OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

[IpecTapuym A, 5 Mr, TaOJIETKH, TOKPHITHIE TUICHOYHOM 00OJIOYKOM.

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

2. KAUECTBEHHbBIN 1 KOJITMYECTBEHHBII COCTAB

JlelicTByroliee BEIIECTBO: IEPUHIONPUIIA APTUHHH.

[IpectapuyMm A, 5 Mr, TabJIETKH, HOKPHIThIE INIEHOYHON 000J109KOH
Kaxnas tabneTka, HOKpBITas IIICHOYHOW 00O0JI0YKON, CONEPKUT S5 M MEPHUHJIONPHIIA apTUHIHA
(cooTBercTByeT 3,395 Mr nepuHAOIIPHUIIA).

BemecTa, Hanmmume KOTOPHIX HA/I0 YYUTHIBATH B COCTABE JICKAPCTBEHHOTO TIperapara: JaKTO3bI
MoHoTHUIpaT (cM. pasaen 4.4).

IIpectapuym A, 10 mr, TaOJIETKH, TOKPHITHIE LIEHOYHOW 000JI0YKOMI
Kaxxnast TabieTka, mOKphITas INIEHOYHOM 000JI0UKOM, coaepkutT 10 Mr nepuHaonpuia apruHUHA
(cooTBercTBYET 6,790 M IEpUHAOIIPHUIIA).

BerectBa, HaJlM4KMe KOTOPBIX HAJIO YUYUTHIBATh B COCTABE JIEKAPCTBEHHOIO Mperapara: JIaKTO3bI
MoHoTrupat (cM. pasaen 4.4).

ITonHbI MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCIICCTB ITPHUBCACH B Pa3aciIic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE TNICHOYHOH 000I0YKOM.

IIpectapuyMm A, 5 mr, TaOJIETKH, HOKPBITHIE INIEHOYHONH 000I0YKOM

[IpononroBareie TabNETKHU, MOKPHITHIE IUIEHOYHOH OO0OJOYKOM, CBETJIO-3€JIEHOTO IIBETA,
3aKpYTJIEHHBIE C IBYX CTOPOH, C HACEYKAMH C JBYX OOKOBBIX CTOPOH U TPABUPOBKOI *5° Ha OJHOM
W3 JIMIEBBIX CTOPOH.

ITpectapuym A, 10 Mr, TaGNETKH, MOKPHIThIE MNICHOYHOH 0060104KOH
Kpyrible, 1BOSKOBBINYKIIbIE TaOJIETKHU, MOKPHIThIE TUIEHOYHON O0OJIOYKOM, 3€JIEHOTO LIBETa, C
IPaBUPOBKOM B BUJIE V) Ha OJIHOM CTOPOHE M TPABUPOBKOi %5~ — Ha JPyTOii.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxazanus K NPUMEHEHHUIO

JlekapcTBennsiil mpenapat [Ipectapuym A mokaszaH K MPUMEHEHUIO Y B3POCIBIX MAIUEHTOB:

e aprepuaibHas TUNEPTEH3US;

e XPOHMYECKAS CEPACUHAS HEIOCTATOYHOCTH;

e MpodIaKTUKA MMOBTOPHOTO WHCYIbTa (KOMOMHHUPOBAHHAS Tepamus ¢ WHAANAMUIOM) Y
MalMEHTOB, TMEPEHECHIUX HWHCYJIbT WIM TPaH3UTOPHOE HAPYIIEHUE MO3TOBOTO
KPOBOOOPAIICHHUS 110 UIIIEMUYECKOMY THITY;

o crabwibHas UBC: cHukeHHs pyucKa ceplieYHO-COCYANCTHIX OCII0OKHEHUN Y MTAIIUEHTOB CO
ctabunpHol UBC.



4.2. Pe:xuM 103MPOBAHMS U CIIOCOO MPUMEHEHUs

Pexxum 103upoBaHus
ITpu BbIOOpE [103BI CIIEYET YUUTHIBATh OCOOCHHOCTH KIMHUYECKON CUTyaluu (cM. pasznen 4.4) u
creneHb cHkeHus A/l Ha GoHe mPOBOIMMON Tepanuy.

Jlis obecrieyeHnsl yKa3aHHBIX HUD)KE PEKUMOB JO3MPOBAHUS NMPU HEOOXOJUMOCTH IMPUMEHEHMUS
nepuHjonpuia B n1o3e 2,5 mr tabnerky npenapara Ilpectapuym A B 103MpPOBKE 5 MI' MOXKHO
pa3enauTh Ha 1BE paBHBIE J103bI.

Apmepuanvras eunepmen3usi
JlekapcTBenHblii npenapat IIpectapuym A MOKHO TPUMEHSTh KaKk B MOHOTEPAIllUU, TaK U B
coCTaBe KOMOMHUpPOBaHHOU Tepanuu (cM. pazzaensl 4.3, 4.4,4.5u 5.1).

PeKOMeHI[yeMaH Ha4daJIbHasg a03a COCTaBJISACT S5wmrl Ppa3 B CYTKH.

Y nanuMeHTOB C BBIPAKEHHOW AaKTUBHOCTBIO CHCTEMBl PEHUH-aHTHOTEH3UH-aJIbJ0CTEPOH
(0coOeHHO MpH PEHOBACKYJISIPHON TMIEPTEH3UM, TUIIOBOJIEMUU W/WIIM CHIKEHUHU COJEPIKAHUS
AJIEKTPOJIUTOB IIA3Mbl KPOBH, JEKOMIICHCAIIMA XPOHUYECKON CepACYHON HETOCTATOUHOCTH WU
TSDKEJION CTENEeHU apTepHalbHOM TMIEPTEH3UU) MOCie MpreMa MepBoi 036l Mpernapara MOKeT
pa3BUTHCA BbIpakeHHOE cHIbkeHne AJl. B Hagane Tepanuu Takue naiyueHThbl JOJKHBI HAXOIUThCS
MOJI THIATENTFHBIM METUIIMHCKUM HaOmoJeHueM. PexomeHyemasi HayanbHasi 103a Ui TaKUX
MalMEeHTOB COCTaBIsAeT 2,5 Mr (1osioBrHA TabneTku 5 mr) 1 pa3 B CyTKH.

B cinydae HEoOXOOUMOCTH yepe3 Mecsll Iocje Hayajga Tepalud MOXHO YBEIMYUTH 03y
npenapata 10 10 mr 1 pa3 B cyTku.

B Havanme Tepanmuum InekapcTBeHHbIM mpemapatoM IIpectapmym A MOXeT BO3HHUKATh
CUMIITOMATHUYECKass apTepuaibHas TUIOTEH3Us. Y NAIMEHTOB, OJHOBPEMEHHO IMOIYYalolInuX
TUYPETUKH, PHUCK pAa3BUTUS apTepUaibHOW THUIOTEH3MHU BBIIIE B CBSI3U C BO3MOXHOU
THIIOBOJIEMHEH M CHIDKCHHEM COJICpIKaHUs AIIEKTPOJIMTOB IIa3Mbl KpoBu. Cienyer cobmoaaTh
OCTOPOKHOCTH MPHU NMPUMEHEHHUH JIEKapCTBEHHOTro mpenapata [IpectapuyM A y naHHOM Tpymmbl
MalUEeHTOB.

PexomeHyeTcsi, 1O BO3MOXHOCTH, MPEKPAaTHUTh TMPHEM JTUYPETUKOB 3a 2-3 AHA [0
IpenojaraeMoro Havajia Teparuu JICKapCTBeHHBIM TpenapatoM [Ipecrapuym A (cM. paszaen
4.4).

[Ipy HEBO3MOXXHOCTHM OTMEHHUTb IUYPETHKH, HadallbHas /032 JIEKapCTBEHHOIO Ipernapara
[Tpectapuym A noKHA COCTaBIATH 2,5 Mr (mosnoBuHa Tabnetku 5 mr). [Ipu aToM HE0O6X01UMO
KOHTPOJIMPOBaTh (PYHKIUIO MOYEK U COJAEp’KaHUE Kallusl B CHIBOPOTKE KpoBU. B nanpHeiliieM, B
cilydae HeoOX0AMMOCTH, J103a MpernapaTa MOXeT ObITh yBenauueHa. [Ipn HeoOXouMoCTH pueM
JUYPETUKOB MOYKHO BO3OOHOBHUTb.

VY nmarueHToB NOXHJIOTo BO3pacTa JeueHHe clieyeT HAaYMHATh ¢ 1036l 2,5 Mr (I0J0BHHA TabJIeTKH
5 mr) B cyTku. [Ipyn HEOOX0AUMOCTH Yepe3 Mecs1] OCiIe Havyajia Teparnyy J03y MOKHO YBEIUYUTh
710 5 MT' B CYTKH, a 3aTeM /10 10 Mr B CyTKH € Y4ETOM COCTOSIHUA (PYHKIIMU ToYeK (cM. Tab. 1).

Cepoeynas nedocmamouHocms

Jleyenne mMalMEHTOB C XPOHUYECKOM CEpJIEYHOM HEIOCTATOYHOCTBIO JIEKAPCTBEHHBIM
npenaparoM [Ipectrapuym A B KOMOWHAIMK C KadudHECOEpETalomuMH AUYPETUKAMHU W/UITU
JTUTOKCUHOM W/Uiu OeTa-afpeHOoOI0KaToOpaMu, PEKOMEHAYETCsl HadyMHATh MOJ TIIATeIbHBIM
MEIUITMHCKUM HaOJI0IeHreM, Ha3Havas Iperapart B Ha4ajabHOU J103€ 2,5 Mr (IT0JI0BHHA Ta0IeTKH
5 Mr) oouH pa3 B JeHb, yTpoM. Uepe3 JBe Helmenw JeUeHHUs [103a MpermapaTa MOXKET ObITh
MOBBIIIEHA IO 5 MI' OJIMH pa3 B J€Hb IIPH YCJIOBUHU XOPOILIEH NMEPEHOCHUMOCTH J03bI 2,5 MI' H
YAOBJIETBOPUTEIBHOTO OTBETA HA MPOBOAUMYIO TEPAIHIO.



VYV namueHToB ¢ TSKENOW CepeYHOM HEIOCTAaTOYHOCTHIO, a TAKXKE Yy MAIMEHTOB W3 TPYIIIbI
BBICOKOTO pHUCKa (TMALMEHThl C HAPYUICHHOM (yHKUIMEHl MOoYeK M TEeHJCHLMEH K HapyIIeHHIO
BOJIHO-3JICKTPOJINTHOTO OaJlaHca, MAIMEHTHI, OJHOBPEMEHHO IOYyYalonue AUYPETUKH W/HIN
COCYAOPACIIUPSIIONINE JICKAPCTBEHHBIC IMIpemapaThl), JCUYeHHWE JIOJDKHO OBITh HAYaTO TOJ
THIATEIHHBIM MEIUIIMHCKUM HaOmroaeHueM (cM. pasnaen 4.4).

VY nanueHToB ¢ BBICOKMM PUCKOM Pa3BUTHA CUMIITOMAaTHYECKOM apTEpPUAIILHOM THMIIOTEH3HH,
HalpuMep, CO CHUKEHHBIM COJIEPKaHUEM JIEKTPOIIUTOB MPH HATUYUH WM 0€3 THIIOHATPUEMHH,
C TUIIOBOJEMHUEH WM C MHTCHCUBHOM Tepalueld IUypeTHKaMH, Iepell HadaJloM Ipuéma
JEeKapcTBeHHOro mnpenapara IIpecrapuym A, 10 BO3MOXKHOCTH, INEPEYMCICHHBIE COCTOSHUSA
JOJDKHBI OBITH CKOppeKTHpoBaHbl. Takue mokaszaTenu Kak BennunHa AJl, QyHKUIuS MOuYeK U
COJIep’KaHue Kalus B IUIa3M€ KPOBU JOJDKHBI KOHTPOJIMPOBATHCS KaK IEpes HAdaloM, TaK U B
IIPOLIECCE TEPAIIHH.

Ipoghunaxmuxa nosmoproco uncyibma (KOMOUHUPOBAHHAS MePanusi ¢ UHOANAMUOOM)

VY manueHToB ¢ 1epeOpOBaCKYIISAPHBEIMU 3a00JICBaHUSIME B aHAMHE3€, TePAIHI0 JIEKAPCTBEHHBIM
npenapatom IIpecrapuym® A creayer HauMHATH ¢ J03BI 2,5 MI' (IOJOBHHA TaOIeTKH 5 Mr) B
TEYCHHE TMEPBBIX IBYX HEJCNb, 3aT€M, MOBBIMIAS 03y JO 5 MI' B TCUCHHE TOCICAYIONINX JIBYX
HeJeNb A0 NPUMEHEHHUs UHAaaMu/Ia.

Tepanuro cienyeT HayMHATH B JI000€ (OT IBYX HENENb J0 HECKOJBKHUX JIET) BpeMs Iocie
MEePEeHEeCEHHOTO UHCYIIBTA.

UFEC: chudicenue pucka cepoedno-cocyoucmvlx OCIONCHEHUU Y NAYUEHIMO8, PaAHee NePeHECUUX
UHGaprm Muokapoa u/unu KOpoHapHy1o peacKyiapu3ayuro

Y nauuentoB co crabuwibHbIM TeueHueM WBC Tepanuio JekapCTBEHHBIM IpernapaToM
ITpectapuy™m A cieyer HaUMHATH € 10361 5 MI' 1 pa3 B CyTKH.

UYepes 2 Henmenu, Npy XOPOIIEH MEPEeHOCMMOCTH Tpernapara U ¢ Y4ETOM COCTOSHHS (PyHKITUH
HOYeK, J103a MOKeT ObITh yBenauueHa 70 10 mr 1 pa3 B CyTKH.

JInnam noxuioro Bo3pacra ciaelyeT HaulHaTh TepaIuio ¢ 1036l 2,5 Mr (110JI0BUHA TaOJIETKU 5 MT)
1 pa3 B CyTKH B Te€4eHHE OJHON HenienH, 3areM 1Mo 5 Mr 1 pa3 B CyTKH B TE€UEHHUE CleAyIOIIen
Hezlenu. 3aTeM, ¢ y4€TOM COCTOSIHUS (DYHKIIMU MOYEK, 103y MOXKHO yBenuuuTh 10 10 mr 1 pa3 B
cyTku (cMm. Tabm. 1). YBenuuuBarh 103y MHpernapara MOXKHO TOJBKO TPU €ro XOpolIen
NEPEHOCUMOCTH B paHee PEKOMEHI0BAaHHOM J103€.

Oco0ble rpynnbl NalueHTOB

Tayuenmol ¢ noueunol HeOOCMAaMmMoOUHOCMbIO

VY NanueHToB ¢ MOYEYHOH HEAOCTaTOYHOCTBIO 103y MpenapaTa cleAyeT MoJ0HpaTh C y4ETOM
knupenca kpeatuHuHa (KK).

Tabmuua 1. J[lo3upoBka JekapcTBeHHOro nmpemnapara IIpecrapuym A mpu mnoyeyHoOH
HEI0CTaTOYHOCTH

KK (Ma/muH.) Pexkomenayemas 103a
Oosee nian paseH 60 5 Mr/cyt
bonee nnu pasen 30 u menee 60 | 2,5 mr/cyr
6onee 15 u menee 30 2,5 Mr uepes JIeHb
ITarmenTs! Ha reMoguaIn3e™ 2,5 MT B IeHb THaIn3a
Menee 15
* Ouanusnvlti kaupenc nepunoonpunama — 70 ma/mun. Ilpenapam credyem npunumams nocie npoeedeHus

npoyedypul ouanusd.

Tayuenmsl ¢ neyeHouHoOU HEOOCMAMOYHOCIbIO
[TanmenTam ¢ HapymeHHeM (YHKIMU TIeYeHH KOPPEKIUH 036l He TpeOyeTcs (cM. pa3aens 4.4 u
5.2).

CTH



JlekapcTBenHslil npenapar [Ipectapuym A He peKOMEHAYETCs AETSAM U MOAPOCTKaM 110 18 net us-
3a OTCYTCTBHSI JaHHBIX 00 3()()eKTUBHOCTH U O€30MIaCHOCTH MPUMEHEHUS MIperapara y HalueHTOB
JTAaHHOW BO3PAaCTHOW IPYMIIbI.

B Hacrosimiee Bpemst HET JOCTaTOYHBIX JAHHBIX 110 0€30MaCHOCTH U 3 (HEKTUBHOCTH TPUMEHEHHS
NEPUHJIONPUIIA y JIeTeil U MOAPOCTKOB B Bo3pacte 10 18 jer. Mmeromiuecs 1aHHbIe, ONUCAHHBIC B
paszgene 5.1 He MO3BOJIOT JeNaTh PEKOMEHIAIMHM IO CIOCO0y MPUMEHEHHsS M JO3MPOBKaM
npernapara y HalleHTOB JaHHON BO3PACTHOM IPYIIIBL.

Cnooco0 nnpuMeHeHus
BHyTpb, 01MH pa3 B CyTKH, YTPOM, IIEpEI IPUEMOM ITHIIH, 3alIiBasi CTAKAHOM BOJIbI.

4.3. [IpoTnBONOKA3aHUA

® THIEPYYBCTBUTEIBHOCTD K MEPUHIONIPHITY HIIM K JTF0OOMY U3 BCIOMOTATeIbHBIX BEIIECTB,
NIEPEYUCIIEHHBIX B pazzaene 6.1, npyrum unrudutopam AllD;

e anrvoHeBpoTuyeckuii OTEKk (0T€K KBHMHKE) B aHamHe3e, CBSI3aHHBIA C MPUEMOM
uaruoutopa AIID (cm. paznen 4.4);

® HACJEICTBEHHBIN/MANONATUYECKUNA aHTHOHEBPOTUYECKHI OTEK;

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

® COBMECTHOE TpPUMEHEHHE C aJUCKUPEHOM M JIGKAPCTBEHHBIMHU TIperapaTramu,
COJIepKALMMH ATHCKUPEH, y MAIMEHTOB C CaXapHBIM T1abeTOM W/WIIM yMEPEHHBIMU WIIH
TSOKENBIMU  HApYyHICHUSIMU (QYHKIUU TOYeK (CKOpOCTh KIyOO4YKOBOW (UIBTpalluU
(CK®) < 60 min/mMun/1,73 M? niomaau noBepxHocTy Tena) (cM. pasaenst 4.5 u 5.1);

® COBMECTHOE NPUMEHEHHE C aHTaroHucramu peuentopoB anruoreHszuHa [I (APAII) y
MalMeHTOB ¢ AUabeTHYeCKO HedporaTtuen (cM. pazaen 4.4);

® COBMECTHOE TpPUMEHEHHE C KOMOWHUPOBAHHBIMHU JIEKAPCTBEHHBIMHU TIperapaTaMu,
COJlepKallMMKM  BaJicapTaH + cakyOuTpwi. Mexay [npHeMoM TOCHeIHeH J103bI
cakyOuTpwia u BajcapraHa U HadajgoMm JedeHus IIpectapuymom A HeoOXoaumo
BBIZICpKaTh UHTEPBaJ He MeHee 36 yacoB (cM. pasnensl 4.4 u 4.5);

® DOKCTpakopIOpaJibHAasi Tepamnws, Beayllas K KOHTAKTy KpOBH C OTPHIATEIHEHO
3apsKEHHBIMU TOBEPXHOCTAMU (cM. pazzaen 4.5);

e BBIPAXCHHBIM JBYCTOPOHHMM CTEHO3 IIOYEUYHBIX AapTepUid WIM CTEHO3 AapTepuu
€IMHCTBEHHOH (PyHKIIMOHUpYIOIIEH MOYKH (CM. TaKxke pasznen 4.4).

4.4. OcoOble yka3aHus U MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOpPOKHOCTBIO

JIByCTOPOHHMI  CT€HO3 TIOYEYHBIX AapTEPUH WM  CTEHO3 AapTEepUu  EIUHCTBEHHOU
(GYHKUIMOHMpYIOLIEH  MOYKM, T[OY€YHas  HEeIO0CTaTOYHOCTb, CHUCTEMHbIE  3a00JIeBaHUS
COCIMHUTENIbHON TKaHU (CHCTEMHasi KpacHas BOJIYaHKA, CKJIEpOAEpMHUS U Jp.), Tepamnus
MMMYHOCYTIPECCOPaMH, aJUIOIypPUHOJIOM, NIPOKAMHAMUIOM (PHUCK pa3BUTUS HEUTPOICHUH,
arpaHyJolMTO3a), CHYKEHHBINH 00beM UPKYIUPYIOIIEH KPOBH (MMPUEM TUYPETUKOB, OeccomeBast
JeTa, pBOTa, Juapesi), CTEHOKapIus, LepeOpoBacKyssipHble 3a00JIeBaHUs, PEHOBACKYJspHas
TUIEPTEeH3Us, caxapHbIil [uabeT, MepBUYHBINA TUIEPaTbI0CTEPOHNU3M, XPOHUUYECKasl cepAeyuHas
HenocTaToyHocTh [V pyHKIMOHanbHOro kiacca mno kiaccupukaumu NYHA, coBmecTHoe
IpPUMEHEHHE KanuiicOeperaronux JIUypeTUKOB, IMpernapaToB Kajus, KaJuhcoJepKaimx
3aMEHUTENECH MUIIEBON COIU U JIMTH, alIUCKUPEHA U IPENaparoB, COACPKALUX aJTUCKUPEH Y
ManUeHToB 0e3 caxapHoro AuadeTa Uiy HapyleHU! (QYHKIMH [TOYEK, aHTarOHUCTOB PELEITOPOB
anruorensuHa I (APA II) y namuentoB 6e3 anabeTmdeckoil HeppomaTuu, THIIEpKATUEMHUS,
XUPYpruyeckoe  BMENIATeIbCTBO/OOINAs  aHECTe3us, TIeMOJUaIM3 C  HCIOJb30BaHHUEM
BBICOKOIIPOTOYHBIX MEMOpaH, JeceHCHOMIM3Upyolas Tepamnus, apepes TUIONPOTEMHOB HU3KOU
wiotHoctn  (JIITHII), coctosHue  mocie  TpaHCIUIAaHTalMM — TIOYKH,  aOpTajbHBIN
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CTEHO3/MHUTPATBHBIN CTEHO3/TUTIEpTpOdHUUecKast 0OCTPYKTUBHAS KapIUOMHUONATHS, TPUMEHEHUE
y AIMEHTOB HETPOUIHOU PaCHI.

CraowmnsHasg MUBC

[Tpu pa3BuTHH JTFOOOTO U302 HECTAOMIBHON CTEHOKAPIUU B TCUSHUE TIEPBOTO MECSIIa TEPATTUU
JICKapCTBEHHBIM TIpernaparoM Ilpectapuym A cieyeT OICHHTH MPEUMYIIECTBA M PHUCK 0
MPOJIOJHKCHUS TEPAITHH.

ApTrepuanbHas THIOTEH3Hs

Nuruburopsr AII® moryT BeI3BIBaThH pe3koe cHmxenue AJl. Cumnromarndeckas apTepuaibHas
TUIIOTEH3Hsl PEIKO Pa3BUBACTCA Yy IALMEHTOB C HEOCIOKHEHHBIM TEUYECHHEM apTepUaIbHOU
runepreH3nu. Puck upeamepHoro cHukeHus AJl IOBBIIIEH y MalueHTOB co cHUKEHHbIM OLIK,
YTO MOXET OTMeUaTbcs Ha (JOHE Teparuu AUYypeTHKaMHU, IPU COOII0AEHUH CTPOroi GecconeBoi
JIMETHI, THAIIN3E, TUAapee U PBOTE, a TAKXKE y MALMEHTOB C TSKEION CTENIEHbIO PEHUH-3aBUCUMOM
runiepTeH3un (cMm. pasaensl 4.5 u 4.8). CuMnroMaTuyeckas apTepuaibHas THIOTCH3US MOXKET
HAOJII0/IaThCS Yy MALUEHTOB C KIMHUUYECKUMHU MPOSIBICHUSMH CEpJCYHON HEOCTaTOUHOCTH, BHE
3aBUCUMOCTH OT HaJIM4Ms MOYEYHOH HEJOCTAaTOYHOCTU. DTO Oosiee BEPOSTHO Yy MAllUEHTOB C
CepJICYHOM HENOCTAaTOUYHOCTBIO TSKEION CTENEHU, KaK peakuuss Ha TNPUEM «IETIIEBBIX»
JUYPETUKOB B BBICOKMX [103aX, TIMIIOHATPUEMHUIO WM (YHKIHOHAJIBHYIO I1OYEUYHYIO
HEJOCTAaTOYHOCTh. Y TAIMEHTOB C IIOBBILIEHHBIM PUCKOM pa3BUTHUS CHUMITOMAaTHYECKON
apTepuanbHOI TMIIOTEH3UH HEOOXOAMMO TIIATENbHO KOHTposnpoBaTh AJl, QyHKIUIO mOYek u
coJIep’KaHue Kajlus B CBIBOPOTKE KPOBU B Hayalle TEpaIluu U MpU IoJ00pe J03bl JIEKAPCTBEHHOTO
npemnapata [Ipecrapuym A (cm. paznenst 4.2 u 4.8).

[TomoGHbIii moxxon mnpumensercs u y mnamueHtoB ¢ MBC u  nepeOpoBacKyIsIpHBIMU
3a00JI€BaHUSAMH, y KOTOPBIX BbIpaXXEHHAs apTepUalibHas TMIIOTEH3Us MOXET INPUBECTH K
MH(papKTy MUOKap/ia WK HapyLUIEHUI0 MO3TOBOT0 KPOBOOOPAILIEHUSI.

B ciydae pa3BuTHs apTepualibHON MMIIOTEH3UU MALMEHT JOJKEH ObITh NEepeBEEH B MOI0XKEHUE
«1€Xa» Ha CIUHE C MPUIIOJHATHIMU HOraMu. [Ipyu HEOOXOAUMOCTH CllelyeT BOCIIOIHUTH 00BEM
LUPKYJIUPYIOLIeH KpOBH IpH MOMOLIM BHyTpuBeHHOro BBeaeHus 0,9 % pactBopa Harpus
xsopuja. [Ipexoasiuas aprepualibHas TUIIOTEH3US HE SBJISETCS NPEMATCTBUEM NS lajlbHENIIero
npuéma npenapara. [Tocie BocctanoBnenuss OLK u AJl neueHre MoXeT ObITh MPOJIOIKEHO.

Y HEKOTOpBIX MAallMEHTOB C XPOHUYECKOH cepeuHol HeocTaTouHOCThI0 (XCH) 1 HopManbHBIM
wiu  cHWKEHHbIM AJl nexapcTBeHHbI mpemapar IIpecrapuym A MOXET  BBI3BIBATh
JoToHUTENbHOE cHUKeHue AJl. OToT agdexT npeackazyem U 00bIYHO He TpeOyeT NMpeKpalieHus
Tepanuu. [Ipy MosBIEHNM CHMIITOMOB BBIPAKEHHOTO CHMKEHUS A/l cielyeT yMEHBIINUTh 03y
npernapara Ui NpeKpaTUTh €ro MPUEM.

MurtpalibHBIN CTEHO3/a0pTaNbHbIN cTeHO3/TunepTpoduueckas 06CTPYKTUBHAS KapAMOMHONATHS
JlexapctBennbiii mpenapar Ilpecrapuym A, kak u apyrue uHruourtopsl AllD nomxen c
OCTOPOKHOCTBIO Ha3HAyaThbCs C MUTPAJIBHBIM CTEHO30M, a TAaK)K€ MallMeHTaM ¢ 00CTpyKuuei
BBIXOJTHOTO TPaKTa JIEBOTO KeNyA0uKa (a0pTabHBIN CTEHO3, TUIIEPTPOPUIECcKas 0OCTPyKTUBHAS
KapANOMUOINATHS).

Hapymenue @yHkumu nouek

[Tamentam c¢ moueuHoir HemocrtarouHocThio (KK wmenee 60 Mi/MUH) HauyalbHYIO /103y
nekapcTBeHHOro mpernapata [Ipectapuym A BwIOMpatoT B 3aBucuMocTH OT 3HaueHuss KK (cm.
pasznen 4.2) u 3aTeM B 3aBUCHUMOCTH OT TepameBTHYeckoro s¢¢exra. 1 Takux HanueHTOB
HEOOXOIUM peryysipHbIIl KOHTPOJIb KOHIIEHTPAIMU KPEaTHHUHA U KaJIHsI B CBIBOPOTKE KPOBU (CM.
pazzaen 4.8).

ApTtepuanbHas TUIIOTEH3US, KOTOpasi MHOT/Ia pa3BUBaeTCs B Havasie npuéma MHruoutopos AIID
y manueHToB ¢ cumnromarudeckoil XCH, MokeT NMpuBECTH K YXYIIIEHHIO (DYHKUIUHU MOYEK.
Bo3MoxHO pa3BuTHE OCTPOI MOYEUHOM HETOCTATOUHOCTH, KaK MPaBUII0, 00paTUMOH.



Y nanueHToB € JABYCTOPOHHMM CTEHO30M IIOYEYHBIX apTEPUN WIM CTEHO30M apTepuu
€IMHCTBEHHOH MOYKU (0COOEHHO MPU HAJTMYUM MOYEUHOW HEJOCTATOYHOCTH) Ha (OHE Teparuu
unruoutopamu AIID BO3MOXKHO TOBBIINICHHE KOHILIEHTPAlMM MOYEBUHBI M KpEaTHHHHA B
CBIBOPOTKE KPOBH, OOBIYHO MPOXOsIIee HpU OTMEHE Tepanuu. JlomoTHUTETbHOE HAIN4He
PEHOBACKYJISIPHOM TUNEPTEH3UMH OOYCIIaBIMBAET TMOBBIIICHHBI PHUCK pPa3BUTUA TSDKEIOU
apTepUaJIbHOM TMIIOTEH3UH U TOUYEYHON HEAOCTATOYHOCTH Y TaKUX ITAllUEHTOB.

JleyeHne TakMX NAlMEHTOB HAYMHAIOT MOJ TIIATEIbHBIM MEIULIHUHCKUM HAOIIOJIEHUEM C
NpUMEHEHHEM HU3KHX JI03 Ipernapara W AajJbHEWIINM aaeKBaTHBIM noadopom no3. Criemyer
BPEMEHHO MPEKPATUTH JICUCHUE AUYPETUKAMH U MPOBOJIUTE PETYIISPHBIA KOHTPOJIb COACPHKAHUS
KaJIis M KpeaTHHUHA B IJIa3M€ KPOBU Ha MPOTSYKEHUU MEPBBIX HECKOJIBKUX HE/IEIb TEPAIIUH.

Y HEKOTOpBhIX TMAalMEeHTOB C apTepuajIbHOW TUINEpTeH3Hel O0e3 yKazaHud Ha HalIudue
IPEIIECTBYIOUIETO 3a00JIEBaHHUS COCYI0B TIOYEK MOXKET MOBBIIIATHCS KOHLIEHTPAIUS MOYEBHUHBI
U KpeaTHHUHA B CBIBOPOTKE KPOBH, OCOOCHHO MPU OJHOBPEMEHHOM MPUMEHEHUH TUYPETHUYECKUX
cpeacts. JlaHHbIe n3MeHEHHsI OOBIYHO BBIPAYKEHBI HE3HAYUTEIBHO U HOCST 00PaTUMBIH XapakTep.
BeposTHOCTh pa3BUTHUS 3TUX HAPYIIEHHWH BBIIIE y MAUEHTOB C TOYEYHON HETOCTATOYHOCTBIO B
aHaMHe3e. B Takmx ciy4asx MOXET TOTpe0OBaThCS OTMEHA WJIM YMEHBIICHHE 03Bl
JeKapcTBeHHOro npemnapara [Ipecrapuym A u/unu quypeTuka.

I'emomanmus
VY manueHToB, HAXOASIIUXCSA HA TEMOIUAIHM3E C UCIIOIb30BAHUEM BBICOKOIIPOTOYHBIX MEMOpaH,

OBUTM OTMEUYEHBI CITy4an Pa3BUTHs aHA(DUIAKTHYECKUX PeaKIyii Ha OHE Tepani HHTHOUTOpamMu
AII®. B nogo6HbIX cUTyalsX ClIeyeT pacCMOTPETh BO3MOKHOCTh Ha3HAYE€HUS THITOTEH3UBHOTO
npernapara Ipyroro Kjacca Wid UCIOJIb30BaHUS AUATU3HON MeMOpaHbl Ipyroro TUIIA.

TpaHcraHTanys NOYKH
JlanHble O TpUMEHEHWH JeKapCTBEHHOro rmnpenapara [Ipectapuym A y manueHTOB TMOCHE
TpPaHCIUIAHTAIIMH [TOYKH OTCYTCTBYIOT.

PeHoBackyssipHas TUnepTeH3us

Y DanueHToB C JBYCTOPOHHUM CTEHO30M IIOYEUHBIX apTepuil MM CTEHO30M apTepuu
€AMHCTBEHHON (YHKIMOHUpYIOLIeH oYKy Ha ¢oHe Tepanuu nHruOutopamu AlID Bo3pactaeT
PHUCK DPa3BUTHUS apTepUAIbHOW TMIOTEH3UM U IMOYEYHOM HEeIO0CTaTOYHOCTH (cM. paszen 4.3).
[IpumMeHeHne AMYPETHKOB MOXET OBITh JOMOJHUTEIBHBIM (DAKTOPOM pHUCKA. YXYIIIEHHE
(YHKIMU MOYEK MOXKET HaOII0AAThCs YK€ NMPHU HE3HAYMTEIbHOM H3MEHEHHWU KOHIEHTpaluu
KpeaTMHHHA B ChIBOPOTKE KPOBH, AK€ Y MAIMEHTOB C OJJHOCTOPOHHUM CTEHO30M MOYEUHOM
apTepHH.

IToBbllIeHHAs] YyBCTBUTEJILHOCT/aHTHOHEBPOTHUECKUM OTEK

[Tpu npuéme unrudutopo AIID, B TOM uyMciae U NEPUHAONPUIA, B PEAKUX CIydasX MOXKET
HaAOJII0/IaThCSl Pa3BUTHE AHTMOHEBPOTUYECKOT0 OTEKA JIMIA, BEPXHUX M HUKHUX KOHEUHOCTEH,
ry0, CIM3MCTBIX 000JIOUEK, sI3bIKA, TOJIOCOBBIX CKIAJOK W/WIM ropTaHu (cM. pasgen 4.8).
AHTHMOHEBPOTHYECKUN OTEK MOMKET Pa3BUTHCS cpa3y IOCJIE Hadaja JIEYeHHs] MHTHOUTOpaMu
AII®, ogHaKO TSKENbIM aHTHOHEBPOTUYECKHH OTEK MOXKET TaKXKE Pa3BUTHCS MOCIE JJINTEIBHOIO
nedyeHuss unruouropamu AIID B TeuyeHHe HECKOIBKUX MecsleB Wi Jjer. [lpu mnosBiaeHun
CHUMIITOMOB MpHEM IIpernapara JODKEH ObITh HEMEAJICHHO NpeKpaméH, a MalueHT JOJDKEH
HaOJII0AaThCs JI0 TeX TMOP, T0Ka MPU3HAKK OTEKA HE UCUE3HYT MOIHOCTHI0. Eciin 0TEK 3aTparuBaer
TOJIBKO JIMIIO U T'YOBI, TO €r0 MPOSIBICHUS] OOBIYHO MPOXOAAT CAMOCTOSTENEHO, XOTS IS JICUCHHS
CUMITOMOB MOTYT TPUMEHSTHCS AHTUTMCTAMUHHBIE CpeACcTBAa. MeaUIMHCKUM pabOTHUKaM
HE00X0IMMO KOHTPOJIUPOBATh OTBET Ha JICUEHHUE, YUUTHIBAs, UTO CTAHJAPTHBIE METO/IbI TEPANTUU
TUCTAMHUH-OTIOCPEI0BAHHOTO aHTHMOHEBPOTHYECKOIO OTEKa MOTYT ObITh Hed((EKTHBHBI MpU
OpaIMKMHUH-OMIOCPEIOBAHHOM aHTHOHEBPOTUYECKOM OTEKE.

AHTHOHEBPOTHYECKUN OTEK, COMPOBOXKIAIOIIMICSI OTEKOM TOPTaHH, MOXET MPHUBECTH K
netanbHOMY ucxoay. OTEK s3bIKa, TOJOCOBBIX CKJIQJ0K WJIM TOPTaHU MOXKET MPHUBECTH K
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OOCTPYKIIMH JIBIXaTeNbHBIX MyTei. [Ipy MOSBICHUMM TaKUX CHMITOMOB TpeOyeTCs HEOTIOXKHAs
Tepamnusi, B TOM YHCJE, TOJKOXKHOE BBEeIEHUE »MHUHe(pHUHA (aApeHaTnHa) W/UiaK oOecrieyeHue
HNPOXOJMMOCTH JIbIXaTeNbHBIX IyTed. [lalmMeHT MJoKeH HaXOJWTHCS TOJ  TIIATEIbHBIM
MEIUIIUHCKIM HAOIOCHUEM JI0 MTOJIHOTO U CTOMKOT'O MCUE3HOBEHHUSI CHMIITOMOB.

VY nanueHToB ¢ aHTMOHEBPOTHYECKMM OTEKOM B aHAMHE3€, HE CBS3aHHBIM C IPUEMOM
uHruouTopoB AII®D, MoxeT ObITH MOBBIIMIEH PUCK €r0 Pa3BUTHS MPH MPHEME MpPEnapaToB ATOH
rpymisl (cM. pasnen 4.3).

B penkux ciydasx Ha ¢one Tepanuu mHruouropamu AIID pa3BuBaics aHTHOHEBPOTHUECKUN
OT€K KuleyHuKka. [Ipum 3TOM y manueHToB oTMeuanach OOJib B JKMBOTE KaK W30JIMPOBAHHBIN
CUMIITOM WJIH B COYETAHHUH C TOIITHOTOW M PBOTOM, B HEKOTOPBIX CIIydasx 0€3 Mpe/IIIeCTBYIONIETO
AHTMOHEBPOTUYECKOrO0 OTEKAa JUMUAa M INpu HOpMalbHOM ypoBHe Cl-3crepasbl. Jluarnos
YCTaHABIIMBAJICS C IOMOIIBI0 KOMITBIOTEPHON TOMOTpaduu OPIOITHON MOJIOCTH, YIBTPAa3BYKOBOTO
UCCJEOBAHUS WJIM I[PU XUPYPru4eCKOM BMewarenabcTBe. CHMOTOMBI HCYE3aIM IMOCIE
npekpamieHus npuéma HHruouTopoB AII®. [TosToMy y manueHToB ¢ 0OJIbI0 B 00JIACTH KUBOTA,
nonydaromux HHruouropsl AllD, npu mnpoBegenuun auddepeHunuanbHOR TUATHOCTHKU
HEO0OXOAMMO YUYUTHIBATh BOBMOXKHOCThH PA3BUTHUSI AHTHOHEBPOTHYECKOTO OTEKA KUIIICYHHUKA (CM.
paznen 4.8).

CoBMecTHOE IIPUMCHCHUC C KOM6I/IHI/IDOB21HHI)IMI/I JICKAPCTBCHHBIMU IpernaparamMu,
COEPIKAIIMMH BaJICApTaH + CakyOuTpui

CoBMecTHOE IMPUMCHCHUC NNepuHAOIIpHUIIa C KOM6I/IHI/IpOBaHHI)IMI/I JICKApCTBCHHBIMU
npenaparamu, COJCpKaIllUMH BaJicapTaH + CaKyOHTPHJI, MPOTHBOIOKA3aHO, TaK KaK IOBBIIICH
PHUCK pa3BUTHUSl aHTHOHEBPOTUYECKOIO OTEKA (CM. paszzienm 4.3).

[IpuMeHeHre KOMOMHUPOBAHHOTO JIGKAPCTBEHHOTO IIperapara, COJICpiKallero BajicapTaH +
caKyOHUTpHII, BOBMOXKHO HE paHee, ueM uepe3 36 4acoB Mmociie MOCIeTHEro MpruéMa MepuHI0NprIIa.
[TpuMeHeHHe TIEPUHIONIPHIIA BO3MOXKHO HE paHee, YeM uepe3 36 4acoB mociie npuémMa rmociieHen
710361 KOMOMHHAPOBAaHHOTO JIEKAPCTBEHHOTO Mperapara, CoAepKallero BajicapTal + cakyOuTpuiI
(cm. paznenst 4.3 u 4.5).

OpnHoBpeMeHHOe npuMeHeHre UHTHOuTOopoB AII® 1 MHrHOUTOPOB HEUTPAJILHOM IHIONENTH 1A3bI
NEP (nanpumep, panexkanorpui), uaruouropoB mTOR (Hanmpumep, cuponumyc, 3BepoINMYC,
TEMCUPOJIMMYC) ¥ TJIMNTUHOB (HampuMep, JHUHAIIMITHH, CAKCAaIJIUIITUH, CHUTArJUNTHH,
BUJIIATJIMIITHH) MOKET IIOBBICUTh PUCK Pa3BUTHS aHTHOHEBPOTHYECKOIO OTEKA (HApUMED, OTEK
JIBIXaTENIbHBIX MyTEeW WM A3bIKA, COMPOBOXKAAIOIINNCSA pECTUPATOPHBIMU HAPYIICHUIMHU UK 0e3
HUX) (cM. pazzen 4.5). B 3Toif cBsI31 HEOOXOJMMO TIATENBHO B3BECUTh COOTHOIIEHUE MOIb3bl U
pYcKa Tepel Ha3HaueHHeM parekanoTpuiia, uHruoutopoB mTOR (Hampumep, cupoiaumyc,
IBEPOJIUMYC, TEMCHPOJIUMYC) U TIUNTUHOB (HampuMep, JMHANIMOTHH, CAKCAIJIUITHH,
CUTArJUNTHH, BUIIAIUIITHH) Y TAllUeHTOB, NpuHUMatoumx uaruoutop Alld.

AHapuIakTOMIHbIE peaKIUu IMPH MPOBeACHUHU adepe3a JUNONPOTEHMHOB HU3KOW IUIOTHOCTU
(JITTHIT)

B peaxux ciyyasx y nanueHTOB, MoIydaroumx MHruOuTops! AIID, npu npoBeaeHUH TpOLeTyphl
agepesa JIITHII ¢ ucnonpzoBanuem aekcTpaH Cyiib(dara MOTYT pa3BUBAThCS yTPOXKAIOLINE KUZHU
aHa(UIaKTOUJHbIE peakuuu. [l npemsoTBpalleHus aHapUIAKTOMTHONW pEeaKIHUU CJlexyeT
BPEMEHHO IpeKpaniath Tepanuto naruouropom AIID nepexn kaxaoi nmporemaypoit adepesa.

AHapWIaKTOM/IHbIE PEaKIIUH [IPU POBEICHUH JIECCHCUONITU3AINH

Hmerorcss oTnenbHbIe COOOLIEHMS] O Pa3BUTUM aHA(UIAKTOMIHBIX peakUuid y MalleHTOB,
noiyvaromux HHruoutopsl AII® Bo Bpems JeceHCHOMIM3UPYIOIIEH Tepanuu, HapuMep, SA0M
MEPETOHYATOKPBIIBIX HACEKOMBIX. Y OTHUX MAallMeHTOB NOJOOHBIE peaklMHu YIaBaloCh
OpeJOTBPATUTh MyTEM BpPEeMEHHOM OTMeHbl HMHrHOUTOpoB AlID, HO mnpu ciydaitHOM wWiIn
HEaKKypaTHOM BO300HOBJICHUH JI€UEHUS PEAKIIMH MOTJIH Pa3BUTHCSI BHOBD.

Hapymienue d)VHKHI/II/I OCYCHU




B penkux cmywasx Ha Qone mpuéma umHruOmTopoB AIID HaOmomancs CHHAPOM pa3BUTHUS
XOJIECTATUYECKON JKENTyXH C TEepexoJoM B (yIbMUHAHTHBI HEKPO3 TMEYeHH, WHOTAA C
JIeTabHBIM UCXOJ0M. MeXaHu3M pa3BUTHUS 3TOrO CHHApOMa HesiceH. [Ipu mosBiIeHUH KenTyxu
WIA 3HAYUTEILHOM IOBBIIICHUU AKTHBHOCTH «IEYEHOYHBIX» (epMeHTOB Ha QoHe mnpuéma
uHruouTopoB AII® cnemyer npekpatuTh npuém mnpernapata (cM. pasznen 4.8), ManueHT T0JDKEeH
HAXOAHUTHCS MO/ COOTBETCTBYIOIIMM METUITUHCKUM HAOTIOICHUEM.

HeliTponenus/arpanyiouuto3/TpoMOOUTONCHHSI/aHEMHUST

Ha ¢one mnpuéma wunrubutopoB AIID® MoOryT BO3HUKAaTh HEHTPONEHHS/arpaHyJIOLUTO3,
TPOMOOLIMTONECHUS U aHEeMUsl. Y MALUMEHTOB ¢ HOPMAJIbHOW (yHKLMEH MOYeK U PU OTCYTCTBUU
JPYTUX OTATOMIAIONINX (HPaKTOPOB HEHTpOIeHHs pa3BuBaeTcs peako. C 0cob60it 0CTOPOKHOCTHIO
CIIEAYIOT TNPUMEHATh NEpUHAONPWI Yy MAIMEHTOB C CHUCTEMHBIMM  3a00JIE€BaHUAMU
COCMHUTENIBHOM TKaHU, Ha ¢oHe TnpuéMa HMMMYHOJCIPECCAHTOB, AJUIOMYPHHOJIA WU
IpOKauHaMKJa, UM IIPU COYETAHUU ITHX (PAaKTOPOB PUCKA, OCOOEHHO MPU HAINYUU UCXOAHOTO
HapymeHus QyHKIUH OYeK.

Y HEKOTOPHIX MAIlMEHTOB BO3HUKAIU TSDKENbIC WHOEKIUH, B PSAIE CIydaeB, YCTOWYHMBBIE K
WHTCHCUBHOW  aHTUOMOTHKOTepanuu. [lpu  Ha3HAaYeHWHM  JIEKAPCTBEHHOIO  Ipernapara
[IpecTapuym A TakuM MarueHTaM PEKOMEHIYETCsl IEPUOIUIECCKH KOHTPOJIUPOBATH COJICPKAHNE
JICHKOIIMTOB B KPOBH. [IalieHTHI TOJDKHBI COOOIIATE Bpavyy O JHOOBIX MPU3HAKAX HH(EKITMOHHBIX
3a0oneBanuii (Hampumep, O0JIb B TOpJIE, INXOPATKA).

OTHUYECKUE Pa3Inyusl

Crnenyer yuuThIBaTh, YTO y MALIMEHTOB HEIPOMIHOM pachl pUCK Pa3BUTUS aHTMOHEBPOTUYECKOTO
oréka 6ouee Boicok. Kak u npyrue uarudutopst AII®, nekapcrBennsiii npenapat [Ipectapuym A
MeHee Y3QPEeKTUBEH B OTHOLICHUN CHIKEHHsI AJl y MallueHTOB HEIPOUTHON Pachl.

Jannsiii 3hdexT BO3MOKHO CBSI3aH C BRIPAKEHHBIM IIPE00IaJaHieM HU3KOPSCHHHOBOTO CTaTyca
y MallMEeHTOB HETPOUTHON Pachl C apTepUATbHON TUIIEPTEH3UECH.

Kamenb

Ha ¢one tepanuu unruoutopom AIID MokeT BO3HHMKATH YHOPHBIA CyXOH Kallelb, KOTOPBIH
MpeKpamaercsi TMocie OTMEHBI IMpemnapara. ITO CIEAyeT YYUTBIBaTh TMPHU TMPOBEICHUU
muddepeHIMaTbHON TUAarHOCTUKY KaIIlIs.

XHUpypruyeckoe BMeIIaTeIbCTBO/001Iass aHecTe3Us

VY manueHTOB, KOTOPHIM IUIAHUPYETCS MPOBEJACHHE OOIIMPHBIX OINepalii WM MpPUMEHEHHE
CpGI[CTB JUIA aHECTE3HH, BBI3BIBAOIIINX apTepI/IaJ'II)HYIO THUITOTCH3HUIO, HpI/IMeHCHI/IC HCpI/IHI[OHpI/IHa
MO3KeT OJIOKupoBaTh 00pa3oBaHue aHrHoTeH3uHa II Ha oHEe KOMITEHCATOPHOTO BHICBOOOK IEHUS
penuHa. JleueHue cieayeT MPEeKpaTHTh 3a CYTKH J0 omeparuu. [Ipu pa3BuTuu aprepuaibHOU
TUIMOTEH3HH 10 YKa3aHHOMY MEXaHHu3My cieayeT nojaepxuBath A/l myrém Bocnonaenust OLK.

I'unepkamueMust

['unepkanuemMusi MOXET pa3BUBAThCS BO BpeMs JieueHUs nHruoutopamu AIID, B Tom yucne, u
MEPUHIONPUIIOM. HHTHOUTOPEI AITD MOTYT BBI3BaTh THIICPKATUEMHIO, TaK KaK OHH TTOJIABIISIOT
CEKpEeIHI0 albA0CTepoHa. ITOT 3(PPeKT OOBIYHO HE3HAYUTENEeH y MAIMeHTOB C HOPMAalbHOM
dysakuei moyek. MakTopamMu pUCKa THIICPKATUEMUH SIBJISFOTCS IMOYEYHAsT HEJIOCTATOYHOCTH,
CHWKeHHe (QYHKIIMM TIOYeK, Bo3pacT crapme 70 er, caxapHblii AuabeT, HEKOTOpbIe
COITYTCTBYIOIIIME COCTOSHUS, B YaCTHOCTH JETHPATAIUs, OCTpas cepAcdHas HeJA0CTaTOYHOCTb,
MeTabONMMUYECKUN alua03 U COBMECTHBIA MPUEM KaluiCOeperammux INypeTUKOB (TaKuX Kak
CIIUPOHOJIAKTOH M €ro IPOW3BOJHOE DJIUICPEHOH, TPHAMTEPCH, aMIJIOPH]), MHIICBBIX
n00aBOK/TIpENapaToB Kalus WIA KaTWHCOJEpKalluX 3aMEHHUTENeH NHINEBON COMH, a Takke
MPUMEHEHHE JPYTHUX TPErapaToB, CIIOCOOCTBYIONINX MOBBIMICHUIO COJCPKAHUS KaJIdsS B KPOBU
(Hampumep, TemapuH, KO-TpUMOKca3on ((ukcupoBaHHas KOMOWHAIUs Cyiab(haMeTokca3ona U
TPUMETONIPHMA), ¥ OCOOCHHO AHTArOHHCTOB AJIBJIOCTEPOHA WJIM AHTAarOHHUCTOB PEICITOPOB
anruotensuHa Il (APA 1I).




[Ipumenenne TUIIEBBIX J00aBOK/TIpenapaToB Kalus, KaluAcOeperammmx JUypeTUKOB,
KQIMHUCOAEPKAIIMX 3aMECHHUTENEH MUIIEBOM COJMM MOXET MPHUBECTH K 3HAYUTEIBHOMY
MOBBILIICHUIO COJEPXKaHUS Kalusg B KPOBH, OCOOEHHO y MAallMEHTOB CO CHIKEHHOU (GyHKIUEH
nouek. [ umepkanueMuss MOXKET IMPUBECTH K CEPhE3HBIM, MHOTAA (DaTambHBIM HAPYIICHUSM
cepaeuHoro putma. KanuiicOeperarommuye IUypeTHKM UM aHTarOHHCTBI  PELETITOPOB
anrnorensuHa Il (APA II) ciegyer npuMeHSTh C OCTOPOXKHOCTBIO Y NMAlMEHTOB, IPUHUMAIOIINX
uHruoutopsl AII®; npu 3TOM HEOOXOAMM MOHHTOPHUHI YPOBHSI Kallus B CHIBOPOTKE KPOBH U
byHKuu Touek. Ecam  HEoOXOAWM COBMECTHBIM TpuéM JIEKapCTBEHHOTO —Ipemnapara
[Ipectapuym A ¥ yKa3aHHBIX BBIIIE IIPENapaToB, JIEYEHUE JIOJDKHO IPOBOJMUTHCS C
OCTOPOXKHOCTBIO Ha (DOHE PETYJSIPHOTO KOHTPOJIS COAEPIKAHUS KAl B CHIBOPOTKE KPOBH (CM.
pasnen 4.5).

HaL[I/IeHTBI C CaxXapHbIM I[I/Ia6eTOM

[lpy Ha3HayeHWW TMpemapara MaIMEeHTaM C  CaXapHbIM  JUa0eTOM,  IOJyYaroIIuM
THUIIOTTIMKCMUYCCKHUE CPCACTBA IJIA HpI/IéMa BHYTPb HWJIM MHCYJIMH, B TCUCHUC IICPBOro MccAla
Tepanui HHruouropom AIID HEOOXOAUMO PETYIIIPHO KOHTPOJIUPOBATH KOHIIEHTPAIHIO TITFOKO3bI
B KpoBH (cM. pazzen 4.5).

[IpenapaTsl JIUTUSL
CoBMecTHOE MPUMEHEHHE JIEKapCTBEHHOTO npenapara [Ipecrapuym A U mpenapaToB JIMTUS HE
pexomenayercs (cM. paznen 4.5).

Kanuiicbeperarolye IUYPETUKH, IIpenapaThl Kalus, KaaIuHCcoAep Kallliue 3aMEHUTENIN HAIIEBON
COJIM M IUIIEBLIE JOOABKHU
He pexomenyeTcsi COBMECTHOE MPUMEHEHHE TIEPUHIONIPIIIA B KaTHiicOeperaonux JNypeTUKOB,
a TaKXKe IMpernaparoB Kajius, KaJUUCOIepKallux 3aMEHUTEJICH NHUIIEBOM COJIM M MHUILEBBIX
n006aBok (cm. pazzaen 4.5).

JBoiinas 6nokana PAAC

EcTp nannble, CBUACTENBCTBYIOMINE O TOM, YTO COBMECTHOE MpUMeHeHne MHruoutTopos AllD,
AQHTaroHMCTOB PELENTOPOB aHrMOTeH3WHA Il M anuckupeHa MOBBINIAET PUCK aAPTEPUATIBHOU
TUTIOTEH3UH, THIICPKATUEMUN W CHIDKEHUS (YHKIUU ToYeK (BKIIOYAsh OCTPYHO TOYEHHYIO
HeJocTaToyHOCTh). Takum obpa3om, aBoiiHas 01okaga PAAC myTéM cOBMECTHOTO MPUMEHEHUs
uHruoutopoB AII®, aHTaroHUCToB penenTopoB aHruoreHsuHa Il wnam anMckupeHa He
pexomenioBaHa (cM. pa3aensi 4.5 u 5.1). Ecnu Tepanusi ¢ moMoIbi0 ABOWHOM OJI0Ka bl MpU3HAHA
aOCOJIIOTHO HEOOXOAMMON, €€ cleayeT MPOBOAUTH TOJBKO TMOJ CTPOTMM MEIUIIMHCKUM
KOHTPOJIEM U TIPU PETYISIPHOM KOHTpOJIEe (YHKIIUH MMOYEK, COACPKAHUSI SIEKTPOIUTOB B KPOBH U
apTEPHAIILHOTO JaBJICHUS.

[TpoTuBONOKa3aHoO NpuMeHeHne HHruouTopoB AIIdD B coueTaHUM ¢ aHTarOHUCTaMH PELENTOPOB
anrnoteHsuHa Il y nmanuenroB ¢ auaberudeckoil HedponaTtueld U HE PEKOMEHIYETCsS Y JPYyTrux
nanueHToB (cM. pasaen 4.3).

IlepBUYHEBIN THIIEPATLI0CTEPOHU3M

[TarueHTs! € NEPBUYHBIM THUIEPATBJOCTEPOHU3MOM, KaK IPaBHUJIO, HE BOCIPUHUMYHMBBEL K
AHTUTUIIEPTEH3UBHBIM IIpenapaTaM, JAeHCTBHE KOTOpPhIX OCHOBaHO Ha MHruompoBanuu PAAC.
Takum 00pa3oM, NMPUMEHEHHE NAHHOTO JIEKApCTBEHHOIO Ipernapara y TakuX MAIMeHTOB He
PEKOMEH]TyeTCs.

BcnoMorarenbHbIe BelllecTBa

Cooeporcanue 1aKkmo3vt MOHO2UOpaAma

JlaHHBII TeKapCTBEHHBIN Mpenapat He cleAyeT IPUHUMATH MallueHTaM C PEAKO BCTpEYaroIIencs
HACJI/ICTBEHHON HEMEPEHOCHMOCTBIO TaTaKTO3bl, JIAKTa3HOW HEIOCTATOYHOCTHIO MJIH TIFOKO30-
raJlakTO3HOHN MalibabcopOLue.

Cooeporcanue nampus



JlexapcTBennsii mpenapar [Ipectapuym A comepxut meree 1 Mmmons (23 Mr) HaTpus, TO €CTh, IO
CYTH, «HE COJCPKUT HATPUSI».

€T’
JlexapcTBennsiii mpenapar [Ipectapuym A He pekOMeHIyeTcs AeTsM 10 18 et u3-3a OTCyTCTBUS
TaHHBIX 00 3¢ (EeKTUBHOCTH U OE30MACHOCTH MPUMEHEHUs Ipernapara y MalUeHTOB JaHHOM
BO3PaCTHOM I'PYIIIIBL.

4.5. B3aumoneiicTBue ¢ JPYrHMH JIEKAPCTBEHHbIMH TMpenaparaMu W Jpyrue BHJbI
B3aMMO/1eliCTBUSA

JlaHHBIC KIIMHUYECKUX MCCIICIOBAHUNA TTOKA3bIBAIOT, YTO JABOMHAS OJOKaaa PeHUH-aHTHOTCH3UH-
anpaocteponoBoii cuctemsl (PAAC) B pe3ynbTare 0AHOBPEMEHHOTO IpuéMa HHIruouTopoB AIID,
APA Il wnm anuckupeHa TMPUBOAUT K YBEJIMYEHUIO YAaCTOThl BO3HUKHOBEHMS TaKUX
HEXeJATeNbHbIX SIBICHUM, Kak apTepualibHas TUIMOTEH3Us, TUMEPKATUEMHUS U HapyLICHUS
GyHKIHMH MOYEK (BKJIFOYAsi OCTPYIO MOYCYHYIO HEJOCTATOYHOCTD ), TI0 CPAaBHEHHIO C CUTYaIUsIMHU,
KOI'Jla IPUMEHSETCs TOJIbKO OJIMH Ipemnapart, Bo3aeicTByromuii Ha PAAC (cM. paznenst 4.3, 4.4 u
5.1).

JlekapcTBeHHbBIE ITPENapaThl, HOBBIIAIIINE PUCK AHTHOHEBPOTUYECKOTO OTEKa

OpnnoBpemeHHOe mnpuMeHeHHe UHTUOUTOpoB AlIID ¢ KOMOMHMpPOBAaHHBIMU JIEKAPCTBEHHBIMU
npernapaTamMy, COJEpKallMMH BajcapTaH + CaKyOUTpui, IPOTHUBONOKA3aHO, IOCKOJIBKY 3TO
MOBBIIIAET PUCK PA3BUTHS AHTHOHEBPOTHUECKOTO oTeKa (cM. pa3aen 4.3 u 4.4). lutepBan Mexay
MPUEMOM TIOCJICIHEH J03bl MEPUHAONPHIA M HAYAJIOM JIEUYEHHUS IMPErnapaTroM, COACpIKaIIUM
BajicapTaH + cakyOUTpHII, JOKEH COCTAaBIATh HE MeHee 36 yacoB. MexIy MpueMoM HoceaHen
JI03BI BaJICapTaHa U CaKyOUTpHWIIa M HAYAJIOM JICUCHHSI TICPUHAOIIPHIIOM HEOOXOMMO BBIICPKATh
WHTEpBaJ He MeHee 36 yacoB (cM. pa3aensl 4.3 u 4.4).

OpnHoBpeMeHHOE MpuMeHeHne HHruouTopoB AIID c¢ pamnekamorpuiom, uaruoutopamu mTOR
(HampuMep, CUPOIMMYC, IBEPOJIMMYC, TEMCUPOJIUMYC) U TIIMITUHAMHU (HAIIpUMED, JIMHATIUIITHH,
CaKCarjMITUH, CUTArJUMOTHH, BWIJAIJIMIOTAH) MOXET  MOBBINATh  PUCK  pa3BUTHUSA
AQHTMOHEBPOTUYECKOTO OTeKa (CM. pazzen 4.4).

JlexapCcTBEHHbIE CPEACTBA, BBI3bIBAIOIINE THIEPKATINEMUIO

HecmoTpst Ha TO, 4TO cojliep)KaHHE Kalus B CHIBOPOTKE KPOBHM OOBIYHO OCTA€TCs B Ipenenax
HOPMBI, THUIIEPKAIUEMHUS MOXET BO3HUKHYThH y HEKOTOPBIX MAIMEHTOB, NPUHUMAIOIINX
ITpecrapuym A. HekoTopsle JEKapCTBEHHBIE IIpenaparbl WM Ipenaparbl  JpyTrux
(apMaKoJOTHYECKMX KJIACCOB MOTYT IMOBBIIIATh PUCK PA3BUTHUS THIEPKATMEMUU: ATUCKUPEH U
IMCKUPEHCOoIepKalllue MpenapaThl, CONM Kanus, Kanuiicoeperamomue JUypeTuku (Harmpumep,
CIIUPOHOJIAKTOH, TPUAMTEpPEH WIM aMuiiopui), UHrHOUTOpbl AIID, aHTaroHUCTHI PELENTOPOB
anruorensuHa Il (APA II), nectepouanble npoTuBOBOcHanuTenbHble mpenapatsl (HIIBII),
renapuHbl, IMMYHOJIEIIPECCAHThI, TaKUE KaK IUKJIOCIOPHUH WM TAKPOJIHUMYC, JIEKAPCTBEHHBIE
npenapathl, COJAep)Kaliue TPUMETONPUM, B TOM YHCIe (UKCUPOBAHHYI KOMOHMHALIUIO
cynb(aMeToKkcazojia H TpuUMeTompuma (KO-TPHUMOKCA30J), TOCKOJIbKY HW3BECTHO, YTO
TPUMETOIIPUM JEHCTBYET KaK KaluicOeperaronmi AMypeTHK, TaKoi Kak aMUIOpH/IL.

CoueraHne 3THX JICKAPCTBCHHLIX IMPEIAapaToOB IMOBBIIIACT PUCK THIICPKATIUEMHUN. B cBs3u ¢ aTHM
OIHOBPCMCHHOC ITPUMCHCHUC IIpCIlapaTa HpCCTapI/IyM Ac YKa3aHHbIMU BBILIC MIpCIIapaTaMu HE
PEKOMEHOYCTCA. Ecmm OOAHOBPEMCHHOC IMPUMCHCHHUE IIOKa3aHO, UX CJICAYCT HCIIOJIB30BaThb C
OCTOPOKHOCTBIO U C HaCTBIM KOHTPOJIEM YPOBHS KaJIUA B CBIBOPOTKE KPOBH.

CoBMecCTHOE IIpUMEHEHNE MPOTUBONOKa3aHo (cM. pasaen 4.3)

Anuckupen u 1exapcmeeHHvle npenapamol, CoO0epucaujue arucKupet

[IpoTuBONOKa3aHO y MAIMEHTOB C CaxapHbIM JAMA0ETOM W/WIM YMEPEHHBIM WU TKEIBIM
HapylieHneM (QYHKIIMM TOYeK U He PEeKOMEHAYEeTCS y IPYTHX IMAlMeHTOB: BO3PACTaeT PUCK
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pa3BUTHS TUMNEPKATUEMHUH, YXYIIICHUS (PYHKIMM MOYEK M TOBBIIMIEHUS YacTOThl CEplIeYHO-
COCYIIUCTOM 3a00JIEBa€MOCTH U CMEPTHOCTH.

Coemecmuasn mepanus uneubumopamu AII® u anmazonucmamu peyenmopos aneuomeH3UHa
[TpoTuBONOKa3aHO MpuMeHeHne HHruouTopoB AIID B coueTaHuM ¢ aHTarOHUCTaMU PELENTOPOB
anruorensuHa Il (APA II) y manueHTOB ¢ quabeTndeckoit Hedpomaruent (cM. pasaen 4.3).

DKcmpakopnopansHvle Memoobl JeyeHus

DKCTPaKOPIOpaNbHbIE METOMABI JICYEHHsI, MPHUBOJIAIINE K KOHTAKTy KPOBH C OTPHULATEIHHO
3apsKCHHBIMA ITOBCPXHOCTAMHU, TAKHC KaK JUAIN3 HIIN FCMO(bI/IJIpraL[I/ISI C HCIIOJIb30BaHHUCM
HEKOTOPBIX BBICOKOIPOTOYHBIX MEMOpaH (Hampumep, MOJHAKPHIOHUTPHIOBBIE MEMOpaHbI) H
aepe3 JUIMONPOTEHMHOB HU3KOH IUIOTHOCTH C UCIOJIB30BAaHUEM JIEKCTpaHa cCyiib(ara,
NPOTUBOIIOKA3aHbI H3-32 YBEIMUCHHS PHCKA Pa3BUTHUS TSHKENBIX aHA(DMIAKTOUIHBIX peakiuii (cM.
paznen 4.3). Ecnm Takoe Je4yeHHEe HEOOXOIUMO, CJEIyeT pPacCMOTPETh BO3MOXKHOCTD
UCTIONIB30BAHUS JIPYroro TUNA IHAIM3HOW MeMOpaHbl WM HIPUMEHEHHS JAPYroro Kiacca
AHTUTHIICPTCH3UBHBIX IIPCIIapPaTOB.

CoBMecTHOE MPUMEHEHHE He peKoMeHayeTcs (cM. pa3zaen 4.4).

Anuckupen u 1exapcmeennvie npenapamol, CO0epHcaujue arucKupet

VY nmanueHToB, He UMEIOIIUX CaXapHoro IuadeTa Win HapyuieHus (yHKIIUU TOYEK, MTOBBIIIEH PUCK
Pa3BUTHS TUNECPKAIUEMHUH, YXYIIICHUS (YHKIMH [MOYEK M TIOBBIIICHHS YacCTOTHI CEpACYHO-
COCYAMCTOM 3a00J1€Ba€MOCTH U CMEPTHOCTH.

Coemecmnas mepanus uneubumopamu AIlI® u anmazonucmamu peyenmopos an2uomeH3uHa

B nurepatype cooOmianoch, 4TOo y MAalMEHTOB C YCTAHOBJIEHHBIM aTE€POCKIEPOTUYECKUM
3a00JIeBaHUEM, CEPIEYHOW HEJOCTaTOUYHOCTHIO WM CaxapHbIM JAHA0ETOM C MOpakKeHHEM
OpraHOB-MHUIIICHEH, oHOBpeMeHHass Tepanus uHruoutopom AIID u APA Il cBs3ana ¢ Goiee
BBICOKOW YaCTOTOW pa3BUTHSl apTEPHAIbHON THIIOTEH3MH, OOMOpPOKa, THIEPKAUINEMHH U
yXyAueHus: QyHKIUU MOYeK (BKJII0Yas OCTPYIO MOYEUHYIO HEJAOCTATOYHOCTH) MO CPABHEHUIO C
IIPUMEHEHHUEM TOJIbKO OJIHOTO mpenapara, Biustomiero Ha PAAC. JIBoiiHas 6i1okana (Hanpumep,
npu coderanuu uaruouropa AII® ¢ APA II) nomxkHa ObITH OrpaHUYEHA OTACIBHBIMU CITyYasiMu
C THIATEIHHBIM MOHUTOPUHTOM (DYHKITMH MTOYEK, copepkaHus kamus u A/l

dcmpamycmun
CoBMecTHOE MTPUMEHEHHE MOKET IMPUBECTH K MOBBILIEHUIO PUCKa MOOOYHBIX 3(PPEKTOB, TAKUX
KaK aHTMOHEBPOTHUYECKUI OTEK.

Kanuiicbepecarowue ouypemuxu (maxue kax mpuammepeH, amuiopuo), Coau Kaausl
['nnepkanuemus (C BO3MOXXHBIM JIETaJIbHBIM HMCXOJIOM), OCOOCHHO INpH HapyLIEHUH (YHKLIUU
nouek (aaauTuBHbIe 3 ()EKTHI, CBI3aHHBIE C TUIIEPKATUEMUEH).

Coueranue TMEPUHIONpPUIA C BBILICYNOMSHYTHIMU JICKAPCTBEHHBIMH IpenapaTaMu He
pexomenayercst (cMm. paszznen 4.4). Ecnu coBMecTHOE MPUMEHEHHME IOKa3aHO, UX CIEIyeT
OPUMEHSATbH, COOJII0JIasi MEPHI MMPETOCTOPOKHOCTU U PETYIIIPHO KOHTPOJIUPYS COAEPIKaHUE KalTUs
B CBIBOPOTKE KPOBH.

Oco0eHHOCTH MPUMEHEHHS CITMPOHOJIAKTOHA TP CEPJICYHON HEJOCTATOUHOCTH OMHCAHBI Jaliee
O TEKCTY.

IIpenapamul tumus

[Ipu coBMecTHOM MPUMEHEHHH TpenapaToB JUTUS U MHTHOMTOpoB AIID MoOXeT oTMeyaThCs
o0patuMoe yBEIMUYEHHE KOHIEHTPALMU JIUTHS B CHIBOPOTKE KPOBU M CBSA3aHHBIE C 3TUM
Tokcuyeckne 3¢ dextsl. CoBMECTHOE NpPHUMEHEHUE TMEePUHAONpPUIIa U TMPEenaparoB JUTHS HE
pexoMenayercs. [Ipy HEoOXOAMMOCTH NMPUMEHEHUS TaKOil KOMOWHAIMM CleAyeT HPOBOIUTH
PEryJISpHBIA KOHTPOJIb KOHLIEHTPALUU JIUTHS B IJIa3Me KPOBH (cM. pazaen 4.4).

CoBMecTHOE TPUMEHEHHE, KOTOPOe TPeOyeT 0cO00H OCTOPOKHOCTH
Tunoanuxemuueckue cpedcmea (UHCYIUH, 2UNO2IUKeMUYecKue cpedcmaa 0Jisi NPUEMa 6Hympb)
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[To pesynpTaTaM 3MUIEMHOIOTHYECKUX MCCIICIOBAHUN IPUMEHEHHE HHTHONTOPOB AIID Moxer
YCUJIMBATh TUMOTTIMKEMUUYECKUH A3PPEeKT MHCYIMHA U TUIOTJIMKEMUYECKUX CPEACTB Ui MpuéMa
BHYTPb BIUIOThH J10 pa3BUTHUs runorinukemMun. Kak mpasuiio, 3To HaOI0qaeTCs B IEPBbIE HEAETH
NPOBEICHUS OJHOBPEMEHHOHN TEepanuu 1 y MalMeHTOB ¢ HapylIeHHeM (yHKIIMH TOYeK.

baknoghen
YcunuBaer aHTHUrunepreH3uBHbIN  dpdexkr uHrHOMTOpoB AIID. Cremyer TIIATENbHO
KOHTPOJMPOBaTh ypoBeHb A/l u, B cilyyae HEOOXOAMMOCTH, IO3UPOBKY TI'MIIOTEH3MBHBIX
[IpenapaToB.

Kanutinecoepeearowue ouypemuxu

Y nanueHToB, NOTyJYaronuX JUYPETHKH, OCOOCHHO BBIBOSIINE )KUIKOCTh W/WIIA COJIU, B HAYAJIC
tepanuu uHruouTopom AIID mMokeT HaOMOAATHCS Ype3MepHOoe cHUKeHne AJl, puck pa3BUTHA
KOTOPOr'0 MOXXHO YMEHBIIUTDH ITyTEM OTMEHBI IMYPETUUECKOTO CPEJICTBA, BOCIIOJIHEHUEM TOTEPH
KUAKOCTU WJIM COJeM mepe] HayalloM Tepanuud NEepUHIONPHIOM, a TakKKe Ha3zHAueHHEM
MEePUHIONPHUIIA B HU3KOM J103€ C JAIIbHEHIIINM MMOCTEIIEHHBIM €€ YBEIIMUCHUEM.

Ilpu apmepuanvrou cunepmern3uu y NallieHTOB, MOTYYAIOIIUX JTUYPETHKH, 0COOCHHO BBHIBOIAIINE
KUJKOCTh W/WIHM COJIM, NTUYPETUKU JOJDKHBI OBITh JTMOO OTMEHEHBI JI0 Hayalla TMPUMCHEHUS
unruoutopa AII® (mpu >ToM KanuiiHecOeperammuil TUypeTHK MOXKET ObITh MO3JHEE BHOBB
Ha3zHayeH), 6o wHrHOuTOop AIID nomkeH OBITh Ha3HAYECH B HU3KOW JI03€¢ C JMAITbHCHIIUM
MOCTENIEHHBIM €€ YBETMYCHHEM.

Tlpu npumenenuu ouypemuxos 6 ciyuae XpOHUUeCKou cepoeyHol HeOOCMAamoyHOCmU WHTHOUTOP
AIl® nomxeH ObITh Ha3HAYCH B OYCHb HU3KOHM J103€, BO3MOXKHO IIOCIE YMEHBIICHHUS JIO3bI
NPUMEHSIEMOT0 OJHOBPEMEHHO KaIHiiHeCOepEeraromiero InypeTnKa.

Bo Bcex cimywasx QyHKUus nouyek (KOHLEHTPALUs KpeaTHHUHA) JIOJKHAa KOHTPOJIIMPOBATHCS B
1epBbIE HEEIN IPUMEHEHUsI UHTuOUTOpoB AIID.

Kanuiicoepecarowyue ouypemuxu (snnepenot, CHUpOHOIAKMOH)

[TprMeHeHue dIIepeHOHa WK CIIMPOHOJIAKTOHA B J103aX OT 12,5 mr 10 50 Mr B CyTKM M HU3KHX
no3 uaruoutopo AII®: mpu tepanuu cepaeuHoit Hegocratounoctu Il - IV ¢yHkmonansHOrO
kiacca no kinaccudukanuu NYHA ¢ ¢pakuueii Beiopoca neBoro xenygouka < 40 % u panee
npuMeHsiBIiuMuca uHruOutopamu AllD u «merneBbIMU» AUYPETUKAMH, CYIIECTBYET PHCK
rUnepKagueMuu (C BO3MOXKHBIM JIETAIBHBIM HCXOJOM), OCOOEHHO B Cily4yae HECOOJIIO/IeHUs
pEeKOMEeHIaluil OTHOCUTEIBHO 3TOM KOMOMHAIMM MTPENapaToB.

[Tepen mpuMeHeHHEM JaHHOM KOMOWHAIMY JIEKapCTBEHHBIX ITPenapaToB, HEOOX0AUMO yOEeTUThCS
B OTCYTCTBUH THIEPKAIUEMHUH U HApyIIeHUH (QYHKIIUU TOYEK.

PGKOMGHI[yeTCﬂ PEryJISIPHO KOHTPOJHUPOBATH KOHUCHTPAUHWIO KPC€AaTHMHHHA W KaJlud B KPOBHU:
CXCHCIACIBHO B HepBHﬁ MECHL JICHCHHUA U CIKCMECAYIHO B ITOCIICAYOIICM.

HIIBII, éxntouas evicokue 003bl ayemuicaluyuirosoli Kuciomol (= 3 o/cym)

CoBmectHoe nmpumeHeHre nHruouTopoB AIld ¢ HIIBII (anernicanuiuioBas KUCIOTa B J03€,
OKa3bIBAIOLIEH POTUBOBOCTIATIUTENBHOE JEHCTBHE, MHTUOUTOPBI IMKJIoOKcureHasbl-2 (LIOT-2) n
HecenekTuBHble HIIBII), MoXeT npuBecTH K CHMKEHUIO AHTUTMIIEPTEH3UBHOTO JEHCTBUS
uHruoutopos AII®. CosmectHoe nmpumenenne nuuruouropos AII® u HIIBII moxer npuBoauTh
K YXYIIIEHUIO (YHKIUHM TMOYEK, BKJIIOYas pPa3BUTHE OCTPOI IMOYEUHOH HEIOCTaTOYHOCTH, U
YBEJIMUEHUIO COJIEP)KaHUS KaJlis B CBIBOPOTKE KPOBHU, OCOOEHHO Yy MallMEHTOB CO CHUKEHHOH 10
Hauasa jedeHus QpyHkiuen nouyek. Ciuenyer coOmoaTh OCTOPOKHOCTh IPU HA3HAYSHUN JaHHOU
KOMOHMHAIUU, OCOOCHHO Yy MAalMEHTOB IMOXKHWIOro Bo3pacTa. [lalnMeHThl JOJKHBI MOJTydYaTh
a/IeKBaTHOE KOJIMYECTBO >KMIKOCTH, U PEKOMEHIYETCs TIIATEeIIbHO KOHTPOJIMPOBATH (PYHKIHUIO
IIOYEK, KaK B Ha4aJle, TaK U B MPOLIECCE JICUEHUSI.

Pexombunanmuuvle mrxanegvle akmusamopul niasmunozena (rtPA, anmeniasa)
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[TaniuenTsl, momy4vaBmre HHrHOUTOPHI AIID 1 monmydaromue anrerniasy s TPOMOOIUTHIECKOM
TCparu npu OCTPOM HIIECMHUYCCKOM HHCYJIBTC, MOT'YT HMCTH MOBBIIICHHBIN PUCK PA3BUTUA
AQHTMOHEBPOTUYECKOTO OTEKa.

CoBMeCTHOE IPUMEHEHHE, KOTOPOE TpeOyeT onpeaeaEHHON OCTOPOKHOCTH

T'unomen3usnvie npenapamol u 6a300UNAMAMOPYbL

AHTHTUNIEpTeH3UBHBIN 3(dekT mnepuHgonprUIa MOXKET YCHIMBATHCS TNPU OJHOBPEMEHHOM
IMPUMEHEHUU C JPYTMMH THUIIOTEH3UBHBIMH, COCYOPACLIUPSIOIUMU CPEACTBAMHU, BKIIKOYas
HUTPAThl KOPOTKOT'O ¥ IIPOJIOHTUPOBAHHOTO ACUCTBUS.

Tpuyuxnuueckue aHmuoenpeccanmsl, aHMUNCUXOMUYECKUE CPeOCmed (Heupoienmuku) u
cpedcmaa 07151 00well anecmesuu

CoBmecTtHOEe TmpuMeHeHHe ¢ uHruOuropamu AllD MoXeT NPUBOIUTH K  YCHICHUIO
AHTUTUNIEPTEH3UBHOTO JIeHcTBUS (CM. pa3aen 4.4).

Cumnamomumemuxu
MoryT 0cnabnaTh aHTUTHIIEPTEH3UBHBIN AP PeKT UHrHOuTOpoB AlID.

IIpenapamul 3010ma

[Tpu npumenenun uarnOuTOopoB AIId, B TOM ynCiie nepuHAONPUIIA, HAIIUEHTaMH, [T0JIy4alOIUMU
BHYTPMBEHHO Ipernapar 30J10Ta (HaTpusl aypoTHOMalaT), B PEAKUX CiIydasx cOOO0ILanoch O
Pa3BUTUHU HUTPUTOUTHBIX PEAKIUN — CUMITOMOKOMIUIEKCE, BKJIIOYAIOIIEM B Cc€0sl TMIIEPEMUIO
KOXM JIMLa, TOILIHOTY, PBOTY, apTEPHAIIbHYIO THIIOTEH3UIO.

4.6. DepTHIBLHOCTH, OEPEMEHHOCTD M JAKTALHSA

bepemeHHOCTD
JlexapctBenHnsblii npenapart [Ipectapuym A IpoTHUBONOKa3aH BO BpeMsi OEpEMEHHOCTH (CM. pa3feln

43).

B HacTosAmMil MOMEHT HET HEOIIPOBEPKUMBIX MHJIEMUOJIOTHYECKUX JAHHBIX O T€PATOr€HHOM
pucke npu npuéme uHruoutopos AIlD B mepBom Tpumectpe GepeMeHHOCTH. OJIHAKO HENb3s
UCKJIIOYUTHh HEOOJIbIIIOE YBEIMUEHUE PHCKAa BO3ZHUKHOBEHUS HapyLIeHUH pa3BuTus 1uioaa. [lpu
IUIAaHUPOBaHUM OEpeMEeHHOCTH, eciau Tepanus uHruouropom AIID cuuraercs HEOOXOAUMOM,
clelyeT MepelTH Ha IPUMEHEHNE IPYTUX aHTUTUIEPTEH3UBHBIX MIPENAPATOB C YCTAHOBJIEHHBIM
npoduiieM 6e30MacHOCTH AJIsl IPUMEHEHHs B neproja 6epemenHocTH. [lpu tuarHoctupoBaHHOM
OepeMeHHOCTH, CIIeyeT HEMEIJIEHHO MpEeKpaTUTh NMpUEM Mpenapara u, IpU HEOOXOIUMOCTH,
HA3HAYUTh AJIbTEPHATUBHYIO TEPAIUIO.

N3BecTHO, uTO BO3AeiicTBHEe HHTHONTOpOoB AII® Ha miox Bo II u Il TpumecTpax 6epemenHoCTH
MO>KET IPUBOJUTH K HAPYIICHUIO €T0 Pa3BUTHUSA (CHIKEHUE (DYHKIIUU TOYEK, OJTUTOTHIPAMHHOH,
3aMeJJIeHHe OCCHU(HUKAllMM KOCTeM ueperna) M pa3BUTHIO OCIOXKHEHHH y HOBOPOXAEHHOTO
(moveyHasi HEIOCTATOYHOCTh, ApTEepPHUATbHAS TUIIOTEH3US, TUTIEPKATUEMHUS).

Ecnu nmanumentka nomyvana uaruoutopsl AII® Bo Bpems II win III Tpumectpa 6epemenHocTH,
pPEKOMEH 1yeTCsl IPOBECTH YIIbTPAa3BYKOBOE 00CII€IOBaHHE JJIsl OLIEHKH COCTOSIHUS KOCTEH yepena
U QYHKIMH TTOYEK.

HoBopoxa€uusie, Matepu KOTOpbIX Tonyudanu UHTuOuTopel AII® Bo Bpems OGepeMeHHOCTH,
JIOJKHBI HAXOJIUTHCS 10T HAOJIOICHUEM U3-32 PHCKa Pa3BUTHUS apTepUaTbHON THITOTCH3UH (CM.
pasnenst 4.3 u 4.4).

JlakTarms

BceneactBue otrcyTcTBUST MHPOpPMAIME OTHOCHUTEIBHO MPUMEHEHHUS MEPUHIONPUIA B TEPUOJ
TPYJIHOTO BCKapMJIMBAHMsI, €0 IPUEM HE peKOMeH 1yeTcsl. [IpemouTuTeIbHO MPUMEHSTh IPYTHE
npemnaparsl ¢ 60j1ee U3y4eHHBIM MpoduiieM 0€30MacHOCTH B MEPUOJ TPYAHOTO BCKapMITUBaHUS,
0COOEHHO TIPU BCKapMIIMBAHUN HOBOPOXKIEHHBIX WIIH HEJOHOIIEHHBIX JETEH.
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DepTUILHOCTE
He ycTanoBneHo BIUsHHA HA PENPOTYKTHBHYIO (DYHKINIO WK (PEPTHILHOCTb.

4.7. BiusinMe Ha CMOCOOHOCTH YNPABJSATH TPAHCIHOPTHBIMU CPeACTBAMH M PadoTaTh C
MeXaHU3MaMu

JlexapctBennblii mpenapat Ilpectapuym A cielyeT ¢ 0OCTOPOKHOCTHIO MPUMEHSITH MAllUCHTaM,
YOPaBISIOMMM TPAHCHOPTHBIMU CPEJACTBAMHU U 3aHUMAIOLIMMCA BHJIAMHU JESATEIBHOCTH,
TpeOyIONIMMH TIOBBIIIEHHON KOHIEHTPAllMd BHUMaHUs U OBICTPONM peakluu, B CBSI3U C
OMaCHOCTHIO Pa3BUTHSI ApTEPUATBLHOM TUTIOTEH3UU U TOJIOBOKPYKEHHUS.

4.8. HexenaTejibHbIEe peakum

Pesrome npoduiist 6e3onacHocT
[Tpoduiie 6e30MaCHOCTH MEPUHIONPHIA COOTBETCTBYET MPOPHII0 O€30MaCHOCTH HHIHOUTOPOB
AllD.

HauOonee yacTble HexenaTelbHbIE pEaKLMM MpPU HpUeMe MEePUHIONpPHUIIA, OTMEUYCHHbIE IPU
NPOBEICHUN KIMHUYECKHX HCCIIEJOBAHUI: TOJOBOKPY)KECHUE, TOJOBHAas 00Jb, TapecTesus,
BEPTUT0, HAPYIIEHUS 3pEHUs, 3BOH B yIlIaX, apTepHalibHasi TUIIOTEH3Hs], Kalllelb, OJbIIIKa, 00JIb B
JKUBOTE, 3aI10p, AUapesi, TUCTeB3Us (pacCTpOCTBO BKyca), AUCIIENICHS, TOUIHOTA, pPBOTA, KOMKHBIN
3y/1, KO’KHAs ChIllb, CIIa3Mbl MBIIIILI, ACTCHHS.

TabnuyHOe pe3roMe HeXKeNNaTeIbHBIX PEaKIIi

[lepeunciieHHbIC HUKE HEXKEJAaTeIbHBIC PEAKIMH, OTMEYCHHBIC MTPH MPOBEACHUN KIMHUYCCKHX
WCCJICIOBAHUIA ¥/WIIA MMOCTPETUCTPAIMOHHOM MPUMECHCHHUH TEPUHIONPHIIA, TIPUBEICHBI B BHJIE
cienyromiel rpaganuu: oueHs yacto (>1/10); wacro (=1/100, no <1/10); neuacto (=1/1 000, HO
<1/100); penxo (>1/10 000, o <1/1 000); ouens penko (<1/10 000); wacroTa Hem3BecTHa (HA
OCHOBAHHMHU UMCIOIIUXCS JJAHHBIX OICHUTh HEBO3MOJXKHO).

Tabmuua 2. TabnuuyHOE pe3roMe HeXeNaTeIbHbIX PeaKIni

ITepeuens cucreMHoO- He:xenaTenbHble peakuiuu Yacrora
opransbix kiaccoB (COK)
Hapymenuns co ctopoHbl Do3uHopuINs Heuwacto*
KpPOBH M JTUM(paTHIECKON ArpaHyJI01UTO3 WIH
P ¢ paryJIon OueHb penko
CUCTEMBbI NAHIUTOINECHUS
CHuxeHue remorioOuHa u
Ouensb penko
reMaToKpuTa
JleiikoneHus/HEUTpOIeHUsI OueHnb penko

['emonuTHueckas aHeMus y
MALIUEHTOB C BPOXKIAEHHOU
HEJ0CTaTOYHOCTBIO III0K030-
6-docaTaeruiporeHaspl
TpomOonuToneHus OueHsb penko
OHJOKPHUHHBIE HAPYILLIEHUS Cungpom HEaJeKBaTHOU
CeKperuu
AHTUANYPETUYECKOTO
ropmona (CHCAJI)
Hapymenust merabonuszma u | I'unornukemust (M. paszensl
MU TaHUS 44 u4.5)

['unepkanuemusi, obOpaTuMas
nocje oTMeHsblI penapata (cMm. | Hewacto™
paznen 4.4)
['unoHarpueMus Heuacto*
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Ouensb penko

Penxo

Heuacro*




[Icuxuyeckue HapylIEHUs

Henpeccus

Heuacro*

JIaGMmIbHOCTD HACTPOCHUS Heuacto
Hapywmenue cHa Heuacto
Hapymenust co ctoponsl ["0J10BOKpYKEHUE Yacto
HEPBHOM CUCTEMBI ["onoBHas 6011b Yacto
ITapecres3us Yacto
Bepturo Yacto
CoHnmBOCTh Heuacto*
OOMOpOK Heuacrto*

CnyTaHHOCTbH CO3HAHUS

Ouensb penko

Hapymienust co cTopoHsl
Oprasa 3peHust

Hapymenue 3penus

Yacrto

Hapymenust co ctopoHnsl 3BOH B ylIax Yacto
Oprasa ciyxa u JabupuHTa

Hapymienust co cTopoHsl Omyuienue cepaueOueHust Heuacto*
cepaua Taxukapaus Heuacto*

Crenokapaus (cM. pazaen 4.4)

Ouensb penko

Aputrmus

OueHb pesIKo

Wnpapkr MHUOKapza,
BO3MOXHO, BCJIE/ICTBHE
n30bITOYHOTO CHIDKEHUS Al y
HaIMEeHTOB u3 IpYIIIIBI

BBICOKOI'O pHCKa (CM. pasnen
4.4

Ouens penko

Hapymenust co ctopoHnsl
COCYJIOB

AprepuanbHasi ~ TMIIOTEH3US
(u30bITOUHOE CHIDKeHHE AJl)

U CBA3aHHBIE C  3TUM Hacro
CUMITOMBI

Backyaut Heuacto*
[TpunuBbI Penko*
WHucynsr, BO3MOXHO,
BCJIEJICTBHE Ype3MEpPHOTo

cHIKeHUs A/l y manueHToB u3
IPyHIBl BBICOKOTO pUCKa (CM.
pazznen 4.4).

Ouensb penko

Cunapom Peiino

HeyToyHeHHO 4acTOThI

Hapymenust co cTopoHsl
JBIXaTEeIbHOM CHCTEMBI,
OPraHOB I'PY/HOM KIETKH U
CpeAOCTEeHUs

Kamenp Yacto
OpImka Yacto
bponxocnasm Heuacro

Do3uHO(MIbHAS THEBMOHUS

OueHsp penko

Punut

OueHsb penko

Hapymienust co cTopoHsl

bomab B xxuBOTE

Yacto

KEITYTOYHO-KHUILIEYHOT O 3anop Yacto
TpakTa Hunapes Yacto
MCTeB3Us acCTpPOICTBO
ilxyca) (pacetp Yacro
Hucnencus Yacro
TomHoTa Yacto
PBota Yacro
CyxocTb BO pTY Heuacto
[TankpeaTtur OueHnb penko
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Hapy1enust co ctopoHbl
MIEYCHH U )KEITIEBBIBOASIINX
nyTen

I'ematut  (xo0JleCTaTUYECKU
WM TUTOJMTHYECKHI) (CM.
paznen 4.4).

OueHb penko

Hapymenust co ctopoHnsl
KOYKH U ITOJKOKHBIX TKaHEH

KoxHbplii 3y Yacto
Kosnas cpinb Yacro
KpamuBauna (cm. pasnen 4.4) | Hewacto
AHTMOHEBPOTHUYECKUN  OTEK

U, KOHEYHOCTeW, ryo,

CIM3UCTBIX 000JI0YeK, si3bIKa, | HedacTo
rOJOCOBBIX CKJIAZIOK  W/HMIU

ropranu (cM. pazzaen 4.4)

Peakiuu Heuacro*
(hOTOYYBCTBUTEIHHOCTH

[Temdurons Heuacto*
[ToBbimenHoe norootaenenue | Heuacro
O06ocTtpeHue ncoprasza Penko*

MmuorodopmHas s3puTemMa

OueHb pesIKo

Hapymenust co ctopoHnsl

MeuleYyHbIe Clia3Mbl

Yacrto

OCJIOKHCHHUS ITpouecayp

MBIIIEYHOM, KOCTHON 1 ApTtpanrus Heuacto*
COEAMHUTEIIbHON TKaHU Muairus Heuacro*
Hapyenust co ctopoHbl IToyeuHass HEIOCTATOYHOCTh Heuacto
MOYEK U MOYEBBIBOJALIUX Ocrtpas noueuHas | Pexgko
nyTen HEJI0CTaTOYHOCTh
AHRypust/onurypus Penko*
Hapymienust co cTopoHsl OpekTuibHas 1ucHyHKIUsA Heuwacro
pEnpOyKTUBHOU CUCTEMBI U
MOJIOYHBIX XKEJIE3
OO6mue HapylIeHus U ActeHus Yacto
peakiuy B MECTE BBEICHUS bonb B rpyiHON KIIETKE Heuacto*
Henomoranue Heuacrto*
[Tepugepuyeckue oTeku Heuacto*
Jluxopanka Heuacro*
JIaGopaTtopHbie 1 [ToBpimenne koHIeHTpanuu | Heuacto™*
WHCTPYMEHTAJIbHBIC JJAHHBIE | MOYEBHUHBI B KPOBHU
[ToBpimenne koHIeHTpanuu | Heuacto™*
KpEaTHHHMHA B KPOBHU
IToBbiieHne  KOHLEHTpauuu | Peako
OmMpyOrHa B KPOBU
IToBbIlIeHHE akTuBHOCTH | Penko
«TEYEHOYHBIX» (DEpPMEHTOB
TpaBMbl, HTHTOKCUKALUU U [Tanenue Heuwacro*

* OueHKa yacmombsl HeoacenanienbHblxX peaxuuﬁ, BbISIB/IEHHbIX NO CHOHNAHHbIM COO6L{4€HM}M/I, npoge()eHa Ha

OCHO6AaHUU 0aHHblxpe3lebmam06 KAUHUYECKUX UCCAeO0B8AHUIL.

HexenatenbHbIe ABICHUS, OTMEUSHHBIC B KIMHUYECKUX MCCIEAOBAHUIX

B uccnenoBanun EUROPA mpoBoaunace perucrpanusi TOJIbKO CEPbE3HBIX HEXKETaTeNbHbIX
spneHni. CepbE3Hble HeXenaTeabHbIe ABIeHHs Obutn oTMeueHbl y 16 (0,3 %) u3 6122 naueHTos
B rpynne nepungonpuwia u y 12 (0,2 %) u3z 6107 maumentoB B rpynne muiane6o. B rpymnme
HNEepUHAONpUIA y 6 MAMEeHTOB ObUIO OTMEUEHO BhIpakeHHOE CHUkeHue AJl, y 3 manueHToB —
AHTMOHEBPOTHUYECKUI OTEK, y | mamueHTa — BHE3alHas OCTaHOBKa cepiaua. Yactora OTMEHbI
Ipenapara U3-3a Kalulsd, BBIpaXKEHHOTO CHWKEHUs AJl Wiu Apyrux ciydaeB HENEPEHOCHUMOCTH
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OblLy1a BbIIIE B TPYTIe EPUHIONPUIIA 10 CPAaBHEHUIO ¢ rpyInoi mianedo, 6,0% (n = 366) npotus
2,1% (n =129) cOOTBETCTBEHHO.

Coo0111eH1e 0 110/103PEBAEMBIX HEXEIATEIbHbIX PEAKIHAX

BaxHo coo0maTb O I0A03PEBAaEMBIX HEKEJIATEIbHBIX pPEAKLUSIX II0CIE€ PErucTpanuu
JIEKapCTBEHHOTO Ipernapara ¢ Lellbl0 00ecleyeHns HePepbIBHOIO MOHUTOPUHIA COOTHOLLICHUS
«T10JIb3a — PUCKY JIEKAPCTBEHHOTO TpenapaTa. MeAUIMHCKUM U (hapMaleBTHIeCKUM pabOTHUKAaM
pEKOMEHIyeTcs COO0IIATh O JIF0OBIX M10/I03PEBAEMbIX HEKEJIATENIbHBIX PEAKLIUAX JIEKAPCTBEHHOTO
npernapara yepe3 HallMOHAJIbHBIE CHCTEMBI COOOIIECHHS O HEXeIaTeIbHBIX PEaKIHsIX rOCyJapCTB
— wieHoB EBpa3uiickoro 3kOHOMHUYECKOI0 CO03a.

Poccniickas @enepanvs

®denepaiibHas ciryxk0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHaazop)
Anpec:109074, r. Mocksa, CinaBsiHcKasi Tuiomanib, 1. 4, ctp. 1

Ten: +7 (800) 550 99 03

Oi. noura: pharm@roszdravnadzor.gov.ru wim npr(@roszdravnadzor.gov.ru
http://roszdravnadzor.gov.ru

PecniyOnuka Apmenus

I'HKO «LleHTp 3KCrIepTU3bI JIEKAPCTB U MEAUIIMHCKUX TEXHOJIOTUM»

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5

Temn.: (+374 60) 83 00 73, (+374 10) 23 08 96, (+374 10) 23 16 82

["opstuast iuHMS OTAEIa MOHUTOPHUHTA Oe3omacHocTH JiekapeTs: (+374 10) 20 05 05, (+374 96) 22
05 05

91. noura: info@ampra.am, vigilance@pharm.am

http://pharm.am

Pecnyonmka benapychb

VII «LleHTp 3KCnepTU3 U UCIIBITAHUMI B 3PaBOOXPAHCHUN
Anpec: 220037, r. Munck, ToBapurieckuii nep., 2a

Ten.: +375 (17) 242 00 29

®axc: +375 (17) 242 00 29

On. noura: repl@rceth.by

http://www.rceth.by

Pecny6nuka Kazaxcran

PI'TI Ha IIXB «HauuoHanbHBIA LEHTP 3KCIEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEIUIMHCKHUX
uznenuity Komwurera MeauumHcKoro u  ¢apMaleBTHUYECKOro KOHTpoist MuHHcTepcTBa
3apaBooxpanenust Pecnybnuku Kazaxcran

Anpec: 010000, r. Acrana, paiton balikonslp, yi. A. Imanosa, 13 (BLl «Hypcayner 2»)

Ten.: +7 (7172) 235 135

On. nouta: farm@dari.kz

http://www.ndda.kz

4.9. Ilepeno3upoBka

I[aHHBIC 0 MCPCAO3UPOBKE MpCIiapara y 4€JI0BCKa OrpaHUYCHLI.

CuMIOTOMBI

CuMIOTOMBI, CBSI3aHHBIE C IEPEA03UPOBKOI nHrHOMTOpaMu AII®D, MOryT BKIIOUaTh: BRIpa)KEHHOE
cHkeHne AJl, HUpKyJISATOPHBIM IIOK, HAPYLIEHHs] BOAHO-JIEKTPOJIUTHOTO OanaHca, OYEUHYIO
HE/I0CTaTOYHOCTh, TUIMEPBEHTUIISINIO, TAXUKAP/IUIO, OLIyIIEHUE ceplauedrueHus, Opaaukapamio,
rOJIOBOKPY>KEeHHE, OECITOKOMCTBO U Kallleb.

Jleuenue
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PexomMeHyeMBbIM METONOM JIEUeHHs NMpPHU MEepeO3UPOBKE SBISETCS BHYTPUBEHHOE BBEICHUE
0,9 % pactBopa HaTtpus xnopuza. [Ipu BeipaxkeHHOM cHUkeHUH A/l ciienyeT nepeBecTy MalnueHTa
B I10JIO’KEHHE «IEXkKa» Ha CIMHE C MPUIIOAHATHIMU HoraMu. [Ipu HEOOXOJMMOCTH MOXKHO BBECTH
BHYTPHBEHHO aHrumoteH3uH Il m/mmm pactBop karexomamMuHOB. C IOMOIIBIO AHMAIH3a MOYKHO
yAQIUTh IEPUHJIONPHI U3 CUCTEMHOTO KPOBOTOKA (CM. paszen 4.4). Ipu pa3BuTun ycTONYMBOH K
Tepanuu OpaguKapIui MOXKET MOTPeOOBAThCA yCTAaHOBKA AIEKTPOKAPAUOCTUMYIISATOPA.

HCO6XOI[I/IMO INOCTOAHHO KOHTPOJUPOBATh IIOKA3aTCJIM OCHOBHBIX JMXHW3HCHHBIX (I)YHKLII/Iﬁ
OpraHru3Ma, KOHOCHTPALUIO KPpEaTUHWHA U JJICKTPOJIUTOB B ChIBOPOTKE KPOBH.

5. DPAPMAKOJOT'MYECKHE CBOMCTBA
5.1. ®apmakoguHAMHUYeCKHUEe CBOHCTBA

dapmakoTepaneBTHYecKasi TPyIIa: CPEACTBA, JACHCTBYIONIME Ha PEHHH-aHTHOTCH3WHOBYIO
CHCTEMY; HHTUOUTOPBI aHTMOTEH3WHIpeBpamiaromero gepmenta (AI1D).

Koxg ATX: CO9AA04.

Mexanusm geiicTBus
[Tepungonpun — MHTUOUTOP hepMEHTA, MPEBPAIIAOIIET0 AaHTHOTEH3HH | B anrnoTeH3uH II.

AIl®D, wiu xkununaza I, sBiaseTcs sK30MenTUaa30i, KOTopas OCYIIECTBISET KaK MPEeBpallleHHUE
aHrMOTEeH3MHa | B cocynocyXHBarollee BelecTBO aHruoreHsuH II, Tak u paspyiueHue
OpaauKrHUHA, 001a/1a01IEr0 COCYA0PACIIUPSIOLINM AEUCTBUEM, 10 HEAKTUBHOI'O T'eNTalenTH Ia.

HNurubuposanue AII® npuBoAUT K CHUKEHHUIO KOHILIEHTpAIMK aHTHOTeH3uHa 1] B ra3me KpoBu,
YTO BBI3BIBACT YBEIMUECHUE aKTUBHOCTH PEHHUHA IJIa3Mbl KPOBHU (IT0 MEXAHU3MY «OTPHUIATEIHHON
00paTHOM CBSI3W») U YMEHbIIIEHUE CEKPELIUU allbIOCTEPOHA.

[TockoNbKy aHTHOTCH3WHIIPEBpAIIAIMNNA (EPMEHT WHAKTUBUPYET OpaIMKWHUH, IOJABIICHUE
AII® compoBoXkaaeTcs MOBBIIMICHUEM AKTUBHOCTH KaK IUPKYJIUPYIOLIEH, Tak M TKaHEBOU
KAJJTUKPEUH-KUHUHOBOM CHCTEMBI, TIPU 3TOM TaKXe€ aKTUBUPYETCS CHCTEMa MPOCTarJIaHIuHOB.
Bo3moxHO, 9TO 3TOT 3(peKT sBIsAETCS YacTbI0 MEXaHHW3Ma aHTHTUIEPTEH3UBHOTO IEHCTBUS
uHruouTopoB AIlD, a Takke MEXaHU3Ma Pa3BUTHSI HEKOTOPBIX MOOOYHBIX 3(PPEKTOB IpenapaToB
JAHHOTO KJlacca (Harpumep, Karis).

[lepungonpun oka3pIBaeT TepaneBTUYECKOE IeHCTBHUE Ojarojapsi aKTUBHOMY METa0OJIUTY
nepuHaonpuiary. J[pyriue MetabonuThl He OKa3bIBalOT MHTHMOMPYIOIIETo AeUCTBUS B OTHOIIIEHUN
ATID in vitro.

Knunnyeckas 2d(HeKTHBHOCTE M 0€30I1aCHOCTh

Apmepuanvuas eunepmensus

[Tepunnonpuin 3¢ (HeKTUBEH B TEpanuu apTepruaibHON TUIIEPTEH3UH JTF000H cTeneHu TsokecTH. Ha
dboHE TPHMEHEHHWs Tmpenapara OTMEYAeTCs CHIDKEHHE KaK CHCTOJIMYECKOTO, TaK M
JTUACTOJIMYECKOTO apTepHalbHOTo naBneHus (A/l) B MONOKEHUH MAIlUEHTA «IEkKa» U «CTOS.

[Tepungonpun ymensinaer obiiee nepudepuueckoe cocyaucroe conporusierue (OIICC), uro
MPUBOJUT K CHIKeHHIO AJl, mpu 3ToM nepudepuueckuil KPOBOTOK YCKOpsieTcss 0e3 M3MEHEHUS
4acToThl cepaeunbix cokpamienuii (HCC).

Kak mnpaBuno, mepuHAONPUI MNPUBOAUT K YBEIMUYEHHIO MOYEYHOTO KPOBOTOKA, CKOPOCTh
KIIyOOYKOBOW (DUITBTPAITUU TIPH TOM HE U3MEHSIETCS.

AHTUTUIIEPTEH3UBHOE [IEMCTBUE TIpenapara JOCTUraeT MaKcMMyMa depe3 4-6 yacoB Iocie
OJIHOKPATHOI'O IIpUEMa BHYTPb MU coxpaHserca B TeueHue 24 4. YUepes 24 yaca mocne npuema
BHYTpb HaOojaeTcst BelpaskeHHoe (rmopsiaka 87 - 100 %) ocratounoe unrudupoBanue AIID.
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Camxkenne AJl mocturaercs A0CTaTOYHO OBICTPO. Y MAIMEHTOB C MO3UTUBHBIM OTBETOM Ha
nedeHue HopMmanm3amus AJl HacTymaer B TEUeHHE Mecsla M COXpaHseTcs 0e3 pa3BUTHUS
Taxu(OUIaKCHH.

[TpekpaiiieHue JTeYeHHs HEe COMTPOBOXKAACTCS Pa3BUTHEM dPPEKTa KPUKOIICTAY.

[lepunponpun oka3pIBaeT COCyJIOpacIIupsoNiee JeicTBUE, CIOCOOCTBYET BOCCTAHOBIJIEHUIO
AIIACTUYHOCTU KPYIIHBIX ApTEPUN U CTPYKTYpPBI COCYIHCTOM CTEHKU MEIKHX apTepHil, a TaKkxKe
YMEHBLIAET TUIEePTPOUIO JIEBOTO KEIyJ0UKa.

CoBMmecTHOE Ha3Ha4YeHUE TUA3UHBIX JNYPETUKOB YCUJIUBAET BBIPaKEHHOCTh
aHTuruneprensuBHoro 3¢dekxra. Kpome »sToro, komOunHupoBanue unruouropa AllD u
THA3UIHOTO JUYPETHKA TaK)Ke MPUBOANUT K CHIKCHUIO PUCKA PA3BUTHUS THIIOKATHEMHUH Ha GoHe
IpueMa JUypETUKOB.

Cepoeunas nedocmamounocmo
[Mepunponpui HopMalU3yeT padoTy cep/la, CHIDKas MPeHArpy3Ky U OCTHATPY3KY.

VY MmanueHToB ¢ XpOHUYECKOU CepACUHON HEJOCTATOYHOCTHIO, OJIYYABIINX MEPUHIOTPUI, OBLIO
BBISIBJICHO:

- CHW)KEHHUE JIaBJICHUS HAMOJHEHUS B JICBOM M MIPABOM XKEITyA0UKaX CEp/la;

- CHIDKEHHUE O0IIero nepudepuyecKoro COnpoTUBICHHS COCY/IOB;

- TIOBBIIICHHE CEPACUYHOTrO BHIOPOCA U YBEIMUYCHHE CEPJCYHOTO MHJICKCA.

HccnenoBanue mpemnapara Mo CpaBHEHHIO C ruianedo mokaszano, uro usmeHeHus AJ] mocne
IIEpBOro IpHUeMa JieKapcTBEeHHOro npenapata [Ipecrapuym A 2,5 Mr y naiueHTOB ¢ XpOHUYECKON
cepaeunoit HegoctatrouHocThio (I - III dyHkIMoHanbHBIN Kiace 1o kiaaccupukauu NYHA),
CTaTHUCTUYECKU JOCTOBEPHO HE OTIIMYAINUCH OT U3MEHEeHUU AJl, HabmojaBIIMXCs 1OCie npuemMa
iane0o.

Lepebposackynapuvie 3a601e6aHUs.

Pesynbrarel uccnenoBanus I[TPOI'PECC, rae olleHHMBasioCh BIMSIHME AaKTUBHOM Teparuu
MEePUHAONPUIIOM (MOHOTEpAIUs WU B KOMOMHAIIMU C MHJANIAMUIOM) B T€UEHUE 4 JIET Ha PUCK
pa3BUTHS TTOBTOPHOTO MHCYJIbTA Y MAIIMEHTOB, UMEIOIUX IIepeOpoBacKyIsIpHbIE 3a00/IeBaHUs B
anamtese. [locie BBOJHOro nepuojia MpUMEHEHHs MEPUHAONpPUIA TPeTOyTUIaMHHA MO 2 MT
(9KBUBAJICHTHO MEPUHIONPUIIA APTUHHUHY 2,5 MT) OJIUH pa3 B ICHb B TEUEHUE ABYX HEJEINb U 3aTeM
no 4 Mr (PKBUBAJIEHTHO MEPUHJIONpUIA ApPrUHUHY 5 M) OJMH pa3 B JIeHb B TEUEHHUE
MOCIEAYIONUX ABYX HeNenb, 6105 manreHToB ObLIN paHI0MU3MPOBAHBI HA JIBE TPYMIIHI: IIAe60
(n=3054) u nepuHONpUI TPETOYTWIAMHUH 1O 4 Mr (COOTBETCTBYET 5 MI' MEpPUHAONpPHUIIA
apruHuHa) (MOHOTepamnus) Wi B KoMOMHammu ¢ wuHAanamugoMm (n =3051). Mugamamun
JOTIOJIHATEILHO ~ Ha3HAYaJICsd  TAlMeHTaM, HE HMEIONMM TPSAMBIX TOKa3aHWM  WIn
NpPOTUBONOKA3aHUM  JJI1 TOpPUMEHEHus JAuypeTukoB. JlaHHas  Tepamus  Ha3Haydajaach
JIOTIOJTHUTEIFHO K CTAHIAPTHOM Tepanuu HWHCYJIbTA W/ WA apTEePUAIbHOW TUTIEPTEH3UU WIIU
JPYTUX TMaTOJIOTMYECKUX COCTOSHUN. Bce paHIoMU3MpOBAaHHBIE MAlMEHThl UMEIU B aHaAMHE3€
1epeOpoBacKyIsipHble 3a00eBaHMs (MHCYJIBT WIM TPaH3UTOPHYIO MIIEMHYECKYIO aTaKky) B
TeueHue nociuenHux S5 net. Bennunna A/l He siBisiach KpUTEpHeM BKIIOUEHHUs: 2916 manreHToB
MMeTU apTepHralibHyto Tuneprensuto u 3189 —nopmansuoe AJl. [Tocine 3,9 net Trepanuu BerudanHa
Al (cucronnueckoe/ TUacTONMYECKOe) CHU3UIAch B cpeaneM Ha 9,0/4,0 mm pr.cT. Takxke ObLIO
MOKa3aHO 3HAYUTEIIbHOE CHU)XEHHME pHUCKa BO3HUKHOBEHHUS IOBTOPHOTO HHCYNIbTa (Kak
UIIEMUYECKOr0, TaK U reMopparudeckoro) nopsaka 28 % mno cpaBHenuto ¢ mianedo (10,1 % u
13,8 %).

I[OHOJ'IHI/ITCJ'H:HO OBLIIO TTOKA3aHO 3HAYMTEILHOE CHIDKCHHUE pucka:
- CbaTaJ'II)HBIX WU ITPUBOJAAIIHNX K HHBAJTUAU3ALIUH UHCYJIBTOB,
- OCHOBHBIX CCPACHHO-COCYAUCTBIX OCHO)KHCHHﬁ, BKJIrO4as I/IH(bapI(T MHOKapaa, B T.4. €
JICTAJIbHBIM HCXOJ0M,
- JACMCHIINH, CBSI3aHHOM C HHCYJIbTOM;
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- CEepbEe3HbIX YXYAIIECHUN KOTHUTUBHBIX (QYHKITUH.

3710 OBUIO OTMEYEHO KaK y MAIMEHTOB C apTepHaIbHON TMIEepTeH3HEH, TaKk U IPU HOPMAJIHLHOM
AJl, He3aBMCHMO OT BO3pacTa, I10JIa, HAIWYMS WIM OTCYTCTBMsI CaxapHOro auabera M THIA
UHCYJIbTA.

Cmabunvras uwemuuecxas 6onesnsb cepoya (MbC)

D¢ dexkTrBHOCTH MPUMEHEHHS IepUHIONpIIIa y TanueHToB (12218 mamuentos crapiie 18 ser) co
crabmipHOM MBC 06e3 KIMHUYECKUX CHUMITOMOB XPOHHMYECKOW CEpJACYHON HEIOCTAaTOYHOCTH
u3yvanach B XoJie 4-netnero ucciaeaopanus. 90 % y4acTHUKOB UCCIEAOBaHUS paHee MEPEeHeCIn
OCTpBId MH(APKT MHUOKapAa W/MIU MPOLEAYPY PEBACKYJIApU3alUU. BONBIIMHCTBO MAallMEHTOB
MOJIYYHJIM TIOMUMO HUCCIIEYyEeMOro MpernapaTa CTaHJapTHYIO TEPANuio, BKIIIOYask aHTHArPeraHThl,
TUINOJUINIEMUYECKUE CpeCcTBa M Oera-aapeHoOIoKaTopsl. B kauecTBe OCHOBHOTO KpUTEpUs
a¢dekTuBHOCTH ObLIa BHIOpaHAa KOMOWHUPOBAHHAS KOHEYHAs TOYKA, BKIIFOUAIOIIAs CEplIeYHO-
COCYAMCTYIO CMEpPTHOCTb, HedaTalbHbIi HMH()APKT MHUOKapJa W/WIM OCTAaHOBKY ceplua cC
YCIEIHOW peaHuMalne.

Tepanus nepungonpuia 3p0OyMHUHOM B J103¢ 8 MIr/cyTkH (3KkBUBajeHTHO 10 Mr mepuHionpuia
apruHUHY) MPUBOJAWIA K CYIIECTBEHHOMY CHIDKCHHIO aOCONIIOTHOTO pPHCKA HACTYILICHHS
KOMOMHHPOBaHHOW KOHEYHOW TOYkM Ha 1,9 % (cHmkeHue oTHOcUTENbHOrO pucka — 20 %). ¥V
MAIMEHTOB, paHee IMepeHEeCInX WH(PAPKT MHOKapAa WU TPOIEAYPY PEeBACKYIISIPU3aAINH,
CHI)KEHHE aOCOIOTHOTO pHcKa cOCTaBMIIO 2,2 % (CHMKEHHE OTHOCUTENLHOTO pucka — 22,4 %)
110 CPaBHEHHIO C TPYIIION Iareoo.

Heouinas broxada penun-aneuomensut-aaboocmeponogotl cucmemvt (PAAC)
HmeroTcss naHHbIe KIMHUYECKUX HCCIICIOBAaHMK KOMOWHHUPOBAHHON Tepanmuu C MPUMEHEHUEM
uaruouTopa AII® u anTaronucra perentopa anruorensuna II (APA 1I).

[IpoBOUIIOCH KIIMHUYECKOE HCCIICAOBAHME C YYacTHEM IAallMeHTOB, MMEIOIIMX B aHAMHE3e
KapJAMOBaCKYJISIPHOE WU IIepeOpoBacKyispHOe 3a0osieBaHue, MO0 caxapHbIi nuaber 2 THma,
COTIPOBOXAAIOITUICS TTOATBEPIKICHHBIM IMOPAXKEHUEM OpPraHa-MHIICHH, & TAK)KE UCCIICIOBAHUS C
y4acTUEM MAIMEeHTOB C CaXapHbIM AUa0eToM 2 TUIa U 1Ua0eTHUeCKON HepomaTHEe.

JlanHbIe WCClIeIOBAaHUN HE BBISSBWIM 3HAYMMOTO TMOJOKUTEIBHOTO BIUSHUS KOMOMHHUPOBAHHON
Tepanuyu Ha BOSHUKHOBEHHE MOYEYHBIX W/WIM KapAHUOBACKYJSPHBIX COOBITUN M Ha TMOKa3aTelu
CMEpPTHOCTH, B TO BpeMs KaK pHUCK Pa3BUTHUS THUIEPKATHMEMHH, OCTPOH IMOYEHHOU
HEJIOCTAaTOYHOCTH W/WIM apTepUANbHON TUIOTEH3WHM YBEJIMYMBAJICS IO CpPaBHEHHUIO C
MOHOTEpaIue.

[IpuHuMass BO BHHMAHHUS CXOXKHME BHYTPUIPYIIIOBBIE (apMaKoJIUHAMUYECKHE CBOWMCTBA
uHruouTopoB AIID u APA 11, nanHblie pe3ynbTaThl MOXKHO OKHIATh JJIS B3AaMMOICHCTBHS JTIOOBIX
JpyTUX MpenaparoB, npeacTaBuTenel knaccoB nHruoutopos AII® u APA 11

[ToaTomy coBmecTHOE puMeHeHne UHrnouTopoB AII® u APA Il npoTuBoIIOKa3aHo y NalieHTOB
¢ nuabeTnyeckoil HepponaTuei.

NMeroTcst naHHble KIMHUYECKOTO MCCIENOBAHMS IO U3YYECHUIO IOJIOKUTEIBHOTO BIUSHUSA OT
no0aBJIeHUS aTUCKUpPEHa K cTaHaapTHOH Tepanuu uHruouropom AII® umu APA 11 y nanuenTtos
C caxapHbIM JMabeToM 2 TUIa U XPOHUYECKUM 3a00JIeBaHUEM MOYEK WM KapJUOBACKYJISPHBIM
3a0oJeBaHNEM, TMOO0 UMEIOIINX COYeTaHue ITUX 3aboneBanuil. MccienoBanue 6110 MPEKpaIieHo
JIOCPOYHO B CBSI3U C BO3pPOCIIUM PHUCKOM BO3HUKHOBEHUS HEOJIAronpusTHBIX HCXOOB.
KapauoBackyisipHas cMEPTh U MHCYJBT OTMEYAJIUCH Yalle B IPYIIIE NalMEHTOB, MOIYYarolnx
IMCKUPEH, IO CPAaBHEHUIO ¢ TpyNmnoi mmiamnedo; Takke HeKenaTeabHble SBJICHUS U CEpbe3HbIe
HE)KeNIaTeNbHbIe SBJICHUS 0CO0O0ro MHTepeca (TUIEpKaTueMMs, apTepuanbHas THIIOTEH3US U
HapylIeHUs] (PYHKIMU MOYEK) PETUCTPUPOBAIUCH Yallle B TPYIIE aIUCKUPEHA, YeM B IpyIIe
aneoo.

eTH
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D¢ dexTHBHOCTS M 6€301MaCHOCTh NPUMEHEHHS IEPUH/ONPUIIA Y IeTel ¥ IOAPOCTKOB B BO3pAcTe
10 18 ner He ycTaHOBIIEHA.

Nmerorcst naHHble KIMHUYECKUX HMCCIEAOBAHMM C ydacTHeM 62 MalMeHTOB C apTepHabHOMN
TUIepTEeH3ueld B Bo3pacTe OT 2 A0 15 1IeT co CKOpocThi0 KIyOOYKOBOW (QuibTpamuu >
30 ma/mus/1,73 M? TIOIIAAM TOBEPXHOCTH TeNla, KOTOphIe MONYdYadd MEePHHAONPUI B J03€
0,07 mr/kr B cpenaem. Jlo3a moadupanack MHAUBHIYyAbHO, B 3aBUCIMOCTH OT OOIIETO COCTOSHUS
nanueHTa M IoKa3aTesleld ero apTepualbHOrO JaBJICHHS B OTBET Ha TEpamuio, MpU 3TOM
MakcuMaibHas 103a cocrapisiia 0,135 Mr/kr/cyT.

59 m{alnMeHToB ydYyaCcTBOBAJIM B HCCJIENOBAaHUM Ha TMPOTSDKEHUH 3-X  MeECsleB U
36 manMeHToB 3aBEPIIMIIM TPOJJICHHBIA MEPUOJ] UCCIEAOBAHMS, KOTOPBIA COCTABIISII HE MEHEe
24 mecsneB (cpeaHsisi IPOIOJDKUTENIBHOCT YYacTUs B UCCIIEIOBAaHUM cocTaBuiia 44 mecsna).

[Toka3arenn CHUCTOIMYECKOIO U JHMACTOIMYECKOIO apTEPHANbHOIO JABJICHUS OCTaBaJIUCh
CTaOWJIBHBIMH Ha MpPOTSDKEHUM BCEro IEpHoAa HCClefoBaHHs (OT MOMEHTa BKIIOYEHHUS B
UCCIIEIOBaHMS 10 3aKIIOYUTENIbHOM OLIEHKM) Yy MAalMeHTOB, paHee IOJydYaBUIMX Jpyrue
THIIOTEH3UBHbIE CPEJICTBA, U CHU3MJIMCH y MALIMEHTOB, paHee HE IMOJy4YaBIIUX TMIOTEH3UBHYIO
TepaIuIo.

bonee 75 % nereit npu nociaeaHeM ONpeleIeHUN UMENIU CUCTOJIMYECKOE U AuacTtoiandeckoe A/l
MeHbIIIe 95-T0 nmepreHTuII.

JlanHble 0 6€30MaCHOCTH, MOJIYYEHHBIE B 3TOM MCCIIEJOBAaHUH, COTIACYIOTCS C YXKE UMEIOIIencs
uHpopmalenn OTHOCUTENFHO 0€30MacCHOCTH MPUMEHEHUS TIEPUHIOTIPUIIA.

5.2. dapmakokuHeTHYECKHE CBOMCTBA

AOGcopouus
[Ipy npueMe BHYTPbh MHEPUHIONPHI OBICTPO BCACBHIBACTCS B JKEIYIOYHO-KHIIIEUHOM TPAKTE,

MakcuMaibHas KoHUEeHTpanusi (Cmax) B IIa3Me KpoBH jgocturaercs dvepe3 1 4. Ilepuon
nonyBbiBeieHus (T1/2) mepuHIONpHIIa U3 I1a3Mbl KPOBU COCTABISIET 1 .

Pacnpenencuue

OO0wem pacrnipenienieHuss CBOOOJHOIO MEPHHJIONpPHUIIATa COCTaBisAeT MpuOaM3uTenbHo 0,2 J/Kr.
Cas13p nepuHONpUIIaTa ¢ OeIKaMu I1a3Mbl KpOBHU, TIIaBHEIM 00pa3zoM ¢ AIID, coctasnsier 20 %,
¥ HOCHT JI0303aBUCHMBII XapakTep.

buotrpancdhopmarius

[Tepunnonpun He obnamaer (apmakonornyeckoi akTuBHOCThIO. IIpuGnusurensno 27 % ot
00111er0 KOJIMYeCTBa a0COPOMPOBAHHOTO MEPUHIONPHIIA TTONAACT B KPOBOTOK B BUJIE AKTUBHOTO
MeTaboauTa nepuHonpuiaTa. [lomumo nepungonpunara, oopasyrorces eme 5 MeTaboIuToB, He
oOnanaromux (apMaKoJIOTHYecKO aKTUBHOCTBbIO. Cmax NEpUHAONPHUIATA B IUIa3M€ KPOBU
JocTUraercs yepes 3-4 4 rnocie npuemMa BHyTpPb.

[Tpuem iy 3ameasseT NpeBpalieHrue NepUHI0NpUIa B IEPUHAONPUIIAT, TAKUM 00pa3oM, BIUs
Ha 6uonoctynHocTs. [lo3ToMy npenapat ciieayeT NpuHUMAaTh BHYTpb 1 pa3 B CyTKH, yTPOM, epes
PUEMOM IHIIIH.

bru1o nokazano, 4To 3aBUCUMOCTH MEXKy J030M MEPUHIOINPUIIA U KOHUEHTPALKUEHN €ro B IJIa3Me
VMMEET JINHEWHBINA XapakTep.

OIMMUHALUA
[TepungonpunaT BBIBOAWTCS M3 OpraHW3Ma TMOYKAMH, M KOHEYHBIM IEPUOJ TOJyBBIBEACHUS

CBO60I[HOI>1 (I)paKI_II/II/I COCTaBJIACT HpI/I6J'II/I3I/ITCJ'ILHO 17 JaCoB, B PE3YyJbTATC PABHOBCCHOC
COCTOSIHHE JOCTHTACTCS B TeUCHHE 4 CYTOK.

Oco0bIe I'pynnbl DaMCHTOB
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BriBeenue nepuHonpuiiaTa 3aMe/JIeHO y MAaMEeHTOB MOKUJIOr0 BO3PacTa, a TAKXKe y Mal[MeHTOB
C CepJIeYHOM ¥ MOYEYHOU HETOCTATOUYHOCTBIO.

Jnanu3HpIi KIMPEHC epUHIONPIIIaTa cocTaBiseT 70 MiI/MUH.

VYV manueHToB ¢ HUPPO30M MEUEHU NMEUEHOUHBIN KIMPEHC MEPUHIONPHIIa YMEHBIIAETCS B 2 pasa.
TeMm He MeHee, KOJIMYECTBO 00pa3yroIIerocs: NepuHI0NpuIaTa He YMEHbLIAETCS, U KOPPEKLUU
710361 TIpenaparta He TpeOyercs (cM. pasaenst 4.2 u 4.4).

5.3. JlaHHbIe JOKJIMHHUYECKOH 0e30I1acCHOCTH

B wuccnenoBaHusIX XpOHMYECKOM TOKCHYHOCTH IIpU MEpPOpPaJbHOM IIpHueMe (Ha Kpblcax U
00e3bsiHax) OPraHOM-pELEeNTOPOM SIBIISIIOTCS MTOYKH, HAPYIICHHSI HOCSAT OOpaTUMBIN XapakTep.

MyTareHHOCTH B MCCIIEJOBAHUSX in Vitro WM in vVivo OTMEYEHO He OBLIO.

HccnenoBanus penpoayKTUBHONW TOKCMYHOCTH (Ha KpbICaX, MbIIIAX, KPOJIMKaX U 00€3bsHAX) HE
BBISIBHJIM TIPU3HAKOB SMOPHUOTOKCHYHOCTH WJIM TepaToreHHOCTH. OqHaKo OBLIO MOKa3aHO, YTO
MHTUOUTOPBI aHTMOTEH3UHITPEBPAILAIOIIEro (hepMeHTa, KaK KIacc, BhI3bIBAIOT HEOJIArONpUsATHOE
BO3/ICHICTBHE HA TMO3HEE PA3BUTHE TI0/IA, TPUBOAS K THOENH TUI0/Ia ¥ BPOXKIECHHBIM AedekTaMm y
IPBI3YHOB M KPOJHMKOB: HAOMIOJAIUCh TOPAXKEHUS IMOYEeK M POCT MEpUHATAIBHOH MU
IIOCTHATAJIbHOW CMEPTHOCTH. DEePTUIIBHOCTD HE HAPYIIAJAch HU y CAMIIOB, HU Y CAMOK KpBIC.

B J0JITOCPOYHBIX MUCCIICAOBAHUAX Ha KPbICAX K MbIIIAX KAHICPOIrCHHOCTL HE Ha6J'IIO,Z[8.J'IaCB.

6. DPAPMAINEBTHYECKHUE CBOICTBA
6.1. IlepeyeHnb BcioMoOraTeibHbIX BElIECTB

IIpectapuym A, 5 mMr, TaOJIETKH, TOKPHITHIE IIIEHOYHOU 000JI0YKOM:
AHopo:
JlakTO3BI MOHOTHAPAT
Marnus creapar
ManeroaekcTpuH
KpemHuust auokcu KOJIIOUIHbINA THAPO()OOHBIH
Kapbokcumeruiakpaxman HaTpust
Cocmas nieHouHot 060104KU:
- PEMUKC JIJIS TIFIEHOYHON 000JI0YKH CBETJIO-3€JIEHOTO I[BETA:
runepon (E 422a),
runipomeriosa (E 464),
makporoi 6000,
MarHusi crteapar,
tutana quokeun (E 171),
Meanbii xaopopmnH (E 141(i1)),
- Makporou 6000.

IIpectapuym A, 10 mr, TaOJIETKH, IOKPEITHIE INIEHOYHOI 000I0YKON
Aopo:

JlakT03BI MOHOTHIPAT

Marnus creapat

ManbpToneKCTpUH

Kpemuust 1uokcu KOJIIOUIHBINA THAPO()OOHBIH
Kapbokcumeruiakpaxman HaTpHst

Cocmag nienoyunoil 000104KuU:

- MPEMUKC /TSI TIFIEHOYHON 000JI0YKH 3€JICHOTO IIBETA:
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rutepodn (E 422a),

runpomeriosa (E 464),

Makporo:a 6000,

MarHusi creapar,

tutana quokeun (E 171),

meanbii xaopodpmruH (E 141(ii)),
- makporoJ 6000.

6.2. HecoBmecTMOCTB

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEHH)

3 roxa.

6.4. OcoOble Mepbl NPEJOCTOPOKHOCTH NIPH XPAHEHUHU
Xpanutb nipu Temneparype He Boime 30 °C.

6.5. Xapakrep u coaepkaHue yNIaKOBKH

TabyeTku 1o 5 mMr

[To 30 TabneTok BO IAKOH U3 TOJTUIPONIIICHA, CHAOKEHHBIN 103aTOPOM U3 MOJIMATHIICHA HU3KOU
IUIOTHOCTH Y MPOOKOW M3 MOJIMATHIICHA HU3KOM TUIOTHOCTH, COACPIKAIICH BIAroNOTIONIAFOLIHIA
renb. [lo 1 ¢urakoHy ¢ JHUCTKOM-BKJIAQJBIIIEM B IAYKy KApTOHHYIO C KOHTPOJEM IEPBOTO
BCKPBITHSL.

Tabnerku o 10 Mr

ITo 30 TabneTok BO (h1aKoH U3 MOJUIPONUIICHA, CHA0KEHHBIN 103aTOPOM M3 OJIMITHIICHA HU3KOU
IUIOTHOCTU U NMPOOKON M3 MOJIMATUIIEHA HU3KOW IUIOTHOCTH, COJEp Kalllel BIaronoriomaomui
rens. [lo 1 ¢nakoHy ¢ JTUCTKOM-BKJIAJbIIIEM B MMAyKy KapTOHHYIO C KOHTpOJEM IEpBOroO
BCKPBITHSI.

YmakoBka IS cTarmoHapoB (npoussodcmeo OO0 « CEPBRE PYCy, Poccus)

ITo 30 TabneTok BO (py1akoH U3 MOJTUIPOINUIIEHA, CHAOKEHHBIN 103aTOPOM U3 MOJTUITHIICHA HU3KOU
IUIOTHOCTU U MPOOKON M3 MOJMITUJICHA HU3KOW TUIOTHOCTH, COJEp Kalllel BIaromorionaromui
rellb.

ITo 3 q)HaKOHa mo 30 TabaeTok ¢ JIMCTKAMHU-BKJIAJIbIINIAMU B TTAYKY KAPTOHHYIO C KOHTPOJICM
IMEPBOro BCKPLITUA.

6.6. OcoOble  Mepbl  NMPEIOCTOPOKHOCTH  NPHM  YTHIM3ALUHM  HMCIOJB30BAHHOIO
JIEKAPCTBEHHOI0 TMpenapata WJIM OTX0A0B, IOJY4YeHHBIX [0cJe NpPHUMEHEeHUus!
JIEKAPCTBEHHOI0 Npenapara, i Ipyrue MaHUNyJIs1UH ¢ IPenapaToM

OcoOble TpeOoBaHUsI OTCYTCTBYIOT. Bech ocTaBmIMiicsi JIeKapCTBEHHBIM Mpernapar U OTXOJbI
clleflyeT YHUYTOXUTh (YTHJIM3UPOBAaTh) B COOTBETCTBHM C YCTAHOBJIEHHBIMH TpPEeOOBaHUSMU
3aKOHOJATEIBCTBA I'OCYAAPCTB — WICHOB EBPAa3suICKOro 5KOHOMHUYECKOTO COHO3a.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Opannus
«Jlabopatopuu Cepsre» / Les Laboratoires Servier
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50, yn. Kapno, 92284 Cropen Cenexc, @pannmst / 50, rue Carnot, 92284 Suresnes Cedex, France
7.1. IlpeacraBuTe b Jep:KaTesisi PErHCTPALMOHHOIO YI0CTOBEPEHHUA

IIpemensuu nompebumerneti Hanpasiams No aopecy:

Poccniickas @enepanys Pecniybnuka Kazaxcran

AO «CepBbe» TOO «CepBbe Kazaxcran»

Anpec: 125196, r. Mockaa, yi1. JlecHas, Anpec: Pecriy6nuka Kazaxcran, 050020,

. 7, atax 7/8/9 r. Anmarsl, ip. Jlocteik, 3100

Ten.: +7 (495) 937 07 00 Ten.: +7 (727) 386 76 62

DJ1. mouTa: servier.russia@servier.com On. nouta: kazadinfo@servier.com
Pecny6nuka benapych Pecniy6nuka Apmenust

[TpencraButensctBo YAO «Les Laboratoires [IpencraBuTenbCTBO KOMIaHUU «Jle
Servier» (@panimysckas Pecrrybnuka) B JlaGopartyap CepBbe» B Pecriybmnmke ApmeHus
Pecnyonmke benapych Anpec: 0002, r. EpeBan, KentpoHn, ynuna
Anpec: 220030, r. MuHCcK. yi. MscHuKOBa, AmupsHa, 15, marasun 100

70, od. 303 Ten.: (+374 10) 50 50 74

Ten.: +375 (17) 306 54 55/56 O5. mouTa: pvarmenia@servier.com

On. noura: officeby(@servier.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUS

B Poccuiickoit @eneparuu: JITT-Ne(000574)-(PT'-RU)
B Pecniy6nuke benapycs: JITT-Ne000574-I'TI-BY

B Pecny6nuke Kazaxcran: JIII-Ne000574-I'TI-KZ

B Pecniy6iinke Apmenus: JIII-Ne(000574)-(I'TI-AM)

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOTI'O ITPEITAPATA

JlexapcTBEeHHBIN ITpEnapaT OTHOCUTCS K KATETOPUM OTITYCKA 110 PELENTY.

OO01mast XxapakTepruCTHKa JIKapCTBEHHOTO Tipernapara [IpectapiuyM A TOCTyIHA B €TUHOM PeecTpe
3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpelcTB EBpazuiickoro HSKOHOMHYECKOTO COH3a:
https://pharma.eaeunion.org/pharma/registers/26/ru/register

Ono6peno M3 P® 31.08.2026
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