COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 30.07.2024 N= 15655

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA

Hunotuau6, 200 Mr, KamncyJisl.

2. KAUECTBEHHBIN 1 KOJJMYECTBEHHBINA COCTAB

JleiicTBytolIee BEMIECTBO: HIIOTHHHO.

Kaxxnas kancyna comepxut 200 Mr HUJIOTHHHOA.

BcrnomorarenbHble BeleCcTBa, HATMYKE KOTOPHIX HAJ0 YYUTHIBATh B COCTABE JICKAPCTBEHHOTO
npenapara: jlakrosa (cM. pasuen 4.4).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kamncysr.
benbie Henpo3paunsie TBepbie xenaTuHoBbIe Karcysbl Ne 00. ComepumMoe Karcyit: MOpOoIIoK

KOPHUYHECBO-KCJITOI'O I[BCTA.

4. KIMHUYECKUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

[Tpenapat HunotuHuO nMoka3aH K IPUMEHEHUIO TOJIBKO Y B3pOCIBIX MO MOKa3aHHIM:

. [TonoxutenbHbIN 10 GuIaneIbPUICKON XpOMOCOME XPOHUYECKHIH MHUETOUIHBIN JIeHKO03
(Ph* XMJI) B xponuyeckoil (ase u (ase akcenepalud Yy B3pOCIBIX MAlMEHTOB MPH
HEMEepeHOCUMOCTH WJIM PE3UCTEHTHOCTH K MPEIIECTBYIOIICH Tepanuu, BKIOYas UMaTHHHUO, C
BO3MOXXHOCTBIO OTMEHBI Tepaliuu MpHU CTa0MIBHOM Ti1yOokoM MonekynsipHoMm otBeTe (MO) Ha
dboHEe Tepanuy HIWIOTHHUOOM Ha TPOTSHKEHUU 3 JIET MOCTE CMEHBI JICUEHUS MMAaTUHMOOM Ha

HWIOTHHUO.

4.2. Peskum 103MPOBaHNS M CI0CO0 MPUMeEHEHHUs!
Tepanmo JOJDKEH MPOBOAWTH Bpay, I/IMeIOHlI/Iﬁ OIIBIT B AMArHOCTUKE M JICHCHUU ITAIIUCHTOB C

XMJL

Pexxum go3upoBaHus

B cnyuae mpomycka odepeaHON 103bl HE ClIeAyeT NPUHMMATH IpernapaTr IONOJHUTENBHO,
CJIEAYIONIYIO 103y IPUHUMAIOT B HA3HAYEHHOE BpEMs.
Ilepen Havanowm, yepe3 7 qHEN MOCIIEe HaYalla U B IPOLIECCE JICUEHHUSI ITPENapaToM peKOMEHTYETCs

nposoauth DKI -nccnenosanue.
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(CMEPTHOMY OTUETY

TUIIOMarHUEMUM W TUIIOKaIMEMHMHM. B mporecce jedeHuss peKOMEHJOBAHO KOHTPOJIHPOBATH
CoJIepKaHNe KaJIMsl M MarHus B CHIBOPOTKE KPOBU, OCOOCHHO Y MALMEHTOB C PUCKOM pPa3BUTHUS
METa0O0JIMYECKUX HapyILEeHHUH.

Ha ¢oHe mnpuMmeHeHUs HWIOTHMHHMOA OTMEUYaJOCh YBEJIWYEHHE KOHLEHTpalMU OOLIero
XOJIECTEPHUHA B CHIBOPOTKE KPOBU. PEKOMEHI0BaHO OIpeNeNATh JUMUIHBIN MPOdUIb 10 Hadaia
TEpanuy HWIOTHHUOOM, a TaKoke uepe3 3 U 6 MecsleB Mocie Havalla JIeYeHus © MUHUMYM | pa3 B
rOJl IIPY JUINTEIbHOM IPUMEHEHUU.

Ha ¢one npuMeHeHus HUIOTHHMOA OTMEYAIOCh YBEIMUYEHUE KOHIIEHTPALMHU TTIIOKO3bI B IJIa3Me
kpoBH. ClielyeT OLlEeHUBaTh KOHIIEHTPALUIO TII0KO3bI B IIJIJa3M€ KPOBU J10 Havaja JE€YEeHUs, U IpU
HE00XOIMMOCTH BO BpPEMs JI€UEHUSI HUIOTUHHUOOM.

Benencreue pucka pa3BUTHS CHHIPOMA JIM3MCA OIYXOJHM Iepes NPUMEHEHHMEM IIpernapara
cileflyeT Mpu HEOOXOAUMOCTH CKOPPEKTUPOBATh KIMHUYECKH BBIPAKEHHYIO AETHIpATALUI0 U
MOBBILICHHYIO KOHIEHTPALUI0 MOUYEBON KUCIOTHI.

CrieiyeT poOBOAKMTL PYTHHHBIM KOHTPO/IbL OTBETA Ha Tepanuio y nanuentos ¢ Ph™ XMIJI, kak Bo
BpeMs NPUMEHEHUs Ipenapara, TaKk M B CIydyae W3MEHEHUS TEpalluu, C LENbI0 BBIABICHUS
CyOONTHMAJIBHOIO OTBETa Ha JIEYEHHE, IOTEPH OTBETa, HEJIOCTAaTOYHOM IPHBEPKEHHOCTH
NalUeHTa K JICYEHUIO (KOMIUIAEHTHOCTH) WJIM BO3MOYKHOT'O JIEKAPCTBEHHOI'O B3aUMOJICHCTBUS.
Koppekuuto Tepanuu ciaenyer NpoBOJUTh, OCHOBBIBAsICh HA pPe3yJIbTaTaX MOHUTOPHUHTA.

Jlna neuenus Ph™ XMJI ¢ xponuueckou aze u ¢haze axcenepayuu y 63pocivlx nayuenmos npu
HenepeHoOCUMOCmU Ul Pe3UCMEeHMHOCMU K npeoulecmayioujell mepanuu, Kuouas UMamuHuo
Pexomennyemas nosa npenapara Hunotunu6 cocrasisier 400 Mr 2 pa3a B cyTku (Kaxabie 12 ).
JledeHnue npenaparoM NpoBOJAT J0 TEX MOP, OKa COXPaHAETCs KIMHUYECKUN AP PeKT.
Koppexyus pescuma oosuposanus npu pazeumuu cepbe3nvix Hedcenamenvhvix asnenuti (HA) co
CMOPOHBL CUCIEMbL KPOBEMBOPEHUsL (MPOMOOYUMONEeHUs, HelimpPOneHUs MANXCEN0U CmeneH,)
[Ipy BO3HMKHOBEHUM HEUTPONMEHUH U TPOMOOIMTONEHUH, HE CBSI3aHHBIX C OCHOBHBIM
3a0osieBaHneM, TpeOyeTcsi BpeMeHHass OTMEHa Ipenapara Wi YMEHbBIIEHHWE €ro J03bl, B
3aBUCUMOCTH OT CTETNIEHH BbIpakeHHOCTH 3THX HIL.

Ta@zuua 1. KoppeKum{ AO3bI IMpfrapata B CJIyda€ BO3HUKHOBCHUS HeﬁTpOHCHHH )51

TPOMOOIIUTONIEHUHT
Ph* XMUJI npu | CHuUxeHue 1. Ormena npemapata Hunotuau® u
PE3UCTEHTHOCTH WJIH | abCONFOTHOTO qrcia | TPOBEICHHE PETyIspHBIX
HETNEepEeHOCUMOCTH Heitrpoduinos < 1x10%1 | KIMHMYECKHX aHATH30B KPOBHL.
MPE/IIEeCTBYIOLICH u/unu yuciaa | 2. Bo3oOHoBieHHe B TeueHue 2-x
Tepanuu B TPOMOOIIMUTOB Hesenb JeUCHHUS npenapaToMm
XpOHHUYECKOH (haze < 50x10%n Hunotunu6 B 103€, mpuMeHsBIIeHcs
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— 400 mr 2 pasa B 10 Hipephisatiits Teparmir - ccin
CYTKH a0COIFOTHOE YHUCJIO HEHUTpOo(UIIOB

> 1x10%71 u/umy uncio TpoMOOIUTOB
> 50%10%/7.

3. Ilpu coxpaHeHUH UUTOIECHUU
MOXKET HOTPeOOBaThCS YMEHBIICHHE
no3pl  mpernapata HwinotuHu® 1o
400 mr 1 pa3 B CyTKH.

CHuxenue 1. Ormena npenapara Hunmotunu® u
a0COJIFOTHOTO YHuclia | MPOBEICHUE PETYISPHBIX
HEHUTpo(hUIOB KIIMHUYECKUX aHAIIM30B KPOBHU.

< 0,5x10%n n/umn | 2. Bo3oOHOBiaeHHE B TedyeHHe 2-X
qypciia TPOMOOLIUTOB | HECINb JICUEeHUS npenapaToM
< 10x10%n HunotuHu6 B 103€, MpUMEHSBIICHCS

J0 TIpEepbIBAaHUS TEpaluH, CCIH
aOCOJIIOTHOE YHCII0O  HEHUTpPO(HUIOB
> 1x10%mn n/unm 9ucio TpoMOOIIUTOB
> 20%10%m.

3. Ilpu coxpaHeHHMH LHUTOIECHUU
MOKET MOTPeOOBATHCS YMEHBIICHHE
no3bl  mpenapara HwiotTuHHO 110
400 mr 1 pa3 B CyTKH.

Koppexyus  pexcuma  O0o3uposanusi npu  passumuu  CepbesHvIX — He2eMamoni02UUecKux
HedceNamenbHbIX A6JIeHU

IIpn pa3BUTHM YMEPEHHO BBIPAXKEHHBIX MJIM TSKEIBIX Heremarosiorudeckux HS, cBsa3aHHBIX ¢
pHUeMOM NpenapaTa, Tepanuro npemnaparom Huinotuaub cienyer npepparts.

[Tocne paspemenus HS neuenne mpenapatoM MokeT ObITh BO300HOBIIEHO B 03¢ 400 mr 1 pa3 B
cytku. [Ipyn He06X0AMMOCTH BO3MOXHO MOBBILIEHHE 03Bl MTpenapaTa 10 400 mr 2 pasza B CyTKH.

[Tpu yBennueHNN aKTUBHOCTH JIMIa3bl KpOBHU B 2 pa3a Beilie BI'H, koHnienTpanumu OunnpyOuHa B
3 pasza Bbuue BI'H mnm «neueHouHbIX» TpaHcamuHa3 B 5 pa3 Beiie BI'H no3y mpemapara
Hunotunu6 pekomenyercst cHu3nuTh 10 400 Mr 1 pa3 B CyTKU UM BpEMEHHO IPEpBaTh TEPAIHUIO.
Boszmoocnocms ommenvt mepanuu npu cmabunvHom 2nyooxom MO 4.5 uma ¢one mepanuu
HULOMUHUOOM HA NPOMAICEHUU 3 1em NOCle CMEeHbl 1e4eHUs UMAMUHUOOM HA HUTLOMUHUO

VY nanueHToB, MOJy4YaBIIMX TEpalMIO IPENapaToM B TEUYEHUE MNPEALIECTBYIOIUX 3 JIET, U
JTOCTUTIIMX ri1yookoro MO, cTabMIIbHOT0 Ha MPOTSHKEHUH MUHUMYM 1 rojia HemoCcpeACTBEHHO J10
IIPEKpaIIeHUs] Tepaluy IMpPernapaToM, BO3MOXKHA OTMEHa JjedeHus. lIpekpamenue Ttepanuu
IIpenapaToM JOJDKEH HHUIUAPOBATH TOJBKO Bpay C OIBITOM JIeYeHUs naueHToB ¢ XMJL.

VY nanueHToB, M KOTOPBIX PacCMaTpPUBAETCS BO3MOYKHOCTb OTMEHBI TEPANMM IIPENapaToM,

clleflyeT KOHTpOIUpoBaTh ypoBeHb TpaHckpunta BCR-ABL u nokasatenu oOIIEKITMHHUYECKOTO
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aHaJIi3a KPOBH C ONPEICTICHUEM JIEHKOITUTAPHON d)opMyﬁﬂ'&MS-E@QEH&%‘%EB%}Q EP'oz[a,

3aTeM Kaxxple 6 He/lellb B TEUEHHUE BTOPOTO rojia, U Janee Kaxabie 12 Henens.

Jliis manuenToB, y KOTopbIX BhisiBIeHa otepst MO 4.0, HO He OOJIBIIOr0 MOJIEKYJISIPHOTO OTBETa
(BMO) B Teuenume mnepuoma Oe3 JsedeHus, ypoBeHb TpaHckpunta BCR-ABL cnenyer
KOHTPOJUPOBATh Kaxable 2 HEIeIu 0 TeX MNop, moka ypoBeHb TpaHckpunta BCR-ABL ne
BepHeTcd B auana3oH Mexay MO 4.0 u MO 4.5. ITauueHTsl, y KOTOPBIX YPOBEHb TPaHCKPUIITA
BCR-ABL coxpansiercs B numanazone mexay BMO u MO 4.0 B TeueHne Kak MHHUMYM 4
II0CJIEI0BATENIbHBIX U3MEPEHHH, MOT'YT BEpHYThCS K IIEPBOHAYAIIbHOMY I'paMKy MOHUTOPHUHTA.
VY namuenToB ¢ moaTBepkaeHHor notepeit MO 4.0 (2 mociaenoBaTeNbHBIX aHAIN3a ¢ HHTEPBAIOM
4 nenenu, noareepxkaaromux norepro MO 4.0) wiu norepeit BMO neuenue npenapaTom ciieyer
BO300HOBHUTh B TEUYCHHE 4 HENeNb IOCie IUarHOCTUPOBAHHS TOTEPH PEMHUCCHHU. Tepanuro
npenapaToM Bo300HOBIISIIOT B 1o3e 400 Mr 2 pa3a B cyTku. [Ipu BO30OHOBIICHHH Tepanuu ciaelyer
€KEMECSIUHO KOHTPOJIMPOBaTh ypoBeHb TpaHckpunta BCR-ABL BmioTh a0 HOBTOpHOTrO
nocTkeHus npenmectsytomux bMO unu MO 4.0.

Coomeemcmeue Kpumepuam ommeHvl mepanuu

VY marnueHToB ¢ MOATBEPKACHHOM SKCpeccuei TunnuHbix TpaHckpuntoB BCR-ABL el3a2/b2a2
i el4a2/b3a2 mpu COOTBETCTBUHM KPUTEPHUSIM BO3MOXKHO PACCMOTPEHHE BOIpoca 00 OTMEHE
tepanuu. Hannume tunuuneix TtpaHckpuntoB BCR-ABL HeoOxoaumo [uisi BO3MOXHOCTHU
oTpezieNieHus! ypOBHS UX dKCIpeccuu, TyouHbl MO U OLleHKH BO3MOXHOW MTOTEPU MOJIEKYIISIPHOMN
PEMUCCHH TOCIIE IPEKPALLICHUS TEPAIUK IIPENAPaTOM.

Konumponws nocne npexpawenus mepanuu

VY nmanuMeHTtoB, JUIsl KOTOPBIX paccMaTpUBAETCS BO3MOKHOCTb OTMEHBI TEpaluH IpernapaToM,
MOHMTOpPUHT ypoBHsA TpaHckpunta BCR-ABL Heo0xogumo mnpoBoAWTh NpU MOMOIIU
JUAarHOCTHUYECKOIO KOJMYECTBEHHOIO TECTa, BalUAMpPOBaHHOro miusa omnpexneineHuss MO ¢
MUHMMaJIbHON 4vyBcTBUTEIbHOCTHIO MO, paBHOMy 4.5. VYpoenbp Tpanckpunta BCR-ABL
CIIeIyeT ONpeAeNsaTh Nepe]] OTMEHOW Tepalnuu, a TakKe Ha MPOTSHKEHUH neproja 0e3 JeueHusl.
[Tpu norepe BMO wiu noareepxkaeHHoi notepe MO 4.0 (qBa mociieoBaTeNbHBIX aHAIN3a C
UHTEepBAJIIOM 4 Hezenu, moATBepxkatomux norepro MO 4.0) ciexyer BO30OHOBUTH JI€UEHHE
IIPENapaToM B TE€UEHHUE 4 HENENb NIOCIIE TUarHOCTUPOBAHUS OTEPU peMuccuu. /st onpenenenus
BO3MOXXHOM morepu MO HE0OXOAMMO PEryjsipHO M YacTO OINpPEAessTh YPOBEHb TPAHCKPHIITA
BCR-ABL u npoBOIuTh OOIICKIMHWYSCKUN aHAIW3 KPOBH C ONPEICICHUEM JICHKOIMTAPHOU
bopmybI.

[TanimenTam, KOTOpbIE HE CMOTTHU NOCTUTHYTh BMO crmycTst Tpu Mecsia 1nociie BO30OHOBJIECHUS

JICUYCHUA, H€O6XOJII/IMO IMPOBECTHU HCCIICAOBAHUEC Ha OMNPEACICHUC MYTaI_[I/Iﬁ KWHAa3HOI'0 AOMCHAa

rena BCR-ABL.
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(NOCNEQCBATENEHOCTE 0003)

Oco0nie T'pYHOIIbI TAaMEHTOB

COOTBETCTBYET ZKCNEPTHOMY OTUETY

THayuenmoi ¢ HapywieHuem yHKyuu neveHu
[TockonbKy Npy MPUMEHEHUH Y MALMEHTOB ¢ HApYMICHUSIMU (DYHKIMH MEYEHU HE OTMEYaIOCh
3HAYUTENIbHOTO M3MEHEHHs (PapMaKOKMHETHYECKHX MapaMeTpoB HWJIOTHHHOA, y MaIMEHTOB
JAHHOW KaTeropuu He TpeOyeTcst KOPPEeKIUH pexuma 1o3upoBanus npenapara Hunorunu6. Tem
HE MEHEe, IPUMEHATD IIPenapar y 3TUX HallMeHTOB CIEAYET C OCTOPOKHOCTHIO.
Tayuenmoi ¢ Hapywenuem yHKyuu novex
Her naHHBIX 1O MpUMEHEHUIO HUJIOTHHHMOA y TAIMEHTOB C HapylleHHeM (QYHKIHUU MOYeK
(KoHIIEHTpalKs KpeaTHHWHA B TuTa3Me KpoBHW B 1,5 paza > BepxHeil rpanuisl Hopmbl (BI'H)).
[TockonbKy IMOYKM HE WIPAIOT CYIIECTBEHHOM pOJM B BBIBEJCHHMM HUJIOTHHHOA U €ro
METa0OJIUTOB, HE OXKHMIACTCS CHIKCHHS OOINEro KIMpPEHCAa HWIOTHHHOA TpH TPUMEHEHUHU
mpernapara y MalueHTOB JaHHOM KaTeropuu.
Tayuenmoi ¢ HapyweHUAMU CO CMOPOHBL CePOUHO-COCYOUCTON CUCTEMb]
[TockonbKy KIMHUYECKWE TaHHBIE MO TPUMEHEHUIO HHUJIOTMHHOA y TAIMEHTOB C TSHKEIBIMHU
3a00JIeBaHUAMHU cepAla (B T.4. HECTAOMIbHON CTEHOKAapAUe, HEKOHTPOIUPYEMON XPOHUYECKOM
CEpJICYHON HENOCTaTOUYHOCThIO, BBIpAKECHHOW Opaaukapaueil WiM HENaBHO IEPEHECEHHBIM
MH(}ApPKTOM MHUOKap/a) OTCYTCTBYIOT, CIIEyeT C OCTOPOKHOCTBIO MPUMEHSTH Mpenapar y 3TUX
HAIMEHTOB.
Ilayuenmul 6 6ozpacme > 65 nem
B KIMHMYECKUX MCCIIEIOBAHMAX MAIMEHTHI B BO3pacTe > 65 JieT ¢ BlepBbie BbissBicHHOM Ph*
XMIJI B xponunueckoii (aze u asze akcenepalyy ¢ HENEPEHOCUMOCTBIO WM PE3UCTEHTHOCTHIO K
IpeIecTBYIOLIEH Tepanuu, BKIo4Yas UMaTUHUO, cocTaBsuid 12 % u 30 % ot obuiero yucna
MAalMeHTOB COOTBETCTBEHHO. CyYIIECTBEHHBIX OTIUYUN B I(P(HEKTUBHOCTH U 0€30MaCHOCTH
OPUMEHEHHUs HWIOTHMHHMOA Yy NalMeHTOB JaHHOM KaTeropuu B CPaBHEHHM C MallMeHTaMU B
Bo3pacte oT 18 10 65 ner BIsIBIEHO HE OBLIO.

eTn
besonacHocth u 3 (PeKTUBHOCTH Mpemapara y AeTedl B Bo3pacTte 10 18 jeT He yCTaHOBJICHBI.
JlaHHBIE OTCYTCTBYIOT.

Cnooco0 nmpuMeHeHus

[Ipenmapatr HunoTuHMO cinexyeT mpuHUMaTh BHYTpb uepe3 2 4 mocie ensl. [locne mpuema
npenapara NpUHAMATH MHIY CIEAYET HE paHee, 4em depes 1 4.

Kancyssl He06X0IMMO TPOTIaThIBATh LIETUKOM, 3aITUBas BOJOH.

JI1s1 manMeHToB € 3aTpyJIHEHHBIM ITIOTAHUEM BO3MOXKHO PACTBOPEHUE COIAEPKMMOIO Kalcysl B

OJIHOH YaiiHOH J0XKe s0JI0YHOro MIOpEe HEMOCPEACTBEHHO mepesa nmpueMoMm. s pacTBopeHHs
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COJICPKUMOTO KarlCyJl CieAyeT UCIOJIb30BaTh TRILKO 56!;'0:11:[M Egﬂelb@&MJe'Kéncvn HE

CIIeTyeT PacTBOPATH OoJiee YeM B OJTHOM YalHOM JI0KKE SI0JI0YHOTO MHopeE.

4.3. IIpoTUBONOKA3AHUS
o ['unep4yBCTBUTENBHOCTh K HIJIOTHHHOY WJIM K JIFOOOMY M3 BCIIOMOTaTEIbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pazjene 6.1.

. bepeMeHHOCTD U TTepro1 KOPMIICHUS TPYAbIO (CM. pazzern 4.6).

4.4. OcoOble yka3aHHus 1 MePbI NPeI0CTOPOKHOCTH NTPH MPUMeHEeHUH

[Ipenapat HunotuHuO cieayeT ¢ 0CTOPOKHOCTHIO IPUMEHSTH Y MallMEHTOB ¢ (haKTOpaMu pUCKa
ymiunenus untepBana QT nHa snexrpoxapanorpamme (OKI): ¢ BpoXAEHHBIM YyIIMHEHUEM
unTepBasia QT, ¢ MeAMKaMEHTO3HO HEKOHTPOIMPYEMBIMHU WIIH TSKEITBIMU 3a00JI€BaHUSMU CepALIA
(BKJrOYAasi HEAABHO TEPEHECEHHBIM WHGApKT MHOKapAa, XPOHUYECKYI) CEpACYHYIO
HEJOCTAaTOYHOCTh, HECTAOWIbHYIO CTEHOKAPAMIO WU KIMHUYECKU 3HAYMMYIO OpaguKapauio), C
HapyIICHUSIMH (DYHKIIUW TICYCHH, C TAHKPEATUTOM (B TOM YHCIIC B aHAMHE3E).

[Ipenapat Hunotunuo® He cienyer NpUMEHSATh OAHOBPEMEHHO C MpenapaTraMu, SBIISIOIIUMUCS
MotHbIMH uHrHOUTOpamu u3odepmenta CYP3A4 unu ynmunsrommuvu uarepsai QT, ocobeHHo
MalUeHTaM C TUIOKaJueMHe M THIoMarnueMueil (BO3MOKHO 0oJiee BBIPAKEHHOE YAJTUHEHUE
unreppaia QT).

Crnenyer m3beratb OJHOBPEMEHHOTI'O NMPUMEHEHHUs mnpemnapara HumotuHuO ¢ rpedndpyToBbIM
COKOM U JPYTUMH TPOAYKTAMH, SBISIOIMIMMHUCA H3BECTHBIMH HMHTHOMTOpaMU HU30(hEepMEeHTa
CYP3A4.

JleueHne NOMKHBI OCYIIECTBIAT CIIEIUATUCTHI, UMEIOIIUE ONBIT JieueHuss XMJI.

Muenocyapeccus

[Tockonbky mpM MNPUMEHEHMM HWIOTHHMOA BO3MOXKHO pa3BUTHE TPOMOOLUTOINEHHH,
HelTporeHnH U aHeMuu (Hanbosee yacTo y nauueHToB ¢ XMJI B dasze akcenepauun), ciemayer
MPOBOAMTDH KJIMHUYECKHUN aHAIIN3 KPOBH KaXKble 2 HEJIENIN B TEUCHHE NEPBBIX 2 MECALIEB TEPATUU
IpernapaToM, a 3aTeM — eXEMECAYHO WJIM B ciy4yae KIMHUYECKOH HeoOXOIUMOCTH.
Muenocympeccusi, Kak TNpaBuio, Oblla oOpaTUMOW U KOHTpoiupyeMoil. Hopmanuzanuu
KOJINYECTBA TPOMOOLIMTOB M HEUTPO(PMIOB OOBIYHO YAABAJIOCh JOCTUYB IOCIE BPEMEHHOI'O
MPEeKpaIeHs Tepaui HUJIOTHHUOA WITM CHIDKEHUS JI03bI TIpernapara.

Crnvy4yau BHE3amHOU CMEPTH

HpI/I IMPUMEHCHU U HUJIOTHHHOA B KIMHHYECKHX HUCCICA0OBAHUAX OTMECYAIUCH ClIydan (qaCTOTa
0,1—1 %, rpaganusda — ((He‘-IaCTO))) BHE3aIIHOM CMCPTH MAITUCHTOB C 3a00JIeBaHUSIMU cepana uim
BBICOKMM PHUCKOM pa3BUTHUA OCJIO)KHEHHU CO CTOPOHBI CCpI[G‘-IHO-COCyIIHCTOﬁ CHUCTEMEBL. OJTH

MAIUEHTHl YaCTO UMENU COMYTCTBYIOIINE 3a00I€BaHMs U MOIYYald COMYTCTBYIOIIYIO TEPAIUIO.
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Hapymienust penoisipuzaiuu xejy104K0B MOTYT HBHﬂTBELl‘HO;IIng{%EeH-EEHIbI I_&);KT-I(_)BO'}VI I)I/ICKa

ITo JAaHHBIM MOCTPETUCTPALTUMOHHBIX I/ICCJ'IGI[OBaHI/Iﬁ pacucCTHad 4aCTOTa CIIOHTAHHBIX COOGIlIeHI/IfI
0 ciydasix BHe3anHou cmeptu coctaBuia 0,02 % na 1 maruenTa B roj.

OcC0XKHEHHUS CO CTOPOHBI CEPACYHO-COCYINCTON CHUCTEMBI

[lpy  npuMeHeHMM  HWIOTMHHMOA B  KJIMHUYECKUX  MCCIEJOBAaHUAX, a TaKkKe B
IIOCTPETUCTPALMOHHBIX HCCIEAOBAHUAX Y IALMEHTOB C BIEPBBIC NMATHOCTUPOBAHHBIM XMJI
OTMEUEHBI CIIy4au Pa3BUTHUS OCIOKHEHHUM CO CTOPOHBI cepieuHo-cocyaucToi cucrembl. HA 3 u 4
CTEIEHU BKJIIOYAJIM B ce0s OKKIIIO3UIO TepU(pEepHUeCcKUX apTepHil, HIIIEeMUYECKYIO 00JI€3Hb cepALia
U MILIEMUYECKHE LepeOpOBACKYIISPHBIE SIBICHUS.

[Tpy MOSIBIEHUN COOTBETCTBYIOUIMX JKAI00 WJIM CHUMIITOMOB OCTPBIX HApyIIEHHH CO CTOPOHBI
CEep/IEYHO-COCYUCTON CHUCTEMBI MAMEHTy CIIeTyeT HEMEMJICHHO OOpaTUThCA 3a MEAMLIMHCKOM
nomoteio. Crenyer KOHTPOIMPOBATh (DYHKIMIO CEPIEYHO-COCYAMCTOM CHUCTEMBI, a TaKXke
OLIEHUBATh (haKTOPbI PUCKA PA3BUTHUS OCIONKHEHUI CO CTOPOHBI CEPAECYHO-COCYIUCTOIN CHCTEMBI
Ha BCEM MPOTSHKEHUU Tepalluy HUWIOTHHUOOM.

3azepKKa KUIAKOCTH

B KIMHMYECKUX MCCIIEOBAaHUAX Y MAMEHTOB C BIEPBbIC TUarHocTUpoBaHHBIM XMJI HeuacTo
(0,1-1 %) oTMeuanuch TsKeIbIe HOPMBI 3aAEPHKKH KHIKOCTH, TAKHE KaK BBIITOT B IJICBPAIbHYIO
MOJIOCTh, OTEK JIETKMX W BBITIOT B TOJIOCTh Neprukapa. CXoIHbIe cliydan ObLITH OTMEUYCHBI TaKKe
Y [IPU IPUMEHCHHH TIpeTiapara B KIIMHUYECKOW MIPAKTHKE B IOCTPETUCTPANIMOHHOM Tiepuoe. [Ipu
BHE3AaIHOM M OBICTPOM YBEIMUYEHUH MACChl Tejla Yy TMAalMeHTa, IOJIYYarollero JeuyeHue
HUJIOTUHUOOM, CJIElyeT MPOBECTU TIIATEIbHOE OOCIEIOBAaHUE C IENbI0 BBIACHEHUS MPUYHHBL.
[Ipy TOSBICHUM CHMITOMOB 3aJCPXKKHA IKUJIKOCTH TSIKEIONH CTEINEeHH CJeIyeT YTOYHUTH
ATHOJIOTHIO JTAHHOTO SIBJICHUS U TIPOBECTH COOTBETCTBYIOIIIEE JICUCHHUE.

PeakTuBanus Bupyca rematura B

VY nmanMeHToB, ABISAIOIINXCS HOCUTEISIMU BHpyca renartuta B, Bo3MO)KHa peakTHBaLys JaHHOTO
BUpYca rocie Tepanuu npenapatramu uHruoutopamu BCR-ABL THpo3uHKHHA3bI, TAKUMHU Kak
HWIOTUHUO. B HEKOTOpBIX cilydasXx MpU NPUMEHEHUU IMpEenaparoB JAHHOTO KJlacca OTMEUYEHO
pa3sBUTHE OCTPOH NMEYEHOUYHOM HEJOCTATOYHOCTH MU (yIbMHUHAHTHOTO I'elaTUTa, MPUBOSAIINX
K TPaHCIIAaHTALUK [IEYEHH WM K JIETAIBHOMY UCXOY.

[lepen HauanoMm Tepanuu rpenapaToM Bcex MAaMEHTOB CleyeT 00cieIoBaTh Ha HATMYKME BUpYca
renatuta B.

Crnenyer Takke MPOBECTH OOCII€OBAaHUE MAlMEHTOB, IMOJIYYAIOUIMX TEPAIUIO IMPEernaparoM B
HacToslIlee BpeMs, Ha HaJuuue WHOHUIMPOBAHUS BHUPYCOM rematuta B c menbio BBIABICHHA
HocuTenel  gaHHoro Bo3Oynutens. Ilpu modydeHMM — TOJIOKUTENBHOTO — pe3ylibTaTa

CEPOJIOTMYECKOTO TECTHUPOBAaHHUSA (B T.4. MPH AKTUBHOM HH(EKIMOHHOM IPOLECCE) CIEAYeT
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renarurta B, kak B ciiydae nepe HauajaoM Tepaluy IpenapaToM, Tak U NalUeHTOB, MOIyYaroux
TEpaIuIo MpPenapaToM B HACTOSIIEE BPEMSI.

CocrosiHME MalMeHTa, SBJSIIOIIErocs HOCUTENIeM BHUpyca renarura B, mpu HeoOxoaumocTu
JIEYCHMsI IIpenapaToM cielyeT THIATEeIbHO KOHTPOJIUPOBAaTh Ha IPEAMET pa3BUTHUs IPU3HAKOB U
CHUMIITOMOB aKTMBHOTO WH(EKIIMOHHOTO Mpoliecca Kak BO BpeMsl Teparuu MpernapaTom, Tak U B
TE€YEHHE HECKOJIBKUX MECSLEB IIOCIIE €€ OKOHYAHUS.

JlaGopaTopHbIi KOHTPOJIb Y naiueHToB, ¢ Pht XMJI B xpoHuueckoii dhase, JTOCTUTIINX TNTYOOKOTro

MOJICKYJIAPHOT'O OTBETA

Coomeemcmeue Kpumepusam ommeHvl mepanuu

VY nmanueHToB ¢ MOJATBEPIKACHHO dKcpeccuei TunniHbIX TpaHckpuntoB BCR-ABL el3a2/b2a2
i el4a2/b3a2 mpu COOTBETCTBUU KPUTEPHUSM BO3MOXKHO PacCMOTPEHHE BOIpoca 00 OTMEHE
tepanuu. Hanmnume tunuuueix TtpaHckpuntoB BCR-ABL HeoOxomumMo [isi BO3MOXHOCTH
OTIpeIeNIeHus YPOBHS UX dKCTIpeccuu, TIyonHbl MO 1 OIIEHKH BO3MOKHOU IMTOTEPH MOJICKYIISIPHOIM
PEMUCCHHU T1OCIIE IPEKPALLEHUS TEPAIIUH IIPENapaToM.

Koumponws nocne npexpawenua mepanuu

VY nauuMeHToB, UIsl KOTOPBIX pacCcMaTpUBAETCS BO3MOKHOCTb OTMEHBI TE€palMM IPENapaToM,
MOHMTOPUHI ypoBHsA TpaHckpunta BCR-ABL Heo0Xxogumo npoBOAWTH MpU  MOMOILU
JUArHOCTHYECKOI0 KOJMYECTBEHHOTO TEeCTa, BaJWAMpPOBaHHOro mais onpenenenus MO c¢
MUHMMaJIbHON 4vyBCTBUTEIbHOCTHIO MO, paBHOMy 4.5. YpoBens TpaHckpunta BCR-ABL
clleflyeT ONpeAessaTh nepea OTMEHOW Tepanuy, a TakkKe Ha MPOTSHKEHUU Nepruosa 0e3 JeYeHusl.
ITpu norepe BMO wunu noarsepxnaeHHoil norepe MO 4.0 (2 mocnenoBaTenbHBIX aHANIHU3a C
uHTepBajgoM 4 Henenu, nmoaTrBepxkaaromux morepto MO 4.0) crenyer BO30OHOBUTH JICUEHUE
IIpernapaToM B T€UEHHUE 4 HEJENb NOCIIE TMarHOCTUPOBAHUS IOTEPU peMuccuu. /st onpenenenus
BO3MOXHOH moTepu MO He0OXOJUMO PEryisipHO M YacTO OIpPENeNATh YPOBEHb TPAHCKPHUITA
BCR-ABL u nmpoBOIuTh OOIICKIMHWYECKUN aHAIW3 KPOBH C OINPEICICHHEM JICHKOIUTAPHOM
(bopMyIIBL.

KonTpoan J'Ia6ODaTODHBIX JaHHBIX

Jlunuonwiii npoguns coleopomxu Kposu

B kiauuuyeckoM uccienoBanuu y 1,1 % mnanmeHToB ¢ BHEpBHIE BhIABIEHHBLIM Ph* XMIJI,
MOJIy4yaBIIMX HUJIOTUHUO B no3e 400 mr 2 pa3a B CyTKM OTMEUalOCh 3HAYUMOE YBEIMYEHHUE
KOHIIEHTpAIIUU OOIIeTO XOJIECTEPUHA B CHIBOPOTKE KpoBH. OJIHAKO y MAlMEHTOB, MOJTYYaBIINX
HUIO0TUHUO B 103¢ 300 Mr 2 pa3a B CyTKH, HE OTMEUaIOCh MOJOOHOTO YBEIWYEHHS KOHIIEHTPALIUN
X0JIECTepHHA B CHIBOPOTKE KPOBU. PEKOMEHIyeTCsl onpeaensTh JUMHUIHBIN Tpoduiib 10 Havama

TEparnn HI/IJ'IOTI/IHI/I6OM, a TaKKe 4€pe3 3ub MCCALCB ITIOCJIC HavaJIa JICUCHUA U MUHUMYM 1 pa3 B
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npuMmeHeHus — uHruobutopo  I'MI'-KoA-penykraspl  (TMIOIMIMIEMUYECKHUE  CPENCTBA)
OJTHOBPEMEHHO C HUJIOTUHHOOM, MOCKOJIBbKY MyTh META00JIMYECKUX IPEBPALICHUI HHTHOUTOPOB
I'MI'-KoA-penykrassl mpoucxoaut npu yaactuu uzopepmenta CYP3A4 (cm. pasaen 4.5).
Konyenmpayus enoxo3sel 6 niazme Kposu

B imHnMueckoM wuccienoBaHur y 6,9 % NalMEHTOB C BIEpBbIE BbiABICHHBIM Ph™ XMJI,
NOJy4YaBIIMX HUIOTHHHO B 1o3e 400 Mr 2 pasa B cyTku, 'y 7,2 % MalueHTOB, MOTYYaBIIUX
HWIOTUHUO B 03¢ 300 Mr 2 pa3a B CyTKH, OTMEUYAJIOCh 3HAYMMOE YBEIMUYEHHE KOHLEHTPALUU
[JIIOKO3bI B M1azMe KpoBU. CliefyeT OLleHMBaTh KOHLIEHTPALUIO IUIIOKO3bI B IJIa3Me€ KPOBHU JI0
Hauasa JICYeHHUs, a TaKXKe, IPU HEOOXOIMMOCTH, BO BPEMsI JICUCHUS] HUJIOTUHHOOM.

Tlosviuenue akmuenocmu 1unazvl NiA3Mbl KPOSU

[Tpu yBenMueHNH aKTUBHOCTH JIMIIA3bI B IJ1a3Me KPOBH, CONTPOBOXKIAIOIEMCS a0 J0MUHATIbHBIMU
CUMIITOMAaMH, MpUEM IIpernapara J0JDKEH ObITh IPEeKpalleH, MPOBEAEHO COOTBETCTBYHOILEE
oOcIieZioBaHME MAIMEHTA C EJIbI0 NCKITIOUEHUS MTaHKPeaTnTa.

HaDVHIeHI/Iﬂ d)VHKIII/II/I IICUYCHHU

[Tpu npumeHenun npenapara HUWIOTHHUO pEeKOMEHAYETCS MPOBOJIUTH €KEMECSYHBIH KOHTPOJIb
GyHKIIMY eYeHu (TpaHCaMUHa3bl, OUITUPYOHH).

[lanmeHThI C racTPOKTOMUEN B aHAMHE3E

[TockonbKy y MallMEeHTOB C TOTAILHON TaCTPAIKTOMHUEN B aHaMHE3€ OMOIOCTYITHOCTh HUJIOTUHHOA
MO>KET OBITh CHIKEHA, HEOOXOIUM TIHIATEIHHBIA KOHTPOJIb COCTOSIHUS JAHHBIX MAIlMEHTOB.

CHHAPOM IU3HCA OIYXOJIU

BcenencrBue prcka pasBHTHS CHUHAPOMA JIM3KCA OIYXOJIM Iepel]] NPUMEHEHUEM IIpenapara
clelyeT MpU HEOOXOIMMOCTH CKOPPEKTHUPOBATh KIMHUYECKH BBIPAKEHHYIO JETMIpaTallii0 U
MOBBIIICHHYIO KOHIICHTPALWIO MOYEBOU KUCIIOTHI.

BcnoMorarenbHEIE BEIIECTBA

Jlakmosa
[TaimenTaM C peAKO BCTPEYAOLIEHCS HACIEICTBEHHOM HENMEPEHOCUMOCTBhIO TajlaKTO3bl,
IeUIUTOM JIaKTa3bl JIOTAped WM TIIOKO30-TATaKTO3HOW ManbaOcopOIueil He cleayer

MNPUHHUMATB 3TOT IIpPCIiapar.

4.5. B3zauMmopeiicTBHe ¢ APYrHMH JIeKAPCTBEHHBIMH MpenapaTamMM W Jpyrue BHUIBI
B3aUMO/eHCTBUI

Hunotunn6 mMetabonu3upyercs riaBHbBIM 00pa3oM B IeueHu ¢ yuactueM nzopepmenta CYP3A4,
KOTOPBI SIBJISIETCS OCHOBHBIM (DAKTOPOM OKHCIUTEIbHOrO MeTabosm3ma. HuinoTuHu®O Taxke

SABIIACTCSA CY6CTpaTOM I CUCTEMBI BBIBCACHUA MHOTHUX JICKAPCTBECHHBIX CpPCIACTB — P-



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 30.07.2024 N= 15655

riukonporenna (P-gp). Ha aGcopOruio u nocnenwoﬁ@%%%%ﬁﬁ@hﬂ%gﬁgé I:Il\;[!é)FVT

HOBIUSATH Mpenaparsl, AeicTByrone Ha nzodpepment CYP3A4 u/unu P-gp.

HeKaDCTBeHHBIe Cp€acCTBa, KOTOPHLIC MOTYT NMOBHINIATH KOHIICHTPAIMIO HAJOTUHKMOA B IjIa3Me

KpOBU

B knuHn4eckux uccieoBaHusIX Py NPUMEHEHUH HUIOTMHNOA BMECTe ¢ MMAaTUHUOOM (cyOcTpar
u unruobutop uzodepmenta CYP3A4 u P-gp), oba mpenapara He3HAUUTETHHO MHTHOUPOBAIH
uzopepmernt CYP3A4 u P-gp, npu stom AUC umatnan6a nosbimanack Ha 18-39 %, a AUC
HWI0THHUOA — Ha 18—40 %.

buonocrynHocts HUIOTMHHMOA y 370pPOBBIX JOOPOBOJBIEB YyBEIMUYMBAJIAcCh B 3 pasa IpH
OJTHOBPEMEHHOM MPUMEHEHUH C MOUTHBIM HHruOouTopoM n3opepmenta CYP3 A4 keTOKOHA30I0M.
Cnenyer u3beraTb 0JJHOBPEMEHHOIO MPUMEHEHUS! HWIOTHHHOA ¢ IpernaparaMy, SBISIOLIUMUCS
MolIHbIMU HHrHOUTOpaMu u3opepmenta CYP3A4 (nampumep, KETOKOHA30JI0M, UTPAKOHA30JIOM,
BOPUKOHA30JI0M, PHUTOHABUPOM, KIAPUTPOMHUIIMHOM U TEIUTPOMHUIMHOM) M PAacCMOTPETh
BO3MOXXHOCTh QJIbTEPHATUBHOW TepalnuM JIEKAPCTBEHHBIMU CPEJICTBAMHU, HE MHIMOMPYIOLIUMU
WIA He3HaunTenbHO mHruompyrommmu nzopepmenT CYP3A4. [lpn HE0OXOIUMOCTH JICUEHUS
npenapatamy, SBISIOLIMMUCA MOIIHBIMH HMHruOutopamu wuzopepmenta CYP3A4, neuyenue
npenapatoM HunotuHuO 10KHO OBITH IO BO3MOXHOCTH MpUOCTaHOBJIeHO. [Ipu HeoOxoaumocTu
OJIHOBPEMEHHOI0 IpUMeHeHMs] mnpenapara HwiotuHuO c¢ mnpenaparamu, SBISIOLIUMUCS
MomHbIMU HHTHOUTOpamMu u3odepmenta CYP3A4, HeoOXoauMO TPOBOIAUTH THIATEIHHBIN
WH/IMBUYaJIbHBIA KOHTPOJIb JUIS BBISIBIEHUS BO3MOXKHOTO yIUTMHEHUs nHTepBaia QTcF.
Cnenyer Takke u30eraTb OJHOBPEMEHHOIO MpHUMEHeHMs mpenapara HwumotuHu® ¢
IpelnppPyTOBBIM COKOM W JIPYTMMH TPOIYKTAMH, SBISIOMIMMUCS W3BECTHBIMH MHTHOUTOpPAMH
nzodepmenta CYP3A4.

JIekapCTBEHHBIE CPEACTBA, KOTOPBIE MOT'YT CHUYKATh KOHIICHTPAITUIO HUJIOTUHHOA B IJIa3Me KpOBH

Nunyxrops! nuzopepmenta CYP3A4 moryt ycwiinBath MeTab0IM3M HUJIOTUHUOA M CHUXKATh €T0
KOHIEHTPALUIO B IJ1a3Me KpoBH. [Ipu oJHOBpeMEeHHOM NpueMe ¢ JIeKapCTBEHHBIMU CPEICTBAMU,
aBIAomUMUc UHAyKTOpamu u3zopepmenta CYP3A4 (B T.4. (eHUTOMH, pUPaMIUIINH,
kapOamazenuH, ¢eHobapOuTarl u 3BepoOOH MPOIBIPSBICHHBI) BO3MOXKHO CHHYKCHHE
KOHIIEHTpauuu HUIOTHHMOA. [Ipn HEoOXOIUMOCTH Tepanuu JEeKapCTBEHHBIMH CpEICTBAMH,
saBisronUMuca  wHAyktropamu uzodpepmenta CYP3A4, crmeayer paccMOTpeTh BO3MOXKHOCTH
Tepanuu albTePHATUBHBIMHU IpernapaTaMu WIM NPUMEHEHHUS JIPYrUX CPEeICTB, OKa3bIBAOIIMX
MeHbllIee HHAYLHpYomee BausHue Ha n3opepment CYP3A4.

[Tpu mpuMeHeHNH HUJIOTHUHUOA Y 3/JOPOBBIX JOOPOBOJIBIIEB BMECTE C HHIYKTOPOM H30(epMeHTa
CYP3A4 pudamnununom (B moze 600 mr/cyr B Tedenue 12 gHeil) oTMeyalloCh CHM)KEHHUE

cucteMHoM skcno3unuu HtotuHnOa (AUC) mpubnusutensao Ha 80 %.

10
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KHACJIIOTHOCTH) PAacTBOPUMOCThH Mperapara yMEHbIIaeTcs. Y 3J0pOBBIX JIMI[ C BBIPAXKEHHBIM
yBenuuenueM pH Ha done npuema s3omernpasona (B 1o3e 40 mr 1 pa3 B CyTKH B TeUeHHE 5 THEN),
CHI)KEHHE BCAChIBaHUS HWJIOTMHHOA OblTO0 yMepeHHbIM (yMeHblneHne Cmax 1 AUC Ha 27 % u
34 %, cootBeTcTBEHHO). [Ipu HEOOXOAUMOCTH HIUJIOTHHUO MOXKHO MPUMEHSATHh OJTHOBPEMEHHO C
930MEIPA30JI0M MU IPYTUMHU HHTHOUTOPAMU IPOTOHHOM TTOMIIBI.

B uccnenoBanum y 310pOBBIX JOOPOBOJIBIEB HE OBUIO BBISBICHO KAKUX-THOO CYIIECTBEHHBIX
U3MEHEHUH B (papMaKOKWHETHUKE HWJIOTHHHOA MpH mpHeme HuiIoTuHuOa B no3e 400 mr uepes
10 gacoB nociie mprema paMoTHAMHA U 3a 2 Yaca 10 npuema pamoruauna. Takum oO6pazom, eciiu
Ha (oHe Tepamuu HUIOTUHHOOM mpuMeHeHHe H2-0I0KaTOpOB THMCTAMHUHOBBIX PELENTOPOB
ABJIIETCS HEOOXOAUMBIM, UX ClIeAyeT NpuHUMaTh 3a 10 yacoB 10 niaM yepes 2 yaca rnociie npueMa
npenapata Hunotunu6.

B Tom ke uccnenoBanuu ObLIO MOKA3aHO, YTO MPUMEHEHUE aHTAIUI0B (TUIPOKCU]T ATFOMUHUS /
THJIPOKCHUJ MarHusi / CHMETHKOH) 3a 2 Yaca 10 WM Yepe3 2 yaca Imocje MprueMa HUJIOTUHHOA B
no3e 400 mr Takxke He U3MEHseT (apMaKOKUHETUKY HUI0THHUOA. [loaTtomy nipu HeoOXxoaumocTu
MPUMEHEHHUS aHTAIII0B UX CJelyeT MPUHUMATh 3a 2 Jaca J0 I IPUMEPHO yepe3 2 yaca mociie
npuema npenapata Hunotunuo.

Bausgane nmiornanba Ha KOHIICHTPAIIUIO B IJIa3MC JICKAPCTBCHHBIX CPCIACTB, IIPUMCHIACMBIX B

KauyeCcTBE CONYTCTBYIOIIEN TEPAIUN

Hunotunu6, sBISASCH KOHKYpEeHTHBIM uHruouropom uszopepmentoB CYP3A4, CYP2CS,
CYP2C9, CYP2D6 u UGTIAL in vitro, mpu 3TOM camMoe HH3KOEC 3HAYCHHUE KOHCTAHTBI
unrubuposanus (Ki) cocrasusier 0,13 mxmons 1151 CYP2C9. VccnenoBanus pepmeHTaTUBHON
WHIYKIUU TOKa3bIBAIOT, YTO HHJIOTHHHUO IN VIIr0 MOXXHO paccMaTpuBaTh KakK HWHIYKTOP
aktuBHOCTH u3odpepmentoB CYP2B6, CYP2C8 u CYP2C9. YV 310poBbIX /100pOBOJIBIIEB
npUMeHeHue HuIoTuHUOa BMecTte ¢ BapgpapuHoMm (cyoctparom CYP2C9) He oxa3biBaio
KJIIMHUYECKH 3HAaYMMOT'0 BIUSHUS HA (DapMaKOKMHETUKY UK (hapmakoanHaMuKy Bapgapuna. [Ipu
HE00XOIUMOCTH HWJIOTHHHO ClIeTyeT IPUMEHATh OJTHOBPEMEHHO C BaphaprHOM 0€3 yBeIHUeHUs
IPOTHBOCBEPTHIBaIONIET0 dddekTa nocienHero. Y mauueHToB ¢ XMJI npu ogHOBpEeMEHHOM
npumenennn 400 Mr HunmotuHuOa 2 paza B JCHb Ha MPOTsDKeHMU 12 nHeH W MuIo30iama
(cyoctpatr CYP3A4) cucteMHasi 5KCIO3UIINS MOCIEIHETO MPH IpUEeMe BHYTPb YBEUUHBAJIaCh B
2,6 pa3. Hunotunuo siBnsiercst ymepeHHbIMH HHTHOUTOpOoM n3odepmenta CYP3A4, B cBsi3u ¢ ueM
OpY OAHOBPEMEHHOM IMPHUMEHEHHM IpernapaToB, METa0OIM3UPYIOMUXCA TIIaBHBIM 00pazoM ¢
yuactueM nzopepmenta CYP3A4 (nanpumep, HekoTopsle nHruouTopsl ' MI'-KoA penykrassi),
UX CHCTEMHas »JKCIO3MIMS MOXEeT yBennuuBaThecs. llpu OJHOBpeMEHHOM NpPUMEHEHUU

HUWIOTHHNOA U penaparToB, Apisomuxcs cyoctparamu nuzopepmenta CYP3 A4, umeromux y3kui

11
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9proTamMuH, (EHTaHWI, CHPOJUMYC, TaKpOJUMYC H  JIp.), MOXET HOTpeOOBaTHCS
COOTBETCTBYIOLIUI KOHTPOJIb U KOPPEKLUS JO3BL.
AHTHApPUTMHUYECKHE NPENapaThl U JAPYTrUe JEKAPCTBEHHbBIE CPEICTBA, BHI3BIBAIOLINE YJIMHEHHUE

unrepBaia QT

He cnenyer nmpuMeHATh HUJIOTMHHO BMECTE C aHTHAPUTMHUYECKUMH IpenapaTamu (Hampumep,

aMHUOJIaPOHOM, JAM30NHUPAMHUIOM, IPOKAMHAMUIOM, XWHUJIMHOM M COTAJO0JIOM) M APYTUMHU
JICKapCTBEHHBIMU CpEJICTBaMH, BbI3bIBAlONIMMH yuiMHeHue wuHtepBana QT (mampumep,
XJIOPOXUHOM,  TaJlopaHTPUHOM,  KJIAQPUTPOMHUILIMHOM,  TajJONEpPHIOJIOM,  METaJI0HOM,
MOKCH(]IOKCAaMHOM, OSIPUMIIOM U TTUMO3HUIOM).

I[DVTI/IG BHJIbI BSaHMOILCﬁCTBHH, KOTOPBIEC MOI'VT IIOBJIUATH HAa KOHIICHTPAIIHIO HUJIOTHHHOA B

CBIBOPOTKEC KPOBH

[Tpy oHOBpEMEHHOM MpUEME € MUILIEH 0TMEYaeTCsl yBeIruueHre abcopOuu 1 OMOJ0CTYITHOCTH
HUWIOTUHNOA, IPUBOJAIIEE K TOBBILIEHUIO IUIA3MEHHON KOHIIEHTpAIMH Ipenapara.

[Tpu HEOOXOAMMOCTH, BO3MOKHO IPUMEHEHHUE IpenapaTa HunotuHub BMecTe co CTUMYIIATOpaMu
reMoI033a, TAKUMHU KaK 3pUTPOIIO3TUHBI, TPAHYIOLUTAPHBIA KOJTOHUECTUMYIUPYIOLIHHA (akTop,

a TaKXKE C FI/I,I[pOKCI/IKap6aMI/II[OM H aHarpeCInaoM.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

)KeHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTD&HGHHI/ISI Y MY)XXYHMH U )KGHHII/IH)

Bo Bpemsi Tepamuu mpenapatoM HuiaoTuHMO M Kak MUHMMYM B TeueHHE 2-X HeAeb IOcie
3aBepIlEHUs] TEpanmuM NalMeHTaM, OCOOCHHO >KEHIIMHaM JI€TOPOJAHOIO BO3pacTa, CIleAyeT
NPUMEHSTh HaJeXKHble METOJbl KOHTpauenuuu. JKeHIMHaM penpoJyKTHUBHOIO BO3pacTa
PEKOMEHAYETCSl HUCIHOJIb30BaHHE HS(PQPEKTUBHBIX METOAOB KoHTpauenuuu (unaekc Ilepns
(moka3zaTelb, OTPaKAIOILIHM YacTOTy HacTyIuieHus: 6epeMeHHOCTH y 100 jKeHIIMH B Te€YEHUE roja
NPUMEHEHHUs KOHTpAlleNTHUBa) cocTaBisieT < 1) Ha MNPOTSIKEHUH BCEro Kypca NpUMEHEHHUs
npenapata Hunotunu6 u crycts 2 HeJlenu 1ociie 3aBepuieHHs TeparuH.

bepemeHHOCTD

[Tpumenenue npenapara Hunotunu6 npu 6epeMeHHOCTH MPOTUBOIIOKA3aHO.

JlakTamus

[Tpumenenue npenapara HutoTuHUO B IEpHO/ TPYIHOTO BCKaPMITMBAHHUS MPOTHBOTIOKA3aHO.
OCHOBBIBasICh Ha JOKJIMHUYECKUX JAHHBIX M YUUTHIBAS MEPUOJ MOTYBBIBEICHUS] HIJIOTUHUOA Y
YenoBeKa, cocTaBisomuid 17 yacoB (amamazon: or 3,2 mo 54,7 uaca), B KauecTBE MEPHI
MPEAOCTOPOKHOCTH HE PEKOMEHIYETCsl TPYAHOE BCKAPMJIMBAHUE BO BpeMsl JICUEHUS

HUJIOTHHHOOM W B T€UEHHUE 2 HEJENb TI0CIIe IprueMa mocieaHel 10361 npenapara Humotunuo.
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4.7. BausiHde HA CMOCOOHOCTH YNPABJIATH Tpchnég%ﬁBM'ﬁ%ﬁI%muh T[r_z'lém'"ﬁb c

oT ? |:| ':| Fi

COOTBETCTBYET ZKCNEPTHOMY OTUETY

MeXaHU3MaMH

Hexotopbie moOouyHble OeiCTBUS MpenapaTa, B TOM YHCJIE TOJOBOKPY)KEHHE WM 3PUTEIbHBIC
HapyLEHHUs, MOTI'YT OTPULATEIbHO BIMATH Ha CHOCOOHOCTh YIPABIEHHUS TPAaHCIOPTHBIMU
CpEACTBAMHU U BBINOJIHATh IOTEHIMAIbHO OIACHBIE BUJABI JEATEIBHOCTH, TpeOyrolue
MOBBIIIEHHON KOHIIEHTPAIIMK BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX peakuuid. [Ipu nosiBnenun
OIMCAaHHBIX HEXEJATEIbHbIX SBJICHUM CIEAyeT BO3JIEpPXKAaTbCi OT YKA3aHHBIX BHJIOB

JCATCIIBHOCTH.

4.8. HexxesaTesibHbIE peaKIIUU

Pesrome nipoduiist 6esonacHocT

V naruentos ¢ Ph™ XMJI B xpornueckoii ase u pase akcenepannu, moxyqariux HIIOTHHNO B
no3e 400 mr 2 pasa B cyrku, Haubonee yacteiMu (> 10 %) neremartomormuyeckumu HS,
CBSI3aHHBIMU C IPUMEHEHHUEM TpernapaTa, ObUIH: KOXKHAs ChIIb, KOKHBIN 3y, TOITHOTA, TOJIOBHAS
00i1b, TIOBBIIIEHHAS YTOMIISIEMOCTH, 3allop, IUapes, pBOTA W MHAITUA. bBOJBIIMHCTBO
BhIIIeyKa3aHHbIX HS Obtn c1abo niam yMEpeHHO BBIPAXKCHBI.

Menee gyacto (< 10 % u > 5 %) nabmoganuce ciabo win ymMepeHHo BeipaxkenHble HS, Takue kak:
aJyonenus, MBIIEYHbIN Cla3M, CHIDKEHHUE alllleTUTa, 00Jb B CycTaBaxX, 00Jb B KOCTSX, 0OJb B
KHUBOTE, epuepruuecKue OTEKH U aCTCHUSI.

CepaeuHast HelOCTaTOYHOCTH Habmoganack y < 1 % marueHTos.

[IneBpanbHBIA U TEpUKAPAUATBHBIA BBIOTHI, KaKk M MX OCIOXHEHUS, HaOmonamuch y <1 %
NAIUEHTOB, IPUHUMAOIIUX HUTOTUHUO B 103e 400 Mr 2 pas3a B CYTKH.

KenynouHo- KumieuHble KPOBOTEUEHHSI U KPOBOMBIUSHUSA B MO3T Habmoaamucb y 1 % u <1 %
MAIMEHTOB COOTBETCTBEHHO.

VYanunenune untepBana QTcF Gomee 500 mc nHabmromanmoch y <1 9% mamueHTOB. DNH30/bI
KEIY0UKOBOM Taxukapauu Thna «torsade des pointesy» (KpaTKOBPEMEHHBIX WU ATUTENbHBIX ) HE
HaOJII0/1aTHCh.

I'emaronornueckue HS, Britowast muenocynpeccuto: Tpomoouutonenus (31 %), HelTponeHus
(17 %), anemus (14 %).

Otmena Tepanuu B cBsi3u ¢ HS norpebosanack 16 % nanuentos ¢ XMJI B XxpoHuueckoit daze u
10 % manueHToB B (a3e akceneparum.

Tayuenmor ¢ Ph* XMJI 6 xponuueckoii ¢haze, ne oocmucuue MO 4.5 unu 6onee na gpone mepanuu
UMamuHubom

Hwxe mpuBeneHbl NaHHBIC, MOJYYCHHbIE B KIMHHUYECKOM HCCICIOBAHUU MPH MPUMEHEHUU

HU10THHNOA B 7103€ 400 Mr 1 pa3 B CyTKH 10 CpaBHEHUIO C Tepanuei nMatuHuooM B 103e 400 mr
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ot 30.07.2024 N= 15655

unu 600 Mr B CyTKM B TeueHue 48 Heaenb y MallueHTOB 'ﬂf;ﬁ;ﬁﬁ E‘iﬂ?ﬁp%‘é&b& ﬁ)glé:é:'r-igécne

TEpanuy UMaTHHUOOM Ha MPOTSHKEHUH MPEIIIECTBYIOMUX 2 JIeT.

[TanenThl, TOMyYaBIIME JICYEHWE HMMATUHHUOOM B JIAaHHOM KJIMHMYECKOM HCCIIEIOBAHHH,
IIPOJI0JIXKAIIY JIEYEHHE ITPENapaToM B TOM Xke 103€, KaK U Ha IPOTSHKEHUU IPEAIIECTBYIOIINX 2 JIeT
Tepanuy. MenuaHa IpoAOJDKUTEIbHOCTH Tepanuu HWIOTHMHUOOM cocTaBisuia 47,2 Mecsna 1o
CPaBHEHHIO C MEIMAHOU MPOIOKUTEIHHOCTH Tepanuu uMatuHuooM 37,0 u 26,7 MecsieB B 103€
400 mr 1 600 Mr COOTBETCTBEHHO.

bonee yacro, uem B rpymnmne uMaTHMHUOA, Y MAIMEHTOB, MOJIYYaBIIMX TEPANUI0 HUIOTUHHOOM,
OTMEYaJIMCh IOJOBHAs 00Jb, KOXKHAS ChIlb U KOXKHBIM 3yJ, KOTOpbIE ObUIM 3aperucTpUpOBaHbI
MUHEMYM y 20 % manueHToB B rpymnie HuiaotuHuOa. [1o cpaBHeHUIO ¢ Tpynnoi UMaTuHuoa, y
NAIMEeHTOB, TOJIYYaBIIMX TEPaNHi0 HUJIOTHHUOOM, damie pa3BuBanuch HSl, mpuBomuBmme x
BPEMEHHOMY MWJIM IOJHOMY INpPEKpallleHUIO Tepanuu WIM KOpPpeKUUH J03bl Ipenapara. Y
HAlMEHTOB, OJIyYaBIIUX TEPAIIMIO HUIOTHHUOOM YacTO OTMEYAIMCh YBEIMUCHUE KOHLEHTPAIUU
OwmpyOMHa W AaKTUBHOCTH TpaHcamuHa3. Ha mnporsokernmm 48 Hemenb HCCICIOBAHUS
3apeTUCTPUPOBAHBI 3 JIETANBHBIX HCXOJa Ha (oHE Tepamuu, W3 HUX 2 — Ha (QOHE Tepamuu
HWIOTUHUOOM U 1 — Ha (oHe JledeHnss UMaTUHUOOM. Y 3 MalueHTOB JIeTaJIbHBIA HCXO] HACTYIIHII
6osee yem uepes 28 qHEl noce NpeKpalieHus Tepanuu ucciieayeMbIM mpenaparom (1 — B rpymme
HWIOTUHUOA U 2 — B rpyIle UMaTUHUO0A).

Y 4 manueHToB, TONYYaBIIMX JIeUCHHE HUJIOTHHHOOM, OTMEYEHO YBEIMUYCHHE WHTEpBaia
QT >450 mc na 8 cyrku. YBenuuenue QT >480 mc Ha ¢oHe Tepanmuu HUIOTHHMOOM He
3aperucTpUpoBaHo. Y 8 MalMEeHTOB, MOJIyYaBIIUX HUWIOTHHUO, OTMEUEHO YBEJIMUEHNE UHTEpBajIa
QT > 30 mc ot ucxomuoro 3HaueHus (7,9 %). Ha ¢one Tepanuu HWIOTHHHOOM HE OTMEYEHO
yBenuueHus uatepsaia QT > 60 mc.

Pe3roMe HeXeIaTeIbHbIX PEeaKIni

HI nepeuncneHs! HUXKeE IO OpraHaM U CUCTEMaM € YKa3aHHEM YacCTOThI MX BO3HUKHOBEHMS: OUEHB
gacto (> 1/10), wacto (> 1/100, o < 1/10), Heuacto (> 1/1 000, o < 1/100), penxo (> 1/10 000,
HO < 1/1 000), ouens peakxo (< 1/10 000), yactora Heu3BecTHA (Ha OCHOBAHUU HMEIOIIUXCS
JAaHHBIX OLIEHUTh HEBO3MOXHO).

Yactora pa3zsutus Hf, ormeuaembix Oosee uem B 5 % ciaydaeB, IpeAcTaBiIeHa B CKOOKaX.
Hugpexyuu u unsazuu:

Yacto — @omukynutr, HHQEKIUH BEPXHUX JbIXaTEJNbHBIX MyTed (BKIIOYas (QapuHTHT,
Ha30()apUHTUT, PUHUT);

HeuacTto — mHeBMOHMS, OpOHXUT, MH(EKIIMN MOYEBBIBOAIINX MTyTel, repreTndyeckas HHPEKIHs,

KaHJUA03 (BKJItOYask KaHI1/103 POTOBOM MOJIOCTH), TACTPOIHTEPUT;
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COOTBETCTEYET IKCINEPTHC( 'H-' OTUYETY
oT 30.07.2024 M= 1565

OC A OCTS 00
YacTtoTa HEW3BECTHA — CEIICHC, ITOIKOKHBIH a6cue<!_cl “a g_t;,l B E%@er it CTI/I

(bYypYHKYIIBI, MUKO3 TJIaJIKOM KOXKH CTOI, peaKTHBAalUs BUpyca renatura B.
Hobpokauecmeennvie, 310KauecmeenHvle U HeYyMOUYHEeHHble HOB000PA308aAHUS (6KIIOYAS KUCTbL U
nOUNGL).

Yacto — nanmisioMa KoxH;

Yacrora HEeU3BECTHA — MAMKUIUIOMA CIIM3UCTONW OOOJIOYKH MOJIOCTH PTa, MApaPOTCHHEMHUSI.
Hapywenus co cmoponul Kpo6u u tumgpamuueckou cucmembl.

Ouenb yacto — Tpombouuronenus (30 %*), neiitponenus (31 %*), anemus (11 %*);

Yacro — nelikoneHusi, 303uHopmins, ¢pedpuibHas HEUTPONICHUS, TAHIIUTOIICHUS, TUMQOTICHUS;
Yacrora HEU3BeCTHA — TPOMOOLIUTEMHSL, TEUKOIIUTO3.

Hapywenus co cmoponsl uMMYHHOU cucmembl.

YacToTa HEeM3BECTHA — TUIIEPUYBCTBUTEIBHOCTbD.

DOHOOKpUHHbLE HADYULeHUSL:

HeuacTo — runeptupeos, ranoTupeos;

Yacrora HEU3BECTHA — BTOPHYHBIN TUIIEPIIAPATUPEO3, TUPECOHUTUT.

Hapywenusa memabonuzma u numarnus:

Ouenb yacto — runodocdaremus (BKIrO4as cHuxeHHe Gpochopa KpoBH);

Uacto — cHmwkenue ammeruta (8 %), HapymIeHUs BOJHO-3JICKTPOJIUTHOrO OanaHca
(TMIOMarHueMus, THIECPKATUEMHEs], THUIOKAJIHNEMHs], THUIIOHATPUEMUS, THUIOKAIBIIUEMUS,
TUTEepKaIbIUEMUs, runepdocdaremusi), TUMEePTIINKEMHUSI, caxapHbIi nualer,
TUIEPXOJIECTEPUHEMUS], TUTIEPIUTTUAECMHUS, THIIEPTPUTTULIEPUIEMUS;

Heuacro — monarpa, geruaparaius, MOBBIIICHNE alIeTHTa, TUCIATHICMUS;

YacToTa HEM3BECTHA — THIIEPYPUKEMUS, TUTTOTITUKEMHUSL.

Tcuxuyeckue napywenus:

YacTo — genpeccusi, 06CCOHHUIIA, TPEBOKHOCTH;

Yacrora HEM3BECTHA — JIC30PUEHTAIINS, CITyTAHHOCTh CO3HAHUS, aMHE3Hs1, TUCPOPHSL.
Hapywenus co cmoponul nepénoti cucmemoi:

OueHnb yacTo — rojioBHas 60b (15 %);

YacTto — rooBoKpyx)eHue, nepudepudeckas HeiponaTus, TUIIECTE3 s, MapecTe3us;

HeuacTo — BHyTpHUepenHoe KpOBOU3IUSHIE, HIIEMUYECKUI HHCYIIBT, IIPEXO/IAIIee HapyIICHnE
MO3TrOBOTO KpOBOOOpaIieHusi, MHQapKT MO3ra, MHUTPEHb, MOTEpsl CO3HAHMUS (B TOM 4YHCIIE
CUHKOIIE), TPEMOP, HAPYIICHHE KOHIIEHTPAIIMU BHUMAHUS, TUTIEPECTE3 NS,

YacToTa HEHM3BECTHA — OCTPOE HAPYIIEHHE MO3TOBOTO KPOBOOOpAIEHHs, CTEHO3 Oa3HIISPHOM
apTepuu, OTE€K MO3Tra, HEBPHUT 3PUTEIBHOTO HEPBa, 3aTOPMOXKEHHOCTH, JM3ECTE3Us, CHHIPOM

«DECIIOKOWHBIX) HOT.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 30.07.2024 N= 15655

(NOCNEQCBATENEHOCTE 0003)

Hapywenus co cmoponvl opeana 3penus:

Yacto — BHYTPUTIIA3HOE KPOBOUIHSIHHIE, TIEPUOPOUTAIBHBIN OTEK, KOHBIOHKTHBHT, 3Y]I B T1a3aX,
CHHJIPOM «CYXOTO» IJ1a3a (BKJII0Yasi KCepoPTaIbMHIO);

Heuacro — yxynuienue 3peHusi, 3aTyMaHUBaHUE 3PEHHUS], CHUKEHHE OCTPOTHI 3PEHHUSI, OTEK BEK,
doroncus, runepemus (Ckiep, KOHBIOHKTHUBBI, TJIA3HOTO fA0JOKa), pa3ApaxkeHue rias,
KPOBOU3JIUSHNUE B KOHBIOHKTUBY;

YactoTa HEM3BECTHA — OTEK JUCKA 3PUTEIILHOTO HEPBa, JUILIONHS, CBETOOOS3Hb, IPUITYXJIOCTh
BeK, OsiepapuT, 60JIb B I1a3y, XOPUOPETUHONATHUS, AJJICPrHUY€CKU KOHBIOHKTUBHT, 3a00JI€BaHUS
CIIM3UCTON 000JIOUKH Tasa.

Hapywenus co cmoponuvl opeana ciyxa u iabupunma:

Yacro — BepTUro;

YacToTa HEeM3BECTHA — CHIXKEHUE OCTPOTHI CiIyXa, 00Jb B yIlIax, IIyM B yIIax.

Hapywenus co cmoponul cepoya:

Yacto — creHokapausi, apuTMus (BKJIIOYas aTPUOBEHTPUKYJSIPHYIO OJIOKaay, TperneTaHue
MpeICcepauii M IKEITYJA0YKOB, SKCTPACUCTOJIHMIO, TAXUKAPAHUIO, Opamukapauo, (GpuOpHILIIsSIuio
npencepauit), omyiieHue cepaiueouenus, yuiunenue natepsaina QT na DK

Heuacto — cepaeunas HEIOCTaTOYHOCTh, MH(MAPKT MHUOKap/Aa, HIlleMudeckas OOJie3Hb CepIla,
MOSIBJIEHUE IITYMOB B CEp/Ilie, IEPUKAPAUAIIbHBIN BBITNOT, IIUAHO3;

YactoTa Hew3BecTHa — HapyUIeHMs] (YHKIHMH SKEITYAOUYKOB, NEPUKAPIUT, CHUKEHHE (Ppakiuu
BbIOpOCa, Auactonnyeckas AucQyHKIms, OI0Kaaa 1eBoil HOXKU myyka ['uca.

Hapywenus co cmoponwt cocyoos:

Yacro — yBennueHue aprepuaibHoro nasieHus (AJl), «IIpHIMBbD» KPOBHU;

Heuacto — runepToHMYEeCKUU KpH3, OKKIIIO3US Mepudepuueckux apTepuil, mepeMeKaronasics
XpPOMOTa, CTEHO3 apTepuil KOHEUHOCTEH, 00pa30BaHKUE FeMaToOM, apTEPUOCKIIEPO3;

YacroTa HEM3BECTHA — TeMOpparuyecKuit Mok, cHmwkenue AJl, Tpom603, creHo3 nepudeprudeckux
apTepHil.

Hapywenus co cmoponsl OvixamenvHotli cucmemsl, Op2aHos8 epyOHOU KIemKU U CPeOOCMEHU.!
YacTto — onpllmika B MOKOE M MpU (U3UUYECKON HArpy3ke, HOCOBOE KpPOBOTCUYECHHE, Kalllelb,
TuCchOHHUS;

Hewacto — oTek Jerkux, TJEBPaJIbHBIM BBHITIOT, HWHTEPCTUIHMAIBbHBIC 3a00JIEBaHUS JIETKHUX,
TJIeBpasibHas 00JIb, TUIEBPUT, 0OJIb B 00JIACTH TJIIOTKU W/WJIM TOPTaHH, pa3apakeHHE CIU3UCTOU
000JIOYKH TJIOTKH;

YacroTa HeM3BECTHA — JIETOYHASI TUTIEPTEH3US, XPUTIBI, OOJIb BO PTY U TIIOTKE.

Kenyoouno-kuuieunvie HapyueHus:
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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Ouensb vacto — TomuoTa (20 %), 3amop (12 %) nnapeﬂ'zw:ll::"/zl)l,z% iéi II'E(J_“/_{J)_' %BJI :'ﬁ:lf;lc-'[%gHeﬁ

vacTu xuBota (5 %);

Yacro — nuckoMdopt B 007aCTH )KUBOTA, B3yTHUE KUBOTA, TUCIIETICHS, TUCTEB3US, TAHKPEATHT,
METEOPHU3M;

HeuacTo — KeNyI04YHO-KHIIIEYHOE KPOBOTCUCHUE, MEJICHA, U3BSI3BICHUE CIU3UCTONH OOOJIOYKH
MOJIOCTH PTa, TacTpodsodareabHbli pedIoKC, CTOMATHT, 00JIb B MHUIIEBOAE, CYXOCTh BO PTY,
TacTPUT, MOBHIIICHNE YYBCTBUTEIIBHOCTH 3yOHOM dMaIH;

Yactota Hew3BecTHa — mepdopanus IKEIyIOYHO-KHUIICUHBIX $53B, PETPOIECPUTOHEATHHOE
KPOBOM3JIUSIHUE, PBOTA C KPOBBIO, SI3Ba JKENY/KA, SI3BEHHBIA 330()aruT, 4acTHYHAsl KHUIEYHAsS
HENPOXOJUMOCTh, JHTEPOKOJHUT, TEMOPPOH, TIpbDKa MHUIIEBOJHOTO OTBEPCTUS AHadparMsi,
peKTaIbHOE KPOBOTECUCHHUE, THHTUBUT.

Hapywenus co cmoponuvl neuenu u scenueblo0auux nymel.

OueHpb yacTo — runepOmIUpyOuHEMus (BKIIOYAsl yBeIHUeHHUE OUTUpyOrHa KPOBH);

Yacro — HapymieHne (GyHKIUN TICUYCHU;

Hewacto — remarur, xenTyxa, TOKCHYECKOE TTOPAKCHHE TTCUCHH,

YacToTa HEM3BECTHA — XOJIECTAa3, TeaTOMET aJHsl.

Hapywenus co cmoporbl Kodcu u NOOKONCHbIX MKAHELL:

OueHb 4acTo — KOXKHas Chilib (28 %), KoxkHbIH 3y (24 %), anonerwst (9 %);

YacTto — TOBBINICHHOE TOTOOT/ICIICHHE B HOYHOE BpeMs, dK3eMa, KPalMBHHIIA, THIICPTHIPO3,
JIepMaTuT (alieprudeckuii, HKC(HONUATUBHBIA U YIPEeBUAHBIN), MOJKOXKHOE KPOBOU3IHSHHE,
aKHe;

Hewacto — skcdonmmaTtuBHas ChIb, MPUIYXJIOCTh JIUIA, JIEKAPCTBEHHAS CHINb, 0OJE3HEHHOCTh
KOXH, SKXUMO3BI,

YacTroTa HEW3BECTHA — IICOpUAa3, MHOTO(POpPMHAs JpUTEMa, y3JoBaTas JpUTEMa, sA3Ba KOXH,
CUHAPOM  JIQJOHHO-TIO/IONIBEHHONW JPUTPOAU3ECTE3UH, TMeTeXHH, (HOTOUYBCTBUTEIHHOCTD,
BOJIJIBIPH, KUCTA KOXKH, TUTIEPILIA3Us CATBHBIX XKelle3, aTpodust KOXKHU, N3MCHCHHE 1[BETa KOXKH,
HIeTyIIeHUE KOXKH, THITEPITUTMEHTAIUS KOKH, THITEPTPOPUS KOXKH, THIIEPKEPATO3.

Hapywenus co cmopoHuvl mbluieunoll, ckenemuoul u cOeOUHUmMenbHOU MKAHU!

Ouenb yacto — muanrus (10 %);

Yacto — aptpanrus (7 %), Meiednsii cra3m (8 %), 6omb B kKocTax (6 %), 60Jb B KOHEUHOCTSIX,
00JTb B TIOJIB3/IOIITHON 00JIaCTH, KOCTHO-MBIIIIEUHAst 00JIb (B TOM YHCJIE KOCTHO-MBIIIEUHAast 00JIb B
TPYAHOH KJIeTKe), 00Jb B CIMHE, 00JIb B 11Iee, 00JIb B OOKY, MBIIIIEUHas CI1a00CTh;

Hewacto — ckoBaHHOCTbH, OTEKH CYCTaBOB;

YacroTa HEn3BeCTHA — APTPUT.

Hapywenus co cmoponsl nouek u Mouesvbi800auux nymeii.
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ot 30.07.2024 N= 15655

(NOCNEQCBATENEHOCTE 0003)

YacTo — nosmakuypus;

COOTBETCTBYET ZKCNEPTHOMY OTUETY

HeuacTo — nu3ypusi, UMIiepaTUBHbIE MO3BIBBI K MOYEHUCITYCKaHUIO, HUKTYPHS;

Yacrora HEeM3BECTHA — TOYEYHAsI HEIOCTATOYHOCTh, TeMaTypHs, HeJlep)KaHUEe MOUH, XPOMATYPHSL.
Hapywenus co cmoponbl penpo0yKmusHoU cucmemsl U MOJTOYHBLX JiCEle3.

Heuacto — 60116 B rpyqHOM *Kele3e, THHEKOMACTUS, SPEKTUIIbHAS TUCHYHKIUS;

YacroTa HEeU3BeCTHA — YIUIOTHEHUE TPYAHBIX JKeJie3, MeHopparus, Ha0yxaHHe COCKOB.

Obwue HapywieHus: U peakyuu 8 Mmecme 66€0eHUs.

OueHb 4acToO — NOBBIIIEHHAs yTomisseMocTs (17 %);

Yacro —actenus (6 %), 3agepaxKa )KUAKOCTU U 0TeKH (6 %), TOBBIIIIEHHE TEMIIEpPaTyphI Tela, 00JIb
B Ipyau (BKIIIOYAsk HEKapIMOTEHHYIO 00JIb), TUCKOM(OPT B TpyAH, 00IIee HEIOMOTaHHE,
HedacTto — oTex nuia, rpaBUTAIIMOHHBIE OTEKH, TPUIIIONOIO00HBIA CHHIPOM, 03HOO, ONIyIIEHUE
W3MEHEHHUs TeMIepaTypbl Tena (YepeqoBaHHE «OILIYIIECHUS XKapa» M «OLIYIIECHUS XOJ0Ja»);
YacroTa HEM3BECTHA — JIOKAIBbHBIN OTEK.

Jlabopamopuvie u uHcmpymenmanbHvle OaHHble:

O4eHb 4acTo — yBEMTMYCHUE aKTHBHOCTH «II€UYCHOYHBIX» TPAHCAMUHA3, YBEIHUCHHE aKTUBHOCTH
Jauna3bl KpPOBH, YBEIMYEHHE KOHIEHTPALMU XOJIECTEPHHA JHUIONPOTEMHOB KpOBH (B T.U.
JUTONPOTENHOB HHU3KOH M BBICOKOM IUIOTHOCTH), YBEIWYEHHE KOHLIEHTPAUU OOIIero
XOJIECTEPHHA, YBEIMUCHNE KOHIIEHTPAIIMY TPUTIUIICPUIOB KPOBH;

Yacto — yMeHbIIIEHHE KOHIIEHTPAIUN TeMOTJIO0MHA, YBEINYCHNE aKTHBHOCTH aMUJIa3bl, TaMMa-
riyraMuHTpaHcdepaspl,  KpeaTuHPochHOoKMHa3bl,  LIENOYHOW  ¢ocdaraszpl,  yBeIHMUEHHE
KOHIIGHTPAallMM HWHCYJIMHAa B IJJa3Me€ KpPOBH, YMEHbBIIEHHE WJIM YyBEIMYEHHE Macchl Tela,
YMEHBIICHNE KOHIIEHTPAINH TJI00YJIHHOB B KPOBH;

Hewacto — yBenuueHWe AaKTHBHOCTH JIAKTATIETHUAPOTEHA3bl, YBEIMYEHUE KOHIICHTPAIHH
MOYEBHHBI B IIJIa3Me KPOBH;

YacToTa HEM3BECTHA — YBEIMUYEHHE KOHIIEHTPALMU TPOIIOHUHOB B I1a3Me KPOBH, KOHLIEHTPALIH
HEKOHBIOTHPOBAHHOTO OMIIMPYOHMHA, yMEHBIIIEHNE KOHIICHTPAlMN HHCYIMHA U C-TIenTHIa KPOBH,
yBEJIMYEHUE KOHIIEHTPAIMY TTapaTTOPMOHA B TIIa3Me KPOBH.

Tabruya 3. OTkIoHEHHs 1a00pAaTOPHBIX TApPaMETPOB OT HOPMBI 3 U 4 CTEeNIeHU

HA Ph*  XMJI npu  pe3sUCTEHTHOCTH  WIH
HEINIEPEHOCUMOCTH NPEAIIECTBYIOIIEH Teparuu

Xponuueckas dasa, % ‘ daza akcenepanmn, %

T'emamonocuueckue napamempbvl

Hefitponenus 31 42
TpomOGounToneHus 30 42
AHemus 11 27

Buoxumuueckue napamempbol

YBennueHue KOHIEHTpauuu KpeaTHHUHA 1 <1
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VBennueHue akTUBHOCTH JIUIIA3bI 18 TITEHLEA g TBAUL TE U]
VBenuuenue aktuBHocT ACT 3 2

VBenuuenue aktuBHocTH AJIT 4 4
I'mnodocdaremus 17 15

YBenuueHne KOHIEHTpaIuy 001Iero 7 9

ounmpyOuHa

YBenuueHne KOHIEHTPALUH [ITF0KO3bI 12 6

YBenudeHne KOHIICHTPAIIUU XOJIECTEpUHA Her manabix Het manabix
VYBenuyeHue KOHIEHTPAUuU Het nanurix Het nanneix
TPUTIIMIICPUIOB

OtMeHa Tepanuu y mammeHToB ¢ Ph™ XMJI B xpoHuueckoi dase, JOCTUTIIHMX cTaOUILHOTO

oyookoro MO

[Ipu oTmeHe Tepanuu HUJIOTUHUOOM IMPHU MOMBITKE JOCTHXKEHUS PEMUCCHUU 0€3 JICYCHUSI MOTYT
Oojee 4acTo, 4eM JO OTMEHBI Tepaluu, BOSHUKATh cieayrommue HSl: cuMnTomsl co CTOPOHBI
CKEJICTHO-MBIIICYHOW CHUCTEMBI, TAKHE KaK MHAITHS, 00Jb B KOHEUHOCTSX, apTpajirus, 00Jib B
KOCTSX, 00JIb B IO3BOHOYHUKE MM CKEISTHO-MBIIIEeUHAas 00JIb.

B xnmHMYEecKOM HcclieJoBaHUU B TEUEHHUE TOJa 1MOCcae OTMEHbI Tepanuu y 42,1 % manueHToB ¢
PE3UCTEHTHBIM K Tepanuu uMatuanOoom Ph* XMJI B xpoHuueckoii (asze oTMeUanuch CUMITOMEI
CO CTOPOHBI CKEJIETHO-MBIIIEYHOM CHUCTeMBbI 1O cpaBHeHUIO ¢ 14,3 % Ha NOPOTHKEHUH
MPEIBIIYIIErO TOJa TePATUU HIJIOTHHHOOM.

OmnbIT IIPUMCHCHUS B KIIMHAYECKON IIPAKTHUKEC

Ha ¢one Tepanuu HuimotuHMOOM oTMevanuch cieaytomue HS Ge3 ykazaHuil Ha NMpUYUHHO-
CJIEZICTBEHHYIO CBf3b C IpUMEHeHHeM HuJoTMHHOa (yactora HSl He ycraHOoBieHa): ciydau
CHUH/JPOMA JIM3HCA OIYXOJIH, ITapajany JIMLEBOIO HEPBA.

* -3 u 4 crenenp Tsxkectu no kinaccupukauuu CTCAE (Common Terminology Criteria for
Adverse Events) y maigeHToB ¢ BHOBb JuarnoctuposanibiM Ph* XMJT B xponunyeckoit ¢ase.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare O MNOAO03PEBAEMBIX HEKEJIATEIbHBIX PEAKIMAX IOCIE PETUCTpalUy
JIEKapCTBEHHOI'0 Tperapara ¢ 1eIbl0 00ecnedyeHrs HeNpepbIBHOIO MOHUTOPUHIA COOTHOILIEHUS
«I0JIb3a — PHUCK» JIEKaPCTBEHHOIO Mpenapara. MeIuIuMHCKUM paOOTHHKAM PEKOMEH]yeTCs
coolmarte O JOOBIX MOJ03PEBAEMbIX HEXKENATENbHBIX PEeaKIMIX JEKApCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHbIE CHUCTEMbI COOOIIEHHS O HEXKEATeNbHBIX PEaKIHUSIX IOCy/l1apCTB — YICHOB

EBpazniickoro 3K0HOMHUYECKOr0 COr3a.

Poccuiickas @enepanus

OdenepanbHas ciryx0a 1mo Haa30py B cdepe 3apaBooxpaHenus Poc3npaBaanzop
Anpec: 109012, Mocksa, CnaBstHCKast 1J1011a,1b, 1. 4, cTp. 1

Temedon: +7 (800) 550-99-03
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OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALIMOHHO-TEJIEKOMMYHUKAITUOHHON ceTH «HaTepHeT:

www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMnTOMBI

Coo01manoch 0 €IMHUYHBIX CllyyasX HaMEpPEeHHOH Mepelo3UpOBKU IpenapaToM, B KOTOPBIX
OCYILIECTBIISJICSI IPUEM HEYCTAaHOBIECHHOTO KOJIMYECTBA KallCyJl OZHOBPEMEHHO C AJIKOTOJIEM U
JpPYTMMH JIEKapCTBEHHBIMHM cpeacTBaMu. OTMeuanoch pa3BUTHE HEHUTPONEHUHM, PBOTHI U
connuBocTd. M3menennii OKI' u npu3HAKOB TOKCHYECKOTO MOPAKEHUS MEUYEHU OTMEUYEHO HE
6bu10. Bo Beex ciyyasix 0TMe4anoch BbI3JOPOBIICHHE.

Jleyenue

B cnyuae nepenosupoBku npenaparom HunmornHun® HeobOxoaumo obecrneuuTh HAONIOACHHUE 32

ManuCeHTOM, a TaKKC IIPUMCHUTH COOTBECTCTBYIOITYIO CUMIITOMATUYCCKYIO TCPAIINIO.

5. PAPMAKOJIOTUYECKHWE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOIicTBA

dapmakoTepareBTHIECKas TPYIIa: IPOTUBOOITYXOJIEBBIE CPENICTBA; MHTHOMTOPHI MPOTEHHKUHA3;
uHrHOuTOpHI TUpOo3uHKUHa36l BCR-ABL.

Kox ATX: LO1EAO3

Mexanusm ngeiicTBus

Hunotnnu6 s¢ppextuBHO MHrHOMpPYET THPO3UHKHMHA3HYI0 akTUBHOCTh BCR-ABL onKonpoTenHa
KJIETOYHBIX JIMHUA M TMEPBUYHO MOJIOKUTENBHBIX 110 (unanensduiickoir xpomocome (Ph*)
JIEMKO3HBIX KJIETOK.

[Ipenapar o0nagaeT BHICOKMM CPOJACTBOM K y4dacTkam CBs3biBaHUsI ¢ AT® u, Takum oOpazom,
OKa3bIBaeT BbhIpakeHHOE MHruoupymoiee BausHue Ha BCR-ABL oHkonpoTenH IuUKoro Tuma, a
TaKXe JEeMOHCTPUPYET aKTUBHOCTh B OTHOLIEHHUU 32 U 33 OCHOBHBIX MMATHHUO-PE3UCTEHTHBIX
myTaHTHbIX (popm BCK-ABL-Tupo3unkuHa3el, 3a uckiaoueHuem T3151 myraunu. Hunotnnuo
CEJIKTUBHO WHTHOUpYeT Hpojudepannio U WHAYUUPYET arnonTo3 KIETOYHBIX JMHUK u Ph-
MOJIOKUTETBHBIX JICHKO3HBIX KJIETOK Y TTAIMEHTOB C XPOHUYECKUM MHUeIoeiko3om (XMJI).
HunotuHn® He oKasbIBaeT WM OKa3bIBaeT HE3HAYUTEIbHOE BIIMSHHE Ha JPYrde H3BECTHBIC
NPOTEUHKHUHA3bI (BKIIIOYAs KMHA3y OEJIKOB ceMelcTBa Src), KpoMe KWHa3, MMEIOIIUX PeLenTophI
K ¢axropam pocra TpombommtoB (PDGRF), KIT-, CSF-1R, DDR-peuentopsr u 3ppuHOBBEIC

PELenTOpHI.
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OC OB HOCTH Q003
NHrnbupoBanre MpOTEHMHKWHA3 JTAHHOTO THIA HpOchbﬂm"MJ}ﬁggﬂmx Epelli‘apﬁa B

peaesiax JAMana3oHa TEepaleBTHUYECKUX 103, PEKOMEHAOBaHHBIX g JjedeHus XMJI npu
[EPOPAILHOM IpUEME.

Ha done Tepanuu HunoTuHKO0M B 103€ 400 Mr 2 pa3a B CyTKH y B3pOCIbIX manueHTos ¢ Ph™ XMJI
B XPOHUYECKOM (haze mpu HEepEeHOCUMOCTH WIIH He3(DPEeKTUBHOCTH MPE/IIECTBYIONICH Teparuu,
BKJIIOYass MMAaTUHHUO, 4acTOTa JOCTHUIKEHHUs OOJIBIIOrO HUTOTCHETUYECKOTO OTBETAa COCTaBMIIA
59 %, mpuyeM 3TOT OTBET JOCTUTAICS JOCTATOYHO OBICTPO — B TE€UEHHUE MEPBBIX 3-X MECALEB
Tepanuu (MeanaHa — 2,8 Mecslla) U COXpaHsycs Ha poHe MPOJOHKAIOIIErocs MpreMa rnpemnapara
(B Teuenue 24 mecsneB) y 77 % nanuenTtoB. O011as BBDKUBAEMOCTh uepe3 24 Mmecsiia Tepanuu
cocrasuna 87 %.

[Ipu npuMeHeHrn HUIOTHHUOA B 03¢ 400 Mr 2 pa3a B CYTKH y B3pOCIbIX manueHToB ¢ Ph™ XMUJI
B (haze akcenepanuu Mpu HEMEPEHOCUMOCTH UM PE3UCTEHTHOCTH K MPEALIECTBYIOIIEH Tepanuu,
BKJIOUass UMATHUHHO, 4acTOTa JOCTHXKEHUS MOJHOTO IeMaTOJIOTHYEeCKOr0o OTBETa COCTaBIIsAJA
55 %, mpUYeM 3TOT OTBET JIOCTUTAJICS JOCTATOYHO OBICTPO — B TEUEHUE NIEPBOT0 MECALIAa TEPATUU
(MemuaHa — 1 MecsIr) — 1 COXpaHsIICs Ha (POHE TIPOIOJDKAOIIETOCS IMpreMa rpenapara (B TeueHue
24 mecsneB) y 49 % mainueHTos.

YacroTra IOCTHXKEHHUSI OONBIIOrO IIMTOT€HETUYECKOro OTBeTa cocraBuina 32 %, U 3TOT OTBET
coxpassuics y 66 % mnanueHToB IpU IPOJOJDKAMOIIEMCs IpueMe mpernapara (B TeueHue 24

MECSIIEB).

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

Abcopbrus

Cpennee BpeMsi JTOCTHIKEHUSI MAKCUMAIbHOM KOHIICHTPAI[MH HUJIOTUHHOA B T1a3Me KPOBHU (tmax)
COCTaBIISIET OKOJIO0 3 4. AOcopOIHst HIITOTHHIOA ITOCIIe IEPOPATBHOTO IPUMEHEHHs - 0Kou1o 30 %.
AbcomoTHas OGMOJOCTYITHOCTh HIWJIOTHHUOA He onpeneneHa. [lo cpaBHEHHIO ¢ pacTBOPOM JJis
nepopansHoro npuema (pH ot 1,2 1o 1,3), oTHocuTeNnbHas OMOOCTYITHOCTD Karcysl HUJIOTUHUOA
coctapisieT mpumepHo 50 %.

VY 310poBbIX 10OPOBOJIBIEB MPU OJHOBPEMEHHOM MpUEME IpenapaTa ¢ MUIIeH MakcUMallbHas
KOHIEHTpalus (Cmax) U IUIOIAAb MOJ KPUBOHM «koHIEeHTpanus — Bpems» (AUC) HuimoTuHubOa
nosbimanuck Ha 112 % u 82 %, cOOTBETCTBEHHO, IO CPABHEHUIO C IPUMEHEHHEM HMJIOTHHHOA
Hatomak. [Ipumenenune mpemnapara depe3 30 MUH WiIM 2 4 MOC]E€ TpUEMa MUY MOBBIIIAIO
O6uomocTymHOCTh HUIOTHHUOA Ha 29 % u 15 %, COOTBETCTBEHHO. Y MAIlMEHTOB, MEPEHECIINX
TOTQIbHYI0 MJIM YaCTHYHYIO TacTPIKTOMHIO, BCAaChlBaHWE HHJIOTUHHOA (OTHOCUTEIbHAS

OMOJIOCTYITHOCTh) CHIYKAETCS MPUOIU3UTENHHO Ha 48 % u 22 %, COOTBETCTBEHHO.
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OnHokpaTHOe TpuMeHeHHe 400 Mr HHIOTHHMOA B 13':151';'::bllét%(c;ﬁéﬁﬁg%tgqfé%ﬁﬁ% O kke

SI0JIOYHOTO TIIOPE COJEPKUMOTO NBYX Karcyl mo 200 Mr OMOIKBHBAJIIGHTHO MPHUMEHEHUIO 2
MHTAKTHBIX Karcys no 200 mr.

Pacopenenenue

CoOTHOIIICHHE KOHIICHTpAIlid HUJIOTUHUOA B KpOBH | 11a3me coctasisieT 0,71. CBs3b ¢ OenkaMu
I1a3Mel IN VItro cocraeiset okoo 98 %.

B paBHOBECHOM COCTOSIHUM CHUCTEMHAs! SKCIIO3UIM HUJIOTHHIOA Obu1a 10303aBUcUMOi. O1HAKO
NpyY NPUMEHEHUM Ipernapara B J103e, npesblimaronieii 400 mMr 1 pa3 B CyTKHM, MOBBIIIEHUE
9KCIO3UIMN HUJIOTUHUOA B 3aBUCHMOCTU OT YBEIHYEHHUS J03bl Mpenapara ObLIO BBIPAXKEHO B
MeHbliel creneHd. CyTouyHas TIJIa3MEHHAs KOHLIEHTpPAIMs HWIOTHHHOA B PAaBHOBECHOM
cocrosiHuM Obuia Ha 35 % Bele npu npuMeHeHUH B go03e 400 mr 2 pasa B CyTKH, YeM IIpH
npumenenuu B o3¢ 800 mr 1 pa3 B cytku. AUC Hunotunu6a npu npueme B q1o3e 400 mr 2 pasa
B CyTKH Oblia mpubnuzutensHo Ha 13,4 % Bblllie TakOBOM MpH MPUMEHEHUU TpernapaTa B 03€
300 mr 2 pa3a B cyrku. [Ipu npueme npenapara B Teuenue 12 mecdiueB BHyTpb B 103e 400 mr
2 pa3a B CyTKM MUHHUMaJIbHasi © MaKCUMaJIbHAs! KOHLIEHTpayu HUIoTHHNUOa Ha 15,7 % u 14,8 %
OBLIIM BBIIIE TAKOBBIX TP MpUMEHEHUH npenapata B go3e 300 mr 2 pa3a B CyTKH, COOTBETCTBEHHO.
He Obu10 OTMEUEHO 3HAYUTENHLHOTO YBEJIIMYCHHS PABHOBECHON KOHIIEHTPALMKU HHUJIOTHHHOA MPU
noBbIeHnu 10361 ¢ 400 mr 2 pasa B cytku 10 600 mr 2 paza B CyTKH.

[InasmeHHast 3KCHO3MLMS HUJIOTUHUOA B MEPHOJ MEXKIy NPUMEHEHHEM NEepBOH J03bl U
JOCTH>)KEHHUEM PABHOBECHOM KOHIIEHTPALMM IMOBBIIIAETCS MPUMEPHO B 2 pas3a MpU INpUEMe
npenapara OJMH pa3 B CyTKM M B 3,8 pa3 mpu mnpueMe JABa paza B CyTKU. PaBHOBecHas
KOHIEHTpalus JOCTUTajlach K 8-My JHIO.

buorpancdopmarms

Y 370pOBBIX JOOpPOBOJBIIEB OCHOBHBIMU IYTSMH MeTa0OJIM3Ma HUJIOTUHUOA SBISIOTCS
OKHUCJICHHE M THUAPOKCHIMPOBaHHE. B mia3zMe KpoBH HUJIOTHHUO HUPKYTUPYET B OCHOBHOM B
HEM3MEHEHHOM Buje. Bce wMeraboauTel  HWIOTHHHMOA  00Jagal0T  HE3HAYUTEIHHOU
(hapMaKoJIOTHIECKON aKTUBHOCTBIO.

DJIMMUHAIMS

[Tocne oHOKPATHOTO MPUMEHEHHUsT HUJIOTUHUOA y 3J0pPOBBIX 100poBOmbIEeB Ooiee 90 % m03bl
BBIBOJIUTCS B TEUCHHE 7 JIHEH B OCHOBHOM ¢ KajioM. 69 % mpenapara BEIBOAUTCS B HCH3MECHCHHOM
Buje. Ileproa moyBBIBEEHUS NP MHOTOKPATHOM MPUMEHEHHH CYTOYHOM JIO3BI COCTABIISII
npuOIM3UTENBHO 17 4.

[Tpu npUMeHEeHNN HUIOTUHUOA y MAIIMEHTOB ¢ HAPYIIEHUSMU (YHKIIMH MEYSHH HE OTMEUYAIOCh
3HAYUTEIIEHOTO U3MEHEHUS (PapMaKOKHHETHICCKUX ITapaMeTpOB HUJIOTHHUOA. [Ipu 0 THOKpaTHOM

npueMe npernapara Habmoganock cHmwkeHne AUC nunotunu6a Ha 35 %, 35 % u 19 % y
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CpaBHEHHIO C MAIMeHTaMH 0e3 HapyIIeHuH QyHKIUH ne4eHn). Cmax HIIOTUHUOA B paBHOBECHOM
COCTOSIHMM yBennuuBanachk Ha 29 %, 18 % u 22 %, COOTBETCTBEHHO.
WNunuBunyansHsle pa3nuuus (apMaKOKHHETUKH CPEOH MAIMEHTOB OBIM OT yYMEPEHHBIX JI0

BBIPpAKCHHBIX.

6. PAPMAIIEBTUYECKHUE CBOVMCTBA
6.1. Ilepeyenb BcnoMoraTeibHbIX BellleCTB

CoiepKMMOe KaIlCyiIbl

JlakTO3BI MOHOTHIPAT
Kpocnosunon

ITonokcamep 188

Kpemuust 1MoKcu1 KOJITOUAHBIN
Maruus creapar

TBepaad xkenlaTHHOBAd Karcynua

Kematun

Turtana auokcun (E171)

6.2. HecoBMmecTUMOCTH

He npumennmo.

6.3. Cpok roqHocTH (CPOK XpaHeHus )

2 roza.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHUHU

XpaHuTb 1pu Temreparype He Boiie 25 °C.

6.5. XapakTep u cofep:kaHHe NEPBUYHOI YIAKOBKH

[To 28, 40, 112 wumm 120 xancyn B OaHKy M3 TMOJMITHICHA BBICOKOW IJIOTHOCTH C
3aBUHYMBAIOIIMMUCS KPBIIIKaMHU U3 MOJIMIIPOIIUIIEHA C OCYIIUTEIEM UK 0€3 HETro, C 3alIUTON OT
netei uim 6e3 Hee, ¢ KOHTPOJIEM MEePBOT0 BCKPBITUS WK O€3 HETO.

ITo 1 Ganke BMecTe C JIMCTKOM-BKJIAABIIEM IMMOMCHIAIOT B MMAYKY U3 KAPTOHA.

6.6. Oco0ble Mepbl NPEIOCTOPOKHOCTH TNPH YHUYTOKEHHHM  HCIOJH30BAHHOIO
JIEKAPCTBEHHOr0  Tpenapara MJH  OTXO0J0B, MOJYYEHHBIX IOCJe MNpPUMEHEHHUs!
JIEKAPCTBEHHOT0 Mpenapara u Apyrue MaHUIYJISIAHU ¢ MPeNnapaTom

Bech ocraBmmiics JeKkapCTBEHHBIN TpenapaT U OTXO/IbI CICYET YHUUITOXKHUTh B YCTAHOBJICHHOM

MOPSIZIKE.
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7. JEPNATEJb PETUCTPAIIMOHHOIO VIOETOBEPERIE =Y T5 1003)

Poccniickas @enepanys

000 «<-AMEJIAPT»

109316, r. MockBa, Boarorpajackuii mpocnekT, a. 42, k. 24, stax 2, koM. 11.1
Ten.: +7(495)-741-46-65

®axc: +7(495)-741-46-65

Anpec snekTponHo# moutsl: info@amedart.ru

7.1. llpencraBuTeib AepKaTessi PEriCTPAMOHHOIO YA0CTOBEPEHUs

[Iperen3zun HOTDC6HTCHCﬁ HaIIpaBJIATH I10 aApPECY.

Poccniickas @enepanvs

000 «<-AMEJJIAPT»

109316, r. MockBa, Bonrorpaackuii mpocrekT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec anektponHoit moutsl: info@amedart.ru

8. HOMEP PETUCTPAHMOHHOI'O YAOCTOBEPEHUA

9. JATA MEPBUYHOM PEITICTPALIMHN (IIOATBEPXJIEHUA
PEI'ICTPALIMU, TIEPEPEI'UCTPALINN)

JlaTa nepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OOmiast ~ XapakTepuCTUKa  JIeKapCTBEHHOro  mpemnapata  HuiotuHuO  gocTynmHa — Ha

MH(pOPMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMAaLMOHHO-

KOMMYHUKaImoHHoM cetu « HTepHEeT» http://eec.eaeunion.org/.
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