OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOTI'O IIPEITAPATA
HanbHeBa, 5 mr + 4 mr, TabneTKu
JansueBa, 10 mr + 4 mr, TabaeTKu
JanbHeBa, 5 mr + 8 mr, TabneTKH

Hanbaesa, 10 Mr + 8 mr, Ta0JIeTKH

2. KAUECTBEHHBIN U KOJJUMUYECTBEHHBIN COCTAB
JleiicTByromiue BemecTa: aMIOUIUH + HEPUHIOPHIL.

JlampHEBA, 5 Mr + 4 mr, TaOJIETKH

Kaxnmas Ttabnetka coaepxut 6,935 mr amstogunuba Oe3uiara (amjIoguIMHA —Oecuiar),
9KBHUBAJICHTHO 5 MI' aMJIOIMIIMHA; 4 MT' TICPUHJIONPHUIIA SpOYMHHA.

BcmoMorarenbHbIE BEIECTBA, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: Hatpuid (cMm. pazzaen 4.4.).

JlanpHeBa, 10 mr + 4 mr, TabJIeTKH

Kaxnmas tabnerka coxepxkut 13,87 mr amsiogunuba Oe3uiara (amjIoguIiHAa —Oecuiar),
sKkBUBaJIeHTHO 10 Mr amyoaunuHa; 4 Mr nepuHAONpUIA SpOyMHUHA.

BcmoMoratenbHBIE BEIIeCTBa, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: HaTpuil (cM. pa3zaen 4.4.).

JlanpHeBa, 5 mr + 8 mr, TabaeTKu

Kaxnas Ttabnerka comepxutr 6,935 Mr ammoaunuHa Oe3wnara (amionunuHa Oecuiar),
AKBUBAJICHTHO 5 MI' aMJIOIMIINHA; 8 MT" TIEPUHIOTIPHIIA SPOYMHHA.

BcnomoratenbHble BelecTBa, HAJMYME KOTOPBIX HA/J0 YYHUTHIBATh B COCTaBE JICKAPCTBEHHOI'O
npenapara: HaTpuil (cM. paszaen 4.4.).

JlameHeBa, 10 Mr + 8 Mr, TabIeTKu

Kaxnas tabnerka comepxut 13,87 mr amsogunuua Oe3mnata (amjIogunuHAa Oecuiar),
sKkBHUBaJIeHTHO 10 Mr amjounuHa; 8 MT MepUHAONpUIIa SpOyMUHA.

BcmoMoratenbHbIe BelecTBa, HATUYHE KOTOPBIX HA/I0 YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: Hatpuid (cMm. pazzaen 4.4.).

[TonHbIM IepeyeHb BCIOMOTaTEIbHBIX BEMIECTB MPUBENIEH B pa3nene 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TalOmeTku.

JlanpHeBa, 5 mr + 4 Mmr, TabIeTKH




Kpyribie, crerka qBosiKOBBITYKIIbIE TaOJIETKH ¢ (PacKkoii, OT OJI0ro 0 MOYTH OEJI0TOo IBeTA.

JlanbHesa, 10 mr + 4 mr, TablieTKu

KaricynoBuaHbie, JBOSIKOBBITYKIIbIE TAOJETKH ¢ PUCKOM Ha OJTHOM CTOPOHE, OT OEJIOro 0 MOYTH
OeJoro mBera.

Jluaus paszioma (pucka) HpeIHa3HA4YeHa JIMIIb JUIS pa3jiaMbIBaHHS C IIEJbI0 OOJIErYeHUs
MPOTJIATHIBAHMSI, & HE JIJIS pa3/IelICHHs Ha PaBHBIC JTO36I.

JlampHeEBa, S Mr + 8 mr, TabJIeTKH

Kpyrible, 1BOSKOBBINMYKIIbIe Ta0IeTKH ¢ (hackoi, OT 6eJ0ro 10 Mo4TH OENIoro 1BeTa.

JlagpHesa, 10 mr + 8 mr, TabJIeTKH

Kpyribie, 1BOSIKOBBIMYKIIbIE TaOMETKU ¢ (acKoi, C PHUCKOM Ha OJHOW CTOpOHE, OT OEeroro a0
noyTH 0esIoro 1nBeTa.
Jluausa pasznoma (pucka) NpeAHa3HAYeHa JMIIb JJIs Pa3jlaMblBaHUS C LEIbI0 OOJIeryeHHs

[MporjiaTblBaHusd, a HC IJIA Pa3ACJICHHA HAa paBHBIC JO3bI.

4. KIIMHUYECKHUE JAHHBIE
4.1. lloka3zanusi K NPUMEHEHUIO0
[Tpenapat /lanbHeBa MokazaH K IPUMEHEHUIO y B3pOCIbIX B Bo3pacTe oT 18 jer u crapiue.
ApTtepuanbHas TUNEpTeH3us W/mian uimeMuyeckas Oone3nb cepaua (MBC): crabunphas
CTCHOKApAWA HAIPAKCHHUA Y MNAaUCHTOB, KOTOPBIM Tpe6yeTcsl TCpanurd amMJIOAUIIMHOM U
HNEPUHAOIPUIIOM.
4.2. PexxuMm 103MpPOBaHNs U CIIOCO0 NPUMEHEHUS

PexxuM 103upoBaHusd

[Tpenapar /lanbHeBa HE0OX0AMMO IPUHKUMATH 0 1 TabneTke OAUH pa3 B CyTKU. JIekapcTBEHHBIN
npenapat /lanbHeBa He IpeIHa3HA4YEH JUIsl HAYaJIbHOM Tepanuu.

Jlo3a nekapcTBeHHOrO npenapara JlanbHeBa moaOupaeTcs mocjae paHee MPOBEIACHHOro moadoopa
J1I03 OTHENBbHBIX KOMIIOHEHTOB IIperapara: IMEepUHIONPHUIA W aAMIIOAUIMHA y IAlHUEHTOB C
apTepuasibHOl runeprensueit (Al') u cTabuIbHOMN CTEHOKapAUEH.

[Tpu TepaneBTHYECKOI HEOOXOAMMOCTH 7032 JIEKAPCTBEHHOTO Ipemnapara /{anpHeBa MOKeT ObITh
U3MEHEeHa Ha OCHOBAaHUH WHIMBHYaJIbHOTO M10A0O0pa 103 OT/AEIbHBIX KOMIIOHEHTOB: aMJIOIUITHH
5 mr + mepunAonpua 4 Mr wim amogunuH 10 Mr + nepuHIONPUI 4 MT, WIIM aMJIOJUTIUH S5 MT +
MEPUHIONIPUI 8 MT, WK amytogunuH 10 mMr + nepuHAONpHIT 8 MT.

MakcumManbHas cyTouHas A03a: amiaoaunud 10 mr + nepungonpun § mr.

Oco0ble rpyInbl NALMEHTOB

Tayuenmul noscunozo o3pacma u nayueHmvl ¢ HapyueHuem QyHKyuu novex (cm. pasoenvl 4.4.

us.2.).



BriBenenne mnepuHIoNpHiiaTa y MAlMEHTOB MOXHIOTO BO3pacTa U MAIMEHTOB C IOYEHHOMN
HEIOCTaTOYHOCThIO 3aMeaieHo. lloaToMy y TakuxX MalmUeHTOB HEOOXOIUMO pETyIIsipHO
KOHTPOJIMPOBAaTh KOHLIEHTPALIMIO KPEATUHUHA U KaJIUA B I1J1a3M€ KPOBH.
JlexapcTtBennblii mpemnapar JlanbHeBa MOXKET OBITh Ha3HAYeH IMalMEHTaM C KIUPEHCOM
kpeatnanHa (KK) paBHbIM nin ipeBbImarommm 60 Mir/MuH.
JlexapcTtBenHsblit npenapat JanpHeBa npotuBonokasan nanueHTam ¢ KK menee 60 mu/mMuH (cMm.
pasnen 4.3.). Ilanpentam ¢ HapymieHueM (YHKIUU MOYEK PEKOMEHIYETCS WHIUBUAYaTbHBIN
no00p 103 aMJIOJUIINHA U TIEPUHIONpUIIA.
AMJIOUNIUH, TPUMEHSEMbII B SKBUBAJCHTHBIX J1033aX, OJIMHAKOBO XOPOLIO IEPEHOCUTCS
NanUMeHTaMM Kak IOXKUJIOro BO3pacTa, Tak U Oosee MojonabiMu mnanueHtamu. He tpebyercs
U3MEHEHHUS peKuMa JI03UPOBaHUs Y NAI[MEHTOB MOXUJIOIO BO3PACTa, OJHAKO YBEJIMYEHHUE J03bI
CJIeIyeT MPOBOIUTH C OCTOPOKHOCTHIO.
H3MeHeHre KOHIICHTpAIMi aMJIOJUIIMHA B I1JIa3Me KPOBH HE KOPPEIUPYET CO CTETICHbIO TSHKECTH
MIOYEYHON HEJOCTATOYHOCTH. AMJIOJIUIIUH HE BBIBOAUTCS U3 OPraHu3Ma OCPEACTBOM AUATIU3A.
Tayuenmoi ¢ napywenuem gyukyuu nevenu (cm. pazoenvt 4.4. u 5.2.).
Jlis manueHTOB C JIETKOM WM yMEPEHHOW MEYeHOYHON HEIO0CTaTOYHOCTHIO MOA00p 03Bl
HEO0OXOJMMO TMPOBOJIUTH C OCTOPOKHOCTBIO. PekomeHayeTcss HauWHATh MpPHEM IMpemnapara ¢
HU3KUX 103 (cM. pa3aenst 4.4. u 5.2.).
Bri6op onTuMalnbHON HavyanbHOM W MOAJAEPKUBAIOIIEH 03Bl JUIS MAIMEHTOB C MEYEHOYHOMH
HE/I0CTaTOYHOCTBIO CJeyeT MPOBOAUTH MHIMBHIYaIbHO, IPUMEHSS MpenapaTbl aMJIOAUIINHA U
nepuHAoNpuiIa B MoHoTepanuu. dapMakOKMHETHKA aMJIOJMIIMHA Yy MAIMEHTOB C TSKEJIOH
MEYCHOYHON HEJOCTaTOYHOCThIO HE H3ydeHa. JlJis TakuX MalMeHTOB IpPHUEM aMJIOJUIIMHA
HE00X0JMMO HavyaTh ¢ HAUMEHbIIEH J03bl M YBEJIMUMBAThH €€ MOCTEIEHHO.

eTu
JlexapcTBeHHbIH npenapat JlanbpHeBa He clieiyeT Ha3HayaTh JETSIM U MoApocTKaM miiaame 18 ner,
TaK KaK OTCYTCTBYIOT JlaHHbIE 00 3()()EeKTUBHOCTH U 0€30IaCHOCTH MPUMEHEHHUS MePUHAONPHIIa
¥ aMJIOJIMITMHA Y JaHHBIX TPYIII MAI[IEHTOB B BUJIe KOMOMHUPOBAHHOH Teparu.

Crooco0 rmpuMeHeHus

BuyTps, mo 1 Tabnerke oAWH pa3 B CYTKH, HMPEANOYTHUTEIHLHO YTPOM MEpea MPHUEeMOM IHIIH.
TabneTky ciemyer II0TaTh MEJTNKOM, HE Pa3KeBbIBasI, 3aIIHBAast BOIOM.
4.3. [IpoTuBoONOKa3aHUS
e [unepuyyBCTBUTENHHOCTh K JIHCTBYIOIIMM BEIIECTBAM, K JAPYTUM HWHTHOUTOpam
aHTuoTeH3uHIpeBpanaroniero gepmerta (AIID) umu npou3BOIHBIM TUTHAPOTTUPHUINHA,

W/WIIK K JTI0OOMY M3 BCIIOMOTATENIbHBIX BEIIECTB, IEPEUHCICHHBIX B pa3zaene 6.1.



AHrnoneBpotudeckuii otek (otek KBuHke) B aHamHe3e (B TOM uucie Ha (oHe mpuema
npyrux uHruoutopos AIID).

HacneactBeHHBINH/MAMONATHYECKUN AHTHOHEBPOTHYECKUH OTEK.

bepemeHHOCTB U MIepUOJI TPYIHOTO BCKapMIIMBaHus (cM. pa3zen 4.6.).

CoBMecTHOE TMPUMEHEHHE C QIMCKUPEHOM M JIEKApCTBEHHBIMU IIperapaTami,
COJIeprKallMH aJTUCKUPEH, Y TAIIMEeHTOB C CaXapHbIM AHa0eTOM U/UIU YMEPEHHBIMU WIIH
TSOKENBIMU  HAapyHIEHUsIMU (QYHKIUU TOYeK (CKOpOCTh KIyOOuKOoBOW (UIbTpaluu
(CK®) < 60 mun/mun/1,73 M2 myommany noBepXHOCTH Tena) (cM. paszaenst 4.5. u 5.1.).
CoBMecTHOE NMPUMEHEHHME C aHTaroHucramu peuentopos aHruorensuHa |l (APAIl) y
MalMEeHTOB ¢ AuadbeTnueckoil Hepponatuen (cM. pazaen 4.4.).

CoBMecTHOE TpPUMEHEHHE C KOMOWHUPOBAaHHBIMH JICKAPCTBEHHBIMH IperapaTamH,
CoJIepXKaIIMMU BajicapTaH + cakyoutpun (cm. paznenst 4.4. u 4.5.).

DKCTpakopropaiabHas Tepamnus, BeAyllas K KOHTAaKTy KpPOBH C OTPULATEIBHO
3apsKEHHBIMU MTOBEPXHOCTAMU (cM. pa3zaen 4.5.).

BripakeHHBI JBYCTOPOHHUN CTEHO3 I[IOYEYHBIX apTepUil WM CTEHO3 apTepHuH
SMHCTBCHHOHN (YHKIIMOHUPYIOIIEH ouku (cM. paszaen 4.4.).

Tsokenass aprepuanbHas TUNOTEH3Us (CHUCTOJNIMYECKOE apTepuaibHoe naBieHue (AJl)
Menee 90 MM pT. CT.).

ok (BkJFOYAst KAPAUOTEHHBIH).

OOcTpyKIUsl BBIXOJHOTO TpPaKTa JIEBOTO JKEITyI0UYKa (HAmpHMep, BBHIPAKCHHBIH CTEHO3
YCTbsI A0PTHI).

['eMomHaMHUYecK HecTaOMIIbHAsL cepieuHast HeI0CTaTOYHOCTh MOCTIE OCTPOTo HH(papKTa
MHUOKap/a.

[Toueunast HenoctaTouHocTh (KK menee 60 mMia/mMuH).

4.4. OcoOble ykazaHHMsl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO:

CTEHO3 MIOYEYHOU apTepuu (B TOM YHCIIE ABYCTOPOHHUIN);

€IMHCTBeHHAsl (YHKIMOHUPYIOLIAsl TOYKa;

NIEYEHOYHAsl HEJJOCTaTOUYHOCTb;

MOYeYHasi HEJOCTaTOUYHOCTb;

CUCTEMHbIE 3a00JIeBaHUSl COEIWHUTEIbHOW TKaHU (B TOM YHCIIE CHUCTEMHas KpacHas
BOJIYAHKA, CKJIEPOJIEPMHS);

TepanusT UMMYHOJENPECCaHTaMH, aJUIONMyPUHOJIOM, MPOKAMHAMUIOM (PUCK pPa3BUTHS

HEUTPOTICHUH, arpaHyJIOIIUTO3a);



e CHWXEHHBIM 00beM mupkynupyromieit kpou (OLIK) (mpuem muypeTtukoB, OGeccosieBast
JUeTa, pBOTa, AUapes);
® OTATOIICHHBIN AJUIEProJOrHYECKU aHAMHE3 WJIM aHTHOHEBPOTUYECKHI OTEK B aHAMHESE;
®  aTepocKiepo3, epeOpoBacKysIpHbIE 3a00IeBaHUS;
® pEHOBACKYJISpHAsi TUIIEPTEH3HS;
e caxapHblil nuaber;
® [EPBUYHBIN TUIIEPATILJOCTEPOHU3M;
e XpoHuYeckas cepeuHas HepoctaTouHocTh (XCH);
® COBMECTHOE IPHMEHEHHE HHTHOMTOPOB WM HMHIYKTOpoB u3opepmenta CYP3A4,
JTAHTPOJICHA, SCTPaMYCTHHA, KanuicOeperaromux AUYpPETHKOB, IpernapaToB Kauus,
KaJIHicoIepKalluX 3aMEHHUTENICH MUIIEBON COJIM, MPENapaToB JIUTHUS, KIAPUTPOMHUIIMHA,
TaKpOJIMMYCa, IIUKJIOCTIOPUHA,
® TUINEPKAITUEMUS;
® XHPYpPIrU4YecKOe BMEIIATEIhCTBO/0O0IIas aHECTE3 s,
® TAIMEHTHI MOKUIOTO BO3PACTa;
® JeCeHCHOMIM3UPYIOIIAs TePAITus;
e adepes nunonporenHoB HU3KO motHocTH (JITTHIT);
®  A0pTaJbHBIH CTEHO3/MHUTPaIbHbBIN CTeHO3/TunepTpodrueckas 0o0CTpyKTHBHAs
kapaunomuonarus (COKMII);
e MpUMEHEHHE Yy MAllMeHTOB HETPOUTHON Pachl;
e XCH neumemunueckoit stuonoruu -1V ¢yHkimonansHoro kiaacca mno KiaccupuKaiuu
NYHA.
OcoOble ykazaHUs, OTHOCSIIMECS K aMJIOJUNUHY M TNEPUHAONPHIY, NPUMEHUMBI H K
JeKapCcTBEHHOMY Tipenapaty JlanpHeBa.
AmnognnuH
D dexkTnBHOCTE M 6€30MACHOCTh MPUMEHEHHS aMIJIOIUIIMHA TIPH THIIEPTOHHMYECKOM KpH3e He
yCTaHOBJICHA.
Cepoeunas nedocmamounocms
JleueHne MAIIMEHTOB C CEP/ICYHON HEJJOCTATOYHOCTHIO CIIEIYET MPOBOANUTE C OCTOPOKHOCTHIO.
[Tpu npumenenun amnonunuHa y nanueHToB ¢ XCH III u IV ¢yHkunonaneHoro kiacca mo
knaccupukanmn NYHA BO3MOXKHO pa3BUTHE OTEKa JIETKUX. bIOKaTopbl «MenJIeHHBIX)
kanpiueBbix kaHanoB (BMKK), Bximrodas amiiogMmnuH, HEOOXOAUMO C OCTOPOKHOCTHIO
IPUMEHSTh y MAallMeHTOB C 3aCTOWHOMN CepleYyHOW HEeIOCTaTOYHOCTHIO, B CBS3H C BO3MOXKHBIM

YBEJIMUEHUEM PHUCKa PAa3BUTHUS HEKENATEIbHBIX SIBICHUNW CO CTOPOHBI CEPACYHO-COCYIUCTOM



CUCTEMBI U YBEJTMUEHHUEM PHCKA CMEPTH.

Ileuenounas nedocmamouHocms

VY manueHToB ¢ HapyuieHneM (GyHKIHUU TiedeHH repuo] nonyssiBeaeHus (T2) u miomans mox
KpHUBO# «KoHIeHTpanus-Bpems» (AUC) amioaunuHa yBEIMYMBAIOTCS. PEKOMEHIAIUHU 110
JIO3UPOBAHUIO Tperapara He ycTaHoBiIeHbl. [Iprem amnoaunuaa HeoOX0AUMO HaYaTh ¢ Hanboliee
HU3KUX 703 U COOJIOJaTh Mephl MPEIOCTOPOXKHOCTH KaK B Hayayle JICUCHUsS, TaK W IPHU
yBENMUYEHUHU J03bl. [lalmeHTam C TSOKEION MEYeHOYHON HEJOCTATOYHOCTHIO TMOBBIIIATH J03Y
CJIeTyeT MOCTENEeHHO, 00ecreynBasi TIATEIbHbI MOHUTOPUHT KIIMHUYECKOTO COCTOSIHHUS.
Tayuenmsi noscunozo eospacma

VY manueHTOB MOXHUIIOTO BO3PACTa YBEIMYCHUE JI03BI CIEAYET MPOBOAUTE C OCTOPOKHOCTBIO (CM.
paznmensi 4.2. 1 5.2.).

Iloueunas Hedocmamounocms

[TarueHTHI € TOYEYHON HEJJOCTATOYHOCTHIO MOTYT IPUHUMATh aMJIOJIUIIUH B CTAHAAPTHBIX J103aX.
V3MeHeHus I1a3MEHHBIX KOHIICHTPAIIUH aMJIOUITHHA HE KOPPEITUPYIOT CO CTEIICHBIO TTOYSYHON
HEJOCTATOYHOCTH. AMIIOJIMITHH HE BBIBOJUTCS M3 OPTaHU3Ma ITOCPEICTBOM JUAIH3A.
Ilepunponpuin

T'unepuyscmeumenvrocms/aneuonespomuyeckuti omex (omex Keunie)

[Tpu npumeHeHnn UHTHOUTOPOB ATID, B TOM 4YuCIIe IEPUHIONPUIIA, B PEAKUX CIIyJasX MOKET
HAOJIO/IAThCSl Pa3BUTHE AHTHOHEBPOTHYECKOTO OTEKA JIMIA, KOHEYHOCTEH, T'y0, CIU3HMCTHIX
000J104€K, S3bIKa, TOJOCOBBIX CKIAAO0K W/WiIK ropTaHu (cM. paznaen 4.8.). DTo MOXKeT MPOU30UTH
B 00011 mepuo neuenus. [Ipu mosBieHnu THX CHMIITOMOB MPUEM TIpernaparta J{anpHeBa J0KeH
OBITH HEMEJICHHO MTPEKPAIleH, MaIeHT JOJKSH HAOI0IaThCS 10 TEX TOP, TTOKa MPU3HAKK OTEKa
HE WCYE3HYT NOJHOCTHI0. Ecim OTeK 3arparuBaeT TOJBKO JIMIIO U TYOBI, TO €r0 IMPOSBICHUS
OOBIYHO TMPOXOMAT CAMOCTOSTENTBHO, XOTS JJS JIEYeHHUS CHUMIOTOMOB MOTYT MPUMEHSTHCS
AHTUTHUCTAMUHHBIC TIPETIapaThl.

AHTHOHEBPOTHYECKUN OTEK, COMPOBOXKIAMOIIMNACS OTEKOM TOPTaHH, MOXET TIPUBECTH K
netampHOMY HUcXoay. OTeKk s3bIKa, TOJIOCOBBIX CKIIQJOK HJIM TOPTaHW MOXET TPHUBECTH K
OOCTPYKIIMM ABIXaTeIbHBIX MyTei. [lpu MOSBIEHUU TaKUX CHUMIITOMOB CIIEyeT HEMEIJICHHO
BBECTH TOJKOXHO 3muHedpuH (agpeHanus) B pasBeaenun 1:1000 (0,3 mur wnm 0,5 mor) w/wnm
00ecreYnTh TPOXOJUMOCTh JIBIXaTeNbHBIX TyTed. [lallmeHT JOKeH HaXOAWTHCS TIOJ
MEMIIMHCKUM HAOTIOACHUEM JI0 TTOJTHOTO M CTOMKOTO MCYC3HOBEHUS CHMITTOMOB.

VY nmanueHtoB ¢ orekoM KBHHKE B aHaMHe3€, HE CBS3aHHBIM C TIpUeMOM HHTHOUTOpOB AIID,
MOJKET OBITh TIOBBIIICH PUCK €ro Pa3BUTHUS MPH MPHUEME MPEnapaTroB ITOH TPyNIbl (CM. pa3zien

4.3.).



B penxux cnywasx Ha Qone Tepanuu uHrHOuTOpamMu AIID pa3BuBaiCcs WHTECTHHATHHBINA
AHTMOHEBPOTUYECKHM OTEK (AaHTMOHEBPOTHMYECKUM OTEK KHIlleyHUKa). [Ipu 3TOM y manueHToB
oTMevasach 00Jib B MBOTE KAaK M30JMPOBAHHBIM CUMIITOM WJIM B COYETAaHUM C TOIIHOTOW U
PBOTOH, B HEKOTOPBIX CIy4asx 0€3 MpellIecTBYIOMIEro aHTMOHEBPOTUYECKOTO OTEeKa JIMLIA U TIPU
HOpMaibHOM ypoBHe Cl-3cTepaspl. J[MarHo3 ycTaHaBIMBAaJCS C IMOMOIIBIO KOMITBIOTEPHOU
ToMorpaguu  OpIOIIHOM  TOJOCTH, YJIBTPa3BYKOBOTO HCCIEIOBAaHMA HMIM B  MOMEHT
XUpYypruyeckoro BMemiareabcTBa. CHUMOTOMBI IMPOXOAWIM IOCHIE€ TPEKpaIleHUsl IpUeMa
unruoutopoB AII®. Ilosromy y mnanueHTOB ¢ 00ibI0 B OO0JACTH >KUBOTA, MOIYYarOIIHX
unruoutopsl AI1®, npu nposenenuu nuddepeHanTbHON TUarHOCTUKU HEOOX0IUMO YUYUTHIBATD
BO3MO’KHOCTh Pa3BUTUSI MHTECTHHAJILHOTO aHTHOHEBPOTUUYECKOT0 OTeKa (cM. pazaen 4.8.).
Coeémecmnoe  npumenenue ¢  KOMOUHUPOBAHHBLIMU  JIEKAPCMEEHHLIMU — NPEnapamami,
cooeparcamumu 8ancapman + caxyoumpuin

CoBMecTHOE MpUMEHEHHE TMEepUHIONpUiIa C KOMOMHHPOBAHHBIMU  JIEKAPCTBEHHBIMU
IpenapaTamu, COoAep KallliMU BajicapTaH + CaKyOUTpuUJ, MPOTUBOIIOKA3aHO, TaK KaK IOBBIIIEH
PHUCK pa3BUTHsI aHTHOHEBPOTHYECKOI0 OTeKa (cM. pa3zaen 4.3.). I[lpuMeneHne KoOMOMHUPOBAHHOTO
JIEKapCTBEHHOTO Mpenapara, CoJepsKallero BajacapTal + cakyOuTpuil, BOSMOXKHO HE paHee, ueM
yepe3 36 uacoB mocle MOCIEAHEro mpueMa mepuHjponpuia. [IpumeHeHHe NepUHAONPHIIA
BO3MOXXHO HE paHee, 4eM uepe3 36 4acoB Iociie MpeKpalleHus nprueMa KOMOMHMPOBAHHOIO
JIEKapCTBEHHOTO Mpemnapara, CoAepsKallero BajicapTan + cakyoutpui (cM. pazaenst 4.3. u 4.5.).
[Tpu coBMecTHOM NpUMeHEeHUH UHTHOuTOpoB AIID ¢ ApyrumMH MHTHOMTOpaMHU HENpPUIM3HHA
(HampuMep,  paleKkajoTpWiIOM) TakKe MOXKeT ObITh  MOBBINIEH  PHCK  Pa3BUTHUSA
AHTMOHEBPOTHUYECKOTO OTeKa (cMm. paszmen 4.5.). Y maiueHTOB, MOJIYYalomUX MEPUHIOTPHIL,
nepes HayajioM JIEYEHUS MHTUOMTOpaMHM »SHKe(daauHa3bl (HampuMep, paiekagoTpUiIoM)
HE00XO0IMMO MTPOBECTHU TIATENBHYIO OLIEHKY COOTHOILLIEHUS «I10JIb3a — PHUCK.

Cosmecmnoe npumenenue ¢ uneubumopamu mTOR (mammalian Target of Rapamycin — muwens
PaAnamMuyuna MIeKonumaowux) (Hanpumep, CupoIUMyCcom, 28ePOaUMYCOM, MEMCUPOIUMYCOM)
[lpu coBmectHOM mpuMeHeHHH HHTHOUTOpPOB AIID ¢ wmaHrHOutopamm MTOR (Hampumep,
CHUPOJIMMYCOM, 3BEpPOJUMYCOM, TEMCHPOJIMMYCOM) MOXKET IIOBBIIIATBCA PHUCK pa3BUTHUSA
AQHTMOHEBPOTUYECKOT0 OTeKa (HampuMep, OTE€K BEPXHUX IbIXAaTENbHBIX MyTeH MM s3bIKAa C
HapylieHneM (QyHKLUU JbIXaHus WiK 0e3 Hero) (cM. pasnen 4.5.).

Anaghunaxkmouonule peaxkyuu npu nposedenuu agepesa JIINTHIT

B penkux ciydasx y maleHToB, nonyvaromux uHruoutopsl AII®, mpu nposeaeHuun adepesa
JIIIHIT ¢ wucnonb3oBaHMEM JE€KCTpaHa cylbdaTa MOTYT pPa3BUBATbCA YIPOXKAIOUIME KU3HU
aHapuiakTouHble peakuuu. [ns mpenorBpaiieHus aHapUIAKTOMTHOW pEaKLUUU CIETyeT

BPEMEHHO NPEeKpaTUTh Tepanuio naruoutropom AIID nepen kaxaoii nmporeaypoit adepesa.



Anaghunaxkmouonvle peaxkyuu npu nposedeHul 0eceHCcUuoOUIU3ayul

HmeroTcs OoTHeNnbHbIE COOOIIEHUS O Pa3sBUTHHM aHA(QWIAKTOMIHBIX PEaKIUil y MaIMeHTOB,
noiyvaromux HHruoutopsl AII® Bo Bpems JeceHCHOMIM3UPYIONIEH Tepanuu (HampuMmep, sioM
MEPETNOHYATOKPBLIBIX HACEKOMBIX ). Y ATHX K€ MAaIMEHTOB aHA(PUIAKTONIHOM peakIiy yIaBaloCh
n30eKaTh IMMyTeM BPEeMEHHOU OTMEHbI HHruOuTOpoB AII®D, a npu cinydailHOM MpueMe mperapara
aHa(UIAKTOUHAS PEAKLIMsl BO3HUKAJIA CHOBA.

Hetimponenus/acpanynoyumos, mpomooyumonenus u anemus

Hmerotcst cooOmieHust 0 pa3BUTHS HEUTPONECHUH/arpaHyIo0UTO3a, TPOMOOIIUTOIIEHUU U aHEMUU
Ha (oHe mpuema MHruOuUTOpoB AIID. ¥V manmeHToB ¢ HOpMaIbHON (YHKIHMEH MOYEK M TPH
OTCYTCTBHUH JIPYTUX COMYTCTBYIOIIMX (PaKTOPOB HEUTPOIIEHUS pa3BUBAETCS PENIKO.

C xpaiiHEll OCTOPOXKHOCTBIO CIIEIyeT TPUMEHATh TEPUHIONPHI Ha (OHE CHUCTEMHBIX
3a00/IeBaHUN COEOUHUTENBHON TKaHM, a Takke Ha (OHE MpUeMa HMMYHOJEIPECCAHTOB,
AJTOMYPUHOJIA WU MPOKAauHAMK/1a, 0COOCHHO Y MAIlMEHTOB C HAPYIICHHON (YHKIIHEH MOYeK.

Y HEKOTOPHIX MAMEHTOB BO3HUKAIH TsDKENble WHPEKIMOHHBIC 3a00JI€BaHMs, B PsJie CIydacB
YCTOMYMBBIE K MHTEHCUBHOM aHTHOMOTHUKOTepanuu. [Ipu nmpUMEHEHUH MEpUHIONpHUIAa TaKUM
NarueHTaM PEKOMEHAYETCS MePHUOIUYECKH KOHTPOIUPOBATh KOIUYECTBO JICUKOLIUTOB B KPOBU.
[TarueHTHl JOMKHBI COOOMIATH Bpadyy O JIOOBIX MpH3HAKax WHGEKIHOHHBIX 3a00JeBaHUN
(Harmpumep, 6011b B ropJe, TMX0pPaaKa).

Penosackynapnas eunepmensus

Y nanuMeHToB ¢ JABYCTOPOHHUM CTEHO30M IIOYEYHBIX AapTEPUN WM CTEHO30M apTepuu
€MHCTBEHHON (YHKIIMOHUpYIONIeH ouku Ha ¢oHe Tepanuu nHruOutopamu AIID Bo3pactaeT
PHUCK pa3BUTHUS apTepHAIbHOM T'MIOTEH3UM U MOYEYHON HelocTaTo4HOCTH. [Ipuem nnypeTtukos
MOKET OBITh JOTOJHUTEIHHBIM (aKTOPOM pucka (cM. pazaen 4.3.). Yxyamienne GyHKIUNA MOYEK
MOKET HaOJIoAaThcs yKe MpU HE3HAUMTEITbHOM HW3MEHEHWHU KOHIIEHTPAllUd KpeaTWHHWHA B
CBIBOPOTKE KPOBH, JIaXK€E Y NAIL[UEHTOB C OJHOCTOPOHHUM CTEHO30M I0YEUHON apTepUN.
/sotinas baoxaoa penun-aneuomenzur-arboocmeporosotl cucmemvl (PAAC)

Wmerorcss naHHble 00 YBETMYEHWHM pHCKAa BO3HUKHOBEHHS apTepUalbHOW THMIIOTEH3UH,
TUTEpKATMEMUH U HapylIeHus (pyHKINU MoYeK (BKIIIOYast OCTPYIO MOUYEYHYIO HEIOCTATOUHOCTD )
npu coBMecTHOM mpuMeHeHMH HHTHOUTOpoB AIID ¢ APA Il mnm amuckupenHoM. Ilostomy
nBoiiHas 6mokana PAAC mocpeactBoMm coBMecTHOTO npuMeHeHust THruoutopos AIID ¢ APA I
WIM aJIUCKUPEHOM He pekomeHayercst (cMm. pasgensl 4.5. u 5.1.). Eciun nBoitHas Onoxana
abCOoIIOTHO HEOOXO0JMMA, TO ATO JOJKHO BBITOJIHATHCS 10/ CTPOIMM HAOIIOICHUEM CIIEIUaTUCTa
[IPH PETYIISIPHOM KOHTPOJIe PYHKIIMH MOYEK, KOHIIEHTPALIUU AJICKTPOIMTOB B KpoBU U AJI.
[Tpumenenune unruoutopoB AIID B coueranuu ¢ APA Il mpoTuBOmoOKazaHo y MalMeHTOB C

nrabeTndeckoil HepponaTuel U HE PEKOMEHIYETCs y APYTHuX MAlMeHTOB (CM. pasznensl 4.3. u



4.5.).

Ilepsuunwiii cunepanboocmeponusm

[TaniieHTHl € MEPBUYHBIM THUIEPATBIOCTEPOHU3MOM, KaK MPaBUIO, HE BOCIPUUMYHUBBI K
AHTUTUIIEPTCH3WBHBIM TIpernaparamM, JIEHCTBUE KOTOPHIX OCHOBaHO Ha wHruOupoBanuu PAAC.
[ToaTomMy mprMeHeHHe MpenapaTa y TaKUX MalueHTOB He PEKOMEHTy€eTCS.

Apmepuajsza;l CUNOMEH3UA

Nuru6uropsr AII® moryT BeI3BIBaThH pe3koe cHmxkenne AJl. Cumnromarndeckas apTepualibHas
TUIOTEH3UsI PEIKO pa3BHUBAETCA Yy IMalMEHTOB 0e3 COMyTCTBYIOMIMX 3aboneBaHuii. Puck
Ype3MepHOro CHIKEeHUs AJ| NoBBINIEH y MNauueHToB co cHWKeHHbIM OLIK, uyto Moxer
OTMeEUaThCs Ha (OHE Tepamnuu JUYPETUKAMH, NPH COOJIFOJCHUU CTPOrOd OECCONeBOW TUETHI,
reMoauanuse, Auapee M pBOTE, a TAKXKE Yy MAIlMEHTOB C TsKeNoil creneHbto AT ¢ BhICOKOU
AKTUBHOCTBIO peHUHA (cM. pa3zaensl 4.5. u 4.8.). Y MalueHToB ¢ MOBBIILIEHHBIM PUCKOM Pa3BUTHUS
CUMITOMATUYECKON apTepualbHON TMIIOTEH3UU HEOOXOAMMO TIIATEIHbHO KOHTPOIHpoBaTh AJl,
(GYHKIMIO TIOYEK U COACpIKAHUE KAl B CHIBOPOTKE KPOBH BO BpEMs TE€paluu JICKAPCTBEHHBIM
npenaparoM /lanbHesa.

[TonoOHBIN MOAXOA MPUMEHSETCS U Y MAIlMeHTOB CO CTEHOKapAuen W 1epeOpOoBacKYISIPHBIMU
3a00/IeBaHUSMHU, Y KOTOPBIX BBIpAKEHHAs apTepuajbHas TUIOTEH3HMs MOXET IMPUBECTH K
MH(papKTy MUOKap/ia WK HapyLUIEHUIO MO3TOBOT0 KpPOBOOOpAIIEHUSI.

B ciyuae pa3zBuTust apTepHalIbHON TUTIOTEH3UM MAIIMEHT JOJIKEH OBITh TIEPEBE/ICH B MOJIOKEHNE
«J1eXa» Ha CIUHE C MPUIOAHATHIMU Horamu. [Ipu HeoOxoaumocTu crnemayeT BocrnoaHuTh OLIK
npu nomolu BHyTpuBeHHOro BBeaeHus 0,9 % pactBopa Hatpus xiuopunaa. [Ipexonsmas
apTepuaibHas TUTIOTCH3Us HE SIBIIACTCS TMPEMSTCTBUEM ISl JaJIbHEHINIEro MpueMa Ipernapara.
[Tocne BoccranoBnenus OLIK u Al teuenne MOKeT ObITh TTPOIOJKEHO.

Mumpanvuuiii cmenos/aopmanshutii cmenos/I OKMIT

[Tepunmonpun, kak u apyrue UHrHOuTOphl AIID, MOMKEH C OCTOPOKHOCTHIO HA3HAYATHCS
nanueHTaM ¢ OOCTpYKIMEH BBIXOJHOTO TpaKTa JIEBOrO JKelyJouka (aopTalbHBI CTEHO3,
["OKMII), a Taxxe manueHTaM ¢ MUTPAJIbHBIM CTEHO30M.

Hapywenue ¢pynxyuu novex

[Taruentam ¢ moweunoi  HemoctarouHocThio (KK <60 min/mMuH)  pekoMeHayercs
WHIUBUIYATbHBIA TOAOOP 103 amijoAunuHa W mepuHponpmwia (cMm. pazgen 4.2.). Taxum
MalUeHTaM HEOOXOUM PETYJISIPHBIN KOHTPOJb COJEPIKAHUS Kadusl U KpeaTHHUHA B CHIBOPOTKE
KpoBH (cM. paznen 4.8.).

Y mnauMeHToB ¢ JBYCTOPOHHHUM CTE€HO30M I[IOYEUHOM apTepud WM CTEHO30M apTepuu
€IMHCTBCHHOW TMOYKH Ha ¢oHe Tepanuu uHruoutopamu AllD BO3MOXHO TOBBIIICHUE

KOHICHTPAIMX MOYCBHUHBI U KPCATHUHHWHA B ChIBOPOTKE KPOBH, 0OBIYHO Ipoxoadaee Npu OTMEHE



tepanuu. Yame 3TOT 3¢p(deKkT oTMedaercs y MalUeHTOB C IMOYEYHOM HEIOCTaTOYHOCTHIO.
JlononHuTeNbHOE HAIMYUE PEHOBACKYJIIPHOM TMIIEPTEH3UU 00YCIaBIMBAET MOBBIIIEHHBIN PUCK
pPa3BUTHS TSDKEJIOM apTEpPUAIbHONM THUIIOTEH3UM W IOYEYHOM HEIOCTaTOYHOCTHM Y TaKUX
MallUEeHTOB.

VY HeKOoTOphIX ManueHToB ¢ Al 6e3 MpU3HAKOB MOPaXKEHUS COCYJ0B TOYEK BO3MOYKHO MOBBIIICHHE
KOHIICHTPALlM MOYEBHMHBI U KpEaTHMHHWHA B CHIBOPOTKE KPOBH, OCOOCHHO NMPH OJHOBPEMEHHOM
Ha3HAYEHUH MEPUHIONPUIIA C AMYPETUKOM, OOBIYHO HE3HAYUTEIBHOE U Mpexosamee. Yare 3ToT
3¢ dexT oTMedaeTcs y MalMeHTOB ¢ MPeIIIeCTBYIOUM HapylleHneM GyHKIUH TOYeK.
Ileyenounas neoocmamounocmo

B penxux cinyyasx Ha ¢one npuema nHruoutopoB AIID Bo3HHMKaeT XoJecTaTHUECKas KeNTyxXa.
[Ipu mporpeccupoBaHUM 3TOTO CHHAPOMAa BO3MOXKHO pa3BUTHE (YJIbMHHAHTHOTO HEKPO3a
MIEYEHU, UHOTJA C JIETAIbHBIM MCXOAOM. MeXaHU3M pa3BUTHs ITOr0 CHUHApoMa HesceH. [lpu
MOSIBJICHUH >KENTYXH WM 3HAUUTEIBHOTO MOBBIIIEHUS aKTUBHOCTH «II€YEHOYHBIX» (JEPMEHTOB Ha
¢done npuema nHrHOUTOPOB AIID manpeHTam ciaeayeT NpeKpaTuTh MPUEM Ipernapata (CM. pasen
4.8.) 1 HaXOQUTHCS M0/ COOTBETCTBYIOLIMM HAOIIOACHUEM Bpaya.

Omuuueckue paznuyusl

VY manueHTOB HErpOMIHOI pachl yalle, YeM y MpeJCTaBUTeNel IpYyrux pac, Ha (oHe mpuema
uHruoutopos AIl® pa3BuBaercs aHTHOHEBPOTUUYECKHM OTEK.

[Tepunnonpuin, kak U gpyrue UHruoutopsl AIl®D, Bo3MOXKHO, OKa3bIBAET MEHEE BBIPAXKEHHOE
AQHTUTUIIEPTEH3UBHOE JCHCTBME Yy MAIMEHTOB HETPOMJIHOM packl 10 CpPaBHEHUIO C
IpPEeJCTaBUTENISIMU APYTHX pac. Bo3aMoxkHO, 3TO pazinuuue 0OyCIIOBIEHO TEM, YTO y MAlMEHTOB
HerpouIHOM packl ¢ Al yaie oTMevaeTcs HU3Kasi akTUBHOCTh pEHUHA.

Kaweno

Ha ¢one tepanuu uarunouropom AIID MoxkeT BO3HUKATh CyXo# Kamienb. Kamens JMTenbHO
coxpaHsercd Ha (hOHe Impuema IMpernaparoB TON TPyHIbl M HUCUE3aeT MOCIe UX OTMEHBL. DTO
ClIeIyeT yUYUTHIBaTh NP MPOBEACHUN JU(depeHInaTbHON TUarHOCTUKY KalllJIs.

Xupypeuueckue emewamenbcmea/obuias anecmesus

VY nanuMeHToB, KOTOPHIM IIJIAHUPYETCS NMPOBEJCHHE OOIIMPHBIX OMNepaluid WM MPUMEHEHHE
CPEICTB AHECTE3UH, BBI3BIBAIOIINX APTEPUATbHYIO THUIOTEH3UIO, MEPUHAONPHI MOMKET
OyokupoBaTh oOpa3oBaHue aHruoreHsuHa Il Ha ¢oHEe KOMIEHCATOPHOIrO BBICBOOOXKIEHUS
peHuHa. JleueHue ciexyeT MpeKpaTUTh 3a CyTKH A0 omnepauuu. [Ipu pasButum aprepuaibHOU
TUIIOTEH3MH 110 YKa3aHHOMY MEXaHu3My cieayeT nojaepxusarbh A/l myrem Bocnionnenust OLK.
T'unepranuemus

['unepkanuemMusi MOXET pa3BUBATHCA BO BpeMs JiedeHus: nHruOuTopamu All®D, B ToM uucie u

nepunponpuioM. @akropaMd pUCKAa pa3BUTHSA TUNEPKAIUEMUU SBISAIOTCA  MOYeyHas
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HEJI0OCTaTOYHOCTh, YXYIIeHHE (YyHKIMHU TOYEK, Bo3pacT crapmie 70 jeT, caxapHbId auaderT,
HEKOTOpPbIE COMYTCTBYIOLIME COCTOSIHUSL (merujparanus, octpas jgexommencauus XCH,
METabOIMYECKUN anua03), OJHOBPEMEHHOE MPUMEHEHHE KaTHicOeperaronmx IuypeTHKOB
(HampuMmep, CIUPOHOJIAKTOH, SIJIEPEHOH, TPUAMTEpEH WM aMUJIOPU), MPENapaToB Kaaus WU
KaJUicoiepKalluX 3aMEHUTeNel MOBapeHHOM COJd, a TaKKe NMPUMEHEHHE IPYTUX MpernapaTos,
CIOCOOCTBYIOIIUX IMOBBIIICHUIO COJEPKaHUS Kallus B IJIa3M€ KPOBH (Hampumep, rernapuH, Ko-
TPUMOKCA30J, TaKXKe HW3BECTHBIM Kak KOMOWHAIUS CyJIb(paMeToKca3on ~+ TPUMETOIPHM).
[IpumeneHue mpemapaToB Kajus, KaluicOeperawmux IHypeTUKOB, KaJuiicoaepKaimux
3aMEHUTENIeH MUIIEBOW COJM MOXKET MPHUBECTH K 3HAUYUTEIBHOMY MOBBIIICHUIO COJCpPKAHUS
KaJIusl B KPOBU, OCOOCHHO Y MAIIMEHTOB CO CHMKECHHOW (YHKITHEH TToUeK. [ uiepkaaTneMusi MOKeT
MIPUBECTHU K CEPbE3HBIM, HHOT 1A (haTaIbHBIM HAPYIIEHUAM CEPIeYHOTO puT™Ma. Ecii Heobxoaumo
COBMECTHOE MPUMEHEHHE MEPUHIONPHIIA U YKa3aHHBIX BBIIIE MPENaparoB, JIEYCHUE IOJHKHO
MPOBOAUTHCA C OCTOPOXKHOCTHIO Ha (JOHE pEeryjasipHOro KOHTPOJIS COJIEp)KaHUSA Kalus B
CBIBOPOTKE KpOBH (CM. pazaen 4.5.).

Tlayuenmui ¢ caxapnvim ouabemom

[Ipy Ha3HaueHMH TMpenapaTa MaUEHTaM C  CcaXxapHbIM  IuUabeToM,  MOJIyYaroIIuM
TUIOTIMKEMHYECKHUE CPeACTBa AJis MpUeMa BHYTPb WJIM MHCYJIHMH, B T€UYEHHE MEPBOr0 Mecsia
Tepanuyu HEOOXOIUMO THIATEIHHO KOHTPOJUPOBATH KOHIIGHTPAIIUIO TIIFOKO3BI B KPOBU (CM.
pasaen 4.5.).

IIpenapat JlagprHEeBa

OcoOble ykazaHus, KacarIruecs aMJIOAUINHA U IEPUHIONPUIIA, OTHOCATCS U K JIEKAPCTBEHHOMY
npenapary JlaibHeBa.

Jlexapcmeennvle 83aumooeticmsus

CoBMecTHOE TpPUMEHEHHUE JIEKapCTBEHHOro Imnpenaparta JlanbHeBa C mpenapatamu JIUTHUA,
KanuiicoeperamimMu JTUypeTHKAMU, KaTHCcoAepKalliMU 3aMEHUTESIMU WX TAHTPOJICHOM He
pexkoMeHyeTcs (cm. pazaen 4.5.).

BcnoMorarensHble BEIECTBA

JlanHblii mpenapat cofep XUt MeHee 1 Mmoutb (23 Mr) HaTpus Ha OJHY TabJIETKY, TO €CTh, IO CYTH,
HE COJEPKUT HATPHSI.

4.5. B3aumMojgeHcTBME C JAPYIHMH JIEKAPCTBEHHBIMHM IIpenaparamMd W JApyrue BH/bI
B3aMMO/JAEHCTBUA

Amnoounun

KoMOnHamuu, me PEKOMCHAYCMBIC K IIPUMCHCHUIO

Jlaumponen (6Hympusennoe 6sedeHue)

Y nabopaTopHBIX KUBOTHBIX OBLIIM OTMEUYEHBI clydau GUOPHILISAINH JKETYTOUYKOB C JIETATbHBIM
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UCXOOM M KOJUIalicOM Ha (OHE NPUMEHEHHUs BepalaMuia W BHYTPUBEHHOI'O BBEACHUS
JIAHTPOJICHA,  CONPOBOXKJIABIIMECS  TIUIEpKaaueMuend. BceneacrBue  pucka  pa3sBUTHUSA
TUIIEPKAJIMEMHUH CIIEAYyeT UCKIIOUNTh coBMeCcTHBIN nTpueM bMKK, B Tom uncne amnogunuza, y
NAIMEHTOB, IOABEPKCHHBIX 3J0KAYECTBEHHOW THUIEPTEPMHUM, a TaKKe IIPU JICUYCHUU
3JI0Ka4E€CTBEHHOM T'MIIEPTEPMUH.

Coueranus mpenaparos, Tpedviolme 0codoro BHUMAaHUs

Hnoyxmoper  usogpepmenma CYP3A4: mnpu COBMECTHOM TPUMEHEHHH C W3YYCHHBIMH
uaaykropamu uzopepmenta CYP3A4 koHIeHTpanus amjIOJWIIMHA B IJIa3ME€ KPOBHU MOIKET
BapbupoBaThes. [loaToMy HE0OX0aMMO KOHTpOIHpPOBaTh AJl M KOppEeKTUPOBATH 103y Mpernapara
KaK BO BpeMs JIEUEHHUs], TaK U MOCJIE COBMECTHOTO MPUMEHEHUSI (B YACTHOCTH, IIPU COBMECTHOM
NPUMEHEHUH C CHJIbHBIMH HHAyKTOpamu nzodpepmeHta CYP3A4 (Ttakumu kak pudaMmuimH,
npenapaTsl 38epo00si IPOABIPSIBICHHOTO).

Hneubumopuol uzoghepmenma CYP3A4: coBMECTHOEC TPUMEHEHUE aMIIOUIINHA U CHIIBHBIX JINOO
yMepeHHbIX HHrHOnTopoB m3odepmenta CYP3A4 (MHrHOUTOPHI MTPOTEas3bl, IPOTHBOIPUOKOBEIE
npenaparsl TPYIIbl A30JI0B, MaKpOJIWIbL, HApUMEpP, SPUTPOMULMH WIM KIAPUTPOMHULIUH,
BeparmaMuil Uid JUITHA3eM) MOXKET MPUBECTU K CYIIECTBEHHOMY YBEITUYECHHUIO KOHIECHTpPALUU
amnoaunuHa. KnuHudeckue nmposBIeHUs yKa3aHHBIX (PapMaKOKWHETUYECKHX OTKIOHEHUIH MOTYT
ObITh 0OJIeE BBIPRKEHHBIMH Yy TMAlMEHTOB MOXHWIOTO BO3pacTa, B CBA3M C YEM MOXKET
noTpedOBaTbC MOHUTOPUHI KJIMHUYECKOTO COCTOSIHHUS M KOPPEKUUS J03bl. Y MAalMeHTOB,
NPUHUMAIOIIUX aMJIOJIUIIUH OJHOBPEMEHHO C KJIAPUTPOMHIIMHOM, MOBBIIIEH PUCK Pa3BUTHUS
aprepuanbHOil runoteH3uu. CreayeT NpOBOAUTH TIIATENbHOE HAONIOJEHHE 3a COCTOSHUEM
NAUEHTOB, IPUHUMAIOIIUX aMJIOJUIIUH OJJHOBPEMEHHO C KJIAPUTPOMULIMHOM.

Coueranus nperapaTos, TDG6VIOIHI/I€ BHUMAaHUA

AMIIOMIIMH ~ YCWIMBaeT  THUIOTEH3MBHOE  JieficTBMe  mpemapaToB,  OOJIaJarolIuX
AQHTUTUIIEPTEH3UBHBIM JICHCTBUEM.

Takponumyc: CyHIeCTBYET PUCK yBEITMYCHHUS CHIBOPOTOYHOH KOHIICEHTPAIIMH TaKpOJIMMYCa IPH
OJTHOBPEMEHHOM TIPUMEHEHUH C aMJIOTUITHOM. Bo n30exanne pa3BuTHS TOKCHIecKuX 3 dexTon
TaKpOJIMMyca IpPH COBMECTHOM MPUMEHEHMHM OJTHX IpenapaToB TpeOyeTcsi MOHUTOPHUHT
CBIBOPOTOYHOM KOHIIEHTPALMU TAKPOJIUMYCa U KOPPEKIIMS €ro 1035l PU HEOOXOTUMOCTH.
Hneubumoper mTOR: narunéutopsr MTOR, Takne Kak CHPOTUMYC, TEMCHPOIHMYC U IBEPOITUMYC,
aBIsIOTCS cyoctpaTtamu uzopepmenta CYP3A. AMionunuH sSBISETCS CIa0bIM HHTHOUTOPOM
uzopepmenta CYP3A. Ilpu coBMECTHOM NPUMEHEHUH AaMIIOJUIMH MOXKET YBEJINYMBAThH
sKCHOo3UuLMI0 HHruouTopoB MTOR.

Huxnocnopun: nccieaoBaHus B3aUMOICHCTBHS LIMKJIOCTIOPUHA U aMJIOAUIINHA HE IPOBOIMIINCH Y

3IOPOBBIX J0OPOBOJIBLIEB WJIM B JPYrHX TpYMIax HaceJIeHHs, 3a HMCKIIOUYEHHUEM MalleHTOB,
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MEPEeHECHINX TPAHCIUIAHTALMIO TIOYKH, Y KOTOPHIX OTMEeYallaCh BapuaOeNbHOCTh IMOBBIIICHUS
HAMMEHBIIIMX KOHIICHTPAIMI MUKIOCIOpUHA B TuiazMe KpoBu (B cperarem ot 0 % mo 40 %).
Crnenyet paccMOTpPETh BO3MOKHOCTh KOHTPOJISI KOHLIEHTPALMH LIMKJIOCIIOPUHA B I1JIa3M€ KPOBH Y
MAlUMEHTOB MOCJI€ TPAHCIUIAHTALMY [TOYKHA IIPU OJHOBPEMEHHOM NPUMEHEHHUH C aMJIOJUIIMHOM.
[Tpu HEe0OXO0IMMOCTH 1032 LIMKJIOCTIOPUHA JIOJIKHA ObITh CHUKEHA.

Cumeacmamun: TIpU COBMECTHOM IIPUEME HECKOJIBKMX /03 amjoaunuHa 1o 10wmr u
cumBactaTiHa 10 80 Mr OBLJIO OTMEUYEHO YBEJIMYCHHE SKCIO3UIMU cHUMBacTatuHa Ha 77 % 1o
CPaBHEHUIO C M30JMPOBAHHBIM IIPUEMOM CHUMBACTaTHHA. Y NAUUEHTOB, PUHUMAIOIINX
aMJIOJIUIIMH, CJIEAYET OTPAaHUYUTh IPUEM CUMBAcTaTuHA 10 20 MI' B CYTKH.

Lpyaue kombunayuu 1exapcmeennvlx cpeocme

B xon1e KIMHUYECKUX UCCIEA0BAHUM JICKAPCTBEHHBIX B3aUMOAECHCTBUI aMJIOAUITMH HE OKa3bIBaJ
BIUSHUS Ha (PapMaKOKWHETUKY aTOpBacTaTHHA, IMTOKCHHA, BapdapruHa WIH HUKIOCIIOPUHA.
CoBMecTHBII MpueM aMJIOJUINHA U yIOTpeOIeHe rpeindpyToB Wi rpern@pyToBOro coka He
PEKOMEHAYETCs B CBS3U C BO3MOKHBIM IOBBILIEHHEM OMOIOCTYITHOCTH aMJIOJIUIIMHA Y HEKOTOPBIX
MAIMEHTOB, YTO, B CBOIO OYEPE/Ib, MOKET IMIPUBECTHU K YCHUIICHUIO dPPeKToB cHIKeHHsT A/l
Ilepunoonpun

JlaHHble KIMHUYECKUX HUCCIIEIOBAaHUMN MOKA3bIBAIOT, 4TO NBOIHas Onokana PAAC B pesynbrare
OJIHOBpeMeHHOro npumeHeHuss uHruOutopoB AIID, APA Il unm anuckupeHa npUBOIUT K
YBEJIMUEHHUIO YacTOThl BO3HMKHOBEHMSI TaKUX HEXKENATEeNIbHbIX pEeaklMi, Kak apTepualbHas
TUIOTEH3MsI, TUNEpKaIMeMusi W HapylleHus (QYHKUUMU HOYeK (BKJIKOYas OCTPYI0 MOYEUHYIO
HE/I0CTaTOYHOCTh), TI0 CPAaBHEHMIO C CUTYalUsIMH, KOTJla IPUMEHsETCs] TOJIbKO OJMH Ipernapar,
Bo3aeticTByromuii Ha PAAC (cm. pasnaenst 4.3., 4.4. u 5.1.).

HeKaDCTBeHHBIC Cp€ACTBA, BHI3BIBAOINE T'MTICPKATITHEMHUTIO

HexoTtopsie mpenapaTsl MOTYT YBEJIMUMBATh PUCK PAa3BUTHUS TUIEPKAIMEMUU: aIUCKUPEH, COJIU
Kanus, KanuiicOeperatomiue auypetuku, uHruoutopel AIID, APA Il, Hecrepouansie
npotuBoBocnanuTenbubie npenapatsl (HIIBII), remapunbl, ©MMyHOAENpecCaHThl (Takue Kak
IIUKJIOCTIOPHH WJIH TaKPOJIMMYC), TPHMETOIIPHM H JIEKapCTBEHHBIE MPETIapaThl, COJIEpKAIIue KO-
TpUMOKca301 ((pukcupoBaHHast KOMOMHALUS CyIb(paMeTokca3ona u TpumeTonpuma). CoueraHue
3THUX MPENapaToB MOBBIIIAECT PUCK PA3BUTHS THIIEPKATUEMUH.

O}IHOBDCMGHHOG INPpUMCHCHHUEC NMMPOTHUBOIIOKA3aHO

Anuckupen u 1ekapcmeenHvle npenapamol, cooepicaujue arucKupeH

CoBMecTHOe mTpuMeHeHne uHTHOMTOpoB AIID c mpenaparamu, coaepKamliMU alIUCKHPEH,
MMPOTHUBOIIOKA3daHO Yy IMAIUCHTOB C CaxXapHbIM III/IHGCTOM I/I/I/IJII/I YMCPCHHBIM HJIU TAXKCIIBIM
HapymenneM QyHkimn nodek (CK® < 60 mu/mun/1,73 M? miomaaym MOBEPXHOCTH Tena) (CM.

pasmen 4.3.). BospactaeT pucK pa3BUTHs TUIECPKATMEMUH, YXYIIICHUS (YHKIIMH TIOYEK,
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CEepAEUHO-COCYIUCTOM 3a00JI€Ba€MOCTH U CMEPTHOCTH.

IKcmpakopnopanvhas mepanus

OKCTpakoprnopajbHble METOJbl JICYEHHs, BEAYLIUE K KOHTAKTY KpPOBH C OTPHULATEIBHO
3apsDKEHHBIMU TIOBEPXHOCTSIMM, TaKM€ KaK JUAIN3 MM reMo(UiIbTpanus ¢ UCHOJIb30BaHUEM
HEKOTOPBIX BBICOKOIPOTOYHBIX MeMOpaH (HampuMmep, MOJIMAKpUIOHUTPUIIOBBIX), WK adepes
JITHIT ¢ ucrionp30BaHMEM JEKCTpaHa Cyib(ara, MPOTUBOMOKA3aHbl U3-32 YBEIMUYCHHS PHCKa
Pa3BUTHS TSOKENIBIX aHAPUIAKTOUIHBIX peakiuii (cM. paszaen 4.3.). Ecnu nanuenty Heobxoauma
JKCTPAaKOpIIOpajbHas Tepamus, CICILyeT PacCMOTPETh BO3MOXKHOCTH MCIIOJNB30BaHMUS JPYroro
TUIA JUATM3HOW MEeMOpPaHbl WM JPYToro Kjacca aHTUTUIEePTEH3UBHbIX IIPenapaToB.
Cosmecmnoe  npumenenue ¢  KOMOUHUPOBAHHBIMU  JIEKAPCHMBEHHLIMU — NPenapamami,
codeporcawumu eancapman + cakyoumpun

CoBMecTHOE TNpUMEHEHUE MEpPUHJIONpUIa C KOMOMHAaIMed BajicapTaH + CakyOMTpHII
IPOTHBOIIOKA3aHO, TaK KakK I10JIaBJICHHWE HENpWIN3MHA Ha ()OHE COBMECTHOIO IPUMEHEHMS
uHruoutopa AII® MOXeET yBEIUUUTh PUCK PA3BUTHS aHTMOHEBPOTHYECKOTO oTeKa. [Ipumenenne
KOMOUMHAIMK BajicapTaH + CaKyOMTpHII, BO3MOXKHO HE paHee, yeM yepe3 36 4acoB Mocie nprueMa
nocjaeaHen 103sl nepunaonpuia. [Ipumenenne nepuHaoNpUiIa BO3MOXKHO HE paHee, YeM 4epes
36 yacoB mocie npuema MociegHen 1036l KOMOMHALMY BajcapTaH + cakyOUTpuIl (CM. pa3zienbl
43.u44.).

KOM6I/IHaIII/II/I, HE PEKOMCHAYEMBIC K IPUMCHCHHUIO

Anuckupen u 1ekapcmeenHvle npenapamsi, cooepacaujue arucKupeH

Y npanMeHToB, HE UMEIIIUX CcaxapHOro JAuabera WM HapylleHus (YHKIMM IO0YeK
(CK® < 60 mn/mur/1,73 M? mnuomamu TOBEPXHOCTH Teja), TOBHIIIAETCS PUCK Pa3BHTHS
TUIEpKAIMEMUH, YXYIUIEHUs] QYHKIUM MOYEK U IMOBBIIIEHUS YacTOThl CEPAECYHO-COCYUCTOM
3a00J1€Ba€MOCTH U CMEPTHOCTH (cM. pazaen 4.4.).

Couemanue mepanuu c uneuoumopamu AIID u APA Il

[To umeromuMcs TUTEPaTYpPHBIM JAHHBIM, Y TAIIUEHTOB C YCTAaHOBIJIEHHOM aTepOCKIEPOTHIYECKON
00J1€3HbI0, CepAEUHON HEAOCTATOYHOCTHIO WIJIM CaxapHbIM JIMAa0ETOM C MOpa)KEeHHEM OpPIraHOB-
MUILEHEH COBMECTHOE NpuUMeHeHne MHruoutopoB nHruOutopoB AIID u APA II mpuBoautr k
YBEJIMYEHUIO YacCTOThl PA3BUTUSl apTepUAIbHOW TUIMOTEH3WH, OOMOpOKa, THUIEPKATUEMHUU H
yXyAmeHus: QyHKIUU MoYeK (BKJI0Yas OCTPYIO MOYEUHYIO0 HEJAOCTAaTOYHOCTH) M0 CPAaBHEHUIO C
CUTyallMsIMH, KOTJa TPUMEHSIETCS TOJbKO OJMH TIpemnapar, Bo3aehcTByrommii Ha PAAC.
[Tpumenenue nBoitHo# Onokaasl PAAC (Hanpumep, olHOBpeMEHHBIH pueM HHruouTopos AIlD
u APA II) nomkHO OBITh OTpaHUYEHO €AUHUYHBIMU CIY4asiMU CO CTPOTMM KOHTPOJIEM (YHKIIUU
MOYEK, COJIEP KaHMs Kanus B ria3me Kpou v AJl (cm. pazaen 4.4.).

Aempamycmun
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CoBMecTHOE MPUMEHEHHE MOXET MPUBECTH K TMOBBIINICHUIO PUCKA Pa3BUTHS HEXKeJIaTeNbHBIX
peaxkiuii, TAKMX KaK aHTMOHEBPOTUUYECKUI O0TeK (0oTek KBHHKe).

Ko-mpumoxkcason (cynvgpamemoxcaszon + mpumemonpum)

[Ipy coBMECTHOM MPUMEHEHUHU C KO-TPUMOKCA30JIoM (Cyib(haMeTokca3osl + TPUMETOIPUM)
MOJKET MOBBIIIATHCA PUCK PA3BUTHS rumnepkanueMuu (cm. paszaen 4.4.).

Kanuiicbepezarowue ouypemuxu (nanpumep, mpuammepen, amuiopuod) u coiu Kauius
['unepkanuemus (C BO3MOXXHBIM JIETaJIbHBIM HMCXOJOM), OCOOCHHO NpPH HAPYLICHUU (YHKIUU
no4vek (aaauTuBHbIC F3((PEKThI, CBI3aHHBIE C TUIIEPKATUEMHECH ).

Coueranue TMEPUHAONPUIA C BBIIICYIOMSHYTHIMU JIEKAPCTBEHHBIMU IpenapaTaMd He
pexkomenayetcs (cm. pazaen 4.4.).

Ecnu, TeM He MeHee, COBMECTHOE PUMEHEHHUE TIOKA3aHO, X CIEIYeT MPUMEHSTH C COOII0ICHIEM
Mep MPETOCTOPOKHOCTU U PETYISPHBIM KOHTPOJIEM COJIEP>KaHUs KaJis B CHIBOPOTKE KPOBH.
OcoOenHocTy puUMeHeHus crupoHonakToHa npu XCH omucansl nanee mo Tekcty (CM. pasnen
4.5., moapasnen «CoderaHus MpernapaToB, TPEOYIOIIHE 0COOOT0 BHUMAHUS ).

Ilpenapamul nrumus

[Ipy coBMECTHOM NpUMEHEHUU MpenaparoB JIuUTHS U UHrHOuTOpoB AIID coobmanocs 00
00paTUMOM MOBBIIIEHUU COJEP>KAHUS JTUTH B TJIa3Me KPOBH M CBSI3aHHBIX C 3TUM TOKCHYECKHX
addekTax (TsxKenbIX HelipoTokcuueckux 3ddexrax). CoBMEeCTHOE MPUMEHEHNE IEPUHIOTIPUIIA U
npenapaToB JUTHS HE pekoMmeHayercs. [Ipm HeoOXOoAMMOCTH TpPOBENEHUS TAaKOH Teparuu
HE00XO0/IUM peryJIsipHbIi KOHTPOJIb COJIEPKAHUS JINTHUS B I1a3Me KpoBH (cM. paznen 4.4.).

CoueTaHus Mpenaparos, TDC6VIOIJ_II/Ie 0c000ro BHUMaHHUS

Tunoenuxemuueckue cpedcmea (UHCYIUH, NPOU3BOOHbBIE CYNbHOHUIMOUEBUHBL)

CormacHO JaHHBIM, IIOJIYYCHHBIM B JIUJICMHOJIOTHYSCKUX HCCICIOBAHUSAX, COBMECTHOE
npuMeHeHne MHTuOUTOopoB AII® ¥ TUMOrIMKeMHUYECKUX CPEeACTB (MHCYJIHMHBI, MEepOpaibHbBIE
CaxapoCHIKAIOUINE MpenapaThl) MOKET YCHUJIMBATh THUIOTIHMKEMUYEeCKU 3()PeKT MHCynMHA U
TUTIOTJIMKEMHYECKHUX CPEJICTB JJIs MPUeMa BHYTPh BIUIOTH J0 Pa3BUTHS THIIOTIIMKEMUH. JlaHHBIH
a¢dekT, BeposiTHEE BCEro, MOXHO HAOJI0aTh B TIEPBBIC HEJCIM COBMECTHOTO NMIPUMECHECHHS U Y
MAIMEHTOB C HapyIIeHHeM (yHKITUHU MOYCK.

Kanutinecoepezarowue ouypemuxu

VY mMmanmMeHToB, MOMYYalolmUX AUYPETUKH, OCOOCHHO y TAIMEHTOB C THIOBOJEMHUEH W/HWIN
CHIDKEHHOHM KOHIIEHTpAIMEH cojieil, B Hadaje Tepaluy MEPUHIONPHIOM MOXKET HaOII0aaThCs
ypesMepHoe CHIKeHHe AJl, puck pa3BUTHS KOTOPOTO MOXKHO YMEHBIIUTH IyTEM OTMEHBI
JTUYPETUYECKOTO CPEICTBA, BOCTIOTHEHUEM TIOTEPH JKUIKOCTH HIIU COJICH Mepe i Ha4alloM Teparuu
NEPUHJIONPUIIOM, a TaKKe Ha3HAauYeHUEM MEepUHAONpPHIa B HU3KOW J03€ ¢ JalbHEeHIInM

IMOCTCIICHHBIM €€ YBCIIUUCHUCM.
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Ilpu AI' ma ¢doHEe Tepanmuu IUYPEeTUKAMH y TAIMEHTOB C TUIIOBOJIEMHEH WM CHUXCHHBIM
COJCpKAHUEM COJIEH AMYPETHUKH JOJDKHBI OBbITh MO0 OTMEHEHBl J0 Hayajla MPUMEHEHUs
unruouropa AIlD (npu sToM KanuiiHecOeperaromuil AnypeTHK MOXET OBbITh MO3/HEe BHOBb
HazHaveH), b0 mHruOutop AIID mowkeH ObITh HAa3HAYEH B HU3KOW J03€ C JaJbHEHITUM
MOCTEIIEHHBIM €€ YBEJIMYCHHEM.

Ipu npumenenuu ouypemurog 6 ciyuae XCH narnourop AIID nomkeH ObITh HA3HAYCH B OUCHB
HU3KOW 7036, BO3MOXKHO, IIOCJIE YMEHBIIEHHUS J103bl OJHOBPEMEHHO IPUMEHSIEMOIO
KaJuitHecOeperarouero 1nypeTuka.

Bo Bcex cnyuasx ¢yHKUUS MOYeK (KOHUEHTpalus KpeaTWHHWHA) AOJHKHA KOHTPOJIMPOBATHCA B
NepBbIE HEEIN PUMEHEHUS] HHTUOUTOpOoB AIID.

Kanuiicbepecarowue ouypemuxu (npumenenue snjiepenond, CRUpOHOIAKMOHaA 6 0ozax om 12,5 me
00 50 me 6 cymku u HU3KuUx 003 uneuboumopos AIIP®)

[Tpu neuenun XCH II-1V ¢dynkunonansnoro kmnacca nmo kinaccudukanuu NYHA ¢ dpakuueit
BbIOpOca neBoro kemynouka <40 % y manueHToB, paHee MOIXy4aBIINX MHTUOUTOpHl AIID n
«TIETIEBBIE» TUYPETUKH, CYILIECTBYET PUCK Pa3BUTHUS TUIIEPKATMEMUN (C BO3MOKHBIM JIETATbHBIM
HCXOJI0M), OCOOCHHO B ClTyyae HECOOIIOACHUS PEKOMEHAAINI OTHOCUTEIBHO 3TOM KOMOWHAIIUU
MpernapaToB.

[lepen HauaaoM NpUMEHEHUs AAHHONM KOMOWHAIMM JIEKAPCTBEHHBIX IpPEnapaToB HEOOXOIHUMO
yOeIUThCS B OTCYTCTBUM IMIIEPKATMEMUH U HAPYLICHUS (YHKIMH MTOYEK.

PexoMenayeTcs peryisipHO KOHTPOJIUPOBATh KOHLIEHTPALMIO KpEaTUHUHA U COJEpKaHUE Kallus B
KPOBH: €KEHEEIBHO B IIEPBBIM MECSL JICUEHUS U €KEMECSIYHO B MOCIELYIOLIEM.

Payexaoompun

Ha ¢oune npuema nnrudutopos AII® (B T. 4. mepuHAONpHIIAa) MOKET HAOIIOAATHCA pa3BUTHE
AQHTMOHEBPOTUYECKOTO OTEKAa. DTOT PUCK MOJKET MOBBIIIATHCS IIPU COBMECTHOM IPUMEHEHHUH C
parekagoTpuioM (mpenapaTom, MPUMEHAEMBIM IS JISUEHUS] OCTPOH JHapen).

Hueubumopor mTOR (hanpumep, cuponumyc, s6eporumyc, memcupoiumyc)

[lpu coBmecTHOM mpuMeHeHHH ¢ wuHrHOMTOpaMrn MTOR ToOBBIIIaeTCS PUCK  Pa3BUTHA
AHTMOHEBPOTUUYECKOT0 OTeKa (cM. pazzaen 4.4.).

HIIBII, sxnrouas gvlcoxue 003bl ayemuicaiuyunrosol Kuciomol (> 3 2 8 cymxu)

OpnnoBpemenHoe npumeHeHne uHruoutropo AII® ¢ HIIBII (auermncamunuioBas KUCIOTa B
7103€, OKa3bIBAIOIIEH MPOTHBOBOCIAINUTEIEHOE EHCTBHE, WHTHOUTOPHI IHUKIOOKCHUTEHA3bI-2
(IOI'-2) u nHecenextuBHble HIIBII), MOXeT mpuBECTH K CHUKEHUIO AHTHTHUIEPTEH3MBHOIO
neiictBust uHruouTopoB AIID. OpHoBpemeHnHoe mpumeHeHune uHruOuTopoB AIID u HIIBII
MOJKET MPUBOANTH K YBEJIMUEHUIO pUCKa yXyAIIeHHs (PyHKUINHU MOYEK, BKII0Yasi pa3BUTHE OCTPOM

MOYEYHON HEIOCTATOYHOCTH U YBEJIMYCHHIO COICPKAHUS KaJIUs B CBIBOPOTKE KPOBHU, OCOOCHHO Y
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MalMeHTOB CO CHWXEHHOW ¢yHKIuer modek. CremyeT coOnoaaTh OCTOPOXKHOCTh MPH
HazHayeHun koMmOuHanuu npenapara u HIIBII, ocoGeHHO y manueHTOB MOXWIOrO BO3pacta.
HaL[I/IeHTaM HGO6X0,HI/IMO KOMIICHCHUPOBATh IMOTCPIO KUAKOCTU UM THIATCIBHO KOHTPOJHUPOBATH
GYHKIUIO TOYEK KaK B HayaJse JeUeHus, TaK U B MPOIIecce JIeUSHHSI.

Pexombunanumnvie mxanesvie axkmueamnopbvl njiasmuHoceHa (VtPA, aﬂmenﬂam)

[TaruenTsl, nonyyasure MHruouTopsl AII® u nonyyaromue anremiasy Ajas TPOMOOIUTHUECKON
TEepanuy IOpU OCTPOM HIIEMHYECKOM MHCYJIBTE, MOI'YT MUMETh IOBBIIICHHBIH PUCK pa3BUTHUS
AQHTMOHEBPOTUYECKOTO OTEKa.

CoueraHus IpernapaTos, TDe6VIOH_II/Ie BHHUMAHUA

T iunmuner  (uneubumopsr ounenmuounnenmuoaswl 1V ([AIII-\V)), nanpumep, nunacnunmun,
Ccaxkca2nunmuH, CUmMa2iunmuH, 8UI0AAUNMUH

[Ipu coBMecTHOM mnpuMeHeHHH ¢ uHruouropamu AllD Bo3pacTaeT pHuCK pa3BUTHUS
AHTMOHEBPOTUYECKOTO0 OTeKa BciencTBue cHrbkeHus aktuBHocTH [IIII-IV mox nelictBuem
TJIATITHHA.

Cumnamomumemuxu

MoryT ocnabnarb aHTUrunepTeH3uBHbIN 3 pexT uurudéuropos AI1D.

IIpenapamul 3010ma

[Tpu npumenennn HHruOUTOPoB AIID, B TOM Uncie NepuHI0NpUiIa, y MAIIMEHTOB, MOTYYaroIINX
BHYTPHBEHHO IIpenapaT 30JI0Ta (HaTpus aypoTHOMAJar), ObUIA OMUCAHBI HUITPUTOHUIHBIC PEAKITHH
(CUMIITOMOKOMITJIEKC, BKJIIOYAIOIIMKA B ceOS THIEPEMHUI0 KOXH JIHIa, TOIIHOTY, PBOTY,
apTepHaIbHYIO THIIOTEH3HIO).

Annonypunon, UMMYHOCYRpeccusHvle Cpeocmed, KOPMUKOCmepouovl (npu  CUCTEMHOM
npuUMeHeHUU) u nPOKaAUHaAMUo

CoBMecTtHOe nnpuMeHeHue ¢ THruouTopamu AlID MOXKET COTPOBOKAATHCS MOBBIIIEHHBIM PUCKOM
pa3BUTHUS JEUKOTIEHNH, OCOOCHHO Yy TAIlIEHTOB C UMEIOIIUMUCS HAPYIICHUSIMH (PYHKIIMH MTOYEK.
Cpeocmea ons oowetl anecmesuu

CoBmecTHOe TpuMeHeHHe WHTHOUTOpOoB AIID u cpeiacTB mms oOmiel aHeCcTe3MH MOXKET
MPUBOJUTH K TUIIOTEH3UBHOMY (P DEKTY.

Ilpenapam /lanvnesa

Coueranune nmpenaparon, Tpedyroee 0co00ro BHUMAaHMS

baxnogen
Bo3MOXkHO ycuiieHHMe aHTUTHIEPTEH3UBHOTO neicTBusA. Criemyer kKoHTponupoBath AJl, U mpu
HEOOXOIUMOCTH MTPOBECTU KOPPEKIUIO O3Bl aMJIOAUITHHA.

CoueTaHue penapaToB, TPEOYIONee BHUMAHUS

T'unomen3zusnvie cpedcmea (Hanpumep, bema-adpeHooI0Kamopsl) U 8a300ULAMAMNOPbL
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Bo3MmoxHO ycuiieHne aHTUTUNepTeH3UBHOTO 3¢ dexta nepuHaonpuwia u amnoaunuaa. Cuegyer
COOJIIO/IaTh OCTOPOXXHOCTh HPU COBMECTHOM TNPUMEHEHUH C HUTPOTIIMLEPUHOM, IPYTHMHU
HUTpATaMU WIK JPYTUMH Ba30JUJIaTATOPAMH, IIOCKOJIBKY IPH 3TOM BO3MOKHO JIOTIOIHUTEIILHOE
camxenue AJl.

Kopmukxocmepouodwsl (munepano- u eniokoKopmukocmepouosl), mempaxko3aKxmuo

CHIDKEHUE aHTUTUTICPTEH3UBHOTO JICUCTBUS (3aIepXKKa )KUIKOCTH M HOHOB HATPHS B PE3yJIbTaTe
JIEUCTBUSI KOPTUKOCTEPOUIOB).

Anvgha-aopenodbokamopul (npazosut, anrb@y303ut, 00KCA303UH, MAMCYI03UH, MePA303UH)
YcuiieHne aHTUTUIIEPTEH3UBHOTO JIEHCTBUSL U TOBBIIIEHHWE PHUCKA Pa3BUTHSI OPTOCTATHUECKOMN
TUTIOTEH3HH.

Amugocmun

Bo3MOXHO ycuieHre aHTUTUIIEPTEH3UBHOTO (P deKTa aMIIOIUIIHUHA.

Tpuyurkiuyeckue aHmuoenpeccanmol/Helpoienmuku/cpedcmaa 01 0owel anecmesuu
Ycunenne aHTUTUIEPTEH3UBHOTO JICHCTBHSI M TIOBBIIICHHE PHCKA Pa3BUTHS OPTOCTATHUECKOU
TUTIOTEH3HH.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

[Ipenapar /lanpHeBa MpOTHBOMOKA3aH MPU OEpeMEeHHOCTH (cM. pazzaen 4.3.).

Amnoounun

be3zonacHocTh MpUMEHEHNS aMJIOUITUHA TPU OEPEMEHHOCTH HE YCTaHOBIIEHA.

B skcneprMeHTaNnbHBIX HCCIEA0BAHUAX HA KUBOTHBIX (PETOTOKCUYECKOE U SMOPHOTOKCHYECKOE
JIeiicTBHE TIpenapaTa YCTaHOBJICHBI NPH MPUMEHEHUH €T0 B BBICOKHX jg03aXx. [IpuMeHenne mpu
OepeMEHHOCTH BO3MOKHO TOJBKO B CITydae OTCYTCTBUsI OoJiee 6€30MacHOM albTepPHATUBHI M KOT/1a
3a00sieBaHNEe HECET OOJBIINI PUCK I MAaTEPU U TUIOAA.

Ilepunoonpun

[Ipumenenue wunruOutopoB AlIlD He pexkomeHIOBaHO K mnpuMeHeHHIO B | Tpumectpe
6epemenHoctu. [Ipumenenne muruOutopoB AII® nporuBomnoxazano Bo II u IIl Tpumecrpax
O0epemenHocTH (cM. pazaen 4.3.).

B HacTosmmii MOMEHT HET HEOMPOBEPKUMBIX JHIEMUOIOTUYECKUX JAHHBIX O TePATOr€HHOM
pucke npu npueme uHruOutopoB AIID B | Tpumectpe GepemenHoctH. OpHaKo HeOOJBIIOE
YBEIIMYCHUE PHCKA BO3HMKHOBEHHWS HApYIICHWH pPa3BUTHSA ITUIOJIa HMCKIIOYUTH Henmb3s. [lpu
TUTAHUPOBAHUHM OEPEMEHHOCTH CJeIyeT OTMEHHUTh mnpemnapar JlambHeBa M Ha3HAUUThH JApPYyTUe
TUIIOTEH3UBHBIE CPEACTBA, pa3pelIeHHbIe I NpUMEHEHUus npu OepemeHHocTu. [lpum
HACTYIUJICHMH OEpEMEHHOCTH CcIeyeT HEMEAJIEHHO IPEKpaTUuTh Tepanuio nuruoutopamu AIlD u,

IpU HEOOXOIMMOCTH, HA3HAYUTD JPYTYIO TEPAIHUIO.
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N3BecTHO, uTO BO3AciicTBHEe HHTHONTOPOB AIID Ha mmox Bo II u III TpumecTpax 6epeMeHHOCTH
MO>KET IPUBOUTH K HAPYIICHUIO €T0 pa3BUTHUS (CHIKEHUE (DYHKIIUU TOYEK, OJTUTOTHIPAMHHOH,
3aMeyieHHe OCCU(UKALMU KOCTeH uepena) M Pa3BUTHIO OCIOXHEHUH y HOBOPOXKAECHHOTO
(moveyHasi HEIOCTATOYHOCTh, apTEepPHUATIbHAS TUIIOTEH3US, TUTIEPKAIUEMUS ).

Ecnn mamuentka momydana uHruOutopbl AIID Bo II wmmm III Tpumectpe OepeMeHHOCTH,
PEKOMEHIYETCsI IPOBECTHU YIBTPAa3BYKOBOE MCCIIEA0BAHNE /IJIsl OLIEHKU COCTOSIHUS KOCTEH uepena
U (QYHKLUH MTOYEK TU101a/peOeHKa.

HoBopoxaennsle, MaTepu KOTOpbIX moiy4danu MHruoutopsl AIID Bo Bpemsi OGepeMeHHOCTH,
JOJKHBl HaXOJUTHCS IMOJ TIIATENbHBIM MEAMIIMHCKUM KOHTPOJIEM H3-32 PHUCKAa Pa3BUTHUA
apTepualIbHON TMIIOTEH3UH (CM. pasnensl 4.3. u 4.4.).

JlakTanus

[Ipenapar /lanbHeBa MpPOTUBOIOKA3aH Ui MPUMEHEHUS B MEPHO] TPYJHOTO BCKapMIUBAHUS.
HeoOxoqumo OLIEHUTh 3HAYMMOCTh TEpamuH [Uis MaTepu, 4YTOObl MPHUHITH pEIICHUE O
IpeKpalieH!y rpyaHOT0 BCKapMITUBAHUS WK 00 OTMEHE Iperapara.

Amnoounun

AMJIOUNIUH BBIACNSETCS C TPYOHBIM MOJOKOM. Jlons MaTrepuHCKOM MJ03bl, MOJIy4eHHas
MIIaJIeHIeM, Oblla OIIEHeHa ¢ MEXKBAapPTHIIBHBIM JIuana3zoHoM 3—7 %, ¢ makcumymoM o 15 %.
BrusiHre amitonunuHa Ha MITA/ICHIIEB HEU3BECTHO.

Pemenne o TpomOIKEHHUW/TIPEKpAIIEHUN TEParuy WM TPYAHOTO BCKAPMIIMBAHUS CIIEIyeT
MPUHUMATh, YYUTHIBAsl MOJIb3y OT KOPMJICHHSI TPYIbI0 Jisi peOeHKa W MOJb3y OT IMpuema
aMJIOZUIINHA JJTSI MaTepH.

Ilepunoonpun

Benencreue orcyTeTBHS WH(POpPMAIMK, Kacarollelcs MPUMEHEHHS TEPUHIONPHIA B IEPUOT
KOpPMIIGHUSI TPYIbpl0, TMpUEM TMEpUHAONpUIAa HE PEeKOMEHIOBaH, MPEANOYTHTEIbHEe
MPUIEPKUBATHCA B TIEPUO KOPMIICHUS TPYAbIO aTbTEePHATUBHOTO JICYEHHS C 00JIee U3YUEHHBIM
npoduieM 0e30MacHOCTH, 0OCOOCHHO MPH BCKApMJIIMBAHIUH HOBOPOJKICHHBIX WJIH HEJOHOIIICHHBIX
nereil. OTCYTCTBYIOT JaHHBIE OTHOCHUTENEHO AKCKPEINU TIEPUHIONIPHIIA C TPYIHBIM MOJIOKOM.

DdepTUabHOCTD

Amnoounun

VY HekoTopsIx nanuenToB, noirydaBmux bBMKK, Opin oGHapykeHbl OMOXMMHUYECKHE U3MEHEHUS
B TOJIOBKE clepMaro3onjoB. OJIHaKO B HACTOAIIEE BPEMsI HET JIOCTATOYHBIX KIMHUYECKHX
JAHHBIX OTHOCHUTEJIBHO IOTEHIHAIBHOIO BIUSHHUS aMIIOJUMIMHA Ha (QepTHIbHOCTh. B
UCCIIEIOBAaHUM Ha KpbICaX OBbLIIN BBISBJICHBI HEXKEJIATEIbHbIE BIUSHIS Ha (PePTUILHOCTH Y CaMIIOB.
Ilepunoonpun

He BbIsIBIIEHO BIHMSHUS EPUHIONPUIIA HA PETIPOTYKTUBHYIO (QYHKIHIO I (GEePTUITBHOCTb.
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4.7. BausiHue HAa CMOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHNu3MaMu

Xots Ha (oHe mpHema JIeKapCTBEHHOro mperapara JlampHeBa Kakoro-imbOo OTPHIIATEIHLHOTO
BJIMSTHUSL Ha CTIOCOOHOCTH YIPABIIATH TPAHCHOPTHBIMU CPEACTBAMH U pabdOTaTh C MEXaHU3MaMH
He HaOJI0JalloCh, OJHAKO, BCIIEJICTBHME BO3MOXKHOTO uUpe3MepHOro cHikenus AJl, pa3Butus
TOJIOBOKPY>KCHHS, COHJIMBOCTM U JPYTUX HEXKEJIATEeNbHBIX pPEaKUuid, CcleayeT CcoOo1aTh
OCTOPOIKHOCTb B ICPCUNCIICHHBIX CUTYyallusiIX, OCO6€HHO B Ha4aJIC JICUCHUA U IIPpHU YBCINYCHHUU
JTO3BI.

4.8. HexkennaTesibHbIe peakunu

Pesrome HDOd)I/IJDI 0e30IacHOCTH

Haubonee yactpie HexeNaTeIbHbIE PEAKIMK MIPU MIPUEME TIEPUHIONPUIIA U aMJIOJUITNHA B BUJIE
MOHOTEpPAINUU: OTEK, COHJIUBOCTb, TOJOBOKPY>KEHHE, TOJIOBHAs O0lib (OCOOEHHO B Haudaje
JIeYeHUs1), TUCTEB3USl (PaccTPOMCTBO BKyca), MHapecTe3us, HapyIIeHUs 3peHHs (BKIouas
JUTIIONHIO), 3BOH B yIIIaX, BEPTUTO, ONIYIIEHUE CEPALICONCHUS, KIPUITUBBD) KPOBH K KOXKE JIMIIA,
apTepuaigbHas TUIIOTEH3Us (U CUMIITOMBI, CBSI3aHHBIE C ATUM), OJIBIIIIKA, KaIlIellb, 00JIb B )KUBOTE,
TOIIHOTA, PBOTA, JUCIIENICHs, U3MEHEHUE YaCTOThl U XapaKkTepa CTyJja, AUapes, 3arnop, KOKHbINA
3yJ, KOKHas ChIllb, DK3aHTEMA, MPUITYXJIOCTh B OOJIACTU CYCTaBOB (NMPUIMYXJOCTh B 00NaCTH
JIOJIBIKEK), CTIa3MBbI MBIIIIII, TTIOBBIIICHHAS YTOMJISIEMOCTh, ACTCHHSI.

TabnmuHoe PE3I0OME HEXKENATCILHBIX PEaKIINH

[lepeuncieHHBIC HUKE HEXKEJaTeIbHBIC PEAKI[MH, OTMEUCHHBIC MTPH MPOBEACHUN KIMHUYCCKUX
UCCIICIOBAaHUI /WM TIOCTPETUCTPAIMOHHOM NMPUMEHEHUU B MOHOTEPANMH MEPUHIONPUIOM U
aMITOTUTTUHOM, TTPUBEICHBI B BHJIE CIISAYIOIIEH rpagaiuu: oueHb yacto (> 1/10), wacro (> 1/100,
Ho < 1/10), mewacro (> 1/1000, Ho < 1/100), peaxo (> 1/10000, no < 1/1000), oyeHp peaxo
(< 1/10000), yactoTa Hen3BeCTHA (Ha OCHOBAHUH MUMEIOIIUXCS TAHHBIX OIIEHUTH HEBO3MOXKHO).

HesxenarenbHble peakiiy CrpynIupOBaHbl B COOTBETCTBHH C MOPSAKOM Ha OCHOBAHUU CUCTEMHO-

opransbix kiaccoB (COK).

Yacrora
COK HexenarenbHble peakuuu
AMJIOIUTIUH Hepunaonpui
Nudexnnn Hu
Punur Heuacto OueHb penko

WHBa3UU
Hapymenus co | DosuHoDUINA - Heuacto*
CTOpPOHBI KpoBU W | JlelikoneHus/HEUTpOTIEHUS

. Ouensb penko Ouens penko
muMbaTH4YeCcKOn (cm. paznmen 4.4.)
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CUCTEMBI ArpaHyJI01UTO3 W
HNAHIUTOIEHUS (em. | - OueHb penko
paznen 4.4.)
TpomOoruToneHus (cm.
Ouensb penko Ouens penko
paznen 4.4.)
I'emonuTnyeckas aHemus y
MNAlMEHTOB C  BPOXKJIECHHOM
HEJ0CTAaTOYHOCTBIO III0K030-6- | - OueHb penko
docharmeruaporeHazsl  (CM.
paznen 4.4.)
Hapymenus co
CTOPOHBI
I'MnepuyBCTBUTEIBHOCTD OueHb penko Heuwacto
MMMYHHOU
CUCTEMBbI
Cungpom HeaJeKBaTHOU
DHJIOKPUHHBIE
CEKpELMH aHTHINYPETUYECKOIO | - Penxo
HapyLICHUS
ropmona (CHC AIDN)
[M'unornukemust (cm.
- Heuacto*
paznenst 4.4. u 4.5.)
Hapymenns ['unepkanuemusi,  oOparumas
MeTabosn3mMa W | Iociae  OTMEHBI  Tpemapara | - Heuacto*
MMUTaHHS (cMm. paznen 4.4.)
['unonatpuemus - Heuacro*
I'unepraomkemus OueHb penko -
becconnunna Heuacro -
JlaGunbHOCTH HACTPOECHMS
[Icnxnueckue Heuacto Heuacto
(BKJIFOYAst TPEBOKHOCTD )
HapyLIeHUS
Henpeccus Heuacro Heuacto*
Hapymenue cua - Heuacrto
ConnmuBocth  (OCOOEGHHO B
Hapymenns co Yacto Heuacto*
HayaJse JIeYeHHs])
CTOPOHBI HEPBHOH
['onoBokpysxeHue (0cCoOEHHO B
CHCTEMBI Yacro Yacro

HavaJie JICUCHHUS)
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l'onoBHass 6onb (ocoOeHHO B

Yacto Yacro
HayaJie JICUCHUS)
Hucres3us (paccTpoicTBO

Heuacto Yacro
BKyCa)
Tpemop Heuacro -
['unecre3us Heuacto -
[Tapecresus Heuacro Yacto
OOMOpPOYHBIE COCTOSTHUS Heuacrto Heuacto*
CnyTaHHOCTb CO3HaHUS Penko Ouensb penko

I'unepronyc

OueHsb penko

[Tepudepuyeckas HeliponaTus

OueHb penko

HHCcynbT, BO3MOXKHO,
BCJIE/ICTBUE YPE3MEPHOTO
cHIKeHus AJl y mareHToB u3

IpyMIbl BEICOKOTO pHUCKa (CM.

Ouens penko

pasznen 4.4.)
OKCTpanupaMHIHbIe
Yacrora
paccTporcTBa -
HEU3BECTHA
(3KCTpanupaMuIHbINA CUHAPOM)
Hapyuenus co | Hapymenue 3penus Yacto Yacro
CTOpPOHBI ~ OpraHa
Jumionus Yacto -
3peHus
Hapyuenus co | 3BOH B ymax Heuacro Yacro
CTOpPOHBI ~ OpraHa
Bepruro - Yacro
cllyXa U JJaOupHuHTa
Omurymienne cepaneOneHus YacTto Heuacro*
Taxukapaus - Heuacto*

Hapymenns co

CTOpPOHBI cepAla

Crenokapaus (cM. pazaen 4.4.)

OueHb penko

WNudapkT MHOKapaa, BO3MOXKHO
BCJIE/ICTBUE YPE3MEPHOTO
cHkeHust A/l y maiueHToB u3
TPYIIBI BEICOKOTO PUCKa

(cm. paznen 4.4.)

OueHb penko

OueHb penko
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Aputmus (BKiTIOYAS

OpaauKapInio, KEITyJOUYKOBYIO

Heuacto Ouens penko

TaxuKapauo U (GUOPUILISIIUIO

npeacepauii)

«lIpriuBeI» KpOBH K KOke muua | Yacto Penxo*

AptepuanbHas rUnoreHsus (u

a¢deKTsl, CBSI3aHHBIE ¢ | Heuacro Yacro
Hapymenus co . .

apTepHalIbHOM TUIIOTEH3HEH )
CTOPOHBI COCYJI0B

Backynut Ouensb penko Heuacto*

Cungpom Pelino - Yacrtora

HEW3BECTHA

Hapymenns co | Onplmika Yacto Yacro
CTOPOHBI Kamens Heuacro Yacto
JbIXaTEIbHOMN bponxocnazm - Heuwacro
CUCTEMBI, OpPraHOB

IPYAHOU KJIETKU MU

Do3uHOGUIIbHAS] THEBMOHUS

Ouens penko

CpPEAOCTEHUS
Kenynouno- I'nneprinasus necex Ouensb penko -
KUIIEYHbIE Bbosb B )xuBOTE Yacto Yacro
HapyIICHHS TomHoTa Yacto Yacto
PBota Heuacro Yacro
Hucnencus Yacto Yacto
N3MeHenune 4acToThl U
Yacto -
XapakTepa cTyna
CyxocTb BO pTY Heuacro Heuacrto
Hwnapes Yacto Yacro
3amnop Yacto Yacro
[Tankpeatur Ouensb penko Ouensb penko
l'acTpur OueHb penko -

Hapywmenus co
CTOpPOHBI [IEYEHU U
KEIIYEBBIBOIAIITUX

nyTen

FCHaTI/IT, JKCIITyXa

Ouensb penko

[MuTonuTrueckuii umu
XO0JIECTAaTUUYECKHUM TeIaTUuT

(cm. paznmen 4.4.)

Ouens penko
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IloBrIlIeHE aKTUBHOCTH
«TIEYEHOYHBIX» (HePMEHTOB
(HamboJee 4acTo B COUCTaHUH

C XOJIECTa30M)

Ouensb penko

Hapymenns co | Orek KBunke | Ouenp penko -
CTOPOHBI KOXHM M | (AHTMOHEBPOTUYECKUI OTEK)
MTOJAKOKHBIX AHI'MOHEBPOTHYECKUI otek | OueHb peako Heuacto
TKaHel JINIIA, KOHEYHOCTEH, ry0,
CIIM3UCTBIX O00OJIOUEK, SI3bIKa,
TOJIOCOBBIX  CKJAIOK  W/WIN
ropranu (cm. pazaen 4.4.)
MHuorogopmHas 3putema OueHb penko OueHb penko
Anonenus Heuacto -
Ilypnypa Heuacro -
N3MeHeHue uBeTa KOxKu Heuacro -
IToBermienHoe norooraenenue | Hedacro Heuacto
KoxHnslii 3yz Heuacro Yacro
DK3aHTeMa Heuacro Yacro
KosHas ceinb Heuacto Yacro
Kpanusnuna (cm. pasznen 4.4.) | Heuacro Heuyacrto
Peakuu
OdeHsb penko Heuacto*
(OTOUYBCTBUTEIBHOCTH
[Temduronn - Heuacto*
ObocTpenue ncopuasa - Penxo
Cungpom CruBeHca-/[>xoHcoHa | O4eHb peaKo -
OKchOTUaTUBHBINA 1EPMATUT Ouensb penko -
Tokcnueckuit snuaepmanbHbii | Yactora
HEKpOJIU3 HEU3BECTHA -
Hapymenns co | [Ipunyxnocte B obsactu
CTOPOHBI cycrtaBoB  (mpumyxyioctb B | Hacrto -
MBIILIEYHOH, 00J1aCTH JIOJIBIKEK)
CKEJIETHON u | Aptpanrus Heuacro Heuacto*
COCTMHUTEIIbHOM Muanrus Heuacro Heuacro*
TKaHH MpbleyHbIE CrIa3Mbl Yacro Yacro
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bosb B ciuHe Heuacro -
Hapymenns co | Hapymenue mouencnyckanus,
Heuacto -
CTOPOHBI TOYEK W | HUKTYpUs, OJUIAKUYpUs
MOYEBBIBOJSAIINX [ToueuHass HEIOCTATOYHOCTh - Hewacro
IIyTeH Ocrtpas IIO4YeYHast
- Penko
HEJOCTATOYHOCTh
Anypust/Onurypus - Penko*
Hapymenns CO | DpeKTuibHast JUCPYHKIUSI Heuacro Heuacto
CTOPOHBI
penpoLyKTUBHOM
I'muekomacrtus Heuacro -
CUCTEMBI u
MOJIOYHBIX XKEJIe3
O6mwme napymenusi | Oteku Ouensb yacTo -
u peakuuu B Mecre | [lepudepuueckue oTeku - Heuacto*
BBCICHUA IToBbIIEHHAS YTOMIISIEMOCTh Yacto -
bonb B rpyaHoOi KeTke Heuacro Heuacro*
Actenus Yacro Yacro
bonp Heuacto -
Henomoranue HeuacTo Heuacto*
JIuxopanka - Heuacto*
JlaGoparopHble ¥ | YBelIWYeHHE  Macchl  Tela,
Heuacto -
MHCTPYMEHTAJIbHbIE | CHJKEHUE MacChl Tela
JTAaHHBIE [ToBplIEHME  KOHILIEHTpALUU
- Heuacto*
MOYEBHHBI B KPOBU
[ToBbilIeHHE  KOHIIEHTpAlMU
- Heuacro*
KpeaTHHHHA B KPOBU
[ToBbllIEHNE  KOHILIEHTpALMH
- Penko
OmMpyOrHa B KPOBH
[ToBbieHue AKTUBHOCTH
- Penxo
«TIEYEHOYHBIX» (PePMEHTOB
CHuxeHue remorioOMHa U
- Ouens penko
reMaToKpuTa
TpaBmbl,
ITanenus - Heuacrto*

HMHTOKCHUKaIIuN1 u
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OCJIOXKHCHU

npouesyp

*OueHKa yacmonmibl HedceaamelbHblx peam;uﬁ, BblA6/IEHHbIX NO CNOHMAHHBLIM COO6LI4€H1/{}ZM,
npoeedeHa HAa OCHoeaHuu ()aHHblxpe3yﬂbmamoe KJIUHUYECKUX UCCTIe008AHUII.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O MOA03pEBACMBIX HEXKENATeNbHBIX PEAKIHAX IIOCIE PETUCTPAINH
JICKapCTBEHHOT'O Tperapara ¢ 1ebio 00ecredeHns HeMPephIBHOIO MOHUTOPUHTA COOTHOIICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauiuMHCKUM pabOTHUKaM pPEeKOMEHAYEeTCs
coolmiate 0 JOOBIX MOJ03PEBAEMBIX HEXKENIATENbHBIX PEaKIHsIX JICKapCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBbl COOOIIEHUSI O HEKEIATENIbHBIX PEaKLUAX rOCyAapCTB — YICHOB
EBpa3uiickoro 3KOHOMHYECKOT0 CO03a.

Poccuiickasa ®@eoepayus

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

®DenepanbHas ciry:x0a 1o Haa30py B cepe 3ApaBOOXpaHCHHUS

Temn.: +7 (800) 550 99 03

Anpec 2. moutsl: pharm@roszdravnadzor.gov.ru

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

4.9. Ilepeno3upoBka

Wudopmarius o nepeno3upoBke mpenaparom JlaipHeBa OTCYTCTBYET.

AMIioannuH

Wupopmarnius o nepeso3npoBKe aMIIOAUITMHOM OrpaHUYEHa.

Cumnmonmbwi

UpesmepHas nepudepudeckas BazoAWIaTAIMS, MPUBOASIIAS K pedIeKTOpHON Taxukapauu, u
BBIPAXKEHHOE U CTOMKOE CHUkeHue AJl, B TOM 4ymcCIlie ¢ pa3BUTUEM IIOKA U JIETAIBHOIO UCXO/Ia.
Coo01mranock 0 peKux ciaydasx HeKapAHOTeHHOTO OTeKa JIETKHX B pe3yJbTaTe Mepeao3upOBKU
aAMJTOJIUTTTHOM, KOTOPBIA MOKET TPOSBIATHCS C 3ajJepkkoi (depe3 24—48 gacoB mociie mprueMa
mpenapata BHYTPb), B pe3yJIbTaTe€ Yero MOXKET IMOTpeOdoBaThcs MPOBENEHUE HCKYCCTBEHHOM
BEHTWIALIMM JIETKUX. PaHHME peaHMMalmOHHbIE MEpPONPUITHS (BKIIIOUYAs THIEPBOJIEMUIO) JJIS
nojaepKaHus nepdy3un U cepAeUHOr0 BHIOPOCa MOTYT SIBIISITHCS YCYTYONISIOMUMU (DaKTOPAMHU.
Jleuenue

BripaxxenHoe cHikenue AJl, BbI3BaHHOE IEpeio3UpPOBKON aMIIOAMIIMHA, TPEOyeT MpOBEIEHUs
AKTUBHBIX MEpPONPUATHN, HAIPABJICHHBIX HAa TOJAepX)aHHe (YHKIUU CepIeYHO-COCYTUCTON
CUCTEMBI, BKIIIOUasi KOHTPOJb MOKa3aTeaeil paboThl ceplia U JISTKUX, MPUTIOIHATOE TIOJI0KEHUE
KoHeuHocTel u kKoHTpodib OLIK u nuypesa. /s BoccTaHOBiIeHUs TOHyca cocy10B U AJl Moxer

OBITh MOJIE3HBIM MPUMEHEHUE COCYAO0CYKUBAIOIIETO Mpernapara, €ciii HeT MPOTUBOIIOKA3aHUN K
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€ro MPUMEHEHHUIO, JJIs1 YCTPaHEHUs OCIECTBUM OJI0Ka bl KAIbIIMEBBIX KaHAIOB — BHYTPUBEHHOE
BBEJICHUE KAJIBIIHS TTIOKOHATA. B HEKOTOPHBIX CIydasx MOXeET ObITh 3()PEKTUBHBIM MPOMBIBAHUE
xenyaka. [Ipuem akTUBUPOBAaHHOTO YIJIsl B TEUEHUE MEPBBIX 2 YaCOB M10CIIE IPUEMA aMJIOJUIIMHA
B n0o3e 10 Mr mpuBOAMT K 3aJepKKE BCcAachbIBaHUs IMpernapara. Tak Kak aMJIOAUNNH aKTHBHO
CBsI3bIBAETCS C OelIKaMu IUIa3Mbl KPOBH, reMoIuanu3 Hed(hPpeKTHBEH.

[lepunponpui

JlanHble 0 Nepe103uPOBKE NEPUHAOIIPUIIOM Y YEJIOBEKA OIPAHUYEHBI.

Cumnmonmbi

[Tpu nepeno3upoBke uHrHOUTOPOB AIID MOXKET OTMEUaThCs BhIpaXKeHHOE CHUXeHUE AJl, 1ok,
HapyLIEHUs] BOJHO-3JIEKTPOJINTHOrO OajaHca, MoyeyHas HEIOCTAaTOYHOCTh, TMIIEPBEHTHIIALUSA,
TaXyuKapaus, cepanednenue, OpaauKapaus, TOJIOBOKPYKEHHE, OECIIOKONHCTBO U Kallelb.
Jleuenue

BuyTtpuBenHas WH(QY3UsI H30TOHMYECKOTO COJIEBOTO pacTBopa (Hampumep, BHYTPUBEHHAas
uHoy3us 0,9 % pacrBopa Harpus xiyopuna). [lpum 3HauntensHoM cHuwxkeHuun AJl ciemyer
MEepPEeBECTH TMAalMeHTa B TMOJOKEHUE «JIeKa» Ha CHUHE C MNPUMOAHAThIMH Horamu. [lpum
HEOOXOJUMOCTH MOXET OBbITh BHYTPMBEHHO BBEJEH PACTBOP KaTexonamMHHOB. C MOMOIIBIO
IUali3a MOXHO YAaTuTh MEPUHAONPHII U3 CHUCTEMHOro KpoBOTOKa (cM. pasnmen 4.4.). Ilpu
pa3BUTUU OpaJuKapAUM, PE3UCTEHTHOW K TEepamuu, MOXKET NOoTpeOOBaThCS YCTaHOBKA
ANIEKTpOKapaAnoCTUMYJIsTOpa. Heo6XoauMo NOCTOSIHHO KOHTPOJIMPOBATh MOKA3aTEIN OCHOBHBIX

JKHN3HCHHBIX (I)YHKI_II/Iﬁ OpraHuismMa, KOHICHTPAIHUIO KpEaTUHNHA U JJICKTPOJIMUTOB B IJIA3ME KPOBH.

5. ®APMAKOJOTHMYECKHUE CBOMCTBA
5.1. ®apmakoaMHaAMHYeCKHE CBOMCTBA
dapMakoTepaneBTUYECKass TpyINIa: CPeACTBa, ACHCTBYIOIIME HAa PEHUH-aHTMOTEH3HMHOBYIO
cucreMy; uHruoutopsl AII® B xoMOMHamMM c ApyruMH cpeacTBaMu; MHruobutopsl AIID B
KOMOHMHAIMU ¢ 6JI0KaTOpaMH KaJIbIIMEBBIX KaHAJIOB
Kox ATX: C09BB04

Mexannsm geiicTBus

Amnoounun

Amvnomunua  — BMKK, mpousBogHoe —auruaponupuavHa.  AMIIOIUIIUH  HUHTHOUpYET
TpaHCMEMOpPaHHBIA TEPEX0/] MOHOB KAJIBIUS B KapIUOMHUOIIUTHI M TIAJKOMBIIICUYHbIE KIETKH
COCYJMCTOMN CTEHKHU.

AHTUTHIIEPTEH3UBHOE JIEHCTBUE AaMIIOJUIKHA OOYCIOBIIEHO TMPSMBIM  PacCiIabIIsIONIUM
BO3JCHCTBUEM Ha TJIAJIKOMBIIICYHBIE KJIETKH COCYIUCTOM CTEHKHU. JleTanbHbIA MEXaHH3M,

MMOCpEACTBOM KOTOPOro amJIOJUIIMH OCYHICCTBIACT aHTHAHTHHAJIBHOC ,HCP'ICTBHC, HE BIIOJIHC
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YCTaHOBJIEH, HO W3BECTHO, YTO AaMJIOJUIIMH yMEHbIIAeT OOUIYI0 HIIEMUYECKYI0 Harpys3Ky
IIOCPEJICTBOM JBYX JIEHCTBHIA:
® BBI3BIBACT PACHIMPEHHE MEPUPEPUIECKUX apTEproIl, yMEHbIIas odiiee neprudepuieckoe
cocynucroe comnporusienue (OIICC) (nmoctHarpysky). [lockonbky dacToTa cepaeuHbIX
cokpamenuii (HYCC) npu 3ToM He H3MEHSETCs, TOTPeOHOCTh MHUOKapJa B KUCIOPOIE
CHUYKAETCH;
e BbBI3BIBACT PACIIMPEHNE KOPOHAPHBIX apTEPHUIl U apTEPHUOII KaK B UILIEMU3UPOBAHHOM, TaK
Y B MHTAaKTHOM 30Hax. VX numatanus yBeIM4YMBAET NOCTYIUIEHUE KUCIOPO1a B MUOKAP Y
MAalMeHTOB C Ba30CHACTUYECKOM cTeHoKapaue (creHokapaust Ilpuninmerana wunu
BapUaHTHAas CTCHOKAp/Ius).
Knunuuecxas s¢pgpexmusnocmo u 6ezonacHocmo
VY nanuentoB ¢ Al mpueM amnogunuHa OJUH pa3 B CYTKH 00€CIIeYnBaACT KIMHUYECKH 3HAYUMOE
cHkeHHe AJl B IOJIOKEHUU «CTOSD» M «Ieka» B TedeHHE 24 4acoB. AHTUTMIEPTEH3UBHOE
JICHCTBHE Pa3BUBACTCS MEMJICHHO, B CBSI3M C YEM Pa3BUTUE OCTPOM apTEPUAIBHOM T'MIIOTEH3UU
HEXapaKTEPHO.
VY nmanueHTOB CO CTEHOKapAUeH MprueM aMJIOJUITUHA OJIMH pa3 B CyTKHU YBEIMYUBAET 0011ee Bpems
(bu3nyeCcKoil Harpy3Ku, yBEIMYUBAET BPEMS JI0 pa3BUTHS IPUCTyIa CTEHOKAPAUY U J10 TIOSIBIICHUS
nenpeccun cermeHta ST Ha 1 MM, a Takke CHUXKAeT 4YacTOTy MPHUCTYNOB CTEHOKapIuu U
noTpelIeHne HUTPOTIUIEPUHA IO SI3BIK.
AMIIOIUIIUH HE OKa3bIBae€T HEOJArompHATHBIX MeTa0oiIMyecKuX H(PQPEKTOB U HE BIUSAET Ha
KOHIEHTPALUIO JIUIHJIOB MJIa3Mbl KPOBH.
[Ipenapar MOXET NPUMEHSATHCS Yy TAIMEHTOB C COMYTCTBYIOIICH OpPOHXMATBHON acTMOM,
caxapHbIM JMa0eTOM U MOJarpou.
usC
PesynbpraTel oOuEeHKM 3(PPEKTUBHOCTH CBUIETENBLCTBYIOT O TOM, YTO IPHEM aMJIOJWIIMHA
XapaKTepU3yeTCs] MEHBIINM KOJIMYECTBOM CIIy4aeB FOCIHUTAIM3AMH [0 MTOBOIY CTEHOKAPAUHN U
MPOBEJICHUS MPOIeyp peBacKyspu3anuu y nanueHTos ¢ UBC.

Cepoeunas Hedocmamoyiocmo

PesynpTaTel reMOIMHAMHYECKMX MCCIENOBAaHMM, a TaKK€ pe3ysbTaTbl KIMHUYECKHX
ucciaenoBannii ¢ ydactuem mamueHToB ¢ XCH  |I1-1V ¢pynknmonansHOrO Kitacca 1o
knaccuukanuu NYHA npogeMoHCcTprpoBaiy, 4TO aMJIIOAUINH HE MPUBOJIUT K KIMHUYECKOMY
YXYJIICHNIO0, OCHOBBIBASACh HA JAHHBIX IO MEPEHOCHUMOCTH (PU3MUECKOW HArpy3kd, (paxiuu
BBIOpOCa JIEBOTO JKETY0UYKA U KITMHHYECKUX CUMIITOMAX.

VYV mamuwentoB ¢ XCH -1V ¢pynkunonansHoro kimacca mo kinaccudukanuu NYHA Ha done

npreMa AUrOKCUHA, TUYPETUKOB U UHTUOUTOpoB AII®, 6b110 MOKa3aHO, YTO MPUEM aMIIOIUITNHA
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HE IPUBOJUT K MOBBIIICHUIO PUCKA CMEPTHOCTU WJIM CMEPTHOCTH M 3a00JI€Ba€MOCTH, CBS3aHHOMN
C CepJIeYHOI HET0CTATOYHOCTHIO.

B nonrocpounsix uccnenoBanusx y nmauueHtoB ¢ XCH Il u IV ¢pynkumonansHoro kiacca mo
kinaccupukanmmn NYHA 6e3 kiuHmueckux cuMntomMoB MBC uiM 0OBEKTHBHBIX JaHHBIX,
cBunerenscTByomux o Hamnuuu MBC, Ha doHe nmpuema cTabUiIbHBIX 103 HHTHOUTOpOB AIID,
CEp/ICUHBIX TVIMKO3UJIOB U JUYPETUKOB OBLIO MOKAa3aHO, YTO MPUEM aMJIOJMINHA HE OKAa3bIBAET
BIIUSTHUS HA OOIIUI MMOKa3aTelh CMEPTHOCTH OT CEPACYHO-COCYTUCTHIX 3a00JIeBaHUN. Y TaHHOU
MOMYJISIUY TAllMeHTOB MPUMEHEHHE aMJIOJUIMHA COMPOBOXKIAIOCH YBEIMUYEHUEM KOJIMYECTBA
COOOILIEHUH O Pa3BUTUHU OTEKA JIETKHX.

Hpodunaxmura ungapkma muoxapoa

D¢ dexTuBHOCTH U Oe30macHOCTh TpUMeHeHus amnoaunuaa (2,5-10 mr/cyr), muzuHonpuina (10—
40 mr/cyT) u xnoptanuaona (12,5-25 Mr/cyT) B kauecTBe npenapara «InepBoii JIMHUNY» U3Y4alluCh
y NalUEeHTOB C MITKOM WM yMepeHHOW crteneHbto Al' u, mo kpailHed Mepe, OAHUM U3
JOTIOTHUTENBHBIX (hakTopoB prcka UBC.

He BbIsIBIIEHO CYIIECTBEHHBIX Pa3IU4Uil 10 OCHOBHOMY KPUTEPHIO OLIEHKH (KOMOMHHPOBAHHBIN
MoKa3aTelb 4YacTOThl JeTanbHbIX Hcx0n0B OT MBC u wyactoTel HedaranbHbIX HH(DAPKTOB
MHUOKap/ia) MEXIy TpyIlaMyd amJIOJUINHA M XJIOpTaluioHa. YacToTa pa3BUTHUS CEplIeYHON
HEJ0CTAaTOYHOCTH B IPYMIE aMJIOJUINNHA ObllIa CYIIECTBEHHO BBIIIE, YEM B TPYIINE XJIOPTAIUIOHA
—10,2% wu 7,7 % cooTBeTcTBeHHO. He BBISBIIEHO CYIIECTBEHHBIX pa3W4Hii OOIIEH YaCTOTHI
JIETAJIHBIX UCXOO0B B IPYNIE aMJIOJUIIMHA U XJIOPTAIUIOHA.

Ilepunoonpun

[lepungonpun — uHrKOuTOp (epMeHTa, mpeBpallaroIiero aHruoreHsuH I B anruorensud Il
(uarudurop AIID). AIID, unu kuauHaza lI, sBaseTcs sK30MenTUAa30M, KOTOpast OCYIIECTBISET
KaK IIpeBpalleHHe aHrMoTeH3MHa | B cocynocykuBaroliee BEIECTBO aHTMOTEH3uH II, Tak u
pacriang OpaJUKUHHMHA, O0JaJAIOLIET0 COCYAOPACIIUPSIOMNM JEHCTBHEM, /10 HEAKTUBHOTO
renTanenTuia.

WNurubuposanne AII® npuBoAUT K CHUKEHHUIO KOHIIEHTpaluK aHruoreH3uxa |l B mina3zme kposu,
YTO BBI3bIBAET YBEJIMUEHHE aKTUBHOCTU PEHUHA TIa3Mbl KPOBH (IT0 MEXaHU3MY «OTPHIIATEIbHOM
00paTHOM CBSA3M») U YMEHbILICHHE CEKPELUH aJIbJI0CTEPOHA.

[Tockonpky AIID nHakTUBUpYET OpanukuHuH, mogaBieHue AIID conmpoBoKIaeTCs MOBHIIIICHUEM
AKTUBHOCTH KaK HUPKYJIUPYIOLIEH, TaK U TKAHEBON KaJNIMKPEUH-KUHUHOBOW CUCTEMBI, IPU 3TOM
TaKXe aKTUBUPYETCS CHCTeMa MPOCTarIaHAMHOB. BO3MOKHO, 4TO 3TOT 3((eKT SBJISAETCS YacThIO
MeXaHU3Ma aHTUTUIIEPTEH3UBHOTO JeiicTBUs HHTHOUTOpoB AIID, a Takke MexaHH3Ma pPa3BUTHUS

HEKOTOPBIX TOOOYHBIX 3P (HEKTOB MperapaToB JAHHOTO Kjacca (HarmpuMep, Karus).
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[lepunmonpun oOkKa3bIBaeT TepaneBTUUYECKOE JeicTBUE Ornaromapsi akTUBHOMY MeETaOOIHUTy
nepuHonpuiary. Jpyrue MetaboauThl He OKa3bIBAIOT MHTHOUpYtomiero neiicteus Ha AIID B
yCIOBHSX IN Vitro.

Knunuueckas s¢pgpexmusnocms u 6e3onacnocmes

Apmepuanvras cunepmensus

[lepunponpun sBnsercsa npenaparom s jgedenus Al 1ro0o0it crenenn Tspkectu. Ha ¢one ero
IPUMEHEHUS OTMEYAeTCs] CHM)KEHUE KaK CHUCTOJIMYECKOro, Tak M auacronuueckoro AJl B
MTOJIOKEHUU <JIEKA» U «CTOS.

[Tepunnonpun ymensiaetr OIICC, 4To NpUBOIUT K CHUKEHHUIO TOBBIIEHHOTO A/l M yITy4IlIeHUIO
nepudepuyeckoro kpoBoroka 6e3 uzmenenus YCC.

Kak npaBuiio, npuem nepuHIONPUIA YBEIUMYMBAET MOYeYHbIH KpoBOTOK, CK® mpu 3TOM He
MU3MEHSETCS.

AHTUTHIIEPTEH3UBHOE [IEHCTBUE IMpernapara IOCTUraeT MakcuMmyMa uepe3 4—6 yacoB mociie
OJIHOKPaTHOI'O IIpUE€Ma BHYTPb U COXpPaHSAETCs B TeueHue 24 4acos.

AHTHUTUIIEPTEH3UBHOE JIEUCTBHE uepe3 24 yaca mociie OJJHOKPATHOTO NMpUeMa BHYTPh COCTABIISAET
okoio 87-100 % oT MakcCUMaNbHOTO aHTUTUIIEPTEH3UBHOTO 3 dekTa.

Cumwxenue AJ] nocturaercst JOCTaTOYHO OBICTPO.

TepaneBtuueckuii 3pPexT HacTymaeT MeHee ueM uepe3 | MecsI] OT Hayajga Tepanud U He
conpoBokaaeTcsa Taxuduiakcuen. [pekpalienue asedeHns He BbI3bIBAET AP (PEKTa «PUKOLIETAy.
[Tepunmonpun oka3bIBaeT coOCyJIopaciIupsoniee JeicTBUe, CIOCOOCTBYET BOCCTAHOBIJIEHUIO
AIIACTUYHOCTH KPYIIHBIX apTepUil U CTPYKTYpPbl COCYAMCTON CTEHKH MEJIKUX APTEPUH, a TaKkKe
YMEHbIIAET TUIIEPTPOUIO JIEBOTO KEITYA0UKA.

Cmabunvuas UBC

D¢ dexkTnBHOCTH MPUMEHEHHs IepuHAoNpuIIa y nanuenTos (12218 nanuenTtos crapie 18 net) co
crabunpHoii MBC 0e3 ximHudeckux cumnroMoB XCH wu3ywamace B xone 4-nmeTHero
uccienoBanus. 90 % y4acTHUKOB MCCIIEIOBAHUS paHEe MEePEHECTH OCTPhIA MH(PAPKT MHUOKapaa
W/WJIM TIPOLEYPY PEBACKYJISIPU3ALIUU.

BonpmMHCTBO NAMEHTOB MOJyYaal IOMUMO MCCIEAYEMOro MIpenapara CTaHJapTHYI0 TEPaIInIo,
BKJII0Yasl aHTHArperaHThl, TUIOIMITUAEMUYECKHE CPEICTBA U OeTa-apeHo0IokaTopsl. B kauecTBe
OCHOBHOTO KpuTepusi 3¢h(HEKTUBHOCTH Oblla BbIOpaHa KOMOWHHMpPOBAaHHAs KOHEYHAs TOYKa,
BKJIIOYAIOIIAsl CEplIeYHO-COCYAUCTYI0O CMEpPTHOCTh, HedaTanbHbI HMH(APKT MHUOKapaa H/Hiu
OCTaHOBKY Cep/lia C yCIEIHON peaHuMaIuei.

Tepanust NEepUHIONPHIOM TPETOYTWIAMUHOM B /03¢ 8 MI B CYTKM OJUH pa3 B JEHb
(oxBUBasIeHTHO 10 Mr mepUHIONpHUIA aprMHMHA) MPUBOAMIA K CYLIIECTBEHHOMY CHI)KEHUIO

a0COTIOTHOTO pUCKa B OTHOILIEHUM KOMOMHUPOBAaHHOW KOHEYHOU Touku Ha 1,9 % y manueHToB,
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paHee TMEpeHeCIuX WHPApKT MHOKapjaa W/WIKM TPOLEAYPY PEBACKYISIPU3AINH, CHIDKCHHE
a0COFOTHOTO PUCKa COCTaBUIIO 2,2 % O CPaBHEHHIO C TPYIIION I1arne0o.

Jlsounas 6aokaoa PAAC

Hmerorcss JaHHBIE JABYX KIMHUYECKMX HCCIIEIOBaHUM KOMOWHHUPOBAHHOM Tepamuu C
npumeHenueM uaruouTopa AII® u APA 1.

[TpoBoAMIIOCH KIMHUYECKOE HCCIIEIOBAHUE C y4acTUEM IMAlMEHTOB, MMEIOIIUX B aHAMHE3e
KapJIMOBACKYJIIPHOE MM LepeOpoBacKysipHOe 3a0ojeBaHue, TUO0 caxapHbli nuaber 2 Tuma,
CONPOBOXKAAKOUIUICS TOATBEPKACHHBIM ITIOPAXKEHUEM OpPraHa-MUILEHH, & TAKXKE UCCIIEIOBAHUS C
y4acTHEeM MalMeHTOB C 11abeToM 2 Tuma 1 1uabeTuyeckoil Hedpomnarue.

JlanHble MCCIeA0BaHUNM HE BBISIBIIIM 3HAYUMOTO IOJIOKUTEIBLHOTO BIUSHUS KOMOMHUPOBAHHOMN
Tepanuy Ha BOSHUKHOBEHHE MIOYEUHBIX U (UJIM) KapIMOBACKYJIIPHBIX COOBITHM U Ha TIOKa3aTelln
CMEpPTHOCTH, B TO BpeMs KaK pHUCK Pa3BUTHUS THUIEPKAIMEMHH, OCTPOH IOYEHUHOU
HEJOCTATOYHOCTH U (WUJIM) TUIIOTEH3UN YBEIUYUBAIICS 10 CPABHEHUIO C MOHOTEpanueil.
[Ipyaumas BO BHHMMAHHS CXOXKHME€ BHYTPUIPYNIOBbIE (papMaKOJUHAMUUECKHE CBOMCTBA
uHruouTopoB AIID u APA |l, nanubIie pe3ynbTaThl MOKHO 0KHIATh JJI B3AUMOICHCTBHS JIFOOBIX
JIpYTHUX IpernaparoB, npeacTaBuTeneit kiaaccoB uHruoutopos AIID u APA I.

[ToaTomy npoTuBoIIOKazaHo npuMeHenrne uHruoutopoB AII®D B coueranuu ¢ APA Il y nanueHToB
¢ nuabernyeckor Hedpomarue. IMeroTcs: TaHHble KIMHUYECKOTO UCCIEAOBAHUS 0 U3YYCHHIO
MOJIO’KUTEIBHOTO BIIMSHUS OT J100aBJIEHUS AIUCKUpPEHA K CTaHIApTHOM Tepanmuu MHTUOMTOPOM
AII® umn APA Il y manmeHTOB ¢ caxapHbIM JMa0eToM 2 THUIA MM XPOHHUUYECKUM 3a00JIeBaHUEM
MOYEK, UM KapAUOBACKYJISIPHBIM 3a00J1€BaHuEM, JTMO0 UMEIOIIUX COUYeTaHHEe ITUX 3a00JIeBaHHH.
HccnenoBanue ObUIO MPEKPAILEHO JOCPOYHO B CBSI3U C BO3POCIIMM PUCKOM BO3HHUKHOBEHUS
HeOJIaronpusATHBIX UCX00B. KapanoBackysipHas CMEPTh M MHCYJIBT OTMEYAIUCh Yallle B TPpyIIe
NAalMEeHTOB, IMOJNyYalolUX AalUCKUPEH, IO CPaBHEHUIO C Tpynmo mianebo; Takxke
HEXKENNaTeNbHbIE pPEaKIMH U Cepbe3Hble HeXenaTeldbHble peakuu 0coboro HHTepeca
(runepkanveMus, TMIIOTEH3MS U HapyIIeHUs QYHKIUHU T0YEK) PETUCTPUPOBAIIMCH Yallle B TpyTIe
IHMCKUPEHa, YeM B TpyIMIie miamnedo.

Amnoounun + nepunoonpun

B uccrnenoBanun ASCOT-BPLA wu3ywanack 3¢ (eKTUBHOCTh NMPH JUIMTEIBHOM INPHUMEHEHHH
amjIoAUNMHa B KOMOMHAIMM C TEPUHIONPHIOM U aTeHojojla B KOMOMHAIUU C
O6ennpodymeTnasuioM y nanueHToB B Bozpacte oT 40 no 79 netr ¢ AI' u mo MeHsbIIei Mepe ¢
TpeMs U3 MEePEUUCICHHBIX JTOTIOJIHUTENBHBIX (aKTOPOB PUCKA: TUIEPTPOPHUS JIEBOTO KEIyI0UKa
no pganHbiM  OKI[T wimm  sxokapauorpaduum, caxapHbld —auader 2 Tuma, aTepoCKIIepo3
nepudepudeckux apTepuil, paHee MEPEeHECEHHbIH HMHCYIbT WJIM TPAH3UTOpPHAs HIIEMUYecKas

aTaka, MYXXCKOHM II0J, BO3pacT 55 €T W cTapiie, MHKPOATbOYMUHYPHUsI WU TMPOTECUHYPUS,
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KypeHue, OOIIMil XOJIECTePHH/XO0JIECTEPUH JIMIIONPOTEHIOB BBICOKON IUIOTHOCTH > 6, paHHEE
passutre UBbC y Gnmxaiimx poacTBEHHUKOB.

OcHoBHOI KpuTepuil oueHkH 3()(PEeKTHBHOCTH — KOMOWHUPOBAHHBIM IOKa3aTelb YacCTOTHI
He(daranpHOrO HH(papKTa MUOKapaa (B TOM duciie 6e300J1eBOro) u jgeTaibHbIX ucxo0B MBC.
YacrtoTa OCHOXKHEHHH, TMPEAyCMOTPEHHBIX OCHOBHBIM KPHUTEPUEM OLIGHKH, B TpYyIIIe
aMJIOJUIHH + IIEPUHAOIPUT ObL1a Ha 10 % HUXE, 4eM B rpynmne
aTeHoson + O6eHapodIymMeTnasua, 0JHaKO 3TO Pa3Iuune He ObIJIO CTATUCTHYECKHU JTIOCTOBEPHBIM.
B rpynme amiogunuH + NepUHAONPUI OTMEYAJOCh JOCTOBEPHOE CHUXKEHHE YacTOThI
OCJIO)KHEHUH, MPEeAYyCMOTPEHHBIX JONOJHUTENbHBIMU KpuTepusMu 3¢hdeKTuBHOCTH (KpoMme
daranpHOI 1 HedaTaTbHON CepACYHON HEJOCTATOYHOCTH).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

Benuunna abcopOuuu amiioAMnuHa ¥ MEPUHAONPHUIA MPU NPUMEHEHUU KOMOWHHUPOBAHHOTO
JIEKapCTBEHHOTO IpenapaTa J[anpHeBa CylecTBEeHHO He OTIMYAETCS OT TAKOBOW MPU IPUMEHEHUH
UX B Ka4€CTBE MOHOITPETIAPATOB.

Amnoounun

AGcopbuus

[Tocne mpuema BHYTPh aMIIOAUIIUH MEAJIEHHO aOCOpOUpYeTCs U3 XKelyI0YHO-KUIIEYHOTO TPAKTa
(OKKT). Ab6comotHast OuomoctymHOcTh coctaBisier 64-80 %. Ilpuem mumm He OKa3bIBaeT
BJIMSTHUSL HA OMOJJOCTYITHOCTh aMJIOUITHHA.

Pacnpenenenue

MaxkcumanbHas KoHIeHTpauus (Cmax) aMJIONMIMHA B IUIa3Me€ KPOBHM JOCTHraercs yepe3 6—
12 gacoB mocie mpuema mpenapara BHyTpb. O0beM pacrmpeneneHus — npumepro 21 m/kr. B
UCCIieIoBaHMsX IN VItro ObUTO TOKa3aHo, 4TO OKOMo 97,5 % HUPKYIMPYIOMIETO aMJIOIUITHHA
CBSI3aHO C OeJKaMHM IIa3Mbl KPOBH.

BI/IOTDaHCd)ODMaHI/IH H 3JIMMHUHAIINA

AMJIOTUIIUH METa0OIU3HUPYETCS B MIEUeHU ¢ 00pa30BaHUEM HEAKTUBHBIX META0OJIUTOB, IPU ITOM
10 % mpuHATOM 103l aMJIOUIIMHA BRIBOJAUTCS B HEM3MEHEHHOM BHJIe U 60 % — moykamMu B BUJIC
metabonutoB. Koneunwid T2 u3 mimazmbl kpoBu cocraBisgeT 35-50 yacoB, 4TO MO3BOJISET
IIPUHUMATH IIPENapaT OJUH pa3 B CyTKH.

AMJIOUTNIUH HE BBIBOJAUTCS U3 OpraHU3Ma MOCPeICTBOM JIHaIn3a.

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmoi nodcunoz2o 6o3pacma u nAyUeHmyl ¢ HapyueHuem QYHKYuu nodex
Bpewms noctikenusi Cmax (TCmax) amMmioaunuHa B miasMe KpOBH HE pa3iiMyaeTcsl y MaldeHTOB
MOKUJIOTO BO3pacTa v 0oJiee MOJIOO0T0 Bo3pacTa. Y MalMeHTOB MOXKUIJIOr0 BO3pacTa OTMEUYaeTCs

3aMeJIeHne KJIMpeHca aMJIounuHa, 4To npuBoauT K yBenmuueHnto AUC. Yeemnmuenne AUC u
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T'2 y nauuentoB ¢ XCH cooTBeTCTBYET mpennojaraéMoi BEJIUYUHE I JaHHOW BO3PACTHOM
TPYIIIBL.

VY manueHToB ¢ HapylieHHeM (YHKIMH MOYeK N3MEHEHUS! KOHIICHTPAIIUN aMIIOIMITHHA B IJIa3Me
KPOBU HE KOPPETUPYIOT CO CTEIICHBIO MOYECYHOW HEIOCTATOYHOCTH. BO3MOKHO HE3HAYUTEIHHOE
yyuHenue TY%.

Tayuenmoi ¢ Hapywenuem QyuKyuy neveHu

JlanHple O TPUMEHEHWUW aMIIOAWIHMHA T[AlMEHTAMH C TICYCHOYHOH HEIOCTATOYHOCTHIO
OTpaHWYEHBI. Y TAIMEHTOB C TICYCHOYHON HEJ0OCTATOYHOCThIO HAOII0IaeTCsl CHIDKCHHE KITMPEHCa
aMJIOJIUIIMHA, YTO NMPUBOAUT K ymiauHeHuto T's u yBenmuuennro AUC npubnusutensHo Ha 40—
60 %.

Tlepunoonpun

AOGcopOuus

[Tocne mpuema BHYTpb NEPUHAOIPHII OBICTPO BcachiBaeTcs U AOCTUTAaeT Cmax B IIa3Me KPOBH B
teyeHue 1 yaca. T'2 nepuHaonpuiia 13 mia3Mbl KPOBH COCTABIIAET IPUOIU3UTENBHO 1 Yac.
[Ipuem TUIIM yMEHBIIACT OHWOJOCTYIMTHOCTh MEPHHIONPUIIA, IOITOMY Mpenapar CcleayeT
MPUHUMATH OJIMH Pa3 B CyTKU, yTPOM, IIEpe]] MPUEMOM MHUIITH.

Pacupenenenue

O06nem pacripesenieHds cBOOOJHOTO TepUHAONpUiIaTa cocTapiseT npumepHo 0,2 n/kr. CBs3b
nepuHonpuiIaTa ¢ 6enkamu mia3mMel KpoBu (B ocHOBHOM ¢ AII®) cocraBnser 20 % u HOCHT
JI0303aBUCUMBIN XapaKTep.

BI/IOTDaHCd)ODMaHI/IH

[Mepurmonpun He oOmamaeT (apMaKOJIOTHICCKOW AKTHBHOCTBIO, SIBIISIETCS IPOJICKAPCTBOM.
[TpubmuzutensHo 27 % OT 001IeT0 KOJUYECTBA, IPUHATOTO BHYTPh NMEPUHAOIPHUIIA, TTOTAIAET B
KPOBOTOK B BHJE aKTUBHOTO MeTabonuTa — mepuHjponpuiara. [lomumo mnepuHgonpuiara
oOpa3yroTcs emie 5 MeTabonuToB, He oOnagaronmx (GpapMakoIornieckoil akTHBHOCThIO. Cmax B
TTa3Me KPOBH JOCTUTAeTCs yepe3 3—4 gaca mociie npuemMa BHYTPb.

DJIMMUHALMS

[lepunmonpunar BHIBOAUTCS MOYKaMu, 1% HeCBS3aHHOW (PAKIUH COCTABISAECT MPUMEPHO
17 gacoB, MOATOMY PaBHOBECHOE COCTOSIHHE JIOCTHTaeTcsl B TeUeHHE 4-X CYTOK IMOocIe Mmpuema
BHYTPb.

JInHeNHOCTh (HEMMHEHHOCTB)

CymecTByeT MHEHHas 3aBUCUMOCTb KOHLIEHTPALIMM IEPUHJONpUIA B IJIa3M€ KPOBH OT
BEJIMYUHBI IPUHATON BHYTPb 03B

Oco0rIe I'pynIbl TalMEHTOB

HauueHmbl nosSHCUI020 so3pacma u nayuermal C cep()etmoﬁ U NOYEYHOU HeOOCMAMOYHOCbIO
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BriBeenre nepuHIO0NpHiIaTa 3aMe/JIEHO y AI[MEHTOB MOXKHUJIOT0 BO3pAacTa, a TAKXKE Y MallueHTOB
C Cep/ICYHOM U MOYCUHOUN HEJJOCTATOYHOCTHIO (CM. pa3zaen 4.2.), Mo3ToMy HaOJI0IEHUE 32 TAKUMU
MalMeHTaMH JIOJDKHO BKIIIOYATh B C€O0sl PEryJiipHbIA KOHTPOJIb KOHIEHTpAaIlMu KpeaTHHUHA U
KaJus B TU1a3Me KPOBH.

Tayuenmsi ¢ HapyweHnuem ynKyuu neveHu

Juanu3Hblil KIIMpeHe nepuHaonpuiaTa cocrapiser 70 Mii/MuH.

®apMaKOKMHETHKA IEPUHAOIIPUIIA HApYLIEHA Y AlMEHTOB C IIUPPO30M IIEYEHU: €T0 IEYEHOUYHbIN
KIIMPEHC YMEHbIIAeTcs B /IBa pa3a. TeM He MeHee, KOJIMYECTBO 00pa3yIoIerocs NepuHI0NpuiIaTa
HE YMEHBIIIACTCS, IIOITOMY HE TpeOyeTCst KOPPEKIMH 10361 (CM. pasnensl 4.2. u 4.4.).

5.3. /laHHbI€ JOKJIHHUYECKOH 0€30MacCHOCTH

AmnonunuH

Penpooykmusnas moxcuunocmo

HccnenoBanus penpoayKTUBHOW TOKCHYHOCTH Ha KpbICAX M MBIIIAX TMOKA3ald YBEIHUYEHUE
nepuoa BbIHAIIMBAHMS, YBEJIWYEHHE IPOJOJDKUTENIBHOCTH POJOPA3PEIICHNUs U CHUKEHUE
BBIKMBAEMOCTH IMOTOMCTBA ITPU MPUMEHEHUH TperiapaTa B 103aX, MPEBBIIIAIOIINX MAaKCUMAJIbHbBIE
PEKOMEHI0BaHHbBIE AJIs YelloBeKa MpuOau3uTenbHo B 50 pa3 (pu pacyeTe B MI/KT).

Hapywenue ¢pepmunvnocmu

[Ipu npumeHenuu amiogunuHa B jgo3ax n0 10 wmr/kr/aens (uto B 8 pa3™ mpessbimaer
MaKCHMAIbHYI0 PEKOMEHIOBAHHYIO [T 4eloBeka 103y 10 Mr IpH pacueTe B Mr/M2), BIUSHKS HA
(bepTUIBHOCTD y KPBIC, MOMyYaBIIUX aMJIOJUIUH (CaMIlbl B TeUeHHEe 64 THEW U CAaMKU B TEUCHHE
14 nHelt no ciapuBaHus), 0OHAPYKEHO He ObLI0. B Ipyrom uccrienoBanuu Ha KpbIcax, B KOTOPOM
caMIIbl TOJy4Yajiyd amyIoaunuHa Oeswnar B TedeHue 30 nHEH B /103€, CPAaBHUMOUM C J1030H st
yenoBeka (mpu  pacuere B MI/Kr), ObUIO OOHApY>KEHO CHWIKEHHWE KOHIICHTPAlUU
G OTHKYIOCTUMYIMPYIOIIET0 TOPMOHA U TECTOCTEPOHA B TIa3Me KPOBH, a TaKK€ YMEHBIICHHE
MJIOTHOCTH CHIEPMBI U KOJIMYECTBA 3PENbIX CEpMaTHI U KiIeToK CepToiu.

Kanyepozcenes, mymacenes

VY KpbIC ¥ MBIIIEH, TOJyYaBIINX aMJIOJUITMH C KOPMOM B TE€UYEHHE 2 JIET, B KOHIICHTPAIHUSIX,
paccuuTaHHBIX s obecriedeHust cytouHo nmo3el 0,5, 1,25, m 2,5 Mr/kr/cyT, NpU3HAKOB
KaHIIEPOTEHHOCTH OOHapyxkeHo He Obuto. HauBbicmias mo3a (Iisi MBIIIEH — aHaJIOTHYHas
MaKCHMAaJIbHOH PEKOMEHI0BaHHOH KIMHUYECKOi 03¢ 10 MT IIpH pacueTe B MI/M2, a JUIS KPbIC —
B 2 paza™ ee npeBblmaronias) Oblia 6J1M3Ka K MAaKCHMaIbHOW MEPEHOCUMON J103€ JIJIsl MBILIEH, HO
HE 11 KPBIC.

B xone uccrnenoBaHmii MyTareHe3a HU Ha T€HHOM, HM Ha XPOMOCOMHOM YpoBHE 3(dekTos,
CBSI3aHHBIX C PUMEHEHUEM Ipernapara, 00Hapy»KeHO He OBLIO.

*U3 pacuera Ha Maccy naruenTta 50 Kr.
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[lepunponpun

B unccnenoBaHusiXx XpOHMYECKONM TOKCHMYHOCTU (Ha Kpblcax U 00€3bsiHAX) MPU INEPOPAIBHOM
pHEME OPTaHOM-MHIIEHBIO SIBJISIOTCS IIOYKH, HAPYIICHUS HOCAT OOpAaTUMBIA XapakTep.
MyTareHHOCTH B UCCIIEOBAHUSX in Vitro W in vivo OTMEUEHO He OBLIO0.

HccnenoBanust penpoayKTHBHONW TOKCHYHOCTH (Ha KpbhICax, MBIIIAX, KPOIMKAaX U 00e3bsiHaX) HE
BBISIBUJTH TIPU3HAKOB AMOPUOTOKCHYHOCTH HIIM TEPATOTeHHOCTH. OHAKO OBUIO MOKAa3aHo, YTO
uHruouTopel All®, kak Ki1acc, OKa3pIBalOT HEXENATeIbHOE BO3/ICUCTBUE HA MO3HEE pa3BUTHE
71014, YTO MPUBOJUT K THOCIH TUIOAQ M BPOXKICHHBIM HAPYIICHUSM Y TPHI3YHOB U KPOJIMKOB:
HaOMIOAIMCh TTOPAKEHHUS MOYEK M POCT MEePUHATAIBHON M MOCTHATaIbHOW cMepTHOCTH. Hu y
CaMIIOB, HU y CAMOK HE OTMEYaJIOCh HApyIICHHs PepTUITHHOCTH.

KaHnueporeHHOCTH B MCCIEA0BAaHUSX NIUTEIIBHOTO MTPUMEHEHUS MpenapaTa Ha KpbICaX U MbIIIAaX

OTMEYEHO He OBLIO.

6. ®PAPMAIIEBTUUECKHUE CBOWCTBA
6.1. IlepeueHb BCIOMOraTe/ibHbIX BelleCTB
Llem1r05103a MUKPOKpUCTAJUTMYECKAs]
Kpaxmain npexenaTuHU3UPOBaHHBIN
Kapbokcumerunkpaxman HaTpHst
Kanpums xmopun rekcaruapar
Hartpus runpoxkap6oHar
KpemHust AMOKCUT KOJIJIOUAHBIN O€3BOIHBIN
Marnus creapat
6.2. HecoBMecTUMOCTH
He npumenumo.
6.3. Cpok romHocTH (CPOK XpaHeHHust)
3 roxa.
6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPH XPAHEHHU U
XpaHuTh NpHU TemnepaType He Boiie 25 °C, B OpUrHHaIbHON YIIaKOBKE.
6.5. Xapakrep u cofepkaHue NEPBHYHOH YIIAKOBKH
[To 10 Tabnmerok B Omuctepe u3 kKomOuHupoBanHoro marepuana OITA/An/IIBX u ¢onbru
AITFOMUHHUEBOM.
3 win 9 6ucTepoB BMECTE ¢ MHCTPYKLUEH 110 MPUMEHEHHIO TOMELIAI0T B AUYKy KapTOHHYIO.

He Bce pa3meps! yiakoBOK MOTYT OBITh JIOCTYIHBI JUIS peaTH3aliH.
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6.6. OcoOble Mepbl MNPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemaparta WIM OTX0J0B, TMOJYYEHHBIX I0CJe MpPUMeHEHUs
JIEKAPCTBEHHOI'0 NMPenapara, v Apyrue MaHUIYJISIIUN ¢ IPenapaTom

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
Poccniickas @enepanvs
000 «KPKA-PYCy, 143500, Poccus, MockoBckas 0611., . Mctpa, yin. MockoBckas, 1. 50
Ten.: +7 (495) 994 70 70
dakc: +7 (495) 994 70 78
Anpec 351. moutsl: Krka-rus@krka.biz
7.1. [IpeacraBuTeb J€pPKATENSA PETHCTPANHOHHOTO YIOCTOBEPEHHS

IIpereH3un HOTD66HTCHCﬁ HAaImpaBJIATH I10 aApPECy.

Poccuiickasa ®@eoepayus

000 «KPKA-PYC»

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

®axc: +7 (495) 994 70 78

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

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHHUS
JITI-Ne(001490)-(PT-RU)

9. TATA IEPBUYHOM PETUCTPAILIMU (ITOATBEPKJIEHUSI PETUCTPAIIUHA,
HEPEPETUCTPALINN)
Jata nepBoii peructpanun: 1 gexadps 2022 r.

10. JATA HEPECMOTPA TEKCTA
3 urona 2025 1.

OO0mast XxapakTepuCTHKa JIEKapCTBEHHOTO Mpernapara JlaabHeBa 10CTyHAa Ha MH)OPMAIIMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOr0 CO03a B MHPOPMAIIMOHHO-KOMMYHUKAIIMOHHON CETH

«Hurepuet» https://eec.eaeunion.org.
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