COOTBETCTBYET GKCHEFTHOMY QTYHETY
or 27.08.2025 Ne 21321
OBLIASI XAPAKTEPUCTHKA JIEKARGTBEHHOIO, IPEIAPATA (007)

V JlaHHbBIN JIeKapCTBEHHBIN Tpenapar MOAJIEKUT JONOJHUTEIIEHOMY MOHUTOPUHTY. JTO TTO3BOJIUT
OBICTPO BBISIBUTH HOBYIO MH(OpManuio mo 6e3omacHocTi. Mbl oOpariaeMcst K pa0OTHUKAM CHCTEMBI
3PaBOOXPAaHEHHUS C TPOCHOOH COOOIIATh O JIFOOBIX TMOJ03PEBACMBIX HEKEIATCIBHBIX PEAKIIUSIX.

[Topsimok cooOIIeHNs O HEXKENATSIBHBIX PEaKIUAX MPEICTaBIeH B pa3zene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
[Tomanunomua, 1 Mr, KancyJisl.
[Tomanunomua, 3 Mr, KarncyJibl.

[Momanuaomun, 4 mMr, Kancysmsl.

2. KAYECTBEHHbBIN U KOJIMYECTBEHHbBIN COCTAB
JlelicTBytollIe€ BEIIECTBO: MOMATUIOMHUI.

THomamumomu, 1 Mr, KancyJabl

Kaxxnas xancyna cogepxut 1 Mr nomanngomMusa.

Iomannmoomua, 3 MI, KaIlCVJIIbI

Kaxnas kancyna cofep ut 3 Mr noMajauI0Mu/1a.

THomamumomMu, 4 Mr, KancyJabl

Kaxxnas xancyna cogepxuT 4 Mr noMajJnJoMHJIA.

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
Kancynsr.

Iomanmoomua, 1 MI, KarCyinl

Kancynsl TBepasie sxenatuHoBbIe Ne 2 xentoro 1sera. CoaepKuMoe Karcyia — MOPOIIOK OT CBETIIO-
JKETOTO JI0 JKEJITOTO I[BETA.

THomamumomu, 3 Mr, KancCyJibl

Kancynsl TBepasie sxenatuHoBbIe Ne 2 xentoro nsera. CoaepKuMoe Karcyil — MOPOIIOK OT CBETIIO-
JKEJITOTO JI0 JKEJITOrO I[BETA.

THomMamumomMu, 4 Mr, KancyJibl

Kancynel TBepabie xkenaTuHoBbIe Ne 2 xentoro 1sera. Coaep:kuMoe Karcys — MOpOLIOK OT CBETIIO-

5KEJITOr0 JI0 JKEITOrO LBETA.
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4. KIIMHUYECKUE JAHHBIE

TBETCTBYET GKCNEFTHOMY OTHETY
ot 27.08.2025 N2 21321
(NCCNEOOBATENEHOCTE 0007)

4.1. IloxazaHus K NPMMEHEHUIO

HOMaJII/I,Z[OMI/I,Z[ B KOM6HHaHI/IH C JCKCAMCTA30HOM IMOKAa3aH K NPUMCHCHHUIO Y B3POCJIbIX IJI JICHCHUA

peuuauBUpYyoe U pedpakTepHOl MHOKECTBEHHON MHUEIOMBI, MOJYyYUBUIMX HE MEHEEe IBYX

MPEIIIECTBYIOUX KYpPCOB JIEUEHHMsI, BKJIIOUABIIUX KakK JICHAJIUIOMHUI, TaKk M OopTe30oMud, U y

KOTOPBIX OTMEYAJIOCh MPOTPEecCHpoBaHue 3a00eBaHus Ha (DOHE MOCTIETHETO JICUCHHS.

4.2. Pe:xuM 103UPOBAHMS U CIIOCOO MPUMEHEHUs

Jleyenne mpemaparoM HEOOXOIMMO HAaYWHATHh W TPOBOJUTH TOJIBKO MO HAOIIOJCHHEM Bpaua,

UMCIOIICTO OIIBIT B JICUCHUH MHOKECTBEHHOI MUEIOMEI.

PexxuM 103upoBaHus

PexoMennyemas HayaiabHas 7032 MOMAIMIOMUIA cOCTaBisieT 4 Mr BHYTpb 1 pa3 B aeHb ¢ 1 mo 21

JIEHb TOBTOPHBIX 28-THEBHBIX ITUKIIOB.

Pexomennyemas no3a nexcamera3zona cocrasisieT 40 mr BHYTph 1 pa3 B ness B 1, 8, 15 u 22 nens

KaKI0Tr0 28-IHEBHOTO LIHKJIA.

Pexnm JO3UPOBAHHUA COXPAaHACTCA WX HU3MCHAC

TCI B 3aBUCHMOCTH OT KIMHHUYCCKUX H

1ab0paTopHbIX JaHHBIX. JIeueHue cieayeT MpoAoIKaTh 0 MPOTrpecCUpoBaHUs 3a00IeBaHUS WU

Ppa3BUTHUS HEIPUEMIIEMOM TOKCUYHOCTH.

Hzmenenue 003v1 nomaruoomuoa uiu npepsvlearue ji1e4eHusl

I/IHCTPYKI_[I/II/I M0 MNPECPBIBAHUIO JICUCHUA WM HW3MCHCHUIO [1O03bl IIOMAaIWAOMHJA B CBA3HU C

HEXCIATCIbHBIMHA PECAKIIUAMU IIPEACTABIICHBI B Ta6n1/1ue HHWXKE:

Hncempyryus no uzmeneHuo 003vl NOMAIUOOMUOA

ToxkcuuHOCTH

HN3MeHeHHnEe 10351

HeiliTponenus*

AKH** < 05 x 101 wum ¢ebpunsHas

HeliTponenus (Temmneparypa > 38,5 'C u AKH< 1 x

10%/m).

[IpepBaTh JeUeHHE MOMATUIOMHIOM, HE
TOXKHAASICh OKOHYAHHUSA LUKIIA.

ExxenenenbHo BITOMHATE OAK***,

AKH BoccranoBmiIock 10 3uauenuii >1 x 10%/71.

B0300HOBUTE JIeUueHHE HOMATHIOMHUIOM B

103€ 3 MT B JIEHD.

Jia kaxxgoro mocnenyromero cHuwkeHus < 0,5 x

10%/7.

IIpepBath nedyeHNE TOMATUIOMHUIOM.
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IBETCTBYE

ot 27.08.2025 N2 21321

AKH BoccranoBmiiocs 10 3aauenuii >1 x 10Y1.

(Bo36OHOBH T ESHdHME OMATROMIAOM B

J03€ Ha | Mr HU>Ke TTpeabIayIIeH.

TpoMOoouTONIEHUS

KonnuecTBo TpoMOomMTOB < 25 X 10%/7.

[IpepBaTh JieueHUE TOMATUAOMHUIOM, HE
IOKUIAsICh OKOHYAHHUS IUKIIA.

ExxeHenenbHo BRITOMHATE OAK***,

KonnyectBo TpoMOOIMTOB BOCCTAaHOBMIIOCH [0

3HaveHuit >50 x 10%/71.

B0300HOBUTE JIeUeHHE TTOMAIUIOMUAIOM B

03€ 3 MT B JIEHE.

JUig KaXZI0ro IMOCIENYyIOIIEro CHIKEHud < 25 X

10%/7.

[IpepBath nedyeHrE TOMATUIOMHUIOM.

KonnyecTBO TpOMOOIMTOB BOCCTAaHOBHJIOCH JI0

3HaveHuit > 50 x 10%/71.

B0300HOBUTE JIedueHHE HOMATHIOMHUIOM B

J103€ Ha | MI HIDKE MpeabIayIei.

Chblllb

ChImb 2-3 CTEINEHN TAKECTH.

Paccmorpers IIpepbIBaHUE WU

MPEKpalICHUC JICUCHUS TOMAJIUIOMUIOM.

Coib 4 CTENEHM THKECTH WIH OyJUIe3HBIC
HapylieHus (B TOM 4YHCII€ aHTHOHEBPOTHUYECKUMN
OTeK, aHa(pUITaKTHYECKas peaxuus,
skc(honraTUBHbBIE WK OYIIJIE3HbIC BBICHITTAHMS WIN
nojgo3penne Ha cuHiapoMm CruBeHca-/[xoHCOHA
(CCHI), TOKCHMYECKHU 3MHUACPMAIbLHBI HEKPOJIU3
(TOH) wumm

JEKapCTBEHHYI0  pPEakUUI C

[IpekpaTuTh JiedeHUE MMOMATHIOMHUIOM

(cm. paznmen 4.4).

303I/IHO(1)I/I.HI/IGI‘;I )41 CUCTCMHBIMU CUMIITOMaMH

(DRESNS)).

IIpouee [IpepBarh sneueHHE NMOMAIUIOMHUIIOM, HE
Ilpyrne HEXKCIIATCIIbHBIC SBJICHUA 23 CTCIICHU JOXKUNOaACHh OKOHYaHUusA OUKIIAa.
TSDKECTH, 00yCIIOBJICHHBIE npueMoM | Bo30OHOBHUTH JieueHHE B CIEAYIOIIEM
MOMAaJTUJIOMUIA. UKJIE B J103¢ Ha OJUH YPOBEHb HUXKE

o036l (Tpu

CHMXKXCHHUA TAXKCECTHU

MpeabIAYIIEH YCJIOBUU
paspeuieHuss  uin
HECXKCJIATCIIBHOT'O ABJICHHUA A0 S 2 CTCIICHU

TSDKECTH 10 BO30OHOBIICHUS JICUCHHUS ).

*I1pn HEHTPONIEHNH Bpay IOJDKEH PacCMOTPETh BO3MOXKHOCTh IIPUMEHEHUS MPEnapaToB Gakropa
pocta; ** AKH — aOcomoTHOoe KonuuecTBO HelTpoduios; ***OAK — obmuit ananus KpoBH.

[ AKCHNEFPTHOMY OTYETY




COOTBETCTBYET QKCNEFTHOMY OTYETY
ot 27.08.2025 N2 21321
Jlist Havasa HOBOTO IMKJIA JICYCHHS TIOMAITHIOMHIOM KOIMICOTBO HEHTPADHIOB JIOIDEHO OBITE > 1 X

T

10°/n1, a komugecTBO TpoMGOLUTOB > 50 X 10°/11.,
IIpu opHOBpeMeHHOM mpueMe CHIbHBIX HMHTHOMTOpOB u30dpepmenta CYP1A2 (manpumep,
nurnpodIIoKcaliia dHOKcaHa, (BIyBOKCaMHHA) 03y MOMAIHAOMHUA HEOOXOJMMO CHU3UTH Ha
50 %.

HHcmpyKuuﬂ 1O UBMEHEHUIO 003bl 0EKCAMEMA30HA

Toxcu4yHOCTEH N3menenue 10361 JeKCAMETA30HA
Hucnencus 1-2 creneHy. IlognepxxuBarb 103y H©  HPUMEHATH

omokaropel  tuctamuHa  (Hp)  wmm
aHaJIOTHYHBIe cpencTBa. CHU3UTH 103y Ha

OJJWH YPOBCHB npu COXpaHCHUU

CUMIITOMOB.
Hucnencus >3 cTeneHu. [IpepBaTh  5eueHue A0  OCIA0JICHUS
CHMITTOMOB. Jlo6aBuTH 0JIOKATOPBI

ructamuia (H2) wunm  aHanoruyHsie
CpelcTBa U CHU3UTH 03y HAa OAUH YPOBEHb

npu BO300HOBJICHHUHU JICUCHHS.

Otexk > 3 cTenenHu. [TpuMeHsATh AMYPETHKH IO HEOOXOTUMOCTH

" CHU3UTH 03y Ha OJUH YPOBCHbL.

CnyTaHHOCTb CO3HAaHUA U U3MEHEHUsI HacTpoeHus > | [IpepBarh  jedeHne A0  pa3pelIeHHs
2 CTEIEHH. cuMnToMoB. [Ipy BO30OHOBIEHUY JICUEHUS

CHHU3UTH 03y Ha OJIUH YPOBCHbL.

Mpimieunas ¢1abocTh > 2 CTETCHHU. IIpepBate ne4yeHue, MOKa IOKA3aTENb
MBIILIEYHON crnabocTu He craHeT < 1
crenieHd. [Ipu BO30OHOBIEHHM JICUECHHUS

CHHU3UTH 03y Ha OJIUH YPOBCHbL.

[M'unepraukemus > 3 cTeneHu. CHu3uTh 03y HAa OOUH  YpPOBEHb.

[IpyuMeHsSTh WHCYIMH WM MepopajibHbIE

TUIIOTJINKEMUYECKHE CpencTBa 1o
HEOOXOUMOCTH.
OcTpblil MaHKpeaTur. [Ipekpatuth e4eHUE NEKCAMETa30HOM.




COOTBETCTBYET GKCHEFTHOMY QTYHETY
ot 27.08.2025 N2 21321
Jpyrue HexenaTelbHble peakuuu > 3 cienend, | [IpepBarh feueHyEidikoanelaBonom; oka

00yCIIOBJICHHBIE IEKCAMETA30HOM. TSOKECTh HEXKENIaTeIhbHOW peakluu He
craner < 2 cremneHd. Bo300HOBUTH

JICYCHUE, CHU3UB 103y Ha OJUH YPOBCHbB.

CHuoicenue 003bl 0eKCamMemas3oHd.:

YpoBeHb 103561 IManuentsl < 75 aer IManuenTsl >75 ner
(nnm 1, 8, 15 u 22 noBTopubIx | (nHu 1,8, 15 u 22
28-1HEeBHBIX MKJIOB) MOBTOPHBIX 28-THEBHBIX

LMKJIOB)

HauvanrHas nosa 40 mr 20 mr

YpoBeHs 1035l -1 20 mMr 12 mr

YpoBeHb 10361 -2 10 Mr 8 mMr

Jleyenune nekcamMeTa3oHOM CJIeTyeT OTMEHHUTh IIPH HETIEPEHOCUMOCTH 10361 10 Mr (marueHTs! < 75
neT) win 8§ mr (anueHTsl > 75 ner).

Ecnu Tokcuueckue siBIeHUsS COXpaHAtoTcs 6onee 14 qHei, 103y JeKkcameTa3oHa CileyeT CHU3UTh Ha
OJIMH YPOBEHb.

Ilponyck 0o3bi
Ecnu nanueHT 3a0bUT IPUHSTH TOMATHIOMUJI B KAKOK-JINOO JIeHb, TO Ha CIIEAYIOUINI ICHb OH JOJIKCH
NPUHITH OOBIYHYIO J03Y B COOTBETCTBHM C Ha3HauyeHHWeM. [lallMeHT He OJDKEH U3MEHSATH 103y

npernapara Jisl BOCIIOJIHEHUsI TPOMYIIEHHOW HaKaHyHE JTO3bI.

Oco0ble rpyInel NALKMEHTOB

Tlayuenmwl noscunoeo 6ospacma

N3menenune 10361 moMaauaoMuia He Tpedyercs. /[ manueHToB B Bo3pacte > 75 eT HadallbHas 71032
nekcamera3ona cocrapisieT 20 mr 1 pa3 B geHb B 1, 8, 15 u 22 neHb kaxxa0oro 28-1HEBHOIO IMKJIA
JICYCHHUS.

Tayuenmsi ¢ Hapywenuem QyuKyuu neveHu

[TanineHTOB, y KOTOPBIX 3HAYEHMsI OOIIET0 CHIBOPOTOYHOTO OmmpyoOuna npesbimanm > 1,5 x BI'H
(BepxHsis IpaHUIla HOPMBI), HE BKJIIOYAIM B KJIMHUYECKHE HUccieqoBaHus. Hapymenue QyHkumii
MEYCHU HE OKa3bIBAET CYIIECTBEHHOTO BIUSHUSA Ha (DApMaKOKWHETUKY MOMAIUIOMHIA (CM. pa3en
5.1). He TpeOyercst m3MeHEeHUs] HAYAIbHOW J03bI MOMAJIHAOMHUAA Yy MAIMEHTOB C IMEUYECHOYHOM

HEJIOCTaTOYHOCThI0, omnpeaeneHHon no Yainna-Ilpto. TeM He MeHee, MalMEeHTOB C HApYUIEHUEM



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 27.08.2025 N2 21321
GyHKIMA TIeYeHH HEOO0XOIUMO TIIATEh HAOIGAATS, [ A () CBOEBIEMEHHQTD |, BEIABIICHMS

HE)KeNMaTeNbHbIX peakiuil. [Ipn HeoOXOqMMOCTH ClieAyeT YMEHBUIMTDH /03y WIM NPEpBaTh MpPHEM
OMaJIUAOMU/A.
Ilayuenmul ¢ Hapywenuem yHKyuu novex
He tpeOyeTcst u3aMeHeHus 103bl MOMATUIOMHU/A Y MAMEHTOB C MOYEYHON HEJIOCTATOYHOCTHI0. B 1HU
reMouaIn3a MoMaluIOMH] CIeyeT IPUHUMATD [1OCJIE BBIIIOJIHEHUSI IPOLIEYPHI.

eTn
be3onacHocth n 3 dpexTuBHOCTD TIpenapara [Tomamuaomua y nereid B Bozpacte ot 0 1o 18 et Ha
JaHHBIH MOMEHT HE€ YCTaHOBIJIEHBI. VMeroniuecss Ha CEroJHSIIHUNA J€Hb JTaHHBIE MPHUBEICHBI B
paznenax 4.8, 5.1, 5.2, o1HaKO HEBO3MOKHO J1aTh PEKOMEHIAINH 110 PEXUMY JO3UPOBAHUS.

Cnooco0 nnpuMeHeHus

st mpuema BHYTPb.

TBepnbie karncynsl npenapara [lomanuaomus ciaexyeT IpUHUMATh BHYTPh KaX/IbIil IEHb B OHO U TO
e BpeMs. Kamncynbel Henab3s OTKpbIBaTh, pa3jaMblBaTh WIM pa3keBblBaTh. Karicynel npenapara
HOMaJII/I,Z[OMI/I,Z[ CJICOAYCT IPOrjaTbiBaTh LCIMKOM, 3allBas BO,Z[OI>'I, BHC 3aBUCUMOCTH OT IIpHCMa
MUIIH.

Mepul npedocmopodrcHocmu, npuHumMaemvle nepeo npUMeHeHueM npenapama uiu pabome ¢ HUM

Nudopmanus mo pabore ¢ TUTOTOKCHUECKUMH TIperapaTaMu MpUBEAeHa B paszene 6.6.

4.3. IIlporuBONOKa3aHUSs

- T'umep4yBCTBUTENBHOCTh K TOMAJUIOMHAY WJIW JIIOOOMY U3 BCIIOMOTATEIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B paszaene 6.1.

- bepemennocts (cm. pazaen 4.6.).

- Jns SKeHIIMH: COXpaHEHHBIM AETOPOAHBIM MOTEHIMAl, 3a HCKIIOYEHUEM CIIy4aeB, Korjaa
cobmoieHpl Bce HeoOxoammbie yciaoBusi [IporpamMmbl mpenoxpaHeHuss OT OepeMEHHOCTH (CM.
paznensl 4.4 u 4.6).

- Jlns MyX4YuH: HEBO3MOXXHOCTh WJIM HECIOCOOHOCTh COOJIOJaTh HEOOXOIUMBIC MEPHI

KOHTpamenuuu (cM. pazaen 4.4).

4.4. OcoOble yka3zaHusi M MepPbl PEIOCTOPOKHOCTH MPU NPUMEHEHHH
JleueHue npemnaparoMm HOMa.HI/II[OMI/II[ H€O6XO,Z[I/IMO HaYWMHATh W IMPOBOAUTH IIOJ Ha6JIIOI[eHI/IeM

ONBITHOI'O réMaToJiora Ujiih XuMnuoTeparcBTa.
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[Iporpamma npeoXpaHeHns 0T 6EpeMEHHOCTY MOCNENOBATENBHOCTE 0007

I N

COOTBETCTBYET QRCHEFTHOMY QTYETY

HeykocuurensHOe coOnmoneHne Bcex TpeboBaHmil [IporpaMmbl mpenoxpaHeHus: 0T OEPEeMEHHOCTH
JIOJDKHO PaclpoCTPaHAThCS Ha BCEX MAlMEHTOB, €CIHM JOCTOBEPHO HE JIOKa3aHO OTCYTCTBHE y HUX
JIETOPOTHOTO MOTEHIIHANIA.

s ocenwyun 6e3 0emopooHo20 NOMeHyuala

XeHmpmHa-MAIMEHT WM JKEHIIWHA, CEKCyalbHbIM mapTHep MyK4uMHbI-nanuenta, HE cuuTaroTcs
CIOCOOHBIMH K JIETOPOXKICHUIO TIPU HAJIMYUH XOTS ObI OTHOTO U3 MEPEUHCICHHBIX (PaKTOPOB:

- Bo3pacT > 50 JeT W JIUTEIbHOCTh €CTECTBEHHOW ameHopen > | roma (ameHopest BCICACTBHE
MPOTUBOOITYXOJIEBOM TEparuy WM B MEPUOJ TPYJHOTO BCKApPMIIMBAHUS HE HCKIIOYAeT HallM4He
JIETOPOAHOTO MOTEHIINANIA);

- PaHHAA HEJOCTaTOYHOCTh SIMYHUKOB, OJATBEPKICHHAS BPAUOM-THHEKOJIOTOM;

- IBYCTOPOHHSISI CalIbITMHI00(DOPIKTOMUS MIIH TUCTEPIKTOMHUS B aHAMHE3E,

- rerotunt XY, cuaapoM TepHepa, aHATOMUIECKUN Te(HEKT MaTKH.

Koncynomupoeanue

[IpumeHeHne mnoOMamUAOMHIA Yy OKEHIIMH C COXPAaHEHHBIM JIETOPOAHBIM  IOTEHIIHAAIOM
IIPOTUBONOKA3aHO B CIyYae, €CIM HEBEPHO OJIHO U3 CIICAYIOIIUX YTBEPKICHUI:

Kennmmna nompkga

- MIOHUMATh BO3MOKHOCTb TEPATOr€HHOTO JeHCTBUS TOMAIMIOMUIA Ha IO,

- IOHUMATh HEOOXOJMMOCTb MTOCTOSIHHOTO UCIIOIB30BAHUS A(PPEKTUBHBIX METOI0B KOHTPALICTIIIH B
TE€YeHHE KaKk MUHUMYM 4 HeJeNb /10 Havalla JICYeHHUs, BO BpeMs JIeUeHHs] U KaKk MUHUMYM 4 Henelb
MocJie OKOHYaHUS JICYSHUSI TOMAIIUIOMUJIOM;

- JaKe B cllyyae aMeHOpeH coOIo1aTh Bce mpaBuia 3 (HEeKTUBHON KOHTpALICIIIH;

- OBITH CIIOCOOHOM K COOIOACHUIO BCeX MPaBui 3 (HEKTUBHON KOHTPALICTIIIH;

- 3HaTh M MOHMMATh BO3MOXKHBIE MOCJEICTBUS B Cly4yae HACTYIUIEHHs OepeMeHHOCcTH Ha (oHe
npreMa MoMalluJOMHJIA, a TaKke He0OXOJIMMOCTh CPOYHOTO OOpaIlleHHs 3a KOHCYJIbTalued Mmpu
NOJJO3PEHUH HA HACTYIMUBIIIYI0 O€pEeMEHHOCTb;

- TIOHMMAaTh HEOOXOAWMOCTh HEOTJIOKHOI'O Hayaja IMpHeMa IMOMaUJAOMHIA IOCIE IMOTyYCHHS
OTpHULIATENbHBIX PE3YyIbTATOB TECTa Ha OEPEMEHHOCTb;

- OCO3HaBaTh HEOOXOAMMOCThH MPOBEACHMSI TeCTa Ha OEPEMEHHOCTb U BBIMOJHATH €r0 Kaxkasle 4
HEJIENIN 3a UCKIIFOUCHHUEM JKEHIIUH C IOATBEPKACHHON XUPYPrUu4eCKON CTEpUIIN3aALUEN;

- MOATBEPIUTH, YTO TOHUMAET PUCK M HEOOXOJMMBIE MEpHI MPEIOCTOPOKHOCTH, CBSI3aHHBIE C

MIPUEMOM TIOMAITUIOMU/IA.



COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 27.08.2025 N2 21321
Bpau nomken yoenuThes, 4T0 KEHIIMHA C COXPAHEHH bIVIETOPOAHBIM ATOTEHRHATOMT |, (J(1()7)

- COOTBETCTBYET BceM YycIOBHSAM [IporpamMmbl TpeaynpexaeHUs OCEPEMEHHOCTH, BKIOYAs
a/IeKBaTHBINA yPOBEHb IOHUMAHUA ee TPeOOBAHUN;

- COTJIaCHA C BBINIENEPEYUCICHHBIMU YCIOBUSIMU.

llpumenenue y mysrcuun

Jannable n3ydeHus: GapMaKOKWUHETUKY MTOMATHIOMHIA Y MYXYUH-T00POBOJIBIIEB CBUACTEIHCTBYIOT
0 TOM, YTO ITOMAJIUJIOMHUJT MOKET COJEPKATHCS B CEMEHHOM XKUJKOCTH NALMEHTAa BO BPEMSI JICUCHMUSL.
B kadecTBe Mephl MpeaoCTOPOKHOCTH W NMPUHHUMAs BO BHUMaHHE OCOOBIE TPYIIBI MAIlUEHTOB C
MOTEHINAIBHO YBEIUYEHHBIM BPEMEHEM BBIBEJICHHU S, HAIIPUMED, C MEUCHOUYHOW HEAOCTATOUYHOCTHIO,
BCE MY)KYHHBI, IPUHUMAIOIIUE TOMATHIOMUI, JOKHBI COOJIIOIaTh CICAYIOIINE YCIOBHS:
My:X4HuHA TOJKEH

- IOHUMATh BO3MOKHBIA PUCK TEPATOTEHHOTO IEUCTBUS MOMAIMAOMUIA MPH CEKCYaTbHOM KOHTAKTE
¢ OepeMEHHOM KEHITUHOMN WIIN KEHIITUHON C COXPaHEHHBIM JETOPOAHBIM ITOTEHIINATIOM;

- TIOHMMaTh HEOOXOIWMOCTh WCIIOIB30BAHUS TIPE3EPBATUBOB IPU CEKCYallbHOM KOHTAKTE C
OEpeMEHHOM KEHIIMHONH WM JKCHIIMHOW C COXPAaHEHHBIM JIETOPOAHBIM IOTCHIMAIIOM, He
WCTIONIb3YIONIEH HAJEKHBIE METObl KOHTPALCTIMHU, B TIEPUOJ] JICUEHUsI, IEpEPhIBA B JICUEHUHN U B
TeueHue 7 THeH MocIie MPUOCTAHOBKY W/WJTH 3aBEPIICHUS JICYCHHS. ITa PEKOMEHAAINS OTHOCUTCS U
K MYXXYMHAM TIIOCJIE Ba33KTOMHH, KOTOPBIE TAaKKE€ JOJDKHBI HCIOJIb30BaTh IPE3EPBATUB IIPU
CEKCyaJIbHOM KOHTaKTe ¢ OepeMEHHOW KCHIWHOW WM KCHIIUHOW C COXPAHEHHBIM JIETOPOIHBIM
MOTEHIINAJIOM, MOCKOJIBKY M B OTCYTCTBHM CIIEPMATO30MJOB €ro CEMEHHAs XUIKOCTb MOXKET
coAepKaTh TOMAJIMIOMU/T;

- IOHUMATh, YTO €CITU €T0 MapTHepIa 3a0epeMeHeNa BO BpeMs €ro JICYSHHS TTOMAaTHJIOMUIOM WIIH B
TEUEHHE 7 JHEN IMOociae MNPEKpPalleHUs] Tepalnuu MMOMAIUIAOMHUIOM, OH JIOJDKEH Ccpasy xKe
pouH(POPMHUPOBATH 00 ITOM CBOETO JICUaIero Bpaya, a €ro mapTHepIIe pEKOMEHIYETCS O0paTUThCS
K Bpauy-Te€paToJIOTy JUIsl 0OCIEIOBAHMS M KOHCYJIbTAIINH.

Ilpasuna konmpayenyuu

JKeHIMHBl C COXpaHEHHBIM JETOPOAHBIM MOTEHIMAJIOM JOJDKHBI MCHOJB30BaTh OJUH U3
BBICOKOX()()EKTUBHBIX METOJIOB KOHTPAIICTIIMK B TE€UEHHWE KaKk MUHUMYM 4 HEAeNIb J0 Hadaja
JICYEHUsI, BO BpEMs JICUCHHS M B TEUCHUE KaK MUHUMYM 4 HeAeNb MOCJie€ OKOHYAHWS JICUCHHS
MOMAJIMJIOMHUJIOM JIa)KE€ B Cly4ae IEpepbiBa B JICUCHHHU. VICKIIOUEHHE COCTABISAIOT IALMEHTKH,
KOTOpBIE HA MPOTSKEHUH JJIMTEIBHOIO BPEMEHM IOJHOCTHIO BO3IEPKUBAKOTCS OT CEKCYalIbHBIX

OTHOIIICHUH, YTO MOATBEPKIALTCS exxeMecsiuHo. Ecin maruenTke He mogo0paH 3 PeKTUBHBIN METOT



COOTBETCTBYET SKCNEPTHOMY OTYETY
or 27.08.2025 N2 21321
KOHTPAIIETIMH, €€ HEOOXOMMO HANpPaBUTh K THHEKONOTY) IS I0A00Rd MEROHE KORFPAIEITMU 1

Hayaya ero NpuMeHEeHHUsI.
K mpumepam BbIcOK03()(hEKTUBHBIX METOI0B KOHTPALIEIIIMUA OTHOCSAT:

- MOJIKOKHBIE TOPMOHAITLHBIC NMILJIAHTHI,

- BHYTPUMATOYHBIC CHCTEMBI, BBIJCIISIONINE JICBOHOPTECTPEN,

- JeTo-TpenapaTsl MEJPOKCUIIPOTeCTEPOH alleTaTa;

- IEPEBA3KY MAaTOYHBIX TPYO;

- CEKCyaJIbHbBIC OTHOIICHHS C TAPTHEPOM, IIEPEHECIINM Ba3dKTOMUIO; Ba3dKTOMHUS MOITBEPKIAACTCS
JIBYMsI OTPHIIATEIbHBIMU aHAJTN3aMH CEMEHHOM JKUIKOCTH;

- MPOTECTEPOH-COACpKAIINEC TAOIETKN, MHTUOMPYIOIINE OBYJISAILNIO (HApUMep, 1e30TeCTpen).
[IpueM KOMOMHHPOBAHHBIX TEPOPATBHBIX KOHTPALCNITUBOB HE PEKOMEHJOBAH OOJBHBIM
MHOXECTBEHHOW MHUEJIOMOM B CBSI3H C TIOBBIIIEHHBIM PHCKOM TPOMOOIMOOINIECKUX OCIIOKHEHHI Ha
(doHe JeueHHs TOMATUIOMHUIOM U JIeKcaMeTa30HoM (cM. pazzaen 4.5). Eciu marmeHTka uemonp3yer
KOMOWHUPOBaHHbIE IEPOPAIbHBIE KOHTPALICTITHBEI, €€ CIIEyeT ePEeBECTH Ha OAUH U3 3P (HEKTUBHBIX
METO0B KOHTpPALICTIUH, MEPEUUCICHHBIX BbIlIe. [TOBBIIEHHBI PUCK PA3BUTHUSA TPOMOO3IMOOIHH
COoXpaHsieTcs B TedeHHe 4-6 Hemenb TMOcie TPEKpameHuss MpueMa KOMOMHHUPOBaHHBIX
NPOTHBO3a4aTOYHBIX CPeACTB. D(PPEKTHBHOCTh TOPMOHAIBHBIX MPOTHBO3a4aTOYHBIX MPENapaToB
MOYET OBITh CHHKEHA IIPU OJJHOBPEMEHHOM Ha3HauEHHUH JeKcameTa3oHa (cM. pasnen 4.5).
[lonkokHbIE TOpPMOHAJbHBIE HWMIUIAHTHI WJIM BHYTPUMATOUYHBIE CHUCTEMBI, BBIICIISIOLINE
JICBOHOPTECTPEII, CBS3aHBI C IMOBBIIICHHBIM PUCKOM HH(EKIIMOHHBIX OCIOXKHEHHH B MOMEHT HX
YCTAHOBKH M C HEPETYJSIPHBIMH BIIaTJHIHBIMU KPOBOTEUCHUSAMH. [lalMeHTKaM ¢ HEUTpOIICHHEH,
UCTIOJB3YIOUIMM 3TH CIIOCOOBI KOHTPALENIINH, CIelyeT TPOPHIaKTHIeCKN Ha3HAuYaTh AaHTHOUOTHKH.
Hcnonp3oBaHne BHYTPUMATOUYHBIX CUCTEM, BBIJICISAIONINX ME/b, KaK MPAaBUJIO, HE PEKOMEHIYETCs B
CBSI3W C BBICOKUM PHCKOM pa3BUTHS MH(EKIIMOHHBIX OCIOKHEHHHA B MOMEHT HWMIUIAHTALUU |
TIOBBIIIEHHOW KPOBOIIOTEPH BO BpEMs MEHCTPYallid, KOTOpas MOXXET YCHUJIMTH BBIPAKCHHOCTb
HEUTPOIIEHUH WM TPOMOOLIUTOTICHUH.

Tecthl HA OEPEMEHHOCTD

B cooTBeTcTBMM ¢ TPUHATOM TPAKTUKOW, TECThI Ha OEPEeMEHHOCTh C MHUHHMAJIBHOU
YyBCTBUTEIBHOCTHIO 25 MME/MIT 1OKHBI TPOBOIUTHCS TIOJT KOHTPOJIEM Bpada BCEMH KEHITUHAMU
C COXpaHeHHBIM ,Z[GTOpOI[HBIM IIOTCHIMUAJIOM, BKJ/IKOYasA TCX, KOTOpre IIOJTHOCTBIKO U JIUTCIIBHO

BO3JCPKUBAIOTCA OT CCKCYAJIbHBIX OTHOIIICHUH.



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 27.08.2025 N2 21321
CornacHo pekOMEHIAKsAM, TIPOBEEHUE TECTE Ha OEPEMEHHOLCB, HAsHATCHIC- i BHIATYA MPETapaTa

JIOJKHBI IPOBOAUTHCS B OAMH U TOT ke JieHb. JKeHIIMHA ¢ COXpaHEHHBIM JETOPOAHBIM MOTEHIIUATIOM
JIOJKHA MOJIYYUTh TOMAJIMIOMU] HE To3AHee 7 AHEH mociie Ha3HAUYCHUS JICUCHUSI.

o nauana neuenus

[Toce Toro kak manMUeHTKa WCIOIb30Bajia Y(OPEKTUBHBIA METOJI KOHTPALICTIIIMK B TeUeHUE 4 WU
Oonee HeNeNb, TECT BBIMOJHACTCS TOJ KOHTPOJIEM JIEYallero Bpaya B J€Hb Ha3HAYCHUS
MOMaJIMIOMU/IA WJIH 32 3 JIHs 10 BU3UTA K JieyalieMy Bpauy. TecT JOJKEH MOATBEPAUTh OTCYTCTBUE
y MaIrMeHTKH 0epeEMEHHOCTH Ha MOMEHT Hauaja ImpreMa ImoMajuoMHIa.

Bo epems u nocne neuenus

Tect Ha OGepeMEHHOCTH TOJ HAOIOJEHUEM Bpaua CJIEIyeT MOBTOPATh KaK MUHUMYM Kaxuablie 4
HEJIENH, BKIIIOYasi KAK MUHMUMYM 4 HEJIEeNH MOCIe OKOHYaHUs JICUEHUs, 32 UCKIIFOUEHUEM KEHIIUH C
MOATBEPKIACHHON XUPYPTHUECKOM crepuiin3anueil. TecThl BBIMOJHSAIOTCS B JIEHb BHU3WUTAa WA B
TE€UeHHE 3 THEeW mepe BUSUTOM K JIeHallleMy Bpauy.

JlOOIHUTEIBHBIE MEPBI IPEIOCTOPOKHOCTH

[lanmenTel HE MOJKHBI IepenaBaTh Ipenapar JApyruM JunaM. Ilo okoHUaHUM JeueHUs
HEHNCII0JIb30BaHHbBIN NIpenapaT peKOMEHyeTCsl BO3BPAaTUTh B MEIUIIMHCKOE YUPEKICHUE.
[Taruentam He paspemniaercs ObITh JOHOPAMU KPOBH, CEMEHH WM CIIEPMbI Ha MPOTSHKEHUU BCETO
BpPEMEHHU JIeUeHUs (BKJIIOYas IepephIBBI B JICUCHUH) U B TEUCHHE 7 THEH MOCIe 3aBepLIeHHs TpueMa
OMAJIUAOMU/A.

O6an101une MaTepHuaJbl, OrpaHUYCHHUA B HA3HAYCHHH U BbIJJAa4Y€ ITPECIiapara

Yrobbl mnOMOYbL TalMeHTaM u30exaTh BO3ICHCTBHS MOMalIMIAOMHUAA Ha IUJIOJ, BIaJenell
PETHCTPAIIMIOHHOTO  yIOCTOBEPEHHSI TPEJOCTAaBUT MEIUIIMHCKOMY TMepcoHany oOydaromue
MaTepuaibl IO MepaM MPEAOCTOPOKHOCTH B  OTHOIICHWH BEPOSATHOH TEpPaTOr€HHOCTH
MOMaNuAOMU/A, CIIocO0aM KOHTpALEHIMH Mepe] HayalloM Tepaniu U pyKOBOJICTBO IO MPOBEICHUIO
HEOOXOUMBIX TECTOB Ha OepeMeHHOCTh. Bpau pomkeH MHQOpMHUpPOBATH MAMEHTa O BO3MOXXHOM
TEPATOr€HHOM PHUCKE MOMATUAOMHUIA U CTPOTHX Mepax IO MPEAyNpeKICHHI0 OCpeMEHHOCTH B
cooTBeTcTBUU ¢ llporpammoii mpenoxpaHeHHs OT OEPEeMEHHOCTH, U OO0ECIEeYUTh MalueHTa
oOyyJaromieli  OpoONIIOpOM, KapTOYKOW TAaIlMeHTa W/WIW HKBUBAJCHTHBIM HHCTPYMEHTOM B
COOTBETCTBUM C HAIMOHAJIBHOM CHUCTEMON KapTodyeKk mainueHToB. KoHTponupyemasi cucrema
pacupCAcCsICHUA  BKJIOYACT HUCIHOJB30BAHUC KApPTOYCK IAWCHTOB I/I/I/IJ'II/I 3KBUBAJICHTHOT'O
UHCTPYMEHTA MJIsi KOHTPOJIA Ha3HAueHWM W/winM BbIJauu mpemnapara. [IpoBeneHue Tecrta Ha

OepeMeHHOCTbh, Ha3HAYEHHUE U BbIJIady IpernapaTa peKOMEHyeTcsl IPOBOJUTH B OJIMH JIeHb. Brinaya
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 27.08.2025 N2 21321
NOMAJIMIOMHU/IA JKEHIIMHAM C COXPAHEHHBIM AECTOPOIHEIM ITOTEHIAATON HOTRKHA) IPOMCXOIHTh HE

noxke 7 MHEH moclie Ha3HAYCHHsI Tepaluu U TMOJYyYEHHUs OTPUIIATEIBHOTO pe3ylbTaTa TecTa Ha
OepeMEHHOCTh, BHIMIOTHEHHOTO TI0]T HAOI0IEHIEM Bpaya.

Briaua mpenapara »eHIMHaM C COXPaHEHHBIM JICTOPOIHBIM MOTSHIIMAJIOM JIOJKHA TTPOU3BOUTHCS
He Oojiee yeM Ha 4 HeJeNH JIEYCHUSI B COOTBETCTBHH C MTOKA3aHUSIMU U CXEMaMH NMPUMEHEHHS (CM.
paznen 4.2), BceM OCTalIbHBIM KaTerOpusM MalueHTOB — He 0osiee yeMm Ha 12 Hefens.

T'ematonoruyeckne OCIOKHEHUS

Y mNanMeHToB C  PeUUIMBHUPYIOUIEH/PE3UCTEHTHOW MHOXKECTBEHHOW MHEIIOMOW B  TpyIIe
HEXEJNAaTeJbHBIX SIBICHUH 3 WK 4 CTETICHH TSHKECTH HanboJiee 4acTo PeruCTPUPYETCss HEHTPOTICHHS;
CJIETYIOIINE 110 YaCTOTE aHEMHsI M TPOMOOIIMTONICHUS. Y MAlMEHTOB HEOOXOAUMO MOHUTOPHPOBATH
HEKeIaTeNIbHBIE TeMaTOJIOTHUECKUE PEaKui, OCOOCHHO HEeUTporeHuto. [1aimeHThl TOKHBI OBITH
nporuH(OPMUPOBAHBl O HEOOXOAMMOCTH CBOEBPEMEHHO COOOLIaTh O MOBBILICHUH TEMIEPATYpHI.
Bpaun gomkHbl HaOdOAATh 3a NAlMEHTaMU B OTHOIIEHWHM CHMIITOMOB  IIOBBIIIEHHOM
KPOBOTOYHMBOCTH, BKJIIOYas HOCOBBIE KPOBOTEYCHHS, OCOOCHHO MpPH COMYTCTBYIOIICH Teparmuu
npenaparaMy, MOBBIMIAIOIIMMU PUCK KpoBoTeueHHM (cM. pasnen 4.8). IlonmHblil aHanu3 KpoBu
HEO0OXOUMO BBIMIOJIHUTH 10 Hayaja JICYEHHs], 3aTEM €KEHEENbHO - B T€UEHUE MEPBbIX § Henelb,
nanee - pa3 B Mecsi. MoxeT moTpeOdoBaThCsl M3MEHEHHE J103bl MmoMainuaoMuaa (cMm. pasuen 4.2),
MPUMEHEHHE KpOBe3aMeHUTeNel 1/Wiu mpemapaToB (hakTopa pocra.

TpoM0O03MOOJINYECKUE OCIIOKHEHUS

VY manueHToB NpH JIEYCHUHM MOMAIMIOMHIOM B KOMOHMHAIIMM C JIEKCaMETa30HOM DPa3BHBAINCH
BEHO3HBIC TPOMOOAMOOJIMYECKHE HapymieHus (B OCHOBHOM TpoM0O3 TIyOOKMX BE€H WU
TpoMO0dMOOIHMs JlerouHoi aprepun - TOJIA) u apTepuanbHble TPOMOOTHYECKHE HapyLICHHS
(nH(papKT MUOKapa U UHCYNBT). [lanneHTs! ¢ HanuyreM GpakTopoB prcKa TPOMOOIMOOIINH, BKITIOYAs
HpEeANIECTBYIOMNE TPOMOO3BI, TOJKHBI HAXOIUTHCS 1O/ TINATEIbHBIM HaOmoaeanemM. Heoboxoaumo
HPEANIPUHATh BCE BO3MOXKHBIE MEpHI JUII MUHHMH3AIMK (PAKTOPOB pHCKa (HampuMep, KypeHue,
THIEPTEeH3Us, runepaunuaemusi). [larueHTsl W Bpaud JOJDKHBI CIEAWTH 3a MPU3HAKAMH H
CHUMIITOMaMHU TpoMO03MOomuii. [TarimeHToB He0OX0IUMO MPEYIPEIUTH, YTO UM CIIEYET OOPaTUTHCS
3a MEIUIIMHCKOW ITOMOIIBIO NIPU MOSBICHUH TAKUX CHMITOMOB, KaK OJBIIIKA, OONN B TPy, OTEKH
pyk u Hor. Ilpm OTCYTCTBMM IPOTHBONOKa3aHWN PEKOMEHIYETCS JICYCHHE AHTHUKOATYJISTHTaMHU
(TakMMH KakK aleTHICATHIIMIOBAs KUCIIOTa, BapdapuH, renapuH WIH KIOMUAOTPEN), OCOOCHHO Y

NAIMEHTOB C JIOTIOJHUTENBHBIMU (haKTOpaMu pucka TpomOo3a.
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 27.08.2025 N2 21321
Pemienre 0 MpoBeACHUH NPOPUIAKTHICCKUK MEPONPHSINAH] FIIPIHUMAETCH., IO | THATEIHHON

OIICHKH (DaKTOPOB pHUCKAa Yy KaXIOro TMalueHTa. B KIWHUYECKUX HCCIEAOBAHUSX ITAIIHCHTHI
MPOQUTAKTHIESCKH MTOTYYaTH alleTUIICATUITUIOBYIO KUCIOTY UM IPYTYIO TPOTUBOTPOMOOTHIECKYIO
Tepanuio. [IpuMeHeHue 3pUTPONOITUYECKUX CPEACTB COMPOBOXKIAETCS PUCKOM TPOMOOTHUECKUX
OCIIO’)KHEHUH, BKITI04asi TpoM003MOo0nu. CienoBaTeNbHO, 3PUTPONOITHUECKHE MTPenapaThl, a TAKXKe
JIpYyTHE CPEACTBA, KOTOPBIE MOTYT TOBBIINIATH PUCK TPOMOOIMOONIHIA, MOJKHBI MPUMEHSITHCS C
OCTOPOKHOCTBIO.

3a001€eBaHNs IIUTOBUIHON JKEIE3bI

CooOmranocsk o ciydasx runotupeosa. [lepea HauaaoM jiedeHHst HEOOXOJUMO MPOBOJUTH KOHTPOJIb
COITyTCTBYIOIIUX 3a00J€BaHUM, CHOCOOHBIX BIUATH HA (YHKIUIO IIUTOBUIHON JKENEe3bl.
Pexomenyercsi mpoBOIUTH OLIEHKY (DYHKIMH LIMTOBUAHOM >Kele3bl Mepei] HayaloM JICYCHUS U
PEryIsIpHBIM KOHTPOJIb GYHKIMH IIUTOBHUIHOM JKee3bl BO BpeMs JI€UEHUSI.

[lepudepuueckast HeEUpomaTUusg

[ManuenToB ¢ mepudepuyeckoil HelipomaTuel > 2 CTENEHU TSHKECTH HE BKIIOYAIHA B KIIMHUYECKUE
vccieIoBaHus noManuaomuaa. [Ipu pemennn Bonpoca 0 Ha3HAYEHUHU JICYEHUS TMOMAIMIOMUIOM
TaKUM NAUEHTaM HY>KHO ITPOSIBIATH OCTOPOKHOCTb.

Bripaxxensoe Hapyienne G yHKIIMA cepalia

[ManeHTOB ¢  BBIp@KEHHBIMH ~ HapylmieHMAMH (QyHKIUMM cepauna (3acToiHas —cepaeyHas
HepocratouHocTh [Kmace Il umm IV mo NYHA]; undapkr muokapna B TedeHue 12 mecsieB 110
Hayaja MCCIIC0BAaHNUs; HECTAaOMIIbHASL WU IUIOXO KOHTPOJIMpYEMas CTEHOKAp/Ws) HEe BKIIOYAIH B
KJIMHUYECKHE UCclefoBaHus noManuaoMuaa. OCloKHEHHUsS B BHJIE CEPIEYHOM HET0CTaTOYHOCTH,
BKJIIOUYAsl 3aCTOHMHYIO CEpACUHYIO0 HEJOCTAaTOUYHOCTh M OTEK JIETKUX (CM. pasaen 4.8) orMedanu, B
OCHOBHOM, Y TalIMEHTOB C YX€ CYIIECTBYIOUICH CEpJeYHON HEAOCTATOYHOCTHIO WM (haKTOpamMu
pucka 3aboneBanuii cepaua. [Ipu perennn Bonpoca 0 Ha3HAUYCHUH JIEYEHUS TOMATUAOMHUIOM TaKUM
NalMeHTaM HYKHO MpPOSBIATh OCTOPOXKHOCTb, BKJIIOYAs PEryJISIpHbIE OCMOTPBI JAJISl BBIABICHMS
CUMIITOMOB CEPJEYHON HETOCTATOYHOCTH.

CHHAPOM JU3KCA OIYXOJIHU

HanGonpmmii pucKk CHHApOMA JU3KMCA OMYXOJIH HWMEETCS y TMAalMeHTOB C OOJIBIION OITyXOJEBOH
Harpy3Kkoil Ha MOMEHT Hayaja JieYeHHs. 3a STUMH MalueHTaMH JOKHO OBITh OpPraHu30BaHO

THIATETFHOE HAOIOICHUE C MPUMEHEHHEM COOTBETCTBYIOIINX MPO(DUIAKTUISCKIX MeP.

12



COOTBETCTBYET QKCNEPTHOMY QTHETY
ot 27.08.2025 Ne 21321
IIepBUYHBIC ONYXOJU APYTOW JOKAIHA3ALNH (NMOCNEOOBATENBHOCTE 0007)

I N

OOpa3oBaHrue NEPBUYHBIX 3JIOKAUYECTBEHHBIX OIYXOJEH JPYroM JIOKANIM3allid, TaKUX Kak
HEMEJAaHOIUTAPHBIN paK KOKH, 3apPEeTUCTPUPOBAHO y MAIIMEHTOB, MOTYYaBIIUX MOMATUIOMUT (CM.
paznen 4.8). Bpau nomkeH TimaTenbHO 00cie10BaTh MAMEHTOB 10 U BO BPeMs JICUEHHSI C TOMOLIBIO
CTaHJAapTHBIX METOJIOB CKPUHHUHTA HOBOOOPA30BaHUM /JISl BBISBICHUS MIEPBUYHON OIMYXOJIU APYToMt
JOKaJIM3alMHU, U, TPU HEOOXOIMMOCTH, HA3HAYUTh COOTBETCTBYIOIIEE JICUCHHUE.

A.H.HGDI‘I/I‘IGCKI/IG PCAKIIMH U TAXKCIIBIC KOKHBIC PCAKITMHN

Ha ¢one npumMeHeHuss noManuaomMuaa ObUIH 3aperuCTPUPOBAaHBl AHTHMOHEBPOTHUYECKHUI OTeK,
aHaUIIaKTHYECKasl peakiusi M TsDKenble KokHble peakunuu, Bkiatodas CCJ, TOH u DRESS (cwm.
pasaen 4.8). IlauueHTH! MOMKHBI OBITH NMPOMH(POPMHUPOBAHBI O TMPU3HAKAX M CUMIOTOMAaX ASTHX
peakuuii ¥ mpeIymnpexaeHbl 0 HeOOXO0IUMOCTH HEMEITICHHO OOPATUTHCS 38 METUITUHCKOM TOMOIIBIO
IpU TOSBJICHUM MOAOOHBIX CUMITOMOB. JleueHne NOMaIUAOMUIOM CIEAYeT MPEKPATUTh MpH
pa3BUTHHU SKCPOTUATUBHON MM Oyiuie3Hou cwinu uiau npu nogo3penuu Ha CCJl, TOH u DRESS.
JleueHne HE TOJDKHO BO3OOHOBIIATHCS MMOCIE pa3pelIeHus BhIIEyKa3aHHBIX peakuuil. [lannenTos ¢
CCPBC3HBIMU  AJUICPTUYCCKUMU PCAKIUAMU HaA TAJIUAOMUIA WKW JICHAJIAAOMUIA B dHAMHE3C HC
BKJIIOYAIM B KIMHUYECKHE MCCIENIOBaHUS TNOMaJIuAoOMUAa. Takue NalueHThl MOTYT HMETh
MOBBIUICHHBIA PHUCK Pa3BUTUS pEaKUUN THUIEPUYBCTBUTEIBHOCTH W HE JIOJDKHBI MOIYy4aTh
IoOMaJInJOMHU . CJIG,Z[yGT PACCMOTPCTL BO3MOXKXHOCTL MPCPbIBAHUA WM IMPCKPAIICHUA JICHCHHUA
NOMANUIAOMUJOM B Cllydae KOXHOM cbmu 2 — 3 creneHu Tspkectd. llpu  pasButum
AQHTMOHEBPOTUYECKOTO OTeKa M aHA(PUIAKTUYECKON peakuu MOMaIuJA0MUA JOJIKEH ObITh OTMEHEH.

I'010BOKpYKEHHME M CIYTAHHOCTh CO3HAHMS

NmeroTcst cooOIieHnst 0 BO3HUKHOBEHUH TOJIOBOKPYKEHHUH M CIIyTAaHHOCTH CO3HaHUS Ha (hoHe
noManugomuza. [lanmentam cienyer uzberaTb CUTyaluii, KOra TOJIOBOKPYKEHHE U CITyTaHHOCTb
CO3HAHMUS MOTYT NPEICTaBIATh MpoOjeMy, U HE MPUHUMATh JIPYrHe JEKapCTBEHHbIE CPEICTBa,
KOTOpbIE MOTYT BBI3bIBATH TaKUE€ K€ HapyUIeHHs, Oe3 MpelBapUTEIbHON METUIIMHCKOM
KOHCYJIbTallUH.

HMuaTepcTunmansaoe 3ab6oaesanue jgerkux (U3J1)

N3JI u npyrue cxoaHble SIBICHUA, BKIIIOYasl CIy4ad IMHEBMOHUTA, HAO01aniCh Ha (OHE JICUSHUS
noManuaoMuoM. [TanenTam ¢ OCTPHIMU CUMIITOMAMU HJIM HEOOBSICHUMBIM YX Y IIIIEHHUEM JIETOYHOM
CHUMIITOMATUKH CJIEAYET NMPOBECTH THIaTelNbHOE obcienoBanue s uckiodenus U3J1. B xone storo

O6CJI€,Z[OBaHI/I$I JICYCHHUEC ITOMAJIMIOMUIOM OOJIZKHO OBITD MMPUOCTAHOBJICHO, a IMPU MOATBCPKACHUU
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COOTBETCTBYET QKCNEFTHOMY OTYETY
ot 27.08.2025 Ne 21321
nuarnosa M3JI HasHaueHa cOOTBETCTBYOIIay Tepanusy|JIeyerye  TIoMamuoNuTIoM MOKET] ObITh

BO300HOBJICHO TOJILKO IIOCIIE TH_IaTe.HBHOI\/'I OILICHKU IMOJIb3LI U pUCKaA.

3aboaeBaHus [IeYESHU

BripaxkeHHOE TOBBIIIIEHHE aKTUBHOCTH aJaHMHAMUHOTpaHcdepasbl U KOHILIEHTpalMU OMIMpyOnHa
OTMEYaJId y MallMEeHTOB, MPUHUMABIINX MOMaNUuAOMUL (cM. pazzaen 4.8). 3aperucTpupoBaHbl TaKxKe
Clly4yau TenaTuTa, KOTOpble MPHUBEIM K MPEKPAIECHUIO JICUEHUS MOMATUIOMHUAOM. PerynspHbiii
KOHTPOJb (YHKIIMM TICUEHH PEKOMEHIYeTCsl B TEYCHHE TEpBBIX 6 MeCAIEB Teparuu
MOMAJIMIOMHUJIOM, a B MOCIEAYIOIIEM 10 KIMHUYECKUM MOKA3aHUM.

Hnghexyuu

Coobmanoch 0 penkux ciaydasx peakTuBanuu Bupyca rematuta B (HB) y mamuenrtos, panee
WH(OUIIMPOBAHHBIX BHPYCOM Temartuta B, Mpu JIeYeHWH MNOMaIHIOMHUIAOM B KOMOWHAIIUM C
JIEKCAMETa30HOM. B HECKOJBKHMX Clydasx OTMEYAJIOCh NPOrPECCUPOBAHME TIEMaTUTa 1O OCTPOU
MEYEHOYHON HEJOCTaTOYHOCTH, B pE3yJIbTaTe Yero NoMaiuaoMua Obu1 OTMEHEH. [{o Havana jedeHus
MOMAaJTUOMUIOM HEOOXOIMMO BBITTOTHUTH TECT HA HAIMYME M aKTUBHOCTH BUpyca remaruta B. s
NAlMEeHTOB C TMIOJOKUTEIbHBIM TECTOM Ha HallMuyue BuUpyca Tematuta B pexkoMmeHayercs
KOHCYJIBTALIMSl Bpaya, UMEIOLIEr0 OIBIT JICYEHUS MALMEHTOB ¢ BUPYCHBIM remnatutoM B. Cnenyer
coOiroaaTh OCTOPOXKHOCTh MPU COYETAaHHOM MPUMEHEHHH MOMaJIWJAOMHUAA U JeKcaMeTa3oHa y
NAalMEHTOB, MEPEHECUINX BUPYCHBINA renatut B, BKIIIOYask MallMEHTOB C MOJOKUTEIbHBIM TECTOM Ha
antu-HBc anTuren, Ho ortpunarenbHbiM TectoM Ha HBs anTuren. 3a TakumMu mnanueHTaMu
HEOOXOIUMO YCTAHOBUTH TIIATEeNbHOE HAONIOEHUE B TEUYEHHE BCEro Kypca Tepamuu Jyis
CBOEBPEMEHHOTO BBISIBICHUS CHMIITOMOB M MPHU3HAKOB AaKTUBHOIO 3a00J€BaHMs, BbI3BAHHOTO
BUpPYCOM remnarura B.

IIporpeccupyronias MyiabTUGOKAILHAS JeHKOodHIIedaATOnaATHS

Coo0manoce 0 ciydasx pa3BUTHSA MPOTpecCUpyIomeld MyJIbTH(GOKAIBLHON JeliKodHIedarionaTuu
(IIMJI) y nauuMeHToB, NPUHUMABIIUX NOMAJIMIOMUJ, BKIOYas CIy4aud C JIETAIbHBIM HCXOJOM.
Cornacno coobmenusm [IMJI pa3zBuBanace B neproj OT HECKOJIBKUX MECALEB 10 HECKOJIBKUX JIET
1ocje Havyasa JeYeHHUs MOMaMAOMUIOM. B ocHOBHOM coobmanocs o ciaydasx [IMJI y nanuenTos,
IOJIy4aBUIMX COIYTCTBYIOLIEE JICYCHUE NEKCAMETA30HOM, WM PaHee MPOIIEIIINX XUMHOTEPAIIHIO
JPYTHM UMMYHOZETIPECCUBHBIM IIpenapaToM. Bpadam cienyeT peryisipHO NpOBOJUTh MEIUILIMHCKUI
ocMoTp nanuenToB. [Ipu cocraBnenun nuddepeHaIbHOro JUarHo3a y NaieHTOB ¢ HOBBIMU WIIH
IPOrPECCUPYIOUIMMH  HEBPOJIOTMYECKMMHU  CUMIOTOMAaMH, IpPU3HAKAMM  KOTHUTHBHBIX U

MOBEJICHYCCKUX HAPYIICHUH, HEOOXOUMO YYUTHIBaTh BO3MOXXHOCTH pasButus [IMIJI. Ilanuentos
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CIIEyeT NPEAYNPENUTH O TOM, YTO UM CTOMT OOOIIMTE [GBOMN] BIMBKAM FIHUaM,) FXRiHBAI0IHMA

3a HUMH, O JICUEHUH, IOCKOJIBKY OHM MOT'YT 3aMETUTh CUMIITOMBI, O KOTOPBIX NAI[UEHT HE 3HAET.
Huarnoctuka [IMJI nomkHa BKIIOYATh HEBPOJIOTHYECKOE 00CIENOBaHUE, IPOBEIEHUE MarHUTHO-
pEe30HaHCHOW TOMOrpa(uy rOJOBHOTO MO3ra M aHajlu3a CIMHHOMO3IOBOM KMJIKOCTH HAa HaIU4ue
JHK Bupyca /Ixona Kanannarema (Bupyca JC) meTomom nosmmMepasHoit nenHoi peakuu (I11[P). B
kadecTBe anbrepHaTuBbl [1L[P-nccienoBannio MOKeT OBITH MPOBEACHA OMOIICHS TOJIOBHOIO MO3Ta
st onpenenenus supyca JC. Otpunarensubiil pesynastar ITIP-uccnenoBanust Ha Bupyc JC He
uckirouaet pazsutue [IMJI. Heo6xonumo oGecnednTs TOMOJHUTEIbHOE HAOI0ICHHE 32 TTAIIMEHTOM
U TPOBECTU JOMNOJIHUTENIBHBIE HCCIIEAOBaHMs, €CJIM albTEPHATUBHBIA JMAarHO3 HE MOXKET ObITh
YCTAHOBJIEH.

[Ipu nHanuuuu noxo3penus Ha pazsutue [IMJI cnenyer npruOCTaHOBUTH IIPUEM 10 €€ UCKII0YeHUs. B

ciydae noarepxkaeHus [IMJI, ciemyeT okoHUaTeIbHO MPEKPATHTh JICUCHUE TTIOMATAIOMHUIIOM.

4.5. BzaumojeiicTBHe ¢ JAPYrHMHM JeKapPCTBEeHHBIMH MNpenapartaMM ¢ Jpyrue BHJbI
B3auMOAeliCTBUSA

BansHne moManmaoMuaa Ha JpYrue JISKapCTBEHHBIC IMperapaThl

Cunraercs, 4TO NOMAIMIOMHUJ HE BBI3BIBACT KIMHMYECKH 3HAYMMBIX (PAPMaKOKMHETUYECKUX
JICKapCTBEHHBIX B3aUMOJCWUCTBUH, CBS3aHHBIX C YTHETCHHWEM WM HWHAYKIHEH H30(epMEHTOB
nutoxpoMa P450, nnam akTuBalMed WIM YTHETEHHEM TPAHCIOPTHBIX CHUCTEM, IIPU COBMECTHOM
NPUMEHEHUH ¢ cyOcTpaTaMM 3TUX (EpMEHTOB WIM TpaHcHnopTepamMu. BO3MOXXHOCTB Takux
JIEKapCTBEHHBIX B3aUMOJICHCTBUH, BKJIIOYas BIMSHHE IOMAJIMIOMUAA Ha (PapMaKOKMHETUKY
KOMOWHUPOBAHHBIX MEPOPATbHBIX KOHTPALENITUBOB, KIIMHUYECKU HE OIICHUBANACh (CM. paszen 4.4).

Bimsguue aApyrux JIEKapCcTBEHHBIX MPEeNapaToB HA MOMaJTHMIOMUJL

[Tomamumaomun vactuano merabonusupyercs nzodpepmenramu CYP1A2 u CYP3A4/5 u sBnsercs
cyoctparom nmnsi P-rmukonportenna. KoMOuHMpOBaHHOE MPUMEHEHHE MOMATUIAOMHUIA C CUIBHBIM
unruouropom m3opepmenta CYP3A4/5 u P-gp KeTOKOHa30I0M WIHM C CHIBHBIM HHIYKTOPOM
uzopepmenta CYP3A4/5 kapOama3zenmuHOM KIMHUYECKHM 3HAYMMO HE BIUSJIO Ha JCHCTBHE
nomanuaoMuga. CoBMeCTHOE TpHUMEHEHHE CuibHOrOo wuHruomrtopa wu3odepmenta CYP1A2
¢d1yBOKCaMUHa B MPUCYTCTBUU KETOKOHA30J1a YBEJIMUMBAJIO BO3ICHCTBUE TOMAIUIOMH/IA B CPEAHEM
Ha 107 % mpu 90 % AU [91 % — 124 %] B cpaBHeHHH ¢ KOMOMHAIIMEH TOMAIIAIOMHU/I-KETOKOHA30]I.
B npyrom ncnenoanuu BnusHus nHruouropa msopepmenta CYP1A2 Ha uzmeHenus Metabonu3ma,

Npu  COYCTAaHHOM TMpuUMeHeHHH uHruoutopa wu3zopepmenta CYPIA2 ¢nayBokcamMmuHa U

15
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MIOMANTHIOMH/I, CPEHSISI SKCIIO3UIIMS TOMATHOMAUIA (YBEIHUHIIACE Ha 11251 04-[90: Y4 LI (98, %o —

157 %] B cpaBHEHUHU ¢ IPUMEHEHHEM MOMAIKOMHUIA B MOHOTEpanuu. ECu CUIIbHBIA MHTHOUTOD
uzopepmenta CYP1A2 (mampumep, uunpoduioKcanuH, 3HOKCAIMH U (DIyBOKCAMUH) MPUMEHSIOT
COBMECTHO C MTOMaJIUJIOMHUIOM, HEOOXOIUMO YMEHBIIIUTD 103y moManuaomuaa Ha 50 %.
Hexcamema3son

KomOunupoBanHas Tepanus moMaJugOMHUIOM B MOBTOPHBIX J103aX 110 4 MI' U JIEKCaMETa30HOM B
nozax 20 — 40 mr (cnalOblii-yMepeHHbI WHAYKTOpP HEKOTOphIX ¢epmeHtoB CYP, Bkiovas
nzodepment CYP3A) y nmaniueHTOB ¢ MHOKECTBEHHOW MHEIIOMOM HE COMTPOBOXKIATACH HAPYIIICHHUEM
(apMaKOKUHETHKH IOMAIMIOMU/IA [0 CPABHEHUIO C MOHOTEpANel NOMaIUIOMUIOM.

Bnusnue nexcamerazoHa Ha BapdapuH HE H3Y4EHO, IOITOMY PEKOMEHIYETCS TIIATEIbHO

MOHHUTOPHPOBATh KOHLIEHTpaLUIo BaphaprHa Ha (hoHEe KOMOMHUPOBAHHOM TEpaIuu.

4.6. PepTUWIBHOCTD, 0€PEMEHHOCTb U JIAKTAIUSA

JKeHIIMHEI C IETOPOIHBIM ITOTEHIHAIOM (KOHTPALEIINA V MYKUYMH U JKCHIIAH )

JKeHIMHBI ¢ COXpaHEHHBIM JETOPOIHBIM MOTSHIIMAIOM JIOJDKHBI HCTIOIH30BaTh 3P EKTUBHBIN METOT
KoHTpauenuuu. Ecnu GepeMeHHOCTh HAcTynujaa BO BpeMs JICUCHUs MOMATMIOMHAOM, TO MPHEM
npemnapara JI0JKeH ObITh MPEKpalleH, a KeHIUHA J0JDKHA ObITh HAlpaBlieHa K Bpady-TepaToJiory
Ut 00CIeToBaHUS U KOHCYIbTaliu. Eciin 6epeMEeHHOCTh HACTYIHIIA Y KEHIIMHBI, TAPTHEP KOTOPOit
MOJTy4aeT MOMAIUIOMHI, OHA JJOJKHA OBITH HAIIPABJICHA K Bpady-TEPaTOJIOTy JUIsi 00CIeIOBaHUS U
KoHcybTanuu. [lomanuaomu oOHapyKUBaeTCs B CEMEHHOM KMIKOCTH YelloBeKa. B kauecTBe Mephl
MPEIOCTOPOKHOCTHU BCE MAIIUEHTHI MY>KCKOTO TT0JIa JIOJKHBI UCTI0JIb30BaTh IPE3€PBATUBLI B TEUCHHE
BCEr0 Kypca JICUEHHUs, B MIEPEPhIBaX MEXIY JICUEHUEM U B TEUECHHE /7 JHEW MOocie MpeKpanieHus
JICYeHUsI, €CIIM WX MapTHepina OepeMEeHHa WM MMEET COXPAHCHHBIN JETOPOIHBIN MOTEHIUA U HE
HCITONIB3YET KaKOW-TH00 METO KOHTpalenuu (cM. pasaenst 4.3 u 4.4).

bepeMeHHOCTh

[Tomanumomu MOKET 00JIaIaTh TEPATOTEHHBIM JCHCTBHEM Y JIOJICH.

[Ipenmapat nmpoTuBOIIOKa3aH BO BpeMsi OEPEMEHHOCTH M y KCHIIUH C COXPAaHEHHBIM JIETOPOJIHBIM
MOTEHLIMAJIOM, 3a HCKIIOYEHHEM CJIy4aeB NpPHUMEHEHHS C COOJIOJCHHEM BCEX YCJIOBHMA
MpeoXpaHeHUst OT OepeMEHHOCTH (CM. pasnensl 4.3 u 4.4).

Jlakranus

He ycranoBieHo, BbIAEISETCS JM MOMAIUIOMHUI C TPYIHBIM MOJIOKOM ueioBeka. [lomamumomun

OoOHapyXHBaJCi B MOJIOKE KpbIC, KOTOPHIM BBOJAMJIM TIpenapar. YYHUTbIBasg BO3MOXKHOCTb
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HEXKEJATENBHOr0 JICHCTBUS MOMAIMIOMU/IA §a HOBOPQHKACHHBIX| HEQOXOAYMOP| IPERPADATE] 100

IpyIHOE BCKapMJIMBaHME, JIMOO MpUEM Ipernapara, NIpUHUMAas BO BHUMaHUE BaXKHOCTh T'PYAHOTO
BCKapMJIMBAHUS U JICUCHHUS I MAaTEPH.

DepTUILHOCTE

VY KMBOTHBIX TOMATHIOMHUA OONamaeT HeOJaronmpusATHBIM BIMSHHEM Ha (EpTHIBHOCTh U
TepaTOreHHbIM ¢ dexToM. [TomanuroMua NPOHUKAET Yepe3 IJIAleHTy U OOHApYKUBAETCS B KPOBH

10/a (COTJIacHO JaHHBIM, MMOJYYCHHBIM Ha KpoJHKax) (cM. pazaen 5.3).

4.7. BausiHHe Ha CNOCOOHOCTH YNPABJATHL TPAHCHOPTHHIMHU CPeACTBAMH M padorarb ¢
MeXaHNU3MaMu

HOMaJII/I,Z[OMI/I,Z[ 06na1[aeT HC3HAYUTCIIbHBIM WM YMCPCHHBIM BJIMIHUCM Ha CHOCOGHOCTB YIIPpAaBJIATH
TPAHCIIOPTHBIMU CpEACTBAMHM WJIM MexaHu3MaMu. Hekoropble moOouyHBIE AEWCTBUS Mpernapara
[TomanuaoMua, Takue Kak YTOMIIIEMOCTb, 3aTOPMOXEHHOCTb, CIYTaHHOCTb CO3HAHUS H
TOJIOBOKPYXKXCHHUC, MOTYT OTpULATCIIbHO BJIMATH Ha CHOCOGHOCTB YIpaBJICHUA aBTOMOGI/I.HeM )41
BBITIOJTHCHUEC IIOTCHIUAJIbHO OIIaCHBIX BHUI0B JACATCIIbHOCTH, TpGGyIOH_II/IX MOBBIIICHHON
KOHIEHTPAllMd BHUMaHUS M OBICTPOTHI ICUXOMOTOPHBIX peakuuid. I[lpu mosiBIeHHH TaKux

HEXKEJIaTEIIbHBIX SIBIICHHI CICOYCT BO3ACPKATHCA OT BBINIOJIHCHUA JAaHHBIX BUAOB ACATCIIBHOCTH.

4.8. HexenaTeabHbIEe peakunu

Pesrome mpoduist 6e3onacHOCTH

Bo Bpemsi KIMHHYECKHX HCCIIEeNOBaHUI Haubosiee YacThIMU HEXKeNATeNbHBIMU PEAKIUSAMHU ObLIH
HAPYIICHUS CO CTOPOHBI KPOBUM W JUMQaTHYeCKOW cuctembl: anemus (45,7 %), HeUTpomeHHS
(45,3 %) u TpomboruTorienus (27 %); cpenu OOIMX HAPYIICHUH M pPeakIil B MECTE BBEACHUS
npeobnaganu yromisiemocts (28,3 %), moseliienue temneparypsl (21 %) u nepudepruyeckue oTeku
(13 %); cpenn mHbekuni U napa3uTapHbIX 3a0oneBaHuil - mHeBMoHUs (10,7 %). Kak mo6Gounoe
neiictBue mepudepudeckas Hedpomnarus 3apeructpupoBaHa y 12,3 % mnanueHToB, a BEHO3HBIC
sambonmueckue U TpomOboTnueckue HapymeHus (BOTH) - y 3,3 % narnuentoB. Hanbonee gacTeiMu
HEKeNaTeNIbHBIMU  peakiusiMu 3 win 4 cTeneHu ObUIM HapyHIeHHS CO CTOPOHBI KPOBH H
auMdaTHIeCcKON cucTeMbl, BKiItouas HedTponeHuto (41,7 %), anemuto (27 %) u TpOMOOLIUTONECHUIO
(20,7 %); cpenu nHdekuil 1 nHBa3Ul - MHeBMOHUSA (9 %); cpenn 00IUX pacCTPONUCTB U HApYLICHUH
B MECTE€ BBEJCHHS IMpemnapara - yromisiemMocTb (4,7 %), moBbimienue temmeparypbl (3%) u

nepudepudeckue oreku (1,3 %). Haubonee yactoii cepbe3HON HexeNaTeIbHON peakiuel oka3aach
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naeBMOHUSL (9,3 %). W3 Apyrux cepbe3sybIX HEXEUANCHHHBIX) [PEIKLML H3apeTHCTIHPPBaHSI

bebpunpHas Hewrpornenus (4,0 %), neritponenus (2,0 %), Tpomoouuronenus (1,7 %) u BOTH
(1,7 %). HexenarenpHble peakiuy 4Yalle BO3HUKAIUM BO BPEMs MEPBBIX JABYX LHUKIIOB JICYCHHS
MOMAaJTUOMUIOM.

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINT

B panpomusupoBanHoM uccinenosanun CC-4047-MM-003 302 maumeHTa ¢ peLUIUBUPYIOLIEH U
pedpakTepHOl MHOXECTBEHHONW MUEIOMOM MOTy4aau moManuaomMua mo 4 mr 1 pas B aensb ¢ 1 mo 21
JIeHb TOBTOPHBIX 28-THEBHBIX IMKJIOB B KOMOWHAIIMM C €XCHEACIbHOW HHU3KOW 1030
JIEKCAMETa30Ha.

Hexenarenbuble peakuuu (HJIP), BO3HMKaBIIME Yy NAIlMEHTOB NpPU JICYCHUHM KOMOHMHAITUEH
NOMAJIMJIOMHUJA W JEKCaMeTa30Ha, IpEJACTaBIeHbl HU)Ke B Tabiuue 1 B COOTBETCTBUH C
Kiaccuukanuen mopaxeHui opranoB u cucrem opranoB MedDRA ¢ yuetom wactotsl Bcex HJIP u
yactotsl HJIP 3 unu 4 crenenu TspkecTH.

[IpuBeneHa yacTtoTa pa3sBUTUS HEKENATEIbHBIX PEAKLUN B IPYyNIE JIEUEHUS MOMAIMIOMHIOM B
KOMOMHAIMu ¢ JaexkcametazoHoM B uccnenoBanuu CC-4047-MM-003 (n = 302). HexxenaTtenbHble
peaKkuuy epeurcaeHbl HUKE B COOTBETCTBUH C KIaccu(UKaIueil 1o OCHOBHBIM CHCTEMaM U OpraHaM
U YacTOTE€ BCTPEYAEMOCTH, KOTOpas Oblla OIpejaeseHa B COOTBETCTBUU C KiaccuuKaiuen
Bcemuponon OpraHu3aLyu 31paBOOXPaHEHUs (BO3): OYECHb 4acTo
(= 1/10); wacro (= 1/100, < 1/10); newacro (= 1/1000 u < 1/100); peaxo (= 1/10000 u < 1/1000);
oueHb penko (< 1/10000); gacTora HeW3BeCTHa (HE MOXKET OBITh YCTaHOBJICHAa HAa OCHOBaHUU
UMEIOIINXCS TAHHBIX ).

Ta6auna 1. HJIP, 3aperucrpoBannbie B KJINHA4YecKkoM ucciaenopannu MM-003 y nanneHToB Ha

(l)one Tepanuu NOMAJIHAOMUAOM U 1€KCAMETa30HOM

CucreMHO-OpranHbIi HexesaTenbHbIe peakunu He:xenarenbHble peakuun 3-4

KJ1ace (cyMMapHO), 4acToTa CTENEeHHU THKEeCTH, YaCTOTa

HUngppexkyuu u uneasuu Ouenv yacmo: nHeBMOHMS | Yacmo: HEUTPONIEHUYECKUI
(GakTepumanpHasi, BHUpPYCHasT U | CEICHC, ITHEBMOHHMS

rpubkoBas wuH(peKuus, BKIOYas | (OakTepuanbHas, BHpPYCHas H

OTIIIOPTYHUCTHYECKHE NHPEKIIUH). | TpUOKOBass WHQEKIHs, BKIOYas

Yacmo: HEUTPONICHUYECKUN | OMMOPTYHUCTHYECCKUE HHPEKITIH ),
CerCHuc, OpOHXOMTHEBMOHUS, | OPOHXOITHEBMOHHS,  HMH(EKIIUU
OpOHXHT, uH(pEKIUn
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JIBIXaTeNbHBIX TYTeH, WHpEKIH |

[ hpiXaré ani bik| (e, Dbfdexmm

BEPXHUX JbIXaTENbHBIX MyTEH,

BEPXHHUX JIbIXaTEIbHBIX ITyTEH.

Ha30(apuHTUT, oOmnosichiBatonuii | Heuacmo: OpOHXHT,
JIVILIAN. ONOSICBIBAIOIIM I JIMILIAMN.
/lobpokauecmeennbole, Heyacmo:  6azanbHO-kieTouHast | Heuacmo: — 0a3anbHO-KIETOYHAS
B10KauecmeeHHble u | KapIMHOMa KOXH, | KapIuHOMa KOXH,
HeymouHeHHble IIJIOCKOKJIETOYHAS KapIMHOMa | TUIOCKOKJIETOYHAsIKaplIMHOMA
H06000pazoeanus KOXH. KOXH.
(6xknouas  Kucmovl U
noaunsi)
Hapywenus cmoponst | Ouenv  uacmo:  Heutponenusi, = Ouewb  uacmo:  HEUTPONEHUS,
Kposu u | TPOMOOILUTOINEHUS, JIEUKOINEHUs, | TPOMOOLIUTONECHUS, aHEMUSI.
numpamuueckoit aHEeMUs. Yacmo: bheOpunbHas
cucmemul Yacmo: deOpunbHas | HEUTPOIEHUS, ICHKOTICHUS.
HEUTPOIICHHUS.
Hapywenus Ouenv yacmo: cHkeHue | Yacmo: TUIIEpPKATUEMUs,
memabonuzma U | anmeTura. TUIIOHATPUEMUS.
numanus Yacmo: runepkanuemusi, | Heuacmo: CHUKEHUE aNIeTuTa.
TUTIOHATPUEMHSL.
Icuxuueckue Yacmo: ciyTaHHOCTb CO3HAHUS. Yacmo: ciyTaHHOCTb CO3HAHMUSL.
HapyuweHus
Hapywenusa co | Yacmo: 3aTOPMOKEHHOCTb, | Yacmo: 3aTOPMOKEHHOCTbD.
CMOpoHbL HepeHoil | iepudeprueckas ceHcopHas | Heuacmo: nepugepuyeckas
cucmemul HelponaTtusi,  TOJOBOKPYXEHHUE, | CEHCOpHas HelpomnaTus,
TPEMOD. rOJIOBOKPY’KEHUE, TPEMOP.

Hapywenus co cmoponut

Yacmo: BEpTUTO.

Yacmo: BepTHTO.

opzana cayxa u
nadupunma
Hapywenusn co | Yacmo: TpoM003 rTyOOKHUX BEH. Heuacmo: TpoM003 TITyOOKHX BEH.

CMOpPOHBL COCYO08
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Hapywenusn co

CHOPOHBL ObIXAMENbHOI

cucmemul, op2anog
2pYyOHOU  KilemKu U
cpedocmenus

Ouenwv yacmo: oxpimka, Kaiiens.. | 1|

[ Halkid: fonsuimga ™ | b Q00T

Yacmo: TpoMO03MO0THS JIETOYHOM

apTepuu.

Heuacmo: TpOMO0IMOOITHS
JIETOYHOU apTepHH, Kalllelb.

CMOPOHbBL KOJCU U

ROOKOMCHBIX MKAHEIl

Kenyoouno-xkumeunvie | Ouenv uacmo: juapes, TOLIHOTa, | Yacmo: nuapesi, pBOTa, 3amop .

HapyweHus 3arop. Heuacmo: TomHoTa, >XeIyq04HO-
Yacmo:  pBOTa,  KEIYJOUHO- | KHUIIEYHOE KPOBOTEUEHHUE.
KHILIEYHOE KPOBOTEUEHHUE.

Hapywenus co | Heuacmo: runepOunupyounemusi. | Heuacmo: runepouanpyOnHeMus.

CMOpOHbBI  NeYeHUu U

Dcenuesvle00auUX

nymeii

Hapywenusn co | Yacmo: cbllib, KOXKHBIN 3y/I. Yacmo: chllb.

Hapywenus co | Ouenv uacmo: 0601b B KOCTX, | Yacmo: 601b B KOCTAX.

CMOpPOHbL  MbIUEYHOU, | MBILICYHBIE CIIa3MBbI. Heuacmo: MbllIEUHBIE CTIa3MBl.
CKelemHou u

COeOuHUmMeNbHOU

mKanu

Hapywenusa co | Yacmo: noyeuHas | Yacmo: [IOYEYHas
CMOpPOHbI  NOYeK U | HEIOCTaTOYHOCTD, 3a/epKKa | HEJOCTaTOYHOCTb.
IMOU€eBbI800AUX nymell | MOYH. Heuacmo: 3aaepxka Mouu.

Hapywenusn co
CMopoHbl
penpooOyKmueHou
cucmemvl U MONOUYHBIX

JHcee3

Yacmo: 60au B 00JIaCTH MaJIOTO

Tasa.

Yacmo: 001 B 00JIaCTH Majoro

Tasa.
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O6wue mnapywenus u | Ouens uacmo: YTTMHHGMOGTL';:'::J” [Halbwo: E N =HOC YrobiisienmocTs,
peakyuu 6  Mmecme | TIOBBIIICHHE TEMIIEpaTyphl, | TOBBIIICHHE TeMIIepaTyphl,
66edenus nepudeprudeckue OTeKu nepudepuIecKrue OTEeKH.
Vlabopamopnuvie u | Yacmo: HeuTponenus, | Yacmo: HEUTPOIICHUS,
UHCIPYMEHMAabHble JCHKOTICHHs, TPOMOOLIMTOIICHUS, | JIGHKOMEHUS, TPOMOOIIUTOTICHHSI,
OaHHble MOBBILICHHE AKTUBHOCTH | TIOBBIIICHHE AKTUBHOCTH
aJlaHMHAMUHOTpaHcepasbl. aTaHMHAMUHOTpaHCepasbl.

B jmomonmHeHue K BBINICONMMCAHHBIM HEXKETATEIIbHBIM PEAKIUSAM, BBISIBICHHBIM B OCHOBHBIX

KIMHHUYCCKHUX UCIIBITAHUAX, B Ta6m/1ue HHKE MMPCACTABJICHBI JAHHBIC IO HEXKCIIATCIIbHBIM PEAKIIUAM,

BBIAABJICHHBIM B TCUCHUEC IMTOCTPETUCTPALIMOHHOI'O Ha6J'IIOI[eHI/I$I.

Ta6auna 2. HJIP, 3aperncrprupoBaHHble y NAllHEHTOB HA (poHe Tepanuu NMOMAJIHIOMHUAOM B

NMOCTPEruCTPAIMOHHBINA MEePHO
CucremHo-oprannplii  HexesnareabHbie He:kenarTeabHble peakuuu
KJIACC peakuuu (CyMMapHO), 4acTOTA 3-4 cTeneHu TAXKECTH, YACTOTA
HUngpexyuu u unsazuu | Yacmoma Heuszgecmua:| Yacmoma Heu3B8ecmna:
peakTuBalus BUpyca remnarura B. peakThBalus BUpyca remnarura B.
Hapywenusn co| Yacmo: NaHUUTONEHUS. Yacmo: MaHIIUTONICHUS.
CMOpPOHbL  Kposu U
niumpamuueckoi
cucmemul
Hapywenusn co| Yacmo: aHTMOHEBPOTUYECKHM OTEK,| Heuacmo: AQHTMOHEBPOTHYECKUM
CHOPOHBI  UMMYHHOIU | KPAIIMBHULLA. OTEK, KpalMBHHUIIA.
cucmemul Yacmoma neuzeecmua: Yacmoma neuzgecmua:
aHapuUIaKTHYECKAas peaKIusl. aHa(pUIaKTHYECKas peaKIusl.
IHOOKpuHHbLE Heuacmo: runotupeos.
HapyuwieHus
Hapywenusn Yacmo: runiepypuKkemMusl. Yacmo: runepypuKkeMus
memaoboauzma u
Heuacmo: CUHJPOM muzuca Heuacmo: CHUHIPOM nu3uca
numanus
OMYXOJIH. OIyXOJIn
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Hapywenusn co
CMOpOHbL HepeHoul
cucmembol

Yacmo:

qﬁwpnqepbﬁﬁb‘d

| Hedaabmot EINTEHOCTE OliaCynsT,

KPOBOTCUYCHHUC.

Heuacmo: HWHCYIJIBT.

BHYTPUYEPEITHOE KPOBOTEUECHHUE.

Hapywenus co
CMOpOHbL cepoya

Yacmo: cepaeyHas

HEIOCTaTOYHOCTh,  (PUOPUIIIALIUS

npencepanii, THPapKT MUOKap/a.

Yacmo: cepacyHas
HE/IOCTaTOYHOCTh,  (PUOPHUIIIALIUSA
MpEICEepaUN.

Heuacmo: undapkt Muokapa.

cunapoM CtuBeHca-/[>KOHCOHa.

Hapywenus co Yacmo: HOCOBOE KpOBOTEUEHUE,| Heuacmo: HOCOBOE KpPOBOTEUYEHHE,
CMOpOHbL
. WHTEPCTUIIMANIBHOE  3a00JIeBaHUE MHTEPCTHIHMAILHOE  3a0olieBaHUE
ovixameabHou
cucmemul, Op2anoe JIETKUX. JIETKUX.
2PYOHOU KJlemKu u
cpedocmenus
Hapywenus co Heuacmo: renarur.
CHMOpPOHbL neYeHu u
Drcenuesvle00AmUxX
nymei
Hapywenus co Yacmoma Heuzgecmua:| Yacmoma Heuzeecmua:
CHLOPOHbBL KOMCU U
. | JeKapCTBEHHAas peakuus C| JIEKapCTBEHHas peakuus c
NOOKOMCHBIX MKaHell
503uHOPMIME W CHUCTEMHBIMHU| 303MHOMUIMEH U  CHUCTEMHBIMH
CHUMIITOMaMH, TOKCUYECKUI| CUMIITOMAaMHU, TOKCUYECKUHI
AMUAEPMAIIbHBIN HEKPOJIU3, SMUACPMAIBHBIN HEKpPOJIn3,

cunzipom CtuBeHca-/[>koHCOHa.

Vlabopamopnuie
UHCIMPYMEHMAbHbIE

OaHHble

u

Yacmo: NMOBBIIICHUE KOHICHTpal

MOYEBOM KHCJIOTHI B IIJIa3MeE KpOBH.

Hevacmo: MHOBLIIIIEHUE
KOHIICHTPAllUd MOYEBON KHCIIOTHI B

1a3Me KpoBH.

Onucanue OTACIBHBIX HEKEIATCIbHBIX PEAKIIHI

TepamozeHHocmb

[TomanuaoMus CTPYKTYPHO CXOACH C TaJUIOMHJIIOM, M3BECTHBIM TEpPATOTEHOM JIJIsA YEJIOBEKa,

KOTOpI;Iﬁ BBI3BIBACT TSXKCIIBIC,

YTPOXKAIOLIUE JKU3HU BPOXKACHHBIE Je(EKTHI.

O6HapyxeHo

TEPaTOr€HHOE ACUCTBUE TOMAIMIOMHU/IA B IIEPUOJ OCHOBHOI'O OPraHOIeHe3a IIPH €ro NPUMEHEHUH Y

KpplC M KpOJuKOB (cM. pazzmensl 4.6 u 5.3). Ilpu npumMeHeHMHM NOMaIuAOMHUIA BO BpEMs

OEpPEMEHHOCTH Y JIFOICH BEPOATHO MPOSIBICHUE €T0 TEPATOTCHHOTO NEUCTBUS (CM. pasznaen 4.4).

Heiimponenus u mpomboyumonenus
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Heiirponienust Obina 3apeructpupoBana y 45,3 % NANUCHTOB!| TIONY FSOTUAX HOMATHIOVMUL B

COUETaHWH C JIeKcaMeTa3oHOM B HHM3KOH no3e (Pom + LD-Dex). Helitponenus 3 unm 4 creneHu
TsDKECTH BO3HHKana y 41,7 % manueHToB, MpU 3TOM HEWTpomeHus peako Obuia cepbesnoit (2,0 %
MAIMEHTOB), HE MPUBOIMIIA K MTPEKPAILIEHUIO JIeUeHUs, Obljla MPUYMHON NepepbiBa B ieueHuu y 21 %
MalUEHTOB U MPUYUHOW CHYXKEHUA 10361 Y 7,7 % manueHToB.

®ebpunbHas HeliTponienus: (PH) Obiia otmeueHa y 6,7 % nauuentoB Ha ¢pone Pom + LD-Dex. Bee
nposiBieHust 6sun 3 u 4 crenenu Tsokectu. @H npusHana cepre3noit y 4,0 % manueHToB, ObLIa
NIPUYMHON NepephIBa B JieueHUH y 3,7 % MauueHTOB, MPUYMHON CHUKEHUS 10361 - ¥ 1,3 % nanueHTos.
Hu y onHOTO manuenTa jgeyeHune noIHOCTHIO He MPEKpaIianoch.

TpomOouuTonenus O6buta 3apeructpupoBana y 27,0 % mnamuentoB, noiaydaBmux Pom + LD-Dex.
TpomOouurtonenuss 3 wim 4 crenmeHn Tspkectw Obita y 20,7 % mMalnueHTOB, NPH  3TOM
TPOMOOLIUTONEHHS paclieHeHa Kak cepbe3Has y 1,7 % maiueHToB, cTajla IPUYUHON CHUYKEHUS J03bI
y 6,3 %, nepepbiBa B aeueHUH y 8 % u npekpaienus jeuenus y 0,7 % nanueHTos.

Unghexyuu

WNndexnun okazanuch HanOojiee YacCTHIM HET€MAaTOJIOTHUYECKUM TMPOSIBICHHEM TOKCHUYHOCTH: OHH
3apeructpupoBanbl y 55,0 % nanuentoB npu gedennn Pom + LD-Dex. [IpumepHo nonoBuHa 31X
nHpekuii Obi1a 3 uau 4 creneHu TsHkecT. Hanbosee yacThIMu OCIIOKHEHUSIMU OBLITA TTHEBMOHUS 1
UH(EKIMHY BEpXHUX AbIxaTeabHbIX myTeit (y 10,7 % u 9,3 % nanuenTtos, cooTBeTCTBeHHO). B 24,3 %
cilydyaeB MH(EKIMHU ObUIH Cephe3HBIMU U Y 2,7 % MaIMEeHTOB OKa3alHCh JICTAIBHBIMUA (5 CTENeHb
TsokecT). UHdexkuu norpedoBanu mnpekpauieHus jgedeHus y 2,0 % mnaiueHToB, MpepbIBaHUs
neuyenus y 14,3 % u camxenust 103b1 y 1,3 % nmamueHTos.

Tpombosmboruyeckue HapyuieHus

Benosusie smbonnyeckue uiu tpomboTrueckue Hapymenus (BOTH) BoisiBienst y 3,3 % nanueHTos,
nonyyaBumx Pom + LD-Dex. Otu Hapymenus 3 uinm 4 cTeneHW TsKecTH oTMeueHbl y 1,3 %
nauueHtoB. Y 1,7 % mnanuentoB BOTH npusHansl cepresnbiMu. BOTH He compoBoxmainch
JeTalbHBIM HCXOJIOM U HE TPeOOBaIM MPEKPAIICHUS JICUCHUS.

[IpodunakTuueckoe mMprMEHEHUE AICTHIICATHIIMIOBONW KUCIOTH (WJIM IPYTHX aHTUKOATYJISIHTOB Y
NAI[MEHTOB C BBICOKUM PUCKOM) ObUIO 00si3aTenbHbIM. [IpH OTCYTCTBHH MPOTHUBONOKA3aHUIMA
PEKOMEHI0BAJIOCh TAaKXKe JICYCHHE aHTUKOATYJISTHTAMH.

Iepughepuueckan netiponamus

[epudepuueckass Heifpomatusi, B OCHOBHOM | win 2 cTemeHH TsKecTH, oTMmevanach y 12,3 %

nanueHToB npu JieueHnu Pom+ LD-Dex. Peakiuu 3 unu 4 creneHu TAKECTU 3apeTUCTPUPOBAHBI Y
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COOTBETCTBYET QRCHEFTHOMY QTYETY

cBs13u ObUIO npekparieHo y 0,3 % manueHTos.
Menuana BpeMeHH 10 MaHu(pecTauuu nepudepudeckoil HelpornaTuu coctapisuia 2,1 Henenu mnpu
koneOanusax ot 0,1 mo 48,3 nemens.
Menuana BpEMEHH 0 pa3pelieHus 3TOro OCI0KHEHUS cocTaBisa 22,4 Heleu.
Kposomeuenus
Coo0mranock 0 caydasx KpoBOTeUeHU Ha (hOHE JIeUSHHs TOMATHIOMHUIOM, OCOOCHHO Yy MallMeHTOB
¢ Hamu4ueM (PaKTOpPOB PHUCKA, TAaKMX KaK COMYTCTBYIOIIMNA MPHEM IpernapaToB, YBEIUYUBAIOLIUX
PUCK KpPOBOTEUYEHHMM. DNHU30/[bl KPOBOTEUEHHM BKIIOYAIN B ce0si HOCOBbIE, BHYTpUUEpEIHBIE U
YKETYTOYHO-KHUIIIEYHbIE KPOBOTEUCHUS.
Annepauyeckue peakyuu u msaxicenvle KOJHCHble peakyuu
AHTHMOHEBPOTUYECKUN OTEK, aHaUIaKTUYEeCKass peakiusi U TsDKEJIble KOJKHbIE PEaKIMH, BKII0Yas
CCH, TOH u DRESS cunapomsl ObutH 3aperdCTpUpOBaHbl Ha (DOHE MPUMEHEHHUS TOMATUAOMHU/IA.
[TarmeHTsI ¢ TAXKENO0N KOKHOU peakiueld B aHAMHE3€, CBSI3aHHOM € JICUCHUEM JICHATUIOMHUIOM WU
TaTUAOMHIOM, HE JOJKHBI MTOTyYaTh HOMaIUIOMU (cM. pasnen 4.4).

eTu
HJIP, 3apeructpupoBaHHbIC Y IeTel 1 TOJAPOCTKOB (B Bo3pacTe oT 4 710 18 11eT) ¢ penuIuBUpyIOITUMHA
WIH TIPOTPECCUPYIOMIMMH OIYXOJISMHU TOJIOBHOT'O MO3Ta, COOTBETCTBOBAIH MU3BECTHOMY MPOQIITIO

0€30MacHOCTH MOMAIHIOMHIJIA y B3POCIIBIX MAlMeHTOB (CM. paszmen 5.1).

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno coo011aTh 0 Mo103peBaeMbIX HEKEIATeIbHBIX PEAKIUSIX MOCIIE PErHCTPAIH JICKApCTBEHHOTO
mpernapara ¢ 1elblo 00ecledeHrs] HeMpPEepPhIBHOTO MOHHTOPHHTA COOTHOIICHHS «IIOJIb3a — PHCK»
JIEKapCTBEHHOTO TMpernapata. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYETCsl COOOIaTh O JOOBIX
MOJI03PEBAEMBIX HEXKENATEeNIbHBIX pPEaKIMIX JIEKApCTBEHHOIO IMperapara uyepe3 HaldOHaJIbHbIE
CUCTEMBI COOOIIEHUST O HEXKENATeIbHBIX pEAKIHsIX TOCyJapcTB — 4IEHOB EBpasmiickoro
YKOHOMUYECKOTO COI03a.

Poccuiickas @enepanus

®denepanpHas ciayx0a mo Haa30py B chepe 3apaBooxpanenus (PocsnpaBuanzop)

Anpec: 109012, r. Mocksa, CraBsiHCKast miiomaip, 1. 4, ctp. 1

Ten.: +7 (499) 578-06-70, +7 (499) 578-02-20, +7 800 550 99 03

@akc: +7 (495) 698-15-73
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CaiiT B nH(OpPMAIIMOHHO-TEICKOMMYHUKAIIMOHHOM ceTH «MHTepHeT»: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHMIITOMBI

[TomanumoMu B BBICOKMX OAHOKPATHBIX /103aX 10 50 MT y 310pOBBIX TOOPOBOJIBIIEB U B 103ax 10 mr
HpI/I HOBTOpHBIX CIKCIHCBHBIX aneMax y ITalIgMCHTOB C MHO)KGCTBGHHOI\/'I MI/IGJIOMOI\/'I HC BBI3bIBAJI
CepBhE3HBIX HEXKENATEeNbHBIX PEaKIid, 00YCIOBICHHBIX MEPEI03UPOBKOM.

JleueHue

B nccnenoBanusx ObIJI0O OTMEUYEHO, YTO MOMATUIOMHUI YAAISAETCS MPU TEMOIHAIIN3E.

B cnyuae nepeno3upoBKH peKOMEHIyeTCs OAIEP/KUBAOILAs TEPAIIS.

5. ®APMAKOJIOTHYECKHE CBOMCTBA

5.1. ®apmakoanHaMH4YecKre CBOMCTBA

®dapmakoTepaneBTUUYECKas rpyIna: UMMYHOJEIPECCAHTBI; IPYTue UMMYHOACTIPECCAHTHI.
Kon ATX: L04AXO06.

MexaHusM aeiictsusl, papmakognaamMuyeckue dPperTel

[Tomanumaomun o6mamaeT MpsIMOM aHTUMHUEIOMHONW TYMOPOIUIHON aKTUBHOCTBIO, IEMOHCTPUPYET
UMMYHOMOZYJIUPYIOIeE JCHCTBHE U YTHETaeT CTPOMANIbHBIC KIETKH, MOJIEPKUBAIOIINE POCT
OITYXOJIEBBIX KJIETOK MHeNOMbI. [ToManumomun n30uparenbHo yrHeTaeT nponudeparyio 1 BEI3HIBACT
amomnTo3 TIeMaTONMOATHYECKUX KIETOK omyxoinu. Kpome Toro, mnoMaauaoMuja —yrHETaer
npoiaudepannio JTUHUN KIETOK MHOXECTBEHHONW MHENIOMBI, YCTOWYHMBBIX K JICHAIUIOMHIY, U
o0namaeT CHUHEPrU3MOM C J€KCaMeTa30HOM II0 CIOCOOHOCTH BBI3BIBATH  arloNTO3  Kak
YYBCTBUTEIBHBIX, TAK M YCTOMYMBBIX K JICHATHIOMUY JHHHUI OIMyXOJEeBBIX KiIeTOK. [Tomamumomuy
YCUJIMBAET KJIETOYHBIH MMMYHUTET C ydacTueM T-KJIEeTOK M MPUPOAHBIX KWIJIEPOB M YTHETAeT
00pa3zoBaHue MPOBOCTIAIUTEIBLHBIX IIMTOKUHOB (HarpuMep, (pakropa Hekpo3a omyxoiu-o, TNF-a, u
uHTepieiikuHa-6, 1L-6) monomuramu. Ilomamumomu Takke TOPMO3UT AHTHOTEHE3, OJIOKUPYS
MUTPAIUIO U a/IFE3UI0 KIIETOK dHIOTEIHS.

[TomanuaoMu CBSI3bIBA€TCSI HEMOCPEACTBEHHO C OENKOM IepeOJIOHOM, BXOISALIMM B COCTaB
koMIuiekca E3 yOWKBUTHHIWTA3bl, KOTOPBIM BKItouaeT Oenok-1 (DDBI), cBsswBatomuiics ¢
MOBpPEXACHHON ae30kcupubonykinenHoBoit kucinoror (JHK), xymmun 4 (CUL4) u perynarop

kymmuHOB (Rocl), u mogaBnsier caMoyOMKBUTHHHpPOBAHUE IepeOIOHA BHYTPU STOTO KOMILIEKCA.
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PasHooOpasue BIMAHUA NOMANUIOMUJA HA KICTKH MOIKHO [OTYacty /O00bACHUTE (AeicTBeM E3-

yYOUKBUTHHIINTA3, OMIOCPEAYIONINX MOINYOUKBUTHHUPOBAHUE PA3TUUYHBIX CYOCTPATHBIX OEJIKOB.
B npucyrctBum noManmumoMuia B YCIOBHSX in vitro cyOctpatHble Oenku Aiolos u Ikaros
MOJIBEPTaloTCsl YOMKBUTUHHUPOBAHUIO M TOCIEAYIOUIEMY Pa3jOXKEHHUIO, YTO MPHUBOJIUT K TMPSMBIM
UTOTOKCUYECKUM M HMMYHOMOAyIHpyromuM 3ddextam. B ycnoBusx in vivo moManuaoMuja
CHIDKAeT ypoBeHb Oenka lkaros y manmeHTOB C peHUAMBUPYIOLIEH MHOXKECTBEHHOH MHEIIOMOM,
pedpakTepHOil K TCHATUIOMHUTY.

eTu
B pamkax nmpoctoro oTKpeITOro uccieaoBanus $assl 1 ¢ yBenmudeHHeM J03bl, IPOBEICHHOM B OJTHOM
TpylIe ManueHToB, MaKCHUMajbHas MEepeHOCHMas J[03a W/WIM peKoMeHayemas no3a ¢(aszbr 2
MOMAIUAOMUA y JeTell M HOJPOCTKOB Oblla oOmpedelneHa Ha ypoBHe 2,6 Mr/M>/ieHb mHpu
nepopayibHOM MTPUMEHEHUH ¢ 1 110 21 1eHb MOBTOPHOTO 28-THEBHOTO LUKJIA.
D¢ heKTUBHOCTH HE ObLIAa MPOAEMOHCTPUPOBAHA B MHOTOIICHTPOBOM OTKPBITOM HCCIIEIOBAaHUH (ha3bl
2, MPOBEJCHHOM B MapajUIeTbHBIX TPYNNax ¢ ydacTuem 52 JeTeld M MOAPOCTKOB, MOJTyYaBIIUX
MOMAIMAOMU/I, B Bo3pacTe oT 4 10 18 JeT ¢ peruanBUpyOIIel Wik IpOorpecCUupyroniel rimoMon
BBICOKOM CTETEHH 3JI0KQY€CTBEHHOCTH, MEIYJUI00JacTOMOM, »meHauMomMor wuiu auddy3Hon
rmoMor cTBojia rTosjoBHoro wmo3ra (JAI'CI'M) ¢ mnpeumymiecTBEHHBIM pPacHoOJIOKEHHUEM B
LIEHTPAJIbHOM HEPBHOU CUCTEME.
B uccnenoBanuu assl 2 y 1ByX MalE€HTOB B TPYIITIE ITHOMBI BBICOKOW CTENIEHH 3710Ka4€CTBEHHOCTH
(N = 19) Ob11 AOCTUTHYT OTBET, ONMPEAEICHHBINH MPOTOKOJIOM; OJWH W3 ATHUX MAIMEHTOB JOCTUT
YaCTUYHOTO OTBETA, a JAPYroi MalueHT AOCTUT JIOJIFOCPOYHOM cTabmim3aluu 3a0ojieBaHUs, YTO
NpUBEI0 K 00BEKTUBHOMY OTBETY M JIOJITOCPOYHOM cTabuim3anuu 3aboneBanus Ha yposHe 10,5%
(95% AW: 1,3, 33,1). Onur mamueHT B Tpymme smeHAuMoMbl (N = 9) mocTur mOJITOoCpOYHOM
cTtabunu3anuu 3a0ojeBaHUs, B pe3ylbTaTe KOTOPOH OOBEKTUBHBIM OTBET M JOJITOCPOYHAs
crabmnmm3anuu 3adoneBanus coctaBmn 11,1% (95% JAU: 0,3, 48,2). Hu y ogHOTO U3 OLIEHUBAEMBIX
naruenToB HU B rpynne JJI'CI'M (N = 9), nu B rpynne menymuiodiaacromsl (N = 9) He Habt0a710Ch
HOJTBEPKIEHHOT0 00BEKTUBHOTO OTBETA MJIH JIOJITOCPOUHON cTabuin3anuu 3adoneBanus. Hu ogna
u3 4 nmapajuleNbHBIX TPYII, OLEHUBAEMBIX B 3TOM HCCIIEIOBaHUH (a3bl 2, HE JOCTUIIIA TIEPBUYHOM
KOHEYHON TOYKU OOBEKTUBHOTO OTBETA WJIM JOJITOCPOYHOMN CcTaOMIM3aIiy 3a001eBaHMsl.
OO0t mpoduiie 6€30MaCHOCTH MOMATMIOMUIA Y IeTeH U OJPOCTKOB COOTBETCTBOBAJI M3BECTHOMY
npodmio 6e30MaCHOCTH Mpernapara y B3pOCHbIX ManueHTOB. DapMaKOKHHETHUECKUE MapaMeTphI

OLICHUBAJIMCh B HHTETPUPOBAHHOM (hapMaKOKMHETHUYECKOM aHalu3e HccieaoBaHui ¢a3bl 1 u ¢assl
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2, B paMKax KOTOPBIX OBLIO BBISBIEHO OTCYTCTBHE 3HAUMTEIBHEIX O AHHFON HAPAMETPOBY KOTOPbIE

HaOJI01aJHMCh Y B3pOCIBIX MAIIUEHTOB (CM. pa3zien 5.2).

5.2. @apmakoknHeTHYECKHE CBOMCTBA

AOGcopOnus

[Tocne ogHOKpaTHOrO pHeMa BHYTPh BEJIMUMHA BCAChIBAaHUS MOMAJIUIOMUA COCTABISET HE MEHEe
73 % u ero MakcuMmalnbHasi KOHIEHTpalus B miaazme KpoBH (Cmax) JOcTUTaeTCs yepe3 2 — 3 yaca.
CuctemHoe BoznelicTBue mnomanuaoMunaa (rmo mokazarento AUC, miomanp 1oa  KpPUBOH
CKOHIIEHTpAIUA-BPEMS» ) BO3PACTACT MOYTH JIMTHEWHO W TIPOMTOPIIMOHAIIEHO A03€. [Ipr MHOTOKpaTHOM
JIO3UPOBAHUU CTENIEHb HAKOILIEHU oManuaoMua cocrasisieT 27-31 % no AUC.

IIpu coBMECTHOM IpHeMe ¢ BBICOKOKAJIOPUHMHOM NHILEH CO 3HAYUTEIIBHBIM COJEpKAHUEM KUPOB
CKOpPOCTb BCACBhIBAaHUS MOMAIUIOMHIA 3aMeIsieTCs, cpeHee 3HAaUeHUE Cmax CHHXKAETCS TPUMEPHO
Ha 27 %, HO 0011ee BcachIBaHHE MPAKTUYECKU He u3MeHsieTcs, cpeansis BennunHa AUC ymeHblaercs
Ha 8 %. [losToMy MOManuaIOMUA MOXKHO IPUHUMATh BHE 3aBUCUMOCTH OT IIpUEMa MUIIIH.

Pacnpenenenue

Cpennuii  kaxymuiics o0veM pacnpenenenus (Vd/F) mnomamumomunga Tmipu  paBHOBECHOMH
KOHIIEHTpallUl HaxonuTces B mpenenax 62-138 . [locine mpuMeHeHus noMaluIoMHuIa B TeueHue 4
THEH 1Mo 2 Mr B JIeHb OH OOHApY>KMBAaeTCs B CEMEHHOW KHJIKOCTH 3JI0POBBIX JOOPOBOIBIEB B
KOHLEHTpaluu MpuMepHo 67 % OT ypoBHA B IUIa3ME€ KpPOBH, KOTOPBIN JOCTUraeTcs depe3 4 yaca
(mpumepHOe Tmax) TMOCTE MpueMa npenapara. In vitro CBSI3bIBaHWE YHAHTHOMEPOB MMOMATUIOMHUIA C
OenKkaMu TIa3Mbl KPOBHM 4YeJIOBEKa HAxXoIuTcs B mpeaenax oT 12 % o 44 % wm HE 3aBUCHUT OT
KOHILICHTpAIUH.

Buorpancdopmarus

VY 310poBBIX JOOPOBOJIBIIEB TOCIE OJHOKpaTHOrO mpuema BHYTPH [14C]-momamumomuaa (2 wmr)
OCHOBHBIM KOMIIOHEHTOM B KpOBH ObLT oMauaoMu (mpumepHo 70 % oT ypoBHS paiOaKTUBHOCTH
ia3mel). KomruecTBo MetabonuToB He mpeBbmano 10 % OTHOCHTENHHO MCXOIHOTO COCTUHEHHUS
WK OOIIETO YPOBHS PaAHOAKTUBHOCTH IIJIa3MBbl.

['unpokcunupoBaHue ¢ MOCIEAyIOIel TIIOKYpPOHU3alMed WM THIPOJIU30M SBISETCS OCHOBHBIM
MeTaboIMYECKUM MyTEeM JUIsl SKCKPETUPYEMOI paluOaKTUBHOCTHU. [n Vitro N30pepMEHTHI CUCTEMBI
mutoxpoma P450, CYP1A2 u CYP3A4 okazanuch I7IaBHBIMH (epMEHTaMH, YYacTBYIOLIUMH B
THJIPOKCWIMPOBAHUHN ToManuaomMuaa. Menbiee 3HaueHue umenu uzopepmeHtsl CYP2C19 wu

CYP2D6. ITlomammmomup siBisieTcsi Takxke cyocrparom P-rmukomporemna (P-gp) in  vitro.
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ot 27.08.2025 Ne 21321
KoMOHHMpOBaHHOE MPUMEHEHHE MOMATUAPMUAA ¢ [ CHIBHBIV ) UHTHON TapOM:: TH30QEpMEHTa

COOTBETCTBYET QRCHEFTHOMY QTYETY

CYP3A4/5 u P-gp KETOKOHA30JIOM WJIM C CHIBHBIM HHIyKTOpoM u3zopepmenta CYP3A4/5
KapOaMa3enmmHOM HE OKa3bIBaJIO KIMHUYECKU 3HAYUMOTO 3 (HeKTa Ha IKCIO3UINIO TOMATUIOMU/IA.
CoBMecTHOE TpUMEHEHHE CriIbHOro wuHruoutopa wuszodpepmenta CYP1A2 ¢dayBokcammuHa B
IPUCYTCTBUU KETOKOHA30J1a YBEIUYMBAJIO CPEAHION0 IKCIO3UIMIO moManuaomuaa Ha 107 % mpu 90
% noseputrensHOM uHTepBane [91 % - 124 % | B cpaBHeHHH C KOMOWHAIMEH MOMAJUIOMU/I-
KEeTOKOHa30Jl. B nmpyrom ucnenoBanuu BiusiHus nHruoutopa nzodpepmenta CYP1A2 Ha nusmeneHus
MeTaboM3Ma Mpu coYeTaHHOM IpuMeHeHnr uHruouTopa uzopepmenta CYP1A2 dpayBokcamuna u
MOMAJIUJIOMHUJIA CPEIHSST SKCIO3UIMS MoMaliuaoMuaa yeennuwiach Ha 125 % npu 90 %
noseputenbHoM uHTepBaine (A1) [98 % - 157 %] B cpaBHeHHH ¢ IPUMEHEHHEM MOMATUAOMUIA B
MOHOTepanuu. Eciii COBMECTHO ¢ MOMAIMIOMHIOM IPUMEHSETCSI CUITbHBIA HHTHOUTOP n3odepMeHTa
CYPIA2 (manpumep, uumpodIOKCaIlliH, SHOKCAIMH W (DIYBOKCAMHH), 103y MOMAIHIOMHU/IA
HeoOxoauMo yMeHbIINUTh Ha 50 %. [IpuMenenne nomManuaoMua y KypUiIbIMKOB, YIOTPEOISIONIUX
tabak co cBoiictBamu uHAyKTOpa H3odepmenta CYP1A2, He oka3piBaio KIMHUYECKH 3HAYUMOTO
s dekTa Ha IKCIIO3UITNIO TTOMATHIOMUIA [0 CPABHEHUIO HEKYPSIIUMU MAIlHCHTAMHU.

Ha ocHOBaHMU NaHHBIX i1 Vitro MIOMaIUIOMUA HE UHAYLIUPYET U HE YTHETaeT U30(pepMEHThI CHCTEMBI
nuroxpoma P450, He muHTHOUpYET Ipyrue n3ydeHHbIE TPAHCIIOPTEPHI JICKAPCTBEHHBIX BemecTs. [Ipu
KOMOMHHPOBAaHUHM TIOMATUAOMHUAA C CyOCTparaMud Takux TMyTed KIMHWUYECKH 3HAYUMBIC
JICKapCTBEHHBIE B3aUMO/ICHCTBUS MATIOBEPOSTHBI.

DJIMMUHALMS

CpenHuii mepuoj MOJIYBBIBEACHUS MOMAIUMIOMHUIa M3 TUIa3Mbl KPOBHU COCTaBiseT 9,5 4dacoB y
3JI0POBBIX TOOPOBOJIBIIEB U 7,5 4acOB y MAIMEHTOB C MHOXXECTBEHHOW MuenoMoi. Cpeaauii oomuit
kiupenc (CL/F) nmpenapara cocraBnset npuOiausurensbHo 7 — 10 /4.

VY 3710pOBBIX JOOPOBOJIBIIEB IOCIE OJHOKpaTHOTrO mpuema BHYTPH [14C]-momanumomuaa (2 mr)
npumMepHo 73 % u 15 % pannoakTUBHOM 03Bl BEIBOAWIIOCH Ye€pe3 MOYKH U KulledyHukK. [Ipu stom
0k0110 2 % 1 8 % 03Bl NOMAINAOMUAA C YTIEPOAHON METKON BBIBOAMIIOCH YEPE3 MOYKU U KUIIEYHUK
B HEM3MEHEHHOM BH/IC.

[TomanuaoMu B 3HAYMTEIBLHON CTEMEHU MOJBEpraercs OworpaHchopmaiuu, U oOpa3yroniuecs
MeTabONUTHl BBIBOAATCS, MPEUMYILECTBEHHO, Yepe3 TMOYKW. Tpu OCHOBHBIX MeTaboJuTa,
oOpa3oBaBIIMECST B pe3ylbTare TUAPOJIM3a WIH THUIPOKCUIUPOBAHUS C  TOCIEIYIOMICH
TIIFOKYPOHH3AIUEHN, COCTABISIOT, COOTBETCTBEHHO, 23 %, 17 % u 12 % ot obmiero comepxaHust

METa00JIMTOB B MOYE.
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ot 27.08.2025 Ne 21321
KosnnyectBo MeTaboMTOB, 00pa3soBaBIINXCS [C yIacTUgN HATOXpoma P4 507 [copTaBHo (MPHMEPHO

COOTBETCTBYET QRCHEFTHOMY QTYETY

43 % ot ypoBHs 001eli pannoakTuBHOCTH, a He-CY P 3aBHCUMBIX THAPOIUTUIECKIX META0OIHUTOB -
25 %. B nenzmenennom Buze BeBoautcs 10 % nmomammmomunaa (2 % - yepes mouku u 8 % - uepes
KHIIIEYHUK ).

Hapymenne yHKIIMN OYEK

AHanu3 [JaHHBIX TOMYJSIIHOHHOW (DapMaKOKMHETHKU TIOKa3ad, 4YTO (PapMaKOKHHETUYECKUE
napamMeTpbl [OMaJUJOMHAA CYIIECTBEHHO HE MEHAITCA Yy MalUeHTOB C IOYEUYHOU
HEJI0OCTaTOYHOCThIO (ompeaeneHHon mo kiaupeHcy kpeatunuHa (KK) wmm pacderHoi ckopoctu
kiyooukoBoi unbrparuu, pCK®) B cpaBHEHUHU ¢ TAIMEHTaMH C COXPAHCHHOW (PYHKITMEH MOYEK
(KK > 60 mu/mun).

Cpennsiss HOpMaanM30BaHHAs 3Kcno3ulius nomanuaomuaa (onpeaenennas no AUC) y naiueHToB ¢
MOYEYHON HEIOCTATOUYHOCTHIO cpenHeit creneHu TsokecTu (pCKD ot > 30 go < 45 mn/mun/1,73 M2)
coctaBmwia 98,2 % [90 % AU 77,4 % — 120,6 %] oT aHaTOTrMYHOrO MOKa3aTess y MalUeHTOB C
HOpManbHOW (QyHKOHMer mouek. CpemHss HOPMAIW30BaHHAS OJKCIO3MIMS MOMATUIOMHUIA
(onmpenenennas no AUC) y marMeHToB ¢ MOYEYHONH HEIOCTATOYHOCTHIO TSHKEION CTENEHU TSKECTH
(KK < 30 umn pCK® < 30 mn/mun/1,73 M?) cocrasuna 100,2 % [90 % AU 79,7 % — 127,0 %] ot
AQHAJOTUYHOTO T[IOKa3aTeisl Yy TMAaIlMeHTOB C HOpMaibHOW (QyHKmmer modek. Cpemnss
HOpMaJIM30BaHHasl AKCNo3uLus nomanuaomuaa (onpeaenenHas no AUC) y maueHToB ¢ MOYEUHOU
HEJOCTATOYHOCTHIO TSHKETIOW CTETICHU TsKeCTH, Hyx)aarommxcs B remoaunanuse (KK < 30 mu/mun),
yBenuumiack Ha 35,8 % [90 % AU 7,5 % — 70,0%)] B cpaBHEHHM C aHAJIOTMYHBIM TOKA3aTENIEM Y
MAIMEHTOB C HOpMaJbHOU (yHKIMeH nmouek. CpenHue U3MEHEHHs HKCIO3UIUU MTOMAIUIOMU/IA B
KKIO0W TpyMIe MAlMeHTOB ¢ HapyIIeHHneM (YHKIMH MOYeK HEe JOCTUTIHN BEIMYUHBI, TPEOYIOMIeH
W3MEHEHUS JI03BI.

Hapymienue d)VHKHI/II/I INCYCHHU

W3meHenus mnapaMeTpoB (DapMakOKMHETHUKH Yy NAIMEHTOB C IEYEHOYHOM HEeJ0CTaTOYHOCTHIO
(onpenenennoit no Yaiina-I1p10) B cpaBHEHUH €O 370POBBIMU TOOPOBOJIBIIAMU OB YMEPEHHBIMH.
VYV NanMeHToB C MEYEHOYHOM HEIOCTATOUYHOCTBHIO JIETKOW CTEMEHU TSHKECTU CPEHHsIsl SKCHO3UIUS
noManuaoMuaa yeenmuuBanack Ha 51 % [90 % AN 9 % — 110 %] B cpaBHEHUU CO 370pOBBIMHU
I00poBOJIBIIAMHU. Y TAIIMEHTOB C TEYEHOYHOW HEJOCTATOYHOCTBHIO CPEIHEH CTENEeHH TSKECTH
CpEIHsIsl SKCIO3UIMS MOMATUAOMHK/Ia YBeIudmiachk B cpeaHeM Ha 58 % [90 % AU 13 % — 119 %] B
CPaBHEHHMH CO 3J0POBBIMU JTOOPOBOJNBIIAMH, TOTJa KaK Yy MAIMEHTOB C TOKEIOW IMEYECHOYHOM

HEJIOCTaTOYHOCThIO - HAa 72 % [90 % M 24 % — 138 %)]. Cpennee mOBBIIEHHUE SKCIO3ULIMHU

29



or 27.08.2025 N2 21321
NOMAIUIOMHU/IA Y TIAIMEHTOB C MEYEHOYHOH HENOCTATYHICTHIO B KAKIOH | FRYITNE THE (AOGTUrao

COOTBETCTBYET QRCHEFTHOMY QTYETY

BEJIMYMHBI, TPEOYIOLIeH N3MEHEHHS €ro 03kl (CM. pasnen 4.2).

JInna mosKumjioro Bo3pacra

AHanu3 JAaHHBIX MOMYJSIIIMOHHON (papMaKOKWHETUKU y 30POBBIX JOOPOBOJIBLIEB U MAI[MEHTOB C
MHOKECTBEHHON MHUEJIOMOW HE BBISBWIJI 3HAYUMOTO BIUsHHS Bo3pacta (19-83 roma) Ha KiIuMpeHC
NOMAJIMJOMHUJA TIPH MEPOPaTbHOM MpHeMe. B KIMHUYECKHX HCCIEIOBAHUAX HE TpeOOBAIOCH
U3MEHEHHMS JI03b] Y MMAaIMEeHTOB B BO3pacTe > 65 JeT, NoJy4YaBIIuX MOMATHIOMHUL (CM. pa3zaen 4.2).

Hpyrue 0CO0BIe I'pYHOIIbI UJIHW COCTOSAHUA

Ananu3 gaHHbIX nomyssanuoHHo DK ¢ ncnonb3oBaHMEM ABYXKAMEPHOM MOJENU TMOKa3al, 4To
3I0POBbIE CYOBEKTHI M MAIMEHThI ¢ MHOXKECTBEHHON MHEIIOMOW MMENTU CPaBHUMBIE KaXyITUHCS
kaupeHc (CL/F) m xaxymmuiics oObeM pacrpeneneHuss B LeHTpanbHoi kamepe (V2/F). B
nepudeprudeckux TKaHIX MOMaIUAOMUJ MOTJIOMIAICS MPEUMYIIECTBEHHO OMYXOJSIMHU C Ka)KyIIUMCS
nepudepudeckuM kiupencom pacnpeneneHus (Q/F) m kaxymmuMmces nepudepudeckum oObeMOM
pacnpenenenus (V3/F), cooTBeTCTBEHHO, B 3,7 1 § pa3 BhILIE, YeM y 3/I0POBBIX CyOBEKTOB.

eTu
[Tocne oOIHOKpPAaTHOrO MEPOPAJLHOTO TNpUeMa MOMaNUIAOMUJA JAETbMH M TOAPOCTKAMH C
PEUMAMBUPYIOIIEH WM MPOTPECCUPYIONIEH NEPBUYHOW OMYXOJbIO TOJOBHOIO MO3Ta CpeaHee
3Ha4€HUE Tmax COCTABISLIO OT 2 70 4 4acoB MOCIE BBEACHUS J103bl U COOTBETCTBOBAJIO CPEIHEMY
reoMerpuueckomMy 3Ha4eHUIO0 Cmax (CV%) 74,8 (59,4%), 79,2 (51,7%) u 104 (18,3%) Hr/mMa mnpu
ypoBHAX 703 1,9, 2,6 u 3,4 mr/m? coorBerctBeHHO. AUCo24 ¥ AUC.inf XapaKTepHU30BaINCh
AQHAJIOTMYHBIM TEHICHUUSAM, OOIIUN YpOBEHb BO3ACHCTBUS HAXOAUIICS B UAa30HE MPUOIU3UTENHHO
ot 700 1o 800 yeHr/MII ITpu ABYX Oo0Jiee HU3KUX /103aX ¥ MpUOIu3uTenbHo 1200 y*HI/MII IPU BHICOKOM
no3e. PacdeTHbIi Iepro/1 MOTyBBIBEACHS HAXOAWIICS B IMANa30HEe MPUOIU3UTEIHHO OT 5 10 7 4acoB.
YeTkuX TEHACHLMH, CBA3AHHBIX CO CTpaTU(dUKaIMel 1Mo BO3pacTy U yNoTpeOIeHHeM CTEPOUIOB B
MaKCHMaJbHO JOMYCTUMOM 103€, HEe ObLIO.
B uenom cornacHo ganueiMm AUC yBenumuuBaiach MOYTH MPOMOPIMOHAIBHO YBEIUYEHUIO J103bI
NOMaNuAOMUa, B TO Bpems Kak yBenudeHHe Cmax OBLIO, Kak TMpaBWIO, MEHEE YeM
MPOMOPLUUOHATIEHBIM.
®apMaKOKMHETHKA MOMAJIMIOMUIA TIOCJIE MEPOPATBHOTO Mpuema B Ao3ax oT 1,9 Mr/M%/eHp 10
3,4 Mr/M?/niens Gbina onpenenena y 70 maueHToB B BoszpacTe oT 4 10 20 1eT B MHTerpUPOBAHHOM
aHaym3e uccaenoBanuit Gasel 1 u Gas3el 2 npu penUAUBUPYIONINX WIH IPOTPECCUPYIONTUX OMYXOJISX

TOJIOBHOI'O MO3ra y /:[eTeﬁ. IIaHHI)Ie 3aBUCUMOCTH «KOHLOCHTpPALUA - BPEMI) NMPUMCHHUTCIBHO K
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or 27.08.2025 N2 21321
KOHIICHTPAIlMK TIOMATUJIOMHUIA B CHIBOPOTKE| KPOBH QIMCAIN FHEUISKAIIH AL, 00Pa3PM BAJGOHOBE

COOTBETCTBYET QRCHEFTHOMY QTYETY

OHHOKaMepHOﬁ MOACIM C BCACBIBAHUCM MW BbIBCICHUCM TICPBOTO IMOPALAKA. HOMaJII/I,Z[OMI/I,Z[
MPOJEMOHCTPUPOBAI JIMHEHHYI0O W HE3aBUCAIIYI0O OT BpeMeHU (apMAKOKUHETHKH, KOTOpas
XapakTepu3yeTcs ymepeHHou BapuadenbHocThio. Tunmunsie 3Hauenus: CL/F, Vc/F, Ka, narentHoro

meproa TOManuAoOMHAa cocTapismu 3,94 m/4, 43,0 n, 1,45 4 "' u 0,454 4, COOTBETCTBEHHO.
Kouneunslit nepro moyBbIBeICHNS TOMAIMIOMUIA cocTaBul 7,33 vaca. 3a UCKIIIOUEHHUEM ILJI0IA U
MOBEPXHOCTU TEJa, HU OJHA U3 TECTHPYEMBIX KOBapHaHT, BKIIIOUAsl BO3pPAcT U I0J, HE BIUsJIA HA
(dhapMaKOKMHETUKY TOMaUIOMUAa. XOTS IUIOMIaab IMOBEPXHOCTH Teia ObUla ompenesieHa Kak
CTaTUCTUYECKU 3HaunMas koBapuaTa nomanugomuaa CL/F u Vc/F, Bnusane miomnaam moBepXHOCTH
TeJa Ha MapaMeTphbl BO3AEHCTBUS HE CUUTAIOCH KIMHUYECKH 3HAYUMBIM.

B nenowm, cymecTBeHHOM pa3HULIBI MeXAY (papMaKOKHHETUKOM MOMaTHIOMUIA Y IETEH U B3POCIIBIX

IMaIfMCHTOB HET.

5.3. lanHbIe TOKJIUHUYECKOH 0€30MACHOCTH

[Momanuoomu HE MPOSBISLT MYTareHHOTO JCWCTBHSI M HE BBI3BIBAJI XPOMOCOMHBIX a0eppaluii B
muMponuTtax  nepudepruvecKor  KPOBHM  4YelOBeKa WM O0pa3oBaHUS ~ MHKPOSIEp B
MOJIMXPOMATHYECKUX IPUTPOIUTAX KOCTHOTO MO3Ta KphIC B 103ax A0 2000 Mr/Kr/neHb.
[omanumomu obsagan TepaToreHHbIM 3 (HEKTOM KaK y KPbIC, TAK U Y KPOJIMKOB IPH MPHUMEHEHUH

B ICpUOJ OCHOBHOI'O OPraHOIrcHE3a.

6. PAPMAIIEBTUUECKHWE CBOWCTBA

6.1. [lepevyeHb BCIOMOraTe/IbHbIX BellleCTB

Kanbims runpodocdar (kambiust rugpodocdar 6e3BOAHbIIH)

Hatpus kpaxmanraukomsT (tTum A)

Kpemuust 1MOKCH KOJITTOUAHBII

Hatpus creapundymapar

Kancyns! TBepabie xenatnHoBbie Ne 2

Cocras kancymsl (Kopryc 1 Kpblieuka): Tutada auokeun (E171) — 1,0000%, okcun xenesa xKenThlid

(E172) — 1,0000%, xenatun — 10 100%.

6.2. HecoBMeCcTUMOCTD

He npumenumo.
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 27.08.2025 N2 21321
NOCNEOCBATENBEHOCTE 0007)

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

2 rona.

6.4. Oco0Oblie Mepbl NPEeTOCTOPOKHOCTH NPH XPAHEHUH

XpanuTb npu Temrneparype He Boiie 25 °C.

6.5. Xapakrep u cojep:kaHue NEPBUYHONH YIIAKOBKHU

ITo 7 xaricyn B ynakoBKY sl4€HKOBYIO KOHTYPHYIO U3 MaTepuana komno3utHoro [1A/An/I1BX-mineHku
U QOJIBIU ATIOMUHHUEBOH M€YaTHOM JTaKHPOBAHHOM.

[To 3 ynakoBKM SYEHKOBBIE KOHTYPHBIE BMECTE C JIMCTKOM-BKJIA[BINIEM IIOMEINAIOT B MAYKy

KapTOHHYIO.

6.6. OcoOble Mepbl NPEeJOCTOPOKHOCTH TPH  YHUUYTOXXEHHH  MCIOJb30BAHHOIO
JIEKAPCTBEHHOr0 TpenapaTra WJH OTXO/I0B, MOJYYEeHHBIX MOcCJe MPUMEHEHHUsl mpenapara u
Apyrue MAaHUMYJISAIUH ¢ TPeNapaToM

Mepbl IpeaoCTOPOKHOCTH IPU YTHUIN3AIUH U OGD&H.IGHI/II/I

Jnist Toro, yTOOBI M3BIIEUB Karcyay U3 OIucTepa, ciaelyeT HaXXaTh TOJbKO Ha OJMH KOHEI[ KarlCyJbl,

BbIJIaBNIMBas €ro uepe3 Gpoabpry. He Hy)kHO Ha)KUMaTh B LIGHTP KAaICyJIbl, TaK KaK 3TO MOKET MIPUBECTH

T3 “

Karicynbl Henb3s packpblBaTh WU pa3iaMbiBaTh. [Ipy momnaganuy nopoika moMaiuIoMua Ha KOXKY,

K €€ IMOBPCKIACHUIO.

ee HeoOXOIMMO HEMEIJIEHHO NPOMBITH BOJIOM ¢ MbUIOM. [IpH KOHTaKTe MOMATUIOMHUIA CO
CIIM3UCTBHIMU 000JIOUKAMH, UX CIEAYET TIIATEILHO MPOMBITH BOJIOH.
MeauiuHcKUM pa0OTHUKAM M JIMIaM, OCYIIECTBISIONMIMM YXOJ 3a IalMeHTOM, HEOO0XOIUMO

HaJIeBaTh OJIHOPA30BbIE MEPUYATKH MPHU OCYLIECTBICHUN MAaHUIYIISAIUI ¢ OIMCTEPOM UITU KaICyIaMH.
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COOTBETCTBYET SKCNEPTHOMY OTYETY
or 27.08.2025 N2 21321
[locne 3aBepieHns MAHUIYIANMA HEOOXOMMMO aKKyPATHO) CHS FH TIepHATKA| TAKHM OGPazony ATo0bI

NpPEeAOTBPATUTh BO3JECHCTBUE MOMAIIUIOMUIA HA KOXY, IOMECTUTh UX B IUIOTHO 3aKPBIBAIOIIUICS
MOJIMATUIICHOBBIN MAaKeT M YTUIM3UPOBATH B COOTBETCTBUU C YCTAHOBJICHHBIMH HAIIMOHAJIBLHBIM
3aKOHOJATEIbCTBOM M TpeOOBaHUAMHU. 3aTeM HEOOXOAMMO TIHIATENbHO BBIMBITH PYKH BOJIOHM C
MbUTOM. JKEHIUHBI ¢ MOATBEPKACHHON WM MpeArnogaraeMoil 0epeMeHHOCThI0 HE JTOJKHBI OpaTh
OJIMCTEp WU KATICYJIbl B PYKH.

Hewncrnonb30BaHHBIN JIEKapCTBEHHBIA MpemapaT M 3arps3HEHHBIE UM MaTepUaNbl JOKHBI OBITh
YTWIM3UPOBaHbl B COOTBETCTBUM C YCTAHOBJIICHHBIMH HAIMOHAIBHBIM 3aKOHOJATEIbCTBOM
TpeOoBaHusIMU. [0 OKOHUaHMM JIeUEeHUST HEMCIIOIB30BAaHHBIN MpenapaT peKOMEHAYETCsl BO3BPAaTUTh

B MEJIMLIMHCKOE YUPEKICHUE.

7. JEPXKATEJIb PETUCTPALIUOHHOI'O YIOCTOBEPEHUSA

Poccuiickas @enepanus

OTkpbITOE aKIMOHepHOE 001ecTBO "PapmMcTannapt-Y pUMCKUN BUTAMUHHBIN 3aBO1"
(OAO "dapmcrangapt-Y paBUTA")

Anpec: 450077, Pecnybnuka bamkoproctaHn, 1. Yda, yin. Xynaitbepauna, a. 28
Ten./akc: (347) 272-92-85

Anpec anekTpoHHO mouThl: info@pharmstd.ru

7.1. IlpeacTaBuTelib 1epKaTe/isi perUCTPAMOHHOIO YI0CTOBEPEHM I

[IpereH3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccniickas @enepanus

OTkpbITOE aKMoHepHOe 001ecTBo "PapmMcTannapt-Y GUMCKUN BUTAMUHHBIN 3aBO1"
(OAO "dapmcranmapt-Y haBUTA")

Anpec: 450077, Pecnybnuka bamkoproctaHn, 1. Yda, yin. Xynaibepauna, a. 28
Ten./dpaxc: (347) 272-92-85

Anpec anekTpoHHO mouThl: info@pharmstd.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. JIATA TEPBUYHOMN PETMCTPAIIUU (IIOATBEPXKJIEHWS PEIMCTPAIIUMN,
IHNEPEPETUCTPALINN)
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JlaTa nmepBoii perucTpanuu:

10. JTATA IEPECMOTPA TEKCTA

COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 27.08.2025 N2 21321
(NMOCNEOOBATENBHOCTE 0007)

OO01mas xapakTeprucTUKa JIeKapcTBEeHHOTo npenapara [lomanumomua 1ocTymnHa Ha HHQOPMAITHOHHOM

noprajc EBp%HﬁCKOFO O9KOHOMHYCCKOT'O COI03a B I/IH(I)OpMaHHOHHO-KOMMYHHKaHHOHHOﬁ CETHU

«uTepueT» http://eec.eacunion.org
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