COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 07.12.2023 N= 25783

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Todauutnanb apmacunres, 5 Mr, TAOIETKH, MOKPBITHIE INICHOYHOW 000JI0YKOM

Todauutnanb @apmacunres, 10 Mr, TabIeTKH, TOKPHITHIE TUICHOYHON 000JI0YKOH

2. KAYECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB
JleiicTBytomee BemecTBo: ToGanuTuHuo.

Todanuruano @apmacuares, 5 Mr, TabJIETKH, IOKPBITEIE INIEHOYHOH 000JI0UKOH

Kaxxnass Tabierka, MOKpHITasl IJICHOYHONW OOOJIOUKOHM, COAEPKUT S5 MI TodauuTuHUOA (B BHJIEC
uTpaTa).

BcemomorarenbHbpie BelIecTBa, HATMYME KOTOPHIX HAZ0 YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapata: ManbTUTON — 50,307 Mr (cM. pazznen 4.4).

TO(bB.LIHTI/IHPI6 dapmacunTe3, 10 mr, Ta6J'IeTKI/I, MOKPBITHIE TNICHOYHOMN 000JI0YKOH

Kaxxnast TabneTka, MOKphITas MIICHOYHOM 000J109Koi, comepkut 10 mr todanutuauba (B BHUIE
uTpaTa).

BcmoMorarenbHbIE BEIECTBA, HATMYHE KOTOPBIX HAJIO YYHTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: MmanbTuTod — 100,615 mr (cM. pazaen 4.4).

ITomubIi MNEPCUCHb BCIIOMOT'aTCIIbHBIX BCIICCTB ITPHUBCJACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPHITHIE MJIEHOYHOU 000I0UYKOM.

Todauntnanbd Papmacuures, 5 Mr, TaOJIETKH, IIOKPHITHIE INIEHOYHON 000JI0YKOH

Kpyrible, NBOSKOBBITYKIIbIE TaOIETKH, MOKPBITHIE MICHOYHOW 000JOYKOM OENOoro WiM MoYTH
6enoro nBera. Ha monepeunoMm paszpese sapo TabJaeTKu 0eI0ro WM Mo4TH 0eIoro 1BeTa.

Todamutuand Papmacuures, 10 mr, TaOJIETKH, IOKPLITHIE INIEHOYHOMN 000JI0YKOH

Kpyriibie, ABOSKOBBITYKIIbIE TaOJETKH, MOKPHITHIE MIICHOYHOIM 0005104KOi Tosrydoro nsera. Ha

HOTIEPEYHOM pazpese spo TabsIeTKH OeI0ro MM MouTH OeIoro 1Bera.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO

PeBMaTOMIHBINA apTPUT
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Y OTYETY

AKTUBHBIM PEBMATOMJHBIM apTPUTOM C HEAJEKBATHBIM OTBETOM Ha OAMH WM HECKOJIBKO
0a3uCHBIX NPOTUBOBOCHANINTENLHBIX Npenaparos (BIIBII).

IIcopnatuyeckuii apTpuT

Todauutunn® mokazaH UIsl JICYEHUS B3POCIBIX MAIUEHTOB C AKTUBHBIM ICOPUATUYECKUM
apTPUTOM C HEAJICKBATHBIM OTBETOM Ha OAWH MM Heckoybko BIIBII.

AHKPIJIO3HDVIOH.[PII>1 CIIOHAMJIOAPTPUT

Todauutunn® mnokazaH IJs JIEYEHHs] B3POCIBIX MAIIMEHTOB C AKTUBHBIM aHKHWJIO3UPYIOLIUM
cnonuioaptputoM (AC) c HeaJeKBaTHBIM OTBETOM Ha TPAIUIIMOHHYIO TEPAIIUIO.

bagmeynsli ncopuas

TodauuTuHUO TMOKa3aH Al JICYCHHUS B3POCIBIX C XPOHHYECKUM OJISIICYHBIM IICOPUA30M
YMEPEHHOM WJIM TSDKEJIOW CTEIEeHU BBIPAKEHHOCTH, KOTJA IMOKa3aHa CHUCTEMHAs Teparus WA
dboToTeparnus.

SI3BEHHBIN KOJIUT

TodamuTrHUO MoKa3aH sl HHAYKIMOHHON U TIOJUICP’KUBAIOIIEH TepalK B3POCIBIX MAlUEHTOB
C YMEPEHHBIM HJIH TSDKEJIBIM aKTUBHBIM sS3BEHHBIM KomuToM (SIK) ¢ HemocTaTOYHBIM OTBETOM,
norepeil OoTBeTa MM  HENEPEHOCHMOCTBIO  KOPTUKOCTEpOouaoB, aszatuomnpuHa (A3T),
6-mepkanTomypuHa (6-MI1) nnm uarn6éuropos dakropa Hekposza omyxodiei (PHO).

IonuapTUKYIAPHLIA I0BEHIIbHLIN MANONATHISCKUN apTPUT

Todauutuan® moOKa3zaH [UIsi JIEYEHHS AKTUBHOTO IMOJIMAPTUKYJSPHOTO  FOBEHWJIBHOTO
uanonatudeckoro aprputa (MKOMA) y manueHToB B Bo3pacTe 2 JIeT U CTapiile.

Hosag kopouasupycuas nadekims, Bei3sannas COVID-19

Hosast koponaBupycuas uHdekmus, BeizBanHass COVID-19 y rocnutanu3upoBaHHBIX B3POCIBIX
MAIUEHTOB C JIETKUM/CPEIHETSKETIbIM TeueHueM M (haKTopaMH PHCKa TSHKEIOTO TeUEHHS MPU
HaJIU4YMH NaTOJOTUYECKUX U3MEHEHUH B JIETKUX, cooTBeTCTBYOMMX KT1-2, HO He momy4darommx
WHBA3WBHYIO WJIM HEWHBA3UBHYIO BEHTWIAIMIO WJIH JKCTPAKOPIOPAIbHYI0 MEMOpaHHYIO

okcurenanuo (OKMO).

4.2. Pexxum 103MpoBaHus U c1IOCO0 NPUMEHEHUs!

Pexxum go3upoBaHus

AHKURO3UPYOWULL CHOHOUOAPMPUM
PexoMeH10BaHHas J103a COCTABISIET 5 MT JiBa pasa B J€Hb.

Pesvamouonwiii apmpum
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TodauuTHUO MOKHO IPUMEHSATDH B KAYECTBE MC HOTepanM%%%HEM 11:0_T|D|6KcaTOM

win apyrumu HeOnonorudaeckumu BITBIT.

PexoMmeHn0BaHHasi 103a COCTaBIISIET 5 MI JBa pa3a B JIeHb. Y HEKOTOPBIX NAI[MEHTOB MOKET
notpeboBaThCs yBenudeHue 1036l 10 10 Mr 1Ba pasza B IeHb, B 3aBUCUMOCTH OT KJIMHUYECKOTO
OTBETa Ha TEPaIHuIo.

JBe tabnerku npenapara Todamutuanbd @apmacunTe3 5 Mr OMO3KBUBAJICHTHBI OJTHON TalOJeTKe
npenapata Todamutunu® Papmacuares 10 Mr u MOTYT UCIONB30BAaThCS B KadyecTBE
aJbTEPHATHBBI OHOM TabeTke npenapara Todanutnand apmacuntes 10 mr.
Tlcopuamuueckuti apmpum

Pexomennyemas no3a npemnapata TodanutnHn® @apMacuHTE3 COCTABISIET 5 MT /IBa pa3a B CYyTKU
B KOMOUHAIMK cO cTaHAapTHbIMU cuHTeThdeckuMu BMAPII (ccBMAPII).

braweynviii ncopuas

PexomennoBannas no3a mpemnapata Todauutunu® PapmacuHTe3 s J€UEHUS OJNSIICYHOTO
rcopuasa yMEPEHHON WM TsHKENION cremeHu cocTamisieT 10 Mr nBa pa3a B CyTKH (TakKe CM.
noapasnen «OcoOblie TPYTITbI TAIUEHTOBY).

JIBe Tabnetku npenapara Todauutunubd @apmMacuHTe3 5 MI OMOAPKBUBAIEHTHBI OHON TableTKe
npernapata Todauutunu® @apmacunte3 10 Mr M MOTYT HCIONB30BAThCSI B KAauecTBE
IbTEPHATUBBI OJHOH TabseTke npenapaTta Todauntnanbd dapmacunres 10 mr.

A36ennvlil Konum

Pexomennyemas no3a npenapara Todanutuand @apmacunres i I€USHHS B3POCTBIX MAIUEHTOB
C YMEPEHHBIM WJIU TSHKEJIbIM aKTUBHBIM S3BEHHBIM KOJMTOM cocTaBiigeT 10 Mr mepopanbHO ABa
pasa B CyTKHU JUIsl MHAYKIIMOHHOW Tepanuy B TeUEHUE He MeHee 8 Helenb, 3aTeM 5 Mr wiu 10 mr
JIBa pa3a B CyTKH JJIsl HOJJIEPKUBAIOLIEH Tepaniy B 3aBUCUMOCTH OT T€PareBTUUECKOr0 OTBETA.
JIBe Tabnetku npenaparta Todauutuaub® @apMacuHTe3 5 MI OMOAKBUBAIEHTHBI OJHON TableTKe
npenapata Todauutunu® @apmacunTe3 10 Mr W MOTYT HCIONB30BAThCS B KauecTBE
anbTepHATUBBI 0/1HOM TabneTke npenapara Todanntuand dapmacunres 10 mr.

WNHayKIMOHHYIO TEpaInIo MPEKpaIlaoT y NaUeHTOB, He JOCTUTTIINX TepaneBTuYeckoro 3 dexra
K 16 Henene.

Jlns pepakTepHBIX MAMEHTOB, TAKMX KaK MAI[UEHTHI, KOTOPbIE HE OTBETUJIM Ha MPEIBITYIIYIO
tepanuto wHruOMTOopoM DHO, crmemyer paccMOTpeTh BOMPOC O TPOJOJDKCHHH JICUEHUS C
MIPUMEHEHNEM MOAJIepKUBaroIen 10361 10 Mr Ba pa3za B CyTKH.

[TarueHTsl, UIS KOTOPBIX HE COXpaHWICS TepameBTHueckuil 3pdekt mpemapata TodanuTuHHO
®dapmMacuHTE3 B J103€ 5 MT JBa pa3a B CYTKH, OH MOXKET OBITh JOCTUTHYT C MOMOIIBIO TpreMa

npenapara Todanutnan® @apmacuuTes B 103¢ 10 Mr 1Ba pa3a B CyTKH.
3
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TepaneBTHYECKOTo 3P deKTa.

TonuapmuxynsapHulil 108eHUIbHBLL UOUONAMUYECKUL APMPUM

[Tpenapar Todauutunubd dapmMacuHTe3 MOKET NMPUMEHSATHCS B KaUECTBE MOHOTEpANMM WIHA B
KOMOHMHAIIUU C METOTPEKCATOM.

Pexomennyemas no3a npemnapata TodanutnHin® dapMacuHTE3 COCTABISIET 5 MT /IBa pa3a B CyTKU
(cm. Tabnuiry 1 HUXKE).

Ta6muma 1. Pekomenayemas nmo3upoBka npernaparta Todanutuan® dapmacuHTe3 115 MAllUEHTOB

¢ nfONA B Bo3pacre 2 net u crapiie

Macca tena (Kr) Pexxum nozupoBanus

>40 5 Mr J1Ba pa3a B CyTKH

Hosas xoponasupycnas ungexyus, evizeannas COVID-19

Pexomennyemast no3a mpenapara Todanutnan® ®dapmacuHTe3 UIS B3pOCIBIX MAIEHTOB
cocraBisier 10 Mr 1Ba pasza B cyTku B TeueHue 14 mneil. TodauutuHNO HOKEH MPUMEHATHCS
TOJBKO Y TOCHUTAJIM3UPOBAHHBIX MAIMEHTOB M I0J HAOJIOJACHHEM Bpayel-ClelHaliucToB,
UMEIOILUX OIBIT JeUeHHs JaHHOro 3a0oeBaHus. Eciiu BbIMKMCKA U3 CTallMOHApa MIPOUCXOIUT JI0
3aBepiueHus 14-aHEBHOTO MepHoa JICUCHHUs, TIpueM ToPanuTHHIOA CIIeTyeT IPEKPaTHTh.

JBe tabnerku npenapara Todamutnanbd @apmacunTe3 5 Mr OMO’KBUBAIICHTHBI OJTHON TabJIeTKe
npenapata Todauutunu® @apmacunres 10 Mr um MOryT HCIONb30BaThCS B KayecTBe
aJIbTEpPHATUBBI OJHOM TabseTke npenapaTta Todauntuanbd dapmacunres 10 mr.

Koppexyus 0031 6 ces3u ¢ 1a60pamopHuiMu OMKIOHEHUAMU

Moxer moTpeboBaThCcs KOPPEKIUS JI03bl WM TpEKpalleHHe Teparmud B ClIydae pa3BUTHA
JI0303aBUCUMBIX  OTKJIOHEHMH  JabOpaTOpHBIX  IOKa3zaTeled, BKiIOYas  JUMQONEHHIO,
HEUTpoIeHuto 1 aHeMuto (cM. Tabu. 2, 3 u 4).

He pexomenmyercs HauyMHATh TEPANWIO Yy TMAIMEHTOB C aOCONIOTHBIM YHCIOM HeEHTpoduion
(AYH) menee 1000/mMm® umu ¢ ypoBHeM remorsio0una menee 9 r/mi. Jlna nokasanus «Hopas
KopoHaBUpycHas uHGekus, Boi3BaHHasT COVID-19» He pekoMeHayeTcs HAa4MHATH TEPAIUIO
TpenapaToM y MalUeHTOB ¢ KOJIMYECTBOM TMM(OIUTOB MeHee 500 KIeTOK/MM®,

Tabmuna 2. Koppekius 10361 pu TuMdOoneHun

CamxeHHoe 4ucio TuM@oruToB (cM. pazaen 4.4)

PesynbTar aHanmsa (KieTtok/mm?) Pexomennarum

Yucno numdonutos > 500 be3 nusmenenuit
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IIOBTOPHBIM aHAJIU30M)

Ta6mmma 3. Koppekius 10361 TP HERTPOIICHUH

Huskoe 3nauenue AUH (cm. pasnen 4.4)

JlaGopartopHoe 3HaueHHe (KIeTOK/MM°) Pexomennanmu
AYH >1000 be3 nsmenenui
AYH 500-1000 IIpn CTOWKOM CHMKEHMM B 3TOM JUala3oHe,

CJIeZlyeT CHU3UTH J03y WA OTMEHUTH MPHEM JI0
noctmwkennss AUH 6omee 1000 kaeTox/mMmm>.

JUis manueHToB, Noay4aromux ToQauuTHHUO B
03¢ 5 MI ABa pasa B CYTKH, IPUOCTaHOBUTH
npuem npenapara. [Ipy AYH OGosnee 1000
KIETOK/MM® BO30OHOBUTH NIPHEM TO(aLUTUHHOA
B 103€ 5 MT JiBa pa3a B CyTKH.

JUis manueHToB, Nody4armux To(auuTHHUO B
no3e 10 Mr aBa pasza B CyTKH, YMEHBIIUTH 103y
npenapara 0 5 mr ziBa pasza B cytku. [Ipy AUH
6onee 1000 KIETOK/MM® YBEIMUMTH HPUEM
todanutuHuOa B 03¢ 10 Mr nBa pasza B CyTKH,
OCHOBBIBASICh Ha KJIMHHYECKOM OTBETE€ Ha

JICYCHHUC.

AYH <500 [Ipexpanienue eueHus

(moATBEpPkKAECHO MPY NOBTOPHOM OILIEHKE)

Tabnuna 4. Koppekius 10361 Py aHEMHUH

Huskoe 3nauenune remorinobuHa (cM. paznen 4.4)

JlabopaTopHoe 3Hauenue (T/17) Pexomenparm

>9,0 r/n1 1 cHKeHue Ha 2 T/ win MeHee | bes nsmenenuit

< 8,0 r/an unu cHuxeHune Oosnee yeM Ha 2 | CieqyeT MpeKpaTHTh NPUMEHEHUE Iperapara
r/mn  (moaTBepkaeHo Tipu  moBTOpHOW | Todamutnan® dapmacuHTe3 10 HOpMATU3AIMH

OIICHKE) reMorsioonHa.
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(MOCNEOOBATENLHOCTL 0003)

Oco0bnIe KaTeropuu IanmucHTOB

Tlayuenmui nodxxcunozo eospacma (= 65 n1em)

Koppekiius 10361 y aliieHTOB B Bo3pacte 65 JIeT U cTapiie He TpedyeTcs.

Tayuenmsi ¢ Hapywenuem QyHKyuu novex

Ecnu nosuposka npenapara Todarutuau® dapmacuHTe3 cOCTaBlseT 5 Mr J1Ba pa3a B CYTKH,
PEKOMEHIOBAaHHAS /1032 JJIs MAIUEHTOB C TSDKEIBIMUA HAPYIICHUSIME (DYHKIIMU TTOYEK COCTABIISICT
5 Mr oguH pa3 B cyTku (cMm. pazgensl 4.4 u 5). KOHKpeTHbIe pEeKOMEHJALUU ISl KaKJI0Tro
MOKAa3aHUs MPEJICTaBICHBI HIDKE.

Ecnu nosupoBka npenapara Todauutnand dapmacunres3 cocrapiser 10 Mr aBa pasa B CyTKH,
PEKOMEHIOBAaHHAS /1032 JJIs MAIUEHTOB C TSDKEIBIMUA HAPYIICHUSIME (DYHKIIMU TTOYEK COCTABIISICT
5 Mr gBa pasza B cyTku (cM. pazzaensl 4.4 u 5). KoHkpeTHble peKOMEHIAIMU JJII KaKJI0Tro
MOKAa3aHUs MIPEJICTaBICHBI HIDKE.

Pesmamouonuwiii apmpum

[TanmenTam ¢ HapymeHHeM (YHKINH MTOYEK JIETKOM WM CPETHEH CTETICHH TSHKECTH He TpeOyeTcst
KOPPEKLHHU O3B

Jo3a npenapara Todanutuaud @apMacuHTe3 HE JOHKHA MPEBBIIIATH 5 MT JBa pa3a B JACHb Y
MNAIMEHTOB C TSOKENbIM HapylleHHeM (QYHKIMM TOuYeK (BKJIIOYas, HO HE OrPaHUYUBAsCH,
NAIMEHTOB, HAXOASIUXCS HA TEMOUAIIN3E).

Hcopuamuqecmﬁ apmpum

VY manueHToB ¢ HapylIeHUsIMH (DYHKIIUU [TOYEK JIETKOM WM yMEPEHHON CTEIIeHU KOPPEKIIHSI JO3bI
npemapata He TpeOyercs. Pekomenayemass no3a mpemapata Todamutunu® PapmacuHTe3
COCTaBJISIET 5 MI OJWH Pa3 B CYTKH JUIS TAI[UCHTOB C TSDKEIBIMH HAPYIICHUSMH TIOYSYHOMN
GyHKIUHM (BKJIFOYasi, HO HE OTPAaHUYMBASCH, MMAIMEHTOB, HAXOJAIIMXCSA Ha reMojuanmuse) (CM.
pazznensl 4.4 u 5).

AHKUIO3UDVIOWUL CROHOULIOADMPUM

VY nanueHToB ¢ HapymeHUsIMU QYHKIUU TTOYEK JIETKON WM CPEeIHEUW CTENEeHU KOPPEKIUs 0361
npenapara He TpeOyerca. Pexkomenmyemast no3a mnpemapara Todamutuan® PapmacuHTes3
COCTaBJISIET 5 MI' OJJMH pa3 B CYTKHU JJIs MAIMEHTOB C TSKEJIOW MOYEYHOM HEJOCTATOYHOCTHIO
(BKJTFOYAsl, HO HE OTPAaHUYMBAsICh, MAIIMEHTOB, HAXOAAIINXCS HA TeMoauanuse) (cM. pazaenst 4.4
us).

Brsweunviii ncopuas

YV nauueHToB ¢ HapyImCHUAMUA (1)YHKI_II/II/I MMOYEK JIETKOM WU yMepCHHOf/'I CTCIICHU KOPPCKIUA 1O3bI

npemnapara He TpedyeTcs. Y MaueHToB ¢ HapyIIeHUsIMH (QYHKIIMH OYEK TSHKENIOM CTeNeHu 1032
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npenapara Topauntuan6 dapMacuHTe3 He TOIKHA mpenbi s Sr Hhal Gaah YR BR MR as,

HO HE OrPAHUYMBASICh, TAIMEHTOB, HAXOAIINXCS HA reMoauanuse) (cM. paznenst 4.4 u 5).

Hz6ennblil koaum

VY nanueHToB ¢ HapyIEeHUAMH (GYHKIMH ITOYEK JETKON WM yMEPEHHOH CTeNeHN KOPPEKIUS 035
npenapara He TpeOyercsa. i MamMeHTOB C TSDKENBIMH HApyIICHUSMH MOYEYHOH (yHKIUH
(BKJIIOYAs,, HO HE OrPAaHMYUBASICH, MAIIMEHTOB, HAXOMAIIMXCS HAa TEMOJUAIIN3E) PEKOMEHIyeMast
no3a npernapara Togauutuan® dapMacHHTE3 COCTABISIET 5 MI JBa pa3a B CYTKH, €CIHM IpU
HOpPMaJIbHOW IMOYeyHOM (YHKIMHM HanueHTy Obuio Obl HazHaueHo 10 Mr nBa pasa B CyTKH,
pPEKOMEHIyeMasi J103a COCTABISIET 5 MI' OJIMH Pa3 B CYTKH €cH Obl IPU HOPMAJIBHOH MOYEYHOH
¢yHKIMM manueHTy ObUTo OBl HA3HAUEHO 5 MT J[Ba pa3a B CyTKH.

TonuapmuxkyisapHoli 108eHUNLHBIU UOUONAMUYECKULL aDMPUM

VY manueHToB ¢ HapyHIeHUIMH (PYHKIIMH OYEK JIETKOW HITM YMEPEHHOM CTeTIeHU KOPPEKIUH J03bI
He TpeOyercs. J{J1s MalueHToB C TSHXKENbIMU HapyIICHUAMU MOYeYHON (DYHKIUU (BKJIIOYAs, HO HE
OTrpaHUYMBAAChH, MMALIMEHTOB, HAXOAIIMXCS HAa TeMOAMATIN3E) PEKOMEHAyeMas J03a Ipernapara
TodamutnanG PapmacuHTe3 COCTABISET 5 MI' OAMH Pa3 B CYTKH, €CIM Obl NMPH HOPMaJIbHOU
MoYeYHON (PYHKIUH MalMEeHTy ObLJI0 Obl HA3HAYEHO 5 MT JiBa pasa B CyTKH (cM. pasaensl 4.4 u 5).
Tlayuenmsi ¢ HapyweHuem gyuKyuu nevexu

VY manueHToB ¢ HapymeHWsMH (DYHKIMH MEYEHU JIETKOW CTETEeHU TSHKECTH KOPPEKIHS J103bI
npenapara He Tpedyercs. Eciin no3uposka npenapara Topanutnand @apmacuHTe3 COCTaBISAET 5
Ml JIBa pa3a B CyTKH, PEKOMEHJIOBaHHAs J03a U1 NAlUEHTOB C HAPYIICHUSIMHU I€YEHOYHOU
(YHKLIUU YMEpEHHOU CTENEeHHN COCTaBIsIET 5 MI' OJIUH pa3 B CYTKHU.

Ecnmu nosuposka npenapara Todauutuand dapmacunres3 cocrasiser 10 Mr aBa pasa B CyTKH,
pPEKOMEH/I0BaHHasl /103a JJs MAllMeHTOB C HApyLICHWSIMM NEYEHOYHON (PYHKIMHM yMepeHHOU
CTETIEHM COCTABIIAET 5 MT JIBa pa3a B CYTKH.

KoHkpeTHbIE peKOMEHAIMH JUTsl Ka)KI0TO IMOKa3aHMsI IPEACTABIEHBI HUXKE.

Pesmamouodnwiii apmpum

VY nanueHToB ¢ HapyleHUSMU (YHKIUU TEYEHHU JETKOM CTENEeHHM TSXKECTH KOPPEKLHUs JO03bl
npenapata He Tpebyetcs. He cnenyer nmpumensats Todanutnan® dapmacuHTe3 y MalUeHTOB C
TSDKENBIM HapylieHueM (yHkuuu nedeHu. Jloza mpemapara Todanutuaun® PapmacunTe3 He
JIOJI’KHA TIPEBBIIATh 5 MT JIBa pa3a B JIEHb Y MMAlIUEHTOB C HapylIeHueM (DYHKIIUY MIeUYeHU cpeiHen
CTETIEHH TSKECTH.

Tlcopuamuueckuii apmpum

Y nmauueHToB ¢ HapyHICHUAMU (I)YHKI_II/II/I IICYCHHU JIETKON CTENEHM TIKECTU KOppCKIUA HO3bL

npenapara He Tpedyercs. [Ipenapar Todanntnand @apmMacuHTe3 HE PEKOMEHIYETCS TPUHUMATD
7
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Todamutnanb @apmacuHTe3 COCTABIAET 5 MI' OAMH Pa3 B CYTKU JJIS MALMEHTOB ¢ HAPYIICHUSIMU
NEYCHOYHOH (PYHKLIMU YMEPEHHOH cTereHu (cM. paszziensl 4.4 u 5).

AHKUIO3UPVIOWUL CHOHOULIOADMPUN

VY manueHToB ¢ HAPYUICHUSAMHU (YHKIIMW TICUEHH JITKOH CTENEHH TSHKECTH KOPPEKIHS J03bI
npemapata He Tpedyercs. [Ipenapar Todanurnanbd GapmacuHTe3 HE PEKOMEHYETCS TPUHUMATH
MAIUEHTaM C TSOKEIBIMU HapyIIeHUsSMU (QYHKIMH TIeYeHU. PexomeHmyemasl qo3a Ipernapara
TodamuTnanG dapMacHHTE3 COCTABISCT 5 M OZIMH Pa3 B CYTKH JJIS TAIIMEHTOB ¢ HAPYIICHUSIMA
MEYCHOYHOH (DYHKIIMM CpeHel cTeneHu (cM. pazaensl 4.4 u 5).

bnsweynviii ncopuas

Y nanueHToB ¢ HapymIeHUsIMU (QYHKITUH [TEYCHH JIETKOW CTETICHH KOPPEKIIHS 03Bl IIpernapara He
tpebyetcs. [Ipenapar Todanutuaud @apMacuHTE3 HE PEKOMEHIyeTCsl IPUHUMATh MAIleHTaM C
TSDKEJIBIMU HapYIHICHUSIMH (YHKIIUM TIEYCHU. Y TMalMeHTOB C HapyHICHUSMH (YHKIUHU TECUYECHU
YMEpPEHHOU cTerneHu j03a npenapara Todamutuand @apmacuHTe3 HE TOJDKHA MPEBBIIATh 5 MT
JIBa pa3a B CyTKH (cM. paznensl 4.4 u 5).

Hzeennvlii kKoaum

VY naumeHToB ¢ HapyIIeHUAMH (QYHKIMM IEUEHH JIETKOM cTeNeHn KOppeKIUs J03bI IIpernapara He
tpebyercs. [Ipemapar Todauntnand @apmacuHTe3 HE PEKOMEHYETCsl IPUHIUMATh MAIIMEHTaM C
TSOKEJIBIMU HapylIEHUsMU (YyHKUMU NedeHu. (s NanueHToB ¢ HapyLIeHUSMM I1€YEHOYHOU
(GYHKLMU YMEpPEHHOW CTeNeHU peKoMeHayeMmas jao3a npenapata TodauutuHn® dapmacuHTe3
COCTaBIISIET 5 MI JiBa pa3a B CYTKH, €CIIM PEKOMEHJyeMas [103a NP HOPMaJIbHON IEYEHOYHON
¢dbynkumnn cocrapisier 10 Mr 1Ba pa3za B CyTKH, peKOMEHIyeMasi 103a COCTABJISIET S MI' OJIMH pa3 B
CYTKH IIPU pEKOMEHAYEMOM J103€ 5 MT iBa pa3a B CyTKU IIPU HOPMaIbHON MEUEHOUYHOU (PyHKIINH.

Honuapmukwmprlﬁ F0BEHUNILHBILL UOUONAMUYECKULL apmpum

VY nanueHToB ¢ HapylmeHUsIMU (QYHKIIHH MTeYeHH JIETKON CTeTIeHH KOPPEKIIUs 03Bl Iperapara He
tpedyercs. [Ipenapat Todanutnan® dapmacuHTe3 HE PEKOMEHAYETCS MPUHUMATH TAIUEHTaM C
TSDKEJIBIMU HApyIICHUsIMA (DYHKIIUW TiedeHU. [ MarueHToB ¢ HapyIICHHSMH ITEYSHOYHOU
GYHKIIMM CpefHel CcTeneHu peKoMeHAyeMas jo3a mpemnapara Todamutunu® dapmacuHTe3
COCTaBJISIET 5 MI' OJJUH pa3 B CYTKH, €CIIM PEKOMEHJlyeMasi J103a MPU HOPMAJIbHOW MEYEHOUYHOU
(GYHKIIMH COCTABIISIET 5 MT JIBa pa3a B CYTKH (CM. pa3aensl 4.4 u 5).

Hoeas koponasupycras ungexuus, evizeannas COVID-19

HpenapaT TO(paI_II/ITI/IHI/I6 (I)apMaCI/IHTe3 HC PCKOMCHAYCTCA NIPUHUMATh MAlIUCHTAM C TAKCIIBIMU
HAapyHICHUAMU (I)YHKI_[I/II/I neyeHu. PexoMeHaanuy mo AO3UPOBKE IIpriapara i MAalMCHTOB C

HapyLIeHUSIMH QYHKIIUH [TEYESHHU JIETKOM MM CpeHEH CTeNeHH PeICTaBICHbI B TA0IHIIE 5 HIDKE.
8



Tabmuma 5. Kputepun xoppekuuu a03b1/Bpel

JIeueHus?

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

TR

cnore ARG BEARRE TEREHOR .0

JlaGopaTopHbIf  MMOKa3aTeNb/

Cocrosuue/ Bzanmoneiicteue

3HaueHue

Pexomennanuu

JIaGopaTopHbIe OTKIOHEHUS

> 250 KIETOK/MM>

AOcomoTHOE YHCIIO be3 u3meHenwmit
nuM@onHuTOB < 250 KIeToK/MM’ [Ipekpanienue neueHus
AbcomoTHOE YHCIIO > 500 KneTok/Mm> be3 u3meHenwmit
HeiTtpoduos < 500 xneTox/Mm> [Ipexpaienue neueHus
I'emoriiobun > 8,0 r/on be3 usmenenuit

< 8,0 r/mn [TpekpaieHue JTeUeHUs

YpoBeHb TpaHCaMUHAa3

AJIT nmn ACT <5 x BI'H

bes usmenenunit

AJIT mmu ACT > 5 x BI'H

BpemeHnHO npekpaTutTh
JICUEHHUE, MPOBECTH
o0clieJoBaHueE U
pPaccMOTPETh BO3MOXHOCTh

OTMEHBI TO(haUTHHHOA

benrie KPOBSAHBIC KJIICTKU

> 1000 xieTok/mMm>

bes usmenenunit

< 1000 KJIeTOK/MM>

[IpekpatieHue neyeHus

Oco0ble KaTeropuy NaueHToB

Hapymenue ¢pynkunu neyenu

Hapymenue ¢pyHkuuun

IIEYCHU JIETKOM CTeIEHU

bes usmeneunnii

Hapymenue ¢pyHkmn

TIEYEHH CPEJIHEMN CTEIEHN

5 Mr aBa pa3a B CyTKH

Hapymenue pynkunu nouek

Hapymenne pynkumu nmouek
nerko#t crenenu (pCKD) >
60 mr/mun/1,73 M> 11 < 90

mit/mMun/1,73 M%)

bes usmenenuit

Hapymenne pyHKImy noyex
Tsoxenol crenenu (pCKO) <

30 mot/mun/1,73 M%) unn

5 Mr aBa pasza B CyTKH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 07.12.2023 N= 25783

" IO AEOOER HOCTE 003
CpeHe cTereHu (pCK@' =’ THH-ER TENEALL T WU

60 mi/mun/1,73 M%)

JlekapcTBEHHbBIE B3aMMOICHCTBUS

OniHOBpEeMEHHOE 5 Mr JiBa pas3a B CyTKH
MIPUMEHEHHE C CHIIbHBIMHU
unruouropamu CYP3A4,

WA KOMOMHaIeR
YMEpPEHHOT0 HHTUOUTOPA
CYP3A4 u cunpHOrO
unruoutopa CYP2C19

Coxkpamenusi: AJIT — amanmHamuHoTpaHcdepasa, ACT — acmapratamuHoTpaHcdepaza, pCKD —
pacueTHasi CKOpOCcTh KiryOoukoBoi uibTpanuu, BI'H — BepxHsis rpaHUIIa HOPMBL.
¢ Ecnu 1abopaTopHOE OTKJIOHEHHE CBA3aHO, BEPOSTHO, C OCHOBHBIM 3a00JI€BaHHEM, CIIEIyeT paCCMOTPETh

PHCKH U T0JI3Y MPOAOIDKEHUS MpreMa TOQaluTHHNOA B TOH e WM CHIKSHHOU J103€.

Oonospemennoe npumenenue ¢ uneubumopamu yumoxpoma P450 (CYP3A4) u uzoghepmenmom
CYP2C19

Jls mokazaHuii ¢ MaKCUMalIbHON peKOMEHTyeMou 10301 npenapata Todanutuaubd @apmacuHTes3
5 Mr 11Ba pa3a B CyTKH IS AIIMEHTOB, MOTyYaromux cuibHbie HHruouTopsl CYP3A4 (Hampumep,
KETOKOHA30J1) FJTU OJTUH HITH 00JIee COMMyTCTBYIOIIUX MPETapaToB, YTO MPUBOJUT B 000OUX CIydasix
K ymepeHHoMy uHruoupoBanuio CYP3A4 u cunbHOMy nHruouposanuto CYP2C19 (nanpumep,
baykoHa301), pekoMeHayeMas ao3a npemnapara Todanutnan® dapMacHHTE3 COCTABISIET 5 MT
OJIUH pa3 B CYTKH.

KonkpeTHble peKOMeHaNH TS KaKI0TO MOKa3aHUsI IPEACTaBICHBI HUXKE.

Pesmamoudnuwiii apmpum

VY nanueHToB, MNOMyYarolIMX MOUIHbIe HHruoutopsl uszopepmenta CYP3A4 (manpumep,
KETOKOHA3011), 103a npenapara Topauutuan® dapMacuHTe3 He AOJDKHA NPEBBIIATh 5 MI' OAMH
pa3 B JICHb.

VY nanueHToB, MOJyYaoUUX OAWH WM HECKOJBKO CONMYTCTBYIOIIMX MPENaparoB, CIOCOOHBIX
ymepeHHo uHruouponath uszopepmeHT CYP3A4 u akTuBHO HHrHOMpOBAaTH HU30(PEPMEHT
CYP2C19 (nampumep, diaykoHaszon), go3a npenapata Todauutuaubé dapmacuHTe3 HE AOHKHA
IIPEBBIIATH 5 MI' OJIUH Pa3 B CYTKH.

Hcopuamuueckuu apmpum
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 07.12.2023 N= 25783

Pexomenayemas no3a npenapata Todanutuaub @apMac%I;Ie;Eg&;&EJ%#&hg Baéixl"clx}mn

JUTSL TIAIIUEHTOB, TMONYyYaromuXx cuibHble HHruouTopel CYP3A4 (Hampumep, KETOKOHA30I).
Pexomennyemas no3a npenapara Todhanutnaubd @apMacuHTE3 COCTABISIET 5 MT' OJIMH pa3 B CYTKH
JUTSI TTIallMEHTOB, MOJIYYAIOIIUX OAMH UK O0Jiee COMyTCTBYIOIIUX MPEnaparoB, YTO MPUBOJAUT B
oboux ciydasx K ymepeHHomy wuHruoupoBanuio CYP3A4 u cunbHOMY HMHTHOMPOBAHHIO
CYP2C19 (nanmpumep, GirykoHa3011).

AHKUn03upyIiowull CnOHOUI0apmMpum

Pexomenayemas no3a npenapara Todanutuand @apmaciHTe3 COCTABISET 5 MI OJIUH pa3 B CyTKU
JUIS TIAIMEeHTOB, ToJydaromux cuibHble MHruOuTOphl CYP3A4 (HampuMmep, KETOKOHA30I).
Pexomennyemas no3a npenapara Todanutnaubd @apMacuHTE3 COCTABISIET 5 MT' OJIMH pa3 B CYTKH
JUTSI TIALIMEHTOB, MOJYYAIOIIUX OMH MU 00Jiee COIMyTCTBYIOIIUX MPENapaTroB, YTO MPUBOJIUT B
oboux ciydasx K ymepeHHoMy unHruoupoBannio CYP3A4 u cunpHOMYy HHTHOMPOBAHUIO
CYP2C19 (nanpumep, GirykoHa3o).

bnsaweunviii ncopuas

Jo3uposka npemapata Todamutnan® dapMacuHTEe3 HE OJDKHA MPEBBINIATH 5 MT JBa paza B
CYTKH JJIs TALMEHTOB, MOJIy4YaroIuX cuiibHble MHruoutopsl CYP3A4 (Harpumep, KETOKOHA3011).
Jo3upoBka npenapara Todgauntunn® dapmacuHTe3 He NOJDKHA IPEBBIIATh 5 MI JBa pa3a B
CYTKM ISl MAlMEHTOB, MOJYyYalollMX OJUH MWIKM Oo0Jee COMyTCTBYIOIIMX IIpErnapaTroB, 4TO
OpUBOIUT B o00oMX ciydasx K yMmepeHHoMy uHruoupoBanuro CYP3A4 u cunpHOMY

unruouposanuto CYP2CI9 (manpumep, piykonaszomn).

Hzeennvlil koaum

Jnst manmeHToB, mosyvaronux cuibHbie HHruOuTOopsl CYP3A4 (HanmpuMep, KETOKOHA30J1) WIH
OJIMH WM OoJiee COMyTCTBYIOIIMX MPENaparoB, YTO MPUBOAUT B 000MX CIydasx K YMEPEHHOMY
unru6uposanuio CYP3A4 u cunbHomy unnrubuposanuto CYP2C19 (nanpumep, diaykoHaszon),
no3y npemnapara TOOALIUTUHUB ®APMACHUHTES cnenyer yMeHbIINTH 1O 5 MT JiBa pa3a B
CYTKH, €clM mainueHT npuHuMaer 10 Mr ngBa pasza B CyTKH, 103y mpenapata TodanuTuHHO
®apMacuHTE3 CIIEAYET YMEHBIINTD A0 5 MI OJJUH Pa3 B CyTKH, €CJIA MALIMEHT IIPUHUMAET 5 MT JBa
pa3a B CyTKH.

HonuapmuxyisapHolil 108eHUNbHBLI UOUONAMUYECKUL aDMPUIN

VY nanueHToB, nonyvaromux cuiibHble ”HrHOuTOpsl CYP3 A4 (Hanmpumep, KETOKOHA30J1) MIIH OJMH
WM 60Jiee COMyTCTBYIOIIMX PENapaToB, KOTOPbIE IPUBOIAT KaK K YMEPEHHOMY HHTHOMPOBAHUIO
CYP3A4, tax u x cuipHoMy wuHruoupoBanuto CYP2C19 (mampumep, ¢iaykoHas3om),

pexomeHyemas 1o3a npenapara Todauutnanbd dapmacuHTe3 COCTABISIET 5 MI' OJIUH pa3 B J€Hb,
11



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 0/ 'Ih. '-'“J-TF""'..

il

. ([0 0003
€CJIM 71032 TIPH HOPMAJTLHON (DYHKITUH TTOYEK COCTaBJmeTr!S 'Ml”}l]:x i E El‘EUl_Tﬁ(CM pasjrenm 4.4

ubs).
Oonospemennoe npumenenue ¢ uHoykmopamu yumoxpoma P450 (CYP3A44)
OnnoBpemeHHOe puMeHeHue npenapara Todauutuand dapMacuHTE3 U MOIIHBIX UHAYKTOPOB
nzodepmenta CYP3A4 (manpumep, pudamMnuiimHa) MOKET MPUBOIUTH K CHIDKCHHUIO WU yTpaTe
kuHu4eckor A dextuBHOCTH (cM. pasmen 4.5). OgHOBpeMEHHOE NPUMEHEHHE Mpernapara
Todamutnanb @apmacuHTe3 U MOIIHBIX HHAYKTOpOB H30depmenta CYP3 A4 ne pekomenyercs.
braweunvit ncopuas y nayuenmos ANOHCKOU U KOPEUCKoU HayuoHaibHocmeu
VY manuMeHToB IaHHOM KaTeropuH IMOBBIIIEH PUCK Pa3BUTHUS OMOSChIBaoIIEro repueca. Cnemyer
pPaccMOTPETh BO3MOXKHOCTh PUMEHEHHUSI TperapaTa B J103€ 5 Mr JIBa pa3a B CyTKH.

eTH
OddexTuBHOCTH U 6€30MaCHOCTH TO(GAUTHHUOA B TOZUPOBKE 5 MT /IBa pa3a B ICHb OLICHUBAJIACH
y nanuenToB ¢ nFOMA B Bo3pacte ot 2 siet 10 18 ner.

Cnoco0 npuMeHeHus

BHyTph BHE 3aBUCUMOCTH OT MIPHEMA TTUTITH.
4.3. [IpoTuBONOKA3aHUS

® TUNEPUYYBCTBUTEIBLHOCTH K TO(PALUTUHUOY WK K TFOOOMY U3 BCIIOMOTATENIbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pazjaeine 6.1;

e TspKeNoe HapylleHue QyHKIUU MeUeHU;

e uHduuupoBanue Bupycamu renatuta B w/mnm C (Hanuuue cepojOorH4ecKuX MapKepoB
HBV u HCV undexuun);

e KJIMpEHC KpeaTuHuHa MeHee 40 MJI/MuH;

® OJHOBpPEMEHHOE MPUMEHEHHE )KUBBIX BAKIUH;

e creayeT uzberatb OJJHOBpEMEHHOTO MpuMeHeHus npemnapaTta Todganutuaubd dapmacuHTe3
¢ OMOJIOTHYECKUMU TpenapaTaMu, TAKUMH KaK, HHTHOUTOPBI (haKTopa HEKPO3a OITyXOJIH
(®HO), antaronuctsl untepneiikunon (UJI-IR, NJI-6R), MmoHoknoHanbHbIe aHTH-CD20
antutena, antaronuctel WJI-17, anraronucter WJI-12/MJI-23, aHTUUHTETPHHBI,
CCJICKTHBHBIC KO-CTUMYJTUPYIOIITUE MOTYJIATOPHI, @ TAKKE MOIIHBIC HMMYHO/ICTIPECCAHTHI,
TaKWe KaK a3aTUONPHUH, ITUKIOCIIOPHH W TaKPOJIUMYC, IMOCKOJIBKY Takas KOMOWHAITHS
YBEJIMYUBAET BEPOSTHOCTH BHIPAKEHHONH HMMYHOCYIIPECCUU U PUCK PA3BUTHUS HH(PEKIUY;

e Tskenble WH(DEKIUH, AaKTUBHbIE WHQEKIWU, BKIIOYAs JIOKAJIbHBIC, TSKEIBIE
WH(pEKIMOHHBIC 3a00JIEBAHUS;

L4 I[e(bI/II_II/IT JIaKTa3bl, HCICPCHOCHUMOCTD JIAKTO3bI, INNTFOKO30-TaJIAKTO3HAA ManLa600p6um[;
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e OepeMeHHOCTH (6e30macHOCTh M 3(PPEKTUBHOCTE e I/ICCJ‘I%:LOB%JTI/ICL

ljl:HiliT '. 0003)

® [IEpUOJI I'PYIHOTO BCKapMIIMBAHUS;
e jerckuid Bo3pact 1o 18 mer (GezomacHOCTh W A(D(PEKTUBHOCTh HE HMCCIEIOBAIKCH), 3a
UCKJIIOYEHHEM TAalMeHTOB C MOJUAPTHUKYJISPHBIM IOBEHWIBHBIM HAMONATUYECKUM
apTPUTOM.
Todauutunu6 10 Mr 1Ba paza B CyTKH NPOTHUBOIOKA3aH MallUEHTaM, Y KOTOPBIX €CTh OJHO WU
HECKOJIBKO U3 CIIEYIONINX COCTOSHUI:
e lcnonp3oBaHne  KOMOMHUPOBAHHBIX  TOPMOHAJIBHBIX  KOHTPALENTHBOB  WJIH
3aMECTUTENILHOU TOPMOHAIIbHOM TEPAIINH.
e (CepaeuHas HEJJOCTATOYHOCTb.
e Benosnas Tpom005MO0IMA B aHAMHE3€, & UMEHHO TPOMOOAMOOIHUS TITyOOKMX BEH HIIH
JIero4Has SMOO0IHs.
e HacnencrBeHHOE HapylIeHHE CBEPTHIBAEMOCTH KPOBH.
e 3J0KaueCTBEHHOE HOBOOOpPAa30BaHUE.
e [lamueHTsI, TOABEpPraoUecs 3HAYUTEIBHBIM XUPYPIHUSCKIM BMEIIATEIbCTBAM.
4.4. OcoOble yka3aHus U Mepbl PeI0CTOPOKHOCTH IIPH NPUMEHECHUH

C 0CTOPOKHOCTEIO

[Tpenapat TopanutnHO @apMacuHTE3 CiIeIyeT NIPUMEHITh C OCTOPOKHOCTBIO:

- IIPU MOBBILIEHHOM pHUCKe mepdopaluy opraHoB xkeiayJouHo-kunieyHoro tpakra (OKKT)
(HampuMep, y NAIMEHTOB € AUBEPTUKYJIMTOM B aHAMHE3E).

- y JIMII IOXKHJIOTO BO3pAcTa U MAllMEHTOB C CaXapHbIM IMA0ETOM B CBSI3U C BHICOKUM PUCKOM
pa3BUTHSI HH(EKIIMOHHBIX 3a00JI€BaHUM.

Oco0ble yKazaHus

TohauTuHUO He U3yyalics U ero NPUMEHEHUs clefyeT U30eraThb y MalueHTOB ¢ 0CIa0IeHHBIM
UMMYHHUTETOM, C IMOJITBEPKIECHHBIMH UMMYHOAC(OUIIUTHBIMA COCTOSIHUSIMU WJIM y TIAIIMEHTOB,
NPUHUMAIOIINX  CHJIPHOJCHCTBYIOIIME  HMMMYHOJETIPECCAHTHl  (HampuMmep,  a3aTHOIPHH,
LUKJIOCIIOPHH), IpyTHe HHIUOUTOPBI STHYC-KUHA3 WM OMOJIOTHYECKHE ITPerapaThl, HalpaBIeHHbIE
Ha IUTOKHUHBI, B-kieTkn unu T-kIeTkH, u3-3a BO3MOXHOCTH YCHJICHHS UMMYHOCYIPECCHH U
TIOBBIIIIEHUS pUCKA HH(EKIINH.

[TanmenTsl, moNydyaromie AaKTHBHOE JIEYEHHE 110 IIOBOAY JIOOOTO  3JI0Ka4eCTBEHHOTO
HOBOOOpPa30BaHUs WM JUMpONpoIudepaTUBHOTO 3a00JeBaHus, HE JOKHBI TOJTy4aTh
TopauuTHHUO.

KOM6I/IHI/IDOBaHH06 IIPUMECHCHUC C APYIUMHU ITPOTUBOPEBMATHYCCKUMU CPEACTBAMU
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[Ipumenenue TodpanuTHHIOA HE U3YIAJIOCh U €10 HDI/IMeflgL:Il_:IIi/;'SI-ltlI:ﬂ%' T EE&FH; ;Eam/reHTOB Cc

PEBMATOUTHBIM apTpUTOM B KOMOMHAINH c OMOJIOTHYEeCKUMHU 0a3uCHBIMU
npoTtuBopeBMatinueckumu npenaparamu (BIIPIT), Takumu kak WHTHOMTOpHI (pakTOpa HEKpo3a
onyxosmm (PHO), antaronucter uatTepneirikuna (MJI)-1R, antaronucter MJI-6R, MOHOKITOHATBHBIC
antutena K CD-20, cenekTUBHbIE MOAYJISATOPbl KO-CTUMYJISIUMM M BBICOKOAKTHBHBIE
MMMYHOJCTIPECCAHTBI, HAIpPUMEpP, a3aTHONPHUH, IUKIOCIOPUH U TaKPOIUMYC, IOCKOJIBKY
CYIIECTBYET PUCK YCUJICHUSI UMMYHOCYIIPECCUU C MTOCJIECIYIOIUM YBETUYCHUEM PUCKA PAa3BUTHUS
HH(}EKIuu.

[Tpu npumenennn TodanutuanbOa B komOunanuu ¢ MTT Habmronanack 0osiee BRICOKAs 4acTOTa
HEKEIaTeNIbHBIX SBJICHUN, YeM MPU MPUMEHEHUU TOPaMTHHIOA B BUIC MOHOTEPAITHH.
[Tpumenenne TodanuTrHUOA HE U3Y4YAIOCh M €r0 MPUMEHEHHUs ClelyeT n3berarh y MalueHTOB
nlOMA B koMOMHAIMK ¢ OMOJOTUYECKMMH Oa3UCHBIMU MPOTHBOPEBMATHUYECKUMHU TperiapaTaMu
(BITPII), takumu kak aHtaroHuctel MJI-6R, cenexTUBHBIE MOAYISATOPHI KO-CTUMYJISIIUM U
BBICOKOAKTUBHBIMH UMMYHO/ICTIPECCAHTAMU, HAIPUMED, a3aTHOTPHUH U ITUKIOCIIOPUH, TTOCKOJIBKY
CYIIECTBYET PUCK YCUJICHUSI HMMYHOCYIIPECCUU C TTOCJICIYIOIIMM YBETUUCHUEM PUCKA PA3BUTHUSA
UHpEKIUH.

[Tpumenenue TopanuTHHUOA HE U3YYaJIOCh U €T0 MPUMEHEHUS ClIeayeT n30erath y maiieHToB ¢
AQHKWIOZUPYIOIIUM  CIIOHIUJIOAPTPUTOM B KOMOWMHAIMM C OHOJOTUYECKUMH Oa3uCHBIMU
[IPOTUBOPEBMATUYECKUMHU npernaparamMmu (BITPIT) WIIU BBICOKOAKTUBHBIMU
MMMYHOJETPECCAaHTaMU, HAallpUMEp, a3aTUONPUH U LIMKJIOCIIOPHH.

O0mme nHbEeKIuU

HaunbGonee wacteiMu uHGpEKIMSIMH, OTMEYaeMbIMU Ha (OHE MpPUMEHEHUs TodauuTHHHOA Yy
NAlMEHTOB C PEBMATOMUJHBIM apTPUTOM, ObUIM MH(EKIUH BEPXHUX MAbIXATEIbHBIX MyTEeH U
HazodapuHrut (4,1 % u 3,4 %, COOTBETCTBEHHO).

HauOonee yacTbiMM MH(EKIHMSIMH, OTMEYAEMBIMU B TeueHHUE MepBbIX 12-16 Henens Tepanuu
TOQAMTUHUOOM TMAIMEHTOB C IICOpPHUa30M, ObUIM Ha30(papUHTUT W MHQEKIUU BEPXHUX
JbIXaTenbHbIX MyTed (HazodapuHrut B 7 % u 8 % ciayuyaeB npu npumeHeHUu 5 mr u 10 mr
ToanuTHHUOA /1Ba pa3a B CyTKH, COOTBETCTBEHHO U MH(PEKIIUN BEPXHUX JbIXaTeIbHBIX ITyTeH B
4 % u 5 % cnyyaeB npu npuMmeHeHuMH 5 Mr u 10 Mr todaunmtuHMOa Ba pasa B CYTKH,
COOTBETCTBEHHO).

Cepbe3Hble HHDEKINH

Yy MaluCHTOB, IMMOJNYy4YaromuX HWMMYHOMOIYJISATOPLBI, BKJIKOYas OHOJIOTHYECKHUE npenaparbl "
TO(I)aL[I/ITI/IHI/IG, OTMCYCHBI CCPBLE3HBIC, 4@ HHOTAAa WU CMCPTCIBbHBIC HH(bCKL[I/IH, BBI3BAHHLBIC

6aKTepI/IaJ'II>HI)IMH, MI/IKO6aKTepI/IaJ'II)HBIMI/I, FpI/I6KOBI)IMI/I, BUPYCHBIMHA HJIN HNHBIMH
14
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ONIMOPTYHUCTHUECKUMHU BO3OyauTENIMU. CaMbl¢ YacThie '(QDBES-LE)% TE@E%HOTMLI"@HHBIBJHDH

Y OTYETY

OpUMEHeHUH TO(MaUTUHNOA, BKIIOYAIOT MHEBMOHHIO, WH(MEKIUI0 MOYEBBIBOISIIMX ITyTEH,
BOCTIAJICHUE TOJAKOKHOM KIIETYATKH, OIOSCHIBAIOIINN Teprec, OPOHXUT, CENTHYCCKHH IIIOK,
JUBEPTUKYJUT, TAaCTPOSHTEPUT, AaNNEHAUIUT U cencuc. M3 yucna ONMOPTYHUCTUUYECKHUX
uH(pEKIUN Mpu NpUMEHEeHUH TohaUTHHIOA OTMEUYEHBI CITy4au pa3BUTUS TyOepKyJie3a U Jpyrux
MHUKOOAKTEpUANTbHBIX HWH(EKIHMHA, KPUINTOKOKKO3a, THCTOIIa3MO03a, KaHAM03a MHIIEBOAA,
OIOSICHIBAIOIIETO JIMIIAsl C IOPAXEHUEM pA3JIMYHBIX JI€PMATOMOB, LIMTOMETAJOBUPYCHOM
uHpekunu, BK-BupycHoii uHpexuu u aucreprosa. ¥ HeKOTOPBIX MallMEHTOB C PEBMATONIHBIM
apTPUTOM OTMEYald JUMCCEMHUHHpPOBAaHHbIE 3a00JIeBaHUS Yallle BCEro IpPHU OJHOBPEMEHHOM
IPUMEHEHUH MMMYHOMOJIYJISITOPOB — METOTpEKcaTa WIN TIIOKOKOPTHUKOCTEPOUIOB, KOTOPBIE
camu 1o cebe W B JIONOJHEHHE K OCHOBHOMY 3a00JI€BAHHIO PEBMATOMIHOMY apTPUTY MOTYT
npeapacronaraTh K pa3BUTHIO WHGeEKuuid. Takxke BO3MOXKHO DPa3BUTHE U HUHBIX CEPbE3HBIX
uH(pEeKIN, KOTopble He ObUIM 3aperuCTPUPOBAHbI B KIIMHUYECKUX HCCIEAOBAHUAX (Hampumep,
KOKITMMOMHKO3a).

B ogHOM KpymHOM paHIOMU3MPOBAHHOM MOCTPETHCTPALMOHHOM HMCCIIEOBAHUU OE30MacHOCTH
(PASS) y manumentoB ¢ PA B Bospacte 50 ner u crapuie mo KpailHeH Mepe ¢ OJHHM
JOTIOTHUTEIIbHBIM ~ (DAKTOPOM  pHUCKAa CEpAEYHO-COCYAMCTHIX 3a00JeBaHUil Yy MAalUeHTOB,
NOJTy4aBIIUX TO(GAUTHHUO, TI0 cpaBHEHUIO ¢ HHTHOHTOpoM GHO HabII0AAIOCH 10303aBHCUMOE
yBEIIMYCHUE YUCIIa Cephe3HbIX HH(pekunii. HekoToprie n3 3THX cepbe3HbIX HH(EKINH TPUBEIH K
CMepTeIbHOMY UCXOAy. B wuccienoBaHuM Takke cooOMANIOCh 00 ONMOPTYHUCTHYECKHUX
UHEKIUAX.

3a UCKIIIOYEHHEM HOBOM KOpoHaBUpYycHOM nH(eknuu, BeizBanHoNH COVID-19, Todanutuaub He
clenyeT Ha3HauaTh MalMeHTaM C I0J03PEBAEMbIMU WM MOATBEP)KIEHHBIMU AKTUBHBIMU
CHUCTEMHBIMHU OaKTE€pHaIbHBIMH, IPUOKOBBIMH MM BUPYCHBIMU MH(EKIHUAMH, BKIIOYAsi, TOMUMO
IPOYEro, AaKTHBHYI0 MH(EKLHUIO OIOSCHIBAIOLIETO TIepreca; IOATBEPKIACHHbBIH aKTUBHBIN
TyO€epKyJie3 WM UCTOPUIO HEeaJIeKBaTHO JIEUEHHOro TyOepKkyJesa; noaresepxkaeHasie HBV, HCV
win BUY undexnun. Ilepen npumenenuem TodauuTuHuOa ciaeayeT OLEHUTh COOTHOIICHHE
PHCK/TIONb3a OT Tepaluy y MAalUeHTOB C aKTUBHBIMH CEphE3HBIMH MH(EKIMSIMU, KPOME HOBOM
KOpOHaBUpYCHOW MHGekuu, BbizBaHHOH COVID-19, ¢ XpoHHYecKON WM peluanBHUPYIOLIeH
uH(pekuen, mocie KOHTakTa C OOJBHBIM TyOEpKyJe30M, HAJIMYUEM TSDKEJIOW WU
ONMOPTYHUCTHYECKONH HMH(EKIMN B aHaMHe3€, y MNAIMEHTOB, KOTOPbIE KWUJIM WM HEAaBHO
MOCeTHJIM SHAEMUYHbIE PalOHBI MO TyOepKysie3y MM MHUKO3aM, a TakXe y MalMeHTOB C
NpPEepacioiokKEeHHOCTEI0O K pa3BUTHIO HH(pekuuu. [lanmumeHTsl mnojyexar BHUMATEIbHOMY

H36JIIOJ1€HHIO Ha OpeaAMET pasBUTUA IMPU3HAKOB WU CUMIITOMOB I/IH(i)eKIIHI/I BO BpEMsA U IIOCIE
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pa3BUIIach cephe3Has HHPEKIHS, OMMOPTYHUCTHYCCKAs WH(EKIIHSI TN CETICUC, JI0 TEeX TOop, ITOKa
He OyZeT YCTaHOBIIEH KOHTPOJIb HaJl COCTOSIHHEM MainueHTa. [Ipu pa3BuTun HOBOM MH(PEKIINN Ha
¢done npumeHeHus TohauTHHIOA MALUEHT MOAJICKUT OBICTPOMY M TOJTHOMY TUArHOCTHYECKOMY
00cCJIeIOBaHUIO TI0 aHAJIOTUU C MAalUeHTOM, CTpajaliuM uMmMMmyHoaeduuurom. Ilokazano
HA3HAYCHWE COOTBETCTBYIOIIECH AaHTHOAKTEPHATBHOW TEpamuu, a TakkKe TIIATEIbHOE
JMHAMUYECKOE HaOIII0ICHHE.

[TockonbKy MOXKUIIBIE MALMEHTHI U MAIIMEHTHI C CaXapHbIM IMa0eTOM OOBIYHO XapaKTEpU3YIOTCS
0oJiee BHICOKOM 4acTOTOM pa3BUTHs MHGEKINA, B TOJOOHBIX CIIy4asX TaKXke ClelyeT coOM01aTh
OCTOPOXKHOCTh. Takke peKOMEHIyeTCs COOI0aTh OCTOPOKHOCTh NP MIPUMEHEHUH Tpernapara
y MalUEeHTOB C XPOHUYECKHMMH 3a00JIEBAaHUSMHU JIETKUX, TaK KaK OHU MOTYT OBITH Ooiiee
MoJIBepKeHbI HH(DEKIHAM. B KIMHUUYECKUX UCCIEeIOBAaHUSX U BO BpeMs MOCTPETUCTPALIMOHHOTO
MPUMEHEHHUs Tpernapara cooOlaloch O CIy4asX pPa3BUTHUS HHTEPCTHIMAIBLHOTO 3a00JIeBaHUs
JErKuX (B HEKOTOPBIX CIydYasX C JIETAIHHBIM HMCXOJIOM) Yy TMAIlMEHTOB, MOJIYYAIOIMIUX TEPAITUIO
TOQAIUTHHIOOM, HHTHOUTOPOM sIHYC-KMHA3. TeM He MeHee, pOJIb HHTHOMPOBAHUS STHYC-KHHA3BI
HEU3BECTHA.

Puck uHbeKnn MOXET MOBBIIIATHCS MPHU YBEJIUYCHUH CTENCHH TshKecTH TuMponeHuu. B atom
cly4yae TpU OIICHKE HHAMBUAYAJIBHOTO pHUCKA Pa3BUTUS HHQPEKIUH CIIEIyeT NPUHUMATh BO
BHUMaHUE KOJHMYECTBO JIMM(OIUTOB. YCJIOBHSI OTMEHBI Ipernapata ¥ KPUTCPHUH KOHTPOJIS
auMdOTIeHUH ONTMCaHbI B pazzeie 4.2.

Ty6epkyiie3

[Tepen npumenenrem ToaruTHHIOA CIIEAYET OIEHUTh COOTHOIIEHUE PUCK/TIONB3a OT TepaIuu y
MAalMEeHTOB ¢ TyOEepKyJe30M B aHaMHE3€, Y MallUeHTOB, KOTOPHIC WM UK HEJaBHO MOCETHIIN
SHIEMUYHBIC PAMOHBI 110 TYOEpPKYyIe3y.

[Tepen npuMeHneHueM TohaUTUHIOA ClIeyeT MPOBECTH OOCIENOBaHNE HA MPEIMET MPU3HAKOB
JATEHTHOM WU AaKTUBHOW TyOepKyJne3HOW WH(EKIMH B COOTBETCTBHH C JIOKAJIBHBIMU
PEKOMEHIalUsIMHU.

[TarueHTHl C TATEHTHBIM TYOEpKYJE30M IMepeja HadalloM Tepanuu To(aluTHHUOOM MOJJIeKaT
CTaHJapTHON aHTUMHKOOAKTEPHAIbHOMN TeparuH.

[lepen wawanmoMm Tepanuu TOGANUTHHUOOM Yy TAIMEHTOB C JIATEHTHBIM WM aKTHBHBIM
TyOepKyJie30M B aHaMHE3€, NPH OTCYTCTBUU TOATBEPKICHHS aJCKBAaTHOTO Kypca
MPOTUBOTYOEPKYJIE3HOW Tepanuu, a TakkKe Y TMalMEeHTOB C OTPHUIATEIbHBIM Pe3yIbTaTOM
WCCIICIOBAHMSI Ha JIATEHTHBIA TyOepKyle3, HO HaiuuueMm (akTopoB pHCKa TyOepKyJe3HOU

MH(pEKINH, CJlelyeT MPOBECTH COOTBETCTBYIOLLYIO MPOTUBOTYOEpKyJe3Hyto Tepanuio. [lpu
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INPUHATHKU PCUICHUA OTHOCHUTCIBHO HEOOXOJMMMOCTH ' HHDOI;LB'QH'I/IQ %MO’TV%GDKVHGSHOH

TEpaluyd y KaXJIOr0 KOHKPETHOTO NAalMeHTa PEKOMEHIYETCS IPOKOHCYJIbTHPOBATHCS C
bTH3HaTpoMm.

[lanmeHTsl moOANEXAaT TIIATEIFHOMY HAONIONEGHHIO HA TpPEeIMeT pa3sBUTHS IPH3HAKOB
TyOepKyJe3a, BKJIIOYas MAIMEHTOB C OTPHIATEIbHBIM pE3yJbTaTOM TeCcTa Ha JIATCHTHBIH
TyOepKyIe3 10 Havajaa TepanuH.

PeakrtuBanus BupycHbIX HHOEKIUHA

PeakTuBanusi BuUpycHbIX WH(peknui ommcaHa npu mnpumeHeHuu Tepanuu BIIBII. Cnyuan
peakTUBallMU BUpyca Tepreca (HampuMep, OIOSCBHIBAIOIIETO Treprieca) TaKKe OMUCAHbl B
KJIMHUYECKHX HCCIICAOBAaHUAX TodanuTuHOa. B 0ogHOM KpymHOM paHIOMH3HPOBAHHOM
MOCTPETUCTpaIllMOHHOM uccieaoBanuu 0ezonacHoctu (PASS) y nanuentoB ¢ PA B Bo3pacre 50
JeT W CTapiie Mo KpailHeil Mepe C OJHUM JOTOJHHUTENbHBIM (AaKTOPOM pHCKa CeplIeYHO-
COCYAMCTBIX 3a00JIeBaHUI y MAIIMEHTOB, MOJIYYaBIIMX TO(PALUTHHUO, HAOIIOIATIOCh YBEIUYCHUE
CJIy4aeB OMOSICHIBAIOIIETO Teprieca 1o cpaBHeHHo ¢ mHruouropom ®HO. B nocTMapkeTHHTOBBIX
HCCJIEIOBAaHMSIX COOOLIAJIOCh O CilydasX peakTUBallUM BHpyca remnatuta B y mnaiueHros,
MONy4yaBIIUX Tepanuio TodauutuHuOoM. Brnusaue TodanutuHnbGa HA  pPEaKTUBAIUIO
XPOHUYECKOT'0 BUPYCHOTO TeMaTuTa HeU3BECTHO. [lallueHTOB C MONOKHUTENBHBIM PE3YyJIbTaTOM
TecTUpoBaHus Ha renatuthl B u C uCKIIOYMIN U3 KIMHUYECKUX HccienoBaHuil. [lepen nHauanom
Tepanuu TO(MAUTHHUOOM CIIEAyeT NPOBECTH CKPUHHHT Ha TPEAMET HAIWYHUS BHPYCHOTO
rernarura.

B ximHuyeckux wucciaenoBaHUsSX To(ManWTUHHOA y TpeACTaBUTENEH SMOHCKOW W KOpeucKou
HAI[MOHAJIbHOCTEN OTMEYatoTCs 0oJIee yacThle Clydau pa3BUTHSI OMOSACHIBAIOIIETO reprieca, Yem y
IIPEACTABUTENEH IPYTUX HALTMOHAIBHOCTEH.

YacToTa 1nosiBIEHUs OMOSCHIBAOIIETO TepPIIeca MOKET YBEITUYUTHCS Y ALUEHTOB C ITTUTEIbHBIM
aHAMHE30M PEBMATOUIHOTO apTpUTa, KOTOPHIE paHee MOJIydaiau JBa U Ooyiee OMOIOTHUYECKHX
BIIBII; y namuentos ¢ AUH menee 1000 kneTok/Mm®.

BenosHas tpomb0osMO0IHs

Benosnas tpom60osmOonus (BTO) nabmtoganachk y manueHTOB, IPUHUMABIIUX TOQAIUTHHUO B
KJIMHUYECKMX HCCIEOBAaHUSAX M TOCTPErHCTPAllMOHHBIX OT4YeTax. B  OJHOM KpymnHOM
pangoMu3upoBaHHOM uccienoBannu PASS y mamuenToB ¢ PA B Bo3pacte 50 et unu crapiie, ¢
XOTS1 OBl OTHUM JOTIOJTHUTEBHBIM CEPICYHO-COCYTUCTHIM (PaKTOPOM PHCKA, MAITUSHTHI TIOTYIaJIH
aeyeHre TopanuTHHUOOM B J103€ 5 MT JIBa pa3a B CyTKH, TopauuTHHUOOM B 103e 10 Mr 1Ba pasa
B cyTku win uHruouropom @HO. B naHHOM wHccnenoBaHUM HAONIOJAIOCHh JJO303aBUCUMOE

MOBBIINICHHE YaCTOTHI PA3BUTHS JIerouyHOM sMOommu (JID) y manmmeHToB, KOTOpbBIE MOTydald
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Tepanuio TOGaUTHHUOOM B CPaBHEHHH C Tepanuei Wt PHE (G b4 8),

MHorue cirydau JID ObuH cepbe3HBIMU M HEKOTOPBIE CITy4and UMEIH JICTaIbHBINA HCXO/.

Cnyyan JID B 3TOM HCCIeI0BaHUN OBUIH 3apETUCTPUPOBAHBI Yallle Y MallMeHTOB, MPUHIUMAOLIIX
To(haUTUHHUO, IO CPABHEHHIO C APYTHUMH MCCIIeIOBaHUAMH TodhanmuTrHOa (cM. pazzaen 4.8).
Cnyyan Tpom603a riryookux BeH (TI'B) HaGiromanuch Bo BceX Tpex rpynmnax narydeHTOB TaHHOTO
ucciaenaoBanus (cM. paszuen 4.8).

Heo0xoauMo TpOBOIUTH OLIEHKY TMAIMEHTOB OTHOCHTEIBHO (DAKTOPOB pHCKa BEHO3HBIX
TPOMOOSMOOINYECKUX SBJICHUI 10 Hayala JIEYEeHUS M IEePUOJUYECKH BO BpEeMs JICUCHHUS.
HeoOxomumo mnpumeHsTh TOMAUUTUHUO C OCTOPOXKHOCTBIO Yy TMOXKWIIBIX MalMEHTOB H Yy
NaIMEeHTOB, UMEIOMIUX ApyrHue (akropsl pucka (cM. pazzaen 4.2). Heobxonumo 6e30TiaaraTenbsHO
IPOBOJUTH OLIEHKY MAllMEHTOB C MpU3HaKaMu U cumnromamu BTD u otMeHuTh TOGauTHHUO Y
MAIMEHTOB ¢ TIoJ103peBaeMbIiM BT, BHE 3aBUCUMOCTH OT MPUMEHSIEMOMN 036l W MMOKA3aHUS.
TodauutuHu® He U3yyancs, U ero NPUMEHEHHs ClIeyeT u30erarth y malueHToB ¢ TpoMO030M B
aHaMHE3€ WM MOJTBEPXKACHHBIM TPOMOO30M B HACTOSIIUI MOMEHT BpPEMEHH, a TaKkKe y
NAIMEHTOB C HapyIIEHHWEM CBEPTHIBAEMOCTH KPOBH B JINYHOM U CEMEHHOM aHaMHe3e IMepBOM
CTETEeHH POJICTBA.

Todauutunu® cienyer NPUMEHSITh TOJIBKO Y B3POCIBIX TOCHUTAIM3UPOBAHHBIX MAIIMEHTOB C
HOBOH  KOpOHaBUpyCcHOW wuHbeknuei, BerBBaHHOKH COVID-19, KoTopeie MOIyYaroT
AQHTHKOATYJISIHTHYI0 Tpoduuaktuky BTD. He crmemyer mnpuMeHSTh 3CTPOreHCOAEpIKaIIHe
KOHTpALICTITUBHI B TeueHue 48 yacoB [0 Hayasa Je4eHus Win Bo BpeMs edenus. [Ipu nosiBinenun
KJIMHUYECKMX MPHU3HAKOB TpomMOo3a TIIyOOKMX BEH/PMOOJIMU JIETOYHOM apTepuu IpHeM
TopanuTHHUOA CIeTyeT MPEeKpaTHTh, MAIMEHTOB CIEAYeT He3aMeIIMTEIhHO O00CIe0BaTh M
Ha3HAYUTh COOTBETCTBYIOIIEE JICUCHHUE.

OCHOBHBIC HEIKEIIATSIbHBIC CEPACYHO-COCYAUCTEIC COOBITHS (BKJ'IIO‘Ia}I I/IHd)aDKT MHOKapaa)

B ogHOM KpynHOM paHzoMu3upoBaHHOM HccaenoBannu PASS y nanuentos ¢ PA B Bo3pacte 50
JeT W cTapiie Mo KpalHeil Mepe C OJHUM JIOMOJHHUTENbHBIM (PaKTOpPOM pHCKa CeplIeYHO-
COCYAMCTBIX 3a00J€BaHMIl NAIlMEeHTHl MOoJydyaaun ToauuTUHUO S5 Mr JBa pa3a B JIEHb,
todauntuauO 10 Mr asa pasza B aeHb uian uHruoutrop ®HO. OcHoBHBIE HEOIAroNnpHsTHbIE
cepaeuHo-cocyucteie coositust (MACE), Bitouast nHGapKT MHOKap/ia, HaOIOAAINCh BO BCEX
TpeX rpyIax JeueHUss B 3TOM HUCCIETOBaHHM. Y MAIMEHTOB, MOJY4YaBIIMX TO(AUUTHHHUO, MO
cpaBHeHHI0 ¢ uHru6uTopoM ®HO Habmonanoch yBennueHue yucia HedaTalbHBIX HHPAPKTOB
muokapaa. MACE, Bkirouasi, nH(GapKT MHOKap/a, Jalle BCTPEUAIUCh Y MOKUIIbIX MMallUeHTOB U
NAIMEHTOB, KOTOpbIE KypsAT B HacTosllee Bpemss Wi B npouuioM. Crexyer MHposBIsATh

OCTOPOKHOCTE IMPHU JICHCHHUU ITOXKHUJIBIX ITAIMCHTOB, IMAIIMCHTOB, KOTOPBIC KYPAT B HACTOAIICEC
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BpPEMA UJIK B IIPOLIJIOM, a4 TAKKC MallMCHTOB C ANYTUMU &&%&DAQQS&CKQ%QEI@‘H{

3a001€BaHUl.

3i0kayecTBeHHbIE UM auMdbonpomdepaTuBHble 3a00aeBaHus (32 UCKIIOYEHUEM DAKA KOXKHU, HE

otHocsamuiics K Meaagome (PKHM))

[lepen HavaaoM Tepanmuy MAMEHTOB C CYLIECTBYIOIIUM 3JI0Ka4€CTBEHHBIM HOBOOOpa30BaHUEM
WIA JaHHBIMH O 3JI0KAYEeCTBEHHOM HOBOOOpa30BaHWMU B aHAMHE3e, KpPOME H3JICUYCHHOTO
HemesnaHoMHoro paka koxu (HMPK), mam npu paccMoTpeHMM BO3MOXHOCTH MPOJIOJIKEHUS
Tepanuu TOPAUUTUHUOOM Yy MAIMEHTOB CO 3JI0OKAYECTBEHHBIM HOBOOOpPA30BaHMEM ClIEAyeT
YUUTBIBaTh PUCKH U IIPEUMYIIECTBA JiedeHUs TopanuTuHOoM. CylecTByeT BO3MOXHOCTb, UTO
TO(aUTHHUO BIMSET HA 3AIIUTY OPraHU3Ma OT 37I0KaY€CTBEHHBIX HOBOOOPA30BaHUIA.
AHKUO3UpYIOWUTI CHOHOUTOAPMPUN

B xoMOMHMpOBaHHON MOMyJIALMU O€30MAaCHOCTH, cOCTOsIEeH n3 1 mianedo-KOHTPOIUPYEMOTro
KJIMHUYECKOro uccienoBanuss ¢aspl 2 v 1 11anebo-KOHTPOIUPYEMOIro  KIMHUYECKOTO
uccnenoBanus Ga3bl 3 Cper MALMEHTOB ¢ AKTHBHBIM aHKWJIO3UPYIOMIUM CIIOHIMIOAPTPUTOM Y
420 manueHToB, moy4aBmux ToGanmuTuHuO 10 48 Hepenb (233 manueHTo-eT HaOIIoICH S ), He
ObUIM BBISIBIICHBl 3JI0KAYECTBEHHbIE HOBOOOpPA30BaHMs, 32 HCKIIOUYEHHUEM paka KOXH, He
oTHocserocs Kk Mmeiaanome (PKHM).

VY nanueHTOB, MONYYaBHIMX JIe4eHHWE TOQAIMTUHUOOM, OBUIM 3aperMCTPUPOBAHBI CIIydYaH
uM(pOMBI W y TAUMEHTOB, MOJIYYaBIIMX TOPAUUTHHHO B OOJBIIOM PaHIOMH3HPOBAHHOM
uccaenoBanuu PASS, y nanuenToB ¢ PA B Bo3pacte 50 neT u ctapiie o KpaiiHel Mepe ¢ OJHUM
JIOTIOJTHUTEIBHBIM (DAKTOPOM pHCKa CepAEUHO-COCYTUCTHIX 3a0oneBanuii. HecMoTps Ha TO, 4TO Yy
NAIMEHTOB C PEBMAaTOUIHBIM apTPUTOM, OCOOEHHO C BBICOKOAKTUBHOM (hopMoii 3aboeBanusl, U y
NAIMEHTOB C IICOPHA30M MOXKET HalOJonaThCsi 0ojiee BBHICOKHM PHUCK (B HECKOJIBKO pa3 BBIIIE)
pa3BUTHS TMM(OMBI IO CpaBHEHMIO ¢ O0IEeH momyssiuyel, poiab TopanuTHHIOA, €CIM TaKoBas
UMEEeTCs], B pa3BUTHH JUM(OMBI HE yCTaHOBIICHA.

Pak nerkux HaOmiomancs y NalMEeHTOB, MNOMy4yaBMIMX TodauuTuHuO. Pak Jerkux Ttaxke
HaOMIOZAJICST Yy TAIMEHTOB, MOJYYaBIIUX TO(PAIMTUHUO, B OOJBIIOM pPaHIOMU3HPOBAHHOM
uccienosannu PASS y mannenTtos ¢ PA B Bozpacte 50 sieT u cTapuie no kpaitHeil Mmepe ¢ OJTHUM
JIOTIOJTHUTETIBHBIM (PaKTOPOM pUCKA CEpACYHO-COCYIUCTHIX 3a00J€BaHUN; yBETUUYEHUE CIy4yacB
paka JIerkux HaOJIroAanoch y NaleHToB, Mmoyy4yaBmux Topauutuand 10 Mr n8a pasa B A€Hb 1O
cpaBHeHuio ¢ uHruOutopom ®HO. M3 30 ciydaeB paka JIErKuX, 3aperMCTPUPOBAHHBIX B
UCCIIIOBAaHUM Y TAlMEHTOB, IPUHUMABIIUX TOPAUUTUHUO, BCe, KpoMe 2, ObLIM Yy MAIUEHTOB,
KOTOpBIE KypHWJIM B HACTOSIEE BPEMsI MU B NMpouuIoM. [[aliueHThl ¢ peBMAaTOMAHBIM apTPUTOM

MOTYT MOABEPraThcs 00Jiee BBICOKOMY PUCKY Pa3BUTHsI paka JIETKUX, YeM O0IIast MOMYJISIus.
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CJIydau Pa3BUTHA IPYTUX 3J0KaYeCTBEHHBIX HOBOOOPA30BaHMMA, BKJIFOYAst (HO HE OTPaHUYUBASCh),
pak Ipyziu, MeJIaHOMa, paK IpeICTaTeIbHOM JKene3bl U paK MOAKEIYJOUHOM KEJIE3bl.

Bnusaue tepanuu TopanuTHHIOOM Ha pa3BUTHE U TEUEHHE 3JI0KaYECTBEHHBIX HOBOOOpa30BaHUM
HEU3BECTHO.

Crnenyet co0it01aTh OCTOPOKHOCTh IPU JIEUEHUH MALIMEHTOB MOXHUIJIOIO BO3PACTa, MMALIUEHTOB,
KOTOpBbIE KYpST WM KypWIH B IMPOIUIOM, a TAKXKe MAlMEHTOB C APYTUMHU (PaKTOpaMu pUCKa
3JI0KaYE€CTBEHHBIX HOBOOOPa30BaHUH.

B Gonbiiom pangomusupoBanHoM uccienoBannn PASS y manuentoB ¢ PA B Bo3pacte 50 net u
CTapIe 1o KpaifHell Mepe ¢ OJHUM JOMOJHHUTEIBHBIM (PAaKTOPOM PUCKA CEPACYHO-COCYIUCTHIX
3a0oneBaHnii HaOII01aI0Ch YBEIUYCHHE 37I0KaYeCTBEHHBIX HOBOOOPa30BaHUH (32 HUCKIIOUEHUEM
PKHM) y mnanueHtoB, noiaydyaBmuX TOGamuTHHHO, MO cpaBHeHUIO ¢ uHruOutopom OHO).
3nokauecTBeHHble HOBOOOpa3oBaHus (3a uckiodeHneM PKHM) yamie Becrpedanuch y moKHIIbIX
NAMEHTOB U Y MalMEHTOB, KOTOPBIE KYPUJIM B HACTOSIIIEE BPEMS WM B IIPOLLIOM.

Pax xoocu, ne omnocawuiica k meranome (PKHM)

Coobmanocs o ciayyasx pazsutiss PKHM y nanueHToB, noiay4aromux Tepanuto ToGpauTHHIOOM.
PKHM Taxxe ObliIM 3aperiCTpUpPOBaHbl B OOJIBIIOM paHIOMU3UPOBAHHOM HccieqoBaHuu PASS
y nauueHtoB ¢ PA B Bo3pacte 50 jer u crapiuie no kpaHell Mepe ¢ OJIHUM JOTOJHUTEIbHBIM
(dakTopoM pHUCKa CEpAECUHO-COCYIUCTBIX 3a0oyieBaHMU. B 3TOM HCClieoBaHMM Yy TalMEHTOB,
HOJyYaBIIUX TOQauUTUHUO, 0 cpaBHEeHUIO ¢ uHruoutopom @HO, Habmona10Ch YBEIUUYCHHE
obmero konnyectBa PKHM, Bkitodas miockokineTouHslit pak koxxu. [Tockoneky yactora PKHM
BbIIIE y TOXWIBIX JIoAed M y mnauueHToB ¢ aHamHesoM PKHM, cnenyer cobmonath
OCTOPOXKHOCTh TIPU JICUEHUH TaKUX MAlUEHTOB. PekoMeHayeTcss MpOBOAUTH MEPUOAUMYECKOE
o0cIieZloBaHNE KOXKH y MAIMEHTOB C MOBBIIIEHHBIM PUCKOM PAa3BUTHS PaKa KOXH.

Todamutuand B go3upoBke 10 Mr 1Ba paza B JieHb NMPOTUBONOKA3aH MallMEHTaM C BBICOKUM
pucKoM sieroyHoi ambonuu (cM. pasaen 4.3). JlonosHUTeNbHBIMU (PaKTOpaMH pUCKA, KOTOPHIE
ClIelyeT yUUThIBaTh MPH ONpPENENeHUH pucka pa3Butus JID y mamueHra, sBISIFOTCS MOXKHION
BO3PACT, O)KUPEHUE, KypeHUEe U UMMOOMITU3AIIHSL.

Cayyau niepdopanuu opranos JKKT

B ximHM4Uecknx HCCJICA0OBAHUAX B TOM YHUCJIE B 00JIBIIIOM PaHAOMU3UPOBAHHOM HCCIICAOBAHUN
PASS y mauuentoB ¢ PA B Bo3pacre 50 ner u crapmie, mo KpaiiHed Mepe, C OJIHUM
JIOTIOJTHUTEIBHBIM (PAaKTOPOM PHUCKA CEPACUYHO-COCYAMCTHIX 3a00JE€BaHUN OMHMCAaHBI CIy4yau
nepdoparuu opranos JXKKT. Poib HHrHOMpOBaHUS STHYC-KMHA3BI P ATUX SIBICHUSX HEU3BECTHA.

Takue cimyyan B OCHOBHOM OBIIM OINKCAHBI Kak mepdoparus JUBEPTHKYJIA, IEPUTOHUT, adcIiecc
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pa3Bunachk nepdopanus opranos JXKKT, monydanud COMyTCTBYIOIIYIO TEPAMIO HECTEPOUTHBIMU
[IPOTUBOBOCHAIIUTEIIbHBIMU rpernaparamu (HIIBIT) 17078111 [JIFOKOKOPTUKOUIAMU.
OTHOcUTEIBHBIN BKJIAJl COMYTCTBYIOUICH Tepaluu U MpuMeHeHus! TohauuTHHHOA PU Pa3BUTUU
nepdopanuu opranoB XKKT nenszBecteHn. YacTora pa3BUTHS TaKUX OCIOKHEHUN y MAIUEHTOB C
MICOPUA30M, COTJIACHO JaHHBIM KIMHUYECKUX wuccienoBanuii, cocrasmser 0,09 cmyuaes/100
MalUEeHTO-JIET.

Todauutunub cregyer ¢ OCTOPOKHOCTbIO MPUMEHATH Yy MAIMEHTOB C MOBBIIIEHHBIM PHUCKOM
nepdopanuu opranoB XKKT (nanpumep, y maniMeHToB ¢ AUBEPTUKYIUTOM B aHaMmHe3e). [larueHTsl
C HOBBIMHU cHMITTOMaMH co cTopoHbl opranoB JKKT noanexar HeMeUIeHHOMY 00CJI€JOBaHUIO AJIs1
panHero BeisiBIeHUs repdoparuu  opranoB JKKT. B KIMHWUYECKMX HCCICIOBAHUSIX
AHKUJIO3UPYIOUIETO CIIOHINUIOAPTPUTA HE OBLIO BBISIBICHO ciyyaeB nepdopauuu opranoB KKT
cpenu 420 manueHTOB, MOTYYaBIIUX TOGAUTHHUO B TeueHue a0 48 Heaens (233 manueHTo-j1eT
HaOJIIOICHU).

Ilepenomel

[lepenombl HabMOJANKMCh y TMAMEHTOB, TMOJIYYaBIIMX TOQPAIUTHUHUO B KIMHHYECKHX
MCCJIEI0OBAHMSX U B IOCTPETUCTPALIMOHHBIN MEPUO.

B koHTpOIMpyeMBIX KIMHUYECKUX HCCleA0BaHusX (Pa3el 3 y nanueHToB ¢ PA B TedeHue nepruoaa
ot 0 10 3 MecsIeB YacTOTa MEPEIOMOB y MAIIMEHTOB, MOIYYaBIINX TOGAMTUHUO 5 MT JBa pas3a B
JeHb, ToparutuHuO 10 Mr 1Ba pa3a B aeHb U 1utanebo cocrapisiia 2,11, 2,56 u 4,43 manueHTOB ¢
coonrTusiMu Ha 100 PY's, COOTBETCTBEHHO.

B 6onb1mom pannomusupoBanHoM uccinenoBanuu PASS y manuentos ¢ PA B Bo3pacte 50 net u
CTapliie 1Mo KpaHeW Mepe ¢ OJHUM JIOTIOJHUTEIBHBIM (PaKTOPOM PHCKA CEPAECUHO-COCYIUCTHIX
3a00JIeBaHU TEPENOMBbI HAOIIOAATUCH B TPYMIAaxX JeuyeHUs: TOGauTHHIOOM U MHTHOUTOpaMU
®HO.

CrnenyeT nposiBIsATh OCTOPOKHOCTD y MAIIMEHTOB C U3BECTHBIMU (DAKTOpAMH PUCKA TIEPEIOMOB,
TaKUX KaK TOXXKWIbIE TAIMEHTHI, MAIlMEHThl >KEHCKOTO I0Jla M TAIlMeHTHI, MPUHUMAIOIINE
KOPTUKOCTEPOUIBI.

Puck cepaedHo-COCYAUCTRIX 3a00JIeBaHUM

[TarueHTHl ¢ pEeBMATOMJIHBIM aPTPUTOM IOABEP>KEHBI MOBBIILIEHHOMY PUCKY BO3HHUKHOBEHUS
HapyLIeHUH CO CTOPOHBI CEPIEYHO-COCYAMCTONM CHCTEMbI, M Yy TaKuUX IAalHUEHTOB CIEAyeT
KOHTPOJHMPOBATh (PaKTOPHI pHCKa (HalpUMep, apTePUAIbHYIO THIIEPTEH3UIO M THIIEPIUITHIEMHIO)
B paMKax OOBIYHOTO CTaHJAPTHOTO JICYSHHUSI.

depMeHTHI IeUEeHHN
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MOBBIIICHUS YPOBHEH NeueHOUHBIX epMeHToB. ClenyeT ¢ BHUMaHUEM MOJXOIUTh K BOTIPOCY O
Havaje JiedeHUS  TO(GAanmUTUHUOOM Yy  TAIMEHTOB C  MOBBIIICHHBIMA  YPOBHSMHU
ananuHamuHoTpancdepasbl (AJIT) wm acnapraramunotrpancdepassr (ACT), ocobeHHO npu
Havaje MPUMEHEHHs TpernapaTra B KOMOWHAIMA C TOTCHIHAJIBHO T'eaTOTOKCUYHBIMU
JICKapCTBCHHBIMHU TIperapaTaMH, TaKUMH Kak MeroTpekcar. [locie Hauama nedeHds st
BBISIBJICHHUSI TIOTEHIIUAIBHBIX CIy4aeB JIEKAPCTBEHHOTO IMOPAKEHUS TMEYCHH PEKOMEHIYeTCs
OCYILECTBIISITH HA IOCTOSTHHON OCHOBE KOHTPOJIb OMOXMMUYECKHX MTOKa3aTeseld (yHKINU MTeYeHU
U OBICTPO yCTaHABJIMBATh BO3MOYKHBIC IPUYMHBI TOBBIIICHUS] YPOBHEH MEYCHOYHBIX (DEPMEHTOB.
Ecnu mono3peBaercs JeKapCTBEHHOE MOPaKEHHE IMEYEHH, JICYCHHE TOPAUTHHHOOM CleayeT
MPUOCTAHOBHTH JI0 UCKJIFOUEHUS ATOTO JUArHO3a.

I'unepuyyBCTBUTEILHOCTD

Y MNalyeHTOB, MIPUHUMAIOIINX TOhaUTUHHO, HaOJII0TAJINCE TaKue peakuu
TUIIEPYYBCTBUTEIBHOCTH KaK AHTMOHEBPOTHYECKWN OTEK M KpanuBHHIA. HekoTopsie ciaydaun
OLICHUBAJIUCH KAK CEPhE3HBIE. BOJBIIMHCTBO pEAKIIMI BO3HUKAJIO Y MAIMEHTOB C MHOKECTBEHHOM
ajuieprueil B anaMmHese. B ciiyyae BO3HMKHOBEHHUSI CEPbE3HON PEaKIMU TMIEPUyBCTBUTEIBHOCTU
HEOOXOAMMO HEMEJICHHO IPEKpaTUTh TNPUMEHEHHE TOohaluTHHUOA O  BBIABICHUS
MOTEHIMAJIBHON MPUYMHBI WJIM MpUYUH. [lallMeHThl ¢ NOATBEPKACHHOM ajIeprued Ha
ToQarMTHHUO HE TOJDKHBI TPUHUMATH TIperapar.

.Ha6ODaTODHLIe I10Ka3aTc/in

JIuMQOUUTHL: CITydau CHHKEHHUs 4Mcia TMMQOIHUTOB 10 YpoBHs MeHee 500 kieTok/MM® ObuIH
CBS3aHbl C YBEJIMYEHHEM YacTOThI CEPbe3HbIX MH(EKINH, KOTOpble moTpedoBanu Tepanuu. He
peKOMEeHAyeTCsl HayMHATh Tepanuio TO(AaUUTUHUOOM Yy TMAalMEHTOB C HU3KUM YHCIIOM
nmumbonuTos (T.e. MeHee 500 kimeTok/mMm’). Eciu y manueHTa TOATBEPKIECHO CHHKEHHE
abCOJIOTHOTO YKcia TUM(OLKUTOB 10 YpoBHs MeHee 500 KiieTok/MM?, eueHre TohauTHHIOOM
HE PEKOMEHyeTCsl. YpOBEHb JTUM(OIIMTOB HEOOXOAUMO KOHTPOJIUPOBATh HA UCXOHOM YPOBHE
U 3aTeM Kaxjbie 3 Mecsa (cM. pasaen 4.2).

Heitrpodunsl: nedenne To(auTUHUOOM CONMPOBOXKIATOCH YBEIMYEHUEM YacTOThl PA3BUTHUS
Heiitponennn (< 2000 knetok/Mm®) 1o cpaBHeHMIO ¢ miane6o. HauuHaTh JledeHue
TohanuTUHUOOM TAIMEHTOB C HU3KOW KoHIeHTpanuend HehTpodwmnoB (AUH wmenee 1000
KIETOK/MM®) He peKOMeHyeTcs. Y MallMeHToB, MOMyJaoIuX TopauuTHHIO B 103upoBke 10 Mr
JiBa pa3a B JIeHb, co cToikuM cHmkenneM AUH 10 500—1000 k1eTox/MM> clieyeT CHU3UTD 103y
toauuTHHMOA 10 5 Mr ABa pa3za B J€Hb 10 JAOCTWXeHHs koHueHTpauuu AYH 6Goxee 1000

KIETOK/MM’. Y NaIHeHToB, TOTyYaromuX ToGaruTHHUO B TO3UPOBKE 5 MT JBa pas3a B JICHb, CO
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noctukenus konnentpamun AUH Gonee 1000 kietok/mMm®. ¥V NalMEHTOB ¢ MOATBEPIKACHHBIM
abCOMOTHBIM YucIoM HeiTpoduinoB Menee 500 KieTok/MM® JedeHHE He PEKOMEHIyeTcs.
YpoBeHb HEUTPOUIOB clieyeT KOHTPOJIUPOBATh HAa MCXOJAHOM YPOBHE U mocie 4—8 Hezdelnb
Tepamnuu, a 3aTeM Kaxple 3 Mecsma (cM. pa3aensl 4.2, 4.8).

['eMornoOuH: He PEeKOMEHAYeTCs HaYMHATh Tepanuio TO(GauuTHHUOOM y MAMEHTOB C HU3KHM
ypoBHeM Tremoriobuna (MeHee 9 r1/mi). Jledenue todanuTHHHOOM ClEAyeT MNPEKPaTHUTh Yy
MAIMEHTOB C YPOBHEM I'eMOoryioonHa MeHee § /1, 1100 Mpu CHIKEHUU YPOBHS FeMOIJIOOMHA Ha
2 r/an u Gonee Ha QoHe neueHus. ['eMornoOuH cielyeT KOHTPOJIUPOBaTh Ha HAYaJIbHOM JTare
Tepanuu, nociie 4-8 Hezelb Tepanuu, a 3aTeM Kaxbie 3 Mecsia (cM. pasaen 4.2).

Jlunuapl: nedeHre ToGarUMTHHAOOM COMPOBOXKIAETCS MOBBIIICEHUEM YPOBHS JIUMHOB KPOBU —
obmero xonecrepuna, xonectepuna JIITHIL, a Takke XojecTepuHa JUIMONPOTEHIOB BBICOKOMH
miotHoctd  (JITIBIT). MakcumaneHbiii 3¢ ¢deKkT 0OBIYHO OTMEYaJICs B TEUeHHE O HENIeb.
[ToBwimenue obmero xonecrepuna, xonecrepura JIITHIT u xonecrepuna JITIBIT Takxe Obu1o
3apETUCTPUPOBAHO B OOJIBIIIOM paHIOMHU3UpPOBAaHHOM HuccienoBanuu PASS y manuentos ¢ PA B
Bo3pacte 50 neT u crapiie, Mo KpaiHeW Mepe, ¢ OJHUM JOMOJTHUTEIbHBIM (DaKTOPOM pHCKa
CepAEeYHO-COCYTUCThIX 3abosieBaHuil. OLEHKY JIMIUAHBIX MapaMeTpoB CJIEIyeT BBIIOJIHATH IO
IIPOLIECTBUM OKOJIO 4—8 Hejenb nocie Havajna Tepanuu. [IpuMeHeHne cTaTHHOB y MalMEeHTOB C
MOBBIINIEHHON KOHIIEHTpaluei obmero xonectepuHa u xonecrepuna JIITHIT na done tepanuun
TOGAIUTUHUOOM MO3BOJISET JOCTUYh UCXOAHBIX MMOKA3aTeNeH.

Bakiunanuu

Wudopmanus o BTOpUIHOHN TPaHCMHUCCHU WHPEKITUN IPY BBEICHUH )KUBBIX BaKI[MH MAIIHEHTAM,
MOJTy4YaroLUM TOPaUTHHHUO, 10 HACTOALIET0 BpeMEHHU OTCYTCTBYeT. He pekoMeHayeTcsi BBOIUTh
KHUBBIE BaKIMHBI OJHOBPEMEHHO ¢ TOo(hauuTUHUOOM. PexomeHayercs, 4ToOBl 10 Hauana
npuMeHeHus To(auuTHHUOA BCE MAIMEHTHl BBIMOJHUIM HEOOXOAMMYI0 HMMYHH3AlHMIO B
COOTBETCTBHUH C COBPEMEHHBIMH PEKOMEHJALMSMH [0 BaKUWHAIWU. [IpOMEXYTOK MEXIy
BaKIMHAIIMEH OKUBBIMH BakIMHAMH H HA4YaJlOM Tepanmud TOPAIUTHHHOOM JIOJDKEH
COOTBETCTBOBATh HMMEIOIIUMCST PYKOBOJCTBAM I10 BAaKIMHAIMM B OTHOIIEHHM MAIMEHTOB,
HOJYYaroIUX Teparnuio UMMYHOMOIYJIUPYIOIUME cpeacTBaMu. COrinacHo 3TUM PYKOBOJICTBAM,
€CJIM BBOAUTCS KUBask BaKIIMHA OT OIOSCBIBAIOIIETO repreca (herpes zoster), ee clieAyeT BBOJUTH
TOJIBKO MallMeHTaM C JOKYMEHTHUPOBAaHHBIM B aHAMHE3€ CllydaeM 3a00JieBaHUsl BETPSHOMN ocron
WIY TallMeHTaM, CepOIIO3UTHBHBIM B OTHOIIEHUH BUpYCca BETPSHOU ocIibl. BakuuHammio cienyer
IPOBOJUTH IO MEHBIIEH Mepe 3a 2 HeeH, HO MPEANOUTHTEIBHO 3a 4 HeJleNIN /10 Havasa Teparnuu

MMMYHOMOIYJIUPYIOIIUMHU CPEICTBAMH, TAKUMH KaK TOPalUTUHUO.
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IlanmeHTHl ¢ HapyIIeHHEM d)VHKHI/II/I IMOYCK

B xnmunnyeckux HUCCIICA0OBAHUAX TO(baLII/ITI/IHI/I6 HC N3YyYaJIM y MAallUCHTOB C HCXOAHBIM KIIMPECHCOM
kpeaTuHHHA MeHee 40 Mur/MuH (pacdet npousBoauics o popmyine Kokpodra-I'onra) (cM. pazaen
4.3).

[lanmeHTHl ¢ HapYIICHHEM d)VHKHI/II/I IMOYCK MJIKM INCYCHH HJIM C OTKJIOHCHHUAMU J'Ia6ODaTODHI>IX

moKazaTeJiei

OHGHHBaﬁTC COCTOSHHEC IMAIIMCHTOB HA MCXOJHOM ypOBHC u B HaﬂbHeﬁmeM B COOTBCTCTBUHU C
JIOKaJIbHOM MPAKTUKON HAOIIOJCHUS 32 MalieHTaMu. PexoMeH1aimM OTHOCUTEIFHO KOPPEKIIUN
JI03bl Y TMAIMEHTOB C TeMAaTOJOTHYCCKHMHM, IMOYCUYHBIMH W TEUYEHOYHBIMU J1aOOpPATOPHBIMU
OTKJIOHEHUSIMU ONUCaHbl B pasnene 4.2. [IpoBoauTe Tepanuio u HAOIIOACHUE 32 MAIIUEHTAMU B
COOTBETCTBUU C KIIMHUNYCCKUMHU peKOMeHI[aI_H/ISIMI/I.

ITarMeHThl MOXKUIOr0 BO3pacTa

[TarieHTHI MOKUIIOTO BO3pPAcTa, B LIEJIOM, TOJBEPKECHBI TOBBIIICHHOMY PUCKY BO3HUKHOBEHHS
HEXKCIIAaTCIBbHBIX FIBJIGHI/If/'I, KOTOPBIC MMCIOT OoJtee TAKCIYHO CTCIICHBb, IMO3TOMY IpPU JICYHCHHUU
MalMEeHTOB MOKUJIOT0 BO3pacTa CJIEIyeT COOII0aTh OCTOPOKHOCTD (CM. pazzen 4.8).

IIpuMeHeHHe V TallUEHTOB, KOTOPLIM TD66VCTCH HMHBAa3WBHAsiA NN HCHMHBA3MBHA] BCHTHUJIALIMA MJIN

3KCTpaKopIopajisbHag MeMOpanHas okcureHamus (OKMO)

TO(baIII/ITI/IHI/I6 HU3YyYaJICAd TOJIBKO Y T'OCHUTAJIU3HUPOBAHHBIX B3POCJIBIX IMAIMCHTOB, KOTOPBIM HC
Tp€6OBaJIaCB HCHHBa3MBHAas BCHTUJIALINA, MHBa3HMBHAsA MCXaHHUYCCKasa BCHTUIIAL WA UIIN OKMO.
TO(l)aLII/ITI/IHI/I6 HC OOJDKCH IMPUMCHSATBHCA Yy MAIIMCHTOB, KOTOPBIM B HA4YaJIC TCPAIIUU Tpe6yeTc;1
HCHWHBAa3HWBHAs1 BCHTUIIANWA, HHBA3WBHAA MCXaHHNYCCKAas BCHTHUIIALUA WX OKMO.

BcrnoMmorarensHble BellecTBa

[Ipenapatr Todauutnan® PapMacuHTE3 COAEPKUT MaJIbTUTON, IMOITOMY MalMEHTaM C PEIKO
BCTpEYarolIeiics HacleICTBEHHOM HENepeHOCUMOCThI0 (DPYKTO3bI HE ClENyeT NPUHUMATh 3TOT
npenapar.

4.5. B3amMmopeiicTBHMe ¢ IPYTMMH JIEKAPCTBEHHBIMHM MpenapaTtaMHM W JApyrue BH/IbI
B3aMMOJEHCTBUA

BzauMoieiicTBHS, BAUSIONIME Ha TPUMEHEHHUE TOd)aI_II/ITI/IHI/I6a

[Tockonbky TodauntuHUO MeTabomusupyercs nox neiicteueM nzopepmenta CYP3A4, Becbma
BEPOSATHO B3aUMOJICHCTBUE C MpernaparaMy, KOTOPble UHTUOUPYIOT WM WHIAYLUUPYIOT JaHHBIN
uzopepment. Ilpu 0onHOBPEMEHHOM MPUMEHEHUH C MOIIHBIMH HMHTHOUTOpaMU H30(pepMEeHTa
CYP3A4 (nanpumep, KETOKOHA30JI0M), a TAKXKE MPH OJTHOBPEMEHHOM NPUMEHEHUH C OJHUM WIIN
HECKOJIbKUMH yMepeHHbIMH HHruOuTOopamu nzodpepmenta CYP3 A4 u MOIIHBIMU HHTHOUTOpaAMH

m3opepmenra CYP2CI19  (mampumep, QuykoHa3omoM)  IKCHO3HWIHUS  TOhaUTHHUOA
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yBenuuuBaercs (cm. pasmen 4.2). OmHOBpeMEHHOE %Eﬁeﬁ%aié%g&ﬂgﬁng:'(mlmlllulﬁoro

unruouropa mzopepmenta CYP3A4) u onHokpatHoit 10361 Todanuruauba nossimaer AUC u
Cmax TOamutunu6a nHa 103 % um 16 %, coorBercTBeHHO. OJHOBPEMEHHOE MPHUMEHEHHE
dbaykoHazona (ymepeHHoro uaruouropa nzopepmenta CYP3 A4, a Takxe MOIIIHOTO HHTHOUTOpA
uzopepmenta CYP2C19) yBenuumBaer AUC u Chax Todamutunuba Ha 79 % u 27 %,
COOTBETCTBEHHO.

[Ipy OIHOBpEMEHHOM TNPHUMEHEHUH TO(PAIUTUHIOA C CUIBHBIM HHTHOUTOPOM H30(pEpMEeHTa
CYP3A4 wnm komOuHanmer ymepeHHoro uHruouropa mzodepmenta CYP3A4 u cuibHOTO
uaruouTopa nm3odepmenra CYP2C19 Heobxoamuma KoppeKius 1036l TOGanuTiHHIOA (CM. pas3aen
4.2).

[Ipy OXHOBpEMEHHOM TPUMEHEHHUH C MOIIHBIMH HHAYKTOpamu u3zodpepmenta CYP3A4
(nampumep, pudaMnuIUHOM) 3KCHO3UIMS TodanuTuHUOa yMmeHbInaercs. OIHOBpEeMEHHOE
npuMeHenue pupamnuiHa (MomrHoro uaaykropa uzopepmenta CYP3A4) cumxaetr AUC 1 Crax
toaunutnanba Ha 84 % 1 74 %, cOOTBETCTBEHHO (CM. paszen 4.2).

BepositHocTs BiamstHuss wHTHOMTOpOB uU30depmenta CYP2C19 wmm P-rimkonporenHa Ha
dbapMakOKMHETHKY TOalMTUHHOA Maa.

[Ipumenenue TodanuTHHNOA HE PEKOMEHAYETCs Yy MalUeHTOB, NPUHUMAIOLIMX MOLIHBIN
unaykrop nzopepmenra CYP3A4 (manpumep, pudaMnuimg, 38epo00ii pOABIPSBICHHBIN) UITH Y
NAIMEeHTOB, KOTOPBIE MPEKPATHIIA MPHEM MOIIHOTO MHayKTopa m3odepmenta CYP3A4 menee
yeM 3a 28 JHel niM 5 neproioB MONTyBBIBECHUS 10 IpUeMa NepBoil 1036l TOGAUTHHUOA.
OnHOBpeMEHHOE MpHMEHEHHe Takpoiaumyca (ciaboro uuruOutopa mzodpepmenta CYP3A4)
yBenuuuBaeT AUC todanmutnHnOa Ha 21 % u cHukaer Cmax TOauutuHuba Ha 9 %.
OnHoBpeMeHHOE NPUMEHEHHE IIUKIIOCTIOprHA (yMepeHHoro nHruoutopa nuzopepmenta CYP3A4)
yBenuunBaeT AUC todanntununba Ha 73 % u cHIXKaeT Cmax TodanuTruauoa Ha 17 %.
OnHOBpeMEHHOE MHOTOKpPAaTHOE MpUMEHEHHE TOGaluTHHIOA U MOIIHBIX UIMMYHO/IEIIPECCAHTOB
y TAaUEeHTOB C PEBMATOMAHBIM apTPUTOM, IICOPUA30M, IICOPUATUUYECKHUM apTPUTOM,
AQHKUJIO3UPYIOUIMM  CIOHIWIOAPTPUTOM, S3BE€HHBIM KOJUTOM WM  IOJMAPTUKYJISPHBIM
IOBEHWJIbHBIM UIMONATHYECKUM apTPUTOM HE U3Yy4ajocCh.

OnHOBpeMEHHOE MPUMEHEHHE ¢ MeToTpekcaToM (15-25 Mr MeToTpekcara o/IMH pa3 B HEJIENI0) He
OKa3bIBAeT BIMAHUA Ha (PapMAaKOKMHETHKY TOQAIUTHHHUOA.

B3aI/IMOJIeI\/’ICTBI/I$I, IIPHU KOTOPHBIX TOd)aHI/ITI/IHI/I6 BJIUSCT HA d)aDMaKOKI/IHeTI/IKV APYIrux npemnaparonB

HccnenoBanus in vitro oka3anu, 4To TOGAUTUHUO B KOHLIEHTpALHX, Jaxke Oonee yem B 80 pa3
IPEBBIMIAIOIINX PABHOBECHYIO Ciax 001€ro TOQanuTUHNOA, BOSHUKAIOILYIO IPU IPUMEHEHUHU 5

mMr u 10 Mr nBa pasa B JeHb TOQAUUTHHMOA Yy MAllMEHTOB C PEBMATOMIHBIM apTPHUTOM,
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IOBEHWJIBHBIM HIMOMATUYECKUM apTPUTOM, CYIIECTBEHHO HE HHTHOMPYET W HE WHAYLHPYET
aKTUBHOCTb OCHOBHBIX IIpenaparoB, merabonusupyembix nutoxpomamu (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP3A4). JlanHble pe3yJbTaThl ObLIN MOITBEPKICHBI
UCCIICIOBAaHUSIMU i Vitro JEKapCTBEHHOIO B3aMMOJEHCTBMSI, KOTOpPbIE IOKa3ajlud OTCYTCTBHE
U3MEHeHUH (apMaKOKMHETUKH MHa30jlamMa, BBICOKOCEIEKTUBHOTO CyOcTpaTta m3odepMeHTa
CYP3A4, npu ofHOBPEMEHHOM MPUMEHEHUH € TOQATUTHHUOOM.

JlaHHble in Vitro TOKa3blBalOT, YTO TOMAUUTHUHUO HE HMHIMOUpPYEeT aKTUBHOCTb OCHOBHOIO
YeJI0BeYeCKoro (pepMeHTa, MeTabOJIM3UPYIOUIEro JIEKapCTBEHHbIE CpEJICTBAa, YPUAMH S-
mudocdat-rimokyponosuntpancdepassr (YI'T) [YITIAL, YITIA4, YITIA6, YITIA9 u
YI'T2B7], B xonmentpamusx, B 250 pa3 mnpeBbImaommXx paBHOBECHYH Cpax 00IIEro
ToannTHHNOA, BO3HUKAIOIILYIO TP TpuMeHeHuH 5 Mr U 10 Mr ABa pas3a B AeHb TOGAUTUHUOA Y
HAlMEHTOB C PEBMATOUIHBIM apTPUTOM, ICOPUATHUECKUM apTPUTOM, IICOPUA30M, SI3BEHHBIM
KOJINTOM U TOJIMAPTUKYJISIPHBIM FOBEHUIIBHBIM HIHONATHYECKIM apTPUTOM.

Jlannsle in vitro noka3auu, 4To ClioCOOHOCTh TO(GAUUTUHNOA B TEPANIEBTUUECKUX KOHLIEHTPALMSIX
UHTUOMPOBATh TaKWe IEPEHOCUMKU Kak P-IIIMKONpOTeMH, OpraHu4ecKue aHUOHHBIE
TPAHCHOPTHBIE MOJUIENTHIbI, OPIraHUYECKUE AHUOHHBIE WJIM KAaTHOHHbBIE MEPEHOCYMKH OYEHb
HU3Ka.

OnHOBpEeMEHHOE MTPUMEHEHHE ¢ TOPAIUTHUHIOOM HE OKa3bIBAIO BIMAHUS HA (DapMaKOKHHETHKY
HEepOPaAIbHBIX KOHTPALENITUBOB, JIEBOHOPrecTpeaa U 3TUHUISCTPAANONIA Y 3OPOBBIX KEHIIHH.
OnHOBpeMEHHOE MPUMEHEHHE TohalUTHUHUOAa C METOTpEKcaToM B 03¢ 15-25 Mr oauH pas B
Henento cHrkano mokazatenn AUC u Chpax MeToTpekcara Ha 10 % u 13 %, cooTBeTCTBEHHO.
JlanHble n3MeHeHus (papMaKOKMHETUKH METOTpeKcaTa He TpeOoBaJid KOPPEKIHMH J103bI, JTUOO
no00pa UHANBUAYAIBHBIX 103 METOTpEKCaTa.

Y  [anmueHToB € pPEeBMATOMIHBIM  apTPUTOM, I[ICOPHA30M, S3BEHHBIM  KOJUTOM H
MOJIMAPTUKYJISIPHBIM FOBEHWJIBHBIM HMJIMOMAaTUYECKUM apTPUTOM KJIHMpPEHC TOo(haluuTuHHOA C
TE€YEHHEM BPEMEHH HE U3MEHSIICSA. DTO CBUJETENBCTBYET O TOM, UTO TOGAUTUHUO HE BIMIET HA
akTuBHOCTh M30(epmeHToB CYP y stHX nammenTtoB. Takum o0Opa3oM, MajOBEpOSTHO, YTO
OJIHOBpEMEHHOE NMpuMeHeHue cyoctparoB uzopepmenToB CYP ¢ TopauutuHnOOM mnpuBeneT K
KJIMHUYECKH 3HAYMMOMY YBEJIMYEHHMIO HUX MeTa0ojJu3Ma Yy MalUueHTOB C PEBMATOHIHBIM
apTPUTOM, TICOPHMA30M, S3BEHHBIM  KOJHTOM U  MOJUAPTUKYISIPHBIM  IOBEHWJIBHBIM
UAMONATHYECKUM apTpuToM. COMyTCTBYIOUIMIA NpueM TodauTHHUOa He OKa3bIBajl BIMSHUS Ha
(bapMaKOKUHETUKY MeT(OpPMHUHA, CBUAETENIBLCTBYSA, 4TO TO(GAUUTHHUO HE BO3ICHCTBYET Ha

nepeHocurk opranndeckux kaTnoHoB (OCT2) y 310poBbIX T0OPOBOJIBIIEB.
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4.6. DepTHIBLHOCTDH, 0€PEMEHHOCTDH U JIAKTALMS

bepemeHHOCTD

AJIeKBaTHBIE, XOpOIIO KOHTPOJIUPYEMBIC HCCICIOBAHUS MPUMEHEHHsS To(anuTuHuba Yy
OCpEeMEHHBIX JKCHIIUH HE MPOBOAWIHMCH. TopanmuTUHHO HE CleAyeT NPUHUMATh BO BpeMs
OEpEeMEHHOCTH.

Jlakrarust

CriocoOHOCTh TOharuTHHIOA TPOHUKATH B TPYJHOE MOJIOKO Yy 4elioBeKa He m3ydeHna. Cremyer
NPEeKpaTHTh KOPMIICHUE TPY/BIO B Iiepuo 1 Teparnuu npenapatoM Todamutuanbd @apmacuHTes.

Koutparnemnms

KenmmHaM ¢ peNpoOIyKTUBHBIM IOTEHIIMAIIOM CIIEyeT PEKOMEHIOBATh HCIOJIb30BaHUE
3¢ (HEKTUBHBIX CPEJCTB KOHTPAICHIIIMA BO BpPEeMsl Tepanmuu TOMAIUTHHUOOM M B TEYCHHE TIO
MEHBIIIeH Mepe 4 Hellenb Moce MprueMa MocleHel 103kl Mpenapara.

4.7. Bunsinue Ha CNOCOOHOCTH YHPABJATH TPAHCIOPTHBIMHM CpPeICTBAMH WU padorarh ¢
MeXaHu3MaM#

Hccnenoanus BiusiHAS TOGAMTHHIOA HA CITOCOOHOCTH K YITPABJIICHUIO aBTOMOOUIIEM B paboTe
C MEXaHU3MaMHU HE TPOBOJAUIHUCE.

4.8. HexkennaTeibHbIe peakunu

Pesrome HDOd)I/IJDI 0e30IacHOCTH

Hambonee yacThiMM CEephe3HBIMU HEXENATEIbHBIMH PEAKIUSIMH, OTMEYAaBIIUMHCA Ha (OHE
Tepanuy TOPauuTUHUOOM Y MAllUEHTOB C PEBMATOMIHBIM apTPUTOM, ICOPUATUYECKUM apTPUTOM
U TICOPUA30M, ObUIH Cepbe3Hble NHPEKIIHH.

B wuccrnenoBaHusAX MHAYKIMOHHOW W TOJJEPKHUBAIOLIEH TEpallMM BO BCEX TIPYIIAX JICUYEHUS
HaubOosee paclHpoOCTPAHEHHBIMH KATETOPUSIMU CEPbE3HBIX HEXKENATeNbHbIX peakuui mpu
S3BEHHOM KOJIMTE ObUIM HApPYLIEHHS CO CTOPOHBI XKETyJOYHO-KUIIEYHOTO TPaKTa M MH(EKIUH.
Cepbe3Hble HHPEKIMH, BKJIIOYas CETCUC, BEHO3HYIO TPOMOOIMOOIIHIO, a TaKKe HexXenaTeIbHble
SBJICHUS, CBSI3aHHBIE C J1a0OPAaTOPHBIMU OTKJIOHEHUSMH, BKJIIOUYas JIMM(ONEHUIO U MOBBIIIEHNE
YpOBHSI TpaHCaMHHa3, HAOJIOJAIMCh Yy MAalleHTOB C HOBOM KOPOHABUPYCHOW WH(EKIMEH,
BbI3BaHHON COVID-19, nony4aBmmx TodpaiuTHHUO, U ABISIOTCS U3BECTHBIMU HEKEIATEIbHBIMU
JIeKapCTBEHHBIMU PEAKLIUAMHU TODAUTHHUOA.

Pesvamouonwiii apmpum

Y nanueHToB € PEBMAaTOMAHBIM apTPUTOM CaMbI€ 4YacTble HEKENATEIbHbIE pPEAKIUU Ha
HPOTSDKEHUH TEPBBIX 3 MECSIIEB KOHTPOJIUPYEMBIX KIMHUYECKUX HCCIEeOBaHUN (C pa3BUTHEM

Ooitee uem y 2% ManucHTOB, MMOJIYyYaBIINX MOHOTCPAIINTO TO(I)aI_II/ITI/IHI/I6OM HJIN €T0 KOM6I/IH3.LII/IIO

27



COOTBETCTBYET 3
ar 0712

¢ BIIBII), Bkiroyam roioBHy0 00716, HH(DEKIT Bepxmﬂ piiS %E{L& %U’l:el_ﬁl :H-als_cdj'apHHrHT

apTepHaJIbHYIO THIIEPTEH3UI0, TOLIHOTY U JUapElO.
OtMmeHa Tepanuy B TEYEHHUE NIEPBBIX 3 MECALIEB B CBSI3U C JHOOON HEXKEIATEeIbHOM peakiuei Ha
HPOTSKEHUM JIBOMHBIX CJICIBIX, I1J1a11€00-KOHTPOIMPYEMBIX MCCIEIOBAaHUN UM UCCIIEOBAHUMH C
METOTPEKCaTOM B KauecTBe Ipenapara KOHTpoJis, norpedosanack B 3,8 % ciyyaes JUlsl IaLlUEHTOB
u3 rpynnsl Topanutuanba u 3,2 % Ui ManueHToB W3 Tpymmbl mianedo. CaMbIMU 4acTHIMU
HE)KEJIATeNIbHBIMUA PEaKIUsIMH, KOTOPbIe NPUBEIA K OTMEHE TO(MAIUTUHUOA, ObIITM WHQEKIHH.
Camble yacTble MH(EKINU, IPUBOASIINE K OTMEHE TepaIllK, BKIIOYAJIN OMNOSACHIBAIOLINNA reprec
Y [THEBMOHHIO.

Nudopmanus mo O€30mMacHOCTH TMONMy4YeHAa Ha OCHOBaHMM ofHoro KpynHoro (N = 4362)
PaHIOMHU3UPOBAHHOTO TOCTPETUCTPAIIMOHHOTO HccienoBanust Oe3omacHoctd  (PASS) y
nanuenTos ¢ PA B Bo3pacte 50 net unu crapiue, ¢ XOTs Obl OAHUM JONOJHUTEIBHBIM (PaKTOPOM
CEepAEYHO-COCYTUCTOr0 pHUCKa ((haKTOpbl CEPAEYHO-COCYIUCTOTO PHCKa ONPENENSIOTCS Kak:
KypeHHue, HAIW4YKhe apTepHaIbHON TMIEPTeH3UH, CaXapHOTo nuadera, OTSATOMEHHBIN CeMEHHbIN
aHaMHe3 II0 HUIEeMMYECKON OoJIe3HM cepAlla, HaJIWYhMe B aHaMHE3€ peBacKyJsipU3aluu,
HIYHTUPOBAHUS KOPOHAPHBIX apTepuii, MH(apKTa MUOKap/Aa, OCTAHOBKU CEp/La, HECTaOMIIbHON
CTEHOKapIuH, OCTPOr0 KOPOHAPHOT'O CUHAPOMA U HAJIMYME SKCTPA apTUKYJIAPHBIX OCIIOKHEHHH,
cBsizaHHBIX ¢ PA, Hanpumep, y3enku, cunapom lllerpena, xpornuyeckas aHemus, 000CTpeHHE
3a007IeBaHUN  JTBIXATEIbHONH CHCTEMBI), M TMOJYYaBIIMX CTA0MIBbHYIO (OHOBYIO 103y
METOTpeKcaTa.

[TareHTH! OBLITM PaHAOMU3UPOBAHBI B OTKPBHITOM PEKUME U Modyyanu TopauuTtuHuO B 1o3e 10
MT JIBa pa3a B CYTKH, TOGauuTHHUO B J03€ 5 Mr JABa pas3a B AeHb, unu unruourop ®HO (u3
unruoutopoB ®HO npumensuics unu stanepuent 50 mMr pa3 B Henenmo win ananumymad 40 wr,
OpUMEHseMbIil OJMH pa3 B JBe Henenu) B cooTHomeHuu 1:1:1. IlepBUYHBIMM KOHEUHBIMU
TOYKaMH CUUTAJIUCh MOATBEPK/ICHHBIE 3JI0KaYyeCTBeHHbIe HOBOOOpa3oBanus (uckitoyas HMPK)
U TIOATBEPKACHHBIE CYIIECTBEHHBIE HEXKETIaTeIbHbIE IBJICHHS CO CTOPOHBI CEPIEYHO-COCY TUCTON
cucteMbl (MACE). KymynsatuBHast 3a0071€Ba€MOCTh M CTATUCTHYECKAsI OIEHKA KOHEYHBIX TOUYEK
MacKHpoBaHbl. J[M3aiiH Hcciae0BaHNs OCHOBAH HA MOJCYETE KOJUYECTBA CIYUUBILNXCS COOBITHIHA
U Takxe, TpeOyeT, 4ToObI Mo MeHblIel Mepe, 1500 manneHToB 3aKOHYUIN HaOJII0/IeHUE B TE€UEHUE
3 ner. Jleuenne TopanutrHrOOM B 103€ 10 Mr /1Ba pa3a B CyTKH ObLIO MPEKpaIleHo, U MalEeHTOB
NEepeKIoYaii Ha jeueHue ToQaruTUHHUOOM B J103€ 5 MTI JBa pa3a B CYTKH H3-3a MOJIYYEHHOMN
UH(OPMALIKH O 10303aBUCHUMOM IOBBIIIEHUH YAaCTOTHI Pa3BUTHUS JIETOYHOM HMO0INH.

Ilcopuamuueckuti apmpum
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peakusMd B TEUYEHHE TEepBBIX 12 Hemenb B IIIae00-KOHTPOIUPYEMBIX KIMHUYECKUX
UCCIIEIOBAaHMSX (BO3HUKAIOMIUMU Y > 2 % MalMeHTOB, MOIYyYaBIINX TOPAIUTUHUO, C YaCTOTOM
He MeHee yeM Ha 1 % mpeBblaoNIed YacTOTy y MAlUEHTOB, MOJTYyYaBIIUX IUIanebo) ObLIu
OpOHXHUT, nuapes, TUCHENCHs], MOBBIIICHHAs YTOMJISIEMOCTb, T'OJOBHas 00Jb, HAa30()apUHTUT,
(bapuHTHUT.

[TpolieHT MaIMeHTOB, MPEKPATUBIINX JICUCHHUE U3-3a KAKUX-TMOO HEXKENATEIBbHBIX pPEakluid B
TE€YeHHE TMepBbIX 12 HeAenb JBOWHOTO CIIENOro, IUIale00-KOHTPOIUPYEMOro HCCIeI0BaHuUs
coctaBuin 3,2 % s TAIMEHTOB, MPUHUMAOIMKMX TOoGarmuTuHuO u 2,5 % IS MalueHToB,
npuHUMaIUX Tanebo. Hambonee pacmpoctpaneHHOW HH(EKIMEH, KOTopas MPUBOAWIA K
MPEKPALICHUIO TePANUH, ObLT CHHYCHUT.

OO6muii npodunb 0e30MacCHOCTH, HAOMIOJAEMBI y MAIMEHTOB C AKTUBHBIM MCOPHATHUYECKUM
apTPUTOM, MPOXOAMBIIUX JIUeHHUE TOPAIUTHUHUOOM, COOTBETCTBYET MPOPIII0 0€30MaCHOCTH Y
MAlUEHTOB C PEBMATOUIHBIM aPTPUTOM.

AHKUO3UpYIOWUL CHOHOULOAPMPUN

[Ipumenenue todamuTuHMOa 5 Mr [Ba pa3a B CYTKHM H3Yy4alicsi y NAIMEHTOB C AaKTHBHBIM
AHKUIIO3UPYIOMMM crioHInn0apTputoM (AC) B paHIOMU3UPOBAHHOM JIBOITHOM CIIENIOM IuTaie6o-
KOHTPOJIMPYEMOM  KIIMHUYeCKOM wucchenoBanun (asel 3 (uccinemoBanue AC-I) u B
PaHAOMHU3MPOBAHHOM JBOMHOM CJENOM I1J1alie00-KOHTPOJUPYEMOM HCCIEAOBAHUN TUana3zoHa
no3 ¢asel 2 (MccnenoBanue AC-II).

B uccnenoBanue AC-I ObUIM BKITIOYEHBI MAlMEHTHI, Y KOTOPBIX ObUT HEaJeKBAaTHBIM OTBET Kak
muaumyM Ha 2 HIIBII. UccnenoBanue AC-1 Bkitouano B ce0st 16-HeAeNbHBIN TEPUO TBOMHOTO
CJIETIOTO JICYEHUs, B TEUCHHE KOTOPOTO MAI[UEHTHI MOJTydYadu TO(AIUTUHUO B J03€ 5 MI WU
riane0o ABa pas3a B CyTKH, U 32-HeIeTbHBIM OTKPBITHII MEPUO/] JI€UEHUSs, B TEUEHUE KOTOPOTO BCe
MAIUEHTHl TOTyYand TOQaMTUHUO B 103€ 5 MT /iBa pa3a B CYTKH.

B uccnenosanne AC-11 6pUTH BKITIOUEHBI TAIMEHTHI C HEAJEKBATHBIM OTBETOM KaK MUHUMYM Ha
2 HIIBII. OTo kIMHUYECKOE UCCIeA0BaHUE BKIIOYAIO B ceOst 12-HenenbHbIN EpHO/] IBOWHOTO
CJIETIOTO JICYCHHUSI, B TEYEHHE KOTOPOTO MaUEHTHI MOTydanu TohpauutuHub B 103ax 2 Mr, 5 mr, 10
MT W TIanedo JBa pa3a B CyTKH. JTO HCCIEI0BaHUE TAKKe BKIIOYAO 4-HEENbHBIN Mepuo
JalbHENIIIEr0 HAOIIOACHUS.

B nonynsauuu 6e30nacHOCTH KOMOMHUPOBAHHBIX KIMHUUYECKUX UCCleoBaHUM (a3bl 2 1 (assl 3
B 0011e# cinoxHocTr 420 manueHToB Noayvaid ToQauTHHUO B 103aX 2 Mr, 5 mr uin 10 Mr 1Ba
pa3a B cyTku. U3 Hux 316 manueHTOB moiydanu TOQaruTHHUO B 03¢ 5 MI J1Ba pa3a B CYTKH B

teueHue 10 48 neaenp. Cpenu 3Tux 316 marueHToB 253 moxydand JIedeHUe B TeUCHUE 6 MeCsIIeB
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nonpine. B KOMOMHUPOBAaHHOM JBOWHOM CIIENIOM IUTANE00-KOHTPOIMPYEMOM TEpPHOJE
uccnenoBanus 185 manueHToB ObUTM paHIOMHU3HPOBAHBI U MOJTyYaIH JISYeHUE TOPAITUTUHHOOM B
J103€ 5 MT JIBa pasa B CyTKH, a 187 ObuIM paHAOMU3UPOBAHbI U MOTyYall [1J1a1e00 B TEYCHHE CPOKa
1o 16 Henenpb. Jlomyckaiock cormyTcTBYomee JieueHne ctabunbapiMy go3amu BITBIT, HIIBIT wim
koptukoctepousioB (< 10 mMr / nmews). B wmccnemyemyro momynsmnuio, cocrosiyro uz 420
MAIUEHTOB, PAHIOMU3UPOBAHHBIX U MOTyYaBIIUX Tohanutuano, Bouwu 13 (3,1 %) nanueHToB B
Bo3pacte 65 set u crapuie u 18 (4,3 %) nanueHToB ¢ caxapHbIM 11a0eTOM Ha UCXOJIHOM YPOBHE.
braweunvii ncopuas

VY manuMeHToB ¢ Mcopua3oM HamboJiee 4aCTHIMU HEXKENaTENbHBIMUA PEAKIMAMU HA MPOTHKECHUN
nepBbix 12-16 Henenb (¢ pazButueM Oosiee yeMy 2 % MalMEHTOB, IMOJIyYAIOUIUX TEPaIUIo
TOpaMTHHUOOM U KaK MUHUMYM Ha 1 % BbIllIe, 4eM HAaOII0AaNOCh Y MAlMEHTOB, MOTYYaroIiX
miane6o) Ha poHe mpuMeHeHUs TopauTUHNOa ObUTH Juapes, THPEKINHU BEPXHUX JAbIXaTEIbHBIX
nyTel, MOBBIIICHNE aKTUBHOCTH KpeaTuH(pocoknnasbl (KDK), koHIIeHTpanuu xonecTepruHa B
I1a3Me KpOBHU, TUIIEPXOJIECTEPUHEMHUSL, TUIIEPIUIIUIEMUS U TOJIOBHAS O0Jb.

KonnuecTBo manueHToB, y KOTOPHIX Tepamnuio TOGauUTHHUOOM HEOOXOIUMO OBLJIO OTMEHHTH
BCJICJICTBUE PAa3BUTHS ITOOOYHBIX pEaKIMid B TEUYCHHE IepBbIX 12-16 Hemenb Tepanuu B
KJIIMHUYECKUX UCCIIEIOBAHMIX COCTABIUIO 3 % 1o cpaBHEHUIO ¢ 4 % MalMeHTOB, MOJYyYarOIINX
mianebo.

HaubGonee uwacteiMu WHOEKIUSIMH, TPUBOIAIIMMU K OTMEHE Tepamnuu, ObUIM MHEBMOHUS,
WH(EKIIMY MOUYEBOTO TPAKTA U OMOSCHIBAIOIINIA TepIiec.

A36ennbiil Korum

HexenaTtenbHbie BICHHS, KOTOPHIE pa3BUBAIMCH HE MEHEE, 4YeM Yy 2 % MaIllueHTOB, MOTYYaBIIUX
TodaruTiHuO B 103¢ 10 Mr ABa paza B CyTKH, C 4YaCTOTON HE MeHee, 4yeM Ha | % mpeBbliiaronien
YacTOTy Yy MAlMEeHTOB, MOJy4aBIIMX IUTale00 B HCCIEAOBAHUSAX WHAYKIIMOHHOM Tepanuu
(uccnenoBanuss OCTAVE Induction-I, OCTAVE Induction-I u OCTAVE SUSTAIN)
NPEJCTaBIsUIn cOOOM MOBBILIEHUE YPOBHS KpeaTHH(OCHOKHMHA3bl B KpPOBU, HA30(ApUHIHT,
MUPEKCUIO U TOJIOBHYIO 0OJIb.

B wuccrnenoBaHusX MHAYKIMOHHOW W TMOAAEPKUBAIOIIEH Tepamuy BO BCEX TPYIIax JeUeHUs
Haubosee pacupoCTPaHEHHBIMH KaTETOPUSIMH CEPhE3HBIX HEXENaTeNbHbIX peakuuid OblLIn
HapylIeHUsT CO CTOPOHBI  JKEIyJOYHO-KHMIIEYHOrOo TpakTa U HH(eKuuu, Haubosee
pacrpoCTpaHEHHOH cepbe3HOM HeXeNnaTeIbHON peakiuei OblI0 yXy/IIeHHe S3BEHHOTO KOJIHTA.
B xoHTpOmMpyeMbIX KIMHUYECKHX HCCICTOBAHMIX S3BEHHOTO KOJUTA OBLI 3aperucTpupoBaH |

Clly4yail paka Tpyau y MalMeHTa, MOJyd4aBIIero Iuianebo, ciydan oOpa3oBaHUS COJMIHBIX
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OTCYTCTBOBAJM. B ONTOCPOYHOM paCIIMPEHHOM HCCIEJOBAHUU y MAIMEHTOB C S3BEHHBIM
KOJINTOM, TIOJY4aBIIUX TOPaUTHHUO, ObLTH OOHAPYKEHBI 37I0KaYeCTBEHHBIE HOBOOOPA30BaHMS,
BKJTIOYasi COJIMJIHBIC 3JI0KAYECTBEHHBIC HOBOOOPA30BAHUS U JINM(POMBI.

B wuccienoBaHusX WMHIYKIIMOHHOW W TOAJCPKHUBAIONICH Tepanuu HauOojee dacTas MpUYHHA
IpeKpaIleHus] UCCIIE0BAHUS 3aKII0YAIACh B YXYALICHUN S3BEHHOTO KOJMUTA. 332 UCKIIIOYCHUEM
IpeKpaleHus mpruemMa npernapara 1o IpuyrHe yXyALUIeHUs sI3BEHHOTO KOJINUTA J0JIs MAIlMEeHTOB,
NPEKPATHBIIUX JICUCHHE M3-3a KAKMX-JIMOO HEXKENATENbHBIX peaKiuii, cocTaBuia MeHee 5 % B
1000 U3 rpyMIl, IPUHUMABIICH TOQAUTUHUO WU TUIAe00 B ATUX MCCIICOBAHUSX.

OO0muii npoduinb OE30MaCHOCTH, HAONIONAEMbIi y TMAIMEHTOB C S3BEHHBIM KOJHUTOM,
NPOXOJMBIINX JIe4eHUE TO(PAUUTUHHOOM, COOTBETCTBYET MPOGMII0 0e30MacHOCTH IMpH BCEX
MOKa3aHusAX TohauTHHHOA.

TabanuHoe pE3I0OMe HeXKeIaTeIbHBIX PeaKIIUi

Tonuapmuxynaphwiii 106eHUNbHBIL UOUONAMUYECKUL APMPUM

Crnenyromue IaHHBIE TIO O€30MACHOCTH OBLIM OCHOBAaHBI Ha JIBOWHOM CJIEIOM TuIane0o-
KOHTPOJIMPYEMOM KIMHHYECKOM HccaenoBanuu ¢asbl 3 (uccnenoBanue peJIA-I) ¢ yuactuem 225
naiueHToB ¢ NKOMA (56 manmeHToB MyKckoro mojia U 169 maiueHToOB >KEHCKOro Ioja) B
BO3pacTe oT 2 110 18 ner, momyyaBmmx TOGAUTUHUO B 103€ IO 5 MI' WJIM SKBHBAJICHTHYIO J03Y,
paccuyMTaHHYIO HA OCHOBAaHMHM MAacCChI TeJa MAllMeHTa, JIBa pa3a B CyTKH C WJIK 0€3 COMyTCTBYIOMICH
Tepanuu METOTPEKCATOM.

YacToTa HeXKeIaTeIbHBIX peaKI_II/Iﬁ MnpeacTraBJiCHa 1o CJ'IC,Z[YIOH_Ieﬁ KJ'IaCCI/I(I)I/IKaI_[I/II/IZ

OueHp yacTo >1/10

Yacto >1/100, no <1/10

Heuacto >1/1 000, HO <1/100

Penxo >1/10 000, zo <1/1 000

OueHb penko <1/10 000

YacroTa HEM3BECTHA Ha OCHOBAaHUH MMCIOIINUXCS TAHHBIX OIIEHUTH HEBO3MOXKHO

B xaxpgoit 4acToTHOM TPYIIIC HEXKCEIATCIBbHBIC PCAKIHUU MPCACTABJICHBI B IMOPAAKE CHHIKCHUS

CEPHE3HOCTH.
CucTeMHO-OpraHHbIN Yacrora HexenarenbHas peakuus
KJIaCC
HUnpexyuu u uneazuu™ 4acTo ITHEBMOHUS, OIOSCHIBAIOIIMNA Teprec, OpOHXUT,
IPUNI, CHHYCUT, HMH(EKIHH MOYEBOIO TPAKTa,
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HEYacTo TyOepkysie3 (B TOM YHCIE JAMCCEMHUHUPOBAHHBIN
TyOepKyJies), JTUBEPTUKYIIUT, UEJIOHEPPHUT,
BOCMAJICHUE TMOJKOXKHOM >KMPOBOW  KIJIETYATKH,
BUpYCHass MH(EKIHs, MPOCTON Trepriec, BUPYCHBIH
racTPO3HTEPUT
peako cencuc, TyOepkyne3  IEHTpalbHOW  HEpPBHOI
cucremsl (ITHC)?, snniedanut?, HEKPOTU3UPYIOIINI
dacuuunt?, KPUIITOKOKKOBBII MEHUHIUT?,
JMICCEMUHHPOBAHHBI  TyOEpKyJie3, ypocerncuc,
MMHEBMOHUSI, BbI3BaHHasA Pneumocystis jiroveci,
MTHEBMOKOKKOBass ~ ITHEBMOHHUA®,  OakTepuaabHas
MHEBMOHUS,  CTAaQWIOKOKKOBas  OakTepuemus’,
aTHITHYHAS UHQEKIIHS, BbI3BaHHAs
MHUKOOAKTEpHUSIMH®, nHpEKIus, BBI3BaHHAs
KOMIUIEKCOM Mycobacterium avium?,
UTOMETATOBUPYCHAs HMH(EKIHs, OakrepuemMus’,
GaKTepHaTbHBINA apTPUT.
Jlobpoxauecmeennvie, HEYacTo paK KOXH, HE CBSI3aHHBIN C MEIaHOMOM"®
3/10Ka4ecmeeHHbie u
Heymo4HeHHble
HO8000pA308aHUs
(6xntouas  Kucmoel U
noaunst)
Hapywenus co cmoponul | 4acto aHeMUs
Kpoeu u tumgamuieckou
HEYacTo JeKoneHust, HeUTponeHus **, mumponeHus ™ **
cucmemul
Hapywenus co cmoponwl | He4acTo TUIEPYYBCTBUTEIBLHOCTD
UMMYHHOU cucmembl
Hapywenus 4acTo TUIIEePIINITUIEMUS
Memadonusma u
HEYacTo JTUCIUTIAAEMUS, IeTUIpaTalus
numMaHus
Ilcuxuueckue napyweHnus | HE4acTo OeccoHHMIIa
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Hapywenus co cmoponst | 94acTo rondanaz Gonn o = 1AW BRTERBHOC TE 003
HEPBHOUL CUCmeMbl HEYacTo napecTe3us
Hapywenus co cmoponul | 4acto MOBBILICHUE apTePUATbHOIO JaBICHUS
cocy008 HEYacTo BEHO3HAasi TPOMO0IMOOTHS"
Hapywenus co cmoponwl | 4acto Kallenb
ObIXAMENbHOU CUCMEMbL, | HeyacTo OJBIIIKA, 3aCTOWHBIC SABJICHUA B MPUIATOYHBIX
0p2aHO8 2pYOHOU KllemKU nasyxax Hoca
u cpedocmeHus
JKenyoouno-kuweunvie 4acTo 0osib B ’KHMBOTE, PBOTA, TaCTPHUT, JAHApesi, TOLIHOTA,
HapyuieHus JUCTIETICHS
Hapywenus co cmoponwl | He4acTo KUPOBOH Tenaro3
neyeHu u
JHCeNuesbl800AWUX Nymell
Hapywenus co cmoponwl | 4acto CBITb
KOJICU U NOOKOICHBIX | yeuacTo KOKHBIH 3y, S)puTeMa
mKaHet
Hapywenus co cmoponwl | 4acto apTpajirun
MbIUEYHO, CKelemHOU U | HEYacTO 0071b B MBIIIIAX M KOCTAX, TEHIUHHUT, OTEK
COeOUHUMENbHOU MKAHU CyCTaBOB, MBIIIICYHOC HAIPSKCHHE
Obwue HapywieHuss u | 4acTo JTUXOPaJKa, YTOMIIIEMOCTb, IepUPEpUIECKUE OTEKU
peaxyuu 6  Mecme
66edeHuUs
Jlabopamopnvie u | 4acTo TIOBBIIIICHHUE KOHIICHTPAIIUU
UHCMPYMEHMATTbHbIE raMMariyTaMHITpaHCcepasbl (ITT), K®K,
OaHHble XOJIeCcTepuHa KpOBH (B KITMHUYECKHIX
UCCIIC/IOBAHMSIX ~ BIEPBBIE  OTMEYAJHCHh  IOCTE
MEPBOrO0 MeCsAlla TEpaud W B JAITbHEHUIIEM
OCTaBallUCh CTAOWUIBHBIMU), TIOBBIIIEHHE MACCHI
Tena
HEYacTo MOBBILIEHHE AKTUBHOCTH (EPMEHTOB IE€YEHH",

IMOBBIIICHUEC AKTUBHOCTU TpaHCaAMMWHAa3, ITIOBBIIICHNEC
KOHICHTpAalM1u KpC€aTHMHHWHA B IIJIa3MC€ KpPOBH,

HapylieHrne (QyHKIMOHAJIBHBIX Tpo0  MedYeHw,
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-

nosbimenye | ~KONNEHTPALMA = JMAOMPOTEAI0B

Hu3koi miotHoctu (JITTHIT)

Tpa6Mbl, UHMoOKcukayuu | HE4acTo PacCTsAXKEHUE CBA30K, PACTAXKCHHUEC MBIIII]

U OCNIOJCHEHUSL NPpOYeoyp

* Cpeau MaMeHToB, MPUHAMABIINX TOQAIMTUHNO, 9aCTOTa CePhe3HBIX WH(EKITNI ObliIa BBIIIE Yy JIHIL
crapmie 65 Jer, 4eM y JuIl Miaamie 65 Jer.

** He BBISIBIEHO KaKOW-THOO YETKOW 3aBUCUMOCTH MEXTy HEHTPOTICHHEH 1 BOSHUKHOBEHHEM CEPhE3HBIX
WH(EKITUH.

k% T]onTBEpHKICHHBIE CTydad CHIDKEHUS 4ducia IuMQOLUTOB 10 YpoBHA MeHee 500 KiueTok/Mm>
COTIPOBOX/TATNCH YBEIIMYSHUEM YaCTOTHI TIOABEPTABIINXCS IEUEHUIO U CEPhE3HBIX HH(PEKITHIA.

* HexenaTenbHbIC JIGKAPCTBEHHBIE pPEAKUWU OBUIM 3apErHMCTPUPOBAHbI TOJBKO B  OTKPBITHIX,
JOJATOCPOYHBIX, JIOTIOJIHUTEIBHBIX UCCIEIOBAHUSX; TIO3TOMY OBbLIIA OLIEHEHA YacTOTa ITHX HEXKelaTeTbHbBIX
JIEKapCTBEHHBIX PEaKLMi B X0ZI€ PaHAOMH3HPOBAaHHBIX UCCIeNoBaHuH (asbl 3.

® YacroTy GakTepHaabHbIX apTPUTOB OMPEIEISIIN 10 KOMOMHUPOBAHHON YaCTOTE JUIS TIPEANOYTUTENLHOTO
TepMUHA OaKTePHATBHOTO U HHPEKITMOHHOTO aPTPHUTOB.

® Pak KOXWU, HE CBSI3aHHBIA C MEJIAHOMOM, OB YCTAHOBJICH B KaUECTBE HEXKEJIATSIIbHOM JICKApCTBEHHOU
peaxiuu B 2013 r.; Pak K0XH, HE CBA3aHHBIN ¢ METaHOMOM, HE SBJIAETCS MPEAIOYTUTEIHHBIM TEPMUHOM:
YacToTa ONpeaeNnsercs MyTeM KOMOMHUPOBAHUS 4YacTOT JJs  MPEANOYTUTENHHBIX TEPMHHOB
0a3abHOKJIETOYHBIN PaK M IMIOCKOKIETOYHBIN paK KOXU.

" JlaHHBIE CIIOHTAHHBIX COOOIIeHMH (HaOIIOMaNiCh TaKWe PEaKINH, KaKk aHTHOHEBPOTHYECKUN OTEK U
KpanuBHHIA). HekoTopeie peakium HaOIIOJATNChH TAK)KE B paMKaxX KIIMHAYECKUX HCCIIETOBAHMIM.

" BeHO3Hast TPOMOOAMOOIHS BKITFOUAET B Ce0sI IETOYHYIO SMOOIUIO M TPOMOOIMOOIHIO TITyOOKHX BEH.

¢ Ilpu TOBBIIIEHUN AaKTHBHOCTH TEYEHOUYHBIX (DEPMEHTOB CHIDKEHHE 03Bl comyTcTByromero BIIBII,
OTMEHA WJIM CHIDKEHHUE J03bI TOPAMTHHUOA MPUBOIMIA K YMEHBIIEHUIO WM HOPMAJU3aIlluU JaHHOTO
napaMerpa.

Coo011eHne 0 mMoI03pEBAEMBIX HEXKEIIATEIbHBIX PEAKIIHIX

Baxxno cooOmare 0 MOJ03peBaeMbIX HEXKENATENbHBIX PEaKIUsAX IMOClie pPEeTUCTpalluu
JIEKapCTBEHHOTO Tpernapara ¢ 1eIbl0 00ecredeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«10Jb3a — PUCK» JIEKAPCTBEHHOIO Mpemnapara. MeauIMHCKUM pabOTHUKAaM PpPEKOMEHAYEeTCs
coo01aTe O JIIOOBIX MOJ03PEBAEMbIX HEXKENATENIbHBIX PEAKIUAX JEKapCTBEHHOTO Ipernapara
yepe3 HallMOHAJBHBIE CUCTEMBI COOOIICHUS O HEKEIaTeNbHBIX PEAKIIHIX TOCyIapCTB — YJICHOB
EBpa3uiickoro 5KOHOMHUYECKOr0 COK3a:

Poccuiickaa ®@eoepayus

Anpec: 109012, r. MockBa, CraBstHCKasl TUIOIIaab, 1. 4, cTp. 1

DdenepanbHas ciryx0a 1o Hag30py B cdepe 3apaBooxpanenus (PoczapaBuanzop)
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Ten.: +7 (499) 578-06-70 (1106.187), +7 (499) 578-02-2¢ 1D TEACBATENEHOL TS 0002)

OnekrpoHHas mouta: pharm(@roszdravnadzor.gov.ru

WHurepuer-caiiT: www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

Anpec: 220045, r. Munck, np-t [3epxxunckoro, 83, kopmyc 15, 8 atax

VII «leHTp dKCHepTH3 W UCHBITAHUNA B 3paBOOXpaHEHHM», PecryOnukaHcKas KIMHUKO-
(bapmakonoruueckas 1abopaTopus

Ten.: +375-17-242-00-29

Anpec 35eKTpoHHO# mouThl: repl@rceeth.by

Wntepner-caiit: www.rceth.by

Pecnybnuxa Kazaxcman

Anpec: 010000, r. Acrana, yn. A. Imanosa, 13

«HaunoHanbHBI [EHTP SKCIEePTHU3bl JIEKAPCTBEHHBIX CPEACTB W MEAMIMHCKUX U3JICIUI»
Komurera memunuHCcKOro u (hapManeBTHUECKOT0 KOHTPOJIST MHUHHUCTEPCTBA 3PaBOOXPAHCHHS
Pecniy6nuku Kazaxcran

Temn.: 8 (7172) 78-98-28

Anpec anekTponHo# noutkl: pdlc(@dari.kz

Wurepuer-caitt: www.ndda.kz

Kuipevizckaa Pecnyonuka

Anpec: 720044, r. buiukexk, yi. 3-4 Jlunus, 25

JlemapTaMeHT JIEKQpCTBEHHBIX CPEACTB M MEIULMHCKUX U3Jenuid npu MUHUCTEpCTBE

3npaBooxpaHeHust Keipreizckoii PecriyOmmku

Ten.: 0800-800-26-26, + 996-312-21-92-88

Anpec anekTpoHHOM mouTsl: dlomt@pharm.kg

WutepHer-caiiT: www.pharm.kg

Pecnyonuxa Apmenus

Anpec: 0051, r. Epesan, nip. Komuraca, 49/5

«Hay4HbIii TIEHTp SKCIEPTHU3bl JIEKAPCTB M MEIUIMHCKAX TEXHOIOTUH WM. akKajeMuka O.
["abpuensuna» AO3T

Ten.: (+374 10) 20-05-05, (+374 96) 22-05-05

Anpec a5eKTpOHHOU ouTh: vigilance(@pharm.am

Wntepner-caiit: www.pharm.am

4.9. Ilepeno3npoBka

OnbIT nepe103upOBKH NMPU NPUMEHEHUHN TO(HaUTHHINOA OTCYTCTBYET.
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COOTEBETCTEYET .
ot 07.12

(NOCNEQOBATENEHOCTE 0003)

JleueHune

JleyeHue — cUMIITOMAaTUYECKOE U MOAJIEpKUBatoliee. B ciiydae nepeno3supoBKH peKOMEHYETCs
KOHTPOJIb COCTOSIHUS MallMeHTa Ha MIPEAMET Pa3BUTUS IPU3HAKOB U CUMIITOMOB HEXKEIATEIbHBIX
peakuuii. [Ipu pa3BuTHM HeXeNaTEeIbHBIX PEaKIUil, CIeAyeT Ha3HAYUTh COOTBETCTBYIOIIYIO
tepanuio. Crnenuuueckoro aHTHI0Ta He CYIECTBYET.

JlanHbie 110 (papMaKOKHMHETUKE Y 37I0POBBIX 100POBOJIBIIEB, MOTYYaBIINX OJJHOKPATHBIE 03Bl 10

100 Mr, CBUIETENTBCTBYIOT, YTO OKOJIO 95 % OT BBEACHHOM J103bI BEIBOJAUTCS B Te€UEHUE 24 4acCOB.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

®apMakoTEpaneBTUUECKAS TPYIIIA: CEJIEKTUBHBIE UMMYHOICTIPECCAHTHI.
Kox ATX: LO4AA29

MexaHu3M ASHCTBUS

TodamuTrnaNb npeacTaBiseT cOO0KH MONTHBIN, CEJICKTHBHBIN HHTHOUTOP CEeMEICTBA SHYC-KHHA3,
o0sanaomuil BHICOKON CEJIEKTHMBHOCTHIO B OTHOLIEHUM NPOYMX KHWHA3 reHoma yenoBeka. Ilo
pe3yJbTaTaM MCCIeI0BaHUs KHHA3 TOGAUTUHUO HHIUOUpYET sSiHyCc-KuHa3bl 1, 2, 3 1 B MeHbLIEH
CTEIIEHM — TUPO3UH-KUHa3y-2. B Tex kierkax, rae siHyc-KMHa3bl IEpENar0T CUTHal IIapaMu,
TO(GaUTHHUO TMPEAOYTUTEIFHO HHIHONPYET Nepeaady CUTHajIa TreTepOIUMEPHBIX PEIETITOPOB,
CBSI3aHHBIX C  SIHYC-KMHA30M-3 W/WiM  sHyc-KWHA30#-1, oOmamas  (QyHKIHMOHAIBHON
CEJICKTUBHOCTBIO B OTHOLIEHMM PELENTOPOB, KOTOPBIE NEPENAIOT CUTHAJBI 4epe3 Iapbl sSHyC-
KruHa3bl-2. HruOupoBaHue siHyc-KuHa3bl-1 U siHyc-KHWHA3bl-3 1MOA JeicTBUEM TogaluTHHUOA
OJIOKHpYET Iepeady CUrHajla MOCPEJCTBOM OOIIMX PELEeNTOPOB, COAEPIKAIIUX TaMMa-lenu, B
OTHOIIICHUN HECKOJIbKMX IIMTOKHMHOB, BKirouas WMJI-2, -4, -7, -9, -15 u -21. DTH IUTOKHUHBI
BBINOJIHSAIOT MHTETPUPYIOIIYIO POJIb B MPOLECCaX aKTUBALUHU JUMQPOLUTOB, UX MpOIUdepaIuH,
(YHKIIMOHMPOBAHUS W TOPMOXKEHMs Iepellaud CHUrHajla, 4TO HPUBOIUT K MOAYJIMPOBAHUIO
pa3HOOOpa3HBIX ACIEKTOB MMMYHHOTo oTBeTa. Kpome Toro, mHrubupoBaHue sSHyC-KHHAa3bI-1
OPUBOIUT K  OCIa0JeHMIO TepeJaud CHUrHaja 1oJ  JeMCTBHEM  JIOMOJHUTENbHBIX
IPOBOCHAIUTENBHBIX HUTOKUHOB, Takux kak WJI-6 u UPH-y. [Ipu 6onee BBICOKOH 3KCIO3UIIUN
npenapata MHIHOMpOBaHME IEpeJadyd CUTHaja SHYC-KWHA3bl-2 MPUBOAUT K HWHTMOMPOBAHHUIO
IIepeaun CUTHAIA SPUTPOIIOITHHA.

Kak uHrubutop sHyc-kMHa3bl-1/TUpO3UMH-KUHA3bI-2-3aBUCUMON miepenaun curHaigos HM®OHa,
toauntuHUO Oyner MonynupoBarh BbIpaOoTkKy u neiictBue M®PHo. Todanutuaunb Tarke
HanpsAMyI0 HHTHOHpyeT nepenady curHanos MJI-6, BaxHOro MeuaTopa JIMXOpaJKku U peareéHTOB

oCTpoii a3bl, 1 HEKOTOPBIX IIUTOKUHOB (a uMeHHo, NJI-15, NJI-21, NJI-23), yto, B CBOIO OUepeip,
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WJI-17a, WJI-17f, WNJI-22), kOTOpbIe Yy4YacTBYIOT B IMATOTEHE3e OCTPOTO PECIUPATOPHOTO
muctpecc-curgpoma (OPJIC). Kpome Toro, TopanmuTHHUO HANPSMYIO IMOJABISECT Iepenaqy
curHanoB M®Hy, NJI-2 u WUJI 12, yuactByromux B auddepenunpoBke T-xenmepHbIX KIETOK |
THUIIA, YTO, B CBOIO OYepe/lb, CHUKAET KOJIMUYECTBO LIUTOKUHOB, BHICBOOOXKIaeMbIX KieTKkamu T-
xenmepHbiMu kietkamu 1 tuma (t.e. ®DHO«, NJI-2, UDHy). Takum o6pa3zom, 0KUIACTCS, YTO
neiictBue TopaUTHHMOA HA HECKOJIBKUX KOHTPOJBHBIX TOYKAX YMEHBIIUT MHOTHE
MIPOBOCHAIUTENIbHBIC ITyTH, BEAYIIHUE K IPOTPECCUPYIOIIEMY MOBPEXKACHUIO JIETKUX, TPOSBICHUIO
HOBOI KOpoHaBHpYycHOM nHbeknuu, BeizBanHoi COVID-19.

dapmakoauaamuyeckue d3PHeKTol

Jleuenne TO(GAUUTHHUOOM COIMPOBOKIAAETCS J/0303aBUCHMBIM CHM)KEHHUEM LUPKYIHPYIOIIUX
HaTypasibHbIX KwepoB CD16/56+. PacueTHoe MakcuManbHOE CHH)KEHHE IOCTUTAETCS I10
npomectBur okoio 8—10 Hemenb mocne Havana Tepanuu. ONUCaHHBIE W3MEHEHHS OOBIYHO
paspemaroTcst cmycTsi 2—6 HeAelb Iociieé OKOH4YaHus Tepanuu. JledeHue TopanuTHHHIOOM
COIPOBOKAAIOCH 10303aBUCUMBIM MOBBILIEHUEM KoJnuuecTBa B-kieTok. MI3MeHeHust koiauuecTBa
HUPKyTUpyomux T-mUMPOUUTOB U UX CyOmomynsuudid ObUIM HE3HAYUTEIbHBIMU U
HENoCTOSTHHBIMU. KiTMHMUYecKoe 3HaueHre ITUX U3MEHEHU HEeU3BECTHO.

N3menenune oOuiero cbiBopoToyHOro yposHsa IgG, M u A Ha npoTskeHuu 6-MecsyHOoro rnepuoja
JICYCHHSI TTALIMEHTOB C PEBMATOUIHBIM apTPUTOM OBUTO HEOOJBIINM, HE3aBHCUMBIM OT JIO3BI U
CXOIHBIM C TAKOBBIM MPU MPUMEHEHUH TU1a11e00.

[Tocne neyenus ToHaMTUHUOOM MALMEHTOB C PEBMAaTOUIHBIM apTPUTOM OTMEYAJIOCh ObICTpOe
CHIKeHHE cbiBOopoTouHOro C-peaktuBHoro Oeinka (C-PB), uto coxpaHsanoch Ha HpPOTSHKEHUU
Bcero nepuoa euenus. smenenus yposus C-Pb, orMeuenHblie npu ge4eHN TOPAIUTHHUOOM,
HE MPOXOJUJIN B TeUEHHE 2 He/eNb M0CIe OTMEHbI Tepaluu, YTO CBUAETENbCTBYET O OOJbIlei
HPOJOJDKUTENBHOCTH  (PAapMAaKOJMHAMUYECKOH aKTHUBHOCTH 110 CpPaBHEHHIO C TMEpPHOJOM
MOJTyBBIBEJICHUSI.

AHaJIOTUYHbIE U3MEHEHHS HA0JI01alTMCh Y TTAIUEHTOB C IICOPHUA30M.

Amnanornussle u3MeHeHus B T-kinerkax, B-kierkax u CPb B chIBOpoTKEe KpOBH HaOIIOAATIHNCh Y
NAlMEHTOB C AaKTHBHBIM IICOPUATHYECKUM apTPUTOM, OJHAKO OOpaTHMOCTh HE OILIEHUBAIH.
CyMMy CBIBOPOTOYHBIX HMMMYHOIJIOOYJIMHOB HE OLEHUBAJIM Yy MAIUEHTOB C aKTUBHBIM
MICOPUATHYECKUM apTPUTOM.

5.2. apmakoknHeTHYECKHE CBOHCTBA

[Tpopmis ¢papmMakokuHeTHKH To(aUUTHHMOA XapaKTepusyeTcss OBICTPbIM  BCACBIBAHHEM

(MakcuMalnbpHas IJIa3MeHHas KOHIEeHTpauus nocturaerca B teueHue 0,5—1 dgaca), ObICTpbIM
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CHUCTEMHOM 3Kcro3ulii. PaBHOBeCHAss KOHILIEHTpALMs JOCTUTaeTcss B TeueHue 24—48 vacos ¢
HE3HAUYUTEJIbHBIM HAKOILJICHUEM TOCJIE IpUeMa J[Ba pa3a B JCHb.

AOcopO1us U pacupeelieHue

TodauutrHnb XOpOILIO BCachlBaeTCs, a €ro OMOJ0CTYIHOCTh cocTaBisieT 74 %o.

[Ipumenenue TodanuTuHUOA C MuUIIel, OOraToi KUpaMu, HE COMPOBOXKIAIOCH M3MEHEHUSIMU
MJIOIAIU TTO/1 KpUBOM «koHIeHTpauus-Bpems» (AUC), Toraa kak MakCUMallbHasi KOHIEHTpaIus
(Cmax) B mia3me KpoBu cHMkaercs Ha 32 %. B kiIMHHUYECKHUX HUCCIIEOBAHUSX TOQPAIUTUHUO
MPUMEHSUTA BHE 3aBUCUMOCTHU OT MpUEMa MHIIH.

CeszpiBanue TodanuTHHUOA ¢ OelKamMH TIa3Mbl KPOBH COCTaBIsieT mpuOim3utensHo 40 %.
TodauuTuHUO MPEUMYIIIECTBEHHO CBS3BIBACTCS ¢ ATbOYMHUHOM U HE CBSI3BIBACTCS C 0.1 -KHUCITBIM
rukonporenHoM. TodauTHHIO B paBHOM CTENEHU PACHpPENENsIeTCs MEXIy IPUTPOLUTAMU U
MJ1a3MOM KPOBH.

EI/IOTDaHCd)ODMaIII/Iﬂ U DJIMMUHAIINA

Kiupenc todamutuanba npumepHo Ha 70 % OCyIIECTBISETCS MOCPEICTBOM METa0OIU3Ma B
neueHn u Ha 30 % — sKckpeuued dYepe3 MOYKU B BUAEC HEU3MEHEHHOTO TO(haluTHHUOA.
Metabonu3m TodanutuHubOa mpeuMylnecTBeHHO omnocpenyercs uzodpepmentom CYP3A4 u B
Menbieid creneHu u3zopepmentom CYP2C19. B uccnegoBaHuu MEUEHHOTO pPaJHOAKTUBHBIM
U30TONIOM TodanutuHnOa, Oonee 65 % or o0med UUPKYIUPYIOmEH paauoakKTUBHOCTH
MPUXOIUIOCHh HA HEM3MEHEHHBIN ToharuTHHUO, a ocTaIbHBIC 35 % — Ha 8§ METa0O0JIUTOB (KaXIbIi
— MeHee 8 % ot oOuiel paanoakTuBHOCTH). [Ipeamnonaraercs, 4To Bce MeTaOOIUTHI, KOTOpPbIE
HaAOJIIOJIAI0TCS Y JKUBOTHBIX, OKa3biBalOT < 10 % mnoreHuuanbHoe uHruobuposanue JAKI/3. ¥V
yelloBeka He OOHapyeHo cTepeo KoHBepcuu. dapmakosnoruueckas akTUBHOCTb CBfA3aHa C
HEMeTaboIN3UPOBAHHBIM TO(HATUTUHUOOM.

Pe3ynbTaThl MCCNENOBaHUM in Vitro CBUJETENLCTBYIOT O TOM, YTO TO(AaUUTHHUO sBISETCA
cyOcTparom st Oenka MHOKECTBEHHOW JekapcTBeHHOHM ycroiuumBoctu 1 (MDR), HO He mns
Oenka yCTOMYMBOCTH K paky MojouyHod kene3sl (BCRP), momumentuaHoro mnepeHocuuka
oprannueckux annoHoB 1B1 u 1B3 (OATP) unu nepeHOCUHKOB OpPraHMYECKUX KaTHOHOB 1 u 2
tuna (OCT), u B KIMHHYECKH 3HAYMMBIX KOHIICHTpAIHIX He sBiseTcs uaruoutopom MDRI, OAT
PIBI/IB3, OCT2, nepenocuukoB opranudeckux aHuoHoB 1 u 3 tunma (OAT) wiu Oenka,
aCCOLIMMPOBAHHOI'O C MHOKECTBEHHOM JieKapcTBEeHHOM ycToiunBocThio (MRP).

DapMaKOKMHETHKA Y HAIIMEHTOB C PeBMAaTOUIHBIM apTPUTOM
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MUHUMAaJIbHON U MakcuManbHOU Macce Tena (40 u 140 kr) oka3anuch CXOIHBIMHM C TaKOBOW y
NaueHToB Maccoi Tena 70 Kr.

VY noxwunsix nauueHToB B Bozpacte 80 ser nokazarens AUC okaszancs MmeHee ueM Ha 5 % BbllIe
[0 CPaBHEHUIO C MAlMEHTaMU B Bo3pacTe 55 neT.

V sxenmuH AUC todanutunnba Ha 7 % HUKE TI0 CPAaBHEHHIO ¢ MYXYNHAMH.

[lonmyyeHHbIE NaHHBIE TaKXK€ MOKa3aJM OTCYTCTBUE CYIIECTBEHHBIX pazinnuuii (<5 %) AUC
TodaMTUHUOA Y AIIUEHTOB €BPOIIEOHIHOM, HEMPOUIHOM U a3MaTCKON pachl.

OtmedeHa MOYTH JTUHEHHAsT B3aMMOCBSI3b MEKy MAaccoi Tella 1 00beMOM pacHpe/IesIeHus, YTo
MPUBOJUT K JOCTHKCHHUIO 00Jiee BHICOKOH Cmax U 00JIee HM3KONH MHUHHMAIBLHOW KOHIICHTPAIUU
(Cmin) B Mmia3Me KpOBU y MAIMEHTOB C MEHbIEW maccoi Tena. OQHAKO 3TO pasiauyue He
paccMaTpuBaeTcs KakK KIMHUYECKH 3HaunMmoe. MexuHauBuayanbHas BapuabenbHocTh (%
koddument usmeHunBocTH) nokaszarens AUC ans Todaruruauba coctasisier okoso 27 %.

q)aDMaKOKI/IHeTI/IKa Y NanMEHTOB C aKTHBHBIM IICOPHUATHYCCKHUM apTPUTOM

[TommynsiOHHBIA  (hapMaKOKUHETHYSCKUN aHAIN3 IMAllMEHTOB C aKTHBHBIM IICOPUATUICCKUM
apTpUTOM MoOKazaj, yTo cuctemHoe BozaeiictBue (AUC) TodanutnHuOa Mpu SKCTPEMaTbHBIX
3HayeHusx maccel Tena [(61 kr, 109 kr) (107 u 90 nponenTHis B HAGOPE NAHHBIX MOIMYJISALUH
MalKeHToB)| ObUIO aHAJOTUYHO TAaKOBOMY Yy MAIIMEHTOB ¢ Maccod Tema 83,3 Kr. Y MOMKUIIBIX
nanreHToB B Bo3pacte 80 ser, cornacHo oreHkaM, 3HaueHue AUC 6b110 Ha 10 % BhIIIE, YeM y
MAIMEHTOB cO cpeHuM Bo3pacTtoM 50 net. ¥ xenmun 3Hauenue AUC, no oneHkaMm, Obuia Ha 5%
HUKe, 4eM y MYy>KuuH. MMeromuecss JaHHbIE TakXkKe MOKa3alld, 4TO KaKue-IT1u00 CYIIeCTBEHHbBIS
paznuuust B 3HaueHUIX AUC topanutiHiOa MeX 1y NallieHTaMy €BPOIIEOUAHOM, HETPOUTHON U
MOHTOJIOHJTHOH pac OTCYTCTBYIOT. I3MEHYMBOCTh y pa3HbIX NAIUCHTOB (MIPOIEHTHBIN
kodd¢uiment Bapuanuun) 3HaueHud AUC st TohanuTtuHnba, 1Mo OleHKaM, COCTaBIseT OKOJIO
32%.

CDaDMaKOKI/IHeTI/IKa Y NanMEHTOB C aKTUBHBIM aHKHWJIO3UPVYIOIINUM CIIOHINJIIOAPTPUTOM

[TonmyAsIMOHHBIM (papMaKOKMHETUYECKUN aHalIW3 MallMeHTOB C aKTHBHBIM aHKHUJIO3UPYIOLIUM
CHOHAMJIOAPTPUTOM IMOKa3ajl OTCYTCTBHE KIMHUYECKH 3HAYMMBIX pa3ivyuil B BO3JEHCTBUU
TopannTHHMOA B 3aBMCHMOCTH OT BO3pacTa, Beca, MOJa M pachkl. Y MOKWIBIX MAIUEHTOB B
Bo3pacte 64 ner kimpeHc TodanmuTHOa ObuT Ha 11 % HIDKEe MO CpaBHEHUIO C MAIIMEHTaMH B
cpennem Bo3pacte 40 set. [1o oreHkam, y manueHTOoB )KEHCKOTO MoJIa KIUPEHC TohanuTHHnOa Ha
2 % BBIIIIE, YEM Y MAIUEHTOB MYKCKOTO I110J1a, a y MAllMEHTOB a3UaTCKON packl KIMPEHC Mpenapara
Ha 10 % HmwKe, yeM y manueHToB Apyrux pac. ITo onenkam, BapuabenbHocTh 3HaueHuit AUC

ToparMTHHUOA MEXY MalMEeHTaMH C aHKUJIO3UPYIOIIUM CoHamIoapTpuToM (% ko3 duiment
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BapHalllM) COCTaBIsIET NpuMepHo 25 % mpu HDI/IMGHGHEI/I_' ﬁt;le%gr;a a EFIB%-'S‘ M-lr_usa va3a B

CYTKHU.

DapMaKOKMHETHKA Y HAIIMEHTOB C IICOPHA30M

bpI10 ycTaHOBIIEHO, YTO y TMAIMEHTOB C IICOPHMA3OM KiaupeHc Todauutunuba (26,7 i/4)
npuOIM3UTENBHO Ha 45 % BbIIIIE, YEM y MAI[MEHTOB C PeBMAaTOMAHBIM apTputoM (18,4 1/4). D10
cootBercTBYeT ToMy, uTo AUC TodanutnHnba y manueHToB ¢ ICOPHA30M NMPUOIM3UTEIHHO Ha
30 % Hmxke, YyeM Yy [ANUEHTOB C PEBMATOMJIHBIM apTpUTOM. MeXUHIUBUAYaIbHAs
BapuabenbHOocTh AUC coctaBnsier npubnausurenbHo 28 %. Macca Tena He BIMSET Ha KIUPEHC
TodanuTUHUOa, B TO BpeMs Kak 00beM pachpeleieHus MOBBIIIACTCA MPU YBEITUYCHUHU MAacChl
TeJa. DTO MPUBOJIUT K TOMY, UTO y MALIUEHTOB C 00JIee HU3KOW MacCcoi Tella CpeIHsIst paBHOBECHAs
KOHIIEHTpalusi TOQAMTUHHOA COOTBETCTBYET TAKOBOHM Y MAIIMEHTOB ¢ Oojiee BBICOKOW Maccoit
Tela, MaKCHUMallbHas KOHILIEHTpanus To(auuTUHHOA BBIIE, a MHUHHMAalbHAs KOHLEHTpPALUS,
HUKE, 4YeM Yy MallMeHTOB ¢ 0oJiee BICOKOI Maccoii Tena. OfHaKO TaKoe pa3inyre He YUUTHIBAETCS
KaK KJIMHUYECKH 3Haummoe. He ObUIO OTMEYEHO pa3inyuii B AKCIO3UIUHM TO(AUTHHUOA TpU
OLICHKE MMOo4YeYyHOW (yHKUUHU (T.€. KJIMpPEHCAa KpeaTMHHWHA) y MAallMEeHTOB Pa3JIM4YHOIO BO3pAaCTa,
MAacchl TeJa, T0Ja, pachl, STHUYECKOMN NMPUHAATICKHOCTH U TSHKECTH OCHOBHOTO 3a00JIeBaHUSI.

DdapMaKOKMHETHKA Y TAIIMEHTOB C AKTUBHBIM SI3B€HHLIM KOJIUTOM

[MomynsauoHHbI (hapMaKOKMHETUYECKUI aHAJIN3 TAMEHTOB C SI3BEHHBIM KOJMTOM HE BBISBHII
KJIMHUYECKH 3HAYMMBIX H3MEHEHUH ypoBHs Bo3aeiicTBus Todauutnanba (AUC) B 3aBHCHMOCTH
0T BO3pacTa, Macchl Tella, [oja U PacoBO MPHUHAICKHOCTU. Bo3aelicTBue y skeHIIMH ObLIO Ha
15 % BbllIe, 4YEM y MY’>KUHH, a TAK)KE BO3/IEHCTBHE y MAIMEHTOB a3UaTCKOM packl Obu10 Ha 7,3 %
BbIIIIE, YEM y MAIIMEHTOB Apyrux pac. Habmroganace 3aBUCMMOCTh MEXKIY Maccoil Tesia U 00beMOM
pacripeiesieHusi, TpUBOAsIIast K 0osiee BbICOKOW KOHIEHTpAUU (Cmax) B 00siee HUZKOM (Cpnin)
KOHIIEHTPAlLlMH y NallMeHTOB C MeHbIIE Maccoll Tena. Tem He MeHee, 3TO Pa3InyKue He CYUTAETCS
KJIMHUYEeCKH 3HauYMMbIM. [To onenkam, BapuabenbHocTh 3HaueHUd AUC Ttodanutuanba Mexay
NAlMEHTaMHU C SI3BEHHBIM KOJIUTOM (K03 PUIIMEHT Bapualuu B %) COCTaBIISIET NPUOINZUTEIHHO
23 % u 25 % npu mpueme npemnapaTa B 03¢ S Mr JiBa pa3a B CyTKU U B 03¢ 10 mr 1Ba pasza B
CYTKH, COOTBETCTBEHHO.

dapMaKOKMHETHKA NAllUEHTOB C MOIMAPTUKYIISIPHBIM IOBEHUJIBHBIM WAMONATUYECKUM apTPUTOM

alOUA

[TonynsmmoHHbIN (hapMaKOKWHETHYECKUM aHAIIW3, OCHOBAHHBIN Ha pe3ysbTaTaxX HCCIEIOBAHUN
Py IpUMEHEHUH TableToK ToanuTuHuOa 5 MT, TOKPHITHIX TICHOYHON 000JIOUKOM, /1Ba pa3a B
CyTKH, TIOKaszaja, 4YTO HaOmoganach 3aBHCHUMOCTh MEXKAY Maccoid Tela H KIHPEHCOM

TodarTHHI0a/00bEMOM pacIpeieleHts], IPUBOAAIIAs K Oojiee HU3KUM 3HaYSHHUSIM KIUpEeHca U
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Y OTYETY

Ha OTCYTCTBHE KJIMHUYECKH 3HAYMMBIX pa3iuuuii B Bo3aehcTBuHM TodamutuHnba (AUC) B
3aBHCHUMOCTH OT BO3pacTa, packl, 0Ja, THIA MAllMEeHTa WK HCXOJHOH TshxecTH 3aboneBanus. [1o
orieHkam, BapuabenbHocTh 3HaueHUN AUC Todauutunmnba mexay nanuentamu ¢ mfOUA (%
K03 UILIMEHT Bapualliu) COCTaBIAET IpuMepHO 24 %.

dDapMaKOKMHETHKA YV HAIIMEHTOB C HOBOM KOPOHABUPYCHOM nHdeKmen, BpizBandoii COVID-19

Jlanubie 0 (papMaKOKHMHETHKE y MAIMEHTOB C HOBOW KOPOHABUPYCHOW MH(EKIMEH, BRI3BAHHOM
COVID-19, orcytcTByer.

IloyeyHas HEJOCTATOYHOCTh

VY NanueHToB ¢ JETKUM, YMEPEHHBIM WU TSDKEIBIM HapyIIeHHEeM (YHKIMH IMOYEK TOKa3aTeln
AUC okasanucs Bbltie Ha 37 %, 43 % u 123 %, cOOTBETCTBEHHO, 10 CPABHEHHUIO CO 30POBBIMU
JI00poBoIbIIAMH. Y TAIMEHTOB C TEPMHUHAIBHON CTaauedl MOYCUYHON HEIOCTATOYHOCTH BKJIAJl
JMaan3a B OO KIMPEeHC TOGauTHHUOA OTHOCUTEIILHO HEOOJIBIION.

IIeueHOoUHAS HEAOCTATOYHOCTD

VY nmanueHToB C JIETKUM U YMEPEHHBIM HapylieHueM pyHnkuuu neyeHu nokazatenu AUC Ha 3 %
u 65 % npeBbIlLIAIM aHAJIOTMYHBIE TIOKA3aTeNN Y 3J0POBBIX JOOPOBOJIBLEB.
[TarueHTHl C TSDKEIBIM HapylieHHeM (GYHKIUHN MEYEHH WU MAlHUEHTHl C MOJOKUTEIbHBIMU
ceponornueckumu npodamu HBV wnn HCV He uzyuanuce.

eTu
Hccnenoanuii apMakoKHMHETUKH, Oe30macHOCTH U 3 dekTuBHOCTH ToPanuTUHUOA y 1eTelt He
IPOBOJIWIIN, 32 UCKIIIOYEHUEM IMAIlMeHTOB JIeTCKoro Bo3pacta ¢ mtOUA.
®apMaKOKMHETHKa, 0€301acHOCTh U 3()(PEeKTUBHOCTH TOhAUTHHIOA OLIECHUBAJINCH Y NAI[IEHTOB

nerckoro Bo3pacta mfOMA B Bo3pacre ot 2 net 10 18 ner.

6. DPAPMAIIEBTUUYECKHWE CBOMCTBA
6.1. Ilepeuenb BcoMoOraTe/ibHbIX BellleCTB

TodammTnano ®apmacunares, 5 Mr, TaOJIETKHU, ITOKPHITHIE TUNIEHOYHON 000JI0YKON

[enmrono3a MukpokpucTtainndeckas 102
ManpsTuTon

Konosugon VA 64

Kpemuust TMOKCH KOJITTOWAHBIN
Kpockapmemnosa HaTpus

Marnus creapat

Obonouxka mabiemku
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I'mnpomennosa E15

Turana TMOKCHU]T
Tpuanetun
Makporoa 4000

Todauutuand Papmacuures, 10 Mr, TaOJIETKH, ITIOKPLITHIE INIEHOYHON 000JI0YKOH

Lemmono3za mukpokpuctanyeckas 102

MasibTuTON

Komosunon VA 64

Kpemuust 1MOKCH KOJITOWAHBIN

Kpockapmenno3a Harpust

Maruus creapat

Obonouka mabremxu

['unpomemnnoza E15

Turana TMOKCHU]T

Tpuanerun

Makporoxa 4000

Kpacutens nnaurokapmMux

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 rona.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHUHU
XpaHuTb 1pu Temieparype He Boie 25 °C.

6.5. Xapakrep u coaepxaHue NEPBHYHOH YIAKOBKH

IIepBuuHas ynakoBKa JIEKapCTBEHHOIO IIpenapara

I[To 7, 10 win 14 TabneTok MOMENIAIOT B KOHTYPHYIO SYEHKOBYIO YMAKOBKY W3 IJICHKU
MOJIMBUHUJIXJIOPUAHOMN U (POJIBIY aTIOMUHUEBOM M€YaTHOM JIAKMPOBAaHHOM.

I[To 28, 56 unu 60 TabmeTok BMECTE C MAKETUKOM CHUJIMKArels MOMEIalT B OaHKY MOJMMEPHYIO
13 MOJIMATUIIEHA HU3KOTO JAaBJIEHUs C KPBIIIKON HATATMBAEMOM C KOHTPOJIEM IIEPBOTO BCKPBITHUS.
CB00OOHOE TTPOCTPAHCTBO MOXKET OBITH 3aMOJTHEHO BAaTOW METUITMHCKOW TUrpockomudHoi. Ha
0aHKM HaKJIEWBAIOT 3TUKETKM U3 OyMmMaru 3TUKETOYHON WM THUCYEH, WM U3 TMOJIMMEPHBIX
MaTepUaoB, CAMOKJIEAIIUECS.

BropuuHas ynakoBKa JIEKapCTBEHHOI'O Mpermapara

s koumyphou sauelkogou ynakoexu Ne7:
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U3 KaproHa. Ha mauky MokeT ObITh HaKJI€eHa caMOKJIesInascs 3ThkeTka u3 Oymaru. [laukum
MOMEIIAIOT B IPYIIIIOBYIO Tapy.

s konmyphou sauetikogou ynaxkosxku Nel():

[To 6 KOHTYPHBIX SYEHKOBBIX YIAKOBOK BMECTE C JINCTKOM-BKJIABIIIEM [TOMEIIAIOT B MAUKy U3
kapToHa. Ha mauky MoxeT ObITh HaKJEeHa CaMOKJIesInascs JITHKeTKka u3 Oymaru. [laukum
MOMEIIAIOT B TPYIIIIOBYIO Tapy.

s konmyphou sauetikogou ynakosxku Nel4.:

[To 2 miu 4 KOHTYPHBIX STYEHKOBBIX YIIAKOBOK BMECTE C JINCTKOM-BKJIAbIIIIEM TOMEUIAIOT B TAUKY
u3 KaproHa. Ha madky MokeT ObITh HakKJI€eHa caMOKJIesInascs 3ThkeTka u3 Oymaru. [lauku
MOMEINIAIOT B IPYIIIIOBYIO Tapy.

[To 1 Ganke BMecTe C TMCTKOM-BKJIQIBIIIEM MOMEIIAIOT B MAYKy M3 KapToHa. Ha mauky moxer
OBITH HaKJICEHA CAMOKJIESIIAsACS ATUKETKa U3 OyMard. [lauku moMemaioT B TpynIoByo Tapy.
6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUUYTOXKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenaparta WM OTX0A0B, TOJYYEHHBIX TOCJe NPUMEHEeHus
JIEKAPCTBEHHOT0 Mpenapara v Apyrue MaHUIyJ/IsIHU ¢ NPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA
Poccuiickas ®@enepanus

AO «®apmacunre3-Hopn»

197350, r. Cankr-IleTepOypr, nopora B Kamenky, a1.74, nut.A, nomemnt. 1-H
Ten.: +7 (812) 240-45-15

Anpec 31eKTpoHHOM mouThl: info-psn@pharmasyntez.com

7.1. IIpeacTaBUTENDb AEPKATEIS] PETHCTPAIMOHHOIO YA0CTOBEPEHHUSs

[Iperen3un norpedUTENEH HAIPABIATE 110 aIPECY:

Poccuiickaa ®@eodepayus

AO «®apmacunre3-Hopn»

197350, r. Cankr-IlerepOypr, yi. JIéTunka Akaesa, 1. 8, k. 3, ctp. 1
Ten.: 8-800-100-15-50

Anpec anekTpoHHON ouThl: info-psn@pharmasyntez.com

Pecnybnuxa Benapyco
TOO «Adalan»

220131, r. Munck, yn. 'amapauka 30/395
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Mo6. Ter1. (24 uaca): +3 752 955-12-510 (MOCNEOOBATENBHOCTS 0003)

Anpec 251eKTpOHHOM NouThl: pv(@adalan.kz

Pecnybnuxa Kazaxcman

TOO «Adalan»

050057, r. Anmartsl, yi1. TumupsizeBa, 42, nas. 23, od. 202
Ten.: +(727)-269-54-59, +(727)-269-54-18

Mob0. Ten. (24 gaca): +7-(701)-217-24-57

Anpec anekTpoHHO# nouTkl: pv(@adalan.kz; b.satova@adalan.kz

Kuipevizckasn Pecnybonuka

TOO «Adalany

720016, r. bumkek, c. Opro-Caii, yin. Umananuesa, 1. 52
Mo6. ten. (24 gaca): +996-555-262-680

Anpec a5eKTpoHHOM nouThl: pv(@adalan.kz

Pecnybnuxa Apmenus

TOO «Registrarius»

Anpec: 0088, r. EpeBan, coobmectBo Baaruu, yn. Pazgan 13
Ten: +374-96-30-30-00

Mob0. Ten. (24 gaca): +7-701-746-04-21

Anpec a51eKTpoHHOU NouThl: Info(@registrarius.org

8. HOMEP PETUCTPAIMOHHOTI'O YIOCTOBEPEHUA

9. TATA NMEPBHYHON PETUCTPAIIMHA (IIOATBEPXJIEHUSA PETMCTPAIINMN,
INEPEPETUCTPAIIN)

JlaTa nepBo perucTpanuu:

10. JATA HIEPECMOTPA TEKCTA

OO6mas xapakrepuctuka jekapctBeHHoro mpemnapara TODAIIUTUHUB ®APMACHUHTE3
JOCTYITHa Ha WHGOPMAIMOHHOM TmopTaiie EBpa3wiickoro HSKOHOMHYECKOTO COK3a B

nH(}OPMaIMOHHO-KOMMYHUKAIIMOHHOM ceTn «HTepHe http://eec.eaeunion.org/
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