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. HAMMEHOBAHUE JEKAPCTBEHHOI'O IIPETTAPATA | foes (v s
JIOPHCTA® H TabieTky, TOKPHITbIE IIEHOYHOM 060104Koi, 50 Mr/12,5Mr ST
Jlozapmar Kanus/2uopoxnopmuasuo

2. KAYECTBEHHBII U KOJUYECTBEHHBIN COCTAB

1 TabneTka, MOKPHITAS IIEHOUHOH 000JIOYKOM, COMCPKUT 50 mr nosapraHa Kamus 4 12,5 Mr THApO-
XJIOPTHA3HUA.

BcrmomoraTebHble BEIeCTBA C U3BECTHBIM IEWCTBHEM: JIAKTO3bl MOHOTUAPAT, KPACHUTE/Ib XUHOIUHO-
BB xenThiid (E104)

O0Ha mabnemxa, NOKpLIMAs. RAEHOYHOI 00010YKOT, COOepacUm:
JlakTo3a 59,98 mr
KpacuTesib XMHOIHHOBBIH skenThiid (E104) 0,11 mr

BcroMmoraTenbHbIe BellecTBa epedrcIieHs! B paszene 6.1.
3. JIEKAPCTBEHHAS ®OPMA

YenThie, OBATIBHBIE, CIETKA JBOSKOBBITYKIbIE TaONETKHU, TOKPHITHIE TUIEHOYHOH 0007109KOH, ¢ HaceH-
KOii Ha OZHOM cTopoHe. Haceuka He mpe/jHa3HAYEHA U PA3aMbIBAHUS TAONETKH.

4. KJIUHUYECKUE JAHHBIE

4.1 Tloxa3aHusi K NPHMEHEHHIO

Ipenapar JTopucta® H mokasan aist jiedeHus! EPBUYHOK apTepHanbHOM TUIEPTEH3UA B CITyHaAX, KOrd
aIeKBaTHOTO KOHTPOJIS apTEPHAIBHOTO JAaBICHHS He yAaeTcs JOOUTHCS IPH MOMOIIM J103apTaHa 1 THl-
POXJIOpTHA3HUIA, IPUMEHAEMBIX I10 OTAEIBHOCTH.

4.2 PexuMm 103UPOBAHHS U C1I0CO0 NMPUMEHEHHS

Apmepuanvras 2unepmen3ust

KoMmbuHaIws 103apTaHa M THAPOXJIOPTHA3Ha He IpefHAa3HAYeHa [l Ha4yalbHOH Teparuu; mpuMeHe-
HHE PEKOMEH/IOBAHO B CIIydasX OTCYTCTBHs aJE€KBATHOTO KOHTPOJLA apTepHallbHOrO AaBJICHHM IIPH 110~
MOIIH JT03aPTaHa ¥ THAPOXJIOPTHA3M/A, IPAMEHSIEMBIX M0 OTAENBHOCTH. PEKOMEHIyeTCsl THTPOBAHHE
7103 TI0 KOMIIOHEHTaM (J103apTaH M THApoXJIopTHasuy). IIpH KIMHAYECKOH HEOOXOAMMOCTH 11es1ec000-
pa3sHO paccMaTpHBaTh MEPEXOJ OT MOHOTEPANMH K NPUMEHEHHIO KOMOMHALMH C (GUKCHPOBAHHOU 10~
30M.

OGbruHas mojzepkuBaromas no3a — 1 Tabnerka Jlopucta® H (mosapras 50 MI/THIPOXIOPTHA3UL
12,5 mr) 1 pa3 B CyTKH.

TIpu HELOCTATOYHOM TEpAINeBTHYECKOM OTBETE 033 MOXKET OBITh yBemuueHa 10 1 rabneTku Jlopucra®
HJT (noapran 100 Mr/ruapoxnoptaasug 25 mr) 1 pas B cyTku. MakcumanpHas 1032 - 1 tabnerka Jlo-
pucta® HJI (o3apran 100 Mr/ruapoXIopTHas’u 25 Mr) B CyTKH.

Kax mpaBuiio, THIOTeH3HBHBIH 9 beKT HOCTHraeTCs B TeUeHue 3 - 4 HeJleNb M0CIe Hadana TeparuH.
Jlopucta® HI100 TabneTku, MOKPHIThIE IUIEHOUHOH 060I0YKOM, 100 wmr/12,5 wmr (no3apraH
100 Mr/ruapoxnoptuasua 12,5 Mr) mokasaH MalHeHTaM, KOTOpble MPUHUMAIIA J103apTaH B J03UPOBKE
100 Mr 1 KoTOpbIM TpeOyeTcsl ZOTONHUTENBHBIM KOHTPOJIb ApTEPUATBHOrO NaBICHHA.

pumenenue npu HapyuieHuy QYHKYUY NOYeK U Y NAYUeHMos, HAX00AUUXCA HA 2eMOOUANU3e
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[lanueHTaM ¢ yMEpPEHHO#H TOUeYHOM HEAOCTATOYHOCTBIO (KMpeHe kpeaTuHuHa 30-50 Mi/MuH) KOppek-
1Hsl HaualbHOH 10361 He TpeOyercs. He pekoMeHmyeTcs Ha3HauaTh JaHHYI0 KOMOMHAIHUIO IIPH TSHKETIOM
HApyIIeHHH (DyHKIUU Mouek (KIMPeHC KpeaTHHHHA < 30 MI/MUH) U TalMeHTaM Ha reMojuanuse (CM.
pa3znen 4.3).

Cocmosnus, conposocoaruuecs UCoueHueM UHmpasackyiapro20 obvema

Tlepen mpuMeHEHHEM KOMOUHALMHU JI03apTaH / THAPOXJIOPTHA3H TPEOYETCs KOPPEKLMs AeULIITA HH-
TpaBacKyJIIPHOTo 00beMa H/UIIH HEJOCTATKa HATPHS.

[Ipumenenue npu neyeHoYHOU HeQOCMAmoYHOCmU

[TpuMeHeHHEe IPOTUBOIOKA3AHO Y TTAIHEHTOB C TSHKENOH MeYeHOYHOH HE0CTATOYHOCTBIO (CM. paszel
4.3).

[ayuenmul nodicuno2o 6o3pacma

Koppekius 1035l ¥ TOXKIIBIX TAIUEHTOB, KaK NPaBHJI0, He TpedyeTcs.

Ipumenenue y demeii u noopocmkog (< 18 nem)

Her cBeneHuil 0 MpUMEHEHUH TIpenapaTa y AeTel U MOJPOCTKOB, I03TOMY Ha3HauYeHHE NaHHOM Karero-
PHH MTAIIMEHTOB HE PEKOMEHI0BAHO.

Croco6 npuMeHeHust

[Ipenapat momycKkaeTcs IPHHAMATh BMECTE C APYTHMH aHTUTUIIEPTEH3UBHBIMH JICKAPCTBEHHBIMHE ITpe-
naparamu (cM. pa3nens! 4.3,4.4,4.5u 5.1).

[IpemapaT MOKHO IPUHUMATh HE3aBHCHMO OT IIPHEMA ITHIIIH.

TabneTky cinexyer 3anuBaTh CTAKaHOM BOIBI.

4.3 IIporuBomokasaHHs

. [ToBbIIIEHHAs YyBCTBUTEIHLHOCTD K JI03apTaHy, IPOU3BOAHBIM CyNIb(poHaMKIA (TaKuM, KaK TUjl-
POXJIOPTHA3U) WK K JIEOGOMY U3 BCIIOMOTATENIBHBIX BEIIECTB, [IEPEUHCIEHHBIX B paszene 6.1;

. 2 u 3 TpuMecTpbl OepeMeHHOCTH (CM. paszaensl 4.4 u 4.6);

. Tspkenas moyeyHas HeOCTATOYHOCTD (KIHpeHe KpeaTuHiHA < 30 MJI/MUH);

. Anypus,

. Tspkenas rnedeHodHas HETOCTATOYHOCTh, XOJIECTa3, HapyIlIeHHE MPOXOAUMOCTH XETYHBIX ITy-
TEH;

. VeToWUHBEIE K TEPAITHMH THIIOKATUEMHUS WIIH THIIEPKAJIBIIUEMHUS;

. PedpaxTepHas runoHaTpUEMHS;

. CuMIToMaTHyecKasi THIepypruKeMus / oaarpa;

. OxHoBpeMeHHOe TpuMeHeHue npenapara Jlopucta® H ¢ npenapartamu, coaepiKalliMy aTHCKH-

peH, IIPOTUBOIMOKA3aHO MAIMEHTaM C CaXapHbIM AHabeToM WM MoYedHOH HenocTaTodHOCThio (CKD <
60 mi/Mun/1,73 M?) (cM. paznenst 4.5 u 5.1).

44  OcoOble yka3aHHsI H MepbI IPeI0CTOPOKHOCTH NPH NPHMEHEHUH

Jlo3apran

AHeuonespomuueckuii omex

[TanHeHTH ¢ aHTHOHEBPOTHYECKHM OTEKOM B aHAMHe3e JOJDKHBI HAXOAUTHCS MOJ] CTPOTHM HaOIIONEHH-
eM Bpaua (0TeK Jiuna, ryd, ropyia /Wi s3bika) (cM. paszen 4.8).

Tunomensusi u ucmowenue UHMpPagacKyIapHo20 0bvema

V manueHToB ¢ THIIOBOJIEMHEH W/HIIA TMIIOHATpUEMHEH (BCIEACTBUE MHTEHCHUBHOM TEPANHH JUYPETH-
KaMH, JUETHI CO CHHYKEHHBIM KOJIMYECTBOM HATpPHUS, JHAPEH WM PBOTHI) MOXKET HAOIIIONATbCs TUIIOTEH-
315, 0OCOOEHHO TOCNe MpUeMa MepBoil 036l JlaHHBIE COCTOSIHUS TPeOYIOT KOPPEKIUH Tepe]] HauaaoM
nevenus (cM. pasznens! 4.2 u 4.3).

Hapyuenus snexkmporumno2o baranca

HapymeHus 571eKTpONUTHOrO GaaHca 4acTo BCTPEYAOTCA y MALMEHTOB C IOYEYHOH HEJOCTAaTOYHO-
CTBIO, TIPH HAJIMYUH UK OTCYTCTBUHU Auabera. Takum oOpasom, BO BpeMs JI€UCHHS CIIELyET KOHTPOIIH-
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poBaTh KOHIEHTPALHIO KAUs B IUIa3Me KPOBH M KIIHPEHC KPEaTHHNHA, OCOOCHHO Y MAlMEHTOB C KIH-
percoM kpeatiHHHA 30 — 50 MJI/MMH ¥ CEpAEIHON HEJOCTATOYHOCTBIO.

He pexomeHmyeTcs IpUMEHeHHe KaiuiicOeperaomux — IHYPETHKOB, J00aBOK  Kalus
KaIHHCOAEPIKAIMX 3aMEHUTENIEH COMH, a TaKKe APYTUX MpenapaToB, MpH MPHEME KOTOPBIX BO3MOXKHO
MOBBIIIEHNE KOHIEHTPALMii Kajlis B IUIa3Me KPOBH (HAaIpUMep, TaKOBBIE, COAEPIKAIINE TPUMETONPHM),
COBMECTHO C KOMOMHALMEN J103apTaH/Tuapoxnoptaasuy (cM. pasaen 4.5).

Hapywenue gpynkyuu nevenu

Ha ocHoBanu# ()apMakOKHHETHYECKUX JAHHBIX, AEMOHCTPUPYIOIIUX 3HAYUTEIIBHOE YBEIHYCHHE KOH-
HEHTPAIMHU JI03apTaHa B IIa3Me y OOJBHBIX UPPO30M, IIpenapaT Jlopucta® H crenyet ¢ 0CTOPOXKHO-
CTBIO HAa3HAYaTh NAlMEHTaM C JIETKUMH WM CPEIHEH THKeCTH HapyIIeHUAMH (QYHKIMM IEYECHH B
aHamHe3se. [T0CKONBKY JaHHBIE O TEPANEBTHYECKOM IPUMEHEHMH JIO3apTaHa y IalUeHTOB C TSOKEIOH
NeYeHOYHO HeI0CTaTOYHOCTBIO OTCYTCTBYIOT, Ipenapat Jlopucta® H mpoTuBOIOKasaH 1aHHOI KaTe-
ropuu nanueHToB (cM. pasmens 4.2, 4.3 u 5.2).

Hapywenue ¢pynxyuu novex

B pesyibrare MOAABICHUS PEHHH-aHTHOTEH3UH-AJIBJOCTEPOHOBON CHCTEMBI OTMEYAIHCh H3MEHEHHUS
(QYHKIHME MOYEK, BKIIFOYAs MTOYEYHYIO HEJOCTATOYHOCTh (B YaCTHOCTH, y MAIMEHTOB C 3aBUCHMOCTBIO
NoYevyHod (YHKIMU OT PEHHH-AaHTHOTEH3MH-aIBJI0CTEPOHOBOH CHCTEMBI: MALUEHTHI C TSHKEIOU cep-
JIeUHOH HEJOCTATOYHOCTHIO MO0 ¢ XPOHHYECKUM HApyIICHUEM (yHKLUH ITOUYEK).

Kak ®m B cioyyae C [OpYrHMH IIpemapaTamMy, BO3JEHCTBYIOIIMMHM HA pPEHUH-AHTHOTEH3HH-
aIBJI0CTEPOHOBYIO CUCTEMY, Y MAIUEHTOB C JBYCTOPOHHHMM CTEHO30M MOYEYHBIX apTEPHH UM CTEHO-
30M apTepUM €IUHCTBEHHOM ITOYKH OTMEYanoCh IMOBBIIIEHUE YPOBHEH MOYCBUHBI M KPEaTHHHHA; [aH-
Hble U3MEHEHUS 00PaTUMBI IPU MpeKpalneHuu Tepanuu. CleayeT ¢ 0CTOPOKHOCTBIO IPUMEHSATB J103ap-
TaH y HAlMEHTOB C By CTOPOHHHUM CTE€HO30M II0YEYHBIX apTEPHi MIIH CTEHO30M apTEPUH €IMHCTBEHHON
MOYKH.

Tpancnnanmayus novex

HeT maHHBIX 0 NMpPHUMEHEHHH IperapaTa y IalUeHTOB, IMEPEHECIIHMX ONEPALUI0 M0 TPaHCIUIAHTALUHU
TIOYKH.

ITepsuynwlil 2unepanb00CmepoHUIM

V HaIueHToB ¢ MEPBUYHBIM THIIEPATBI0CTEPOHH3MOM, KaK IIPABUIIO, OTCYTCTBYET peakiis Ha IHIIOTEH-
3UBHBIE CPEJCTBA, MOJABISIONINE PEHHH-aHTMOTEH3MHOBYIO cucTeMy. CrenoBarenbHO, NPUMEHEHHE
KOMOHHAIIMH JI03apTaH/THAPOXIOPTHA3U HE PEKOMEHTYeTCH.

Koponapnas 6onesus cepoya u yepebpo6ackyniapHole HapyUleHUs.

Kax u B cilyyae MpUMEHEHHs JIFOOBIX APYTHX aHTHUTHIIEPTEH3UBHBIX CPENCTB, 3HAYUTEIbHOE CHIDKCHUE
apTepHaNbHOTO J@BJIEHUs Y TALMEHTOB C HIIEMHYECKOH GONEe3HBIO cepaua M LepeOpoBacKyIIPHEIMHU
3a00JIEBAHUSAME MOJKET IIPUBECTH K HH(PAPKTY MHOKap/a UJIH HHCYJIBTY.

Cepoeunas HedoCcmamo4HoCmb

V nanMeHToB ¢ CEpAECYHOM HEJOCTATOYHOCTHIO C WK 0€3 MOYeUHO HEAOCTATOYHOCTH, KaK U TIPH MpH-
eMe JIpyrHX IpernaparoB, JeUCTBYIOMIUX HAa PEHUH-aHTHOTEH3UHOBYIO CHCTEMY, CYIIECTBYET MOBBILICH-
HBIM PHCK Da3sBUTHs TSDKEJIOW apTepUanbHOM THIOTEH3WH M NOYEYHON HENOCTATOYHOCTH (3a4acTylo
0CTpOH).

Cmeno3 MumpanbHo20 ulu aopmanbHo20 KIANAHA, 0O6CMPYKMUBHAS 2UNePMPOPUIECKas KapOUOMUO-
namus

Kak u B ciiyyae ApyTHX Ba3oqUJIaTaTOPOB, CIEAYET ¢ 0COOOH OCTOPOXKHOCTBIO MOJIXOMUTh K Ha3Haue-
HHIO TIperapaTa MalueHTaM ¢ a0pTAIbHBIM CTEHO30M, CTEHO30M MHUTPAIBHOIO KilarnaHa u 00CTpYKTUB-
HOH runepTpopuueckoit kKapAMOMHONIATHEH.

OmHuyeckue ocobeHHocmu

[Toka3aHo, YTO HHTHOUTOPBI AHTHOTEH3UH-TIPEBPAINAIOIEro GepMeHTa, JI03apTaH ¥ APYrue aHTarOHHU-
CTBI QHTHOTEH3HHA 00JIaal0T 3HAYMTEIBHO MEHBIIUM THIIOTEH3UBHBIM 3(()EKTOM MpU MPUMECHEHUU Y
YEePHOKOKHX TAIMEHTOB. BO3MOXHO, TaHHOE 0GCTOATENBCTBO 00BACHAETCS TEM, YTO Y ITOM KaTeropuH
MAIHEHTOB YaCTO BCTPEYaeTCsl HU3KUH yPOBEHb PEHHHA B KPOBH.
bepemennocmo

SRy
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Murubutops! perentopoB anrnoTensuHa II (APA-II) ne ciexyer HauyMHaTh MPUHAMATB BO BpeMs Oepe-
MEHHOCTH. ECIIM BO3MOXKHO, TO TAIlMEHTKaM, INIAHUPYIOIUM OEpeMEHHOCTh, CIEAYET HA3HAYUTH ajlb-
TepHATUBHbIE BH/Ibl AHTHUTUIIEPTEH3UBHOM TEPAIUH, XOPOLIO 3apEKOMEH/I0BABLINE CE0sl C TOUKU 3PEHHUS
6e30MacHOCTH TIPH IPUMEHEHUH B ITepuof 6epeMeHHOCTH. [Tocie ycTaHOBIEHUsS OEPEMEHHOCTH CIIEMy-
€T HEMEIJIEHHO NpekpaTuTh npuMeHeHne APA-II u npu HEOOXOMMMOCTH HA3HAYMTE AJbTEPHATHBHYIO
Tepanuio (cM. pasaenst 4.3 u 4.6).

Jlsotinas 610xada peHuH-aneuomeH3uH-anb0ocmeporogoil cucmemot (PAAC)

CyIIecTBYIOT [aHHBIE, YTO COBMECTHOE NPHMEHEHHE HHIMOMTOPOB AHIMOTEH3HHIIPEBPAIIAIOLIETO
depmenTa (AIID), 6710KaTOPOB PELENTOPOB aHIHOTEH3UHA [ U anucKupeHa MOBBIIIACT PUCK Pa3BUTHS
apTepUATBHOM TMIIOTEH3UH, THIEPKATHEMUH U CHIDKEHUs (YHKIMM I0YeK (BKIIOYAs OCTPYIO MoYed-
Hyl0 HejocTarouHocth). CrenoBatensHO, nBoiHas 6nokama PAAC ¢ mpuMeHEHHEM HHIHOHTOPOB
ATI®, 6noxatopos penentopos anruotensuna II (BPA II) mnu amuckupena He peKOMeHIOBaHA (CM.
paszensl 4.5 u 5.1).

B ciywasx, KOT/ia COBMECTHOE IPUMEHEHHE a0COIIOTHO TI0Ka3aHo, HEOOXOAMMO TINATe/IbHOe HadIHo/e-
HUE CIIENHATUCTa U 0053aTeJIbHBIM MOHHTOPUHT (DYHKIIMU ITOYEK, BOAHO-3JEKTPOJIMTHOro GanaHca u
apTEepUATLHOTO JABJICHUS.

Unru6uropsr ATI® u GI0KaTOPH! PELENTOPOB aHrHOTeH3UHA I He OJDKHEI Ha3HAYATBCS ONHOBPEMEH-
HO MALHEHTaM C JuabeTHueckoi HedpomaTHen.

[HapoXIopTHa3uI

Tunomen3us u HapyuieHue 600HO-31eKMPONUMHO20 baranca

Kak ¥ mpu [pyroif aHTUTHIIEPTEH3UBHON TEPAIUH, Y HEKOTOPBIX MAl[UCHTOB MOXET BO3HUKHYTH CHMII-
TOMAaTHUecKasi apTepuaibHas THIOTeH3Us. [103TOMy ClIeMyeT MPOBOAUTE CHCTEMATHUECKUH aHAIIN3 1l
BBISBJICHNS] KIIMHHYECKHX MPU3HAKOB HApyIICHUs BOJHO-3/IEKTPOIUTHOTO GanaHca (THIOBOJEMHUS, TH-
[OHATPHEMHS, TUIIOXJIOPEMUYECKHH alKaso3, THIOMATHUEMHS MM TUIIOKAIUEMHs), HalpiMep, rocrne
JMaped WM PBOTHL Y TaKuX MALMEHTOB HEOGXOJUMO MPOBOAUTE PETYISPHEIH KOHTPOJIL CONCPIKAHUS
3JIEKTPOIMTOB B IUIa3Me. B jkapKyro MOrofy y MAlHeHTOB, CTPANAIOIIUNX OTEKAMH, MOXKET OTMEYATHCS
IUIIIOIHOHHAS THIIOHATPUEMHS.

BrusiHue na memabonusm u 3HOOKPUHHYIO CUCEM)

Tepanus THA3UIaMH MOYET IIPHBECTH K yXYALUICHHIO TONEPAHTHOCTH K TIIOKO3E. MosxeT moHagoOUThCS
KOPPEKLHsI 103BI TPOTUBOIHA0ETHYECKHUX CPEJICTB, B T.4. HHCYJIUHA (cm. pazpen 4.5). [Ipu npumenenuu
THA3WIHON TEPAITMY MOJKET [IPOSIBIITHCS JTATEHTHBIN CaxapHbIA Auaber.

TuasuIbl MOTYT CHMKATH BBIBEJCHUE KAIBLMA ¢ MOUOH ¥ NPUBOJUTE, TEM CaMbIM, K KPaTKOBPEMEHHO-
My HE3HAYHTETbHOMY YBEITHUEHHIO €TO KOHIEHTPALMU B IIa3Me KPOBH. BhIpaxkeHHas rUnepKasbiue-
ML MOYKET CBH/IETENBCTBOBATh O CKPHITOM rumeprnaparupeounusme. Ilepen uccnenosanuemM QyHKIUU
MapalUTOBUAHEIX XKeNe3 IPUEM THa3UIHbIX THYPETHKOB CIIEyET MPEKPATHTE.

C IpUMEHEHWEM THA3UIHBIX JUYPETHKOB MOXET ObITh CBS3aHO MOBBIIICHHE YPOBHEH XOJNECTEpPHHA U
TPUTJIALIEPUIOB.

V HEKOTOpHIX MAIMEHTOB TEPAlys THA3HIaMH MOXET CIPOBOLMPOBATH TUIIEPYPUKEMHUIO U / I MPH-
crym momarpsl. [10CKOIBKY J103apTaH YMEHBIIACT KOHIEHTPALHMIO MOYEBOH KUCIIOTBL, TO €ro KOMOUHa-
1Ms ¢ THAPOXJIOPTUA3UIOM CHIDKAET BEPOATHOCTH BOSHHUKHOBEHHUS THIIEPYPUKEMHH, CBA3AHHON C MpH-
MEHEHHEM Uy PETHKOB.

Hapywenue @yHxyuu nevenu
V NAIMEeHTOB C [eYeHOYHON HeJOCTATOYHOCTBIO HIIH MPOTPECCHPYIOMUME OOJIE3HIMH I€UEHH IPUMeE-

HSTh THA3KIBI CIELYET C OCTOPOXKHOCTBIO, TAK KaK OHU MOTYT BBI3BATH BHYTPHIICYCHOUHBIN X0JI€CTa3, a
He3HAYUTeIbHBIE H3MEHEHHUS KUIKOCTHOTO M AJIEKTPOIMTHOrO OajaHca MOryT CIPOBOLUPOBATH Medve-
Hounyto kKomy. [Ipemapar Jlopucta® H mpOoTHBOIOKA3aH MAIMEHTaM C TSKEJOH MEeYCeHOYHO! HeocTa-
TOYHOCTBIO (CcM. paszmenst 4.3 u 5.2).

[lpyeue ocobenrocmu

V MauueHToB, MPUHAMAIOIIMX THA3H/bl, MOTYT OTMEYAThCsl PEAKLMHU ITOBBILICHHON UyBCTBUTE/IbHOCTH
BHE 3aBHCHMOCTH OT HAIMUKS B aHAMHE3€ aJUIEPrUr WK OpOHXHANBHON acTMBL MMmerotes cooliuenus
06 060CTPEHHH KM BO30OHOBIEHHU CHCTEMHOH KPaCHO! BOTYAHKH MPH NPUMEHEHUU THASUIHBIX TIpe-

[1apaToB.
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Hemenanommuulii pak kooicu b 8 1 7 4 2 0 1 8
B IBYX OSNHEMUONOTMYECKHX MCCICNOBAHMAX HA OCHOBAHMHM JAHHBIX JIaTCKOrO HalMOHAIBHOTO
peecTpa OHKOJOTMYECKHX 3a00NeBaHuH, ObUT BBIBICH MOBEIICHHBIM PHCK PA3BUTHS HEMEIAHOMHOIO
paka koxu (HMPK) (Gasanproknerounoit kapuuHoMbl (BKK) 1 MI0CKOKIETOYHOH KapUUHOMEI (TICK))
rnocJie mpuMeHeHus 6oJiee BRICOKHX CYMMapHBIX 103 THAPOXIOPOTHA3U/A.
®oToCeHCHGHIH3MpYIONIee IEHCTBHE THAPOXIOPTHA3HIA MOXKET DACUEHMBATBHCS KaK BO3MONKHBIHA
mexagusM  passuteiss HMPK.  IlaumeHTOB, NpPUHUMAIONMX  THAPOXJIOPTHA3MA, — CICAYET
npoundopmupoBath 0 pucke pasButus HMPK, HeoOXomumocTH peryispHOH NPOBEPKH KOXKHBIX
[OKPOBOB Ha HANMYME HOBBIX OYAroB M HEOOXOMMMOCTH HE3aMEIUTHTENBHO COOOW@ATh O Jo0BIX
TI0/I03PUTENBHBIX HOBOOOPA30BaHUAX Ha Koxke. JJIsl CHHOKEHUS pUCKA PAa3BUTUS Paka KOXKHU MAalHCHTaM
ClIeyeT cOOOMIMTh O BO3MOXHBIX MPOGMIAKTHYECKHX MEpaX, TaKUX KaK OrpaHHYCHHE BO3JICHCTBUS
COJTHEYHOTo cBeTa ¥ Y D-nyueif, a B ciIydae BO3AEHCTBUS HEOOXOAMMO ITPUMEHSTH a[ICKBaTHYIO 3alIUTY
KOXKHBIX TOKPOBOB. HeoOGX0oAuMO B KpaTdaiIMe CpPOKH 0OCIIEeN0BAThH MOAO3PUTENBHBIE MOPAKEHHUS
KOXKHBIX TOKPOBOB, BKJTFOYAs THCTOJOTHYECKOE HCCIIEAOBaHHE GUONICHITHOr0 MaTepuana. ¥ NalieHTOB,
panee nepenectuunx HMPK, Taxke MOXeT MOTpeGOBATLCS MEPECMOTPETH HEOOXOAUMOCTE IPUMEHEHHS
rufpoxsopTuasuaa (cM. paszen 4.8).
Xopuoudanvrulii 8b1n0m, 0CMPO PA36USULAAC MUONUS U BMOPUYHASL 3AKPLIMOY20NIbHAS 21AYKOMA
CynbhoHaMUIBI WK [TPOU3BOIHBIE CYIb(GOHAMHU/A, MOTYT BBI3BIBATH UAUOCHHKPA3UUECKUE PEAKIIUH,
NPUBOJAIIME K PA3BUTHIO XOPHOHJAILHOTO BBINOTA ¢ AE(hEKTOM MOJIS 3PEHHSI, OCTPO pa3BHBIICHCS
KPaTKOBPEMEHHOM MEOIMMM U OCTPOM 3aKPHITOYrONbHOH rnaykome. CHMIOTOMBI BKJIFOYAOT MOTEPIO
OCTPOTBI 3peHUs WK GOJb B I71a3aX, KOTOPBIE BO3HUKAIOT, KaK MMPaBHJIO, B TEYEHHE HECKOJBKAX 1acoB
WM Heledb IOCie Havaja MpUeMa JIeKapCTBEHHOro cpenactsa. [Ipw OTCYTCTBHM JIEUCHHS OCTpast
3aKpBITOYTONbHAS TJIayKoMa MOXEeT NPHBECTH K HeoOpartumol mnotepe 3penus. [Ipi mpossienun
CHMIITOMOB HEOOXOIMMO KaK MOXXHO CKOpee MpEKpaTUTh IpHeM IpenapaTa. Ecmu BHYTpHITIa3HOE
JaBIE€HHE OCTAeTCsl HEKOHTPOJIUPYEMBIM, MOXET IOTPe0OBAaThCS HEOTIOKHOE MEIUKAMEHTO3HOE
JeyeHHe MM XUPYPrHYECKOe BMEIIATeNbCTBO. PaKkTOpaMH PUCKa Pa3BUTHs OCTPON 3aKPBITOYIONbHOH
I7ayKOMBI MOTYT OBITh AJUIEPrHYECKHEe PEAKIIUK Ha CYJIb()OHAMHU/IBI UIIH [IEHULUIUIHH B aHAMHE3E.
Ocmpule nopasiceHus: OblXamenbHblX nymetl
Coobmanoch 06 04eHb PEIKHX TSKENBIX CIydasx OCTPBIX MOPAKEHHH JbIXaTeJbHBIX MyTed, HaOo-
JABIIMXCs TI0CNE MpHeMa THAPOXJIOPTHA3UIa, BKIIOUAs OCTPBIA PECIMPATOPHBIA JUCTPECC-CHHIPOM
(OPJIC). OTek JETKHUX, KaK MPaBUIIO, PAa3BUBAJICA B TEYEHUE HECKOIBKIX MUHYT MM 4acoB IMOC/C IPU-
eMa THApOXJopTHasuzaa. [lepBoHAUaJIbHbIE CHMITOMBI BKIIFOYAIM OJBIIIKY, JUXOPAZIKy, HApyLICHHUE
dyHKIMY JIerKuX ¥ runoTensuo. [Ipu mogo3penun va OPJIC ciieryeT OTMEHHUTE Ipenapar Jlopucta® H
W Ha3HAYATh COOTBETCTBYIOLIEE JieueHHEe. [ HMAPOXJIOPTHA3UI HE ClIeAyeT Ha3HaydaTh IalUeHTaM ¢
OPJIC mocie mpuemMa rugpoXJI0opTHa3Uua B aHaMHE3e.
BcnomozamenvHule gewecmea
Ipenapat Jlopucta® H comepKut J1aKTo3y, MO3TOMY MPOTHBOIIOKA3aH MAL[MEHTaM C TAKUMH PEAKUMH
HACJIeICTBEHHBIMH 3a00JI€BAHUAMH, KaK HEIIEPEHOCHMOCTh TaJlaKTO3bl, 001Ias JIaKTa3Has He[0CTaToY-
HOCTB WJIH HapyIIeHHUe BCACHIBAHHUS TIIFOKO3BI-TaTaKTO3EL.
[IpemnapaT cOAEpPIKUT KPacHTeNb XHHOMMHOBEIH jenToii (E104), KOTOPBIHA MOXKET BBI3BIBATH A/LIEPruye-
CKHE PEaKIIHH.

4.5 BzaumopeiicTBHe ¢ APYrMMH JIEKADCTBEHHbIMH MpeNapaTaMu ¥ Apyrue BHAbI B3aHMOeH-
CTBUS

JlozapTan

Pugpamnuyun v @prykora3on CHIKAIOT KOHIEHTPAIMIO aKTHBHOro MetabonuTa. KinHH4ecKue mocen-
CTBHS TAKOTO B3aUMOJICHCTBUS HE U3YUEHEL.

Kak ¥ B ciydae ApyTMX IpenaparoB, OJOKHDYIOIUX aHTMOTEH3UH Il MM CHIDKAIOIIUX ero NeHCTBHUE,
CONYTCTBYIOIEE TPUMEHEHUE KanulicOepeaiowux OUypemuKos (CRupoOHOIaRIMON,  mpuamepell,
amunopud), 006asox Kanus, KAluticoOepilcauux 3amenumeneil coiu WIA . APYyTHX TPENaparos, MpH
prieMe KOTOPBIX BO3MOJKHO MOBBIIEHHE KOHLEHTPALUK KalHs B I71a3ME KPOBU (Hampumep, TaKOBbIE,
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coZiepKalIe TPUMETOIIPUM), MOJKET TIPHBECTH K YBEIMYICHHIO KOHLECHTPALMY Kallus B IJIa3ME KPOBH.
OHOBpeMEHHOE TPHMEHEHUE JaHHBIX IPENapaToB HE PEKOMEHIY €TCS.

Kak u apyrue mpenapaThl, BIHSIONIME Ha BBIBEICHHE HATPHs, JIO3apTaH MOXET CHIIKATh BBIBEACHHC
JNUTHS U3 opraHu3Mma. [109ToMy mpH OxHOBpeMeHHOM npumeHennd APA-II u coneil numus cnenyer
TIATEJIBHO OTCJIE)KUBATH YPOBEHD JIUTHSA B I1JIa3ME KPOBH.

Ilpu cosmectHoM mnpumeHeHun APA-Il u necmepouduvix npomusosocnanumenvHblx npenapamos
(HIIBIT) (HampuMep, CEJIEKTUBHBIE MHIHOUTOPH! HUKIoOKcureHaspl-2 (L[OI'-2), aueTuicaruuuionas
KHCIIOTA B NMIPOTHBOBOCTIAMMTENBHBIX 103axX U HecenekTuBHbIe HITBIT) moxer Habmoznarsest ocnabire-
HHe THIIOTeH3UBHOro jeictus. ComyTcTBytomee npumeHerue APA-IT wmm quyperuxos ¢ HIIBIT mo-
KET MOBBICHTh PUCK OCITa0JIeHHs MOYeYHOH (QYHKIMH, BKIKOYasd OCTPYIO MOYECYHYIO HEJOCTATOUHOCTS,
¥ TIPUBECTH K MOBBIIEHHUIO KOHIICHTPALUH KaIUs B IJ1a3Me KpPOBH (OCOOEHHO y MAI[HEHTOB C XpPOHHYeE-
cKoM ocnabieHHON (GyHKIMeN mouek). JJaHHYI0 KOMOMHAIMIO CIEAYyEeT MPUMEHSITh C OCTOPOIKHOCTBIO,
0COBEHHO Y TOXUJIBIX JHI. [TalueHTh JOMKHBI [T0Iy4aTh HaJUIEXKAIEe KOJIUIECTBO XKUIAKOCTH, CIeNy-
€T TaK)Ke pacCMOTPETh BO3MOXKHOCTH KOHTPOJIS QYHKIMOHAIBHBIX MMOKa3aTesel MovYeKk Mocjie Havasa
COMYTCTBYIOIIEH Teparuy U NEPHOAUIECKH B XO/I€ OCYLIECTBIICHUS JICUCHHUS.

Y HEKOTOPHIX MALMEHTOB ¢ HApyIUeHHON (yHKuuel mouek, nomyyatromux HIIBII, Bxmoyas uarubuto-
pel LIOT'-2, comytcrBytomee npumeHeHue APA-II MOXeT NpuBECTH K HalbHEHIIEMY YXYAIICHUIO
GyHKIHOHATBHBIX MOKa3aTenelt mouek. OxHaKo, 3TOT 3¢ (eKT, Kak NpaBuIIo, 0OPaTUM.

JlaHHBIE KIMHUYECKMX KCCIIEOBaHMN IOKa3adM, 4YTO JBOHHas OJi0Kaja peHWH-aHTHOTEH3UH-
anprocTeponoBoit cuctembl (PAAC) myteM KOMOWHHPOBAHHOTO HpUMEHEHHs UHTHOMTOpoB AlID,
6JI0KaTOPOB PELENTOPOB aHTHOTeH3UHa I miu anuckupeHa cBsi3aHa ¢ 0ojiee BBICOKON 4aCTOTOH Hexe-
naTenbHBIX 3Q(EKTOB, TAKMX KaK apTepuabHas TMIOTEH3Hs, THIEPKATHEMHUS M CHIKEHHE (yHKIUHA
noyex (BKJIIOYAs OCTPYIO MOUEUHYIO HEJOCTATOUHOCTS), 10 CPABHEHHUIO C IPUMEHEHUEM TOJBKO OZHOTO
arenrta, feiictByromero Ha PAAC (cMm. paznenst 4.3, 4.4 u 5.1).

K 1pyruM jieKkapCTBEHHBIM CpeACTBaM, 001afarolIuM THIIOTEH3UBHBIM ICHCTBHEM, OTHOCATCS MPUyUK-
Nudeckue aHmuOenpeccanmol, AHMUNCUXomuyeckue npenapamel, baknogen u amugpocmun. CoBMECT-
HOE MPUMEHEHHE JI03apTaHa ¢ STUMHU NIPerapaTaMy IOBBIIIAET PUCK TMIOTECH3HH.

['peiinpyTOBbIil COK COAEPKUT KOMIIOHEHTHI, KOTOpble MHrHOMpPYIOT (epmentst CYP450 i moryT
CHW)KAaTh KOHIIEHTPALMIO aKTHBHOTO MeTaboNHTa JI03apTaHa, YTO MOXKET CHHKATh TeparneBTHYECKHIT
sdpdexr. Cnemyer uzberars ymorpebieHHs rpeHndpyToBOro coka MpH MpHeMe TabIeTOK j03apTa-
Ha/THIpOXIOPTHA3UAA.

['uapoxmopTHasun

Tp¥ COBMECTHOM IPMMEHEHHH THA3HIHBIX JUYPETHKOB H CIIEIYIOIMX IIPEnapaToB MOKET HaOII0aTb-
Csl B3aUMOICHCTBHE.

Omanon, 6apbumypamel, HapKOMUYecKue cpeocmea 1 AHMUOenpeccanmol

MoskeT oTMeuaThCst ycyryOIeHHE OPTOCTaTUYECKOH THITOTEH3HH.

Anmuduabemuueckue npenapamvl (nepopanbHule U UHCYIUH)

[IprMeHEHHE THA3UIOB MOXKET BIHATH HA IEPEHOCUMOCTB IIIFOKO3bI, B PE3YJIBTATE Y€r0 MOXKET MOHA/I0-
6UTBCS KOpPEKIMs [03bI aHTHAHAOETHIECKOro npenapara. MeTdopMuH cleayeT MPUMEHATh C 0CTO-
POJKHOCTBIO M3-3a PHCKa JIAKTOLH/03a, BBI3BIBAEMOI0 BO3MOXKHON (DYHKIMOHAILHON MOYEIHON HEeao-
CTATOYHOCTBIO, CBS3aHHOM ¢ IPUMEHEHHUEM THAPOXJIOPTHA3U]IA.

pyaue 2unomeH3usHvie npenapamsl

AITMTHBHEIH 3¢ PeKT.

Xonecmupamun u Konecmunono6vle CMobl

BcacklBaHue THAPOXJIOPTHA3UAA CHUYKAETCS IPH BO3JAECHCTBHM aHMOHOOOMEHHBIX CMOIL. PazoBas n03a
XOJIECTHPAMHUHA HJIM KOJIECTHIIONOBBIX CMOJI CBA3BIBAET THAPOXJIOPTHA3K], CHUXKAsl €ro BCACBIBAHKE B
JKEIy I0YHO-KHUIIIEIHOM TpakTe Ha 85 % u 43 %, COOTBETCTBEHHO.

Kopmuxocmepoudwi, aopernokopmukomponHsiii 20pmor (AKTT)

BhIpa)kKeHHOE YMEHBIIEHNE KOHIIEHTPALHH IEKTPOITATOB (B YACTHOCTH, THIIOKAJIHEMHSI).

IIpeccopnvie amunbl (Hanpumep, aOpeHanuH) '

130.10.2023 | | Ctp6usz18 |




HO PB
6817 -2018

Bo3MoskHa ocnablieHHas Peakis Ha IIPECCOPHBIE aMHUHBI, KOTOpas, TeM HE MEHEE, HEJ0CTaTOHa, q9T0-
Obl UCKJIFOUUTD UX IPUMEHEHHUE.

Penaxcanmyl ckenemHbvlx Mulily, Hedenonapusylouue cpedcmea (Hanpumep, my6okypapun)

B03MOHA MTOBBILIEHHAS BOCIIPUUMYUBOCTD K MBIIICYHBIM PEIaKCaHTaM.

JIumuzi

JIMypeTHKY CHUDKAIOT MOYEYHBIH KIMPEHC JIMTHSI U YBEITHYHBAIOT PHCK €ro TOKCHYECKOTo IEeUCTBUS.
CoBMECTHOE IIPUMEHEHUE HE PEKOMEH/ Ty eTCSl.

Jlexapcmeennble npenapamol, npumensemvie ONs 1edenus nooazpel (npobeneyuo, CyNbOUHNUPAZOH U
anionypuHon)

MosKeT MOHALOOUTECS KOPPEKIHs 0351 IPenapara, CllocoOCTBYIONMIEr0 BBIBEIEHHIO MOYEBOH KHCIIOTHL,
TIOCKOJIBKY TPHMEHEHHE THAPOXJIOPTHA3H/IA MOXKET NMPUBECTH K YBENHUYEHUIO KOHUEHTPALUH MOYEBOH
KHCJOTH B IUTa3Me KpoBU. BO3MOXHO, moTpeGyeTcs yBelIuyeHne 03bl TPOOEHAIIAA WK CYIb(UHITH-
pasoHa. TuasuIHBIE NpENapaTsl MOTYT YBEIMYMBATH BEPOSATHOCTbH Pa3BUTHS MOBBIIIEHHON 4yBCTBH-
TENBHOCTH K aJUIOILYy PUHOITY.

Anmuxonunepaudeckue cpedcmea (Hanpumep, amponun, bunepuoen)

VI3-3a YXy/IIIEHHs EPUCTAIBTUKH JKEILy A0YHO-KHIICIHOTO TPAKTa U OTOPOIKHEHHSI JKely/ika OHoorH-
yecKas JOCTYITHOCTh THA3UIHBIX HYPETHKOB yBETUIHBACTCS.

LJumomoxkcuyeckue cpedcmea (Hanpumep, yuknogocghamuo, memompexcam,)

THa3uIbl MOTYT CHHXKATH BBIBEICHHE LUTOTOKCHYECKMX IPENaparoB ¢ MOYOH M MOTEHIMPOBATH UX
JeiicTBHE, HATIPABIICHHOE HA MOaBIeHUE QYHKIHHU KOCTHOTO MO3Ta.

Canuyunamor

[Ipy MpUMEHEHHH BBICOKHX 03 CANHIMIIATOB THAPOXJIOPTHA3HI MOXET yCHIIMBATH HX TOKCHHYECKOE
BO3JEMCTBHE HA LICHTPAIbHYIO HEPBHYIO CHCTEMY.

Memunoona

OTMedeHb! OT/eNbHbIE CIIyuau FeMOTUTHYECKON aHEMHH TIPH COBMECTHOM NMPUMEHEHHMH THIPOXIIOPTH-
a3uza ¥ METUJIIONEL.

[uxnocnopun

ComyTcTByIOIIEe IPUMEHEHHE [IUKJIOCTIOPHHA MOXKET IIOBBICHTH PUCK PA3sBUTHS THIIEPYPUKEMHH U T10-
JarpUUeCcKUX OCIIOKHEHHH.

Inuko3uder HanepcmMaHKU

Brr3BaHHAS THA3UIHBIMH JUYPETHKAMHU TUIIOKATHEMHS MJIM THIOMAarHUEMHs MOXET IPUBECTH K IpPH-
CTYIy CEpIEYHO apUTMUH, BBI3BIBAEMON HATIEPCTSHKOM.

Jlexapcmeennvie cpedcmea, Oelicmeue KOmopelx MeHAemcs, Npu UsMeHeHU ypOGHA KAus 6 Kposu
PeKOMEH/I0BAHO NEPHOIMIECKOE OMpe/IeeHHe YPOBHS Kanus 1 KoHTposib DKI' B cirydasx COBMECTHOTO
IpUMEHEHHs] KOMOMHALNHA JI03apTaH/THAPOXJIOPTHASU/ ¥ TIPErapaToB, ASHCTBUE KOTOPBIX 3aBUCHT OT
KOHI[EHTPAIlMU KaJusi B IIIa3Me KPOBU (HaIpUMED, IIUKO3HM/IBI HAMCPCTSIHKA M MPOTHBOAPUTMUICCKUE
[perapaThl), a TAK)KE C TIpernapaTamy, BEI3BIBAIOIIMMH TAXUKAP/HIO TUIIA KITHPYST» (AKENy104KoBas Ta-
XHKap/ys), BKJIIOYas HEKOTOPbIE IPOTHBOAPHTMHYECKHE Ipenaparhbl (TUIOKATHEMHUs ABIACTCS MPEN-
pacroararoiM (pakTopoM HKeTy JOYKOBOH TaXHKapAHH):

- MPOTHBOAPHTMHUYECKHE IIperiaparsl kiacca la (XHHUIMH, THAPOXHUHIIKH, AU30IHPaMUN);

- POTHBOAPUTMHYECKHUe Tipenaparts! kiacca Il (amuonapoH, cotano, fopeTrin, Hoy THIH);

- HEKOTOpBIE AHTHIICHXOTHYECKHE IIpenapathl (THOPUAAa3UH, XJIOPHPOMasuH, JEBOMENPOMa3uH,
Tpu(IIyonepasiH, [HaMeMa3HH, CyJIbIUPHI, CYIbTONPHI, aMUCYJIBIIPH, THAMPH, TUMO3UJ, rajorme-
PO, IPOTIEPHION);

- npyrue (Gempumi, nu3anpus, AudeMaHul, 3pUTPOMULUH (JULSL BHY TPHBEHHOTO BBEICHUS), [a-
noaHTpPUH, MH30JIACTHH, IEHTAMU/IUH, TepHEHANNH, BAHKAMUH (JUIs BHY TPHBEHHOIO BBEJICHHUS)).
Conu kaneyus

THa3umgHbIE JUYPETUKHA MOTYT MOBBIIIATH KOHIIEHTPALIMIO COJIEH KaNbLIHs B M71a3M€ KPOBH MOCPEICTBOM
CHIDKEHUS UX BbIBEJEHHUs. [Ipu He0OXOIMMOCTH Ha3HA4YEHMs YKa3aHHBIX IIPEapaToB CICAYCT KOHTPO-
JTUPOBATH KOHIEHTPALMIO KIS H B COOTBETCTBUY C Pe3yIbTaTaMH MPOBOAUTE KOPPEKIIMIO N103bL.
Brusnue na pesynbmanmul 1a60PaAMOPHBIX UCCIEO0BAH U
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Oxa3bIBas BIMAHME HAa MeTabO0JIM3M Kallbllks, THA3UIHBIE JUYPETUKH MOTYT UCKa)XaTh pe3yIbTaThl UC-
creoBaHus (yHKIMH apalidTOBUIHON jKee3sl (cM. pasnen 4.4).

Kapbamasenun

OrMeyaeTcss PUCK CHMIITOMATHYECKON THIIOHATpHeMHH. TpeOyeTcsl KIMHMYECKOe W OHONOrHYecKoe
HabmroaeHue O0JIBHOTO.

Hoocodepaicawue konmpacmuvie 6elyecmea

B ciiyuae BBI3BAHHOW JHYPETHKAaMH AETHIPATAIUM CYIIECTBEHHO YBEIHMYUBAETCS PUCK OCTPOi moyey-
HOM HE0CTATOUHOCTH, OCOOEHHO MPH BBHICOKUX J103aX HOACOAEpIKAIIUX MpernapaToB. [lepen mpumMeHe-
HHEM TaKOBBIX CIIEIyeT IPOBECTH PETHIPATALIMIO NIALHEHTA.

Amepomepuyun B (0na napenmepanvrozo esedenus), kopmuxocmepouowl, AKTI, cmumyrupyrowue cia-
bumenvHble cpeocmsa Ul 2nuyuppusur (obrapysicenHvle 6 1akpuye)

[UAPOXIIOPOTHASH MOXKET YCUIUTD JJIEKTPOIUTHBIN qucOananc, 0COOEHHO THIIOKATHEMHUIO.

4.6 @epTHIBLHOCTH, 0€PEMEHHOCTh H JIAKTAIHSA

Bbepemennocmo

AHTaroHHUCTHI perentopoB anruoren3una II (APA-IT)

[Ipumenenue APA-II He pekOMEHIyeTcs B TEUCHHE MEPBOrO TpUMecTpa OEpeMEHHOCTH (CM. pasjiel
4.4). Tlpumenenre APA-II mpoTHBOMIOKa3aHO BO BTOPOM M TPEThEM TpUMECTpax OepeMEHHOCTH (CM.
pasnensi 4.3 u 4.4).

DIUIEMHOJOTHYECKHE JAHHBIE O PUCKE MPOSBICHUS TEPATOr€HHOCTH IIpU Mpueme UHruburtopos AITD
B IIEPBOM TpUMeECTpe GEPEMEHHOCTH HE MO3BOJSIOT CAENaTh OKOHYATEbHOE 3aKJIIOUeHHE, OIHAKO He-
KOTOpOE TIOBBIMIEHHE PUCKA HE UCKITIodaeTcs. HecMoTps Ha TO, YTO KOHTPOJIUPYEMBIC SMHIEMUONOTU-
yecKUe JaHHble 0 TepaToreHHOCTH APA-II 0TCYTCTBYIOT, B JAHHOM IPYIIIIE MPEMApaToOB CXOXKUE PUCKH
MCK/TIOYHTH HeNb3s. 3a HCKIIFOUEHHEM TEX CIIydaeB, KOra HeBO3MOXKHO Ipou3BecTH 3ameHy APA-II na
MHYIO albTePHATUBHYIO TEPAIIHIO, [IALUEHTKH, INIAHUPYIOIHE GepeMEHHOCTD, NODKHBI OBITh KaK MOXK-
HO CKOpee MepeBeIeHbl Ha TEPAIHIO JIEKAPCTBEHHBIMU CPEACTBAMH, Y KOTOPBIX MPO(UIIL Ge30MacHOCTH
JUIst GEpEMEHHBIX JKEHIIUH SIBIISETCS XOPOILIO U3y YEHHBIM.

[Tpu Hactyruienuu GepemeHHOCcTH npueM APA-II momkeH ObITh MpeKpalleH He3aMeTUTEeNbHO, 1 MpH
He0OXOIUMOCTH Ha3HAYEeHa HHasl Tepamusl.

[Tpu npumenernd APA-II Bo BTOpOM U TpeTbeM TPUMECTpPaX OEPEMEHHOCTU yCTAHOBJICHO MPOSIBICHUE
(beToTOKCHUECKOTO NEUCTBHS (HapylleHHe QYHKIMH IIO0YEK, OJUTOTHIPOAMHHUO3, 3a/IepikKa OKOCTEHE-
HHS KOCTel yepera) U HEOHATAIBHONH TOKCHYHOCTH (TOYeYHas HENOCTATOYHOCTB, THIIOTECH3HS, TUIIEp-
kamuemus) (cMm. pasgen 5.3). B ciyuae ecnu npueM APA-II ocymmnecTBIsicss BO BTOPOM HJIH TPETHEM
TpUMeCTpax GepeMEHHOCTH, pekoMeH IyeTcs mpoBecTH Y 3U QyHKIMH ModYeK U KocTel depemna. Y HOBO-
POKIIEHHBIX, MaTepy KOTOpeX mpuHuMand APA-II, Heo6XoauMO TIIATENEHO KOHTPONMpPoBarTh AJL 1t
IIPEI0TBPAILEHHSI BO3MOYKHOTO Pa3sBUTHS THIIOTEH3UH (CM. pasziensl 4.3 u 4.4).

l'uapoxsiopTUasug

CBezieHHs O IPUMEHEHUH THIPOXJIOPTHA3KIA BO BpeMsl OEpEMEHHOCTH OTPaHUYEHBI, 0COOEHHO 3TO Ka-
caeTcs IepBoro TpuMecTpa. VccnenoBanuil Ha JKUBOTHBIX HEOCTATOYHO.

[uapoxnopTHasu MPOHUKAET depe3 IulauneHTy. Mcexoas u3 (apMaKoIOrH4eckoro MexaHusma Jiei-
CTBHSI, MOXHO YTBEP)KIATh, YTO €r0 MPUMEHEHHE BO BTOPOM U TPETHEM TPUMECTpPAX OEPEMEHHOCTH
CII0COOHO HapyLIMTh [UIALEHTAPHYIO Mep(y3HIO H BBI3BATh TAKHE PACCTPOWCTBA y MIIOJA U HOBOPOXK-
NIEHHOTO, KaK JXKeJITyXa, HapyllIeHHe dJIEKTPOJUTHOro OanmaHca U TpombouuroneHus. He cnenyer mpu-
MEHSTh THAPOXJIOPTHA3HU]] IIPH TECTAIMOHHBIX OTEKaX, FeCTAllHOHHOM T'MIEePTEH3UH UM TOKCHKO3€e Oe-
PEMEHHOCTH BBUY PUCKA CHIDKEHHs 0ObeMa IUIa3Mbl U Pa3BUTUS IUTALIEHTApHOH rumonepy3uu mpu
OTCYTCTBHH NOJIOXKUTEIBHOTO 3 eKTa Ha TeUeHHE 3a00IeBaHMUs.

He creyer mpuMeHATL THAPOXJIOPOTHA3K VIS JICUCHHUs TIEPBUYHON apTepuaibHON rUnepTeHsun y Oe-
PEMEHHBIX, 38 MCKIIIOYEHHEM TeX PEAKHX CITydaeB, Koraa NpuOErHyTh K aJbTepPHATHBHOU TEparuy He
PEACTABIISETCS BOZMOXKHBIM.

Jlakmayus

AHTaroHucTE perentopos anruoten3uHa I (APA-IT)
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S
IIperapaT He PEeKOMEHIOBAH, MOCKOJBKY NaHHBIE O HpI/IMeHeHHPIE J-é)p;ldCTa® H B mepuoxa rpyaHoro
BCKApMJIMBAHHUsI OTCYTCTBYIOT. Clie/lyeT Ha3HAUUTh albTEPHATUBHYIO TCPAIHIO C MIPUMEHEHHEM IIperia-
paTtoB, XOPOIIO 3apEKOMEH/I0BABIINX cebs ¢ TOUKHU 3peHus 6€30MacHOCTH B MEPHOJ JIaKTALUH, 0Cco0€H-
HO TIPM BCKapMJIMBAHUH HOBOPOXKICHHBIX HIIM HEJIOHOIIEHHBIX JIETEeH.
HApOXJIOPTHAZUL
THAPOXIOPTHA3KA B HEGONMBIINX KOJIMIECTBAX BBIICNIACTCS B MATEPHHCKOE MOJIOKO. Tuasugsl B BBICO-
KHUX J103aX, BBI3BIBAIOIIME WHTEHCUBHBIH JHype3, MOTYT IPENITCTBOBATH BEIpaboTKe Monoka. [Ipume-
HEHHUe Tpernapara Jlopucta® H BO BpeMsi rpyZHOTO BCKApMIIMBAHUS HE PEKOMEH/yETCSL. Ecnu npenapat
TIPUMEHSETCS BO BPEMsl JIAKTaLlMH, CJIEAyeT MOUIEPIKUBATE KaK MOXKHO 6oJiee HU3KHE JO03BI.

47 BausiHpe HA CTIOCOOHOCTD YNPABJSATH TPAHCIOPTHBHIMH CPEACTBAMH U PA0OTATHL ¢ MEXaHU3-
MaMH

VI3yueHue BIMSHUS TIperapaTa Ha COCOOHOCTh YNPaBIsATh TPAHCIIOPTHEIME CPE/ICTBAMA HJTH paboTtath
¢ MeXaHH3MaMH He IpoBoauiaock. OIHAKO, MPHU OCYIIECTBICHUHU IEATEIBHOCTH, TpeOyromen IoBbI-
IEHHOTO BHHUMAHHS (YIIpaBleHHE aBTOMOOWIEM, paboTa ¢ MEXaHU3MaMH), CIEYET MOMHUTE O TOM,
YTO [pM TUMOTEH3UBHOM TEpAlUM HHOTZA BO3HHKAIOT TOJIOBOKPY)KEHHE M COHIHBOCTD, 0cobeHHO B
HayaJie JICUeHHUs WU IPU YBEJIMYEHUH T03BL.

4.8 HexenaTeabHble peaKIHH

udopmans 0 HEXENaTeTbHBIX PEaKIUsIX H3JI0XKEHa B COOTBETCTBHH C CHUCTEMHO-OPTaHHON KJIacCH-
uxanueit 1 yacToTol BeTpedaeMocTu. Kareropuu 4acToThl: 04CHB 9acTo (> 1/10), gacro (= 1/100, HO
< 1/10), ewacto (> 1/1000, Ho < 1/100), pemxo (= 1/10000, Ho < 1/1000), ouens penxo (< 1/10000),
4acTOTA HEM3BECTHA (MCXONA M3 MMEIOMUXCS JaHHBIX, YaCTOTYy BO3HMKHOBCHHS ONpPEICIHTEL HEBO3-
MO>KHO).

B xoJie KIMHMYECKHX MCCIENOBAHUI JI03apTaHa Kalus W THAPOXIOPTHA3U/A HEONaronpHsTHbIE sBiC-
HHsl, XapaKTepHbIe JUTA yKa3aHHOW KOMOHMHAIWH, BBIABJIEHBI HE OBLIH. OTMeYeHHBIE HEKelaTe/IbHbIE
> deKTh GbUIH yCTAHOBIIEHB! PaHee [PU MCCIeOBAHUH JI03apTaHa Kallis H/WIIH THAPOXJIOPTHA3KIA.

B KOHTpOJIMPYEMBIX KIMHUYECKUX MCCIICIOBAHUAX B OTHOIICHHH IEPBUYHON apTepUAIbHON THIIEPTEH-
3UM TOJOBOKPY)KEHUE OBUIO €IMHCTBEHHOH HEXelaTeIbHOU peakuue, CBS3aHHOW C MPUMECHEHHEM
nmpenapata U HabroaBImMes y Gosee 1 % MalUeHToB.

C MOMeHTa BBIXOZA IPOAYKTA Ha PHIHOK OBUIM OTMEUCHBI CIICYOIIHE HEXKEIATC/IBHBIC PCAKIIMH.

CHCTeMHO-OpraHHbIIH Kjaace HexenareabHasi peakius YacToTa

Hapywienus, co cmopoHslL nevenu u gicenyesul- | I'enaTutsl peaKko
800sUUX Nymell

Jlabopamopuvie u uncmpymenmanvHsle Oan- | ['MnepkamueMus, NOBbILICHHE yPOBHS AJIT | penko
Hble

Crenyiomue HexesareabHble 3QGheKTs HaOIOAaNHCh MPU MPUMEHCHHUH JIEWCTBYIOLIMX BEILECTB I10
OT/IENBHOCTH (B KA4YECTBE MOHOTEPAIIMH) H, BO3MOXHO, MOTYT MPOSIBUTECA B CITydae MPUMEHEHHA KOM-
OUHAIMH JI03apTaH Kajus / THAPOXJIOPTHA3HIL.

JlozapTas

CrieqiyIolie HeXKeIaTeNnbHble Peakiuy ObLTH 3aperuCTPUPOBAHb! TIPU MPUEME JI03apTaHa B KIIMHIHC-
CKHX MCCIIEIOBAHUIX M IMMOCTPETUCTPALTMOHHOM MEPHOJIE.

CHCcTEMHO-0pPraHHbII He:xenaTebHasi peakuus Yacrora
KJ1ace
Hapywenus co cmopoHel Kposu | aHeMusi, IypIypa enneiina-I'eHoxa, 5kXUMO3, re- | HEYACTO
U IuMpamuueckoil cucmembl MOJIU3
TPOMOOLIMTONEHHS 4acToTa HEU3BECTHA
Hapywienus co cmoponbl cepd- | TUIIOTEH3US, OPTOCTATHYECKAS THTIOTEH3HA, CTEP- HE4acTo
ya HaJIrUs, CTEHOKAP/Is, aTPUOBEHTPHKYJ1ApHast 6110~
kana Il cTeneHy, LepeGpoBacKyIApHbIE COOBITHS,
WHGbAPKT MHOKap/1a, y4alleHHOe cepaLeOUeHHE,
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apuT™Mus (GUOPUNIALIMS peacCepauii, CUHYCOBas
Opanukapaus, TaXUKapaus, )KeayqouKoBas Taxukap-
nust, GUOpUISILUS JKENTYJOUKOB)

Hapywenus. co cmoponsl op2a- | BEPTUTO, THHHUTYC HEeuacTo
Ha cayxa u 1abupunma
Hapywenus co cmoponwt opea- | pacOKyCHPOBaHHOE 3PEHUE, UyBCTBO JHOKEHHS B HEeyacTo
Ha 3peHUs. riasax, KOHbIOHKTUBUT, CHWOKEHUE OCTPOThI 3PEHHUS
JKenydouno-kuweunsie  Hapy- | 60516 B 00/1aCTH )KUBOTA, TOLIHOTA, AHAPEs, Pac- 4acTo
weHus CTPOMCTBO MUIIEBAPEHUS

3anop, 3yOHas 60/1b, CyXOCTb BO PTY, METEOPH3M, He4acTo

raCcTpHUT, pBOTa, HEIIPOXOAHUMOCTH

[MaHKPEaTUT

HacToTa HCHU3BECTHA

Obwyue HapyuteHus U peakyuu 6
Mecme 86e0eHUs

acTeHHsl, yTOMJISIEMOCTh, 6OJTb B TPy

4acTo

OTEK JIMLA, OTEK, NNOBBILICHUC TEMIICPATYPhI TEJ1a

HEYacTo

FpHHl’[OHOﬂO6HbIe CHUMIITOMBI, ob1iee HeJOMOraH1e

HacToTa HECU3BECTHA

Hapywenus co cmopoHbsl neve-
HU U JICENYeBbIB00AUUX nYymell

HapylieHus QYHKLHUHA NeYeH:

4acToTa HCU3BECTHA

Hapywenus co cmopouwl um- | TUNepuyBCTBUTENBHOCTD: aHADHIAKTHYECKHE peak- | PEAKO
MYHHOTI CUCmEeMbl L[MH, aHTHOHEBPOTHUYECKH1 OTEK, B TOM YHCJIE OTEK

FOPTaHH ¥ TONIOCOBOM LIEJTH, BBI3BAHHBIH 06CTpyK-

LMeH AbIXaTeNbHBIX MyTei, W/WK OTeK nuLa, ryo,

TJIOTKH W/W/IH S3bIKa, @ Y HEKOTOPbIX U3 JAHHBIX MNa-

L{MEHTOB aHTMOHEBPOTHUUECKUH OTeK Habroaancs B

NPOLIOM U OBUT CBA3aH C IPUEMOM APYTHX JIeKap-

CTBEHHBIX CPEACTB, B TOM uHcyie HHruouropos AIID
Hapywenus memabonusma u | aHOpEKCHs, roaarpa HEeYacTo
NUMAHUSL
Hapywienus co CmopoHbl Mbl- | MBILIEYHBIE CyIOPOTH, 6oJib B CITMHE, 6ONIb B HOTaX, | 4acTo
WeyHol, CcKelemHol u coedu- | MUAJIrHs
HUMEeNbHOU MKAHU Oonbp B TIpeAruiedbe, IU1€4e, KOJIEHE, CKEJIETHO- | He4acTo

MbllleyHass 00Jib, OIMyXaHHEe CycTaBa, HEMOABHIK-
HOCTb CYCTaBOB, apTpalrus, apTPUT, KOKCa/Tus,
(bubGpoMHUANTHsl, MBILIEYHAs c1ab0CTh

pabiIoMHONIH3

4acTOTa HCM3BECTHA

HapyweHua co cmopoHbl Hepe-
HO1l cuUCmembl

roJIoOBHas 60.)'11:, rOJIOBOKPY>KEHHE

"4acTo

NOBHILIEHHAs BO30YIMMOCTb, MapecTesus, nepude-
pyueckasi HefiponaTHs, TPeMOp, MUIrPEHb, 0OMOPOK

HE4acTo

IUCTeB3Us 4acTOTa HEU3BECTHA
Icuxuyeckue HapyuleHus. OeccoHHHLIA 4acTo
TPEBOXKHOE COCTOSHUE, TTAHMYECKOE PacCTPOMCTBO, HEe4acTo
CITYyTAHHOCTb CO3HAHMS, IETIPECCHs], HEOOBIYHbBIE
CHOBHJIEHHS, PACCTPOIMCTBO CHA, COHIIMBOCTb, HApy-
LIeHHE NaMsATH
Hapywenua co cmopoHbl novex | HapylieHHe QyHKLHH MOYEK, MOoYeyHas HeIOCTaTo - | HacTo
U MOYEBbIBOOAUUX nyMEil HOCTh
HOYHAs TMOJIMYypPHUS, MOBBIIIEHHAs YacTOTa MOYEHC- | HEYacTo
mycKaHus, MHPEKLHUH MOYEBBIBOASLIMX MMy TEH
Hapywenusa co cmoponbl pe- CHI)KEHHE TMOUI0, SPEKTUIIbHAS AUCOHYHK- HE4acTo
NPOOYKMUSHOI CUCeMbl U MO- | LMS/MMITOTEHLIUS
JIOUHBIX DKCe.1e3
Hapyuienus co cmoponbl Obl- KallleJlb, BOCIaJIeHHe BEPXHUX [bIXaTENbHBIX MyTEH, | 4acTo
XamenvHoll CucmeMbl, 0p2aHoé | 3aJI0KEHHOCTh HOCa, CUHYCUT
2pYOHOLl KiemKu 1 cpedocmenus | hapuHreabHbli AMCKOMPOPT, (hapHUHTUT, JJADUHTHUT, | HEYACTO

JUCITHO3, GPOHXHT, HOCOBOE€ KPOBOTEHYEHHE, PHUHHT,
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3aTPYAHCHUE AbIXaHHUS

Hapywenust co cmoponel Kodicu | alonelus, IePMaTHT, CyXOCTb KOXKH, 9PUTEMA, TUITe- | He4acTo
U NOOKOJICHBIX MKaHell pEMHSI, CBETOUYBCTBUTENILHOCTD, 3y, ChIlb, KPaNHB-

HULA, TIOTJIMBOCTh
Hapywenus co cmopoHel cocy- | BaCKYJIUTBI HEYacTo

008

J0303aBUCHUMBIE OPTOCTATHUECKUE PEAKLIUH

4acToTa HEU3BECTHA

Jlabopamopnvie u uHcmpymen-
manvHeule OAHHbLE

rUnepKajIueMus, yMEpEHHOE CHUXKEHUE reMaTo- 4acTo
KPHUTHOI'O 4Yuciia 1 FCMOFJ'[O6I/lHa, TUIOrJIMKEM U
YMEPEHHOE YBEJIMYCHUE KOHLIEHTPALlMd MOYEBHHBI H | HEHACTO

Kp€aTHHHHA B CBIBOPOTKE

yBeJIMYeHHe YPOBHS MEUeHOYHBIX ()ePMEHTOB U OU-
nupyOuHa

O4Y€Hb pEAKO

TUIIOHATPHEMHUS 4acTOTa HEM3BECTHA
[ MapoXJIOpTHA3ZUA
CHCTEeMHO-OPraHHbIil Kjacc HexenateJbHas peaknust Yacrora
Jobpoxauecmeennvie, HEMENAHOMHBIM pak Koku (6a3ajbHOKIETOYHAs | YACTOTa HEM3BECTHA
310KayecmeeHHble u | KapUMHOMA M MIOCKOKJIETOUHAs KapLuHOMa)'
HeYMOYHeHHbLe
H0B00OPA308aHUS (exnouasn

Kucmel u nO/lZlnbl)

Hapywenus co cmopoHel kpo6u | arpaHy/IOLUTO3, arlaCTUYECKas aHEMUs, FEMOUTH- | HEHacTOo
u IuMgpamuueckoii cucmembl yeckas aHeMHs, JIeHKOMeHUs, Myprypa, TPOMOOLIM-
TOTEHUS
Hapywenuss co cmopouvl um- | aHaQUIAKTHUECKHUE PEAKLIMH penko
MYHHOU CUCTEeMbL
Hapywenus memabonusma u aQHOPEKCHsl, TMIIEPIIIMKEMHs], TUTIEPY DUKEMMS, THIIO- | HEYacTo
NUMAaHUsl KaJTMeMHUsl, THIIOHATPHEMHUS
Icuxuyeckue napyuiernus GeccoHHHLIA He4acTto
Hapywenus co cmoponbl Hepg- | uedanrus 4acTo
HOU cucmembl
Hapywienus co cmoponvl opea- | npexojdiee pacOoKyCHPOBaHHE 3pEHHs, KCaH- | HEYacTo
Ha 3peHus TONCHS
XOpPUOUJANBHBIA  BBIMOT, OCTPO  Pa3BUBILAACH | YACTOTa HEHU3BECTHA
MHOMMS, OCTPBIH  MPUCTYN  3aKPBITOYrOJIbHON
[J1ayKOMBI
Hapywenus co cmoponvl cocy- | HeKPOTU3UPYIOLIMI aHTHMT (BacKyJIUT, KOXHBIH | HEYacTo
008 BAaCKYJIUT)
Hapyuienus co cmopoHul Obi- pecTUpaTOpHBIA AUCTPECC-CHHAPOM, BKJIFOUASL HEeyacTo

XamenvbHOUl cuUCmembl, 0Op2aHo8
2PYOHOUL KIemKu U cpeOOCMeHUs

IMTHEBMOHMT U OTEK JIETKUX

OCTpHIit pecripaTopHbIii aucTpecc-cunapom (OPZIC)
(cMm. pazpen 4.4)

O4Y€Hb pE€AKO

JKenyoouno-kuuieunvie  Hapy- | BOCMaJ€HHE CIIFOHHOM JKENe3bl, CNa3mbl, pasapaxe- | HE4YacTo
uteHus HHE Key/IKa, TOUIHOTa, PBOTa, AMapesl, 3arnop

Hapywenust co cmoponel neve- | entyxa (BHyTpHIIEUEHOUHbIH X0/leCTa3), MaHKpea- | HeYacTo
HU U JIcenyegbl800AUX nymell | TUT

Hapywenus co cmoponbl K0Cu | CBETOYYBCTBUTEIIBHOCTD, KPAaNMBHHLA, TOKCHYECKHH | HEYacTo

U NOOKOJCHBIX MKAHell

SMUAEPMaIbHbIH HEKPOJIU3
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KO>XHas KpacHas BOJIYaHKa 4yacTOTa HEU3BECTHA

Hapywenus co cmopoHsl mbl- MBILIEYHBIE CYJOPOTH HEYacTo
WeyHo, ckenemuoil u coeou-
HUMEeIbHOU MKAHU

Hapywenus co cmoponsl nouex | TIMKO3YpHA, HHTEPCTULMAIBHBIH HEPPHUT, noueUHas | He4acTo
U MOYeBbIBOOAUUX nymell JUCHYHKLIUSA, TIOYEYHAs HEIOCTATOYHOCTh

Obwue Hapyuienus u peakyuu 6 | NTUX0pajKa, FOJI0OBOKPY>KEHHE HEYacTo
mecme 86e0eHUs.

'HemenaHOMHEIH pak KOXKH: Ha OCHOBAHMH HMEIOLIUXCS JAHHBIX JMUIEMHUOTIOTHYECKUX HCCIIe0BaHUH
OblTa BBISBIIEHA KYMYJIITHBHAS 10303aBHCHMasi B3aMMOCBS3b MEXAy ruapoxiopruaszuzoM u HMPK
(cM. pazmen 4.4 u 5.1).

Coo0b11eHrE 0 MOI03PEBAEMBIX HEIKEJIATEIbHEIX PEAKIIHSIX

BaxxHo coo0Imare 0 mojo3peBaeMbIX HEXENATENbHBIX PEAKIUSIX [OCIE PETUCTPALlUU JIEKApCTBEHHOIO
pernaparta ¢ IeJIbl0 00eCeYeHHsI HEMPEPHIBHOIO MOHUTOPHHTA COOTHOIIEHUS «I10JIb3a - PUCK) JIEKap-
CTBEHHOro mpernapara. MeIuIUHCKAM pabOTHHKAM PEKOMEHAYETCS COO0INaTh O IMOJ03PEBAEMBIX HE-
JKENaTEeNbHBIX peaKysIX JIEKAPCTBEHHOTO IMpernapaTta Yepe3 HallMOHAIBHBIE CUCTEMBI COOOIIEHUS O He-
JKEJaTEeNbHBIX PeaKIUsIX rOCy1apcTB-wieHOB EBpasuitckoro SKOHOMHYECKOT0 COr03a.

Pecny6bmuxa benapyce

220037, Munck, ToBapumieckuii ep., 2a

YII «lleHTp 3KCcnepTU3 U UCTIBITAHUN B 3[paBOOXPAHEHUUY

Tenedon otaena gpapmakonamzopa: +375 (17) 242-00-29; daxc: +375 (17) 242-00-29

9. mouTa: repl@rceth.by, rceth@rceth.by

https://www.rceth.by

4.9 Ilepeno3upoBka

Crerududeckue CBeIeHUs 0 Tepeno3uposke npenaparoM Jlopucta® H oTCyTCTBYIOT.

JleueHne cUMIITOMATHYECKOE, IIOIIEPIKUBAIOIIIEE.

B cirygae nepeno3upoBKH ClIeyeT OTMEHUTh TEpPAIHIO IIpernapaToM, a MalUeHTa [IEPEBECTH M0/ CTPO-
roe HabmoxeHnue. Eciu npenapart ObUT MPUHAT HETABHO, TO PEKOMEHIYETCSI BBI3BATh PBOTY, a TAKKE C
MIOMOIIBI0 U3BECTHBIX METOJOB IIPOBECTH MPOGHUIAKTHYECKIE MEPOIPUSTHS, HAllpaBJIEHHBIE HA YCTpa-
HeHHe 00e3BOXKMBAHMUS, NIEKTPOIUTHOTrO AucbanaHca, MEUeHOYHOH KOMBI U THIIOTEH3UH.

Jlozapran

JlanHBIE 11O MEpeNO3UPOBKE y YEIOBEKa OrpaHUYeHBL. B03MO)kHBIE, HaMOO0JI€e BEPOSTHBIE CHMIITOMEI
MIepeI03UPOBKHU: THIIOTEH3US, TaXUKapAus, Opagukapaus (BCIEACTBHE MMapacHMIIATHYECKOH (3a cuer
Baryca) cTUMyJsiiuu). [Ipyu mosIBIEHHH CUMITOMATHYECKOH THIIOTEH3WH CIEAYyeT Ha3HA4YUTh MOIJAEp-
YKHBAIOIIEE JICYSHHUE.

Hu no3apran, HU €ro akTUBHBIM MeTaOOJIUT HE MOTYT OBITH BBIBEJIEHBI U3 OpraHU3Ma IOCPEICTBOM re-
MOIHAITH3a.,

[uapoxJIopTHAZHI

Haubonee yacTo BcTpevarouuecs Mpu3HaKd U CUMIITOMBI IIEPEIO3UPOBKU: THUIIOKAIIUEMUS, THIIOXJIOpE-
MU, TUIIOHATpUEMHUS U 00€3BOKUBAHHUE (CIENCTBUE U3OBITOYHOIO aAuypesa). B ciyudae eciu oHOBpe-
MEHHO OBbIT Ha3HAYEeH MUTHTAIIUC, TO THIOKATTUEMHS MOXKET MIPUBECTU K 0OOCTPEHUIO CEPACUHOM apHT-
MHH.

Hackonpko BBIBOAUTCS IPU FEMOAHAIIA3E THAPOXIOPTUA3U HEYCTAHOBIIECHO.

5. ®APMAKOJIOTUMYECKHE CBOMCTBA
5.1 @apmakoguHAMHU4YeCKHe CBOICTBA
dapmakoTepaneBTHueckasi rpymnmna: BemecTBa, AeiiCTBYIOIHE HA PEHHH-AaHTHOTEH3HHOBYIO CHCTEMY.

AHTaroHUCTHI perenTopoB anruoTensuna [I B komGunanuu ¢ auypetukamu. Kog ATX: [CO9DAO1].

Jlo3apTaH-THAPOXJIOPTHAZUI
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KommosenTs! npenaparta Jlopucta® H 0Ka3sIBaloT aJyIMTHBHOE JEHCTBHE HA CHHXKEHUE apTEPUATBHOrO
JABJIEHHs, CHWKAs apTepHANbHOE JaBleHHe B OONMbIIEH cTeneHu, 4em Ji060H M3 KOMIIOHEHTOB I1O-
OTHENBHOCTA. JTOT 5QMEKT CYHTAETCS PE3YIHTATOM IOTOJHSIOMIETO JEHCTBAS 000X KOMIOHEHTOB.
KpoMe Toro, mocpeAcTBOM MOYEroHHOro 3¢ ¢exra ruapoxIopTHasH/l yBEMHUUBACT aKTHBHOCTE PCHHHA
B IJIa3Me, YBEIMUYUBAET CEKPEIHIO ANTbJ0CTEPOHA, CHIKAET YPOBEHD Kajlis B CIBOPOTKE U yBCINIHBACT
ypoBeHb aHrnoTensuHa 1. Bpenenue yosaprana GIOKMpyeT Bee (M3MOIOTMHYECKH PENEBAHTHDIE JIeH-
CTBUS aHTHOTEH3MHA I ¥ MHTHOMPOBAHUE ATBIOCTEPOHA MOXKET MPUBECTH K OCIAbIEHUIO MOTEpH Ka-
JTsL, CBSI3aHHOTO Y PETHKOM.

JlozapTaH MMEET yMEPEHHbIN U IPEeXONALIUA ypHKO3yprdeckuit adpexr. bputo mokasaHo, 4To ruapo-
XJTOPTHA3U]l BEI3BIBAET YMEPEHHOE yBEIHYEHHE yPOBHSA MoueBoil kucnoTel. KoMOuHaIMA 03apTaHa 1
MHIPOXJIOPTHA3K/IA HMEET TEHACHIUIO OCIa0IATh HHIYIUPOBAHHYIO XY PETUKAMH THIIEPY PUKEMHUIO.
AHTHrHIEpTeH3uBHbI dekT npermapara Jlopucta® H momnepiiBaetcs B TedeHue 24-4acoBoro Ie-
puoza. B KIMHHYECKHX HCCIIEIOBAHHUSAX MPOMODKUTENLHOCTBIO HE MEHEE OJHOr0 roja aHTUTHIIEPTEH-
3UBHBIA 3 (YEKT COXPAHSIICS [P MPOJOIDKEHHH Tepanu. HecMOTpst Ha 3HAYUTENPHOE CHIIKEHHE apTe-
PHAIIBHOTO JABJIEHHs, IpuMeHenne npenapata Jlopucta® H He oka3ano KITMHHYECKH 3HAYUMOTO BIIUS-
HUS Ha 4acTOTY CEPIEYHBIX COKpalleHHd. B KIMHUYECKMX MCHBITAHUSX, Yepe3 12 Helenb Tepanuu
KoMOuHanued no3aptad S0 Mr/ruapoxiaopTHasuy 12,5 Mr, IMacTONMYeCKOe apTepHaNbHOE IaB/ICHAE B
TOJIOKEHHHU CUJIsS YMEHBIIUIOCH B CpefiHeM 10 13,2 MM pT.CT.

Jlopucta® H s dexTrBeH B CHUXKEHUH apTEPHATBHOTO TABJICHUS Y MY)KYUH U JKEHIIUH, YCPHOKOKUX H
CBETJIOKO)KHX MAIUEHTOB, MOJIOXKE (< 65 1eT) u ctapiue (> 65 5eT) U IpH T000H CTENEeHN THIEePTEH3UH.

Jlozapran
JlozapTaH sABISETCSI CUHTETHYECKUM II€POPAbHBIM AaHTATOHUCTOM pELEenTopa anruorteHsuHa-I1 (tTuna

AT)). AuruotensuH II, MOIIHBIH Ba30KOHCTPUKTOP, SBIAETCS MEPBUYHBIM aKTHBHEIM FOPMOHOM PCHHH-
AHTMOTEH3MHOBOM CHCTEMBI X BAXKHBIM OIMpPEIESIONMM (HaKTOPOM TMaTO(QU3HOIOTHH THIEPTECH3HU. AH-
ruotensuH II cBs3bBaeTcs ¢ penentopamMu AT, HAXOIAMIMMUCS BO MHOTHX TKaHSAX OpraHu3ma (HalpH-
Mep, B TNTagKOH MyCKyJaType COCYZOB, HaANOYeYHMKaX, MOYKAX M CEpALE) U BBI3BIBACT HECKOIBKO
BaYKHBIX OHOJIOTHYECKUX JEHCTBH, BKIIIOUAs Cy)KEHHE COCYOB ¥ BBICBOOOIK/ICHUE AllbIOCTEPOHA. AH-
ruoTeH3uH I Takke CTUMYJTHPYET PO Epantio KIETOK [NIaAKOW MyCKYIaTy pbl.

Jlosapran u3buparensHo 610kupyeT peuentopst AT1. In vitro u in vivo no3apTaH U ero GapmMakoJori-
YeCKH aKTHBHBIH KapOOKCH-KUCIOTHBINA MeTaGonuT E-3174 GnokupyloT BCe (U3MONOrHYECcKH 3HAUH-
Mble JeMCTBHS aHrHoTeH3uHa I, He3aBUCHMO OT HCTOYHHMKA HJTH ITYyTH CUHTE3a.

JlosapraH He 06agaeT arOHUCTHYECKUM AEHCTBUEM U HE OJIOKMPYET APYTrUe PelenTOpbl TOPMOHOB HIIH
KaHAJIBI MOHOB, BAXKHBIE JJIs CEPIEYHO-COCYUCTOH peryisauuu. Kpome Toro, jgo3apTaH HE NOAABIIIET
ATI® (xununasy II), pepmenT, pasnaraomui 6panukuauH. Kak ciencTsie, OTCYTCTBYET IOTEHIUHUPO-
BaHME HeXeJaTeNbHBIX 3 ()EKTOB, OTIOCPEIOBAHHBIX OPaIUKUHUHOM.

ITpu mpueme J03apTaHa, yaaleHne OTPHIaTeNbHOR 00paTHOH cBA3M aHrHoTeH3uHa Il Ha cexperuio pe-
HHHA TPUBOJMT K MOBBLIIIEHHIO aKTHBHOCTH peHuHa B miasme (APII). Tloseimenne APII mpuBOAUT K
MOBBIIIEHUIO aHrHoTeH3uHa I B miasme. HecMOTps Ha 9TH MOBBILIECHHUS, aHTHTHIIEPTEH3UBHAS AKTHB-
HOCTB ¥ TIOZaBJIEHHE KOHIIEHTPAIUHU TJIa3MEHHOTO albI0CTEPOHA COXPAHAIOTCS, YTO yKa3bIBAET Ha I(-
dexTHBHYIO 6i10Kamy penerntopa anrnorensuta II. [Tocie oT™MeHns! no3apTana, 3Havenns APII u anruo-
tensuHa Il magany B TeUEHHE TPeX JHEH 0 3HAUECHHH Ha HCXOJHOM YPOBHE.

U no3apraH, ¥ €ro OCHOBHOM aKTHBHBIH METaOOIMT HMEIOT HAMHOTO 0OJblIee CPOACTBO K PELENTOpy
AT, uem x pererrropy AT2. AktuBHBIH MeTaGoauT B 10 - 40 pa3 akTHBHEE JI03apTaHa C EPECUETOM 110
macce.

B nccnenoBaHiH, ClEHaIbHO NPeIHA3HAYEHHOM I OLIEHKH YacTOTHI KAl y MalueHTOB, TOJTyYaB-
IIFX J103apTaH, 0 CPABHEHMIO C MAIMeHTaMH, NOTy4aBmuMH UHTHOUTOpbI AII®, yacToTa Kauis, Co-
o6laeMas TalMeHTaMH, TTOTYYaBIIMMH JI03apTaH MM THAPOXJIOPTHA3H, Oblia CXOMHOH U ObUIa 3HA-
YUTEHHO MEHBIIE, YeM y HAlHeHTOB, MoTy4aBumx uHruduTop AII®. Kpome Toro, npu odeM aHanu-
3e 16 IBOMHBIX CIEMBIX KIMHAYECKUX UcclenoBaHui y 4131 manueHToB YacToTa CIIOHTaHHBIX coobiie-
HU{l 0 KalllTe y TIAIMeHTOB, MOTyYaBIuuX j103apTaH, 6bma cxoaHoi (3,1 %) ¢ TakoBOH y MAallMEHTOB, M0~
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nydaBiux mrane6o (2,6 %) Wi ruipoXIopTHasHI (4,1 %), Torma Kak 4acToTa IpH TpUeMe UHIHOUTO-
poB ATI® coctasuna 8,8 %.

VY MalMeHTOB ¢ HeauabeTHUecKOd TUMEPTEeH3Ue! ¢ MPOTEHHYPUEH HCIONB30BAHUE JI03apTaHa 3HAYH-
TeJTBHO CHIDKAET MPOTEHHYPHIO, (PPakiHOHHY0 SKcKpenuto ansOymuna u IgG. JlozapTan noaAepkKuBa-
€T CKOPOCTh KITyGOUKOBOH (UIBTPALMA i YMEHBIIAET (HPaKLuiO (UIBTPALHH. Kak mpaBuiio, jio3apTaH
BBI3BIBAET CHIKEHHE COIEPYKAHMS MOYEBO# KHCIOTHI B ChIBOPOTKE (06bIHO < 0,4 MT / nit), KoTOpAas co-
XpaHsieTCsl IPH XPOHUYECKOM TEPAITHH.

JlozapTaH He BIMSET HA BETeTATUBHBIE pe)IeKCHl M HE OKa3bIBAET YCTOHUMBOroO dddeKra Ha Hopape-
HaJIUH B IIa3Me.

V HaIWEeHTOB ¢ HEIOCTATOYHOCTHIO JIEBOTO KEJIy0YKa 036l Jo3apTaHa 25 Mr U 50 Mr NpHBOAMIH K
T10JIOXKUTEBHBIM T€MOIMHAMHUYECKAM M HeHpOropMoHaIBHEIM 3(deKTam, XapaKTepH3yIOMUMCs yBe-
JNTMYEHHEM CEPIICUHOr0 HHIEKCA U CHIKEHUEM JIaBJIEHUs JITOYHOTO KAMMJIIAPHOrO KIHHA, CHCTEMHOTO
COCYIMCTOTO COMPOTUBIEHHUS, CPEJHETO CHCTEMHOTO apTepHATBbHOTO AaBIEHHS U 9ACTOTBI CCPACHHBIX
COKpAILEHHUH, a TAaKKe K CHIKCHHIO YPOBHS IIUPKYJIMPYIONIETr0 aqbA0CTEPOHA ¥ HOpaApeHalnHa, CO0T-
BETCTBEHHO.

BO3HHKHOBEHHE TUIIEPTEH3HMH OBUIO 10303aBHCHMBIM Y MALHEHTOB C CEPACYHOM HEIOCTATOUHOCTBIO.
Hccneoosanus eunepmeHsuu

B KOHTPOJNHPYEMBIX KIMHHYECKUX HCCIIEJOBAHUAX IIPUEM JI03apTaHa OJUH pa3 B CYyTKH IMalHCHTAMHU C
JIETKOH MM YMEPEHHOM 3CCEHLMAIbHOM THIepTeH3nuel oGecrneunBal CTaTHCTHYECKH 3HAUMMOC CHIDKC-
HHE CHCTOJIMYECKOTO U AUACTOIMYECKOTO apTepHalbHOro AaBieHus. M3mepeHue apTepHalbHOro JaB-
NeHus depe3 24 9aca Toclie mpreMa 103kl OTHOCHUTENBHO 5 — 6 4acoB IMOC/Ie MpHeMa 1035l IEMOHCTPH-
pPOBAJIH CHIKEHHE apTEPUATBHOTO JABIICHHUS B TeUEHHE 24 4acOB; €CTECTBEHHBIN CYTOUHBIH PUTM CO-
xpansuicst. CHIDKEHHE apTepHalbHOTO JABJICHHS B KOHIIE HHTEpBala MEXIy MpUEMaMH [103 Ipenapara
coctasisuio 70 — 80 % ot addexra, HabIIOHAEMOro Yepes 5 - 6 4acoB 1ociie npuema 035l npernapara.
OTMeHa J103apTaHa y MalUeHTOB C THIEPTEeH3UEN He MPUBOJKIIA K PE3KOMY MOBBIIIECHUIO apTePUaIbHO-
ro faBjeHUs (CHMHApPOM pukoinera). HecMOTps Ha BBIpXKCHHOE CHU)KCHHE apTEPHUATbHOrO NaBICHHS,
J103apTaH He OKA3BIBAN KJIMHAYECKH 3HAYUMBIX 3 (}EKTOB Ha 9aCTOTY CEPAECUHBIX COKPAIICHUH.
Jlo3apTas ouHAKOBO 3G (GEKTUBEH Y MyKUHH U XKEHIIUH, a TaKKe y Ooee MOJIObIX (o 65 ner) u mo-
JKUJIBIX THIIEPTEH3UBHBIX MAIIHEHTOB.

Hceeneoosanue LIFE

Vccnenosanue LIFE (Losartan Intervention For Endpoint Reduction in Hypertension) sIBIsIOCE paHio-
MHU3MPOBAHHBIM, TPOHHEIM CJIETBIM, AKTHBHO-KOHTPOJIMPYEMBIM UCC/IEIOBAHUEM C yHaCTHEM 9193 ru-
NMePTEH3UBHBIX MALUEHTOB B Bo3pacTe oT 55 110 80 JET ¢ JOKyMEHTHPOBAHHOH OKI runeprpoduei ne-
BOTO YKENTyI0uKa. IlaruenTs! GbUIH PaHAOMH3MPOBAHEI HA MOJTyYeHHe 1 pa3 B CyTKH Jl03apTaHa 50 mr
w1 pa3 B cyTku atenonona S0 mr. Eciu neneBoe apTepuaibHoe JaBieHue (< 140 / 90 MM pr. CT.) HE
6BUIO JOCTUTHYTO, CHauana nobapisuics ruapoxaoptuasun (12,5 Mr) u, eciu TpeOoBajIoCck, 3aTeM yBe-
IMYMBAIH 03y J103apTaHa Wid ateHonona 1o 100 Mr omuH pa3 B CyTKH. [lpyrie aHTHIHIEPTCH3UBHbIC
[perapaThl, 3a HCKTOYeHWeM HHrHOUTOpoB AIID, aHTAroHMCTOB aHruoTeHsuHa II wiu Gera-
610KaTOPBI JOOABIIAIUCH IPH HEOOXOAMMOCTH [0 TOCTIDKEHHS LIeJIEBOT0 apTEPUAIBHOT0 3HAUCHHUS.
CpeHss TPOAOIKUTEIHHOCT OCIIEAYONIero HabmoieHus cocTaBuia 4,8 roza.

[TepBHYHON KOHEUHOH TOUKOH ABIANACH COCTABHAS KOHEYHAS TOYKA CEPIEYHO-COCYMUCTHIX 3a00seBa-
HUH U CMEPTH IO IIPHYHHE CEPIEYHO-COCYIUCTBIX 3a00/IEBaHMH 110 M3MEPEHHIO CHHKEHUs COBOKYTHOH
YaCTOTHl CEpAEUHO-COCYAUCTBIX CMEpTeH, HHCYNbTa M MH(papKTa MUOKap/a. APTEpHAIBHOE NaBIEHHE
GBUIO 3HAUUTENIFHO CHUIKEHO JI0 CXOXKMX YpPOBHEl B 9THUX ABYX Ipymmax. Tepamus J03apTaHoM MPHUBO-
A K CHIKeHuro pucka Ha 13,0 % (p = 0,021, 95 % noseputensusiit uutepsan 0,77 - 0,98), mo cpas-
HEHHIO ¢ aTE€HOJIOJIOM Uls TALHEHTOB, JOCTHUTIINX MEPBAYHOM COCTABHOM KOHEWHOH TOYKH. DTO Mpo-
HCXO/IHMIIO TIPEMMYIIECTBEHHO 3a CYET COKPAIIEHHUs YaCTOThI HHCYIbTa. Teparus J103apTaHoM PHBOIH-
1Ta K CHUDKEHMIO PHCKa HHCYNBTa Ha 25 %, [0 cpaBHeHmIo ¢ arenononom (p = 0,001, 95 % noseputers-
upii uaTepsan 0,63 - 0,89). OTcyTCcTBOBAIM 3HAUUTE/IBHBIE PA3/IMdMs 1aCTOThI CepACUHO-COCY AUCTOI
cMepTH U HH(papKTa MHOKap/a MEX/y rPyIIaMH TEpaIiu.

[sotinas 6nokada penun-anzuomen3unosoi cucmemvt (PAAC)
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JlBa KpYNHBIX paHIOMH3UpOoBaHHBIX KoHTpormupyembix uccnenoBanus (ONTARGET (Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial) u VA NEPHRON-D (The Veterans
Affairs Nephropathy in Diabetes) usyumnu ucmonb3oBanue WHruOutopoB AIID B xomOuHamuu c
fII0KaTOpaMH perenTopoB anruoreHsuHa Il

Uccnenoauue ONTARGET 6bUIO NMPOBEOEHO € YYacTHEM IIAlMEHTOB, CTPAJAOIIUX CEPACUHO-
COCYMCTBIMH 3a00JI€BAHUSIMA ¥ 3a00NIEBAHUAMH COCY/I0B TOJIOBHOTO MO3ra, MM CaXapHbIM AHabeToM
2 THma, CONPOBOMIABIIMXCS [PH3HAKAMH MOBPEXJIeHHs opraHoB - muuieHed. VA NEPHRON-D
MCCIIeIOBaHME OBUIO MPOBENEHO ¢ yYacTHeM NAlUEeHTOB, CTPAJAOIIMX CaXapHbIM I1abeToM 2 TUMa
nuabetnyeckoi HeponaTuei.

[To CpaBHEHMIO ¢ MOHOTEpAIHEH STH HCCIE0BaHUS HE TIOKA3aIi 3HAYUMOTO IIOIOXKHUTEIBHOTO BIUSHHS
Ha (QYHKIHH TI0YEK W/HIH MCXOX CeplevHO-COCYIUCTHIX 3a00/eBaHU| U CMEPTHOCTD, B TO BPEMs Kak
HAOJTIOANICS TIOBBIIICHHBIH PHCK TUIEPKATHEMAN, OCTPOH IOYEUHOH HENOCTATOYHOCTH H/HUIIH apTepH-
ATbHOMN THIIOTEH3WH. B CBSI3U ¢ aHAJIOTHYHBIME (apMaKOAMHAMUYECKUMH CBOMCTBAMHU 3TH PE3yJIBTAThI
UMEIOT OTHOIIEeHHE U K JpyruM HATI® u 610okaTopaM perentopos anruotensuna II.

[Tostomy WAII® wu GoOKAaToOpbl PENENTOpPOB aHruoreHsuHa Il He [OMKHBI  OJHOBPEMEHHO
MCIIONI30BATECS y OOJIBHBIX AuabeTHUeCKOH HeppormaTHen.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
yCcCNeOBaHie OBLIO TMPEIHA3HAYEHO JUIS BBIABICHUS IMPEUMYLIECTB [00aBICHUsS ATUCKHPEHA K
cranmaprHoii Teparmuu HAIID mmm k 6okaropam peLENTOPOB AHTHOTEH3UHA [l y nanueHToB C
caxapHeIM nMaGeToM 2 THIIA, XPOHHYECKOH MOUYEUHOH HENOCTATOYHOCTHIO, CEPACYHO-COCYIUCTHIMK
3a6oneBaHuAME. McclenoBaHHE OBUIO  IPEKPAIEHO JOCPOYHO H3-33 IIOBBILICHHOTO  pHUCKA
HeGNATONPUSATHEIX MCXOMOB. VHCYJIBT M CMEPTHOCTb OT CEPAEYHO-COCYIHMCTBIX 3a00/IeBaHMH
HAGTIOIATUCH Yallle B CPYIIIE TAUEHTOB, IPHHIMABIINX aTHCKUPEH, 9eM B rpymne mianedo. Tawke B
rpylie, MPUHAMABIUEH AIMCKMPEH dYarle HaGNIOfanuch HEXKENaTe/bHBIC HEKEIATENbHbIC Peakiuu
(TUmepKaTHeMusi, THIIOTEH3MUs, TT0UedHas NUChYHKIN).

T UOpOoXI0pTHASUL

[HApOXIOPOTHA3H - THA3UIHBIN JHYPETHK. MexaHu3M aHTHTUIIEPTEH3UBHOIO AEHCTBUS THA3UIHBIX
JMyPETHKOB YCTAHOBJIEH HE MOJHOCTBIO. Tua3uasl BAUSIOT HA MEXAHU3MBI peadCcopOIMY NEKTPOIUTA B
[I0YEYHBIX KAHATBIAX, HEMOCPEICTBEHHO YBEINYMBAs BEIBEICHUE HATPUS U XJIOPU/IA TPUMEPHO B SKBHU-
BAEHTHBIX KOMMUECTBaX. MoUeroHHOe AeHCTBHE THAPOXIOPTHA3HIa 00yCIIOBIEHO YMEHbIIEHHEM 00b-
eMa IJIa3MBbl, TIOBBIIIEHHEM AKTUBHOCTH PEHHHA B IUIA3ME M YBEIMYCHHEM CEKPELHUHM ajlbJ0CTEPOHA, C
[TOCEAYIOLIMM YBEINYEHUEM TOTEPU KaJHs U GukapboHaTa B MOYE M CHIDKEHHEM COJEPIKAHHS Kajlus B
ceIBOpoTKe. CBSI3b PEHUH-AIBI0CTEPOHA OIOCPEIyETCs aHTHOTEH3UHOM II, 1 MO3TOMY COBMECTHOE BBE-
JleHHe aHTaroHHCTa PELENTOpa aHrHOTeH3MHa [ MMeeT TeHACHLHIO K 00paTHOMY CHIIKEHHIO Kajus,
CBSI3aHHOTO C THA3UIHBIMU Iy PETUKAMH.

[Tocie mepopaTbHOrO IPUMEHEHHS IHyPe3 HATMHAESTCS B TEYCHHE 2 JacOB, JOCTUTAET MUKA PHUMEPHO
yepes 4 yaca U JUTUTCSI OKOJIO 6 - 12 4acoB.
AHTHTUIEPTEH3UBHBIN 3D (PEKT COXpaHAETCs 10 24 4acoB.

HeMeTaHOMHBIH pak Ko, Ha OCHOBaHWH MMEIOIIMXCS TaHHBIX SIAAEMHUOIOTHIECKHX HCCIIEI0BAHUH,
HaGI0aeTCs KyMyJIATHBHAS J0303aBMCHMAst CBSI3b MEXY T'MAPOXJTIOPTHA3SHIOM H HMPK. Ogno uc-
ClleJOBaHUe BKJIFOUATIO MOMYJIAIHIO, COCTOSIYIo B3 71 533 ciydaes 6a3aibHOKIETOYHOH KapIMHOMBI 1
8 629 ciyuaeB MIOCKOKJIETOYHOTO paka cooTBeTcTByommx 1 430 833 u 172 462 KOHTPOJIBHBIM IPYII-
[aM HaceJIeHHs, COOTBETCTBEHHO. VICIIONb30BaHUe BEICOKHX 103 THAPOXIOpTAA3uaa (KyMyIsTHBHO 250
000 Mr) 65T0 CBsi3aHO cO cKoppekTHpoBanHsM OR B 1,29 (95% CI: 1,23-1,35) nnisa 6a3anpHOKIETOY-
Holt kapuuHoMEl 1 3,98 (95% CI: 3,68-4,31) [uIg MJIOCKOKIETOYHOrO paka. YeTkas B3aUMOCBS3b 103a-
OTBET HaOIIOAATach Kak Ajs 0a3aJbHOKIETOYHON KapLMHOMBI, TaK W Ul IIOCKOKJIETOYHOIO paka.
Jlpyroe ucciieoBaHUEe TI0KA3aI0 BO3MOXKHYIO CBA3b MEXY PAKOM ry6sr (SCC) u Bo3neticteuem HCTZ:
633 ciyuas paka ryGsl ObUIH COIOCTaBJIEHBI ¢ 63 067 KOHTPONBHBEIMH IPYNIAaMA HACEICHHUS, HCTIONB3Y A
CTPATETHIO BBIGOPKH C y4eToM pucka. KyMyIiTHBHAs 3aBHCHMOCTb 103a-OTBCT ObLIa MPOAEMOHCTpPH-

[30.10.2023 \ [Ctp15m318 |




HO PB
6817 -2018

pOBaHa CO CKOPPEKTHPOBaHHBIM 3HaueHueM OR 2,1 (95% CI: 1,7-2,6), yBenmnuuBaromumces 1o OR 3,9
(3,0-4,9) 11 BBICOKOM KyMyIsTUBHOM 03B! (~ 25 000 Mr) 1 OR 7,7 (5,7-10,5) mst caMoit BBICOKO Ky-
MyIaTHBHOHM 110351 (~ 100 000 Mr) (cM. Taxke pasaen 4.4).

52 ®apMaKOKHMHETHYECKHE CBOHCTBA

AbGcopbuus

Jlozapman

[locne mpuemMa BHYTph Jl03apTaH OBICTPO BCACBIBAETCS M METabONM3HPYETCS INPH  "MEPBOM
npoxoxaeHuu”, 06pasysi akTHBHBIN KapOOKCHIIBHBIA MeTabONUT U APYrHe HEaKTHBHBIE METa0OTHTHI.
CucTeMHas GHOIOCTYIHOCTh TaGlIETOK Jio3apTaHa cocTaBisieT npubnusutensHo 33 %. Cpennue
IMKOBbIE KOHIIEHTPAILMH JI03apTaHa H €ro akTUBHOIO MeTaboNuTa JOCTHraroTes 4yepes 1 4yac u 3 - 4
yaca, COOTBETCTBEHHO. He OBUIO KIMHHYECKH 3HAYAMOTO BIIMSHUS HA MPOMHIb KOHUEHTPALUH B
[Ta3Me J103apTaHa, KOria mpenapar IPUMEHSIIH CO CTaHAapTH3UPOBAHHOM MHINEH.

Pacnpenenenue

Jlosapman

Jlo3apTaH ¥ €ro aKTUBHBIA MeTaboIUT Ha > 99 % CBA3BIBAIOTCS C OEIKAMHU ILTA3MBI, TPEUMYIIECTBEHHO
ansOymuHOM. OOGBEM pacrpelieleHus Jlo3apTana coctasiser 34 yurpa. Mccnenopanus Ha Kpbicax
OKA3BIBAIOT, YTO JIO3APTaH ILIOXO MPOHUKAET depe3 reMarosHuedannyeckuii 6apbep wix BooOLe He
IPOHUKAET.

T'uopoxnopmuasuo

TUAPOXJIOPTHASH IPOHUKAET Yepe3 IUIANEHTAPHbIH, HO HE TeMaTOdHIehanHIeCKui 6apbep, MpOHUKa-
€T B IPYJHOE MOJIOKO.

BuoTpanchopmanus

Jlozapman

Oxono 14 % BBeIEHHON BHYTPMBEHHO WJIX MEPOPATBHO O3Bl JI03apTaHa [peodpa3yeTcs B aKTUBHBIH
MeTabosut. Ilociie mepopaabHOr0 ¥ BHYTPUBEHHOTO BBEIAEHHS MEYEHHOTO H30TOIOM 4C nozaprana
KaJIdsl PaJMOAKTUBHOCTE, HPKY/IHpPYIOmas B IIa3Me, MPEUMYIIECTBEHHO IPUIUCIBACTCS 103apTaHy U
ero aKTHBHOMY MeTabonmuTy. MHHHMaIbHOE IIpeobpa3oBaHue JI03apTaHa B €ro aKTHBHBIH MeTaboIuT
HAOTI0IATOCH IPUMEPHO Y OTHOTO MPOLEHTA UCCIIeTy MbIX JIHIL.

B jomoJHEHHE K AaKTHBHOMY MeTabonuTy 0Opa3yloTCs HEaKTUBHBIE METAaOOIHTEL, B TOM YHCTE 1BA
OCHOBHBIX MeTaboiuTa, OOpa3OBaHHBIX THAPOKCHIMpOBaHMeM OOkOBOH wuemd Oytuna o
He3HAYUTEILHBIM METab0IUTOM, TIIOKYypoHHI0M N-2 TeTpasoia.

BriBeneHune

Jlozapman :
[T7a3MeHHBIH KJIHPEHC JI03apTaHa M €ro akTUBHOrO MeTabOoNMTa COCTAaB/IAET OKOJIO 600 Ma/MHUH H

50 MJI/MHH, COOTBETCTBEHHO. [T0UedHBI KIMPEHC 103apTaHa U ero aKTHBHOIrO METabo/IuTa COCTABIIAeT
oKOJIO 74 MI/MUH U 26 MJI/MHH, COOTBETCTBEHHO. [IpH IpreMe J103apTaHa BHYTPb MPUMEPHO 4 %o 03B
BBIBOIUTCS C MOYOH B HEH3MEHEHHOM BHJE M OKOJO 6 % 03Bl BHIBOJUTCS C MOYOH B BUJIE AKTHBHOIO
MeTabomuTta. DapMakOKHHETHKA J103apTaHa M €ro akTHBHOTO MeTaboiuTa SBIACTCA JHHEHHOH C
[epopaNbHBIMH 103aMH Jo3apTana Kaius 10 200 mr.

[locne mpueMa BHYTPb IUTa3MEHHBIE KOHIEHTPALMHM JI03apTaHa W €ro aKkTHBHOrO MeTabouTa
CHIKAFOTCS TIOTMAKCIIOHEHI[HATBEHO ¢ TEPMUHATIBHBIM NIEPHOLOM MOITYBBIBEIEHHUS OKOJIO 2 4acoB U 0 -
9 yacoB, cooTBeTCTBeHHO. IIpu mpueme 100 MI ONMH pa3 B CYTKH HH JIO3apTaH, HH €ro aKTHBHBIH
MeTabOoJIUT He HAKAIUIMBAIOTCS B IUIa3Me B 3HAUYUTEILHON CTEIICHH.

BbIBe[eHHE J103apTaHa U €r0 MeTaGoIHTOB OCYIIECTBIIAETCA € JKeMYbio U ¢ Mo4oit. Tlocse mpuema me-
pOpaJIBHOM 10361 MAPKUPOBAHHOTO M30TOIIOM 4C noszaprana y 4enoBeka mpumepHO 35 % 1036l paauo-
AKTUBHOCTH BOCCTaHaBIMBaeTCs B Moue U 58 % — B Kajie y B3pOC/IbIX TaLIUEHTOB.

Tuopoxnopmuasuo

[HAPOXIOPOTHA3HA HE METabOMU3UPYETCsl, & OBICTPO BHIBOAMTCS MOYKAMHU. [Tpu coxpaneHuu ypoBHeit
B TUIA3Me B TEUEHHE KAK MUHHMYM 24 4acoB NMEPHOJ TOJTyBEIBEACHHS Koaebaics B Ipeaenax ot 5,6 10
14,8 gacos. [To meHbIuelt Mepe 61 % mepopaabHON 03Bl BEIBOAUTCH 0e3;M3MEHEHUH B TeueHue 24 ya-
COB. o
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XapaKTepUCTUKH Y NAIUEHTOB
Jlozapman u 2u0poX10pmMuasUo0
[I1a3MeHHbIe KOHIIEHTPAIUHY JI03apTaHa U €ro0 aKTHBHOTO MeTabonuTa M aGcopOuus THAPOXIOPTHAsH A
y TIOXHJIBIX JIFOJEH C apTepUaIbHON THIIEPTEH3HEH CYIIECTBEHHO HE OTIMYAIUCh OT TaKOBBIX Y MOJIO-
IBIX MAHEHTOB MYKCKOTO [0JIa C THIIEPTEH3UEH.

Jlozapman

TTocne TIepopanbHOro TMpUeMa y MAlMEHTOB C AIKOTOIBHBIM IIUPPO30OM HEUEHH JIETKOH-YMEPEHHO CTe-
NEeHH KOHIIEHTpAIHsl JI03apTaHa ¥ €ro aKTHBHOTO MeTaboJuTa B IiasMe Obula B 5 pa3 U B 1,7 pasa BbI-
11, Ye€M y MOJIOJIBIX TO0OPOBOJIBIEB-MYKIKH.

dapMaKOKHHETHUYECKHE HCClIenoBanus nokasany, 9to AUC jo3apTaHa y 310pOBBIX MY)X4YHH ANOHLEB U
He STOHIEB He oTinuuaercs. Tem He meHee, AUC meraGonura xapboHoBoit kucnotel (E-3174), mo-
BHMMOMY, OTJIHUAETCS MEXIY ABYMs FPYIIIaMH, IIPH 3TOM Y STIOHIEB IPUMEPHO B 1,5 pasa Beliue, YeM
y He smoHieB. KimnHuueckoe 3HaUeHHE 3TUX PE3YIbTaTOB HEH3BECTHO.

Hu no3apraH, HU €ro akTUBHBIA METa0O0IUT HE MOTYT OBITh yJAJIEHBI TEMOIUAIH30M.

5.3 JdaHHble JOKJIHHHYECKOI 6e30MacHOCTH

JIOKTHHHYECKHE JaHHbIE HE TIOKA3BIBAIOT 0COOO0M OMMACHOCTH IS MIOJeH HAa OCHOBE OOBIYHBIX HCCIIENI0-
BaHMH o6wIell (hapMaKkoJOTMH M TEHOTOKCHYHOCTH. TOKCHYECKHH MOTEHIManl KOMOWHAUMHK J103ap-
TaH/THAPOXJIOPTHA3KHIA OICHUBAIA B HCCIEAOBAHUSAX XPOHMUYECKOW TOKCHYHOCTH ITPORODKUTENBHO-
CTBIO [I0 LIECTH MECSILEB y KPbIC ¥ cobaK Mocie NepopaabHOro BBeneHUs. M3MeHeHus, Hab o aBImecs
B 9TUX MCCJIENOBAHUAX C KOMOUHAIMEHN, OBUTH B OCHOBHOM 00YCJIOBJIEHBI J03apTaHOM. BBenenue Kom-
OHHALMHK JI03apTaHa C CHAPOXJIOPTHA3HIOM IPHBOJMIO K YMEHBIIEHUIO YPOBHEH KPACHBIX KPOBSHBIX
KJIETOK (SPUTPOLMTOB, TeMOTI00MHA, FeMaTOKPHUTA), YBEIHYEHUIO MOYEBHHBI-N B CHIBOPOTKE, CHUKE-
HMIO Macchl cepaua (63 THCTONOTHYECKOr0 KOPPENsiTa) i XKLy JOYHO-KHIIEYHBIM U3MEHEHHAM (T10pa-
KEHHsl CIM3MCTOM 000JI0YKH, SI3BBI, SPO3UH, KPOBOM3NUAHM). He 3aperupcTpupoBaHO H0KA3aTENbCTB
TEpaTOreHHOCTH y KPBIC HJIH KPOJHUKOB, MOJy4YaBIIMX KOMOMHAIMIO JI03apTaH/THAPOXIOpTHasu. Tok-
CHYHOCTB JUTSl IIOJA KPBIC, O YeM CBUIETENBCTBYET HEOONBINOE YBeTHICHHE U3OBITOUHEIX pedep B reHe
F1, nabmonanach, KOrjia caMKaM IpenapaT BBOAUJICS 10 U BO BpeMst GepemeHHOCTH. Kak oTMeuanocs B
HCCIIEOBAHUAX C JIO3APTAHOM, HeOIaronpusaTHele 3(QQEKTs 1A MI0Aa U HOBOPOXKICHHBIX, BKIIOYAS
OYEUHYIO TOKCHYHOCTB M CMEPTH IUI0/a, HAOIIOAAIKCh, Korja OepeMeHHBIE KPBIChI MOTyYald KOMOH-
HAIMIO JIO3aPTaH/TUAPOXJIOPTHA3HU] BO BpeMsI O3AHEH recTalluy M/HIIH JIAKTall|H.

6. ®APMAIEBTHYECKHUE CBOMCTBA

6.1 IlepedyeHb BCIOMOraTeJbHBIX BEIIECTB

BcrnoMoraTenbHbIE MHIPEAMEHTRI: KpaxMasl MpeXeTaTHHHPOBAHHBIN, EJIII0JI03a MUKPOKPHCTAIIHYE-
cKasl, TaKTO3bI MOHOTH/pAT, MarHus cTeapar, runpomerniosa, makporon 4000, kpacHTeslb XHHONMHHOBbIA
xenteiii (E104), Tutana nuokeun (E171), Tansk.

6.2 HecoBMecTHMOCTH
He npumenumo.

6.3 Cpok rogHocTH
5 et

6.4 Oco0Obie MepbI IPEJOCTOPOKHOCTH NIPH XPAHEHHH
XpaHuts mpu Temmneparype He Boimue 25 °C.

6.5 Xapakrtep u cofep:KaHHe MePBHYHOH YIIAKOBKH

7 tabnetox B Gimctepe (TIBX/TIBJX mienka u antomMuHHeBas (onbra). 4 Omucrepa ¢ JIHCTKOM-
BKJIJIBIIIIEM B KAPTOHHOMU MaYKe.

(30102023 | [Ctp17u3l8 |




HO PB
6817 -2018

14 Tabnetox B 6nucrepe (IIBX/IIB/IX ruieHka 1 altoMuHHEBas (Hosbra). 2 uin 4 6mMcTepa ¢ JIMCTKOM-
BKJIJIBIIIIEM B KAPTOHHOH IauKe.

10 tabnerox B 6muctepe (IIBX/TIBAX muieHka u alroMHHHEBas (oibra). 3 uiu 6 GIUCTEPOB C JMCT-
KOM-BKJIQIbIIIIEM B KAPTOHHOM MayvKe.

6.6 Ocobbie MepbI NPEIOCTOPOKHOCTH NMPH YHHYTOXKEHHUH HCII0/Ib30BAHHOTO JIEKAPCTBEHHOT 0
npenapaTa WiH O0TXO0J0B, MOJyYeHHBIX MOC/Ie NPHMEHEHHs JIEKaPCTBEHHOr0 Npenapara win pa-
00ThI ¢ HUM.

Het 0co0bIx TpeOOBaHUM K yTHUIH3ALIUH.

Bech OCTaBIIUICS JIEKAPCTBEHHBIHN TIPEnapaT U OTXOMBI CIIEAYET YHUUTOKUTE B YCTAHOBJICHHOM MOPSI-
Ke.

6.7. YcaoBusA OTITYyCKA
[To peuenty Bpaya

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSI

KPKA n.1., HoBo mecto, [1IMapeemnika recta 6, 8501 Hoso mecto, CrioBeHus
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