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HHCTPYKLMA [TO MEJUIIUHCKOMY ITPUMEHEHHWIO IEKAPCTBEHHOI'O
[TPEITAPATA

SMTPUIUTABUH-TJI

PerncrpaunuoHHbIii HOMep:

Toprosoe naumenoanune: SMTPULIUTABUH-TJI

MexayHapoaHoe HelaTeHTOBAHHOE HJIH IPYNIIHPOBOYHOE HAMMEHOBAHHE:
SMTPULUTAOUH

JlekapcTBeHHasi popma: KarcyJibl

Cocras

OpnHa KancyJja ConepKHr:

Heticmesyrowee ewgecmeo: smtpururadbud — 200,00 Mr

Bcnomozamenvuvie  6ewjecmga: 1EIUIION03a MHKPOKPHCTAUIHYECKas, IMMOBHIOH K25,
KPOCIOBH/IOH, MarHus creapar

Kancyna meepoas swcenamunosasn Ne (): KopIlyc: TUTaHA JAUOKCHUJ, JKSJIATHH; KPHINIKA: THTAHA

JHOKCH[, KECJIAaTHH

Onucanue
Teepnpie xenaTuHoOBbIe Kancyysl Ne 0 ¢ koprmycoMm M Kpelkoi Genoro usera. Copepxumoe

KaICyJI — CMECh IIOPOIIKa U rpaHyJl 0€10ro WK MOYTH Oeoro IBeTa.

®apmakoTepaneBTHYeCKasi TPYNNA: NPOTHBOBUPYCHbIE CPEACTBA CHCTEMHOIO JEHCTBHS;
IPOTHBOBHPYCHBIE CPEJICTBA MPSIMOr0 JCHCTBUSA; HYKICO3UIHbIE U HYKICOTUIHBIC HHITHOUTOPBI
00OpaTHOH TPaHCKPHUIITA3HI

Koa ATX: JOSAF09

PapmMaKoJ0orH4ecKne cBOHCTBA

DapmMakoOUHAMUKA

OMTpUIHUTAOUH — 3TO CHHTETHYCCKUI HYKIICO3HI, QHAJIOT IUTHAMHA, TIPOSBIISAIONIMHA aKTHBHOCTh
B OTHOLIEHMH BHpYca UMMyHonedunura yenoseka (BUY) (BUU-1 u BUY-2) u Bupyca rematura
B (BI'B).

OmTpunMrabud  mojsepraercsi — GocOpHIMPOBAHUIO  KICTOYHBIMH  (DEpMEHTaMH  C

dopmupoBaHueM SMTpHLIMTAOUH-5'-TpUdochaTa, KOTOPbIH UHIHOUPYET aKTHBHOCTH OOpPAaTHOM
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tpaHckpunTassl BUY-1, yto nmpuBOAMT K OOpBIBY LienH BUPYCHOH JE€30KCHPUOOHYKIEHHOBOW

kucinotel (JIHK). DOmrpuuuradbun-5'-tpudocdar smnsercs cmabbIM HHTHOMTOpOM o-, P-, &-

nonumepasbl JJHK u mutoxonapuansHoi y-nonumepassl JJHK.

In vitro 3MTpUUMTaOMH HE OKa3bIBAI IMTOTOKCHYECKOrO BIMSHUA Ha mnepudepuyeckue

MOHOHYKJI€apbl KPOBH, THM(OLUTAPHBIC H MOHOLIUTAPHO-MaKpodaraibHble KICTOUYHBIC IHHUN H

KJIETKU-NIPEIIECTBEHHUKH KOCTHOTO Mo3ra. [n vitro W in vivo He ObUIO TOJyY€HO JAHHBIX O

MHTOXOH/IPHAJILHOM TOKCUYHOCTH.

IIpomusosupychas akmugrHocmy in Vitro

IIpoTuBOBHpYCHAs AaKTHBHOCTh 3MTPUUHMTA0MHA OTHOCHTENBHO J1A0OpAaTOPHBIX U JIOHOPCKHUX

wrammos BUY-1 onenupanack Ha KOJIOHMAX Ki1eTOK 1uMdodaacTonoB (kononun MAGI-CCRS)

U MOHOHYKJIEApHBIX KJIeTKax mnepudepuueckoi KpoBu. 50% HHruOUpyromas KOHICHTpaIus

(ECs0) smTpunuTabuna Haxoaunace B npeaenax ot 0,0013 mo 0,5 mmons/n. B uccnemnoBaHusx
. IMTPULMTAOMHA B KOMOMHALIMU ¢ UHTHOUTOpPAMH MPOTEa3bl, HYKICO3UAHBIMH, HYKJICOTHIHBIMU

U HCHYKICO3MIHBIMM HHTUOMTOpaMH oOpaTHOM TpaHckpuntazel BUY  nHabmonaics

JONOTHUTENBHBIN CHHepreTuyeckui 3¢ ¢exr. bonpas yacTh 3THX KOMOMHAIIMK y YeloBeKa He

U3y4Jasach.

IIpn u3ydenny akKTUBHOCTH B OTHOLICHHH JabopaTopHbIX mTaMMoB BI'B ECso smTpuumTaduna

Haxoaunack B npenenax ot 0,01 go 0,04 mmons/m.

Peszucmenmnocmo

PesucrentHocts BHY-1 K omTpunurabuHy oO0ycloBIeHAa MyTalMed TreHa OoOpaTHOH

TPaHCKpUNTAa3bl B KOJOHE 184, npuBoasiLed K 3aMeHe METHOHMHA Ha BanuH. JlaHHas mMyTtauus

BWY-1 Habnronanacs kxax in vitro, Tak 1 y BUY-1-uHGHIMPOBaHHBIX MallHEHTOB.

PesuctenTHBle K OSMTpUIMTAOMHY INTAMMBl BHpyCa JEMOHCTPHPOBAIH TEPEKPECTHYIO
‘ PE3MCTEHTHOCTh K JIAMMBYJMHY, HO COXPAHsJIM YYBCTBUTEIBHOCTh K APYTHM HYKICO3WAHBIM

uHruOuTOpaM oOpaTHOi TpaHckpuntazel (HUOT) (3upoBymuHy, craByauHy, TeHO(OBHDY,

a0akaBUpy, AWJAHO3UHY), BCEM HEHYKICO3HIHBIM HHIHOMTOpAaM OOpPAaTHOW TPaHCKPHUIITA3bI

(HHHOT) u Bcem unrudburopam nporteassl. IlITaMmbl BUpyca, pe3UCTEHTHBIE K 3UAOBY/IMHY,

munanosuny 1 HHUOT, coxpansuii 9yBCTBUTENBHOCTEL K aMTpuiuTaduny (ECso= 0,002 — 0,08

MMOJIB/J).

Hemu

bonpmMHCTBO MajeHLeB U JeTel crapiie 4 MecsUeB JOCTHIAI0 WIH HMOJICPKHUBAIO TOJHYIO

cynpeccuio pudonykinenHoBor kucinotsl (PHK) BHUU-1 B mmasme (89% namueHTOB DOCTHIIH

yposus PHK BHUY <400 xonwuii/ma, u 77% NaumMeHTOB JOCTUITIM YPOBHS BHPYCHOH HAarpy3ku

<50 xonuii/mM1) B TeueHue 48 Heslesb Tepanuu.

KnuHuyecku# onpIT IIPUMCHCHHA 3MTpHL[PITa6I/IHa y nerer muaniie 4 MecsueB OTCYTCTBY€T.
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DapmakoKuHemuka

Abcopoyus

[Tocne mnepopanbHOrO BBEACHHA OSMTPULUUTAOMH OBICTPO BCACHIBAETCS, JOCTHIas IHKa
KOHLEHTpauuu 4vepe3 1-2 wyaca. Ilocne MHorokpatHoro nepopanbHoro npuema 200 mr
smrpuuuTabuHa 20 BHUY-uHOHUMPOBAHHBIMH TAIMEHTAMH YCTOHYMBAsS MaKCHMalIbHas
riasMeHHas KOHUEeHTpauus (Cmax) sMTpHIMTaOMHA coctaBmiaa 1,8+0,7 MKr/mi, MHHHMalbHas
KoHUEHTpauus (Cmin) — 0,09+0,07 MKr/mi, miaomaab Moj KPUBOH «KOHLIEHTPALMA—BPEMS»
(AUC)— 10,0+3,1 wmkrxuy/min. CraOwibHble KOHIICHTpPAL[MH T[perapara B IUla3Me OBUIH
npubnu3uTensHo B 4 pasa Beile 3HaYeHHH ECoo MpOTHBOBUPYCHOM aKTHBHOCTH B OTHOLICHHH
BWY in vitro.

[Ipy mepopajJlbHOM TNPUMEHEHHH OSMTPUIMTA0OMHA B BHJE KalCyJl HATOMIAK aOCOMIOTHAs
OMOIOCTYITHOCTH cocTaBiseT 93%.

Bausanue nuwu na écacviganue

Kamncynsr sMTpunMrabiHa MOXKHO NPHHHMATh HE3aBUCHMO OT IpHeMa Muiuu. [Ipi coBMecTHOM
IpyeMe KalCyll SMTPHLUMTAOMHA C JKUPHOM NHIIEH CHCTEMHas 3KCHO3HIUSA SMTPUIMTAOHHA
(AUC) He uzMeHsIach.

Pacnpeoenenue

Cesa3pIBaHHE SMTPHLMTAOMHA ¢ DeIKaMH IIa3Mbl YeJIOBEKa In Vitro cocTaBisieT MeHee 4% | He
3aBUCHUT OT KOHUEHTpauuH B AuanaszoHe 0,02-200 mxr/mi. CpeaHee COOTHOICHHE KOHIICHTPALIHI
npenapara B IUla3Me U KpoBH cocTapiseT npumepHo 1,0. CpeaHee cOOTHOIIEHHE KOHLIEHTPALIUH
npenapara B CEMEHHOM )KMAKOCTH U IJ1a3Me COCTaBiseT npumepHo 4,0.

Kaxxymmuiica o0beM pacrnpeeneHus ocjie BHYTPUBCHHOTO BBEICHUSA AIMTPUIIMTAOMHA COCTABHII
1,4+0,3 n/Kr, 4TO CBMIETENLCTBYET O PACIPOCTPAHEHHH IIperapara Kak BO BHYTPH-, TAK H BO
BHEKJIETOYHBIX JKHJIKOCTSIX.

Memabonuzm

B uccnenoBanusax in vitro ObUIO MOKA3aHO, YTO SMTPULHMTAONMH HE HHIMOMPYET M30(epMEHTHI
cuctembl CYP450. Buorpanchopmanus sMTpuLTabMHA BKIKOYAET OKHCICHHE THOJIOBOM MPYIIIIbI
¢ obpaszoBaHHeM 3-CynbpOKCHI auacTepeoMepoB (MpuMepHO 9% J103BI) M KOHBIOTAIMIO C
IIIOKYPOHOBOM KHMCIOTOH ¢ oOpa3oBaHueM 2-O-rimrokypoHuaa (mpumepHo 4% npossl). Jpyrue
MeTabOoJUTH! He OBLIN HASHTH()UIHPOBAHBI.

Buvigeoernue

OMTpUIIMTA0OMH B OCHOBHOM BBIBOJMTCA NOYKaMu: 86% BBEICHHOW J103bI OOHAPY/KMBAETCHA B
moue, 14% — B kane. 13% BBefeHHOHN 103kl OOHAPY)KEHO B MOYE B BHJE TPeX MeTa0OJIMTOB.
CucremHblll KIMpeHC sMTpHIMTabuHa cocraBiseTr 307 mu/muu (4,03 mu/mun/kr). IMocie

IIEPOPATIBLHOIO ITpHEMaA IIEPUO/I TTIOTYBBIBEICHUA ')MTpPIuI/ITEiGHHa coctaBisieT okoo 10 yacos.
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Junetinocmo/Henune iHoCme

Ilpy oAgHOKpaTHOM WIM MHOTOKpaTHOM IMpHEMe B Juama3oHe 103 oT 25 go 200 wmr

(apMaKOKMHETHYECKHE [apaMeTpbl AMTPUIMTAOMHA HAXOAWINCH B IPOMOPIHOHAILHOM

3aBUCUMOCTH OT JI03bI.

Brympuxnemounas ¢papmaxoxunemura

B KJIMHUYECKOM HCCIIeIOBaHUH BHYTPHKJIETOUHBIN epuos HOJTY>KU3HH

sMTpunMTabuHTpHdochaTa B MOHOHYKIeapax nepudepruueckoil KpOBH COCTaBisl 39 4acos.

YpoBeHb BHYTPHKIIETOYHOTO TpUochaTa yBeIHUIUBAIICA COOTBETCTBEHHO J103€ H JIOCTHTAJ IUTATO

B f03ax >200 mr.

DapmaKkoKuHemuKa é 0coobIX ZPYnnax NAyuUeHmos

Ilon

Xota cpennue 3Ha4eHUA Cmax U Crmin ObUTH IpuMepHO Ha 20% BbIlIe, a cpeanee 3HaueHne AUC
. Ob110 Ha 16% BbILLE Y XKEHILUMH 110 CPABHEHHIO C MY)XUMHAMM, JaHHBIE PA3IHYHs KIMHUYECKH HE

3HAYUMBI.

Paca

Ilpu wcnone3oBaHMM SMTpULMTAOMHA He OBUIO 3apErHCTPUPOBAHO (HAPMAKOKMHETHYECKUX

pasJIM4Mi CpeH MpeICTaBUTENeH pa3HbIX PACOBBIX TPYIIIL.

Toowcunou sozpacm

Jlannsle o GpapMaKOKHHETHKE SMTPHIUTA0ONHA Y AIIUEHTOB CTapiie 65 JIET OTCYTCTBYIOT.

3abonesanus neveru

DapMakOKMHETHKA SMTPULMTA0MHA Y MAIMEHTOB C IEYCHOYHOHW HEJOCTaTOYHOCTHIO, HE

uHpuHpoBaHHeIX BI'B, He u3yyanace. PapMakOKHHETHIECKHE MMApaMETPbl SMTPHLUTAOMHA Y

NAalMEHTOB ¢ XPOHMYECKHM BHPYCHBIM rellaTHTOM B cX01HBI ¢ mapaMeTpamH, onpeaesieMbIMU Y
‘ 310poBbIX 100poBobLEB U BUY-HHPUUMPOBAHHBIX NALIUEHTOB.

Hemckuii gozpacm

(DapMaKOKHHETHKA SMTPHLIUTAOMHA Y JieTeld (B Bo3pacTe oT 4 MecsleB 10 18 jieT) conocraBuma ¢

TakoBOM y B3pocibiX. Cpennue 3HayeHusa AUC y 77 yenoBek (MIafeHIbl, JETH U HOAPOCTKH),

NOJIy4YaBIIUX SMTpUIMTAOUH B Kamcynax 200 Mr, He OTIMYaIHCh OT cpeaHux 3HayeHuid AUC

(10 mMkrxu/mi) y 20 B3pOCIBIX, HOMYYABIIMX SMTPUUUTAOKH B Kancyaax 200 M OIMH pa3 B CYTKH.

Beulo mpoBeneHO OTKPHITOE HECPABHHTENIBHOE HCCIEIOBAaHHE, B XOJE KOTOPOrO0 H3ydYallHCh

(apMaKOKMHETHUYECKHE TMapaMeTphbl SMTpuLHTaOuHa y 20 HOBOPOXKIECHHBIX, YbH MaTepH OBUIN

BUY-unpuumpoBaHHeIMi. B TedeHHe MepBHIX TpeX MeCsALEB XKHU3HH (C |-l Hemenu KU3HM 10

3 MecsileB) JeTH MONYYHIH JBa 4-JIHEBHBIX Kypca IMTPULUMTAOMHA B J03€ 3 MI/KT B CYTKH. DTa

J103a COCTaBJIsUIa IOJOBHHY OT 0J00OpPEHHOM 03Bl A8 MIIAJACHUEB crapiue 4 MecsueB >KH3HU

(6 mr/xr). Ilomyyennsle mazmennsle KonueHTpanud (AUC) y muazeHunes 10 3 Mecsues ObLIM
4
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1mo00HbI HabmogaeMbiM Yy BUY-uHUUMPOBAHHBIX B3POCIBIX M €Tl cTapiue 4 MecsAueB Npu
IIPUMEHEHUH SMTpULIMTaOKHA B 103¢ 6 MI/KT.

3abonesanus nouex

Ilpu unccnenoBanuu ¢apmakokuHeTHYECKOro npoduis smrpuuuradbuHa y 30 GONbHBIX C
Pa3IMYHOMN CTENEHBIO TOYEUHON HEAOCTAaTOYHOCTH (>80 MII/MUH — HOpMasibHast hYHKIIMSA TTOYEK,
0e3 cHIKeHUs CKopocTH KiIy6o4ukoBoit dunbrpaumu (CK®); 50-80 MiI/MHH — JIeTKoe CHHKEHHE
CK®; 3049 mn/mun — ymepenHoe cHuxkenne CK®; <30 mu/mun — tsxkenoe caukenne CK®;
<15 MI/MMH — TepMHMHaIbHas IIOYCYHAss HEJOCTATOYHOCTh, TpeOylollas MHpOBEICHHs
remMojauanusa), He uHQuuUUpoBaHHBIX BUY, ObUI0 mOKa3aHO, YTO 3HAYEHHsA IUIA3MEHHOMN
koHueHtpauuu ¥ AUC npenapara 00paTHO MpONOPLUHOHAIBHEI YPOBHIO KIIMPEHCA KPEATHHHHA.
Tak, y mauueHToB ¢ HOpMalIbHOM (YHKIHEH IT0YeK cpeIHee 3HaYeHHE + CTaHIapTHOE OTKIOHEHHE
KOHUEHTPAMK SMTpULHUTaOMHA cocTaBuino 11,8429 MKrxuy/mia, y mamuMeHTOB ¢ JIErKOH,
YMEPEHHON M TsKenoi creneHplo cHmwkeHus CK® — 19,9+1,1, 25,0+5,7, 34,0£2,1 Mxrxu/mn
COOTBETCTBEHHO.

VYV DNanMeHTOB ¢ TEPMHHAIBHOW CTaaMed I[O0YEYHOHM HEJOCTATOYHOCTH, HAXOAAIIMXCS Ha
remoauanuse, okono 30% BBEIEHHOH N03bl HMTPULUMTAOMHA OOHAPYKUBAJIOCH B JUAIM3aTe B
TeYEHHE 3-4acOBOro Nepuoja JHajik3a, KOTOpBIH ObUI HadaT 4epe3 1,5 gaca mocie mpuema
SMTpuuMTabuHa (CKOpocTh KpoBoToka 400 MI/MMH M CKOPOCTh IIOTOKa JIMalW3ara
npubauzuTensHo 600 MI/MUH).

Binsnue 3a6oneBanus noyek Ha papMakOKUHETHKY SMTPHIMTAOMHA Y JIeTel He H3y4eHO.

Ioxa3zaHus K NPUMEHEHU IO
Jleuenne BHUY-l-undexumu y B3pocablx M jgeTedl (B cocTaBe  KOMOWHHPOBaHHOM

AHTHPETPOBUPYCHOM TEparuu).

IIpoTruBonoka3zanus
¢ [loBplIcHHAs YyBCTBHTEILHOCTD K SMTPHIMTAOHHY M IPYTHM KOMIIOHEHTaM IIpenapaTa.
e Ilepuona rpyaHOro BCKapMITHBaHHUS.

e OnHOBpeMEHHOE MNpPUMEHEHHE C KOMOWHHPOBAHHBIMH IIperapaTaMu, COJEpXKalluMU
SMTPHLUTAOHH, a TAK)Ke JIAMHBYIHH.

e Jletu ¢ maccoii Tena MeHee 33 Kr (71 JaHHOM JICKapCTBEHHON (OpPMBI).

C 0CcTOpPOKHOCTHIO

e [loxwunoi Bo3pact (cTapiuie 65 ner).
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e [loyeyHas HEOCTATOYHOCTH C KIIUPEHCOM KpeaTHHHHA <30 MJI/MUH.

e 3a00JieBaHMS MTEUYEHH.

e OHOBpeMEHHOE NPUMEHEHHE C IIpernapaTaMHy, BhIBEIEHHE KOTOPBIX OCYLIECTBIISETCS IMyTeM
AKTUBHOW KaHAJIbLIEBOM CEKPELHH.

e bepeMeHHOCTb.

Ilpumenenne npu 6epeMeHHOCTH H B MEPHOJ IPYIHOI0 BCKAPMJIHBAHHSA

Bepemennocme

Nmeromuiics He60bII0H 00beM JaHHBIX O IPUMEHECHUH SMTPHIUTA0HHA Y OepeMEHHBIX KEHIIUH
(ot 300 mo 1000 cmygyaeB GepeMEHHOCTH) yKa3bIBA€T Ha OTCYTCTBHE IMOPOKOB Pa3BUTHA HIIH
(beranbHY0/HEOHATATbHYI0 TOKCHYHOCTb, CBA3aHHYIO C SMTPULUTAOUHOM. B HccienoBaHusX Ha
KMBOTHBIX DPENpPOMYKTHBHAsA TOKCHYHOCTH OTCYTCTBOBana. [IpHMeHeHHe SMTpUUHMTAaOHHA BO
BpeMs OEpEMEHHOCTH BO3MOJKHO TOJIBKO IIPH KpaifHed HEOOXOAWMOCTH, B TeX ClIy4asX, Korja
OJKHM/laeMas 110JIb3a JJIs1 MaTePH NPEBBIIIAET BO3MOXHBIH PUCK IS TUTO/IA.

Ilepuoo 2pyonozo eckapmnueanus

Bbulo  mokaszaHo, 4YTO OMTPHUIMTAOWH 3KCKPETHPYeTCss C TPYAHBIM MosiokoM. BHUY-
UHOHUMPOBAHHBIM JKEHIIMHAM HE PEKOMEHJIYIOT KOPMHTB I'PYJABI0 C LEIbI0 NpeTylpeKIeHUs
pucka noctHaranbHoi nepeaayn BUY. ITockonpky smMtpunutabun 1 BUY npoHHKaioT B rpyaHoe
MOJIOKO, TPYJAHOE BCKapMJIMBAHHE MPOTUBOIIOKA3aHO.

DepmunsHocms

HMccnenoanys Ha )XMBOTHBIX HE IIOKA3aJIH BIMAHUA SMTPHLIUTA0UHA Ha GepTUIBLHYIO QYHKIHIO.

Hccnenoanue (bCpTPIHI:HOCTPl Yy 4CJIOBEKA HE IIPOBOIUIIOCH.

Cnocod npuMeHeHHs U 103bI

BHyTpb, HE3aBUCHMO OT NpHEMa MHUILH.

Hasunauenue npenapata SMTPULIMTABWUH-TJI nomkeH MHULMUPOBATH BPay, KOTOPHIA UMEET
onsIT B neyeHnH BUY-undpexunu.

MaxkcumanbHas pa3zoBas U cyToyHas qo3a cocrapisier 200 mr.

Bspocnvie: pexomenoBanHas no3a — 1 kancyna 200 mMr BHYTpb | pa3 B CyTKH.

Hemu ¢ maccoii mena 6oree 33 ke, Komopeie MO2ym npo2IOMuUmMb Yeaylo KAncyry:
pekoMeHoBaHHas no3a — 1 kancymna 200 Mr BHYTps | pa3s B CyTKH.

B cnydasx, korga onosjaHue B NMpUEME OYEPEJHOW [I03bI SMTPHLMTAOMHA COCTABHJIO MEHEEe
12 yacoB, cienyer NPHHATH NPONYLIEHHYI 103y KaK MOKHO CKOpee, Jajee BO30OHOBHTEH

OOBIYHBIH PEXHUM IIpu€Ma Ipenaparta. Ecnu onmosnanue B Ipueme 3MTpI/ILII/ITa6PIHa COCTaBHIIO
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Oonee 12 4acoB, TO NPOMYLIEHHYIO A03y NPUHUMATh HE CIEAYET; MPUEM CIEAYIOLIEH 1035l

IIPOMCXOJUT B OOBIYHOE BPEMS COTJIACHO MPEANUCAHHOMY TpadHKy.

Ilpy BO3HMKHOBEHMH PBOTHI B TEUEHHE Yaca IIOCIe NpHUEMa SMTPHUHUTAOHHA HEOOXOIUMO

MOBTOPHO NPHHATL SMTPULIMTAOMH B Ha3Ha4YeHHOM J03e. Ecnu pBoTa Bo3HMKIIA Oosee ueM yepes

1 yac mocie npuema npenapara, HEOOXOAUMOCTH B IIPHEME JIONOTHUTEILHON 03Bl HET, IPHEM

CIIeAyIOIIEH 103bI MPOMUCXOJUT COTIACHO MPEAMUCAHHOMY IpadHKy.

AHTHPETPOBHPYCHAas Tepamnus MOoKazaHa, Kak MPaBUIIO, B TEYCHHE BCEH KHM3HH. J[IMTENBHOCTD

tepanuy npenapatom SMTPULIMTABUH-TJI onpenensiercs HHAXBUIYAIBHO JEYalIHM BPayoM.

Iayuenmer ¢ Hapywenuem QyHKyuu novex

Beisesienye 3MTpuUUMTaOMHA TNIPOMCXOAMT MoOYKaMu. [IpM Ha3HaYeHHH HMTPHUMTAOHHA

MAlMEHTaM C [T0YEYHOH HEJOCTATOYHOCTBIO HA0JII0IaeTCs 3HAYUTEILHOE YCHIICHUE BO3ICHCTBHS
‘ npenapara. Y NalMEHTOB ¢ KIMPEHCOM KpeaTHMHHHA <30 MJI/MHH pEKOMEHIYETCS YBEIHYMBATH

HHTEPBAJI BBEICHHUA Nperapara, UCIoJIb3ys pEKOMEHIAlMH, U3JI0’KEHHbIE B tadnuue 1.

Tadmmua 1. Koppekiys 10361 SMTpULMTAOMHA Y IAIIMEHTOB C OYE€YHOM HEJIOCTATOYHOCTHIO

KinpeHc kpeaTHHHHA, MJI/MUH
>30 15-29 <15 uaH reMmoaHaIH3*

PexoMeH10BaHHEIIT
HHTEPBAIT MEKITY

200 Mr kaxxapie 200 Mr kaxnple 200 Mr Kaxple
NpHeMaMH Npernapara

24 gaca 72 gaca 96 gyacoB
SMTPULIMTABUH-TII,
kancyist 200 mr

‘ * Ecniu nipuem 3MTpUIIMTaOHHA IPUXOJUTCS Ha JeHb FeMO/IHaIN3a, penapar NPHHUMAIoT 3a 12 4acoB 10

Ce€aHca.

BesonacHocTh M 3 )EeKTHBHOCTh JAHHBIX PEKOMEHIALMA MO KOPPEKUHMH HHTEPBAJIOB MEXIY
IPUEMaMH Tpernapara y MalMeHTOB ¢ II0YeYHOH HEJOCTATOYHOCTHIO U KIUPEHCOM KpeaTHHHHA
<30 mM1/MHH He OblIa KIIMHHYECKH OLICHEHa. Y 3THX MAalHEHTOB ClIeayeT IPOBOAUTh OCTOSAHHBIHN
KOHTPONb (PYHKIMHU NOYEK U 3P PEKTHBHOCTH JICUSHHUS.

JlanHble O MO3MPOBAHMH SMTPHLUUTAOMHA y MAMEHTOB C TEPMHHAIBHOH CTaguell IOYeuHOi
HEJIOCTATOYHOCTH, HaXOAAIMXCA Ha APYyTUX popMax auaiinsa, OTCYTCTBYIOT.

OTCyTCTBYIOT JaHHBIE, MO3BOJIAIOILNE PEKOMEH/IOBATh PEKHM JO3UPOBAHMA Ui JeTel ¢

[I0YE€YHOH HEeJOCTATOYHOCTBIO.

Ilayuenmoi ¢ Hapyweruem hyHKyuu nevenu




COOTBETCTBYET 3KCMEPTHOMY OTYETY
o1 22.12.2022 Ne 29454

(NMOCNEOOBATENBHOCTE 0001)

II&HHI)IC O KOppEeKUHUH pEKHUMA NO3UPOBAHHUS Y MAUUEHTOB C HAPYIICHHUEM Q)yHKI_[I/II/l NEYCHHU

OTCYTCTBYIOT. Y MAIlMEHTOB JaHHOH I'PYIIIbI Npenapar J0JKEH IPHMEHATHCSA C OCTOPOKHOCTBIO.
Tem He MeHee, Ha OCHOBaHHHM CBEJCHUN O HE3HAYUTEIHLHOM METa0OIN3Me IMTPHIIUTAOMHA U €T0
9KCKpPELMM MOYKaMH, HEOOXOJMMOCTb B KOPPEKLMH J03bl Yy JAHHOH MOMYJALUU OOJbHBIX
IPEICTaBIIACTCS MaJTOBEPOSTHOM.

[Tanmenter ¢ koumHdekuuedt BUY u rematurom B mpH npekpameHUH JeUeHHs HpernapaToM
JIOJKHBl HaXOAUTBCsA IO TLIATENbHBIM HAONIOJEHHEM Ha INpeaMeT OOOCTPEHHs TrenaTHTa.
Toowcunvie nayuenmol

ITpumenenne sMTpULMTAOMHA Y MALMEHTOB CTapIle 65 JeT He u3ydanock. [Ipenapat y qaHHOM
KaTeropuu OOJBHBIX CIEAYET MPUMEHSATH C OCTOPOKHOCTBIO BCIIEACTBHE BO3MOXHOTO CHHIKEHHUSA
BBIICIMTENBHON (YHKIMH nedeHH. [IpH OTCYTCTBHHM NPH3HAKOB NMOYEYHOW HEJOCTATOYHOCTH

. KOPPEKLUUH PEKOMEHYEMOM CYTOUYHOM 03Bl /17Is B3pOCIIBIX HE TpeOyeTcs.

IToGoyHoe aelicTBHE
B ximHMyeckux wuccnenoBaHuix y BUY-uHQUUMpOBaHHBIX B3pOCHBIX HauboOJee dYacTo
BCTPEYAKOIMMHUCS HEKENATeNbHBIMU PEAKLIUAMH NPH TPUMEHEHUH SMTPULIMTaOMHA ObLIIN 1Hapes
(14,0%), ronosnas 6oxb (10,2%), moBbinIeHHe YpoBHS KpeaTHHKHHa3bl (10,2%) u ToumHoTa
(10,0%). ITpoduns HexenarenpHbIX peakuuil y BUY-uHGUINPOBaHHBIX JeTel ObLT CONOCTABHM
C TaKOBBIM Yy B3pOCHbIX ManUeHTOB. IIpu 3TOM y HuX Oojee 4acTO PerHCTPUPOBAIUCH TAKHE
HeKeNnaTeNlbHble peakiyy, Kak anemus (9,5%) u u3menenue npera koxu (31,8%).
Coobmanocs 06 0o6ocTpennu renatura y nauueHToB ¢ konHpekuueir BUY u BI'B npu ormene
TEpaInuy SMTPULUTAOUHOM (cM. paszen «Ocobble yKa3aHUm»).
AHanu3 HeXeIaTeNbHBIX PEeaKLUi OCYIIECTBICH Ha OCHOBAHMH JAHHBIX TPEX KIHHUYECKUX
‘ MCCIIEJOBAaHMH NPUMEHEHHUs SMTpULMTaOuHa y B3pocabix (N=1479) u Tpex KIMHHYECKHUX
uccnenopanuii y nereit (N=169). B3pocnble yYacTHHKH NMPHUMEHSIIA SMTPHIMTAOHH B COCTaBE
KOMOMHHPOBAHHO! aHTUPETPOBHPYCHOH Tepanuu. HexkenatenbHble peakiyy, 171 KOTOPBIX He
HCKJIIOYEHA CBA3b C MPUMEHEHHWEM SMTPHLMTAOMHA, NMPUBOJATCA HIKE MO KlIaccaM CHCTEM
opraHoB M d4acrore. B coorBercTBHM ¢ Kilaccudukanuedt BceeMupHOM opraHM3zanuu
3apaBooxpaHeHus (BO3) HesxenaTenbHbIe peakiMy MPEICTaBICHbI B COOTBETCTBUH C MX YaCTOTON
pasBUTHA cleqyromuM obpaszom: yacto (=1/100, <1/10), medacto (=1/1000, <1/100), peaxo
(=1/10 000, <1/1000) u ouyens penko (<1/10 000); yacTora HeM3BeCTHA (4ACTOTY BO3HHKHOBEHHUS

SIBJICHUH HEJb3s1 OIIpe/Ie/IUTh HA OCHOBAaHHH MMEIOIIMXCS JaHHBIX) (Tadn. 2).

Taomunma 2. HexenarensHbie p€akIu COIJIaCHO JaHHBIM TIPOBEACHHBIX KIIMHUYCCKHUX

HUCCJIeIOBAaHUH U NOCTPEIrUCTPALIMOHHOMY aHAJIU3Y




COOTBETCTBYET SKCIMNEPTHOMY OTYETY
ot 22.12.2022 N= 23454
(MOCNEOOBATENBHOCTE 0001)

Kunaccel cucrem opraHos
HexenatenbHble peakuu
H 4acToTa

Co cmoponbl cucmembl Kposu U 0OP2aHOE KPOGEmEopeHUs

Yacro Heiitponenus

Heuacto Anemust’

Co CMOPOHbL lLv‘lrLMyHHOMV cucmemsl

Yacro Annepruyeckue peakiuu

Co CMOPOHBL obmena eewecme u NUMaHuA

Yacto ['unepTpUrIHLEepHIEMHS, THIIEPTITHKEMHUS

Co CMOPOHbL NCUXUKU

Yacto BCCCOHHHH&, TMAaTOJIOTHYCCKHE CHOBHIACHHUA

Co cmoponbl HepHOUL cucmembl

OueHs 9acTo TI'onoBHas 6011

Yacro [onoBokpyxkeHHe

Co cmoponul nuwyesapumenbHoll cucmetsl

OueHb yacTo Juapest, TOUIHOTa

Yacro [ToBbIlICHHE AKTUBHOCTH aMHJIAa3bl, BKJIKYas IOBBIIICHHE
AKTUBHOCTH NMAaHKPEAaTHYECKON aMHUJIa3bl; MOBBIIIEHHE AKTHBHOCTH

CB]BOpOTO'{HOﬁ JIMIasel; pBOTA, 001 B JKHBOTE, TUCIICTICHA

Co cmopoHbl neueHu u KHcenuesbieodauux nymetl

Yacro [ToBbllIeHHe AaKTHBHOCTH acmapraTamuHoTpancdepassl (ACT)
w/unu  anaHuHaMuHOTpaHc(epassl  (AJIT) B chIBOpOTKe,

runepounupyOuHemMus

Co cmoponbl Ko U NOOKOHCHBIX MKAHel

Yacto BesukynoOynne3Has CBIIlb, My CTyJe3Has ChIMb,
MakKyJionamnyjie3Has Cblllb, Cbillb, 3Yy[, KpalMBHHULIA, MU3MEHEHHE

11BETa KOXH (YCHJIEHHE TUTMEHTAIMH)'

Heuacto AHTHOHEBPOTHYECKHUIA OTekK”

Co cmoponbl ckenremHo-MblueYHOU U COCOUHUMEIbHOU MKAHU

OueHpb 4acTo [ToBbIlIEHHE AKTHBHOCTH KpE€aTUHKHHA3hI

Obuwyue paccmpoiicmea u HAPYWeHUs 8 Mecme 68e0CHUS.

Yacrto Bone, acrenus

! B nerckoif MONMyNAIMH aHEMHA PETHCTPHPOBANAch YacTO, HW3MEHEHHE IBETA KOXKH (YCHICHHE

Hl/lFMCHTaul/Il/l) — OYE€Hb 4acCTO.

2

“ HexenarenoHas peakuus ObuTa YCTAHOBJIEHA BO BPEMS IMOCTPETHCTPALUOHHOIO H86H}OIIGHPISI, HO HEC
PEruUCTpHpPOBAJIaCh B paMKaX pPAHIOMHU3HPOBAHHBIX KOHTPOJIHUPYEMBIX KIMHHYECKHUX HCCIIEOBAHUH

sMTpuiTabuHa y BUY-uHOUIMPOBAaHHBIX B3pOCIBIX M JeTeil. YacToTa yCTaHOBJIEHa Ha OCHOBAaHHU
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ot 22.12.2022 N= 29454
(MOCNEOOBATENEHOCTE 0001)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

CTaTHCTHYECKHX pPACYETOB C YYETOM o01Iero KoJimuecTna IMAIUEHTOB, IMPUHHUMABIINX '3MTpHIIHT36PIH B

paMKax paHIO0MU3HUPOBAHHBIX KOHTPOJIMPYEMBIX HccieqoBaHul (n=1563).

Onucanue omoenbHbIX HEHCENAMENbHBIX PEaKUUl

H3venenue yeema kookcu (ycunenue nuemenmayuu)

3MeHeHHe LBeTa KOXKH, MPOABIIONICECS B BH/IE THICPIMIMEHTAIMH JIAJOHEH W/HIM CBOJA
CTONBI (MOIOWIB), B LEJIOM IPOTEKAeT JIETKO M OEeCCHMITOMHO, KJIMHMYeCKas 3HAYUMOCTH
MHMHHMaJIbHa. MeXaHU3M pa3BUTHs HEU3BECTEH.

Ilokazamenu obmena éewjecms

Ha ¢one aHTHpeTpOBHPYCHOM Tepamuu MOeT HabII0JaThCs YBEIMYEHHE Beca W IOBBILICHHE
YPOBHS JIMIIUAOB U TJIOKO3bl B KPOBH (CM. pazzaen «Ocobble yKazaHHUs»).

Cunopom soccmanognenus ummyHumema

Havano koM6MHHpOBaHHOM aHTHPETPOBHPYCHOM Tepanun y BUU-MHUIMPOBAHHBIX ALHEHTOR
¢ TsKenoi (GopmMod MMMyHONE(HIHMTA MOXET CIPOBOLMPOBATh Pa3BUTHE BOCHAIMTEIBHOM
peakiuu Ha (oHE OECCHMNTOMHONH HIIM OCTaTOYHOH ONNMOPTYHHCTHYECKOH uH(ekimn. Takke
coo0uIaocy 06 ayTOMMMYHHBIX HapylIeHHsX (Takux Kak 6one3Hb I'peiiBca M ayTOMMMYHHBIN
renaTuT), OAHAKO JaHHbIE O BPEMEHM Haualla TAKWX SIBJICHHI CHJILHO Pa3HATCA M 3TH CIyyau
MOTJIM MMETh MECTO CIYCTS HECKOJBKO MECALEB IOCie Hadayia jJedeHus (cM. pasaen «Ocobble
YKazaHUs»).

Ocmeonexpos

Coobmanock 0 ciydasx OCTEOHEKpPO3a, B YaCTHOCTH, Y MAlMEHTOB C OOIICH3BECTHBIMH
¢akropamu  pucka, mnosaHeit cramuein BUY-MH(EKUMM MIH  UIHTENBHBIM IIPHEMOM
KOMOWHHPOBaHHOM aHTUPETPOBUPYCHOH Tepanuu. YacToTa BOSHUKHOBEHHSA YKA3aHHOTO SBJIEHHS
HeusBecTHA (cM. pasgen «Ocolble yKa3aHus»).

JHemu

OueHKa HexenaTenbHbIX PeakUyil y JeTeil OCHOBBIBAIACH HA PE3yNbTaTaX TPeX KIHHHYECKHX
uccnepoBanui (N=169, npu stom 123 pebenka nonyéanu JICYEHHE BIEPBBIC, 46 — MOBTOPHO).
BUY-unduuuposannbie et B Bospacte 0T 4 MecsAueB 10 18 neT momydand JeyeHue
OMTPHIMTAOMHOM B COCTaBe KOMOWHMPOBAHHON AHTHPETPOBMPYCHOH Tepamuu. Cpean
HEXeJIaTEeIbHBIX PEAKIHH Yy AETEH 110 CPAaBHEHHUIO CO B3POCIIBIMU Yallle HaOJIF0daTHCh: aHEMHUS —
4acTo (9,5%) u n3MeHeHue 1BeTa KOXKH (YCHICHHE IMIMEHTAIIMH) — OYeHb 4acTo (3 1,8%).
Hpyzue ocodsie zpynner nayuenmoes

Ilayuenmer noscunozo éospacma

Hccenenosanne sMTpuimMTabuHa cpeiu MAalMEeHTOB B BO3pacTe cTapiue 65 JeT He IPOBOIMIOCE.

[TalmeHTs! MOXKUIOro BO3pacTa B OOJIbLIEH CTENEHH CKIIOHHB! HMETh CHHIKCHHE q)yHKLlHH IMOYE€K,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 22.12.2022 N= 23454
(MOCNEOOBATENBEHOCTE 0001)

MO3TOMY BO BPEMs JIEUCHHs SIMTPULIMTAOMHOM 3TOH NONYJIALMH HE0OX0MMO co0JII0AaTh 0C00YI0
OCTOPOKHOCTSE (cM. pazzen «Crnocod NnpUMeHEHHs U J03bI»).

Ilayuermel ¢ HapyweHuem hyHKYuu noyex

ITockoapKy 9KCKpeuHMs OSMTPULUMTA0MHA OCYIUECTBISAETCA [OYKAMH, €ro BO3JCHCTBHE
YBEJIHYUBACTCS Y MALMEHTOB C MI0YEYHOH HEJOCTAaTOYHOCThIO. KoppeKius 10351 SMTpULIHTAOHHA
H M3MEHEHHE HMHTEPBAJIOB MEXJAy NpHEMaMU Mpenapara HEoOXOJUMBI y BCeX MAIHEHTOB C
KJIMpeHcoM KpeaTuHHHa <30 Mu1/MuH (cM. pa3aen «Cnocod npuMEHEHHs U 103b1»).

Ilayuenmel ¢ koungexyueu eupycom cenamuma B

V xouH(UIMPOBaHHBIX NALIMEHTOB Yallle 0OHAPYKHUBAJIOCH MOBBILICHHE AKTUBHOCTH IT€YECHOYHBIX
TpaHCaMHHa3, 4yeM Yy MoHoMHpuuupoanHbix BUY nauueHToB.

Obocmpenue 2enamuma nocie npekpaujerus 1eyeHus

YV BUY-unpUUMPOBaHHBIX MALUMEHTOB ¢ KoMHQekuuedr BI'B mocie oTMeHsl mNpHema

IMTPULIMTAOMHA BO3MOKHO 000CTpEHHE renaTHTa.

IlepenozupoBka

[Ipumenenue smTpuuMtabuna B no3e 1200 Mr compoBOXKIAlOCh Pa3BHTHEM HEKeTaTelbHbIX
peakuui. JlaHHbIe MOOOYHbBIC PeaKUH NpeACTaBlIeHEI B pas3aene «[lo6o4yHoe nencTBre».

B ciyyae mepeso3MpOBKH MAIlMEHT JOJDKEH HAXOAMTHCS MO HAOIIOJEHHEM JUIA BhIABICHHS
BO3MOXHBIX MPH3HAKOB MHTOKCHKalMU. B ciydae HeoOXOIMMOCTH NPUMEHACTCS CTaHAapTHas
II0IEP>KUBAIOIIAs TEPAITHS.

C nomomro remoguanuza BbIBOAMTCS OKOMO 30% HMTpuuMTaOMHA B TEUYEHHE 3-4acOBOrO
nepuoja remoauanusa. He M3ydeHa BO3MOXKHOCTH BBIBEACHHS SMTPUIMTAOHHA C IIOMOIIBIO

IIEPUTOHCAIIBHOI'O aHUaIn3a.

B3aumopaeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CpPeICTBAMH

HccneoBanne BO3MOKHBIX JIEKAPCTBEHHBIX B3aUMOJIEHCTBUH IIPOBOIMIOCH TONBKO Y B3POCIBIX.
In vitro >MTpULMTaOMH HE NOJABIISI METa0OIM3M NPENapaToB, KOTOPBIH OCYIUECTBIISETCS YePes
oany u3 uzopopm muroxpoma CYP450 uemoseka: 1A2, 2A6, 2B6, 2C9, 2C19, 2D6 u 3A4.
OMTpUIIMTAOMH He MHIHOMpoBan ()epMEeHT, OTBEYAIOIIMH 3a MpOLecC IMIOKypoHu3auud. Ha
OCHOBAHMH STHX JaHHBIX, MOJYYSHHBIX B SKCIIEPUMEHTAX i/l Vilro, U U3BECTHOT'O IyTH BHIBEIECHHS
SMTPUIMTAOMHA BO3MOKHOCTh MOTCHUHAIBHOTO B3aUMOJCHCTBUS IMTPHUMTAOMHA C JIPYTHMH
JIEKapCTBEHHBIMU ~ IIpenapataMM  4epe3 cucteMy uuroxpoma CYP450 mpexncrasisercs

HE3HAYUTEJIbHOM.
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COOTBETCTBYET 3KCMNEPTHOMY OTUETY
o1 22.12.2022 N= 23454

(NMOCNEOOBATENEHOCTE 0001)

Hpﬂ Ha3zHa4Y€HUH 3MTpHI.lHT8.6HHa B KOM6MH3L[HI/1 C 3UJ0OBYIMHOM, HHAWHABUPOM, CTaBYAHHOM,

¢damMuuKIOBHPOM U TeHO(OBHpPA JU30MPOKCHI yMapaToM He BBIABICHO KIMHHYECKH 3HAUMMBIX
(apMaKOKHHETHYECKUX B3aUMOJCHCTBHH YKa3aHHBIX IPENAPATOB U SMTPUIIUTAOUHA.

OMTpULMTAOMH BBIBOAMTCA NPEHMYLIECTBEHHO MOCPEACTBOM TITIOMEPYJIAPHOH (HUIbTPALMH H
aKTHBHOH KaHalbLEBOH ceKpelHu. DPPEKThl 0JHOBPEMEHHOTO Ha3HAYCHHs SMTPHUHMTAOHHA C
npernapaTtaMy, BbIBEJEHHE KOTOPBIX IIPOMCXOJUT IOYKAMM, HIIM MpenapaTaMH, OKa3bIBAIOIIHMH
BIMAHKE Ha (QYHKLMIO MOYEK, 33 MCKIIOYeHHEeM (aMUMKIOBHPA M TeHO(OBHpA JM30MPOKCHII
¢ymapaTa, He wM3y4anuch. OJHOBpEMEHHOE INPUMCHEHHE SMTPUIMTAOMHA C MpernapaTamu,
KOTOpBIE 0CNA0IAI0T QYHKLHIO II0YEK HIH KOHKYPHPYIOT 332 aKTHBHYIO KaHAJIBLEBYIO CEKPEIIHUIO,
MOJKET TPHUBECTH K IMOBBILIEHHIO KOHLEHTPALMU B CHIBOPOTKE KPOBH 3MTPHLMTAOMHA M/WIH

APYTHX IPENapaToB, KOTOPBIC BBIBOAATCA ITOYKAMH.

IIpoTHBOMOKa3aHO OJHOBPEMEHHOE IPUMEHEHHE OSMTPHUIMTAOWHA C KOMOMHMPOBAHHBIMU
. npenaparamMM, COJAEpXKallMMH 3MTPULMTAOMH, a TaKKe JAMHBYAMH, Juld JedeHus BUY-

UHEKLUH.

Ocobble ykazaHus

Obwue

OMTPUIIUTA0HH HE PEKOMEHIYeTCs NMPHMEHATh B KayecTBe MOHOTepalMH i jedenus BUY-

uHpeknuu. Ilpemapar 1ODKEH NPHMEHATHCS TOJNBKO B KOMOMHAIMM C  JPYTHMH

AHTUPETPOBHPYCHBIMH IIpEnapaTaMu.

OTCyTCTBYET ONBIT NPUMEHEHUS SMTPULIMTAOUHA Y MALMEHTOB C HEA()(HEKTUBHOCTHIO TEKYILETO

PEKHMa TEPANH MM ¢ Hed(h(PEeKTHBHOCTHIO HECKOIBKHUX PEXXUMOB Tepanuu. CleayeT coomo1aTh

OCTOPOKHOCTH IIPM HA3HAYEHHMH HOBOI'O PEXMMA TEpalHM MalHeHTaM ¢ Hed(pdeKTHBHOCTHIO
. paHee NMPOBEICHHON TEPaIHH.

OoHnospemennoe npumeneHue ¢ Opy2umu npenapamamu

OMTPHUHMTa0MH — NPOTHBONMOKA3aHO — HA3HAYaTh  OJHOBPEMEHHO C  KOMOMHHPOBaHHBIMH

npenapaTaMu, KOTOpbI€ COJIEPKAT B CBOEM COCTAaBE IMTPHLMTAOMH, HJIM C IpenapaTaMu, KOTOpbIe

COZIepKaT JJaMUBY IUH.

Onnopmynucmuueckue uHgpexyuu

Y nanueHToB, NoJy4arolMX SMTPUIUTAOUH HIIH IPYTHe aHTUPETPOBUPYCHBIE MPenapaThl, MOTYT
Pa3BUTHCs ONMIMOPTYHHUCTHUECKHE HH(EKIMU UM ApyTrHe ocokHeHuss BUY-undekumu, mostomy
OHHM JIOJUKHBI HaXOJMTBLCS 10 TLIATEIbHBIM HAOIIOJACHHEM Bpaya, UMEKOIIEro OIBIT JIeYeHHs
BUY-undexuun.

Ilepeoaua BUY-ungpexyuu
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COOTBETCTBYET 2KCNEPTHOMY OTYHETY
ot 22.12.2022 N= 29454
(MOCNEOQOBATENBEHOCTL 0001)

HecmoTps Ha T0 uT0 3ddekTuBHOE nonasnenue perinkannu BUY Ha poHe aHTHPETpOBHPYCHOIM
TepanMy 3HaYMTEJILHO CHUKACT PHCK Mepesiayd HHPEKIMU MOJIOBBIM ITyTEM, HEJIb3s HCKII0YaTh
OCTaTo4HbId pucK. IlanuenToB HEOOX0AMMO NPOMH(OPMHPOBATH O TOM, YTO COBPEMEHHBIE
AHTHPETPOBUPYCHBIE IpenapaTbl He NpeaoTBpalaT nepeaadyy BUY, B ToM uunciie mojaoBbIM
MyTeM.

Hapywenue ¢ynkyuu nouex

OMTpULMTAOMH BHIBOAMTCS M3 OpPraHM3Ma MPEHMYILECTBEHHO [OCPEACTBOM KIyOOYKOBOMH
(HUIBTpPalMM M aKTHBHOW KaHAIBIEBOH CeKpeuuu. Y TMAIHMEHTOB C TSKEJIOH II0YEYHOI
HEJIOCTaTOYHOCTHIO (KJIMpEHC KpeaTHHHHA <30 MJI/MUH), B TOM YHCIIEe ¢ TEPMHHAILHOM CcTaauei
XPOHHYECKOH MOYEYHOM HEJNOCTaTOYHOCTH, TpeOyIolIeH AManu3a, peKOMEHIYeTCs YBeIUIuBaTh
UHTEpBaJ BBeJeHHUs npenapara (cM. paszen «Crnoco® mpUMeHeHHs W 103b1»). KimHuueckas
oueHka Oe3onacHOCTH M 3()(QEKTHBHOCTH TepalmHd SMTPULUTAOHHOM C  YBEIHYEHHBIM
MHTEPBAJIOM NpHEMa NpernapaTa He MPOBO/IUIIACS.

Cnexyer cobmofaTk OCTOPOKHOCTH MPH OJHOBPEMEHHOM TNPUMEHEHHH SMTPUIIMTA0OMHA C
npenapaTamMH, BRIBEAEHHE KOTOPBIX IPOUCXOAUT NyTeM aKTUBHOW KaHAJBIIEBOM CEKPELHH, H3-3a
BO3MOXXHOI'O PHCKA MMOBBILIEHHS KOHUEHTPAUMH B CHIBOPOTKE KPOBH IMTPULMTAOMHA W/MIIH
JAPYTHX TpEnapaTroB, SKCKPETUPYIOLIMXCSA MOYKaMH (cM. paszien «BsaumoneicTBue ¢ ApyruMu
JIEKapCTBEHHBIMH CPEJICTBAME»).

Bec u nokazameau memabonusma

IIpy mpoBeneHMH aHTHPETPOBHPYCHOM TepalMU MOKET HaOMIOAAaThCS yBEIHYEHHE Beca U
MOBBILICHHE KOHUEHTPALMH JMITMAOB U IJIIOKO3bI B KPOBH. [laHHBIE H3MEHEHHs YACTUYHO MOTYT
ObITH  OOYCIOBICHBI JAPYrMMH 3a00JNeBaHHAMH ¥ 00pa3oM JKH3HH. MOHHMTOPHPOBaHHE
KOHIICHTPAIMHU JIMIHKI0B H IIIOKO3bI J0JKHO OCYLIECTBISATHCS B COOTBETCTBHH C aKTYalbHBIMU
pekomMeHaauusamu no nedenuo BUY-undexuuu. Koppekuus HapyuieHHd JTHOMIHOrO 0OMeHa
IIPOBOJIMTCS B COOTBETCTBUH C KIIMHUYECKUMH PEKOMEHIALIUAMM.

Hapywenue ¢ynkyuu nevernu

VY nauueHTOB € HapyIIeHHAMH (QYHKIHH [EYeHH, B TOM YHCJIE€ C XPOHMYECKHM aKTHBHBIM
renatutoM B wim C, uMeercs MOBBINICHHBIA PUCK Pa3BUTHUS TKEIBIX MO00YHBIX 3P (HEKTOB CO
croponsl medeHd. Ilammentsr ¢ XxpoHuueckum rematutom B um C, mnonydaromue
AHTHPETPOBHPYCHYIO TEPAINHIO, HaXOAATCSA B TPYyINIE MOBBILIEHHOTO PHCKAa HeOIarompUATHOTO
BIIMSAHHSA Ha IT€YEHb C BO3MOXKHBIM JIETAJIbHBIM UCXOJIOM. 32 TAKUMH MAIHCHTAMH JIOJDKHO BECTHCh
THIaTeIbHOE KIIMHUYECKOE U J1abopaTopHOe HaOoIeHHE.

B cinyyae oboctpenus 3aboneBaHuii MeveHH y TaKMX MALMEHTOB JOJUKHA OBITH PaccMOTpeHa
BO3MOKHOCTB IIPEPBIBAHMs MIIM OTMEHBI TIpernapara.

llayuenmel, oonospemenno unguyuposarnvie BUY u supycom zenamuma B
13



ot 22.12.2022 Ne 29454

(NMOCNEOOBATENBHOCTE 0001)

COOTBETCTBYET 3KCNEPTHOMY OTHETY

In vitro smtpunutabun aktuBeH npotuB BI'B. Tem He MeHee, MalOW3y4eHHBIMH OCTAKOTCH
BOIpock! 00 3pHeKTUBHOCTH U O€30M1aCHOCTH HMTPULUTAOMHA MPH IPUMEHEHHH Y TTALIMEHTOB C
xonHpexkuuedn BUY u BI'B. IlpumeHeHue SMTpHUIMTAOHHA y MAHEHTOB C XPOHHYECKHM
renatutom B MoxeT npuBecTH K pazBuThio Y MDD-MyTanuit, KOTOpble Takke HaOMIOAAKTCS IPU
Tepanuy JaMuByIMHOM. Y MDD-MyTanuu o0ycioBIMBaIOT pe3HCTEHTHOCTh K SMTPUIIMTAOUHY H
JTAMUBYIUHY .

Bcem BHWY-unduuupoBaHHBIM MalMeHTaM Iepe]l HA4YalOM aHTHPETPOBHUPYCHOH Tepanuu
pPEKOMEHyeTCs IpOBeAeHHE 00CIeJOBAaHUS Ha HATMYHE XPOHUYECKOT0 renatuTa B.
Kounnpuuuporanusie BUY/BI'B narueHThI 10/DKHBI HAXOUTHCS 110 TIHATEIHBIM KIHHAYECKHM
1 1a00OpaTOpHBIM HAONIOJEHHEM B TEYEHHE MO KpaWHeH Mepe HECKOJIbKMX MECALEB MOCe
NpEKpaIEHUs JICYCHHsI SMTPUIUTAOMHOM B CBA3H C PHCKOM obocTpenus renatura. O6ocTpenue
renaruTa HabJII0Aanock Nocie NPEeKPALICHUs JICYeHHs SMTPUIIMTAaOUHOM y maiuenToB ¢ BI'B-
uHpekurern 6e3 comyrcrByromeid BUY-undexumu u nposBIAIOCh, OMHMO HOBTOPHOIO
obnapy:xenus JIHK BI'B, nopbieHneM ypoBHs AJIT B CHBIBOPOTKE KPOBH. Y HEKOTOPBIX M3 3THX
nauyMeHToB peakTHBauus BI'B Oblna accoruupoBaHa ¢ TSDKENIBIM MOPAXKCHUEM TEYCHH, BKIIIOYAst
JIEKOMITIEHCAMI M IEYEHOUYHYIO HEeJ0CTaTOYHOCTh. HemocTarouyHo noka3aTenbCTB TOrO, 4YTO
IIOBTOPHOE Ha3Ha4eHHUe SMTpHIUTaOHHA 3¢ PeKTUBHO MpH 0OOCTPEHUH renaTuTa. Y ManueHToB C
TSAKENBIM IIOPaKEHHWEM II€YEHH WM LHUPPO30M IIPEKpallleHHe JIEYeHUS HE pPEeKOMEHIyeTcs,
IIOCKOJIBKY O0OCTpeHHME TelaTHTa II0CJe IPEKpAlleHHs Tepalud MOXKET MPUBECTH K
JEKOMIECHCAIMU (DYHKUUH [IEYSHH.

Cunopom 6occmanoseHuss umMmmyHumema

Y ~ BUY-uHOUUUPOBAHHBIX  HALMEHTOB C  TSOKEIBIM  HMMYHOAC(QHIMTOM  Hayalo
AHTUPETPOBHPYCHOM TEpaluu MOXKET CIIPOBOLMPOBATH OOOCTpeHHE OECCHMITOMHBIX WK
OCTaTOYHBIX ONIOPTYHUCTHYECKUX HMHQEKUHMH, 4TO MOXKET NMPUBOAUTH K Pa3BUTHIO TSKEIBIX
COCTOAHUH, ycyryOieHuto cuMnToMaTuku. Kak mpaBuiio, mogoOHbIe peakiud HaOIJaluch B
TeYEeHHE HECKOIBKHX IEPBBIX HEJENIb H MECALEB NOCIe Hayala aHTUPETPOBUPYCHON TEpaIHH.
Coobu1anock 0 pa3BUTHH LUTOMETaJOBHPYCHOIO PETUHUTA, FEHEPATM30BAHHON H/WJIH 04aroBOH
MHMKOOAKTepHaIbHOW HHQEKIMH, THEBMOHHH, BBI3BaHHON Pneumocystis jirovecii. [losBnenue
M00OBIX CHMIITOMOB BOCHAIEHUs TpeOyeT 00cIeJ0BaH s U IIPH HEOOXOJMMOCTH JIEYEHHUA.

Taioke coobmanoce 00 ayTOMMMYHHBIX 3a0oneBaHMsAX (Hampumep, Oonesnb ['peiiBca u
ayTOMMMYHHBIN TelaTUT), BO3HUKHOBEHHE KOTOPBIX MPOMCXOJWIO Ha (hOHE BOCCTAHOBJICHHUS
uMMmyHHTeTa. OJTHAKO BpeMs MOSIBJICHUS TaHHBIX 3a00JI€BaHHI 3HAYUTEIIBHO BAPbUPYET U MOXKET
HaOJII0AaThCA Yepe3 MHOTO MECSILIEB MOC/Ie Havala JIeUeHHSL.

Ocmeonekpos
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COOTBETCTBYET 3KCNEPTHOMY OTHETY
ot 22.12.2022 N= 29454
(MOCNEOOBATENBEHOCTE 0001)

HecmoTps Ha TO 4YTO 3THONOrMA OCTEOHEKPO3a CUMTAETCH MHOroGaKTOpHOI (BKIIOUAs
HCIIOJIb30BAHUE  TIIIOKOKOPTUKOCTEPOMIOB, YIOTPEOJICHHE aJIKOrOJs, HaIHYUe TSKEIOM
MMMYHOCYNpeccHH, —Ooliee  BBICOKMH HMHIEKC Macchl —Tela), CIydad OCTEOHEKpO3a
PErMCTPUPOBATKCE OCOOEHHO YacTO y MauMeHTOB ¢ Tsokenoi BUY-undexumein w/wanm npu
JUTMTETIEHOM TpHeMe KOMOMHHPOBAaHHOM aHTHPETPOBHPYCHOH Tepamuu. [laumentam criexyer
PEKOMEH/I0BaTh 00palaThcs 3a KOHCYJIbTallMeil K Bpady NpH MOSABJIEHMH JOMOTHI WIH GONH B
CYCTaBax, CKOBAHHOCTH B CYCTaBaX WJIM 3aTPYJHEHUSX B JIBUKEHHH.

Mumoxondpuanvras oucynxyus

Bbu10 nokasano, 4To aHANOrH HYK/I€03(T)UA0B MOTYT B pa3IM4YHON CTENEHH OKA3bIBATh BIHAHHE
Ha QYHKLUMH MUTOXOHJPHH, B HAaMOOMBILEH CTENEHN 3TO OTHOCHTCS K CTAaBYIMHY, AMIAAHO3HHY H
supoByauHy. Iloctynanu coobmenus o pasBHTHH MHTOXOHIPHAIBHBIX auchynkimii y BUY-
HEraTUBHBIX HOBOPOX/JCHHBIX, MOABEPIIUMXCA BHYTPUYTPOOHOMY H/MIHM IOCTHATaIbHOMY
BO3JICACTBUIO AHAIOTOB HYKJIEO3MJO0B (B OCHOBHOM DEXHMBI, COJAEpKAlUMe 3HIOBYIHH).
OCHOBHBIMH HEKeTaTeIbHBIMH PEAKUHAMH, O KOTOPHIX COOOIIATOCH, OBUIH IeMaTOJIOrHYECKHE
HapyLICHHs (aHEMHs, HEHTPONEHMA) M MeTabONMYeCKHe HapylIeHHs (TMIeplIakTaTeMus,
THIEpIHNaseMus). OTH ABJIEHHSA YaCTO HOCHIIM TPAH3MTOPHBIN XapakTep. Peako coobmanock o
HEBPOJIOTHYECCKHX HAPYLICHUSX, KOTOpPbIC pa3sBUBAIMCH IIO31HEe (THUICPTOHMSA, CYyJIOPOTH,
[IOBE/ICHYCCKHEe  HapymieHus). Ha  cerogHAmHMHA  JeHb HEM3BECTHO, ABJIAIOTCA  JIH
HEBPOJIOTUYECKHE HAPYIICHUsS BPEMEHHBIMM HIIM IIOCTOSHHBIMH. Bce nertu, moasepriumecs
BHYTPHYTPOOHOMY BO3JEHCTBUIO HYKJICO3HIHBIX MM HYKIEOTHIHBIX aHATOroB, aaxe BUY-
HETaTMBHbIC HOBOPOX/CHHBIC, B Clly4yae MpPOSABIECHHA COOTBETCTBYIOLIMX [PU3HAKOB WM
CHMIITOMOB JIOJDKHBI HaXOAMTBCS IO/ TIATEIBHBIM KIMHHKO-Ta0b0paTOpHBIM HAOIIOCHHEM M
NPOHTH TIIATENBHOE O0OC/IEN0BaHHE Ha IIPEIMET BO3MOKHOIO HATMYMA MHTOXOHIPHATBHBIX
M3MeHEeHH. VIMelomuecs naHHble He BIMAIOT HA TEKyIHE HALUMOHATbHBbIE PEKOMEHIALNH 110
npuMeHeHHI0 BUY-1101105KuTEIbHBIME GepEeMEHHBIMHU KEHIIMHAMH AHTHPETPOBHPYCHOMR Tepanuu
C LeNbI0 MPO(HIAKTHKH BEPTHKAIBHOM Mepe1aun BUY.

Toowcuavie nayuenmo

IIpumereHne sMTpUIMTaOMHa He H3Y4aloch y MAUMEHTOB B Bo3pacTe crapiue 65 net. Ciemyer ¢
OCTOPOKHOCTBIO MOAOMpPaTh D03y JUIA MOXKHIBIX MALHEHTOB, YYUTHIBAA OOJBIIYIO YacTOTY
HapylIeHNH (QYHKIMH TeYeHH, TMoYeK HIH Cep/ua, a TAKKe COMyTCTBYIOIIHE 3a00JIeBaHUs HITH
IPHEM IPYTHX JICKAPCTBEHHBIX CPeACTB (CM. paszen «Crnocod NpUMEHEHHs U J103b1»).

JHemu

IToMumo HexenaTenbHbIX peakuuit, HaOMIOAABIIMXCS Yy B3pOCIBIX, B paMKaX KIMHHYECKHX
MCCIICIOBAHUH y JieTel wvame HaOmoJanach aHEMHs W HapylIeHHE IMTMEHTAIMH KOKH.

Henocrarouno nauubix s oueHkH 3¢ peKTHBHOCTH SMTPUUMTAOHHA B KayecTe NPOGUIAKTHKH
15
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nepenayd BHpyca OT Marepd pebeHky, a Take JsedeHus BHUU-unduumpoBaHHbIX
HOBOPOJK/ICHHBIX JCTEH.

Hrupopmayus ona nayuernmos

Bo usbexanne 0Cn0KHEHUI SMTPULUMTAOMH PUMEHSIOT [0/1 KOHTPOJIEM BPaua, MMEIOILETO OMBIT
BegeHus BUY-uHpUUupoBaHHBIX MAlIHEHTOB.

[TaimenTOB HEOOXOAUMO NMpENYNPEIUTh, YTO MM He CJIeAyeT OAHOBPEMEHHO CaMOCTOATEILHO
NPUMEHATH JIpyrue npenaparsl. HeperynsapHblii npueM npenapaTa MOXKeT MPUBECTH K Pa3BUTHIO
YCTOHYHMBOCTH BUPYCa M CHHKEHHIO 3())eKTHBHOCTH JICUCHHS.

[TanmenToB cieayer HHGOPMHPOBATH O TOM, YTO TEPaNsl SMTPHLUTAOUHOM He CHWKAET PUCKA
nepenayd BUY 1pyrum nroasaM npu nosoBbIX KOHTAKTAX HIIM NEPETUBAHUH KPOBU U TIOITOMY HE

OTMEHSAET HEOOXOIUMOCTH COOJIIOICHUS COOTBETCTBYIOLIMX MEP MPEI0CTOPOKHOCTH.

Bansinue Ha cnocoOHOCTH YNPaBAATH TPAHCHOPTHLIMH CPEIACTBAMH H MEXaHH3MAMH

He npoBoamnuce cnenuanbHble HCCICAOBAHHS BIMSAHHS SMTPHIMTAOMHA Ha CIOCOOHOCTD
YIPaBJIATh TPAHCIIOPTHBIMM CPEACTBAMHM M MexaHu3MaMH. OJHAKO IPH OIIEHKE CIIOCOOHOCTH
MALMCHTA YNPABJIATh TPAHCIIOPTHBIMU CPEJICTBAMM U MEXaHHU3MaMH HEOOXOJMMO NPHMHUMATH BO
BHUMaHHE €ro o0liee COCTOSHHE M XapaKTep HEXeJIaTeNbHBIX PCaKIMil, CBA3aHHBIX C IIPHEMOM
npenaparta. [TauneHTsl 10/1KHBI OBITH TPOUH(OPMHPOBAHEI 0 BO3MOXKHOM TOJIOBOKPYKEHHH IIPHU
JICYCHUH SMTPUUMTAOMHOM, NPH BO3HHUKHOBEHMH KOTOPOTrO CJEAyeT BO3JEpKAThCA OT

BBITIOJIHCHHUA YKAa3aHHBIX BHJI0B OCATCIIBHOCTH.

PopMa BbIIIyCKA

Kancynst 200 mr.

[To 10 kancyn B KOHTYPHYKO sA4Y€HKOBYK YNMAaKOBKY M3 IUICHKH KOMOMHHPOBAHHOM
(MOTMBUHUIIXJIOPU Y/ TIONIMBUHUITHACHXIOPHA) H DOJIBTH ATIOMHHHEBOH IEYaTHOM JIAKAPOBAHHOI.
ITo 30 kancyn B 6aHKy NOJMMEPHYIO (M3 IIOJMATHIIEHA WITH ITOJHIIPOIHIIEHA) UIA JTeKapCTBEHHBIX
CPe/ACTB, YKYMOPEHHYK KpPBIIKOH IOJMMEPHOH (M3 MOJMATHJIEHA HIH IOJHUIPOMHIEHA) C
BJIArOIIOTJIOTUTENIEM H KOHTPOJIEM NEPBOIO BCKPBITHS.

Ha 6anKy Hak/1eMBalOT 3THKETKY M3 OyMard 3THKETOYHOM, WIIH MUCYEH, WM CAMOKIIEANIYIOCS.
Kaxnyrwo OaHky, 3 KOHTypHbIE S4eiiKOBbIE YNAaKOBKH BMECTE C MHCTPYKIMEH MO NMPHMEHEHHIO

ITOMCHIAIOT B MAYKy U3 KapTOHA KOpOGO‘{HOI‘O.

Cpok rogHocTi
3 roxga.

He npuMeHATH 10 UCTEYEHHUH CPOKA IOJJHOCTH.
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YeaoBusi XxpaHeHHs
B 3amuiienHoM oT cBeTa MecTe, IpU Temiiepatype He Bbiie 25 °C.

XpaHuTh B HEZIOCTYITHOM /ISl IETEH MecTe.

VYcaoBusi oTnycka

OTnyckaoT 1o peuenty.

JlepxaTe/ib perHCTPALHOHHOTO YA0CTOBEPEHHS

00O «TexHonorus 1eKapcTe»

141400, Poccuiickas ®enepanus, MockoBckas 0611, r. XuMkH, yi1. Pabouas, 1. 2a, ctp. 31, mom.
21

Tenedon: +7 (495) 225-62-00

dakc: +7 (495) 225-62-65

E-mail: info@drugsformulation.ru

IIpousBoauTeb/0pranu3aumsi, NPHHUMAKOLIAS MPETEH3HH OT MOTPeduTE el

AO «P-Dapm» .

150061, Poccuiickas ®enepanus, SpocnaBckas 061, r.o. r. Spocnaens, r. Spocnasnb, yiI.
I'pomoga, 1. 15

Tenedon/paxc: +7 (4852) 40-30-20

E-mail: info@rpharm.ru
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