COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 03.11.2023 N2 22474
(MOCNEOCBATENEHOCTE 0013)

OBLIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Pokcarens-amio, 5 mMr + 4 mr + 10 Mr, Ta0JIeTKH, TOKPBITHIC TUIEHOYHOU 000JI0YKO
Pokcarens-amio, 5 mr + 8 mr + 10 Mr, TabJIeTKH, TTOKPBITHIC TUIEHOYHOW 000JI0UKOI
Poxcarens-amio, S mr + 8 mr + 20 Mr, TaOGJIETKH, IIOKPHITHIC TUIEHOYHOW 000JI0UKO

Pokcarens-amio, 10 mr + 8 mr + 20 Mr, TaOJIETKH, MOKPHITHIC TUICHOYHONW 000JI0YKOI

2. KAYECTBEHHBIN Y KOJIUYECTBEHHBII COCTAB
[HelicTByromue BellecTBa: aMJIOAUIMH + EPUHAOIPHII + pO3yBacTaTHH.

Poxkcarens-amio, 5 mr +4 mr + 10 mr, Ta0a€TKH, HOKPBITHIE INIEHOYHOU 000JI0YKON

Kaxnas tabnerka compepxut 6,934 Mr amnonunuHa Oe3uiiaTa, SKBUBAJICHTHO 5 MI' aMIIOAUIIHHA,
4 mr nepunaonpwia 3poymuHa u 10,395 Mr posyBacTaTMHa KajblHs, SKBHBaJeHTHO 10 Mr
po3yBacTaTHHA.

Pokcarens-amiio, 5 mr + 8 mr + 10 mr, TabJaeTKH, HOKPBITHIE INIEHOYHOU 000JI0UKON

Kaxmas tabierka comepxut 6,934 mr amiogunuHaa 0e3ninara, SKBUBAJICHTHO 5 MT' aMJIO/IMITHHA,
8 mr mepurmonpmia >poymuHa u 10,395 Mr posyBactaTMHa Kaiblus, 3KBUBAIEHTHO 10 mr
po3yBacTaTuHa.

Poxkcarens-amiio, 5 mr + 8 mr + 20 mr, Ta0I€TKH, HOKPHITHIE INIEHOYHOU 000JI0YKON

Kaxnas Tabnerka comepxut 6,934 Mr amonunuHa Oe3uiiaTa, SKBUBAJICHTHO 5 MI' aMJIOAMIIHHA,
8 Mr nepunonpmwia 3poymuHa u 20,79 Mr posyBacTaTMHa KaibliMsi, 3KBUBaJIeHTHO 20 MT
po3yBacTaTHHA.

Poxkcarens-amio, 10 mr + 8 mr + 20 mr, Ta0JI€TKH, HOKPLITHIE INIEHOYHOU 000JI0YKON

Kaxnas Tabnerka comepxutr 13,87 Mmr amnomunuaa Oe3uiara, SKBUBaJEHTHO 10 Mr
aMmJionumuHa, 8 mr nmepuHponpuia HSpOymmHa u 20,79 Mr  posyBacTaTHHa  KajbIus,
SKBUBaJeHTHO 20 MI po3yBacTaTHHA.

[Tonublil IEpeyeHs BCIIOMOraTeNbHBIX BEIIECTB MPUBEIEH B pazzaene 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE TNICHOYHON 000JI0YKOM.

Poxkcarens-amio, 5 mr + 4 mr + 10 mr, Ta0a€TKH, HOKPBITHIE INIEHOYHOU 000JI0YKON

KpYIJIble, CJerka IBOSIKOBBIMYKJIbIE TAaOJIETKH, MOKPBITHIE IUIEHOUYHOM 000JIOUKOH PO30BOrO C
CepoBaThIM OTTEHKOM IIBETa, ¢ (hackoi, ¢ rpaBupoBkoit «PAR1» Ha 0HOM CTOPOHE TaOIETKH.

Poxkcarens-amio, 5 mr + 8 mr + 10 Mr, Ta0I€TKH, HOKPLITHIE INIEHOYHON 000JI0YKON
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KpYIJIble, Cllerka JBOSKOBBIMYKJIble TAaOJETKH, MOKPBITbIE IIEHOYHONH 000JI04KON OiegHOro
PO30BaTO-KOPUYHEBOTO I[BETA, C (hacKoi, ¢ rpaBupoBKOi «PAR2» Ha 0THOI cTOpOHE TaOIETKH.

Poxcarens-amiio, 5 mr + 8 mr + 20 mr, TaOJIETKH, TOKPLITHIE INIEHOYHON 000JI0YKON

KpYIJIbIe, CIIETKa JBOSIKOBBIMYKIIbIC TAaOJETKH, TMOKPBITHIC IUIEHOYHOW OOOJOYKOW CBETIIO-
KEJITOTO 1[BETa, ¢ (hackoii, ¢ rpaBupoBkoii «PARS» Ha omHOI cTOpOHE TaOIETKH.

Pokcarens-amino, 10 mr + 8 mr + 20 Mr, TaOJIETKH, ITOKPBITHIE IIJIEHOYHOI 000JI0YKOHI

KpYTJIbIe, CJIETKa JBOSIKOBBIMYKIIbIC Ta0JIETKU, MOKPHITHIE IJICHOYHOI 000JI0UKOM Oesoro 1sera,

¢ ¢ackoii, ¢ rpaBupoBkoii «PAR6» Ha o1HOI cTOpOHE TaOJIETKH.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxka3anus K NPUMEHEHHIO
[Ipenapat Pokcarens-amio mokasaH K MpUMEHEHHUIO Y B3POCIBIX B BO3pacTe OT 18 neT u crapiie.
[Ipenapar mokazaH B KauecTBE 3aMECTHTEIBbHON Tepamuu y B3POCHBIX MAIHMEHTOB, COCTOSHUE
KOTOPBIX aJIEKBATHO KOHTPOJUPYETCS MPUEMOM aMJIOAMIIMHA, IEPUHIONPUIIA U pO3yBacTaTUHA
WM IPUEMOM KOMOHMHAIIMU aMJIOJUIMHA U MEPUHIONPHIIA B TE€X XKe J103aX, YTO U B Iperapare
Pokcarens-amiio npu jgedyeHuu:
e apTEpUAIbHONW TUIIEPTEH3UU U CIEIYIOIIHX COIMYTCTBYIOUIMX HApPYIIEHUN JUIUIHOTO
oOMeHa:
— mnepBuuHas runepxoiecrepuneMus (tun lla mo xmaccudukamun dpeapukcona,
BKJIIOYAsl CEMEHHYIO TeTEepO3UTOTHYIO THUIIEPXOJIECTEPUHEMHIO) WM CMEIIaHHAs
runepxonecrepunemus (tun IlIb mo knaccudpukanun OpeapukcoHa) B KauecTBe
JOTIOJTHEHUSI K [JUETe, KOrAa IueTa W JpYrMe HEMEIWKaMEHTO3HbIE METOJbI
nedeHus: (Hampumep, (QU3NYECKHE YINPAKHEHHS, CHIDKEHHE Macchl Tela)
OKa3bIBAIOTCS HEIOCTATOYHBIMY;
— ceMelHas TOMO3UTOTHAas TUIEPXOJECTEPUHEMHUS B KAUe€CTBE JOMOJHEHUS K JUETE
U JIpYrodl JNUMHICHWKAIONMEH Tepanuu (Hampumep, JUMONPOTEHHOB HHU3KOM
miotHocty  (JIITHIT)-adepe3) wnum B ciyyasx, Korja TMoAoOHas Teparus
HEI0CTaTO4HO 3 (eKTUBHA;
e CcTaOWIPHOW CTEHOKapJHHM M CICAYIOUIMX COMYTCTBYIOUIMX HAPYUICHUH JUIHAIHOTO
oOMeHa:
— mnepBuuHas runepxonecrepunemus (tun Ila mo xmaccudpukamun dpeapukcona,
BKJIIOYAsi CEMEHHYIO TeTEepO3UTOTHYIO THUIIEPXOJECTEPUHEMHIO) WM CMEIIaHHAs
runepxonecrepunemus (tun IIb mo kmaccudpukanun OpeapukcoHa) B KauecTBe

JOMOJIHCHUA K OUCETC, KOoraa AueTa WM APYru€ HEMCIAUKAMCHTO3HLIC MCETO/bI



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 03.11.2023 N2 22474
(MOCNEOCBATENEHOCTE 0013)

JgeyeHus (Hampumep, QHU3MUYECKHe YIPaKHEHUs, CHI)KEHHE MAacchl Tela)
OKa3bIBAIOTCS HEIOCTATOYHBIMU;
— ceMeifHas TOMO3UTOTHAsI TUTIEPXOJIECTEPHUHEMUS B KQUeCTBE JOMOTHEHHS K JHETe
U Apyro JmnuacHwxaromed tepanuu (Hampumep, JI[IHII-adgepe3) wmm B
CiTydasix, Korja nmogo0Has Tepamnusi HeocTaTouyHo 3¢ (EeKTUBHA.
4.2. Pe:xuM 103MPOBaHNS U CIIOCO0 MPUMEHEHUS

Pexxnm 103upoBaHus

PexomennoBanHas 103a — 1 TabneTka B CyTKH.

KomOuHupOBaHHBIA mpenapar ¢ (PUKCUPOBAHHBIMHM J03aMU HE MOJAXOAWUT Ul HadaJlbHOU
TEpaInuu.

ITpu mepexone Ha jedeHue mpemnaparoM PokcaTeH3-amyio HEOOXOIUMO JOCTHYH aJ€KBAaTHOTO
KOHTPOJII ~ COCTOSHHMSI ~ TAalMe€HTa TpPH  OJHOBPEMEHHOM  TIpUEME  TOCTOSHHBIX 103
MoHompenaparoB. Jlo3a mnpemapara PokcareH3-amio JIOJDKHA  ONPENENAThCS  J03aMU
MOHONPENapaToB, BXOAIIMX B COCTaB (PUKCHPOBAHHON KOMOMHALIMK B MOMEHT IEPEX0/1a.

Ecin motpeOyercss u3MeHEHHE J03bl OJHOTO U3 JCHCTBYIOIIMX BEIIECTB B COCTaBe
(UKCUPOBaHHOTO  KOMOMHUPOBAaHHOTO Ipemapara (HampuMep, B CBSI3U C  BHOBb
JMarHOCTHPOBAaHHBIM 3a00JIEBaHUEM, U3MEHEHHEM COCTOSIHMS IMalMEHTa WM JIEKAPCTBEHHBIM
B3aUMOJICHCTBHEM), HEOOXOIUM WHANBUAYATBHBIHN 1TOI00P 103 OTAETBHBIX KOMIOHEHTOB.

Oco0ble rpyIIObl MALMEHTOB

THayuenmul noscunozo 6o3pacma

VY nanueHTOB MOXHIJIOTO BO3pacTa HOPMATHMBHBIN IOKa3aTelb KOHIGHTPALUU KpeaTHHHHA B
1a3Me KPOBH JIOJKEH OBITh CKOPPEKTUPOBAH C yIETOM BO3pacTa, Beca | IoJia.

[Tepen Hauanom npuemMa npenapara He0OXOAUMO OIICHUTH (PYHKIIMOHATBLHYIO aKTUBHOCTh TTOYEK
Y CTETNIEHb CHIDKEHUS apTepranbHoTo aasieHus (All).

Tayuenmul ¢ noveunol HeAOCMamMoUHOCMbIO

Y mnanveHToB € TIOYEYHOW HEJOCTATOYHOCTHIO TSDKENOW CcTemeHW (KIMPEeHC KpeaTWHHHA
(KK) < 30 Mn/MUH) mprMeHEHHE MTperapara mpoTHBOIIOKA3aHO.

VY nanuentoB ¢ KK > 30 mu/MuH 1 < 60 MII/MHH PEKOMEHTYETCS HHIMBHIYAJLHBIN MOA00DP 7103
OTAENBbHBIX aKTUBHBIX KOMIIOHEHTOB, BXOJISIINX B COCTaB Mpenapara PokcaTteH3-amio.

VY namuentoB ¢ KK > 60 mu/MuH KOppeKIiH 0361 HE TpeOyeTcs.

Ha ¢one Tepanmmu HEOOXOIUMO PETYASIPHO KOHTPOIUPOBATH KOHIIEHTPAIMIO KpeaTWHWUHA U
cojiepKaHUe Kalus B CBIBOPOTKE KPOBH.

Iayuenmul ¢ neueHouHoU HeOOCMAMOYHOCMbIO

[Ipenapat npoTUBOIOKA3aH MallMeHTaM C MEUYEHOYHOW HEJOCTATOYHOCTHIO TSKEJIOW CTETICHH U

MalnyeHTaM ¢ 3a00JIeBaHUSIMH IIEYEHU B aKTUBHOH ¢aze (cM. pazaen 4.3.).
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[Tpu neyeHOuHOM HEAOCTATOUHOCTH CPEIHEHN CTENEHH TAKECTH KOPPEKIIMH 103bl HE TpeOyeTcsl.
VYV nauueHToB ¢ MEYEHOYHOH HEAOCTaTOYHOCTHIO 7 OamnoB W Huxke no mkane Yaitng-Ileio He
BBISIBJICHO YBEJIIMYEHHMS CHUCTEMHON SKCIO3MLMHM po3yBacTaTMHAa. OJHAKO y NAalMEHTOB C
MEYCHOYHOW HEIO0CTATOYHOCThIO 8—9 OammoB mo mkane Yaitnma-ITsio oTMedeHO yBenndeHHE
CHUCTEMHOH JKcno3unuu (CM. paszzmen 5.2.). Y Takux TalMeHTOB CIEIyeT OICHHUTh (PYHKIUIO
nmouek (cM. pazzaen 4.4.).
OnpIT NpUMEHEHHs PO3yBACTaTHHA y MAIMEHTOB C IEUYEHOYHON HEIO0CTATOYHOCTHIO BBIIIE
9 6annoB no mkane Yaina-I1bto oTCyTCTBYET.
Omuuueckue epynnoi
VY [anueHToB MOHTOJIOMAHOM pachl OTMEYEHO YBEIMYEHHE CHUCTEMHOM 3KCIO3ULUH
po3yBactatuHa (cM. pazaensi 4.3., 4.4. u 5.2.).
I'enemuyeckuii nonumopgusm
OnpeneneHHble THITBI TEHETUYECKOTO IMONMUMOp(U3Ma MOTYT TPHUBOIUTH K MOBBIIICHUIO
OKCMO3UIMK po3yBacTaTuHa (cM. pazzmen 5.2.). IlanmeHTaMm, y KOTOpPBIX YCTaHOBJICHBI TaKHe
TUOBL  TOJAUMOp(H3MA, PEKOMEHIYEeTCs MNPUMEHSTh Oojieeé HU3KHE CYTOYHBIE JIO3BI
po3yBacTaTHHA.
Conymcmeyrowas mepanus
Po3yBactaTuH CBsI3bIBa€TCS C pa3IMUYHBIMU TPAHCHOPTHBIMHM OelkamMu (B YacTHOCTH, C
MOJUIENTH] TPAHCIOPTOM OPraHUYECKUX aHUOHOB, YYAaCTBYIOIIMM B 3axXBaTe CTAaTHHOB
renatorutamMu (OATP1B1) u sddmokcubvm Tpancnoprepom (BCRP). Ilpu ogHOBpemMeHHOM
MPUMEHEHUN pPO3yBacTaTHHA C HEKOTOPHIMH JIEKAPCTBEHHBIMH TperaparaMu (TaKUMH Kak
[IUKJIOCTIOPUH, HEKOTOPBIE MHTMOUTOPHI MPOTeasbl BUpyca UMMyHoehumuTa yenoseka (BUY),
BKJIFOYasi KOMOWHAIIMIO PUTOHABHpA C aTa3aHAaBUPOM, JIOMMHABUPOM W/WIM TUIIPAHABUPOM),
MOBBIIIAIONMMHI KOHIIEHTPALIMIO PO3yBacTaTHMHA B IUIa3M€ KPOBU 3a CYET B3aUMOJCHCTBHSA C
TPAHCIOPTHBIMU ~ O€JKaMH, MOKET TMOBBIIIATECA PUCK Pa3BUTHS MHUOMATHH  (BKIIOYAs
pabaomuonns). B Takux ciydasx cieayer olleHUTh BO3MOKHOCTh IPUMEHEHUS allbTePHATUBHOM
TEepalnuu WIA BPEMEHHOIo IpeKpalleHus IpueMa posyBactatuHa. Ilpu HeoOxogumocTH
MPUMEHEHUS] YKa3aHHBIX BHINIE MPENapaToB CJIEIYeT OIEHUTh COOTHOIICHUE «II0Ib3a — PUCK»
CONYTCTBYIOLIEH Tepanvy PO3yBaCTATHHOM M PAaCCMOTPETh BO3MOXHOCTb KOPPEKIUHU €ro J103bI
(cm. pasnensl 4.4. u 4.5.).

eTH
bezonacHocTh M 3 PEeKTUBHOCTH MPUMEHEHHs TMpernapara y jaereil B Bo3zpacte 10 18 jer He
YCTaHOBJIEHBI. JIOCTAaTOYHOE KOJMYECTBO JAHHBIX OTCYTCTBYET.

Chocob npuMeHeHns
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Bayrps. TabneTky >kenaTenbHO MPUHUMATL YTPOM, Tepes MprUeMoM Muiy. TablneTky ciemyeT
MPOTJIaThIBATh LEIUKOM, HE U3MEINIbuasi U He Pa3KeBbIBas, 3aMBasi CTAKAHOM BO/IbI.
4.3. llpoTuBONOKA3aHUS

e [ UnepyyBCTBUTENHBHOCTh K AaMJIOJUNHNHY, TEPHHIONPHIY, PO3YBACTaTHHY, IPYTUM
MHTUOUTOpaM aHTHOTEH3MH-TIpeBpaatomero Gepmenra (AIID), npyrum npou3BOIHBIM
JUTUAPONMPUANHA WIH K JI0OOMY W3 BCIIOMOTAaTENbHBIX BEIIECTB, MEPEUUCICHHBIX B
paznene 6.1.

e [leueHOYHasi HENOCTATOYHOCTH TSDKEJIOH CTENEHU TsDKECTH. 3a0oJieBaHUS TICUCHH B
aKTUBHOW (aze (BKIIOYas CTOWKOE TMOBBINICHHE AKTUBHOCTH  «IIE€YCHOYHBIX)
TpaHCaMWHA3 W TIOBBIIICHHE AKTHBHOCTH «IEYCHOYHBIX» TpPAaHCAMHWHA3 B CBHIBOPOTKE
KpOBH 0o0Jjiee 4eM B 3 pasa 1o CpaBHEHHMIO ¢ BepxHel rpanuleii Hopmel (BI'H)).

e [lodeunas HegocTaTouHOCTH TspKenoi crenenu (KK < 30 mu/mun).

e Muomnarus.

e OpnHOBpPEMEHHBIN MpHUEM UKIIOCTIOpUHA (CM. pasjen 4.5.).

e [lpumeHeHMe Yy MalMEHTOB, NPEAPACHOIOKEHHBIX K Pa3BUTHUI0O MHOTOKCHUYECKUX
OCJIOKHEHMH.

e bepeMeHHOCTD, TEPUOJ TPYAHOTO BCKapMiIuBaHus (cM. pasaen 4.6.).

e [IpumeHeHHE Yy SJKEHIIMH JETOPOIHOTO BO3pacTa, HE WCIOJB3YIOIINX aJIeKBATHBIC
METO/IbI KOHTPAIICTIIIHH.

e Tsxenas aprepuanabHasi THIIOTEH3US.

o [Ilok (BkItOUAs KAPAUOTEHHBIN ITIOK).

e OOCTpyKIMS BBIHOCSIIETO TPAaKTa JIEBOTO JKENyAOYKa (BKIIOUYAsh AOPTAIBHBIA CTEHO3
TSDKEJION CTEIICHN ).

e ['emMoaMHAMMYECKHM HeCTaOWJIbHAs cepieyHas HeIO0CTaTOYHOCTh IIOCHE  OCTpPOro
nH(papKTa MUOKap/a.

e AmnrmoneBpoTHuecknii oTek (orek KBHHKE) B aHaMHe3e, CBS3aHHBIA C TPUEMOM
uHruOuTOpOoB AlID (cM™m. pasnen 4.4.).

e HacnencTBeHHBIN/UANONIATHYECKUN aHTHOHEBPOTHUECKHM OTEK.

e OpHOBpeMEHHOE MPUMEHEHHE C QJIUCKUPEHOM WM TpenapaTamu, CoJepKailuMu
QIMCKHUPEH, Y MalMEHTOB C CaXapHbIM IHA0CTOM /WM C YMEPEHHBIMH WM TSKCIBIMH
HapyIICHUSIMU  (QYHKIIUU TOYeK (CKOpocTh KiyOoukoBor ¢wmibrpanmun (CK®)
< 60 mn/mun/1,73 M? nIomaau HOBEpXHOCTH Tena) (cM. paszenst 4.5. u 5.1.).

e OnHOBpeMEHHOE NPUMEHEHHE C AaHTAarOHUCTaMU PELENTOpPOB aHTuoTeH3uHa Il 'y

MalMEeHTOB C TrabeTudeckoi Hedpomnarueit (cM. paznenst 4.4. u 4.5.).
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e (OnHOBpeMEHHOE NMPHMEHEHNE C KOMOWHUPOBAHHBIMHU JIEKAPCTBEHHBIMHU MperapaTamu,
coJIepKalluMHU BaJicapTaH + cakyouTpui (cM. pasnensl 4.4, u 4.5.).
e DKCTpaKOpHOpajbHbIE METOAbI JIEUEHUS C MCIIOJIb30BAaHUEM HEKOTOPBIX MeMOpaH C
OTPHUILATEIBHO 3apSKEHHONW MOBEPXHOCTHIO (CM. pazzen 4.5.).
e BrIpakeHHBIN ABYCTOPOHHUIN CTEHO3 ITOYEUHBIX aPTEPHUN WU CTEHO3 IIOYEYHOU apTEPUH
€MHCTBEHHOW (QYHKIIMOHUPYIOIIEH ouku (cM. pazaen 4.4.).
4.4. Oco0Oble ykazaHusl 1 MepPbl NPeA0CTOPOKHOCTH NMPHU NPUMEHEHUH
Amnodunun
T'unepnnazus decen
HeoOxoaumo mojaepkaHue THTMeHbl 3yO0OB W HaOmofeHWe Yy cromarosnora (s
IpeaoTBpalleHus: 00JIE3HEHHOCTH, KPOBOTOUUBOCTH U TUIIEPILTIA3UH JIECEH).
Iayuenmul noscunozo 6o3pacma
VYV nanMeHTOB MOXKUIOIO BO3pacTa MOXKET YIUIMHATBCA nepuon nomyseiBeneHus (T'2) u
CHIDKAThCs KIMPEHC Tpemapara. VI3MeHeHust 103 He TpeOyercs, HO HeoOxoaumo Ooiee
THIATEIbHOE HAOIOIEHHUE 32 MAMEHTAMU JAHHOW KaTerOpHH.
Ileuenounas nedocmamounocms
VY manueHToB ¢ HapymieHuneM (QYHKIUU TiedeHu TY. w Tiomanp moJi KPUBOW «KOHIICHTPAITUsI-
Bpems» (AUC) amnogunuHa yBelIuYMBarOTCs. PekoMeHIanuu no J03MpOBaHUIO IMpernapaTa He
yctaHoBieHbl. [lpueM amiogunuHa HEOOXOIMMO HAuMHATH C Haumbonee HHU3KUX J03 U
co0II0/1aTh MEpPbI MPEAOCTOPOKHOCTH KaK B Hadajie JICYEHMs, TaK U NPU YBEIUYEHUHU O3B
[TanmeHTaM C TsKeNol MeYeHOYHON HEJOCTaTOYHOCTBIO MOBBIIATH 103y CIEAYET MOCTENEHHO,
oOecrnieunBas TIIATEIbHBI MOHUTOPUHT KIIMHUYECKOTO COCTOSTHHUSL.
Ioyeunas nedocmamounocms
[TareHTHl ¢ MOYEYHOW HENOCTaTOYHOCTHIO MOTYT MPHHHUMATh aMJIOJMIIMH B CTaHAAPTHBIX
no3ax. M3MeHeHus Mila3MEeHHBIX KOHUEHTPalUWUWd aMJIOAMIIMHA HE KOPPEIUPYIOT CO CTENEeHbIO
MOYE€YHON HEOCTATOYHOCTU. AMIIOJUIINH HE BBIBOAUTCS U3 OPraHU3Ma IOCPEACTBOM JUAIH3A.
Tunepmonuyeckuii kpus
O} PexTuBHOCTH U 0€30MaCHOCTh MPUMEHEHHS aMJIOAMIIMHA MPU TUIEPTOHUYECKOM KpH3€ HE
YCTaHOBJICHA.
Ommena mepanuu
Hecmotpss Ha oOTCyTcTBHE Yy OJIOKATOPOB «MEUICHHBIX» KaubliueBbix KaHaiioB (BMKK)
CHHJpPOMa «OTMEHBD», IMpEKpallleHhe JICYCHUs aMJIOJUIIMHOM JKeJIaTeIbHO MPOBOJIUTE,
MOCTETNICHHO YMEHbINIas 103y Mpenapara.
Cepoeunas nHedocmamounocmo

Ha <¢one npumMeHeHus aMJOJUNHMHA Y TMAUMEHTOB C  XPOHUYECKOHW  CEepJeUHOM
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HenoctarouHocTeio (XCH) III m IV dynkumonansHoro knacca mo kmaccudukamuu NYHA
HEHUILIEMUYECKOI0 TeHe3a OTMEYAJIOCh MOBBIIIEHUE YAaCTOThl Pa3BUTHUS OTEKA JIETKUX, HECMOTPS
Ha OTCYTCTBHE MPU3HAKOB YXYAIICHUS CEPJICIHON HEJOCTATOYHOCTH (CM. pazzaen 5.1.).
Ilepunoonpun

Cmabunvhas uwemuuecxas 6onesnv cepoya (UBC)

[Ipu pa3BuTHH 7H000TO 3MH307a HECTAOWJIBHOW CTEHOKApAMM B TEUEHHE IEPBOrO Mecsia
Tepanuu NepUHAOIPUIIOM CIIEYET OLEHUTh MPEUMYILECTBA U PUCK JI0 MPOJOHKEHUS TEPAHH.
Apmepuanvhas cunomen3us

Wurubutopsr All®D, Takme Kak TEpUHAONPUI, MOTYT BBI3BIBaTh pe3koe CHikeHue A/l
CuMmnromaTuyeckass apTepuajgbHasi THUIOTEH3Usl PEJKO pa3BUBAaeTcsl Yy NAlUUEHTOB C
HEOCJIO)KHEHHBIM TE€YEHHEM apTepHallbHON runepreH3ud. Puck upe3amepHoro cHukeHus Al
MOBBIIICH Y MAIMEHTOB CO CHIKEHHBIM 00BheMOM IupKyaupytomei kposu (OLIK), uto moxer
oTMeuaTbcsd Ha (poHe Tepanmuu JUYpPETUKAMHU, NMPU COOIIOACHUU CTPOToil OeccoseBoi TUETHI,
Juanuse, auapee M pBOTE, a TAaKXKEe Yy NAIUEHTOB C TSOKEJIOW CTENEeHbIO pPEHUH-3aBUCHUMOMN
aprepuanbHOi TunepreHsuu (cMm. paszuenst 4.5. u 4.8.). CumnroMarudeckas apTepUaibHas
THIIOTCH3USI MOKET HAOJI0JAaThCsA y MANMEHTOB C KIMHUYECKUMH TPOSBICHUSMH CEPJCUHOM
HEJIOCTATOYHOCTH, BHE 3aBUCUMOCTH OT HAJMYHWS MTOYETHON HEJJOCTATOYHOCTH. DTOT PUCK Ooee
BEpOSITEH y MAalMEHTOB C CEPACUYHON HEJAOCTATOUYHOCTBIO TSKEJIOW CTENEeHHU, KaK peakius Ha
MIPUEM «IIETJIEBBIX» JUYPETUKOB B BBICOKMX /033X, TUIOHATPHEMHUIO WIH (PYHKUIHOHAJIHHYIO
MOYEYHYI0  HEJAOCTATOYHOCTb. Y  TAIMEHTOB C  TMOBBIIIEHHBIM  PUCKOM  Pa3BUTHA
CUMITOMATHUYECKOM apTepualbHON MMIOTEH3UH HEOOXOIUMO TIIATEIbHO KOHTpOJupoBath AJl,
(YHKLIHIO [TOYEK U COAEpKaHHE Kallusl B CBIBOPOTKE KPOBHU B HayaJle Tepaniy MEpUHIONPHIIOM U
BO BpeMs I0100pa ero 10361 (cM. pa3zaensl 4.2. u 4.8.).

[Tono6ublii moaxon mnpumensiercss u y manueHtoB ¢ MBC u  mepeGpoBacKymsipHBIMU
3a00JICBaHMSIMH, Y KOTOPBIX BBIpQKCHHAS apTepHaibHas THUIEPTEH3US MOXET TPUBECTH K
nH(pAPKTY MHOKap/1a WK HAPYIIEHHUIO MO3TOBOTO KPOBOOOPAIICHHS.

B ciyyae pa3Butus apTepuatbHON TMIOTEH3UU TMAIMEHT JOJDKEH OBITh MEPEBECH B MOJIOKEHHE
«JIeKa» Ha CIMHE C MpUNOIHATHIMU Horamu. [Ipu HeoOxomumoctu cienyeT BocnonHuTh OLIK
IpU NOMOIIM BHYTpUBeHHOro (B/B) BBeaeHus 0,9 % pactBopa HaTpus xiopuna. [Ipexonsmias
apTepuaibHas TMIIOTEH3Usl HE SIBJISETCS NMPENsTCTBUEM JJs JAlbHEHIIEero nmpuema Ipenapara.
[Tocne Boccranoienus OLIK u AJ] iederne MokeT ObITh TTPOIOIKEHO.

VY Hekotopsix nanueHToB ¢ XCH 1M HOpMaibHBIM MM CHMKEHHBIM A/l MEpUHIONPUII MOXKET
BEI3BIBATH JIOTIONTHUTENbHOE CHIDKeHHEe AJl. DToT addext mpenckazyem u oObuHO HE TpedyeT
npekpaiienusi tepanuu. [Ipy MosiBIEHMM CHMIITOMOB BBIpaK€HHOro CHukeHust AJl ciemyet

YMEHBIIUTH A03Y IIpEenapaTa Uik IPeKpaTUTh €ro MpHeM.
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

Cmenos MumpanrbHo20 KIanama/aopmanvhsili cmeHos/eunepmpoguueckas o0OCMpyKmMueHas
kapouomuonamus (I'OKMII)

[epunnonpun, kak u apyrue uHruoutopbl AllD, nomkeH ¢ OCTOPOKHOCTHIO HAa3HAYATHCS
NalueHTaM ¢ OOCTPYKIMEHW BBIXOJHOTO TpaKTa JIEBOTO MKeNylouka (aopTaibHbIl CTEHO3,
I'OKMII), a Takxe manueHTam co CTEHO30M MUTPAJILHOTO KIIaraHa.

Hapywenue ¢pynxyuu novex

[Manmentam ¢ novyeunoii HegocTarouHOCTHIO (KK < 60 Mi/MuH) HauanbHYIO 103y NEPUHAOIpUIA
cleIyeT KOPPEeKTHPOBaTh B cOOTBETCTBUU co 3HaueHueM KK (cMm. pasznen 4.2.), a B nanbHelemM
B 3aBUCUMOCTH OT TepamneBTHYecKkoro 3¢¢ekra. Creayer MpOBOAUTH PErYIsSpHBIA KOHTPOJb
KOHIIEHTpallMK KpeaTUHUHA U COJIEPKaHUs KaJIUs B CBIBOPOTKE KPOBU.

ApTtepuanbHasi TMIIOTEH3Hs1, KOTOpasi MHOTAA pa3BUBAETCs B Havaje mpuema uHruouropos Alld
y nanueHtoB ¢ cumnromarnueckod XCH, MokeT mpuBecTH K JanbHEHIIEMY YXyILICHHIO
¢yHkun moyek. Bo3MmoxHO pasBuTHe OCTpoil moueuHoi HemoctarouHoctH (OITH), kak
MpaBWio, OOpaTUMOW. Y TAIMEHTOB C JBYCTOPOHHHM CTEHO30M ITOYEYHBIX apTEepHil WIH
CTEHO30M apTepUH €AMHCTBEHHOW MOYKH (0COOEHHO MPH HATHYUHU MOYEYHOW HEAOCTATOYHOCTH)
Ha ¢oHe Tepanuu mHTHOMTOpamMu AIID BO3MOKHO MOBBIIICHHE KOHIEHTPAIMHM MOYEBHHBI U
KpEaTHHUHA B CHIBOPOTKE KPOBH, OOBIYHO MPOXOASIIEEe IPU OTMEHE Tepanuu. J[omoMHUTENbHOE
HaJIMYME PEHOBACKYJSIPHOM TUIEPTEH3UH OOYCIIaBIMBAE€T TMOBBIIMICHHBIA pPUCK Pa3BUTHA
TSOKEJION apTepralibHONW TMIIOTEH3UH U TIOYEYHOM HEJAOCTATOUHOCTH Y TaKUX MallUEHTOB.
Jleuenne TakuX MNAlLMEHTOB HAYMHAIOT MOJ TIIATEIbHBIM MEAWLMHCKUM HaOJIOJECHUEM C
IpPUMEHEHUEM HM3KUX 103 Ipernapara M JajdbHEWIIMM aJeKBaTHbIM moabopom no03. Ciemyer
BPEMEHHO NPEKPATUTh JICUEHUE TUYPETUKAMU U IPOBOAUTH PETYJSPHBII KOHTPOJIb COACPKAHUS
KaJlisl M KpeaTMHUHA B IJIa3Me KPOBU Ha MIPOTSKEHUU MEPBBIX HECKOJIBKHUX HEENb TEPAIHH.

Y HEKOTOpBIX TAIMeHTOB C apTepHabHOW TUNEepTeH3Wel O0e3 yKa3aHus Ha HaJHdue
MPEIIIECTBYIOMIET0 3a00JI€BaHMUS COCYOB MTOYEK MOKET TOBBIIIATHCS KOHIICHTPAIMS MOYCBHHBI
¥ KpeaTHHUHA B CBIBOPOTKE KPOBH, OCOOCHHO NP OJHOBPEMEHHOM MPUMEHEHUH TIEPUHI0TpUIa
U JIuypeTuka. JlaHHble M3MEHEHHs OOBIYHO BBIPAKEHBI HE3HAYMTEIBHO M HOCSAT OOPATUMBIHA
xapakTep. BeposTHOCTH pa3BUTUS OSTUX HApPYLIEHWM BBIIE Yy MAalMEHTOB C IOYEYHOU
HEJIOCTAaTOYHOCTHIO B aHaMHe3€e. B Takux ciydasx MOXKeT moTpeOoBaThCsl CHUKEHUE JT03bI /WU
IpEeKpalleHne JeUSHHs JUYPETUKOM H/UITU MIEPUHIOTPUIIOM.

Temoouanus

VY manueHToB, HAXOMAIIMXCSA HAa TeMOJMAIN3€e C UCTIOIB30BAHUEM BBICOKOIIPOTOUYHBIX MeMOpaH,
ObUIM OTMEYEHBl CIy4ad pa3BUTHA aHA(DUIAKTUYECKHMX pEaKuuil Ha QoHEe Tepamuu
uarHONTOpamMu AI1®. B mogo0HBIX CHTYyalusaX CIeayeT pacCMOTPETh BO3MOKHOCTh Ha3HAYCHHUS

THIIOTEH3UBHOIO Mpenapara ApPYroro Kjiacca WIM HCIONb30BaHMUSA IHATM3HOM MeMOpaHBI
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

JPYyroro THIIA.
Tpancnnanmayus nouku

OnpIT NMpUMEHEeHHs MEePUHJIIONpPHIIA Y TAlMeHTOB, HENABHO IEPEHECHIMX TPAHCIUIAHTALUIO
MTOYKH, OTCYTCTBYET.

Penosackynapuas cunepmen3sus

VY mnanueHToB C JBYCTOPOHHHMM CTEHO30M IIOYEUHBIX apTepuil WM CTEHO30M apTepHu
SIMHCTBEHHON (DYHKIIMOHHMPYIOIIEH oYKy Ha QoHe Tepanuu nHruOuTopamu AIID Bo3pactaer
PUCK pa3BUTHUS apTEepHUaIbHON TMIIOTEH3MHM M TOYEYHOW HEIOCTAaTOYHOCTH (cM. paszzmen 4.3.).
[TpuemM nUYpETUKOB MOXXET OBITH JOTOJHHUTEIBHBIM (DAaKTOPOM pHUCKa. YXyauieHue (QyHKIHH
MOYEK MOKET HAOIOAThCSl YK€ TIPU HE3HAUYHUTETbHOM M3MEHEHHH KOHIICHTPAIUW KpeaTHHUHA
B CBIBOPOTKE KPOBH, IaXK€E Y MALMEHTOB C OJJHOCTOPOHHUM CTEHO30M MTOYEYHOH apTepuu.
T'unepuyscmeumenbHoCcmv/aHeUOHEBPOMUYECKUL OTEK

Ha ¢one npuema uaruoéuropos AII®, B TOM 4ncie U MEPUHAONPHIIA, B PEAKUX CIy4asX MOXKET
HAOIOAThCS Pa3BUTHE aHTHOHEBPOTHYECKOTO OTEKA JIMIIA, BEPXHUX W HWKHUX KOHEYHOCTEH,
ry0, sI3bIKa, TOJIOCOBBIX CKJIAIOK H/MIIK TopTaHu (cM. pasaen 4.8.). DTO MOXKET NMPOU30HTH B
moboi mepuox Tepanuu. [lpu mosBiIeHNN CUMIITOMOB CIIeTyeT HEMEUIEHHO TPEKPaTHTh MPUEM
npernapara ¥ MpoJODKUTh HAOMIOIEHHE 33 MAIlMeHTOM 0 TeX IMOp, MOKa MPU3HAKU OTeKa He
MCYE3HYT MOJHOCTHIO. Ecin 0Tek 3aTparuBaer TOJIBKO JHUIIO U T'yObl, TO €ro MPOSIBICHUS OOBIYHO
NPOXOJAT CAMOCTOSITENBHO, XOTS sl KYMUPOBAaHUS CHUMIITOMOB MOTYT TPHMEHSTHCS
AHTUTUCTAMUHHBIE CPECTBA.

AHTMOHEBPOTHYECKUH OTEK, COMPOBOXKIAIOIIUICA OTEKOM TOPTaHU, MOXET TPHUBECTH K
netampHOMY HcX0ny. OTek s3bIKa, TOJOCOBBIX CKJIQIOK WM TOPTAaHM MOXKET TPUBECTH K
OOCTPYKIIMU JBIXaTeNbHBIX IMyTel. [Ipy MOSBICHUHM TaKHX CHMITOMOB TPEOYyeTCs] HEOTIOKHAS
Tepamnus, B TOM YHCJE, MOJKOKHOE BBEACHHE dNMHehpHHA (apeHaInHa) W/Uiau odecreueHre
MPOXOAMMOCTH JbIXaTeNbHbIX myTeil. [lanmueHT JomKeH HaxXOOUThCA TMOJ METUIIMHCKUM
HAOJI0JICHHEM 0 TIOJTHOTO ¥ CTOMKOTO MCUE3HOBEHUS! CUMIITOMOB.

VY nauuMeHToB € AHTMOHEBPOTUYECKMM OTEKOM B aHaMHe3€, HE CBS3aHHBIM C IPUEMOM
uHruouTopoB AIl®D, MoxeT OBITH MOBBIIIEH PUCK €0 PAa3BUTHUS NPH MPHUEME MPENapaToB ITOH
rpynmnsl (cM. pazaen 4.3.).

B penkux ciydasx Ha ¢oHe Tepanuu uHruouropamu AIID pa3BuBaeTcs aHTMOHEBPOTHYECKHIA
OTEeK KHWIIEYHWKA. [IpM 3TOM y TAIMEeHTOB OTMEYArOTCs XaloObl Ha OO0JIb B JKMBOTE Kak
M30JINPOBAHHBIA CUMIITOM HJIM B COYETAHMH C TOUTHOTOW M PBOTOM, B HEKOTOPHIX CiIydasix 0e3
MPEIIECTBYIOIET0 AaHTMOHEBPOTHYECKOTO OTeKa JMla W Tpu HopMmaibHOM ypoBHe Cl-
scTepasbl.  JIMarHo3 — yCTaHABIMBAJICS C  TNOMOINBIO  KOMIBIOTEPHOM  Tomorpadwum,

YJIBTPA3BYKOBOI'O HCCJICAOBAHHA OPraHOB 6pIOU.IHOI>i MOJIOCTU WJIM BO BPEMA XHPYPIrUiCCKOI'O
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BMeniarenbcTBa. CHUMNITOMBI HMCYE3aIOT MOCHEe MpeKpalleHus npuema HHruoutopos AIID.
[ToaTomMy y manueHToB € kanobaMu Ha 00Jb B 00MACTH KMBOTA, NPUHUMAIOIUX UHTHOUTOPHI
AIl®, npu mnposeneHuu aupepeHIUANBHON JIMAarHOCTUKM  HEOOXOAWMO  YYUTHIBATh
BO3MOKHOCTb PAa3BUTHsI aHTHOHEBPOTUYECKOT0 OTEKA KUIIEYHHKA (CM. pa3zen 4.8.).
Oonoepemennoe npumenenue ¢ KOMOUHUPOBAHHLIMU  JIEKAPCMBEHHLIMU — Npenapamamu,
codeporcawumu gaicapman + caxyoumpun

OnHOBpeMEHHOE TMpPHUMEHEHHE TMEPUHIONPHIAa C KOMOMHMPOBAHHBIMU JIEKApPCTBEHHBIMU
npernaparaMu, COAEp KALIUMH BajicapTaH + CaKyOUTpUJI, MPOTUBOIOKA3aHO, TaK KaK IMOBBILICH
PUCK  pa3BUTUS  aHTMOHEBpOTHYEecKoro oreka (cMm. pasgen 4.3.). Ilpumenenue
KOMOMHHPOBAHHOTO JIEKApCTBEHHOI'O IpenapaTa, COJEepralllero BajcapTaH + cakyOuTpui,
BO3MOJKHO HE€ paHee, 4eM uepe3 36 4yacoB MOCIE MOCIEIHEro MpUeMa NEepUHAONpPHUIIA.
[IpumeHeHne mepUHAONPUIA BO3MOXKHO HE paHee, 4eM uepe3 36 4acoB Iocje NMpeKpalleHHs
npueMa KOMOMHHPOBAHHOTO JIGKAPCTBEHHOI'O IIpemapara, COAEpJKallero BajcapTaH +
cakyouTpui (cM. pasaensl 4.3. u 4.5.).

[Ipu omHoBpemeHHOM mnpueme MHTHOMTOpoB AIID c npyrumMu MHrHOMTOpamMH HENpPUIM3UHA
(HarpuMep, paleKkagoTPHII) MOXKET OBbITh MOBBIIIEH PUCK PA3BUTUS AHTHOHEBPOTHUYECKOTO OTEKa
(cM. pasmen 4.5.). Y NauueHTOB, NONyYarOIUMX IMEPUHIONPUI, Iepe] HadajioM JICUYCHHUS
MHTUOUTOpaMHU SHKe(aIrHa3bl (HallpuMep, palekajgoTpuil) He00X0AMMO IPOBECTH TIIATEIbHYIO
OLICHKY COOTHOILIEHUS «I10JIb3a — PUCK.

Oonoepemennoe npumenenue ¢ uneuoumopamu mITOR (nanpumep, cuponumyc, 36epoaumyc,
MeMCUpORUMYC)

IIpu oxgHOBpeMEHHOM mpHMeHeHHH ¢ uHruoutopamu mTOR (Hampumep, cupomuMyc,
HBEPOIMMYC, TEMCHUPOJIHMMYC) IMOBBIIIACTCS PHUCK pPAa3BUTHS AHTHOHEBPOTHYECKOIO OTEKa
(HampuMep, OTEK JbIXaTeNbHBIX MyTedl WM  s3blKa, CONPOBOKIAIOIIMNCA WIM HE
COIIPOBOYK/IAIOIINIACS BIXaTEIIbHONW HEJOCTATOUHOCTBIO).

Anagpunakmouonvie peaxkyuu npu nposeoenuu aghepeza JIIIHII

B peakux ciaydasx y manueHTOB, moyyyaronux uHruoutopsl AII®, npu npoBeaeHuu agepesa
JIIIHIT ¢ wucnonb30BaHMEM JAEKCTpaH cyiabpaTa pa3BUBAINCH  YIPOXKAOIIUE KU3HU
aHauIakTOMaHBIE peakuuu. Jlns NpeJoTBpalleHUs] TaKuX peakUuil cieayeT BpPEeMEHHO
npekpamnare npueM HHruouTopoB ATID nepen kaxaoii mporeaypoii adepesa.
Anaghunaxmouomunvie peaxyuu npu nPo8eoeHUU 0eceHCUOUIU3aAyUU

WmeroTcst oTaenbHbIe COOOIIEHHST O Pa3BUTUM aHA(PWIAKTOMIHBIX PEAKIHMHA Yy TAIMeHTOB,
npuHUMaBIIHX WHTUOUTOPHI AIID BO Bpems mpoBeAeHHS ECEHCUOMIM3UPYIOUICH Teparnuu

(HarpuMep, s TEepenOHYATOKPBUIBIX HACEKOMbIX). Pa3BUTHS MOAOOHBIX pEaKIUH MOXKHO
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n30exarh IMyTeM BpeMEeHHOHM OoTMeHbl uHruoutopoB Alld no Hayanma mnpouexypsl
JeCeHCHOMIN3AINK, OJJHAKO MPU CIyYailHOM WJIM HEaKKypaTHOM BO300HOBJICHUU JICYEHHS ITH
pEaKK MOT'YT Pa3BUTHCS BHOBbD.

Hapywenue ¢pynkyuu neuenu

B penxux cimydasx Ha poHe npuema nHrHONTOpoB AlID BO3HHMKaeT XoecTaTudecKas KenTyxa.
[Ipu mporpeccupoBaHMM 3TOTO CHHIpPOMAa pa3BUBAETCS (PYIbBMHHAHTHBIH HEKPO3 TICUCHH,
MHOT/IAa C JIeTaJbHBIM HCXOJAOM. MexXaHu3M pa3BUTHS D3TOr0 CUHApoMa HesceH. I[lpu
3HAYUTEIHLHOM MOBBIIICHUH AKTUBHOCTH «IEUYEHOYHBIX» (PEPMEHTOB B CHIBOPOTKE KPOBH WM
MOSIBJIGHUU JKeNTyXd Ha ¢oHe mnpuema uHruouropos AIID crnemyer npekpaTuTh HpUeM
npenapara u npoobKaTh HaOI0eHUE 3a marreHToM (cM. pasnen 4.8.).
Heuimponenus/Aepanynoyumos/Tpomboyumonenus/Anemus

Ha ¢one mnpuema wunrnburopoB AIID® Moryr BO3HHKATh HEHTPOICHHS/arpaHyIOLUTO3,
TPOMOOIIMTOTICHUSI U aHEeMUs. Y TalMeHTOB C HOPMaJIbHON (DYHKIHEH MOYEeK MpU OTCYTCTBHH
Ipyrux (hakTopoB puUCKa HEUTpONeHHs pa3BuBaeTcs peako. C 0co0oi 0CTOPOKHOCTHIO CIEIYeT
MPUMEHATH NEPUHJIONIPUII Y TAIIMEHTOB C CUCTEMHBIMU 3a00JI€BaHUSMH COSIUHUTEILHON TKaHH
Ha (oHE Tepanmuu MMMYHOJENPECCaHTaMH, AJUIOMYPHUHOJIOM WM MPOKAWHAMHUAOM, WIH TpU
COYETaHMU ITHX (PAKTOPOB PUCKA, OCOOEHHO MPU HAIMYMM HMCXOJHOrO HapyleHHs (yHKLIUU
MOYEK.

VY HEeKOTOpBIX MAIMEHTOB Pa3BUBAIUCH TsDKEIble MH(EKUIUH, B psAAE CIydyaeB yCTOHYMBBHIE K
WHTCHCUBHON aHTHOMOTHKOTepanuu. [IpW Ha3HAYeHWH TEPUHIONPWIA TaKUM TaleHTaM
PEKOMEH/yeTCsl IEPUOINIECKH KOHTPOJIMPOBATH KOJIHMYECTBO JICHKOIMUTOB B KpoBH. [larmeHTh
JIOJDKHBI  COOOIIATh JieUamieMy Bpady O JIIOOBIX MpHU3HAKaX HWHQPEKIMOHHBIX 3a00JIeBaHUN
(marmpumep, 00JIb B TOpJIe, TUXOPAIKA).

Omuuueckue epynnoi

Crenyer yuuThIBaTh, YTO y NAIIMEHTOB HETPOUIHOM pachkl PUCK Pa3BUTHs aHTMOHEBPOTUYECKOTO
oTeKa Npu npuMeHeHUH HHruouTopoB AIID Gosee BHICOK 1O CPaBHEHUIO C MAllMEHTAMU JAPYTHX
pac. Ilepunmompmn, kak u jpyrue uHruoutopsl AIID, oueBHIHO, OKa3bIBACT MeEHee
BBIPQXCHHOE aHTUTHIIEPTCH3UBHOE JICHCTBHE Y MAIMEHTOB HETPOUTHON PACHI IO CPABHEHHIO C
MPEICTaBUTEISIMH IPYTUX pac.

Jlanubiii 3¢ (eKkT BO3MOXKHO CBS3aH C BRIPAXKECHHBIM Ipeo0iialaHneM HU3KOPESHUHOBOIO CTaTyca
y HAIlMEeHTOB HETPOUIHOM pachl C apTepuabHON rHNepTEeH3UEH.

Kawenv

Ha ¢one tepanun maruduropamu AII® mMoxeT BOSHHKATh YIOPHBIH CyXOW Kalleib, KOTOPBIHA
MpeKpamaeTcss IMocie OTMEHBl Tpenapara. OJTO CIeAyeT Y4YUTHIBaTh TPU TPOBEICHHH

JuddepeHInaNIbHON TUarHOCTUKY KaIlIs.
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Xupypeuueckoe emewamenbcmeo/oowas anecmesus

VY MmanmMeHToB, KOTOPHIM IUTAHUPYETCS MNPOBEACHHE OOMIMPHBIX OMNEpauii WM MpUMEHEHHUE
CPEeICTB s  AQHECTE3WH, BBI3BIBAIONINX  apPTEPHATbHYIO THIOTEH3WIO, NPUMEHEHHE
MEePUHIONPHUIIA MOXKET OJOKHPOBaThL oOpa3oBaHue aHrroTeH3uHa Il Ha QoHe KOMITEeHCATOPHOTO
BBICBOOOYICHUsI peHuHA. JIedeHne ciieqyeT MpeKpaTuTh 3a CyTKH A0 onepanuu. [Ipu pa3sButnn
apTepuaIbHON THUIOTEH3MM IO yKa3aHHOMY MEXaHH3My CiedyeT moaaepkuBaTh AJl myrem
BocnomHeHus OLK.

T'unepxanuemus

['unepkanueMust MOXKET pa3BUBATHCS BO BpeMs yiedeHus nHruoutopamu AIID, B Tom uucrne, u
nepuHaonpmwioM. dakTopaMu pUCKa THIEPKATUEMUN SBISIOTCS TOYEYHAs HEIOCTATOYHOCTD,
CHIWKeHHMEe (yHKIMM ToYeK, Bo3pact crapme 70 JeT, caxapHblii auadeT, HEKOTOphIC
COITYTCTBYIOIINE COCTOSHUS, B YaCTHOCTH JIETUpATAIIHs, OCTpasi cepAeyHas HEeJOCTaTOYHOCTD,
MeTabOIMYEeCKU anua03, U OJHOBPEMEHHBIH MPHEM KaIMUCOEperarnux INypPeTUKOB (TaKux
KaK CIHPOHOJAKTOH W €ro TPOM3BOJHOE SIUICPEHOH, TPUAMTEpPEH, aMIJIOPHI), IHIIEBHIX
JI006aBOK/TIperapaToB Kajmusl WM KadUHCOJEpKaluX 3aMEHUTENICH NHINEBON COJIM, a Takke
MIPUMEHEHUE JPYTHX MPermapaToB, CIIOCOOCTBYIONIMX MOBBIIICHUIO COJCPKAHUS KaIHs B TUTa3Me
KpOBM  (Hampumep, TemapuH, KO-TPHUMOKca3on  (cylb(haMeTokca3ol + TPUMETONPUM).
[Ipumenenue nUILEBBIX 100AaBOK/TIpENnapaToB Kaiuus, KajuiicOeperaiomux AUypeTHKOB,
KamuiicoAepKaluX 3aMEHHUTEICH THIEeBOW COJIM MOXKET TMPHBECTH K 3HAYUTEIHHOMY
MOBBIIIICHUIO COJACP)KAHUS Kaliusl B IUIa3Me€ KPOBH, OCOOEHHO y TMAalMEHTOB CO CHH)KEHHOM
¢dbyakuer movek. [wnepkanmueMuss MOXKET TPHUBECTH K CEPbe3HBIM, HMHOTNA (aTaibHBIM
HApYIICHUSIM CEPACYHOTO puUTMa. Eciam HeoOXOoauM OJHOBPEMEHHBIM MpPHUEM MEePHHIONPHIIA H
yYKa3aHHBIX BBILIE MPENapaToB, JCUEHUE NOJDKHO HPOBOIUTHCS C OCTOPOXKHOCTBIO Ha (hoHe
PEryIsIPHOTO KOHTPOJIS COJIEP’KaHUs Kallis B CHIBOPOTKE KPOBH (CcM. pazzen 4.5.).

Caxapnuvlil ouabem

VY manueHToB ¢ caXxapHbIM JUa0eToM, MOTYYarolIuX THIOTTTMKEMUYECKHE CPEACTBA IS IprueMa
BHYTPbh WJIM WHCYJHH, B T€YEHHE MEpPBOro Mmecsua jedeHus uHruouropom AlID neobOxoanm
PErysipHbII KOHTPOJIb KOHIEHTPAIMH TJIFOKO3bI B KPOBU (CM. paznen 4.5.).

Jlumuii

OpHoBpeMeHHOE TPUMEHEHHWE KOMOWHAIMK TEePUHAONpPHIIA C TpenapaTamMu  JUTHS HE
pexkomeHnayetcs (cM. pazaen 4.5.).

eouinas 610kada peHuH-aneuomeH3uH-a1boocmeponosol cucmemst (PAAC)

Wmerorcss nanHbie 00 YBENIWYEHWH pPHCKAa BO3HUKHOBEHHUS AapTEPUANBbHON THUIOTEH3UH,

THIEPKATMEMUN W HapymeHusx QyHkuuun nodek (Bkmouas OITH) mpu omHOBpeMeHHOM
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npumeHeHUN UHTHOUTOpOB AIID ¢ APA Il unm ammckupenom. Ilosromy nBoitHas Oiokana
PAAC mocpenctBom coueranust uHruoutopa AlIlD® ¢ APAIl wunm amuckupeHoM He
pexomenayercs (cm. pasmensl 4.5. m 5.1.). Ecam Tepanusi ¢ TOMOIIBIO JBOWHON OJIOKaIbI
MpU3HaHa a0COJIOTHO HEOOXOJAWMOW, €€ CleayeT MpPOBOJUTh TOJBKO IO CTPOTHM
MEIWIIMHCKAM HAOJIOJIGHUEM W TPU PETYJISIPHOM KOHTpoJie (DYHKIMH TOYEK, COJCpKAHHS
3JIEKTPOJIUTOB B T1a3Me KpoBu U Al

[IpoTuBomnokazano ogHOBpeMeHHOe NpuMeHeHne HHruoutopo AIl® ¢ APA Il y manueHToB ¢
nuabernueckoit Hepomartueit (cM. pazaen 4.3.) U He peKOMEHAyeTCsl y IPYTHX NallueHTOB.
Ilepsuunwiii cunepanboocmeponusm

[TareHTH C TEPBUYHBIM THUNEPATHIOCTEPOHU3MOM, KaK TPaBUIO, HE BOCIHPHUUMYHBBI K
aHTUTUIIEPTEH3UBHBIM TIpenaparaM, IeHCTBHE KOTOPhIX OCHOBaHO Ha mHruOupoanuu PAAC.
[ToaTomMy npuem nepuHIONpUIIa HE PEKOMEHIOBAH.

Po3zyveacmamun

Toueunvie aghpexmot

VY manueHTroB, MOMy4YaBIIMX BBICOKHE 03Bl po3yBacTaTuHa (B ocHOBHOM 40 mr), HaOmonantach
KaHajblleBass MPOTEHHYpHUs, KOTOopas B OOJBIIMHCTBE CllyyaeB Oblaa TpaH3uTOopHOW. Takas
MPOTEUHYpPUSI HE CBHJIETENILCTBOBAJA 00 OCTPOM 3a00J€BaHMM MOYEK WM MPOrpecCUpOBAHUU
3a0oseBaHusl MOYeK. Y MAlUEeHTOB, NPUHUMAIOIIKX Mpenapar B go3e 40 Mr, peKkoMeHayeTcs
KOHTPOJIMPOBATH MOKa3aTeNu (QYHKIIMU TIOYEK BO BPEMs JICUCHHUSI.

Muacmenus epasuc/enaznan muacmeHust

Coobmranock, 4To B HecKoubkux ciydasx wuHruouropsl I'MK-KoA-penykrasel (craTuHBI)
BBI3BIBAJIM pa3BuTHE de NOVo WM yCyryOJsuid paHee CYIIECTBOBABIIYIO T€HEPATU30BAHHYIO
MHUACTEHUIO TPABUC WJIM TJIA3HYI0O MUACTeHHIO (cM. pazzaen 4.8.). B cnyyae BOZHUKHOBEHHS WM
YTSDKEJICHHUS CUMIITOMOB MHACTEHUU INpHeM mpernapara PokcareH3-amiio cienyeT MpeKpaTuTh.
Coo01manock Takke 0 peluauBax MHUACTEHUH MPHU MOBTOPHOM IpUEME TOTO K€ CTaTUHA U Ipu
npumeHeHuu apyroro uarunoutopa ' MK-KoA-penykrass.

Hapywenus co cmoponul ckenemmnou Myckyiamypul

[Ipy mpuMeHEHHWH po3yBacTaTHHa BO BCEX J03aX W B OCOOCHHOCTH TIpH TpPHEME 03,
npeBbimatonmx 20 Mr, coolmiamock o cienyonmx d¢p¢GeKkTax B OTHOIICHWUH CKEJIETHOM
MYCKYJIaTypbl: MUAJITHsI, MHOTIATHS, B PEIKUX CIydasiX padIoMHUOIH3.

Onpedenenue akmusnocmu kpeamunghocpoxunazvl (KOK) 6 niazme kposu

Onpenenenue ceiBopoToyHOW akTUBHOCTH K®K He ciemyer nmpoBOAMTH MOCHE MHTEHCHBHBIX
(¢u3NYeCKUX HArpy30K WM OpPU HAJUYUM JPYTUX BO3MOXKHBIX IPUYMH TMOBBIIICHUS €€
aKTUBHOCTU. DTO MOJKET MPHBECTU K HEBEPHON MHTEpIPETALUH IMOJy4YCHHBIX Pe3ynbTaTroB. B

CJiydac, €CJIM uCXoaHas CbIBOPOTOYHAA aKTHBHOCTDb K®K CYHICCTBCHHO ITPCBbLILICHA (60.]'[66 4cM
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B 5 pa3 Beime BI'H), gepe3 5—7 nHelt cienyetr mpoBecTH MOBTOpPHOE ompenenenue. He cnemyet
HAauMHATh TEpaIUIO, €CJIM pPe3yldbTaThl MOBTOPHOIO aHajau3a MOATBEPXKIAOT HCXOIAHYIO
BBICOKYIO CHIBOPOTOUYHYIO akTHBHOCTE KDK (Ooiee uem B 5 pa3 npessimaetr BI'H).

o nauwana mepanuu

PosyBactatun, kak u apyrue uHruOuTopsl ['MI-KoA-pemykraspl, NOIDKEH Ha3HA4YaThCs C
OCTOPOKHOCTBIO TMAIIMCHTaM C HMMEIOIIMMHCS (aKTOpaMHu pPHCKa MHUOTATHH/PadJOMHOIN3a;
HEO0OXOMMO OLEHUTHh COOTHOILIECHHE «I10JIb3a — PUCK» U IPOBECTH KIIMHUYECKOE HAOIIOICHHE.
Bo epemsa mepanuu

Crnenyer npoMH(pOPMHPOBATh MAMEHTa O HEOOXOAUMOCTH HEMEJUIEHHOro oOpallleHus K Bpady
B CIy4ae HEOXKUJAHHOTO IMOSBJICHUS MBIIIEYHBIX 00Jel, MBIIIEYHOW caadoCcTH WM CHa3MOB,
OCOOCHHO B COYETAaHMM C HEJOMOTaHHEM M JIMXOpaAKOW. Y TakuX NalMEeHTOB CIEAyeT
OTIpeIeTIsITh CHIBOPOTOYHYIO0 akTUBHOCTE K®K. Tepamus momkHa OBITH HpEKpalleHa, €CiH
ceiBOpoTouyHas akTuBHOCTh KDK 3HaunTenbsHO yBennueHa (0ojiee 4eM B 5 pa3 Mo CPaBHEHUIO C
BI'H), wim ecn cuMOTOMBI CO CTOPOHBI MBIIII PE3KO BBIPAKEHBI W BBI3BIBAIOT €XKEITHEBHBIM
JucKoMQopT (Haxke ecnu cbiBopoTodHasi akTuBHOCTh KDK He Gosee yem B 5 pa3 mo cpaBHEHHIO
¢ BI'H). Ecau cumnToMsl ncyesarot, U ceiBopoToyHast aktuBHOCTh KDK Bo3Bparmiaercs kK Hopme,
CleyeT paccMOTPETh BOMPOC O BO30OHOBIEHUMH TNPUMEHEHUS pO3yBacTaTMHA WIH ApPYTUX
uHru6utopoB I'MI'-KoA-penykrassl B MEHBIIMX J03aX HOpU TIIATEIBHOM MEIULIUHCKOM
HaOmoieHnu. PyTHHHBIA KOHTpOJb ChIBOPOTOUHON akTuBHOCTH K@K mpm orcyrcrBumn
CHUMIITOMOB HEIIEIeCcO00pa3eH.

OTMmedeHbl OYEHb PElIKHE CIy4yad HUMMYHOOIIOCPEIOBAHHOW HEKPOTU3UPYIOLIEH MHOINATUU C
KIMHUYECKUMHU TIPOSBIICHUSMH B BHUJE€ CTOWKOH CIIA0OCTH TPOKCHMAJIbHBIX MBI |
noBbilieHus akTUBHOCTH K®K B CHIBOPOTKE KpOBU BO BpeMsl TE€paluu WX MPHU NpeKpalieHu!
NPUMEHEHUS! CTaTUHOB, B TOM 4HCJE po3yBacTaTHHa. MoXkeT MoTpeOOoBaThCS IMPOBEACHHE
JIOTIOJIHUTENIBHBIX ~ MCCJIEOBAaHMA  MBIIIEYHOW M HEPBHOM  CUCTEM, CEpOJIOTHYECKUX
UCCIIEZIOBAHUH, a TaKXkKe Teparus UMMYHOJIEIPECCUBHBIMU CPECTBAMHU.

ITo maHHBIM KJIMHUYECKUX HMCCIEI0BAaHUI NPU3HAKOB YBEJIMYEHHUS BO3JCHCTBHS HA CKEJIETHYIO
MYCKYyJaTypy MpU NpHEeMe PO3yBacTaTWHA M COMYTCTBYIOIIEH Tepanmuu He oTMmeueHo. OJIHaKo
€0001IaI0ch 00 YBETUYCHNH YKCIIa CIIydaeB MUO3UTA M MHOTIATHH Y TIAIIHEHTOB, TIPUHIMABIIINX
npyrue uHruouTopsl ' MI'-KoA-penykTassl B COUeTaHUM C TIPOU3BOAHBIME (PUOPOEBOI KHCIIOTHI
(manpumep, reMmpuOpO3wI), HUKIOCIOPUH, HUKOTHHOBYIO KHCIIOTY B JIMITUACHUKAIOIIUX 032X
(>1r B cyTku), a3oipHbIE MPOTHUBOTPUOKOBBIE CPEACTBA, MHTHOMTOpHI mpoTeassl BUY u
MaKpOJIUIHbIE AaHTUOUOTHKH.

[Ipu omHOBpEMEHHOM MpPUMEHEHHUH C HEKOTOpbhIMU wuHruOuTOpamu ['MI-KoA-penykrasbl

reM(puOpo3Ua yBETHMYUBAECT PUCK pa3BUTHA MHONATHU. TakuM 0Opa3oM, OJHOBPEMEHHOE
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IpUMEHEHHe po3yBacTaTUHa U rem@uOpo3unsa He pekoMmenayercd. [Ipeumymiectsa
JaTbHEWIIero M3MEHEHHs IUIa3MEHHOM KOHIEHTPAllMKM JIMIUIOB IPH KOMOMHUPOBAaHHOM
NPUMEHEHUH PO3yBacTaTHHA ¢ (GuOpaTaMy WM HUKOTHHOBON KHCIOTOH B JIMITUACHIKAIOIINX
JI03aX TOJDKHBI OBITh TINATENFHO B3BEIICHBI C YYETOM BO3MOXKHOTO pucka. [IpoTmBomokazaH
nmpueM posyBacTtaTtuHa B 103¢ 40 Mr ogHOBpeMeHHO ¢ ¢pubpaTamu (cM. pa3aensi 4.5. n 4.8.).
UYepez 2—4 Henmenu mocie Hayala JICUYEHUS W/WIM TPU TOBBIIICHWH JI03bI pPO3yBacTaTHHA
HEOOXOJMM KOHTpPOJIb TOKaszaTenell aunuaHoro oOMeHa (MpU HEOOXOTUMOCTH Tpedyercs
KOPPEKLUS 03bI).

DyHKYUs neveHu

Pexkomenayercs npoBOANUTE onpezeeHue PYyHKIMOHAIbHBIX P00 NeYeH! A0 Havaja Tepanuu u
gepe3 3 Mecsana nocine ee Hadana. [IpumeHeHme po3yBacTaTHHA ClEIyeT HPEKpaTHTh WIH
YMEHBIIUTH 103y MpernapaTa, €Cld aKTHBHOCTh «IEYCHOYHBIX)» TpPaHCAMHHA3 B CBIBOPOTKE
KpoBH OoJice ueM B 3 pasa npesbimnaet BI'H.

Y TDanWeHToB C THUIEPXOJECTEPUHEMHEH BCJEICTBHE TUIIOTHPEO3a WM HEPPOTUIECKOTO
CHUH/IpOMA J0 Hayaja JICYeHHs PO3yBACTATHHOM JIOJDKHA MPOBOJUTHCS TEpanus OCHOBHBIX
3a00JIeBaHUM.

Omuuueckue epynnoi

B xoze ¢dapmMakoKMHETHYECKUX MCCIEIOBAaHUNA Yy TpeACTaBUTENEed MOHIOJIOUIHON pachkl
(KUTaliCKME W SIMOHCKUE IMALMEHTHI) 10 CPAaBHEHUIO C NPEACTABUTENISIMU €BPONEOUIAHON pachl
OTMEYEHO yBEIMUYCHHE MJIA3MEHHON KOHIIEHTPAIK po3yBacTaTuHa (cM. pazaenst 4.2. u 5.2.).
Hueubumopwi npomeasvt BUY

OnHOBpeMEHHOE TIPUMCHEHHE po3yBacTaTMHA C HWHTrHOuWTOpamMu mporeassl BUY  He
PEKOMEHIyeTCs 10 TeX IOop, MOKa He OTPETyIMpOBaHa 1032 po3yBacTaTHHA (cM. pasaensl 4.2. u
4.5.).

Humepcmuyuanvnas 6one3ns neckux

[Ipy npUMEHEHUH HEKOTOPBIX CTATUHOB, OCOOCHHO B TEUYEHHE JUIMTEIBHOTO BPEMEHH,
coo0manocy 00 HMCKIIOYUTENFHO PEAKHUX CIIydasX MHTEPCTHLHAIBHOW OOJIE3HHM JIETKHX (CM.
paszaen 4.8.). [IposBieHnsMu 3a0051eBaHUS MOTYT SIBJISTHCS OJBIIIKA, HEIPOAYKTUBHBINA Kallleib
W yXyIIIeHHue OOIIeT0 CaMOYyBCTBHS (C1a0OCTh, CHIDKEHHE MAcChl Telna W Juxopazaka). [Ipu
MO/I03PEHUH Ha MHTEPCTUIIHMATEHYIO O0JIE3Hb JIETKUX CJIEYET MPEKPATUTh TEPATIHIO CTATHHAMH.
Caxapnolii ouabem 2 muna

VYV mnauueHToB ¢ KOHILIEHTpaUuedl TIJIOKO3bl B KpoBU OT 5,6 10 6,9 MMoub/n  Tepamnus
pO3yBaCTaTMHOM  aCCOLMHUPOBAJIACh C  TOBBIILIEHHBIM  PUCKOM  pa3BUTHS  CaXxapHOTro

nuabera 2 THIA.
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4.5. BzaumoneiicTBHe ¢ JAPYrUMH JIEKAPCTBEHHBIMH TMpeNaparaMu H Jpyrue BH/bI
B3aMMOJCHCTBHS

AmnonunuH

Kombunayuu, ne pexomenoyemvle K NpUMeHeHUIO

Ianmponen (suympueentioe 66€0€H1/le)

YV naGopaTOpHBIX KUBOTHBIX OBUTH OTMEUEHBI CIydan (GUOPHILISIINH JKEITYA0YKOB C JIETaTbHBIM
HUCXOZOM M KOJUIarmcoM Ha (oHEe MpHUMEHEHHWs BepamaMmia W BHYTPUBEHHOTO BBEICHHS
JAHTpOJIeHa,  CONPOBOXKJABILIMECS  rumnepkaiduemueil. BceneactBue  pucka  pa3BUTHS
TUIEPKAIMEMHUH CIEAyeT MCKIIOUUTh onHOBpeMeHHbl mnpuem BMKK, B Tom wuucne
aMJIOJIMIIMHA, Y TAIlMEHTOB, MOJBEPKEHHBIX PUCKY 3JIOKAYECTBEHHON THIEPTEPMHM, a TaKKe
IIPU JICYEHUH 371I0Ka4e€CTBEHHON TUIIEPTEPMHUHU.

Kombunayuu, mpebyrowue 0cob6020 enumanus

Hnoykmopwt uzochepmenma CYP3A4

[Ipu opHOBpeMEHHOM TmpHMEHeHHH UWHAYKTOpoB wu3odepmenta CYP3A4 koHumeHTparms
aMJIOJIMIIMHA B TIa3Me KPOBU MOXKET H3MEHATHCA. [109TOMY HEOOX0AMMO KOHTpOIHpoBaTh Al 1
KOPPEKTUPOBATh 03y KaK BO BpeMs, TaK M TOCJIEC OJHOBPEMEHHOTO TPUMEHEHHS, OCOOCHHO C
MOIIHBIMA HHAYKTOpamMu wu3opepmenta CYP3A4 (mampumep, pudamMmnunuH, mpenapaTsl
3Bep000s MPOIBIPSBICHHOTO).

Uneubumopot usocpepmenma CYP3A4

Ilpu ogHOBpEMEHHOM TMPUMEHEHHH OuiTHa3eMa B fo3e 180 Mr u amiiogumnuHa B JI03€ 5 MT Y
MAalMEHTOB B Bo3pacte oT 69 10 87 JeT ¢ apTepUaIbHON THUIIEPTEH3UEN OTMEYAETCS OBBILLIEHUE
CUCTEMHOI 3Kcno3uiuu amiogunuHa Ha 57 %. OnHoBpeMeHHOE NpPUMEHEHHE aMIIOAMIIMHA U
SPUTPOMUIIMHA Y 30POBBIX N00poBObIEB (OT 18 1m0 43 neT) He MPUBOIUT K 3HAYUTEILHBIM
U3MeHeHUsAM skcnosunuu amnoaunuHa (yBenuuenune AUC Ha 22 %). HecmoTpsa Ha TO, uTO
KJIMHUYECKOe 3Ha4YeHHe 3TUX HPQPEKTOB 10 KOHIA HE SCHO, OHU MOTYT OBITH Oojee SpKo
BBIPAKEHBI Y AIIMEHTOB MOXHUJIOT0 BO3pacTa.

Mormurasie uarHONTOpPHI M30depmenta CYP3A4 (Hanpumep, KETOKOHA30J, HTPAKOHA30JI) MOTYT
MPUBOANTH K YBEJIMYCHUIO KOHIIEHTPALMK aMJIOJHWIMHA B TJIa3Me KPOBU B OOJIBIIEH CTETEHH,
yem guwithazeM. CrexyeT C  OCTOPOXXHOCTBIO MPHUMEHSATh aMIIOJWIUH W WHTUOUTOPHI
nzodpepmenta CYP3A4.

Knapurpomunua — wunrubutop wusodpepmenta CYP3A4. YV mnauueHToB, NPUHUMAIOMIUX
OJIHOBPEMEHHO KJIAPUTPOMMIIMH M aMJIOJMIINH, MOBbIMIEH puck cHwkeHus AJl. Ilauuentam,
OPUHUMAIOUIMM TaKyl0 KOMOWHAIMIO, PEKOMEHIYeTCsl HaXOAWUThCS TMOJ  TIIATEIbHBIM
MEAMLMHCKUM HaOII0A€HUEM.

Kombunayuu, mpebyrowue enumanus
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Takponumyc

[lpy OAHOBPEMEHHOM MNPUMCHEHHH C aMJIOJMIMHOM IMOBBIMIAETCS PHUCK YBEIHUYCHHS
KOHIICHTPAIIMA TaKpoJMMyca B Iuia3Me KpoBH. [y Toro, utoObl HM30€XaTh TOKCHYHOCTH
TaKponHMyca HpI/I O)IHOBpeMCHHOM HpI/IMeHeHHI/I C aMJIOJHUIITMHOM, cnez[yeT KOHTpOJ'II/IpOBaTI)
KOHIICHTPAIIMIO TAaKPOJIMMYCa B IUIa3Me KPOBU M KOPPEKTUPOBATh 03y TAKPOJIMMYca B CIydae
HEOOXOMMOCTH.

Uneubumopor mTOR (mammalian target of rapamycin)

Wurubutopsr mTOR, Takume Kak CHPOJIMMYC, TEMCHPOJIUMYC M 3BEPOJIIUMYC, SBISIOTCA
cyOctpatamu  u3zopepmenta CYP3A. Awmnomunua  sBisercs ciaaOblM  MHTHOUTOPOM
nzopepmenta CYP3A. Ilpu coBMECTHOM NpPUMEHEHUM aMIIOJAMIIMH MOKET YBEJIUYHMBATH
AKCIO3UIHI0 HHrHOuTOpOoB MTOR.

Luxnocnopun

HccrnenoBanusi OMHOBPEMEHHOTO TNPUMEHEHHUS aMIIOJMIIMHA M IMKJIOCTIOPHHA Y 370POBBIX
JIOOPOBOJIBIIEB U BCEX TPYII MAIMEHTOB, 32 UCKIIIOUYEHHEM MAIlMEHTOB MOCJE TPAHCIIAHTAIIUN
MOYKH, HE TPOBOJAWINCH. PaznuuHble WCCIEAOBAaHUS B3aMMOACWUCTBUS aMJIOJUIHMHA C
LUKJIOCIIOPUHOM y TAI[MEHTOB IOCJIE TPAHCIUIAHTAIMHM TOYKH IOKA3bIBAIOT, YTO NMPUMEHEHHE
JIAaHHON KOMOMWHAIIMM MOXET HE NPHUBOAUThL K Kakomy-mubo sddexTy, nubo MOBBIIIAThH
MUHUMAaJIbHYI0 KOHLEHTpAlMIO LHUKIOCIOpuHa B pasnuuyHoi creneHun 1o 40 %. Cnenyer
IPUHMMATh BO BHUMAaHME ATH JAHHbIE W KOHTPOJIMPOBATh KOHIEHTPALMIO LUKJIOCIOpUHA B
T1a3Me KpPOBH Y 3TOH T'PYIIIBI MAIlMEHTOB MPH OJHOBPEMEHHOM NMPUMEHEHHH IUKJIOCIIOpUHA U
amitonumnuHa. [Tpr HE0OXOAMMOCTH 1032 UKIIOCTIOPHHA JTOJIKHA OBITH CHIDKEHA.

Cumeacmamun

OnHOBpEeMEHHOE MHOTOKPAaTHOE MPUMEHEHHE aMJIOAUIKMHA B 03¢ 10 MI 1 cuMBacTaTuHa B 103€
80 Mr MPUBOJIUT K MOBBIIMICHUIO SKCIIO3UIIMYU CUMBAcTaTuHa Ha 77 %. B Takux ciay4asx ciemyer
OTPaHUYUTh 03y CUMBacTaTUHA 10 20 MI' B CYTKH.

/pyaue kombunayuu rexapcmeenHulx cpeocme

AMIOAUIHUH MOXET 0€30MacHO MPUMEHATHCS Ul Tepaluy apTepHaIbHONW THIIEPTEH3UN BMECTE
C THa3HIHBIMH JWypETHKaMH, alb(ha-aapeHodsokaTopamMu, Oera-aapeHo0I0KaTopaMu WIH
uaruoutopamn AIl®D. VYV mammeHTOB CcO CTAaOMIBHON CTEHOKAapAMEeH aMIIOAWIHH MOKHO
KOMOMHHPOBaTh C JAPYrUMH aHTHAHTHHAIBHBIMH CpPEACTBaMH, HANpuUMep, C HHUTpaTaMu
MPOJIOHTUPOBAHHOTO WJIM KOPOTKOTO JIEHCTBHSI, OeTa-aapeHO0I0KaTOPaMH.

B oramume ot gpyrux BMKK knuHHYeckHM 3HAYMMOTO B3aUMOJEHCTBHS aMIJIOJUIIMHA
(Il moxonenne BMKK) He Obut0 OOHapyeHO TMpU OJHOBPEMEHHOM IPUMEHEHHUU C
HECTEpOMJIHBIMU NpPOTHBOBOCHANUTENbHbIMU mpenaparamu (HIIBII), B Tom wmcme u c

NHIOMCTAaIlMHOM.
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Bo3MoXHO ycuieHHME aHTHAHTMHAJIBbHOTO M aHTurunepreHsuBHoro neictsus BMKK mpu
OJTHOBPEMEHHOM NPUMEHEHHH C THA3UIHBIMH U IETICBBIMH» JWYPETUKAMH, MHIHOMTOpaAMHU
AIl®, Gera-anpeHOOIOKATOPAaMU M HUTpPATaMH, a TAKKe YCHICHHE MX AHTUTUICPTEH3MBHOTO
NEHCTBHS TTPH OJTHOBPEMEHHOM MTPUMEHEHHH C allb(ai-aapeHo0I0KkaTopaMu, HEHPOICTITHKAMH.
XOoTS TpU W3YYCHUH aMIIOJIMIIMHA OTPHIATEIHPHOTO HWHOTPOITHOTO JIEHCTBHS OOBIYHO HE
HaOmoganu, TeM He MeHee, HekoTopele BMKK wmoryr ycunmBath BBIpaKEHHOCTD
OTPULIATETILHOTO  WHOTPOIHOIO  JEHCTBUS  AHTUAPUTMHMUYECKHUX CPEJCTB, BBI3BIBAIOLIUX
yanuHenue unrepBana QT (Hanpumep, aMHOJapOH U XUHUAMH).

AMJIOTUIMH MOXET TaKkKe O€30MacHO NPUMEHSATHCS OJHOBPEMEHHO C AaHTUOMOTHKAMH U
TUIOTTTMKEMUYECKMMHU CPEICTBAMMU JUIsl TPHUEMa BHYTPb.

Onnokpatseiii npueM 100 mr cuineHadwia y HalMeHTOB C 3CCEHIMATBHOW apTepHanbHOU
THIIEPTCH3UEH HE OKa3bIBACT BIMSHUS HA TTapaMeTPbl PapMaKOKHHETHKH aMJIOUITHHA.
[ToBropHOE mnpumMeHeHue amionunuHa B Jo3e 10 Mr m artopBactatmHa B g03e 80 mMr He
CONPOBOXKAAETCS  3HAYMTENbHBIMU ~ HM3MEHEHUSIMU  TOKazaresei (hapMaKOKHHETHKH
aTopBacTaTHHA.

OtaHon (HANUTKH, COJAEpIKAIIME AJKOrojb): AMJIOJUIHMH IPH OJHOKPATHOM M TOBTOPHOM
npuMeHeHuu B f1o3e 10 Mr He BiMsgeT Ha (papMaKOKHMHETHUKY 3TaHOJIA.

[TpoTuBOBHpYCHBIE CpeACTBA (PUTOHABUD): YBEIUUYUBAET IU1a3MeHHble KoHIeHTpaunu BMKK, B
TOM YHCJIE U aMJIOJUIHHA.

Heiipoentukn u  w3oduypaH: YCWICHHE AaHTHTHIICPTEH3UBHOTO JIEHCTBHS IPOWU3BOIHBIX
JTUTUAPOTIUPUIUHA.

[Ipemapats! kanbuus MoryT ymMeHbIIUTE 3P pext BMKK.

[Tpu omnoBpemennom npumenenun BMKK ¢ mpemaparamu nutust ([uig amJIOUIKMHA JTaHHBIE
OTCYTCTBYIOT), BO3MOXHO, YCHUJICHHE MPOSBICHUS WX HEUPOTOKCHMYHOCTU (TOLIHOTA, PBOTA,
Juapesi, aTakcus, TpeMop, IIyM B yIiax).

He okaspiBaeT BiMSHHME Ha KOHLIEHTPALMIO B CHIBOPOTKE KPOBHU JUTOKCHMHA M €r0 MOYEUHBIN
KIIUPEHC.

He oxazpiBaeT CymIiecTBEHHOTO BIUSHHS Ha JCWCTBUE BapdapuHa (MPOTPOMOMHOBOE BpEMS).
[{umeTnnuH HE BIUSET HA (apMaKOKWHETHKY aMJIOIATINHA.

B uccrnenoBanusx in vitro aMJOJUNHWH HE BIHMSET Ha CBS3bIBAHHWE C O€NIKaMH IJIa3Mbl KPOBH
JTUTOKCHHA, (heHnTOrHA, BaphaprHa U MHIOMETAIHA.

['peiindpyToBbIif COK: OJHOBpEMEHHBIH OJHOKpATHBIM mpuem 240 mr rpeiindpyroBoro coka u
10 Mr  amnomumuMHa  BHYTPb  HE  COIPOBOXAAETCS  CYLIECTBEHHBIM  HU3MEHEHUEM
(dapMakOKMHETUKM amjoaunuHa. Tem He MeHee, HE PpEKOMEHIyeTcsl MpPHUMEHATh

rpeindpyToBBIii COK U aMJIOJUIHMH OJHOBPEMEHHO, TaK KaK IPU T€HETUYECKOM HOIUMOpQH3Me
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nzopepmenta CYP3A4 BO3MOXKHO MOBBbIIIEHNE OWOJOCTYIMHOCTH aMJIOJUIMHA U, BCIIEACTBHE
3TOT0, YCUJICHHE aHTUTHIIEPTEH3UBHOTO d(PPeKTa.
ANIOMMHHI- WM MarHuicojepialiue aHTaluAbl: MX OJHOKPAaTHBIM IpUEM HE OKa3bIBaeT

CYHICCTBECHHOI'O BJIMSIHUSA HA q)apMaKOKI/IHeTI/IKy aMJIOJHUIINHA.

Ilepunnonpun

JlaHHbIC KIIMHUYECKUX HMCCIICAOBAHMM MTOKA3bIBAIOT, YTO JBOMHAs Oyokana PAAC B pesynbTaTe
onHoBpeMeHHOoro mnpuema uHruomtopoB AllD, APA Il wmm anmuckupeHa NpUBOAUT K
YBEJIIMYCHHUIO YaCTOTHI BOZHUKHOBEHHSI TAKUX HEXKenaTenbHbIX peakiuii (HP), kak aprepuansHas
THIIOTEH3US, TUIIepKaIMeMusi U Hapymenus ¢yHkiuu noyek (Bkitoyass OITH), mo cpaBHeHuto ¢
CUTyallsIMH, KOTJa IPUMEHSETCS TOJIBKO OJMH Ipemapatr, BoszaedcTByrommii Ha PAAC (cMm.
pazmensr 4.3.,4.4. 1 5.1.).

Jlexapcmeennvie cpeocmea, 6vizvlearoujue SUnepraIuemMuio

HexoTopble nekapcTBEHHBIE IpenapaTrbl WIM KJIAacChl IPENapaTroB MOTYT IOBBIIATh PHUCK
pPa3BUTHUSl TUIEPKAIUEMUU: AITUCKUPEH M aJMCKUPEHCOJEp)KAllle IpernapaThbl, COJM KaJlusd,
KanuicOeperatone — amypetuku, uHruoutoper  Alld, APAII, HIIBII, remapus,
MMMYHOJIETTPECCAHTBI, TAKME KaK IUKIOCIOPUH WM TAaKPOJHMMYC, JEKApCTBEHHBIC MperapaTshl,
collepiKaliie TPUMETOIPHM, B TOM YHCIE, KO-TPUMOKCa3on ((uKCHpOBaHHAs KOMOMHAIUA
cyiabpameTokcasona U Tpumertonpuma). CodeTaHue 3TUX JIEKapCTBEHHBIX IIPENapaToB
MOBBIIIAET PUCK TUIIEPKATUEMUH.

Oonospemennoe npumeneHue npomueonoKazano (cm. pasoen 4.3.)

Anuckupen u 1exapcmeennble npenapamol, co0epicauiue aiucKupen

[IpoTuBOMOKa3aHO y MAlMEHTOB C CaXxapHbIM AWA0ETOM W/HWIM YMEPEHHBIM WM TSKEIbIM
HapynieHueM (QYHKIUH TOYeK M HEe PEeKOMEHAYETCS y JAPYTUX IalueHTOB: BO3PACTaeT PHCK
pa3BUTHS TUIEPKAIMEMUH, YXYAIICHUS (DYHKIUU TIOYEK W TIOBBIIIEHUS YaCTOTHI CEPACYHO-
COCYIUCTOM 3a00J1€Ba€MOCTH 1 CMEPTHOCTH.

Oonospemennas mepanus ¢ uneubumopamu AID u APA I

[TpotuBomnokazano mpumeneHue WHTHOMTOpPoB AIID B coueranmn ¢ APA Il y mammeHToB ¢
nuabeTndeckor Hedpomatuelt (cm. paszaen 4.3.).

IKCmMpaKopnopaibtas mepanus

OKCTpaKOpIOpaJIbHbIE METOJAbl JICUEHMs], BEAyLIME K KOHTAKTY KpPOBU C OTPULATEILHO
3apsKEHHBIMU [TOBEPXHOCTSIMHM, TaKMe KaK AWallu3 WIM TeMO(UIbTpalus ¢ HCIOJIb30BAHUEM
HEKOTOPBIX BBICOKOIPOTOYHBIX MEMOpaH (HampuMmep, MOJMaKPWIOHUTPUIOBBIX), U adepes

JIITHIT ¢ ucnonp3oBaHueM AeKCTpaHa cyiab(aTa, MPOTUBOMOKA3aHbl M3-3a YBEJIMYEHUS pHCKa
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Pa3BUTHUS TSKENBIX aHAPUIAKTOMIHBIX peakiuil (cM. paszaen 4.3.). Ecnu nanuenTty HeoOxoauma
9KCTPAKOPIOpaIbHAsl TEPaIusi, CIEAYeT PacCMOTPETh BO3MOXKHOCTH HCIOJIB30BAaHHS JAPYTOTo
TUTIA TUATA3HON MEMOpPaHbI UM IPYTroro Kilacca aHTUTUIIEPTEH3UBHBIX MTPETapaToB.

OaHOG‘DEMeHHOe npumeHerHue ¢C KOM6MHMD06'GHHblMM JIEKAPCMEEHHbIMU  npenapamamul,

CO@GD:HCLIWMMM sancapman + cakv6umpwz

OpHOBpeMEHHOE TMPHUMEHEHUE TEepUHAONpUIa ¢ KOMOWHUPOBAHHBIMH JIEKaPCTBEHHBIMH
npenapaTaMmu, CoJIepKaIMMK BalcapTaH + CaKkyOUTPHII, MPOTUBOIIOKA3aHO, TaK KaK MOJaBIICHHE
HETMPWIN3WHA OJHOBPEMEHHO C TpuMeHeHneM WHruomropa AIID MoXeT yBeIHYUTh PHUCK
pa3BUTHUSL AHTHOHEBPOTHUYECKOTO oOTeka. llpuMeHeHHe KOMOWHUPOBAHHOIO JIEKAPCTBEHHOTO
npenapara, CoAepiKallero BajcapTaH + cakyOMTPHII, BO3MOXKHO HE paHee, 4yeM depe3 36 4acoB
mocje TMpreMa TOCIeTHEeH 1036l MepuHIonpmwia. [I[puMeHeHrne MmepuHIoNpuiia BO3MOXKHO HE
panee, d4eMm uepe3 36yacoB Iocie TpueMa TOCIEeIHEH /103bl KOMOMHHMPOBAHHOTO
JIEKapCTBEHHOTO Tpermapara, CoAep KaIlero pajicapTad + cakyoutpui (cMm. paznenst 4.3. u 4.4.).
OonospemenHoe npumeHenue e pekomenoyemcst (cm. pazoen 4.4.)

AJZMCKMD@H U leKdpCcmeeHHbvle npenapaniol, codep:)fcamue AJjlucCKuper

vy MNanueHTOB, HC MMCIOIIUX CaXapHOI'O I[I/Ia6eTa HJIM HapYUICHUA q)YHKI_II/II/I ITOYCK, IIOBBIIICH
PHUCK pa3dBUTHA T'MIICPKAIUEMUHU, YXYAIICHUSA (I)YHKIII/II/I IMOYCK M MOBBINICHUA YaCTOTHI CEPACUYHO-
COCYHHCTOﬁ 3a00JIEBAEMOCTH U CMCPTHOCTHU.

Oonoepemennas mepanus ¢ uneubumopamu AIID® u APA 11

B nwurepatype cooOmianoch, 9YTO y MAlMEHTOB C YCTAaHOBJIEHHBIM AaTE€POCKICPOTHYECKUM
3a00/IeBaHUEM, CEpACYHOM HEAOCTATOYHOCTBIO MM CaXapHbIM JHA0ETOM C MOpaKEHUEM
OpraHoOB-MHIIICHEH, omHOBpeMeHHas Teparnus uHruoutopom AIID u APA II cBs3ana c¢ Gonee
BBICOKOM 4YacTOTOW pa3BUTHUSA apTepHaIbHOW THUNOTEH3WH, OOMOpOKa, THUMNEpKATHEMHHA U
yxyaumenus ¢pyHkuuu noudek (Bxmouas OIIH) mo cpaBHeHMIO ¢ MPUMEHEHHEM TOJIBKO OJIHOTO
npemnapara, Biusomero Ha PAAC. JIBoiiHas 6yokana (HarmpuMep, MpH COYeTaHUH WHTHOUTOpa
AIl® ¢ APAIl) nmomkHa OBITh OrpaHUYCHA OTACIBHBIMH CIIYYasMH C TIIATEIHHBIM
MOHUTOPUHIOM (YHKLUU MOYEK, Coepkanus Kanusg u AJl.

Icmpamycmun

OnHOBpEMEHHOE TPUMEHEHHE MOXKET NMPHUBECTH K TOBBIIMICHUIO pUCKa MOOOYHBIX 3(PQEKTOB,
TaKUX KaK aHTMOHEBPOTUYECKHUH OTEK.

Ko-mpumoxcaszon (CVJZbd)ClM@I’I’lOKCdBOJZ + MDMMQMOHDMM)

[Ipu onHOBpEMEHHOM NPUMEHEHHH C KO-TPUMOKCA30JI0M (Cylb(aMeToKca3ol + TPUMETOIPUM)

MOJKET MOBBIMIATHCS PUCK Pa3BUTHS TUNepKaneMud (cM. pasznen 4.4.).
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Kanuiicbepezaowue ouypemuxkuy (Hanpumep, mpuammepet, amuiopuo), npenapamol Kaius u

Kaaulicooepacamiue 3aMeHumeny NUuesou coau

Coueranne mnepuHAONpPUIA C BBILIEYNOMSHYTBIMU JIEKAPCTBEHHBIMU IIpelapaTaMu He
pexkomenayercs (cMm. pazgen 4.4.). Ecau ogHOBpeMEeHHOE NPUMEHEHHE IMOKa3aHO, UX CIEAyeT
MIPUMEHSTh, COOJTI0Iasi MEPBI IPEOCTOPOIKHOCTH M PETYISIPHO KOHTPOJIUPYS COJNEPIKAHUE KaJIUs
B CBIBOPOTKE KPOBHU.

Oco0eHHOCTH NTPUMEHEHUS CIIMPOHOJIAKTOHA TP CEPIACYHON HEJO0CTATOYHOCTH OIMKCAHBI JIajiee
0 TEKCTY.

Ilpenapamul aumus

ITpu ogHOBpEMEHHOM ITPUMEHEHUH MIPenapaToB JUTHs U UHTUOUTOpoB AIID MoxkeT oTmeuaTbes
o0paTMMoe yBEIHMYCHHE KOHLEHTPAIMU JINTHS B CBHIBOPOTKE KPOBH U CBSI3aHHBIE C 3THM
Tokcudyeckue 3pQextsl. OTHOBPEMEHHOE NTPUMEHEHUE MEPUHIONPWIA U MPENapaToB JIUTHUS HE
pekomennyerca. [Ipn HEOOXOAMMOCTH TPOBENECHUS TAaKOM Tepamuu cJleayeT MPOBOAUTH
pEryJspHbII KOHTPOJIb KOHLIEHTPALMK JIUTHA B IU1a3Me KpoBH (CM. paszaen 4.4.).

Oonospemennoe npumenenue, Komopoe mpedyem ocoO0U OCHOPOHICHOCU

Tunoznuxemuyeckue cpedcmea (UHCVIUH, 2UNO2IUKEeMUYeCcKUe cpedcmea 0Jis npuemda 6HYmpb)

ITo pe3ynbraTam SMUAEMHUOIOTHIECKUX UCCIETOBaHUN TpuMeHeHne HHruoutopos AIID moxer
YCHUJIMBATh TMIIOTIMKEMHUYECKHH 3(D(EKT MHCYIMHA U THIOTTIMKEMUUYECKUX CPEACTB Ul IIpuemMa
BHYTPB BIUIOTH JI0 pa3BUTHA TunoriaukemMun. Kak npaBuio, 3To HabIronaeTcs B epBble HEACTH
IPOBEJICHUS OJHOBPEMEHHOH Tepanyy U y NalMeHTOB ¢ HapyIICHUEM (QYHKIMU IOYEK.
bakxnogen

VYcunuBaeT aHTUTHNEPTEH3UBHBIH d¢pdexr wunruobutopoB AllD. Crhenyer TIATETbHO
KOHTPOJIMPOBaTh ypoBeHb AJl M, B cilydyae HEOOXOJUMOCTH, JO3MPOBKY TI'MIIOTEH3UBHBIX
Ipenaparos.

Kanuunecbepezaiowue ouypemurxu

VY nmanuueHToB, MOJyYaroIuX JUYPETUKH, OCOOCHHO BBIBOJSIINE XKUAKOCTh /MU COJIM, B HaYaJe
tepamuu UHruouTopoM AIID moxer HaOmIOAATHCSA Ype3MepHOe CHIKeHHe AJl, puck pa3BUTH
KOTOPOro MOXXHO YMECHBIIUTD ITYTEM OTMECHBI INYPETHYCCKOI'O0 CPEACTBA, BOCIIOJIHCHHUEM IIOTCPU
JKUJIKOCTH WM COJICH Tepel HadaloM Teparuu NEePHHIONPUIOM, a TakKe Ha3HaYeHUEM
IMEpUuHI0Npuiia B HHA3KOH 03¢ C H&HBHGfIHIPIM IMOCTCIICHHBIM €€ YBCINYCHUECM.

[Ipu aprepuanbHON TUNEPTEH3UH Yy TAIMEHTOB, NOIYYAOIUX JAUYPETUKHU, OCOOEHHO
BBIBOJAIINE KUJIKOCTh W/WIM COJH, AMYPETHKH JOJDKHBI OBITH JIMOO OTMEHEHBI /IO Hadaia

npuMmeHenus: uaruOuTopa AIID (mpm 3TOM KanmumitHecOeperaromuii ITUYypeTHK MOKET OBITh

21



ot 03.11.2023 N2 22474
(MOCNEOCBATENEHOCTE 0013)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

M03/IHee BHOBBb Ha3HaueH) 00 uHruburop AII® nomkeH ObITh Ha3HaYeH B HHU3KOM J103€ C
JATbHEHIIINM [TOCTETICHHBIM €€ YBETUYCHUEM.

[Tpu nprMeHEeHNN AMYPETUKOB B CIIy4ae XPOHUYECKOU CEpJCYHON HEJOCTaATOYHOCTH UHTUOUTOP
AIl® nomxeH ObITh Ha3HAYEH B OYEHb HM3KOW J03€, BO3MOXHO IOCJIE YMEHBIIEHUS I03bI
IPUMEHSEMOTr0 OJIHOBPEMEHHO KalMiiHecOeperaroero AMypeTHKa.

Bo Bcex caydasx ¢(yHKIus modek (KOHIIEHTpalusi KpeaTHHHHA B IIa3Me KPOBH) JIOJDKHA
KOHTPOJIUPOBATHCS B MEPBbIC HENleNH MpUMeHEeHUsI HHruouTopos AIlD.

Kanuticbepezarowue ouypemuxu (3niepenon, CnupoHoIaKmo,)

[IpumeHeHue 31IepeHoHa WM CIUPOHOJIAKTOHA B A03aX OT 12,5 mr 10 50 Mr B CyTKHM M HU3KUX
no3 uaruoutopoB AIID: npu Tepanuu cepaednoit HenocrarouHoctu [I-1V ¢dyHkmonansHoro
kiacca no knaccudukamuun NYHA c¢ ¢paxumeit BeiOpoca seBoro skenynouka <40 % u panee
npuMeHsBIMMuCS uHTHONTOpamMu AllD W «mmeTieBbIMU» JAMYypEeTUKaMH, CYIIECTBYET PHCK
TUMEepKaIueMUn (C BO3MOXHBIM JIETaIbHBIM HCXOJIOM), OCOOCHHO B Cllyyae HECOOJIOJCHUS
PEKOMEHJAIMI OTHOCUTEIBHO ATOM KOMOMHAIIMK MIPENapaToB.

[lepen mnpuMeHEeHWEM JaHHON KOMOWHAIIMM JIGKAPCTBEHHBIX IIPENapaToB, HEOOXOIUMO
yOeauThCs B OTCYTCTBUM TUIMIEPKAIIMEMUH M HAPYIICHUH (HYHKINU TOYEK.

PexkoMenayetcs peryasipHO KOHTPOJIMPOBATh KOHIIEHTPALMIO KPEaTMHUHA U COJAEpKaHUE Kaus
B TUTa3M€ KPOBH: €KEHENICTHHO B IIEPBBIA MECHI] JICUCHUS M €KEMECIIHO B TIOCIICTYIOIIEM.

HIIBII, sxntouas evicokue 0036l auemuacaiuyuiosol Kuciomeol (= 3 2 6 cymiu)

OnnoBpemenHoe mnpuMeHeHrne WHrHOuTOpoB AII® c¢ HIIBII (amermicanumuioBas KUCIOTa B
J103€, OKa3bIBAIOUICH NPOTUBOBOCHIAIUTENbHOE ICHCTBHE, WHTHMOUTOPHI LUKIOOKCUTEHA3bI-2
(IOI'-2) u necenextuBHbie HIIBII), MoxeT mpuBECTH K CHIDKEHHIO aHTUTUIIEPTCH3UBHOTO
neivictust uaruouropos AlID. OngHoBpemenHoe npumeHenue umHruoutopo AII® u HIIBII
MOJKET MPHUBOJUTH K YXyALICHUIO (PyHKIMHM mouek, Bkitoyas pazsutue OIIH, u yBenmuuenuto
COJIEpKaHMsl Kallusl B ChIBOPOTKE KPOBH, OCOOCHHO Y MAIMEHTOB CO CHIKEHHOH (yHKIMen
nouek. CreyeT coOro1aTh OCTOPOKHOCTh MPH Ha3HAYCHUHU TAHHONH KOMOHWHAIIUU, 0COOCHHO y
MalMEHTOB MOXWIOro Bo3pacTa. [lanmeHThl JOMKHBI TOJy4YaTh aJIeKBATHOE KOJMYECTBO
KUJIKOCTH, U PEKOMEHYeTCs TIIATEIbHO KOHTPOJIUPOBATh (PYHKIMIO MOYEK, KaK B Hayajie, Tak U
B IIPOLIECCE JICUECHMUS.

Payexaoompun

W3BectHo, uyto wmHruOuTOpHl AllD (Hanmpumep, NEpUHAONPHUI) MOTYT BbI3BIBATH PA3BUTHE
AQHTMOHEBPOHEBPOTHUYECKOTO OTEKa. PHCK €ro pas3BUTHUSL MOXET OBITh TIOBBILICH IPH

OJTHOBPEMEHHOM TPHUMEHEHUHU C PaleKaJOoTPIIOM (JEKapCTBEHHBIN Iperapar, MPUMEHIEMBbIH
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JUIS JIeUEHUs OCTPOH rapen).

HH2u6um0Dbl mTOR (MI/IWCHM PANAMUYHHA MIEKONUMAuWux) (Hanpu/wep, cupoaumyc,

26€epouUmyc, meMCMDOJZuMVC)

[Ipy ogHOBpEeMEHHOM mNpUMEHEHHH ¢ uHruouropamMu MTOR TOBBIMIAECTCS PUCK Pa3BUTHS
aHTMOHEBPOTHYECKOTO OTeKa (cM. pasnen 4.4.).

Pexombunanmnvie mxanesvle axKkmueamaopbvl njia3muHozerHa (I’tPA, aﬂmenﬂa3a)

[ManuenTsl, mony4yasuue nHruOuTOpsl AIID n monyyaronue anrennasy st TPOMOOIUTHIECKOM
TEpanuy TMPU OCTPOM HIIEMUYECKOM HWHCYJIBTE, MOTYT UMETh IOBBIIICHHBIN PHCK pPa3BUTHS
AQHTMOHEBPOTHYECKOTO OTEKA.

Oonospemennoe npumeHerue, Komopoe mpeoyem onpedeieHHol 0CMOPOICHOCTIU

T'unomen3susnvle npenapamsl u 6030()Mﬂamam0l?bl

AHTUTUTIEPTEH3UBHBIN 2(P(EKT NepUHIONpHIa MOXKET YCHIMBATHCA IPH OIHOBPEMEHHOM
MPUMEHEHUN C APYTUMH THUIOTEH3UBHBIMH, COCYAOPAaCIIHPSAIOIIUMU CpPEACTBAMH, BKIIOYas
HUATPATHI KOPOTKOTO U MTPOJIOHTUPOBAHHOTO JCHCTBUS.

T nunmunwr (]ZuHClZ]lunmuH, cakcaziunmur, cumaziunmun, euﬂdaazunmuﬂ)

OnHoBpemeHHOe mnpuMeHeHHe ¢ uHruOutopamu AlID MoXeT MOBBILATH PHUCK PA3BUTHA
AQHTMOHEBPOTHYECKOTO OTEKa BCIICACTBHE IMOJNABICHHUS AaKTWBHOCTH IHUICTITHAMINICITAIA3bI-4
(AIII1-4) raunTuHOM.

Tpuyukiuyeckue _aumuoenpeccanmol, aHMUNCUXOMUYEeCcKUue cpeocmed  (HeupoienmuKy) u

cpeocmea 0s obwel anecmesuu

OpHoBpeMeHHOe TMpuMeHeHue ¢ uHruoutopamu AllD MoxeT NPUBOAUTHE K YCHUJIICHHIO
aHTUTHIIEPTEH3UBHOTO JIeHCcTBUA (cM. paznen 4.4.).

Cumnamomumemuxu

MoryT ocnabnaTh aHTUTUNIEPTEH3UBHBIN YD PexT nHrnouTopoB AllD.

Ilpenapamuwl 3010ma

[Ipu npumenenun wunHruOuTopoB AllD, B TOM 4Ymcae MNEPUHIONPHIA, NAIMEHTaMH,
MOJIyYarolIMMK BHYTPHUBEHHO Mpenapar 30JI0Ta (HATpHUsl aypoTHOMAJaT), B PEIKHUX CIydasx
CO00IIANIOCH O Pa3BUTUU HUTPUTOUIHBIX PEAKIMI — CHMITOMOKOMILIEKCE, BKIIIOYAIOIIEM B ce0s
TUIIEPEMHUIO KOXKHU JIULA, TOIIHOTY, PBOTY, apTEPUAIBHYIO THIIOTEH3UIO.

PosyBacratun

Brusanue npumenenus opyaux npenapamos Ha po3y8acmamum

Hneubumopwl _mpancnopmmbix 0enKkos: PO3yBAaCTAaTUH SBJIACTCS CY6CTpaTOM AJIs1 HCKOTOPbIX

TpaHcHOpTHBIX OenkoB, B yactHocTH, OATPIB1 m BCRP. OnHoBpemeHHOE NpHUMEHEHHE

npenaparoB, KOTOPLIC SABJIAIOTCA I/IHFI/IGI/ITOpaMI/I OTHUX TPAHCIIOPTHBIX 6€J'IKOB, MOXKET
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COIPOBOXIATHCS YBEIMUCHUEM KOHIICHTPAIIMK PO3YBACTaTHHA B TUIa3ME KPOBH M IMOBBIIICHHBIM
pPUCKOM pa3BUTHs Muonatuu (cM. paznensl 4.2., 4.4. u Tabmuy 1).

Luxnocnopun: TIpH OJHOBPEMEHHOM IPUMEHEHHWH po3yBacTaTnHa H IukiocrnopuHa AUC
po3yBacTaThHa OBLIH, B CpPEIHEM, B 7 pa3 BBINIC 3HAYCHUH, KOTOPHIE OTMEYAINCHh Y 3IOPOBBIX
nobpoBosbiieB (cM. Tabmmiy 1). Ilpemapar PokcareH3-amiio NMpOTHMBONOKA3aH MAaIMEeHTaM,
OJTHOBPEMEHHO MPUMEHSIOIIMM UKJIOCTIOpHH (cM. pasnen 4.3.). OqHoBpeMeHHOE MPUMEHEHHUE C
pO3yBacTaTMHOM HE BJIHSET Ha KOHLEHTPAILUIO IIMKIIOCIIOPHHA B IJIa3Me KPOBHU.

u H2u6um0pbz npomeassl. XOTsA TOYHBIN MECXaHHU3M B3aHMOIIefICTBPIH HCHU3BCCTCH,

OJIHOBPEMEHHBI TMpPUEM € HMHIUOUTOPOM MPOTEa3bl MOXKET NPUBOJIUTH K 3HAYUTEIBHOMY
YBEJTUYCHUIO JKCIIO3UIINH po3yBacTaTuHa (cm. Tabmumy 1). Hampuwmep, B
(apMaKOKMHETHYECKOM HCCIEIOBAaHUH OJHOBpEMEHHOE NpuMeHeHune 10 Mr posyBacTaTHHA U
KOMOMHHMPOBAHHOTO Tperapara, coepKaiiero qsa nuruouropa nporeasst (300 mr aTazanaBupa/
100 Mr puTOHaBHpa) y 3IOPOBBIX JOOPOBOJBIIEB NMPHUBOIWIO TMPUMEPHO K TPEXKPATHOMY H
cemukparHomy yBennuennto AUC m makcumanbHOW KOHIEHTpauuu (Cmax) pO3yBacTaTHHA,
COOTBETCTBEHHO. O/HOBpEMEHHOE NPUMEHEHHE pO3yBacTaTHHA M HEKOTOPbIX KOMOMHAIUi
MHTUOUTOPOB MPOTEa3bl BOZMOKHO MOCIE TIIATEIbHON OLIEHKU BO3MOKHOCTH KOPPEKLUH J03bl
npernapara Ha OCHOBAHUHU OXHJIA€MOT0 YBEJIMYEHMS YPOBHS 3KCIIO3UMLUHU pO3yBacTaTHHA (CM.

paznenst 4.2. u 4.4. u Tabnuiy 1).

Lemgpubposun _u__Opyveue eunoarunudemuyeckue cpedcmed. OTHOBPEMEHHOE MPUMEHEHHUE
po3yBacTaThHa W TreMpuOpo3mwIa NMpUBOAUT K yBenudeHUI0 Cmax M AUC posyBactaThHa B
miasMe KpoBu B 2 pa3a (cMm. pazmen 4.4.). OCHOBBIBasCh Ha JTaHHBIX IO CHENU(YUIECKOMY
B3aMMOJICUCTBUIO, HE OXHIAeTCI (PapMaKOKMHETHYECKH 3HAYMMOTO B3aUMOJICHCTBHS C
(henopubpaTom, HO BOZMOXKHO (DapMaKOJUHAMUYECKOE B3aUMOJICHCTBHE.

I'empubposun, ¢enodpudpar, npyrue ¢ubpaTel, a TaKKe HUKOTHHOBas KHCIOTa B
JUMHJICHIDKAIOIMX 7103aX (= 1T B CyTKH) YBEIMYMBAIM PUCK BO3HUKHOBEHHS] MUOMNATUHU NPHU
OJIHOBpEMEHHOM TpuMeHeHuu ¢ uHruouropamu ['MI-KoA-pemykrasbl, BO3MOXKHO B CBSI3U C
TEM, YTO OHM MOTYT BBI3bIBaTh MHOINATHIO NPU NIPUMEHEHUU B MOHOTEpanuu (cM. pasaen 4.4.).
IIpu omHOBpeMeHHOM mpueMe mpenapara ¢ reM¢pudposmwnom, (ubpaTamMu, HUKOTHHOBOM
KHCIIOTOM B JIMMHUACHIKAIOIIMX J03aX (> 1T B CyTKM) HavyallbHas /1032 MpernapaTa HE JOJIKHA
MPEBBIIIATh 5 MT; TpueM B ja03¢ 40 M IPOTHBOIOKA3aH MPU OJHOBPEMEHHOM Ha3HAYCHHH C
¢bubpatamu (cm. pasaenst 4.2 u 4.4.).

Dzemumub: OTHOBPEMEHHOE MPUMEHEHHE po3yBacTaTuHa B 03¢ 10 Mr B CyTKM M 33eTUMHOA B
noze 10mMr B cytku compoBoxaanochk ysennueHueM AUC posyBacTaTMHa Yy NalMEHTOB C

runepxonectepuremueit B 1,2 pasa (cm. Tabmuiry 1). Henb3st MCKITIOYNTH yBETWYCHHE pHUCKA
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BOo3HHKHOBeHHs HP m3-3a apmMakogrmHaMHYECKOro B3aUMOJCHCTBUS MEKIY PO3YBACTATUHOM H
93ETUMHUOOM.

Anmayuoel: 0OJHOBPEMEHHOE MPUMEHEHHE pO3yBacTaTHMHA M aHTAIMIOB B (OpME CYCIICH3HH,
CONIEpKAIINX AIIOMHHUS W/WIM MarHus THUAPOKCHI, NMPHUBOAWT K CHIDKCHHIO TUIA3MEHHOM
KOHIICHTpauu po3yBacTatuHa npumepHo Ha 50 %. Jlanuwni sddekt BoipaxkeH crmabee, eciu
aHTalUIbl IPUMEHSIOTCS Yepe3 2 Jaca Mmocjie nmpuema posyBactatuHa. KimHndeckoe 3HaueHHe
10100HOTO B3aMMOZCHCTBUS HE U3Y4aJIOCh.

Opumpomuyun: OJHOBPEMEHHOE NPUMEHEHUE PO3yBACTaTHHA U IPUTPOMHUIIMHA MPUBOAMT K
ymenbmieHnto AUC) posyBactatuHa Ha 20% u ero Cmax — Ha 30 %. IlomoOnoe
B3aUMOJICHCTBUE MOKET BO3HUKAaTh B pe3yjbTaTe YCHJICHHS MOTOPHKH KHIICYHHKA,
BBI3BIBAEMOTO ITPUMEHEHNUEM IPUTPOMHUIIUHA.

Hzoghepmenmobl _cucmemvr _yumoxpoma P450: pe3ynbTaThl HCCICIOBAHHA, TPOBOJUMBIE B

YCIIOBUSIX in Vivo W in Vitro, TIOKa3alH, 9TO PO3yBacTaTUH HE SBISIETCS HH MHTHOMTOPOM, HU
WHAYKTOPOM U30(epMeHTOB cucTteMbl muroxpoma P450. Kpome Toro, po3yBacTtaTHH SIBISIETCS
cmabpiM  cyOcTpatoM Uit 3TOM  cuctembl  u3odepmentoB. IlosTomy He oxumgaercs
B3aMMOJICHCTBUS pPO3yBacTaTMHA C JPYIMMM JIEKQpCTBEHHBIMH CpEACTBAMU Ha YpOBHE
MeTabonr3Ma ¢ yuacTueM u30(hepMEeHTOB CUCTEMBI IuToxpomMa P450.

KnuHuueckn 3HaYMMOro B3aMMOJAEWUCTBUS MEXKIY pO3yBaCTaTUHOM M (DIyKOHA30JI0M
(uaruouropom um3odepmentoB CYP2C9 um CYP3A4) u KETOKOHA30J0M (MHTHOUTOPOM
n3odepmentoB CYP2A6 u CYP3A4) ne ormedeHo.

Bzaumooeiicmeusi ¢ nekapcmeeHHubIMU CpeOCmeamu, Komopvie mpedyiom KOppeKkyuu 0o3vl
posyeacmamuna (cm. Tabauyy 1)

Jlo3y posyBacTaTMHa cjenyeT KOPPEeKTUPOBaTh MPU HEOOXOAWMOCTH €ro OIHOBPEMEHHOTO
MPUMEHEHUs C JIEKAPCTBEHHBIMU CPEICTBAMM, YBETUYHMBAIOIIUMH SKCIIO3UIUIO PO3yBacTaTHHA.
Ecnu oxunaercs yBennueHue 3KCIO3ULMU B 2 paza M Oojee, HayalbHas /1032 po3yBacTaTHHA
JIOJDKHA COCTaBIIATh 5 MI' OJIUH pa3 B CYTKU. Takxke ciieyeT KOpPpPEeKTHPOBaTb MaKCUMAJIbHYIO
CYTOYHYIO 103y PO3yBacTaTHHA, YTOObI OKHMJaeMasi SKCIIO3ULMs pO3yBacTaTHHA HE IPEBbIIIAa
TakoBYIO Ui 1036l 40 Mr, TpuHUMaeMoi 0e3 OJHOBPEMEHHOTO TIpHueMa JIeKapCTBEHHBIX
CPEICTB, B3aMMOCHCTBYIOIIMX C pO3yBacTaTHHOM. Hampumep, MakcuMaibHas CyTOYHasl J103a
po3yBacTaTHHA TPH OJHOBPEMEHHOM MpUMEHEHHHM ¢ reMpuoposmiioMm — 20 mr (yBelnYeHUE
skcro3unmu B 1,9 paza), ¢ puroHaBupom/arazaHaBupoM — 10 mr (yBeJWYeHHE DKCIIO3UIIUU B
3,1 paza).

Koppekuuss HadaiabHOM J03bl po3yBacTaTMHAa He TpeOyeTcs, eClIM OXHUIACTCS YBEJIUYEHHE
HKCMO3UIMM MEHEe YeM B 2 pa3a, OJHAKO MPHU YBEIMYEHHH J03bl po3yBacTaTHHA BhIme 20 Mr

CJIenycer CO6J'IIOI[3TB OCTOPOIKHOCTD.
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Taoinmma 1. BausgHue CcONMyTCTBYWOIIEil TepanmvMd Ha JIKCHO3MIUIO PO3YBACTATHHA
(mokazareqin AUC mnpusegeHbl B NMOPs/IKe YObIBAHHUS) — Pe3YJbTATHI OMyO0JMKOBAHHBIX

KJIUHHUYECKHX McCiieI0BaHU

YBennuenue dKCNO3UIMU PO3YyBACTATHHA B 2 U GoJjiee pa3a

Pe:xxum conmyTcTBYIOLICH Tepanuu Pe:xum npuema HN3menenue AUC
po3yBacTaTHHA po3yBacTaTHHA IO
CpPaBHEHHUIO €
MOHOTepaHI/IeﬁI
CodocOysup/BenmaTacBup/BOKCHIAIPEBUP 10 Mr oIHOKpaTHO YBenuuenue B
(400 mr/100 mr/100 mr) + Bokcuiampesup 100 mr 7,4 paza
OJIMH pa3 B CYTKH, 15 nHel
Huknocnopun  75-200 Mr  ngBapa3a B CYTKH, | IO Mr OOMH pa3 B CyTKH, | YBEIUUEHHE B
6 MecsieB 10 nHeit 7,1 paza
Haponytamua 600 Mr nBa pasza B CyTKH, 5 THEH 5 Mr OJTHOKpaTHO YBenuueHue B
5,2 paza
Peropadennt6 160 Mr oqus pa3 B cyTKH, 14 nHei 5 Mr OJTHOKPAaTHO YBenuuenue B
3,8 paza
ArtazanaBup 300 mr/puronaBup 100 Mr omun pa3 B | 10 Mr oIHOKpaTHO VYBenuueHne B
CYTKH, 8 qHEH 3,1 paza
Bennaraceup 100 Mr ofuH pa3 B CyTKH 10 Mr oIHOKpaTHO YBenuueHnue B
2,7 paza
OmburacBup 25 mr | 5 M OZHOKpPATHO VYBenuueHne B
/maputanpesup 150 mr/Puronasup 100 mr 2,6 paza

/macabyBup 400 Mr 1Ba pasza B CyTKU

TepudmyHomun Het nannbix YBenuueHue B

2,5 paza
I'pazomnpeBup 200 mr/anbacBup 50 Mr omuH pa3 B | 10 Mr ogHOKpaTHO YBenuuenue B
cyTku, 11 nuei 2,3 pa3a
I'mexanpesup 400 mr/mubpentacBup 120 Mr OIWH | 5 MI' OJHOKPATHO YBenuueHne B
pa3 B CyTKH, 7 IHEH 2,2 pa3a
Jlonuuasup 400 mr/putonaBup 100 mr nBa pasa B |20 Mr OOMH pa3 B CYTKH, | YBEIHUUEHHE B
CyTKH, 17 nHei 7 nHer 2,1 paza
Kanmatuau6 400 Mr 1Ba pasa B CyTKU 10 Mr oTHOKpaTHO YBenuuenue B

2,1 paza
Krnomumorpen 300 mr (marpy3ouHas mo3a), 3arem 20 MI OTHOKPaTHO YBenuueHue B
75 mr uepe3 24 yaca 2 paza
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®ocramaruanb 100 Mr 1Ba pasa B CyTKH 20 MI OTHOKpaTHO VYBenuuenuve B
2 paza

YBejnmueHue IKCNO3UIUN po3yBaCcTaTuHa MEHEE 1€M B 2 pa3a

debykcocTar 120 Mr oIuH pa3 B CyTKH 10 Mr oITHOKpaTHO YBenuuenue B
1,9 paza

I'emdubposmn 600 Mr nBa paza B CyTKH, 7 THEH 80 Mr OHOKpaTHO YBenuuenue B
1,9 paza

OnrpomMOoriar 75 Mr OIMH pa3 B CYTKH, 5 THEH 10 Mr olHOKpaTHO YBenuuenuve B
1,6 paza

Hapynasup 600 mr/putonasup 100 mr asa pasa B |10 Mr oguH pa3 B CyTKH, | YBeIHYEHHUE B
CYTKHM, 7 AHEN 7 nuein 1,5 paza

Purtonasup 200 mr/runpanasup 500 Mr aBa pasa B | 10 MI 0HOKpaTHO VBenuuenue B
CyTKH, 11 nHei 1,4 paza

Hponenapon 400 Mr 1Ba paza B CyTKH Het nannbIx YBenuuenue B
1,4 paza

Wrpaxonazon 200 Mr onuH pa3 B CyTKH, 5 THEH 10 Mr onHOKpaTHO YBenuuenue B
1,4 pasa’

33etumu6 10 Mr onuH pas B CyTKH, 14 nHei 10 Mr oguH pa3 B CyTKH, | YBEIUYEHHUE B
14 mueit 1,2 pasa’

CHuKkeHHe IKCIIO3UIUU PO3YBACTATHHA
OputpomuryH 500 Mr yeTsIpe pas3a B CyTKH, 7 iHeH | 80 MI' OHOKpaTHO Cumxenune Ha 20 %

Baitkanun 50 mMr Tpu pasa B cyTkH, 14 nHeii 20 MT OZHOKPATHO Cumxenue Ha 47 %

! Jlanuble, npencrapieHHble B BUAe KpaTHoro usmeHenus AUC, SBISIOTCS OTHOLIEHHEM
3HAYEHUS TOTO IOKa3aresisi Ha (OHE COMYTCTBYIONICH Tepamuy K 3HAUYEHHIO IOKa3aTelis MpH
MOHOTEpPAINUHU PO3yBacTaTUHOM. JlaHHBIE, IpeACTaBICHHbIE B BUIE %o, SBIAIOTCS pasHULEH B %
Mexay nokazateneM AUC Ha ¢oHe cOmyTCTBYIOLIEH Tepanuu M 3HAUY€HHEM II0KazaTels INpH
MOHOTEPAIUHU PO3YBACTATHHOM.

2

brito  mpoBeAeHO HECKONMBKO HWCCIENOBAHUM  JIGKAPCTBEHHOTO  B3aWMOJIEHCTBHUS  C

PO3yBaCTaTUHOM B pa3HbIX 034X, a B Ta6JII/II_le MOKa3aHbl Han0oJiee 3HaYNMBbIE COOTHOIIIEHHS.

Crnenyromue JEeKapCTBEHHbIE MpernapaTbl M WX KOMOHMHALMU HE OKa3blBAIOT KIMHUYECKH
3Ha4UMOro 3(p(deKTa Ha IKCIO3UIMI0 PO3YBACTaTHHA MPH MX OJHOBPEMEHHOM NPUMEHEHUH:
anernutaszap 0,3 mr, 7 nueit; peHodubpar 67 Mr Tpu pasa B cyTku, 7 AHeit; paykonazon 200 mMr

omuH pa3 B cyTku, 11 gueid; ¢ocammpenaBup 700 mr/putoHaBup 100 Mr mBa pasza B CyTKH,
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8 mHeit; ketokoHazon 200 mr Ba pasza B cyTKH, 7 AHe; pudamnuiud 450 MT OuH pa3 B CyTKH,
7 nueit; cunumapur 140 mMr Tpu pasa B CYTKH, 5 THEH.
Brusanue npumenenus pozysacmamuna na opyeue npenapamol

Anmaconucmol sumamuna K

Kak u B ciygae npyrux maru6utopoB I'MI'-KoA-pemykTassl, Hagaio Tepaniy po3yBacTaTHHOM
WM YBEJIMYEHHE €ro J03bl Yy TMAalMeHTOB, NPUHUMAIOIIHUX OJHOBPEMEHHO AHTArOHHUCTHI
ButamuHa K (Hanpumep, BapdapuH WK Ipyrue aHTUKOATYJISHTHl KYMapuHOBOTO Psa), MOXKET
MPUBOJUTH K YBEIMYEHHIO MEKIYyHApOAHOTro HopMmanu3zoBaHHOro otHomenus (MHO). Otmena
po3yBacTaTMHA WJIM CHI)KEHUE €ro JI03bl MOXKET MpuBOAUTH K ymeHblneHuto MHO. B takux
ciIydasix pekomenayercs koHtpoias MHO.

Ilepopanvhble Konmpauenmu6b1/3aMecmumeﬂbHaﬂ copmonanvras mepanus (31'T)

OpHoBpeMEHHOE TPUMEHEHHE pPO3yBacTaTHHA W KOHTPAICNTHBOB JJIsi TpUEeMa BHYTPb
yBenuunBaeT AUC stunmmacrpanunona 1 AUC Hoprectpena Ha 26 % u 34 % cOOTBETCTBEHHO.
Takoe yBenmueHNe KOHIIEHTPAIMU B IUTa3M€ KPOBU JIOJDKHO YYUTHIBATHCS MPH MOJ00PE 03B
NEepOpPaIbHBIX KOHTPALIEITUBOB.

DapMaKOKMHETUYECKUE JIAHHbIE 10 OJHOBPEMEHHOMY IpPUMEHEHHIO po3yBactatuHa U 3['T
OTCYTCTBYIOT, CJI€0BATENIbHO, HENb3s1 UCKIIOYUTh aHAJIOIMYHOro 3¢ (dekra U npu NpUMEHECHUU
JaHHOW koMOuHanmu. OgHako Moo0Hass KOMOMHAIMS IIMPOKO MPUMEHSUIACh JKEHIIMHAMH BO
BpeMsI IPOBEICHHSI KIIMHUYECKHUX MCCIIEI0BAaHUM U XOPOILO MEPEHOCHIIACH MAllUEHTaMH.

IIpouue nexapcmeennvie npenapamol

Jlueokcun: Ha OCHOBAaHWM pE3YJIbTAaTOB CHENU(UIESCKAX WMCCIEAOBAHUN JIEKApCTBEHHOTO
B3aUMOJICUCTBUSL HE OXKMJIAETCS KJIMHMYECKH 3HAYMMOTO B3aMMOJEHCTBUSI pO3yBacTaTHHA C
JIUTOKCHHOM.

@V3u006a}l Kucioma.: HWCCICAOBAHHA JICKAPCTBCHHOTI'O BSaHMOHCﬁCTBHﬂ po3yBacTaThHa C

(by31u10BOI KUCIIOTON HEe MpoBOAMINCK. [Ip1 01HOBpEMEHHOM MPOBEIEHUN CUCTEMHON Tepanuu
(Gy3u10BOM KHMCIOTOW M CTaTUHAMU MOJKET MOBBILIATHCS PUCK Pa3BUTHSI MUOMATUH, BKIIOYas
pabnomuonu3. MexaHu3M JTaHHOTO B3aUMOJICHCTBHUS (SBJISAETCS JI OHO (hapMaKOJMHAMHYECKUM
i (HapMaKOKHHETUIECKUM, WM M TeM, U IPYruM) moka He uzydeH. CooOmanochk 0 pa3BUTHH
pabmomuonm3a (B TOM YHCIE, C JICTAIBHBIM HCXOO0M) y TAIEHTOB, NPUMEHSIBIINX JTaHHYIO
KOMOWHAIIHIO.

Ecin cucremnas Tepamusi  (y3ug0BOM  KHCIOTOM  SIBISETCS HEOOXOAWMOM, JIeueHHE
PO3yBaCTaTHMHOM CIIeAyeT MPEKPaTUTh Ha Mepruo npruemMa Gy3u10Boi KUCIOTHI (M. pasnen 4.4).

eTH
HccnenoBanus B3auMoIeHCTBHS IPOBEIEHBI TOJIBKO Y B3POCIbIX.

4.6. ®epTUIBLHOCTH, 0EPEMEHHOCTb U JIAKTALMA
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bepemeHHOCTB

[Tpumenenue npenapaTta PokcaTreH3-amiio MpOTHBOMOKA3aHO MIPU OEPEMEHHOCTH.

Amnoounun

be3zomacHOCTs MpUMEHEHHS aMJIOAMITAHA TIPH OEPEMEHHOCTH HE YCTaHOBJICHA.

B omplTax Ha JKMBOTHBIX HAOMIOJAIMCh TPU3HAKKA PEMPOIYKTUBHOM TOKCHYHOCTH TIPH
MPUMEHEHUH BBICOKHX 103 AMJIOJAMITHHA.

[Tpumenenune npu OGEpeMEHHOCTH BO3MOXKHO TOJIBKO B Clydae OTCYTCTBUA Oojiee OGe30macHoii
aJIbTEPHATUBBIL, U KOT/1a 3a00JIeBaHNE HEeCceT OOJIBIION PUCK AJIs MaTEepH U TUIOJA.

IHepunoonpun

[Ipumenenue murubutropo AIID He pekoMeHayeTcs B TeueHHe | TpumecTpa OEpeMEHHOCTH.
[Ipumenenune wnrunOutopoB All® mporuBonokazano Bo Bpems Il u Il TpumectpoB
OEpEeMEHHOCTH.

Nmerommuecs JTaHHBIE 0 TepaTOreHHOCTH WHTHOUTOpoB AIID B I TpuMecTpe OEpEeMEHHOCTH HE
yOeIuTeNbHBI, OJTHAKO TOJIHOCTBIO MCKIIOYUTH YKa3aHHBIA PHUCK Henb3s. Ilpu ruranmpoBaHum
OEpeMEHHOCTH CJelyeT TNpPeKpaTHTh IMpHEeM I[pernapara W Ha3HAUYUTh AJIbTEPHATHBHYIO
TUIIOTEH3UBHYIO  TEpanuio, MMEIOIIYI0 yCTAHOBJIEHHBIH mpoduiab Oe3omacHoCTH — JUIs
IpUMEHEHUs] BO BpeMs OepeMeHHOCTH. [Ipu BbIsIBIEHHH OEPEMEHHOCTU CIEIyeT HEMEIJIEHHO
IIPEKpaTUTh NpUEM IIpernapara U HpU HEOOXOJMMOCTH Ha3HAUUTh APYTyH0 TMIIOTEH3UBHYIO
TEpanulo.

Bo II u III tpumectpax OepemeHHOCTH Bo3neiicTBue uHruoutopoB AIID Ha 1wiom Moxker
MPUBOJIUTh K HAPYIICHWIO €ro pa3BUTUS (CHIKEHHE (YHKIMHM ITOYEK, OJIUTOTHIPAMHHOH,
3aMeJUIeHue OCCHU(UKAMU KOCTeH ueperna) M Pa3BUTHIO OCIOXHEHHH y HOBOPOKICHHBIX
(moveyHast HeJOCTaTOYHOCTh, apTepHATbHAS TUTIOTEH3MS, TUTIEPKATUEMHS).

Eciu unrubutop AII® npumensuics Bo II u Il tpumectpax GepeMeHHOCTH, PEeKOMEHAYeTCs
MIPOBECTH YABTPa3BYKOBOE MCCIIEOBAaHUE IOYEK M KocTel depena miuona. HoBopoxaeHHbIE,
MaTepu KOTOpBIX mosydasd HMHruoutopel AIID Bo Bpems OepeMEHHOCTH, HYKIAIOTCS B
THIATEIbHOM MEIMIMHCKOM HAONIOJEHUH, TaK KaK CYIIECTBYET PUCK Pa3BUTUS apTepUalbHOMN
TUTIOTEH3UH.

Pozysacmamun

JKeHIMHBl  PEeNpOAYKTUBHOIO  BO3pacTa  JOJDKHBI NPUMEHATHh  aJ€KBaTHBIE  METOMbI
KOHTpalenuu.

[Tockonwky xonecrepun (XC) u BeniecTBa, cuHTe3UpyeMbie N3 XC, BaXHBI ISl pa3BUTHUS TII0/1,
NOTeHUUaNbHbIN puck uHruOupoBanus ['MI'-KoA-peaykraspl A miofa HpPeBbILIAET MOJIb3Y
NPUMEHEHUs Ipernapara npu OepeMeHHOCTH JJii MaTepu. B xozae uccinenoBaHuil y KUBOTHBIX

ObLTH MOJIY4YCHBI OTPAHUYCHHBIC JAHHBIC O perOHYKTHBHOﬁ TOKCHYHOCTH.
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B cnyuyae macTtymienust OepeMEHHOCTH B Tpoliecce Tepaliy MPUMEHEHHE Ipernapara J0KHO
OBITH HEMEJICHHO MPEKPaIeHO.

JlakTanus

[Ipumenenne mpemapata PokcaTeH3-amMjo  NPOTHBOMOKA3aHO B NEPHOJ  TPYIHOTO
BCKapMJTHBaHUSI.

Amnoounumn

AMJIOIUNIVH BBIJIETSETCS C TPYAHBIM MOJOKOM. Jlonsi MaTEepUHCKOW J03bl, MOJdydaeMas
peOeHKOM, OIICHUBANTACh B MEXKBApTHIIBHOM amana3oHne ot 3 % a0 7 %, makcumansHo 15 %.
Brnusane ammogunuHa Ha - JeTeld  TPYAHOrO  BO3pacTa HEW3BECTHO. Pemienwe o
MPOJITICHUH/IPEKPAILIEHUN TPYTHOTO BCKAPMIIMBAHUS WIIH MPOJI0JDKEHUN/ TIPEKPAIICHUH Teparuu
aAMJIOJTUITUHOM JIOJDKHO OBITH MPHUHSTO C YYETOM IIOJIb3bI OT TPYAHOTO BCKApMIIWBAHUS IS
peOeHKa U ToTb3bl IPUMEHEHHSI aMJIOUITHHA JIJIST MAaTEPH.

Hepunoonpun

BBuay otcyrcTtBus WH(pOpPMAIMH O TNPUMEHEHHUH TICPUHJIONpWIA B TIEPHOZ TPYTHOTO
BCKapMJIMBAaHUS, €r0 TNPHUEM HE PEKOMEHIOBAaH, MPEANOYTHUTEIHHBIM SIBISETCA MPUMCHEHHE
ANbTEPHATUBHBIX TPENapaToB C YCTAaHOBICHHBIM TNpoduiaeM O0e30MacHOCTH, OCOOCHHO TpH
KOPMJICHHH HOBOPOXJACHHBIX WJIM HEJOHOIICHHBIX JIETEH.

Pozysacmamun

PosyBacraTun BbimensieTcs B MOJIOKO Y KpbIC. JlaHHBIE O BBIJICICHUH PO3yBacTaTHHA B TPYAHOE
MOJIOKO y YeJIOBEKa OTCYTCTBYIOT.

PepTUIBHOCTh

Amnoounun

VY nHexkoropeix manueHToB npu npumenennn BMKK ormewanuck oOpaTumble OHMOXMMHUYECKHE
W3MEHEHHUS B TOJIOBKE crnepmarto3ouaa. OHAKO KIWHUYECKUX JAHHBIX OTHOCHUTEIHHO
MOTEHITMAIILHOTO BJIMSIHHSI aMJIOJUITMHA Ha (DepTHIIBHOCTh HEJIOCTATOYHO. B HcclieqoBaHUN Ha
KpbICax HaOJII0IalIoCh HeKEIaTeIbHOE BIHsIHUE HAa (DEPTUIIHBHOCTH CaMIIOB.

IHepunoonpun

He BBISABIICHO BIVSHHS IEPHHIONPHUIIA HA PETIPOTYKTHBHYIO (DYHKITHIO HITH (PePTHIIEHOCTb.

4.7. BinsiHMe Ha CHOCOOHOCTH YNPABJSATH TPAHCNOPTHBIMM CpeJcTBaMH M padoTaTh ¢
MeXaHUu3MaMH

[Ipenapar PoxcaTeH3-amjo oOKa3bIBaeT cjlaboe WM YMEPEHHOE BIIMSHUE Ha CIOCOOHOCTh
YIOPaBJISITH TPAHCMIOPTHBIMU CpeJICTBaMU W paboTaTh ¢ MexaHusmamu. Kak crnencrsue,
CITOCOOHOCTH YMPaBISATh TPAHCIIOPTHBIMH CPEJICTBAMHU M pabOTaTh C MEXaHU3MaMHU MOXKET OBITh

CHHI)KCHA.
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[Tpu ynpaBieHuH TPaHCIOPTHBIMU CPEICTBAMH WM paboTe ¢ MEXaHU3MaMH ClIeyeT YUUThIBAThH
BO3MO’KHOCTb T'OJIOBOKPYKEHUS B IEPHOJ JICUCHHUS.
4.8. HexkennateslbHbIC peaknMu

PesroMe npoduiis 6e30nacHOCTH

Hanbomee wacteivu HP mnpu  mnpuMeHEeHHMM — aMJIOJUIIMHA — SBIIAIOTCS  COHJIMBOCTD,
TOJIOBOKPYKEHHE, TOJIOBHAST 0OJIb, OIIYIICHUE CePALICONCHHUS, «IPUIIMBBDY KPOBH K KOXKE JIMIIA,
00JIb B )KMBOTE, TOIIHOTA, MPUITYXJIOCTh B 00JIACTH JIOABIKEK, OTEK U YTOMJIIIEMOCTD.

[Ipodunp 6e30macHOCTH EPUHIONPHIIA COOTBETCTBYET NMPOUI0 0€30MacHOCTH MHTHOUTOPOB
AIlD.

Haunbonee 4acteimu HP mnpu npumeneHunn mnepuHionpuia SBISIOTCS TOJIOBOKpPYKEHHUE,
rooBHasi 00Jb, MapecTe3usi, BEPTUrO, HAPYIICHHS 3PEHHs, IIyM B yIlaxX, apTepuaibHas
TUTOTEH3MUsI, Kalllelb, OJBIIIKA, OOJb B JKUBOTE, 3amop, aUapes, IUCTEB3Hs, IHCIICTICHS,
TOIIHOTA, PBOTA, 3y/l, ChINb, MBIIIIEYHBIE CIIa3Mbl U ACTCHHUSI.

HP, naOmromaeMble NMpu NPUMEHEHHH PO3YBAaCcTaTHHA, OOBIYHO BBIPAKEHBI HE3HAYHMTEIHHO W
MPOXOJISAT CAMOCTOATENbHO. B X0/1e TpoBeIeHNsI KOHTPOJIUPYEMBIX KIMHUYECKUX UCCIEOBAHUM
Menee 4 % TalMEHTOB, MPUHUMABIIMX pPO3yBaCTaTUH, JOCPOYHO 3aBEPIIUIN Yy4dacTHE B
HCCceI0BaHuu B cBs3u ¢ HP.

TabnuyHoe pe3toMe HeKenaTelbHbIX PeaKini

HP npu nmpumeHeHMM amIIoAWNHUHA, TEPUHIONPUTIA U PO3YyBacTaTHHA, OTMEUYEHHbIE BO BpeMs
KJIMHAYECKUX WCCIICJIOBAHUN W/WIIM TOCTPErHCTPAIIMOHHOTO TPUMEHEHHUS, PaCIpeeNIeHbl 10
4acTOT€ BO3HUKHOBEHHS B COOTBETCTBHHM CO CIEAYIONIEH rpamammei: odenp dacto (> 1/10),
gacto (>1/100, Ho < 1/10), HewacTo (> 1/1000, HO < 1/100), peaxo (> 1/10000, Ho < 1/1000),

odeHb peako (< 1/10000), gactoTa HensBecTHa (HA OCHOBAaHWW WMEIONIUXCS JTaHHBIX OICHUTH

HEBO3MOXHO).
Kaacc cucrem HP Yacrora
OpPraHoB AMJI0AUTIMH Iepunponpua | PozyBacraTtun
Hapymienus co Do3uHopuus - Heuwactd' -
CTOPOHBI KPOBU M | ATpaHyJIOIMTO3 WX - OueHb peako -
TUMQaTHIecKOi TIAHIUTOTICHUS
CUCTEMBI CHWXCHHE TeMOoTJIOONHA B | - Ouens peaxo -

CHMIKCHHUC T€MaTOKpUTa

Jleiikonenusi/Hertponenus | O4eHb PEIKO OueHb peaxo -

I'emonuTnueckas anemMus 'y | - OueHb peaxo -
NAIMEHTOB C BPOXKIECHHON
HEZIOCTATOYHOCTBIO

IJIF0K030-6-
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docharaernaporenassl
TpombonuroneHus Ouensb peaxo Ouens peako Penxo
Hapymenus co Peakinu Ouenb peaxo - Penxo
CTOPOHBI TUIEPUYBCTBUTEILHOCTH,
UMMYHHOM BKJIIOYast
CHUCTEMBI AHTHOHEBPOTUYECKHUN OTEK
DHIOKpUHHBIE CaxapHbiii naber! - - Yacrto
HapyLLIEeHUs
Hapymenus I'mmormukemus - Heuacrd' -
MeTabonu3Ma 1 I'unepkanuemusi, yamie - Heuacrd' -
MTATaHUS MpexosImas
lMumonatpuemus - Heuactd' -
l'unepriovkemus OueHb penko - -
[Icuxuueckue Hapymenus HacTpoeHus Heuacrto Heuacrto -
HapyILIeHUS PaccrpolicTBa cHa - Heuacto -
becconnuna Heugacro - -
Henpeccus Heuvacro - Yacrota
HEU3BECTHA
CryTaHHOCTh CO3HAHUSA Penxo Ouens peako -
Hapymenus co I'onoBokpyxeHne Yacto Yacto Yacto
CTOpOHBI HEPBHOM | ["onoBHast 60716 YacTto Yacto Yacto
CHCTEMBI Bepruro - Yacro -
ITapecTe3ust Heuvacro Yacro -
Jucressus (pacctporictBo | Hewacto Yacto -
BKyca)
DKcTpanupamMuHbIe Yacrora - -
paccTpoicTBa HEW3BECTHA
(3KCTpanupaMuIHbINR
CHHIPOM)
CoHIIMBOCTD Yacto Heuacrd' -
O6Mopok Heuacro Heuwacrd' -
[Honuneliponarus - - OdeHb penKo

[ToTeps nmamsatu

Ouenb peaxo

[epudepuueckas Ouenb peako - Yactora

HeHpomaTus HEU3BECTHA

MuacTeHus rpaBuc - - Yacrora
HEU3BECTHA

32




COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 03.11.2023 N2 22474

(MOCNEOCBATENEHOCTE 0013)

Hapymienus cHa (Bkmovast | - - Yacrora
OecCOHHMITY U KOIIMapHBIE HEU3BECTHA
CHOBH/ICHWSI)
Tpemop Heuacrto - -
l'unecre3us Heuacto - -
I'unepronyc OueHb peaxo - -
Hapymenus co Hapymenue 3penns YacTto Yacto -
CTOPOHBI OpraHa Jlurionus Yacrto - i
K I'maznas MmuacTeHust - - Yacrora
HEU3BECTHA
Hapymenus co [IIym B ymax Heuacto Yacto -
CTOPOHBI OpraHa
ciyXa 1 JIaOUpHHTA
Hapymenus co Omymrenue cepanedbuenus | Yacto Heuacrd®
CTOPOHBI cepaua Taxukapaus - Heuactd' -
Crenokapaus (cm. - OueHb peaKo -
pazznen 4.4.)
Aputmus (BKITFOYast Heuacto Ouens peako -
OpauKapIuo,
JKEITYy IOUYKOBYIO

TaxXUKapIUIo U
GuOpMILIAIIHIO

TIpeCePIriA)

HudapkT Muokapa,
BO3MOJKHO BCIICJICTBHE
YpPE3MEPHOIO CHIKEHUS
A]Jl y manueHToB U3
TPYIIIBI BEICOKOTO PUCKA

(cMm. paznen 4.4.)

Odenb peako

Ouensb peako

Hapymenus co

CTOPOHBI COCYIOB

AptepuanpHas runotensus | Hedacto Yacro -
(1 3¢ deKThI, CBA3aHHBIE C

apTepuanbHOI

TUIOTEH3UEH )

Backynut Ouenb peaxo Heuactd' -

WHucynbTt, BO3MOXKHO
BCJIEACTBHUE UPE3MEPHOTO

cHkeHus AJly

Ouens peaxo
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MALUEHTOB U3 IPYIIIIbI

BBICOKOTO pPUCKa (CM.

paznen 4.4.)

«IIpunuBel KpoBU» K KOxke | Hacto Penxo* -

JHna

Cunapowm Pelino - Yacrota -

HEU3BECTHA

Hapymenus co Oppimka Yacto Yacto Yacrota
CTOPOHBI HEU3BECTHA
JIBIXaTEJIbHOMN Kamens Heuacto Yacto YacTora
CHUCTEMBI, OPIaHOB HEU3BECTHA
TPYIHOM KIETKH U | BpoHxocmasm - Heuacto -
CpeAOCTCHUA Do3nHOGHUIBHAS - OdeHb peIKo -

MTHEBMOHUS

Punur Heuacto OueHb peaKo -
Kenynouno- Bosnb B xMBOTE Yacro Yacro Yacro
KHILIEYHbIE 3anop Yacro Yacro Yacto
HapyIIeHUS Hunapes Yacto Yacto Yactora

HEU3BECTHA

Hucnencus Yacrto Yacto -

TomHoTa YacTto Yacto YacTto

PBora Heuacto Yacto -

Cyx0CTh CITM3UCTON Heuacto Heuwacto -

000JI0YKH TIOJOCTH pTa

[TankpeaTut OueHb peaKo OueHb peaKo Penxo

Uzmenenue purma Yacto - -

nedexarnyu (BKIrovas

JIMapero ¥ 3a1op)

lactpur OueHb peaKo - -

l'uneprnaszus necen OueHb peaxo - -
Hapymenus co [oBbllIeHNE AKTUBHOCTH OdeHb peaKo - Penxo

CTOPOHBI MEYCHHU U
JKETYEBBIBOISIINX

myTen

«IICYCHOYHBIX»
TpaHCaMHHa3 B IJIa3ME

KpOBH

I'emaTUT IUMTOIUTUYECKUN

WJIM XOJIECTATUYCCKHH (CM.

pasznen 4.4.)

OueHb peaKo

OueHb penKo
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Kenryxa OdeHb peaKo - OdeHb peaKo
Hapymenus co KoxxHblii 3y1 Heugacro Yacro Heuacro
CTOPOHBI KOXKHU U Koxnas cwpimb Heuacrto Yacto Heuacto
ITOAKOXHBIX Kpanusauna Heuacto Heuacrto Heuacto
TKaHel AHTHOHEBpOTHYECKHH OTeK | O4YeHb peaKo Hewacro -

nuia, Ty0, KOHEYHOCTEH,

CIIM3HUCTOM 000IOUKH

SI3bIKA, TOJIOCOBBIX CKJIAJ0K

W/WITU TOPTaHH (CM.

pasznen 4.4.)

Peakinu Ouenb peaxo Heuactd' -

(OTOIYBCTBUTEITFHOCTH

[Memdurons - Heuwacrd -

YcyryOnenue TedeHus Penko’ -

ncopuasa

[ToBbIIEHHOE Heuacto Heuacto -

[IOTOOT/ENICHUE

MynetudopmHas spurema | OdeHb peaKo OueHb peaxo -

Cungpom CtuBeHca- OueHb peaKo - YacTora

J>xoHCOHA HEU3BECTHA

Asonenus Heuacto - -

[Typmypa Heuacto - -

3menenne nuBeTa KOXH Heuacto - -

DK3aHTEeMa Heuacrto Yacto -

OKchOTMATUBHBIH OueHb peaKo - -

JIepMaTUT

Tokcuueckuit Yactora - -

SNHUIEPMajbHbII HEKPOJIU3 | HEM3BECTHA

JlexapcTBeHHas peakuusa ¢ | - - Yacrora

s03uHOGMINEH 1 HEU3BECTHA

CUCTCMHBIMH CUMIITOMaMH

(DRESS-cunapom)
Hapymenus co CrazMbl MBI Yacro Yacto -
CTOPOHBI ApTtpanrus Heuacro Heuwacrd' Ouens penxo
MBIILIEYHOI, Muanrus HeuacTo Heuwacrd' Yacro
CKENIETHOH 1 Muonarus (BKirouast - - Penko
COETUHUTENbHOM MHO3HT)
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TKaHU

Pabgomuonus

Penxo

TennunonaTuu, HHOTIA
OCJIO)KHEHHBIE Pa3phIBOM

CYXOXKHITUS

Yacrota

HCHU3BCCTHA

PaBpBIB MBI bI

Penxo

Bonmuanounonogo0HbIH

CHHAPOM

Penxo

I/IMMYHOOHOCpeI[OBaHHaH
HEKPOTU3UPYIOIIAA

MHUOIIaTHUA

YacroTa

HCU3BCCTHA

ITpumyxnocts

TOJICHOCTOITHOI'O CyCTaBa

Yacrto

Bboir B ciuae

Heuacto

Hapymenus co
CTOPOHBI ITOYEK U
MOYEBBIBOISIINX

myTen

IToueynas

HCI0CTAaTOYHOCTH

Heyacto

OIIH

Ouens peako

I'ematypus

Odenb peako

Anypus/Onurypust

Penxo*

Hapymenue

MOYCUCITY CKaHHUs

Heuacto

Hukrypus

Heuacto

[Mommakmypus (y4anieHHOE

MOYEHCITyCKaHHE)

Heuacto

Hapymenus co
CTOPOHBI
PenpOayKTUBHOM
CHUCTEMBI U

MOJIOYHBIX XKECJIC3

OpeKTuibHas qUChHyHKIUS

Heuacto

Heyacto

I'mnexomactusa

Heuacto

OueHb penKo

OOmue
HaApYILICHUS U
PEaKInu B MECTE

BBCACHUA

Acrenus

Yacto

Yacto

Yacto

Oo6mras c1aboCThb

Yacrto

Bons B rpyaHOit KiTeTKe

Heuacto

*
Heuacro

boms

Hegacto

Henomoranne

Heuacto

3
Heuacrto

[Mepudepuueckue orekn

Heuactd'

IMupekcus

*
Heuacto

Otek

OueHb 4acTo

Yacrota
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HEU3BECTHA
JlaGoparopubie U IloBblIeHNE - Heuacrd' -
HHCTPYMEHTAIlb- KOHLIEHTPALIUX MOUYEBHHBI
HBbIC IaHHbIE B IJIa3Me KPOBHU

IToBeIIeHNE - Heuactd® -

KOHLCHTpal Kp€aTUHHHA

B IJIa3M€ KPOBU

IloBeIiIenne - Penxo -
KOHIICHTPALUU
OunupyOurHa B I1a3me

KpPOBHU

[loBeIlIEHNE aKTUBHOCTH - Penxo -
«IEYCHOYHBIX» (DePMEHTOB

B IJIa3M€ KPpOBH

VBenuueHue Macchl Tea, Heuacro - -

CHMKCHHUEC MACCHI TCJIa

*
Tpaswmsil, [Tanenue - Heuacto -
MHTOKCHUKAIIUU U

OCJIOKHCHHUA

Hnponenyp

" Yacrora Oyaer 3aBuceTh OT HamMuus MM OTCYTCTBHS (DPAKTOPOB pHCKA (KOHIIEHTpPAIMS
IJIIOKO36I B KPOBM HATOIIAK > 5,6 MMonb/n, MMT > 30 kr/mM?, MOBBHIIEHHAs KOHIEHTPALHs
TPUTJIMLIEPUOB B IJIa3Me KPOBH, apTepHaIbHAS TUTICPTCH3US B aHAMHE3e).

*IIpenMyIecTBEHHO B COYETAHUH C XOIECTA30M.

Kak u npu npumenenuun apyrux uHruouropoB I'MI'-KoA-peaykrasbl, 4yacToTa BOSHUKHOBEHUS
HP nozo3zaBucuma.

Onucanune otnenbubix HP

ﬂOl’lO]lHumeflea}l qu)opmauuﬂ npu npumeHerHuu posysacmamuHa

Hapywenus co cmoponul nouex

VY nmanueHToB, MOIY4YalOIIMX TEPAlMIO PO3YBACTATHHOM, aHAIU3 MOYM C IOMOIIBIO TECT-
MOJIOCKU BBIABIIAU HAJIMUUE NMPOTEHHYPUU MPEUMYIIECTBEHHO KaHalbLeBOro tuna. Msmenenue
KosimyecTBa Oenka B Moue (OT OTCYTCTBHMS WJIM CIIEIOBBIX KOJUYECTB 10 ++ WM OoJibIe)
HaOMIOATUCh KOT/1a-IN00 BO BpeMs JieueHHs MeHee 4eM y 1 % mammeHToB, mosydaBmmx 10—
20 Mr po3yBacTaTWHa, © TNpUOTM3UTENbHO y 3 % manueHToB, mnony4yaBmux 40 mr
po3yBacraTnHa. HeGonblioe yBenuueHHe 4acTOThl M3MEHEHHUs KojudyecTBa Oenka B Moue (OT

OTCYTCTBUSI WJIM CIIEZIOBBIX KOJMYECTB 10 +) OTMEUaloCch mpHu mnpueme a03b6l 20 mr. B
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

OOJIBIIMHCTBE CIy4aeB MPOTEHHYPHsS YMEHBIIACTCS WM KcYe3aeT CIOHTAaHHO Ha (oHe
nponoipkatromiericss  tepamuu.  O030p  pe3ynbTaTOB  KIMHUYECKMX — HCCIEAOBAHMNA |
MOCTMApKETHHIOBOTO OTBITa NMPUMEHEHHS K HACTOSIIEMY MOMEHTY HE BBISBUJI IPUYMHHO-
CIICJICTBEHHOHN CBSI3M MEXIY MPOTCHHYPHUEH M OCTPHIM WM MPOTPECCUPYIOMUM 3a00IeBaHHEM
MOYeK.

VY mamMeHToB, TOJy4aBIIMX pPO3YyBAacTaTWH, HaOMIOnanach TeMarypusi, M  pe3yJIbTaThl
KJIMHUYECKUX UCCIIEIOBAaHUN MOKA3bIBAIOT, UTO TAHHOE SIBJICHUE BOSHUKAET PEIKO.

Hapywenus co cmopoHul ckenemuoul MycKyiamypul

[Tpu mpuMeHeHHH po3yBacTaTHHA BO BCEX 033X, U B OCOOCHHOCTH B JI03aX, MPEBBIINAIOIINX
20 mr, coo0mmanock o creayruux pQGeKTax B OTHOIECHUN CKEIETHONH MYCKYJIaTyphl: MUAITHS,
MUOTATHS (BKJIFOYAsi MHO3HT), B PEIKHX cliydasix — padmomuonms ¢ OITH umm Ge3 Hee.

VY mnanMeHToB, NPUHUMABIINX pPO3YBAaCTATWH, HAOIIOMAJIOCh J0303aBHUCHMOE ITOBBIIICHHE
aktuBHOcTH K®K B 1utasme kpoBu. B GonbIIMHCTBE cioydaeB OHO OBUIO HE3HAYMTEILHBIM,
O0ecCHMNTOMHBIM W BpeMeHHbIM. B ciydae moBbimenus aktuBHocTH K®OK B mmasme kpoBu
Oonee yeM B 5 pa3 no cpaBHeHuto ¢ BI'H tepamnus gomkHa ObITh Ipekpaiiena (cM. pazaen 4.4.).
Hapywenus co cmoponul nevenu

Kak n nmpu npumenennn apyrux uHruomtopoB I'MI-KoA-peaykTasel, y HEOONBIIOTO 4YMCIa
MAIMEHTOB, MOJIyYaBIINX PO3yBAaCTaTHH, HAOIIOAIOCH J0303aBHCHMOE TIOBBIIICHNE aKTUBHOCTH
TpaHCcaMHMHa3 B IUIa3Me€ KpoBU. B OOJBIIMHCTBE cioydyae OHO OBUIO HE3HAYUTEIbHO,
0ecCHMITOMHO U KPaTKOBPEMEHHO.

[Tpn npumeneHnn HeKOTOpHIX MHrHOUTOpoB I'MI-KOA-penykrassl (cTaTHHOB) COOOIIAIOCH O
ciaeayonmx no0ovHbIX ddekTax: cekcyaibHass TUCHYHKIUS; COO0IAI0Cch 00 UCKITIOYUTEIIHEHO
PEIKHX CITy4asX WHTEPCTUIHAIBLHON O0JIE3HU JIETKHX, 0OCOOCHHO MPH JJIUTEIHLHOM NMPUMEHEHUN
npemnapara (cM. pazzaen 4.4.).

YacToTa cooOImIeHnid 0 ciaydasx paObJOMHOJIM3a, CEPbE3HBIX HAPYLUICHUH CO CTOPOHBI MOYEK M
CephEe3HBIX HAPYIIEHHH CO CTOPOHBI MEYEHH (IMPEHMYIIECTBEHHO CBSI3aHHBIX C IOBBIIICHUEM
aKTHMBHOCTU «II€YEHOYHBIX)» TpPaHCAMHHA3 B IUIa3Me KpOBH) ObUTa BbIIe Ha (OHE mpHeMa
posyBacTaTuHa B 103€ 40 Mmr.

COO6HI€HI/I€ 0 MOA03PCBACMBIX HCXKCIATCIbHBIX PCAKIINAX

BaxHo coo0mare o0 M0J03peBaeMbIX HEXKENATENbHBIX PEAKIHSIX I0CIe PErHCTPaliy
JIEKapCTBEHHOTO Tperapara C Leibio 00ecrnedeHus: HempepbIBHOIO MOHUTOPUHIA COOTHOIICHUS
«TI0JIb3a — PHUCK» JIEKApCTBEHHOIO TNpenapara. MeIumuMHCKUM paOOTHHKAM pPEKOMEHAYeTCs
coo01aTh O JOOBIX MOJ03PEBAEMBIX HEXKEJIATENIBHBIX PEaKUUsIX JIEKApCTBEHHOI'O IMpernapaTa
yepe3 HAllMOHAIbHbBIE CUCTEMbl COOOLICHHS O HEXKEJIATENIbHBIX PEeaKLUUsAX rocylapcTB — YJICHOB

EBpa3HﬁCKOFO 9KOHOMHYCCKOI'O COr03a.
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Poccuiickas @edepayus

109012, r. Mocksa, CnaBstHckas 1., 1. 4, ctp. 1

®enepanpHast ciryx6a o HaI30py B chepe 3ApaBOOXpaHEHUS

Ten.: +7 (800) 550 99 03

Anpec a11. mouthl: pharm@roszdravnadzor.gov.ru

Be0-caiiT: https://roszdravnadzor.gov.ru

Pecnybnuxa Berapyco

220037, r. Munck, ToBapuinieckuit niep., 1. 2a

PecnyOnukanckoe yHutapHoe mpeamnpustue «lleHTp OKcnmepTH3 M HMCOBITAaHUH B
3PaBOOXPAHEHHI

Tenedon otnena hapmakonanzopa: + 375 (17) 242 00 29

dakc: +375 (17) 242-00-29

Anpec a11. moutsl: repl@reeth.by, reeth@rceth.by

Be0-caiiT: www.rceth.by

Pecnybruxa Kaszaxcman

010000, r. Acrana, paiion baiikonslp, yi. A. Umanosa, a. 13, b1l «Hypcayner 2»

PT'TI na IIXB «HamuoHanbHBIN HEHTP IKCHEPTU3BI JEKAPCTBEHHBIX CPEJICTB U MEAUIIUHCKUX
m3genuii» Komurera MeAMIIMHCKOTO U (apMaleBTHYECKOro KOHTpois MUHHCTEpCTBa
3apaBooxpanenus Pecnyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec a1 moutsl: farm@dari.kz

Beb6-caiit: www.ndda.kz

Pecnybnuxa Apmenus

0051, r. EpeBan, np. Komuraca, 1. 49/5

«Hay4HbIif LEHTp SKCHEPTH3bI JIEKAPCTB W MEAUIMHCKUX TEXHOJOTMHA HMMEHH aKaJeMHKa
9. l'abpuensiHa»

Ten.: + 374 60 83 00 73

Anpec 311. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be6-caiit: http://www.pharm.am

Kuvipevisckaa Pecnybnuka

720044, Yyiickas obnacts, T. bumkek, yin. 3-s Jluausg, 1. 25

JlemapTaMeHT JIEKapCTBEHHBIX CPEJCTB U MEAULIMHCKUX U3JIEIUN

Ten.: +996 (312) 21 92 86

Anpec a11. outsl: dlsmi@pharm.kg

Be6-caiiT: www.pharm.kg

39



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 03.11.2023 N2 22474
(MOCNEOCBATENEHOCTE 0013)

4.9. Ilepeno3npoBka

CuUMIITOMBI

JlaHHbIE 0 IEpe03UPOBKE OIPaHUUECHBI.

Wmeronecs gaHHbIE MO3BOJSAIOT  MPEANOJIOKHTh, UYTO 3HAUMUTENbHAs IEepeao3UpOBKa
aMJIOIMTIMHA MOJKET MPHBECTH K YPE3MEPHON TepuepryecKoil Ba3oqMIaTalli M Pa3BUTHIO
pedrexTopHOi TaxuKapAuu (PUCK Ppa3BUTHA BBIPAKCHHOM M CTOHKOW apTepHaIbHOM
TUIOTEH3UH, B TOM YHCIIE C PA3BUTUEM IIOKA U JIETAIBHOTO UCXO0/A).

[Tpu nepenoszupoBke UHrHOUTOPOB AIID MOKET 0TMEUaThCs BhIpaXKeHHOE CHIDKeHHE AJl, MoK,
HapylIeHUEe BOJHO-3JIEKTPOJIUTHOTO OajaHca, moyeuHas HEeIOCTaTOYHOCTh, TMIIEPBEHTUIISLIMS,
TaXUKapAus, OUIYIIEHWE cepALeOueHus, OpaauKapaus, TOJOBOKPY)KEHHE, OEeCIOoKOICTBO,
Kallelb.

Knunnueckass kapTuHa NEpeO3MPOBKM pO3yBacTaTWHA He omucaHa. [lpu enxmHOBpeMEeHHOM
IpUEME HECKOJIBKMX CYTOYHBIX J03 Ipernapara (papMaKOKMHETHYECKUE IapaMeTphl
pO3yBacTaTHHA HE U3MEHSIFOTCSL.

Jleyenue

CrienmanbHOro JieueHus HeT. B ciydae nepeno3upoBKy NAUEHTY T0KA3aHO CUMIITOMATHYECKOE
JieYeHUEe W 3aMECTHTEJbHAs Tepamusi TP HEOOXOTUMOCTH. Mepbl HEOTIOKHOW TOMOIIN
HaIpaBJICHbl Ha yaajieHue Ipenapara u3 xenyaouHo-kumieuyHoro tpakta (JKKT): mpombiBanue
JKENTyJlKa W/WIU TpPHUEeM aKTHBHPOBAHHOTO YIJIS C MOCIEAYIOUIMM BOCCTAaHOBJICHHEM BOIHO-
aneKTpoauTHOro Oananca. [Ipu BblpaxkeHHOM cHKeHMM AJl cleayeT YIoXXKHUTh MalUeHTa C
BO3BBIIIEHHBIM MOJIOKEHNEM HUKHHUX KOHEYHOCTEH, MPU HEOOXOIMMOCTHU MPOBECTH KOPPEKLIUIO
runoBosieMuu (Hampumep, B/B uHPy3us 0,9 % pactBopa Harpus xiopuna). Heobxomum
KOHTPOJIb (DYHKITUU TIEYCHU U CHIBOPOTOUYHOM akTuBHOCTH KDK.

[lepunponpuiiat, akTUBHBIN METAOOIUT NEPUHAOIPUIIA, YIAISETCS C TOMOLIBIO T€MOINAIIN3A.

Iemomanu3 11st aMiIoIMIIMHA M po3yBacTaTuHa Hea(pekTuBeH.

5. ®APMAKOJIOTHYECKHUE CBOMCTBA
5.1. ®apmakoauHaMuYeCKHe CBOIiCTBA
®apmakoTepaneBTUyecKas rpynna: THUIOJUIUAEMUYECKUE CpPEJCTBA; TUIOJUIUACMUYECKUE
CpeacTBa B KOMOHMHALMSX; THIOJHUIUACMUYECKHE CPEACTBAa B KOMOWHAIMM C JAPYTUMH
CpencTBaMu
Kox ATX: C10BX14
IIpenapar Pokcaren3-amio — koMOMHUPOBAHHEIHN Mpemnapart, coaepxkamuii ammoaunua — BMKK,
nepunonpui — uHruoutop AIl®, u po3yBacTaTuH — CENEKTHUBHBIH, KOHKYPEHTHBIN HHTHOUTOD

I'MI'-KoA-penykra3pl (cratuH). DapMakoJIOTHYECKHE CBOMCTBa mpemnapata OOYCIOBJICHBI
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(I)apMaKOJ'IOI‘I/I‘-IeCKI/IMI/I CBOMCTBaMU KaxXgoro wus HeﬁCTByIOIHHX BCIICCTB, BXOJAIIMUX B €TI0
COCTaB.

MexaHn3M AeiCTBUS

Amnoounun
AMJIOOUNAH — TIPOWU3BOJHOE IUTHAPONHPHUANHA, OJIOKUPYET «MEJICHHBIE» KaJIbIINEBhIC
KaHaJbl, CHW)KA€T TPAHCMEMOPAHHBII TOK HWOHOB KaJbLMsi B KapJUOMHUOIMUTHI M B
TJ1aIKOMBIIIEYHbIE KJIIETKH COCYIOB.
MexaHu3M  aHTUTUOEPTEH3UBHOTO  JEHCTBMA ~ aMJIOJUNMHA  OOYCJIOBIEH  MPSMBIM
paccnabisonM JeiCTBUEM Ha I1aJKOMBIIIEYHbIE KJIETKH COCY/I0B.
Iepunoonpun
[lepunnonpun — uHrHOMTOp (epMeHTa, MpeBpalaomero aHruoTeH3uH I B anruorensuH I,
COCyAOCYXHBarolllee BenecTso, kpome 3toro Al ctumynupyer cekpenuro albJoCTEpOHa U
paspyuieHne OpaguKHHUHA, 00IaJaloNMIero CoCyI0PaCIINPSIOINM JIeHiCTBUEM, 10 HEAKTUBHOTO
renTanenTua.
B pesynbrare nepuHaonpui:
® CHWXAET CEKPELHIO aJIbJOCTEPOHA;
® [I0 NPHUHIWIY OTPHIIATEIHHONH OOpaTHON CBS3M yBEIMYMBAET AKTHBHOCTh PCHHHA B
rja3Me KpoBU;
® IpU JUIUTEJIHHOM MPHMEHEHUH YyMEHBbIIAaeT ofIee mnepudepudeckoe COCyIaHCToe
conpotusienue (OIICC), uro oOyclioBIE€HO, B OCHOBHOM, JIEHCTBHEM Ha COCYIbl B
MBIIIIAX ¥ MOYKaX. DT 3PPEKThl HE COMPOBOXKIAIOTCS 3aJAEPKKOM MOHOB HATPUS WU
JKUJIKOCTU WU pa3BUTHEM pe(IeKTOPHON TaxUKapIuH.
Ilepunponpui Oka3plBacT aHTUTHUIIEPTEH3UBHOE JEUCTBHUE Y MAallMEHTOB KAaK ¢ HU3KOW, TaKk M C
HOPMaJIbHOM aKTUBHOCTHIO PEHUHA B IJIa3Me KPOBH.
[lepunrponpun  EHCTBYET TOCPEACTBOM CBOETO OCHOBHOTO AaKTUBHOTO MeETa0omuTa —
nepunonpuiaata. JIpyrue ero MetaboInThl HEAKTUBHBI.
JelicTBre nepuHIONpUIIa IPUBOIUT K:
® paCIIMPEHHIO BEH (CHMKEHHE MpeIHarpy3Ku Ha cepiue), 00ycIOBIEHHOIO U3MEHEHUEM
MeTa00JI3Ma IPOCTArIaHIMHOB;
e ymenbineHu0 OIICC (cHuxeHne MOCTHATPY3KU Ha Cep/Ile).
[Tpu n3ydenun nokasareneit reMoJMHaMUKH y nanueHToB ¢ XCH Ob110 BBIABICHO:
® CHW)XCHME JJABJICHUS HAIIOJHEHUS B JIEBOM U IIPABOM JKEIYNOUYKAX CEPILa;
e cumxenue OIICC;
® yBEJIMUYCHHE CEPICYHOTO BHIOpPOCA M YBEITMUEHUE CEPICUHOTO MHIEKCA;

® YCWJIECHHE MBIIICYHOTO NepruepruuecKoro KpoOBOTOKA.
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B pe3ynbTare 3HaUMTENBHO YIYUIIAOTCs PE3YJIbTaThl IPOObI ¢ (pU3HUECKOil Harpy3Koi.
Pozysacmamun

PosyBactaTtun siBnsieTcsi CENEKTHUBHBIM, KOHKYpeHTHbIM uHruoutopoM ['MI-KoA-pemykrassl,
(depMeHTa, NpeBpaIalomero 3-THAPOKCH-3-METHITIYTapuil KopepMeHT A B MEBAIOHOBYIO
kucinoty, npenmectBeHHUK XC. OCHOBHOM MHIIEHBIO ACHCTBUS PO3yBacTaTHHA SIBISIETCS
MEYEHb, YTO CITOCOOCTBYET CHIDKEHHUIO KOHIeHTpammu XC.

Po3yBactaTuH yBenumuuBaeT 4MCIO «meuyeHOouHbIX» peuentopoB k JIIIHII Ha mnoBepxHocTH
KJIETOK, MOBbImas 3axBaT W karabomusm JIIIHII, 4ro, B cBoro ouepenb, NPUBOIUT K
MHTUOMPOBAHUIO CUHTE3a JIMIIONPOTENHOB 04eHb HU3Koi moTHocTH (JITIOHII), ymensinas tem
caMbIM o011tee koanuectso JITTHIT u JITTOHIT.

Dapmakonumaammueckue YQpHEKTEI

Amnoounun

MexaHu3M  aHTHUTUNIEPTEH3UBHOTO  NIEHCTBHA ~ aMJIOJUNHMHA  OOYCJIOBIIEH  MPSMBIM
paccnabisIonM JeCTBUEM Ha IIIaJJKOMBIIICYHBIE KIETKH COCY/IOB.

MexaHu3M aHTHAHTUHAIBHOTO JEHCTBHS O KOHIIA HE U3Yy4YeH, MPEANOJI0KHUTEIHHO
yMEHbILIEHHE UIIEMHHU MUOKap/ia CBSI3aHO C IByMs ¢ deKkTamu:

1. amjoaunuH paciupsier nepudepuueckue apTepuoibl U, TakuMm obpaszom, cHmxaer OIICC
(moctHarpysky). IlockosbKy 4acToTa cepAeUHbIX COKpAIEHUI MIPU 3TOM OCTAE€TCS HEU3MEHHOM,
NPOMCXOJUT YMEHBIICHNE HArPy3KH Ha CepJIIle, CHIKAETCS IIOTPEOHOCTh MUOKap/a B YHEPTUH U
KHCIIOPO/IE;

2. MEXaHW3M JEHCTBHSA aMIJIOJMIIMHA TaKKe, BEPOSITHO, BKIIIOYACT PACIIUPEHHUE OCHOBHBIX
KOPOHApHBIX apTepHUii M KOPOHAPHBIX apTepHod Kak B HEM3MEHEHHBIX, TaKk U B
WIIEMU3UPOBAHHBIX YYaCTKaX MHUOKap/a, YTO yBEIUYHUBAET MOCTYILICHHE KUCIOPOIa B MHOKAP/I
y MalKeHTOB CO CHa3MOM KOPOHapHBIX apTepuil (creHokapnaus [Ipunimerana winm BapuaHTHas
CTEHOKapIU).

VY mnmauueHTOB C apTepUalbHOW TUIEpTEeH3Ued MpHeM amiIoOJUMIUHA OJUH pa3 B CYTKH
o0OecnieuynBaeT KIMHUYECKM 3HAYMMOE CHIKEHHE AJ] B TMONOXKEHHU <«JIEKa» U «CTOA» Ha
npoTshDKeHnn 24 gacoB. B CBsi3W ¢ MeJIEHHBIM pa3BUTHEM aHTHTHUIIEPTEH3UBHOTO 3(dexTa
aMJIOJIMIIMH HE BBI3BIBACT OCTPYIO apTEePHATIHHYIO THIIOTCH3HIO.

VY manmMeHToB CO CTEHOKApJHed MpUeM aMIIOJWIUHA OJUH pa3 B CYTKH YBEIMYHBACT BpPEMs
BBIMIOJTHEHUST (DU3MUYECKON Harpy3ku, BpeMsl /0 pPa3BUTHUSA TMPHUCTyNa CTEHOKAPAMU U IO
nenpeccun cermeHta ST Ha 1 MM, a Takke CHMXKA€T YacTOTy HPUCTYNOB CTEHOKAPAUHU U

HOTpe6HOCTL B IIpUEMe TaOJIETOK HUTPOIJIMICPUHA.
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AMJIOIUIHH HE OKa3blBaeT HEOJIAronpUsATHOIO BIMSHUS Ha OOMEH BEIIECTB, HA KOHIEHTPAILIHUIO
JUMHUJIOB B IUIa3ME€ KPOBU U MOXKET NPUMEHATHCS y MALUMEHTOB ¢ OpOHXMAlIbHOM acTMOM,
caxapHbIM 11abeTOM M MoJarpoii.

Ilepunoonpun

[Mepungonpuin >pPeKTHBEH MPH TEPANUN apTEPHUATHHON THIIEPTEH3UH JIF000M CTETICHH TSKECTH:
MSTKOW, YMEPEHHOH M TshKenoi. MakCUMalbHBIH aHTHUTUIEPTEH3UBHBINA A(PHEKT pa3BUBACTCS
yepe3 4—6 yacoB mocjie OJHOKPAaTHOrO IMpHeMa BHYTPb U COXpaHseTcs B TeueHue 24 4acos.
Yepes 24 yaca mocine mnpuema npenapata Habmomaercss BbipakeHHoe (mopsaka 80 %)
ocTtaroyHoe nHruoupoanue AllD.

CrabunpHoe cHmkenue AJl nocturaercs B TeueHue 1 mecsua Ha oHe mpUMEHEHHs Mpenapara
U He compoBokiaercs: Taxuduiakcueil. [Ipekpamienue nedeHus He NPHUBOAUT K Pa3BUTHIO
CHUHJPOMa «OTMEHBD.

Ob6namaer coCcyIOpacHIMPSIONIAMI CBOWCTBAMH M BOCCTAaHABIIMBAET AIIACTHYHOCTH KPYITHBIX
apTepuii, KOPPEKTHUPYeT THUCTOMOp(OMETpUYECKHEe HW3MEHEHHsI COTPOTHUBICHHS apTepuil u
MPUBOANT K CHIKEHUIO TUIIEPTPO(UH JIEBOTO JKEITyA0UKa.

KombOunanuss unruburopa AII® u THa3sUAHOrO IUYpEeTHUKAa MPUBOAUT K CHIKCHHIO PHCKA
TUMOKAJIMEMHUH Ha (OHE MpuemMa TuypeTHKOB.

Pozysacmamun

Po3zyBacTaTuH  CHMJKAeT MOBBIIIEHHBIE  CBIBOPOTOYHBIE  KOHLIEHTPALMU  XOJIECTEpUHA-
aunonpoTenHoB HU3koM miotHoctH (XC-JIITHIT), o6mero XC, tpurmunepumos (TT),
MOBBIIIAET CHIBOPOTOUYHYIO KOHIICHTPAIMIO XOJECTEPHUHA-IUIIONPOTEUHOB BBICOKON IIOTHOCTH
(XC-JITIBII), a Takke CHM)XKAaeT CHIBOPOTOYHBIE KOHIEHTpAIMK anojumnonporenHa B (Amo B),
XC-neJIIIBII, xonectepuHa-IMNIONPOTENHOB O4YeHb HU3KOM mmiotHoctH (XC-JIITOHII), TT-
JIIOHII u yBenuuuBaeT KoHUeHTpauuio anonunonporenHa A-1 (Amo A-I) (cm. TabGauimy 2),
camxkaer cootHomenue XC-JITTHIT/XC-JIIBII, obommii XC/XC-JITIBIT u XC-neJIIIBIT/XC-
JIIIBIT u cootHomenue Ano B/Ano A-I.

Tabnuya 2. /loz03aeucumvlii 3¢pghekm y nayuenmos ¢ nepeudHol cunepxoiecmepunemuert (mun
Illa u IIb no ®@pedpuxcony) (cpednee CKOPPEeKMUPOBAHHOE NPOYEHMHOE USMEHEeHUe NO

CPABHEHUIO C UCXOOHBIM 3HaquueM)

Jo3a KoauuectBo | XC- O61mmii XC- T XC- Ano B | Ao A-
nanpuentos | JIITHII XC JHIBII HeJIIIBII I
[Tmanebo 13 -7 -5 3 -3 -7 -3 0
5 Mmr 17 -45 -33 13 -35 -44 -38 4
10 mr 17 -52 -36 14 -10 -48 -42 4
20 mr 17 -55 -40 8 -23 -51 -46 5
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40 mr 18 -63 -46 10 -28 -60 -54 0

TepaneBtuueckuil >PQPeKkT pa3BUBaeTCS B TEUYEHHWE OJHOW HENENN IMOCJIe Hayajga Tepanuu
poO3yBacTaTMHOM, dYepe3 2 Helenu JiedeHus npocturaer 90 % oT MaKCHMMajabHO BO3MOXKHOTO
spdexra. MakcuManbHbI TepaneBTH4YeCKUil 3PdekT o0bluHO nocturaercs k 4-ii Hemene
TEpanuu U MOAJEPKUBACTCS MIPHU PEryJAPHOM MpUEME NpenapaTta.

PosyBactatu > QeKTHBEH y B3pOCIBIX IAMEHTOB C THUIEPXOJECTepUHEMHEH ¢ Win 0e3
TUNEPTPUTIIMILIEPUIIEMUN BHE 3aBUCUMOCTH OT PACOBOM MPUHAIIEKHOCTH, 110J1a UIIM BO3pPacTa, B
TOM YHUCJIC y TIAIIMEHTOB C CaXapHBIM IUAa0ETOM M CEMEHHON TUTIEPXOJIECTEPUHEMHEH.

ITo pe3ynpraram 0OBbEIMHEHHOTO aHANM3a MaHHBIX McchemoBanuii 11 ¢a3er 6pIIO ycTaHOBIIECHO,
yT0  posyBactaTHH  d3(Q@QEeKTUBEH Ui JIeYeHHWs  OOJBIIMHCTBA  TAIUEHTOB  C
runepxonectepunemueit Ila u IIb Tunos (cpemumii wucxomusii ypoenb XC-JIITHIT —
4,8 MMOJIB/JT) COTJACHO C LEJNEBBIMH TMOKa3aTeNsiMH, pPEKOMEHJ0BaHHBIMU EBponeiickum
obmectBom arepockiepo3a (EAS; 1998), mpu stom okono 80 % manueHToB Ha (hoHE Mpuema
npenapata B jo3e 10 mr qocturanu neneBoro ypoBHs xonectepuHa XC-JIITHIT (< 3 MMonb/i), B
COOTBETCTBUU C pekomeHnanusmu EAS.

B mmpokomacmTabHOM HCCIEIOBaHUM C OBICTPBIM THUTPOBAaHHEM JI03bI 435 MAallUEHTOB C
reTepO3UroTHON CeMENHON IMIepXoJIeCTEpUHEMHEN MOJTydalu po3yBacTaTuH B 1o03e 20—80 mr.
[Ipemapar Bo Bcex M03axX OKasbIBal OJarompusATHOE BO3ACHUCTBHE Ha IMOKA3aTENH JIUIHIHOTO
oOMeHa | JIeYeHHe JI0 JOCTIDKCHHUs IeNeBbIX mokasareneil. Ilocie mogbopa 10361 10 CyTOYHOM
no3sl 40 mr (12 Henmenb Tepanuu), oTMedanoch cHmkenne ypoBus XC-JIITHIT na 53 %. Y 33 %
nanueHToB pocturaics ypoeHb XC-JIITHIT menee 3 Mmors/i.

Ilo maHHBIM OTKPBITOTO KIMHUYECKOTO HCCIENIOBaHHUS C OBICTPHIM THUTPOBAHUEM O3Bl Yy
42 mau¥eHTOB € TOMO3UIOTHOM  CceMEHHOW  runepxoyiecTepuHEMHUEH, MPUHUMAaBIIMX
po3yBactaTuH B 103¢ 20—40 mr, cpeanee cHmkenue ypoHs X C-JIITHII cocrasisiio 22 %.
Uccnenosanue JUPITER  («O6ocHOBaHWE TpPUMEHEHHMsS CTaTUHOB JUIsl  MEPBUYHOM
NpopUIAKTUKH:  WHTEPBEHIMOHHOE  HCCIEJAOBAaHHME IO  OLEHKE pO3yBacTaTHHa») y
17802 maruenToB Myxckoro mona (= 50 ser) u skenckoro moma (= 60 jer) (8901 B rpynme
mrane6o 1 8901 B rpymme po3yBactaTuHa (20 Mr OIWH pa3 B CYyTKH)) CO CPETHUM IEPHUOTIOM
HaOmonieHns 2 roja mokasano cHikeHue kouneHtparuu XC-JIITHIT wa 45 % (p <0,001) B
TpyIIe po3yBacTaTHHA 10 CPAaBHEHUIO C TPYMIION Tu1areoo.

PerpocniekTHBHBI aHaIW3 [aHHBIX B MOATPYNIE TAIMEHTOB C BBICOKHM pPHCKOM IIO
OpamurareMckon mkane > 20 % (1558 manueHToB) TOKa3ajd 3HAYMMOE CHIDKEHUE YacTOTHI
KOMOMHHUPOBAHHOW KOHEYHOM TOYKU JIETAIIBHBIX CIy4YaeB BCIEACTBHUE CEPACYHO-COCYAMUCTBIX
3aboneBanuit (CC3), wuHcynpbra u wuHbpapkra wmuokapra (p=0,028) npu nedenun

pO3yBaCTaTUHOM IO CpaBHCHHIO C l'IJ'IaI_Ie60. CHmkeHne abCOIIOTHOTO pucCKa A 4aCTOThI
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BcTpeuaemoctu siBneHuit Ha 1000 mammenTto-ner coctaBmio 8,8. [lokazaTenu ob1elt CMEpTHOCTH
B TPYIIIIE BBICOKOTO puicka He u3MeHsunch (p = 0,193). PerpocnieKTUBHBIN aHaIW3 JAAHHBIX B
MOJITPYIINIE TIAIMCHTOB C BBICOKUM pPHCKOM (00miee komudectBO 9302 manueHTOB) MO IIKaie
SCORE > 5 % (1aHHBIE 3KCTPANOJUPOBAHBI JIJIS TTAIMEHTORB cTapiie 65 JeT) Mmoka3al 3HaYMMOe
CHIDKEHHE YacTOThl KOMOMHUPOBAHHOM KOHEYHOM TOUYKHM JIeTANbHBIX ciydaeB Beaenctue CC3,
uHCYybTa U uHpapkra Muokapaa (p = 0,0003) mpu gedyeHun po3yBacTaTUHOM IO CPaBHEHHIO C
miarne6o. CHukeHre a0CONOTHOTO PHCKAa ISl 4acTOTHl BCTpeuaeMocTH sBieHuid Ha 1000
nanueHTo-jaer cocrabuio 5,1. Ilokasarenn oOmieil cMEpPTHOCTH B IpyIIie BBICOKOTO pUCKA HE
m3mensuuch (p = 0,076).

B xone uccnenoBanusi JUPITER y 6,6 % mannentoB u3 rpynmbl po3yBacTaTuHa U y 6,2 % u3
rpymnmsl mwianedo ObUTO MPEKpameHo MPUMEHEHHE HCCIIeTyeMOro JIEKapCTBEHHOTO TpernapaTa
BCJIC/ICTBUE pAa3BUTHSI HEXeNnaTenbHBIX sBieHuil. K wHamboinee dwacto HaOmonaBIIMMCS
HE)KETaTeNbHbIM SIBJICHUSM, KOTOpBIE MPUBOAWIM K MPEKPAIICHUIO JIEYCHUS, OTHOCHIIHCH
muanrus (0,3 % B rpynne posyBactarusa, 0,2 % B rpynmne miane6o), 6o1b B xusote (0,03 % B
rpymnmne posyBactatuna, 0,02 % B rpynne ruiane6o) u ceinb (0,02 % B rpynmne po3yBacTaTuHa,
0,03 % B rpynme miane6o). Hanbonee pacnpocTpaneHHBIME OBIIH CIIETYIOIINE HEXETaTeIbHbIC
SIBJICHHS, KOTOpbIe HAOIIONAUCh C YaCTOTOH, MPEBBIIIABIICH WM paBHOH TAaKOBOH B Ipymie
Tane0o: WHPEKIUN MOYeBBIBOAAIINX TyTer (8,7 % B Tpynme po3yBactatuHa, 8,6 % B rpyriie
rane6o), punodpapuarut (7,6 % B Tpymme po3yBactatuHa, 7,2 % B rpymme miamnebo), 6071 B
crimue (7,6 % B Tpymme po3yBactaruHa, 6,9 % B rpynmne muiane6o) u muanrus (7,6 % B rpynmne
po3yBacTtaTuHa, 6,6 % B rpymre miane6o).

5.2. ®apmakoknHeTHYECKHE CBOIICTBA

Amnonunux

Abcopbyus

ITocne nmpuema BHYTpb aMJIOJUIMH XOpOLIO BCachlBAETCH, Cmax B IUIA3ME KPOBHM OTMEYaeTCs
gepe3 6-12 gacoB. AOGCoMOTHasE OMOJ0CTYTHOCTE cocTaBisier ot 64 10 80 %. OaHOBpEeMEHHBIH
MpHUEM TUIIY He OKa3bIBaeT BIUSHUS Ha OMOJIOCTYITHOCTh aMJIOIUTTHA.

Pacnpeoenenue

O6wem pacnpenenenus (Vd) cocraBnsier okono 21 m/kr. B uccrnemoBanusix in vitro ObLIO
MOKa3aHo, 4To 0K0JIO 97,5 % IUPKYIHPYIOMIETO aMJIOIUITNHA CBI3BIBACTCS C OETKaMU IIa3Mbl
KpPOBH.

buompancgopmayus

AMIIOTUTIIMH aKTUBHO META0OIM3UPYETCS B NIEYEHU C 00pa30BaHNEM HEAKTUBHBIX METaOOJIHMTOB,
BBIBOUTCS TToukaMu 10 % mpuHATON 0361 B HEM3MEHEHHOM BHJE, 60 % — B BHJC HEAKTHBHBIX

MeTa0O0JIUTOB.
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Inumunayus

Koneunsiit T'2 amyonunuHa U3 IUIa3Mbl KPOBHM cOCTaBisgeT npumepHo 35-50 yacoB, 4TO
M03BOJISIET IPUHUMATH IIPENapar OJUH pa3 B CYTKU.

Dapmakokunemuka y pasiuyHelX 2pynn NayueHmos

Ileuenounas nedocmamounocmo

JlanHblE TIO TPHMEHEHWIO aMIIOJIMIIMHA Yy TAIMEeHTOB C HapylmieHHeM (YHKIUH TeYeHH
OrpaHUYeHBbl. Y MAlMEHTOB C HapylIeHHeM (DYHKIMH MEYSHH OTMEYaeTCs CHUKEHHE KIMpeHca
aMJIOJUIIMHA, YTO MPUBOAMT K yuIMHEHHIO T2 1 noBeiennto AUC npumepHo Ha 40-60 %.

HCIUMEHWIbl noaHcuUioco so3pacma

Bpems or mpuema mpenapara 10 JOCTHKEHUS Cmax aMJIOJUMIMHA B IUIa3ME€ KpPOBH HE
pasnuyaeTcs y MalUeHTOB IOXWIOT0 M 0ojiee MOJOAOTO BoO3pacTa. Y MAIMEHTOB IOXKUIOTO
BO3pacTa OTMEYAeTCsl TEHACHIMS K CHIDKCHHIO KIMpPEHCAa aMIIOJMIHMHA, 4YTO TPHBOAUT K
yBennuenntio AUC u T'%. Yeemmuenune AUC u T y maumentoB ¢ XCH coorBeTcTBYyeT
MpeAnojaraeMon BeIUurnHe 1)1 JAHHOW BO3PACTHOM IPYIIIIBL.

[epunaonpun

Abcopbyus

[Tpu mpueme BHYTPH MEPUHAONPUI OBICTPO BcAachiBACTCS. Cmax B IUIA3ME KPOBH JOCTUTACTCS
yepe3 | yac nocne npuema BHyTpb. T2 nepuHaonpuiia U3 mia3Mbl KPOBU cocTaBiseT 1 vac.
Pacnpeoenenue

Vd cBoboxHoro mnepunponpwiata coctasisier npumepHo 0,2 si/kr. CTeneHb CBS3BIBAHHA
nepuHoNpriIaTa ¢ OenkaMu mia3Mbel KpoBu (B ocHOBHOM ¢ AII®D) cocraBnser okono 20 % wu
HOCHT JI0303aBHCUMBII XapakTep.

Buompancgpopmayusa

[lepunpomnpun sIBISETCS MPOJEKAPCTBOM, T. €. HE 00J1a1aeT (papMaKoJIOrHuecKoil aKTUBHOCTBIO.
Oxono 27 % oT [03bl NMEPUHIONpPUIIA, MPHUHATOM BHYTPb, MOCTYNAaeT B KPOBOTOK B BHUJE
aKTUBHOro  Merabonurta — nepusHponpuinata. [lomuMo  akTuBHOro  MertabonuTta —
NEepUHIONIPHUIIATa, 00pa3yeTcs emie 5 MeTaboIUTOB, KOTOPBIE He 00J1a1aoT (hapMaKoJIOTHIECKON
aKTUBHOCTBIO. Cmax TEpPHHIONpPWIATA B IUIa3ME KPOBM JOCTHraercs depe3 3—4 yaca mocie
npreMa BHYTPb.

[Tpuem numu 3ameIseT NpeBpallleHHe NEpUHJIONpPUIa B MEPUHIONPHIAT, TaKHUM 00pa3zoM,
BIMSAS Ha OwomocTynHocTh. [losTomMy mepuHAONpUI ClieayeT NPUHUMATh OJIUH pa3 B CYTKH,
yTpOM, Nepesi IPUEMOM MUIIH.

CymecTByeT JMHEHHas 3aBUCHUMOCTb KOHLEHTpAlMM MEpUHIONpHUIa B IJla3Me€ KpPOBU OT
MPUHATON BHYTPb J03bI.

Inumunayus
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[lepunponpunat BbIBOAUTCS U3 opraHu3Mma noukamu. Koneunsiii T2 cBoOoaHo#t ¢paximu
COCTaBJISIET OKOJIO 17 4acoB, paBHOBECHOE COCTOSTHUE JOCTUTAETCS B TEUEHHE 4-X CYTOK.
DapmakokunemuKa y pasnuiHelx 2pynn nayueHmos

Houeunas nedocmamounocme

Koppekmust 70361 y ManleHToB ¢ MOYEYHONW HEAOCTATOYHOCTHIO MPOBOJUTCS C YYETOM CTENECHHU
HapymeHus: pyHkunu nodek (mokasarens KK).
Jmanu3Helil KIUpeHe nepuHaonpuiaTa coctaniser 70 Mi/MuH.

Tleuenounas nedocmamouyHocmp

dapMaKOKWHETHKA MEPUHAONPUIIA U3MEHSIETCS y TAMEHTOB C UPPO30M IEUYECHU: MEeUCHOYHBIH
KJIMpEeHC yMeHbliaercss B 2 pa3a. OIHAKO KOJMYECTBO OOpPa3yloIIerocsl MepuHAONpHiIaTa He
YMEHBIIIAETCSI, TOITOMY KOPPEKIIMU 036l He TpeOyercs (cM. paznensl 4.2. u 4.4.).

Tayuenmul noscunoco so3pacma

BriBeieHne mepuHAONpHUIATa 3aMEUICHO Y IMallMEHTOB IIOKHIIOTO BO3pacTa, a TaKke Yy
MAIMEHTOB C CEPJICYHON U MOYEYHOI HEJJOCTATOYHOCTHIO.

PosyBacratun

Abcopbyus

Cmax pO3yBacTaTMHa B IUIa3M€ KPOBU JIOCTUraeTcs NPUOJIM3UTENBHO Yepe3 S5 yacoB IOCIe
npuemMa BHYTpb. AOGCONIOTHAs OMOJOCTYITHOCTh cocTaBisieT npuMmepHo 20 %.

Pacnpeoenenue

MeTtabonu3upyeTcsi NMPEUMYIIECTBEHHO I€YCHBI0, KOTOpas SBISIETCS OCHOBHBIM OPTaHOM,
cuaresupyromuM XC n merabommsupyronmM XC-JIITHIL. Vd posyBactatmHa cocCTaBiser
npumepro 134 n. Tlpubmmsurensno 90 % po3yBacTaTHHA CBS3bIBACTCS € OCIKAMM ITJIa3Mbl
KPOBH, B OCHOBHOM C aJIbOYMHHOM.

Buompancgopmayus

[TonBepraercst orpaHnuyeHHoMy Mertabonusmy (okono 10 %). PosyBacratun sBisercs
HecrienupuueckuM cyOcTparoM cucteMbl nutoxpoma P450. OcHOBHBIM HM30(EPMEHTOM,
YYacTBYIOIIUM B MeTaboJiM3Me po3yBactaTuHa, siisiercs mzodpepmernt CYP2C9. MzodepmeHTh
CYP2C19, CYP3A4, CYP2D6 BoBieueHsl B META0OIM3M B MeHbIIEH cTerreHH. OCHOBHBIMH
BBISIBJICHHBIMH ~ METa0ONIMTaMU  SBISIFOTCS  N-JIECMETWIPO3YyBaCTaTHH W JIAKTOHOBBIC
METa0OJIUTHI.

N-necmerunpo3yBactaTuH mpumepHo Ha 50 % MeHee aKTHBEH, YeM PO3yBacTaTHH; JJAKTOHOBBIE
MeTabouThl (hapMakosorndecku HeakTHBHBI. bonee 90 % ¢apmakonornyeckoil akTHBHOCTH IO
uHrubupoBanuio miasmMeHHoil ['MI'-KoA-peaykrazpl  oOecneunBaeTcsi po3yBacTaTHHOM,
OCTaJbHOE — €ro METa0O0IUTaMHU.

Inumunayus
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Okono 90 % 1036l po3yBacTaTMHA BBIBOAUTCS B HEU3MEHEHHOM BHJE Ye€pe3 KHILICYHUK
(Bxirouass abcopOMpOBaHHBII W HeaOCOPOMpOBaHHBIM po3yBactatuH). OcTaBmiascs 4YacThb
BeIBOAUTCS moukamu. [TpubmusutensHo 5 % BBIBOAWTCS MOYKaMHM B HEM3MEHEHHOM BHpe. 1Yz
TUTa3Mbl KPOBH COCTABIIIET TpHUMEpHO 19 dYacoB (He HW3MEHSETCS TPH YBEIHMYCHHH JIO3BI
npenapara). CpeTHUH TC€OMETPHYECKHI TUTa3MeHHBIA KimpeHc — 50 1 B 4yac (K03 huIueHT
Bapuammu — 21,7 %). Kak u B cnywae npyrux uaruouropoB ['MI'-KoA-penykrasbl, B mporecc
«TEYEHOYHOT0»  3axBaTa pO3yBacTaTWHA BOBJIEYEH MeMOpaHHbI mnepeHocuuk  XC,
BBIMOJTHSIOMUN BaXKHYIO POJIb B «II€YEHOYHOI» 3IMMUHAIIMY PO3yBacTaTHHA.

Jluneiinocmo (nenunelnocms)

CucremMHast ~ SKCIO3MIMS ~ pO3yBacTaTMHA  YBEJIMYMBACTCA  NPONOPLHOHANBHO  JIO3€.
DapMaKOKNUHETHUECKUE TApaMETPhl HE U3MEHSIOTCS IIPU €XKETHEBHOM IPUMEHEHHH.
Dapmakokunemuka y pasiuiHelx 2pynn nayuenmos

Toueunasn nedocmamounocme

VY nanueHToB ¢ MOYEYHON HEJOCTATOYHOCTBIO JIETKOW WIIM CPENHEN CTENEHH TSKECTH BEJIMYHHA
IJ1a3MEHHON KOHLEHTpalWu po3yBacTaTWHa WU N-JIeCMETUIPO3yBacTaTHHA CYLIECTBEHHO HE
MeHsSIeTCs. Y MaIMeHTOB C MOYEeYHON Hel0CTaTouHOCThIo Tsokenoi crenenu (KK < 30 mu/mumn)
KOHIIGHTpalMsl po3yBacTaTWHAa B IUIa3Me€ KpOBM B 3 pa3a Bbllle, a KOHLEHTpauus N-
JECMETWIPO3yBacTaTUHa — B 9 pa3 BbIlIE, YeM Yy 3J0pOBBIX A00poBoiblEeB. KoHueHTparms
po3yBacTaTHHAa B IUIa3M€ KPOBH Y MALIMEHTOB, HAXOAALIMXCS HA FeMOJUANIN3€, IPUMEPHO Ha
50 % BbIIIE, YEM y 3IOPOBBIX TOOPOBOJIBIIEB.

Ileuenounas nedocmamounocmo

VY manueHToB ¢ MEYCHOYHON HEIOCTATOYHOCTHIO 7 0ayioB W HIbke mo mkane Yaina-ITeio He
BBIABJICHO VYBEIMYEHUS CUCTEMHOW OKCIO3UIMKM pO3yBacTaTUHA. Y [IBYX MAIMEHTOB C
MEYEHOYHOM HEI0CTaTOYHOCThIO 8—9 OamnoB mno mkane Yaitna-Ileio oTMeueHO yBenudyeHue
CHUCTEMHOM D3KCTO3MWIMH, MO KpaitHedl Mepe, B 2 paza. OmbIT NpUMEHEHHUS pO3yBacTaTWHA Yy
MalMEHTOB C TEYEHOYHON HEeJ0CTaTOYHOCThI0 Bhimie 9 6ammoB mno mikane Yaiing-IIsio
OTCYTCTBYET.

Bospacm u non

[Tom m BO3pacT HE OKa3bIBAIOT KIWHUYECKH 3HAYMMOTO BIHMSHHUSA Ha (HapMaKOKHHETHKY
po3yBacTaThHa (CM. Topa3aeit «Jletm»).

Imuuueckue epynnol

DapMaKOKMHETHYECKUE HCCIEIOBAHMS IMOKAa3ald MPUOIM3UTENBHO JIBYKPATHOE YBEIWYCHHE
Meauanbl AUC U Cpax B IJIa3M€ KPOBU pO3YBacTaTHHA Y IMAllMEHTOB MOHIOJOWIHOM pachl
(AMoHIEeB, KUTaWlEeB, (QUIMNNMHLEB, BLETHAMLEB U KOpEHIIEB) O CPaBHEHUIO C MalUEHTaMU

€BpOINEOUTHON pachl, y MHAMNLEB nokazaHo yBeiauueHue menuanbl AUC u Cmax B 1,3 pasa.
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dapMaKOKMHETUYECKUII ~ aHanmM3 HE BBIABMI  KJIMHUYECKM 3HAYMMbIX  Pa3lIuuuii B
(bapMaKOKMHETHKE CpeI TAllMEHTOB €BPONEOUTHON M HETPOUIHOMN pac.

Lenemuueckuti I’lOJZuMODd)uS’M

Wurubutopsr I'MI-KoA-pemykrazel, B TOM dUHCIE pO3YyBACTaTHH, CBA3BIBAIOTCA C
tparcnioptaeiMu 6erkamMu OATP1B1 u BCRP. ¥V nocureneii rerorunos SLCO1B1 (OATP1B1)
¢.521CC m ABCG2 (BCRP) c.421AA ormedanoch yBenuuenue mokasarens AUC
posyBactatuHa B 1,6 u 2,4 pa3a COOTBETCTBEHHO, MO CPAaBHEHHUIO C HOCUTEISIMH TE€HOTHUIIOB
SLCOI1B1 ¢.521TT nu ABCG2 c.421CC.

eTH
dapMaKOKMHETUYECKHE MapaMeTpbl pO3yBacTaTWHA y JETell ¢ TreTepo3UroTHOM ceMeHHON
runepxosiectepuHemMueil B Bozpacre or 10 no 17 jer monHOCTBIO He onucaHbl. Pe3ynbraThl
HEOOIBIIOro (HPapMaKOKMHETHYECKOTO HCCIeIOBaHMs po3yBacTatnHa (¢ ydactueM 18 mereil)
MOKA3bIBAIOT, YTO OKCIIO3WIUS y JeTed Obljja COMOCTaBMMa C OJKCIO3HMIHUEH y B3POCIBIX
MAIMEHTOB; TAK)Ke HE 0KUAAETCS OOJIBIINX OTKIOHEHUH (papMaKOKHHETUYECKHUX MapamMeTpoB B
3aBUCUMOCTH OT J103bI.
5.3. laHHbIe TOKJIUHUYECKOI 0€30MACHOCTH
Amnonunux
Penpooykmuenas moxcuunocmo
HccnenoBanus penpoayKTHBHON TOKCHYHOCTH Ha KpbICaX W MbIIIaX IMOKa3alM YBEJIWYECHHE
MepuoJia BHIHAIIMBAHUS, YBEIMUYEHHUE MPOJOKUTENBHOCTH POJOPA3PEIICHUs] U CHIKEHUE
BBDKMBAEMOCTH TIOTOMCTBA TMIPM TNPUMEHEHUH aMJIOJUIIMHA B 033X, [PEBBIMIAIOMINX
MaKCHMAaJIbHbIE PEKOMEHOBAaHHBIC JJIs 4eloBeka mpuOnmsutrensHo B 50 pa3 (mpu pacyere
B MI/KT).
Hapywenue ¢hepmunvrocmu
IIpu npuMeHenun amsoaunuHa B fAo3ax 1o 10 mr/kr/aess (uto B 8 pa3* mpeBbllIaer
MaKCHMAJIbHYIO PEKOMEHI0BAHHYIO [Is YeloBeKa 103y 10 Mr npu pacuere B MI/M>), BIUSHHS HA
(bepTHIBHOCTH Y KPBIC, MOTyYaBIINX aMJIOJUIIHMH (CaMIbl B TeUeHHE 64 JTHEH U CaMKU B TEUCHUE
14 nHe#t nmo cmapuBaHwms), oOHapykeHO He Obuio. B apyrom wuccinemoBaHwM Ha KpbicaX, B
KOTOPOM CaMIIbI TTOJTy9alii aMmJIoqunuHa Oe3ninar B Teuenue 30 nHel B 103e, CpaBHUMOH C 10301
JUIS  denoBeka (MpW pacueTe B MI/KT), OBUIO OOHapyKEHO CHIDKCHHE KOHICHTpAIUU
(b OTHKYIOCTUMYITHPYIOIIET0 TOPMOHA M TECTOCTEPOHA B IJIa3ME KPOBH, a TAaKKE YMEHBIICHHE
IJIOTHOCTH CIIEPMbI M KOJIMYECTBA 3PEJIbIX CIEPMATH]L U KIeTOK CepTou.
Kanyepoeenes, mymacenes
VYV KpbIC U MBbIIIEH, NOTYYaBIIUX aMJIOJUIHMH C KOPMOM B Te€4YEHHE 2 JIET, B KOHICHTPALHUsX,

paccuuTaHHBIX Uil oOecnedeHus cyrouHod no3el 0,5, 1,25, m 2,5 mr/kr/cyr, Npu3HAKOB
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KaHLEPOreHHOCTH OOHapykeHo He Obuo. HauBbicmias no3a (g Mblliedl — aHaJIOTWYHAS
MaKCHMaJIbHOM PEKOMEHI0BAHHOM KITMHUYECKOMH 103e 10 Mr mpu pacuere B MI/M%, a I KPbIC —
B 2 paza* ee mpeBbImaromas) Oplia 01M3Ka K MAaKCUMAIIBHOM MTEPEHOCHMOM J103€ /ISl MBIIICH, HO
HE JIJIS KPBIC.

B xonme wmccrnemoBanmii MyTrareHe3a HM Ha T€HHOM, HH Ha XPOMOCOMHOM YpOBHE 3(QEKTOB,
CBSI3aHHBIX C IPUMEHEHHEM Ipenapara, 00OHapyKeHO HE OBLIO.

*W3 pacueTa Ha Maccy nanueHTa 50 Kr.

[epunaonpun

B uccrnenoBaHusix XpOHMYECKOM TOKCHMYHOCTH (Ha Kpbicax W 00e3bsiHaxX) MpU MEepOpabHOM
npueMe ObUIO BBISBIEHO, YTO OPraHOM-MHUIIEHBIO SBJSIFOTCS IOYKH, HApyLIEHUS HOCSIT
00paTUMBIN XapakTep.

MyTareHHOCTH B UCCIIEIOBAHUSAX in Vitro U in vivo OTMEYEHO He OBLIO.

HccrenoBanust penpoayKTUBHONW TOKCHYHOCTH (HA KpbICax, MBIIIAaX, KPOJUKaX M 00€3bsHAX) HE
BBISIBUJIM TIPU3HAKOB SMOPHOTOKCUYHOCTH HMJIM TepaTOreHHOCTH. OHAKO OBUIO MOKa3aHO, YTO
uaruoutopsl AII®D, kak Kimacc, OKa3bIBAIOT HEXKENATEeILHOE BO3/ICHCTBHE HA TMO3JHEE Pa3BUTHE
IUI0/A, YTO NPUBOAMUT K TMOENH IUIOAA U BPOXKACHHBIM HApYILIEHUSM y IPBI3YHOB U KPOJIHMKOB:
HAOII0AATUCh TOPaKEHUS MOYEK U POCT MEepUHATATBHOW M MOCTHATaJIbHOW cMepTHOCTH. Hu y
CaMIIOB, HM Y CAMOK HE OTMEUaJIOCh HapyIIeHUs! (epTUILHOCTH.

KaH1eporeHHOCTH B UCCIIEJOBAHUAX JUIMTEIBHOIO IPUMEHEHHS NpenapaTa Ha Kpblcax U MblIax

OTMEUYEHO HE OBLIO.

6. PAPMAILEBTUYECKUE CBOMCTBA
6.1. Ilepevyenb BCOMOraTeJibHbIX BEIIECTB

Pokcarens-amio, 5 mr + 4 mr + 10 Mr, TaGJIETKH, ITIOKPBITHIE IIJIEHOYHON 000J10YKOH

[enmrono3a Mukpokpucraminaeckas, tTum 200
Hemmrono3a MuUKpOKpUcTanyeckas, Tam 112
KpocnoBuznon, Tun A

Kpemuwus tnokcu 1 KOJIOUIHBIN 0€3BOIHBII
Marnus creapar

IInenounas obonouxa

[TonuBUHUIOBBIN CIUPT

Makporon 3350

Tutana nuokcun (E171)

XKenesa oxcup sxentsiii (E172)

Keneza oxcup kpacusiii (E172)
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Pokcarens-amiio, 5 mr + 8 mr + 10 mr, TaGJIETKH, IOKPLITHIE IIEHOYHOH 000I0YKOMI

Hemmrono3a Mukpokpuctaimmuueckas, Tamn 200
[emmrom03a MEKPOKPUCTAIUTHIECKas, THTT 112
Kpocnosunon, tun A

Kpemuwnst THoKCH KOJITTOUTHBIN 0€3BOTHBIN
Marnus creapat

Inenounas obonouxa

IlonuBUHUIOBBIN CIUPT

Makporon 3350

Turana nuokcun (E171)

Kenesa oxcun xentsrii (E172)

Kenesa oxcun kpacusiii (E172)

Kenesa oxcun uepnsrii (E172)

Tanpk

Pokcarens-amio, Smr + 8 mr + 20 Mr, TaOJIETKH, MOKPBITHIE INIEHOYHOM 000J10YKOH

[ennronosza Mukpokpuctamnndeckas, Tan 200
ennrono3za MuUKpoOKpUcTaindeckas, Tam 112
Kpocnosunon, Tun A

Kpemuwust mnokcu KOJUTOUIHbIN 0€3BOTHBII
Marnus creapar

IInenounas obonouxa

[lonuBUHUIOBBIN CIUPT

Maxkporon 3350

Turana nuokcun (E171)

Kenesza oxcnn xentwiid (E172)

Tanbk

Pokcarens-amio, 10 mr + 8 mr + 20 Mr, TabJIETKH, ITOKPBITHIE IIIEHOYHON 000JIOYKO

[emmomno3a Mukpoxpucramummaeckas, tum 200
Ilemmtono3a MukpokpucTamindeckas, Tim 112
Kpocnosuaon, Tun A

KpeMHus quokcus KoJIIOUIHBIN 0€3BOTHBIN
Marsnus cteapat

Inenounas obonouxa
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[TonuBUHUIOBBINA CIUPT

Makporon 3350

Turana muokcun (E171)

Tanbk

6.2. HecoBmecTuMOCTH

Henprnmenumo.

6.3. Cpoxk ronHocTH (CPOK XpaHEeHH )

3 roxa.

6.4. Oco0Oble MepbI MPEIOCTOPOKHOCTH MPHU XPAHEHUHU

XpaHuTh TIpH TeMmnepatype He Bbiiie 25 °C, B OpUruHaIbHOM yakoBKe (Ommctep).

6.5. Xapakrep u copep:kaHHe NePBUYHON YIIAKOBKH

ITo 10 Tabnerox B Omucrepe m3 komOumHMpoBaHHoro marepuana OITA/An/IIBX u ¢onbru
ATIOMUHHUEBOU.

Mo 3, 6 umu 9 GaMCTEpOB BMECTE C JTMCTKOM-BKJIAIBIIIEM MIOMEIIAIOT B TTAYKY KapTOHHYIO.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIHBI JJIsl peaTH3aliH.

6.6. QOcoOble Mepbl NPEJOCTOPOKHOCTH TNPH YHUYTOKEHHH HCHOJIL30BAHHOIO
JIEKApCTBEHHOI'0  Npenapata WIM  OTXO0A0B, IMOJYYEeHHBIX MOCJe TPHUMEHEHHUs
JIEKapCTBEHHOI'0 Npenapara, u Apyrue MaHUuNyJIsiMy ¢ penapaTom

HeTt ocoObIx TpeOOBaHMii K YTHIU3AIUY.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
CnoBeHus
AO «KPKA, n.1., HoBo mecto», [lImapeemika miecta 6, 8501 HoBo mecto
Ten.: +386 733121 11
dakc: +386 7 332 15 37
Anpec a1. mouTtsr: info@krka.biz
7.1. IlpencraBuTe/b Aep:KaTe/s PETHCTPALMOHHOIO YI0CTOBEPEeHHs

IIpeTeH3un HOTDCGI/ITGJ’IGﬁ HanpasJIATh 110 aaApPECy:

Poccuiickas @edepayus

000 «KPKA-PYC»

143500, Mockosckas o6i., T. Uctpa, yin. MockoBckas, 1. 50
Ten.: +7 (495) 994-70-70

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

Anpec a1. noutsr: krka-rus@krka.biz

Pecnybnuxa bBenapyco
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[IpencrasutensctBo AknuonepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecniyonuka CnoBenusi) B Pecniyonuke benapych

220114, r. MuHck, yi. ®uimMonoBa, 1. 2517, oduc 315

Ten.: 8 740 740 9230

dakc: 8 740 740 9230

Anpec a11. moutsl: info.by@krka.biz

Pecnybnuxa Kaszaxcman

TOO «KPKA Kazaxcran»

050040, r. Anmatsl, Mukpopaiton KOKTEM-1, nom 15A, odpuc 601

Ten.: +7(727) 311 08 09

Anpec 31. moutsr: info.kz@krka.biz

Pecnybonuxa Apmenus

[MpencraBurensctBo «Kpka, 1.1., HoBo MecTo» B PecrryOnnke Apmenus

0001, r. Epesan, yn. Han6aunsn, 1. 106/1 («CAAT-HOBA» BUSHEC-LIEHTP), oduc 103
Ten.: +374 11 560011

Anpec a11. moutsl: info.am@krka.biz

Kuvipevizcras Pecnybnuxa

[TpencrasutensctBo AO «KPKA, ToBapHa 3apaBun, a.1., HoBo mecto» B Kbipreizcrane
720040, Yyiickas obnacts, T. buiikek, OynbBap IpkuHiuK, 1. 71, 610k A

Ten.: + 996 (312) 66 22 50

Anpec s11. moutsl: info.kg@krka.biz

8. HOMEP PETUCTPAIIMOHHOT'O YIOCTOBEPEHUSI
JITI-Ne(000745)-(PT-RU)

9. TATA IEPBUYHOM PETUCTPALIMA (ITIOJATBEPKJIEHUS PETUCTPAIIUHA,
INEPEPEI'’MCTPALIUN)

Jata nepBoit peructpanuu: 4 mas 2022 r.
10. JATA HEPECMOTPA TEKCTA
OOmiast  xapakTepuCTUKa JIeKapCTBEHHOro mpemapara PokcareH3-amyio JOCTymHa Ha

nHpOpMAIIMOHHOM mopTane EBpa3uiickoro HSKOHOMHYECKOTO COr03a B HMH(OPMALMOHHO-

KOMMYHUKaIMOHHOMU ceTn «MHTepHeT» https://eec.eaeunion.org/.
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