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1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
Kpecrop, 10 mr, TabieTku, MOKPHITHIC INIEHOYHOU 000I0UKOM.
Kpecrop, 20 mr, TabeTKH, MOKPHITHIC INIEHOYHOU 000I0UKOM.

Kpectop, 40 Mr, TabyieTku, MOKPHITHIC TIICHOYHONH 000JIOYKOH.

2. KAYECTBEHHBIW 1 KOJIMYECTBEHHBIA COCTAB
JelicTBytolliee BEIIECTBO: pO3yBaCTaTHH.

Kpecrtop, 10 mr, TabJIEeTKH, IIOKPBITHIE INIEHOYHON 000J04YKOU

Kaxxgast TabiieTka, TOKpBITas IUJICHOYHOW OOOJIOYKOW, CONEPKUT PO3YBACTATHHA KAaJbIUs
10,40 mr (B nepecuete Ha po3yBactatun 10,00 mr).

BcrnoMorarenbHbie BEIIECTBa, HAJTHMYME KOTOPBIX HAJIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npermapara: 1akto3bl MoHoruapat 91,30 mr (cm. pasnen 4.4).

Kpecrtop, 20 mr, TabJIETKH, IIOKPLITHIE TUNIEHOYHON 000J0YKOU

Kaxnass TabiieTka, MOKpBITas IUICHOYHOW OOOJIOYKOW, CONEPKUT PO3yBacTaTHHA KaJIbIIHsI
20,80 mr (B mepecuere Ha po3dyBacTatuH 20,00 mr).

BcmoMorarenbHbIE BEIeCTBa, HATMYHE KOTOPBIX HAJIO YYHTHIBATH B COCTABE JICKAPCTBCHHOTO
npermapara: J1akto3bl MoHoruapat 182,60 mr (cMm. pasznmen 4.4).

Kpecrtop, 40 mr, Ta0JIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKON

Kaxnas Ttabnerka, MOKpbITas IUIEHOYHOH OOOJOYKOM, CONEPKUT pO3yBacTaTHHA KaJbIIMs
41,60 mr (B mepecuere Ha posyBactaTud 40,00 mr).

BcromorarenbHbIe BeliecTBa, HATMYME KOTOPHIX HAZ0 YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: JakTo3sl MoHorupar 168,32 mr (cM. pasnen 4.4).

ITomupIit MEPCUCHb BCIIOMOI'aTCIIbHBIX BCIICCTB IIPUBCACH B pa3JiCiIic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kpectop, 10 mr, Ta6J'ICTKI/I, MOKPBITHIE TNIEHOYHOM 000JI0YKOMU

Kpyrible, ABOSKOBBITYKIIbIE TaONETKH, MOKPBITHIE MICHOYHOH 00OJIOYKOW PO30BOTO IBETA, C
rpaBupoBkoit «ZD4522 10» Ha omHOI cTOpOHE.

Kpectop, 20 Mr, TabJIETKH, ITOKPHITHIE TNIEHOYHOM 000JIOYKON

Kpyriibie TBOSIKOBBIMYKJIbIE TAaOJETKH, MOKPBITHIE MIEHOYHOM O00OJOYKOH PO30BOrO IIBETa, C
rpaBupoBkoil «ZD4522 20» na ogHOl cTopoHe.

Kpecrop, 40 Mr, TaOJIETKH, ITOKPHITHIE TUIEHOYHON 000JIOYKON

OBasibHbIE, JBOSIKOBBINTYKJIbIE TAOJIETKH, MOKPHITHIE MIEHOYHONM 000JO0YKOIl PO30BOrO LIBETA, C
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4. KIMHUYECKUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUIO0

[Tpenapat Kpecrop nokasan A IpUMEHEHHU y B3POCIbIX B Bo3pacTe OT 18 Jjier:

[Ipu nepBuuHoO# runepxosnecrepuHemun no @peapukcony (tum lla, Bkirouas cemelinyo
FETEPO3UTOTHYIO FMIIEPX0JIECTEPUHEMUIO) UM CMEIIAHHON TMIIEPXO0JIECTEPUHEMUN (THUIT
IIb) B KauecTBe AOMOTHEHUS K AUETE, KOT/AA TUETA U IPYTHe HEMEIUKAMEHTO3HbBIE METOIbI
aeyeHust (Hampumep, pu3nyecKre yNpaKHEHHs, CHUKEHHE MacChl Tejla) OKa3bIBAKOTCS
HEJ0CTaTOYHBIMHU.

[Ipu cemeiiHOM TOMO3UTOTHOM THIIEPXOJIECTEPUHEMUUB KAaYECTBE JOIOJHEHHUS K IUETE U
JIpyrol JNMIUACHWXKAMOWEH Tepanuu (Hampumep, adepe3 JMIONPOTEHHOB HHU3KOM
wiotHoctr (JITTHIT)), mnm B ciywasx, koraa momoOHas Tepanusi HEJI0CTATOYHO
¢ peKTHBHA.

[Tpu runeprpurauuepuaemu (tun IV no @penpukcony) B KadyecTBe JONOJHEHUS K IUETE.
Jlig 3ameIeHHs IPOrpecCUpOBaHMsl aT€POCKIEPO3a B KaUeCTBE JONOJHEHUS K JUETE Y
NAlMEHTOB, KOTOPBIM I[I0OKa3aHa Tepamusl [Js CHMKEHUS KOHLEHTpaluuu OOIIero
xosecrepura (XC) u XC nunonporenHoB HU3Ko# rmiotHocTH (XC-JITTHIT).

JUis  nepBUYHOM HPOPMIAKTUKA OCHOBHBIX  CEPJEYHO-COCYAMUCTBIX  OCIOKHEHUI
(uHCYTIBTa, MH(ApPKTa, apTepHaATbHON PEBACKYJIAPU3alMK) Y B3pPOCIbIX HAllMEHTOB 0e3
KIMHUYECKUX MPH3HAKOB uinemuueckoii 6osnesnu cepaua (MBC), HO ¢ MOBBIICHHBIM
pHUCKOM ee pa3BuTus (Bo3pact crapiie 50 et ajig My>XK4uH U cTapiie 60 JIeT 1J1st )KEeHIIUH,
MOBBIINICHHAsT KOHIEHTpanus C-peakTHBHOro Oenmka (> 2 Mr/i) Npu HATUYAA Kak
MUHMMYM OJIHOTO W3 JIOTIOJIHUTENBHBIX (PAaKTOPOB pPHCKA, TAKMX KakK apTepuabHas
THIICPTEH3MsI, HU3Kas KOHIeHTpanuss XC IHIOMPOTEHHOB BBICOKOH ImioTHOCTH (XC-

JITIBII), xypenue, cemelinblii anamHe3 panHero Hadaina UBC).

4.2. Pexxum 103MpoOBaHus U €C1IOCO0 NPUMEHEHUs!

I[O Haydalla Tepalliuu MperapaTromMm erCTOp MalueHT AOJDKCH HadaTb CO6J'IIOI[aTB CTaHAAPTHYIO

THIIOXOJICCTCPUHEMHUYCCKYO OUCTY W HNPOAOJIKATH COGJ’IIOI[aTL €€ BO BpCMs JICUCHUA. I[o3a

npemnapara aOOJIKHa HO)I6I/IpaTBC${ HHIUBHUAYAaJIbHO B 3aBUCUMOCTH OT ueneﬁ TEpariuu Hu

TEPANICBTUYCCKOI0 OTBETA Ha JICHCHUC, IMPUHHMMAsA BO BHUMAHHUEC TCKYIIHUEC PECKOMCHOAIMU I10

HCJICBBIM KOHICHTPpAIUAM JIUITAOOB.

Pexxum go3upoBaHus

PeKOMeH}IyeMaSI HadajlbHas 103a AJid MalUCHTOB, HAYMHAIOIINX IIPUHUMATh Mprapar, Wik JJid
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MAIHCHTOB, MEPEBEICHHBIX C IPHEMA IPYTH3 uHrHGHTOPoR TNVHEKOA-Perykrdse Hombxua

cocraByATh 5 Mr win 10 mr mpenapara Kpecrop 1 pa3 B cytku. [Ipu BeiOOpe HauanbHOM 03B
CJIeZlyeT PyKOBOJCTBOBATHCS MHIMBUAYAIbHOW KOHIEHTpAIMEH XOJecTepuHa M NPUHUMATH BO
BHUMaHUE BO3MOXHBIA PHUCK CEPAEYHO-COCYAUCTBIX OCJOXKHEHUH, a Takke HeoO0XOAHUMO
OLICHUBATh MOTEHIMAIbHBIN pUCK pa3BUTHsI TOOOUYHBIX 3 (ekToB. B ciiyuae Heo6XxoauMOCTH 1032
MOYET OBITh YBEIMYCHA 70 OoJiblieii yepe3 4 Hemenu (cM. pasaen 5.1).

B cBs31 ¢ BO3MOXHBIM pa3BUTHEM 1TOO0UHBIX 3(h(ekToB mpu nmpueme 10361 40 MI IO CPaBHEHHIO
¢ Oonee HM3KMMM J03aMu Tipenapara (cMm. pazaen 4.8), yBenuwdeHue 103b1 10 40 Mr, mocnie
JOTIOTHUTEILHOTO MpUeMa 1035l BbIllIe PEKOMEHIyEeMOW HayallbHOM J03bl B TeUeHHUE 4-X HeZelb
TEpanuy, MOXET MPOBOAUTHCS TOJIBKO y TAIIMEHTOB C TSHKEJIOH CTETNEHBIO THIIEPX0JIeCTEPUHEMHUH
U C BBICOKUM PHCKOM CEpJICYHO-COCYAUCTHIX OCIOXKHEHUN (0COOEHHO y MAIlMeHTOB C CeMEHHOU
TUIEPXOJECTEPUHEMUEH), Y KOTOPBIX HE OBbLT JOCTUTHYT >KE€NaeMblid pe3ylbTaT Teparuu Ipu
npueme 110361 20 MI, U KOTOpble OYyIyT HAXOIUTHCSA MOJA HAOIIOACHHEM CIIeNHUaINCcTa (CM.
paznen 4.4). PexkoMeHayeTcsi OCOOEHHO THIATEJIbHOE HAONIOJEHWE 3a  MalleHTaMH,
MOJTy4arouMu rpenapar B 103¢ 40 mr.

He pexomennyercs HasHaueHue a03bl 40 MT manueHTaM, paHee He oOpalllaBIIMMCS K Bpady.
[Tocne 2-4-x Henmenb Tepanmuu W/WIM TPH MOBBIMIEHWU A03bl Ipemnapara Kpectop HeoOxomum

KOHTPOJIb ITOKa3aTeJIeH TUMUIHOTO 0OMeHa (MPU HEOOXOUMOCTH TPEOYETCSI KOPPEKITUS JT036I).

Oco0bIe I'pYIHIIBI NAIIMCHTOB

Tayuenmoi ¢ napywenuem ¢hyHkyuu novex

VY nanueHToB ¢ HapyleHueM (PYHKIIMU TOYEK JETKON WK CPEeHEHN CTEeNEeH! TSHKECTH KOPPEeKIUs
J103bl HE TpeOyeTcs. Y MaleHTOB C HapylleHueM (PYHKIMU MOYeK TSHKEJIOW CTeneHH (KJIMPEHC
kpearnanHa (KK) menee 30 mi/MuH.) mprMeHeHHe mpemapata KpecTop NpoTHBOIOKA3aHO.
[TpoTuBONOKa3aHO MpUMEHEHKE Mpenapara B 1o3e 40 Mr y nalueHTOB ¢ HapylleHueM (yHKIUN
nouek cpexneit crerenn Tsokectn (KK 30-60 mn/mun.) (cm. pasmenst 4.4 u 5.2). Tlanuwentam ¢
HapylieHueM (QYHKIUHU [OYEK CpEeIHEH CTENeHU TSKEeCTH PEKOMEHJIyeTcs HaudajbHas [03a
npenapara 5 mr.

Tayuenmoi ¢ Hapywienue QyHKyuu neveHu

[Tpenapat Kpectop npotuBonokaszas nayeHTaMm ¢ 3a00JIeBaHUSIMU NIEYCHU B aKTUBHOM (aze (CM.
paznen 4.3).

OmHuueckue epynnul

[lpy w3yueHun (¢apMaKOKMHETHYECKMX IapaMeTpoB po3yBacTaTMHA y  MAIMEHTOB,
NpUHAUIKAIIMX K pasHbIM JSTHUYECKUM TIpylmaM, OTMEUEHO YBEJIMYEHUE CHCTEMHOM

KOHIICHTpAaIlMd PO3yBacTaTHHA y MAIlMEHTOB MOHTOJOUIHON packl (cMm. pazaen 4.4). Cnemyer
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[Tpu npueme no3 10 mr u 20 Mr pekomenayemasi HadajabHasi 103a [yl IallMEHTOB MOHTOJIOMTHON
pacbl coctaBisieT 5 mr. IIpoTuBonokasaHo Ha3HaueHue npenapara B jno3e 40 Mr namueHTam
MOHTOJIOUIHO# packl (cM. pazaen 4.3).

T'enemuueckuti nonumopghusm

Y Hocurenerr renorunoB SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA
OTMEUaJIOCh YBEIIMYCHHUE 3KCIO3MIUU (IUIOLIa/b MOl KPUBOW «KOHIEHTpalws — BpeMs», AUC)
po3yBacTaTHHa 1Mo cpaBHeHUIO ¢ HocuTeasiMu renotunoB SLCO1B1 ¢.521TT u ABCG2 ¢.421CC.
Jns marmenToB-HOcuTene reHoTumnoB ¢.521CC unu €.421AA pekoMeHyeMas MaKkCUMallbHas
no3a npemnapara Kpectop cocrasisier 20 Mr oiiH pa3 B cyTKH (cM. pazaeisl 4.4, 4.5 u 5.2).
Tlayuenmui, npedpacnonodcentvle K MUOnamuu

[TpoTuBOMNOKa3aHO Ha3HAUEHUE MpenapaTa B go3e 40 Mr nanueHTam ¢ (akTopaMu, KOTOPhIE MOTYT
yKa3bIBaTh Ha MPEIPACIIONOKEHHOCTh K Pa3BUTHIO MHONaTuu (cM. pazzaen 4.3). [Ipu HaznaueHuu
103 10 mr u 20 Mr pekoMeHIyemas HadajibHasl 103a JUIsl JaHHOM TpYIIIbl NallMEHTOB COCTABIISAET
5 mr (cm. paszen 4.3).

Conymcemsyrowas mepanus

Po3yBacTaTuH CBSI3bIBAETCS C pa3IMYHBIMU TPAHCIIOPTHBIMU Oenkamu (B yacTHOCTH, ¢ OATPIBI,
MOJIMIIETITHIOM TPAHCIOPTa OPraHWYECKUX AHHWOHOB, YYAaCTBYIOIIMM B 3aXBaTe CTAaTHHOB
remaronutamu, 1 BCRP, sddmokcabiM Tpancmoprepom). IIpu coBMECTHOM NPUMEHEHUH
npenapata Kpectop c nekapcTBEHHBIMH MpenaparaMy (TaKUMU KakK IMKJIOCIOPHH, HEKOTOPbIE
uHTHOUTOpHl TpoTeassl BUY, BkiIoyas KOMOWHAIIMIO pPHUTOHABUpAa C aTa3aHaBUPOM,
JIOTTMHABHPOM W/WIJIA TUTIPAHABHPOM), TIOBBIIIAIOIIMMHI KOHIIEHTPAIMIO pO3yBaCTaTHHA B TUIa3Me
3a CUeT B3aMMOJCHCTBHSI C TPAHCHOPTHBIMH OEIKaMHU, MOXXET TOBBIMIATHCS PUCK MHOMATHH
(Bkirouast padaomuoims) (M. pasaenst 4.4 u 4.5). Creayer 03HAKOMHUTBCS ¢ MHCTPYKIUEH IO
IPUMEHEHHIO 3THX IPernapaToB Mepesl UX Ha3HadeHHEeM COBMECTHO ¢ mpemnapatoMm Kpecrop. B
TaKUX CIy4asx CIEAyeT OICHUTh BO3MOXXHOCTh HA3HAYCHHUsS AIbTEPHATHBHON Tepamuyd WA
BPEMEHHOT0 MpeKpamieHns npuema npenapata Kpecrop. Eciu ke npuMeHeHre YKa3aHHBIX BBIIIE
npenapaToB HEOOXOAMMO, CJIEIYeT OLEHUTh COOTHOLIEHHWE MOJb3bl U PUCKA COIYTCTBYHOIEH
Tepanuu npenaparoM KpecTop M paccMOTpeTb BO3MOXKHOCTb CHUXKEHHS €ro J03bl (CM.
pazmen 4.5).

Tlayuenmul nodxxcunoco 6o3pacma

He tpeOyercst koppekuus 10351

€T

besonacHocth u »ddextuBHOCTS TIpenapara Kpecrop y nmereir B Bozpacte ot 0 mo 18 mer Ha
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JTaHHBIA MOMEHT HE YCTaHOBJIEHBI. [laHHbBIE TIp eHeHnﬁQ}ﬁé%hﬁATEﬂI:'H"-: CTb 0002]

R

Cnooco0 nnpuMeHeHus

BHYTpI), HC PAa3>KEBbIBATh U HEC U3MCJIBYATH Ta6J'ICTKy, I[IporjaTbiBaTh HECIWKOM, 3alllBasd BO,Z[OI>'I.

HpenapaT MOJXHO IIPUHUMATDH B Jr000€e BpEMA CYTOK HE3aBUCUMO OT ITpUEMa IMHIIH.

4.3. lIlpoTuBOoNOKa3aHUs

®  TUIEPUYYBCTBUTEILHOCTH K PO3yBaCTaTUHY WJIHU JIFOOOMY M3 KOMIIOHEHTOB IIpernapara,

e 3a00seBaHMs TICYEHU B aKTHUBHOM (pa3e, BKIIOYAs CTOMKOE IMOBBILIEHHE CBHIBOPOTOYHOM
AKTUBHOCTH TpaHCaMWHA3 W JII00OE TOBBIIICHHE AKTUBHOCTH TPAaHCAMHHA3 B CHIBOPOTKE
KpoBH (OoJiee ueM B 3 pa3a 0 CPaBHEHHIO C BEpXHEW I'paHUIeii HOPMBI);

e mHapyuieHue GpyHkimn novek tsokenoi crenenn (KK menee 30 mur/mus.);

®  MHOIATHS,

®  [alMeHTaM, MPEPACIONIOKEHHBIM K Pa3BUTHIO MUOTOKCHYECKHX OCIIOKHEHUM,

®  OJIHOBPEMEHHBIU MPUEM ITUKIOCTIOPHHA;

® y JKEHIIWH: OEpPEeMEHHOCTh, MEPUOJ T'PYIHOTO BCKapMIIMBAHHS, OTCYTCTBHUE aJCKBAaTHBIX

METOJI0B KOHTPALECILIHH.

[Tpuem B cytouHOi 03¢ 40 Mr MPOTHBOIIOKA3aH IMalUEHTaM C (DaKTOpamMH pHCKA Pa3BUTHS

MHUOMATUN/PabIOMHOTIN3a

e HapyireHue GyHKIUH oYek cpeaneit crenenu Tsokectr (KK mexee 60 mir/MuH.);

®  TUIOTHUPEO3;

e  JIMYHBIA WJIM CEMENHBIA aHaMHe3 MBIIIIEYHBIX 3a00€BaHNM;

®  MHOTOKCHYHOCTbH Ha (DOHE MpueMa IPyTrux HHrHOUTOPOB TUAPOKCU-METHIITITY TAPUI-KOIH3UM
A penyxkrassl (I'MI'-KoA-penykra3ssl) uin ¢puOpaTtoB B aHaMHE3e;

e  uype3MepHOe YIOTpeOIeHNne aJIKOTr oIS,

® COCTOSIHHS, KOTOPhIE MOTYT TPHBOJUTH K TIOBBIIICHUIO TUJIA3MEHHOW KOHIIEHTpAIluU
pO3yBacTaTHHa;

®  OJHOBpPEMEHHBIN MpreM GpuoparTos;

L nalfueHTaM MOHFOJ'IOPIJIHOﬁ pachl.

4.4. OcoOble ykazaHusl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPO’KHOCTBLIO

Hanuune pucka pa3BuTus MUONaTUH/padaOMHOIN3a — HapyIIeHUe (PyHKIIMH TOYEK, TUTIOTHPEO3,
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JWYHBIA WM  CEeMEHHBI aHAMHE3  Hacl IeI[CTBeﬁElI', R Radik EHGSohesdlia u

IpEANICCTBYIONINN aHAMHE3 MBIIICYHON TOKCUYHOCTH TIPU UCIIOJIb30BAHUH APYTHX UHTUOUTOPOB
['MI'-KoA-penykras3sl wiu GpuOpaToB; upe3MEepHOE YHOTPeOJIEHHE AIKOTrOJsl; BO3pacT CTapiie
65 metr; cocTosiHMS, TpPHU KOTOPBIX OTMEUYEHO TIOBBINICHHE IUIa3MEHHOW KOHIICHTPAIUU
pO3yBacTaTuHa; pacoBasl MPHHAUICKHOCTh (MOHTOJIOM THAS paca); OTHOBPEMEHHOE Ha3HAYCHHUE C
¢ubpatamu (cM. pazzmen 5.2); 3aboiieBaHus TIEYEHH B aHAMHE3e; CEICHC;, apTepuaibHas
THIIOTEH3UsI; OOLIMPHBIC XHUPYPrUUECKHE BMEIIATEIbCTBA, TPABMBI, TSHKEIbIE META0OINUECKHE,
SH/IOKPHHHBIC WJIM OJCKTPOJUTHBIC HAPYIICHUS WIA HEKOHTPOJHPYEMbIC CyJIOPOKHBIC
TIPUTIAIKH.

Ilpu npueme 6 cymounoii 0oze 40 me:

Hapymienue yHkiuu mouek Jierkoit crenenu tsokectu (KK 6onee 60 mir/mMuH.).

ITamueHTEI ¢ HApYIIEHUEM d)VHKHI/II/I INCYCHHU

JlaHHble WK OTBIT IPUMEHEHMS IIpernapaTa y NalueHToB ¢ 0osiee yeM 9-10 OamiaMu Mo miKaie

Yaiina-ITeto oTCyTCTBYIOT (CM. paszen 5.2).

[Touyeunsie 2 exThl

VY nmanueHTOB, NOJTy4YaBIIUX Oojiee BBICOKME J03bI mpemapara Kpecrop (B ocHOBHOM, 40 Mr),
Ha0JIr0JaIach KaHAIBIEBAs IPOTEUHYPHUS, KOTOpast B OOJIBIINHCTBE CITyyaeB ObliIa TPAH3UTOPHOM.
Takass mnpoTeMHypHUs HE CBHJETEIbCTBOBaJa 00 OCTpoM 3a00J€BaHMM IOYEK WU
IpOTrpecCupoBaHUM 3a00JI€BaHUS MMOYEK. Y MallMeHTOB, IPUHUMAIOIIUX Hpenapat B 1o3e 40 mr,

PEKOMCHAYCTCSA KOHTPOJIIMPOBATE ITOKA3aTCIIN (1)YHKIII/II/I IMOYCK BO BpEMs JICUCHU .

Hapyi1iieHns co CTOPOHBI CKEIETHON MYCKYIATYphI

[Tpu npumenenun npenapata Kpectop Bo Bcex 103ax M, B OCOOCHHOCTH INpH IMpHEME 03
npenapara, mnpesslmatonmx 20 Mr, cooOmanoch O cileayrmux 3¢p¢exkrax B OTHOIICHUU

CKeIeTHOMN MYCKYJIATyphbl: MUAJITUS, MUOIIATH, B PCAKUX CIIydasax pa6I[OMI/IOJ'II/I3.

Omnpenenenue aktuBHOCTH KpeatnHbocdhokunaszsl (KOK)

Omnpenenenne aktuBHoctu K®K He criexyer mpoBOAWTH MOCHE WHTEHCHBHBIX (DU3MUECKHX
Harpy30K WM NpU HAIAYUMU JPYTUX BO3MOXKHBIX NMPUYMH yBennueHus aktuBHoctn K@K, gro
MOXET IPUBECTHM K HEBEPHOM HWHTEPIPETALMM IOJYyYEHHBIX pe3yJbTaroB. B ciydae eciu
ucxonHas akTuBHOCTh KOK cymecTBeHHO noBbImieHa (6osee 4eM B 5 pa3 MpeBbIIIaeT BEPXHIOK
TpaHUIly HOPMBI), yepe3 5-7 nHel ciexyeT IpOBECTH IMOBTOpHOEe u3MepeHue. He cruemyer

HA4YMHATh TEPAInIo, €CJIM MOBTOPHBINA TECT MOATBEPKIAeT UCX0IHYI0 akTuBHOCTh KDK (OGonee
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YeM B 5 pa3 MpeBbIIIaeT BEPXHIOI IPAHUILY HOPMBI).

Jlo Hayvajia Tepauu

ITpu Haznauenuu npemapara Kpectop, Takxke Kak v Mpu Ha3HAYEHUU ApyTrux uHruouropos I'MI -
KoA-penykraspl, manpeHTaM ¢ HMMEIOIIMMUCA (akTopaMu pHCKAa MHUOMATUH/PadIoOMHOIN3a
CIIEyeT MpOSBIATH OCTOPOXKHOCTh, HEOOXOJUMO pPacCMOTPETh COOTHOILEHUE pUCKA U

BO3MOYKHOH MOJIb3BI TEPAIUU U IPOBOIUTH KIMHUYECKOE HAOII0ACHNE.

Bo BpeMst Tepanuu

Crnenyer mpornHpOPMUPOBAThH MANMEHTA O HEOOXOIUMOCTH HEMEIJICHHOTO COOOIIEHUS Bpady O
cllydasix HEO)XXKMJAHHOTO MOSIBIICHUS MBIIICYHBIX OOJIeH, MBIIIEYHONW CIA0OCTH WM CHAa3MOB,
0COOEHHO B COYETaHUH C HEJOMOTaHUEM U JIMXOPAIKON. Y TaKUX MMAIUEHTOB CIIEAYET ONPeeIIATh
aktuBHOCTh K®K. Tepanus nomkHa ObITh mpekparieHa, ecin akTuBHOCTh KDK 3HauntenbHo
noBbIIIeHa (0oJiee yeM B 5 pa3 1o CPaBHEHUIO C BEPXHEH IpaHHIIeii HOPMBI), WJIH €CITH CUMIITOMBI
CO CTOPOHBI MBIIII] PE3KO BBIPAKEHBI M BBI3BIBAIOT €XKEIHEBHBIA IUCKOMGOPT (Jake eciu
aktuBHOCTh KOK noBeiieHa He 6osiee yeM B 5 pa3 10 CPaBHEHMIO ¢ BEPXHEH IpaHULIEH HOPMBI).
Ecin cumnToMsl ncyesarot, 1 aktuBHOCTh KDK Bo3Bpamaercs kK HOpMe, ClIeAyeT pacCMOTPETh
BOIIPOC O [OBTOPHOM Ha3HadeHUM npenapara Kpectrop wiM JApyrux HMHICHOUTOPOB
I'MI'-KoA-penyKkTa3bl B MEHBILINX J103aX IPH TIATEIbHOM HAOIIOJEHUH 3a allEHTOM.
Pytunnbiit koHTpOb akTuBHOCTH KK npu oTcyTcTBUM CUMIITOMOB HEllenecoo0pas3eH.
OTMmedeHbl OYeHb PEIKHE CIydyal MMMYHO-OINOCPEIOBAaHHOW HEKPOTH3UPYIOLIEH MHOINATUU C
KJIIMHUYECKUMH MPOSIBIICHUSMHU B BUJIE CTOMKON c1a00CTH MPOKCUMAaNIbHBIX MBILII] U ITOBBIILIEHUS
akTuBHOCTH K@K B CBHIBOPOTKE KpOBH BO BpeMs JICUEHHUS WJIM NpPU MPEKpalleHUuu MpuemMa
CTaTUHOB, B TOM YHCIIe po3yBacTaTHHA. MOXeT MoTpeboBaThCs MPOBEICHHUE JOMOTHUTEIbHBIX
WCCJIENOBAHUM MBIIIEYHOH M HEPBHOM CHCTEMBI, CEPOJOTMYECKMX HCCIEIOBAHUN, a TaKkKe
Tepanusi UMMYHOJIEITPECCUBHBIMHU CPEACTBAMH.

He orMeueHo npu3HAaKkoB yBeJIWYEHHS BO3JEHCTBUS Ha CKEJIETHYIO MYCKYJaTypy IpU IpHUEMe
npenapata Kpecrop u comyrcrBytomiei tepanuu. OnHako cooOanock 00 yBEIMYEHUH 4YuCIia
CllyyaeB MHO3MTa M MHONATUM y TAIMEHTOB, MPUHUMABIIUX JAPYrHe HMHTHOUTOPHI
I'MI'-KoA-penykTa3sl B COUETAaHUU C TNPOU3BOAHBIMU (UOPUHOBOM KHUCIIOTHI, BKIIIOYas
reMpuOpo31I, HUUKIOCTIOPHH, HUKOTUHOBYIO KHCJIOTY B TUIMUACHIKAIOUINX J03aX (> 1 r/cyTkn),
a30JIbHBIE TPOTUBOTPHOKOBBIE CpEACTBA, HMHrUOUTOpHl mpoTeassl BUY u  makponuaHbie
anTuOnoTUKU. ['eMpuOpo3MI yBenTUUMBaeT PUCK BO3SHUKHOBEHHSI MUOIATHH MPH COBMECTHOM
NpUMEHEHUH ¢ HekoTopbiMu uHruouropamu I'MI-KoA-penyxrasel. Takum o6pazom, He

PEKOMEHIyeTCsl OJHOBpEMEHHOEe MpuMeHeHue npenapara Kpecrop u rempudposuna. J[omxHO
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OBITH TIIATEILHO B3BEIIEHO COOTHOIIEHHME pHCKAa U (Y3 ro Mot Efolesib Hpir 1o Berhom

npuMeHeHun npenaparta Kpectop u pubpaToB niiv HUKOTHHOBOW KHUCIIOTHI B JIMITUICHUKAIOLITHX
no3ax. [IporuBomnokasan npuem npemnapara Kpecrop B q03e 40 Mr coBMecTHO ¢ ¢pubpaTamu (CM.
paznens 4.3 u 4.5).

Yepes 2-4 Hemenu 1ociie Havyalla JICYCHHUsl W/WIIM MPH MOBBIIMICHUU 1036l mpernapara Kpecrop
HEOOXO UM KOHTPOJIb TOKa3aTele IUMUAHOTO OOMeHa (NP HEOOXOAMMOCTH Tpedyercs

KOPpEKLIUs J03bl).

DdvyHaKIM DeyeHn

Pexomenyercss mpoBOANUTE OMpeesieHre MoKas3areneld (yHKIUU TMeYeHH 0 Havaja Tepanuu u
yepe3 3 Mecsua nocie Havana Tepanuu. [Ipuem npenapara Kpectop cienyer npekpaTutb WU
YMEHBIIUTH 03y Mpenapara, eciu aKkTUBHOCTb «II€YEHOYHBIX» TPAHCAMUHA3 B CBIBOPOTKE KPOBHU
Oosee yeM B 3 pasza MpeBbIIIAET BEPXHIO IPAHUILY HOPMBI.

Y DamMeHTOB C THIEPXOJECTEPHHEMHUEH BCIIEACTBUE THIIOTHPEO3a WIH HEHPOTHIECKOTO
CHHJIpOMAa TEpamusi OCHOBHBIX 3a00JICBaHMU JIOJDKHA TIPOBOJMTHCSA N0 Hadana JICYCHUS

npemnapatom Kpectop.

Oco0ble TONVISIIAN. DTHUYECKHUE TPVIIIIEI

B xonme (apMakOKMHETHYECKHX HWCCIEAOBAHWHA Y MAIIEHTOB MOHTOJIOMIHOW pachkl OTMEYEHO
YBEJIMUEHUE CUCTEMHOM KOHILIEHTpPAllMM pO3yBaCTaTHHA [0 CPaBHEHUIO C IIOKAa3aTEIIAMH,

MOJTYYEHHBIMU CPEIU MAI[MEHTOB-EBPOIICONI0B (CM. pasaenbl 4.2 u 5.2).

Nurudurops! nporeassl BUY

He pexkomeHnnmyercs coBMECTHOE NpUMEHEHHE Ipernapara ¢ MHruoutopamu mnporeazsi BUY

(cm. pasmen 4.5).

BcrnoMmorarensHble BellecTBa

HpenapaT COACPKUT  JIAKTO3bI MOHOTHUAPAT. ITaumenTtam ¢ peaKo BCTpeanOIHCﬁCH
HacJeICTBEHHOM HCMICPCHOCUMOCTBIO  T'aJIAKTO3hI, )Ie(bI/II_II/ITOM JJaKTa3bl HJIM TJIHOKO30-

TaJIaKTO3HON MabaObCopOIMeit He clieyeT MPUHUMATD STOT Mpermapar.

HuTepcTunnagbpHas 00JIE3Hb JIETKUX

[Ipy npuMeHEHUH HEKOTOPhIX CTAaTHHOB, OCOOEHHO B TEYEHHE [UJIMTEIHLHOTO BpPEMEHH,
coolmanock 00 UCKIIOYUTENbHO pEAKUX ClaydasX HWHTEPCTULHUANIbHON OO0JEe3HU JIETKHUX.

HpOfIBJ’IeHI/ISIMI/I 3a00JIeBaHUs MOTYT SABJIATBCA OABIIIKA, HerO)IYKTI/IBHI)II\/'I Kalmiejib 1 YXYyIAIICHUC
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obmero camMmouyBCTBHS (C1a00CTh, CHI)KEHHE MACCHI e rxdp 5}11(1;?%110}0'356 il Ha

HHTCPCTULIUAIIBHYTO 00JIe3Hb JIETKHX CIICAYCT MPCKPATHUTDb TCPAIIUIO CTaTUHAMMU.

CaxapHblii quader 2 THIa

VY manweHToB ¢ KOHIEHTpaIMen K03kl OT 5,6 10 6,9 MMob/n Tepanus npenapatom Kpectop

ACCOUUPOBAJIACH C MMOBBINICHHBIM PUCKOM pa3BUTHUA CaXapHOIo I[I/Ia6eTa 2 THmna.

4.5. B3aummopgeiicTBMe ¢ JPYrHMM JIEKAPCTBEHHBIMHM MpenapaTaMu W Jpyrue BH/bI
B3aHNMOJAEeHCTBUSA

Biusaue OJHOBPCMCHHO NNPUMCHACMBIX IIPETIapaTOB HAa PO3YBACTATHH

Hneubumopvr mpancnopmuulx 0e1ko6: po3yBaCTaTUH SBISETCSA CyOCTpaTOM JUIsl ONPEIeIeHHBIX
OEIKOB-TPAHCIIOPTEPOB, BKIItOYasl TpaHcnopTep nedenouHoro 3axsata OATP1B1 u addmroxcHbii
nepeHocunk BCRP. ComyrcTByromee TpPUMEHEHHE TpPEnapaToB, KOTOPBIE — SBISIOTCS
UHTHOMTOpAMH  3THUX TPAHCIOPTHBIX OEJNKOB, MOXET COMPOBOXIATHCS  YBEIHMUCHHEM
KOHIICHTPAIIMK PO3yBacTaTHHA B IJIa3ME W IOBBIIICHHBIM PUCKOM PAa3BUTHS MHOIMATHH (CM.
tabnuity 1, pasaenst 4.2 u 4.4).

Luxnocnopun: Tpu OJHOBPEMEHHOM IPUMEHEHUHW po3yBacTaTuHa W 1ukiocnopuHa AUC
po3yBactaTuHa ObUIM, B CPEIHEM, B 7 pa3 BBIIIEC 3HAYCHUI, KOTOPHIC OTMEYAIKCh Y 30POBBIX
n06poBobIeB (cM. Tabmuiy 1). [Ipemapar Kpectop nmpoTHBONOKa3aH nanueHTam, OJ{HOBPEMEHHO
OpUMEHSIOMMM  IUKIociopud  (cm.  pasmen  4.3). OpHOBpeMEHHOE TPUMEHEHHE 3THX
JICKApCTBEHHBIX CPEJICTB HE BIUSAET HA KOHIICHTPAIMIO IMKJIOCIIOPUHA B TUIa3ME KPOBH.
HUneubumopvr  npomeasvl.  XOTS  TOYHBIA  MEXaHWU3M  B3aUMOJICHCTBUS  HEHM3BECTCH,
OJTHOBPEMEHHBIH TPUEM C HHTHOMTOPOM MPOTEa3bl MOXET MNPUBOAUTH K 3HAYUTEIHHOMY
YBEIMYCHUIO SKCIIO3UIMH po3yBacTaTiHa (cM. Tabnuity 1). Hanpumep, B papMakoKHHETHYECKOM
UCCIIC/IOBAaHUH OJIHOBPEMEHHOE TMpHMeHeHue 10 Mr po3yBacTaTiHa W KOMOWHHPOBAHHOTO
npenapara, cojepkaiiero apa uaruoutopa mnporeassl (300 mr arazanaBupa/100 Mr puToHaBUpA)
y 3JI0pPOBBIX JOOPOBOJIBIIEB MPUBOIUIO IMPUMEPHO K TPEXKPATHOMY M CEMHKPATHOMY
yBennuennto AUC u makcumasibHO#M KoHIeHTpanuu (Cmax) po3yBacTaTHHA, COOTBETCTBEHHO.
OnHOBpeMeHHOE MpHMEHeHHe mpenapara Kpectop M HEKOTOPBIX KOMOWHAIUN WHTHOUTOPOB
npoTeasbl BO3MOXKHO IMOCJIE TIIATSIBHON OICHKH BO3MOXKHOCTH KOPPEKIMH J03bI MperapaTa
KpecTop Ha OCHOBaHWH OXKHJIAEMOTO YBEJIMYCHHUsS YPOBHS SKCIO3WIIMU PO3yBacTaTHHA (CM.
paznenst 4.2, 4.4 v Tabauiy 1).

Temghubposun u Opyeue eunorunudemuveckue cpeocmed. COBMECTHOE TMPUMEHEHUE
podyBacTaTiHa M TeM(GHUOpO3Wia MPHUBOMWIO K YBEIUYCHHIO B 2 pa3a MaKCUMaJbHOM

KOHIICHTPAIIMK po3yBacTaTuHa B mazme kposu u AUC po3yBactatuna (cM. pasznen 4.4).
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OCHOBBIBasICh Ha JAHHBIX CHENU(PUISCKUX HC( HCHOBaﬁE]PL;I: %;y:tgmll_lgjggﬁlwoﬂ_eﬁcjmﬁ HE

OKU/IAeTCsl 3HAYUMOT0 (hapMaKOKMHETUYECKOTO B3aUMOACHCTBUS ¢ (peHopudpaTom, BO3MOKHO
dapmakonmHamuueckoe B3aumoeiicteue. ['empubposmi, ¢enopudbpar, apyrue ¢udparsl u
HUAIMH (HUKOTHMHOBAS KUCJIOTA) B JIMIMHACHIKAOIIMX J103aX (> 1 I/CyTKH) yBEIUYHBAIN PHUCK
BO3HUKHOBEHHS  MHONATUU [P  OJAHOBPEMEHHOM TPUMEHEHHWH C  HMHTUOUTOpaMu
I'MI'-KoA-penykrasbl, BEPOSTHO, B CBA3M C TEM, YTO OHM MOTYT BBI3BIBATH MMOIIATHIO IIPU
npuMeHeHurn B MoHoTepanuu. [Ipuem mpemapara Kpectop B m0o3e 40 Mr mpoTHBONOKa3aH Mpu
COBMECTHOM Ha3HadyeHHH ¢ pubOparamu (cm. pazgensl 4.3 u 4.4). Takue marueHThl JTOHKHBI
HAYMHAThH TEPAIHUIO C O3Bl 5 M.

D3emumubd: OMTHOBPEMEHHOE IpUMeHeHue npemnapara Kpecrop B no3e 10 Mr u 33etumubda B 103¢
10 mr compoBoxpaanochk yBenmueHuemM AUC posyBacratmHa B 1,2 paza y MalMEHTOB C
runepxonecrepuHemueii  (cm. Tabmuryy 1). Henpss wuckmounth (apmakoIuHAMUYECKOe
B3aMMOJIeiicTBIEe MeXAy mpemapatoM Kpectop u 33eTMHMHOOM B OTHOIIEHUH HEXKEIATEIbHBIX
peakuuii (cM. paszaen 4.4).

Anmayuosi: OTHOBpEMEHHOE NpUMeHeHHe npenapaTta Kpecrop u anTanunga B ¢popme cycriesuu,
collepKalleil MarHus W aJIOMUHUS THUJIPOKCHUJ, TPUBOJWIO K CHHKCHHMIO IUIa3MEHHOMN
KOHIIEHTpaluu po3yBactatuna nmpuMmepHo Ha 50 %. Jlanusiii ekt Obl1 BbIpaxeH cnabdee, eciu
aHTallK/]l MPUMEHSIICA Yepe3 2 yaca nociie npueMa npenapara Kpecrop. Knnanueckoe 3nauenue
0J0OHOTO B3aUMOJICHCTBHUS HE N3Y4alIoCh.

Opumpomuyun. OJHOBpEMEHHOE MPUMEHEHHE pPO3yBacTaTHHA U IPUTPOMHUIIMHA MPUBOIHUIO K
ymenbiieHnto AUC posyBactatnHa Ha 20 % u Cmax po3yBactatuHa Ha 30 %. IlomoGHoe
B3aMMO/ICHICTBHE MOKET BOSHHUKATH B PE3yJIbTATe YCUIICHUS MOTOPUKH KHIIIEYHHUKA, BEI3HIBAEMOTO
PUEMOM DPUTPOMHIINHA.

H3o¢hepmenmor yumoxpoma P450: pe3ynbrarsl uccieqoBaHuil in ViVo u in Vitro moka3zaiu, uTo
PO3YyBacTaTUH HE SBJISETCS HU MHTUOUTOPOM, HU MHIYKTOPOM H30(pepMeHTOB LuToxpoma P450.
Kpowme Toro, po3yBactaTuH siBisieTcs ciaObIM cyOcTpaToM Aiis 3TUX u3opepMeHToB. [loaTomy He
O’KU/IaeTCs B3aMMO/JICHCTBHS pO3yBaCTaTHHA C IPYTUMH JICKApCTBEHHBIMH CPEICTBAMH Ha YPOBHE
MeTaboiau3Ma C ywacTueM u3opepMeHToB nuToxpoma P450. He oTMmMedeHO KIMHUYECKU
3HaYMMOT'0 B3aMMOJAEHUCTBH pO3yBacTaTUHa C (DIyKOHA30JI0M (MHIMOUTOPOM H30(EpPMEHTOB

CYP2C9 u CYP3A4) u xerokoHazonoM (uHruouropom uzopepmentoB CYP2A6 u CYP3A4).

BzauMoaelicTBue ¢ JIEKapCTBEHHBIMU _CPEACTBAMHU, KOTOPOE TDC6VCT KOPPCKIMHU  J103bI

posyBacratusa (cMm. Tabauiy 1)

Jo3y mnpenapara Kpectop cieayer KOppeKTHpoBaTh NMpU HEOOXOJUMOCTH €ro COBMECTHOIO

MMPUMCEHCHUA C JICKAPCTBCHHBIMU CPCACTBAMHU, YBCIMYHUBAIOIIMMHA 3KCIIO3UIIUIO pO3yBaCTaTUHA.
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Ecnu oxxupaercst yBenmyeHre SKCIO3UIINM B 2 pa3a u 605:1196':;' Ha—hgr—rléﬂ i;i:-;gzg lfi'ﬁléﬁ'éﬂ_ai“é-li{'ﬁt'éTop

CMNEPTHOMY OTUETY

COCTaBJISIET 5 MI' OJIMH pa3 B CYTKHU. Takke cieayeT KOppeKTUPOBATh MAaKCUMAIIBHYIO CYyTOYHYIO
no3y npenapara Kpectop Tak, 4ToObl O)XpJaeMasi SKCIIO3HUIMS PO3yBacTaTHHA HE IMPEBbIIANA
TaKOBYIO s 10361 40 Mr, IpUHUMAEMO O€3 OJTHOBPEMEHHOTO ITPHEeMa JIEKAPCTBEHHBIX CPE/ICTB,
B3aMMO/ICHCTBYIOIIMX C po3yBacTaTiHOM. Hampumep, MakcumaibHasi CyTOYHas 1032 Mperapara
KpecTop npu oHOBpeMeHHOM IpUMEHEHUH ¢ reMpuopo3minom — 20 Mr (yBeTHYEeHUE SKCIIO3UIIUN
B 1,9 paza), c puronaBupom/atazanasupom — 10 mr (yBenuueHue 3xkcno3uuu B 3,1 pasza).

Koppekmust HadanbHOU 10361 ipeniapata Kpectop He TpeOyercs, eciu 0XHIACTCs YBEINYCHUE
9KCIO3MIIMY MEHEE YeM B 2 pa3a, OJJHaKO, IPH YBEIWYCHUH 1036l Iipernapara Kpecrop Boimie 20 Mr

Clie/TyeT COOJII0IaTh OCTOPOKHOCTb.

Ta6nauna 1. Bausinue comyTCTBYIOLIEH Tepanuu Ha J3Kcno3uuuio posyBacratuna (AUC,
JaHHbIE TPUBeIeHbl B MNOPsiAKe YObLIBAHHS BeJIWYMHBI JKCHO3MIHHM) — Pe3yJbTaThbl

Ol'[yﬁ.]'[I/IKOBaHHbIX KJIHMHHYECKUX HUCCIeA0BAHMI

Yeeaunuenne AUC posyBacTtaTtuHa B 2 u 6oj1ee pa3a

Pexxum Tepanuu npenaparamu, | Pesxkum npuema HN3menenne AUC
B3aUMO/IeHCTBYIOLIMMH ¢ | po3yBacTaTHHa posyBacraTuHal
PO3yBacCTaTHHOM

CodocOyBup/BennaracBup/ 10 mr ogHOKpaTHO VBenuuenue B 7,4 paza

BokcwitanpeBup (400 mr — 100 mr —

100 mr) + BokcumamnpeBup 100 mr 1 pa3 B

CyT., 15 nuent

Muxnocnopun 75-200 mr 2 pasa B cyT., 10 mr 1 pa3 B cyT., 10 | YBenuuenue B 7,1 pa3za
6 mec. JTHeH

Haponyramua 600 Mr 2 pasa B CyT., 5 JHEH | 5 MT OJJHOKpaTHO VYBenuuenue B 5,2 paza
Peropadenu6 160 mr 1 pas B cyT., 14 nHeli | 5 M 0IHOKpaTHO VYBenuuenue B 3,8 paza
Atazanasup 300 mr/puronasup 100 mr 1 10 Mr onHOKpaTHO VYBenuuenue B 3,1 paza

pa3 B CcyT., 8 qHEeH

Benmaracsup 100 mr 1 pa3 B cyT. 10 Mr omHOKpATHO VYBenuuenue B 2,7 pasa

OmOuTacBup 25 Mr/maputanpeBup 5 MTI 0JTHOKPATHO YBenuueHue B 2,6 pasa

150 mr/puronaBup 100 mr/macabysup

400 mr 2 pa3a B CyT.
Tepuduynomun Her nannbIx VYBenuueHnue B 2,5 pasa
I'pazonpeBup 200 mr/anbacsup 50 Mr 10 Mr onHOKpaTHO VYBenuuenue B 2,3 pasa

11
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1 pa3 B cyr., 11 nueit

BATENEADCTE 0002)

I'nexanpesup 400 Mr/muGpenTacBup

120 mr 1 pa3 B cyT., 7 nHel

S MI' OJHOKPATHO

VBenuuenue B 2,2 paza

Jlomuaasup 400 mr/putonasup 100 mr

2 pa3a B CyT., 17 nuei

20 mr 1 pa3 B cyT.,

1 nHen

VYBenuyenue B 2,1 pa3a

Kanmatuuu6 400 mr 2 pasa B CyT.

10 mMr ogHOKpaTHO

VYBenuuenue B 2,1 pa3a

Knonmunorpen 300 mr (Harpy3o4Hast 103a),

3areM 75 mr uepes 24 u

20 MT OJTHOKpaTHO

VYBenuuenue B 2 paza

®ocramatian6 100 mr 2 pasa B CyT.

20 MT OTHOKpATHO

VBenuuenue B 2 paza

®debdykcocrar 120 Mr 1 pas B cyT.

10 mMr ogHOKpaTHO

VYBenuuenue B 1,9 paza

I'em¢pu6po3mn 600 mr 2 pasa B cyT.,

7 nuen

80 Mr ogHOKpaTHO

VBenuuenue B 1,9 paza

YBeanuenne AUC po3yBacTaTuHA MeHee 4eM B 2 pa3a

Pexum Tepanumn npemnaparamMm,
B3aMMOAEHCTBYOIIUMHA c
PO3yBacTaTHHOM

Pexum npuema

po3yBacTaTHHa

HN3menenne AUC

posyBacraTuna’

Ontpombonar 75 mr 1 pa3 B cyT., 5 nHel

10 mMr ogHOKpaTHO

VBenuuenue B 1,6 paza

Hapynasup 600 mr/putonaBup 100 mr

2 pa3a B CyT., 7 THeH

10 mr 1 pa3 B cyT., 7

oHen

VYBenuuenue B 1,5 pasza

Tunpanasup 500 mr/puronasup 200 mr

2 paza B cyT., 11 queit

10 mMr ogHOKpAaTHO

VYBenuuenue B 1,4 pasa

Hpouenapon 400 mr 2 pa3a B CyT.

Het manubix

VYBenuuenue B 1,4 paza

Wtpaxonaszon 200 mr 1 pa3 B cyT., 5 nHEH

10 mMr ogHOKpAaTHO

Veenuuenue B 1,4 paza’

33etumu0 10 mr 1 pa3 B cyT., 14 nueit

10 mr 1 pa3 B cyTKw,

14 nuent

Veenuuenue B 1,2 paza’

Cumxenue AUC posyBacraTuna

PexxuM Tepanuu npenaparamu,
B3aMMOJAEHCTBYIOUIUMH C

PO3yBacTaTHHOM

Pexum npuema

po3yBacTaTuHa

HN3menenne AUC

posyBacraTuna’

Oputpomunyi 500 mr 4 paza B cyT.,

7 nueu

80 Mr oTHOKpaTHO

CHuxenue Ha 20 %

baiikanun 50 mr 3 pa3za B cyT., 14 nHen

20 MT OJTHOKpPATHO

Cumxenne Ha 47 %

1

I[aHHBIe, MMPEACTAaBJIICHHBIC B BHUAC KPATHOI'O H3MCHCHUA AUC, SABJIAIOTCSA OTHOIICHHUEM

3HAYCHU OTOI'0O IIOKa3aTciid Ha q)OHC COHYTCTByIOIJ_Ieﬁ TCpalliu K 3HAUCHUIO ITOKA3aTECJIs IIPpU

MOHOTEpAaIUM PO3yBaCTaTUHOM. J|aHHBIE, TPEICTaBIICHHBIE B BUE %0, IBIISIOTCS Pa3HULICH B
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IIPY MOHOTEPAIHH PO3YBACTATUHOM.

Bbu10 poBeIeHO HECKOJIBKO MCCIIeIOBAHNHN JIEKAPCTBEHHOT'O B3aUMO/JICHCTBHUS C IIPEmapaTomM

KpecTop B pa3HbIx 103ax, a B Ta0iHIle MOKa3aHbl HA0oJIee 3HAYNMbIE COOTHOLICHHUSI.
Crnenyrolue JeKapCTBEHHBIE IpenapaThl M HMX KOMOMHALIMM HE OKa3blBAIM KIMHUYECKU
3HAUUMOT0 3(]deKxTa Ha IKCIO3UIHUI0 PO3yBacTaTUHA IMPU HMX COBMECTHOM IPUMEHEHUU:
anernmmrasap 0,3 mr, 7 aaeit; perodudpar 67 mr 3 pasa B cyT., 7 qaeit; ¢urykonazon 200 mr 1 pa3
B CyT., 11 mueit; hocammpenasup 700 mr/putonasup 100 mr 2 pasa B CyT., 8 AHEH; KETOKOHA30II
200 mr 2 pasa B cyT., 7 aHe; pudammouiua 450 mr 1 pa3 B cyT., 7 aHel; cuumapun 140 mr 3

pasa B CyT., 5 THEM.

BiausHue npuMeHeHNs pO3yBACTATHHA Ha OJJHOBPEMEHHO IIPUMEHSIEMbIC IpenapaThl

Anmaconucmeor gumamuna K

Kak u B cinyuae npyrux naruouropoB I MI'-KoA-penykTa3sl, Ha4ajao Je4eHUS WIH YBEIHUCHHE
no3sl npenapaTta Kpecrop y nanueHToB, 0JHOBPEMEHHO MOTYyYarolIUX aHTarOHUCThl BUTaMuHa K
(mampumep, BappapuH WIH IpyrHe MPOTUBOCBEPTHIBAIOLINE CPEACTBA KYMapHHOBOTO psijia),
MOJKET TPUBECTU K YBEIUYCHHUIO MEXIYHApOJHOro HopManu3oBaHHoro otHomenus (MHO).
OtmeHa unu cHUXKeHUE J103bl npenapata Kpecrop Moxker npuBoauTh K ymensiienuro MHO. B
TaKUX cllydasx pekoMenayercst kKoHTposir MHO.

IlepopanvHuvle Konmpayenmuegbl/20pMOHO3aMECMUMENbHASL MEPANisL

OnHOBpeMEHHOE NPUMEHEHHE PO3YBACTaTUHA M NEPOPAIBHBIX KOHTPALENITUBOB YBEJINYUBAJIO
AUC stunmmcerpamnona 1 AUC Hoprectpena Ha 26 % u 34 %, cooTBeTcTBeHHO. Takoe
yBEJIMYEHHUE MIa3MEHHON KOHIIEHTPAIMH JO0JKHO YUYUTHIBATHCS IPU MOA00PE 103bI NEPOPATIBHBIX
KOHTpaLenTuBoB. PapMakOKMHETUYECKUE JAHHBIE 10 OAHOBPEMEHHOMY IIPUMEHEHUIO ITpenapara
KpecTop 1 ropMOHO3aMeCTUTENBHON TEPAIUU OTCYTCTBYIOT, CJI€A0BATENBHO, HENIB3S] HCKIIFOUNTh
aQHAJIOTUYHBIN 3P (EKT NMpu MPUMEHEHUH NaHHBIX TpernapatoB. OaHAaKO MOA00HAs KOMOWHAIIUS
HIMPOKO MPHUMEHSUIaCh JKEHIIMHAMHM BO BpEMs IPOBEICHUS KIMHUYECKUX HCCIIEOBaHUN U
XOpOLLO NEPEHOCUIIACh NTALIUEHTaMHU.

Ilpouue nexapcmeennvle npenapamsoi

Jlueokcun: Ha OCHOBAaHHUU pE3yJNbTATOB CHENU(PUUYECKUX HCCIEAOBaHUN JIEKapCTBEHHOIO
B3aMMOJICHCTBUSI HE OKMUIACTCS KIMHUYECKH 3HAYMMOIO B3aUMOJEHCTBHUS pPO3yBacTaTHHA C
JUTOKCHHOM.

@Dy3uooeasn Kucioma: WCCIENOBAaHUSA JIEKAPCTBEHHOTO B3aMMOJIEHCTBUS pPO3yBacTaTHHA C
(Gy3U10BOI KHCIIOTOM HE MPOBOAWINCH. [Ipu 0JTHOBpEMEHHOM MTPOBEJICHUHM CUCTEMHOMN Tepanuu

q)YSHHOBOﬁ KHCJIOTOM W CTaTHUHAMH MOJKET IOBBINIATHCS PUCK pPa3sBUTHUA MHUOIIAaTUH, BKIIOYasd
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taphiR N

o ([0 B4
paboMuonu3. MexXaHu3M JaHHOTO B3aUMOJEH{TBHS (ﬂégﬂtrc;%;'*o o

Wi (HapMaKOKMHETHYECKUM, WIH U TeM, U JIPYTUM) ToKa He u3ydeH. Coo0manock 0 pa3BUTHH
pabaomuonu3a (B TOM YHUCIE, C JICTAJbHBIM HCXOJIOM) Y TAI[MCHTOB, MPUMCHSBIIMX TAHHYIO
KOMOWHAIHIO.

Eciu cucremuas tepanus (y3u0BOM KHUCIOTOM SBIAETCS HEOOXOJIMMOM, JICUCHUE MPErapaTomM

Kpecrop crnemyer npekpaTUTh Ha MEPHO TpreMa (y3u10BO KHUCIOTHI.

4.6. DepTUIBLHOCTH, 0EPEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

[Tpenapat Kpectop npoTuBonokasas npu 0EpeMEeHHOCTH U B IEPHOA TPYAHOTO BCKAPMIIMBAHUSL.
JKeHIMHBI  penpoayKTMBHOIO  BO3pacTa  JOJDKHBI  IIPUMEHATH  AJE€KBAaTHBIE  METOJbI
KOHTpALEILIH.

[TockonbKy XOJIECTEpUH U JAPYIHMe NPOAYKThl OMOCHHTE3a XOJIECTEPHHA Ba)KHbI Ui Pa3BUTHUSA
IUI0/1a, TMOTEHUUAIBHBIA puck wHruOupoBanus ['MI'-KoA-peaykra3zbl mpeBbIIaeT MOJIB3Y OT
IPUMEHEHHUs IIpenapaTa y 0epeMeHHbIX.

B cinyuae BO3HMKHOBEHUS! OEPEMEHHOCTH B MpOLiEecCce Tepanuy IpueM Ipenapara JOKeH ObITh

MMpCKpalcH HEMCAJICHHO.

JlakTaims

I[aHHBIe B OTHOLLICHHUHU BBIACICHUS PO3YBACTATHUHA C I'PYAHBIM MOJIOKOM OTCYTCTBYIOT, IIOOTOMY

B IICPUOJ I'PYAHOI'O BCKApMJIMBAHUS ITPUCM IIPCIIapaTa HGO6XOI[I/IMO MMPEKPATUTDH (CM. pa3acin 43)

DdepTUabHOCTD

I[aHHBIe O BJIUSAHUHA PpO3YyBAaCTaTUHA Ha PCIIPOAYKTHUBHYIO (I)YHKI_[I/IIO OTCYTCTBYIOT.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CpeICTBAMH H padoTaTh ¢
MeXaHUu3MaMHu

He npoBonuiochk uccinenoBaHuii o M3Y4YEHUIO BIUSHUS mpenapara Kpectop Ha crnocoOHOCTh
YIPAaBIATh TPAHCIIOPTHBIM CPEICTBOM M MCIOJIbL30BaTh MeXaHW3Mbl. OJIHAKO, OCHOBBIBAsCh Ha
dbapmMakoIMHAMUYECKHX CBOMCTBax, mnpenapar KpecTop He JOMKEH OKa3blBaTh TaKOro
BozaeiicTBus. Cremyer cobito/laTh OCTOPOKHOCTh MPH YNPaBICHUH aBTOTPAHCHIOPTOM HIIU
pabote, TpeOylomield MOBHIIEHHOW KOHIIEHTPALUN BHUMAaHUS M OBICTPOTHI MCHUXOMOTOPHBIX

peaKL[I/Iﬁ (BO BpEMs TCpallii MOKCT BO3HUKATDH POHOBOKPY)KCHI/IC).

4.8. He:kesaTesibHbIEC peaKIMU
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COOTEBETCTEBYET JKCNEPTHOMY OTYETY
ot 06.09..

1 r\'
202 6
(NOCNEQCBATENEHOCTE 0002)

Pesrome mpoduis 6e3onacHoCTH

HexenarenbHbie p€akuru, O KOTOPBIX COOGH.[EUIOCB, 0OBIYHO BBIPAXKCHbBI HC3HAUUTCIIBHO U
mpoxoadAT CaMOCTOATCIIBHO. B KOHTPOJHUPYCMBIX KIMHUYCCKUX HCCICAOBAHHUAX MCHCC 4 %
ManycHTOB, IIOJIyUaBUIMX IIpcrapar er(:Top, AOCPOYHO 3aBCPIINIIM Y4aCTHUE B UCCICAOBAHHUU B

CBsA3HU C HEXKCIIATCIIbHBIMU PECAKIIUAMMU.

Tabauunoe pPE3IOME HEXKENATCILHBIX PEaKIIU

B tabnuie 2 npencTaBicH MepevyeHb HEXENATSIbHBIX PEaKui Mpy PHeMe POo3yBacTaTHHA I10
JAQHHBIM KJIIMHUYECKUX HMCCICJAOBAHUNH W IIMPOKOTO IMOCTPErHMCTPAIMOHHOTO TPUMCHCHHS,
HEXKeJaTeNIbHBIC PEaKIUy CTPYIITUPOBAHBI TI0 KATETOPHUSAM YaCTOTHI M KJIACCAM CHCTEM OPTaHOB.
YacTtoTa BOSHUKHOBEHHS HEXENATEIIbHBIX PEaKIIMi MPEICTaBICHA CICIYIONM 00pa3oM: 4acTo
(> 1/100, "o < 1/10); HeuacTo (> 1/1000, o < 1/100); peaxo (> 1/10000, no < 1/1000); oueHn
penko (< 1/10000), wacrora HeusBecTHa (Ha OCHOBAaHHUH HUMECIOIIUXCSA JAHHBIX OLEHHUTH

HEBO3MOKHO).

Tadauna 2. HexejaTeJbHble peaknUHd MO JaHHBIM KJIHMHHYECKHX HCCJIeT0BAHHHA U

NMOCTPErucTPALMOHHOIO NMPUMeEHEeHHs

Kaace cucrem | Yacro Heuacro Penxo Ouensp Yacrora
OpraHos peaxo HEeH3BeCTHA
Hapymenus co TpomMOo1uTO
CTOPOHBI KPOBU TICHUS
"
TUMQaTHIecKoi
CHUCTEMBI
Hapymenus co Peakiuun
CTOPOHBI TUTIEPYYBCTB
MMMYHHOH UTENbHOCTH,
CHUCTEMBI BKJIFOYAst
AQHTHOHEBPOT
WYECKUI
OTEK
OnpokpunHble | CaxapHbIil
HapyLIeHUS muaber!
[Icnxnueckue Henpeccus
HapyIlIEeHUs
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Knacc cucrem | Yacro Heuacto Penko (MOCTIESGIEE TEEH @R RdR 2]

OpraHos peaxo HEH3BeCTHA

Hapymenust co | 'onoBHas [Momuneiipon | [lepudepuue

CTOPOHBI 0015, aTus, IOTeps | cKas

HEPBHOM TOJOBOKPY aMsTH HeWpomnarus,

CUCTEMBI KEHUE HapylLIeHHE
CHa
(BrITIOUAsS
OECCOHHUITY
Y HOYHBIE
KOIIIMaphI)

Hapymenus co Kamuens,

CTOPOHBI OJIBITIIKA

NBIXaTebHOMI

CUCTEMBI,

OpraHoB

IPYAHOM KIETKH

U CPEOCTEHUs

Kenynouno- 3anop, [Tankpeatut Hunapes

KHIIEUHbIE TOLIHOTA,

HAapyLIECHUS 0076 B

KUBOTE

Hapyenus co [ToBeienune | XKentyxa,

CTOPOHBI AKTUBHOCTH | F€NaTUT

MeYEHU U «TIEYEHOYHBI

HKEITYEBBIBOISAL X»

UX IyTeu TpaHCaMUHAa3

Hapymenus co KoxHb1i1 Cungpom

CTOPOHBI KOXKHU 3yJ, KOXKHast CruBeHca-

Y TTOAKOXKHBIX CHIIIb, JIxoHCOHa,

TKaHen KpanuBHUIA JIEKApCTBEHH
asi peakius ¢
703uHOpUIN
en u
CUCTEMHBIMHU
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

HapylICHUs U
peakuuu B

MECTC BBCACHUA

ot 06.09 2023 N2 17276
Knacc cucrem | Yacro Heuacto Penko (MOCTIESGIEE TEEH @R RdR 2]
OpraHos peaxo HEH3BeCTHA
CUMIITOMaMU
(DRESS-
CHUH/IPOM)
Hapywenus co | Muanrus Muonarus Aptpanrus Tenguuonar
CTOPOHBI (BKirOUast WU, MHOT' /1A
MBIIIEYHOH, MHO3HUT), OCJIO’KHEHHBI
CKEJIETHON U pabaomMuomu € pa3pbIBOM
COCIMHUTEIIBHO 3, CYXOXKUIIHS,
1 TKaHU BOJIYAaHOYHO UMMYHO-
110100HBIH OIIOCPEI0BaH
CUH/IPOM, Hast
paspbIiB HEKpPOTU3HUPY
MBILLIBI o1as
MHUOIATHS
Hapymenus co I'ematypus
CTOPOHBI OYEK
u
MOYEBBIBOSAIIHN
X IMyTeu
Hapyenus co I'maexomacr
CTOPOHBI us
PENPOAYKTUBHO
1 CUCTEMBI U
MOJIOYHBIX
Kenes
OO6mmue Acrtenus Otex

Yacrora Oyaer 3aBUCETh OT HAJIWYUS WIM OTCYTCTBUS (PAKTOPOB pHUCKa (KOHIEHTpaLUs

IJIFOKO3bI B KPOBH HATOIIAK > 5,6 MMOJIb/J, mHAekc Macchl Tema (MMT) > 30 K/M?,

MOBBIIICHHAA KOHICHTPpAUA TPUTTIMICPUIAOB, apTCpUaJIbHAA TUIICPTCH3USA B aHaMHCSC).

Kak m B cimywae npyrux wunruburopoB I'MI-KoA-penykTassl, 4acToTa HexXelaTeIbHbBIX
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JIEKapPCTBEHHBIX PEaKIUii, KaKk MPaBUIIO, 3aBUCH

-

ot 06.09.2023 N2 17

- ot nossl |OCTIEACEA

COOTBETCTBYET 3KCMEPTHON

¥ OTUYETY

TENEHOCTE 0002)

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKL[I/If/'I

Hapywenus co cmoponwl nouex

VY nauueHToB, noiy4aBiux npenapat Kpecrop, aHanu3 MOYHM ¢ MIOMOIIBIO TECT-IIOJIOCKHU BBISBIISII
HAJIMYKE MPOTEHHYPHH IPEUMYIIIECTBEHHO KaHAJIBLIEBOTO THIA. MI3MEHEHUs KOTMYecTBa Oenka B
Moye (OT OTCYTCTBHS WUJIH CJIEIOBBIX KOJIMUYECTB JI0 ++ MK OoJiee) HaOI0JalIuch KOrAa-m1udo Bo
Bpemsi JjiedyeHuss MeHee d4eMm Yy 1 % manuenTtoB, mnonywaBmmx 10-20 Mr mpemapara, u
npubau3uTenbHo y 3 % manuenToB, nonydasmux 40 mr npenapara. HeGombinoe yBennueHue
Y4aCTOTHl M3MEHEHUS KOIMYecTBa Oeslka B MOYe (OT OTCYTCTBUS WIIM CIIEIOBBIX KOJUYECTB 10 +)
0TMEYaJIoCh Npu npueme 10361 20 Mr. B GosbIIMHCTBE ClTyyaeB MPOTEUHYPHsI YMEHBIIACTCS WIIH
McYe3aeT CIOHTAHHO Ha (oHe mpoaospKaroieics Tepanuu. O030p pe3yabTaTOB KIMHHUYECKHUX
MCCJIEI0BAHUI U TOCTPETUCTPALMOHHOTO OMbITA IPUMEHEHHUSI K HACTOSALLEMY MOMEHTY HE BBISIBUII
IPUYMHHO-CJIEICTBEHHON CBSI3U MEXJy INPOTEHMHYpPUEH U OCTPHIM WM IPOrPECCUPYIOLIUM
3a00JIEBaHUEM TTOYEK.

VY mnaunuenToB, moiyuyaBmmx mnpenapat Kpecrop, HaOmromanach remarypusi, ¥ pe3yJbTaThl
KJIIMHUYECKUX UCCIEA0BaHUM MOKa3bIBAIOT, UTO IAHHOE SIBJICHUE BO3ZHUKAET PEJIKO.

Hapywenus co cmoponul ckenemuou MycKyiamypbi

[Tpu mpumenenun npenapara Kpectop Bo Bcex J03aX M, B OCOOEHHOCTH, NpPU MpPUEME 103
npenapata, mnpesbimaronmx 20 Mr, cooOmanoch o cieayromux 3¢¢dekrax B OTHOIICHUU
CKEJICTHOM MYCKYJAaTypbl: MHAalTHUs, MHOINATUs (BKJIOYas MHO3HT), B PEIKHX CIydasx —
pabAOMHOIU3 ¢ OCTPOM TOUEYHOM HETOCTATOUHOCTHIO WK O€3 Hee.

Jlo3o3aBucumoe mnoBeiieHue aktuBHocTH K®K Habmromanoch y ManueHTOB, NMPUHUMABIIMX
po3yBacTaTuH. B OOJBIIMHCTBE CilydaeB OHO OBUIO HE3HAUYUTENIBbHBIM, OECCUMITOMHBIM U
BpeMeHHbIM. B cnyuyae mossimenns aktuBHocTH KK (6onee uem B 5 pa3 mo cpaBHEHHIO ¢
BEpXHEH rpaHuIleii HOPMBI) Teparnus T0JDKHA OBITh MpeKpalieHa (cM. pasnen 4.4).

Hapywenus co cmoponvl neuenu

Kak u B cnyuae npyrux uHruoutopoB ' MI'-KoA penykrasbl, y HEOOIBIIOTO YUCIIA TAIIEHTOB,
OPUMEHSBIINX pPO3YBAaCTaTUH, HAOIIOAA’IOCh J0303aBUCHMMOE IIOBBIICHHE AaKTUBHOCTH
TpaHCAMUHA3, MIPH 3TOM OOJIBIIMHCTBO CIy4yaeB ObUIM HE3HAYUTENIbHBIMH, O€CCUMIITOMHBIMU U
KpaTKOBPEMEHHBIMH.

[Tpu nprMeHEeHNN HEKOTOPBIX CTATMHOB COOOINATIOCH O CIAEAYIOIINX HeXeIaTeIbHbIX SBICHUAX:

e CekcyanbHas AUCHYHKIHS.

e HckiIro4uTeapHO peaAKuEC Cliydau HHTCpCTHHHaHLHOﬁ 0oJIe3HH JCTKHUX, 0COOCHHO npu

JUTUTEIIBHOM NIPUMEHEHHH npernapata (cM. paszzen 4.4).
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CEPhE3HBIX HAPYIIEHUW CO CTOPOHBI MEUEHU (MPEUMYIIECTBEHHO CBSI3aHHBIX C TOBBIIICHUEM
AKTUBHOCTH «IIEYCHOYHBIX» TpaHCaMUHa3) ObuIa BhIIe Ha oHe mpreMa 10361 40 MT.

COO6H_IGHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxno coo01math 0 mo/103peBaeMbIX HEXKeNaTeIbHBIX PEAKIUIX OCIIE PErUCTPalMY IIpernapara ¢
[ENbI0  O0CCIeUeHUs HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIIEHUS «IOJIb3a — PHCK»
JICKapCTBEHHOTO Mpernapara. MeIuuHCKIM pa0OTHUKAM PEKOMEHAYeTCs COOOIIaTh O JIHOOBIX
M0JI03PEBAEMbBIX HEXKENAaTeIbHBIX PEaKlUIX JICKAPCTBEHHOrO Ipernapara uyepe3 HalMOHAIbHbIE
CUCTEMBbl COOOILEHUS O HEXKeJIaTeNbHbIX pPEeaKIUsiX TrocyAapcTB — uieHOB EBpasuiickoro

9KOHOMHUYECCKOI'o COro3a.

Poccuiickas ®@eoepayus

109012, r. MockBa, CraBsiHCKasl III0Mab, a. 4, ctp. 1

OenepanbHas cayx0a 1Mo Ham30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Ten.: +7 (495) 698 45 38, +7 (499) 578 02 30

Caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa Kazaxcman

010000, r. Acrana, yi. A. ImaHoBa, 1.13

PI'Il nHa IIXB «HannoHanbHBIM LHEHTP 3KCHNEPTHU3bI JIEKAPCTBEHHBIX CPEJCTB U MEIUIIMHCKHUX
m3nenuit» Komurera MEIUIMHCKOTO U (apMameBTUYECKOTO KOHTposisi MuHuUCTEpCTBA
3npaBooxpanenus PecyOnuku Kazaxcran

Tenedon: 8 (7172) 235 135

On. nouta: pdlc@dari.kz

Caiit: http://www.ndda.kz

4.9. Ilepeno3upoBka

Creruduueckoro Jie4eHuss MNpU TEpPeOo3UpPOBKE po3yBacTaTMHA He cymectByeT. llpu
NEPENO3UPOBKE PEKOMEHAYETCS IPOBOAUTH CUMIITOMAaTUYECKOE JICYEHUE U MEPOIPUATHS,
HalpaBJIEHHbIE Ha MoJAepkKaHue (PYHKIUN KU3HEHHO BaXKHBIX OpPraHoB M cucteM. Heob6xoanum
KOHTposib (yHkunu mnedeHu u aktuBHocTH KOK. ManosepositHo, uTo remoauanus Oyner

3P PEKTUBEH.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA
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®apMakoTepaneBTUYECKas TpyIa: FI/IHOJ‘II/IHI/I}[GMI/I‘IGC{(HQ épl%&%é“J}E‘EG%BﬁJTMI‘"LKOA-

pEeIyKTa3bl.
Kox ATX: C10A A07

MexaHu3M IeHCTBUS

PosyBactatuH SIBISETCS CENEKTUBHBIM, KOHKYpeHTHbIM uHTHOMTOpOoM ['MI'-KOA-pemykrassi,
dbepMeHTa, TPEeBpaIAIONIET0 3-THIPOKCH-3-METHITIYTapUI KOSH3MM A B  MEBaJOHAT,
MpEAIIeCTBeHHUK XosecTtepuHa. OCHOBHOM MUIIEHBIO JCUCTBUSL pPO3yBacTaTUHA SIBISIETCS
ne4yeHsb, rae ocymecTrisercs cuate3 XC u katabomusm JITTHIT.

Po3yBacTtatuH yBelMUYMBaET YUCIO «IIe4yeHOUHbIX» penentopos JIITHII Ha noBepXHOCTH KIIETOK,
noBeImas 3axBaT W karabonusm JIITHIL, yto B CBOIO odepenp NMPUBOIUT K HMHTUOMPOBAHUIO
CHHTE3a JIMIIONPOTEHHOB OueHb HU3KOH ruioTtHocTH (JITIOHII), ymenbinas Tem cambiM oOriee

konmuectso JITTHIT u JITTOHII.

q)aDMaKOZ[I/IHaMI/I‘-IeCKI/Ie Bd)d)eKTBI

[Ipenapar Kpectop cHmkaer mnosblieHHble KoHueHTpauuu XC-JIITHII, obmero XC,
tpursmnepuaoB (TT7), moBeimaer konnenTpanuio XC-JIIIBII, a Takxke CHMKAET KOHIICHTPAIIMH
anonunonporenHa B (AnoB), XC-ueJIIIBII, XC-JIIIOHII, TI-JIIIOHII wu yBenuuuBaer
KOHIIeHTpauuio arnosumnonporenHa A-I (AmoA-I) (cm. tabmunpst 3 U 4), CHUKAET COOTHOIICHHE
XC-JIIHIT/XC-JIIBII, obmmit XC/XC-JIIIBIT u XC-ueJIIIBI/XC-JITIBIT u cooTHOmEHNE
AnoB/AmnoA-l.

Tepaneptuueckuil 3¢dekr pa3BuBaeTcss B TeueHHUE OJHOW HEJENU MOCie Hayajla Tepamuu
npenapatoM Kpecrop, uepes 2 nenenu neuenus gocruraet 90 % oT MakCHMaabHO BO3MOYKHOTO
sp¢dekra. MakcumanbHblil TepaneBTHUYECKH 3¢ (deKT oObluHO aocTuraercs kK 4-oi Henene

TEpaIiiu U NOAACPIKUBACTCS IPU PETYIIAPHOM IIPHUEMCE IIpCIiapara.

Tab6auua 3. /[o303aBucHMBII 3(PpPeKT y NanieHTOB ¢ MEPBUYHOI runepxosecTepuHeMueii
(tun 11a u 11b no ®peapuxcony) (cpeaHee CKOPpPEeKTHPOBAHHOE MPOIEHTHOE H3MEHEHHUeE 110

CPABHEHHIO ¢ HCXOHBIM 3HAYEHHEM)

lo3a Koua-Bo XC- | O0mmii | XC- T XC- AnoB | AmoA-I|
nanuenros | JIITHII XC JITIBIT neJITIBII
ITnaue6o 13 -7 -5 3 -3 -7 -3 0
10 mr 17 -52 -36 14 -10 -48 -42 4
20 mr 17 -55 -40 8 -23 -51 -46 5
40 mr 18 -63 -46 10 -28 -60 -54 0
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Ta6auna 4. [o303aBucHMBIi 3Q(PeKT y manyeHToB ¢ tetireprpim 'ﬁﬂg&kﬂéi\:ﬁhgﬁﬁniﬂw bu

IV no ®penpukcoHy) (cperHee NPOLEHTHOE H3MEHEHHE IO CPABHEHHMI0 € HCXOJAHBIM

3HAYEeHHEM)
Ho3a Koa-Bo TT | XC- | Oommii | XC- XC- XC- TI-
NalueHTOB JIIT XC JIIIB | meJIIIB | JIITIOH | JIIIOHII
HII I I I
[Tnanebo 26 1 5 1 -3 2 2 6
10 mr 23 -37 | -45 -40 8 -49 -48 -39
20 mMr 27 -37 | -31 -34 22 -43 -49 -40
40 mr 25 -43 | -43 -40 17 -51 -56 -48

Kinuanueckas 3¢ dheKTUBHOCTD

[Tpemapar Kpectop 3¢ deKkTUBEeH y B3pOCIBIX MAIMCHTOB C THIIEPXOJIECTCpUHEMHUEH ¢ Min 0e3
TUNIEPTPUTIULEPUIEMHUH, BHE 3aBUCUMOCTU OT PACOBOM IMPHUHAIJIEAKHOCTH, [10J1a UJIK BO3PACTa, B
TOM YHCJIE, Y MAIMEHTOB C CaXapHbIM AHa0ETOM U CeMEIHOI rUIepX0JeCcTepUHEMHECH.

VY 80 % nauumentoB ¢ runepxosectepunemuei l1a u 11b Tuna no ®penpukcony (cpenHss KCXOAHAS
koHuentpauuss XC-JIITHII okono 4,8 mmone/n1) Ha ¢oHe mpuema mpenapata B go3e 10 mr
koHeHtpanus XC-JITTHIT nocturaer 3HaueHuii MeHee 3 MMOJIB/JI.

VYV nanueHToB ¢ reTepo3UroTHON CEMEWHOW THMIEepPXOJECTEPUHEMHEH, MOydYarouux Ipenapar
Kpectop B mo3e 20-80 mr, orMeyaeTcsl MOJIOKHUTEIbHAS IMHAMHKA ITOKA3aTeNieH JIUMUIHOTO
npoduist (uccienoBanue ¢ yuyactueM 435 marnuenTtoB). [locie TUTpoBaHMs 1O CYTOYHOU J103BI
40 mr (12 nenenb Tepanuu) orMedaercs cHikeHue koHneHtpanuu XC-JIITHIT na 53 %. ¥V 33 %
nanueHToB qocturaercsa konueHTpanus X C-JITTHIT menee 3 MMoub/It.

VY nmanueHToB ¢ NOMO3UTOTHOM CEMEWHOM TMIIEPXOJIECTEPUHEMHEN, MPUHMMAIOIUX IIpernapar
Kpecrop B no3e 20 mr u 40 mr, cpennee camxenue konuentpanun XC-JIITHII cocraBnser 22 %.
VY nanueHToB ¢ TUIEePTPUTIIHIIEpUAeMHe ¢ HauanbHOU KoHIeHTpanuei TT ot 273 mo 817 mr/m,
nonyyaBmux npenapar Kpecrop B no3e ot 5 mr g0 40 Mr oiuH pa3 B CyTKH B T€U€HUE 6-TH
HEJIeNb, 3HAYUTEIIPHO CHUXKanach KoHIeHTpamus T1' B mazme kpoBH (cM. Tadiuiry 4).
AnautuBHbIN 3 PeKT oTMeuaeTcst B KoMOuHauu ¢ peHopuopaTomM B OTHOIIEHUU KOHLIEHTPALUN
TPUTJIULIEPUIOB M C HUKOTMHOBOW KHCIOTOM B JIMIUJCHUXKAIOIIMX J103aX B OTHOILUEHUHU
koHneHTpanuu XC-JIIIBII (cMm. Takke pa3aen 4.4).

B uccnenoBannn METEOR c¢ yuactnem 984 nmanmenToB B Bo3pacte 45-70 neT ¢ HU3KUM PUCKOM
pazsutus MBC (10-netHuit puck no Opamunremckoil mkane wmenee 10 %), cpenneit
kouneHTpanueit XC-JIITHIT 4,0 mmons/n (154,5 mr/nn) U CyOKIMHUYECKHM aTepOCKIEPO30M

(KOTOpBIN OIIEHHMBAJICA MO TOJIIMHE KOMIUIEKCa «MHTHMa-Meaua» COHHbIX apTepuil — TKIM)
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M3y4danoch BIMSHUAE PO3yBACTATHHA HA TOJILIMHY xommiekéa walfrriva ety - = [0 0002

[TarueHTHI OTYYaId pO3yBacTaTH B 03¢ 40 Mr/cyTku MO0 1uianedo B reueHue 2 net. Tepanust
PO3yBaCTaTUHOM 3HAYUTEIBHO 3aMEUIsUIa CKOPOCTh IporpeccupoBanus MakcumanbHo TKHM
JU1si 12 cerMeHTOB COHHOM apTepHUH MO CpaBHEHUIO C Iianedo ¢ pazmmuueM Ha —0,0145 mm/rox
[95 % noBeputenbHblit uwHTepBa OT —0,0196 10 —0,0093; p <0,0001]. ITo cpaBHEeHHUIO C
UCXOJIHBIMU 3HAYCHUSMH B TPYIIIE pO3yBAaCTaTHHA OBLIIO OTMEYEHO YMEHBIIEHUE MAKCUMAaJIbHOTO
3Hauenuss TKUM na 0,0014 mm/ron (0,12 %/ron (HemocToBepHOE pa3iuune)) M0 CPaBHEHUIO C
yBenuueHueM 3toro nokazatesns Ha 0,0131 mm/rox (1,12 %/rox (p < 0,0001)) B rpynme riamedo.
o Hacrosiero BpeMeHM NpsSIMOM 3aBUCUMOCTH Mex1y yMmeHblieHueM TKHUM u cHuxkeHuem
pHCKa CEepJeYHO-COCYIUCTBIX COOBITUH TNPOJEeMOHCTPHpPOBaHO He Obuto. MccnenoBanue
METEOR npoBoauiocs y nauueHToB ¢ HU3KUM puckoM MBC, nas KoTopbIX 103a mpemnapara
Kpecrop 40 mr He saBisieTcst pekoMeHaoBaHHOM. J[0o3a 40 Mr 0JIKHA IPUMEHSTHCS Y TALIUEHTOB
C BBIPOKEHHOH THMEPXOJECTEPUHEMHEH U  BBICOKUM PUCKOM  CEpAEUHO-COCYAUCTHIX
3a00JI€BaHUH.

Pesynbratsl nposenennoro uccinenoBanust JUPITER (O6ocHoBaHME mpUMEHEHUS! CTaTUHOB IS
NEPBUYHON MPOGUIAKTUKU: WHTEPBEHIIMOHHOE HCCIIEIOBAaHHE IO OIEHKE pPO3yBacCTaTHHA) Yy
17802 manueHToB MoOKa3alid, 4YTO pO3yBaCTATHUH CYIIECTBEHHO CHUXKAJl PUCK PA3BUTHUS CEPACUHO-
COCYIIMCTBIX OCIOKHEHUH (252 B rpymiie miiamnedo 1mo cpaBHEHUIo ¢ 142 B rpyIine po3yBacTaTuHa)
(p <0,001) co cHmKEHUEM OTHOCHTEIBHOrO pucka Ha 44 %. DPPEeKTUBHOCTh Tepanmuu ObLia
OTMEUeHa uepe3 6 TMEepBBIX MeECsIeB MNpuMeHeHus mpemnapata. OTMEYEHO CTaTHUCTUYECKU
3HaYMMoe CHIKeHHe Ha 48 % KOMOMHHMPOBAHHOTO KpUTEpHUs, BKJIIOYABIIETO CMEPTh OT
CEpJICYHO-COCYIUCTHIX MPHUYMH, UHCYJIBT U MHPAPKT MHOKapAa (cooTHouieHue puckos: 0,52,
95 % nosepurenbublii nHTEpBaN 0,40-0,68, p < 0,001), ymenpmenue Ha 54 % BO3HUKHOBEHUS
¢daranpHOro mwiM HedartaspHOro HH(apKkTa MHOKapaa (cooTHomieHue puckon: 0,46, 95 %
noseputenbHbiil uHTEpBan 0,30-0,70) u Ha 48 % — daranbHOro WM HedaTalbHOTO MHCYJbTA.
OO6mas cmepTHOCTH cHU3WIACh Ha 20 % B rpynme posyBactatuHa (cooTHorneHue puckon: 0,80,
95 % nmoeeputensHbii uHTEpBaN 0,67-0,97, p =0,02). IIpoduas Ge30maCHOCTH y MAIMEHTOB,
INPUHUMABIIUX PO3yBacTaTUH B fo03e 20 Mr, ObUI, B 1IEJIOM, CXOX C MpoduiieM 0e301acHOCTH B

rpymne mianeoo.

5.2. ®apmakoKUHEeTHYeCKHE CBOHCTBA

AOGcopbuus

MakcuManbHas KOHICHTpAausg po3yBaCTaTHHA B IJIa3ME KPOBU OOCTHUTACTCA HpI/I6HI/IBI/ITGHBHO

4yepe3 S5 4acoB MocJie mpueMa BHyTPb. AOCOIIOTHAsI OMOI0CTYITHOCTD cocTaBiisieT mpuMmepHo 20 %.
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PozyBactatun merabonu3upyercs MPEMMYLIECTBEHHO IE€YEHBIO, KOTOpas SIBISETCSI OCHOBHBIM
MECTOM CHHTe3a XxonectepuHa u Merabonm3ma XC-JIITHII. O6vem pacnpeneneHus
po3yBactaTuHa coctaBisger mnpumepHo 134 1. IlpubnusurensHo 90 % posyBactaThHa

CBSI3BIBAETCA ¢ OEIKaMU IIa3MbI KpOBH, B OCHOBHOM, C aJ'II)6YMI/IHOM.

Buorpancdopmarus

[TonBepraercs orpanuyeHHOMY MeTabonuaMy (okonmo 10 %). PosyBactatun sBnsercs
HenpoduIbHBIM cyOcTparoM s MeTabonu3ma (epMeHTamMu cucTeMbl nutoxpoma P450.
OCHOBHBIM H30(EPMEHTOM, YYAaCTBYIOIIUM B METa0OJIM3ME pO3yBAaCTaTHHA, SBISAETCS
uzodpepment CYP2C9. Uzodpepmentst CYP2C19, CYP3A4 u CYP2D6 BoBieueHbI B META00IN3M
B MEHBIIICH CTENEHH.

OCHOBHBIMH BBISIBJICHHBIMH METa0OJUTaMH po3yBacTaTuHa sSBJA0TCS N-1ecMeTunpo3yBacTaTuH
U JIaKTOHOBBbIe MeTabonuThl. N-mecmerninpo3yBacTaTu npuMepHo Ha 50 % MeHee aKTHBEH, 4YeM
pO3yBacTaTWH, JIAKTOHOBBIE MeTabonmuThl (hapmakosormueckn HeakTHBHBL bomee 90 %
dbapmakoIoruyeckoil akTUBHOCTU MO MHTHOWpoBaHuto nupkynupyomeid [ MI'-KoA-peaykrass

obecreynBaeTcs PO3YBACTATUHOM, OCTAJIBHOC — €TO MeTa0O0IUTaMU.

DaMMUHALIUA

Oxo110 90 % 1103bI pO3yBacTaTHHA BHIBOJUTCS B HEU3MEHEHHOM BUJIE Yepe3 KUILEUHUK (BKIOYas
abcopOupoBaHHbBIi M HeaOcopOuMpoBaHHBIH po3yBacTaTuH). OcTaBiiascs 4YacTb BBIBOAMTCS
noukamu. [Ina3menusiil nepuona nomyseiBeAeHus (T1,) coctaBnser npumepHo 19 wacos. Ilepuon
TIOJTYBBIBE/ICHUS] HE M3MEHSETCS MPH YBEJIWYCHUH 036l npenapara. CpeqHuid reoMeTpruIecKuit
IIa3MEHHBIN KIMPEHC coCcTaBIsieT MproOu3uTensHo 50 j1/9ac (koaddunuent Bapuanuu 21,7 %).
Kak u B cimyuae apyrux uaruouropos I'MI'-KoA-peaykra3sbl, B IpoLecc «1€U€HOYHOI0» 3aXBaTa
po3yBacTaThHa BOBJICYECH MEMOPaHHBIN MIEPEHOCUMK XOJIECTEPHHA, BBHITIOIHSIONINI BAXKHYIO POJIh

B IIEYCHOYHOW AJIMMHUHAIMNA PO3YBacTaTHUHA.
JInHeHOCTD
CucremMHasi  SKCIO3MIMA  PO3yBACTaTMHA  YBEJIMYMBACTCS  MPOMOPIUOHAIBHO  JIO3€.

q)apMaKOKHHeTquCKHe nmapaMeTphl HC UBMCHAIOTCA MPHU CKECIHEBHOM ITPUCME.

Oco0bIe TIONYJIANNWH ITaIIMCHTOB

Bospacm u non

Ilon n BO3pacT HC OKa3bIBalOT KIIMHHUYCCKU 3HAYMMOI'0 BJIMAHHA Ha (bapMaKOKI/IHeTI/IKy
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po3yBacTaTHHa.

Omuuueckue pynnovi

DapMaKOKMHETUYECKUE HCCIIEIOBAHUS MOKa3alu MPUOIU3UTENIBHO JBYKPATHOE YBEJIUYEHUE
Meauanbl AUC 1 Cmax po3yBacTaTHHA Y MAllMEHTOB MOHTOJIOMIHON PAchl (STOHIICB, KUTANIIEB,
GuIMNnuHIEB, BbETHAMIIEB W KOPEHIIEB) O CPaBHEHUIO C €BPOMNEOMIAMH; Y HHIUNHCKUX
nanueHToB noka3aHo ysennueHue Meauanbl AUC u Cmax B 1,3 pa3a. @apMakOKMHETHUECKUN
aHAJIU3 HE BBISBUJI KIIMHUYECKU 3HAYMMBIX Pa3IUIuil B (DapMaKOKUHETHKE CPEIN €BPOTICOUIOB U
MpeJCTaBUTENIEH HErPOUTHOM PACHI.

Hapywenue ¢ynkyuu novex

VY manueHToB ¢ HapyIlIeHHEeM (QYHKIMH TOYEK JITKOW M CPEAHEH CTENEeHU TSHKECTH BEIHYMHA
MJIa3MEHHOW KOHIIEHTpaluu po3yBacTtaTuHa uiau N-IecMeTHIpo3yBacTaTHHa CYIIECTBEHHO HE
MeHsieTcsl. Y TalUeHTOB C HapylmieHueM (QyHkiuu nouek Tsokenod creneHu (KK menee
30 Mu1/MHH.) KOHIIEHTpaIusl po3yBacTaTHHA B IIa3Me KPOBU B 3 pa3a Bblllle, a KoHIeHTparus N-
JECMETHIIPO3yBacTaTHHa B 9 pa3 BhINIe, YeM Y 3J0POBBIX J00poBOIbIEB. KoHIEHTpaIus
po3yBacTaTWHA B IUIa3Me KPOBH Y MAIIMEHTOB HA TeMouann3e Oblia npuMmepHo Ha 50 % Bbile,
YeM y 3J0POBBIX TOOPOBOJIBIIEB.

Hapywenue ¢pynxyuu nevenu

B uccnenoBanuu ¢ yyacTueM MallMeHTOB ¢ HApyIIEHUEM (DYHKIIMU MEUYCHHU Pa3TUYHOU CTENECHU
TSKECTU HE BBISIBIICHO YBEJIMUEHUS MTEPUOA IMOTYBBIBEICHUS pO3YBACTaTUHA Y TTAIUEHTOB C 7-10
Oamamu 1 MeHee mo mmkane Yainna-I1eto. ¥V 1Byx manueHToB ¢ 8-10 U 9-10 OaimiamMu Mo IIKaie
Yaitna-I1pt0 0TMEUYEHO yBENIWUYEHUE MepUoja MOIYBBIBEICHHs, IO KpailHeW Mepe, B 2 pas3a 1o
CPaBHEHHIO C MAlMEHTAMH C MEHBIIIUM KOJMYeCTBOM 0auioB. OMBIT MPUMEHEHHS pO3yBacTaTUHA
y TaIMeHToB ¢ 6osee yeM 9-10 6aimamu no mkane Yaina-I1er0 oTcyTCTBYET.

T'enemuueckuii norumopguszm

Nurubutoper ['MI'-KoA-peaykrassl, B ToM uyucie, mpenapat Kpectop, CBS3bIBalOTCS C
tpancnopTabiMu O0eikamu OATP1B1 u BCRP. V nocuteneii renorunos SLCO1B1 (OATP1B1)
c.521CC u ABCG2 (BCRP) Cc.421AA ormeuanoch yBenmuuenune oskcnosunuun (AUC)
po3yBactatuHa B 1,6 u 2,4 pa3za, COOTBETCTBEHHO, [0 CPaBHEHUIO C HOCUTEJSIMH T'€HOTHUIIOB

SLCO1B1 ¢.521TT u ABCG2 c.421CC.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB
JlakTO3BI MOHOTHIPAT

[lemtroi03a MUKPOKPUCTAIUTAYECKAS

Kanpus dpocdar
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Marnus creapat

Obonouka mabnemxu:

JlakTO3BI MOHOTHIPAT
['unipomeriosa (E464)

Tpuarietun (rMIepruHa TpHALIETAT)
Turana quokcun (E171)

Kpacurens xene3a okcup kpacHbiii (E172)

6.2. HecoBMecTUMOCTD

He npumennmo.

6.3. Cpok roaHocTu (CpoK XpaHeHHs )

3 rona.

6.4. OcoOble MepbI NPEJOCTOPOKHOCTH NPH XPAHEHHUH

IIpu Temneparype He Boiwe 30 °C.

6.5. XapakTep u coepxkaHue NePBUYHON YIAKOBKHU
Kpecrtop, 10 mr, Ta0JIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKON

ITo

7 TablleTok B 6J'II/ICTepe U3  QJIIOMHHHMEBOrO JIaMHHaTa / aIFOMMHHEBOM (I)OJIBI‘I/I,

chopMHpOBaHHOM ©3 (OPMOBOYHOIO JIAMHHATA, COCTOSIICTO W3 MOJMamMuaa / MITKO#M

amoMuHueBor  (onbru / HermacTuuuupoBanHod nonuBuHMIXIopuaHOH ([IBX) mienkw,
3are4aTaHHOM 3aKaJeHHOM aTtOMUHHMEBOH (OJbroid, MOKpHITOM TepMmosiakoM; mo 1 Onmcrepy c
JMCTKOM-BKJIAJIBIIIEM B KAPTOHHOM MaYKe C KOHTPOJIEM IIEPBOTO BCKPBITHS.

[To 14 tabnetox B AIIOMHHUEBOTO  JIaMUHATA / AFOMUHHEBOW  (POJIBIH,

onucrepe U3

copMUpOBaHHOM 13 (OPMOBOYHOTrO JIAMHUHATA, COCTOSAIICTO W3 MOJHaMuaa / MATKOH
amOMUHIEBON  (obru / HeracTuuuupoBanHoi  nonuBuHIIXIopuaHoi (IIBX)  rmieHkw,
3are4yaTaHHOM 3aKaJleHHOM alfOMHUHUEBOW (POJIbroi, MOKPBITOM TepMmonakoMm; mo 2, 7 uau 9
OJIMCTEPOB C JINCTKOM-BKJIAIBIIIEM B KAPTOHHOM MauKe ¢ KOHTPOJIEM MEPBOTO BCKPHITHSI.
Kpectop, 20 Mr, Tabs1eTKH, NOKPHITHIE MIIEHOYHON 000JIOUKOH.

ITo

14 Tabnerok B Onmucrepe W3 aJIOMHHUEBOTO JIaMHHATa / allOMHHUEBOH  (HOIIBTH,

copMupoBaHHOM 13 (OPMOBOYHOTO JlAMHMHATa, COCTOSALIETO W3 IMOJHaMujaa / MATKON
amoMuHueBor  (onbru / HermacTuuuupoBanHol nonuBuHmIXIopuaHOW ([IBX) mieHkw,

3areyaTaHHOM 3aKaJleHHOW allOMUHHEBOM (POnbroil, MOKpbITOM TepMmoiakoMm; mo 2 wuin 9
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OJIMCTEPOB C JIMCTKOM-BKJIQJIBIIIIEM B KAPTOHHOMW MTaYKe ¢ Q]—l:l’agﬂ;gf %?:J@FSH&'];&M 02)

Kpecrtop, 40 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JIOYKOH.

[lo 7 Tabmerok B OnucTepe W3 AJIIOMUHHEBOrO JaMuHArTa / allOMUHUECBON  (OJIBIH,
copMUpOBaHHOM ¥3 (OPMOBOYHOrO JIaMHHATA, COCTOSAIICTO W3 IMOJHaMua / MATKON
aMoOMUHUEBON  Gosbru / HerracTHGHUIUPOBaHHON — monuBuHIIXIopuaHod (IIBX) rmrenkw,
3armeyaTaHHOM 3aKAJICHHON aTFOMUHHEBOW (POJBIOM, MOKPHITON TepMoiakoMm; mo 4 Gimucrepa ¢

JJMCTKOM-BKJIaAbIIICM B KapTOHHOfI IMa4YKe C KOHTPOJICM IIEPBOI0 BCKPLITUA.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 MpenapaTa Ui 0TX00B, MOJYYEeHHBbIX MOCJ/Ie MPUMEHEHHs Mpenapara, u

APyYrue€ MaHuMnyJsiuu ¢ nmpemnapaTomM

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUS

Benukobpuranus

Actpa3eneka IOK Jlumuren, 1 ®pencuc Kpuxk Asento, KemOpumx buomenuxan Kammyc,
Kemopumk, Benmukobputanus CB2 0AA / AstraZeneca UK Limited, 1 Francis Crick Avenue,
Cambridge Biomedical Campus, Cambridge, United Kingdom CB2 0AA

7.1. Hpe}ICTaBI/ITeJIb AepKaTe/isd PEruCTPAlHOHHOI0 YIOCTOBEPCHHUA HA TEPPUTOPUH Coro3a

IIpereH3uu HOTDC6HT€JI€I>1 HAaImpaBJIATH I10 aApECy.

Poccuiickasa ®edepayus

00O Actpa3enexka @apMacbIOTHKAII3

123100, r. Mockaa, 1-it KpacHorBapaeiickuit mpoesn, a. 21, ctp. 1, atax 30, komHatsl 13 u 14
Temn.: +7 (495) 799 56 99

®daxc: +7 (495) 799 56 98

Pecnybnuxa Kazaxcman

[IpencraBurtensctBO 3AK «Actpa3eneka 0-Keii JIumuren»

Pecniy6nuka Kazaxcran, r. Anmatst, 050000, yn. Kynaesa, 1. 77, oduc 101
Tem.: +7 727 232 14 15; +7 701 0326745
adverse.events.kz@astrazeneca.com

WM 1o ccbuike https://contactazmedical.astrazeneca.com

8. HOMEP PETHCTPALIMOHHOI'O YAOCTOBEPEHUSA
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9. TATA NEPBUYHOM PETUCTPAIIMA (IIOATBEPXJIEHUA PETMCTPAIINMN,
INEPEPETUCTPALINN)

Jlata nepBoii peructpanuu:

10. IATA IEPECMOTPA TEKCTA

OOmast XxapakTepUCTHUKA JIEKAPCTBEHHOTO IMperapara A0CTyHA Ha MH()OPMAIMOHHOM IOpTae
EBpa3zuiickoro SKOHOMHYECKOTO COI03a B  HMH(OPMAIMOHHO-KOMMYHHMKAIIMOHHOM  CeTH

«Hurepuer»: http://eec.eaeunion.org
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