a, eCily MalueHT JOCTHT
SHIOCKOIMMYECKOrO OTBETA Yepe3 OT MPUOIU3UTENBHO 4 10 PUOIU3UTENBHO 12
HeZeJb NI0CJIe BBEACHUs TOCJIEAHEN NPOAJICHHON HHAYKLIIMOHHON 103bl, U Ie
SH/IOCKOMUYECKHUH OTBET OIpeseNieH Kak CHIKeHne oleHku 1o mkajie SES-CD Ha

50% 1o CpaBHEHHIO C UCXOJHBIM YPOBHEM.

Mupukuzymad ast npumenenus npu jedennu bK no n. 44, rae nanueHTy BBOAST
YKa3aHHYIO 10 MEHbLIEH Mepe OAHY MPOIJIEHHYI0 HHAYKLHUOHHYIO 103y, €CIIU
MALMEHT He JTOCTHT SHAOCKOMUYECKOTO OTBETA Yepe3 MPUOIN3UTENbHO 4 HelemH

MIOCJI€ BBEICHUS NIOCIEAHEN HHAYKLIMOHHOM TO3bI.

Mupukuszymad mist npumerenust npu jiedernnu bK no n. 44 wnu . 45, roe BBOOAT
HECKOJIBKO MPOJIEHHBIX UHAYKIMOHHBIX 103 C MPUOIU3UTETHEHO 4-HeeTbHBIMU

MHTEpBaJaMu.

Mupuknzymad ans npumenenus npu jeuennu bBK no mobomy u3 mm. 44-46, roe
BBOJIAT TPH NMPOJUICHHBIE HHAYKIHMOHHBIE TO3BI C MPUOIM3UTENBHO 4-HEIeTbHBIMU

MHTEepBajaMu.

Mupuknzymad ans npumenenus npu sedennu BK no mobomy us nm. 44-47, roe
NPOJICHHAsI MHAYKIIMOHHAS 1032 (103bI) comep kUt npudmusutensHo 200 wmr,
npubnusuTensHo 600 Mr, mpubnusuTensHo 900 Mr wim npudmmsurtensHo 1000 Mr

MHUpHUKH3yMada.
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Mupuknzymad ans npumenenus npu sedennu bBK no mobomy u3 nm. 44-48, roe
NPOJJICHHAs MHAYKIIMOHHAS 1032 (J103bI) COAEP KUT mpudmusutensHo 900 mr

MHUpHUKH3yMada.

Mupuknuzymad ans npumenenus npu sedenuu bK no mobomy u3 nim. 44-49, rne
YKa3aHHBIE OJIHY, 1B€ WU TPU NPOAJICHHbIE HHAYKLUOHHBIE JO3bl BBOAST IIyTEM

BHYTPUBEHHOW HH]Y3UU.

Mupukuzymad ans npumenenus npu sedenuu bK no mobomy u3 nm. 34-50, roe
yKa3aHHas [10 MEHbIIEH Mepe OfHA MOAEP KUBAIOLIAS 1032 CONEPIKUT
npubmusurensHo 100 mr, npubnmsurensHo 150 mr, npubausurensHo 200 mr,
npubmusutensHo 250 mr, npubausurensHo 300 mr, npubnusurensHo 350 mr,
npubmnsutensHo 400 mr, npubausurensHo 500 Mr nnm npudmmszutensHo 600 Mr

MHpPHKH3yMaoa.

Mupukusymad miist npumenenust npu sedennu BK no mobomy u3 nm. 34-51, roe
yKa3aHHasi [10 MeHbIlel Mepe OfIHA MOAAEPKUBAIOLIAs 71033 COAEPKUT

npubnusuTensHo 200 Mr win npudnusutenbHo 300 Mr MUpHKH3yMaba.

Mupukuzymad ast npumenenus npu yeuennu bK no mobomy u3 nm. 34-52, rne
YKa3aHHYIO 110 MEHbIIEH Mepe OHY MOAECPKUBAOIIYIO 103y BBOASAT yepes 2-16

HeJIeJIb MOCJIe BBEAEHUS MOCIEIHEN NHAYKLIMOHHOM 103BI.

Mupuknzymad st npumenenus npu jiedennu BK mo mobomy u3 mm. 34-53, roe
YKa3aHHYIO [0 MEHbLIEH Mepe OAHY NOAAECPKUBAIOLIYIO 103y BBOASAT 4epes
NPUOTU3NUTENBHO 2 HEACTH, MPUOIN3UTENBHO 3 HEeH, MPUOIU3UTENBHO 4
HeNeJH, TPUOIU3UTENbHO 5 HesleNb, MPUOIM3UTENBHO 6 HEeAeNb, MPHOIU3UTEIHHO
7 Henenb, MpUOIM3UTENLHO 8 Helelb, MPUOIU3UTETbHO 12 Hexenb wiu

npuOIM3NTENBEHO 16 HeneNnb mocie BBEACHUS NOCIeIHEeH HHAYKIIHOHHON 03Bl

Mupuknzymad anst npumenenus npu seuennu BK no mobomy u3 nm. 34-54, roe
YKa3aHHYIO IO MEHBIIEN Mepe OHY MOAAEPKUBAIOINYIO 103y BBOIAT YEPE3

pUOIM3UTENLHO 4 HEIeNU TI0CTIe BBEISHUS TOCIEAHEH HHIYKIIHOHHOM TO3BI.



10

15

20

25

30

56.

57.

58.

59.

60.

61.

62.

73

Mupuknzymad ans npumenenus npu sedennu bK mo mobomy u3 nm. 34-54, roe
YKa3aHHYIO IO MEHBILIEN MEPE OHY MOAJAEPKUBAOINYIO 103y BBOIAT YEPE3

NpUOIM3UTENIbHO 8 Heelb TOCTIe BBEISHUS MTOCIEAHEH HHIYKIIHOHHOM JTO3BI.

Mupuknuzymad ans npumenenus npu sedenunu bK no mobomy u3 nm. 34-52, rne
MALUEHTy BBOAAT HECKOJIBKO MOAAEPKUBAIOIINX 103, IPUYEM NEPBYIO
NOAAEPKUBAIOIIYIO 03y BBOIAT uepes 2-16 Henenpb 1ociie BBEASHUsI MOCIEeIHEN

UHIYKLIUOHHOU JTO3bI.

Mupukusymad s npumenenus npu sedennu BK mo n. 57, rae nepsyro
HOZZEP>KUBAIOIIYIO 103y BBOJST Uepe3 NPUOIH3UTEIBHO 2 HeNeH,
npUOIM3UTENBHO 3 HEAEH, TPUOIU3UTENBHO 4 HEeH, TPUOIU3UTENIBHO 5
HeJeJb, MPUOIU3UTENBHO O HeZleNb, MPUOIU3UTENbHO 7 Heleb, MPUOIU3UTETBHO
8 Henenb, mpubIM3UTENBEHO 12 Heenb WM NpuOIU3UTENbHO 16 Hepenb nocie

BBEJICHUsI MIOCJIEAHEN NHAYKIIMOHHON TO3bI.

Mupukuzymad asst npumenenus npu yieuenud bK mo n. 57 wiu . 58, roe
HEePBYIO MOAAEP KUBAIOIIYIO 103y BBOIAT Yepe3 NMPUOIU3UTENbHO 4 Helenu 1mocie

BBECHHUS MOCJIECIHEN NHAYKLIUOHHOM 103BI.

Mupukuzymad asst npumenenus npu yieuenuu bK mo n. 57 wiu . 58, roe
HEePBYIO TOANEP KUBAIOIIYIO 103y BBOIAT Yepe3 NMPHONN3UTENBHO 8 Heslelb Moce

BBECHUS MOCJIECIHEN NHAYKLIUOHHON 103BL.

Mupukuzymad st npumenenus npu jieuennu bK mo mobomy u3 nm. 57-60, roe
OIHY WK O0Jiee TOTIOTHUTENBHBIX MTOAEPKIUBAIOLINX 03 BBOIAT C
NPUOIU3UTENBHO 4-, TPUOTU3UTENBHO 8- HITH NMPUOTH3UTENBHO 12-HeneapHbIM(1)

UHTEPBAJIOM(aMH) TIOCJIE€ BBEICHUS NIEPBOH MOANEPIKUBAIOLIEH O3B

Mupuknzymad ans npumenenus npu sedennu BK no mobomy u3 nm. 57-61, roe
OIHY WK OO0JIee TOTIOTHUTENbHBIX MTOAEPKIUBAOLINX 103 BBOJAT C
NpUOIU3NUTENBEHO 4-HeneTbHBIM(1M) HHTEPBAJIOM(aMH1) TIOCIIE BBEICHUS IEPBOH

NMOAAEPKUBAIOIIEN AO3BI.
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Mupuknzymad ans npumenenus npu sedennu BK mo mobomy u3 nm. 57-61, roe
OIHY WK OO0Jiee TOTIOTHUTENBHBIX MTOIEPKIUBAIOLINX 03 BBOIAT C
NpUONU3NTENBHO 8-HeneIbHBIM(1) HHTEPBAJIOM(aMH1) TTOCHIE BBEICHUS TIEPBOH

NOAAEPKUBAIOIIEN AO3BI.

Mupukuzymad ans npumenenus npu sedenuu bK no mobomy u3 nm. 34-63, roe

O AECPKUBAIOINYIO(1€) 103y (03bI) BBOIAT IMyTEM MOJKOKHOH HHBEKIINU.

Mupukuzymad ans npumenenus npu sedenuu bK no mo6omy u3 nn. 34-38, rne

YKa3aHHOE JIEYEeHHE BKJIIOYAET:

a) BBeJEHHE MALMEeHTy TPeX MHAYKLHUOHHBIX 103 MUPHKH3yMada MmyTem
BHYTPUBEHHOW MHBEKLIUH, 1€ KaXas HHAYKIIMOHHAs 1032 COEPKUT
npubamsurensHo 900 Mr Mupuknszymaba; u

b) BBeneHHE MaLMEHTY MONAEPKUBAIOIIEH(MX) N03bI (103) MUPUKHU3yMada myTem
NOAKOXKHOW MHBEKIMU C MPUOIH3UTENbHO 4- MM NPUOIH3UTENBHO 8-
HeJleJIbHBIMY HHTEPBaJIaMH, I'7i€ TIEPBYIO MOJAEPKUBAIOLIYIO 103y BBOJSAT
Yyepe3 MPUOTU3UTENLHO 4 HelesH WM MPUOIU3UTENIBHO 8 HEAeb MOocie
BBEJICHHS TIOCTIeIHEH NHAYKLIMOHHON J03bl, U I/ie KaKas MOAAeP KUBAIOIIast
no3a conepxut 200 mr wim 300 Mr Mupukusymada,

rne bK npencrasnsier coboii BK oT cpenHeit 1o TsoKenol CTeneHn TIKECTH.

Mupukuzymad st npumenenus npu yiedennu BK mo . 65, rae BBomAT Tpu
WHYKIIHOHHBIE 103bI MUPUKH3YMala C MPHOIU3UTEIBHO 4-HEeeIbHBIMU
UHTEPBAJIAaMH, U TIEPBYIO MOAAECPIKUBAIOLIYIO 103y BBOIAT Yepe3 MPUOIU3UTENBHO

4 Hepenu nocne BBEACHUS NOCIEHEN HHAYKLIIMOHHON 03Bl
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MUPUKU3YMAB JIA TTPUMEHEHM A B CITOCOBE JIEHEHWA BOJIE3HU
KPOHA
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o OtmenbHBIE CyOBEKTHI
®  Menuana

CpenHsisi KOHIICHTPALUA MUPUKH3YMa0a B TCUCHHE

200 mr 600 Mr 1000 mr

dur. 1. CpenHue CbIBOPOTOYHBIE KOHLIEHTPAIIMA MUPUKHU3yMa0a B TEYCHUE
WHAYKLUOHHOTO NEePUOAA B UCCIENOBAHUH, ONTMCAHHOM B IpuMepe 1.
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MUPUKU3YMAB JIA TTPUMEHEHM A B CITOCOBE JIEHEHWA BOJIE3HU
KPOHA
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Cpenssisi KOHIICHTPALUA MUPUKH3YMa0a B TCUCHHE
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300 Mmr /K 200 Mr B/B 600 Mr B/B 1000 Mr B/B

Cokpauienusi: B/B = BHyTpuBeHHO; @K = apMakoKMHETHKA, T/K = MOAKOMKHO

@ur. 2. CpenHue CHIBOPOTOUHBIE KOHIIEHTPALUH MUPHKI3yMaba B TEUEHHE
MOAIEPKUBAIOILETO EPUOAA B UCCIENOBAHUH, OITMCAHHOM B nipumepe 1.
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MUPUKU3YMAB JIA TTPUMEHEHM A B CITOCOBE JIEHEHWA BOJIE3HU
KPOHA
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Kimupenc mupuknsymada, pacCUdTaHHBIN W3 MOJENH (11/4)

Macca Tena (xr)

@ur. 3. 3aBUCMMOCTb KJIMPEHCA, PACCUMTAHHOTO U3 MOMYJISIIHOHHOMN
(papMaKOKMHETUIECKON MOJIENH, OT MACChl T€JIa B UCCIIENOBAHUM U3
npumepa 1.
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MUPUKU3YMAB JIA TTPUMEHEHM A B CITOCOBE JIEHEHWA BOJIE3HU
KPOHA

O  HaOmonmaemble JaHHBIE

&
=

5

= © 3aBUCHUMOCTD, PACCUUTAHHAS U3 MOJIENIU
2

E C
o N

< E/ 0
= =

o

X!
=)

o E <t —
E o

o~

= o

m 38

TE o
T

o B

=

TN

= @

Q3
=R o1
Q

<

o

=

L

A

O

@

35 55 75 95 115

Macca Tena (kr)

®ur. 4. 3apucumocTb 06bEMa pacrpeneneHns B IEHTPAIbHOM KOMIaPTMEHTE,
PACCYMTAHHOTO U3 TOMYJSIHOHHOM (hapMaKOKMHETHYECKOM MOMIEIH, OT
MAacChl Tejla B MCCIEN0BAHUY U3 puMepa 1.
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MUPUKU3YMAB JIA TTPUMEHEHM A B CITOCOBE JIEHEHWA BOJIE3HU
KPOHA
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Konuenrpamms mupukuzymada Ha 12 Hemene (MKr/mir)

Coxkpawmenus: ITH = npenckazarenbHblii HHTEPBAI

BusyanpHas olLieHKa peACKa3aTeIbHON CIOCOOHOCTH TOA00Pa MOAEIH A
SHIOCKONMYECKOrO OTBETA Ha 12 Henene B UccaeaoBaHUu U3 pumepa 1.
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MUPUKU3YMAB JIA TTPUMEHEHM A B CITOCOBE JIEHEHWA BOJIE3HU
KPOHA
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Konnenrpaums mupukuzymada Ha 12 Hegene (MKr/min)

Coxkpamenus: [1T1 = npencka3aTenbHbIi HHTEPBA

@ur. 6. BusyanbHas OLEHKa NPeacKa3aTeIbHON CIOCOOHOCTH mondopa MOAENH s
SHIOCKOINYECKON pPeMHUCCUH Ha 12 Hepene B UCCIeA0BaHUY U3 rpuMepa 1.
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MUPUKU3YMAB JIA TTPUMEHEHM A B CITOCOBE JIEHEHWA BOJIE3HU

KPOHA
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Konnenrparms mupukuzymada Ha 12 Hemene (MKr/min)

Coxkpamenus: [IM = npenckasaTenbHbIil HHTEpBA

MonenupoBaHuE YaCTOTHI SHAOCKOMUYECKOTO OTBETA U SHAOCKOINYECKON
pemuccuu Ha 12 Hexene U1t 103 MUPHKH3yMa0a U SKCIIO3ULIHH,
MPEACTABISIIOLIUX UHTEPEC, A1 UCCAEA0OBAHUs U3 MpuMepa 2.
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