HO P

OBIIAS| XAPAKTEPUCTHKA JEKAPCTBEHHOTO TIPEITAPATA 6 8 1 8 E 2 U 1 8

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITPEITAPATA 5r MKa3 Munuorencrag
JIOPUCTA® H]I tabneTku, NOKPHIThIE IIIEHOYHOM 0605104K0it, 100 Mr/25 m‘g{f ej =N
Jlozapman kanus/2udpoxaopmuasuo

2.  KAYECTBEHHBIN U KOJIMYECTBEHHBIIA COCTAB

1 Tabnerka, MOKphITas IUIEHOYHOH 000504K0H, comepxut 100 Mr nosapraHa Kamus U 25 M THAPO-
XJIOpTHA3HA.

BcnoMorarenpHble BEIIECTBA C M3BECTHBIM JEHCTBHEM: JIAKTO3bI MOHOTHAPAT, KPACUTEb XHHOJIMHO-
BhIi XxenTelit (E104)
Oona mabaemka, NOKPbIMAsL NNEHOYHOU 0D0N0YKOU, COOEPHCUM.:
JlakTo3a 119,95 mr
Kpacutens xuHonuHOBbIH sxenTbiii (E104)

0,11 mr

BcnomorarenpHble BEIECTBA MIEPEUHCIIEHE] B paszene 6.1.
3. JEKAPCTBEHHAS ®OPMA

JKentele, OBaTbHEIE, CIIETKA JABOSAKOBEIITYKJIBIE TaGHCTKI/I, ITOKPBITBIC IJIEHOYHOH 000JI0UKOIH.

4. K/IMHUYECKHE JAHHBIE

4.1 IlokazaHusi K IPHMEHEHHIO

Ipenapar Jlopucta® HJI nokasaH /i NedeHus IEPBAYHON apTepUATbHON THIIEPTEH3UHU B CIIydasx, KO-
ra aIeKBaTHOTO KOHTPOJISl apTepHATBFHOIO JABJICHHUS HE yAaeTcs NOOUTHCS MPU MOMOIIU JI03apTaHa U
THAPOXJIOPTHA3UA, IPUMEHSIEMBIX 10 OTAEIBHOCTH.

4.2 PexxuM 003MpPOBAHHSA H CrI0C00 MPAMEHEHHS
Apmepuanvras eunepmen3us
KoMmbuHarust go3aptaHa ¥ THAPOXIOPTHA3HIa He NpeJHa3HaueHa /sl HaualbHOW Tepamuu; NpUMeHe-
HHE PEKOMEHIOBAHO B CIIy4asX OTCYTCTBHS aJ€KBAaTHOTO KOHTPOJIS apTepPHATBHOIO JABICHUS TPH IO-
MOIIM JIO3apTaHa M THAPOXJIOPTHA3UA, MPHUMEHIEMBIX 110 OTAEIBHOCTH. PEeKOMEHIyeTCsl THTPOBaHUE
JI03 110 KOMITOHEHTaM (J103apTaH ¥ ruapoxyioptuasun). [Ipu kimHudeckold HeOOXOJUMOCTH LIEIeco00-
pa3HO paccMaTpHUBaTh IEPEXOA OT MOHOTEPANHH K MPUMEHEHHIO KOMOWHALUH ¢ (UKCHPOBAHHOMN J10-
30H.
O6kIyHAs moamep KuBaromas n1o03a — 1 Taénerka Jlopucta® H (;o3apran 50 mr/ruapoxnoptuasun 12,5
Mr) | pa3 B cyTkw.
[Ipu HEOOCTATOYHOM TEpaIeBTHYECKOM OTBETE J03a MOXET ObITh yBenuueHa 10 1 Tabnerku Jlopucta
HJI (mozapran 100 mr/runpoxnopraasun 25 Mr) 1 pa3 B cytku. MakcumanbHas fo3a - 1 tabnetka Jlo-
pucta® HJT (mo3apran 100 Mr/rumpoxioptuasu 25 Mr) B CyTKH.
Kak npaBuiio, runmoTeH3uBHBIN 3P PeKT qocTUraercs B TeUeHue 3 - 4 HeeNb I0CIe Havalla TeparyH.
Jlopucta® H 100 TabneTky, MOKpPHITEIE MIEHOYHOMH 0605109Koit, 100 Mr/12,5 Mr (osaptan 100 mr / rua-
poxsoptiasug 12,5 Mr) rmokaszaH Mam@eHTaM, KOTOpble MPUHUMAaTK Jlo3apTaH B go3upoBke 100 mr, u
KOTOPBIM TpeOyeTcs TOMOJHUTENbHBINA KOHTPOJIb ApTEPUAIBHOTO JaBICHHUS. B
[Ipumenenue npu HapyuieHuy GYHKYUY NOYEK U Y NAYUEHINOB, HAXOOAUUXCA HA eemoduaﬂwe
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TManueHTaM ¢ yMEPEHHOM ITOYeUHOl HeI0CTaTOUHOCTHIO (KmupeHc kpeaTuHuHa 30 - 50 MJI/MHUH) KOp-
peKILHs HAauaJIbHOU 103kl He TpebyeTcs. He pekoMeHayeTcs HasHauaTh JaHHYIO KOMOWHALIMIO TIPH TS-
JKEIOM HapyIIeHHH (yHKIUH [oueK (KITHPEeHC KpeaTuHuHa < 30 MJI/MUH) ¥ NTALMEHTaM Ha TeMOHAIN3e
(cm. pasnen 4.3).

CocmosiHus, conpogoiCcOaIOuUecs UCMOoueHUueM UHMPABACKYIAPHO20 0bbema

Tlepen NpUMEHEHHEM KOMOMHALMHY JI03apTaH / THAPOXIOPTHA3U/ TPeOyeTCs KOPPeKIys AChULIUTA HH-
TPaBacKyJSIPHOTO 00beMa U/HITH HEJOCTATKa HATPHS.

IIpumenenue npu ne4eHouHoU HeQOCMamoOYHOCmMuy

TIpHMeHeHre MPOTHBOIOKA3aHO Y MALHEHTOB C TSHKENOH MEeYeHOUHOH HEJOCTATOUHOCTBIO (CM. paszien
4.3).

Iayuenmyl nodicuno2o eozpacma

KoppeKuus 10351 y TOXUIIBIX MAI[UEHTOB, KaK MPAaBUIIO, He TpebyeTcs.

Ipumenenue y demeii u noopocmkos (< 18 nem)

Her cBeiennii 0 MpUMEHEHUH TIpenapaTa y JAeTed U MOAPOCTKOB, O3TOMY Ha3HAUYeHHE JaHHOM KaTero-
PHUH TIAI[HEHTOB HE PEKOMEHI0BaHO.

Croco0b npuMeHeHus

[Ipemapar momyckaeTcs MPUHUMATh BMECTE C JPYTHMH aHTUTHIIEPTEH3UBHBIMH JIEKAPCTBEHHBIMU TIpe-
napatamu (cM. paszgensl 4.3, 4.4, 4.5u 5.1).

[IpenapaT MOXHO IPUHUMATh HE3aBUCUMO OT IIPUEMA MTHIIH.

TabeTky cieqyeT 3anuBaTh CTAKAHOM BOJBI.

4.3 IIporuBomoxkasaHus

. [ToBbILIEHHAs YyBCTBUTEIBHOCTD K JI03apTaHy, IPOU3BOIHEIM CylbhOHAMHA (TaKUM, KaK TH-
POXJIOPTHA3KI) WK K JIFOOOMY U3 BCIIOMOTaTeIbHEIX BEIIECTB, IEPEUNCIIEHHBIX B pasaene 6.1;

. 2 u 3 TpuMecTphl 6epeMeHHOCTH (CM. pasfensl 4.4 u 4.6);

o Tspxenasi mo4eyHas HEAOCTATOUYHOCTE (KIUpeHe KpeaTHHUHA < 30 MII/MHUH);

. ARypus;

. Tspkenas meyeHOYHas HEIOCTATOYHOCTH, XOJIECTa3, HAPYLICHUE MPOXOAUMOCTH JKEIYHBIX IIy-
TEH;

. VCToWYMBEIE K TEpAUK THIIOKATHEMHUs HIIM THIIEPKAIbIIUEMHUS;

. PedpaxTepHas runoHaTpueMus;

. CumrroMaTuyeckas TUIEPy pHKeMHEs / T0Jarpa;

. OnHOBpeMeHHOe npuMeHenue npenaparta Jlopucta® H]I ¢ mpenaparamu, COAEpIKALIAMH allkC-

KHMPEH, IPOTHBOIIOKA3aHO MalHeHTaM C caXapHbIM JHabeToM MM IMoYedHoH HenocTarouHocThio (CKO
< 60 mn/mun/1,73 M%) (cm. pasgen 4.5 u 5.1).

44  OcoOble yKa3aHHS H MePbI NPEJOCTOPOKHOCTH IIPH NPHMEHEHHH

JlozapTaH

AHeuonespomuyeckuli omex

[TanMeHThl C aHTHOHEBPOTHYECKUM OTEKOM B aHAMHE3€E HOJDKHBI HAXOAUTECS MO/ CTPOIUM HaOJIFOIEHH-
eM Bpadva (0TeK JuIa, ryd, ropyia W/uimm s3eika) (cM. pasaen 4.8).

T'unomensus u ucmowjerue UHMPABacKyIapHo20 obvema

V manueHToB ¢ THIIOBOJIEMHEH /MM THIIOHATPUEMHEH (BCIEACTBUE MHTEHCUBHOM TEpAIUHU IUYPETH-
KaMH, JUETHI CO CHIKEHHBIM KOJIMYECTBOM HATPHS, IHAPEH UIIH PBOTHI) MOXKET HaOIIOAAThCS THITOTEH-
314, 0COOEHHO TIOCTIE MpHeMa MepBO 1036l JlaHHBIE COCTOSHUS TPEOYIOT KOPPEKLHHU MEPE HavYaIoM
nevenus (cM. pasaenst 4.2 u 4.3).

Hapywienus snexkmpoaumno2o baianca

Hapymienus 3/1eKTpONUTHOro GanaHca 4acTO BCTPEYAKOTCS Y MALMEHTOB C MOYEUHOH HENOCTaTO4HO-
CTBIO, [IPH HAJIMYMU UK OTCYTCTBUH Anabera. Takum o6pasom, BO BpeMs JICUCHHS CIENYET KOHTPOJIH-
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pOBATh KOHLEHTPALHIO Kalus B IUIa3Me KPOBH M KIMPEHC KPEATHHHHA, OCOOEHHO Y MAlKCHTOB C KIlH-
percoM kpeatuHuHa 30 — 50 MJI/MHUH U CEpAECYHON HEOCTATOYHOCTBIO.

He pexomeHIyeTcsl MpUMEHEHHE KanuiicOeperarIyx I1uypeTHKOB, 100aBOK Kaausd ¥ Kaauicoaepxa-
IMX 3aMEHMTENIEH COJIM, a Tak)e APYTHX IpernapaToB, IPU IPUEME KOTOPBIX BO3MOXKHO MOBBILICHHE
KOHIIEHTpAIIMii KaIus B I1a3Me KPOBH (HaIpUMeEp, TAKOBEIE, COAEPIKAIIUE TPUMETOIIPUM), COBMECTHO C
KOMOHMHAIMEN J103apTaH/THAPOXIOpTHAa3u (CM. pa3zen 4.5).

Hapywenue ghynkyuu neveHu

Ha ocHoBaHHH (hapMaKOKMHETHUYECKHX NAHHBIX, JEMOHCTPUPYIOUINX 3HAYUTEIBLHOE YBEIMYEHHE KOH-
LEHTpALUHA JI03apTaHa B IUIa3Me Y GOIBHBIX Uppo3om, npenapat Jlopucta® HJI ciesryer ¢ 0CTOpPOIKHO-
CTBIO HA3HAYaTh MMALMEHTAM C JIETKMMH WM CpelHeH TsHKeCTH HapyIIeHUsMU (YHKIUH TE€YEHH B
agamHe3e. [ToCKONIbKY JaHHBIE O TEPAleBTHUYECKOM NPUMEHEHUHU JI03apTaHa y IALUEHTOB C TSHKEIOH
[eYeHOYHOM HEJOCTAaTOYHOCTBIO OTCYTCTBYIOT, penapat Jlopucta® HJI mpoTHBOMOKa3aH NaHHON KaTe-
TOPHH MAUEHTOB (cM. pasnensl 4.2, 4.3 u 5.2).

Hapywenue ¢hynkyuu novex

B pesynbrare momaBneHUs] pPEHUH-aHTHOTEH3UH-AIBJOCTEPOHOBOM CHCTEMBI OTMEYAIMCh H3MEHEHUS
GyHKIMH MOYeK, BKITIOYAs MOYEYHYIO HEAOCTATOYHOCTH (B YaCTHOCTH, Y MAIMEHTOB C 3aBHCUMOCTBIO
MmoyeyHOH (YHKIMH OT PEHUH-aHTMOTEH3UH-AJIbJI0CTEPOHOBON CHCTEMBI: MAIlMEHTHl C TSDKENIOH cep-
NEeYHOU HEIOCTATOYHOCTHIO JIMOO0 ¢ XPOHUYECKUM HApYIIEHHEM (YHKIHH [T0YEK).

Kak ® B ciydae C JOpyrHMH IpenapaTaMd, BO3JCHCTBYIOIIUMH Ha pPEHHH-aHTHOTEH3UH-
aTbIOCTEPOHOBYIO CUCTEMY, y TALUEHTOB C JBYCTOPOHHHMM CTEHO30M IIOYEUHBIX apTEpUil UK CTEHO-
30M apTepHH €AUMHCTBEHHOH MOYKH OTMEYAJIOCh ITOBBIIIEHHE YPOBHEH MOYEBUHBI U KPEATHHUHA; JaH-
HbIe U3MEHEHUs 00paTUMBI ITPH MpeKparneHuu Tepanuu. Cieyer ¢ OCTOPOXKHOCTHIO IPUMEHSTH JI03ap-
TaH y HAllUE€HTOB C JBYCTOPOHHUM CT€HO30M ITI0YE€YHBIX apTEPHUH HIIK CTEHO30M apTepUH €IUHCTBEHHOM
TIOYKH.

Tpancnnanmayus novex

HeT maHHBIX O IpPUMEHEHWH Ipernapara y MalUeHTOB, MEePEHECIIHX OMEepalfio 0 TPaHCIUIAHTALMH
TTOYKH.

[Iepeuunulii 2unepanbO0ocmepoHu3M

VY MaIueHToB C NePBUYHBIM THIIEPaTbJI0CTEPOHU3MOM, KaK IIPAaBUIIO, OTCYTCTBYET peaklys Ha TMIOTEH-
3UBHBIE CPEACTBA, MOAABIAIOLINE PEHHH-aHTHOTEH3HHOBYIO cucTemy. ClieoBaTeIbHO, NPUMEHEHHUE
KOMOMHAIIMH JI03apTaH/THAPOXIOPTHA3U HE PEKOMEHIYETCH.

Koponapnas 6onesns cepoya u yepeOposackyisipHvle HapyuleHus

Kax u B cirydae mpuMeHeHUsI JIOOBIX JPYTUX aHTUTUMIEPTEH3UBHBIX CPEICTB, 3HAUUTENIBHOE CHUIKEHHE
apTepHATBHOTO JIaBJICHHS Yy MMallHEHTOB C HIIEMHYECKOU GOJIe3HBIO cepaua U 1epedpoBacKyIspHBIMU
3a00JIEBAaHUSIMH MOXKET IIPUBECTH K HHPAPKTY MUOKAp/a WK HHCYJIBTY.

Cepoeunas nedocmamo4Hocms

Y NanueHToB ¢ CepIEYHOM HEeAOCTaTOYHOCTHIO C MM 0e3 MoYeuyHOU HEAOCTaTOYHOCTH, KaK U IIpU MIpHU-
eMe ApYTHX IpenapaToB, ASHCTBYIOIIUX HA PEHUH-AHTHOTEH3UHOBYIO CHCTEMY, CYIIECTBYET MOBBIIIEH-
HBIf PHCK pa3BUTHS TSDKEJIOH apTepHalbHOW TMIIOTEH3WH M MOYEUHOUW HETOCTATOYHOCTH (3a4acTyio
OCTpOii).

Cmeno3 MumpanbHo20 Ul AOpmManbHO20 KAANama, 00CMpPYKmMuBHas 2unepmpouyeckas Kapouomuo-
namust

Kak u B ciyyae qpyrux Ba30AUIaTaTOPOB, CIENYET C 0CO00M OCTOPOIKHOCTBIO TOAXOJUTH K Ha3Haue-
HUIO TIpernapara MalueHTaM ¢ aOpTaIbHBIM CTEHO30M, CTEHO30M MUTPAJILHOTO KJIarnaHa U 00CTPyKTUB-
HOM runmepTpopuIecKoi KapAHOMHONATHEH.

ImHuyeckue ocobernHocmu

[ToxazaHo, YTO MHTHOUTOPHI aHTHOTEH3UH-IIPEBpaIlaroero GepMenTa, Jio3apTal U APYrUe aHTaroHH-
CThl QHTHOTEH3WHA 00/1aal0T 3HAUYUTENIFHO MEHBILINM THIIOTEH3UBHBIM 3((EKTOM IpU MPUMEHEHHHU Y
YePHOKOXHX MMAIlMEHTOB. B03MOXHO, JaHHOE 00CTOATENLCTBO OOBACHSIETCS TEM, YTO y ITOH KaTeropuu
MAalHEHTOB YaCTO BCTPEYAeTCs HU3KUH YPOBEHb PEHHUHA B KPOBH.
Bepemennocme T cor
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Uurubutops! perentopos anruoreHsuHa Il (APA-II) ne cnenyer HauMHATh IPHHUMATH BO BPEMS
MEHHOCTH. Eciii BO3MO)KHO, TO MallMEHTKaM, IUNIAHUPYIOUIMM OEpEMEHHOCTh, CIEAYET HAa3HAYUTh ajlb-
TEPHATUBHBIE BU/Ibl aHTUTUIIEPTEH3UBHON TEpAIUK, XOPOIIO 3apEKOMEHI0BABIINE CE0sl ¢ TOUKH 3PEHHS
0€e30MacHOCTH MPH IPUMEHEHUH B Tiepuo 6epeMeHHOCTH. [locie ycTaHOBNIeHHS O€PEMEHHOCTH CIIeMy-
eT HeMeAJIeHHO npeKkpaTtuTh npuMeHeHue APA-II u npu HEoOXOOUMOCTH HA3HAYUTH AJIbTEPHATUBHYIO
Tepanuo (cM. pazzaensl 4.3 u 4.6).

Heotinas broxada peHuH-aneuomeH3uH-anrboocmeporogot cucmemol (PAAC)

CyliecTByIOT NaHHBIE, YTO COBMECTHOE IIPHUMEHEHHE HHTUOUTOPOB AHTMOTEH3UHIIPEBPALIAIOLIETO
(epmenta (AIID), 610KaTOPOB pPeNENTOPOB aHTMOTEH3UHA I U anucKUpeHa MOBBIIAET PUCK PA3BUTHS
apTepUaIbHOM TMIIOTEH3MH, THIIEPKATHEMHN M CHIDKEHUS (QYHKIMH MoveK (BKJIFOYAs OCTPYIO MOYeu-
HYI0 HeI0CTaro4HOoCTh). CrenoBarensHo, nBoiHas Gnmokaga PAAC ¢ mpuMeHeHHEM WHTHOUTOPOB
AIl®, 6noxaropos penentopos anruorensuHa II (BPA II) unu amickupena He pekoMeHI0BaHa (CM.
paznensr 4.5 u 5.1).

B ciyuasx, korza coBMECTHOE IpHUMEHEHHE abCOMIOTHO MOKa3aH0, HEOOXOAUMO TINATEIbHOE HAbTIoze-
HHE CIENHAIUCTA U 00A3aTENbHBIH MOHUTOPUHT (YHKLIUH IOYEK, BOJHO-IJIEKTPOIUTHOTO GanaHca u
apTepHAJIBHOTO JJABJICHMUSL.

Nurubutopsl AII® u 610KaTOpPE! PELENTOPOB aHTHOTeH3KHa I He JOKHBI Ha3HAYATHECS OJHOBPEMEH-
HO MalUeHTaM C AuabeTudecKoi HedponaTHe.

['uapoxsopTuasug

T'unomensus u HapyuieHue 600HO-31eKMPONUMHO20 bananca

Kax u 1npu Jpyro#i aHTUrMIEPTEH3UBHON TEPAMH, Y HEKOTOPBIX [ALIMEHTOB MOYXET BO3HUKHYTh CHMII-
TOMATHYECKas apTepuaibHas runoTensus. [loatomy cinemyer mpoBOaUTE CHCTEMATHYECKUH aHANU3 s
BBISIBJICHUS KIIMHUYECKUX MPU3HAKOB HapyIIECHHs BOJHO-3JIEKTPOJUTHOTO GanaHca (TUIIOBOJIEMHUS, TH-
IOHATPHEMHS], THITOXJIOPEMUYECKHH aIKano3, THIOMAarHUEMHsI WK THIIOKAIMEMHS), HATIPUMED, TIOCTIE
AWapey WK PBOTHL. Y TaKUX MAHMEHTOB HEOOXOMMMO MPOBOJHUTH PETYNIAPHBIA KOHTPOJb CONEPIKAHHS
3JIEKTPOJIMTOB B IUIa3Me. B iapkyro morofy y HalHeHTOB, CTPANAIOIIUX OTEKAMH, MOXKET OTMEYAThCS
JUITIONMOHHAS TUIIOHATPUEMUSL.

Bruanue na memabonusm u d3HOOKPUHHYIO CUCEMY

Tepanus THasugaMu MOXET PUBECTH K YXYALICHUIO TOJEPAHTHOCTH K IVIFOKO3€. MOXKET TOHa[00UTECS
KOPPEKIHs 03Bl IPOTUBOAUAOETHYECKHX CPENCTB, B T.4. HHCYIHHA (CM. paszen 4.5). [Ipu npuMeHeHUu
THA3UIHOH Tepanuu MOXKET MTPOSBIATCS JTATEHTHBIH caxapHBIi 1uaber.

Tuasuael MOTYT CHUMXKATh BEIBENCHHE KAIBIHSA C MOYOH U MIPUBOAKTE, TEM CaMbIM, K KPAaTKOBPEMEHHO-
My HE3HAYHTETBHOMY YBEJIMYEHHIO €r0 KOHIEHTPALUH B IIa3Me KpOoBU. BeIpaxkeHHas TUIEpKaIbIHe-
MU MOXKET CBHIETENECTBOBATE O CKPBITOM TUIIEpHapatupeounusme. [lepen uccnenoBanueM QyHKIMH
MapalUTOBUIHBIX XKeJIe3 IIPUEM THA3UIHBIX AUYPETUKOB CIEMyeT MPEKPaTUTh.

C nprMeHeHHEM THA3HIHBIX AHYDPETHKOB MOXKET OBITh CBS3aHO IOBBINIEHHE YPOBHEH XONECTEPUHA U
TPUTIULEPHIOB.

Y HEKOTOpBIX MALMEHTOB TEPANHs THA3HJAMH MOXXET CIIPOBOLHPOBAThH THIEPYPUKEMHUIO H / HIIH MpH-
ctyn nojarpsl. ITockonbKy n03apTaH yMEHBIIAET KOHIEHTPAIHIO MOYEBOM KHMCIIOTHI, TO €r0 KOMOHHa-
LUst ¢ THAPOXJIOPTHA3HIOM CHIDKAET BEPOSTHOCTH BOSHHKHOBEHHS THIIEPYPUKEMHHU, CBA3AHHOM ¢ MpH-
MEHEHHUEM Iy PETUKOB.

Hapywenue gpynrxyuu nevenu

Y MauueHTOB ¢ NEYEHOYHOH HEJOCTAaTOYHOCTBIO MIIH MPOrPECCHPYIOMUMHU GOJE3HAMHU TIEUEHH TIPUMe-
HATb THa3U/IbI CJIETYET C OCTOPOXKHOCTBIO, TAK KaK OHH MOTYT BBI3BaTh BHYTPUIIEYEHOUHBIN X0JIECTa3, a
HE3HAYUTEIBHBIE U3MEHCHUS JKHIKOCTHOTO M 3JICKTPOJIMTHOrO OanaHca MOTYT CIIPOBOLMPOBATH I€ye-
HOuHyI0 Komy. [Ipenapar Jlopucta® HJ] mpoTHBOMOKA3aH MAIMEHTAM C TSDKENION IeYeHOUHOMN He0CTa-
TOYHOCTBIO (cM. pazaensl 4.3 u 5.2).

Lpyaue ocobennocmu

Y nmanueHToB, MPUHUMAIOIMX THA3UAbL, MOTYT OTMEYAaThCS PEaKL[HK ITOBBIIIEHHON UyBCTBUTEILHOCTH
BHE 3aBHCHMOCTH OT HAJIMYHS B aHAMHE3€ aJUIEPIUH WM OPOHXUANBHOH acTMBI. VIMEIOTCS coobIIeHH s
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06 060CTPEHHH UK BO30OHOBIEHUH CHCTEMHON KPaCHOM BOYAHKH MTPH MPHUMEHEHUM THA3UIHBIX IIpe-
1apaToB.

HemenanomHuiii pax Kodicu

B 1ByX SHHIEMHOJIOTHYECKHX HCCIECIOBAHUAX HA OCHOBAHMH JaHHBIX J[aTCKOro HalMOHAJIBHOIO
peecTpa OHKOJOTHYECKHUX 3a00ieBaHMi, OBUI BBIABJICH IIOBBIIIEHHBIH PUCK Pa3BUTHSA HEMEIAHOMHOIO
paxa koxu (HMPK) (6asansroknerousoit kapunsoMsl (BKK) u miockoxrerounoi xapuuHomsl (IICK))
IocjIe IPUMEHEHHS 00Jiee BEICOKHX CYMMapHBIX /103 THPOXJIOPTHA3H/IA.

DoTOCEHCHOUTU3UPYIOIee NEUCTBHE THAPOXJIOPTHA3UAA MOXKET PACLEHHBATHCS KaK BO3MOXKHBIA
mexanu3M  pa3Butus HMPK.  TlanueHToB, IOPUHUMAIOIUX  THAPOXJIOPTHA3HI,  CJIEAYET
npouHpopmupoBath 0 pucke pasButud HMPK, HeoOxomumocTu peryiaspHON IIPOBEPKH KOXHBIX
IIOKPOBOB Ha HAJMYME HOBBIX OYaroB M HEOOXOOMMOCTH He3aMeIIMTENBHO cO00IaTh 0 JIHOOBIX
MOI03PUTENHHBIX HOBOOOpA30BaHUSAX Ha KOXe. J{JIs CHHIXKEHHUsT pUCKa Pa3BUTHUSI paKa KOXH MalkeHTam
CIleyeT COOOMIMTh O BO3MOJXKHBIX NMPO(UIAKTUYECKUX MepaX, TaKUX KaK OTpaHHYEHHE BO3NEHUCTBUSL
COJIHEYHOTO cBeTa U Y D-iryueit, a B ciryyae BO3AECHCTBUSI HEOOXOIUMO IIPUMEHSTh aJIEKBATHYIO 3aLUTY
KOXHBIX TOKpoBOB. HeoOxomumo B Kpardaiiuue Cpokd OOCIENOBATH MOAO3PUTENBHBIE TOPAXKEHUS
KOXXHBIX ITOKPOBOB, BKJIFOUAs THCTOJIOTHYECKOE UCCIIEIOBaHUE OUOIICUIHHOrO MaTepuana. Y MalueHToB,
panee nepenecmux HMPK, taioke MoxeT moTpeboBaThCsi EPECMOTPETh HEOOXOAUMOCTD TPUMEHEHH S
ruapoXIopTHazua (cM. paszen 4.8).

XopuouoanvHwviii 6b1NOM, OCMPO PA3BUBULASC MUONUS U 6MOPUUHAS 3AKPLLIMOY20IbHAS 21AYKOMA
CynbhoHaMUIB! WK NTPOU3BOIHBIE CyIb(OHAMHUAA, MOTYT BBI3BIBATh MIUOCHHKPA3UUYECKHE PEAKIIHH,
MPUBOJAIIUE K PAa3BUTHIO XOPHOHMJATBHOTO BHINNOTA C A€)EKTOM IMOJS 3PEHHUs, OCTPO pa3BHUBLLIEHCH
KpPaTKOBPEMEHHOM MHUOIHH U OCTPOH 3aKPHITOYrOJIbHOU riaaykoMe. CHMITOMBI BKJIIOUYAIOT IOTEPIO
OCTpOTBHI 3peHus WK 00Jb B Ila3aX, KOTOPbIE BO3HUKAIOT, KaK MPABUIIO, B TEUEHHE HECKOIBKUX HAcOB
WIH HeJeNb IOCJe Hayana NpHeMa JIEKapCTBEHHOTO CpeacTBa. [Ipu OTCYTCTBUM J€YEHHs OCTpas
3aKpBITOYTOJIbHASL TJIAyKOMa MOJKET NPUBECTH K HeoOpatumoil mortepe 3peHus. [lpu mposBrenuu
CHMIITOMOB HEOOXOIMMO KaK MOXXHO CKOpee IpeKpaTUTh MpHUEM Ipenapara. ECIH BHYTPHUITIA3HOE
JIaBJIEHHE OCTAeTCs HEKOHTPOJIHPYEMBIM, MOXXET IIO0TpPeOOBaThCS HEOTIIOKHOE MeEIHKaMEHTO3HOE
JIeYeHHE WJIK XUPYPrHYecKOe BMEIaTeNbCcTBO. PaKkTopaMu pUCKa pa3BUTHSI OCTPOH 3aKpBITOYTOBHOM
IJIayKOMBI MOTYT OBITH aJUIEpruyYecKue peakluy Ha cyIbG)OHAMUIbI WK IEHUIMIIMH B aHaMHe3e.
Ocmpryle nopasiceHus OblxamenbHblX nymetl

Coobmanock 006 O4eHb PEeIKUX THKEBIX CITydasX OCTPBIX MMOpPaKEHUH ABIXaTENbHBIX MyTeH, Halumro-
JABIIUXCSL [TOCTIE TpHUeMa THAPOXJIOPTHA3UAA, BKIIOUAs OCTPBIA PECITUPATOPHBIA AUCTPECC-CHHAPOM
(OPZIC). Orek nerkux, KaK MPaBHJIO, Pa3BUBAJICS B TEUYCHUE HECKOJIBKHUX MHHYT HJIH YacOB IIOCIIE TIPH-
eMa THApOoXJopTHasuaa. [lepBoHAUaNbHBIE CHUMITOMBI BKJIFOYATH OZBILIKY, JTHXOPAIKy, HapylIeHHE
DYHKIMH JIeTKuX ¥ TunoTensuto. [Ipu mogospennu Ha OPJIC crnemyer oTMeHuTh mpenapaT Jlopucra®
HJI ¥ Ha3HAUYUTH COOTBETCTBYIOLIEE JiIeUeHHE. | HAPOXIIOPTHA3K/ HE CIeoyeT Ha3HA4YaTh MallUeHTaM C
OPJIC nocne mpreMa ruipoXJopTHa3ua B aHAMHE3E.

Bcnomozamenvhule geujecmsa

Ipenapat Jlopucta® HJ[ cOmEp)KHUT NAKTO3y, TOITOMY IPOTHBONOKA3aH MALHEHTaM ¢ TAKUMH PEIKAMH
HAcJIeCTBEHHBIMU 3a00JIeBaHUSIMH, KaK HEIEPEHOCUMOCTh TaJlakTo3bl, 00IIas JaKTa3Hasi HeoCTaToy-
HOCTbH WJIM HapyIlIEHUE BCACBIBAHUS ITFOKO3BI-TaIaKTO3BI.

[Tpenapat conep>KUT a30KpacUTeNb XUHOIMHOBEIH xkenThlit (E104), KOTOpEIit MOXKET BBI3BIBATE ajlIep-
THYECKUE PEaKIUH.

4.5 BsaumogeiicTBHe ¢ APYIrHMH J1eKAPCTBEHHLIMH TpenapaTaMi W ApPyrue BHAbI B3aHMO/eii-
CTBHA

JlozapraH

Pugpamnuyun M ¢hnykoHa3on CHUKAIOT KOHLIEHTPALMIO aKTUBHOTO MeTabonuTa. KinuHuueckue nocnes-
CTBHUS TaKOTO B3aUMOJICHCTBUS HE U3yUEHBL.

Kak u B ciiyyae Opyrux mpenapaTtoB, OJOKUPYIOIMX aHTMOTEH3UH I UM CHMOXKAKOIIMX €ro NEHCTBHE,
CONYTCTBYIOLIEE NIPUMEHEHUE Kanulicbepe2arowux OuUypemukos (CRUpOHONAKMOH, MPUAMMEPEH, aMu-
210pu0), 006aBOK KANUS, KAIUUCOOePHCAUUX 3AMEHUMEALU.-COAU-ATIA APYTHX TIPETIAPaTOB, MpH IpHEMe
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KOTOPBIX BO3MOJKHO IOBBIIIEHHE KOHUEHTPAUMA Kalus B IJIa3sMe KPOBH g(jﬂgnp]imep, Talzmgle] canep-
Kalie TPUMETOTIPHM), MOYET IPHBECTH K YBEIUYCHHIO KOHLICHTPALMK KaJIus B IIa3ME KPOBH. Opnno-
BpPEMEHHOE TPHMEHEHHE JaHHBIX IPENapaToB He PEKOMEHIYETCs.

Kak ¥ fpyTue mpernapathbl, BIHSIONINE HA BBIBEJECHHE HATPUS, JO3APTaH MOXKET CHIKATb BBIBCACHHE
nuTHS W3 opraHu3Ma. [losToMy mpu ofHOBpeMeHHOM mpumenenuu APA-II u conedt numus cnenyet
TIATEIBHO OTCIEKUBATEH YPOBEHD JIUTHS B IIJIa3ME KPOBH.

Ilpu coBmectHoM mpuMeHeHHH APA-II u HecmepouOHeix npomugo60CNANUMENbHLIX NPEnapamos
(HIIBIT) (HampuMmep, CENEKTHBHBIE MHTHOMTOPH! HUKIOOKcHreHassl-2 (L{OI'-2), aneruicamuuunosas
KHCJIOTa B POTHBOBOCTIANUTENBHBIX 103ax U HecenekrusHble HITBIT) mosxer Habimonatses ocnabie-
HMe rUmoTeH3uBHOro AeiictBus. ComytcrByromee npumenenne APA-II unu quyperuxos ¢ HIIBIT mo-
JKET TIOBBICHThH PUCK OCNaGJIeHHs MOYeUHOH QyHKIMH, BKIIOYAs OCTPYIO MOYECYHYIO HENOCTaTOYHOCTb,
¥ TIPUBECTHU K TOBBILIEHHIO KOHIIEHTPAHH KaJHs B IJIa3Me KpOBH (0COOEHHO y MAlMeHTOB ¢ XPOHHYE-
cKoi ocabreHHoN (QyHKIHEH movek). J[aHHyI0 KOMOHHAIMIO CIIENYET MPUMEHSATE C OCTOPOXKHOCTBIO,
0COGEHHO y MOYHUIIBIX JTUL. [TalueHTHl JODKHEI [0JTyYaTh HaJIeXal[ee KOIH4eCTBO KUIAKOCTH, CIIENy-
€T TaK)KE PacCMOTPETH BO3MOXKHOCTh KOHTPOJIS (pyHKIMOHAIBHBIX ITOKA3aTeleil MoYeK Mocye Havana
COIYTCTBYIOLIEH TEPalUU U MEPHOAUIECKH B XOJI€ OCYIIECTBIICHUS JICUCHHS.

Y HEKOTOPHIX TALMEHTOB ¢ HApYIIEHHON (yHKIKeH mouek, momydaromux HITBII, Bkmodas nHrubuTo-
pel LIOT-2, comyrtcrBytomee npuMeHeHne APA-II MoxxeT mpuBecTH K [JanbHEHIIEMY YyXYAUICHHIO
(yHKIMOHATBHBIX MOKazarenel nodek. OQHaKo, 3ToT 3G deKT, Kak MpaBuiIo, 0OPaTHM.

JlaHHBIE KJIMHUYECKMX HCCIENOBaHUM IOKa3ajM, YTO JABOHHas OnoKajga pEeHWH-aHTHMOTEH3HH-
anmprocTeporoBoit cuctemsl (PAAC) myTemM KOMOWHHpPOBAHHOTO HpuUMeHeHHs UHruburopos AlID,
6JI0KaTOPOB PELENITOPOB aHrHOTeH3MHa II 1M amuckupeHa cBs3aHa ¢ 6oJiee BBICOKOU YacTOTOH Hee-
NaTeNbHBIX PEAKIMH, TAKUX KAK FHIIOTEH3US, THIIEPKATHEMHUs U CHIKEHHE QYHKIMU [04eK (BKIIFOYas
OCTPYIO TOYEYHYI0 HEJOCTATOYHOCTH), IO CPABHEHMIO C NPHMEHEHHEM TOJIKO OJHOTO areHTa, JAeH-
crByromero Ha PAAC (oM. paspenst 4.3, 4.4 u 5.1).

K npyrum exkapCcTBEHHBIM CPECTBaM, 00/1afarOliM THIIOTEH3UBHBIM JICUCTBUEM, OTHOCATCS MPUyux-
qudecKue aHmudenpeccanmol, QHMUNCUXomuyeckue npenapamol, oaknopen u amugocmun. CoBMmect-
HOE MIPMMEHEHHeE JI03apTaHa C STUMHU IIPErapaTaMy MOBBIIIAET PUCK FHIIOTCH3UH.

I'peitnpyTOBBI COK CONEPIKUT KOMIIOHEHTHI, KOoTopble MHIHOUpyIoT (epmentsr CYP450 u moryT
CHIJKATh KOHIIEHTPALMIO aKTUBHOTO MeTa0OoJUTa JI03apTaHa, YTO MOXKET CHMXKAaTh TEpPaleBTHYECKHH
sddexr. Crnemyer usberars ymoTpeGieHHs TpeHndpyTOBOro coka HpH TpHeMe TabIeToK Jo3apra-
Ha/THIPOXJIOPTU3UAA.

['uapoxsiopTHasug

[Ipy COBMECTHOM MPHMEHEHUH THA3HIHBIX TUYPETHKOB M CIEAYIONIMX IIPENapaToB MOXET HAOO1aTh-
Csl B3aUMOJICHCTBHE.

Omanon, bapbumypamuvl, HapKOMU4eCcKue cpeocmea 1 aHmudenpeccanmol

MosxeT oTMe4aThCs yCyryOIeHHe OpTOCTaTHYECKON THIIOTEH3HH.

Anmuouabemuueckue npenapamul (nepopanvHvle U UHCYIUH)

[IpuMeHeHHe THA3UIOB MOXKET BIUATH Ha MEPEHOCHMOCTD TJIIOKO3bI, B PE3YJILTATE YETO MOXKET MOHA0-
OUTHCS KOPPEKIWs HO03bI aHTHAHAbeTHUecKoro mpemnaparta. MerhopMuH CleayeT NMPUMEHSATh ¢ OCTO-
POYKHOCTBEO M3-3a PHCKA JIAKTOIMI03a, BBI3BIBAEMOTr0 BO3MOXKHOH (DYHKIHOHAIBHON MOYEYHON HELO-
CTATOYHOCTBIO, CBSI3aHHOM ¢ MPUMEHEHHEM THAPOXJIOPTHAZHA.

Lpyaue eunomeH3usHvle npenapamol

AITUTUBHBIN 3 deKT.

XonecmupamuH u K0J1eCMUN0N06ble CMOJIbL

BcachIBaHME THAPOXJIOPTHA3KAA CHIKACTCS IIPU BO3JACHCTBHM aHHMOHOOOMEHHBIX cMOI. PasoBas no3a
XOJIECTUPAMHUHA HIJIH KOJIECTUIIONIOBBIX CMOJI CBA3BIBAET THAPOXJIOPTHA3U/I, CHIDKASI €ro BCAChIBAHUE B
JKeJTy JOUHO-KUIIeYHOM TpakTe Ha 85 % u 43 %, COOTBETCTBEHHO.

Kopmuxocmepoudel, adperoxopmuxomponnuiii 20pmon (AKTT)

BrIpaskeHHOE YMEHbIIEHUE KOHIEHTPAL[UH SIEKTPOIUTOB (B YaCTHOCTH, THIIOKATHEMHST).

IIpeccopHeie amunbl (Hanpumep, AOPEHANUH) = '
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Bo3MOsKHa OCIabeHHas PeaKIlis Ha PECCOPHBIE aMUHbI, KOTOPas, TEM HE MCHEE, HE/I0CTATOTHa, HT0-
OBl HCKJIFOUHUTh UX IIPHMCHEHUE.

Penaxcanmel ckenemmblx Moluly, Hedenonspusylouue cpedcmsa (Hanpumep, my6okypapun,)

Bo3MO>KHA TIOBBIIIIEHHAS BOCIPUUMUYHBOCTE K MBIIIEIHBIM PEIAaKCAHTAM.

Jlumuu

JIHypeTHKH CHIDKAIOT MOYEUHBIH KIMPEHC JIMTHS U yBEIMYHBAIOT PUCK €TI0 TOKCHYECKOTO JEHCTBHUS.
COBMECTHOE IPUMEHEHUE HE PEKOMEH/Y TCA.

Jlexapcmeenuvie npenapamel, NpuMeHsiemble ONs Jle4eHUs nodazpur (npobeneyuo, CylbGUHNUPASOH U
annonypuHon)

Mo3KeT MOHAOOGUTECST KOPPEKIHsl 036! IIPerapara, ClioCOOCTBYIOLIETO BEIBEICHHUIO MOYEBOU KUCIIOTHI,
[OCKOJIBKY IPUMEHEHHE THAPOXJIOPTHAZHIA MOXKET MPUBECTH K YBEIMUCHUIO KOHICHTPAMH MOY€eBOH
KHCITOTHI B TUIa3Me KPOBH. B03MOXHO, MOTpeGyeTcsl yBeuUYeH e 1035l IPOOCHUIUIA 1A cynbGHHITH-
pasoHa. TwasujHble TpENapaThl MOTYT YBEIHYHBATH BEPOATHOCTH Pa3sBHTHA IIOBBIIIEHHOH YyBCTBHU-
TENBHOCTH K aJUIOILy pHHOITY.

Anmuxonunepeuyeckue cpedcmea (Hanpumep, amponut, 6unepuoer,)

V3-3a yXy/QIIEHUs EPHCTATBTHKH XKETYJOYHO-KHIIEYHOTO TPAKTa M ONOPOKHCHHS KEITy1Ka Guomnoru-
yeckas JOCTYIIHOCTb THA3HHBIX JHyPETHKOB YBEIHYHBACTCS.

LJumomoxcuyeckue cpedcmea (Hanpumep, yurknopocghamuo, Memompexrcam,)

THasumbl MOTYT CHIDKATH BBIBEJICHHE LIUTOTOKCHYECKHX IPENapaToB ¢ MOYOH W INOTEHLHMPOBATH HX
[eHCTBHE, HAI[PaBIEHHOE Ha [0JaBIeHHe QYHKIMH KOCTHOIO MO3ra.

Canuyunamol

[IpM NpUMeHEHHWH BBICOKMX JI03 CATMIHIATOB THAPOXIOPTHA3H MOXKET YCHIHBATD MX TOKCHIECKOE
BO3/IEHCTBHE HA [EHTPAJILHYIO HEPBHYIO CUCTEMY.

Memunoona

OTMeueHb! OTAENbHBIE CTyYal TEMOIUTHYECKOH aHEMHUHM TIPU COBMECTHOM NPUMEHEHHH THAPOXIOPTH-
asuga U METHJIIOIEL.

Luxnocnopun

ComyTcTByIOIIee PUMEHEHHE IIUKIOCTIOPHHA MOXKET [OBBICHTE PUCK PAa3BUTHS IHIICPYPUKEMHUU H 110-
JarpudecKuX OCIOKHEHUH.

I uxo3udbl HanepCmMaHKU

Br3BaHHAS THA3UAHBIMU JUYPETHKAMU THIIOKAIMEMHUS I THIIOMarHUEMHs MOXKET MPHBECTH K MPH-
CTYIly CEpZIeYHOM apUTMUH, BEI3BIBAEMOH HAMEPCTIHKOM.

Jlexapcmeennvie cpedcmea, Oelicmeue Komopblx MeHAEMCA NPU USMEHEeHUU YPOGHA KAl 6 Kposu
PeKOMEH/I0BAHO TIEPHOIMYECKOE OTpPe/IENIeHHe YPOBHS Kaus U KoHTpoIb DKI' B CTyHasx cOBMECTHOrO
pHMeHeH s KOMOWHALMH JI03apTaH/THAPOXIOPTHA3K/ U [PenapaToB, IEHCTBAE KOTOPBIX 3aBHCHT OT
KOHIIEHTPAIMK KaIKs B ITa3Me KPOBU (HAmpuMep, MIUKO3MIbl HANEPCTAHKH M POTHBOAPUTMHICCKUE
TIpenapaTsl), a TAK)Ke C IPENapaTaMH, BbI3bIBAIOIMMH TaXHKAPIUIO THIIA «IIUPYIT) (KeTyo4KOBast Ta-
XHKAp/us), BKIOUAs HEKOTOpble NPOTHBOAPMTMUYECKUE IIpenaparsl (TUIOKATHEMHUS SBIACTCS Mpea-
pacronaraiommM GpakTopoM HKeITyT0UKOBOH TaXHKapIHH):

- [POTHBOAPHTMHUYECKHUE TPENapaThl Kiacca la (XHHUIMH, THIPOXUHUNH, AU30MHPaMHI);

- IIpOTHBOApUTMUYECKHe Ipenaparhl knacca II1 (amuonapow, coranon, noderunu, uOy THIIH);

- HEKOTOpBhIE AHTUIICHXOTHYECKHE Mpenaparhl (THOPUIA3uH, XJIOPIPOMa3HH, J€BOMCIPOMAasHH,
TpudITyorepasuH, HaMeMasyH, CYJIBIUPH, CYIbTONPH/, aMUCYIBIPUN, THATIPUL, [THMO3KA, rajomne-
PHUIOT, IPOTIEPHUION);

- npyrue (Genpuaw, u3anpun, MGeMaHuI, IPUTPOMHULKH (I BHYTPHBEHHOIO BBEJICHUS), Ta-
no(aHTpUH, MU30JIACTHH, IEHTAMK/IMH, TepHEHA/MH, BUHKAMUH (my1s BHY TPHBEHHOTO BBEJIEHHS)).

Conu kaneyus

THasuaHble IUYyPETHKH MOTYT MOBBIIATH KOHIIEHTPALMIO CONEH KaJbLKs B T/1a3Me KPOBH NOCPENCTEOM
CHMKEHHS MX BBIBeJeHHs. [Ipr He0OXOMMMOCTH Ha3HAYCHHUs yKa3aHHbIX IPENapaToB CielyeT KOHTPO-
JINPOBATH KOHIIEHTPALHIO KAJIbIIHs M B COOTBETCTBAHU C pe3y/IbTaTaMH MPOBOAUTE KOPPEKIIHIO JO3BL.
Brusinue Ha pe3yibmanmyl 1a60pamopHbLX UCCAE008aH U

[30.102023 | f [Crp7wsl8 |




HO PB
6818 -2018

OxaspIBas BIMSHHE HA MeTabOJIM3M KaJIbL¥sl, THAa3UIHbIE JHYyPETHKH MOTYT MCKaXaThb pe3yJIbTaThbl HC-
cliefoBaHusA (yHKIUH apalliTOBUIHON XKeme3bl (CM. pasuen 4.4).

Kapbamasenun

OTMedaeTcss PUCK CHMITOMATHYECKOH THIOHATpHeMHH. TpefyeTcs KIMHHYECKOe M OHOIOTHYecKoe
HabJroIeHKE OOJIBHOTO.

Hoocodepoicaujue konmpacmuvle eujecmsa

B ciryuae BBI3BaHHOM JMypeTHKaMU AETHAPATALMHN CYIIECTBEHHO yBEJIMYMBACTCSA PHCK OCTPOi movey-
HO HEJJOCTATOYHOCTH, OCOOEHHO IIPH BBICOKHX J03aX Hozconepxauux npenaparos. [lepen nmpumene-
HHEM TAaKOBBIX CJIEIyeT IPOBECTU PETUAPATALUIO AIUEHTA.

Ampomepuyun B (015 napenmepansrozo seedenus), kopmurxocmepouost, AKTI, cmumynupyrowue cia-
bumenvhuble cpedcmea unu 2iuyuppusut (0bnapyoicenHele 8 naxKpuye)

[MApOXJIOPTHASH MOXKET YCHUITATH SJIEKTPOIUTHBIN AucOanaHc, 0COGEHHO MMITOKAIHEMHIO.

4.6 ®DepTHIBHOCTH, 0ePEMEHHOCTD H JIAKTALHS

Bepemennocme

AHTaroHHUCTBI perentopoB anruoTensuna Il (APA-II)

[Ipumenenve APA-II He pekOMEHIyeTCs B TEUEHHE MEPBOrO TpuMecTpa OEpeMEHHOCTH (CM. pasjiel
4.4). ITpumenenue APA-II mpoTHBOIIOKAa3aHO BO BTOPOM W TPETBEM TPUMECTpax OEpeMEHHOCTH (CM.
pasnenst 4.3 u 4.4).

DNUIEMHOJIOTHYECKUE JAHHBIE O PUCKE MPOSIBICHUS TEPaTOreHHOCTH IpU IpHeMe HHruburopos AIID
B [IEPBOM TPUMECTpEe OEPEMEHHOCTH HE IO3BOJIAIOT CHEIaTh OKOHYATEIBHOE 3aKIIOYCHHE, OJHAKO He-
KOTOpOE TMOBBIIEHHE PUCKA HE HCKIIouaeTcs. HecMoTpst Ha TO, 4TO KOHTPOJIUPYEMBIE SMUAEMHUOTIOTU-
yecKkue JaHHble 0 TepaToreHHOCTH APA-II 0TCyTCTBYIOT, B JAaHHOW IpyIIIe NIPENapaToB CX0XKHE PHCKH
MCKITFOUUTE HEJb3s. 3a UCKIIFOUEHUEM TeX CIIydaeB, KOrJa HeBO3MOXHO mpousBecTH 3ameHy APA-II na
MHYIO aJbTepHATHBHYIO TEpAIlHIo, MAllUeHTKH, INIAHUPYIONUe OepeMEeHHOCTD, JOJKHBI ObITh KaK MOX-
HO CKOpee MepeBeieHbl Ha TEPAIHIO JIEKAPCTBEHHBIMU CPEICTBAMH, Y KOTOPBIX IPOGHIIb O€30IacHOCTH
111 OEpPEMEHHBIX JKEHIIUH SBIISIETCS XOPOIIO M3YUYEHHBIM.

[Tpu mactymenuu GepemenHocTH npueM APA-II momkeH ObITe mpeKpalleH He3aMEAIUTENBHO, U MIPH
HeOOXOIUMOCTH Ha3HAUEHA WHasl TEPaIusl.

[Tpu mpumenernu APA-II Bo BTOPOM U TPETbEM TPUMECTpaxX OEPEMEHHOCTH YCTAHOBJICHO MPOSBIICHUE
(eToToKCHUECKOTO neicTBUSA (HapylleHHe QyHKIUH IOUYEK, OJIUMTOTHIAPOAMHHO3, 3a[A€PIKKa OKOCTEHE-
HHS KOCTe#l yepera) H HEOHATAIHFHONW TOKCHYHOCTH (TIOYEYHAash HENOCTaTOYHOCTh, THIIOTEH3HUS, TUIIEp-
kanueMusi) (cM. paszgen 5.3). B cmyuae eciu mpuem APA-II ocymiecTBisincs BO BTOPOM HIIH TPETHEM
TpuMecTpax GepeMeHHOCTH, pekoMeHayeTcs mpoBectd Y 3U dyHKnuu mouek u KocTel yepena. ¥ HOBO-
POIEHHBIX, MaTepu KOTOpbIx mpuHUMaTd APA-II, Heo6xoaumo TmaTtenpHO KOHTponupoBaTh Al ass
PeNOTBPALIEHHUS] BO3MOXXHOTO pPa3BUTHSA THIOTEH3HH (CM. pasaens! 4.3 u 4.4).

['uapoxyopTuasug

CBeneHus 0 IPUMEHEHUH THAPOXJIOPTHA3K/IA BO BpeMsi OEPEMEHHOCTH OrpaHUYEHBI, OCOOEHHO 3TO Ka-
caeTcst MepBOro TpuMecTpa. McecnenoBanuit Ha )KUBOTHBIX HEOCTATOYHO.

['uapoxyopTHasua NpOHUKAeT depe3 IutaneHTy. Mcxoms u3 QapMakogorudeckoro MexaHusma JAei-
CTBHSI, MOXKHO YTBEp)KHATh, YTO €ro NPHMEHEHHE BO BTOPOM U TPETHEM TPUMECTPax OEPEMEHHOCTH
CIIOCOOHO HApYIIMTH IUIALICHTApHYIO Mepdy3uio U BBI3BATh TAKHE PacCTpOMCTBA y IJIOJA U HOBOPOXK-
JIEHHOTO, KakK JKelITyXa, HapyIllIeHHe 3JIeKTpoauTHOro Oamanca u tTpombouuronenus. He crexyer mpu-
MEHSTH THAPOXJIOPTHA3U ITPH TECTAIIMOHHBIX 0TE€KaX, T€CTAI[HOHHOM TMIIEPTEH3UH HIIM TOKCHKO3e Oe-
PEMEHHOCTH BBUAY pPUCKA CHIDKEHMs 00BEMa IIa3Mbl U Pa3BHTHUS IUIALEHTAPHOH runonepdysuu mpu
OTCYTCTBHH MOJIOXKUTENBHOTO 3 dexTa Ha TeueHue 3a00oneBaHus.

He cnemyeT NIpuMeHATh THAPOXIOPOTHA3U T VLS JIEUSHHUsI IEPBHYHOM apTepuaabHON THIIEPTEH3UHU y Oe-
PEMEHHBIX, 32 MCKIIOUEHUEM TeX PEAKHX CIIy4yaeB, KOTJa MPUOErHYTh K albTEPHATHBHOW Tepaluy He
MPE/ICTABIAETCS BOSMOYKHBIM.

Jlakmayus j
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AHTAroHUCTE! perienTopos anruorensuna I (APA-II) 0 18
[Ipemapar He PEKOMEH/I0BaH, MOCKOJbKY AaHHBIC O NPHMEHEHUM Npernapara Jlopucta® HJI B mepuon
IpyIHOTO BCKAPMIIHBAHHS OTCYTCTBYIOT. CliefyeT Ha3HaYUTh aJIbTEPHATHBHYIO TEPAIHIO C IPHMCHCHH-
eM IPenapaToB, XOPOIIO 3apEeKOMEHIOBABIIMX Ce0s ¢ TOUYKM 3peHust Oe30IaCHOCTH B MEPUOL JIAKTAIHH,
0cOOEHHO NPH BCKAPMIIMBAHUY HOBOPOXKIECHHBIX HJIM HEJIOHOIIEHHBIX JETCH.
['uapoxyIopTHasug
THAPOXJIOPTHA3U]] B HEGOJBIINX KOJTHYECTBAX BBINEAETCA B MATEPHHCKOE MOJIOKO. THa3H/Ibl B BBICO-
KX 103aX, BBI3BIBAIOIINE MHTEHCHUBHBIA IUype3, MOTYT MPENsTCTBOBATh BEIPabOTKe Mojoka. [Ipume-
nenue npenapara Jlopucta® HJI Bo Bpemst Ipy/IHOTO BCKapMIIMBaHUs He pekoMeHayertcs. Ecu npena-
paT MPUMEHSIETCS. BO BPEMs JIAaKTAIUH, CIIEyeT MOANEPKUBATE KaK MOXKHO Gosiee HU3KHE JI03BL.

4.7 BausiHue HA CMOCOOGHOCTH YIPABJSTH TPAHCIOPTHBIMH CPeCTBAMH U pPaboTaTh ¢ MEXAHH3-
MaMH

W3yueHue BIUSHUS Npenapara Ha CIIocOOHOCTh YIPABIATh TPAHCIIOPTHBIMK CPEACTBAMHU MM PabOTAaTh
C MEXaHH3MaMU He MpoBOAMIOCH. OIHAKO, NPU OCYINECTBICHUH NEATENBHOCTH, TPeOYIOIIEH MMOBBI-
IIEHHOTO BHUMaHHUs (YIpaBJIeHUE aBTOMOOUIIEM, paboTa ¢ MEXaHU3MaMH), CIEAYET MOMHHUTL O TOM,
YTO NP TUIMOTEH3UBHOW TEpaluM HHOTAA BO3ZHUKAIOT IOJIOBOKPY)KEHHE M COHJMBOCTH, OCOOEHHO B
HayaJie IEYeHUs WK [IPU YBEIUYECHUH 03B

4.8 HexenarejbHble peaKIHH

Wudopmanus 0 HeXeNaTeNbHbIX PEaKIUsIX U3JI0XKEHA B COOTBETCTBHM C CHCTEMHO-OPTaHHOM Kiaccu-
(uKanpen 1 9acToTod BCTpeyaeMocTd. Kareropuu 4acToTel: oueHs yacTo (= 1/10), wacto (= 1/100, Ho
< 1/10), megacto (> 1/1000, HO < 1/100), peaxo (> 1/10000, o < 1/1000), ogens pemxo (< 1/10000),
YacTOTa HeW3BECTHA (MCXOMA M3 MMEIOIIUXCS JAHHBIX, YAaCTOTY BO3HHUKHOBEHHS ONPEEIHTh HEBO3-
MOYKHO).

B xone KIMHHYECKHX HCCIEN0BaHUM J03apTaHa Kalusd U THAPOXJIOpTHAa3uAa HEOIaronpusTHBIE sBJIE-
HHs, XapaKTepHbIe Ui yKa3aHHOM KOMOWHAIWH, BBIABIEHBI He ObL1M. OTMEYEHHBIE HEXEATe/bHbIE
peakiuu ObLIM yCTAHOBJIEHBI paHee IIPH HCCIIEA0BAHUH JI03apTaHa Kajlusl U/UIH THAPOXJIOPTHA3HA.

B KOHTPOJIMPYEMBIX KIMHUYIECKUX HCCIIEOBAHUSX B OTHOMIEHHM NEPBUYHON apTEpPUAIBHOM IUMepTeH-
3MM TOJIOBOKPY)XEHHE OBUIO €IWHCTBEHHOH HE)XEeNaTelbHOW peakiueH, CBA3aHHOH C IPUMEHEHUEM
npemnapara u Habmoaasmumes y 6omee 1 % manueHTos.

C MOMEHTA BEIXOJIa TPOJAYKTA Ha PHIHOK OBLIM OTMEUYEHBI CIEYIOIIIE HEKENATEIbHEIE PEaKLIHH:

CucremMa OpraHoB HexenareabHasi peakuus YacrtoTa

Hapywienus co cmoponel nevenu u dicenyegol- | I'enaTutsl peako
80051uUx nymeti

Jlabopamopnvle u uncmpymenmanvhvie Oan- | I'unepkanuemus, nosbimenre yposHs AJIT | peaxo
Hble

CHGI[yIOU.II/IC HEXEIIaTCJIBHBIC PECAKIIUH HaO0JII0TaTUCh IIpA IPUMEHECHUHU IICI;'ICTB}’IOIIIPIX BEIICCTB I10 OT-
JCJIBHOCTH (B Ka4yeCTBE MOHOTCpaHI/IH) H, BOSBMOXXHO, MOTYT ITPOSIBUTECA B CIIyda€ IMPUMEHECHUA KoMOu-
Haluy JI03apTaH Kajlusd / THAPOXJIOPTHA3U.

JlozapTan
Crenyromue He)XeNnaTeabHbIE PeakIUU OBUIH 3aperHCTPUPOBAHBI NIPU [IPUEME JI03apTaHa B KIMHHYE-

CKHX HUCCJIICNOBAaHUAX U MOCTPETHCTPAIIMOHHOM IIEPUOJIC.

CucremMa opraHoB HexenatenbHasi peakuus YacroTa
Hapyuternus co cmoponsl kposu | anemus, myprypa [llennetina-I'enoxa, 5kXumo3, re- | HE4acTo
U AUMPAMUYECKOLU CUCTIEMDbL MOJIH3

TPOMOOLIUTOTIEHUS 4acTOTa HEU3BECTHA
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raCcTpUT, pBOTa, HENIPOXOAUMOCTh

Hapywenusi co cmoponsl cepO- | TUTIOTEH3HUsl, OPTOCTATHYECKAS TUIIOTEH3HS, CTEP- HevacTo
ya HaJITUsl, CTEHOKapAMs, aTPUOBEHTPUKYJIsipHast 6J10-

kaza Il crenenu, uepebpoBacKyasipHble COOBITHS,

WHGbapKT MUOKapAa, yyallleHHOe cepALeOueHue,

apurmust (GUOpHNNALMSA NpeAcepaui, CHHYCOBas

Opanukapaus, TaXUKapaMs, HKelyJouKoBast TaXHKap-

Just, GUOPUIISILIMA HKETYIOUKOB)
Hapywenust co cmoponel 0p2a- | BEPTHTO, THHHUTYC HE4acTo
Ha cayxa u 1abupunma
Hapywenus co cmoponet opza- | pachoKyCHpOBAHHOE 3PEHHE, UYBCTBO JIOKEHHs B He4acTo
HQa 3peHus rjasax, KOHbIOHKTHBHT, CHH)KEHHE OCTPOThI 3peHUS
JKenyoouno-xuweunvie  Hapy- | 605b B 0671aCTH )XHUBOTA, TOLUHOTA, AKApest, pac- 4acTo
uieHus CTPOHCTBO MHUILLEBAPEHHUS

3amnop, 3yoHas 6051k, CyXOCTb BO PTY, METEOPHU3M, HE4acTo

MaHKpEaTUuT

4acTOoTa HCU3BECTHA

Obwue Hapyuienus u peakyuu 6
Mecme 86e0eHUs

acTeHHs, yTOMJISEMOCTh, OOJb B rpyau

4HacTo

OTEK JIMLA, OTCK, INOBLILLICHUE TEMIIEPATYPhI TEJla

HEYacToO

FpHHHOHO}IO6HBIC CHMIITOMBI, ob1ilee HEQOMOraHUe

4acToTa HEU3BECTHA

HapywieHus co cmopoHbl neve-
HU U JICeN4e8bl800AUUX nymel

HapylueHHs QyHKLUH rneyeHu

yacToTa HEU3BECTHA

MBbIIICYHas 60IIL, ONyXaHHe CYCTaBa, HEMOABHXK-

HOCTh CYCTaBOB, apTPalrus, apTpuT, KOKCAJrHf,
bubpoMuanrus, MbllieuHas cnabocTh

Hapywenusi co CMOpOHbL UM- | TUIIEPYYBCTBUTEIBHOCTD! aHaUIaKTUYECKHUE peak- peako
MYHHOU cucmembl LIMM, aHTHOHEBPOTHUYECKHUH OTEK, B TOM UHCIIE OTEK

rOpTaHH M FONIOCOBOM LIEIH, BBI3BaHHbIH 0OCTpYK-

LMel ObIXaTeNbHBIX My TeH, U/1au OTek nuna, ryo,

[JIOTKY W/WIH A3bIKa, a Y HEKOTOPBIX U3 AaHHbIX Na-

LIMEHTOB aHTHOHEBPOTHYECKHUH OTeKk Habnoaancs B

MpOoLLIOM H OBLI CBA3aH C IIPUEMOM APYTHX JieKap-

CTBEHHBIX CPEJCTB, B TOM uHcie HHruOuTopos ATID
Hapywenus memabonusma U | aHOPEKCHA, ojarpa HEYacTo
nUMAaHUs
Hapywenus co CmMOpoHsl Mbl- | MbILIEHYHbIE CYOPOTH, 6osb B criMHE, 060/ B HOTaXx, 4acTo
wleyHoll, crkenemuol u coeou- | MUAITHS
HUMEeNbHOU MKAaHU Gone B MpeAIUieube, TIJIe4e, KOJEHE, CKEJIETHO- | HeYacTo

pabIOMHUOIU3

4acTOTa HEU3BECTHA

HapyuwteHus co cmopoHbl Hepe-
HOTI CLCeMbl

roJIOBHaA 60)'1!), TOJIOBOKPY2>KCHHE

4acTo

MoBBIIIEHHAs BO30YAHMOCTb, MapecTe3us, mnepude-
puuecKkas HeMponaTus, TPEMOpP, MUTPEHb, 0OMOPOK

HEYacTo

OUCTEB3USA

4yacTOoTa HECU3BECTHA

chxuuecxue Hapyutenwi Geccommua 4acTo
TpCBO)KHOC COCTOsSIHHE, [TAaHUYECKOE paCCTpOFlCTBO, HEeYacTo
Cl‘IyTaHHOCTb CO3HaHHA, uenpeccvm, HeO6LI‘{HbIe
CHOBHEHHMS, paCCTPOMCTBO CHA, COHJIMBOCThb, Hapy-
[IEHUE NMaMATH

Hapymeuu}z co Cm0p0Hbl noyexk Hapymel-me Cl)yHKl.ll/ll/I TMOoYeK, noyeyHasa HEAO0CTaTO - 4acTo

1 MOYEBbIBOOAUUX nymeTl HOCTh
HOYHas HOJTHpr[}I, MOBBILLIEHHAsA 4YacToTa MOYEHUC- | HEYACTO
ﬂyCKaHHﬂ, MHCbeKLlldld MOYEBLIBOAALLINUX nyTeﬁ

Hapywienus co cmopoHbl pe- CHIDKEHHE JTMOUI0, SpeKTHIbHasA AUChYHK- HEYacTo

NPOOYKMUBHOT CUCTEMbL U MO- L{{s1/UMTTOTEHLIUA

JIOYHbBLX JHCene3 _ -y

[30.10.2023 | ; [Crp10us18 |




6818

HO PB
-2018

008

Hapywenus co cmoponbl Obl- Kallle/lb, BOCTIAJIEHHE BEPXHUX IbIXaTeNbHbIX MyTeH, | 4acTo

XamenvbHoU CUCmembl, opeaHoe 3aJI0KEHHOCTh HOCA, CHHYCUT

epyoHoil knemku u cpedocmenus | hapuHreanbHbIH IMCKOMOOPT, HapUHTUT, JJADUHTUT, | HEYACTO
JUCITHO3, OPOHXHUT, HOCOBOE KPOBOTEUEHHE, PUHHT,
3aTpyAHEHHUE AbIXaHHS

Hapywenus co cmoponwl kooicu | ajonelus, 1epMaTUT, CyXOCTh KOJKH, SpUTEMA, TUIe- | HeHYacTo

U NOOKOJICHbIX MKAHETl pemusl, CBETOYYBCTBUTEIILHOCTb, 3y, Chillb, KparuB-
HHULA, IOTJIMBOCTh

Hapywenus co cmoponel cocy- | BacCKyJIUTbI HEYacTo

J10303aBUCHMBIE OPTOCTATHHYECKUE D (HEKTBI

4aCTOTa HEU3BECTHA

Jlabopamopuvie u uHcmpymen-
manvHule OaHHblE

runepkajueMus, yMEpeHHOE CHHXKEHHUE reMaTo-
KPHUTHOI'O 4ucjia U FCMOI‘IIO6HHa, THUTOTJIMKEMHS

4acTo

YMEPECHHOE YBEJIIMYCHHUE KOHUEHTPAaLlHH MOYEBHUHBI H
Kp€aTHHHHA B CBIBOPOTKE

HE4YacTo

yBEJIMUEHHEe YPOBHS MEYSHOUHbIX ()epMEHTOB U OU-
nupy6uHa

OY€Hb PeIKO

TUIMOHATPHUEMUSA

4acTOTa HCHU3BECTHA

[uapoxnopTHasug

Cucrema OpraHos

HexenarteqbHasi peakuus

Yacrora

Hobpoxavecmeennuvie,

310Ka4ecmeennvle u
HeymMOYHeHHble
H08006paz08aHUA (xnrouasn

KUCmbl U ROAUNGL)

HEMEJIaHOMHBIH pak Ko (Oa3asbHOK/IETOYHAS
KapLMHOMA U [UIOCKOK/IETOUHAS KapLUHOMA)'

4acTOTa HEU3BECTHA

Hapywenus co cmoponbsl kpogu | arpaHyJOLMTO3, aljlacTHU4YecKas aHeMHUs, TeMOJIMTU- | HEYACTO
U nuMpamuyeckoli cucmemol yeckas aHeMHs, JIEMKOMNeHus, Myprypa, TpoMOOLHU-

TOMEHHUs
Hapywenus co cmoponsl um- | aHaQUIAKTUYECKHE peakLUu peaxo
MYHHOU cucmembl
Hapywenua memabonusma u AQHOPEKCHS, TUIEPIIIMKEMHUS, TUTIEPYPUKEMHUS, THITO- | HEYACTO
NUMAaHus KaJHeMHs, THIIOHATPUEMHUS
Ilcuxuueckue HapyuieHus GeccoHHHMLA HEeuacTo
Hapywenua co cmoponver nepg- | uedanrus 4acTo
HOT cucmembl
Hapywenus co cmoponvl opza- | pexonsilee pac(oKyCUpOBaHHE 3peHHs, KCaH- | HEYacTo
HQ 3peHUs TOMCHUS

XOpPHOHMJAJIBHBINA BBINIOT, OCTPO Pa3BHUBLIASCS MHUO-
MK, OCTPBIN MPUCTYTI 3aKPHITOYTONbHOMN IJIayKOMBI

4acTOTa HEU3BECTHA

XamenvHOoll CUCmeMbl, OP2AHO8
2pyOHOU KNemKU U CPeOOCmeHUs.

TMHEBMOHHUT H OTEK JIETKUX

Hapywenua co cmoponuvl cocy- | HEKPOTU3UPYIOIWUHA aHTHUUT (BacKyJMT, KOXKHBIHM | HEYacTo
008 BACKYJIUT)
Hapywenus co cmoponwl Obi- pEeCMnUpaTOpHbIA AUCTPECC-CHHIAPOM, BIJIIOUAs HE4acTo

OCTpBIH pecrupaTopHbli auctpecc-cuHapom (OPZIC)
(cM. paznen 4.4)

OY€Hb PEOKO

U NOOKOJCHBIX MKAHell

SMUIEPMaJIbHBIA HEKPOJIH3

Kenyoouno-xuweunvie  Hapy- | BOCIaJIeHHE CIIIOHHOM JKeNe3bl, Cr1a3Mbl, pa3apaxe- HEYacTo
ULeHUs HUE JKEeMyaKa, TOLIHOTA, PBOTA, AUapes, 3arnop

Hapywenus co cmopoHel neve- | xentyxa (BHyTPUIIEUEHOUHBIH X0JecTas), naHKkpea- HEYacTo
HU U JHCeNUe8bl8005UUX nymell TUT

Hapywenus co cmopoHbl K0Jicu | CBETOUYBCTBUTEIbHOCTD, KPANMBHHMLIA, TOKCHYECKHH | HEYacTo

~{#4acTOTA HEU3BECTHA

Hapywenusa co cmoponul mul-

KOYKHAsl KpAaCHAS BOMYAHKA, oo

HEYACTO

MBILIEYHBIE CYIOPOrH
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wieyHotl, cKkenemuol u coeou-
HUMeNbHOU MKAHU

Hapywenus co cmopoHbl novex | TIMKO3ypHs, UHTEPCTULIMAIIBHBIA HEPUT, MoyeyHas | He4acTo
U MOYe8bIBO0AUSUX nymell JUCchYHKLHMSA, [TOUYe€YHAas HEI0CTaTOYHOCTb

Obwyue napyuienus u peakyuy 6 | NUXOpajKa, FoJIOBOKPYKEHHE HeyacTo
Mecme 66e0eHUs

'HemenaHOMHBIHM pak KOXH: Ha OCHOBAHHM UMEIOIIMXCS JAHHBIX SMUAEMUOIOTHUECKUX UCCIIEN0BAHMH
Obla BBIBICHA KYMYJIATHBHAS [10303aBUCHMAs B3aMMOCBS3b MEXIy ruapoxiopruasuaoM u HMPK
(cm. pasmen 4.4 u 5.1).

Coo0IeHHE 0 OJ03PEBAEMBIX HEXKEATENBHBIX PEAKIIUAX

BaxHO COOOWIATh O IOJ03PEBAEMBIX HEXEIATENbHBIX PEaKIMAX I0CIE PETUCTPALMH JIEKAPCTBEHHOIO
Tpernapara ¢ Lelbio 00eCIeueHHs HEMPEPHIBHOTO MOHUTOPHHIA COOTHOLICHHUS «II0JB3a - PUCKY JIeKap-
CTBEHHOTrO mpernapara. MeIuIMHCKUM pabOTHUKaM PEKOMEHIyETCs COOOIaTh O MOL03PEBACMbIX He-
JKeNaTeNbHBIX PeaKIUsaX JIEKapCTBEHHOro IIpenapara 4epe3 HallMOHAIbHbIE CHCTEMBI COOOLICHUS O He-
JKeIaTeNbHBIX PEAKIMAX TOCY AapCTB-uIeHOB EBPa3niickoro 3kOHOMHUYECKOr0 COI03a.

Pecny6nuxa benapychb

220037, Munck, ToBapumeckuit nep., 2a

VTI «LleHTp 3KCIEPTH3 U UCIBITAHUA B 3APaBOOXPAHEHHI

Tenedon otnena papmaxonansopa: +375 (17) 242-00-29; daxc: +375 (17) 242-00-29

1. mourta: repl@rceth.by, rceth@rceth.by

https://www.rceth.by

4.9 Tlepeno3upoBKa

CrienuduuecKre CBEICHHs O TIEPE03HPOBKE NPENapaToM Jlopucta® HJI 0TCyTCTBYIOT.

JleueHune CUMIITOMATHYECKOE, IIOJAEPXKUBAOIIIEE.

B ciyuae Iepefo3UpPOBKHA CIIEAyeT OTMEHUTD TEPAIlHIO IPEIapaToM, a MalHeHTa MEPEBECTH MO/ CTPo-
roe HabmroxeHre. Eciu npenapar ObUT IPUHAT HENABHO, TO PEKOMEHIYETCs BBI3BATh PBOTY, @ TAKXKe C
TOMOIIIO U3BECTHBIX METOOB MPOBECTH MPOMHUIAKTHYECKHE MEPOIIPUSTUS, HAlIPaBJICHHBIC HAa yCTpa-
HeHHe 06e3BOXHUBAHUS, 3JIEKTPOJIUTHOTO AucOananca, MeYeHOTHONH KOMBI U THIIOTEH3UH.

JlozapTan

JlaHHEIE TIO TIEPEIO3MPOBKE y YENOBEKA OrPaHUYCHEL BO3MOXHEIE, HauboJiee BEPOSITHBIE CUMIITOMBI
TepeJO3UPOBKH: THIIOTCH3US, TaXUKapAus, OpaauKapaus (BCeACTBHE MAapacHMIIAaTHUECKOH (3a cuer
paryca) CTUMyJsiuuy). [Ipy TOSBICHAM CHMITOMATHYECKOH TMIIOTEH3UM CIIETYET HA3HAYATD MOAZEP-
YKUBArollee JeYeHHeE.

Hu 1103apTaH, HU €ro aKTUBHBIA METabO0UT HE MOTYT OBITh BBIBEICHBI U3 OPTaHU3Ma MOCPEACTBOM re-
MOIHAIU3a.

'mapoXJIOpTHA3HUI
Haub6oJiee 4acTO BCTPEYAIOLIUECs IIPU3HAKA M CUMIITOMBI II€PE0O3HPOBKH: THIIOKAIUEMHS, THIIOXTIOPE-

Mus, THIIOHATPHEMHs U 00e3BOXUBaHHe (CITECTBHE M30BITOYHOrO Auypesa). B ciydae ecu oxHOBpe-

MEHHO OBUT Ha3HAYEH AUTHTAINC, TO THIMOKAIHEMHUS MOXET IPHBECTH K OOOCTPEHHIO CEPACUHON apHT-

MUH.

HacKo/IBKO BBIBOAUTCS P TEMOIHATN3E THAPOXIOPTHASHA HEY CTAHOBIEH O o
| L9 | 3

5. ®APMAKOJOIMYECKUE CBOVMICTBA

5.1 ®apmakoJUHAMHYECKHE CBOHCTBA Ve 1
dapmakoTepaneBTHUeCcKas Irpynmna: BemecTsa, JIEACTBYIOIIME Ha PEHUH-AHTMOTEH3MHOBYIO CHCTEMY.
AHTArOHHCTBI pellenTopoB anruoTeH3una II B kombunarmy ¢ quypetikamu. Ko ATX: [CO9DAOT1].

Jlo3apTaH-TUAPOXJIOPTHAZHI
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KowmnonenTs! npenapara Jlopucra® HJI 0Ka3bIBalOT aJUIMTHBHOE NEHCTBHE HA CHIDKEHHUE apTePHABHO-
ro [aBJEHUs], CHIDKAS apTephabHOe AaBleHHe B OOMbell CTeneHy, yeM JFo00# U3 KOMIIOHEHTOB I10-
OTAEABHOCTH. DTOT 3Q(EKT cuMTaeTcs pe3yiIbTaToM IONOJHSIONIErO JEHCTBHS 00OMX KOMIIOHEHTOB.
Kpome Toro, OCPEACTBOM MOYErOHHOT0 3 (eKTa rHAPOXIOPTHA3H] YBETHIMBACT AKTHBHOCTE PEHHHA
B IUTa3Me, YBEIMYMBAET CEKPELHIO ANbI0CTEPOHA, CHIKACT YPOBEHB KAJIUs B CHIBOPOTKE U YBEIHIHBACT
ypoBeHb aHruoTensuna I1. Beenenue nosapraHa GIOKEpYeT BCe QU3MONOTHYECKH PENICBAHTHBIC Ne€H-
cTBUs anruoTeH3uHa II U MHTHOMpPOBAHHE ATBAOCTEPOHA MOXET IPUBECTU K OCIAONICHHMIO TIOTEPH Ka-
JIUs1, CBI3AHHOTO XY PETHKOM.

JlosapTan MMeeT yMEpEHHBI U MPEeXOMSIIMil ypuKo3ypudeckuit s¢pdext. bputo moxasaHo, 4To ruapo-
XJIOPTHA3K/] BBI3IBAET YMEPEHHOE YBEIMICHHE YPOBHS MOYeBOi kucinoTsl. KomOuHaIMs o3apTana u
THAPOXJIOPTHA3K/A UMEET TEHACHIHIO OCIA0IATh HHIYIIMPOBAHHYIO [y PETHKAMH THIIEPY PUKEMHUIO.

AHTHIATEpTeH3MBHEIH 3ddekT npemapara Jlopructa® HJI momnepkuBaeTcs B Te4eHHE 24-9aCOBOTO IIe-
prosia. B KIMHUYECKHUX HCCIIENOBAHUIX MPOJODKUTENBHOCTBIO HE MEHEE OJJHOTO T0Jld AHTHIHIIEPTCH-
3UBHBIHA 3P (HEKT COXPAHSIICS NPH MPOJODKEHIHU Tepanuy. HecMoTpst Ha 3HAUUTENLHOE CHIDKEHUE apTe-
PHAIBHOTO JaBJICHUs, IPUMEHEHHE TIpernapaTa Jlopucta® HJI He oka3ano KIMHUYECKH 3HAYUMOTO BIIU-
SHUS HA 9aCcTOTY CEpAEYHBIX COKpalleHWH. B KIMHHUECKUX HCIIBITAHMSAX, uepe3 12 Helenb Tepanuu
KoMOHHaLeR jo3aptan SO Mr/ruapoxiaopTHasu 12,5 Mr, AnacToNn4eckoe apTepHalbHOE JaBjICHUE B
TIOJIOKEHUH CHJIS YMEHBIIMIIOCH B CpeIHEM [0 13,2 MM pT.CT.

Jlopucta® HJI 3(pexTrBEH B CHIXKEHHU apTEPUATLHOTO IABJIEHHUS y MY)KIHH H JKEHIIHH, YEPHOKOKUX
1 CBETJIOKOYKHX TTAI[UEHTOB, MojIoxke (< 65 jieT) u crapmie (> 65 net) U npu 000K CTENEHH THIIePTeH-
3UH.

JlozapTan
Jlo3apTan sSIBJISIETCS CHHTETHYECKHM IIE€POpPabHBIM aHTArOHUCTOM PELENTOpa anruoTeHsuHa-11 (tuma

AT)). Aaruorensus I, MOIIHBI Ba30KOHCTPUKTOP, ABJSIETCS IEPBUYHBIM aKTHBHBIM FOPMOHOM pEHUH-
AHIMOTEH3UHOBOM CHCTEMBI M BXKHBIM ONPEAENAIOMUM (akTopoM MaToQU3NOIOrUY THIIEPTEH3HH. AH-
ruotensun II cBs3bIBaeTcs ¢ penentopamu AT, HAXOIAIIMMHUCS BO MHOTHX TKaHSX OpraHu3Ma (Hampu-
Mep, B INIAAKOH MyCKyJaType COCYJOB, HalNOYEYHHKAX, MOYKAX M CEpALE) H BBI3BIBACT HECKOJIBKO
BaYKHBIX GHOJIOTHYECKUX IEHCTBHUM, BKIIOYAs Cy)KEHUE COCYNOB U BBEICBOOOXKICHHE IbOCTEPOHA. AH-
rHoTeH3uH 11 Takke CTUMYIHUpPYeT nponrdepanuio KIETOK INIaAKOH MyCKyIaTy pbl.

Jlo3apTan usGuparensHo GrnokupyeT penentopsl ATi. In vitro u in vivo 103apTaH U €ro dhapmaxonoru-
YecKH aKTUBHEIH KapOOKCH-KHCIOTHBIH MeTabomut E-3174 GnoxupyroT Bce (U3HOTIOTHYECKH 3HAUH-
Mble JeHCTBHS aHrHOTeH3uHa [I, He3aBUCUMO OT UCTOYHHKA HJIH Iy TH CHHTE3a.

Jlo3apTan He 06JaiaeT arOHUCTHYECKUM JEHCTBHEM U He OJIOKUPYET ApYTrHe PEelenTOpbl TOPMOHOB UK
KaHAJTBl HOHOB, BaXKHBIE IS CEpAEYHO-COCYUCTOH peryisanuu. Kpome Toro, ji03apraH HE MOAABJAET
ATI® (xununasy 1), bepmenT, pasnararomuii 6pagukunud. Kak clencTBye, OTCYTCTBYET NOTEHIHUPO-
BaHHE HeXeJIaTeIbHBIX PEaKIHii, OII0CPEA0BAHHEIX OpaTMKUHHUHOM.

TIpu mpueMe J03apTaHa, yAaleHHe OTPULATEIbHOH 0OpaTHO! CBA3M aHrMOTeH3uHa Il Ha cexpenuio pe-
HUHA TIPHBOIMT K MOBBIIEHUIO aKTUBHOCTH peHuHa B TnasMe (APII). [Tosbimenue APII npuBoaut x
TIOBBIIIEHUIO aHrHoTeH3uHa Il B masme. HecMOTps Ha 3TH MOBBILIEHUS, AHTUTUIICPTCH3UBHAS AKTHB-
HOCTB W TOZIaBJIEHUE KOHIIEHTPAINHU [Ia3MEHHOTO albJOCTEPOHA COXPAHSAIOTCS, YTO YKA3bIBACT Ha 3()-
dexTHBHYIO 610Kamy penernrtopa anruotensuna II. ITocne oTmens! no3aprana, 3uaveHus APII u aHruo-
ten3uHa Il majanu B TeUeHHE TpeX AHEH [0 3HaYEHUH Ha MCXOJHOM YypPOBHE.

1 nosapTaH, H €ro OCHOBHOM aKTHBHBIM METa0OIHT MMEIOT HAaMHOro 6oJbluee CPOACTBO K PELENnTopy
AT), ueM k perentopy AT2. AxTuBHBIA MeTabomuT B 10 - 40 pa3s akTUBHEE JI03apTaHa C [EPECUETOM M0
Macce.

B ucciIemoBaHUY, CIIEHATBHO TPeIHA3HAUeHHOM Ul OLIEHKHM YacTOThl Kalllsd y MalKeHTOB, MOJTyaB-
KX JI03apTaH, 110 CPABHEHWIO C MAlUeHTaMH, HOMy4aBIIUMH UHTHOMTOps! AIID, YacToTa Kaluis, co-
obImaeMasl MAUEHTAMH, [OTyYaBIIMME JIO3apTaH MM THAPOXIOpTHAsH/, Oblla CXO/HOH i OblIa 3Ha-
YUTEBHO MEHBIIE, YeM Y HAIlMEHTOB, Moy4yaBmux HHruouTop AII®. Kpome Toro, mpu of01eM aHanu-
3¢ 16 IBOHHBIX CIIEMBIX KITHHIYECKUX HCCIe0Banuii y 4131 MaujeHToB. 4acToTa CHOHTAHHBIX cOO0IIe-
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HUI 0 Kalllle y MAIHEHTOB, ITOTyYaBIINX JI03apTaH, Obu1a cxoaHoi (3,1 %) ¢ TakoBOH y MalUeHTOB, IMo-
nyyapiux wiane6o (2,6 %) umm ruapoxnoptuasun (4,1 %), Toraa Kak 4acToTa IIpU MPHEME HHTHOUTO-
poB AII® cocrasuna 8,8 %.

V mauueHToB ¢ HeauaOeTHUecKOol T'MIepTEeH3UEH C IPOTEHHYpPHEH HCIIONb30BAHUE JIO3apTaHa 3HAYH-
TENBHO CHIDKAET TIPOTEHHYPHUIO, (paKIMOHHYIO KCKpenuio ansbymuna u IgG. Jlozapran noanepxisa-
eT CKOpOCTh KJIyOOYKOBOH (puIBTpalliy ¥ yMeHbIIAeT Gppakuuio ¢punsTpanuu. Kak mpasuio, no3apran
BBI3BIBAET CHI)KEHHE COJECPXKAHUS MOUYEBOH KHCJIOTEI B CBIBOPOTKE (00bI4HO < 0,4 Mr/mn), koTopas co-
XpaHsEeTCs IPH XPOHUYECKON TEPAIUH.

Jlo3apTaH He BAUSIET Ha BETETATUBHBIE PEIIEKCH U HE OKa3bIBAET yCTOHUMBOrO 3(dexTa Ha HOpape-
HAJIMH B IJIa3Me€.

V HarUeHTOB C HEAOCTATOYHOCTHIO JIEBOTO JKEIy[OuYKa M03bI j1o3apTana 25 mr u 50 MI IpUBOAMIH K
10JIOKUTEIHHBIM T€MOJIUHAMHYECKAM U HEHpPOrOPMOHATIBHBEIM 3¢ GeKTaM, XapaKTepU3yIOIUMCS yBe-
JINUEHHEM CEPAEYHOro WHIEKCa U CHIDKEHMEM JIaBJIEHUS JIETOYHOTO KaMJUIIPHOTO KJIMHA, CUCTEMHOTO
COCYZMCTOTO COIPOTHBIICHHS, CPETHETO CHCTEMHOTO apTEPHAILHOTO NABJICHHUS U YACTOTHI CEPAEYHBIX
COKpAIIeHHH, a TAK)KEe CHIKEHHEM YPOBHS LUPKYIUPYIOLIETO AlbAOCTEPOHA ¥ HOPAPCHAIMHA COOTBET-
CTBEHHO.

BO3HUKHOBEHUE THIIEPTEH3HH OBLIO 10303aBUCHMBIM Y IAIMEHTOB C CEPAEYHON HENOCTATOYHOCTBIO.
Hcceneoosanus eunepmen3uu

B KOHTPOJNMPYEMBIX KIMHHYECKHAX HCCIIEIOBAHUAX IPUEM JI03apTaHa OJMH pa3 B CYTKH Mal[UEHTaMH C
JIErKOM HMITH yMEPEHHOMN 3CCEHIHATbHOM THIIEPTEH3HMEN 00ECIIeUHBall CTATUCTUYECKH 3HAUMMOE CHIKE-
HHE CHCTOJMYECKOrO U JMACTOIHYECKOTO apTepHAIbHOTO AaBleHUs. V3MepeHue apTepHaabHOro AaB-
neHns depe3 24 yaca 1ocie IpueMa 1036l OTHOCUTENBHO 5 — 6 4acoB IOCIIE IpHeMa J03bI JEMOHCTPHU-
pOBAJTH CHIKEHHE apTePHAIbHOTO NaBJCHUs B TEUCHHE 24 4acoB; ECTECTBEHHBIN CYTOYHBIH PHTM CO-
xpassncs. CHIKEHHE apTepHAbHOTO JABICHHS B KOHIE HHTEpBaNa MeXTy IIPHEMaMH 103 Mpernapata
coctassio 70 — 80 % ot addexra, HaGmOgAEMOr0 Yepe3 S - 6 4acoB mociie mprema 036l [pernapara.
OTMeHa J103apTaHa y MAl[MeHTOB C TUIIEPTEH3UEH HE PUBO/HIA K PE3KOMY IMOBBIIICHUIO apTepHAbHO-
ro masyieHusi (CHMHApoM pHKoineta). HecMOTps Ha BBIp2XEHHOE CHHXXCHHE apTepHabHOTrO NaBJICHHS,
J103apTaH He OKa3bIBal KIMHUYECKH 3HAYMMBIX 9 (HEKTOB Ha YaCTOTY CEPACHHBIX COKPAIICHHUH.
Jlo3apTaH OMHAKOBO (G (GEKTHBEH y MY>KIHH K JKEHIIKH, a Takke y Gosiee MOJIOABIX (0 65 11eT) u ro-
YKUJTBIX TIAIIMEHTOB C apTEPUAJIbHON THIIEPTECH3UCH.

Hceneoosanue LIFE

Uccnenosanue LIFE (Losartan Intervention For Endpoint Reduction in Hypertension) sisnocs pasmo-
MH3HPOBAHHBIM, TPOIHBIM CIIEIIBIM, AKTHBHO-KOHTPOIHPYEMBIM HCCIIe0BaHHeM ¢ ydacTuem 9193 ma-
[IMEHTOB ¢ apTepHabHOl runepTenHsuedl B Bo3pacte oT 55 xo 80 net ¢ pokymeHTuposarHo# IKI' ru-
nepTpodueit 1eBoro ey aouka. [TanueHTs! ObUIH PaHIOMH3HPOBAHEI Ha TOJTyICHHUE 1 pa3 B cyTKH JI0-
sapraga SOmr wim 1 pas B cyTku areHonmona S50 wmr. Eciu nenesoe apTepuabHOE NaBieHUE
(< 140/90 MM pT. cT.) He GBLIO NOCTHTHYTO, CHAaYasa J0GABISICS THAPOXIOPTHASHIL (12,5 mr) u, ecnu
TpeGOBANOCH, 3aTeM yBEIMYHBAIIH 03y JIo3apTaHa Wik areHonona 10 100 Mr ofuH pas B CyTKH. Hpyrue
AHTHTHIEPTEH3UBHBIE MIPENapaThl, 33 HCKIFOUYeHHeM HHIHOUTOpoB AlID, aHTarOHHCTOB AHTHOTCH3UHA
II umu Geta-67I0KaTOPhI JOOABISIUCH TPU HEOOXOAUMOCTH 10 JOCTHIKEHHUS 1I€JIEBOr0 apTepHalbHOro
3HAYEHHUS.

CpenHsst NPOAOJKATENBHOCTH MOCIEYIOIIETO Habmonenus coctaBuna 4,8 rona.

[lepBHYHOM KOHEYHOH TOYKOMU SBISIACH COCTABHAA KOHEYHAs TOYKA CEPIEYHO-COCYIHCTRIX 3aboneBa-
HUH ¥ CMEPTH 10 TIPUYUHE CEPASIHO-COCY IUCTBIX 3a00JIEBAHNH 10 M3MEPEHUIO CHIKEHHS COBOKYIHOM
YACTOTHI CEPIEYHO-COCYAMCTBIX CMEPTeH, HHCYJIbTa U UH(bAPKTa MHOKap[a. ApPTepUAbHOE NaBIICHHE
GBUTO 3HAYUTEIBHO CHIDKEHO [0 CXOXKHX YPOBHEW B 3THX ABYX Ipymnnax. Tepamus J103apTaHOM IIPHBO-
JUna K CHIbKeHuro prcka Ha 13,0 % (p = 0,021, 95 % nosepurenbusii uutepsan 0,77 - 0,98), mo cpas-
HEHHIO C aT€HOJIONOM [UIS TTAI[HEHTOB, JOCTHUITINX MEPBUYHOM COCTaBHOW KOHEYHOM TOYKH. DTO MPO-
MCXOIIMIIO IPEUMYIIECTBEHHO 3@ CYET COKPAIIEHHUs YaCTOThI MHCYJIbTA. Teparius 103apTaHoM IIPUBO/K-
Ja K CHIDKEHHIO PHCKa MHCYJIbTa Ha 25 %, 1o cpaBHeHHIO ¢ areHonosnom (p = 0,001, 95 % noBepurens-
ueii uHTepBan 0,63 - 0,89). OTCyTCTBOBAIM 3HAYHTENBHBIC PA3IMUHs YACTOTHI CEPACIHO-COCY IUCTOU
cMepTH U HH(apKTa MUOKap/a MEXIy IPyNIaMH TEParuu. :
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[goiinas 610xkada peHuH-aH2UOMeH3UHOB0U CUCTMEeMbl (PAAC) 6 8 1 8 2 0 l 8
J[Ba KpyIHBIX PaHAOMH3HPOBAHHBIX KOHTPOJMPYEMBIX HCCIIEIOBAHUS (ONTARGET (Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial) u VA NEPHRON-D (The Veterans
Affairs Nephropathy in Diabetes) u3y4uaH HCIOJB30BaHHE HHIHOHUTOPOB AIl® B xoMOUHALMU C
6JI0KATOpaMH PELIENTOPOB aHTHOTeH3UHa [1.
Uccnenoanue ONTARGET 6pUI0 HpPOBEAEHO C YYaCTHEM IIAl[MEHTOB, CTPANAOIMX CEpACHHO-
COCYIMCTEIME 3a60JIeBAHUSMH U 3a00I€BAHUAMY COCYOB TOJIOBHOTO MO3Ta, HIIH CaxapHbIM nquabeTom
[ Tuma, COMPOBOXIABIIMXCS MPU3HAKAMH IOBPEXIEHHS OPraHOB - MHIICHEH. VA NEPHRON-D
HMCCIeN0BAHME OBUIO MPOBEIEHO C yUaCcTHEM IALMEHTOB, CTPAJAlONIUX CaXapHbM AuabeToM 2 THma u
nuabeTudeckoit HedponaTuen.
TTo cpaBHEHHMIO C MOHOTEPAIHEH 3TH HCCIE0BAHMS HE TOKa3aIi 3HAYUMOTO TI0JIOXKUTEIBHOTO BIHAHHA
Ha (PYHKIMH TOYEK W/MIIH MCXOZ CEPIEYHO-COCYUCTBIX 3a00JIeBaHuil ¥ CMEPTHOCTE, B TO BPEMs KaK
HAGTIONAZICA TOBBIUEHHBI PHCK THIEPKATMEMHHM, OCTPOM MOYEYHOH HEJOCTATOYHOCTH H/HIH
TUIIOTOHUU. B CBS3M ¢ aHAIOrMYHBIME (apMaKOJIUHAMHYECKUMH CBOWCTBAMH 3TH PE3YJIbTAaThl HMEIOT
OTHOLIeHHE U K ApyruM HATI® u GroxaTopaM pelenTopoB aHruoTeH3uHa 1.
[Tostomy HAII® u GIOKAaTOPBl PENENTOPOB AHTMOTEH3WHAa Il HE MOMKHBI OJHOBPEMEHHO
HCIIONB30BaThCA y GOJbHBIX quabeTHdeckol HedponaTuei.
ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
VICCIIEI0BAHHE OBUIO TPEJHA3HAYEHO [ BBIABICHHS IIPEUMYIIECTB AOOABICHHS AIMCKEPEHA K
craggaptHoit Tepamuu HAIID wmau k GnoxaropaM peHenTopoB aHTHOTEH3MHA [I y nmamueHTOB C
caxapuemM nuaberom Il THIa, XpOHHYECKOH MOYEYHOH HELOCTATOYHOCTBIO, CEPAEUHO-COCYAMCTBIMH
3aboneBaHusMU. VcciaenoBaHue OBUTO IMPEKPAILEHO [JOCPOYHO M3-32  ITIOBBIMIEHHOTO pHUCKa
HeGIATONPUATHBIX HCXONOB. MHCYIBT M CMEPTHOCTh OT CEPAEYHO-COCYAMCTBIX 3a00/eBaHHH
HA6TIOIATKCH Yallle B IPyTIIe MAlMeHTOB, IPUHAMABIINX aTUCKHPEH, YeM B rpymmne mianedo. Takwke B
rpyIIe, NPUHAMABIIEH AMUCKUPEH dYalle HabTONaNiCh HEeXEesaTelbHble PeaKkih (THIepKaTuemMus,
TUTIOTEH3HUs, T0UeuHast AUCHYHKIUSA).

[HapOXJIOpTHA3ULL

[MIPOXJIOPOTHA3H/L - THASUIHBIN JMypeTUK. MeXaHu3M aHTUTHIEPTEH3UBHOTO IEWCTBUS THA3UIHBIX
JIMYPETUKOB YCTAHOBIICH HE TOTHOCTHIO. THA3U/BI BIUSIOT HA MEXaHU3MEI peabcopOLuH IEKTPOTUTA B
MOYEYHBIX KaHAIbIIaX, HEMOCPEACTBEHHO YBEIMYMBAs BEIBEICHUE HATPUSL U XJIOPH/Ia IPUMEPHO B 3KBH-
BAJICHTHBIX KOJIMUeCTBaX. MOUYeronHoe feficTBHE THAPOXIOPTHA3HAa 00YCIOBICHO YMEHbIIEHHEM 00b-
eMa IUTa3Mbl, TIOBBIIIEHHEM aKTHUBHOCTH PEHHHA B IIJIa3M€ U YBEIHYCHUEM CEKPELHH albI0CTEPOHA, C
TOCTIEYIOLIMM YBEIHIEHIEM TOTePH Kalus U OGukapOoHaTa B MOYE M CHIDKCHHEM CONEPIKAHMS Kalus B
ChIBOpOTKe. CBS3b PEHUH-AIBJ0CTEPOHA OMIOCPEAYETCSI AHTHOTEH3HHOM II, ¥ MO3TOMY COBMECTHOE BBE-
JeHHe aHTarOHMCTa pelenTopa aHrnoTeH3uHa II uMeeT TEeHASHIMIO K 0OpaTHOMY CHIDKCHHIO Kaslusd,
CBSI3aHHOIO C THA3UIHBIMH JUYPETHKAMH.

ITocne mepopabHOTrO [IPUMEHEHHS JUype3 HaYHHAETCs B TEYCHHE 2 JACOB; qocm‘iﬁdéT [HKa TIPIMEPHO
yepes 4 yaca U JUTATCS OKOJIO 6 - 12 4aco. I CcOTAAVT S
AHTUTHNEPTEH3UBHBIN 3P PEKT coXpaHseTcs 10 24 4acos. ’; MHHMCT
\ g

HeMenanoMHbIi pak Koxu. Ha OCHOBAHMH MMEIOIIMXCS JAHHBIX SIIHIEMHOJIOTHYIECKUX HCCIE0BAHUH,
HAGIIOAeTCs KyMy/IATHBHAS J0303aBHCUMAas CBs3b MeXAy ruapoxiopruasugom 1 HMPK. Oxuo uc-
CIIelOBaHHE BKJIFOYANIO MOIMYJIAIMIO, COCTOSIIyI0 u3 71 533 cimyuaeB 6a3anbHOKIETOYHON KapIIUHOMBI 1
8 629 ciy4aeB ILIOCKOKIETOYHOrO paka cooTBeTcTByiomux 1 430 833 1 172 462 KOHTPOJBHBIM [PYTI-
IaM HaceJleHHs, COOTBETCTBEHHO. VICIOIb30BaHHE BBICOKHX 103 TMIPOXNIOpTHA3uaa (KyMYJSATHBHO >
50 000 mr) 6bU10 cBsizaHO co ckoppektupoBanHbM OR B 1,29 (95% CI: 1,23-1,35) g Oas3anpHOKIIE-
TOYHOM KapIuHOMBI 1 3,98 (95% CI: 3,68-4,31) /uisl 17I0CKOKJIETOUHOIO paKa. YeTKkasi B3aUMOCBS3b 10-
3a-0TBeT HaOMomanach Kak s 0a3ajlbHOKIETOYHOM KapLMHOMBEI, TaK U AJIS TJIOCKOKJIETOYHOIO paKa.
Jlpyroe uccief0oBaHUE MOKa3alo BO3MOXKHYIO CBA3b MEX/y pPakoM ry6s1 (SCC) u BosaeiicteueM HCTZ:

633 ciayuas paka ry6bl 66U1H cOnocTaBieHs! ¢ 63 067 KOHTPOIBHBIME IPYTITIAMI HACCICHH, HCTIONB3Y5
[30.10.2023 | !,t'(;T,p 15u318 |
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CTpaTeruro BHIGOPKH ¢ ydeToM pucka. KyMyIsaTHBHAA 3aBHCHMOCTb [103a-0TBET ObLTa TIPOAEMOHCTPH-
poBaHa CO CKOPPEKTUPOBAHHBIM 3HAYCHHEM OR 2,1 (95% CI: 1,7-2,6), yBemmuusatomumcs 1o OR 3,9
(3,0-4,9) st BBICOKOH KyMysTHBHOH 10381 (~ 25 000 mr) u OR 7,7 (5,7-1Q?5) JUISL Camoii BEICOKOH Ky-

MyIaTHBHO# 103561 (~ 100 000 mr) (cM. Takxe pasaesn 44). A
4 LUl vaiz

‘ MIEHITC

;
i

5.2 ®apMaKkoOKHHETHYeCKHE CBOIICTBA
AGcopbuus

Jlozapman

Tlocne mpuemMa BHYTph JO3apTaH OBICTPO BCACHIBACTCA M METabONHM3MPYETCs NP  "IEPBOM
npoxoxienun", 06pasys aKTHBHBIH KapOOKCUIBHBIA METaOONIUT U APYTHE HEAKTHBHBIC METabO0THUTHI.
CucremHas GHOZOCTYIHOCTh TaGNETOK J03apTaHa cocTaiseT mpuGmusutensHo 33 %. Cpenmue
ITHKOBBIE KOHIIEHTPAIMH JI03apTaHa M €ro aKTHBHOTO MeTabONMTa NOCTHraioTcs vepes 1 4ac u 3 - 4
yaca cOOTBETCTBEHHO. He GbIIO KIMHHYECKH 3HAYUMOTO BIMSHUS Ha MPO(UIIL KOHLEHTPALUH B IUTa3Me
J03apTaHa, KOra IpenapaT IPUMEHSIIH CO CTaHIapTU3MPOBAHHOM MHINEH.

Pacnpenenienue

Jlozapman

Jlo3apTaH 1 ero aKTUBHBIA MeTabOMHT Ha > 99 % CBA3BIBAIOTCS ¢ GeNKaMy IIa3Mbl, IPEUMYIIECTBEHHO
anpbymuHOM. OOGBeM pacmpefielleHus JIo3apTaHa cocTaBiseT 34 nutpa. VCCIenoBaHus Ha KpbIcax
[MOKA3BIBAIOT, YTO JIO3apPTAH IUIOXO MPOHUKAET Yepe3 remMarosHiedanmuueckuii 6apbep Uik BooOIIE He
TIPOHHUKAET.

Tuopoxnopmuasuo

TWAPOXIOPTHA3U/ IPOHUKAET Uepe3 [UIALEHTapHBIH, HO HE TeMaTodHUepanuiIeckui 6apbep, MpoHuKa-
eT B Ipy/JHOE MOJIOKO.

Buotpanchopmanus

Jlosapman

Oxoo 14 % BBeIeHHON BHYTPUBEHHO WM MEPOPATBHO NO03BI J103apTaHa Mpeobpa3yeTcs B aKTUBHBIH
metabonur. ITociie mepopaabHOrO W BHYTPUBEHHOT'O BBEIACHMS MEUYECHHOTO H30TOIOM 4C nosaprana
KaJIUsl pali0aKTHBHOCTD, [UPKYIHPYIONIas B IJIa3Me, IPEUMYIECTBCHHO IPUMUCHIBACTCSA JI03apTaHy K
ero aKTHBHOMY MeTaGonmuTy. MuHMMaIbHOE IpeoGpasoBaHue JI03apTaHa B €r0 aKTUBHBIA METabomuT
HaOJIOAJIOCH IPHMEPHO Y OZHOTO IMPOLEHTA HCCIIEYeMbIX JIHLI.

B [omonHeHHe K aKTHBHOMY METa0ONHTy 00pasyroTCs HeaKTHBHBIE META0ONHTHI, B TOM HYHCIE [BA
OCHOBHEIX MeTabonuTa, O0Opa3OBAHHEIX TMAPOKCHIMpOBaHMEM OOKoBOM memu OyTiia H
He3HAYUTEILHBIM MeTab0IUTOM, INIFOKypoHuAoM N-2 TeTpasona.

Brisesienue

Jlozapman

[Ina3MeHHBIH KIHPEHC JI03apTaHa M €ro akTHBHOTO MeTaGonmmTa cocTaBiseT okono 600 Miu/Mu u
50 MJI/MHH COOTBETCTBEHHO. [104eUHBIN KIMPEHC JI03apTaHa U ero akTUBHOTO METaboIuTa COCTABIIET
0KOJIO 74 MII/MHH U 26 MJI/MHH COOTBETCTBEHHO. [Ipy mpreme J103apTaHa BHYTPb IPUMEPHO 4 %o 103bI
BBIBOHUTCS C MOYOIi B HEU3MEHEHHOM BH/E ¥ OKOJIO 6 % 03B! BBIBOAUTCS ¢ MOYOMH B BHJE aKTUBHOTO
mertabomuTa. DapMaKOKMHETHKA JI03apTaHA U €ro aKTUBHOTO MeETaboNHuTa SBISETCS JHHEHHOH
TIepOpabHEIMH 03aMH J03apTana kamus 10 200 mr.

[locie mpweMa BHYTph IUIa3MEHHbIE KOHIIEHTPAIMM JI03apTaHa M €ro akTHBHOIO MeTaboiuTa
CHIYKAIOTCSI TIOJTMAKCIIOHEHIIHAIBHO ¢ TEPMHUHAIBHBIM [IEPHOIOM IIOJYBBIBEAEHHUS OKOJIO 2 4acoB U 6-
9 yacoB cooTBeTcTBeHHO. IIpu mpueme 100 MI OZMH pa3 B CyTKM HH JIO3apTaH, HH €ro aKTUBHBIH
MeTaboJIUT HE HAKAIUIMBAIOTCS B IIa3M€E B 3HAYUTEILHON CTEIEHH.

BrIBe/IeHHE 103apTaHa U €r0 MeTabONUTOB OCYIIECTBIIAETCA C JKEMIbIO U ¢ MO4oH. [locne npuema me-
pOpaIbHOM 03Bl MAPKMPOBAHHOTO H30TOIIOM 14C nosaprana y yenoBeka npUMepHO 35 % J103BI paauo-
AKTHBHOCTH BOCCTaHABJIMBAETCs B Mo4e U 58 % — B Kajie y B3pOCIIbIX MTAIIMEHTOB.

T'uopoxnopmua3sud

THAPOXTOPOTHA3H He MeTaboMM3upyeTcs, a ObICTPO BHIBOAMTCS Mo4Kamu. [Tpu coxpaneHny ypOBHEil
B JIa3Me B TEYEHHE KaK MUHHMYM 24 4acOB MEepHO ONyBEIBEIEHAs Koebancs B pe/eax oT 5,6 no

fipuxas |
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14,8 gacos. ITo MeHpmeit Mepe 61 % mepOpaTbHOH 0351 BHIBOAUTCS O3 H3MEHEHUH B TEUCHHE 24 ya-
COB.

XapakTepUCTUKH Y NAHEHTOB

Jlozapman u 2u0pox10pmuasuo

TInasMeHHble KOHIIEHTPALHH J103apTaHa i ero akTHBHOr0 MeTabomuTa u abcopOuust THAPOXIOpTHA3HA
Y MOXKHJIBIX THIIEPTEH3UBOB CYIIECTBEHHO HE OTINYAINCH OT TAKOBBIX Y MOJIOJIBIX MALMCHTOB MYIKCKO-
TO I10JIa C THIIEPTEH3HEH.

Jlozapman

Tociie epopatbHOTO MpHEMa Y MALMEHTOB C AIKOTOIBHBIM IIMPPO30M MEYEHHU JIETKOH-YMEPEHHOH CTe-
IIeHH KOHLIEHTPAIHs JI03apTaHa U €ro akTHBHOro MeTabonuTa B miasme 6bita B 5 pas u B 1,7 pasa BbI-
I1I€, Y€M Y MOJIOABIX JOOPOBOIBLIEB-MYKYHH.

dapMaKOKMHETHYECKHE KCCiIeoBaHus nokasand, 4To AUC jio3aprana y 310pOBBIX MYXKYHH SNOHIEB U
He smoHIeB He oTndaercs. Tem He menee, AUC metabonuta kap6oHOBO# kucnoTel (E-3174), no-
BHAMOMY, OTJIMYAETCS MEXKY ABYMs IPYIIIaMH, IIPH 3TOM Y STIOHIIEB IPUMEPHO Ha 1,5 pasa BEILIE,
4eM y He AMoHUeB. KIuHIYeckoe 3HaYeHHE 3THX PE3yJIbTATOB HEM3BECTHO.

Hu no3apraH, HE €ro aKTHBHBIH METa00IHT HE MOTYT OBITH yJaI€HBI F€MOHATIH3OM.

5.3 JlaHHbIE JOKJIMHHYECKOH 0€30MacHOCTH

JOK/THHIYECKHE NaHHBIE HE MOKA3BIBAIOT 0CO00H OMaCHOCTH [T MOAEH Ha OCHOBE OOBIYHBIX HCCIIEO0-
BaHuil oOmeil (hapMaKOJIOTUM M TE€HOTOKCHYHOCTH. ToKcHYecKuH MoTeHIMan KoMOWHAUuH Ji03ap-
TaH/THAPOXJIOPTHA3U/IA OLIEHUBAIH B HCCIEIOBAHUSIX XPOHMYECKOM TOKCHYHOCTH MPOAOKHTEIBHO-
CTBIO JI0 IECTH MECSIIEB Y KPBIC U COBAK MOCIIe epOpaitbHOro BBeIeH s . VI3Menenus, HabmoaaBIuecs
B 3THX HCCIIEIOBAHHUAX ¢ KOMOMHAIMEH, OBUIH B OCHOBHOM 00YCIOBIICHBI J103apTaHOM. BBeieHue KoM-
GUHAIMK JI03apTaHa C THAPOXIOPTHA3UAOM IPUBOJHMIO K YMEHBUICHUIO YPOBHEH KPACHBIX KPOBSHBIX
KIIETOK (3PUTPOIMTOB, T€MOTJIOONHA, TEMATOKPHTA), yBETHUEHHIO MOUEBUHBI-N B CBIBOPOTKE, CHUIKE-
HUIO Macchl cepaa (6e3 THCTOIOrHYeCKOro KOppesaTa) i ey JO4YHO-KHIIEUHbIM H3MEHEHHIM (Topa-
JKEHUS CIM3UCTON 00OJIO0YKH, S3BBI, 3pO3UU, KPOBOM3NHAHUA). He 3aperupcTpupoBaHO N0Ka3aTENIbCTB
TEPATOreHHOCTH y KPbIC MJIM KPOJIMKOB, IOTY4aBIINX KOMOMHAIHMIO J103apTaH/THApOXIopTHasuy. Tok-
CHYHOCTB IS IIOJA KPBIC, O YeEM CBUETENLCTBYET HeGOIbIIOE yBENHUEHHE U30BITOUHBIX pebep B reHe
F1, Habroaanack, KOT/Ia CaMKaM Ipenapar BBOIMIICS 0 U BO BpeMs GepemennocTH. Kak oTMeyanocs B
HCCIIEIOBAaHUAX C JI03apTaHOM, HeOnarompusTHee 3G (EKTH mI0aa U HOBOPOXKICHHBIX, BKIOYAd 10~
YeqHYI0 TOKCHYHOCTh M CMEPTH IUI0/A, HaGMONatCh, Kora GepeMeHHBIE KPBICHI MOJTyYald KoMOuHa-
LU0 JI03apTaH/THAPOXIOPTHA3K/] BO BPEMs TTO3THEH IECTAMM W/UIIU JIAKTALUH.

6. ®APMAIIEBTUYECKHUE CBOWICTBA

6.1 IlepeuyeHb BCIOMOraTeJbHBIX BEMIECTB

BcrmoMorarenbHble HHTDEMEHTRI: KpaxMall MpesKeTaTHHHPOBAHHBIN, LIEJUII0I03a MUKPOKPUCTAILTHYE-
cKasi, JIJaKTO36l MOHOTH/IPAT, MarHust cTeapar, runpomMerniosa, Makporos 4000, kpacuTelb XMHOTHHOBEIH
xentsii (E104), Tutana quokeun (E171), Tanbk.

6.2  HecoBmMecTHMOCTH o m——
He npumenumo. -

6.3 Cpok rogaoctu
5 net

6.4 OcolOble Mepbl IPEJOCTOPOKHOCTH MPH XPAHEHHH
XpaHuTh [pH Temieparype He Bbie 25 °C.

6.5 XapakTep H coaepKaHHe NePBUYHOH yNIAKOBKH
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HO PB

7 tabnerox B Gmuctepe ([IBX/IIBAX mneHka u amoMuHueBas ¢oinbra). 4 6nu0Tepa0c ]H!§CTKOM-
BKJIAZIBIIIIEM B KAPTOHHOM MavKe.

14 tabnerok B 6mucrepe (IIBX/TIBAX ruienka u amoMunueBas (onsra). 2 uiu 4 6mcrepa ¢ JTMCTKOM-
BKJIA/IBIIIEM B KAPTOHHOH IMadvKe.

10 tabnerox B 6muctepe ([IBX/TIBIX ruieHka U amoMuHHeBas (osbra). 3 wim 6 GIMCTEPOB C JUCT-
KOM-BKJIQJBIIIIEM B KAPTOHHOM MadvKe.

6.6 Oco0Oble MepbI MPEIOCTOPOKHOCTH NMPH YHHYTOKEHHH HCMOJIb30BAHHOI0 JIEKAPCTBEHHOI0
npenapara WiH 0TX0J0B, MMOJY4YeHHBIX MOC/J€ NPUMEHEHHS JIEKAPCTBEHHOr0 Npenapara uwid pa-
00TBI ¢ HUM.

Het oco6p1x TpeOoBaHUN K yTHIH3ALMH.

Bech OCTaBIIMKACS JIEKAPCTBEHHBIN MpernapaT U OTXOAbI CIeIYeT YHUUTOXXUTh B YCTAHOBIEHHOM MOPS-
Ke.

6.7. YcnoBus ormycka
[To penenty Bpaua

7.  AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

KPKA n.x., Hoso mecto, [lImapsernka necta 6, 8501 Hoso mecto, CroBeHus.
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