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MUHHCTEPCTBO 3[IPABOOXPAHEHUS POCCUICKOM ®EJEPALIUA
MHCTPYKIHS
110 MEJAIHCKOMY IPUMEHEHHUIO JEKAPCTBEHHOI'O IIPEITAPATA
3EHJIACTHK™

Perucrpauuonnsiii Homep: JIII-005715

Toprosoe HammeHoBanue npenapara: 3EHJIMCTUK™

MesxayHapoiHoe HellaTeHTOBAHHOE HJIM FPYNIIHPOBOYHOE HAMMEHOBaHHe: abeMalluKiub
JlexapcrBenHas ¢opma: TabNeTKH, TOKPHITHIE IUIEHOYHON 000I0YKO

Cocras:

1 Tabnerka, NOKpHITas IIIEHOYHON 00010UKOM, 50 MF COTEPHKHUT:

Oeticmeytoujee seujecmeo. adbeMaukiud — 50 mr;

6cnomozamenvHble  6ewjecmeéqa:  MUKPOKpUCTaJUIM4yecKas  uemwmnonosa 102 — 49 wr;
MUKpOKpucTaumyeckas nemnonosa 101 — 14 mr; nakro3sl MoHOruapar — 14 mr; KpockapMmesuiosa
HaTpus — 7 MTI'; KpEMHUSA JUOKCUJL — 2 MT; HaTpus creapuiidpymapar — 4 Mr;

obonouka mabnemxu: cMech Kpacureneit 6exesas 85F97280 — 4,2 mr.

Cmeco xpacumeneti bescesas 85F97280: MONMBUHUIOBEIN CIUPT YAaCTHYHO THAPOJHA30BAHHEIM,
TUTaHa auokcun, makporos 4000/momustunenrmnkoas MM 3350, Tanbpk, xKene3a OKCHJ JKENTHIH,

JKeJle3a OKCUJ KpacHBIM.

1 Tabnerka, HOKpHITas MICHOYHOM 060m0uKoi, 100 MI CoepIKuT:

Oeticmeyroujee geujecmeo. adbemanukanb — 100 mr;

6CHOMO2ameNbHbIE  6ewecmeéq;  MUKpOKpUCTaJUIMYecKas uemmonmo3a 102 — 98  wr;
MUKpOKpHUCTamyeckas neimonosa 101 — 28 Mr; nakTo3sl MOHOTHIpAT — 28 MTI; KPOCKapMeIio3a
HaTpus — 14 Mr; KpeMHUS IUOKCHI — 4 Mr; HaTpHs creapuwipymapar — 8 mr;

obonouxa mabnemxu: cMech Xpacutenei Genas 85F18422 — 11,2 mr.

Cmecw xpacumeneii benas 85F18422: NOIMBAHAIOBKIA CIIMPT YaCTUYHO THAPOIN30BAHHEIN, THTaHA

Juoxenn, makporon 4000/momuatinedriukons MM 3350, Tanbk.
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1 TabneTka, MOKpHITas IUIEHOYHOH 060n0uKoit, 150 Mr comepxut:

Oeticmeyrowee eeuyecmeo. abemarxiud — 150 mr;

6COMO2amensHble  Geujecmeq;  MUKPOKpHUCTaulMdeckas nemmonosa 102 — 147 wrg;
MUKpOXpUcTamInyeckas nemmnonosa 101 — 42 mr; nakro3sl MoHOrAapar — 42 Mr; KpockapMesio3a
HaTpus — 21 MI; KpeMHUs JUOKCH] — 6 MT; HaTpus creapuiidymapar — 12 mr;

obonoyxa mabnemku: cMech Kpacurenei sxenras 85F92473 — 12,6 mr.

Cmeco kpacumeneii oicenmaa 85F92473: NONMMBUHWIOBBIA CIUPT YaCTHYHO TMAPOIM30BaHHBIM,

TUTaHa Juokceu], Mmakporon 4000/mommsTrineHrukons MM 3350, Tanbk, xkene3a OKCHI JKEeNTHIH.

1 Tabnerka, mOKpEITas INIEHOYHOM 000104K0M, 200 MT' COIEPAKHUT:

Oeticmeyrowee éeuyecmeo. abemanuiind — 200 mr;

6cnomozamenvHvie  Gewjecmeéa:  MUKpOKpUCTauldyeckas Lemmonosa 102 — 196  wr;
MUKpOKpUCTaJuIMyeckas Lemmonosa 101 — 56 Mr; 1akro3sl MOHOTHApAT — 56 MI; KpockapMesio3a
HaTpus — 28 MI; KpeMHUs TUOKCU]] — 8 MT; HaTpus creapuiipymapar — 16 mr;

obonouxa mabnemxu.: cMech Kpacuteneit 6exenas 85F97280 — 16,8 mr.

Cmecv xpacumeneii bescesas 85F97280: MOMMBUHUIOBEIA CIMPT YACTMYHO IHAPOIM30BaHHEIH,
TUTaHa Juokcui, makporon 4000/momustunenrmukons MM 3350, Tanek, Kene3a OKCHIL JKEITHIH,

JKCJIE3a OKCHU KpaCHBIﬁ.

Onucanmne:

Tabnetku 50 mr:

OBaJIBHEIE TAGJIETKH CBETIIO-OPAHKEBOTO L(BeTa ¢ rpaBupoBkoit «Lilly» Ha oHolM cTopone u «50» Ha
JpYTOH.

Tabnerku 100 mr:

oBaJbHBIE TAONETKH OT GENIOro Ao HouTH Genoro upeTa ¢ rpasupoBkoit «Lilly» Ha ofHOl cTopoHe K
«100» na gpyroi.

Tabnerku 150 mr:

OBaNbHEIE TA0JIETKHM JKEITOTO LBeTa ¢ rpaBUpoBKol «Lilly» Ha oxHol cropore u «150» Ha mpyroii.
Tabnerku 200 mr:

OBaJIbHbIE TAOJIETKU CBETIO-OPAHKEBOTO IIBETa C rpaBUpOBKoi «Lilly» Ha omHol cropone u «200» Ha

Ipyroi.
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®apmaxoTepaneBTH4YECKasi IPyIIA: [IPOTUBOOIYXOJIEBEIE CPEACTBA, HHTHOUTOPEI POTEHHKHHA3.
Kon ATX: LO1EF03.

PapmaxojioruyecKue cBoicTea

Mexanusm oeticmeusn

AbeManukib sSBISETCS UHTHOUTOPOM IHKIMH-3aBHCUMEIX KuHa3 4 u 6 (CDK4 u CDK6). Otu
KUHa3bl aKTUBUPYIOTCA IIpH CBA3biBaHMM ¢ D-nukiuHamu. [lpw pake MOJOYHOM Kele3sl ¢
IOJIOKUTENBHBIM CTaTyCOM 3CTPOreHoBEIX peuentopoB (ER+) xommuexc nuxnua D1 u CDK4/6
criocobcrByeT ochopuinpoBanmio 6enka peTruHobnactoMsl (Rb), mporpeccupoBaHmIO KIETOYHOTO
LMKIa U nponudeparun Kierok. JnmurensHoe BosneiicTBHe abeMauukinba B yCIOBUAX in Vitro
uHrubupyet gocdopummposanre Rb u 61okupyeT nporpeccHpoBaHue KJIETOYHOTO MUKIa U3 (hasbl
G1 B ¢a3y S, 4TO DPHBOIUT K CTAPEHHIO M ArloNTo3y. B MOJeNsIX KCeHOTpaHCIUIaHTaTa paka MOJIOYHOM
KeNe3bl aGeMalMKIMG eKEeHEBHO HETIPEPHIBHO BRONUICA B KIIMHMUECKH 3HAYMMEIX KOHIEHTPAIHAX,
B Ka4eCTBE MOHOTEPANHU MM B COUETAHWU C aHTUACTPOTEHAMHM, YTO IPHBOIMIO K YMEHBIIEHHIO
pazmepa OITyXOJH.

DapmaxoouHamuka

V nanueHToB co 310KadecTBEHHEIMU HOBooOpaszoBanwsamu (3HO) abemanuknub B 1o3ax ot 50 Mr mo
200 mr 2 paza B nens nopasiseT akruBHocTs CDK4 u CDK6, uurubupys docdopriuposanue Rb u
Tonousomepasy I aneda, 9To MPUBOAUT K OCTAHOBKE KIIETOYHOIO LIMKJIA TIEPE] TOYKOH PECTPUKIIAM
G1. Ilpu npopeneHHMH aHaIM3a 3aBUCHMOCTH 3((EKTHBHOCTH OT 3KCHO3MIMHM B HCCIEIOBAHHIAX
MONARCH 2 u MONARCH 3 6su1a onpenenena o3a 150 mr 2 pasa B ieHb 111 Ha9aJbHOk Tepanun
B COYETAHHHU C S9HAOKPUHHOM, U MOATBEPHKICHA HEOOXOQUMOCTh CHIDKEHHUS 036l 10 50 Mr 2 pasa B
JEHb B Clly4ae IUIOXOH IEPeHOCUMOCTH. [lpu INpoBeneHHM aHaik3a 3aBUCUMOCTH 3KCIO3ULMA -
sddexruBaOCTh B Mccnenopannd MONARCH 1 6suia onpenenena jgo3a 200 Mr 2 pa3a B IeHb IS
HayaJlbHOM MOHOTEpanuy abeMaItuKIHOOM.

Biusihue abemanmxiiba sa anurensHocTs uaTepBana QT ¢ xoppexruposkoit ®pugepunus (QTcF)
OLleHMBaNK y 144 malMeHTOB C pAaCIpOCTPaHEHHBIM 3JI0KaYeCTBEHHEIM MporneccoM. Huxakmx
3HAYMMBIX M3MEHEHHH (>20 MCEK) MJIUTENBHOCTH HMHTEepBaia QTcF He GEUIO o0HapyxeHo IpH
CpeIHeM 3Ha4eHUH HabIroaeMoi MaKCHMAIbHOM paBHOBECHOM KOHIIEHTpAIK abeManuKinba nocie

€ro IpUMCHCHHUA B Tepal'IeBTI/I';IeCKI/IX Jo3ax.
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ITpu npoBeieHUH aHaNHU3a 3aBUCUMOCTH (P PEeKTUBHOCTH OT SKCIIO3UITMH Y 3HOPOBEIX JOOPOBOJIBIEB
IpH TpueMe Ipenapara B HauboJjee . BRICOKMX KIMHHUYECKH 3HAYMMBIX J103aX OBUIO ITOKa3aHo, YTo
npuMeHeHne abeMaluKkiInba He MPUBOAMIO K KIMHHYECKH 3HAUMMOMY YBEIMUYEHHIO HHTEpBasa
QTcF.

DapmaKkoKuHemuKa

Bceacviganue

Abemanukinbd XapakTepu3yeTcs ME[JICHHBEIM BCACBIBAHMEM C MEJUAaHON BPEMEHH JOCTIDKEHUS
MakcuManbHOU KoHUEeHTpauun (Tmax), paBuoii 8,0 4. AGcomoTHas 6UOIOCTYIHOCTh abeMauuKiInba
cocrasiseT 45%. B muanazone tepaneBTiyeckux 103 oT 50 mMr go 200 Mr yBendYeHHe SKCIO3ULIUN
IIoagu 1oj KpuBo# «xoHueHTpauusa-BpeMs» (AUC) m maxcumanbHO# koHUEHTpauud (Cuax)
ABJIAETCA IIPONOPLMOHANBHBIM 03€ Ipernapara. PABHOBECHOE COCTOSIHME NOCTHUraeTcs B TEYEHUE 5
nHeW npu npueme abemauukiuba 2 pasa B JeHb. AGeManukinn0 HaKalMBaeTcs CO CpeIHUM
reoMeTpu4ecKiM 3Ha4eHueM Cmax 3,7 (xoaddurment Bapuauuu (CV) 58%) u AUC 5,8 (65% CV).
IlpyeM NIy ¢ BEICOKUM conepskanueM xupoB yeenuuuBai AUC abemanukni6a U ero akTHBHBIX
MeTabonuToB Ha 9%, a Cmax - Ha 26%. DTH U3MEHEHMs He CUMTAINCH KIMHMYECKH 3HAYUMBIMHU,
no3ToMy abeMaluKING MOXKHO IPUHMAMATEH HE3aBUCHMO OT MpUeMa UK.

Pacnpedenenue

AbemalmKIuG 06ajaeT BEICOKON CTENEHBIO CBA3BIBAHMA ¢ GeKaMyu ILIa3MBl deloBeka (CpeiHee
3HaYEHUe CBA3AHHOM (pakuuy cocTapiieT 96-98%), pu 5TOM CTeleHb CBA3LIBAHKSA HE 3aBUCHUT OT
KOHLIeHTpaluy abeMaryiinba B quamnasose ot 152 ur/mi 10 5066 5r/mi. A6eManukiib cBI3sIBaeTCS
KaK C CHIBOPOTOYHEIM alibOyMHUHOM 9eJI0OBEKa, TaK U ¢ alb(a-1-Kuciasm rukonporennoM. Cperee
reOMETPUIECKOE 3HAYEHNE CHCTEMHOTO 00beMa pacipe/ieIeHHs COCTaBIseT NPUONU3UTENBHO 750 I1
(69% CV).

V nanuentoB ¢ pacmpocrpaHeHHEIM 3HO KoHUeHTpauus aOeMalukinba M ero akTHBHEIX
metabonuToB N-gesstmnabemannxinba (M2) u ruapoxcuabemanukirta (M20) B CIHHHOMO3TOBOM
YKMKOCTH CPaBHUMEI C KOHIIEHTPAIUSAMHI HECBA3aHHEIX META00IMTOB B IIIa3Me€.

Memabonuzm

Abemanuxii6 noaBepracTcs MeTaboIM3My B OCHOBHOM B [IEYCHH, IVIABHBIM 06Pa30M, IIPH yIaCTHH

muToxpoma P450 (CYP) 3A4 ¢ obpasoBaHreM OCHOBHOIo MeTabonura M2 M [IOMONHHUTEIHHBIX
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meTabonuro: M20, ruapoxcu-N-aesstrnabemanmknunoa (M18) u okucnennoro Merabonura (M1).
AxrusHOCTH MeTabonmuToB M2, M18 1 M20 cxofHa ¢ aKTHBHOCTEIO a0eMaluKiInoa.

Buiseoenue

CpenHee reoMeTpuyeckoe 3HaueHHe nedeHouHoro kiupeHca (CL) abemaumknuba cocTaBiseT
21,8 n/a (39,8% CV), cpenuuii nepuos NOJTyBEIBENIEHHS W3 IUIasMbl KpoBH - 24,8 4 (52,1% CV).
ITocne mnpuema BHYTPh OJHOKpAaTHOM J03bI MedeHHoro msoronoM [“C] aGemamuknuGa
npubnu3uTeNsHO 81% OT NPHUHATON O3Bl BEIBOOMTCS Uepe3 KUIIEYHUK U NpubmusutensHo 3,4% -
noykaMmu. BonbInyro acTh 0351, BHIBEACHHON Uepe3 KUIIEYHUK, COCTABIIIA METabOIUTEL.

Ocobvie zpynnvl nayuenmos

Bo3spacT, os1 1 Macca Teia

Bospact, mon U Macca Tela He OKa3blBald BIMAHUS Ha SKCHO3UIMIO abeMallukinba B aHaIu3e
NONYJALMOHHON papmaxokuseTuky y narueHTos ¢ 3HO (135 myxuus u 859 xeHIuH B Bo3pacTe OT
24 ner mo 91 roga u maccoit Tena ot 36 1o 175 xr).

ITanyeHTH ¢ HapyIeHneM (OYHKIHY IeYeHN

AbGemanuknub nozsepraercs MeTabonusmy B neyenu. Hapyrienue QyHKIMH TeYyeH: ierkoi (kiacce
A 1o xnaccuuxanyy Yaitna-I1er0) u cpenneii (kace B no xnaccuduxamuu Yannn-I1s0) crenedu
TKECTH HE OKAa3bIBAJO BIMAHMA HA DKCIIO3UIMIO abeMalukiuba. Y NalMeHTOB ¢ HapylleHHeM
Gbysxuum nedeHH Tsxkenoi crenenu (kinace C mo knaccupmkanuu Yaitna-ITeio) nokasarens AUCo-w
abemauuKInOa ¥ HECBA3aHHOTO abeMaluKiInba M ero aKTHBHBIX METa0OJUTOB C IIONMpPaBKOW Ha
aKTUBHOCTh yBenuuuBaica B 2,1 u 2,4 pasa, cooTBeTCTBeHHO. IlepwoJ IIOJyBBIBEACHUSL

abeMauuKIHOa yBeauuuBancs ¢ 24 10 55 yacos.

ITanueHTsl ¢ HapymeHneM QYHKIMH T0YEK

AbOeManukiIub u ero Mefa6on1/m)1 HE BBIBOJIATCS Yepes3 IOYKH B 3Ha‘{I/ITeJII>HOI7I. crenenu. Hapymenue
GYHKIMM IOYeK Jerkofl WM YMEPeHHOM CTelleHH HE OKashBalO BIMAHHA Ha SKCIIO3UIHIO
abemarxm6a. Het TaHHBIX 0 IPUMEHEHHH MPENapara y MAlMeHTOB ¢ IOYEYHOH HEAO0CTATOYHOCTRIO
TSDKEJION CTEeTeHM, TEPMUHAIBHOM crammeil MOoYeyHON HEeJOCTAaTOYHOCTH, a TAKKe V IAlMEHTOB,
HaXOIAIMIUXCS Ha JHaIN3E.

Hoxnunuyeckue oannble no 6ezonacrnocmu

Kanyepozennocmo
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AGeManuKIuG BEI3EIBA THIIEPIUIA3HIO MHTepcTALMANbHEIX (Jlefinura) kineTok u J06poKadeCTBEHHEIE
aJIEHOMEI B IMYKAX Y CAMIIOB KPBIC, TONy4aBIIAX abeMalUKiIn0 B Te4eHHE IPUMEPHO IBYX JIET MPH
YPOBHSX 3KCIO3MIMA MEHEE WM aHAJIOTHYHEIX TeM, YTO HaOOAaIMCh Y NalMEHTOB, MOJTyYaBIIkX
abemanuknu6 B go3e 150 mr wim 200 Mr 2 pasa B ieHb. 3HaYUMOCTh 3TUX 3G )EKTOB /I YeIoBeKa
HEU3BECTHA.

Mymazenes

HccrenoBanus FeHOTOKCHYHOCTH abeMaluKiimba i ero OCHOBHBIX aKTHBHBIX METa00JIUTOB YEN0BEKA
OBLIM OTPHULIATEIBHBIMH.

Hapywenue ¢pepmunvrnocmu

B uccnenoBasmsx TOKCHYHOCTH MHOTOKpPATHBIX JI03 U3y4aly BIUsSHUE abeMalukiu0a Ha OCHOBHBIE
PEIPOLYKTHBHEIE OpraHbl MBILEH, Kpblc ¥ cobak, Ha (epTHIBHOCTh CaMIOB KpBIC, @ TaKkKe Ha
(hepTUIFHOCTE CaMOK U paHHee SMOpUOHAaNbHOE Pa3BUTHE Y KPEIC.

HecMoTps Ha TO, 4TO HE OBUIO OTMEYEHO BO3JNEHCTBHMA Ha (EPTHIBHOCTE CAMIOB KpEIC,
[IUTOTOKCUYECKOE JIeHCTBUE Ha MOJIOBBIE IIyTH CaMIIOB MBIIIEH, KPBIC U co0aK CBUIETEIBCTBYET O
TOM, YTO abeMaIKIu0 MOXeT HapyIaTh GepTUILHOCTE y caMioB. He Habmomanock Bo3ieHcTBYA Ha
TI0JIOBBIE IIyTH CaMOK MBIIeH, Kpbic U cobak. He Habmonanock BIMAHUSA Ha GEPTUIBHOCTD Y CaMOK

U paHHee SMOPHUOHAIBHOE Pa3BUTHE Y KPBIC.

IToxasanus K IIPUMECHEHH IO

Pak MOI09HOI JKeJIe35] Ha PAHHUX CTAIUIX

3enmucTHK™ B KOMOWHALMM C SHAOKPUHHOM Tepanueil mnokasaH s aJbIOBAHTHOIO JICYEHHUS
IIOJIOXKUTENBHOrO 10 TopMoHanbHEIM perentopam (HR+) ¥ orpummarensHoro mo peuentopy
SMUAEpPMaBHOTO (akropa pocra ueioBeka 2-ro Tuma (HER2-) paka MOJIOYHOM JKelie3bl Ha paHHUX
CTa/(SIX C IOPAXKEHHEM PETHOHAPHBIX TUM(ATHIECKUX Y3JIOB U BHICOKMM PHCKOM PENU/IMBA.

VY JKEHIIMH B IIpe- MIM IEPUMEHOIay3e SHJOKPUHHYIO TEepandi) HHTUOUTOpaMU apoMaTasbl
Heo0X0IMMO KOMOMHHMpPOBAaTh C HA3HAYCHHEM aroHMCTa JIOTEMHM3UPYIOMIEro FOPMOHA PUIIM3HHT-
rOpMOHa.

MecTHO-pacpoCcTPAHEHHBIM WM METACTATHYECKUAN paK MOJIOYHON JKele3bl
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3eHIMCTHK  HOKA3aH I JIEYEHHMs HOJOXKHUTENHFHOro Mo ropMoHaibHbM peuentopam (HR+) u
OTPHMUATENEHOTO 110 PELENTopy SIHASpMaNbHOro ¢axropa pocra denopeka 2-ro tuma (HER2-)
MECTHO-PacIpOCTPAaHEHHOTO HIIM METaCTaTUYECKOr0 paKka MOJIOYHOHN JKele3hl:

- B KOMOMHAIIMK C UHTMOMTOPOM apoMaTa3bl B KayeCTBe NepBOi JIMHUK 3HIOKPUHHOH Teparnuy;

- B kKoMOuHaLuK ¢ (yJIBECTPAHTOM B Ka4€CTBE [IEPBOY MIIM BTOPOH TMHMYM SHAOKPUHHOH Tepavy;

- B MOHOTEpaIliy y NAllMeHTOB ¢ MPOrpecCUpoBaByeM 3a00JeBaHys NOcIe S3HJOKPUHHON Tepanuu 1
OIHOM WM JIBYX JHMHMH NpeJmecTBYIOINe#l XUMUOTEpaluy 110 ITOBOJLY METAcTaTHuecKol cragud
3a00eBanys.

V KEHIMH B Tpe- WM NepUMEHOINay3e TepanHio HeoOXOOMMO KOMOMHMPOBATH C Ha3HAaYEHUEM

aroHycTa JIIOTCUHU3UPYIOIICTIO rOPMOHA PAITH3UHI-TOPMOHA.

IIporuBonoka3anus

[oBplneHHAas 4yBCTBUTEIBHOCTH K abeMalMKIndy M JI000My KOMIIOHEHTY, BXOAAIIEMY B COCTaB
npenapara; 6epeMeHHOCTb U IIEpHOJ| TPYIHOTO BCKAPMIIMBAHUS.

JleTcxuii Bo3pacT, ouedHas HELOCTATOYHOCTD TSKENION CTeNeHH, TepMUHAIbHAs CTa(us OYeuHOMH
HEOCTaTOYHOCTH, MAUMEHTHl, HaXOAAImuecs Ha reMoauanuse (3¢QeKTuBHOCTS U Oe30I1aCHOCTh He

YCTaHOBIIEHEL).

C ocTOpOKHOCTBIO

[TaupenTsl ¢ AeUUMTOM JAKTa3bl, HENMEPEHOCHMOCTBIO JIAKTO3Bl MM INIOKO3HO-IaJaKTO3HOM
ManpabcopOLyieli, NalueHTEl ¢ HapymeHueM OQYHKIMH [eYeHH TSDKENOM CTeNeHH TKECTH,
ONIHOBPEMEHHOE IIPMMEHEHHE ¢ CWIBHBIMM MHrHOMTOpamMu u3odepmenta CYP3A4. Cnenyer
u3berarh OJHOBPEMEHHOIO IpUMEHeHHA HHAyKropoB usodepmenta CYP3A4 BBuay prcka

cHIDKeHUs 3¢ dexTuBHOCTH abeMaluKiInoa.

IIpumenenue npn 6epeMEHHOCTH H B NIEPUOJ IPYAHOI0 BCKAPMIHBAHMS

bepemennocms

JlanHple NOKIMHMYECKIX MCCIEIOBAHMH Ha JXMBOTHBIX [OKA3aJM, YTO MPENapar 3eHICTHK — IpH
NPUMEHEHHH BO BpeMs GepeMEHHOCTH MOXET OKasbIBaTh Bpel A IUioga. B ucciemoBaHusx
PeTpONYKTUBHOM (yHKIMHM y >KMBOTHBIX NpUMeHEeHHe abeMauukinba B IIEpHOJ OpraHoreHesa

OKa3bIBajl0 TECPATOrCHHOC JeficTBre W NPpUBOAMJIO K CHIXKEHHMIO MAaCChl IUIOA2 BO BpeMs
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6epeMeHHOCTI/I, YyTO OBUIO CXOJHO C JAHHBIMH O BO3IEUCTBUMN Ha YECJIOBCKa, OCHOBAHHBIMHM Ha
3gauenud AUC Ipy TPAMECHCHUH MaKCHMaJIbHO peKOMCH}IOBaHHOﬁ YCIIOBEKY JOO3BI. HaHHBIe ]
PHCKE, CBSA3aHHOM C NPUMEHEHHUEM IIpernapara y 4YeJIOBEKa, OTCYTCTBYIOT. CJ'IS,U;yGT COOOIIMTE

. 6epeMeHHOI71 KECHIIUHE O BO3SMOXHOM pHUCKE IJIA 1iona.

Ilepuoo zpyonozo eckapmnueanus

JlapHBIE O BO3MOXKHOCTHM IIPOHMKHOBEHHS abeMalMkiuba B TIpPYAHOE MOJIOKO, BIHSHUH
abemauuxnnba Ha pebGeBKa, HAXONAIIETOCH Ha TPYJHOM BCKapMIIMBAHUM, WM O BIMSHAM Ha
BEIPaDOTKYy MOJIOKa, OTCYTCTBYIOT. IlocKoNBKYy y pebeHKa, Haxo;iameroc;I Ha TpyJHOM
BCKApPMIIMBAHHH, BOSMOXHO Da3BUTHE CEPLE3HBIX HEKENATebHBIX PpEaKlyi, CBA3aHHBIX C
NPOHUKHOBEHMEM abemalMKiuba B IPyAHOE MOJIOKO, CIENYET PEKOMEHJOBAaTh KOPMSIIUM
’KEHIIMHAM IIPEKpaTUTh IPYAHOE BCKApMIIMBAHWE HA BpeMs PHYeMa NpenapaTa 3eHIMCTHK ¥ KaK

MHUHHMYM B TCUCHUE 3 Henens nocie 3aBECPUICHUA TEparu.

Kenujunvt u Mysrcuunsl ¢ penpoOyKmueHsIM HOMEHYUATIOM

Tecmuposanue na 6epemennocmo

JlaHHbIE NOKIMHMYECKHMX HCCIENOBAHMM Ha JKMBOTHBIX IOKa3ald, YTO NPMMEHEHWE IIperapara
3eHIICTHK ~ BO Bpems GEpEMEHHOCTH MOET NPHYMHHUTH Bpell ILIONY. lIpoBejeHme TecTa Ha
OepeMeHHOCTh PEKOMEH/YeTCsl JKEHIIMHAM JETOPOIHOTO BO3pACTa [0 Hayalla Tepalliy [IPeraparoM

3eHIIUCTHK .

Konmpayenyus y oicenwyun

IIpuMeHeHHe Tpenapara 3eHIHCTHK . BO BpeMs GEPEMEHHOCTH MOXET NIPUYMHHUTE Bpel IUIOAY.
JKeHmuHaM penpoyKTHBHOTO BO3pAcTa CJIEAYeT PEKOMEHIOBATh HUCIONL30BaHME 3BMEKTHBHEIX
METOJIOB KOHTpALENIMH (HarpuMep, ABOHHON 6apbepHBIil METOA KOHTPALENMH) BO BPeMs TepaniH

IIp€naparomM 361~I.III/I(.‘;TI/IKTM M B TCUCHUEC KaK MUHUMYM 3 HEICIIb IIOCJIC IIpUEMa €ro [OCIEIHEH JO3EI.

Depmunvrocmy
Ha ocHoBaHMM NaHHEIX HCCIIEOBaHHI HA JXMBOTHBIX HperapaT 3eHIHCTHK W MOXKET BIUATH Ha

(epTHIBHOCTD MY KYMH PENPOIYKTUBHOTO BO3DACTA.

Crnocob npumMeHeHust M 10351

Pexomendyemvie 0031 u pesicum dosuposanua
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B xoMOuHaLMH ¢ SHAOKPHHHOM Tepanuel pekoMeniyemas J103a Ipenapara 3eHIMCTHK  COCTABIIAeT
150 mr 2 pasa B IeHb BHYTpb.

IIpy- poBeaeHNN MOHOTEPANIMH PEKOMEHIyeMas 103a Tipenapara 3eHIucTHK  cocTaniseT 200 mr 2
pasa B JIeHb BHYTpb.

[Ipy pake MONOYHOM OKeNe3bl paHHEH CTaiM¥ Npenapar 3eHIUCTHK — CIEAYyeT NPUMEHATH
HeUpPEepEIBHO Ha MPOTHKEHMM 2 JIET MM O BO3HUKHOBEHUS pelMAuBa 3a00JE€BaHMs WIH Pa3BUTHL
HETIEPEHOCUMOM TOKCUYHOCTH.

Ilpu pacnpocTpaHeHHOM WM METAacTaTM4eckoM pake Tepaluio CllefyeT NpOAOJDKATh 0
NPOrpecCUpOBanNs 3a00IEBaHNs MM Pa3BUTHs HEIIEPEHOCHMOMN TOKCHYHOCTH.

Cnemyer obparurbCs K MHCTPYKUMH IO MEIMIMHCKOMY IPHMEHEHHIO Iperapara SHIOKPHHHOM
Tepanuy AJ1A NOy4eHus nHGopMaLiy o peKOMEHAYeMOH JJo3e npernapara.

[penapar 3eHJMCTUK MOXHO TPMHMMATh HE3aBHCHMO OT HpueMa nuiy. Cienyer m3berars
OZIHOBPEMEHHOro yHoTpebieHus rpeindpyroB wimm rpedngpyroBoro coxa (cM. paszen
«B3aumonelicTBde ¢ IpyrUMH JIEKapCTBEHHBIMM INpenaparamuy). HeoOxooumo mpuHMMATh
Ha3HAYEHHEIE JIO3BI Ipenapara 3eHIUCTHK | IPUMEPHO B OHO M TO Xe BPEMs KaX/BIH IeHs.

IIpy BO3HMKHOBEHHWM DPBOTHl y INALMEHTa WIM IpPH NPOIyCKe NpHeMa Iperapara 3eHIHCTHK
HeoOXOMMMO IIPUHATH CIEIYIOUIYI0 3alUIaHUpOBaHHYIO 03y B OObMHOE BpeMs. TaOleTKy
HGOGXOL[I/II\‘/IO IpOIVIATHIBATE EJMKOM, HE CIIEAYET pa3KeBhIBaTh, ApOOUTH UM AenuTh Tabnetky. He
CIeyeT NPUHHMATh IIOBPEXKACHHEIE TabIeTKH, pa3lOMaHHBlE, C TPENIMHAMH WA JPYTHMH
NpU3HaKaMH ITOBPEXIECHHUS.

Koppexyua pesxicuma do3uposanusn

Koppexyus pescuma 0o3uposanus npu paseumuu HesCeramenvHulX peaKyuil

PexoMennanyu 10 KOpPpeKUMM HO3BI IIPH Pa3BHTHH HEXKEJATENBHBIX PEaKIUH IPEACTaBIECHH! B
tabmunax 1-7. Clexyer oTMEHHTh NIpHeM IIpenapara 3eHIUCTUK TP HeepeHOCHMOCTH J03H 50

MT 2 pa3a B JICHb.
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Tabnuya 1. Koppexyus 003v1 npenapama 3eHnucmuk’ npu paseumuu HevcenamensHulx peaKyuil.

YpoBeHb cHHIKEHUS

TM
Jlo3a 3enucTHK B KOMOHHALMM C

Ho3a 3enancTur™

J03bI 3H/(OKPUHHOM Tepanuei npy MOHOTEPANHH
Pexomennyemas 150 mr 2 pasa B nieHb 200 mr 2 pasa B
HayaJlbHas J103a JIeHb
ITepBoe cHyKEHUE TO3BL 100 mr 2 paza B ieHb 150 mr 2 pasza B

JIeHb
Bropoe cHmxeHue 10361 50 mr 2 paza B I€HB 100 mr 2 paza B
JIeHb

TpCTBC CHHMXCHHUEC JO3BI

He npumenumo

50 Mr 2 pasa B ieHb

™ o~
Tabnuya 2. Koppexyus 003l npenapama 3eHIucmux  npu 2emMamono2udeckoti moKCU4HOCmu'.
!

1

HeobxomuMO KOHTPONMpOBATh IOKAa3aTeld OOIIEro aHain3a KPOBH Iepei HayaloM Tepanuu
3eHIMCTHK  , KOKIBIE 2 HEENU B TEYEHHE IIEPBEIX 2 MECALIEB, ©KEMECAYHO B TEUCHHE CIISLYIOLIIX

2 MecsIIeB U 3aTeM B COOTBETCTBHHM C KIIHHUYECKIMHU IT0KA3aHUAMH.

Crenenp TaxecTu B cootBerceTeud ¢ CTCAE

Koppexuust 10361 3eHMMcTHK ™

1 unu 2 creneHs

Koppexkuus 10361 He TpedyeTcs.

3 creneHsb

BpCMeHHa}I OTMCHaA TEpanuu a0
BOCCTAHOBJICHWA  IIOKasareJili Ha  YPOBHE
CTENECHHW 2 WM HIDKe. YMEHbLIUEHHE JAO03BI HE

Tpedyercs.

IToBTopHOE pasBuTue 3 creneHu win 4 crenedsb

Bpemennas OTMeHa Teparniy IO
BOCCT4HOBJICHUs] TIOKa3aTens Ha ypOBHE
CTENeHH 2 MM HIDKe. Bo30OHOBUTE mpHeM B

[103€, CHYDKEHHOM JT0 CJIICAYIOIIETO YPOBHA.

CTCAE (Common Terminology Criteria for Adverse Events) - O6ias TepMHHOJIOTHs KPUTEPHEB

HEeXXeIaTelbHBIX peakiyi.

! — B cnyuae HeoOXONMMOCTH NpUMEHEHHS TeMONOSTHIECKHX POCTOBBIX ()aKTOpOB CIenyeT

™
OTMEHHUTH TEpaNuIo IIpenaparoM 3EeHINCTHK  KakK MHUHHUMYM Ha 48 wyacoB mocie HOCJICAHET O

BBCACHUS I'€MONOITUICCKUX POCTOBBIX (b&KTOpOB A0 BOCCTAaHOBJICHHA IIOKa3areisd no <2 cremneHu.

10
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Bo306HOBUTE HpHUEM B H03€, CHIDKEHHOH 0 CICAYIOLICTO YPOBHA, €CJIM A03a €1E HE OBLIa CHHXKEHA

BBUOY TOKCHYHOCTH, HOTpe60BaBIIIeI7I INpUMEHEHUE TE€MOIIOTHYECKHUX POCTOBBIX (I)aKTOPOB.

HpI/IMeHCHI/Ie reMOIIOTHYECCKHUX POCTOBEIX (1)3KTOp0B CJIEAYET NPOBOAUTE COITIACHO CYIECTBYIOIHUM

CTaHJiapTaM JICUEHUA.

Tabnuya 3. Koppexyus 003w npenapama 3ennucmux" npu duapee.

HpI/I IIEPBLIX IIPU3HAKaX XXKUAKOI'O CTyJia CICAYCT Ha4aTb IIpUEM HpOTHBOJIPI@.prIHBIX npenapatos.

Crenenn TaxkecTd B coorBercTBUH ¢ CTCAE

Koppexuusi 10361 3eHAMCTHK

1 crenienn

Koppexuus 1035l He Tpebyercs.

2 CTEIIEeHb

Ecnu TOKCMYHOCTH HE pa3peluaercs B TEYCHUE
24 yacoB 10 <] cTeneHU, BpEMEHHO OTMEHUTH
IpUeM IO paspelueHuss cumMnroMoB. Koppekuus

JI03HI He Tpebyercs.

CoxpaHeHue WM TIOBTOPHOE pa3BUTHE 2

CTCIICHH IIOCJIC BO300HOBIEHHUS npueMa

npexcﬂeﬁ HO03bl, HECMOTPA Ha TIOJIHEIM KOMILIEKC

CUMIITOMAaTHYECKOM Tepanun

Bpemennas OTMEHa Teparnu i (0
BOCCTaHOBJIEHMs COCTOSHMA Oo <l creneHu.
Bo306HOBHTE mpueM B J103€, CHIDKEHHOU 0

CIIE/IYIOIIEro YPOBHSL.

3 nmm 4 creneHb WM auapes, Tpelyromas

roCIINTaJIN3aluy

Bpemennas OTMEHa Tepanuu J0
BOCCTaHOBIEHHS COCTOSHUA 10 <l CTemeHH.
Bo0306HOBUTE IipHeM B J103€, CHIDKEHHOH [0

CJIEYIOIEro ypOBHsI.

™
Tabnuya 4. Koppexyus 0o3vi npenapama 3eHnucmux npu 2enamomoxcuyHOCHi.

Heobxonumo korrpomuposats yposers AJIT, ACT u ofuiero 6ummpy6GuHa repe Ha4aioM Tepaniy
™ ,
3eHIIHCTUK , KaXK/Ble 2 HelIe/M B TEYEHHE NIEPBEIX 2 MECHLIEB, EXKEMECIIHO B TEYEHHE CIIEAYIOMUX

2 MECAIIEB U 3aTE€M B COOTBCTCTBHHU C KIIMHHYCCKUMU INOKA3aHUSAMHU.

Crenens Tsoxect B cooteerereuu ¢ CTCAE

Juist nokazareieit AJIT u ACT

Koppexuus 10361 3eHIUCTHK

1 crenens (>BI'H - 3,0 x BI'H)

Koppexiws 10351 He Tpebyercs.

11
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crenenu wia 3 creness (>5,0-20,0 x BI'H) BE3

YBCIMUCHUA KOHIICHTpannuu 0611161"0

Oounupybuna Beime 2 x BI'H

ot 29.05.2024 N= 10534
| Bxopawmit M3 N24281028
2 crenenp (>3,0-5,0 x BI'H) BE3 yBennuenns
KOHIIEHTpaluy obInero 6unupybuHa BeILE 2 X
BI'H
Coxpanenne WM IIOBTOpHOe pa3Butue 2 | BpemeHHas OTMEHa Tepanuu J0

BOCCTAHOBJICHHA IIOKasarciid MO0 HCXOAHBIX
JaHHbeIX Wik 1 crenenn. Bo3oOHOBUTE IIPpUEM B

J03¢€, CHWXKEHHOM 10 CJICAYHOUIETO YPOBHA.

[NoBremuenue nokasarens ACT w/unmu AJIT >3 x
BI'H c yBenuueHHMEM KOHIEHTpallMd OOIIEro
omwmmpybuna >2 x BI'H npu orcyrcrBun

Xojnecrasa

Ilonnas oTMeHa npemnapara.

4 crenens (>20,0 x BI'H)

[Monuas orMeHa npenapara.

ACT — acnapraramunotpancdepasa, AJIT — ananunamurotpancdepasza, BI'H — Bepxmiﬂ rpasyna

HOPMBEL.

Tabnuya 5. Koppexyus 0o3vi npenapama 3enaucmux’ npu uHmepcmuyuansHoi n1ezouno

bonesnu/mHeemoHume.

Crenenn TaxecT B coorsercTBuy ¢ CTCAE

Koppexuus 10361 3eHIHCTHK

1 mnw 2 creness

Koppexnus n10351 He Tpebyercst.

CoxpaHeHHe 150050 IIOBTOPHOC pas3BUTUEC
TOKCHYHOCTH 2 CTCIICHH, KOTOpasA HEC CHHXKACTCH
A0 UCXOOHOTI'0 YPOBHA HIIH 1 creneHu B TeUYECHHE
7 II,HCfI, HECMOTpA Ha NOJHBIA KOMILIEKC

CAMIITOMAaTHUECKOMK TEpaIuu

Bpemennas OTMEHAa Tepanuu hie}
BOCCTAHOBJIEHHs IIOKa3aTelsd JO WCXOIHEIX
JaHHeIX Wik Jo <l cremedu. Bo0300HOBUTE
IpUeM B J03€, CHIKEHHOH [0 CIIEAyIOIIero

YPOBHSL.

3 unu 4 crenesn

Ilonnas oTMeHa npenapara.

Tabnuya 6. Koppexyus 0osvt npenapama 3ennucmux™ npu senenusx 6eno3Hoii mpombosmbonuu.

Crenens TakecTd B coorBercrBnu ¢ CTCAE

Koppexuus 10361 3eHIHCTHK

Pak Mono4HO# Jkejie3bl Ha PAHHUX CTAAHSX

JIrobas creneHn

BpeMCHHaH OTMCHA TEpariMid H IIPOBEACHHC

TE€panuy CONIaCHO CYIMECTBYIOUIUM CTaBtapTaMm

12
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neyenrs. Bo300HOBUTH npueM Ipernapara,
Koraa COCTOAHME MaueHTa CTaHET KIIMHMYCCKH

CTaOUJIBHBIM.

MecTHO-pacnpoCTPAHEHHBIH HJIH METACTATHYECKHH PAK MOJIOYHOM KejIe3bl

1 wu 2 creneHs

Koppexkius 10351 He TpedyeTcs.

3 wiu 4 crerneHb

BpemenHass OoTMeHa TepalMH U IPOBENEHHE
TEepaIuy COITIACHO CyIIECTBYIOIUM CTaHIapTaM
negeHusi. Bo300HOBUTH mpueM IIpemapara,
KOTJIa COCTOSIHUE MAIJUeHTa CTaHeT KIMHUIECKH

CTAOUIIBHBIM.

T™
Tabnuya 7. Koppexyus 0o3vi npenapama 3eHRucmux — npu Opy2ux nposineHusx moKCUYHOCIU' .

1

Crenenn Tskect B coorsercrBu ¢ CTCAE

Koppexnust 10361 3eHIIHCTHK

1 unwm 2 creneun

Koppexuus no3s1 He Tpebyercs.

CoxpaHeHue WM  HOBTOPHOE  pa3BHUTHE
TOKCUYHOCTH 2 VCTGHGHI/I, KOTOpast He CHIKAETCs
JIO MCXOHOT'O ypOBHx Wy 1 CTENeHH B TeUeHHE
7 [nHEH, HeCMOTps Ha IOJHEIA KOMILIEKC

CUMIITOMaTHY€ECKOM TEpanuu

Bpemennas OTMeHa Tepanuu o
BOCCTAHOBJICHHS IIOKa3arelld JO HCXOXHEIX
JaHHBIX wm g0 <l creneHn. Bo30O6HOBHTH
IIpUEM B 03¢, CHIKEHHOHW 10 CIEHyIOUEero

YPOBHSL.

3 nim 4 crenedsn

BpemenHas OTMEHA Teparnuu 0
BOCCTAHOBJIGHMS I10Ka3aTelld OO0 MCXOMHEIX
JaHHBIX WM g0 <l cTemeHd. Bo300HOBUTE
IpHEM B J103€, CHIDKEHHOM [0 CIEeAYIOIIEro

YPOBHSL.

! — Kpome mmaped, reMaToNorMyeckoil TOKCHYHOCTH, IeNATOTOKCHYHOCTH, UHTEPCTHLATBHOM
JIEro4HOM 00JIE3HI/IIHEBMOHUTA U ABICHUH BEHO3HOM TPOMO0OIMOOIHH.
Crnexyer oOpaTuThCs K MHCTPYKIMM [0 MENUIMHCKOMY NPHMEHEHHIO MpENapara 3HIOKPHHHOMI

TEPAIKH JIIA 0Ty IeHHS] HHPOPMALIMK O KOPPEKLHH T03bl U Apyroi uHbopManuy 1o 6e30MacHOCTH.

Koppexkius 10381 npenapara 3eHAUCTUK - IIPU MPHUMEHEHHH ¢ MErMOuTOopaMu n3odbepmenta CYP3A
13
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Cuefnyer u3berars OJHOBPEMEHHOTO IPUMEHEHHS TIpeNapaTa 3eHIUCTUK 1 CHIIbHBIX MHIHUOUTOPOB
modepmenTa CYP3A (Hanpumep, BoprkoHa3oia). EciM 0MHOBPEMEHHOIO NIPUMEHEHUs IIpernapara
3erwmucTEK | ¥ CHIbHOrO MHru6uTOpa M3odepmenta CYP3A Henwbss u3Gexars, TO ¥ NalKEHTOB,
KOTOPHIM TI0Ka3aHa HauanbHas jo3a 200 Mr 2 pasa B JeHb Wik 150 Mr 2 pasa B JieHb, HEOOXOAMMO
CHM3UTB JI03y Tpenapara 3eHaucTuK g0 100 Mr 2 pasa B JieHb, WIH, B CIlyJae OHOBPEMEHHOIO
IIPUMEHEHUs C KETOKOHa30J10M, 10 50 Mr 2 pasa B feHb. Ecinu o3a 6su1a cHibkeHa A0 100 mr BBUmy
HEXeJaTeNbHBIX peakiyii, He0OXOMUMO JOIOIHUTEIBFHO CHU3UTE 103y 10 SO Mr 2 pa3a B J€Hb.
Cnenyer usberars ynorpednenus rpedndpyros unu rpeingpyroBoro coxa. IIpu oTMeHe CUIBHOTO
unruoutopa msopepmenta CYP3A (BeimepxaB BpeMs, COIIOCTABUMOE C JUIMTENHHOCTBIO 3-5
IIEPHOJIOB TOJYBEIBEIEHHs HHIUOUTOpa) 103y Npenapara 3eHIHCTHK  CIEAYET YBETMIMTh O 035l
KOTOPYIO NalMEeHT IIpHHUMAN J0 Hayana IPHMMEHEHUs CUIIBHOTO MHrubutopa usodpepmenta CYP3A
(cM. pasnen «B3aumonelicTBre ¢ IPYrUMHE JIEeKapCTBEHHBIME [pernaparaMmu» ).

Crefyer ¢ OCTOPOXHOCTHIO IPUMEHATH Ipelapar 3eHIUCTHK — OAHOBPEMEHHO CO CIa0BIMHU
(HanpuMep, PaHUTHUIMHOM) MM YMEPEHHBIMM (HampHMep, HUIPOGIOKCALMHOM) HHIHOUTOpaMH
uzopepmenta CYP3A.

Ocobuie zpynner nayuenmos

IlalueHTs! ¢ NeYeHOYHOW HETOCTATOYHOCTEIO

He tpebyeTcsa koppeKkiuu 1035l IPK NPUMEHEHUH Ipenapara y MalueHTOB ¢ HapyIeHueM (yHKIHH
NIEYECHH JIETKOM MM CpefHel cTeneHu TshxecT (knacc A unu B mo xnaccudukanmu Yaiina-ITeio).

V naunuentos ¢ HapylwleHHeM (yHKIMM meyeHH Tspkenoi crenenu (kiace C mo knaccuduxanuu
Yaiing-TTbr0) HeOGXONMMO CHUIKATE YaCTOTY IpHeMa Ipenapara 3eHIucTuK - 10 1 pasa B JeHb.
Crenyer oOparuThCs K MHCTPYKIMM IO MEIHIMHCKOMY IPHMEHEHMIO Iperapara SHIOKPHHHON
Tepanuu Ui IoNydeHus HMHGOpMalMy O KOPPEKIWMH 03Bl 3THX MPENaparoB y NALMEHTOB C
HapylleHHeM (yHBKLIUH [IeYSHH TsDKEION CTeNeH . L

—
ITaniMeHTHl ¢ IOYEYHOM HEIOCTATOYHOCTEIO

He tpeGyercs koppexuwy K0351 IpK NPUMEHEHHH Npenapara y allMeHToB ¢ HapyleHueM QyHKIHT
IIOYeK JIETKOM WIA CpegHed CTeNeHM THKeCTH (KIMpeHc KpearuHuda >30-89 wmi/Mun).

(DapMaKOKI/IHCTI/IKa abemanuknuba Y HaLMEeHTOB C ITOYEYHOH HEAOCTAaTOYHOCTHIO TSDKENIOM CTEleH:

 (xsmpenc kpearnayrHa <30 MII/MHH), TEDMUHAIBHOMN CTajHell IOYEIHOH HETOCTATOYHOCTH, @ TAKIKE

Yy IIalu€HTOB, KOTOPBIM Tpe6yeTc;1 NPOBEACHUE I'E€MOUAINA3a, HE U3YYalach.

14
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Jletu ¥ mogpoctky no 18 et

BezonacHocth 1 3 heKTHBHOCTS 3EHIMCTHK | TIPH NPYMEHEHHH y JeTell ¥ MOJPOCTKOB B BO3pAcTe
1o 18 et He yCTaHOBIEHE!, JaHHbIE OTCYTCTBYIOT.

TlanueHTH NOXKIOro BO3pacTa

He TpeGyCTCH KOppeKIIMA [JO3Bl B 3aBUCHMOCTH OT BO3pacra IandeHTa (CM. pa3nein

«PapMaKoIOrHyecKue CBOHCTBaY).

Ilo6ounoe aeiicTBue

B kombunayuu c 3n00KpunHoll mepanueii

Haunbonee pacnpocTpaHeHHBIMH HEXENAaTENbHBIMH pEaKUMsIMU SBISIOTCS Jauapes, MHOEKInH,
HEWTPONEHMs, JIEUKOIIEH!Us, aHEMMsA, yTOMILIEMOCTh, TOINHOTA, pPBOTA, alONelMs M CHIKEHHE
arnrneTuTa.

Cpenn Hanbolee YacThIX HeXeNaTeNbHEIX peakiuii 6510 oTMeYeHO MeHee 5% sABIeHui > 3 crenedu

TAXKCCTH, 3a UCKIIIOYEHHEM HCﬂTpOHCHl/Il/I, JIEHKOIIEHHUN U AJuapeu.

HexxenarenpHbie peakiiuu IPUBEACHB! B COOTBETCTBUM € KIIACCAMHM CHCTEM OPraHOB M YacTOTOM,
IpeNCTaBIeHHbBIMA B MEeIUIIMHCKOM CcI0Bape U1 HOpMaTUBHO-IpaBoBoii fesrenbHocTd (MedDRA).
HexenareneHble peaxiiiy pacrpeneieHbl M NPEeJCTaBIEHB! 10 YacTOTe PasBUTHA: OYEHb YacTo
(>1/10), gacto (ot >1/100 mo <1/10), wewacro (ot >1/1000 mo <1/100), penxo (ot >1/10000 mo
<1/1000), ouens peaxo (<1/10000), c Hem3BecTHON YacTOTOM (YacToTa HE MOXET OBITH ONpeHelieHa
Ha OCHOBaHMH MMEIOIMXCA JaHHBIX). B kaxno# rpynne HexenarenpHbIe peakiuy paclojIoXKeHEl B
HopsiKe yOBIBAHUS CTEIEHH THKECTH.

HexenarensHble PEAaKNyK, 3apPETUCTPUPOBAHHLIC B XONC KIHHHYCCKHX UCCIIeTOBaHMUH 3 ghasm IIpH

NpUMEHEHUH Tpenapara 3eHTUCTHK™ B KOMOWHAIMH ¢ HSHIOKPUHHON Tepamnuei (aHaCTDPO30JIOM,

JIETPO30JI0M, SKCEMECTAHOM, TAMOKCH(EHOM Hin d)VJIBCCTDaHTOM)I

Hngexyuonnvie u napasumapnsle 30601e6aHus: OYEHH YacTo: HHGEKIUH'.

Hapywenus co cmoponer kposu u numgpamuueckoi cucmemvi: OYEHbL YACTO - HEHUTPOIEHHS,
NEeHKOTIEHUs], aHEMHS, TPOMOOLIMTONIEHHS, CHIDKEHHE YHcia TuMQOLUTOB®; HeyacTo — (GebpusHas
HeHTponeHus’.

Hapymeuwz CO CMOPOHbL obmena eewgecme U numarHysa. O4CHb 4aCTO — CHUXKCHHUE aIlleTuTa.
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Hapywenus co cmopous HepeHoil cucmempl. OYEeHh YAcTO — TOJOBHAZ O6ONBY, muUCreB3us’,
TOJIOBOKpYKEHHE".

Hapywenus co cmoponvl opzana 3penusi; 4acTo — NOBBIIIEHHOE CIIe30TeYEHHE.

Hapywenus co cmoponst cocyd06: 4acTo — BeHO3Has TpoM603MGomus’.

Hapywenus co cmoponui ObiXamenvHot Cucmembl, Op2an08 2pyOHOt KIemKU U CPeQO0CHeHUs. 9acTo
- HHTEPCTHIMAIBHAS JIETOYHAs 60JIE3HE/THEBMOKMT .

Hapyuwienus co cmopoHb 2ceny00yHO-KUUEeYH020 mpakma: 04eHb 4acTo — JIuapesi, pBOTa, TOIIHOTA,

CTOMATHT", 4acTo — JUcIiercys’.

Hapywenus co cmopoHut Koocu u NOOKOJICHbIX MKaHetl: O4eHb 9aCTO — ANOTELMS’, 3y, CHIIIE>; YaCTO

— nopakeHKe HOTrTeH’, cyxXocTh Ko,

Hapywenua co cmoponvi KOCMHO-MbluieuHOU CucmemMbl U COCOUHUMENbHOU MKAHU: YacTo —
MEIIIeYHas cl1abocTs’.

O6wue paccmpoiicmea u Hapyuienus 6 mecme 66edeHus: 09eHb 4acTO — IUPEKCUS°, YTOMIAEMOCTb.
JId6opamoprze U uHCmpyMenmanvHvie OanHble: OYeHb YACTO — INOBBIIEHMe mokasarens AJIT?,
noBhImeHne nokasarens ACT?.

! — BrmouaroT BCe NpeATouTHTENbHEE TEPMUHBI, KOTOPHIE SBISIFOTCS YacThIO Kjacca CHCTEMEI
OpraHoB <<I/IH(1)éKuH0HH1>1e U napazuTapHele 3a00JI€BaHM.

2 — Coobmanocs yacTo B uccaenopanmsix MONARCH 2 u MONARCH 3 u oyeHs 9acTo — B
HccaeN0BaHNY monarchE.

3 _ HabmonaeMele HEXeaTeNbHEIe peaxuuu Tonsko B uccnegopanuax MONARCH 2 u MONARCH
3.

4 — HabmonaeMsle Hexearebuble peaxKuuy TONbKO B HCCIeNoBaHuy monarchE.

5 — Coobmanock yacto B HecnenoBanuy monarchE 1 04eHb 9acTo — B uccnenopanusx MONARCH 2
1 MONARCH 3.

§ - SlBnenus BeHO3HOM TPOMGOSMOONAM BKIIOUAIH: TpoM003 DIy0OKHX BeH, TPOoMOOIMOOIMIO
JIETOYHOM apTepyu, TpOMOO3 CHHYCOB TBEPOH MO3TOBOIM 060I0UKH, TPOMOO3 [TOAKIFOUMIHOM BEHEL,
TpoMO603 IOAMBIIEYHOH BEHBI, TPOMO03 MIYOOKHX BEH CHCTEMBI HIDKHEH MOJI0H BEHEI M BEH MAJIOro
Tasa.

7 - Tlpu pake MONOYHOM >Kele3s Ha PaHHUX CTagusgX HHTEpPCTULMANBHAs JieroyHas OoJe3Hb

/MTHEBMOHUT BKJIIOYAIOT BCE 3aperUCTPHPOBAHHBIC TIPEANIOYTUTEIIEHBIE TCPMHUHEI, IIPUMEHSIEMEIE
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K UHTEpPCTUIMANbHOM Jnerousoit Oone3un B CrappapruzoBanHoM 3anpoce MedDRA. Ilpu
METAacTaTUYECKOM pake MOJOYHOM  JkeNne3pl  I[PeANOYTUTENBHBIE TEPMHHBI  BKJIIOYAOT
MHTEPCTULHAIBHYIO JIETOYHYIO OOJe3Hb, ITHEBMOHHMT, OPraHU3YIOIIYIOCS ITHEBMOHHIO, ‘GHOpPO3
JIErKUX U OOTUTEpUPYIOIIHH GPOHXHUOIUT.

OnwcaHye OTAENBHBIX HEXEIaTENbHBIX peaxium

Heiimponenus

B xome uccnenoBaHMii YacTo cOOOINAnOChk O Cydasx pa3BUTHsS HeHTponeHuu. B mccienoBaHuu
monarchE coobmanoce o ciryyasx pa3BuTUs HelTponesuu y 45,8% nauuentos. V 19,1% nanueHTos,
NOyYaBIMX IIpenapar 3eHIMCTUK B KOMOWHALMM ¢ SHAOKpMHHOM Tepanmed, Habmonanockh
pasBuTHE HeHTponleHu: 3 Uiy 4 creneHu (Ha OCHOBaHMH J1abOpaTOPHBIX McClefoBanmii). Memuana
BPEMEHM JIO Pa3BUTH IEPBOIO 3MM304a HeHTponeHnu 3 uwinH 4 creneHu coctapisiia 30 gHel, npu
STOM Me[MaHa IpPONOJDKUTENILHOCTH HelTponeHun — 16 gueit. CooOmanock o pa3BUTHH
¢ebpunbHoit HediTponenun y 0,3% mnamuentoB. Hu y OIHOro mNauMeHTa He HabIOAanock
HelTponiennueckoro cerncuca. B mcenemosanngx MONARCH 2 u MONARCH 3 coobwanocs o
CIIy4asx pasBuTHA Heirporenun y 45,1% nauuentos. V 28,2% nanueHToB, MOTyYaBIIMX Mpenapar
3CHINCTMK B KOMOMHAUMH C WHTMOMTOPOM apoMaTassl WM (yJIBECTPaHTOM, HaGIIONanoch
pa3BUTHE HEHUTponeHuH 3 U 4 cTelneHM (Ha OCHOBaHMHU JabOpPAaTOPHBIX McClenoBanuil). Mennana
BPEMEHH JI0 Pa3BUTHsI [IEPBOTO 3IU30/]a HEUTPOIIeHUH 3 itk 4 cTenieHy coctasiaia ot 29 1o 33 nuel,
TIpY 3TOM MeJlaHa IIPOAOIDKUTEILHOCTH HelTponeHuy - ot 11 go 15 nreit. Coobmanock o paseuTuu
$ebpunpHoii HeliTponennn y 0,9% nauuenrtos. Helirponenuueckuit cencuc Habmonacs y <1%
TIALMEHTOB C METAcTaTMYECKUM pPakoM MOJIOYHOH xenesbl. [Ipu HelTponewuw 3 win 4 creneHu
TSDKECTH PEKOMEH/yeTCs KOPPEKLKs O3kl (cM. pa3aen «CHocod IpUMEHEHMS U JI035D»).

Huapes

Hunapes 6biia HauGonee yacTo coobmaemoil HexenarenbHoN peakune. UacTora pasBUTH AUapeH
ObUIa BEIIE B TEYEHHE [IEPBOTO MeCsILa Tepaky Iperaparom 3eHIUCTUK , TIOCIIE Yero CHIKANIACK.
B uccnenosanun monarchE Menuana BpeMeHH 10 pa3BUTHs IEPBOTO STM30/a JUAPEH 000 CTEeH:
cocTaBsula 8 jHeH, a MequMaHa NMPONOKUTENEHOCTH Juapedt — 7 OHeH (Iyis ouapeu 2 CTeleHH
TSDKECTH) | 5 iuel (1 puapen 3 crenenu TsokecTr). B uccnenosanusx MONARCH 2 u MONARCH
3 Me/iMaHa BpeMEHHU 10 Pa3sBUTHA HEPBOro SMHU30[a TUapeH JEoGON CTENeH: COCTABIIAIA IPUMEPHO

oT 6 10 8 mHeH, a MelMaHa NPONOIDKUTENLHOCTH Maper — oT 9 fo 12 mHei (ansa ouapen 2 creneHu
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TSDKECTH) M oT 6 1o 8 nHeil (Juia auapen 3 creneHy TshxecTH). KynupopaHue [uapeu JOCTUranoch ¢
IIOMOIIBIO COILYTCTBYIOIIEH Tepanuy TaKUMHU JIEKapCTBEHHBIMH IIpenapaTraMu, Kak JoIepaMul, H/uiu
NIOCPEICTBOM KOPPEKIMH H03Hl (cM. paznen «Criocob npyMeHeHHs U T03BD»).

Togviwenue akmuenocmu amunompancgepas

B uccnepoBanmu monarchE gacto coobmanock o cnydasx noseineHus mokasareneit AJIT u ACT
(12,3% u 11,8%, COOTBETCTBEHHO) Y AIIUEHTOB, IONYYaBUIXX NpenapaT SeHIMCTHK™ B KOMOUHAIIAH
C SHJIOKpMHHOW Teparveld, npu stoM nopbimenue nokaszarens AJIT mmm ACT 3 wm 4 crenenu
TSOKECTH (Ha OCHOBAHUHM J1abOpaTOpHEIX ¥McclenoBanuil) Habmopanock y 2,6% u 1,6% nanueHTos,
COOTBETCTBEHHO. VY TIAlMEHTOB C NoBhImeHueM nokasarens AJIT 3 unu 4 ctenesu Meuana BpeMeHU
JI0 pa3sBUTHsA JAHHOIO sBIEHHA cocTaBina 118 nuel, Menuana BpeMeHH: 1o ero paspemenus — 14,5
nHedl. YV namueHToB ¢ noppiienueM mokaszarens ACT 3 wnm 4 cremeHd MeouaHa BPEMEHH [0
PasBUTHs TAHHOTO ABIEHUA cocTaBnsna 90,5 nHel, Meqrana BpeMEHH JI0 ero paspemenns — 11 qHei.
B uccneposanmix MONARCH 2 u MONARCH 3 gacro coo6Imanock o CiIydyasx HOBHIUECHHUS
nokasarens AJIT u ACT (15,1% u 14,2%, cOOTBETCTBEHHO) y NAIMEHTOB, IIONYYaBIIHMX Mpenapar
3eHIHCTHK B KOMOMHALH C MHTMOUTOPOM apOMAaTa3kl M (YIBECTPAHTOM, TIPH STOM [OBHILICHHE
nokasarensa AJIT win ACT 3 uinu 4 crenesu TsDxecTH (Ha OCHOBAaHUM JaG0OPATOPHEIX MCCIIEN0BaHMI)
Habmonanock y 6,1% u 4,2% nanueHToB, COOTBETCTBEHHO. Y NAllEHTOB ¢ MOBBIIIEHAEM IT0KA3aTes
AJIT 3 wnu 4 creneHd MeinaHa BpEMEHHU JI0 Pa3BUTHUS JAHHOTIO SBIIEHMs COCTABIANA OT 57 nHel 10
61 mus, MeqyaBa BpeMEeHH 10 ero paspemtenus — 14 queil. Y nanpeHToB ¢ NOBHIIIEHHEM NOKa3aTes
ACT 3 unu 4 creneHd MeIpaHa BPEMEHH [0 Pa3BUTUA JAHHOIO SABIEHMS COCTaBIANa oT 71 IHS 1O
185 nneii, Menuana BpEMEHH JI0 €ro paspemmenus — or 13 1o 15 auei. ITpu noBEIIIEHUH TTOKA3ATEIS
AJIT nmm ACT 3 uma 4 cTelleHH TSDKECTH PEKOMEHIyeTcsl KoppeKuusa ao3sl (cM. paszen «Crocob
NPAMEHEHHS U JI03B1»).

Iosvruenue xonyenmpayuu KpeamuHuLa X
Bruto moxaszaHo, 4ro NpM NPUMEHEHWM IIperapara 3eHIMCTHK™  IIpOMCXOIUT HB{aLImeHI/Ie
KOHLICHTpalMu KpearunuHa. B uccnenosannu monarchE 65110 mokasano, 4to y 99,3% nanueHToB
TIOBHIIANACE KOHLEHTPAlMs KPeaTMHWHA B CBIBOPOTKE KpPOBH (HAa OCHOBaHMHM J1abOPATOPHEIX
VICCJIEN0BAHKH), IPH 3TOM IIOBBINICHHE KOHIEHTPAlMM KpeaTUHWHA 3 MM 4 CTeNeHHW THKeCTH
ormeyanocs y 0,5% nanuentos. Cpeay MaIieHTOB, HONYYaBIINX TONBKO SHIOKPHHHYIO Tepanuio,

TOBBIIIEHNE KOHIEHTPAlMK KPEaTUHMHA B CHIBOPOTKE KPOBH (BCE CTENEHH TSDKECTH) OBLIO
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3aperucTpupoBano y 91,0% naruentos. B uccnenosasusax MONARCH 2 u MONARCH 3 65110

T™
nokazaHo, uto y 98,3% mnanueHTOB IpH IPUMEHEHUM Iperapara 3eHIMCTHK  IIOBHIIIAETCS

'KOHLIGHTpAIUsI KpeaTHHHUHA B CBIBOPOTKE KPOBH (Ha OCHOBaHHUHM JJaOOPaTOPHBIX UCCIIENOBAHHUM), IIPH

5TOM MOBBIIIEHHE KOHILEHTpAllMhd KpeaTwHuHa 3 wiu 4 CTemeHu TKeCcTH oTMedanock y 1,9%
nanuenToB. Cpely MaleHTOB, MOMYYaBIIuX TOJBKO MOHOTEPAIMI0 WHTHOMTOPOM apoMmarasbl MM
(ynBeCTpaHTOM, HOBEIIICHHE KOHIEHTPAIMI KPpeaTHHIHA B CHIBOPOTKE KPOBH (BCE CTEIIEHU TSKECTH)
Ob110 3apeructpupoBaHo y 78,4% mnamuenToB. Beimo mokasaHo, u4To abeManukiu0 MOBHIIAET
KOHIIEHTPAIMIO KpeaTHHIHA B CHIBOPOTKE KPOBU BBULY MHIMOMPOBAHUS NIEPEHOCUUKOB TyOYIApHOM
CEeKpelyy Iodek Oe3 BIHUSHHUA Ha CKOpocTh KiybouxoBod ¢unsrpanuu (CK®), onpenensemoil mo
KIMpeHCy #orekcona. B KIMHUYECKUX MCCIEJOBAaHMAX NOBHIIEHHE KOHIIEHTPALMHM KpEaTHHUHA B
CHIBOPOTKE OTMEYAJOCh B TeUeHHe NEPBOTO MeCAla NPUMEHEHHMs Nperapara 3eHIMCTHK , H
KOHIIEHTpaIlMs KpeaTHHUHA OCTaBallach IOBHILICHHOH, HO CTabWIIBHOM B TEYEHHE BCEro IMepHoja
JIeYeHus, IPHUYEM O3TO IIOBBIMICHHE OBLIO OOpaTMMBIM IOCHe INpeKpameHus JeYeHHs H He
CONPOBOX/JIANOCh M3MEHEHWAMH B Mapkepax (yHKIMU IIOYEK, TaKUX KaK a30T MOYEBHHBHI KPOBH,
uucraryl C unu CK®, paccunTanHas Ha OCHOBaHMHM ypoBHA ucTaruna C.

B kauecmee moHomepanuu

Hawubonee pacnpocTpaHeHHEIMU HEXKEIATEIEHEIMH PEAKIMAMH 3 WK 4 CTETIEHH TKECTH, O KOTOPBIX
Co00MmAanocs B XoAe KIMHUYECKOI0 HCCIEeNOBaHMA C YacToToM >5%, ObUiu quapes, HEWTPOIICHHUS,
YTOMIIIEMOCTD M JIEUKOTICHUSI.

Crnyuau JieTanpHOro HCX0/a H3-3a HEKENaTeNbHbIX PeaKiyit, IPOM30IIE/IIHME BO BpeMS JIEYEHH UK
BO BpeMsa 30-gHEBHOrO r[epnona NOCHEAYIOIEro HaOMOAEeHUs, OBUIH 3aperHCTPHPOBAHEI
¥ 2% nanuenToB. [IprunHoii cMEePTH 3TUX NaleHTOB OBUIa HHEKIHS (2 NAUEHTa) WM THEBMOHUT
(1 mamuenT).

Hecats naupeHToB (8%) NpeKpaTHIN JIeYEeHHEe UCCIELYEeMbIM MpPENapartoM M3-3a HeXelaTelbHBIX
peaxuui (1o 1 mangeHTy mo MOBOLY KaXTOH HeXeNarelbHOM peakiyn), TakuxX Kak 60Ib B )KHBOTE,
TpoM603 aprepuid, nopermeHue ypoHs ACT, OBBIIIEH e KOHUCHTPALMH KPEAaTHHNHA B CHIBOPOTKE
KpOBH, XpOHHYECKoe 3abolleBaHHe MO4YeK, Auapess, ypenudeHue uHTeppana QT ma DKT,
YTOMJISIEMOCTE, TIepenioM Oefipa U CHIDKEHHE YUcia JTUMQOIIUTOB.

Ilpomyck mpumema npemapara 3eHNHCTHK™ [0 HpUYMHE HEXeNaTeNbHOM peakiid HaGIIoxacs

y 58% nanwentos. Haubonee dacTeiMu (>5 %) HeKeNaTeNbHBIMH PEAKIMAME, MNOBICKIIUMHU
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IPOITYCK npuema npenapara, Osunu quapes (24%), veitrponenus (16%), yromnsemocts (10%), ppora
(6%) u TomHOTa (5%).

VY 49% nauueHTOB CHM3MIM A03y Ipenapara u3-3a HeXenarenbHoi peaknuu. Haubonee yacTsiMu
HeXeNaTeIbHbIMH peaKklusIMHY, BIEKyIUMHK CHUXEHME N03bl, Obimu quapes (20%), HeHTponeHms

(11%) u yromnsgemocts (9%).

Haubonee pacrnpocTpaHeHHBHIMH HeXeNaTeNbHBIMH peakIisaMH, O KOTOPHIX COOOIANochk B XOJe
KIMHHYECKOTO UCCIEeOBAaHUS ¢ YacToTo! >20%, OBLIH Tuapes, yTOMISIEMOCTh, TOIHOTA, CHH)KEHHE
anneruTa, 0OIb B JKMBOTE, HEMTpomeHWs, pBOTa, HHQPEKIMH, aHeMus, IOJOBHAs OOIb ¥
TPOMOOIUTOTICHHUS.

Haubonee 4acTBEIMH HeXeNaTeJbHBIMH DEaKIUsSMH, O KOTOPHIX CO00INAagochk B HCCIIEHOBAHMU
MONARCH 1 ¢ gactotoit >10% Opuiu:

HAPYUEHUsL CO CMOPOHbL JHCENYOOYHO-KUMWEHYHO20 MPAKmMA: JAapes, TOIHOTa, 607Ib B XKHBOTE, PBOTA,

3aI10p, CYyXOCTh BO PTY, CTOMATHUT;

uHpexyuoHHvIe U nApasumapHsle 3a6onesanus: MHPEKIKH;

00uue paccmpoicmea u HAPYUWEHUS. 6 Mecme 66e0eHUs: YTOMIISIEMOCT', TMPEKCHS;
! — Brmouaer acTeHHIO, yTOMIISEMOCTS;

HAPYWIeHUsL CO CMOPOHbL KPOSU U TUMPAMUYEcKol cucmemvl: HEUTPONICHNS, aHEMUS, CHIDKCHHE

yucna TMMEQOLUTOB, TPOMOOIUTOIEHYS, ICUKOIICHH;

HAPYUWeHUs Co CIMopoHblL 00MeHa 6eujecme 1 NUMAHUA: CHIDKCHHUE alllIeTHTa, 00€3B0OXUBaHME;
HAPYUIEHUSL CO CIMOPOHYL DbIXAMENBHOT CUCEMbL, OP2AHOE 2DYOHOT KNEMKY U CPeOOCHEHUs: KaIIEh;
HAPYULeHUs. CO COPOHbL KOCIHO-MbLIUEYHOU CUCIEMbL U COCOUHUMENbHOT MKAH: apTPaITHs;
HAPYULEHUA CO CIMOPOHbL HEPEBHOU CUCTEMbL: FOOBHa 0011b, JUCTeB3Hs, FOJIOBOKPYKEHHE;
HAPYUIEHUS CO CIMOPOHbL KOJICU U NOOKOJICHBIX MKAHel: allOTIeIVis;

nabopamopnble U UHCMPYMeHmanbHble OGHHble: TOBBILICHHE KOHIEHTPAlMH KPEaTHHWHA B

CBIBOPOTKE KPOBH, CHIDKCHHE MACCHl Telna, NOBhIEeHHE Noka3arens AJIT, moBHINeHHe IoKa3arels
ACT.

OnucaHue OTIENBEHEIX HEXKENATSIbHBIX peakimit
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Iogviuenue KOHYeHMPAyuy KpeamuHuHa

Bruio nokazaHo, 4To NpY MPUMEHEHNH abeManuKiinba MOBBINAeTCs KOHIEHTPAIs KPeaTHHIHA B
CBHIBOPOTKE KPOBH, YTO CBS3aHO C MHIHMOMPOBAHMEM IIEPEHOCYUKOB TYOYIISIPHON CEKpeLHH IT0YeK
0e3 HapymeHUs [IOMepyNApHOH (QyHKIMU. B KIMHAYECKHUX HCCIEOBAHUSAX IIOBBIIEHHE
KOHUEHTpallMi KpeaTHMHUHA B CHIBOPOTKE (cpenHee yBenuueHue Ha 0,2-0,3 Mr/mn) oTMeyanoch B
TeUeHHe IIePBOro 28-JHEBHOIO LMKJIA NPUMEHEHHs MpENapara 3eHIUCTHK , ¥ KOHIEHTPALHs
KpeaTHHMHA 0CTaBajIach IIOBBIIEHHOM, HO CTAOMIBHON B TEUEHHE BCETO MIEPHO/IA ICYSHUS, IIPHIEM
5TO MOBBIUEHUE 6BUIO OOPAaTUMBIM HOCIE NPEKpaIeHus edeHus. s onpeneneHus HapyIeHust
(GyHKIMM IOYEK MOTYT MCIIOJNB30BATHCS alBTEpPHATHBHBIE MapKepbl, TakWe Kak a30T MOYEBHHEI

xposy, myctarus C uimu paccuntanHass CK®, xoTopsle He OCHOBaHEI Ha KpeaTHHUHE.

HOCTDCI‘I/ICTDaI_II/IOHHHﬁ OIIBIT IPUMCHCHUS

Hapywenus co cmoponvt OvixamenvHoll cucmemsl, 0OpeaHog8 2pyoHOU KIemKU U CpedOCmeHUs.:

UHTEpCTULIMANIBHAS JIerounas 60J1e3Hb/MTHEBMOHUT (¢ yacToToit >1,0% - <10%).

Iepeno3upoBka
™
AHTHROTH Tpenapara 3eHIMCTUK HE W3BECTHHL B ciyyae mepemo3vpoBKU ClEAyeT MPOBOIUTH

001y 0 CUMIITOMATHYECKYIO TEPAITHIO.

B3aumopeiicTBre ¢ APYTHMH JIEKAPCTBEHHLIMH IPeNapaTamMu

Bnusanue opyzux 1eKapCcmMEeHHbIX NPENAPAMOE HA PAPMAKOKUHEMUKY 3eHIUCIUK

3eHIIUCTHK  [IOJBEPraeTcs MeTabomusMy IPenMyIIECTBEHHO ¢ IOMOIEI0 n3odepmenta CYP3A4.
Huzubumopuer usogpepmenma CYP3A44

ITpu onHOBpeMEHHOM IPMMEHEHUH HHIrUO6UTOpOB H3othepmenta CYP3A4 u npenapara 3eHIMCTHK
OTMEYAJIOCh YBEIMYCHHE KOHUEHTpaluy abeManyuknuba B miasMe KpoBd. Y IANUEHTOB ¢ MECTHO-
PacnpOCTPaHEHHbIM W/UIM METaCTATHYECKMM DPAaKoM OIHOBPEMEHHOE NPUMEHEHHME MHIHOUTOpa
nzopepmenta CYP3A4 KiapuTpOMHIIMHA YBEITMYHABAIIO SKCIIO3UIMIO a6eMaIUKIH0a B IIa3Me KPOBH
B 3,4 pasa M COYETaHHYIO CBOGOMHYIO SKCTIO3UIHIO a0eMAlMKINGa U €ro aKTUBHBIX METabOoIHTOB ¢
IIOTIPABKOM Ha aKTUBHOCTb B IlIa3Me KPOBH B 2,5 pasa.

Crenyer usGerarb OHOBPEMEHHOTO HpHeMa CHIBHBIX HHIuOUTOpoB M30depmenta CYP3A4 u

™
3enmucruk . Eca comyTeTByromas Tepamus uHruGuTopamu m3odepmerta CYP3A4 neoGxonuma,
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ClelyeT YMEHBIIUTH 103y Tpenapara 3emIMcTHK  (cM. pasuen «Crioco® NpHEMEHEHHS U H03E) U
Jajnee TIIATENBHO IIPOBOJMTE MOHHMTOPHHI TOKCHYHOCTH.. [IpuMepbl CHIBHBIX HHIHOMTOPOB
mopepmenta CYP3A4 BKIIOYAIOT, HO HEe OTPAaHHYMUBAIOTCHA CIEAYIOLMMHE: KIAPUTPOMHUIIMH,
UTPaKOHAa30J, KETOKOHA30J1, JIOITMHABUP/PUTOHABHD, I03aKOHA30]1 ¥ BOpuKoHa3ox. Cienyer usberars
yIoTpedneHus rpeindpyToB Wi rpeindpyToBoro coxa.

Koppexkups no3bt He TpeGyeTcs y NaUMEHTOB, ONYyJalOMKUX TEPANUI0 yMEPEHHEIMHI WX ClabbIMH
unrubutopamu usodepmentamu CYP3A4. Opnako cienyeT NPOBOAUTE MOHHUTOPUHI INMPHU3HAKOB
TOKCHYHOCTH.

Hnoyxmopuer usogpepmenma CYP3A44

OnsoBpeMeHHOE TNpUMEHEHHE CHIbHOro MHAykropa usodepmenta CYP3A4 pudammuiuna u
npenapara 3eHIMCTHK  IPUBOKIIO K CHUYKEHHUIO KOHIIEHTpaIiK abeMatuKinba B miiasMe KpORH Ha
95% u cBobozmHOM KOHUEHTpauuKu abeMalKIMba U ero akTHBHBIX MeTabONUTOB C IONPaBKOM Ha
aKTUBHOCTh B IIasMe KpoBu Ha 77% Ha ocHoBaHuu mokazarens AUCo... Cnenyer uzberars
OIHOBPEMEHHOTO NPMMEHEHHUs [penapara 3eHIUCTHK ¢ CHJIBHBIMH MHIYKTOpaMH H30depMeHTa
CYP3A4 (Bxmiouast, HO HE OrPaHUYMBAACH, CIEAYIOINIMU: KapOamasenuH, QeHUTONH, prudaMIUIUH
¥ 3Bepo0oii) BBUTY pHCKa CHIDKEHUA 5P HeKTUBHOCTH abeMaluKIuoa.

Bnusnue 3ennucmux™ na gpapmaxokunemuxy opyzux 1eKapcmeeHHbIX nPenapanios
Jlexapcmeennvie npenapamui, Aensowuecs cybcmpamamu 6eIKo6-nepeHoCYUK08

AbGeMalnyKiMG ¥ €ro OCHOBHBIE AaKTHBHBIE METa0ONUTHl HHIHOUPYIOT —OelKH-IIEPEHOCYHKH
opranpueckux kartuoHoB 2 (OCT2), Haxomsfmuxcs NPEeUMYIIECTBEHHO B II0YKaX, M OeJIKHU-
NICPEHOCUMKH, BEIBOAAIIKE JiekapcTBa U TOKCHHB! 1 u 2-K (MATE1 u MATE2-K). In vivo MoxeT
NPOUCXOJMTH B3auMozIekcTBre abeMauMkinba ¥ KIMHAYECKH 3HAYUMBIX CYOCTpAaToB OTHX.
[IEPEHOCYMKOB, TaKMX Kak MOQETHIME MIM KpEaTHHHH. B  KIMHHYECKOM MCCIENOBaHHU
JNIEKapCTBEHHOTO B3auMofelcTBus ¢ MerdopMmuHoM (cyberparom OCT2, MATEI u 2) ero
OTHOBPEMEHHEIH NpueM ¢ abemanukmuboM B 1o3e 400 Mr mpHBOAMI K HEGOIBIIOMY KIMHUYECKH
He3HaYUMOMY yBelMYeHHIO (37%) 3Kcno3uuuy MeThopMKHa B IUIa3Me KpOBH. BEUIO MOKa3aHo, YTo
3TO 6BLIO BEI3BAHO yMEHBIEHHEM IIOYEYHOM CEKPELy IPH HEN3MEHHOR KITy60UKOBOM (HITBTpaIHy.
Y 310pOBEIX JOGPOBOJBIER ONHOBPEMEHHOE NpHUMEHeHHe abemamuiuuba M cyberpara P-
IMKonpoTerHa (P-gp) JonepaMuia IPUBOIMIO K YBEIUYEHHIO SKCIIO3UIMH JIONEPAMKIA B IIIa3Me

KpoBH Ha 9% Ha ocHoBanuH nokasarelsi AUCow i Ha 35% Ha ocHOBaHMM Hoka3aTens Cmax. JaHHOE
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YBEIMYEHHE HE CYUTAJIOCH KIMHUYECKH 3Ha4uMbIM. OJHaKO, OCHOBBIBAsSCh Ha MHIMOMPOBAHUH in
vitro P-gp u 6eska pe3uCTeHTHOCTH paka MosouHo# xene3sl (BCRP) B npucyTcTBIM abeMauykiInba,
BO3MOXKHEI B3aUMOZIEHCTBHA in vivo abeMalukanba ¢ cydcTparaMu JaHHBIX HEPEHOCUMKOB C Y3KHM -
TEpaneBTMYECKUM HHIEKCOM, TAKMMH KaK JUIOKCHH MM JaburarpaHa STeKCHIaT. |

B xone xIMHMYECKUX UCCIENOBaHUM C ydacTHeM IAllUEHTOB C PAKOM MOJIOYHOM JKelne3wl He OBUIo
BEUSIBIICHO KIMHMYECKH 3HAYMMOTO BIMAHMsS TIpENapara 3eHIMCTHK — Ha (DapMaKOKMHETHKY
aHacTpo3071a, QyIBECTPaHTa, YKCEMECTaHa, JIETPO30iIa UK TaMOKcUdeHa.

Ha jaHHBIA MOMEHT HEU3BECTHO, CIIOCOOEH JIM TPENapar 3eHIHMCTHK  CHMXKATh 5pQEKTHBHOCTS

TFOPMOHAJIBHBIX KOHTPaUCIITUBOB CHCTCMHOI'O JeHCTBUA.

Ocobrle yKasaHuﬂ‘

Heiimponenus

Co061a110¢h 0 CIlyYasx pa3sBUTHSA HEWTPONEHHH Y AMEHTOB, OTYYABIINX IPENApaT SeHIUCTHK .
Ipu BeliTponienuy 3 UK 4 CTENIEHU TSHKECTH PEKOMEHAYeTCs KoppeKuus K036l (cM. pasnen «Criocob
NPHUMEHEHHS U 103B1»). Coo0IIaNocs O CiTyyasx HEUTPOIEHNYECKOTO CETICHCa C IETaIbHBIM HCX0I0M
y <1% nauueHTOB € MeTacTaTMYECKMM pakoM MONOYHOU kenessl. [lanmeHram criepyer
He3aMeJJIUTeNIBHO coo0mars 000 BeeX Cllydasx JUXOPaiKH JieyalleMy Bpayy.
Hugpexyuu/napazumapuvie 3abonesanus

Yacrora cOOGIIEHMH O pasBUTHH UH(EKLMH y NAIMEHTOB, NOTYYaBIIEX MPENapaT 3eHIUCTUK B
KOMOMHAIlMK C SHIOKPMHHOM Tepamnueil, Oblla BEIIE [0 CPABHEHWIO C TPYINION, MONyYaBIneH
SHIOKPHMHHYIO Tepanuio. CoobIanock 0 cioydyasx pa3BUTHS MHQEKIMH JIETKHX Y TAlUeHToB 0e3
comyTcTByrOImel Helirponenun. CoobInanocs o ciaydasx JeTanpHoro ucxoua y <1% manueHToB c
METACTaTHYECKUM PAKOM MOJIOUHOH xene3bl. Heobxonumo cieuthb 3 NpH3HAaKaMU ¥ CUMIITOMaMHU
pasBUTHA MHGOEKIUM H, B CIyyac HEOOXOMUMOCTH, IIPOBECTU COOTBETCTBYIONIYIO TEPAIHIO, CIELYS
CYLIECTBYIOLIYM CTaHAapTaM JIEYEHMUS.

Benosnas mpom6osmbonus

SlBieHMA BEHO3HOM TpoMOO03MOONIMM HAaOMOJANMCh Yy NAlMeHTOB, IMOJYYaBIIMX I[PENapar
3eHNUCTHK B KOMOMHALMHM C SHIOKPHWHHOI Teparueif. Heo6XOZMMO CIIEIMTH 3a NPH3HAKAMH M
CHMITOMAMH Pa3sBUTHS TpoMOO03a IIyOOKHX BeH U TPOMOO3MOOIMY JIETOYHON apTepUu U, B Cllydyae

HCO6XO,III/IMOCTI/I, NPOBECTH COOTBCTCTBYIOIIYIO TEPAIUIO, CIEAYs CYIIECTBYIOIIMM CTaBIapTaMm
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nedeHHs. B 3aBHCHMOCTH OT CTENEHM TSOKECTH SBISHHN BEHO3HON TpoMO03MOONMHM MOXET
NOTPeOOBaThCS KOPPEKIMsA O3Bl Npenapara 3eHIUcTHK™ (cM. pasznen «CrnocoOkl IpUMEHEHHs U
IO3BI»).

Apmepuanvuan mpombosmbonus

[ToTeHnMaNbHBIN TOBBIIEHHEINA PUCK CEPhE3HBIX apTEPHATILHEIX TPOMO0IMOOIUUECKUX OCIOXKHEHUH
(ATO), BrirOYas MIIEMUYECKU MHCYNBT U WHGAPKT MUOKapaa, Habmopalcs B HCCIEJOBAHUIX
KOMOMHaIMHK abeMaluKInba ¢ SHIOKPUHHOM Tepanuel B Ie4eHNH METaCTaTHIeCKOTo paKa MOJIOYHOR
xene3pl, Clefyer Y4uTHIBaTh PEeMMYIIeCcTBa ¥ PUCKM MPOJOIDKEHHS JieyeHUs abeMalukinooM y
mmaumenToB ¢ ATO TsxeNnoi cTerneqy.

Iosvruenue noxazamens amunompancpepas

Coobmanocs o cinydasx nossinenus noxasaresi AJIT u ACT y nauuesTos, ojny4aBuiux npenapar
3eHucTHK . B 3aBHCHMOCTH OT cTemeHM NoBmmeHHs mnokasarens AJIT ummu ACT moxer
noTpeboBaThCs KOppeKLys 103k (cM. pasznen «CiocoObl IpUMEHEHHS U JO3bD»).

Huapes

Huapest sBIseTCs caMOM paclpOCTpaHeHHON HexenarenbHoi peakuued. B xome uccrnenoBaHuii
MeJiaHa BpEMEHU JI0 pa3BUTHS IEPBOro 3MH30[a JUaped cocTapisiia oT 6 no 8 mHel, a Menuana
IPONOJDKUATENBHOCTY Anapen — oT 6 mo 11 muedt (g quapeun 2 cTeneHd TSHKECTH) U OoT S 1o 8 nueit
(ura nraped 3 CTENeHH TSHKECTH). DMU3046l AUaped MOTYT OBITh CBA3aHBI ¢ Jeruaparaiyeit. Ilpu
IIEPBLIX NIPU3HAKaX XKUIKOTO CTyJa CliefyeT HauaTh IpHeM NPOTHBOJAHAPEHHBIX MpenapaToB, TaKuX
KaK JIoliepaMul, yBEINYUTh NIOTPEOIEHHUE XUIKOCTH U COOOIMUTE 0 npoblieMe Jedarniemy Bpady. [Ipu
PasBUTHH JMaped >2 CTENEHH THKECTH PEKOMEHAyeTcsl Koppekuus 1036l (cM. pasgen «Crocobsr
NpUMEHEHHUS 1 HO3BI»).

Humepcmuyuanvuas nezounas bonesnv/nHeeMonum

Coob1anock o ciydasx pa3BUTHs MHTEPCTHIHAILHON JIETOYHON G0Je3HH/ IIHEBMOHUTA ¥ ITALMEHTOB,
NONYYaBIIMX Npenapar 3eHIucTUK . HeoOXOMUMO CIeIUTh 33 CHMITOMAMH HMHTEpPCTHIMAIBHOMN
JIErOYHOH GOJIE3HK/TIHEBMOHUTA €O CTOPOHB! JIETKHX H, B CIy4ae HEOOXOIMMOCTH, IIPOBECTH
COOTBETCTBYIOILYIO TEPANMIO, CIIEIys CYLIECTBYIOIMM CTAHIApTaM liedeHHs. B 3aBucMMOCTH OT
CTENICHH TSHKECTH MHTEPCTHIHANBHON JIeroyHoH O0JIe3HW/TTHEBMOHUTa MOXET IOTpe6OBaThCA
KOppeKIHus 10351 (cM. pazfen «CrnocoObl pUMEHEeHHS U H0361»). IIpy pa3BUTHKM HHTEPCTULHANBHOM

JIErOYHOM 00NE3HN/ITHEBMOHUTA 3 WM 4 CTENIEHH TEPAIHIO CIIEAYET OTMEHHTb.
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Oonosepemennwiii npuem undykmopog uzogepmenma CYP3A44

Cremyer uzberars 0HOBpEMEHHOr0 NIpueMa UHAYKTopoB m3odepmenta CYP3A4 no npuyube pucka
cHmkeHus SPdexruBHocTH abemammiumba (oM. pasmen  «B3amMONEHCTBHE C  IPYTUMHE
JIEKapCTBEHHBIMHU IpeTiapaTaMu»).

Bucyepanvnwvrii kpus

Januble 06 30 GeKTHBHOCTH M 6e30IaCHOCTH Ipelapara 3eHIMCTHK Yy HAlUeHTOB, HMEOIUX
BUCLIEPAJILHEIN KPH3, OTCYTCTBYIOT.

Jlaxmo3sa

He cnenyer npuHuMars JaHHBIH NpenaparT DalMeHTaM, HUMEIOIIMM peIKue HACIEACTBEHHBIE
COCTOSIHHSL HENEPEHOCHMOCTH TallaKTO3Bl, abCONIOTHOro JAeduuMTa JNakTa3hl WIM IIOKO3HO-
rajlakTo3HOH ManpabcopOLuH.

Hampuii

Kaxnas TaGnerka npemapara 3eHJMCTHK — COMEPKHT MeHee 1 MMone Hatpusi (23 Mr), Te.

TIPAKTUYECKN HE CONCPKUT HATPHA.

Biastaue Ha cmoco0HOCTH yNpaBiSTE TPAHCHOPTHHIMH CPEXCTBAMH H  paGoTath ¢
MeXaHA3MaMH

Hccrnenosanys 0o BIMAHMIO Nperapara Ha CIIOCOOHOCTD YIPABIIATh TPAHCIIOPTHEIMYA CPENCTBAMH U
paboTark ¢ MeXaHH3MaMHM He NPOBOAMIKCE. OJHAKO NAlMEHTaM, Y KOTOPHIX IIPH IpHeMe Ipenapara
BO3HHKAIOT HEXeJIaTeNIbHEIE SBIEHHS CO CTOPOHBl HEPBHOM CHCTEMEI, ClIIEIyeT IpOSBIATH

OCTOPOXXHOCTH IIPH YIIPABJIEHUN aBTOTPAHCIIOPTHBIMH CPEACTBAMHU U pa60Te C MCXaHU3MaMHu.

®Popma BeIIyCKa

TabneTky, MOKPEITHE MIEHOYHOM 060IOYKOIA.

Hs JIeKapCTBeHHoro Ipenapara, yIakoBaHHOIo Ha 1uiomagke Onu Jlvumm s Kommanu, CIIA :

14 Ta6JIeTOK B 6uctep u3 [IBX/IID/MIXTOD u amomuaueBoit Gonbsru, HOKpHITON TepMonakoM. 1o
1 Gmucrepy B obmoxky kaproHHyro. IJo 1 06NOXKe KapTOHHOHW BMeCTe C MHCTPyKLHeH 0
MEQUIMHCKOMY IIPUMEHEHHUIO B YIIAKOBKY KAPTOHHYIO.

Jlnd nekapcTBEHHOro Ipemapara, ynakoBadHoro Ha momazake Jlwum C.A., Ucnanus wmn OAQ

«®apmcrangapr-Y dpaBUTA», Poccus:
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14 Tabnerox B 6iuctep u3 [IBX/IID/IIXTOD u amoMuaneBoit Goabru, NOKpHTOR TepMonakoM. ITo

1 wiu 4 6rucTepa BMECTe ¢ HHCTPYKLMEH 0 MEAUIIMHCKOMY IIPMMEHEHHUIO B [IAUKy KapTOHHYIO.

XpaHeHue
XpaHuTh NIpH TeMmueparype He Boime 30°C.

XpaHUTh B MECTaX, HEOCTYITHBIX ISl JETEH.

Cpoxk rogHocTH
36 MecsLEeB.

He IIPUMEHATH 110 UCTECUCHHUH CPOKa 'OOAHOCTH, YKa3aHHOI'O Ha YIIaKOBKE.

YcnoBus ormycka

OTIycKkaroT Mo penenTy.
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IIpousBoguTenn

IIpouszeoocmeo 2omogoii nexapcmeenHow (opmot:

JIvnnu nens Kapube, Unk.

12,6 xm 65 Undanrtpu Poyn, Kaponuna, [Tyspro-Puko

Ilepsuynas ynakoexa:

Onu JIunnu sua Komnanu, CILIA

Kopnoparususiii Llentp Jlnnnm, Unauananonuc, Muauana, 46285, CILIA

WITH

Jlunmu C.A., Ucnanus

Asna nie na Unnycrpua, 30, 28108 Ankobennac, Maapu, Mcnanus
Bmopuunas/nompebumenvckas ynakoeka u vinyckalowuti KOHMpOIb Ka4ecmea:
Omu Jlunnu sua Komnanu, CIIA

Kopnoparusueiit Lentp Jlnum, Unauananonuc, Unauana, 46285, CILIA

W

Jlunnu C.A., Ucnanus

Aspa e na Uunycrpua, 30, 28108 Ankobenaac, Maapun, Mcnanus

W

OtkpsiToe akiHoHepHoe 0b1mecTBo “@apmcranaapT-Y GUMCKHMI BATAMUHHBIN 3aBOJ”
(OAO «®apmcranpapr-YpaBUTA»), Poccus,

Pecny6nuka bamkoprocran, . Yoa, yn. Xynaitbepauua, 1. 28

Opranusanusi, NPUHAMAIOIIAS TIPETEH3UH NOTpeduTeIeH:
000 «Csukc Xanckea»

105064, Mockaa, yi. 3emisiHOM Bai, 10M 9

Tenedon: +7 495229 06 61

Ajipec a11. mouThl: russia.info@swixxbiopharma.com

Crapmuii cienMaiucT 1Mo perucTpayuu

000 «CBukc Xanckeay A.B. CaBunoBa
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