OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

[Tpectapuym A, 5 Mr, TaGIETKH, MOKPHITHIE IICHOYHOU 00OJIOYKOM.

[Tpectapuym A, 10 mr, TaGneTKH, MOKPHITHIE MTICHOYHOH 000JI0UKOIA.

2. KAUYECTBEHHBINA M KOJJMYECTBEHHbBII COCTAB
JeiicTByro11asi BEIIECTBO: MEPUHIONPUIIA APTUHHUH.

[Ipectapuym A. 5 mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxnas tabneTka, HOKpBITas IIICHOYHOW 00O0JI0YKON, CONEPKUT S5 MI' MEPHUHJIONPHIIA apTUHIHA
(cooTtBercTBYET 3,395 Mr nepuHAOIIpHUIIA).
BcnomorarenbHbIe BELECTBA, HAJIUMYME KOTOPBIX HAJO YUUTHIBATh B COCTAaBE JIEKAPCTBEHHOIO

npenapara: 1akmo3zsi MoHoauopam — 72,58 me (cm. pazoen 4.4).

IIpecrapuym A, 10 mr, TaOJIETKH, TOKPHITHIE LIEHOYHOW 000JI0YKOMI

Kaxnas Tabnerka, MOKphITas MJICHOYHOH 000J109K0ii, coepkut 10 Mr nepuHa0NpHia apruHiuHA
(cootBercTBYET 6,790 MI IEpUHIOIIPHIIA).

BcnomoraTenbHble BelecTBa, HAJIMYKWe KOTOPBIX HAJO YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: 1akmo3si MoHocuopam — 145,16 me (cm. pazoen 4.4).

[TonHBIN CMIUCOK BCIIOMOTATEIbHBIX BEIIECTB MIPEACTABIICH B pazjaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHOU 000I0UYKOM.

[IpecrapuyMm A, 5 mr, TaOJETKHU, MOKPBITHIE INIEHOYHOU 000JI0UYKON

HpOI[O.]'Il"OBaTHe Ta6J'IeTKI/I, IMOKPBITLIC IJICHOYHOH 00O0JOYKOH CBETIIO-3€JICHOTO BCTAa,
3aKPYTJICHHBIC C ABYX CTOPOH, C HACCYKaMH C ABYX OOKOBBIX CTOPOH U FpaBHpOBKOﬁ B BUJC

JIOTOTHIIa KOMIIAHWH Ha OI[HOﬁ U3 JIMICBBIX CTOPOH.

[Ipectapuym A, 10 mr, Ta6J'IeTKI/I, MOKPBITHIEC IJICHOYHOM 000J109KOM

prrﬂble, ABOSKOBBIITYKJIBIC Ta6J'ICTKI/I, TIOKPBITBIC IUICHOYHOM OGOJIO‘-IKOI\/'L 3CJICHOI'0 1IBETA, C

rpaBUPOBKO#i B BHie \) HA OIHOI CTOPOHE M JOTOTHIIA KOMIIAHUH - HA JPYTOif.

4. KJIMHUYECKHUE JTAHHBIE
4.1. Iloxa3aHusl K IPMMEHEHUIO

JlexapctBenHsbli npenapar IIpectapuyM A noka3aH K IPUMEHEHHUIO y B3pOCIIbIX NTAllEHTOB!
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e aprepuanbHas I'MIEPTEH3US;

® XpOHMYECKas cepJeyHasl HeJOCTaTOYHOCTb;

e [poUIAKTUKA ITOBTOPHOI'O MHCYJbTa (KOMOMHUpPOBAHHAs TEpanus ¢ MHAANAMUIOM) Y
NAlUEHTOB, NEPEeHECHIMX HWHCYJIbT WM TPAaH3UTOPHOE HAPYIIEHUE MO3TOBOTO
KPOBOOOPpAIIIEHNUS 10 UILIEMHUYECKOMY THUITY;

e crabunbHasg UBC: cHMXeHus pucka cepAeyHO-COCYIUCThIX OCIOXKHEHNUH Y NAllUEHTOB CO
crabuibnoi BC.

4.2. PexxuM 103UPOBAaHUS H CIIOCO0 NPHUMEHEHUSA

PexxuM J103upoBaHus

ITpu BbIOOpE /103BI CIIEYET YUUTHIBATh OCOOCHHOCTH KIMHUYECKON CUTyaluu (cM. pasznen 4.4) u
creneHb cHxkeHus AJl Ha GoHe mpoBOIMMON Tepanuu.

s obecriedeHns yKa3aHHBIX HUDKE PEKUMOB JO3MPOBAHUS TPU HEOOXOJMMOCTH MPUMEHEHHS
nepuHjonpuia B no3e 2,5 mr tabnerky npenapara Ilpectapuym A B 103UpOBKE 5 MI' MOXHO
pa3feNInTh Ha JIBE PaBHBIE JO3BI.

Apmepuanvhasn cunepmen3us

JlexapctBennbiii npenapat [Ipecrapuym A MOKHO NPUMEHSATH KaKk B MOHOTEpAluu, Tak U B
cocTaBe KOMOMHUpPOBaHHOM Tepamnuu (cM. pazaensl 4.3, 4.4,4.5u 5.1).

Pexomenayemast HauanpHas 103a COCTaBIsET S Mr 1 pa3 B CyTKH.

VY NauuMeHTOB € BBIPAXKCHHOM AKTHUBHOCTBIO CHCTEMbBl PEHUH-aHTMOTEH3UH-aJIbJOCTEPOH
(0COOEHHO IPU PEHOBACKYJISIPHOW TMIEPTEH3MH, TMIIOBOJIEMUHU W/WIM CHUKEHUU COAEPIKaHUS
AJIEKTPOJIUTOB IJIa3Mbl KPOBHU, IEKOMIIEHCAIIMM XPOHUYECKON CepJIeYHON HEA0CTaTOYHOCTU MU
TSKEJION CTENEeHU apTepHalbHOM MMIEepTEeH3UU) MOCie MpreMa NepBoi A03bl Mpernapara MOXKET
pa3BUTHCA BeIpakeHHOE cHIDKeHHE A/l B Hagane Tepanuu Takue ManueHTsl JOJKHBI HAXOIUTHCS
HOJ TIIATEIbHBIM MEIUIMHCKUM HabOmogeHueM. PekomeHyemass HauaslbHas J03a I TaKUX
MalMEeHTOB COCTaBIsAeT 2,5 Mr (TosioBrHA TabneTku 5 mr) 1 pa3 B CyTKH.

B cnyuae HeoOxoaumocTu uepe3 Mecsll IOcie Hayajga Tepanmuu MOXHO YBEIMYUThH 03y
npenapara 10 10 mr 1 pa3 B cyTku.

B Hawanme Tepanuum JiekapcTBEHHBIM IpemapatoM IIpecrapuym A MOXKET BO3HUKATh
CUMITOMAaTUYecKasi apTepualibHas TUIOTEH3Us. Y MalUeHTOB, OJHOBPEMEHHO IOIYYarOIINUX
TUYpPETUKH, PHUCK pa3BUTUS apTepuaibHOM THUIOTEH3MHU BBIIIE B CBSI3U C BO3MOXHOMU
TUIIOBOJIEMHEN U CHHXKEHHMEM COJIepKaHUs AJIEKTPOJIMTOB IIa3Mbl KpoBU. CienyeTr cobmoaarh
OCTOPOXHOCTB IPU IPUMEHEHHUH JIEKapCTBEHHOTro npenapara IIpectapuyM A y naHHOM Ipynmsl

MaIeHTOoB.
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PexoMeHnnyercs, MO BO3MOXXHOCTH, NPEKPAaTUTh TMPHUEM JAUYPETUKOB 3a 2-3 qHA 10
IIpEII0JIaraéMOro Hayajla TepaluM JIEKapCTBEHHBIM npenaparom Ilpecrapuym A (cM. pasgen
4.4).

IIpy HEBO3MOXKHOCTM OTMEHUTh IUYPETUKH, HadajbHas J03a JIEKAPCTBEHHOrO Iperapara
[IpecTtapuym A mo/KHA COCTABISATH 2,5 M (TTosioBuHA TabaeTku 5 mr). [Ipu sToM HEeoOxoaumo
KOHTPOJIMPOBATh (DYHKIUIO TIOYCK U COJEp)KAaHUE Kallusl B CHIBOPOTKE KPOBH. B manmpHeiiieM, B
cilydae HeoOXOAMMOCTH, J103a TpenapaTa MOXeT ObITh yBennueHa. [Ipin HeoOX0IMMOCTH TTpreM
JTUYPETUKOB MOYKHO BO3OOHOBHUTb.

VY nmanueHTOB MOXKUIJIOT0 BO3pacTa JISUeHHUE ClIelyeT HAaUnHATh € 1036l 2,5 M (II0JI0BUHA TabJIeTKU
5 mr) B cyTku. [Ipr HEOOXOIMMOCTH Yepe3 MeCsI] IOCIe Hayajia Tepaniy 103y MOKHO YBEITUYUTh
JI0 5 MT' B CYTKH, a 3aTeM JI0 10 MT B CyTKH ¢ y4€TOM cOCTOsIHUS (PyHKIIUU TTouyek (cM. Taoi. 1).
Cepoeunas nedocmamounocno

Jleyenne mMAaNMEHTOB C XPOHUYECKOM CEpJEYHOM HEIOCTATOYHOCTBIO JIEKAPCTBEHHBIM
npermapatoM [Ipectapuym A B KOMOWHAIMHM C KaJIHMHHECOSPETAIONIMMH JUYPETUKAMH H/VITH
JTUTOKCMHOM W/min OeTa-aapeHo0IOKaTOpaMy, PEKOMEHAYETCsI HAauWHATh MOJ THIATEIbHBIM
MEAMIIMHCKUM Ha0JI0IeHuEeM, Ha3Havas penapar B Ha4allbHOH 103¢€ 2,5 Mr (1IoJ10B1HA TableTKU
5 Mr) oauH pa3 B JeHb, yTpoM. Uepe3 JBe Helmenu JeueHUs 103a MpernapaTa MOXKET ObITh
MOBBIIIEHA [0 5 MI' OJIMH pa3 B JI€Hb MPH YCJIOBUU XOPOIIEH MEPEHOCHUMOCTU 03I 2,5 MT U
YAOBJIETBOPUTEIILHOTO OTBETA HAa IPOBOUMYIO TEPAIHIO.

VY nmanueHToB ¢ TSHKENOM CepAeYHOW HEAOCTAaTOYHOCTHIO, a TaKK€ Yy MAlUMEHTOB W3 TPYIIIbI
BBICOKOTO pHUCKa (MAIMEHTHl ¢ HAPYIIEHHOW (YHKIMEeW MOYeK W TEHICHIMeW K HapyUICHHIO
BOJIHO-3JIEKTPOJIUTHOTO OajaHca, MAallMeHThl, OJHOBPEMEHHO MOJIyYarolue IUYPETHKU W/UIU
COCYAOpacCIIUpSIONINE JIEKApCTBEHHbIE IIpernapaThl), JEYEeHUE JIOJDKHO OBITh HAyaTo MOJ
TIIATETFHBIM MEIUIIMHCKUM HaOIroAeHneM (cM. pasaen 4.4).

VYV nanmeHToB € BBICOKMM PUCKOM pa3BUTHS CUMIITOMATHYECKON apTepHaIbHOW THMIIOTEH3HH,
HaIpuMep, CO CHIYKEHHBIM COJIEPKaHUEM AJICKTPOJIUTOB MIPH HATUYUHU WK 0€3 TUIIOHATPUEMUH,
C THUIOBOJEMHEH WM C HMHTCHCUBHOM Tepanueld IuypeTHKaMH, IMepe]l HadaloM Ipuéma
JeKapcTBeHHOro mpenapara lIpecrapuym A, 1Mo BO3MOXXHOCTH, IMEPEYUCICHHBIE COCTOSHHUS
JOJKHBI OBITh CKOppEKTUpOBaHbI. Takue mokaszarenu Kak BenuuumHa AJl, dyHKUUS modek u
coJiep’KaHue Kaiusl B IJIa3Me KPOBHU JOJDKHBI KOHTPOJIMPOBATHCS Kak Mepes HayalioM, TaK U B
IpolLecce TepanuH.

IIpogunaxmuxa noemoprozo uncynrbma (KOMOUHUPOBAHHAA MePpanus ¢ UHOANAMUOOM)

VY manueHToB ¢ 1epeOpoBacKyISAPHBIMU 3a00JI€BaHUSIME B aHAMHE3€, TePaNHio JIEKapCTBEHHBIM

npenapatom Ilpecrapuym® A creayeT HauMHATH ¢ J03BI 2,5 MI' (IOJOBHHA TaOIETKH 5 Mr) B
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TE€4YECHHE IEPBBIX BYX HEIENb, 3aT€M, IOBBIIIASA JO3Y 10 5 MI' B TEYCHHE MOCICAYIONINX JBYX
HeZelb 10 IPUMEHEHUs UHAAaMU/a.

Tepanuio cienyeT HauMHATH B JI000€ (OT JIBYX HeENENb J0 HECKOJIBKHUX JIET) BpeMs Iociie
IIEPEHECEHHOTO UHCYJIBTA.

UEC: chudcenue pucka cepoeuno-cocyoucmlx OCIONCHEHUU Y NAYUEHIMO8, paHee NePeHECUUX
UHGaApKm MuoKkapoa u/unu KOpoOHaApHyro peacKyiapu3ayuro

Y nammentoB co crabmwipHbIM TeueHneM WBC Tepamuio JieKapcTBEHHBIM IpenapaToM
[Ipecrapuym A cienyer HauMHATh € 103bl 5 MT 1 pa3 B CyTKH.

Yepes 2 Henenu, Npu XOpouLIed MEpPeHOCHMOCTH Ipenapara U ¢ y4€TOM COCTOSIHUSA (DYyHKIMU
MIOYEK, /1032 MOKET ObITh yBenuueHa 70 10 mr 1 pa3 B CyTKH.

JIumam moKuIIoro Bo3pacTa cielyeT HauuHATh TePAITHIO C T03bI 2,5 MT (TTOJIOBUHA TAOJIETKH 5 MT)
|l pa3 B cyTKkH B TeueHHE OJHOM HENEIM, 3aTEM IO 5 MI' 1 pa3 B CyTKM B TE€UECHME CIEAYIOLIEH
Hesenu. 3aTteM, ¢ YYETOM COCTOAHUS (PYHKIUM MOYEK, 103y MOXKHO YBEeIMUYUTh 10 10 mr 1 pa3 B
cyTku (cMm. Tabn. 1). YBenuuuBarh 103y Mpenapara MOXKHO TOJBKO IHpPU €ro Xopoluen
[IEPEHOCUMOCTH B PaHEE PEKOMEHIOBaHHOM J03€.

Ocobvie epynnvl nayuenmos

ITarMeHTEI ¢ MOYEYHON HEJIOCTATOUYHOCThIO

VY nanueHToB ¢ MOYEYHOH HEAOCTATOYHOCTBIO 103y IpenapaTa CleAyeT MoA0MpaTh C y4ETOM
knupeHnca kpeatuHuHa (KK).
Tabmuua 1. J[lo3upoBka JjekapcTBeHHOro nmnpemnapara IIpecrapuym A mnpu 1noyeyHoH

HCOAOCTATOYHOCTHU

KK (Ma/mun.) Pexomenngyemas n103a

6osee unu paseH 60 5 mr/cyt

bonee unu pasen 30 u menee 60 | 2,5 mr/cyt

6oxee 15 u menee 30 2,5 mr yepes JeHb
ITarmenTs! Ha reMoguaIn3e™ 2,5 MTI" B IeHb Jualin3a
MeHee 15

* ouanuznolil kiupenc nepunoonpunama — 70 ma/mun. Ilpenapam ciedyem npunumamo nocie
npogeodeHus npoyedypvl OUAIU3A.

[TanMeHThl ¢ NEYEHOYHOW HEJOCTaTOUYHOCThIO

[TaruenTam ¢ HapymieHneM QyHKLIHUY I€YeHU KOPPEKLIUU 036l He TpedyeTcs (cM. pa3zensl 4.4 u
5.2).

CTH
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JlekapcTBenHslil npenapar [Ipectapuym A He peKOMEHAYETCs AETSAM U MOAPOCTKaM 110 18 net us-
3a OTCYTCTBHSI JaHHBIX 00 3()()eKTUBHOCTH U OE30MIaCHOCTH PUMEHEHUS MIperapara y HanueHTOB
JJAHHOM BO3pPaCTHOW I'PYIIIIHI.

B Hacrosiee BpeMs HET 10CTaTOYHBIX JaHHBIX 110 0€30aCHOCTU U AP PEKTUBHOCTH IPUMEHEHUS
NEPUHIONPUIIA y IETEN U OAPOCTKOB B Bo3pacte 10 18 ner. meroniyecs 1aHHbIE, OIUCAHHBIE B
paszmene 5.1 He MO3BOJAIOT JeNaTh PEKOMEHIAIMH IO CIOCO0y MPUMEHEHHsS U JO3MPOBKaM
Ipenapara y NaueHTOB JAHHOW BO3PACTHOM I'PYIIIIBI.

Croco0 rIpuMeHeHus

BHyTpb, 0IMH pa3 B CyTKH, YTPOM, IIEpe]] MPUEMOM IHUIIH, 3alUBasi CTAKAHOM BOJIbI.

4.3. IlporuBonoOKa3aHus

® TUINEPUYYBCTBUTEIHLHOCTh K TMEPUHIONPHIY, WIH K J0OOMY H3 BCIIOMOTaTeNIbHBIX
BelIIeCTBaM, [IEPEUNCIICHHBIX B pa3zene 6.1, npyrum unruouropam AllD;

e aHruoHeBpoTuueckuid oT€k (0T€k KBHHKE) B aHamHe3e, CBSI3aHHBIA C OPUEMOM
uaruoutopa AIID (cm. paznen 4.4);

® HAaCJEICTBEHHBIN/MANONATUYECKUNA aHTHOHEBPOTUYECKHI OTEK;

e OepeMEHHOCTH U JakTanus (cM. pa3aensl 4.4 u 4.6);

® COBMECTHOE MPUMEHEHHE C QIMCKHUPEHOM U JIGKAPCTBEHHBIMU IIperaparamH,
COJIepKALMMH ATHCKUPEH, y MAIMEHTOB C CaXapHBIM T1abeTOM W/WIIM yMEPEHHBIMU WIIH
TSOKENBIMU  HApYHICHUSIMU (QYHKIUU TOYeK (CKOpOCTh KIyOO4YKOBOW (UIBTpALlUU
(CK®) < 60 mn/mun/1,73 M? miommany noBepXHOCTH Tena) (cM. paszenst 4.5 u 5.1);

® COBMECTHOE NPHMEHEHHE C aHTaroHucTamu penentopos anruorensuHa [l (APAIl) y
NalMeHTOoB ¢ AuadbeTndeckoit HedponaTue (cM. pazaen 4.4);

® COBMECTHOE IMpPHMEHEHHE C KOMOMHHMPOBAHHBIMH JIEKAPCTBEHHBIMU IIperapaTamH,
colepXkallUMM BajicapTaH + cakyOuTpwi. Mexay mOpueMOM TOCIETHEeH 103kl
cakyOuTpmia M BajcapraHa U HadajgoM JedeHus IIpecrapuymom A HeoOXoaumo
BBIZICpKaTh UHTEPBa He MeHee 36 yacoB (cM. pasnensl 4.4 u 4.5);

® DOKCTpakopIiopalbHas Tepamnus, Beayllas K KOHTAKTy KpOBH C OTPHLATENIBHO
3apsHKEHHBIMU TIOBEPXHOCTAMHU (CM. paznen 4.5);

® BBIPQKEHHBIH JBYCTOPOHHHI CTEHO3 TMOYEYHBIX apTepuil WIM CTEHO3 apTepHH

€IMHCTBEHHOHN (PyHKIIMOHUPYIOIIEH MOYKH (CM. Takxke paszzaen 4.4);

4.4.0co0ble yka3aHUs 1 MepPbl NPEI0CTOPOKHOCTH IIPH NIPUMEHEHUH

C 0CTOPOKHOCTEIO

Crpanuna 5 u3 35



JIByCTOpDOHHUI  CT€HO3 TMOYEYHBIX apTEepUid WM CTEHO3 AapTEepUu  €AUHCTBEHHOM
GYHKIIMOHUPYIOIIEH  TOYKHM, I[OYeYHas HEIOCTaTOYHOCTh, CHCTEMHBIC 3a00JIeBaHHUS
COCIMHUTEIIbHOW TKaHW (CHUCTEMHAasi KpacHasi BOJYAaHKA, CKIEPOJAECPMHSI U Jp.), Tepamnus
MMMYHOCYTIPECCOpaMH, aJUIONMYypPUHOJIOM, NPOKAMHAMUJIOM (PUCK pa3BUTUS HEUTPONECHUH,
arpaHyJIolMTO3a), CHUXKEHHBIH 00beM IUPKYIUPYIOLIe KpoBU (IpUéM ANMYPETUKOB, OeccoseBast
JMeTa, PBOTA, JMapes), CTEHOKapaus, IepeOpOBACKYJIIpHBIC 3a00JIEBaHUS, PEHOBACKYJISIpHAS
TUTIEPTEH3Us, CaXapHbIN Ha0eT, MePBUYHBIN TUIEPATbIOCTEPOHU3M, XPOHUYECKAs Cep/euHas
HenocTatouHOCTh IV pyHKImoHampHOTO Kitacca 1o  kiaccudukamuu NYHA, coBmecTHOE
NpPUMEHEHHE KanuiicOeperaronmx JIUypeTUKOB, IMpenapaToB Kajus, KaJuhcoJepsKalmux
3aMEHUTENCH MUIEBON COJU U JINTHSI, ATUCKUPEHA U MPEnaparoB, COACPKALIUX ATUCKUPEH Y
MAIMEHTOB 0e3 caxapHOro AuadeTa Ui HapyIIeHUH (PYHKIMH MTOYEK, aHTAarOHKUCTOB PELETITOPOB
anrnoteHsuHa Il (APA II) y nmauuentoB Oe3 auabeTnueckoil HedpomaTtuu, TUMEPKATUEMUS,
XUPYpruyeckoe  BMENIATEeIbCTBO/OOIIAs  aHECTe3us, TIeMOJIUAIN3 C  HCHOJIb30BaHHUEM
BBICOKOITPOTOYHBIX MEMOpaH, IeCEHCUOMITU3UPYIOIas Teparus, adepes JIUMONMPOTCHHOB HU3KOH
wiotHoctn  (JIITHII),  cocrosiHme  mociae  TpaHCIUIAHTAllMM  HOYKHM,  AOPTaJbHBIN
CTEHO3/MUTpaIbHBINA CTeHO3/TUNIEpTpOoduUecKas OOCTPYKTUBHASI KapIMOMHOIIATHUS, TPUMEHEHUE
y MallMEeHTOB HETPOUTHON PaCHI.

Cradunbnas UBC

[Tpu pa3BuTHH JIF0OOTO SMTU30/1a HECTAOMIFHOW CTEHOKAPIMHU B TEYCHUE IEPBOTO MECSIIa TEPATUU
JIEKapCTBEHHBIM IpenaparoM llpecrtapuym A cienyer OLEHWTH NPEUMYLIECTBA U PHUCK 0
IIPOJIOJKEHHUS TEPAIUU.

AprepraibHasi THIIOTEH3US

WNurudutopsl AII® MoryT BbI3bIBaTh pe3koe cHkeHue AJl. CuMmnromaruyeckas apTepuaibHas
TUIIOTEH3MsI PEIKO Pa3BUBAETCSA Yy IALMEHTOB C HEOCIOKHEHHBIM TEUYEHHUEM apTepUaIbHOU
runepreHsnu. Puck upesmepHoro cHukeHus AJl mOBBIIIEH y ManueHToB co cHMkeHHbIM OLIK,
YTO MOXKET OTMEYaThCs Ha (POHE Tepanuu JuypeTUKaMu, IpHU cCOOJII0IEHUH CTPOroi GecconeBoit
JIMETHI, THAIIN3E, TUAapEee U PBOTE, A TAKKE y MALMEHTOB C TSKEION CTEIIEHBIO PEHUH-3aBUCUMOMN
runepreHsun (cM. pasznensl 4.5 u 4.8). Cumnromarudeckas apTepuanbHasi THIOTEH3HUSI MOXKET
HaOJI01aThCS y NAIIMEHTOB C KIMHUYECKUMH MPOSIBICHUSIMH CEpACYHON HEAOCTaTOUHOCTH, BHE
3aBHCHUMOCTH OT HAJIWYHUS MOYEHYHON HEIOCTATOYHOCTH. DTO 0ojiee BEpOSTHO y MAIlEHTOB C
CEpIEYHON HENOCTAaTOYHOCTBIO TSKEIOM CTENEHM, KAK pEeaklus Ha MPUEM «IIETIEBBIX»
JUYPETUKOB B BBICOKMX [103aX, THMIIOHATPUEMHUIO WM (YHKIHOHAJIBHYIO IOYEUYHYIO
HEJOCTaTOYHOCTh. Y TAIMEHTOB C IIOBBILIEHHBIM PHUCKOM pa3BUTHS CHMITOMAaTHYECKON

apTepHalIbHON TMIIOTEH3UH HEOOXOAMMO THIATENbHO KOHTposinpoBaTh AJl, pyHKUMIO mouek u
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CoJIepKaHNE KaJlnsl B CBIBOPOTKE KPOBM B Hauasle TEpauy U MpH 10A00pe 1035l JIEKaPCTBEHHOIO
npenaparta [Ipecrapuym A (cm. paznenst 4.2 u 4.8).

[TonoGubIii moaxon mnpumensercs u y mnamuentoB ¢ MBC u  nepeOpoBacKyssIpHBIMU
3a00JI€BaHUSAMH, y KOTOPBIX BbIpaXKEHHAs apTepUalibHas TMIIOTEH3Ms MOXET INPUBECTH K
UH(papKTy MUOKap/a WIK HapyIIEHUIO MO3rOBOT0 KPOBOOOPALIEHHUS.

B cnyuae pa3BuTHs apTepuaIbHON TUIOTEH3UH MAMEHT JOKEH OBITh MEepPEeBEAEH B MOJI0KEHUE
«1&Ka» Ha COMHE C MPUMOTHATHIMU HOoramu. IIpy HE00X0AUMOCTH CJelyeT BOCHOIHUTH 00beM
LUPKYJIUPYIOLIEH KpOBM IpH MOMOUIM BHyTpuBeHHOro BBeaeHus 0,9 % pactBopa Harpus
xyopuza. [lpexonsdiias aprepuaibHas THIIOTEH3Us HE ABJSETCS MPENSTCTBUEM [UIs AaJbHEHIIEro
npuéma npenapara. [Tocie BoccranoBnenust OLK u A/l neuerne MoXKeT ObITh MPOIOIHKEHO.

YV HEKOTOPBIX MAIMEHTOB C XPOHUYECKOM cepaeunoi HeaoctarouHocThio (XCH) n HopMmalibHBIM
win cHWwKeHHbIM AJl nekapcTBeHHbIH mpenapar [Ipectapuym A MOXeT BbI3bIBAaTh
JIONOJIHUTENbHOE CHIDKeHUE AJl. DToT 3pdekT npeackasyem u 00bIUHO HE TPEOyeT MpeKpaleHHs
tepanuu. [Ipyu MosBIEHUHM CHMIITOMOB BBIPaKEHHOTO CHUKEHUS A/l cienyeTr yMEeHbIIUTh 03y
npernapara Uil NpeKpaTUTh €ro NPUEM.

MuTpalbHBEINA CTEHO3/ a0pTAILHBIN CTEHO3/ FI/IHGDTDO(bI/I‘leCKaH O6CTDVKTI/IBHa$I KapAnOMHOIIaTHUA

JlexapctBennbiii mpemnapar I[Ipecrapuym A, kak u apyrue uHruoutopsl AlID momxen c
OCTOPO’KHOCTBIO Ha3HAYaThCA C MUTPAIBHBIM CTEHO30M, a TaKXK€ IMAIlMeHTaM C OOCTpYKIuen
BBIXOJ/IHOTO TPAKTa JIEBOTO JKEITYJ0UKa (A0PTAIBHBIN CTEHO3, THIIEPTPOPUICCKast OOCTPYKTUBHAS
KapAHMOMHUOMATHS).

Hapyuienue d)VHKHI/II/I NOYCK

[Taimentam ¢ moueunoit HemoctarouHocThio (KK Menee 60 mi/MuUH) HadaJbHYIO 03y
nekapcTBeHHoro mpernaparta [Ipectapuym A BbIOMpatoT B 3aBucuMocTu OT 3HaueHus KK (cm.
pasznen 4.2) W 3aTeM B 3aBUCHUMOCTH OT TepameBTHuYeckoro s¢¢exra. 1 Takux HanueHTOB
HEO0XO0/IUM peryJIsipHbIil KOHTPOJIb KOHLEHTPAIlMK KPeaTHHHHA U KaJIisl B CBIBOPOTKE KPOBH (CM.
pasnen 4.8).

ApTtepuanbHasi TUIIOTEH3US, KOTOpasi MHOT/Aa pa3BUBAeTCs B Havae npuéma uHruoutopos AIlD
y mauueHToB ¢ cumnroMmarudeckoil XCH, MoxeT NpuBECTH K YXYAIIEHHIO (YHKLIUHU MOYEK.
B03M0kHO pa3BUTHE OCTPOM MOUEUHOM HEAOCTATOUHOCTH, KaK MPaBHIIO, 0OpPaTUMOM.

Y mnauveHToB C JBYCTOPOHHUM CTEHO30M IIOYEYHBIX apTepuil MWJIM CTEHO30M apTepuu
€MHCTBEHHOM MOYKHU (OCOOEHHO MPY HAJMYUM MMOYEYHON HEIOCTATOYHOCTH) Ha (OHE Tepanuu
unruouropamu All® BO3MOXXHO TMOBBIICHHE KOHIEHTpPAllMM MOYEBUHBI W KpeaTWHUHA B
CBIBOPOTKE KPOBH, OOBIYHO MPOXOsliee MpU OTMEHE Tepanuu. JlomomHUTEIbHOE HalIndue
PEHOBACKYJISIPHOM TUIEPTEH3UMH OOYyCIIaBIMBAET IMOBBIIIEHHBIH PUCK pPa3BUTUS THKEION

apTepHaJILHOﬁ TUMIOTCH3WHU M ITOYCYHON HEAOCTAaTOYHOCTH Y TaKUX IMALIUCHTOB.
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JledeHye TakuxX NANMEHTOB HAYMHAIOT I10J TIIATEIHHBIM MEIUIIMHCKAM HAOJIOJCHHEM C
MPUMEHEHUEM HU3KUX JI03 Mpernapara U JalbHEWIIUM aJeKBaTHBIM ToaoopoM no3. Cremyer
BPEMEHHO ITPEKPATUTH JICUEHUE TUYPETUKAMH U ITPOBOAUTD PETYJISIPHBIN KOHTPOJb COAEPKAHUS
KaJIMsl ¥ KpeaTMHUHA B TUIa3Me KPOBU HA MPOTSXKEHUU MIEPBBIX HECKOJIBKUX HEJIEb TepPaIuH.

Y HEKOTOphIX TAIMeHTOB C apTEepPUAIbHOM THIEpPTeH3UeH O€3 yKa3aHusd Ha HaJIW4due
MPEIIIECTBYIOMIETO 3a00JIEBaHUS COCYAOB IMOYEK MOKET MOBBIIATHCS KOHIIEHTPAIUS MOYCBHHBI
Y KpeaTHHUHA B CBIBOPOTKE KPOBH, OCOOCHHO NP OTHOBPEMEHHOM MPUMEHEHUH TUYPETHICCKIX
cpencts. JlaHHbIe H3MEHEHUS 0OBIYHO BBIPAKEHBI HE3HAYUTEIBLHO U HOCSIT 0OpaTUMBIN XapakKTep.
BeposiTHOCTh pa3BUTHS 3TUX HAPYIICHUH BBIIIE Yy MAIMEHTOB C MOYEYHOW HEJOCTATOYHOCTHIO B
aHamHe3e. B Takux ciaydasx MOXKET TMOTpeOOBAThCSI OTMEHA WM YMEHBIICHHE 03Bl
JeKapcTBeHHOTO npernapara [Ipecrapuym A u/wunm quypeTuka.

I'emoguanu3s

VY nmanueHToB, HaXOASIIUXCSA HA TEeMOIUAIHN3E C UCIIOIh30BAHUEM BBICOKOIIPOTOYHBIX MEMOpaH,
OBLIM OTMEUYCHBI CITyYau Pa3BUTHS aHAPMIIAKTHYECKUX PEAKIMH Ha (POHE Teparuu HHTrHOUTOpaMU
ATII®D. B nogo0HBIX CUTYalUsIX CIEIYET PACCMOTPETH BO3MOXKHOCTh HA3HAYCHUS TUTTOTEH3UBHOTO
mpernapara Ipyroro Kjiacca Wid UCIOIb30BaHUs AUATU3HON MEMOpaHbI IPYroro TUIIA.

TpaHcnaHTaMs HOYKH

JlanHble O TpPUMEHEHWH JeKapCTBEHHOro rmnpenapara [Ipectapuym A y manueHTOB IMOCIE
TpaHCIUUIAaHTAI[UU TTOYKH OTCYTCTBYIOT.

PenoBackynspHasi THIIEPTCH3US

VY m[anmueHToB ¢ JBYCTOPOHHHMM CTEHO30M IIOYEYHBIX apTepUil WIM CTEHO30M apTepuu
€MHCTBEHHON (YHKIMOHUpYIOLIeH Nouky Ha ¢oHe Tepanuu nHruoutopamu AlID Bo3pactaeT
PUCK DPa3BUTHS apTepUalbHON THINOTEH3MM W MOYEYHOM HeZoCcTaTOYHOCTH (cM. pasnen 4.3).
[IpuMeHeHHE AUYPETHUKOB MOXET OBITh JOMOJIHUTENBHBIM (AKTOPOM pHUCKa. YXyAlLIeHHE
(GYHKIMU MOYEK MOXKET HaOII0AaThCs YK€ MPH HE3HAYMTEIbHOM H3MEHEHHWU KOHIEHTpaluu
KpeaTMHHHA B ChIBOPOTKE KPOBH, AK€ Y MAIMEHTOB C OJJHOCTOPOHHUM CTEHO30M MOYEUHOM
apTepuu.

[IoBpIIICHHAS YYB CTBHTCIBHOCTD/ AHTHOHEBPOTUUYECKUM OTEK

[Tpu npuéme nnrudutopoB AIID, B TOM yKciae U NEPUHAONPUIA, B PEAKUX CIy4asx U B JTOOOM
nepuojie Tepanuy MOXET HaOII0AaThCsl pa3BUTHE aHTHOHEBPOTUYECKOTO OTEKA NI, BEPXHUX U
HUOKHUX KOHEYHOCTEH, TyO, CIM3UCTBIX 000JI0YEK, S3bIKa, FOJOCOBBIX CKJIAJOK W/WIH TOpPTaHU
(cM. pazgen 4.8). Ilpu nosBIeHHM CUMITOMOB MpPUEM Mpenaparta JOJKEeH ObITh HEMEAJICHHO
npeKpaiéH, a MaueHT J0JDKeH HaOtoaaThes 0 TeX MOop, MOKa MPU3HAKU OTEKA HE MCYE3HYT

noJIHOCTHIO. Eciin 0TEK 3aTparuBaeT TOJIBKO JIUIIO U T'yObl, TO €ro MPOSBIEHUS OOBIYHO TPOXOISAT
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CaMOCTOSITEJIBHO, XOTsSl MUl JICYEHUS CHUMITOMOB MOTYT IIPUMEHATHCS aAHTUTHCTaMUHHBIE
CpencTBa.

AHTMOHEBPOTUYECKUN OTEK, CONPOBOKAAIOIIMNICA OTEKOM TIOpPTaHH, MOXET IIPUBECTU K
netanpHOMY ucxony. OTEK s3bIKa, TOJIOCOBBIX CKIAIOK WM TOPTaHU MOXKET IPUBECTH K
OOCTPYKIMM JbIXaTeIbHbIX MyTed. [Ipy MmosiBiIeHUM TaKMX CUMITOMOB TPeOYyeTcsl HEOTJIOKHAs
Tepanusi, B TOM YHKCJe, MOJKOXHOE BBEICHHE SMUHEPpUHA (aapeHannHa) u/wim obecrieueHue
IIPOXOAMMOCTH JbIXaTelIbHbIX IyTe. IlanMeHT [oiKeH HaxXOAUThCA IMOJ  TINATEIbHBIM
MEIUIUHCKUM HaOJI0EHNUEM JI0 ITOJIHOTO U CTOMKOI0 MCUE3HOBEHUSI CUMIITOMOB.

VY DanueHToB ¢ aHTMOHEBPOTHYECKMM OTEKOM B aHAMHE3€, HE CBS3aHHBIM C IPUEMOM
uHruouTopoB AII®, MoxeT ObITH MOBBIIMIEH PUCK €r0 Pa3BUTHS MPH MPHEME MpenapaToB ATOH
rpynnsl (cM. paszgen 4.3).

B peaxux cinywasx Ha ¢gone Tepanuu uHruouropamu AlID pazBuBajcs aHrMOHEBPOTUUECKUIH
oTEK KumeyHuka. [Ipu 3ToM y manueHToB oTMeyajnach 00Jib B JKMBOTE KaK HM30JIMPOBAHHBIN
CUMIITOM WJIM B COYETAHUHU C TOIIHOTON M PBOTOM, B HEKOTOPBIX CIydasix 0€3 IpeIIecTBYIOLIEr0
AQHT'MOHEBPOTUYECKOr0 OTEKAa JuUa U Opu HopManbHOM YypoBHe Cl-sctepasbl. [luarnos
yCTaHaBJIMBAJICS C IOMOIBIO0 KOMIIBIOTEPHOU TOMOTpapuu OPIOIIHOM MOJIOCTH, YIIBTPa3BYKOBOTO
UCCIICJOBAHMSI WM IIPU XUPYPru4ecKoM BMemlarenabcTBe. CHMNTOMBI HCYE3aIN IIOCIE
npekparieHus npuéma nHruoutopos AIID. [TosTtoMy y manueHToB ¢ 00JIbI0 B 00JIaCTH )KUBOTA,
nonyvaomux wuHruOuTopsl AIl®D, mnpum npoenenun auddepeHInaNIbHON TUArHOCTUKU
HEO0XOIMMO YUYHUTHIBaTh BO3MOXKHOCTb Pa3BUTUSI aHTMOHEBPOTUYECKOIO OTEKA KUILIEUHUKA (CM.
pazzaen 4.8).

CoBMecTHOE OIPHUMCHCHHC Cc KOM6I/IHI/IDOBaHHI)IMI/I JICKAPCTBCHHBIMHU openaparamu,

COZIEPKAIIIMMH BaJICAPTaH + CakyOUTPUII

CoBMecTHOE NpPUMEHEHHE MEepUHAONpPUIa C  KOMOMHUPOBAaHHBIMU  JIEKapCTBEHHBIMHU
npenapaTamu, CoJIepKallliMHU BajcapTaH + cakyOMTpHJI, IPOTUBOMOKA3aHO, TaK KaK MOBBIIIEH
PHUCK pa3BUTHUSl aHTHOHEBPOTHUYECKOI0 OTEKA (CM. pazzenm 4.3).

[TpumeHeHre KOMOMHUPOBAHHOIO JIEKAPCTBEHHOTO IIpernapara, COAepiallero BajcapTaH +
caKyOUTpuII, BO3MOKHO HE paHee, ueM uepe3 36 yacoB 1ociie NocieJHero NpuéMa nepuHIonpua.
[TpuMeHeHne epUHONIPHIIa BO3SMOYKHO HE paHee, yeM uepe3 36 4acoB ociie NpruéMa MocieHen
710361 KOMOMHHUPOBAHHOI'O JIEKAPCTBEHHOI'O Mpenapara, CoAeprKallero BajicapTal + cakyOuTpui
(cm. paznenst 4.3 u 4.5).

OnHoBpeMeHHOE TpUMeHeHHe UHTHOUTOPOoB AIID 1 HHTrHOUTOPOB HEUTPATLHON YHAOMENITHAA3HI
NEP (nanpumep, panekanorpui), nuaruouropoB mTOR (Hanmpumep, cuponumyc, 3BepOIUMYC,
TEMCUPOJIMMYC) ¥ TJMITUHOB (HampuMmep, JHHAIIMITHH, CAKCAIJIUIITUH, CHUTArJUNTHH,

BI/IJ'I)]aFJ'II/IHTI/IH) MOXKET MMOBBICUTH PUCK PA3BUTHA aHTHUOHEBPOTHUYCCKOI'0 OTCKa (Haan/IMep, OTCK
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JIBIXATEIIbHBIX MyTEeH WM S3bIKA, COMPOBOKIAOIIMNUCS PECITUPATOPHBIMUA HAPYIICHUSIMH WM Oe3
HUX) (cM. paznen 4.5). B 310l cBs3u HEOOXOAMMO TIHIATETLHO B3BECUTH COOTHOIIICHUE TIOJB3BI U
pUCKa Tiepe] Ha3HAYCHHEM parekaaoTpuia, uHruoutopoB mTOR (Hampumep, cupoiammyc,
9BEPOJIUMYC, TEMCHPOJHMMYC) W TJIMITAHOB (HampuMep, JIMHATJIMITHH, CaKCArJIWITHH,
CUTArJIUITHH, BUWIJIATIHIITAH) Y TAIlUCHTOB, IPUHUMAIOITMX HHIrHOuTOp ATID.

AHaQUIaKTOWIHBIC PEaKIMKM IMPU IMPOBEACHUU adepe3a JUMONPOTCHHOB HM3KOW IIJIOTHOCTH

JITTHIT

B penkux ciydasx y malueHToB, Moxy4armux tHruoutops! AII®, npu npoBeaeHUN TPOLEAYPbI

adepesa JIITHII ¢ ucnonp3oBaHueM JEKCTpaH Cyb(haTa MOTYT Pa3BUBATHCS YIPOXKAIOIIHNE )KU3HU
aHapuiIakTouaHble peakuuu. Jms mpemorBpamieHus aHAQWUIAKTOUTHOW pEaKIMHU CIEAyeT
BPEMEHHO IIpeKpamiaTh Tepanuio nHruoutropom AIID nepen kaxmoi nmpoueaypoit adepesa.

AHad)I/IJ'IaKTOI/IHHBIe PCaAKIIMH IIpH IMMPOBCACHUN )IeCCHCI/I6I/IJ'II/ISaHI/II/I

HmeroTcs OTnenbHbIE COOOIIEHUS O pPa3sBUTHM aHA(QWIAKTOMJHBIX peakUuil y MNalUeHTOB,
nosryyaroux HHruoutopsl AII® Bo BpeMs AeceHCHOMIM3UPYIOLIEH Tepanuu, HalpuMep, s,I0M
NEPETOHYATOKPBIIBIX HACEKOMBIX. Y OTUX MAlMEHTOB NOJOOHBIE pEaKlUMHU YIaBaJoCh
HOpPEJOTBPATUTh MyTEM BpPEeMEHHOM OTMeHbl HMHruOuTOpoB AlID, HO mHpu ciydailHOM WK
HEaKKypaTHOM BO300HOBJIEHUH JICUEHUS PEaKL[MH MOTJIA PA3BUTHCS BHOBbD.

HaDVIHeHI/Ie d)VHKIII/II/I IIECYCHU

B penxux cmydasx Ha ¢one npuéma wmHruOMTOpoB AIID HabGIIOANCSs CHHIPOM pPa3BUTHS
XOJIECTATUYECKOM JKENTyXH C MEepexoJoM B (yJIbMUHAHTHBI HEKPO3 MEYeHH, UHOTAA C
JIETAJIbHBIM UCXOJ0M. MéeXaHu3M pa3BUTHUS 3TOrO CUHApOMa HesiceH. IIpu nosBiaeHun xenryxu
WIM 3HAYUTEIILHOM IOBBIIIEHUH AKTHMBHOCTH «IEYEHOYHBIX» (epMeHTOB Ha (QoHe mnpuéma
uHruoutopos AIlID crenyer mpekparuth npuém mnpenapata (cM. pasnen 4.8), MalueHT A0KEH
HaXOJUTHCS 101 COOTBETCTBYIOIIUM MEAUIIMHCKUM HAOJIIO/ICHUEM.

HeitTponenus/arpad yJIOMUTO3/ TPOMOOLIMTOIIEH U/ aHEMUST

Ha ¢one npuéma wunrudburopoB AIID wmoryr BO3HUKAaTh HEWTPOIEHUS/arpaHyJIOIUTO3,
TPOMOOLIUTONIEHUS U aHEMUS. Y MalMEeHTOB C HOPMaJIbHOW (PYHKIMEH MOYeK U MpU OTCYTCTBUU
JPYTUX OTATOIIAIOLINX (PaKTOPOB HEHTpoIeHus pa3BuBaercs peako. C 0co60i 0CTOPOKHOCTHIO
CIIEAYIOT TPUMEHATh MEepUHAONPWI Yy TMAIMEeHTOB C CHUCTEMHBIMM  3a00JE€BaHUSIMHU
COCTMHUTENIbHON TKaHU, Ha (QoHe MpuéMa HMMYHOJEIPECCAHTOB, AJIONMYPUHOIA WU
MIPOKaMHAMUJIA, WIN MPU COUYETaHUU TUX (AaKTOPOB PUCKA, OCOOEHHO MPU HAJTUUYUU UCXOJIHOTO
HapymeHus QyHKIUH OYeK.

VY HEKOTOpBIX MAIMEeHTOB BO3HUKAIM TSOKENbIE MH(EKUMH, B psijie ClydyaeB, YCTOMUYMBBIE K
WHTCHCUBHOW  aHTHOMOTHKOTepanuu. llpm  Ha3HayeHHMM  JIEKapCTBEHHOro  Ipemnapara

[Ipectapuym A TakuM MaldeHTaM PEKOMEHIYETCsl EPUOJNUYECKH KOHTPOJIUPOBATh COJIEpKaHNe
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JICUKOITUTOB B KpOBH. [1aliMeHThI TOJKHBI COOOIATh Bpady O JFOOBIX MPU3HAKAX HHPEKITHOHHBIX
3a0osieBaHuii (HampuMep, OO B TOpIIE, TUXOPAKA).

DTHHYECKHE DAZIAYUS

CrieyeT yuyuThIBaTh, YTO y NMALIUEHTOB HETPOUIHOM Pachl pUCK PA3BUTHSI aHTHOHEBPOTHYECKOTO
otéka Oosiee BoicoK. Kak u apyrue unruoutopsl AIl®, nekapcTBennbiii npemnapar [Ipecrapuym A
MeHee Y(PPEeKTHBEH B OTHOIICHUN CHIDKEHHS AJl y MallMeHTOB HETPOUTHON PaCHI.

Jannsiii 3 (et BO3MOXKHO CBSI3aH € BBIPAXKEHHBIM MPE00JIaaHneM HU3KOPEHUHOBOTO CTaTyca
y HAlMEHTOB HETPOUIHON Pachl C apTEPUATILHON TUIIEPTEH3UEH.

Kamenp

Ha ¢one tepanum naruéuropom AIID MokeT BO3HUKATh YHOPHBIM CYXOH Kalllelb, KOTOPBINA
IIPEKpAIaeTcsl IOClie OTMEHbI Ipenapara. OTO CIEAYeT YUYUThIBaThb IPU IPOBENECHUU
b depeHIMaTbHON TUAarHOCTUKY KaIIlIs.

XUPYPruyeckoe BMCI_HaTCJ'IbCTBO/O6H_Ia$I AHCCTC3UA

VY nanueHToB, KOTOPHIM IUIAHUPYETCS IPOBEJACHHE OOIIMPHBIX ONEpaluil Wiu HpUMEHEHHE
CPEZCTB JUIsl aHECTE3UH, BBI3BIBAIOIIUX aPTEPHUAIIBHYIO TMIIOTEH3UI0, IPUMEHEHHUE ITEPUHIONPUIIA
MOXeT 0JIOKUpOBaTh 00pa3oBaHue aHrMoTeH3HHa Il Ha hoHe KOMIIEHCAaTOPHOIO BBICBOOOKACHNUS
penuHa. JleueHue cienyeT MpPEeKpaTUTh 3a CYyTKHM A0 onepauuu. IIpu passutum aprepuanbHOU
TUIIOTEH3UH 110 YKa3aHHOMY MEXaHu3My cieayeT nojaepxusarbh A/l myrém Bocnonnenust OLIK.

I'unepkamueMust

['nepkanuemMuss MOKET pa3BUBATbCs BO BpeMs JiedeHus uHruouropamu AIID, B ToMm uucie, u
nepuHAoNpuiIoM. HHruouTopsl AII® MOryT BeI3BaTh TMIEPKATMEMUIO, TAK KaK OHU MOJABIISIOT
CEKpEeLHI0 aJbJoCcTepoHa. DTOT d(PPEeKT OOBIYHO HE3HAYUTENICH y TMAIMEHTOB C HOPMAaJbHON
¢ysakueil noyek. dakTopamMu pucCKa TMIIEPKATUEMHM SIBISIOTCS MOYE€YHAs HEJIOCTaTOYHOCTH,
CHIDKEHHE (YHKUMU To4YeK, Bo3pacT crapme 70 j1er, caxapHblii 1auaber, HEKOTOphIe
COITYTCTBYIOIIME COCTOSIHUSA, B YaCTHOCTH JETHIpATALUs, OCTpasl CepAcUHas HEAOCTaTOYHOCTb,
MeTaboNIMYeCKUi anua03 U COBMECTHBIM NMPUEM KaluHCOEperammux JAUypEeTUKOB (TakuX Kak
CIUPOHOJIAKTOH U €ro MPOM3BOJAHOE DJIUJICPEHOH, TPUAMTEPEH, AaMIIOPHI), THIIEBBIX
N00aBOK/TIpenapaToB Kalus WIM KaJUicoAepKalluX 3aMEHUTENIeH MMINEeBOM COJMM, a TaKke
IpUMEHEeHHE APYTUX MpenapaToB, CIOCOOCTBYIOUIMX MOBBIIICHUIO COAEPKAHUS Kallusi B KPOBU
(Hampumep, TemnapuH, KO-TpUMOKcazod ((uxkcupoBaHHas KoMOMHanus cyibpaMeTokcazoja U
TPUMETONpPHUMA), U OCOOEHHO AHTarOHHUCTOB aJbJIOCTEPOHA WM AHTAarOHUCTOB PEIENTOPOB
anruorensuHa Il (APA 1II).

[IpumeHeHne mUIIEBBIX 100aBOK/MpenapaToB Kajus, KauuicOeperaromux JAUypeTHKOB,
KaJTuicoepKaluX 3aMEeHHUTENel MUIIeBOW CONMM MOXET MPHUBECTH K 3HAUYUTEIbLHOMY

MOBBIIICHUIO COJIEPKaHUSI Kallisg B KPOBH, OCOOCHHO y TMAIMEHTOB CO CHWKEHHOW (pyHKImen
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nouek. I'mmepkamuemMuss MOXKET NPUBECTH K CEPbE3HBIM, MHOrJIA (haTaJbHBIM HAPYLICHUSAM
cepaeyHoro putma. KanuiicOeperarommue IUypeTHKH M aHTarOHMCTBI  PELIETITOPOB
anrnorensuHa Il (APA II) ciegyer npuMeHSTh C OCTOPOKHOCTBIO Y NMALMEHTOB, IPUHUMAIOIINX
uHru6uropsl AIl®; npu 3TOoM HEOOXOIUM MOHMTOPUHI YPOBHS Kajlus B ChIBOPOTKE KPOBH U
¢yHkuun nouek. Eciau  HeoOXoAMM COBMECTHBIM HpPUEM  JIEKAPCTBEHHOIO IIpernapara
IIpecrapuyM A ¥ yKa3aHHBIX BBIIIE IPENAapaToB, JIEYEHHE JOJDKHO IPOBOJUTHCS C
OCTOPOXKHOCTBIO Ha (DOHE PETYJSIPHOTO KOHTPOJIS COAEPIKAHUS KAl B CHIBOPOTKE KPOBH (CM.
pasnen 4.5).

ITanmeHTHI ¢ caxapHBIM I[I/Ia6CTOM

[Ipy Ha3HaueHMH Tmpenapara MalMeHTaM C  caXxapHbIM  JIUa0eToOM,  MOJIyYaroluM
TUTOTJIMKEMUYECKHUE CPEACTBA M MpuéMa BHYTPb WJIM MHCYJIMH, B TEYCHHE MEPBOTO MecsIa
tepanuu uHruouropom AIID HEOOX0AUMO PETYIIIPHO KOHTPOJIUPOBATH KOHIIEHTPAIHIO TITFOKO3bI
B KpoBH (cM. pazzen 4.5).

IIpenapatel TuTHA

CoBMecTHOE MPUMEHEHHE JIEKapCTBEHHOTO npenapara [IpecrapuyMm A W mpenapaToB JIMTUS HE
pexomenyercs (cM. paznen 4.5).

Kannﬁc6eperalonme JUYPETHKHU, IIpenaparhl Kajlus, KaTuhcoaepKallie 3aMSHUTEIIM IUIEBOM

COJIW Y TIMIIEBBIE I0OABKY

He pexomenmyercst COBMECTHOE IPUMEHEHUE IEPUHAONPUIIA M KAINHCOEPETAOIINX TNy PETHKOB,
a TaKKe IpenapaTroB Kajus, KaJMHCOACPXKAIIMX 3aMEHHTENICH MUIIEBOW COJNM ¥ IHUILIEBBIX
no6aBok (cM. pazzen 4.5).

JIBoiinag 6i1okaga PAAC

EcTb naHHbIE, CBUIETENBCTBYIONIME O TOM, YTO COBMECTHOE MPUMEHEHHEe UHruouTtopos AllD,
AQHTarOHKMCTOB PELENTOPOB aHrMOTeH3uHa Il M anuckupeHa MOBBIIAET PUCK apTEPUAIBHOU
TUMOTEH3UH, TUIEPKATUEeMHUN U CHIKEHHS (YHKIMM MOYeK (BKIIOYas OCTPYHO MOYEUYHYIO
HeJocTaTouHOCTh). Takum oOpa3om, aBoiiHas Onokana PAAC nmyTéM cOBMECTHOTO MPUMEHEHUS
uHruOutopoB AII®, aHTaroHUCcToB penenTopoB aHruoreHsnHa Il wnam anMckupeHa He
pexomeHioBaHa (cM. pa3aensi 4.5 u 5.1). Ecnu Tepanust ¢ moMoIsi0 ABOWHOM OJI0Ka bl MpU3HAHA
abCOJIIOTHO HEOOXOJUMOHM, €€ cleayeT NPOBOJUTH TOJNBKO TMOJ CTPOIMM MEIUIIMHCKUM
KOHTPOJIEM U TPU PETYIISPHOM KOHTpoJIe (YyHKIIUH MTOYEK, COAECPKAHUSI FTEKTPOIUTOB B KPOBH U
apTEPHUAIILHOTO JaBJICHUSI.

[TpoTuBONOKa3aHo NpuMeHeHne HHruouTopoB AIIdD B coueTaHuM ¢ aHTarOHUCTaMU PELENTOPOB
anruorensuHa Il y manueHToB ¢ quabeTnueckoil HedponaTueld U He peKOMEHAyeTCs Y APyTrux
ManueHToB (cM. pazzaen 4.3).

IlepBUYHEBIN THIEPATILI0CTEPOHU3M
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[TanMeHTsl € NEpBUYHBIM T'MIEPATbAOCTEPOHU3MOM, KaK IpaBWJIO, HE BOCHPUUMYHMBBHI K
AQHTUTUIIEPTEH3UBHBIM TIpenapaTam, JCUCTBHE KOTOPBIX OCHOBaHO Ha mHruoupoBanun PAAC.
Takum 00pa3oM, NMPUMEHEHUE TAHHOTO JICKAPCTBEHHOTO Iperapara y TaKuX MAIMEeHTOB HE
pPEKOMEHyeTcH.
eTu

JlexapcTBennsiii mpenapar [Ipectapuym A He pekOMeHIyeTcs AeTsM 10 18 et u3-3a OTCyTCTBUS
JTaHHBIX 00 A(PQPEKTUBHOCTH M OE30MacCHOCTH MPUMEHEHHs Mperapara y MAlHeHTOB IaHHOU
BO3PACTHOM TPYIIIBL.

BcnoMorarebHEIC BEIECTBA

JlexapcTBennsiii ipenapar [Ipectapuym A conepkuT JiakTo3bl MOHOTHApaT. [lanuentam ¢ peako
BCTPEUAIOIICICS HACIEICTBEHHON HEMEPEHOCUMOCTRIO TAJIAKTO3bI, TOJHBIM ACPUITUTOM JIAKTa3bI

WM TII0KO30-TaJIaKTO3HOM Maﬂba6COp6HH€ﬁ HC CJICAYCT IIPUHHUMATD 3TOT IIpCIiapar.

4.5. B3aumopeiictBue ¢ APYrMMH JIEKApCTBEHHBIMHM TNpenapataMd W Jpyrue BH/bI
B3aNMOJeliCTBUSA

JlaHHBIe KIMHUYECKUX MCCIEIOBAHUIN MMOKAa3bIBAIOT, YTO JBOWHAs 0JI0Ka/a PEHUH-aHTMOTEH3UH-
anpaocteporoBoii cucteMsl (PAAC) B pe3ysibTare 0JHOBpEMEHHOTO npuéMa HHruoutopos AIID,
APA Il wunm anuckupeHa NOPUBOJUT K YBEIMUYEHHUIO YAacTOThl BO3HUKHOBEHHMS TaKHX
HE)KEJIATeNbHBIX SBJICHUM, Kak apTepHajbHas TUIIOTEH3Us, TUIEPKAIUEMHUs U HapylIeHUs
(GYHKIMU MOYeK (BKIII0YAs OCTPYIO MOYEUHYIO HE0CTaTOYHOCTh), IO CPAaBHEHHIO C CUTYaIUsIMU,
KOrI'Jla MPUMEHSETCs TOJIbKO OMH Ipemnapat, BoaeiicTByromuii Ha PAAC (cM. pa3nens 4.3, 4.4 u
5.1).

JIekapCTBEeHHBIE IIpenapaThl, MOBKIIIAKIINE PUCK AHTHOHEBPOTUYECKOTO OTEKa

OnHoBpeMeHHOe TpuMeHeHne HMHTuouTopoB AlID ¢ KOMOMHHUPOBAHHBIMH JIEKAPCTBEHHBIMHU
npernaparamMy, COJACp)KAllMMHU BaJIcapTaH + CaKyOWUTpPWII, HMPOTHUBOIIOKA3aHO, IMOCKOJIBKY 3TO
MOBBILIAET PUCK PA3BUTHS AHTHOHEBPOTHUECKOTO oTeKa (cM. pa3zaein 4.3 u 4.4). urepBan Mexay
IpUEMOM TMOCTeIHEH J03bl MEPUHIONPHIIA U HAyaloM JIEYCHHUs IpernapaTroM, COJEepKalliuM
BajicapTaH + CaKyOMTpPHJI, IOJKEH COCTaBIATh HE MeHee 36 yacoB. Mexy MpHeMoM MocieaHen
JI03bI BJICapTaHa M CaKyOUTpHIIa U HAYaJIOM JICYCHUS IEPUHIOIPUIIOM HEOOXOIMMO BBIIEPKATh

WHTepBal He MeHee 36 yacoB (cM. pa3aensl 4.3 u 4.4).

OnHoBpeMeHHOE MpuMeHeHne MHruouTopoB AII® c¢ pauekanorpuinoM, uaruoutopamu mTOR
(HarpuMmep, CUPOIUMYC, IBEPOIUMYC, TEMCUPOIUMYC) U TIIMIITHHAMU (HAaIIpuMep, JINHATJIUIITHH,
CaKCarjMNTUH, CUTArJUOTHH, BWIJATJMIOTHH) MOXET  MOBBINATh  PUCK  Pa3BUTHUS

AHTMOHEBPOTHUYECKOI0 OTeKa (cM. pazzaen 4.4).
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HeKaDCTBeHHBIe Cp€ACTBA, BBI3BIBAOINWE T'MIICPKATHEMUTIO

Hecmotpst Ha TO, 4TO cojiepkaHHE Kayiusl B CHIBOPOTKE KPOBU OOBIYHO OCTAETCSl B IMpeiesiax
HOPMBI, THUIEPKAIMEMUS MOXET BO3HUKHYTh y HEKOTOPBIX MAIMEHTOB, NPUHUMAIOIINX
[Ipecrapuym A. HekoTopble JeKapcTBEHHbIE Mpemaparbl WM  Hpenaparbl  Jpyrux
(hapMaKOIOTHYECKMX KJIACCOB MOTYT IMOBBIMIATh PUCK PA3BUTHS THIEPKATHEMHUH: aTUCKUPEH H
ATHCKUPEHCOICPIKAIIUE TPEnapaThl, COMU Kallvs, KanuicOeperaonme TuypeTuku (Hampumep,
CIUPOHOJIAKTOH, TPHAMTEpPEH WM aMuiopui), UHrHOuTopbl AIID, aHTaroHUCTHI PELENTOPOB
anruoren3una I[I (APA 1), Hecrepowmnble mpoTHBOBOCHanUTeabHbIE mpenapaTtsl (HIIBII),
renapuHbl, UMMYHOJEIIPECCAHTHI, TAaKHE KaK IIUKJIOCHIOPHUH WM TaKPOJIMMYC, JIEKAPCTBEHHbIC
mpemaparsl, COJICpXKAIlhue TPUMETONPUM, B TOM 4YHCIe (UKCHPOBAHHYIO KOMOWHAIIHIO
cynb(aMerokcazona © TpuUMeTompuMa (KO-TPUMOKCA30J), TIOCKOJIbKY HM3BECTHO, YTO
TPUMETONPHUM JEHCTBYET KaK KaluicOeperaromui JUypeTHK, TaKol KaKk aMUTIOpU.

CoueTtaHue 3TUX JEKapCTBEHHBIX IIPENapaToB MOBBIIAET PUCK THUIEPKAIHUEMHUH. B cBs3U ¢ 3TUM
OJIHOBPEMEHHOE MpUMEHEeHHE Tpenapara [Ipectapuym A ¢ yka3aHHBIMH BBIIIE TIpenapaTaMu He
pexomenayetcs. Eciii olHOBpeMEHHOE NMPUMEHEHHE IMOKa3aHO, UX CIEAyeT HCIONb30BaTh C

OCTOPOKHOCTBIO U C HaCThIM KOHTPOJIEM YPOBHS KaJIUA B CBIBOPOTKE KPOBH.

CoBMeCTHOE IIPUMEHEHIE IPOTHUBOIIOKA3aHo0 (cM. pazuern 4.3)

Anuckupen u 1ekapcmeenHvle npenapamsi, cooepacaujue aiucKupeH

[TpoTuBONOKa3aHO y NAalMEHTOB C CaxXapHbIM JWA0ETOM H/MIM YMEPEHHBIM WIN TSKEIBIM
HapylieHueM (QYHKIUM MOYEK U HE PEKOMEHAYEeTCsl y OPYrMX IMallMeHTOB: BO3pPACTaeT PUCK
Pa3BUTHS TUNEPKAINEMHUH, YXYIUIEHUS (QYHKIMHM MOYEK M TOBBIIIEHHS YacTOThl CEpAECYHO-
COCYJIUCTOM 3a00JIeBa€MOCTH U CMEPTHOCTH.

Cosmecmuasn mepanus uneubumopamu AIIP u anmazonucmamu peyenmopos aHeuomeH3uHa
[TpoTuBonOKa3zaHO pUMEHEHHE UHTHOUTOPOB AII®D B coueTaHNM C AaHTarOHUCTaMH PELENITOPOB

anruorensuHa Il (APA 1I) y manurenToB ¢ quabetudeckoit Hedpomarueit (cM. pasaen 4.3).

DKcmpakopnopanvivie Memoosl 1e4eHus

DKCTpakoprnopaibHble METOABI JICUCHHs], MPUBOIAIIME K KOHTAKTy KPOBH C OTPHUIATEIIBHO
3apsSOKEHHBIMU MTOBEPXHOCTSAMHU, TaKM€ KaK JUAINU3 WIM FeMOQMIbTpalMs C UCHOJIb30BAaHUEM
HEKOTOPBIX BBICOKONIPOTOYHBIX MEMOpaH (Hampumep, MOJUAKPUIOHUTPUIIOBbIE MEMOpaHbl) U
adepe3 JHUIONPOTEHHOB HM3KOW IUIOTHOCTH C HCHOJb30BaHUWEM JIEKCTpaHa cyibdaTa,
MIPOTUBONOKA3aHbl U3-3a YBEIMUEHUS PUCKA PA3BUTHS TSHKEIBIX aHA()UIAKTOUTHBIX peakui (CM.

pazgen 4.3). Eciu Takoe IedeHHe HEOOXOIMMO, CJEIYyeT paccCMOTPETb BO3MOYXKHOCTD
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UCIIONIb30BAaHUsl JPYroro THMNA [OWaIM3HOM MeMOpaHbl WIM MPUMEHEHHs Jpyroro Kiacca

AHTUTHIICPTCH3UBHBIX IIPCIIapPaTOB.

CoBMeCTHOE TPUMEHECHHE HE PEKOMCHIYETCS (CM. pa3acii 44)

Anuckupen u 1exapcmeennvie npenapamol, CO0epiHcaujue arucKupet
VY nmanueHToB, He UMEIOIINX CaxapHOoro quadera Win HapyIeHus (yHKINU OYEK, TOBBIIIEH PUCK
pa3BUTHS TUNEPKATMEMHUH, YXYIIICHUS (DYHKIMM MOYEK M TOBBIIIEHUS YacTOThl CEplIeYHO-

COCY,I[I/ICTOI\/'I 3a00J1€EBAEMOCTH U CMCPTHOCTH.

Cosmecmnasn mepanus uneuoumopamu AII® u anmazonucmamu peyenmopos aneuomeH3uHa

B nwurepatype cooOumianoch, 4TO y HAIlMEHTOB C YCTAHOBJIEHHBIM AaTEPOCKJIEPOTHYECKUM
3a00JIeBaHUEM, CEpJIEYHON HEJOCTATOYHOCTBIO MJIM CaxapHbIM JAMA0ETOM C IOpaXKEHHEM
OpraHoB-MUIIIEHEH, ogHOBpeMeHHass Tepanust uHruoutopom AIID u APA II cBsizana ¢ Gonee
BBICOKOW YaCTOTOW pa3BUTHSl apTEPHAIbHON THIIOTEH3MH, OOMOpPOKa, THIEPKAUINEMHH U
yXyauleHus: GyHKIUU MMoYeK (BKJIHOYas OCTPYIO MOYEUYHYIO HEIOCTaTOYHOCTh) IO CPABHEHMIO C
IPUMEHEHHUEM TOJIBKO OJIHOTO Ipemnapara, Biaustomiero Ha PAAC. JIBoiiHas Onokaja (Hanpumep,
npu couetannu uarnouropa AII® ¢ APA II) gomkHa ObITH OTpaHHYEeHA OTIEIBHBIMH CIyYasMU

C THIATEIHHBIM MOHUTOPUHTOM (DYHKITMH MTOYEK, copepkaHus kamus u A/l

dcmpamycmun
CoBMecTHOE MTPUMEHEHHE MOKET IPUBECTH K MOBBIILIEHUIO PUCKa MOOOYHBIX 3(PPEKTOB, TAKUX

KaK aHT'MOHEBP OTHYCCKHI OTEK.

Kanuiicbepecarowue ouypemuxu (maxue xkax mpuammepeH, amuiopuo), Coau Kaausl
[Nunepkanuemusi (C BO3MOXKHBIM JIETAIBHBIM HCXOJOM), OCOOCHHO TPHU HApPYyHMIEHUH (PYHKIUU
nouek (aanuTuBHbIe () (HEKTH, CBI3aHHBIE C THUIIEPKATHEMHUEH ).

CoueraHue TMepUHAONPUIA C BBIIICYIIOMSHYTHIMH JICKQPCTBEHHBIMH TMpermapaTaMu  He
pexkomennyercst (cMm. pasnen 4.4). Eciau coBMecTHOe NpHUMEHEHHE II0Ka3aHO, UX CIEAyeT
MPUMEHSITh, COOII0asi MEPHI MIPEIOCTOPOKHOCTU U PETYIISIPHO KOHTPOJIUPYS COJlEpKaHNe Kaaus
B CBIBOPOTKE KPOBH.

Oco0eHHOCTH NMPUMEHEHHs CIIMPOHOJIAKTOHA MPH CEPACYHON HEJOCTaTOYHOCTH ONMCAHBI Jajiee

O TEKCTY.
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IIpenapamoel rumus

ITpu coBMECTHOM NPUMEHEHMM IpenapaToB JUTUS U UHruouTopoB AIID MoxeT oTMeuaThbCs
o0paTuMoe YyBEIMYEHHE KOHLIEHTpPALlMM JIUTHS B CBHIBOPOTKE KPOBU M CBSI3aHHBIE C ITHUM
Tokcuyeckue 3¢ dexrsl. COBMECTHOE NpPHUMEHEHUE IMEePUHAONpPUIA U TMPEnaparoB JUTUS HE
pexomennayercs. [lpu HEoOXOOUMOCTH NPUMEHEHHUs TaKOoW KOMOHMHALMU CIIEyeT MpPOBOJUTH

PEryJISIpHBIA KOHTPOJIb KOHLIEHTPALMU JIUTHS B IIJIa3Me KPOBHU (CM. pazaein 4.4).

CoBMeCTHOE IIPUMEHEHIE, KOTOPOE TD66VCT 0co0oH OCTOPOKHOCTHU

Tunoenuxemuueckue cpedcmea (UHCYIUH, uno2iuKemuiecKue cpedcmaa 0 NPUEmMa 6Hympb)

ITo pe3ynpTaTam 31UAEMHUOJIOIMUECKUX UCCIIEI0BAaHUI TpUMEHeHHe UHTHOUTOpoB AIID moxer
YCUJIMBATh TUIOTJIMKEMUYECKUH APPEKT MHCYIMHA ¥ THIOTJIMKEMUYECKUX CPEICTB Ui MpUéMa
BHYTPb BIUIOTH JI0 Pa3BUTHUs runoriukemMun. Kak mpasuiio, 3To HaOI0gaeTCs B MEPBbIe HEACTH

IMPOBCACHU OHHOBpeMeHHOﬁ TEPpaIlMu U 'y MalUCHTOB C HAPYHICHUCM (I)YHKI_II/II/I ITIOYCK.

baknoghen
YcunuBaeT aHTHTHICPTCH3WBHBIH dddexkt wuHruouropo AllD. Cnemyer TIIATEIHHO
KOHTPOJMPOBaTh ypoBeHb AJl W, B cilydae HEOOXOIMMOCTH, JIO3UPOBKY THIIOTCH3MBHBIX

IperapaToB.

Kanuiinecboepeecarowue ouypemuxu

VY nanueHToB, MOIy4YaroUUX ANyPEeTHKH, 0COOEHHO BBIBOSAIINE KUAKOCTh U/UIH COJIM, B HaJase
tepanuu nHruOutopom AII® moxker HaOMOAaTHCS Upe3MepHoe cHUkeHue AJl, puck pa3BuTus
KOTOPOI'0 MOYXHO YMEHBIINUTH ITyTEM OTMEHBI TNYPETHYECKOTO CPEJICTBA, BOCIIOJIHEHUEM TIOTEPH
JKUJAKOCTH WIM COJIEM Iepell HayaloM TEpaluy IEePUHIONPUIIOM, a TAKXKE Ha3HAYCHUEM

MNEpUHAOIIPUIIa B HHU3KOM J03€ C JaIbHEUIITNM IIOCTEIIEHHBIM €€ YBCIIMUCHUCM.

Ilpu apmepuanvnoii cunepmen3uy y NallU€HTOB, MOJIyYaIOIIUX JUYPETUKH, OCOOEHHO BBIBOSIINE
KUAKOCTh W/WIM CONU, NTUYPETUKU AOJDKHBI OBITH MO0 OTMEHEHBI /10 Hayalla MpUMEHEHUs
unruoutopa AII® (mpu >ToM KanuiiHecOeperamImuil TUypeTHK MOXKET OBITh MO3JHEE BHOBH
HazHaueH), b0 wmHruOutop AIID momwkeH OBITH Ha3HAYEH B HU3KOW J103€ C MATbHEUIINM

MOCTEIEHHBIM €& YBCIUYCHUCM.

Ilpu npumenenuu OuypemuKos 8 ciyuae XpoHuuecKkol cepoeyHol HedOCmamo4HoCmu WHTHOUTOP
AIl® nomkeH OBITH Ha3HAYEH B OUYEHb HU3KOH J103€, BO3MOXKHO TOCIIC YMEHBIIEHUS O3B

MPUMEHSIEMOI0 OJTHOBPEMEHHO KaJIHHecOeperaroIero JuypeTiKa.
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Bo Bcex cnyuasx ¢yHKIMS MoYeK (KOHUEHTpalus KpeaTWHHWHA) AOJDKHA KOHTPOJIMPOBATHCSA B

NIEpBbIE HEEIN IPUMEHEHUSI UHTUOUTOPOB AIID.

Kanuiicoepeearowue ouypemuxu (3n1epeHon, cnupoHoIaKmon)

[IpumeHnenue 3mIepeHoHa Wik CIMPOHOJIAKTOHA B J103ax OoT 12,5 mr 10 50 Mr B CyTKH M HU3KUX
103 uaruoutopoB AllD: npu Tepanuu cepaeunoit Hepocrarounocty Il - IV pyHkumonansHOTo
kiacca o kinaccudukaumu NYHA c ¢dpaxmuedn BeiOpoca neBoro skenypouka < 40 % u panee
npuMeHsBiiuMuca uHruOutopamu AllD u «merneBbIMU» JUYPETUKAMH, CYIIECTBYET PHCK
rUInepKkagueMuu (C BO3MOXKHBIM JIETAIBHBIM HCXOAOM), OCOOCHHO B cCily4yae HECOOJIOJIeHUs
PEKOMEHIAIMii OTHOCUTEIHLHO ATOW KOMOMHAIIMY MTPETIapaToB.

[lepen mpuMeHEHHEM JaHHOM KOMOMHAIMY JIEKapCTBEHHBIX ITPENapaToB, HEOOX0AUMO yOEeIUTHCS
B OTCYTCTBHUH TMIIEPKAIIMEMUU U HAPYIICHUHN (PYHKIIMH MTOYEK.

Pekomenayercs peryiasipHO KOHTPOJIMPOBATh KOHLIEHTPALMIO KpeaTMHUHA U Kalusl B KPOBHU:

CCHCICIBHO B HepBHﬁ MECHAL JICHCHHUA U C)KEMECAYHO B IMOCIICAYIOUICM.

HIIBII, sxnouas eblcokue 003bl ayemuicaluyuirosou kuciomol (= 3 2/cym)

CoBmecTtHOe npuMmeHeHre uHruouTopoB AII® ¢ HIIBII (ameruncanuimioBas KHCIOTa B 03¢,
OKa3bIBAIOIIEH MPOTUBOBOCTAIIMTENILHOE IEUCTBUE, MHTHOUTOPHI ITUKII0OKcUTeHasbl-2 (L{OI'-2) u
HecenektuBHble HIIBII), mMoxeT npuBecTH K CHUXKEHHIO AHTUTHIIEPTEH3UBHOIO JEHCTBUS
unruoutopoB AII®. CoBmectHoe mpumenenne nuHruoutopos AII® u HIIBII moxer npuBoauTh
K yXyAlIeHUI0 (YHKIUHM TOYEK, BKIIOYas Pa3BUTHE OCTPON MOYEUHOM HEJOCTAaTOYHOCTH, U
YBEITUYCHUIO COJIEP>KaHUSI KaJusl B CBIBOPOTKE KPOBU, OCOOCHHO y TAIMEHTOB CO CHUKEHHOM /10
Hayaa JedeHus pyHkuuen novyek. Crienyer coomoaaTh OCTOPOKHOCT IPU Ha3HAYCHUH TaHHOU
KOMOHMHAIMHM, OCOOCHHO Yy MAaIlMEHTOB MOXHIOr0 Bo3pacTa. [lalMeHThl MOIKHBI MONydYaTh
aJIeKBaTHOE KOJMYECTBO KHUAKOCTH, U PEKOMEHIYETCs TIIATEIbHO KOHTPOIUPOBATH (HYHKIHIO

IMMOYCK, KaK B Ha4aJIC, TaK U B IIPOLECCCEC JICUCHU .

Pexombunanmuuvle mrxanegvle akmusamopul niasmunozena (rtPA, anmennasa)
[TaniuenTsl, momy4vaBmre HHTHOUTOPH! AIID 1 momyyaromue anremninasy st TPOMOOTUTHYECKON
Tepanuy TPH OCTPOM HIIIEMHUYECKOM HHCYJIbTE, MOTYT MMETh TMOBBIIIEHHBIH PUCK Pa3BUTHUS

AHT'MOHCBPOTUYCCKOT'O OTCKA.

CoBMECTHOE IpUMEHEHHE, KOTOPOE TPEOYET ONpeaeIEHHON OCTOPOKHOCTH

T'unomensuenvie npenapamsl U 6a30()uﬂamam0pbl
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AHTUTUNIEPTEH3UBHBIN 3(QQEeKT NepuHIONpUIa MOXKET YCUIMBAThCS MPU OAHOBPEMEHHOM
MNPUMEHEHUU C JIPYTUMH TUIOTEH3UBHBIMH, COCYIOPACUIUPSIONIMMU CPEJACTBAMHU, BKIIIOYAs

HUTPAThl KOPOTKOT'O ¥ IIPOJIOHTUPOBAHHOTO ACUCTBUS.

Tpuyuknuueckue anmuoenpeccanmol, AHMUNCUXOMUYECKUE CPeOCmed (HetuporenmuKy) u
cpedcmaa 07151 00well anecmesuu
CoBMecTHOEe TmpuMeHeHHe ¢ wuHruoOuropamu AllD MOKeT MNPUBOIUTH K  YCHUIICHHIO

AHTUTUIIEPTEH3UBHOTO JIecTBHs (CM. pasaen 4.4).

Cumnamomumemuxu

MoryT ocnabnarb aHTUrunepTeH3uBHbIN 3 ekt uurudéuropos AI1D.

IIpenapamul 3010ma

[Tpu npumenenun uarnOuTOopoB AIld, B TOM UncIiie nepuHAOIpUIIa, HAIIUEHTaMH, [T0JIy4alOIIUMU
BHYTPMBEHHO Ipernapar 30J10Ta (HaTpus aypoTHOMalaT), B PEAKUX Ciydasx cOOO0ILANoch O
pPa3sBUTHU HUTPUTOUIHBIX PEAKLUUN — CUMITOMOKOMILJIEKCE, BKJIIOYAIOIIEM B Ce0sl TMIIEPEMUIO

KOYKH JIMIIA, TOUTHOTY, PBOTY, ApTEPUAIbHYI0 THIIOTEH3HIO.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

bepeMeHHOCTD

JlexapctBenHnsblii npenapart [Ipectapuym A IpoTHUBONOKa3aH BO BpeMsi 0€pEMEHHOCTH (CM. pa3fen
4.3).

B HacTosmuii MOMEHT HET HEONPOBEP)KUMBIX SMHUIEMUOJOTUYECKUX JAHHBIX O T€PAaTOr€HHOM
pucke npu npuéme uHruOutopo AIldD B mepBom Tpumectpe GepeMeHHOCTH. OJTHAKO HENb3s
UCKJIIOYUTHh HEOOJIbIIIOE YBEIMUEHUE PHCKAa BO3ZHMKHOBEHUS HapylIeHWH pa3BuTus 1uioaa. [lpu
MJIAaHUPOBAHUM OEPEMEHHOCTH, eciu Tepanus UHruoutopom AIID cuurtaercs HEOOXOAMMOM,
ClIelyeT MEPEUTH Ha IPUMEHEHHE IPYTUX aHTUTUIEPTEH3UBHBIX IIPENAPATOB C YCTAHOBJIEHHBIM
npoduiieM 6e30MacHOCTH AJIs IPUMEHEHHs B eproja 6epemeHHocTH. [lpu tuarHoctupoBaHHOM
OepeMeHHOCTH, CIIeyeT HEMEIJIEHHO MpEeKpaTUTh NMpUEM Mpernapara u, Ipu HEOOXOIUMOCTH,
Ha3HA4YNUTh AJIbTEPHATUBHYIO TEPAIHIO.

N3BecTHO, uTO Bo3aeicTBre HHIHOUTOpOB AII® Ha mutox Bo II u III TpumecTpax GepemeHHOCTH
MOYKET MPUBOJUTH K HAPYILIEHUIO €ro Pa3BUTHs (CHIDKEHHE (DYHKIIMM MTOYEK, OJTMTOTHIPAMHHUOH,
3aMeJUIeHne OccU(HKAIMM KOCTeW dYeperna) M Pa3BUTHUIO OCJIOXHEHUH y HOBOPOXKIEHHOTO

(HO'—IG'-IHaSI HEAOCTAaTOYHOCTD, apTCpHaIbHAasA TMIIOTCH3M, FI/IHepKaJ'IHeMI/IH).
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Ecnu nmanmenTtka mosryvana uaruoutopsl AIID Bo Bpems I wnm 11l tpumectpa GepemeHHOCTH,
PEKOMEH/IyeTCsl IPOBECTH YIIBTPAa3BYKOBOE 00CIIEOBAaHHE JJIsl OLICHKH COCTOSIHUS KOCTEH yeperna
U QYHKLUH TTOYEK.

HoBopoxxnéuusle, MaTepu KOTOpbIX moiy4danu MHruoutopsl AIID Bo Bpemsi OGepeMeHHOCTH,
JOJIKHBI HAXOJIUTHCS 10/ HAOJI0JEeHUEM U3-3a PUCKa Pa3BUTHUS apTepUaibHON TUIIOTEH3UH (CM.

paznenst 4.3 u 4.4).

JlakTamus

BcenencrBue orcyTcTBUS MHGOpPMALMU OTHOCHTEIBHO NPUMEHEHHs NEpUHAONPUIA B HEPUOJ
IPYJHOTO BCKAPMIIMBAHMSL, €r0 IIPUEM HE peKOMeHayeTcs. [IperoyTuTesIbHO IPUMEHATD APyTHE
npenapatsl ¢ 6oyiee U3y4eHHBIM NpoduaeM 0e30MacHOCTH B IEPUOJ] IPYAHOTO BCKApMIIMBAHUSA,

0CcO0EHHO IIpHU BCKapMJINBAHHUH HOBOpO)K,I[éHHBIX WM HCJOHOIICHHBIX I[CTeﬁ.

DdepTUabHOCTD

He ycTanoBneHo BIUSHHSA HA PENIPOTYKTHBHYIO (DYHKINIO WK (PEPTHIEHOCTb.

4.7. Biusinue Ha CNOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHU CPeICTBAMH M PadoTaTrh ¢
MeXaHU3MaMHu

JlexapcTBennsiii npenapat [Ipectapuym A cienyer ¢ OCTOPOKHOCTHIO MPUMEHSTH MAlMEHTaM,

YIPABISIOIIMM TPAaHCHOPTHBIMU CPEACTBAMM UM 3aHUMAIOUIMMCS BUJIAMH  JIESITEIBHOCTH,

TpeOyIOIIMMH TIOBBIIIICHHONH KOHIEHTPAllMd BHUMaHUs U OBICTPON peaklud, B CBS3U C

OIMaCHOCTBIO PA3BUTHA apTepI/Iam)Hoﬁ TUIIOTCH3WU U T'OJIOBOKPYIKCHUA.

4.8. HexxesnaTesibHbIC peaKIIUU

Pesrome nmpoduias 0e30macHOCTH

[Tpoduns 6Ge30macHOCTH NMEPUHAOIIPUIA COOTBETCTBYET MPOuUI0 0€30MacCHOCTH UHTHOUTOPOB
AllD.

HaubGonee uactble HexenaTelbHbIE peaklUUWd TpU TMPHEME MEePUHAONpPUIA, OTMEYEHHBIE MPHU
MPOBEJCHNHN KIMHUYECKUX WCCIIEOBAHUI: TOJOBOKPY>KEHHE, TOJIOBHas OOIb, MapecTes3us,
BEPTUTr0, HAPYLIEHHsI 3pEHUS, 3BOH B yIllaX, apTepUalibHas TUIOTEH3Us, Kallelb, OJbIIIKa, 00JIb B
KHUBOTE, 3aI10p, TUapesi, TUCTEB3Us (PacCTPOMCTBO BKYyCa), JUCIICTICHS, TONTHOTA, PBOTA, KOMXKHBIN

3y, KOXHad CblIlb, CIIa3Mbl MbIIIL, ACTCHUS.

TabanuHoe pE3IOME HEKENATCIILHBIX PEaKINH

Hepe‘-II/ICJ'IeHHI)Ie HMXXE HEXKCEJIATCIIBHBIC PEAKIIMU, OTMCUCHHBIC TP MPOBCACHUN KIIMHUYCCKUX

HCCIeI0BaHUM /U NOCTPECTUCTPATIUOHHOM MMPUMCHCHUU TICPHUHAOIPUIIA, TPUBCACHBI B BUIC
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cieayromen rpajganun: odeHs yacto (>1/10); wacro (>1/100, <1/10); mewacto (>1/1000, <1/100);

penko (>1/10000, <1/1000); ouens pemko (<1/10000); HeyTOYHEHHON HYACTOTHI (YacTOTa HE

MOJKET OBITE noacurTaHa 1mo JOCTyInHbIM I[aHHBIM).

Tabmuma 2. TabnuyHoe pe3roMe HeXeNaTeIbHBIX PeaKIIui

MedDRA

Kitaccesl u cuctemsl OpraHos

HexenarenbHble peakiuu

Yacrora

Hapymennsi co CTOPOHBI
KPOBH 1 JuM@aTnieckoi

CUCTECMbI

Do3uHOpUIHS Heuacrto*
ATpaHyJI0IUTO3 WIN

Ouensb penko
MAHIUTOIICHUS

CHMI)KEHHE TeMOIJIoOMHa |

réemMaToKpuTa

OueHnb penko

JleikoTnieHHsI/HEU TPOTICHHU ST

Ouens penko

I'emonuTnueckas anemus y
MAIMEHTOB C BPOXKIEHHOM
HEJIOCTaTOYHOCTEIO ITIOKO30-

6-hocdaTmaeruaporeHaspl

OueHb penko

TpombouuTonenus OueHb penko
Hapymienust co cTopoHsl Cungpom HEeaJleKBaTHOU
SHJOKPUHHOU CHCTEMBI CeKpelnu

Penko

AHTUNYPETHYECKOTO

ropmona (CHCA/II')
Hapymenust co cTopoHbl ['mnornukeMust (cM. paszaensl

Heuacro*

MeTa00JM3Ma U MU TAHUS 4.4u4.5)

['unepkanuemusi, obOpaTuUMas

nocje oTMeHsbl penapata (cMm. | Hewacto™

pazznen 4.4)

['unonaTtpuemus Heuwacro*
Ilcuxuyeckne Hapymenus | [enpeccus Heuacto*

JIaOunbHOCTH HACTPOEHHUS Heuacro

Hapymenne cHa Heuacto
Hapyumenust co cTopoHbI I'onoBokpysxeHue Yacto
HEPBHOM CHCTEMbI ["ostoBHast 607156 Yacto

[TapecTesns Yacro

Bepruro Yacro
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CoHNuBOCTH Hewacro*
O6Mopok Heuwacro*
CnyTaHHOCTb CO3HAHHUS OueHnb penko
Hapyuienusi co cTopoHbI Hapymenue 3penus Yacro
OpraHa 3peHust
Hapymennsi co CTOPOHBI 3BOH B ylIax Yacto
OpraHa cjyxa  JaOupHuHTA
Hapyuienusi co cTopoHbI Omyuienue cepaLeOneHus Heuacro*
cepaua Taxukapaus Heuacro*

Crenokapaus (cM. pazaen 4.4)

OueHb penko

Aputmus OueHb penko
WNudapkr MHOKap/a,
BO3MOXHO, BCJIE/ICTBHE

n30bITOUHOTO cCHIDKeHHS A/l y
IannuceHTOB us3 IpyHIibl
BBICOKOI'O pHCKa (CM. pasnen

4.4)

Ouens penko

Hapyuienusi co cTOpoHbI

coCy/10B

AprepuanbHasi ~ TMIIOTEH3US
(m30bITOuHOE CcHUXKeHHE All)

Yacro
U CBA3aHHBIE C  OTUM
CUMIITOMBI
Backynut Heuwacro*
[TpunuBbl Penxo*
WHucynsr, BO3MOXHO,
BCJIE/ICTBHE 4pEe3MEPHOTO

cHkeHus A/l y maneHToB u3

IpyHIBl BBICOKOTO pUCKa (CM.

Ouensb penko

HapymeHnusi co CTOPOHBI
AbIXaTeJIbHON CHCTEMBI,
OPraHoOB IPYAHOM KJIETKH U

cpeaocTeHust

paznen 4.4).

Cunapom Pelino HeyrounenHol 4acTOTHI
Kamens Yacro

Ogpplka Yacto

bponxocnasm Heuacto

Do3uHOpMITBHAS TTHEBMOHUS

OueHnb penko

Punut

Ouensb penko
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KesynouHo-KuIIeYHbIE

HapyIIEeHUs

bousb B :xuBOTE Yacro
3anop Yacto
Huapes Yacto
Jucres3us (paccTpoiicTBO

Yacro
BKYycCa)
Jucnencus Yacro
TomHoTa Yacto
PBota Yacro
CyxocTb BO pTY Heuacto

[Tankpeatur

OueHb penko

Hapyuienusi co cTOpoHbI
NneYeHu u

AKeJYCBBIBOAAIIINX nyTeﬁ

l'ematut  (xXo0JeCcTaTUYECKUM

WM IUTOJMTHYCCKHI) (CM.

OueHb penko

Hapyuienust co cTOpoHbI
KOKHU U MOAKOKHBIX

TKaHel

paznen 4.4).

KoxHb111 3y11 Yacto
Kosxnas ceinb Yacto
Kparmueauna (cm. pasnen 4.4) | Hewacto
AHTMOHEBPOTHUYECKUN  OTEK

JIuIa, KOHEYHOCTeH, 1Yo,

CIM3UCTBIX 000JI0YeK, si3bIKa, | HedacTo
TOJOCOBBIX CKJIAZIOK  W/WMIU

ropranu (cM. pazzaen 4.4)

Peakuun Heuwacro*
($OTOUYBCTBUTETHHOCTH

[Temduronn Heuacto*
[ToBermenHoe oTooTnenenue | Hewacrto
ObocTtpenue ncoprasa Penxo*

MsorogopmHast sputema

Ouensb penko

HapyumeHnust co cTopoHbI MpI1euHbIe crIa3Mbl Yacto
MBILIEYHOH, CKeJ1eTHON 1 Aptpanrus Heuacro*
COCIMHUTEIbHON TKAHU Muanrus Heuacrto*
HapyuieHnust co cTOpoHbI IToueuHass HETOCTATOYHOCTh Heuacto
Nno4eK ¥ MoYeBbIBOAAIUX | Octpas noueuHas | Pexgko
nyreu HEJI0CTaTOYHOCTh

Anypus/onurypus Penxo*
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HapyumeHnust co CTOpoHbI OpeKkTuibHas TUCPYHKIUSA Heuacro
PenpoayKTHBHOM CHCTEMBI
U MOJIOYHBIX KeJie3
O0mme Hapy1LIEeHUS U Actenus Yacto
peakuuy B MecTe BBeAeHUs | Boib B IpyAHON KIIETKE Hewacro*
Henomoranue Heuacro*
[Tepudepuyeckue oTexku Heuacrto*
Jluxopanaka Heuacro*
JlabGoparopHbie H [ToBbimienrie  koHmeHtpanuu | Hewacro™
HHCTPYMEHTAJIbHbIE MOYEBHUHBI B KDOBU
JaHHbIE [ToBbrienne  koumeHrpanuu | Hewacro*
KpeaTUHHUHA B KPOBHU
[ToBeiieHMEe  KOHUEHTpanuu | Penko
OounupyOrHa B KpOBU
[ToBbilIeHHE akTuBHOCTH | Penko
«TEYEHOYHBIX» (DEPMEHTOB
Tpasmbl, uHTOKCUKauu u | [lagenne Heuacro*
0CJI02KHEHUSsI MPpoueayp

* leleHKa qacmomsl HeHceaameilbHblXx peakuuﬁ, 6blABG/IEHHbIX NO CNOHNAHHBLIM COO6LI4€HM}ZM,

npoee()eHa HA OCHOBAHUU 0aHHblxpe3y/1bmam06 KJIUHUYECKUX UCCTIe008AHUII.

HexxenaTenbHble SBICHUS, OTMEUSHHBIC B KITUHUUECKUX HCCISIOBAHUIX

B wuccnepoBanun EUROPA npoBoausace peructpanus TONBKO CEPBE3HBIX HEKEIATEIbHBIX
apieHui. CepbE3Hble HEXeNaTelbHble ABlieHUs Obun orMedeHsl y 16 (0,3 %) manueHTOB B
rpynne nepusaonpuina ny 12 (0,2 %) nauurenros B rpymnne mianebo. B rpynne nepunaonpuna y

All, 'y

aHFI/IOHeBpOTI/I‘leCKI/Iﬁ OTéK, y 1 ManMeHTa — BHE3aIlHAsA OCTAHOBKa CEpauna. YacToTa OTMEHBI

6 IIalfMCHTOB OBLIO OTMCUYCHO BBIPAKCHHOC CHHIXXCHHC 3 MMarfMCHTOB -

nmpernapara M3-3a Kalljisd, BEIPAXKXCHHOI0 CHUXKCHUA A}l WKW JPYrux Cjiydac€B HCIICPECHOCHUMOCTHU

ObLy1a BBIIIE B FPYIIE MEPUHIONPHIIA IO CPAaBHEHUIO C TPYIION mianedo.

COO6H.ICHI/IC 0 TOA03PEBACEMBIX HEXKCIATCIbHBIX PCAKIINAX

BaxHo coo0mare O M0OJ03pPEBAEMBIX HEXKENATeIbHBIX pPEAKLUAX MOCIEe PErucTpalnuu

JICKApPCTBCHHOT'O IMpEriapaTta ¢ LCJIbIO o0OecreyeHus HCMIPEPBIBHOT'O MOHUTOPHHTA COOTHOIICHUSA
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«110J1b3a — PUCK» JIEKAPCTBEHHOTO Mpenapara. MeauIMHCKUM U papMaleBTHYecKuM paboTHUKaM
PEKOMEH/IyeTCs COOOIIATh O JIIOOBIX MOI03PEBAEMBIX HEXKENIATENIbHBIX PEAKIIUAX JIEKAPCTBEHHOTO
mpernapara 4epe3 HallMOHAIbHBIE CHCTEMbI COOOIIEHHUSI O HEXKEIATEIbHBIX PEaKIUIX TOCyAapCTB

— YJICHOB EBpa3HﬁCKOFO OKOHOMHNYCCKOI'O COrO3a.

Poccuiickas Penepanus

109074, r. Mocksa, CriaBsiHCKasl IIIOIIaab, 1. 4, cTp. 1
®denepaiibHas ciryx0a 1Mo HaI3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Ten: +7 (800) 550 99 03

Di1. moura: pharm@roszdravnadzor.gov.ru, npr@roszdravnadzor.gov.ru

http://roszdravnadzor.gov.ru

PGCHV6J'H/IKa ApMeHus

0051, r. EpeBan, np. Komuraca, 49/4

I'HKO «llenTp sxcnepTu3bl I€KapCTB U MEAUIIMHCKUX TEXHOJIOTHID»
Ten.: (+374 60) 83-00-73, (+374 10) 23-08-96, (+374 10) 23-16-82

[opsigast muHMS OTAEa MOHUTOpUHTA Oe3omacHocTH Jiekapets: (+374 10) 20-05-05, (+374 96)

22-05-05

1. noyta: info@ampra.am, vigilance@pharm.am

http://pharm.am

PecniyOnmka Bemapych

220037, r. Munck, ToBapumieckuii niep., 2a

VII «LleHTp 3KCnepTU3 U UCIIBITAHUI B 3{paBOOXPAHEHUN
Ten.: +375-17-299-55-14

@axc: +375-17-299-53-58

Tenedon otaena papmakonanzopa: + 375-17-242-00-29
On. mourta: rceth@rceth.by, repl@rceth.by
http://www.rceth.by

P CCHV6J’II/IKa Kazaxcrad

010000, r. Acrana, paiion baitkonsip, yin. A.Mmanoga, 13 (bL] «Hypcaynet 2»)
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PI'TI na ITXB «HauuoHaJIbHBINA UEHTP SKCHOEPTHU3bI JIEKAPCTBEHHBIX CPEICTB M MEIUIIMHCKHUX
u3nenuity Komurera MeauuumHCKOrOo W (apMaIeBTUYECKOrO0 KOHTpOJdsl MuHHCTEepCcTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

Ten.: +7 (7172) 235-135

On. moura: farm@dari.kz

http://www.ndda.kz

Keipreisckas PecriyOimka

720044, r. buikek, yiu. 3-s Jlunus, 25

JlemapraMeHT JE€KapCTBEHHOIO OOECleueHUs U MEIMLMHCKOM TEXHUKU Npu MUHHUCTEpCTBE
3npaBooxpanenus Keipreizckoil Pecriyonuku
Ten.: +996 (312) 21 92 78

Oi. moura: pharm@dlsmi.kg

https://dlsmi.kg4.9. Ilepeno3npoBka

JlaHHBIE 0 NEpeJO3UPOBKE IIpenapara y 4eJI0BeKa OrPAHUYEHBI.

CHMIITOMBI

CHUMIITOMBI, CBSI3aHHBIC C MTEPe103UPOBKOM HHTHONTOpaMu AIID, MOTYT BKITFOUATh: BRIPAKCHHOE
cHmkeHne AJl, TUPKYJISATOPHBIN IIOK, HAPYIICHHS BOAHO-JICKTPOJIMTHOTO OanaHca, OYSHIHYIO
HEJOCTAaTOYHOCTh, TUIIEPBEHTHIIALINIO, TAXUKAPIUIO, OILIYIIEHUE cepAleOrneHus, OpaaukapIuio,

TOJIOBOKPYIKCHUC, OCCITOKOMCTBO U Kalllellb.

Jleuenne

PekomeHyeMbIM METOJOM JICUEHHS] NPHU TMEPEJO3UPOBKE SABISIETCS BHYTPUBEHHOE BBEICHUE
0,9 % pactBopa Hatpus xiopuaa. [Ipu BeipaxkeHHOM CHUKeHUU A J] cieayer nepeBecT nalueHTa
B TIOJIOKEHUE «JIE€Kay Ha CIIUHE C HpI/IHOJIHﬂTI)IMI/I HOramMm. HpI/I H€06XOI[I/IMOCTI/I MO>XHO BBCCTH
BHYTPUBEHHO aHTrHoTeH3uH Il w/mnu pactBop karexonamMuHoB. C MOMOUIbIO JHAIM3a MOXKHO
YAATUTh EPUHAONPUIT U3 CUCTEMHOTO KpOBOTOKA (cM. paznen 4.4). [Ipu pa3Butuu ycTOWYUBOIM K
Tepanuu OpaguKapaAud MOKET TOTPEOOBATHCS YCTAHOBKA AIIEKTPOKAPIUOCTUMYIIATOPA.
HeoOxoauMo TMOCTOSHHO KOHTPOJIMPOBATh I10KA3aT€d OCHOBHBIX IKHU3HEHHBIX (YHKIUN

OopraHu3Ma, KOHOCHTPAIUIO KPpEaTUHHWHA H JJICKTPOJIUTOB B ChIBOPOTKE KPOBH.

5. ®APMAKOJIOTTYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHe CBOHCTBA
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dapmakoTepaneBTHUECKasi IpyMna: CpeAcTBa, ACHCTBYIOLIME HAa PEHHUH-aHIMOTEH3MHOBYIO
CHCTEMY; HHTUOUTOPBI aHTMOTEH3WHIpeBpamaromero gepmenrta (AIID)

Kox ATX: C09AA04

MexaHu3M IeHCTBUS

[Mepunmonpun — HHTUOUTOP pepMeHTa, MPEBPALIAIONIETO AHTHOTCH3HH | B aHTHOTeH3UH 1.
AII®D, wiu xununaza I, sBiaseTcs sK30menTuaa30i, KOTopas OCYIIECTBISET KaK IMpeBpalleHHe
aHrMOTEeH3MHa | B cocynocyXHBarollee BelecTBO aHruoreHsuH lI, Tak u paspyuueHue
OpaauKuHUHA, 001a/1a0IIETr0 COCYA0PACIIUPSIIOUINM AeHCTBUEM, 10 HEAKTUBHOTO TeNTalenTH Ia.
Nuru6uposanue AII® npuBoIUT K CHIXKEHUIO KOHIIEHTpaMy anruoreH3uHa Il B miasme kposw,
YTO BBI3BIBAET YBEJINUEHUE AKTUBHOCTH PEHHMHA IJIa3Mbl KPOBH (110 MEXAHU3MY «OTPHULIATEIbHON
00paTHOM CBSI3W») U YMEHbIIIEHUE CEKPELIUU allbI0CTEPOHA.

[TockonbKy aHTHOTEH3MHMpPEBpAIAOMUNA (HEPMEHT WHAKTUBUPYET OpaJUKWHUH, IOJABIICHUE
AIl® comnpoBoXkaaeTcs MOBBIILIEHUEM AaKTUBHOCTH KaK LUPKYJIUPYIOLIEH, Tak M TKaHEBOU
KAJJIMKPENH-KMHUHOBOW CHCTEMBI, IIPY 9TOM TAKXKE aKTHUBUPYETCS CHCTEMA IPOCTAIJIaHINHOB.
Bo3moxHO, 4TO 3TOT 3(PQeKT sBIsSETCS YacTbI0 MEXaHHW3Ma AHTUTUIEPTEH3UBHOIO IEHUCTBUS
uHruoutopoB AIID, a Takke MexaHU3Ma Pa3BUTUS HEKOTOPBIX MOOOUHBIX 3P (HEKTOB MpenapaToB
JIAHHOTO KJ1acca (Hampumep, Kariis).

[lepunonpun oOKa3bIBa€T TepaNeBTUUYECKOE JeHCTBUE Ojaroaapss akTUBHOMY METaOOIUTY
nepuHaonpuiary. Jpyriue MetabonuThl He OKa3bIBAIOT HHIMOMPYIOIIETo AeUCTBUS B OTHOIIEHUN

ATID in vitro.

Knuanueckas 3¢ddekTuBHOCTE 1 0€30ITaCHOCTH

Apmepuanvras eunepmen3susi

[Tepunponpun >3pPeKTHUBEH B TEpauy apTepUaIbHOI rMIepTeH3uu J000# cTenenu Tsxectu. Ha
¢oHEe TpHMEHEHHs Tpermapara OTMEUYaeTcs CHIDKEHHE KaK CHCTOJIMYECKOTO, TaK |
JIMACTOITMIECKOTO apTepHaIbHOTO aaBieHus (AJ]) B MOMOKEHUH MAIIMEHTA «IEXkKa» H «CTOS.
[Tepunnonpun ymenblnaer oduiee nepudepuueckoe cocyaucroe conporusienue (OIICC), uro
IOPUBOJAUT K CHIKeHUIO AJl, mpu 3ToM nepudepuyeckii KpOBOTOK yCKOpseTcsl 0e3 U3MEHEHUs
4acToThl cepaeunbix cokpamienuii (HCC).

Kak mnpaBuio, mepuHAONPUI MPHUBOAWT K YBEIMYCHUIO TOYEYHOTO KpPOBOTOKA, CKOPOCTH
KIIyOOUYKOBOH (PHIIBTPAIIMH ITPU TOM HE U3MEHSETCS.

AHTUTUIIEpTEeH3UBHOE JIEHCTBHE Mpernapara JOCTUTaeT MakcuMmyma depe3 4-6 yacoB mocie
OJIHOKPATHOI'O IIpUEMa BHYTPb M coxpaHserca B TeueHue 24 4. YUepes 24 yaca mocne npuema

BHYTpb HabOo1aeTcs BeipaxkeHHoe (rmopsaaka 87 - 100 %) ocratounoe nnruduposanue AI1O.
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Camxkenne AJl mocturaercs A0CTaTOYHO OBICTPO. Y TMAIMEHTOB C MO3UTUBHBIM OTBETOM Ha
ngeyeHne HopMmanuzanus AJ] HacTymaeT B TeUeHHME Mecsla W COXpaHsieTcs 0e3 pa3BHTHs
Taxu()UIAKCHH.

[TpekpaiieHue geueHust He CONPOBOKAACTCS Pa3BUTHEM dPPEKTa «PUKOILETAY.

[lepunponpun oka3pIBaeT CcoOCyIOpacIIupsoNiee JeicTBUE, CIOCOOCTBYET BOCCTAHOBIJIEHUIO
AIACTUYHOCTU KPYIIHBIX ApTEPUN U CTPYKTYpPbI COCYIMCTOM CTEHKU MEIKHX apTepHil, a TaKkKe
YMEHBIIAET TUIIEPTPOPUIO JIEBOTO KETyJ0UKa.

CoBMmecTHOE Ha3HA4YCHUE THUA3HUIHBIX JUYPETUKOB YCUJINBAET BBIPaKCHHOCTh
aHTUrunepTeH3uBHoro sddexra. Kpome »sT1oro, komOunHupoBanue wunrubutopa AllD u
THA3UIHOTO JUYPETHKA TaK)Ke MPUBOAUT K CHIKCHUIO PUCKA PA3BUTHUS THIIOKATHEMHUH Ha GoHe

IIpueMa JUypETUKOB.

Cepoeunas nedocmamounocno
[lepungonpun HopManu3yeT paboTy cepiia, CHIbKAs MPEeIHArPY3KY U MOCTHArPY3KY.
VY MmanueHToB ¢ XpOHUYECKOU CepACUHON HEJOCTATOYHOCTHIO, OJIYYABIINX MEPUHIOTPUI, OBLIO
BBISIBJICHO:

- CHIDKEHUE JIaBIICHUS HATIOJHEHH B JIEBOM U IIPABOM KEIYyA0UYKaX CepAla;

- CHW)XEHHE 001Iero nepudepruuecKkoro COMpOTHUBICHUS COCYIOB;

- TIOBBIIICHHE CEPACYHOTO BHIOPOCA U YBEIMUYCHHE CEPJICYHOTO MHJICKCA.
HccnenoBanue mpemnapara Mo CpaBHEHHIO C ruianedo mokaszano, uro usmeHeHus AJ] mocne
NEepPBOTO MpHUeMa JEKapCcTBEHHOro npenapara [Ipectapuym A 2,5 Mr y naijueHTOB C XpOHUYECKOM
cepaeunoit HegoctatrouHocThio (I - Il dynkmonaneueiit kiace mo kinaccudpuxauu NYHA),
CTATUCTUYECKU JIOCTOBEPHO HE OTIIMYAIUCH OT M3MeHeHUM AJl, HaOII0JaBIINXCS MOCIe TpruemMa

ianedo.

Lepebposackynapuvie 3a601e6aHUs.

Pesynbrarel uccnenoBanuss [TPOI'PECC, rae oneHuBasioch BIUSIHUE aKTHBHOM Teparnuu
NEPUHJIONPUIIOM (MOHOTEpANus UM B KOMOMHAIIMK C UHJATIAMHJIOM) B TeueHue 4 JIeT Ha PUCK
pa3BUTHS TTOBTOPHOTO MHCYJIbTA Y MAIIMEHTOB, UMEIOIUX IIepeOpoBacKyIsIpHbIE 3a00/IeBaHUs B
anamuese. [locie BBOJHOrO Tepuoaa MPUMEHEHHUs TEPUHAONpPHUIA TPETOyTUIaMHUHA TI0 2 MT
(?KBUBAJICHTHO MEPUHIONPUIIA APTHHUHY 2,5 MT) OJIUH pa3 B JICHb B TCUCHHE IBYX HEJIEIb U 3aTEM
no 4 Mr (PKBUBAJICHTHO MEPUHIONpPUIA ApPTUHUHY 5 M) OOWH pa3 B JIeHb B TeUeHUE
MOCIEAYIOUX ABYX HeNenb, 6105 manreHToB ObLTH paHI0MU3UPOBAHEI HA JIBE TPYIIIHI: IIAe60
(n=3054) m mepungompUN TPETOYTWIAaMUH MO 4 Mr (COOTBETCTBYET S5 MI' TEpPUHIOIPHIIA

apruHrHa) (MOHOTepanus) Wid B KoMmOuwHamumu ¢ wuHmAanamuaoMm (n=3051). Wamamamun
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JOTIOJTHUTEIPHO  Ha3HAyajcsl MalueHTaM, HE HMEIOIUM TMpSMBIX [OKa3aHUM WK
OPOTHBONOKA3aHUN  JJIi  TpPUMEHEHHs JUypeTuKoB. JlamHas Tepanmus Ha3Hayalach
JIOTIOJTHUTENIPHO K CTaHJApTHOW Tepanmuy WHCYJIbTa W/WINM apTEepPUATbHOM THUIEPTCH3MU WU
JIPYTUX MaTOJIOTMYECKUX COCTOSHUN. Bce paHmoMH3MpOBaHHbIE MAlMEHThl UMEIU B aHaMHE3e
nepeOpoBacKyysipHble 3a00ieBaHusl (MHCYJIBT WIM TPAH3UTOPHYIO HIIEMHUYECKYIO aTaky) B
TedeHue nocieqHux 5 net. Bennuuna A/l He sBisu1ack KputepueM BkItoueHus: 2916 nanueHToB
MMeTH apTepualibHyto runeprensuto u 3189 —unopmansunoe AJl. [locine 3,9 ner repanuu BeuanHa
AJl (cucronuyeckoe/ TUacTOIMYECKOE) CHU3UIACh B cpeaHeM Ha 9,0/4,0 mm pr.cT. Takke ObLIO
MOKa3aHO 3HAYUTENIIbHOE CHW)KCHHE pHUCKa BO3HUKHOBEHHUS IOBTOPHOTO HHCYNbTa (Kak
UIIEMUYECKOr0, TaK U reMopparnyeckoro) mnopsaka 28 % mo cpaBHenuto ¢ mianedo (10,1 % u
13,8 %).

JlononHuTenpHO OBLIIO MOKA3aHO 3HAUUTENBHOE CHIDKEHUE PUCKA:

- (aTaNbHBIX WM MPUBOASIIUX K MHBATUAU3AIUN HHCYJIBTOB;

- OCHOBHBIX CEpACYHO-COCYIUCTHIX OCIOXKHEHUH, BKIOYas MH(PAPKT MUOKapAa, B T.4. C
JIeTaTbHBIM UCXO/0M;

- JIEMEHIINH, CBA3aHHON C UHCYJIBTOM;

- CEPbE3HBIX YXYIIIEHUH KOTHUTUBHBIX (QYyHKITUH.

3710 OBUIO OTMEYEHO KaK y MAIMEHTOB C apTePHaIbHON THIEPTEH3UEH, TaK ¥ IPH HOPMAJIHLHOM
AJl, HE3aBHCHMO OT BO3pacTa, I0JIa, HAIWYHMS WJIA OTCYTCTBHS CaxapHOro jauadeTra W THIIA

HHCYJIbTA.

Cmabunvras uwmemudecxkas 6onesnsb cepoya (MBC)

O} PexTuBHOCTH NPUMEHEHUS NepUHIoNpUia y naueHToB (12218 nanuenrtos crapie 18 net) co
crabmipHoi MIBC 0e3 KIMHUYECKHX CHUMIITOMOB XPOHHUYECKOW CepAeYHOM HEeAOCTaTOUYHOCTH
u3ydanach B Xoze 4-nerHero uccuaenopanus. 90 % yyaCTHMKOB MCCIIEJOBaHMs PaHEE MEPEHECIIN
OCTpBId MH(APKT MHUOKapAa W/MIU NPOLEAYypY PEeBacKyJsgpu3aluu. BONbIIMHCTBO MallMEHTOB
MOJTYYHJIN TIOMHUMO HCCIIEAYEMOro Mnpenapara CTaHAapTHYIO Tepamuio, BKIOYas aHTUarperaHThl,
TUIOJIMIIUIEMUYECKHE CPEICTBa U OeTa-aJipeHo0I0KaTopel. B KauecTBe OCHOBHOI'O KPHUTEPHS
3 PeKTUBHOCTH ObUIa BbIOpaHa KOMOMHHPOBAHHAS KOHEUHAs TOYKA, BKIIOYAIOLIAS CEpJeUHO-
COCYJIUCTYI0O CMEPTHOCTh, He(aTaIbHBIM HWH(PAPKT MHOKapJa W/HWIM OCTAaHOBKY Cepjia cC
YCIHEIIHOW peaHnMalne.

Tepanus nepuHaonpuiIa 3pOyMHHOM B 703€ 8 MI/CyTKH (3KBUBaJIeHTHO 10 Mr mepuHaonpuia
aprUHMHY) MPHUBOAMJIA K CYHIIECTBEHHOMY CHIDKEHHMIO aOCOJIOTHOTO pHCKAa HACTYIUICHUS
KOMOMHHMPOBAaHHOW KOHEYHOW TOYKM Ha 1,9 % (cHmkeHue oTHOcuTenbHOro pucka — 20 %). ¥V

NAIMEHTOB, paHee IepeHeclnX HHPapKT MHOKapAa WM NpOLEeAypYy peBacKyJspH3aluy,

Crpanuna 28 u3 35



CHI)KEHHE aOCOIOTHOTO pHcKa cocTaBmIo 2,2 % (CHM)KEHHE OTHOCUTENILHOTO pucka — 22.4 %)

M0 CPABHEHUIO C TPYIIION mianeoo.

lsotinas baoxaoa penun-aneuomenzur-arboocmeporosotl cucmemwvl (PAAC)

HmeroTcss naHHbIE KIMHUYECKUX HCCIENOBAaHUM KOMOWHHUPOBAHHOHN Tepamuu C MpPUMEHEHUEM
uHruourtopa AIl® u anTaronucra peuenropa anruorensusa Il (APA 1I).

[TpoBoAMIIOCH KIMHUYECKOE HCCIENOBAHUE C YYaCTUEM IAllMEHTOB, MMEIOIIMX B aHaMHE3e
KapJAMOBaCKYJISIPHOE WM IepeOpoBacKylisspHOe 3a0osieBaHue, JIMOO caxapHbI nuaber 2 Tuma,
CONPOBOXKAAKOUIUICS TOATBEPKACHHBIM ITOPAXKEHUEM OpPraHa-MUILIEHH, & TAK)KE UCCIIEIOBAHUS C
y4acTHEM MalUeHTOB C CaXxapHbIM AUa0eTOM 2 TUIA U JHa0eTHYECKON HepormaTuei.

JlaHHbIe UCCNEIOBAaHUI HE BBIIBMIIM 3HAYUMOTO IMOJIOKUTEIBHOTO BIHUSHUS KOMOMHHPOBAHHOU
Tepanuu Ha BOSHUKHOBEHHE MMOYECYHBIX W/WIM KapAHUOBACKYJISPHBIX COOBITUN M Ha MOKa3aTelu
CMEpPTHOCTH, B TO BpeMs KaK pHUCK Pa3BUTHUS THUIEPKAIMEMHUH, OCTPOH IOYEHUHOMU
HEIOCTaTOYHOCTH W/WIM apTepUAIbHOW TUIOTEH3WH YBEJIWYHMBAJICS 10 CPaBHEHHIO C
MOHOTEpaIue.

[IpuarMass BO BHHMMAaHHSA CXOXKHME BHYTPUTPYMIOBBIE (apMaKOJUHAMHYECKHE CBONCTBA
uHruouTopoB AII® u APA 11, nannbie pe3yabTaThl MOKHO OKUIATH JJI B3aUMOICHCTBUS JTFOOBIX
JpyTUX MPEeraparoB, MpeacTaBuTeneit kimaccoB nHruouTopos AIID u APA 11

[ToaTomy coBmecTHOE puMeHeHne UHrnouTopoB AII® u APA Il npoTuBOIIOKa3aHo y NalMEHTOB
¢ nuabeTnueckoi HeponaTuen.

HmeroTcss naHHble KIMHUYECKOTO MCCIIENOBAHMS MO WU3YYEHMIO MOJOKUTEIBHOTO BIMSHMS OT
no0aBJIeHMs alluCKUpeHa K ctanaapTHoi tepanun nuHruoutopom AllD nmm APA Il y nanuenTos
C CaxapHbIM J1Ma0deToM 2 TUIa U XPOHUYECKUM 3a00JIeBaHUEM MOYEK WM KapJUOBACKYJISIPHBIM
3a0oJeBaHNEM, THOO0 UMEIOLIMX CoOYeTaHue ATUX 3aboneBanuil. MccienoBanue 6110 MPEKpaIieHo
JOCPOYHO B CBSI3M C BO3POCIIMM PHUCKOM BO3HHUKHOBEHHUS HEOJIAronpUsTHBIX HCXOJIOB.
KapaunoBackyisipHas cMepTh U MHCYJBT OTMEUAJIUCH Yalle B IPYIE NalEeHTOB, MOIYYarolnx
AIMCKUPEH, IO CPAaBHEHUIO C IPyNNo Iianedo; TakKe HeKelaTeabHble SBJICHUS U CEpbE3HbIC
HE)KeNaTeNbHbIe SBJICHUS 0CO00ro MHTepeca (THUIEpKaTueMMs, apTepuanbHas TMIIOTEH3US U
HapylmeHus: (pyHKIUHM MOYEK) PEeruCTPUPOBAINCH Yallle B TPYIIE aJUCKUpEHa, YeM B TpyIie

rwiane0o.

JleTH ¥ MOAPOCTKHU

S(I)CI)CKTI/IBHOCTB 1 0€30IacHOCTh MPUMCHCHUA ICPUHAOIIPUTIA Y JeTel u MOoAPOCTKOB B BO3PACTC

1o 18 net He ycTaHOBIICHA.
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Nmerorcst gaHHbIE KIMHUYECKUX HMCCIENOBAHMM C ydacTHeM 62 MalMEeHTOB C apTepHaIbHOMN
TUIepTEeH3ueld B Bo3pacTe OT 2 A0 15 1eT co CKOpocThi0 KIyOOYKOBOW (QuuibTpammu >
30 mi/mMun/1,73 M? TIOMAAM MOBEPXHOCTH TeNa, KOTOphIE MOMydaad MNEPHHIONPHI B 03¢
0,07 mr/kr B cpennem. Jloza noadupanach MHAUBUIYabHO, B 3aBUCMOCTH OT OOIIETO COCTOSHUS
nanueHTa M IoKa3aTeleld ero apTepualbHOrO JaBJICHHS B OTBET Ha TEpamuio, MpU 3TOM
MakcuMaibHas 103a cocrapisiia 0,135 Mr/kr/cyT.

59 IIaIMCHTOB y4aCTBOBaJIU B HCCICA0BaHUUN Ha MPOTAKCHUN 3-x MECCAILICB u
36 manKMeHToB 3aBepUIMIIN MPOJJICHHBINA MEPHOJ MCCIEIOBAHUS, KOTOPbII COCTABIsI HE MEHee
24 mecsneB (cpeaHsisi IPOIOJDKUTEIBHOCTD YYacTUs B UCCIIEOBAaHUM cocTaBuiia 44 mecsna).
[TokazaTenu CHCTOJIMYECKOTO M JAMACTOJIMYECKOrO AapTEePUAIBHOTO JaBJICHUS OCTaBaJUCh
CcTaOMIbHBIMH Ha MNPOTAXKCHUN BCCro Incpuoga HCCICAOBAHUA (OT MOMECHTA BKJJIOYCHHUSA B
UCCIICIOBAHMS 10 3aKIIOYUTENbHOM OIIEHKH) Y TAalMeHTOB, paHee IONydYaBUIMX JApYyrue
TUIIOTEH3UBHbBIE CPEJCTBA, M CHU3UJINCH y MallMEHTOB, paHEe HE MOTYYaBIIMX THIOTEH3UBHYIO
Tepanurio.

Bonee 75 % nereit npu mociaeaHeM OMpPEeICHUN UMENIU CUCTOJIMYECKOe U AracToaudeckoe A/l
MEHBIIIE 95-T0 IePLEHTUIIS.

JlanHble 0 6€30MaCHOCTH, MOJIYYEHHBIE B 3TOM HCCIIEJOBAaHUH, COTIACYIOTCS C YKE UMEIOIIencs

uHpopmale OTHOCUTENFHO 0€30MacCHOCTH MPUMEHEHHUS TIEPUHIOTIPUIIA.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

Abcopbrus

[Ipy mpueme BHYTPh MHEPUHIONPHI OBICTPO BCACHIBAECTCS B KEIYIOYHO-KHMIIEYHOM TpPAaKTe,
MakcuMaibHas KoHIEeHTpanus (Cmax) B IIa3Me KpoBH jgocturaercs dvepe3 1 4. Ilepuon

nosyBbiBenieHus (T1/2) mepuHaoNpUiia U3 Mia3Mbl KPOBU COCTABIISIET 1 4.

Pacnpenenenue

O0nem pacnpeneneHusi CBOOOIHOTO TEPUHIONpPHUIaTa COCTaBisgeT npuonuutensHo 0,2 j/Kr.
CBs13b nepuHIONpHIIaTa ¢ O€TKaMH T1a3Mbl KPOBH, TIaBHBIM 00pa3om ¢ AIID, coctasmusier 20 %,

1 HOCHUT J10303aBUCHUMBIM XapakTep.

buorpancdopmarms

[Tepungonpun He obnamaeT (GapMaKoJIOrHYECKOW aKTHBHOCTBIO. [IpubmusurensHo 27 % ot
o011ero Konm4ecTBa abcopoOMPOBAaHHOTO MIEPUHIOTPHIIA MOMAIAET B KPOBOTOK B BHI€ aKTHUBHOTO

MeTa0oauTa nepuHgoIpuiara. IToMumo nepuHaoIpuiiara, 06pa3y10Tcsi eme 5 MeTa6OHI/ITOB, HC
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oOnanaromux (HapMakoJIOTHYecKO aKTUBHOCTBIO. Cmax MEpUHAONPHUIATA B IUIa3ME€ KPOBU
Jocturaercs yepes 3-4 4 rnocie npuemMa BHyTpb.

[Tpuem nuiy 3amMeAsseT NPEeBPALLIEHUE NEPUHIONPUIIA B IEPUHAOIPUIIAT, TAKUM 00pa3oM, BIUsA
Ha 6nogoctynHocTh. [loaTomMy npenapar cienyetr npuHUMaTh BHYTPb 1 pa3 B CyTKH, YTPOM, Iepet
MIPUEMOM IMHIIIH.

bbu10 MOKa3aHo, YTO 3aBUCUMOCTb MEXY 0301 NEPUHIONPUIIA U KOHLIEHTPAUUEH €Tr0 B IIa3Me

MMEET JIMHENHBIN XapakKTep.

OIUMUHALMSA

[lepunonpunar BBIBOAUTCA W3 OpPraHuM3Ma IOYKAMH, M KOHEUHBIM MEpPHOJ] IOJYBBIBEICHUS
CBOOOAHON (hpakuM COCTAaBISCT HPUOIM3UTENBHO 17 yacoB, B pe3y/ibTaTeé pPaBHOBECHOE

COCTOAHUEC JOCTUTACTCA B TCUCHUC 4 CYTOK.

Oco0Bble IPVIIILI MAIKEHTOB

BriBenenne nepuHaonpuiIaTa 3aMeIJICHO y AIMEHTOB MOKUIIOTO BO3PACTa, a TAKXKE Y MAIIICHTOB
C CepJIeYHOM ¥ MOYEYHOU HETOCTATOUYHOCTBIO.

Junanv3Helil KJIUpEeHC NepuHIoNpuiIaTa coctapiseT 70 Mil/MUH.

VY manueHToB ¢ MUPPO30M MEUEHU MEUEHOYHBIN KIMPEHC MEPUHIONPHIIa YMEHBIIAETCS B 2 pasa.
Tem He MeHee, KOJIMYECTBO 00pa3yIoerocs MEpUHAONPIIATa HE YMEHBIIACTCS, U KOPPEKIIUU

JI03BI IipenapaTa He Tpedyercs (cM. paznensl 4.2 u 4.4).

5.3. JlanHbIe JOKJIHHHYECKOH 0€30I1aCHOCTH

B wuccrnenoBaHusX XpPOHHYECKOW TOKCHMYHOCTH TPU TEPOpaIbHOM TMpueMe (Ha Kpbicax H
00€3bsIHaxX) OPraHOM-PEIENTOPOM SIBIISTFOTCS TTOUKH, HAPYIIICHUSI HOCSIT OOpaTHUMBINA XapakTep.
MyTareHHOCTH B UCCIIEOBAHUSX in Vitro WIH in Vivo OTMEUYEHO He ObLIO.

HccnenoBanus penpoayKTUBHON TOKCMYHOCTH (Ha KpbICax, MbIIIaX, KPOIHKax U 00e3bsHaxX) He
BBISIBIJIA TIPU3HAKOB AMOPHOTOKCHUYHOCTH WJIU TepaToreHHOCTH. OHaKo OBLIO MOKa3aHo, YTO
WHTUOUTOPHI aHTUOTEH3UHIIPEBPAIIAIOIIET0 (PepPMEHTA, KaK KIIACC, BBI3BIBAIOT HEOJATONPUATHOE
BO3/ICIICTBHIE HA MO3HEE PA3BUTHUE II0/1a, IPUBO/S K THOENH TUI0/Ia U BPOXKACHHBIM JAe(eKTam y
TPBI3YHOB H KPOJHMKOB: HAOMIOJANNCh TMOPAKEHUS TOYeK M POCT TEepPUHATAILHOU W
MOCTHATAIBHON CMEPTHOCTU. DEPTUIBHOCTD HE HAPYILIAJIACh HU Yy CAMIIOB, HU Y CAMOK KPBIC.

B AOJITOCPOYHBIX UCCIICAOBAHUAX HA KPBICAX U MBIIIAX KAHICPOT€HHOCTE HE Ha6J'IIO,JIaJ'IaCI).

6. ®APMAIIEBTUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
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IIpecTtapuym A. 5 mr, TaOJIETKH, IOKPHITHIE ILIEHOYHOH 000I0YKOM:

Anpo:

JlakT03BI MOHOTHIPAT

Maruus creapat

ManbToIeKCTpUH

KpemHust AMOKCH KOJIOUAHBIN THAPOGhOOHBIN

KapOoxcumeTunkpaxman HaTpus

CocTaB [I€eHOYHOH 000JI0UKH:

- IPEMHUKC JJIs1 TUIEHOYHOI 000JI0YKH CBETJI0-3€JICHOTO [[BETA!
rutepodn (E 422a),
runpomeriosa (E 464),
Makporo:a 6000,
MarHusi creapar,
tutana quokeun (E 171),
mennbiid xmopodummud (E 141(ii)),

- makporoJ 6000.

IIpecrapuym A, 10 mr, TaOJIETKH, TOKPHITHIE LIEHOYHOW 000JI0YKOMI

Anpo:

JlakTo3BI MOHOTHAPAT

Marnus creapar

ManeroaekcTpuH

KpemHuus 1uokcn KoJIouJHbIA THApo()OOHBIN

KapOoxcumeTrunkpaxman HaTpus

CocTaB IJIEHOYHOH 000JIOYKH:

- IPEMUKC JIJIS THNIEHOYHOM 000JI0UKH 3€JICHOTO [IBETA:
rutepodn (E 422a),
runpomerosa (E 464),
Mmakporoi 6000,
MarHusi cTeapar,
tutana nuokcua (E 171),
meanbii xnopodmnuH (E 141(i1)),

- Makporoi 6000
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6.2. HecoBMecTHMOCTD

He npumennmo.

6.3. Cpok rognocTu (CpOK XpaHeHus1)

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IIPH XPAHEHUH

XpanuTth 1ipu Temneparype He Boiie 30°C.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKH

Tabnemxu no 5 m2

[To 30 TabneTok BO (1akoH U3 MOJUIPONIIIEHA, CHAOKEHHBIN 103aTOPOM U3 MOJIMITHIIEHA HU3KOU
IUIOTHOCTU U MPOOKON M3 MOJMATUIICHA HU3KOW TUIOTHOCTH, COJEp Kalllel BIaronoriomaromui
rens. [lo 1 ¢rakoHy ¢ JTUCTKOM-BKIAJBIIEM B MAdyKy KapTOHHYIO C KOHTPOJEM IIEpBOTO

BCKPBITHSI.
Tabnemxu no 10 me

[To 30 TabneTok BO (IAKOH U3 TOJTUIPONIIICHA, CHAOKEHHBIN T03aTOPOM U3 MOJIMITHIICHA HU3KOU
IUIOTHOCTH Y MPOOKOW M3 MOJIMATHIICHA HU3KOM TUIOTHOCTH, COACPIKAIICH BIaromOrIONIAtOHA
renb. [lo 1 ¢uakoHy ¢ JTUCTKOM-BKJIAIBIIIEM B IMA4yKy KApTOHHYK) C KOHTPOJEM IIEPBOTO

BCKPLITHA.

YmakoBka Ui ctaioHapos (npouszgoocmeo OO0 « CEPBAE PYCy, Poccus)

ITo 30 TabneTok BO (py1akoH U3 MOJTUIPOINUIICHA, CHAOKEHHBIN 103aTOPOM U3 MOJTUITHIICHA HU3KOU
TUIOTHOCTU U MPOOKON M3 MOJMATUIICHA HU3KOW TUIOTHOCTH, COJEp Kalllel BIaromorIoNaromui

I'CJIb.

[To 3 ¢uakona no 30 TabneToK C JIMCTKAMU-BKIIAbIIIAMHU B Ma4yKy KapTOHHYIO C KOHTPOJIEM

IEPBOr0 BCKPBITUA.

6.6. OcoOble  Mepbl  NPEIOCTOPOKHOCTH  NPH  YHUUTOKEHUM  MCIOJb30BAHHOIO
JICKApPCTBEHHOI0 Ipemapara WIH OTXO0A0B, IOJYYEHHBIX IOCIe¢ TPHMEHEHHs
JICKapCTBEHHOI'0 Npenapara, 1 Apyrue MaHUIyJIsiMHU ¢ penapaTomM

OcoOble TpeOoBaHUsI OTCYTCTBYIOT. Bech ocTaBmIMiicsi JIeKapCTBEHHBIM Mpernapar U OTXOJbI

CleyeT YHUYTOXKUTh B COOTBETCTBUH C YCTAaHOBJIEHHBIMU HAIlMOHAIBHBIM 3aKOHOJIATEIbCTBOM

TpeOOBaHUSIMHU.
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7. JAEP/KATEJIb PETUCTPAIIMOHHOT' O YAOCTOBEPEHUSA

«Jlaboparopun CepBbe»
50, yn. Kapno, 92284 Cropen Cenexc
®paHuus

7.1. MIPEACTABUMTEJIb JEPKATEJIAA PETUCTPAIIMOHHOTI'O YIOCTOBEPEHUSA

[Iperen3un HOTDC6I/IT€JICI71 HaIpaBJIATH I10 aApPECy:

3a mo0oil nHpopMmalmeil o npenapare, a Takke B Clydyae BO3HUKHOBEHUS MPETEH3MH clieqyeT

06pamaTLc;1 K IIPEACTABUTCIIO ACPKATEIA PETUCTPAIMOHHOI0 YAOCTOBEPECHUA NI ACPKATCIIIO

PErucCTpaiiuOHHOTO YIAOCTOBCPCHMA:

Poccuiickag @enepanusa

AO «Cepsbe»

Anpec: 125196, r. Mockaa, yi. Jlecnas,
I. 7, stax 7/8/9

Ten.: +7 (495) 937 07 00

Ou1. moyTa: servier.russia@servier.com

PecniyOnuka Benapycs

[IpencraButenbctBo YAO «Les Laboratoires
Servier» (@paniysckas Pecy6nuka) B
Pecny6nuke benapychb

Anpec: 220030, r. MuHCck. yi. MscHUKOBa,
70, 0. 303

Ten.: +375 (17) 306 54 55/56

Omn. nouta: officeby@servier.com

PecnyvOmuka Kaszaxcran wu  KeIpreisckas

PecniyGnmka

TOO «CepBbe KazaxcTan»
Anpec: 050020, r. Anmatsl, np. octsik 310I°
Ten.: +7 (727) 386 76 62

On. noura: kazadinfo@servier.com

PecnoyOnuka ApMeHust

ITpencraButenscTBO «JlabopaTtopuu CepBbe»
Anpec: 0002, r. EpeBan, ynuna Amupsiza, 15,
marasus 100, Keatpon

Ten.: +374 (10) 50 50 74

Oun. moyTta: pvarmenia@servier.com

8. HOMEP PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
B Poccuiickoit @enepanuu: JIIT-Ne(000574)-(PI'-RU)

B Pecny6nuke benapycs: JITI-Ne000574-T'TI-BY

B Ksiprezckoit Peciy6nuke: JIIT-Ne000574-T'TI-KG

B Pecniy6nuke Kazaxcran: JITI-Ne000574-I'TI-KZ
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B Pecny6nuke Apmenns: JITT-Ne(000574)-(I'TI-AM)

9. JATA IEPBUYHOM PETUCTPAIIAM (IIOJATBEPXKJIEHUS PETUCTPAIINN,

HEPEPET'UCTPAIIN)

JlaTa mepBOU PETUCTPALINH:

B Poccuiickoit @enepanun: 16.02.2022
B Pecniy6nuke benapycse: 28.09.2022

B Keipreickoii Pecriyomuxke: 02.12.2022
B Pecny6nuke Kazaxcran: 10.03.2023

B Pecniy6iinke Apmenus: 11.08.2023

10. JATA HIEPECMOTPA TEKCTA

OOmass  xapakTepUCTUKA JIEKapCTBEHHOT'O

npernapara

[Ipecrapuym A

JIOCTyIIHAa  Ha

MHPOPMALIMOHHOM TOpTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HWH(POPMALHMOHHO-

KOMMYHHKAIIMOHHOI cetu «HTepHeT» https://eec.eaeunion.org.
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