COOTBETCTBYET 2K
ot 12.03.2025 N 6653

OBILAST XAPAKTEPHCTHKA JTEKAPCTBEHIFOPOTIPEITAPATA U010

CEPTHOMY OTUETY

V JlaHHBI JIEKapCTBEHHBIM Ipenapar MOJJIEKUT JOMOJIHUTEIbHOMY MOHHUTOPHHIY. OTO
MO3BOJIMT OBICTPO BBISIBUTH HOBYIHO HH(pOpManuio mo Oe3omacHocTH. Mbl oOpamaemcs K
pabOTHUKAM CHCTEMBI 3PAaBOOXPAHEHHS C IMPOCHOOW COOOIIATh O JIOOBIX TOJ03PEBAEMBIX
HEXKENNATENBbHBIX peakiusx. [1opsiok cooOmEeHns 0 HeXEeNaTeNbHBIX PEaKIHsIX MPEICTaBICH B
paznene 4.8.

1. HAUMEHOBAHME JIEKAPCTBEHHOTI' O IIPEITAPATA
Nmaranro, 1 mr, KancyJsl.
WNmaranro, 2 mMr, KancyJibl.
Nmaranro, 3 mMr, KamncyJbl.
Nmaranro, 4 mr, KancyJibl.

2. KAUECTBEHHBINA U KOJIMYECTBEHHBIN COCTAB
JelicTBytoliee BENIECTBO: NOMATUIOMHUI.

Hmaranro, 1 mr, KancyJisl
Kaxxnas xancyna cogepkut 1 Mr nomajinioMusa.

HMwmaranro, 2 mMr, Kacyibl
Kaxxgas xamncymna cogepKuT 2 Mr moMaJluJJOMH/IA.

Hmaranro, 3 mr, KancyJisl
Kaxxnas xancymna cogepKuT 3 MI oMajluJJOMH/Ia.

Mmaranro, 4 Mr, Karcyisl
Kaxxgas xarncymna cogepkuT 4 Mr noMajiuJoMH/IA.

ITonHbI MNEPCUCHb BCIIOMOT'aTCIIbHBIX BCIICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancymsr.
Hmatanro, 1 mr, KancyJel
Karncynbl TBepablie sxenatuHoBbIE Ne 4. Kopmyc skenToro 1Bera, Kpbllleuka KpacHO-KOPUYHEBOTO
nBeta. Ha kopmyce 6enbiMu uepaunamu HaneceHo «PLM 1». Coaepkumoe Karcyi — HOpPOLIOK
HKEJITOro I[BeTa.

HmaTaHro, 2 Mr, KancyJsl

Kamncynel TtBepapie sxenatuHoBble Ne 2. Kopryc oOpaHKe€BOro IBETa, KpBIIIEYKa KpacHO-
KopuuHeBoro I1Bera. Ha kopmyce OenbiMu uepHmiamu HaHeceHOo «PLM 2». Copepxumoe
KaIicyJl — IOPOIIOK YKEJITOTO IIBETA.

HwmaTaHro, 3 mMr, KancyJsl

Kancynbl TBepable xxenatuHoBbie Ne 2. Kopmyc rony0oro 1isera, Kpbliiedka KpacHO-KOPUYHEBOTO
nBeta. Ha xopmyce 6enpiMu uepauinamu HaneceHo «PLM 3». Coaepkumoe Karcyn — HOPOLIOK
JKEJITOTO LIBETA.

HNmaraHro, 4 Mr, KancyJibl

Kamncynel TtBepaple sxenatnHoBble Ne 2. KopIyc TEMHO-CHHErO ILIBETA, KpBIIIEYKAa KpacHO-
KopuuHeBoro I1Bera. Ha kxopmyce OenbimMu uepHuminamu HaHeceHo «PLM 4». Copepxumoe
KaricyJl — NOPOIIOK YKEJITOTO IIBETA.




COOTBETCTEYET 3KCNEPTHOMY OTUETY
5 N 6659

o ot

AL

R T
1 i °h

oT 1.7
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4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHus1 K IPUMEHEHHUIO
[TomanuaoMu B KOMOMHAIIUY C IEKCAaMETa30HOM MOKa3aH AJIsl JISYSHUS B3POCIbIX MAIlIEHTOB C
PEIUAUBHUPYIOMIECH U pePpaKTEPHON MHOKECTBEHHONW MHUEIOMOM, MOJYYHUBIINX HE MEHEE IBYX
MPEIIECTBYIOUX KypCOB JICUEHHUS, BKIIOYABIINX KaK JICHATUIOMUJ, TaKk U O0pTe30MuUb, U y
KOTOPBIX OTMEYAJIOCh MPOrPecCHpoBaHre 3a00eBaHus Ha (DOHE MOCIIETHETO JICUCHHS.

4.2. Pe:xuM 103MPOBaHUs U CI0CO0 NPUMeEHEeHHUs!
Jleuenue npenaparoM HEOOXOAMMO HAYMHATH U MPOBOAUTH TOJBKO IO HAONIOJEHUEM Bpadya,
MMEIOLIETO OIIBIT B JIEYEHUH MHOKECTBEHHOU MUEIIOMBI.
PexxuM o3upoBanus
Pexomenyemas HauanbHas J103a penapara cocTaBisieT 4 Mr BHYTph 1 pa3 B aesb ¢ 1 o 21 nens
MTOBTOPHBIX 28-THEBHBIX IIUKJIOB.
Pexomennyemas no3a nexcameraszona cocrasiser 40 mr BHyTpb 1 pa3 B aeHb B 1, 8, 15 u 22 nenp
KaXI0r0 28-THEBHOTO IIMKJIA.
Pexxum no3upoBaHMsl COXpaHSETCS WIM H3MEHSETCSd B 3aBUCUMOCTM OT KJIMHHUYECKUX H
71a00paTOPHBIX JaHHBIX.
JleyeHue AOMKHO OBITH MPEKPALLEHO B Cllydae MPOrpecCUpPOBAHUs 3a00JI€BaHMs WM Pa3BUTHUS
HeNpUeMIeMOi TOKCUYHOCTH.
Hzmenenue 00361 noManuoomuoa uu npepvléanue 1e4eHus
WHCTpYKLIMU 1O MpEepbhIBaHUIO JICYEHUS WIM W3MEHEHHIO J103bl MOMAIMJOMHUAA B CBS3H C
HE)KeJIaTeJIbHBIMU pPEaKLUsIMU [IPEICTaBICHbI B TAOIUIIE HUXKE.

Hncmpykyus no usmenenuo 0036l NOMAIUOOMUOA

HeliTponenust (temmeparypa >38,5°C u AKH

ToxcuuyHOCTH N3MeHeHne 10361
HeiiTponenus™ [IpepBaTh JicueHHE IOMANHIOMHIOM, HE
AKH** <0,5 x 10%n WIH (beOpuIbHAS 0K TASACH OKOHYAHUS UKJIa,

e)KeHEeNENbHO BeINOIHITE OAK***

AKH BOCCTaHOBHMJIOCH J10 3HaueHui > 1 x 10%/1

B0300HOBUTE JIEYEHUE TTOMATUIOMULIOM B
m03€ 3 MT B JIEHD

I[J'IH Kaxj0ro CHHIKXCHUA

< 0,5 x 10%n

MMOCJICAYIOIICTO

HpepBaTL JJCYCHHUEC ITOMAJIMJOMHUI0OM

AKH BOCCTaHOBHMJIOCH J10 3HaueHui > 1 x 10%/x

B0300HOBUTH JIeYeHHE TOMAINUOMUIOM B
o3e Ha | Mr HUbKe Ipeblayien

TpomOouuTOneHus
KomaecTBo TpombormTos < 25 x 1091

[IpepBaTh JieUeHHE MOMATUIOMHIOM, HE
MOXHUIASICh OKOHYAHUSA IUKJIA,
exxeHenebHO0 BRIMOIHATE OAK

Koyin4ecTBO TPOMOOITUTOB BOCCTAHOBUIIOCH JIO
sHauenmii > 50 x 10°%/1

Bo0300HOBUTE JIEYEHHE MOMATUAOMHUIOM B
m03€ 3 MT B JIEHD

JLotst KaXXJ0T0
< 25 x 10%n

MOCJICAYIOIICTO CHHIXCHUA

[IpepBaTh JIeueHHE TOMATUAOMHIOM

KoyimyecTBO TPOMOOIIMTOB BOCCTAHOBUIIOCH  JIO
snauennii > 50 x 10%/1

B0300HOBUTH JieueHHE NOMATUAOMUIOM B
103€ Ha | Mr HUKe npeapLaymen

ChbIlb
ChIIb 2—3 CTEIEHN TIKECTU

PaccmoTpeTs IIPEPBIBAHUE W

[MPCKpAIICHUC JICUCHUC TTOMAJIMAOMUIOM
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Comb 4 cremennm TsmxectH win  OymnegubieIpékpatints " netehnt - HoMATAIOMATOM

HapylmicHUss (B TOM YHCJI€ aHTHOHEBPOTHUYECKHUii|(CcM. paszen 4.4)
OTEK, aHa(uIaKTHYECKas peakuus,
PKCc(oIMaTUBHBIE WIUOYIIC3HBIE BBICHINIAHUS HIIN
nosno3peHre Ha cuHapoMm CruBeHca — J[KOHCOHA
(CCJI), TOKCHYECKHH SIUIACPMAIBbHBIA HEKPOJIH3
(TOH) wunm  7EeKapCTBEHHYIO  PEAKUUI0  C
po3uHO(PMIIMEH ¥ CUCTEMHBIMH  CHUMITOMaMu

(DRESS))
[Ipouee [IpepBaTh JieueHHE MOMATHIOMHUIOM, HE
[pyrue HexenaTelbHbIE SBICHUS >3 CTENCHUIOXKHUIASCH OKOHYAHUS LUKJIA.

TSKECTH, 00YCIIOBIIEHHBIE IPUEMOM MTOMAIUIOMUIA|BO30OHOBUTE  JIEYEHHE B  CIIEAYIOIIEM
[MKJIE B JI03¢ Ha OJWH YpPOBEHb HUXKE
npenpiaymed  A03bl  (IpU  YCJIOBUU
pa3pelieHusi WM CHUXKEHUS TSHKECTU
HEXENAaTeJIbHOTO SIBJICHUS 10 < 2 CTENEeHU
TSOKECTH J10 BO3OOHOBIICHUS JICUCHUS )

* [1pu HEUTPOIIEHNU Bpad JOJHKCH PACCMOTPETh BOBMOKHOCTh TPUMEHECHHS TIperiapaToB GakTopa
pocra.

** AKH — a0GcoioTHOE KOJTMYECTBO HEUTPOPHUIIOB.

*** OAK — o0muii aHamu3 KpOBH.

Jlyis Havasia HOBOTO IMKJIA JICYCHUS] IIOMATUJIOMHIOM KOJIMYECTBO HEUTPO(DUIIOB JOIDKHO OBITH
> 1 x 10%m1, a xonmuecTBo TpoMGoIMTOB > 50 X 10%/1.

[Ipy omHOBpEeMEHHOM IpueMe CHIbHBIX HHTHOUTOpOoB u30(pepmenta CYPLA2 (mampumep,
unpodIoKkcanrHa, YHOKCAHa, (IIyBOKCAMUHA) 103y TOMAIMIOMHUAA HEOOXO0AUMO CHU3UTH Ha
50 %.

Hncmpyxkyus no usmenenuro 003vl 0eKcamemazona

TokcuyHOCTH M3meHeHne 10361 IeKcaMeTa30Ha

Jlucnenicus 1-2 crenenun [lonnepxuBaTh 103y M HNPUMEHATH OJIOKATOPHI
rucramuHa (H2) wnm  anamorumyHele cpencTsa.
CHM3UTH 103y Ha OJUH YpOBEHb IIPU COXPAaHEHUU
CUMIITOMOB

Jlucnencus > 3 creneHu [IpepBarh JieueHue A0 OCIAOICHHUS CHMIITOMOB.
JloGaButh  OnokaTopel rucramuHa (Hz2) wim
AQHAJIOTUYHBIE CPEICTBA U CHU3UTH 103y Ha OJUH
YpOBEHb IPU BO30OHOBJICHUH JICUEHHUS

Otek > 3 creneHu [IpuMeHATh JUYPETUKH 1O HEOOXOAMMOCTH H
CHU3UTH J03Y Ha OIMH YPOBEHb

CrnyTaHHOCTh CO3HaHHMS U u3MeHeHus|lIpepBaTh iedeHue 10 paspenieHust cumntToMoB. [Ipu

HACTPOCHUS > 2 CTENICHH BO300OHOBJICHUH JICYCHHS CHH3UTH 03y Ha OJUH
YPOBEHb
MpliieyHast ¢1aboCTh > 2 CTENEHH [IpepBaTh JieueHHE, MOKA IMOKA3aTeNb MBIIICYHOM

cnaboctu He craHer <1 crenenu. Ilpu
BO300OHOBJICHUM JIEYEHHUS CHHU3UTH 703y Ha OJUH
YpOBEHb

['uneprivkeMus > 3 cTeneHu CHU3UTh 103y Ha OAMH YpoBeHb. IIpuMeHSTH
MHCYJIMH WKW TCPOPAJIBHBIC THIIOTIMKEMHUYCCKUC
CpeJCTBa MO HEOOXOIUMOCTH

OCTpbIil MaHKPEaTUuT [IpexkpaTuTh Je4YeHNE TEeKCaMETa30HOM
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Jlpyrue HexXenaTelabHbIC SBICHUS > 3
CTETICHH, 00YCIIOBIICHHBIE
NIeKcaMeTa30HOM

Mpeptsars ncdEliie JERCAMGTA30H0M, HoKd sHadeHs

HE)KEJIaTeJIbHBIX SIBJICHUI HE CTaHYT <2 CTEIEHH.

B0300HOBUTH JICUCHHE,
YPOBEHD

CHHU3UB 03y Ha OIWH

CHuoicenue 003bl 0eKCamemasond.

YpoBeHb 103b1

INamuentsl < 75 Jer
(mam 1, 8, 15 1 22 NOBTOPHBIX
28-THEeBHBIX IIUKJIOB)

INamuentsl > 75 ger
(nam 1, 8, 15 1 22 NOBTOPHBIX
28-THEeBHBIX IIUKJIOB)

HauganbHas mo3a 40 mr 20 mr
Yposensb 10361 — 1 20 mr 12 mr
YpoBeHb 10361 — 2 10 mr 8 mr
JleueHue neKcaMeTa3oHOM CJEIyeT OTMEHHUTb IPU HENEpPEeHOCHMMOCTH J03bl 10 Mr

(marmmenTsl < 75 net) wim 8 Mr (MamueHTsl > 75 JeT).
Ecnu Tokcuueckue siBIEHUS coXpaHstoTcs 0osee 14 qHeil, 103y IeKcaMeTa30Ha CIelyeT CHU3UTD
Ha OJTUH YPOBEHb.
Oco0BbI¢ TPYIIIHI MALKMECHTOB
Tlayuenmwl noscunoeo 6ospacma
H3meHeHne 1036l MOMANIUIOMHIA Y TIAIIMEHTOB cTapiie 65 net He Tpebyercs. g manueHToB
crapiie 75 neT HavanbHas no03a JekcamerazoHa cocrasisier 20 mr 1 pa3 B 1, 8, 15 u 22 nens
Ka)kKJ0ro 28-THEBHOTO LIUKJIA JICUCHUS.
Tayuenmoi ¢ Hapywenuem Gynkyuu novex
He tpeGyercs uaMeHeHus 1036l TOMAIUAOMUIA Y TAIIEHTOB C MOYEUHOM HeI0CTaTOYHOCThIO. B
JTHU TeMOJIMAJTN3a TIOMAJTHJIOMUJ CIISAYET MPUHSATH TIOCIIC BHITOJHEHHUS TIPOIICTYPHI.
Tlayuenmsi ¢ Hapywenuem yuKyuu nevexu
[TarueHTOB, Yy KOTOPBIX 3HAYEHHUS OOIIEro CHIBOPOTOYHOTO OWIMPYOWHA MPEBBIIIAIN
>15xBI'H (BepxHss TpaHHMIIa HOPMBI), HE BKIIOYAIW B KIMHUYECKHE HCCICIOBAHUSI.
Hapymenne QyHKOuu 1MeYeHH HE OKa3bIBaeT CYNICCTBCHHOT'O BIUSHUS Ha (PapMaKOKHHETHUKY
nomanugomuzaa (cm. pasaen 5.2). He TpeOyercss n3aMeHEHHsT HAYaIbHOW 103bI MOMATUAOMEIA Y
MAlMEHTOB ¢ MEYEHOYHON HEJOCTATOYHOCTHIO, onpeaeneHHon no Yaia — [Iero. TemM He MeHee
MAlMEHTOB C HapylleHueM (QYHKIMH TEeYeHH HeOoOXOAMMO THIaTeNbHO HaOMIAaTh MIJis
CBOCBPEMEHHOTO BBISBIICHUS HEXKENATEIbHBIX peakiuid. [Ipm HEoOXoIuMOCTH  ClieayeT
YMEHBIIIUTH 03y WX MPepBaTh MPUEM MTOMAIUIOMHU/IA.

eTH
be3zonacHocTh 1 3QheKTUBHOCTH MOMANTHUIOMHJIA Y A€TeH U MOJPOCTKOB B Bo3pacTe /10 18 net no
MOKA3aHUI0O MHOXXECTBCHHAs MHUEIOMa Ha JIaHHBIW MOMEHT HE YCTaHOBJICHBL JlaHHBIC
OTCYTCTBYIOT.
[TprMeHeHHe MOMAHMIOMHJIA 110 HE3apETHCTPUPOBAHHBIM IMOKA3aHHSIM H3y4ajioch Yy JETeH U
MOJIPOCTKOB B Bo3pacTe OoT 4 g0 18 5er ¢ peuuauBUPYIOIUMHU WIH MPOrPEeCCUPYIOUTIMHU
OITYXOJISIMH TOJIOBHOTO MO3T'a, OJTHAKO PEe3yIbTaThl UCCIICIOBAaHUI HE ITO3BOJIFIIN CICNIATh BBIBO/T
0 TOM, YTO TOJIb3a OT TAKOT'O MPUMEHEHHS MPEBbIIIAeT PUCKU. JJOCTYITHBIE B HACTOSIIEE BPeMs
JIaHHBIE OMMCaHbI B pa3aenax 4.8, 5.1 u 5.2.
Croco6 npuMeHeHUs
BayTpb.
[TomanuaoMup cieayeT MPUHUMATh KAl JIeHb B OJHO M TO e Bpems. Kamcymel Henb3s
OTKpPBIBaTh, pPa3jIaMbIBaTh WJIM pa3kKeBbIBaTh. Karcynmsl mpenapara clieyeT IpOriaThbiBaTh
[[EIMKOM, 3aluBasi BOJIOHM, BHE 3aBUCHMOCTH OT TpHeMa Muiy. Ecnu maruenTt 3a0bul NpuHSITh
MOMAJTUOMHU]] B KaKOW-THOO JICHb, TO Ha CIEAYIONUH JCHb OH JODKCH MPUHATH OOBIYHYIO J03Y
B COOTBETCTBUM C Ha3HaueHueM. [lammeHT He MODKEeH W3MEHATh J03y Mpemnapara Uit
BOCTIOJTHEHHUS TPOITYIIICHHON HaKaHyHE J036I.
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4.3. TlpoTHBONOKA3ANMSI (MOCNEQOBATENEHOCTE 0010)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

- I'unep4yBCTBUTEIBHOCTH K MOMAIUAOMHULY H/HIIU K JIIOOOMY U3 BCIIOMOTaTENIbHBIX BEIIECTB,
MIePEYHCIICHHBIX B pazzene 6.1;

- bepeMeHHOCTH U EPUOJI TPYAHOTO BCKAPMIIMBAHUSI.

- JI7s JKeHIUMH: COXpAaHEHHbIM NETOPOAHBIM MOTEHIMAal, 3a MCKIIOYEHHEM CIy4yaeB, Korja
co0uro/IeHBI Bce HeoOXoauMble ycioBust IIporpaMMel pegoxpaHeHus: OT 6epeMeHHOCTH (CM.
paznaensl 4.4 u 4.6).

- Jlns MyX4YHMH: HEBO3MOXXHOCTb WJIM HECIMOCOOHOCTH COOJIOJaTh HEOOXOIUMBIE MEpPHI
KOHTpaleNnuy, yKa3aHHble B pa3zene 4.4.

- Jlerckuil M TNOAPOCTKOBBIM BO3pacT 10 18 zer (B CBA3M € OTCYTCTBUEM JAHHBIX I10
3 PeKTUBHOCTH U OE30TTACHOCTH).

4.4. OcoOble yka3aHHsl U MePbI MPEI0CTOPOKHOCTH NMPHU MPUMEHEeHH !

C OCTOPOXKHOCTBIO

-V manueHToB ¢ MOYEYHOW W/WIIM MIEUSHOYHOW HEIOCTAaTOYHOCTBIO (CM. pasnen 4.2), a Takke y
NaIMEeHTOB, UMEIOIUX TPOMO03 rITyOOKUX BEH (B TOM YHCIIE, B aHAMHE3E).

- YV mnamueHTOB ¢ HamuyueM (PakTopoB pucka TpomOosMOonui (3a00jeBaHUs Cep/illa HIH
JIETKUX, MIOBBIMICHHOE apTEPHAITLHOE JABJICHUE UITH MTOBBIICHHAS KOHIICHTPAIUS XOJIECTePUHA
B KPOBU, KYPHJIBIIUKH).

- Ilpu coBMecTHOM mpueme ¢ MpernaparaMu, MOBHIMIAIOIIUMUA PHCK TPOMOO30B, 2 UMEHHO C
npernapatamu, 00JIaa0IUMH SPUTPOIIOITUICCKON aKTUBHOCTBIO, U TOPMOHO3aMECTUTEIIbHOM
Tepanueit (cMm. pasaenst 4.5 u 4.8).

-V DaimeHToOB C paclpoCTpaHEHHOW crajued 3a0o0JieBaHHs W/WIM BBICOKOH OIMYXOJIEBOM
HArpy3KO# B CBSI3U C MOTEHITUAIBHBIM PUCKOM Pa3BUTHS CHHIPOMA JIM3UCA OMyXOJIH.

-V manueHToB ¢ HeWpornaTueil (B TOM YKCIie B aHAMHE3e).

JleyeHne MOMAaIMIOMHIOM HEOOXOAMMO HAYMHATH U MPOBOJHUTH IMOJ HAOIIOJAEHUEM OIBITHOTO

reMaToJIora Wi XMMUOTEPAIIeBTa.

[TporpammMa npegoxpaHeHus 0T 6EPEMEHHOCTH

HeykocuurensHoe coOmogerne Bcex TpeboBanmii  [Iporpammbel  mpegoxpaHeHHs — OT

OEepeMEHHOCTH JIOJKHO PAaCHpOCTPaHAThCA Ha BCEX MALMEHTOB, €CIM JJOCTOBEPHO HE JOKa3aHO

OTCYTCTBHE Y HUX JIETOPOJHOTO ITOTEHIMAA.

ns swcenwun 6e3 0emopooHo20 homeHyuana

JKeHIpHa-TalueHT WIN KEHIIWHA, CEKCyAIbHBIA NapTHEP My X4uHbI-manvenTa, HE cunrarorcs

CHOCOOHBIMH K JIETOPOXKICHUIO MPU HAJTMYUH XOTS ObI OTHOTO U3 NEPEUHUCICHHBIX (PaKTOPOB:

* Bo3spact > 50 neT 1 ATUTETHHOCTh €CTECTBEHHON aMeHopeu > 1 rona*.

* PanHAA HEZOCTATOYHOCTH SIMYHHUKOB, IIOATBEPKACHHAS BPA4YOM-THHEKOJIOTOM.

* JIByCTOPOHHSS CAJILIIMHIOO(OPIKTOMUS HIIM TUCTEPIKTOMUS B aHAMHE3€.

* T'enotun XY, cunapom TepHepa, aHaTOMHUUECKUN JePEKT MATKHU.

* AMeHopes BCIIEICTBHE IPOTHUBOOITYXO0JIEBOM TEpauy UM B IEPUOJT TPYAHOIO BCKApMIMBAHUS

HE UCKJIIOYAET HAJIM4IKMe IETOPOJHOTO TOTEHINAA.

Koncynomuposanue

IIpuMeHeHHEe NOMATMIOMHAA Yy JKEHIIMH C COXPAHEHHBIM JETOPOAHBIM IOTEHIHMAIOM

IIPOTUBOIIOKA3aHO B CIIy4ae, €CIIM HEBEPHO OJIHO U3 CIECAYIOIIUX YTBEPKICHUN.

KenmmHa n0mKHa:

* IIOHMMATb BO3MOKHOCTb TEPATOIE€HHOI'O ACUCTBUSA IOMAIMIOMU/IA HA TUIOL;

* TOHMMAaTh HEOOXOJUMOCTh IOCTOSHHOTO  MCIOJIb30BaHMS  3()(PEKTUBHBIX  METOOB
KOHTpALIENIUU B TeUeHNE 4 HeNleb 10 Havaja JISUEHHs], BO BpeMs JIEUeHUs U 4 Helenb 1ocie
OKOHYaHUS JICUECHHUsI TOMAJIUOMUIOM;

* Jlaxe B cllyyae aMeHopeH coOIro/1aTh Bee mpaBuia 3 (HEeKTUBHON KOHTpALICTIIUH;

* OBbITh CLIOCOOHOM K COOJIO/IEHNIO BCEX MPaBUil 3PPEKTUBHON KOHTpAlLeTIINN;

* 3HATh M NOHUMAaTh BO3MOXKHbIE MOCJIEJCTBHS B CIIydae HACTYIUIEHUS OEpEeMEHHOCTH Ha (oHe

5
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IIPY TIOJIO3PEHUH Ha HACTYIUBIIYIO O€pEeMEHHOCTb;

* IOHUMAaTh HEOOXOAMMOCTh HEOTJIO)KHOI'O Hadaja MpHeMa MOMalIMIOMHUA MOCIe MOTy4eHUs
OTPHIIATENIbHBIX PE3YIbTATOB TECTa Ha OEPEMEHHOCTD;

* OCO3HaBaTh HEOOXOJIUMOCTh IPOBEJCHUS TECTA HA OEPEMEHHOCTb U BBIIOIHSTD €ro KaKible 4
HEJIENH, 3@ UCKIIIOUEHUEM KEHIIUH C IIOATBEPKACHHON XUPYPTHUECKON CTEPUIIN3aLUCH;

* IMOATBEPAUTH, YTO MOHUMAET PUCK M HEOOXOAMMBIE MEPHI IIPEIOCTOPOKHOCTH, CBA3AHHBIE C
IIPUEMOM IOMAINIOMUA.

Bpau noyxeH yOoeauThCs, YTO JKEHIIMHA C COXPAHEHHBIM JI€TOPOJHBIM IOTEHLUAIOM:

* COOTBETCTBYET BCeM YcIOBHsM [Iporpammsl mHpeaynpexaeHus OepeMEeHHOCTH, BKIIOYast
a/IeKBaTHBIA ypOBEHb IIOHUMAaHHUs ee TpeOOBaHUM;

* COIJIaCHA C BBIIICTIEPEYUCICHHBIMU YCIOBUSAMU.

IIpumenenue y mysscuun

Jannpile  u3ydeHUs  (ApMAKOKMHETHKM  TOMAIMAOMHUAA Yy  MYXYHH-JOOPOBOJIBIICB

CBUJECTEIBCTBYIOT O TOM, YTO MOMAJIUIOMHJI MOXKET CONEPKATHCA B CEMEHHOW >KMIKOCTH

nanueHTa. B kauectse Mepsl IPEJOCTOPOKHOCTH BCE MYKUMHBI, IPUHUMAIOIIUE IOMAJIUIOMMUI,

JIOJKHBI COOJTIONIATh CIETYIOLUE YCIOBHS:

My:KYMHA JT0JKEH:

* IIOHMMAaTb BO3MOXXHBI PUCK TEPATOT€HHOTO NIEWUCTBUS NMOMAIUIOMMIA IPU CEKCYaIbHOM
KOHTAaKTe C OCpEeMEHHOH J>KEHIIMHOW WJIM S>KEHIIMHOW C COXpPAaHEHHBIM JETOPOJHBIM
IIOTEHLINAJIOM;

* IIOHMMAaTh HEOOXOJUMOCTh HCIOJIb30BAaHUS MPE3EPBATHUBOB IIPU CEKCYaJbHOM KOHTAKTE C
OepeMEHHON JKEHIIMHOW MM JKEHIIMHOW C COXPAHEHHBIM JETOPOJHBIM MOTEHLMAIOM, HE
HCIIOJIB3YIOLIEH HAJEKHBIE METObl KOHTPALICTIIIMY, B IIEPUOJ JICUECHHSI U B T€UCHUE 7 IHEU
10CJIe MPUOCTAaHOBKU M/WJIM 3aBEepLICHUs JeueHust. J{axke mocie Ba3sKTOMUU MY>KUMHA JTOJIKEH
UCIIOJIb30BaTh IPE3epBaTUB IPU CEKCyaJlbHOM KOHTakTe ¢ OepeMEHHOW >KEHIIMHOMH,
IIOCKOJIBKY U B OTCYTCTBHE CIIEpMATO30MJOB €r0 CEMEHHAas >KUIKOCTb MOXKET COIEpPKaTh
ITOMAJIMIOMHU/T;

* IIOHUMATh, YTO, €CIIM €ro MapTHeplla 3adepeMeHena BO BpeMs €ro JeueHus! HOMaIuJOMUI0M
WM B T€YEHME 7 JHEH MOCIe NPEKPAIleHNs Tepanu IMOMaJUuJOMHIOM, OH JIOJDKEH Cpasy ke
nporH(GOPMUPOBAaTh 00 3TOM CBOEro JEyallero Bpada, a €ro MapTHepIIe PeKOMEHAyeTcs
00paTUTHCS K Bpady-TepaToJIory JUIsl 00C/IeJOBaHUs U KOHCYJIbTaI|H.

IIpasuna konmpayenyuu

JKeHIMHBI C COXPAaHEHHBIM JETOPOAHBIM ITOTEHIMAJIOM JOJDKHBI MCIOJB30BaTh OJUH U3

BbICOK03()(hEKTUBHBIX METOI0B KOHTPALICIIINH B TeUeHHE 4 HeJleNb 10 HayaJla JIeueHHsl, BO BpeMs

JIeYEeHUs1 U B TeueHue 4 Henlesb MOCi€ OKOHYAHUS JICYEHHUS MOMaIMIOMHUIOM JaXe B clydae

nepepbiBa B JICUCHHH. VICKIIIOUEHHME COCTaBJIAIOT IAlMEHTKH, KOTOPbIE Ha MPOTSKEHUU

JUIMTEIBHOTO BPEMEHM TIOJHOCTBIO BO3ACPKUBAKOTCA OT CEKCYaJbHBIX OTHOLICHHWH, 4YTO

HNOATBEepkKIaeTcd exeMecsyHo. Ecnum mauueHTke He 1noao0paH >(QQeKTHBHBI MeTo[

KOHTpALIEIUH, €€ He0OOX0IMMO HaIllpaBUTh K THHEKOJIOTY JJIs 0100pa METOja KOHTpALeNIUH U

HayaJia ero NpUMEHEHMUS.

K npumepam BbICOKOA((HEKTUBHBIX METO/I0B KOHTPALEIIIUN OTHOCSIT:

* IloakoxHBIE TOPMOHATIBHBIE UMILIAHTBI.

* BayTpuMaTou4HBIE CUCTEMBI, BBIJIEISAIONINE JIEBOHOPTECTPEIL.

* Jleno-npemnapaTsl MEIPOKCUIIPOTECTEPOH alleTATA.

* IlepeBsi3ky MaTO4YHBIX TPYO.

* CekcyalbHble OTHOLIEHUS C IapTHEPOM, IEPEHECHIMM  Ba3dKTOMMIO; Ba3dKTOMMS
MTOATBEPKIAETCSA ABYMS OTPULIATEIbHBIMU aHATN3aMH CEMEHHON KUIKOCTH.

+ IlporectepoH-cosaepskaiine TablIeTKu, MHTHOUPYIOIIHNE OBYIISALUIO (HallpuUMep, Ae30recTpen).

[IpueM KOMOMHHMPOBAHHBIX NEPOPATBHBIX KOHTPALICITUBOB HE PEKOMEHAOBAaH OO0JIbHBIM

MHOECTBEHHON MUEJIOMOH B CBSI3H C TIOBBIIIEHHBIM PUCKOM TPOMOO3MOOIMUECKUX OCI0KHEHHH

Ha (hoHE JIeYeHHUs MOMATUIOMUIOM M JEeKcaMeTa30HOM. Eciu mnanueHTKa HCHOJb3YeT

6



el

(CMEPTHOMY OTUYETY
Me BR5S

L

KOMOWHUPOBAHHBIE TIEPOPATbHBIC KOHTPAIICTITUBEL, ég _c;TgE?%FIEheE%@_CH/r 1—;];1' c;m]m u3

3 PEKTUBHBIX METOJOB KOHTPALEHIINH, EPEUUCICHHBIX BbIlIe. [IOBBIIICHHBI PUCK PA3BUTHUS
TpOMOOSMOOIMKM COXpaHsieTcs B TedeHue 4—6 Helenp I[ocie IpeKpalleHus I[pueMa
KOMOMHUPOBAHHBIX  MPOTHBO3aYaTOYHBIX  CpeACTB.  D(PPEKTHUBHOCTH  TOPMOHAIBHBIX
IPOTHBO3a4aTOYHBIX IPENAapaToB MOXKET ObITh CHI)KE€HA IPU OJHOBPEMEHHOM Ha3HAYeHUU
JekcameTra3zona (cM. pasuen 4.5).

[TonkoxHBIE TOPMOHAIBHBIE HMIUIAHTBl MWJIA BHYTPUMATOYHBIE CHCTEMBI, BBIACIAIONINE
JIEBOHOPTECTPEJI, CBS3aHbI C MOBBIIIEHHBIM PUCKOM MH(PEKIIMOHHBIX OCIOKHEHUH B MOMEHT MX
YCTAaHOBKM M C HEPEryJSpHBIMU  BJAarajivIUHBIMM KpoBOoTedeHHMsAMH. [lanumentkam ¢
HEUTpOIIEHHEH, MCIONIB3YIOIUM 3TH CHOCOOBI KOHTpAICNUUH, CIEAYeT NPOPHIAKTUIECCKU
Ha3Ha4yaTh AaHTUOUOTHUKH.

Hcnonp30BaHne BHYTPUMATOYHBIX CUCTEM, BBIIEISIIOIINX ME/Ib, KaK IPaBUIIO, HE PEKOMEHAYETCS
B CBSI3U C BBICOKMM PHCKOM pa3BUTHUs MH(PEKIMOHHBIX OCJIOKHEHUH B MOMEHT MMILJIAHTALlMU U
NOBBILIEHHONH KPOBOIOTEPU BO BPEMs MEHCTpPYalMM, KOTOPAsk MOKET YCHJIMTH BBIPAXKEHHOCTh
HEUTPOIIEHNH WX TPOMOOLIUTOIIEHUH.

TecTbl Ha OEPEMEHHOCTD

B cooTrBercTBMM C MNpPHUHATOM MpPAaKTUKOM TeCThl Ha OEpPeMEHHOCTh C MHHUMAJIbHON
YyBCTBUTENBHOCTBIO 25 MME/MII  TOMDKHBI TIPOBOJIUTBCS TMOJI KOHTPOJIEM Bpada BCEMH
JKEHIIMHAMHU C COXPAaHEHHBIM JIETOPOIHBIM IIOTEHLUAIOM, BKIIIOYAsl TE€X, KOTOPBIE ITOJIHOCTBIO U
JUINTEIILHO BO3JIEPKUBAIOTCS OT CEKCYalIbHbIX OTHOLIEHU.

CorinacHo pekOMEHJALusAM IpOBEJEHHE TecTa Ha OepeMEHHOCTb, Ha3Hau€HWEe U Bblgaya
npenapara J0JKHbI IPOBOJAUTHCS B OJJUH U TOT XK€ JAeHb. JKEHIIMHA ¢ COXPaHEHHBIM AETOPOAHBIM
IIOTEHLIMAJIOM JOJDKHA MOJIyYUTh IOMAJIUAOMU] HE TO3HEE 7 THEH I0CIIe Ha3HAYEHUS JICUEHUS.
Jlo nauana neuenus

[Tocie Toro Kak manMeHTKa UCIoib30Bana 3pPeKTUBHBII METO/] KOHTpaLEeNIMK B TeUeHHe 4 win
Oosnee Henenab, TECT BBINOJHSIETCA I10J KOHTPOJIEM JieHalllero Bpada B J€Hb Ha3HAYCHUS
NOMANUAOMUJA WIHM 3a 3 IHA OO BU3UTA K JiedalleMy Bpady. TecT NOJKEH NOATBEPAUTH
OTCYTCTBHE Yy MAllMEHTKH OEPEMEHHOCTH Ha MOMEHT Hayajla IpueMa oMaIuJI0Muaa.

Bo epems u nocne neuenus

Tect Ha GepeMeHHOCTb M0J] Ha0JII0IEHUEM Bpaya CJIeIyeT MOBTOPSTh Kaxable 4 Heenu, BKIItoyas
4 Henmenu mocie OKOHYAHUS JICUEHUS, 3a HCKIIOYEHMEM JKEHIIMH C IOATBEP:KIECHHOU
XUPYprudeckoi crepuimsaiueil. TecTbl BBIMONHAIOTCS B J€Hb BU3UTA WIM B TEUEHUE 3 JTHEH
nepe] BUBUTOM K JIeHallleMy Bpady.

My>XKYuHBI

[TomanuaoMug OOHapyX HBAaeTCs B CEMEHHOW MHJIKOCTH 4YelloOBeKa B XOJIE€ JIEYEHUS 3TUM
npenapaTtoM. B kauecTBe Mepbl MPEAOCTOPOKHOCTH M NPUHUMAsh BO BHUMAaHHME TE€ TPYIIIbI
NAIUEHTOB, Y KOTOPBIX BO3MOJKHA IPOJIOHTAlMs BPEMEHU JIMMUHALMU TIperapara, HalpuMep,
NAlUEHThl C TOYEYHOM HEJOCTATOYHOCTHIO, BCE MYKUMHBI, MPUHUMAIOLIUE MOMAaIHIOMUI,
BKJIIOUAs NIEPEHECIINX Ba3dKTOMMUIO, JOJDKHBI MIOJIb30BAaThCS MPE3EpPBAaTUBAMM B TEUEHHME BCETO
Kypca JIeYeHHsI, BO BpeMs IEpPEpPhIBOB B JICUEHUU U B TeUeHHE 7 JTHEH Mocie MpeKpaleHUs
JeYeHMsI, €CIM MX MapTHepuia — OepeMeHHas J>KEHIIMHA WIM JKEHIIMHA C COXPaHEHHBIM
JE€TOPOIHBIM MMOTEHIIMAJIOM, HE MOJIb3YIOIIAsACsd KOHTpaleNIUeH.

MyXunHaM-nalMeHTaM He pa3peniaercsi ObITh TOHOPAMU CEMEHM WIN CIIEpPMbI Ha MPOTSHKEHUU
BCEro BPEMEHH JIeueHHs (BKIIt0UYasi IepephIBbI B JICUEHUN) U B T€UEHHE 7 JTHEH Mociie 3aBepiieHus
preMa MOMaJInJOMH/IA.

JlononHuTENbHBIE MEPHI IPEAOCTOPOKHOCTH

[TarmenTsl He JOJDKHBI NEpeaBaTh IIpemapar ApyruM jaunaMm. [lo OkoHYaHuM JeueHus
HEHUCIOJb30BaHHBIM Tpernapar pPEeKOMEHJyeTCcs BO3BPAaTUTh B MEIUIIMHCKOE YUPEXKJEHUE.
[TanmenTam He paspemnaercs ObITh JOHOPAMH KPOBH, CEMEHU WIIM CIIEPMBbI Ha MPOTSHKEHUH BCETO
BPEMEHHM JIeUeHUs (BKJItOYasi MEpephIBbl B JICUEHUH) U B TE€UYEHHUE 7 JTHEH Mocje 3aBeplIeHUs
preMa MOMaJInJOMU/IA.
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YroObl TOMOYB MalUeHTaM H30eXaTh BO3JCHCTBUS MOMATUAOMHUAA Ha IUIONA, JepXKaTeib
PETUCTPALIMOHHOTO YAOCTOBEPEHUsl MPEIOCTaBUT MEIULMHCKOMY I[epcoHaly oOydarolue
MaTepuaigbl IO MepaM MPEeIOCTOPOKHOCTH B OTHOIICHHHM BEPOATHOW TEPaTOrC€HHOCTU
NOMAalUAOMHUA, CHOCOO0aM KOHTpAlENUUU Iepel HayajioM Tepanud U PYKOBOJCTBO IO
IPOBEICHUIO HEOOXOIMMBIX TECTOB Ha OepeMEeHHOCTh. Bpau pomkeH nHGOpMUpoOBaTh MalueHTa
0 BO3MOKHOM TEPaTOT€HHOM pPHCKE MOMAIUAOMHUIA U CTPOTMX Mepax IO MPEeAyHpeKIACHHUIO
OepeMeHHOCTH B COOTBETCTBUH ¢ [Iporpammoii mpegoxpaHeHus oT 6EpeMEHHOCTH U 00ECIICUUTh
naueHTa ooydJaromiei Oponropoi, KapTOYKOil NalleHTa u/uik SKBUBAJICHTHBIM HHCTPYMEHTOM
B COOTBETCTBHUH C HAI[MOHAJIBHOM CHUCTEMOM KapToyek maiueHToB. KoHTposupyemas cucrema
pacnpeziefieHus BKJIIOYAeT MCIOIb30BaHUE KapTOYEK IMallMeHTOB W/WIM 3KBUBAJIECHTHOIO
MHCTPYMEHTA Ui KOHTPOJS Ha3HAueHWH W/WiM BblAAYM mpenapara. [IpoBenenue tecta Ha
OepeMeHHOCTh, Ha3HAUYEHHE U BbIJAdy Ipenapara peKOMEHIYeTCs MPOBOAUTH B OJUH JICHb.
Bbiiaya momanuaomMuia SKEHIIMHAM C COXPAaHEHHBIM JIETOPOJHBIM MMOTEHIMAJIOM JIOJDKHA
MPOUCXOJUTh HE MO3Ke 7 JHEW Mocjie Ha3HAYeHHs] Tepanuyd U IMOJYYeHUS OTPULIATEIbHOIO
pe3ysbTara TecTa Ha 6epeMEeHHOCTh, BHITIOJIHEHHOTO 0] HAOII0IEHHEM Bpaya.

Brimaua mnpenapara JKEHIIMHAM C  COXPaHEHHBIM JETOPOAHBIM TMOTEHIMAIOM JIOJDKHA
POM3BOIUTECS HE Oonee veM Ha 4 Hemenu JICUYeHHs, BCEM OCTAIBHBIM KaTEroOpusM
MaIUeHTOB — He OoJiee ueM Ha 12 Henenb.

I'eMaTOI0THYECKHE OCIOKHEHUS

Y MalnuMeHToB € PEeUUIUBUPYIOLICH/PE3UCTEHTHON MHOXECTBEHHONM MMEIOMON B TpyIIe
HE)KENaTeJIbHbIX SBICHUH 3 Wi 4 CTENeHU TSHKECTH Hauboyiee YacTo PEerucTpupyercs
HEUTPONEHHS; CIEAYIOLIUE [0 YacTOTe — aHeMus U TPOMOOIMTONEHUs. Y MaIHeHTOB
HEOOXOMMO MOHHUTOPHPOBATH HEKENATEIbHBIE TE€MAaTOJIOTMYECKHE PEaKIMHU, OCOOCHHO
HelTponenuro. [lanueHTs! 1OKHBI OBITH TPOUHGOPMUPOBAHBI O HEOOXOIUMOCTH CBOEBPEMEHHO
cooOmiaTh O TOBBIIICHWH TeMIeparypbl. Bpaunm 1OKHBI HAOMIOATh 3a MAlUeHTaMU B
OTHOIIEHUH CUMITOMOB MOBBIIICHHOW KPOBOTOUMBOCTH, BKJIIOYas HOCOBBIE KPOBOTEUCHUS,
0COOEHHO TIPH COIYTCTBYIOIIEH Tepanuu MpenapaTaMu, MOBBIIAIOIINMU PUCK KPOBOTCUCHHMA
(cm. pasnen 4.8). Ilonubiit aHamM3 KpoBU HEOOXOJMMO BBINMOJHUTH JI0 Hadaja JCYCHHS, 3aTeM
€XEHeJIeNNbHO — B TE€YEeHHE MEepBbIX 8 Henenb, Aajnee — 1 pa3 B mecan. Moxer norpedoBaThcs
U3MEHEHHE J03bl MoMaIuJIoMuia (cM. paszzen 4.2), mpUMEHEHHE KpOBe3aMEHHUTeNed u/muiu
npemnaparos (hakTopa pocra.

TpomOG03MO0INYECKIE OCIOKHEHUS

VY manmueHToB MpH JICYEHUH MOMATHIOMHUIOM B KOMOMHAIIMU C JIEKCAMETa30HOM pPa3BHBAJIHCH
BEHO3HbIE TPOMOO3IMOOIMUYECKHE HapylleHHs (B OCHOBHOM TpomM003 TIIyOOKHX BEH U
TpoMO03MOomus erouyHoi aprepuu — TOJIA) u aprepuanbHble TPOMOOTUYECKHE HapyIIEHUS
(uH(papkT MHOKapaa U MHCYNbT). [lanmuenTsl ¢ HamuuueMm (akTOpoB pUcka TpoMOOIMOOINH,
BKJTIOYAsl TPEAMIECTBYIONINE TPOMOO3bI, JOKHBI HAXOIUTHCS MO TIIATEIEHBIM HAOIIOICHHEM.
HeoOxonuMo mnpeanpuHAT, BCe BO3MOXKHBIE MeEpbl A MUHHMM3aLMU (DaKTOpOB pHCKa
(HampuMep, KypeHue, TUIIePTeH3HsI, TUrepaunuaemMus). [laimenTs 1 Bpauu JOJDKHBI CIIETUTH 32
NpU3HAKaMU U CUMIITOMaMH TpoMOoaMOonuii. [lanneHToB HEOOX0IMMO MPEeAYNPEANUTh, YTO UM
ciefyeT oOpaTUThCS 3a MEAMIMHCKOW TIOMOINBIO TPH MOSIBICHHUH TaKUX CHMIITOMOB, Kak
OJIBIIIIKA, OOJIM B TPYAM, OTEKH PYK U HOT. [IpH OTCYTCTBMM NMPOTUBONOKA3aHUN PEKOMEHTyeTCs
JICYCHHUE aHTUKOATyJITHTaMHU (TaKUMH KaK alleTHIICATUIIMIIOBAst KUCIIOTa, BaphapyH, TeTTapHH HITH
KJIOMUAOTpEN), OCOOEHHO y TMAallMEeHTOB C JIOMOJHUTENBbHBIMU (DakTopaMu pHCKa TpoMmOo3a.
Pemrenne o mpoBeneHn# MpOGMIIAKTUIECKUX MEPOIPHITHN TPUHUMACTCS TOCHe TIIATeIHFHON
OLIEHKH (haKTOPOB PHUCKA y KaXJOTO MalMeHTa. B KIMHUYECKUX HCCIETOBAHUSAX TMAI[UCHTHI
PO IIAKTHICCKA TOJTyJaITn aIe TUIICATTHIIMIIOBYIO KHCIIOTY WA JIPYTYIO
IPOTHUBOTPOMOOTHYECKYIO TepanuIo. [Tpumenenue HPUTPOMOITUYECKHX Cpe/CTB
COIIPOBOXKIAETCS  PUCKOM  TPOMOOTHYECKHX  OCJIOXHEHWH, BKIOYas TPOMOOIMOOIHH.
CrnenoBarenbHO, SPUTPONOITHUECKUE TpenapaThl, a TakkKe Ipyrue CpeicTBa, KOTOPhIE MOTYT
MOBBIIIATH PUCK TPOMOOIMOOINH, TOJKHBI PUMEHSTHCSI C OCTOPOIKHOCTBIO.
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CooOmanioch 0 cimydasx rumotupeosa. Ilepen Hadamom JiedeHUS HEOOXOTUMO TMPOBOIUTH
KOHTPOJIb COMYTCTBYIOIIMX 3a00JIeBaHUM, CIIOCOOHBIX BIMATH Ha (YHKIHMIO IIUTOBUIAHON
kKene3bl. PekoMeHayeTcsl IPOBOIUTE OIECHKY (DYHKIMU HIMTOBUIHOW KeNe3bl Tepe]] HauaaoM
JICUEHUS U PETrYJISIPHBINA KOHTPOJIb (DYHKIUH IIMTOBHUIHOM jKeJie3bl BO BPeMsl JICUCHUS.
[lepudepudeckas HeliponaTus

[TanineHnToB ¢ mepudepruyeckor HelponaTruel > 2 CTENEeHH TSKECTH HE BKITFOYAIIN B KIIMHUYCCKUE
uccieaoBanus nomanuaomuaa. [Ipu pemenun Borpoca 0 Ha3HAYEHUU JICUCHUSI TOMATTUIOMUJIOM
TaKUM MalMeHTaM HY>KHO IPOSBISATH OCTOPOXKHOCTb.

BripakenHoe HapyiieHue QyHKIuA cepia

[TarueHTOB C BBIpAXKCHHBIMU HapylIeHUSAMH (QYHKIUN cepaua (3acToifHas cepaeuHas
HenocrarouHocTh [Knace I mim IV o NYHA], undapkr muokapaa B Tedenue 12 mecsies 10
Hayaja MCCIeI0OBaHus, HeCcTaOuIbHAs WM TJI0X0 KOHTPOJUpyeMasi CTEHOKap/usi) He BKIIIOYAIH
B KIMHMYECKHE HCCIeqoBaHus nomManuaoMuja. OcloXHEHHUs B BHAE  CEpACYHOU
HEJOCTAaTOYHOCTH, BKJIIOYAs 3aCTOMHYIO CEpJEYHYI0 HEIOCTAaTOYHOCTh M OTEK JIETKHX (CM.
pa3nen 4.8), oTMeuasii B OCHOBHOM Yy TMAI[MCHTOB C YXE CYIICCTBYIOIIEH CepJcuHOU
HEJOCTAaTOYHOCThIO WM (pakTOpamMu pucka 3aboneBaHuil cepama. [Ipu pemenun Bompoca o
HA3HAYCHUH JICUCHUS] TTOMAIMIOMHUOM TaKUM IMAMEHTaM HY)KHO MPOSBIATH OCTOPOKHOCTb,
BKJIIOUAsl PETYJSIPHBIE OCMOTPHI JIJIs BBISBIICHUSI CAMIITOMOB CEpAEUHON HEJOCTATOUHOCTH.
CuHpOM JIM3HUCA OIYXOJIU

Haubonpimumii puck CHHApPOMA JIM3UCA OMYXOJIM UMEETCS Y MAIleHTOB ¢ OONbIION OMmyX0JIeBoit
Harpy3Koil Ha MOMEHT Hauaja JICYeHHUS. 3a 3THUMH MNalMeHTaMU JOJDKHO OBITh OPraHW30BAHO
THIATENTFHOE HAOII0IEHUE C IPUMEHEHHEM COOTBETCTBYIOMIMX MPOMUIAKTHUYECKUX MEp.
IlepBUYHBIEC OMYXOJIHM APYTOW JIOKATU3ALUU

OOpa3zoBaHre MEPBUYHBIX 3JI0KAYECTBEHHBIX OMYyXOJieH ApYyroil IOKadu3aluu, TaKUX Kak
HEMEJIAHOIIMTAPHBIA pPaK KOXH, 3aPETHMCTPUPOBAHO Y MAIMEHTOB, MOJYYaBIINX MMOMATUIOMHU/
(cM. pazzmen 4.8). Bpau gomkeH THIaTenbHO 00CIeA0BaTh MAIlMEHTOB 10 U BO BPEMS JICUCHUS C
MOMOIIbIO CTaHJAPTHBIX METOJOB CKPUHHMHIAa HOBOOOPA30BaHUM ISl BBISABJICHHS TEPBUYHOM
OITYXOJIM APYTOM JIOKaTH3alluu U MPU HEOOXOAUMOCTH Ha3HAYUTh COOTBETCTBYIOIIIEE JICUCHHE.
AJIEPTrUYECKUe PEaKIMK U TSHKEITbIC KOYKHBIC PEaKIIUu

Ha ¢done npumeHneHus nmoManuaomMuaa ObUTA 3aperHCTPUPOBAHBI aHTHOHEBPOTUUYECKHI OTEK U
TsDKeNbIe KoxHbIe peakiun, Bkiodas CCIl, TOH u DRESS (cM. paznen 4.8). [1arueHTs! TOTKHBI
OBITh MPOMH(POPMUPOBAHBI O MPU3HAKAX M CHUMITOMAX JTHUX PEAKIUN U MPerymnpexIeHbl O
HEO0OXOMMOCTH HEMEJIEHHO OOPATUTHCS 32 MEUITMHCKON MTOMOIITBIO TIPU TOSIBJICHUH TTOI00HBIX
CUMIOTOMOB. JledeHrne MOMaluJOMUIOM CIEAYEeT MPEKPaTUTh MPU Pa3BUTHH SKC(HOTHMATUBHON
M Oysuie3Hol ceinu uim npu nogo3penuu Ha CC, TOH u DRESS.

Jledenue He JOHKHO BO3OOHOBIATHCS MOCIIE pa3pelleHrs BhIlIeyKa3aHHbIX peakiuii. [larreHTon
C CEpPbE3HBIMH AJUIEPTHUYECKUMHU PEAKIMAMHA Ha TATUIOMHJ WIHM JICHAIUIOMHUJ B aHAMHE3€ He
BKJIIOYAJIIM B KJIMHUYECKHME HCCIEAOBAHUS NoManuaoMuaa. Takue MaluuMeHTbl MOTYT HMETh
MOBBIIICHHBIA PUCK Pa3BUTHS PEAKIMI THIEPUYYBCTBUTEIBHOCTH M HE JIOJDKHBI TOJy4YaTh
nomanuaoMull. Ciaeayer paccMOTPETh BO3MOXKHOCTh MPEPBIBAHUS WA MPEKPAIICHUs JICUEHUs
MOMAJIMJAOMHUJIOM B CilIy4ae KOXHOW cCbiu 2-3 creneHn TsokecTu. [lpu  pa3BuTumn
AHTMOHEBPOTUYECKOTO OTEKa TOMAaTUAOMUJ TOJKEH ObITh OTMEHEH.

['0n0BOKpY)KEHNE U CIYTAaHHOCTh CO3HAHUS

Hmerorcst cooOrieHnsi 0 BOBHUKHOBEHUU TOJIOBOKPY>KEHUN U CIIYTAHHOCTH CO3HAHUS Ha (oHe
nomanuaoMuaa. Ilarmentam ciemyeT wu30eraTh CHUTYyalHii, KOTJa TOJOBOKPYXXEHHE U
CIyTaHHOCTh CO3HAHUS MOTYT MPEJICTABIIATH MPOOIeMY, U HE IPUHUMATD APYTHE JIeKapCTBEHHBIC
CpencTBa, KOTOPBIE MOTYT BBI3BIBATh TAKHE )K€ HAPYIIECHHUs, O€3 TPEABAPUTEITLHON MEIUITUHCKON
KOHCYJIbTALINH.

WuTtepcTuimansHoe 3a06oneBanue gerkux (M3J1)

W3JI u apyrue cxoIHbIe SIBICHUS, BKIIIOUYas Cydyad THEBMOHUTA, HAOM0Jamich Ha (DOHE JIeueHus
noManuaoMuioM. [larmeHTaM ¢ OCTPBIMM CHMIOTOMAMH WM HEOOBSICHUMBIM YXYIIIEHUEM
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B xone atoro o0cienoBaHus JIeYeHUE MOMAIUIOMHIOM JIOJDKHO OBITH MPHOCTAHOBIICHO, a TIPU
noATBepkaeHnn auarHo3a M3JI  HazHaueHa cooTBeTcTBylomas Tepanusa. JleueHue
MOMAJTUOMHUIOM MOKET OBITh BO30OHOBJIICHO TOJIBKO TIOCJE TIIATEIHHOW OLEHKH TOJB3bI U
pucka.

3aboneBaHus MeYeHU

BbipakeHHOE€  TOBBIIIEHHE AKTUBHOCTH  allaHMHAMHUHOTpaHc(epasbl U KOHUEHTPALUU
OwnupyOMHA OTMEYaid y MAIMeHTOB, NPUHUMABIIMX moMaiuaoMua (cMm. paszaen 4.8).
3aperucTpUpoOBaHbl TAK)KE Cydad TIenaTuTa, KOTOpbIE IPUBEIM K IPEKPALIECHUIO JIEYEHUs
MOMAJTUAOMUIOM. PerynsipHbIii KOHTPOIh (QYHKIMH MEYCHH PEKOMEHAYETCS B TCUCHHUE MEPBBIX
6 Mecs1eB Tepanuy NOMaIUAOMUIOM, a B MIOCJIEIYIOIIEM — 10 KIMHUYECKUM MTOKA3aHUSIM.
Hudekumu

CooOmranoch 0 peakux ciaydasx peakTuBanuu Bupyca remaruta B (HB) y mauuenTtos, panee
WHQUIIUPOBAHHBIX BUPYCOM TemaThTa B, MpH J€UEeHUU MOMAIMJOMHIOM B KOMOWHAIUH C
JIEKCAMETa30HOM. B HECKOJBKHX Claydyasx OTMEYaJOCh IPOrPECCUPOBAHUE renaTuTa A0 OCTPOU
MEYCHOYHON HEJOCTATOYHOCTH, B PE3yJibTaTe 4YEro MmoMaiuaoMua Obul oTMeHeH. Jlo Hadana
JIeYCHUs] TOMAIHIOMHUIOM HEOOXOJMMO BBHITIOJHUTH TECT HA HAJM4Me U aKTUBHOCTh BHpYcCa
renatuta B. [[ns manMeHTOB C IMOJOXKUTEIBHBIM TECTOM Ha HajJu4he BHUpyca rematuta B
PEKOMEHyeTCsl KOHCYJbTAallMsl Bpaya, MMEIOLIEro ONBIT JIEYEHUs MAlMEHTOB C BUPYCHBIM
renarutoM B. Ciemyer co0r01aTh OCTOPOKHOCTH TPHU COYCTAHHOM MTPUMEHEHUN IIOMAJTHIOMH/IA
U JEKCaMEeTa30Ha y Mal[ME€HTOB, MEPEHECIIMX BUPYCHBIM remnatut B, BkiItOuyas NaUMEHTOB C
MOJIOKUTEIBHBIM T€CTOM Ha aHTH-HBc anTuren, Ho orpunarenbHbiM TecToM Ha HBs anturen. 3a
TaKUMH MalMeHTaMH HEOOXO0IMMO YCTaHOBUTH TIIATEIbHOE HAOIIOIEHUE B TEUEHUE BCETO Kypca
Tepanuu JJii CBOEBPEMEHHOT'O BBISIBIICHUS CHMIITOMOB M NPU3HAKOB aKTUBHOTO 3a00JICBaHUS,
BBI3BAaHHOT'O BUPYCOM renaTtuta B.

[Tporpeccupyronias MyabTUDOKAIbHAS JeHKOHIIe(haTomaTus

Coo0mranock 0 ciay4asx pa3BUTUS Mporpeccupyromieil MynbTuhoKaibHO! JeikosHIedaronaTuu
(IIMJI) y manueHToB, MPUHUMABIINX MOMAJTUIOMUI, BKIFOUAs CIy4ad C JICTAIbHBIM HUCXOJIOM.
CornacnHo coobmenusm [IMJI pa3BuBanach B nepuo/ OT HECKOJIBKIX MECAIIEB 10 HECKOIbKUX JIET
MocJie Hayalia JIeYeHUs NoMaIuIoMUIoM. B ocHOBHOM cooOmaniock o ciuydasx [IMJT y
MAalMEHTOB, MOJYYaBUIMX COIMYTCTBYIOLIEE JICUCHHE JIEKCAaMETa30HOM WJIM paHee MPOIIEIINX
XUMHUOTEPANUIO JPYTUM HMMYHOJETPECCUBHBIM TpenapatoM. Bpadyam cieayer perymispHo
MPOBOAMTH MEAUIIMHCKHUM OCMOTp nanueHToB. [Ipu cocraBinennn auddepeHnnaas,Horo Auartos3a
y IAIMEHTOB C HOBBIMH WJIH TIPOTPECCUPYIOITUMHU HEBPOJIOTUUECKHUMHU CUMITTOMAMU, PU3HAKAMHU
KOTHUTHUBHBIX M TIOBEICHYECKUX HApYyIIEHWH HEOOXOAMMO YYHUTHIBATH BO3ZMOXXHOCTH Pa3BUTHS
[IMUJI. TlanueHTOB cleayeT MpeaynpeauTh O TOM, YTO UM CTOUT COOOIIUTH CBOUM OJIM3KUM U
JULAM, YXaKMBAIOIIMMH 33 HUMH, O JICYEHUH, MMOCKOJIbKY OHH MOTYT 3aMETUTh CUMIITOMBI, O
KOTOPBIX MAI[MEHT HE 3HAET.

Juarnoctuka [IMJI nomkHa BKIIOYATh HEBPOJIOTHYECKOE 00CIeI0BaHUE, IPOBEACHIE MAarHUTHO-
pe30HaHCHOU ToMOTrpaduu rOJIOBHOTO MO3Ta U aHaIN3a CIMHHOMO3TOBOM JKUJIKOCTH Ha HAJTUINe
JHK Bupyca Jl>xona Kanaunrema (Bupyca JC) meroiom noiauMepasHoi nenHoi peaxkuu (ITLP).
B kauectBe anbrepHatuBbl [II[P-uccnenoBanuio MokeT OBITH MpOBEAEHA OHOICHUS TOJIOBHOTO
Mo3ra ansa onpeaenenus supyca JC. Orpunarensusiii pedynsrar [IIIP-uccinenoBanus Ha BuUpyc
JC ne uckmouaet pazsutue [IMJI. Heo6xommuMo oGecnednTs JTOMOTHUTEIbHOE HAOIIOACHHE 3a
MalMEeHTOM U MPOBECTU JOMOJHUTEIbHBIE MCCIIEIOBAHUS, €CIIM allbTEPHATUBHBIA JTMAarHO3 HE
MOJKET OBITh YCTAHOBJIEH.

[Ipu Hanuuuu nogo3penus Ha pazsurue [IMJI cnegyer nprocTaHOBUTH TPUEM MOMATTUOMHUAA JIO
ee uckimoueHus. B cnydae noarsepxkaenus [IMJI cinenyer okOHYATENBHO MPEKPATUTD JIEUCHHE
MOMAJIMIOMHUJIOM.
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BcrnomorareipHbIE BEIIIECTBA NOCNENOE

Jlannslii npenapat coaepkuT MeHee 1 Mmonb HaTpus (23 Mr) B 1 karicyine, To €CTh IPaKTHUECKU
HE COZIEP’KUT HATPHUS.

4.5. B3aumoaeiicTBue ¢ JpPYrHMH JIEKADCTBEHHBIMH IIpenaparaMM W Jpyrue BHABI
B3anMo/ielicTBUS

BausiHue noManuaoMuaa Ha Jpyrue JieKapcTBEHHbIE penapaThbl
Cunrtaercs, 4TO MOMATUJAOMHJl HE BBI3BIBACT KIMHMYECKH 3HAYUMBIX (PapMaKOKMHETHYECKHX
JIEKapCTBEHHBIX B3aMMOJAEHUCTBUM, CBS3aHHBIX C YTHETEHHEM WIM MHIYKIHMEH H30(epMEHTOB
mutoxpoma P450, nnm akTuBanuei UM YTHETCHHEM TPaHCIOPTHBIX CUCTEM, IPU COBMECTHOM
IPUMEHEHUH ¢ cyOcTpaTaMM 3TUX (EpPMEHTOB WIM TpaHCIopTepaMHu. Bo3MOXHOCTB TakuxX
JICKApCTBEHHBIX B3aMMOJACUCTBHUM, BKJIIOYAs BIMSHHE MOMATUAOMHIA Ha (HapMaKOKHHETHKY
KOMOMHUPOBAHHBIX ME€POPAIbHBIX KOHTPALENTUBOB, KIMHUYECKH HE OLIEHHMBalach (CM. pasfel
4.4).
BausiHue Apyrux JiekapcTBEHHBIX NPENapaToB Ha NOMAIHIOMU
[Tomamuaomuy yactuuno Metadonusupyercs nzopepmenramu CYP1A2 u CYP3A4/5 u apnsercs
cyocrparom i P-rinukonporenna. KoMOMHMpPOBaHHOE IPUMEHEHUE TOMATIMIOMHJIA C CHIIBHBIM
uaruouropom CYP3A4/5 u P-gp keroxonazonom uiu ¢ cwibHbIM HHIYyKTOpoM CYP3A4/5
KapOamMa3enMHOM KJIMHUYECKM 3HAUUMO HE BIMUIO Ha JieiicTBue nomanuaomuna. CoBMecTHOE
npuMeHenne cuipHoro uHruouropa CYP1A2 ¢dayBokcamMuHa B TPUCYTCTBHHM KETOKOHA30JIa
YBEJIMYUBAJIO BO3JeHCTBUE omanuaomMuaa B cpeaem Ha 107 % mpu 90 % AU [91 %-124 %] B
CpaBHEHHH C KOMOMHAIWEH MOMaIMIOMHUJ — KETOKOHA30J. B IpyroMm mccienoBaHUU BIUSHUS
unruouropa CYP1A2 Ha u3mMeHeHus: MeTabosin3Ma IpU COYETAaHHOM NPUMEHEHUH WHIHOUTOpa
nzopepmerra CYP1A2 ¢uryBokcamMuHa M MMOMATUAOMHUIA CPEAHSIS SKCIIO3HIINAS TOMATUIOMHUIA
yBeanumiack Ha 125 % [90 % JIU 98 %157 %] B cpaBHEHUH C IPUMEHCHUEM TOMATHIOMHK/IA B
mMonotepanuu. Ecnu cunbablii nHrnouTop nzodpepmenta CYP1A2 (manpumep, nunpodaokcai,
SHOKCAMH M (IIyBOKCAMUH) THPUMEHSIOT COBMECTHO C IOMAJHUJOMUIOM, HEOOXOIUMO
YMEHBIINTH 03y oMaiuaomuaa Ha 50 %.
JlekcameTazoH
KomOnHMpoBaHHas Tepanus MIOMaIMAOMHUIOM B TIOBTOPHBIX J103aX J0 4 MI' M IEKCAaMETa30HOM B
no3ax 20—40 mr (cnaOsiit/ymepeHHbIi HHAYKTOp HeKOTOpbIX pepmeHToB CYP, Bkiarouas CYP3A)
y TAIIMEHTOB C MHOXKECTBEHHON MUEIOMOH HE COTIPOBOXKIAIACH HApyIIeHHEM (apMaKOKHHETHKH
NOMaJIMJIOMHU/IA [0 CPABHEHUIO C MOHOTEpaNel NOMaIUJOMUIOM.
Bnusane nexcamerazona Ha BapdapuH HE H3YYEHO, MOITOMY PEKOMEHIYETCS THIaTeIbHO
MOHUTOPHPOBATh KOHLIEHTpAIUIO BaphaprHa Ha (PoHe KOMOMHUPOBAHHOM TepanuH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD H JAKTALUS
JKeHIMHEI ¢ COXPaHEHHBIM JIETOPOJHLIM IMoTeHIHanoM / KoHTpanenus y My)K4uH 1 KSHITUH
JKeHIMHBI ¢ COXpaHEHHBIM JETOPOIHBIM MOTEHIIUAIOM JOJKHBI MCHONB30BaTh d(Hh()EeKTUBHBIN
METO/ KOHTpaneniuu. Ecin 6epeMeHHOCTh HACTYNuIa BO BpeMs JICUCHHS TTOMATUOMHUIOM, TO
pHUeM Tpernapara JOJDKEH ObITh MPEKpalleH, a KeHIIUHA JOJKHA ObITh HampaBlieHa K Bpauy-
TEpaToJIOTy JJI 00CJIeIOBaHUSI U KOHCYIbTaluu. Eciin OepeMeHHOCTh HACTYIUIIA Y KEHITUHBI,
napTHep KOTOPOM MOoNy4aeT MOMAaTUAOMU/, OHA JIOJKHA OBITh HAMpaBJIeHA K Bpady-TepaToyory
JUIsl o0CeIoBaHus M KOHCybTanuu. [lomanuaoMu oOHApYKUBAETCS B CEMEHHOM >KHIKOCTH
yelioBeka. B kadecTBe Mepbl MPENOCTOPONKHOCTH BCE MAMEHTHl MYKCKOTO MOJa JIOJKHbI
WCITOJIH30BaTh MPE3EPBATHBEI B TEYCHUE BCETO Kypca JICUEHHs, B TIEPEPhIBAX MEXKTY JICUCHUEM U
B TEUEHHUE 7 JHEH Mocle MpeKpalleHus JIeUeHHs, eClii UX MapTHepina OepeMeHHa WM UMeeT
COXpaHEHHBIN JETOPOIHBIN MOTEHITMAT U HE UCTIONIB3YeT KaKOW-TN00 METO]T KOHTPAIICTIIIHH (CM.
paznens 4.3 u 4.4).
bepemeHHOCTD
[TomanuaoMu MOXKET 00JIaJaTh TEPATOTEHHBIM AeicTBHeM y mtojeit. [IpemapaT mpoTuBonoka3ax
BO BpeMsi OCpPEeMEHHOCTH M Y JKCHIIWH C COXPAaHEHHBIM JIETOPOJIHBIM TIOTEHIIMAIOM, 3a
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HCKIIFOYCHHEM CJIydaeB MPUMEHEHHsI C COOJI0JICHHEeM ~BTC CITOBUM” TIPDENOXPAHEHUS OT

O6epemMeHHOCTH (CM. paszenst 4.3 u 4.4).

JlakTamus

He ycTaHOBI€HO, BBIICTSETCS JIH TIOMATHIOMUJ C TPYJHBIM MOJIOKOM YesioBeka. [Tomanmumomu
OOHapy)XMBAJICS B MOJIOKE KpBIC, KOTOPHIM BBOJWJIM Tpermapar. YUYHUTHIBas BO3MOXKHOCTH
HEXXEATeIbHOTO JICHCTBHSI TTOMaIHJIOMHUIa Ha HOBOPOXKICHHBIX, HEOOXOUMO MPEKPATHTh JTHOO
rpyJaHOE BCKapMJIMBaHHE, JIMOO MTpUEM IpernapaTa, IpHHUMAasi BO BHUMaHHUE BaXKHOCTh TPYTHOTO
BCKAPMITMBAHWSI M JICUCHUS JJII MATEPH.

DepTHILHOCTD

Y KUBOTHBIX TOMAJIHAOMHJ O0JIaJaeT HEOJAronpHUSTHBIM BIMSHHEM Ha (QEpTUIBLHOCTh U
TepaToreHHbIM 3¢ dekToM. [Tomanmnmomua nMpoHUKaeT 4epe3 IUIAlCGHTY W OOHApY)KHBAeTCs B
KPOBH 110712 (COTJIACHO JaHHBIM, MTOJYYCHHBIM Ha KPOJIMKAX, CM. paszien 5.3).

4.7. BausiHHe HA cNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeICTBaMHU M padoTaTh ¢
MeXaHM3MaMH

[Tomanmuoomuya oO6siagaeT HE3HAYUTENbHBIM WM YMEPEHHBIM BIHSHHEM Ha CHOCOOHOCTh
YIpaBJIATh TPAHCIOPTHBIMHM CPEACTBAMHU WM MexaHu3MaMmu. HekoTopble moOouHble JeicTBus
NOMAUAOMUJA, TaKUE KaK YTOMIIIEMOCTb, 3aTOPMOKEHHOCTb, CIIyTAaHHOCTb CO3HAaHUS U
TOJIOBOKPY>KEHUE, MOT'YT OTPHULATEIbHO BIHMATH HAa CIIOCOOHOCTH YIPABJICHHS aBTOMOOWIEM U
BBIMIOJTHEHUE TOTEHIMAJIBHO ONACHBIX BHUAOB JESITEIBHOCTH, TPEOYIOIIMX IOBBIIIEHHON
KOHIIGHTPAallUM BHHUMAaHHUs M OBICTPOTHI NCHUXOMOTOPHBIX peakuui. [Ipu mnosiBIeHHMM Takux
HE)KeJIaTeJIbHBIX SBJICHUH ClIeAyeT BO3/AEpKaThCsl OT BBIIIOJIHEHUS JAHHBIX BUJIOB JI€ATEIbHOCTH.

4.8. Hexkes1aTeJibHbIE peaKIMu
Pestome npoduist 6e30nacHOCTH
Bo BpeMst KIIMHUYECKUX MCCIIEIOBaHNI HanOoJee YaCThIMHU HEXKENIATSIbHBIMU PEAKIHSIMUA OBLITH
HApYIICHUS CO CTOPOHBI KPOBU M JTuUMbaTH4YecKord cuctembl: aHemus (45,7 %), HeHTporeHus
(45,3 %) u TpomboumroneHus (27 %); cpeau OOIMIMX HAPYIIEHHH MpeodsIamaid YTOMIIEMOCTh
(28,3 %), moseiieHue Temiepatypsl (21 %) u nepudepuueckue oreku (13 %); cpenn uHDEKIHI
U Mapa3uTapHbIxX 3a0oneBanuil — mueBMoHuA (10,7 %). Kak mobouyHoe nelicTBue nepudepuyeckas
HeliponaTus 3apeructpupoBaHa y 12,3 % manueHTOB, a BEHO3HbIE HSMOOJIMYECKHE U
tpomboTueckue Hapymenus (BOTH) — y 3,3 % mnaumentoB. HauGonee dyacTsiMu
HEKeNaTeNIbHBIMU peakuusMu 3 uiau 4 CTeneHH OBLIM HapyHIeHUS CO CTOPOHBI KPOBU U
auMpaTHYeCKOM  CUCTeMbl, BKJIo4ass HeWtponenuto (41,7 %), anemuto (27%) wu
tpoMbouuronenuo (20,7 %); cpenu nHbeknuii 1 MHBa3u — mHeBMOHHS (9 %); cpeau oOumx
paccTpoiCTB U HapyIIEHUI B MECTe BBEJECHUS IpenapaTa — yromisieMocTs (4,7 %), noBbIlLIeHUE
temneparypbl (3 %) u mnepudepuyeckue otexu (1,3 %). Hambonee wuactoil cepbe3HOU
He)KeNaTeJIbHOM peakiuei okazanach mHeBMOHUA (9,3 %). VI3 Apyrux cepbe3HbIX HEXKeTaTeNbHbIX
peakiuii  3aperucTpupoBaHbl  (GebOpunbHas HeWrTpomenus (4 %), wHeitponenus (2 %),
tpombouuronenus (1,7 %) u BOTH (1,7 %). HexenarenpHble peakiuy 4aie BO3HUKAIUA BO
BpEMs MEPBBIX IBYX IIUKJIOB JICUCHHUS TOMATUIOMHUIOM.
TabnuyHOe pe3roMe HeXKeNaTeIbHBIX PEaKITHi
Hexenatenbubie peakimu (HP), Bo3HHKaBIIMEe y MAlMEeHTOB NpU JICUEHUH KOMOWHAIIHEH
MIOMaJTHIOMHU/IA ¥ IEKCAMETa30Ha, MTPEICTABICHBI HU)KE B COOTBETCTBUH C YUETOM YaCTOTHI BCEX
HP u wactotst HP 3 unu 4 crenenu TsxecTu.
Yacrora HP, mpuBeeHHBIX HIKE, OIPEEIsIach COTJIaCHO CleAYIolel KilaccuuKaluu: O4eHb
gacto (> 1/10); wacto (> 1/100, < 1/10); Heuacto (> 1/1000, < 1/100), yactoTa HEU3BECTHA (HE
MOYET OBITh YCTaHOBJICHA 110 HMEIOIITMCS JaHHBIM).
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MHONCECMBEHHOU MUCTIOMOIL HA gbOHe mepanuu NOMANUOOMUOOM U OCKCAMEMAZOHOM

CucreMHO-OpraHHbIi
KJ1ace

[lo0o4HbIE peakuumn
(CyMMapHO0), 4acTOTa

[lo0o4HbIe peakuumn
3—4 cTeneHHu TSAKEeCTH, YacToTa

Nudexunu 1 MHBa3UN

Ouenb yacmo: THEBMOHHUS
(6akTepuasibHas, BUPYCHAs U
rpuOKOBast MHQEKIHS, BKIIOYast
ONIMOPTYHUCTUYECKUE
MHQPEKITIH )

Yacmo: HEUTPONICHUYECKHU,
CeTCcHC, OPOHXOIMTHEBMOHHSI,
OpOHXUT, HHPEKITNH
NBIXATENbHBIX TyTEH,
MHDEKINHY BEpXHUX
NBIXATENbHBIX TyTEH,
Ha30(apUHTHUT,
ONOSICHIBAFOIIUI JTUIIAN
Yacmoma Heuzeecmua:
[peaKTUBaIUs BUPYCa
remarura B*

Yacmo: HEUTPONIEHUYECKU I
CETCHC, THEBMOHHUS
(OakTepuanbHasi, BApyCHAs U
rpruOKoBast MHMEKIUS, BKIIIOYAs
ONITOPTYHUCTHYECKUE
uH}EKIn ), OpOHXOITHEBMOHHSI,
MH(EKINH ThIXaTebHBIX MyTeH,
WH()EKITUN BEPXHUX
NIBIXATENIbHBIX MyTel

\Heuacmo: OpOHXUT,
ONOSICHIBAKOLIMIA JIMILAN
Yacmoma Heuszsecmua:
[peaKTUBaIUS BUPYCa

remarura B*

JloOpoxkayecTBeHHble, |Heuacmo: Ga3anbHO-KIETOUHAs |Heuacmo: 6a3anbHO-KIETOYHAS
3J10Ka4YeCTBEHHbIEC U |KapLMHOMA KOXKH, KapLIMHOMA KOXH,
HEYTOYHEHHbIe IJIOCKOKJIETOYHAs KaplIMHOMa  |[IJIOCKOKJIETOYHAs! KaplMHOMa
HOBOOOpa30BaHUS KOXH KOXHU

(BKJIIOYasi KHCTBI H

MOJIMIIbI)

Hapymenns co |Ouenb wacmo: HEUTPOIIECHUS, Ouenv wacmo: HEUTPONEHUS,

CTOPOHBI  KPOBH M |TPOMOOLIUTOIEHUS, TPOMOOIIMTONEHHUS, aHEMUS

JuM@paTH4ecKoi JEUKONEeHUs, aHEMUS Yacmo: GpedpunbHast

CHCTEMBbI Yacmo: dpedpuiibHas HEUTPOIICHHUS, JICUKOIICHHUS,
HEUTPOTICHUS, TAHITUTONICHUS*  [MaHIUTONEHUs ™

Hapymenus Ouenv vacmo: CHUKEHHE Yacmo: TunepkanuemMus,

MeTadoIM3Ma U |alneTuTa TUIIOHATPUEMUSI,

MU TAHUSA Yacmo: runepKanueMus, runepypuxkeMus®
TUIIOHATPUEMUS, \Heuacmo. cHUXEHHE aleTuTa,
runepypuxkeMus® CHHJIPOM JIM3UCA OIYXOJIN™
\Heuacmo. cuHIpOM H3HCca
onyxonu*

[Icnxnueckue Yacmo: ciyTaHHOCTb CO3HaHUSA |[Yacmo. cllyTaHHOCTh CO3HAHMUS

HAPYLICHHSA

HapymeHnusi o CTOpOHBI
HEPBHOM CHCTEMBbI

Yacmo: 3aTOPMOKEHHOCTb,
nepudepuyeckas CEHCOpHas
HeHponaTus, F0JIOBOKPYKEHUE,
TPEMOD, BHYTPUUYEPEITHOE
KpOBOTEUEHHE™

\Heuacmo: nHCYNbT*

Yacmo: 3aTOPMOKEHHOCTD
\Heuacmo: nepudepndeckas
CEHCOpHAasl HeliponaTus,
TOJIOBOKPYKEHUE, TPEMOP,
WHCYIBT*, BHYTPUUYEPEITHOE
KpoBOTeueHue™

HapymeHnusi o CTOPOHBI
oprasa cayxa U
JIaDUpHUHTA

Yacmo. BepTUTO

Yacmo: BepTUTO

HapymeHusi o CTOPOHBI
cepana

Yacmo: cepaednas
HEI0CTATOYHOCTH ™,
bubpmLIsIIMs npeacepanin®,

Yacmo: cepaednas
HEI0CTATOYHOCTH ™,

¢bubpmsIMs npeacepani™®
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nH(papKT MHOKapaa

" AL

Hapymenusi co CTOpOHBI
COCY/10B

Yacmo: TpoM003 TITyOOKHX BEH

\Heuacmo: TpoM003 ri1y00KHux

BCH

Hapymenusi o CTOpOHBI
HMMYHHOI CHCTEMBbI

Yacmo: aHTMOHEBPOTUYECKUI
OTeK*, KpanmuBHHUIA™
Yacmoma neuszeecmua:
aHauIaKTHUECKas peaKius™®

\Heuacmo: aHTUOHEBPOTUYECKUI
OTeK*, KpanuBHUIA™

Yacmoma neuszeecmua:
aHauIaKTHUECKasi peaKius™®

Hapymenusi co
CTOPOHBI YHTOKPUHHOM
CHCTEeMbI

\Heuacmo. runotupeos™

Hapyenus co CTOpOHBI
bIXaTeJbHONH CHCTEMBI,
OpraHos rpyaHOM
KJIETKH U CPel0CTeHHUs

Ouenb wacmo: OJpIIIKA,
KaIelb

Yacmo: TpoMO0IMOOITHS
JIErOYHOW apTEepUH, HOCOBOE
KpOBOTCUYCHHE™,
MHTCPCTHIINATBHOC
3a00JIeBaHUE JICTKUX *

Yacmo: onpika

\Heuacmo: TpoM0603MO0ITHS
JIErOYHON apTEepUH, KallEb,
HOCOBOE KPOBOTEUEHUE™,
MHTEPCTULIMATIBHOE 3a001€BaHUE
JerKux *

HapyumieHusi o CTOPOHBI
PKeJTyI0YHO-KUIIEYHOI 0

Ouenv yacmo: nuapes,
TOIIIHOTA, 3a1op.

Yacmo: nuapes, pBOTa, 3a1op.
\Heuacmo: TOIIHOTA,

PO3UHOMUIINEH U CUCTEMHBIMHU
CHUMITOMaMHU*, TOKCUIECKHI
PIUACpPMATbHBINA HEKPOIH3™,
CHUHIPOM

CrtuBenca — /[xoncona™

TPaKkTa Yacmo: pBOTA, )KEIyIOYHO- PKEITYI0YHO-KUILIEYHOE
KHMILIEYHOE KPOBOTEUEHUE KPOBOTEUYEHHE

Hapymenusi co croponsl |Heuacmo: \Heuacmo:

1e4YeHn U [TUNEepOUIUpPYOUHEMUS, rUnepomIpyonHeMUs

"KeJTYeBbIBOJSIIIINX rernaTuT™

nyTei

Hapymenus co croponbl (Yacmo: Cblllb, KOXKHBIN 3y]1 Yacmo: cpllb

KOKH W TMOAKOKHBIX |Yacmoma Heuzgecmua. Yacmoma neuzgecmua:.

TKaHel lIeKapCTBEHHAsl PEAKIIUS C lIeKapCTBEHHAs PEAKIUS C

PO3UHOMUINEH U CHCTEMHBIMHU
CHMITOMaMHU*, TOKCUICCKHI
PIuAepMaTbHBINA HEKPOIH3™®,
CHUHIPOM

CrtuBenca — J[xoncona*

HapymeHnusi o CTOpOHBI
MBIIIEYHOH, CKeJeTHOM
" COeTUHHUTEIbHOM
TKAHHU

Ouenb yacmo: 601b B KOCTIX,
MBILIICYHBIC CIIa3Mbl

Yacmo. 00Ib B KOCTIX
\Heuacmo: MBIIIIEUYHBIE CIIa3MBbl

Hapyuenusi co cTOpoHbI
Mo4YeK "
MOY€eBBIBOASIIHX MYTei

Yacmo: noueuHas
HEJIOCTaTOYHOCTb, 3aJ€PiKKa
MOYH

Yacmo: noyeyHast
HEJ0CTATOYHOCTh
\Heuacmo: 3agepXKa MOUH

Hapyuenust co CTOpOHbI
penpoayKTHBHOM
CHCTEMBI M MOJIOYHBIX
JKeJ1e3

Yacmo: 0014 B 00J1aCTH
MaJIoro Tasa

Yacmo: 0051 B 00JIaCTH MAJIOTO
Tasza

O0mme HapymeHHs H
peakuuu B MecTe

Ouenvb yacmo: yrOMISIEMOCTb,
[TOBBIIICHUE TEMIIEPATYPHI,

Yacmo: yTOMIIIEMOCTb,
MOBBILLICHUE TEMIIEPATYPHI,

AKTUBHOCTHU

BBe/ICHUS nepudepuyeckre 0TeKH nepudepuyeckre 0TeKH
JIaboparopHble u (Yacmo: HeWTponeHus, Yacmo: HEUTPOIIEHHS,
HHCTPYMEHTAJIbHbIE NENKONIEHMS, eKOneHHs, TPOMOOLIUTOICHHS,
JAHHbIC TpOM6OI_[I/ITOHeHI/I$I, IIOBBIIIICHUE [[IOBBIIICHNEC aKTHUBHOCTHU

aHaHI/IHaMI/IHOTpaHC(I)CpaBLI
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COOTBETCTBY CTEF
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amaHnHaMUHOTpaHChepaseL, | - JHevacmo. ossinerme <
MOBBILIEHHE KOHI[EHTPAIMN KOHIIEHTPAIIMK MOYEBOM
MOYEBOM KMCIIOTHI B IIJIa3M€ KUCJIOTBI B IIIa3ME KPOBU ™
KpoBH*

* uoeHmuuyuposaHvl 8 NOCMPESUCMPAYUOHHOM NEPUode ¢ Hacmomou, ONpedeleHHOU 8
KAUHUYECKUX UCCTIe008AHUSIX.

OnucaHue OTAEIbHBIX HEKEAATEAbHBIX PEAKIINMA

Tepamozennocms

[TomanuaoMu CTPYKTYPHO CXOJEH C TaJIWIOMMJIOM, U3BECTHBIM TEPATOIE€HOM [UISl YEJIOBEKA,
KOTOPBI BBI3BIBAET TSDKENbIC, YIPOXKAIOUIME KU3HU BpPOXKIEHHBIE nedekTsl. OOHapyKeHO
TEPATOr€HHOE JEHCTBUE IOMAJIMIOMMJIA B IIEPUOJ OCHOBHOIO OpraHOreHe3a IIpU €ro
NPUMEHEHHUH Y KPBIC M KpOJIUMKOB (cM. pazaeisl 4.6 u 5.3). IIpu npruMeHEHUH TOMAaIHIOMUIA BO
BpeMsl OEpEMEHHOCTH Y JIIO/IEN BEPOSITHO IIPOSIBJIEHUE €TI0 TEPATOTEHHOr0 IEUCTBUS (CM. pa3zaen
4.4).

Hetimponenusi u mpomboyumonenus

Heiitponenus Obna 3apeructpupoBaHa y 45,3 % nmanueHTOB, MOMY4YaIOUUX MOMaIUIOMUA B
COUYETaHHUHM C JeKcaMeTa30HOM B Hu3koi no3e (Pom + LD-Dex). Helitponenus 3 uiu 4 crenenu
TsSDKECTH Bo3HUKaNa y 41,7 % mauueHToB, IpU 3TOM HEUTPOIIEHHUS peaKo Oblia cepbe3Hoi (2 %
NAIMEeHTOB), HE MPUBOIMIIA K MPEKPAIICHUIO JICYCHUs], ObUIa PUYMHON TIepephiBa B JICUCHUH Y
21 % manueHToB ¥ MPUYMHON CHIKEHUS 10361 Y 7,7 % MalleHToB.

Oeodpunbnas HedTponenus (OPH) Obi1a otMeueHa y 6,7 % manuenToB Ha ¢pore Pom + LD-Dex.
Bce nposiBinenust 66011 3 1 4 crenenu Tsoxkectd. @H mpusHana cepbe3Hoit y 4 % nanueHToB, Obuia
NPUYNHON TepepbiBa B JieueHUH y 3,7 % ManuMeHTOB, NPUYMHON CHMXKEHHs 1036l — y 1,3 %
nanueHToB. Hu y olHOro manueHTa jiedyeHue MmoJHOCThIO He MPEKPaIaioch.

TpomOoruTonieHus: OplIa 3apeructTpupoBana y 27 % mauueHtos, noiaydaBmux Pom + LD-Dex.
Tpombouutonenus 3 wunum 4 creneHu Tsokectw Obuta y 20,7 % DAUEHTOB, MPH ATOM
TPOMOOIIMTOTICHHSI paclieHeHa Kak cepbe3Hast y 1,7 % mamueHToB, cTajla MPUYMHON CHIDKCHUS
10361 y 6,3 %, nnepepbiBa B JieueHUU y 8 % u npekpanienus jeuenus y 0,7 % nauueHTos.
Hnghexyuu

WNHdexun okazanuck Hanbosee 4acTbIM HEreMaToJIOTHYeCKUM MPOSIBIEHUEM TOKCUYHOCTH: OHU
3aperucTpupoBanbl y 55 % manuentos npu aeueHnu Pom + LD-Dex. [IpumepHo monmoBuHa 3THX
uHpekuii Obuta 3 wim 4 creneHu TspkecTH. Hambonee yacThIMM OCIOXKHEHUSIMH  ObUIH
HEBMOHMSI M WH(QEKUMH BepXHUX nbixarenbHbIXx nyred (y 10,7 % wu 9,3 % mnamueHToB
COOTBETCTBEHHO). B 24,3 % cnyuaeB uHpexuun ObulM cepbe3HbIMM U Yy 2,7 % manueHToB
oKazaJuch (haTanbHbIMU (5 creneHsb TspkecTH). MHekun notpeboBany npekpamieHus Je4eHus
y 2 % mnanueHToB, npepbiBanus jgeueHus y 14,3 % u cHuxenus 103l y 1,3 % manueHTos.
Tpombosmboruyeckue HapyuleHus

Benoznble smbonunueckue uiam tpomboruueckue Hapymenuss (BOTH) soisiBnenst y 3,3 %
nalnueHToB, noay4yasmux Pom + LD-Dex. Otu Hapymenus 3 win 4 cTeNeH! TSHKECTH OTMEUYESHbI
y 1,3 % mnamuentoB. Y 1,7% mnauuentoB BOTH mnpusnansl cepbe3nsiMu. BOTH He
COIIPOBOKIANUCH (PaTalbHBIM MCXO/I0M U HE TPeOOBAJIM MPEKPAIEHUS JICUEHUS.
[TpodunakTuyeckoe NpUMEHEHHE AlleTUIICATTUIIUIOBON KUCIOTHI (MU APYTUX aHTUKOAryJsSHTOB
y HallMEHTOB C BBICOKUM PHCKOM) ObUIO 00si3aTeNbHBIM. [Ipy OTCYTCTBUH MPOTHBOIIOKa3aHUN
PEKOMEHI0BAJIOCH TAK)XKE JICUEHNE aHTUKOAryJITHTaMH.

Ilepughepuueckasn netiponamus

[Tepudepuyeckas HellponaTusi, B OCHOBHOM | wiM 2 CTENEHHU TSHKECTH, oTMevanach y 12,3 %
nanueHToB npu JeueHun Pom + LD-Dex. Peakuuu 3 unu 4 cTenenu TSKeCTH 3aperucTprupOBaHbl
y 1 % nanuenToB. Cepbe3HbIX nepupepruuecKux HeMponaTuii He pa3BUBAJIOCh, a JIEUEHUE B ATOU
cBs13u ObUIO npekparieHo y 0,3 % manueHTos.

Menuana BpeMeHH 10 MaHu(ecTaruu nepudepudeckoi HelponaTuu coctasisiia 2,1 Henenu npu
kosebanmsax ot 0,1 mo 48,3 Henenb.

Menuana BpeMeHU J0 pa3penieHus TOro OCI0KHEHMS cocTaBiisa 22,4 Henenu.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.03.2025 N 6653

Kposomeuenus (MOCNEOQQBATENBHOCTE 0010)

Coo0manoch 0 ciydasx KpOBOTEUCHHMH Ha (PoHE JedYeHUs NOMAIUIOMHUAOM, OCOOCHHO Y
NAIMEHTOB C Hajlu4ueM (PaKTOpPOB pHCKA, TaKMX KaK COMYTCTBYIOLIUN MpPHEM IpEenaparos,
YBEJIMYUBAIONIUX PHUCK KPOBOTECUCHHA. DMU30/bI KPOBOTCUCHHI BKIIIOYAIH B CE0si HOCOBBIC,
BHYTpPUUEPEIHBIC U KETyT0YHO-KUIIIEUHbIE KPOBOTCUCHHUSI.
Annepauueckue peakyuu u msxicenvle KOHCHble peaKyuu
AHTMOHEBPOTUYECKUH OTEK, aHaUIaKTUYeCcKasi peaKkius U TSHKelble KOXKHbBIE PeaKIuu, BKIIoYast
CCH, TOH wu DRESS cunapomsl, ObUIM 3aperucTpupoBaHbl Ha (OHE NPUMEHEHHUS
nomManuaoMua. [lanueHTel ¢ TAXkeIol KOKHOM peaklMed B aHaMHE3€, CB3aHHOM C JICYEHUEM
JICHAJIMIOMH/IOM WM TaJIHIOMH/IOM, HE JOJDKHBI OJIYYaTh HOManuaoMus (cM. pasnen 4.4).

eTH
[TomanuaoMu1 He TOKa3aH K MIPUMEHEHHUIO B MEAMATPUUYECKON MTPAKTHUKE.
HP, 3aperucrtpupoBaHHble y JAeTeil W TOAPOCTKOB (B Bo3pacte or 4 mo 18 mer) ¢
PELUUIUBUPYIOIIMMHU HIIM TPOTPECCUPYIOLIMMHU OMYXOJISIMU T'OJIOBHOT'O MO3Ta, COOTBETCTBOBAIIU
U3BECTHOMY PO U0 6€30MaCHOCTH MOMATUIOMHE/IA Y B3POCIIBIX MAIHEHTOB (cM. paszen 5.1).

Coo0111eH1e 0 110/103PEBAEMBIX HEXENATEeIbHbIX PEAKIHIAX

BaxHo coo0mare O TNOA03pEBAEMBIX HEKEJIATEIBHBIX PEAKLMAX I0CIe PErucTpanuu
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00ecreyeHns HePepbIBHOIO MOHUTOPUHIA COOTHOILICHUS
«I10J1b3a — PUCK» JIEKAPCTBEHHOI'O IpernapaTa. MeIUIMHCKUM pabOTHHKaM pPEKOMEHAYETCs
cooluiaTe O JIOOBIX MOJO3PEBACMbBIX HEKENATENbHBIX pPEaKIUsAX JIEKapCTBEHHOI'O Ipernapara
yepe3 HallMOHAJIbHbIE CUCTEMbBI COOOIIEHUS O HEXEJaTeNbHbIX PEAKIMIX rOCYAapCTB — YICHOB
EBpa3suiickoro 3KOHOMHYECKOI'0 COI03a.

Poccuiickas ®@eoepayus

®denepanbHas cinyx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)
Anpec: 109012, r. MockBa, CnaBsiHcKast 1iomiaab, a. 4, ctp. 1

Temedon: +7 800 550 99 03

OnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit B uHGOpPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT»:
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka
[TomanuaoMu B BBICOKMX OJIHOKPATHBIX J03axX 10 50 MI' y 3710pOBBIX JOOpPOBOJIBLIEB U B J103aX
10 Mr mpu NMOBTOPHBIX €XEIHEBHBIX MpHEMax y MAIMEeHTOB ¢ MHOXECTBEHHOH MHEIOMOW He
BBI3bIBAJI CCPHE3HBIX HCXKCIIATCIIbHBIX ﬂBJ’ICHI/Iﬁ, O6yCJ'IOBJ'I€HHI>IX HCpC}IO?:PIpOBKOfI.
Jleyenue
ITomManuaoMu1 yiassics pu TeMOIUaIn3e.
B cnydae nepeno3upoBKU PEKOMEHYETCs NMOAACPKUBAIOIIAs TEPAIIHSL.

5. PAPMAKOJOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHuYecKHe CBOiicTBA
®apMakoTepaneBTUYECKAs TPYIINA: IMMYHOAEIPECCAHTHL; IPYTHe NMMYHOENPECCAHTHI.
Kox ATX: LO4AXO06.

MexaHusM AeicTBUs U PapMakoguHaMUUecKue Db EKThI

[MTomanugomuy  obnamaer  MpsAMOM  AHTUMHUEIOMHOM — TYMOPOIMAHOW  aKTUBHOCTHIO,
JEMOHCTPUPYET HWMMYHOMOJYJIMPYIOIIEEe JEeWCTBHE U YTHETAeT CTPOMajbHBIE KIIETKH,
MOIJIEP>KUBAIOIIUE POCT OMYXOJIEBBIX KJIETOK MUENOMBL. [Tomanuaomu n3duparenbHO yrTHeTaeT
npoiudepanuio ¥ BBI3BIBAET aIONTO3 T'eMAaTOMOATHYECKUX KIETOK omyxosnn. Kpome Toro,
MOMAaJTUAOMU/] YTHETAeT Mpoudeparfio THHUI KIETOK MHOKECTBEHHONH MHEIIOMBI, YCTOWYMBBIX
K JCHATUJIOMUIY, U OOJagaeT CHUHEPTU3MOM C JIEKCAaMETa30HOM IO CITOCOOHOCTH BBI3BIBATH
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aIIoNTO3 KaK YyBCTBUTCIIbHBIX, TAK U YCTOUMYHMBBIX K JICHAJIN, n JIMHUN O YX'()J'IGBT)IX KIICTOK.

[TomanuaoMu yCHIIMBAET KIETOYHBIN HIMMYHHTET C y4acTHEeM T-KJIeTOK ¥ MPUPOIHBIX KUILIEPOB
U yrHeTaer o0pa3oBaHUE NPOBOCHAIUTENBHBIX LUTOKMHOB (Hampumep, ¢akropa HEKposa
omyxonu — a, TNF-a, u uaTepneiikuna-6, IL-6) monouuramu. [lomMmanumomMua Takke TOPMO3UT
aHTHOTeHe3, OJIOKUPYS MUTPALIMIO U aTE3UI0 KIIETOK YHIOTEIHSI.
[TomManuaoMuy CBSA3BIBACTCS HETOCPEACTBEHHO C OENKOM LEepeOIOHOM, BXOJSIIMM B COCTaB
komiuiekca E3 yOuMKBUTHHIIMTa3el, KOTOPBI BkiIodaer GOenok-1 (DDBI1), cBs3biBarommiics ¢
NOBpeXIeHHOU ne3okcupudonykienHoBoi kucinoroit (JHK), kymmun 4 (CUL4) u perymnstop
kymwuHoB 1 (Rocl), u mnopaBnsger camMOyOMKBUTHHUpPOBaHHE Iiepe0lioHAa BHYTPH 3TOTO
KomIuiekca. PasHooOpasue BIMSHUN MOMaTUAOMHIA HA KIETKH MOXXHO OTYacTH OOBSICHHUTH
neiicteueM  E3-yOMKBUTHHIWIA3, OIMOCPEAYIOUIUX MOJMYOMKBUTUHUPOBAHUE  Pa3IMYHBIX
CyOCTpaTHBIX OEIIKOB.
B mpucyrcTBUH mOMaNMIOMHUAA B YCIOBHSX IN Vitro cybcrtpatHeie Oenku Aiolos u Ikaros
MOJIBEPTalOTCsl YOMKBUTHHUPOBAHHUIO U TTOCIEAYIOMIEMY PA3NIOKEHHUIO, YTO MPUBOJUT K TIPSIMBIM
[IUTOTOKCHYECKAM M UMMYHOMOAYJIUpyoumM 3ddekram. B ycmoBusx in VIiVO moManuaomug
CHIDKAeT ypoBeHb Oeska Ikaros y manieHToB ¢ pelnuauBUPYIONIEH MHOKECTBEHHONH MHEIOMOM,
pedpaKkTepHO K ICHATUIOMHUTY.

eTH
B pamkax mpocToro oTKpbITOro ucciaenoBanusi (assl 1 ¢ yBennueHueM J03bl, POBEICHHOM B
OJTHOM TpyIIIe MAIMeHTOB, MaKCUMAaJIbHAS TIEpEHOCUMasI 1032 W/WIIM peKOMEeHTyeMast 1103a (a3bl
2 MOManMIOMHA Yy JeTeil M TOAPOCTKOB OblTa OMpeeNeHa Ha ypoBHE 2,6 MI/MZ/IeHb IIpH
epopasbHOM NpuMeHeHHH ¢ 1 1o 21 1eHb NOBTOPHOIO 28-AHEBHOIO LIUKJIA.
OddexTuBHOCTh HE ObLIA MPOJEMOHCTPUPOBAHA B MHOTOIICHTPOBOM OTKPBITOM HCCIEAOBAHUU
¢da3pl 2, NMPOBEAEHHOM B MApPAICNIBbHBIX TIpYINax C y4yacTMeM 52 JeTed W MOJPOCTKOB,
MOJyYyaBUINX TMOMaIHIOMHA, B Bo3pacte oT 4 n0 18 5er ¢ penuauBHpyOIIEed WU
MPOTPECCUPYIONIEH TJIMOMOM BBICOKOM CTEMEHU 3JIOKAYeCTBEHHOCTH, MEIYJIII00JIaCTOMOM,
sneHAMMOMON wunmu  auddysHoit ramomoit  crtBoma romoBHoro mosra  (JICI'M) ¢
MIPEUMYIIIECTBEHHBIM PACIIOIOKEHHUEM B IICHTPAITBHON HEPBHOM CHCTEME.
B wuccnemoBanuu ¢aszpl 2 y JOBYX TAlIEHTOB B TpYIIE TJIHOMBI BBICOKOW CTENEHU
3510ka4ecTBEHHOCTH (N = 19) Obl1 JOCTUTHYT OTBET, ONPEICICHHBIN MPOTOKOIOM; OAMH U3 ATHX
MAIUEHTOB JIOCTUT YaCTUYHOTO OTBETA, a IPYTOi MAIMEHT JIOCTHUT JOITOCPOYHOMN CTaOUIH3auu
3a00JIeBaHMs, YTO TPHUBEIO K OOBEKTUBHOMY OTBETY M JOJTOCPOYHOW CTAaOMIIM3AINN
3aboneBanus Ha ypoBHe 10,5 % (95 % JAU: 1,3, 33,1). OauH nmamuMeHT B IPyIe SMCHIAMOMBI
(N =9) mocTur nonrocpodHol cTabuiM3aImy 3a001€BaHsI, B PE3yJIbTaTe KOTOPO 00K THBHBIN
OTBET U JOJITOCPOUHast cTabmu3anus 3abonesanus cocrasmu 11,1 % (95 % JIN: 0,3, 48,2). Hu
y OIHOro u3 oueHuBaeMblXx mnauveHToB HU B rpynne JAI'CTM (N =9), vu B rpymnme
meaymnobnactoMbl (N =9) He HaOmIOIANOCh MOATBEPKACHHOTO OOBEKTHMBHOTO OTBETA HIIU
JOATOCPOYHOH cTabmnm3anuu 3aboneBanus. Hu ofHa u3 4 mapauieNbHbIX TPYII, OlIEHUBASMbIX
B 9TOM HUCCIeN0oBaHuH (asbl 2, HE JOCTUIIIA IEPBUYHON KOHEYHOU TOYKH OOBEKTUBHOT'O OTBETA
WJIU JIOJITOCPOYHOM CTaOMIM3aIuu 3a00JIeBaHUsI.
O6muii npoduinb 0€30MacHOCTH MOMAUWIOMHIA Y JeTe U TOJIPOCTKOB COOTBETCTBOBAI
M3BECTHOMY PO IITIO 0€30IaCHOCTH MpeTapara y B3pOCIIbIX NaueHToB. PapMaKOKMHETHIECKHE
napaMeTpsl OIIEHUBAIMCH B MHTETPUPOBAHHOM (hapMaKOKMHETHUECKOM aHallM3e MCCIIeI0BaHUMN
da3br 1 u ¢a3er 2, B paMKax KOTOPBIX OBUIO BBISBIICHO OTCYTCTBHE 3HAYMTEIHHBIX OTIUYHAN OT
napamMeTpoB, KOTOPbIE HAOJIIOJATUCH Y B3POCIIBIX MAIUEHTOB (CM. paszen 5.2).

5.2. ®apMaKOKHHeTHYECKHE CBOHCTBA
AOGcopOnus
[Tociie 0HOKpAaTHOTO TpHEMa BHYTPh BEJIMYMHA BCACBIBAHHS MMOMAIHIOMHIA COCTABISET HE
MeHee 73 % W ero MakcHUMallbHash KOHI[EHTparus B TutazMe KPOBH (Cmax) JOCTHUTAETCS depes
2—3 yaca. CucteMHoe Bo3zelicTBre nmomManuaomusa (o nokaszaremno AUC, miiomanp moa KpuBoi
«KOHIICHTpAIIMS — BPEMs») BO3pacTaeT MOYTH JIMHEHHO W TMPOMOPIUOHANBHO jo3e. [lpu
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MHOTOKPAaTHOM JO3WPOBAaHUU CTEIEHb HAKOILUICHHUS néﬂamm}mﬂma' COCTaEJ'IHET 27— 3'1 % 10

AUC.

[Tpu coBMECTHOM MpHEME C BBICOKOKAJIOPUHHOM MUIIEH CO 3HAUUTEIbHBIM COJIEP)KAaHUEM KHUPOB
CKOPOCTh BCAacChlBaHMs NOMAIUAOMHUJA 3aMeuIdeTcs, cpenHee 3HaueHUe Cmax CHIDKAETCA
npumepHo Ha 27 %, HO o011iee BcachblBaHHUE MMPAKTUYECKU HE U3MEeHseTcs, cpenusisa sennurnna AUC
ymenbiiaercs Ha 8 %. [loaTomy moManuaoMua MOKHO IPUHUMATH BHE 3aBUCUMOCTH OT MpUEMa
MUIIN.

Pacnpenenenue

Cpennuii  kaxymuiics oobem pacnpeaenenus (VdA/F) momamupomumaa npu  paBHOBECHOM
KOHIIGHTPalUN HaxoauTcs B mpenenax 62—138 n1. Iocne mpuMeHeHHs TOMaIHI0MHIA B TCUCHHE
4 nHelt o 2 MT' B JIeHb OH OOHApY)KMBAETCSI B CEMEHHOMU >KUJIKOCTH 3/I0pPOBBIX JOOPOBOJIBLIEB B
KOHLEHTpaluu npuMepHo 67 % OT ypoBHs B IJIa3M€ KPOBHU, KOTOPBINA TOCTUraeTcs uepes 4 yaca
(mpumepHOe Tmax) TocCiIe MIprieMa mpenapara. In Vitro cBsA3pIBaHUE SHAHTHOMEPOB OMATUIOMHU/IA
¢ OesikaMu TIa3Mbl KPOBU YeJIOBEKa HaxXoIuTcs B mpeaenax oT 12 % 1o 44 % u He 3aBUCHUT OT
KOHIIEHTPAIUH.

Buorpancdopmarys

VY 310pOBBIX JOOPOBOJIBLIEB MOCIE OJHOKpAaTHOTO mpuema BHYTph [14C]-nomanuaomuaa (2 mr)
OCHOBHBIM KOMITOHEHTOM B KpOBH Obl1 momamupomun (mpumepHo 70 % oOT ypoBHA
pangroakTuBHOCTH 1ia3Mbl). KonmuectBo merabonutoB He mpeBbimano 10 % OTHOCHTENBHO
MCXOJJHOI'O COETMHEHUS WJIM OOLIETO YPOBHS PaIMOAKTUBHOCTH IIIa3MBbl.

['unpokcunupoBaHue ¢ MOCIEAYIOUIEH TTIOKYPOHU3AUEN UIH TUIPOIU30M SBIISETCS OCHOBHBIM
METa0OJIMYECKUM MYyTeM Uil JKCKPETUPYEMOW PpaJMOaKTUBHOCTH. IN VItro wu3odepmeHThI
cuctembl nuroxpoma P450, CYPIA2 u CYP3A4 oka3anuch ThaBHBIMH (EpMEHTaMH,
YY4aCTBYIOUIMMH B THJIPOKCWJIMPOBAHWU IOMAJUIOMUIA. MeHblllee 3HAYEHUE UMENU
uzopepmentel CYP2C19 u CYP2D6. Ilomanumomua sBisieTcs Takxke cybcTpaTom
P-rnukonporenna (P-gp) in vitro. KomOuHupoBaHHOE MPUMEHEHUE TOMATUIOMHUIA C CHIIBHBIM
unruoutopom CYP3A4/5 u P-gp kerokoHazonoM wnu ¢ cuibHbIM uHAYKTOopoM CYP3A4/5
KapOaMa3enmmHOM HE OKa3blBAJI0 KIMHUYECKH 3HAYMMOro d¢@dekra Ha  IKCIO3UIIHIO
nomanugoMuaa. CoBmectHoe npumeHeHue cuibHoro mnrudutopa CYP1A2 ¢uyBokcammuna B
MPUCYTCTBUHU KETOKOHA30J1a YBEJIMUMBAJIO CPEIHIOIO SKCIO3UIMIO0 moManuaomuaa Ha 107 % npu
90 % noBeputensHOM uHTepBaie [91-124 %] B cpaBHeHHH ¢ KOMOWHAIMEW MOMATUIOMHI —
KeTOoKoHa3osl. B npyrom wuccnenoBanum BiusiHust uHrHOMTOpa CYP1A2 Ha wu3MeHeHus
MeTabonu3Ma Mpyu CoOYeTaHHOM MpuMeHeHnH nHruouTopa nzopepmenta CYP1A2 ¢pnyBokcamuna
U TOMaJIMIOMHUAA CPEIHsS SKCHO3UIMSA TOoMaUIoMuaa yBenudmiach Ha 125 % mnpu 90 %
noseputenbHoM uHTepBane (1) [98-157 %] B cpaBHEeHUU ¢ MpUMEHEHHEM MOMATUAOMHUIA B
MOHOTepanuu. Ecin COBMECTHO € NOMaIMJOMUIOM MPUMEHSETCS CUJIbHBIM HHTHOUTOP
uzopepmenta CYP1A2 (mampumep, LUIpOQIIOKCAllMH, 3HOKCAMH U (IIyBOKCAMHUH), 03y
noManuaoMuaa Heobxoaumo yMmeHbmiuTh Ha 50 %. Ilpumenenme nomanmuaoMuga y
KYPUJIBIINKOB, YIOTPeONsomux Tabak co cBoiicTBaMu WHAyKkTopa nm3odepmenta CYP1A2, He
OKa3bIBAJIO KJIMHUYECKU 3HAaYUMOro 3((deKTa Ha IKCHO3UINI0 TOMAIUA0OMHUAA [0 CPAaBHEHUIO C
HEKYPAIIUMU MalleHTaMU.

Ha ocHoBanuM JaHHBIX IN VItr0 MOMaaugIOMK HE WHAYIHUPYET W HE yrHeTaeT M30()epPMEHTHI
cuctembl IuToXpoma P450, He MHTUOHpYET Apyrue W3y4eHHbIE TPAHCHIOPTEPHI JIEKAPCTBEHHBIX
BenlecTB. [Ipy KOMOMHMpOBaHMM MOMAIMJIOMHAA C cyOcTpaTaMy TakMX MyTed KIMHUYECKU
3HAUMMBIE JIEKAPCTBEHHBIE B3aUMO/ICHCTBUS MATOBEPOSITHEI.

DJIMMUHALMS

Cpennuii mepuoJi NOJyBBIBEACHUS MOMAIMIOMHUAA U3 IJIa3Mbl KPOBU COCTaBIiAeT 9,5 4acoB y
3I0POBBIX JOOPOBOJIBIIEB M 7,5 4acoB y MAIMEHTOB C MHOXKECTBEHHOW Mmmuenomoil. CpegHuit
obmuit kimupenc (CL/F) npenapata coctasisier npubnuzurensio 7-10 /4.

VY 3710p0oBBIX 10OPOBOJIBIEB MOCIE OJHOKpPATHOrO pueMa BHYTph [14C]-nomanunomuaa (2 mr)
npumepHo 73 % u 15 % pagnoakTUBHOM J03bI BHIBOAWIOCH YEPE3 MOUYKH U KHIlleuyHUK. [Ipu aTOM
okosio 2% u 8 % 1103bl MOMaIUAOMUAA C YIJIEPOTHOM METKOM BBIBOJWJIOCH 4epe3 MOYKU U
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KHUIICYHUK B HCU3MCHCHHOM BUJIC. (MOCIE ':l' WO

[TomanuaoMu B 3HAYUTENHFHOW CTENEHU MOJBEpraeTcs OuoTpanchopmanuu, U 00pa3yronmecs
MeTabONUTBl BBIBOJSTCS MNPEUMYIIECTBEHHO Yepe3 IMOYKH. [pH OCHOBHBIX MeTaboJIuTa,
o0pa3oBaBIIMECS B PE3yJbTaTe THUAPOJIM3A WM TUAPOKCHWIMPOBAHUA C MOCIEIYIOLIEH
TTFOKYPOHM3AIMEH, COCTaBIISIOT COOTBETCTBEHHO 23 %, 17 % u 12 % ot obmero coaepkaHus
METa0OJIUTOB B MOYE.

KonuuectBo MeTabonutoB, 00pa3zoBaBIIMXCs ¢ ydacTueM nuroxpoma P450, coctaBuio npumMepHo
43% ot ypoBHS oOmel paguoakTuBHOCTH, a HE-CYP 3aBHCHMBIX THAPOIUTHYECKHUX
MeTabonutoB — 25 %. B Hensmenennom Buje BeiBoauTcs 10 % momamumomuna (2 % — depes
noyku 1 8§ % — yepe3 KUIICYHHUK).

OcoOble rpynmnel NayueHToB

Tayuenmoi ¢ Hapywenuem hyHKyuu novex

AHanu3 JaHHBIX MOMYJISALUOHHOW (DapMaKOKMHETHKH IOKaszal, 4To (apMaKOKHMHETHYECKUE
napaMeTpsl MMOMAMJOMHA CYIMIECTBEHHO HE MEHSAIOTCS Yy TMalMeHTOB C TIOYEYHOU
HEJOCTAaTOYHOCTHIO (ompeneneHHoi no kiupency kpeatunuHa (KK) wnm pacuernoit ckopoctu
KITy0oukoBo# punbTpamuu, pCK®) B cpaBHEHNY C TTAIMEHTAMU C COXPAaHECHHON (PYHKIIMEH MTOYeK
(KK > 60 mu/mun).

Cpenssist HopManu30BaHHas dKcno3unusa nomanuaomuaa (onpeaenenHas no AUC) y nauueHTos
C TIOYEYHOM  HENOCTaTOYHOCThIO  cpenHedl  cremenu  Tspkecth  (pCK®  or  >30
10 < 45 mn/mun/1,73 M%) cocraBmma 98,2% [90% AU 77,4-120,6 %] OT aHATOrMYHOTO
MoKa3aTeisi y MalueHTOB C HopManbHOW (yHKuued mnouek. CpenHsis HOpMaIU30BaHHAs
skcro3uims  noManugomuna  (ompeaenennas 1o AUC) y mManMeHToB ¢ MOYEYHOU
HEJJOCTAaTOYHOCTHIO Tsokenoil cremenu TskectH (KK <30 mm pCK® < 30 mu/mun/1,73 M?)
cocraBuia 100,2% [90% 1O 79,7-127 %] OoT aHAJOrMYHOIO IOKa3aTeas y IMalMEHTOB C
HOpManbHOU (GyHKIUEH modyek. CpelnHsis HOPMANIM30BAaHHAS SKCIO3ULUS MOMATUIOMHUIA
(ompenenennas mo AUC) y ManMeHTOB C IMOYEYHOM HEIOCTATOUYHOCTBIO TSKEIOW CTEIeHHU
TshKecTH, Hyxaaromuxcs B remoguanuze (KK <30 mn/mun), yBenuuunace Ha 35,8 % [90 % AU
7,5-70 %] B cpaBHEHMHU C aHAJOTHYHBIM IOKA3aTeNeM Yy MAIlEHTOB C HOPMAaJIbHON (yHKIHEH
nouek. CpeaHue W3MEHEHHUs HKCIO3UIUH MOMAIUIOMHA B KaXAOWH TpyIIe MNalHeHTOB C
HapylIeHrneM (YHKITUU TIOYEK HE JIOCTHTIIN BEJIMIHHBI, TPEOYIOMICH H3MEHEHHUS T03bI.
Tayuenmsi ¢ Hapywenuem QyuKyuy neveHu

V3meHeHus mapaMeTpoB (apMaKOKHHETHKH y TAIlMCHTOB C MEYCHOYHOH HEI0CTaTOYHOCTHIO
(ompenenennoit mo Yaiing —[Ipt0) B cpaBHEHHUH CO 3J0POBBIMU JOOPOBOJBIIAMHU OBLIH
YMEpPEHHBIMH. Y IMAIIHEHTOB C IEYCHOTHON HEJJOCTATOYHOCTHIO JICTKOH CTETICHH TSDKECTHU CPETHSS
IKCIIO3UIMs noManuaomMuaa yeeianduBanack Ha 51 % [90 % U 9-110 %] B cpaBHEeHUH co
3JI0POBBIMH JIOOPOBOJIBIIAMHU. Y TAIIMEHTOB C MEUYEHOYHON HEIOCTATOUYHOCTBIO CPEHEN CTENeH!
TSYKECTU CPEIHSS HKCIIO3UIMUS MOMAIUAOMHM/IA YBEIUUMIIack B cpeaeM Ha 58 % [90 % AU 13—
119 %] B cpaBHEHHWH CO 3JOPOBBIMH JOOPOBOJBIIAMH, TOTNA KaK y TMAIUEHTOB C TDKEIIOH
MICYCHOYHON HeA0CTaTOYHOCThI0 — Ha 72 % [90 % W 24-138 %]. CpenHee MOBBIIIEHHE
9KCITO3UIUHU TOMATHIOMHJIA Y TIAIIMEHTOB C IMEYCHOYHOW HEJIOCTATOYHOCTHIO B KXKIOU TPYIIITe
HE JIOCTUTAJIO BEJTMUYUHBI, TPEOYIOIel H3MEHEHH s ero 1036l (cM. pasnen 4.2).

Tlayuenmul nodxxcunoco 6o3pacma

AHanu3 JaHHBIX MOMYISIUOHHON (hapMaKOKUHETHKHU Y 3JI0POBBIX TOOPOBOJIBIEB U MAI[EHTOB C
MHOXECTBEHHON MHUEJIOMOW HE BBISBHJI 3HAYMMOTO BIUsHUS Bo3pacTta (19-83 roma) Ha kimpeHc
MOMaNTUAOMUA TIPU TIEPOPATLHOM TpueMe. B KIMHUYECKHX HCCIENOBAaHHIX HE TPeOOBaIOCH
WU3MEHCHHMS JI03bI Y MAIMCHTOB CTapiie 65 JIeT, MoydaBIIuX moMatuaoMu (cM. pasaen 4.2).
Tonynayuonnas papmaxoxunemuxa

AHaIM3 JaHHBIX MOMYISIIIHOHHON (papMaKOKHHETUKH C UCTIOIH30BAaHUEM JIBYXKaMEPHOM MOJCITN
MOKa3aJjl, 4YTO 3/I0POBbIe CYOBEKTHI M MAIIMEHTHI C MHOKECTBEHHON MHEITOMON UMENH CPaBHUMBIE
kaxymuiics kmupeHc (CL/F) u kaxymwiics o6beM pacripeneneHUs B ILEHTpaIbHONW Kamepe
(V2/F). B nepudeprdecknx TKaHIX TOMATUAOMUJ MOTIOMIANICS TPEUMYIIECTBEHHO OMMYXOJISIMH
¢ Kaxymumcs mnepudepuueckum kimpeHcoM pacnpeneneHus (Q/F) wu kaxymmmcs
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3JI0POBBIX CyOBEKTOB.

eTH
[Tocre OMHOKPATHOTO MEPOPAILHOTO MpHEeMa IMOMAIUIOMHIA JETbMH M TIOJPOCTKAMHU C
PELUIUBHUPYIOIIEH WM MPOTPECCUPYIOIICH MEePBUYHON OMYXOJbI0 TOJIOBHOTO MO3Ta CpejHee
3HAYEHHUE Tmax COCTABIISLIO OT 2 710 4 4aCOB IOCJIE BBEJAEHUS JI03bI U COOTBETCTBOBAIIO CPEAHEMY
reomerpuieckoMy 3HaueHUIO0 Cmax (CV%) 74,8 (59,4 %), 79,2 (51,7 %) u 104 (18,3 %) Hr/mu npu
ypoBHaX 103 1,9, 2,6 u 3,4 mr/m? coorBerctBeHHO. AUCo.24 1 AUCo.inf XapaKTepH30BaINCh
AQHAJIOTMYHBIMU TEHACHLMSAMH, OOLIMI YypOBEHb BO3JCHCTBUS HAXOIWJICS B JIMANa3oHE
npubimsutensHo ot 700 qo 800 weHr/mu mpu IBYX Oojiee HHM3KHX J03aX U MPUOIU3UTEIHHO
1200 genr/mu1 ipu BBICOKOH J103€. PacueTHBIN mepro 1 moJIyBbIBECHUS HAXOIUJICS B IMAIla30HE
IPUOIU3UTENBHO OT 5 10 7 4acoB.
YeTkuX TEHIEHIINM, CBA3aHHBIX CO cTpaTU(UKAIMel 0 BO3paCTy U YIOTpeOIeHUEM CTEPOUI0B
B MaKCHMAaJbHO JOIYCTHMOM J03€, He ObLIO.
B nenom cornacHo nanubiM AUC yBennyuBanach MOYTH MPOMOPIHHOHAIBHO YBEIHUEHUIO 103bI
NOMaJIMJIOMHUA, B TO Bpems Kak yBenudeHHe Cmax OBLIO, Kak MpaBWIIO, MEHEE YeM
MPOMOPLHUOHAIBHBIM.
dapMaKOKHHETHKA TTOMAIHIOMHA TI0CIIE IEPOPaTbHOro MprueMa B J03ax oT 1,9 Mr/m%/aens 1o
3,4 mr/m?/nenp Oblna onpenenena y 70 IarueHToB B Bo3pacTe oT 4 10 20 eT B HUHTErPUPOBAHHOM
aHanmm3e uccienoBaHuid ¢asel | W ¢dasel 2 npu peHMIUBUPYIOMIUX WIH MPOTPECCUPYIOMINX
OMyXOJSIX TOJIOBHOTO MO3ra y JeTreil. JlaHHble 3aBUCUMOCTH «KOHIIGHTpAIUsl — BPEMs»
MPUMECHHUTEIHHO K KOHIICHTPAIMH MOMAIUAOMHUA B CHIBOPOTKE KPOBH OIMUCATH HAJICHKAIIAM
00pa3oM Ha OCHOBE OJIHOKAMEPHON MOJIEJHM C BCAaChIBAHHEM U BBIBEJICHHEM IEPBOTO MOPSIKA.
[TomanmuaoMu I MPOIEMOHCTPUPOBAI JIMHSHHYIO M HE3aBUCSIIYIO OT BPEMEHH ()apMaKOKHHETHKY,
KOTOpasi XapakTepu3yeTcs yMepeHHoil BapuadenbHocThio. Tunuuneie 3nauenus CL/F, Vc/F, Ka,
JATEHTHOTO T[epuojJia MoMaiuaoMuaa cocrasimsum 3,94 n/a, 43,01, 1,45 gl u 04544
cooTBeTcTBeHHO. KOHEUHBIH mepuos MoyyBbIBeIeHUsT oManuaoMuaa cocrasun 7,33 daca. 3a
UCKITIOYCHHUEM TUIOIIAIN TOBEPXHOCTH TEJIa, HU OJIHA M3 TECTHPYEMBIX KOBAapHAHT, BKIIIOYAs
BO3pAcT U I0J1, HE BIIKsAIA Ha (apMaKOKMHETHKY TOMaTUAOMUIA. XOTS IJIOMAAb TOBEPXHOCTU
Tena ObUTa ompejiesieHa KaK CTaTHCTHYECKH 3HaunmMmasi koBapuarta nomanuaomunaa CL/F u Vc/F,
BIIUSTHUE TUIOIIA/IM MMOBEPXHOCTH Tella HA MapaMeTphbl BO3ACUCTBHS HE CUMTANIOCHh KIMHHYECKU
3HAYHUMBIM.
B menom cymiecTBeHHONW pa3HHUIBI MEXIy (apMaKOKMHETHKON MOMaluaoMHIa y JAeTed U
B3POCJIBIX MAIUEHTOB HET.

5.3. /laHHbI€e TOKJIHHHYECKOH 0e30I1aCHOCTH
[TomanuaoMu He MPOSIBIIST MyTareHHOTO JeMCTBUS U HE BBI3bIBAI XPOMOCOMHBIX abeppaiuii B
auMmdonuTax nepudepuyeckol  KpoBHM  YelloBE€Ka MJIM  O0pa3oBaHHUS  MHUKpOsAJEp B
HOJMXPOMATHYECKUX IPUTPOLIUTAX KOCTHOTO MO3Ta KpbIC B 103ax 10 2000 Mr/Kr/neHsb.
[TomanuaoMug o0nanan TEpPaTOreHHbIM 3(PGEKTOM KaK y KpbIC, TaK M Yy KpPOJMKOB IpHU
IIPUMEHEHNNU B IEPUOJ OCHOBHOI'O OPraHOT€HE3a.

6. PAPMAIIEBTUYECKHUE CBOVMCTBA
6.1. [lepeyeHb BCIOMOTaTeJbHBIX BElIECTB
Hmatanro, 1 mMr, Kancysl
[emrono3a mukpokpuctamumyeckas (MKII-302)
ManbTOIeKCTPUH
Hatpus creapundymapar

Kancyna meepoas scenamunosas
Kopnyc u kpviweuxa: xenatun, turaHa nauokcun (E 171), kpacutenb jxene3a OKCH KEIThIN
(E 172), kpacureins xene3a okcua kpacHbii (E 172).
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muokenn (E 171), 2-nponanon™®, 6yraHon™, mpOMUICHTITHKOIb .

Wmaranro, 2 Mr, KancyJibl

[emtrono3a mukpokpuctaumyeckas (MKII-302)
MansroaekcTpuH

Hatpus creapundymapar

Kancyna meepoas scenamunosas

Kopnyc u kpvuweuxa: xenarun, turana auokcun (E 171), kpacurenb kene3a OKCHI KENTHIH
(E 172), kpacurens xene3a okcu kpacusiii (E 172).

Yepnuna: miennaka riaasypu 45 % pacrsop (20 % stepuduipoBaHHblil) B 3TaHOIC™, TUTAHA
muokenn (E 171), 2-npomanon®, 6yraHor*, mpoOMUIEHTTTHKOIIb *.

HMmatanro, 3 Mr, Kancymbl

[emtrono3a mukpokpuctaummyeckas (MKII-302)
ManbsToaeKCTpuH

Hatpus creapundymapar

Kancyna meepoas srcenamunosas

Kopnyc u kpouweuka: xenatun, turana auokcun (E 171), kpacurens kene3a OKCH KEITHIN
(E 172), kpacurens xene3a okcua kpacHbiil (E 172), kpacutens nnaurokapmus (E 132).
Yepnuna: memaka riasypu 45 % pacteop (20 % stepuduimpoBaHHbIii) B 3TaHOJEe™, THTaHA
muokcun (E 171), 2-nponanon®, GyraHosr®, pONMUICHIITUKOJIB .

Mmaranro, 4 Mr, Karcyisl

[emrono3a mukpokpuctammyeckas (MKII-302)
ManeronekcTpus

Hatpus creapundymapat

Kancyna meepoas srcenamunosas

Kopnyc u kpviweuxa: xenarus, turana auokcun (E 171), kpacutenb skene3a OKCHI JKENTHIN
(E 172), xpacutenn xene3a okcua kpacubiii (E 172), kpacutens unmurokapmuu (E 132),
Kkpacutesb dputposuH (E 127).

Yepnuna: mennaka riaazypu 45 % pactBop (20 % stepuduipoBanHbiil) B 3TaHONE*, THTAHA
muokenn (E 171), 2-npomanon®, 6yraHor™, MpOMUICHTITHKOIIE .

* He coneprkarcs B JIeKapCTBEHHOM Ipernapare, yJaJISi0TCsl BO BpEMsl BBICHIXaHUS YEPHUII.

6.2. HecoBMecTUMOCTE
He npumenumo.

6.3. Cpok roqHocTH (CPOK XpaHeHus )
2 Toja — I JO3UPOBOK 1 MT 1 3 MT.
3 roga — A JO3UPOBOK 2 MI' U 4 M.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUHU
XpaHuTh Ipu Temneparype He Bbie 25 °C

6.5. XapakTep u cojep:kaHHe MEPBUYHOI YTAKOBKH
4 wnu 7 Kancya MOMEUIAl0T B KOHTYPHYIO STYEMKOBYIO YIAKOBKY U3 (DOJBIU aTFOMHHHEBOM
TPEXCIOWHON  (TMOMMBUHWIXJIOPU]/ATIOMUHHUI/OPUEHTUPOBAHHBI ~ MoMaMuA) U (Qojbru
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ATIOMIHIEBOL (MOCNEOCBATENEHDCTE 0010)

5 KOHTYPHBIX SIMEHKOBBIX YIIAKOBOK I10 4 KaIlCyJbl UM 3 KOHTYPHBIE SIYEHKOBBIE YIAKOBKH I10
7 Karcys BMECTe ¢ HHCTPYKLMEH 110 IPUMEHEHUIO IOMEIAIOT B MaYKy U3 KapTOHA.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH MNPH YHHYTOKEHUM  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 TMpenapara WJIM OTX0A0B, MNOJYYEHHBIX MOCJde TNPUMEHeHHUs
JIEKAPCTBEHHOI'0 Mpenapara, u Apyrue MaHUIyJIALHHU ¢ PenapaToM

Karicynbl Henb3s pacKpblBaTh WM pa3iaMblBaTh. [Ipy momagaHuu nopouika noMaiuaoMuaa Ha
KOXY ee He0OX0IMMO HEMEJICHHO MTPOMBITh BOJIOHM ¢ MbUIOM. [IpH KOHTaKTe moManuIoMuaa co
CJIM3UCTBIMU 00O0JOYKAMH UX CIIETYEeT TIIATEIbHO MPOMBITH BOIOM.

MeauuuHckuM pabOTHMKAM W JIMIAM, OCYHIECTBIIAIOIIMM YXOJ 3a MalUeHTOM, HEOOXOAUMO
HA/IeBaTh OJIHOPA30BBIC IEPUYATKH MPH OCYLIECTBICHHUHM MAHUIYJSIUA C OJUCTEpOM WU
karcynamu. [locie 3aBepiieHUs] MAHUITYJIAUUNA HEOOXOIMMO aKKYpaTHO CHSTH MEpPUaTKU TaKuM
00pa3oM, yTOOBI IPEAOTBPATUTH BO3JICHCTBHE TOMAINIOMUIA HA KOXKY, TOMECTUTh UX B IUIOTHO
3aKPBIBAIOLIUICS MTOJMA3TUIICHOBBIN AKET U YTWIIM3UPOBATh B COOTBETCTBUU C YCTAHOBJIEHHBIMU
TpeOoBaHUSAMH. 3aTeM HEOOXOJMMO THIATEIHHO BBIMBITH PYKH BOJOW C MbBUIOM. JKEHIIHHBI C
MOJATBEPXKJICHHOM WM TpeanojiaraeMoil 0epeMEeHHOCThI0O HE JOJDKHBI OpaTh OyucTep WU
KarcyJbl B pYKH.

Heucnonb3oBaHHbI JIEKapCTBEHHBIN MpemnapaT U 3arps3HEHHbIE UM MaTepuaibl JOKHBI OBbITh
YTHJIM3UPOBAHBI B COOTBETCTBUHU C YCTAHOBJICHHBIMU TpeOoBaHUAMH. [10 OKOHUaHUU JIeUEHUS
HEHUCII0Ib30BaHHbIN NIpenapaT pEKOMEHyeTCsl BO3BPATUTh B MEIULIMHCKOE YUPEKICHUE.

7. JEPXKATEJIb PETUCTPAHMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas ®@eoepayus
AO «Padapmar
399540, Jluntenikast 061, TepOyHCkuit paiion, ¢. TepOynsl, yi. JlopoxHas, 1. 6A
Ten.: +7 (47474) 2-16-72
DnekTponHas noyra: rafarma@rafarma.ru

7.1. IlpeacTaBuTEb AepKATEJIs] PErHCTPALMOHHOIO YI0CTOBEPEHHUS
[Tperen3un norpeduTenell HaNMPaBJIATh 110 aJIPECY:
Poccuiickas ®@eoepayus
AO «Padapmar
399540, Jluneukas 061., TepOyHckuit paiion, c¢. TepOynsl, yi. JlopoxHas, 1. 6A
Ten.: +7 (47474) 2-16-72
DnexTponHas nmoyra: pharmacovigilance@sotex.ru

8. HOMEP PETMCTPALIMOHHOI'O YJIOCTOBEPEHUS
JITI-Ne(000399)-(PT-RU)

9. IATA MIEPBUYHOM PETMCTPAIIMU (ITOJTBEPXKJIEHUS PETUCTPAIIUU,
INEPEPETUCTPALIN)

Jara nepBoii peructpauuu: 21 oktsa6ps 2021 rona.

10. JATA NEPECMOTPA TEKCTA

OO61as xapakTepucTHKa JeKapCTBEHHOTo npenapata Mmaranro noctynHa Ha HHGOPMallMOHHOM
nopraje EBpa3HﬁCKOT0 3KOHOMHUYECCKOIo COr3a B I/IH(I)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOﬁ CETHU
«Hurepuer» https://eec.eaeunion.org/
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