OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA
Ko-/lanbueBa, 5 mr + 0,625 mr + 2 mr, TableTKu
Ko-/lanbueBa, 5 mr + 1,25 Mr + 4 mr, TableTku
Ko-/lanbueBa, 5 mr + 2,5 mr + 8 mr, TabiaeTKu
Ko-IanbueBa, 10 mr + 1,25 Mr + 4 mr, TabJIeTKH

Ko-/lanbueBa, 10 mr + 2,5 Mr + 8 mr, TabieTku

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
JlelicTByromue BeecTsa: aMJIOAUIINH + WHIAIaMU] + IEPUHIONIPUIL.

Ko-JlansHeBa, 5 mr + 0.625 Mr + 2 Mr, Ta0JIETKH

Kaxnmas Ttabmerka coxepxut 6,935 Mr amnomunuHa Oe3uiata (aMmjoaunuHa Oecuiar)
(3xBuBasieHTHO 5 Mr amioaunuua); 0,625 Mr wnmanamupa;, 10,206 Mr mepuHIONpHIIA
spObymuHa B, cyOCTaHIMU-TPpaHyJIIbl, YTO COOTBETCTBYET 2 MT IEPUHAONPUIA IpOYMHUHA.
BcrnomorarenbHbie BEIIECTBa, HAJTHMYME KOTOPBIX HAJIO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npemnapara: KapOOKCHMETHIKpaxMall HaTpHst, HaTpus ruapokapoonar (cm. pasuen 4.4.).

Ko-JanxpueBa, 5 mr + 1,25 mr + 4 mr, TabineTkn

Kaxnas Tabnetka coxepxkutr 6,935 mr amnomunuua Oe3wnara (amjiogunuHa OEcHIIaT)
(>kBuBazieHTHO 5 Mr ammoammnuba);, 1,25 mr wunmanamuaa; 20,412 Mr  mepuHIONpHIIA
spbymuHa B, cyOCTaHIIMU-TPaHYJIbI, YTO COOTBETCTBYET 4 MT MEPUHAONPUIIA IpOYMUHA.
BcmoMoratenbHBIE BEIIeCTBa, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: KapOOKCUMETHIIKpaxMall HaTpusi, HaTpusl TuapokapOoHaT (cM. pasznaen 4.4.).

Ko-JlansHeBa, 5 mr + 2.5 Mr + 8 mr, TabiieTku

Kaxnas Ttabnetka comepxkutr 6,935 mr amnogunuua Oe3wnara (ammmogunuHa Oecuiar)
(3xBUBaNIeHTHO 5 Mr amyonunuHa); 2,5 mr uaganamuaa; 40,824 mr nepungonpuia s3poymuna B,
CcyOCTaHIIMU-TPAHYJIbI, YTO COOTBETCTBYET § MI' IEPUHONPHUIIA SpOyMHUHA.

BcnomoratenbHble BelecTBa, HAJMYME KOTOPBIX HA/J0 YUYHUTHIBATh B COCTaBE JICKAPCTBEHHOI'O
npenapara: KapOOKCUMETHIIKpaxMall HaTpHsl, HaTpHsl TuApokapooHar (cM. pasnen 4.4.).

Ko-Jlansuesa, 10 mr + 1,25 Mr + 4 mr, TabieTku

Kaxnas Tabnetka coxepxkutr 13,87 Mr amiomumnuHa Oe3winara (aMjIoguniHa OECHIIaT)
(exBuBazienTHO 10 Mr ammomununa); 1,25 Mr wHmanamuna, 20,412 Mr mepuHIONpHIIA
spOymuHa B, cyOcTaHIIMU-TpaHyJIbl, YTO COOTBETCTBYET 4 MT MEepPUHAONpPUIIA SpOyMUHA.

BcromoraTenbHBIE BelecTBa, HAJTHMYHE KOTOPBIX HAJ0 YYHUTHIBATh B COCTAaBE JICKAPCTBCHHOTO

npenapara: KapOOKCUMETHIIKpaxMall HaTpusi, HaTpusl TuapokapOoHaT (cm. pazaen 4.4.).



Ko-JlampueBa, 10 mr + 2.5 Mr + 8 mr, TabJIeTKH

Kaxnas Tabnerka coxepxkut 13,87 Mr amiogunuua Oe3wnata (aMmylonMnUHA Oecwiiar)
(oxBuBanentHo 10 Mr amnomunuuHa), 2,5wmr wuHmanamuga; 40,824 mr nmepunmonpuia
apOymuHa B, cyOcTaHIIMU-TpaHyIIbl, YTO COOTBETCTBYET 8 MI' IEPHHIOIPHIIA SpOyMHHA.
BcnoMorarenbHbie BElIECTBa, HAJTHMYME KOTOPBIX HAJIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
nperapara: KapOOKCUMETHIIKpaxMall HaTpusi, HaTpus THApoKapOoHat (cm. paszaen 4.4.).

[TonHbIi epeyeHb BCIIOMOTaTENIbHBIX BEIIECTB MTPUBE/IEH B pa3zaeie 6.1.

3. JEKAPCTBEHHAA ®OPMA
Ta0meTku.

Ko-JlanpueBa, 5 mr + 0,625 Mr + 2 Mr

OBasibHbIC, ABOSIKOBBIMTYKJIbIE TAOIETKHU O€I0ro WM MOYTH OeNoro IBeTa, ¢ PUCKON Ha OIHOMI
CTOpOHE.

Jluaus pasznoma (pucka) TpenHa3HAaYeHa JIMIIL IS pa3jiaMblBaHUS C IEIbI0 OOJIerdeHus
mporjaTtbiIBaHusd, a HC IJISA pa3ACICHUA HAa PpaBHBIC 103bI.

Ko-JanpueBa, 5 mr + 1.25 mr +4 mr

Kpyriibie, ciierka JBOSIKOBBITYKJIbIE TA0JIETKH OEIOT0 HITH ITOYTH OeJIOoro 1BeTa, ¢ acKoi ¢ IByX
CTOPOH.

Ko-JanpHeBa, 5 Mr + 2.5 mr + 8 Mr

Kpyrible, NBOSIKOBBITYKIIbIE TAaOJETKH OENOro WM MouYTH Oenoro mBera, ¢ (ackoil ¢ ABYX
CTOpPOH.

Ko-HanpueBa, 10 mr + 1.25 Mr +4 mr

OBasibHBIE, JBOSKOBBITYKIIbIE TAOJIETKU OEJIOT0 WIJIM MOYTH Oeloro I[BeTa, ¢ pUCKOW Ha OJIHOM
CTOpOHE.

Jluaus pasznoma (pucka) TMpelHa3HayeHa JUINb I pa3jaMblBaHUSA C LETbI0 OOJerdyeHus
MporJIaThIBaHUS, a HE JIJIS pa3/Ie/ICHHs] Ha paBHBIE JO3BI.

Ko-HanpHeBa, 10 mr + 2.5 mr + 8 mr

Kpyrible, NBOSKOBBIMYKIIbIE TaONETKH OENIOro WM IMOYTH Oenoro mBera, ¢ (ackol ¢ ABYX
CTOPOH U PUCKOM HA OJJTHOM CTOPOHE.
Jluaus pasznoma (pucka) mpenHa3HayeHa JIMIIb JJI1 pa3jaMblBaHUS C LEJIbI0 00JieryeHus

porijaTbIBaHUsA, a HE JJIA pa3ACIICHNA Ha PaBHBIC 103bI.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxka3aHusl K IPUMEHEHHIO

[Tpenapar Ko-/lanpHeBa mpuMeHsIETCS AJIsl JIEYEHUs B3POCIbIX MAlMEHTOB. B KaduecTBe Tepanuu



y MalMEeHTOB C apTEePUATIHLHON THINEPTEH3UEH NMPU CHIDKCHUH apTepralibHOro aaBieHus (AJl) Ha

(1)OHC npueMa aMmJIOAUIIMHA, HHAAllaMuJla 1 ICPUHAOIIPHUIIA B TCX KC 103aX.

4.2. Pexxum 103MpOBaHMs U C1IOCO0 NPUMEHEHUs!

PexxuM o3upoBaHus

PexomennoBanHas j103a — 1 TabneTka ouH pa3 B CyTKH.

Jo3a mpenapara Ko-J/lanpHeBa moa0uWpaeTcs MOCie paHee MPOBEIACHHOTO THUTPOBAHUS J103
OT/IENIbHBIX AKTUBHBIX KOMIIOHEHTOB Ipernapara.

MakcumanbHasi cyTouHas no3a mnpernapata Ko-/lanpaeBa: 1 TtabGnerka B go3upoBke 10 mr
aMJIoAuIUHA + 2,5 Mr UHIanamMua + 8 Mr rnepuHI0NpuUIIa.

Oco0Bble IPVIIILI TAIUEHTOB

Hayuenmoi ¢ napywenuem gyukyuu novek (cm. pazoenvt 4.3., 4.4. u 5.2.)

[Tpenapat Ko-/lasibHEBa IPOTHBOIIOKA3aH MAIUEHTaM C TSDKEJIBIM HapylmieHHeM (DYHKIMH ITOYeK
(xmupenc kpeatunnHa (KK) menee 30 mu/mun) (cm. paszaen 4.3.).

[Taruentam ¢ ymepenuniM Hapymienuem Qyskiuu nodek (KK 30-60 mn/mun) mpenapar Ko-
JlanmpHeBa MPOTHBOIIOKAa3aH B JO3MpPOBKax Smr+2,5mr+8mr u 10 mr+2,5mr + 8 mr (cm.
pasznmen 4.3.).

PexoMeHyeTcsi HaYMHATh TePaIuio ¢ moA0opa 103 MOHOKOMIIOHEHTOB.

[TocTosiHHOE MEOUIIMHCKOE HAOJIOJICHUE JOJDKHO BKIIIOYATh B CE0Sl PEryJsIpHBIA KOHTPOIb
KOHIICHTPALUU KPEaTHHHUHA U COJICPYKAHMS KaJIHsl B TUIa3Me KPOBH.

OnHOBpeMEHHOE MPUMEHEHHE C AMCKUPEHOM IPOTHMBOMNOKA3aHO y MAllMEHTOB C YMEPEHHBIM
WIM TSOKENBIM HapyHIeHUsMH (YHKIUU MOYeK (CKOpOocTh KiyboukoBoi ¢uubTpauun (CKO)
< 60 Mr/Mun/1,73 M2 TTOIAAH TIOBEPXHOCTH Tena) (cM. paszen 4.3.).

Iayuenmul ¢ Hapywenuem @ynxyuu nevenu (cm. pasoenvt 4.3., 4.4. u 5.2.)
[TaruenTam ¢ TsDKedAbIM — HapylieHueM  QyHkouu nedeHu npemapatr  Ko-ZlanpHeBa
MPOTUBOMOKa3aH (cM. pazzuen 4.3.).
VY namMeHToB € JITKMM WIM YMEpPEHHBIM HapylleHueM (yHKIMM medeHu npemnapat Ko-
JlanbHeBa JOHKEH Ha3HA4YaThCsl C OCTOPOXKHOCTHIO, TaK KaK OJHO3HAUYHbIE PEKOMEHJALUMU IO
JIO3UPOBKE aMJIOUIIMHA JUIsl TAaHHOM rPyIIIbl NAI[UEHTOB HE YCTAHOBJICHBI.
Tayuenmuwr nodcunozo eospacma
BriBenenune nepuHponpuiaTa y NalUMeHTOB MOXKWIOIO BO3pacTa 3aMeUIeHo (cM. paszuen S5.2.).
Tepanust 1OKHA TPOBOAUTHCS C YU€TOM (DYHKIIUU MOYEK.

eTH
B nacrosimiee BpeMs HET NaHHBIX MO 0e30MacHOCTH U 3(PPEKTUBHOCTH NMPUMEHEHHS AAHHOMN

KOM6I/IHaI_[I/II/I y JeTen u MMOAPOCTKOB.



Cnoco0 rIpuMeHeHus

BHyTpb, IpeANOYTUTENBHO IPUHUMATE YTPOM II€pE IPUEMOM IHIIH, 3aIIUBasi CTAKAHOM BOJIBI.

4.3. [IpoTuBONOKA3aAHUS

['unepuyyBCTBUTENBHOCT, K aMJIOJUIUHY, IPYTMM IPOU3BOJIHBIM JUTHAPONHUPUANHA,
UHAAMAMUIy, JPYTMM TPOU3BOAHBIM  CyJb(OHAMHUIA, TMEPUHAONPUIY, IPYIHM
UHTUOUTOpaM aHruoTeH3uHNpeBpainatomero ¢epmenta (AIlD) wmm k modomy wu3
BCIIOMOTATENbHBIX BEUIECTB, IIEPEUNCIICHHBIX B pa3zaene 6.1.

AHruoneBporndeckuii orek (oTek KBHHKE) B aHamHe3e, CBS3aHHBIH C TPUEMOM
uHruoutopos AlII®D (cm. paznen 4.4.).

HacnencTBenHblil/uinonaTuyecKuii aHruOHEBPOTUUECKHI OTEK.

Tsokenast apTepuaibHas TUIIOTCH3Usl (CHCTOJIMYECKOe aprepuaiibHoe naBiieHue (AJ])
Menee 90 MM pT. CT.).

ok, B TOM 4KcIe KapIUOTE€HHBIH MIOK.

OOCTpyKIMSi BBIHOCSIIIETO TpPakKTa JIEBOTO IKEIyJouka (Hampumep, KIMHHUYECKH
3HAYUMBIH CTEHO3 a0PTHI).

I'emoguHamuuecku HecTaOWiIbHAs ceplAedyHass HEIOCTAaTOYHOCTh IIOCIE  OCTPOro
uH(papKTa MHOKap/a.

Heneuennas cepieunas HeAOCTaTOYHOCTh B CTaIUU JEKOMIIEHCALIUH.

Tsokenoe napymenue pynkuuu nouek-(KK menee 30 mun/mun).

[TanueHTsl, HAXOASIIMECS HA TEMOIUAIN3E.

Ymepennoe Hapymenue Qynkuuu mouek (KK menee 60 mu/mMuH) 111 KOMOWHAIUH
JO3UPOBOK MHAamamujaa 2,5 Mr u mepuHaonpuia 3pOymuHa 8 mr (T. e. mpenapatr Ko-
HanpHeBa, Tabnetku, 5 mr + 2,5 mr + 8 mr u npenapar Ko-JlansueBa, Tabnerku, 10 mr +
2,5 Mr + 8 ™mr).

Tspkenoe Hapyienne GyHKIUN TIEUYEHU.

[leuenounast sHEDaTONATHS.

[Munokanuemus.

OpHOBpeMEHHOE MPHUMEHEHHE C AIMCKUPEHOM WM [pernapaTamH, CoAepKalluMu
QAIUCKUPEH, Y MallMeHTOB C CaXapHbIM IUA0ETOM W/WIM C YMEPEHHBIMH WU TSHKEIBIMU
Hapymennsmu Gyskimn nouek (CK® meree 60 mMin/mMun/1,73 M2 mmomam MOBEPXHOCTH
tena) (cM. pasnenst 4.5., 5.1.).

OHOBpEMEHHOE TIPUMEHEHUE C aHTarOHUCTaMU perenTopoB aHnruorensuHa I1 (APA 1)

y TIAIMEHTOB ¢ ArnabeTnyeckor HepponaTuei.



e OnHOBpeMEHHOE MPUMEHEHHE ¢ KOMOWHaIen Bajacaptan + cakyoutpui. Ilpemapar Ko-
JlanbHeBa HeNb3s MPUHUMATH paHee, 4yeM yepe3 36 4acoB mociie MPUMEHEHHUs TOCIeTHEeN
71036l KOMOMHAIIMH BaJicapTaH + cakyOuTpu (cM. Takxke pazuenst 4.4. u 4.5.).

e DKCTpakopropajbHas Tepamnus, HpUBOJALIas K KOHTAakTy KpPOBU C OTPHULATEIBHO
3apsKEHHOU MOBEPXHOCTHIO (CM. pasnen 4.5.).

e BrIpaXeHHBIN ABYCTOPOHHUM CTEHO3 ITOYEYHBIX apTEPUN WM CTEHO3 IIOYEYHOU apTepuu
€MHCTBCHHON (QYHKIIMOHUPYIOMIEH moUku (cM. pa3zaen 4.4.).

e OnHOBpEeMEHHOE MPHMEHEHHE C TpenapaTaMmy, CIIOCOOHBIMH BBI3BATh MOJIMMOP(HYIO
KEITyJ0YKOBYIO TAXUKAPAUIO TUIIA KITUPYIT».

e OpHOBpeMEHHOE IPUMEHEHHUE C MpenapartaMu, yUIHHAImUMU naTepsai QT.

e OpaHOBpEeMEHHOE NPHUMEHEHUE C KaluicOeperaroliuMU JUYpPETHKaMH, IpenapaTaMu
KaJIUs ¥ JIMTUS Y TAIMEHTOB C MOBBIIICHHBIM COEpKAHUEM KaJlus B IJ1a3ME KPOBH.

e bepemenHocTs (cM. pasnen 4.6.).

4.4. OcoOble ykazaHHMsl 1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

Hanmuuue Tonbko oaHON (DYHKUMOHHPYIOMIEH TMOYKH, HAPYIICHHUS BOJHO-3JIEKTPOIUTHOIO
OanaHca, cucTeMHble 3a00JIEBaHUS COEIUHUTEIBHON TKaHH, Tepanus HMMYHOCYNPECCOopaMmu,
AJUIOIYPUHOJIOM, MPOKaMHAMUAOM (PUCK DPA3BUTHS HEUTPOIIEHUH, arpaHyJIOLUTO3a), OCTPBIN
uH(papKT MHOKapaa (M B TedeHne | mecsma mocie nHpapKkra MUOKapa), CHHAPOM CIaboCTH
CHUHYCOBOTO y37a (BBIp@XKEHHAs Taxu- W OpaauKapAus), MPU OAHOBPEMEHHOM HAa3HAUYEHUU C
uHTHOUTOpaMu WM HHIyKTOopamu uzopepmenta CYP3A4, nerkoe u ymepeHHOE HapyIICHUE
(GYyHKIUMM TOYeK, YrHETeHHE KOCTHOMO3IOBOI'O KpPOBETBOPEHHS, CHIKEHHBIH 00BEM
nupkyupytomen kposu (OLIK) (mpuem auypeTukoB, 1UeTa ¢ OrpaHMYECHUEM TTOBApEHHOU COJIH,
pBOTa, AMapes, TreMOAMaIN3), TUHepypuKkeMus (OCOOEHHO CONPOBOXKIAIOIIASACSA IMOJArpold H
ypaTHbBIM  He(QPOIUTHA30M), OJHOBPEMEHHOE TMPUMEHEHHE JTaHTpPOJIEHA, JSCTPAMYCTHHA,
nabwibHOCTh AJl, mepen mporeaypoit adepesa nunonporenHoB Hu3kou miotHoctu (JIITHIT) ¢
MOMOUIbIO JIeKCTpaHa CyJb(dara, COCTOSHUE TIIOCIE TPAHCIUIAHTALMU TOYKH, MalUEHTBI
HErpouHOI packl, nmemudeckas oonesns cepaua (MBC), nepebposackyispHble 3a00ieBaHus,
PEHOBACKYJISIpHAs TUIIEPTEH3US, CaXapHbId NuabeT, XpOoHWYecKas: ceplieuHas HeJJOCTaTOUHOCTh
(XCH) (III' u IV ¢pynkumonanbubii kiacc no kinaccuduxamuun NYHA), omHOoBpemeHHOe
IpPUMEHEHHE KanuicOeperarommx JIUypeTUKOB, IMpernapaToB Kajus, KaJuicoaepKalmx
3aMEHHUTENIC THINEeBOM CONMM U JUTHS, XUPYPTHMUECKOEe BMEIIATEeIhCTBO/OOIIAs aHeCcTe3us,
reMOJMANN3 C MCHOJL30BAaHHEM BBICOKONMPOTOUHBIX MeMOpaH (Hampumep, AN69®),

OJIHOBPEMEHHOE MPOBEICHNE AECEHCUOMIN3UPYIOIEH Tepanuy ajuiepreHaMu (Harpumep, sSaoM



MePENOHYATOKPBUIBIX ), aopTaJIbHBIN CTEHO3/MHUTPATbHBII cTeHOo3/TunepTpodudeckast
oO0ctpyktuBHas kapauomuonatus (I'OKMII), noxuioit Bo3pact.

Bce Mepbl npenocTopoKHOCTH, CBSI3aHHBIE C MPUEMOM OT/AEIbHBIX KOMIIOHEHTOB Ipemnapara,
ClelyeT YYUTHIBATh MPU NMPUMEHEHUH UX (UKCUPOBAHHON KOMOMHAIIMM B COCTaBe Iperapara

Ko-JlannHeBa.

AmiiognnuH

XCH

Jleuenne mnaunuentoB ¢ XCH cienyer mpoBOAMTH € OCTOPOXKHOCTBIO. Ilpu mnpumeHeHun
amnonunuHa y namuentoB ¢ XCH III u IV ¢yHKIMOHANBPHOTO Kiacca MO KiIAacCH(pHUKAINU
NYHA B03MOXXHO pa3BUTHE OTEKA JIETKHUX.

Briokatopbl «MeaIeHHbIX» KanbiueBbix kaHaioB (BMKK), Bkittodas aMIoAunyH, HEOOXO0AUMO C
OCTOPOKHOCTBIO MPUMEHTH y nanueHToB ¢ XCH, B CBsA3M ¢ BO3MOXXHBIM YBEJIMYEHUEM PHCKa
CepACYHO-COCYTUCTHIX COOBITUI U CMEPTHOCTH.

V mnanuentoB ¢ tsoxenodn XCH (IV ¢yHkumonansHbi Kiace mo kiaccuduranun NYHA)
Jie4YeHue JI0JDKHO HAYMHATHCS ¢ 00Jiee HU3KUX J103 U O] TIIATEIBHBIM BpauyeOHBIM KOHTPOJIEM.
[TaruenTsl ¢ aprepuanbHoil runeprensueid 1 MBC He nomkHbI mpekpamiate npueM Oera-
aapeHoOnokaropoB: unruourop AIlD gomkeH MNpPUMEHATbCS OAHOBPEMEHHO ¢ Oera-
aapeHo0I0KaTOpaMH.

T'unepmonuueckutl Kpu3

O¢ddexkTnBHOCTE M 6€30MACHOCTh NMPUMEHEHHs] aMJIOIUIIMHA MPU TMIIEPTOHMYECKOM KpH3€e He

yCTaHOBJICHA.

HUnpanamun

Ileuenounas snyegpanonamus

[Ipy Hanuuuu HapymeHUs QYHKIUM TEYeHH IMpUeM THAa3HIHBIX M THA3HMJI0NOJA00HBIX
JUYPETUKOB OCOOEHHO NPHM DJIEKTPOJUTHOM JAMCOANTaHCEe MOXKET MPUBECTH K Pa3BUTHIO
NEYEHOYHON »5HIe(dasonaTuu, KoTopas MOXKET IMpOrpeccupoBaTh 1O MNEYEHOYHOH KoMmbl. B
JTAHHOM CIIy4ae CJIeAyeT HEMEUIEHHO IIPEKPAaTUTh NIPUEM ANYPETHKA.

DomouyecmeumenbHOCMb

Ha ¢one mnpuema THasuIHBIX M THA3UAOMONOOHBIX JAMYPETUKOB COOOIIANIOCH O CIydasx
pa3BUTHS peakuu (OTOUYBCTBUTENBHOCTH (cM. pasnen 4.8.). B cimyuae pa3BuTHs peakuuu
(OTOUYBCTBUTEIILHOCTU CJEAYET MpEeKpaTHTh JiedeHue. Ilpu HeoOXOAMMOCTH NPOJOHKEHUS
TEpaMu JUYPETUKAMU PEKOMEHJYETCs 3alllMllaTh KOJXKHBIE IIOKPOBBI OT BO3JEHCTBUSA
COJIHEYHBIX MJIM UCKYCCTBEHHBIX YIbTPAa(UOIETOBBIX JTyUei.

Xopuouoanvholii 8binom/ocmpas MUONU/OCMPAs BMOPUYHAS 3AKPLIMOY20TbHASL 2NIAYKOMA



CynboHamMupl UM MX TMPOU3BOJHBIE MOTYT BBI3BIBaTh HIMOCHHKPA3MUYECKYIO PEAKIIHIO,
OPUBOJAALIYI0O K pa3BUTHIO XOPUOMJAIBHOTO BBHIMOTa € JAePEeKTOM TOoJed 3peHws,
KPaTKOBPEMEHHON MHONMHM U OCTPOM 3aKpPBITOYIOJbHOM TIJayKOMbl. CHMITOMBI BKJIIOYAKOT
BHE3aITHOE CHMKEHHE OCTPOTHI 3peHMsI UM 00JIb B TJ1a3aX, KOTOPbIE BO3HUKAIOT, KaK IIPaBUJIO, B
TEYEHUE HECKOJbKUX YacOB WJIM HEZENb [I0CIIe Hayaua Tepanuy THA3UIHBIM/THa3HU10110100HbIM
auypetukoM. [Ipu oTCyTCcTBUM JiedyeHUs OCTpasi BTOPUYHAS 3aKPBITOYTOJIbHAS TJIayKOMa MOKET
NPUBECTH K HEOOpaTuMoii morepe 3peHus. [Ipu nosBieHNH CHMITOMOB HEOOXOAUMO KaK MOXKHO
ObICTpee MpeKpaTuTh IpueM mpenapara. Eciau  BHyTpuUIVIa3HOE JaBJIEHUE  OCTaeTcs
HEKOHTPOJIMPYEMBIM, MOKET IOTPeOOBaThCS HEOTJIOKHOE MEIMKAMEHTO3HOE JIEUEHUE WU
XUPYPrU4ecKoe BMelarenbcTBo. dakTropamMu pUCKAa Pa3BUTHUS 3aKPBITOYTOJBHOM IJ1ayKOMBI
SBIISICTCSA AJUICPrHUecKasi peakiusi Ha IMPOU3BOAHBIE CyIb(OHAMUAA W/WIA TEHULIWUIMHBL B
aHaMHe3e.

Boono-snexkmponumusiii 6aranc

Codepofcanue MACHUA 6 Niasme Kposu

BbuTO TIOKA3aHO, YTO THA3HWIHBIC JUYPETUKH W CXOJHBIC 1O JICHCTBUIO JUYPETHKH, BKIIOYAs
WHJIANAMKJl, YBEIIMYMBAIOT OSKCKPEIUIO MarHus IOYKaMH, YTO MOXET TMPHUBECTH K
runomMarauemus (cMm. pasaensi 4.5., 4.8.).

Codepofcanue Kdlvbyus 6 niasme Kpoesu

TI/Ia?;I/I[IHI)Ie n TI/Ia3I/IILOHOILO6HLIC ANYPCTHKU YMCHBIIAIOT BBIBCACHHUC KaJIblIHUA ITOYKAMM, YTO
MOJKET BBI3bIBATh HE3HAUUTEIHLHOE BPEMEHHOE ITOBBIIICHHE COJCPKAHUS KalblUs B IUIa3Me
KpOBH. BhIpa)keHHasi TUMIEPKANbIIMEMUS MOXKET OBITh CBS3aHA C HEIUATHOCTUPOBAHHBIM paHee
rumnepnaparupeo3oM. B Takux ciydasgx HEOOXOAMMO TIPOBECTH HCCieloBaHUe (QyHKINUU
MapalMTOBHIHBIX JKeJe3 (cM. pazzaen 4.8.).

Mouesas kucioma

VY manueHToB C TMOBBIIMIEHHOW KOHIIGHTpAIMe MOYeBOW KHCJIOTHI B IJia3Me KpOBU Ha (oHe
TEpaui MOKET YBEIIMINUBATHCS YACTOTA BOSHUKHOBEHUS TIPHUCTYTIOB MOIarPHhI.

[Tepunponpuin

Kanuticbepezarowgue ouypemuxu, npenapamsl Kaius, Kaiuticooepaicawjue 3amMeHumeny nuuesoll
conu u nuuesvie 000a6KuU

He pekoMeHayercs OJHOBPEMEHHOEC Ha3HAuCHWE TCPUHIONPHIIA W KaIHHCOSperaromnux
JTUYPETUKOB, a TaK)Ke TpPerapaTroB Kajaus, KaIHWCOACPKAIINX 3aMCHHUTENICH MHINEBON CONMH U
MUIIEBBIX 100aBOK (cM. paszen 4.5.).

Heotinas b6noxkada penun-aneuomensun-arboocmeponosou cucmemut (PAAC)

Wmerorcss maHHBIE 00 YBEIWMYCHWHM pPHCKAa BO3HUKHOBCHHS apTEpUATBHOW THIIOTCH3UH,

TUIEpKAIMEMUU W HapylmleHusX (yHKUMM TOYeK (BKJIKOYas OCTPYIO  IOYEHHYIO



nenocratouHoctsh (OITH)) mpu ogHOBpeMeHHOM IpuMeHeHHH HHrHOuTOpoB AIID u APA II nin
anuckupena. [lostomy nBoiinas 6mokana PAAC nocpenctBom coderanusi uaruouropa AllD c
APA 1l nnu anuckupeHoM He pekomenyercs (cM. pasaenst 4.5. u 5.1.). Ecau nBoitHas 610kanga
Heo0Xo/1uMa, TO 3TO JOJDKHO BBINOJHATBCA MHOJ CTPOIMM MEAMLIMHCKUM KOHTPOJIEM IpU
PErYyJISIPHOM KOHTPOJIE (PYHKLIMH [10YEK, COAEPKAHUS Kalus B Iu1a3Me KpoBu 1 A L.
OpHoBpeMeHHOE TmpuMeHeHHe HWHruoutopoB AllD ¢ anmuckupeHOM WM TpernapaTami,
COJCPXKALIMMH AJTHCKUPEH, IMPOTHUBOIIOKA3aHO Yy MAIMEHTOB C CaXapHBIM JIUabeTOM W/WUIH
YMEpEHHBIMH MM TSKENBIMH HapyleHuaMu GyHkimu mnodek (CK®D menee 60 mu/mun/1,73 m?
IUIOINAAM [TOBEPXHOCTH TeJa) U HE PEKOMEHJIyeTCsl Y APYTUX NallMEeHTOB.

OnnoBpemenHoe npumeHenne UHruouTopo AII® ¢ APA Il npoTuBomnoka3ano y maiyeHTOB ¢
nrabeTHuecKor HepomaTueil 1 He PeKOMEHAYETCS y JPYTUX MaIeHTOB.
Hetimponenus/azpanynoyumo3/mpomooyumonenus/anemusl

HmeroTes cooO1eHus 0 pa3BUTHU HEHTPOIIEHUH/arpanyJIoLuTo3a, TPOMOOIIMTONIEHUH U aHEMUU
Ha ¢QoHe npuema MHruOouTopoB AII®. V manueHTOB ¢ HOpMaIbHON (QYHKIMEW MOYEK U NIpu
OTCYTCTBUM JAPYTUX OTAroLAIOUIMX (PaKTOpoB HeWTpomeHus paszBuBaercs peako. C ocoboit
OCTOPOKHOCTBIO ~ CIIElyeT HPUMEHATb MEPUHIONPUI Yy TMAlUEHTOB C CUCTEMHBIMHU
3a00JI€BaHUSAMH  COCJUHMUTEIBHOM TKaHM Ha (QOHE Tepamuu HMMYHOJENpEeccaHTaMH,
QJUIOMYPUHOJIOM WM NPOKAWHAMUJOM, WM IpPU HX COUYETAaHUU, OCOOCHHO y TMAallMEHTOB C
HapylmeHHeM (YHKIUU MOYeK. Y HEKOTOPHIX MAlMEHTOB Pa3BUBAINCH TSOKEIbIE WH(MEKIUH, B
pszne ciydaeB pPE3UCTEHTHblE K WHTEHCUBHOW aHTHOMoTuUKOTepanuu. I[lpu mnpumeneHun
NEPUHJONpUIA Yy TaKuX [IAllUEHTOB pPEKOMEHAYETCS NEPUOAMYECKH KOHTPOJIUPOBATH
KOJIMYECTBO JIEHKOIMTOB B KpoBU. llpu mnosiBieHHMH MIOOBIX CHMIITOMOB HWH(EKIIMOHHBIX
3abosneBanuil (Hampumep, 00Jib B ropiie, JUXOpajKa) MamueHTaM HeoOXOAUMO OOpaTHUThCS K
Bpauy (cM. paznen 4.8.).

Penosackynapnas eunepmenzus

MetoioM J€eueHusT PEHOBACKYJIPHOW THIIEPTEH3UHU SIBISIETCA peBacKyispusanus. Tem He
MeHee, npuMeHeHue HHruoutopoB AIID Moxer ObITh 3((PEKTHUBHBIM y NalMEHTOB C
PEHOBACKYJISIPHOM THIIEPTEH3UEN, KaK 0KUJAIONINX XUPYPru4eCKOro BMEIIATENbCTBA, TAK U IIPU
HEBO3MOKHOCTH €TI0 ITPOBECHMUS.

VY nanueHToB ¢ ABYCTOPOHHUM CTEHO30M MOYEUHBIX apTepuil WM CTEHO30M [TOYEYHON apTepuu
€MHCTBEHHON (YHKIMOHUpYIoLIeH Mouku Ha ¢oHe Tepanuu nHruOutopamu AllD Bo3pactaeT
PHCK pa3BUTUSI apTEPUATbHON TMIOTEH3UWH M TMOYEYHOM HEeIOoCTaTOYHOCTH (cM. paszen 4.3.).
[Tpuem nUypeTHKOB MOXKET OBbITH JOMOJHUTEIbHBIM (PAaKTOPOM pHUCKA. YXyalleHue (yHKIUU
MOYEK MOXKET HaOJI0aThCs YXKE MPU HE3HAUUTEIbHOM HM3MEHEHUU KOHIIEHTpAIlMU KpeaTHHUHA

B IJIa3MC€ KPOBH JAXKE Y MAMMUEHTOB C OJJTHOCTOPOHHUM CTCHO30M MOYCYHOM apTCpHrn.



IIpuy npumenenun npenapara Ko-/lanpHeBa y TNANMEHTOB € UMEIONIUMCS WA C
[IpeIoJIaraéMbIM CTEHO30M IIOYEYHON apTepuH, JIEYEHHE CIIEAyeT HAuyuMHaThb B YCIIOBHAX
CTallMOHApa ¢ HU3KUX J03 IPU MOCTOSHHOM KOHTpOJIe (DYHKIIMU TOYEK U COACPIKaHUS Kalus B
IUIa3M€ KPOBH, TaK KAaK y TaKMX IallMEHTOB MOXET Pa3BUTbCA (YHKIHMOHAJIbHAS IOYEHHAs
HEJ0CTAaTOYHOCTh, KOTOPAsi UCYE3aeT NPU IPEKPALICHUY TEPAIHH.
T'unepuyecmeumenbHOCmMb/AH2UOHEEPOMUYECKULL OMEK

Ha ¢one npuema narudutopos AIID, B ToM yncie U NEPUHIONPUIIA, B PEIKUX CIIydasX MOXKET
HaOJII0aThCs pa3BUTHE AHTMOHEBPOTMUYECKOrO OTEeKa JIMIA, KOHEYHOCTeH, TIy0, s3bIKa,
rOJOCOBBIX CKJIAJIOK W/WIM TOPTaHU. DTO MOXKET MPOMU30MTH B Jt000i mepuoj tepanuu. [Ipu
NOSIBJICHUHM CUMITOMOB CJEAYET HEMEJIEHHO IPEKpPATUTh IPUEM IIpernapara U IMpOJOJIKUTh
HAOJII0JIEHUE 3a MAlMEHTOM J0 IOJHOI0 KyNMpoBaHMs cUMITOMOB. Ecin orek 3arparuBaer
TOJIbKO JIMLO U TyObl, TO €ro MpOsBIEHHUS OOBIYHO IMPOXOASAT CAMOCTOSITEIBHO, XOTS JUIS
KyIIMPOBaHUS CUMIITOMOB MOTYT IIPUMEHSTHCSI aHTUTICTAMUHHBIE CPENICTBA.
AHTMOHEBPOTUYECKUN OTEK, CONPOBOKAAIOIIMICA OTEKOM TIOpTaHH, MOXET IPUBECTU K
aetanpHOMY ucxoay. OTek s3bIKa, TOJIOCOBBIX CKJIAJOK MM TOPTAaHU MOXKET NPUBECTH K
OOCTPYKIMM JbIXaTeNdbHbIX IyTei. IIpu MosBIEHHMM TaKMX CHUMITOMOB CJEIyeT HEMEAJCHHO
BBECTH TIOJIKO’KHO pacTBOp dnuHepprHa (anpeHanuHa) B pazsenenun 1:1000 (0,3-0,5 mun) u/vm
o0ecneuuTh MNPOXOAUMOCTh JIbIXaTeNbHbIX IMyTed. [lalMeHT JOMKEH HaXOAMTHCS IOJ
MEAMLMHCKUM HAOII0ACHUEM J0 MOJHOTO U CTOMKOTO NCYE3HOBEHUSI CUMIITOMOB.

Y  DamMeHToB HErpoOMAHOM packl OTMeyanach Oojiee BBICOKash 4acToTa pa3BUTHUS
AHTMOHEBPOTUYECKOr0 oTeka Ha (oHe mpueMa MHruoutopoB AIID mo cpaBHEHHUIO ¢ IPYTUMHU
pacamu.

V¥ nauuentoB ¢ orekoM KBHHKE B aHaMHe3€, HE CBSI3aHHBIM C IpHeMoM HUHrHOuTopoB AIID,
MOJKET OBITh MOBBIIIEH PUCK €r0 pa3BUTHSI IIPH NpUeMe npenapara (cM. paszaen 4.3.).

HmeroTes cooOIeHus 0 peAKUX CIy4asx pa3BUTHs aHTMOHEBPOTUYECKOI'O OTE€KA KUIIEYHHUKA Ha
¢one tepanuu uHruouropamu AII®D. [Ipu 3TOM y mannueHToB OTMEYaroTcs kajoObl Ha O0Jb B
JKUBOTE KaK M30JIMPOBAHHBIA CUMITOM WM B COYETAHWU C TOLIHOTON M PBOTOM, B HEKOTOPBIX
ciydasix 0e3 MpeIecTBYIOIEro aHrHOHEBPOTHYECKOr0 OTEKA JIMLA U ITPU HOPMAJIbHOM YPOBHE
Cl-sctepa3pl. JluarHo3 yCTaHAaBIMBAJICA C IOMOUIbIO  KOMIIBIOTEPHOM  ToMorpaduu,
yJIBTPa3BYKOBOTO MCCIIEOBAaHUSI OPraHOB OPIOLIHOW MOJIOCTU WM BO BpeMs XHPYpPrHUe€cKOro
BMeniarenscTBa. CHMITOMBI HMCU€3alOT TMOCHE TMpeKpalleHus npuemMa HHruoutopon AIlD.
[TosTOMy y mamueHToB ¢ ajnobamMu Ha 00Jb B 00J7aCTH KMBOTA, MPUHUMAIOIIUX HHTHOUTOPHI
All®, mnpu mnpoBeneHuu JUQQepeHInaIbHON JIHArHOCTUKM  HEOOXOAWMO  YYMTHIBAThH
BO3MOXXHOCTb Pa3BUTHsI aHTHOHEBPOTUYECKOTO OTEKa KUILIEYHUKA.

B cBs3u C MOBBILIEHHBIM PHUCKOM pPa3BUTUS AHTHMOHEBPOTHYECKOro oTeka (cM. pasnen 4.3.)
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IPOTHBOIIOKA3aHO COBMECTHOE IpUMEHEHHE NEepUHIONIpUIIA c KoMOUHanuen
BasicapTaH + cakyoutpui. [Ipumenenne KOMOMHAIUMKM BajicapTaH + CaKyOMTpPUI BO3MOXKHO HE
paHble, yeM udepe3 36 yacoB mociie npuema mnocienHeil 103wl nepuHponpuia. Ecin Tepanus
KOMOMHaIMEH BaJicapTaH + CaKyOMTpUJ IpeKpalieHa, NPUMEHEHUE MEepUHIONpUIa Helb3s
HauMHATh paHee ueM uyepe3 36 dYacoB Tmocie MpHeMa MOCIeAHEH J03bl KOMOWHAIUU
BajicapTaH + cakyouTpui (cM. pasznuensi 4.5., 4.8.).

Y [manueHToB, OJHOBPEMEHHO MPUHUMAIONIMX WHTHOUTOPHl HENpUIN3UHA (Hampumep,
paneKkagoTpuiI), MHTUOUTOPHl MEXAaHUCTUYECKON MHUIICHU JJIS palaMULUHA Yy MIICKOIUTAIOIINX
(MTOR) (HampuMep, CHPOJIUMYC, 3BEPOIMMYC, TEMCHPOJIHMMYC) M TIIMNOTHHBI (Hampumep,
JMHAIJIMOTHH, CAKCAIJIMIITUH, CUTAIMIITUH, BUIJATIUITHAH), TEPANUs MOXKET COMPOBOXKIATHCS
NOBBIIICHHBIM PHUCKOM PpAa3BUTHS AHTMOHEBPOTUYECKOTO OTEKa (HampuMep, OTEK BEPXHHUX
JBIXATEIbHBIX MyTEH WM s3bIKa ¢/0e3 pecupaTopHBIX HapymieHuid) (cM. pasaen 4.5.). Ciaemyer
C OCTOpPOKHOCTBIO HAauMHATh NPUMEHEHHUE pauekanorpuia, uaruobutopoB mTOR (Hampumep,
CHUpPOJIUMYC, 3BEPOJIMMYC, TEMCHPOJIMMYC) U TJIUNTUHOB (HAmpumep, JMHATJIUIITHUH,
CaKCarJIMITUH, CUTATJIMITHH, BUJIATJUITHH) Y TAIMEHTOB, YK€ MPUHUMAIONINX HHTHOUTOPHI
AlID.

AHnaghunaxmouonwvie peaxyuu npu nposedeHuU 0eceHCudUIU3AYUY

HmeroTcs OTHeNnbHbIE COOOIIEHUS O pPa3sBUTHM aHA(pWIAKTOMJHBIX peakUuil y MNalUeHTOB,
IpUHUMABIINX MHTUOUTOpHl AII® BO Bpems MpoBeIEHUs NECEHCUOWIU3UPYIOIIEH Tepanuu
(Hampumep, SIIOM TIEPETNOHYATOKPBUIBIX HACEKOMBIX: TM4enbl, Oochbl). HWuruburtoper AllD
HE00XO0IMMO MPUMEHSTh C OCTOPOKHOCTBIO Y MALMEHTOB C OTATOIIEHHBIM aJUIEProJIOrHUeCKUM
QHAMHE30M WJIM CKJIOHHOCTBIO K aJUIEPITMYECKUM pEaKIUsIM, MPOXOJIAUIMX MPOLEAYpb
JeCeHCUOMIN3aIK, a TaKXke cilenyeT u3berart npumeHeHus uaruoutopa AII® y manueHTos,
NOJYYalIUX  UMMYHOTEPAlUI0  SJIOM  IEpEeNoOHYaTOKPBUIBIX  HAaceKoMblX.  OpHako
aHa(pUIAKTOUTHOW peaklUy MOXHO U30eXKaTh MyTeM BpeMeHHOU oTMeHbl HHruouTopa AII®D He
MeHee 4yeM 3a 24 yaca 70 Hayasa npoleayphl JeCeHCUOMIN3aluu.

Anagunraxmouonsie peakyuu npu nposedenuu agepesa JIIHIT

B peaxux ciydasx y manMeHToB, noiydaroumx uHruoutopsl AII®, npu mposenenuu adepesa
JIITHIT ¢ wucnonb3oBaHWEeM JAEKCTpaH cyib(aTa MOTYT pPa3BUBATHCS YIPOKAIOLIUE KU3HU
aHauIakTOUJHbIE peakiuu. s mpenoTBpallleHus] TaKUX peakiuid cileayeT BpEeMEHHO
npekpaiaTh npueM uHruouropos AIl® nepen kaxoi mporenypoi apepesa.

T'emoouanus
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B penxkux cnywasx y manMeHToB, monydaromux wuHruOutopsl AlID, mpu mnpoBeneHuun
reMo/IMaln3a ¢ UCIOoJIb30BaHHEM BBICOKOIIPOTOYHBIX MeMOpaH (Harnpumep, AN69) pa3BuBainuch
aHaduiIakTouHbIE peakiyuu. [1oaToMy peKoMeHIyeTcsl HCI0JIb30BaTh MEMOpaHy APYroro THIA
WIY IPUMEHSTh TMIIOTEH3UBHBIN IIpenapar Apyroi papmMakoTepaneBTHUECKON IpyMIbl.
Tlepsuunwiii cunepanboocmeponusm

[TarueHTsl € MNEPBUYHBIM T'MIEPAIbJIOCTEPOHU3MOM, Kak IPAaBUIO, HEBOCHPUUMYMBBEL K
TUIIOTEH3UBHBIM IIpenaparaM, JeHCTBUE KOTOPbIX OCHOBaHO Ha mHruoOuposanuu PAAC. Takum
00pa3oM, UCIIOJIb30BaHKE IAHHOTO IIpenapaTa He PEKOMEH Ty eTCsl.

bepemennocms

[IpotuBomnokazan npuem uHrnOHTOpoB AIID BO Bpems OepemenHHocTH. Ecnm HeoOxoanmo
IpOJODKEHHE Tepanuu uHruoutopamu AlI®, nanueHTkam cienyeT NeperTH Ha ApYTrue BHUJIbI
AQHTUTUIIEPTEH3UBHOM TepanuM C YCTAHOBJIEHHBIM Ipo¢uieM O0e30MacHOCTH NMpH IpUeME BO
BpeMs O6epemeHHocTU. [Ipu HacTyruieHun OepeMeHHOCTH NpueM uHruoutopos AIID cnenyer
HEMEIJIEHHO TMpeKpaTUTb M B  Cily4ae HEOOXOAMMOCTHM HAyaTh  aJbTEPHATUBHYIO
AHTUTUIIEPTEH3UBHYIO Tepanuio (cM. paszaensl 4.3., 4.6.).

Kaweno

Ha ¢one tepanun unrudutopamu AIldD moxer Bo3HUKATh CyXol Kamienb. Kamens anurenbHO
coxpaHsiercs Ha (OHE MpHeMa MpenapaToB 3TOW TPYIIBI U MCUE3aeT Mocie uX oTMeHbl. [Ipu
MOSIBJICHUH Y TAllMEHTa CyXOro Kalulis cleAyeT IIOMHUTh O BO3MOXHOM SITPOT€HHOM XapakTepe
sToro cumnroma. Eciiu Bpau cuutaer, yro Tepanust uHruoutopom AII®D HeoOxoauma manueHry,
MOKHO paCCMOTPETh BO3MOYKHOCTb ITPOJOJDKEHUS ITPHUEMa IIpenapara.

Aopmanvuwiti cmenos/mumpansnoiii cmeno3llOKMIT

Wurubutopel AII® crnenyer NpUMEHSATh C OCTOPOXKHOCTBIO TAalMEHTaM € OOCTpyKLHMen
BBIHOCSIIETO TPAKTa JIEBOTO KEITYA0UKA.

OmuuuecKkue paziudus

[lepunnonpun, kak u apyrue MHruoutopsl AIID, oueBUAHO, OKA3bIBAET MEHEE BBIPAKEHHOE
AQHTUTUIIEPTEH3UBHOE JEWCTBME Yy NAIMEHTOB HETPOUJHOM pachkl 10 CPaBHEHUIO C
IpeJCTaBUTENSIMU APYTUX pac. Bo3aMoXkHO, 3TO pa3inuuue 00yCIOBIEHO TEM, YTO y MAlMEHTOB C
apTepHaJIbHON TUIIEPTEH3UEN HETPOMIHON PAChl Yallle OTMEYAeTCs HU3Kas aKTUBHOCTb PEHUHA
IJ1a3Mbl KPOBH.

Xupypauueckoe emeuiamenscmeo/obwas anecmesus

[Tpumenenne wunHru6buropoB All® y mnanMeHTOB, MOABEPralOUMXCS XUPYPrUUECKOMY
BMEIIATENILCTBY C TNPUMEHEHHEM OOIIel aHEecTe3MH, MOXKET NPUBECTH K BBIPAKEHHOMY
cHkeHnIo AJl, 0coOeHHO Npu MPUMEHEHUU CPEeACTB JUIsl OOIIel aHEecTe3uH, 00JaJaroIux

AHTUTUIICPTCH3UBHBIM ﬂeﬁCTBHeM. PGKOMGHHyeTCSI 0 BO3MOXHOCTH IIPEKPATUTbL IIPUEM
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uHruouTOopoB AII® mmuTenbHOrO MEHCTBUS, B TOM YHCIE MEPUHIONPHUIIA, 32 OJHU CYTKH JO
XUPYPruvueckoro BMeaTeaIbCTBa.
Amepocknepos

Puck aprepuanbHON THIIOTEH3UM CYLIECTBYET Yy BCEX MAIMEHTOB, OJHAKO OCO0YIO
OCTOPOXKHOCTh ~ CIIEZyeT CcoOMogaTh, MpuMeHss mnpenapat y mnamueHtoB ¢ WBC
HEJIOCTAaTOYHOCTBIO MO3IOBOTO KpOBOOOpamIeHHs. Y TaKUX MAaIEHTOB JIEUEHUE CIEIyeT
HA4YMHATh ¢ HU3KUX /103 IIperapara.

AMJIO[[I/IHI/IH + IIEPUHIOIPUIT

Ileuenounas nedocmamouHocms

B peaxux ciayvasx Ha ¢one npuema uHruoutopo AII®D Bo3HHKaeT xonecTaTHyecKast XKeITyXa.
[Ipu mporpeccupoBaHMM 3TOTO CHHAPOMA pa3BUBAETCS (DYyJIbMUHAHTHBIA HEKPO3 TICUCHH,
MHOT/JIa C JIETAIbHBIM MCX0JI0M. MeXaHn3M pa3BUTHUS 3TOTO CUHJpoMa HesiceH. [Ipu nosBieHun
KEJITyXH WIA 3HAUYUTEIBHOIO TIOBBIIIEHHUS CBIBOPOTOYHOM aKTUBHOCTH «II€YEHOYHBIX»
(GepMEHTOB y MAalMEHTOB, NMpUHUMAOUMX HHruoutopsl AIID, ciexyer mpekpaTuTh MpPHEM
unruoutopa AII® u oOpaTuThes K Bpauy (cM. pazaen 4.8.).

V NanueHToB ¢ HapylIeHHeM (QYHKLIUH MedeHu repuop nomysbiBeneHus (TY2) u miomans mox
KpHBO#l «koHIeHTpalms — Bpems» (AUC) amionunuHa yBenuuuBaercs. [IpueM amiiounuHa
HEOOXOIMMO HayaTh ¢ Hambojiee HU3KHX 103 U COONIONATh MEPhl MPEJOCTOPOKHOCTH KakK B
Hayaje JICYCHMs, TaK W IpU yBEIWYeHMM J03bl. llamueHtaMm c TsDKEnoW NE€YEHOYHOMN
HEJOCTAaTOYHOCThIO TMOBBINIATh 703y CJEAyeT IIOCTENEeHHO, oOecredynBas TIIATEIbHBIN
MOHHMTOPHHT KJIMHUYECKOTO COCTOSIHHUSI.

He npoBoauiioch uccnenoBaHuil Npenapata y MAalMEHTOB C IMEYEHOYHOM HENOCTaTOYHOCTBIO.
VYuuTbiBas BIMSAHHUE KaXJI0TO KOMIIOHEHTA, BXOJSILEr0 B COCTaB Ipernapara, Mo OTAEIbHOCTH,
npernapat Ko-J/lanpHeBa NPOTMBONOKAa3aH MAalUMEHTaM C TSKEJIOHM CTENEHbI IEYEHOYHOMU
HE/IOCTaTOYHOCTH, a TaKkKe TpeOyeT 0co0OH OCTOPOXKHOCTH TNMPH HA3HAYEHUU MalMeHTaM C
YMEPEHHOU M JIETKOM CTEIEHBIO IEYEHOYHON HEJOCTATOYHOCTH.

WNupanamMuyg + NEpUHIOIPUIT

IIpenapamul rumus

O}IHOBpCMeHHOG IMIPUMEHCHUEC KOM6I/IHaHI/II/I NEpUHAOIIPUIIAa W HHAAIaMuaa C IpernapataMnu
JTUTHUS HE PeKOMEHAyeTcs (CM. pazzaen 4.5.).

ApmepuanvHnas cunomen3us u HapyuieHue 600H0-3J1eKMPOIUMHO20 banranca

Hannune ucxogHoOW THIIOHATPUEMHUHU CBS3aHO C PUCKOM BHE3AIHOTO Pa3BUTHSI apTepUaIbHOU

TUTIOTEH3UN (OCOOCHHO Yy MAIMEeHTOB CO CTEHO30M IMoYedyHou aprepuu). [losTomy cremyer
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oOpaiaTh BHUMaHHE Ha BO3MOXKHBIE CHUMIITOMBI OOE3BOKMBAHMSI M CHIKEHUS COJEp>KaHUS
AJIEKTPOJINTOB B IUIA3ME€ KPOBM, HANPUMEpP, IOCIIE€ IUApPEH WIM PBOTHL. TakuM MallMEeHTaM
HEOOXOUM pEryJISIPHBIM KOHTPOJIb COAEPIKAHMS AIEKTPOJIUTOB II1a3Mbl KpoBH. [lpu Tsxkenon
apTepuaNbHON THMIIOTEH3MH MOXeET IMOoTpeboBaThcst BHyTpuBeHHOE (B/B) BBeacHue 0,9 %
pacTBOpa HATPUS XJIOPUAA.

TpaH3uTOpHAas apTepuabHas TMIOTEH3Us HE SIBISIETCS IPOTUBOIOKA3aHUEM JUISl ITPOJOJIKEHUS
teparmuu. [locie BoccranoBnenust OLIK u Al MO)KHO BO3OOHOBUTH JICUCHHE, IIPUMEHSIST HU3KHE
036l MEPUHAONPHIA U HWHAANaMHuAa, JUOO0 MPUMEHSITh KOMIIOHEHTHI Mperapara B pPeKuMe
MOHOTEpAIIHH.

['unonaTpueMusi Ha Ha4aJIbHOM 3Talle€ MOYKET HE COIIPOBOXKAATHCSA KIMHUYECKUMHU CUMIITOMaMU,
IO3TOMY HEOOXOJUM peryJjisipHblil J1a0opaTOpHbI KOHTpOJdb. bojee dacTblii KOHTpPOJIb
COJIEp)KaHUs HMOHOB HATpPUs B IUIa3ME€ KPOBM IIOKa3aH NAlMEHTaM IIOXKHUJIOTO BO3pacra Hu
MalKeHTaM ¢ HUPPO30M IeueHu (cm. paszzaensl 4.8., 4.9.).

Tepanust n100BIMH MOYETOHHBIMHU IIperapaTaMyd MOXKET BbI3BaTh T'MIIOHATPUEMHIO, MHOIZA C
OUYEHb CEPbE3HBIMU TOCIIEICTBUAMHU.

['unonaTpuemMusi ¢ rUNOBOJIEMHEN MOXKET OBbITh IPUYUHOW 00€3BOKMBAHUS U OPTOCTATHUECKOMN
runoreH3ud. OJHOBpEMEHHAs IOTEPS HOHOB XJIOpPA MOJKET IIPUBECTU K BTOPUYHOMY
KOMIICHCATOPHOMY ~METa0OJIMUYECKOMY ajKajo3y: uYacToTa W CTelneHb J3Toro 3ddexra
HE3HAYUTEIIbHBI.

Tayuenmsi ¢ caxapuvim ouabemom

VY nanueHToB ¢ caxapHbIM AHabeToM 1 Tuma (0MacHOCTh CIIOHTAHHOTO YBEIMUYEHHS CO/EPKaHUS
MOHOB Kallui B IJJa3M€ KpPOBH) JIEYEHHE JOJKHO HayMHAThCs ¢ 0ojiee HUBKMX 103 M TOJ
THIATEIBbHBIM MEJUIIUHCKUM KOHTPOJIEM.

[Ipy HazHaueHMM T[penapara MalUMEHTaM C CcaxapHbIM JMa0eToM, MOJIyYaroluM
TUIIOTJIMKEMUYECKHE CPEJCTBA I IpHeMa BHYTPb WM WHCYJIWH, B TEYEHHUE NEPBOrO MeECsla
Tepanuy HEOOXOJUM PEryJSPHbIM KOHTPOJb KOHIIEHTPALMHU TIIIOKO3bl B KpoBU. HeoOxoaumo
KOHTPOJIMPOBAaTh YPOBEHb TJIIOKO3bl B KPOBU Y MAIlMEHTOB C CaXapHbIM JMA0ETOM, OCOOEHHO
[P HAJIMYUU TUITOKATHEMHH.

AMIIOUIIMH + MHAANAMHUI + IEPHHIOIPHII

Hapywenue ¢ynkyuu nouex
[Tpenapat Ko-/lanbHeBa mpOTUBONOKA3aH NallMEHTaM C TSKEJBIM HapylIeHHEeM (YHKIIMH MOYeK
(KK menee 30 mi/mun) (cMm. pasaen 4.3.).

Y nauueHToB ¢ yMmepeHHbIM  HapymieHueM — Qynkuumu  nodek (KK 30-60 mu/mun)
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MPOTUBOIIOKa3aHO MpuMmeHeHue npenapara Ko-/lanpHeBa B no3upoBKax, coaepskamux 10 mr
NepuHAONpUIa U 2,5 Mr nHaanaMua (T. €. 103upoBku npenapara Ko-JlaneaeBa 5 mr + 2,5 mr +
10 Mmr u 10 mr + 2,5 mr + 10 mr).

VY HEKOTOpBIX MAalMEHTOB C apTEepPHAIbHOIN THrepTeH3uel 0e3 MpeAlIeCTBYIOIIEr0 OYeBUAHOIO
HapylieHuss (yHKIMM TMOYeK Ha (OHE Tepamuu MOTYT HOSIBUTHCS J1IaOOpaTOpHbIE MPU3HAKU
(YHKIMOHATIHHON MOYEYHOW HEAOCTATOYHOCTH. B 3TOM cilydae jeueHHe MpernapaToMm CleayeT
npeKkpaTuth. B nanpHeillmeM MOXXHO BO300OHOBUTH KOMOWHUPOBAHHYIO TEPAIUIO, HCIIOJIB3YS
HU3KHE J03bl KOMOMHALIMY MEPUHAONPUIA U UHAANaMuIa, JM00 MPUMEHSATh 3TU MpernapaThl B
peXUMe MOHOTEpAIHUU.

TakuMm manMeHTaM HEOOXOAUM PEryJISpHBIH KOHTPOJb COJAEPKAaHHs Kajdus W KOHICHTPAIUH
KpeaTMHHHA B CHIBOPOTKE KpPOBU uepe3 2 HEJENM IOoce Hayala Tepalnud U B JajbHEiIieM
Kaxaple 2 mecsna. IlodyeyHas HEZOCTaTOYHOCTh 4Yalle BO3HMKAET 4Yalle MPOUCXOAUT Yy
nanueHToB ¢ XCH Tspkenol cTeneHd WU UCXOAHBIM HapylieHHeM (YHKLIWU MOYEK, B TOM
YHCJIe IPU CTEHO3€E MOYEUHOM apTepuu.

[Tpenapar Ko-/[asibHEBa HE PEKOMEHJIOBAH MAlMEHTAM C JIByCTOPOHHHM CTE€HO30M IOYEYHBIX
apTepuil UM CTEHO30M apTEpUU €IMHCTBEHHOW (yHKIMOHUpYIomel nouku. CyliecTByeT pucK
apTepUaNbHON THIOTCH3WH W/WIM TOYeYHOH HexoctarouyHoctd (mpu  Hammumu XCH,
00€3BOXKMBAaHUS U CHIJKEHHUS COJEpXKAHUS 3JIEKTPOJIMTOB B IIa3M€ KPOBU M T. J.): IpH
HEKOTOPBIX MATOJIOTMYECKUX COCTOSHMSX MOYKET OTMeYaTbcs 3HauuTenbHas aktuBauus PAAC,
0COOEHHO TP BBIPAKEHHON TUIOBOJIEMUH M CHWKEHHMH COJIEPXKaHMs 3JIEKTPOJIUTOB ILIa3Mbl
KpoBH (Ha (hoHe OeccoyieBOil NMEThl WM JIUTENBHOTO MpUeMa JAUYPETUKOB), Y MAIMEHTOB C
UCXOAHO HU3KUM AJl, CTEeHO30M MMOYE€YHOW apTepuu (B TOM umcie, ABycTopoHHUM), XCH umu
LUPPO30M MEYEHH C OTEKaMH U aCLIUTOM.

bnokana PAAC unruburopamu AII® MoxeT compoBOXIaThCs pe3KUM cHukeHueMm AJl n/mmm
MOBBIICHUEM KOHIEHTPALlMU KpPEaTMHUHA B IUIa3ME€ KPOBH, CBUIETEIBCTBYIOLIMM O PAa3BUTUU
(YHKIMOHAJIBHOMN MMOYEYHOM HETOCTaTOYHOCTH. DTH SIBJICHUS yallle HaOII0al0TCs MpH mpuemMe
NIEPBOM J103bI IIpenapaTa Wik B TEUEHUE MEPBBIX JBYX HeAenb Tepanuu. MHoraa atu cocrosHus
pa3BUBAIOTCS OCTPO U BpeMs UX Hayajla MOXET BapbHpOBaTh. B Takux ciydasx BO30OHOBIATH
TEepanui0 peKOMEHAyeTCsl, HauuHasi c Oojiee HU3KUX [03, MOCTENEHHO HX YyBenuuuBas. Y
nanueHToB ¢ MBC m 1epeOpoBacKyIsspHBIMU 3a00JIeBaHUSIMUA pe3koe cHikeHue AJl moxer
MPUBECTU K UH(PAPKTY MUOKApa UM HAPYIIEHUIO MO3TOBOTO KPOBOOOpAaIIEHNS.

Tuazuansle ¥ THA3UA0NO00HBIE AMYPETUKH 3((HEKTUBHBI B IOJHOW Mepe TOJIbKO Y MallMeHTOB

C HOpMAaJIbHOW MJIM HE3HAYMTEIbHO HapylleHHOU (QyHKIMel movek (KOHIEHTpaluus KpeaTHHUHA
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B IIa3ME€ KPOBHU Yy B3POCHBIX TAIUEHTOB HUXE 25 Mr/n wmu 220 MKMOB/). Y TalueHTOB
MO>KHJIOrO BO3PACTa YPOBEHb KPEATUHUHA CIEAYET OLEHUBATH C YYETOM BO3pacTa, MacChl Tejaa U
oJIa.

B Hauane nedeHuss TUypeTHUKaMU y NALMEHTOB M3-3a TMIIOBOJIEMHHM U THIIOHATPUEMHUU MOKET
HaOmonaTecsi BpeMeHHoe CcHikeHue CK® u mnoBpllIeHME KOHILIEHTpAlMM MOYEBUHBI U
KpeaTHHUHA B IJIa3Me KPOBU. DTa TPaH3UTOpHAs (HyHKIIMOHAJIbHAS MOYEUHas! HEOCTaTOYHOCTh
HE OITacHa JUIsl TAIIMEHTOB C HEM3MEHEHHOW (PYHKIIMEH IMOYeK, OJJHAKO Yy MAIMEHTOB C UCXOIHOM
[IOYEYHON HEAOCTATOYHOCTBIO €€ BBIPAKEHHOCTh MOKET YCUIIMTHCS.

[TanueHTbl ¢ NMOYEYHOM HENOCTATOYHOCTBIO MOTYT IMPUHUMATh aMIIOJUIIMH B CTaHJIAPTHBIX
no3ax. M3MeHeHus IIa3MEHHBIX KOHILIEHTPAaUHUWd aMIIOAUIIMHA HE KOPPEIUPYIOT CO CTENEHBIO
HapylIeHus PyHKIIUY TOYEK.

CrenuanbHbIX uccae10BaHUI no IPUMEHEHUIO KOMOHMHAIINH
aMJIOIMTIUH + WHAANIAMU]T + TIEPUHAOIPUII TIPU TTOYEYHON MUCPYHKIUHN HE MPOBOAWIOCH. [Ipn
npuMmeHenun npenapara Ko-JlanbHeBa npu HapyiieHud (yHKUIUU MOYEK, CIAEAYET YUUTHIBATh
3¢ PeKThI, OTMEUCHHBIE ITPH MTPHEME OTAETHHBIX KOMIIOHEHTOB TIperapara.

Cooepoicanue uonog Kanus 6 niasme Kposu

OnHoBpeMEHHAasl TEpanus UHAANAMUAOM, IEPUHAOIPUIOM U aMJIOJUIIMHOM HE MPEAOTBPALIAET
pa3BUTHE TUIIOKAIMEMUHU, B OCOOEHHOCTH y MAallMEHTOB C CaXapHbIM UA0ETOM WU MOYEYHOU
HEZ0CTaTOYHOCThI0. Kak M B ciyyae NPUMEHEHMS IPYTMX AHTUTUIIEPTEH3UBHBIX CPEACTB B
KOMOMHAIIUK C JAUYPETUKOM, HEOOXOAUM PETyJIPHBIM KOHTPOJIb COAEpPNKAHHUS MOHOB Kallus B
I1a3Me KpOBH.

'unepkanuemMuss MOKET pa3BUBATbCS Yy HEKOTOPBIX ITAlMEHTOB BO BpEMs JICYECHUS
unruoutopamu AllD, B Tom umcine u nepunaonpusoMm. Murudutopslr AII® moryt BbI3bIBaTh
TUIEPKAIMEMHUIO, TOCKOJIbKY OHM HWHTUOMPYIOT BBICBOOOXKIEHHE allbJoCTepoHa. JlaHHBIH
3ppeKT 0OBIYHO HE MMEET KIMHHYECKOro 3HAueHHs Y MAIMeHTOB C HOpPMalbHON (GyHKuUMEH
noyek. PakropamMu pUCKa TUIEPKATUEMUHN SBIISAIOTCA MOYEYHAsT HEJOCTATOYHOCTh, YXYALICHUE
(GYyHKIMU MOYeK, MOXKHIoNW Bo3pacT (> 70 ner), caxapHblil 1uabeT, HEKOTOPbIE COMYTCTBYIOIINE
COCTOSTHUS (AeruapaTaius, ocTpasi JeKOMIIEHCAllUs CepAeUHON 1eATeIbHOCTH, METa00INYECKU
aIua03), OJIHOBPEMEHHBIN pUeM KanuicOeperaronmx IMypeTHKOB (TaKuX KaKk CIIUPOHOIAKTOH,
SIUIEPEHOH, TPUAMTEPEH, aMIIIOPU]T), IPENapaToB Kalus WU KaluicoAepKalluxX 3aMeHHUTeNIen
MUIIEBOH COJIM, a TakXKe MPUMEHEHHE JPYIHMX CpEACTB, CIOCOOCTBYIOIIMX MOBBILICHHUIO

COACpKaHNd HOHOB KajlIWsd B IUIA3ME KpPOBHU (HaHpI/IMep, rélmapuH, KO-TPUMOKCA30JI, T. €.
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KOMOUWHaIMs Cyiab(aMeToKca3on + TPUMETOIIPUM) M OCOOCHHO AaHTaroOHUCTOB abJOCTEPOHA
nwmn  APAIl. TlpumeHeHue mNHINEBBIX J0OABOK/TIpENapaToB Kalds, KalukcOeperarmmx
JUYPETUKOB, KAJIMMCOJAEPKAIIMX 3aMEHUTENEH MMIIEBOM COJM MOXKET IPUBECTH K
3HAYUTEIIbHOMY TOBBIIICHUIO COJEP>KAaHUSl Kallus B IJIa3Me KPOBH, OCOOCHHO y MAalMEHTOB CO
CHIDKEHHOM (yHKUMeH modek. [umepkaniueMusi MOXET HPUBECTH K CEPbE3HbIM, WHOT/IA
daTasbHBIM HapylieHusM puTMma cepamna. KamuiicOeperaromme muypetuku u APA Il cnemyer
MPUMEHSATh C OCTOPOKHOCTHIO y MAI[MEHTOB, MOdydaoImux UHruouTopsl All®, Takxe cienyer
KOHTPOJIMPOBATh yYPOBEHb KU B CHIBOPOTKE KpoBU W (yHKIMIO Todek. Ecimm HeoOxommm
KOMOMHHMPOBAHHBIA MpPHUEM YKa3aHHBIX BBIIIE CPEJCTB, JICYEHHE MIODKHO MPOBOJUTHCA C
OCTOPOXKHOCTBIO, Ha (DOHE PETYJSIPHOTO KOHTPOJIS COJEP:KaHWS HMOHOB KAl B CHIBOPOTKE
KpoBu (cM. pasaen 4.5.).

Tepanus THAa3UAHBIMU W THA3HIOMNOJOOHBIMH JUYPETUKAMH CBSI3aHa C PHCKOM pAa3BUTHUS
TUTIOKaTUEMUU. [ UIokammeMuss MOXKET BbI3BaTh MbIIIEUHBbIE paccTpoiicTBa. Coo0Imanocs o
ciIyJasix pabJIoMUOJIN3a, B OCHOBHOM Ha ()OHE TsDKEoW Turokamremun. HeoOxoaumo n3berarsb
runokameMuu (< 3,4 MMOJIB/TT) y CIICAYIOIIUX KATETOPHH MAIMEHTOB W3 TPYIIBI BBICOKOTO
pHUCKa: TAIMEHTOB TOXHJIOTO BO3pacTa W/WIM WCTOIIECHHBIX IMAlMEHTOB (JaKe €CIM OHU He
MOJy4aloT COYETAHHYI0 MEIWKAMEHTO3HYI0 TEpaluio), IMAlUEeHTOB C LHUPPO3OM IEYEHH C
orekamMu U acuutoMm, nanueHToB ¢ UBC, XCH. 'mnokanvemust y 3TMX NAaUMEHTOB YCHUIIMBAET
TOKCHYECKOE JE€HCTBUE CEPACUHBIX TTTMKO3UA0B U MOBBIIIAET PUCK PA3BUTHUS APUTMUMU.

K rpynme pucka Takxke OTHOCSATCS MAMEHTHl C yIJTWHEHHbIM uHTepBasioM QT, mpu 3TOM He
MMEET 3HAYEeHUs, BbI3BAHO JTO YBEJIWYEHUE BPOXKICHHBIMU NPUUYMHAMU WIH JIEUCTBUEM
JIEKapCTBEHHBIX CPEJICTB.

['unokanuemusi, Kak ¥ OpaauKapAusi, CIOCOOCTBYET PA3BUTHUIO TSKENbIX HApYIICHUNW pUTMa
cepilla, B YaCTHOCTH, TMOJUMOPGHOMN KEIyJOUYKOBOM TaXWUKapIWU THIMA «IIHPYIT», KOTOpas
MOXXeT ObITh (haTampHON. BO BCeX ONHMCAHHBIX BBINIE CAydasXx HEOOXOAUM pETyJISIpHBIN
KOHTpPOJIb COJEPKaHMsI MOHOB Kallis B IJIa3Me KpoBH. [lepBoe m3mepeHue copepxaHus HOHOB
KaJIist HEOOXO0IMMO TIPOBECTH B TEUEHHWE TIEPBOI HEEIN OT Havajia TEPaITHH.

[Tpu BBISIBIEHUH TMIIOKAIUEMHUH JOJKHO OBITh HA3HAUYEHO COOTBETCTBYIOIIEE JICUCHHUE.
['unokanuemusi, oOHapyXeHHasi B COYETAHUM C HU3KUM COJCpPKAHHEM MAarHusi B CBHIBOPOTKE
KPOBHU, MOXET OBITh PE3UCTEHTHOH K JICUCHUIO, €CITH HE KOPPEKTUPOBAThH COJACPIKAHNE MArHUs B
CBIBOPOTKE KPOBH.

HauueHmbz NnOJ2HCUTIOC0 803pacma
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[epen HayamoOM mpueMa mpernapara HeoOX0IUMO OLEHUTh PYHKIIMOHATIBHYI0 aKTUBHOCTh MOYEK
U COJIep)KaHUEe MOHOB KalWs B IJIa3Me KpoBH. B Hawasne Tepamnuu j03y mperapara mojaduparor,
YUYUTBIBas CTeneHb CHKeHus AJl, ocooenHo B ciyyae camkenust OLIK u motepu 371eKTpoIUTOB.
[Tog00HBIE MEPBI MO3BOJISIFOT U30€XKATh Pe3Koro CHKeHust A/,

VY ManueHToB MOXKUIOTO BO3PAcTa YBEJINYCHUE A03bI CIIEIYET IPOBOIUTH C OCTOPOIKHOCTBIO (CM.
pazaenbt 4.2. 1 5.2.).

Cnopmcmenvl

[Ipn Ha3HAueHWH TMpemnapara CHOPTCMEHAM CIIEAYeT YYHTHIBATh, YTO IMpermapaT COJEPIKUT
JICHCTBYIOIIEE BEIIECTBO (MHIAMAaMUJI), KOTOPOE MOXKET JaBaTh MOJOKHUTEIBHYIO PEAKIHIO MPH
JIONTMHT-TECTaX.

BcrnoMmorarensHble BellecTBa

JlaHHBII JIeKapCTBEHHBIN TIpenapar coaepkut MmeHee 1 mmons (23 Mr) HaTpus Ha 1 TabneTky, TO
€CTbh, 110 CYTH, HE COJIEPKUT HATPHUS.

4.5. B3amMogelicTBMe C JAPYIrHMH JIEKAPCTBEHHbIMHM IIpenaparamMd W JApyrue BH/bI
B3aMMOJEHCTBUI

JlaHHbIC KIIMHAYECKUX HMCCIICIOBAHUN MMOKA3bIBAIOT, 4TO JABOMHAs Onokana PAAC B pesynbrare
OJIHOBpeMEHHOro mnpuemMa HHruoutopoB AllD, APA Il wunum anuckupeHa TMPUBOIUT K
YBEIMYEHUIO 4YacTOThl BO3HUKHOBeHMs1 Takux HP, kak aprepuasbHas TUIIOTEH3US,
TUIepKalueMus U HapyleHue GyHkiuuu nouyek (Bxitouas OITH), mo cpaBHEHMIO € CUTYyalUsAMU,
KOTJ1a PUMEHSIETCS TOJIBKO OJIMH Tperapar, Bo3aeicTBytommii Ha PAAC (cm. pa3aenst 4.3., 4.4.
u5.1.).

JIekapCTBEeHHBIE IIpenapaThl, IOBLIIIAIIINE PUCK PA3BUTHUS aHTHOHEBPOTHUYECKOIO OTEeKa

Hneubumopul nelimpanvHotl 2H0onenmuoasvl

OpnHoBpemeHHOe npuMeHeHue MHruoutopoB AIID ¢ koMmOuHaimell BaicapTaH + cakyOUTpHI
IPOTHBOIIOKA3aHO, TaK KaK 3TO YBEJIWYMBAET PUCK aHTMOHEBPOTHYECKOTO OTEeKa (CM. pa3jieibl
4.3.u4.4.). llpumeHenne KoOMOMHALIMU BaJIcapTaH + CaKyOMTPHII BO3MOXHO HE paHee 4eM depe3
36 wacoB moOcCie TPUMEHEHHUs TOCIEAHEH 03Bl MepuHaonpuia. [IpuMeHeHne NepuHIonpuIa
BO3MOXKHO HE paHee ueM yepe3 36 4acoB IOcje MPUMEHEHHUS MOCIeAHEH 103bI KOMOWHAIUU
BasicapTaH + cakyouTpui (cM. paszaenst 4.3. u 4.4.).

OnHoBpeMeHHOE MpuMeHeHne MHruouTopo AIID c¢ panekanorpmwiom, uaruoutopamu mTOR
(HampuMmep, CHUPOJIMMYC, OBEPOJUMYC, TEMCHPOJIMMYC) U TJIMOTUHAMHU  (HaIlpHUMep,
JIMHATIIMITAH, CAKCATJIMITHH, CUTATJMNTHH, BIIAATJIANITAH) MOXET MPUBECTH K IMOBBIIICHUIO
pHCKa aHTHOHEBPOTUYECKOI'0 OTeKa (cM. pa3zaen 4.4.).

Txanesvie akmueaniopbsl nild3muHocena
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B oOcepBallMOHHBIX  HCCIEIOBaHMAX  BBIBIEHA  IOBBILIIEHHAs  4acTOTa  Pa3BUTHA
AQHT'MOHEBPOTUYECKOTO0 OTEKa Yy MAlMEHTOB, NpuHUMaBmMX uHruoutopel AIID, nocne
NPUMEHEHHS AJITEeIUIA3bl UI TPOMOOIMTHYECKON TEpauyi UIIEMUYECKOTO HHCYJIIbTA.

IIpenapaTsl, BEI3BIBAIOIINE THIICPKATTHEMHIO

HecmoTps Ha TO, 4TO ypOBEHB Kajisl B CBIBOPOTKE KPOBU OOBIYHO OCTAETCs B IpeJesiaX HOPMBI,
y HEKOTOpBIX MAIMEHTOB, MNpuHUMaromux mpenapar Ko-JlaabHeBa, MOXKET BO3HMKHYTH
runepkanuemus. Hekoropble mpenaparbl MOTYT IOBBILIATh PUCK PA3BUTHS TUIEPKAIUEMUU:
QIMCKUPEH, CONM Kaius, KajuiicOeperarouie IUypeTUKH (HampuMmep, CHHPOHOJIAKTOH,
TpUaMTEPEH WU aMWJIOpHN), UHTUOUTOPEI AllD, APA I, HECTEPOUIHbIE
npoTtuBoBocnanurenbubie npenaparsl (HIIBII), remapunbl, HMMyHOIENpPECCAHThI, TaKUE Kak
IUKJIOCIOPUH WJIH TaKpOJUMYC, TPHUMETONPUM U KO-TPUMOKcazosl (cysbdameTokcazon +
TPUMETOIIPUM), MTOCKOJBbKY TPUMETONPUM, KaK M3BECTHO, JEMCTBYET Kak KaiuiicOeperarouiuii
auypetuk amuiopun. OpHoBpeMeHHOe mpuMmeHeHue npenapata Ko-JlanpHeBa ¢ 3TUMH
JIEKapCTBEHHBIMU  CPEJICTBAMHU IMOBBIIIAET PUCK pa3BUTUS runepkaiveMuu. Iloaromy
OJIHOBpPEMEHHOE NnpuMeHeHue npenapara Ko-J/lanbHeBa ¢ BbIIIENIEpeUnCICHHBIMU NIpenapaTaMmu
He pekoMmenayercs. Eciiu HeoO0XouMo OHOBPEMEHHOE MPUMEHEHHUE, UX CIIENYEeT MPUMEHSTH C
OCTOPOKHOCTBIO M C YaCThIM KOHTPOJIEM YPOBHS KaJMsl B CBIBOPOTKE KPOBH.

IIpoTuBONOKAa3aHHBIC COYCTAHMS JICKAPCTBEHHLIX CPEJICTB (CM. pa3acii 43)

Anuckupen u nekapcmeennvle npenapamsi, cooepicaujue arucKupeH

OnHoBpeMeHHOe NpuMeHeHne MHruoutopos AII® ¢ mpemnaparamu, copep)kKalllMMy aJIUCKUPEH,
MPOTUBOMNOKA3aHO Yy MAllMEHTOB C CaxapHbIM AMA0ETOM W/WIM YMEPEHHBIMU WIIU TSXKEIBIMU
Hapymenusamu Qynkiun nodek (CK® < 60 mn/mun/1,73 M? momaam HOBEPXHOCTH Tea), Tak
KaK BO3pacTaeT pPHUCK BO3HMKHOBEHMS THIEpPKATUEMHH, YyXyAIIeHUs (YHKIUU TOYeK,
MOBBILIECHHS YaCTOThI CEPACUHO-COCYTUCTBIX COOBITUHN U CEPAEUHO-COCYUCTON CMEPTHOCTH.
Anumazonucmul peyenmopog aneuomensuna |l

OpnnoBpemeHHoe npuMeHeHne HHruouTopoB AII® ¢ APA Il npoTuBonokasaHo y maiyeHTOB ¢
nuadeTnveckoi Heponaruei (cM. pasnen 4.3.).

DKCcmpakopnopansHvle Memoobl JedeHus

OKCTpakoprnopajbHble METOJbl JI€UEHHUs, NMPUBOJAAIIME K KOHTAKTy KPOBU C OTPHUIATEIHHO
3apsOKEHHBIMU TIOBEPXHOCTSIMM, TaKue Kak JAHadn3 HWIM TeMOQWIbTpalus € HEKOTOPbIMU
BBICOKOIIPOTOYHBIMH MeMOpaHamH (HampuMmep, MOTHaKpUIOHUTPHIIOBbIE MeMOpaHbl) U adepes

JIMTIONIPOTENHOB HHU3KOM INIOTHOCTH C MCIOIH30BaHUEM ACKCTpaHa cym)(baTa, IIPOTUBOIIOKA3aHbI
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M3-3a MOBBIIIEHHOTO PUCKa PAa3BUTHS TSKENbIX aHAa(UIAKTOUIHBIX peakiuil (cMm. pasnen 4.3.).

Ecnu takoe neuenne HGO6XO,Z[I/IMO, CICAYECT paCCMOTPETh BO3SMOKHOCTD MCITIOJIB30OBAHHUA APYT'OI'O

TUMA JAUATM3HOM MeMOpaHbI

IpernapaToB.

HJIM TINPUMCHCHHA JPYyroro KiacCa aHTUTHIICPTCH3HMBHBIX

HeiicTByrome

€ BeleCTBO

JlekapcTBeHHBIN Npenapar,
¢ KOTOPBIM YCTAHOBJIEHO

B3auUMoOJelcTBHE

Onucanne MexaHU3Ma B3aNMOIeHCTBUSA

HepekomenayeMble coueTaHHS JIeKAPCTBEHHBIX CPEICTB

AMItoTunuH

HantponeH (B/B) BBeACHHE)

VY nabopaTOpHBIX XUBOTHBIX OBUTM OTMEYEHBI CIIydau
GUOPMILIAIIN  KETYAOYKOB C JIETAIBHBIM HCXOJOM H
KoJslaricoM Ha (oHe TPHMEHEHHWs BepamaMmmia U B/B
BBE/ICHHS

AaHTPOJICHA, COIIPOBOKAABIINECH

TUINEpKaIUEeMUEH. BcenenctBue  pucka  pa3BUTHA
TUNEPKATUEMHAH CIEAyeT WCKIIIOYUTh OTHOBPEMEHHBIIN
npueM BMKK, B TOM uncne aMmaoauIMHa, y MalKUEHTOB,
MOJIBEP)KEHHBIX 3II0KaYECTBEHHOW THIIEPTEPMHUH, a TAKKE

IIPY JICYEHUH 3JI0KaYeCTBEHHOMN IHIIepTEPMUH.

['pefindpyT 17001

rpermnpyTOBBIi COK

OnHOBpEMEHHBIN TprUeM aMIIOAWIIAHA W YIOTpeOiieHue

Wi rpeiindpyroBoro  coka  He

rpeindpyTos
PEKOMEH/IyeTCSI B CBS3M C BO3MOXKHBIM ITOBBIIICHHEM
OMOJOCTYITHOCTH aMJIOIUIIMHA Y HEKOTOPBHIX MAalMEHTOB,

4TO, B CBOIO 0OYEpPCb, MOXET IMPUBECTU K YCHIICHUIO

a¢dexroB camkeHus A/l

ITepunnonpun

AnucKupeH

VY nanueHToB, HE MMEIONIMX CcaxapHoro aualdera WU
Hapymenus Qyakiauu nodek (CK® < 60 mu/mun/1,73 m?
IUIOIIAIA TOBEPXHOCTH Teja), BO3MOXKHO IOBBIIICHUE
pUCKa THICPKAIUEMHUH, YXYIIICHUS (YHKIUH TOYEK U
TIOBBINICHHS CEPJICYHO-COCYIUCTOH 3a00JIeBaEMOCTH |

cMmepTHOCTH (cM. paszaen 4.4.).

CoBMmecTHas TCpanusd C

uHruoutopamun  All® u
OnokaropaMH  pELEnTOpOB

AHIT'MOTCH3MHA

B nwmrepatype cooOmanoch, 4TO y MAUEHTOB C
YCTaHOBJICHHBIM aTEPOCKIIEPOTHUECKUM 3a00JIEBaHHEM,
XCH i caxapHbpIM AMa0ETOM C MOpakeHHEM OPTaHOB-
MHUILEHEW 0JHOBpeMeHHas Tepanus nHruoutopom AllD u
APA Il cBs3ana ¢ Oosnee BBICOKOW YacTOTOW Pa3BUTHUS

apTepHaIbHON TUIIOTEH3UH, 0OMOPOKa, TUIIEPKAINEMUH U
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yxyameHuss ¢yHkiuu modek (Bkmouas OITH) 1o
CpPaBHEHHIO C NMPHUMEHEHHUEM TOJBKO OJHOTO Tpernapara,
prustrommero Ha PAAC. JlpoiiHas Onokama (Hampumep,
npu couetanuu uHruoutopa AIl® c APA II) nmomxna
OBITH OrpaHHYCHA OTAENBHBIMHU CIIyYasMH C TIIATEIbHBIM
MOHUTOPUHTOM (YHKIMH TOYEK, CONCpKaHUS Kamus |

AJl (cm. paznen 4.4.).

OcTpaMyCcTHH OnHOBpEMEHHOE TPHMEHEHHWE MOXET MPUBECTH K
MOBbIIECHHUIO prucka HP, Takux Kak aHTMOHEBPOTHUECKHUHA
OTEK.
KanmiicOeperarorme [Munepkamuemust (C BO3MOXXHBIM JICTATLHBIM HCXOIOM),
auypetdkd  (TakMe  KaK | ocoGeHHO ~ NpPH  HApymIEHHH  (QYHKIMH  TOYEK
TpHUaMTCpeH, aMuIopHN), (omoTHUTENBHEIC 3G eKTHl, CBSI3aHHBIC c
COH KamuA TUTIepKaTUEMUECH).
CoueraHnue TEPUHIONPUIA C  BBIIICYHOMSHYTBHIMH
JEKapCTBCHHBIMH ~ TIperapaTaMd HE  PEKOMEHIYeTCs

(cM. paznen 4.4.). Ecnu, Tem He MeHee, OJHOBPEMEHHOE

IMIPUMCHCHUC IIOKa3aHo, ux ciIeayer IIPUMCHSTD,

coOmogasi Mepsl NPEIOCTOPOXKHOCTH M PEryJIsipHO
KOHTPOJIUPYS COJIepKaHUe KaJlusl B CBIBOPOTKE KPOBH.
OcobeHHOCTH TpUMEeHeHHs1 cnupoHoiakToHa npu XCH

OIMUCaHbl B MOJApasaciie «CoueTaHus JICKApCTBCHHBIX

CpelcTB, Tpedyrolie 0c000r0 BHUMAaHUS.

Nananamug +

NEPUHIOTIPHIT

[IpenapaTs! nuTHS

HpI/I OAHOBPEMCHHOM MNPUMCEHCHHUU IIPCIIAPATOB JIUTHUA U

uHTHONTOpOB  AII® MOXET BO3HHKATH OOpaTuMoe
NOBBIICHUE COJEPXKAaHUS JIMTUSL B IUJIa3Me€ KpPOBH H
CBSI3aHHBIE C 3THUM Tokcuueckue 3¢ddexter. CoBMecTHOE
NpUMEHEHHEe KOMOWHAIMY TEPUHAONPWIAa U HHAAIAMUAIA
C mpemapaTamMyd JIMTUS HE peKoMeHayercs. B ciyuae
HEOOXOIUMOCTH TaKOW Tepamnuu JAOJDKEH HPOBOAUTHCS
PETYJISApHBIA KOHTPOJb COAEpXkKAHWS JUTHS B IJIa3Me

KpoBH (cM. paznen 4.4.).

Coueranus JIEKAPCTBEHHBIX CPEACTB, Tpeﬁymnme 0c000ro BHUMaHHS

AMitonunuH

WnnykTopel  u3odepmeHTa

HpI/I OIHOBPEMCHHOM NPUMCHCHUH HN3BCCTHBIX
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CYP3A4

uaaykropoB m3opepmernra CYP3A4  KoHIEHTpaius
aMJIOJIUTIMHA B TUIa3ME MOXKET BapbHpoBaThes. [loaTomy
HEoOX0oAMMO KOHTpoJmpoBaTh AJl W KOPPEKTHPOBATH
03y Kak BO BpeMs, TaK M TIOCIE COBMECTHOTO
NPUMEHEHUSI ¢ MOIIHBIMH HHIYKTOpaMH H30(epMeHTa
CYP3A4 (mampumep, ¢ TakuMH Kak pHUGBaMITALINH,

3Bepo00ii MPOABIPSABICHHBIN ).

Wurndurops

CYP3A4

n3zodepmenTa

OnHOBpEMEHHOE MPHUMEHEHHWE aMJIOJUIHMHA M MOIIHBIX
m0o yMmepeHHbIX MHrHOuTOpoB nzodepmenta CYP3A4
(MHTHOUTOPHI MPOTEas3bl; MPOTHBOTPHOKOBBIEC TIPETapaThl
TPYIIBI a30JI0B; MaKpOJIWABIL, HAapUMEp, 3PUTPOMHULIMH
WM  KJIAPUTPOMUIINH;

BEpamaMuiI WKW JUIITHA3EM,

TAKpOIMMYC) MOXKET IPUBECTH K CYLIECTBCHHOMY
YBEJIMYEHUIO KOHLEHTpauuu amwionunuHa. KinHuveckue
MIPOSIBIICHUS YKa3aHHbIX (hapMaKOKMHETHYECKUX
OTKJIOHEHMH MOTyT ObIThb 0Ooyiee BBIPOKECHHBIMH Yy
MAIMEHTOB MOKUWIJIOTO Bo3pacTa. B cBs3M ¢ 3TUM MOXKeT
noTpedoBaThCS MOHUTOPHHI KIMHHYECKOT'O COCTOSHUS H
KOPPEKLHUS 103BI.

NMeercs NOBBILIEHHBIM PUCK pa3BUTHS apTEpPHATBHON
TMIIOTEH3UH Y TaLMEHTOB, NOIYYaIOUINX OJHOBPEMEHHYIO
TEPaNUIo0 KJIAPUTPOMULITHOM U aMJIOAMIIMHOM.

PexomenmyeTcst TaTenbHOE HAOTIOJCHUE 32 COCTOSTHUEM

ManrCHTOB npu OAHOBPEMCHHOM MMPUMCHCHUHN

AMJIOJJUIIMHA U KJIApUTPOMHUILIMHA.

Muananamug

[IpenapaTsl, CIIOCOOHBIE

BBI3BIBATh NOJIMMOP(HYIO
KeNyJOUKOBYIO TaXUKapAHIO

THUIIA «ITAPYIT»

H3-3a pucka Ppa3BUTHUA THIIOKaJIMEMHH ciaeayer

coOMIoIaTh ~ OCTOPOXHOCTH ~ HPU  OJHOBPEMEHHOM

HAa3HAUCHHUU HWHAANIaMuZa C IpeliapaTaMu, CITOCOOHBIMH

BBI3BIBATh MOJUMOP(PHYIO KEITYZOUYKOBYIO TaXUKapPIHIO

TUTIA «IUPYIT», BKJIIOYAs YKa3aHHBIC HWKE, HO He
OrpaHUYMBASICh:
®  aHTHAPUTMHYECKHE npenaparsl Knacca la
(Hampumep, XUHUJIMH, THJIPOXUHUIVH,
JIU30TTHPaMuL);
e aHTHapuUTMHYECKWe  mpemapaTsl  kiacca lll
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(manpumMep, aMHOIApOH, TOMETUINI, UOYTHIIHI,

OpeTHnii, COTajoN);

® HCKOTOpBIE AHTHIICUXOTHYECKUE TMpenaparhl:
(eHOTHA3MHBI  (HampuUMep,  XJIOPIIPOMA3HH,
MaMeMasuH, JICBOMENPOMAa3WH, THOPHUIA3HH,
Tpudiryonepasun);  OeH3amumbl  (HampuMep,
aMUCYITbIPUI, CYJIBITHPH]I, CYJTBTONIPUI,
THATIPHUL); OyTupOhEHOHBI (mampumep,
JIPOTICPHIOI, TAJIOTIEPHION);

e Jpyrue AHTHIICXOTUYECKHUE npenapaTsl
(HanpuMep, TUMO3HN);

e [pyrme Tpemnaparbl (HampuMmep, Oempuani,

u3anpua, IudeMaHwi, SpUTPOMHULUH (B/B)),
ranoaHTpuH, MHU30JACTUH, MOKCH(IOKCAIIMH,
NEHTAMUIIUH, crap@iIoKkcaliH, BUHKaMHH B/B,
METa/I0H, aCTeMH30J1, Tep(EeHANH).

CrenyeT mpeaynpexaaTh pa3BUTHE THIOKATHUEMHH, MPU

HE00X0IUMOCTU MIPOBOJUTH ee KOPPEKLHIO;
KOHTpoJmpoBath uutepBai QT.
Awmdotepurun B (8/B), | YBenmuenue pucka pa3BUTHUSA TUIMOKATHEMHAN
TIIIOKO- u

MHHEPAIOKOPTHKOCTEPOHIBI
(mpm CUCTEMHOM
Ha3HA4YEHHH), TETPAKO3aKTH]L,
cllabuTeNbHbIE Cpe/CTBa,
CTUMYJIUPYIOLIAE MOTOPUKY

KHIIICYHHUKAa

(ammutuBHELM dhdeKT).

Heo0XxouM MOCTOSIHHBIM KOHTPOJIb YPOBHS Kallksl B
IIa3Me KpPOBH, TMPU HEOOXOTUMOCTH — €r0 KOPPEKIHUS.
Ocoboe BHUMaHHWE CIEAyeT VyACHATh MaIMeHTaM,
OJTHOBPEMEHHO TIONYYAIOIIUM CEpJACYHbIC TIHUKO3UIBI.
PexomeHayeTcs MCMONB30BaTh CIaOUTEbHBIC CPECTBA,

HE CTUMYJINPYIOIINE MOTOPUKY KHILIEYHUKA.

Cepz[eqHLIe TJIMKO3W IbI

I'mnokanueMusi W/WiIM  THUIOMAarHUEMHsl  yCHUIIMBAET
TOKCHUYECKOE JIEWCTBHE CEPIEUYHBIX TIMKO3UI0B. Ilpum
OJIHOBPEMEHHOM NPHMEHEHHUN UHAANAMHUAA U CEPIECUHBIX
[JIMKO3UJOB CIIENYET KOHTPOJIMPOBATh COACPKAHUE KaIUs
M MarHus B IUIa3Me KpoBH, mokazatenu OKI' wu, mpu

HEOOXOJMMOCTH, KOPPEKTUPOBATH TEPATIHIO.

AnomnypuHO

CoBMeCTHOE TIPUMEHEHHE C WHIANIAMHIOM  MOXKET

COIIPOBOXKIATHCA ITOBBIIICHHBIM PUCKOM Pa3BUTUA
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peaxkuui MOBBIILIEHHON YyBCTBUTEIHHOCTH K

AJUTOITY PUHOITY.

ITepunponpun

DONUJIEMUOJIOTHISCKAE  HCCIICJOBAHMS  MMOKa3allk, 4TO
COBMECTHOE TmpuMeHeHHe uHTHOMTOpPOB AllDd U
THITOTIIMKEMAYECKUX Cpe/CTB (MHCYITUHEI,
THIOTJIMKEMUYECKUE CPEICTBA JJisi TpUeMa BHYTPb)
MOXET  yCHJIMBaTh  TUMNOTJIMKeMHYECKHH  3ddekt
WHCYJIMHA M THUIOTJUKEMUYECCKHX CPEACTB Ul MpHEeMa
BHYTPh BIUIOTH JIO Pa3BUTHUS TUIOTIUKEMHUH. JlaHHBII
3¢ ekt BeposTHEE BCETO MOXKHO HAOJIOJATh B TEUCHUC
MEPBBIX HEJENb OJHOBPEMCHHON Tepamuu, a TaKKe Y

ManueHTOB C HAPYIICHUCM (bYHKHI/II/I IIOYCK.

l'unornukeMuyeckue
cpencTBa (MHCYNHHBL,
TUTOTIINKEMUYECKHe
cpencTBa JUTS rpreMa
BHYTPb)
KanuitnecOeperaroiue
JUYPETUKU

Y [anueHToB, TMONYYAaONMX JIUYPETUKH, OCOOEHHO
BBIBOJSIIME KHUIKOCTh W/WJIH COJHM, B Hayale Teparuu
NEPUHIONPHIIOM  MOXET HaONIoAaThCsl  Ype3MEpHOE
cHkeHne AJl, pHCK pa3BUTHUS KOTOPOTO MOXKHO
YMEHBIIUTh MyTEM OTMEHBI IUYPETUYECKOrO CpE/CTBa,
BOCIIOJIHCHHEM IIOTEPH KUAKOCTHM WU COJIeH Imepen
HayaJIoOM  Tepaluyd  NEPUHIONPUIOM, a  TakKke
Ha3HAYCHHUEM IIEpUHIONPWIA B  HU3KOH J03€ C
JIaJIbHEUIIINM ITOCTEIIEHHBIM €€ YBEIUYCHHUEM.

I[Ipu aprepuanbHON  TUNEPTEH3UM Y  NALKUEHTOB,
MOJNIYYAIONINX  JUYPETUKHA, OCOOCHHO  BEHIBOJISINIKE
SKMIKOCTh W/WIM COJH, OHM JO/DKHEI OBITH JH0O0
OTMEHEHBI JI0 Hayaja NpUMeHeHus uHrubmropa AIID
(ipu 3TOM KajMitHeCOeperatomui TUypEeTHK MOXKET ObITh
Mo3/Hee BHOBb HasHaueH), JuO0 wuHruourop AllD
JOJDKEH OBITh HAa3HA4Y€H B HU3KOM 03€ C JaJIbHEHUIINM
MTOCTETICHHBIM €€ YBEIMUCHUEM.

IIpu npumeHeHun nuypetukos B ciydae XCH nHrnburop
AII® noipked OBITH Ha3HAYEH B HU3KOM 103€, BO3MOXKHO
MOCJie YMEHBIIIEHHUS J103bl IPUMEHSEMOT0 OJJHOBPEMEHHO
KaJuiiHecOeperaonero InypeTrka.

Bo Bcex ciyuasx ¢GyHKOusS Tmo4YeK (KOHICHTpAIHsI
KpeaTHMHHWHA) JOJDKHAa KOHTPOJHPOBATHCS B TIEpPBbIE

HEJIeIN MPUMEHEHUST HHTHONTOpoB AllD.
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KanmiicOeperarorme
TNy PETUKH (p1uTEepeHoH,

CITHPOHOJIAKTOH)

[IpuMeHeHHe SIUIEPEHOHA MM CIHUPOHOJIAKTOHA B J03aX
ot 12,5 Mr 10 50 MTI B CYTKH B HU3KHX 103 HHTHOHTOPOB

All®: mpu Tteparum XCH -1V ¢pyHKumoHansHOTO

kiracca 1o kinaccudpukamuun NYHA ¢ dpaknueir BeIOpoca
neBoro >xenynouka <40 % wu paHee NPUMCHSIBIIUMUCS
uaruoutopamu AllD u «meTIeBEIMW» TUYPETUKAMH

CyIIECTBYeT pHCK THIEpKaTHeMAd (C BO3MOKHBIM

JIeTaIbHBIM HCXO/IOM), 0COOEHHO B cllyuae

HECOOIOICHNST ~ PEKOMEHIAIINH  OTHOCHTEIBHO  3TOU

KOMOWHAIIUY TIPENapaToB.

Ilepen MPUMEHEHUEM JAHHOM KOMOMHAIIAN

JIEKapCTBEHHBIX TPEnapaToB, HEOOXOANMO YOEIWUTHCS B
OTCYTCTBHHM THUIEpPKAIMEMHH W HapylIeHUuH (QyHKIUH
TOYeK.

Pexomennyetcs perymspHO KOHTPOJHPOBAThH
KOHIICHTPAIMIO KpeaTHHWHA W COJCepKaHUS Kalus B

IJ1a3sM€ KpOBU — CKCHECACIIBHO B HGpBI:IfI MECHL JICUCHUA

1 C)KCMCCAYHO B MOCICAYIOUICM.

PexoMOMHAHTHLIE TKAHEBBIE
AKTUBATOPBI IJIa3MHUHOI'CHA

(rtPA, anreriasa)

[MaumenTsl, monmy4aBmme  MHrHOUTOpH  AIlD

MOJydYaronyue  ainTeriazy s TPOMOOJIMTHYECKOH

Tepanunu Npu OCTPOM HINEMHUYECKOM HHCYJIBTE, MOTYT
UMCETh MOBBIIICHHBIM

pHCK pasBUTHS

AHT'MOHEBPOTHUYECCKOT'O OTCKA.

Wnpanamuyg +

HEPUHAOIIPUII

Baknoden B03MOXXHO yCWIEHHE aHTUTMIIEPTEH3UBHOIO JCHCTBUS.
Crnenyer koHTponupoBaTh AJ] u QyHKIHMIO TIOYEK, MpH
HEOOXOIUMOCTH, TpeOyercs KOPpEKIUsI JI03BI
TUIIOTEH3UBHBIX MPENapaToB.

HIIBII, Bkitovas | OnHOBpeMeHHOe Ha3HadeHue wuHruouropos Alld u

alCTUICAIMIUIIOBYIO HIIBII (ameTHIICATUIIMIIOBAS KHCIOTa B J03€,

KHCIIOTY B 103€ > 3 T B CYTKH OKa3bIBAIOLIEH  IPOTUBOBOCIIAIUTEILHOE  JIEHCTBHE,
WHTHOUTOPBI LHUKIOOKCUT€HA3BI-2 (Ior-2) u

HecenektuBHele HIIBIIT) mMoxxeT mpuBecTH K CHMXKEHHIO

s dexTa.
AIl® wu HIIBII Moxer

AHTUTUIICPTCH3UBHOT'O COHYTCTBYIOH.ICC
IIPUMCHCHUEC I/IHFI/I6I/ITOpOB

NPUBOJIUTh K YXYIIICHUIO (YHKIWUH TOYEK, BKIIOYAS
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paseutrie OIIH w yBenwdeHwe coAcpKaHWsS Kalus B
CBIBOPOTKE KPOBH, OCOOCHHO y TAIIMEHTOB C W3HAYAIIEHO
CHIDKeHHOH (¢yHKImer mouek. Criemyer coOmonaTh
OCTOPOXXHOCTh MpPHU Ha3HAYCHWW [AaHHOH KOMOWHAIWH,
0CcOOEHHO Yy MAlKEHTOB MOKWIOTO Bo3pacTa. llanmeHTs
JIOJDKHBI TIONTy4YaTh afeKBaTHOE KOJIMYECTBO >KUAKOCTH,
CIIeZlyeT PEryJsipHO KOHTPOIHUPOBATh (YHKLHUIO MOYEK,

KaK B Ha4aJI€, TaK U B IIPOLCCCC JICUCHU.

CoueTranue npenaparos, Tpedyioniee BHUMaHHUS

AMItoTunuH

ATOpBaCTaTI/IH, JUT'OKCHH

nnu BaphapuH

B KJIMHMYECKMX HCCIENOBaHUSIX HE OBUIO BBISBICHO
BJIMSIHUSI aMJIOJTUTIMHA HAa TapameTpbl (apMaKOKHHETHKH

aTopBacTaTHHA, TUTOKCHHA WU Bap(hapuHa.

Takponumyc CymecTByeT pHUCK ITOBBILICHHUS KOHLICHTpaluu
TaKpoJIMMyca B IUIa3Me€ KPOBH TIPU OJHOBPEMEHHOM
NpUMEHEHUH C  amJoAunuHOM. Bo  m30exanue
TOKCHUYECKHUX 3¢ peKxToB TaKpoJuMyca npu
OJTHOBPEMEHHOM  TNPHMEHEHWH  OTHX  [penaparos,
TpeOyeTcsi MOHUTOPUHT KOHIIEHTPAIMU TakpoJliuMyca B
Ila3Meé KpOBH M KOPPEKIHsS €ero J03bl  IpH
HE0OXOIUMOCTH.

WNurnburopst mTOR | Uarubutoper  mTOR, Takue  Kak  CHpPOIHMMYC,

(MuIIEHs  parmaMuIMHa B

KJIETKaX MJIEKOTHTAIOMIHX )

TEMCHPOJIMMYC W JBEpOJHMMYC SIBISIOTCS cyOcTpaTaMu
nzopepmenta CYP3A. AMJIOIUINHMH SBISCTCS CIAOBIM
WHTUOUTOPOM nzodepmMenTa CYP3A. IIpu
OJTHOBPEMEHHOM TIpUMEHeHnH ¢ uHrubuTopamu mTOR

AMJIOJJUITMH MOKET YBCJIMYUTH UX SKCIIO3UIHIO.

Huxnocnopux

HccnenoBaHusi  B3aMMOJEHCTBHS — LIMKJIOCIOPHHA |
aMJIOIMIIMHA HE MPOBOIMIIUCH Y 30POBBIX JOOPOBOJIBIIECB
WIN B APYTHX MOMYJISIIMAX, 32 UCKIIIOYCHUEM NalleHTOB,
MEPEHECIINX TPAHCIUIAHTAlMIO TOYKH, Y KOTOPBIX
OoTMedanach BapHaOeIbHOCTh IMOBBILIEHUS HAaWMEHBIINX
KOHIICHTpAIMi IHKIociopuHa (B cpeanem ot 0 o 40 %).
CnexyeT  paccMOTpeTb ~ BO3MOYKHOCTb  KOHTPOJS
KOHIIEHTpAllMi [MKIOCIOpPHHA B IUIa3ME KPOBH Yy
MAlUEeHTOB  [OCIE  TPAaHCIUIAHTAllMM  IOYKH  TpHU

OOHOBPEMECHHOM IPUMEHCHHUU C aMJIOJUITMHOM. HpI/I

25



HEOOXOJUMOCTH J103a LHUKJIOCIIOPUHA MOXET OBITh

CHHMI)KCHA.

CumBacTaTuH

[Ippu  omHOBpeMEHHOM  TIpHEME  HECKOJNBKHUX 103
amonunuaa mo 10mMr m cumBacratmHa 80 Mr OBLIO
OTMEUYEHO yBENMYCHHE KOHIICHTpAIlUd CUMBACTaTHHA Ha
77% 1O CpaBHEHHI0O C W30JMPOBAHHBIM TIPHEMOM
CHMBacCTaTHHA. v MalMEeHTOB, MIPUHUMAFOIITUX
aMJIOIMITHAH, CJEMyeT OrPaHWYUTh MPHEM CHMBAacTaTHHA

110 20 MT' B CYTKH.

[IpoTuBOBHpYCHBIE CpenCTBa

(puroHaBHp)

YBennuuBaet miasMeHHble koHleHTpaiuu bBMKK, B Tom

YHUCJIC aMJIOTUIINHA.

[Ipenapatsl nuTHs

[Ipu onHOBpEMEHHOM MPUMEHEHUH C MIpenapaTaMy JIUTUS
BO3MOKHO YCWJIEHUE MPOSIBIEHUN UX HEMPOTOKCUYHOCTH
(TomHOTa, pBOTA, AWapes, aTakcusi, TPEMOp, 3BOH B

yIIax).

Nunanamug

Mertdopmun

OyHKUMOHANBHAS TIOYeYHAsT HEJOCTaTOYHOCTh, KOTOpas
MOXKET BO3HHKAaTh Ha (DOHE JUYPETUKOB, OCOOECHHO
«TETJIEBBIX», TPU  OJHOBPEMEHHOM  Ha3HAaYCHUH
MeT(GOpMHUHA MOBBIIIAET PUCK PAa3BUTHS MOJOYHOKHCIOTO
anunos3a. He cienyer wucnons3oBaTh MeT()OpMHH, eciiu
YPOBEHb KpeaTMHWHA B TUIa3Me IMpeBblmaer 15 mr/n
(135 mxmonb/n) 'y MyxunH u 12 mr/n (110 MkMonb/) y

JKEHIIHH.

ﬁOHCOIIGp)KElHIHC

KOHTPACTHBIC BCUICCTBA

OO0e3BokuBaHWe  opraHmsMa Ha  (oHe  mpuema
JUYPETUYECKUX CPEJICTB YBEIMYMBACT PHUCK Pa3BHUTHUS
OIIH, oco0eHHO mNpW HCHOIH30BAaHHUM BBICOKUX [103
HoJicoaepKalmnx KOHTPACTHBIX BEIIIECTB. ITepen
MIPUMEHEHUEM HOACOAEP)KAINX KOHTPACTHBIX BEIECTB
nalueHTaM  HeOoOXOJWMO  KOMIICHCHUPOBATh  MOTEPIO

JKUIKOCTH.

Conu KaJbIus

IIpn 0lHOBPEMEHHOM NPHUMEHEHHH BO3MOJKHO Pa3BHUTHE
TUNEPKANBIIMEMUN BCJIEACTBUE CHWXKEHUSI HKCKpELUU

KaJIpIus IMOYKaMH.

Huknocnopux

B03M0HO IOBBIIICHHE KOHLCHTpAallMu KpEaTUHUHA B
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miia3mMe KpoBHU 0e3 HU3MCHCHUA KOHLOCHTpAIunu

[MUKJIOCIIOpYHA, [aXe TpPH HOPMAIBHOM COJAEPKaHUHU

BOJbI 1 HOHOB HaTpUs.

ITepunponpun

AHTI/IFI/IHCpTCHSI/IBHHC

Cpe/ICTBa M Ba30IUIIATATOPHI

[Ipr ogHOBpEeMEHHOM Ha3HAYEHHH C HUTPOTIHIIEPHHOM,
JIPYTUMH HHATPAaTaMW WIH IPYTHEMH Ba30JMIIaTaTOPAMH,

BO3MOJKHO JOTIOJIHUTEIIbHOE CHIDKeHHE AJl.

Annonypusosn,
LUTOCTAaTHYECKUE u
MMMYHOCYTIPECCUBHBIE

CpeACTBa, KOPTUKOCTCPOUIBI

OnHOBpeMEeHHOE TNpUMEHEHHue ¢ uHruOutopamu AllD

MOXET COIMIPOBOKAATLCSA IIOBBIIICHHBIM PUCKOM

JICUKOIICHUH.

(npu CUCTEMHOM

MIPUMEHEHUH ) u

MIpOKaHAMU

CpenctBa ISt obmeit | Uarubutopsr AII® MoryT NpHUBOAWTE K YCHIICHHIO
aHECTEe3UH

AQHTUTUIIEPTEH3UBHOTO 3(eKTa HEKOTOPBIX CPEICTB LIS

00l1el aHecTe3n .

Huypetukn (THa3uOHBIE W

[IpumeHeHne IUYPETUKOB B BBICOKHMX 033X MOXKET

«IICTIICBBICY) NPUBOJIUTh K THIIOBOJIEMHH, a JO0aBJICHHE K Teparuu
MEPUHIONIPHUIIA — K apTEPHATIBHON THIIOTEH3UH.
CuMnaTOMUMETHKH CuUMIIaTOMUMETUKH MOT'YT CHUXAaThb

aHTUTUTIEPTEH3UBHEIN ekt nHrnouTopoB AIlD

IIpenapars! 3050Ta

[Mpu npumenennn wunrnOUTOpoB AIlD, B TOM umcie

NEpUHAOIIpUIIA, nmanueHTaMu, moJry4arouiuMu B/B

npenapaT 30ji0Ta (HaTpus aypoThoManar), Obll OmMcaH
CUMITOMOKOMITJIEKC HUTPUTOUTHBIX peaxuui,
BKJIIOYAIOLIMK B ce0s TMIEPEMHUIO KOXKH JIMLA, TOLUIHOTY,

PBOTY U apTEPUAIIbHYIO THIIOTEH3HIO.

Amitoguiug +
WHIAnaMug +

NEpUHAONIPUIT

munpamuHnogoOHble IIpenapaTsl 3THX KJIaCCOB YCHJIMBAIOT
(TPULMKIITYCCKHE) AHTUTUIIEPTEH3UBHOE JIEHCTBUE W YBEIMYUBAIOT PHCK
aHTH/CTIPCCCAHTD, OpPTOCTATUYECKOW THITOTEH3HH (8 TUTUBHBIN AP HEKT).
HEUPOJIETITUKU

Hpyrue Bo3MOXHO ycuieHHe aHTHrHIepTeH3WBHOTO 3ddekra,
AHTUTHIICPTCH3UBHBIC MPUBOAILIEE K JONOTHUTEILHOMY CHUXKEHHIO Al
cpeacTsa

Koprtukocreponnpi, CHmXeHHe aHTUTHUIIEPTEH3WBHOTO JAEUCTBUS (3a/JepiKKa
TETPAKO3AKTU]L JKUJAKOCTM W HOHOB HATpUsl B peE3yiabTaTe ACHCTBUS
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KOPTHKOCTEPOHUIOB).

IIpoyue exkapcTBeHHbIE B3aMMOAEHCTBUSA

AMJ'IO)II/IHI/IH CI/IJ'I)ICHa(bI/IJ'I HpI/I OOHOBPEMCHHOM INPHUMCHCHHUU aMJIOAWIIMHA U

cnnz[eHachna HC OTMCYCHO YCUJICHUA

AHTUTUIICPTCH3UBHOT'O 3(1)(1)CKT3, KaXXa0ro U3 nperapaTos.

HI/IK.TIOCHOpI/IH AMITOmUIIMH HE OKa3bIBaeT CYHICCTBCHHOI'O BJIMAHHA Ha

(bapMaKOKI/IHCTI/I‘lCCKI/Ie napaMeTpbl HUKJIOCIIOPUHA.

AnroMuHmii/ OmHOKpaTHBIA TpUEM  aTIOMHHHA/MarHAHCOACPKAIIIX
MarHuicoaepxaliue aHTAlMIOB HE OKAa3bIBaeT CYIMICCTBCHHOI'O BIIMAHHA Ha
AHTAIH/TBI

(hapMaKOKHHETUKY aMJIOTUITHHA.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

[Ipumenenue npenapata Ko-/lanbHeBa mnpu OepeMEHHOCTH MNpPOTHBOINOKa3aHo. llpu
IUIAaHUPOBaHUM OEpeMEHHOCTH WIM IpU ee HacTyluleHMH Ha ¢oHe mpuema mnpenapara Ko-
JlasibHEeBa  clelyeT HEMEUIGHHO MPEKpaTUTh IPUEM M HA3HAYUTh  AJIBTEPHATHBHYIO
THIOTEH3UBHYIO TEPAIHIO C JIOKa3aHHBIM MpoQuiIeM 0e30MacHOCTH.

IIpumenenne npenapara Ko-/lanpHeBa HE pEKOMEHIYETCS BO BpEMs I'PYJHOTO BCKAPMIIMBAHHSI.
Heo6x01uMo OLIEHUTh 3HAYUMOCTh TE€pANUU AJIS MaTepU U MPUHATH PEeLICHHE O MPEeKpalleHun
IPYyAHOIO BCKApMIIMBAaHMsI MJIM O IPEKPALICHUH IIpUEMa IIpernapara.

bepeMeHHOCTB

Amnoounun

bezonacHocTh mpUMEHEHMs aMIIOAMIIMHA TNpUd  OEpeMEeHHOCTHM HE YycTaHoBJeHa. B
HKCIEPUMEHTAIBHBIX HCCIEIOBAHUAX HA XUBOTHBIX (PETOTOKCHYECKOE M IMOPHOTOKCHYECKOE
JEICTBHE Npenapara yCTaHOBIICHBI IIPU IIPUMEHEHUH €T0 B BBICOKUX J103aX.

Hnoanamuo

B nacrosmmii MOMEHT HET JOCTaTOYHOTO KOJIMYECTBA JAHHBIX O MPUMEHEHUH HHJAanaMuaa BO
BpeMs OepemeHnHocTH (omucaHo MeHee 300 ciywaeB). [[nurenbHoe MpUMEHEHHE THA3UIHBIX
muypetukoB B III TpumecTpe OGepeMEHHOCTH MOXKET BBI3BIBaTh TMIIOBOJIEMHIO y MaTepu Hu
CHI)KEHHME MaTOYHO-TJIAIIEHTAPHOTO0 KPOBOTOKA, YTO NMPUBOJAUT K (PETOIUIAlEHTAPHOMN UILIEMUU U
3aJiep)KKe pa3BUTHS IuloAa. B penkux ciayyasx Ha (oHe mpueMa TUypeTUKOB HE3a/0JIr0 J10
POJIOB Y HOBOPOXK/ICHHBIX PA3BUBAETCS TUIIOTJIMKEMUSI M TPOMOOIIUTOIICHHUS.

HccnenoBanus Ha )KUBOTHBIX HE BBIABWIIN NIPSMOrO WJIHM HENPSAMOIO TOKCHUECKOTO JEHCTBUS Ha
PENpPOAYKTUBHYIO (DYHKLHIO.

Ilepunoonpun

HpI/IMeHCHI/IC I/IHFI/I6I/ITOpOB AIID ne PEKOMCHAOBAHO K IMPUMCHCHHUIO B IICPBOM TPUMCCTPC
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o6epemenHoctu (cM. pasnen 4.4.). [Ipumenenune naruoutopoB AII® nporuBomnokazano Bo 11 u 111
TpuMecTpe OepeMeHHOCTH (cM. pasaeisl 4.3. u 4.4.).

B Hacrosimuii MOMEHT HET HEONMPOBEPKUMBIX IMHIEMUOJIOTUYECKUX JAHHBIX O TEPATOr€HHOM
pucke npu npueme uHruOuTOpoB AlID B | TpumecTpe OepemenHocTH. OAHAKO HEOOIBINOE
YBEJIMUEHUE PUCKA BO3HUKHOBEHUS HAPYIIEHUN pa3BUTHUs IUIOJA HCKIIOUUTH Henb3d. llpu
IUIAHUPOBAaHUM  OEPEeMEHHOCTH  ClieAyeT OTMEHUTh I[pernapaT M  Ha3HAuuTh JApyTue
THIIOTEH3UBHBIE CPEJICTBA, Pa3pelICHHBIC 11 IPUMEHEHUs Tpu OepeMeHHoCTH. [Ipu BhIsIBICHUN
OEpeMEHHOCTU CIIEyeT HEMENJEHHO NpPEeKpaTuTh Tepanuio uHrubutopamu AllD wu, npu
HEO0OXO0JUMOCTH, HA3HAUYUTD JPYTYIO THIIOTEH3UBHYIO TEPAIUIO.

W3BectHO, uTO Bo3aeiicTBue nHTrHONTOpOoB AIID Ha tutox Bo 11 u III TpumecTpax GepemMeHHOCTH
MO’KET IPUBOJUTH K HAPYIIEHUIO €r0 pa3BUTUsA (CHIKEHUE (DYHKIIUHU MOYEK, OJTUTOIHIPaMHHOH,
3aMeJUIeHne OccU(HUKAIMM KOCTEeW dYeperna) M Pa3BUTHUIO OCIOKHEHUHW y HOBOPOXKIEHHOTO
(mo4eyHas HEIOCTAaTOYHOCTh, ApTEPUAIbHAS TUIIOTEH3US, TUIIEPKAIEMUS ).

Ecin nanuentka nosydana uuHruouropsl AIID Bo II wmnm Il Tpumectpe OepeMeHHOCTH,
PEKOMEHIYETCsSl IIPOBECTU YJIBTPA3BYKOBOE HCCIIEIOBAaHUE [UIsl OLICHKU COCTOSIHUS KOCTEH
yepena U QyHKLUH I0YEK y MII0Ja.

HoBopoxaeHHble, Matepu KOTOpbIX moJjiydanun UHruOutopel AII® Bo Bpemsi GepeMeHHOCTH,
JOJDKHBl HaxXOJUTBHCS IMOJ TINATENIbHBIM MEAMIMHCKUM KOHTPOJEM H3-32 PUCKAa pa3BUTHUS
apTepuanbHOl rUnoTeH3uu (M. paszzensl 4.3. u 4.4.).

Jlakrauus

[Tpenapat Ko-/lanbHeBa He peKOMEHIYETCsl B IEPUO TPYJHOTO BCKapMIIMBAHUSI.

Amnoounumn

AMJIOIUIINH BBIIEISETCA C TPYIHBIM MOJOKOM. J0Ms 103bl, MOJIy4EeHHON MIIAZICHIIEM OT JI03BI,
NOJYYeHHOM MaTepplo, OLEHHMBajlaCh B MEXKBapTHJIBHOM JuanazoHe oT 3 % 1o 7 %,
MakcuMaibHO 15 %. BausiHue amnoaunuHa Ha MJIa/IeHLIEB HEU3BECTHO.

Hnoanamuo

B Hacrosimuii MOMEHT HET JOCTOBEpHOW HMH(OpPMAIMM O BBIIEICHUU HHAANaMUAa WIH €ro
METa0O0JIUTOB C IPYIAHBIM MOJIOKOM.

MosxeTr pa3BUBaThCS T'HMIEPUYYBCTBUTEIBHOCTh K TMPOU3BOAHBIM Cylb(aHUIAMHUAOB U
TUIOKAJIMEMUST; PUCK /Il HOBOPOXKIEHHOTO/peOeHKa HE MOXKET ObITh HCKITIOUYEH.

Tak kak MHIAnamMu OJM30K MO CBOWCTBAM K THA3UHBIM AUYPETHKAM, TO €ro MPHUEM BbI3bIBAET
YMEHBIIIEHUE KOJIUYECTBA TPYAHOIO MOJIOKA WIIM ITOJABICHUE JIAKTAL[UU.

Ilepunoonpun
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BcenencrBue orcyTcTBUs MHGOpPMAIMK, KacaloIICHCs MPUMEHEHUs TMEPUHIONPUIA B TIEPHOT
KOpDMJICHUSI TpyAblO, TpHUEM T[EPUHIONpPUIIA HE PEKOMEHJOBaH, MPEANOYTUTENIbHEE
MPHUICPKUBATHCS B TIEPHO KOPMIICHUS TPYABIO aTbTEPHATUBHOTO JICYSHHS C OOJIee U3YICHHBIM
npoduieM 0e30MmacHOCTH, OCOOCHHO MPU KOPMJICHUH HOBOPOXKICHHBIX W HEJIOHOIICHHBIX
NETEN.

DdepTUabHOCTD

Amnoounun

Y Hekoropelx mnamueHToB npu mnpuMmeHeHnrn bBbMKK < ormedeHo o00patumoe CHHKEHHE
MOJIBIKHOCTH ~ CIIEpMaTO30u0B. KIMHMYECKMX JaHHBIX O MOTEHUUAIbHOM  BIIUSHUU
aMJIOIMIIMHA Ha PENPOIYKTUBHYIO (YHKIHIO HeJocTaTouHo. Coo0MIanock, 4To B HCCIeI0OBAaHUN
Ha KPBICaX BBISIBJICHO OTPHUIATEIILHOE BIUSHUAE HA PEPTUIHLHOCTH CaMIIOB.

Hnoanamuo + nepurnoonpun

B JoxiMHUYeCKHMX ~ HUCCIENOBaHMSIX OBUIO TMOKa3aHO OTCYTCTBHE  BO3JCHCTBHS  Ha
pPENpONYKTUBHYIO (YHKIMIO y Kpbic obOoero mosa. [IpenmnonoxurenbHO BIUSHUE Ha
(GepTUIBHOCTD y YEJIOBEKA OTCYTCTBYET.

4.7. BunsiHue Ha CHOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMHM CPeACTBAMH H PadoTath C
MeXaHU3MaMH

B cBsi3M ¢ BO3MOXHOCTBIO BOSHHKHOBCHHSI CIIA00CTH, TOJIOBOKPY)KCHHSI Ha (POHE TIPUMEHEHUS
npenapata Ko-/lanibHeBa HeE0OX0oIMMO  COONIOAATH  OCTOPOXKHOCTH IPH  YIIpPaBJICHUU
TPAHCIIOPTHBIMU CPEJACTBAMH M MEXaHU3MaMHU, TPEOYIOIIMMH MOBBIIMICHHOW KOHIEHTPALUU
BHUMAaHUs U OBICTPOTHI ICHXOMOTOPHBIX PEAKIIHIA.

4.8. HexxenaresibHbIEC peakuuu

Pesrome nnpoduiast 0e30macHOCTH

Haubonee yacteiMu HexenarenbHbiMU peakiisiMu (HP), o KoTopsix coo0Ianocsk npu JeYeHun
NEPUHJIONPUIIOM, HMHAANAMUJOM W aMJIOJUIMHOM B KAauyecTBE MOHOTEpanuu  ObLIu:
TUIIOKAJIMEMUs, TOJIOBOKPY)KEHUE, TOJIOBHAs O0Jb, MapecTe3UH, COHJIMBOCTb, PACCTPOMCTBO
BKyCa, HapylICHUs 3PEHHUs, TUIUIONHS, 3BOH B YIIaX, BEPTUIO, CepAUEOHEHUE, «IIPUIHBBI»
KpOBHM K KoXke nuua, cHmxkeHue AJl (1 agdexTsl, CBA3aHHBIE ¢ apTepHaIbHON TMIOTEH3UEN),
Kalllelb, OJBIIIKA, KeIyJO0YHO-KUIIeYHble paccTpoiicTBa (00Mb B KMBOTE, 3amop, AUApes,
JUCIIETICHSI, TOUIHOTA, PBOTA, M3MEHEHHME YaCTOThl M XapaKTepa CTyJa), KOKHBIMA 3Y[, CBHIIb,
MaKyJIonamnyJe3Hasi Chlllb, MBIIIEYHbIE CIa3Mbl, IPUIYXJIOCTh B OOJACTH JIOABDKEK, aCTeHMS,
OTEKH U yCTAJIOCTh.

TabnnuHoe pE3IOME HEXKENATCILHBIX PEaKITNH
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HP, knaccudumupoBanHble Kak BO3MOXHO CBSI3aHHBIC C Tepalueil KOMIIOHEHTaMH Tperapara

Ko-I[aaneBa, 10 JaHHBIM KIMHHYCCKHX I/ICCJIGI[OBaHI/Iﬁ H OIIbITa MNOCTPETUCTPALIMOHHOI'O

MMPUMCHCHUA CTPYIIIMPOBAHBI B Ta6m/1ue B COOTBCTCTBHUH C NTOPAAKOM Ha OCHOBAHHWH CHUCTCMHO-

opransbix kinaccoB (COK). Yacrora BcTpeuaeMOCTH oIpejeieHa CIeAyomuM 00pa3oM: oYeHb

gacto (>1/10), gacto (or>1/100 mo <1/10), newacto (ot >1/1000 mo < 1/100), penko

(o> 1/10000 gm0 < 1/1000), ouenr peaxo (<1/10000), uacroTa HeusBecTHa (MCXOAS U3

HMCIOIIUXCA JaHHBIX YaCTOTY BOSHUKHOBCHUSA OIIPCACIINTD HGBO3MO)KHO).

Yacrora
COK HP
AMJIOIUITHH HNupanamun IMepungonpuJa
Nudexnnn u Purant Heuacto - OueHs penko
WHBA3UU
Hapymenwns co DozuHOpHITHS - - Hewacro*

CTOPOHBI KPOBH H
muMQpaTHIECKOI

CHUCTCMBI

ATrpaHynonuTo3 (CM.

paznen 4.4.)

OueHb penko

OueHsb penko

ArmtacTrnyeckas aHeEMUS

OueHs penko

ITanmuronenus

Ouens penko

Jleiikonenus (cM. pazuen

4.4)

OueHsb penko

OueHs penko

Ouens penko

Hefitponierns (cM. pazmen
4.4)

OueHsb penko

I'emonutnueckast anHeMus

OueHb penko

OueHsb penko

TpomboruToneHus (cM.

pasnen 4.4.)

OueHb penko

OueHb penko

OueHsb penko

TpomOboumToneHnyeckas

ITypiypa

OueHs penko

Hapymenus co

CTOPOHBI IMMYHHOM

Peakiun

THEePUYYBCTBUTCIbHOCTHU

OueHs penko

Heuacto

CUCTEMBI

Hapymenus co Cunnpom HeageKBaTHOU | - - Penxo

CTOPOHBI CEeKpeLHH

9H/IOKPUHHOMN AHTHUJINY PETHUECKOTO

CUCTEMBI ropmona (CHC AIT)

Hapymenus co 'unornukemus (cM. paznen | - - Heuacto*

MeTaboan3Ma U 44.,45)

MUTaHUS lNunepramkemust OdeHb penko - -
I'unepxanvemus - - Heuactd'

obpaTumast 1mociie OTMEHBI
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npemnapara (CM. pazaen
44.)

I'mmonatpuemus (cm. - Heuacto HeuacTto*
pasznmen 4.4.)
lNumepkanpumreMust - OdeHb penko -
l'unokanuemus (cm. paszgen | - Yacro -
4.4)
[Nunoxnopemust - Penxo -
T'unomaruuemus - Penxo -
AHOpekcus Heuacto - -
[ToBbl1ICHME anmeTHTa Penko - -
Ilcuxuueckue becconnunna Heuacto - -
HapyLIeHUs JlabunbHOCTh HacTpoeHust | Hewacto - Heuacto
(BKITIOYAs TPEBOKHOCTH)
Henpeccus Heuacto - Heuacro*
Hapyuienus cHa - - Heuacro
CIyTaHHOCTH CO3HAHUS Penxo - OueHsb penko
HeoObranbie cHOBHIEHUS Heuacto - -
[ToBbiICHHAS Heuacto - -
BO30YyITMMOCTB
Hapywenus co T'onoBokpyxeHue Yacto - Yacto
CTOPOHBI HEPBHOMU I'onoBHas 60116 Yacto Penko YacTto
CUCTEMBI Tpemop Heuacto - -
I'unecre3us Heuacto - -
[Tapecresus Heuacto Penxo Yacto
I'unepronyc OueHb penko - -
[epudepnueckas OueHb penko - -
HeUpornatus
OKcTpanupaMuIHbIe Yacrora - -
HapyIIeHHS HEW3BECTHA
Hucressust (M3BpalieHue Heuwacrto - Yacro
BKycCa)
[Tapocmust (n3BpareHune OueHb penko - -
OOOHSHUS)
CoHinBOCTB Yacrto - Hewacro*
O0OMopoK Heuyacto* YacroTa Heuwacrto
HEW3BECTHA
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HHCynbT, BO3MOXKHO
BCJIE/ICTBHE BHIPAXKEHHOTO
cHxeHus Al y
MAIUEHTOB U3 TPYIIIHI

BBICOKOTO PHCKa (CM.

OueHsb penko

pasznmen 4.4.)
Bo3mosxHo pa3zButue - Yacrota -
M€YEHOYHOM HEU3BECTHA
sHIIe()ATONaTHH B CITydae
MEYEHOYHON
HEJ0CTaTOYHOCTH (CM.
pasznensi 4.3. u4.4.)
Murpenn OueHb penko - -
AmnaTust OdeHb penko - -
AxuTanus OdeHb penko - -
ATakcus OdeHb penko - -
AmMHE3us OdeHb penko - -
Hapymenus co Hapyenune 3penus Yacto Yacrora Yacto
CTOPOHBI OpraHa HEU3BECTHA
3peHust Hunnonus Yacro - -
Muonus - Yacrora -
HEW3BECTHA
HeuetkocTs 3peHus - Yacrora -
HEW3BECTHA
XopuouJaiabHbIA BBIIIOT - YacrtoTa -
(cm. pazmen 4.4.) HEHU3BECTHA
OcTtpas 3aKpHITOYTOIHHAS - Yacrora -
rJIayKoma HEU3BECTHA
Hapymenune akkomonanuu | Heuacto - -
Kcepodranpmus Hewacto - -
KonbloHKTUBUT Heuacto - -
bons B rnazax Heuacto - -
Hapymenus co Bepturo - Penxo Yacro
CTOPOHBI OpraHa 3BOH B ymax Heuwacrto - Yacro
CllyXa ¥ JTJaOMpUHTA
Hapymenwns co Omymenne cepauedbuenus | Yacro - Hewacro*
CTOPOHBI cepIa Taxukapmust - - Heuacto*
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CreHokapaus (CM. pa3ient
44.)

OueHsb penko

Hapywenue putma cepaua
(BKITIOUAsT OpamTUKapIUIO,
KEITYTOIKOBYIO
TaxXUKapIUIo U
¢$ubpruALIIo

npeacepaui)

HeuacTo

OueHs penko

OueHs penko

Wndapkr muokapaa,
BO3MOYXHO BCJICJICTBHE
HU30BITOYHOTO CHIKEHHS
AJl y naniMeHToB IPpyIIbl

BBICOKOTO PHCKa (CM.

OueHsb penko

OueHb penko

pasznen 4.4.)
[Nomumopduas - YacroTa -
KEJTyI0YKOBasi apUTMHUS HEHM3BECTHA

THTIA «ITAPYIT» (BO3MOXKHO
C JICTAJILHBIM HCXOJIO0M)

(cm. pazmenst 4.4., 4.5.)

PasButne u ycyryonenue

Teuenusa XCH

OueHsb penko

Hapymenus co OmryieHre «IpuiIuBOB» Yacro - Penxo™
CTOPOHBI COCY/IOB KpPOBH K KOXK€E JIUIa
AptepuanpHas runorensus | Heuacto OueHb penko Yacto
(oObranoe cHmwkenne AJl) u
CUMIITOMBI, CBSI3aHHBIE C
apTepuaIbHON
TUIIOTEH3UEH (CM. pazaen
4.4)
Backynut OueHb penko - Heuacto*
Cunnpom Peitno - - YacrtoTa
HEU3BECTHA
OprocTaTtrnyeckas OdeHb penko - -
TUIOTEH3US
Hapymenns co | Kamens (cMm. pazgen 4.4.) Heuacto - YacTto
CTOPOHBI OppImika Yacto - YacTto
JBIXaTeIbHON Bponxocnasm - - Heuwacto
CHCTCMBI,  OPTraHOB | Do3uHO(UIbHAS - - Ouens penko
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TPYAHOM KJIETKH U

ITHCBMOHMA

CpEeNOCTEHUS HocoBoe kpoBoTeueHHE Heuacto - -
Kenynouno- Bons B xxuBOTE Yacto - Yacto
KHMILIECYHbIE 3amnop Yacrto Penxo Yacro
HapyIICHUS Huapes Yacto - Yacro
Hucnencus Yacro - Yacro
TomHoTa Yacro Penxo Yacto
PBota Heuacto Heuacto Yacto
CyXoCThb CTU3UCTON Heuacto Penko Heuacto
000JI0YKH TIOJIOCTH PTa
N3meHeHue 4acToThl U Yacto - -

Xapakrepa CTysa

ITankpearur

OueHsb penko

Ouens penko

OueHsb penko

I'actpur

OueHsb penko

I'neprnasus necex

OueHsb penko

Mereopusm

Heuacto

AHTHOHEBPOTHIECKHNA OTEK

KHUIICYHUKA

OueHsb penko

Hapywenus co
CTOPOHBI IIEYCHU U
JKEITIEBBIBOSIINX

nyTei

I'ematut (cM. pazgen 4.4.)

OueHsb penko

Yacrota

HCU3BCCTHA

OueHsb penko

XonecTaTnueckast KeiaTyxa

OueHsb penko

OueHsb penko

Hapymienne ¢pyHkimm

OueHs penko

MeYeHU

AHTHOHEBpOTHYECKH 0TeK | O4eHb pelKo OueHb penko Heuacro
(cm. paznen 4.4.)

Koxnbrii 3y Heuyacrto - Yacto
KoxHnas cbinb Heuwacrto - Yacro
Makynonanysne3Has Chlllb - Yacto -
Kpanusauiia (cM. pazaen Heuacto OueHb penko Heuacto
44)

Ok3aHTeMa Heuacto - -
Anonenus Hewacrto - -
ITypmypa Heuwacrto Heuwacrto -
H3meHeHue nBeTa KOXH Heuacto - -
Hepmatut Penxo - -
IoBbiieHHOE Heuacto - Heuacto
MIOTOOT/EJICHUE
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Peaxrus OueHs penko Yacrora HeuacTto*
(hOTOUYBCTBUTEIHHOCTH HEU3BECTHA

[Temdurong - - HeuacTto*
ObocTtpenue icoprasa - - Penxo*

MynbtudopMHas s3puTeMa

OueHsb penko

OueHb penko

Toxcuueckuit

SHI/IHCpMaﬂLHHﬁ HCKPOJIN3

Yacrtora

HCHU3BCCTHaA

OueHsb penko

OKC(OTNATUBHEIHI

JePMaTHT

OueHsb penko

Cunnpom CTuBeHca-

J>xoHCOHA

OueHs penko

OueHs penko

Kceponepmust

OueHsb penko

XOJIOAHBII HOT

OueHsb penko

Hapymenus co Cria3Mbl MBI Yacto Yacrora Yacto
CTOPOHBI MBImCHHOﬁ, HCU3BCCTHA
CKEJICTHOH U Aptpo3 Hewacrto - -
COCIMHUTEIIBHOM O6ocTpeHue yxe - Yacrota -
TKaH! HMEIOIIEeHCs OCTpOr HEU3BECTHA
JUCCEMUHUPOBAHHOM
KpacHOU BOJTYAHKH
Aptpanrus Hewacto - Hewacro*
Muacrenus Penxo - -
Muanrus Heuacto Yacrora Hewacro*
HEU3BECTHA
Mpeiednas cnabocthb - Yacrora -
HEU3BECTHA
Pabomuonus - Yacrora -
HEU3BECTHA
bons B crinne Heuacto - -
Hapymenus co IToueunas - OueHb penko Heuacro
CTOPOHBLI ITOYCK U HEJOCTAaTOYHOCTH
MOUYEBBIBOIAIINX Hapymenne Heuwacrto - -
myTen MOYEHUCITYy CKaHUs
OIIH - - OueHsb penko
Bonesnennoe Heuwacrto - -
MOYCHUCITYCKAaHUEC
Huxtypus Heuacto - -
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[Monmakuypus (y4gameHHoe

MOYCHCITYCKaHHE)

HeuacTo

Anypus/Onurypust

Penxo*

Hapymenus co
CTOPOHBI
pPEenpOLyKTUBHON
CUCTEMBI U

MOJIOYHBIX KECJIC3

OpexTuibHas AuChyHKITNS

HeuacTo

Heuacto

Heuacto

I'unexomactus

Heuacto

OO0ure HapyuieHus
U PEaKIK B MECTE

BBCICHUA

Actenns

Yacto

Yacto

bonb B rpyiHOM KIIeTKE

Heuacto

Heuacrto*

Bois

HeuacTo

Henomoranue

Heuacto

Heuacro*

[lepudepuueckre oTexku

(JTOOBDKEK W CTOII)

Heuacro*

Otek

OueHb yacTo

JIuxopanka

Heuacro*

IloBrIIeHHAS

YTOMIIAEMOCTD

Yacto

Penxo

O3H00

Heuacto

Kaxnma

Heuacto

JlaboparopHsie
UHCTPYMEHTAIILHBIE

JaHHBIC

IToBeIIEeHTE
KOHI[EHTPAIIUN MOYEBHHEI

B IJIa3M€ KPOBU

Heuacro*

IToBrIIEeHTE
KOHIICHTPAIIUU KPeaTHHIHA

B 1J1a3M€ KPOBU

Heuacro*

lunepOounupyOorHEMuUs

Penxo

IloBrIlIEHNE aKTUBHOCTH
«IIEYECHOYHDBIX)
TpaHCaMHWHa3 B IJIa3Me

KpOBHU

OueHs penko

Yacrtora

HCHU3BCCTHA

Penxo

CHIKeHUEe reMOrIo0rHA U
CHUIKCHUC IrEeMaTOKpUTa

(cm. pazmen 4.4.)

OueHsb penko

IToBrImIeHTE
KOHIIEHTPalui MOYEBOM

KHCJIOTHI B IIJIa3ME KPOBU

YacrtoTa

HCHU3BCCTHA
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Yanuaenne uaTepBana QT
Ha OKI (cM. pazaensl 4.4.,
45.)

YacroTa

HCU3BCCTHA

VYBeanueHne Macchl Teaa

HeuacTo

CHIxeHre MaccChl Teia

Heuacto

Tpasmsl,
MHTOKCHUKAaLUU U

OCJIOXXHCHHUA

mnpoucayp

ITanenue

Heuacro*

*
OHCHKa YaCTOTHI HP, BBIABJICHHBIX ITIO CIIOHTAaHHBIM COO6H_ICHI/IHM, IIpOBC€ACHAa HA OCHOBAaHUU
JaHHBIX KIIMHHYSCKUX HUCCIICIOBAaHMIA.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mares O M0J03PEBAEMBIX HEXKEIATEIbHBIX pPEAKIHUAX TOCIE PErucTpanun
JICKApCTBEHHOTO Iperapara ¢ IeNIbl0 00eCIIeYeHUsT HEPEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«TI0JIb3a — PHUCK» JIEKAPCTBEHHOTO TMpermapara. MenuIuHCKIM pa0OTHHKAM PEKOMEH]yeTCs
coo0maTte O JIOOBIX MOJ03PEBAEMBIX HEKENATENBHBIX PEAaKIHIX JICKapCTBEHHOTO IIperapara
Yyepe3 HAlMOHAJIBHBIC CUCTEMbI COOOIECHUS O HEKENATEIbHBIX PEAKIUAX TOCYIapCTB — WICHOB
EBpa3uiickoro 5KOHOMHUYECKOTO COr3a.

Poccuiickasa ®@eoepayus

109012, r. Mocksa, CnaBsinckas 1., a. 4, ctp. 1

®denepanbHas cityx0a 1o HaJ30py B cdepe 3ApaBOOXpaHEHUs

Temn.: +7 (800) 550 99 03

Anpec s1. moutsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

Nudopmanius o mneperno3upoBKe KOMOWHAIUMEH aMIOMWUNUH + HHAANAMUA + TMEePUHIOMPHI
OTCYTCTBYET.

AmnonunuH

WNudopmans o nepeao3npoBKe aMIIOIUITNHA OTPAHUYEHA.

Cumnmonmbi

HmeroTcss aHHBIE O pa3BUTHUH 4Ype3MEpHOHN mnepudepruyeckoil BazoAMaTallMM C BO3MO>KHBIM
pasBuTHEM peduiekTopHOi Taxukapauu. CooOmanoch O PHUCKE pa3BUTHSA BBIPAKEHHOH W
CTOMKOM apTepUaIbHON TUIIOTEH3HH, B T. Y. C pa3BUTUEM III0KA U JIETAJIbHOIO UCXO/a.

Jlewenue

HpI/I KJIWHAYECKH 3HAYUMO apTepI/IaHLHOI‘;I THUIIOTCH3UH, BO3HHUKAIOIIEH M3-3a nepCa03UPOBKU
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aMJIOAMNHNHA, HEOOXOIMMO TPOBEACHUE MEPOINPHUATHI, HANpaBICHHbIX Ha MOAJEp)KaHUE
GYHKIIUM  CepIeYHO-COCYAUCTON CHCTEMbI, BKIIIOYas MPUIIOAHITOE TMOJOKEHUE HUKHHUX
KOHeuyHocTe, koHTpoinb OILK wu 1nuype3a, MOHUTOPUHI CEPACYHOM U JAbIXaTeIbHOU
JESITEIbHOCTH.

Jis HopManu3aluu COCyAMCTOro ToHyca W AJl MOXHO HCIIOJIB30BAaTh COCYAOCY’KHBAIOIINE
npenaparsl Mpy YCJIOBUHU, YTO HET MPOTHBOMOKA3aHMM K WX HpUMeHeHuto. s ycTpaHeHus
MOCIIEACTBHIA OJIOKAIbl KaJbI[MEBHIX KAaHAIOB BO3MOXKHO BHYTPHBCHHOE BBEACHHE KAJbIUS
[JIIOKOHATA.

B HekoTopbIX cilydasgx MOKET OBITh 3(PQPEKTUBHBIM MPOMBIBAHUE >KEIyAKa. Y 3I0pOBBIX
JI0OPOBOJIBIIEB OBLIO MPOJAEMOHCTPUPOBAHO, UTO MPUMEHEHHE aKTUBUPOBAHHOTO YIJIS B TEUCHHE
2 yacoB nocie npueMa 10 Mr aMmjaoqunuHa yMEHbIIaeT CKOPOCTh a0COpOIIUU aMIIOAUTIHHA.

HOCKOHLKy AMJIOAUIINH CBA3BIBACTCA C 6CJ'IKaMI/I, reMmoaualinsi HGS(I)(I)GKTI/IBCH.

KOM6I/IHaHI/I$I HHIAIaMUA + IEPUHIOIPUI

Cumnmomwi

Jis koMOMHanuy MHIANaMu + MEePUHIONPUI Hauboiee BEPOSITHBI CUMIITOM TMEPE03UPOBKH
— aprepuanbHas TMIIOTEH3Ms, HHOIJIa B COYETAHUUM C TOUIHOTOM, PBOTOH, Cyaoporamu,
TOJIOBOKPY>KEHUEM, COHJIMBOCTHIO, CITyTAaHHOCTBIO CO3HAaHUS U OJUTYpHUEH, KOTOpas MOXKeET
nepeiTy B aHypulo (B pe3yjbTaTe TMIOBOJIEMHM). Takke MOTYT BO3HUKATh JIEKTPOJIMTHBIE
HapylIeHUs (TUIIOHATPUEMUS, TUITOKATUEMUS).

Jleuenue

Mepb! HEOTIOKHON MOMOIIM CBOZATCA K BBIBEACHUIO Ipenapara U3 OpraHu3Ma: MPOMBIBAHUIO
KeNyJKa W/WIM NpUueMy aKTHUBMPOBAHHOTO YIJI C TOCIEAYIOIIMM BOCCTAHOBJIIEHHEM BOJIHO-
AIIEKTPOJINTHOTO OajaHca B yCIOBUSAX CTAllMOHApA.

IIpn 3HaumTenbHOM CHMKEHHMH AJl cieqyer nepeBecTH NAlMEHTa B IOJIOKEHHE «JIeKa» Ha
CIHMHE C MPUIIOJHATHIMU HOT'aMHU, IPU HEOOXOAUMOCTH KOPPEKIHsI TUIIOBOJIEMUH MOXET OBbITh
BBINIOJIHEHA IyTeM B/B MH(Y3UHM H30TOHMYECKOI'O COJIEBOI'O PACTBOpA WM JIOOBIM JIpPyIHM
CrocoOOM BOCTIONIHEHHs o0beMa KUAKOCTH (Hampumep, B/B uHdysus 0,9 % pactBopa Hatpus
XJIOpHU/IA).

[lepunponpunar, akTUBHBIA METAOOJIUT MEPUHIONPUIIA, MOXKET ObITh yJalleH U3 OpraHu3ma c

MOMOIIIBIO Auaiu3a (CM. pazzaen 5.2.).

5. ®APMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOCTBA
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dapmakoTepaneBTHUECKass TpyMNa: CpeACTBa, ACHCTBYIOLIME HAa PEHUH-aHIMOTEH3MHOBYIO
CHCTEMY; MHTHOMTOPBI aHruoTeH3uHNpeBpamamomero ¢epmenra (AllD), xomOuHanuy;
uHrnouropsl AIlD, npyriue KOMOMHAITUH.

Kox ATX: C09BX01

[Ipenapar Ko-/laspHeBa — KOMOWMHUPOBAHHBIA IIpemapar, BKIIOYAKONIMHA B cels Tpu
AQHTUTUIIEPTEH3UBHBIX KOMIIOHEHTA, Ka)/IbId W3 KOTOPBIX JOIOJHSET ICHCTBUE APYIUX I10
KOHTpodto AJl y nauveHToB ¢ aprepuaibHOl runepTeHsued. AmmoaunuHn — BMKK,
IPOU3BOJIHOE TUTHUAPONUPHINHA, HHIAAMU — CYJIb()OHAMHUIHBINA JUYPETHK, NEPUHAOIPUT —
UHTUOUTOp pepMeHTa, IpeBpamiaronero anrnoteH3ud I B anrunorensud Il (uarudurop AIID).
®dapmakosoruueckue cpoiictsa npenapata Ko-/lanbHeBa couerarot B ce0e CBOICTBa KaXI0TO U3
NecTByOmMX —BemecTB. [lomMuMo 3TOro, KOMOWHAIMS AaMmJIOJUNHMHA, WHIANAMHIA W
NEPUHJIONPUIIA YCHIIUBAET aHTUTUIIEPTEH3UBHOE JIEMCTBHE KaXKIOTO U3 KOMIIOHEHTOB.

MexaHu3M ASHCTBUS

Amnoounun

Amvnomunuds  — BMKK, mnpousBonHoe —auruaponupuivHa. AMIOAWIMH  HWHTHOUpYET
TpaHCMEMOpPaHHBIN NEePeX0] MOHOB KaJblLUs B KAPAMOMHUOLIMTHI M TIJIaJKOMBIIIEYHbIE KIETKU
COCYJIUCTOM CTEHKH.

Hnoanamuo

I/IHI[aHaMI/II[ OTHOCHUTCA K IIPOHU3BOJHBIM Cy.HI)(i)OHaMI/II[a C MHHIOOJBHBIM KOJBIOM U IIO
q)apMaKOJ'IOFI/I‘lCCKI/IM CBOMCTBaM OJIM30K K TUA3UJHBIM JUYPCTUKAM, KOTOPBLIC I/IHFI/I6I/IPYIOT
pea6cop6u1/1}0 HOHOB HaTpuss B KOPTHKAJIIBHOM CCIMCHTC TMCTIU He(prHa. HpI/I 9TOM
YBCIUYNBACTCA BBIACIICHUEC ITIOYKAMU MOHOB HATpUsA, XJI0pa U B MCHBIIICH CTEIICHN MOHOB KaJIHs
" Mar”"us, 4To COMPOBOKAACTCA YBCIIMUCHUCM IUYPEC3a U AHTUTUIICPTCH3UBHBIM 3(1)(1)CKTOM.

Ilepunoonpun

[lepungonpun — uHrKOuUTOp (epMeHTa, mpeBpaliaroIiero aHruoreHsud I B anrmorensud ||
(uarudutop AIID). ATID, unu kunuHaza 1, sBIsSETCS HK30MENTUAA30M, KOTOPAs OCYIIECTBISET
IpEBpallleHUE aHrMOTeH3uHa [ B cocynocyxusaromiee BemecTso aHruoreHsud Il. [Tomumo
3TOro, EPMEHT CTUMYJIUPYET BHIPAOOTKY ajbJOCTEPOHA KOPOU HA/AMOYEYHUKOB U pa3pylIeHHe
OpaqukuHWHA, O0JIAJAIONIET0  COCYJIOpPACHIMPSIONIUM  JIEHCTBHEM, 1O  HEAKTHBHOTO
renTanenTuaa.

B pesynprare nepuHaonpuiI:

® CHMKAeT CEKPELHNIO AJIbIOCTEPOHA;

® YBCIIMYUBACT AKTHBHOCTb PCHHHA IIJIa3Mbl KPOBU II0 IMMPUHIMUITY ((OTpHH&TG.]'IBHOfI»
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00paTHO¥ CBsI3H;

Ipy  JUIMTETPHOM TIPUMEHEHWW CHIDKaeT obmiee mnepudeprudeckoe COCyaucToe
comporuBiienue (OIICC) — mocTHarpy3ky cep/ia, 4To OOYCJIOBJICHO B OCHOBHOM
JIEMCTBUEM Ha MbIleuHble U noveunbie cocyabl. CHmkenne OIICC He compoBoxaaeTcs
3aJIep)KKOW HATPHST W JKUJAKOCTH W HE BBI3BIBACT PE(ICKTOPHYIO TaxXHKApPIHIO IPH

JJIATCIIbHOM ITPUMCHCHUU.

[lepunponpuil 0Ka3plBa€T aHTUTUIEPTEH3UBHOE JICHCTBUE Y MAMEHTOB KaK C HU3KOM, TaK U C

HOpMaHBHOﬁ AKTUBHOCTBHIO pCHMHA B IJIa3MC KPOBHU.

[lepunmonpuin oOka3bIBaeT TepaneBTUYECKOe JeicTBUE Ojaroaapsi akTUBHOMY MeETaOOIHUTY

nepuHaonpuwiary. Jlpyriue MeTaboauTsl He 001agaroT (papMaKoIOrnyecKon ak THBHOCTBIO.

[Tepunionpuin HOpManU3yeT paboTy cep/lia, CHUXKas IpeIHarpy3Ky U MOCTHArpy3Ky Ojaroaapsi:

cocyJopaCclinpAronieMy ﬂeﬁCTBHIO Ha BCHBI, BO3MOXHO, CBA3aHHOMY C aKTUBaIUCH
CUCTCMBbI IIPOCTAIJIAHAWMHOB,

cumxenuto OIICC.

HpI/I HU3Yy4YCHUU nokazaTesieil reMOJUHAMHKHU Yy IaUECHTOB C XCH 0651110 BBISBIEHO:

CHM)XCHHUC NAaBJICHUA HAIIOJIHCHUS B JICBOM U HpaBOM )KGJ’I}QIO‘IK&X Cepﬂua;
camkenune OIICC;
YBEIUYCHUE CEPJICYHOTO BEIOPOCA M CEPJICUHOTO WHJICKCA;

YBCINYCHHUC HepI/I(bepI/I‘IGCKOFO KpOBOTOKAa B MbIIIIAX.

Taxoke NOBbIIIANACE TEPEHOCUMOCTD (PU3HUECKON HArpy3KH.

dapmakogngamMuyeckue 3P HeKTol

Amnoounun

AHTI/IFI/IHGPTGHSI/IBHOG HeﬁCTBHC aMJIOJUITMHA O6YCJ'IOBJ'ICHO MMpsAMBIM BOSI[GﬁCTBHGM Ha

TJTaJKOMBIIICYHBIC KICTKHU COCYI[HCTOﬁ CTCHKH. I[eTaJ'IBHLIﬁ MCEXaHU3M, IMOCPCACTBOM KOTOPOI'O

aMJIOJJUIIMH OCYHICCTBIIACT aHTHAHTWUHAJIIBHOC I[GI\/’ICTBI/IE:, HC BIIOJIHC YCTAHOBJICH, HO U3BCCTHO,

YTO aMJIOJAWIUH YMEHBIIIAET OOIIYI0 UIIEMUYECKYIO Harpy3Ky MOCPEICTBOM JBYX JIEHCTBHIA:

BBI3BIBACT pacuiupeHue nepupepuueckux aprepuoi, ymenninas OIICC (moctHarpyska).
OTO CHIDKEHHE HArpy3Kd Ha CepAlle YMEHbIIAeT SHEepro3arparbl, U IMOTPEOHOCTH
MHOKapJia B KHCIOPOJE;

BBI3BIBAET PACIIMPEHUE KOPOHAPHBIX apTEPU U apTEPUOJI KaK B NIIEMU3UPOBAHHOMN, TaK
M B MHTAaKkTHOW 30HaXx. [Ipm 3TOM y mamueHTOB €O CIAa3MOM KOPOHAPHBIX apTepuid
(creHokapaus IIpuHIMeTana) yiaydmiaercs KOPOHApHBIM KPOBOTOK U CHaOXeHHe
MHUOKap1a KHCIOPOJIOM.
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VY mnamueHToB € apTepUAIBHOM THUMNEPTEH3WEH NpUeM aMJIOJUIIMHA OJWH pa3 B CYTKH
o0ecreurBaeT KIMHUYECKH 3HaYUMOe CHIKEeHUE AJl B MOTOKEHUH «CTOS» U «JI€kKa» B TEUCHUE
24 yacoB. AHTUTUIIEPTEH3UBHOE JCHCTBHE Pa3BUBACTCS MEIJIEHHO, B CBSI3U C YEM pa3BUTHE
OCTPOM apTepHaIbHON TUIIOTEH3UU HEXAPAKTEPHO.

AMIIOUIIMH HE OKa3bIBaeT HEXeJaTeJbHbIX MeTabonndeckux 3(QeKToB u He BIUSET Ha
MOKa3aTe! JIMIMUAHOTO OOMEHA, HE BBI3bIBACT M3MEHEHUS THIIOIUIHMIEMUYECKUX MOKa3aTemneit
TTa3MbI KPOBH U MOXET MPUMEHSTHCS Y MAIMEHTOB C COMYTCTBYIONICH OpOHXHALHOW acTMO,
caxapHbIM J1a0eTOM U IOarpoi.

Hnoanamuo

[Tpu npuMeHEeHNN MHIANaMUIa B peKUME MOHOTEpAuK ObLT MPOAEMOHCTPUPOBAH 24-4acoBOM
AQHTUTUIIEPTEH3UBHBIA 3(PPeKT. AHTUTUTIEPTEH3UBHBINA d((HEKT MPOSBISACTCS MPH MPUMEHEHUN
npernapara B J103aX, OKa3bIBalOIMX MUHUMAJILHOE INyPETUYECKOE ACHCTBUE.
AHTUTHNIEPTEH3UBHAs aKTUBHOCTh MHAANAMU/IA CBSI3aHa C YJIyYIIEHUEM 3JIaCTUUYECKUX CBOMCTB
KpPYNHbIX apTepuii, yMeHbl1eHueM aprepuoisipaoro u OIICC.
WMupanamul yMeHbIaeT TUIepTPOQUIO JIEBOI0 KETyA0UKa.
Tuasunaple W THA3UIONMONOOHBIE IUYPETHKH TPU ONPEACICHHON 03¢ JOCTHUTAlOT IUIATO
TepaneBTHYeCKoro 3(dexra, B To BpeMs Kak udactota HP mpomomkaer yBenmnmumBarhesi MpH
JlaJibHEHIeM MOBBIIEHUN 03kl penaparta. IloaToMy He clieyeT yBelInyuBath 03y Ipenapara,
€CJIU IIPU NpUEMe PEKOMEHI0BAHHOM J103bl HE JOCTUTHYT TepaneBTHUYEeCKUN AP DEKT.
B xopoTkux, cpenHeil JUIMTEIbHOCTH U 0JITOCPOYHBIX UCCIIEIOBAaHUAX C y4aCTHEM MNAI[UEHTOB C
apTepuanbHOI runepTeH3uelt ObUI0 MOKa3aHo, YTO WHAAAMHU/L
e He BJIMSET Ha MOKa3aTesln JUIUIHOTO OOMEHa, B TOM YMCJIE Ha YPOBEHb TPUTIIMLIEPHIOB,
XOJIECTEpUHA, JIMIONPOTEHHOB HHU3KOMW IUIOTHOCTH M JIMIONPOTEUHOB BBICOKOM
IUIOTHOCTH;
e He BIMSAET Ha IOKa3aTenu oOMEeHa YyIJIeBOAOB, B TOM YHCIE y MAIMEHTOB C CaXapHbIM
abEeTOM.

Ilepunoonpun

[Tepunnonpun 3¢ deKkTuBeH B Tepanuu apTepUaIbHON TMIEPTEH3UU JIF000M CTENeHH TSHKECTH.
Ha ¢one ero npuMeHeHHs 0TMeYaeTCs CHUKEHUE KaK CUCTOIMYECKOT0, TaK U AUACTOIMYECKOTO
AJl B IOJIOKEHUH «JIEKA» U KCTOSN.

AHTHUTUTIEpTEH3MBHOE JICHCTBHE TpernapaTa JOCTHTaeT MakcuMmyma depe3 4—6 4acoB moce

OIHOKPATHOT'O MpHUEMaAa BHYTPb U COXPAHACTCA B TCUCHUC 24 gacoB.
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Yepes 24 yaca nocne mpueMa BHYTph HalOuonaeTcsi BbipaxkeHHoe (ropsaka 80 %) octaToyHoe
uHruobuposanue AIID.

VY nanueHToB ¢ MO3UTHBHBIM OTBETOM Ha JiedeHHEe HopMmanu3auus AJl HacTymaer B TeueHHE
Mecsia U coxpaHsieTcst 0e3 pa3BUTUS TaXUKapIUH.

[Ipekpaienue JeueHus He COMPOBOKAACTCS Pa3BUTHEM dPPEKTa «PUKOIIETA.

[lepunmonpun OKa3bIBa€T COCYJOPACIIUPSIONIEE AEUCTBHUE, CIHOCOOCTBYET BOCCTAHOBJICHHIO
AIIACTUYHOCTU KPYIIHBIX ApTEPUN U CTPYKTYpPBI COCYIHMCTOM CTEHKU MEIKHX apTepHil, a TaKkKe
YMEHBIIAET TUIIEPTPOPUIO JIEBOTO KETyJ0UKa.

OnHoBpeMEHHOE  Ha3HAYCHHE  THA3UAHBIX  JUYPETUKOB  YCHJIMBACT  BBIPAXKEHHOCTH
AHTUTUIIEPTCH3UBHOTO A (DekTa.

Kpowme storo, komGunupoBanue uaruoutopa AIll® u tTnazugHoro 1uyperuka Takke IpUBOJUT K
CHI)KCHUIO PUCKA PA3BUTHS TUIIOKATMEMUU Ha (OHE TpUeMa JUYPETHKOB.

Hnoanamuo + nepunoonpun

Y namueHTOoB ¢ apTepuanibHOM THUNEPTEH3WEH, HE3aBUCHMMO OT BO3pacTa, KOMOWHaIUA
NEepUHAOINpUIIA U UHAANaMUAa OKa3bIBAET J1I0303aBUCUMOE aHTUTMIIEPTEH3UBHOE JEHCTBUE, KAaK
Ha JMAaCTOJIMYECKOE, TaK W Ha cHcToidmdeckoe A/l B MOJNOXKEHUH «CTOS» U «JIexka». B xone
KJIIMHUYECKUX HMCCIIEIOBAaHUN TMOKa3aHO 00Jiee BHIPAXKEHHOE aHTUTUIIEPTEH3UBHOE JCHCTBUE HA
dboHe KOMOMHUPOBAHHOW Tepamuy TMEPUHAONPUIOM M HHIANAMHAOM IO CPaBHEHHIO C
MOHOTEpAIUEN OTAECIbHBIMA KOMIIOHEHTaAMU.

Knuanueckas 3¢ddekTuBHOCTE 1 0€30ITaCHOCTH

Bnusaue koMOMHaiuM amiaoguNMH + MHIANaMu] + T[EpPUHIONPUI Ha IOKa3aTelH
3a00JI€BA€MOCTH U CMEPTHOCTH HE U3Y4allOCh.

Amnoounun

DddexkTnBHOCTH M 6€30MACHOCTh TPUMEHEHHS amIouNuHa B 103e 2,5—10 mr/cyTt, nHrHOuTopa
ATII® nuzunonpuna B go3e 10—40 Mr/cyT B kadecTBe mpemnapara «IepBoi JIUHUN» U THA3UIHOTO
TUYypeTuKa XJIOpTaluaoHa B fgo3e 12,5-25 Mr/cyT wu3yvyanach B 5-JIeTHEM HCCII€IOBAaHUU
ALLHAT (c yuactuem 33357 marueHTOB B BO3pacTe 55 JIET W cTaplie) y MalueHTOB ¢ JIETKOM
WIM YMEPEHHOM CTENEHBbIO apTepUalbHOM TMIIEPTEH3UM U, IO KpalHEeH Mepe, OJHUM U3
JIOTIOJTHUTEIIBHBIX (DAKTOPOB PHUCKAa KOPOHAPHBIX OCIOXKHEHUH, TAKUX Kak: MHPApKT MUOKapAa
WIM UHCYJBT, IEPEHECEHHBIH Ooyiee yeM 3a 6 MecsleB [0 BKIIOYEHHS B HCCIEIOBAaHUE, WU
MHOE MOJTBEPXKACHHOE CepACUYHO-COCYAUCTOE 3a00JieBaHHE AaTEePOCKIEPOTHUYECKOIO TeHe3a;

caxapHLIﬁ I{I/Ia6eT 2 TUIIA; KOHOCHTpaUWsa XOJECTCPHHA JIUIIOIIPOTCUHOB BBICOKOH ILIOTHOCTH

43



(XC-JIIBIT) wmenee 35 mr/mm;  rumeptpodus  JIGBOTO  KEJIyJOoYkKa IO  JIaHHBIM
AIIEKTpOKapauOTpaduu WK IXOKapauorpaduu; KypeHue.

OcHOBHOI KpuTepuil oneHkH 3()(PEeKTHBHOCTH — KOMOWHUPOBAHHBIM IOKa3aTelbh YacTOTHI
netanbHbIX uexo0B oT MBC u dactorel HedaranpHOoro mH(papkra Muokapaa. CylecTBeHHBIX
pa3auuuii MEXIy TPyNIaMH aMJIOAWIHHA W XJIOPTATUAOHA MO0 OCHOBHOMY KPUTEPHIO OIECHKU
BBISIBIICHO HE ObUTO. YacToTa pa3BUTHS CEpACYHON HEIOCTATOYHOCTH B TPYIIE aMIIOIUITHHA
OblIa CYIIECTBEHHO BHINIE, 4eM B rpymne xjopramugona — 10,2 % u 7,7 %, ogHako, oOmias
9acTOTa JIETAIBHBIX HCXOJOB B TpPyNIEe aMJIOJWUIMHA W XJIOPTAIUIOHA CYIIECTBEHHO HE
pazynJanach.

Hnoanamuo + nepurnoonpun

B wuccrnenoBanuu ¢ yyacTueM MalMEHTOB C apTepUAlbHOM THIEpTEH3ued W runeprpodueit
JIEBOTO JKeMyJ0YKa (MHIEKC Macchl JIEBOro skemymouka > 120 r/m? y myxums u > 100 r/m? y
KEHIUH) () (HEKTUBHOCTH TEPAIMK 2 MT' IIEPHHIONIPHIIA TEPTOYTHIAMHHOM (YTO COOTBETCTBYET
2 Mr mepuHjonpwia 3pOymuHa) B komOmHammu ¢ 0,625 mMr mHgamamMuaa mo CpaBHEHHUIO C
MoHoTepanuelt 10 Mr sHajanpuia, Npu NpUeMe OAMH pa3 B JIeHb Ha NpoTshkeHuu 1 ropa,
OLICHUBAJIACh METOJOM 3XOKapauorpaduu. B ciydae HEOOXOAMMOCTH [UIS MOIACPIKaHUS
aJIcKBaTHOIO KOHTpoJisi TIokasarened AJl mpoBoauiack TUTpanMs 03 NEPUHAONpPUIA
TepTOyTHIIaMUHA 10 8 MI' (UTO COOTBETCTBYET § MI' IEpUHIONpHUIIa S3pOyMUHA) U MHAlaMUIa J10
2,5Mr oIvH pa3 B JIeHb WM SHamanpwmia 10 40 Mr onuH pa3 B IeHb. B rpymme manueHTos,
NPUHUMABIINX MEPUHIONPUI/MHAANAMU]], yBEJIWYEHUs J103bl He mnoTpedoBanoch y 34 %
NAIUEHTOB 0 cpaBHEHUIO € 20 % B rpyIe NpUHUMABIINX YHAJIAIPHIL

[Io oxkoH4YaHMM Jl€4eHHs 3HAUEHHUs HHJIEKCa MAacChl JIEBOTO >KEyJl0uKa CHHM3WIMCH Ooiiee
3HAYUTENBHO B Tpymme uHanamuf + nepuagonpui (-10,11/M?) Mo CpaBHEHMIO ¢ TpYMIOi
snamanpuna (-1,1 r/m?).

Haunyummit 3¢¢exT B OTHOLIEHUH 3HAYEHUH HMHAEKCAa MAcChl JIEBOTO JKEIyA0YKa JOCTUTAJICS
[IpY IPUMEHEHNH 00Jiee BHICOKHX /103 KOMOMHALIMY MEPUHIONIPHUIIA U NHAAIaMHJIA.

B oTHOmeHun cHmkenus 3HadeHnil AJl pazHuiia Mexay rpymnmnaMu coctaBmwia 5,8 MM PT.CT. IJIst
cucronuyeckoro AJl u 2,3 MM pT.CT. Al AUACTONNYECKOr0 AJ[ COOTBETCTBEHHO — B MOJIb3Y
rpynnbsl KOMOMHAIIMK WHAAMAMU]T + TEPUHIOTIPUIL.

B uccnenoBanuu ¢ yyacTueM MallMEHTOB C caxapHbIM JuabeToM 2 TUMa U3y4dajoch BIIUSHUE
cHKeHHs AJl Ha 4acTOTy BO3HMKHOBEHHS MAaKpPOCOCYIUCTBIX (CMEpPTh BCIEICTBUE

KapJIMOBACKYJIIPHBIX MPUYMH, HedaTanbHbI MHpApKT MHOKapnaa, HedaTaabHBIH MHCYJIBT) U
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MHUKPOCOCYJIUCTBIX OCJIOKHEHHI (BO3HMKHOBEHHE WM YyXyJALIEHHE TEYeHUs HedpomaTuu u
3a0o0JieBaHUH TJ1a3) Y NMAIlMEHTOB, MPUHUMABIINX KOMOMHALIMIO MHAANAMU + MEPUHIONPUI 1O
CpaBHEHMIO ¢ Manebo, Ha (oHE CTAaHAAPTHOW Tepamuu, a TaKKe MPUHUMABIIUX TIMKIA3H]
MOJIM(PUIIMPOBAHHOTO BHICBOOOXK/ICHUS B CPABHEHUU CO CTaHAAPTHOU Teparuei, HampaBIeHHON
Ha MoJiepKaHKUE YPOBHS TJIIOKO3bl B KPOBHU B IIPE/ieaX HOPMaJIbHbIX 3HAUEHUH.

[Tocne 4,3 ner Tepanuu OTHOCHUTENBHBI PUCK BO3SHHUKHOBEHHUS MAaKpO- M MHUKPOCOCYIUCTHIX
OCIOXHEHUH cHu3mics Ha 9% B Tpymnne, NPUHUMABIIEH KOMOWHAIMIO HHIAmaMuj +
nepunaonpwi.  [IpeuMymiectBo  ObUIO  JOCTHTHYTO 32 CYET 3HAUYMMOTO  CHMDKEHUS
OTHOCHUTEJIBHOTO pHCKa cMepTHOCTH Ha 14 %, cMepTu BCIIEACTBUE KapAUOBACKYJISPHBIX MPUYUH
Ha 18 % wm pa3BUTHS MOYEUHBIX OCIOXKHEHHMUW Ha 21 % B rpylIe NauMeHTOB, MOJYyYArOIINX
KOMOHMHAIIMIO MHJIATIaMUJ1 + MEPUHAOIPUI TI0 CpaBHEHHIO ¢ manebdo. B moarpymnme nanueHToB ¢
apTepHalibHON THUIEPTeH3UEH MOKa3aHO 3HAYMMOE CHIKeHHE Ha 9 % OTHOCHUTENBHOTO PHCKa
KOMOMHMpPOBAaHHOW 4YacTOTbI Makpo- M MHUKPOCOCYAMCTBIX OCJIOXHEHUM B TpYIIIIE,
MPUHUMABIIECH KOMOMHAIIMIO WHIATIAMHIJT + TIEPUHIOTIPHII, TI0 CPAaBHEHUIO C IUIareoo.

B nanHO# rpyrmimne Takke 3HAYMTEILHO CHU3WIICS OTHOCHTENILHBIN PUCK cMepTHOCTH (Ha 16 %),
CMEpPTU BCIEACTBHE KapAHOBACKYJSApHbIX mpudunH (Ha 20 %) U pa3BUTUA TMOYEUHBIX
ocnoxxHeHuit (Ha 20 %) y MaMeHTOB, MOTYYAOIINX KOMOWHAIIUIO WHAAMAMU + TIEPUHIOPIIT
[0 CPABHEHHIO C MAlMEHTaMH, MMOIYYaIOIIUMU TU1aneoo.

[TpeumyriecTBa rUMOTEH3UBHOM Tepanuy HE 3aBUCEIN OT MPEUMYILECTB, JOCTUTHYTHIX Ha (poHe
WHTEHCUBHOTO ININKEMHUYECKOTO KOHTPOJIS.

Jsotinas onoxkaoa PAAC

HmeroTcss naHHBIE KIMHUYECKUX HCCIENOBAaHMI KOMOWHHPOBAHHOW TEpanuu ¢ MPUMEHEHHEM
unruoutopa AII® ¢ APA 1).

[TpoBoAMIINCh KIIMHUYECKUE HCCIIEOBAHMUS C Y4YacTHEM MAllMeHTOB, UMEIOIIMX B aHaMHE3e
Kap/IMOBACKYJISIpHOE WM LiepeOpoBacKyJssipHOe 3a0oJieBaHMe, MO0 caxapHbId auaber 2 Tuma,
COTPOBOKAAIOIIMICS MMOATBEPKICHHBIM MMOPAKEHUEM OpraHa-MUIIEHH, a TaKkKe MCCIIeI0BaHus
C yyacTHeM MalMEeHTOB ¢ caxapHbIM AuadeToM 2 THNa U quadeTndyeckoi HedponaTueil.

JlaHHbBIE WCCIIeIOBaHMs HE BBISABHIIN y MAIIMEHTOB, MOTYYaBIINX KOMOMHUPOBAHHYIO TEpaIuIo,
3HAYUTENIbHOTO  MOJIOKUTEIBHOTO  BIMSIHMSI HAa  BO3HUKHOBEHHWE  IOYEYHBIX  W/WIU
KapJIMOBACKYJISIPHBIX OCJIOKHEHUHN U HA MIOKA3aTeld CMEPTHOCTH, B TO BpEMs KaK PUCK Pa3BUTHUS
runepkanuemuu, OIIH w/wnm apTepuanbHON THUIOTEH3WU YBENIWYUBAICA IO CPaBHEHUIO C

ManuceHTaMu, MoJIy4YaBIIMMU MOHOTEPAIIUIO.
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[IpunrMas BO BHHMMAaHHE CXOXXHE BHYTPUIPYIMIOBbIE (apMaKOJUHAMUYECKHE CBOWCTBA
unruoutopoB AIID u APA I, nanubsie pe3ysbTaTbl MOXKHO OXHIATh ISl B3aUMOJACHCTBUS
TOOBIX IPYTUX MPENapaToB, MpecTaBuTeNel KiraccoB MHruouTopoB AIID u APA 1.

[Tostomy unrudutopst AII® u APA Il He cnenyer npuMEHSTh OAHOBPEMEHHO y MAlMEHTOB C
nradeTHuecKoi HeppomaTuei.

Hmerorcss gaHHbIE KIMHUYECKOTO HCCIENOBAHUS MO M3YYEHHIO MOJOKUTEIBHOTO BIMSHHS OT
no0aBIIeHUS ATUCKUpPEHa K cTanaapTHON Tepanuu uHruouropom AIID wim APA 11 y nanuenTos
C caxapHbIM 1uabeToM 2 THUIA U XPOHHUYECKUM 3a00JIeBaHHEM TOYEK WM KapAHOBACKYJISPHBIM
3a0oneBaHueM, JUOO UMEIOUIMX COoYeTaHWe OJTUX 3aboneBaHuil. MccienoBanue ObLIO
IPEKPALEHO JOCPOYHO B CBSI3M C BO3POCIIMM PHUCKOM BO3HUKHOBEHHS HEXKEIATEJIbHBIX
ucxonoB. KapauoBackyisipHas CMepTh M HHCYJbT BO3HUKAJIM 4Yallle B TpYIIE MallEeHTOB,
MOJTyYaIoIUX ATUCKUPEH, [0 CPAaBHEHUIO ¢ TPpymIoil miamnedo. Takxke HexenaTeNbHbIC SBICHUS
U CEpbE3HbIE HEKEIaTEJbHBbIE SIBJIEHUS O0COO0ro MHTEpeca (TUIEpKalveMus, apTepuajbHas
TUIOTCH3MsI U HapymeHHusT (PYHKIMH MMOYEK) PEerHCTPUPOBAIKCH Yalle B TPyIIE aJHCKHpEHa,
4yeM B rpymime miamneoo.

5.2. ®apmakoKHUHEeTHYeCKHE CBOHCTBA

AmitoguniH + nHOAaMuI + nepuHIOIPHII

KOM6I/IHI/IpOBaHHO€ IIPUMCHCHUC KOM6I/IHaI_[I/II/I aMJIOWIIMH + WHIamamMung + MNCPpUHIAOIIPHUI HEC
HU3MCHACT HUX Q)apMaKOKI/IHeTI/I'-Ie()KI/IX XapaKTCPUCTUK IO CPABHCHUIO C pasACIIbHBIM IIPHUEMOM

3TUX CPEJCTB.

AMIioannuH

Abcopbyus

[Tocne npuema BHYTpb aMiIoAUNHNH MeuieHHO abcopoupyetcs u3 JKKT. OnHoBpeMeHHbIH nprueM
NUIM HEe BJIMSAET Ha OWMOJOCTYNHOCTh amioaunuHa. MakcumanbHas KOHIEHTPAus (Cmax)
aMJIOJIMIIMHA B TUIa3Me KPOBHU J0CTUTraeTcs yepe3 6—12 gacoB nocine npuemMa BHYTpPb.
Pacnpeoenenue

AbcomoTHass OMOJOCTYMHOCTh cocTtaBisieT okono 64-80 %. O0wvem pacnpenenenus (Vd)
cocraBisieT nmpuMepHo 21 /kr. B wcciaemoBaHuax B ycaoBHSX iN VIO cTermeHb CBA3BIBAHHS
amJIoIMNuHa ¢ OelKaMHM IU1a3Mbl KpOBH cocTaBisiiia okoio 97,5 %.

Memabonusm

AmiogunuH MeTaO0OIU3HPYETCs B TMEUYEHHW C 00pa3oBaHMEM HEAKTUBHBIX META0OJIUTOB, TPH
3toM 10 % npuHATON BHYTPH 03Bl aMJIOJUIIMHA BBIBOJUTCS MOYKAMU B HEM3MEHEHHOM BHJE,

okoJ10 60 % — B Bue MeTabOIUTOB.
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Buigeoenue
Koneunstit T'%2 U3 miua3Mel KpoBU cocTaBisgeT okoio 35-50 gacoB, 4yTo 1mMo3BOJIIET MPUHUMATD
aMJIOJMIIMH OMH pa3 B CYTKH.

Oco0nlie I'PYHOIIbI TAMEHTOB

VY nanueHTOB MOXKUIJIOTO BO3pacTa OTMEUASTCS CHUKEHUE KIIMPEHCa aMJIOIUITNHA, YTO PHUBOIUT
Kk yBenuueHuto nokaszatened AUC u T Veenmuenue AUC u T'.2 y nanumentoB ¢ XCH
COOTBETCTBYET IpE/IoJiaraeMoi BEJIMYUHE JIJIS1 ITaHHOM BO3PACTHOM IPYMIIBL.

Y nanueHtoB ¢ HapylieHueM (YHKUMM T€YeHU JaHHble O MPUMEHEHHH aMJIOJIUIIMHA
OTpaHUYEHBI, HAOIIOMAeTCsl CHM)KEHUE KIIMPEHCA aMJIOJUIMHA, YTO MPHUBOAMUT K yBEITUYECHUIO
T% u AUC npumepno na 40-60 %.

Nupanamung

Abcopoyus

Wupanamun 6sictpo u nosHocThio BeackiBaeTcsl B JKKT. Cmax B miia3Me KpOBU JOCTUIAETCS
npuMepHO yepe3 | yac mocie mpuema mnpemnapara BHyTPb.

Pacnpeoenenue

CrerneHb CBsA3bIBaHUSA ¢ OeJIKaMu IU1a3Mbl KpOBH cocTaBisieT 79 %.

Memaboauszm u evigedeHue

TY, cocraBnser 14-24 gaca (B cpemnem 18 gacom). [loBTOpHBIM mNpueM HHIAaMUAa HE
MPUBOJIUT K €r0 KyMYJISIIHA. BBIBOIUTCS B BHUAEC HEAKTUBHBIX META0OJIUTOB, B OCHOBHOM
noukamu (70 % OT IPUHATON BHYTPH J103bI1) U uepe3 KumeuHuk (22 %).

Oco0bIe I'pynnbl DaMCHTOB

VY nanueHToB ¢ MOYEYHOM HEAOCTATOUHOCTHIO (PapMAaKOKMHETHKA MHAANIaMKJ1a HE U3MEHSIeTCS.
Ilepunaonpun

Abcopoyus

[Tpu npueme BHyTps nepusionpui ObicTpo BcackiBaeTcss B JKKT. Cmax B miasme KpoBH
nocturaercs yepe3 1 dyac mocie mnpuemMa BHYTPh (aKTUBHBIM METaOOJIMTOM MEPUHIONPHUIIA
aBiseTcss nepunaonpunar). T2 mepuHmonpuiaa U3 mia3Mmbl KpoBU cocTaBiger | gac. Ilpuem
UM 3aMeUIsIeT MpeBpalleHue NepUHIONpuiIa B NEPUHIONPUIAT, TAKUM 00pa3oM, BIIHAS Ha
6uogoctynHocTh. [loaTOMy mpemapar ciexyer MpUHUMATh OJUH pa3 B CYTKH, YTPOM Mepen
[IPUEMOM IIUILIH.

Pacnpeoenenue
Vd cBoGogHoro mnepungonpuiara cocrasisier npumepHo 0,2 ia/kr. CreneHb CBA3bIBAaHHS
nepuHoNpuIaTa ¢ 6enkamMu mia3mMbl KpoBu (B ocHOBHOM ¢ AII®D) coctamnsier okono 20 % u

HOCHT JI0303aBUCHUMBIN XapakKTep.
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Memabonuszm

[lepunponpun He obnamaeT (apMakoIOrnyeckoi akTuBHOCTHIO. [Ipubmmsurensno 27 % ot
O6H_I€I‘O KOJIMYCCTBA ITPUHATOIO BHYTPb NCPUHAOIIPHIIA MOMAAAaCT B KPOBOTOK B BUAC AKTHBHOTI'O
MmeTabonuTa nepunaonpuiara. [lomumo nepunonpuiaTa oopasyrorcs eme 5 MeTaboJIuToB, He
oOnajaromux (GapMakoJOrH4ecKo akTUBHOCTBIO. Cmax NEpUHIONpHIATa B IUIA3M€ KPOBU
nocturaercs yepe3 3—4 yaca rnociie npuemMa BHyTpb.

Buigeoenue

[lepunnonpunar BeIBOOUTCS U3 opranusma mnoukamu. Koneunblii T'2 cBoOomHo#l (pakuuu
COCTaBJISIET OKO0JIO 17 4acoB, MOSTOMY PAaBHOBECHOE COCTOSIHUE JOCTUTAeTCsi B TeueHue 4-x
CYTOK.

JIMHENHOCTH/HEINHENHOCTD

CymeCTByeT JIMHEWHAas 3aBUCUMOCTh KOHOCHTPpAIUN ICPUHIAOIIPpHIIa B IINIa3ME KpPOBU OT €TI0
JO3BbI.

Oco0Bble IPVIIILI TAIUEHTOB

Tayuenmsi nodcunozo eospacma

BriBenenne mnepunaonpuiaTa 3aMEAJICHO Y MAIMEHTOB IMOXKUJIOTO BO3pacTa, a TaKke Yy
MALMEHTOB C CEPAECYHON U IIOYEYHOU HETOCTATOUYHOCTBIO.

THayuenmoi ¢ HapyweHuem hyHKyuu novex

[Tox6Gop 10361 HEOOXOAUMO TIPOBOIUTE C YIETOM CTECTICHH TSDKECTH MOYCYHON HEJOCTATOYHOCTH
(KK B ma3zme KpoBH).

Juanuz

Jnanu3Helil KIMpEeHC NepuHaonpuiata coctapiseT 70 MiI/MUH.

layuenmul ¢ napywenuem ynkyuu nevenu

dapMakOKMHETHKA TMEpPUHIONpUa HapylleHa Yy TMalueHTOB C IMPPO30OM TIEYEHU: €ro
MEYCHOYHBIN KIMPEHC YMEHbIIaeTcs B 2 paza. Tem He MeHee, KOJIMYECTBO OOpa3yIOILIErocs
MepUHONpPHUIIaTa HE YMEHBIIIAETCS, YTO HE TPeOyeT KOPPEKIHU 103kl (cM. pa3aensl 4.2. u 4.4.),
5.3. /laHHbI€ JOKJIHHUYECKOH 0€30MaCHOCTH

AMIOIUITNH

PenpoykTHBHBIC UCCIIEIOBaHMS HA KPBICAX M MBIIIAX MMOKA3aJu 3aJePKKY POJIOB, YBEIUUYCHUE
MPOJOJDKUTEIILHOCTA POJOB W CHIDKCHHE BBDKMBAGMOCTH JIETCHBINICH TpH JIO3HPOBKAX,
npuMepHo B 50 pa3 MPEeBBIIIAIONIMX MAKCUMAIBHYIO PEKOMEHIYEeMYIO 03y JUIsl 4YellOBeKa B
nepecyeTe Ha MI/KT.

He BwIABIIEHO BIUSHUSA Ha (DEPTHIIBHOCTH KPBIC, MOJIYYAaBIIUX aMJIOJUIHH (CaMIbl B TCUCHUE
64 mHeit u camku 3a 14 gHEl no capuBaHus) B 1o3ax 10 10 mr/kr/cyT (B 8 pa3z* mpessimaromas

MaKCHMAaNbHYI0 pEKOMEHIyeMylo 03y mns demoBeka 10mr ma 1wmr/m?). B apyrom
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WCCJICIOBAaHUH Ha KPBICAX, B KOTOPOM CaMIIOB KPBIC JICUMJIM aMJIOJUITHA OECUIaTOM B TEUEHHUE
30 nHeit B 103€, CpaBHUMOM ¢ 1030 JUIs YelloBeKa B IepecueTe Ha MI/KT, ObUIO OOHApYKEHO
CHW)KCHHE YPOBHSI (DOJUIMKYJIOCTUMYJIMPYIOIIET0 TOPMOHA U TECTOCTEPOHA B IIa3Me KPOBH, a
TaK)K€ CHUKCHUE IUJIOTHOCTH CIIEPMATO30MIOB W KOJUYECTBA CIIEPMATO30UJIOB, KOJHUYECTBO
3pembIX criepMaTHa U KieTok CepTonu.

VY KpbIC U MBIIICH, MTOJYYaBIINX aMIIOJMITMH C MUIICH B TCUCHUE JABYX JIET B KOHIICHTPAIUIX,
paccuMTaHHBIX Uil OOecreueHusl CyTOYHBIX ao3upoBok 0,5, 1,25 u 2,5 mMr/kr/cyt, He ObLIO
00HapyXEHO TMPU3HAKOB KaHIeporeHHOCTH. Camas BBICOKas JjJ03a (I MBIIICH aHaJIOTHYHA
MaKCHMaJIbHON peKOMEHlyeMOW KJIMHUYecKou o3¢ 10 Mr B mepecuere Ha Mr/M? JuIst MBIIICH, a
JUTSL KPBIC B JIBa pa3a*) Oblaa OJU3Ka K MAKCUMAJIbHO MEPEHOCUMOM 103€ JUTsl MBIIICH, HO HE JJIst
KphbIc. VccnenoBanus MyTareHHOCTH He BBISIBIIIN 3(DPEKTOB, CBA3aHHBIX C HAPKOTUKAMH, HH Ha
T€HHOM, HU Ha XpOMOCOMHOM ypPOBHE.

Wupanamuyg

Camble BBICOKHE J103BI, BBOJAMMBIC MEPOPATHHO pa3inyHbIM BHUIaM KUBOTHHIX (B 40—8000 pa3
MPEBBIIAIONINE TEPAMEBTHYSCKYIO 103y), TIOKa3ald YCWICHHE MOYCTOHHBIX CBOMWCTB
uHaanamua. OCHOBHBIC CUMIITOMBI OTPABJICHUS BO BpEMsI UCCIICIOBAHMI OCTPON TOKCHYHOCTH
WHJAMAaMKIa, BBOJMMOTO BHYTPUBEHHO WM BHYTPHUOPIOIIMHHO, OBUIM  CBSA3aHBl C
(dapMaKoJIOTHYECKUM  JICHCTBUEM HHIANAMHUAa, T.€. OpaaunmHod W mnepudeprudecKkoi
Ba30IMJIaTaIUH.

Wupgamamu nan OTpUIATENBHBIM pe3yibTaT B OTHOLIEHUM MYTAareHHBIX U KaHIIEPOTEHHBIX
CBOMCTB.

HccnenoBanust penpoOAyKTUBHON TOKCHYHOCTH HE BBISBHIN SMOPHOTOKCHYECKOTO KU
TEPAaTOTCHHOTO JICUCTBHS HA KPBICAX, MBIIIAX U KPOJIUKAX.

@DepTUIBHOCTH HE HApYIIANach HU Y CaMIIOB, HU y CAMOK KpBIC.

Ilepunponpui

B wuccrnenoBaHusIX XPOHUYECKOW MEPOPATLHOW TOKCHYHOCTH (KPBICBI M 00€3bsIHBI) OpraHOM-
MUIIICHBIO SIBJISIFOTCS IIOYKH C OOPaTUMBIMH ITOBPEIKICHHUSIMI.

MyTareHHOCTh He HabJIF01aIach B HCCASI0OBAaHIX iN VItro wiu in vivo.

HccnenoBanust pemnpoayKTUBHON TOKCHKOIOTUU (KPBICHI, MBIIIN, KPOIUKU M OOE3bSHBI) HE
BBISIBUJTH TIPU3HAKOB dMOPHOTOKCHYHOCTH HJIM TeparoreHHOCTH. OJHAaKO ObLIO TOKa3aHO, YTO
uHruouTopsl AII® Kkak Kjacc BBI3BIBAIOT HEOJIAroNpHUsITHOE BO3/AEUCTBHE Ha MO3HEE pa3BUTHE
1072, MPUBOJS K THOENM TUI0Ja U BPOXKIACHHBIM IOCIEICTBUSM Yy TPBI3YHOB U KPOJHKOB:
HAOMIOIAMNCh TOPAKEHUS TOYeK W YBEIMYEHUE Tepu- U TIOCTHATAIILHONH CMEpPTHOCTH.
@OepTHIBPHOCT, HE HapylIajach HH Yy CaMIOB, HH Yy CaMOK Kpbic. B IOITOCpOYHBIX

HCCIICIOBAHUAX Ha KpPbICaxX W MbIIIax HE Ha6n1011an005 KaHIICPOTCHHOCTH.
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WNupanamMug + NEpUHIOIPHII

Kom6unanus nnapanamug + mepuHAONPWI 001aaeT HECKOIBKO OOJBIICH TOKCHUYHOCTBIO, YeM
€€ KOMIIOHEHThl 110 oTAenbHocTH. KomOuHanus, m0-BUAUMOMY, HE MPUBOIUT K
HNOTEHIMPOBAHUIO HApyIIEHUIO (YHKIMU MouyeK y Kpbic. OnHako, JaHHas KOMOMHALUA IO
CPAaBHEHHMIO C IEPUHAONPHUIIOM BbI3BIBACT JKEIYJOYHO-KUIIEUHYI0 TOKCHYHOCTh Yy CO0aK H
YCUJIMBAET TOKCHYECKOE ACHCTBUE HA caMOK KpeIc. Tem He menee, atu HP npossistores npu
7103aX, COOTBETCTBYIOIIMX OYEHb BBICOKOMY HMHIEKCY O€30IacHOCTH B CpPaBHEHHH C
WCIIOJIb3YEMBIMU TEPANIEBTUUECKUMU JO3aMH.

B JOKIMHMYECKHX HCCIENOBaHMUAX, IPOBEICHHBIX OTAEIBHO C INEPUHAONPWIOM U
MH/IallaMHUJIOM, HE OBLIO BBISBJICHO I'€HOTOKCHYECKOTO, KAaHIIEPOTEHHOTO WM TEPaTOreHHOIro
[OTECHLIMANA.

* [Ipu macce naruenTa 50 Kr

6. ®APMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeueHb BCIOMOraTe/ibHbIX BelleCTB
Llem1r05103a MUKPOKpUCTAJUTMYECKAs]
Kanbuus xmopua rekcaruipar
Kpaxman npexenaTuHU3UPOBaHHbBIN
KapOokcumeTunkpaxman HaTpus
Hatpus runpoxap6oHar
KpemHus nuokcny KoJIouaHbINn
Marnus creapat
6.2. HecoBMecTUMOCTH
Henpumenumo.
6.3. Cpok roqHOCTH (CPOK XpaHeHHsI)
2 roza.
6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUH
XpaHuTb Ipyu TeMrepatype He Boiie 25 °C, B OpUTMHAIBHOHN YIIaKOBKE.
6.5. Xapakrep u coaep:kaHue NEPBUYHOH YIIAKOBKH
[To 10 nnu 14 TabneTok B KOHTYPHOM sIYEHKOBOM yNakoBKe W3 KOMOMHUPOBAHHOTO MaTepHasa
OITA/An/TIBX u ¢onbru amoMUHUEBOM.
1, 2, 3, 6, 9 KOHTYpHBIX AYEHKOBBIX ymakoBok (o 10 tabmetox) umu 1, 2, 4, 6 KOHTYpPHBIX
SYEUKOBBIX YMAKOBOK (10 14 TabiieToK) BMECTe ¢ MHCTPYKIMEH M0 MPUMEHEHHIO MMOMEIIAl0T B
Ma4yKy KapTOHHYIO.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIIHBI JUIsl peau3aliii.
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6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH TPH YHHUYTOKEHHHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WM OTX0A0B, TOJYYEHHBIX TOCJe NPUMEHEeHUs
JIEKAPCTBEHHOI'0 NMPeNnapara, v Apyrue MAaHUILYJISIIIHN ¢ IPenapaToM

Het ocoObix TpeOoBaHMil K YTUIH3AIIH.

7. JEPXKATEJIb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHUSA
Poccniickas @enepanvs
000 «KPKA-PYCy», 143500, Poccus, MockoBckas 0611., . Mictpa, yin. MockoBckas, 1. 50
Ten.: +7 (495) 994-70-70
daxkc: +7 (495) 994-70-78
Anpec 351. moutsl: Krka-rus@krka.biz
7.1. [IpeacTaBuTe/Ib J€PKATENSA PETHCTPANMOHHOTO YI0CTOBEPEHMS

IIpereH3un HOTD66HTCHCﬁ HAaImpaBJIATH I10 aApPECy.

Poccuiickasa ®@eoepayus

000 «KPKA-PYCy,

143500, MockoBckast 0611., r. Mctpa, yin. MockoBckas, 1. 50
Temn.: +7 (495) 994-70-70

dakc: +7 (495) 994-70-78

Anpec 351. moutsl: Krka-rus@krka.biz

Beo6-caiit: www.krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS
JITT-Ne(001097)-(PT-RU)

9. JATA NIEPBUYHOM PETMCTPAIIMU (IOATBEPXKJIEHUA PETUCTPALIUU,
INEPEPETUCTPAIIN)

Hata nepBoii peructpanuu: 3 aprycra 2022 r.

10. IATA IEPECMOTPA TEKCTA
21 aBrycta 2023 r.

OOmias  xapakTepUCTHKAa JIEKapcTBeHHOTo mpemnapata Ko-J/lanmpHeBa  goctymHa  Ha
UH(QOPMAIIMOHHOM TOopTane EBpa3suiickoro SKOHOMHYECKOTO cOro3a B HH(OPMAIMOHHO-
KOMMYHUKaIMOHHO# cetn «HTepHeT» https://eec.eaeunion.org.
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