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COI'JIACOBAHO

OBHIASI XAPAKTEPUCTHKA JEKAPCTBEHHOT'O NIPEIAPAT Aeoyoons o ABOOX PAHEHIS

Ilpuxas Mnunc'repc'rna 3APAaROOXPAHEHNA

N
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1. HAHNMEHOBAHHE JJEKAPCTBEHHOI'O ITIPEIIAPATA

JOPUCTA® H TaOJIETKH, IOKPHITHIE IIEHOYHOM 060104Ko#, 50 Mr/12,5 Mr
Jlozapman/ zudpoxnopmuazuo (losartan/hydrochlorothiazide)

2. KAYECTBEHHBIN U KOJIWYECTBEHHbBIII COCTAB

1 TabneTka, MOKPHITAs IUIEHOYHOH OGONIOUKOH, CONEPKUT S0 Mr J103apTanHa Kamus H 12,5 Mr THIpo-
XJIOpTHA3HU/A.

BcenomorarenpHbIE BEIIECTBA C U3BECTHBIM NEHCTBUEM:

Oona mabnemxa, nOKpbImas NIEHOYHOU 0BONOYKOH, COOeDICUM.
JlakTo3a 59,98 mr
Kpacurens xuHonuHOBBIM sxenThiil (E104)

0,11 mr

BcnoMorarenbHele BelecTBa IEPEUHCIIEHE B pas3aene 6.1,
3. JIEKAPCTBEHHASA ®OPMA

XCHTBIC, OBaJIbHBIC, CIICTKA NBOSKOBBIIYKIIBIC Ta6IIeTKI/I, ITIOKPEBITHIC IJICHOYHOH OGOJIOql(Oﬁ, C Haced-
KO Ha OgHOH CTOpPOHE. Haceuka He IIp€aHasHavuCHa MJId pa3jiaMbIBaHHU A TabJIeTKHU.

4. KJ/IHMHUYECKHUE JAHHBIE

4.1 TIloxa3aHus K npnmenemno

Tpenapat Jlopucta® H nokasaw is 1edenns NEPBUYHON apTepUaIbHOM MMIIEPTEH3NH B ClIydasx, KOraa
a[IeKBaTHOT'O KOHTPOJISI apTEPHAIBHOTO NABIECHHS HE yAAeTCs JOOUTHCS P NOMOIIH JI03apTaHa | THj-
POXJIOPTHA3UAA, IPUMEHSIEMBIX I0-0TAEILHOCTH.

4.2 PexuM 103MpPOBaHMSA H CNIOCO6 IPUMEHEHHS
ApmepuaneHas 2unepmen3us
Kombunanus nosaprana u ruApoXJIOPTHAa3Ha HE NpeIHa3HaUYeHa [l HAYaIbHON Tepalmuu; IpUMEHe-
HHE PEKOMCH/IOBAHO B CJIyYasiX OTCYTCTBHS aJ€KBATHOTO KOHTPOIS apTepPHUaIbHOTO AaBIIEHHS NPH I0-
MOIIHM JI03apTaHa ¥ FHAPOXJIOPTHA3U/A, IIPUMEHAEMBIX T0-0TAENBHOCTH. PeKOMEHIyeTCS TUTPOBAaHHE
703 10 KOMIIOHEHTaM (JI03apTaH U TUApOoxJopTHazux). [Ipy KIHHUYECKOM HEOOXOJUMOCTH IEIeco00-
pa3sHO paccMaTpUBaTh MEPEXOMA OT MOHOTEPANHH K NPHMEHEHUIO KOMOUHAINY ¢ QUKCHPOBAaHHOM JI0-
30H.
O6bruHas NojIepXXuBaromas 103a — 1 tabrerka Jlopucra® H (m03apTan 50 mr/ruppoxmopruasun 12,5
Mr) 1 pa3 B cyTKH.
ITpu HEZOCTATOYHOM TEpPANeBTHYECKOM OTBETE [103a MOXET OBITh yBemuuera no 1 tabnerxu Jloprcra®
HI (no3apTaH 100 mr/ruapoxnoptuasun 25 mr) 1 pas B cyrku. MakcumanbHas no3a - 1 tabnerka Jlo-
pucta® HJI (mo3apran 100 MI/THAPOXJIOPTHA3UL 25 MT') B CYTKH.
Kak TpaBuIIo, THIIOTEH3UBHBIA 3¢ QeKT 1ocTHraeTcs B TeueHHe 3 - 4 Heqenp Mocie Hadaja TeparuHq.
Jlopucta® H100 Tabnerky, HOKPBITHIC MIEHOYHOH 00onoukoit, 100 mr/12,5 mr (;o3apran 100 mr / rua-
poxioprHasun 12,5 mr) mokasad NIaLMEHTaM, KOTOpbIe I'IpI/IHI/IMaJII/I 103 mmggilz)ome 100 mr u

» 2 Mesig

~&

IIpumenenue npu Hapyuwienuy QyHKYUYU NOYeK Uy nauueumoe ,mixodﬂmuxc;z HQ 2B.M0bﬂ use

oL LA doraiei mmy }
B s prvie “,aq/"%p 1 u3 17 I

“N,w

| 27.12.2018 |




HO PB COTJIACOBAHO
MUHUCTERCTAOM 4PABOCXPAHEIA
68 1 7 -2 018 PRCHYBINIA BENAPYC
HanueHTam ¢ yMEpEeHHOH 09eYHON HEAOCTATOUHOCTRIO (KITHpe nﬁﬁ%‘g‘efﬁ%ﬁm{ﬁ'ﬁﬂ ‘_'__‘Wﬁyﬂk@)opex-
IUst Ha4aJIbHO#M 10361 HE TpebyeTcsa. He pexomenayercsa HazHavaTh Han TP TIPH-TAHETIOM
HapyIIeHHH (QYHKIMM N04YeK (KIMpeHC KpeaTHHuHa < 30 MII/MHH) U NAUMeHTaM Ha TeMOJHAIH3E (cm.
pasgen 4.3).

Cocmosanus, conpogoscoaruuecs ucmoueHyuem UHMpasackyiapHo2o obvema

Ilepen npumenenneM KOMOHHALME J103apTaH / THAPOXJIOPTHAZH TpebyeTcst KoppeKuus Aedunmra uH-
TPaBacKyJSIPHOTrO 00beMa H/HIIH HEOCTAaTKa HATPHS.

IIpumenenue npu nevenounou nedocmamounocmu

IIpuMenenre NpOTHBONIOKA3aHO Y NALMEHTOB ¢ TSHKENOM MeYeHOYHOR HEXOCTATOUHOCTBIO (cM. paznmen
4.3).

Hayuenmur noscunozo 8o3pacma

Koppexiust 10361 y IOXUITBIX HAIHEHTOB, KaK IPABUJIO, HE TPEGYETCs.

IIpumenenue y demeii u nodpocmxoe (< 18 nem)

Her cBenenuit o npuMeHeHuy npenapata y mereil u IIOXPOCTKOB, IIO3TOMY Ha3HA4YEeHHE JAHHOH STOit
KaTeTOPHUH IAllMEHTOB HE PEKOMEHIOBAHO.

Cnoco6 nmpumeHenus

IIpenapar ponyckaetcs NpUHUMAThH BMECTE ¢ APYTHMH AHTHIHIIEPTEH3HBHBIME JIEKapCTBEHHBIMH CpEJ-
crBami (cM. paszensi 4.3.,4.4., 4.5 u 5.1).

IIpenapat MOXHO IIPHHUMATh HE3ABHCUMO OT IPHEMA [IHIIIH.

TabneTky cnemyer 3anuBaTh CTAKaHOM BOJIEL

4.3 IlporuBonokasanus

) lloBEIIEHHAS TyBCTBUTENBHOCTE K JIO3aPTaHy, TIPOM3BOLHBIM cynsoHamuna (TakuM, KaK -
POXJIOPTHA3KN) HIIH K JHOGOMY 3 BCIIOMOTaTENBHBIX BEMECTB, [I6PEIHCIICHHBIX B paszene 6.1.;

. 2 4 3 TpEMeCTpEI GEPeMEHHOCTH (CM. paszens 4.4. u 4.6);

. Tspxenast moveunas HEIOCTATOHHOCTE (KIMPEHC KpeaTHHHUHA < 30 MJI/MHH);

. Amnypus;

o Tsxernasi meyeHo4Has HEZOCTATOYHOCTB, XONECTAa3, HAPYIICHHE HIPOXOAUMOCTH JKEYHBIX Iy~
TEH;

. YCTOiYMBbIE K TEPAITMH MHIOKANUEMHS MITH THIIEPKATbIIHEMHAS,

. PedpakTepHast TUnoHaTpHEMHUS;

. CuMnToMaTHyecKas rHIepypruKkeMus / IOAarpa;

o OnHoBpeMeHHOE pHUMeHeHue Tipemapata Jlopucta® H ¢ IpenapaTamMy, COEPXKaIUMH aTHCKU-

PCH, TIPOTHBOMOKA3aHO HMALMCHTaM C CaXapHBIM IHa0eTOM WM MOYeyHOH HemocTaTouHocThio (CK® <
60 mn/mun/1,73 M?) (cm. pasnen4.5u 5.1).

4.4 OcoGble yka3aHHst ¥ MePbI IPEIOCTOPOKHOCTH IPH IPHMeHEHHH

Jlozapran
Aneuonespomuyeckuii omex

ITanHeHTs! ¢ aHTHOHEBPOTHYECKHM OTEKOM B aHAMHE3€ JOJIKHBI HAXOTHTBCS IO CTPOTHM HalJTIOJICHH-
eM Bpaya (OTeK JIuua, Iyl, ropiia u/uin s3bika) (cM. paszen 4.8).

T'unomensus u ucmowenue unmpasackynspnozo o6vema

Y MalMeHTOoB C TUMOBOJNEMHEH W/WIM THIIOHATPHEMHEH (BCIIEACTBHE MHTCHCHBHOM TEpanuy AUypeTH-
KamH, TUETBI CO CHWKCHHBIM KOJIMIECTBOM HATpPHS, IHAPEH UM PBOTEI) MOXET HaOIIONATHCS THIIOTEH-
3151, OCOOEHHO IOCNe IpUeMa MePBOH N03bl. JaHHbIE COCTOSHHUS TpeOYIOT KOPPEKIUH Nepes Ha4YaaoM
neveHus (cM. pasnensl 4.2 u 4.3).
Hapywenus anexmporumnozo 6ananca
Hapymenus anekTponuTHOro 6anadca 4acTo BCTPEUAOTCS y JIAHUEHTOB C MOYESYHONNH
CTBIO, I HAIMYHM WK OTCYTCTBHH Juabera. TakuMm o6pasom 9"i3"ﬁféi4ﬁ'-h’e’“ TEHISEe, ’7
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NEHE BEJAPYCh
PpOBaTs KOHLICHTPAIIUIO KaJIWA B IJIa3ME€ KPOBH H KIIMPCHC KpCaTHH HH)&;«:@G‘(Dﬁ@HCH& YaaaeIxPOB ¢ KT -

9 Pecitnak Beaapyes
percoM KpeatnHEHa 30 — 50 MI/MUH U CEPACYHOM HENOCTATOYHOCTELI v

He pexomennyeTcs mcroibp3oBaHUe KanuicOeperaromux INYpPeTHKOB, JOOABOK Kallds M KalnHHcoaep-
XKaIlKMX 3aMEHHUTENEH COIM COBMECTHO ¢ KOMOMHaIMEN 103apTal/THAPOXIOpTHA3H (CM. pa3zen 4.5).
Hapywenue ¢ynkyuu nevenu

Ha ocHoBaHMM (apMaKOKMHETHYECKHX aHHBIX, JI[CMOHCTpprIOIIII/IX 3Haqmenbnoe YBETUYECHUE KOH-
LIEHTpallu} JI03apTaHa B IU1a3Me Y OONBHBIX IIPPO30M, Ipemapar JIopHCTa H cnenyer ¢ octopoxHo-
CTHIO HA3HAYATh MAalMEHTaM C JIETKMMH HJIH CpefHell TSKECTH HapyIleHHsMH (YHKIUM TICYECHH B
aHamHe3e. [IoCKOJNBKY AaHHBIE O TEpPaNeBTUYECKOM IPHMEHEHHMH JI03apTaHa y MAIMEHTOB C TSKEIoH
NEYEHOYHOH HENOCTATOYHOCTBIO OTCYTCTBYIOT, npemapar Jlopucra® H mpoTHBOIOKA3aH JaHHOH KaTe-
rOpHH HALKMEHTOB (cM. pa3nensl 4.2, 4.3 u 5.2).

Hapywenue gpynxyuu novex

B pesyneraTe mopmaBieHHs pEHHH-aHTHOTCH3WH-AIBIOCTEPOHOBOM CHCTEMBI OTMEYAIHCh M3MEHEHHS
(yHKIMM MOYEK, BKIIOYAS MOYEUHYIO HEJOCTATOYHOCTH (B YAaCTHOCTH, Y NMAIMEHTOB C 3aBHCHMOCTHIO
NOYeYHOH (QYHKUMM OT PEHMH-AHTHOTEH3HH-aJIbJOCTEPOHOBOM CHCTEMBI: MALMEHTEl C TSDKETIOH cep-
NEeYHOM HENOCTATOYHOCTEIO MO0 C XPOHMYECKUM HapyIeHHeM GYHKIHMH OYeK).

Kak w B cioyuae ¢ JpyruMu IOpenmapaTaMy, BO3JECHCTBYIOIIMMH HAa PEHHH-AHTHOTEH3HH-
abJOCTEPOHOBYIO CHCTEMY, Y HAMEHTOB ¢ JBYCTOPOHHHM CTE€HO30M MOYEYHBIX apTepHil MM CTEHO-
30M apTepHH €OUHCTBEHHOM IIOYKH OTMEYANIOCh MOBHIIIEHHE YPOBHEH MOYEBHHEI M KpeaTHMHHMHA; JaH-
HbIC U3MEHEHHsI 0OpaTUMBI IIPH NpeKpalleHuy Teparuu. ClieyeT ¢ 0CTOPOXKHOCTBIO IIPUMEHATE J103ap-
TaH y NAIKEHTOB C IBYCTOPOHHHUM CTEHO30M NOYEYHBIX apTepril HIlH CTEHO30M apTepUH eIUHCTBEHHOM
HOYKH.

Tpancnnanmayus novex

Her nanHpIX O NpMMEHEHMH MpemapaTa y MAIHEHTOB, NEPEHECHIMX OINEPALMIO 110 TPaHCIIAHTAINH
HIOYKH.

Ilepguunwiil zunepanvoocmepoHum

V NalMeHTOB ¢ NEPBUYHBIM THIEPATBIOCTEPOHU3MOM, KaK NPaBHIIO, OTCYTCTBYET PEAKIUs HA TUIIOTEH-
3UBHEIE CPEICTBA, IIOJABISAIOIINE PEHUH-AHIMOTEH3MHOBYIO cucTeMy. ClenoBarellbHO, IIPHMEHEHUE
KOMOHHALMH JI03apTaH/THAPOXIOPTAAZHA HE PEKOMEHYETCS.

Koponapnas 6onesns cepoya u yepebpogackynaprule HApyuieHus

Kak u B crygae npuMeHeHHs TOOBIX APYTHUX aHTHTMIIEPTCH3UBHBIX CPENCTB, 3HAYMTENHHOE CHUKCHHE
apTepUabHOTO NABJICHHS y MAlHEHTOB ¢ MIIEMHYECKOM GONe3HBIO cepilia U HepeGpoBacKyIApPHBIMU
3a00JI€BaHHAMH MOXET NIPUBECTH K HHPAPKTY MUOKAP/A UIIH HHCYIIBTY.

Cepoeunas HedocmamouHocmy

V NalnueHToB ¢ CEpAEYHON HEJOCTATOYHOCTHIO C MM 6€3 IOUeHHO HEOCTATOYHOCTH, KaK H IIPH IIpH-
€Me IpYyTHX NpenaparoB, JeHCTBYIOINX HA PEHHH-aHTHOTEH3UHOBYIO CHCTEMY, CYIIECTBYET IOBLIIICH-
HBIA DHCK Da3BUTHS THKEJIOW apTEpUaIbHON TMIIOTEH3MH M IOYEYHOH HEHOCTATOYHOCTH (3a4aCTYIO
OCTpO¥).

Cmenos MumpansHo20 uni AOpMAanbHO20 KIANAaHa, 06CMPYKMUBHAS 2unepmpoduueckas KapOuoMuo-
namus '

Kax u B ciyyae apyrux Ba3oQMIaTaTOpPOB, CIEXYeT ¢ 0c0GOM OCTOPOKHOCTHIO MNOAXOMUTH K Ha3Haue-
HHUIO IIperapara HalueHTaM C a0PTalbHBIM CTEHO30M, CTEHO30M MHTPATLHOTO KIIAllaHa B OGCTPYKTHB-
HOU THNEepTpodUUIECKOit KapITHOMHOIIATHEN].

Omuuyeckue ocobenrHocmu

IToxa3ano, 4TO0 MHTMOMTOPE! AHTMOTEH3MH-IIPEBPAIIAIOLIETO (bepMeHTa, 3apTaH Y JpYTHE aHTarOHH-
CThI QHTHOTEH3UHA OONAA0T 3HAYUTENBHO MEHBIIMM THIIOTEH3UBHE] X f{ﬁ (. JIPA TIPUMEHEHUN Y
YEPHOKOXUX MAalMeHTOB. BO3MOXXHO, TaHHOE 06CTO$IT6J'IBCTBQ 06’LHCHHGTCH TeM, Iofy\aTon KaTeropuu
NalMEHTOB YacTO BCTPEUAETCS HU3KUM YPOBEHD pEHUHA B KpOBn T e

Bepemennocmp ’

TepHaTI/IBHLIC BHBI aHTI/II“PIHepTCHBHBHOI/I TepaHHH, xopomo 3apeKomeH/:(OBaane ce0s ¢ TOUKH 3pCHUA
[27.12.2018 ] [Crp3ms17 |
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{Ipuxas | Ha 3 1PAaBOOXDANCHIIH
0€30MacHOCTH IIpY NIPHUMEHEHHNH B nepruol 6epemenHocTH. [Tocie chanoaﬁemw@ep@uepmacm cgmy-

€T HEMEIJICHHO NpeKpaTuTh npuMeHeHne APA-II u mpu HeoOX0aMMOCTH Ha3HAYKUTH albTEPHATHBHYIO
Tepanuio (cM. pa3znensl 4.3 u 4.6).

Heotinas baoxada penun-anzuomen3un-aib0ocmeponosoti cucmemol (PAAC)

CyuiecTBY10OT OaHHBIE, YTO COBMECTHOE HPMMEHEHHE HHTHOUTOPOB AHTHOTEH3MHIPEBPAMIAOIIETO
depmenrta (AIID), 610KaTOPOB PENLENTOPOB aHTHOTEH3KHA Il U ankCKUpeHa MOBBIIAET PHCK Pa3BHTHA
TUIIOTOHMH, THIEPKAIMEMHH U CHIDKEHHMS QYHKLHHM I0YeK (BKIIOYAs OCTPYIO MOYEYHYIO HEJOCTATOY-
Hocte). CriefioBaTenbHO, ABOoMHa G6inokana PAAC ¢ mpuMenennem uuru6butopo AII®, 610kaTopoB
penentopoB anruotensuna Il (BPA II) umn anuckupeHa He pexoMeHI0BaHa (M. paszensl 4.5 u 5.1).

B ciyyasix, xorma COBMECTHOE IpEMeHEHHe abCOMIOTHO TT0Ka3aH0, HE06XO0UMO TIIATENbHOE HAOHoIe-
HUE ClieuanucTa U 00s3aTeNbHbI MOHHTOPHUHT QYHKUHH [10YEK, BOAHO-3JEKTPOIMTHOTO GanaHca
apTePHATIBHOTO JIaBJICHUS.

MaruGuropst AII® u 6110KaTopsI penenTopoB aHrHOTEH3MHa 11 He JOJDKHBI HA3HAYATHCS OHOBPEMEH-
HO MalleHTaM ¢ quabeTudeckoit HedpomaTueit.

PABUCXPAREHNA
i BEJIAFYCH

I'napoxnopTuasun

T'unomen3sua u napyuienue 8600H0-31eKkmMpoIUMHO20 bananca

Kak ¥ mpu ipyro# aHTHIMIIEPTEH3UBHOMN TEPAITHH, Y HEKOTOPHIX [ALMEHTOB MOXET BOSHHKHYTh CHMII-
TOMaTU4ecKas aprepuanbHas runotensus. [1osToMy crenyer mpoBOIUTE CHCTEMATHYECKUE aHATA3 IS
BBIABJICHMS! KIIMHUYECKUX MPU3HAKOB HAPYyIIEHHs BOJHO-3JIEKTPOJIMTHOTO GajaHca (TMIIOBONEMHS, T'U-
MIOHATPUEMHUS, THIIOXTOPEMUYECKUH aNKano3, TMIOMATHUEMHs WM THIIOKATHEMHS), HAIPEMED, TOCIe
JYapen WK PBOTEL Y TaKUX NAIMEHTOB HEOOXOOHMMO MPOBOAMTEH PEryISAPHEIN KOHTPOMb COAEPKAHMS
BIIEKTPOUTOB B IUIa3Me. B kapKyro morony y MalueHTOB, CTPAJAIOIIMX OTEKAMH, MOXET OTMEYaThCs
JVUTIOLIOHHAS THITOHATPHEMMS.

Brusinue na memabonusm u 3HOOKPUHHYIO cucmemy

Tepanus THazuaaMK MOXKET IPHBECTH K YXYAIUIEHUIO TOIEPAHTHOCTH K IIOK03e. MOXET MOHaI06HTLCS
KOPPEKIIHUs O3Bl IPOTHBOIHAOETHUECKHX CPEACTB, B T.U. MHCYJIHHA (cM. pasaen 4.5). [Tpy npumeHeHnn
THAa3UHOH Teparuu MOXeT MaHH(QECTHPOBATh IAaTEHTHBIH CaxapHbIA Aualer.

Tuasunpl MOTYT CHIDKATh BEIBEACHHE KaNBIHS C MOYO ¥ IIPUBOMHTE, TEM CaMBIM, K KPaTKOBPEMEHHO-
My HE3HAYHTENIBHOMY YBEIHYEHUIO €r0 KOHIEHTPALMH B IIa3Me KpOBHU. BripakeHHas rumepkaibliye-
MHsI MOXXET CBHICTEILCTBOBATh O CKPHITOM rumepnaparupeonnusMe. [lepen uccnenopanueM GpyHKIHK
HApalUTOBUIHBIX JKeJIe3 IPHEM THA3UIHBIX AUYPETHKOB CIIEAYET IPEKPATHUTE.

C npuMeHeHHeM THAa3HIHBIX AMYPETHKOB MOXET OBITH CBS3aHO NOBBINIEHHE yPOBHEH XONECTEpHHA U
TPUTTIHLIEPHIOB.

Y HEKOTODBHIX NAl[HEHTOB TEPANHs THA3HIaMH MOXET CIIPOBOLUPOBATH TMIIEPYPUKEMHUIO ¥ / WITH TIPH-
crynt nmoaarpel. [lockonbKy 0o3apTaH yMeHbIIaeT KOHUEHTPALKMIO MOYEBOH KHCIIOTHI, TO €r0 KOMGUHa-
s C THAPOXJIOPTHA3HIOM CHIM)KAET BEPOSTHOCTE BOSHUKHOBEHHS THIIEPYPHKEMUH, CBSI3aHHOM C IIpH-
MEHEHHUEM JIHYPETUKOB.

Hapywenue ¢hynxyuu nevenu

Y NauueHTOB ¢ NMEYEHOYHON HEJOCTATOYHOCTHIO MM IPOTPECCHPYIOMMMHE GONE3HAMHE NEYeHH IpAMe-
HATH THA3UIBI CIENYeT C OCTOPOXKHOCTHIO, TAK KaK OHU MOTYT BBI3BAaTh BHYTPUIICYEHOUHBIH X0JIECTa3, a
HE3HAYUTEIIbHbIE nsmeHeHm{ KHJIKOCTHOT'O M 3JIEKTPOJIUTHOrO GajaHca MOTYT CIPOBOLMPOBATH KOMY
neveny. Ilpenapar Jlopucta® H NpoTHBOMOKA3aH NAlMEHTaM ¢ THKEIOH NEYCHOYHOMN HEJIOCTaTOYHO-
CTBIO (CM. pasnensl 4.3 u 5.2).

Hemenanomnuiii pax xoorcu

B IByX SnHAEMHONOTHYECKHMX WCCIENOBAHMAX HA OCHOBAHHM IAHHEIX JlaTCKOTO HAIMOHATBLHOTO
peecTpa OHKOJIOTHYECKMX 3a00/I€BaHUM, OblI BBIIBICH MOBBIIICHHBIN PUCK Da3BUTHS HEMENAHOMHOTO
paka xoxxu (HMPK) (6azansHOKNEeTOUHOM KapuuHOME! (BKK) 1 nnocxolcnéf‘fblmon K&RHIL}IQMBI (IICK))

II0CJI€ IPUMEHEHHs 60JIee BBICOKUX CYMMAapHBIX J103 mnpoxnopomas 1i1a. - h %@\
doroceHcHOMIU3UpYIOIIee NEHCTBHE THAPOXOpTHA3UAA Momem;;{pacneyp(]‘a’aynggx Ka o OXKHBIH
MexanusMm  pasButus HMPK.  [lanuenrtos, npnﬂnma}omux * THAPOXIOTHA3U] b cnenyeT
npouHdopmupoBath 0 pucke pazputusi HMPK, HCO6XOL[I/IMOCTi?I‘\peﬂI/'yJISIpHOH _TIpOREPH f‘gpr KOXKHBIX
"w.."w-.
[27.12.2018 | M—u}*ewpm?, 17 ]
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PEC TUEY BEEIAPYCH
J Meusas M TR mpasooxp;meuux ;
Pecnytnuiur ch
IIOKpPOBOB Ha HaJMYHUE HOBBIX OYaroB " HeO6XOI[I/IMOCTI/I Hesamwwm,.am o J'HOQ}:IX

NOJ03PUTENBHBIX HOBOOOpAa30BaHUsIX Ha Koxke. [l CHUXKEHHS pUCKa pa3BUTHS paKa KOXH IMallHEHTaM
clieyeT COOOLIMTh O BO3MOXHBIX NMPO(UIAKTHYECKHX MEpax, TaKWX KaK OTpaHHYeHHe BO3AEHCTBHSA
COJIHEYHOro cBeTa U Y D-JIyuei, a B cilyyae BO3ACHCTBUA HEOOXOOUMO IIPUMEHSATH aJICKBaTHYIO 3aIIUTY
KOXHBIX MOKpoBOoB. Heobxomumo B Kpardaiimme cpoku obcienoBaTh MOMO3PHTEIBHBIE ITOPaXKEHUS
KOXHBIX MOKPOBOB, BKIIIOYas THCTOJIOTHYECKOE MCCIIEOBaHHE OMOIICHITHOTO MaTepraia. Y IarHeHTOB,
panee nepenecunx HMPK, taxxe MoxeT norpeboBarbes nepecMoTpeTh HEOOXOAUMOCTh IPUMEHEHHS
rugpoxiopruazuaa (cM. pazuen 4.8).

Hpyzue ocobennocmu

Y [anueHToB, NPUHAMAIONIMX THA3UBI, MOTYT OTMEYAThCs PEAKIUH IOBBILIEHHOM YyBCTBUTENLHOCTH
BHE 3aBHCHMOCTH OT HaJM4Hs B aHaAMHE3€ aJUIEprUH WM OpOHXUANbHOH acTMBl. VIMeroTcs coobmenus
06 000CTpeHUH KK BO30GHOB/ICHHN CHCTEMHOM KPAacHO! BOTYAHKHM [P NPUMEHEHHH THA3HIHEIX Tpe-
napaToB.

Bcnomozamenvnvie gewgecmea

Ipenapar Jopucta® H COOCPXKHUT JIAKTO3Y, MOITOMY NPOTHUBONOKA3aH MAallMUEHTaM C TaKUMH peIKAMH
HACJICICTBEHHBIMU 3a00J1CBaHUSMH, KaK HEMepeHOCHMOCTh TallaKTO3bl, JIaKTa3Has HEJOCTATOYHOCTH
Jlanma uiM HapyIieHHe BCAChIBAHUS [NIIOKO3bI-TalaKTO35I.

[Ipenapar conep>xuT KpacuTeb XMHONHHOBEI Jxenthiit (E104), KOTOpHI MOXKET OTPHLATENBHO BIUATH
Ha aKTHBHOCTb U BHUMAaHHE y JIETEH.

4.5 BszammopeiicTBHE ¢ IPYrHMH JIEKaPCTBEHHbLIMH NPENApATAMM M JPYTHe BHALI B3aHMOJeii-
CTBHS
Jlozapran
Pugpamnuyun 1 @pnykonazon CHUXAIOT KOHIEHTPALMIO aKTUBHOTO MeTabomuTa. KitnHnveckue mocies-
CTBHS TAKOT'O B3aUMOJICHCTBHS HE H3YUCHEL.
Kak ¥ B ciydae Ipyrux npenapaTtoB, GIIOKHPYIOMIUX aHTHOTEH3MH I Wil CHEDKAIOIMX €ro AeHCTBHE,
COIIYTCTBYIOLIEE MPUMEHEHUE Kanuticbepezaroujux OUypemukos (CNUpOHOLAKMOH, MPUAMMEDEH, aMu-
10pud), a TAKKE 006a60K, H 3aMeHUumesell Conu, COOePHCAUUX KANULl, MOKET TIPUBECTH K YBEITHUEHHIO
KOHLIEHTPAIlMK Kajks B IUIasMe KpoBH. ONHOBpEMEHHOE NMPUMEHEHHE NaHHBIX NPENapaToB HE peKo-
MEHAyeTCH.
Kak u apyrue npenaparsl, BIMAIOMINE Ha BBIBEICHHE HATPHS, JIO3aPTAH MOXET CHHMXATh BBIBEICHHE
maTast U3 opranusma. Ilostomy npm omHoBpeMenHOM npuMmeHeHuu APA-II u coneil aumus cnemyer
TIATEIBHO OTCICKHUBATh YPOBEHE JIUTHSA B IUIA3ME KPOBH.
[Ipu cosmectHoM npumeneHnuM APA-II um necmepoudnvix mpomusogocnanumenvuvix npenapamos
(HIIBII) (nampumep, CeNeKTUBHBIE MHTHOMTOPH! IHKIOOKcHreHassl-2 (L[OI-2), aneTniacanunuioBas
KHCJIOTa B NMPOTHBOBOCHAIMTENLHEIX 03ax U HecenekTuBHble HIIBIT) Moxxer HaGmonatscsa ociabie-
HHe TUNOTeH3UBHOro aeicTBUa. ComyrcTByromee npuMmeHenne APA-II wiu muyperuxos ¢ HIIBIT mo-
JKET MOBBICUTH PUCK OCNa0NICHHs NOYE€YHOH (QyHKIMH, BKIIFOYask OCTPYIO MTOYEUHYIO HENOCTATOYHOCT,
¥ IPHBECTH K NOBBIIICHUIO KOHIECHTPALUH KAIHUA B IJ1a3Me KPOBH (0COGEHHO Y NALMEHTOB ¢ XPOHHYE-
CKO# ocnabneHHON QyHKuHeH mouek). JlaHHYI0 KOMOMHALHIO ClAeLYeT IPUMEHSTE C OCTOPOKHOCTHIO,
0COOEHHO y HOXWIIBIX ML, [TanueHTh! JODKHBI IOTyYaTh HAUIeXKAIlee KOIMYECTBO KIMKOCTH, CIIEy-
eT TaKXXe PacCMOTPETh BO3MOXXHOCTh KOHTPOJS (YHKIMOHATBHBIX IOKa3aTeNnell Modek mocie Hayana
COIIYTCTBYIOUIEH TEPalliH U IEPUOJHMYECKH B XO€ OCYIIECTBICHUS JICUCHHS.
VY HEKOTOPBIX IALMEHTOB C HapyIIeHHOH (yHKIHeH noyek, nomydaromux HIIBII, Bkarouass HHrHOHTO-
pet LIOI'-2, comyrerByromee npumenenne APA-II MoxeT npuBecTd K manbHeiIeMy yXyIIICHHIO
YHKUHOHATBHBIX ToKa3aTenelt mouek. OnHako, 31oT 3¢ dekT, Kak mpaBuio, o6paTuM.
JlaHHble KIMHHYECKMX MCCICJOBAaHMH IOKasajiM, YTO J[BOMHas OloKaga peHWH-AHTHOTEH3HH-
anproctepoHoBof cucteMbl (PAAC) nmyrem KOMOMHHPOBaHHOTO TIPIMEHEHUS, unruduropos AllD,
O7I0KaTOPOB PELIENTOPOB aHTHOTeH3UHA II unn amickupesa cm;aﬁap oliee BBICOKQﬁ*HaCTOTOI/I n060y4-
HBIX 3(QQEKTOB, TAKHX KaK TUIOTEH3Us, IHIIEPKATHEMHs H 3"0HH)K6HI/I€ (l)yHKHH\I:I\\H;) HeK (BxmIOYast
OCTPYIO MOYEYHYIO HEIOCTAaTOYHOCTH), IO CPaBHEHUIO 0' npmeHeHHeM TONBKO jQ JHOrO areHTa,
neviceyromero Ha PAAC (cum. pasgens: 4.3, 4.4 u 5.1).
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Ipuxas Menoys 4
K IpyrHM JIeKapCTBEHHBIM CPEICTBAaM, O6/aNatOIMM THIOTEH3UBRBIM [eReLBReN, W“Mﬁﬂ UK-
NuyecKue aHmMuOenpeccanmol, GHMUNCUXOMUYECKUE NPENnapanmol,
HOE IIPUMEHEHHE JI03apTaHa ¢ 3TEMH IIpefiapaTaMy NOBBIAET PUCK mnoreHmH.

'uapoxiopTHa3zyua
[Tpu COBMECTHOM IPUMEHEHUH THA3UIHBIX JUYPETHKOB U CIIEAYIOIIUX NPENapaToB MOXKET HaOIONaTh-
cs B3aHUMOJZIEHCTBHE:

Omanon, bapbumypamul, HapKOMUYeCcKUue cpeocmea U aHMuoenpeccanmol

MoxeT oT™MeuaThest yCyTryOJieHHe OpTOCTaTUYeCKON TUITOTEH3HH.

Anmuouabemuyueckue npenapamol (nepopanbHyle U UHCYIUH)

IIpumeHenne THa3UI0B MOXKET BIMSITH HAa IEPEHOCUMOCTH TTIIOKO3EL, B PE3yIbTaTe YEro MOXET MOHAI0-
OUTBCSA KOPPEKLHs A03b! aHTHAHAOETHIECKOro Inpenapara. MeTtgopMUH clieqyeT NpUMEHATh C OCTO-
POXKHOCTBIO HM3-3a PUCKa JIAKTOMI03a, BHI3BIBAEMOI'O BO3MOXHOM (PYHKIIMOHAIBHON MOYEYHOH Heno-
CTaTOYHOCTBIO, CBA3AHHOM C IPUMEHEHUEM TUIPOXJIOPTHA3UA.

Lpyzue cunomeHn3ugnvie npenapamol

AnnuTHBHEIA 3 dexT.

Xonecmupamun u KO1eCMunon08bie CMObl

BcaceiBanne ruipoxyiopTHasia CHIKAETCs NPH BO3ACHCTBUM aHMOHOOOMEHHBIX ¢cMoj. Pa3zoBas mosa
XOJIECTHpaMHMHA HJIH KOJIECTUIIONIOBEIX CMOJ CBSI3bIBAa€T FMAPOXJIOPTHA3H, CHH)KAS €r0 BCACHIBAHHE B
XKEJIy JOYHO-KUINEYHOM TpakTe Ha 85% u 43%, COOTBETCTBEHHO.

Kopmukxocmepouovl, adpenoxopmuxomponuwiii 20pmon (AKTT)

BripaxceHHO€ yMEHbBIIIEHHE KOHIIEHTPALUH 3€KTPOIUTOB (B YACTHOCTH, THITOKATTHEMHS).

Ilpeccoprbie amunbl (Hanpumep, adpeHanuH)

Bo3moxna ocnabnenHasi peaknysi Ha IPECCOpPHBIE aMUHBI, KOTOpasi, TEM HEe MEHEe, HeJIOCTAaTOYHa, YTO-
OBl UCKITIOYUTE UX IPUMEHECHHE.

Penakcanmul cxenemmuuix moluly, Hedenoasapusyrowue cpeocmsa (Hanpumep, myboKypapuH)

Bo3Mo0XHa NOBBIIIEHHAS] BOCTIPUUMYHBOCTE K MBIIIEYHBIM peslaKCaHTaM.

Jumuii

JIMypeTHKH CHHXAIOT MOYEYHBIH KJIMPEHC JUTHA M YBEIMYMBAIOT PUCK €r0 TOKCHYECKOTO JICHCTBHSL
CoBMecTHOE IPUMEHEHHUE HE PEKOMEHTY€eTCS.

Jlexapcmeennvie npenapamol, npumensiemvle ONA Ne4eHUs noodazpsl (Npobeneyuod, CynbLOUHRUPA30H U
QLIONYPUHOT)

MoxeT noHagOoOUTHECS KOPPEKIHS O3Bl NIpernapara, ClioCOOCTBYIONIEr0 BHIBEACHHIO MOYEBO# KHUCIIOTEI,
[IOCKOJIbKY NIPUMEHEHHE THAPOXIOPTHA3HAA MOXKET IIPUBECTH K YBEJIMYCHUIO KOHIEHTPAIMH MOYEBOH
KUCJIOTHI B IJIa3Me KpoBH. Bo3aMoXkHO, notTpedyeTcs yBeNIUUYEeHUE 03Bl NPOOSHUIM/IA WK CYNbOHUHIH-
pasoHa. TuasuaHble mpenapaTtbl MOTYT YBEJIHYMBATh BEPOSTHOCTH PA3BUTHS MOBBLIMCHHOH YyBCTBH-
TEJNIBHOCTH K aJlIOIyPHHOITLY.

Anmuxonunepeudeckue cpedcmea (Hanpumep, amponun, bunepuoen)

N3-3a yXyaIIeHUs NE€PUCTATBTUKHU JKENYTOYHO-KHIICYHOTO TPaKTa U OMOPOXKHEHMS XeIyaKa OHOJIOoTH-
qecKas JOCTYIIHOCTh THA3UHBIX JHYPETUKOB YBEIMYHBAETCS.

LJumomoxkcuueckue cpedcmsa (Hanpumep, yuknogocpamud, memompexcam)

Trasunpl MOryT CHMDKATh BBIBEJCHHE LIIMTOTOKCHYECKHX IIpErnapaToB C MOYOH M IOTEHLHPOBATh HMX
NeCTBHE, HAlPaBJIEHHOE Ha MOJIaBJICHUE (byHKan KOCTHOT'O MO3ra.

Canuyunamuor

[Ipy mpUMEHEHUH BBICOKHX 03 CAIHIMJIATOB THAPOXJIOPTHA3UI MOXKET YCHIIMBATH HX TOKCHYECKOE
BO3JCHCTBHE Ha LIEHTPAIBHYIO HEPBHYIO CUCTEMY.

Memunoona

OTMedeHs! OTACIBHEIE CITyYau FeMOIMTUYECKON aHEMHM IIPU COBM:
a3uaa U METHIIIONBIL. 7
Luxnocnopun
COIyTCTBYIONIEE IPUMEHEHNE IUKIOCIIOPUHA MOXET [IOBBICUTE
JarpUYeCKUX OCTIOKHEHUH.
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Br3BagHasd THA3WIHBIMH AWMYPETUKAMHU THIOKAJIHEMHUS WM THII

CTYIly CEpACYHON apUTMHH, BBI3BIBAEMOMN HANICPCTSHKOM.

Jlexapcmeennuie cpedcmea, Oelicmeue KOmopblx MEHemCs NPy USMeHeHUU YPOBHS KANUs 6 Kpoeu
PeKOMEHIOBAHO MEPHOAUYECKOE OIpesiesIeH e YpoBHs Kanus ¥ KoHTposs DKI' B ciydasx cOBMECTHOTO
TIpUMEHEHHS KOMOUHAIMH JT03apTaH/TUAPOXIIOPTHA3H]L U MPEIapaToB, AEHCTBHE KOTOPHIX 3aBUCUT OT
KOHI[EHTPAIlHK KalTud B [U1a3Me KPoBHU (Harpumep, INIMKO3U/IbI HANEPCTIHKA U NPOTHBOAPUTMHICCKHE
TIpenapaTh), a TAK)Ke ¢ IpelapaTaMl, BHI3BIBAIOIIMME TAXHKAp/IHIO THIIA KITHPYIT» (KEeNIyAOoUKOoBasd Ta-
XHKap/us), BKIIOYass HEKOTOPHIE MIPOTHBOAPHTMHUYECKHE IPENaApaThl (THIOKATNEMHS SBIACTCS Mpea-
PacIoiararoIuM (GakTopoM KeITyT0YKOBOH TaXMKapauy):

- IIPOTUBOAPHTMHYECKHE TIpenaparhl Kiiacca la (XMHUIMH, THAPOXHHUINH, JU30TIHUPaMHUL);

- NPOTUBOAPHTMHYECKHE Ipenapathl kiacca Il (amuomapos, coranon, noderamun, uoyTummn);

- HEKOTOpPhIE AHTHUIICUXOTHYECKHE Ipenaparsl (THOPHAA3¥H, XJIOPNPOMAasHH, JICBOMENPOMA3HH,
TpuQIIyonepasuH, [HUaMeMa3yH, CYJIbIUPH], CYIbTONPU, aMUCYJIBIPHI, THAIPUL, MTHUMO3H, Tajome-
PUIOI, APOIIEPUION);

- apyrue (6enpuau, uusanpu, udeMaHu, SPUTPOMHINH (I BHYTPHBEHHOTO BBEJIEHUS), Ia-
nodaHTpUH, MA30JIACTHH, IIEHTAMUIUH, TepdeHauH, BAHKAMUH (V11 BHYTPHBEHHOTO BBEJICHU)).
Conu xanvyus

TuasuAHbIE JUYPETHKHA MOTYT MOBBIIIATH KOHIEHTPALHUIO CONIEH KabLys B I1J1a3Me KPOBH HOCPEICTBOM
CHI)KEHHS HX BhBeJcHHUs. [Ipu HeoOXOAMMOCTH Ha3HA4YEHUs yKa3aHHBIX IIPEIapaToB ClieAyeT KOHTPO-
JIMPOBATh KOHIIEHTPALUIO KAIBIMSA U B COOTBETCTBHH C PE3yAbTaTaMu MPOBOIUTE KOPPEKIHMIO NO3bL.
Brusnue na pesynomamut 1a60pamopHbIx UCCLEO06AHUT

Oxa3biBad BIMSHUE Ha METabOIM3M KaJIbIUs, THA3UIHbIE TUYPETHKY MOTYT MCKaXaTh PE3yNbTaThl HC-
cnenoBaHus QYHKIMH ITapaIluTOBUAHOM xenessl (cM. paszen 4.4).

Kapbamasenun

OTMeuaeTcs PUCK CHMIITOMATHYECKON THIOHATpHeMHH. Tpebyercs KIMHHYECKOEe M OUOJOTHYECKoe
Habmogenue 60ILHOTO.

Hoocodepoicauue konmpacmuvie 6eujecmea

B ciiyuae BEI3BAaHHOM IHypeTHKaM¥ ASTHAPATAllMH CYIIECTBEHHO YBEIMYUBACTCS PHUCK OCTPOH moved-
HO HEeIOCTaTOYHOCTH, OCOOEHHO NPH BBICOKHX J03aX Holcomepxamux npenapartos. [lepen mpumene-
HHMEM TaKOBBIX CJIEAyeT MPOBECTH PErHAPaTalHIO NaUeHTa.

Ampomepuyun B (011 napenmepansrozo 66edenus), kopmuxkocmepoudst, AKTI, cmumynupyowue caa-
bumenvHvle cpedcmea uny 2nuyuppusur (06Hapyosicentble 8 1aKpuye)

[MApOXIOpOTHAZUI MOXKET YCHIUTH SIEKTPOIMTHEIA AUcOaaHe, 0COOEHHO THIOKATHEMHIO.

4.6 DepTHILHOCTDH, 6epEeMEHHOCTD M JIAKTALHS
Fepemennocme

AHTaroHucTsl peuentopos anruoren3uHa I1 (APA-IT)
Mpumenenne APA-II He pekoMEHIyeTCs B TEUEHHE HEpBOr0 TpHMecTpa OepeMEHHOCTH (CM. paszen
4.4). TTpumenenue APA-II npoTUBONOKa3aHO BO BTOPOM H TPETHEM TPUMECTpax OepeMEeHHOCTH (CM.
pazgensi 4.3 1 4.4).

DIHIEMHOIOTHYECKHE JAaHHBIE O PHCKE IIPOSBIICHHS TEPaTOreHHOCTH NPH IpueMe HHrubutopos AIID
B IIEPBOM TpHMeCTpe GepeMEHHOCTH He IMO3BOJLIIOT CHENATh OKOHYATENRHOE 3aKIIOUCHHE, OTHAKO He-
KOTOPO€ NOBBLINICHHE PHCKa HE HCKIIoUaeTcsa. HecMoTps Ha TO, YTO KOHTPOJIUPYEMBIE SMHIEMHOJIOTH-
yecKHe JaHHbIe 0 TeparoreHHOCTH APA-II oTcyTCTBYIOT, B JaHHOM IpyIIe NpenapaToB CXOXHE PUCKU
HCKJTIOUMTE HEMb3sl. 3a UCKIIIOYEHNEM TeX CITydaeB, KOTa HEBO3MOXKHO Ipou3BecTH 3aMeny APA-II Ha
MHYIO QIbTEPHATHBHYIO TEPAIHIO, NIAIMEHTKH, IIAHAPYIOUHe OEPEeMEHHOCTb, JOTKHEI OBITH KaK MOX-
HO CKOpee MepeBeIeHbl Ha TEPAIHIO JIEKAPCTBCHHBIMU CPEICTBaMH, Y KOTOPBIX npo¢uie 6€30MacHOCTH
Iist OepeMEHHBIX JKSHIIMH SBIAETCA XOPOWIO H3yYEHHBIM. ) o

IIpu macTymieruu Gepemennocta npueM APA-II nomxen ObiTh IIpt rpameH He3aMe i Enbno U TIpH
HeoOXOMMMOCTH Ha3HaUYeHa UHasd Teparus. ’
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Ipu npumenenun APA-II Bo BTOpOM U TPEThEM TpHMeCTpax Oe
(eTOTOKCHYECKOTO JeHCTBUA (HapyIICHHE (QYHKIUH MOYEK, OJIP
HHUS KOCTEH Yepena) ¥ HEOHATAJIbHOM TOKCHYHOCTH ([IOYeYHass HENOCTATOYHOCTh, THIIOTCH3HS, THIIED-
KayeMmus) (cM. paszgen 5.3). B cioydae ecim npuem APA-II ocymiecTBnsiicss BO BTOpOM HIIH TPETHEM
TpUMeECTpax OepeMEHHOCTH, pekoMeHayeTcsd npoBecTd Y3 GpyHKIIHMU Moyek U KocTel yepena. Y HOBO-
POKIEHHBIX, MaTepH KOTopbIx nmpuHuManu APA-II, HeobxoauMmo TmaTensHO XOHTpompoBats AJl s
IPENOTBPAIEHMS BO3MOXHOIO Pa3BUTHS THIIOTEH3HH (CM. pa3aensl 4.3 u 4.4).

MmapoxyiopTHasun

Caeznenus o NpUMEHEHUH THIPOXJIOPTHA3HAA BO BpeMs OEpEMEHHOCTH OTrpaHHYCHEI, 0COOEHHO 3TO Ka-
caeTcs 1epBoro TpuMectpa. McecnenoBanuit Ha XXUBOTHBIX HEAOCTATOYHO.

I'mapoxiopTHasy NpoOHMKAeT 4yepe3 miauneHTy. Mcxons u3 ¢apMaxolOrHYeckoro MexaHu3Ma JIei-
CTBHUs, MOXXHO YTBEPXJaTh, YTO €ro MPUMEHEHHE BO BTOPOM M TPETHEM TPHUMECTpax GepeMEHHOCTH
CIIOCOOHO HapyIIMTh IJIAllEHTapHYIO Mepdy3Hio U BEI3BATH TaKHE PACCTPOUCTBA y IUIONA H HOBOPOX-
JIEHHOTO, KaK >XENTyXa, HapylIeHHe 3JIEKTPOIUTHOTO Gananca U Tpombouutonenus. He cnenyer mpu-
MEHATH THAPOXJIOPTHA3K] NIPH I'€CTAlHOHHBIX OTE€KaX, FeCTAllMOHHON M'MIEPTEH3UH WM TOKCHKO3€E Oe-
PEMEHHOCTH BBHAY PUCKA CHHXXEHHs 00BeMa IJIa3MBl M Pa3BUTHS IUIALEHTApHOM rumonepdysuu mpu
OTCYTCTBHH IIOJIOXKHUTENBHOr0 3¢ (dekTa Ha TeueHue 3a00IeBaHu.

He cnenyeT npUMEHATh TUAPOXIOPOTHA3H UL JICUCHHS IIEPBUYHOM apTepUabHON TUIEepTEH3HH y Ge-
PEMEHHBIX, 32 HCKIIOYEHHEM TEX PEJKHX CIIydaeB, KOrjaa NpuOerHyTh K aJbTEPHATHBHON TEpanuH He
IIPEJCTABIACTCS BOSMOXKHBIM.
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Jaxkmayus

AHTaroHucTHI penentTopoB anruoTens3una II (APA-II):

JlanHBIE O NIPUMEHEHWH IIpernapara J'IopHCTa® H B mepuoj rpyoHOro BCKapMIIMBaHHSA OTCYTCTBYIOT.
Cnenyer Ha3HAYMTE ATBTEPHATUBHYIO TEPAIIHIO C IPHMEHEHHEM IMIPENapaToB, XOPOIIO 3apeKOMEH/IO-
BABIIMX c€0s C TOYKHM 3peHHs 6€30I1aCHOCTH B MIEPUOJ JIAKTAIlMH, OCOBEHHO MPH BCKAPMIABAHHH HOBO-
POXKIOEHHBIX WJIH HEJIOHOIICHHBIX JETEH.

I'napoxnopTHasug

I'mppoxsopTuasun B HeOONBIINX KONHYECTBAX BBIIENSETCS B MATEPUHCKOE MOJIOKO. THa3Ubl B BBICO-
KHX JI03aX, BRI3BIBAIONINE I/IHTGHCI/IBHBIPI IMype3, MOTYT HMpPENSATCTBOBATh BBIPAaOOTKE MOMOKa. [Ipume-
HEHHUE Ipenapara J'Iomea H B0 BpeMs rpyHOro BckapMiIMBaHHs He peKoMeHayercs. Eciu npenapar
IIPUMEHSIETCS BO BpeMs JIaKTalluy, CIeAYeT MOIAePKUBATh KaK MOXKHO 60Jiee HU3KHE O3B

4.7 Bausnue HAa crIOCOOHOCTH YNIPaBJATh TPAHCIIOPTHLIMH CPeICTBAMH M paboTaTh ¢ MEXAHH3-
MaMH

W3yuenune BIMAHUSA NpenapaTa Ha CrIOCOOHOCTh YNPABILATh TPAHCIIOPTHBIMU CPEACTBAMH HIIH paboTaTh
C MEXaHM3MaMH{ HE IPOBOAMIOCH. OIHAKO, NIPH OCYINECTBICHUU AESTENbHOCTH, TPEOYIOmEeHd MOBHI-
IICHHOTO BHHMaHHUs (yIpaBleHHE aBTOMOOHIEM, paboTa ¢ MeXaHu3MaMH), CIEAYeT IOMHHTB O TOM,
9TO TIPH T'MIIOTEH3MBHOM TEpalMU HHOTZA BO3HHUKAIOT I'OJIOBOKPYXXEHHME M COHJIMBOCTB, OCOOEHHO B
HavaJle JICYCHHUS WU PH YBEJIMYCHUH J03BL.

4.8 HexenareJbHble peakHU
[ToGounsre 5 exTs! KIacCHPUIUPYIOTCS B COOTBETCTBYIOLIXE IPYIIIEI TI0 CHCTEMaM OPTaHOB H B 3a-
BHUCHMOCTH OT YaCTOTHI BOZHUKHOBEHH:
- oueHsb yacto (> 1/10),

- dacro (> 1/100 mo < 1/10),

- Heuacto (> 1/1000 no < 1/100),

- penxko (= 1/10000 o < 1/1000),

- oueHb penko (< 1/10000), ‘
- 4acTOTa HE U3BECTHA (YACTOTa HE MOXKET OBITH OLIEHEHA Ha OCH

!)‘

f‘t‘!
K o

e nmelomnxcx narmmf i

et .m““!/

= C1p 83 17 |

[27.12.2018 1




:HHB Frmend

g 17 -2018

I

COTJTAGORAHO |

MUELCTERS 80M 3APABOUNPAHERNA

PECLYBJAURY BEJAPYCD

o Tipuxas Mutnoissciea INPAs00X DatieH sl
B X0I€e KIMHUYECKUX HCCJICAOBAHUH JIO3apTaHa Kalusl M THAPOXJI &%HM.H@@H&E HITHBIC SIBJKC-
HHUSA, XapaKTCPHBIC I YKaBaHHOﬁ KOM6I/IHaHI/II/I, BBISBJIEHEI HE OBLIN: BiE TI000dHbIC 32'5('15e1<-
THI GBUIM YCTAHOBIIEHBI PaHee IIPH MCCIIeI0BaHUH J03apTaHa Kalus W/UJId THAPOXJIOPTHA3H/A.
B KOHTPOIHUPYEMBIX KIIHHAYIECKHX HUCCICO0OBAaHUAX B OTHOIICHUN HepBI/I‘{HOﬁ apTepHaanOﬁ THIICPTCH-
3MH TOJOBOKPYKEHHE OBUIO €AMHCTBCHHBIM MOOOYHBIM 3)(HEKTOM, CBI3aHHBIM C IPUMCHEHHEM IIpera-
para 1 HabmonaBmuMcs y 6onee 1% manueHToB.
C MOMEHTa BBIX0/Ia IPOIYKTA HA PHIHOK OBLIM OTMEYEHBI CIIEAYIONHE II000YHbIC PEAKIIMH:

CHcTeMa OpraHoB Hexenarenbnas peakuus Yacrorta
Hapywenus co cmopouwl 2enamobunuaproii | I'enaTutel penxo
cucmemol

Jlabopamopuwle nokasamenu I'unepkanuemus, noppimienre yposus AJIT | penxo

Cnenyrompe HexenarenpHsle 3¢ ¢GexTsl HabMOoNaTuCh IIpH NPUMEHEHHMH JEHCTBYIONMX BEIIECTB 110
OTAENBHOCTH (B KaYeCTBE MOHOTEPAINHUHU) M, BOSMOXHO, MOTYT IPOSIBUTECSA B CIIy4ac NIPUMEHEHHS KOM-
OUHAINH JI03apTaH KaJlus / THAPOXJIOPTHA3HUA:

Jlozapran
Cnenyromue m060YHbBIe peakMy ObUIN 3apETHCTPHPOBAHb] IIPU IPHEME JI03apTaHa B KIMHUYECKUX HC-
CIIEIOBAHHUSIX U IIOCTPETUCTPAHOHHOM IIEPHOLE:

CucreMa OpraHoB HexenareJbHast peakuust Yacrora

Hapywenus co cmoponvl kposu | aHemus, mypiypa Xenox-Llonnedn, 3kxumMo3, reMo- | He4acTo
u umgamuneckoli cucmembl au3

Tp0M6OLII/ITOHeHPIﬂ YacToTa HCU3BECTHA
HapyweH Ui Co CmopOHblL cep()- T'UNOTeH3UsA, OPTOCTATHYECCKAasd FHIIOTEH3UA, CTEP- HEYacTo
ya HaJIFUsl, CTCHOKapAHA, aTPHOBCHTPHKYIAPHAA 6no-

kana Il creneny, nepebpoBackynspHsie COOBITHS,
MHObAPKT MUOKAp/a, yuallleHHoe cepaLebueHue,
aputMus (Gubpunnaums npeacepavii, CHHycoBas
Opanukapaus, TaXMKapAus, ey 04KoBas TaxuKap-
Jis, GuGpunnaLus XKenyI0uKOB)

Hapywenus co cmopoHsl op2a- | BEPTATO, THHHUTYC HEYacTo
Ha cayxa u nabupurma
Hapywenus co cmopoHbl opea- | pacOKyCHMPOBaHHOE 3peHUE, YyBCTBO ¥OKEHHUS B He4acTo
Ha 3peHus ria3ax, KOHbFOHKTHBHUT, CHH)KEHHE OCTPOTHI 3pEHHSA
Hapywenust co cmoponui dce- | 605b B 0671aCTH )XMBOTA, TOWHOTA, iMapes, pac- 4acTo
JYOOYHO-KUUEYHO20 Mpakma CTPOMCTBO MHUILEBAPEHMUA
3arop, 3y6Has 6011k, CyXOCTb BO PTy, METEOPH3M, HEYacTo
racTPUT, PBOTA, HEMPOXOIAUMOCTh
TAHKpPEeaTUT 4acTOTa HEU3BECTHA
Obwue napywenus u Hapyuie- | aCTEHHUs, yTOMISEMOCTb, 6onb B rpynu 4acTo
HUR 6 Mecme B6E0eH A OTeK JIMIIa, OTEK, MOBBIILIEHHE TeMIIepaTypbl Teaa HEe4yacTo
rpunmnonofobHele CHMNTOMBI, 00IIee HEAOMOTaHHE | 4acTOTa HEM3BECTHA
Hapywenua co cmoponel 2ena- | HapylleHHUs QyHKIHMH NeYEeHH 4acToTa HEU3BECTHA

MoBUAUAPHOU CUCTHEMDL

Hapymesz CO CMOpOHbL UM- FHnepquCTBMTeHB'HOCTL: aHaq)HHaKTquCKI/Ie peak- pPeaKo
MyHHOﬁ cucmemul OHH, aHrHOHeBpOTI’IquKﬂﬁ OTCK, B TOM YHCJIC OTEK

rOpPTaHH K FOJIOCOBOM LIENH, BBI3bIBAHHBI 0OCTpYK-
wmell DpIXaTenbHBIX MyTel, WM OTeK Juua, ry6,
[JIOTKY WHIIH A3bIKA, @ Y HEKOTOPBIX M3 AaHHBIX; I
LMEHTOB aHTHOHEBPOTHUECKUH oTek HAGYIK nancs
MPOLIOM M GBUT CBA3aH C IPHEMOM APYTHX jekap- |
CTBEHHbIX CPEJICTB, B TOM UHCIIE HHF}&QH;TO]SGQ' ATI® '}

Hapywenusi obmena gewjecms U | aHOpEKCHs, riofgarpa N o
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FOEPARENRSA
SEHAPYCE
JAGOUX pAHEHIH

pHUyecKas HeHpomaTus, TPEMOp, MUIpeHb, OOGMOPOK

HUMAHUA R
Hapywenus co cmopons: onop- | MblllIe4Hble CyA0pOrH, 60Nb B cnivHe, 60/Ib B HOrax, | 4acTo
HO-08U2AMENbHOU CcUCmeMbl U | MAAITHA
COCOUHUMENTbHOU MKAHU 6onp B mpenruieybe, KOJEHE, CKENEeTHO-MBIHICYHAs | HeYacTo

60Jb, OMMyXaHUE CyCTaBa, HETIOABHKHOCTE CYCTaBOB,

apTpanrusi, aprpMr, Kokcanrus, ¢ubpoMuanrus,

MBIIIeYHas ¢aabocTs

padIoMHONK3 4aCTOTa HEM3BECTHA
Hapywenua co cmoponer yen- | ronopuas 605b, FOJJOBOKPY)KEHHE 4acTo
MpanbHOU HepPE8HO CUCMeMbl NOBBIIIEHHAs BO30yAHMOCTb, MapecTe3us, IepHude- | HEUacTo

OUCICB3UA

4acTOTa HCU3BCCTHA

Hapywenua co cmoponer ncu-

OeccoHHHLA

4acTo

008

XUKU TPEBOXKHOE COCTOSTHHE, MAHUIECKOE PacCTPOICTRO, HEeYacTo
CHYTaHHOCTb CO3HAHHUS, ACMPecCHs, HeOObIUHbIE
CHOBHIEHHS, PaCCTPOHCTBO CHA, COHJIUBOCTD, HApY-
IIEeHHEe NaMATH

Hapywenua co cmoponul novex | HapyieHue GpyHKLMY MOYEK, NOYeUHas HeJOCTaTOY- | 4acTo

U MOYeB8blOCNUMENbHOU CUCme- | HOCTh

Mbl HOYHAs IIOJIMYPHS, MOBBIIIEHHAS YacTOTa MOYEHC- | HEYACTO
TyCKaHUsl, HHQEKLIMY MOYEBBIBOASILIMX Ty TEM

Hapywenus co cmoponv: pe- CHIDKEHHUE TMOUI0, SpeKTHIbHAS AUCHYHK- HEYacTo

NPOOYKMUBHOU CUCMeMbl U MO- | LIMS/UMITOTEHLUA

JIOYHBIX Jiceie3

Hapywenus co cmoponwt Ovi- Kallleslb, BOCIIAJICHHUE BEPXHUX JBIXATEABHBIX ITyTeH, | 4acTo

XamenvHOU CUCEMDBL, OP2AHO8 3aJ10)KEHHOCTb HOCA, CHHYCUT

2PYOHOTU KlemKU U cCpe0oCmenus | GpapHHreanbHblil JUCKoM(POPT, HapUHTHUT, TAPUHTHUT, | HEYACTO
JMCTIIHOI, GPOHXMT, HOCOBOE KPOBOTEUYEHHE, PUHMT,
3aTpYAHEHHUE JBIXaHNS

Hapywenus co cmoponer kodrcu | anoneuys, AEPMaTHT, CyXOCTh KOXH, 5PHUTEMA, TUIIE- | HEYACTO

U NOOKOXMCHO KIemuamKu pPEMHS, CBETOUYBCTBUTENLHOCTb, 3y, ChIMb, KPAIHUB-
HU1IA, NMOTIHBOCTh

Hapywenua co cmoponet cocy- | BaCKyJAUTHI HEYacTo

JI0303aBHCHMEBIE OPTOCTATHUECKHE D DEKTHI

JacTOTa HCU3BCCTHA

Jlabopamopuvie nokazamenu

FHNCPKaTHeMusl, YMEPEHHOE CHIDKCHHE I'€MaTo-
KPHTHOT'O YHCJia H FeMOFﬂO6HHa, THUITOTJIHKEM U

qacTo

YMEPEHHOE yBECIINHUEHHE KOHUECHTpAaUU MOYCBHHBI H
Kp€aTHUHHHA B CBIBOPOTKE

HEYacTo

YBETMYEHHE YPOBHS MEUeHOUHbIX (epMEHTOB U Gu-
IupyOuHa

OYCHBb peOKO

H08000pazoeanus (8xnouas
KUCMbL U NONUNDGL)

TUITOHATPHEMHUSA qaCcTOTa HEH3BCCTHA
I'uapoxnopTuasug
Cucrema opranos Hexenarejabuas peaknus Yacrota
Hobpoxauecmeennuie, HEMEJIAHOMHBIA pakK KoXH (0a3albHOKIETOYHAs | YacTOTa HEM3BECTHA
310Ka4ecmeeHHbie KapIHHOMA ¥ IJIOCKOKJIETOYHAs KaplUHOMa)'
H08006pasoeanus u
HeyMOYHeHHble
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Hapywenua co cmoponsl Kpoéu | arpaHyJIOUMTO3, aljlaCTHYECKas aH MI%H,HGMWT&1RE§‘§£§%§§:““MA

U IUMPamuyeckol cucmembl yeckass aHeMHs, JIEHKOIIeHMS, nyp*ﬁi‘a‘}‘l’p%@}m“i: ’E};ﬁﬁ?fg}?ﬁxmmm“
TOIEHUSA . A

Hapywenus co cmoponvr um- | aHaQHIAKTHYECKHE PEAKLIUH penxo

MYHHOU cucmembyl

Hapywenus obmena seujecmé u | aHOPEKCHsA, TUINEPrIUKEMHS, THIIEPYPHUKEMHS, TMITO- | HEYACTO

RUManus KaJIHeMUsi, TUTIOHATPUEMMS

Hapywenusa co cmoponwl ncu- 6eccoHHHLIA HEYacTo

XUKU

Hapywenusa co cmoponul yen- uedanrus 4acTo

MPAanLHOU HePBHOU CUCmEMbL

Hapywenusn co cmoponvl opea- | npexonsiuee pachOKyCHpOBaHME 3pEHHS, KCaH- | He4acTo

HQ 3peHus TOTICHUSA

Hapywenus co cmoponvl cocy- | HEKPOTH3UPYIOIMHM  aHTUUT (BAacKy/NMT, KOXHBIH | HEHYacTo

008 BaCKYJIUT)

Hapywenua co cmoponw Ovi- pECTIHpaTOPHbII AUCTPECC-CHHIAPOM, BKJIIOUas He4acTo

XQMenvbHOU CUCMEeMbl, OP2AHO8 | TTHEBMOHHT H OTEK JIETKUX

2pYOHOTl KIemKU U cpedoCmeHuUs

Hapywenua co cmopownsl dice- | BOCIalIeHHe CIIOHHOM JKeNe3bl, Crla3Mbl, HPPUTALIMS | HEYacTo

JIYOOUHO-KUUEYHO20 MPAKmMA JKENyAKa, TOWHOTA, PBOTA, AHApES, 3aTIop

Hapywenus co cmoponel 2ena- | xentyxa (BHyTPUIIEHEHOUYHEIN X0JecTa3), MaHKpea- HEYacTo

mobunUapHOl cucmembl TUT

Hapywenua co cmoponbl kodicu | CBETOUYBCTBUTENBHOCTD, KpalnyBHULA, TOKCUYECKUI | HEYacTo

U ROOKOJICHOT KIemyuamKy SNUAEepPManbHBIA HEKPOJIU3

Hapywenus co cmoponst onop- | MblILIEUHBIE CYyJOPOTH HEYacTo

HO-08U2AMENBHOU CUCMEMbL U

COeOUHUMENbHOU MKAHU

Hapywenusn co cmoponsl nouex | rauko3ypys, HHTEPCTULIMANBHBIH HeQpUT, noueuHas | HEYacTo

U MOYesblOeNUmenvHol cucme- | TUCHYHKLMS, ITOYeYHas HENOCTATOYHOCTD

Mbl

Obwue nHapyuienus u Hapyuie- JTUXOpaKa, TOJIOBOKPYXKEHHE HEYacTo

HUs 8 Mecme 68e0eHUs

HemenaHOMHBIH pak KOXH: Ha OCHOBAaHUHM UMEIOIIUXCS JaHHBIX SIUIEMHUOIOTHYECKHUX HUCCIIEIOBaHUM
OblTa BBISBICHA KYMYJISTHBHAs 0303aBUCHMas B3aMOCBS3b MeXAy ruppoxioptuaszugom u HMPK
(eM. pazmen 4.4 u 5.1).

Coo0rieHue 0 M0/103peBaeMbIX HEXENATENbHBIX PEAKIHIX

BaxxHO co00maTh 0 MOJO3PEBaeMbIX HEXETATENBHBIX PEaKIUsIX IOCNe PErMCTPaluy JIEKapCTBEHHOTO
Ipenapara ¢ Helblo o0ecneyeHus HeNPEPHIBHOTO MOHUTOPHHTA COOTHOMICHUS «IIOJIB3a-pHCK» JIeKap-
CTBEHHOTO Ipemnapara. [Ipocum MeIUIHHCKUX paOOTHUKOB cOO0mATh 0 MIOOBIX MOI03PEBAEMBIX HEXe-
NaTeBHBIX PEAKIHUSAX JIEKAPCTBEHHOTO NPETIAPaTa Yepe3 HAlMOHAIBHBIE CHCTEMBI COOOIIEHHS O HEXe-
NaTeIbHBIX PEaKIUsIX.

4.9 Ilepeno3mpoBka

Crnenuduueckue CBeICHUS O IMEePEIO3UPOBKE MPENapaToM HOpI/ICTa® H orcyrcrBytor.

JleyeHUe CUMIITOMATHYECKOE, ITOAIEP)KUBAIOIIIEE.

B ciyyae nepelo3upoOBKH CIEAYeT OTMEHHUTD TEepaluio IpenapaToM, a MalMeHTa MEPEBECTH MO CTPO-
roe HabmoaeHue. Ecnu mpenapat ObUT MPUHAT HELABHO, TO PEKOMEHIYETCS BBI3BATh PBOTY, & TAKXKE C
IIOMOIIBIO H3BECTHBIX METOJIOB IIPOBECTH MPO(UIAKTHUECKHE MEPONIPUATHS, HallpaBJIeHHbIE HA yCTpa-
HeHHe 00e3BOXXUBAHUS, SMEKTPOIUTHOTO Auchalianca, IEYEHOUHON KOMBI M TUIIOTEH3HUH.

JlosapTran

P W, o
JlaHHEIE TO TIEPENO3HPOBKE y UeNoBeka OrpaHHueHsl. BosMoxubie, Hau(onde BEpOsTHEE CHMITOMEL
Nepelo3UPOBKH: TUIIOTEH3Us, TAXUKapAus, OpaiuKapaus (BCIEACTBHE, NapacuMIIaTHYeCKOH (3a cueT
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Baryca) CTUMyJiiuu). TIpH MOSBIEHHH CHMITOMATHYECKON T'M gpgag? igﬁg A ma%f:ﬁig}“&lgg, ep-
JKHUBAonee JICYCHUC. Pecrydmaxu Beaapyes

Hu 5103apTan, HA €ro akTHBHBIA MeTaGOJUT He MOTYT ObITh BBIBENCHEI H3 OPIAHN3Ma 1I0CPEICTE
MoOIHaIH3a.

I'unpoxsopTrazus

HawuGoree 4acTo BCTpeUaroMMecs MPU3HAKK U CHMIITOMBI EPENO3UPOBKH: THIOKATNEMHS, THIIOXJIOpe-
MU, THIIOHaTpHeMHs U 00e3BoXuBaHue (CAEACTBHE H3OBITOYHOrO AMypesa). B ciaydae ecim oaHOBpe-
MEHHO OBLI Ha3Ha4eH JUTHTAINC, TO THIOKAIHEMHUs MOYXKET PUBECTH K 06OCTPEHHUIO CEpIedHOM apuT-
MHH.

Hackonpko BEIBOAUTCS IIpH reMOAHAIIN3C THAPOXIIOPTHA3H HEYCTAHOBJICHO.

5. ®APMAKOJIOTMYECKHE CBOMCTBA

5.1 @apmakoaHHAMH4YeCKHE CBOMicTBA
dapmakoTepaneBTHYeCKas Ipynmna: BemiecTsa, AeicTBYIOMmUE Ha PEHHH-AHTHOTEH3HHOBYIO CHCTEMY.
AHTaroHMCTEI pELENTOpoB aurnoTen3rHa Il B kom6unanuu ¢ ruyperuxamu. Kog ATX: [C09DAO1].

Jlo3apTaH-THAPOXIOPTHAZUS

KomnonenTs! npenapata Jlopucra® H 0Ka3bIBalOT afIHTHBHOE NeHCTBHE Ha CHEDKEHHE apTepHabHOTO
JABJICHUS, CHUXKAs apTepHaIbHOE JIaBlIeHHE B OONbIIEll cTeneHH, yem 000 U3 KOMIIOHEHTOB IIO-
OTAENBHOCTU. DTOT 3QPEKT cuUuTaeTCs pe3yNbTaTOM AONOJIHSIOMIEr0 ACACTBHSA 00OMX KOMIIOHEHTOB.
Kpome Toro, nocpeacTsoM MO4EroHHoro s¢dexra rugpoXIopTHasU YBEIHINBAET aKTUBHOCTh PEHUHA
B IIJIa3Me€, YBEIMYMBAET CEKPELUIO albJOCTEPOHA, CHIXKAET YPOBEHD KAJIHs B CHIBOPOTKE H YBEIHUUBACT
ypoBeHb anruoTeHsuHa II. Beenenue nosaprana 61okupyeT Bce (U3MONIOTHYECKH PENIEBAHTHEIE JIEii-
CTBHUS aHTHOTeH3uHa II ¥ MHrHOupoBaHKME anbIOCTEPOHA MOXKET IIPHBECTH K OCTA0JIEHHIO MOTEPH Ka-
JMsl, CBA3aHHOTO ANYPETHKOM.

Jlozapran MMEET yMEPEHHBIH Y NPEXOIAIUN ypuKo3ypudyeckuil 3¢ dexrt. beuio mokasado, 4to ruapo-
XJIOPTHA3U] BBI3HIBAET YMEPEHHOE YBEIHUCHUE YPOBHS MOYEBOHM KucioTel. KoMOuHaIus fno3apTana u
TUAPOXJIOPTHA3UIa HIMEET TeHACHIHIO 0CIabIsITh HHAYIUPOBAHHYIO IHYPETHKAMHU THUIIEPYPUKEMHUIO.

AHTHrHIEpTeH3UBHEI 3ddexT npemapara Jlopucra® H momiepkusaetcs B Teuenue 24-4acoBoro Ie-
puoja. B KIMHHYECKHX HCCIENOBaHHUAX NPOJODKUTENBHOCTRIO HE MEHEE OJHOIO roja aHTUIHIIEPTEH-
3UBHBINA 3¢ (EKT COXpaHsIICS MPH TPOIOIDKEHUH Tepamm HecMoTps Ha 3HaUMTETHHOE CHIDKEHHE apTe-
PHATBHOTO JaBIeHHs, NpuMeHeHHe npenapara Jloprcra® H He okasaio KIMHUYECKH 3HAYAMOTO BIHA-
HMS Ha YaCTOTy CEPIACUHBIX COKpalleHHH. B KIMHMYeCKHX MCHBITaHUsX, 4Yepe3 12 Hemeslb Tepamnd
xoMOuHanuel no3aprad 50 Mr/ruapoxnaopTHasuy 12,5 Mr, IHacTONMYECKOe apTepHAIBHOE HaBJICHHE B
nonoxcemm CHUJil YMEHBILUIIOCH B cpeHeM 10 13,2 MM pT.CT.

Jlopucta® H 5 deKTHBEH B CHIKEHHH apTepHaNbHOr0 AaBICHUs Y MYXXUUH U XXSHIUH, YePHOKOXUX U
CBETJIOKOXKHX MAIllMEHTOB, MOJIOXKeE (<65 1eT) U crapie (> 65 j1eT) ¥ npH 000l CTENeH: THIEPTEH3UH.

Jlozaprtan
Jlozapran ABNSETCS CUHTETHYECKHM IIE€POpAIbHBEIM aHTArOHHCTOM peLenTopa aHruoTeHsuua-II (tuma

AT)). Arruorensun I, MOIIHBI Ba30KOHCTPHUKTOD, SBSETCS MEPBHYHBIM aKTHBHEIM TOPMOHOM PEHHH-
AHTHOTEH3WHOBOX CHCTEMBI M BaXKHBIM OIPEACIAIOMUM (akTOpOM NaTOGU3HOIOTHH THIIEPTEH3HH. AH-
ruotensuH II cBsasbiBaeTcs ¢ penenropamMu AT, HaXOAAIMMHICA BO MHOTHX TKAHSX OpraHu3Ma (HarpH-
MEp, B INAJIKOH MYCKYyJIaType COCYAOB, HAAMIOUEYHHKAX, MOYKAX U CEPJIE) M BHI3HLIBAET HECKOJLKO
Ba)XHBIX OHMOJOIrMYECKUX NEHCTBUH, BKIIIOYas CY)KEHHUE COCYIOB M BHICBOOOXKIACHUE albJOCTEPOHA. AH-
ruoteH3uH II Taloke CTUMYNUpPYET MpoNruepaIHio KIeTOK [NIaIKoi MyCKyIaTyphL.

JlozapTan u3buparenpHo 6moxupyeT peuentopbl AT). In vitro u in vivo no3aptad u ero ¢apMakoIora-
YeCKM aKTUBHBIH KapOOKCH-KUCIOTHBIM MeTabonut E-3174 61I0KUPYIOT BCe (bmnonomqecm 3HAYH-
MBI JIEHCTBHUS aHTHOTEH3UHA ]I, He3aBUCHMO OT UCTOYHMKA HIIH nym CHHTE3a. 3
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KaHallbl HOHOB, BaXHBIE IS CEPACYHO-COCYaUCTON perynanun. Kpo § ggépmﬁm;mn !

AII® (xununasy II), pepment, pasnararommii OpagukuauH. Kak ciencrsue, OTCYTCTBye (v DQ-
BaHHUE HEXeNATeIbHBIX 3PQEKTOB, OTIOCPENOBAHHBIX OpaUKHHHHOM.

IIpu npueme yro3aprana, yaaneHue OTpUIATENBHON 0OpaTHOM cBsI3M aHTHOTEeH3MHA Il Ha cexpenuio pe-
HHMHA MPUBOJHUT K MOBBINIEHHIO aKTUBHOCTH peHHHA B masme (APII). [Toseimenue APII mpuBomuT K
HOBBILIEHHIO aHrnoTensuHa II B mnasme. HecMOTps Ha 9T MOBBINICHUS, AaHTUTUIICPTEH3HBHAS AKTHB-
HOCTb ¥ MOJABJICHHE KOHUEHTPAIMH IIa3MEHHOIO aIbJJOCTEPOHA COXPAHSIOTCS, YTO YKa3biBaeT Ha 3¢-
¢extuBHyIO 610Kany penentopa anruorensuHa Il. Ilocne ormens nosaprana, 3uayenus APIT 1 anrvo-
TeH3uHa Il magany B TeueHune Tpex JHEH K0 3HaYEHHUH Ha HCXOJHOM YPOBHE.

1 nosapraH, ¥ €ro OCHOBHOW aKTHUBHBIM METa0ONHT HMEIOT HAMHOrO GOJIBLIEE CPOACTBO K PELIENTOPY
AT, ueMm k penentopy AT,. AxTuBHbIH MeTabomuT B 10-40 pa3 akTHBHee J03apTaHa ¢ IEPECYETOM IO
Macce.

B uccnenoBanuy, crielyanbHO MpeHA3HAYEHHOM JUIS OIIEHKH YacTOTHI KAIlls Y AlUeHTOB, MONyYaB-
IIMX JIO38pTaH, 10 CPABHEHHUIO ¢ MalMEHTaMH, [OTy4aBIIMMK UHrHOHTOpE! AII®, yacToTa Kamus, co-
obmaeMas MalMEHTaMH, IOMYYaBIIEMHU JIO3apTaH WM THIPOXJIOPTHA3UA, Oblna CXOZHOM U GbUia 3Ha-
YUTEIbHO MEHBILE, YEM Y IIAMEHTOB, MoTy4YaBmux uHrubutop AII®. Kpome Toro, npu obmem anaii-
3¢ 16 ABOMHBIX CIENBIX KIUHUYIECKHX HCCIeR0oBaHul y 4131 nanueHTOB YacTOTa CIIOHTAHHBIX COODIIe-
HHH O Kauuie y NalkueHToB, I0JIy4aBLIIMX JI03apTaH, 6bu1a cxonHo# (3,1%) ¢ TakoBO! Y NaIHEHTOB, I10-
nmydaBmMx 1ane6o (2,6%) wnu ruapoxnoptaasun (4,1 %), Toroa KaK 4acToTa IIPU IpUeMe UHIHOHTO-
poB AII® cocrauna 8,8%.

Y nmauueHToB ¢ HeAMaGeTHUECKOH TMIEPTEH3HEeH C MPOTEeHHYPHEeH MCNONb30BAHME JI03apTaHa 3HAYH-
TENbHO CHIDKAET IPOTEUHYPHIO, GPAKIMOHHYIO 3KCKpeluio ansbymuna u IgG. Jlosapran nomnepxusa-
€T CKOPOCTh KIyOOUKOBOH (unbTpamuy u yMeHbIIaeT dpakiuio Gpunbrpanun. Kak npasuio, no3apran
BBI3BIBACT CHIKEHHE COJIEPIKAHUS MOYEBOHM KHCIIOTH B CBIBOPOTKE (006ruHO <0,4 Mr / 1), KOTOpas co-
XpaHAETCs IPYU XPOHUYECKOH Tepanum.

JlosapTan He BIUSET HAa BET€TATHUBHEIE pedIekChl U HE OKa3bIBaeT yCTOWYMBOro 3d¢ekTa Ha HOpape-
HaJIMH B IJIa3Me.

Y ManMeHToB ¢ HEJOCTAaTOYHOCTHIO JIEBOTO JKEIyJO04YKa O35l JiozapraHa 25 Mr u 50 Mr IpHBOIMIH K
TIOJIOXKUTENIBHBIM [EMOJIMHAMUYECKUM U HEHpPOrOpMOHANBHBIM 3 deKTaM, XapakTepu3yrommuMcs YBe-
JIMYCHUEM CEPIECYHOrO MHIEKCA H CHH)KEHHEM JABIICHHS JIETOYHOTO KANUJUISPHOTO KIIMHA, CHCTEMHOTO
COCYAHCTOTO CONPOTHUBIICHUS, CPEIHETO CHCTEMHOTO apTEPHAIBHOIO HaBICHUS W YaCTOTH CEpAEYHBIX
COKpaILCHHH, 8 TAKXE K CHIDKEHHIO YPOBHS LUPKYIHPYIOIIEro albI0CTEpOHa U HOpINHHeDpHHA COOT-
BETCTBEHHO.

Bo3sHuKkHOBEHHE TUNEPTEH3HU OBUIO JO303aBUCHMEIM Y IIALIMEHTOB C CEPACYHOM HEIOCTATOUHOCTHIO.
Hcecneoosanus eunepmensuu

B KOHTpONUPYEMBIX KIHHHYECKHX HCCIAEHOBAHMAX IPHEM JI03apTaHa OHH pa3 B CyTKH NAHHEHTAMH C
JIETKOM HJIM YMEPEHHOM 3CCEHLIUATIBHOM TUNepTeH3UeH o0eceynBall CTAaTHCTHYECKH 3HAUNMOE CHIDKE-
HHE CHCTOJIHYECKOrO U JAMACTOJMYECKOTO apTEPHAILHOTO JaBieHMA. V3aMepeHHe apTepHanbHOrO JaB-
neHus Yepe3 24 yaca Mociie pHeEMa J03bl OTHOCUTENBHO 5 — 6 9acoB mocie pHeMa 035l JEMOHCTPH-
pOBallM CHIXXCHHE apTepHalbHOTO JABJICHUS B TEYEHHE 24 4acOB; €CTECTBEHHBIN CYTOYHBIH PHTM CO-
xpansuicst. CHIKeHHE apTepHanbHOTrO NaBJIEHHs B KOHIIE MHTepBala MEX/Ay MPHEMaMH 03 TperapaTa
coctaBisiio 70 — 80 % ot adpexra, Habmronaemoro yepes 5-6 4acoB nocne NprueMa J035l IPenapara.
OrmeHa s103apTaHa y MAalMeHTOB C THIIEPTEH3HER He IIPHBOAMIA K PE3KOMy TIOBBINIEHHIO apTEPHAIHHO-
ro jfasjieHus (CHHOPOM pukomera). HecMOTps Ha BBIpaK€HHOE CHHXKEHHE apTEpHANBHOIO NAaBICHHA,
JI03apTaH HE OKA3bIBAN KIMHMYECKH 3HAYMMBIX 3G ()EKTOB Ha JaCTOTY CepOEUHBIX COKPAIICHHMIA.
JlozapTan onrHaKoBo 3 QeKTUBEH Y MyXXUYHH U JKEHIIUH, a TaKkxke y 6oyee MOIoabIX (10 65 neT) u mmo-
KWJIBIX THIIEPTEH3UBHBIX IAIUECHTOB.

Hccneoosanue LIFE
Hccnenoranue LIFE (Losartan Intervention For Endpoint Redu t'qn‘lanyp“ rtensmn) SIBJISTIOCH PaHJIO-
MU3HPOBAHHBIM, TPOHHBIM CJIEIIBIM, aKTHBHO- KOHTpOHI/IpyeMBM HCCJ’IeIIOBaHHCM actueM 9193 ru-

]
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Boro enynouka. [Tanuents! GBUTM PaHIOMH3MPOBAHBI HA IOJTyUcHHe
wix 1 pa3 B cyTku areHonona 50 mr. Ecau neneBoe aprepuanpHoe nasnenue (< 140/90 MM pr. cT.) He
OBUIO NOCTHTHYTO, CHavana fpobasisics ruapoxiaopruasun (12,5 mr) u, ecnu TpeGoBaioch, 3aTeM yBe-
JIAYABAIH 03y Jio3apTaHa WK aTeHosona 1o 100 Mr oauH pa3 B cyTku. [Ipyrue aHTHTHNEPTEH3UBHEIE
npenapartsl, 3a HCKmodeHHeM HHruburopoB AIID, anrtaronucros aunrmorensuHa II wmm Gera-
610KaTOphI HO0GABIIIACH HPH HEOOXOAMMOCTH O JOCTHKEHHUS IIEIEBOrO apTEPHATHHOIO 3HAUCHHSL.
Cpenusisa IpoJOKUTENFHOCTH NOCIIEAYIONIEro HaboxeHus cocTtasmia 4,8 roza.

[lepBUYHO# KOHEYHOH TOUKOH SABNANACH COCTABHAS KOHEYHAS TOYKA CEPUEYHO-COCYAMCTHIX 3a00i1eBa-
HUH ¥ CMEPTH I10 IPAYHUHE CEPAEIHO-COCYUCTHIX 3a00IEBaHMM 110 H3MEPEHHIO CHIDKEHHS COBOKYIIHOM
YaCTOTHI CEPAEYHO-COCYUCTRIX CMEPTEH, HHCYNIBTA U MHbAapKTa MHOKApAa. APTEpPHAILHOE JaBICHHE
6BUIO 3HAYUTENBHO CHIDKEHO O CXOXKUX YPOBHEH B 3THX JBYX rpynmax. Tepamus JI03apTaHOM NPHBO-
AWJa K CHHDKEHHIO prcka Ha 13,0 % (p=0,021, 95 % nosepurenshsit unrepsan 0,77-0,98), no cpapHe-
HHUIO C aTEHOJIOJIOM I IalHeHTOB, JOCTUIIMX NIEPBUYHOM COCTaBHOM KOHEYHOM TOYKH. DTO HpOHC-
XOIUIIO NPEUMYIIECTBEHHO 3a CYET COKPAUICHHs YacTOThl HHCYNbTa. Tepamnus JI03apTaHOM HMPHUBOIHMIA
K CHIDKEHHIO PHCKa MHCYJbTa Ha 25 %, 10 cpaBHEHHMIO ¢ aTeHon0moM (p=0,001, 95 % moBepHTETBHbI
untepsan 0,63-0,89). OTCyTCTBOBAIM 3HAYMTENBHBIE PA3IIHIHs YACTOTH! CEPAETHO-COCYTUCTOH CMEpPTH
¥ MHGDApPKTa MHOKap/a MeXAy IPYIIaMy TEPaIliH.

Heoiinas broxada penun-aneuomern3unogoi cucmemot (PAAC)

JlBa XpYIHBIX pPaHNOMH3MPOBAaHHBIX KOHTpoNMpyeMmblx uccienoBanus (ONTARGET (Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial) 1 VA NEPHRON-D (The Veterans
Affairs Nephropathy in Diabetes) m3yumim ucnonssoBanume unru6utopoB AIID B xomGuHA#H C
6JI0KaTOpaMy pelenTopoB aHrHnoTeH3uHa I1.

Hccneposanne ONTARGET 6BU10 mpoBesieHO C ydacTHeM NAMEHTOB, CTPANAIONIEX CEPAEIHO-
COCYAMCTHIMHU 3a00JIEBaHUAMHE U 3a00JI€BaHUAMHU COCYOB TONIOBHOTO MO3Ta, HJIH CaXapHbIM THaGeToM
Il tvna, compoBOXIaBIIMXCSA NPH3HAKAMH IOBPEXIEHHS OpraHoB - muineneil. VA NEPHRON-D
HcCie[0BaHKe OBLIO MPOBENECHO C YYaCTHEM HAlHEHTOB, CTPAJAIONIMX CaXapHEIM OHA0ETOM 2 THIA U
nuabeTHyeckoit HedporaTueii.

[lo cpaBHEHHIO C MOHOTEpAMUEH 3TH HCCIEOBAHHS He TOKA3aIH 3HAYMMOTO MOI0KUTENBHOTO BIUIHUS
Ha QYHKLMM [OYEK W/HIM HCXOM CepAEYHO-COCYMUCTBIX 3a00NeBaHUi U CMEPTHOCTB, B TO BPEMS KaK
Ha0ofaNCA MOBBINICHHBIM pHCK THICPKATHEMHH, OCTPOH MOYEYHOH HENOCTATOMHOCTH H/HIH
THIIOTOHHMH. B CBsi3u ¢ aHAOrnyHpIME (apMakOAMHAMHYECKUMH CBOMCTBAMH 3TH PE3YIBTATH UMEIOT
oTHomeHue U K npyruM HAII®D u 610kaTopam penentopoB anruoTeH3una II.

Hostomy HAII® u 6nokaTopel pENENTOPOB AaHTHOTECH3MHA Il HE JOMKHEL OJHOBPEMEHHO
HCIIOIB30BATLECA Y OONBHBIX MHabeTHIeCKON HedpomaTuei.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
HCClIeNoBaHHE OBUIO IPE/HA3HAYEHO JUIS BBIABJICHHS NPEHMYIIECTB NODABNEHMS ATHCKEpeHa K
craHfapTHo# Tepamun MAIIQ umu k 6nokaTopaM penenTopoB aHrvoTeH3uHa Il y manueHTOB C
caxapHbIM AuaberoM Il THra, XpOHHYECKOH IOYEUHON HEZOCTATOYHOCTHIO, CEPAEYHO-COCYAHCTHIMHU
3abosneBanmsiMi.  Mccnenosanue GBUIO  IPEKpalleHO JOCPOYHO U3-32  IOBBIIIEHHOTO —PHCKA
HEOJaronpUsTHBIX HCXOHOB. WHCYIBT M CMEPTHOCT OT CEpAEYHO-COCYNMCTHIX 3ab0JIeBaHMi
HaOJMIONAIKCH Yallle B IPYIIIE NAMEeHTOB, IPHHAMABIINX AJIMCKUPEH, YeM B IPyIIIe mwiane6o. Takxke B
rpynne, NpPUHUMABINEH alHCKUPEH 4Yamle HaOMOAaNuCh HeXenaTelNbHbe MMOOOYHBEIE pPeaKiuH
(runepKanueMus, THIIOTEH3Us, IoYeuHas TUChYHKIHS).

['mapoxmopTHa3zug

['MOpoXyI0poTHAsHN - THA3HIHBI OMYpeTHK. MeXaHu3M aHTMIHMIIEPTEH3UBHOTO NEMCTBAS THASHIHBIX
JUYPETUKOB YCTAHOBIIECH HE MOMHOCTHIO. THa3K/bI BIMAIOT HA MEXaHU3MbI peaGCcopOIuu SIEKTPOITHTA B
IMOYCYHBIX KaHAJIbIAX, HEMOCPECACTBCHHO YBCIIMYNBAA BRIBCICHUE HaTpust ¥ XJIopua IpUMEPHO B OKBH-
BaJICHTHBIX KOJIMYecTBaX. MoOYeroHHoe IIePICTBHe THIPOXJIOPTHA3HU ] k,.6ycn0}3neHo YMCHBIICHHEM 00%5-
€Ma IU1a3Mbl, IMOBBIIICHUEM aKTHBHOCTHU PCHMHA B ILIa3MeE H ‘}ZBE‘ _eHHeMJtCQKPGI{HH aATbAOCTEPOHA, C
MMOCJICAYIOIIHUM YBEJIUYCHUEM IIOTEPU Kallud U 6nKap60HaTa &{MO‘—IC ¥ CHIDKECHHEM z{epmannx Kajligui B

CBIBOPOTKE. Caa3b PEHUH-AJILAOCTEPOHA OIIOCPEAYETCH aHPHdTeHBHHOM u ‘y},YHOBTOME \COBMCCTHOC BBE-
'@/Tp 14u317 |
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JACHUC aHTaroHucCTa peUeIiTOpa aHIT'HOTCH3HHA II umeer TCHI[CHIIHIO
CBA3aHHOrO C THa3SMIHBIMU DUYPCTUKAMH.

Iocne mepopallbHOr0 MPHUMEHEHHS AMYpPE3 HAaUMHACTCS B TEUYCHHE 2 YaCOB, JOCTUTAET MHUKa HPHMEPHO
yepe3 4 yaca ¥ JyMTCA 0KOJo 6-12 yacos.
AHTHTHIIEpTeH3UBHBIH 3 dekT coxpaHseTcs 1o 24 Jacos.

HemenanoMHBIA pak k0. Ha OCHOBaHMM MMEIOIIUXCS JaHHBIX SIHIEMHOIOTHYECKUX HCCIEN0BaHMH,
HabmoaeTcs KyMyJITHBHAs [J0303aBHCHMas CBA3b Mexay ruapoxiopruasugom 1 HMPK. Oxso uc-
CJICIOBAHUE BKIIIOYANIO TOMYJIALHIO, COCTOANYIO M3 71 533 ciryyaeB 6a3aIbHOKIIETOYHON KApIMHOMEI H
8 629 ciyyaeB MJIOCKOKIETOYHOTO paka cooTBeTCTBYOmMX 1 430 833 u 172 462 KOHTPOIBHEIM IPyI-
naM HaceJICHH!, COOTBETCTBEHHO. MICTIoIb30BanKe BEICOKHUX J103 FHAPOXJIOpTHAa3Ka (KyMyIATHBHO >50
000 mr) 6eut0 cBA3aHO co ckoppekTupoBaHHEM OR B 1,29 (95% CI: 1,23-1,35) mns 6a3albHOKIETOY-
HOW KapuuHoMsl ¥ 3,98 (95% CI: 3,68-4,31) mia mnockokietodnoro paka. Yerkas B3aHMOCBA3b J03a-
oTBeT Habirofanach Kaxk Ui 6a3albHOKIECTOUHON KapLMHOMEI, TaK M VIS IUIOCKOKJIETOYHOTO paka.
Hpyroe uccienosanue nNoKa3ano BO3MOXHYIO CBI3b Mex Ay pakoM ry6er (SCC) u Bosneiictenem HCTZ:
633 ciry4das paka ry6sl ObIH cOOCTaBNIEHBI ¢ 63 067 KOHTPOJIBLHBIMU IPYIIIIAMHU HACETEHHUS, HCIIONB3YS
CTPaTeruio BHIOOPKH ¢ y4eTOM pucka. KyMyJsATHBHas 3aBHCHMOCTB [03a-OTBET ObLIa IPOAEMOHCTPH-
poBaHa Co CKOppeKTHpoBaHHBIM 3HaueHHeM OR 2,1 (95% CI: 1,7-2,6), ysenmuuuaromumcs no OR 3,9
(3,0-4,9) nns BBICOKOH KyMynasSTHBHOM 103bI (~ 25 000 mr) u OR 7,7 (5,7-10,5) ana camoii BEICOKOI Ky-
MynATABHOHI 1036l (~ 100 000 Mr) (cM. Takxe pasgen 4.4).

5.2 ®@apmakokHHeTH4YEeCKHE CBOiCTBA
Abcopbrys

Jlosapman

Ilocie mprema BHYTPh s103apTaH ObICTPO BCAcCHIBACTCA W MeTaGONM3HpYeTcss NpH "TIEpBOM
IPOXOXIeHHU", 00pa3ysl aKTHBHBIM KapOOKCUIBHBINH MeTaGOMUT U IpyrHe HEaKTHBHBIE METaOOJHTEL
CucremMHas OMOZOCTYNHOCTH TaGNETOK JI03apTaHa COCTaBlseT NpHOMM3UTENbHO 33 %. CpelHHe
IUKOBBIE KOHIEHTPAIIMH JI03apTaHa U €ro akTUBHOTO MeTaboJnTa JOCTUTAlOTCS yepes | yac u 3-4 yaca
COOTBETCTBEHHO. He OBUIO KIMHHYECKH 3HAYMMOTO BIHSHHSA Ha OPOGHIb KOHLUEHTPAWH B IUIa3Me
JI03apTaHa, Kora IIpenapaT IPUMEHSUIH CO CTaHIapTU3HPOBAHHOMN MHIIEH.

Pacnpenenenue

Jlozapman

JlosapTan ¥ €ro akTHBHBIN METAO0OMMT Ha > 99 % CBA3BIBAIOTCS ¢ GeNKaMu I1J1a3Mbl, IPEUMYIIECTBEHHO
aneOymuHoM. OGbeM pacnpeneneHus jo3apTaHa cocTaBnser 34 mutpa. MccnenoBanus Ha Kphicax
IIOKa3bIBAIOT, YTO JIO3apTaH IUIOXO IPOHHKAET Yepe3 reMaTosHIedanndeckuii Gapsep WM BoOOLIE HE
IPOHUKAET.

T'uopoxnopmuasuo

I'uapoxmopTHasu NPOHUKAET Yepe3 MIAaHeHTapHbIH, HO He reMaTosHuedannuecknii 6apbep, MPOHHUKA-
€T B IPYyAHOE MOJIOKO.

buotpanchopmanus

Jloszapman

Oxono 14 % BBeNCHHOH BHYTPHBEHHO HIIM IEPOPAIBHO JO3BI J03apTaHa Mmpeobpa3yeTcss B aKTHBHEII
Metabonut. Ilocne mepopalbHOro W BHYTPMBEHHOTO BBEIEHHMS MEYCHHOTO M30TOMOM .*C n03apTaHa
Kaus paJroaKTUBHOCTb, UUPKYIHPYIOas B IIa3Me, IPEMMYyIIECTBEHHO HPHITHCHIBACTCS J103apTaHy U
€ro aKTHBHOMY MeTabonuty. MuHuMansHOe Mpeobpa3oBaHue N103apTaHa B €r0 aKTHBHEIH MeTaboIHT
HaOJIFOAJIOCh IIPUMEPHO Y OJTHOTO MPOIEHTA UCCIIEIYEMBIX JIHII.
B nmomonHeHue k akTHBHOMY MeTabonuTy 00pa3yroTcs HeaKTJ/IBHBIH i "eTa60‘_m‘1>1 B TOM YHCIE [Ba
OCHOBHBIX MeTabonurta, 00pa3oBaHHBIX rnnpoxcunnpa"aHneM 6OKOBOM \ueml b6ytuna u
HEe3HAaYUTEeIbHBIM METab0INTOM, INIIOKYpOoHHIOM N-2 TeTpasoia.

BriBenieHne
Jlozapman
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Pocnyéu:
ITna3MeHHBIN KJIMPEHC JI03apTaHa W €ro aKTHBHOro MeTaboiuTa cocm““x\jﬁigif}{y ARLLLE
50 Mi/MUH COOTBETCTBEHHO. [louedHbIl KMpeHe 103apTaHa U €r0 aKTUBHOI'O METab0JIUTa COCTaBIISIET
0K0JI0 74 Mi/MHUH U 26 MJII/MUH COOTBETCTBEHHO. IIpu nmpueme nosaprana BHyTphs NpuMepHO 4 % 10361
BBIBOAHUTCA C MOUYOH B HEU3MEHEHHOM BHUZE M OKOJIO 6 % J03bI BEIBOOUTCS C MOYOH B BHJIE aKTHBHOIO
Mmerabonura. PapMakOKHHETHKA J103apTaHa H €r0 aKTUBHOTO MeETabOoNMTa SBISETCS JHMHEHHOH C
IIepopaibHBIMU JI03aMH JI03apTaHa Kanus 1o 200 mr.
[Tocme mpuema BHYTph IJIa3MEHHBlE KOHIIEHTpAllMH JI03apTaHa M €ro akTUBHOro MerabonuTa
CHHKAIOTCS TTOJIMAKCIIOHEHIUANBHO ¢ TEPMHHAIBHBIM NIEPHOJIOM IOJTYBBIBEACHUS OKOJIO 2 4acoB U 6-
9 gacoB coorBercTBeHHO. [Ipn mpueme 100 Mr omuH pa3 B CYTKHM HM JIO3apTaH, HH €ro aKTHBHBIH
MeTabOoJTHT He HAKAIUTHBAIOTCA B [J1a3M€ B 3HAYMTENBHOMN CTENEHH.
BriBenenne no3apraHa v ero MeTaboIMTOB OCYMICCTBIIETCS ¢ JKeT9pio U ¢ Mouoi. Ilocne mpuema me-
POPATHLHOM JO3BI MAPKHPOBAHHOTO M30TOMOM ''C JI03apTaHa y YeToBeKa IPUMEPHO 35 % NO3BI Paguo-
aKTUBHOCTHM BOCCTAaHABJIMBAETCA B Mode U 58 % — B KaJie y B3pOCIIBIX TALIUEHTOB.
TI'uopoxnopmuazuo
['mppoxnopotraszuy He MeTaboIM3NpyeTCs, a OBICTPO BHIBOAUTCS MoukaMu. [Ipu coxpaHeHun ypoBHEH
B IUIa3M€ B T€UEHHE KaK MUHUMYM 24 4acoB IIEPUOJ MOTYBBIBECHUS Konebancs B mpenenax ot 5,6 1o
14,8 gacos. Ilo menbiiei Mepe 61% nepopalibHO# 03I BRIBOJUTCS 0€3 U3MeHeHuil B Teyenne 24 ya-
COB.
XapaKTepPUCTUKH Y TAIUEHTOB
Jlozapman u 2udpoxnopmuasuo
[Ina3mMeHHBIE KOHIICHTPALUH JIO3apTaHa U €ro akKTHBHOTO MeTaboIuTa U abcopOLus THAPOXIOPTHA3HAA
y TIOXMIIBIX JIFOJEH C apTepHalbHON THMIEPTEH3UCH CYIIECTBEHHO HE OTJIMYAINCH OT TAKOBHIX Y MOJIO-
IBIX NAlHeHTOB MY>KCKOTO II0JIa C THIIEPTEH3HEH.
Jlozapman
Ilocne nepopanbHOro MpHeMa y MallMeHTOB C AJIKOTOJIBHBIM LHUPPO30M IIEUEeHH JIETKOH-YMEPEHHOMN CTe-
TIIEHH KOHIEHTpalMsA JI03apTaHa U €ro akTUBHOrO MeTabonuTa B ma3Me Obula B 5 pas u B 1,7 pasa BbI-
1€, YEM Y MOJIOJBIX JOOPOBOJIBIIEB-MY)KUHH.
dapmakoKMHETHYECKHE HCceqoBaHus Tokaszany, 9yto AUC no3apraHa y 3M0pOBEIX MYXXYHH SIIOHLIEB U
He fANOHIEB He oTyiMgaercs. TeM He MeHee, AUC MeTabonuta kap6ouoBoi kuciots! (E-3174), mo-
BHIUMOMY, OTJIMYAETCs] MEXY ABYMs I'PyIIIaMH, IIPH 3TOM Y SIOHIIEB IpUMeEPHO Ha 1,5 pasa BeIe,
9eM y He AnoHIeB. KiHuueckoe 3HaueHHe 3TUX Pe3yJIbTaTOB HEM3BECTHO.
Hu nosapTaH, HY €ro aKTUBHBIN META0OIUT HE MOTYT OBITh YAAJIEHBI TEMOIHATH3OM.

5.3 [laHHble JOKJIHHHYECKOH 0€e30MacHOCTH

JIOKIMHIYECKHUE NaHHBIE HE ITOKA3bIBAIOT 0c000 ONACHOCTH A JIFOAEH Ha OCHOBE OOBIYHEIX HCCIIEN0-
BaHHUH o0me#l GpapMaKoIOriHy, TeHOTOKCHYHOCTH M KaHIIEPOTEHHOrO IMOTeHIMana. TokcHaecKuil moTeH-
npan KOMOHHAIMHU J103apTaH/THAPOXIIOPTHA3HIA OLEHUBATIM B HUCCIICAOBAHUAX XPOHHYECKOM TOKCHY-
HOCTH IPOJOJIKMTENBEHOCTBIO 10 MIECTH MECAIIEB y KpPBIC M cobaK mocye MepopajibHOTO BBeAeHH. M3-
MEHEHMs, HaOIIOJaBIIMECS B 3THX HCCIEAOBAaHMAX ¢ KOMOMHaIMe, ObUIM B OCHOBHOM OOYCIIOBIIEHEI
n03apTaHoM. BBeneHme KOMOMHAIMHE Jlo3apTaHa C THAPOXJIOPTHA3UAOM HPHBOAMIO K YMEHBIICHHIO
YPOBHEH KpPacHBIX KPOBSHBIX KJIETOK (3pHTPOLMTOB, T€MOIIO0NHA, reMaTOKPUTA), YBEIHYECHHUIO MOYeE-
BUHBEI-N B CHIBOPOTKE, CHH)KEHHMIO Macchl cepaua (6e3 HCTOIOTHUeCKOr0 KOppENITa) M XKEIyA09HO-
KHIIEYHBIM M3MEHEHUM (IIOPAXKEHHUS CITH3UCTOH 060/I04KH, SA3BBI, 3p03uH, KpoBousnusHus). He 3ape-
TUPCTPUPOBAHO I0KA3aTENBCTB TEPATOTEHHOCTH Y KPBIC HIIH KPOJIMKOB, IOJIy4aBIIMX KOMOMHAILIMIO JIO-
3apTaH/TUAPOXIOpTHasu/. TOKCHYHOCTD I/ IUI0Ja KPBIC, O YeM CBHIETENLCTBYET HEGOMBINOE yBENH-
yeHue 30bITOYHBIX pedep B rene F1, Habmomanace, Korna caMkaM Tpenapar BBOAWICS 0 K BO BpeMs
OepemennocTd. Kak oTMEUasioch B UCCIENOBaHHUSAX C JI032pPTaHOM, He6naronmeHHe s dexTh MA
IJIOZIa ¥ HOBOPOXIEHHEIX, BKIIIOYas MOYEYHYI0 TOKCHYHOCTH H, ! koﬁa,j Ha6mo)1annc1, Korza
OepeMeHHble KPBICHI MOMyYald KOMOUHALIHIO no3apTaH/mzxpox’ YPTHAZUI BO BPE «no{gmen recTaluu
V/VMJTH TaKTaIyy. :

6. ©®APMAIEBTUYECKHE CBOVICTBA
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6.1 IlepeueHb BCIIOMOraTeJbHBIX BEIECTB
BcrnioMoraTeNbHbIE MHTPEAUEHTRl: KpaXxMan [MpeXeIaTHHUPOBAaHHBIN, 1EJUII0I03a MUKPOKpHCTaILIHYE-
CKasl, JJaKTO36I MOHOTHJIPAT, MarHHs CTeapar, runpomennosa, Makporoa 4000, kpacHTellb XHHOIMHOBEIH
xenteii (E104), Turana nuoxcun (E171), tansk.

6.2 HecoBMecTHMOCTD
He nmpumerumo.

6.3 Cpok rogaoctu
5 ner

6.4 Ocobble Mepbl NPEIOCTOPOKHOCTH IIPH XPAHEHHH
He tpebyeT 0coOBIX YCIIOBHH XpaHECHHUS.
XpaHuTH B HEAOCTYITHOM [UIs IETER MecCTe.

6.5 XapaxTep H cogep:kaHMe NEPBUYHON yNIaKOBKHU

7 tabnerok B Ommucrepe (IIBX/TIBAX mieHka u amoMuuuenas ¢onbra). 4 Oamcrepa ¢ JIUCTKOM-
BKJIa/IBIIIEM B KAPTOHHOM IayKe.

14 tabnerok B 6micrepe (IIBX/TIBAX nnenka u amoMuHueBas ¢oinbra). 2 uny 4 6aucrepa ¢ JUCTKOM-
BKJIABIIIEM B KAPTOHHOM IAYKe.

10 tabnerok B 6nuctepe (IIBX/TIBJIX menka u amoMuHueBas ¢onbra). 3 win 6 6IHCTEPOB C JIHCT-
KOM-BKJIJIBIIIEM B KAPTOHHOM Madke.

6.6  Ocobble MepBbI NPEAOCTOPOKHOCTH NPH YHHYTOXKEHHH HCII0/IHb30BAHHOTO JIEKAPCTBEHHOT0
npenapaTta HJIH 0TXOA0B, MOJYYEeHHBIX IOCJI¢ NPHMEHEHNs JIeKADCTBEHHOr0 Mpenapara WM pa-
00TBbI C HUM.

HeTt ocoOb1x TpeOoBaHMH K YTUIH3ALIHH.

Becp ocraBmuiics JIeKapCTBEHHEBIHM IpemapaT U OTXOIBI CIIEAYeT YHUUTOXHUTE B YCTAHOBJIEHHOM IMOPAA-
Ke.

6.7. YcaoBus oTmycka
ITo peuenty Bpaua

7.  AEPKATEJIb PETUCTPAHMOHHOI'O YAJOCTOBEPEHUS

KPKA pn.1., HoBo mecto, IlImapremixka 1iecta 6, 8501 Hoo mecto, CrroBeHus
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