COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 28.11.2025 N2 29671

(NOCNEQCBATENEHOCTE 0002)

OBHIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTO TIPEITAPATA
V JlaHHBIM JE€KapCTBEHHBIM MIpenapaT MOMJICKUT AOMOJHUTEIBHOMY MOHUTOPUHTY. ITO
MO3BOJIUT OBICTPO BBIIBUTH HOBYIO MH(poOpMamuio mo Oe3omacHocTH. Mbl oOparmaeMcst K
pabOTHUKAM CHCTEMBI 3JJpaBOOXPAHEHHSI ¢ MPOCKOON COOOIATh O JHOOBIX MOJ03PEBAEMBIX
HeXeNaTeNbHbIX peakiusax. [lopsanok cooOuieHns o HexkenaTeIbHbIX PeaklUiX MPeCTaBlIeH B

pazgene 4.8.

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITIPEITAPATA
[Tomanmunomua, 1 Mr, KancyJisl.
[Tomanunomua, 3 Mr, KancyJibl.

[Momanuaomu, 4 Mr, KarcyJibl.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JleiicTBytOIIIEE BEIIECTBO: TOMATHIOMUI.

Ilomanumomu, 1 Mr, Karcymiasl

Kaxxnas xancyna cogepxut 1 Mr nomanauaoMua.

HOMaJ'II/II[OMI/IIl 3 MI', KaIiCVyJIbI

Kaxxnas xancymna cogepkuT 3 Mr nomMaauIoMua.

Ilomanumomui, 4 Mr, Karcyiabl

Kaxxnas xancyna cogepkuT 4 Mr noMaauoMua.

[TonHbIi TepeYeHs BCIIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynbr.

THomannaomuna, 1 Mr, Karcyiabl

TBepable Hempo3pauHble KETAaTHHOBBIE KaIlCyJbl (pa3mep 5) Oenoro mseTa ¢ MapKUPOBKON
yepHoro nsera: «P1» Ha kopryce u «H» Ha KpbllIeuke Karcysl.
Conepkumoe Karcyibl — IOPOLIOK OT CBETIIO-XKEITOr0 J10 JKEJITOBATOrO L{BETA.

THomanuaoMua, 3 Mr, KarcvyJiibl

TBepapie >kemaTUHOBBIE Kamcynbl (pa3Mep 3) HEMpO3payHbld KOPIYC PO30BOTO IIBETA C
MapKUpOBKOW depHOro 1BeTa «P3y», Hempo3payHas Kphliedka 0eoro 1BeTa ¢ MapKHPOBKOMH
«H» gepHoro 1Bera.

ConepxuMoe KarcyJsbl — MOPOIIOK OT CBETIIO-KEITOTO J0 KEITOBATOTO IIBETA.

[lomanumomun, 4 Mr, KancyJybl
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TBepaple HEMPO3paUYHBIE JKEIATHHOBBIE KaICYJbl (PA3MEP 2) OCJIOr0 UBETA C MAPKUPOBKON
yepHoro 1Beta: «P4» na xopryce u «H» Ha Kpbllleuke Karcyibl.

COI[ep)KI/IMOC KarcCyJibl — HOPOMIOK OT CBCTIIO-KCJITOI'O OO0 KCJITOBATOIO LBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxa3aHusl K NPUMEHEHUIO

HOMaJII/II[OMI/II[ B KOM6I/IHaI_II/II/I C ACKCAaMCTAa30HOM II0Ka3aH K IMPUMCHCHHIO Y B3POCJBIX IJIA
JICUCHUS PEIUAUBHPYIOMICH U pedpaKkTepHO MHOKECTBEHHON MHEIOMBI, TOJYYUBIINX HE
MEHee JBYX NPEIIECTBYIOIIUX KYpPCOB JICUEHHS, BKJIIOUABIIUX KaK JICHAJIUIOMHUI, TaK U
060pTe30MUO, U y KOTOPBIX OTMEYAJIOCH MPOrpeccupoBaHue 3a0oeBanus Ha GOHE MOCIEAHETO

JICYCHHUA.

4.2. Pesxum 103MpOBaHus U cNIOCO0 MPUMEHEeHUs!
Jleuenue npenapaToM HEOOXOAUMO HAYMHATh U IIPOBOJUTH TOJILKO MO HAaOJIOJEHUEM Bpaya,
MMEIOILETO OIBIT B JICYEHUH MHOKECTBEHHON MHEIOMBI.

PexxuM o3upoBaHus

Pexomenayemast HauanabHas 1032 MOMAIHIOMU/IA COCTABIIAECT 4 MT BHYTPb 1 pa3 B 1eHb ¢ 1 1o
21 neHb MOBTOPHBIX 28-AHEBHBIX IIUKJIOB.

Pexomenayemas nosza nekcameraszoHa cocrasisier 40 mr BHyTph 1 pa3 B aessb B 1, 8, 15 u 22
JIEHDb Ka)KIOro 28-IHEBHOIO IIUKIIA.

Pexxum no3upoBaHUsI COXPAHSETCS WM U3MEHSETCS B 3aBUCUMOCTH OT KIMHUYECKHX M
nabopaTopHbIX JaHHBIX. JledeHue cienyer mpoAobKaTh J0 MPOrpecCUpoBaHus 3a00eBaHuUs
WJIY PA3BUTHUS HETIPUEMIIEMON TOKCUYHOCTH.

H3menenue 00361 NOMAIUOOMUOA UIU NPEPBIBAHUE NeHUeHUS

NHCTpyKIIMM 1O TIPEPHIBAHUIO JICYCHHS WM U3MEHEHUIO JI03bl MOMAIMIOMHUIA B CBS3U C
HEeXKeNaTeNIbHBIMU PeaKIUsIMHU MPEICTABICHBI B TAOIUIIE HIKE:

Hnempyxyus no uzmeneHuro 003vl NOMAaIUoOMuod

ToxkcHYHOCTEL N3menenue 10361

HeliTponenusa®

AKH** < 0,5 x 10%1 umn deGpunbnas ([IpepBaTh  JleueHHe  MOMATHIAOMHAOM,  He
HelTponeHus (Temneparypa > 38,5 °Cu  |goxuaaschb OKOHYaHUSA IuKia. ExeHenenbHO

AKH< 1 x 10%m). BBINOIHATE OAK™**,

AKH BoccTanoBHIOCH J10 3HAYCHUI >1 |B0300OHOBHTH JICUCHHE HoOMaJIMAOMHAOM B 103€ 3

x 10%/1. MT B JI€Hb.
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[IpepBaTh TCUCHUEC TOMATHIOMUIOM.

AKH BoccTaHOBHIIOCH A0 3Ha4YeHUH >1

x 10°%/1.

B0300HOBUTE JIeucHUE noMaJIMaoMHuI0M B 1O03€

Ha | Mr HUXKe npeabIayLei.

TpoMOoonuTONIEHUS

KomuaecTBo TpoM6omuTos < 25 x 10%/1.

IIpepBaTh  J€4EHHME  NOMAIUIOMHAOM,  HE

JOXKHNAas1Ch OKOHYaHHA IUKIJIA.

ExenenenpHo BeITONMHATE OAK***,

KomnnuectBo TPOMOOIIUTOB

BOCCTAHOBUJIOCH 10 3HaueHuit >50 x

10%1.

B0300HOBUTE 1€UEeHNE NOMAITHIOMHUIOM B 103€ 3

MI' B ICHb.

HJ'ISI KaKI0ro nocJIeAyronero CHuKCHUA

<25 x 10%m.

HpepBaTL JICUCHHUC ITIOMAJIMAOMUIOM.

KoinuecTBo TPOMOOIITOB
BOCCTAHOBIJIOCH [0 3HadYeHU > 50 x

10%m.

B0300HOBUTE JIeucHUE noMaJIMJOMHUIO0OM B 103€

Ha 1 Mr HUXKe npeablyLei.

Chblllb

ChITb 2-3 CTEIEHN TIKECTH.

PaccmoTpeTs mpepbiBaHME WM TPEKpAILCHHE

JICUCHHA TIOMAJINJOMHAOM.

Ceilb 4 CcTEOEHU TOKECTH  WIA

Oysuie3Hble HapylleHHs (B TOM 4HCIIe
AQHIMOHEBPOTUYECKHAN OTEK,
aHa(uIaKTHUECKas peaxius,

BKC(I)OHI/IB.TI/IBHBIC nin 6y.]'IJ'Ie3HBIe

BBHICBITIAHUST WK TOAO3PEHHE  Ha
cunapom CruBenca-/[>xoncona (CCJ),
TOKCUYECKUI SIUIEPMAIIbHBIN
Hekponus (TOH) wnu nexapcTBeHHYIO
peaKuro C 703uHOGUITHEH Hu

cucteMHbiMU cumntomamu (DRESS)).

HperaTI/ITI: JCYCHUEC IIOMAJIUIOMHUIOM (CM.

paznen 4.4).

IIpouee

Jlpyrue HexenaTenbHbIE SBICHUS > 3

CTCIICHU TAXKCCTH, 06YCJ'IOBJ'I CHHBIC

MPUEMOM TTOMATUIOMHU/IA.

HpepBaTL JICYCHHUC HOMaJIMJOMUI0OM, HC

JOXHAasACh OKOHYAaHHA LHUKIIA. Bo300HOBUTE

JICYCHUEC B CIICAYIOMIEM HHUKJIIC B J03€ HAa OJHWH
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ypoBeHb HIKE NPEABIIYIICH TO3EI (TIPH YCITOBIH
paspeliieHus
HEXEJNATeJIbHOTO SIBJIEHUA J0 < 2 CTEleHH

TSDKECTH JI0 BO3OOHOBIICHUS JICUCHHS).

niIn CHHIKXCHHUA TSXKECTH

*[Ipu HeHTpomeHUH Bpad JOHKEH PAacCMOTPETh BO3MOXKHOCTh MPUMEHEHHUS IIPernapaToB

¢dakTopa pocra; **AKH — alcomoTHoe KoamdecTBOo HedTpodmio; ***OAK — oOmuit

aHaJIU3 KPOBU.

Jlnist Havaa HOBOTO IIMKJIA JISYSHHU S TOMATIMIOMHIOM KOJIHMYECTBO HEUTPO(DUIOB TOHKHO OBITH

> 1 x 10%/11, a KONMMUYECTBO TpoMOOIIUTOB > 50 X 10%.

[Ipn ogHOBpeMEHHOM NpHEME CHIbHBIX MHruOMTOpoB M3odepmernTa CYPIA2 (mampumep,

munpoQIIoKcanrHa YHOKCAIMHA, (PIyBOKCAaMUHA) 03y IMOMAJHIOMHIA HEOOXO0AUMO CHU3HUThH

Ha 50 %.

HHcmpyKL;uﬂ 10 UBMEHEHUIO 003bl 0eKCAMEMAa3ona

ToxcuuHoOCTL

HN3meHenue 10361 JeKCAMETa30HA

ucnenicus 1-2 crenenu.

[MonnepxuBaTh 103y W NPUMEHSTH OJOKATOPHI
rucramuHa (Hz) wnm aHanoruuHele cpeicTsa.
CHU3UTH 103y HA OJIMH YPOBEHB IIPU COXPAHEHUU

CHUMIITOMOB.

ucniericust >3 cTeneHu.

[MpepBarh seueHue A0 OCHAOJICHHUS CHMITOMOB.
JloGaBuTe Onokatopsl ructamuHa (Hz) wnwm
AQHAJIOTUYHBIE CPEJCTBA U CHU3UTH /103y Ha OJIMH

YPOBEHB MPU BO30OHOBJICHUU JICUCHUS.

OTek > 3 CTEeneHu.

[IpuMeHATh OUYPETHUKH MO HEOOXOAMMOCTH H

CHU3UTH 103y HAa OJUH YPOBCHb.

CHYTaHHOCTB CO3HaHHUA HW HU3MCHCHUIA

HACTPOEHHUS > 2 CTETEHHU.

HpepBaTb JICYCHUC OO0 pa3pCuICHUA CHUMIITOMOB.
HpI/I BO300OHOBJICHHH JICUCHUS CHU3UTH A03Yy Ha

OJINH YPOBEHb.

MEl1eyHas cl1ab0CTh > 2 CTENCHHU.

[TpepBathb eyeHue, MoKa Moka3aTesb MbIILIEYHOM
cnaboctu He craHer < 1 crenenu. Ilpu
BO30OHOBJIECHUHN JICUEHHSI CHU3UTH A03y Ha OJUH

YPOBEHb.

[ 'unepriaukeMus > 3 CTENEHU.

CHM3UTH 1103y Ha OJIUH YypoBeHb. lIpuMeHsATH
MHCYJIMH WINA NepOpalibHble TUIOTIIMKEMUYECKHe

CpelcTBa Mo HEOOXOAUMOCTH.
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OCTpbIi TAHKPEATHUT. [TpexpaTHTh JIEUEHUE NEKCAMETa30HOM

[pyrue HexenatenbHble peakuuu > 3 [[Ipeparth JieyeHHMEe JeKCaMETa30HOM, IOKa
CTEIEHH, 00yCIIOBJIEHHBIE [[SYKECTh HEXKENATEIbHOW PEAKIMU HE CTaHeT < 2
IEKCaMETa30HOM. crerieHu. Bo30OHOBUTH JieyeHne, CHU3UB 03y Ha

OJINH YPOBEHbD.

CHudrcenue 003vl 0eKCcamemasona.:

YpoBeHb 103b1 IManuents! < 75 jger IManuents >75 Jger

(nam 1, 8, 15 1 22 nmoBTOpHBIX [(AHU 1, 8, 15 1 22 MOBTOPHBIX

28-THEeBHBIX IMKJIOB) 28-THEeBHBIX IMKJIOB)
Hauvanbnas no3a 40 mr 20 mr
'YpoBeHb 10351 -1 20 mT 12 Mr
'YPOBEHb 03I -2 10 mr 8 Mr

JleueHue geKkcaMeTa30HOM CIIEyeT OTMEHUTh IPU HENEPEHOCUMOCTH 7103bl 10 Mr (marueHThb
<75 net) wiu 8§ Mr (ayMeHTsl > 75 ner).

Ecrmu Tokcuueckue sBICHHS COXpaHSIOTCS Oosee 14 mHel, o3y JeKcaMeTa3oHa CieayeT
CHHM3HTD Ha OJINH YPOBEHb.

IIponyck 003wl

Ecnu manmeHT 3a0b11 NPUHSTH TOMATHIOMU] B KAKOK-JIMOO JCHb, TO HA CIICAYIONINI CHb OH
JOJDKEH TPHUHATH OOBIYHYIO /103y B COOTBETCTBUHM C Ha3HaueHHeM. [lanueHT He aoiKeH

HU3MCHATH 03y Mperapara Ajsd BOCIIOJIHCHU A HpOHymeHHOﬁ HaKaHYHEC OO3bI.

Oco0bIe T'PYIIIBI TATWUCHTOB

Tlayuenmwl nodxxcunozo 6o3pacma

N3menenne no3pl moMmanmuaomuaa He TpeOyercs. JlJis manmueHToB B Bo3pacte > 75 ner
HavaybHas J03a JekcaMmera3ona cocrapiseT 20 mr 1 pa3 B nenb B 1, 8, 15 u 22 neHp Kaxaoro
28-THEBHOTO LIMKJIA JICUCHUS.

Iayuenmwi ¢ Hapywenuem QyuKyuu nevenu

[TanieHTOB, y KOTOPHIX 3HAYECHHS OOIIETO CHIBOPOTOYHOTO OMIIMPYyOHHA TIpeBbImanu > 1,5 x
BT'H (BepxHsisi rpaHulla HOPMBI), HE BKIIIOYAJIM B KIMHUYECKHE UccienoBanus. Hapymenue
GyHKIMH TeYeHH He OKa3blBaeT CYIIECTBEHHOTO BIMSAHUA Ha (HapMaKOKUHETHKY
nomanuaomua (cm. pasnen 5.1). He tpebyeTcs naMeHeHus Ha4allbHOM 036l TOMAIUIOMHU/IA
y TalHMEeHTOB C MEYEHOYHOW HEIOCTaTOYHOCThIO, omnpenencHHor no Yanna-IIsro. Tem He

MEHee, MallUeHTOB ¢ HapylIeHneM (QyHKIMA MeYeHn He0OX0UMO TIATEeIFHO HAOMI0AaTh st

5
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Caruit.  TIpH HEOOXOIAMOCTH  CICAYET

YMEHBIIUTE A03Y WU IIPEPBATH IIPUEM ITOMAJIMAOMUAA.

Iayuenmsi ¢ Hapywenuem yHKYyuu nouex

He Tpe6yeTcs1 HU3MCHCHUA NO3bI IOMAIIMAOMHK A Y MTAUCHTOB C MOYCYHOM HCAO0CTAaTOYHOCTHIO.

B AHU reéMoJualin3a IMoMaJIuaoMua CICAYCT IPUHUMATD I1OCJIC BBIIIOJHCHHUS IIPOUCAYPHI.

€TH

bezonacHocts u 3 pextuBHOCTh penapara [Tomanuaomun y nereit B Bospacte ot 0 mo 18 et

Ha I[aHHBIfl MOMCHT HC YCTAaHOBJICHBI. I/IMCIOH_[I/IGCSI Ha CCFOI[HSIH_IHI/II;'I JACHDb JaHHBIC ITPUBCACHLL

B pazaenax 4.8, 5.1, 5.2, ogHAKO HEBO3MOKHO JIaTh PEKOMEHJIALIUU 10 PEKUMY JI03UPOBAHUA.

Cnocob IIPUMCHCHUA

Jlnst npreMa BHYTpb.

TBepable karncynsl npenapara [lomanuaoMun cienyer NpUHUMAaTh BHYTPb KaKIbId JIEHb B

OIHO U TO K€ BPEMI. KaHCYJII)I HCJIB3s OTKPbIBATb, pa3jiaMblBaTb UJIN Pa3’KCBLIBATD. KaHCYJIBI

IIpcliaparta ITomanumomu CJICAYCT IPOIIaTbhIBATh HECJIUKOM, 3allUBaAA BOI[Oﬁ, BHC 3aBHUCHUMOCTHU

OT IIpucMa IHIIH.

Mepvul npedocmopodicHocmu, npuHumaemvle neped npuMeHneHuem npenapama uiu pabome c

HUM

Nudopmanus no pabore ¢ HUTOTOKCUYECKUMU TIperiapaTaMu puBeieHa B paszjaene 6.6.

4.3. [IpoTuBonoka3zanusi

— FI/IHGP‘-IYBCTBI/ITCJ'II)HOCTL K IMIOMaJIMAOMHUAY WA J'IIO6OMy N3 BCIIOMOTaTCIBbHBIX BECIICCTB,

MIEPEYUCIICHHBIX B pazzene 6.1.

— bepemeHnHoCTh (cM. pazzen 4.6.).

— JIo14 KEeHIUH: COXPAaHEHHBIN JETOPOJHBIN MOTEHIINAN, 34 UCKIIFOYEHUEM CIy4aeB, Koraa

coOroieHb! Bce HeoOxoaumble yciaoBus [Iporpammsl npegoxpaHeHus: oT 0epeMeHHOCTH

(cm. paznensl 4.4 u 4.6).

- Z[J'ISI MYKYHUH: HCEBO3MOXHOCTb HJIN HECIOCOOHOCTH CO6JHO,Z[8.TB HeO6XO,I[I/IMBIe MCEPbI

KOHTparnenuuu (cM. pazzaen 4.4).

4.4. OcoOble yka3aHHMsl 1 Mepbl NPeJI0CTOPOKHOCTH NPH NPUMEHEHUH

Jleuenne npenapatom [lomanmaomu HEOOXOAMMO HAYMHATE M POBOIUTH MO HAOI0IEHHEM

OIIBITHOT'O IréMaToJjiora Ui XuMuOoTEparicBTa.

IIporpamma npeaoXpaHeHus OT 6CDCMGHHOCTI/I
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HeykocHurensHoe coOMoneHHEe BCeX TPEOOBIHWM — IIPOTPAMMEL — ITPCHOXPAHCHI — OT
OepeMEeHHOCTH JI0JKHO PACIIPOCTPAHITHCS Ha BCEX MAllMEHTOB, €CIIH JOCTOBEPHO HE JI0KAa3aHO
OTCYTCTBHE Y HUX AETOPOAHOIO OTEHLIMAIA.

na socenuyun 6e3 demopooHo2o nomenyuaid

JKeHmuHa-manyeHT WM OJKCHIIUMHA, CEKCyalbHbId mMapTHEp MyX4yuHbI-nauueHta, HE
CUUTAIOTCA CIOCOOHBIMU K JETOPOXKACHUIO MIPU HATTMYUU XOTs OBl OJTHOTO U3 MEPEUUCTICHHBIX
(hakTopoB:

- Bo3pacT > 50 JeT U JUINTEIbHOCTh ECTECTBEHHON aMeHopeu > | rona (aMeHopest BCIECTBUE
MIPOTUBOOITYXOJIEBOM TEpaluyd WIM B TMEpPUOJ TPYAHOTO BCKAPMIIMBAHMSI HE HCKIIIOYACT
HaJIM4Yue JIETOPOJAHOIO OTEHIHANA);

- paHHSS HEIOCTATOYHOCTh IMYHUKOB, MTOTBEPK/IEHHAS! BPAUOM-THHEKOJIOTOM;

- IBYCTOPOHHSISI CATbITUHTO0(OPIKTOMUS UITH THCTEPIKTOMHSI B aHAMHE3E;

- reHotun XY, cu"jipoM TepHepa, aHaTOMUUYECKUN AEPEKT MaTKH.

Kouncynomuposanue

[IpuMeHeHne MOMANUIOMHIA Y KEHIIWH C COXPAaHEHHBIM JETOPOJHBIM TMOTEHIAIOM
IIPOTUBOIIOKA3aHO B CIy4ae, €CIM HEBEPHO OJIHO U3 CJIEAYIOIINUX YTBEPKICHUM!

KeHmuHa 10KHA

- IOHUMATh BO3MOYKHOCTh TEPATOT€HHOTO JICUCTBUS MOMATUAOMU/IA HA TIIO/;

- TMOHUMAaTh HEOOXOJMMOCTh TMOCTOSHHOTO HCIONb30BaHUs 3(PPEKTUBHBIX METOJIOB
KOHTpALIETILUY B TE€YEHHE KaK MUHUMYM 4 HeJeNb 710 Hayaja JeUeHHUs, BO BpeMsl JICUEeHUs U
KaKk MUHUMYM 4 HeJIeJb [T0C/ie OKOHYaHUS JISYEHHSI TOMAJIUIOMUJIOM;

- JaJke B clIyyae aMeHOpeu coOIIto1aTh Bee MpaBuila 3(PGEKTUBHON KOHTPALEHIINH;

- OBITh CTIOCOOHOMH K COOIOAEHUIO BCeX MpaBUII 3PHEKTUBHON KOHTPALICIIINH;

- 3HaTh U MOHMMATh BO3MOXKHBIE ITOCJIE/ICTBUS B CIIy4ae HACTYIJICHUs] OepeMEHHOCTH Ha (poHe
IpreMa MoMaluIOMH/Ia, @ TakKe HE0OXOJUMOCTh CPOYHOTO OOpalleHHs 32 KOHCYJIbTaluuel
IIPU OJJO3PEHUH Ha HACTYIUBIIYIO OEPEMEHHOCTB;

- IOHUMAaTh HEOOXOIMMOCTh HEOTJIOKHOTO Hayaja MprueMa MoMaIuI0oMH/a 1ociie NodydeHus
OTpHULATENbHBIX PE3YJIbTATOB TECTa HA OEPEMEHHOCTb;

- 0CO3HaBaTh HEOOXOAMMOCTh IIPOBEJCHHS TeCTa HA OEPEMEHHOCTD U BBITIOJIHATh €r0 KaX/Ible
4 Henenu 3a UCKIIIOUEHUEM JKEHIIMH C OATBEP)KIEHHOW XUPYpru4eCcKoi CTEpUIN3aIUeEil;

- IOATBEPIUTH, YTO MOHUMAET PUCK M HEOOXOIMMbIE MEPBI MIPEJOCTOPOKHOCTH, CBA3AHHBIE C
MIPUEMOM TOMATUAOMU/IA.

Bpaq JOJIKEH Y6GJII/ITI)C$I, YTO KCHINWHA C COXPAaHCHHBIM ACTOPOAHBIM ITOTCHIIHAJIOM:
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- COOTBETCTBYET BceM ycioBusiM [Iporpammbl NpEAyIPERACHIST OCPEMEHHOCTH, BRIFOUA
a/IeKBAaTHBIA YPOBEHb IOHUMAaHUs €€ TpeOOBaHUI;

- COIVIACHA C BBILIENIEPEUYHUCICHHBIMU YCIOBUSAMM.

IIpumenenue y myscuun

JlanHple  uU3y4deHUs  (PAPMAKOKMHETHKH IOMAIMJOMHUAA Yy  MYKYMH-JOOPOBOJIBIIEB
CBUJCTEIBCTBYIOT O TOM, YTO NOMAJIMJOMMI MOXKET COACPKATbCS B CEMEHHOM >KMIKOCTH
ITALIMEHTA BO BpeMs JIeueHHUs1. B kauecTBe Mepbl IPEeIOCTOPOKHOCTH U IPUHUMAsI BO BHUMAaHUE
0c00bI€ rPyNIIBI MAIIUEHTOB C MOTEHIIMAIBHO YBEINYCHHBIM BpEMEHEM BBIBEACHUS, HAIIPUMED,
C MEYCHOYHOU HEIOCTATOYHOCTBIO, BCE MY)KUMHBI, IPUHUMAIONINE OMATUAOMUT, AOJKHBI
COOJIFOIaTh CIIEIYIOLUE YCIOBHSL:

My:K4uHa 10IKEH

- IIOHMMATh BO3MOKHBIA PHUCK TEPATOI€HHOI'O NEHUCTBHS MOMAIMIOMHUAA IPU CEKCYyaJIbHOM
KOHTaKkTe ¢ OEpeMEHHON IKEHIIMHOM WM JKEHUIMHOW C COXPAHEHHBIM JIE€TOPOJIHBIM
IIOTEHIIMAJIOM;

- IOHUMAaTh HEOOXOJIUMOCTh HCIOJb30BAHUS MPE3EPBATUBOB IPU CEKCyaJlbHOM KOHTAKTE C
OepeMeHHOW >KEHIIWHOW WM JKEHIIWHOW C COXPAaHEHHBIM JETOPOJHBIM IOTCHIUAIOM, HE
HCIIOJIB3YIOLIEH HAJIEKHBIE METO/IbI KOHTPALCIILIUY, B IEPUOJ JICUECHMS, IEPEPHIBA B JICUCHUH
U B TeueHue 7 JHel Mociie NPUOCTAaHOBKHM WM/WMJIM 3aBEpIICHUS JIEUeHUs. JTa peKOMEHIalus
OTHOCUTCSI U K MY)KYMHAM IIOCJI€ Ba3dKTOMHUH, KOTOpBIE TakKKe€ IOJDKHBI HCIIOJIb30BaTh
MPE3epBATUB TPU CEKCYaTbHOM KOHTAKTE C OEpPeMEHHOM J>KEHIIWHON WM >KCHIIMHOU C
COXPAHEHHBIM JIETOPOJHBIM IOTEHIIMAJIOM, IIOCKOJIBKY U B OTCYTCTBHH CIIEPMATO30MA0B €TI0
CEMEHHAas KUIKOCTb MOXKET COAEPKATh IIOMAIIUIOMU,

- IOHUMATb, 4TO, €CIIM €ro MapTHepIla 3a0epeMeHena Bo BpeMsi ero JeUeHHs TOMaIHIOMUIOM
WY B T€YEHHUE 7 JHEH IOCie MPEKpaIleHUs Tepaluy NOMAINIOMHUAOM, OH JIOJDKEH Cpasy ke
nporHpopMHUpoBaTh 00 3TOM CBOEro JIEYalllero Bpaya, a €ro HapTHEpIle PEeKOMEHAYeTCs
00paTUTHCS K Bpauy-TepaToJIory AJisl 00CIeI0BaHUs U KOHCYJIbTallUH.

IIpasuna konmpayenyuu

JKeHIMHBI ¢ COXpPaHEHHBIM JETOPOJHBIM ITIOTEHIHAJIOM JOJDKHBI HCIIOIB30BATH OJUH W3
BBICOKOA()(DEKTUBHBIX METOJIOB KOHTpPALIETIIIUN B TE€UEHHE KaK MUHUMYM 4 HeZelb 10 Hadajia
JICYEHHUs, BO BpEMS JICUECHUS U B TE€YCHHE KaK MMHUMYM 4 HEZEb N0CIE OKOHYAHUS JICUECHUs
IIOMaJIMAOMHUJIOM JAKE B Cilydae IepepbIBa B JIeYCHUU. VICKIIIOUeHNHEe COCTaBIAIOT MAlIUEHTKY,
KOTOpbIE Ha MPOTSHKEHUN JUINTEIBHOTO BPEMEHU IIOJHOCTBIO BO3JEPKUBAIOTCS  OT

CEKCyalIbHBIX OTHOIICHHM, UTO TMTOATBEPKIACTCS exxeMecsiaHo. Eciu manuenTke He nmogo0paH
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3¢ PeKTUBHBINA METOJ KOHTPAIEIIINU, €€ HEOOXOUMO HATPABUTE K THHCKOJIOTY BT TTOA00pa
METO/a KOHTpALENIUU 1 Hayaa ero IpuMEeHEHUs.

K mpumepam BbIcOK03()(HEKTUBHBIX METOI0B KOHTPAIICTILIUU OTHOCST:

- ITOJIKO’KHbIE TOPMOHAJIbHBIC UMILJIAHTHI,

- BHyTPUMATOUYHBIE CUCTEMBI, BBIJEIIAIOLINE JIEBOHOPTECTPEIT;

- JIeTio-Tpenaparbl MEPOKCUIIPOreCTEPOH alleTaTa;

- IEPEBA3KY MAaTOYHBIX TPYyO;

- CeKCyaJbHble OTHOLICHHS C TMapTHEPOM, TNEPEHECHIMM Ba3dKTOMHUIO; Ba3dIKTOMHS
MOJTBEPAKAAETCS JBYMs OTPHLIATEIbHBIMU aHAJIU3aMH CEMEHHOM KUAKOCTH;

- IPOTreCTEPOH-COJepKAIUE TAOJETKH, MHTHOUPYIOLE OBYJISLMIO (HAIPUMED, AE€30I€CTPE).
[IpueM KOMOWHUPOBAHHBIX MEPOPATBHBIX KOHTPAICTITUBOB HE PEKOMEHJOBAaH OOJIHBIM
MHOXKECTBEHHOW MHEJIOMOHl B CBS3M C TIOBBIIICHHBIM PHUCKOM TpPOMOO3IMOOIHMUECKUX
OCJIO)KHEHUH Ha (OHE JICUCHUS TTOMATUAOMHUIOM U JIeKkcameTa3oHoM (cM. pasaen 4.5). Eciu
NAIMEeHTKa HCIOJIb3yeT KOMOMHMPOBAHHBbIE NEpOpalibHble KOHTPALCNITUBBL, €€ CIeayeT
NIEPEeBECTH Ha OJUH U3 HPPEKTUBHBIX METOA0B KOHTpPALENIMHU, MEPEUUCICHHBIX BBILIE.
[ToBbIIEHHBIN PUCK Pa3BUTUSI TPOMOOIMOOINU COXpaHSETCs B TedeHHe 4-6 Henenb IMocie
MpeKpalieHusl nprueMa KOMOMHHMPOBAHHBIX IMPOTHBO3aYaTOYHBIX CpencTB. D(PPeKTHBHOCTH
TOPMOHAJIBHBIX IPOTHBO3a4aTOUHBIX MIPETIAPATOB MOXKET ObITh CHUYKEHA IIPU OJJHOBPEMEHHOM
Ha3HA4YEHUM JieKcameTazoHa (cM. pasnen 4.5).

[TonkoXKHBIE TOPMOHAJBHBIE WMIUIAHTHI WJIM BHYTPUMATOYHBIE CHUCTEMBI, BBIJCIISIONINE
JIEBOHOPT€CTPEI, CBSI3aHBI C TOBHIIIEHHBIM PHCKOM WH(PEKITMOHHBIX OCTIOKHEHUH B MOMEHT UX
YCTAaHOBKM M C HEPETYJSPHBIMU BJIAralMIIHBIMK KpoBoTedeHusiMU. [lanmeHTkam ¢
HeHTporneHnel, UCHOoIb3yIOMUM 3TH CIOCOOBI KOHTpPALENIUHU, CIeayeT Mpo(UIaKTUYECKH
Ha3HayaTh AHTUOMOTHUKH.

Vcnonp3oBaHne BHYTPUMATOYHBIX CHCTEM, BBIICISIONIMX MeAb, Kak MpPaBUJIO, HE
PEKOMEHAYETCS B CBSI3U C BBICOKMM PUCKOM Pa3BUTHS MHPEKIIMOHHBIX OCI0)KHEHUI B MOMEHT
MMIUIAaHTALlUHU U TIOBBIIEHHOM KPOBOMOTEPHU BO BpPEMsI MEHCTPYaLMH, KOTOPasi MOXKET YCUIIUTh
BBIPQ)XEHHOCTh HEUTPOTICHUH HITH TPOMOOITUTONICHHH.

TecTsl HA OEPEMEHHOCTD

B cootBeTcTBUH C HpHHHTOﬁ HpaKTHKOﬁ, TCCTBI Ha 6epeMCHHOCTB C MHUHHUMAaJIbHOU
YYBCTBUTCIIbHOCTLIO 25 MME/mn AOJDKHBI TIPOBOAUTHCA I10J KOHTPOJEM Bpada BCCMHU
KCHIIMHAMHU C COXpAaHCHHBIM ACTOPOJHBIM MOTCHIHUAJIOM, BKIIOYas TEX, KOTOPBIC ITOJTHOCTHIO

" JJIMTCIBHO BO3JACPKUBAIOTCA OT CEKCYAJIbHBIX OTHOIIICHUH.
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CoriacHo PEKOMCHAaAIAM, IMPOBCACHHUE TECTa Hd OCPCMCHHOCTH, HASHAYCHHUC W BbIAd4Yd
mpenapara JOJDKHBI IIPOBOJMUTBCA B OOUH M TOT ke JeHb. JKEeHIIMHAa ¢ COXPAHEHHBIM
JETOPOAHBIM IIOTEHLMAJIOM JOJDKHA IIOJAYYUTh ITOMAJIMAOMHUJ HE IO3[1HEe 7 IHEH IOCIe
Ha3HA4YCHUS JICUCHHUS.

o nauana nevenus

ITocne Toro kak manueHTKa MCIoJb30Basa 3((HEKTUBHBIA METOJl KOHTpAleNUU B TeueHue 4
i 6osee Hellesb, TECT BBIMOIHACTCS O] KOHTPOJIEM JICHAIIero Bpaya B JIeHb Ha3HAYCHUS
MOMaJIMJIOMUJAa WM 3a 3 OHSA 10 BHU3UTa K JeyalleMmy Bpady. TecT JOJDKEH MOATBEPIUTH
OTCYTCTBHUE y MALMEHTKH OEpEMEHHOCTH Ha MOMEHT HauaJla IipueMa MoMaIuI0MU/a.

Bo epems u nocne nevenus

Tect Ha GepeMEHHOCTb 1101 HA0JII0/IEHUEM Bpaya ClIelyeT HOBTOPATh KaK MUHUMYM Kax/ble 4
HEZeNu, BKJIIOYas KaKk MUHUMYM 4 HEJENM I0CJI€ OKOHYAHUS JIEYEHMS, 33 HUCKIIOUYEHUEM
KEHIIUH C MOATBEPKIACHHONW XUPYPrU4eCKOM cTeprin3anuei. TecThl BBIIOIHSAIOTCS B JICHb
BHU3UTA WM B TEUEHUE 3 IHEH Nepe]l BUBUTOM K JIeHalleMy Bpady.

JlonOJIHUTENIbHBIE MEPhI IPEJOCTOPOKHOCTH

HaIII/IeHTI)I HC MOOJDKHBI I€pcaaBaThb IMperapar ApPYruM JIMLam. Ilo oxoHYaHMM JICUCHHUS
HCHCIIOJIb30BaHHBIN npemnapatr pCKOMCHAYCTCA BO3BPATUThL B MCANIIMHCKOC YUPCIKICHUC.
Ha].[I/IeHTaM HC pa3pCiiacTcCsa OBITH JOHOpaMH KpPOBH, CCMCHH HWJIKM CIICPMbI Ha ITPOTAKCHUU
BCECro BPCMCHHU JICUHCHUSA (BKJ'IIO‘laH IEPEPLIBLI B HG‘ICHI/II/I) U B TeueHHe 7 I[Heﬁ ITIOCJIC
3aBCPUICHUA ITpHUEMA ITOMAJIMAOMHU AA.

O6V'—IaIOIIII/I€ MaTrepHalibl, OTPAHHYCHHUA B HA3HAYCHHUH U BbIJIa4Y€ ITpCIriaparTa

UYroObl MOMOYb NalMEHTaM HU30ekaThb BO3JACHCTBUSA MOMAIUAOMHIA HA IUIOM, BIAJENell
PETUCTPAIIMIOHHOTO YJIOCTOBEPEHHUS] NPEIOCTAaBUT MEIUIIMHCKOMY IE€PCOHATY OO0ydaroliue
Marepuajgbl 1O MEpaM MIPEAOCTOPOKHOCTU B OTHOUICHUH BCpOfITHOﬁ TEPATOICHHOCTHU
MOMaJHMIOMH/Ia, crioco0aM KOHTpAalEeNIMy Tepel HadaloM Teparnud W PYKOBOJICTBO IO
IIPOBE/ICHUIO HEOOXOMUMBIX TECTOB Ha OepeMeHHocTh. Bpau pomkeH uH(poOpMHpPOBATH
NalMeHTa O BO3MOYKHOM TEPaTOT€HHOM pHUCKE MOMAlIMJIOMHUIA M CTPOTHX Mepax IIo
MPEIYIPEeKACHUI0 OEPEMEHHOCTH B COOTBETCTBUH ¢ [Iporpammoii mnpemoxpaHeHHs OT
OepeMeHHOCTH, U 00eCTIeUnTh MalueHTa 00yyJaroleld OpoIIopoil, KapTOUKOH ManueHTa u/uim
HKBHUBAJIEHTHBIM HHCTPYMEHTOM B COOTBETCTBHM C HAIlMOHAJIBHOM CHUCTEMOM KapTOueK
naiuenToB. KoHTponupyemasi cucrema pacnpeziesieHus] BKIIOYAeT UCIOIb30BaHUE KapTOUeK
IIaITUECHTOB W/WIIA DKBUBAJIECHTHOTO HUHCTPYMCHTA IJId KOHTPOJIA Ha3HAYCHUHN W/WIIN BbI1a4yn
npenapara. lIpoBexnenme TecTa Ha OEpeMEHHOCTh, Ha3HAYEHHWE M BbAA4y IIperapara

PECKOMCHAYCTCA ITPOBOAWUTL B OJMH JICHb. Brimaga moMaauaoMuaa sKeHITUHAM C COXPAaHCHHBIM
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JIETOPOJIHBIM TOTEHIMAIOM JOJDKHA MPOUCXOAUTH HE ITO3KE 7 JHEH ITOCHE Ha3HAYCHUS
TEpaIuy U TOIY4YCHUsS] OTPUIATEIBHOTO pe3yiIbTaTa TeCTa Ha OEPEMEHHOCTD, BBHITIOJTHEHHOTO
o1 HAOJIIOICHUEM Bpayva.

Bbitaya mpenapata JKCHIIMHAM C COXPaHEHHBIM JICTOPOJHBIM ITOTEHIIMAIOM JIOJDKHA
MIPOU3BOIUTHCS HE O0Jiee ueM Ha 4 HEe/IeIH JICYCHUS] B COOTBETCTBUU C TIOKA3aHUSIMH M CXEMaMHU
npuMeHeHHs (CM. pasfen 4.2), BCeM OCTallbHBIM KaTeropusM MalMeHTOB — He 0ojiee ueM Ha
12 nenensn.

I'eMaTOIOTHYECKHUE OCIOKHCHHUS

VY manuMeHToB ¢ PEIUAMBUPYIONICH/PE3UCTEHTHONM MHOXKECTBEHHOM MHEIIOMOW B TpyIIE
HEXeNaTeNbHBIX sBJIEHUN 3 wiM 4 cTelneHu TsHKeCTH Haubosiee 4acTo pPerucTpupyercs
HEHTpOIIEHNS; CJEOYIOIUEe [0 4YacTOTe AaHEeMUs M TPOMOOIMTONEHUs. Y TalHeHTOB
HEOOXOIMMO MOHHUTOPHUPOBATh HEKENATEIBHBIE T'e€MAaTOJOTUYECKAE PEAKIINH, OCOOCHHO
Heiitporienuto.  [lamueHTsl  1OMKHBI  OBITH  TPOMH(OPMHUPOBAHBI O HEOOXOAMMOCTH
CBOEBPEMEHHO COO0OIIaTh O TMOBBIIMICHUU TeMIepaTyphsl. Bpaun noKHBI HaOMIOAATH 3a
MalMeHTaMH B OTHOILIEHHH CHMIITOMOB IOBBIIIEHHOW KPOBOTOYMBOCTH, BKJIIOYas HOCOBBIE
KpPOBOTEUEHHSI, 0COOCHHO IIPU COIMYTCTBYIOIIEH TEpaIuy MperapaTaMu, MOBBIIIAIONIIMH PHCK
KpoBoTeueHui (cM. pazzaen 4.8). [lonHblii aHanu3 KPOBH HEOOXOIUMO BBIIOJIHHUTH JI0 Hadasa
JICUYEHUs, 3aTeM €KEHEJENbHO - B TCUCHHE MEPBBIX 8 HENeNb, Jajee - pa3 B Mecsi. Moxer
noTpedoBaThCcs HW3MEHEHHE J03bl moManuaomuaa (cMm. pasgen 4.2), mNpUMEHEHHE
KpOBe3aMeHUTeN e 1/uin mpernapaToB ¢pakTopa pocrTa.

TpomMO0IMOOIIMYECKHE OCIOKHEHUS

VY manueHToB MpH JICYCHUH MTOMATHIOMHIIOM B KOMOMHAIIMH C IEKCaMETa30HOM Pa3BUBAIUCH
BEHO3HbIE TPOMOOIMOONMYECKUE HapylieHus (B OCHOBHOM TpoM003 TIIyOOKMX BEH U
TpoMO03MOous terouHoi aprepuu - TOJIA) u aprepuanbHbie TPOMOOTHYECKHE HAPYIICHUS
(nHbapkT MUOKapaa U UHCYJbT). [laruenTsl ¢ HanmuuueM (akTOpOB PHUCKa TPOMOOIMOOIHNH,
BKJIOYAsi MPEANISCTBYIONIME TPOMOO3bI, JOJDKHBI HAXOAUTHCA TMOJA  TIIATEIbHBIM
HaOmoneHneM. HeoOXoauMo MpeAnpuHSAT, BCE BO3MOXHBIE MeEphl IS MUHUMH3AIUU
(hakTOpOB prcKa (HarpuMep, KypeHue, TurepTeH3us, runepaunuaemus). [laruenTsl u Bpaun
JOJDKHBI CIIEAUTH 3a MPU3HAKAMH U CUMIITOMaMu TpoMO0o3MoOomuii. [larmeHToB HE0OX0IUMO
MpeIyNpeIUuTh, 4YTO UM CIIeyeT 0OpaTUTHCS 32 METUIIMHCKOW TTOMOIIBIO TIPH MOSBJICHUH TAKHX
CUMIITOMOB, KaK OJpIllIKa, OOMM B TpyAH, OTeKH pPyK u Hor. lIpu OTCyTCTBUU
MPOTHBOMOKA3aHUM  PEKOMEHIyeTCS  JICUCHHE  aHTHKOAryJIsHTaMd  (TaKUMH  Kak
aIeTUJICATUITMIIOBAs KUCIIOTa, BaphapuH, refnapuH Wik KIOMUIOTPEN), 0COOEHHO Y MaIlMeHTOB

C JIOTIOJIHUTENBbHBIMU (paKTOpPaMHU pucka TpomOo3a.
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Pemenue o npoBeaeHNN MPOPUITAKTHICCKUX MEPONPUSITHI TIPHHIMACTCY TOCIIE TIATETEHOM
OLICHKH ()aKTOPOB pUCKA Y KaXJIOTO MalueHTa. B KIMHUYECKUX HCCIIEeTOBAaHUSIX MAllMeHTHI
npoUIaKTUIECKI MoJTy4yaiu AUETUIICATULIIIOBYIO KHUCIIOTY WIH b1} %20 %)
MPOTUBOTPOMOOTHUYECKYIO  Tepamuio.  [IpuMeHEeHHe  JSPUTPOMOITHUYECKHX  CPEICTB
COINPOBOXAAETCA PUCKOM TPOMOOTHYECKHUX OCIOKHEHUH, BKJIIOYas TPOMOOIMOOIUY.
CrnenoBatenbHO, SPUTPONIOITHUECKUE MPENapaThl, a TAKXKe APyTrue CpecTBa, KOTOPbIe MOTYT
MOBBIIIATH PUCK TPOMOOIMOOIUH, TOIKHBI TPUMEHSATHCS C OCTOPOKHOCTBIO.

3a0oiieBaHus IIUTOBUIHON JKEIC3BI

CooOmanocy 0 ciayyasix rumnotupeosa. Ilepen HavamoMm jeuyeHUss HEOOXOAUMO MPOBOIUTH
KOHTpPOJIb COMYTCTBYIOUIMX 3a00JieBaHUN, CHOCOOHBIX BIUATh Ha (DYHKIMIO IIMTOBHIAHOMN
xKele3bl. PekoMeHyeTcst MPOBOIUTh ONEHKY (DYHKIIMH IIMATOBHIHOMN KelIe3bl Tepe]l HadaloM
JICYCHUS U PETYJISIPHBIA KOHTPOJIb (GYHKIIUU IMIUTOBUIHOMN JKEIIE3bI BO BPEMS JICUCHHS.

Ilepudepuueckas HelponaTus

[TaruenToB ¢ mnepudepuyeckoil HelpomaTueil > 2 CcTeneHUu THKECTH He BKIOYAId B
KIMHUYECKHe McclieoBaHus noManuaomuaa. [Ipu pemeHnn Bonpoca 0 Ha3HAUYECHUH JICUSHUS
MMOMAJTMAOMUJIOM TaKUM IMAIIMEHTaM HY>KHO MPOSBIATh OCTOPOKHOCTD.

BI)IDa)KCHHOG HapyImCcHUEC d)VHKHI/II/I cepaia

[TanieHTOB C BBIPOKEHHBIMH HapymieHHsMH (QYHKIMH cepana (3acToifHas cepiaedHas
HenoctarouHocTh [Kimace |l wimm IV mo NYHA]; uadapkr muokapaa B TeueHue 12 mecsiieB
70 Hadaja WCCIICAOBaHUS; HecTaOWJIbHAs WJIM IJIOXO KOHTPOJHpyeMas CTCHOKapaus) He
BKJTIOYAJI B KIIMHUYECKUE UCCIIENOBaHMS MoManaoMuaa. OCIOXHEHHUS B BHJE CEpACYHON
HE/I0CTaTOYHOCTH, BKJIIOYAsl 3aCTOMHYIO CEPACUHYIO0 HEIOCTaTOYHOCTh M OTEK JETKUX (CM.
pazgen 4.8) oTMeyaid, B OCHOBHOM, Y TAaIlMEHTOB C CYLIECTBYIOIIEH CepAeYHON
HE/IOCTaTOYHOCTBIO WK (pakTopaMu pricka 3aboseBaHuii cepana. [Ipu pemennn Borpoca o
Ha3HAYEHUH JICYCHUS TIOMATUIOMHIIOM TaKUM MAIlMEHTaM HYXXHO MPOSBISITH OCTOPOKHOCTH,
BKJIIOYasl PETYJIIPHbIE OCMOTPHI JJISl BBISIBJICHUS CUMIITOMOB CEpACYHON HETOCTaTOYHOCTH.

CHHAPOM JIH3HCa OIYXOIU

Hau6onbmmii puck cuHapoMa J13uca OIyXoJid UMEETCsl y TAaIllMEeHTOB C OOJIBIION OIyX0JIEBON
Harpy3koi Ha MOMEHT Hayaja JiedeHHs. 3a STUMH NMalUeHTaMH JO0KHO OBITh OPraHU30BaHO
TIIATEJIbHOE HAOJII0IeHUE C IPUMEHEHUEM COOTBETCTBYIOUINX MPOPUIAKTHUECKUX Mep.

IlepBUYHBIC OITYXOJH APYIOX JIOKAIU3ALUU

OOpazoBaHue MEPBUYHBIX 3JI0KAYECTBEHHBIX OIYyXOJIEW JPYroi JOKalIMW3alMH, TaKMX Kak
HEMEJIAHOIUTAPHBINA PaK KOXKH, 3apErUCTPUPOBAHO Y MMALIMEHTOB, IMOJIYYaBIINX TOMAJIHIOMU]

(CM. pasaci 48) Bpaq JOJIKCH TIIATCIIBHO 06CJ'I€)10B3.TL ManMCHTOB OO0 U BO BPpCMs JICUCHUS C
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ITOMOILBIO CTAaHAAPTHBIX METOAOB CKPUHUHIA HOBOOOPA3OBAHMIM [T BEEIBICHIS [TEPBUIHOM
OIyXOJH APYTrod JOKalu3aluu, U, NMPU HEOOXOIUMOCTH, HA3HAUUTH COOTBETCTBYIOLICE
JIEYECHUE.

AHHGDFI/I‘-IGCKI/IC PCAKIIMH U TAXKCIIBIC KOKHBIC pCaKITUN

Ha ¢one npumeneHns noManuaoMuia ObUIM 3aperuCTPUPOBAHbI aHTHOHEBPOTHUECKHN OTEK,
aHauIaKTHYECKasl peakIys U TsoKelble KoxHbIe peakiuu, Briaouyas CCJl, TOH u DRESS (cwm.
pazznen 4.8). [latmenTh! JOHKHBI OBITH MPOMH(GOPMHUPOBAHBI O MPU3HAKAX U CUMIITOMAX THUX
peakiuii U MpeaynpexIeHbl 0 HEOOXOAUMOCTH HEMEUIEHHO OOpaTUThCS 3a METUIIMHCKON
MIOMOIIBIO TIPH MOSABJICHUHM IOJOOHBIX CHMIITOMOB. JleueHHe NOMaTUJAOMHIOM CIEIyeT
NPEKPATUTh TPU PA3BUTHH AKC(OIMATUBHON MM OyJUIE3HOW CHINU MM IPH MOJIO3PSHUHU HA
CCH, TOH u DRESS. Jleuenue He MJODKHO BO30OHOBIATHCSA TIOCIE Pa3pelICHUs
BBIIICYKA3aHHBIX peaknuid. [laleHTOB C Cephe3HBIMH AICPrHYECKUMH PEaKIUsIMH Ha
TATUJOMUJ WIH JICHAIMIOMHUJ B aHAMHE3€ HE BKIIOYAIM B KIMHUYECKHE HCCIICTOBAHHS
noMalyIoMua. Takue IManMeHThl MOTYT WMETh IOBBIIICHHBI PHCK Pa3BUTHSA pEaKIui
THIIEPYYBCTBUTENIBHOCTH W HE JOJDKHBI TONydYaTh momanmuaoMuia. Cienyer paccMOTPETh
BO3MOKHOCTh TPEPHIBAHUS WJIM TMPEKPALICHUS JICUCHHUS TOMATUIOMHIOM B Cllydae KOXKHOU
Cchlm  2-3 CTemeHW TsoKecTH. llpm  pasBUTUM  aHTHOHEBPOTHYECKOTO OTEKa U
aHa(WIAKTHYECKON PeaKluy MOMAIUIOMHU/I IOJKEH OBITh OTMEHEH.

T'0510BOKpYKEHHME M COYTAHHOCTh CO3HAHMS

NmeroTcst cooOIieHus1 0 BOBHUKHOBEHUU TOJIOBOKPYKEHUN U CITyTAaHHOCTH CO3HAHUS Ha GOHE
nomanuaomMunaa. [lanmentam crneayer wu30eratb CHUTyalldid, KOTrJa TOJIOBOKPYXKEHUE U
CIyTaHHOCTh CO3HaHUS MOTYT TPEACTABIATH MpoOieMy, M HE TMNPUHUMATh JApYyTUe
JIEKapCTBEHHBIE CPEACTBAa, KOTOPHIE MOTYT BBI3BIBATH TaKHe K€ HapylieHus, 0e3
MPEIBAPUTENBHON METUIIMHCKOW KOHCYJIbTAIIH.

Harepctumanproe 3a0onesanne gerkux (M3J1)

N3JI u npyrue cxoaHble SBICHHS, BKIIOYas Clly4ad MHEBMOHHWTA, Habmomanuch Ha (oHe
nedeHus mnomanuaoMuioM. IlanmeHTaM ¢ OCTPBIMH CHMITOMaMU WIH HEOOBSICHUMBIM
YXYJIIIEHUEM JITOYHOW CHMIITOMATHUKH CIIEyeT MPOBECTH TIIATEIbHOE OOCJEAOBaHHUE ISt
nckimrouenus M3J1. B xome storo oOcieqoBaHus JIEUYEHHWE MOMAIMIOMUIOM IOJDKHO OBITH
MIPUOCTAHOBIICHO, a MpU NOATBEepxkAeHUM nuarHo3a HM3JI Ha3HaueHa COOTBETCTBYIOIIAs
Tepanus. JleueHre MoMauIOMHUIOM MOXKET OBITh BO30OHOBIIEHO TOJBKO MOCIE TIIATEIBHON
OLCHKHU ITOJIb3bI U pI/ICKa.

3a0oieBaHus ICUEHN
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BripaxkeHHOE TIOBBIIEHWE AaKTUBHOCTH alAaHUHAMUHOTPAHCPEPASHl W KOHICHTPAIHN
OunupyOMHA OTMEYaad Yy MAIMEeHTOB, MPUHUMABIIMX MoManuaomun (cMm. pasgen 4.8).
3aperucTpupoBaHbl TAK)KE CIydyau TeNaTuTa, KOTOPbIE MPHUBEINW K IPEKPALICHUIO JIEUYCHUS
MOMAaJIMJIOMUJIOM. PerysipHbIii KOHTPOIJIb (PYHKIMH TIEYCHN PEKOMEHIYEeTCS B TEUEHHE EPBbIX
6 Mecs1eB Tepanuy MOMaTUAOMUIIOM, a B MOCJIEIYIOIIEM [0 KIMHUYECKUM MOKa3aHUSIM.
Hngexyuu

CooOmanoch 0 pelKHuX cilydasx peakTuBauuu Bupyca renarura B (HB) y nauuenrtos, panee
MHOUIMPOBAHHBIX BHPYCOM remartuta B, mpu jedeHHH NOMaluJOMUIOM B KOMOHMHALIMHU C
JIeKCaMETa30HOM. B HECKONBKHX CiTy4asX OTMEYaloch MPOrPECCHpPOBaHME T'eMaTuTa 0 OCTPOi
MEYCHOYHON HEJIOCTAaTOYHOCTH, B pe3ysibTaTe Yero noManuaomMuna Obu1 otMeHeH. Jlo Havana
JICYEHHUS TOMAIUOMMIOM HEOOXOAMMO BBIIOJHUTH TECT HA HAJIMYME U aKTUBHOCTb BHUpYcCa
renaruta B. [l nmanueHToOB ¢ MOJNOXKHUTENbHBIM TECTOM Ha Haluyue BUpyca renarura B
PEKOMEHIyeTCsl KOHCYJIbTAllsl Bpaya, MMEIOIIErO OIBIT JICYEHUs] MAlMEHTOB C BUPYCHBIM
rematutoM B. Crenyer co0moaath OCTOPOKHOCTh TMPU  COYETAHHOM MPUMEHEHUU
MOMAaJTMJIOMU/IA U JeKCaMETa30Ha y MAlMEHTOB, IEPEHECIINX BUPYCHBIN renatut B, BkiIoyas
MAIMEHTOB C MOJOKUTEJIBHBIM TECTOM Ha aHTU-HBc aHTUTreH, HO OTpULIATENIbHBIM TECTOM Ha
HBs anTuren. 3a TakuMu nanyeHTaMu HEOOXOIMMO YCTAaHOBUTH TIIATENIbHOE HAOJIOICHNUE B
TEYEHHE BCEro Kypca TepamuH JUisi CBOEBPEMEHHOI'O BBISBJICHHSI CUMIITOMOB U MPHU3HAKOB
aKTUBHOTO 3a00JIe€BaHMs, BBI3BAHHOT'O BUPYCOM renaTtuta B.

TIporpeccupyromas MyJIbTHQOKAIbHAA JEHKOYHIIEDATIOTIATHS

Coo0manoch 0 ciIyqasix pa3BUTHSA Iporpeccupyrouei MyJIbTH(OKATBHON
neiikosnnedanonatuu (IIMJI) y nanueHToB, NpUHUMABIINX TOMAJIUIOMU/I, BKIIOYas CIydan
¢ JletTanbHbIM ucxoaoM. CoryacHo coobmenusM [IMJI pa3zBuBanace B nepuoj OT HECKOIBKHX
MECSIIEB JI0 HECKOJBKHX JIET TIOCiIe Hadaia JIEYCHHS NOMaIUIOMUAOM. B OCHOBHOM
coobmanoce o ciyyasx [IMJI y nanueHTOB, MOMyYaBIIMX COIYTCTBYIOIIEE JICUCHHE
JIeKCaMeTa30HOM, WJIM paHee MPOUIEAIINX XUMHOTEPanuio APYTUM HUMMYHOAETPECCUBHBIM
npenaparoM. Bpauam cienyer perynasipHO MpoOBOAUTE MEAMLIMHCKUI ocMOTp narueHTos. [Ipu
coctaBieHnr  nuddepeHImanpbHOr0o  aIMarHo3a |y — MalMeHTOB € HOBBIMH  HWJIH
MIPOTPECCUPYIONIMMH  HEBPOJIOTHYECKAUMH CHMIITOMaMH, TPHU3HAKAMH KOTHHUTHBHBIX U
MOBEJICHUECKUX HapylIeHUi, HE0OXOAMMO YYHUTBHIBATH BO3MOXHOCTH pa3Butus I[IMIJL.
[TanieHTOB ciieayeT NpeaynpeauTh O TOM, YTO UM CTOUT COOOIIUTh CBOMM OJIM3KUM U JIMIAM,
YXa)XKHBAIOIUMHU 32 HIMH, O JICYCHNUH, TOCKOJIBKY OHH MOTYT 3aMETUTh CHMIITOMBI, O KOTOPBIX

IMaIMECHT HE 3HACT.
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Huarnoctuka I[IMJI nmomkHa BKIIOYATh HEBPOJOTHUECKOE OOCICAOBAHNE, IPOBCACHUT
MarHMUTHO-PE30HAHCHOW TOMOrpaduy TOJOBHOIO MO3ra M aHajiu3a CIMHHOMO3IOBOMN
xuakoctn Ha Hamuume JIHK Bupyca Jxonma Kanmnmnarema (Bupyca JC) wmeromom
nonumepasnoil nenHout peakuuu (I1L[P). B xauectBe anbrepnarussl [11[P-uccnenosanmio
MOXKET OBITh IpoBeleHa OHOICHMs TOJOBHOIO Mo3ra s onpenenenus Bupyca JC.
OTtpunatenbHbiid pe3yabstaT [II[P-uccnenoBanus va Bupyc JC He uckmoudaer pazputue [IMJI.
HeoOxomumMo o0ecreuuTh JOMOJHUTENBHOE HAOMIOJEeHNE 3a MAIMEeHTOM U TPOBECTH
JIOTIOJTHUTEIHHBIC UCCIICIOBAHUS, €CIIN alIbTEPHATUBHEIN JUArHO3 HE MOKET ObITh YCTAHOBJICH.
[Ipu nammuum nonpo3penusi Ha paszButue [IMJI crienmyer mpuocTaHOBUTH NpUEM OO0 €€
uckioueHus. B cnyuyae noareepxkaenust [IMJI cnegyer okoHYaTeNnbHO MPEKPATUTD JICUCHUE

IIOMaJIMJOMUIOM.

4.5. B3aumoneiicTBue ¢ JAPYrHMHM JIeKAPCTBEHHBIMH MNpenapataMu W JApyrue BUAbI
B3aNMMOJAEHCTBUSA

BiusgHue noMaauaoMuaa Ha JIPYTUe JeKapCTBEHHEIC ITPenapaThl

CunTtaercs, 4TO NOMAIUIOMU/J] HE BBI3bIBAET KIMHUYECKU 3HAYUMBIX (PapMaKOKMHETHUUYECKUX
JIEKapCTBEHHBIX B3aMMOJCHCTBHM, CBA3aHHBIX C YTHETEHUEM WJIM UHIYKUIUEH n30(epMEeHTOB
nuroxpoMa P450, iy akTuBanyen WM yTHETEHUEM TPAHCIIOPTHBIX CUCTEM, IIPH COBMECTHOM
IPUMEHEHUH C cyOcTpaTaMM 3THX (PEpMEHTOB MJIM TpaHCHOpTepamMH. BO3MOXKHOCTH TaKuX
JIEKapCTBEHHBIX B3aWMOJACWCTBUM, BKJIIOYAs BIMSHHME MOMaJuaAoOMuAa Ha (GapMaKOKMHETHKY
KOMOMHHPOBAaHHBIX MTEPOPaAJIbHBIX KOHTPALIENTUBOB, KIIMHUYECKU HE OLIEHUBaIach (CM. pa3zien
4.4).

BausHMe Ipyrux I€KapCTBEHHBIX IIpenapaToB Ha MOMaINMIOMUI

[Momanmunomun yvactuuHo Mmetabonusupyercst uzopepmentamu CYP1A2 u CYP3A4/5 u
apiugercs  cyocrpatoM  ans P-rimkomporemHa. KomOuHHMpoBaHHOE — NpPUMEHEHHE
MOMaJIMJIOMUJIA C CUIbHBIM MHrHOUTOpOoM m3odepmenta CYP3A4/5 u P-gp kerokoHa3zosioM
WM ¢ CcWwiIbHBIM uHAYKTOpoM wu3odepmenta CYP3A4/5 kapbGama3enuHOM KIMHUYECKH
3HAYUMO HE€ BJIMSUIO Ha JeiicTBue nomanuaomuaa. CoBMECTHOE NPUMEHEHHE CHIIBHOTO
unrudutopa uszopepmenta CYPIA2 QuyBokcamMmpHa B MPHUCYTCTBUU KETOKOHA30Ja
YBEJIMYHMBAJIO BO3ACHCTBHE MoManuaomMuaa B cpeaneM Ha 107 % mpu 90 % AU [91 % — 124 %]
B CpPaBHEHMHU ¢ KOMOMHALME OMaIuI0MUI-KETOKOHA301. B npyrom ucnenoBaHuu BIUSHUS
unrudutopa wuzopepmenta CYP1A2 Ha wusmeHenuss Mertabonu3ma, OpPU COYETAHHOM
npuMeHeHuu uaruouropa nzopepmenta CYP1A2 dpmyBokcamuHa ¥ moManuIoMUAa, CPeIHsS

AKCMO3UIMS MOManuAoMHAa yBenuuuaack Ha 125 % [90 % U 98 %—157 %] B cpaBHeHUH ¢
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MPUMEHECHUEM IMOMAJIMOMHIa B MOHOTEpanuu. ECIH CHIBHBIN HHTHOUTOP H30(CPMEHTA
CYP1A2 (mampumep, nunpodIoKcaIuH, SJHOKCAIIUH U (IIyBOKCAMUH) MPUMEHSFOT COBMECTHO
C MOMAaJTUIOMHJIOM, HEOOXOIMMO YMEHBIINTS 103y nomanuaomuaa va 50 %.

Jlexcamema3zon

KoMOunnpoBanHas Tepanus moMaJliJOMHUJIOM B IOBTOPHBIX J103aX /10 4 MT' U JIEKCAaMETa30HOM
B no3ax 20—40 mr (cimaOwlif-yMepeHHBbIH MHAYKTOpP HEKOTOphiX ¢gepmerToB CYP, Briatouas
nzopepmenT CYP3A) y mamueHTOB ¢ MHOXECTBEHHOW MHEIOMOH HE COIpPOBOXAalach
HapylmeHueM (apMakOKMHETHKH TIOMAIMJOMHUAa TI0 CpPaBHEHHIO C MOHOTEpamue
MTOMAaJTUJIOMUIOM.

Bnusinue nexcamerazoHa Ha BapdapHH HE H3Y4YEHO, MO3TOMY PEKOMEHIYETCs TIIATEIbHO

MOHHTOPHUPOBATH KOHIIEHTpaLMIo BaphaprHa Ha (hoHEe KOMOMHUPOBAHHOM TEpaInu.

4.6. ®epTHIBHOCTH, 0EPEMEHHOCTDb U JIAKTALMS

JKeHIMHEI ¢ IETOPOAHBIM ITIOTECHIINAIOM (KOHTDaI_IeHHI/IH Y MYKYMH U )KGHHII/IH)

JKeHmuHbI ¢ COXpaHEHHBIM JIETOPOIHBIM MOTEHIIMATIOM JIOJKHBI UCTIOIB30BaTh 3 (hEeKTUBHBIN
METOJT KOHTpareniuu. Eciim 6epeMeHHOCTh HACTYIHIIA BO BPEMsl JICUCHUS TTOMATTUIOMHUIIOM,
TO TIPUEM TIperapara JOJHKCH OBITh MPEKpaIleH, a KEHIIWHA JO0JDKHA OBITh HaIpaBlieHA K
Bpauy-TepaToJory Jisi oOciieJoBaHusI U KOHCYyJIbTaluu. Ecnum 6epeMeHHOCTh HacTymuia y
KCHILMHBI, TApTHEP KOTOPOH MOJydyaeT MOMAalIMIOMHJ, OHA JOJDKHA OBITh HampaBlieHA K
Bpady-TepaToJIory JUIsi 0OCIIeOBaHUS W KOHCYJIbTamuu. [lomMamumaoMuy oOHApYKHUBAaeTCS B
CEMCHHOW JKHJKOCTH 4YelIOBeKa. B KadecTBe Mephl MPEAOCTOPOKHOCTH BCE TMAIMCHTHI
MY>KCKOT'O TI0JIa JTOJDKHBI MCTHOJIB30BaTh MPE3epBATUBBI B TEUEHHUE BCETO Kypca JICUEHHUs, B
nepepriBax MEXIy JeUeHHEM M B TeUeHHUe 7 JHEH IMociie MpeKpalleHus JeUeHUs, eClu UX
nmapTHepIIa OepeMeHHa WIH UMEET COXPAHEHHBIM JIETOPOJIHBIA IMOTCHIIMAT M HE HUCIIOJIb3YeT
Kakou-1m00 MeTo1 KOHTpareniuu (cMm. pazaenst 4.3 u 4.4).

bepemeHHOCTD

[TomanuaoMu MoKeT 00J1aaTh TEPATOTCHHBIM JACHCTBUEM Y TOJEH.

[IpemapaT mpOTHMBONOKAa3aH BO BpeMs OEPEeMEHHOCTH W Y JKCHIIMH C COXPAHCHHBIM
JETOPOTHBIM MOTCHIIMAJIOM, 332 WUCKIIOYCHHEM CITydaeB NMPHMEHEHUS C COOJIOJCHHEM BCEX
yCIIOBUH MpeoXpaHeHus oT OepeMeHHocTH (cM. pa3zensl 4.3 u 4.4).

JlakTamusg

He ycraHoBiIeHO, BBUICNSAETCS JM TOMATWAOMHUI C TPYJAHBIM MOJIOKOM YeJIOBEKa.
[MomamuaoMu; 0OHAPYKUBAJICS B MOJIOKE KPBIC, KOTOPHIM BBOJMJIU TIperapar. YUnuThIBas

BO3MOKHOCTh HEXKEJIATEIbHOTO ACHMCTBUA IMOMaIXIOMHUAA Ha HOBOPOKICHHBIX HCO6XO,Z[I/IMO
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MPEKPATUTh JUOO0 TPyIHOE BCKapMIIMBaHuUE, MO0 IPUEM HPEapard, TPHHAMAST BO BHIMAHNT
BaYXKHOCTh I'PYIHOIO BCKapMIIMBAaHUA U JICUCHUS JJIs1 MATEPHU.

DepTHIbHOCTD

VY JKHMBOTHBIX MOMAIUIOMHU]] O0JIaTaeT HEOJAroNpHUATHBIM BIHUSHUEM Ha (DEPTHILHOCTh U
TeparoreHHbIM 3 dexrom. [TomanuaomMu mpoHUKaeT yepes IMIIAleHTy U 0OHApYyKUBAETCs B

KpPOBH I1J10/1a (COTJIACHO JIaHHBIM, MTOJy4Y€HHBIM Ha KPOJIUKax) (cM. pazaen 5.3).

4.7. Bansinue Ha cNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpPeACTBAMM U padoTaTh €
MeXaHM3MaMH

[Tomanupomuy oOnajgaeT HE3HAYUTEIbHBIM WM YMEPEHHBIM BIUSHHEM Ha CIIOCOOHOCTb
YIPAaBJIATh TPAHCIOPTHBIMU CPEJCTBAMH UM MeXxaHu3MaMu. Hekotopble nobo4HbIe 1eHCTBUS
npenapata Ilomanunomuza, Takue Kak yTOMIISIEMOCTb, 3aTOPMOKEHHOCTb, CIyTaHHOCTh
CO3HAaHMS U TOJOBOKPY)KEHUE, MOTYT OTPHULATEIbHO BJIMATh Ha CIHOCOOHOCTH YNpPAaBICHUS
aBTOMOOWJIEM U BBINOJHEHHE MOTEHLUAIbHO OMACHBIX BUJOB JEATEILHOCTH, TPEOYIOLIMX
MOBBIIIEHHOW KOHIIEHTPAllMd BHUMAHUS M OBICTPOTHI ICUXOMOTOPHBIX peakuuid. Ilpu
MOSIBJICHUH TaKUX HEKEJIATEJbHBIX SIBICHUMN CIEAYyeT BO3JIEP/KAaThCS OT BBIIOJHEHUS JaHHBIX

BUJOB JCATCIIBHOCTH.

4.8. HexxenaTelbHbIE peaKIMU

Pesrome nmpodmiig Oe30macHoCTH

Bo BpeMsi KIIMHUYECKHX HCCIIEJOBAaHUN HamOoJiee YaCTHIMH HEXEJIATeNbHBIMU PEAKIIHSIMU
ObUIM HapyLIEeHHs CO CTOPOHBI KPOBH M JUMdaThyeckod cucremsl: aHemus (45,7 %),
Heifrpornienus (45,3 %) u Tpombouuronenus (27 %); cpeau oOMMX HapyIIEHUH M peakuuil B
MecTe BBe/eHUs Ipeodnananu yromiseMocts (28,3 %), nossiienue temmnepatypsl (21 %) u
nepudepuyeckue oreku (13 %); cpenu nndexuit 1 napa3uTapHbIX 3a00JICBaHUI - THEBMOHUS
(10,7 %). Kak moGouHoe aelicTBre nepugepudeckas Heilponarus 3apeructpuposanay 12,3 %
NAIMEeHTOB, a BEHO3HbIe dMOonuyeckre U Tpomborudeckue Hapymenus (BOTH) -y 3,3 %
nanueHToB. Haubonee dvacThiMM HeXeNaTeNbHBIMU peakuusMu 3 wiu 4 creneHu OblIu
HapyUIEHHsI CO CTOPOHBI KPOBH U IMM(AaTUYECKON CUCTEMBI, BKIItoUasi HelTpornenuto (41,7 %),
anemurto (27 %) u TpomboruTonenuto (20,7 %); cpenu uHdEKIMil 1 HHBa3ui - MHEBMOHHUS (9
%); cpean OOIIMX pacCTPOUCTB M HapyIIEHUI B MECTe BBEACHUS Ipenapara - yTOMIIeMOCTh
(4,7 %), noBeimenue Temmnepatypsl (3% ) u nepudepudeckue oreku (1,3 %). Hanbonee gactoii
Cepbe3HON HEeXeNaTeNbHOM peakiuel okazanack mHeBMOHUA (9,3 %). V3 npyrux cepbe3HbIX

HEeXXeJaTeNbHbIX peakUud 3apeructpupoBanbl (edpunbHas HeWtponenus (4,0 %),

17



COOTBETCTE! CTIEPTHOMY OTYETY
ot 28.11.2025 Ne 29671

(MOCNEQCBATENEHOC :I'.:u 0002)

Hentponenus (2,0 %), tpomobonutonenus (1,7 %) u BITH (1,7 %) HeReTaTeIIEHBIC peakinn
Yaie BOZHUKAIH BO BPEMS IIEPBBIX JIBYX IIMKJIOB JICUCHUS IOMAITUIOMHUJIOM.

TabnuaHoe pE3IOMe HEXKENIaTeIbHBIX peaKIINi

B pannmomusupoBannom uccienopaanu CC-4047-MM-003 302 nanueHTa ¢ peiuIMBUPYOIIeh
1 pedpaKkTepHON MHOKECTBEHHON MUEJIOMOM MOJTyYaJId MMOMaTuAOMHKI 110 4 MT 1 pa3 B A€Hb C
1 mo 21 neHb MOBTOPHBIX 28-THEBHBIX IIUKJIOB B KOMOMHAIIMH C €KCHEISTbHON HU3KOM 10301
JIEKCaMETA30Ha.

Hexenatenbuble peakuuu (HJIP), Bo3HMKaBIIME y NAllMEHTOB IpPU JEUEHUU KOMOMHaIMel
MOMaIMJIOMUJIA U JeKCaMeTa30Ha, IMpeICTaBlIeHbl HUXKE B Tabiuue 1 B COOTBETCTBUU C
kinaccuuKanueil mopaxkeHuii opranoB u cuctem opranoB MedDRA ¢ y4eToMm 4acTOTHI BeeX
HJIP u wactotst HJIP 3 unu 4 crenenu TsSHKECTH.

[IpuBenena yactoTa pa3BUTHS HEKEIATEIBHBIX PEAKIIMI B TPYIIE JCUCHUS] TOMAIUIOMUIOM
302).

HexenarenbHble peakKinuu IMCpEUUCIICHbBI HHUKE B COOTBCTCTBUU C KJIaCCI/I(bPIKaHHefI 110

B KOMOWHAIMu C JekcamerazoHoM B wuccienoBannu CC-4047-MM-003 (n =

OCHOBHBIM CHUCTEMaM M OpraHaM M 4acTOT€ BCTPEYaeMOCTH, KOTOpas ObLla olpejeneHa B
COOTBETCTBHH C Kiaccudukanueidr BecemupHoii opranmnzanuu 3apaBooxpanenus (BO3): ouens
gacto (> 1/10); gacto (> 1/100, < 1/10); mewacro (> 1/1000 u < 1/100); peaxo (= 1/10000 u <
1/1000); ouens peaxo (< 1/10000); yacTora HeM3BeCcTHA (HE MOXET OBITH YCTAaHOBJIEHA Ha
OCHOBAHUU UMEIOLIUXCS TaHHBIX).

Ta6auna 1. HJIP, 3aperncrpupoBaHHble B KJIHMHU4YeCcKOM wucciaegosanuu MM-003 y

MNAalMuEeHTOB HA (l)OHe TEpaluu NOMaJUIA0OMHUIAOM U J€EKCAMETA30HOM

CucreMHO-OpraHHbIil HexesaTeabHbIe peakunu He:xenarenbHble peakuuun 3—4
KJacc (cymmapHo), yacTora CTeNeHH! THAKECTH, 4ACTOTA

Ungpexyuu u uneazuu  |Ouenv uacmo: 1HEBMOHUS |Hacmo: HEUTPONEHNYECKUI
(OakTepuanbHasi, BUpPYyCHas M [CEICHC, ITHEBMOHMS
rpudKoBas uHpeknus, |(OakTepuanbHas, BHpPYCHas H
BKJIFOYAst rpuOKoBasi HMHQEKIUs, BKIHOYAs
ONMOPTYHUCTHYECKHE ONMOPTYHUCTHYECKUE HHPEKIINN),
UHQEKIIN). OpOHXOITHEBMOHUS,  HUH(pEKIUN
Yacmo:  HEUTPONEHUYECKUH [TpIXaTelbHBIX IyTeH, HHpeKuun
Cerncuc, OpOHXONMHEBMOHMS, [BEPXHHUX JIbIXaTEIbHBIX ITyTEH.
OpOHXWT, nHpexnun |[Heuacto: OpOHXWT,
JIBIXaTeNIbHBIX IIyTEH, OIOSACHIBAIOIINN JIUIIAN.
UHEKIIH BEPXHUX
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JIBIXaTeNbHBIX Ty Tel,
Ha30(apuHTHUT,
OIOSICBIBAXOLIMIA JIMILIAMN.
Jloopokauecmeennbwie, Hevacmo: OasanibHO- |Heuacmo:  0a3aibHO-KIETOYHAS
3710Kauecmeennple U  |KJIETOYHAs KaplUHOMAa KOXH, [KaplMHOMA KOXHU,
HeymouHeHHble IUIOCKOKJIETOYHAs! KapIUHOMA [JIOCKOKJIETOYHAs KapIuHOMa
H08000pazosanusn KOXH. KOXKH.
(6knwuasa Kucmol u
nonunvt)
Hapywenua cmoponst  |Ouenv uacmo: HeuTponeHus, (OQueHb  uacmo:  HEUTPOIECHUS,
Kposu u  |TpOMOOLIUTONECHHS, TPOMOOLIUTOIICHHUSI, AaHEMHUSI.
aumpamuueckoit JEHKONEeHUs], aHEMHUSL. Yacmo: (bebpubHas
cucmemul Yacmo: bebpuiibHasT HEUTPOTEHUs, JICHKONEHUSI.
HEUTPOIICHHUSI.
Hapywenusn Ouyenv  uacmo:  cHwxeHue [Hacmo: TUIepKaTueMus,
Memabonuma u  |amnmeTruTa. CUTTOHATPUEMHUSL.
numanus Yacmo: runepkanuemus, |Heuacmo: CHUIKEHUE alllEeTUTA.
TUIIOHATPUEMHUSL.
Ilcuxuueckue Yacmo: CIYTaHHOCTb |Yacmo: CIyTaHHOCTb CO3HAHUSI.
HapyweHus CO3HaHUSI.
Hapywenusn co |Hacmo: 3aTOPMOXKEHHOCTb, |Yacmo: 3aTOPMOKEHHOCTb.
CMOopoHbl Hepenou  |niepudepudeckas  ceHcopHas |Heuacmo: nepudepuyeckas
cucmemul HelponarTus, CEHCOpHas HelponaTus,
TOJIOBOKPY>KEHHE, TPEMOD. rOJIOBOKPY’KEHUE, TPEMOP.
Hapywenusa co |YHacmo: BepTuro. Yacmo: BepTUTO.
CMOpoHbl opzana

cayxa u 1adupunma

Hapywenus co |Hacmo: TpoM003 Triybokux |Heuacmo: TpoMOO3 TITyOOKHX BEH.
CHOPOHBL COCYO08 BEH.

Hapywenusa co |Ouens uacmo: oablliKa, |Yacmo: OAbILIKa.

cmoponsl Kalleb. Heuacmo: TpoMO03MOOHs
OblxamebHoul Yacmo: TpOMO03MOOIINSL  [IETOYHOM apTepuH, Kalleb.
cucmembul, 0p2anoeé  |JIETOYHOM apTepHH.
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2PYOHOU  KlemKu u

cpedocmenus

Kenyoouno- QOuenv uacmo: nuapesi, (HYacmo: nuapes, pBoTa, 3amop.

KuuieuHole TOLLIHOTA, 3a110p. Heuacmo: TOIIHOTA, >KEIyJOYHO-

Hapywienus Yacmo: pBOTa, XKEIYJOUYHO- [KUIIEYHOE KPOBOTEUCHHUE.
KHILIEYHOE KPOBOTEUEHUE.

Hapywenus co |Heuacmo: Heuacmo: runepomupyOuHemMusl.

CMOpOHbl Neyenu u  |[TUNEpOUTMPYOUHEMUS.

JHcenuesvleo0auUxX

nymeit

Hapywenusn co |Yacmo: cbllib, KOXKHBIN 3y/1. Yacmo: celnb.

CMOPOHbL KOJICU U

NOOKOMCHbBIX MKAHeIl

Hapywenus co

CMOpPOHDbL MblmellHOﬁ,

Ouenb yacmo: 00JIb B KOCTHX,

MBIIICYHBIC CIIa3MBI.

Yacmo: 00JIb B KOCTSIX.

\Heuacmo: MBIIIICUHEIE CITA3MBbI.

CKeJlemHou u

COCOUHUMENbHOUL

mKanu

Hapywenusn co |Yacmo: noueuHass (Yacmo: royeyHas
CMOpPOHBI NOYeK U |HEJOCTAaTOYHOCTb, 3aJE€pKKa HEAOCTaTOYHOCTb.
MOUEBbI80OAUUX MOYH. Heuacmo: 3aiepx’Ka MOYH.

nymei

Hapywenusn co |Yacmo: Oomu B obmactu [Yacmo: 6011 B 0OJACTH MAioro
CmMoponbl Majoro Tasa. Taza.

PenpooyKmueHoil

cucmembul U MOOYHBIX

Jcenes

Oowgue mnapywenusa u | Ouensv wacmo: yToMinsaemMocts, | Yacmo: YTOMJIIEMOCTb,
peakyuu 6  Mecme | TIOBBIIICHHUE TEeMIIepaTyphl, | MOBHIIICHUE TeMITepaTyphl,
66eoenus nepudepudeckue OTeKu nepudeprudeckue OTeKH.
Jlabopamopnuie u | Yacmo: HeuTponenus, | Yacmo: HEUTPOIIECHUS,
UHCMPYMEHMAIbHbLE JIEHKOTICHNS, JIEHKOTICHUsI, TPOMOOIIMTOIICHUS,
OaHHble TPOMOOIIUTONIEHUS,
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IOBBIIICHHUEC AaKTHUBHOCTH

allaHMHaMUHOTpaHchepassbl.

HHOBBIIICHHC dKTHBHOCTH

aJlaHMHAaMUHOTpaHChEepasbl.

B JOMOJIHCHUEC K BBINICOIMMMCAHHBIM HCXKCJIATCIIbHBIM PCAKIUAM, BBIABJIICHHBIM B OCHOBHBIX

KIIMHUYCCKHUX HMCIIBITAHUAX, B Ta6J'II/II_[e HHXKXC IIPEACTABIICHBI JAHHBIC I1O0 HEXKEIATCIIBHBIM

pC€aKkuusaM, BBIABIICHHBIM B TCUCHUC IMTOCTPETUCTPAlIOHHOI'O Ha6J'IIOI[CHI/IH.

Taoauma 2. HJIP,

3apEruCTpupoOBaAHHLIC

noMajanaoMHuJioM B HOCTpeFHCTpaIII/IOHHLIﬁ nmepuoa

Y THIaAIMEHTOB

Ha (QoHe Tepanuu

CucTeMHO-OpraHHbII

HexenareJbHbBIE

HexenarenbHble peakuuu

KJ1ace peakuuu (CyMMapHo), 4yacTota | 3—4 cTeneHM TAKeCTH, 4ACTOTa

Hngpexyuu u uneazsuu | Yacmoma Heuzeecmua:. | Yacmoma Heu36ecmHa:
peakTuBanus BUpyca renarura B. | peaktuBanus BHpyCa

renarura B.

Hapywenusa co | Yacmo: naHIIUTONIEHUS. Yacmo: MaHIUTONIEHHUSI.

CMOpPOHBL  Kpo6u U

aum¢pamuueckoii

cucmemul

Hapywenus co | Yacmo: AHTMOHEBPOTHYECKUN | Heuacmo: aHTHOHEBPOTUYECKHI

CMOPOHbl  UMMYHHOI | OTEK, KpPallMBHULIA. OTEK, KpaIllMBHULIA.

cucmemul Yacmoma neuzgecmHua:. Yacmoma neuzgecmHua:
aHa(pUIaKTHYECKas PeaKIusl. aHaUIaKTHYECKAas PeaKIusl.

SHnookpunnvie Heuacmo: runotupeos.

HapyweHus

Hapywenusa Yacmo: runiepypuKeMus. Yacmo: runepypuxkemMus

Memadbonuma u | Heuacmo:  cuHgpoMm  mmsuca | Heuacmo: cuHApOM  Jm3uca

numanus OITYXOJIH. OITYXOJIN

Hapywenusa co | Yacmo: BHyTpH4YepenHoe | Heuacmo: HUHCYIIBT,

CMOopoHbl HEp6éHOIl | KPOBOTEUYEHHUE. BHYTPUYEPEITHOE

cucmemul Heuacmo: MHCYIIBT. KpOBOTEUYEHHE.

Hapywenus co | Yacmo: cepaeunas | Yacmo: cepaeyHas

CmMoOpoHbl cepoya HEJ0CTaTOYHOCTh, (UOPUIIIALIUS | HEAOCTATOYHOCTb,

npeacepanii, HHGapKT MUOKap/a.

GubpMILIAIMS IPECepANN.

Heuacmo: undapkt Muokapa.
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Hapywenus co | Yacmo: HOCOBOE KpOBOTCUCHUE, | Heudacmo: HOCOBOC
Cmoponbl HMHTEpCTULIMATbHOE 3a00JieBaHHE | KPOBOTEUEHUE,

ovixamenvHou JETKUX. HMHTEPCTULINATIBHOE

cucmemul, op2anoe 3a00JIeBaHKE JIETKHUX.

2PYOHOU  KlemKu u

cpedocmenus

Hapywenus co | Heuacmo: renatur.
CMOpOHbL neueHu u
HCeNUeevl800AUUX

nymeii

Hapymeuu}l co | Yacmoma Heu3zsecmHua. Yacmoma HeuzeecmHa.
CMOpPOHDbL KoJaicu u | JICKAapCTBCHHAA peaKnus C | JICKAaPCTBCHHAsA peaKnus C

ROOKOJICHBIX MKAHEIL 903PIHO(1)HJ'IPI€I>1 n CHCTCMHBIMHU 303I/IHO(1)I/IJ'II/IGI‘/‘I U CUCTCMHBIMH

CUMIITOMaMH, TOKCHUYECKHI | CUMIITOMaMH, TOKCHYECKHI

SNUEPMAIBHBINA HEKPOJIU3, | SNUAEPMAIbHBINA HEKpPOJIu3,

cunapom CtuBeHca-/>koHCOHa. cunapom CtuBeHca-/)xoHCOHa.
Jlabopamopuoie u | Yacmo: noBelenne | Heuacmo: MOBBIIIICHUE
UHCIMPYMEHMAIbHble | KOHIICHTPALlMA MOYEBON KHUCIOTHI | KOHLICHTPALMH MOYEBOM
OaHHble B IJIa3M€ KPOBH. KHCJIOTBI B IIa3M€E KPOBH.

Onucanue OTICIbHBIX HeXKEIATSAbHBIX PEAKIIUN

Tepamoeennocmo

[TomanuaoMu CTPYKTYPHO CXOJEH C TaTUAOMUIOM, U3BECTHBIM TEPATOT€HOM JJIsl YEJIOBEKa,
KOTOPBIN BBI3BIBAET TSDKEJbIE, YTPOXKAIOLINE >KU3HM BpOXKICHHbIE aedekThl. OOHapykeHO
TEPaTOreHHOE JEHCTBHE NOMAIUAOMHUIA B IIEPUOJ] OCHOBHOIO OpraHOreHe3a IpU €ro
MIPUMEHEHUHU Y KPbIC ¥ KPOJIUKOB (cM. paszzensl 4.6 u 5.3). [Ipu npuMeHeHnn nomManuioMuaa
BO BpeMs OEpEMEHHOCTH Yy JItOJIeH BEPOSTHO MPOSBIIEHUE €r0 TePaTOreHHOIro ACHCTBUS (CM.
paznen 4.4).

Hetimponenus u mpomboyumonenusi

Hetitponienus Opl1a 3apeructpupoBana y 45,3 % manueHToB, MOJyYarOIINX TOMAIUIOMUT B
COUYETaHMH C IeKcaMeTa30HOM B HU3Koi f103e (Pom + LD-Dex). Helitponenus 3 wnu 4 crenenu
TsDKECTH Bo3HUKana y 41,7 % mamnueHToB, Mpu 3TOM HEUTPOIIEHUs peKo Oblia cephe3Hoit (2,0
% TAaIMEeHTOB), HE NPHUBOJWIA K IPEKpaIICHUIO JeYeHHs, Oblia NMPUYMHOW MepephiBa B

nedeHuu y 21 % manueHToB ¥ IPUYUHON CHUXKEHUS 10361 Y 7,7 % MannueHToB.
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®ebpuibHas Heltponienus (PH) Obiia oTMeueHa y 6,7 % MaueHToB Ha PoHe Pom+ ED-Dex:
Bce nposiBnienus 6putn 3 u 4 crenenu Tskectd. @H npusnana cepbe3noit y 4,0 % namnueHTos,
ObuIa IPUYMHOM MepephiBa B JIedyeHU! y 3,7 % manueHToB, IPUYMHON CHUKEHUS A036I - y 1,3
% naruenToB. Hu y oHOro nainueHTa JiedeHHe MOJIHOCThIO HE NTPEKPaIlaioch.
TpombonuTonenus Obl1a 3apeructpupoBana y 27,0 % mauuenrtos, nonyvasmux Pom + LD-
Dex. Tpombouuronenust 3 wnu 4 crenenu Tspkectu Obuta y 20,7 % manueHToB, IPU 3TOM
TPOMOOLIUTONEHMSI paclieHEHa Kak cepbe3Has y 1,7 % nauueHToB, crajga IpUYMHON CHUYKEHUS
10361 y 6,3 %, nepepbiBa B JiedueHuu y 8 % u npekpaienus jeuenus y 0,7 % nanueHTos.
Hngexyuu

Nudexunn okazanuce Hanbosiee YacTbIM HEreMaTOJOTUYECKUM MPOSBJICHUEM TOKCUYHOCTH:
oHM 3apeructpupoBanbl y 55,0 % mnaumentoB npu seyenun Pom + LD-Dex. Ilpumepno
MOJIOBMHA JTHX WHpeknuid Oba 3 wmnm 4 creneHu Tspkectd. Hawmbosiee vacThiMu
OCJIO)KHEHUSIMU OBUTH ITHEBMOHHUS W MH()EKIUU BEpXHHUX IbIxaTenbHbIX myted (y 10,7 % u
9,3 % manueHToB, cOOTBETCTBEHHO). B 24,3 % ciyuaeB mHbekunu ObUTH CEPbE3HBIMU U Y
2,7 % TMalMeHTOB OKa3aluCh JEeTalbHBIMU (5 CTemeHb TsbkecTH). MHdekuuu norpedoBamn
npekpaieHus jedenus y 2,0 % nanueHTos, npepbiBaHus JiedeHus y 14,3 % u cHIKeHUs 1036l
y 1,3 % manueHTos.

Tpombosmboruueckue HapyuteHus

Benosnbie smbonuueckue unu tpomOotuyeckue HapymeHus (BOTH) swisiBnenst y 3,3 %
nanueHToB, nomydasmux Pom + LD-Dex. Otu napymenus 3 win 4 cTeneHW TSHKECTH
orMeuensl y 1,3 % nanuenTos. Y 1,7 % nanuentoB BOTH npusnansl ceppesnbivu. BOTH He
COIIPOBOKIAIUCH JIETAIBHBIM UCXOA0M M HE TpeOOBaIN MPEKpaLeHUs JICUCHHUSL.
[IpopunakTuyeckoe  NPUMEHEHWE  ALETWICATUIMIOBOM  KUCIOTHI (WM JAPYTUX
AHTUKOAryJISHTOB Y MAallMEHTOB C BBICOKMM PUCKOM) ObLIO 00si3aTenbHbIM. [lpu oTcyTcTBUM
MIPOTUBOINOKAa3aHUI PEKOMEHI0BAJIOCh TAKXKE JIEYEHHE aHTUKOATYJISIHTAMU.

Ilepugepuuecrasn netiponamus

[lepucdepuueckast HeliponaTHsi, B OCHOBHOM 1 miu 2 cTeneHu TsKecTH, otMevanach y 12,3 %
nanueHtoB mpu  JedeHun Pom+ LD-Dex. Peakumm 3 wim 4 cTeneHd TAKECTH
3aperucTpUpOBaHbl y

1,0 % mnauuentoB. Cepbe3HbIX nepupepudeckux HeWponaTHii He Pa3BUBAJIOCH, a JICUEHUE B
3TOH cBsI3U ObLIO TpekpatieHo y 0,3 % maueHToB.

Menauana BpeMeHu 10 MaHudecTanuu nepudepruueckoil HelponaTuu coctasisiia 2,1 Hexenu
nipu konebanusix ot 0,1 1o 48,3 Henens.

MenunaHa BPEMCHH 0 pa3spClICHUA 3TOTO OCIOXKHCHHA COCTaBJIATIa 22,4 HCOCIIN.
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Kposomeuenus
CooOmianoch 0 cinydasix KpoBOTeUeHHIl Ha (OHE JeueHUs MOMaIHIOMHUIOM, OCOOEHHO Yy
MAIMEHTOB C HATWYHEeM (DaKTOPOB PHUCKA, TAKUX KaK COMYTCTBYIOIIMN MpPUEM NpPEraparos,
YBEJIMYUBAIONTUX PUCK KPOBOTEUYCHUU. DMU30/bI KPOBOTECUCHUN BKIIIOYAIH B Ce0sl HOCOBBIC,
BHYTpPUYEPEITHbIE U KEITyT0YHO-KUIICUYHbIE KPOBOTCUCHUSI.
Annepauyeckue peakyuu u msoicenvle KOJHCHblE peaKyuu
AHTMOHEBPOTHYECKUN OTEK, aHA(PWIAKTHYECKAs PEAKIMS U TSHKEIbIe KOXHBIC PEaKIIHuu,
Bkitoyass CCI, TOH u DRESS cunznpomsl ObliM 3aperucTpupoBaHbl Ha (GOHE MPUMEHEHHS
noManuaoMuaa. [TarmeHTsl ¢ TAXKeI0l KOKHON peakiiuel B aHaMHE3€, CBA3aHHOM C JICUCHUEM
JICHAJIUJJOMUJIOM WJTH TaTUJAOMUIOM, HE TOJDKHBI MTOJTy4aTh HOMAaTUAOMU] (CM. paznen 4.4).
eTu
HJIP, 3apeructpupoBaHHbIE y JeTe M MHOJIPOCTKOB (B Bo3pacte oT 4 no 18 iner) ¢
PEUUIUBUPYIONIMMUA WM MPOTPECCUPYIOIMMH  OMYXOJSIMA  TOJOBHOTO  MO3Ta,
COOTBETCTBOBAJIM HW3BECTHOMY MNpOQMI0 0e30MacHOCTH MMOMAIUIOMHUIA Yy B3POCIBIX

ManueHToB (cM. pazzaen 5.1).

Coo011enune 0 Moa03pEBAEMBIX HEXKEIATEIBHBIX PEAKIINIAX

Baxno COO6H_[aTb O IOAO3PCBACMBIX HCIKCIATCIBbHBIX PCAKIHAX IIO0CIC PCTrUCTpaAllMU
JICKaApCTBCHHOI'O  IIpfllapata C  LOCJIbIO obecreyeHus HCIIPCPBIBHOTO  MOHUTOPHUHIA
COOTHOLICHUA «II0JIb3a — PHUCK» JICKAPCTBCHHOI'O IIpCriapara. MC}II/IIII/IHCKI/IM pa6OTHI/IKaM
PEKOMCHAYCTCHA COO6HIaTI> 0 JIOOBIX moAO3pCBACMbBIX  HCKCIIATCIBbHBIX  PCAKIUAX
JICKApCTBCHHOT'O IpfcIiapaTa 4€pe3 HAIUOHAJIBHBIC CUCTCMBI COO6IJ.[€HI/I$I O HEXKCIAaTCIIbHBIX

peaKkugXx rocyaapCTB — 4JICHOB EBpa3HﬁCKOFO 9KOHOMHUYECCKOIo COro3a.

Poccutickas ®@edepayus

®denepanbHas cinyx0a mo Hag30py B cdepe 3npaBooxpaneHus Poccuiickoit denepanuu.
Anpec: 109012, r. MockBa, CnaBstHCKas 1101map, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnekTpoHHas movra: pharm@roszdravnadzor.gov.ru

CaiitT B mHGOPMAIIMOHHO-TETIEKOMMYHUKAIIMOHHOM ceTH « UHTepHeT»:

https://www.roszdravnadzor.gov.ru/

Pecnyonuxa benapyco

PCCHY6HI/IK3HCKOG YHUTApPHOC MPCANPUATHUC ((]_[CHTp OKCIICPTHU3 U HUCIBITAHUH B
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3ApaBOOXpaHEHUN» MUHHUCTEPCTBA 3IPaBOOXPaHEHI PECITYOINKI bellapyCh.
Anpec: 220037, r. Munck, Toapunieckuit niep., 2a.

Tenedon/Paxc: +375-17-242-00-29

OnextpoHHas noura: repl@rceth.by

Caiit: www.rceth.by

Pecnybnuxa Kazaxcman

PI'TI na IIXB «HaunonainbHbiil LeHTp 3KCiepTU3bI JEKAPCTBEHHBIX CPENICTB U MEAULIMHCKHUX
m3nenuit» Komutera MmeaunuHcKoro U (hapMaleBTUYECKOTo KOHTposii MuHHCTEpCTBa
3npaBooxpaneHus Pecny6nuku Kazaxcras.

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. Imanosa, 13 (b1 «Hypcayner 2»).
Tenedon: +7 (7172) 78-98-28

OnexrponHas noyura: farm@dari.kz

Caiit: www.ndda.kz

4.9. Ilepeno3upoBka

CuMITOMBI

[TomanuaoMu B BHICOKMX OJJHOKPATHBIX J103aX 710 50 MI' y 3/10pOBBIX 10OPOBOJIBLIEB U B 033X
10 Mr mpy OBTOPHBIX €XKEIHEBHBIX MpPUEMaxX y MAIlMeHTOB C MHOXKECTBEHHOW MHEIIOMOU HE
BBI3BIBAJI CEPHE3HBIX HEXKEIATEILHBIX PEAKIIHH, 00YCIIOBICHHBIX ITEPEI03UPOBKOM.

Jleuenue

B uccnenoBanusx Op110 OTMEUEHO, YTO TOMATUAOMU]] YAAISAETCS TIPU TEMOUAIH3E.

B CJIydac nnepeao3npoOBKU pCKOMCHAYCTCA MMOAACPKUBAKOIIIAA TCpaIinu.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOiCTBA

dapMakoTepareBTUYECKas IPyMIa: IMMYHOIEIPECCAHTHL; APYTHe HMMYHOAEPECCAHTHI.
Kox ATX: LO4AX06.

Mexauuswm JenctBus, dhapMakoanHaMudeckue 3P exTol

HOMaJ'II/II[OMI/IIl O6JI8.I[E[CT HpﬂMOfI aHTUMHEIOMHOMN TYMOpOHHI[HOﬁ AKTUBHOCTBIO,
ACMOHCTPUPYCT HMMYHOMOIYJIUPYIOIICC HeﬁCTBHe U YTrHCTACT CTPOMAJIBHLBIC KIICTKH,
MOAACPIKUBAIOIIHUE POCT OIMMYXOJICBBIX KICTOK MHEIOMBI. HOM&HI/I}IOMH}I H36HpaTeJILHO
YraHeTacT nponmbepaumo " BBI3BIBACT AIIOINTO3 ICMATOIIOITUYCCKHUX KIJICTOK OITYXOJIH. KpOMe

TOro, nNnoMajJuaomMuJ yructact nponn(bepaumo JIMHUN KJIE€TOK MHO>KECTBEHHOM MUCIIOMBEI,
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YCTOWYMBBIX K JICHATHIOMHUY, U 00J1aJIaeT CHHEPTH3MOM C ICKCAMETA30HOM 10 CITOCOOHOCTH
BBI3bIBaTh aroNTO3 KaK YYBCTBUTENBHBIX, TaK M YCTOMUMBBIX K JICHAIUJOMHIY JUHUN
OITyXOJICBBIX KJIETOK. [loManmumoMu 1 yCHIMBAET KJIETOUYHBI IMMYHHTET € y4acTHeM T-KIeToK
U TPHUPOIHBIX KWJIEPOB W YTrHETaeT o00pa3oBaHHME MPOBOCHIATIUTEIBHBIX IIMTOKHHOB
(manpumep, (akTopa Hekposa omyxoiu-o, |NF-o, u uHTepneiikuna-6, IL-6) MoHoIMTAMHU.
[TomanmuooMua Takke TOPMO3UT AHTHOTEHE3, OJIOKUPYS MHUTpAlMIi0 U aare3uio KIETOK
SH/IOTETIHSL.
[TomanumoMuy CBSI3BIBAETCS HETIOCPEACTBEHHO € OETIKOM LEepeOIOHOM, BXOJAIINM B COCTaB
komiuiekca E3 yOuKBUTHHINIA3bI, KOTOPBIH BkIodaeT O0enok-1 (DDBI), cesasbiBaromuiics ¢
MOBPEXKACHHOU J1e30KcupubonykiennoBoi kucinorou (JJHK), kymmun 4 (CUL4) u perynsitop
kymmuaoB  (Rocl), uw momaiser caMOyOMKBHUTHHUpPOBaHHE IepeOIoHa BHYTPHU OSTOTO
KoMmIuIekca. PazHooOpas3ue BIMSHUI MOMAIMIOMHU/IA HA KIETKH MOXHO OTYacTH OOBSCHHUTH
neiicteueM E3-yOMKBUTHHIIMTA3, ONOCPEAYIOMIMX IOJNYOMKBUTHHHPOBAHUE Pa3TMYHBIX
CyOCTpaTHBIX OEIKOB.
B npucyTcTBHM moManuaoMuaa B yCIOBHSAX iN Vitro cyocrpartHeie Genku Aiolos u lkaros
MOJIBEPratOTCs YOMKBUTHHUPOBAHHIO M TIOCIEAYIOMIEMY pa3jOkKEHUIO0, YTO MPUBOIUT K
NPSMBIM [TUTOTOKCHYECKMM M HMMMYHOMOIYJIHMPYIOIUM 3(dekram. B ycioBusx in vivo
MOMAJIUJIOMH]] CHIDKAeT YpoBeHb Oeika |Karos y mamueHToB C  peluaAnBUPYOLICH
MHO>KE€CTBEHHOM MHETIOMOH, pepakTEpHOH K JICHATHIOMUY.

eTH
B pamkax mpocToro OTKpBITOrO UCCIIe0BaHMs (a3bl | ¢ yBEIMYSHHUEM JI03bI, TPOBEICHHOM B
OJTHOW TpyIIe MalMeHTOB, MaKCUMaJIbHas MEePeHOCHMas 71032 W/WIN PEeKOMEHJyeMas 7032
dassl 2 moManuIOMHAA Y AeTell U TIOAPOCTKOB OblTa OMpe/eleHa Ha ypoBHE 2,6 MI/M2/IeHb
IIpH NepOpabHOM NprUMeHeHUH ¢ 1 mo 21 geHb NOBTOPHOTO 28-THEBHOTO LIUKJIA.
OddekTHBHOCTH HE ObLIIa MPOJAEMOHCTPUPOBAHA B MHOTOIIEHTPOBOM OTKPBITOM HCCIIEIOBAHUN
¢da3pl 2, MPOBEACHHOM B MapajuIeNbHBIX TpPYMNIax ¢ ydyacTheM 52 JeTedl U MOJPOCTKOB,
MOJyYaBIIUX IOMAJIUIOMMI, B Bo3pacte oT 4 1o 18 ner c peuuauBupyroumed wim
MIPOTPECCUPYIONIECH TIMOMOM BBICOKOW CTENEHU 3JI0KAaY€CTBEHHOCTH, MEIyJLI00JIacTOMOM,
sneHauMOMON  wiu  auddy3HOM Tiamomou cTBosia ronoBHoro wmosra (AI'CIM) ¢
MPEUMYIIECTBEHHBIM PACHOJIOXKEHUEM B IIEHTPAJIbHON HEPBHOM CHCTEME.
B wuccnenoBanum (asel 2 y [ByX MAalMEHTOB B TPYINIE TJIUOMBI BBICOKOW CTENEHU
3nokadecTBeHHOCTH (N = 19) ObL1 JOCTUTHYT OTBET, OMPEIENICHHBIH MPOTOKOJIOM; OAUH U3
ATHX MAIMEHTOB JOCTHT YaCTHYHOTO OTBETA, a JPYrOM MAaIMEeHT TOCTHUT JIOJITOCPOYHOU

CTa6I/IJ'II/I3aI_II/II/I 33.60J'ICB3.HI/IH, 4TO IMPHUBECIO K O6T>CKTI/IBHOMy OTBCTY H ,Z[OJ]FOCpO‘lHOﬁ
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ctabunmu3anuu 3adoneBanus Ha yposHe 10,5% (95% AVt 13,7331 Onur TanueHT B TPYyIIe
sneHauMOMBl (N = 9) mocTur moiarocpoyHoil crabuin3anuu 3a00jeBaHUs, B pe3yJIbTaTe
KOTOPOH OOBEKTHUBHBINA OTBET M JIOJNTOCPOUHas crabunu3anun 3adoneBanus cocraBmm 11,1%
(95% JA: 0,3, 48,2). Hu y ogHOTO M3 olieHMBaeMbIX nanueHToB Hu B rpymme IICI'M (N = 9),
HU B Tpynne meaysuioonactoMbl (N = 9) He HaOMIOJATOCh TOATBEPKIAECHHOTO O0BEKTHBHOTO
OTBETa UJIU JAOJTOCPOUHOM cTabunu3anuu 3adoneBanus. Hu onHa u3 4 napaiuienbHbIX TPy,
OLIEHMBAEMbIX B ITOM HCCIIEOBaHUU (Pa3pl 2, HE AOCTHINIA TEPBUYHON KOHEYHOH TOUYKU
00BEKTHBHOTO OTBETA WJIM JI0JIFOCPOYHOM cTabnin3anuu 3a001eBaHusl.

OO6muit mpodunas 6e30MacHOCTH MOMAIUIOMUIA Y JETe U MOAPOCTKOB COOTBETCTBOBAJ
U3BeCTHOMY  mpodmio  Oe30macHOCTH — IpemapaTta y — B3pOCHBIX — HAI[MEHTOB.
dapMaKOKHHETHIECKUE napameTpsl OIICHUBAJIIUCH B WHTETPUPOBAHHOM
(hapMaKOKMHETHUYECKOM aHaiIH3e uccienoBanuii (asel 1 u ¢as3el 2, B paMKax KOTOPHIX OBLIO
BBISIBIICHO OTCYTCTBHE 3HAYUTEIBHBIX OTIMYMA OT MapaMeTpoB, KOTOpBIE HAOIIOIAUCH Y

B3pPOCJIBIX MAIUEHTOB (CM. pa3faen 5.2).

5.2. apmakoknHeTHYECKHE CBOIICTBA

AOGcopbuus

[Tocne oqHOKPATHOTO MpUEMa BHYTPbh BETMYMHA BCACBIBAHUS MTOMATHMIOMH/Ia COCTABIISET HE
MeHee 73 %, u ero MakcuMaibHasi KOHIIEHTpalus B mia3me KpoBH (Cmax) JOCTUTAETCS uepe3
2-3 4vaca. CucreMHoe Bo3jcicTBre moManmaomuaa (rmo mokazaremo AUC, mmomans mon
KPUBOH «KOHIEHTpALUs-BpEMsI») BO3pacTaeT MOYTH JIMHEHHO U MPOMOpLUUOHANIBHO 103e. [Ipu
MHOTOKPAaTHOM JIO3UPOBAHMUHU CTENEHb HAKOIUIEHUs MoMaluaoMuia cocrapiser 27-31 % mo
AUC.

[Ipn coBMECTHOM mpHEME C BBICOKOKAJIOPUHMHOW NMUIIEH CO 3HAYUTEIBHBIM COIECPKAHHEM
KUPOB CKOPOCTh BCaChIBaHUS NOMaNUAOMHUIA 3aMeiuisercs, cpenHee 3HaueHUE Cmax
CHMKaeTcs NpuMepHo Ha 27 %, Ho oO1iee BcacblBaHUE MTPAKTHUUECKU HE U3MEHSIETCS, CpeIHss
BenmnunHa AUC ymenbmaercs Ha 8 %. [losTomy momanuaoMua MOXHO NPUHMMATh BHE
3aBUCHUMOCTH OT IIpUE€Ma IUIIIH.

Pacopenenenne

Cpennuii kaxymmiicss oobem pacnpenenenus (Vd/F) momammmomuma mpu paBHOBECHOM
KOHIIEHTpAllMu HaxoAuTcs B mpeaenax 62-138 n. [locme mpuMeHeHUs MOMaTuIOMUIA B
TedeHue 4 nHeW 1Mo 2 Mr B JIeHb OH OOHapy>XMBAaeTCs B CEMEHHOM >KMIIKOCTH 3JI0POBBIX
NOOpOBOJIBIIEB B KOHLIEHTpalUW IpumepHo 67 % OT ypoBHS B IUIa3M€ KpPOBH, KOTOPBII

nocruraercs yepes 4 yaca (mpumepHoe Tmax) mocie npuema npenapara. In vitro cesizsiBanme
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3HaHTI/IOMepOB nmomMajauaoMuaa C 6CHKaMI/I I1JIa3MBbI KPOBH HCJIOBCRd HAXOAUTCA B LIPCACIIdX O1
12 % no 44 % u He 3aBUCUT OT KOHIICHTPaIWH.

Buorpancdopmars

VY 310pOBBIX T0OPOBOJIBIIEB MTOCIIE OJJHOKPATHOTO IpueMa BHYTph [ 14C]-nomanugomuma (2 mr)
OCHOBHBIM KOMIIOHEHTOM B KpoBH Obul momanugomuj (mpumepno 70 % oOT ypoBHS
paanoakTUBHOCTH 1ia3Mbl). KonndectBo metabonuToB He mpesbimaino 10 % oTHocUTENbHO
MCXOJIHOTO COCTUHEHUS MM OOILETro YPOBHS PaJANOAKTUBHOCTH TLIa3MBI.
I'uppoxkcuiupoBaHue ¢ MOCHEIYIOMIEH TIIOKYpPOHU3AaLMEH WM THJIPOIU30M SIBISETCS
OCHOBHBIM METa0OJUYECKHUM IyTEeM JJIsi JKCKPETUPYEMOW paauoakTHBHOCTH. In Vitro
m3odepmentsl cuctembl 1uToxpoma P450, CYPIA2 u CYP3A4 okazanuch TiIaBHBIMHU
(dbepMeHTaMu, y9acTBYIOIIMMH B THAPOKCHIMPOBAHUN TOMaluaAoOMHUIa. MeHblee 3HaYeHHE
umenu nzodpepmentsl CYP2C19 u CYP2D6. [lomanumomun sIBISIETCS Takke CyOCTpaToMm
P - rnmukonporenna (P-gp) in vitro. KoMOuMHMpOBaHHOE NpPUMEHEHHE MOMATHIOMHUIA C
cwibHbIM HHruOUTOpOoM H30depmenta CYP3A4/5 u P-gp xeTokoHa3070M WM C CHIIBHBIM
unaykropoM wuzodpepmenta CYP3A4/5 kapbamazenMHOM HE OKa3blBIO KIMHUYECKU
3HaunMoro 3¢ dekra Ha sKcno3unuo noMmanuaoMuaa. CoBMECTHOE MPUMEHEHHE CHIIBHOTO
uaruouropa wu3odpepmentra CYPIA2 ¢uyBokcamuHa B TPUCYTCTBHM KETOKOHA30Ja
YBEIMYMBAJIO CPEIHION 3Kcno3uuuioo nomanmuaomuaa Ha 107 % npu 90 % noseputenbHOM
untepane [91 %—124 %] B cpaBHeHHH C KOMOHMHAIMEW MOMaIHIOMHUA- KETOKOHa301. B
JIpYyroM HCIEJOBaHUM BIusHUSA uHruoutopa wuszodepmenta CYPIA2 Ha wu3MeHEHUS
MeTabonu3Ma TpU COYETAaHHOM IpUMEHeHHM uHruouropa wuszopepmenra CYP1A2
(bIyBOKCaMUHA M MTOMAUIOMHU/IA CPEAHSISI SKCIIO3UIIMS TTOMATUAOMUIA yBeIUYUiIach Ha 125
% npu 90 % nosepurensHoM uHTepBane (M) [98 %—157 %] B cpaBHeHHH ¢ MPUMEHEHUEM
OMaJIJIOMUIa B MOHOTepanuu. Eciiu coBMECTHO ¢ MOMauOMUIOM PUMEHSETCS] CUIIbHBIN
unruoutop uzopepmenra CYPIA2 (Hampumep, UIUOPOQIIOKCALMH, DSHOKCAllMH U
¢yBOKCAMUH), 03y HOMaIUAOMHUAAa Heob0xoanMo ymeHbnTh Ha 50 %. Ilpumenenue
NOMAJIMJIOMUJA Y KYPWIBIIMKOB, YNOTPEOIAIOMHUX Tabak Cco CBOMCTBAMHU HMHJIYKTOpPA
nzopepmernta CYP1A2, He oka3plBaJlo KJIMHUYECKH 3HAYUMOro 3¢ ¢dekra Ha 3KCIO3ULUI0
MOMaJIMJIOMU/IA TI0 CPABHEHUIO HEKYPSAIIMMHU MallueHTaMH.

Ha ocHoBaHuMM maHHBIX IN VItro momManuIoMua He HHAYLHUPYET U HE YTHEeTaeT N30(epMEHTHI
cucreMbl uToxpoma P450, He MHrHOUpPYET Ipyrue n3y4eHHble TPAaHCIOPTEPHI JIEKapCTBEHHBIX
BeulecTB. [Ipu KoMOMHHPOBaHUM MOMAIMAOMUAA C CyOCTpaTaMu TaKMX IMyTeH KIMHUYECKU

3HAYHUMBIC JICKAPCTBCHHBIC B33HMO)IC§ICTBI/I$I MaJIOBEPOSTHEI.

ONIUMUHALIMSA
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Cpennuii nepuo/1 MoJyBbIBEACHUS TOMATUAOMUIA U3 TNTA3MBI KPOBU COCTABIBIET 9,5 9acoB Y
3I0POBBIX JOOPOBOJIBIIEB U 7,5 YacOB Yy MallMEHTOB C MHOKECTBEHHON MuenoMoi. CpenHuit
obmmii kimpenc (CL/F) npemapara cocrasiser npubau3utenbao 7—10 /4.

VY 310pOBBIX T0OPOBOJIBIIEB MTOCIIE OJJHOKPATHOTO IpueMa BHYTph [ 14C]-nomanugomuma (2 mr)
npuMepHo 73 % u 15 % pannoakTUBHOM 103bl BHIBOJWIOCH Y€pe3 MOYKHU U KULIEYHUK. [Tpu
3TOM 0KOJI0 2 % 1 8 % A03bI HOMATUIOMUA C YTIEPOAHON METKOM BBHIBOJUIIOCH YEPE3 MOUYKU
Y KUIIEYHUK B HEU3MEHEHHOM BHJIE.

[MomamuooMug B 3HAYUTENBHOW  CTENEHW TOABepraeTcs OuoTpaHchopmanuu, U
oOpa3yromuecs MeTabOJIUTHI BBIBOAATCS, MPEUMYILECTBEHHO, Yepe3 MOYKU. Tpu OCHOBHBIX
MeTabonuTa, oOpa3oBaBIIMECS B pe3yibTaTe TUAPOIM3a WM THUAPOKCUIMPOBAHUS C
MOCJIEYIONIEH TIIIOKYPOHH3AIlMEN, COCTaBISAIOT, COOTBETCTBEHHO, 23 %, 17 % u 12 % ot
00I1Iero copepKaHusi METa0OJIUTOB B MOYE.

KonnyecTtBo MeraboiuToB, 00pa3oBaBHIUXCS C ydacThem nutoxpoma P450, cocrtaBuio
npumepHo 43 % oT ypoBHS oOmel paauoaktuBHOCTH, a He-CYP 3aBucHMBIX
THAPOIUTHYECKUX MeTabomuToB - 25 %. B HewmsmeneHHoM Buje BwiBoguTcs 10 %
nomanuaoMua (2 % - yepes nouku u 8§ % - yepe3 KUIIECYHUK).

HapymeHHe d)VHKIII/II/I ITOYCK

AHanu3 AaHHBIX MOMYJSIMOHHON (apMaKOKMHETHUKH IO0Ka3aj, uTo (papMaKOKMHETUYECKUE
napaMmeTpsl MOMaJHAOMUAA CYIIECTBEHHO HE MEHSIOTCA Y TMalMeHTOB C TIOYEYHOMH
HEJ0CTAaTOYHOCTHIO (onpeaeneHHoi o knupeHcy kpeatnHuHa (KK) nim pacuetHoii ckopoctu
kiryooukoBor ¢unbTpanun, pCK®) B cpaBHEHNHU C MAIMEHTAMU C COXpaHEHHOUN (DyHKIIHEH
nmouek (KK > 60 mn/mun).

Cpennsisi HOpMalnu30BaHHAs JKCHoO3WIMs mnomanuaomunaa (ompenenennas mo AUC) y
MalMEeHTOB C MOYEYHOU HEA0CTaTOYHOCThIO cpenHelt creneHu Tsokectd (pCKD ot > 30 nmo <
45 wmm/mun/1,73 M%) coctaBuma 98,2 % [90 % JU 77,4 %-120,6 %] oT aHAIOTMYHOTO
MoKazaresisl y MalueHTOB ¢ HOpMalnbHOW (yHKuIMeWH moyek. CpeaHsss HOpPMalu30BaHHAS
skcmo3uiusl  moManuaomuaa (ompenenenHas no AUC) y mnanueHToB ¢ MOYeYHOU
HEJ0CTaTOYHOCTHIO Tskenoi crenenn Tsxectn (KK < 30 umu pCK® < 30 mn/mun/1,73 m?)
coctamia 100,2 % [90 % AU 79,7 %—127,0 %] oT aHAIOTHYHOTO MOKa3aTesl y MaIUEHTOB C
HOpMaibHOU GyHKIMEH modek. CpemHsss HOpPMaTU30BaHHAS OSKCIO3HMIHS MOMATUIOMHUIA
(ompenenennast mo AUC) y manueHToB ¢ MOYEYHON HEIOCTATOYHOCTBHIO TSDKENOW CTerneHU
TspKecTH, Hyknarmuxcsa B remoauanuse (KK < 30 mn/mMun), yBenmuuunacek Ha 35,8 % [90 %
J 7,5 %—70,0%] B cpaBHEHUH C aHAJIOTWUYHBIM IMOKa3aTeJeM Yy IMalleHTOB C HOPMAaJIbHOMN

(pYHKHHCﬁ ITOYCK. Cpe,[[HI/Ie W3MEHEHMS HKCIIO3UIIMM IMOMAIMAOMHUJA B KaXKIOM Tpynrie
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MAlUMEHTOB C HapylIeHneM (PYHKIMH MOYeK He TOCTUTIIH BEIMINHEL, TPCOYIOMeH M3MEHEHIT
JO3BI.

HaDVH_IeHI/Ie d)VHKI_[I/II/I TICUYCHHU

N3menenus napaMeTpoB (hapMaKOKUHETHKH Y TAIIMEHTOB ¢ NIEYCHOYHON HE0CTaTOYHOCTHIO
(onpenenennoit mo Yain-I1pr0) B CcpaBHEHUH CO 370POBBIMH JOOPOBOJBIIAMU OBUIH
YMEpPEHHBIMH. Y TAlUEHTOB C MEYCHOYHOW HEIOCTATOYHOCTHIO JIETKOW CTENEHH TSDKECTH
CpemHsisl AKCIO3UIMST TToMaIuaoMuaa yBennauBanack Ha 51 % [90 % AU 9 %-110 %] B
CPaBHEHHH CO 3JOPOBBIMH J100POBOJIbLIAMH. Y MAIUEHTOB C MEUYEHOYHON HETOCTaTOYHOCTHIO
CpeIHEe! CTENICHH TSHKECTU CPEMHSISL SKCIIO3UIHS TTOMAIMIOMU/IA YBEIUYMIACh B CPETHEM Ha
58 % [90 % AU 13 %-119 %] B cpaBHEHHU CO 310POBBIMH JOOPOBOJIbLIAMHU, TOTJA KAK y
MAI[MEHTOB C TSKEJIOW MEYCHOYHOM HEeI0CTaTOYHOCThIO - Ha 72 % [90 % /AU 24 %-138 %].
CpenHee TOBBIICHWE OKCIO3UIMK MOMAIMIOMHIA y TAIUCHTOB C ICUYCHOYHOM
HEJ0CTATOYHOCTHIO B KXKIOW TPYIINE HE JOCTUTAIO BEITUYHHBI, TPEOYIONICH U3MEHEHUS €T0
10361 (cM. pazaen 4.2).

JInia moKMaoro Bo3pacra

AHanu3 TaHHBIX TOMYJISIMOHHON (PapMaKOKUHETHKH Y 37J0POBBIX JOOPOBOJIBIIEB M MAIIMEHTOB
C MHOKECTBEHHOW MHEIIOMOW HE BBISBHJI 3HAUYMMOTO BIHsSHUS Bo3pacta (19-83 roma) Ha
KIMPEHC MMOMAIUIOMHIA MPH IEPOPAIBHOM IpHeMe. B KIMHHYECKHUX HCCICIOBAHHIX HE
TpeOOBAIOCH M3MEHEHHUS J103bI Y MAI[HEHTOB B BO3PACTe > 65 JIET, MOTyYaBIINX TOMATHIOMU/T
(cm. paznen 4.2).

Jlpyrue 0coOble TPYIIIBI MIIH COCTOSTHUS

Amnanu3 naHHbIxX nonyssiinoHHoi MK ¢ ucnonp3oBaHneM JBYXKaMEpHOU MOJIEIH MOKa3al, YTO
310pOBbIe CYyOBEKTHI M TMAIMEHThl C MHOXXECTBEHHON MHEIOMONH HMEIM CpaBHUMBIE
kaxyuiics kmuperc (CL/F) u kaxyumiicss 00beM pacrpesiesieHusi B IICHTPaIbHOU KaMepe
(V2/F). B mnepudepudeckux TKaHSIX MNOMATUIOMHUI TOTJIOIMAICS TMPEHUMYIIECCTBCHHO
OIMYXOJISIMU C KOKYIIUMCS TepudepudeckimM KinupercoM pacnpenenenus (Q/F) u kaxyiumes
nepudeprueckum oobemom pactpeneneaus (V3/F), cooTBeTcTBEHHO, B 3,7 1 8 pas3 BbIllle, YeM
Y 3JI0POBBIX CYOBEKTOB.
eTH

[Tocne OJHOKpPAaTHOTO MEPOPAITBHOrO MpUeMa MOMAIUIAOMHUAA JIeTbMH M TOJPOCTKAMHU C
PEeLMIUBUPYIOIIEH WM MPOrPECCUPYIOLIEH MEPBUYHON OIMyXO0JIbIO TOJIOBHOTO MO3ra CpeHee
3Ha4eHHe |Max COCTAaBIUIO OT 2 MO 4 YacoB MOCJE BBEACHUS J03BI M COOTBETCTBOBAJIO
cpemHeMy reoMeTrpuieckoMy 3Ha4eHHI0 Cmax (CV%) 74,8 (59,4%), 79,2 (51,7%) n 104

(18,3%) ur/mn 1pu ypoBHsX 103 1,9, 2,6 u 3,4 mr/m%, coorserctBenHo. AUCo.24 1 AUCq.int
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CNEPTHOMY OTUETY

XapaKkTepU30BAIUCH aHAJIOTUYHBIM TEHACHUUSM, OO YPOBEHb BOZIEUCTBIS HAXOWICH B
nuanazone npuoausuteabHo ot 700 go 800 4yeHr/my mpu IBYX Oojiee HHU3KHUX J03aX H
npubmmsutensHo 1200 deHT/MI mpH BBICOKOM 103e. PacueTHbIit mepHoi IMOJTyBBIBEACHUS
HaxOoJIUJICS B JMANIa30HE MPHUOIU3ZUTENIBHO OT 5 10 7 yacoB. YeTKUX TEHICHIINM, CBSI3aHHBIX CO
cTpatudUKaKel Mo BO3PAcTy W yHOTPEOJICHHEM CTEPOUIOB B MAKCHMAJIBHO JOIYCTUMOM
J03e, He OBLIO.

B nenom cormacuo ganabiM AUC yBenmnyuBasiach MOYTH MPOMOPIMOHAIBHO YBEIHMUYSHHUIO
7036l TIOMAJMIOMHUA, B TO BpeMs Kak yBenudeHrne CMax ObLTo, KaK MPaBHIIO, MEHEE YeM
MIPOTIOPITMOHATHHBIM.

dapMaKOKHHETHKA TTOMAINIOMHA TI0CTIE TIepOpaIbHOTo MpHueMa B 103ax oT 1,9 Mr/m%/neHs
no 3,4 wmr/mM%/nenp 6bina ompeneneHa y 70 mamueHToB B Bo3pacTe oT 4 1o 20 neT B
WHTETPUPOBAHHOM aHANU3e HCcCienoBaHui ¢a3pl 1 ¥ (asel 2 npu penuIuBUPYIOMUX HITH
MPOTPECCUPYIOIIMX OMyXOJISIX TOJIOBHOTO MoO3ra y jereil. JlaHHble 3aBUCHMOCTH
CKOHIIEHTpAIMSA - BpEeMs» NMPUMEHHUTEIBHO K KOHIICHTPAllMKd MOMAJUIOMHK/IA B CHIBOPOTKE
KPOBH ONHCAIM HaJIeKAIMM 00pa3oM Ha OCHOBE OJIHOKAMEPHOW MOJICNIM C BCACHIBAHHEM H
BBIBEJICHUEM II€pBOro Tmopsiaka. llomamumomua MOpoAEeMOHCTPUPOBAT  JIUHEHHYIO U
HE3aBUCAIYI0 OT BpeMeHU (HapMaKOKHHETUKH, KOTOpas XapaKTepHU3yeTcs YMEpPEHHOMH
BapuabenbHOCThI0. Tumuunbie 3Hauenus CL/F, Vc/F, Ka, narentHoro mepuoaa
HOMAJTHIOMHIA COCTaBIsIM 3,94 /4, 43,0 1, 1,45 u u 0,454 4, coorBeTcTBeHHO. KOHEUHbIH
MEePUO/ TIOJNYBBIBEJACHUSI MOMaTUAOMHIAa cocTaBmil 7,33 dvaca. 3a MCKIIOYEHHUEM TUIONIAIH
MMOBEPXHOCTHU TE€JIa, HU OJIHA U3 TECTUPYEMBIX KOBAPHAHT, BKIIIOUAs BO3PACT U MOJI, HE BIUsIa
Ha (apMaKOKHMHETUKY MOMAaTUAOMUIA. XOTs IJIOMAAb MOBEPXHOCTH Tela OblIa Ompe/esieHa
KaK CTaTHCTHYECCKH 3HaYMMasi KoBapuarta nomanumomuaa CL/F u VC/F, BiusHue miormaam
MMOBEPXHOCTHU TEJIa Ha MapaMeTPhl BO3ACHCTBUS HE CYUTAIIOCH KIMHUYECKH 3HAYUMBIM.

B nenom, cymecTBeHHOW pa3HUIBI MEXTy (apMaKOKMHETHKOW MOMAaTHJAOMHUJIA Y JETeH U

B3POCJIbIX MAUCHTOB HET.

5.3. lanHble JOKJIUHUYECKOH 0e30MacHOCTH

[TomanuaoMu1 HE IPOSBIIST MyTareHHOTO JIEHCTBUSI U HE BBI3BIBAJI XPOMOCOMHBIX abeppariuii
B suMmdoruTax mnepudepruueckoil KpoBH UeIOBEKa WM 00pa3oBaHUS MHKpOSAEp B
MOJINXPOMATHYECKUX SPHUTPOIMTAX KOCTHOTO MO3ra Kpbic B jgo3ax g0 2000 Mr/Kr/meHsb.
[Momanuoomun oOnanan TepaToreHHbIM 3((EKTOM Kak y KpbIC, TaK M Y KPOJIUKOB IPU

IMPUMEHCHUH B IIEPUOJ OCHOBHOT'O OpraHOrcHes3a.
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6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

HOMaJ'II/II[OMI/II[ 1 MI', KariCyJibl

Cooepatcumoe kancynvi:

Kpaxman npexxenaTuHU3upOBaHHbBIN
MaunnuTOn

[emrono3a Mukpokpuctaunyeckast (Tum-101)
Hatpus creapundymapar

Cocmas obonouku kancyiu:

Kenatun

Bopna ounienHnas

Turana guoxcup (E171)

Yepuuna yepHsie « TeKPrint™ SW-9008x»*.

Ilomanumomui, 3 Mr, Karcymiasl

Cooepoicumoe kancynvi:

Kpaxmai npexenatnHu3upoBaHHBINA
Mannurton

[emtrono3a MukpokpucTaummyeckas (Tum-101)
Hatpus creapundymapar

Cocmas 060104k Kancyi:

Kemnarun

Bopna ouninennas

Turana guokcuna (E171)

XKenesa okcun kpacusiit (E172)

Yepumna sepHbie « TekPrint™ SW-9008x»*.

[Momanugomug, 4 Mr, KancyJybl

Cooeporcumoe kancynol:

Kpaxmain npexenaTHHU3UPOBAHHBIN
ManHuTON

Llemmtono3a Mukpokpucraumyeckas (turm-101)
Hatpus creapundymapar

Cocmag obonouxu kancyn:

Kenatun

Bona ounmennas

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 28.11.2025 N= 23671

(NMOCNEOOBATENEHOCTE 0002)
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Turana guokcun (E171)

Yepuua uepHble «TekPrint™ SW-9008x»*.
*Yepuuna uepusie «TekPrint™ SW-9008» s Hanecenust HajmucH Ha Karcyle: IMeIUIaK,
3TAaHOJI, M3O0MPONAHON, OyTaHOJ, MPOMHJICHIIMKOIb, aMMHAK BOJIHBIN, KpacHTENb >ele3a

okcun yepHbIit (E172), kanus ruapokcu i, Boja OYUICHHAS.

6.2. HecoBMecTHMOCTD

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEHU)

2 roja.

6.4. OcoOble MepbI IPEOCTOPOKHOCTH NIPH XPAHEHHUH

XpaHuTh Ipu TemMneparype He Boie 25 °C.

6.5. XapakTep u conep:xkaHue NepBUYHON YIIAKOBKHU

IIpu npou3BOACTBE, d)aCOBKe M YIIAKOBKE Ha «XETepo Jlabc JImMuTem):

ITo 21 xancyine B OaHKy M3 MOJMITHICHA HU3KOTO JIABJICHUS, YKYNOPEHHYIO KPBILIIKOW U3
IIOJIMIIPOIIMJIEHA € 3alIUTOM OT CIIy4alHOIO OTKPBIBAHUS JIE€TBMHU.
ITo 1 6anke BMecTe C JINCTKOM-BKJIABIIIEM B [TaYKy KaPTOHHYIO.

ITpu ymakoske Ha OO0 «MAKHNU3-DAPMA»:

ITo 1 Ganke BMecTe ¢ JIMCTKOM-BKJIAABIIIEM B IMAYKY U3 KapTOHA.

6.6. OcoOble Mepbl MNPeIOCTOPOKHOCTH TNPH YHUYTOKEHUHM HCHOJIb30BAHHOIO
JIEKAPCTBEHHOTI0 Mpenapara ujiu 0TXO0A0B, MOJIYUYeHHBIX MOCJIe IPUMEeHeHUs penapara
U Ipyrue MAaHUNYJISIHH € TPenapaTom

MepEbl IPeaoCTOPOKHOCTY IPU YTHIN3AIUN U O6DaH_IeHI/II/I

st Toro, 4TOOBI M3BJIEYH KaICyJly W3 OJMCTEpa, CIEAyeT HaXKaTh TOJIBKO HA OJUH KOHEI]
KarcyJibl, BBIIABIUBas ero uepe3 ¢hoybry. He Hy»KHO Ha)KMMAaTh B IEHTP KaIlCyJIbl, TaK KaK 3TO
MOYKET MPUBECTHU K €€ TOBPEKIAECHUIO.

Kancynbl Henb3st pacKpbIBaTh UK pasziiaMbiBatTh. [Ipy nonaganuu nopomika noMajiuIoMuaa Ha
KOXY, €€ HE00X0IMMO HEMEJICHHO MPOMBITh BOJIOHN ¢ MBUIOM. [Ipy KOHTaKTe MOMaIHI0MHU 1A

CO CITM3UCTBIMH 000JIOUKAMH, UX CIEAYET THIATEIHHO MPOMBITH BOJIOM.
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MeauuuHCKUM paOOTHUKAM U JIMLAaM, OCYIIECTBILIFOIUM YXO1 3d HAHCHTOM, HEOOXOANMO
HaJeBaThb OJHOPA30BbIE MEPYATKH MPU OCYIIECTBICHUU MAHUMYJISAIUA ¢ OIMCTEpOM WU
KarcyJaMHu.

[Tocrne 3aBepieHUs] MAHUITYJISIIIAA HEOOXOAMMO aKKyPaTHO CHSAThH IMEPUYATKH TAaKUM 00pa3oM,
9YTOOBl MPEAOTBPATUTh BO3/CHCTBHE MOMATUAOMHUIA HA KOXKY, MOMECTUTh HUX B IUIOTHO
3aKpBIBAIOLIUICA  TOJIMATWICHOBBIM IAKeT M  YTWIM3UPOBATh B  COOTBETCTBUU  C
YCTaHOBJICHHBIMU HAIMOHATBHBIM 3aKOHOJIATEIIbCTBOM U TPeOOBaHUSMU. 3aTeM HEOOXOIUMO
TIIATEJIbHO BBIMBITH PYKH BOJOM € MbUIOM. JKEHUIMHBI C IOATBEPXKIACHHOW WU
npernoiaraeMoi 6epeMeHHOCThIO HE JOJHKHBI OpaTh OJIMCTEp WK KallCyJibl B PYKH.
Heucnonp30BaHHbIi JIeKapCTBEHHBIH IIpenapar U 3arpsi3HeHHbIe UM MaTepUaibl 10JKHBI ObITh
YTWIA3UPOBAHbBl B COOTBETCTBUU C YCTAHOBJIICHHBIMU HAlMOHAJIBHBIM 3aKOHOJATEIHCTBOM
TpeboBanusiMU. [l0 OKOHYaHWH JICUCHUS HEWCIIONIB30BAaHHBIA Ipenapar pPEeKOMEHIYeTCs

BO3BPATHUTh B MCAUIMHCKOC YUPCIKIACHUC.

7. AEPKATEJIb PETUCTPAIHUOHHOI'O YAOCTOBEPEHUSA

Nunusa

Xerepo Jlabc Jlumuren

«Xerepo Kopmopeiir», 7-2-A2, Unnactpuan Dcreiite, Canat Harap, Xaiigapaban — 500018,
Tenanrana, Uaaus

Tenedon: +91-40-23704923/24/25

AJipec 31eKTpoHHO mouThl: contact@hetero.com

7.1. IlpeacraBuTesb AepKaTessi PerucTPALMOHHOIO Y/AOCTOBEPEHHS] HA TEPPUTOPUH
Coro3a

Ilperen3un norpeduTene HaIPaBIATh 110 aAAPECY:

Poccuiickas ®edepayus, Pecnyonuka benapycw, Pecnyboniuxa Kazaxcman
MocKOBCKO€ MPeCTaBUTENBCTBO KoMnaHuu «Xetepo Jlabe Jlumuren (Muaus)
109029, r. MockBa, ABTOMOOMIIBHBIN Mpoe3, A. 6 cTp. 5

ten./daxc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@hetero.com

8. HOMEP PEIT'UCTPALIMUOHHOI'O YAOCTOBEPEHUA
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9. IATA MEPBUYHOI PETMCTPALINM (ITOATBEPKAEHVST PEFHCTPATINE, ——

MEPEPETVCTPALIMN)

JlaTa repBoii perucTpanmu:
10. JATA IEPECMOTPA TEKCTA
OOmasi XapakTepuCTHKa JIEKAPCTBEHHOro Tmpemnapara lloMamuaoMu —JHOCTyIHA Ha

nH(pOpMaLIMOHHOM TMopTajie EBpa3uilckoro 3KOHOMHYECKOr0 cO03a B HH(OPMAalUOHHO-

KOMMyHHUKaIoHHOH cetn «aTepueT» http://eec.eaeunion.org
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