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OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEIIAPATA

1. HAHMMEHOBAHHME JIEKAPCTBEHHOT O ITPEIIAPATA

COTHACOBAHOD
MHHHUCTEPCTROM 3NIPABOOXPAHEHU A
: PECTIYRJIMKH BEJIAPYCh
Npuxas Munucrepcraa 3xpasooxpanenus
Pecnybanxn Benapycs

- - OorT ¢ @ ’ A ML Ne /m
2. KAYECTBEHHBIN Y KOJIMYECTBEHHBIN COCTAB

SHAI®-HJI 20 Ta6aerku 20 mr/12,5 mr
Onananpun/zudpoxnopmuasud (enalapril/hydrochlorothiazide)

1 TabreTka comep uT 3HaNanpuiIa Majgeara 20 Mr ¥ THAPOXI0opTHasuaa 12,5 mr.

BcnomorarensHele BEIIECTBA C M3BECTHLIM JEHCTBUEM:

Oona mabnemxa codepocum:
JlakTo3a 116,05 mr
Harpuii 2,79 mr

BcnoMorarensHble BelecTBa [IEpEYUCIIeHEI B pa3aene 6.1.
3. JIEKAPCTBEHHAS ®OPMA

prr‘HHC, IUIOCKue TabJIeTKH Genoro IB€Ta, CO CKOIICHHBIMH KpasMH U HACCYKOH Ha OOHOMU CTOpOHE.
Haceuka ne IpéaHasHavyeHa jisl pa3jiaMbIBaHUA TabJIETKH.

4. K/IMHHUYECKUME JAHHBIE

4.1 Toka3zaHust K HpHMEHEHHIO
ApTepuarbHas THIIEPTeH3U (ITAlAEHTaM, KOTOPBIM [I0Ka3aHa KOMOMHUPOBAHHAS TEPAIHS).

4.2 Pexum J03HPOBAHHUS H CIOCO0 NPHUMEHEHHS

Pexum nosupoBanus

Jlo3upoBanue mpenapara OCHOBAHO INIABHEIM 00pa3soM Ha OIBITE IPHMEHEHHS er0 aKTHBHOTO BELECTBA
SHaJIAIlpUiIa MajieaTa.

O6br4Hast 103a - oHa TablIeTKa ONMH pa3 B CyTKH. [Ipy HEOGXOMUMOCTH 1032 MOXKET YBEJIMYUBATLCA 10
IBYX TabJIETOK OZIHH pa3 B CYTKH.

JUrist GonbIIMHCTBA NanueHToB 20 MI SHANANpPHIA MajeaTa (B HCKIIIOUHTEbHbBIX cinyqasx 40 mMr) unu 50
MI' THAPOXJIOPTHA3HAA B CYTKH SIBJISETCS IOCTATOYHOR 030H, IIO3TOMY PEKOMEHIOBAHO TPHHHMATD HE
bonee 2 Tabnerok npenapara Duan-HJI 20 B cyTku. Eciu He mocturaercs YZIOBJIETBOPHTENBHBIN Tepa-
NEBTHIECKUH 3 (eKT, peKoMen yeTcs T06aBHTh APYTOe JIEKAPCTBEHHOE CPEACTBO WM U3MEHHTD Tepa-
ITHIO.

IIpeowecmsyrowjan moyezonnas mepanus Ouypemuxamu

MosxeT HaOmonaTbcs CUMITOMATHYECKAs TUIIOTOHUS HOCIE TIPHEMa HaYalsHOM 0361, 9To Gojlee BEPO-
ATHO y OOJIBHBIX C TMIOBOJNEMHEH W/ C HApyLIEHMEM KOHIEHTPALMHM 3JIEKTPOJIMTOB B PE3YJIbTATe
IPENIICCTBYIOMIEH TepaliH JHyPEeTHKAaMH. PEKOMEH/IyeTCs IPeKPaTHTh IPHEM TUYPETHKOB 3a 2-3 IHS
1o Havana npuema DHar-HIT 20.

Ioueunas nedocmamounocmo

Tepanus THa3UIHBIME OMyPETHKaMH MOXET OKA3aThCsl HEANeKBaTHOM Y IALMEHTOB C TIOYEUHOH Helo-
CTaTOYHOCTBIO, & NPU KIMPEHCce KpeaTHHHHA 0,5 MI/CeK M MeHee THasHAHBIE OUYPETUKH He 3(deKTHs-
HBL Y ITaUMEHTOB C KIHPEHCOM KpeaTuHuHa ot 0,5 Mi/cek mo 1,3 mur/cex JIeYEHHE CJIeyeT HAYHHATh C
NPE/IBAPUTENBHOTO N0A00pa 1103 OTAENBHBIX NEHCTBYIONIMX KOMIIOHEHTOB, & -- = "
Iooxcunvie nayuenmot S
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B knrHMYecKux uccnenoBanusx 3G QeKTUBHOCTE U NEPEHOCHMOCTE I(OMéI/IHaI_II/IH SHaJaNpuia Maneara
¥ THIpOXJIopTHasuaa Obpula OQWHAKOBOW B IpyNax MallMEHTOB IOXIIOTO Bo3pacta U 6ojiee MOJIOIBIX
HalHUeHTOB.

Lemckuii 6o3pacm

besonacHocTh U 3 (HeKTUBHOCT IPUMEHEHHS IIpeTiapaTa y A€Tel He YCTaHOBJICHBL

He cymiecTByeT orpaHn4eHH 110 POOJDKUTENHHOCTH JIedeHus npenaparoM DHamn-HII 20.

Cooco6 npuMeHeHust
IIpenapar npesHasHa4eH 111 IpUeMa BHYTPb.

4.3 IlporuBomokazaHus
o [loBeleHHas YyBCTBUTENBHOCTh K JEHUCTBYIOLIMM BEIIECTBAM HIIM K JHOO0MY M3 BCIIOMOTa-

TEJIbHBIX BEILIECTB, IIEPEUUCIIEHHBIX B pasnene 6.1.;

['MnepyyBCTBUTENBHOCTS K CyIb)OHAMHIAM;

AHI'HOHEBPOTHYECKHH OTEK B aHAMHe3€, CBA3aHHLL ¢ IPUMEHEHHeM HHIu6uTOpoB AIID;

HacnencTeeHHBIH WM HAMONATHYECKUI aHIMOHEBPOTUIECKHH OTEK;

Anypus;

Taxenas moyeuHas HEXOCTATOYHOCTH (KJIMPEHC KpeaTHHKMHA < 30 MJI/MHE);

CTeHO03 [TOYEYHBIX apTepHii;

Tsaxenas neyeHOYHas HEAOCTATOUYHOCTD,

Bropoii u TpeTHit TpuMecTpBI GepeMeHHOCTH (CM. paszens 4.4 u 4.6);

CosmecTHOe npuMenenue DHan-HJI 20 ¢ anuckupeHcoAepKamuMy TpenapaTaMi IPOTHBOIIO-

Ka3aHO IMMalMeHTaM C CaXapHbeIM JuabeToM MU 1odedHoit HemoctatouHocTeio (CK® Menee 60

mi/mun/1,73 M2) (cm. pasmenst 4.5 u 5.1);

e OnHOBpeMEHHEIH IIpHEM ¢ KOMOUHAIMEH JIEKapCTBEHHBIXK CPEACTB cakyOuTpmn / Bancapran. He
CIENyeT HAaYWHATh MIPHEM JIEKapCTBEHHOro cpencTBa JHan-HII 20 panee, uem yepes 36 yacos
nocJIe premMa mocIeqHeR 10361 CaKyOuTpun / BaicapTaHa (CM. Takxe pasnensl 4.4 u 4.5).

4.4 Oco0bie ykazaHHA H Mepbl IPEIOCTOPOKHOCTH NPH NPHMEHeHUH

OHananpu/a ManeaT ¥ THAPOXJIOPTHASH]L

Apmepuanvnas eunomen3sus u Hapywenue 600H0-31eKMPOIUMHO20 bananca

Kak ¥ mpy npueMe Ipyrux aHTUTHIEPTCH3MBHBIX IPENApaToB Y OTAEABHBIX OOJBHBIX MOXET HaGIo-
JaTbCsA CHMIITOMAaTHYeCKas apTepHalbHas THIOTEeH3HA. Takoe NelcTBHe penxo Habmomaercs y 60b-
HBIX C HEOCJIOKHEHHOM THUIEPTOHMYECKOH 6one3Hpr0 U Hauboiee BEpOSTHO NP HAPYLIEHUH BOIJHO-
3JIEKTPOJNUTHOrO OOME€Ha (HalpuMep, TMIOBOJEMHUS, THIOHATPHEMHS, TMIIOXJIOPEMHYECKHH alKaIo3,
TUTIOMaTHUEMHUS WK TUIOKATHEMHS), KaK CIEACTBHE NPEAINECTBYIOIIEi Tepanun ANypeTHKaMH, obes-
HEHHOT'O COJIIMH NHTAHUS, THAK3a, Uaper MIM PBOTHI (cM. paszaens! 4.5 u 4.8). V Takux manueHToB
JOJKHO IIPOBOJUTHCS IIEPHOAUIECKOE OIIPEIEICHHUE NEKTPOIUTOB CBIBOPOTKH KPOBH.

C 0co60# OCTOPOXHOCTBIO CIIEAYET HMPUMEHATH IPENAapar y IANHEHTOB C HIIEMHYECKOH GONE3HBIO
CepANa MM LEepeOpOBACKYJISPHBIME 3a00/IEBAaHHAMH, IIOCKOJIBKY PE3KOE CHHXEHHE apTEpPHAIBHOTO
AABJICHHS MOXET HPHUBECTH K HH(APKTY MMOKAapAa HIM HHCYIbTY. Y MALMEHTOB ¢ THIEPTEH3MeH U
CEepACHHON HENOCTATOYHOCTHIO, C MIIH 6€3 aCCOLMMPOBAHHOM IOYEUHOH HeAOCTATOYHOCTHIO Habmoa-
JlaCh CUMIITOMAaTH4eCKast THIIOTEH3HS.

B ciryyae pa3sBuTHS TMIIOTEH3MH MALMEHTa CIEAYeT IOMECTHTD B TOJOXKEHHE «IeKa Ha CHHHEY H, npu
HEOOXOMMMOCTH, Ha3HAYUTH BHYTPUBEHHYIO HH(Y3HUIO (bnznonornqecxoro pacTeopa. Ilpexozsmas ap-
TepHANbHAA THIIOTCH3Hs HE ABJAETCA NPOTUBONOKA3AHHEM JULS Iaik: EHIIero JIe‘IeHI/ISI ITocne nopma-
JU3alKK aPTEPHAIBHOTO JABJICHUS U BOCIOJHEHHS 00beMa anKymdpylomeH TIa3MBl; ,:Tepanus npemna-
paToM MOXET OBITh NMPOAOIKEHA B MEHBIINX J03aX (BO3MO)KI-IO TaIOKe TOJIBKO € OILHPIM aKmBHbIM BE-

IIECTBOM).
Leotinas 610xada penun-auzuomen3un-anbA0CcmepoH080i Cucmenbi. (PAA C) ,
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CymecTByIOT [NaHHBIE, YTO COBMECTHOE NPHMEHEHHE HHIHOUTOPOB aHTHOTCH3MHIPEBPAIIAIOLIEro
¢epmenta (AIID), 6aokaTopoB penenTopoB aHrMoTeH3uHa Il 1 amMckupeHa MOBBIIIAET PUCK PA3BUTHS
TUNIOTOHHH, THIIEPKAJIMEMHH U CHIDKEHHUS (YHKLHMH IOYeK (BKJIFOYAs OCTPYIO MOYEYHYIO HEeIOCTaTOy-
HocTh). CrenosarensHo, nBoiHas O1okaga PAAC c npumeneHuem uHruburopoB AII®, 6inokxaropos
penentopos anrnorensuna I (BPA II) unu anuckupena He pekoMeHI0BaHa (cM. pa3zaensl 4.5 u 5.1).

B ciyuasax, xoraa coBMECTHOE IpUMEHEHUE abCOTIOTHO II0Ka3aHo, HeOOXOMMO TIIATeIbHOE Habmoe-
HHE CIICIMANKMCTa ¥ 00A3aTeIbHBI MOHUTOPHHT (QYHKIIMH MOYEK, BOAHO-3JIEKTPOIUTHOrO OanaHca u
apTepUaIbHOTO JaBJICHHS.

Nuruburopsr AII® u 6110KkaTophl pelenTopoB aHTHOTEH3HHA 11 He HOMKHBI Ha3HAYATHCS OJHOBPEMEH-
HO NaLHeHTaM ¢ auabeTudeckoi HedpomaTuei.

Hapywenue ¢pyrnkyuu noyex

DuKCHpOBaHHBIC KOMOHHAIIMK SHATANpPHIA U FHAPOXJIOPTHA3Ka HE CllefyeT Ha3HAuaTh HAI[HEHTaM C
II0YEYHON HEJOCTATOYHOCTRIO (KJIMpeHe KpeaTuHUHA < 1,3 Mi/cex unu 80 mu/MuH 1 > 0,5 Mi/cex wim
30 my/MuH) 10 TeX IOp, HOKa IyTeM noabopa He GyaeT ompelesneHa 1032 WHAMBUIYATbHEIX aKTHBHbIX
KOMIIOHEHTOB, COOTBETCTBYIOIIAs 103aM B KOMOHHHPOBaHHOM IIperiapare.

Y HeKOTOpBIX GOJBHBIX C apTepUATBHON THIEpPTeH3ueH (e3 ABHBIX IPH3HAKOB 3a00JIEBAHMS ITOYEK,
NPHHMMAIOIIKX JHANATIPHII COBMECTHO ¢ MOYETOHHBIMHU CPEICTBAMH, MOXET PAa3BHTHCS HE3HAUUTENIL-
HOC NPEXOAAIIee YBEIHYCHHE KOHIEHTPAUMM MOYEBHHBI U YPOBHS KPEaTWHHHA B CHIBOPOTKE KPOBH
(cm. pasgen OcoOble yKkasaHHA M MEpHI NPEJOCTOPOXHOCTH NPU NPUMEHEHHH, SHANANPHI Majear,
HapyIeHue QyHKIHHK 09eK; THAPOXIOPTHA3U], Hapylienne GpyHKIun modek B pasaene 4.4). Ecmu sto
IPOUCXONUT BO BpeMs Te€panuu KOMOHHalMeH SHajmanpuia U THAPOXJIOPTHA3HAA, TO JICYCHHE JOKHO
OBITh TIpeKpalneHo. B naneHeiimeM BO3MOXHO BO30GHOBJIEHHE TepalHy B MEHBILIMX 03aX MM Ha3Ha-
YeHHe KOMIIOHEHTOB IIpenapara 110 OTAeIbHOCTH.

OTa CUTyauus YBENTMYHBAET BEPOATHOCTH PA3BHTHA CTEHO3a MOYEUYHOW apTepum (cM. pasmen Ocolble
yKa3aHHs M MEPBI NPEOCTOPOXXHOCTH MPU [IPUMEHEHUH, SHATAIIPUI MaJleaT, peHOBACKYy/spHas apTe-
pUabHad TMIEPTEH3US B paszzene 4.4).

Lunepxanuemus

IIpn KOMOHHHPOBAHHOM JIEUEHUH SHATANPUIOM U AUYPETMKAMH B HM3KHX JI03aX HE MOXET ObITh HC-
KJIFOUEHA BEPOATHOCTD THITEPKAITHEMHH.

Jumuii

OIIHOBpCMeHHoe IIpUMCHCHHUE JTUTUS C OHAJIAIIPpHAJIOM H AUYpETAKaMH HC PEKOMCH/IOBAHO (CM. pasaen
4.5).

JHaJlalpuia Majeat

Aopmanvubiii cmeno3s / cunepmpoguyeckas KapouoMuonamus

Kak u Bce BasonuisTatopsl HHrHOHTOPE! AIID MOMKHEI HazHAYaTBCS ¢ 0CO60H OCTOPOKHOCTBIO Y Ia-
LIICHTOB C OOCTPYKUMEH BBIHOCAIIETO TPAKTA JIEBOTO XKEIYNOUYKa M U30ETaThCs PH KapAHOTEHHOM II0-
K€ ¥ TEMOJMHAMHYECKH 3HAYNMOH 00CTPYyKIIHH.

Hapywenue gpynxyuu noyvex

Coob1manocs o moYeyHoH HEI0CTATOYHOCTH, CBA3aHHOM C IPUEMOM SHANATIPUIIA U B OCHOBHOM HabJTIo-
AAJI0Ch Y MAaUMEHTOB C TSHKENIOH CepAeYHOM HENOCTATOYHOCTBIO HIIM MOYEYHOH HEJ0CTATOYHOCTHIO,
BKJIFOYas CT€HO3 NOYEeYHOU aprepuu. IIpu cBOEBpeMEHHOM U afeKBaTHOM JICUEHHU ITOYEYHAS HEJOCTA-
TOYHOCTB, CBA3aHHAs C TEpaIHCH SHANANpPHUIIOM, 00bMHO oOpaTHMa (cM. paspen 4.2 u pasgen Ocobble
yKka3aHHd M MEpbl NMPEAOCTOPOXKHOCTH HPH NPHMEHEHMH, JSHATANPHI MajeaT W THAPOXJIOpPTHA3HI,
HapyleHne QYHKIHUHU II0YeK; THAPOXIOPTHA3UA, HApYLIeHHEe (YHKIHH [I0YeK B pasznene 4.4).

PeHOBGCK)/fl}iDHaﬂ apmepuaibras 2UNepmen3us nn
CyIIIeCTByBT [IOBBIIICHHBIH PHUCK T'HIIOTCH3UU U TIOYEYHOH HeIIOCTaTO'-IHOCTI/I y HaIIPIeHTOB C ABYCTO-
POHHHM CTEHO30M II0YEYHBIX apTePHH WM CTEHO30M apTePUH eTMHCTBEHHOM MOYKM NPH JCYCHUU MH-
rubutopamu AII®. Hapyurenue noyeynoil pyHKIMM MOXeT HabMONAThCS TIPH cna60351pa>KeHﬁ0M u3-
MEHCHHH YPOBHS KPEaTHHHHA B CHIBOPOTKE KPOBH. Y TaKHMX MAMEHTOB TEPANus JOJDKHA GBITB ’Hayara
IO/l CTPOrMM MEAMLUHCKIM Ha/J30pOM U KOHTPOJIEM (YHKIIMHU IT0YEK. api
[ 08.06.2020 | COTJTACOBAHO '|Cm3m18 ]
MWUHMCTEPCTBOM 3/IPABOOXPAHEHRUA
PECHYBJIMEKH BEJIAPYCh

Ioixas Muﬂmc'repc'rm 3APABOOKpATiCHHA
PoeuyBauki Besapych
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Tpaucnaanmayus nouxku

Her maHHBIX O MIPHMEHEHHH SHAJIANpuia y NAUHEHTOB C TpaHCIUIaHTanued nodkd. [loatomy neuenue
SHAJIANPUIIOM HE PEKOMEHAYETCS.

Hayuenmul, HaxoOoawWuecs HA 2eMOOUANU3E

[IpuMmeHeHue SHaNanpuiIa He MOKa3aHo NallueHTaM, HYXJAIOIUMCS B JUaIH3€e [IpH [T0YEYHOH HEe0CTa-
TOYHOCTH. [ MIepUyBCTBUTENBHOCTD, aHA(UIAKTHYECKUE peakuy (OTEKHU JIMIA, TUIIEPEMUS, THIIOTEH-
3Us ¥ OJpbIIIKa) ObUIH 3apEerUCTPUPOBAHEI Y OONBHBIX, HAXOASIIUXCS HA TeMOJHANIU3E C HCITOIb30BAHH-
eM MeMOpaH BBICOKOro IoToka (Hampumep, AN 69) ¥ 0IHOBpEMEHHO IOYYAIOIUX JICYeHHE HHTHOM-
topamu AIID. Cnenyer n3berars ykazaHHOro coueranus. IIpu He0OXOAMMOCTH IPOBEOEHUS reMOIra-
JM3a MalHeHTa BHAYale CIeyeT NEPEeBEeCTH Ha JEKapCTBEHHBIH Hperapar JpYyroro Kjiacca, IOAXomad-
IIAH 1)1 JAaHHOTO YacTHOTO CIydasi, WIH HeoOXOAMMO NPHMEHATDH aJIbTePHATUBHEIE MEMOPAHEL.
Hapywenue gpynxyuu nevenu

B peaxux ciayyasx npuMeHenre HHrHOHTOpoB AIID 6BLI0 CBSI3aHO ¢ CHHIPOMOM, KOTOPBIA HAYHHAJICH
C XOJIECTATHYECKOH XEITYXHd MM FernaTHTa M MPOJOJDKAJNICS O MOJHHUEHOCHOTO HEKpO3a IEYEHH M
(uHorna) cMepTH. MexaHU3M 3TOT0 CHHApOMa He u3ydeH. Eciii y manueHToB, moy4aronX HHrHGHTO-
pel AII®, pasBuBaercs XeNTyXa WM 3HAUUTENBHO MOBBIIAETCS YPOBEHb NEYEHOUYHBIX (PEPMEHTOB,
CNIEAYET IPEeKpPaTHTh NpHUMeHeHne HHruburopoB AIIP u mabmonmatbes y cnenuanncra (cM. paszen
Ocobble ykazaHHs MW MEpBI NPEJOCTOPOXHOCTH IIPH NPUMEHEHUH, THAPOXJIOPTHA3U, HApyIIeHHE
GbyHKUMH edeHH B pasnene 4.4).

Heuimponenus / azpanyroyumos

Y NmanueHToB, NIPUHAMABMIUX MHrHOUTOPE! AllID, oTMeyanuce HEUTPONEHH / arpaHyIOLUTO3, TPOM-
OOLUTONEHNS U aHEMHUS. Y HAlUEHTOB C HOpMATBHOH QyHKIHMEH moyek 6e3 KaKuX-JIH60 OCIOKHAIOMAX
(axTopos HeHTponeHHs Habofanach O4eHb PeaKo. DHANANpPUIl CIIEAYeT MPHUMEHATE ¢ 0c000H OcTO-
POXHOCTBIO y MAMEHTOB C KOJUIAr€HO3aMH COCY[OB, NPHHUMAIOIMUX MMMYHOJIETIPECCAHTRI, aJlIONy-
PHUHOJ WM NPOKAaWHAMHI, UK IPH KOMOWHAINH THX OCIIOXKHSIOMMX (HaKTOpPOB, 0COOEHHO NPH HaJH-
YMH HapylleHUH QyHKIHM IOYEeK B aHaMHe3€. Y HEKOTOPHIX U3 TaKUX ITallHEHTOB Pa3BUBAIHCH CEPHE3-
HbI€ HHEKIHH, KOTOPEIE B HEKOTOPBIX CIIydasX OBLIM yCTOMYMBEI K MHTEHCHBHOM aHTHOAKTepHATBHOIN
Tepanuu. [Ipy mprMeHEHHH SHANANpUIa y TaKMX NallHEeHTOB HEOOXOMMMO OCYILECTBIATh IEPHOLHYE-
CKHUH MOHMTOPHHI JIEHKOIIMTOB, M JaHHBIE MAIMEHTHI JODKHBI COOOINATh 0 MIOObIX NpU3HaKaX HH(EK-
ITHH.

Luneprxanuemus

Wurubutopsl ATI® MOryT BEI3BIBaTH THIEPKAIMEMHIO, OCKONBKY OHH HHIHOHPYIOT BHICBOOOXICHHE
anpaocTepoHa. O deKT 0OBIYHO HE3HAYUTENBHBIH Y AUHeHTOB ¢ HOpMaIbHOM QyHKIHeH mouek. Dak-
TOPHI PHCKA Pa3BUTHA THIEPKAIMEMHH BKIIOYAIOT HOYCIHYIO HENOCTATOUHOCTD, YXYIIIEHHE YHKIHU
I04€K, BO3pacT (> 70 seT), caxapHbli AuabeT, CONMYTCTBYIOIHE OCIOXHEHHS, B YACTHOCTH 00E3BOXH-
BaHUE, OCTPYIO CEPACUHYIO HENOCTATOYHOCTh, METAOOTHMYECKHH allu103 U ONHOBPEMEHHOE IIPUMEHEHHE
KaJuiicOeperalomux AMypeTHKOB (HalpuMep, CIIMPOHOJIAKTOHA, SIUIEPEHOHA, TPHAMTEPEHA, aMHIIOPH-
Zia), Kalus MM Kalui-CoNepKalux 3aMEHHUTENeH COMM, MM MCIIONB30BaHHE APYIHX JTeKapCTBEHHbIX
CPeJCTB, YBENIMYHBAOIIMX YPOBEHD KaJIMsl B CBIBOPOTKE KPOBH (HAIpHMep, relapiH, TPEMETONPHM HITH
KO-TPHMOKCA30J1, TAK)K€ M3BECTHBIM KaK TPHMETOIIPUM/CYIb(GaMETOKCa30]d H OCOOEHHO aHTArOHHUCTHI
aIBAOCTEPOHa WM OJIOKATOPBl PELENTOPOB aHTMOTEH3HHaA). [IpuMeHeHHe M06ABOK Kaus, Kaluiico-
ACpXKaIlUX 3aMEHHUTENCH COMIM WM KanuHcOeperarmux JHypeTHKOB MOXET IPUBECTH K 3HAYUTENBHO-
My IOBBIICHHIO YPOBHS KaJIHs B CHIBOPOTKE KPOBH, OCOOEHHO y MANUEHTOB C HAPYINEHAAMH QyHKIIHH
nmouex. ['urepKaanemMus MOXeT IIPUBECTH K Cepbe3HOMH, MHora datanbHol apurvun. Kamuiic6eperato-
¥ THYPETHKH U OJIOKATOPB! aHIMOTEH3UHOBBIX PEIENTOPOB CIELYET MCIONb30BATH C OCTOPOXKHO-
CTBIO Yy MAIMEHTOB, IOJyJaromux HHIruOuTOophl AlID, a Takke ciaexyeT KOHTPOJIHPOBATh YPOBEHH Ka-
JHsl B CBIBOPOTKE U (QYHKIIHUIO IOYeK (CMOTpuUTE pasnen 4.5). R

Hayuernmur ¢ caxapnbim ouabemom i i E A

VY mnanueHToB ¢ caXapHbIM AHa0eTOM, MPUHUMAIOUIMX I€pOpabHbIE anmnna6emqecme npenapaTLI
UM MHCYJIMH, HAYMHAIOIIUX Tepanuio uHrudutopamu AII®, Heo6xoaumo OCYILECTBIIST TII.I&TCJ’IBHBH/I
MOHUTODHHI Ha HaJIM4YHe TMIOIIHMKEMHH, OCOGEHHO BO BpeMs HEPBOro Mecsua O,T.lHOBpeMeHHOPI Tepa-

| 08.06.2020 | COTTZACOBAHO ~ [Crpduwsis |
MUHHCTEPCTEOM BUPABOOX PAHEHLS . -
PECUYBINRY BEJIAPYCH
Npnkas Munnereperisa supRBooX paileHns
Pecnuybmnns Beaapyen
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nuu (cM. pasgen Ocobble yka3zaHUs U MepHI IPEIOCTOPOXKHOCTH IIPH MIPUMEHEHHMH, THIPOXJIOPTHA3H,
MeTaboMYecKkue U 3HIOKpUHHBIE 3¢ GeKTs! B paszene 4.4 u paszen 4.5).

LunepuyscmeumenbHocmy / QH2ZUOHEEPOMUYECKUU OMEK

Bo Bpems neveHus uHrudouropamu AII®, Bkmodas sHananpun MajueaT, B PeAKHX ClIydasx Ha JIIoOoM
3Tale JIeYeHHs: MOXKET Pa3BUTHCS aHTHOHEBPOTHYECKUH OTEK JIMIA, KOHEUHOCTEH, ry0, A3bIKa, IJIOTKU
W/umM ropTaHd. B Takux ciiydasx cliexyeT HeEMeIUIEHHO OTMEHHTD IIpUEM DHANaNpuiIa ¥ HabIo#aTh 3a
COCTOSHHEM MalMEHTa O MOJHOTO pa3pelieHUs] CHMIITOMOB.

Jlaxe B CiIydasx aHTHOHEBPOTHYECKOTrO OTeKa JuLa U ryb 06e3 pecnupaTopHOro AUCTpecca, MauueHTaM
MOXET IIOTpeOOBaThCA MIMTENBHOE HAOMONCHUE, IOCKOJIBKY JICUEHUE aHTUTUCTAMHHAMU ¥ KOPTHKO-
CTEPOHIaMH MOXET ObITh HEAOCTATOYHBIM. AHTHOHEBPOTHYECKUH OTEK FOPTAaHH MOXXET UMETh JIETallb-
HbIH MCXoX. [TannueHTsl ¢ aHrHOHEBPOTHYECKHM OTEKOM S3BIKA, TIOTKH WM TOPTAaHH, BEPOATHO, HUCIIBI-
TAlOT OOCTPYKIMIO JBIXaTENbHBIX IyTeH, OCOOEHHO T€, Y KOro ObUIO XHPYPrHYECKOE BMEIIATENbCTBO
JbIXaTeIbHBIX MyTeH B aHaMHe3€. [Ipy aHTHOHEBPOTHYIECKOM OTEKE A3bIKa, [JIOTKH WM rOpTaHH, KOTO-
PBI MOXET BBI3BIBaTh OOCTPYKIHMIO IBIXATENbHBIX IIyTeH, HEOOXOAUMO HE3aMETUTENLHO HA3HAYUTE
anpenanu (0,3 — 0,5 M OJKOXKHO pacTBOp anpeHanuHa B cooTHomenuu 1:1000) u oGecrneunts cBo-
DOIHYIO MPOXOJUMOCTD JABIXATENbHBIX MyTeH.

Y NauMeHTOB HETPOMIHOHM pachl, MPHHUMAIOIMMX HHrHOUTOPHl AII®, BEPOATHOCTH Pa3BHUTHA AHTHO-
HEBPOTHYECKOr0 OTEKA BHIIIE [0 CPABHEHHIO C MAIMEHTaMH IPYTOr0 PaCcCOBOTrO IPOUCXOXKICHHH.
[lanuenTsl ¢ aHTHOHEBPOTHYECKMM OTEKOM B aHaMHe3e, He CBS3aHHBIM C JICYEHHEM HHIHOUTOpaMM
All®, uMerOT NOBBIIEHHBIH PUCK PAa3BUTHS aHTHOHEBPOTHYECKOTO OTEKA BO BpeMs [pHeMa MHTHOUTO-
poB AII® (cm. pasnen 4.3).

OnnospemenHoe npuMeHeHre HHrHOHTOpoB ATID ¢ cakyburpui/BancapTanoM MPOTHBONOKA3aHO H3-3a
HOBBINICHHOTO PHCKA Pa3BUTHS aHTHOHEBPOTHYECKOro orTeka. JleueHme cakyOMTPHI/BAICAPTAHOM He
ClieNyeT HavyWHATh paHee, 4eM uepe3 36 4YacoB IOcie MocnemaHedl mo3sl dHananpuia. Jleuenue
SHAJIANIPUIIOM HE ClefyeT HA4YMHATh paHee, 4eM uepe3 36 9acoB IOCiIe MOCHEAHEeH HO3Bl caky-
outpun/Bancaprana (cM. paszaensi 4.3 u 4.5).

OnHoBpeMeHHOe npuMeHeHHe HHTHOUTOPOB AIID ¢ paitexagorpunom, uaruéuropaMid mTOR (Hampu-
MEp, CUPOJIIUMYCOM, 3BEPOIHMYCOM, TEMCHPOIIMMYCOM) M BHIAAITTUITHHOM MOJXET IIPUBECTH K IIOBbI-
INEHHOMY PHCKY aHTHOHEBPOTHYECKOI0 OTE€Ka (HallpUMep, OTEYHOCTh AbIXATENbHBIX MyTed HIM S3bIKA,
¢ unu Ge3 HapyIeHUs AbIXaHUA) (CM. pasgen 4.5). Cnexyer NposBIATE OCTOPOKHOCTS [IPH NPUMEHEHHH
pauekanorpuna, uHruburopos mTOR (mampuMmep, cHponIuMyca, 3BEpOJHMYCa, TEMCHPOIHMYCA) H
BUJIBAArNMITHHA Y MAIHEHTA, y)Ke IpHHIMAaroIero uHruburopsr ATID.

Anagunaxmoudnvie peaxyuu 60 epems decencubunuzayuu

Y manueHToB, IPUHAMAIOIKIX HHrU6uTOpE ATID, BO BpeMs JeceHCHGHIH3AMH, HATIPABIEHHOH Hpo-
THB 5112 OCBI HJIH ITYENb], B PEAKUX CIIy4dasdX MOTYT BO3HHKAThH YTPOXKAIOUIME XXU3HU aHA(QHIAKTOUIHbIE
(a171epru94ecKoro TUma) peakuuy. STHX peakiuil MOXHO U36€XaTh, BDEMEHHO IPHOCTAHOBHB JICUEHHE
uaruburopamu AII® nepen kaxmnoit neceHCHOUIU3aIHKEH.

Anagunakmoudnvie peaxyuu 60 epems nposedenus JITHII-agepesa

Y nanueHToB, MoyYaoIuX HHrHGHTOpE! ATID, Bo BpeMs adepesa TMIIONPOTEHHOB HA3KOH ILIOTHOCTH
(JIITHII) cynedatom mexcTpaHa B PENKMX CIIy4asX MOTYT BO3HHKATH YTPOXKAIOLIHE JKH3HH aHa¢unak-
TOMJHEIE (AJIEPrHYeCKOro TUNA) peakuuy. DTHX Peakiuil MOXHO U30exkaTh, BpeMEHHO IPHOCTAHOBHB
nevyeHue uHrubuTopamu AT nepen kaxapmM adepesoM.

Kaweny

Bo Bpems neyenus unrubutopamu AII® MOXET BO3HUKHYTH CTOMKHIL, CYXOi, HETIPOXYKTHBHBIH Ka-
II€Jb, KOTOPBIM IPEKpaIaeTCs MOoCie OTMEHBI JICUEHU. JTO JODKHO BKﬂquaTbcz B nmb(bepeﬁunanb-
HYIO IHarHOCTHKY. ~

Xupypeus/anecme3sus
m Y & ‘
COrMACOBAHO LN
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VY nmauueHToB, MOJBEPTAIOIIMXCS KPYIHOMY XHPYPrH4eCKOMY BMEIIATENbCTBY, WM BO BpeMs aHECTe-
3UH NIpenapaTaMy, BHI3BIBAIOIIMMU THIIOTEH3UIO, SHAJIAIPUII MOXKET OJI0KMpOBaTh 00pa3oBaHUE aHIHO-
TeH3nHa [I BTOpUYHO K KOMIIEHCAaTOPHOMY BBICBOOOXIEHHUIO peHHHA. ['MmoTeH3us, CBA3aHHas C [JaH-
HBIM MEXaHHU3MOM, MOXKET OBITh CKOPPEKTHPOBaHA IIyTeM yBeIHUeHUS 00BEMa KpoBH (cM. pazzen 4.5).
bepemennocmy

Wuruburoper AII® He crnemyeT HauwHATH NIPUHUMATH BO BpeMsi OepeMeHHOCTH. Eciu mpomoinkeHHe
Tepanuu HHruouTopoMm AII®D He cumTaeTcs HEOOXOMUMBIM, MALUEHTH], IUIAHUPYIONIHE OEPEMEHHOCTS,
JOJDKHBI OBITH INEPEBEJICHBl Ha albTE€PHATHBHBIC AHTHIMIIEPTEH3UBHBIE METOABI JIEUEHHUS, KOTOpEHIE
HMEIOT YCTaHOBJIECHHBIM Npoduns 6€30macHOCTH IJIS MCIONb30BaHUS BO BpeMs OepemenHoctH. Korma
IMarHOCTHPYETCS OEpEMEHHOCTb, eueHre nHrubuTopamu AII® ciexyer HEMeUIEHHO MIPEKPATHTS, H,
IpH HEOOXOMMOCTH, CIEAyeT HauaTh aJIbTEPHATUBHYIO Tepanuio (cM. pasnens! 4.3 u 4.6).

Omuuyeckue paanuyus

Kak u Bce ocranbueie uHrubutops! AIIQ, sHananpui, BeposTHO, MeHee 3P HEKTHBEH NP CHHXKEHHH
apTepUPATBHOIO JaBJCHMS Yy IAllMEHTOB HEMPOUIHON Pacchl, YTO BO3MOXKHO CBS3aHO ¢ 60Jiee BEICOKOM
PacHpoCTPaHEHHOCTIO COCTOSIHUM C HU3KHUM YPOBHEM PEHHMHA Y THIIEPTEH3MBHBIX [AlCHTOB HErpo-
HJHOH paccChl.

['uppoxnopruasun
Hapywenue ¢pynxyuu novex
Bri6op THazsHIOB B Ka4eCTBE AUYPETHYECKOM TEPAIIMH MOXKET OBITH HE MOAXOIAIIMM IS HAlEHTOB C
HapylWeHUsIMH QyHKIUH TOoYeK U HedYEKTUBHBIM IIPH YPOBHE KpeaTHHHHA 30 MJI/MHH HIIH HUXKE (T.€.
IpH YMEPEHHOH MM TSDKEJIOH MMOYEYHOH HENOCTaTOYHOCTH) (cM. paszen 4.2 u pasuen Ocobwie ykasa-
HHS U MePHI MPENOCTOPONKHOCTH NPH MPUMEHEHHH, SHANANPUIT MajieaT ¥ THAPOXJIOpTHA3K, Hapylle-
HHE QYHKIINH IOYEK; SHANANPHI MaeaT, HapyineHue QYHKIHY MOYeK B paszene 4.4).

Hapywenue ¢pynxyuu neyenu

Tuasune! ciemxyeT IPEMEHATE C OCTOPOXKHOCTBIO ¥ NAMEHTOB C HAPYIIEHUAMH QYHKIMH II€YEHH HIIH
IPOrPECCHPYIOIIUM 3a00/IeBaHHeM NIEYEHH, [TOCKOJIBKY HE3HAUHMTEbHBIE U3MEHEHUS 3JIEKTPOJUTHOIO
GanaHca MOTYT NMPHBOAMTH K Pa3sBHTHIO IEYCHOYHOH KOMBI (cM. pasmen Ocobble yKa3aHHS H MEpHI
IPENOCTOPOXHOCTH HPH NMPHMEHEHHH, SHAJANPUI MajieaT, HapylleHHe GYHKIWH II€YeHH B pasjielie
4.4).

Memabonuyeckue u 3H0okpunHbLE 3hPexmbl

Tepanus THa3MAHBIME THYPETHKAMM MOXET IPUBECTH K HapYIIEHHIO TOJIEPAHTHOCTH K IIFOKO3e. [IpH
3TOM MOXET NOTPeOOBATECS KOPPEKIHS J03Bl IPOTUBONHAOETHUECKHX CPEICTB, BKITHOYAs HHCYIIHH.
YBenuueHue ypoBHs XONECTEPHHA H TPUTIIHIEPHIOB TAKKe MOXKET OBITH CBA3aHO C TEpanuel THasHi-
HBEIMH THYPETHKAMH, OJJHAKO IPH NMPUMEHCHHH HHU3KHX 103 IHYypeTHKOB (12,5 Mr) momoOHsrit addext
MHHUMAJIEH HJIM BOBCE OTCYTCTBYET. Kpome TOro, B KIHHHYECKMX HCCIIEIOBAHHSX C 6 MI IHApO-
XJIOpTUa3uaa He HabJIoaanoch KIMHUYECKH 3HAYUMOTO BIIMSAHHS HA TIIOKO3Y, XOJIECTEPHH, TPUTIIHIlE-
PHIBI, HATPHH, MarHui WIN Kamuii.

Y HEKOTOpBIX NAlMEHTOB TEPaNmMs THA3HAHBIMH JHYPETHKAMH MOXKET NPMBOAMTE K THIEPYPUKEMHH
H/umM 060CTPEHMIO TIOAArphl. DTO BIMSHHE HA THIEPYPHUKEMHIO, NO-BUIMMOMY, JO303aBHCHMO H HE
ABJIACTCA KIMHUYECKH 3HAUMMBIM IIPH 03¢ 6 Mr rumpoxnoptuasuna. Kpome Toro, sHamampum Moxer
YBEIHYHMBATh MOYEBYIO KHCIIOTY U, TaKAM 00pasoM, ociabiTh runepypuxeMuyeckuii s¢pdexr rumpo-
XJIOpOTHa3UAa.

Jind mo60ro nauKMenTa, MOJTyYaroero QHYPEeTHUECKYIO TEPAIIHIO, IEPHOUIECKOE ONpEIeICH e ChIBO-
POTOYHBIX 3JIEKTPOIMTOB JOIDKHO IPOBOJUTHCS YEPE3 COOTBETCTBYIOIINE IPOMEXKYTKH BPEMEHH.
Trasuzer (BKIOYasl THAPOXJIOPTHA3H/) MOTYT BBI3hIBATH MUCOANIAHC KUIKOCTH M 3MEKTPONUTA (TH-
IOKAIHEMISI, HIIOHATPUEMHs M THIIOXJIOPEMHYECKHH ankano3). [IpenynpexmaromuMu mpu3HaKaMu
aucOaaHca )KUIKOCTH HIIH JIEKTPONIHTA SIBISIOTCS KCEPOCTOMHS, XKaXa, C11a00CTh, JIeTaprus, COHIH-
BOCTh, OECITOKOMCTBO, MBIIIEYHAS OOb WX CYJOPOTH, MBIIIEYHAS yCTanocTs .,amnomm/m onm"yppm
TaXHKapAHs ¥ XKeNyA0UHO-KHIIEYHbIE PACCTPONCTBA, TAKHE KaK TOIMHOTA H PBOTA. :
XOTs TMIOKATHEMHs MOXKET Pa3BUBATHCS BO BPeMs MCIIOIb30BAHUS THaBHIIHBD( IUYPETHKOB, OILHOBpC-
MEHHAs TepalHs SHANANPHIOM MOXET CHU3HT THIIOKATHEMHUIO, BHI3BAHHYIO L[HypeTHKaMPI Puck nmo—
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KATHEMHH SIBJSIETCS HAROOIBIIM y TAHEHTOB C HPPO30M IIEUCHH, y NAICHTOB C O)KUBJICHHb
ype3oM, y NAHEeHTOB ¢ HE/OCTATOYHBIM OPANbHBEM HoTpe6eHHEM DIEKTPOIMTOB Y Y TMAKCHTOB, 0-
JIYYaI0MHX COITyTCTBYIOILYIO TePaIlHI0 KOPTHKOCTEPOUaMH um ACTH (cm. pazgen 4.5).
THIIOHATPHEMHS MOXXET BOSHHKATh y IALMEHTOB C OTEKaMH B JKapKylo noroay. Jdedunur Xn0pHaOB
0BBIYHO MATKHI ¥ OOBIYHO HE TpeOyeT JeyeHus.

TrasuqHble AUYPETHKA MOTYT YMEHBIIATh SKCKPEIHIO Kallblli C MOYO} ¥ BBI3BAaTh HE3HAYHUTEIBHOC H
IIPEXO/ISIIEe [IOBIIIEHHE YPOBHS KaNbIHKA B CBIBOPOTKE KDOBH. BrlpakeHHas THIEPKATBIIHEMUST MOXKCT
6BITH NPU3HAKOM CKPBITOTO THIEpIIapaTHpeosa. [Ipuem THA3HIHBIX JUYPETHKOB JO/DKEH OBITH IPEKpa-
IeH 10 TIPOBEACHUS TECTOB 10 OLEHKE HapaTHPeouTHON QYHKIIHH.

Tuasub! yBEIMUMBAIOT IKCKPEIHIO MArkHus B MOYE, YTO MOXKET IPUBCCTH K IUIIOMarHe3eMHH.
Anumu-0onun208bli mecm

THAPOXJIOPTHA3U, COAEPIAIMMKCS B JEKAPCTBEHHOM CPE/ICTBC, MOXET NaBath [IOJIOKUTETBHBIN aHa-
JTUTHYECKHM pe3yNbTaT IPK IPOBEICHUH NOMUHT-TECTa.

TunepyyscmeumenbrHocmo

V nanueHToB, NPHHUMAIOIIUX THA3UIHbIE AHYPCTHKH, MOLYT HaOMOJaThCA PEaKLIHH THICPTyBCTBH-
TeTBHOCTH ¢ HaJIMuueM WM 0e3 AJUIepriyecKoi acTMBbl B aHamHe3e. Tak Xke He IoCTynano coobmeHuH
06 06OCTPEHNH HJIH aKTHBAIMY CHCTEMHON KpacHOH BOTYaHKH.

HemenanomHulll pak KoAicu

B IByX SNHMAEMHONOTHYECKHX HCCIENOBAHHAX HA OCHOBAHHH JAHHBIX JlaTcKOro HalMOHAIBHOTO
peecTpa OHKOTIOTHYECKHX 3a00/CBaHuH, 6BUI BBIBJICH IOBBILIECHHBIH PUCK PA3sBUTHS HEMEJIAHOMHOIO
paxa xoxu (HMPK) (6a3anbHOKICTOYHOH KapLIAHOMBI (BKK) ¥ II0CKOKJIETOYHON KapIIHHOMBI (TICK))
1ocite MpUMeHeHus Goliee BRICOKMX CyMMapHBIX /103 THAPOXJIOpTHASHIA.

doroceHcuOMmH3NpYIOMee NeiCTBHE THAPOXIOPTHA3UIA MOXET paclCHHBATRCS Kak BO3MO)KHBIA
mexagu3M  pasputus  HMPK.  IlanmenToB, — MPHHAMAOIIHMX THIPOXJIOPTHA3H,  CIERYeT
NpOUH(GOPMHPOBATE O PHCKE DPa3BUTHA HMPK, HeoOXOIMMOCTH DETYIAPHOM NPOBEPKH KOXHBIX
MOKPOBOB Ha HajJW4We€ HOBBIX OYaroB H HeOGXOMMMOCTH He3aMeUTHTENBHO coobmaTh O JHOOBX
TIOJI03PUTENHHBIX HOBOOOPa30BaHHUAX Ha KOXKE. JInst CHYDKEHUS. PUCKA Pa3BUTHS PaKa KOXH MalUCHTaM
clleyeT COOBIMTE O BO3MOXHBIX NPOQUIAKTUYECKHX MEpaX, TakhX Kak OrpaHMYeHHE BO3MCHCTBHUA
conHeunoro caeta u Y ®-yueil, a B cliydae BO3NEHCTBHs HEOOXOMMMO IPUMEHATH aICKBATHYIO 3aIIUTY
KOXHBIX MOKpOBOB. HeoOXomuMo B KpaTdaHIIHE CPOKH o6cnenoBaTh IOMO3PUTENBHBIC TTOPAKEHHS
KOXHBIX TOKPOBOB, BKIIFOYask THCTOJIOTHYECKOE UCCIICIOBAHAC GUOMCHITHOTO MaTepraia. Y IalUeHTOB,
panee nepereciux HMPK, Taroke MOXeT 0Tpe6OBaThCS NEPeCMOTPETh HEOOXOIMMOCT IPHMEHCHHA
rEApoxIopThasuza (cM. paszen 4.8).

Ocobble IPe0CTEPEKEHN OTHOCUTEIBHO BCIIOMOTATENbHBIX BEIICCTB

Jlakmosa

Suan-HJI 20 comepXuT JaKTo3y, MO3TOMY NPOTHBOIOKA3aH MalMeHTaM C TaKAMH pPENKMMH Hacjeq-
CTBEHHBIMH 3a00JIeBaHMAMM, KaK HEIEPEHOCHMOCTh alakTO3bl, JaKTasHas HEROCTAaTOYHOCTD Jlanma
HJIH HapyllleHHe BCAChIBAHUSA [JIFOKO3bI-TAIaKTO3BL.

Hampuii

ITO NEKApCTBEHHOE CPEJICTBO COAEPXKHUT MEHee 4eM 1 MMOJIb HaTpus (23 Mr) B no3e, T.€. IPAKTUIECKH
«6e3-HaTpus».

Xunonunoswiii scenmuiii (E104)

[Tpemapar CONEPIKAT KPACUTENb XHHOMHOBBIH XKeNTHIH] (E104), KOTOpBI#t MOXET BBI3BIBATH AJUIEPriye-
CKHE peaKIiH, OTPHIATENLHO BIUATh Ha aKTHBHOCTD ¥ BHUMAHHC y neTei.

4.5 BsamMopjeiicTBHe ¢ APYrMMH JIeKAPCTBEHHBIMH NpenapaTaMu H ApYra¢ BUAbL B3auMojei-
CcTBHS
DHananpuia Majieatr ¥ THAPOXIOPTHASHI T T
[pyzue anmuzunepmeH3ugHble NPenapambl DT
OIHOBpPEMEHHOE MpPHMEHEHHE [aHHBIX IIPEMApaTOB MOXET YCHIMBAaTh THIIOTEH3UBHOE JICHCTBHE
SHANATPUIIA U THAPOXJIOpTHasuaa. [1pn oXHOBPEMEHHOM IPUMEHCHHH © HUTPOTIHIEPUHOM n;:[pymMH
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HUTpaTaMH, WIM JPYTHMH BasOJMJIATATOpaMH, MOXET Gojiee 3HAYUTENILHO CHHXXATHCS apTePHAJIBHOC
JIaBJICHUE.

JlaHHBIe KITMHAYECKUX HCTIBITAHHH [OKa3aIH, 1TO JiBoiiHas O6I0Kajia PeHUH-aHTHOTECH3UH-II0CTEPOH-
cuctems! (PAAC) myTeM KOMOMHHPOBAHHOTO IPUMCHEHMIS uurnburopos AII®, GrokaTtopos peUeITO-
poB anrnoTeHsuHa Il Wi anucKUpena cpA3ana ¢ GoJiee BHICOKOM 4acTOTOM MOOOIHBIX 3QPEeKTOB, TAKKX
KaK [MIOTOHUS, THIIEPKATHEMHUS 1 CHIDKCHUE TOYETHOH dyHKIEE (BKITIOHAs OCTPYIO MOYEHHYIO HEO-
CTATOYHOCTB) 10 CPABHEHHUIO C MCIIONB30BAHMEM OJIHOTO areHTa, posmeiictByromero Ha PAAC (cM. pas-
nensl 4.3,4.4u5.1).

IIpenapamul aumus

OIHOBPEMEHHOE IPUMEHEHHUE JIMYPETHKOB, uaru6uTopos AII® ¥ mpenapaToB JIMTHA MOXKET NPUBCCTH
K PasBHTHIO JIATAEBOY MHTOKCHKALMH, TOCKOJBbKY SHANAIPUI H THPOXJIOPTHA3K YMEHBIIAIOT BEIBE-
jenne uTHs. COMYTCTBYIOLIEE MCIONBb30BAHAE THASHAHBIX JUYPETHKOB MOJKET JIOTIOJIHUTENBHO YBE-
IAYATH YPOBEHD JIATHS U TIOBBICHTH PHCK TOKCHHYHOCTH JINTHA uuruobutopamu AIID.

CoBMeCTHOE TTPUMCHEHHE HE PEKOMEHYETCH, HO €CIIH KOMOHMHAIHS OKaXETCs HeoOXOAUMOH, CICIyeT
MIPOBECTH TINATENBHEI MOHUTOPHHT ypOBHEH JIATHS CHIBOPOTKA (cm. paspen 4.4.). [lepen ucnone3osa-
HHEM TaKUX [pernaparoB 03HAKOMBTECH C HHCTPYKLHeH 110 MEMIMHCKOMY PUMCHCHHIO.
HecmepoudHvie npomugo8ocnaiume ibibie npenapambl

JlUTenbHOE IPEMEHEHHE HECTEPOUAHBIX IPOTHBOBOCIATHTEIBHEIX TpenapaToB MOXET CHIKATh aHTH-
TUIepTeH3uBHEI 3G(EeKT HUHTHOHTOPOB AII® WM yMeHbIIATH MOYETOHHBIH, HaTpUilypeTHIECKUH U
AHTHTHIIEPTEH3UBHBIA 3 PEXTHI AUYPETUKOB. OHAKO B KJIMHHYECKOM HCCIIeJOBAHAM (apMaKoNIOTHH Y
HAIHEHTOB C THIIEPTOHMYECKON GONE3HBI0, Oy YaBIIHX HHIAOMCTAIMH HIIH CyJHH/aK OTHOBPEMEHHO C
SHAIAIPUIIOM, He OBLIO I0Ka3aTeNbCTB CHIDKCHHA AHTUTUIIEPTEH3UBHOTO JIEHCTBUSA SHANAIPHIIA.
Kpome Toro, 6510 YCTaHOBIIEHO, UTO HIIBII (srmouas uurrburopst [OT-2) u urrubutopst AII® oka-
JBIBAIOT A/LIMTHBHBIA 3(Q(EKT Ha HOBBUIEHHE YPOBHS KA B CBHIBOPOTKE, B TO BpeMs KaKk QyHKUHS
[T0YeK MOYKET YXY/IIAThCS, OCOOEHHO y NAlMEHTOB ¢ HAPYIIEHHAMH noueyHolt ynkuuu. JlaHHBIE 3¢~
(exThl 0OpaTHMBL.

PeqKO MOXET BO3HHKATH OCTpas MOvYeyHasd HE0CTaTOYHOCTD, 0COBEHHO y MAIMEHTOB C HAPYIICHHOH
byHKIMeH NOYeK (TaKUX KaK MOXHIIBIE IO WM MALMCHTBL € TUIIOBOJIMEMHEM, B TOM YHCIIE IIPH JIH-
YpETHYECKON TEPAIuH).

DHalanpui Majneat

DHananpui Manear

Kanuiic6epezaroujue Ouypemuxu, Kanuesote D06asKY WU 3aMEHUMENU KATUTICO0ePHCAuUX Conell
HecMOTps Ha TO, YTO YPOBEHDb KaHsd B CHIBOPOTKE OGBIYHO OCTAaeTcs B Ipeaenax HOPMbI, y HEKOTOPBIX
[ANHEHTOB, TOMYYAIOMMX JHANATPHII, MOXET BOSHUKHYTb TMICPKATMCMHA. KanuiicOeperaromue Iu-
ypeTHKH (HalpEMep, CIHPOHONAKTOH, JMJIEPEHOH, TPHAMTEPCH MIH aMMJIOPHUL), 100aBKH ¢ KaJIMEM WK
3aMEHHTENH KATUHCOIePKALIMX CONell MOTYT IIPUBECTH K 3HAUMTE/BHOMY YBETHICHHIO KaJIus B CHIBO-
potke Kposu. CllellyeT TaKoke coOIofaTh OCTOPOKHOCTD IIPH OJHOBPEMEHHOM Ha3HAYEHUH YHAJIaNpHIa
C JpYTHMHU TPETNapaTaMy, NOBBINAIOIMMY yPOBEHb Kallii B CBIBOPOTKE KPOBH, TaKHMH KaK TPHUMETO-
[IPHM ¥ KO-TPUMOKCa30]I (TPHMETONIPHM / Cy/TB(haMeToKCa30l), OCKOIbKY H3BECTHO, YTO TPHMETONPHM
JeHCcTBYET KaK KanuiicOeperaiomui THypeTuk, Taxol xax ammIopun. [1oaToMy KOMOMHAIMS IHANANPH-
Ja ¢ BBIIIEYKa3aHHBIMH IIperapaTaMy He peKOMEHIyeTCA. B cliyuae THIOKAJIeeMHH MOXeT OBITh MOKa-
3aH COBMECTHBIH NpHEM NaHHBIX HPENaparoB, B TAKOM Cilydac NPUMEHCHHE JIEKApCTBEHHBIX CPEZCTB
JOJDKHO GBITH C OCTOPOKHOCTBIO M C YaCThM MOHHTOPHHIOM YPOBHA Kallui B CBHIBOPOTKE KPOBH.
(cMmotpute pazzaen 4.4).

TTuypemuxu (muazud u nemnegbie QUypemuKy)

TIpemecTByIOLIee JEUEHHE BBICOKUMH 103aMH JIMYPETUKOB MOYeT IPHUBECTH K. HCTONIEHHIO 00heMa 1
PHCKY pa3BUTHs THIOTEH3WH [IPH HaYajie TEPAUH SHANAIPHIOM (cMm. pgs\gefjii;iilt-l #-4:4). TUIOTEH3HB-
HBIH 3¢ deKT MoXKeT OBITh CHIKESH IPU NPEKPaICHAN IpUeMa JUypeTHKa UK IIyTeM yBenuderus 00b-
eMa [OTpeBIseMO COJH. o e R
Touyukiuyeckue aHmudenpeccanmyl / GHMUNCUXOMuUHECKUe npenapambvl/aHecmenuxu '
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CoBMECTHOE TIPUMEHEHHE PA3INYHBIX aHECTETHUKOB, TPHIMKIMYECKUX aHTHIENPECCAHTOB, H aHTHUIICH-
XOTHYECKHX MpenaparoB ¢ uHruouropamu AIID MoXeT IPUBOAUTEL K NaNbHEHIIEMY CHIDKEHHIO apTe-
PHAIBEHOTO AaBIEeHUA (cM. pasnen 4.4).

Cumnamomumemuxu

CHMIIaTOMHMETHKHA MOIYT YMEHBINATh aHTUTHIEPTeH3UBHBIH 3¢dext mHruburops AIID, mia mox-
TBepXAeHus 3 (PeKTa NAMEHTH JODKHEI HabMoAaThes crienuanucToM (cM. pasaen 4.5).
IIpomusoduabemuyeckue cpedcmea (nepopaibhble 2UnOIUKeMuyecKue cpeocmea U UHCYIUH)
ONHUIEMHOOTHYECKHE HCCIIEOBAaHUS MIPEIOaraloT, YT0 OJHOBPEMEHHOE IIPUMEHEHHE HHIUOHTOPOB
AIl® u nporuBoaHaOETHYECKHX MpenapaToB (MHCYJIHH, NEpOpalbHbIE THITOIIMKEMHYECKHE Npenapa-
TBI) MOXET HPUBOAUTE K 3((EeKTy MOBHINIEHHUS YPOBHS INIIOKO3BI B KPOBU C PHCKOM THMITOKAIHEMHH.
DTOT CUMIITOM C HauOOJIbIIEH BEPOSTHOCTHIO MOXKET MOSIBUTHCS y MAIMEHTOB € IOBPEXICHUEM TI0UEK B
TEYeHHE IIEPBBIX HeNeNnb KOMOMHHpOBaHHOrO jedeHus (cM. pasgen 4.8). Jloarocpodnsie KIMHAYECKHE
VICCIIENOBAHUS C SHAIANPUIIOM HE MOATBEPAMIIH 3TH BBIBOIBI H, CIECIOBATENIBEHO, HE HCKIIOYAOT IIpH-
MEHEeHHe dHajanpuia y 60JapHbIX caxapHeM auabetoM. Ilpu 3ToM pexomMeHIOBaHO HabmOneHUE NaH-
HBIX TTAIIUEHTOB.

Anxozone

AJIKOTOJIb YCHITMBAET aHTUTHIIEPTEH3UBHOE AeiicTBIEe HHTHOUTOPB ATID.

Anmayudul

AHTaUUIOBI MOTYT CHHXKATh OMOIOCTYIIHOCTE HHrHOUTOpOB ATID.

Ayemuncanuyunoeas kucioma, mpomborumury u bema-6roxkamopul

DHananpui MOXHO Ge30IMacHO NMPUMEHATh OJHOBPEMEHHO C alleTHIICATUIIMIIOBOM KHACIOTOH (B Kapauo-
JIOTHYECKHX J103aX ), TPOMOOJTUTHKAaMH u OeTa-010KaTopaMu.

3oromo

HurpuTouaHble peakiiuid (CHMITOMBI BKJIIOYAIOT THIIEPEMUIO JIMLA, TOUIHOTY, PBOTY U THIIOTEH3HIO) B
PEIKHX CITy4yasx OBUIM 3aperHCTPHPOBAHBI y MAIMEHTOB, K KOTOPHIM NPHUMEHSIIACH TEpaNus C HHBEKIU-
OHHBIM 30JI0TOM (HAaTpHs aypOTHOMAaIaTOM) M C CONYTCTBYyIOIIe# Tepamueil uuHruburopamu AllD,
BKJTFOYas SHAJIAIIPHIL.

Jlexapcmeennvie cpedcmea, nosviUiaOujue PUCK PA3GUMUS AHSUOHEBPOMUYECKO020 OMeKA
OnHoBpeMeHHOe TpuMmeHeHue HHruOuTOpoB AIID c xoMOMHanmue# TeKapCTBEHHBIX CPEICTB CaKy-
6uTpuIY/BaycCapTaH MIPOTHBOIOKA3aHO, MOCKOABKY 3TO YBEIMYMBACT PHUCK Pa3BHUTHS aHTHMOHEBPOTHYE-
cKoro oteka (cMoTpuTte pasnensl 4.3 u 4.4).

OmHoBpeMeHHbIM pueM uHHrudoutopoB AII® ¢ panexanorpuioMm, uHruOuTopamu mTOR (mampumep,
CHPOJIUMYCOM, 3BEPOIMMYCOM, TEMCHPOJIMMYCOM) ¥ BUJIIATrTTUIITHHOM MOJKET IIPHUBECTH K YBEIHUYCHHIO
pHCKa Pa3BUTHs aHTHOHEBPOTHYECKOTO 0TeKa (CMOTpUTE paszen 4.4).

Ko-mpumoxrcazon (mpumemonpum / cynvgpamemoxcazon,).
[TarueHTh], IPUHUMAIOIIHE KO-TPUMOKCA30J1 (TPHUMETONPHM / CyNb(haMeTOKCa30i), MOTYT MOABEPraTh-
Csl IOBBIIIEHHOMY PHCKY T'HIIEpKaIHEMUH (CMOTpHTE pas3jiel 4.4).

Luxnocnopun
I'nnepkanuemus MOXXeT BO3HUKHYTH IIPH OJHOBPEMEHHOM NpuMeHEeHHH HHruOuTOpoB AII® 1 mukioc-
[OpHHA.

T'enapun
'unepkanuemMust MOXKET BOZHHKHYTH IIPU OJHOBPEMEHHOM IPUMEHEHHH nHrH6nTopOB AH(D C remapu-
HOM. PexoMeHnyeTcs IpoBOAMTE KOHTPOJIb YPOBHS KU B CHIBOPOTKE KpOBH P

['uapoxiopTuazun
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Ankozons, bapbumypamul Uiy ONUOUOHBLE AHANLZEMUKY
MoxeT IpOUCXOIUTE MOTEHI[HPOBAHUE OPTOCTATHIECKOM rnnoremlg.g 7 '2 -~ 2 [} ‘! 7
Ilpomusoduabemuyueckue npenapamst (nepopanvHvle npenapamol Y UHCYIUH)

MoxeT noTpe6oBaThCst KOppEeKIUs 036l IPOTHBOARAOETHIECKHX TIpenapaToB (cM. pasnern 4.8).
XonecmupamuH U XonecmunoibHble CMOJIbl

AHNOHOOOMEHHBIE CMOJIBI MOTYT CHIKAaTh abCOpOLMIO THAPOXJIOPTHA3HAA. Pa3oBble O3Bl KaK XOle-
CTHPAaMHUHA, TaK U XOJIECTHIIONBHBIX CMOJI YMEHBIIAIOT IIOTJIOMEHHE MHAPOXIOPTHA3HIA H3 JKETYI0YHO-
KHIIEYHOro TpakTa Ha 85% u 43% COOTBETCTBEHHO.

Ipenapamul, yonunsiowue QT unmepsan (Hanpumep, XUHUOUH, NPOKAUHAMUO, AMUOOADOH, COMALOIN)
VYBeNMYHBAIOT PHCK Pa3BHUTHS XKEIIyJOUKOBOM TaXUKapAUK TUIIA KITAPYIT.

I uko3udvr Hanepcmauky

I'unokanaemMus MOXKET MOBBIIATE TyBCTBUTEIBHOCTD WM YCUJIMBATH PEAKIIUIO CEPIIA HA TOKCHYECKHE
3¢ QeKTHI HallepCTAHKH (HAalPHMeD, NOBBINEHHAS Pa3fApaKUTEIBHOCTD KETYI0UKa).
Kopmuxocmepoudwr, AKTI”

OpHOBpEMEHHOE NIPHMEHEHHE C THA3HAHBIMH JHYPETHKAMH MOXXET IPHUBOIUTH K YCHJICHHOMY JNIEK-
TPOJUTHOMY HUCTOINEHHIO, B YaCTHOCTH, K THIIOKAIMEMHUH.

Kanutiypemuueckue ouypemuxu (nanpumep, dypocemud), kapbenokcolon unu 3noynompebrenue cia-
bumenvHLIMU CpeOCMEaMuU

I'napoxnopTHasug MOXET YBEIMUMBATh IIOTEPIO KATUS W/UIM MarHHUs.

Ipeccopuvie amunbl (Hanpumep, adpeHaiun)

Tuazuer MOTYT yMEHBIIATH OTBETHYIO PEaKIHMIO Ha AeHCTBHE IPECCOPHBIX aMHHOB, HO HE B TaKOi cTe-
IIEHH, YTOOBI HCKITFOUUTE UX HPUMEHEHHE.

Lumocmamuxu (nanpumep, yuxnopocgamud, memompexcam)

Trasuns! MOTYT CHMXXATH MOYEYHYIO SKCKPELMIO NUTOTOKCHYECKHX MPENapaToB M YCHIMBATh HX MHe-
JOCYNpPeCCUBHBIN 3 dexT.

4.6 @epTHABLHOCTDH, GEPEMEHHOCTD H JAKTALUS

bepemenHocTh
Hrneubumoper AIID

[Ipumenenre uarubuTopoB AII® He peKOMEHIYETCS BO BpeMst [IEPBOTO TPEMECTPa GEPEMEHHOCTH (CM.
pazzen 4.4). [Ilpumenenue uErHOUTOPoB AIID NpOTHBOMOKAa3aHO BO BpeMs BTOPOTO H TPETLEIO TpPH-
MECTpOB 6epeMEeHHOCTH (CM. pasnenst 4.3 u 4.4).

ONHMIEMHONOTHYECKHE JaHHbIE OTHOCHTENBHO PHCKA TepAaTOreHe3a BCIENCTBHE MPHEMa HHTHOHTOPOB
AlI® BO BpeMs MEPBOTrO TPHMECTpa GEPEMEHHOCTH He SBISIOTCS HEONPOBEPKHUMBIMH, OJHAKO HE3Ha-
YUTEIBHOE IOBBINICHHE PUCKA HE MOXKET OBITH HCKITIOYEHO. 3a HCKIFOYEHHEM CIIyuaeB, KOTa IPOI0-
KCHHE NedeHust HHruouropamu AIIQ cyuraeTcs HEOOXOIUMBIM, [TALMEHTHI, IUIAHUPYIOITHE GepeMeH-
HOCTb, OJDKHBI IICPEUTH Ha aIbTEPHATUBHOE aHTHIMIIEPTEH3UBHOE JICYEHHE, KOTOPOE HMEET YCTAHOB-
JIeHHBIA NpoduIs 6€30MacCHOCTH 1O IPUMEHEHHIO BO BpeMst GepeMeHHOCTH. Eciu GepeMeHHOCTh yCTa-
HOBIIEHA, TO NpHeM HHrubGuTopoB AIID clexyeT HEMENICHHO NpPEKpaTHTh, M, IPH HEOOXOIUMOCTH,
Ha4yaTh JICYCHHE ATBTEPHATHBHBIMHU CPEACTBaMH. MI3BECTHO, YTO NpHMeHeHue MHruOuTopoB AIID y
’KCHIIMH BO BPEMs BTOPOTO M TPETHErO TPHMECTPOB GEPEMEHHOCTH OKa3hIBaeT (ETOTOKCHUECKHH 3(-
ekt (CHIXKeHHEe TIOYETHON (QYHKIMH, ONUTOrMAPAMHHOH, 3aMeJIEHHOE OKOCTEHEHHE 4epena) U Heo-
HATaNbHEIH TOKCHYCCKHH 3ddexT (mouednas HeJOCTATOYHOCTb, TMIOTEH3HUS, TMIIEpKATHEMHSI) (CM.
paszen 5.3). MoxeT npoM30HTH MaTepPMHCKHH ONHTOIMAPaMHHUOH, HPEANONOKHTENBHO IPEACTABIISIO-
MK COO0H NOHIKEHHYIO QYHKIMIO IIOYeK IUIONA, ¥ IPUBECTH K KOHTPAKTYpaM KOHEUYHOCTEH, Yeper-
HO-JIMIEBOH edOpMaliy B Pa3BUTHIO THIIOMIIACTHYECKOTO JIETKOTO. o

Ecnu npumenenune unru6uropos AII® mpor3omio Bo BTOPOM TPUMETPE GEpeMEHHOCTH, TO peKOMEH-
AyeTCs NPOBECTH YJIbTPAa3BYKOBOH KOHTPOJb QYHKIIHMH IOYEK M qepena,.y,HCﬁOjiéxcneHHHx, YbH MaTepu
NpYHAMAIE HHIHOUTOPE! ATID, creyeT TINaTeNbHO HaGMIOAATH 0 TTOBOMY THIIOTEH3HH (CM. pa3/iesibl
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CyImiecTBYeT OrpaHMYEHHBIH ONBIT HIPUMEHEHHUS THIPOXIOPTHA3HIA B neénsgu%é%weﬁngmgl, ‘%)cZGeH—
HO BO BpeMsi IiepBoro TpuMecTpa. MccnenoBanus Ha )UBOTHBIX SBISIOTCS HEJOCTATOYHBIMH.
'uppoxnopTra3u NpoHUKaeT uepe3 mraneHTy. OCHOBBIBasCH Ha (apMaKOJIOTHYECKOM MEXAHH3ME €ro
NeNCTBUSA, MPUMEHEHHE THAPOXIOPTHA3HUa BO BPeMsI BTOPOTO H TPETHETO TPHMECTPOB OEpeMEHHOCTH
MOJXET HapyIIHuTh (eToItaneHTapHyo quddy3uio 1 BbI3BaTh y IUT0Ja ¥ HOBOPOXIECHHOTO TaKHE J(-
(ekThI, KaK XXenTyxa, HapylIeHHe 3EKTPOJIUTHOrO OanaHca U TpoMmOonuToneHus. ['mapoxiopTHasu
HE CJlelyeT IPUMEHATD NIPH TeCTAMOHHOM OTEKE, TECTAMOHHOM IMIIEPTEH3MA WU [IPEIKIIAMIICHE H3-
3a pHCKa CHIDKEHHS o0beMa IUIa3Mbl U BO3HHKHOBEHHS IUIANICHTApHOH rumonepdysuu, 6e3 mosnoxu-
TENILHOTO ACHCTBUS Ha TeYECHUE 3a00ICBaHMUS.

['unpoxnoptuasuz He ClIeayeT NPUMEHATh IIPH THIEPTOHUYECKOH GoNe3HN y 6epeMEHHBIX KEHINMH, 3a
HCKIIIOYEHHEM PEJIKMX CUTYaIluif, KOra Jpyroe JieueHHe He MOXKeT ObITh Ha3Ha4eHO.

JlakTanus
Suananpun

OrpanudeHHBIE JaHHBIE 10 (apMaKOKHHETHKE CBHIETENBCTBYIOT 06 O4YeHb HM3KOW KOHLCHTPAIUH B
rpyaHoM MoJIoke (cM. paszzen 5.2). HecMoTps Ha TO, YTO 3TH KOHUEHTPAIMH CUUTAIOTCS KIIHHHYECKH
He3Ha4UMBIMH, npuMmeHeHue JHan-HJI 20 He pexoMeHayeTcs mpu rpydHOM BCKapMIIMBaHMH HEIOHO-
IIEHHBIX JETEH M B MEPBBIC HEAETU IIOCNIE POJOB M3-3a THIIOTETHYECKOro pUCKa BO3AEHCTBHS HaA cep-
INEYHO-COCYAUCTYIO CHCTEMY M IIOYKH B CBS3H C OTCYTCTBHEM HOCTATOYHOrO KJIMHHYECKOTO OITBITA
npumeHeHus. B 6onee no3nuuit mepron npueM DHan-HIT 20 xopMAIIUME MaTepAMH MOXET paccMat-
pHUBaThCA B CIydasX, KOTia JICUeHUEe HEOOX0AMMO Ul MaTepH, a peOeHOK HaOIIOAaeTCs IS BHIIBIICHUS
Kakux-1u60 no6ouHbIX 3¢ heKToB.

T'uopoxnopmuasuod

I'uopoxnoptuasua B HEOOMBITMX KOJNMYECTBAX BHIAEISECTCS B MAaTEPHHCKOE MONOKO. THa3HIbI B BHICO-
KHX J103aX, BBI3EIBAIOIIAE HHTEHCHUBHBIA OUYpPE3, MOTYT IIPEMSTCTBOBATH BhIpaboTke Moioka. IIpmme-
HeHue npenapara DHan-HJI 20 Bo BpeMs rpyaHOro BckapMiIuBaHUS He pekoMmeHayeTcs. Ecnu npenapar
IIPUMEHSETCS BO BPEMsI JIAKTAIlUH, CII€yeT NOAEp )KUBATh KaKk MOXKHO OoJiee HU3KUE 03Bl

4.7 BiusHHE HA CNOCOOHOCTH YNPABJIATH TPAHCIOPTHLIMH CPEACTBAMH H paboTaTh ¢ MeXaHH3-
MaMH

IIpu ympaBneHHH aBTOMOOHIIEM MU paboTe ¢ MEXAaHM3MAaMH CIIEAYeT IIOMHUTb O TOM, YTO TIpH THIIO-
TE€H3UWBHOW TE€paIuy MHOTIa BOZHUKAIOT F'OJIOBOKPYXECHHUE U yCTAJIOCh (CM. pa3zen 4.8)

4.8 HexenaTelbHbIe peaKINu

ITo6ounsie 3QdEeKT], 3aperucCTpHpPOBaHHBIE NPH INpPHEME DHANAIPHIA M THAPOXJIOPTHA3MAA II0-
OTACIBHOCTH, BO BPEMs KJIMHHUYECKUX HCCIENOBaHUH MM B ITOCTPETHCTPAIIMOHHOM IEPHOE KJIACCH-
GUIHPYIOTCS 110 YaCTOTE:

- oueHb yactele (> 1/10),

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

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

- penxue (= 1/10000 mo < 1/1000),

- oueHsb peakue (< 1/10000),

- 4acTOTa HE H3BECTHA (YaCTOTAa HE MOXKET OBITH OIlCHEHA HA OCHOBE MMEIOLINXCS JaHHEIX).

B pamkax Kaxjo# Ipynmsl 4acTOT HeXXenaTelbHble 3()(eKTsl IpencTaBieHbl B MOPSIKE YMEHBIICHHUS
TSOKECTH.

Hacrora mo604HbIX 30 (YEKTOB NEPeUnCICHA IO OTACIBHBIM CHCTEMAM OPTaHOB:

Hobpoxauecmeennvle, 310Kauecmeennvie HOB006PA306QHUS U  HEYMOYHEHHbIE HO8006pa308aHU
(8Kni0YaR KUCMbL U NOAUNDBL) e SR

- 4acTOTa HE H3BECTHA: HEMENaHOMHBIM pak Koxu (Oa3ampbHOKIETOYHas KaplUUHOMa W H

IUIOCKOKJIETOYHAs! KapIIMHOMA) +,*. _ S v

Hapywenus co cmopoHbvl kposu u 1umgamuyeckol cucmembl - R
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- ,
- HeJacThle: aHeMHsI (BKIIFOYasi alllaCTUYECKYIO ¥ reMonnanecxy}5);8 7 2 -1 017

- pelKue: HERTPOIIeHUsl, CHUKEHHE TeMOTIo0MHA U TeMaTOKpUTa, TPOMOOIUTONEHHS, arpaHyJo-
IIUTO3, JIEWKOIICHHS, YTHETEHHE KOCTHOTO MO3ra, MaHIUTONEHHS, JTUM(paaeHonaTus, ayTOUMMYHHBIC
3aboneBaHusl.

Hapywenus co cmoponsl 5HOOKpUHHOT cucmembl

- 9acoTa HEU3BECTHA: CHHAPOM HEaNeKBaTHOM CEKpeluH aHTHAXYPETUYECKOrO0 TOpPMOHA
(SIADH).

Hapywenus memabonusma u numanus

- YaCTHIE: TMIIOKAIMEMHS], IOBBINIEHHE YPOBHSA XOJIECTEPHHA, IIOBBIIICHUE TPUIVIUIIEPUIOB, HIIE-
PYPHUKEMHS;

- HeyacThle: THIOTTTUKEMHS (CM. paszien 4.4), THIIOMarHUuEeMUsI, Hoarpa;

- PENKO: MOBBIIIEHHE YPOBHS ITIOKO3bI B KPOBH;

- OY€Hb PEAKHE: THNepKaIbueMus (M. paszaen 4.4).

Hapywenus co cmoponbsl HepeHoi cucmemul U NCUXUYECKUE PACCMPOTICMEA

- 4acTele: TOIOBHAs 60k, fenpeccus, 00MOpPOK, H3MEHEHHE BKYCa,

- HEeyacThle: HapyILIEHHE CO3HaHUA, OECCOHHMIA, COHIIMBOCTh, HEPBO3HOCTD, IAPECTE3UH, TOJIOBO-
KPY)XCHUE, CHIDKCHHE JIHOUI0*;

- pelKHe: aHOMAJIbHBIE CHOBUICHHUS, HAPYIIECHHUS CHA, IMape3bl (B CBA3H C TMIIOKATIMEMHEH).
Hapywenus co cmoponwt opeana spenus

- OYEHB YacThle: pacHOKyCHPOBAHHOE 3pEHHE;

Hapywenus co cmoponul opeana criyxa u 1abupurma

- HE4acThle: THHHHUTYC;

Hapywenus co cmoponbl cepoeuno-cocyoucmot cucmemvl

- OYEHB YacCThIE: TOJIOBOKPYKEHHUE;

- YaCTHIC: apTEpHanbHas HIIOTEH3HsA, OPTOCTaTHYECKAsl THIIOTEH3Us, HApYIICHUS PUTMA, TaXu-
Kapaus, 601k B IPyXHOM KIIETKeE;

- HEYacThle: THIIEPEMHUS], OLIyINEHHE cepAneOueHus, NHPapKT MHOKapAa WIH HHCYJBT, BEPOSAT-
HOCTb BTOPMYHOI'O BO3HHUKHOBEHMs H30BITOYHOH TMIIOTEH3HWH Yy MAllUEHTOB B IPYIHE BHEICOKOTO PHCKa
(cM. pazznen 4.4);

- penxue: peHomeH PeitHo.

Hapywenus co cmoponwvl OvixamenbHot cucmembl, 0p2ano8 2pyoHOT KIemKU U CpedOoCmeHUs

- OYEHb YaCThIE: KalllelIb;

- 4acThIe: OJIbIIIKA;

- HEYacThIE: pHHOpPEs, 60Jb B FOPJie U OXPHUILIOCTh, OPOHXOCHA3M / acTMa;

- penxue: HHOUIBTPAT B JIETKUX, PECIIUPATOPHBINA MUCTpecce (BKIIFOYAA IMTHEBMOHHUIO H OTEK JIET-
KHX), PUHHUT, aJJIEPTHYECKUI albBEONHT / 303HHOGUIbHAS THEBMOHMS.,

Hapywenus co cmoponul orcenydouno-kumieyno2o mpakma

- O4eHb YacThIe: TOLIHOTA,;

- 4acThIe: Juapes, 00Ib B XXKHBOTE;

- HEYacCThIe: HEIPOXOMAUMOCTD, IIAHKPEATHT, PBOTA, JUCIENCHS, 3alI0p, aHOPEKCHUS, pa3apakKeHne
XeJTyJiKa, CYXOCTh BO PTY, I3BEHHas OOJIE3HB XKeIyIKa, MeTeopu3M*;

- penxue: croMaTut / adTO3HBIE S3BEL, TJIOCCHT;

- OYEHb PEAKHE: HHTECTUHANLHBIH OTEK.

Hapywenus co cmoponvr 2enamobunuaphoii cucmemui:

- PEnKHE. MEYEHOUHAs HENOCTaTOYHOCTh, HEKPO3 IeYeHH (MoXeT OBIT ¢aTaibHEIM), renaturt (Te-
NATOLCIUTIONAPHBINA WK XOJIECTATHYECKUM ), KENTYXa, XONEIUCTHT (B UACTHOCTH, Y TALMEHTOB C XKeTd-
HOKaMEHHOH O0JIE3HBIO B aHAMHE3e).

Hapywenus co cmoponul kodicu u nookosicrvix mranet

- 9acThIE: CBIIb (3K3aHTEMA), THIIEPUYBCTBUTEILHOCTD / aHrHOHeBpOTquCKnH 0Te1< (aHrHOHEBpO-
THYECKHH OTeK JLa, KOHEIHOCTel, Ty6, S3bIKa, TO0COBO# ENTH U/HiM TOpTaHu) (CM. passien 4 4),

- HE€YaCThIC: 3y, obuy [RHOC JJQTOQTACNICHHUE, AJIONCIIHA, Kpal’IHBHI/H.Ia,
140 ﬁ)IACOBAHO
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- penkue: MynsTHdOpMHas sputema, cuHApoM CtuBeHca-J[XOHCOHA, 3KCQOIMATHBHEIA JepMa-
THT, TOKCHYECKUH 3MHACPMAIIbHbIN HEKpOJIN3, MypIypa, KOXKHas KpacHas BONYaHKa, SPHTPOLNCPMHA,
Iy3bIpYaTKa.

3aperuCTpUPOBAHHBIN CHMITOMOKOMIUIEKC: JIAXOPaKa, CEPO3UT, BACKYJIUT, MAAITHA/MHO3UT, apTpa-
THA / apTPHUT, NOJOXUTEIBHBIN TECT Ha aHTHHYKIEapHble anTuTena (ANA), yBenMdYeHHE CKOPOCTH 0Ce-
nanus spurpouutos (COD), s03uHOPHINSA U JeHKOIUTO3. Tak jke MOTYT BO3HHKATh CBIIb, HOTOTYB-
CTBHTEIBHOCTE M JIPYTHUE IEPMATOIIOTUUECKUE IIPOABICHHUS.

Hapywenus co cmoponsl ckenemnbix Mbludy U COeOUHUMENbHOU MKAHU

- 4acThle: MBIIICYHBIE CIIa3MbI* *;

- HeyacTsle: 60M1b B cycTaBax™.

Hapywenusa co cmoponul nouex u mouegolo0auux nymei

- HeyacThle: HapyleHne QyHKINHU I09EK, I0YedHas HeIOCTATOYHOCTh, IPOTEHHYPHS;

- PEIKHE: ONUIYPUS, HHTEPCTULHABHBIH HEQPUT.

Hapywenusa co cmopoHvl penpoOyKmugHoti cucmembvl U MONOYHOU Jicene3bl

- HEe4yacThle: UMIIOTEHIINS;

- pENKHE: THHEKOMACTHSL.

Obwue Hapywenus u peakyuu 6 mecme 86e0eHUs

- OYCHb YacThle: aCTCHHUS;

- YacTeie: 00Jb B IPYIH, YCTATIOCTE;

- HE4YacThle: HeIOMOTaHUe, JIMXOpaiKa.

Jlabopamopnuvie noxazamenu

- 9acThIE: THIEPKATHEMUS, IIOBBIIIEHHE YPOBHS KPEaTHHHHA B CEIBOPOTKE KPOBH;

- HeyacThle: IIOBBIIIEHHE YPOBHSI MOYEBUHEI B CHIBOPOTKE KPOBH, THIIOHATPHEMHST;

- penkue: MOBBIIICHUE aKTHBHOCTH (II€YEHOYHBIX» (HepMEHTOB B OHIHpYyOHHA.

* ITo6ounkre 3¢ dexTs! HaOTIOATICE IPY IPUMEHEHHH JO3UPOBKH THAPOXJIOpTHAsuaa 12,5 Mr u 25 Mr.
** YacToTa MBIIIEYHBIX CHa3MOB B OCHOBHOM OTHOCHJIACH K JO3MPOBKE TMApPOXJIOpTHasuaa 12,5 mr u
25 Mr, B TO BpeMsl KaK 9acTOTa BOSHUKHOBEHHUS JaHHBIX SABJICHUH PEOKOCTH, T. K. OTHOCHTCS K JIO3HPOB-
Ke 6 MT.

+ HemenanoMHBIH pak KOXH: Ha OCHOBAHIY UMEIOIIUXCS JaHHBIX MTUACMHOIOTHYECKHAX HCCIeI0BaHMH
ObUla BBLABICHA KyMYJISITHBHAs J0303aBHCHMAas B3aUMOCBS3b MEXIy ruapoxiopruasuaoM @ HMPK
(cM. pazgen 4.4 u 5.1).

B ciydae BO3HMKHOBEHUS TSKEIBIX MOOOYHBIX 3P (PEKTOB JieueHre JOIDKHO OBITh IPEKPAIIEHO.

Coobuienre 0 Moa03peBAEMBIX HEXENATENbHbIX PEAKITHIX

Baxno coobmats o TIOAO3PCBACMBIX HCEXKCNATC/IBHBIX PCaAKIUAX IIOCJIE PETHCTPAIUH JICKAPCTBCHHOIO
npenapara ¢ nCiabro obecreueHust HEIIPCPBIBHOIO MOHHUTOPHHI'a COOTHOIICHHUA «II0JIb3a-pHCK» JIEKap-
CTBCHHOTI'O IIpfIiaparta. HpOCI/IM MCIHITHHCKHX pa6OTHI/IKOB c000IaTh 0 MOOBIX IIOA03pPEBAEMEBIX HEXKE-
JaTCIBbHBIX PCAKIMAX JICKAPCTBCHHOI'O IIpenapaTta 4epe3 HallMOHAJILHBIE CHCTEMBI COOGIHCHI/IH O HCXKC-
JIATCIIbHBIX PCaKITHsIX.

4.9 IlepenozupoBka

He cymectByeT uH}pOpMaIyu o Ne4eHUH NEPe03UPOBKH HUKCHPOBAHHOM KOMOHHAIIMEH SHANTANPHIA K
rugpoxnopruasuna. Tepamus ¢ (uxcupoBaHHONW KoMOMHAUHMeH SHaTaNpHia W THAPOXJIOPTHA3UIA
JOJDKHA OBITH IPEKpalleHa, W MaIHeHT JODKEH HaXOAMTHCS MO TINATEIbHBIM HaOIIOACHUEM. IlepBrie
MEpbI BKITIOYAIOT HPOBONMPOBAHUE PBOTHI M/UJIM IPOMBIBAHHE JKENyIKa /I HEMEIJIEHHOTO YIaleHHUs
npeniapara. JIedyeHUe ABIACTCS CHMITOMATHYECKUM U IOANEPKUBAIOIIMM - [7i YCTPAHEHHS 06€3BOXKH-
BaHMs, 3JIEKTPOJIMTHOrO qucOananca ¥ rHIOTOHHH CIIEAYET UCIOIb30BaTh YCTaHOBJIEHHBIE [IPOIIEAYPHL.
DHaanpuia Majiear

Haubonee xapakTepHBIMM CHMITOMaMmM IIE€PERO3MPOBKH, O KOTOPBIX coo6m;anocr> Ha CErOIHSIIHUM
I€Hb, SBISIETCS THIIOTOHUS, BOSHUKAIONIAS MPHMEPHO Yepe3 LIECTh YacoB [ocie npnema TabIIeToK, Of-
HOBPEMEHHO C GJIOKaZol cHCTEMbl PEHUH-aHTMOTEH3UH M olleneHeHneM. CHMIITOMEL, CBSI3aHHBIE C TIe-

PENO3UPOBKOM HHTUOUTOPOB mwmwmpnbm 1INOK, wc6atane SJICKTpOI[IrI;FOB
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[IOYEYHYIO HEIOCTATOYHOCTh, THIEPBEHTIIIALMIO, TAXUKapHIO, YJallleHHe cepaunedueHus, 6paaukap-
JIMIO, TOJIOBOKPY)KeHHE, OECITOKOMNCTBO U Kallelb. Y pOBHH SHaJIalpuiiaTa B CHIBOpPOTKE KPpoBU B 100 u
200 pa3 BbIIIE TEpaNeBTHYECKUX 03 4eM 0O0BYHO Habmopamuck nocie mpuema 300 mr u 440 mr
SHaJIaNpHIia Majieara, COOTBETCTBEHHO.

PexoMennyemas Tepanus nepero3MpOBKY - BHYTpABEHHas HH(QY3MS HOPMAJILHOTO COJIEBOTO pacTBOpa.
Ecmu BO3HMKaeT THIOTOHHUSA, NAlMEHT JOJDKEH OBITH MOMEIUICH B IPOTHBOINOKOBOE IOJIOXeHHE. Ecau
BO3MOXHO, MOXKHO TaK)X€ pacCMOTpPEThH JieyeHue HHQy3uel aHrmoreHsuHa Il ¥ / WIH BHYTPUBEHHEIX
KaTexojaMuHOB. Eciy mpueM npemapara NMpoM3OINEN HEJAaBHO, HY)XHO IPEINpPUHATH MEpHI, HaIpas-
JICHHBIE Ha yCTpaHEHHE JHajalpuia Majeata (HanpuMep, pBOTa, IIPOMBIBAHHE JXeJIyIKa, BBECHHE a0-
COpOEHTOB M cyJpdaT HaTpHA). DHANANPUIAT, AKTUBHBI METaOOHUT SHATATIPHIIA, MOXET OBITh yAaNeH
remoauanu3oM (cM. pazaen 4.4). [IpuMeneHue 31eKTPOKapAHOCTHMYIISTOpA IIOKA3aHO LA TEpaIliu pe-
3UCTEHTHOH 6panukapauy. XXu3HEHHO BaXKHBIE IPU3HAKH, KOHIIEHTPAUH 3JIEKTPOJIUTOB B CHIBOPOTKE U
KOHIICHTpalKsl KPEaTHHHHA JODKHBI IIOCTOSHHO KOHTPOJIHPOBATHCS.

I'unpoxnopTrasus

HaubGonee yacto BCTpeuaromuecs NPH3HAKH M CHMIITOMBI [IEPEHO3UPOBKH CBA3aHBI CO CHIKEHHEM
YPOBHS 3JIEKTPOJIHTOB: THIIOKAIMEMHUS, THIIOXJIOPEMHS, THIIOHATPHEMHS U 00€3BOXKHBaHHE (CIIEACTBHE
U30BITOYHOrO aUypesa). B cinydae ecnu oqHOBpeMeHHO GBI Ha3HAYEH AUTHTAINC, TO THIIOKATHEMHS
MOJXKET IIPHUBECTU K OOOCTPEHUIO CEPACIHOM apUTMHH.

5.  ®APMAKOJIOTHYECKHE CBOMCTBA

5.1 ®apmakoauHAMHYECKHE CBOiicTBA
dapmMakoTepanieBTHYECKask T'pynna: BemmecTsa, NefCTBYIOLIHE HA PEHHH-AHTHOTEH3HMHOBYIO CHCTEMY.
Huruburopst AII® B kombuHanmu ¢ nuypetukamu. Kog ATX: [CO9BA02].

Mexanu3m nedcTBus
Ouananpui sBisgercs HHrubuTopoM AIIP. B opranusme oH GbICTpO MeTabOIU3UpPYETCS B SHANANPHIIAT,
KOTOPBIA SABJIAETCSA CUIBHBIM HHruouTopoM AII®. OcHoBHBIE 3ddexTs nHrubupopanus AII®: cuuxe-
HHE KOHIICHTpPAlMH aHruoTeH3uHa Il ¥ anbnocTepona B IMpKyIHpyOMeld KpOBH, HHIHOWPOBAHKE aK-
THBHOCTH TKaHEBOTO aHruoTeH3uHa II, ysennuenne BEICBOOOXKAECHHS PEHHHA, CTUMYJIIHS Ba3oJeTpec-
COPHOH KAJUTMKPEMH-KHHUHOBOM CHCTEMBI, OAABICHHE CHMIIAaTHIECKONH HEPBHON CHCTEMBI, YBEIHYe-
HHE BBICBOOOXKICHUS IPOCTAIVIaHINHOB U PENAKCHPYIOLIero $haktopa U3 SHIOTENHS COCY/I0B.
DapmakormaamMuyeckue 3¢ GeKTs
OHananpui Takxe OJIOKHpyeT pacnan GpafuKUHHHA - aKTHBHOTO COCYI0pacimupsromero nentuzaa. Ox-
HaKO pOJIb 3TOTO SBJICHHUA B TEPANIEBTHYCCKOM JCHCTBHM Iperapara IoKa He sicHa. B To Bpems kak Me-
XaHU3MOM, IIOCPENCTBOM KOTOPOrO 3HANAIIPHII CHHXKAET KPOBSHOE MaBjIeHUE, CYATAETCS, TIIaBHBIM 00-
pasoM, CyIpeccHs peHHH-aHTHOTCH3HH-AIBIOCTEPOHOBOM CHCTEMBI, KOTOpas WIPAeT BAXHYIO POJb B
peryisuyy XpoBIHOTO NABJICHHS, SHAIANIPHI OKa3blBACT aHTUTHIIEPTEH3UBHOE AEHCTBUE TAKKE H Y Iia-
LHEHTOB C HU3KUM COJEPKaHUEM peHUHA.
InkoBsiii 5¢$eKT 0T sHaNanpuia HabmoxaeTcs Yepe3 6 — 8 yacos mocie npueMa. JleficTBre npenapara
COXpaHAETCs 10 24 4acoB, 9TO MO3BOJIAET NPUHUMATH €r0 OMH — JBa Pa3a B CYTKH.
I'HApOXNIOPTHASH] - AMYPETHYECKOE M AHTHTHIIEPTEH3UBHOE CPENCTBO, KOTOPOE YBETHUMBAET aKTHB-
HOCTh PEHHHA IIJIa3MBI KPOBH. XOTs SHAIAIIPUII CaM Io cebe SBIIIETCS aHTUTHIEPTEH3UBHBIM TIpenapa-
TOM Jjaxke JIst OOJBHBIX C apTepUATbHON THNEPTEH3HeH, HMEIOIUX HU3KUH ypOBEHb PEHHHA, COIYT-
CTBYIOIIEE IPUMEHEHNE THAPOXTIOPTHAZK/A Y TAKUX MAaIIHEHTOB IIPUBOMUT K elle GOJIbIIEMY CHIKEHHIO
apTepHaibHOr0 JaBieHHUA. [I09TOMy ORHOBpeMEHHOE HCIONb30BaHWEe HHrHOMTOpa AIID M rHmpO-
XJIOpTHa3HAa Lenecoo0pasHo B TeX CiydasX, KOTAa MPHMEHEHHEe KaXOr0 W3 JTHX JIEKapCTBEHHBIX
CPEACTB IO OTACIBHOCTH HE JOCTaTO4HO 3ddekTuBHO. COBMECTHOE Ha3HAYEHHE ITUX TpenapaToB Ae-
JaeT BO3MOXKHBIM JOCTHIXKEHHE JIy4IIETO TEpPaneBTHIECKOTO 3(1)(beKTa npn “Gonee Hnamx ,2103ax
JHAJIATIPHIIA ¥ THAPOXIIOPTHA3K/IA, a TAK)KE CHIDKAET MOOOYHBIE NeHCTBHS. -
ATturunepreH3uBHBIN 5G¢eKT qaHHONH KOMOUHAINK OOBIYHO npoz[omxae"rcsl 10 24 qacos, noa'rOMy 110-
CTaTOYHO IIPMHHUMATH IIpenapar OJHH — [iBa pa3a B CyTKH. . 4
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JlBa KpyIIHBIX paHIOMU3MPOBaHHBIX KOHTpommpyembix ucciegoBanus (ONTARGET (Temmucapran
MoHOpOpMa ¥ B KOMOHHAIMH ¢ PamMunpuioM, rio6GalbHOE HCCIENOBaHHE KOHEYHBIX TOYEK) H VA
NEPHRON-D (Mccnenosanue Hedpomatuu npu auabere, mposoxumoe nenapramertoM CIIIA 1o
JenaM BETEPAHOB) H3YYMIM MCIOjb30BaHue HHrHOMTOpoB AII® B KoMOMHammm ¢ GnokaTopamu
penenTopoB aHrHoTeH3uHa I

UccnenoBanne ONTARGET O6puto mpoBEE€HO € ydYacTHEM IALMEHTOB, CTPAfAIOIIUX CEPACYHO-

COCYAHCTHIMH 3a00JIEBaHUSIMH U 3a00JI€EBaHUSMH COCYIOB TOJIOBHOTO MO3ra, MM CaXapHBIM JHa0eToOM
II THma, COMPOBOXKIABINMXCS IpPH3HAKAMH IOBpexIeHus opraHoB - mumeneil. VA NEPHRON-D
UcciieoBalye ObUTO MPOBEIEHO C YYacTHEM HalMeHTOB, CTPANAlOMUX CaxapHBIM I1a0eToM 2 THMa U
nuabernueckoi HepponaTueit.

ITo cpaBHEHHUIO C MOHOTEpAIUEH STH UCCIIETOBAHHS HE TTOKa3aIl 3HAYUMOTO ITOJIOKHUTENHHOIO BIHIHUA
Ha QYHKIMH NOYEK H/MIIM UCXOJ CepACYHO-COCYAMCTHIX 3a00JICBaHUN M CMEPTHOCTH, B TO BpeMs Kak
HaONMIONAJICS TOBBIICHHBIA pHCK TUIEPKAIMEMHMH, OCTPOM IOYEYHOW HEZOCTATOYHOCTH H/MIH
THIIOTOHUH. B CBS3M ¢ aHAJOTHYHBIMU (GapMaKOJUHAMHUYECKUMH CBOHCTBAMM 3TH PE3YJIBTATHl HMEIOT
oTHomeHHE U K ApyruM HAIID u 61okaropaM pelenTopoB aHrnoTeH3uHa Il

ITostomy uAII® wu OmoxkaTopbl penenTopoB aHruoTeH3uHa Il He [MOMKHEI OIHOBPEMEHHO
HCIIONIB30BAThHCS Y OONBHBIX AuabeTuueckoi HegponaTHel.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
MCCENOBaHUe OBUIO IpENHA3HAYEHO [UIA BHIABJIECHHSA NPEMMYINECTB A0GABICHHS AIMCKEPEHA K
cranpgapTHoi Tepanuu HAII® wmmm x OmokaTopaM peLenTopoB aHruoTeH3uHa Il y mamueHTOB ¢
caxapHemM auaberoM II THma, XpOHHYECKOH NIOYEYHOH HENOCTATOYHOCTHIO, CEPAECYHO-COCYIAUCTBIMU
3aboneBaHusMu. MccnemoBanue OBUTO IIPEKpallEeHO JOCPOYHO HU3-32 IOBBIIEHHOIO pHCKa
HeOIaronpusATHEIX HMCXOHOB. MHCYIBT M CMEPTHOCTH OT CEpASYHO-COCYIOMCTBIX 3a00NeBaHHM
HaOJIoJaTiCh Yalle B IPYIe MalMeHToB, IPHHUMABIINX aTHCKUPEH, YeM B rpynmne mianedo. Takxke B
rpynne, NpUHUMAaBINEH aJMCKUpEeH 4Yame HaOmoAaIuch HeXeNaTelbHble I000YHBIE peakKIiu
(runepkanueMusi, THIIOTEH3US, TOYSYHAs UCQYHKIIUA).

HemenanoMHBI pak koxu. Ha oCHOBaHUM MMEIOMIUXCSA JaHHBIX SIMEMUOJIOTHYECKUX HCCIEIOBAHNHA,
HabmogaeTcsl KyMYISITHBHAS J0303aBHCHMAs CBsi3b Mexny ruapoxiopruazunoM u HMPK. Oxpao uc-
CJIEZIOBAHHUE BKIIIOYAJIO MOMYJIAIMIO, COCTOAIIYIO U3 71 533 cinydyaeB 6a3anbHOKIETOYHOH KapLIUHOMEI U
8 629 cnmydaeB IIIOCKOKIJIETOYHOTO paka, cooTBeTcTBYyromux 1 430 833 u 172 462 KOHTPOJBHBIM IpYTI-
IIaM HaCeJIeHHs, COOTBETCTBEHHO. Vcmonb30BaHe BRICOKUX J103 THAPOXJIOpTHA3KAA (KyMYJISTHBHO >50
000 mr) 6510 cBs3aHO co ckoppektupoBaHHEIM OR B 1,29 (95% CI: 1,23-1,35) misa 6a3zarpHOKIETOY-
Ho# kapumHOMBI B 3,98 (95% CI: 3,68-4,31) mns miocKoKIeTOYHOro paka. YeTkas B3aUMOCBS3b [03a-
OTBeT Habmofanack Kak sl 6a3anbHOKIETOYHOH KapIMHOMBI, TaK W IS IJIOCKOKJIETOYHOIO paka.
Hpyroe uccrenoBanue moka3ano BO3MOXHYIO CBsI3b Mexy pakoM ryos! (SCC) u Bo3aeiictsueM HCTZ:
633 ciygas paxa ry6s! 66UTH corocTaBieHs! ¢ 63 067 KOHTPOIPHBIMHA IPYIIaMU HACEJICHHS, HCIIONB3YS
CTPaTeruo BEIOOPKH C Y9YETOM pHCKa. 3aBHCHMOCTh KyMYJATHBHAs 103a-OTBET ObLIa IPOJEMOHCTPH-
poBaHa co cKoppekTHpoBaHHBIM 3HaueHHeM OR 2,1 (95% CI: 1,7-2,6), yenmuuuarommmcs 10 OR 3,9
(3,0-4,9) na BeICOKOH KyMynaTuBHOM n03I (~ 25 000 Mr) u OR 7,7 (5,7-10,5) ans camoit BEICOKO# Ky-
MyiaTUBHOH H038I (~ 100 000 Mr) (cM. Takxke pazpen 4.4).

5.2 @®apmakoKkHHeTHYeCKHE CBOHCTBa

OHananpun

Abcopbyus

Ouananpui 6sICTPO aGcopOMpyeTCs U3 XKETYAOTHO-KHIIEIHOr0 TPAKTa; MAKCUMAJIBHAS KOHIEHTPAIHs
B CHIBOPOTKE KPOBH JOCTHUracTCs B TEYCHUE OJJHOrO Jaca; yepe3 4 yaca KOHLEHTpaIMs OBICTPO Majaer.
O6beM BcachIBaHMSL COCTABIIAET OKOJIO 60 %, IPH 3TOM NpHEM THINM BIMAHHSA Ha abcopOuHUIO HE OKa-
3bIBaCT. DHANANPUIT MeTab0M3UpPyeTCs 0 aKTHBHOrO MeTaboNIKuTa SHANANpUIIaTa B nedery. [Tnk kox-
NEHTPALMHK SHaNAlpHUIaTa B CBIBOPOTKE KPOBH HaGmoziaeTes Yepes 3 - 4 gaca moce npuema 3Hananpn-
7a BHYTpb. Y NAIMEHTOB ¢ HOpMaJIbHOU (QyHKUHEH OYeK paBHOBECHAs Konne}npaum snananpnna"ra B
CBIBOPOTKE KPOBH JIOCTUTAETCS 4epe3 UeThIPE JAHA II0C/IE Hadala JeUCHHUs. : ey 1T
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DHajanpui NPOHUKaeT B OONBIIMHCTBO TKAaHEH OpraHu3Ma, nonanaéBgoZH;?BHoMm ang'xlle? IIOYKH U
KPOBEHOCHBIE COCY/Ibl; TEM HE MEHee, HeT NOKa3aTeNbCTB TOro, YTO TpH MPUMEHEHHWH B TepaleBTHYC-
CKHX JI03aX Iperiapar nonajaeT B MO3T. IleprHo morypacipeieNieHusl COCTaBIAeT 4 yaca.

Ot 50 % 1o 60 % npenapara cBsi3bIBaeTCs ¢ GeIKaMy IJIa3Mbl KPOBH. DHAIANPHUI U SHATAIPUIIAT Ipo-
HHKAIOT Yepe3 IUIAlleHTapHbIi 6apbep U BBRIACILIIOTCS C IPYAHBIM MOJIOKOM.

Bbuompancopmayus

3a HCKIIIOYEHHEM MpeoOpa3oBaHus B SHAJANPHIAT HE UMEETCA JHO0Ka3aTeNbCTB HHOTO CYIIECTBEHHOTO
myTH MeTabou3Ma SHajIaNpHiIa.

Buigeoenue

DHamanpuiaT BBIAENSETCS B OCHOBHOM Io4ykaMH. OCHOBHBIMH KOMIIOHEHTaMH B MOYE SBIISIOTCS
sHananpwiaT (0koio 40 % mo3bl) U HEH3MEHEHHBIH 3HANANPII. DKCKPElUs IPOMCXOIUT IIyTeM KOMOH-
HaUuK KIyO0O4YKOoBOM GuIbTpauuud H TyOyiasIpHOH cekpenuu. IlodeyHsll KIMpEHC JHANANpUiIa |
sHananpunara cocrapisor 0,005 mu/cex (18 n/gac) u 0,00225 — 0,00264 mn/cex (8,1 — 9,5 a/9ac), co-
OTBETCTBEHHO. DKCKPEUHs IPOUCXOMUT B HECKOJBKO 3TanoB. JUTHUTENBHBIA IEPHO IOIYBHIBEACHUS
yKa3bIBaeT Ha CHJIBHYIO CBSI3b MEXIy SHajalpuiaToM U ceiBOpoTouHbM AIID. Ilpn HasHayeHHu MHO-
FOKpaTHBIX [03 SHaJaNpiia Majeara 3¢ GeKTHBHBIH IEPHOA IOIYBBIBEACHUS U3 CHIBOPOTKH KPOBH CO-
crasiseT 11 yacos. ITepuoa mosyBeIBEICHUS SHANANIPUTIATa COCTaBISIET 35 4acoB.

DHaNampuIaT MOXET ObITh yIajleH U3 KPOBOTOKA TeMOTHATH30OM HITH IIEPUTOHEATbHBIM Juanmu3oM. ['e-
MOJMaNM3HEI KIMpeHe 3Hanpmiara coctasiser 0,63 — 1,03 mu/cek (38 - 62 MI/MHH); KOHIEHTpaLUs
SHANANPHUIIATA B CEIBOPOTKE KPOBH IOCIIE 4-X YacCOBOr0O reMojuanu3a ymeHpmaercs Ha 45% - 57%.

Tuapoxnopruasusg

Abcopbyus

'uapoxopTHa3uz BcackiBaeTCs TIIaBHBIM 00pa3oM B ABEHAALATHIIEPCTHON KHIIKE M B IPOKCHMAIBHOM
otaeine ToHkoM kumku. Cremens BcackiBaHus coctaBisieT 70% u yBenuuuBaercs Ha 10% mpu mpueme ¢
nuinei. YpoBeHb MAaKCUMATbHOM CHIBOPOTOYHOM KOHIIEHTPALMK JOCTUTaeTCs B TedeHue 1,5 - 5 yacos.
Pacnpeoenenue

O06beM pacrpelieieHls COCTaBIAeT 0KoJ0 3 J/Kr. CBsa3biBaHuE ¢ G€JIKaMH IUIa3Mbl COCTABIAET OKOJIO
40%. TIpenapaT HaKaIUIHBAETCS B SPUTPOLHTAX, MEXaHU3M aKKyMYJISIUH HEHU3BECTEH. [ mapoxnoprua-
3uf 3G PEKTHBHO MPOHUKAET Yepe3 ILTAlleHTapHBIH Gapbep M HaKaIIMBAaeTCs B aMHAOTHYECKOH JKH/IKO-
CTH. YPOBEHB THIPOXTIOPTHA3HA B HKEHCKOM IPY/IHOM MOJIOKE OHEHE HH3O0K.

Buompanciopmayusn

'uppoxnopraasun He MeTabonu3npyercs, 6onee ueM 95% B HEU3MEHEHHOM BHAC BBIBOJUTCS C MOYOH.
Buigeoenue

OKCKpeIys IPOUCXOIUT B pe3ynbrare TyOy sipHOH cekpenuu. [Toueunslii KIMpeHC THAPOXIIOPTHA3KAA
Y 3I00pOBBIX JIFOed ¥ GOJMBHBIX apTepHaTbLHOMN THIIepTEH3HeH COCTaBIAeT NPUOIU3UTENBHO 5,58 Mi/cex
(335 mu/muH). DnuMuHaUMs sBiaseTcs AByx(asHoil. Ilepmon moiryBeBeneHHst M3 IUIa3MBI KDOBH CO-
CTaBJISIET OKOJIO 2,5 4, a MepHo/l NONYBHIBEACHU U3 OpraHu3ma - ot 5,6 no 14,8 gacos.

Jlakmayus

Ilocne omuoxpathHO#f mo3wl Ipemapara 20 Mr, IPUHATOH BHYTpPb, CpeIHSS ITHKOBas KOHIEHTpPAIHs
SHaJIallpHiia B IPYAHOM MOJIOKe depes 4 - 6 9acoB nocje IpueMa cocTaBuia 1,7 MKI/1 (B IUana3oHe OT
0,54 no 5,9 Mxr/mn), sHampmiara - 1,7 Mxr/n (B auanaszoHe ot 1,2 1o 2,3 MKI/JI); IpH 3TOM HKH OTMEYa-
JIMCBh B pa3Hoe BpeMs B TeueHHue 24 yacoB. Ha 0CHOBaHMHU NaHHBIX O MUKOBBIX KOHIICHTPAIMIX B MOJIO-
Ke, 0XKH/IaeMO€e MaKCHMaJIbHOE IIOCTYIUIEHUE 711 peOeHKa, HaXOASIErocs TOIBKO Ha IPyJHOM BCKapM-
nuBaHuH, cocrasisieT 0,16 % mMaTepHHCKOR O3Bl C MOIpPaBKOH Ha Bec. Y XKEHINHUHBI, KOTOpas IPHHH-
Majla 3HaIANpHII B eXeAHEeBHOH no3e 10 Mr mepopanbHO B TeueHue 11 Mecsres, MHKOBas KOHIIEHTpa-
I{s SHAJANpUIIa B IPYAHOM MOJIOKE COCTaBIIIa 2 MKI/JI Yepe3 4 yaca mocie nprueMa Tpenapata, a Tu-
KOBBIH YPOBEHb KOHIIEHTpAIMH 3Hananpuiara - 0,75 MKI/J1 IpUMEPHO depes3. 9_'1-IaCOB IOCTE TIPHEMa.
Obmue cpenHve KOHICHTPAIMK JHATANPAIA U SHAIANPUIATA, H3MEPEHHBIE B MoIoKe 32 24 4acoBOH
nepuoz, cocTaBuin 1,44 Mxr/n1 u 0,63 MKI/1, COOTBETCTBEHHO. Takoke MOKA3aHO, U9TO Y. ONHOM U3 KOp-
MSIIEX MaTepel ypOBEHb SHATANPHIATa B TPYIHOM MOJIOKe He onpenenscs (6bu1 < 0,2 Mxr/m) yepes 4.
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Jaca mmocCjI€ OMHOKPATHOr'O IIpucMa S wMmr SHaJIallpyjia, a TaKKE HE OIIPEACILANICA ITOCIC IIpHcMa 10 Mr
SHaJanpuiia y AByX OPYruxX KOpMSIIHUX KCHINH.
OIIHOBpeMeHHOC MNIPpAMECHCHUE JSHAIANDHIIA U THAPOXJIOPTHAa3HJia HE BJIHACT Ha 6I/IOZIOCTYHHOCTI: H
q)apMaKOI(I/IHeTI/IKy IIpenaparoB 10-0TACIIBHOCTH.

5.3 AaHHbIe JOKIHHHYeCKOH He30MacHOCTH

3¢ bexTh B HEKIIMHUYECKUX UCCIIEIOBAHIIX HAOMIONANKUCH TONBKO MPU 3KCIIO3UIUAX, KOTOPhIE CUMTa-
JIACh NOCTaTOYHO MPEBBLIIIAOIIMMY MaKCHMAaJIbHOE BO3JEHCTBHE Ha YEJIOBEKA, YTO MAJIO0 3HAYMMO A
KJIMHUYECKOTO IPUMEHEHUS.

Toxcukonornyeckue UCCIENOBaHUA Y MBI W KpbIC MOKa3alnu 0ojiee HU3KYIO OCTPYIO TOKCHYHOCTH
KOMOMHAIMY 3HaNalpuia ¥ THAPOXJIOPTHA3WAa II0 CPaBHEHHIO C JHAJANpHIA MajleaToM. 3HaYeHHST
LDso npu mepopajibHOM NPUMEHEHUH KOMOMHALUK IIPEBBIIAIOT 5 I/Kr y Mbueil U Kpsic. JuTensHoe
BBEJICHHE YKa3aHHOH KOMOWHALMU BBI3BIBATIO M3MEHEHHS (PYHKINH NOYeK U MOpGOJIOrHYecKoe IIOBpe-
KIECHHE XKeJIyJOYHO-KUIIEYHOTO TPaKTa.

HccnenoBanus penpoayKTHBHOU TOKCUYHOCTH Y 1aGOPaTOPHBIX XKHBOTHBIX MIPOAEMOHCTPUPOBAIH (e-
HOTUNHEIE 3(QQEeKTH >Hajanpuia Maneata ¥ THAPOXJIOPTHA3HAA, BBOAUMEIX NHMOO OTAENBHO, JHOO B
KOMOUHAITIH.

MyrareHHOCTS KOMOMHALINY SHANANPIIIA U THAPOXIOPTHA3HAA HE YCTAHOBIEHA. ITOCKONBKY SHAIAIIPHIT
H THIPOXJIOPTHA3H] I10-OTAEIBFHOCTH HE ABILIIOTCA KAHIIEPOT€HHBIMH, 3TO )K€ MOXHO OXHIATh H OT
KOMOMHAIUH.

6. ®APMAUEBTUYECKHE CBOMCTBA

6.1 IlepeyeHb BCmOMOraTeIbLHBIX BEIIECTB
BcenomoraTenpaple MHIPEJMEHTHI: HaTpUs THAPOKapOOHAT, JIaKTO3bI MOHOTHIApPAT, KpaxMmal KyKypy3-
HBIM, KpaxMaJl IpeXeIaTHHU3UPOBAHHBIH, TAJIBK, MarHus cTeapar.

6.2 HecoBMecTHMOCTD
He npumenumo.

6.3 Cpoxk rognoctu
5 nmet

6.4 Oco0ble MepbI MPEXOCTOPOKHOCTH NPU XPAHEHHH
XpaHUTS IIpU TeMIepatype He Boimme 25 °C.

XpaHuTh B OPUTHHANBHOH YIIaKOBKE C IEIIbIO 3aIUTHI OT BJIATH.
XpaHHUTh B HEAOCTYITHOM I JeTEH MecCTe.

6.5 Xapakrep H comepxaHHe MEPBHIHON YIAKOBKH
2,3,6,9 wm 10 6mucrepo u3 OITA/AI/TIBX mieHkd u anmoMHHMEBOH (oserk mo 10 TabieTok B
KapTOHHOHM KOpOOKE C JTUCTKOM-BKJIAIBIIIEM.

YcaoBusi XxpaneHHust
6.6  OcoGble MepbI MPEXOCTOPOKHOCTH NPH YHHYTOKEHHH HUCIIOIL30BAHHOIO JEKAPCTBEHHOI0
npenapara HJIH 0TXO00B, IOJyYeHHBIX [10C/I€ NPUMEHEHUs JeKAPCTBEHHOr0 Npenapara Wid pa-
00TBI ¢ HUM.

Hert oco0bIx TpeGoBaHu K yTHIIH3ALNH.

Beck ocTaBiumiics 1€KapCTBEHHBIH PENapaT i OTXOIbI CIENYET YHHYTOXUTD B YCTAHOBJIECHHOM MOPSAL-
Ke. e R
COTJTACOBAHO R
6.7. Yc0BHS OTIyCKA | MUFHCTEPCTROM BIPABOOXPAHEHUA

PESIIVBJIMEHY BEJIAPYCDH
HO penenTy Bpada 1Ipuxas MUHHCTEDCTRA 3/PaBOCXPATEHIA
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7. JTEPXATEJDb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

KPKA n.1., Hoo mecro, IlIMapsernka uecta 6, 8501 Hoso Mecto, CnioBenus

3 COTITACOBAHO

: SMMHHCTEPCTLOM 3HPARCOX PAHEHIS
H PECHYBIBEX BEJIAPYCE

§ Juouwxas Mundncrepersa sjapasooxpanesun
: Pecnvhnmicn berapyen
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