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1. HAUMEHOBAHWE JIEKAPCTBEHHOI'O IIPEITAPATA

JOPUCTA® HJI TabneTkH, HOKPBITHIE IUIEHOUHOM 060104K0i, 100 MI/25 Mr
Jlosapman/ 2udpoxnopmuazuo (losartan/hydrochlorothiazide)

2. KAYECTBEHHBII U KOJITMYECTBEHHbLIN COCTAB

1 TabneTka, MOKpHITas [UIEHOYHOM 000J0uKoif, comepxkuT 100 Mr io3apraHa Kainus M 25 MT THIPO-
XJIOpTHA3KA.

BcernoMorarenpHeIe BEIICCTBA C H3BCCTHHIM geﬁCTBI/IeMI
O0na mabnemxa, NOKpoIMas NAEHOYHOU 0DONOUKOU, COOePICUM.

JlakTo3a 119,95 mr
Kpacurens XuHONMMHOBBIHN sxenthlil (E104)

0,11 mr

BcnomorarenbHble BelllecTBa IIEpednCIeHb! B paszene 6.1.
3. JIEKAPCTBEHHAS ®OPMA

)KCJITI)IC, OBAJIBHEIC, CJICTKA JBOAKOBBIITYKJIBIC TaGHCTKI/I, ITOKPBITHIC TUICHOYHOM 000JI0UKOH.

4. K/IMHUYECKUE JAHHBIE

4.1 Ilokazanus K npnMeHeHmo

IMpenapar Jlopucra® HJI mokasaH [UIst JIedeHus IepBAYHOMN apTepHaTbHON THIIEPTEH3HH B CIIydax, KO-
r7la aJCKBATHOrO KOHTPOJIS apTEPHAILHOTO JABJICHUSA HE YHaeTcs JOOUTHCS IPH ITOMOIIM JIo3apTaHa U
THAPOXJIOPTHA3KAA, IPUMEHSEMBIX [TO-OTACIEHOCTH.

4.2 Pexxum J03UPOBAHUA H CNI0C00 MPUMeHEHU

Apmepuanvras 2unepmeH3us

KomObuHanus n03apTaHa u THAPOXJIOPTHA3K/IA HE MpeJHa3Ha4YeHa 1)1 HayaJbHOM TEpanuH; IIpUMEHE-
HHE PEKOMEHJIOBAHO B CIIydasX OTCYTCTBHS aJ€KBAaTHOTO KOHTPOJS apTepHAIBHOIO JAaBJICHUS IIPH IO~
MOIIH JIo3apTaHa U THAPOXJIOPTHA3U/Ia, IPUMEHAEMBIX NO-OTACNBHOCTA. PEKOMEHIYETCsl THTPOBAHHE
7103 110 KOMIIOHEHTaM (JI03apTaH U THAPOXJIOpTHasu). [IpH KIHHHYECKOH HEOOXOAUMOCTH Lesneco0b-
pa3HO paccMaTpUBaTh MEPEXOJ] OT MOHOTEpAIlMd K IPUMEHEHUIO KOMOHHAIMH ¢ GHUKCHPOBAHHOH JO-
30M.

OGhIuHas ToJUIepKHBaromas 103a — 1 tabnerka Jlopucra® H (;ozapran 50 mr/rumpoxiopraasua 12,5
Mmr) 1 pa3 B CyTKH.

IIpu HETOCTAaTOYHOM TEPANMEBTHYECKOM OTBETE 032 MOXET OBITh yBenHuyeHa 1o 1 tabneTku Jlopucra®
HJ (;o3apran 100 mr/rugpoxnoptuasun 25 mr) 1 pa3 B CyTKH. MaKCKMfaJILH" "‘"‘b‘sa .1 Tabnerka Jlo-
pHCTa® HJT (;1o3aptan 100 Mr/ruapoxyiopTuasuj 25 Mr) B CyTKH. -+ :
Kax npaBHno TMIIOTEH3UBHBIH 30 QEKT NOCTHTaeTCs B TeueHue 3 - 4 HeleNb noce Havama Tepamm
HopHCTa H100 Tabnerku, mOKpHITHIE IEHOYHOH 000I0UKOMH, 100 Mr/ 12,5 Mr (fio3apran IOO Mr / THI-
poxyopTHasua 12,5 Mr) mokasaH manueHTaM, KOTOPBIC HpI/IHI/IMa;J'IIfI JI03apTaH B no3np0m<e 100 Mr u
KOTOPBIM TPeGyeTCst IOMONMHUTENbHbIH KOHTPOJIb ApTEPHATIBHOTO JIABIICHHS.

IIpumenenue npu Hapyuwenuy GYHKYUYU NOYeK Uy NAyueHmos, HAX0OAWUXCA Ha Seioduanuse
TTanmenTaM ¢ yMEpEHHOH MOYEYHOM HETOCTATOYHOCTHIO (KIMpeHe KpeaTHHHHA 30-50 MJI/MUH) KOppPeK-
LMs HavalbHOM 110361 He Tpebyercs. He pekoMeHayeTcs Ha3HAYaTh JAHHYIO KOMOMHAIHUIO [IPH TAXKEIOM
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HapyimeHuy QYHKIUH Nodek (KIMPEHC KPeaTHHHHA < 30 MJI?MI/IH) u HauHeHTaM Ha- FCMO)II/IaJII/ISC (cm.
paszen 4.3). ’

CoCmoanus, COnPOBOANCOAIOULUECS UCMOUEHUEM URMPABACKYIAPHO20 obvema

[lepes mpuMeHeHHeM KOMOMHAIMH JI03apTaH / THAPOXJIOPTHASHA TpebyeTcss KOppeKIus nedpuuura uH-
TpaBacKyJ/SIPHOTO 00beMa H/UJIH HEAOCTATKA HATPHS.

[Ipumenenue npu ne4eHoYHoU HeOOCMAMQYHOCIU

[IpHMeHEHHE TIPOTHBOIIOKA3aHO y MALMEHTOB ¢ TSKEIOH HeYeHOUHOH HEeJOCTATOYHOCTHIO (CM. paszeln
4.3).

Hayuenmul nodcuno20 603pacma

KoppeKius 035l y MOXKUIBIX NAUEHTOB, KaK IPaBHIIO, HE TpeOyeTCs.
IIpumenenue y demeti u nodpocmkog (< 18 nem)

Her cBefieHHii 0 NMPUMEHEHHH NperapaTa y JeTedl ¥ MOJPOCTKOB, MOITOMY Ha3HAUCHHUC JTAaHHOM 3TOH
KaTeTOPUH MalHEHTOB HE PEKOMEHIOBAHO.

Fesemrr,

oy

Crocob npuMeHeHus

[Ipenapar nomyckaeTcss IPHHAMATL BMECTE ¢ APYTUMH aHannnepTCHanBHmMH NIEKapCTBEHHBIMH CPEII-
crBami (cM. paspensi 4.3.,4.4.,4.5u 5.1).

[Tpemapar MOXHO IPHHEMATh HE3ABHCHMO OT IpHeMa MULIH.

TabneTKy clieayeT 3anuBaTh CTAKAaHOM BOJIBL.

4.3 IlpoTruBomnoxkazaHus

. [loBBIIEHHAs YYBCTBHTENLHOCTD K JIO3apTaHy, TPOH3BOIHEIM Cylb(oHamuaa (TakuM, KaK Iui-
POXJIOPTHASH/) WK K EOGOMY U3 BCIOMOTaTeNbHBIX BEIECTB, TIEPEUHCIICHHBIX B pasjene 6.1.;

. 2 4 3 TpuMecTphl 6epeMeHHOCTH (CM. pasiensl 4.4. 4 4.6);

. Tsokenas HoYeyHas HEJOCTATOYHOCTH (KIMPEeHC KpeaTuHHHA < 30 MI/MUH);

. AHypus;

. Tsokenasi Me4eHOUHas HENOCTATOYHOCTh, XOJIECTa3, HAPYHMIEHHE MPOXOAUMOCTH XKEIYHBIX ITy-
Tel;

o VcTONYMBEIE K TEPATTHA HNIOKATHEMHES HIIH THIICPKATbLIHEMUS;

. PedpakTepHas THIOHATPUEMHS,

CuMInTomMataueckas TuriepypukeMus / mojarpa;

OnHOBpeMEHHOE NMPHUMEHEHHE TIpenapara HopHCTa H]I ¢ npenaparaMu, COASpXKallUMH aJIHC-
KHDEH, npomBonoxa3aHo NALMEHTaM C CaXapHBIM THaGeTOM MM OYeqHOM HefocTaTouHoCThio (CKD
< 60 mi/mun/1,73 M) (cM. paspen 4.5 u 5.1).

4.4 Ocolble yKka3aHHs H MepbI IPEI0CTOPOKHOCTH IPH NPHMEHEHHH

Jlozapran

Anzuonespomuieckuii omex

[TauMeHTH ¢ AHTHOHEBPOTHYECKHM OTEKOM B aHAMHE3€ JODKHBI HAXONHTECA MOJ CTPOrMM HaOMIOICHH -
eM Bpaua (OTeK JIMLa, TY0, ropiia H/uiH sA361ka) (cM. paszen 4.8).

Tunomensusa u ucmowjenue UHMpABACcKyIApHO20 06vema

V HaIMeHTOB ¢ THIIOBOJIEMHEH H/HJIM TMIIOHATpHEMHEEH (BCIEICTBHE MHTEHCHBHOM Tepaluy JHypeTH-
KaM¥, JHETHI CO CHI)KSHHBIM KOJIMYECTBOM HATPHsl, AMapeH HIH PBOTHI) MOXKET HAOIOAaThCs TUIOTEH-
3Hs, 0COOEHHO TIOCIIE IpHEMa TepBO 036l JlaHHBIE COCTOAHHS TPEOYIOT KOPPEKIMH MEPE HAaqalloM
nevyenus (cM. pazaenst 4.2 u 4.3).
Hapywenus snexmponumnozo 6aranca
Hapyienus 5IeKTPOJHTHOrO GajiaHca 4acTo BCTPEHAIOTCA y MALUCHTOB ¢ OYeuHOR HeﬂOCTaTO‘{HO-
CTBIO, TIPH HAJMYHMH WK OTCYTCTBHM quabera. Takum o6pa3oM, BO BpEM JPHCHHEA cnenyer KOHTPOJTH-
pOBaTh KOHIEHTPAIMIO KaJlks B [1a3Me KPOBH ¥ KIIUPCHC KpeaTHHHH: "‘6@06eHHo y HaIIHeHTOB ¢ KIH-
percoM kpeatunuHa 30 — 50 MJI/MUH H CepAEIHOH HEIOCTATOIHOCTHIO. s g
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He pexoMeHIyeTcs HCIONBb30BaHHE KaTHHCOSperaromux IMypeTHKOB, N0OABOK Kalus M KaJIuucozep-
JKAI(UX 3aMEeHHTeNel CONM COBMECTHO ¢ KOMOMHalueH NO3apTaH/FHAPOXIOPTAAHI (CM. paszen 4.5).
Hapywenue ¢ynxyuu nevenu

Ha ocHoBaHHH (hapMaKOKHEHTHIECKHX NAHHBIX, TEMOHCTPHPYIOMHMX 3HAYHTCIEHOC YBEINICHHC KOH-
[IEHTpAIMH JIO3apTaHa B Ia3Me y OOJBHBIX UPPO30M, Mpernapart JIopHCTa® HJI cnexyeT ¢ OCTOPOKHO-
CTBIO HA3HAYaTh IAIHEHTAM C JIETKAMH HIH CPEJHEH THKECTH HapyIIeHHSMH (YHKIUH NEYCHH B
anamuese. [TOCKOJIBKY JAHHBIE O TEPAIEBTHYECKOM MPUMEHEHHH JI03apTaHa y NalMEHTOB C TKETION
e4YeHOYHON HEeJAOCTATOYHOCTRIO OTCYTCTBYIOT, IIperapar Hopncra® HJI npoTHBOIOKa3aH JaHHOH Kare-
TOPHH TAIUEHTOB (CM. pasziens 4.2, 4.3 1 5.2).

Hapywenue ¢ynxyuu nouex

B pesyibTaTe NOAABIEHHS PECHHH-aHTHOTEH3MH-AIBJOCTEPOHOBON CHCTEMBI OTMCHAIMCH M3MCHCHUA
(yHKIHHE MOYeK, BKIFOYas [OYEIHYIO HEI0CTATOYHOCTh (B YaCTHOCTH, Y NALMCHTOB C 3aBHCHMOCTBIO
I0YeYHON (GYHKIMH OT PEHHH-aHTHOTEH3HH-AJIbAOCTCPOHOBOH CHCTEMBL: MAIMCHTHI C TSXKENOH cep-
JIeYHOM HEIOCTATOYHOCTHIO MO0 C XPOHUYECKUM HapyIIeHHEM QYHKIMH [0YEK).

Kax W B ciydae C JpYyrMMH IIperapaTaMM, BO3JCHCTBYIOIIMMHM HA PCHHH-aHTHOTECH3MH-
aNbJOCTEPOHOBYIO CHCTEMY, Y MAllUEHTOB € JIBYyCTOPOHHUM CTCHO30M MOYEYHBIX apTEPUl WM CTEHO-
30M apTepHH E¢JUHCTBEHHOW IOYKY OTMEYATOCHh MOBBIIICHHE YPOBHEH MOUCBAHB! M KPEATUHHHA; NaH-
HbIE H3MEHEHHS 00paTUMBI IPU NpeKpanieHuH Tepanuy. Cie/tyeT ¢ OCTOPOXHOCTBIO IPUMEHATE J103ap-
TaH y AIHEHTOB C JBYCTOPOHHUM CTEHO30M MOYEYHBIX apTepuil UM CTEHO30M apTepHH €IMHCTBEHHOMN
TIOYKH.

Tpancnnanmayus novex

Her maHHBIX O NPUMEHEHHWHM MpeliapaTa y IalMeHTOB, NEPSHECHINX ONEPAIHIO IO TPAHCIUIaHTAIMH
MOYKH.

Ilepsuunvlii 2unepanbOOCmMePOHUIM

V MalHEeHTOB C IEPBHYHBIM [HIEPATTbJOCTEPOHA3MOM, KaK MPaBHUIO0, OTCYTCTBYCT PEaKIUd Ha IHIIOTCH-
3UBHBIC CPEJCTBA, IOAABJIIONHE PEHHH-aHTHOTEH3UHOBYIO cHcTeMy. CrefoBaTeNbHO, NPUMCHCHHE
KOMOMHALIMH JI03apTaH/TUAPOXIOPTHAZH]L HE PCKOMEHAYETCA.

Kopouapnas 6onesnv cepoya u yepebposackyispHvie HapyuleHUs.

Kax ¥ B ciIyyae IpHMEHEHUs JEOOBIX JPYTUX aHTHIHUIEPTEH3UBHBIX CPE/ICTB, 3HAMUTCIBHOC CHIKCHHC
apTEpPHATHLHOTO JIABJIEHHs Y NMALHEHTOB ¢ HIIEMHYECKOH GOIE3HBIO CepAua 1epeOpOBaCKy IAPHBIMU
3a60JIcCBaHUSMH MOXET MPUBECTH K HHGAPKTY MHOKap/ia WK HHCYIIBTY. ’
Cepoeunas HedOCmamo4HOCMb ‘

V Hal{eHToB ¢ CepAedHON HEIOCTATOYHOCTRIO ¢ MM 6€3 NOYeUHOH HEeJOCTATOYHOCTH, KaK U IPH IIpH-
eMe JPYrux MpenaparoB, AeHCTBYIOMHNX Ha PEHUH-AHTHOTCH3HHOBYIO CHCTEMY, CYIICCTBYCT MOBBILICH-
HBI PHCK Pa3sBUTHs TSDKEIOH apTepUalbHON THMIIOTEH3HH H [OYCYHOH HEJIOCTATOYHOCTH (3a4acTyro
OCTpOH). “

Cmeno3 MUmpanbHo20 uly dopmaibHO20 KIANana, 06CmpyKmueHas eunepmpouyeckas KapouoMuo-
namus, :

Kak # B cilydae JpYTHX Ba3OQUIIaTATOPOB, CIETYET ¢ 0C000H ocmpoxmocm‘(u) IIOIXOMUTH K Ha3Haye-
HUIO Tpernapara NaUeHTaM ¢ a0pTalbHbIM CTEHO30M, CTEHO30M MUTPAILHOTO KiallaHa H 00CTpYKTUB-
HOM runepTpoPHUECKOi KapIHOMHMOIIATHEH.

Omuuyeckue ocobennocmu :

[ToxasaHo, 9TO HHIMOHTOPEI aHIMOTEH3MH-TIpeBpallatomero GgepMeHTa, 103apTaH M Jpyrue aHTaroHu-
CTHI AHTMOTEH3UHA 00J1afat0T 3HAYHTENHLHO MEHBIIMM THIIOTEH3UBHBIM 3Q(EKTOM MpH MPUMEHEHUH Y
YEePHOKOXKHX MAIMEHTOB. BO3MOXKHO, TaHHOE 06CTOATENBCTBO 0OBACHACTCA TEM, UTO Y 9TOM KaTeropuu
MAMEHTOB YacTO BCTpeyaeTCs HU3KUM YPOBEHb PEHUHA B KPOBH. o TR L
bepemennocmo . ST
Wnrubutops! penentopos anruotensuHa Il (APA-II) ve cnenyer Haqusﬁ;ifs TpPUHUMATH BO BpeMst -Oepe-
MEHHOCTH. ECII BO3MOXHO, TO MAIMEHTKaM, IIAHUPYIOIIUM GepeMenBoCTH; ‘cleTyer. Ha3HAIUTD allb-
TepHATHBHBIE BH/Ibl AHTHTUIIEPTEH3UBHON TEPAINKH, XOPOIIO 3ape1<ome’ﬁ2;_i§gq3mne ce0sl ¢ TOYKH 3pEHUS
6€30MacHOCTH [PH NPHEMEHEHUH B repuos 6epemenHoctH. [loce YCTaHOBICHHS QCPQMQH_HQCTH cneny-
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eT HeMEUICHHO TPEeKpaTUTh NPUMCHCHUC APA-II u npu HeoOXQAMMOCTH Ha3HATHTE aJbTCPHATUBHYIO
Tepanmo (cM. pasziensl 4.3 1 4.6). i ‘

eotinas 6aoxada DeHUH-QH2UOMEHIUN-ANbOOCIEPOHO80U CUCTNEMbL (PAAC)

CylIeCTBYIOT JaHHBIE, YTO COBMECTHOC NPUMCHCHHC MHMHGATOPOB AHTMOTEH3MHIPEBPAIIAIOLICTO
depmenta (AIID), G10KaTOPOB PEUEITOPOB anruoTensuHa 11 ¥ al¥CKUpeHa MOBBIMIACT PUCK Pa3BUTHA
[MIOTOHMH, THIIEPKATHEMAN U CHIDKEHUs QYHKIUHA ITOYCK (BKIIOYAs OCTPYHO MOYCUHYIO HEO0CTaTOq-
Hocth). CllenoBaTeNbHO, ABOHHAs ONoKana PAAC ¢ mpUMeHEHHEM HHTHOUTOPOB ATI®, 610KaTOpOB
pertenrropoB axruotensusa II (BPA IT) ni anUCKUpeHa He pEKOMEHI0BaHa (cM. paspensi 4.5 1 5.1).

B ciyyasx, KOrja COBMECTHOE MPUMEHCHHE a6CONIOTHO TTOKAa3aHo, HEOOX0AUMO TLIATEIBHOC Habmoe-
HUe CIIEMHATNCTA U 00s3aTe/bHbI MOHHTOPHHT (YHKIHMH MOYEK, BOIHO-AJIEKTPOJIUTHOrO OanaHca U
apTepHAITBLHOTO JABJICHHUS.

Nuru6urops: AII® 1 610KaTOPB! PELENTOPOB aHIHOTCHIUHA 11 He HOJKHEI HA3HAYATHCS OJTHOBPEMCH-
HO MaIMenTaM ¢ quabeTnyeckoit HegponaTuei.

HapoXIopTHA3UA
Tunomen3us u Hapyuienue 600HO-31eKMPOIUMHO20 bananca

Kak ¥ [pH Ipyroil aHTHIUIIEPTEH3UBHON TEPaNnH, Y HEKOTOPBIX [alMEeHTOB MOXKET BO3HHKHYTH CUMII-
ToMaTHUecKas apTepHanbHas THnoTeH3us. [105ToMy CiefyeT MpOBOIUTE CHCTEMATHYECKUH aHaIu3 Uil
BEIABJICHHS KIMHUYECKUX MPU3HAKOB HApYIIEHUS BOJHO-3JICKTPOIMTHOTO GaaHca (THIOBOJIEMHS, TH-
TIOHATPHEMUS, THIIOXJIOPEMHYECKUHA AIKasI03, THIOMarHHeMUs HiIH TMOOKAIMEMHS), HAPUMED, MOCHe
JUaped WM PBOTHL Y TaKuX MalMEeHTOB HEOOXOAUMO NPOBOIHUTH perynﬂpnmﬁ KOHTPOJIb COAEPKAHUA
3JEKTPOJIMTOB B IUIa3Me. B jxapkyro morofy y MalUeHTos, CTpAJAIOIIHX OTEKaMH, MOXET OTMEHAThCA
JVUTIOLAOHHAS THIIOHATPHEMUS.

Bausnue Ha Memaboausm U SIHOOKPUHHYIO CUCTHEMY

Tepanus THA3KAAMH MOXET [IPHBECTH K yXYAIICHHIO TOJIGPaHTHOCTH K IIFOK03€. MoxeT [IOHAOOUTHCS
KOPPEKIHs 0361 IPOTHBOAUAOCTHYECKHX CPEACTB, B T.4. uHcymuHa (cM. pasaen 4.5). [pn npuMeHeHUH
THA3HAHOM TEPANKK MOXKET MaHK(ECTHPOBATH JATEHTHBIH caxapHbiil quaber. 1

Tuazuas! MOTYT CHIDKATh BBIBE/ICHHE KAJIbLHS C MOYOH M TIPUBOAUTE, TEM caMbIM, K KPaTKOBPEMEHHO-
MY HE3HAYUTEIHHOMY YBEIMHYCHHIO €T0 KOHUCHTPALMH B [U1a3Me KpoBH. BBIpakeHHas THIICpPKaIbIHe-
MHS. MOYKET CBHJIETENHCTBOBATH O CKPBHITOM THIIEPIapaTHPEOUAUIME. Ilepen uccrnenoBanueM QYHKIHHA
apaluTOBUAHBIX JKENE3 IPUEM THA3HUIHBIX THYPCTHKOB ClieTyeT MIPEKPATHTh.

C npuMeHEHHeM THa3sHIHBIX TUYPETHKOB MOXKET GBITH CBS3aHO MOBBILICHHE YPOBHEW XOJIECTCpPHHA H
TPUTJMLEPUIOB.

Y HeKOTOPHIX TAIMEHTOB TEPaNus THa3HIaMH MOXET CIPOBOIMPOBATE THIEPYPUKEMHUIO U / WK MpH-
cryn nmoparpsl. ITockoneKy j103apTaH yMEHBIIACT KOHIGHTPAIMIO MOYEBOH KUCIIOTHI, TO €0 KOMOHHA-
IS ¢ THAPOXJIOPTUA3HIOM CHUXKACT BEPOATHOCTE BOSHUKHOBCHUA THIepypPUKEMHH, CBA3AHHOR C MPH-
MEHEHHUEM JUYPETHKOB.

Hapywenue pynxkyuu ne4enu

¥ [anyUeHToB ¢ NeYeHOYHOM HEJOCTATOUHOCTBIO MITH IIPOTPECCHPYIOMIAMH 0OJe3HAMH IICYEHH ITpUME-
HSTh THA3HAB! CIIETyET C OCTOPOXKHOCTBIO, TAK KaK OHH MOTYT BBI3BaTE BHYTPHIICUCHOYHBIA XOJIECTa3, a
He3HaYUTE/IbHBIE W3MEHEHHUS JKUAKOCTHOTO M 3JIEKTPOIUTHOIO GaaHca MOTYT CIIPOBOLUPOBATH KOMY
neuenu. [Ipenapar Hopncra® HJI mpoTHBONOKA3aH MalHEHTaM C TSHKENION TIeUeHOYHOH HET0CTaTO4HO-
crbio (cM. paszenst 4.3 1 5.2).

Hpyaue ocobennocmu

V Nau@eHToB, IPHHUMAIOIIHX THA3H/bl, MOTYT OTMEHAThCA PEaKIHH [IOBBIIICHHOM YyBCTBHTEJIEHOCTH
BHE 33aBUCHMOCTHU OT HAJIMYMA B aHAMHE3C a/JICPrHH UIIH GponxuanbHol acTMbl. MMeroTes coobmmeHus
06 060CTpeHHH I BO30OHOBICHAN CHUCTEMHOM KpacHOM BOJIYAHKH IIPH ngumghénﬁﬁ THA3UHBIX [IPE-
mapaTos. g T
Hemenanomuulil pax Koicu U e e ‘

B 7ByX SMHIEMHOJOTHYECKHX HCCICIOBAHUAX Ha OCHOBaHHH JAHHBIX JIaTCKOro HALMOHATBHOTO
peecTpa OHKOJIOTHYECKHX 3a60JIeBaHMil, ObUT BBISBICH MOBBIIIEHHBIA PHCK "pg:anTm Hemenaﬂ_oMﬁoro
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paka koxu (HMPK) (6azansHoxieroqnoi kapuuHoMbl (BKK) 1 nnocrcomeTquon KaleHHOMBI (TICK))
10CIIe IPHMEHEHHS 00JTee BHICOKHX CYMMApHBIX 7103 THAPOXJIOPTHA3HNAE. -
doroceHCcHOHIU3NpYIOIee NEHCTBHE THAPOXJIOPTHA3UAA MOMKET PACLCHHBATECS KaK BO3MOJXKHBIMH
mexanusM  pasButus HMPK.  [lamdentoB, OpUHAMAIOIUX — TMAPOXJOPTHAasHA,  CICAYET
npoundopmuposats o pucke paszpuatus HMPK, uHeoOxoamMocTu permepHon MIPOBEPKH KOXKHBIX
IOKPOBOB HA HAIMYHE HOBBIX OYAaroB M HEOOXOMMMOCTH He3aMeIUTENBHO Co00Imars 0 JoObIX
TIO/IO3PHUTENBHBIX HOBOOOPA30BaHUAX Ha KoXe. JIJs CHKEHUs pHCKa Pa3sBUTUA paKa KOXH MalMCHTaM
CENYeT COOBUINTE O BO3MOXHBIX NMPOQUIAKTHYECKHX MepaX, TaKUX KakK OrpaHHYCHHE BO3JCHCTBUS
coJHe4HOro cBera u Y ®-jyueit, a B ciydae BO3ACHCTBHA HEOOXOAMMO PUMEHSATD a/ICKBATHYIO 3AIIUTY
KOXKHBIX TOKpoBOB. HeoOGXomuMo B KpaTdaifilmme CpoxH 0O6C/Ie0BaTh MOAO3PHTENBHBIC MOPKCHHUS
KOXHBIX IIOKPOBOB, BKJIIOUAsk THCTOJIOTHYECKOE HCCIeI0BaHHE OHOTICHHHOro MaTepuata. ¥ MalHeHToB,
panee nepenecux HMPK, Takxe MOXeT OTpeGOBaThCA MEPECMOTPETH HEOOXOXUMOCTE IPUMEHEHHUS
rHApOXIOpTHA3HAa (CM. paszen 4.8). ‘

Bcnomozamenvrule sewyecmea

[Tpenapar Hopncm® HJI comep uT J1aKTo3y, IOITOMY IIPOTUBOINIOKA3aH MMAIlHCHTaM C TAKUMH PEIKHMH
HACNECTBEHHBIMH 3a00JIeBaHUSIMU, KaK HEMEepeHOCHMOCTh TalaKTO3bl, JIaKTa3Has HEAOCTaTOYHOCTH
Jlanma win HapyIIeHHe BCaChIBAHHUS IIIOKO3bI-TAJIAKTO3BEL.

I[IpenapaT COAEPXKUT KpacHTENb XHHOMHHOBBIN xenThii (E104), KOTOPBIH MOXKET OTPULIATENIBHO BIIHATH
Ha aKTHBHOCTH H BHUMaHUE Yy JETeH.

4.5 BsauMoneiicTBHe ¢ APYTHMH JIeKAPCTBEHHBIMH NpenapaTaMi H np&me BHIbI B3aHMOJEI-
CTBHS

Jlo3apran

Pugpamnuyun 4 rykoHa301 CHXKAIOT KOHLEHTpAIMIO aKTHBHOro MeTabomuTa. KnMHuyeckue nocien-
CTBHSA TAKOTO B3aUMOJICHCTBHS HE U3YUCHBIL.

Kak ¥ B ciyyae Ipyrux IpenaparoB, GIOKHPYIOIIUX aHTHOTEH3HH Il MM CHEXKAIOIMX ero AeHCTBHE,
COIYTCTBYIOIEE IPUMEHEHHE KaiuucOepe2arouux OUypemuKkos (CRUpOHOIAKMOH, MPUAMMEDEH, amMu-
JI0pU0), a TAKXKe 000A60K, U 3ameHumeneii Conu, co0ep’HCauux Kanuu, MOXET IPUBECTU K YBEIHUCHHUIO
KOHICHTpAllUK KaJUs B IUIa3Me kpoBH. OXHOBPEMEHHOE NPUMEHEHHE NaHHBIX MPENapaToB HE PEKO-
MEHJyeTCs.

Kax u npyrue mpemaparsl, BIUSIOIIAE HAa BEIBEACHUE HATPHs, JIO3apTaH MOXKET CHUKATh BBIBEJCHHE
JUTHA U3 OpraHusMa. [103ToMy mpd ojHOBpeMeHHOM NpumeHeHHH APA-II u coneu aumus ciaegyer
TIHIATEIbHO OTCIIE)KUBATH YPOBEHb JIUTHS B IIa3M€E KPOBH.

IIpu coBmecTHoM mnpumeHeHuH APA-II u necmepouonwvix npomueoeocnaﬂumeﬂbnbzx npenapamos
(HIIBII) (sanpumep, CeNEeKTHBHBIE MHTHOMTOpPHI LuKIoOKcHreHassl-2 (L{OI'-2), anerwmiicamununosas
KMCJIOTAa B TIPOTHBOBOCTIANUTENBHBIX Ho3aX U HecenektuBHble HIIBIT) MoxeT Habmonarses ocnadie-
HHE THIOTeH3uBHOro aeiicteusa. Comyrersyromnee npumenenne APA-II umu quyperuxos ¢ HIIBII mo-
XET MOBBICUTH PUCK OCNAbNeHus NOYeYHOH (PyHKIMH, BKIIFOYAs OCTPYIO IMOYEHHYIO HEOCTATOYHOCTD,
U TIPUBECTH K MOBBIIEHUIO KOHIEHTPAHH KaIUs B IIa3Me KPOBH (OCOOEHHO y IAIMEHTOB C XPOHHYE-
CKOM ocnabneHHoM (QyHKIuel movek). JJaHHyI0 KOMOHHALMIO CIEAYET IPHUMEHATH C OCTOPOXXHOCTEIO,
0COOEHHO Y TMOXMIIBIX JHI. [TaIeHTh! JOMKHBI OTy4YaTh Ha UIEXKAIlEe KOJTHMYISCTBO XKUAKOCTH, CIERy-
€T TaKXe PacCMOTPETh BO3MOXKHOCTH KOHTPOJIA (PYHKLIMOHANBHBIX IOKa3aTe/ied MOYEK [ocie Havdala
COIYTCTBYIOILEH TEPAlluK ¥ NEPUOTHYECKH B XOJ€ OCYIICCTBICHHS JICUCHHUS. |

V HEKOTOPHIX MAIllMCHTOB ¢ HApyIMEeHHOH QyHKIHEH MOYeK, MOTyYaromuX HIIBII, BKIIIO4ast HETHOHTO-
pur LOI'-2, comyrcTBytomee npuMeHeHHe APA-II MoxeT mpuBEeCTH K JajbHEHINEMY YXYyIIIEHHIO
(QYHKIHOHANBHEIX MOKa3aTenel moyek. OXHAKO, 3TOT 3QHEKT, Kak NPaBUIIO, OOPATHM.

JlanHBle KIMHWYECKUMX KCCIIE[OBAHUN IOKas3alM, uTo JBOHHas Onokajga PpEeHUH-aHTHOTCH3HH-
anbaocTepoHoBoii cuctemsl (PAAC) myreM KOMOMHHPOBAHHOTO MPHUMEHEHH nHm6m“opos AllD,
6J10KaTOpOB pelenTOpoB aHrHoTeH3uHa Il win amucKupeHa cBs3aHa ¢ 60J1ee BBICOKO# 9acTOTOM 110604~
HBIX 9(P(EKTOB, TAKMX KaK THUIOTEH3US, THICPKAIHEMHS H CHHKCHHE, (bym(unn TIOYeK. (B\mmqaﬂ
OCTPYIO IOYEYHYIO HEIOCTAaTOYHOCTh), MO CPaBHEHHIO C anMeHeHﬂeM }‘OJ‘IBKO OJTHOTO arema,
neticaytomero Ha PAAC (cM. pasnens1 4.3,4.4 1 5.1). -
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K npyram JiekapcTBEHHBIM CpEICTBaM, 00IafaroNiuM I‘I/IIIOTCHBI/IBHBIM LLeHCTBHeM, OTHOCSTCA MPUYUK-
JUYecKue AHMUOEnpeccanmol, GHMUNCUXOMUYECKUE npenapam‘ar “baxnogen H amud)ocmun CoBmecT-

HOC NPpUMCHCHHE JI03apTaHa ¢ STUMH IIperiapaTaMi ITOBBIIACT pHCK THITOTEH3HH.

[ 'napoxsiopruasu

[Ipu coBMECTHOM MPUMEHEHUH THA3UIHBIX JUYPETHKOB U CIIEAYIOIIHUX npenapaTOB MOJXeT HaboAaTh-
s B3aMMOJEHCTBUE:!

Smanon, 6apbumypampl, HAPKOMUYECKUE CPeOCmMEa U aHMUOenpeccanmol

Moxer oTMedaThes yeyrybiieHHe OpTOCTaTHIECKON THIIOTEH3HH.

Aumuouabemuyeckue npenapamol (nepopanvHble U UHCYIUH) :

[IpuMeHeHHEe THA3UAOB MOXKET BIMATH Ha MEPEHOCUMOCTD IIIOKO3bl, B PE3YIbTAaTE YEr0 MOXKET IIOHAMI0-
OUTBCA KOPPEKLHUs 03Bl aHTHAHAOETHYECKOro Ipenapara. MeThopMHH CleAyeT NPHMEHATH C OCTO-
POXHOCTBIO H3-32 PHCKA JIAKTOLMI03a, BBI3BIBAEMOrO BO3MOXKHOM (YHKIHOHAIBHOM MOYEHHOH HEeNO-
CTaTOYHOCTHIO, CBI3aHHOM ¢ MPUMEHEHHEM THAPOXJIOPTHA3HA.

pyzue 2unomen3sugnoie npenapamol

AnnuThBHBI 3ddexT.

Xonecmupamur u Ko1eCmMunoIo8vie CMONbL

BcacsiBanue rupoxiopTHasuia CHIXXACTCS NPH BO3JCHCTBHH aHMOHOOOMEHHBIX cMol. Pa3zoBas 103a
XOJIECTHpaMHUHa HJIH KOJIECTHIIONOBBIX CMOJI CBA3BIBAET THAPOXJIOPTHA3UA, CHHXKAs €ro BCachIBaHHE B
XKely IOYHO-KUIEeYHOM TpakTe Ha 85% u 43%, COOTBETCTBEHHO. |

Kopmuxocmepouovi, adpenoxopmuxomponnwiii 20pmon (AKTT) :

BripaxeHHOE YMEHbIIEHHE KOHIEHTPAIUH S1IEKTPOIUTOB (B YACTHOCTH, THIIOKATHEMHS).

IIpeccopnuvie amunbl (Hanpumep, aopeHanun)

Bo3morkHa octabrneHHas peakiys Ha PECCOPHBIE aMUHBI, KOTOpas, TEM He MEHee, HeA0CTaTouHa, YTO-
OBl HCKJTIOYHTH UX IPUMECHEHHE.

Penaxcanmul ckelemHbIX Mbluly, HeOenoaapusyiouue cpedcmea (Hanpumep, myboxypapur)

Bo3moxHa MoBBIIEHHAs: BOCHPUUMYHBOCTD K MBIIICYHBIM pETaKCaHTaM.

JTumuii ,

JIMypeTUKU CHUXKAIOT MMOYCYHBIH KIMPEHC JIMTUA U YBEJIHYHUBAIOT PHCK €r0 TOKCHYECKOTO AEHCTBHUS.
CoBMecCTHOE IPUMEHEHHE HE PEKOMEHAYETCS.

Jlexapcmeennvie npenapamvi, npumeHsemvle OJisl 1eYeHUs NOOAZPbL (npo6eue14u0 CynbUHNUPA3OH U
aNOnyPUuHon)

MoxeT moHaqoOUTECS KOPPEKITHS J03HI MpemnapaTa, CIoCOOCTBYIOIIETO BEIBEACHHUIO MOUEBOH KUCIIOTEI,
IOCKOJIBKY TIPUMEHEHHE THAPOXJIOPTHAZHA MOXKET IIPUBECTH K YBEIHUYEHHIO KOHLIEHTPAlMU MOYEBOH
KHCJIOTHI B IUIa3Me KpoBu. Bo3MoxHO, moTpeOyeTcs yBeIMYeHHE T03bI MPOOESHUIUAA WK CYTb(QUHITH-
pasoHa. TuasumHbie mpemapaTbl MOTYT YBEIMYHBATH BEPOATHOCTH Pa3BHUTHS MOBBIIECHHOH YyBCTBHU-
TEJNBHOCTH K aJJIOIyPHHOITY.

Aumuxonunepzuyeckue cpeocmea (Hanpumep, amponun, bunepudex)

U3-3a yXyAIEHHS IEPUCTAIBTHKH JKeTyT0YHO-KHIIEYHOIO TPAKTa U OTMIOPOKHEHHS JKETyAKa GHOIOTH-
YyecKas JOCTYIHOCTb THA3UHBIX TUYPETHKOB YBEJIMIUBACTCS.

Llumomoxkcuueckue cpedcmesa (nanpumep, yuxiogocgamuo, memompexcam)

Tuasuasl MOTYT CHHXKATh BEIBEJICHHE LIUTOTOKCHYECKUX IIPENapaToB C MOYOH M IOTEHIUPOBATH HX
JeHCTBHE, HAlIPABJIEHHOE Ha NMOJaB/IeHHEe (PYHKIUH KOCTHOTO MO3ra.

Canuyunamwi ‘

IIpy npaMeHEHHH BBICOKMX 03 CANHIHIATOB THIPOXJIOPTHA3HJ MOXET YCHJIHMBATh UX TOKCHYECKOE
BO3[ICHCTBUE HA LIEHTPAIBHYIO HEPBHYIO CUCTEMY.
Memunoona

OTMeYeHBI OTJENBHBIE CIy4ad IeMOJIUTHYECKOH aHEMUHU TIPU COBMCCTHOM anMeHeHHn mnpoxmpm-
a3uja U METHIAOMBL I S R ey
Luxnocnopun ?i “n :
ComyTcTBYIOIIEE MPUMEHEHUE LIUKIOCIIOPHHA MOXKET IIOBLICHTh PHUCK pa313mng rnnepyaneMnn H TI0-
JIarpHYECKUX OCIIOKHEHUH.
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BbI3BaHHAS THA3H/HBIME QUYPETMKAMH TUIOKAIHEMHs MM THIOMarHMEMHs MOXKET IPUBECTH K TPH-
CTYIy Cep/IeYHOM apUTMHH, BBI3bIBAEMOH HAIICPCTIHKOH.

Jlexapcmeennvie cpedcmea, Oeticmaue KOMOpbIX MEHAEMCS BpU USMEHEHUU yPOGHA KANUA 6 KposU
PeKOMEHI0BaHO NMEPHOJUIECKOE ONpEEICHHE YPOBHA Kallusl U KOHTPOJIb OKI B cmydasx COBMECTHOTO
IIpHMEHEHHs KOMOMHAIHH J03apTaH/THAPOXIOPTHA3K U [PENaparos, JIEWCTBUE KOTOPBIX 3aBHCHT OT
KOHL(EHTPALMY KaTHs B [Ia3Me KPOBH (HalpUMep, [TMKO3K/bI HANEPCTAHKA U MPOTHBOAPUTMUICCKHE
TIpenaparhl), @ TAKXe ¢ TpenapaTamMy, BEI3BIBAIOIIMMH TAXUKAPIHIO THIIA (ITHPYST (xenyxo4KoBas Ta-
XUKapaus), BKIOYas HEKOTOPBIE NPOTHBOAPHTMHYECKHE MpeIapaThl (TMIOKATHEMHUS ABJISETCS TMpea-
pacmoararomuM GakTopoM XKeIyI0IKOBOH TaXHUKapIHH):

- TIPOTHBOAPUTMUYECKHE TIPENaparhl kiacca la (XHHUAUH, THAPOXUHAINH, JM30TIMPaMHUN);

- POTHBOAPMTMUYECKHE Mpemnaparhl kiacca III (aMuosapoH, coranol, noderunun, uGyTUIHL);

- HEKOTOphIE AHTHIICHXOTHYECKHE MHpenaparsl (THOPUIA3HH, XJIOPIPOMAasuH, JCBOMEIPOMASHH,
TpudIyonepasuH, NHaMeMastH, CYIbOMPUL, CYTbTONPU, aMUCYIBIPUL, THANIPUL, THMO3UM, rajuore-
PUIOI, APOTIEPHION);

- apyrue (6enpuani, M3anpu, AudeMaHu, SPATPOMULIKH (17 BHYTPUBEHHOIO BBEJICHUS), ra-
noaHTPHH, MA30JIACTHH, IEHTAMU/IHUH, TepOEHAIHH, BAHKAMUH (171 BHYTPABEHHOTO BBEJICHHA)).
Conu xanvyus

THa3uHbIE AMYPETUKY MOTYT MOBBIIATE KOHIIEHTPALMIO COJICH KAl B NIa3Me KPOBH IHOCPEACTBOM
CHYDKEHHS UX BbiBefieHMs. [Ipy HeOOXOAUMOCTH Ha3HAYEHHs YKa3aHHBIX [IPEMapaToB CICAYeT KOHTPO-
IMPOBaTh KOHLEHTPAIHIO KATBIUS U B COOTBETCTBHH C PE3Y/IHTATaMU IIPOBOIUTH KOPPEKIHIO JO3BI.
Bnusnue na pesynomamvl 1a60pamopHuIX UCCAe008aAHU

OkasbiBag BIMSAHHE HA META0OIH3M KaJbIlMs, THA3HIHBIE JUYPETHKH MOTYT UCKaXaTh pPe3yIbTAThl HC-
cienoBaHUs GYHKIMM MapalluTOBMIHOM Keme3s! (M. paszien 4.4).

Kapbamasenun ‘

OtTMeuaeTcss PUCK CHMITOMATHYECKON rUmoHaTpueMun. Tpebyercs KIHHUYECKOE M OHONOTHYECKOE
Habmoaenne 60JIBHOTrO. ‘

Hoocoodepocawue konmpacmuvie geujecmsa ;;

B ciydae BHI3BAHHOM JAMypEeTHKaMH JETHAPATal[Mi CYIIECTBCHHO YBEJIHYMBACTCA PUCK OCTpO#i moveu-
HOM HEJ0CTATOYHOCTH, OCOOEHHO IPH BEICOKHX 033X HoJcolepamux npenaparos. Ilepex npumene-
HHMEM TaKOBEIX CJIEAYET IPOBECTH PErHPATAIMIO MAIHEHTA. |

Amepomepuyun B (013 napenmepanbro20 66e0eHvs), xopmuxocmepouowl, AKTI, cmumynupyiowue cia-
GumenvbHble CPeOCMEa unu 2uyuppusun (0GHapysicenHble 6 1aKpuye) ‘

THAPOXTOPOTHAZHL MOXKET YCHIUTH HICKTPONUTHBIH TUCOAIAHC, 0COOSHHO IHIOKATHEMHIO.

F
4.6 DPepTHILHOCTH, 0€PEMEHHOCTDb H JIAKTANHS ;

bepemennocmo

AHTAaroHUCTBI penenTopoB aHruoten3uHa I (APA-II) ‘

[pumenerne APA-II He pexoMeHAyeTcs B TeUeHHWE IEPBOTO TpUMecTpa OepeMEHHOCTH (cM. paznen
4.4). Ipumenenne APA-II mpoTuBOmOKa3aHO BO BTOPOM W TPETHEM TPHUMECTPAX OEpEMEHHOCTH (CM.
paszaensl 4.3 u 4.4).

DMUAEMUOIOTHYECKHE JaHHbIE O PUCKE IPOSBICHUS TEPATOTCHHOCTH IIPH IPHEME uaruburopos AIID
B IIEPBOM TPHMECTPe GEPEMEHHOCTH HE HO3BOJIAIOT CAeIaTh OKOHYATEIBHOE 3AKIIFOUCHHE, OJHAKO HE-
KOTOpOE TIOBBILICHHE PHCKA HE HCKIIo4aeTcs. HecMoTps Ha TO, YTO KOHTPOJIUPYEMBIC SIHAEMHOJIOTH-
yecKue JaHHbIe 0 TeparoreHHOCTH APA-II 0TCYTCTBYIOT, B JAHHOM IpYIINE NPENapaToB CX0XHe PUCKHU
HCKITIOUMTH HEMb3s. 32 UCKIIOYEHHEM TeX CITyYaeB, KOr/ia HEBOIMOXHO Tpou3BecTy 3ameHy APA-II na
HHYIO aJIbTepPHATUBHYIO TEPAIHIO, MAIMCHTKH, IIAHHPYIOIUe 6epemeHHocr§5;rgi6ﬁ>iiﬁm ‘OBITH KaK MOX-
HO CKOpee IepeBeJeHbI Ha TEPAIHIO JICKaPCTBEHHBIMU CPEJICTBAMH, Y Korgf , 1X IpoQHIb 6€30MaCHOCTH
171 GepEMEHHBIX JKEHIIMH SABJISCTCS XOPOIIO H3yYCHHBIM. AT :

AR

[Ipu HacTyIUICHHHM OEPEMEHHOCTH NPUEM APA-II gomxeH OBITH npexpéégep’ﬂe aMeTUTENILHO, H IIPH
HeoOXO0AMMOCTH Ha3HAaYeHa MHas Teparnus. G
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[Tpu npumenerns APA-IT Bo BTOpOM 1 TPETheM TPUMECTpaX GepeMeHHOCTH YCTAHOBJIEHO TPOSIBIEHHE
(eTOTOKCHUECKOTO NeHCTBHsA (HapylneHHe (QYHKIHH TOYCK, OJIATOTMIPOAMHHO3, 3a/IePXKKa OKOCTEHE-
HHS KOCTeil "eperia) H HEeOHATAIBHOH TOKCHIHOCTH (II04eYHas HEOCTATOYHOCTD, THIOTEH3HA, THIICp-
kanmmemus) (cM. paszen 5.3). B cnydae eciu mpuem APA-II ocylIecTBIUICS BO BTOPOM HJIM TPETHEM
TpuUMecTpax 6epeMEHHOCTH, PEKOMEH/YETCS IPOBECTH V3U dyHKIuHU TIOYeK 1 KocTel yepena. Y HOBO-
POX/ICHHBIX, MATEPU KOTOPBIX IPHHUMAIIA APA-II, HeoGX0AMMO TIIATENBHO KOHTpOIMpoBatTh AJl it
IpeOTBPAIeH s BO3MOXKHOIO Pa3BUTHUS TMIIOTCH3UH (cM. paszensl 4.3 u 4.4).

CuapoxsIopTHA3HIL

CBejieHHs O IPUMEHEHHH THAPOXJIOPTHA3H/A BO BpeMsi 6EpeMEHHOCTH OrpaHHHICHEL, 0COOEHHO 3TO Ka-
caeTcs nepBoro TpuMecTpa. Mccnenosanuii Ha JXHBOTHBIX HEOCTATOUHO.

[UApOXTIOpTHA3H] MPOHHKAeT depe3 TutaueHTy. Mcxons us dapMaKONIOrHYECKOro MexaHu3Ma JeH-
CTBHS, MOXHO YTBEp)KAATh, YTO €0 NPUMEHEHHE BO BTOPOM H TPETHEM TPUMECTpax OepeMEHHOCTH
CT0COGHO HAPYIIHTH IUIANEHTAPHYIO Mep(y3HIO U BBI3BATH TAKME PACCTPOHCTBA y INIOAA M HOBOPOJK-
JEHHOTO, KaK JKeJITyXa, HapylleHHe JJIEKTPONUTHOTO Oananca U TPOMOOIUTONEHHS. He crnemyer mpu-
MEHATh THAPOXJIOPTHA3H/L IPH TE€CTAHOHHBIX 0TEKaX, TECTALUOHHOM IMIEPTEH3MH HIIH TOKCHKO3E 6e-
PEMEHHOCTH BBHAY PHCKa CHIDKEHMs o0beMa IUIa3MBI H Pa3sBUTHA IIAlEHTapHO# THonepdys3uu mpu
OTCYTCTBHH IOJIOXKHUTENLHOTO o dexta Ha TeueHue 3a00eBaHuUs. :

He ciefyeT NPUMEHSTh THAPOXJIOPOTHA3U/ IS JIEUCHHs IEPBHYHON apTepHalbHOH THIIEPTCH3HH Y Oe-
PEMEHHEIX, 33 HCKIIOYEHHEM TeX PEAKHX CITydaeB, KOTla MPHOCTHYTh K aJIbTEPHATHBHOM Tepanuu He
IPEICTaBIAETCS BOSMOXKHBIM.

HOPE T T
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Jlaxmayus

AnTaroucTs perientopo aurnorensuna I (APA-II):

JlanHbBIE O MPUMEHEHHH IIperapara HopHCTa® HJI B neproj rpyqHOT0 BCKAPMIIUBAHHS OTCYTCTBYIOT.
CreflyeT Ha3HAYUThH AIHTEPHATHBHYIO TEPAIMIO C NPUMECHEHHEM MNPENApaToB, XOPOIIO 3apeKOMEHI0-
BaBIIMX ce0s ¢ TOUKH 3pEHUS O€30MaCHOCTH B MEPUOJ JIAKTaLlHH, 0CO0EHHO nﬁn BCKapMJIMBaHUH HOBO-
POXIEHHBIX WX HEJOHOICHHBIX JETEH.

'uapoxiopTHazul ;

Tuapoxnopruasua B HeOOIBIIMX KOJIMYECTBAX BBIACIACTCA B MATCPHHCKOE MOJOKO. THa3uabl B BBICO-
KUX [103aX, BBI3BIBAIOINNME HHTCHCUBHBIH JUYype3, MOTYT IPEIATCTBOBATH BEIpaboTKe Moioka. [Ipume-
HEHHe Mpenapara JIopHCTa® HJI Bo BpeMs TpyIHOTO BCKAapMJIMBaHUs HE PEKOMEHIYCTCS. Ecmu mpena-
par NpuMEHSIeTCs BO BpEMs JIaKTalluH, CIIeyeT NOJNCPKUBATEH Kak MOXKHO 0oJiee HU3KHE JO3BL.

4.7 BausiHMe HA COCOGHOCTDH YNPABJIATH TPAHCHOPTHLIMH CPEACTBAMH M PaboTaTh ¢ MEXaHH3-
MaMH i

M3yueHue BIUAHUA OpeaparTa Ha CIIOCOOHOCTh YNPAB/IATh TPAHCIIOPTHBHIMU CPECTBAMMU HITH paboTarb
¢ MeXaHW3MaMH He [pOBOXMIOCH. OIHAKO, NPH OCYLUECTBICHHH IEATENBHOCTH, TPEOYIOMEH MOBBI-
[IEHHOTO BHUMaHHs (YHpaBleHHEe aBTOMOoOHIeM, paboTa ¢ MEXaHHU3MaMu), CIEIyET MOMHUTb O TOM,
YTO TIpH TMIIOTEH3HBHOW TEpalmHy HHOIJA BO3HUKAIOT IOJIOBOKPYXEHHE W COHIIMBOCTE, 0coOCHHO B
HavaJle JICYCHUS WU NIpH YBEIHYCHUH JO3bI.

4.8 HexenarelbHbie PeaKIHH

ITo60unble 9(deKTs KIaCCHYUIMPYIOTCA B COOTBETCTBYIOIHE YIB! MO CHCTEMaM OPraHoB U B 3a-
BHCHMOCTH OT YaCTOTHI BOSHUKHOBECHHSL:

- oueHb dacto (> 1/10),

- gacro (> 1/100 po < 1/10),

- Hegacro (> 1/1000 o < 1/100),

- penxo (> 1/10000 mo < 1/1000),

- oueHs peako (< 1/10000), oy _
- yYacTOTa HE H3BECTHA (YaCTOTA HE MOXKET OBITh OLEHEHA HA OCHOBE nrélgex()lfiﬁx&xfﬁaﬁi{mxy '
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B Xoje KIMHHYECKUX HCCICAOBAaHHM J103apTaHa Kajud H THAPOXHOPTHAINNA HEOIAroNPHATHEIC SABIIE-
HHsl, XapaKTepHBIE LI YKa3aHHOH KOMOWMHAIMH, BBISBICHE! HE OpumE. OTMeuennsie 1o60uHbIE dhdek-
THI GBUIH YCTAHOBJEHHI paHee MPH HCCIEOBAHMH JI03apTaHa Kalvisl U/ i THAPOXJIOPTHAZUAA.

B KOHTPOJIHPYEMBIX KIMHAYECKUX HCCICI0BAHMAX B OTHOLICHHH NIEPBHYIHON apTepUaJIbHON THIIEPTCH-
3HH TOJIOBOKPYKEHHE OBLIO eIMHCTBEHHBIM 0O0UHBIM 9()HEeKTOM, CBA3AHHBIM C IPUMCHCHHEM IpETIa-
para u HaGofaBuIMes y 6osee 1% manueHToB.

C MOMeHTa BBIXOZa MPOAYKTA HA PHIHOK GBI OTMEYESHEI CIIETYIOLIHE 0OOUHBIC PEaKINH:

Cucrema oprasnos HexenaTebHAA peaKIHA YacroTa
Hapywenua co cmopouvl 2enamobunuaprou | I'enatuTsl peaKo
cucmembl :

Jlabopamopnveie nokasameny I'unepkaaueMus, OBBILICHHE yposus AJIT | peako

Crenyromue Hexearenbusie 3GQekTsl HaOIONATICh MPY IPUMCHEHHH ACHCTBYIOIIMX BEIICCTB IO
OTAENBHOCTH (B KA4E€CTBE MOHOTEPAIIHH) U, BO3MOXHO, MOTYT [IPOSIBUTHCS B CIIy4ae NPUMCHEHHUS KOM-
OMHAIMHK JT03apPTaH KaIus / THIPOXJIOPTHASHUL

Jlo3apTan
Cnenyroue moGoYHbIe peakuy ObUTH 3apeTHCTPHPOBAHbI IIPH MIPHEME JT03apTaHa B KIMHHICCKHX HC-

CJICNOBAHUAX H INOCTPErUCTPAIITMOHHOM HEPHOIC:

Cucrema opranoB HexenareabHasi peaknus Yacrora

Hapywenus co cmoponvl kposu | aHeMus, mypiypa XeHoXx-I1IoHenH, 3KXUMO3, reMO- | HE4acTo
u aumghamuueckoil cucmemol U3

TPOMOOLIUTONICHHS 4acTOTa HEM3BECTHA
Hapywenust co cmopoHsl cepO- | TUIIOTEH3Us, OPTOCTaTHYECKAs THIIOTEH3HA, CTep- - | HEYACTo
ya HaIIrus, CTEHOKApAUs, aTPHOBEHTPHKYIApHas O10--

kana Il crenenu, uepebpoBackynsapHbie COOBITHUS,
uHapKT MHOKAp/Ia, YYallleHHOe CepALeOrueH e,
aput™Mus (GuOpWLIALMS NPEACEpAUi, CHHYCOBas
GpanuKapaus, TaXUKap/us, )KeTy10YKOBast TaXHKap-
Just, GUOPHILIALUSA KETYAOUKOB)

Hapywenus co cmoponvt opea- | BEPTHIO, THHHUTYC .| HewacTo
Ha cayxa u aabupurnma
Hapywenus co cmoponsl opea- | pacOKyCHPOBaHHOE 3pEHHE, 1yBCTBO HOKECHUA B . | HEYACTO
HQ 3peHus rN1a3ax, KOHbIOHKTHBHUT, CHH)KEHHE OCTPOTHI 3PEHHUS
Hapywenuss co cmoponsl dice- | 601b B 061aCTH XKHBOTA, TOLIHOTA, Hapes, pac- 4acTo
JIYOOUHO-KUUEYHO20 MPAKMA CTPOMCTBO NMHUILEBAPEHUSA
3anop, 3yOHas 6011b, CyX0OCThb BO PTY, METEOPHU3M, HEeJacTo
FaCTPHT, PBOTA, HEMPOXOAUMOCTh
MaHKPEaTUT | yacToTa HEU3BECTHA
Obwue HapyuweHus u Hapyuie- acTeHHs, YTOMIAEMOCTh, O0JIb B IpyAM 4acTo
HUsA 8 MeCe 66e0eHUSA i
OTeK JIMLA, OTEK, MOBLIIIEHHEe TEMOCPATYphl Teja HEYacTo
TPHNNONOJ06HbIE CHMIITOMBI, 00llee HEIOMOTaHHE | YacTOTa HEW3BECTHA
Hapywenust co cmoponbl 2ena- | HapylleHHs QyHKUM#A NeYeHH 4aCTOTa HEH3BECTHA

MoOUTUAPHOT CUCmEMbL

Hapywenua co cmoponsl um- | [UNEpHyBCTBUTEIBHOCTS: aHAQHIAKTUYECKHE PeaK- | peaKo
MYHHOU cUcmembl LMK, aHTHOHEBPOTHYECKHI OTEK, B TOM HHCJIE OTEK

rOpPTaHH M FOJIOCOBOM LUE/TH, BBI3bIBAHHBINH OOCTPYK-
LIMeii AbIXaTebHBIX IMyTeH, W/WIH OTeK JuLa, Ty6,
IOTKH W/VWIM A3bIKA, @ Y HEKOTOPBIX U3 AAHHBIX Na:
LIMEHTOB aHTHOHEBPOTHYECKUH OTEK Ha6nlonangg'7laﬁ:
TIPOIILIOM M GbLT CBA3aH C MPUEMOM JpYTHX JeKap- | . . .,
CTBEHHBIX CPEJICTB, B TOM UYHCJIE uHrubuTopoB ALl 1~~~

Hapywenus obmena eewjecms u_| aHOPEKCHs, Tojiarpa 7 HEYacTo

(27122018 | [Cipoms17 |
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RUMARUA

LT . .
Voaapdiadii al

Hapywenua co cmoponust onop-
HO-08U2AMENbHOU Ccucmemsl U
COCOUHUMENbHOTI MKAHU

;|.4acto_

MBIIIEYHbIE CYJOPOTH, 601 B cnugg,"n@gg}kjg"gp%raxg
MUAJITHs :
6oap B NpeaIUieube, KOJEHE, CKENETHO-MBIILICYHas | HEacTo

60.11]), OITyXaHUue CyCTaBa, HENOABHKHOCTE CyCTaBOB,

pHuecKas HEHpONATHs, TPEMOP, MUTPEHb, OOMOPOK,

apTpairus, Aaprpur, Kokcanarus, ¢ubpomuanrus,

MplleyHas cnabocTh

pabaOMHOIH3 4acTOTa HeM3BECTHA
Hapywenus co cmopoHvl yen- | TONOBHas 60Jib, FOTOBOKPYKEHHE 4acTo
MpansLHOU HEPEHOT CUCTEMbL MOBBILLIEHHAs BO30YAMMOCTb, MapecTesusd, nepude- | HEHacTo

JAHUCICB3Us

4acTOTa HEM3BECCTHA

008

Hapywenus co cmoponvt ncu- 0eCCOHHHLIA 4acTo
XUKU TPEBOXKHOE COCTOSIHHE, MTAHHIECKOE PaCcCTPOHCTBO, HEYacTo
CITyTAHHOCTb CO3HAHHS, JleNpeccHs, HEOObIUHbIE
CHOBH/IEHHSI, pacCCTPOHCTBO CHA, COHJIMBOCTD, Hapy-
HIEHHE NIAMATH
Hapywenus co cmoponvl novex | HapylieHue GyHKIMH [OYeK, MoyevHas HeJocTaTo4- | 4acTo
U MouesblOeumenvHou cucme- | HOCTh
Mbl HOYHAs MOJIMYPHs, MOBBIIIEHHA! 4YacTOTa MOYEHC- | HeHacTo
mycKaHus, HHeKUHH MOYEBBIBOAALIMX ITyTeH
Hapywenus co cmoponui pe- CHIDKEHHE TMOMI0, IpEKTHIbHAS AUCPYHK- HEYacTo
NPOOYKMUBHOU Cucmemyl U MO- | LMS/UMIOTEHLMSA
JIOYHBIX Jicene3
Hapywenus co cmoponul Obi- KallleNlb, BOCTIAJIEHME BEPXHHX JBIXaTeIbHbIX ITyTEH, | 4acTo
XamevHOU Cucmemvl, Op2aHo8 | 3aJI0KEHHOCTh HOCA, CHHYCHT
2pyOHoil kKiemku u cpedocmerus | (papuHreanbHbli JUCKOMGOPT, PapUHIHUT, JJAPUHTHT, | HEHACTO
JUCIIHOY, GPOHXMT, HOCOBOE KPOBOTEYEHHE, PHHHT,
3aTpyAHEHHE JAbIXaHHS
Hapywenus co cmoponer xooicu | anoneuus, IEPMATUT, CyXOCTb KOXH, SpUTEMa, THIE- | HEYACTO
U NOOKONCHOU KNemyamKuy pemus, CBETOUYBCTBHTEIBHOCTb, 3y, Chillb, KparuB-
HHILIA, TOTJIMBOCTD
Hapywenus co cmoponwl cocy- | BaCKYJIMTBI HEYacTo

JI0303aBHCHMBIE OPTOCTATHYECKHE P PEKTHI

4aCcTOTa HEM3BCCTHA

Jabopamopnyvie nokazamenu

TdrepKajIveMus, YMEpEeHHOE€ CHUXKCHHE ICMaTO-
KPHUTHOI'O Yucjia U FCMOI"JIO6HHa, THNOTIIMKEMH S

qacTo

YMEPEHHOC YBE/IMUYCHHE KOHLIEHTpAallMH MOYCBHHBL X
KpeaTHHHHA B CBIBOPOTKE

HEYacCTo

YBEJIMYEHHE YPOBHS MEYEHOUHBIX (HEPMEHTOB U Ou-
JIHpYyOHHA

OYCHB PEJIKO

THITOHATPHEMHS

4acToTa HCU3BCCTHA

[ 'upoxiopTuasun

CucremMa opranos

Hexenare/bHAf peakius if

YacroTa

Hob6pokavecmeennvie, HEMEJAaHOMHBIH pak  KOXH (6a3anLHor<neTquaa YacTOTa HEU3BECTHA
3N0Ka4ecmeeHHble KapLEHOMA M [IOCKOK/IETOUHAs KApLHHOMa)'
HO800bpazoeanus u
HEYMOYHEeHHbIe
HO6000pa306aHUA (sxmouan
Kucmvl U noaunbst) o en
Hapywenus co cmoporbl Kpogu | arpaHyJOLMTO3, arslacTH4ecKas aHeMMs, reMOTHTHE | HEYACTO
u qumebamuyecko cucmemol yecKkas aHeMus, JieHKoneHus, Mypiypa, Tp0M6o'n-
TOTICHHUSA e S
Hapywenus co cmopousl um- | aHaQUNaKTHYECKHE peakLuu peako
MYHHOU CUCTIEMbl o
127.12.2018 | [Crp10w317 |
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Hapywenus obmena eewjecme u | aHOPEKCHsl, TUMEPIIIMKEMHUA, mnepypuxemnx, ano— HEYacTo.
nuUmanus KaJHeMusl, THIIOHATPHEMHUSA | R
Hapywenus co cmoponul ncu- 6eccoHHMLIA HE4YacTo
Xuxu

Hapywenus co cmoponul yeH- uedanrus 4acTo
MpAIbHOT HEPEHOU CUCTEMbL

Hapywenus. co cmopondsl opea- | Npexofsiiee pachoKyCHpoBaHHE 3peHMs, KCaH- | HEYacTo
Ha 3peHus TOMCHS

Hapywenust co cmoponsl ¢ocy- | HEKPOTH3HUPYIOIMH aHTMHUT  (BACKYJIMT, KOKHBIN | HEYacTo
006 BaCKYJIHT)

Hapywenus co cmoponwl Obi- PECHUPATOPHBIA AUCTPECC-CHHAPOM, BKITIOHASA HEe4yacTo
XamenvHOU cucmemvl, Op2aH08 | TTHEBMOHUT M OTEK JIETKHX

2pYOHOT KNemKU U CPeOOCMEeHUs.

Hapywenus co cmopowbl ice- | BOCTIaJIEHHE CJIIOHHOM JKENe3bl, ClIa3Mbl, MpPUTALMA | HEHACTO
JIYOOYHO-KUUMEYHO20 MPAKMQ JXeJTy/ika, TOIHOTa, PBOTa, Hapes, 3a1op

Hapywenus co cmopons: 2ena- | xenrtyxa (BHyTPHIIEHEHOUHBIH XO/IECTa3), MAaHKpea- | HEYacTo
moGUAUAPHOU cucmembl TUT

Hapywenus co cmoponbl KOJXCU | CBETOUYBCTBUTEIBHOCTD, KPANMBHHMIIA, TOKCHYSCKUA | HEYacTo
U NOOKOJICHOU KIemyamKu SMHACPMATBLHBIH HEKPOJIM3

Hapywenus co cmoponvl onop- | MBILIEYHBIE CYIOPOTH He4yacTo
HO-08U2aMeNbHOU CUCmembl U

COeOUHUMENbHOT MKaHU

Hapywenus co cmoponsl nouex | TIMKO3ypys, HHTEPCTULMANBHBIA HEQPHUT, MOUYEHHas | HEYacTO
u mouegviOenumenvuo cucme- | AMCOYHKIHS, IOYEUHAs HEAOCTaTOYHOCTh

Mbl

Obwue nHapyuwenus u Hapyue- JTUXOpajKa, FOJIOBOKPYKEHHE HEeYacTo
sz 8 Mecme 88e0eHUs

"HemenaHOMHBIH pak KOXH: Ha OCHOBAHHH MMEIOLMXCS JaHHBIX annneMnonomqecxnx HCCleOBaHHUH
ObUIa BBIBIICHAa KYMYJISTHBHAA J0303aBHCAMAs B3aMMOCBS3b Mexay ruapoxnopraasupom 1 HMPK
(eM. pazgen 4.4 u 5.1).

Coob1enne 0 Mogo3peBaeMbIX HEXKENATENBHBIX PEAKITHIX

Baxuo coobmars o IOJIO3PEBAEMBIX HEXKEIATC/IbPHBIX PEAaKMUIX MOCJIC PEerucTpanuu JICKApCTBCHHOTO
npenapara ¢ LEJIBIO obecrieucHHUA HETIPEPBIBHOI'O MOHUTOPHUHTA COOTHOILICHHA «IOJIB3a-pHUCK» JIEKAp-
CTBCHHOI'O IIp€riaparTa. HpOCI/IM MEITUIUHCKHX pa60THI/II(OB C006H.IaTB 0 HIO6LI§( MOO3PEBACMBIX HEXKC-
JIATEJIBHBIX peaKIUAX JICKAPCTBECHHOTO Mperiapara 4epes HaAlUOHAJIBHBIC CUCTCMEI COO6IIICHI/ISI 0O HCXKC-
JaT€IbHBIX PCAKIHUIAX.

4.9 Ilepeno3upoBka

Crnenuduueckue cBEICHUS O IIEPEAO3ZUPOBKE MPENapaToM JIopHCTa H/JI otcyTcTBYyIOT.

JleyeHHE CHMIITOMATHYECKOE, ITOIIECPKHUBAIOIIIEE.

B cryuae nepefo3MpPOBKH CIeAyET OTMEHHTh TEPAIHIO HPENapaToM, a MalkeHTa EpeBeCTH HoA CTpo-
roe Habmogenue. Ecimu npemapar GbUT IPUHAT HEaBHO, TO PEKOMEHJIYETCs BBI3BATh PBOTY, & TAKXKE C
IIOMOIIBIO M3BECTHBIX METOAOB MPOBECTH MPOPHIAKTHYECKHE MEPOIIPHUSATHSA, HAlPaBJICHHBIC HA YCTpa-
HEeHHE 00€3BOKHUBAHKS, SIICKTPOIUTHOTO AUcOaaHca, IEYEHOYHOM KOMBI M I'MIIOTEH3UH.

Jlozapran

JlaHHBIE [0 TIEPENO3UPOBKE y YeloBeKa OrpaHHYeHbl. BO3MOXHEIE, HAHOONICE BEPOSTHBIC CHMIITOMBI
TIepeIo3UPOBKHU: THIIOTEH3Ms, TaXUKapaus, Opanukapaus (BCIEACTBHE MapacHMIaTHIECKOR (3a cyeT
Baryca) cruMmyJsinuu). [Ipy MOSABIEHHH CHMITOMATHYECKOH T'MIIOTCH3NH crenyeT HasHauUTh MOJep-
KUBAIOIIEE JICYCHHUE. " ‘ '
Hu no3apTaH, HA €0 aKTHBHBIA METa0OIMT HE MOIYT OBbITh BBIBE/ICHBI U3, GpraHmMg TOCPE/ICTBOM Te-
MOIHAJIH3A. SRR

CunpoxnopTHazui
[27.12.2018 |
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HawuGosee 4acTo BCTpedaroImuecs HpH%H%KEI 1%8 CHMHTgMgI éeénoanposm rnnoxaﬂneMHx rnnoxnope-
MUsI, THIIOHATPHEMHES U 00e3BOXKUBAHHE (CIIEACTBHE U3GBITOIHOTO' ‘Tnypesa). B ciydae ecinu OfHOBpe-
MEHHO ObUT Ha3HAUEH JUTHTAIHC, TO THIOKATHEMHS MOKET IPHESCTH K 060CTPEHUIO CEPACIHOM apuT-
MHH.

HackoJpK0 BEIBOAUTCA IIPH TEMOIUATIN3E THAPOXJIOPTHASH]T HEYCTAaHOBIICHO.

5. ®APMAKOJIOT'HYECKHUE CBOMCTBA

5.1 ®apmakoaMHAMHYECKHE CBOHCTBA
dapmakoTepaneBTHdeckas rpynna: BemecTsa, NEHCTBYOIHE HA PCHUH-AHTHOTCH3WHOBYIO CHCTEMY.
AHTaroHUCTHI PENENTOPOB aHTHOTeH3UHA II B KOMOMHALKH ¢ IUYPETHKAMH. Konx ATX: [CO9DAO1].

Jlo3apTaH-rHAPOXJIOPTHAZU

KoMmnoHeHTh! npenapara Hopncra® HJI oxa3pIBatoT aJIMTUBHOE ICHCTBHE HA CHHXKCHHE apTepUallbHO-
TO JIABJICHMS, CHIKAsd apTePHAIBHOE [aBJIeHie B GONblIEH CTENEHH, YeM 00O 13 KOMIOHEHTOB I10-
OTHENBEHOCTH. DTOT 3P(PEKT CUMTAETCA Pe3yNBTATOM JIONMONHSIOMEro NeHCTBHA 000MX KOMIIOHEHTOB.
KpoMe Toro, mocpeacTBoM MoueroHHoro s¢dexra ruapoxIopTHasHl yBEIMIUBACT aKTUBHOCTD PCHHHA
B ILIA3Me€, YBEIHYMBAET CEKPEIHIO aThJOCTEPOHA, CHIKAECT YPOBEHD KIS B CBIBOPOTKE U YBEIHYMBACT
ypoBeHb aHrHoTeHs3uHa II. Beenenue no3aprana GIOKHpPYeT Bce (H3MONOTHYECKH PEJICBAHTHBIC JCH-
CTBUA aHrMoTeH3HHa Il M MHrMOMpOBaHME AJIBAOCTEPOHA MOXKET IIPUBECTH K OCNAOJIEHHIO MOTEPH Ka-
JIMS, CBA3aHHOTO JUYPETHKOM.

JlozapTan MMeeT YMEPEHHBIH U Mpexomii ypuKko3ypudeckuii sgdexr. beuto mokasaHo, 4To THAPO-
XJIOPTHA3H]| BEI3ELIBAET YMEPEHHOE YBEIMUYEHHE YPOBHS MOYeBoi KucnoThl. KoMOuHauus no3apraHa u
THAPOXJIOPTHA3UAA UMEET TEHACHIUIO OCNIabATh HHIYIHUPOBAHHYIO THYPETHKAMH IHIICPYPUKEMHIO.

AHTUTHIIEPTEH3UBHBIN 3 ¢eKT Mpenapara Jlopucta® HJI moepkuBaeTcs B TeueHuHe 24-4acoBOro Ie-
puoja. B KIMHAYECKUX HUCCIETOBAHUSAX [IPOAOIDKATENBHOCTBIO HE MEHEE OJHOTO rojia aHTUTUIECPTEH-
3UBHBIH 3} EKT COXpaHSIICA HPU MPOJOIDKEHUN TepamiH. HecMoTpst Ha 3HaYUTEIBHOE CHIDKEHUE apTe-
PHATBHOTO JIaBJICHH, IPUMEHEHHE IIpenapara Jlopucta® HJI He oKa3ano KIMHHYECKH 3HAYMMOTO BIIA-
AHHA HAa 9acTOTy CEpPIEYHBIX COKpalleHWH. B KIMHHYECKHX HCIBITAHUAX, Yepe3 12 Hepenb Tepanuu
KoMOMHanuei no3aptan 50 Mr/ruapoxioptuasuy 12,5 Mr, JHacTOIHYECKOe apTepHaIbHOE JABJIEHHE B
TI0JIOKEHMH CH/I YMEHBILIHIIOCH B cpeHeM 10 13,2 MM PT.CT.

Jlopucta® HJI 5dheKTHBEH B CHIKCHHH apTepHATLHONO IABJIEHHs Y MYXUHH M XKEHIIUH, YEPHOKOXKHX
H CBETJIOKOXHX MAIHEHTOB, MOJIOXe (<65 1ieT) U crapiue (> 65 jer) u 1mpH JEoOoH CTENeHH THIIEpPTEH-
3UH.

Jlozapran
Jlo3apTaH SBJISETCS CHHTETHYECKHM HEPOPAIBHBIM aHTArOHHCTOM DPEIENTOpa anrunotensuHa-Il (Tuna

AT)). Aarnorensus II, MOIIHBIA BAa30KOHCTPHUKTOD, SABJISETCS IEPBUYHBIM aKTHBHBIM TOPMOHOM PEHHH-
AHTMOTEH3HHOBOM CHCTEMBI M BAKHBIM OIpPEIEIAIOMUM GakTopoM NaToGU3HONOTHY THIIEPTEH3UH. AH-
runotensuH Il cs3piBaeTca ¢ penentopamu AT, HAXOIIMKAMHC BO MHOTHX TKAHAX OpraHu3Ma (Harp-
Mep, B TVIaJKOH MYCKyJIaType COCYNOB, HAANMOYEUHHKAX, MOUKAX M CEPALE) U BBHI3BIBAET HECKOJBLKO
BAXXHBIX OMOJIOTMYECKUX JCHCTBHIA, BKIIIOYAs CYXKEHHE COCYIOB H BHICBOOOXKAEHHE ATbJ0CTEPOHA. AH-
ruotensut 11 TaKKe CTUMYJIHpYET IpoIH(epaltio KIETOK MaIKoM MYCKyIaTypElL.

Jlosapran u36uparensHo Gnokupyer peuerntopst AT. In vitro U in vivo 103apTad H €ro (papMaxkoJoru-
YeCKH aKTHMBHBIN KapOOKCH-KHCIOTHBIM MeTabomut E-3174 6nokupyroT BCe (QU3HONOTHYCSCKH 3HAYH-
MBIE JIeHCTBHS aHTHOTEH3MHa |1, He3aBUCHMO OT UCTOYHHMKA WM [lyTH CUHTE3a.,

Jlo3apran He 06JafaeT arOHUCTHIECKUM JCHCTBHEM U He OJIOKHPYET Jpyrue peuenmpm I‘OpMOHOB 2174
KaHANBl HOHOB, BAXKHBIE IUIsi CEPACYHO-COCYAUCTON peryisund. Kpome TOro,;j103apTa HE [ONABIACT
ATI® (xununasy II), epmenT, pasnaratomuii Gpanukunud. Kax cnencrnne,,OTcchTByeT NOTEHIHUPO-
BaHHE HEXENaTeNbHEIX 5 (EKTOB, ONOCPEIOBAHHBIX OPaIHKHHIHOM. E

[27.12.2018 l ~ [Crpizm17 |
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[Tpu mpHeMe J03apTaHa, yIATeHHe OTPHLIATEIBHON 06PaTHOMH CBABH anTuoTensuna Il Ha cexpenuio pe-
HWHA NPHBOJMT K NMOBBIIEHUIO aKTHBHOCTH PEHHHA B ILIa3Me (APTIj. Tlosbimenue APIT mpusomuT K
[OBBIIIeHHIO aHruoTensuna 11 B mmasme. HecMOTps Ha 5TH MOBHIIICHUS, aHTUTMIICPTCH3UBHAA aKTHB-
HOCTb U IIOJIaBJICHHE KOHIICHTPAIUH [JIA3MEHHOTO aJlbJOCTEPOHA COXPAHAIOTCS, YTO yKA3hIBACT HA a-
dexTuBHYIO 610Ka1y penentopa anruotensuHa II. Ilocie OTMEHBI 103apTaHa, SHAYCHUS APII u anruo-
tensuHa I majany B Teuenue Tpex AHEH 10 3HAYECHHIA Ha HCXOJHOM YPOBHE.

U no3apraH, ¥ ero OCHOBHOH aKTHBHBINA METaGONHT HMEIOT HAMHOTO OOINBIIEE CPOACTBO K PELCTITOPY
AT, uem k peuenrtopy AT,. AktusHbli MeTabonut B 10-40 pa3 axTuBHES JI03apTaHa C IEPECYETOM I10
Macce.

B HCCIEI0BAHAH, CICIHAIBHO PEIHA3HAYEHHOM ISl OLCHKH YaCTOTHI KAl y MallMeHTOB, MOMy4aB-
IIMX JI03apTaH, 0 CPABHEHHMIO C MALMEHTAMH, [OMyJaBIuMU HHruOuTopsl ATI®, YacToTa Kaus, co-
oImaeMas MalAeHTaMy, [IOTYYaBIIHMHE JI03apTaH WIM THAPOXJIOPTHA3H], ObLIa CXO/HOH M ObuIa 3HA-
YHTEHHO MEHbIIE, YeM Y MAIHEHTOB, MOTyYaBImHX HHrHOuTOp ATI®. Kpome Toro, npu obmeM aHaH-
3e 16 IBOMHBIX CIIETIBIX KIIMHUYECKUX HCCaeaoBaHui y 4131 manueHToB 4acToTa CIIOHTaHHbIX cooO1ie-
HH} 0 Kallle y MalHeHTOB, 0Jy4aBIIuX JI03apTaH, Oblia cxoaHo# (3,1%) ¢ TakoBOH y MAlMEHTOB, M10-
nyuaBmux mwiane6o (2,6%) wiu ruapoxnopruasun (4,1 %), Toraa Kak 4acTora NpH NpueMe HHIHOUTO-
poB AII® cocraBuna 8,8%. ;

V manueHToB ¢ HeAHAOETHYECKON I'MIepTeH3del ¢ MPOTEHHYpUEH MCIIONB30BAHHE J103apTaHa 3HAYH-
TeIBHO CHUXKAET MPOTEHHYPHIO, GPaKIMOHHYIO 9KCKpeluio ans6ymuna u 1gG. Jlozapran mopaepxusa-
T CKOpOCTh KIIyGOUKOBO# (GHIBTpaLu U yMeHbIaeT ¢pakimio ¢punsrpanuu. Kak mpapmio, 103apTad
BBI3BIBAET CHEDKEHHE CONEPIKAHMSA MOYEBOM KHUCIIOTHI B CBIBOPOTKE (06br4HO <0,4 Mr / 1), KOTOpasdt Co-
XpaHsSeTCs P XPOHUUYECKOH TepaIuu. ‘

JlozapTaH He BIHSET HA BETETATHBHBIE pe(ICKCH H HE OKA3IBAET YCTOHYUBOrO addekra Ha HOpajpe-
HAJIMH B IUIa3Me.

V MAIHEeHTOB ¢ HeIOCTATOYHOCTHIO JIEBOrO XKENyJ04Ka A03BI Jlo3apTaHa 25 Mr u 50 MI IMpHBOAMIM K
[10TIOKHTETHHEIM TeMOMHAMHIECKHM U HEHpOTOPMOHATEHEIM >(QdeKTaM, XapaKTepH3yrOIMUMes yBe-
JNHYEHAEM CEPACYHOTO HHIEKCA U CHUKCHHEM JABJICHHS JITOYHOTO KalHJUIAPHOro KIHHA, CHCTEMHOTO
COCYZHCTOrO COIPOTHBIICHUS, CPEAHEr0 CHCTEMHOIO apTEPHAIbHOrO JABJICHUA H YaCTOTHI CEPACTHBIX
COKPALIIEHHUIA, & TAK)Ke K CHIDKEHHEM yPOBHS LIUPKYTHPYIOIIEro albJOCTEPOHA M HOPIIHHEpHHEA COOT-
BETCTBEHHO. :

BO3HHKHOBEHHE TMIIEPTEH3UH OBLTO JO303aBUCHMBIM Yy IAUUCHTOB C CepAEYHOM HEAOCTATOYHOCTHIO.
Hccneoosanus zunepmensuu i

B KOHTPOJHPYEMBIX KJIMHUYECKHX HCCIIENOBAHMAX MPHEM JI03apTaHa ONUH P. 3 B CYTKH MAIUEHTaMH C
JIETKOM HIIK YMEPEHHON 3CCEHI[HANBHOM TUMEPTEH3UEH 00ECIeUBa CTATHCTHYECKH 3HATUMOS CHHIKC-
HHE CHCTOJIMYECKOTO M JUACTONMYECKOr0 apTepHAIBLHOTO AaBieHHs. M3sMepeHue apTepHaabHOrO AaB-
NeHus depes 24 gaca mocie MpHeMa 036l OTHOCHTEIBHO 5 — 6 4acoB Iociie IpueMa J03bI IEMOHCTPH-
POBAJIH CHHKEHHE apTEPHATBHOTO JABIEHUs B TeueHHE 24 JacoB; eCTECTBEHHBIH CyTOYHBIH PUTM CO-
xpansncs. CHUKEHHE apTepHaTBHOTO NaBJIeHHs B KOHIIE MHTEpBala MEXIY NpHEMaMu J103 MperapaTa
coctaBisio 70 — 80 % ot addekra, HaGrogaeMoro 4epes 5-6 4acoB IocIe MpHeMa 03kl IIpenapara.
OTMeHa J103apTaHa y MalMEHTOB ¢ TMIepTEH3HeH He PUBOAMIIA K PE3KOMY MOBBIIICHUIO apTepHAIbHO-
ro JaBleHHs (CHHApOM pHKomera). HecMOTps Ha BHIPaXEHHOE CHH)KEHHE apTePHAIBHOrO IABJICHHU,
JI03apTaH He OKa3bIBall KIMHUYECKH 3HAUUMBIX 3 (EKTOB HA YACTOTY CEPAEYHBIX COKPAIICHHH.
JlosapTtan ofuHAKOBO 3Q(EKTHBEH y MYXYHH U XKCHIIHH, a TaKxKe y 0osee MOIOIBIX (10 65 nert) u 1no-
XHJIBIX MAHEHTOB ¢ apTepUalbHON THIIEPTEH3UEH.

Hccneoosanue LIFE

Uccnenosanue LIFE (Losartan Intervention For Endpoint Reduction in Hypertension) siisutoch paio-
MH3HPOBAHHBIM, TPOUHBIM CIIETBIM, aKTHBHO-KOHTPOIHPYEMBIM MCCIICNOBAHHEM C YIaCTHEM 9193 na-
MEHTOB C apTepHANHLHON TMIEPTeH3Hed B Bo3pacTe OT 55 fo 80 yer ¢ noxyMenTupesatnoi IKI' ru-
nepTpoduel neBoro xeirynouka. IlanueHTb ObUIN PaHIOMU3UPOBAHEL Ha nosydeHue 1 pa3 B cyTKH J10-
saprana SOMr wmm 1 pas B cyTku ateHonona 50 mr. Ecmu nenesoe g?iepnansﬂoe aBIICHHE
(< 140/90 MM pT. cT.) He GBUIO JOCTHTHYTO, CHayaja 100aBsuics ruppoxsoptuasif (12,5 Mr) u, eciu
Tpe6OoBaOCh, 3aTEM YBETHUMBAIM 03y JIO3apTaHa MM aTCHOJI0NA JI0 100 Mr ojuH pa3 B cyTku. Jlpyrue
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AHTHUTUIIEPTEH3UBHBIE MIPENApaThl, 33 HCKIIOYCHUCM HHrn6nTopé%MQ, AHTATOHACTOB aHTHOTEH3HHA
II wim Gera-GrokaTopsl KOGABISUIMCH NPH HEOOXOMMMOCTH 10 JOCTHXKEHHUS UEIEBOTO apTEepPHAILHOTO
3HAYEHHUSL. '

CpeHas IPOIOIKUTEIBHOCTD MOC/IETYIOMEro HabIIOICHHS COCTaBuIIa 4,8 roza.

TNepBuyHOil KOHEYHOM TOUKOH SBIANACH COCTaBHAs KOHEUHAs TOYKA CEPACIHO-COCYMUCTRIX 3aboneBa-
HUil ¥ CMEPTH [0 IPUYHHE CEPACUHO-COCYTUCTBIX 3a00ICBAHUM] 10 H3MEPCHHUIO CHIDKCHHA COBOKYTIHOM
YACTOTHI CepACYHO-COCYTUCTHIX CMEpPTeii, HHCYNbTa i HH(bapKTa MHOKap/a. APTEPUAIbHOC NaBICHHE
6BUIO 3HAYMTENBHO CHIIKEHO O CXOXHX YpPOBHEH B 9THX JABYX rpynmnax. Tepanus J103apTaHOM NPHBO-
I¥iTa K CHIDKEHHIO prcka Ha 13,0 % (p=0,021, 95 % noseputenbHbIH HHTEPBA 0,77-0,98), mo cpaBse-
HUIO C aTEHONOJIOM JUIS TIALMEHTOB, JOCTHTHIHX NEPBHYHON COCTAaBHOM KOHEYHOH TOYKH. ITO MPOHC-
XOJIHNO HPEHMYINECTBEHHO 38 CYET COKPAIIEHHs 4acTOTBI UHCY/IbTa. Tepanus n103apTaHOM [PHBOAWIA
K CHIKCHHIO PHCKa MHCYJIBTa Ha 25 %, 110 cpaBHeHHIo ¢ aTenosonoM (p=0,001, 95 % JIOBEPUTEIIbHBIN
unTepan 0,63-0,89). OTcyTcTBOBaNM 3HAYHTEINIBHBIC Pa3IHIHs JaCTOTEI CepIeUHO-COCYIUCTOM CMEPTH
1 uH(apKTa MHOKapAa MEXKAY I'PYIIIaMH TEPAITUH.

Jlsotinas 610xkada penun-anzuomen3unogol cucmemvt (PAAC) ‘

JlBa KpYMHBIX PaHIOMH3HpPOBaHHEIX KOHTpoiupyeMbix uccnenosanus (ONTARGET (Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial) 1 VA NEPHRON-D (The Veterans
Affairs Nephropathy in Diabetes) usyunnu ucnonbsoBande HHrHOHTOpoB AII® B KOMOMHAIMH C
6J10KaTOpaMH peLenTopoB aHrnoTeH3uHa II.

Uccnenopanne ONTARGET Oputo mpoBeIeHO ¢ y4acTHEM IIAllMEHTOB, CTPajalOMMX CEpICHHO-
COCYIMCTBHIMU 3a60/IEBAHUSMH U 3a00JIEBAaHHAMH COCY/I0B TOJIOBHOTO MO3ra, HIIH CaXxapHbIM IHa0eTOM
I THma, CONPOBOXIABIIMXCSA IpPH3HAKAMH IOBPE)KICHHS OpPraHOB - MHIIEHeH. VA NEPHRON-D
HccleJoBaHHE ObLIO MPOBECHO ¢ YYaCTHEM MAIlHeHTOB, CTPAJAIOMMX CaXapHbM auabeToM 2 TUma U
Jquabetnyeckoi Hedponaruel. *

[To cpaBHEHHIO C MOHOTEpaNKe 3TH HCCISAOBAHHS HE MOKA3ali 3HATHMOT0 MOJIOXKHTEIBHOTO BIMAHHSA
Ha QYHKIMY TI0YEK H/WIM HCXOJ CEPACYHO-COCYMCTBIX 3a00NeBaHUi U CMEPTHOCTh, B TO BPeMs Kak
HAaGMOAAICS NOBBILEHHBI PHCK THIEPKATHEMHH, OCTPOM IIOYEUHOH HEJOCTATOYHOCTH W/HIHA
TUIOTOHHM. B CBS3H ¢ aHAIOTHYHLIME (apMaKOTUHAMHYECKMMHU CBOHCTBAMU 3TH PE3yIbTaThl HMCIOT
oTHoIIeHHUE H K JpyruM HAIID u 6okaTopaM peLenTopoB aHrHoTeH3uHa I1.

[Tostomy wHAII® u 6rokaTopsl peLENTOPOB aHruoTeH3uHa Il HE JODKHBI OJHOBPEMEHHO
MICTIONB30BaThCs Y GONBHBIX AuabeTHyecKoit HeponaTuen. i

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
HCCIIEIOBAaHHE OBUIO NpEJHA3HAYEHO Ui BBISBICHHS IIPEHMYINECTB N00ABICHHS alHCKepeHa K
craHmapTHOH Tepammu HAII® wmm k GrokaropaM peleEnTopoB aHruoTeHsuHa II y mamueHToB C
caxapabiM auaberoM Il Tma, XpOHHYECKOH MOYEYHOH HEAOCTATOYHOCTHIO, CEPACYHO-COCYAUCTHIMHU
3aboneBaHuAMH. McciemoBanue ObUTO MPEKPAIEHO JOCPOYHO H3-3a - IMOBBIIMICHHOIO  pHCKa
HeOJIarONpHATHEIX HCXOJ0B. VIHCYJIBT M CMEPTHOCTH OT CEPHEYHO-COCYMMCTBIX 3aboseBaHuUM
HAaGIHOJAIMCH Yallle B TPYIIIe NAllMEHTOB, MPUHUMABIINX JIHCKHUPEH, YeM B rpymre miane6o. Tawke B
rpynne, NpUHMMABINEH AJIMCKMPEH 4dalle HAOIONAIHCh HEXeENaTeNbHble M00OYHBIC peaKIUH
(runepKajMeMHus, THITOTEH3Us, HOUeYHas JHCOYHKIIUA).

'uapoxyiopTHa3ua
CuApOXJIOpOTHASH - THA3HIHBIA AMYpeTHK. MeXaHH3M aHTHTHIEPTEH3HBHOIO eHcTBUSA THA3HIHBIX
JMYPETHKOB YCTAHOBJIEH HE NONHOCTHIO. THA3HIBI BAMSIOT HA MEXaHH3MBI peabcopOLUu 2IEKTPOIMTA B
NOYEUYHBIX KaHAbIAX, HEMOCPEACTBCHHO yYBEINYMBas BEIBEACHUAE HATPUSI H XJIPPH/Ia IPUMEPHO B SKBH-
BAJICHTHBIX KONHUeCTBaX. MOUEroHHOE JIEUCTBUE THAPOXIOpTHAZHAA 06YCIIOBJ?CHO YMEHBIICHHEM 00b-
eMa IIa3MBl, TOBHIIIEHHEM AaKTHBHOCTH PEHHMHA B IUIA3ME M YBEIHYCHHEM CEKPCHHH albJOCTCPOHAE, €
MOCIEAYIOIUM YBEIMYECHHUEM IIOTEPH KU H OukapOoHaTa B MOYE M CHIDKCHHEM COJCPXKaHHs KaJlus B
chIBOpOTKE. CBS3b PEHHH-AIBJA0CTEPOHA OIIOCPEYEeTC AaHTHOTCH3HHOM I1, ¥ TOTOMY COBMECTHOE BBE-
JieHHe aHTaroHHCTa pelenTopa aHrHoTeHsuHa Il uMeeT TeHACHIHMIO K 06pamq@§4y’bﬁux<enmo KaJus,
CBSI3aHHOTO ¢ THA3UIHBIMU JUYPETHKAMH. i R

RN
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[Tocne nepopajbHOTO NPHMEHEHUS AUYPe3 HAYHHACTCS B TC‘I@I% 2;’
v B0 el

uepes 4 yaca U JUIATCS OKOJIO 6-12 4acoB. i

AHTUTHIIEPTEH3UBHELH 3QEKT cCOXpaHseTcs 0 24 4acoB.

R ST AR B A T

HeMenaHoMHEII pak koxu. Ha OCHOBaHHH MMEOIUXCS JAHHBIX SIHIEMHOJIOTHYCCKUX HCCIIENOBAHHH,
HabmogaeTcs KyMyJIATHBHAs A0303aBHCHMas CBA3b MEXIY I'MIPOXIOPTHA3HUAOM H HMPK. Ogxo uc-
CIIeIOBaHUE BKITIOUAJIO MOMYJIALHIO, cocTosnyto U3 71 533 cirydaen 6a3abHOKICTOYHOH KapIUHOMBL U
8 629 cirydaeB IJIOCKOKJIETOYHOTO paka cooTBercTByromux 1 430 833 u 172 462 KOHTPOJBHBIM IpyII-
[1aM HaceJIeHHs!, COOTBETCTBEHHO. VICIIONb30BaHHE BBHICOKHX JI03 TUAPOXIOPTHA3HAA (KyMYJIATHBHO 250
000 Mr) 65110 cBs3aHO co ckoppekTupoBaHbM OR B 1,29 (95% CI: 1,23-1,35) ana Ga3zanpHOKIETOY-
HOM KapuuHoMsI u 3,98 (95% CI: 3,68-4,31) 1 IIOCKOKIETOYHOTO paka. Herkas B3aMMOCBS3b 103a-
OTBET HAOIIOJANAch Kak A 0a3aIbHOKJIETOYHOM KapLUUHOMBI, TaK M JJIA IUIOCKOKIIETOYHOI'O paka.
JIpyroe HccleIoBaHKe OKA3al0 BO3MOKHYIO CBA3b Mexy pakom ry6sl (SCC) u Boszeticreruem HCTZ:
633 ciy4as paka ry6sl ObUTH cornocTaBiieHb! ¢ 63 067 KOHTPOJIBHBIMY IPYIIIAMH HaCeNICHH, HCIIOIb3Ys
CTpATEeTHIO BHIOOPKH ¢ y4eToM pHcka. KyMyaTHBHas 3aBHCHMOCTB 103a-OTBET ObUla [POJEMOHCTpPH-
pOBaHa co CKOppeKTHpOoBaHHBIM 3HaueHueM OR 2,1 (95% CI: 1,7-2,6), yBenuuusatomumcs 1o OR 3,9
(3,0-4,9) i BBICOKOM KyMyIaTUBHOM 10361 (~ 25 000 mMr) 1 OR 7,7 (5,7-10,5) nna caMoi BEICOKOH Ky-
MyJISTHBHO# 10361 (~ 100 000 Mr) (cM. Takxke pasnen 4.4).

5.2 ®apmakoKHHeTHYECKHE CBOHCTBa

Abcopbuus

Jlosapman

IMocne npneMa BHYTPb JI03apPTaH OBICTPO BCAacHIBA€TCA M MeTaGoNM3MpyeTcs NpH "IepBOM
IPOXOXIeHHU", 06pa3ysi aKTHBHBIA KapOOKCHIIBHBIA METaGONHT U IPYTHe HEaKTUBHBIE METa0OJHTHL
CucreMHas OGHOMOCTYIIHOCTH TalbJIe€TOK JiozapraHa cocrtaBiseT mnpubmusutensro 33 %. Cpenanue
NHKOBBIE KOHLIEHTPALMH JI03apTaHa M €10 aKTHBHOTO MeTaboNUTa JOCTUTAloTCA Yepes 1 yac u 3-4 yaca
cooTBeTCTBEHHO. He OBLIO KIMHHYECKH 3HAYMMOTO BIWSHHUS Ha NMPOQHIb KOHIEHTPAlMH B IUIa3Me
J03apTaHa, KOr/ia nmpemnapar IpUMEHSUTH CO CTaHJapTU3HPOBAHHOM IHIEH.

Pacnpenenenue

Jlozapman f

Jlo3apras u ero aKTHBHBIM MeTaboIHT Ha > 99 % cBA3BIBAIOTCA ¢ O€IKaMH ILIa3MBbl, IPEUMYIIECTBEHHO
anpOymunoM. O0BeM pacnpesenieHus jo3apraHa cocTaBiseT 34 nurpa. Hccmemosanus Ha Kpeicax
MOKA3BIBAIOT, YTO JIO3apTaH ILIOXO HPOHUKAET Yepe3 reMaTodHIedanndeckuit 6appep MM BOOOIIE HE
IPOHHUKAET.

T'uopoxnopmuasuo

uapoxnopTHasu MPOHUKAET Yepes IIalCHTapHbIN, HO HE remMatosHIe(aIHIeCKui Gapbep, TPOHHKa-
€T B TPYAHOE MOJIOKO.

Buorpancdopmanus

Joszapman 1

Oxono 14 % BBeAcHHOU BHYTPUBEHHO HIIM IIEPOPAILHO JO3BI JIo3apTaHa npeo6pa3yercx B aKTHUBHBIN
Metabomut. [lociie mepopaibHOrO M BHYTPHBEHHOIO BBEJACHHS MEYEHHOIO H30TOIOM C nosaprana
KaIHsA PaJgHOaKTHBHOCTh, HUPKYIUPYIOIas B IIa3Me, IPEUMYILECTBEHHO NPUIMCHIBACTCA JI03apTaHy U
€ro aKTUBHOMY MeTabonuTy. MUHHUMaNBHOE peoGpa3oBaHUe JI03apTaHa B €r0 aKTHBHBIH METabOJUT
Ha0JII0JaTI0Ch IPAMEPHO Y OJHOTO MPOLEHTA HCCIEAYEMBIX JIMIL.

B nononHeHHe K aKTHBHOMY METaboJHTy 06pa3syloTCs HEAKTHBHbBIE METaGO/MTHL, B TOM YHCIE JBa
OCHOBHBIX MeTabonMTa, O0Opa30BaHHBIX THAPOKCHIHPOBAHMEM 601(013014 _uemu Oyruma M
HE3HAYUTEILHBIM METa00IUTOM, TTIOKYpPOHHIOM N-2 TeTpasoa. T, g
BriBenenue

Jlozapman
[Ina3sMeHHBIM KIMPEHC JI03apTaHa W €ro akTHBHOro merabonura coci:aanxeT OKOIO 600 MI/MEH B
50 Mi/MHMH COOTBETCTBEHHO. [104€YHBIA KIMPEHC Jlo3apTaHa U ero aKTI/tBHOTO MeTabo/IMTa COCTABIAET
0K0JI0 74 Mn/MuH ¥ 26 MII/MHH cooTBeTcTBeHHO. [Ipy npueme nosaprana BHYTPE ‘ipuMepHO 4 % 1I03BI
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BBIBOIHUTCS C MOYOM B HEU3MEHEHHOM BHJE H 0KOJIO 6 %0 03B B;msanmcx c Moqon B Bm:e aKTHBHOTO
Metabonuta. PapMakOKWHETHKA JI03apTaHa ¥ €ro aKTHBHOTO iMeTabonuTa SBIAETCS. JIMHEHHON C
IEepOpAIbHBIMH J03aMH Jio3apTaHa kanus 10 200 mr.

[locne mpHeMa BHYTph IUIa3MEHHBIE KOHIEHTPAUHMH JI03apTaHa M €ro aKkTHBHOTO METaboinTa
CHIKAIOTCS TIOJMAKCIIOHEHIIHAIBHO C TEPMUHANBHBIM TTEPHOIOM IIOJTYBBIBEIEHHS OKOJIO 2 4acoB U 6-
9 yacoB cooTBeTcTBeHHO. [Ipu npueme 100 Mr OJMH pa3 B CYTKH HHU JIO3apTaH, HH €ro aKTHBHBIH
MeTabOJIMT HE HAKAIUTHBAIOTCS B IUIa3ME B 3HAYUTENBHON CTENCHH. i

BeiBeZieHHE J103apTaHa U ero MeTaboIUTOB ocymeCTBJmeTcx C XeNUbio ¥ ¢ Mouoit, [Tocre mpuema me-
POPAIBHOMN 10361 MAPKHUPOBAHHOTO M30TOIIOM C nozaprana y uenosexa npumepHo 35 % 103bI paano-
aKTHBHOCTH BOCCTaHaBIUBAETCS B Mo4e U 58 % — B Kajie y B3pOCIIBIX NAI[HCHTOB.

T'uopoxnopmuasuo

['MAPOXIOpOTHA3K/ HE METaGOIU3UpPYETCs, a GHICTPO BBHIBOAUTCA NMOYKaMu. [Ipu coxpaneHuu ypoBHEH
B IIa3Me B T€UEHME KaK MHHUMYM 24 4acoB MEPHOJ IOTyBBIBEACHHS Konebascs B mpejienax ot 5,6 10
14,8 gacos. ITo Menbmel Mepe 61% nmepopalbHO 10361 BHIBOAUTCS Oe3 H3MEHEHHi B TedeHue 24 4a-
COB.

XapaKTEepUCTUKHU Y TAIHCHTOB

Jlozapman u eudpoxnopmuaszuo

ITna3MeHHbBIe KOHIEHTPAIIMY JI03apTaHa U ero akTHBHOTO MeTaboauTa M abcopOLKs MHAPOXIOpTHA3HIA
y MOXHIIBIX THIEPTEH3UBOB CYLIECTBEHHO HE OTVIMYAIHUCH OT TAaKOBBIX Y MOJIOJBIX IAIHCHTOB MYXKCKO-
ro I10J1a ¢ TUIIEPTEH3HEMN.

Jozapman

ITocie mepopanbHOro mpreMa y IMalHeHTOB C alKOTOJNBHBIM IUPPO30M IIEUEHH JIETKOH-yMEPEHHOH CTe-
IIEHH KOHLIEHTPAIMs JI03apTaHa U €ro akTUBHOrO MetaGoymTa B Iuasme Obl1a B 5 pas u B 1,7 pa3a Bbl-
1IIe, YEM Y MOJIOABIX JOOPOBOJNIBLIEB-MYKYIHH.

dapMaKkoKHHETHYECKHE HCClIeoBaHus mokasand, uTo AUC no3apTrana y 340pOBBIX MY>KYHH SIOHIIEB U
He snoHneB He oTimyaercs. Tem e meHee, AUC merabonuta kapGonosoii kuciotsi (E-3174), mo-
BHIMMOMY, OTJIMYAETCS MEXKAY ABYMS TPyIIaMy, IIpH 3TOM y SIIOHLEB IPUMEPHO Ha 1,5 pa3a BhIIIE,
YeM y He smoHLeB. KimnHmdeckoe 3HaYeHHE STHX Pe3yIbTATOB HEH3BECTHO.

Hu nosapran, HH €ro aKTHBHBIA MeTaOOJIUT HE MOTYT ObITh YAAJIEHBI TEMOAHATIM30M.

I O g e -

5.3 JlanHble JOKJIHHHYECKOH 0€30MaCHOCTH

JIOKIMHMYECKME JJaHHBIE HE TOKA3EIBAIOT 0C000M OMaCHOCTH JUIA JIFOJIeH Ha OCHOBE OOBIMHBIX HCCIIENO-
BaHHii 00LIed (apMaKoIIOrud, FeHOTOKCHYHOCTH W KaHIIEPOr€HHOTO MOoTeHInaa. TOKCHYECKUH TOTeH-
Mal KOMOHHALMH JI03apTaH/THAPOXJIOPTHA3U/IA OLEHUBAIN B HCCICIOBAHHAX XPOHHYECKOM TOKCHY-
HOCTH HPOIO/DKUTEIBHOCTERIO 0 IECTH MECAIEB Y KPBIC H coBaK Iocie nepopainbHoro BeeieHus. Hs-
MeHeHHd, HaOIONaBIIHeCs B 3THX MCCIEIOBAHUSX ¢ KOMOWHaIuMeHd, ObUTH B OCHOBHOM OOYCIIOBJIEHBI
no3apraHoM. BBeleHHe KOMOWHAIMH JI03apTaHa ¢ THAPOXJIOPTHA3HIOM NPHBOIMIO K YMCHBIICHUIO
yPOBHEll KpacHBIX KPOBSHBIX KJIETOK (3PUTPOIMTOB, FeMOINIOOHHA, reMaTopr‘{na), YBEJTMUCHHIO MOYe-
BUHEI-N B CHIBOPOTKE, CHHXKEHHIO MacChl cepAua (6e3 rMCTOIOTHYECKOro KOppensiTa) M XelyA04YHO-
KHIIEYHBIM M3MEHEHHAM (OpaXKEHHs CIM3HCTON 000JI0UKH, S3BBI, SpO3HH, KpoBoH3IHsaHUA). He 3ape-
TUPCTPUPOBAHO JOKA3ATENBCTB TEPATOTEHHOCTH Y KPBIC HJIM KPOJIMKOB, NMOTy4aBIIMX KOMOHHAIIHIO JIO-
3apTas/ruapoxioprHasul. TOKCHYHOCTE [UIs TJI0Ja KPBIC, O YeM CBHIAETENBCTBYET HEOONBIIOE YBEIU-
yeHue U30BITOUHBIX pebep B reHe F1, Habmonanack, KOraa caMKaM Ipenapar BBOJHIICS 0 U BO BpeMs
GepemenHocTH. Kak 0TMEUaioch B HCCIIEIOBaHUSX C JI03apTaHOM, HeOnaronpuaTHeie 3QQEKTH mI0Aa U
HOBOPOXXIEHHBIX, BKIIIOYasl MOYEHUHYIO TOKCHYHOCTh U CMEPTh IUIOJA, Ha6monanncr> Koraa GepeMeH-
HbIE KPBICHI TOJIyYald KOMOMHAIMIO JIO3apTaH/THAPOXIOPTHAsU BO BpeMs MO3JHEH rectauuy u/wi

JaKTalUy.

6. ©®APMAINEBTHYECKHUE CBOVICTBA

6.1 IlepedeHb BCIOMOraTeIbHBIX BEIIECTB
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CKas, TaKTO3bI MOHOTH/IPAT, MarHus cTeapar, THIpoMesIIo3a, Makporo 4000, KpacHUTellb XMHOJIMHOBBIR
ket (E104), Tutana guokcun (E171), Tanek.

6.2 HecoBmecTumocThb
He npumenumo.

6.3 Cpok rognocTn
5 ner

6.4  Ocobbie MephI IPENOCTOPOKHOCTH NPH XPAHEHHH
He tpebyeT 0cobbIX ycoBuit XpaHeHus.
XpaHUTh B HEZOCTYIHOM JUIS JIETEil MecTe.

6.5 XapaxTep H coxepikaHHe IEPBHYHOM YNAKOBKH

7 tabnerok B Omucrepe (IIBX/TIBJIX mieHka M anrOMUHHEBAs donbra). 4 Gmrcrepa ¢ JIHCTKOM-
BKJIQ/IBIIIEM B KAPTOHHOM MauKe.

14 tabnerok B Giucrepe (IIBX/TIBJIX mitenka u alroMUHHAEBAS donsra). 2 umm 4 GmHcTepa ¢ TUCTKOM-
BKJIQ/IBIIEM B KAPTOHHOM IIayKe.

10 Tabnerok B Gmucrepe (TIBX/IIB/IX mieHKa U alOMHHHEBAs ¢oinera). 3 HJIH 6 6IHCTEpPOB C JHCT-
KOM-BKJIJIGIIIIEM B KAPTOHHOM Mayke.

6.6  OcoGble MepbI MPEOCTOPOKHOCTH IIPH YHHYTOKEHHH HCIIOIb30BAHHOIO JIEKAPCTBEHHOI 0
Npenapara HJIH 0TXO010B, MOy E€HHBIX HOC/Ie IPUMEHEHHS JIEKAPCTBEHHOr0 NpPeENapara WM pa-
00TBI ¢ HUM.

HeT 0co6bIx TpeGoBaHMil K YTHIH3AIHH.

Bechb ocTaBmmiics IeKapCTBEHHBIN MPENapaT U OTXOIBI CIIEAYEeT YHUYTOXKUTH B YCTAHOBJICHHOM TOPSAJI-
Ke. '

6.7. YcaoBus oTmycka
ITo peuenty Bpaya

7. AEPXKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

KPKA n.1., HoBo mecro, IIImMapserka necra 6, 8501 Hoso MecTo, CIIoBeHUs
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