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OBLIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOI'O IIPEIIAPATA

1. HAHUMEHOBAHMUME JIJEKAPCTBEHHOI'O IIPEITAPATA
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2. KAYECTBEHHBIN U KOJIUYECTBEHHBIN COCTAB

1 TabneTka comepKUT 3Haanpuna Maneata 10 Mr (4To cOOTBETCTBYeT 7,64 MT SHAJalpuiia) ¥ THAPO-
XJIOpTHa3ua 25 MT.

BcnomorarenbpHbIe BEIIECTBA ¢ H3BECTHRIM JEHCTBHEM

Oona mabaemka cooepaicum.

JlakTo3a 114,02 mr
Kpacutens xuHonuHOBEIH xkentoii (E104) 0,06 mr
Harpuii 5,1 Mr

BcnoMoraTenbHble BELIECTBA MIEPEYUCIIEHBI B pa3zaene 6.1.
3. JIEKAPCTBEHHAS ®OPMA
Tabnetku

prrﬂble, TJIOCKHE TaOJIETKH JKENITOro 1B€Ta, CO CKOIICHHBIMHU KpasiMH H Hace4yKoH Ha OQHOM CTOpPOHE.
Haceuka He Np€aHasHa4u€Ha IJis1 pa3jiaMbIBaHU A TaOJIETKH.

4. KIIMHUYECKHUE JAHHBIE

4.1 Iloka3aHus K NPHMEHEHHIO

AprepuanbHas runepTeH3us (magueHTaM, KOTOpbIM IoKa3aHa KOMOMHHPOBaHHAS TEPATIUs).
4.2 Pexum 103HPOBAHHS H CNIOCO0 NPHMeEHEHHUS

PexxuM fo3upoBanus

JlozupoBaHKe mpernapaTa OCHOBAHO IJIaBHBIM 00pa3oM Ha OIBITE IPHMEHEHHS ero akTUBHOTO BEIECTBA
SHAJIANpHIIa MaJiearTa.

OO6pryHas f03a - o/1Ha TabyieTka OUH pa3 B CyTKH. [Ipu HE0OX0IUMOCTH 1032 MOXKET YBEITUYUBATECS 1O
IBYX TabJIETOK OIUH pa3 B CYTKH.

st GonpiuHacTBa ManueHToB 20 Mr 3HaNanpuiIa Majieara (B MCKIIOYHTENbHBIX ciryvasx 40 mr) wiu S0
MT THIPOXJIOPTHA3HAa B CyTKHU SIBJIETCS JOCTATOYHOM J030H, MOITOMY PEKOMEH0BAHO IPUHHUMATH HE
6onee 2 Tabnerok mpenapara DHan®-H B cyTku. Eciu He JOCTHraeTcs yAOBIETBOPUTEIbHBIN Tepares-
TH4ecKui 3¢ dexT, pekoMeHayeTcs 100aBUTh APYrod JIEKapCTBEHHBIN IIpenapaT WM HU3MEHUTh Tepa-
ITHIO.

IIpedutecmsyrouias Moye2oHHas mepanus OUypemuKamu

MoskeT Haba0AaTECS CUMIITOMATHYECKas THIIOTEH3HS TOCTIe ITpHeMa HadaabHOM 103bl, 4yTo Oojiee Be-
POSTHO Y OOJIBHBIX C TMIIOBOJEMHEH W/WUIH C HApYLIEHUEM KOHIEHTPAIHH JIEKTPOJIUTOB B pe3yJjibTare
TIpeIIIECTBYOMIEN TEpaliy ANy PeTHKaMH. PeKOMEH IyeTcsl IIpeKpaTHTh IIPHEM JTUYPETHKOB 3a 2-3 [IHS
110 Hayasa npuema DHan®-H.

[ 29.01.2024 | | Cmplms20 |




- P

[Toueynas HedocmamoyHoCMb 5 0 0 8 - Z U 1 8

Tepanus THA3HIHBIMU AXYPETHKAMH MOXET HE TMOJOHTH MalMeHTaM C [I0YeYHON HeJOCTaTO4HOCTRIO, a
npH KiIupeHce kpeaTunuHa 0,5 Mi/cek U MeHee (T.e. DU YMEPEHHOH M TsDKENOi MOoueyHOH HexocTa-
TOYHOCTH) THA3U/IHbIE TUYPETHKU HE P PEKTHBHEL.

Y manueHToB ¢ KJIMpeHCOM kpeatuHuHa 0T 0,5 mi/cex o 1,3 Mi/cek jiedeHHe CIEfyeT Ha4hHaTh C
IPEIBAPUTELHOTO TOAO0PA 03 OTAENBHBIX IEHCTBYIOIMX KOMIIOHEHTOB.

Hooicunvie nayuernmol

B KIMHHUYECKHX HCCIeq0BaHUAX 3P PEKTHBHOCTh U MEPEHOCUMOCTh KOMOMHALIMYU SHAIAIPHIIA MajeaTa
¥ THIPOXJIOpTHa3u/a ObUla OJMHAKOBOM B IPYIIaX MAlMEHTOB [TOXMIIOTO BO3pacTa H 0oJiee MOJIOJBIX
MaIHEeHTOB.

[lemckuti 6o3pacm
BezonacHocTh U 3()(eKTHBHOCTH IPUMEHEHHs IIpenapara y JAeTel He YCTaHOBIICHBL

He cyImecTByeT OrpaHHYeHHit 10 IPOIOIDKHTENBHOCTH Jieuerus mpenapatoM Jran®-H.

Croocob npuMeHeHHsI
[Ipemapat npegHa3HayeH Uil IpUEMa BHY TPb.

4.3 IIporuBomnokazaHus

e TloBBINIEHHAs YyBCTBHTENBHOCTh K JEHCTBYIOIIUM BEIIECTBAM HJIM K JIHOOOMY W3 BCIOMOTa-
TEIBHBIX BELIECTB, IIEPEYUCIICHHBIX B paszene 6.1

e [ HWIEepYyBCTBUTENHHOCTH K CyIb()OHAMHIAM

AHTHOHEBPOTHYECKHH OTEK B aHAMHE3€e, CBS3aHHBIN C IpUMeHeHHeM HHrubuTopoB AIID

HacrnencTBeHHBIN WTH HAMONMATUYECKUH aHTHOHEBPOTHUECKUH O0TEK

Anypus

Tspkenast moyedHast He0CTaTOYHOCTD (KIUpeHe kpeaTHHHHA < 30 MJI/MUH)

CTeHO3 IMOYeUHBIX apTepHil

Tspkenas nedyeHOYHast HEAOCTATOYHOCTh

BTopoii u TpeTHit TpUMeCTphl GepeMEHHOCTH (CM. pasziensl 4.4 u 4.6)

CoBMecTHOe mpuMeHerue DHan®-H ¢ aliCKUpeHCOoIep)KAIMMH TPeNapaTaMu IPOTHBOIOKa3a-

HO TANHEHTAaM C CcaXapHBIM auMabeToM WM IodYeyHoi HemocraTouHocThio (CKO < 60

mi/mun/1,73 M%) (cM. pasmenst 4.5 u 5.1)

e OIHOBpeMEHHEI MpHEM ¢ KOMOUHAIMEH IpenapaToB cakyOuTpun / Bancaprad. He cienyer
HAYMHATH TIPHeM Mpenapara DHan®-H panee, ueM depe3 36 4acoB mocie IpremMa nocieHel 10-
31 caKyOuTpuI1 / BasicapTaHa (CM. Takke paszensl 4.4 u 4.5)

44  Oco0ble yKka3aHUsI 4 Mepbl NPeJOCTOPOKHOCTH NIPH NPHMEHEHHUH
DHaJanpuia MajaeaT H ruAPOXJI0PTHAZH/

Apmepuanvras 2unomen3sus u Hapyulernue 600H0-31eKMPOLUmMHo20 bananca

Kak ¥ mpu mpueme ApYTHX aHTUTHIEPTEH3UBHBIX IPEapaToB y OTAENBHBIX OONBHBIX MOXET Ha00-
JaThCs CUMIITOMATHYeCKas apTepHanbHas runoteHsus. Takoe neficTBue penko Habmonaercs y 60b-
HBIX C HEOCJIO)KHEHHOH THIIEPTOHHYECKOH GOJIe3HBIO W Hauboyee BEPOATHO NPH HapyLIEHHH BOJIHO-
3JIEKTPOJMTHOTO OOMeHa (HampuMmep, THIIOBONIEMHS, HIOHATPUEMHS, THIIOXIOPEMHYECKUH ankalos,
PHIIOMATHHEMHUS MM THIIOKATHEMHs), KaK CIeICTBHE TIPeIIecTBYOLIei Tepanuy A1y peTukamu, o0en-
HEHHOTO COJISMM TTHTAHMS, TUAM3a, NHAPEH HIM PBOTHI (CM. pasnensl 4.5 u 4.8). Y TakuX NalMeHTOB

JIOJDKHO TIPOBOJIUTHCS MEPUOAUYECKOE OIIPEIEICHHE SIEKTPOUTOB CHIBOPOTKH KPOBH.

\
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C 0co60if OCTOPOXHOCTBIO ClIeyeT NPHMEHSATh Npenapar y INalHeHTOB C HIIEMHYECKOH O0JIE3HBIO
cepalla WK LepeOpoBacKyISAPHEIME 3a00JIEBaHUAMH, TOCKOIBKY PE3KOE CHHIKECHHC apTepUANLHOTO
J@BJIEHUS] MOXKET TPHBECTH K HH(MApKTy MHOKAp/a MM MHCYIBTY. ¥ TAlMEHTOB C THICPTEH3HEH U cep-
JEUHON HEOCTATOYHOCTBIO, C HIIH 6e3 acCOIMMPOBAHHOM MOYeYHOM HeIOCTaTOYHOCTH, HabioaaIach
CHMIITOMAaTHYeCKasi TUIIOTEH3HSL.

B ciyuae pa3BUTHs THIIOTCH3HHU NALMEHTa CJIEAYET OMECTUTD B MOJIOXKEHHE «JIEXKa Ha CIIMHE» H, NP
HEO6XOIUMOCTH, HA3HAYUTH BHYTPHBEHHYIO HHOY3uI0 du3notorndeckoro pactsopa. [Ipexonsimas ap-
TepUaNbHAs THIIOTEH3Hs He ABJSETCs [POTHBOIOKA3aHUEM IS JajbHe#ero nevenus. [locne Hopma-
MU3alHK apTEPUATBLHOTO IAaBJICHAS U BOCIIONIHEHHS 00beMa IUPKYIMPYIOIIEH [UIa3MBl, Tepalnus Iperna-
paToM MOXeT OBITh MPOJOJKEHA B MEHBIIMX J103aX (BO3MOXKHO TaKXK€ TOJIBKO C OJHMM aKTHBHBIM Be-
IIIECTBOM).

[soiinas bnoxada pernun-anzuomensun-arboocmeporogoi cucmemut (PAAC)

CyIecTByIOT IJaHHBIE, YTO COBMECTHOE IIPUMEHEHHE HHIUOMTOPOB AHTHOTEH3HHIIPEBPAINAIOIIEro
depmenta (AIID), 610KaTOPOB PELENTOPOB aHTHOTEH3UHA I ¥ ankCKUpeHa MOBBIMIACT PHCK PA3BUTHA
THUIIOTEH3MH, THIIEPKATMEMHUH W CHUXKEHHs (yHKIMHU MOYeK (BKIIOYas OCTPYIO IMOYEUHYIO HE[0CTaToO4-
HOCTh). CrefoBatenbHo, nBorinas Gnokaga PAAC ¢ npumenenuem unrudutopos AII®, Gnokaropos
penenrtopos anruorensuna [1 (BPA II) uiu anuckupeHa He peKoMeHIoBaHa (cM. pasaensl 4.5 u 5.1).

B ciyuasix, Koria COBMECTHOE IIPUMEHEHHE aOCOIOTHO MOKa3aHO, He0OXOAMMO TIIATENBHOE HAOMIO/e-
HUE CIENUATNCTa U 00s3aTeIbHBIH MOHUTOPHHT (JYHKIMH TIOYEK, BOJHO-IIIEKTPOIMTHOro GanaHca u
apTepUAIbHOTO JABJIEHUS.

Wuru6uropsr AIID u 61okaTophl pelenTopoB aHrdoTensuHa Il He qonKHBI Ha3HA4YaThCs OTHOBPEMEH-
HO MalMeHTaM ¢ auabeTudeckoi HegponaTHen.

Hapywenue ¢pynkyuu novex

duKkcUpOBaHHbIE KOMOHHAIUY SHAJANpPHIa B THAPOXJIOPTHA3KIa He CIIeAyeT HasHa4aTh MallMeHTaM C
OYeYHO HeIOCTATOYHOCTHIO (KIHpeHe KpeaTunuHa < 1,3 mi/cex unu 80 mi/muH u > 0,5 mi/cex wim
30 Ma/MHH) 10 TEX MOp, MOKa IMyTeM Noadopa He OyJeT ompeneeHa 103a HHANBHIYaJbHBIX aKTHBHBIX
KOMIIOHEHTOB, COOTBETCTBYIOINAS 103aM B KOMOMHUPOBAHHOM IIPENapare.

YV HeKOTOpHIX GOJNBHBIX ¢ apTEPHAIBLHON IUIepTeH3ueil Oe3 SBHBIX IPH3HAKOB 3a00JeBaHUs MOYCK,
NPUHUMAIOIIMX SHATAIPHUI COBMECTHO C MOYETOHHBIMH CPEICTBAMH, MOXET Pa3BHTBCS HE3HAYHMTEIIb-
HOE IPEXOJIsINee yBeIWYeHHe KOHIEHTPAllMd MOYEBHHBI M YPOBHS KpeaTHHHHA B CHIBOPOTKE KPOBH
(cM. moznpaszensl «Ocobble yKa3aHus ¥ MEphI IIPEIOCTOPOXKHOCTH MPH MPUMEHEHUH; DHAIAPUIIA Ma-
neat; Hapymenue ¢pyHkuun novex; ['uapoxmopruasun; Hapymenne GpyHKuuN mOYek» B pasnene 4.4).
Ecii 3T0 IpOMCXOAUT BO BpeMsl Tepaluu KOMOMHAIMEH SHaIanpuia U THAPOXI0pTHA3UAA, TO JIEUCHHE
JIOJDKHO OBITH TpeKpamnieHo. B nanpHelmeM BO3MOXHO BO30OHOBIIEHHE TEPAIIMH B MEHBIIHNX 032X HIIH
Ha3HaYeHHe KOMIIOHEHTOB IIpernapara o OTAEIbHOCTH.

DTa CHTyallus yBEJIUYHBAET BEPOSTHOCTh PA3BUTHS CTEHO3a MOYEUHOM apTepum (cM. moapasaen «Oco-
Oble yKa3aHHs ¥ MEpbI IPEAOCTOPOKHOCTH MPH MPUMEHEHHH; DHananpuia Manear; PeHoBackyspHas
apTepHalbHas THIIEPTEH3US» B pazjene 4.4).

T'unepkanuemus

IIpu KOMOMHHPOBAHHOM JICYCHHH JHANAIPHIOM M IHYPETHKAMH B HH3KMX J03aX HE MOXET OBITH HC-
KJIFOUeHAa BEPOATHOCTh THUIepKaaueMuu (cM. moapasnen «OcoOble yKa3aHHS W MEpPBI IIPEIOCTOPOXKHO-
CTM IIpM NPHMEHEHHH; DHananpuia Maiear; [ unepkanieMus» B pasaene 4.4).

Jlumuu
OHOBPEMEHHOE TIPMMEHEHHE JIUTUS C SHAJIANPUIOM M MYPETUKAMU HE PEKOMEHIOBAHO (cM. pasnen
4.5). —

JHaJIanpuJa Majeat ' A

129.01.2024 | [Crp3ms20 |




HO PB
3008 -2018

Aopmanvuuiii cmenos / 2unepmpoghuieckas KapOUuoOMuonamus

Kax u Bce BazommnATatopbl MHruouTopsl AII® I0IDKHEI Ha3HAYaThCA ¢ 0COO0H OCTOPOXKHOCTBIO y Ia-
[MEHTOB ¢ 0OCTPYKIMEN BBIHOCSINETO TPAKTA JIEBOTO YKEIyI04YKa; CIEAyET U30eraTh UX NMPUMEHEHHS
IP¥ Kap/IMOTEHHOM IIOKE ¥ FeMOJIMHAMAYECKH 3HAIHMO OOCTPYKIIMH.

Hapywenue ¢pynkyuu novex

Co061aI0Ch 0 TIOYEeYHOH HEIOCTATOYHOCTH, CBSI3aHHOHM C IPUEMOM JHAJIAIpHIIa, KOTOpas B OCHOBHOM
HAGIIONANOCH Y TAlMEHTOB C TSHKEIOH CEpIeYHON HEJOCTATOYHOCTHIO MIIK MOYEYHOM HEN0CTaTO4HO-
CTBIO, BKJIIOUAs CTEHO3 MOUeYHO apTepuu. IIpd CBOEBPEMEHHOM U a[I€KBaTHOM JICYCHUH [I0YEYHAast He-
JOCTATOYHOCTb, CBSI3aHHAS C TEpaliel SHANANPUIOM, 00bIMHO o6paTuMa (CM. pasaen 4.2 1 IOApasessl
«Ocobble yKa3aHHS ¥ Mepbl MPEAOCTOPOXKHOCTH IPU NMPUMEHEHWH; DHAJANpUiIa ManeaT W THApo-
xopruasu; Hapyumenne QyHKiuy nodek; [HapoxnopTuasu; Hapymenue ¢pyHKIIME mOYeEK» B pasziene
4.4).

Pernosackynsiphas apmepuanbHas 2unepmen3us

CylecTBYeT MOBBILEHHbIA PHCK TMIIOTEH3UH U IOYEYHON HEJOCTATOYHOCTH Y MAIHMEHTOB C JIBYCTO-
POHHHM CTEHO30M IIOYEYHBIX apTePUil MM CTEHO30M apTePHH ETMHCTBEHHOM TMOYKH MPH JIEUCHHH HH-
ru6utopamu ATI®. HapyuieHue moueqHol GyHKIIE MOXET HAO/IOATECs IPH C1abOBBIPAKEHHOM M3-
MeHEHHH YPOBHS KPEaTHHHHA B CHIBOPOTKE KPOBH. ¥ TaKUX MALMEHTOB TEpaIlis TOJDKHA OBITh HavaTa
MO CTPOTMM MEIMIMHCKAM HA30POM H KOHTPOJIEM (QYHKIMH IOYEK.

Tpancniaumayus NOYKY
HeT maHHBIX O NPUMEHEHUH SHANANpHUia y MaHEHTOB C TpaHCIUIaHTaueH nouku. IloaTomy nedyenue
SHAJIAMIPUIIOM HE PEKOMEH/TYETCS.

Iayuenmvl, HAXO00AUWUECS HA 2eMO0UANU3Ee

[IprMeHeHUe SHATANIPHIA HE OKAa3aHO MalHeHTaM, HY)KIAOMWUMCS B MaTH3e P [I0YeYHO# HemxocTa-
TOYHOCTH. [HIIepYyBCTBUTENIBHOCTD, aHAQHUIAKTHYCCKUE PeaKIMH (oTeku JHIla, THIIEPEMHUS], THIIOTEH-
31 M OJIBILIKA) OBLTH 3aPETMCTPHPOBAHEI y GOJBHBIX, HAXOMSIIHMXCSA HA FEMOTUATIN3E C MCIIOIB30BAHH-
eM MeMOpaH BBICOKOTO IOTOKa (Hampumep, AN 69) 1 0JHOBPEMEHHO TIOJIyYAOLIUX JIEYEHHE WHTHOH-
topamu AII®. Cnezmyer usberaTb yKa3aHHOTO COHUCTAHHA. [Tpu HEOOXOAMMOCTH IIPOBENECHUSA reMOIna-
JIM3a TalHeHTa BHAYaje ClelyeT MEepeBeCTH Ha JIEKapCTBEHHBIM Mpernapar APyroro Kiacca, Moaxo/s-
LM 7715 JAHHOTO YaCTHOTO CITydasi, UM HEOOXOAUMO IIPUMEHSTh allbTEPHATHBHEIC MeMOpaHBL.

Hapywenue yHKyuu neyenu

B penxux ciydasx MpUMEHEHHE uHrHouTOpoB AII® GBUIO CBS3aHO C CHHIPOMOM, KOTOPBIH HAYHHAJICS
C XOJIECTATHYECKOH KENTyXH WJIM TelaTHTa U MPOJOJDKAJICS [0 MOJHHEHOCHOIO HEKpO3a MEYCHH H
(1HOraa) cMepTH. MeXaHH3M 3TOro CHHAPOMA HE H3yHCH. Ecnu y manueHToB, MOy YarolliX HMHTHOUTO-
pel AII®, pasBuBaeTCs JKENTyXa WIH 3HAYMTENBHO IOBBIIACTCA YPOBCHD MEYCHOYHBIX (EPMEHTOB,
CcNe[lyeT MPEeKpPaTUTh IPUMEHEHHE uarubuTopoB AII® u HaGmoOmaThCs y cHenHanicTa (CM. moapaszien
«Ocobble yKa3aHUs. U MEpHI IIPEIOCTOPOXKHOCTH NPH TPUMEHEHHUH; I'uppoxmoprtuasun; Hapymenue
DyHKIMHK TIeYeHn» B pasziene 4.4).

Hetimponenus / azpanyioyumos

V NanueHTOB, IPHHUMABIIMX UHrHOMTOPEI AlID, OTMEYanuch HEHTPONCHHUS / arpaHyJIOLUTO3, TPOM-
GOLMTOMEH S ¥ aHeMHUs. Y TIAIMEHTOB ¢ HOPMATbHON QyHKIHEH IToYeK 0e3 KaKuX-TH00 OCIONKHAIOLIHNX
(akTOpOB HEHTpPONEHHs HAOIONANACh OYCHB PEIKO. DHajanpui cieayeT MPUMEHATh ¢ 0co00H OcTo-
POXHOCTBIO y TIALIMEHTOB C KOJUTAr€HO3aMH COCYNOB, MPUHUMAIOMIMX MMMYHONCIPECCAHTRI, A/LIIOTY-
PHHOJT WM TPOKAHHAMHU, UM TP KOMOMHAIMH STHX OCIIOXKHSIOMIHX (akTOpOB, OCOOEHHO-TIPH HAIIH-
yuy HapylIeHui GyHKIHH MOYeK B aHaMHe3e. Y HEKOTOPBIX U3 TAKUX NaliCHTOB pa3BHBATHCE CEPbE3-
Hple MHQEKIIHY, KOTOPBIE B HEKOTOPBIX CIy4asiX OBUIH yCTOHYMBBI K MHTEHCUBHOM aHTHOAKTEPHATBHOM
Tepanuu. [Ipy NPUMEHEHUH SHANANPHIA y TaKHX MalleHTOB HEeOOXOIMMO OCYIIECTBIIATH TepHOIHYe-
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CKHi MOHUTOPUHT JIEHKOLMTOB, U JAaHHBIE MAIIMEHTHI HOJDKHBI COOOMATE O JIOOBIX NMPH3HAKAX HHEK-
114708

l'unepkanuemus

Wuru6utopsl AII® MoryT BBI3bIBaTh MIIEPKATUEMHUIO, TOCKOJIBKY OHH HHIHOHPYIOT BEICBOOOXKIECHHE
anbpocTepona. DPdexT 0ObIMHO He3HAYUTENBHBI y MAUMEHTOB C HOPMATBHOH QyHKIHMEH moyek. Dak-
TOpBI PUCKA PA3BUTUsI THIEPKATHEMHH BKIIOYAIOT MOYEYHYIO HEOCTATOYHOCTD, YXyAIIEHHE (yHKIHUY
noyex, Bospact (> 70 net), caxapHblil [1abeT, COMYTCTBYIOUIME OCIOXHEHHS, B YAaCTHOCTH 00€3BOXKH-
BaHME, OCTPYIO CEPIEYHYIO HEOCTATOYHOCTh, META0OIMIECKHH Al[M/I03 U OJJHOBPEMEHHOE IIPUMEHEHHE
KaTuicheperaromux JUypeTUKoB (HaIpuMep, CIMPOHOJIAKTOHA, SIIEPEHOHA, TPHAMTEPEHA, aMUIIODH-
1a), Kalusd WM Kaluii-CoIepKalluX 3aMEHUTENIeH COJH, MM MCIOJb30BaHHE NPYTUX JICKAPCTBEHHBIX
[PeNaparToB, YBEIM4HBAIONINX YPOBEHD KATHs B CBIBOPOTKE KPOBH (HAIPUMED, TeNapiH, TPHMETOIPHM
WA KO-TPHMOKCA30J1, TAK)KE H3BECTHBIH KaK TPUMETOIPUM/CYb}HamMeToKCa30ll U OCOOCHHO aHTarOHu-
CTBI AJIBIOCTEPOHA MM GJIOKATOPBI PENENTOPOB aHTHOTeH3uHa). [I[puMeneHue 100aBOK Kamus, Kaluii-
COIEepYAIIUX 3aMEHUTEIe! COMIM MM KaTMHCOeperaloux JuypeTUKOB MOXET IPHBECTH K 3HAYHTENb-
HOMY TOBBIIIEHHIO YPOBHS KaJlKsi B CBIBOPOTKE KPOBH, OCOGEHHO y MAlUEHTOB C HApYIICHUSMH DYHK-
Uy ovek. [ HIepKaIueMusi MOXKET IIPUBECTH K CEPhe3HOM, nHorna ¢aransHod aputvun. Kanuiicbepe-
rarolie INyPEeTUKH U GJIOKATOPBI aHTMOTEH3MHOBBIX PELENTOPOB CIIELYET UCIOIB30BATE C OCTOPOXKHO-
CTBIO Y TAIIUEHTOB, MOJy4YaroluX HHruouTopsl AIID, a Takxe caedyeT KOHTPOIMPOBATh YPOBEHD Ka-
JUs B CHIBOPOTKE M (GYyHKIUIO ITOYeK (CMOTPHTE pasfen 4.5).

Iayuenmul ¢ caxaprvim ouabemom

V [alMeHToB ¢ CaxapHbIM IuabeToM, IPHHEMAIOMKIX ME€POPAIbHbIE aHTUAUAOCTHICCKUE MPEnaparkl
WJIM WHCYJIMH, HAUMHAIOIMX TePaIuio uarubutopamMu AII®, He0OXOAUMO OCYIIECTBIIATE TIIATENbHBINA
MOHHUTODHHT Ha HAIMYME THIONTHKEMHH, OCOOCHHO BO BPEMs IEPBOTO Mecsla OJTHOBPEMEHHOU Tepa-
muan (eM. mozpaszen «Ocobble yKa3aHHs ¥ MEPBI IPEAOCTOPOXKHOCTH NIPH IPUMEHEHHH, [lunpoxmopTu-
a3u; MeTaGoHuecKue U SHAOKPHHHEBIE 3bheKTs» B paszene 4.4 u paszen 4.5).

[unepyyecmeumenbHocmy / aH2UOHeEPOMuU4ecKull Omex

Bo Bpems nedenus uHrubutopamu AIID, BKHOYas SHATANPHIA MAlleaT, B PEAKUX CIyqasx Ha mo60M
JTale JIeUeHHs MOYXET Pa3sBUThCS aHTMOHEBPOTHYECKHH OTEK JIMIA, KOHEYHOCTEH, Iy, sA3bIKa, IIOTKH
/W TOpTaHU. B Takux CTydasx ciedyeT HeMEUICHHO OTMEHHUTE IPUEM JHAjarnpria 1 HaOmoaaTh 3a
COCTOSIHAEM TTALIMEHTA [0 MOJHOTO pa3pelleHus: CHMITOMOB.

Jlaxke B CIly4asX aHTHOHEBPOTHYECKOTO OTEKA TOJIBKO SI3bIKa 0€3 PecIMpaTOPHOro AMCTPECCa, MalHeH-
TAaM MOXET MOTpe6OBaThCs UTHTEIBHOE HAOIOICHHE, IOCKOJIBKY JICUEHHE aHTUTUCTAMUHAMHI U KOPTH-
KOCTEPOUIAMH MOXKET OBITh HEAOCTATOYHBIM.

OueHb pe/Iko aHTHOHEBPOTHYECKHH OTEK A3bIKA M TOPTAHH MOXET HMETB JIETATIBHBIA HCXOA. [TanueHTH!
C aHTMOHEBPOTHYECKHM OTEKOM S3bIKa, TTIOTKU I TOPTAHH, BEPOSITHO, UCIIBITAIOT OOCTPYKIHMIO JIBIXa-
TEeNbHBIX [yTeH, OCOOEHHO Te, Y KOro GBUIO XHUPYPrHYecKoe BMEIIATENbCTBO NBIXATEIbHBIX MYyTEH B
apamHese. [IpM aHTHOHEBPOTHYECKOM OTEKE S3bIKa, [JIOTKH HIIM OPTaHH, KOTOPBIH MOXET BBI3bIBATH
0OCTPYKIHIO JbIXaTeIbHBIX nyTel, He0OXOAUMO HE3aMETUTENBHO HA3HAYUTE aJpCHAINH (0,3-0,5mn
MOJIKOKHO pacTBOp anpeHanuHa B cooTHomennd 1:1000) u oGecreduTs CBOOOHYIO IIPOXOJUMOCTh
JBIXaTeNbHBIX Iy TEH.

YV ManMeHTOB HETrPOMIHON pPachl, MPHHAMAIOMKUX UHIAOUTOPEl AIID, BEPOATHOCTD PA3BUTHS AHTHO-
HEBPOTHYECKOTO OTEKa BBIIIE T10 CPABHEHHUIO C MALMEHTaMU IPYTOTO PacCOBOTO MPOUCXOKACHH.
[TamueHTsl ¢ AHTHOHEBPOTHYECKMM OTEKOM B aHAMHE3E, HE CBA3aHHBIM C JICYCHHEM HHIHOHUTOpaMH
ATI®, UMEIOT [OBBIIIEHHBIH PUCK Pa3sBHTHs aHTHOHEBPOTHIECKOTO OTEKA BO BPEMs IPHEMa HHTHOMTO-
poB AII® (cMm. pasznen 4.3).

OnHOBpeMeHHOe NpuMeHeHHe HHrubutopoB AIID ¢ caKyOuTpHUIOM/BajicapTaHOM , IIPOTUBOIIOKA3aHO
W3-33 TOBBIIIEHHOTO pPHCKA DA3BUTHS AHTMOHEBPOTHYECKOTO - OTeka. JleueHue . cakyOUTpH-
JToM/BAJICAPTAHOM He ClIeyeT HAUMHATD PAHEE, YeM 4epe3 36 4acoB IOCIe MOCIETHEH /035l SHANANPH-
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na. JleueHue SHANANIPUIOM HE Cle[yeT HadMHATH paHee, YeM depes 36 4acoB MOCHE IOCIEHEH 103kl
caxybuTpuia/Baicaprana (cM. pasaensi 4.3 u 4.5).

OznHOBpeMeHHOe TpuMeHeHne HHruouTopoB AIID ¢ parexanoTpuiom, uaruouropamu mTOR (Hanpu-
Mep, CHPOJIMMYCOM, 3BEPOIHMYCOM, TEMCHPOIMMYCOM) H BHIIArTHITHHOM MOXET IPHBECTH K IOBBI-
[IEHHOMY PHCKY aHTHOHEBPOTHYECKOTO OTeKa (HaIpUMep, OTEIHOCTD AbIXATEe/bHBIX ITyTeH WU A3bIKA,
¢ wiu Ge3 HapyIeHus abixanust) (cM. paszen 4.5). CrenyeT nposiBisSTs OCTOPOKHOCTD IIPH MPUMEHEHHH
panekanotpuna, uaruéuTopos mTOR (Hanpumep, CHPOIUMYCa, SBEPOTUMYCa, TEMCHPOJIMMYCA) ¥ BUII-
JArJMNTHHA y MAlUeHTa, yXKe IPUHUMAIONIEro HHruouTopsl AIID.

Anagunaxmouduvie peaxyuu 80 8pems deceHcuburu3ayuy
V NmanueHToB, MPUHUMAaOMuUX MHruOuTops! ATI®, Bo BpeMs NeCeHCHOMIN3AlMH, HAPABICHHOH Mpo-
THB si/{a OCBI HIIM TTYEJIBI, B PEJKHX CITydYasX MOTYT BO3HHKATH yrPOXKAIONINE JKU3HU aHAQUIaKTOH/IHBIC
(anIepruyecKoro THIA) Peakiuu. DTHX PeaKIui MOXHO U30exXarh, BPEMEHHO NPHOCTAHOBUB JICUCHUE
uHru6uTopamMu ATI® mepen Kaxmaon 1ecCeHCHOHIH3aHeEn.

Anagunaxmouduvie peaxyuu 80 épems npogedenus JIITHII-apepesa

Y marueHToB, nonydaromux HHruoutopsr AIT® Bo Bpems adepesa TUIIONPOTENHOB HU3KOH IIIOTHOCTH
(JITTHIT) cyneaTom AeKcTpaHa, B PEAKHMX CIIy4YasX MOTYT BO3HHMKATh YIPOXKAIOIIKE JKU3HHA aHa(uIaK-
TOMIHbIE (ALIEPIrUYECKOT0 TUIA) PeaKIUU. DTHX PeaKIHii MOXHO H30€XaTh, BPEMEHHO NIPHOCTAHOBHB
neyenue uaruOuTopamu AII® nepexn kaxabM apepe3om.

Kaweny

Bo Bpems nevenus unruburopamu AIID MOXET BOSHHKHYTh CTOMKWH, CyXOH, HEIPOXYKTHBHBIH Ka-
[eITb, KOTOPBI MPEKPAIaeTcsl MOCie OTMEHbI JIEYeHHs. DTO JOIDKHO BKIIFOYAThC B AU depeHIHab-
HYIO THAarHOCTHKY .

Xupypausi/anecme3us

V NalMeHTOB, IOABEPralolMXCs KPYITHOMY XUPYPrHYeCKOMY BMEINATENBCTBY, MM BO BPEMS aHECTE-
3UM TIpenapaTaMi, BbI3BIBAIOIIMMHI THIIOTEH3HIO, SHAIAIPUI MOXET OJIOKHPOBATh 00pa3oBaHUE aHTHO-
TeH3uHa Il BTOPHYHO K KOMIIEHCATOPHOMY BBICBOOOXIECHMIO pEHHHA. ['MIIOTEH3HUs, CBSA3aHHAsd C JaH-
HBIM MEXAHH3MOM, MOYKET OBITh CKOPPEKTHPOBAHA Iy TeM yBeIMYeHHs 00bEMa KpoBH (M. paszien 4.5).

Fepemennocmo

Vurubutopsl AII® He cremyerT HaYWHATH IPHHUMATH BO BpeMs OepeMeHHOCTH. ECiy mpolomKeHue
Tepamuu uHrHOGUTOpoM ATI® He cumTaeTcss HEOOXOMUMBIM, MAIMEHTHI, IIAHUPYIOLIHE OepEeMEHHOCTS,
JIOJDKHBI OBITH IEpEBENEHBl HA ANBTEPHATUBHBIE AHTHUIUIIEPTEH3WBHBIE METOMBI JICUECHHS, KOTOPBIC
MMEIOT yCTAHOBJIEHHBIH Mpod b 6e30macHOCTH MUl MCIOIB30BaHus BO Bpems GepemenHoctd. Korzaa
JHATHOCTHPYETCS OEPEMEHHOCTb, JeueHHe HHruOuTopamu AIID crienyeT HEMELICHHO NPEKPaTUTh, H,
TIpH HEOOXOUMOCTH, CIIeyeT Ha4yaTh abTEPHATHBHYIO TEPANHIO (CM. paszensl 4.3 1 4.6).

OmHuudeckue pasiudus

Kax u Bce ocTanbHble HHruoutopsl AII®, sHamampui, BeposSTHO, MeHee 3)(QEKTUBEH IIPH CHIKCHHHU
apTepHaBHOTO JABJIEHHs Y MAMEHTOB HEIPOMIHOH PaCcChl, YTO BO3MOXHO CBS3aHO C 0osiee BBICOKOH
PacnpOCTPAHEHHOCTBIO COCTOSIHMIT C HM3KMM YPOBHEM DEHHHA Y THIICPTCH3HBHBIX MAlMEHTOB HETPO-
UJHOM PacChl.

I'napoxyopTHasug

Hapywenue gyHkyuu novex o

BbI6Op THA3HIOB B KA4eCTBE [MyPETHUECKOH Tepannu MOXKET ObITh He IOAXOASIINM ISt TIALHEHTOB C
HapyLIeHAAMH QYHKIUM 104eK 1 HEI)HEKTHBHBIM IIPH YPOBHE KPEATUHUHA 30 Mn/MuH WM HEOKE (T.C.
TIPH YMEPEHHOM WIIH TsDKETIOH MOYEeUHOH HENOCTATOYHOCTH) (CM. paszesn 4.2 w moppasnens! «Ocobble
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yKa3aHWus M Mepbl MPeOCTOPOKHOCTH MPH MPUMEHEHNH, DHananpwia Manear W THAPOXJIOPTHA3H;
Hapymenue QyHKIHH I0YeK; JHANANPHIIA MAJICaT; Hapyiienne QyHKIHA IOYEK» B pas/ee 4.4).

Hapywenue @yHKyuu nevenu

THa3uIbI CIIEAYET IPEUMEHSTh C OCTOPOXKHOCTBIO Y NMALHEHTOB C HapyLICHUSIMU (QYHKIUH MEUECHA HITH
MPOrpeccHpYIONHM 3a00/IeBaHHEM MEUCHH, TOCKOIbKY HEe3HAUNTENIbHBIE H3MEHEHHUS JJIEKTPOIIUTHOTO
fajlaHca MOTYT IPHBOAUTH K Pa3BUTHIO I1e4eHOUHOH KOMBI (cM. mozapaszien «Ocobbie yKa3aHus H MEpBI
MPEJOCTOPOIKHOCTH NIPU MPHMEHEHHH; Duananpuia Majear; Hapymenue QyHKIMH MEICHI) B PA3NEIC
4.4).

Memabonuyeckue i SHOOKpUHHbLE I peKxnibl

Tepanus THA3UIHBIMU Iy PETHKAMH MOXKET NMPUBECTH K HapyLIEHUIO TOJEPAHTHOCTH K IJIFOKO3E. [Ipu
3TOM MOJKET MOTpeOOBaTLCH KOPPEKIHMS H03BI TIPOTUBOAMAGETHIECKUX CPECTB, BKIIHOUA! HHCYIUH (oM.
nozpaszen «Ocobble yKasaHus ¥ Mepbl MPEJOCTOPONKHOCTH TPH IpUMEHEHNH; DHajalpuiIa Majlear;
[lal@eHTHI ¢ CaXapHBIM AUabeTOM) B pasziene 4.4).

VpenuueHHe YPOBHs XOJNECTEPUHA U TPUTTULEPH/IOB TAKXKE MOXKET OBITH CBS3aHO C Tepanueid THasH/I-
HBEIMH [MypPETHKAMH, OJHAKO TIPU NPHMEHEHUU HU3KAX 03 HHypeTHKOB (12,5 mr) nonobusIi 3pdexT
MUHMMAIEH WIH BOBCE OTCYTCTByeT. Kpome TOro, B KIMHHYECKAX HCCICHAOBAHMIX ¢ 6 Mr ruapo-
XJIOpTHA3U/A He HaGII0NAI0Ch KIMHUIECKH 3HATHMOTO BIIHIS HA TIIIOKO3Y, XOJIECTEPUH, TPHIJIAIIE-
pMJIBI, HATPUH, MATHAH UK KaJIui.

Y HEKOTOPHIX TALUEHTOB TEpANus THA3HHBIMH JMYPETHKAMU MOXET IPUBOJUTH K THIIEPYPUKEMHUH
1/umu 0GOCTPEHHMIO IOarpsl. JTO BIUSHHE HA THICPYPUKEMHUIO, MO-BHAMMOMY, 10303aBHCHMO H HE
gBIISETCS KIMHAYECKH 3HAYMMBIM IIPH JI03€ 6 MI' THAPOXJIOpPTHA3HAA. Kpome TOro, 3HaNarpuil MOXKET
yBEIM4MBATE MOYEBYIO KHCIIOTY H, TaKUM 06pa3oM, 0cnadmsTh runepypukeMudeckuit 3G dexT ruapo-
XJIOpTHA3HUA.

Jlnst MoGOro MALMEHTa, Oy YaoIIEro Iy PETHICCKYT0 TEPAIIHIO, TIEPHOIUYECKOE OIPE/ICICHHE CBIBO-
POTOYHBIX 3JIEKTPOTUTOB HOJDKHO IPOBOUTECS HEPE3 COOTBETCTBYIOIIHE IIPOMEXYTKH BPEMECHH.
Tuasuzas! (BKIIOYAs THAPOXJIOPTHA3HI) MOTYT BBI3BIBATH IUCOANAHC KUIKOCTH WK 3JEKTPOJIMTOB (TH-
MOKAIMEMHS, THIIOHATPHEMHUS ¥ THIOXJIOPEMHYCCKHH ankano3). [IpefynpexIalouMy IpU3HAKaMH
cOananca KIIKOCTH WM SJEKTPOJIMTOB SBIIOTCSA KCEPOCTOMH, JKAXK/A, cnabocTh, IeTaprus, COH-
JIMBOCTD, GECIIOKOKCTBO, MBILICYHAS GONb MM CYNOPOTH, MBINEYHAL yCTalIOCT®, TUIIOTEH3Us, OJIMIY-
pusl, TAXUKAPJHS U XKeITy JOIHO-KHIICTHbIC PacCTPOMCTBA, TAKME KAK TOIIHOTA ¥ pBOTA.

XOTS TUIOKATHEMHS MOXKET Pa3BUBATHCS BO BPEMs HCTIOb30BAHUS THASHHBIX Uy pPETHKOB, OJTHOBpE-
MEHHas Teparusl SHAIATPUIOM MOXKET CHU3UTH THIIOKATHEMHUIO, BBI3BAHHYIO JHyPETHKaMH. PHCK THIIO-
KATMEMHH SBJISETCS HAHOOJBIINM y MAIHEHTOB C UPPO30M MEUCHH, Y TAIUEHTOB € BOCTaHOBJIEHHBIM
[HYPe30M, y AlHEHTOB ¢ HEA0CTATOUHBIM NEPOPATbHEIM noTpe6IIeHHEM IEKTPOJIUTOB H Y IALUEHTOB,
[0JTyYaOIIKX COIYTCTBYIOLIYIO TEPATIHIO KOPTHKOCTEPOHAAMH w AKTT (cM. pasnen 4.5).
THIOHATPHEMUS MOXKET BO3HUKATh y MAIMEHTOB C OTEKaMM B JKapkyio noroay. JedbuuuT XI0puioB
0OBIUHO MATKUHI U HEe TPeOyeT JICICHHU.

THasuaHbIe XyPETHKA MOTYT YMEHBIIATH SKCKPEIHUIO KAIBLHA C MOUYOM ¥ BBI3BAaTh HE3HAYMTEIBHOE U
Ipexo/Alliee NOBBIIIEHAE YPOBHS KaJlblyisl B CEIBOPOTKE KPOBH. BrlpaxeHHast THIIEPKABIIAEMHS MOKET
OBITH TIPU3HAKOM CKPBITOTO THIIEPIIapaTHpeOsa. IIprem THA3UIHBIX IHYPETHKOB JMOJDKCH OBITH IpeKpa-
II[eH J10 IPOBEIEHHMs TECTOB 110 OLEHKE MapaTupeouTHON QyHKIUH.

Tua3u/s! yBEIUIMBAIOT SKCKPEIMIO MarHHsA B MOYE, ITO MOXKET MPHUBECTH K TMIIOMarHUEMHH.

Aumu-0onuH206blll mecm
FI/II[IDOXIIOPTI/IBBHJI, conepmamnﬁcx B J'IeKapCTBCHHOM npenapare, MOXKET OaBaThb HOJIO)KI/ITCJIBHBIf;I aHa-
J'[I/ITH‘-ICCKI/Iﬁ pe3ym>TaT l'IpI/I HpOBelIeHI/II/I IOIIUHI-TECTA.

T unepuyy8cmeumenbHOCmb (G
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V NalMeHTOB, MPHHAMAIONMX THA3UIHBIC IMYPETHKH, MOTYT HAOIIONATECS PEAKUH THMNePIyBCTBA-
TeTLHOCTH C HATHUHEM WIH 6€3 a/leprudeckoil acTMel B anamHese. Tak ke IOCTynay CooOIeH s 00
06OCTPEHUH MM aKTHBAIlMH CHCTEMHOH KPaCHO! BOTYAHKH.

Hemenanommublii pak Koicu

B mByX SNHIEMHONIOTHYECKHX HCCIIE[OBAHUAX HA OCHOBAHWM JaHHBIX JlaTckoro HalMOHAIBHOTO
peecTpa OHKOJIOTHYECKUX 3a007eBaHuH, ObUI BBLIBICH MOBBIIICHHBIH PUCK PasBUTHA HEMEIAHOMHOIO
paka koxu (HMPK) (6a3anbHOK/IETOYHON KapIIHHOMBI (BKK) u nnockoxserounoit kapuuaomsl (IICK))
rmocye MpUMEHEHHs 0ojlee BBICOKHX CYMMAapHBIX [103 THAPOXJIOPTHA3HUIA. DoTOCEHCHOUITU3UPYIOIIEE
JeHCTBIE THAPOXJIOPTHA3HAA MOXET PACIEHHBATHCS KaK BO3MOXHBIA MEXAHW3M DPa3BHTHS HMPK.
[ManpeHToB, MPHHHMAIOIMX THAPOXIOPTHA3UI, CIEAYeT MNPOUH(GOPMHPOBATH O PHCKE pasBHTHA
HMPK, HeoOXOAMMOCTH pPEryJSpHOH MpPOBEPKH KOXHBIX MOKPOBOB HA HAJIMYIHE HOBBIX 09aroB H
HEOOGXOMMMOCTH He3aMe JIATENFHO CO0BIaTh 0 JIEOObIX MOJ03PHTEIBHEIX HOBOOOPa30BaHUAX HA KOKE.
JIns cHMXKEHHMS pHCKAa pa3BUTHA paka KOXH IallMeHTaM CIEAyeT COOOIIUTE O BO3MOXKHBIX
Ipo(HIAKTUYECKUX MepaX, TaKHX KaK OrpaHAICHAE BO3JCHCTBHsA COIHEYHOrO CBETA U Y®-nyueit, a B
cllydae BO3IEHCTBHS HEOOXOUMO MPUMEHATH a[IeKBATHYIO 3AIUTY KOXKHBIX IIOKPOBOB. Heobxomumo B
KpaTdaiiline CpOKH OOCIefoBaTh MOJO3PUTENbHBIE IIOPAKEHUS KOXKHBIX IOKPOBOB, BKIOHad
FHCTONOIHIECKOe HCCIeN0OBaHNe GHONCHIHOr0 MaTepuana. ¥ mauuentos, panee nepenecmx HMPK,
TAKKE MOXET TOTPeOGOBaThCS MEPECMOTPETh HEOOXOIMMOCTh NMPUMEHEHHs TIHAPOXJIOpTHA3HIA (em.
pasznen 4.8).

XopuoudanvHblli 6bINOM, OCMPAs MUONUS U 6MOPUYHAS 3aKDbIMOY20/IbHAA 2laYKOMA

Cynb(oHAMHIBI WM [IPOU3BOMHBIE CYIb(QOHAMU/A, MOTYT BBI3BIBATE HAMOCHHKPASHUECKAE PEAKIIHH,
IPUBOSIIAE K Pa3BUTUIO XOPHOWUIAIBPHOIO  BBINOTA C nedeKkToM IO 3PEHHHA, OCTPOH
KPAaTKOBPEMEHHOH MHOIMEN U OCTPOH 3aKpBITOYTONBHOM ITaykomMod. CHMIITOMBI BKIIIOYAKOT MOTEPIO
OCTPOTHI 3peHHs WK 6OJIb B IIa3aX, KOTOPbIC BOSHHUKAIOT, KaK MPAaBUIIO, B TeICHHE HECKOIBKUX HacoB
WM Heemb IOCNe Hadana MpHEeMa JIeKapCTBEHHOro mnpemapara. [Ipu OTCYTCTBHH JIEYEHHS OCTpas
3aKPBITOYTOJIbHAs TJIayKOMa MOJXKET INPHBECTH K Heobpatumoil mortepe 3peHud. [Ipu mposBreHHH
CHMIITOMOB HEOOXOIMMO KaKk MOXHO CKOpee TpEKpaTHTh [pHeM Ipenapara. ECiIH BHYTpHUIIa3HOE
JaBJ€HHE OCTAeTCS HEKOHTPOJMPYEMBIM, MOXET MOTPeOOBATHCS HEOTIOKHOE MCIUKaMEHTO3HOC
JNleYeHre WIH XUPYPruyeckoe BMeIIaTeNbeTBo. DakTopaMu pHCKa pa3BUTHS OCTpO# 3aKPBITOYTONBHOM
IJ1ayKOMBI MOTYT OBITh &/JIEPrUYECKUE PEaKIUK Ha cynbHOHAMU/IBI WM NEHUIIUIUTHH B aHAMHE3E.

Ocmpule nopadiceHus. OblxamebHblX nymeu

Coo6Imanoch 06 04eHb PEIKUX TSHKEIBIX CIyYasX OCTPBIX MOPAKEHHH NbIXaTETbHBIX MyTeH, BKITIOYas
ocTpslit pecripatopHblit auctpecc-cuaapom (OPZIC), HabmoaaBmuXCs MOC/E NpreMa THAPOXIIOPTHA-
suma. OTeK JIETKUX, KaK IIPaBUIIO, Pa3BHBAJICS B TEUEHHE HECKOIBKUX MHHYT HIIM 4acoB MOC/IE €ro MpH-
ema. [lepBoHaYaIbHBIE CHMIITOMB] BKJIFOYAIIM OJBIIIKY, JAXOPanKy, HapylIeHHe (GyHKUUH NETKUX U T'd-
nortensuto. [Ipu momo3penun Ha OPJIC crnenyer OTMEHHTD TIpenapaT ¥ Ha3HAYUTh COOTBETCTBYIOIIEE
nevenne. [HIPOXIOPTHA3H He ClieyeT HasHayaTh nanuentam ¢ OPJIC mocne mpuema ruapoxopTia-
3u/Ja B aHaMHE3e€.

Ocobb1e npeaocTepeKeHHs OTHOCHUTEJ/JIbHO BCIIOMOraTeJbHBIX BCIIECTB

Jlakmo3sa

Duan®-H COMEPIKUT JIAKTO3Y, IOITOMY IIPOTHBOIIOKA3aH MALMEHTaM C TAKMMH PEAKMMH HACIIC[CTBEH-
HBIMH 3a00JIeBAHUSAMH, KaK HENEePEeHOCHMOCTh TalaKTO3bl, JaKTa3Has HEA0CTaTOYHOCTB Jlanma wiu
HapyIIeHHe BCACHIBAHHSA TIIFOKO3bI-Ia/IaKTO3bL.

Hampuu 7oy MESTeN (B
[Ipemapar cOmepXHUT MeHee 1 MMOJIb HATPUA (23 Mr) Ha ofHy TaGNIeTKy, TO €CTh €ro MOXHO CUMTATh
«HE COIEpIKaIUM HATPHUIY. o )
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Xunonunoewiii ocenmetti (E104)
[IpermapaT COIEPIKUT KPacUTENb xuHONMMHOBBIH xenThi (E104), KOTOpBIH MOXET BBI3BIBATH AJUICPrHHe-
CKHe PeaKI¥H, OTPUIATENBHO BIUSATH HA aKTUBHOCTb X BHUMAHHUE y nerei.

4.5 BiammopeiicTBHE ¢ APYTHMH JIEKADCTBEHHBIMH NpenapaTaMud H Apyrue BH/bI B3auMo/eii-
CTBHA

3Hananpmla MaJjieaT H THAPOXJOpPTHA3H/

[lpy2ue aumuzunepmen3ugHble NPenaparmbl

O[HOBpPEMEHHOE NPUMEHEHHE JAHHBIX TMPENapaToB MOXET YCHUIMBATH THIIOTCH3MBHOE JeicTBHe
SHATANpHIA ¥ TUAPOXJIOpTHA3Ka. IIpy OXHOBPEMEHHOM IIPUMEHEHUH C HUTPOTTHICPUHOM | JpyTHMH
HUTpATAMU, MM APYTHMH Ba30JHIIATATOPAMH, MOXET OoJlee 3HAYMTEBHO CHWKATECA apTEPHATIBHOC
JlaBJICHHE.

JlanHble KIHHHYECKUX MCTIBITAHMI OKa3aIy, 9TO ABOHHAs OG/I0Ka/ia peHUH-aHTHOTCH3UH-aIbI0CTEPOH-
cucteMsl (PAAC) myTeM KOMOMHMPOBAHHOTO MPHMEHEHUS uaruoutopoB AIID, 6;10KaTOpPOB perenTo-
poB aHruoTeH3uHa Il 1M anucKupeHa cBa3ana ¢ Gosee BBICOKOM 9acTOTOM MOOOYHBIX 3)(HEKTOB, TAKHX
KaK THTIOTEH3HUS, THIIEPKATHEMHS | CHIKEHHE TOYeIHOH QyHKIMH (BKIFOYAs OCTPYIO MOUCTHYIO HE/O-
CTATOYHOCTB) 1O CPABHEHMIO € MCIIONH30BAHUEM OJIHOTO areHTa, BO3ICHCTBYIOMIETO Ha PAAC (cm. pas-
nensi 4.3,4.4u5.1). :

[Ipenapamyr 1umus

OJHOBpEMEHHOE TIPMMEHEHHE Uy PETHKOB, MHTHGHTOPoB AIID u mpenapaToB JUTHA MOXKET IPHBECTH
K PA3BUTHIO JTUTHEBOH MHTOKCHKAIIMH, OCKOJIBKY YHANANPHI U THAPOXJIOPTHA3HI YMEHBIIAIOT BbIBE-
nenue autas. COmMyTCTBYyIOIIEE NPUMEHCHHE THA3HIHBIX THYPETHKOB C uarubutopamu Al mMoxeT
JOTIOJIHATENBHO YBEIMYIUTD YPOBEHD JIATHS U IIOBBICHTH PHCK €r0 TOKCHIHOCTH.

COBMECTHOE [IpHMEHEHHE He PEKOMEH/IYeTCs, HO, €CIi KOMOUHAIMA OKaXeTCs HEOOXOIUMOH, CIeayeT
MPOBECTH TIATEIbHBIH MOHUTOPUHT YPOBHEH JIUTHA CHIBOPOTKH (cm. paspmen 4.4.). Ilepen ucnomnb3oBa-
HUMEeM TaKHX IIPernapaToB 03HAKOMBTECh ¢ HHCTPYKIHEH 10 MEAUIMHCKOMY MTPHMEHCHHUIO.

HecmepoudHbie npomugogocnaiumenbhble npenapamel

JlnuTebHOE IPUMEHEHHE HECTEPOHIHBIX TPOTHBOBOCTIAUTENBHBIX IPENAapaToB MOKET CHIDKATD AHTH-
runeprensuBHb ekt uaruduTopos AIIQ MM ymMeHpIIATH MOYETOHHBIN, HATPUHYPETHUECKUH U
AHTHTUIIEPTEH3UBHBIN 9 PeKThl Uy peTHKOB. ONHAKO B KITMHUYECKOM HCCIICA0BAHUH (bapmakonoray y
MAIHEHTOB C THIIEPTOHMYECKO# GOIE3HBIO, IOy YaBIINX HHIOMETAIUH WK CYTHHAAK OAHOBPEMEHHO €
SHATATIPUIIOM, He OBLTO 10Ka3aTelbCTB CHIKEHUS aHTUTHIIEPTeH3HBHOTO NEHCTBUA YHATANPHIIA.
Kpome Toro, 66110 ycTarosneHo, uro HIIBII (Bximoyas uuruduropsl 1{O-2) i uaruéuTops! AII® oxa-
3BIBAIOT AJMHTHBHBIA 3(Q(GEKT Ha IOBBINIEHUE YPOBHs Kalusi B CHIBOPOTKE, B TO BPEMA Kak GyHKIHS
[OYEeK MOYKET YXYALIATCS, 0OCOGEHHO Y NALHEHTOB C HAPYIIEHNIMU [OYCIHOH QYHKIHH. Januble 3¢-
(exThI 00paTUMBI.

Peko MOKET BO3HHKAaTh OCTpas MOYeyHas HeIOCTaTOYHOCTh, OCOOCHHO Y MAIMEeHTOB C HapyILIEHHOH
(yHKIHMEN TOYEK (TAKUX KaK MOXHJIBIC JIOJM MM MAlUEHTEI C TUIIOBOJIMEMHEH, B TOM YHCIIE TIPH -
ypETHYECKOH TepaIuH).

DHajanpuiIa Majear

Kaauiic6epezaiotyiie Ouypemuxi, kanuegbie 000aKU Uy 3aMeHumenu Kanutico0epycaujux conet

HecMoTps Ha TO, YTO YPOBEHB KajlMsl B CHIBOPOTKE 0OBIYHO OCTAETCs B Mpezenax He pMng@\}?}qxgompmx
MalHeHTOB, MOJyYarOIUX JHAIANpPHI, MOXET BO3HUKHYTh rnnepxannemnx.v'-KamﬁcGeperaldiu”ne Iu-
ypeTHKH (HalpuMep, CIIHPOHOIAKTOH, TPUaMTEPEH HIIH aMHJIOpH]L), NOOABKY C KalueM, M ﬁér/v*teﬂme-
JIM KaJIMicoep KaluxX Cosleil MOTyT NPUBECTH K 3HAUMTEbHOMY yBCIMHUCHHIO Kaﬂil'/ls'l'uli CBIBOPOTKE KpPO-
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pu. CllefyeT Takke COOIIOAATH OCTOPOKHOCTH IIPH OJHOBPEMEHHOM Ha3HAYEHUH SHANANpPHIIA C IPYTH-
MU IIpenapaTamy, NOBBIIAIOIMME YPOBEHb Kallii B CRIBOPOTKE KPOBH, TAKUMH KaK TPAMETONPHM U
KO-TPHMOKCa30J1 (TPHMETONPUM / cyib(aMeToKCca3ol), OCKOJIBKY M3BECTHO, YTO TPUMETONPUM JeH-
CTBYET Kak KalnuicOeperatomui 11y peTuK, Takoi kak aMuiopu. IloaToMy KOMOMHANMS SHAIANIPUIIA C
BBINIEYKA3aHHBIMH TIpeTapaTaMi He PEeKOMEHIYeTCs. B ciyuyae rumokaieeMHUH MOXET OBITh IOKa3aH
COBMECTHBIM NTPUEM JAHHBIX IPENapaToB, B TaKOM Cllydae CIEIyeT coOJIFOaTh OCTOPOXHOCTh U BBI-
[IOJIHSATH YaCTHI MOHHTOPHHT YPOBHS KaJlHsl B CBIBOPOTKE KPOBH. (cmoTpute pazzmen 4.4).

TTuypemuku (muasud u nemiegvie OUYpenuKu)

[pe/IecTByOMIEE JIEYEHHE BEICOKMMHU J03aMH JIMyPETHKOB MOXKET NPUBECTH K HCTOLICHHIO o0neMa u
PHCKy pa3BUTH TUIIOTEH3MH B Ha4ajle TPy SHAJAIPUIIOM (cm. pasnens! 4.2 u 4.4). 'HNOTEH3UBHBIH
5(eKT MOKeT ObITh CHIDKEH TPH NPEKPAllCHUH NPHeMa My PeTHKA WK IyTeM YBETHICHUS obpemMa
noTpedasieMOon COJH.

Touyuxiuyeckue anmudenpeccanmol / GHmuncuxomuiecKue npenapanmbol / anecmemuxu

COBMECTHOE NIPUMEHEHUE PA3JIMYHBIX AHECTETHKOB, TPULMKIMIECKHX aHTU/CTIPECCAHTOB M aHTHIICH-
XOTHYECKUX MPenapatoB ¢ uHruouropamu AIID MOXET NPHBOIHUTE K JaJbHEHIIeMy CHIKEHHIO apTe-
PHAIIBHOTO JaBJIEHHs (CM. pa3/ielt 4.4).

Cumnamomumemuxu
CUMIATOMAMETHKE MOTYT YMEHBIIATh aHTHUTHIEPTEH3UBHBI 3h()EKT HHIHOMTOPOB AIl®, nna moa-
TRepoKIeHHs 3P PeKTa MaHeHThl T0DKHBI HaOIIOAThCS CIIEMATUCTOM (CM. pa3jen 4.5).

ITpomugoouabemuiecKue npenapamel (nepopaibHble 2UNO2NUKeMUYECKUe NPenapambl Y UHCYIUH)
IIHIEMHOIOTHYECKHEe UCCIIEIOBAHHSA MPEIIONATAIOT, YTO OHOBPEMCHHOS IPUMCHEHHE HHTUOUTOPOB
AIl® u npoTHBOAMAOETUIECKHUX NpENnapaToB (MHCYJIHH, TIepOpabHBIE TMIIOTIMKEMUAYECKUE Ipenapa-
ThI) MOXET NPHUBOIMUTH K YCHJICHHIO 3¢ deKTa TOHIKEHHs yPOBHs TJIFOKO3BI B KPOBH C PHCKOM THIIO-
IMKEMHH. DTOT CHMIITOM C HauGOJBIIEH BEPOATHOCTBHIO MOXET MOABUTECA B TEUCHHUE MEPBRIX HEACID
KOMOHHUPOBAHHOTO JIEYEHHS ¥ Y TALHEHTOB C MOBPSKACHHEM IMOHEK (cM. pazzen 4.8). Jlonrocpo4nsie
KIHHAYECKUe HCCIIeOBAHMS C SHATANPHUIOM HE MOATBEPAHIM 3TH BBIBOZBI U, CIICNOBATEIBHO, HE HC-
KITFOYAOT TPUMEHEHHE SHANarnpuia y OONBHBIX CaxapHbIM muabetoM. Ilpu 3TOM pEKOMEHIOBAHO
HaOJIOIeHHE JaHHBIX ITallUEHTOB.

Anxozone
AJIKOroJIb YCHJIMBAET aHTHTUIIEPTEH3UBHOE neiictBue HHru6UTOpPOoB AIID.

Anmayudwi
AHTAIM/IbI MOTYT CHIDKAaTh OMOJOCTYIIHOCTD uarudutopon AIIO.

Ayemuncanuyunosas KUcroma, mpomOOIUmuKy u bema-bar0xamopbl
DHATAMPHI MOXXHO 6e30TacHO MPUMEHATH OHOBPEMEHHO C aIeTHJICAIMIIMIIOBOH KUCIIOTOH (B Kapauo-
OrMYECKHX 103axX), TPOMOOIUTHKaMH 1 GeTa-01oKaTopamy.

3onomo

HuTpHTOMIHEIE PeaKIMy (CHMITOMBbI BKTIOYAIOT THIIEPEMHIO JIHIA, TOIIHOTY, PBOTY M THITOTEH3HIO) B
pEe/IKHX CITydasx ObUTH 3aperHCTPUPOBAHBI y IALHEHTOB, K KOTOPEIM MIPUMEHSIACh TEPAIKs ¢ MHBEKIH-
OHHBIM 30JI0TOM (HATpHs aypoTHOMANaToM) H C CONyTCTBYIOLIEH Tepamueil mHrHOMTOpamu AllO,

BKJTHOYas HaAIarpul.

ﬂeKaDCWIGeHHble npenapamsal, noevluiarouiue pucKk pa3guniusi aneuoneepomuqecwzo5me1<a 0\"\9 \
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OJHOBpPEMEHHOE IIPUMEHEHHE HHTHOUTOPOB QIﬂDﬂc §0M6nnaulf1"’eﬁ! cakyOuUTpuUII/BaJicapTaH IPOTUBOIIO-
Ka3aHo, TOCKOJIBbKY 3TO YBEJIMYUBAET PUCK Pa3BUTHUS aHTHOHEBPOTHYECKOro OTCKa (cMOTpHTE pa3ziensl
43 u44).
OnHOBpeMeHHBIH mpreM HHruouTopos AIID ¢ paunekagoTpHIOM, naruburopamu mTOR (nampumep,
CHPOJIEIMYCOM, 9BEPOJIAMYCOM, TEMCHPOJIMMYCOM) H BUIJArTHIITHHOM MOXET IPUBECTH K YBEIHICHHIO

pHICKa PAa3BUTHS AHTHOHEBPOTHYECKOTO OTeKa (CMOTpHTE paszen 4.4).

Ko-mpumorcazon (mpumemonpum / cyibgpamemorcason)
[TauMeHTs, TPHHUMAIOIIHE KO-TPEMOKCA30]I (TpUMETonpuM / CyJb(haMeToKcasol), MOryT MOJBEpraTh-
CsI TIOBBIIIEHHOMY PUCKY THIIEpKATHEMUH (CMOTpHUTE pasaen 4.4).

u UKTIOCNOPUH

[unepKaIHeMus MOXeT BO3HUKHYTH [IPH OJHOBPEMEHHOM NMPHMEHEHHH UHrHOuTOpoB AII® 1 muKiioc-
nopuHa. PekoMeH/1yeTcsi IPOBOJUTE KOHTPOJIb yPOBHS Kallisl B CBIBOPOTKE KPOBH.

[enapun
CHnepKanAeMust MOXET BO3HUKHYTB [PH OJHOBPEMEHHOM NpuMeHeHHH HHruouTopoB AIID ¢ remapu-

HOM. PexoMeHIyeTCs TPOBOAUTE KOHTPOJIb YPOBHS KaJIis B CBIBOPOTKE KPOBH.
Maapoxnopruasun

Hedenonsapuszyrouiue MuopeiakxCcanmol
Tuasuae! MOTYT yBEIUYUBATE BOCIIPHMMYHBOCTD K TyOOKypapuHy.

Anxozons, bapbumypamul unu ONUOUOHBLE AHANL2EMUKU
MoxeTt NPOXUCXOAUTH IMOTEHIIUPOBAHHEC OpTOCTaTH‘{eCI(Oﬁ THIIOTCH3HH.

Ipomusoduabemuyeckue npenapamsvi (nepopaibible NPEenapamel U UHCYIUH)
MoskeT oTpe6oBaThCs KOPPEKIHs 10361 IPOTHBOIHAOETHIECKHX IPENapaToB (CM. pasaen 4.8).

Xonecmupamun u xo1eCmunoibHble CMONbL

AHHOHOOOMEHHBIE CMOJIBI MOTYT CHEDKATh abCOpOIMIO THAPOXIOpTHa3uaa. PasoBele 03kl KaK XOje-
CTHpaMHHa, TaK ¥ XOJIECTUIIOJIBHBIX CMOJI, KOTOPBIE CBA3BIBAIOTCS C THAPOXJIOPTHA3UIOM, YMCHBIIAIOT
MOTJIOMIEHHE THAPOXIOPTHA3HIA U3 XKEITy JOYHO-KUIIEYHOro TpakTa Ha 85% u 43%, COOTBETCTBEHHO.

IIpenapamul, vorunsrowue QT unmepean (Hanpumep, XUHUOUH, NPOKAUHAMUO, amuodapoH, comanon)
VBeIMYHMBAIOT PUCK PA3BUTHUS JKEITy JOIKOBOM TaXUKAPIHHU TUIIA KITUPYITY.

L nuxo3udvl Hanepcmauku
CHIOKaATMEMHS MOYKET MOBBIIATH YyYBCTBUTEIBHOCTD MM yCUJIMBATh PEAKIMIO CepAlla Ha TOKCHIECKHE
3¢ (eKTHl HanepcTAHKY (HApUMep, TIOBBIIICHHAs Pa3IPaXKUTENLHOCTD XKeTy104Ka).

Kopmurxocmepouowr, AKTI”
O/HOBPEMEHHOE MPUMEHEHHE C THA3HIHBIMH IMYPETHKAMH MOXKET NMPHUBOAUTH K YCHICHHOMY 3JICK-
TPOJIATHOMY MCTOIIEHHIO, B YACTHOCTH, K THIIOKAJIHEMUH.

Kanuiiypemuueckue Ouypemuxy_(nanpumep, @ypocemud). kapOeHOKCoNoH ulu 310ynompebienue cia-
bumenbHbIMU CPeOCmEamu
T HAPOXJIOPTHA3U/] MOXKET yBETMYMBATh MOTEPIO KAIUS M/UIIH MaTHH.

[Ipeccopuvie amunbl (Hanpumep, AOPEHANUH) AL “,'}'j/
Trasu/Ib! MOTYT YMEHBIIATH OTBETHYIO PEAKIUIO HA EHCTBHE MPECCOPHBIX aMUHOB. ™ . ‘,,’_;‘__//
[29.01.2024 1 [CrpT#520 |
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[Jumocmamuxu (nanpumep, yuknogpochamuo, MemompeKcam)
THa3uIBl MOTYT CHM)KATh TIOYEYHYIO SKCKPELHIO IUTOTOKCHYECKUX MIPEMNapaToB U yCHIMBATE MX MHue-
NOCYTIPECCUBHBIN 3 DEKT.

4.6 @epTHILHOCTD, 0€PEMEHHOCTD H JAKTANHUSA

Bepemennocme

Hneubumopwvr AIID

[Tpumenenue nHrHOHTOpoB AIID He peKOMEHIYeTCs BO BPEMs IIEPBOTO TPUMECTPa 6epeMeHHOCTH (CM.
paszen 4.4). Ilpumenerne uHru6uTOopoB AII® NpPOoTHBOMOKAa3aHO BO BPEMs BTOPOTO U TPETHETO TpH-
MecTpoB GepemeHHOCTH (M. pasaensl 4.3 u 4.4).

DIUIEMHONOTHYECK e IAHHBIE OTHOCUTENBHO PUCKA TEpPAToreHe3a BCIEACTBUE NPHEMA MHIHOUTOPOB
ATI® Bo BpeMs MEPBOTO TPUMECTpa OEPEMEHHOCTH HE SIBIITIOTCS HEONPOBEPIKUMBIMHU, OJHAKO HE3HA-
YUTENBHOE MOBBIIICHHE PHCKA HE MOXET OBITh MCKIIIOUEHO. 32 HCKIIFOYEHHEM CITy4aeB, KOraa npozos-
KeHue nedeHnst nHruouTopamMu AIT® cunTaeTcs HEOOGXOMMMEIM, MAIMEHTH], IUIAHKPYIOLIHE OepeMeH-
HOCTb, JAOJDKHEI IIEPEUTH HA aTbTePHATHBHOE AHTHIUIEPTCH3MBHOE JICUCHHE, KOTOPOE UMEET yCTaHOB-
JIeHHBIH TTPOdHITE 6€30IaCHOCTH 110 IPHMEHEHHIO BO BPEMSI O€peMEHHOCTH.

Eciin 6epeMeHHOCTh YCTaHOBJIEHa, TO IpHeM UHTHOuTOpoB AIID crexyeT HEMEICHHO NPEKPaTUTh, U,
IIp¥ HEOOXOIUMOCTH, HAaYaTh JICYEHHUE ANBTEPHATHBHBIMU IPENIapaTaMH.

U3BecTHO, uTO MpuMeHeHre HHruOuTOpoB AIID y KEHIIMH BO BpeMsl BTOPOTO U TPETHETO TPUMECTPOB
GepEeMEHHOCTH OKa3blBaeT (eTOTOKCHUeCKud d3QdeKT (CHIKEHHE MOIeTHOH GYHKIIMH, OJMIOTHIpaM-
HYOH, 3aMeJIEHHOE OKOCTEHEHHE Yepena) i HeOHATaIbHbIH TOKCHIeCKud a(deKT (rodeHas He1ocTa-
TOYHOCTD, TUIIOTEH3Us, THIIepKameMust) (cM. paszen 5.3). MoxeT Mpou3ouTH MaTepHHCKUH OJIMTOrKMA-
PAMHHOH, MPEITOJIOKATENBHO IPEACTABIIMIONHUH CO00H TOHIKEHHYIO QYHKIHMIO MOYEK M0/, U [pH-
BECTH K KOHTPAKTypaMm KOHEYHOCTEH, YepeITHO-THIEBO! NedOpMalni U Pa3BUTHIO THIIOIIACTAIECKOro
JIETKOTO.

Ecnu npuMenenre HHru6uTopoB ATIQ IpoM30IIIO BO BTOPOM TPUMETPEe OEPEMEHHOCTH, TO PEKOMEH-
JIyeTcst TIPOBECTH yJIBTPa3ByKOBOM KOHTPOIE QYHKIKH I0Yek i yepena. HOBOPOXKICHHBIX, YbH MaTePU
npuHAMaTH HHru6uTopsl ATI®, creyeT TIaTelbHO HAGIIOAATE [0 TOBOY MMIIOTEH3UHU (cM. pa3zenbl
43u44).

T'uopoxnopmuasuo

CyIIecTByeT OrpaHHYEHHbIH ONBIT IPHMEHEHHs THAPOXIOPTHA3H/a B [IEPHOJ] OEPEMEHHOCTH, ocoben-
HO BO BpeMs MEPBOro TpumecTpa. MccnenoBanus Ha JXUBOTHBIX SBJIAIOTCSA HENOCTATOYHBIMH.
['uapoxIOpTHA3U IPOHUKAET Yepe3 MITALCHTY.

OcHOBBIBasICh Ha (papMaKOJIOTHIECKOM MEXaHU3ME €ro ICHCTBHS, MPUMEHEHHE THAPOXIIOPTHA3KHAA BO
BpeMsl BTOPOTO U TPETHETO TPHUMECTPOB GEPEMEHHOCTH MOXKET HAPYLIUTH (eTOIIIaleHTapHYIO b dy-
3HIO M BBI3BATh y IUIOJA U HOBOPOXKIEHHOTO TakKe 3P (HEKTHI, KaK JKeNTyXa, HApyLUIEHHE 3I€KTPOIUTHO-
ro GayaHca ¥ TPOMOOLIMTOIIEHHUSI.

THIPOXJIOPTHA3H] HE CIIEIyeT IPUMEHSATD IIPH TECTAMOHHOM OTEKE, F€CTAllIOHHON TMIEPTEH3MH WA
NPEIKIAMIICHH M3-33 PUCKA CHIDKCHHs 00heMa IIa3Mbl U BO3HHUKHOBEHMS IIIALCHTAPHOH runonepdy-
31U, 6e3 TON0KHTENILHOTO ACHCTBUS Ha Te€UEHUE 3a00IEBAHUS.

THAPOXIOPTHA3U HE CIedyeT PUMEHSTh Y THIEPTOHUYECKOH GoesHn y OepeMEeHHBIX KEeHIIUH, 3a
MCKITIOUEHHUEM PEIKMX CHTYal|ii, KOria ApyToe JeUeHHE He MOXKET ObITh Ha3HAYEHO.

Jlakmayus s
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OrpaHuYeHHBIE NaHHEIE 10 (HapMaKOKHHETHKE CBHUIACTENBCTBYIOT 00 ouYeHb HM3KOM KOHIEHTPALUU B
rpyaHOM MOJIOKe (cM. paszen 5.2). HecMOTps Ha TO, YTO 3TH KOHIEHTPAIMM CHUTAOTCH KIMHHYECKHA
He3HAYMMBIMH, IIPUMEHEHHE IIpernapara Duan®-H He peKoMeHIyeTcs MpU IPYJHOM BCKAPMIIMBAHHHU
HeJIOHOLIIEHHBIX JeTel U B IepBbIE HEEHU NOCIE POJIOB U3-3a THIIOTETHYECKOTO PHCKA BO3IEHCTBHS Ha
CepIEeUHO-COCY IUCTYI0 CHCTEMY H MOYKH B CBS3U C OTCYTCTBHEM JIOCTATOYHOIO KIHHHYECKOTO OIMBITa
IPUMEHEHHS.

B GoJiee nMo3aHUi IEPUO IPUEM IIpenapara Duan®-H KopMSAIIIMHU MaTepsAMH MOXET PacCMaTpPUBATHCS
B CJly4asx, KOTJa JledeHHe HeOOXOMUMO Ui MaTepH, a pebeHoK Ha0JIrI0JaeTCs ISl BBIABIICHUS KaKHX-
60 Mo6oYHBIX 3G HEKTOB.

Tuopoxnopmua3suo

[uApOXIOPTHA3K/L B HEGOIBUIMX KOJIMIECTBAX BBIICIACTCA B MATEPUHCKOE MOJIOKO. Tua3une!l B BBICO-
KHX 032X, BBI3bIBAIOIIHE HHTEHCHBHBI JUype3, MOTYT TPEMATCTBOBATH BEIpaGoTKe Mosoka. [Ipume-
nerue nperapara DHan®-H Bo BpeMsi IPyIHOTO BCKapMIIMBAHHs HE pekomeHAayercs. Ecnu mpemapat
PUMEHSETCS] BO BPEMSI JTAKTAL(UH, CIIETYeT NOUIEPKUBATE KaK MOXKHO Gonee HU3KHE O3B

47 BausiHHe HA CMOCOGHOCTH YNPABJIATH TPAHCIOPTHLIMH CPeICTBAMH U PaboTaTh ¢ MeXaHHU3-
MaMH

[Ipu ynpaBIeHHH aBTOMOOHIIEM HIIH paboTe ¢ MEXaHH3MaMH CJIEIYEeT IOMHUTH O TOM, YTO NPH THIIO-
TeH3UBHOH Te€pAIUK HHOTIAa BOSHUKAIOT FOJIOBOKPYKEHUE U YCTAIOCTh (cm. pazzen 4.8).

4.8 HexenaTeabHbIe PeAKIIHH

HeskenaTesbHbIE PEaKIHH, 3aPErHCTPHPOBAHHBIE IIPH [PHEME SHANANpHia U THAPOXJIOPTHA3uaa Imo-
OT/IEeIBHOCTH, BO BpeMs KIMHUYECKHUX MCCIIENOBAHAN WM B MOCTPETHCTPAMOHHOM IIEPHO/AE, KIACCH-
(UIHPYIOTCS 1O YacTOTe:

- oueHb 4yacTele (> 1/10),

- gacTele (> 1/100 go < 1/10),

- neuactsle (> 1/1000 mo < 1/100),

- penkue (> 1/10000 mo < 1/1000),

- oueHs peakue (< 1/10000),

- 4acTOTA He M3BECTHA (YACTOTA HE MOXET OBITh OIICHEHA Ha OCHOBE UMEIOIUXCS TaHHBIX).

B pamkax Ka)IOH IpyTIIbI HE)XeIaTeIbHbIC 3¢ (})eKTHI PeICTABIEHbI B IOPSIKE YMEHBIICHUS TSHKECTH.

YactoTa moOOYHBIX 3(1)('beI(TOB epeyduciieHa sl OTIOENBHBIX CUCTEMHO-OPIraHHBIX KJIaCCOB.

Jlobpokauecmeennvie, 310KA4ECMEEHHbLE H06006pa306aHUs U HEYMOYHEHHble HO06000PA306aHU

(8Kn10UAS. KUCHBL U NONUNDL)

- yacToTa HE M3BECTHA: HEMENaHOMHBIM pak KoxH (0asanbHOKJIETOYHas KaplMHOMA H
IOCKOKJIETOUHAs KapIuHoMa) +,*.

Hapywenus co CMOpPOHbL KPOBU U NTUMPAMUUECKOU CUCHEMbL

- HeyacThle: aHeMuUst (BKIIFOUAs AlUIaCTHIECKYIO M FEMOIMTUYECKYIO);

. penKue: HEUTPOIEHHUS, CHHKEHHE reMorIo0MHa U FeMaTOKpUTa, TPOMOOLUTOIIEH S, arpaHyio-
LIUTO3, NIEHKONEHHs, yTHETEHHE KOCTHOrO MO3Ta, MaHIUTONCHHS, nuMmdaneHonaTus, ayTOUMMYHHBIE
3a00JIeBaHUS.

,;,QO Moty
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Hapywienus co cmopoHbl SHOOKPUHHOU CUCTEMbL r o
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- yacTOTa HEW3BECTHA: CHHAPOM HEaleKBaTHOM CEKpEUIHH aHTHA{HY PETHYECKOro © TOPMOHA
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- gacTBIe: CHIIOKATMEMES, TIOBBIIICHHE YPOBHS XONECTEPHHA, TIOBBIICHAE TPUIITHLCPHTIOB, IHIIC
pypHUKEMHS,

- HeyacThle: TUIOTIMKEMES (CM. paszien 4.4), THIIOMarHueMus, ofarpa*;

- PENKO: MOBBIIIEHHE YPOBHS [TIIOKO3BI B KPOBH;

- O4YeHb PeIKHUE: THIEPKATBIEEMHUS (CM. pasael 4.4).

Hapyuienusi co cmopoHbl Hep8HOL CUCHEMbl U NCUXUYeCcKUe paccmpoucmea

- yacThIe: TOJIOBHAS 60JIb, JenpeccHs, 00OMOPOK, H3MEHEHHUE BKYCa,

- HeyacThle: HapyIIeHHe CO3HAHMUs, GECCOHHHIA, COHIMBOCTD, HEPBO3HOCTD, MAPECTE3NH, TOJI0BO-
Kpy KEHHE, CHIDKEHHE THOU0™;

- pe/Kie: aHOMaTbHble CHOBHICHHUS, HApyIIEHUs CHa, IIape3bl (B CBA3H C TUIIOKATHEMHEH).

Hapywenus co cmoporbl 0p2aHa 3peHus.
- OYEeHb YacThle: pacOKyCUPOBAHHOE 3PECHUE;
- YyaCTOTA HEU3BECTHA: XOPHOUJAIBHBIH BBIIIOT.

Hapywienus co cmopoHbl 0p2ana ciyxa u 1aoupusma
- HeuyacThle: THHHUTYC.

Hapyuienus co cmopoHbl cepOeuH0-CoCyOUCmoil CUCmeMbl

- OYEHb YaCThIE: TOJIOBOKPYIKEHHE;

- yacTBIe: apTepUanbHas THIIOTEH3Us, OPTOCTATHYECKas THIIOTEH3MsA, HAPYIICHUA pHTMA, Taxu-
Kapausi, 00JIb B IPYIHON KIICTKE;

- HeyacThle: THIEPEeMHs, ONIyLIeHHe cepaueduenus, HHPapKT MUOKAp/a WM MHCYJIBT, BEPOAT-
HOCTH BTOPUYHOTO BO3HHKHOBEHMs H30BITOYHOH THIIOTEH3HH Y TAI[MEHTOB B IPYIIE BEICOKOrO pHCKa
(cm. paspen 4.4);

- penkue: peHoMeH Pelino.

Hapywienus co cmopoHbl 0blXamenpHOU CUCMeMbl, 0p2aAH08 2pyOHOIl KlemKU U CPeO0CmeHUs.

- OY€Hb YacThIE: Kalllelb;

- YacThle: OJIBIIIKA,

- HeyacThle: pHHOpes, 6OJIb B TOPIIE ¥ OXPUILIOCTB, OPOHXOCTIA3M / acT™a;

- pefikue: UHOUIBTPAT B JIETKUX, PECHUPATOPHBIA TUCTPECC (BKiIIOYAs TTHEBMOHHT M OTEK JIET-
K¥X), PUHHT, A/UIEPrUYECKHi anbBEONUT / 303MHOQMIPHAS THEBMOHHUS;

- OuYeHb PEIKHe: OCTPBIH PECIMPATOPHBIH TUCTPECC-CHHAPOM (OPJIC) (cM. pazzen 4.4).

Hapywenusi co cmoponbl JCeny004HO-KUULeYH020 mpakma

- OYeHb YacCThIe: TOIIHOTA;

- yacThle: quapes, 00Nb B KHBOTE,

- HewacThle: HEIPOXOAUMOCTh, [TAHKPEATHT, PBOTA, AUCIIEICHS, 3aTI0p, aHOPEKCHUs, pasIpKECHHE
JKEITyJIKa, CYXOCTh BO PTY, A3BEHHAs OOJIC3Hb XKeTy/IKa, MeTeopusM*;

- penkue: cToMaTuT / a TO3HBIE SI3BBI, TJIOCCHT;

- OYEeHb PEeJIKHe: HHTECTUHAIBHBIA OTEK.

Hapywienus co cmopoHbl 2enamoounuapHou Cucmembl

- pelKUe: TMeYeHOYHas HEeNOCTATOYHOCTh, HEKPO3 NEYCHH (MOXeT OBbITh (aTalbHbIM), IENaTUT
(TeraTONeNUTIONAPHBIA MM XOJIECTATHYECKUH]), KENTyXa, XONCLUHCTUT (B 4aCTHOCTH, Yy TAlMEHTOB C
JKeTYHOKAMEHHOH 00JIE3HBIO B AHAMHESE). = }Bf* (SN

Hapyuienus co cmopoHbl KONCU U NOOKOJCHBLX mKaHeu
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- yacThIe: CHINb (IK3aHTEMA), THIIEPUYBCTBHTENBLHOCTS / AHTHOHEBPOTHYECKHH OTEK (AHTHOHEBPO-
THUECKHil OTEK JIUIA, KOHEYHOCTEH, I'y0, A3bIKa, FOJOCOBOM LIENH /vy ropranu) (cM. pasaen 4.4);

- HewyacTsle: 3y, 0OMIbHOE OTOOT/AETICHHUE, AJIONeIHs, KpalMBHHALIA;

- penkue: MyasTH(GOpMHas spuTema, cunpoM CruBeHca-/[KoHCOHa, 5KC(ONHATHBHBIA JepMa-
THT, TOKCHYECKHH SMUJepMaIbHbI HEKpOIH3, MypIypa, KOXHas KpacHas BOTYaHKA, IPUTPOIACPMHUIL,
my3bIpYaTKa.

3aperucTpUpOBAHHbIH CUMITOMOKOMILIEKC: JTMXOpaJIKa, CEPO3UT, BaCKyJIUT, MHAJITHS/MHO3UT, apTpajl-
rusi / apTpUT, MOJIOKUTENBHBINA TECT Ha aHTHHYKIICAPHBIC aHTUTENA (ANA), yBeIM4eHHE CKOPOCTH OCe-
naus spurponutos (COD), s03uHOGMIMA M JNeHKoLUTo3. Tak Xke MOTyT BO3HHMKATD CBIIb, doTouys-
CTBUTENBHOCTH U APYTHE AEPMATOIOrMYECKUE POSBICHHS.

Hapywenusi co CmopoHblL CKelemHbLX Mblily U COEOUHUMENbHOU MKAHU
- YacThle: MBIIIEYHBIE CIIa3MbI* *;
- HeyacTsle: 00Jb B cycTaBax™®.

Hapywenus co cmopoHblL noYek u MO4e6bl6005uux nymeil
- HeyacThle: HapylleHne (yHKIHU OYeK, IoYeYHasi HEAO0CTaTOYHOCTh, IPOTEUHY DU,
- pEIKHeE: OJIUTYPHs, HHTEPCTHIHATBHEINA HEQPHT.

Hapywienus co cmoponbl penpoOyKmueHot CUucmeMbl U MONOYHOU Jicene3bl
- HeYacThle: UMIIOTEHIIHS,
- peaKue: THHEKOMAaCTHS.

Obwyue Hapyuenus U peakyuu 6 mecme 66e0eHUs
- OYEHBb YaCThIE: aCTEHUS,

- yacTele: 0OJb B TPYyIU, YCTAIOCTh;

- HeyacThIe: HEJOMOTaHUE, JINXOpaJiKa.

JlabopamopHvie noxazamenu

- yacThle: TUMEPKAIMEMHS, TIOBBIIIEHUE YPOBHS KPEaTHHUHA B CBIBOPOTKE KPOBH;
- HeyacThle: MTOBHIIIEHHE YPOBHS MOUEBUHBI B CHIBOPOTKE KPOBH, THIIOHATPHEMHUS,
- peIKye: TOBBIIIEH e AKTHBHOCTH IIEYEHOUHBIX» HepPMEHTOB H GuupyOuHa.

* [To60unble 3¢ heKTH HAGMIOAANKCH P IPUMEHEHUH JI03HPOBKH THAPOXJIOPTHA3H/A 12,5 Mr u 25 mMr
** UacToTa MBIIIEUHBIX CIIA3MOB B OCHOBHOM OTHOCHJIACh K [O3MPOBKE FHAPOXIOpTHasuna 12,5 Mr u
25 MT, B TO BpeMs KaK 4acTOTa BOSHUKHOBEHHS [AHHBIX SBICHUH PEAKOCTH, T. K OTHOCHTCS K H03HPOB-
Ke 6 MT

+ HeMeTaHOMHBIH paK KOXU: HA OCHOBAHUH MMEIOIINXCS TAHHBIX SMHIEMHOIOTHYECKUX HCCIIEI0BAHHH
GbITA BBISBJEHA KyMyJSTHBHAS J0303aBUCHMAs B3aMMOCBs3b MeXay ruapoxiopruasuioM u HMPK
(cm. pasmen 4.4 u 5.1).

B cilyyae BO3HHKHOBEHHS TSDKEJBIX 060UHBIX 3))EKTOB eueHne J0DKHO OBITh IIPEKPAIIEHO.

Coo611eHue 0 0103PEBAEMbIX HEXKEIATENbHbIX PEAKIHUIX
Ba)xHo co00IaTh O MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX MOCTIE PErHCTPAlMH JIEKapCTBEHHOIO
mpenapara ¢ Uefplo 00ecredeH s HeNPePbIBHOIO MOHMTOPUHTA COOTHOLIEHHUS IIOB3a-PUCK) JeKap-
CTBEHHOTO Tpenapata. [I[pockuM MeIUIMHCKUX pabOTHHKOB COOOMIATE O JIOOBIX MOJI03PEBAEMBIX HEXKE-
NaTeNbHBIX PEaKIUsIX JIEKapCTBEHHOTO IpenapaTa 4epes HallHOHATbHYI0 CUCTEMY COOOIIEHHsT O HEXe-
NATEeNBHBIX PEAKIHUSX 1 HEAOCTAaTKE 3 (PEKTHBHOCTH. R

4.9 Ilepeno3upoBKa ;
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He cymectByeT HHGOPMAIHH O JICYCHUH IEPEAO3HPOBKH ¢uxcupoBaHHOH KoMOHHALMEH dHATANpHIa U
PHApOXJIOpTHa3uaa. Tepamus ¢ duKcupoBaHHOH KoMOWHauMeld SHalanpuia W THAPOXJIOpTHAsnia
JOJDKHA GBITH TIPEKpalleHa, U MaldeHT J0JDKEH HaXOMUTBCS IO/ TINATEIbHBIM HabmoneHueM. [lepBeie
MepBI BKIIIOYAIOT MPOBOLMPOBAHKE PBOTHI W/WIM IPOMBIBAHUE XKENyIKa Uil HEMEIJIEHHOro yalCHUA
nperapata. JledeHHe ABJACTCS CUMITOMATHIECKAM H TMOJICPKUBAIOIIUM - U1l yCTpaHEHHs 00€3BOXKHU-
BAHMsl, HNEKTPOIUTHOTO AUcOaNaHca M THIIOTCH3UH CIIEIYET UCIIONb30BATh yCTAHOBICHHBIC npoueay-

PBL

DHajanpu/ja Majaear

HaunGosee XapakTepHBIMH CHMITOMaMH IEPENO3MPOBKH, O KOTOPBIX COOOIIAIOCh Ha CETOAHSIIHIN
JI€Hb, SBISETCS TUIOTEH3Ks, BOSHUKAIOIIAsA IPUMEPHO Y€PE3 IIECTh 1acoB NOC/IC MpUeEMa TabNeToK, OJI-
HOBPEMEHHO C GJIOKaZOo#l CHCTEMBI PEHHH-aHTHOTEH3UH U OLCTICHCHUCM. CUMITOMBI, CBSI3aHHBIE C TI€-
peno3upoBKoi HHruOuTOpoB AIID, MOryT BKIHOYATh IUPKyYJIATOPHEIH IIOK, JucOanaHc 31eKTPOIMTOB,
[OYEUHYI0 HEJOCTaTOYHOCTh, THIIEPBEHTAISLMIO, TAXUKAP/IUIO, yIaIICHHE cepaueOuenus, 6paxukap-
JIMIO, TOJIOBOKPYIKEHHE, GECIIOKOMCTBO U KalleNb. Y POBHH JHANANpPUIIaTa B CBIBOPOTKE KPOBH B 100 u
200 pa3 BeIme, 4eM OOBIYHO HAONIOAANHUCH TOCIE NMpUeMa TEPaneBTHICCKUX N103 300 mr u 440 mr
SHaJIAlpUiIa MajieaTa, COOTBETCTBEHHO.

PekoMeH/IyeMas Tepanus Iepefl03upPOBKY - BHYTPUBEHHAs HH(Y3Hs HOPMAIBHOTO CONIEBOTO pacTBOpa.
EcIIH BOHUKAET THIIOTEH3Hs, TAMEHT AOJDKEH OBITh TIOMEIIeH B IIPOTHBOIIOKOBOE TONOXeHHe. Ecu
BO3MOIKHO, MOXHO TaK)Ke PacCMOTPETH JiedeHHe MHGby3uel anrnorensuHa II u / WIH BHYTPUBEHHBIX
KaTeXoJaMHHOB. ECIIM TpHeM MpenapaTa MPOHM3OMIEN HEAABHO, HYXHO NPEANPHHSATH MEpBI, HAllpas-
NeHHBIe HA YCTPAaHEHUe SHANANPHIA Mareara (HalpuMep, pBOTa, MPOMBIBAHHE JKEIy/Ka, BBE/CHHC ab-
copbeHTOB U Cynbhar HaTpus). DHATANPUIIAT, AKTHUBHBIA MeTaOOJUT YHANANPHIA, MOXET OBITh yAAICH
reMoauamu3oM (cM. paszien 4.4). TlpuMeHeHHE 3IEKTPOKApAHOCTUMYIATOPA MOKA3aHO Al TEpaltiit pe-
3uCTeHTHO Gpamukapauy. JKU3HEHHO BaXKHbIE PU3HAKH, KOHIICHTPAIAS SJIEKTPOITHTOB B CHIBOPOTKE H
KOHIIEHTpALKsi KpeaTHHUHA, TOJDKHBI IIOCTOSHHO KOHTPOIMPOBATHCS.

I'uapoxJjiopTHasua

HauGosnee 4acTo BCTpEdaArOIIMECS IPU3HAKH M CHMIITOMEI TepeIO3MPOBKH CBS3aHBI CO CHHXKCHHEM
YPOBHS 3JIEKTPOJIUTOB: THIOKAIMEMHS, THIOXIOPEMHUS], THIIOHATPHEMHUA 1 06e3B0oXKMBaHUE (CIEACTBUE
M30BITOYHOrO HUype3a). B cydae ecii OJHOBPEMEHHO OBUT Ha3HA4YEH MUTHTAIHC, TO THIIOKATHEMHA
MOJKET PUBECTH K 0OOCTPEHUIO CEPAECYHOH aPUTMHUH.

5. ®APMAKOJIOTMYECKHE CBOHCTBA
5.1 ®apMakoAHHAMHYECKHE CBOHCTBA

®apmaKoTepaneBTHIeCKas Tpynna: BemecTsa, ACHCTBYIOIME HA PEHUH-HTHOTCH3UHOBYIO CHCTEMY.
WuruGutopst AII® B koMGHHAIMH ¢ THypeTHKaMH. Koz ATX: [C09BAO2].

MexaHu3M JEHCTBUS

Suananpun asisercs uHruduTopoM AIID. B opranusme oH OBICTPO METAOOIU3UPYETCA B SHANAMPHIIAT,
KOTOPBIi sBIseTCs CHIbHBIM HHruouTopoM ATI®. OcHOBHBIE s dexrsr unrubuposanns AIID: cHike-
HUe KOHI[EHTpAlMy aHrHoTeH3nHa I U albloCTepOHA B LUPKY/IUPYIOMEH KPOBH, UHTHOMpPOBAHHUE aAK-
TMBHOCTH TKAaHEBOT'O aHrHoTeH3uHa I, yBenudeHne BEICBOOOXKICHUS PEHHHA, CTUMY JISLHS Ba30ACTpec-
COPHOM KATUKPEUH-KAHUHOBOU CHCTEMBbI, MIONABICHHE CHMIIATHYECKON HEPBHOW CHCTEMBI, yBEIUYe-
HUe BBICBOOOKICHHMS IPOCTArTIAHIMHOB U PETAKCHPYIOIIETo (HhakTopa U3 IHAOTEIHS COCY/I0B.

i fesi =5
o QoS TR (L

dapmakoauHamuyeckue 3O GeKTh ‘ 5
DHaNanpui TaKKe OIOKHPYeT pacraj OpaJuKUHAHA - aKTHBHOTO COCYIOpACIIKPSIOIIETO nertaga. On-
HAKO POJIb 3TOTO SBIIEHUS B TEPANEBTUYECKOM NCHCTBUM NpeapaTa noy:fé scHa. B jr(g‘@péﬁﬂ}ﬁax Me-
XaHH3MOM, TIOCPEACTBOM KOTOPOTO SHATATIPHII CHIDKAET KPOBSHOE JIABJCHHE, CUMTATCA, TIaBHBIM 00-
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pasoM, CyIpeccHs DEHHH-aHTHOTEH3UH-a/IbIOCTEPOHOBOH CHCTEMBI, KOTOpas UrpacT BAXHYIO pOJb B
pEryJISIUH KPOBSHOTO JIaBJIEHUs, SHATAIPHII OKA3bIBACT aHTHTHIICPTCHIUBHOS JIEMCTBHE TAKXKE U y Ia-
IUEHTOB C HU3KUM COIEPIKaHUEM PEHHHA.
[TukoBbIil 3G(EKT OT SHANATIPUIIA HAOIFOAETCS YEpe3 6 — 8 uacoB mocJje npuema. JleicTBre npenapara
coxpaHseTcs 10 24 4acoB, 4TO T03BOJIAET IPUHUMATE €0 OJMH — /1Ba pa3a B CyTKH.
TUAPOXIOPTHA3K - [MYPETHIECKOE M AHTUTMIEPTEH3UBHOE CPEACTBO, KOTOPOE YBEIMIMBACT AKTHB-
HOCTb PEHWHA IUIa3MbI KPOBH. XOTs SHANANPHII CaM II0 cebe ABIIAETCS aHTUTHIICPTCH3UBHBIM Iperiapa-
ToM Iace I GONBHBIX C apTepHabHOM THMepTeH3HeH, MEIoIKUX HU3KHH yPOBEHb PCHHHA, COMYT-
CTByIOIIEE TPMMEHEHHE THAPOXJIOPTHA3K/A Y TAKUX MALMEHTOB IPUBOJUT K €IIe OoNBIIEMY CHUKEHHIO
apTEepUaTIbHOTO NABJIEHHS.
[oaTOMy OZHOBPEMEHHOE HCIIONB30BaHHe MHIHOHTOpa AII® M rHApOXIOpTHASHAA 1enecoodpasHo B
Tex CIIydasx, KOr/Ja NPHUMEHEHHE KaKIOTO U3 9TUX JIEKapPCTBEHHBIX MIPENapaToB M0 OTACTBHOCTH HEXO-
cratodHo 3¢bdexTuHo. COBMECTHOE HA3HAYEHHE ITHX MpPENapaToB JAENAeT BO3MOXHBEIM JOCTIKEHHE
JIyHIIero TepameBTHdeckoro sddexra mpu Gosee HU3KUX [03aX SHANANPUIA W THAPOXTIOPTHA3NNA, a
TaK)Ke CHHYKAeT MOOOYHBIE IEHCTBHUS.
AHTHTHIIEpTEH3HBHEIH 3(GeKT NaHHOH KOMOMHALMH OOBIMHO MPOIOJDKAETCS O 24 4acoB, MO3TOMY
JOCTATOYHO IIPUHUMATH IIperapaT OUH — 1Ba pa3a B CyTKH.

D

Knuaugeckast 50 GeKTHBHOCTD U 6€30MacHOCTh

JIBa KpyNHBIX PaHIOMH3HMPOBAHHBIX KOHTPOIMPYEMBIX HCCIIEOBAHUA (ONTARGET (Tenmucapran
MoHOpopMa u B KOMOHMHanuu ¢ Pamunpuiom, ro0aIbHOE MCCIEIO0BAHME KOHEUHBIX TOYeK) U VA
NEPHRON-D (Mccnenosanue HepomaTuu Tpd auabere, MPOBOAMMOE JENapTaMeHTOM CHIA mo
JlelaM BETEPAHOB) M3yUHJIH HCIIONB30BAaHUE HUHIHOMTOPOB ATI® B xombunHanuu ¢ OlOKaTOpamu
pelenTopoB aHruoTeH3una II.

Uccnenosanne ONTARGET 6bUto IPOBEJEHO € YyYacTHEM MAlMEHTOB, CTPAAAOMHMX CEPACHHO-
COCYIUCTBIME 3a00JIeBAHISIMH U 3a00/I€BAHIAMH COCY/IOB IOJIOBHOTO MO3Tra, HIIH CaXapHbIM nrabeTom
[l Tuma, COMPOBOXKAABLIUXCS IIPU3HAKAMH IIOBPEXICHUS OpPraHoB - mumereii. VA NEPHRON-D
yccyeoBaHie ObUIO MPOBEJEHO C yYaCTHEM MAlKHEHTOB, CTPANaroMUX CaXapHbIM IrabeToM 2 TUIa U
nuabeTruyecKoil He(hpomaTHe.

ITo CpaBHEHHIO C MOHOTEPAIIHEH 3TH UCCIEA0BAHHS HE TOKA3IH 3HAYAMOTO [OMOKHUTEILHOTO BIHAHHA
Ha (QYHKIHH TIOYeK H/WIM UCXOJ CEpIeYHO-COCYAUCTHIX 3a00NI€BaHUM M CMEPTHOCTB, B TO BPEMS KaK
HaOTI0AVICS TOBBIIIEHHbIH PUCK THIIEPKATHEMUHM, OCTPO! [I0YEHUHON HEIOCTATOYHOCTH ¥/WJTH TUTIOTEH-
3. B CBS3W ¢ AHAJIOTMYHBIMHM (hapMaKOAWHAMHYECKMMM CBOMCTBaMM 3TH PpE3yIbTAThl HMEIOT
oTHOmmeHue U K Apyrum HATID u 6oxkaTopam pelenTopoB aHIHOTCH3MHA IL.

[Tostomy uWAII® u 6noKaropbl pEeLENTOPOB aHTHOTCH3UHA II He mHOMKHBI OJHOBPEMEHHO
JCIIONB30BAThCS y GONMBHBIX JUa0eTHIecKol HepponaTueil.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
HCCeNOBAHUE OBUIO MpPEIHA3HAYEHO [Uis BBLIBICHHA MPEMMYIIECTB [00ABICHHA aTMCKMPEHA K
cragnaptHoit Teparmuu HAII® mmu Kk OiokaTropaM pENENTOPOB AHIMOTCH3MHA Il y maumeHToB C
caxapusM jquaberom Il THIA, XPOHHYECKOH MOYEYHOH HEIOCTATOYHOCTHIO, CEPACIHO-COCYAUCTHIMA
3a6oneBaHUAMH. VcciaemoBaHHE OBLIO IPEKpallleHO JOCPOYHO W3-32 IOBBIICHHOIO  pHCKa
HeGNAaroNpUATHBEIX HKCXONOB. VIHCYNBT H CMEPTHOCTH OT CEPACYHO-COCYIUCTRIX 3aboneBaHun
Ha6IIFOATUCh Yallle B TPyIIe NalUeHTOB, IPHHIMABIIUX aTHCKUPEH, YEM B IPYIINE mane6o. Taxke B
rpynme, NPUHUMABIIEH ATHCKUPEH dalle HAOMOAINCh HEXENATeNbHbIC PeaKInH (rumepKayeMHs,
THUIIOTEH3Us, TI0YeYHast TUCHYHKIIMS).

HemenaHOMHBIH pak KOXu. Ha 0OCHOBaHMH MMEIOIIMXCS TAHHBIX JMUAEMHOIOrHICCKUX HCCIIeI0BaHUH,
HabroaeTcss KyMyJISITHBHAS J0303aBUCHMAsl CBA3b MEXIY THAPOXJIOPTHASHIOM H HMPK. Ognuo uc-
CcleOBaHHe BKIFOYATIO TIOMYJISIMIO, cocTosIIyo u3 71 533 ciy4yaeB 0a3aIbHOKIETOYHON KapLIUHOMBI U
8 629 ciryuaeB IIOCKOKIETOYHOTO PaKa, COOTBETCTBYIOMIKX 1 430 833 u 172 462 KOHTPOJIBHBIM TpyII-
[TaM HAaceJIeHUs, COOTBETCTBEHHO. VICIIOIb30BaHKe BBICOKUX /103 THAPOXJIOPTHA3HAA (KyMyTATHBHO >50
000 mr) 60 cBA3aHO €O cKoppekTHpoBaHHbBM OR B 1,29 (95% CI: 1,23-1,35) nns 6a3an%x9 STOY-

Hoit kapruHoMe! 1 3,98 (95% CI: 3,68-4,31) i MIOCKOKIETOYHOr0 paka. Yerkas B3ayh ?:Bﬂg <fl03a-
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OTBET HAOMIONANTACH KaK Ul 0a3aJbHOKIETOYHOHW KapUHHOMBI, TaK M JUId IUIOCKOKJICTOYHOTO paKa.
Jlpyroe uccieoBaHHe IOKa3a/lo BO3MOXHYIO CBS3b MEX/y pakoM ry6s1 (SCC) u Bo3nelicteuem HCTZ:
633 ciyuast paka ry6bl 66UTH corocTapienbl ¢ 63 067 KOHTPONBHBIMA IPYNIAMH HACETICHUS, UCTIOB3Y3
CTpAaTeruio BBHIOOPKH C YYETOM PHCKa. 3aBHCHMOCTH KyMyJATHBHAS 1033-OTBET OblIa MPOLEMOHCTPH-
poBaHa co ckoppekTupoBanHbM 3HadenneM OR 2,1 (95% CIL: 1,7-2,6), ysenuuuBatorumes 10 OR 3,9
(3,0-4,9) 111 BBICOKO# KyMysTHBHOM 10361 (~ 25 000 Mr) 1 OR 7,7 (5,7-10,5) nmnst camO¥# BEICOKOH Ky-
My naTHBHO#M 10361 (~ 100 000 mr) (cM. TaKoke pasaen 4.4).

5.2 ®apMaKOKHHETHYeCKHE CBOMCTBA

JHAJANPUII

AbGcopbuus
DHasnanpui 6sICTPO abcopOUpyeTes U3 XKeJyA0YHO-KHINSYHOro TPaKTa; MakCUMallbHash KOHLICHTpalHs

B CBIBOPOTKE KPOBH JIOCTHTAETCS B TEYCHHE OJIHOTO Yaca; uepes 4 1aca KOHLECHTPalHs OBICTPO Majaer.
O6BeM BCACBIBAHMS COCTaBJIAET 0Koo 60 %, IIpH 5TOM MpPHEM IHINHK BIUSHHUSA Ha aGCOpOLMIO HE OKa-
3pIBAET. DHANANPHI METaGOTH3UPYETCS 10 aKTHBHOTO MeTaboNUTa SHANANpHIIaTa B redeHH. [Tk Kou-
EHTPALHH SHANATIPUIIATA B CHIBOPOTKE KPOBH HaOMIOaeTcs Yepes 3 - 4 yaca Iocie npuema dHamanpH-
J1a BHYTPb. Y MAlMEHTOB C HOPMATbHON (yHKIHMEH MOYeK PaBHOBECHAS KOHLICHTPALMS SHaNApUIaTa B
CBIBOPOTKE KPOBH JOCTHTAETCsl YEPE3 YEThIPE AHs NOCIE Havasa JICICHHS.

Pacrnipenienenue

DHaNanpUIaT IpOHUKAeT B OONBIIMHCTBO TKAHEH OpraHu3Ma, Momajas B OCHOBHOM B JICTKHE, OUKH H
KPOBEHOCHBIE COCY/Ibl; TEM HE MEHee, HET J0Ka3aTeNbCTB TOr0, YTO MPU MPUMEHECHUH B TEPaNeBTHe-
CKHX 7103aX TIpernapar rnomazaaet B Mo3r. [lepruon moypacnpeiesieHus COCTaBISIET 4 yaca.

Ot 50 % 1m0 60 % IpemapaTa CBA3BIBAETCS C OENKAMH T1a3Mbl KPOBU. DHANAMPHII ¥ SHANANPUIIAT 1po-
HHUKAIOT Yepe3 MIIaleHTapHBIH 6apbep U BBIICTIAIOTCS C TPYIHBIM MOJIOKOM.

buoTtpancdopmanus
3a MCKIIFOYECHHEM TPeoOpa3oBaHus B SHATANPHIIAT HE UMEETCS NOKA3aTeNbCTB MHOTO CYIICCTBEHHOIO
Iy TH MeTaboJIH3Ma SHANIApHIIA.

BriBeneHue
DHaNanpuiaT BBIIENAETCS B OCHOBHOM ITOYKaMH. OCHOBHBIMH KOMIIOHEHTAMH B MOYE SBJIAIOTCS

sHaanpuiat (0koso 40 % 103bI) X HEM3MEHEHHBIN SHANANPHAIL. DKCKPEIUs IIPOUCXOUT Iy TEM KOoMOH-
HALMH KIy6ouykoBol (uibTpauu U TyOynapHOH cexpeuuu. [louedHBId KIMPEHC SHAnAnpuia
sHananpunara coctasisitor 0,005 mn/cex (18 n/4ac) u 0,00225 — 0,00264 mn/cex (8,1 — 9,5 n/gac), co-
OTBETCTBEHHO. DKCKpElLlHsl MPOMCXOAMT B HECKONBKO 3TamoB. [[IUTENbHBI IIEPHOJ TOJyBbIBEACHUS
yKa3bIBaeT HA CUIIBHYIO CBSA3b MEX/Iy SHAJAMPHIATOM M CBIBOPOTOYHBIM ATI®. Ilpyu Ha3HAYEHUH MHO-
FOKPATHBIX JI03 SHATANPKIIA MajeaTa 3 QEeKTUBHBIA [EPUOL TOITYBEIBEICHUS H3 CBIBOPOTKA KPOBH CO-
crasnser 11 gacos. ITepro/ Moy BbIBEICHHS SHANANIPUIATa COCTABIIAET 35 4acoB.

DHaampUIaT MOXKET OBITh yAAleH U3 KPOBOTOKA FeMOJHAIM30M HIIH IIEPUTOHEATBHBIM THATH3OM. I'e-
MOIMATHM3HBIA KIHpeHe sHananpriata cocrasmser 0,63 — 1,03 mn/cex (38 - 62 MiI/MUH); KOHIEHTPALKs
JHaJIaNpHjaTa B CHIBOPOTKE KPOBU MOCIIE 4-X YaCOBOTO reMOIMaNK3a yMEHBIIACTCS Ha 45% - 57%.

I'aapoxnopTHasua

AGcopbuns
[MApOXIOpTHA3H/L BCACHIBAETCS TTIABHBIM 06pa3oM B IBEHALATUNIEPCTHON KMIIKE U B IPOKCAMAIILHOM

oTxene TonKoi kumku. CTeneHb BcackiBaHHs cocTaBiseT 70% U yBEIMYHBACTCA HA 10% npy ﬁgneme v

nuiei. Y poBeHb MaKCUMaJIbHOM CBIBOPOTOYHOM KOHIEHTPAIUU AOCTUIaeTCs B TCICHUE 1,5- i@é&'cos.
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O6BbeM pachpeIeNeHus COCTaBIseT OKOJO 3 JI/KT. Casi3pIBaHME ¢ OeNKaMM IUTa3Mbl COCTAaBISAET OKOJIO
40%. TpenapaT HAKAIUIMBAETCA B SPUTPOLIATAX, MEXAHU3M aKKyMYIIAIMHE HEM3BECTCH. l'uppoxnoprya-
3u1 5 GEKTHBHO TTPOHUKAET Yepe3 IIIAleHTApHbIA Gaphep 1 HAKAITHBACTCS B AMHHOTHYECKOH JKHIIKO-
ctd. YPOBEHb THAPOXJIOPTHA3K/IA B HKEHCKOM IPYTHOM MOJIOKE OHCHb HH30K.

BuoTtpaucdopManus
TuapoxiopTHasul He MeTaboIu3upyeTes, Gomee ueM 95% B HEM3MEHEHHOM BHJIE BEIBOJUTCS C MOUOH.

BriBeieHHE
DKCKpeLys TPOUCXOIUT B pe3yIbTaTe TyOyJIsipHO# cekpenuu. I109eyHbIi KIMPeHC THAPOXIOpTHA3KAa

y 370POBBIX JIIO/EH M OOJNBHBIX apTepPHATbHOM THIIEpPTEH3HEH COCTABISAET IPUOIU3UTEIBHO 5,58 MJ1/CeK
(335 mn/mun). DnuMuHALES SBsSeTcs ABYX(asHOH. IlepHon MOMyBbIBENCHUS U3 IIA3MBI KPOBH CO-
CTaBJISIET OKOJIO 2,5 4, a IEPUOJ [10JTy BEIBEICHUS U3 Opranusma - oT 5,6 no 14,8 gacos.

JlakTauus

[Mocre OQHOKPATHOM 036l mpenapara 20 My JKEHIIUH [0C/e POAOB, MPUHATOH BHYTPb, CPEAHS IH-
KOBas KOHIIEHTPAIHS JHANANpPHIA B TPYAHOM MOJIOKE Yepe3 4 - 6 4acoB MOCJIE MPHEMa COCTaBHIIA L7
MKr/n (B quarnasose ot 0,54 mo 5,9 MKT/JT), SHanpuiata - 1,7 MKr/i (B [uanasoHe oT 1,2 mo 2,3 mMxr/n);
[[pH 5TOM HHKM OTMEYAIHUCH B Pa3HOE BpeMs B TeUCHHE 24 4acoB. Ha ocHOBaHHMH JaHHBIX O MUKOBBIX
KOHLIEHTPAIMAX B MOJIOKE, OXHIa€MO€ MaKCUMAbHOE MOCTYIUIEHAE JUIi pebeHKa, HaXoAAIIErocs
TONBKO Ha TPyIHOM BCKapMiuBaHuH, cocTaBiseT 0,16 % MaTepHHCKOH 03Bl € IOMpaBKoit Ha Bec. Y
JKEHILUHBI, KOTOpask MPHHAMAIIA SHAIIAIPUI B €XEHEBHOH f03¢ 10 Mr mepopanbHO B TEUCHHE 11 mecs-
[eB, MUKOBAsl KOHIEHTPAIUs SHATANpPUIIA B TPYTHOM MOJIOKE COCTABIILUIA 2 MKTI/11 yepe3 4 daca 1ocie
npueMa TIperiapara, a MHKOBbIH ypOBEeHb KOHLEHTPAllUK SHaNalpuiara - 0,75 MKr/1 mpuMepHO 4epes 9
yacoB mociie npuema. OOIpe cpeHHe KOHIEHTPALNHT SHATANPUIIA U SHATIANpUIIaTa, H3MEPCHHBIE B MO-
JToKe 3a 24 4acoBOW mepuoj, cocTaBwd 1,44 Mmkr/n 1 0,63 MKI/1, COOTBETCTBEHHO. TaKXke MMOKa3aHo,
4TO y OJHOI U3 KOPMSILKX MaTepe# ypoBeHb SHAJAIpHIaTa B IPYIHOM MOJIOKE HE ONPEaCTIAICs (OB <
0,2 MKr/iT) yepe3 4 "aca mocyie OJHOKPATHOTO MPAEMa 5 MT SHAJIANIPHIIA, @ TAKXKE HE OMPENEIIAIICS MoCIe
npuema 10 Mr SHAJIATpUIA y ABYX APYTHX KOPMSIIUX JKEHIIUH.

OJHOBpEMEHHOE NPMMEHEHHEe JHaNanpuia W TMAPOXJIOpPTHA3HIa HE BIMACT Ha OMOIOCTYIHOCTb H
(apMaKOKHHETHKY MIPENAapaToB MO-0TACIBHOCTH.

5.3 JlaHHble TOKJIHHHYECKOH 0€30MacHOCTH

S deKTH B HEKTHMHAYECKHX MCCIENOBAHUIX HAOMONAMUCE TOJBKO MPH SKCIO3UIHSAX, KOTOPBIC CUHTA-
JTUCH JIOCTATOYHO MPEBHINANIAME MAKCHMAIBHOE BO3JACHCTBHE HA YENOBEKA, YTO MAI0 3HATUMO JUIA
KJIMHHYECKOTO IPUMEHEHHUS.

TOKCHKOIOTMYECKHE UCCAEIOBAaHUS Y MBIIIEH U KpbIC TMOKa3anu 0ojiee HU3KYIO OCTPYIO TOKCHYHOCTH
KOMOMHAIMY SHATANPHIA ¥ THAPOXIOPTHA3UAA [0 CPABHEHHIO C SHANANpHia ManeaToM. SHaueHHs
LDso npu mepopanbHOM MPUMEHEHHH KOMOMHAIMY NPEBBILIAOT 5 I/KT y MBIIIEH U KpbIC. JITHTENbHOE
BBe/IEHAE YKA3aHHOM KOMOMHALMH BBI3BIBAIIO H3MEHEHHS (YHKIMHA NIOYEK ¥ MOP(OIOTHIECKOE MOBpe-
KIIEHHE JKeJTy JOUHO-KUIIIEYHOT 0 TPaKTa.

ViccrnenoBaHMs PENpPOLYKTHBHON TOKCHYHOCTH Yy Ja0OPaTOPHBIX KHBOTHEIX IPOAEMOHCTPHPOBAIH de-
TOTOKCHYECKHe SB(EKTH IHANANPHIIA ManeaTa ¥ THAPOXIOPTHA3K/A, BBOAMMEIX THOO OTACNBHO, 6o
B KOMOMHALIUH.

MyTareHHOCTh KOMOMHALIMH YHATANpPHIA U THAPOXIOPTHA3H/IA HE YCTAaHOBIICHA.
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Tanek
Marnus creapar
6.2 HecoBMecTHMOCTH
He npumeHUMO
6.3 Cpok rogHocTH
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6.4 Ocobbie Mepbl MPEJOCTOPOXKHOCTH NMPH XPAHECHHH

XpaHUTb B OPUTHHAIBHOR YIIAKOBKE C LEIBIO 3AIIUTEI OT BIIArH.
He TpeGyeTcst 0COOBIX TeMIepaTy pHBIX yCJIOBHM XpaHEHHUSI.

6.5 XapakTep U coaep:KaHHe NEPBHIHOH YIAKOBKH

10 tabnetox B 6rucrepe (OITA/AVTIBX mieHka ¥ allOMHHHEBAA domnera). 2, 3 um 6 OGIUCTEPOB C
JTHCTKOM-BKJIAJBIIIEM B KADTOHHOH MavKe.

6.6 OcoGble MepbI MPEA0CTOPOKHOCTH NPH YHHUTOKECHIH HCII0JIHb30BAHHOTO JIEKAPCTBEHHOI0
IpenapaTa WM OTXO/I0B, MOJY4eHHBIX M0C/Ie MPUMEHEHHS JeKapCTBEHHOI0 Mpenapara Wi pa-
00TBI ¢ HUM.

Het 0co0ObIX TpeOOBaHMH K yTHUIH3AIIHH.

Bech OCTABINMHACS JTeKapCTBEHHbIH IIpenapar | OTXObI CIIEAYET YHHUTOXHUTD B yCTAHOBJIEHHOM MOPS/-
Ke.

6.7. YcaoBus 0OTIycKa

[To peuenty Bpava

7. JEPXKATEJIb PETMCTPALIMOHHOTI'O YIOCTOBEPEHUS

KPKA n.x., HoBo mecto, I1ImMappenika necra 6, 8501 Hoso mecto, CrioBeHUS
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