COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 16.04 2024 N 7529

OBLIASI XAPAKTEPHCTHKA JEKAPCTBEHIROrO TPERAPATA *7 02!

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
Curarmuntud JIx, 25 mr, TabJIeTKH, IMOKPHITHIE IFIEHOYHON 0007I0YKOH
Curarmuntus Ik, 50 mMr, TabeTKH, MOKPHITHIC IJICHOYHONH 0007I0YKOH

Curarmuntus Jx, 100 Mr, TabIeTKH, TOKPHITHIE TNIEHOYHOH 000JI0YKOM

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB
JleiicTByOIIEE BEIIECTBO: CUTATIUIITHH.

Curarnmuorud JIx, 25 Mr, TabJIeTKU, HOKPHITHIE INIEHOYHOM 000J104YKON

Kaxxnast Tabnerka, MpoKphITast IIIEHOYHOM 000109K0M, conepxkut 32,125 mr curarnuntruna
dbocdara moHoruapara (3KBUBAICHTHO 25 MI' CUTATIUIITHHA).

Curarmuorud JIx, 50 Mr, TabJeTKH, HOKPHITHIE INIEHOYHOH 000JI0YKON

Kaxxnast Tabnerka, MpOKphITast INICHOYHOU 000I0YKOM, conepkut 64,250 Mr cutariumnTrHa
docdara MmoHOTHApPaATA (SKBUBAICHTHO 50 MI' CHTATJIUIITHHA).

Curarmuorud JIx, 100 Mr, TabJIeTKH, HOKPBITHIE ILIEHOYHON 000JI0YKON

Kaxxnas Tabnerka, mpoKpbITas IICHOUYHOH 00010uKoH, conepxuT 128,500 Mr cutarnmuntuaa
¢dochara mororuapara (3kBuBaeHTHO 100 MI CUTArIUIITHHA).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIEC TNIEHOYHONW 000TOUKOM!.

CuranmnoTud [k, 25 Mr, TabJIEeTKH, TOKPBITHIE INICHOYHOM 000JI0UKOM

Kpyrible ABOSKOBBIMYKIbIE TAaOJIETKH, MOKPHITHIE IJIEHOYHOW OO0OJOYKOM pPO30BOrO IIBETA,
TJIaJKue ¢ 00X CTOPOH.

Curarmmnorud [, 50 mr, TabJIeTKH, MOKPBITHIE INIEHOYHOW 000JI0YKOH

Kpyrible N1BOSKOBBINYKIIbIE TaOJIETKU, MOKPBHITHIE IJIEHOYHOM 000J0YKOM CBETI0-0€KEBOr0O
I[BETA, TJIaJIKUE C 00X CTOPOH.

Curarmuorud JIx, 100 Mr, TaOJIeTKH, HOKPHITHIE INIEHOYHOM 000JI0YKON

Kpyrible BOSKOBBINYKIIbIE TaOJIETKHU, MOKPBITHIE IJIEHOYHOM 000JI04KOi OeXeBOoro IBeTa,

TJIaJIKUE C 00X CTOPOH.
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4. KINMHUYECKUE JAHHBIE
4.1 Iloxazanusi K NpUMEHEHUIO
[Tpenapat CutarnunTuH [k oka3aH K IPUMEHEHHIO Y B3POCIIBIX HALIMEHTOB C CaXapHbIM
nuaberom 2 tuna (C2) mis ynydieHus MNIMKEMAYECKOT0 KOHTPOJIS:

MoHoTepanus:

B KQYCCTBC JOIIOJJHCHHUA K JUCTC U (bHSH‘IeCKI/IM Harpyskam.

KOM6I/IHI/IDOBaHHaﬂ Tepanus C.

* Mem@opmMuHoM B KadyeCTBE CTapTOBOM TepamuM WM, KOTJa Jueta u (usndeckas Harpyska B
COYETAaHUM C MOHOTEpANNel OJHIM U3 MIEPEUUCIICHHBIX IPENapaToB HE IPUBOJIAT K aZICKBATHOMY
TJIMKEMUYECKOMY KOHTPOJIIO.

* NPOU3BOOHBIMU CYIbPOHUIMOYESUHbI, KOTIA TUeTa U (pru3ndeckas Harpy3ka B COYETaHHUHU C
MOHOTEpanuell OJHMUM W3 TMEPEYUCICHHBIX NpEenaparoB HE NPUBOIAT K aJeKBaTHOMY
TJIMKEMUYECKOMY KOHTPOJIIO,

* aeonucmamu PPAR-y (muasonuounouonamu), Korga nuera U (QU3UYECKUE YIPAKHEHHS B
COYETAaHWU C MOHOTEpamnueil OJHMM U3 MEPEUUCICHHBIX IIPEernapaToB HE O00eCIeYnBaOT
aJIeKBaTHOT'O TJIMKEMUYECKOTO KOHTPOJIS.

* Mem@OpMUHOM U NPOU3BOOHBIMU CYIbEHOHUIMOUEBUHbI, KOTA TUeTa U (PU3NYecKasi Harpy3ka B
COYETAaHUM C Tepanuedl JABYMs M3 NEPEUYMCIICHHBIX NPENapaToB HE MPHUBOAAT K aJleKBATHOMY
TITUKEMUYECKOMY KOHTPOJIIO.

* mem@popmurnom u azconucmamu PPAR-y (muazoruounouonamu), xorna nuera u (pusnveckas
Harpy3ka B COYETaHWHU C Tepamueil OByMs U3 TEPEUMCIICHHBIX IPETNapaToB HE MPHUBOIAT K
a/ICKBATHOMY TJIMKEMUYECKOMY KOHTPOJIIO.

» npenapaT CurtarnuntuH JXK Takke MOKa3aH B KayeCTBE OonoHeHus K uncyauny (¢ unm 0e3
MeT(OpMHHA) B T€X CIy4asx, Koraa auera, Gu3ndeckue Harpy3ku U ctaOuibHas 71032 HHCYJIMHA
HE MPHUBOJIAT K aJIEKBATHOMY TITHKEMHYECKOMY KOHTPOJTIO.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 MPUMEHEHUSs

PexxuM 103upoBaHusd

Pexomennyemas noza npenapara Curarnmuntud Jx coctasnser 100 mr 1 pa3 B CyTKu BHYTPbH B
KayecTBE MOHOTEpanuy, WIM B KOMOMHAMH C MET(GOPMHHOM, WM IPOU3BOJAHBIMA
Cynb(hOHIIMOYEBHHBI, WK aroHucTamu PPAR v (THa3onuInHAMOHAME ), UM MHCYIUHOM (C WIH
6e3 MeTpopmMHHa), TMO0 B KOMOMHAIIUH ¢ MET(OPMHUHOM U IPOU3BOJHBIM CYIb(OHUIMOYEBUHBI,
i MethopMuHOM U aronuctamu PPAR v.

Pexum no3upoBanusi MeThopMuHa, TPOU3BOIHBIX CYIb(OHUIMOYEBUHBI U aroHucToB PPAR-y

JOJIDKCH HO,[[6I/IpaTBC$I HUCXOJAd U3 pCKOMCHIOBAHHBIX 03 IUIS 9TUX JICKAPCTBCHHBIX CPCACTB. HpI/I
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KOMOWHUpOBaHUU Tipenapara CutarauntuH /]
UHCYJIMHOM TPaJUIIMOHHO PEKOMEHIYEMYIO 103y IMPOU3BOAHOTO CYIb(OHUIMOUYEBUHBI WIH
WHCYJIMHA 1es1ecoo0pa3Ho YMEHBIIUTh JUIS CHUKEHUS pucKa pa3BUTHS
CyIb(OHUHAYIUPOBAHHOW WJIM HHCYIUH-UHIYLIUPOBAHHON TrUNOrIukeMun (cMm. pasumen 4.4
«"UnOTIIUKEMUS).

B cnyuae ecnu nanueHT npomycTui mpueM npenapara CurariunTil [k, npenapar 10J1keH ObITh
IOPUHAT KaK MOKHO OBICTpee IOC/e TOro, Kak MalUeHT BCIIOMHUT O IMPOIYLIEHHOM NpUeMe
npernapara.

Henonyctum npuém nBoiiHoi 1036l penapata CutaraunTuH /K B OMH U TOT K€ JEHb.

Oco0BbIe IPVIIILI TAIUEHTOB

Tayuenmui ¢ napywenuem ¢hynkyuu novex

BBugy HeoO0X0IMMOCTM KOpPPEKLMH J103bl MNAalMEHTaM ¢ HapylleHHeM (QYHKIHUH TOoYeK
pEKOMEH/yeTCs MpPOBOJAUTH OLEHKY (YHKIMM IOYeK [JO Hayaja JIeYeHHs IpernapaTom
CurarnuntuH /X ¥ IepuoJUYEcKy B POLIECCE JIEUCHMSL.

[Taupentam ¢ HapylieHueM (QYHKIUM TOYEK JIETKOM CTENEHH TSKECTH (pacdeTHas CKOpPOCTb
ky6oukoBoit punsTparmu (€GFR) ot >60 mn/mur/1,73 M? 1o <90 mun/mMun/1,73 M?) Koppekiun
no3bl npenapara Curarnuntul bk He TpebyeTcs.

Jis manmueHToB ¢ HapylleHHeM (QYHKIWHU Mouyek cpenHer creneHu Tsokectn (EGFR ot >45
mi/mun/1,73 M? 10 <60 mu/mun/1,73 M?) koppekiuu 10361 mpenapara Cutarnuntud JIk He
TpeOyercs.

Jlis manueHToB ¢ HapylleHHMeM (QYHKUMU mouek cpenHeil cremenu Tspkectw (eGFR ot >30
mi/mun/1,73 M? 1o <45 mn/mun/1,73 m?) nosa npenapata Curarnuntus JIx cocrapiser 50 mr 1
pa3 B CYTKH.

Jliis manueHToB ¢ HapylIeHueM (yHKIH MoueK Tsbkenol crenenu Tsokectd (EGFR ot

>15 mu/mun/1,73 M? 1o <30 mun/mun/1,73 M%) wmm ¢ TepvunansHOM cragmeii XBIT (eGFR <15
Mi/MuH/ 1,73 M?), HyXTalOIIIXCS B TEMOJINAII3E MITH TIEPUTOHEATHOM JHaJIn3e, 03a Ipernapara
Curarmuntun Jx cocrtaBiser 25 mr 1 pa3 B cyrku. Ilpemapar Curarnmuntun [k Moxer
NPUMEHSTHCS BHE 3aBUCHMOCTH OT PACIUCAHUS TPOLIEYPHI AAATH3A.

Iayuenmel ¢ napyuwienuem @yHKyuy nevenu

He Ttpebyetcst koppekmuu m03bl npenapata CurarmuntuH /X y TanueHTOB C HapylmIeHHEM
(GyHKIIMY [TeYeHH JIETKON U cpeliHel cTenenu TsbkecTu. [Ipenapat He uccieoBaics y nalleHToB
C HapylIeHneM (DYHKITUH MTEYCHHU TSDKEIOH CTETICHH TSHKECTH.

Tayuenmor noscunozo 6o3pacma

He TpeGyeTc;I KOPPCKIUU JO3bI ITperiapaTa CuTtaraunTuH I[)I( Y DA ECHTOB IMOXKUJIOTO BO3pacTa.
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Jemu
[Ipenapar He cieayeT HNpUHUMATh JETSAM M MOAPOCTKaM B Bo3pacte oT 10 mo 17 ner uz-3a
HeJoCcTaTOYHOU 3¢ (eKTUBHOCTH npenaparta. CUTATIUITHH HE M3y4alics y JETei B BO3pacTe 10
10 ner.

Cnooco0 npuMeHeHus

[TpuHMMAaIOT BHYTPb HE3aBUCUMO OT MPUEMA MUIIIH.

4.3. lIlpoTuBONOKa3aHNUs

- TUIIEPYYBCTBUTEIBHOCTh K CHUTAIJIMIITUHY WU K JIIOOOMY M3 BCIIOMOTATENIbHBIX BEIECTB,
MePEUYUCIICHHBIX B pazzene 6.1;

- TUa0eTHYECKUH KETOAINIO03;

4.4. Oco0ble yka3aHusl U Mepbl NPeI0CTOPOKHOCTH IPH NPUMEHEHUH

Hapywenue ¢pynkyuu novex

OcHOBHOM TMyTh BBIBEICHUS CUTArJIMITHHA M3 OpraHu3Ma — IMouYe4yHas HKckperus. Jlus

JOCTHIKEHUS TAKUX e TIa3MEHHBIX KOHIICHTPAIIHi, KaK U y MallMeHTOB C HOPMaJbHOU (pyHKIUEH

nouek, nanuenram ¢ EGFR <45 mu/mun/1,73 M2, a Taxke manydeHTaM ¢ TEPMUHAIBHOM CTaguei

XBII, TpeOyromeld TeMoaualii3a WIH TEPUTOHCATHHOTO Juaim3a, TpeOyeTcss IPOBOIHUTH

KOppeKInio (CHmwkeHue) Ao03el npemnapata Cutarmuntud Jx (cM. pasgen 4.2 «[lanueHTtsl ¢

HapylIeHHEeM (QYHKLUU OYEK)).

ITauxkpeamum

Boitn mosy4deHsl cooOIeHNs O pa3BUTHUU OCTPOTO MAaHKPEATUTA, BKITI0UYAs TeMOPPArnYeCKUM UiTh

HEKPOTHYECKUN C JIeTalbHBIM M 0€3 JIeTaJhbHOTO HCXOJa, Y TMAI[MEHTOB, MPUHUMAIOIINX

cuTaraunTvH (cM. pazzaen 4.8). [launeHTsl JOMKHBI ObITh TPOMH(OPMUPOBAHBI O XaPAKTEPHBIX

CHUMIITOMax OCTPOTO MMAHKPeaTUTa: CTOMKHE, CUITbHBIE 00JIU B )KUBOTE. KITMHUYECKHE MPOSBICHUS

MaHKPEAaTUTa UCUE3aIM TMOCJe MPEeKpallleHHs] IpUeMa CUTArJunTuHa. B ciydae mogo3peHust Ha

MAaHKPEaTUT HEeOOXOAMMO TMpeKpaTuTh npueM mnpenapara Cutarmuntud JIK u  Apyrux

MOTEHIIMAIBHO ONACHBIX JIEKAPCTBEHHBIX MPENapaToB.

T'unoenuxemus

[1o JaHHBIM KIIMHUYECKUX UCCIIEI0BAHUM CUTAIJIMIITHHA YACTOTa BO3HUKHOBEHUS TUIIOTJIMKEMUHN

Ipyd MOHOTEpanMM W KOMOWHUPOBAHHOM Tepamuu C TMpenaparaMd, HE BBI3BIBAIOIIUMU

TUTNOTIMKeMHIO  (MeTQOpPMHUH, MHOTIUTA30H), OblIa COMOCTaBMMa C YacTOTOH pa3BUTHS

TUTNOTIMKeMUH B rpymnmne miamne6o. Kak u B ciydyae mpuema IpYruxX THUIMIOTIUKEMUYECKUX

MpernapaToB COBMECTHO C CYIb()OHUIMOYEBMHONW WM HMHCYIMHOM, YacTOTa BO3HUKHOBEHUS

TUTOTJIMKEMUH TP TNPUMEHEHUH CUTArJMNTAHA B KOMOWHAIMM C UWHCYJIWHOM WIU

MIPOU3BOHBIMHE CYJTH(OHUIMOUYEBHHBI ObLJIA BBIIIE, YEM TIPH MpueMe miaiedo (cM. pasaen 4.8).
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CTIEPTHOMY OTUETY

C 1enplo CHUKEHMSI pUCKa Pa3BUTUSL MHCYJINH- MU CVJ‘IB(‘ITOH -MHIYITMPOBAHHOM mno JTHKEMUHU
7103y MHCYJIMHA WK TIPOU3BOTHOTO CYIb(OHIIMOYEBUHBI CICIyeT YMEHBIIUTH (CM. paszen 4.2).
Peaxyuu eunepuyscmeumenvrnocmu

B xone mocTperucTpanioHHOTO MOHUTOPHHIA MPHUMEHEHHUS CHUTArJUNTHHA OBLIM BBISBICHBI
Cephe3HBbIC PEAKLUUU TUNEPUYBCTBUTEIBHOCTH. JlaHHBIE peakUuu BKIIOYAIN aHAa(UIaKCHIO,
AQHTMOHEBPOTUYECKUH OTEK, HKC(HOIMATHBHbIE KOXXKHBIE 3a00JI€BaHUs, BKIIOYAsS CHHIPOM
CruBenca—/[>xoHcoHa. [1ockonbKy 3TH JaHHBIE ObUIM IOJY4YEHBI T0OPOBOJBHO OT MOMYJSALUU
HEOIIPEAEIIEHHOTO pa3Mepa, 4acTOTy U IPUYMHHO-CIEACTBEHHYIO CBS3b JIaHHBIX DPEAKIHUM C
Tepanuen onpeaesIuTh HEBO3MOXKHO. /[aHHbIE peakIIMi BO3HUKAIN B TEYEHHE NIEPBBIX 3 MECSLIEB
1ocjIe Havyasla JeYeHHsl CUTAarJIMITUHOM, HEKOTOpbIe HaOII0AaIMCh 110CIIe IpUeMa epBOil 103kl
npenapata. Ecnu mopo3peBaercsi pa3BUTHE PEAKLMU THIIEPUYYyBCTBUTENBHOCTH, HEOOXOAMMO
npekpaTuth npuem mnpenapara Curtarauntud /K, OLEHUTHh Jpyrue BO3MOXKHBIE HPUYHMHBI
pasBUTHS HEXeJaTelNbHON peakluM W Ha3HAuuTh JIPYTyI0 MEJUKAMEHTO3HYIO TEepaluio JUls
JICYCHMS caxapHoro auadera (cM. pasnen 4.3 u pasnen 4.8).

Ipumenenue y nuy nodcuno2o 6o3pacma

B ximHMueckux uccnenoBanusax 3(pQeKTuBHOCT U 0€30MacCHOCTh CUTAMIMITHHA Y MAallMEHTOB
HOXWIOro Bo3pacta (=65 ner, 409 nanueHTOB) ObLIM CPAaBHUMBI C 3TUMH IOKa3aTeIsIMH Y
nalueHToB Moioxke 65 ner. Koppeknuu 1036l B 3aBUCMMOCTH OT BO3pacTa He Tpelyercs.
[TauMeHThl MOXWIIOrO BO3pacTa Yalle CKJIOHHBI K Pa3BUTHIO HapylleHHs (DYHKIUHM MOYEK.
COOTBETCTBEHHO, KaK U B JIPYrUX BO3PACTHBIX TIpyIIax, HEOOXOAMMAa KOPPEKLUS J103bl Yy
NAIMEHTOB C BIPAXKEHHBIM HapyllleHneM (yHKIUH MoYek (cM. paszzaen 4.2).

Bynneznvui nemgpueouo

VY nanuentos, npuHuMaBmux JI1I1-4 nHruGUTOPHI, COOOLIATUCH TOCTPETUCTPALIMOHHBIE CITy4an
BO3HUKHOBEHHUsI Oyiie3HOTro mneM@uronga, TpeOyromero rocnurain3ainud. B cooOieHHbIX
Cy4yasix TMAalMeHThl  BBI3JOPABIWMBAIM  JHUOO OT MECTHOM, JUOO OT CHCTEMHOU
UMMYHOCyTnpeccuBHOW Tepanuu U orMmeHbl JIIII-4 unruburopa. [lanumeHTsl TOJMXKHBI OBITH
poruH(OPMUPOBAHBI 0 HEOOXOAMMOCTH COOOIIATh O PAa3BUTUU BOJABIPEN WM U3BSA3BICHUN B
xoJie neyeHus npenaparom Curtarnuntul J[x. B ciydae nono3penus Ha Oysuie3HbId neMpurons
HE00XO0UMO MPEKPATUTh NpueM npenapara Curarnuntud K 1 00paTUThCS K 1epMaTosiory Ais
JUArHOCTHKYU M Ha3HAUEHUS! COOTBETCTBYIOLIETO JICUEHHUSI.

4.5. BzaumopeiicTBue ¢ IPYriMH JIeKapCTBEHHBIMH NpenapaTaMu U Apyrue BUAbI
B3aUMO/IeiiCTBUS.

B uccrnenoBanusix mo B3auMOJEUCTBUIO C IPYTUMH JIEKAPCTBEHHBIMHU CPEICTBAMU CUTATJIMIITHH

HE OKa3bIBaJl KIIMHUYECKH 3HAUMMOro 3¢ dexra Ha papMaKOKMHETUKY CIEAYIOUINX IpernapaTos:
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MeThOPMHUHA, POCUTIIMTA30HA, TIIMOCHKIAMUMA, CHMBACTATH Bap(aprHa, 1epopaibHBIX
KOHTpanenTuBoB. OCHOBBIBASICh HA ATUX JTAHHBIX, CHTATJIUNITHH HE MHTHOUPYET H30(EPMEHTHI
CYP3A4, 2C8 miu 2C9. OCHOBBIBAsCh Ha JaHHBIX IN VItrO, CHTArTIUITHH TaKKe HE HHTHOUPYET
nzodepmentsl CYP2D6, 1A2, 2C19 u 2B6 u nHe unayuupyet nzohpepment CYP3A4.
MHoOrokpatHblii TpueM MeTGOpMHHA B KOMOWHAIIMM C CHTArJIMOTHHOM HE OKa3bIBajl
CYIIECTBEHHOTO BIMSIHHUS Ha ()apMaKOKWHETHUYECKHE ITapaMeTpbl CHTArJUNTHHA y OOJBHBIX
caxapHbIM quabeToM 2 THIa.

[To naHHBIM MOMYNIALMOHHOTO (HPaPMAKOKWHETHYECKOTO aHAIN3a OOJIBHBIX CaxapHbIM ITuabeToM
2 THma CONMYTCTBYIOWIAs TEpamusi HE OKa3blBAJlda KIMHWYECKH 3HAYMMOTO BIMSHUS Ha
(apMaKOKMHETUKY CUTArJHNTHHA. B HMCClemoBaHMM OLIGHWMBANIM DSJI MpernapaTtoB, Haubosee
YacTO UCHOJNB3YyeMbIX OOJNBHBIMH  CaxapHbIM 1guabeToM 2 THma, B TOM  YHCIE:
THIOJIITUIGMUYECKAE — Tpenapatsl  (CTaTtuHbl, (GuUOpatbl, 33eTUMHO), aHTHATPETAHTHI
(KJIoTMIOTpEN), AHTUTUIICPTEH3UBHBIC mpemnaparbl  (MHruoutopel AllD, aHTaroHUCTHI
peuenTopoB aHruoreHsuHa |l, Oera-agpeHOONIOKATOPBI, OJIOKATOPHI KAIBIUEBBIX KAHAJIOB,
THJIPOXJIOPOTHA3U), HECTEPOUIHBIC IPOTUBOBOCHIAIMTEIBHBIC TIpenaparbl  (HAIPOKCEH,
mukiIodeHak, LeleKokcub), aHTuaenpeccaHTsl (OympomuoH, (IIYOKCEeTHH, CepTpaiuH),
AHTUTUCTaMUHHBIC Tpernaparbl (IETUPU3UH), MHTHOUTOPHI IPOTOHHON IMOMIIBI (OMEpa3od,
JAHCOTIPA30J1) U penapaThl IS JICUCHUS SPEKTHILHON AUCHYHKINHU (CrieHa(wI).

beuto ormeueno Heboubmoe yBennaenue AUC (11%), a Takxke cpenaeit Cmax (18%) muroxcruna
PYA COBMECTHOM NPUMEHEHUHU C CUTATMIITUHOM. DTO YBEIMUYCHHE HE CUMUTACTCS KIMHUYECKU
3HaYMMBIM. He pekoMeHTyeTcsi i3MeHEHHe 103kl HA IMTOKCHHA, HU ipenapata Cutarmuntud Ik
IIPU COBMECTHOM UX MPUMEHEHHH.

beuto otmeueno yBenuueHne AUC u Cmax cutarnmuntuHa Ha 29% u 68%, COOTBETCTBEHHO, Y
MAIMEHTOB NPU COBMECTHOM MPUMEHEHUU Pa30Boii mepopanbHOi 10361 100 MI CUTArIUNTHHA U
pa3oBoil nmepopanbHON 70361 600 MI' HUKIOCHOPHHA, MOLUIHOIO MHTUOUTOpA P-TIMKONPOTEHHA.
Habmonaembie n3meHeHus papMaKOKHHETHUECKUX XapaKTEPUCTUK CUTATIIUIITHHA HE CIATAIOTCS
KJIMHWYECKH 3HaYNMBIMU. He pekomeHyercst u3MeHeHne 036l penapara Curarmuntud [k mpu
COBMECTHOM MPHUMEHEHHH C IUKJIOCIOPHHOM M JPYTMMH WHTHOMTOpAaMHU P-TJIIMKONPOTEHHA
(HarpuMep, KETOKOHA30JI0M).

[TommynsiOHHBI  (hapMaKOKMHETUYECKUH aHalu3 TMalMeHTOB M 30POBBIX JOOPOBOJBIICB
(N=858) Ha mmpoxwuii criekTp conyTcTByronmx npenaparoB (N=83, mpuOIM3UTEIHHO MTOJIOBHHA
U3 KOTOPBIX BBIBOJAMUTCS TMOYKAMH) HE BBISBHI KAKUX-JTHOO KIMHUYECKH 3HAYUMBIX d3()QeKxToB

9THUX BCIICCTB Ha (I)apMaKOKI/IHCTI/IKy CHUTAarJIMIITUHA.
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4.6. DepTHIBLHOCTH, 0EPEMEHHOCTDH U JIAKTAILL
bepemeHHOCTD

He mpoBoaminock KOHTPOIUPYEMBIX HCCICAOBAHHN CHTArJUNTHHA Y OEpPEMEHHBIX KEHIIWH,
CJIEIOBATENILHO, HET JaHHBIX O OE30MacHOCTH ero mnpuMeHeHHus y OepemeHHbIX. [Ipemapar
CurarmuntuH  JDK, Kak W JOpyrue IepopajbHble T'MIOINIMKEMUUYECKHUE IIpernapaThl, He
PEKOMEHIOBaH K MPUMEHEHHIO BO BpeMsl OEpEMEHHOCTH.

JlakTanms

HewnsBecTHO, BBIACISECTCS JU CHTATJIUNTHH C TPYIHBIM MOJIOKOM uernoBeka. CleaoBaTelbHO,
npenapar CutariuntuH [k He TOJDKeH Ha3HAYaThCs B IEPHOJT TPYAHOTO BCKapMIIMBAHUS.

4.7. Biiusinue HA CIOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMU CPeACTBAMH M PadoTaTh €
MeXaHu3MaMHu

He HpOBOI[I/IJIOCB I/ICCJICIIOBaHI/II\/JI 110 I/IBYIIGHI/IIO BIIMAHHUA CHTArJIMIITHHA Ha CHOCO6HOCTI)
YIPaBJIATH TPAHCIIOPTHBIMH CPEACTBAMH M padoTaTh C MeXaHW3MaMH. TeM He MeHee, He
OXKNIACTCs OTpI/IIIaTeJII)HOFO BJIIMSAHUA npenapara CI/ITaFJII/IHTI/IH I[)K Ha CHOCO6HOCTI) ynpaBJIﬂTI)
TPAHCIIOPTHBIMU CPEACTBAMU U pabOTaTh C MEXaHU3MAMH.

4.8. HexkennaTeibHbIE peakunu

Pesrome HDOd)I/IJDI 0e30IacHOCTH

Coo0mmasioch 0 Cephe3HBIX HEKENATEIBHBIX PEAKIUSAX, BKIFOYABIINX TMAHKPEATUT U PEAKIIUU
THIIEPYYBCTBUTEIBHOCTHU. [ MITOTJIMKEMHIO PErHCTPUPOBAIIH TP ITPUEME MTperapara B COYCTaHUH
¢ cynbhonunmoueBuHoit (4,7%-13,8%) u uncynuaom (9,6%) (cm. paznen 4.4).

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

Hexenartenbuble peakiuu nepeurciensl Huxke (Tabnuma 1) mo cucteMHO-OpraHHBIM KilaccaM U
yactoTe. YacToThel ompeneneHsl Kak: odeHb yacto (=>1/10); wacto (=1/100 - <1/10); HewacTo
(>1/1000 - <1/100); peaxo (=1/10000 - <1/1000); ouens peaxo (<1/10000) m uwacrora He
yCTaHOBJIEHA (HENb3s1 yCTAHOBUTH HA OCHOBAHUU JIOCTYITHBIX JaHHBIX ).

Tabmuua 1. YactoTa HekelaTeNbHBIX pEaKIMid, BBIIBICHHBIX B ILIAlle00-KOHTPOIUPYEMBIX

KIIMHUYCCKUX HCCICAOBAHUAX CHUTAIJIMIITUHA B MOHOTCpAIIMK W TPH MOCTPETUCTPAlMOHHOM

HaAOIIOICHUH.
He:xkenarenbHas peakuus Yacrora HeKelaTeAbHOM
peakuun
HapyieHnust co CTOpOHBI KPOBH U JIMM(aTHYECKON CHCTEMbI
TPOMOOIIUTOTICHUS Penxo

Hapyuenus co CTOpOHbI HMMYHHOM CHCTEMBbI
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(V)
QOTOTA _ILO OIX

He:xkenarenbHas peakuus

OTEATOTEL L
TaCToTaHekeAATCABHOH

peakuuu

peakiuu

%
aHadunaxcus '

TUIICPYYBCTBUTCIIBHOCTH, B TOM YHuCJIIC

YacToTa He YCTaHOBJICHA

Hapymenml MeTa0011M3Ma U NUTAHUA

THIIOTJIMKEMUS | Yacro

Hapymenusi co CTOPOHBI HEPBHOM CHCTEMbI

rosioBHas 00Jb Yacro

TOJIOBOKPYKECHHE Heuacto
HapyieHnust co CTOPOHBI KPOBH M JIUM(paTHYecKOH

CHCTEMBI

TPOMOOLIMTONICHUS Penko

Hapyiienusi co cTOPOHBI AbIXaTEJIbHOI CHCTEMbI, OPTaHOB IPYIHOI KJIETKH U

cpeaocrenust

*
HHTCPCTULIHUAJIBHOC 3a00/1eBaHUe JIETKUX

YacrtoTa He YCTAHOBJICHA

Kesy10uHO-KUIIEYHbIE HAPYIIEHUS

3amnop

Heuacto

pBota’

YacroTa HE yCTaHOBJIEHA

o *
OCTPBIN MAHKPCATUT Ao

YacroTa He YCTAHOBJICHA

(daTanbHBIN U HeaTaIbHBIN reMOpparndeckuii u

(V) *
HCKPOTUYUCCKHHU IMTAHKPCATUT ot

YacroTa He YCTAHOBJICHA

HapyueHnus co CTOPOHBI KOKHM M IMOAKOKHBIX TKaHe#l

*

3yAa

Heuacto

o * L
AHT'MOHCBPOTUYCCKHNU OTCK d

YacroTa HE yCTaHOBJIEHA

*
ChbIITb al

YacroTa He YCTAHOBJICHA

*
KpallMBHHUIIA ot

YacroTa He YCTAHOBJICHA

o *
KOXHBIU BACKYJIUT o+

YacToTa HE yCTaHOBJIEHA

3KCCbOJ'II/IaTI/IBHBIe 3a00J1eBaHUs KOXH, BKJIrOYasd CHHAPOM

*
Crusenca-J[xoncona '

YacToTa HE yCTaHOBJIEHA

(v} *
OyJu1e3HbIN neMpUronsa

YacroTa HE yCTaHOBJIEHA
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He:xkenarenbHas peakuus Yacrora HekeaaTeabLHOH
peaxkiun

Hapymenml CO CTOPOHBI MblmeqHOﬁ, CKeJIETHOM M COeMUHUTEIbHOH TKAHU

*
apTpaJirus Yacrora HEe yCTaHOBIECHA
*
MUAJITHS YacToTa HE yCTaHOBJIEHA
*
00JIb B CIIMHE YacToTa HE yCTaHOBJIEHA
*
apTpornarus Yacrora HEe yCTaHOBIECHA

Hapymenml CO CTOPOHBI ITOYEK U MOYEBLIBOAAIIMIX nyTeii

*
HapylieHue QyHKIUU TOYeK YacroTa HE ycTaHOBJIEHA

*
OoCTpasd 1nmoucuHasa HEJOCTATOYHOCTDb YacrtoTa He YCTAHOBJICHA

*.
HexenartenbHble peakiiny ObLITN BBISABICHBI B X0/I€ ITOCTPETUCTPALIMOHHOTO HAOIIOICHUSI.
" Cwm. pasgen «Ocobbie yKa3aHHs».
t Cm. urpopmaruio o HMccredosanuio cepoeuno-cocyoucmoul bezonacnocmu TECOS Hike.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKHI/II\/JI

[ToMuMO CBSI3aHHBIX € IIpeNapaToM HEKENaTeJbHBIX peaklHi, ONMCAHHBIX  BBILIE,
HE)KEeJaTeNIbHbIE PeaKUU PETUCTPUPOBAIM HE3aBUCUMO OT HAJIMYMS CBSI3U C IIPENapaToM, €ciu
OHHU Pa3BUBAIUCH KaK MUHUMYM Yy 5% u Oosiee NalMeHTOB, MOJYYaBIIUX CUTATJIMITHH, B TOM
yucie MH()EKIUN BEpXHUX JIbIXaTeIbHbIX ITyTel U Ha30(papuHruT. HexenaTeabHbIMU peakusIMy,
MOJJICKABIIMMHU PErHCTpPallMi JOMOJIHUTEIbHO, BHE 3aBUCHUMOCTHM OT HAJIU4Msl CBA3U C
npernapaToM, ObUIM peaklUd, KOTOpble 4Yalle pa3BUBAJIUCh Yy NAIlMEHTOB, MOJy4YaBIIMX
CUTarJIMITHH (YaCTOTa HE jJocTurana ypoBHs 5%, Ho Obu1a 6osiee yem Ha 0,5% BbIIIe B Tpynmnax
CUTArJUNTHHA IO CPABHEHUIO C KOHTPOJBHOW TPYIION); OHU BKJIIOYAIN OCTE0apTpo3 U O0JIb B
KOHEYHOCTSIX.

HekoTtopple HexenareiabHble pEaKUUM PErHMCTPUPOBAINMCH Yalle B  HCCIENOBAaHUAX C
KOMOMHUPOBAHHBIM MPUMEHEHUEM CHUTArJUNTHHA U APYTHX THMIIOTIMKEMHUYECKUX IPErnaparos,
HEXXEIIM B HCCIIEJOBAaHMSIX MOHOTEpAIMU CHUTArIUNTHHOM. OHM BKIIIOYQJINM THUIIOTIUKEMUIO.
(vyacToTa: 04eHb YacTO B KOMOMHAIIMHU C TPOU3BOIHBIMU CYIb(OHUIMOYEBUHBI U METHOPMHUHOM),
rpuni (yacto Ha poHe IpreMa HHCyNIHHa (¢ MeT(GOopMUHOM U 0€3 HEro)), TOLTHOTA ¥ PBOTA (4acTo
B KOMOMHAIMU C MET(GOPMHHOM), B3AYyTHE >KMBOTa (YacTo NpU NPUMEHEHHU BMECTE C
MeTGOPMUHOM WJIM TMHOTJIUTAa30HOM), 3amop (4acTo MpU NPUMEHEHHH B COYETAaHHH C
MPOU3BOJHBIMU CYIb(OHUIMOUYEBUHBI U METPOPMHUHOM), nepudepuieckue OTeKH (4acTo IMpH

MPUMEHEHUN B COYETAHUH C MUOTJINTa30HOM MJIM KOMOWHAIIMEH MUOTJIMTa30Ha U METHOPMHHA),
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COHJIMBOCThH M Auapes (He4acTo MpH KOMOWHAIT
npy KOMOMHAIMK C UHCYJIHMHOM (C MeT(OpMUHOM U 0e3 HETo)).

HccnenoBaHue 10 OIeHKe cepreyno-cocyaucton 6ezomnacHoctu curtarmmmmnruaa (TECOS)

B nccnenoBanue mo omneHke cepaedHo-cocyaucton oezonacHoct curariauntuHa (TECOS) 6p1u10
BKJIFOYEHO 7332 manuenTa, KoTopble npuHuMaiu cutarmntid 100 mr B neHb (v 50 Mr B JIeHb,
€CJIM UCXOJIHBIN TOKa3aTellb pacYeTHOU CKOpOocTH KiryboukoBoi (rubrparun (CK®) 6b11 >30 1
<50 mn/mun/1,73 Mz), n 7339 manueHToB, MPUHHUMABIIMX IuTaieb0, B OOIICH MOMYJISIUHA
MaIMEeHTOB, KOTOPHIM ObLIO HazHaueHO JeueHue (“intention-to-treat”). Mcceayemslii mpemapar
(cutarnunTuH WM mianedo) Jo0aBisUIcS K CTaHAAPTHOW TEpanmuu COTJIACHO CYHIECTBYIOIIUM
HAIlMOHAJIBHBIM ~ CTaHAapTaM 10 BBIOOPY 1eneBoro ypoBHs HDAic wu  xoHTposio
CEpIICYHOCOCYANCThIX (pakTOpoB pucka. OOmas dYacrorTa BO3HHUKHOBEHHSI CEPhE3HBIX
HEKEJIATeJIbHBIX PEaKIMi y MalMeHTOB, MPUHUMABIIUX CHUTATJUITHH, OblIa TaKOH K€, KakKk y
MAIMEHTOB, IPUHUMABIIUX I11a1e00.

B nomysisiiiuy mannMeHToB, KOTOPhIM ObLTO Ha3HaueHo jedenue (“intention-to-treat™), cpenu Tex,
KTO MCXOJIHO TOJIy4aj MHCYJIMHOTEPAIUIO0 W/WUIH MPOU3BOJIHBIE CYIb()OHMIMOYEBHHBI, YACTOTA
BO3HUKHOBEHHUS OMH30/I0B TSDKENOW THUIOMIMKEMHH cocTaBmwia 2,7% y TalueHToB,
MPUHUMABIIUX CUTATJIUITUH, U 2,5% Yy NallMeHTOB, IPUHUMABIINX Mane6o. Cpenu nanueHToB,
UCXOJHO HE€ TMOJIy4aBIIUX HMHCYIMH W/HWIW TPOU3BOJHBIE CYIb(OHUIMOYEBUHBI, YacTOTa
BO3HUKHOBEHHUS OMH30/I0B TsDKEJIOW rumorimkemun cocraBuina 1,0% y mManueHToB,
OPUHUMABIINX cuTarunTuH, U 0,7% y mnauMeHToB, NpuHUMaBMIMX Iutanebo. Yacrora
BO3HHUKHOBEHHUS TOATBEPXKIECHHBIX 3KCIEPTU30M ciiydaeB maHkpeatuta coctasuina 0,3% y
MAIUEHTOB, IPUHUMABIIUX CUTArTUNTHH, 1 0,2% y marueHToB, MPHHUMABIINX IUIAeoo0.

Co001IeHns 0 T0I03PEBAEMBIX HEXKEIATEIBHBIX DEAKIIMIX

BaxxHo coo0mare 0 MOJ03peBaeMbIX HEXKENATeNbHBIX PEaKIUsAX IOCle PEeTUCTpaluu
JIEKapCTBEHHOTO Tpernapara ¢ 1eJIbl0 00eCTIeUeHs] HEMPEPHIBHOTO MOHUTOPHUHTA COOTHOIICHUS
«IOJIb3a — PHUCK» JICKAPCTBEHHOTO Tpemnapara. MeauIuHCKUM pabOTHHUKAM PEKOMEHIYeTCS
coo0ImaTe 0 JIOOBIX MOI03PEBACMBIX HEXKENATENbHBIX PEaKIUsAX JEeKapCTBEHHOTO IMpemnapara
yepe3 HallMOHAJbHBIE CUCTEMBI COOOIIECHUS O HEKEIaTeNbHBIX PEAKIMSIX TOCylIapCTB — YJICHOB

EBpazuiickoro 3KOHOMHYECKOT0 CO03a.

Poccuiickas ®@eoepayus
Anpec: 109012, r. MockBa, CriaBstHCKas IUTOIIA b, 1. 4, cTpoeHue 1

DenepanbHas ciayxba 1o Haa30py B cdepe 3apaBooxpanerus (Poc3apaBHamzop)
Tenedon: +7 (800) 550-99-03
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OnexkTponHas noyra: _pharm@roszdravnadzor.dov.ru

Wurepuer-caiit: www.roszdravnadzor.gov.ru

Pecnybnuxa Benapyco
Anpec: 220045, Pecnybnuka bemapycs, r. Munck, np-T JI3epxkuackoro, 83, kopmyc 15, 8 atax
VII «lleHTp sKCHepTH3 U UCIBITAHUH B 3JJpaBOOXPaHCHUNY, PecryOimnkanckas

KJIMHUKO(DapMaKoJorudeckas 1adoparopus
Tenedon: +375-17-242-00-29

Anpec anekTpoHHON ouThl: rcpl@rceth.by
WuTepHer-cait: www.rceth.by

Pecnyonuxa Kazaxcman:

PI'TI na ITXB «HauunonanbHsiil LleHTp sKkCHEPTU3BI IEKAPCTBEHHBIX CPEACTB U MEIUIIUHCKUX
u3nenuit» Komurera MeauImHCKoOro u (papMameBTHIECKOT0 KOHTPOJIsi MUHHCTEPCTBA

3npaBooxpaneHus Pecnyonuku Kazaxcran

010000, r. Acrana, paiion Anmartsl, rp. baybsipxxana Mowmsiirynsl, 2/3
Tem.: +7 (7172) 78-99-11

Wurepuer-caiit: http://www.ndda.kz.

Keipevizckasn Pecnybnuka:

JlemapTaMeHT JIeKapCTBEHHOTO 00ECIIeYeHUsI M MEAUIIMHCKOW TEXHUKHU PU MUHHUCTEPCTBE
3npaBooxpanenust Keipreizckoit PecrryOnmku

720044, r. buiukek, yiu. 3-a Jlunus, 25
Tem.: +996 (312) 21-92-78
Wurepuer-caiit: http://pharm.kg.
Pecnybnuxa Apmenus:

AO3T «HayuHblii EHTp SKCIIEPTU3BI JIEKAPCTB U MEAUIIMHCKUX TEXHOJIOTUNA UM. AKazeMHKa 3.
["abpuensna»

0051, r. Epesan, np. Komuraca, 49/4

Ten.: +374 (10) 23-16-82/08 96/47 32/20 91

dakc.: +374 (10) 23 21 18/29 42
["opstuast muHMS OoTIEeTIa MOHUTOpPUHTA Oe3omacHocTH JekapcTB: +374 (10) 20 05 05, +374 (96)
22 05 05.

WuTepuer-caiir: http://pharm.am.
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4.9. Ilepeno3upoBKa.
Bo BpeMs KIMHHUYECKHUX HCCICIOBAaHUNM Ha 3J0POBBIX JOOpOBOJBIAX pa3oBas go3a 800 mr
CUTArJUNTHHA B LIEJIOM XOpPOIIO MepeHocuiach. MuHuManbHble n3MeHeHust uurepBaia QT, He
CUMTAIOIIMECS KIMHUYECKU 3HAYUMBIMU, OTMEUajiCh B OJAHOM W3 HCCIIEJJOBAaHMI Mperapara
Curarnmuntun [x B 1o3e 800 mr B cyTku. [{o3a cBeiie 800 MI B CYTKH Y JII0/IEH HE U3y4anachk.
B | ¢daze ximHMYECKHMX HCCIIETOBAaHWI MHOTOKPATHOTO TpHeMa KaKUX-JTHOO CBS3aHHBIX C
nedyeHueM mnpenaparoM CurarmunTtuH [k HexelnaTenbHbIX pPEeaKIUi MpU MpueMe Mperapara B
cyTtouyHoi no3e 10 400 Mr Ha TPOTSHKEHUH 28 JTHEW HEe OTMEYalIu.

B ciygae nepeno3upoBku HE0OX0UMO HAYaTh CTAHJAPTHBIC MOIICPKUBAIONIUE MEPOIIPUATHS:
ynajgeHue HeabcopOMPOBAHHOTO MperapaTa U3 KelyA0YHO-KUILIEYHOTO TPaKTa, OCYIIECTBICHHE
MOHHUTOPHUPOBAHMS TOKa3aTesel >Ku3HenesTenbHOCTH, BkiItouas OKI', a Takxke HazHaueHHe
MOJIJICPKUBAIOIIEH Tepanuu, eciu TpeOyeTcs.

Curarnmuntud cnabo auanu3upyercs. B KIMHUYECKUX HCCIeAOBaHUAX ToibKO 13,5% m03b1
YAQIIIOCH U3 OpraHu3Ma B TeueHue 3—4 4acoBoro ceanca auanu3sa. [IposoHrupoBaHHbIi 11anu3
MOJKET HAa3HA4YaThCS B CIydae KIMHUYCCKOW HEOOXOAMMOCTH. JlaHHBIX 00 3(dexTuBHOCTH

MNEPUTOHCATIBHOI'O JUaJIM3a CUTAIJIMIITHHA HCT.

5. DPAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

dapmakoTepaneBTHUECKasi  IpyInma:  CpeAcTBa Uil JICUEHWs — caxapHoro  jauabera;
TUINOTIMKEMUYECKUE CpEJICTBA, KPOME HWHCYJIUMHOB; WHTUOMTOPBI JUNENTHIMINENTUAA3bI-4
(ATII1-4).

Koxg ATX: A10BHO1

[Tpenapar Curtarnuntud JK (CUTarjaunTHH) SBISETCS aKTUBHBIM IPU NEPOPAIBHOM IpHEME,
BBICOKOCEJIEKTUBHBIM ~ MHrHOUTOpoM ¢epMmeHTa aunentupwinentugazel 4 (AL 4),
NpeHa3HAYSHHbIM JUIS JIeyeHHUsl caxapHoro auabera 2 tuna. CUTarJuNTUH OTIMYAeTCs IO
XUMHUYECKON CTPYKType U (papMaKoIOrMueckoMy JEHCTBHIO OT aHAJIOTOB INIFOKaroHOMo00HOTro
nentuga 1 (I'TII 1), uacynuHa, TpOU3BOIHBIX CYJIb()OHUIMOYEBHHBI, OUTYaHU OB, arOHUCTOB
raMma pelenTopoB, aKTUBUpPYeMbIX mposnudepatopom nepokcucom (PPAR y), nHruOutopon
anb(a TIIOKO3WJa3bl, aHanoroB amwinHa. WMuruOupys Il 4, cuTarunTtuH MHOBBIIIAET
KOHIIGHTPAllMI0 JIBYX TOpPMOHOB cemelictBa uHKpeTuHOB: I'TIII 1 m rimroxo3o3aBucuMoro
uHcynauHoTpornHoro noiunentuaa (I'MIT). T'opMoHs! cemeiicTBa HHKPETHHOB CEKPETUPYIOTCS B
KHUIIEYHUKE B TEUYEHHUE CYTOK, MX KOHILEHTpAalWs IOBBIIIAETCS B OTBET HAa IpPHUEM IUIIH.

WHKpeTHHBI SBISIOTCSA YacThIO BHYTPEHHEH (PU3NOIOTHYECKON CHUCTEMBI PETYIISIIMA TOMEOCcTas3a
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rI0KO3bl. [Ipn HOpMallbHON WM MOBBIICHH SRR TERHOG TP 0005
ceMelCcTBa HHKPETUHOB CITIOCOOCTBYIOT YBEIMUYCHHUIO CHHTE3a UHCYJIMHA, A TAKXKE €0 CeKpeIlnu
OeTa KJIETKaMU MOPKETYJOUHOM MKeJle3bl 3 CUET CUTHAJIBHBIX BHYTPUKIETOUYHBIX MEXAHU3MOB,
ACCOIIMMPOBAHHBIX C MUKIMYECKUM aZieHO3uHMOHO(pocharom (AMD).
['TIIT 1 Takxe crmoCOOCTBYET MOJABICHHUIO TTOBBIIICHHON CEKPEIUU TIIFOKaroHa aib(a KIeTKaMu
HO/DKETYA0YHON skene3bl. CHM)KEHUE KOHLEHTpAallMM IUIFOKaroHa Ha (OHE IOBBILICHUS
KOHIIEHTPALlMX HMHCYJIMHA CIIOCOOCTBYET YMEHBIIECHUIO MPOIYKLHHU TJIFOKO3bl MEUEHbIO, YTO B
UTOTE IPUBOJUT K YMEHBIIECHUIO ITIMKEMUU. DTOT MEXaHU3M JEHCTBUSA OTIINYACTCA OT MEXAHU3Ma
JeHCTBUS IPOU3BOJAHBIX CY/Ib()OHMIMOUYEBHHBI, KOTOpPbIE CTUMYJIHUPYIOT BBbICBOOOXKIEHHE
VMHCYJIMHA W TIpU HHU3KOM KOHLEHTPAaLUMU IJIIOKO3bI B KPOBM, 4YTO 4YpEBATO pPa3BUTUEM
CyIb(OHUHAYLIUPOBAHHON TUIOTTIMKEMHUH HE TOJIBKO Y OOJIBHBIX CaXapHbIM AUAa0eTOM 2 THIIA, HO
Uy 370POBBIX JIMLI.
[Tpu HU3KOM KOHIIEHTPALIMH TJIFOKO3bI B KPOBH TepeunciieHHbIE 3 (EKThl HHKPETHHOB Ha BEIOPOC
MHCYJIMHA U YMEHbIIEHHUE ceKpeluu ritokarona He Hadmogatorcs. I'TIIT 1 u I'UII He BiustoT Ha
BBIOPOC TJIOKaroHa B OTBET Ha TUIOTIIMKEMHUIO. B (u3monornyeckux ycioBUSX aKTHBHOCTD
UHKpEeTUHOB orpanuuuBaercs pepmentom JIIIT 4, KOTOpBIit OBICTPO MMIPOIU3YET UHKPETHHBI C
00pa30BaHUEM HEAKTHUBHBIX IPOAYKTOB.
CuTarnunTuH OpefoTBpallaeT T'MIponu3 HHKpeTHHOB ¢depmentom /I 4, Tem cambiM
yBENMYUBAsL IUTa3MEHHbIE KOHIeHTpanuu akTuBHBIX ¢opm [TIIT 1 u T'UIL. IloBbimas
KOHIICHTPALUIO HHKPETHHOB, CUTATJIMIITHH YBEJIMYNBAET TIIFOKO303aBUCHMBII BEIOPOC HHCYIMHA
U CITIOCOOCTBYET YMEHBIIIEHUIO CEKPELINHU ITFOKAaroHa. Y ManueHToB C caxapHbIM JuabeToM 2 Thma
C THUIEPIIMKEMHUEN 3TH U3MEHEHUS CEKPELMM MHCYJIMHA U TJIIOKaroHa MpUBOAAT K CHHUYKEHUIO
KOHIICHTPALMK TJIMKO3WIHpOBaHHOTO TemoriobnHa HDA1C w yMmeHbleHHIO TUIa3MEHHOU
KOHLEHTPALUU TIIOKO3bI, ONIPEIEISIEMON HATOIIAK U ITOCJIE Harpy30YHOM MPOOHI.
VY nmanumeHToB ¢ caxapHbIM AMAa0ETOM 2 TUIa MPHUEM OJHOM J103bl CHUTArJIMNTHHA MPUBOJIUT K
UHruOMpoBaHuio aktuBHocTH ¢epmenta JIIII 4 B Teyenue 24 4yacoB, YTO MPHUBOAMUT K
YBEJIMUEHUIO KOHLEHTpauun Lupkyaupyromux uHkpernHoB I'TIII 1 w T'MII B 2-3 pa3a,
HapacTaHUIO IUIa3MEHHOM KOHILIEHTpanuu MHCyiauHa u C mentuja, CHUKEHUIO KOHLIEHTPALUN
[JIFOKAaroHa B IUIa3Me KPOBH, YMEHBIIICHUIO ITIMKEMUH HATOIIAK, & TAKXKE YMEHBIICHUIO TTIMKEMUHU
II0CJIE HArPY3KHU IVIFOKO30M UM MUILEBOU HATPY3KH.
Bnusnue na apmepuanvhoe dasnerue
B panpomusupoBaHHOM IUIAIE00-KOHTPOJIMPYEMOM MEPEKPECTHOM HCCIEIOBAHUN C Y4acTHEM
MAlHEHTOB C apTEepPUAIILHOM THUIIEPTEH3MEW COYETAaHHBIM NMPHUEM TMIIOTEH3WBHBIX IPENapaToB

(ogHOrO MM OoJiee U3 CIUCKA: MHIMOUTOPHI aHTHOTEeH3UHIIpeBpamatoniero gepmenrta (AllD),
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AQHTaroHUCTHl PELENTOPOB AaHTMOTeH3MHa |
aIpeHOOIOKATOPBI, TUYPETUKH) C CUTATIMIITUHOM B 1I€JIOM XOPOUIO MEPEHOCUIICS MallUueHTaMU.
Y 9TOi KaTeropmu MAUEHTOB CHUTATJHUITHH TMPOJECMOHCTPUPOBAN  HE3HAYUTEIHHOE
TUMIOTEH3UBHOE JAeicTBUE: B cyTouHOU A03¢ 100 Mr CHUTAarMOTHH CHUXKAT CPEAHECYTOYHOE
amMOynaTOpHOE 3HAYEHHE CHUCTOJIMYECKOTrO apTepuaibHoro navieHus (AJl) Ha 2 MM pTyTHOTO
cToN0a MO CpaBHEHUIO C TPYNION mianedo. Y MmanueHToB ¢ HopMaibHBEIM AJl He Habmomamm
TUTMIOTEH3UBHOTO Y deKTa.

Brusanue na sanekmpogusuonocuro cepoya

B panpomusupoBaHHOM I1a11€00-KOHTPOJIUPYEMOM MEPEKPECTHOM HCCIEIOBAHUU Y 30POBBIX
JIOOPOBOJIBIICB CUTATVIMIITHH MPUHUMANCS olHOKpaTHO B 03¢ 100 mr mim 800 mr (8 kpaTHOE
IPEBBIIICHHE PEKOMEHIyeMON J103bl), Jnbo 1utanebo. Ilocne mpuema pexomeHyemMon
TepaneBTuueckoil 10361 100 Mr, kakoro-nubo BIUSHUS TpenapaTa Ha IMPOJIOJDKUTEIBHOCTD
uHTepBasia QT Kak B MOMEHT €ro MaKCUMaJIbHOW TJIA3MEHHOW KOHIIEHTPAIMU, TaK U B IPYTUX
TOYKaX MPOBEPKH Ha NMPOTSHKEHUH BCETO McciienoBanus He HaOmogamu. [Tocie npuema 800 mr
MaKCHUMaJbHOE YBEIWYCHHE CKOPPEKTUPOBAHHOTO IO IUIAed0 CpelHEero HW3MEHEHHS
JuMTeNbHOCTH nHTEepBaia QT 1Mo cpaBHEHHIO C MUCXOJHBIM 3HAUCHHEM uepe3 3 4 mocje mpuema
npenapara coctaBuiio 8,0 mcek. [lomoOHOE HE3HAUUTENIBHOE YBEIMYEHHE ObUIO OIICHEHO Kak
KJIMHU4ecku HesHaunmoe. [locne npuema n03b1 800 Mr 3Haue€HUE MaKCUMalIbHOW IJIa3MEHHOU
KOHIEHTpAllMU CUTArJUNTHHA TpuMepHO B 11 pa3 mpeBbIIaio COOTBETCTBYIOIIEE 3HAUCHUE
rocJje nmpueMa tepaneBTudeckoi 10361 100 mr.

Hcceneoosanue no oyenke cepoeuro-cocyoucmoti 6ezonacnocmu cumaznunmuna (TECOS)

B wWccenoBaHuu 1O OICHKE CEPACYHO-COCYIMCTON Oe3omacHoct cutarmuntuda (TECOS)
nanueHTsl npuHuManu cutaruntud 100 mr B genp (uiam 50 Mr B J€Hb, €CIM HUCXOTHBIN
nokaszareiab pacyeTHOM ckopocTu kiyboukoBod ¢uusTpauu (eGFR) 6bpm1 >30 u <50
mi/mue/1,73 M?) nnm mnane6o, KOTopele JOOABISINCh K CTaHAAPTHON Tepamid COTJIACHO
CYILIECTBYIOIIUM HAalMOHAJBHBIM CTaHAApTaM IO ompejeieHuio neneBbix ypoBHeir HDALC u
KOHTPOJIIO CEPIeYHOCOCYIUCThIX (akTopoB pucka. Ilo 3aBepuieHMH cpeaHero mnepuojia
HaOJIOIEHUs, COCTaBMBILEro 3 roja, y MAlMeHTOB C cCaXapHbIM JAuabeToM 2 TUMA NpHEM
CHUTArJIMNITAHA B JIOMOJHEHHWE K CTAaHIAPTHOMY JICYCHHIO HE YBEJIMYWJI PHUCK CEPHhE3HBIX
HEXKEJNAaTeNbHBIX PEaKIMi CO CTOPOHBI CEPACYHO-COCYIUCTON CHCTEMBI (COOTHOIIIEHHE PHUCKOB
0,98; 95% noseputenwpHbii mHTEpBaT, 0,89-1,08; p<0,001 mms mokazaTenbcTBa OTCYTCTBUS
NPEBOCXOJICTBA) WJIM PHCK TOCIUTAIM3AIMN 110 TIPUYAHE CEpPACYHOH HEeIOCTaTOYHOCTH

(cootnomenue puckoB 1,00; 95% noseputensHbii uHTEpBaN 0,83—1,20; p=0,98 s paznuuuns
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YacTOThl PUCKOB), MO0 CPABHEHUIO CO CTaHIApTHBIM JIC‘II_GIHI/ICM 3 JIONGHHUTEABHOIO IpHeMa
CUTArJIUNTHHA.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

®apMaKOKMHETHKA CUTArJIMITHUHA BCECTOPOHHE OMHMCAHA Yy 3JO0POBBIX JHI[ U MalUEHTOB C
caxapHpIM JuabeToM 2 TuMa. Y 3I0pOBBIX JIMI TOcie nepopanbHoro mpuema 100 wmr
CUTarJIMITHHA OTMEYaeTcsi ObIcTpast aOcopOuusi mpemapara ¢ JOCTHKEHHEM MaKCHMAJIbHOM
koHIeHTpauu (Cmax) B uHTEpBasie oT 1 10 4 wacoB ¢ MOMeHTa mpuema. [lnomanp mox KpuBon
«xonneHtpamusi-speMs» (AUC) yBenuuuBaercs MNPOMOPIHOHATBHO J03€ M COCTABISCT Y
3I0pOBBIX CYOBEKTOB 8,52 mKMomnb/nxuyac mpu npueme 100 mr BHYTpb, Cmax cocTaBisiia
950 umoub/11. [Tnasmennas AUC cutarmuntiHa yBeTuIuBaliach IpuOIM3uTensHo Ha 14% mocie
cienytoiero npuema 103b1 100 Mr mpenapara 1no JOCTHKEHHIO PAaBHOBECHOTO COCTOSIHUS M1OCIIE
npuemMa ImepBoil J03bl. BHyTpu- u MexcyObekTHble Kodpduiuents Bapuanuun AUC
CUTArJUNTHHA ObLIIN HE3HAUUTEIbHBIMHU.

AOGcopbuus

AGcomoTHas OMOJIOCTYIHOCTh CUTArJIMINTUHA COCTaBiseT npubnusutenbHo 87%. Ilockonbky
COBMECTHBI MpHEM CUTArJUMNTHHA W JKUPHOW TNHIIM He oOKa3biBaeT »ddekra Ha
(bapMaKOKMHETHKY, TO CUTATTTUITHH MOKET Ha3HAYaThCsl BHE 3aBUCIMOCTH OT MIPUEMa MUIIIH.

Pacupenenenue

Cpennuii 06beM pacripesielieHHs] B paBHOBECHOM COCTOSTHUU MOCJE OJHOKpaTHOM 10361 100 Mr
CUTArJUNTHHA Y 3J0POBBIX JOOPOBOJIBLIEB COCTaBisieT MNpuOmM3uTensHo 198 1. Dpakuus
CUTArJUNTHHA, CBSA3BIBAIOIIAACS C MJIa3MEHHBIMU O€elKaMH, OTHOCHUTENFHO HU3KA U COCTaBISET

38%.

BI/IOTDaHC(bODMaHI/IH

[MpubmuzutensHo 79% cuTarmUNTHHA BBIBOJUTCA B HEU3MEHEHHOM BHJIE TIOYKaMHU.
MeTtabonu3upyeTcs JUlllb HE3HAUNUTENIbHAS YaCTh MOCTYNUBIIEr0 B OpraHU3M Mpernapara.

Iocne BBeeHNs *C-MEUEHHOTO CUTATIMITHHA BHYTPh MPHOIU3UTENBHO 16% paanoaKTHBHOTO
CUTArJUNTHHA BHIBOJUJIOCH B BUJIE €T0 META0OIUTOB. bl 00HApYKEeHBI cliefbl 6 METaOOIUTOB
CUTArIUNTHHA, BeposTHO He obOmanatomme [III1-4-uarubupyromeit akTUBHOCTHIO. B
UCCIIEIOBaHMSX IN VItro ObLTO BBISBICHO, YTO MEPBUYHBIMU M30()EPMEHTAMHU, YIACTBYIOIIMMHU B
OrpaHHYEeHHOM MeTaboau3Me cutariauntuHa, seistores CYP3A4 u CYP2CS.

DJIMMUHALNS

IMocne BBedenmss 4C-MeYeHHOro CHTATTIMNTHHA BHYTPh  3J0POBBIM  J0OPOBOJIBIAM
npuomm3uTenbHo 100% BBEIEHHOTO CUTATIUIITHHA BRIBOAWIOCKH: 13% depes kumeuHuk, 87%

MOYKaMd — B TEYEHHWE OJHON Hemenu Tocie mnpuema mnpenapata. CpemHuil TMepuos
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MIOJTyBBIBE/ICHUS CUTArNIMITUHA IPU NIEPOpaIbHOM npne%q:adl%ggo%%;a%get#ﬁ%% TSHTCIRHO
12,4 gaca; mo4e4HbIil KIMPEHC COCTABISACT MPUOIU3UTENbHO 350 MII/MUH.

BoiBeneHne cuTarauMnTHHA OCYIIECTBISETCS IEPBUYHO IYTEM SKCKPELMH IOYKaMU 110
MEXaHU3My aKTUBHOW KaHAJbIEeBOM cekpeuud. CHUTarIMOTHH SABISETCS CyOCTpaToM IUis
TpaHCHOpTEepa OpPraHMYECKUX aHHOHOB uesoBeka Tpetbero tuma (NOAT-3), KOTOpBIH U MOXKET
OBITH BOBJIEUEH B IIPOLIECC BBIBEICHUS CUTAIIMITHHA NOYKaMU. KIMHMUYECKH BOBJIEUEHHOCTH
hOAT-3 B TpaHCHIOPT CUTArTUNTHHA HE M3ydasiach. CUTATJHMIITHH TaKXKe SBISETCS CyOCTpaToM
P-IVIMKOIPOTENHA, KOTOPBIM TaKkke MOXKET y4acTBOBaTh B IPOLIECCE BBIBEIECHUS CUTAIJIUITHHA
noukamu. OIHaKO LUKJIOCIIOPHH, ABJISIOIIUNACS HHIMOUTOPOM P-IJIMKONPOTENHA, HE YMEHbILA
IOYEUYHBIN KIMPEHC CUTATVIMITHHA.

dapMaKOKMHETHKA Y OTACABHBIX IPYIII ITAIIUECHTOB

Tayuenmoi ¢ HapyweHuem QyHKyuy novex

OTkppITOE HCCEIOBAaHUE CUTArJIMNTUHA B J103¢ 50 Mr B CyTKM ObUIO NPOBEAECHO C LENbIO
U3ydeHHst ero (hapMaKOKMHETHKH Yy MAIUEHTOB C PA3IMYHON CTETIEHBIO TSHKECTH XPOHHYECKOTO
HapymeHus (QYHKINH ITOYeK B CPAaBHEHUH ¢ KOHTPOJIBHON TPYNIION 3J0POBBIX J0OpOBOIIBIEB. B
UCCIIeIOBaHNE OBUTH BKIJIFOUCHBI MTALIMEHTHI C HAPYIICHUSMH (DYHKIIUH TTOYEK JIETKOH, CpeTHel
TSDKEJION CTETICHH TSDKECTH, a TAKXKE MAlMEHTHI C TEPMUHAIBHOM CTaINe XpOHUYECKOH O0JIe3HH
nouek (XbII), nyxxnatomuecs B auanuze. Kpome toro, BiausiHie HapylmieHUs! (YHKIIUU TOYEK Ha
(bapMaKOKMHETHKY CUTArJUNTHHA Y MAIleHTOB C caXxapHbIM JuabeToM 2 TUMa M HapylIeHHuEeM
GYHKIIMM TOYEK JIETKOH, CpelHeW WM TSKEIONW CTENEeHH TSHKECTH (BKIIOYash MAIMEHTOB C
tepmuHanpHOM  ctaaueit  XBII) omeHwBaniM ¢ UCHONB30BaHHWEM  MOMYJSIIUOHHBIX
(bapMaKOKMHETHUECKUX aHATH30B.

YBenuuenune wiazmennoi AUC cutarnmuntrHa npuOmu3uTeNbHo B 1,2 1 1,6 pa3 mo CpaBHEHHIO ¢
KOHTPOJIbHOM TpYNIOW OTMEYaJoCh y MAallMeHTOB C HapylleHWeM (YHKIMM MOYeK JIerKou
crenenn Txectn (EGFR ot >60 mu/mun/1,73 M? 1o <90 mu/mus/1,73 M%) u y manueHToB C
HapylIeHreM (yHKIHHU oYeK cpeneil crenenu Tsxectd (EGFR ot >45 mn/mun/1,73 M2 10 <60
mi/mun/1,73 M%), cooTBeTcTBeHHO. ITOCKONBKY YBEIHMUEHHME ATOH BEIMUYMHBI He SBISETCS
KIIMHUYECKH 3HAYUMBIM, KOPPEKTHUPOBKA JI03bI Yy OTHX TMAIMEeHTOB He Tpelyercs.
[Tpubnu3uTenbHO ABYKpaTHOe yBenuuyeHue rmiazMeHHod AUC cuTarmunTuHa OTMEUanoch y
NAalMeHTOB C HapylleHueM (QYHKIMM TouyeKk cpenHeil cremenu tskectn (eGFR ot >30
mi/mue/1,73 M2 10 <60 mun/mus/1,73 M?) 1 NPUOTH3UTENBHO YETHIPEXKPATHOE Y TAIMEHTOB C
HapyleHneM (yHKIMM TIOUeK TsKeNoi cTenenu Tskectu (EGFR <30 mu/mun/1,73 M?), BKkmodas
MalMeHTOB ¢ TepMuHanbHOM cranueid XDbBII, nyxnarommxcs B auanu3e. CUTArIMOTHH B

HE3HAUYUTEIHHOM KOJUYECTBE yJaJsICS BO BpeMs MPOIEAYphl reMoananusa: Toibko 13,5% ot
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BBEJICHHOM /103bl OBLIO BBIBEACHO U3 OpraHMiMa B TCUCHHE 9aCcOBOro cedHca Juaiu3a
HauaToro yepe3 4 dyaca mocie BBEACHUs Ipemnapara. Takum o0pazom, A JOCTHIKEHHS
TEepaneBTUYECKOW KOHIIEHTPALIMM CHUTATJIUIITUHA B IUJIa3ME€ KPOBU (CXOJIHOM C TaKOBOM Yy
MAalMEeHTOB C HOpMalbHOH (yHKimeil mouek) y mamuentoB ¢ eGFR <45 w/mun/1,73 w2
PEKOMEHI0BaHbI 00jiee HU3KKE J103bI (CM. paznen 4.2).

Tayuenmoi ¢ napywienuem yHkyuu nevenu

VY manueHToB ¢ HapymeHHeM (YHKIIUN IEUYeHH CpeAHeN cTeneHu TshkecT (7—9 6aioB mo mkanie
Yaiinn-Ileto) cpenusisi AUC u Cmax CHUTarmuMnTHHA OpH OJHOKpaTHOM mnpueme 100 wmr
YBEIUYMBAIOTCS MPUOIM3UTEIsHO Ha 21% 1 13%, COOTBETCTBEHHO, B CPABHEHUHU C KOHTPOJIBHOM
IPYNIIOi 30pOBBIX J00pOBOJIBIEB. Takum 00pa3oM, KOpPpEeKUWH 03Bl Ipernapara IpH
HapyIEeHUIX GYHKLIUU IIEYCHH JIETKOW U Cpe/IHEel CTENeH! TSDKECTH He Tpedyercsl.

Her kmHMYECKUX JaHHBIX O IPUMEHEHUU CUTATrJHUITHHA Y MALMEHTOB C HapyIIeHUueM (pyHKIUH
IIEUEHH TSKENOH cTeneHu TshkecTH (0osee 9 6anos no mkane Yaina-I1s10). OgHako BeaencTBe
TOTO, YTO CUTAIJMITUH MEPBUYHO BHIBOJUTCS IOYKAaMM, HE CIEIyeT OXHJIaThb 3HAYMMOTO
U3MeHEeHHs (apMaKOKMHETUKM CUTArJIMOTHHA Yy MALMEHTOB C HapylIeHHEeM (YHKLUU MEeYEHU
TSKEJION CTENEHU TSKECTH.

Tayuenmuwr noocunozo eospacma

Bo3pact  manueHTOB  HE  OKa3bplBal  KJIMHMYECKHM  3HAYMMOIO  BO3JCHUCTBUS  Ha
(bapMaKOKUHETHYECKHE TapaMeTpbl CUTArIMNTHHA. 110 cCpaBHEHMIO ¢ MOJIOJIBIMU HAIUEHTAMH, Y
NAlMEHTOB MOXUIIOro Bo3pacta (65—80 yeT) KOHUEHTpauus CUTATJIUITHHA TPUOIN3UTENIBHO Ha
19% Bbite. Koppekuuu 10361 penapara B 3aBUCUMOCTH OT BO3pacTa He TpedyeTcsl.

5.3. lanHbIe TOKJIUHUYECKOH 0e30MacHOCTH

[ToyeuHast U mevyeHOYHasi TOKCUYHOCTh HAOJIOAATIach Y IPbI3YHOB MPHU 3HAUYEHUSX CHCTEMHOM
DKCIO3ULUH, B 58 NPEBBIIAIOIINAX YPOBEHb HKCIIO3ULMH Y YEI0BEKa, TP 3TOM MaKCHUMaJIbHAs
HKCMO3ULIUS, HE TPUBOJAIIAS K Pa3sBUTHIO HEXeaTeldbHbIX 3¢ ¢eKkToB, Obuia B 19 pa3 Bbime
YPOBHSL DJKCHO3ULIMM Yy uenoBeka. IIpu skcrmosunmu, B 67 pa3 NpeBBbILIAIOLIEH YPOBEHb
KJIMHUYECKON SKCIO3UIMH, y KPBIC HAOMIONANINCh aHOMAJUMU PEe3LOBBIX 3YOOB; MO JaHHBIM
l4nenenpHOrO HCCIEeIOBaHUS Ha KpbIcaX MaKCHMajbHas SKCIIO3MLHKSA, HE NPUBOAAIIAA K
Pa3BUTHIO HEKeNaTeabHbIX 3P (eKToB, OblIa B 58 pa3 BbIlIe YPOBHS SKCIO3UIMH Y YEJIOBEKA.
3HAYUMOCTb ITHX HAONIOJEHUN N7 4yesloBeka Heu3BecTHa. [Ipu skcnosuimm, mpeBbliaromen
YPOBEHb KJIMHUYECKOW OKCIO3UIMU NPHOIU3UTENIbHO B 23 pasza, y cobak HaOIIOAaINCh
CBSI3aHHBIE C JIEYCHUEM Mpexoasiire Gu3nyecKre NpU3Haki, HEKOTOPbIE U3 KOTOPBIX YKa3bIBAIOT
Ha TOKCUYECKOE JeICTBHE Ha HEPBHYIO CHCTEMY, HallpUMep, JbIXaHHE Yepe3 OTKPBITHINA pOT,

CIIFOHOTCYCHUC, PBOTA ICHHUCTBIMH MacCaMH Oesoro OBETa, aTrakCus, ApPOXKb, CHHUKCHHUC
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aKTUBHOCTH U (WiM) cropOsieHHas mo3a. Kpo HRYIERORATEIRHOC TR 0008 s
HKCIO3ULIMH, KOTOPast MPEBHIIIACT YPOBEHb SKCIIO3UIMU Y YeTIOBEKA MPUOIN3UTENBHO B 23 pasa,
THCTOJIOTUYECKHU TaKKe HaOIr0/1amack OYeHb ciradasi uiH ciaalast MbIIIeYHAs JeTeHepallHsl.
MakcuManbHOM 3KCIO3UIMEH, HE TMPUBOJSIICH K PAa3BUTHUIO ITOTO HEXKeENareabHOro »¢¢ekra,
ObLIa SKCTIO3ULUS, B 6 pa3 MPEBBIIIAIONIAS YPOBEHb KIMHUYECKOHN SKCIO3HIINH.
B HOKIMHUYECKUX HCCIENOBAHUSIX CUTATJIMITUH HE MPOJEMOHCTPUPOBAT T€HOTOKCUYHOCTH.
CUTarunTiH HE MPOJEMOHCTPUPOBAN KaHLUEPOreHHOrO IMOTEHIMala y Mblleid. Y Kpbic
MOBBIIIAJIACH YACTOTa CIy4yaeB aJlecHOM U KAapUUMHOM TI€YEHU MPU YPOBHSAX CHUCTEMHOMU
9KCIO3ULUHU, S58-KpaTHO TMPEBBIMIAIONUX YPOBEHb OJKCHO3UIMHU Yy uenoBeka. I[loCKoIbKy
relaTOTOKCUYHOCTh KOPPENMpOBaJia C BO3HMKHOBEHHEM HEOIUIA3UM TEYEHH Yy KPBIC, 3TO
YBEIMYEHUE YACTOTHI OMYXOJICH MEYEHU y KPbIC, BEPOSTHO, ObLIO BTOPUYHBIM K XPOHHUYECKOM
renaTOTOKCUYHOCTU TPU ITOM BBICOKOW J03€. B CBs3M ¢ BBICOKMM pe3epBOM 0O€30MacHOCTU
(19xpaTHO TIpH 3TOM YpPOBHE, HE MPHBOJAIICM K PA3BUTHIO HEKENATEIBHBIX dPPEKTOB) 3TH
HEOIJIACTUYECKUE H3MEHEHHUS HE pACLCHUBAIOTCS KaK HMEIOIUE OTHOILIEHHE K YEIOBEKY.
HexxenarenpHoe BO3ACHCTBHE HAa PENPOAYKTHBHYIO (DYHKIHIO HE HAONIONANIOCH y CaMIIOB H
CaMOK KPbIC, KOTOPBIM J1aBalli CUTATJIMIITHH J0 U B TEUEHHUE MEPUO/Ia CTIApUBAHHUS.
B uccnenoBanuu no u3y4eHHIo MpeHaTaIbHOr0/TIOCTHATATILHOTO PAa3BUTHSI Y KPBIC CUTATTIUIITHH
HE OKa3bIBaJl HEXKETIATEIbHOTO BO3ACHCTBHUS.
B uccnepoBaHusaxX M0 M3y4EHUIO BO3ACUCTBUS HA PENPOAYKTUBHYIO (DYHKIHIO OBLJIO BBISBICHO
HE3HAYUTEJIbHOE CBSI3aHHOE C JICYEHHEM YBEJIMYEHUE YacCTOThl MOPOKOB YTPOOHOTO pPa3BUTHUS
pebep (OTCYTCTBHE, THIIOIUIA3Ws M BOJHHCTOCTh pedep) y TOTOMCTBA KPBIC TNPH YPOBHSAX
CUCTEMHOM 3KCIO3MIINHU, MPEBBIMIAIONINX YPOBHH IKCIIO3UIIMHU Y YelloBeKa Oosee yeM B 29 pas.
Tokcndeckoe BO3IEHCTBIE HA MATEPUHCKUN OPTaHNU3M OBLIIO BBISIBJICHO Y KPOJIMKOB IPH YPOBHSIX
CUCTEMHOMN IKCIO3UINH, MTPEBBIIIAIOIINX
YPOBHH 3KCIIO3UIIMH Y YesioBeka Oosiee ueM B 29 pa3. B cBs3u ¢ BBICOKHUM pe3epBOM 0€3011aCHOCTH
3TH Pe3yabTaThl HE PACIEHUBAIOTCS KaK MPECTABISAIONINE PUCK AJs yenoBeka. CUTArTUNTHH B
3HAUUTENBHOM KOJHYECTBE TMPOHUKAET B MOJOKO KOPMSAIIUX KpPbIC (COOTHOIICHHE

MoJtoko/miazma: 4:1).

6. PAPMAIIEBTHYECKUE CBOMCTBA
6.1. Ilepeuenb BcnoMoraTe/ibHbIX BelIeCTB

Jlo3upoBka 25 mr

LEJUTI0103a MUKpOKpUcTayuinueckas (tun 102)

Kanbius pocdar qBy3aMeIIeHHbIN 0e3BOTHBIH
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KpOCKapMeJio3a HaTpust

MarHus creapat

HaTpus creapuipymapar

000J104Ka TaOIeTKH:

Omnanpait Il posoBwni, 85F97191 (monmBuHWIOBBIM cnupt, THUTaHa guokcun (E171),
makporoia 3350, tanbk (E553Db): sxenesa oxcun sxentsiit (E172); sxenesa okeua kpacHbiil (E172))

Josuposka 50 mr

[IEJUTI0JI03a MUKpOKpHUcTaiinyeckas (tur 102)

KaybIus ocdaT ABy3aMelIeHHbIN 0€3BOIHBIN

KpPOCKapMeJui03a HaTpus

MarHusi creapar

HaTpus creapundymapaT

00o0J104Ka TaOIeTKH:

Omnanpaii |l cBernmo-6exeswiid, 85F17498 (mommBuHWIOBHIN crnmpt, THTaHa nuokcun (E171),
makporoi 3350, tanbk (E553Db): sxene3a oxcun sxentsiit (E172); sxene3a okeua kpacHbiil (E172))

JlozupoBka 100 mr

LEJUTI0JI03a MUKpOKpHUCTainyeckas (tur 102)

KanbIus ocdar 1By3aMeIICHHBIN O3B0 THBIHI

KpOCKapMeJu103a HaTpus

MarHus creapar

HaTpus creapuipymapat

000J104YKa TaOJIETKU:

Omnanpaii |l Gexesprid, 85F17438, (mommuBuHWIOBBIA crmpT, TUTaHa auokcua (E171),
makporon 3350, Tanbk (E553b): xene3a oxenn xentsiit (E172); xxene3a okeua kpacusiii (E172))

6.2. HecoBmecTumocTh

He nmpumenumo

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

3 ropa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHEHUHU

XpaHuTh IIpH Temrieparype He Boiie 25 °C B OpUrHHATBHON YIaKoBKe (KOHTYpHas sTYeHKOBast
yIaKoBKa B Mayke WM OaHKa B MayKe) Ui TOTO, YTOOBI 3alIUTUTh OT CBETA.

6.5. Xapakrep u coaep:kaHue NEPBUYHONH YIIAKOBKH

ITo 7 TabJIeTOK B KOHTYPHYIO STYEUKOBYIO YIAaKOBKY n3 IJIEHKH
MOJIMBUHUIIXJIopUA/monuaTuiaeH/nomusunmwnaenxiaopua  (IIBX/IID/MIBAX) u  donbru

AJTIOMUHHEBOM NI€YaTHOM JTaKUPOBAHHOM.
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[To 2, 4, unu § KOHTYPHBIX SUYEHKOBBIX YIAKOBOK 110 7 TAOJETOK BMECTE C TUCTKOM-BKIIAbIIIEM

MOMENIAIOT B MMaYKy U3 KapTOHA.

[To 14 TabGneTok B KOHTYPHYIO siueiikoByI0 yrmakoBKy u3 mié¢Hku [IBX/TID/TIB/IX u donbru
AIFOMUHHUEBOM I1€YaTHOM JIAKUPOBAHHOM.

ITo 1, 2, nin 4 KOHTYPHBIX STUYCHKOBBIX YITAKOBKH IO 14 TaOJIETOK BMECTE C JINCTKOM-
BKJIQIBIIIIEM TIOMEILAIOT B TAYKY U3 KapTOHA.

ITo 14, 28, 56, 84 unu 98 TabneTok B OaHKY MOJMMEpHYI0 U3 nmonmdTwieHrepedTanara (I19T),
3aKpPBITYIO 3aBUHUMBAIOIIEHCS KPBIIIKON U3 MOJMATUIIEHA C KOHTPOJIEM MEepPBOro BCKpbITHs. Ha
0aHKHU HAKJIEUBAIOT STUKETKH U3 OyMaru 3TUKETOYHON WM U3 MOJIMMEPHBIX MaTEpPHAJIOB,
CaMOKJIESLIIUECS.

[To 1 6aHke BMecTe C JIMCTKOM-BKIIAJIBIIIEM IIOMEMIAIOT B MAYKY U3 KapTOHA.

6.6. OcoOble Mepbl NPeJOCTOPOKHOCTH TNPU  YHHYTOKEHHHM  MCIOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpenapara WM OTXOJ0B, MOJY4YeHHBIX TMocje HNpPUMeHEeHHUs
JIEKAPCTBEHHOI0 Mpenapara Ui padtoTbl ¢ HUM.

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJb PETUCTPAIIMOHHOI'O YOCTOBEPEHUS

000 «/Ixxomac Dxcionm», Poccus

140200, MockoBckast 00i1., T. BockpeceHck, yi1. MockoBekast, 1. 45M, oduc 4.
Tenedon: +7 (499) 503-01-92, +7 (980) 194-89-33

E-mail: info@jodas.ru

IIpousBoaurenn

000 «HuTepdapmar, Poccust

300004, Tynbckas ob6nacts, r. Tyna, TopxoBckuit mpoesn, 10M 8.

7.1. IlpeacraBuTe/Ib AEpKATEN PETHCTPALIMOHHOIO YA0CTOBEPECHUS.

[Iperen3un notpedbuTenent HampasasaTh 1o ajgpecy: OO0 «/>xogac Ixkcoumy», Poccust

140200, MockoBckas 00i1., T. BockpeceHck, yin. MockoBckas, 1. 45M, oduc 4.
Tenedon: +7 (499) 503-01-92, +7 (980) 194-89-33

E-mail: info@jodas.ru

Pecny6auka benapych

3A0 «/Ixuadapmy», 220024, r. Munck, yia. badymkuna, a. 13, k. 313

Ten.: (+375 33) 917-49-05.

e-mail: djivapharm@amail.com

Pecnyosiuka Kazaxcran

TOO «Prime Asia», 050000, r. Anmartsl, Mkp-H Hyp Anatay, yn. Temup6ex Kosxxakees, 1om 70.
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Ten.: +7 (702) 822 50 O1.

E-mail: Primeasiallckz@gmail.com.

Kbipreisckas Pecny0iiuka

0cOO0 «Menacepuc.KGy, 720051, r. bumkek, yn. Kypmanmxkan Jlatka, 1. 131-133.
Ten.: +996 312 36-90-39.

E-mail: medservice.kg@mail.ru.

Pecny0simka Apmenust

00O «Pyauym Tpagunry, r. EpeBan, yn. Kouapss, 1. 18/52.

Ten.: +37495663668.

E-mail: rudiumtrading@gmail.com.

8. HOMEP PETUCTPAIITMOHHOTI'O YIOCTOBEPEHU S

9. JIATA IEPBUYHOM PETUCTPAIIMU (TOATBEPKIEHWS PETUCTPALINN,
INEPEPETUCTPALIMN)

Jlara nepBoii peructpanuu:

10. IATA IEPECMOTPA TEKCTA
OOmass xapakTepucTUKa JieKapcTBeHHoro mpenapara Cutarmuntud [k [gocTynHa Ha
uH(GOPMAIIMOHHOM TMopTane EBpa3uiickoro 5KOHOMHYECKOTO COr03a B HMH(OPMAIMOHHO-

KOMMYHHKaIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org
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