COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 10.12.2024 N= 27300

OBLIASI XAPAKTEPUCTHKA JEKAPCTBEHIOFO TIPEITAPATA “70°)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

SIKBUHYC, 5 MT, TaOJIETKH, TOKPHITHIE MJICHOYHON 000JI0UKOI
SAxsunyc, 10 Mr, TabieTKH, MOKPHITHIE IUICHOYHON 000JI0UKON

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB

JeiicTBytolee BemecTBo: ToQpauuTHHUO

SIkBUHYC, 5 MT, Ta6J'IeTKI/I, MOKPBITHIE INICHOYHOMH 000JI0YKOU

Kaxxnas TabneTka, MOKpHITas IJICHOYHOW OOOJOYKOHM, COAEPXKUT 5 Mr TohaluTUHIOA B BHIE
todanutuanba nurpat 8,078 mr.

BcnomorareiabHnie BCIICCTBA, HAJIMYUC KOTOPBLIX HAAO YYHTBIBATHL B COCTABC JICKAPCTBCHHOTO
nmpemnapara: JJakTo3bsl MoHOTHIpaT 59,44 Mr (cM. pasnens 4.3, 4.4).

ITonnprit NEpCUCHL BCIIOMOTaTCIIbHBIX BCUICCTB IPUBEACH B pa3aCiic 6.1.

Sxsunyc, 10 Mr, TabIEeTKH, MTOKPBITHIE INIEHOYHONW 000JI0UYKOH

Kaxnas tabnerka, MOKphITas IUIEHOUYHOM 0005104KOH, coaepxuT 10 Mr TodanutnHnba B BUje
todaruTuauba nurpat 16,155 mr.

BcmomoratenbHble BellecTBa, HaTUYME KOTOPBIX HA/IO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakTo3sl MoHOoTHIpaT 118,88 Mr (cMm. pazaenst 4.3, 4.4).

[TonHbIi IepeyeHb BCIIOMOTaTEIbHbBIX BEIIECTB MPUBEIEH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPHITHIE MIIEHOYHOU 000TI0UYKOM.

SIKBUHYC, 5 MI, TabJIETKH, TOKPHITHIE MJICHOYHOH 000JI04KOH
benbie kpyrible ABOSIKOBBINTYKIIbIE TaOJIETKH, MOKPHIThIE MJIEHOYHOW 000JI0UKON C TPaBUPOBKOM
"Pfizer" na oxgHoii ctopone u "JKI 5" - Ha apyroii.

SAxBunyc, 10 Mr, TaGA€TKH, HOKPBITHIE NIEHOYHON 000I0YKON
l'onyGble Kpyrible [BOSKOBBINYKJIbIE TaOJIETKH, IOKPBITHIE IUIEHOYHOM 000704YKOil ¢
rpaBupoBkoii "Pfizer" na ognoii cropone u "JKI 10" - Ha npyroii.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3aHusl K NPUMEHEHHIO

[Ipenapar SIkBHHYC MOKa3aH K NPUMEHEHHIO MO CIAEAYIOIUM MOKa3aHUSM:



ot 10.12.2024 Ne 27300
(NMOCNEQOBATENEHOCTL 0006)

PeBMaTOMIHBINA apTPUT

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

Todamutuan®d B kKomOuHammu c MerorpekcaroM (MT) mokazaH [ JIeYeHHS B3POCIbBIX
NAlMeHTOB C YMEPEHHBIM WIIM TSDKEIBIM aKTHBHBIM peBMaTougHbM aptputom (PA) ¢
HEaJIeKBaTHBIM OTBETOM HAa OJMH MM HECKOJbKO Oa3HCHBIX INPOTUBOBOCHATUTEIbHBIX
npenapatoB (BIIBII) miu ¢ ux HenepeHocuMocThio (cM. pazzaen S5.1). TodauuTtuHUO MOMKHO
OPUMEHSATH B BUJI€ MOHOTEpANUK B cityyae HenepeHocumocTy MT min B ciydasx, Korja jJeueHue
MT nenenecoobpaszno (cM. pasznenst 4.4 u 4.5).

Tlcopuatnyeckuii apTpUT

Todauutnan®d B kxomOuHanmuu c MerorpekcatoM (MT) mnokazaH i JeueHUs B3POCIBIX
NAIMEeHTOB C aKTHBHBIM IcopuarndeckuM apTputoM (IICA) ¢ HeaseKBaTHBIM OTBETOM Ha OAMH
WIM HECKOJIbKO Oa3MCHBIX MpOoTUBOBOCHANWTENbHBIX mpenaparoB (BIIBII) wmm ¢ wux
HENEPEeHOCUMOCTRIO (cM. pazzaen 5.1).

AHKHMJIO3UPYIOIINN CIIOHIMIOAPTPHUT

TodamuTuHu® MmokaszaH JUIsl JeUYEHHs B3POCIBIX MALUMEHTOB C AKTUBHBIM AHKWIO3UPYIOIIUM
cnonuinoapTputoM (AC) ¢ HealeKBaTHBIM OTBETOM Ha TPAJIULUOHHYIO TEPAIIHIO.

SI3BEHHBIN KOJIUT

TO(baIII/ITI/IHI/I6 MMOoKa3aH A JICUCHUA B3pPOCJIBIX MAIMMCHTOB C YMCPCHHBIM WM TAXKCEIIBIM
aKTUBHBIM s3BeHHbIM KkonuToM (SK) ¢ HeagekBaTHBIM OTBETOM, IIOTEpPEe OTBeTa WU
HEMEePEHOCUMOCTBIO CTAHAPTHON TEpanuy WK OMOJIOTHYECKUX CPENCTB (CM. pazzaen S.1).

IOBenunpHbII nanonatndeckud aptput (IfOUA)

TodauutnHn® moKa3zaH [UIsl JIEYEHUS AKTUBHOIO IOJMAPTUKYJISPHOIO  FOBEHUJIBHOIO
UAMONATUYECKOro apTpuTa (IOJIMApPTPUT C NMosokuTeabHbIM [RF+] nnu orpunarensubiv [RF-]
peBMaTOUJIHBIM  (AaKTOPOM U  PACIPOCTPAHEHHBIH  OJIUTOAPTPUT) U IOBEHUJILHOTO
ncopuatndeckoro aprpura (IIcA) y namueHToB B Bo3pacTe 2 JIET M CTaplle ¢ HEaJeKBaTHBIM
OTBETOM Ha npeapiayiyro repanuro bITPILL

Todauutuau® MokeT Ha3HavyaTbcs B KoMmOuHaiuu ¢ merotpekcarom (MT) wnu B Buze
MOHOTEpAIUHU B cilydyae HenepeHocuMocT MT min B TeX citydasix, KOraa MpoJo/KeHHUE JeUeHUs
¢ npumenenuem MT HerenecoobpaszHo.

Hosag kopoHnasupvycHas nadekms, ser3Bannas COVID-19

Hogas xoponaBupycHas undexius, BeizBanHass COVID-19 y rocnutanu3upoBaHHBIX B3POCIIBIX
MAIMEHTOB C JIETKUM/CPETHETSDKENBIM TeUCHUEM M (PakTopamMHu pUCKa TSDKEJIOro TeUeHHUs Mpu
HAJIMYUU TATOJOTHYECKUX U3MEHEHUH B JIETKUX, cOOTBeTcTBYIomUX KT1-2, HO He momyJarommx
WHBA3MBHYI0O WM HEWHBAa3MBHYIO BEHTWISAILMIO WU HKCTPAKOPHMOPATbHYI0 MEMOpPaHHYIO
okcurenanuo (OKMO).

4.2. Pe:xuM 103UPOBAHUSA U CIIOCO0 NPUMEHEHU

JleyeHne OOJDKHO Ha3HA4aTbCs M KOHTPOJMPOBATHCSA BPadYaMH-CIIEHHAIACTAMH, HUMEIOIIAMHU
ONBIT JMArHOCTHUKK W JIeYeHUs 3a00yieBaHUil, MNpHU KOTOPHIX IOKAa3aHO MPHUMEHEHHE
To(aruTHHUOA.
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Pexxum go3upoBaHus

Pesmamouonwviii apmpum u ncopuamuueckuti apmpum
PexomeHnyemas o3a cocTaBisleT 5 MI /1Ba pa3a B CyTKH; 3Ty 103y HE CJIE€yeT IPEBBIILIATS.
[Ipu npumenenun B komOuHanuu ¢ MT koppekuus 1036l Ipenapara He TpeOyeTcs.

Nuadopmammio o mepexone ¢ MpUMEHEHHs] TabIeTOK TOGAaUUTUHHUOA, TOKPBITHIX TUICHOYHOM
000s10uKoif, Ha ToparUTHHHO B TabJeTKax ¢ MOAU(PUIMPOBAHHBIM BBHICBOOOXKIECHHUEM CM. B
Tabymme 1.

Taoimua 1. Ilepexox ¢ npuMeHeHus1 TopauuTHHNOA B TA0/1€TKAaX, NOKPBITHIX IJICHOYHOH
000109uKk0ii, Ha TohamuTHHMO B TadJeTKaX ¢ MOAM(PHUIMPOBAHHBIM

BBICBOOOK/IeHUEM
ITepexon C npumenenus | Ilepexoauts ¢ npuema TopanuTuHOA B TAOIETKAX, MOKPHITHIX
topamuTHOAa B  TabJieTKax, | INIEHOYHOM 000JI0YKOM, MO 5 Mr ABa pa3a B CYTKH Ha IpUEM
MTOKPBITBIX IUIGHOYHOH | TodanuTuHub6a B Talbnerkax ¢ MOAU(UIMPOBAHHBIM

000JI0uKOM, MO SMr  Ha | BbICBOOOXKJIeHHEM 1o 11 Mr oMH pa3 B CyTKH M OOPaTHO MOKHO
TopauuTuHUO B TabJeTKax C | Ha CIEAYIOUIMH JeHb MOCie Ipuema IMOCIeAHeH J103bl JII00oH
MOTU(UITIPOBAHHBIM U3 TabJIeTOK

BBICBOOOKIeHHEM, 10 11 Mr?

*Cm. pazmenS.2 s cpaBHEHUsS — (DApMAaKOKMHETUKM — JIEKAPCTBEHHOW  Qopmbl ¢
MOJIUGUIMPOBAHHBIM BBICBOOOXKIEHHUEM U JIEKAPCTBEHHOM (DOPMBI, MOKPBITOM IIEHOYHOU
000JI0YKOH.

AuKuno3upyowull CHOHOUI0APMPUm

Pexomenryemas 103a TodaluTHHIOA COCTABIISET 5 MT /IBa pa3a B CYTKH.

A36ennbiii Konum

Hnoykyuonnas mepanus

Pexomennyemass nosza mnpemnaparta cocraBisieT 10 Mr mepopanbHO JABa pa3a B CYTKH JUIA
MHAYKIIMOHHOW TEPANNU B TEUEHUE 8 HEJEIIb.

[TarenTsl, KOTOPBIE K HeAeNe 8 He JOCTUIIIN JOCTATOYHOTO TepaneBTHUECKOro 3¢dexra, MOryT
POJOJKATh IPUEM Mpernapara B MHAYKIIMOHHOM pekuMe (10 Mr 1Ba pa3a B CyTKH) elie 8 Hezelb
(T. e. Bcero B TedeHue 16 Henenb), mocie 4ero nepeiTu Ha mpueM npemnapaTa B 1o3e 5 MT JiBa pasa
B CyTKM B KadecTBe MOJjAepKuBaroniel Tepanuu. MHAYKIMOHHYIO Tepanuio To()auuTuHUOOM
IpPEeKpaIlaloT Y NallMeHTOB, He JOCTHUTIINX TepaneBTHIecKoro 3¢ ¢gekra k Heaene 16.

Tloooepacusarowas mepanus
Pexomennyemass no3a TodanmuTHHUOA IS MOAJCPKUBAIONICH TEpaluu COCTaBISET S5 MT
NepOpaNBLHO JIBa Pa3a B CYTKHU.

[Ipumenenne todanutuHOa B 03¢ 10 Mr aBa pasa B CYTKHM B KadecTBE MOJICPKHUBAIOIICH
Tepanmuu HE peKoMeHayeTcs: y manueHToB ¢ SIK, y KoTopeix ecTh m3BeCTHBIC (haKTOPHI PUCKA
BEHO3HOU TpoMO0sIMOonuu (BTD), OCHOBHBIX HEXelaTeNbHBIX CEPACYHO-COCYAUCTHIX COOBITUN
(OHCCC) wu 370Ka4eCTBEHHBIX HOBOOOpA30BaHHWM, 3a WCKIIOYCHHEM CJIy4aeB, Korja
OTCYTCTBYIOT MOAXO/ISIINE aTbTEPHATUBHBIE METO/BI JIedeHHs (CM. pasnensl 4.4 u 4.8).

Jlna nanuentos ¢ SK, y kotopsix HeT nossinieHHOro pucka BTO, OHCCC u 310ka4ecTBEHHBIX
HOBOOOpa3zoBaHuil (cM. pazzen 4.4), MOXKEeT paccMaTpUBaTHCS IPUMEHEHHE ToPauTUHNOA B 103€
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10 Mmr mepopajibHO /1Ba pa3za B CYTKH, €CIHU Y nauHeHTaﬂl;a-ﬁ'quga‘e C;ITECIEE&TB ¢ OT‘BeTa Ha

Tepanuio TopauuTHHUOOM B 103€ 5 MT /IBa pa3a B CyTKU U OTCYTCTBHE OTBETA Ha albTepHATUBHbBIE
METO/BbI JICYCHUsI S3BEHHOTO KOJHUTA, TAaKUE KaK Tepamusi MHruouropamu (GakTopa HEKpo3a
onyxonu (uaruouropamu ®HO). Todauntunud B go3e 10 Mr nBa pasa B CyTKM B KadecTBe
HOJ/IEP)KUBAIOLICH Tepanmuu cleayeT NPUMEHATh B TEUYEHHE KaK MOXKHO Ooyiee KOPOTKOIro
nepuona BpeMeHu. CreyeT mpuMeHATh Hanboliee HU3KyI0 3G ()EeKTUBHYIO 103y, HEOOXOIUMYIO
JUISl IOAJIEpKaHUsl TEPAIIEBTUYECKOTO OTBETA.

HaI_II/IeHTaM, OTBCTUBIIMM Ha JICYCHHC TO(I)aI_II/ITI/IHI/I60M, MOKHO YMCHBIIUTHL O3y U /AN
MMPEKPATUTh NPUMCHCHHUEC KOPTUKOCTEPOUIOB B COOTBETCTBUH CO CTAHAAPTOM TCpaIlu.

Lloemopnviu kypc neuenus npu AK

B cnyuae mepepsiBa B JI€UEHUH MOXKHO PacCMOTPETh BO3MOKHOCTH BO30OHOBIICHUS TEparuu
todauuTuHOOM. B ciydae motepu OTBETa MOXKHO PACCMOTPETh BO3MOXKHOCTH TOBTOPHOM
WHAYKIIMOHHOW Tepanuu TodarmuTHHUOOM B go3e 10 Mr aBa pa3a B CyTKH. B KIMHHYECKHX
MCCJIEOBAHUSX TIEPUOJI TIEPEepPhIBa B JICUEHUU TIPooKaics 10 1 roga. DhHEeKTHBHOCTE MOXKET
OBITH BOCCTaHOBIIEHA TOCTe § HeNeNb Tepaluu ¢ MpuMeHeHneM a03bl 10 Mr Ba pas3a B CyTKH
(cm. pazmen 5.1).

THonuapmukynapusiii FOUA u rosenunvuwiii [1cA (demu 6 so3pacme om 2 0o 18 n1em)

TodauuTrHNO MOXKHO MPUMEHSTH B BUJIE€ MOHOTEpaIuu Wik B komOouHauuu ¢ MT.

Pexomennyemass no3a A1 MalMEHTOB B BO3pacTe 2 JIET M CTapllle OCHOBAHA Ha CIENYHOIIUX

BECOBBIX KaTETOPHSX:

Tabmunma 2. Jloza TodanuTHHHOA NJIsi JIeYeHHS] NMANMEHTOB ¢ MOJHAPTHKYJISIPHBIM
IOBEHWJIbLHBIM HIHONIATHYECKMM apTPUTOM M 10BeHWIbHBIM IIcA B Bo3pacre 2 jer

U cTapuie
Macca TeJa (Kr) Pesxkum no3upoBaHus
10 —<20 3,2 mr (3,2 M pacTBOpa JUIsl MpUeMa BHYTPH) JIBa pa3a B CYTKHU
20—-<40 4 mr (4 mu1 pacTBOpa JJIsl IpHEMa BHYTPb) JIBa pa3a B CYTKH
> 40 5 mr (5 MJ1 pacTBOpa ISl MpUeMa BHYTPh WiIH TableTKa, MOKPhITas
~ TJIEHOYHOU 000JI0YKOM, 5 MI') /1Ba pa3a B CYTKH

[Tanents! ¢ maccoit Tena > 40 kr, nomyyaBimue ToGpauuTUHUO B dopme pacTBopa 5 MIT JUIs
pueMa BHYTPb J[Ba pa3a B CyTKH, MOTYT ObITh IIepeBe/IeHbl Ha TO(GauuTuHUO B popme TableToK,
HOKPBITHIX TUIEHOYHOM 000JI04KOH, 110 5 M 1Ba pa3a B cyTku. [lanuenTs! ¢ maccoil Tena < 40 kr
HE MOTYT OBITh IEpEBEIEHBI ¢ ToQaluTHHUOA B (hOopMe pacTBOpa JjIsl MpUeMa BHYTPb Ha APYTYIO

(bopmy.
Hoeas koponasupycnas ungexyus, evizéannas COVID-19

Pexomennyemas no3a npenapara SIKBUHYyC 17151 B3pOCIIbIX TAMEHTOB cocTasisieT 10 Mr iBa pasa
B cyrku B TeueHue 14 gnuel. TodauuTuHHO NOMDKEH NPUMEHSTHCS TOJIBKO Y
TOCMUTAIU3UPOBAHHBIX MALIMEHTOB U MOJ HAOII0ACHUEM Bpaueh-ClelIMaJuCTOB, UMEIOIIHUX OIbIT
JiedeHus: JTaHHOoro 3a0oseBanus. Eciin BbINMCKa U3 cTallMOHapa MPOMCXOAUT 110 3aBeplieHus 14-
JTHEBHOTO ME€PHO/IA JICYCHHUS, IPUEM TOPalUTUHUOA CIIelyeT IPEKPATHUTh.

JlBe TabneTku npenapara SKBHHYC 5 MI' OMOSKBUBAJIEHTHBI OJJTHOM TabJieTKe npenapara SIKBUHYC
10 Mr 1 MOTYT UCIIOJIP30BATHCSA B KAUE€CTBE aIbTEPHATHBBI OJTHOM TaOeTKe mpenapara SIKBUHYC
10 mr.
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o QBA HOC o0&
BpemMmennoe iy 1ojiHoe IpeKpallleHue TEPAUn vV BSDOCIIEIX PrJl% HE" TENBHOCTL 0006)

[Ipu pa3BuTHM y manUeHTa cepbe3HoW MHQEeKuuu JedyeHue To(GauuTHHUOOM CcleayeT
INPUOCTAHOBUTH IO YCTAHOBJICHUSI KOHTPOJIS HaJl MHPEKIHEH.

MosxeT moTpeboBaThCs BpEMEHHOE TMPEKPAIICHHE TePAllU B CIIydae Pa3BUTHS J10303aBUCHUMBIX
OTKJIOHEHUH J1abopaTOpPHBIX TOKa3aTesel, BKIoYas JTUMQOIECHUI0, HEUTPOIIEHUIO U aHEMHUIO.
PeKOMCH}IaHI/II/I o BPEMCHHOMY MWJIM IIOJHOMY IMPCKpalICHUIO TCparnu, IMPUBCACHHLIC B
tabnuuax 3, 4 u 5 HUXKe, 3aBUCAT OT CTEHEHH THKECTH OTKIOHEHHUUW OT HOPMBI PE3yIbTaTOB
nabopaTOpHBIX MOKa3arenel (cM. pasznen 4.4).

He pexomenayeTcss HaYMHATH TEpAINUIO IMPEMApaTOM Yy IMAMEHTOB C a0COTIOTHBIM YHCIOM
mumponutoB (AUJ) Menee 750 kmeTok/mMm>,

Tadoauna 3. Hwuskoe abcoa0THOE YHCI0 JUM(OIUTOB
Huskoe aécomoTHoe ynucao JuMmponuros (AYJI) (cm. pazgea 4.4)

JlabopaTopHblii Pexomengauus

NnoKa3areJib

(kJ1eTOK/MM?)

AYJI 6onpine unu | Jloza qomkHa OBITH COXpaHEHA.

paBHO 750

AYJI 500-750 [Tpu cTOiiKOM CHMYKEHUH 3TOTO MOKa3aTels (2 mocieaoBaTeIbHbIX

3HAYEHUS B 3TOM JIMaINa30He IpU PYTUHHOM J1ab0paTopHOM
HCCIIeZIOBAaHUH) HEOOXOIMMO YMEHBIINUTH /103y WA IPUOCTAaHOBUTH
IpHeM Ipenapara.

[Tanmnentam, nomayyaromum npemnapat SIkBuHyc B 103¢ 10 Mr 1Ba pasa B
CYTKH, CJIe/lyeT YMEHBIINTh 103y To(auuTHHUOa 10 5 Mr J1Ba paza B
CYTKH.

[TarmmenTam, nosyvaromum npenapat SAKBUHYC B 103€ 5 Mr JBa pa3a B
CYTKH, CIIeIyeT MPUOCTAaHOBUTH IIPUMEHEHUE TIpErapara.

ITpu mnoBeimennn AYJI Beime 750, Tepanuio cieayer BO300HOBHUTH
B COOTBETCTBUH C KIIMHWYECKUMU MOKA3aHHUSIMHU.

AYJI mensiie 500 | Ecnu Takoe 3HaueHue 1a00paTOPHOTO MOKa3aTelsl MOATBEP)KIACTCS NpU
MOBTOPHOM AaHAJIM3€ B TEYEHUE 7 AHEW, MpUEM Mpenapara CIeayeT
IIPEKPATHUTB.

He pexomenayercs HauMHATh TEpalMio MpPENapaToM y B3POCIBIX MAIMEHTOB C a0COIIOTHBIM
uycniom HelTpodpunos (AUH) menee 1000 knetok/Mm®. He pexoMeHayeTcss HaUMHAThH TEPAITHIO
TpenapaToM y AeTeil ¢ aGCOMOTHBIM YncioM HelTpoduios (AUH) menee 1200 kieTok/mm>.
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Taoauuna 4. Hwuskoe a0COTI0OTHOE YUCIO0 HEil Tgog)nﬂ-gg‘“"'-l ENOCBATENEHOCTL 0006)

Huskoe aGcooTHoe yncao HeidTpopmioB (AYH) (cm. pazaen 4.4)

JlaGopaTopHbIii Pexomenpanust
NMOKAa3aTeJIb
(xaeTox/Mm3)
AUYH 6onpmie 1000 | be3 n3meHeHMIA.
AYH 500-1000 [Ipu cTOWKOM CHMKEHUU B 3TOM JAMANa3oHe (2 onpeleraeHHbIX OIS

3Hau€HUs B TMpeAeNax »dTOro Juarna3oHa MpH  CTaHAAPTHOM
1a00paTOPHOM HCCIIEIOBAHUM) CIEAYET CHU3UTH 103y MM BPEMEHHO
MPUOCTAHOBUTD MIPHEM.

Jlis manueHToB, Mojdydaroumx npenapar SkBunyc B no3e 10 mr nBa
pasa B CyTKH, YMEHBIIUTD JJO3Yy IIperapaTa 10 5 Mr JBa pa3a B CyTKH.

Jnst manueHToB, MoJiyvaromux npenapat AAKBUHYC B 103€ 5 MT JBa pa3a
B CYTKH, BPEMEHHO IPUOCTAHOBUTH IIPUEM IIpEIapara.

IIpu AYH 6Gonee 1000 Bo300HOBUTH NpHeM INpenapaTa SIKBUHYC B
COOTBETCTBUU C KIMHUYECKUMU MOKa3aHUSMU. .

AYH mensue 500 Ecnu Takoe 3HaueHme n1abOpaTOPHOTO MOKA3aTeNs MOITBEPKIACTCS
IIPY [IOBTOPHOM aHAJIM3€ B TEYEHUE 7 JHEU, IPUEM IIpenapara cieIyer
MIPEKPATUTD.

He pexomenayercs HauuMHaTh TEpanui0 MpPENapaToM Yy B3pOCIBIX MAalMEHTOB C YPOBHEM
remoriaoonHa menee 9 r/mi. He pexkomeHzyercss HauMHATh TEPAINUIO MpENapaToM y JeTel ¢
ypoBHeM remoriobuHa menee 10 r/an. [ns noxaszanus «HoBas kopoHaBUpycHasi MH(EKLUS,
Bbi3BaHHass COVID-19» He pekoMmeHIyeTcs HauuMHaTh TEPAINUI0 Yy NAUEHTOB C YPOBHEM
reMoriao0uHa MeHee 8 /.

Tabauna S. Hu3koe 3HaUeHHE TeMOTJI00HHA
Hu3koe 3Hauenune remors106mua (cm. pasaes 4.4)
JlabopaTopHblii Pexomennanust
NnoKa3areJib
(r/m)
> 9,0 /o1 u cumkenne Ha | be3 u3MeHenunii.
2 T/ Wi MEHee
< 8,0 r/nn unu cHmwkenue | CneayeT BPEMEHHO NPUOCTAHOBHUTH MPUMEHEHHE TMpernapara
6osee yem Ha 2 1/ SKBUHYC 10 HOpMaJIU3allMK 3HAUE€HUH TeMOTI001Ha.
(moaTBEpKACHO pu
MTOBTOPHOMH OIIEHKE)

Bzaumooeucmesus

OO6mas cyrouHas 103a TopaunTHHUOA JOKHA OBITh CHUYKEHA BABOE Y MAI[MEHTOB, MOJyYarOIUX
MoIHble UHruoUTOPHl 1IUTOXpoma P450 (CYP) 3A4 (nanmpumep, KETOKOHA30J1), UM OJUH WU
0osiee COMYTCTBYIOUIMX IMPENapaToB, KOTOPbIE MPHUBOIAT KaK K YMEPEHHOMY MHTMOMPOBAHUIO
uzopepmenta CYP3A4, rak u k moutHoMy uHruOuposanuio nzopepmenra CYP2C19 (manpumep,
daykoHazon) (cM. pazzgen 4.5) caenyonmm oopa3om:
o [Tanmenrtam, momydarouM 103y TogauuTuHHOAa 5 MI /IBa pa3a B CYTKH, CIEIyeT
CHU3UTBH €€ JI0 5 MI' O/IUH pa3 B CYTKHU (B3pOCJIbIE€ MALMEHTHI U IETH).
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CHU3UTBH €€ JI0 5 MT JIBa pa3a B CYTKH (B3pOCiblE NAI[UEHTHI).

Tonbko myIs A€TE: WMEIIIMECS JaHHBIE IO3BOJSIOT MPEANOJIOXKUTh, UYTO KIWHUYECKOE
yinydiieHue HabOmojaeTcss B TeueHue |8 Hepenb moclie Havana Tepanud TOParUTHHUOOM.
CnenyeT THIATENBHO MEPECMOTPETH BOMPOC O MPOJOJKEHHM TEpanvu, €CId y MalueHTa He
HaAOII0IaeTCs KIIMHUYECKOTO YIY4YIICHHUs B TEYCHHE ITOTO MePHO/ia BPEMEHH.

IIpexpamenue opuema npu AC

Hmeromuecss AaHHbBIE MO3BOJSIOT HPEANONIOXKUTh, YTO KIMHUYecKoe yiyumieHue npu AC
HaboaeTcs B TeueHue 16 Henesb nocie Havyana jJedeHus TodpauutuHiuoom. CieayeT TiareabHo
IepecMOTPETh BOMNPOC O MPOAOCDKEHUM JIeUEHHs, €CIM Yy TNalMeHTa He Haliogaercs
KIIMHUYCCKOI'0 YIY4YIICHHA B TCUHCHHUC 3TOr0 N€pruojja BpEMCHU.

Oco0bIe I'pynnbl DaMCHTOB

HauueHm bl NOJHCUTIOCO 803pacma

Y marueHToB B BO3pacTe 65 JeT U cTapiie KOPPeKIus 10361 He TpedyeTtcs. JlaHHbIe 0 MPUMEHEHUH
npenapara y nalueHTOB B Bo3pacTe 75 JeT U cTapiie orpanuyeHbl. O IpUMEHEHUU Y TAallMEHTOB
B Bo3pacte 65 JieT u crapie cM. B pasnene 4.4.

llayuenmul ¢ napywenuem ynkyuu neveru

Tadauna 6. Koppekuus 103bl IPH HAPYIUEHUH (PYHKIUH MTEYEHH

Crenennb Knaccupukanmua | Koppexknusi 1031 npu HapymeHHMH (QyHKIUH
HApYLIEHUA MeYeHH I TA0IeTOK Pa3JIMYHON CHIIbI AeHCTBHS
GyHkuun
nevyeHu
Jlerkas crenenp | Knacc A no | Koppexkius 10361 He TpedyeTcs.
KJIacCU(PpUKAITHI
Yaiing — [Isro0
YMepeHHas Kitacc B o | /o3y cienyer yMEeHbIINUTb 10 S MI' OIVH pa3 B CYTKH,
CTEIlCHb Kﬂaccp[(bpucaunp[ €Clin pCeKoMeHAyEMas O03a IpHU HOpMaJIBHOfI
Yaiing — [bro (yHKLMY TEYeHN COCTABIIAET 5 MT /IBa pa3a B CYTKH.
Jlo3y ciienyeT yMEHBIIUTh 10 S5 MT JiBa pa3a B CyTKH,
€CIH pEeKOMEHAyeMas J03a @pU HOPMaJbHOU
¢byHKIMM neyeHu cocrapisieT 10 Mr ABa pasza B CyTKU
(cm. pazzen 5.2).
Tsoxenas Knacc C o | Todpauutunn® HEe pEKOMEHIyeTCs NPUMEHATh Y
CTETICHb KJIaccuuKanuu NAlMeHTOB C TSDKEJIBIM HapylleHueM (YyHKIHUU

Yaiing — [sr0

neyeHu (cm. pasnen 4.3).

llayuenmul ¢ napywenuem ynKyuu novex



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.12.2024 N= 27300
(MOCNEOCBATENEHOCTE 0006)

Tadoiauua 7. Koppekuus 1036l IPH HAPYIUEHUHM (PYHKIMH MIOYEK

Crenennb Kaupenc Koppexkuuss 10361 npu HapyumieHMH (QyHKIUH

HAPYLICHHS KpeaTHHHHA MoYeK AJs TA0JIeTOK Pa3JIMYHOM CHIIBI el CTBUS

GyHkuun

Mo4eK

Jlerkas crenenp | 50 — 80 mu/MuH Koppekuust 10361 He TpeOyeTcs.

YMepeHHas 30 — 49 mn/mun Koppexiust 10361 He TpeOyeTcs.

CTENEHb

Tsoxenas < 30 ma/MHUH Ecin pexomenayemass Jo03a NpU  HOPMAJIBHOU

CTENEHb (GYHKIIMU MOYEK COCTAaBIISIET 5 MTI' JIBa pa3a B CYTKH,

(BKIIIOYast ClIeyeT yMEHBIINTD 103y 10 5 MI' OIMH pa3 B CYTKH.

MAlUMEeHTOB  Ha

reMOJUAIIN3E) Ecin pexomenayemass Jo03a NpU  HOPMAJIBHOU
¢byHKIMU nouek cocrapuser 10 Mr aBa pasa B CyTKH,
ClIeyeT YMEHBIIUTD 103y 0 5 MT JIBa pa3a B CyTKH.
[TaneHTsI ¢ TSHKEIBIM HapylnieHHeM (QyHKIMU MOYeK
JOJDKHBI  MPOJOJDKATh — IMOJdy4aTh Ipernapar B
CHIDKEHHOH J103€ Jaxe Iocie reMoauainsa (CM.
paznein 5.2).

Hoesas koponasupycnas ungexyus, svizeannas COVID-19

VY nmanueHToB ¢ HapyleHUSMU (PYHKLIUU MOYEK YMEPEHHOW WM TSDKEJIOW CTENeHU KOppEeKLHUs
710361 He00X0AMMa (CM. TabnuIly 8 HUXKe). Y MAalMEeHTOB C HApyIIEHUSIMU (QYHKIMU TOYEK JETKOM
CTETNEeHH KOPPEKIIMs 103kl IIpernapaTa He TpeOyeTcs.

[Ipenapar SIkBHHYC HEe pEKOMEHAYETCS NPUHUMATH IMALMEHTaM C TSDKEJIBIMH HapyLICHUSMH
¢yHkuuu neyeHu. PexoMeHganuu mo J03UpOBKE Mpernapara JJis HalUeHTOB C HapYHICHUSMU
(GYHKIMY NTeYEHH JIETKOW WM CpeHEN CTENeHH MpeACTaBIeHbl B TaOIULE 8 HUXKE.

Ta6auna 8. Kpurepuu xoppekuun 103b1/Bpemennoro npexpaiuenus Jieuenust/Ipexpaimenus
JeyeHusa?

JlabopaTopHbIii 3Hauenue

.« Pexomenganus
nokasareyab/Cocrossnne/B3anumMoneiicTreue Aan

JlabopaTopHbIe OTKJIOHEHHS

AOCOIIOTHOE YHUCITO TUM(OIIUTOB > 250 KJICTOK/MM> be3 usmenenuit
< 250 knetox/mm’ [IpekpaleHue ae4eHust

AOGCOMIOTHOE YUCIIO HEUTPODUITIOB > 500 KneTok/Mm’ be3 nzmenenun
< 500 KaeToK/MM’ IIpekpanieHue neyeHust

I'emormoOun > 8,0 r/mn be3 usmenenni
<8,0 r/an [Ipekpaienue neyeHus

YpoBeHb TpaHCAMHUHA3 AJIT wmn ACT <5 x BI'H be3 nsmenenuii

AJIT nmu ACT >5 x BI'H | BpemeHHO npekpaTuTh
JIEYEHUE, POBECTH
o0ciieioBaHNE U
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T o W o B ol W O - o ol s B O ry Pt
MM NTELNERTE] IER 1D UG ]
PACCMOTPETh BO3ZMOKHOCT

OTMEHBI TOhAUTHHUOA

benbie KpoBsiHBIE KIIETKH > 1000 k1eToK/MM’ be3 nsmenenuii

< 1000 knetok/mm> [Ipekpaienne neyeHus

Oco0ble KaTeropuu NANMEHTOB

Hapymenue ¢pyHkIMM neyeHu

Hapymenue ¢pynkumum be3 nzmenenuii
IIEYCHHU JIETKOU CTENECHU
Hapymenue ¢pynkumun S Mr 11Ba pa3a B CyTKH

INCYCHU cpenHeﬁ CTCIICHHU

Hapymenue ¢pyHkuuu nouex

Hapymenue Gpynkuumn bes nsmenenun
ITOYEK JIETKOW CTEIICHH
(pCK®) > 60 mn/mun/1,73
M* 1 < 90 mi/mun/1,73 M%)

Hapymenue ¢pyHkumm 5 Mr J1Ba pa3a B CyTKH

MOYEK TSHKEION CTENEHU

(pCK® < 30 mn/mun/1,73

M%) WK cpeHeil cTeneHu

(pCK® < 60 mn/mun/1,73
M%)

JlekapcTBeHHbIE B3aUMOAEeHCTBHS

OnHoBpeMEeHHOE 5 MT JBa pa3a B CYTKH
IPUMEHEHHE C MOIIHBIMU
unruoutopamu CYP3A4,

WM KoMOuHanuen
YMEPEHHOTO UHTMOUTOpa
CYP3A4 u momsOro
unruduropa CYP2C19

Cokpamennsi: AJIT - anannHamunotpancdepasa, ACT - acmapraramunorpancdepasza, pCK® - pacueTtHas ckopocTh
Ki1y0oukoBoil hunbTpannu, B'H — BepxHsisi rpaHuia HOPMBI.

2 Ecyin 1abopaTopHOE OTKJIOHEHHUE CBSI3aHO, BEPOSITHO, C OCHOBHBIM 3a00JICBAHUEM, CIIEAYET PACCMOTPETh PUCKH U TIOJIB3Y
MIPOJIOJDKEHNS TIpreMa To(aluTHHNOA B TOH K€ MIIM CHM)KEHHOM J03€.

CTH

besonacnocts u 3¢ ¢dexktuBHOCTE TOdanuTHHHOA Yy JAeTedl B Bo3pacTe Miaamie 2 JeT C
nonuapTukyIsipabiM FOUA u roBeHminbHbIM [ICA He ycTaHOBNEeHBI. JlaHHBIE OTCYTCTBYIOT.

besonacHocts u 3¢ddexTuBHOCTS TOdanuTHHMOA y ngered Miaame 18 et ¢ Apyrumu
NOKa3aHUSAMU (HaIpuUMep, I3BEHHBIN KOJUT) HE YCTAaHOBJECHBI. /laHHbIE OTCYTCTBYIOT.

Criocob nnpuMeHeHUs

I[J'IH nprueMa BHYTPb BHC 3aBUCUMOCTH OT IpUEMa IMUIIH.

HaHI/IeHTaM, KOTOpI)IM pr,)IHO IJ10TaTh, Ta6J'I€TKH TO(baHI/ITI/IHI/I6a MOXHO U3MeEJIb4aTth U 3alIuBaTh
BOJIOM.



ot 10.12.2024 Ne 27300
(NMOCNEQOBATENEHOCTL 0006)

4.3. llporuBONOKA3aHNUS

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

[Ipumenenne npenapata SIKBUHYC IPOTUBONIOKA3aHO IPU:

o TUIIEPUYBCTBUTEIBHOCTH K TOMGAUTHUHUOY MIIH K JIIOOOMY M3 BCIIOMOI'aTENIbHBIX BEIIECTB,
NIEPEUHCIICHHBIX B pasjene 6.1;
. akTuBHOM TyOepkynese (TB), Tsokenplx MHQEKIUAX, TaKUX Kak CerCcHc, WIn

ONMOPTYHUCTHUECKUX MHPEKUUIX (cM. pazaen 4.4);
. TSDKEJIOM HapylleHuu GYHKIUU 1eyeHu (cM. paszzaen 4.2);
. OepeMEHHOCTH U B TIEPUOJ JaKTaIK (CM. pasnen 4.6).

4.4. OcoOble yKka3aHUs1 M1 MepPbI NIPEeI0CTOPOKHOCTH IIPH NPHUMEHEHUH

TO(l)aHI/ITI/IHI/I6 CIICAYCT MPUMCHSATD TOJIBKO IMPU OTCYTCTBUH MOAXOOANIUX aJIbTCPHATHUBHBIX
METOJIOB JICUEHMS] Y NTAIIUEHTOB:

- B Bo3pacte 65 JIeT u cTapiie;

- C aTepOCKJIEPOTUYECKUMH CEpJIeYHO-COCYAUCTHIMU 3a00JIEBaHMSIMM B aHaMHeE3€ WM
OpyruMU (pakTOopaMu pUCKAa Pa3BUTHUSI CEPAECUHO-COCYIUCTBIX 3a00JjeBaHUl (Hampumep,
MALUEHTOB-KYPWIBIIUKOB B HACTOSIEE BPEMS WM B MPOLIJIOM B TEUYECHUE JJIUTEIBHOTO
nepuoa);

- c (QaxkTopaMH pHCKa pa3BUTUS 3JIOKAUECTBEHHBIX HOBOOOpa3oBaHUU (Hampumep,
3JI0Ka4E€CTBEHHAs OIYXO0Jb B HACTOSIIIEE BpEMS WIIU B aHAMHE3E)

[IpuMeHeHMe V TAaMEHTOB B BO3pacTe 65 JIET U cTapiie

[IpuHumas BO BHHMMaHHUE TOBBIIICHHBIM PUCK PAa3BUTHUSA CEPbE3HBIX HHOEKIUi, HHpapKTa
MHUOKap/ia, 3JI0KAaYeCTBEHHBIX HOBOOOPAa30BaHWH W CMEPTH IO JIIOOOW TMpPUYMHE MPH TIPHEME
TopaunTHHUOA y MAaLMEHTOB B Bo3pacTe 65 jeT u crapiue, TOQauuTHHUO ClieAyeT NPUMEHSTh
TOJILKO TIPU OTCYTCTBHH TOAXOISIINX aTbTEPHATUBHBIX METO/IOB JICUEHHUS (CM. TOTIOTHUTEIIEHYIO
UHpOpMaLUIO HIKE B pasaenax 4.4 u 5.1).

IIpumeHeHue B KOMOMHAIINH C APYTruMHU fperiaparaMu

[Ipumenenne TtodamuTHHMOA HE H3Yy4AlIOCh, M €ro cleayeT u30eratb B KOMOMHAIMHM C
OMOJIOTHYECKUMU TIpernapaTaMu, TaKUMU Kak mHruOuTopsl ®HOa, aHTaroHncThl HHTEPICHKUHA
(IL)-1R, antaronuctel IL-6R, moHOkiOHanbHBIe aHTHUTenda K CD20, antaronuctel IL-17,
aHTaroHuctsl 1L-12/IL-23, aHTUMHTErpUHBI, CEJIEKTUBHbIE MOIYJISATOPHl KO-CTUMYJSALHMU U
BBICOKOAKTUBHBIE ~ MMMYHOJETPECCAHTH  (TakKMe Kak a3aTUONpPUH, 6-MEpKanTOIypHH,
IUKJIOCTIOPUH H  TAaKpPOJWMYC), H3-32 BO3MOXKHOCTH YCHJICHHS HWMMYHOCYNPECCUU C
MOCIEAYIOIUM YBETUUCHUEM PUCKA Pa3BUTHS HHPECKIUH.

B xnmHuueckux uccnenoBaHusx PA mpu npumeHenuu TodauutnHHOa B KomMOuHammu ¢ MT
HaOmoanach Oosiee BBICOKAs 4YacCTOTAa BO3HMKHOBEHMS HEKEJIATENbHBIX SBJICHUN, YeM Npu

MMPUMCHCHUHA TO(I)aL[I/ITI/IHI/I6a B BUJIC MOHOTCPAIINU.

[Ipumenenne TodanuTuHnOa B KOMOMHAaUMU ¢ MHruouropamu (Gocdoauscrepassl 4 THUMA HeE
M3y4aJIOCh B KIIMHHUYECKUX UCCIIEAOBAHMIX TODAITUTHHUOA.

Benosngas tpom60sMb0ansa (BTO)

VY manueHToB, MpUHUMABIINX TO(GAIMTHHUO, OTMEUAINCh Cepbe3HbIe siBiicHHs BTD, BKItoudas
TpoMOo3MOomnuto jerounoit aprepun (TDJIA), B HEKOTOPBIX CIydasiX C JIETATbHBIM HUCXOAOM, a
10
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takke Tpombo3 rinybokux Bern (TIB). B paHﬂoﬂﬁ%ﬁJ%h@;Tﬁ&h‘ Tt _EET!II;I'II)IiiI:hOM

COOTBETCTBYET 3KCNEPTHOMY OTYETY

UCClIeI0OBaHNM 06€30MacHOCTH Y nanueHToB ¢ PA B Bo3pacte 50 sieT niu crapiie no MeHbliei mepe
C OJTHUM JIOTIOJTHUTEIbHBIM (PaKTOPOM PUCKA CEPJICUHO-COCYIUCTHIX 3a00JIeBaHUI HAaOII0aI0Ch
J10303aBUCUMOE TOBbIIIeHHE pucka BTD mnpu npumeHeHuun TtodauutuHuOa B CpaBHEHUU C
npumeHeHreM HHruoutopoB ®HO (cm. paznens: 4.8 u 5.1).

[lo pesynpraTam amnocTepuOPHOrO MOMCKOBOTO aHAJIM3a B paMKaxX AHHOTO HCCIIEJOBAaHMS y
NAIMEHTOB C M3BECTHBIMU (pakTopamu pucka BTO cinyuam nmocnenyromeit BTO nabmronanuck
yaiie y HalMeHTOB, MOJYYaBIIUX JIedeHHE TO(alMTUHUOOM, y KOTOPHIX udepe3 12 mecsies
JedeHus: ypoBeHb D-mumepa Obut > 2 x BI'H (BepxHsig rpaHuiia HOPMbI), YEM Yy MAlUEHTOB, Y
KOTOPBIX ypoBeHb D-aumepa 6bu1 < 2 x BI'H; 370 He ObU10 04€BUAHO Y MAIIMEHTOB, NOIYYaBIIUX
nedenue unruouropamu ®HO. UnTepnperanus orpaHuyeHa MajibiM 4ucioM sBieHud BTO u
OTrpaHMYEHHOM TOCTYIMHOCTBIO aHanu3a Ha D-nuMmep (aHanu3 BBITOIHSIICSA TOJBKO HAa HA4aabHOM
aTarne, 4yepe3 12 mMecsieB U B KOHIIE UCCIIeIOBaHUsA). Y ManueHToB, He uMmeromux BTO Bo Bpems
UCCIIeIOBaHMsl, cpeiHue ypoBHU D-numepa OblTH 3HAYUTEIBHO CHUXKEHBI Yepe3 12 mecsieB 1o
CPaBHEHMIO C HCXOJHBIM YPOBHEM BO Bcex rIpymmax jeudeHus. OgHako ypoBHu D-aumepa
>2xBI'H uepe3s 12 wmecsueB HaOmonanuch npubausutensHo y 30 % mnauuentoB 6e3
nocneayomux apieHuit BT, 4To ykaspiBaeT Ha orpaHHYEHHYIO crieln(UYHOCTh aHanu3a Ha D-
JUMED B TOM HUCCIIEI0BAaHUU.

[Ipumenenne todauutuHnbOa B 03¢ 10 Mr nBa pas3a B CyTKHM B KadecTBE MO KUBAOLICH
Tepanuu He peKkomeHayercs Aisd nanueHTtoB ¢ K, y KOTOpeIX MMEIOTCSI M3BECTHbIE (DaKTOPHI
pucka BTO, OHCCC u 31m0KkauecTBEHHbIX HOBOOOpPA30BaHMM, 32 UCKIIOYEHUEM CIy4aeB, KOT/a
OTCYTCTBYIOT ITOJAXO/ISAIINE aJIbTEPHATUBHbIE METO/bI JIEUeHUs (CM. paszen 4.2).

Y mnanmeHTOB ¢ (akTOpaMH pHCKAa Pa3BUTHS CEPIEYHO-COCYAMUCTHIX 3a00JIEBaHUI HIIH
3JI0KaQUYeCTBEHHBIX HOBOOOpa3oBaHui (cM. Takke pasnen 4.4 «OcCHOBHbIE HEXeaTelbHbIe
CEpJIEYHO-COCYIUCThIE COOBITUS (BKJItOYass HH(MAPKT MHUOKapAa)» M «3JI0KayeCTBEHHbIE
HOBOOOpa3oBaHus U JuMonponudepaTUBHbIE 3a00JeBaHUA») TOGALUTUHUO  Cleayer
NPUMEHSTH TOJIBKO MPH OTCYTCTBUU MOAXO/SIINX aTbTEPHATUBHBIX METOJIOB JICUCHHS.

VY nmauuentoB ¢ ¢akropamu pucka pazsutus BTD, 3a uckirouennem (pakTopoB pHucka pa3BUTHUS
OHCCC wunu 3710Ka4ecTBEHHBIX HOBOOOpa3oBaHUM, TOGAIMTUHUO CleIyeT NPUMEHSATH C
octopoxHocThi0. DakTopsl pucka BTI, 3a ucknouenueM Qaxtopos pucka pazsutuss OHCCC
WIN 3JI0KaYeCTBEHHBIX HOBOOOpa3oBaHMH, BKIIOUaloT: Hamuuue BTD B anamHese, oOmmpHoe
XUPYpPru4ecKoe  BMEIIATEJbCTBO Yy TMAlMeHTOB,  HMMMOOWJIM3alUI0,  MPUMEHEHUE
KOMOMHHUPOBAHHBIX TOPMOHAIBHBIX KOHTPALENTUBOB WM TOPMOHO3aMECTHTENIbHON Tepamuw,
HACJIEICTBEHHOE HAapyIleHWE CBEPTHIBAEMOCTU KpoBU. Bo Bpems jnedeHus TodauutuHuOOM
ClIeyeT NMEPUOJUYECKU NPOBOIUTH MOBTOPHYIO OLICHKY MAalMEHTOB JUIsl aHalIM3a W3MEHEHUs
pucka BTO.

Jlna nanmentoB ¢ PA ¢ uzBectHbiMu (pakTopamu prcka BTO cnenyer paccMoTpeTh BO3MOKHOCTD
omnpeneseHus ypoBHei D-qumepa nocne npubausutensHo 12 mecsues geuenus. Ecnu pesynbTar
aHanm3a Ha D-mumep cocrtaBiser > 2 X BI'H, cnenyer yOemuTbesi, YTO KIMHAYECKAs TMOJb3a
HPEBBIILIACT PUCKH JI0 IPUHATHS PELICHHS O MPOOKEHUH JeUeHHs TOPALUTHHUOOM.

Heo0xoauMo HeMeaJIeHHO NMPOBECTH OLEHKY MAaIllMEHTOB ¢ MpU3HaKaMu M cumnTomamu BTO
U IIPEKPaTUTh NpUMeHeHne TodauuTHHIOA y MAMeHTOB ¢ ogo3peHneM Ha BTD HezaBucumMo ot
J103bl WM NTOKA3aHUS K IPUMEHEHHUIO.

TO(paI_II/ITI/IHI/I6 HC U3y4aJICA, U €0 NPUMCHCHUS CIICAYCT n3oerathb Yy NalUCHTOB C TpOM6030M B
AHAMHE3€ WKW MNOATBCPKIACHHBIM TpOM6030M B HaCTOSIHII/If/'I MOMCHT BPEMCHH, a TaAKXKC Yy
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 10.12.2024 N= 27300

ManueHTOB C HAPYHICHUCM CBCPTHIBACMOCTHU KPOBU B MME@E@J%EE&UE Ijg:alrM-l;legg:l!I—gﬂBOﬁ

CTEINEHU POJICTBA.

TodamuTuHuO crneayer NpUMEHATh TOJBKO Y B3POCHBIX T'OCHUTAIM3UPOBAHHBIX MAIlMEHTOB C
HOBOW  KOpoHaBHpYycHOM wuH(ekuueid, BbBaHHOW COVID-19, xkotopble moay4aroT
AHTUKOATYNSIHTHYI0 npodunaktuky BTD. He criemyer mnpuMeHSATh 3CTpOreHCOAEpIKallue
KOHTpALIENITUBBI B TeueHue 48 yacoB 7|0 Havaja JICYeHUs WK BO BpeMs jieueHus. [Ipu nosiBnenun
KJIMHUYECKUX MPU3HAKOB TpoMOO3a TINIyOOKHMX BEH/3MOONMU JIETOYHOW apTepUM IpHEM
ToauuTHHUOA CIenyeT MPEeKpaTUTh, MAlMEHTOB CJIENyeT He3aMEIIUTEIbHO OO0CIIe0BaTh U
HA3HAYUTh COOTBETCTBYIOLIEE JICUEHHUE.

TDOM603 BCH CCTYATKH T'JIa3a

O cnyuasx TpombOo3a BeH ceruaTku ria3a (TBCI) cooOmianoch y ManueHTOB, MOTYYaBIIMX
tohauutuan® (cm. pasnmen 4.8). Ilammentam cregyer peKOMEHIOBaTh HE3aMEJIUTEIBHO
0o0paTHThCS 32 MEIUIMHCKON TOMOIIBbIO B CiIydae MOSIBICHHUS CHMIITOMOB, YKa3bIBAIOIIUX Ha
TBCT.

Cepbe3nble THOEKITAN

VY manueHToB, MOJyYalomux TO(alUTHHUO, OTMEYCHBI CEpPhe3HbIC, a MHOTA M CMEPTEIbHbIC
UH(EKIMH, BbI3BaHHbIE OAaKTEpHATbHBIMH, MUKOOAKTEPHAJIbHBIMH, I'PHOKOBBIMU, BHUPYCHBIMU
WIA WHBIMH ONIIOPTYHUCTHYECKUMH BO30ymutersiMu (cMm. pasaen 4.8). Puck BO3HUKHOBEHHS
ONIOPTYHUCTUYECKUX HMH(EKIMHA BBIIIE Yy MAlMEHTOB, MPOXHUBAIOIIMX B PpEruoHax A3uu
(cM. pazzen 4.8). [TanmeHTsI c PEBMaTOUTHBIM apTPUTOM, PUHUMAIOIINE
[JIFOKOKOPTUKOCTEPOUABI, MOTYT UMETh MPEIPACIOI0KEHHOCTb K Pa3BUTHIO HH(PEKIHUI.

TodamuTuHuO He U3yyascs U ero MPUMEHEHUs cielyeT n30eraTh y NalueHTOB C 0CIa0IeHHBIM
UMMYHUTETOM, C TMOATBEPKICHHBIMU UMMYHOJIE(OULIUTHBIMU COCTOSHUSMU WIH y TAIlUEHTOB,
OPUHUMAIOIIUX  CWJIBHOJACHCTBYIOIIME  HMMMYHOJAENPECCAHThl  (HampuMmep,  a3aTUOIPHH,
LUKJIOCTIOPUH), APYTUEe HHIUOUTOPHI SIHYC-KUHA3 WM OMOJIOTHYECKUE TIpenapaThl, HalpaBieHHbIE
Ha LUTOKMHBI, B-kierku mmu T-KIETKH, M3-32 BO3MOYKHOCTH YCWJIEHHS UMMYHOCYIIPECCUU U
MOBBILICHUS pUCKA UHPEKIINH.

3a UCKITIOUEHHEM HOBOM KOopoHaBUpyCcHOU nH(pekuu, Bei3BanHor COVID 19, Todanutuaud He
cienyeT MPUMEHATh Yy MAIMEHTOB C MOJ03PEBAEMBbIMH WM MOJATBEPKACHHBIMU AKTUBHBIMU
CHCTEMHBIMU OaKTEepUaTbHBIMHU, TPUOKOBBIMU UM BUPYCHBIMU MH(PEKIUSAMU, BKIIIOYAs], TOMUMO
MpOYero, AakTUBHYH HMH(QEKIHIO OMOSICHIBAIONIETO Teprieca; MOATBEPKICHHBIM aKTHUBHBIN
TyOepKyJe3 WM UCTOPUIO HEaIeKBATHO JICUEHHOTO TyOepKyJe3a; MOATBEPKIACHHbIC HHPEKITNI
renatuta B (HBV), renatura C (HCV) unun BUY undexiuu.

He cnenyer HaumHaTth nmpuMeHeHHE TO(AUTUHHOA y TAIMEHTOB C aKTUBHBIMH HH(EKIIUIMH,
BKIIIOYasi MECTHBIEC MH(PEKIIUH.

[Tepen npumenenneM ToanuTuHUOA CIEAYET OIEHUTh COOTHOIICHHE PUCK/TIONB3a OT TePAIHu y
[IAIEHTOB:

. C aKTUBHBIMH CEPbhE3HBIMH WH(MEKIMSIMH, KpOME HOBOH KOPOHABUPYCHOW WH(MEKIIHH,
Be13BanHO#t COVID 19;

C pEeUUINBUPYIOIIUMH UH(DEKIUIMU;

C HAJIMYMEM CEePhE3HOM MUITH OMMOPTYHUCTUYECKON MH(EKIINY B aHAMHE3E;

KOTOPBIC WA WM HEJJAaBHO ITOCETHIIN YHICMUYIHBIC PAHOHBI TT0 MUKO3aM;

C COITYTCTBYIOIIMMH IMATOJIOTHYECKUMHU COCTOSIHUSIMH, KOTOPBIC MOTYT MPEAPACIIoiarath K
Pa3BUTHIO UH(DEKITHH.

12



ot 10.12.2024 N= 27300
[ManenTsl moJUIeXkKAT THIATEIBHOMY HaOIIOAECHUIO '}Bu nﬂle%léq& 'T)E%ﬁlﬁ' 'nEﬁéﬁa'ré&'; u

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

CUMITOMOB MH(EKIIUHU BO BpeMs U 10cIie Tepanuu TodpauuTHHOOM. JleueHue cieayeT BpeMeHHO
IPUOCTAHOBUTH, €CIIM Yy TMAIMeHTa pa3BWJIACh Cepbe3Has HHQEKIMs, ONMOPTYHUCTHYECKas
uHbekuus win cencuc. [Ipu pa3Butun HOBOH MHPekuu Ha GoHEe MpuMeHEeHHs TodauTHHIOA
HAlMEHT MOAJICKUT HEMEAJICHHOMY H ITOJIHOMY TMarHOCTUYECKOMY 00CII€JOBAaHUIO 110 aHAJIOTHU
C MAlMEHTOM, CTPaJalolUM HMMYHOAE(PUIMTOM, IMOKa3aHO Ha3HAYEHHE COOTBETCTBYIOILEH
aHTHOAKTepUaAIbHON TepanuHy, a TAKXKe THIaTeIbHOE TUHAMUYECKOe HaOII0IeHHe.

[TockoabKy MOKMIIbIE MAIIMEHTHI U MAIMEHTHI ¢ CaXxapHbIM JHa0eTOM OOBIYHO XapaKTEPU3YIOTCS
0oJiee BHICOKOM YacTOTOM pa3BUTHS MH(MEKIIHIA, B TOJOOHBIX CIyYasiX TaKkKe cleAyeT coOM0aaTh
OCTOpPOKHOCTh (cM. pazfnen 4.8). Jleuenne TopanUTHHUOOM MNAIMEHTOB B Bo3pacte 65 JeT u
cTapuie cieayeT paccCMaTpUBaTh TOJBKO B Clydyae OTCYTCTBHS MOAXOMASIIUX aJbTEPHATUBHBIX
METOJIOB Tepanuu (cM. paznen 5.1).

Puck uH(peKmy MOXeT MOBBIIATHCS MPU YBEIMUEHUU CTETICHU TSDKECTH JTUM(ONEHUH, B 3TOM
Cily4ae IpHU OLIEHKE HHAMBHUIYaJIbHOTO PUCKA Pa3BUTHUS MH(YEKIUHU CIEIyeT NPUHUMATH BO
BHUMaHUE YUCIIO TUMGOIMUTOB. Y CIIOBUS OTMEHBI IIpernapara i KpUTepUr KOHTPOJISt TUMGOTICHUN
ONnMcaHbl B pazzaene 4.2.

TyOGepkyne3

[Tepen npumenernem ToanuTHHIOA CIIETYET OIEHUTHh COOTHOIIIEHNE PUCK/TIONB3a OT TePaIluu y
MalMEHTOB:

e c TyOepKyle30M B aHAMHE3E;

®  KOTOpBIE KWW WIIM HEJAABHO MOCETUIIN SHIEMHUYHbIE PAaOHBI IO TyOEpKYJIe3y.

[lepen mpuMeHeHueM M BO BpeMs Tepanuud TO(HAUUTUHUOOM CIEAYeT OLEHUTh COCTOSIHUE
HalMeHTa M IPOBECTH O0CiIeJ0BaHME HA TNpeAMET IPHU3HAKOB JIATEHTHOM WM aKTUBHOM
TyOepKyJie3HON UH(PEKINN B COOTBETCTBUU C JIOKAIBHBIMU PEKOMEHAAIUSIMH.

[TanmeHTh! ¢ aTeHTHBIM TYyOEpKyJie30M Iepe] HadajioM Tepanuu TOPalUTUHUOOM MOMAJIEKAT
CTaHJApTHON aHTUMUKOOAKTEpHUaIbHOHN Tepanuu.

[lepen nHauanoM Ttepanuu TOPAIUTHHUOOM Yy TAIMEHTOB C OTPHUIATENBHBIM PE3yIbTaTOM
WCCJICIOBaHMS Ha TyOepKyIe3, HO C JIATCHTHBIM WJIM aKTHBHBIM TyOEpKyJIe30M B aHaMHE3e, NPHU
OTCYTCTBUH TMOJATBEPKACHUS aJIeKBATHOIO Kypca MPOTHBOTYOEPKYIIE3HON Tepamuu, a Takke Y
MAIMEHTOB C OTPUIATENILHBIM PEe3yIbTaTOM T€CTa, HO HaJM4rueM (aKTOpOB PUCKa TyOepKyIe3HOU
WH(DEKIMK, CJIeayeT pacCMOTPETh HEOOXOAMMOCTh TMPOBEACHUS MPOTHUBOTYOCPKYIE3HON
Tepanuu. [lpu  TPUHATHM  pEUIEHUS  OTHOCUTENBHO  HEOOXOAMMOCTH  IMPOBEACHUS
MPOTHUBOTYOCPKYJIE3HOM TEpanmuu y KaKIOTO KOHKPETHOTO TAIMeHTa PEeKOMEHIYEeTCs
MPOKOHCYIBTUPOBATECS ¢ GTu3naTpoM. llarueHTsl mojyiexkaT TIIATeIbHOMY HAOINIOJICHUIO Ha
NpeAMET pa3BUTHS TPU3HAKOB W CHUMIOTOMOB TyOepKyje3a, BKIIOYas MAlMeHTOB C
OTpHUIATENILHBIM PE3yJIbTaTOM TECTa Ha JTATCHTHBIN TyOepKyIe3 10 Hayana TepamuH.

PeaktuBanys BupycHbIX MH(EKIUI

Cny4yau peakTHBAllUM BUPYCHBIX MH(EKIMH, BKIIOYAs cilydau peakTUBAIMM BHpyca repreca
(HarpuMmep, OMOSICHIBAIOILETO repIieca), OMUCAHbI B KITMHUYECKUX HCCIEA0BaHUAX TOQalUTHHIOA
(cMm. pazzmen 4.8).

HpI/I JCYCHUHU TO(I)aL[I/ITI/IHI/I6OM JaCTOTa IIOABJICHUA OIIOACBIBAIOLICTO TeEprecca MOKET
YBCIUYUTHCA:
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ot 10.12.2024 Ne 27300
(NOGNENOBATENEHOCTL 0006)

o o o )
® y MAIMEHTOB SMOHCKOW MM KOPEHCKOM HalllOHAILHOCTEH;

e y nanuentos ¢ AUJI menee 1000 knetox/mm® (cM. paszen 4.2);

® y TAlMEHTOB C JUIMTENIbHBIM aHaMHe30M PA, KoTopble paHee Mojy4aiaud aBa WiM Oolsee
ouomoruyeckux BIIBIIT;

® y MAlKMEHTOB, MOJYYaAONIMX NpenapaT B 1o3€ 10 Mr aBa paza B CyTKH.

BnusHue TodauuTvHMOa HAa pPEaKTUBALMIO XPOHUYECKOTO BHPYCHOIO TEMATUTa HEU3BECTHO.
[TanineHTOB C MOJOKUTENBHBIM PE3YJIbTATOM TECTUPOBAaHUA Ha renaTuTsl B nnu C npu ckpuHuHre
UCKJIIOYaJId U3 KIIMHUYECKUX uccinenoBanuil. [lepen nauanom tepanuu TopanuTHHUOOM clieayeT
IIPOBECTU CKPUHUHT HA IIPEAMET HAaJIU4Ks BUPYCHOI'O T€IAaTUTA B COOTBETCTBUU C KIMHUYECKUMU
PEKOMEHTALUSIMHU.

[lo kpaiiHeli mepe, OJUH MOATBEPKIACHHBIM Cllydyail MporpeccUpyrome MyiabTU(OKaIbHON
neiikosHuedanonatun (IIMJI) Obu1 3apeructpupoBaH y mnanueHToB ¢ PA, mnomydaBmumx
ToQaMTUHUO B OCTpEerucTpaunoHHoM nepuoae. [IMJI mokeT npuBecTH K J€TaJIbHOMY HCXONY,
U O3TO cleayeT Y4uThiBaTh Npu AupdepeHIualbHOW JAMAarHOCTHKE Yy MAIMEeHTOB C
MMMYHOCYTIPECCHEH U MOSBJIIEHUEM HOBBIX HEBPOJIOTUYECKUX CUMIITOMOB WJIM UX HapaCTaHUEM.

OCHOBHBIE HEXKEIATENbHBIE CEPACYHO-COCYINCTRIE COOBITH (BKIIIOUAsA MHGAPKT MHOKAPIA)

VY nanueHToB, MOJy4aBIIuX TOGAIMTUHUO, HAOTIOAATHUCh OCHOBHBIC HEXEIaTeIbHbBIC CepACYHO-
cocyauctbie coobiTusi (OHCCC).

B panmomMu3npoBaHHOM OCTPETUCTPAIIMOHHOM HCCIIET0OBAHUH 0€30MMaCHOCTH y ManueHToB ¢ PA
B Bo3pacte 50 JIeT WM cTapliie 1o MeHbILIEH Mepe ¢ OAHUM JIOTIOJIHUTENbHBIM (PAKTOPOM pHCKa
CEpAECYHO-COCYIUCTBIX 3a00J€BaHUM HAOMIOJANOCh YBEJIWYEHUE YaCTOThl BO3HUKHOBEHHUS
uH(papKTa MUOKapAa MpU MPUMEHEHUH TopanuTuHHOA 1Mo cpaBHEHHIO ¢ uHruouropamu OHO
(cM. pazzensl 4.8 u 5.1). Y nmanueHTOB B Bo3pacte 65 JeT U cTaplile, y HalMeHTOB, KOTOPbIE KypsT
WIM KypwIM B TpOIJIOM B TEUEHUE JUIMTENBHOIO IEepuoja, Yy NalUueHTOB ¢
aTEPOCKIEPOTHUECKUMH CEPJCYHO-COCYIUCThIMU 3a00JIEBaHUSMU B aHaMHE3€ WIH JPYTUMHU
(dakTOpaMH pHCKa CepAEeYHO-COCYIUCThIX 3a00yieBaHUM TO(GAMTUHUO CclelyeT NPUMEHSTh
TOJIBKO IIPpHU OTCYTCTBUH APYTUX HNOAXOAAMNIUX AJIBTCPHATUBHBIX METOJA0B JICUCHUA (CM. pasacia
5.1).

310Ka4eCTBCHHEIC HOBOO6Da3OBaHI/I$I )44 HI/IMd)OHDOJII/Id)eDaTI/IBHLIe 3a00JICBaHMS

TO(I)aI_II/ITI/IHI/I6 MOXKET HeOJar OIPUATHO BJMATH HA MCXAHU3MbI 3alllUTBI OpraHu3dMa OT
3J10Ka4CCTBCHHBIX HOB006pa30BaHHﬁ.

B pannomMu3npoBaHHOM MOCTPETUCTPALIMOHHOM HCCIIEOBAHUN OE€30MaCHOCTH y ManueHToB ¢ PA
B Bo3pacte 50 JIeT win cTapiie N0 MEeHbIIEeH Mepe ¢ OJHUM JOMOTHUTEIbHBIM (AaKTOPOM pHUCKa
CEpJIEYHO-COCYIUCThIX 3abosieBaHMi HAOIIOJAIOCh MOBBILIEHHE YaCTOTHl BO3HHWKHOBEHUS
37I0KaueCTBEHHBIX HOBOOOpa3oBaHui, 0coOeHHO HemenaHoMHoro paka koxu (HMPK) paka
JIETKOT0 U JUM(OMBI, IPU NMPUMEHEHUHN TopauuTuHUOA 1Mo cpaBHEHMIO ¢ MHruouropamu ®HO
(cm. pazmensr 4.8 u 5.1).

B apyrux KIMHHYECKHX HCCIIENOBAHUSIX M B TIOCTPETHUCTPAIIMIOHHOM TIEPHUOJE MPUMEHEHUS
npemnapata Takke Habmomanuck cinydaum pa3Butus HMPK, paka nerkoro u numdpomsl y
MAlMEeHTOB, MOJYYaBIINX TOQAIUTHHUO.

B kimHu4eckux McCieoBaHUSAX U B MOCTPETUCTPALMOHHOM MEpUoJie ObUIM 3aperuCTPUPOBAHbI
CJIlyyau pa3BUTHS JIPYTHUX 3JI0KAaUECTBEHHBIX HOBOOOPA30BaHMM, BKIIIOYAs, HO HE OTPaHUYHUBAsICh,
PaK MOJIOYHOM K€EJIE3bl, MEITAHOMA, PAK NIPEACTATEIBHOMN JKEJIE3bl U PaK IMOKEITyJOYHOU HKEIIE3bI.
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 10.12.2024 N= 27300
(MOCNEOCBATENEHOCTE 0006)

VY nmanueHToB B Bo3pacTe 65 JeT U cTaplile, y NallUeHTOB, KOTOPBIE KYPSAT WIM KYPUJIH B IIPOLIJIOM
B T€UEHHUE JITUTEIHHOIO IEPHO/IA, U Y TALIUEHTOB C IPYTMMHU (PaKTOpaMu pHCKa 3710Ka4eCTBEHHBIX
HOBOOOpa30BaHMK (HampUMeEp, 3JT0KAYECTBEHHOE HOBOOOpA30BaHME HA MOMEHT JICUCHHS WU
3]I0KQYE€CTBEHHOE HOBOOOpa3oBaHME B aHaMHe3e, KpoMme ycremHo wuziedyeHHoro PKHM)
TOQamUTHHUO CcJenyeT MPUMEHSATh TOJBKO MpPU OTCYTCTBHHM TOAXOJSIIMX aTbTEPHATUBHBIX
METOMOB JieueHus (cM. pazaen 5.1).

Hemenanomusiid pak koxu (HMPK)

Bceem mamuentam, ocoO€HHO MAaIEHTaM C MOBBIIIEHHBIM PUCKOM BO3HHKHOBEHHUS paKa KOXH,
peKOMeHAYeTCs IEPUOINYECKU MPOBOIUTE 00CIeI0BaHIE KOXKHU (cM. Tabuuiy 9 B paznene 4.8).

HMaTepcTunmmansHas 00J1€3Hb JETKUX

Taxxke pekomeHzayercs coOMIOaTh OCTOPOKHOCTh y MAIMEHTOB C HAJIW4YMEM B aHAMHE3e
XPOHHUYECKOT0 3a00JI€BaHMUs JIETKUX, TOCKOJIBKY OHU MOTYT OBITh 00Ji€€ CKJIOHHBI K HHPEKIUIM.
VY nanueHToB, Noay4aBIIUX TOGAUUTHHUO B KIMHUYECKHUX MCCIEA0BaHUAX pU PA U B ycroBusix
HOCTPErUCTPALIMOHHOTO MPUMEHEHHsI, ObUIM 3aperMCTPUPOBAHBI SBJICHUS HHTEPCTULHAILHON
00J1€3HU JIETKUX (HEKOTOPBIE U3 HUX — C JIETAIbHBIM UCXOJIOM), XOTS pOJIb MHTUOUPOBAHUS SHYC-
kuHa3bl (JAK) B pa3BuTHM 3THX sIBIE€HUI HeusBecTHa. M3BeCTHO, YTO MAIMEHTHl A3UATCKOTO
IpouCcX0XkaeHUs ¢ PA moiBep KeHbl MOBBIILIEHHOMY PUCKY Pa3BUTHS HHTEPCTULIMAIBHON 00JI€3HN
JIETKUX, [I09TOMY IIPH JICUEHUH ITUX MALUEHTOB CIEAYET MPOSABIATH OCTOPOKHOCTD.

Cnyuau niepdopanuu opranos JKKT

B kimuHMYECKUX MCCIeI0BaHUAX OMMCAHBI ClTydau neppopaluu OpraHoB jKeTyA0YHO-KHIIEYHOTO
TpakTa, X0Ts poib uHruouposanust JAK npu stux sBneHusix HemzpecTtHa. TodauuTuHUO ciexyer
C OCTOPO’KHOCTBIO TPUMEHSTH Yy MAlMEHTOB C MOBBIIIEHHBIM PUCKOM Iepdopanuy OpraHoB
KEJTyI0YHO-KUIIEYHOTO TpakTa (HalmpuMmep, Y MAalMeHTOB C JUBEPTUKYJIUTOM B aHAMHE3€ U
NAallMEeHTOB,  MOJIYYAIONIMX  COMYTCTBYIOIIYIO  TEpaluil0  KOPTUKOCTEPOUAAMU W /WU
HECTEPOMIHBIMU IIPOTUBOBOCTIAIUTENbHBIMU CpeAcTBamMH). [lallueHThl ¢ HOBBIMU CUMITOMaMU
WIA YCYT'yOJICHHMEM CYILECTBYIOUIMX CHMOTOMOB CO CTOPOHBI OPIOIIHOW IOJIOCTH, MOJIEXkAaT
HE3aMeTUTEIbHOMY 00CIEI0OBAHUIO JUIsl PAHHETO BBIABICHUS IIephOpaliii OPraHoB eIy J0UHO-
KMILIEYHOI'O TPAKTA.

IlepesnoMbl

VY nanueHToB, NOMy4YaBIINX JIeYeHHE TOGAUTHHHOOM, OBLITH 3aPETUCTPUPOBAHBI TIEPETOMBI.
TodauutuHub crnegyeT NPUMEHATh C OCTOPOKHOCTBIO y MAllMEHTOB C M3BECTHBIMU (haKTOpaMU
pHYCKa TEepeoMOB, HANMpPHUMEpP Yy TOXKUJIBIX MAIMEHTOB, YKEHIIUH M TAIMEHTOB, MOTYYaIOIINX

KOPTUKOCTCPOUABI, HC3ABUCUMO OT IMMOKAa3aHUA U PCKUMA JO3UPOBAHUA.

DepMEHTHI IEUCHU

[Ipu neuennn ToPauUTHHUOOM y HEKOTOPBIX MALMEHTOB HAOIIOAATIOCH YBEIMYEHHE YaCTOTHI
MOBBILICHUSI YPOBHEH NEUYEeHOUHBbIX (epMeHTOB (cM. paszznen 4.8 «Auanuszvl 013 onpeodenenus
YpogHell neueHounvlx gepmenmosy). Cieayer ¢ BHUMAaHUEM MOJIXOAMUTH K BOIPOCY O Hauaie
JedeHus ToQaluTUHUOOM Y AI[MEHTOB C MOBBIIIEHHBIMU YPOBHSIMU aJlaHUHAMUHOTpaHC(epasbl
(AJIT) nnu acnapraramunoTpancgepassl (ACT), ocoOeHHO Npu Havasle IpUMEHEHUs Ipernapara
B KOMOMHAIMH C HOTEHLMATbHO FeNaTOTOKCUYHBIMU JIEKAPCTBEHHBIMHU NpenapaTaMu, TAKUMHU Kak
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MT. Ilocime Havama JeueHUsS Ui BBIIBICHUS HOTe'DLlnll:eU;L%‘EI'X' E‘EH-EIE%H IJI'é'K];ECITlBéIﬁ:P'IOI‘O

MOpaXEHHUs] TI€YEHW PEKOMEHJYEeTCsl OCYIIECTBISATh Ha IOCTOSHHOM OCHOBE KOHTPOJIb
OMOXMMHUYECKUX MOKa3aTeNnell PyHKIUH [eYeHU U OBICTPO YCTaHABIMBATh BO3MOXKHBIE IIPUUNHBI
MOBBILICHUS YPOBHEH NeUeHOYHBIX (pepMeHTOB. Eciiu nogo3peBaercs 1ekapcTBEHHOE MOpakKeHNE
HeYeHH, JeueHre ToOHauuTHHUOOM ClleyeT MPUOCTAHOBUTD J0 UCKIIFOUSHHS 3TOTO IMarHo3a.

I'unep4yBCTBUTEIBHOCTD

B nocTtpeructpaniioHHOM NepHoae HaOII0AAINCh CIIydau peakiUil rUIepuyBCTBUTEIBHOCTH Ha
¢done npumeHeHus To(auUTUHUOA. AJJIEPruuecKre peakuy BKIIOYaId aHMOHEBPOTUYECKUI
OTEK U KpallMBHHUIlY; HEKOTOPBIE CIIydyau OLIEHUBAJINCh KaK CEpPbE3HbIE. B Cilyyae BOSHUKHOBEHUS
Cepbe3HON aHA(QMIAKTHUECKON peaklUyd WIM PEeaKIUH TUIepYyBCTBUTEIBHOCTH HEOOXOIMMO
HEMEJIEHHO MTPEKPaTUTh IpUMEHEHHE TOHAUTUHUOA.

.Ha6ODaTODHBIC IOKa3aTc/In

Jumgpoyumut

[Ipu neuenun TodarmuTHUOOM HabOmIOMamack Ooee BBICOKAS YacTOTa BO3HHUKHOBEHUS
IUM(ONEHHH 110 CpaBHEHMIO ¢ T1ane6o. Ciryuan CHIKEHUS YHciaa TUM(OLUTOB 10 YPOBHS MEHee
750 kneTok/MM® OBLIM CBA3aHBI C YBEIMUEHHEM YaCTOTHI BOBHUKHOBEHHUS CEPhEe3HBIX HHPEKIIHII.
He pexkomenayercs HauMHaTh WIM NPOJODKATH TEpanuio TO(GALUMTUHUOOM y HAIMEHTOB C
MOATBEPKAEHHBIM uKciIoM JuMponutos Menee 750 knerox/mMm®. Uucno IuMQOLUTOB clemyeT
KOHTPOJIMPOBATh HAa HA4aJIbHOM JTaIle, a 3aTeM KaxkJple 3 Mecsna. PekoMeH1anum 1o n3MEeHEHUI0
JI03bI B 3aBUCUMOCTH OT 4ncia JUM(OIMTOB MPEICTaBICHbI B pasneie 4.2.

Hevimpogunv

Jleuenne TO(GAUUTHHUOOM COMPOBOXKIAIOCH YBEIMUEHHUEM YacTOThl Pa3BUTHUS HEHTPOIIEHUU
(Menee 2000 keTok/MM?) O CpaBHEHHIO ¢ TIane6o. Haunnats nedenue TopanuTHHUOOM TIpU
AYH menee 1000 knetox/mm® y B3pocibix nmanuentos u npu AUH menee 1200 kinetox/mm® y
nerer He pekoMmenayercs. AUH cienyer KOHTpoauMpoBaTh Ha HadajdbHOM IJTame, mocie 4—
8 Hexenp TepamMM, a 3aTeM Kaxable 3 Mecsaua. PexomeHpauuy 1o HM3MEHEHMIO J03bl B
3aBucuMocTy 0T AYH npuBenens! B pazaene 4.2.

Temoenobun

[Ipn neyennn TodanmUTUHUOOM HAOMIONATIOCh CHIDKEHHE YypOBHS remorjoOuHa. He
peKOMEHAYeTCsl HaYuHATh Tepanuio TohauuTUHUOOM MpU YpOBHE TeMoriioOnHa meHee 9 r/mn y
B3pOCJIbIX TAIIMeHTOB U MeHee 10 1/ y neteil. YpoBeHb reMorio0rHa clieyeT KOHTPOJIUPOBaTh
Ha HA4yaJlbHOM JTane Tepamnuu, mnocie 4—8 Helenb JICYeHUs, a 3aTeM Kaxkiable 3 mecdlla.
PexoMeHmanmm o M3MEHEHHIO J03bl B 3aBUCUMOCTH OT YpPOBHS TeMOrJioOWHA MPHUBEACHHI B
paznene 4.2.

Monumopune ypoeHs aunuoos

Jleuenne TO(aUTHHUOOM COMPOBOKAAETCS MOBBIICHUEM YPOBHS JIMIIUIOB KPOBH — OOIIETO
XOJIECTEpUHA, X0JIECTEpHHA JIUITONPOTeMHOB HU3KkoM mioTHocTy (JIITHIT), a Takxke xonecrepuna
aunonporenHoB Beicokoi muoTHocTH (JIIIBIT). Makcumanbhbiilt 5ppeKkT 00bIYHO OTMeuancs B
TeyeHue 6 Hepenb. OLEHKY JMMNHAHBIX I[apaMEeTPOB CJEAYyeT BBINOJIHATH MO MPOIIECTBUU
8 Henenpb mocse Havasia Tepanuy TopauuTHHUOOM. Jleuenue nanueHToB He0OOXOAMMO MPOBOAUTH
B COOTBETCTBHH C KIIMHUYECKUMH PEKOMEHIALUSMH 10 JICYEHUIO runepiaunuaemun. [Ilpumenenne
CTaTUHOB Yy IMALMEHTOB C MOBBIIICHHON KOHIIEHTpaLueil o0IIero XojecTeprHa U XOJECTepHHA
JIITHIT Ha ¢one Tepanuu TohauTHHUOOM MO3BOJISET JOCTHYb UCXOJHBIX ITOKa3aTeNeH.

I'nmmornmkemMus Y DAl CHTOB, ITOJYYaAIOMIMX NIperiapaThl AJI JCYCHUA I[I/Ia6eTa
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(MOCNEOCBATENEHOCTE 0006)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

CooOuranocs 0 ciiydasix TMIIOIJIMKEMHHU IOCie Hadajga Tepanu ToQauuTHHUOOM y MaleHTOB,
HOJIy4aBIIUX MIpenapatsl Juid JeueHus quadeta. B ciydae runornukeMun MoxeT noTpedoBaTbes
KOPPEKTHPOBKA J103bl MPOTUBOANA0ETHYECKOTO Mpernapara.

Bakmmnamnn

Pexomennyercs, yToObl A0 Hayana NpUMEHEHHs TO(aUUTUHUOA BCE MAallMEHThI, OCOOEHHO C
NOJIMAPTUKYJISIPHBIM  IOBEHWJIBHBIM HauonaruueckuM aptputom (mfOMA) u 1oBEeHUIBHBIM
ncopuarnueckum apTputoM (FOIIcA), BEIMOIHUIN HEOOXOIUMYIO UMMYHU3AIHIO B COOTBETCTBUHU
C COBPEMEHHBIMH PEKOMEHJALMsAMU IO BakuuHauuu. He pexomeHmyeTrcss BBOIUTH JKUBBIE
BaKIMHbI OJHOBPEMEHHO C To(auuTUHUOOM. [lpy mpuHATHUM pelieHus O MPUMEHEHUU >KUBBIX
BAaKILIMH JI0 Hayasa JIedeHUs: TOYauuTHHUOOM ClIeyeT YUYUTHIBATh HAJMUUE UMMYHOCYIIPECCUH Y
COOTBETCTBYIOILIETO MAIlMEHTA.

[IpoBenenne mnpoduIaKTUUECKOW BaKIIMHAIMK TPOTHB OIOSCHIBAIONIECTO Teprieca CIeayeT
paccMaTpuBaTh B COOTBETCTBHHM C PEKOMEHIAIUSMU MO BakinuHauuu. Criemyer ¢ 0coObIM
BHUMAHHEM OTHOCUTBHCS K MAlMEHTaM C JUIMTEIbHO TEKyIIUM PA, KOTOpbIe paHee MoJydaiau
nedeHue aAByMsa win Oonee Ouonormueckumu BIIBII. Ecnm BBoaWTCS XKHBas BaklMHA OT
omnosiceiBaroniero repmeca (herpes zoster), ee ciemayeT BBOAWTH TOJBKO TMAIMEHTaM C
JOKyMEHTHPOBAHHBIM B aHaMHe3€ Ciy4aeM 3a00jeBaHHs BETPSHON OCION WIM MalMeHTaM,
CEpONO3UTUBHBIM B OTHOIICHUU BHUpyca BeTpsHoM ocnbl (BBO). Ecnu cBepenus o Hammuuu
BETPSIHOM OCIIBI B aHAMHE3€ CUMTAIOTCA COMHUTEIIbHBIMU WM HEHAJAEKHBIMU, PEKOMEHAYETCS
IIPOBECTHU aHaIn3 Ha Hainuyue antuten k BBO.

BakuuHanuio >KMBBIMM BakKIHMHAMM CIEAYET NPOBOAWUTH IO MEHBIIEW Mepe 3a 2 HeAENIH, HO
IPEIIIOYTUTENBHO 3a 4 HEAENW 10 Hayaja Tepalud UMMYHOMOIYJIUPYIOIIHMMHU CPEACTBAMH,
TakKUMU Kak TohauuTuHuO. [laHHbIe 0 BTOpUYHON nepenaye MHGEKIUH MPU BBEACHUU JKHUBBIX
BaKLMH MMalMEHTaM, ITOJIy4aloUIUM TO()auTHHUO, OTCYTCTBYIOT.

[IpuMeHeHNE V MAIIMEHTOB, KOTOPLIM TPeOyeTCsl HHBA3UBHAS WM HEMHBA3UBHAS BEHTUIIALMS WIH
JKCTpaKOpIopabHasg MeMOpanHas okcuresarust (OKMO)

TO(baIII/ITI/IHI/I6 HU3YyYaJICA TOJBKO Yy IOCHUTAIU3UPOBAHHBIX B3POCJIBIX MMAIUCHTOB, KOTOPBIM HE
Tpe6OBaJ'IaCL HCHWHBA3MBHAs1 BCHTUIAINA, HHBA3WBHAA MCXaHNYCCKasaA BCHTHUIIALIUA WIN OKMO.
TO(I)aI_II/ITI/IHI/I6 HC OOJIKCH IMPUMCHSATBHCA y MALUCHTOB, KOTOPBIM B HA4aJIC TCpalluU Tpe6yeTc;[
HCHMHBA3UWBHAas BEHTUIIALMA, MHBa3HBHAsA MCXaHHNYCCKass BECHTUIIALNA U OKMO.

BcrnomorarensHble BelecTBa

Jlakmosa

JIaHHBII JIEKapCTBEHHBIN MpenapaT COACPKUT JIakTo3y. [lamueHTam ¢ pelKo BCTpeyaromencs
HACJIC/ICTBEHHON HEMEPEHOCHMOCTBIO TaJaKTO3bl, WIN TIIOK030-TaJaKTO3HOM ManbabcopOiuei,
HE ClIelyeT IPUHUMATh JaHHBIN JIEKAPCTBEHHBIN ITpenapar.

Hampuu

JaHHplii mpemapar coaepXUT MeHee 1 mMmonb (23 Mr) HaTpus Ha  OJHY TaOJETKY,
TO €CTh IPAKTUYECKH HE COJIEPIKUT HATPUS.

4.5. B3amMmopeiicTBMe ¢ JPYrMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aHMO/AEHCTBUA
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.12.2024 N= 27300
(MOCNEOCBATENEHOCTE 0006)

Bo3MmoxHOe BaMsHHE APYIHMX JEKAPCTBEHHBIX mOpemaparoB  Ha dapMakokuHETHKY (DPK)
To(aUTHHNOA

[Tockonbky TopanutuHn® Merabonuszupyercs nox aerictsueM usopepmenta CYP3A4, Becbma
BEPOSITHO B3aMMOJCHCTBHE C JICKAPCTBEHHBIMH TMperapaTaMH, KOTOpPbIE HHTHOUPYIOT WIIH
UHAYLUPYIOT JaHHbIH u30gepMeHT. I[IpM OIHOBpEMEHHOM NPUMEHEHMH C MOIIHBIMU
unruoutopamu uzopepmenta CYP3A4 (manpumep, KETOKOHA30JO0M), a TaKXKe Mpu
OJTHOBPEMEHHOM TPUMEHEHUU C OJHUM WM HECKOJIbKUMU YMEPEHHBIMH HHIHOUTOpaMU
uzopepmenta CYP3A4 u mounsiMu uHruouropamu uszodepmenta CYP2C19 (manmpumep,
¢1yKoHa30510M) SKCHO3ULIUSA TOGATUTUHNOA yBeTMUnBaeTcs (cM. pasnen 4.2).

Okeno3unys TopauuTHHUOA YMEHBIIAETCS MIPH €ro OJHOBPEMEHHOM NMPUMEHEHUH C MOIIHBIMU
uHaykropamu nzopepmentamu CYP (Hampumep, pudamnumHom). BeposTHOCTh 3HAUUTENHHOTO
BIMsAHUS MHruoutopoB mzopepmenta CYP2C19 unu P-raukonporenHa Ha (apMaKOKMHETHKY
TodarTuHUOa Maa.

OpnHoBpeMeHHOE MPUMEHEHHE KEeTOKOHa30ja (MoIlHOro uHruouropa mzopepmenta CYP3A4),
¢nykonazona (ymepeHHoro unruburopa uzopepmenta CYP3A4 u momHoro wuHruburopa
n3opepmenra CYP2C19), Takpomumyca (cmaboro wmHrubutopa wuzodepmenta CYP3A4) u
uKinocnopuHa (ymepeHHoro wuHruoutopa wuzopepmenta CYP3A4) mnossimaer AUC
TopanuTUHUOA, TOrJAa Kak €ro OJHOBPEMEHHOE NpHUMEHEHHEe ¢ pupaMnuuuHOM (MOLIHBIM
uHayktopom CYP) cHwkaer 1womaab MoA KpUBOH — «KoHIEeHTpauus-Bpems» (AUC)
todaruTuanbOa. OTHOBPEMEHHOE NMPUMEHEHHE TOpaUTHHUOA ¢ MOIIHBIMU HHIyKTOpamu CYP
(Harmpumep, puaMIUIIMHOM) MOXKET IPUBOAUTH K MOTEPE UM CHIXKEHUIO KIMHUYECKOTO OTBETa
Ha Tepanuio (cM. pucyHok 1). OngHOBpeMeHHOe NpHUMeHeHHe TOo(auuTHHHOA U MOIIHBIX
uHAyKkTopoB uzopepmenta CYP3A4 e pekomeHayercs.

[Ipy OIHOBpEMEHHOM MPHUMEHEHHHM C KETOKOHA30J0M M (hIYKOHA30J0M HaOJII0JaI0Ch
NOBBIIIEHUE MAKCUMaJdbHOM KOHLEHTpAaUUH (Cmax) TOGAmUTHHUOA, TOrAa Kak IpHU
OJTHOBPEMEHHOM  NPUMEHEHHH C TaKpPOJIMMYCOM, LHMKIOCIIOPUHOM U  pUaMIHLIHUHOM
Ha001a10ch CHIDKEHUE ero Cmax. OnHOBpeMeHHoe npuMeHeHue ¢ MT B no3e 15-25 mr onuH
pa3 B HEJEJIO HE OKa3bIBAeT BIMSIHUA Ha (papMaKOKMHETHKY TohaluTHHUOA y nmanueHToB ¢ PA

(cm. pucyHok 1).
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COOTBETCTEYET 3KCNEFTHOMY OTUETY
o7 10122024 N2 27300
Pucynok 1. Biusinme Apyrux JieKapcTBeHHBIX fpeiraparos - Ha- (GApMAKCKINET Ky

TopAaNUTHHUOA

Mpunumaemsiii oxnospenenno npenapar  (PK CooTHomienue 1 90 % JII/I PeKOMeHz[aul/m
Hnaubumop CYP3A (W]
KeTOKOHa30§ AUC CreflyeT yMEHbIIUTH 103y TOQaUTHHHOA"
Cmax ¢
> "YP3, ) - .
Hneubumop CYP3A u CYP2CI9 AUC Crnenyer yMEeHbIIUTD 103y TohauuTuHOa"
diykoHa301 -8
Cmax
Hno [
HPiga”slﬁnunH AUC .. D¢ HEeKTHBHOCTh MOXKET OBITH CHIKCHA
Cmax
MetoTtpekcaT AUC L Koppexkims 10361 He TpedyeTcst
Cmax
Takponumyc AUC b Cnenyet u3berarb COBMECTHOTO IPUMEHEHUS TOhauuTHHIOA
Cmax HH C TAKPOJIIMYCOM
o Cnenyet u3beratb COBMECTHOTO IPUMEHEHUS TOhauuTHHHOA
Iuxnocnopun AUC P C IUKJIOCTIOPHHOM
Cmax

T 17 17T 1T 17T 17T 17T 17T T
0 0,5 1 1,5 2 2,5
CooTHouleHue ¢ pepepeHTHOIT rpynmoi
[Ipumeuanue: pedepeHTHas rpymna NpuHAMaia TOGaUUTHHUO B BUJE MOHOTEPAIIHH.
? 'V manueHToB, MMOJy4alouX npenapar B 1o3e 10 Mr aBa pasza B cyTKH, 103y TohaunTHHHOA ClleyeT yMEHBIIUTh

JI0 5 MT [1Ba pa3a B CyTKH. Y NMalMEeHTOB, NOIYYarONIMX Iperapar B 103€ 5 MI' 1Ba pa3a B CyTKH, 103y TOQaUTHHIOA
ClIeyeT YMEHBIINTD 0 5 MI' OJIMH pa3 B CyTKHU. (CM. pazzaen 4.2).

Bo3MmoxkHOE BIMsHUE TOd)aI_II/ITI/IHI/I6a Ha OK Apyrux JeKapCTBEHHBIX IPEIapaToB

OI[HOBpeMeHHOC IMPUMCHCHHUC C TO(I)aI_II/ITI/IHI/I6OM HE OKa3bIBao BiIusHUSA Ha DK NEpOPAIbHBIX
KOHTPAUCIITUBOB, JICBOHOPIreCTpEia U STUHUIIBCTPAAUOJIA Y 3J0OPOBEIX )KGHHII/IH-I[O6pOBOJ'H)IIeB.

OpnnoBpemenHoe mnpumeHenue todamutuHuOa ¢ MT B noze 15-25 Mr onuH pa3 B HEAENIO
camxkano nokazarenmu AUC u Cmax MT Ha 10 % u 13 % cooTBeTcTBEHHO y manueHToB ¢ PA.
JlanHpie  W3MeHEeHHsT  (apMaKOKMHETHKA  METOTpeKcata He  TpeOOBadM  KOPPEKIUH
UH/IMBUYaJIbHBIX J103 METOTPEKCATa.

CTH
Hccnenopanus B3anMoOI€HCTBUS IPOBCACHBI TOJIBKO Y B3POCIJIbIX.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTAIMS

JKeHImuHbI ¢ IeTOPOIHBIM ToTeHIMaIOM / KOHTpalrenus y My>KYuH U KEHIITMH

KenmmHam ¢ penpoayKTUBHBIM TMOTEHLHMAIOM CIEAYyEeT PEKOMEHIO0BaTh HCIOIb30BAHUE
() PEKTUBHBIX CPEICTB KOHTPAICTIIMU BO BpeMsi Tepamuu TOPAIUTHHUOOM U B TEUEHHUE TIO
MeHblIeH Mepe 4 HeJenb Tociie TpueMa NoclIeIHeN 03kl pernapara.

bepeMenHocTh
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.12.2024 N= 27300

AI[CKBE[THBIG, XO0pomo KOHTPOJIUPYCMBIC HZCHCHOBA%:::'%@I%IE{' E%%‘;Jﬂgﬁg%é A

OepeMEeHHBIX KEHIIIMH He IPOBOAUIIUCH. BbUIO BBISBIEHO TEpAaTOreHHOE IeHCTBUE TOPalUTHHIOA
U BO3JICHCTBUE HA POJBI U MEPUHATAILHOE U MOCTHATATLHOE PAa3BUTHE y KPBIC H KPOIUKOB (CM.
pasnen 5.3).

B kadectBe Mephbl MpeaOCTOPOKHOCTH MPUMEHEHHE TOPaIUTHHHOA BO BpeMs OepeMEHHOCTU
MPOTHUBOIIOKA3aHO (CM. pasnen 4.3).

Jlakranus

CnocobHocTh ToanuTUHUOA MPOHUKATH B TPYJHOE MOJIOKO Yy 4eloBeKa He u3yueHa. Hemb3s
UCKITIOYaTh HAJIMYWs pUCKA I peOCHKA, HAXOAIIErocs Ha TPYAHOM BCKapMIIMBAHHU.
TodauuTuHUO BHIAETSIICS C MOJOKOM KOPMAIIUX KpbIc (cM. pazmen 5.3). B kauecTBe Mepsl
MPEIOCTOPOXKHOCTH ~ TNPUMEHEeHHWe  ToamuTHHUOA B TMEPUOJ  KOPMIJICHUS  TPYIBIO
MPOTUBOMOKAa3aHo (cM. pazaen 4.3).

depTHabHOCTD

dopmanbHbIE HCCIEAOBAHUS MMOTECHIMAIBHOTO BIIMSHHUS TMpernapara Ha PpenpoayKTHBHYIO
(GYHKIMIO YejoBeKa He MPOBOAUIUCH. TOoQalMTUHUO HapyIIal pernpoayKTUBHYIO (QYHKIHIO Y
CaMOK KpBIC, HO HE HapyIIajl PeNpoAYKTUBHYIO (DYHKIIMIO y camIloB (cM. pasnen 5.3).

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH TPAHCMOPTHBIMH CPeACTBAMH M PadoTaTh C
MeXaHU3MaMHU

TO(paI_II/ITI/IHI/I6 HE OKa3bIBaCT BIMSHHS Ha CIOCOOHOCTh YIIPABJIATH TPAHCIIOPTHBIMU CPEACTBAMU
n pa6OTaTI) C MEXaHU3MaMH HUJIM OKa3bIBACT HECYIICCTBCHHOC BIIMAHUC.

4.8. HexxkenareJbHble peaKIUH

Pesrome npoduist 0e30macHOCTH

Pesmamouonwiii apmpum

Haunbonee yacTsIMu cepbe3HBIMU HEXKENATEIbHBIMU PEAKIIUSIMH ObLIIN Cephe3HbIe HH(MEKINHU (CM.
pasnen 4.4). HauOonee wyacThIMM Cepbe3HBIMH HH(PEKIMSIMU B MONYISALMU S OLCHKH
JOJITOCPOYHON O€30MaCHOCTH, BKJIFOUABILIEH BCEX MAaLMEHTOB, MOIyYaBIINX TOGATUTHHUO, ObLIH
nHeBMoHus (1,7 %), omosiceiBaromuii reprec (0,6 %), unbekuus moueBoro tpakra (0,4 %),
BOCHaJleHue NOJAKOoXKHOU xkupoBoil kieruatku (0,4 %), museptuxkyaut (0,3 %) u anneHAUUIUT
(0,2%). K onmopryHucTHUECKMM HMH(MEKUUAM, 3aperUCTPUPOBAHHBIM IPU NPUMEHEHUU
TopanTUHUOA, OTHOCWINHCH TyOepKyle3 M JApyrue MUKOOakTepuajabHble HH(EKINH,
KPUIITOKOKKO3, THUCTOIIA3MO3, KaHAMI03 IHILEBOAA, MYJIbTUACPMATOMHBIN OIOSCHIBAOIINN
repriec, nuToMeranoBupycHas nndexmnus, BK-supycubsle nndexkuuu u nucrepros. Y HEKOTOPbIX
NalMEeHTOB HAOIIOAANNCh TUCCEMUHUPOBAHHBIC, @ HE MECTHble MH(EKIUH. Taxke BO3MOXKHO
BO3HUKHOBEHUE JPYTUX CEPbE3HBbIX HHPEKUUH, KOTOpble HE OBLIM 3aperucTpUpOBaHbl B
KJIMHUYECKHUX HCCIeIOBAaHUAX (HAapuUMep, KOKIIUIUOUIOMHUKO3).

Camble yacTble HEXeJaTeIbHbIE PEaKIIMU Ha MPOTSHKEHUH MEPBBIX 3 MECALEB TBOMHBIX CIEMbIX
KJIMHIYECKUX UCCIIEIOBAaHMIA ¢ TpuMeHeHneM 1are6o i MT B kadecTBe KOHTPOJIS BKITFOUAITH
roJioBHYI0 6016 (3,9 %), nH(peKIun BepXHUX JbIXaTenbHbIX myTel (3,8 %), BUpycHble HHPEKIUH
BEpXHUX JbIXxarenbHbIX myten (3,3 %), muapero (2,9 %), tommHoTy (2,7 %) U apTepUaIbHYIO
runepreH3uto (2,2 %).

OTMeHa Tepanuu B TEUEHHUE MEPBBIX 3 MECSLEB B CBA3M C JHOOOH HeXenaTeIbHON peakiuen Ha
HPOTSKEHUH JBOMHBIX CIEMbIX, M1a11€00 -KOHTPOJIUPYEMBIX UCCIIEJOBAHUN HMIIH UCCIIEIOBAaHUM €
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 10.12.2024 N= 27300

MT B kaudecTBe Ipemnapara KOHTpPOJI, n0Tpe6OBanaélr:|IIE::'},%'J’)%:E"C%&EQBH%;TH Tl_I‘I/ILéH"TOB

npuHUMaBmKX TodauutuHuO. Camble yacTble MH(QEKIHMH, NMPUBOAAIIME K OTMEHE Tepaluu B
TE€YEHHE MEPBBIX 3 MECSALEB B KOHTPOJUPYEMBIX KIMHUYECKHX HCCIECJOBAHMSX, BKIIOYAJIN
onosiceiBaroruii reprec (0,19 %) u maesmonwuto (0,15 %).

llcopuamuueckuu apmpum

B nenom, npoduns Ge3onacHocTH, HaOMIOAAaEeMbI y MOJy4YaBIIMX TO(GALUUTHHUO MAIMEHTOB
c aktuBHbIM [IcA, cooTBeTcTByeT mnpodmiIo O0e30MacHOCTH Yy MOJy4aBIIUX TOGATUTHHHO
nagueHTos ¢ PA.

AuKuno3upyowull CHOHOUI0APMPUm

B nenom, npodune GezonacHocTH, HAOMIOJaEMBbI Y MOTy4YaBIIMX TOGAIUTHHUO MAllMEHTOB C
akTuBHBIM AC, COOTBETCTBYET NPO(UIII0 6E30MACHOCTH Y MOJTyYaBIIUX TOGATUTHHNUO NAllUEHTOB
c PA.

A36ennvlil koaum

Haubonee dacto perucTpupyeMbIMH HEKENATEIbHBIMU PEAKUIUSIMU Y MAIMEHTOB, MOJy4aBIINX
todauuTuanO B 103¢ 10 Mr 1Ba pa3a B CyTKH B UCCIEIOBAHUSAX MHIAYKIIMOHHOW Teparuu, ObLITN
roJoBHast 00Jib, HA30(papPUHTHUT, TOIIHOTA U APTPAIITHSL.

B uccrnenoBaHusX MHIYKIIMOHHOM M NMOJJEPKUBAIOLIEH TEpalMM BO BCEX Ipylnax Tepanuw,
noJiyyaBIIuX ToauuTuHUO U miaredo, Handosiee pacpoCTPAHEHHBIMHU KaTETOPUSIMU CEPhE3HBIX
HE)KEJNAaTeNbHbIX pPEaKUUi OBbUTM HApYIIEHUS CO CTOPOHBI JKETYAOYHO-KHIIEYHOTO TpPaKTa
U MHQEKUUHU, TpUuyeM Haubosee paclpoCTPAaHEHHOM cepbe3HON HeXeNlaTenbHON peakiueit Ob110
ycyryonenue SK.

B uenom, mpoduns OezomacHocTH, HaOmomaeMmeiii y mnamueHtoB ¢ K, mnomyuaBmmx
TohauuTUHUO, COOTBETCTBYET NpOodriro 0e30MacHOCTH MPH MPUMEHEHHH TO(haluTHHHOA 1O
nokaszaHuio PA.

Cepbe3Hble HHPEKIMH, BKJIIOYasi CEIICUC, BEHO3HYIO TPOMOOIMOOIINIO, @ TAKXKE HEIKENIaTe/IbHbIE
SIBIICHUSI, CBSI3aHHBIE C Ja0OPAaTOPHBIMH OTKJIOHEHUSIMH, BKJItOYasi TUMQOIECHUIO U MOBBIILICHUE
YpOBHSI TpaHCaMKHa3, HaOJIOJajINCh Yy NAllMeHTOB C HOBOW KOPOHAaBUPYCHOHM HHpeKIuei,
BbI3BaHHON COVID-19, nonyyaBmmx TohpauTHHUO, U ABISIOTCS U3BECTHBIMH HEXeIaTeIbHbBIMU
JIEKapCTBEHHBIMU peaKIUIMU TOPaUTUHNUOA.

TabnnaHoe PE3IOME HEXKEIATCILHBIX PEAKINN

B tabnuie mpeacraBieHbl HEXeNNATEIbHBIE PEAKIIUH, KOTOPhIE HAOMIOAAINCh B KIMHUYCCKUX
uccaenoBanusax y mamueHToB ¢ PA, [IcA, AC u SK c pa3aeneHneMm mo CUCTEMHO-OPTaHHBIM
kimaccaM (COK) m wactore. BHyTpm KakI0il 4aCTOTHOW TPYIIBl HEXKENIATEIbHBIC PEAKIIUN
pacmoiaraloTcs B MOPSAKE yObIBaHHUS BBIPAXEHHOCTH. YacToTa pa3BUTHSL OMPEIENSeTCs Kak:
oueHb yacto (> 1/10), gacto (> 1/100, HO < 1/10), Heuwacto (> 1/1 000, HO < 1/100), penko (>
1/10 000, vHo < 1/1 000), ouenp peako (< 1/10000) m yacroTa HewusBecTHa (HA OCHOBAHUU
UMEIOLINXCS JTaHHBIX OIEHUTh HEBO3MOXKHO):
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Tadauna 9. HexenaTeabHble peaKIuu

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

ot 10.12.2024 Ne 27300
(MOCNELNCBATENEHOCTE 0006)

u muMdaruy
€CKOM
CUCTEMbI

Cucremno- | Yacro Heuyacrto Penxo Ouennb HeussecTHO
OpPraHHbIH =1/100 0 < | (= 1/1 000 HO | (= 1/10 000 | peAKO (na
KJjace 1/10) <1/100) Ho < 1/1 000) | (<1/10 000) | ocHoBanun
HMeIoIMnXCcs
AAHHBIX
OLIeHUTh
HEBO3MOKHO)
Nudexuun u | [TaeBmonust | TyOepkyne3 Cernicuc Tybepkynes
MHBa3HU I'punm Juseptuxkynu | Ypocencuc LEHTPAJIBHO
OmnosiceiBat0 | T JuccemMuHup | 1 HEpBHOU
mui repnec | [luenonedpu | oBaHHBIH CUCTEMBI
WNudpexnus T TyOepkyne3 | Kpunrokok
MOY€EBOI0 Bocnanenune | bakrepuemus | KOBbIU
TpaKTa MOIKOKHOU ITneBMOHMSA, | MEHWHTHUT
Cunycur KUPOBOHI BbI3BaHHAs Hexpotusup
bponxur KJIETYaTKH Pneumocystis | yromui
Hazodapunr | Ilpocroii Jirovecii bacuuut
UT reprec [THeBMOKOKK | DHIehanut
dapuHrur BupycHsiit oBas Craduioko
TacTPO3HTEPH | MTHEBMOHMS | KKOBast
T bakrepuanbH | 6akTepueMu
Bupychas as 1
uHpEKIUs IMHEBMOHHUS Nudexnms,
[{utomeranio | BbI3BaHHAs
BUpYCHas KOMILJIEKCO
nHpeKuus M
bakrepuansu | Mycobacteri
BII apTPUT um avium
AtunuuHas
MHKOOAKTED
nanbHas
nHpeKnus
Jlo6pokauec Pak nerkux Jlumdpoma
TBEHHBIE, Hemenanomu
3JIOKQ4EeCTBE BIl paK KOXH
HHBIE u
HEYTOYHEHH
ble
HOBOOOpa3oB
aHus
(BKITIOYast
KHCTBI u
TIOJIUIIBI)
Hapymenust | Jlumdonenus | Jlelikonenus
CO CTOPOHBI | AHEMUS Heiirponenus
KpOBH
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

ot 10.12.2024 Ne 27300

Cucremno- | Yacro Heuyacrto exko - -""FOqae = U HensbecTio
OpraHHbIi | (>1/100 Ho < | (> 1/1 000 no | = 1/10 000 | peaxo (Ha
KJ1acc 1/10) <1/100) Ho < 1/1 000) | (<1/10 000) | ocHOBaHMH
HMEIOLINXCS
AAHHBIX
OLICHUThH
HEBO3MOKHO)
Hapymenus I'mnepuyBcTBH
CO CTOPOHBI TEIBHOCTh K
MMMYHHOU JIEKapCTBEHHO
CUCTEMBI My npenapary™
AHTHOHEBpPOTH
YECKHI OTeK™
KpanuBuuna*
Hapymenns Jucnmunuaem
MeTaboII3M usi
a ¥l TUTaHus lMunepaunune
MUs
Hernnparauu
st
[Icnxnyeckn becconnuna
€ HapyuIeHUs!
Hapymennss | I'onoBHast [TapecTe3us
CO CTOPOHHI | 6OJb
HEpPBHOU
CHUCTEMBI
Hapymenns Nudapkr
CO CTOpOHBI MHUOKapJa
cepana
Hapymenus | IloBblmienue | BeHosnas
CO CTOPOHBI | apTEPHATIBHO | TPOMOOIMOOIT
COCYJIOB ro JaBieHus | us**
Hapymenus | Kamens Oppimka
CO CTOpPOHBI 3acToiiHbIe
JIbIXaTEJIbHO SBJICHUS B
H  CHUCTEMBI, MPUAATOYHBIX
OpraHoB naszyxax Hoca
IPYAHOU
KJIETKU "
CPENOCTEHUs
Kenynouno- | bonb B
KHIIICYHbIE KUBOTE
Hapyuienus | PBora
Muapes
TomHoTa
l'acTpur
Jlucnencus
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e P
TR

~Ouchin — | Henshecrio

Cucremno- | Yacro Heuyacrto eK0
OpraHHBIi (=1/100 Ho < | (= 1/1 000 1O | (= 1/10 000 | peaAKoO (na
KJ1acc 1/10) <1/100) Ho < 1/1 000) | (<1/10 000) | ocHOBaHMH
HMEIOLINXCS
AAHHBIX
OLICHUThH
HEBO3MOKHO)
Hapymenus Kuposoit Hapymenue
CO CTOPOHBI renaTos’ (GyHKIIMOHAT
MIEYECHU u [loBbllieHue | bHBIX  MPOO
KEITYEBBIBOJ] AKTUBHOCTHU MeYEeHU
AIUX ITyTeH bepmeHTOB
NeYeHU
IToBbiIeHNE
YPOBHS
TpaHCAMMHAa3
[ToBbiIEHNE
KOHIEHTpaLu
u raMma-
LIIyTaMUITpa
Hchepasbl
Hapymenust | Coinb Oputema
CO CTOpOHBI | AKHE KosxHsblit 3y
KOXH u
MTOJIKOKHBIX
TKaHeu
Hapymenust | Aptpanrus Orex bonb B
CO CTOPOHBI CyCTaBOB MBIIILAX U
MBEIIIIEYHOM, TennuauT KOCTSIX
CKEJIETHON U
COEIMHUTEIIb
HOW TKaHHU
O6mme [Tepudepuue | JIuxopanka
HapylIeHUs | CKUH OTEK Yromsemoct
U peakuuu B b

MECTe
BBEIICHUS
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Cucremno- | Yacro Heuacto eaxo - -""FOqés = " Hensbecrio
OpraHHbIiH =1/100 0 < | (= 1/1 000 Ho | (= 1/10 000 | peaKo (ua
KJ1acc 1/10) <1/100) Ho < 1/1 000) | (<1/10 000) | ocHOBaHMH
UMEIOLIUXCH
JAaHHBIX
OLICHUTDH
HEBO3MOKHO)
JlaGopatopu | IloBbimienue | [ToBeimenue
bIC Y | KOHLEHTpAaly | KOHUEHTPALN
WHCTPYMEHT | U U KpeaTHHHHA
aJlbHBIC KpeaTUHpOC | B KPOBU
JTAHHbIC (b oKuHa3kI [ToBbIIEHNE
KpOBU KOHIIEHTpalH
u
XO0JIECTEPUHA
B KPOBHU
IloBbiIeHNE
KOHLIEHTpalu
u
JUNONPOTEUH
OB HHU3KOM
MJIOTHOCTHU
IloBbiIeHNE
MaccChl TeJia
TpaBmsl, Pactsoxkenue
MHTOKCHKAI CBSI30K
3478 u Pactsxenue
OCJIOKHEHUS MBIIIII]
MpoLEeyp

* JlaHHBIEC CTIOHTAHHBIX COOOIICHUH
** BenosHast Tpom603MO0mmst BKitogaeT B ce6st TOJIA, TI'B 1 TpoM603 BeH ceTdaTku riasa.

Omnucanyue OTICNbHEIX HeXKENaTSAbHBIX PeaKIIUM

Benosnas mpomboamoonus

Pesmamouonwiii apmpum

B pamkax kpymHoro (N = 4362) paHIOMHU3MPOBAHHOTO MOCTPErHMCTPALUOHHOTO
HaOJII0/IaTEIBHOTO HCCIeI0BaHusl 0€30IacCHOCTH Yy MAIMEeHTOB C PEBMATOMIHBIM apTPUTOM B
Bo3pacte S50seT M crapmie, ¢ XOTS Obl OJHUM JONOJHHUTEIbHBIM (DAKTOpPOM CcepaeuHo-
COCYAMCTOTO pUcKa, HabJI0Janach NOBBIIIEHHAS J0303aBUCHMas 4acTOTa BO3HUKHOBeHUs BTO y
NAalMEeHTOB, IMOJy4yaBIIUX TO(MAUUTUHUO, B CpPaBHEHMHM C MAIMEHTaMH, [OJy4aBUIMMU
uHruoutopel ®HO (cm. pazzaen 5.1). BonbIIMHCTBO ATUX SBIEHUM ObUIM CEPbE3HBIMU, HEKOTOPHIE
npuBenn K cMmeptu. Yacrora Bo3HukHOBeHUs TOJIA (95 % M) B rpynmax, mojy4aBIIUX
ToaTHHUO 10 5 MT J1Ba pasa B CyTKH, ToGauuTuHuO rno 10 Mr aBa pas3a B CyTKU, U THTUOUTOPBI
®HO, cocraBuna 0,17 (0,08-0,33), 0,50 (0,32-0,74) u 0,06 (0,01-0,17) nmauueHTa ¢ SIBICHUIMU
Ha 100 mauuenTo-neT coorBeTcTBeHHO. [lo cpaBHenuio ¢ mHruOutopamu ®HO oTHOIIEHHE
puckoB (OP) mis TOJIA cocraBuno 2,93 (0,79-10,83) u 8,26 (2,49; 27,43) npu npuMeHEHUU
topanuTuHuOa B J103¢ 5 Mr 1Ba pa3a B cyTkuu TodauutuHuOa B noze 10 Mr gsa pasa B
CYTKHCOOTBETCTBEHHO (cM. pasfen 5.1). Cpenu mNanueHTOB, MOMYYaBIIUX TO(GALUTUHUO, Y
KoTOphIX Habmonanace TOJIA, y 6onpmmHcTBa (97 %) OoTMeuanuch (akTopbl pUCKa pa3BUTHUS
BTO.
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AHKURO3UPYIOWIUL CHOHOUIOADIMPU

B pamMkax KOMOWHUPOBAaHHBIX PaHAOMHU3UPOBAHHBIX KOHTPOIUPYEMBIX  KIMHUYECKUX
uccaenoBanuii Gazer 2 u 3 y 420 marmenToB (233 manueHTo-roAa HAOMIOACHUH), TTOTY9IaBIINX
todaruTuaub 10 48 Henenb, He HabMo1an0Ch ABIeHu BTO.

Hzsennbiii korum (AK)

B npopomxaromemcst nccnenoBanun-npoaokenuu npu AK nadmomanuce crydaun TOJIA u TI'B
y manueHToB ¢ ¢akropamu pucka BT, momyuaBmux todamutuaud B mo3e 10 Mr nBa pasza B
CYTKH.

Obwue ungexyuu

Pesmamououwiii apmpum

B KOHTpoMMpyeMbIX KIMHUYECKHX HCCae10BaHUAX (a3bl 3 4acToTa BOSHUKHOBEHHS HH(EKIUI B
TE€YEHHE MEPBBIX 3 MECSIIEB JICUEHUS B IPyNIax MOHOTepanuu ToPaluTHHUOOM B 103€ 5 MT J1Ba
pa3a B cyTku (Bcero 616 nmamnuentoB) u 10 mr 1Ba pasa B cyTkH (Bcero 642 manueHTa) cocTaisiia
16,2 % (100 maruentoB) u 17,9 % (115 manmeHTOB) COOTBETCTBEHHO MO cpaBHeHHIO ¢ 18,9 %
(23 nanmenTa) B rpynne mianedo (Bcero 122 mamueHTta). B KOHTpoIMpyeMbIX KIMHUYECKHX
uccienoBaHusAX (a3pl 3 y HanueHToB, noiydaBmux (oHoByro Ttepanuto BIIBII, wactora
BO3HUKHOBEHUS MH(pEKUUH B TeueHHe MepBbIX 3 MecsueB B rpynnax npumenenus BIIBII B
KoMOWHanuu ¢ TohaluTHHUOOM B J103€ 5 MT JiBa pa3a B CyTKH (Bcero 973 marmenTa) u 10 mr nBa
paza B cytku (Bcero 969 manmentoB) coctaBmsia 21,3 % (207 manmentoB) u 21,8 %
(211 manmeHTOB) COOTBETCTBEHHO 1O cpaBHeHHIO ¢ 18,4 % (103 mammenTta) B Tpymnme
KOMOMHUpPOBaHHOTO npuMeHeHus miane6o u BIIBII (Bcero 559 manueHToB).

HaubGonee dacto peructpupyeMbIMH HHPEKUIUSIMU ObUTH WH(OEKIMH BEPXHUX JIBIXaTEIbHBIX
nyreit u HazopapuHrut (3,7 % u 3,2 % COOTBETCTBEHHO).

OO6mass yactota BO3HUKHOBEHHUS HWHGEKUMHA MpH NpuUMEHEeHUH TodauuTtuHuOa BO BCel
HOMYJSAUN  OLEHKH JONrocpodyHoil Oe3omacHocTH (Bcero 4867 mamueHToOB), COCTaBUIIA
46,1 mauuenTta c sBiaeHusMu Ha 100 manuento-ner (43,8 u 47,2 mauueHTta ¢ SBICHUSMU IpPU
npueme mpenapata B 10o3ax S mr u 10 Mr aBa pa3za B CyTKM COOTBETCTBEHHO). [l manueHToB
(Bcero 1750), momydaBmmx MOHOTEpaNuio, yactoTa nHpekui cocrapmia 48,9 u 41,9 nanuenta
¢ ayeHusAMU Ha 100 manueHTo-neT Ipyu nprueMe npenapara B 103ax 5 mr u 10 mr 1Ba pasza B CyTKU
cooTBeTcTBeHHO. /{11t marmenToB (Bcero 3117), monyuaBmux ¢poHoyto Tepanuto BIIBII, yactora
uHpekuuu coctaBuna 41,0 u 50,3 manuenrta c spieHusmMu Ha 100 mamueHTo-JIEeT MpU TpUEMe
npenapara B 103ax S Mr u 10 Mr iBa pa3a B CyTKH COOTBETCTBEHHO.

AHKUn03UpyIoOwUli CHOHOUIOAPMPUm

B pamkax KoMOMHUPOBaHHBIX KIMHUYECKUX Hcciae1oBaHui (a3bl 2 1 3 Ha MPOTSHKEHUH IU1anebo-
KOHTPOJIUPYEMOTr0 Tepuoaa 10 16 Hemenb dYacToTa BO3HUKHOBEHUS WH(OEKIUNA B TpYyIIIeE,
noiyvasmeil TopauutuHuO S5 Mr gBa pasa B cyTku (185 mammenToB), cocraBisa 27,6 %, a
yacToTa B rpymme, moiydaBmel rmuianedo (187 mamumentoB), coctaBmsuia 23,0 %. B pamkax
KOMOWHUPOBAHHBIX KIMHUYECKUX HccienoBaHui ¢azbl 2 u 3 y 316 manueHToB, MOJy4aBIIUX
todhauuTuHUO S5 MTr nBa paza B CyTku 10 48 Hemenb, YacToTa BO3HUKHOBEHUS HWH(EKIIMMA
cocrasisia 35,1 %.

A36enublii Koaum

B pangoMusupoBaHHBIX 8-HEAETBHBIX UCCIEIOBAHUIX MHAYKIMOHHOW Tepanuu (assl 2/3 noins
naiueHToB ¢ uHpekuusmu coctaBuia 21,1 % (198 mammentoB) B Tpymie, MOdXy4aBIen
toparuTuauO 10 Mr 1Ba pasza B CyTKH, 10 cpaBHEHUIO ¢ fojieil 15,2 % (43 mauuenra) B rpymnre
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wiane6o. B pangoMusupoBaHHOM 52-HeneNnbHOM HCCJIIQIIC_)IB?HEEPP'I%EJ%E'&%JG%lTé’b’a‘rlI/H/I

¢a3bl 3 1o MauKueHToB ¢ HpekuusiMu coctaBuia 35,9 % (71 naiuenT) B rpymnie NpuMeHEHUs
toauntuanba S Mr nBa paza B cytku u 39,8 % (78 manmeHToB) B Trpymnne MPUMEHEHHs
todarutruauba 10 Mr Ba paza B CyTKU IO cpaBHEHHIO ¢ joniei 24,2 % (48 naiueHToB) B TpyIie
mianeoo.

B pamxkax Bcero omneita jiedeHus: TopauuTHHIOOM Hanboiee 4acTo perucTpupyeMoi nHpeKuei
Ob11 Ha30(apuHTrUT, BO3HUKIIUHN y 18,2 % nanuentos (211 nauueHToB).

B pamkax Bcero ombiTa jedeHuss TOGauUTHHUOOM 00Ias 4acToTa BOZHUKHOBEHUS MHGEKIUN
cocraBmia 60,3 seinerns Ha 100 mamuenTo-neT (¢ BoBieueHueM 49,4 % malMEHTOB; BCETO
572 namueHTa).

Cepbe3snble unghexyuu

Pesyvamoudnvii apmpum

B KOHTponupyembIX KIMHMYECKHX MCCIEIOBAHUAX MPOJOJDKUTENBHOCTRIO 6 MECALEB U
24 mecs1a 4acToTa cepbe3HbIX UH(MEKINI B rpyIne MOHOTEpanuu TOPaluTUHUOOM B 103€ 5 Mr
JBa pa3a B CyTKM cocraBuia 1,7 maumeHnra c¢ sBiaeHusmMu Ha 100 maumenTto-ner. B rpymnme
MOHOTEpanuu TopanuTuHUOOM B n03e 10 Mr aBa pa3a B CYTKM YacTOTa BO3HUKHOBEHUS
uHpekuii cocraBuia 1,6 nauuenta ¢ apaeHussMu Ha 100 marueHTo-yieT, B rpymnme mianedo —
0 ssBnenuit Ha 100 mauuento-ner u B rpynne MT — 1,9 nanuenTa ¢ ssnenusamu Ha 100 nanuenTo-
JeT.

B uccnenoBanusix npoIoKUTENBHOCTBIO 6, 12 mnn 24 mMecsiia 4acToTa cephe3HbIX HHPEKIUH B
rpynnax nanveHToB, IPUHUMABIIKX TOQalUTUHUO B 103€ 5 MT ABa pa3a B cyTku u 10 Mr qBa paza
B cyTku B koMmOuHaruu ¢ BIIBII, cocraBuna 3,6 u 3,4 nanuenra ¢ sisnenusmu Ha 100 manueHTo-
JIET COOTBETCTBEHHO, [0 CPaBHEHMIO ¢ 1,7 manueHTa ¢ spieHussMu Ha 100 marmeHTo-ieT B rpymnme
miane6o B komOuHanuu ¢ BITBII.

B nomymsmuu Juis OLIEHKH JOJATOCPOYHOM O€30macHOCTH, BKIJIIOYABIIEH BCEX MalMEHTOB,
NOJIy4aBIIMX HpenapaT, o0I1as 4acToTa cepbe3HbIX HHPekIuii coctapuna 2,4 u 3,0 nanueHra ¢
aprneHussMU Ha 100 manueHTo-neT B rpymmnax naluyMeHToB, MOJy4yaBIINX TOQauuTUHUO B 103€ 5 MT
u 10 Mr 11Ba pasa B CyTKH COOTBeTCTBeHHO. Hanbosee yacTeiMU cepbe3HbIMU MHPEKIUSIMU ObLTH
ITHEBMOHMSI, ONOSICHIBAIOLIUI Teprec, MH(PEKIHUs MOYEBOIO TPAaKTa, BOCHAJIECHHUE MOJKOXKHOU
JKUPOBOM KJIETYATKU, TACTPOIHTEPUT M AUBEPTUKYJIUT. bbUIM 3aperucTpupoBaHbl Cllydau
ONMOPTYHUCTHYECKUX UHPEKIuH (cM. pazzaen 4.4).

B pamkax 6omnbiroro (N = 4362) paHIOMU3HUPOBAHHOTO IMOCTPETHUCTPAIMOHHOTO MCCIICTOBAHMS
JUIS OLIGHKM O€30MacHOCTH C ydacTHeM mnanueHTtoB ¢ PA B Bospactre 50 sier mnu crapiie, y
KOTOPBIX OTMEYAJICSl KAK MUHUMYM OJIMH JIONOJHUTENbHBIN (DaKTOp pUCKa pa3BUTHS CEPACYHO-
COCYIUCTBIX 3a00JieBaHMN, HAONI0JAnach TMOBBIIICHHAs 0303aBUCHMAas YacToTa pPa3BUTHUS
Cepbe3HBIX MH(EKIMI Mpu NpUMeHeHUH TodanuTuHuOa B cpaBHeHUU ¢ uruouropamu ®HO (cm.
pazaen 4.4).

UYacrtoTa pa3Butus cepbe3Hbix nHMekuii (95%-ub1it 1) npu npumeHeHnu TohauiuTHHNOA B 7103€
5 Mr nBa pasza B CyTkH, TodanutuHuoOa B no3e 10 Mmr gBa pasa B cyTku u uHruoutopos ®HO
cocraBuna 2,86 (2,41; 3,37), 3,64 (3,11; 4,23) u 2,44 (2,02; 2,92) nauuenra ¢ seiaeHussMu Ha 100
HalMEeHTO-JIeT cooTBeTCTBeHHO. [To cpaBHenuto ¢ narnouropamu ®HO oTtHOIIEHHE prickoB (OP)
JUIst cepbe3HbIx uHpexnuit cocrasuno 1,17 (0,92; 1,50) u 1,48 (1,17; 1,87) npu npumeHeHUu
toaunTuHMOa B 103€¢ 10 Mr Ba paza B CyTKU M ToauuTHHHOA B JJ03€ 5 MI' 1Ba pa3a B CYTKH
COOTBETCTBEHHO.
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AHKuno3upyrowuti cCnoHOUI0apmpum

B pamkax KOMOMHHMPOBAHHBIX KIMHMYECKUX HccienoBaHuil ¢a3zpl2 u 3 'y 316 manueHros,
MOJIy4yaBIIUX TOPAUTUHUO 5 MT J1Ba pa3a B CyTKHU A0 48 He/elb, 3aperuCTpUPOBaH OJIMH CITydai
Cepbe3HOM MHGEKIUH (aCeNTUYECKU MEHUHIHT), YTO cocTaBiseT 0,43 manueHrta c sSBICHUSIMU
Ha 100 manueHTO-NET.

A36ennvli koaum

YacToTa BO3HUKHOBEHUSI M TUIIBI CEPhE3HBIX MH(MEKINI B KITMHUYECKHUX HcclenoBanusx mpu K
OBLTN B IIEJIOM CXOJHBI CO 3HAYCHUSIMU, 3aPETUCTPUPOBAHHBIMH B KIIMHHYECKUX MCCIICIOBAHMSIX
npu PA B rpynmnax MoHOTepanuu TOGpanuTuHUOOM.

Hosas xoponasupycuas ungexyus, gvizeannas COVID-19

CepbesHble HH(EKINH, BKIIOYas CENCUC, BEHO3HYIO TPOMOOIMOOIHIO, a TAK)KE HEXKelaTeIbHbIe
SIBIICHUSI, CBSI3aHHBIE C Ja0OPAaTOPHBIMH OTKJIOHEHUSIMH, BKJItOYasi TUM(OIECHUIO U MOBBIIICHUE
YpOBHSI TpaHCaMKHa3, HaOJIONajINCh Yy NAIleHTOB C HOBOW KOPOHAaBUPYCHOHM HHpeKIuei,
BbI3BaHHON COVID-19, nonyyaBunx TodpaiuTHHUO, U SBISIOTCS U3BECTHBIMU HEXXEIATEIbHBIMU
JIEKapCTBEHHBIMU pEaKIUIMU TOPaUTUHNUOA.

CepvesHble uHpexyuu y noNCUIbIX RayueHmos

N3 4271 namumenTa, BKatoueHHOTO B uccnenoBanus [-VI nmpu PA (cm. pasmen 5.1), B oOmieit
cnoxHocTy 608 marueHToB ¢ PA ObutH B Bo3pacTte oT 65 JieT, BKIItouasi 85 maIlieHToB B BO3pacTe
75 net u crapie. YactoTa cepbe3HbIX MHPEKUNN Y MAMEHTOB B BO3pacTe OT 65 JIeT, MOIy4YaBIINX
TodanTHHUO, ObLIa BBIIIE, YeM y MalueHToB muiamme 65 ner (4,8 wa 100 mauueHTo-7IeT B
cpaBHeHuu ¢ 2,4 Ha 100 marueHTo-JIeT COOTBETCTBEHHO).

B pamxkax 6onbiroro (N = 4362) paHIOMU3HPOBAHHOTO IMOCTPETHCTPAIMOHHOTO MCCIICTOBAHMS
JUIS OLIGHKM O€30MacHOCTH C ydacTHeM mnanueHtoB ¢ PA B Bospactre 50 et mnu crapiie, y
KOTOPBIX OTMEYAJICS KAK MUHUMYM OJIMH JIONOJHUTENbHBIN (DakTOp pUCKa pa3BUTHS CEPAECYHO-
COCYIIUCTBIX 3a00JIeBaHM, Ha0Ir01aach MOBBIIIEHHAS YaCTOTA PA3BUTHUS CEPhE3HBIX MH(EKIMNH
y HAlMEHTOB B Bo3pacTe 65 JIeT U cTaplie Npu npuMeHeHnu Todauntuauoa B 1o3e 10 Mr n8a pasa
B CYTKHM B cpaBHeHuH ¢ uHruoutopamu ®HO u todauutHnOOM B 103€ 5 MI 71Ba pas3a B CYyTKU
(cM. pasznen 4.4). Yacrora pa3Butus cepbe3Hblx HHpekuil (95%-upiii JIM) y manueHTtoB B
BO3pacte > 65 net coctasmia 4,03 (3,02; 5,27), 5,85 (4,64; 7,30) u 3,73 (2,81; 4,85) nauuenra ¢
apieHusMHU Ha 100 nanueHTo-J1eT Npy NpUMEHEeHUU TopauTHHUOA B 103€ 5 MI JIBa pa3a B CyTKH,
toauuTHnba B 103e 10 Mr aBa pasza B cyTku U HHTHOUTOpoB @HO COOTBETCTBEHHO.

ITo cpaBuenuto ¢ unruéuropamu ®HO otHommenue puckoB (OP) s cepbe3HbIX MHMEKIUH Yy
NaIUeHToB B Bo3pacte > 65 net coctasuio 1,08 (0,74; 1,58) u 1,55 (1,10; 2,19) npu npumeHenuun
toauuTHHMOA B 103€ 5 MT J1Ba pa3a B CyTKHM U TodanuTuHuOa B 10o3e 10 Mr 1Ba pasa B CyTKH
COOTBETCTBEHHO.

Cepvesnvle uHgpexkyuu no 0aHHbIM NOCMPEUCMPAYUOHHO20 HEUHMEPEEHYUOHHO20 UCCAEO08AHUSL
bezonacHocmu

JlaHHBIE TOCTPETUCTPAITMOHHOTO HEMHTEPBEHIIMOHHOTO HCCIICIOBAHUS O€30TTaCHOCTH, B KOTOPOM
onieHuBanu ToanutuHub y manueHtoB ¢ PA u3 peectpa (US Corrona), mokaszanu, 4To YUCICHHO
OoJiee BBICOKAasi 4aCTOTa BO3HHUKHOBEHHS CEPHhE3HBIX HMH(EKIHMK HaOII0Ianach y MalMeHTOB,
NPUHUMABIIUX TO(GaumUTHHUO B TablieTKax ¢ MOIM(UIMPOBAHHBIM BBICBOOOXIeHHEM 11 mrT,
OJIMH pa3 B CyTKH, YeM Y IIPUHUMABIINX TO(DAMUTHHUO B TAOJIETKAX, 5 MT, IOKPHITHIX IJICHOYHOU
000104KOi, Ba pa3a B cyTku. OOIIME MOKa3aTeau 4acTOThl BO3HUKHOBeHUs (95%-ubiit 1)
(T. e. 6€3 MmoInpaBKM HA BO3PACT WJIM T10J1) B 3aBUCHMOCTH OT JJOCTYITHOCTH KaXK/I0HM JIEKApCTBEHHOU
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dbopMmbl uepe3 12 mecsIeB mocie Havyasna JeueHuL cocmﬁ%%%‘l&%ﬁ&f%%alf'llzflg];g(:l "J7>4"|4'2 1),

a gepe3 36 mecsmeB — 4,71 (3,08; 6,91) u 2,79 (2,01; 3,77) mauMeHTOB C SIBJICHUSMU HaA
100 nanMeHTo-1eT B Ipynmnax MAalMEeHTOB, NMPUHUMABLIMX TaOJETKH C MOJU(PHIMPOBAHHBIM
BbICBOOOKIeHNEM 11 MI OfMH pa3 B CyTKH U TaOJETKU 5 MI, IOKPBIThIE IVIEHOYHON 000JI0UKOMH,
JIBa pa3a B CyTKM COOTBETCTBEHHO. He CKOppPEKTUpOBAaHHOE OTHOLIEHUE PUCKOB cocTtaBuio 1,30
(95%-nwr1it 1U: 0,67; 2,50) uepes 12 mecsme u 1,93 (95%-uw1it IU: 1,15; 3,24) uepes 36 mecsitieB
JUIs TaOJIETKU ¢ MOAM(PULIIMPOBAHHBIM BEICBOOOXKIeHUEM, 11 Mr, OJJMH pa3 B CYTKH IO CPAaBHEHHIO
¢ TaOJNeTKON 5 MTI, MOKPBITOM MIEHOYHOW 000JI0UKOM, ABa pa3a B CYTKU. /laHHbIE OCHOBaHBI Ha
HEOOJIBIIIOM KOJIMYECTBE MAIMEHTOB C SBJICHUSAMH, HAOIIOJABIIMMHUCS C OTHOCUTEIHHO
0O0JBIIMMHU JOBEPUTEIBHBIMU HHTEPBATIAMH U OTPAaHUUYEHHBIM BpEMEHEM HAOIIOACHHUS.

Peaxmusayus eupycnwix ungexyuii

[TanmenTsl, mosyyarouiye Jjie4eHue TOPAUTUHUOOM U SBISIOLIMECS JMLIAMHU SIIOHCKOW WIH
KOPEMCKOW HallMOHAIBHOCTEM, WJIM NALUEHTHl C JIUTENBHO TeKyliMM PA, KoTopble paHee
noylydayii JieueHue nByMs win Oosee Oumonormueckumu BIIBII; mamumentsr ¢ AUJI menee
1000 K1eTOK/MM?, UM NALMEHTHI, OJTyYarolKe Ipenapar B 103e 10 Mr 1Ba pa3a B CyTKH, MOTYT
OBITH TIOJIBEP>KEHBI MOBBIIIEHHOMY PUCKY Pa3BUTHS ONOSACHIBAIOIIETO repreca (cM. paszaen 4.4).

B OGompmom (N =4362) paHIOMU3HPOBAHHOM TIOCTPETUCTPAIIMOHHOM  HCCJICIOBAHHUH
Oe3omacHOCTH y marueHToB ¢ PA B Bospacte 50 nmeT u crapiie, UMEBIINX HE MEHEe OIHOTO
JOTIOTHUTEILHOTO (haKTOpa PHUCKA CEPICYHO-COCYAMCTHIX 3a00JIeBaHUM, TpPHU NPUMECHCHHUH
TodaruTuHrOa 1o cpaBHeHUI0 ¢ uHrHOuTopamu PHO Habmionanack MOBBIICHHAS YacTOTa
BO3HHKHOBEHHUS OTOSACHIBAIONIETO reprieca. Yactota BosHuKHOBEHUS (95 % [IN) onosiceiBaromiero
reprieca y HalleHToB, MOdy4YaBIIuX ToGanuTuHUO 5 Mr ABa pasa B CyTKH, TohanuTuHUO 10 mr
nBa paza B cyTku U uaruoutopsr ®HO, cocrasuna 3,75 (3,22-4,34), 3,94 (3,38-4,57) u 1,18
(0,90-1,52) manmenTa c spneHussMu Ha 100 marueHTO-JIeT COOTBETCTBEHHO.

Jlabopamopnule noxkazamenu

Jumpoyumut

B koHTpOIMpYyEMBIX KIMHUYECKUX HUccienoBaHusax PA noareepxkieHHsbie ciaydyan cHkeHuss AYJI
7110 ypoBHs MeHee 500 kneTok/mMm® Habmogamuch y 0,3 % MalUeHToB, a cilyyad cHukenus AUJI
10 ypoBHs 500750 knetok/mMm® — y 1,9 % nmanueHToB, MOMyYaBLUIUX Hpenapar B 03¢ 5 MI 1Ba
pa3a B cyTku U 10 Mr 1Ba pa3a B CyTKH B COBOKYITHOCTH.

B nonyssiimu oneHKu A0arocpouHoi 6e3onacHocTy npu PA noaTBep K IeHHbIE CITydau CHHXKEHHS
AYJI no yposus Huke 500 knetox/Mm® Habmoganuck y 1,3 % MalMeHToB, a ClIydad CHHKEHUS
AUYJI 1o ypoBHs 500750 knetok/mMm® — y 8,4 % HallMeHTOB, MONYYaBIIMX TIpEHapar B 103€ 5 Mr
J1Ba pa3a B CyTkH 1 10 Mr 1Ba pa3a B CyTKH B COBOKYITHOCTH.

[Moxreepxkaennoe cHmxenne AUJI 1o yposHs Huke 750 KIeTok/MM® GbLIO CBA3aHO ¢ Golnee
BBICOKOM 4acTOTOM BO3ZHUKHOBEHUS CEphe3HBIX HH(peKLuil (cM. pa3zaen 4.4).

B xnuanueckux uccnenoBanusx npu AK usmenenus AUJI, nmabmiogaBiumecs mpu Tepanuu
TohauuTUHUOOM, OBUIM CXOAHBI C UW3MCHEHHUSMH, HAONIOAABIIUMUCA B KIMHHYECKUX
uccieaoBanusx npu PA.

Heiimpogunwvt

B kKoHTpOMHMpyEMBIX KIMHUYECKUX UCCIeq0BaHUsIX PA moaTBep kK AeHHbIE cilyyau cHbKeHns AYH
110 ypoBHsi MeHee 1000 kneTox/mMm® Habmonanuck y 0,08 % marueHToB, HOJTyYaBLIMX OpenapaT B
J03e S Mr ABa pas3a B cyTkH U 10 Mr J1Ba pa3za B CyTKH B COBOKYNHOCTH. [loATBEp K AEHHBIX ClTydaeB
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camxenust AUH fo yposus mMenee 500 kineTok/Mm> Hu é@E'}EoM@BVn%E&'E&Eﬁp&'AHb HE

Ob110. UeTkol 3aBUCHMOCTH MEXy HEHTpONEHHEH M BO3SHUKHOBEHHEM CEPbE3HBIX MH(pEKIUN
BBISIBJICHO HE OBLIO.

B nomynsiiiu onieHKU [oarocpoyHoii 6e3onacHoctu pu PA xapakTep v 4acToTa BO3HUKHOBEHUS
MOATBEPXKIECHHBIX  ciiydaeB  cHmwkeHus AYH  cooTBercTBOBamm  HaOm0gaeMbIM B
KOHTPOJIMPYEMBIX KIMHUYECKUX UCCIEeOBaHUAX (CM. pasaen 4.4).

B xnuanueckux uccrnenoBanusx npu AK wm3menenus AUH, nabmiomaBinmecss mpu Tepanuu
TohauuTUHUOOM, OBUIM CXOAHBI C UW3MCHEHUSMH, HAOMIOAABIIUMUCA B KIMHHUYECKUX
uccieaoBanusx npu PA.

Tpomboyumut
B pamkax konTponupyembix kiuHH4Yeckux wuccnepoBanuil ¢assl 3 (PA, IIcA, AC, SK)

KOJIMYECTBO TPOMOOIIMTOB y MAI[MEHTOB JOJKHO ObLIO coctaBisaTh > 100 000 KICTOK/MM® JIJIst
BKJIFOYCHHUSI B HCCIEJOBaHUE, TAaKUM O00pa3oM, B OTHOIICHUU MAIMEHTOB C KOJIMYECTBOM
TpomGonuTo < 100 000 kieTok/MM® [0 Hayana JedeHds TO(GALUTUHMOOM MHPOPMAIHUS
OTCYTCTBYET.

Ananusvl 015 onpedenenus yposHel NeueHOYHbIX hepmenmos

[TonTBepxkaeHHOE TOBBIIIEHHE AKTUBHOCTU (PEPMEHTOB IE€YEHH, MpEBbILIaIONIee Oojiee YeM B
3 paza BepxHrioto Tpanuity Hopmbl (3 X BI'H), HewacTo nHabmroganock cpenu namueHToB ¢ PA. Y
TaKUX MMalUEHTOB C MOBBIIIEHUEM aKTUBHOCTU (DEPMEHTOB MEYEHU U3MEHEHHUE PeXUMa Teparuu
(Hampumep, cHUWXKeHHe 1036l comyrcTBytomero bBIIBII, ormena wunm cHMXeHue 103bl
ToanuTHHUOA) TPUBOANIIO K UX CHHXKEHHIO WM HOPMAJIU3aIUH.

B xoHTponupyemoii yacTu ucciaeaoBanus MoHoTepamnuu npu PA ¢a3sl 3 (mpo10KUTENbHOCTHIO
0-3 mecsima) (uccnemoBanue I, cm. pasaen 5.1) moseimenue ypoHsi AJIT Gonee yem B 3 paza
Beime BI'H waGmromanoce y 1,65 %, 0,41 % u 0% mnanueHTOB, MONy4YaBIIMX IUIanebo,
ToparuTHHUO B 03¢ 5 Mr u TodauutuHuO B 03¢ 10 Mr 1Ba pas3a B CyTKHU COOTBETCTBEHHO. B
3TOM HuccienoBanuu nossinieHue ypoBHs ACT Gomnee uem B 3 pasa Beime BI'H nabmonanocs y
1,65 %, 0,41 % u 0% mnamueHToB, MOJyYaBIIMX IuTae00, TOPAIUTHHUO B 03¢ S Mr U
todaruTiHuO B 103e 10 Mr 1Ba pa3a B CYyTKH COOTBETCTBEHHO.

B uccnenosannu ¢asel 3 ¢ mpoBeneHueM MoHoTepamuu npu PA (mpomormkuTenbHOCTBIO 0—
24 mecsma) (uccienoBanue VI, cm. pazgen 5.1) nossimienue ypoBHst AJIT Gonee yem B 3 pasza
Boiie BI'H nabmroganocs y 7,1 %, 3,0 % u 3,0 % nanuenTos, nonydaBmux MT, TodanutuanO B
no3e 5 Mr u TopanutuHuO B 103¢ 10 MT Ba pa3a B CYyTKH COOTBETCTBEHHO. B 3TOM uccienoBanuu
nossitieHre ypoBast ACT 6onee uem B 3 pa3za Beiie BI'H na6mromanocs y 3,3 %, 1,6 % u 1,5 %
nanueHToB, nony4daBmux MT, Todarutuaub B 1o3e 5 Mr u TodpanuTuHUO B A03e 10 Mr aBa paza
B CYTKU COOTBETCTBEHHO.

B konTponupyemoii wactu uccinepoBaHuii (assl 3 ¢ ¢donoBoil Tepanueit BIIBII mpu PA
(mpomomxutenbHOCThIO 03 Mecsina) (uccnenoBanus [I-V, cM. pa3nen 5.1) moBeIeHNE ypoBHS
AJIT 6onee uem B 3 pa3a Beimie BI'H nabmroganocs y 0,9 %, 1,24 % u 1,14 % mnauueHTos,
MOJIyYyaBIINX IU1ane6o, TogauuTuHuo B 103€ 5 Mr U TopauutuHud B 103e 10 Mr 1Ba pas3a B CyTKU
COOTBETCTBEHHO. B 3Tux nccnenopanusx nossimenue ypoBHs ACT Oonee uem B 3 pasa BbllIe
BI'H nabmonanocs y 0,72 %, 0,5 % u 0,31 % nmanueHTOB, MOMy4aBIIUX MJ1anedo, ToGanuTHHO
B 03¢ 5 MTI" ¥ TodanuTuHUO B 103¢ 10 Mr /1Ba paza B CyTKH COOTBETCTBEHHO.

B nmonrocpoyHbIX MPONJICHHBIX HCCIENOBAHUSAX C TPOBEJACHHEM MoOHoTepanuu mpu PA
noBeimienne ypoBHs AJIT Gonee wem B 3 paza Beime BI'H waGmromamocs y 1,1 % u 1,4 %
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NAIMEHTOB, MOJYyYaBIIUX TOMAUTUHUO B 103§ S MI I/I'ﬂ)ldl):em-lﬁ‘l;lfnh%’:];r ;g&%wﬂll&ﬂ::hﬂé{ '1'3"'2:1'331 B

cyTkH cooTBeTcTBeHHO. [loBbIenue ypoHs ACT Oonee yem B 3 pasa Bbiie BI'H na6mtonanock
meHee yeM y 1,0 % manueHToB Kak B rpymie Tepanuud TO(QauuTHHUOOM B /103€ 5 MI, Tak U B
rpynne Tepanuu TopauuTHHUOOM B 103¢ 10 Mr 1Ba pasza B CyTKH.

B nonarocpodnsIx mpoUIeHHBIX HcchaeaoBanusax ¢ ponoBoil repanuei BIIBII mpu PA nosblienue
ypoBHst AJIT Gonee uem B 3 paza Beimie BI'H nabGmromanoce y 1,8 % u 1,6 % mnamnuenros,
nojiyyaBmuX TopauuTUHUO B 10o3e 5 Mr u ToamutuHuO B no3e 10 Mr nBa pasza B CyTKHU
cootBeTcTBeHHO. [ToBbIenue ypoBus ACT Gonee uem B 3 paza Beiie BI'H Habmoganocs menee
yeMm y 1,0 % manueHToB Kak B rpyIe Tepanuu ToGauuTHHHOOM B J03€ 5 MI, Tak U B TpyIIe
Tepanuu TopauuTUHUOOM B 103¢ 10 Mr J1Ba paza B CYTKH.

B Oompmom (N =4362) paHIOMU3HUPOBAHHOM IOCTPETUCTPALIMOHHOM  HCCIIEOBAaHUU
Oe3omacHOCTH y manueHToB ¢ PA B Bo3pacte 50 et u crapiie, UMEBIIUX HE MEHEE OJIHOTO
JIOTIOJTHUTENBHOTO (PaKTOpa pUCKA CEPAEYHO-COCYAMCTHIX 3a00JIeBaHUM, MOBBIIICHHE YpPOBHSA
AJIT no BenmuuuH, paBHBIX wWiau mpeBbimammux 3 X BI'H, nabmonanocs y 6,01 %, 6,54 % u
3,77 % mauueHToB, NOJyYaBIIUX TOPAIUTUHUO 5 MI 1Ba pa3a B CyTKH, Todanutuaud 10 mr nsa
paza B cytku u uHruOutopsl ®HO coorBercTBeHHO. [loBhimienne ypoBus ACT o BenuuuH,
paBHBIX unu npesbimatomux 3 X BI'H, nabnroganocs y 3,21 %, 4,57 % u 2,38 % mauueHTos,
MOJIy4yaBIIUX TOQAIMTUHUO 5 MI JBa pasza B CyTKH, TodauuTuHUO 10 Mr aBa pa3za B CyTKH U
uHru6uropsl ®HO cOOTBETCTBEHHO.

B xnunuyeckux wuccienoBanusx mnpu K u3MeHeHuss ypoBHEW MEYCHOYHBIX (EPMEHTOB,
HaOMIoAaBIIMecss Tpu  Tepanuu  ToQamuTHHUOOM, OBLTM CXOAHBI C  HU3MEHEHUSMH,
HAOMIOIaBITUMHUCS B KIIMHUYECKUX HCCIEA0BaHUAX pu PA.

Jlunuowt

B KOHTposMpyeMBIX JBOWHBIX CJIETBIX KIMHUYECKUX HcCclenoBaHusAX PA moBbllIeHHE
nokasaresnei nunuaHoro obmena (obmero xojecrepuna, xojnecrepuna JIITHIIL, xomectepuna
JITIBII, TpurnumepuioB) cHayaiga OLICHUBAIM Ye€pe3 OJUH MECHI] MOCJIEe Hadaja MPUMEHEHUS
toparuTHuOa. BbIABIEHHOE B 93Ty BpPEMEHHYIO TOUYKY TIOBBIIICHHE YPOBHS JHUIHI0OB
COXpPaHsJIOCh U Jajee.

O6o0mennas wHbopMaIusi 00 W3MEHEHWH TMOKa3aTelel JUMUAHOTO OOMEHa OT HCXOJHOTO
YPOBHS U 10 KOHIIAa KOHTPOJIUPYEMBIX KIIMHUYECKUX UcclieoBanuii PA (624 mecsiia) npuBeaeHa
HUXKCEC:

e  Cpennee 3nHauenue xonecrepuna JIITHII uepes 12 mecsues ysennumiocs Ha 15 % B rpymnne
NAIMEHTOB, MOIY4aBIIUX TOPalUTUHUO B 103€ 5 MT J1Ba pa3a B cyTkH, 1 Ha 20 % B rpymnme
NalMeHTOB, MOMy4yaBIIuX TopauutuHUO B 03¢ 10 Mr aBa paza B cyTku. Uepes 24 mecsna
JAHHBIN TOKa3aTeNb cocTaBisl 16 % B rpynmne manueHTOB, MOIYYaBIIUX TOPALUTHHUO B
J103€ 5 MT JIBa pa3a B CYTKH, U 19 % B rpyIie naiueHToB, MoJy4aBIinX TOQaUTHHUO B 103€
10 Mr nBa pa3a B CyTKH.

e  (Cpennee 3nauenue xonecrepuna JIIIBII uepe3 12 mecsaues ysenuuuiocs Ha 17 % B rpymnmne
NalMEeHTOB, MMOJIyYyaBIIUX TOGAUTUHUO B J03€ 5 MI JBa pa3a B CYTKH, 1 Ha 18 % B rpymnme
MalMeHTOB, Mody4JaBmux TodanuTuHO B 103e¢ 10 Mr 1Ba pasza B CyTKH, a yepe3 24 mecsia
JIAHHBIM MOKa3arenb cocTaBisul 19 % B rpymnmne nmanueHToB, MOJyYaBIIUX TO(AUTUHUO B
n03e 5 Mr aBa pasza B cyTKH, U 20 % B rpynie naiydeHToB, MOJIy4aBIIuX TOQauUTHHUO B 103€
10 mr nBa pasa B CyTKH.

Ilocme oTMeHBI TCpannunu TO(I)aI_[I/ITI/IHI/I6OM YPOBHU JIMIIUAOB BO3BpAIaJIUCh K HCXOAHBIM
IIOKa3aTCIsIM.
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CootHomienue  cpeaHux  3HaueHud  xosectepuna JIIIHII/JINIBII  u  cooTHomeHus
anonunonporenHa B (ApoB)/ApoAl OblM HpakTUYECKHM HEU3MEHHBIMU Y TAalUEHTOB,
MOJIy4aBIIUX TOPAUTHHHO.

B KoHTpOIIMpyeMOM KIMHUYECKOM HcciiefoBaHnu PA noBbeiieHHble ypoBHU xosiectepuna JITTHIT
1 ApoB cHmXanuce 10 UCXOAHOIO YPOBHS B OTBET Ha TEPAIMIO CTATHHAMHU.

B nomynsauusx OLIEHKHM AONTrocpodyHOil Oe3zomacHocTd mnpu PA moBblIeHHE IOKa3aTeneit
JUMUIHOTO OOMEHa COOTBETCTBOBAJIO TAaKOBOMY B  KOHTPOJUPYEMBIX  KIMHUYECKHX
UCCIIEIOBaHUAX.

W3meHeHus nmapaMeTpoB JIMIMUAHOTO OOMEHA OTHOCUTENIbHO HCXOAHOTO YPOBHS /10 24 MecsIeB
BKJIIOUUTENBHO,  HaOmonaBmmecss B OonbmoM (N =4362)  paHAOMHU3HPOBAHHOM
HOCTPErHCTPALlMOHHOM HCClieloBaHUM Oe3omacHOCTH y mainueHtoB ¢ PA B Bospacre 50 ner u
cTaplie, UMEBIIUX HE MEHEE OJHOIr0 JOMOJIHUTEIBLHOr0 (pakTopa pUCKa CEpIEeYHO-COCYAUCTHIX
3a00JIeBaHU, 0000IIEHBI HIXKE:

e Ha 12-m mecsiue cpennuil ypoBens xonecrepuna JIITHIIT ysenunuuincs va 13,80 %, 17,04 % u
5,50 % y manueHToB, HOIy4aBIIUX TOGAIMTUHUO B 103€ 5 MT /IBa pa3a B CyTKH, TOHAUTUHUO
B no3e 10 Mr nBa pasa B cyrku u uHruOutopel ®HO coorBercTBeHHO. B Mecsn 24 sto
yBenuuenue cocrasmiio 12,71 %, 18,14 % u 3,64 % coOTBETCTBEHHO.

e Ha |2-M mecsue cpennuil yposeHs xonectepuna JIIIBII ysennunncs Ha 11,71 %, 13,63 % u
2,82 % y mauueHTOB, MOJy4YaBIIUX TOGAUTUHUO B 103€ 5 MT J]Ba pa3a B CYTKU, TOPALUTHHUO
B no3e 10 Mr nBa pasa B cyrku u uHruOutopel ®HO coorBercTBeHHO. B Mecsn 24 sto
yBenuuenue cocrabuio 11,58 %, 13,54 % u 1,42 % cooTBETCTBEHHO.

B knuHmyeckux wuccnegoBaHusix y mnauveHtoB ¢ K uU3MeHeHHs ypoBHEH JMIHUAOB,
HaOMrofaBIIMecss Tpu  Tepanuu  ToQanmuTHHUOOM, OBLTM CXOAHBI C  HW3MEHEHUSMH,
HAOIOIABIITUMHUCS B KIIMHUYECKUX HCCIEA0BaHUsAX pu PA.

Hughapxm muokapoa

Pesmamouonwiii apmpum

B Oompmom (N = 4362) paHIOMHU3MPOBAHHOM IOCTPETUCTPALMIOHHOM HCCIIEOBAHUU
6e3omacHOCTH y mauueHToB ¢ PA B Bo3pacte 50 neT uiam crapiie Mo MEHbIIEH Mepe ¢ OAHUM
JIOTIOJTHUTENBHBIM  (aKTOPOM  pHUCKa  CEpAECYHO-COCYIUCTHIX  3a00JieBaHM  4yacToTa
BO3HUKHOBeHUS (95 % JIN) HenetanbHOro MH(papKTa MUOKapAa MpU MPUMEHEHUH TOHAUTUHNOA
B J103€ 5 MTI' /1Ba pa3a B CyTKH, TopanutuHuOa B 103¢ 10 Mr aBa pasa B cyTku 1 uHruouropos ®HO
cocrasmsuta 0,37 (0,22, 0,57), 0,33 (0,19, 0,53) u 0,16 (0,07, 0,31) mauuenta ¢ sisnenusmu Ha 100
MNAIMEHTO-JIET COOTBETCTBEHHO. bBBIIO 3aperucTpupoBaHO HEOOJBIIOE KOJIUYECTBO CIIy4aeB

uHpapKTa MHOKapJa C JIeTaJIbHbIM HCXOJOM, NpPU ATOM YacToTa €ro BO3HHUKHOBEHHs ObuIa
AQHAJIOTMYHOM Yy MAalMEeHTOB, MOJIyYaBIIMX TO(MAIMTUHUO, W Yy NAIMEHTOB, MOJYy4YaBIIUX
uHruouropsl ®HO (cm. paznensi 4.4 u 5.1). CornacHo TpeGOBaHUAM HCCIEIOBAHUS IO MEHbLIEH
mepe 1500 manueHToB JOMKHBI OBUTH HAOIIOIaThCS B TEUCHUE 3 JIeT.

3nokauecmesennvle Hosoobpazosanus, kpome HMPK

Pesmamouodnuwiii apmpum
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B ©Oompmom (N = 4362) paHIOMU3MPOBAHHOM 'Eggﬁjg%%ﬁllﬂghc%lﬁeh&ahnn

6e3omacHocTH y mauueHToB ¢ PA B Bo3pacte 50 neT wiu crapiie 1o MEHbIIEH Mepe ¢ OJHUM
JIONIOJTHUTENBHBIM ~ (AaKTOPOM  pHUCKa  CEpAECYHO-COCYIHUCTHIX  3a00JieBaHM  4yacToTa
BOo3HUKHOBeHUs (95 % JIN) paka nerkoro npu npuMeHeHuu TodauutuHuba B 103€ 5 Mr J1Ba pas3a
B CYTKH, ToauutuHuOa B 1o3e 10 mr aBa paza B cytku u uaruouropos ®HO cocrasnsna 0,23
(0,12, 0,40), 0,32 (0,18, 0,51) u 0,13 (0,05, 0,26) maruenTa ¢ sBneHusMu Ha 100 marUeHTO-JIET
cooTBeTcTBeHHO (cM. paznensl 4.4 u 5.1). CornmacHO TpeOOBaHUSM HCCIICIOBAHMS 110 MEHBIIEH
Mepe 1500 manueHToB q0JKHBI OBUTH HAOMI0IaThCS B TEUCHHE 3 JIET.

UYacrtoTa Bo3HHKHOBEeHUS TUMPOMBI (95 % JIWN) npu npumMeHeHn# TopanuTrHuOAa B 103€ 5 Mr /1Ba
pasa B cyTkd, TopanutuHnOa B 03¢ 10 Mr aBa pasa B cyTku U uHruoutopos ®HO cocrapnsina
0,07 (0,02, 0,18), 0,11 (0,04, 0,24) u 0,02 (0,00, 0,10) mannenTa c sineHusmMu Ha 100 marueHTO-
JIET COOTBETCTBEHHO (cM. pasnensl 4.4 u 5.1).

CTH

TonuapmuxynapHulil 108eHUTbHBIL UOUONAMUYECKULI apmpum U r08eHuUTbHbll T1cA
Hexenarenbuble peakunn y nmanueHtoB ¢ FOMA, ydyacTBOBaBIIMX B MporpamMme KIMHHYECKOU
pa3paboTKH, MO THUIy M 4aCTOTE€ COOTBETCTBOBAIM TAKOBBIM Yy B3POCIHBIX ManueHToB ¢ PA, 3a
UCKJIIOYEHHEM HEKOTOpbIX MH(peKkuuil (rpumm, (GapuHTUT, CUHYCUT, BUPYyCHas HMHQEKUUsd) U
KEITyTOUYHO-KUIIEYHBIX HJIM OOIIMX paccTpoiicTB (00Jb B )KUBOTE, TOLIHOTA, PBOTA, TUXOPAKa,
rojioBHast 0oJib, Kallenb), KOTOpble yaie BcTpeyanuch y neredt ¢ FOMA. MT Owin Haubounee
4acThIM comyTcTBYIOmKM npenaparom ccblIBII (B nens 1 156 u3 157 nanueHToB, noay4yaBIIMX
tepanuio ccbIIBIL, mpunumanu MT). JlanHpix o mnpoduie OezonmacHocTH To(auuTHHUOA,
IPUMEHSIEMOr0 OJHOBPEMEHHO ¢ Jto0biMu ipyrumu ccbIIBII, HenocTaTouHo.

Unghexyuu

B nBoiiHO# cienoi yacT ocHOBHOro uccienoBaHus ¢assl 3 (uccneposanue JIA-I) nndpexuus
Obuta HanboJee 4yacTo HexenarenbHOH peakuuen (44,3 %). MHpekunu, kak npaBuiio, ObUIH
JIETKOM WM CPEeHEH CTETICHU TSIKECTH.

B o0beuHeHHON TOMYJISIIMN OIIEHKH 0€30MMaCHOCTH Y 7 MAIIMEHTOB OBLITH BBISIBJICHBI CEPbE3HBIC
UH(EKIUH BO BpeMs IeUeHHS TOPaIUTUHUOOM B T€UEHHE OTUETHOTO Tiepuoaa (10 28 mHeil mocie
MOCJIEIHEW J03bl HCCIEAYyeMOro TMperapaTra), 4YTO COCTaBIS€T YacTOTY BO3HUKHOBEHUS
1,92 nanuenta ¢ sBneHusMu Ha 100 marueHTo-IeT: MHEBMOHHMS, SMUAypaibHas sMmmuema (c
CHHYCUTOM H TOJHAJAKOCTHUYHBIM a0CIeccoM), TMWJIOHWAAIbHAS KUCTAa, AaNMeHIHIINT,
nuenoHePUT, BHI3BAHHBIN KHUIIEYHON MATOYKOM, a0CIiecC KOHEUHOCTH M MH(EKIUS MOYEBOTO
tpakTta (UMT).

B oObenuHeHHON mOMyNSILMM OLIEHKH O€30MacHOCTH Yy 3 MallMeHTOB ObUIM  BBISBIEHBI
Hecepbe3Hble sBJICHHs ormosichiBatomero repreca (OI'); yacToTa BO3HMKHOBEHHUS COCTaBUIIA
0,82 marmuenta ¢ sBueHusmMud  Ha 100 mammento-ner. Eme y oxHoro manmmeHta  ObLI
3aperucTpupoBaH cepbe3Hblil ciydaid Ol 3a mpenenamMu OTYETHOTO MEPUOA.

Peakuuu CO CNIOPOHRDbL Ne4YeHu

Jl14 BKIIIOUEHUS B MCCIIEA0BAaHUE, TALIMEHTHI, yYaCTBOBABILNE B OCHOBHOM HccienoBanuu IOUA,
noyxHbl Ob1TH nMeTh ypoBHU ACT u AJIT menee ueM B 1,5 pa3a Bblllie BEpXHEro npejiesia HOpMbI.
B oObenuHEeHHON MOMyNALMU OLEHKH OE€30MacHOCTH Yy 2 MAalMEHTOB 3aperucTPUPOBAHO
nosbiieHre yposHs AJIT B > 3 pasa Beiie BI'H nipu 2 BusuTax noapsia. Hu onHO U3 sBiIeHHN He
COOTBETCTBOBAJIO KpUTEpHsIM 3akoHa Xas. O0a manuenTta noiydaiu ¢GoHoByro Tepanuio MT, u
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KaXKJ0€ SBJICHUE pa3peIInIoch IOCIE MPEKpalleHUs] ”[I‘Q)IB.II:IH-IIAETJ{TBI/II;'TIJE_UQE@UlﬁIEaIé‘llj‘E'JIIIEéHI/IH

Tepanuu ToParuTHHUOOM.

JYCI60Dam0DHbl€ AHAU3bl

WN3menenust mokasareneil nabopaTOpHbIX aHaiau3oB y mnamnueHtoB ¢ FOMA B mporpamme
KJIMHUYECKOH pa3pabOTKM COOTBETCTBOBAJIM HW3MEHEHMSAM, HAOIIOJAaeMbIM Yy B3POCIbIX
naneHToB ¢ PA. Jlna BKIOYEHHs] B OCHOBHOE HccienoBanue y marueHToB ¢ FOMA gucno
TPOMOOIUTOB JOKHO ObLIO cocTaBiaTh > 100 000 kiaeTok/MM®, mosToMy HHMOpMalus o
naiueHTax ¢ FOMA, y KOTOpBIX 4YMCIO TPOMOOLMTOB 10 Hayayia JiedyeHus To(auuTHHUOOM
coctapsino < 100 000 ki1eTok/MM?, OTCYTCTBYeT.

COO6U.ICHI/IC 0 IOA03PEBACMBIX HCXKCIATCIbHBIX PCAKIINAX

Baxno COO6I_I_[8.TI:> 0 TOA03PCBACMBIX HCIKCIIATCIIBHBIX PCAKIHAX IIOCJIC pCTUCTPALIMN  IIpCIIapara €
LECIbIO obecneucHUs HEMPCPLIBHOI'O MOHUTOPUHI'a COOTHOLICHUA «I10JIb3a — PHUCK» JICKAPCTBECHHOI'O
Mpcerapara. MeauuuHCKUM pa6OTHI/IKaM PCKOMCHAYCTCA COO6I_I_[8.TI:> 0 JIOOBIX MoA03pEBACMBIX
HCXKCIIATCIIbHBIX PECAKIUAX JICKAPCTBCHHOIO MpCTiapaTa 4€pe3 HAIMOHAJIbHBIC CUCTCMbI COO6HI€HI/I${
0 HCKCJIATCIIbHBIX PCAKIUAX T'OCYAAPCTB — WICHOB EBp%HﬁCKOl" 0 SKOHOMHYCCKOI'0 COro3a.

Poccutickas ®@edepayus

®denepanibHas Ciry)0a 1Mo HaI30py B cdepe 31paBOOXpaHeHUs

Anpec: 109012, r. Mocksa, CriaBstHCKasl TUIOIIaab, 1. 4, cTp. 1

Temn.: +7 800 550 99 03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Caiit B UHGOPMAIMOHHO-TEIEKOMMYHHUKAITIOHHOM ceTH «aTepHeT:
http://www.roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman

PI'TI na IIXB «HauuoHanpHBIA LEHTP 3KCIEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEAULMHCKUX
u3nenuit» Komurera MemunuHCKOro M (apMaleBTUYECKOro KOHTpojisi MuUHHUCTEpCTBa
3npaBooxpanenus Pecriyonuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. Imanosa, 13 (BL] "Hypcayner 2")

Ten.: +7 (7172) 235-135

OnektpoHHas nouta: farm@dari.kz

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKALIMOHHOM ceTn «HTepHeT»: https://www.ndda.kz

4.9. Ilepeno3npoBka

CHUMOTOMBI
B cnydae nepeno3npoBKH pEKOMEHIYETCSl KOHTPOJIMPOBATH COCTOSIHUE MAIIMEHTA TSI BHISIBIICHUS
MPU3HAKOB U CUMIITOMOB HEKEJATEIbHBIX PEaKIIU.

Jleuenue
Cnenuduyeckoro aHTHAOTa TMPHU TEpeAo3upoBKe TodanuTuHuOa He cymecTByeT. Cremyer
MPUMEHSATh CUMITOMATUYECKYIO U MOAICPKUBAIOIIYIO TEPATHIO.

JlanHple 1O (QapMaKOKMHETUKE Mpernapara MpUd OJHOKpaTHOM mpueme B jo3e a0 100 mr
BKJIFOUUTENIBHO Y 37J0POBBIX 100POBOJIBIEB YKA3bIBAIOT HA TO, 4TO Ooisiee 95 % mpuHATON 103bI
BBIBOJIUTCS B TEUEHUE 24 4acoB.

5. PAPMAKOJIOTMYECKUE CBOMCTBA
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5.1. ®apmakoauHaAMHYeCKHe CBOMCTBA

dapmakoTepaneBTHIYECKas TPYIIa: KMMYHOEIIPECCAHThI, HHTHOUTOPHI SIHYyC-aCCOIMUPOBAHHON
kuHasbl (JAK)

Kon ATX: LO4AF01

Mexanusm geficTBus

TodauuTuHUO SABISETCS MOUIHBIM CEJIEKTUBHBIM MHTHOMTOPOM KHMHA3 CEMEWCTBA SHYC-KHHA3
(JAK). B depmentatuBHbix aHanu3ax TodaumtuHu® unrudupyer JAKI1, JAK2, JAK3 u B
menbuieil crenenu TyK?2 (tupo3un-kuHazy-2). B To e Bpems Todpauutunnb obnanaer BEICOKON
CTENEHBIO CEJIEKTUBHOCTU B OTHOIIEHUH JPYTUX KMHA3 B FTEHOME 4elloBeKa. B KileTkax yenoBeka
TOQAUTUHUO NPEANOYTUTEILHO HHIMOUPYET Nepejauy CUTHAJIOB C IOMOIIBIO T€TEPOIUMEPHBIX
pElenTopoOB UTOKUHOB, cBsi3aHHBIX ¢ JAK3 u (nnn) JAK, ¢ GyHKIIMOHATBEHOM CEIEKTUBHOCTHIO
K pelentopaM LUTOKHMHOB, KOTOpbIE NepenaroT curHaibl yepe3 mapbl JAK2. Murubuposanue
JAK1 n JAK3 Todauutnanbom ocnabisier nepenauy curuana uarepneiikunamu (IL-2, -4, -6, -7,
-9, -15, -21) u unrepdeponamu thna I u tuna I, yTo NpUBOAUT K MOIYNIALUA UMMYHHOTO U
BOCTIAJINTENBHOIO OTBETA.

dapmakoguaamuyeckue 3P PeKTol

VY nanuenTtoB ¢ PA neyenue TopanutuHIOOM B T€UEHHE TEPHOAA 10 6 MECSLIEB COMPOBOXKIAIOCH
J10303aBUCUMBIM CHIDKEHHEM KOJIMYECTBAa HUPKYIUPYIOLIUX HAaTypalbHbIX kKujuiepoB CD16/56+
(HK-knetox), mnpu 3TOM  pacyeTHOE MAaKCHUMaJbHOE CHIDKEHHE  PErucTpUpOBajIOCh
npuOan3uTeNbHO Yepes 8—10 Henenb nocie Havana Tepanui. TH U3MEHEHHUs1 OOBIYHO HcUe3alln
B TeueHue 2—6 HeJleNb rocie npekparieHus repanuu. Tepanus TodpauTHHIOOM COPOBOXK/AaIach
J10303aBUCUMBIM YBEITMUEHUEM KosinyecTBa B-kieTok. I3MeHeHus KoinyecTBa HUPKYIUPYIOLIUX
T-numdoruroB  u cyononynsauuit  T-mumporuro  (CD3+, CD4+ wu CD8+) Obun
HE3HAYUTEJbHBIMU U HENIOCTOSTHHBIMHU.

[Tocne anuTenbHOrO NeueHus (MeAUaHHas MPOI0JKUTENIBHOCTh Tepanuy TOGaUuTHHUOOM OKOJIO
5 1er) MeauMaHHOE CHWKeHue KomuuectBa kiaerok CD4" m CD8' cocraBuo 28 u 27 %
COOTBETCTBEHHO [0 CPaBHEHHUIO C MCXOJIHBIM YpoBHEM. B oTinmume ot Halmoaasierocs
CHI)KEHHS II0CJIE KpPAaTKOBPEMEHHOTO IIPUMEHEHHUs Ipernapara KOJUYECTBO HATypaJIbHBIX
xkuwiepoB CD16/56" mpoaeMOHCTPHPOBANIO MEIMAHHOE yBEIMYEHHE Ha 73 % MO CPAaBHEHUIO C
MCXOIHBIM ypoBHEM. JlanbHelinero yBenudeHus KonudectBa B-mumdormroB CD19™ mocne
JUINTEIBHOTO JIeyeHUs] TopanuTUHUOOM He Habmonanock. [locie BpeMEHHOro mnpekpalieHus
TEpanuy BCE 3T M3MEHEHUS YPOBHS MOJATPYII JIUM(OIMTOB BO3BPALIAIUCH K HCXOIHOMY
ypOBHIO. J[aHHBIE O CBSI3U MEXY CEPhE3HBIMH UM ONMOPTYHUCTUYECKUMHU MH(DEKIUAMU JINOO
OTIOSICHIBAIOIIMM TEPIIECOM U CHIKEHHEM YPOBHS HOATPYNI JUM(OIMTOB OTCYTCTBYIOT (IUIs
nojiyueHuss MHQPOpPMalUU O MOHUTOPUHIE aOCONIOTHOIO KOJIMYECTBA JIUM(OIUTOB CM.
pazznen 4.2).

W3menenust obmero yposus IgG, IgM u IgA B ChIBOpOTKE KpPOBU B TEUEHHE 6-MECSYHOTO
npUMeHeHus TodauuTuH0a y nauneHToB ¢ PA Obutn HEOONBIIUME, HE 3aBUCETU OT J03bl U ObLIN
CXO/IHBI C U3BMEHEHUAMH, HAOIIOAABIIUMHECS TP ITpHeMe I171a11e00, YTO yKa3bIBaeT Ha OTCYTCTBHE
CHUCTEMHOT'O MTOAABJIEHUS T'YMOPAIBHOIO MMMYHHOI'O OTBETA.

[Tocne Tepanuu TodauutuHNOOM y nmanueHToB ¢ PA Habmonanock ObICTpOE CHUKEHUE YPOBHS
C-peaktuHoro 6enka (CPB) B cbIBOpOTKE KPOBH, KOTOPOE COXPAHSIIOCH HA IPOTSKEHUH IIEPHOAA
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npuemMa npenapara. Msmenenus yposHs CPb, Ha 6J1}011aB%&M'ﬁgfe%M6&gﬁ¥ﬁﬁlﬁéOM,

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

ITOJTHOCTBRIO HE MICUE3aJIM B TCUCHHE 2 HCACIIb IMMOCJIC IPCKPAILICHNA TCPAIIUU, UTO CBUACTCIILCTBYCT
o Oomee HHHTGHLHOﬁ (I)apMaKO,Z[PIHaMI/I‘ICCKOfI AKTUBHOCTH IIpCIiapaTta OTHOCUTCIILHO €TI0 IICpruoaa
IMOJIYBBIBCACHUS.

WccaenoBanus BaknuH

B xoHTpoNHpYEeMBbIX KIMHHYECKUX UCCIICOBAHMSIX Yy MAIUCHTOB ¢ PA, HaUMHABIINX TEPaIHIO
todparuTuHOOM B mo3e 10 Mr aBa pa3a B CYTKM WM IUIane00, KOJUYECTBO MAI[MEHTOB C
UMMYHHBIM OTBETOM Ha BaKIMHY MPOTHB TPHUIINA OBUIO COIOCTABUMBIM B OOCHX TpyIIax:
todarutranba (57 %) u mwianebo (62 %). [Ipu npruMeHeHnH THEBMOKOKKOBOM MOJIMCAXapUIHON
BaKIIMHBI KOJIMYCCTBO MAIMCHTOB ¢ UMMYHHBIM OTBETOM Ha BaKIIMHY ObUTO ciiexyromuM: 32 %
MAIUEeHTOB, ony4yaBiux Topauutuaud u MT; 62 % manueHToB, Moay4aBmuX TOGAIUTHHUO B
BHJIe MOHOTepanuu; 62 % nanuenToB, noxy4yaBimux MT B Buae monotepanuu; 77 % mamueHTos,
nonyyaBmux Iiamne6o. KnuHudeckas 3HAYMMOCTH STOTO HAONIONCHUS HEW3BECTHA, OJHAKO
CXOIHBIC pe3yNbTaThl OBUIH TIOJYYCHBI B OTICIBHOM HCCJICIOBAHWUU BaKI[MHAIIMHA TIPH
OPUMEHEHUU BaKIMH TPOTHUB TPUIINA U MTHEBMOKOKKOBOW TOJMCAXapHIHON BaKIUHBI Y
NAMEHTOB, MOJy4YaBUIMX JOJITOCPOYHYIO Tepanuio TodauutuHubOoM B no3e 10 mr aBa pasa B
CYTKH.

Bbut0 mpoBeneHO KOHTPOIUPYEMOE HUCCIIEOBaHUE Y ManueHToB ¢ PA, moiay4aBmmx (OHOBYIO
tepanuto MT, kKoTopbiM OblJIa IPOBEICHA BAKIIMHALIMS JKUBOU OCIa0JEHHON BAaKIIMHOW MPOTHB
BUpyca reprmeca 3a 2-3 HEJAeNW IMeped HayalioM |2-HeAenbHOro Mepuojia JICUYEHHUs
TohanuTUHUOOM B J03€ 5 MT JBa pa3a B CyTKH Wi Iutare6o. Uepes 6 Henenb ObUTH BBISBIICHBI
MPU3HAKK TYMOPAJIBHOIO MU KJIETOYHOTO MMMYHHBIX OTBETOB Ha BaKIMHY MPOTHB BHUpYycCa
BETPSIHOM OCIIBI KaK Y MAIMEHTOB, MOYYaBIINX TOGAIMTHHUO, TaK U Y MAIIMEHTOB, MOJTYYaBIINX
1ane6o. ITH OTBETHI ObUIN CXOHBI ¢ HAOIIOJAEMBIMHU Y 30POBBIX TOOPOBOJIBIIEB B BO3pAcTe OT
50 net u crapiie. Y nanueHTa 06e3 Npu3HakoB HH(MEKIINKY BUPYCOM BETPSIHOM OCIIbI B aHAMHE3€ U
OTCYTCTBHEM aHTUTEN K BHPYCY BETPSHOW OCIbl Ha HA4YaJlbHOM JTale pa3BHIACh
reHepaim3oBanHas ¢opMa BETPSHON ocmbl yepe3 16 aHeil mocne BakiuHanuu. lIpumeHeHue
TodaruTHHUOA OBLIO MPEKPAIEHO, U MAIMEHT BBI3J0POBEN MOCIIE JICYEHUS POTUBOBUPYCHBIM
JIEKapCTBEHHBIM CpPEICTBOM B CTaHAApTHOM Jo03e. B mociepyromem y nanueHTa pa3sBUINCHh
YCTOMUYHUBBIE, XOTSI 1 OTCPOUCHHBIE, TYMOPAJIbHBIN U KJIETOYHBIA KIMMYHHBIE OTBEThI HA BAKLIMHY
(cm. paznen 4.4).

Kinanueckasg 2ddhEKTHBHOCT U 0€30IIaCHOCTD

Peemamouonwiii apmpum

D¢ dexkTuBHOCT, M Oe30macHOCTh To(auuTHHUOA (B (hopMe TaOJIETOK, MOKPHITHIX IIEHOUHOU
000JIOUKOH) OIECHUBATUCh B 6 PaHIOMU3UPOBAHHBIX JBOWHBIX CJIEMBIX KOHTPOJIUPYEMBIX
MHOTOLIEHTPOBBIX ~ HCCIICIOBAaHUSAX Yy MalMeHToB crapuie 18 1er ¢ akTuBHBIM PA,
JTMarHOCTUPOBAHHBIM B COOTBETCTBUHU C KPUTEPUSAMH AMEPHUKAHCKOW KOJUIETHH PEBMATOJIOTOB
(American College of Rheumatology — ACR). B Ttabnune 10 npencraBinena uHpopmanus,
Kacaromiasics AU3aifHa UCCIIeIOBAHNS U XapaKTEPUCTUK TOITYJISIIHH.
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Ta6auna 10. Knuunuyeckne ncciaenopanus ¢paspl 3 ¢ 5]&)1 olaly Hh‘ é\r ¥ | 'T&Iﬁg o

e ¥aTan!

S mr u 10 mr gBa pa3a B CyTKH y nanueHToB ¢ PA

. Hcc |o Hcce |e Hcc |o Hcce |o Hcce |o Hcce |eo Hcc o Hccean
Jen0- Jeno- Jeno- Jen0- Jeno- Jen0- Jen0- e/10-
BaHMs Banue I  |Banme Il |Banme III |Banme IV |Banme V |Banme VI [Banue VII
. (OR |e (OR |e (OR |e (OR |e (OR |e (OR o (OR
AL AL AL AL AL AL AL
. Solo |e Sync |e Stan |e Scan |e Step |e Starte Strat
) ) dard) ) ) ) egy)
Bei6opka |BIIPII-HO |BITPII-HO (MT-HO  |MT-HO  |[u®HO- Panee neMT-HO
NAIMEHTOB HO II0JTy4aBII
ne MT?
Kontpons |[Inmane6o |[lnmanebo |Ilmane6o |Ilmame6o |Ilmane6o |MT MT
ADA
®onosoe |Her® ccbIIPIT  |MT MT MT Her® 3 mapasien
JeyeHue b-HbIE
CPYIIIBL:
® MOHOTEP
a-nus
Toda-
IUTUHUO
oM;
e To(harm-
TUHHO +
MT;
e AJIA +
MT.
KitoueBbie |Monotepa |Pasnuunel | AxtuBHBIN |Pentreno- [ud®HO- Monorepa Todauutu
XapakTepu |Ius e ccbIIPII |koHTponb |rpadus HO -, HUO B
CTUKH (AA) aKTHUBHBIN |[KOMOWHAIU
npenapar M ¢ MT u
cpaBHEHHUS [0€3 MT
(MT), [0 CpaBHEH
pentreHo- i ¢ AJlA|
rpagpus B KOM-
OMHAIIN
c MT
Komnuects|610 792 717 797 399 956 1146
0
MOJTy4YaBLI
ux
JedeHue
NAIMEHTOB
O06mas 6 mecsaneB |1 rox 1 rox 2 roma 6 MecsmeB |2 roma 1 rox
IPOJOIKH
TEIbHOCTh
uc-
CJIEIOBaHU
S
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) Hcc |o Hcc |e Hcc | Hcc |o Hee-To = e [ F e e Y Y Hcea

Jeno- Jaeao- Jaeao- Jeno- Jaeao- Jeno- Jeno- en0-

BaHHUsI Banue Il |Banue Il |Banme IIl |Banue IV |Banme V |Banme VI Banme VII
o (OR |e (OR |e (OR |e (OR |e (OR |e (OR o (OR
AL AL AL AL AL AL AL
. Solo |e Sync |e Stan |e Scan |e Step |e Starte Strat
) ) dard) ) ) ) egy)

CocrtaBubl |Mecsan 3: |Mecsam 6:  |Mecs 6: [Mecsiip 6: |Mecs 3: |Mecsn 6: Mecs 6:

e ACR20 ACR20 ACR20 ACR20 ACR20 mTSS IACR50

nepsuunsl |[HAQ-DI  |DAS28-4 |DAS28-4 |\mTSS HAQ-DI |[ACR70

e DAS28-4 [(COD)<2 |(COD)<2, DAS28-4 |DAS28-4

koHeuHsle |(COD) <2 |,6 6 (COD)<2 |(COD)<2,

TOYKH ,6 Mecsan 3: |Mecsn 3: |,6 6

OILICHKH HAQ-DI |HAQ-DI |Mecsm 3:

s dexTus- HAQ-DI

HOCTH"

Bpewms Mecsan 3 Mecsn 6 (nmanuenToB, nonyvyaBmuxMecsan 3 |HIT HII

00s13a- mianefo, ¢ yIydlIEHHEM  TI0

TEJIHLHOT'O KOJIMYECTBY OTEKIIIHNX|

nepexoja 1 OOJIG3HCHHBIX TMPU  TaJbIAIUU

¢ mane6o cyctaBoB < 20 %, nepeBoauiau HA

Ha To(dauu Tepanuo TohaUTHHHOOM B

-TUHHO B Mecsi 3)

J103e 5 unu

10 Mr nBa

paza

B CYTKHU

8 <3 103 exxeHenenpHo (MaueHTHl, paHee He nmoiaydaBmue MT).

® Paspemanock npuMeHEHKE TPOTHBOMAISAPHIHBIX CPEJICTB.

® Mlcnonb30BaIUCh CIEAYIOIINE COCTaBHBIE NEPBUYHbBIE KOHEUHbIE TOUKHU: CPEIHEE U3MEHEHUE
6amuta no mkane mTSS OT UCXOTHOTO YPOBHS; MPOLIEHT nanueHToB ¢ orBetamMu ACR20 uiu
ACR70, cpennee m3meHnenue Oamwia mo ompocHuky HAQ-DI or mcxomHoro ypoBHS; OIS
NaIMeHToB ¢ olieHko# 1o mkaine DAS28-4(COD) < 2,6 6anna (pemuccusi).

mTSS — 6Gamn no moaudunmpoBanHoi mkane Ilapma (modified Total Sharp Score);
ACR20(70) — yayumenne >20% (=>70%) mo xkpurepusiMm AMEPUKAHCKOW KOJUIETUU
peBmaronoroB; DAS28 — moka3atens aktuBHOCTH 3aboneBanus (Disease Activity Score),
ompenensieMblii myrem oneHku 28 cycraBoB; COD — CKOpOCTb OCENaHMsI 3SPUTPOILUTOB;
HAQ-DI— omnpocHuk mjis OIEHKHA COCTOSHUSA 3I0pOBbS C ONpEIEICHHEM HHJICKCa
uaBanuaHoctu (Health Assessment Questionnaire Disability Index); BIIPII — G6a3ucHbrit
npotuBopeBMmarnueckuii mpenapar; HO — neanexkBaTtHbiid oTBeT; ccBIIPIl — cranmmapTHbrit
cunretnueckuit  BIIPII; u®HO — wunruburop ¢akropa Hekpo3a omyxonu; HIT—
HenpuMmeHuMo; AJIA — aganumymad; MT — MeroTpekcar.

Knunuueckuit omeem

Omeem no kpumepusim ACR

[IpolieHTHBIE MONMM MALMEHTOB, MOMYYaBIIMX TO(MAMUTHHHO, Yy KOTOPBIX OBLIU JOCTUTHYTHI
otBeTl ACR20, ACR50 u ACR70 B ucciienoBanusx ORAL Solo, ORAL Sync, ORAL Standard,
ORAL Scan, ORAL Step, ORAL Start 1 ORAL Strategy, ykazansl B Tabuuue 11. Bo Bcex
WCCJICOBAHUX Y MAIIMEHTOB, MOJy4YaBIMUX TOGanuTHHUO B A03e S miu 10 Mr 1Ba pas3a B CyTKH,
HaOJII0IAINCh CTATUCTUYCCKHU 3HAYUMEBIE 3HaueHHs 4yacToThl 0TBeToB ACR20, ACR50 u ACR70
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COOQTBETCTEYET 2KI
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B MecsIl 3 1 MecAll 6 B CpaBHEHHUH C MAllMEHTaNHU, HOHMUHHMEJ%I}'% Eﬁdﬂﬁgﬁﬁﬂ C

CNEPTHOMY OTUETY

nanuentamu, noixydaBmmumu MT, B uccinenoBannn ORAL Start).

B xone uccnenoBanuss ORAL Strategy otBer B rpymnmne TodauuTuHiOa 5 Mr 1Ba pa3a B CyTKU
B KoMOuHammu ¢ MT Obul YHMCIEHHO CXOXXHUM C OTBETOM B rpymme aganumymatda 40 mr B
koMOuHaumu ¢ MT, 1 06a oHU OBUTM YMCIIEHHO BBILIE, YEM OTBET B Irpymme TopanuTuHuba 5 Mr
JIBa pa3a B CYTKH.

O ekt nedeHus y naueHToB ObLT CXOIHBIM BHE 3aBUCUMOCTHU OT CTaTyca M0 PeBMAaTOUIHOMY
¢dakTopy, BO3pacTa, IOja, PacOBOM MNPUHAMIEKHOCTH WM TeueHUs 3aboneBanus. Bpems
710 BO3HUKHOBEHUS 0TBeTa ObIJI0 KOpoTKUM (B HccaenoBanuiax ORAL Solo, ORAL Sync u ORAL
Step oTBeT MOSBIAICS YK€ Ha Henene 2), U CTENeHb BBIPAXKEHHOCTH OTBETa MpOAOIIKajia
HOBBINIATECS BO Bpems JiedeHus. Kak u oOmuit orBer mo kpurepusM ACR y manueHTos,
noJiyyaBux ToauutuHuo B 103e S5 win 10 Mr 1Ba paza B CYTKH, KaXKIblii KOMIIOHEHT OTBETOB
no kpurepusiMm ACR HenpeppIBHO yaydliajcs IO CPaBHEHUIO C MCXOIHBIM YPOBHEM, BKIIIOUAS:
KOJIMYECTBO OOJIE3HEHHBIX MPHU MaJbHNAlMM U OTEYHBIX CYCTAaBOB, O0Ias OLIEHKa COCTOSHUS
BpauoOM M NAIMEHTOM, IOKa3aTeld WHAEKCa MHBAJIMIHOCTH, OLIEHKAa BBIPAKEHHOCTH OONU U
ypoBeHb CPb, B cpaBHEHHM C manMeHTaMu, MOJyYaBIIMMH Tutarie6o B komOuHarmu ¢ MT wim
npyrue BITPII Bo Bcex uccnenoBaHusIX.

Tadoauna 11. Jlosss nanuenToB ¢ orBeToM o kpurepusim ACR (%)

ORAL Solo: nanueHTsI ¢ HeageKBaTHLIM oTBeToM HAa BITPII

MonoTepanus
MonoTepanus
ToanuTHHIOOM B
Koneuna IInanedo To(auuTHHNOOM B 103€
Bpems _ no3e 10 mr nBa pasa B
A TOYKA N=122 S mMr aBa pa3a B CyTKH
N =241 oy
N =243
Mecar 3 | 26 60*** 65***
ACR20 Mecsn 6 | HII 69 71
Mecarr 3 | 12 3 HE* 37 HE*
ACRS0 Mecsr 6 | HIT 42 47
Mecanr 3 | 6 15%* 20***
ACRT70 Mecsanr 6 | HIT 22 29

ORAL Sync: nanueHT

bl ¢ HeaJAeKBATHBLIM oTBeTOM Ha BITPII

TopaunTnau® B n03e

TodpaunTnaud B n03e

ILraneGo + S mr aBa pasa B cytku | 10 Mr a8 B
Koneuna BITPII ABa p cy ABa  pasa
aTouxa | DPEMA B KOMOMHAIIMH C | CyITKH B KOMOMHAIMH
N =158 BITPII ¢ BIIPII
N =312 N =315
Mecsair 3 | 27 §G*** 63 %%k
Mecsan 6 | 31 53k k% 57
ACR20 Mecsmr 1 | HIT 51 56
2
Mecsan 3 |9 D7k 33kokok
Mecsaii 6 | 13 34k ** 36kHk
ACRS0 Mecsarr 1 | HIT 33 42
2
Mecar 3 | 2 gk 1 4% %%
Mecan 6 | 3 13%% 16%%*
ACRT0 Mecsn 1 | HIT 19 25
2
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ORAL Standard: maumeHTsI ¢ HEAAeKBATH

biv oTBeTOM HaMT- =T BT TR R

Koneuna TopannTnaNnod ABa | Aganumymad 40 mr
f1 TOYKA Bpews Mxane6o pa3a B cyTku + MT 1p./2 nen. + MT
Smr 10 mr
N =105 N =198 N =197 N =199
Mecs 3 26 59k 3k * 57k SE***
ACR20 Mecsn 6 | 28 5] kkk 5] %%k 46%*
g/lec;lu 1 | HII 43 49 48
Mecsmi3 | 7 33 kkk D7 %%k Y4k
skeksk sksksk ksk
ACRS50 ﬁec’m ? 11{211 36 34 27
A 36 36 33
Mecsann 3 | 2 12%* [ 5% 9%
skesksk sksksk %
ACR70 ﬁec’m ? 12{ . 19 21 9
A 22 23 17
ORAL Scan: naumeHnTsl ¢ HeaJeKBaTHbIM 0TBeTOM Ha MT
Il 1amedo + Topaunrunud s nose TodauuTunu® B g03€
Koneuna MT S MI 1Ba pasa B CyTKH 10 Mmr naBa pa3a B
Bpems +MT
A1 TOYKA cyrku + MT
N =156 N =316 N =309
Mecsan 3 | 27 55k 66* **
Mecsair 6 | 25 5k ** 6% Hk
ACR20 g/lec;lu 1 | HII 47 s
Z/Iec;m 2 | HII 40 50
Mecair 3 | 8 DR*k* 3GkkE
Mecau 6 | 8 3%k 4455
ACR50 12\/Iecsm 1 | HIT 1 39
I;/[eCSIH 2 | HII )8 40
Mecsan 3 | 3 10%* 1 7%%%
Mecarr 6 | 1 14%** 3k
ACR70 12\/Iecsm 1 | HIT 18 7
I;/[eCSIH 2 | HII 17 26
ORAL Step: nanueHTHI ¢ HeaJleKBATHBIM 0TBeTOM Ha MHrHOuTOpsl PHO
Iaame6o + Topauutunué B n03e | TopauuTunud B 103€
KoHeuHa MT B Swmr nBa pa3a B cytku | 10 Mr gBa pasa B
Bpems +MT CYTKH
sl TOYKA M
N=132
N=133 N=134
Mecar 3 | 24 41* 4 Q%%
ACR20 Mecsan 6 | HII 51 54
Mecsan 3 |8 DG*** Y Qekskik
ACRS0 Mecsan 6 | HIT 37 30
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o (HTOCHEQOERTEEHOCTE 0006)
ACR70 | Meesu3 |2 14 16+
Mecsau 6 | HIT 16 16
ORAL Start: nauueHTbl, panee He nojay4aBimue MT
MT MonoTepanus TodauuTunu® B g03€
10 Mmr naBa pa3a B
Koneuna ToauMTHHUOOM B 103€
Bpems CYTKH
sl TOYKA 5 mr aBa pa3a B CyTKH MOHOTEpANHS
N=184 N=370 N = 394
Mecsin 3 | 52 69 H** TTHEE
Mecarr 6 | 51 A Sk T5EE*E
acr2o | Yt sy 67%* 71xen
Z/IGCHH 2 42 63 %% * G4% % *
Mecar 3 | 20 4Q*** 4O***
Mecsin 6 | 27 4oH* S6***®
ACR50 yec’m Y 49%% 55k
Z/IGCHH 2 28 A8 ** 49 %%
Mecsanr 3 | 5 20%** 26***
Mecarr 6 | 12 Q5%** 37 HE*
ACR70 g/lec"“ Flys 28%* 3k
2/[605[112 15 RYELEY 37k
ORAL Strategy: nauueHTbl ¢ HeaJeKBATHLIM 0TBeTOM Ha MT
Topauutunné TopaumTnu® B [103€ Ananumyma6 + MT
B J103¢ Swmr|Swmr aBa pa3a B CyTKH
Koneunas
Bpems asBa pasa B+MT
TOYKA cyTKH
N = 384 N =376 N =386
Mecsnn 3 | 62,50 70,48t 69,17
Mecsnn 6 | 62,84 73,14+ 70,98
ACR20 Mecsan 1 | 61,72 70,21+ 67,62
2
Mecsan 3 | 31,51 40,964 37,31
Mecsir 6 | 38,28 46,01 43,78
ACRS0 Mecsan 1 | 39,31 47,61+ 45,85
2
Mecsaun 3 | 13,54 19,41+ 14,51
Mecsair 6 | 18,23 25,004 20,73
ACR70 Mecsan 1 | 21,09 28,99+ 25,91
2
*p < 0,05.
% 1 < 0,001.

*** p <0,0001 B cpaBaeHnu ¢ Tiane6o (B cpaBaennu ¢ MT mist uccnenoBanust ORAL Start).

+p < 0,05 — rodarmtiand 5 mr + MT B cpaBHeHnH ¢ TodaunTuHUOOM 5 Mr s uccinenoanus ORAL Strategy
(HOMHHAJIBHBIE P-3HaYCHHUS 0€3 MOMPAaBKH 110 METOY MHOXXECTBEHHBIX CPaBHEHHH).

1 p./2 Hen. — oxauH pa3 B ABe Heledn; N — KOJNWYECTBO BKIIOYEHHBIX B aHainu3 nanuentos; ACR20/50/70 —
YIydIIeHne MO0 KPUTEepHIM AMEPHUKAHCKOW KOJJIernu peBMatonoroB > 20, 50, 70 %; HII — HenmpumeHnMo;
MT — meToTpekcar.
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COOTBETCTBY OTYET
— - I:l-— 1 :. .1—:;: n ——— p— - -
Omeem no wixane DAS28-4 (COJ) (MOCNEOOBATENEHOCTS 0006)

B uccnenoBanusix ¢asel 3 cpeaHuil mokaszarenb akTuBHOCTH 3aboneBanus (DAS28-4[CO3))
y MallUeHTOB Ha HayalbHOM »JTame coctaBun 6,1-6,7 6anna. B wmecsne 3 y manueHToB,
norydaBIiux ToganutuHuO B g03¢ 5 u 10 Mr nBa pasa B CyTKH, HaOJIIOJAI0Ch CYIIECTBEHHOE
cHmkenue nokazatens DAS28-4(CO3) oTHOCUTEIHHO UCXOAHOTO YPOBHS (CpeliHee YIyUIICHHE)
Ha 1,8-2,0 u 1,9-2,2 6anna COOTBETCTBEHHO IO CPAaBHEHHUIO C MAIMEHTAMH, IMOJTYYaBITUMU
wiane6o (0,7-1,1). ong maumeHTOB, AOCTUIIIMX KIMHUYECKOW PEMHUCCHUHM IO IOKA3aTellio
DAS28 (DAS28-4(C0O2) <2,6) B uccnenoBanusax ORAL Step, ORAL Sync u ORAL Standard,
yka3aHa B Tabmuue 12.

Ta6auna 12. KosmnyecTBO NanMeHTOB, Y KOTOPbIX B MecAlbl 3 M 6 ObLIa JOCTHTHYTa
pemMuccusi, onpeneasieMasi kak 6aan DAS28-4(C0OJ) < 2,6 (%)

| Bpemennas Touxa IN %

ORAL Step: nanueHTHI ¢ HeaJeKBATHBIM 0TBeTOM Ha MHTHOUTOpHI DHO

Todauutuaubd B no3e 5 mr nea pasza Bl Mecsn 3 133 6

cyTku + MT

Todauutunu6 B go3e 10 mr aBa paza Bl Mecsi 3 134 8 *

cyTku + MT

ITmane6o + MT Mecsn 3 132 2
ORAL Sync: naniueHTsl ¢ HeagekBaTHbIM 0TBeTOM Ha BITPII

Todauutuau® B mo3e 5 Mr aBa pasza Bl Mecsi 6 312 8 *

CYTKH

Todanutnaubd B mo3e 10 mr aBa pasza B| Mecs 6 315 [ 1%

CYTKH

IInanebo Mecsr 6 158 3
ORAL Standard: manueHThI ¢ HeageKBaTHbBIM 0TBeTOM Ha MT

Todauutuau® B mo3e 5 Mr aBa pasza Bl Mecsil 6 198 6*

cyTku + MT

Todauutunud B go3e 10 mr aBa pasa Bl Mecsi 6 197 |8 Rakaka

cyTku + MT

Anamumymad 40 mr n/k 1 p./2 ven. H Mecsn 6 199 6*

MTT

IInanedo + MT Mecsi 6 105 1

*p <0,05. *** p<0,0001 B cpaBHeHuu ¢ miane6o. [1/xk — momkoxHo; 1 p./2 HeA. — OonuH pa3 B aBe HeAean; N —
KOJIMYECTBO BKJIIOUEHHBIX B aHaiHM3 HanueHToB; DAS28 — mokasaress akTHUBHOCTH 3a00JI€BaHUS, OIpeeieMbIit
myTeM oleHKH 28 cyctaBoB; COD — CKOPOCTb OCENaHHs IPUTPOLIUTOB.

Penmeenonocuueckoe noomeepoicoenue omseema

B uccnenoBanusx ORAL Scan u ORAL Start caepxuBaHie NpOrpecCUpOBaHUS CTPYKTYPHBIX
HOpa)KEHUI CYCTaBOB OLIEHUMBAIM 10 PEHTTEHOJOIMYECKUM JIaHHBIM U BBIpaXXKalH KakK CpelHee
W3MEHEHHUE OTHOCHUTEJIbHO HCXOJHOTO YpoBHs Oamna mo mkane mTSS u ee KOMIOHEHTaM,

OaITbHOM OIEHKU SPO3HH U OaTUIBbHOM OIeHKH cy>keHus cyctaBHoi mienu (CCIL) B mecaib! 6 u
12.

B uccnenoanun ORAL Scan nmpumenenue Ttodanuruauba B go3e 10 Mr 1Ba pasa B CyTKH C
¢onoBoii Tepanueir MT B 3HaUMTENBHO OOJIBIIEH CTENEHU CAEPKUBAIO IMPOrPECCHPOBAHUE
CTPYKTYpPHBIX MOBPEXJEHUN MO CpaBHEHHUIO ¢ mianebo B komOuHanmuu ¢ MT npu onenke B
mecsiubl 6 u 12. [Ipu pexumMe 103UpoBaHus 5 MI' /IBa pa3a B CyTKU TO(PALUTHHUO B KOMOWHAIIMU
¢ MT oxa3bIBaJl CXOIHOE BIUSHHE HA CPEJHEE IMPOTrPECCUPOBAHME CTPYKTYPHBIX NOPAKEHUMN
(cratucTHUeckd He 3HauuMmoe). Pesynbrartel aHanuza OayibHOM oueHku spo3un u CCIJ
COOTBETCTBOBAJIN OOLIUM pPE3yIbTaTaM.
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B rpynne mane6o B kom6unanuu ¢ MT y 78 % naunei{qcl;llsﬁﬁl%%ﬁé{ﬁﬁ@ﬂ%&%l@cggggdHﬂﬂ

3a00JIeBaHUS 10 JAHHBIM PEHTI€HOJIOTMYECKOr0 HCCeOBaHUS (M3MEHEHUs Oajuia Mo IIKaie
mTSS na 0,5 unu MeHee) mpu omeHKEe B MecsIl 6 o cpaBHeHUIO ¢ 89 % u 87 % manueHToB,
nojiyyaBmux TogauuTuHUO B o3¢ 5 miam 10 Mr gBa pasza B cytku (B komOuHanuu ¢ MT)

COOTBETCTBCHHO (062[ pe3yiibTata 6LIJ'II/I 3HAYMMBbIMHU B CpPABHCHHU C KOM6PIH8.I.IPIGI>1 nnaue6o )5
MT).

B uccnenosanuu ORAL Start MoHoTepanus ToparuTUHUOOM B 3HAUUTENBHO OOJIbLICH CTENEeHU
CAepKHUBaJIa IPOrPECCUPOBAHUE CTPYKTYPHBIX MOBPEKIAEHUIN B cpaBHeHMH ¢ MT mpu ouenke
B Mecsl 6 u mecsn 12, kak mokazaHo B Tabnuie 13. 3ToT 3pdexT Takxke COXpaHscs K Mecsiry 24.
PesynbraTsl ananu3oB O6amibHON oueHku 3po3un 1 CCILL cooTBeTCTBOBAIN OOLINM pe3ybTaTaM.
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B rpynne MT y 70 % mnauueHTOB HE OT eqanocﬂ:n%%mg&%%&wggokﬁ%ﬂ% 110

pe3ysbTaTaM peHTI€HOJIOTMYECKOTr0 UCCIIEIOBaHMsI IPU OLIEHKE B Mecs1 6 1o cpaBHEHHIO € 83 %
u 90 % mnanueHToB, moiy4aBmuX TodauuTMHUO B jo3e 5 miam 10 Mr gBa pasa B CyTKH

cootBeTcTBeHHO. O0a pe3ynbrara ObUIH 3HAYMMBIME B cpaBHeHUU ¢ MT.

Taoauua 13. Penrrenojiornuyeckue u3MeHeHUS B MecsalbI 6 1 12

ORAL Scan: naniueHTsbl ¢ HeajeKBaTHbIM 0TBeToM HAa MT
IInane6o | TopaumTunu | Topamurunn | Topanurunn | TopanuTnaN
+MT 6 Smr gBa |0 0 0
N=139 pa3a 5 mr nBa pasza | 10 mr aBa | 10 mr aBa
Cpennee | Bcyrku + MT | B cyrkun + MT | paza pa3a
3Havyenue | N =277 Cpennss B cyTku + MT | B cyrku + MT
(CO)? Cpennee pa3Huua B | N=290 Cpennss
3HaYeHHue cpaBHennun c¢ | Cpennee pa3Huna B
(CO)? naanedo® 3HAYeHHe CpaBHEHMH
(IN) (CO)? ¢ miane6o®
(AN
mTSS®
HUcxoaunl
it ypoBenb | 33 (42) 31 (48) — 37 (54) —
Mecsn 6 0,5 (2,0) 0,1(1,7) -0,3 (-0,7; 0,0) | 0,1 (2,0) —0,4 (-0,8; 0,0)
Mecsip 12 | 1,0 (3,9) 0,3 (3,0) -0,6 (-1,3; 0,0) | 0,1 (2,9) -0,9 (-L,5;
0,2)
ORAL Start: nanueHTsl, panee He noay4yasmue MT
MT TopauuTunu | TopauuTnnun | Topanuruau | TopauuTunm
N=168 ] ] 0 ]
Cpeanee |5 wmr aBa pa3a | Swmr aBa paza | 10 mr asa | 10 mr aBa
3Ha4YeHHe | B CYTKH B CYTKH pa3a B CYTKH | pa3a B CyTKH
(CO)* N =344 Cpennss N =368 Cpennss
Cpennee pa3Huna Cpennee pa3Huna B
3HaYeHHe B CPABHEHUM | 3HAUYEHME CpaBHEHHH
(CO)* ¢ MT" (JIN) (CO)* ¢ MT" (JIN)
mTSS®
Hcxonubl
it yposensb | 16 (29) 20 (41) — 19 (39) —
Mecsn 6 0,9 (2,7) 0,2 (2,3) -0,7 (-1,0; 0,0 (1,2) -0,8 (-1,2;
Mecsn 12 | 1,3 (3,7) 0,4 (3,0) 0,3) 0,0 (1,5) 0,4)
-0,9 (-1,4; -1,3 (-L,8;
0,4) 0,8)

2CO — craHAapTHOE OTKJIOHEHHE.
 PasHuua MeXay CpeIHMMH 3HAuCHHAMH Jis TopauuTHHUOA M IUianebo, PacCUUTAHHBIMU II0 METOLY
HAaUMEHBIIHMX KBaaApaToB (95%-ubrit I — 95%-Hblii JOBEPUTEIBbHBIN HHTEPBA).
® JlaHHBIE 32 MecsIBI 6 U 12 IpeacTaBisIoT co00i cpeHee H3MEHEHHE OTHOCUTENBHO HCXOIHOTO YPOBHS.

" Pa3HuIa MeX1y CpeAHUMH 3HaYeHUSAMH U1 TodaunTruHHOa 1 MT, paccunTaHHBIMU 0 METOAY HaMMEHBIINX
kBanpatoB (95%-ubtit IV — 95%-Hblil nOBepUTENBHBIN HHTEPBAN).

Omeem co cmopoHbl YHKYUOHATILHO20 CMAMycd U pe3yibmamol, CEiA3aAHHble C COCMOSHUEM
300p08bs

bruto nmokazaHo, 4to ToQanUTUHUO B BUAE MOHOTEpanuu Wi B koMOuHaimu ¢ MT ymyuman
(GyHKIIMOHAIBHOE COCTOSIHHE, u3MepsieMoe C¢ momoiisio omnpocHuka HAQ-DI. ¥V manmenros,
nory4aBiux ToaruTuHuo B 103ax S winn 10 Mr aBa pasza B CyTKH, ObLIO MPOJIEMOHCTPUPOBAHO
CYILIECTBEHHOE YyIydllleHHEe (PYHKIIMOHAIBHOTO COCTOSHUS OTHOCHTEIBHO HCXOJHOTO YPOBHS
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10 CPAaBHCHUIO C rmaue6o B MCCAIIC 3 (I/ICCJ'IC,ZLOE AHM A OR@E-SA%EAI@VEH'@{%QE&M

u ORAL Step) u Mecsne 6 (uccnenoBanuss ORAL Sync m ORAL Standard). B uccnenoBanusix
ORAL Solo u ORAL Sync y manueHnToB, noiy4aBmux ToGamuTuHuo B 1o3ax 5 uau 10 mr asa
pa3a B CyTKH, HaOJIOAAJIOCh CYIMIECTBEHHO OoJiee BBIPAKEHHOE YyiydlieHHe (PYHKIIMOHAIBHOTO
cTaTyca IO CPABHEHUIO C MAIlMeHTaMH, IMOJIy4yaBIIMMHU IUTalebo, HayMHas YK€ C Hexenu 2.
Nsmenenns unaexkca HAQ-DI ot ucxonnoro yposus B uccinegopanusix ORAL Standard, ORAL
Step 1 ORAL Sync npencrasnens! B Tabnune 14.

Ta6auna 14. Cpennee nmsmenenne mHaekca HAQ-DI oTHOCHTEIBHO HMCXOJHOIO YPOBHS,
paccuutannoe no MHK, B mecsiig 3

Inaneoo + MT TodpauuTunuod TopauuTunnd Anaaumyma0
Smr naBapasa B|10mMr gaBapasa B[40 mr1 p./2 Hen.
CYTKH CYTKH +MT
+ MT + MT
ORAL Standard: nanueHTHI ¢ HeageKBaTHLIM 0TBeTOM HAa MT
N=96 N =185 N =183 N =188
—0,24 —(0,54*** —0,6]1*** —0,50%**

ORAL Step: manmueHTHI ¢ HeaJeKBATHHIM OTBETOM HAa HMHIHOHUTOPBI
®HO

N=118 N=117 N=125§ HII
—0,18 —(0,43%%* —0,46%*** HIT
ILnane6o + BITPII TopaunTnHuo TopauuTnHNO

Smr naBa pasa B|{10mMr aBapasa B

cyrku + BITPIT CYTKH

+ BIIPII

ORAL Sync: naniueHTsl ¢ HeagekBaTHbIM 0TBeTOM Ha BITPII
N =147 N =292 N =292 HII
-0,21 —0,46%*** —0,56%*** HIT
" p<0,0001, TodaruTuHN6 B cpaBHeHHH ¢ miane6o + MT; MHK — MeTos HauMeHbIIMX KBaapaToB; N —
KOJIMYECTBO  MalueHToB; | p./2Hen.— omuH pa3 B 7aBe  Hedenw; HII— — HenmpUMEHHMO;

HAQ-DI — onpocHUK AJIsi OIIEHKH COCTOSIHUS 3I0POBbS C OTIpeIeNieHUEM HHIEKCa WHBAIUIHOCTH.

OneHka CBSI3aHHOTO CO 3/I0pOBbEM KauecTBa >KM3HM IMALMEHTOB MPOBOAMIACH C MOMOUIBIO
Kpatkoro onpocHuka O1eHKH 0011ero coctostuus 310poBbs (SF-36). Y naiueHToB, NOJy4aBIIuX
tohauuTuan®O B Ao3e 5 wmim 10 Mr nmBa pasa B CYTKH, OTMEUajoCh CYIIECTBEHHO Ooiee
BBIPR)KEHHOE YIIYYIIEHHE OTHOCUTEIbHO UCXOJHOIO YPOBHS IO CPABHEHUIO ¢ IIanedo Mo BceM
8 pa3zenamM ONpPOCHUKA, a TakXke [0 CyMMapHOMY Oamly (QU3NYecKOro KOMIIOHEHTa U
CyMMapHOMY Oaily NCHXMYECKOro KOMIIOHeHTa B Mecsie 3 B uccienoBanuix ORAL Solo,
ORAL Scan u ORAL Step. B uccnenosanuu ORAL Scan cpennee ynydiienue no onpocHuky SF-
36 y manueHToB, MoIy4aBUIMX TOGAUTUHUO, COXpaHsIoch 10 12 Mecsies.

VYiydiieHue nokasatessi HOBBIIIEHHON YTOMIISIEMOCTH OLEHUBAIH 1O mKaie «DyHKIMOHATIbHAS
OLICHKa Tepanuu XpOHHYECKHX 3aboseBaHuil: moBbimieHHas yromisemoctb» (FACIT-F) B
Mmecsie 3 BO BceX HccliefioBaHUsAX. Bo Bcex 5 mccienoBaHMAX y MAIMEHTOB, MOMYYarolIUX
todauuTuHuO B m03ax 5 wunu 10 Mr nBa paza B CyTKH, HaOMIOAIHCH OoJiee OIarompusTHBIC
pe3ysbTaThl B OTHOILIEHUH MOBBIIIEHHOM YTOMIIIEMOCTH IO CPAaBHEHHUIO C MCXOIHBIM YPOBHEM,
yeM npu npueme 1iane6o. B uccnenoranusax ORAL Standard u ORAL Scan cpennee ynmydiienue
o onpocHUKy FACIT-F y manueHTos, nmosy4aBmux TohauTHHUO, COXpaHsuIoch 10 12 MecsIies.

OneHka yinydiieHus: CHa IPOBOAMIIACH € TOMOIIBIO KpaTkuX wmkan «MHaekc Hapymenuil cHa [
II» onpocuuka «MccneqoBanne MEAUIIMHCKUX pe3yabTaToB 11 cHay (MOS-Sleep) B mecsiie 3 Bo
BCEX MCCIIEOBAHUAX. Y MalMEHTOB, MOIy4YaBIINUX TOGauuTuHUO B 10o3ax 5 wnu 10 Mr 1Ba pa3a B
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00 OB A HOCTH Q008
CYTKH, HAabJIIOAI0Ch CYIIECTBEHHO Gojee BHIPAKEHHOS QHWMH@OTL%%J’UJHE 'fdclxélﬂﬁoro

YPOBHSI 110 CPAaBHEHHUIO ¢ MAIMEHTAaMH, MOTy4YaBIIUMU Tutanebo, B uccuenoBanusax ORAL Sync,
ORAL Standard u ORAL Scan. B uccnenoBanusix ORAL Standard u ORAL Scan cpennee
VIY4IICHHE 10 O0EMM IIKaJlaM y TAI[UEHTOB, MOJIY4YaBIIUX TOQAIMTUHUO, COXPAHSIOCH 0
12 mecsanes.

1Ipo oM KNTENbHOCTh KIMHUYECKOIO OTBETA

[IponomkutenbHOCTh 3¢ dekTa JeueHus OlleHUBANIach Ha OCHOBAHUHU 4acTOThl 0TBeTOB ACR20),
ACRS50, ACR70 B uccnenoBaHusIX JJIMTEIBHOCTBIO 10 ABYX JIeT. MI3MeHeHus cpeiHuX 3HaueHun
O6amna mo ompocuuky HAQ-DI u mngexca DAS28-4(COD) coxpaHsiuch B 00€MX Tpymmax
JedeHus ToPauTHHUIOOM 1O OKOHYAHUS UCCIIEOBaHUM.

Taxxe npeacTaBisAIOTCS AOKA3aTENbCTBA COXpaHEeHUs 3PPEKTUBHOCTH JeueHuUs: TOPauuTHHUOOM
B TEYEHUE IEepHoJa A0 5JIET Ha OCHOBAHWU [AHHBIX, IOJYYEHHBIX B PaHAOMU3HPOBAHHOM
HOCTPErHCTPALlMOHHOM HCClieloBaHUM Oe3omacHOCTH y maiueHtoB ¢ PA B Bospacte 50 ner u
CTaplIlle, UIMEBIIUX HE MEHEE OJIHOrO JOIMOJHUTEIBHOIo (haKTopa pUCKa CepAEUHO-COCYTUCTHIX
3a00J1€BaHMH, a TAKXKE B 3aBEPIICHHOM OTKPBITOM JI0JIFOCPOYHOM HCCIIEAOBAHUU MOCIIETYIOLIETO
HaOJII0I€HUS IIUTENBHOCTBIO J10 8 JIET.

JlaHHBIE O JIOJTOCPOYHOU KOHTPOJIUPYEMOUN 0E€30IIaCHOCTH

UccnenoBanne ORAL Surveillance (A3921133) mpeacraBnsiio coboii Gonbmioe (N =4362)
MOCTPETHCTPAIMOHHOE PAaHIOMU3UPOBAHHOE HCCIICJIOBAHUE C AaKTHBHBIM KOHTPOJEM TIO
HAOIIO/IEHUIO 32 OE30MACHOCTHIO MAIMEHTOB C PEBMATOUAHBIM apTPUTOM B BospacTe S50 leT u
CTapIie, IMCIOIIMX KaKk MUHUMYM OJIHH JTOTIOJTHUTEIBHBIA (PaKTOp PHCKA CEPICTHO-COCYIUCTHIX
3a0oneBannii  (aktopel pucka CC3: KypuwiblIMK CHrapeT B HACTOSIIEE BpPEMS;
JTUATHOCTHPOBAaHHAS apTepualbHas THICPTCH3US; CaXapHbId JIUa0eT; TpPekKICBpPEMEHHAs
uinieMuyeckass OOJIe3Hb Cep/lla B CEMEHHOM aHaMHe3e; HIIeMudeckas Oolie3Hb cepila B
aHaMHe3e, BKJIIOYas HaJWMYUe B aHAMHE3€ TPOIEIYPhl PEBACKYJSPU3ALNNHN, a0PTOKOPOHAPHOTO
IIYHTUPOBaHUs, HHGAPKTa MHOKap/a, OCTAHOBKH CEp/Ia, HECTAOMIbHON CTEHOKAPIUH, OCTPOTO
KOPOHAPHOTO CHHAPOMA; a TaK)K€ HAJIMYME BHECYCTABHBIX 3a00J€BaHM, CBSI3aHHBIX C PA,
HampuMmep y3enkoB, cuHapoma lllerpena, aHeMuM XpOHWYECKUX 3a00JIEBaHUM, JIETOYHBIX
nposiBnieHuit). Y 6onpinHcTBa (O0osee 90 %) manueHToB, NOdy4yaBIINX TO(GALUTUHUO, KOTOPBIE
OBUIM KYpHJIBLIIUKAMU B HACTOSIIEEe BpeMs WM B IPOILIOM, CTaX KYpPEHHsI COCTaBIIsa Oolee
10 ner ¢ memmanoit 35,0 m 39,0 roma KypeHHs COOTBETCTBEHHO. llarmeHTH MOKHBI ObUIH
MOJIy4aTh CTAOWIBHYIO 03y METOTpeKcaTa mepe]] HauyaluoM HCCIEA0BaHUS; KOPPEKIUS J03bI BO
BpEMs UCCIICIOBAHMSI pa3perianach.

bruta npoBesieHa paHzoMu3alys NAMEHTOB B TPYIIBI OTKPHITOTO NMPUMEHEHHs TohauTHHIOA
10 Mr aBa pasa B cyTkH, TodanuTuHNOa 5 Mr ABa pa3a B cyTku uiau uHruouropa ®HO (1mbo
staneprenta 50 Mr oguH pa3 B Hezemo, b0 aganumymabda 40 Mr OIMH pa3 B JIBE HEACIH) B
cootHowmeHuu 1 : 1 : 1. CocraBHbIE IEPBUYHBIE KOHEUHBIE TOUKH BKJIIOYAKOT IOATBEPKICHHBIC
CIIy4au 3JI0Ka4eCTBEHHbIX HOBOooOpazoBanuil (kpome HMPK) u noarBepkaeHHbIE OCHOBHBIE
HEeKeNaTeNlbHble  cepaedHo-cocynucteie  coObiTusi  (OHCCC);  coBokymHash — 4acToTa
BO3HHUKHOBEHUS M CTATUCTHUYECKasl OLICHKA KOHEUHBIX TOUEK SIBJIAIOTCS JaHHBIMU, MOJIEKAILUMU
MacKHpPOBKE KOJIOB JieueHHs. B 1aHHOM HcCiieJOBaHUY TUIAH 3aBUCEI OT HACTYIUJICHUS SIBJICHHH,
a Takke TpeOOBaJIOCh BECTU HaOmoleHHe Kak MUHUMYM 3a 1500 manueHToB B TedeHHE 3 JIET.
Tepanus TodauutTuHrOOM B 03¢ 10 Mr 1Ba paza B CyTKM B MCCJIEIOBAaHUU OblIa MPEKpaIIeHa,
a MalMEeHTOB MepeBeIN Ha MPUMEHEHHE J03bl 5 MT /IBa pa3a B CyTKH B CBSI3U C JJ0303aBUCUMbBIM
nposiienueM sisnenuit BTO. Jlns nauueHToB B rpymne jedeHus Todanutuarnoom 10 mr 1Ba pasa
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B CYTKH JIaHHbIE, COOpaHHBIE 10 U TOCIIe nepeI:Jnoqun'Jl_lﬁggdg&nﬁ';rp;)%%hgngaﬁﬁﬁﬁ;1'3 ux

[IEPBOHAYAIBHO PAaHJAOMHU3UPOBAHHOM IPYIIIE TEPAIIUU.

HccnenoBanue HE COOTBETCTBOBAJIO KPUTEPUIO HE MEHbIIEH 3PPEKTUBHOCTH AJISi EPBUYHOTO
CpaBHEHHMs] KOMOMHUPOBAHHBIX 103 TodanuTuHuOa 1 uaruouropa ®HO, mockonabKy BEpXHHUN
npenen 95%-uoro AU nns OP npeBbicui npeaBapUTENbHO YKa3aHHBIM KPUTEpUN HE MEHbIIEH
s dextuBHOCTH, paBHbIi 1,8, mist yctanHoBneHHOro OHCCC 1 BBISIBICHHBIX 3I0Ka4€CTBEHHBIX
HOBOOOpa3zoBaHui, 3a uckiaouenneM HMPK.

Hwxe npexacraBneHsl pe3ynapTaThl A HOATBEp:KAeHHOro skcreptHol oueHkoir OHCCC,
HOJTBEPKICHHBIX 3KCIIEPTHOM OLIEHKOW 3JI0Ka4eCTBEHHBIX HOBOOOPAa30BaHUH, 32 UCKIIOUEHHEM
HMPK, u npyrux BeIOOpOUYHBIX SIBICHUH.

OHCCC (sxnouas ungpapkm muokapoa) u 6eno3nas mpomobosmoonus (BT3)

VY nmauueHToB, MOJyYyaBIIUMX TO(AUUTUHUO, HAOIIOJANOCh YBEIMUYEHHE YHUCIIa HEJeTaJIbHbIX
UH(pApKTOB MHOKapJa Mo cpaBHeHUto ¢ uHruouropom P@HO. VY nanueHToB, MOTy4aBLIMX
ToaMTHHUO, HabII01aIach MOBBILIEHHAS J0303aBUCUMasl YacToTa pa3Butus siBiaeHuit BT no
CPaBHEHMIO C MalMeHTaMu, noiay4aBmimMu nHruoutropsl ®HO (cm. pasznenst 4.4 u 4.8).

Ta6auna 15. Yacrora Bo3HHKHOBeHHusi M cooTHomeHue puckoB OHCCC, undapkra
MHMOKAap/JIa M BEHO3HOH TPOM603MO0/ 11K

TopannTnaud | TopanuTuaud | Bee no3bl | UHrudurop
B 103€ Smr | Baoze 10 mr | topanuTunu6a® | ®HO
ABa pasa B |JABa pasa B (u®HO)
CYTKH CyTKH?
OHCCC®
YB (95%-ns1it /11) | 0,91 (0,67; 1,21) | 1,05 (0,78; 1,38) | 0,98 (0,79; 1,19) | 0,73 (0,52;
Ha 1,01)
100 TLJT

OP (95%-nm1it 1) | 1,24 (0,81; 1,91) | 1,43 (0,94; 2,18) | 1,33 (0,91; 1,94)
1o

CPaBHEHHIO C
n®HO

NudapkT MHOKapAA C JT1eTAJIbHbIM HCX0A0M"
YB (95%-nsr1it /11) | 0,00 (0,00; 0,07) | 0,06 (0,01; 0,18) | 0,03 (0,01; 0,09) | 0,06 (0,01;
Ha 100 I1JI 0,17)

OP (95%-us1it IN) | 0,00 (0,005 | 1,03 (0,21; 5,11) | 0,50 (0,10; 2,49)
110 CpaBHEHUIO  C | Oeck.)
n®HO
HeJjieranbHblil HHpapKT MUOKapaa®
YB (95%-ns1it 1U) | 0,37 (0,22; 0,57) | 0,33 (0,19; 0,53) | 0,35 (0,24; 0,48) | 0,16 (0,07,
Ha 100 I1JI 0,31)

OP (95%-uw1it IN) | 2,32 (1,02; 5,30) | 2,08 (0,89; 4,86) | 2,20 (1,02; 4,75)
10 CPABHEHUIO €

n®HO

BTD"

UB (95%-ns1it JIN) | 0,33 (0,19; 0,53) | 0,70 (0,49; 0,99) | 0,51 (0,38; 0,67) | 0,20 (0,10;
Ha 100 I1JI 0,37)

OP (95%-us1ii JIN) | 1,66 (0,76; 3,63) | 3,52 (1,74; 7,12) | 2,56 (1,30; 5,05)
10 CPABHEGHUIO  C
n®HO
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TOJIAT (TOCHEQOBATERBHOC TS 0006)
UB (95%-ns1it JN) | 0,17 (0,08; 0,33) | 0,50 (0,32; 0,74) | 0,33 (0,23; 0,46) | 0,06 (0,01,
Ha 100 ITJI 0,17)

OP (95%-ns1it [1N) | 2,93 (0,79; | 8,26 (2,49; | 5,53 (1,70;

o cpapHenuto ¢ | 10,83) 27,43) 18,02)

u®HO

TI'B*

UB (95%-ns1it IN) | 0,21 (0,11; 0,38) | 0,31 (0,17;0,51) | 0,26 (0,17; 0,38) | 0,14 (0,06;
Ha 100 ITJI 0,29)

OP (95%-nmw1ii 1) | 1,54 (0,60; 3,97) | 2,21 (0,90, 5,43) | 1,87 (0,81; 4,30)

10 CPAaBHEHUIO  C

u®HO

d'pymnma snedenus todamuruanOoM 10 Mr 1Ba pasza B CYTKM BKIIOYAET JAHHBIC IMAIMEHTOB, KOTOpPBIE OBUIH
nepeBeieHbl ¢ TodaruTHanOa 10 Mr 1Ba pasa B CyTKHM Ha TO(GauuTHHUO 5 MT J1Ba pa3a B CYTKH B pe3yibTaTe
MOAM(UKAINH HCCIIEIOBAHMS.

5 KoMOMHMpPOBAaHHEIH TOQAIUTHHHG 5 MI [Ba pa3a B CYTKH M ToQauuTHHHO 10 Mr 1Ba paza B CyTKH.

* Ha ocHOBaHMU SIBICHNI, BOSHUKIINX BO BpeMsl JICUeHHUS WX B TedeHne 60 aHeil mocie npeKkpamieHus Teparnu.

" Ha ocHOBaHWY SIBJIEHUH, BOZHUKIINX BO BpeMsI JICUSHHS WM B TeUeHUE 28 THEH Iociie MpeKpaIieHus TePaITiH.

CoxkparmieHus: OHCCC — OCHOBHEIE He)KeTaTeIbHbIe CepaeUYHO-COCYAUCTHIE COOBITHS;

UM — undapkt muokapaa; BTO — Benosnast tpom00o3m60mus; TOJIA — TpomMOoIMO0INs IETOUHON apTepHH;

TI'B — tpom603 riybokux Ben; @PHO — daxTop Hekposa omyxonu; UB — dactora Bo3HHMKHOBeHHs; OP —

oTHOIIeHne puckoB; JIW — noBeputenbHblil untepBar; [1J1 — manuenTto-net; 6eck. — OECKOHEYHOCTb.

Crnenyroniue nporaoctudeckue GaxkTopsl 1ist pa3Butus UM (JieTaqbHOTO 1 HEJIETAIBHOTO) ObLIH
OTpefieNieHbl C KCIOJIb30BAaHUEM MHOTrOBapuaHTHOW Mojenu Kokca ¢ oOpaTHBIM OTOOpOM:
BO3pACT > 65 JIeT, My)KYHHa, KYPeHHE B HACTOSIIIEE BPEMsI HJIA B MPOIILIOM, HAIMYKE B aHAMHE3E
nuabera u uneMuyeckoit 6o1e3nu cepana (Bkiodas nHPapKT MUOKap/1a, UIIEMUYECKYIO O0IE3Hb
cepaia, cTabMIbHYIO0 CTCHOKAPAMIO WM MIPOIIEAYyPhl Ha KOpOHAPHOU apTepun) (cM. pa3aensl 4.4
u 4.8).

3nokauecmesennvle H08000OpaA306aHUs
VY nmanueHToB, Noay4aBIIuX TO(GAUTUHUO, IO cpaBHEeHUIO ¢ uHruouropom ®HO Habmonanoch
MOBBILICHHE YaCTOTHI 3JI0KAYECTBEHHBIX HOBOOOpa3oBaHuii, 3a uckimouennem HMPK, oco6enHo

paka JIeTKUX, TMM(OMBI, 1 MOBbIIIeHHE YacToThl pazButuss HMPK.

Tabaunma 16. YacTtora BO3HHKHOBEHHSI H COOTHOLICHHME PHCKOB 3J10KA4Y€CTBEHHBIX
HOBOOOpa3oBaHMii*

TopauuTnan® | TopauuTunud | Bee n03b1 | UarudurTop
B [103€ Smr | B pgo3e 10 mr | TopanmTuauda® | PHO
ABAa pasa B |JABa pa3a B (m®HO)
CYTKH cyTKu®

3710kavyecTBeHHbIC HOBOOOpa3oBaHus, nckiawyasgs HMPK
UB (95%-ns1it IN) | 1,13 (0,87; 1,45) | 1,13 (0,86; 1,45) | 1,13 (0,94; 1,35) | 0,77 (0,55;
Ha 100 TIJI 1,04)

OP (95%-uwiii IN) | 1,47 (1,00; 2,18) | 1,48 (1,00; 2,19) | 1,48 (1,04; 2,09)
II0 CPaBHEHUIO C
n®HO

Pak Jerkoro

YB (95%-ns1it 1) | 0,23 (0,12; 0,40) | 0,32 (0,18; 0,51) | 0,28 (0,19; 0,39) | 0,13 (0,05;
Ha 100 I1JI 0,26)
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OP (95%-uiii IN) | 1,84 (0,74; 4,62) | 2,50 (1L.04: 6,021 2170.03: 493y | -~ | = 22051

M0 CpPaBHEHUIO C
n®HO
Jlumpoma

YB (95%-nsrit 1N) | 0,07 (0,02; 0,18) | 0,11 (0,04; 0,24) | 0,09 (0,04; 0,17) | 0,02 (0,00
Ha 100 TTJT 0,10)

OP (95%-uwnii 1N) | 3,99 (0,45; | 6,24 (0,75; | 5,09 (0,65;
mo cpaBHeHuro c | 35,70) 51,86) 39,78)

n®HO
HMPK
YB (95%-nsrit 1N) | 0,61 (0,41; 0,86) | 0,69 (0,47; 0,96) | 0,64 (0,50; 0,82) | 0,32 (0,18;
Ha 100 TTJT 0,52)

OP (95%-uw1ii IN) | 1,90 (1,04; 3,47) | 2,16 (1,19; 3,92) | 2,02 (1,17; 3,50)
10 CpaBHEHHIO C
u®HO

2 Jlnst 37I0Ka4eCTBEHHBIX HOBOOOpa3zoBaHMiA, 3a uckimoueHneM HMPK, paka yerkux u muM@oMBI Ha OCHOBaHHUH
SBJICHUH, BOSHUKILINX BO BpEM JICUEHMSI MIIH 110CIIE IIPEKPALLEHUS Tepanuu 10 KoHua ucciuegosanud. Jius HMPK
Ha OCHOBAHUH SBJICHUH, BOSHUKIINX BO BPEMs JICUCHHUS MU B TeUeHHE 28 qHEH 1Mociie mpeKpanieHns Tepamnuu.
 I'pynmna neuenus TodauutuHuOGoM 10 Mr aBa pasa B CyTKM BKJIIOYAET JAHHBIE MAllAEHTOB, KOTOPHIE OBLIM
nepeBeieHbl ¢ TodaruTuanOa 10 Mr Ba pasa B CyTkH Ha TOo(hauuTHHUO 5 Mr J1Ba pa3a B CYTKH B pe3yjbTare
MOAM(DUKAINY UCCIIEIOBAHHUS.
* KoMOWHUpOBaHHEIA TOQaUTHHUO 5 MT 1Ba pasa B CyTKH U TodarutuHUO 10 Mr 1Ba paza B CYTKH.
Cokpamenns: HMPK -  sHemenanomusblii  pak  koxku; PHO —  dakrop Hekpoza  oImyxouy;
UB — uvacrora Bo3HUKHOBeHUs; OP — oTtHOmenue puckos; I — nosepurenbHbiit uHTEpBai; I1JI — namuenro-
JIeT.

Crnenyromue nporHocTHueckue (akTopsl Ui Pa3BUTHUA 3JI0KAUECTBEHHBIX HOBOOOpPA30BaHMIA,
3a uckimouenueM HMPK, Obuin ompeneneHbl ¢ MCMOIb30BAaHMEM MHOTOBApHAHTHOM MOJIENH
Koxkca ¢ o6paTHbIM 0TOOpOM: BO3pacT > 65 JIeT U KypeHHEe B HACTOSIIEEe BPeMs MU B IPOLLIOM
(cm. paznenst 4.4 1 4.8).

Cmepmuocmp

OTMeueHa NOBBIIIEHHAs CMEPTHOCTD Y MAlMEHTOB, MOJYYaBIIUX TO(GAUTHHNO, IO CPABHEHHIO C
nanueHTamu, noxydaBminMu uHruoutropsr ®HO. CmepTHOCTH ObLIa 00YyCIOBIIEHA B OCHOBHOM
CEepACYHO-COCYTUCTHIMU SBJICHUSAMHU, MH(DEKIHUAMU U 3JI0Ka4€CTBEHHBIMH HOBOOOPAa30BaHUSMH.

Tadauuna 17. YacTora BOBHUKHOBEHHUS] M COOTHOLICHHE PHCKOB CMEPTHOCTH?

Topauutunué | TopauuTunuod Bce n03bl | Uurudurtop
B J103¢ Smr |B pose 10 mr | topanuTuauda® | ®HO

ABa pa3a B |IABa paza B (m®HO)
CYTKH cyTKH®

CMepTHOCTB (110 J11000i IpUYKNHE)

UB (95%-msiit JIM) | 0,50 (0,33; 0,74) | 0,80 (0,57; 1,09) | 0,65 (0,50;0,82) 0,34  (0,20;
na 100 TUT 0,54)

OP (95%-mwrit JIM) | 1,49 (0,81; 2,74) | 2,37 (1,34; 4,18) | 1,91 (1,12; 3,27)
0 CPaBHEHUID C
n®HO

Nudexunu ¢ J1eTaJbHbIM HCX010M

UB (95%-msit JIM) | 0,08 (0,02; 0,20) | 0,18 (0,08; 0,35) | 0,13 (0,07;0,22) [ 0,06  (0,01;
na 100 TUT 0,17)

OP (95%-umrit  IN) | 1,30 (0,29; 5,79) | 3,10 (0,84; 11,45) | 2,17 (0,62; 7,62)
0 CPaBHEHUIO C
n®HO

Cepneqﬂo-cocynncn,le ABJICHHA C JICTAJbHBIM HCX0A0OM
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Todauurunané | To L]zagmnaﬂﬁ'ﬁ' IRl ER TE T oy A rop

B J103¢ Smr |B pose 10 mr | topanuTuauda® | ®HO
ABa pa3a B |IABa paza B (m®HO)
CYTKH cyTKH®
UB (95%-umiit AUN) | 0,25 (0,13; 0,43) | 0,41 (0,25; 0,63) | 0,33 (0,23; 0,46) | 0,20 (0,10;
Ha 100 I1JI 0,36)

OP (95%-mmrit  IN) | 1,26 (0,55; 2,88) | 2,05 (0,96; 4,39) | 1,65 (0,81; 3,34)
0 CPaBHEHUID C
n®HO

310KaYecTBEHHbIE HOB006pa30BaHI/Iﬂ C JICTAJIBHBIM HUCX0A0M

UB (95%-msiit JIM) | 0,10 (0,03; 0,23) | 0,00 (0,00; 0,08) | 0,05 (0,02;0,12) [ 0,02  (0,00;

Ha 100 TTJT 0,11)
OP (95%-we1i  JIN) | 4,88 (0,57; | 0(0,00; 6eck.) 2,53 (0,30

no cpaBHeHuw c | 41,74) 21,64)

n®HO

2 Ha ocHOBaHWU SIBJICHU, BOZHUKIIIUX BO BpeMsI JISUCHHS WM B TeUEHHE 28 THEH Mmocie MpeKpaieHus Tepanuu.

5T'pynna nedenuss TopauutuHu6oM 10 Mr 1Ba pasa B CYTKHM BKIHOYAeT JAHHBIE MALMEHTOB, KOTOPHIE OBLIM
nepeBefieHbl ¢ ToaunTuEMOa 10 Mr 1Ba pasza B CyTKH Ha TOGAIMTHHHO 5 MT /Ba paza B CyTKH B pe3yibTare
MOIU(HUKAIINN UCCICTOBAHHUS.

* KomOuHupoBaHHBIN ToGauuTHHUO 5 MT 1Ba pasza B CyTKH U ToaruTrHuO 10 M aBa pasa B CYyTKH.

Coxpamennsi: PHO — daxrop Hekposa omyxonu; UB — dacrora Bo3HuMKHOBeHHs; OP — OTHOIIEHHE PHCKOB;

JU — noBeputensHbIi nHTEpBaN; [1J — nmanueHTO-I1eT, 6eCK. — OECKOHEYHOCTD.

Ilcopuamuueckuu apmpum

OddexTuBHOCTh U O€30macHOCTh ToQanuTUHHOA (B opMme TabIETOK, MOKPBITHIX MICHOYHOU
000JIOUKOI) OIEHMBAIM B XOJ€ 2 PaHJAOMHU3HPOBAHHBIX JBOWHBIX CIENBIX IUIae0o-
KOHTPOJIUPYEMBIX HCCIIeIOBaHUM (ha3bl 3 y B3pOCIIBIX MAIMEHTOB C aKTUBHBIM [ICA (> 3 oTeuHbIX
U > 3 OOJNIe3HEHHBIX MpPHU MaJbIallK CycTaBoB). TpebdoBanoch, YTOOBl y MAIIMEHTOB HA MOMEHT
CKpUHHMHTOBOTO BHW3MTa OB aKTHUBHBIM OJSIICUHBINH Mcopua3. B o0oux wuccienoBaHusIX
MEPBUYHBIMU KOHEYHBIMU TOYKamMH OblTM yacToTa oTBeTa ACR20 M u3MeHeHue OIEHKU IO
onpocHuky HAQ-DI oTHOCHTENEHO UCXOTHOTO YPOBHS B MecsIIe 3.

B wuccnenosanun IIcA-I (OPAL BROADEN) Obuta mpoBeneHa oneHka 422 MaueHTOB, Yy
KOTOPBIX paHee HaOII01a1cs HealeKBaTHBIM OTBET (B CBSA3H C OTCYTCTBUEM 3(PPEKTUBHOCTH MU
HenepeHocumocThio) Ha ccBIIPII (ms 92,7 % mauuentoB 310 Ob1 MT); y 32,7 % nanueHToB
B 9TOM HCCIIEZIOBAaHUU paHee HaOmonancs HeaaekBaTHbId oTBeT Ha > 1 cchIIPIT wnu 1 ccBITPIT
B KoMOMHaumu ¢ TapretHbiM cuHtetudeckum BIIPIT (tcBIIPII). B wuccnenoBanuun OPAL
BROADEN Hne nonyckanack npeapiaymas tepanust uaruouropom ®HO. TpeboBanoch, 4ToObI
Bce manueHThl ogHoBpemMeHHO mnpuHuManu 1 ccBIIPIT; 83,9 % mnamueHTOB OAHOBPEMEHHO
nonydamu  MT;  9,5—  cynbdacanazun, a 5,7% — nepaynomun.  MenuanHas
MPOJIOJDKUTENBHOCTE 3a0oneBanusi [IcA cocrtaBmsna 3,8 roga. Ha mavaneHOM dTame y 79,9 u
56,2 % manMeHTOoB HAONIONANMCh SHTE3UT U JAKTWJIUT COOTBETCTBEHHO. [lanueHTsl,
PaHIOMU3UPOBAHHEIE B TPYMITY TOQaUTHHNOA, TOTyJYaIk Ipernapar B 103€ 5 MT J1Ba pa3a B CyTKH
wiu 10 mr 1Ba pa3a B cyTku B TeueHue 12 Mecsues. [lanneHTsl, paHAOMU3HPOBaHHBIE B IPYIIILY
wianebo, ObUIM TEpeBeleHbl C MACKHUPOBKOM KOJOB JIEUEHUS B Mecsle 3 Ha IOJIy4YeHHe
toauuTHMOa 1100 B J03€ 5 Mr /Ba paza B CyTkH, Jqub0 B o3¢ 10 Mr aBa pas3a B CYTKU H
noydayim JjiedeHue n0 mecsna 12. IlarmuenTtsl, paHAOMH3MPOBAaHHBIC B rpyMy againMymada
(Tpymily aKTUBHOTO KOHTPOJISA), HOJIy4aly mpemnapar B 103¢ 40 Mr oAKOXKHO OJIMH pa3 B 2 HeJleNn
B TeueHue 12 mecsues.

B uccnenosanuu IIcA-II (OPAL BEYOND) 6rina mpoBenieHa orieHka 394 manneHToB, KOTOpbIE
npekpatuian npumeHeHue uHruouropa ®HO B cBsa3u ¢ orcyrcTBHeM 3()()EKTHBHOCTH WIH
HEeMepeHOCUMOCThIO; ¥ 36,0 % panee HaOMIOAaICS HEAACKBATHBIA OTBET HAa > 1 OHOJIOTHYECKOTO
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BITPII. TpeGoBanock, YTOOBI BCE MALUEHTHI ﬂHOBDew%jﬁ&%ﬁﬁMkw;ﬁﬁﬁl91'6%

HNalUeHToB ofHoBpeMeHHo mnonyyanu MT; 15,7 % mnauueHToB OAHOBPEMEHHO MOIyYalu
cynbdacanasud, a 8,6 % nmanueHToB OJHOBpEMEHHO Tonydyanu JsedayHomua. MenuanHas
MPOJIOJDKUTENBHOCT 3aboseBanus [ICA cocramsuta 7,5 roga. Ha wawgampHOM 3Tame y 80,7 u
49,2 % malMeHTOB HAOMIOAANUCh OHHTE3UT U JAKTWIHT COOTBETCTBEHHO. [lamueHTsl,
PaHIOMHU3UPOBAHHEIE B TPYMITY TOQauTHHHUOA, TOTyJaIk Ipernapar B 103€ 5 MT J1Ba pa3a B CyTKH
ninn 10 Mr f1Ba pasza B CyTKU B TeueHHe 6 MecdueB. [lanuenTsl, paHAOMU3UPOBAaHHBIE B TPYIIITY
miane6o, ObUTH TIEpeBEJEHB C MACKHPOBKOW KOJOB JICUGHHS B Mecsle 3 Ha IOJydeHue
todaruTruHrOa MO0 B 03¢ 5 MT J1Ba pa3a B CyTKH, TuOO B go3e 10 Mr aBa paza B CyTKH U
NoJTyyasy JIeueHue 10 mecsia 6.

IIpusnaku u cumnmombol

Tepanust TopauuTUHHOOM MpHBEIa B MeCALE 3 K CYLIIECTBEHHOMY YIYYIICHHIO HEKOTOPBIX
npu3HakoB U cumMnToMoB IICA mo omenke cornmacHo kputepusiMm orBera ACR20 B cpaBHeHUU
c mianebo. Pe3ynbraThl ouleHKH 3((EKTUBHOCTH MO BaXXKHBIM KOHEYHBIM TOYKAM IPHBEIEHBI
B Tabnue 18.

Taoiuua 18. loas manueHToB ¢ IIcA, y KOTOPBIX ObLT JOCTHUIHYT KJIMHHUYECKHMH OTBET
U cpefHee H3MEHeHHe OTHOCHTEJBLHO HMCXOJHOI0 YPOBHSI, B HMCCJIeI0BAHUAX
OPAL BROADEN u OPAL BEYOND (%)

ITanmeHTHI ¢ HeaJleKBATHBIM OTBETOM ITanneHTHI c
Ha ccBIIPII? HeaJeKBATHBIM OTBETOM Ha
(panee He moay4yasuine u®@HO) n®HO°
OPAL BROADEN OPAL BEYOND*®
I'pynna Inanedo | Topanutunné |Aganumymad 40 mr|Ilnanedo | TopauumTuHUO
JIeYeHU S B 103e Swmr|n/k1p./2Hen. B 03¢ Swmr
JBa pa3a B CYyTKH JABa pa3a B CYTKH
N 105 107 106 131 131
ACR20
Mecs 3 33 % 50 %" " 52 %" 24 % 50 %"
Mecsr 6 HII 59 % 64 % HII 60 %
Mecs 12 HII 68 % 60 % — —
ACRS50
Mecs 3 10 % 28 %™ 333%™ 15 % 30 %™
Mecsr 6 HII 38 % 42 % HII 38 %
Mecs 12 HII 45 % 41 % — —
ACR70
Mecs 3 5% 17 %~ " 19 %" 10 % 17 %
Mecsr 6 HII 18 % 30 % HII 21 %
Mecs 12 HII 23 % 29 % — —
ALEI®
Mecs 3 -0,4 —0,8 -1,1° -0,5 -1,3"
Mecsr 6 HII -1,3 -1,3 HII -1,5
Mecsr 12 HII -1,7 -1,6 — —
ADSS®
Mecs 3 -2,0 -3,5 4,0 -1,9 -5,2"
Mecs 6 HII —5,2 -5.4 HII -6,0
Mecsi 12 HII -7,4 -6,1 — —
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PASI75* (HOCAEROBATENEROC T 00067
Mecsn 3 15 % 43 Oph 39 %™ 14 % 21 %
Mecsi 6 HIT 46 % 55 % HIT 34 %
Mecsan 12 HIT 56 % 56 % — —

sk

* HomunansHoe 3Ha4eHue p < 0,05. ™ HomuHansnoe 3Hauenue p < 0,001.

JUTA aKTUBHOM Tepanuu B CPaBHEHUH c IuTarebo B Mecsie 3.

Coxkpamennst: IIIIT — mmomans moepxHocTH Tena; ALEl — n3MeHeHHE OTHOCHTENBHO HMCXOIHOTO YPOBHS

COTJIaCHO Jlnncxkomy HHIIEKCY SHTE30MaTHH (Leeds Enthesitis Index);

ADSS — n3MeHeHHe OTHOCUTENILHO UCXOIHOTO YPOBHS 10 IKane TshkecTw aaktuiuta (Dactylitis Severity Score);

ACR20/50/70 — ysydiieHre 0 KPUTEPUSIM AMEPUKAHCKOM KOJIETHH peBMatosioros > 20, 50, 70 %; ccBITPIT —

CTaH/JapTHBIN CUHTETHUYECKUN 0a3HMCHBIH IIPOTUBOPEBMATUYECKUN Ipemnapar,

N — KONHYecTBO PaHAOMHU3UPOBAHHBIX U IMOMy4YaBIIUX JiedeHHEe nanueHToB; HII — HempumeHHMoO, MOCKOABKY

JaHHBIC O TEpaNyy IU1are0o HeJOCTYIIHBI ITociie 3 MECALICB B CBSI3H C IIEPEX0JI0M Ha IIPUMEHEHHE TohanuTHHIOA B

Jo3e 5 Mr 1Ba pasa B cyTkH i 10 Mr 1Ba pasa B CyTKH; /K 1 p/2 Hem — MOAKOXKHO ouH pa3 B 2 Hexenn; HOHO —

UHrHONTOp (akTopa Hekposa omyxoin; PASI — uMHIEKC pacnpoCTpaHEHHOCTH W CTENEHH TSDKECTH IIcopHasa

(Psoriasis Area and Severity Index);

PASI75 — ynyumenue moka3zarens PASI > 75 %.

? HeanekBaTHblii oTBeT 1o KpaiiHeii mepe Ha 1 ccBIIPIl wu3-3a HemepeHOCHMMOCTH W/WIIM OTCYTCTBUS

3G GEKTHBHOCTH.

5 HeanekpaTHbli 0TBET 110 KpaiiHeil Mepe Ha 1 ”OHO u3-3a HENEPEHOCUMOCTH M/MITM OTCYTCTBHS 3P)EKTHBHOCTH.

* IIpomomxurensHocTs uccnenoBanuss OPAL BEYOND cocrasinsia 6 MecsIes.

" JIoCTMrHyTa CTaTHCTHYECKas 3HAYUMOCTh BO BceM Mmupe mpu p < 0,05 cormacHo 3apaHee OmpeneIeHHON

Ipoleype MOLAaroBOro TECTUPOBAHUSI.

A JlocTHTHYTa CTaTUCTUYECKast 3HAYMMOCTh B Tpymre nokazateneid ACR (ACRS50 u ACR70) mpu p < 0,05 cornacuo
3apaHee OIpeeNIEHHON MPOoLEeAype MOIMIaroBOro TECTUPOBAHUSL.

¢ JIs manmeHToB ¢ oneHKoH > 0 6ayuioB Ha HaYaJIbHOM JTalle.

* Jlnsa nanpenToB ¢ [T > 3 % u PASI > 0 Ha HayaiasHOM 3Tane.

Homunanenoe 3nauenue p < 0,0001

B mecsne 3 nokazarenu orBera ACR20 Obutd CyIIECTBEHHO BBILIE Y MAllMEHTOB, MOJYYaBIINX
TopaMTHHUO B J]03€ 5 MTI' J1Ba pa3a B CYTKHM, BKJIIOUas KaK MAIlIEHTOB, paHee HE MOJy4yaBIIMX
uHruouropsl ®HO, Tak M MAIMEHTOB C HEaJeKBaTHBIM OTBeTOM Ha uHruoutop ®HO, mo
CPaBHEHMIO C MAlMEHTaMH, MoJyiydyaBIuMH Mane6o. Ilpu ananuse Bo3pacTa, mojia, pacoBOi
NPUHAJICKHOCTH, aKTUBHOCTH 3a00JIeBaHUs HAa HadyalbHOM dTane u noarumna IIcA pasnuuus B
oTBeTe Ha ToauuTUHUO He BbIsBIEHBI. KoaruecTBO NalMeHToB ¢ MyTHJIMPYIOLIUM apTPUTOM HIIH
HOpa)kKEHUEM OCEBOI'0 CKeJieTa ObLIO CIMIIKOM Majio JUIsl MPOBEICHHsSI OOOCHOBAHHOM OICHKH.
Cratuctuueckn 3HauuMble mokaszarenu orBera ACR20 nalmomanuce npu NPUMEHEHUU
TopauuTHHMOA B J]03€ 5 MI' JiBa pa3a B CYTKU B 000MX HCCIIEZJOBAaHUSAX YK€ Ha Hexene 2 (TpH
MEPBOIl OLIEHKE TIOCIIEe OIIEHKHU UCXOJHOTO COCTOSIHUS) B CPABHEHUH C IPUMEHEHUEM T1areoo.

B wuccnenoBanun OPAL BROADEN oTBeT mo mnokaszaTeln0 MHHUMAIbHOM aKTHBHOCTH
3aboneBanus (Minimal Disease Activity — MDA) 6bu1 gocturHyt y 26,2; 25,5 u 6,7 %
MAaIMEeHTOB, TOJyYaBIIMX TOPAIUTHHUO B 103€ S5 MT JIBa pa3za B CYyTKH, afaluMymald u 1iaredo
COOTBETCTBEHHO (pa3HUIla MEXIy Tepanueld ToparuTHHHOOM B 03¢ 5 MT JBa pa3a B CYTKU U
miarne6o — 19,5 % [95%-nwrit AU: 9,9; 29,1]) B mecsne 3. B uccnenoBannun OPAL BEYOND
oTBeT mo mnokaszaremo MDA O6bu1 gocturHyT y 22,9 u 14,5 % mnauueHToB, MOJy4aBIIUX
todhauuTUHUO B 1103€ 5 MI' JBa pa3a B CYTKM M IUIane00 COOTBETCTBEHHO, OJHAKO JIst
TodarTHHUOA B T03€ 5 MT JBa pa3a B CyTKU He Obljia IOCTUTHYTAa HOMUHATbHASI CTATUCTHYECKAs
3HAYMMOCTH (pa3HUIla MKy Tepanueil TodpanutuanOom u tiamnedo — 8,4 % [95%-uwiii JAU: —
1,0; 17,8] B mecsiie 3).

Penmeenonocuueckoe noomesepocoenue omeema

B uccnenosanuu OPAL BROADEN nporpeccupoBaHue CTPYKTYpHBIX MOPa)KEHUIH CyCTaBOB
OILICHUBAJIM TI0 PEHTTEHOJIIOTUYECKUM JaHHBIM, UCTIONb3ys mkany [llapna B mogudukanuu Ban
nep Xewae (mTSS). om0 mamueHToB ¢ MpOrpeccCHpoBaHUMEM 3a00JICBaHUS 10 Pe3yJbTaTaMm
PEHTI€HOJIOTHYECKOT0 HccienoBanus (yBenuueHue oneHkd mTSS oTHOCHTENbHO HCXOAHOTO
ypoBHs Oosiee uem Ha 0,5 Oayura) ouenuBanm B mecsie 12. Uepes 12 mecsimeB y 96 u 98 %
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MAIMEHTOB, MOTYYaBIIUX TOPAIUTUHUO B 103€ J MT JiBa b@s"ﬁﬁ'@%‘ﬂ' "ﬁgﬁﬁlﬁd@fwﬁﬁ B:'z['cl)g'!cl% ML

MOJIKO’)KHO OJWH pa3 B 2 HEJENM COOTBETCTBEHHO, HE HAOIOJAIOCh PEHTTEHOJIOTHYECKOTO
nporpeccupoBanus (yBenu4ueHue oneHKd mTSS OTHOCHUTENBHO UCXOAHOTO YPOBHS HE OoJiee ueM
Ha (0,5 Gayna).

DYHKYUOHALHBIIL CIAMYC U C8A3AHHOE CO 300P08bEM KAeCMB0 HCUSHU

VYayumienne (QyHKIMOHANBHOTO CTaTyca OLEGHHUBANK ¢ moMomblo omnpocHrnka HAQ-DI.
B mecsnie 3y manmeHToB, moiydaBmUX TOGAIMTAHAO B J103€ S5 M JBa pa3a B CYTKH,
HaOmoanoce ©Oonee BblpaxkeHHoe yayumenue (p <0,05) ¢yHKIMOHATBLHOTO CTaTyca
OTHOCHUTEIILHO MCXOJIHOTO YPOBHS IO CPABHEHHUIO C MAIlMEHTAMH, MOJTYYaBIIUMU IIanedo (CM.
tabnuity 19).

Ta6nuna 19. U3menenne onenkn mno HAQ-DI orHocHTEJBbHO HMCXOAHOTO YPOBHS
B uccienopanusx I[icA OPAL BROADEN u OPAL BEYOND

Cpennee usmenHenue omeHku no HAQ-DI, paccuntanHoe mo metoay
HAMMEHBbIINX KBA/IPATOB, OTHOCUTEJIBHO 3HAYEHHS HA HAYAJBHOM JTAale
IanueHTHI ¢ HeaJeKBATHHIM 0TBETOM IManueHTHI c
Ha cra”HaapTHbeiii  cuHTeTHyeckuid BIIPII? | HeagekBaTHBIM OTBETOM
(panee He noayuasmue n®@HO) na n®@HO"
OPAL BROADEN OPAL BEYOND
I'pynna IInanedo | TopauuTuHud |Agaaumymad Ilnaned | TopauuTunud
JIeYeHU S B jg03e Swmr|40 mr n/K|o B 03¢ Swmr
aBa paza  B|1p./2 Hen. ABa pa3a B
CYTKH CYTKH
N 104 107 106 131 129
Mecsin 3 —0,18 —0,35%" —0,38" —0,14 —0,39%""
Mecsn 6 HII —0,45 —0,43 HII —0,44
Mecs 12 HII —0,54 —0,45 HII HII

koo

* HomunansHnoe 3n1auenue p < 0,05. ™" HomunanbHoe 3Ha4venue p < 0,0001 11 akTUBHOM TepanuM B CPABHEHUH

¢ marebo B Mecsue 3.

Coxpamennsi: BITPII — 0asucHelii nporuBopeBMarnueckuil mpemnapar; HAQ-DI — onpocHuMK i OleHKH

COCTOSIHMSL 3JIOPOBBSI C OIpelelieHHeM HHAEKca WHBaIMAHOCTH; N — oOmiee KOJMYECTBO MalHeHTOB,

BKITIOYCHHBIX B CTATUCTHYCCKUI aHAMH3; /K | p./2 Hell. — MOIK0KHO oanH pa3 B 2 Hepenwn, *OHO — uHrHOUTOP

(haxTOpa HEKPO3a OITYXOJIH.

2 HeanmexkBaTHBI OTBET MO KpaliHeW Mepe Ha oiwH cTaHmapTHe cuHTetmdeckmit BIIPIT (ccBITIPII) m3-3a
HEMEePEeHOCHUMOCTH U (MJIN) OTCYTCTBUS () (HEKTUBHOCTH.

6 HeanekpaTHbI OTBET 10 KpaiiHeil Mepe Ha omuH uHruOouTop ®HO (MPHO) M3-32 HETNEPEHOCUMOCTH M (HIIH)

OTCYTCTBUS A PEKTUBHOCTH.

® JIOCTMIHyTa CTaTHCTHYECKas 3HA4MMOCTh BO BceM wmwupe mpHu p < 0,05 cormacHo 3apaHee OIpereNeHHOMN

MpOIIeIype MOIIAaroBOro TECTUPOBAHNS.

UYacrtora otBera cornacHo oueHke no HAQ-DI (orBer onpenensieTcs Kak yMEHbIIEHUE OLIEHKH
OTHOCUTEIIbHO HCXOJHOTO ypoBHS Ha > 0,35 6amma) B Mecsaue 3 B uccrnenoanmsx OPAL
BROADEN u OPAL BEYOND cocraBuna 53 u 50 % COOTBETCTBEHHO Yy TMaIMEHTOB,
nojayyaBImuX To(auuTHHUO B 103e 5 Mr aBa pasa B cyrkd; 31 u 28 % COOTBETCTBEHHO Y
MAMEHTOB, MOJIy4aBIIUX Muianedo, u 53 % — y MauueHToB, MOJy4YaBUIMX ajaluMymald B /103€
40 Mr moAKOXKHO OAMH pa3 B 2 Heaenu (Toabko uccnenoBanne OPAL BROADEN).

CBsi3aHHOE €O 37J0POBbEM KAu€CTBO U3HM MALMEHTOB OLIEHUBAJIA C IOMOIBIO onpocHuka SF-
36v2, amoBBINICHHYIO yTOoMisieMOocTh omneHuBanun mo Imkaie FACIT-F. YV mnanuenros,
MOJy4yaBIIUX TO(MAUTHHUO B J03€ 5 MI J1Ba pa3a B CYTKH, OTMEUYEHO Ooliee BBIpaKECHHOE
YIIYYIICHHE OTHOCUTEIBHO MCXOJHOTO YPOBHS IO CPABHEHHUIO C TMAIMEHTAMH, MOJyYaBIIUMH
wianefo, o MmokaszareisiM pasfena ¢usndeckoro craryca SF-36v2, cymmapHomy Oamty
¢uznueckoro komnonenta SF-36v2 u 6amnam no mkane FACIT-F B mecsue 3 B uccneoBanusx
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OPAL BROADEN u OPAL BEYOND (mémumansioe “siatenne < 0.05) Vol drerus

OTHOCHUTEIIbHO HCXOAHOTOo ypoBHs 1o mokazarensm SF-36v2 u FACIT-F coxpansiauce a0
mecsima 6 (OPAL BROADEN u OPAL BEYOND) u wmecsna 12 BkmountensHo (OPAL
BROADEN).

VY nanueHToB, MOIy4YaBIIUX TOPAMTUHUO B 103€ 5 MI 1Ba pa3a B CyTKHU, Ha Hefene 2 (pu nepBoi
OLIEHKE I0CJIe OLEHKH MCXOJHOTO COCTOSHMS) U JI0 Mecsla 3 0TMedanoch Oosiee BbIPaXKEHHOE
yIydllIEeHUE OLEHKHU apTpUTHUYECKO 60u (M3MepsieMoii 1o BU3yaJbHOM aHajaoroBoi mkaie ot 0
70 100) OTHOCUTENBHO HMCXOAHOIO YPOBHSA IO CPAaBHEHUIO C NAIMEHTAMH, IOJIY4aBIIUMHU
wianebo, B uccnenoBanusix OPAL BROADEN u OPAL BEYOND (HomuHanpHOE 3HauY€HHE
p <0,05).

AHKuno3upyrowuli CHOHOUIUM

[Iporpamma kiIuHWYECKOW pa3paboTku TodamuTHHHOA 1O OIeHKEe A(OPEKTUBHOCTH W
0€30MacCHOCTH BKJIIOYaja OJHO I11a1e00-KOHTPOIMpYyeMOoe MOATBEpIKIAIoIIee HCCel0BaHue
(uccnenoBanue AS-1). HccnenoBanue AS-1 Obpu10 paHIOMH3UPOBAHHBIM JBOWHBIM CJIETBIM
1a1e00-KOHTPOJIUPYEMBIM KIIMHUYECKUM HCCIIEI0BAaHUEM IMPOAOKUTENLHOCThIO 48 Henenb ¢
ydyacTueM 269 B3poCibIX MAlMEHTOB, y KOTOPBIX HaOMIo#ajcsi HeaJeKBaTHBIM OTBET
(HeaJIeKBaTHBIN KIMHUYECKUI OTBET WIIM HETIEPEHOCUMOCTh) Ha jJieueHue kak MuHumyM 2 HIIBIL.
[TanmeHnTOB panAOMU3HPOBANIN )i MTOJTydyeHUs! TOGauuTUHNOA B 103€ 5 MTI' 1Ba pa3a B CYTKHU WU
ianebo B TeyeHue 16 Henenb JIEYEHUs B CIIENIOM pEXHME, a 3aTeM BCeX MEpeBesld B TPYIIY
nojiyueHus: TopauuTUHuOa B 103€ 5 MI' [iBa pa3a B CYTKM Ha MPOTSKEHUH JIOMOJHUTEIbHBIX
32 Henenb. Y ManueHTOB HAOMIOaNach aKTUBHAs CTa/us 3a00JIEBaHUS COTJIACHO OIPEIEICHUI0
no barckoMmy MHIEKCy akTUBHOCTH 3a0o0JjieBaHUS NpU aHKuUjo3upytomem crnonauinute (Bath
Ankylosing Spondylitis Disease Activity Index, BASDAI) u orienka 6onu B criuHe (Borpoc 2 1o
BASDAI), paBHas 4 wiud  Bblllle, HECMOTPS Ha  JIEYEHHWE  HECTEPOUIHBIMU
npotuBoBocnanuTeasHbiMu npenaparamu (HIIBII), koprukocreponnamu uinu BITPIIL.

[Ipubmusurenso 7 % u 21 % mauumeHTOB NPUHUMAM METOTpEKcaT WU Cynb(acanasuH B
KayeCcTBE COIYyTCTBYIOLIETO JIEYEHHUS] COOTBETCTBEHHO, HAYMHAs C HCXOJHOTO YpPOBHS 1O
Hepenu 16. Ilanmentam paspellwid NPUHAMATh IOCTOSHHYIO HH3KYIO [03y MEPOPAIBHBIX
koptuxkocrepousioB (mpuHumanu 8,6 %) w/mnu HIIBII (npunumanu 81,8 %), HaumHas c
UCXOJHOTO YpOBHA 10 Henmenu 48. Y naBaguatu AByX IPOLEHTOB MAalMEHTOB HaOmronancs
HeasiekBaTHBINA oTBeT Ha 1 umm 2 6nokatopa @HO. [lepBuuHoi KOHEYHON TOUKOW ObLIa OLIEHKA
JIOJIM TTallMeHTOB, JocTurmux orBeta ASAS20 Ha Henene 16.

KinHu4yeckuii OTBET

[TanmenTsl, monmyuaBmie TOMaUUTHHUO B 03¢ 5 MI JBa paza B CYTKU, AOCTUTIHU Oonee
3HaunTeNnbHOTrO yiyumieHus: orBeta ASAS20 u ASAS40 B cpaBHEHHUH C TPYIIION, MOJydaBIICH
iane6o, Ha Henene 16 (tabmuna 20). OTBET y MAIMEHTOB, MOJyYaBIIUX TO(MAIMTUHUO B 03¢
5 Mr aBa pa3a B CyTKH, COXpaHsJICs, HAaUMHas ¢ Henenu 16 no Henenu 48.

Taoauna 20. OrBerbl ASAS20 u ASAS40 Ha Heese 16, uccaenoBanue AS-I

ITnanedo TopannTnaNo Otianyne ot miianedo
(N =136) Swmr aBa pasza B | (95 % JAN)
CYTKH
(N=133)
OtBetr ASAS20*, % | 29 56 27 (16, 38)**
OtBer ASAS40*, % | 13 41 28 (18, 38)**
* ¢ KOHTPOJIEM TI0 OIIHOKE IMTEPBOTO POJa.

**p<0,0001.
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O¢ddexTuBHOCTh TOGAUTHHHOA ObUIA MPOJEMOHCTPUPOBAHA Yy MAIMEHTOB, HE MOJIYyYaBIIMX
JeyeHust Ononorndeckuii 6a3ucHeli npoTuBopeBMaTuueckuii npenapat (OBIIPII), u mauneHToB C
HeanekBaTHbIM 0TBeTOM Ha PHO (HO)/manmenrtos, nonyuasmmx OBITPII (e HO) (Tabnuma 21).

Ta6auna 21. OrBeTbl ASAS20 1 ASAS40 (%) ¢ pacnipeesieHueM 10 aHaAMHe3y JIeYeHUsI HAa
Hexesae 16, nccaenosanne AS-I

o Hpemmec | e Koneunasi Touka 3¢)peKTUBHOCTH
TBY LI o ASAS20 . ASAS40
aHaMHe3 D ImI | To |e O1iny | o I | e To | OT1ian
JeyeHus gaunedo | pauuTUH | He OT | aneodo bauuTn | yue oT
o N |u0 S wmr | mianedo o N | uu0 5 mr | niane6o
ABAa pa3a | e 95 % ABA pa3a | e 95 %
B cytku | [IN) B cytku | JIN)
o N ° N
He nonyuyasmme | 105 102 28 105 102 31
OBITPII (15, 41) (19, 43)
n®HO-HO wnmm | 31 31 23 31 31 19
M1OJIy4YaBIIUE (1, 44) (2,37)
OBbIIPII (e HO)

ASAS20 — ymyumieHHe OT MCXOAHOTO ypoBHA Ha > 20 % W yBenwueHWe Ha > | enWHHIy KaK MUHUMYM B
3 obmactax mo mkane ot 0 mo 10, a Takke oTCyTcTBHE yXyauieHus Ha > 20 % u > 1 emuHMIly B OCTaBIICHCS
obnacti; ASAS40 — ymydieHne oT UCXOIHOTO YpoBHS Ha > 40 % u > 2 eAMHULIBI KAK MUHAMYM B 3 00JacTsIX
o mkase ot 0 1o 10, a Takke MOITHOE OTCYTCTBUE YXY/IICHHS B ocTaBIelics o0xactu; 0BITPII — Ouonormueckmii
0a3ncHBIH MpoTHBOpeBMaTH4eckuil npemnapat; I — nosepurensublii naTepBai; He HO — He HeanexBaTHBIN
otBeT; UOHO-HO — narnburop daxTopa HEKpo3a OIyX0oJH, HeaAeKBATHBIH OTBET.

VYaydiienue KOMIOHEHTOB oTBeTa ASAS U Ipyrux napameTpoB akKTUBHOCTH 3a00J1€BaHUS OBLIO
Oosiee 3HAYUTEIBHBIM B IpYIIE, MoJyyaBiield ToGpauuTHHUO B 03¢ 5 MI JBa paza B CyTKH, B
CpaBHEHUM C TpYMNIOH, monyyaBiued mianebo, Ha Henene 16, kak mMoka3aHo B Tabmuue 22.
VYiydmieHue y ManUeHTOB, MOJYYaBIIUX TO(MAUTHUHUO B 03¢ 5 MI JBa pa3a B CYTKH,
COXPAHSJIOCh, HAaUMHAas ¢ HeAenu 16 no Henpenu 48.

Ta6nauna 22. KomnonenTtsl ASAS m aApyrue mapaMeTpbl aKTHBHOCTH 3a00JieBaHMS Ha
Hegese 16, nccaenosanue AS-1

ITnane6o TopaumTnau®d B g03e
(N =136) S mr aBa pa3a B CyTKH
(N =133)
HUcxonubl | Henensn 16 | Ucxonuniii | Hegenss 16 | Otanuue ot
1l ypOBeHb | (M3MEHEHH | YPOBEHb (m3meHeHne | miaanedo
(cpennee) |e oT | (cpenHee) | oT 95 % JAN)
HCXOAHOTO HCXOTHOI0
YPOBHHI, YPOBH1I,
MHK) MHK)
KommoneHTEI
ASAS
— OOmas 7,0 —0,9 6.9 -2.5 -1,6 (2,07,
OLIEHKA —1,05)**
AKTUBHOCTH
3a00JIeBaHUs
MalUEHTOM
(0-10)>*
— OOmas 6,9 -1,0 6.9 —-2,6 -1,6 (2,10,
OlLlEHKa OO0 —1,14)**
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Inaunedo Todmﬂﬂfﬂ'ﬂ%"‘l‘f'“‘ oseH = TE HEUE]
(N=136) S mMr aBa pa3a B CyTKH
(N=133)
Hcxonunl | Henenst 16 | Ucxonnbiii | Heneasi 16 | Otauumne ot
il ypOBeHb | (M\3MEHEHH | YPOBEHb (u3MeHeHMe | MU1anedo
(cpennee) |e oT | (cpenHee) | oT (95 % JAN)
HCXOHOT0 HCXOTHOTO0
YPOBHSHI, YPOBHSI,
MHK) MHK)
B crmuHe (0-
10)>*
— BASFI 5,9 —-0,8 5,8 -2,0 -1,2 (—1,66,
(0-10)%* —0,80)**

— Bocnanenue | 6,8 -1,0 6,6 2,7 -1,7 (2,18,
(0-10)>* —1,25)**
Orenka mo | 6,5 -1,1 6,4 -2,6 -1,4 (—1,88,

BASDAT —1,00)**
BASMI** 4,4 —0,1 4,5 -0,6 -0,5 (-0,67,
_0’37)**
hsCRP®* (mr/mn) | 1,8 0,1 1,6 -1,1 -1,0 (-1,20,
—0,72)**
ASDAScrp™* 3,9 -0,4 3,8 -1,4 -1,0 (-1,16,
—0,79)**

* ¢ KOHTPOJIEM IO OIIUOKE ITEPBOTO POJIA.

**p <0,0001.

2 VI3aMepeHo 10 YMCIIOBOM OIEHOYHOW mikaje, rae 0 — HeakTHBHO WiH HeT 00iu, 10 — odeHb aKTHBHO WIIH
camasi CUJIbHasi 00JIb.

® Barckuii nHaekc GyHKIMOHAIBHBIX HAPYIIEHHH IIPH aHKUIO3UPYIOIIEM CHOHAMINTE M3MEPEH 110 YHCIOBOM
OIICHOYHOM miKkaie, rae 0 — jerko, a 10 — HEeBO3MOKHO.

® Bocnanenue mpeacTaBiseT coOOW cpefHee 3HAUYCHHE MO JBYM CaMOCTOSITEIBHBIM OIIEHKaM pPUTHIHOCTH,
co00IIaeMbIM MaIieHTaMu B paMmkax BASDAL

"O0m1as omeHka 1o baTckoMy WHIEKCY aKTUBHOCTH 3a00JICBaHUS MTPH aHKIIIO3UPYIOIIEM CITOHIITUTE.

" BaTCKUif METPOJIOTHYCCKUI WHACKC aHKUIIO3UPYOIIETO CITIOHIIITUTA.

¢ BeIcOKOUyBCTBUTENBHBII C-peakTHBHBIN OEIIOK.

* lHIeKC aKTHBHOCTH aHKMIIO3UPYIOIIETO CIIOHUIINTA C HCIIONb30BaHneM C-peakTHBHOTO OeKa.

MHK — MeToa HauMeHbIINX KBaIpaToOB

Jpyrue pe3ynabTaThl, CBA3aHHBIC C COCTOSHHUEM 37I0POBbS

[Tanentsl, nosyyaBmue To(GauUTHHUO B J103€ 5 MI JiBa paza B CYTKH, JOCTHINIM Ooiee
3HAYUTEIBHOTO YIYYIICHHS OT HMCXOAHOTO YpOBHS corjacHo OIIeHKe KadyecTBa JKH3HH IIPH
aHkuiosupyromeM cnonaunute (Ankylosing Spondylitis Quality of Life, ASQoL) (—4,0 npotus
—2,0) u obmeii ouenke o ONPOCHUKY AJS OLEHKH (PYHKIIMOHAIBHOTO COCTOSIHUS TIPU JIEYEHUU
XpoHHu4eckoro 3aboneBanus — ycranocth (Functional Assessment of Chronic Illness Therapy —
Fatigue, FACIT-F) (6,5 npotus 3,1) B cpaBHeHMU C MallMEHTaMH, MOJIy4YaBIIUMH IU1ae0o, Ha
Henene 16 (p <0,001). ITanmenTsl, nosyyasmue ToGauuTHHUO B J03€ 5 MI J1Ba pas3a B CYTKH,
JOCTUIIIA OoJiee 3HAYUTENIbHOTO CTAaOWUJIBHOTO YIYYIIEHHS OT HCXOAHOIO YpPOBHSI COTJIACHO
Kpatkoii ¢opme ompocHHKa 0 COCTOSHUU 3710poBbs, Bepcus 2 (SF-36v2), B o0nactu nHaekca
¢usuaeckoro 310poBbsa (Physical Component Summary, PCS) B cpaBHeHHH ¢ TallMe€HTaMH,
NOJy4YaBIIUMH I11a1e6o0, Ha Henene 16.

A3eennvlil koaum

OddexTuBHOCTh U 0€30macHOCTh TopanuTUHHOA (B opme TabJIETOK, MOKPBITHIX MICHOYHOU
000JI0UKOI) 1715 ICYEHHUS B3POCIBIX MALMEHTOB CO CPETHETSHKEIBIM WITH TSDKETBIM aKTUBHBIM SIK
(ouenka o mkaie Meio ot 6 10 12 6anoB mpu o1eHKe > 2 10 HIOCKOMUYECKONW YaCTH IIKAJIbI
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u>1 1Mo mokaszarenro pPeKTaJbHOro KpOBOTEYEHH) (;EQFII:HBLEQ'I"EB%EEJ' %Iﬂ\iﬁb%ﬁél}ﬁﬁﬁhmx

JNBOMHBIX  CJEMBIX  PaHIOMHU3MPOBAHHBIX  IUIANE00-KOHTPOJIUPYEMBIX  HCCIICTOBAHUIA:
2 unentnunbix uccnepoBanus wHAYKIUOHHON Tepamuu (OCTAVE Induction 1 u OCTAVE
Induction 2) c¢ 1 mocnexyromum wucciaenoBanrem noaaepxkuBaromnieii tepanun  (OCTAVE
Sustain). BkiiroueHHbI€ B HCCTIEIOBAaHUS MAIIMEHTHI HE OTBETUIIM KAK MUHUMYM Ha | cTaHIapTHBIHA
METOJ Tepaluu, BKJIIOYAs MPUMEHEHHWE KOPTHUKOCTEPOHWIOB, HWMMYHOMOMIYJISTOPOB W/WIU
uaruoutopa @HO. Bein paspelieH OJHOBpEMEHHBIM MPUEM CTAOWIBHBIX 103 MEPOPATbHBIX
aMUHOCAJIHMITUIATOB M KOPTUKOCTEPOUIOB (MMPEIHU30HA MM SKBHUBAJIEHTA B CYTOYHOM J03€ HE
Oonee 25 Mr) ¢ TOCTENEHHBIM YMEHBIIEHHEM J03bl KOPTHKOCTEPOUIOB N0 00S3aTEIHHOTO
MpeKpaIieHus Tepanmud B TeYeHUE 15 Hefaenb ¢ MOMEHTa BKIIOYECHHS B HCCIICIOBAaHUE
noanepkuBaroniei Tepanuu. TodauuTHHUO TPUMEHsNIM B BUIAE MOHOTepanuu (T.e. 6e3
OJTHOBPEMEHHOTO TPUMEHEHHS OHOJOTUYECKHX TMPEnapaTtoB ¢ MMMYHOJEIPECCAHTOB) IS
neuyenus SK.

B Tabnuue 23 mnpezncraBieHa AONOTHUTENbHAs WHGOpMaIMs O IU3aHE COOTBETCTBYIOIIMX
MCCJICOBAaHUH M XapaKTEPUCTUKAX MO MallieHTOB.

Tadoimua 23. Kimanueckue wuccjaenoBanuss ¢aspl3 ¢ npuMeHeHHeM TogauuTHHHOA
B 103ax S mr u 10 Mr 1Ba pa3a B cyTkHu y nanuenToB ¢ AK

o o OCTAVE o OCTAVE o OCTAVE
Induction 1 Induction 2 Sustain

I'pynnsl gedyenus TopaunTnaué 10 mr | TopamnTnand 10 mr | TopaumTuand S mr

(ko3 puument JBa pa3a B CyTKH JABa pa3a B CyTKH JABa pa3a B CyTKH

PaHIOMU3AIHN) I[nanedo Ilnanedo TodpauuTuanoé 10 mr

“4:1) “:1) ABa pa3a B CYTKH

IIname6o
1:1:1)

KoauuecTtBo 598 541 593

BKJTFOUCHHBIX

MMaICHTOB

[IponomxkuTenbHOCTD 8 Henmenb 8 Hemenn 52 Henenn

HCCIICAOBAHUS

IlepBuunas  koHeunasi| Pemuccus Pemuccus Pemuccus

TOYKa OIICHKH

s dexTuBHOCTH

KntoueBbie BTOpHYHBIE| Y ITydllIeHUE BUAA| Y TydllIeHUE BUA| Y TydllIeHUE BUJIA

KOHEYHBIC TOYKHU | CTU3UCTOU TIPH | CIIU3UCTOMN TIPH | CIIU3UCTOM npu

o1ieHKH ()P PEKTUBHOCTH |IHTOCKOITHH SHIOCKOIIMHI SHIOCKOIIMHI
VcroiuuBas
pemuccus 6e3
MIPUMEHEHUS
KOPTUKOCTEPOUJIOB Y
MaIeHTOB c
peMuccuen Ha
HaYaJILHOM 3Talle
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S Bl o A W2

. e« OCTAVE . OCTAV AT H BN EFRVEDS]

Induction 1 Induction 2 Sustain
HesddexruBHas 51,3 % 52,1 % 44,7 %
MpEeAECTBYIOIIAs
tepanust UPHO
HesddextuBnocTh 74,9 % 71,3 % 75,0 %
IIPEALIECTBYIOLEH
Tepanuu
KOPTUKOCTEPOUAAMHU
HeaddextuBHocTh 74,1 % 69,5 % 69,6 %
IIPEALIECTBYIOLEH
Tepanuu
MMMYHOJIEIPECCAHTAMH
[Ipumenenue 45,5 % 46,8 % 50,3 %
KOPTUKOCTEPOUIOB
Ha HaYaJIbHOM JTaIle
Coxkpamenus: UOHO — uHrHOUTOp QakTopa HeKpo3a omyxonu; SIK — s3BEeHHBIN KOJIHUT.

Kpome Toro, 6e3onacHocTh U 3(pHEKTUBHOCTh TOGAIUTHHHOA OLIEHUBAIU B XOJ€ OTKPBHITOTO
nonrocpoyroro  uccnegopanusg-npogonkenus (OCTAVE  Open). Ilamuents, KoTopsie
3apepiimin 1 u3 uccnenoBanuit uHAyKnoHHO# Tepanuu (OCTAVE Induction 1 mniu OCTAVE
Induction 2), HO HE AOCTUIIM KIMHUYECKOTO OTBETAa, WJIM MAIUEHTHI, KOTOpPbHIE 3aBEPLININ
uccnenoBanue noaaepxxupatomieit repanun (OCTAVE Sustain) uiam 10CpoYHO BBILIUIA U3 HETO
u3-3a Hed((PEKTUBHOCTHU JieueHus, ObUIM MpUTroAHbl Uit y4yactus B ucciaegoBanun OCTAVE
Open. Ilamments:, yuactBoBaBmime B wuccienoBanuu OCTAVE Induction 1 wmm OCTAVE
Induction 2, y koTOpbIX HE ObUI JOCTUTHYT KJIMHUYECKUH OTBET depe3 & Helelb B paMKax
uccinenoBanust OCTAVE Open, uckmovanuce u3 uccinenaosanuss OCTAVE Open. Taxxe npu
BroueHun B uccienoBanne OCTAVE Open TpeGoBamoch MOCTENEHHOE YMEHBIICHUE 03B
KOPTUKOCTEPOUIOB.

Hanuvie no sgppexmusrnocmu undykyuu (OCTAVE Induction 1 u OCTAVE Induction 2)
[lepBuunoit koneuHoi Toukoii B uccnenoBanusix OCTAVE Induction 1 1 OCTAVE Induction 2
Obula 701 MAlMeHTOB B CTaJUHM PEMHCCUU Ha Hezene 8§, a KIYeBOM BTOPHUYHOW KOHEUHOU
TOYKOM ObLIA J0JIs1 MALMEHTOB € YIYYIIEHHEM BUAA CIU3UCTON 000JI0UKH MTPHU SHAOCKOIUYECKOM
UCCIIEI0OBaHUM Ha Henene 8. Pemucchio onpenensiin Kak KIMHUYECKYI0 PEMHUCCHIO (CyMMapHas
OllICHKa Mo mKajie Melo <2, mpuyeM HU OJUH OTIENIbHBII MOKa3aTellb HE MOXKET ObITh > 1) u
MoKa3aTeNib PEeKTAThHOTO KpoBoTeueHusi (. VYiydiieHue BHUAAQ CIM3UCTON OOOJOYKH TIpU
9HJO0CKOIIMYECKOM MCCIEA0BAHNN ONPEEISUIN KaK MTOKA3aTelb YHIOCKONMMYECKON YacTH IIKaJIb
0 wm 1.

B xome o6oux wuccienoBaHUil CyIIECTBEHHO OoJbIIast J0JS MalKWEHTOB, MOJy4aBLINX
ToaunTuHUO B 103¢ 10 Mr Ba pa3a B CyTKH, IOCTUIJIA PEMUCCHH, YIYUIIEHUS BUAA CIIU3UCTOM
000JIOUKH TIPU IHIOCKONMUYECKOM MCCIEIOBAHUM U KIMHUYECKOIO OTBETa Ha Heaene & Mo
CPaBHEHMIO C MAIlMeHTaMH, IPUHUMABIIUMH I11a11e00, KaK MOKa3aHo B Tabmuie 24.

P C3YyJIbTAThl  OLICHKH 3(1)(1)CKTI/IBHOCTI/I, OCHOBAHHBIC Ha IIOKa3aHHUAX OHAOCKOIIMK B
HCCIICOOBATCIILCKUX HEHTpaxX, COOTBCTCTBOBAIIM pPE3yJIbTaTaM, OCHOBAHHBIM Ha IIOKa3aHUAX
HeHTpaHLHOﬁ OHJOCKOIINH.

Ta6anna 24./lon1 ManMeHTOB, JOCTHIIIMX KOHEYHBIX TOYEK OLEHKH 3¢ dekTuBHOCTH,
Ha Heesie 8 (ucciaenoBanue OCTAVE Inductionl1 wu wuHcciaearoBaHue
OCTAVE Induction 2)
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DCTAVE Thductbnd | o oHoe 15 TaE]

HUccaenoBanue
HenTpanu3oBanubiii  aHaau3MecTHBIA aHaJIn3
pe3yJabTaTOB HAOCKONMUHN pe3yabTaTOB IHIOCKOMUMN
Koneunasi Touka IInaned6o |TopamuTunud (Ilnanedo |TopamuTuHnO
10 mr 10 mr
ABA pa3a B CYTKH JABA pa3a B CYyTKH
N=122 N =476 N=122 |N=476
Pemmccus® 8,2 % 18,5 %* 11,5% 24,8 %*
VYayumenue Buga ciauzuctou|15,6 % 31,3 %" 23,0 % 42,4 %*
TIPH SHIOCKONHH®
Hopmanuzanus Buaall,6 % 6,7 %* 2,5% 10,9 %*
CIIM3UCTOMN MPH SHIOCKOTUU"
Knunnueckuit oTBeT” 32,8 % 59,9 %* 34,4 % 60,7 %*
HUccnenopanne OCTAVE Induction 2
HenTpanu3oBanubiii  aHaau3|MecTHBII aHaJImn3
pe3yJabTaTOB HA0CKONHHI pe3yJabTaTOB HI0CKOIUMN
Koneynas Touka [nane6o |TopaumTtunudé (Ilnanedo TopauuTuHud
10 mr 10 mr
JABAa pa3a B CYyTKH JBa pa3a B CYyTKH
N=112 N =429 N=112 |N=429
Pemmccus® 3,6 % 16,6 %' 54 % 20,7 %'
VYayumenue Buga ciauszuctou|l1,6 % 28,4 %" 15,2 % 36,4 %*
TIPH SHIOCKONHH®
Hopmanuzanus Bugall,8 % 7,0 %* 0,0 % 9,1 %*
CIIM3UCTOMN MPH SHIOCKOTUU"
Knunnueckuit oTBeT” 28,6 % 55,0 %* 29.5 % 58,0 %*

*p<0,0001. 7 p<0,001.%p<0,05.

N — KOIHMYECTBO IIaIlMCHTOB B aHaHHSpreMOﬁ nonyJsinuu.

a

HepBI/I‘{HaSI KOHCYHAs TOYKa: PEMHUCCHUIO OIPCALCIIAIN KaK KIIMHUYCCKYIO PEMUCCUIO (OLICHKa o mkajae Metio

< 2, Mnpu4eM HU OANH OT,I[CJ'ILHBIf/‘I [I0Ka3aTejb HE MOKET OBIThH > 1) 1 NIOKAa3aTejib PEKTAJIIbHOTO KPOBOTCUCHUA

0.

KiroueBas BTOpUYHAA KOHCYHAA TOYKA: YIYUIICHUC BHUIA CIU3HUCTONH OO0OJIOUKH npu SHIAOCKOIMMUYCCKOM

HCCIICIOBAaHUN OTIPENeNSsITN KaK MoKa3aTelb dHIOCKONMWYECKON Y4acTH IIKaisl Meio, paBHbIi 0 (HOpMma wim
HeaKTHBHOE 3a00jeBaHue) win 1 (dpurema, ocnabieHue COCyIMCTOTO PUCYHKA).

MOKa3aTesh YHJOCKONIMYECKON YacTH mKaisl Metio, paBHbIi 0.

HopManmaumo BUJA CIIM3UCTON OO0O0JIOYKH IIpu  SHIAOCKOIIMYECKOM HMCCICIOBAHUN OIPEACTIAIN KaK

Knunnueckuid oTBET onpenensuii Kak CHUKEHHE OIIEHKU M0 IKaine Meio OTHOCUTENbHO UCXOJHOTO YPOBHSA

Ha > 3 Gayuta 1 > 30 %, conpoBorkAaroIieecs CHIYKEHHEM ITOKa3aTellsl PeKTAIFHOTO KPOBOTEUCHHMS Ha > 1 Oarn
WM a0COJTIOTHBIM TTOKa3aTesIeM PeKTaIbHOTro kpoBoTeueHus O mimu 1.

B o0eux mnoarpynmax mamueHTOB, KakK C MpeauiecTByoomeil HeapPpeKkTUBHON Tepamueil
unruoutopom ®HO, Tak u 6e3 Hee, y OoJblIeH 10U NallMEHTOB, IPUHUMABIINX TO(AUTUHIO B
no3e 10 mr aBa pa3a B CyTKH, OTMEUEHA PEMUCCHS U YIY4IlIEHHE BUA CIU3UCTOI 000I0UKH MTPH
SHJOCKOIMYECKOM HCCJIEI0BAaHUU Ha Henese 8§ M0 CPAaBHEHUIO C MalUeHTaMM, NPUHUMAaBIINMU

iane6o.
2 noarpynnamu (tabnuua 25).

910 pasiimuue MCEXKAY BapUaHTAMH TCpalivunu OBLIO COTJIACYOIIUMCAd  MCKIY
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Taoauna 25./Io1s1 NMaNMEHTOB, JOCTHUTLIMX nepﬁu%ﬁE%:Eﬁﬁg%ﬁgi Ef’d%%oﬁ

KOHEYHBbIX TO4YeK oueHkHM 3¢¢eKTHBHOCTH Ha HejeJse 8§, Mo moarpynmnam
Tepanuu uHruouropom PHO (ucciaenobanme OCTAVE Induction1 wu
ucciaegopanne OCTAVE Induction 2, neHTpaJu30BaHHBIA  aHAJIN3
pe3yJabTaTOB HA0CKONHH)

HUccnenoanne OCTAVE Induction 1
Koneynas Touka Inane6o TodpauuTuaud 10 mr
N =122 ABAa pa3a B CyTKH
N =476
Pemuccus®
C npenuectBytonieil HeappexkTuBHON Tepanueit | 1,6 % 11,1 %
unrudutopom ®HO (1/64) (27/243)
bes mpenmectByromeit HeapdexkTuBHON Tepanuu | 15,5 % 26,2 %
uaru6uTopom PHO® (9/58) (61/233)
YayuieHnue Buaa CIM3UCTON MpU SHIO0CKOTUHN”
C npenuectBytonieil HeappexkTuBHON Tepanueit | 6,3 % 22,6 %
unrudutopom ®HO (4/64) (55/243)
be3 mpenmectByromeit HeapdekTuBHON Tepanuu | 25,9 % 40,3 %
uaru6uTopom PHO® (15/58) (94/233)
HUccaenoanne OCTAVE Induction 2
Koneunasi Touka ITnanedo TopanmTuauo 10 mr
N=112 ABa pa3a B CYTKH
N =429
Pemuccus®
C mnpenmectByronieit Headdexrunoit Tepanueit | 0,0 % 11,7 %
unrudutropom ®HO (0/60) (26/222)
be3 nmpenmectByromeit HeadexkTuBHOI Tepanuu | 7,7 % 21,7 %
uarn6uropom PHO® (4/52) (45/207)
YayuieHnue Buaa CIM3UCTON MpU SHIO0CKOTUHN”
C mnpenmectByronieii HeaddexkTuBHO Tepanuelt | 6,7 % 21,6 %
unrudutopom ®HO (4/60) (48/222)
be3 mpenmectByromeit HeapdexTruBHON Tepanuu | 17,3 % 35,7%
narnéuTopom ®HO® (9/52) (74/207)

D®HO — daxTop HeKpo3a omryxoiH; N — KOJIMYECTBO MALMCHTOB B aHAIN3UPYEMOH TOMY SN,

2 PeMmccHI0 OMpeNesUId Kak KIMHUYECKYI0 peMHUCCHIo (OlleHKa mo mkaie Medo <2, mpuyeM HHU OJUH
OTZAEJBHBIN ITOKa3aTellb He MOXKET OBITH > 1) M MoKa3aTenb peKTanbHOro kpoBoteueHus 0.

BxitiodeHs! manyeHTsl, KOTOPBIE paHee He Molydany jJedeHnst uarnontopom GHO.

VYirydieHne BHIa CIU3UCTOW 00ONIOYKH NMPH 3HIOCKOMMYECKOM HCCIIEOBAHUN ONPENEIsUIN KaK IOKa3aTesb
SHIOCKOITMYECKOM YacTH mIKaibl Mefio, paBHbI 0 (HOpMa WM HEaKTHBHOE 3aboieBaHue) mwin 1 (dpurema,
ocJabJIieHne COCYIUCTOI0 PUCYHKA).

Ve Ha Hezene 2, BO BpeMsl MEPBOro IUIAHOBOI'O BU3UTA B MCCIEAOBAHUH, a TAKXKE HA KAXIOM
[OCJEIYIOEeM BHU3UTE HAOMIONANNUCh CYIIECTBEHHbIE pa3iIu4Ms MEXIy NalueHTaMH,
noJyiyyaBuMu ToauntuHu6 10 Mr 1Ba pa3a B CyTKH, U NAL[UEHTaMH, [TOJIy4aBIIMMU IU1aledo, B
BEIIMYUHE U3MCHEHUS OTHOCHUTEIIBHO HCXOJHOIO YpPOBHsS  IIOKa3aTelled PEKTaIbHOIO
KPOBOTEYEHMS U YaCTOTHI CTYJIA, & TAK)KE B OLIEHKE M0 YaCTUYHOM 1mKaie Mero.
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Ilooodepacusarowan mepanus (OCTAVE Sustain) (MOCNEAQCBATENEHOCTE 0006)

[TanmeHTHI, KOTOPBIE 3aBEPIIMIIM 8 HEZIETb B OJJHOM M3 MCCIEAOBAHUN MHIAYKIMOHHOW Tepanuu
U JIOCTUTTN KIMHUYECKOTO OTBETa, OBLTM TOBTOPHO PAaHIOMH3UPOBAHBI B HCCIEIOBAaHUE
OCTAVE Sustain; 179 u3 593 (30,2 %) manwieHTOB HAaXOAWIWCh B CTaIUU PEMHCCHH Ha
HavansHOM 3Tarre B ucciegosanuun OCTAVE Sustain.

[TepBuunoii koneuHoii Toukoil B mccnenoBanun OCTAVE Sustain Obima J07s MalMEeHTOB B
CTaJuy PEMUCCHH Ha Hexele 52. bpuin onpeneneHbl 2 KIYEBbIe BTOPUYHbBIE KOHEUHBIE TOUKU:
J0JI1 TALUEHTOB C YIYYIICHUEM pPE3YJIbTaTOB IIPU JHAOCKOIHMYECKOM MCCIEJOBAaHUU HA
Hezene 52 ¥ 1015l MallUeHTOB C YCTONYMBON peMuccuen 6e3 MpUMEeHEHHsI KOPTUKOCTEPOHUI0B Ha
Hezene 24 v Ha Henene 52 y NalMeHToB B CTaAUM PEMUCCUU Ha HA4YaJIbHOM dTale MCCIEA0BaHUs
OCTAVE Sustain.

CymiecTBeHHO OosiblIasi 10Ji NAllMEeHTOB B IPpyIax Tepanuu TopauuTuHUOOM B J103€ 5 MT JBa
pa3a B cyTkd u 10 Mr aBa pasza B CyTKM JOCTHUTaJa CIEIYIOIIMX KOHEYHBIX TOUEK Ha Hexene 52
10 CPAaBHEHUIO C MallMEHTaMU, OJy4YaBUIMMHU IUI1a1e00: peMUCCHUs, YIydllleHuEe BUA CIU3UCTON
000JIOYKH MPH SHAOCKONNYECKOM HCCIIEJOBAHNH, HOPMATIU3ALMS BUA CIIM3UCTON 000JI0UKH MTPH
SHJOCKONUYECKOM HCCIEJOBAaHUM, COXPAHEHHE KIMHUYECKOIO OTBETA, PEMHUCCHS y NMALUEHTOB
B CTaJUM PEMHUCCHMM HA HAyaJbHOM »dTalleé M YCTOHYMBas pemuccusi 0e3 NpHUMEHEHHUs
KOPTUKOCTEPOUIOB Ha HeNENsIX 24 1 52 y MaueHTOB B CTAJIMM PEMUCCUU HA HAYAJIBHOM JTarle,
Kak [oKa3aHo B Tabuuie 26.

Tabanna 26. lossi manueHTOB, NJOCTHITINX KOHEYHBIX TOYEK OLECHKH 3¢ eKTHBHOCTH,
Ha Hegese 52 (ucciaenopanue OCTAVE Sustain)

HenTpanu3oBaHHbIA anainu3 MecTHBI  aHAJU3  pe3y]bTaTOB
pe3yJabTaTOB HI0CKOIUH IHAOCKONUH
Koneunas Inaned | Topauutunu | Topanurunn [lnauned|Topauutunu  Topauurunn
TOYKA 0 ] 0 0 0 0
N=198|5 mr 10 mr N=198|5 mr 10 mr
ABa paszajaBa pa3a B ABa pa3a B[ABa pa3a B
B CYTKH CYTKH CYTKH CYTKH
N=198 N=197 N=198 N=197
Pemuccus® 11,1 % 34,3 %* 40,6 %* 13,1 % 39,4 %* 47,7 %*
VYayumenue 13,1 % |37,4 %* 45,7 %* 15,7 % |44,9 %* 53,8 %*
BHJA CJIM3HUCTOH
pu
SHIOCKOTHH®
Hopmanmzamust 4,0 %  |14,6 %** 16,8 %* 5,6 % 22,2 %* 29,4 %*
BHJA CJIM3UCTOM
pu
SHAOCKONIUU®
Coxpanenue 20,2 % (51,5 %* 61,9 %* 20,7 % [51,0 %* 61,4 %*
KJIIMHUYECKOTO
oTBeTa
Pemuccus y|10,2 % [46,2 %* 56,4 %* 11,9 % |50,8 %* 65,5 %*
MAIMEHTOB B
cTaauu
pemuccuu Ha
Ha4yaJlbHOM
srane® °
YcroluuBas 5,1% (35,4 %* 47,3 %* 11,9 % (47,7 %* 58,2 %*
pemuccusi  6e3
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KOPTUKOCTCPOUL
OB Ha HeJnensax 24
1 52 y NalueHToB
B cTaauu
peMuccun Ha
Ha4YaJIbHOM
srane™°
Pemucenst  6e3(10,9 % (27,7 %' 27,6 %' 13,9% (32,7 %' 31,0 %'
pueMa
KOPTUKOCTEPOU]L
OB Yy MAaUCHTOB,
IMPpUHUMAaBIIHUX
KOPTUKOCTEPOU]L
bl Ha HAYAJIbHOM
stame® ™
*p<0,0001. ** p<0,001. ¥ p<0,05 mst TopanuTHHUOA B CPaBHEHHH C IIAIE0O.

N — KOJIM4YeCTBO MAlMEHTOB B aHATU3UPYEMOU MOMYIISIINH.

2 PeMmccutio onpenensuii Kak KITMHIYECKYI0 peMUCCHIO (OIIeHKa 1Mo miKane Meio < 2, mpuueM HU OJIMH OTEIbHBIN
MoKa3aTeb He MOXKET OBITh > 1) B Mmoka3aTeb peKTaIbHOTro KpoBoTedeHus 0.

Vayunienue BUIA CIU3UCTONH OOOJIOYKH MPHU IHIOCKOMHMYECKOM HCCIECIOBAHMH OMpPENENsId KaK ToKa3aTelb
SHJIOCKONMYECKONW YacTH mIkanbl Meiio, paBHbl 0 (HOpMa WiIM HeakTHBHOe 3aboieBaHue) wnn | (3purema,
ocnalJIeHne COCYIUCTOTO PUCYHKA).

Hopmanu3zamuro Buia CIIM3UCTON 000JI0YKH MPH YHIOCKOITIMYSCKOM UCCIICIOBAHIH OTPEACTIIIN KaK IMOKa3aTelb
9HAOCKOMUYECKON yacTu 1ikansl Meito, paBHslii 0.

CoxpaHeHHe KIMHIYECKOTO OTBETa ONPEIESIIIN KaK CHIDKCHHE OLICHKH Mo mKane Meiio Ha > 3 6amta u > 30 %
OTHOCHTEITFHO HCXOAHOTO YpOBHS B uccinenoBanuu nHAyknnoHHo# Tepamuu (OCTAVE Induction 1, OCTAVE
Induction 2), compoBoxkaarorieecs CHIKEHHEM OTICIBFHOTO IIOKA3aTels PeKTaIbHOIO KPOBOTCYCHHUS Ha > 1 Oarmn
WA TIOKa3aTeleM PEKTabHOTO KPOBOTEUYCHUs, paBHBIM ( mimu 1. YV ManmueHTOB NOHKEH OBUT HAOIIOAATHCS
KIIMHUYECKHUI OTBET Ha HaYaJIbHOM dTare uccieaoBanus noaaepxkusatomnieit repanun OCTAVE Sustain.

A YcroluuBYIO0 peMucchio 0e3 mpueMa KOPTHUKOCTEPOWJIOB OIPEeNesuld KaKk PEeMHUCCHIO 0e3 TpUMEHEHHs
KOPTHKOCTEPOHIOB B TeUEHHE KaK MUHIUMYM 4 HeIeNb 10 BU3UTA Ha HeAemsx 24 u 52.

N =59 mnsa mmane6o, N = 65 g TopanutuHba B 103€ S Mr 1Ba pasa B cyTkd, N = 55 s TodanutuHnba B 103¢
10 Mr gBa pa3a B CyTKH.

N =101 mns mane6o, N =101 ais rodanurnanba B 103e 5 Mr n1Ba pasa B cyTku, N = 87 mist Topanutniuba B
no3e 10 Mr gBa pasza B CyTKH.

B o0eux mnoarpynmax mamuMeHTOB, KakK C MpeauiecTByoomeil HeapPekTUBHON Tepanueil
unruoutopom ®HO, tak u Oe3 Hee, y Oosblied AOAM MHAlMEHTOB, NPUHUMABIIUX JIHOO
To(aunuTUHUO B 103€ 5 M [1Ba pasa B CyTKH, OO ToauuTuHuO B 103¢ 10 Mr 1Ba pas3a B CyTKH,
OTMEYEHO JOCTIKCHHE CIEAYIOIINX KOHEUHBIX To4yeK Ha Hepene 52 uccinenoBanus OCTAVE
Sustain MO CpaBHEHUIO C MAalMEHTaMH, MOJIYYaBUIMMHM IJanebo: peMHcCHusi, YIydlleHHE BHIa
CIIM3UCTON OOOJIOYKH NPU IHIOCKOMMYECKOM HCCIEJIOBAHUU WM YCTOWYMBAs peMuccHus 0e3
IpUeMa KOPTHKOCTEPOUJOB Kak Ha Hexese 24, Tak W Ha Henene 52 y NalMEHTOB B CTaJuU
peMUCCHM Ha HavajlbHOM JTame (tabiuua27). DTO pa3iuyhe B pe3ysbTaTrax Tepamnuu o
CpaBHEHHIO ¢ I1ane0o ObUIO CXOAHBIM JJIS TPYIII, MOJTYy4aBIIMX TOGAUTHHUO B JJ03€ 5 MT /1Ba
paza B cyTku U TogauutuHuO B fo3e 10 Mr aBa pa3a B CyTKM B MOATPYIIE MalUEHTOB O€3
npezmecTBytone HeahdexkTuBHoi Tepanuu uHruOutopom ®HO. B nmoarpymme manueHToB ¢
npenuiecTpyromei HeaddexTuBHoM Tepanueir uHruomtopom ®HO Habmronaemas pasHHlla B
pe3yibTaTax Tepamuu MO CpPaBHEHUIO ¢ Iulanebo Obla YHMCICHHO OOJbIlle ISl TPYIIIBI
TopanuTHHNOAa B 103¢ 10 MI 1Ba pa3a B CyTKH, 4eM IS TpyMIbl TopauuTuHuba B 103€ 5 MI 1Ba
paza B CyTKH, Ha 9,7-16,7 IpOLEHTHBIX IYHKTa MO MEPBUYHBIM U KIIIOUYEBHIM BTOPUYHBIM
KOHEYHBIM TOYKaM.
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Taoauna 27./Io1s1 NMaNUEHTOB, JOCTHTLIMX nepﬁu%ﬁE%:Eﬁﬁg%ﬁgi Ef’d%@oﬁ

KOHEYHBIX TOYeK OleHKH 3(PPeKTUBHOCTH HA Hedesie 52, Mo MoArpynmnam
Tepanuu  uHruouropom DO®HO (uccaenoBanume OCTAVE  Sustain,
HEHTPAJTU30BAHHBII aHAJIU3 Pe3yJIbTATOB IHI0CKONNH)

Koneuynast Touka IInanedo | TopauuTuHud TopaunTuHuO
N=198 Swmr 10 mr
JBa pa3a B CYTKH | IBa pa3a B CYTKH
N =198 N=197
Pemuccus®
C npexamecTsytommeit | 10/89 20/83 34/93
Hea(pPEeKTUBHOMN tepanueit | (11,2 %) (24,1 %) (36,6 %)
unruoburopom PHO
bes npenmectytomeit | 12/109 48/115 46/104
HedPDEKTUBHOM teparnuu | (11,0 %) (41,7 %) (44,2 %)
naru6uropom PHO®
VYiyunieHue BUia CIM3UCTON IPU SHJOCKOINH®
C npenuecrsytomeit | 11/89 25/83 37/93
HedPPEKTUBHOM tepanueii | (12,4 %) (30,1 %) (39,8 %)
unrudutopom ®HO
bes npenumecTytouiei | 15/109 49/115 53/104
HedPPEKTUBHOMN teparmu | (13,8 %) (42,6 %) (51,0 %)
unru6uropom ®HO°
YcroitunBas pemuccust 6e3 mpuemMa KOPTUKOCTEPOUIOB Ha Henensx 24 u 52 y mauueHToB B
CTaJUH PEMHUCCHHU Ha HAUYaJIbHOM dTare’
C npezmecTsytomeit | 1/21 4/18 7/18
Hea(hpexTUBHOM tepanueit | (4,8 %) (22,2 %) (38,9 %)
unruouropom PHO
bes npenuecTByromei | 2/38 19/47 19/37
HedPEKTUBHOM tepanuu | (5,3 %) (40,4 %) (51,4 %)
naru6uropom PHO®

D®HO — daxTop HeKpo3a omryxoiH; N — KOJIMYECTBO MALMCHTOB B aHAIN3UPYEMOH TOMY SN,

2 PeMmccHI0 OmpeNesuId Kak KIMHUYECKYI0 peMHUCCHIO (OlleHKa mo mkaie Medo <2, mpuyeM HHU OJUH
OTIIEJIHHBIN TIOKAa3aTeNb HE MOXKET OBITh > 1) U MoKa3zarenab peKTaabHOro KpoBoTeueHus 0.

BxitioueHs! manyeHTsl, KOTOpBIe paHee He Molydany jJedeHnst uarnonropom GHO.

VYirydieHne BHIa CIU3UCTOW 00ONOYKH NMPH 3HIOCKOMMYECKOM HCCIIEOBAHUN ONPENEISUIN KaK IOKa3aTesb
SHIOCKOITMYECKOH YacTH mIKaibl Metio, paBHbI 0 (HOpMa WM HeaKTHBHOE 3aboieBaHue) win | (dpurema,
ocJIabJIeHne COCYIUCTOI0 PUCYHKA).

YcroiunByo pemuccHio 0e3 mpruemMa KOPTHKOCTEPOHMIIOB OMNPENENISUIM KaK PEMHCCHI0 0e3 MpPUMEHEHHS
KOPTHUKOCTEPOHIOB B TeUEHHE KaK MUHIUMYM 4 HeIeNb 10 BU3UTA Ha HeAemsx 24 u 52.

Jons mauuMeHTOB B 00eux rpymnmax JjedeHuss TohauuTHHHUOOM, y KOTOpBIX JIeYEHHE ObLIO
Hed3(pPeKTUBHBIM, OblIa HUXKE IO CPABHEHHUIO C MALlMEHTaMH, IPUHUMABIIUMH I1J1a11e00, B KX 101
BPEMEHHOM TOYKE HAYMHAsl C HEIENIW 8§, IEpPBOM BPEMEHHOM TOYKH, KOIZAA OLEHUBAIIN
He3(pPEeKTUBHOCTD JIEYSHHUS, UTO MMOKA3aHO Ha PUCYHKE 2.
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Pucynok 2. Bpemsi 10 koHncraranuu ¢gaxra Head)(_[)eﬂ:n:ﬁ'i{])i‘ﬂi"ﬂéﬁeﬁnh B-wccTeN0BAHNT

COOTBETCTBYET 3KCMEPTHOMY OTUETY

noaaep:;xkuBawouieil tepanun OCTAVE Sustain (kpuBbie Kansiana — Meiiepa)

0,8
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BPEMSA 0O HEYOAYU NEYEHUA (HEOQEND)
— TO®AUMTUHUB SMIr ———— TOOAUNTUHUB 10 MF  -—------- NNAUEBO

2 plcyr 2 plcyr

p <0,0001 mst topanmTrHIOA B 103€ 5 MT 1Ba pa3a B CyTKH B CPaBHEHUH C TU1areoo.

p <0,0001 ans TopanuruHuba B 03¢ 10 Mr 1Ba pa3a B CyTKU B CPAaBHEHMH C I1J1a11e0o.

2 p/cyT — nBa pasa B CyTKH.

HesddexTuBHOCTH IeueHus ONpeneIsif Kak yBeJInueHHe OlIeHKH 1o mkaie Meiio Ha > 3 Gayia
OTHOCUTENIbHO  HMCXOJHOTO YypOBHS B  HCCIEJOBaHUM  MOJJEPKHUBAIOIIEH  Tepamuu,
COIIPOBOJKIAIOIIEECS] YBEIMUYEHUEM IOKa3aTelsl PEeKTaJbHOI0 KPOBOTEUYEHHs Ha > 1 6amn u
YBEJIMYEHUEM MOKa3aTesl YHI0CKOIMMYECKON YacTH IIKaJbl Ha > 1 6ajul, B pe3ysbTaTe KOTOPOro
a0COIIIOTHBIN MOKA3aTeNb YHAOCKOIMMYECKON YaCTH LIKAJIbl JOCTUraJl 3Ha4eHUs > 2 6aJljIoB HOCIe
MUHUMAaJIBbHOMN JJUTENbHOCTH JICYEHUS B UCCIIEIOBAaHUM 8 HE/IETIb.

HUcxoowl, ceazannvle ¢ cocmosanuem 300p08bs U Ka4ecmseom HCUsHu

[Ipu npumenenun todanutuHbOa B 03¢ 10 Mr Ba pa3a B CyTKH MPOJEMOHCTPUPOBAHO Ooiee
BBIPQKCHHOE YITYUIICHHE OTHOCHTEIHHO HCXOJHOTO YPOBHS IO CPaBHECHHIO C NMPHUMECHEHHEM
ianedo Mo cyMmapHoMy 0amny GU3NYECKOro KOMIIOHEHTAa U CYMMapHOMY Oajlly MCUXHYECKOTO
KOMITOHEHTA, a Takke Mo BceM § pazzaenam onpocHuka SF-36 B nccienoBaHusaX MHAYKIIMOHHON
teparmuu (OCTAVE Induction 1, OCTAVE Induction 2). B uccienoBanuu mopaepKuBaroien
tepanuu (OCTAVE Sustain) npu npumeHeHnr TopanuTHHAOA B 03€ 5 MT B pa3a B CyTKHU WIH
todaruTrarOa B 103¢ 10 Mr 1Ba pasza B CyTKH MPOJIEMOHCTPUPOBAHO OOJIEe CTOIKOE COXpaHEHHE
VIYYIICHUS TI0 CPAaBHEHHUIO C MPUMEHEHWEM IUIanedo Mo CyMMapHOMy Oainy (u3ndeckoro
KOMIIOHEHTa U CyMMapHOMY OaJlly MCHUXWYECKOT0 KOMIIOHEHTa, a TaKkKe MO0 BCeM 8 paszzenam
onpocHuka SF-36 Ha neznene 24 u nenene 52.

B uccnenoanusx unaykunonHou tepanuu (OCTAVE Induction 1, OCTAVE Induction 2) npu
npuMeHeHud TodauuTHMOa B mo3e 10 Mr aBa paza B CYTKM NpPOJEMOHCTPUpPOBAHO Oosee
BBIpQXCHHOE YJIy4ylIeHHE Ha HeJesle § OTHOCUTEIbHO HCXOAHOIO YPOBHS IO CpPaBHEHUIO
C MPUMEHEHHUeM I1areo Mo CyMMapHOi oLleHKe U OajuiaM Mo BceM 4 pasjesiaM ONpPOCHUKA IS
MAalMeHTOB C BOCHAIMUTEIbHBIMU 3a0oneBanusMu kumedHnka (Inflammatory Bowel Disease
Questionnaire — IBDQ) (cuMnToMbl €O CTOpPOHBI KHUIIEYHHMKA, CHCTEMHas (yHKIHA,
SMOLIMOHANbHAS (DyHKUMA W couuanbHas QyHkuus). B uccnenoBanuu mnojjep:kuBaromien
tepanuu (OCTAVE Sustain) npu npuMeHeHnH TopauuTHHUOA B 103€ 5 MI' /1BA pa3za B CYTKH UJIH

64




COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.12.2024 N= 27300

toauutHMOa B 103e 10 Mr 11Ba pa3a B CyTKHU I JoneMoﬁgl[;lfr-bggalfg %531_&]% F:lc;eTC_%)nggﬁgHHe

yIy4LIEHHUS 110 CPAaBHEHUIO C IPUMEHEHUEM I11ae0o0 1Mo CyMMapHOU OlleHKe U OaiiaM Mo BceM
4 paznenam onpocHuka IBDQ Ha Henene 24 u Henene 52.

Taxoke B McCIeIOBaHUAX KaK MHIYKIMOHHOM, TaK U MOJIEPKUBAIOIIECH Tepanuy HaOIr0aIuch
YIIYYIIEHUS! OLIEHKH 10 €BPONEHCKOMY OIPOCHUKY OLEHKHM KayeCTBA XKU3HM IO 5 MOKa3aTessiM
(EuroQoL 5-Dimension — EQ-5D) u orieHKH 10 pa3inuyHBIM pa3zenaM onpocHuka «Hapymienue
TPYAOCIIOCOOHOCTH U TIOBCEAHEBHOW JeATENbHOCTH Tpu si3BeHHOM konute» (WPAI-UC)
10 CPAaBHEHUIO C IU1aneoo.

Omkpwvimoe ucciedosanue-npooondicerue (OCTAVE Open)

[TanmenTam, y KOTOpBIX HE OBUI JOCTUTHYT KIMHUYECKUNW OTBET B OJHOM W3 HCCJICIOBAHHMA
uaaykuuoHHoi tepanuu (OCTAVE Induction 1 unn OCTAVE Induction 2) nocne 8 Henenb
Tepanuu ToparuTUHUOOM B j03¢ 10 Mr nBa paza B CYTKH, pa3pemiajoch NPHUHATh y4acTHE B
oTkpbIToM HccienoBanuu-npogorkeHun (OCTAVE Open). Ilocie 1ononHUTENBHBIX 8 HENENb
tepanuu TodanmuTuHIOOM B 03¢ 10 Mr ABa pasa B cyTku B uccienoBann OCTAVE Open y 53 %
(154/293) nanueHTOB OBLT TOCTUTHYT KIMHUYECKUN OTBET, a 14 % (42/293) manneHTOB JOCTUTIIN
peMHucCHH.

Jlis manueHToB, y KOTOPBIX OBbLI JOCTUTHYT KJIMHUYECKUH OTBET B OJIHOM M3 HCCIEAOBaHUMN
unaykiuonHoi tepanuu (OCTAVE Induction 1 unu OCTAVE Induction 2) npu npuMeHeHUH
todaruTuHuba B 103e 10 Mr aBa pas3a B CyTKH, HO OTMe4YeHa HE3(PPEKTUBHOCTD JICUEHUS MOCIIE
YMEHBIICHHUS 103bl TopauuTHHUOA 10 5 MI JIBa paza B CYTKU WJIM TOCJIE NPepbIBaHUs TEparuu
B uccnenoanuu OCTAVE Sustain (T. e. mocne paHaoMu3aluy B Tpynmy Iwiarnedo), mos3a
toauuTHMOa Obla yBesnnueHa a0 10 mMr nBa pasa B cytku B uccienoBanuu OCTAVE Open.
[Tocne 8 Henenb npuMeHenus: topanuTuHuOa B 103¢ 10 Mr 1Ba paza B CyTKM B UCCIIEJOBAHUU
OCTAVE Open pemuccus Obima pocturayra y 35 % (20/58) manueHTOB, MOTyYaBIIMX
TopanTHHUO B 103€ 5 MT ABa pa3a B cyTku B uccienoBanuu OCTAVE Sustain, u'y 40 % (40/99)
NAlMEHTOB, Y KOTOPHIX JiedyeHue npepbiBanock B uccienoBanu OCTAVE Sustain. B mecsie 12
B uccienoBanuu OCTAVE Open pemuccus 6pu1a nocturayra’y 52 % (25/48) u 45 % (37/83) atux
NAlMEHTOB COOTBETCTBEHHO.

Kpome toro, B mecsaue 12 B uccnenopannu OCTAVE Open y 74 % (48/65) manueHTOB,
JOCTUTIINX pemuccuu K okoHyaHuto wuccienoBanuss OCTAVE Sustain mpu npuMeHeHUU
toauuTHHMOA B 103€ MO0 5 Mr JBa pas3a B CyTKH, Tub0 10 Mr nBa pasa B CyTKH, COXpaHsJIach
CTaus PEMHUCCHHU MIPU IPUMEHEHUH TOPAUTUHUOA B 103€ 5 MT /IBa pa3a B CYTKH.

C€THU

EBporefickoe areHTCTBO 10 JISKAPCTBEHHBIM CPEJICTBAM OTCPOYMIIO BBITTOJIHEHUE 0053aTeIILCTBA
0 MPEJOCTABICHUH PEe3YJIbTaTOB HCCIENOBAaHUI TpUMEHEHUs TohaluuTHHHOA B OJIHON WU
HECKOJBKUX CY6HOHy.H$[III/I$[X ManUCEHTOB ACTCKOTO BO3pacCTa IpU APYTUX OoJtee PEAKUX THUIIAX
IOBEHWJILHOTO UMONIATHYECKOTO apTPUTA U I3BEHHOTO KOJUTA (CBEACHUS O MPUMEHEHHH y AeTel
CM. B pazzene 4.2).

THonuapmukynapuwiii I08eHUNbHBIU UOUONAMUYECKUL apmpum U 08eHUIbHbll [1cA

[Iporpamma ¢a3zel 3 Todaruruauda mist neueHuss KOMA cocrosiia U3 0OIHOTO 3aBEpUICHHOIO
uccnenoBanust ($aszel 3 (uccnenoBanue JIA-I [A3921104]) u omgHOrO MPOAOIKAIOIIETOCS
JOJTrocpovyHoro npoaosnkeHus uccienoBanus (A1) (A3921145). B stu uccrnenoanust 6bun
BKIIIOYEHBI cienyromme noarpynmnsl FOUA: mammentsl ¢ RFT wnmm RF™ momuaprputom,
pacIpoCTpaHEHHBIM OJIUT0apTPUTOM, cucTeMHbIM KOMA ¢ akTHUBHBIM apTPUTOM M OTCYTCTBHEM
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MOATPYIIBI TAIUEHTOB C IOBEHWIHHBIM [ICA M SHTE3UT-aCCOLMUPOBAHHBIM apTpuToM (DAA).
OpHako momynsAuus, Mo KoTtopoi oueHuBanu 3¢ ¢dextuBHocTs npu NHOUA, BKIIOYaeT TONBKO
noarpymnbsl ¢ RFY wim RF moamapTpuroM WM paclpOCTPaHEHHBIM  OJIMTOAPTPUTOM;
pE3yJbTaThl, OJIYYEHHbBIE B OArPYIIE NAUEHTOB ¢ cucTeMHbIM TOMA ¢ akTUBHBIM apTpUTOM
U OTCYTCTBHEM TEKYIIUX CHUCTEMHBIX CHUMOTOMOB, OblIM HeyOemutenbHbl. IlanueHtsr ¢
I0BEHWIbHBIM [ICA BKIIOYEHBI B OTJENIbHYIO MOJATPYIITY OLEHKH YPPeKkTUBHOCTH. [lanmeHTs! ¢
DAA He BKIIIOYAIOTCS B aHAINU3 3(PPEKTUBHOCTH.

Bce mogxonsmue mamueHTsl B uccienoBanun JIA-I momyyanu taGnetku TodanutuHnba S5 M,
HOKPBITHIE JICHOYHOW 000JIOUKOM, B OTKPBITOM JOCTYNE JBa pa3a B CYTKH WJIM SKBHBAJCHT
pacTtBopa TodanuTHHIOA AJIs epOopaIbHOro MprUeMa B IepecueTe Ha Maccy JiBa pas3a B CYTKH B
TedyeHue 18 Henenb (MOAroToBUTENbHAS (ha3a); MALMEHTHI, Y KOTOPHIX B KOHIIE OTKPBITOM (ha3bl
ObL1 tocTUrHYT 1o KpaiiHel mepe orBeT ACR30 npu FOUA, 6p1mu pangomusuposansl (1 : 1) ans
npuema TabJeTOK, MOKPBITHIX IUIEHOYHOH 000JI0YKOHM, MO 5 Mr akTHBHOro TO(MAIUTHHUOA,
NEepOpaibHOTO pacTBopa TodauuTUHMOAa WM Iuianebo B 26-HenenbHOW ABOWHOM ciemnoi
ianebo-koHTponupyemoit dase. [lanmentsl, kotopsie He Jocturian orBeta ACR30 mpu FOMA B
KOHIIE OTKPBITOM MOJArOTOBUTENBHOM (pa3bl WM HCHBITANU €AMHUYHBIA 3MU30/ 00OCTPEHUs
601e3HM B J11000€ BpeMsi, ObLIIM UCKIIIOUYEHBI U3 UCCIIE0BAaHUS. B OTKPBITYIO IOJTOTOBUTEIBHYIO
a3y OblTM BKIIOYEHBI B 00mIel cioxHocTH 225 nmanueHtoB. M3 nux 173 (76,9 %) mauuenra
HOJXOAWIMN JUIsl paHAOMH3ALMM B JBOMHYIO ciemyro (azy ains nmpuema TabJeTOK aKTUBHOIO
TopanMTUHUOA 5 MI, MOKPBITHIX IJIEHOYHOW OO0OJOYKOH, WJIM S3KBUBAJEHTA IEPOPATbHOIO
pacTBopa TodanUTHHUOA B IIepecueTe Ha Maccy JABa pas3a B cyTkd (n = 88) wiu mianedo (n = 85).
58 (65,9 %) marmmenToB B rpymme Todanutuanba u 58 (68,2 %) manueHToB B Tpymme Iianedo
npunumanu MT Bo Bpems 1BOIHOM cienoit (a3bl, 4To ObUTO pa3perieHo, HO He 00s13aTeNbHO
COIVIACHO IPOTOKOITY.

133 nanmenta ¢ mOUMA [RF" wim RF monmapTpur W pacmpOCTpaHEHHBIH OJUTOApTPUT)
U 15 manueHToB ¢ (oBeHWIbHBIM IICA ObUIM paHAOMH3UpPOBaHBI B JABOHHYIO clemylo ¢asy
UCCJIEIOBaHMS U BKJIIOUEHBI B aHaNU3 3 (HEKTUBHOCTH, NPEACTABICHHBIA HUXKE.

Ilpusznaxu u cumnmombl

3HauynTeNbHO MeHbINas 1075 nanueHToB ¢ NlOMA B uccnenoBanuu JIA-I, nonyvasmux Tabnerku
TopanTUHUOA 5 MI, MOKPHIThIE IUICHOYHOM 000JO0YKOH, ABa pa3a B CYTKH WM 3KBUBAJICHT
HEepOPaNbHOrO pacTBOpa TopanuTUHIOA B IEepecyeTe Ha Maccy JiBa pa3a B CyTKH, 000CTpUiIach
Ha Hezese 44 1Mo CpaBHEHHIO ¢ MalMeHTaMH, MOJIyYaBIIMMU Iulanebo. 3HAUMTENbHO OOJbllas
nonst manentoB ¢ mFOMA, monywaBmux TabueTku ToQauuTHHMOA, MOKPBITHIE IJICHOUYHOM
000JI0YKOM, TI0 5 MT, HWJIK TIEpOpaTbHBINA pacTBop TodamuTrHMOa, nocturia oreetoB ACR30, 50
u 70 mpu IOUA 1o cpaBHEHHIO C MalUEHTaMH, NOJYy4YaBIIMMH Iutanebo Ha Hezene 44
(Tabmuma 28).

Bo3nukHoBenue oboctpenust 3abosneBanuss u pe3yiabTarel ACR30/50/70 mpu HOUMA Obuin
OnmaronpusTHBIMH Ui ToauuTHHUOA B 7103€ 5 MT J]Ba pa3a B CYTKH 10 CPaBHEHHUIO C IJanebo
npu noarunax RF monmaprpura, RF -nonmaprpura, pacpocTpaHEHHOro OIUroapTpuTa u rollcA
npu FOUA 1 cooTBeTCTBOBaJIM TAKOBBIM IS BCEil HCCIeyeMON MOMYJISAILUH.

Bo3uukHoBenue oboctpenust 3abosneBanuss u pesyiabTarel ACR30/50/70 mpu HOUMA Obuin
OMaronpusATHBIMH JUIS JieueHHs] TOPauuTHHUOOM B J103€ 5 MI' JIBa pa3a B CYTKH IO CPaBHEHUIO
¢ ane6o ans nauueHtoB ¢ nFOMA, koTopsie nonyyanu TopauTHHUO B 103€ 5 MT JBa pa3a B
cyTku ¢ ogHoBpeMeHHbIM npueMoM MT B nenb 1 [n=101 (76 %)] u Te, kTO mMOMydYan
MoHoTepanuio TodarmutuauooM [n = 32 (24 %)]. Kpome Toro, yactora o6ocTpeHus 3a001eBaHuUs
u pe3ynbTaThl ACR30/50/70 mpu FOUA taxoke Obuin 01aronpusTHEIME A7t TOGaIlUTHHUOA B 103€
5 Mr JBa pa3a B CyTKHU 10 CpaBHEHHIO ¢ anedo 11t nanueHToB ¢ nlOWA, koTopsie panee numenu
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onbIT npuMenenust 6BIIPIT [n=39 (29 %)], u_Tex, KI'\gl Qgﬁggﬂg%ﬁﬂ&ﬁ%‘ﬁf@ﬁ:ﬂ?é 94

(71 %)].

B ucciienopannu JIA-I Ha Heene 2 oTKpBITOM oATOTOBUTENBHOM (ha3bl otBeT ACR30 mpu FOUMA
y nauuenToB ¢ NFOMA cocrasui 45,03 %.
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Ta6auna 28. Ileppuynbie W BTOPHYHBIE Koneqnéﬂ':'¥olﬁeﬂ':’%ﬁl&ﬂk@ﬁ%ﬁ%ﬂnn

y nauuentoB ¢ mnIHOUA wHa Hegened4* B wuccaenoBanuu HOUA-I
(Bce 3navenns p < 0,05)

o IlepBuunasn * Pasnuna 1o
KOHe4YHasi Touka (¢ CPAaBHEHUIO
KOHTpOJIeM OmNOKH | ® I'pynna . Yacrora c mpueMoM  1uianedo
I pona) JieYeHust BO3HMKHOBeHMA | (95%-nb1ii JIN) (%)
Yacrora oboctpenuit | TopanutuHuO B |28 % —24,7 (-40,8; -8,5)
3a00sieBaHUS J03e 5 Mr /Ba pas3a B
CyTKH
(N=67)
[Tname6o 53 %
(N =66)
o Pa3zuunua no
BropuyHbie KOHe4YHbIE CPABHEHHIO
TOYKM (C KOHTpPOJIeM Yacrora c mpueMoM  mIanedo
omuOku I poaa) I'pynna jgeyenus OTBeTAa (95%-nb1ii AN) (%)
ACR30 npu FOA Todanutnau6 B|72% 24,7 (8,50; 40,8)
J103¢e 5 Mr JBa pas3a B
CyTKH
(N=67)
[Tnamne6o 47 %
(N =66)
ACRS50 npu FOUA Todanutnau6 B| 67% 20,2 (3,72; 36,7)
J103¢ 5 Mr /Ba pas3a B
CYTKH
(N=67)
[Tnamne6o 47 %
(N =66)
ACRT70 pu FOUA Todanutnaud B|55% 17,4 (0,65; 34,0)
J103¢ 5 Mr JBa pas3a B
CYTKH
(N=67)
[Tnamne6o 38 %
(N = 66)
Cpennee o Pa3zunna 1o
BTOpI/I‘{HaSI KOHEYHas 3HAYCHHC, CpaBHEHHUIO
TOYKa (C KOHTpOJIEeM paccuMTaHHOe | c MpUeMOM  ILIaNeH0
omubku I poaa) I'pynna jgeyeHus MHK (COC) (95%-ub1ii JIN)
H3menenue unaekca | Todpauutuau6d B | —0,11(0,04) —-0,11 (-0,22; -0,01)
HapyUIECHUS JI03€e S5 MT JiBa pasa B
KU3ZHENIESITeIIbHOCTU CYTKH
CHAQ  otHocutensHO | (N =67; n=46)
HCXOJIHOTO ypoBH# | [Tmane6o 0,00 (0,04)
JBOMHOM ciienoi (a3bl (N=66;n=31)

ACR — Awmepukanckuii komtemx pesmaroioruu (American College of Rheumatology); CHAQ — onpocHuk
onenku 310poBes nete (childhood health assessment questionnaire); /I — moBepurtenbHblii uHTEepBan; HK —

HaWMEHBIIME KBaJpaThl, N — KOJMYECTBO NAIIMEHTOB C HAONIONCHUSMH BO BpeMmsi Bu3UTa, N — o01iee
KonmdecTBO manueHToB;, FOMA — roBeHWnbHBIA wamomatudeckuit aptput; COC — cranmapTHas ommoOKa
CpeIHero.

* JIBoitHas cienas (asza JUIMTETFHOCTRIO 26 HEleIh — 3TO MEpHoX ¢ HeAenu 18 mo Hemenro 44 BKIFOYHTENBHO,
HAYHHAS CO THS paHIOMH3AINH.
KoHeuHble TOYKH ¢ KOHTPOJIEM OIUOKY | poa aHaIH3UpOBaIH B CIICAYIOIIEM MOPSAKE: 000CTpeHIE 3a00ICBaHS,
IOUA ACRS50, FOMA ACR30, FOMA ACR70, unnekc naBanuau3anuu mo CHAQ.
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B nBoiinoii cienoit daze kaxasiii u3 komnoHeHToB ACR-otBeta mpu FOMA mnokaszan 6onbliee
yJIydllIEHHE 110 CPAaBHEHHUIO C UCXOAHBIM OTKPBITHIM YPOBHEM (AieHb 1) Ha Hezaene 24 u Henene 44
y nanuenToB ¢ TfOUA, noiy4aBmmx nepopaibHblil pacTBop TodanuTuHIOA B 103€ 5 M /1Ba pa3a
B CyTKM WIM B II€pecdyeTe Ha MacCy Tela [Ba pa3a B CYTKH IO CPAaBHEHHUIO C IAIUCHTAMH,
NOJTy4aBIIUMH I1a1e60 B uccaenoBanun JIA-L.

DYHKYUOHALHBIL CIAMYC U C8A3AHHOE CO 300P08bEM KAeCmB0 HCUZHU

WN3menenus puznyeckux pyHkuuii B uccnenosanuu JIA-I uamepsuivch HHAEKCOM MHBAIUU3ALIUN
no CHAQ. Cpennee usmeHeHue o CpaBHEHUIO C ABOMHBIM CJIETIBIM UCXOAHBIM YPOBHEM UHACKCA
uHBanuauzanuu no CHAQ y nmanuentoB ¢ mlOMA 6b110 3HAUMTENHHO HIDKE JJIs TaOJIETOK
ToarMTHHUOA 5 MT, MOKPBITHIX TUICHOYHON OOOJIOYKOM, JIBa pa3a B CYTKH WU DKBUBAJICHTA
NEepOPaIbHOTO pacTBOpa TOGaUUTUHUOA B IEpecyeTe Ha MacCy JiBa pa3a B CyTKH IO CPAaBHEHUIO
¢ mane6o Ha Henene 44 (tabnuua 27). CpenHee U3MEHEHHE 110 CPABHEHHIO C TBOMHBIM CIIETIBIM
MCXOJIHBIM YPOBHEM PE3yJIbTaTOB HHAeKca nHBaUau3auu no CHAQ Op110 651aronpusiTHBIM 7151
TopanuTiHKOa B 03¢ 5 MI JIBa pa3a B CYTKM 0 CPaBHEHHMIO ¢ Iuiane®o s moAarunos RFT
nosmaptputa, RF™ mommaptpura, pacnpocrpanenHoro osmroaptputa u wllcA mpu IOUA
Y COOTBETCTBOBAJIO TAKOBBIM JIsl BCEH UCCIEAyEMOMN NOMYISIUU.

5.2. dapmakOKMHETHYECKHE CBOMCTBA

[Ipodunp PapmakoxkuHeTukn TopauUTHHUOA XapaKTepuszyeTrcs ObICTPhIM BCAChIBAHUEM
(MakcuMaspHasi IJIa3MEHHas KOHLEHTpauus jaocturaercs B TeueHue 0,5—1 yaca), ObICTpbIM
BbIBEICHUEM (II€PHO/] MOJIYBBIBEICHUS OKOJIO 3 4acOB) ¥ MPOMOPLUOHAIBHBIM J103€ YBEINYEHUEM
CHUCTEMHOM AKCIIO3ULIMU. PaBHOBECHAsI KOHLIEHTpalMs AOCTUraercs B TedeHue 24—48 yacos ¢
HE3HAaYUTEJbHBIM HAaKOIUIEHUEM I10CIIe IpUeMa IpernapaTa Ba pas3a B CyTKH.

AOcopOuus U pacipeaenacHue

TodanuTHUO XOPOIIIO BCAChIBACTCS, €0 OMOOCTYITHOCTH P MPHUEME BHYTPb cocTaBisieT 74 %.
[Ipumenenne TodamutuHnbOa ¢ mumel, O00raToil *KUpaMu, HE COMPOBOXKAAIOCH W3MEHEHUSIM
AUC, torma kak Cmax B TIa3Me KpOBU CHUXanach Ha 32 %. B KIMHMUECKUX HCCIEHOBAHUSIX
TOGaIMTHHUO TPUMEHSITN BHE 3aBUCUMOCTHU OT MpHEMa MHUIITH.

[Tocrne BHYTpPUBEHHOTO BBEACHHS OOBEM pacIpeAeNieHHs MpermapaTa COCTaBIsieT 87 JUTPOB.
Ces3piBanne TodanmuTHHUOA ¢ OeNKaMy TUTa3Mbl KPOBH COCTaBisieT MpuoOmu3utTenpHo 40 %.
TodauuTuHUO MPEUMYIIIECTBEHHO CBSI3BIBACTCS ¢ aATbOYMHHOM M HE CBSI3BIBACTCS C 0L1-KUCIBIM
TIUKONPOTeHnHOM. TodhanuTuHUO B paBHOW CTENEHU PACIPEACIACTCS MEXIY IPUTPOIUTAMU U
IJ1a3MOM KPOBH.

BI/IOTDaHC(bODMaI_II/IH U 3JIMMHHAIuA

Knupenc todauutnanba npumepro Ha 70 % ocylecTBIsETCS NOCPEACTBOM MeTabosin3Ma B
neueHn U Ha 30 % — sKckpenueidl 4yepe3 MOYKM B BUAE HEU3MEHEHHOro To(aluuTHHHOA.
Metabonu3m TodanuTHHHOA MpeuMyliecTBeHHO omocpeayercs uzopepmentoM CYP3A4 u B
Menbierd crenenu u3zopepmentom CYP2C19. B uccnenoBannn MEYEHHOTO PagdOAKTHBHBIM
u3oTonoM TodauutuHuOa, OGomee 65 % oT oOmel IUPKYyIUpPYIOMIEH pajanOaKTUBHOCTU
MPUXOIUIOCH HA HEM3MEHEHHBIN TOhanuTHHIO, a ocTalbHbIe 35 % — Ha 8§ METa0O0IUTOB (KaXKIbIN
- MeHee 8 % ot obmieit paguoakTUBHOCTH). [Ipenmosnaraercs, 4To Bce META0OIMUTHI, KOTOpPbIE
HAOMIOMAIOTCA y KUBOTHBIX, OKa3biBalOT < 10% mnorennmanbHoe mHrHOUpoBanue JAK1/3. YV
4eJoBeKa HE OOHAapyXeHO cTepeokoHBepcuu. Dapmakojoruyeckasi aKTUBHOCTh CBf3aHa C
HEeMeTaOONMM3UPOBAaHHBIM  ToauuTuHUOOM.  PesynmpTaThl ~ uWcciienoBaHuil  in vitro
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nekapcTBeHHOM ycroiuuBoctu 1 (MDRI1), HO He st Genka yCTOWYMBOCTU K paKky MOJOYHOU
xene3pl (BCRP), monumenTuaHOro mepeHOCUYMKa opraHuyeckux aHuoHoB 1B1 wu 1B3
(OATP1B1/1B3) unu nepeHOCYNKOB opranndeckux katuoHos 1 u 2 tuma (OCT1/2).

q)aDMaKOKI/IHCTI/I'—ICCKaﬂ-d)aDMaKO)II/IHaMI/I‘—IGCKaﬂ 3aBUCHMMOCTb

AxtuBHOCTB pepmenTOB cemeiictBa CYP cHmkeHa y manneHToB ¢ PA o npuunHe XpoHHYECKOro
BOocnajieHus. Y mnanueHToB ¢ PA xnmpeHc todauutuHHOAa NpU NMEPOPATHLHOM MPUMEHEHUU
HE U3MEHSETCSl C TEYCHHEM BpPEMEHHM. JTO YKa3blBaeT Ha TO, YTO Tepamnus To(hauuTuHuOOM
HE NMPUBOJUT K HOPMAJIU3aMH aKTUBHOCTH (epMeHTOB cemericTBa CYP.

[onmynsaumonnsnii ®K-ananu3 mnokasan, uro y mauueHToB ¢ PA AUC rtodaumtunnba mpu
MUHHUMAJIbHOW U MakcUMaibHOW Macce Tena (40 kr, 140 kr) oka3aiauch CXOTHBIMH (B Mpeenax
5 %) ¢ TakoBbIM y MalMEHTOB Maccou Tena 70 Kr. Y MOKWUIIbIX MAallMeHTOB B Bo3pacte 80 Jer,
coriacHo orneHkam, nokasareiab AUC okazaics MeHee 4eM Ha 5 % BbIIIE 1O CPaBHEHUIO
¢ mauueHTaMu B Bo3pacte 55 ner. Y xeHmmH AUC todaunutunuOa, o oueHkam, 0buio Ha 7 %
HU)KE TI0 CpPaBHEHHUIO C MyxX4uHaMH. [lodydeHHbIE [aHHBIE TaK)Ke IOKa3aJd OTCYTCTBUE
cymectBeHHbIX paznnuuil AUC TtodauutuHnOa y MNAIMEHTOB EBPONEOHMIHOW, HETPOMIHOM
U a3uaTcKoil pacbl. OTMEUEHa MOYTH JIMHEWHAs B3aMMOCBSI3b MEX]y Maccoil Tejla U 00beMOM
pacripesieieHusi, YTO MPHUBOJAUT K JOCTHXEHHIO Oojiee BBICOKOH Cmax U 0OoJiee HU3KOI
MUHMMaJIbHON KOHUEHTpAUUU (Cmin) B IJIa3Me€ KPOBHM y INAIIMEHTOB C MEHbIIEH Maccod Tena.
OpnnHako 3TO pa3iInyhe HE pacCMATPUBAETCS KaK KIMHMYECKH 3HaunMoe. MeXUHINBUyallbHAsA
BapuabenpbHOCTh (% Kod(pdunment wmameHunBoct) mokazatenss AUC mis todauutuHnbOa
cocTaBiseT okono 27 %.

Pe3ynbrarhl monmyasiroOHHOTO (apMaKOKHHETHUECKOTO aHaIN3a MAaMeHTOB ¢ aKTUBHBIM [ICA,
cpeanetspkenbiM U TsokenbiM K nnn AC cooTBeTCTBOBAIM pe3ysIbTaTaM Uil MalueHToB ¢ PA.

dapMakOKHMHETHKA YV NAIMEHTOB C HOBOW KOPOHABUPYCHOU nHbeKkuuei, BprzBagaoil COVID-19
Jannabie 0 papMakOKMHETHKE Yy MAIlEHTOB C HOBOW KOPOHAaBUPYCHOU MH(EKIMEH, BhI3BAHHOU
COVID-19, oTcyTCTBYIOT.

TloyeuHasg HeQOCTATOYHOCTh

VY nanueHToB ¢ Jerkoil (kiupeHc kpearuHuHa 50—80 mu/MuH), cpenHel (KIMpeHC KpeaTHHHHA
3049 mn/mMuH) U TsxKeNoH (kKnmupeHe kpeaTuHuHa < 30 MJI/MUH) CTENEHBIO HapylIeHUs (QYHKIIUU
nouek mnokaszatrenu AUC oxkaszanuch Boime Ha 37 %, 43 % u 123 % COOTBETCTBEHHO, IO
CPaBHEHMIO C MAIMEHTaMHU C HOPMaJIbHOW (yHKUHEH mouek (cM. pasznen 4.2). Y mauueHToB ¢
TepMUHAIBHOM cTaauei moueunoit HepoctarouHoctu (TCIIH) Bkian auanus3a B 00muiA KIMPEHC
ToaunTHHMOA OBLT OTHOCUTENBHO HebobIIMM. [locie oJHOKpaTHOrO MprUeMa rpernapara B J103€
10 Mmr cpegnuii mokazarenb AUC y mamuentoB ¢ TCIIH Ha oCHOBaHMM KOHIICHTpAIWH,
U3MEPEHHBIX B JIeHb 03 BBINOJHEHHUs Juanu3a, Obll mpubmausutensHo Ha 40 % (90 %
JoBepUTENbHBIN MHTEpBal: 1,5-95 %) Bhllle, MO CPaBHEHHMIO C MalMEHTAMH C HOPMAaJIbHOM
¢byHkuueil mouek. B KIMHMYECKMX HCCIENOBaHMAX HE BBINOJIHAIACH OLIEHKA HPUMEHEHUS
todanuTuHUOA y MAIIMEHTOB CO 3HAYCHUSIMHU KIMpeHca KpeatnHuHa (mo ¢popmyne Kokpodra —
l'onta) menee 40 Mi/MUH Ha HaYaIbHOM JTane (cM. pasaen 4.2).

IleyenouHas HEAOCTATOYHOCTH

VY mamuenToB ¢ jgerkoit (kimacc A mo knaccudukanuu Yaing — [Is10) u cpenneit (kmacc B mo
kinaccupukanuu Yainn — [1bto) crenenbro HapylieHus ¢yHkuuu nedenu nokaszarenu AUC Ha
3 % u 65 % npeBbllIaAIM aHATOTMYHbIE TOKA3aTeNu 0 CPAaBHEHUIO C MAllMEHTaMU C HOPMaJIbHOMN
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dbyHKIMEeH TmedeHn. B KIMHUYECKUX HCCIeN )BaHI/I}IXI:l-J'Il;L:]?ﬂlE‘H;; Et‘“%@éﬂiﬁml: IK_JI'Ial(’:(':'IC' 1o

knaccupukanuu Yaitng — [Ibt0) HapymeHueM ¢yHKIUM nedeHu (cM. pasnenst 4.2 u 4.4) wim
HAIMEHTHI C TOJ0XKUTENbHBIMU ceposoruueckumu npodamu HBV unn HCV npu ckpununre He
U3Y4aJIUCh.

BzaumoaenictBusa

Todauutnau® He sBusercs HHruouTopoM min uHAyKTopoMm (depmentoB CYP (CYPIA2,
CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 u CYP3A4) u He sBiseTCS UHTUOUTOPOM
depmentoB UGT (UGT1A1, UGT1A4, UGT1A6, UGTIA9 u UGT2B7). Todbauutnand He
sisgercs unruouropom MDRI1, OATP1B1/1B3, OCT2, OAT1/3 uwnu MRP B knuHU4ecku
3HAYMMBIX KOHIICHTPAITUAX.

CpasHenne @K TabiaeTok ¢ MOIUGUIIMPOBAHHLIM BBICBOOOKIEHHEM M TaOJIETOK, IMOKDPBITHIX
IUICHOYHOH 000J104YKON

bruta nponemonctpupoBana 3xBuBaneHTHOCTh DK (1o 3HaueHusiM AUC U Cax) TOdanuTuHnba
B TabjeTkax ¢ MOAU(UIMPOBAHHBIM BBICBOOOXKIAEHHEM 1O 11 MI, MOKPBITHIX MJIEHOYHOU
000JI0YKOM, MpU MPUMEHEHUHM OJUH Pa3 B CYTKH U TO(AaUTHHUOA B TabJeTKaX, MOKPHITHIX
IUICHOYHOM 000JI0UKOM, MO 5 MI IpY IPUMEHEHHUH JIBa pa3a B CYTKHU.

CTH

DapmarokuHemuka y nayueHmosd O0emcKo20 803pacma ¢ H8EHUNIbHbIM UOUONAMUYECKUM
apmpumom

B xone nomymsuMoHHOTO (apMaKOKMHETHYECKOTO aHaliM3a, OCHOBAaHHOTO Ha pe3ysbTarax
npUMeHEeHHsI ToauuTUHNOA B 103€ 5 MT B hopMe TabJIETOK, MOKPHITHIX MJIEHOYHON 000JI0UKOH,
JiBa pa3a B CYTKM M pacTBopa TO(alUTUHMOA AN NpHEeMa BHYTPb B AKBHUBAJIEHTHOH J03€,
paccUMTaHHOW MO Macce Tela, JBa pa3a B CYTKH, ObLIO YCTAaHOBJICHO, YTO KJIMPEHC M 00BEM
pacripeneneHus TopauuTHHUOA CHIDKAINCh ¢ YMEHBIICHHEM Macchl Tela y nauueHToB ¢ FOUA.
Nmeromuecss naHHBIE CBUAETENBCTBYIOT 00 OTCYTCTBHM KJIMHHUYECKH 3HAUYUMBIX PA3IM4HAN B
ypoBHe BozneiicTBusa TodarmtuHnba (AUC) B 3aBHCHMOCTH OT BO3pacTa, pachl, 1oJa, THIA
NalyeHTa WIA CTENeHH TsDKEeCTH 3a0oiieBaHWs Ha HavaiabHOM dtame. [lo  omeHkam
MEXUHAUBHlyalbHass BapualenbHOCTh (Ko3dduuuent Bapuauuum B %) mnokazarenss AUC
COCTaBJIsIET NPUOTU3UTENBHO 24 %.

5.3. JlaHHble TOKJIMHUYECKOH 0€30IaCHOCTH

B poknmHMYeCKMX MCCIeNOBaHMAX HaOMIOJaBIIeecss BO3ICHCTBUE Ha HMMYHHYIO H
KPOBETBOPHYIO CHUCTEMBI OBLIO CBSI3aHO C (PapMaKOJIOTHYECKHMU CBOMCTBAMHU TO(hanuTHHHOA
(uarubupoBanue JAK). Bropuunbele >QQexTsl MMMYHOCYNPECCHUH, HAIpUMEp pa3BUTHE
OakTepuaIbHBIX U BUPYCHBIX HHGEKINI 1 TUMQPOM, HaOTIOJATUCh IPU Ha3HAYCHUH KIMHUYCCKU
3HaYMMBbIX 703. JInMpoma Oblna BbIsiBIEHA y 3 U3 8 B3pOCIBIX 00€3bsIH IPH YPOBHE BO3/1EHCTBHS
TopanuTuHuOa, TpeBbIapmeM B 6 pa3 wid 3 pa3a ypoBEeHb KIMHUYECKOIO BO3JIEHUCTBUS
(3Hauenne AUC HecBsI3aHHOTO Ipenapara y 4ejaoBeKa npu 103e 5 Mr uiau 10 mr aBa pasa B CyTKH),
U He Oblia BbIsBIEHA cpeau 14 MonoabIX 00€3bsiH MPH YPOBHE BO3ACHCTBUS, IPEBHIIIAIOIIEM B
5 pa3 unu 2,5 paza ypoBeHb KIMHUYECKOTO BO3AEUCTBUA mpu Ao3e 5 Mr win 10 Mr asa pasa B
cytku. Ilpu numpomax ypoBeHb BO3ACHCTBHS y 00€3bsH, NMPU KOTOPOM HE HAOIIONAIOTCS
HexxenarenbHble 3¢ dextsr (NOAEL), npubnusurensio B 1 mwnu 0,5 paza npeBbllIaeT ypoBEHb
KJIMHUYECKOI0 BO3JeicTBU Mpu a03e 5 Mr uiu 10 mr aBa pasa B cyTku. Cpeau Ipyrux siBJICHUMH,
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KIMHHUYCCKHC, ObLIH BOSI[GﬁCTBHG Ha IICYCHb U )K@J'I}UIO‘IHO-KI/IIHC'—IHBII\/'I TPAKT.

Hcxonst u3 pe3yabTaToB psifa UCHBITAHUN HA TEHHBIE MYTallUM M XPOMOCOMHBIE abeppaiuu in
vitro ¥ in vivo, TOPallUTUHUO HE SBISETCS MYTAar€HHBIM WJIA T€HOTOKCHYHBIM.

Kanneporennslif mnoreHnuan TodpalUTUHUOA OLEHUBAJICA B 6-MECSIUHOM HCCIIEIOBAHUU
KAHIIEPOr€HHOCTH Ha TPAHCTeHHBIX MblIAax JUHUKA rasH2 u B JByXJIETHEM HCCIIEOBAaHUU
KaHI[EpOT€HHOCTH Ha KpbIcax. TodaunTuHuO He 00s1a1an KaHIIEPOTEHHBIM JIEHCTBHEM Y MBIIICH
IIPU YPOBHSIX BO3JEUCTBHSA, MPEBBIIAIMNX B 38 niu 19 pa3 ypoBeHb KIMHUYECKOTO BO3ACHCTBUSA
npu mpueme mpenapara B o3¢ S mr wiu 10 Mr 1Ba paza B CyTKH. Y KpbIC ObUIM BBISIBIICHBI
JO0OpPOKAueCTBEHHbIE OMYXOJIH SIMYEK, MPOUCXOSAIINE U3 MHTEPCTUIHAIBHBIX KIETOK (KJIETKU
Jleiimura); 3TH OIyXOJH Y KPbIC HE CBSI3aHbI C PUCKOM pa3BUTHUS OIyXoJel nu3 kinetok Jlelaura y
yelioBeKa. Y CaMOK KpbIC ObUIM BBISIBJIEHBI TMOEPHOMBI (371I0KAYE€CTBEHHBIE OIMyXO0Ju Oypoi
KUPOBOM TKaHHU) IIPU YPOBHE BO3AECHUCTBYSL, MPEBBILIAIOIIEM HE MEHbIIE YyeM B 83 pasa wiu 41 pa3
YPOBEHb KIIMHMYECKOTO BO3JIECUCTBUSA NPU MpHUeMe npenapara B 1o3e 5 Mr win 10 Mr nBa pasa B
CYTKU. Y CaMOK KpbIC OBbUIM BBISIBIEHBI JOOPOKAaUEeCTBEHHBIE TUMOMBI IIPU YPOBHE BO3JIEHCTBHUA,
npeBblaromeM B 187 pa3 mwnm 94 pasa ypoBeHb KIMHMYECKOTO BO3ACHCTBUSA IIPU IpUEME
npenapara B 103€ 5 Mr uinu 10 mMr aBa pasa B CyTKH.

Bbruto mokazaHo, yTo TOGaUTUHUO 00Ia1aeT TEPATOTCHHBIM JEMCTBUEM Y KPbIC U KPOJIUKOB U
BIUSET Ha (EpPTUIBLHOCTh CaMOK KpbIC (CHM)KEHUE YacTOThl HACTYIJIEHUS OEpEeMEHHOCTH,
CHIDKEHHE KOJMYECTBA KEITHIX TEJ, MECT MMIUIAHTALUN W KU3HECIIOCOOHBIX 3apojbIlIei, a
TaK)K€ YBEJIMYEHHE YHMCIa PaHHUX pe30opOLuil), a TakKe BO3ACHCTBYET Ha poAbl U NEpU- U
[OCTHATAJbHOE pa3BUTHE Yy KpbiC. TogauuTUHUO HE BIMsNT Ha (EpPTUIBHOCTH CaMIIOB,
MOJIBUYKHOCTh CIIEpPMATO30MJI0OB W HUX KOHLEHTpauuio B crepme. TodauuTuHUO BBIAEISIICA C
MOJIOKOM KOPMSIIMX KpBIC B KOHIEHTPALUAX, MPHUOIM3UTENBHO 2-KPaTHO MPEBBIIIAIOIINX
KOHLIEHTPALlMU B CBIBOPOTKE KPOBH, B EPHUOA OT | 10 8 yacoB mociie BBEACHUS Ipenapara.

B uccrnenoBanusx, MpoBeACHHBIX HA MOJIOJIBIX KPbICax U 00€3bsiHAaX, HE OBbLIO BBISBICHO BIUSHUA
TopanTUHUOA Ha pAa3BUTHE KOCTEM Yy caMIlOB MJIM CaMOK IpHU YPOBHSAX BO3JIEHCTBUS,
AQHAJIOTUYHBIX TAKOBBIM Y JIFO/IEH NIPU MPUMEHEHUH Npernapara B 0J00OPEHHBIX J103aX.

B nccnenoBanusax ¢ nmpuMeHeHHEM TO(AUUMTHHHUOA Yy MOJIOJABIX KUBOTHBIX HE OBUIO MOJIY4EHO
pe3yNbTaToOB, YKa3blBAIOIIMX Ha 00Jiee€ BBICOKYIO UYBCTBUTEIBHOCTH MOMYJSALUN MalUEHTOB
JIETCKOT'0 BO3pacTa 10 CPaBHEHHIO CO B3pPOCIIBIMH MalueHTaMu. B uccnenoBanuu GepTUiaIbHOCTH
MOJIOJIBIX KpBIC HE ObLIO OOHApYKEHO HUKAKUX J0KA3aTeNbCTB TOKCUYHOCTU JJISi Pa3BUTHUSA,
BIMSHUS Ha TOJIOBOE CO3PEBAaHME M HHUKAKUX JIOKA3aTENCTB PENPOIYKTUBHOM TOKCHUYHOCTU
(cmapuBanusi U GEPTIIHBHOCTH) TIOCIIE TOJIOBOTO CO3peBaHMs. B uccienoBaHMsIX Ha MOJIOABIX
Kpblcax B TedeHHe | Mecsdla W MOJOJBIX 00e3bsiHax B TedeHue 39 Hexenb HaOIrOAAIHMCH
CBsA3aHHbIE C TO(auUTUHUOOM 3((PeKTl Ha HMMMYHHBIE M TE€MaTOJIOTUYECKHE MapaMeTphl,
cooTBercTBytone uHruOupoBanuo JAK1/3 u JAK2. Dtu >¢dextsl Obutn 00paTUMBIMU U
COOTBETCTBOBAJIM TEM, KOTOpbIE TakKe HAOIIOJAIMCh y B3POCIHBIX KHUBOTHBIX HPHU CXOJHOU
9KCIIO3ULIUH.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BcoMoraTe/ibHbIX BelIeCTB
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(MaC
SkBUHYC, 5 MI TabJIETKH, TOKPHITHIE INIEHOYHO 06OJIOLI'II<_1)PI -

Henmtonoza mukpoxpuctamnyeckas (PH102)
JlakT03BI MOHOTHIPAT

Kpockapmennosa HaTpus

Marnus creapat

[Inenounas o6onouka Omaapait bembri
I'mnpomennosa

Tutana nuokcug

JlakT03bI MOHOTHIpPAT

Makporon

Tpuanetun

SxBunyc, 10 Mr Ta6J'IeTKI/I, MOKPBITHIC IEHOYHOMH 000JI0YKOMU

Henmtonoza mukpoxpuctamnyeckas (PH102)
JlakT03BI MOHOTHIpPAT

Kpockapmennosa HaTpus

Marnus creapat

[Inenoynas o6onouka Onanpaii ["'ony6oit
I'mnpomennosa

Turana quokcu

JlakTO3BI MOHOTHIPAT

Makporon

Tpuanetun

AJIOMUHUEBBIN JJaKk HA OCHOBE MHIUTOKapMUHA
AJTIOMMHHUEBBIH JIaK Ha OCHOBE OPMJIJTHAHTOBOT'O CUHETO

6.2. HecoBMecTHMOCTD

He npumenunmo

6.3. Cpok rognocTu (CpOK XpaHeHHUs1)

4 rona.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NPH XPAHCHUH

[Ipu remnepatype Huxe 30 °C.

6.5. Xapakrep u coaep:kaHue NEPBUYHONH YIIAKOBKH

[To 14 Tabnerok B 6incTepe U3 aaTtOMUHUEBOMN (POJIBIH.
4 GnucTepa BMECTE C JIMCTKOM-BKJIQIbIIIIEM B KAPTOHHOM Mavyke ¢ KOHTPOJIEM IIEPBOTO BCKPBITHSL.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH MNPH YHUYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 mMpenapara WM OTX0A0B, TMOJYYEHHbIX TOCJd€e NPHUMEHEHUs
JIEKAPCTBEHHOT0 MpenapaTa ujiu padoThl ¢ HUM
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(NMOCNEQOBATENEHOCTL 0006)

Bechb ocraBumiics iekapCTBEHHBIN IpenapaT U OTXO/bI CIEyeT YHUUTOXKHUTh B YCTAHOBJICHHOM
HOPSJIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Coenunennsle LltaTel AMepuku

[¢aiizep Unk.

66 Xancon Bynssap Hct, Heto-Hopk, mrar Hero-Hopk 10001-2192, CIIIA
Ten.: +1 (212) 733-23-23

https://www.pfizer.com/contact/email

7.1. IlpeacraBure/ib AepKaTesisi PeriCTPALMOHHOIO YA0CTOBEPEHUs
[perensun norpeduTesel HaNPaBIATh O AAPECY:

Poccuiickas @edepayus

000 «Ilpaiizep MuuoBarmm»

Anpec: 123112, r. Mocksa, [Ipecuenckas Hao., 1. 10, BL] «bamms na Habepexxuoit» (biok C)
Ten.: +7 (495) 287-50-00

dakc: +7 (495) 287-53-00

On. moura: Russia@pfizer.com

Pecnyonuxa Kazaxcman

Ownuan komnanuu Pfizer Export B.V. (Ilgaiizep Oxcnopt bu.Bu.) B Pecny6nuke Kazaxcran
Anpec: 050000, r. Anmatsl, Meaeyckuii paiion, npocrnekt Hypcynrana Hazap6aesa, 1. 100/4
Ten.: +7(727) 250 09 16

®axc: +7 (727) 250 42 09

On. noura: PfizerKazakhstan@pfizer.com

8. HOMEP PETMCTPAIIMOHHOT'O YIOCTOBEPEHHUS
JITI-Ne(004873)-(PT-RU)

9. TATA NEPBHYHOM PETMCTPAIIMUA (IIOATBEPXJIEHUS PETMCTPAIINMN,
INEPEPETUCTPALIUN)
Jata nepsoii peructpauuu: 15.03.2024

10. IATA IEPECMOTPA TEKCTA

OO0mmast xapakTepUCTHKa JICKAPCTBEHHOTO TMpenapara SKBUHYC JOCTYITHA Ha WH()OPMAIMOHHOM
noptane EBpa3uiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAIMOHHO-KOMMYHUKAIIMOHHON CETH
«uaTepuer» http://eec.eaeunion.org/.

IIpumeuanue.

ToproBble HauMeHOBaHUs npenapara B ctpanax EADC:
SkBunyc — Poccuiickas @enepanus

Kcenpxanc — Pecriybnuka Kazaxcran
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