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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFOTIPERAPATA 1004

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA
Hunotuau6, 150 Mr, Kamncyisl.

Hunotuau6, 200 Mr, KamncyJisl.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JlelicTBylOIII€E BEIIECTBO: HUJIOTHHHO.

Hwiornan6, 150 Mr, Karcyusl

Kaxnas xancyna cogepxur 150 Mr Hunotunuba.
BcmomorarenbHbie BelecTBa, HATMYHE KOTOPBIX HA/I0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: Jlaktosa (cM. pasuen 4.4).

Hwiorran6, 200 Mr, Karcyusl

Kaxnas xancyna cogepxut 200 Mr HWIOTHHHOA.
BcrnomorarenbHbie BelecTBa, HATMYHE KOTOPBIX HAJ0 YYUTHIBATH B COCTAaBE JICKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasuen 4.4).

ITomubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Karncynel.

Hwiornan6, 150 Mr, Karcyusl

TBEpabIe xKenaTHHOBBIE KarCyibl Oesoro meeta, pazmep Ne 0. CopepKuMoe Karcyit: MOpOIIoK
KOPHYHEBO-KEJITOTO I[BETA.

Hwiornan6, 200 Mr, Karcyuasl

TBEpaple >kenaTHHOBbIE Karcybl Oenoro nsera, pazmep Ne 00. Coaepxkumoe Karcyii: HOpOLIOK

KOPHUYHCBO-KCJITOTO LIBCTA.

4. KIMHUYECKHUE JJAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHUIO

[Tpenapatr HunotnHu6 nokaszaH K IPUMEHEHHUIO TOJIBKO Y B3POCIBIX MO MOKA3AHUSIM:

. BriepBbie BBISBJICHHBIN TOJOKHUTENBHBIN M0  (Quitanensduiickoin xpomocome (Ph*)
XpOHUYECKH MuenouaHbii neitko3 (XMJI) B xpoHnueckoil (haze y B3pOCIbIX C BOZMOXKHOCTBIO
OTMEHBI TEpaluu NpU CTaOWIBHOM TIIyOOKOM MoJjekynspHoMm orBere (MO) Ha ¢done Tepanuu

HUJIOTUHHUOOM Ha MPOTSHKEHUU 3 JIeT.
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(Ph* XMJI) B xpouuueckoii ¢aze u ¢ase axcelepalud y B3pOCIBIX IIAlMEHTOB IIPH
HETMEePEeHOCUMOCTH HJIM PE3UCTEHTHOCTH K MPEIIISCTBYIONICH Tepanuu, BKIIOYask UMaTUHUO, C
BO3MOXKHOCTBIO OTMEHBI T€paNuu Mpu CTaOMIBHOM IIyOoKOoM MoJekyisipaoMm oteete (MO) Ha
¢doHe Tepanmuy HWJIOTHHUOOM Ha TPOTSHKEHHH 3 JIET MOCJEe CMEHBI JICYCHUS] UMAaTUHHOOM Ha

HWIOTHHUO.

4.2. Pe:kuM 103MPOBaHUS M CIOCO0 NPUMeEHEeHUs!
Tepamnuio A0MKEH MPOBOJIUTH Bpad, UMEIOIIMM OINBIT B AUArHOCTUKE M JIEUEHUU IaLUEHTOB C

XMIJIL.

PexxnM 1o3upoBaHus

B cinywae mpomycka oyepenHoN 103bI HE CIIEAyeT MNPUHMMATh Ipernapar JOTMOJHUTEIHHO,
CJIEYIOILYIO 03y MPUHUMAIOT B HA3HAUYEHHOE BPEMSI.

[Tpenapatr Hunotunu6 mnoctyneH B ABYX 103upoBKax: Karcynbl 150 mr u 200 wmr.

[Tpu HeoOX0IMMOCTH KOPPEKLMH J03bl Ipenapara 10 He KpaTHoi 150 mr, ciaenyeT npuMeHsTh
npenapat HunotunuO, kancynsl, 200 mr.

ITepen Hauanom, yepes 7 IHEW MOCIIE HaYalla U B MPOLECCE JIEYEHUS MpenapaToM PeKOMEHIYETCs
npoBoauth DKI -uccnenoBanue.

[lepen mnpuMmeHeHHeM IMpemapaTa MHpU HEOOXOIUMOCTH CIEAYeT MPOBOAUTH KOPPEKIIHIO
TUIIOMarHMeMUU M TUIIOKaTMEeMUU. B mporecce jieyeHuss peKOMEHIOBAaHO KOHTPOJIMPOBATH
COJIepKaHue KaJlisg U MarHus B CHIBOPOTKE KPOBH, OCOOCHHO y MAIIMEHTOB C PUCKOM Pa3BUTHS
MeTaboIMYECKUX HapyLIEeHHUI.

Ha ¢one mnpumeHeHHss HUIOTHHHMOA OTMEUANOCh YBEIWYEHHE KOHIEHTPALMU OOIIero
XOJIECTepHHA B CBIBOPOTKE KPOBH. PekoMeHI0BaHO OMpeAensTh TUMUAHBIN NPoQuiIb 10 Havyana
Tepanuy HUJIOTUHUOOM, a Takke uepe3 3 U 6 MecsIIeB Mociie Havyalla JICUeHHUs] 1 MUHUMYM | pa3 B
roJ1 P JJIUTETLHOM TPUMEHEHUH.

Ha ¢one npuMeHeHuss HUIOTUHNOA OTMEYAIOCh YBETMYEHHNE KOHIIEHTPAIMH TIIFOKO3bI B TIa3Me
KkpoBu. CrieryeT OlleHUBATh KOHIIEHTPALIUIO TJIFOKO3BI B [JIa3Me KPOBH JI0 Havyasia JIeYeHUs, U Ipu
HEO0OXOIMMOCTH BO BpeMsI JICUCHUST HUJIOTHHHOOM.

BcenencTBue pucka pa3BUTHSA CHHIpOMA JIM3MCA OIYyXOJH Tiepel NMPUMEHEHHEM IperapaTa
CleyeT MpU HEOOXOIUMOCTH CKOPPEKTHUPOBATH KIMHUYECKH BBIPAKECHHYIO JETHIPATAIMI0 U
MOBBIIICHHYIO KOHIIEHTPALIMIO MOYE€BOU KUCIIOTHI.

CremyeT mpoBOAMTEL PYTHHHBIM KOHTPOJIbL OTBETA HA TEPANHMIO y nanueHtos ¢ Ph™ XMIJI, kak Bo
BpeMsi NIPUMEHEHHMsI TIperapaTa, TaKk W B ClIydyae W3MEHEHUsS TEparuu, C IEJbI0 BBISIBICHUS

CY6OHTI/IM8.JILHOFO OTBCTAa Ha JICUCHUC, IIOTCpHU OTBCTA, HEJI0CTAaTOYHOMI MMPUBCPIKCHHOCTU
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BoamoxHOFO-nbraperichiore Bshuhio it Tams.

Koppexkuuro tepanuu ciaeayer IpoBOIUTh, OCHOBBIBASICH HA PE3yJIbTaTaX MOHUTOPUHTA.

s neuenus, enepevie evissnennozo Ph XMJI ¢ xponuueckoii paze y 63pocavix

PexomennoBan npuem npenapara Hutotunu6 B qo3e 300 mr 2 pasza B CyTKH (Kaxkasie 12 gacoB).

s newenus Ph™ XMJI ¢ xponuueckoii paze u pase axcenepayuu y 63p0oCivix nayueHmos npu

HenepeHocumocmu uiu pesucCmeHmrocmu K npedwecmeymu;eﬁ mepanuu, eKjirndas umMamunuo

Pexomennyemas mo3a npenapara Humotunu6 cocrasnsier 400 mr 2 pasa B cyTku (Kaxapie 12 u).

Jledenue npenaparoM MpOBOJAT 10 TEX MOP, OKA COXPAHAETCS KIMHUYECKUN AP DEeKT.

Koppexyus pescuma 0o3uposanus npu pazeumuu cepbesHvlx Hedceramenvuvix agnenuti (HA) co

CMOPOHbL CUCMEMbl KPOBEMBOPeHUsL (MPOMOOYUMONenUs, HeUmponeHus maxiceaol cmeneHu)

HpI/I BO3HUKHOBCHUH HCI\/JITpOHeHI/II/I u Tp0M6OIII/ITOHeHI/II/I, HE CBA3aHHBIX C OCHOBHBIM

33.6OJ'ICB3.HI/IGM, Tpe6yeT051 BpEMCHHAas1 OTMCHa IIpCliapara HJINW YMCHBIICHUC €TI0 OO03bl, B

3aBHUCUMOCTH OT CTCIICHU BBIPA)KCHHOCTHU 3THX HAL

Tabnauya 1. Koppekimusi 1036l Hperapara

B ClIyda€ BO3HUKHOBCHUSA HCfITpOHeHHH u

TPOMOOIIUTOTICHUH
Bnepsbie CHmxeHue 1.0tmena npenapara Hunotunu6 u
BBISIBJICHHBIM abCONIOTHOTO yHclia | MPOBEACHUE PETYISIPHBIX
Ph* XMJI B | HeiTpodmioB < 1x10%1 | KIMHMYECKUX aHAIH30B KPOBH.
XpOHUYECKOH (aze — u/unm gucia | 2.Bo300HOBICHHE B TeueHUE 2-X

300 mr 2 pa3a B CyTKH | TPOMOOIIMTOB

HEACIb JICUYCHUA nmpemnapaTromMm

— 400 mr 2 pasa B
CYTKH

< 50x10%n Hunotunu6 B 103e, npumMeHsBIIeHCS

70 TIpepbIBaHHUS TEpaluH, €CIH
abCOMIOTHOE 4YMCIO HeHTpoduioB
> 1x10%/1 u/unu 9ucno TpoMOOIHTOB
> 5010/
3Ilpu  coxpaHeHMH  IUTONEHUHU
MOKET MOTPeOOBATHCS YMEHBIICHHE
no3bl ipenapara Hunotunu6 mo 400
Mr 1 pa3 B CyTKH.

Ph* XMUJI npu | CHmwkeHue 1. Ormena npenapata Hunotunu® u

PE3UCTEHTHOCTH WM | abCONIOTHOTO yuciaa | MpOBEJCHHE perysipHbIX

HETNEepEeHOCUMOCTH Heitrpoduinos < 1x10%1 | KIMHMYECKHX aHATH30B KPOBHL.

MPEe/IIEeCTBYIOLICH u/unu yuciaa | 2. Bo3oOHoBieHHe B TeueHue 2-x

Tepanuu B TPOMOOIIMUTOB Hesenb JeUCHHUS npenapaToMm

XpOoHHUYECKOH (haze < 50%x10%mn Hunotnau6 B mo3e, mpuMeHsBIICHCS

a0 IpepbIBAaHUA TE€parunu, €Cclin
abCOIIOTHOE YHUCJIO HEHUTpo(uIIoB
> 1x10%m w/vu 9ucio TPOMOOIUTOB
> 50%10%1.

3. Ilpu coxpaHeHHH IUTONEHHUU
MOKET MOTpPeOOBaThCS YMEHbIICHHE
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400 mr 1 pa3 B cyTKH.

CHuxenue 1. Ormena npenapara Hunmotunu6® u
abCOJIIOTHOTO yyciaa | MPOBEJCHUE perysipHbIX
Heiftpoduios KJIMHUYECKUX aHAJIM30B KPOBH.

<0,5%x10%n nw/unn | 2. Bo30OHOBIeHHE B TedyeHHE 2-X
yuciaa ~ TPOMOOLIUMTOB | HEZENb JIeUCHHUSI npenapaToM
< 10x10%n Hunotunu6 B no3e, npumeHsBLIEHCS

70 TpepbIBaHUA TEpamnuu, €CiH
abCOMIOTHOE YHMCIO HEUTpo(duiIoB
> 1x10%mn n/unm 9ucio TpoMOGOIUTOB
> 20%10%m.

3. Ilpu coxpaHeHUMH UUTOINECHUHU
MOKET MOTPeOOBATHCS YMCHBIICHHE
no3bl  mpenapara HwiotTuHHO 110
400 mr 1 pa3 B CyTKH.

Koppexyus  pexcuma  O0ozuposanusi npu  pazeumuu  Cepbe3HbIX — He2eMamos02UdecKux
HeJICenamenbHbuIX A61eHUl

ITpu pa3BUTHM YMEPEHHO BBIPAXCHHBIX WM TSDKENBIX Heremarosnorudeckux HS, cBszaHHBIX C
IpHUEeMOM Ipenaparta, Tepanuro npemnaparom Hunotuaub cienyer npeppars.

[Tocne paspemenus HS nedenue npemnaparoM MoKeT ObITh BO30OHOBIIEHO B 103¢ 400 mr 1 pa3 B
cytku. [Ipr He06X0AMMOCTH BO3MOXKHO MOBBIIIEHUE 1036l npenapara 10 300 Mr 2 pas3a B CyTKH Y
TAIIMEHTOB C BIepBbIe BhissBIcHHbIM Ph™ XMJI B xponuueckoii ¢ase u 10 400 Mr 2 pasa B CyTKH
npu tepanuu Ph™ XMJI B xponudeckoii pase u (ase akcenepanyu y B3pOCIbIX MAIUMEHTOB PH
HENEePEHOCUMOCTH WM PE3UCTEHTHOCTH K MPEAIIECTBYIOIIEH TEpanuy, BKII0Yasi UMaTUHUO.
[Tpu yBennueHNN aKTUBHOCTH JIMIIa3bl KpOBHU B 2 pa3a Bbiiie BI'H, koHuenTpanuu 6uinpyouHa B
3 pasza Bbuue BI'H mnm «nedeHouHbIX» TpaHcamuHa3 B 5 pa3 Beiie BI'H no3y mpemapara
Hunotunu6 pekomenyercst cHu3uTh 10 400 Mr 1 pa3 B CyTKH HJIM BpDEMEHHO IIPEpBaTh TEPaNHuIo.
Bosmooicnocms ommenvt mepanuu y nayuenmos ¢ énepevie svisenenivim Ph™ XMJI ¢ xponuueckoii
¢asze npu cmabunvrom enyooxom MO 4.5 na pone mepanuu HUTOMUHUOOM HA Npoms#ceHUU 3
nem

VY nmanueHToB, NOJy4aBIIUX Tepanuio npenapatoM Humotunu6 B no3e 300 mr 2 pasa B CyTKH B
TE€YEHHE MPEeNUIeCTBYIOMUX 3 JIET U JOCTUrIHX Triaybokoro MO, cTaOuiabHOrO Ha MPOTSHKEHUU
MUHUMYM | roja HENMOCPEICTBEHHO Mepel] MPEeKpalleHHueM JIeUYeHHUs IMpernapaToM, BO3MOXKHA
oTMeHa Tepanuu. [Ipekpaiienue nedyeHns npenaparoM J0JKEH MHUIMHUPOBATH TOJBKO Bpay ¢
ONBITOM JieueHHsd mnauueHToB ¢ XMJL. VYV nanueHtoB, g KOTOPBIX paccMaTpUBAETCS
BO3MOXXHOCTh OTMEHBI TE€paluM IpernapaTroM, cielyeT KOHTPOJIUPOBATh YPOBEHb TPAHCKPUIITA

BCR-ABL u nokasarenyu oOIIEKIMHUYECKOTO aHAJIM3a KPOBH C OIPEICICHUEM JICHKOIIMTAPHOM



COOTBETCTEYET ZKCNEPTHOMY OTYETY
22 022024 N= 3429

'-'T L

OPMYJIBI €KEMECSUHO B TCUEHHUE [IEPBOTO IO/[a) 3aTeM Kt Abie /6 et e BTOPOro toma
b A6 e 1 eihie Broporbt

i

U jajnee KaxJple 12 Henenb.

Jlig manyeHToB, y KOTOphIX BbIsiBiIeHa nnoTeps MO 4.0, Ho He 00JIbIIOro MOJIEKYJIIPHOTO OTBETA
(BMO) B Teuenue mnepuoma Oe3 JsedeHus, ypoBeHb TpaHckpunta BCR-ABL cnenyer
KOHTPOJUPOBATh Kaxable 2 HEIeIu 0 TeX MNop, moka ypoBeHb TpaHckpunta BCR-ABL ne
BepHeTcs B Auana3oH mMexay MO 4.0 u MO 4.5. ITauueHTsl, y KOTOPBIX YPOBEHb TPAHCKPUIITA
BCR-ABL coxpansiercs B aumanazone mexay BMO u MO 4.0 B TedueHue Kak MUHHUMYM 4
MOCIIE0BATEIbHBIX U3MEPEHUN, MOTYT BEPHYTHCS K IIEPBOHAYAIILHOMY I'pa)Ky MOHUTOPHHTA.
ITpu motepe BMO cienyer Bo300HOBUTH Teparuto npenaparoM HumotuHuo B TeueHue 4 Henenb
MocJie TUArHOCTUPOBAHUS MOTepu peMuccuu. Jledenue ciemyer Bo300OHOBIATH B 03¢ 300 mr
2 pa3a B CYTKH WJIHM B yMeHbIIEHHOW m03e 400 mMr | pa3 B CyTKH y MallMEHTOB, MOJyYaBIIAX
YMEHBILIEHHYIO 103y Mpernapara nepes npekpamienueM tepanuu. [lpu Bo30OHOBICHUH JIeUeHUs
clenyeT eKeMEeCIYHO KOHTPOIMPOBaTh ypoBeHb TpaHckpunta BCR-ABL BIoTh 10 TOBTOPHOTO
noctmkeruss bBMO.

Bosmooxcnocme ommenvl mepanuu npu cmabuibHom 2nybokom MO 4.5 ma ¢one mepanuu
HUIOMUHUOOM Ha npomsdiceHuuy 3 jlem nocie CMeHbl leYeHUs: UMAmuHUOOM Ha HUTOMUHUO

VYV nainueHToB, MOJY4YaBUIMX TEPANMIO IPENapaToM B TEUEHHE NPEAIIECTBYIOIIUX 3 JIET, U
JOCTUTIIHX TITyookoro MO, cTabMIIbHOTO Ha MPOTSHKEHUA MUHUMYM | TO1a HETOCPEICTBEHHO 10
MPEeKpalleH!s] Tepanuy IpenaparoM, BO3MOKHAa OTMeHa JedeHus. IIpekpaiienue Tepanuu
IIpenapaToM JO0HKEH HHULMUPOBATh TOJIBKO BPad C OMBITOM JIeUeHHs nanueHTos ¢ XMIJL.

VY nauuMeHTroB, UIsl KOTOPBIX pacCMaTpUBAETCS BO3MOXKHOCTb OTMEHBI TEpAllUMU IIPENaparom,
cienyeT KOHTPOJIMpOBaTh ypoBeHb TpaHckpunta BCR-ABL u mokazaTtenu oOIIEKINHUYECKOTO
aHaJn3a KPOBH C OMPEIeTICHUEM JIEHKOIIUTAPHOM (DOPMYJITBI €5KEMECSYHO B T€UECHHUE MTEPBOTO roJ1a,
3aTeM KaKIble 6 HEJEeNIb B TEYEHHE BTOPOT0 TO/a, U Aajiee Kaxable 12 Henens.

Jlnis manueHToB, y KOTOphIX BhisiBIeHA notepst MO 4.0, HO He 60JIBIIOr0 MOJIEKYISIPHOTO OTBETA
(BMO) B Teuenue mnepuoma Oe3 JseudeHus, ypoBeHb TpaHckpunta BCR-ABL cnenyer
KOHTPOJIMPOBaTh KaXKAble 2 HEAeNu 0 TeX Mop, noka ypoBeHb TpaHckpunta BCR-ABL ne
BepHeTcs B Auana3oH Mexay MO 4.0 u MO 4.5. ITaunueHTsl, y KOTOPBIX YPOBEHb TPAHCKPUIITA
BCR-ABL coxpansiercs B nuanazone mexay bBMO u MO 4.0 B TeueHue Kak MHHUMYM 4
MOCJIe0BATENbHBIX U3MEPEHUN, MOTYT BEPHYTHCS K IEPBOHAYAILHOMY I'pa)Ky MOHUTOPHHTA.
VY nanuenToB ¢ noaTeepxkaeHHon notepeid MO 4.0 (2 mocneaoBaTeNbHBIX aHATIM3a ¢ HHTEPBAJIOM
4 nenenu, noareepxaaronux norepro MO 4.0) nnu notepeit BMO neuenue npenapaTtom cieayer
BO300HOBUTh B TedeHHE 4 Helenb Iocie IUarHOCTUPOBAHMSA IMOTEPH pPEMHUCCHU. Tepamnuro

npenapaToM BO300HOBIISIIOT B 103¢€ 400 Mr 2 pa3a B cyTku. [Ipy BO30OHOBIIEHUH TEPANTHH CIETYET
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noctkeHus npeamectsytomux bMO unu MO 4.0.

Coomeemcmeue Kpumepusam ommeHvl mepanuu

VY MalueHToB ¢ MOATBEPXKACHHON 3KCpeccueit TunaHbIX TpanckpuntoB BCR-ABL e13a2/b2a2
win el4a2/b3a2 npu COOTBETCTBHHM KPUTEPHSIM BO3MOXKHO PACCMOTPEHHE BOIIPOCca 00 OTMEHE
tepanuu. Hanuume tunuuneix TtpanckpuntoB BCR-ABL HeoO0xonumo st BO3MOXXHOCTH
OTIpeieNIeHuUs] YPOBHSA UX dKCTpeccuu, TyonHbl MO 1 OIIEHKH BO3MOXKHOM IOTEPH MOJIEKYIISIPHON
PEMUCCHH TOCIIEe TPEKPALICHHS TepaiK IpernapaToM.

Koumpons nocne npekpawenus mepanuu

VY nmauuMeHTroB, JUIsl KOTOPBIX paccMaTpUBAETCS BO3MOKHOCTb OTMEHBI TE€palMM IPEnapaToM,
MOHMTOpPUHT ypoBHs TpaHckpunta BCR-ABL HeoOxoaumo npoBOAUTH MpU [OMOIIU
JTUArHOCTHYECKOTO KOJMYECTBEHHOTO TeCcTa, BalWAMpPOBaHHOro mais omnpenenenus MO ¢
MUHUMAIbHON 4yBcTBUTENbHOCTEIO MO, paBHOMy 4.5. YpoBenb TtpanHckpunta BCR-ABL
CJIEIyeT ONpeAeNATh Nepe]] OTMEHONW Tepaluu, a TakKe Ha MPOTSHKEHUU Neproja 0e3 JeueHusl.
ITpu norepe BMO wiu noareepxkaenHoit norepe MO 4.0 (aBa mocieaoBaTeIbHBIX aHAINU3a C
uHTepBanioM 4 Henmenu, noarBepxkaaronux mnorepro MO 4.0) ciemyer BO30OHOBUTH JieUeHUE
mpernapaToM B TeueHHE 4 HeJeNb oclie TMarHOCTUPOBAHUS MOTepU peMuccuu. /s onpenenenus
BO3MOXKHOM morepy MO HEoOXOAMMO PEryjsipHO M 4YacTO OINpPEAEsATh YPOBEHb TPAHCKPUIITA
BCR-ABL u nmpoBOIuTh OOIICKIMHUYECKUN aHAIW3 KPOBH C OMPEICICHUEM JICHKOIMTAPHOU
bopMyIbI.

[TanmenTam, KOTOpblE HE CMOITM 1OCTUTHYTh BMO crycTst Tpu Mecsia mnocie BO30OHOBIEHUS
JIe4YeHusi, HEOOXOIMMO MPOBECTH HCCIEIOBAaHUE HAa OMNpEECIEHNE MyTAallui KMHA3HOTO JOMEHa
rena BCR-ABL.

Oco0bIe I'pynnbl HJaMCHTOB

Iayuenmoi ¢ napywienuem yHKyuu neveHu

[TockonpKy NpH MPUMEHEHUU Yy MAlMEHTOB C HApYIICHUAMU (YHKIMH MEYEHH HE OTMEYasloCh
3HAUUTENBHOTO HM3MEHEHUs (PapMaKOKMHETMYECKMX MapaMeTpOB HUJIOTMHUOA, y NAIMEHTOB
JTAHHOM KaTeropuu He TpeOyeTcsi KOppeKLUU pexumMa 103upoBanus npenapara Hunornau6. Tem
HE MEeHee, IPUMEHATD IIPenapar y 3TUX MalUEeHTOB CIENYET C OCTOPOKHOCTBIO.

Iayuenmol ¢ napywenuem @yHKYuu nouex

Her naHHBIX 1O NpHUMEHEHUI0 HWJIOTHMHHMOA y MAIMEHTOB C HapylleHHeM (QYHKIHMHU TOYeK
(KOHIIEHTpalMs KpeaTHHHHA B I1a3Me KpoBU B 1,5 paza > BepxHeil rpanuisl HopMel (BI'H)).
[TockonbKy IOYKM HE MWIPAIOT CYIIECTBEHHOM pOJM B BBIBEJCHMM HUJIOTHHHOA U €ro
MeTabOINTOB, HE OKHUIACTCSI CHUKEHHsS OOIero KiIMpeHca HWJIOTMHHOA NpU NPUMEHEHUU

npenapara y NalueHTOB JAHHOW KaTerOpHH.
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[TockoNbKy KIMHUYECKHE JaHHBIE MO MPUMEHEHHUIO HUJIOTUHHOA y TAIMEHTOB C TSKEIBIMU
3a00JIeBaHUSIMH cepra (B T.4. HECTAOWIBHON CTCHOKAPNEH, HEKOHTPOIUPYEMOU XPOHUIECKOM
CEpJICYHON HENOCTaTOYHOCTHIO, BBIpAKECHHOW Opaaukapaueil WM HENaBHO IEPEHECEHHBIM
nH(}apKTOM MHUOKap/a) OTCYTCTBYIOT, CJIEAYET C OCTOPOKHOCTHIO MPUMEHSAThH Ipenapar y 3TUX
MAIUEHTOB.
Ilayuenmui 6 6o3pacme > 65 nem
B KIMHUYECKUX MCCIIEN0BaHMAX MALMEHTHI B BO3pacTe > 65 JieT ¢ BIEpBble BhisBIeHHOM Ph*
XMUJI B xponuueckoit (aze u ¢aze akcenepanuu ¢ HEIEPEHOCUMOCTbIO WM PE3UCTEHTHOCTHIO K
NPEIIECTBYIONICH Tepanuy, BKIItoYass UMaTHHUO, coctaBimsuid 12 % u 30 % ot obmero uucna
MAIUEHTOB COOTBETCTBEHHO. CYIIECTBEHHBIX OTIMYUNA B 3()PEKTUBHOCTH U OE30MACHOCTH
NPUMEHEHHUS HUJIOTUHHOA y MAllMeHTOB JaHHOW KATerOpuu B CPAaBHEHUHU C MalMEHTaMH B
Bo3pacte oT 18 10 65 neT BhISIBICHO HE OBLIO.

eTH
bezonacHocTh U 3 PekTHBHOCTE TIpenapara y aeTreld B Bo3pacTe 10 18 jier He yCTaHOBJICHEHI.
JlaHHBIE OTCYTCTBYIOT.

Cnoco0 IIPUMCHCHUA

[Ipenapat HwioTuHMO cineayeT npuHMMAaTh BHYTpb uepe3 2 4 mocie enpl. [locne mpuema
npernapara NpuHUMAaTh MHUILY CIEeyeT He paHee, ueM dyepes 1 u.

Kancyssl He06X0 MO IPOTrIaThIBATh LIETUKOM, 3alIUBasi BOJOM.

JI11 ManMeHToB ¢ 3aTpyJHEHHBIM IVIOTAHUEM BO3MOKHO PACTBOPEHHE COAEPKMMOIO Karcynl B
OJIHOH 4aiiHOH JOXKe sI0J0YHOr0 MIOpPEe HEMOCPEACTBEHHO nepesa nmpueMoMm. s pacTBopeHHs
COJEPKMMOTO KaICyJl CleyeT UCIO0Ib30BaTh TONBKO s101049HOE Mmope. CoaepKUMoe Karcysl He

clleflyeT pacTBOPATH OoJiee ueM B OAHOM yaifHOI J10%kKe sI0JI09HOTr 0 MmIope.

4.3. IlpoTuBONOKa3aHUS
° ['unepuyBCTBUTENHEHOCTh K HUJIOTHHUOY WJIM K JIFOOOMY M3 BCIIOMOTATEIbHBIX BEIIECTB,
MEepPEUNCIICHHBIX B pazzene 6.1.

. bepeMeHHOCTD U TIepro1 KOPMIICHUS TPYAbIO (CM. paszen 4.6).

4.4. Ocobble yka3aHus M Mepbl MPeJ0CTOPOKHOCTH MPH NPUMEHEHUH

[Tpenapat HutoTnHUO cienyeT ¢ 0CTOPOKHOCTBIO IPUMEHSTH Y MAIMEHTOB ¢ (JaKTOpaMH pHUCKa
ynnuHeHus: uHtepBana QT Ha snextpokapauorpamme (OKI'): ¢ BpoXIEHHBIM YUIMHEHHEM
unTepBasia QT, ¢ MeAMKaMEHTO3HO HEKOHTPOJIMPYEMBIMHU WIIN TSKEIIBIMU 3a00JI€BaHUSMU CepALia

(BKJ'IIO‘IaSI HCOaBHO HepeHCCCHHHﬁ I/IH(I)apI(T MHOKap/Ja, XPOHHUYCCKYIO CCPACUHYIO
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HapyIEeHUAMHU QYHKINUU TIEUYSHH, C TAHKPEaTUTOM (B TOM YHCJIe B aHAMHE3E).

[Tpenapat HunoTnHnO He cieayeTr MPUMEHATh OJHOBPEMEHHO C IpernapaTtaMu, SBISIOIIUMHUCS
MomHbIMA HHTHOUTOpamMu u3ohepmenta CYP3A4 wnn ynmuastomumu uaTepBast QT, ocobeHHO
NanueHTaM C TUIOKaJueMHe M TMIoMarnueMueil (BO3MOXKHO 0oJjiee BBIPAKEHHOE YAJIUHEHUE
untepsana QT).

Crnenyer mu3beratb OJHOBPEMEHHOI'O NMPUMEHEHHUs npemnapara HumotuHuO ¢ rpedndpyToBbIM
COKOM U JPYyTUMH MPOAYKTaMH, SBISIOIIMMUCA H3BECTHBIMHM HMHTHOMTOpaMU H30(hepMEeHTa
CYP3A4.

JleueHune TOMKHBI OCYIIECTBIATD CIIEUATMCTHI, UMEIOLIME ONBIT JieueHuss XMJI.

Muenocynpeccus

[Tockonpky TMpH NPUMEHEHWHW HUJIOTHUHHOA BO3MOXXHO pPa3BUTHE TPOMOOLIUTONECHHH,
HelTponieHnu U aHemuu (Haubonee yacto y mauueHToB ¢ XMJI B (haze akcenepauuu), cienayet
MPOBOJIUTH KIIMHUYECKUM aHATN3 KPOBU KaXIble 2 HECIIU B TEUCHHE MIEPBBIX 2 MECALICB TepAuu
IpernapaToM, a 3aTéM — eXEMECAYHO WJIM B clydae KIMHUYECKOW HEO0OXOIUMOCTH.
Muenocympeccusi, Kak TMpaBuio, Oblla 0OpaTUMOW U KOHTpoiupyeMoil. Hopmanuzanuu
KOJIMYECTBA TPOMOOIUTOB U HEUTPO(MUIOB OOBIYHO yNABaJOCh JOCTUYL IOCIE BPEMEHHOTO
MPEKpAICHHUS Tepaui HIJIOTHHUOA WITM CHYDKEHUS J03bI TIperiapara.

Cnyyan BHE3AITHOW CMEPTH

[Tpy mpuMeHeHUN HUWIOTMHHOA B KIMHUYECKHUX HCCIEJI0BAaHMIX OTMEUYAINCh Clydau (4acTtoTa
0,1-1 %, rpagauus — «He4acTo») BHE3AMHON CMEPTHU MALMEHTOB ¢ 3a00JIEBAaHUSMH CEepAlla MU
BBICOKUM PHCKOM Pa3BHTHUSI OCIIOKHEHHH CO CTOPOHBI CEPJIEYHO-COCYAMCTOW CHUCTEMBI. DTH
HAaNMEHTHl YaCTO MMENHU COIYTCTBYIOIME 3a00JI€BaHNS U MOIYYaJId COMYTCTBYIOIIYIO TE€PAIHIO.
Hapymenust penosisipu3aluy ske1y104KOB MOTYT SIBJISITHCS JOMOJHUTEIbHBIM (DAKTOPOM PHCKA.
[To qaHHBIM MOCTPETUCTPALIMOHHBIX HCCIIEIOBAaHUN pacyeTHasi YacTOTa CIIOHTAHHBIX COOOIIEHUH
0 cinyyasx BHe3anHoi cmeptu coctaBuina 0,02 % Ha 1 naruenra B rof.

OClOXKHEHMS CO CTOPOHEI CEPACYHO-COCYANCTON CHUCTEMEI

[lpy  mpuMeHEeHMHM  HWJIOTMHHMOA B  KJIMHUYECKHX  MCCIEJOBAaHUSAX, a TaKkKe B
MIOCTPETUCTPALMOHHBIX HCCIENOBAHUAX Y IALMEHTOB C BIEPBBIE AUMArHOCTUpPOBaHHBIM XMJI
OTMEYEHBI CITy4au pa3BUTHUS OCIIOKHEHUI CO CTOPOHBI CEPIeUHO-cocyaucTon cucreMsl. HA 3 u 4
CTEIIEHU BKIIIOYAJIH B C€0s OKKIIIO3UIO TEpU(PEpHUECKUX apTEPHil, HIIIEMUUYECKYIO O0JI€3Hb CepALia
U MILIEMHYECKHE epeOpOBACKYIISIPHBIE SIBICHUS.

[Tpy MosIBIEHUH COOTBETCTBYIOIIMX JKAJI00 WJIM CHUMIITOMOB OCTPBIX HapyIIEHUH CO CTOPOHBI
CepAECYHO-COCYTUCTON CUCTEMBI MALUEHTY CIEAYeT HEMEUIEHHO OOpaTHThCA 3a MEIULUHCKON

nomouibto. CreayeT KOHTPOJIHUPOBATh (PYHKIMIO CEpJAEYHO-COCYIHUCTOM CHCTEMBI, a TaKxke
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Ha BCEM NPOTAKCHHUU TCPAIIUU HHUJIOTHHHOOM.

3azepKKa KUIKOCTH

B KIMHMYECKUX MCCIIEOBAaHUAX Y MAlMEHTOB C BIEpPBbIC TUarHocTupoBaHHBIM XMJI HewacTo
(0,1-1 %) oTMedanuch TsKesbIe GOPMBI 3aAEPIKKHU KUIKOCTH, TAKUE KK BIITOT B TUICBPAILHYIO
MOJIOCTh, OTEK JIETKMX U BBINIOT B TIOJIOCTH mepukapaa. CXomHbIe cliydan ObLITH OTMEUYEHBI TAaKKe
Y [IPU IPUMEHEHHH TIperiapara B KIIMHUYECKOW MIPAKTHKE B IOCTPETUCTPAIMOHHOM Tiepuoe. [Ipu
BHE3alTHOM H OBICTPOM YBEIMYEHUM MacChl Tejla y TAlMeHTa, IOJIyYalonlero JeYeHue
HWIOTHHUOOM, CIIEAYeT MPOBECTH TIIATEIHHOE OOCIECIOBAaHHUE C IIENIBIO0 BBIACHCHHS TPUYHHBI.
[Ipy MOSBIEHUM CHUMITOMOB 3aJCPXKKHA IKUJAKOCTH TSIKEIONH CTEMEeHU CJEeIyeT YTOYHUTh
ATHOJIOTHUIO JTAHHOTO SIBJICHUS U MIPOBECTH COOTBETCTBYIOIIEE JICUCHHUE.

PeakTuBanus Bupyca rematura B

VY nauMeHToB, ABISAIOIMXCS HOCUTEISIMHU BUpyca renatuta B, Bo3MOKHA peakTHBaLys JaHHOTO
BUpYyca 1ocie Tepanuu npenapatamu uHruoutopamu BCR-ABL THpo3uHKHHA3bI, TAKUMU Kak
HWIOTUHUO. B HEKOTOpBIX CilydasXx NpU NPUMEHEHUU MpPEenaparoB JAHHOTO KJlacca OTMEUYEHO
pa3sBUTHE OCTPON NMEYEHOUHOW HEJJOCTATOYHOCTU UM (YIbMHUHAHTHOTO IelaTuTa, MPUBOSAILNX
K TPaHCILIAaHTALUK [IE€YEHH WM K JIETAIBHOMY UCXOLY.

[lepen HauanoM Tepanuu rpenapaToM BCexX MAMEHTOB CIEyeT 00CIe10BaTh Ha HATMYKME BUpYCa
renatuta B.

Crnenyer Takke MPOBECTH OOCII€OBAaHHE MAlMEHTOB, MOJYYAIOIIUX TEPAlHio IMpernaparoM B
HacToslIlee BpeMs, Ha HaJduuue WHQHUIMPOBAHUS BHUPYCOM remaruta B c 1enbio BBIABICHHS
HocuTenel  gaHHoro Bo3Oynutens. Ilpu  modydeHMM — TOJIOKUTENBHOTO  pe3ysibTaTa
CEpOJIOTMYECKOT0 TECTHUPOBAaHUS (B T.4. NMPH AKTUBHOM HH(EKIMOHHOM IIPOLECCE) CIEAYyeT
IIPOBECTU KOHCYJBTALMI0 MAlMEHTa y TIEenaTojora M CHEUAJIACTa IO JICYCHWI0 BHUPYCHOTO
renarura B, kak B cilydae nepej HauyajaoM Tepaluy INpenapaTroM, Tak U NalMeHTOB, MOIyYaroIux
TEparnuio MpenapaToM B HACTOSIIIEE BpEMSI.

CocTosiHME MalMeHTa, SBJSIOUIETOCS HOCHUTEIEM BHpyca remarura B, mpu HeoOXoauMocTH
JIEYEHUs MPENapaToM CIEAYET TIIATEIbHO KOHTPOJINPOBATh Ha MPEAMET Pa3BUTHsI IPU3HAKOB U
CHUMIITOMOB aKTMBHOTO MH(EKIIMOHHOTO Mpoliecca Kak BO BpeMs Tepaluu MpernapaTom, Tak U B
TE€YEHHE HECKOJIbKUX MECSIEB MOCTIE €€ OKOHUAHUSI.

JIaGopaTopHBIH KOHTPOJIb V NarmedToB, ¢ Pht XMJI B xpoHnueckoii dhase, TOCTUTIITHX TITYOO0KOTO

MOJICKYJIAPHOT'O OTBETA

Coomeemcmeue Kpumepusam ommeHvl mepanuu
VY manueHToB ¢ MOJATBEPKACHHO SKCpeccuei TumnuHbIX TpaHckpuntoB BCR-ABL el3a2/b2a2

win el4a2/b3a2 npu COOTBETCTBHM KPUTEPHSIM BO3MOXHO PAaCCMOTPEHHE BOIpOca 00 OTMEHE
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OTIpeIeJIeHNUs] YPOBHSA UX dKCTIpeccuu, TIyonHbl MO 1 OIIEHKH BO3MOKHOW IMTOTEPH MOJIEKYIISIPHON
PEMUCCHH T10CIIE IPEKPALIEHUS TEPAIIUU IIPENApaTOM.

Koumpons nocne npekpawenus mepanuu

VY manueHToB, IS KOTOPBIX PAcCMAaTPUBAETCS BO3MOXKHOCTb OTMEHBI TEpaluM MpernapaToM,
MOHMTOPUHI ypoBHs TpaHckpunta BCR-ABL Heo0Xxogumo npoBOAWTH MpU  [OMOILU
JUArHOCTUYECKOI0 KOJMYECTBEHHOI'O TECTa, BaJUAMpPOBaHHOro maus onpeneneus MO ¢
MUHHUMaJIbHOW 4yBCTBHTENIbHOCTEIO MO, paBHOmy 4.5. Ypomenb Tpanckpunta BCR-ABL
CIIeTyeT ONpeAeNsiTh Nepe]] OTMEHON Tepalnuu, a TakKe Ha MPOTHKEHUH neproja 0e3 JeueHusl.
ITpu norepe BMO wunu noarsepxnaeHHoil norepe MO 4.0 (2 nocnenoBarenbHBIX aHAIU3a C
uHTepBajgoM 4 Henenu, noarBepxkaaromux mnorepro MO 4.0) crenyer BO30OHOBUTH JICUCHUE
mpernapaToM B TeueHHE 4 HeJeNb oclie TMarHOCTUPOBAHUS MOTepU peMuccuu. /st onpenenenus
BO3MOXHOH motepu MO HeoOXOJMMO PEryisipHO U YacTO OIpPENEINATh YPOBEHb TPAHCKPHIITA
BCR-ABL u nmpoBOauTh OOIMICKIMHWYECKUH aHAIM3 KPOBH C ONPEICIICHUEM JICHKOIUTAPHOM
(bopMyIIBL.

KoHTposb J'Ia6ODaTODHBIX JaHHBIX

Jlunuonwiii npoguns cviopomxu Kposu

B ximHnueckom wuccnenoBanuu y 1,1 % mnaiueHToB C BrepBble BbiiBICHHBIM Ph™ XMJI,
NoJIyyaBIIMX HUJIOTUHUO B 03¢ 400 mMr 2 pasza B CyTKHM OTMEYAJIOCh 3HAYMMOE YBEINYCHHE
KOHIIEHTPALlMU OOIEro XOJeCTEpHHA B ChIBOPOTKE KpoBU. OJIHAKO y MAlMEHTOB, MOJyYaBIIMX
HIWIOTHHUO B 103e 300 Mr 2 pa3a B CyTKH, HE OTMEUYAJIOCh IOJJOOHOTO YBEJIMUEHUSI KOHIEHTPaIun
XOJIECTEpUHA B CHIBOPOTKE KPOBU. PexomeHiyeTcs onpenensaTh JUMUIHBINA nTpoduib 10 Havyana
Tepanuu HWIOTUHUOOM, a Takxke yepe3 3 1 6 MecsleB Mociie Hayana JeuyeHus: 1 MUHUMYM | pa3 B
roJ pH JJIUTeNbHOM NpuMeHeHuu. Crienyer coOaoAaTh OCTOPONKHOCTh MPU HEOOXOIUMOCTH
npuMeHeHus  uHruOutopoB  I'MI'-KoA-penykraspl  (THIosMOuaeMHYecKue  CpeicTBa)
OJIHOBPEMEHHO C HUJIOTUHUOOM, TOCKOJIBKY IyTh META0OJNYECKUX MPEBpaIlleHU HHIMOUTOPOB
I'MTI"-KoA-penykra3sl mpoucxoaut mpu yaactuu uzopepmenta CYP3A4 (cm. pasaen 4.5).
Konyenmpayusa anroxosl 6 niasme kposu

B knuHMueckom wuccnenoBaHuud y 6,9 % mNanuMeHTOB C BIEPBBIE BbISBICHHBIM Ph™ XMJI,
noJsyyaBIIMX HUJIOTHHHUO B g03e 400 mr 2 pa3a B cyTku, U y 7,2 % MalMeHTOB, MOJy4YaBIINX
HUIO0THHUO B n103e 300 mMr 2 pasza B CYyTKHM, OTMEUYaJIOCh 3HAYUMOE YBEIMYEHHE KOHIEHTPALUU
IJIIOKO3bI B IU1a3Me KpoBU. ClelyeT OLIEHHMBATh KOHLIEHTPAIMIO INIFOKO3bl B IJIa3ME KPOBH 0
HauaJa JIeYeHHUs, a TaKkxkKe, IPU HE0OXOIMMOCTH, BO BpeMsI JICUEHUS] HUJIOTUHHOOM.

Tosviuenue axkmusnocmu 1unasvl NaA3mol Kpoeu

10
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CUMIITOMaMH, TpUEM IMpenapara JOKEH ObITh MPEKpallleH, MPOBEACHO COOTBETCTBYIOIIEE
00cJe10BaHUE MALIMEHTA C LIEIbI0 UCKIIIOYEHMSI TaHKpeaTUTa.

Hapymenuns d)VHKHI/II/I INCYCHHU

[Ipn npumenenun npenapara HUioTHHUO peKOMEHAYeTCsl TPOBOJUTH €KEMECSIYHBIH KOHTPOJIb
¢dbyHKuMyu neyenu (TpaHcaMUHa3bl, OUITHPYOHH).

ITareHThI ¢ TACTPAIKTOMHUEH B aHAMHE3E

HOCKOHBKy Y NaoueHTOB C TOTaJbHOU FaCTPBKTOMI/Ieﬁ B aHaAMHE3€C 6I/IOI[OCTy1'IHOCTB HUJIOTHHHOA
MOJKET OBITh CHHMIKCHA, HCO6XO,Z[I/IM TH.IaTCJ'IBHBIﬁ KOHTPOJIb COCTOSHHS JaHHBIX IMAlIUCHTOB.

CHHIPOM JH3HCA OIYXOJIHN

BceneactBue pucka pa3BUTHS CHHAPOMA JIM3MCA OIYXOJH MEpe] NPUMEHEHHEM IMpernapara
CleyeT Mpu HEOOXOIMMOCTH CKOPPEKTUPOBATH KIMHUYECKU BBIPAXKEHHYIO JETHApATAINI0 U
MOBBIIICHHYIO KOHIIEHTPALMI MOYEBOU KUCIIOTHI.

BcnomMorarennHble BelecTBa

Jlakmosa
[TanimeHTaM ¢ peaKo BCTPEYAIONIICHCS HACISACTBEHHON HENMEPEHOCHUMOCTHIO TallaKTO3bI,
neUIUTOM JaKTa3bl JIOMaped WM TII0KO30-TATaKTO3HOW ManbaOcopOIueil He cieayer

MIPUHUMATh 3TOT Ipenapar.

4.5. B3zauMmopeiicTBHe ¢ APYrHMH JeKAPCTBEHHbIMH MpenapaTamMM W Jpyrue BHABI
B3aUMOJEHCTBHI

Hunotunu6 Meraboiausupyercs r1aBHbIM 00pa3oM B eueHH ¢ ydyactrueM nzodepmenta CYP3A4,
KOTOPBI SIBISIETCS OCHOBHBIM (DAKTOPOM OKHCIUTENHHOTO MeTaboyim3Ma. HuimotTmHHO Taroke
SBISIETCS CyOCTpaTOM JUISi CHCTEMBl BBIBEJCHHS MHOTHX JIEKAPCTBEHHBIX CpeicTB — P-
rnukonporenHa (P-gp). Ha aGcopOuuio M MOCHEIYyIOUIYI0 NMMUHALMIO HUJIOTHHHOA MOTYT
HOBIUATH Mpenaparsl, AeicTByrone Ha n3opepment CYP3A4 u/unu P-gp.

HeKaDCTBeHHI)IC Cpe€acTBa, KOTOPHIC MOTYT MOBHINIATH KOHIICHTPAIIHUIO HIJIOTUHHOA B ILTa3ME

KpOoBU

B xnMHUYECKHX HCClIe0BaHUAX MPU IPUMEHEHUN HUJIOTHHUOA BMECTe C UMaTHHUOOM (cyOcTpar
u unruobutop uzodpepmenta CYP3A4 u P-gp), oba mpenapara He3HAUUTENLHO MHTHOUPOBAIH
nzopepmenr CYP3A4 u P-gp, npu stom AUC mmatranOa nosbeimanack Ha 18-39 %, a AUC
HToTHHNOA — Ha 18-40 %.

buonoctynHocTs HUIOTHHMOA y 370pPOBBIX JOOPOBOJIBIEB YyBEIMYMBANACh B 3 pasa Mpu
OJTHOBPEMEHHOM MPUMEHEHUH C MOLTHBIM HHruouTopoM n3opepmenta CYP3 A4 keTokoHa30510M.
Crnemyer m30eratb OJJHOBPEMEHHOTO NMPUMEHEHUS HUJIOTUHHOA C MperapaTtaMy, SBISIOIIIMUCS

MoIHbIMH HHTHOUTOpamMu nzopepmenta CYP3 A4 (Hanpumep, KETOKOHA30JI0M, UTPAKOHA30JI0M,

11
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BO3MOXKHOCTh aJIbTEPHATUBHOM Tepanuu JIEKapCTBEHHBIMU CPEICTBAMH, HE MHTHOMPYIOIIUMHU
WIM He3HauuTenbHo mHruompyroummu nzopepmenT CYP3A4. Ilpu HE0OXOIUMOCTH JIeUEHUS
npenaparamu, SBJISIOINIMMHUCS MOIMHBIMA WHTHOMTOpamMu wu3odepmenta CYP3A4, neuenue
npenapatoM HuinoTuHUO 101KHO OBITH 0 BO3MOXKHOCTHU MPUOCTaHOBICHO. [Ipn HeoOxonumocTu
OJTHOBPEMEHHOTO0 TpPUMEHEHUs npenapata HumotuHMO ¢ mpenaparamu, SBISIOUIMMHUCS
MomHbIME wHTHOUTOpamMu u3odepmenta CYP3A4, HeoOXomuMO MPOBOIUTH TIIATEIHHBIN
WHAUBUAYaJIbHBII KOHTPOJIb JJIsl BBISIBICHUS BO3MOXKHOTO yiHeHus uutepBana QTcF.
Cnenyer Takxke wu30eratb OJHOBPEMEHHOIO MpUMEHEHHs mnpenapara Hwumotunu® c
rperndpyToBBIM COKOM U APYTUMHU TPOAYKTAMH, SIBISIOIIUMHUCS U3BECTHBIMU HHTHOMTOPAMHU
uzopepmenra CYP3A4.

JIekapCTBEHHBIE CPEACTBA, KOTOPLIE MOTYT CHMXKATh KOHLIGHTPAIIUIO HIJIOTHHMOA B IIJIa3MeE KpOBHU

Nunyxrops! nuzopepmenta CYP3A4 mMoryr ycumiimBaTh MeTab0IM3M HWIOTHHUOA U CHUXKATh €ro
KOHLEHTPALUIO B IJ1a3Me KpoBH. [Ipu 0JHOBpeMEHHOM NpueMe ¢ JIEKapCTBEHHBIMU CPEICTBAMU,
aBiAoIUMUc UHAyKTOpamu u3zopepmenta CYP3A4 (B T.4. (eHUTOMH, pUPaMIUINH,
kapOamaszenuH, ¢eHodapouTan © 3BepoOOH IMPOJBIPSBICHHBIM) BO3MOXKHO CHHIKEHHUE
KOHIIEHTpauuu HuWiIoTHHKUOA. [lpn HEoOXoIuMOCTH Tepanuu JIeKapCTBEHHBIMH CpEICTBAMH,
apisironuMuca  uHaykropamu uzodpepmenta CYP3A4, crmenyer paccMOTpeTh BO3MOMKHOCTH
Tepanuu ajlbTePHATUBHBIMH IpernapaTaMi WIM IPUMEHEHHUS JIPYrHMX CpPEeACTB, OKa3bIBAOIIMX
MeHbIIIee HHAYIMpYolee BiusHue Ha uzopepment CYP3A4.

[Tpu mpuMeHeHUH HUIOTUHHOA Y 3JOPOBBIX JJOOPOBOJIBIIEB BMECTE C MHIYKTOPOM H30(hepMeHTa
CYP3A4 pucdamnununom (B moze 600 mr/cyr B TedeHue 12 gHei) oTMeHalloCh CHHM)KEHUE
cucteMHo# skcno3unuu HutotuHnoa (AUC) mpubnusutensHo Ha 80 %.

PactBopumocTs HuoTHHMOa pH-3aBUCHMa, TakuM oOpa3oM, mpu mnoBbiieHud pH (cHMXkeHue
KHCJIOTHOCTH) pPacTBOPUMOCTH IIpenapara yMEHbHIaeTcA. Y 3J0pPOBBIX JIMIl C BBIPAKCHHBIM
yBenuuenueM pH Ha ¢one nmpuema s3omenpasona (B 1o3e 40 mr 1 pa3 B CyTku B TeUeHHE 5 JHEN),
CHI)KEHME BCAChIBaHUSI HWIOTHHHOA OblI0 yMepeHHbIM (yMeHblneHne Cmax 1 AUC Ha 27 % u
34 %, cooTBeTCTBEHHO). [Ipn HEOOXOAMMOCTH HIUJIOTUHUO MOXHO NMPUMEHATh OJHOBPEMEHHO C
930MEIPA30JI0M WU IPYTUMHU HHTUOUTOPAMU MPOTOHHON TTOMITBI.

B uccnenoBanuu y 310pOBBIX JTOOPOBOJBIIEB HE OBLJIO BBIABICHO KAKUX-THOO CYIIECTBEHHBIX
U3MEHEHUH B (papMaKOKWHETHUKE HWJIOTHHMOA MpH NpueMe HuiaoTuHuOa B no3e 400 mr ugepes
10 yacoB nocne nmpuema pamMoTUIMHA U 3a 2 yaca J1o npuema pamoruauHa. Takum oO6pa3zom, eciiu
Ha (oHe Tepanmuu HUIOTUHHOOM mpuMeHeHHe H2-0510KaTOpOB THMCTAMHUHOBBIX PELENTOPOB
ABIIIETCS HEOOXOAUMBIM, UX CIeAyeT MpUHUMAaTh 3a 10 yacoB /10 WK yepes 2 yaca rnociie npueMa

npenapata Hunotunu6.

12



COOQTBETCTBYET 3KCMEPTHOMY OTUETY
e R 1T "-J.' ': 0

'-'T L
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TUIPOKCHU] Maravsi / CHMETHKOH) 3a 2 4aca J0 WIH 4epe3 2 4yaca Mociie mprueMa HUJIOTHHUOA B
no3e 400 Mr Taxke He U3MEHsET (PapMaKOKMHETHKY HIIIOTUHUOA. [lo3TOMY pu HEOOXOTUMOCTH
IPUMEHEHHs aHTALUI0B UX CIIEAYeT IPUHUMATh 3a 2 yaca A0 WM IPUMEPHO yepe3 2 yaca Mocie
npuema npenapara Hunotunuo.

Bausgune Hmnornauba Ha KOHIICHTPpAIIUIK B IIa3MC€ JICKAPCTBCHHBIX CPCACTB, ITPUMCHIACMBIX B

KQueCTBE CONYTCTBYIOIIEH TEPAIUN

Hunotuau®, sBAssACh KOHKYpeHTHbIM uHTHOMTOpOoM u30pepmentoB CYP3A4, CYP2CS,
CYP2C9, CYP2D6 u UGT1Al in vitro, mpu 3TOM camMoOe HH3KOC 3HAUYCHHE KOHCTAHTBI
unaruoupoBanus (Ki) cocrasmsier 0,13 mxmonb mus CYP2C9. VccnenoBanus pepMeHTaTHBHON
WHIYKIUU TOKa3bIBAIOT, YTO HHJIOTHHHUO IN VIIr0 MOXXHO paccMaTpuBaTh KakK HWHIYKTOP
aktuBHOCTH m3o(pepmentoB CYP2B6, CYP2C8 u CYP2C9. VYV 310poBbIX 100pOBOJIBIEB
NpUMEeHEeHHe HWIOTUHMOa BMecte ¢ Bapdapunom (cyoctpatom CYP2C9) He oxa3biBaio
KJIMHUYECKH 3HAYMMOT0 BIMSHHS Ha (DapMaKOKWHETHKY WK (papmakoguHaMuKy Bapdapuna. [Tpu
HEOO0XOIMMOCTH HUJIOTHHHO CIIeTyeT MPUMEHSTh OJJHOBPEMEHHO ¢ Bap(haprHOM 0e3 yBEINICHUS
MpoTUBOCBEpThIBatomiero shdexra nmocneanero. Y mamueHToB ¢ XMJI mpu 0IHOBPEMEHHOM
npumenenun 400 mMr HUJIOTMHMOA 2 pa3a B JCHb Ha MPOTSHKEHUW 12 AHEH W MmIo30j1ama
(cyoctpat CYP3A4) cucremHast 5KCIIO3UIHS TIOCIEAHETO NP MPUEME BHYTPb YBEIIMYHUBAJIACh B
2,6 pa3. Hunotunuo sBnsercs ymepeHHbIMH HHTHOUTOpOoM nzodepmenta CYP3A4, B cBs3M ¢ uem
OpU OAHOBPEMEHHOM IMPHUMEHEHHMM IpenapaToB, METa0OIM3UPYIOIUXCA TJIaBHBIM 00pazoM ¢
yuactueM nzopepmenta CYP3A4 (nanpumep, HekoTopsle nHruOuTopsl ' MI'-KoA penykrassi),
UX CHCTEMHas »JKCIO3MIMS MOXET yBenuuuBaThecs. llpu OJHOBpEeMEHHOM NpPHUMEHEHUU
HUJIOTUHNOA U IpenaparToB, sABJstouxcs cyoctpatamu nuzopepmenra CYP3 A4, umeromux y3kuit
TepaneBTUYECKUd HHAEKC (B TOM uwucie, andeHTaHWd, UKIOCHIOPHH, JUTHAPOIPTOTaAMUH,
SproTaMMH, (EHTaHWI, CHPOJUMYC, TaKpOJUMYC M  JIp.), MOXET HOTpeOoBaThCSA
COOTBETCTBYIOIIUN KOHTPOJIb U KOPPEKLIUS JO3BI.

AHTHapUTMHUYECKHE Tpenaparbl U JIPYrue JeKapCTBEHHbIE CPEJICTBA, BI3bIBAIONINE Y/UIMHEHUE

uHrepsana QT

He CJICAYCT NNPUMCHATH HHJIOTUHHO BMECTE C AHTHAPUTMHUYCCKUMU IIpCliapaTaMu (HaHpI/IMCp,

aMUOJApOHOM, JTU3O0MHUPAMHUIIOM, TMPOKAWHAMUJIOM, XHHUJIWHOM M COTAJIOJIOM) W JPYTHMHU
JIEKAapCTBEHHBIMU CPEJICTBAMH, BBI3BIBAIONIMMHU yyimHeHHe wuHTepBana QT (mampumep,
XJIOPOXUHOM, ranoaHTPUHOM, KJIIAPUTPOMHULIUHOM, rajgonepua0IoM, METaJI0HOM,
MOKCHU(IOKCAIIMHOM, OSTIPUIUIIOM U TTUMO3HIOM).

levrne BHIbI BSaHMO}ICﬁCTBHﬂ, KOTOPBIE MOI'VT IIOBJIUATH HA KOHIICHTPAIIUIO HUI0THHHOA B

CBIBOPOTKE KPOBHU
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HWIOTHHUOA, TPUBOIAIIEE K TOBBIIICHHIO IJIa3MEHHOM KOHIICHTPALIMH MIperapara.
[Tpu HEOOXOAMMOCTH, BO3MOKHO IPUMEHEHNUE ITpenapaTa HunotuHub BMecTe co CTUMYIIATOpaMu
reMoIi033a, TAKUMH KaK 3pUTPONOITUHBL, TPaHyIOIUTAPHBIA KOJOHUECTUMYIUPYIOUINH dakTop,

a TaKXKE C FI/I,I[pOKCI/IKap6aMI/II[0M " aHarpeinaoMm.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

>K€HIIII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaHGHHI/ISI Y MYXYHH U )KGHIIII/IH)

Bo Bpemsi tepanuu npenaparom HumotuHu6 M Kak MMUHMMYM B TE€UEHHUE 2-X HEZeNb IOCIe
3aBepIICHUs] TEpalnuy MalMeHTaM, OCOOEHHO >KEHIUHAM [EeTOPOJHOTO0 BO3pacTa, CleayeT
IIPUMEHATh HAACKHBIE METOAbl KOHTpauenuuu. JKeHIuHaM penpoayKTUBHOIO BO3pacTa
PEKOMEHAYETCS HCIOJIb30BaHHEe J(PPEKTHBHBIX METOJOB KOHTpauenuuu (uHAekc Ilepns
(mokazarenp, OTPaXKAIOLINI YaCTOTy HACTYIUIeHHs OepeMeHHOCTH Y 100 >KeHIINH B T€YeHHE roja
NPUMEHEHUS KOHTpAIIETITUBA) cocTaBisieT < 1) Ha MPOTSHKEHHH BCEro Kypca NpPUMEHEHUs
npenapata Hunotunu6 u cryctd 2 HeJlenu 1ociie 3aBeplieHus Teparnui.

bepemeHHOCTD

ITpumenenue npenapara Hutotuan6 npu 6epeMEHHOCTH MPOTUBOIIOKA3aHO.

JlakTauus

[Ipumenenue npenapara HuiotuHuO B iepro/1 rpyIHOTO BCKapMIIMBAHUS MPOTHUBOMOKA3aHO.
OCHOBBIBasICh Ha JOKJIMHUYECKUX JAHHBIX M YUUTHIBAS MEPUOJ MOTYBBIBEICHUS] HIJIOTUHUOA Y
YyenoBeKa, cocTaBisomuid 17 yacoB (amamazon: ot 3,2 go 54,7 uaca), B KauecTBE MEpbI
MPEAOCTOPOKHOCTU HE PEKOMEHIYETCs TIPYJHOE BCKapMJIMBAHUE BO BpEMs JICYEHHUS

HUJIOTMHHOOM U B T€UEHHE 2 HEJENb MoCcie IpreMa nociaeaHei 10361 npenapara Humotunuo.

4.7. Baiusinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeICTBaAMHM M padorarh ¢
MeXaHMu3MaMH

Hekoropsle mo6o4HbIE JAeWCTBUS Mpenapara, B TOM YHCIIE T'OJIOBOKPYKEHHE WIN 3pUTENIbHBIE
HapyIIeHHUs, MOTYT OTPULIATEIbHO BIUATH HA CHOCOOHOCTH YIPaBJIEHMSI TPAHCIOPTHBIMU
CpPEICTBAMU U BBINOJHATH IOTEHIMAIBLHO OIACHBIE BHUABI JESITENBHOCTH, TpeOyIole
MOBBIIIEHHON KOHIIEHTPAIlMM BHUMAHUS U ObICTPOTHI IICHXOMOTOPHBIX peakiuii. [Ipu nosiBnennu
ONMCAHHBIX HEKEJIATEIbHBIX SIBICHUH CIEAYeT BO3JEPKaTbCsi OT YKa3aHHBIX BHJIOB

JIeSITEILHOCTH.

4.8. HexkesaTeibHbIe peakuu

[TaimeHThl ¢ BOepBble BhisiBieHHBIM Pht XMJL, nonyyatonme HuinoTuHuO B 1o3e 300 mr 2 pa3a B

CYTKH

Peswome npoghuns 6ezonacnocmu
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V nanueHToB ¢ BrepBhIe BhABIeHHBIM Ph XML, nonydﬂs'ﬁl“l;bzl RAMTOTHHIG B{036-300 W2 baza

B CyTKH, HaubOosee gacteiMu (>10 %) Heremaronornueckumu HS, cBSI3aHHBIMU C IPUMEHEHUEM
npernapara, ObUIM: KOXHAas Cblllb, KOXKHBIM 3y, TOJOBHAas OOJb, TOIIHOTA, MOBBIIICHHAS
YTOMJISIEMOCTb, aJIONelus, MUAJITUS U 0OJb B BEPXHEH 4acTu KUBOTA. BONBIIMHCTBO MOOOUYHBIX
3¢ dexToB ObLTM yMepeHHO BbIpaxkeHbl. Menee yacTo (< 10 % u > 5 %) HalGnroaganucy yMepeHHO
BeIpakeHHBbIe HSI, Takue kak: 3amop, aumapes, CyXOCTb KOXH, MBIIICUYHBIE CIa3Mbl, OOJb B
cycTaBax, 00Jb B )KUBOTE, IEpUPEepUIECKUe OTEKH, PBOTA M ACTCHHUS.

[Tpu npumeHenuun HIIOTHHKOA B 03¢ 300 Mr 2 pa3a B CYTKH IJICBPAIBHBINA U TIEPUKAPAHATbHBIN
BBINIOTHI, BHE 3aBUCUMOCTH OT HUX 3THoJIoTMH, Habmomamuch y 1 % u < 1 % mnanueHToB
COOTBETCTBEHHO.

KenynouHo-kuiieyHble KpOBOTEUEHHS, BHE 3aBUCUMOCTU OT ATHOJIOrMH, HaOmoganuch y 3 %
MAIUEHTOB.

['emaronoruueckue HS, Briarovast muenocymnpeccuro: Tpomoouutonenus (18 %), neiitponeHus
(15 %), anemus (8 %). Hapymenust OMOXUMHUYECKUX JIAOOPATOPHBIX MOKA3aTelel BKIIOYAIOT:
YBEIIMYCHUE aKTHUBHOCTH ajdaHuHamuHOTpaHcdepasbl (AJIT) (24 %), runepOounmpyOMHEMHUIO
(16,5 %), yBenuueHnue aktuBHOCTH acmapraTamuHoTpancdepassl (ACT) (12 %), yBenudenue
aktuBHOCTH smmna3sl (11 %), yBenuueHue KoHUEHTpauuu OunupyOuna B kpou (10 %),
runiepriaukemuto (4 %), runepxonecrepunemuto (3 %), runeprpurnunepuaemuro (<1 %).
Otxnonenue cpennero nokasatens QTcF, ycpenHeHHOTo 1Mo BpeMeHH, OT UCXOIHOTO COCTABIISIIO
6 MC NpY NPUMEHEHUH HWIOTHUHUOA B PaBHOBECHOM cOCTOsHUU. Cpeu BceX TPyl MalueHTOoB,
NOJYYaBIINX TEPANUIO MpernapaToM, He OTMEUEHO abCOMOTHOro yBennueHus uHrepana QTcF
>500 Mc, a TaKKe JMH30JI0B KEITyJOYKOBOW TaXHUCHUCTOIMYECKON apUTMHUU THIIA ITHPYITH
(torsade des pointes). Yeenuuenne nntepbaia QTcF Ha > 60 MC 0T HCXOHOTO 3apETUCTPUPOBAHO
y <1 % nanueHToB, NOTyYaBIIMX Tepamnuio mpemnapatoM. He oTMedeHo yMeHbIeHHs Pppakiuu
BbIOpoca seBoro xenynouka (PBJDK) Ha 45 %, a Takxke He oTMedeHO yMeHblneHUss PBJDK nHa
15 % u 6onee ot ucxoanoro. Cpeau Bcex TPy HE OTMEUEHO CJIy4aeB BHE3AITHON CMEPTH.
Otmena tepanuu B cBsi3u ¢ HA norpedosanack 10 % nmanueHToB.

Pe3ztome nescenamenvrvix peaxyuii

HI nepeuncnens! HUXXe 10 OpraHaM U CUCTEMaM C YKa3aHUEeM YaCTOThI UX BOSHUKHOBEHHSI: OUYCHb
gacto (> 1/10), wacto (> 1/100, xo < 1/10), Heuacto (> 1/1 000, o < 1/100), penxo (> 1/10 000,
HO < 1/1 000), ouens peako (< 1/10 000), yacTora Hew3BecTHAa (Ha OCHOBAHWUH HMEIOIIUXCS
JTAHHBIX OLIEHUTb HEBO3MOXKHO).

Yactora pa3zsutus Hf, ormeuaembix Oonee yem B 5% ciydaeB, IpeACcTaBlIeHa B CKOOKaX.

HHd)eKuuu U UHBA3UU .
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Yacto — QomMKYIUT, HUHQEKIHH BEPXHUX ,Z[leaTb'J-IIB'T{BI;E% : HT%ELEI'ZIM frur,

Ha30()apUHTUT, PUHUT);

HeuacTto — mHeBMOHMS, OpOHXUT, HH(EKIIMN MOYEBBIBOAIINX MTyTeH, repreTndeckas HHPEKIHs,
KaHA1103 (BKJIIOYast KaHIM103 POTOBOM IOJIOCTH), FACTPOIHTEPHUT;

YacToTa HeEM3BeCTHa — CEICHUC, IOJKOXKHBIA alOcuecc, alcuecc nepuaHaabHOH o0nacT,
bypyHKYI, MHKO3 TJIAJIKOW KOXKU CTOII, peaKTHBAIUs BUpyca renarura B.

Hobpokauecmeennvie, 310Kavecmsennble U HeynoyHeHHble HOB00OPA308aAHUA (6KNIOYAS KUCHIbL U

n0ﬂunbl2:

YacTo — manmmuioMa KOXHU,

YacToTa HEU3BECTHA — NANMIIJIOMA CIIM3UCTOI 000JI0YKH MOJIOCTH PTa, HaparnpoTEeHHEMHUS.

Hapywernus co cmoponsl kposu u JZMMd)CZﬂ’lMVéCKOl;l cucmemyl.

Ouenb yacto — TpoMmOouuronenus (30 %*) neritponienus (31 %*), anemus (11 %*);
YacTo — sielikonieHus1, 303uHOGWIHs, GeOpriIbHAsT HEHTPOTICHUS, TAHIIUTOIICHUS, TUM(OTICHHUS;
YacToTa HEU3BECTHA — TPOMOOITUTEMUS, JICHKOIUTO3.

Hapywenus co cmoponbt uMMVHHOl;l cucmemysl.

YacToTa HEeM3BeCTHA — TUIICPYYBCTBUTCIBHOCTD.

SHOOKHMHHble HAapyuteHus.

Heuacro — runeprupeos, rTunoTupeos;
YacToTa HEU3BECTHA — BTOPUYHBIN THIIEPIIAPATUPEO3, TUPEOUINT.

HCIDVWQHM}Z Memabou3Ma U NUMAHUA.

Ouens yacTo — runodocaremus (BKiIroUas CHUxkeHue pochopa KpoBn);

Yacto — cHmwxenue anmerutra (4 %), HapymIeHHS BOJHOXJIEKTPOJIUTHOrO OanaHca
(THTIOMarHueMusi, THUIEPKAIMEMHS, TUNOKAJHNEMHUs, THIIOHATPHEMHUS, TUIOKAIBIIUEMHS,
TUIEPKAIBLUEMHUS, runepdocpatemus), TUIEePIIINKeMHUS, caxapHbIii nuaoer,
TUIIEPXO0JIECTEPUHEMUS], TUTIEPIIUITUAEMUS, TUIIEPTPUTITULIEPUIEMUS;

HeuacTo — monarpa, geruaparaius, MOBBIIICHNE alIeTHTa, TUCIATHICMUS;

YacroTa HEM3BECTHA — TUMIEPYPUKEMUS, THITOTITUKEMHSL.

Ilcuxuueckue HapyuieHus.

Yacro — genpeccusi, 0ECCOHHUIIA, TPEBOKHOCTH;
YactoTra HEeM3BeCTHA — JIE30pUEHTAINS, CITYTAHHOCTh CO3HAHUS, aMHe3Hsl, Tuchopusi.

Hapywernus co cmoponst HepsHoti cucmembi.

Ouenb yacTo — rosioBHast 60116 (16 %);

Yacto — T'OJIOBOKPY’KCHUC, Hepn(bepnqecxaﬂ HeﬁpOHaTI/IH, TUIICCTC3UsA, TAaPCCTC3UA,
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Heuacto — BHyTpuuepenHoe KpoBOU3IHUSHUE, eMIICCRITH- Eroy i ,“ J&QSEHE{C«I ﬁMéHHe
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MO3TOBOTO KpOBOOOpaIeHus, WHPAPKT MO3ra, MHUTPEHb, TOTEPs CO3HAHHUS (B TOM YHCIIe
CHHKOIIE), TPEMOp, HApYIICHUSI KOHLIEHTPALlMM BHUMAHUS, TUIIEPECTE3US;

Yactora HeHM3BeCTHA — OCTPOE HaAPYIIEHHWE MO3TOBOTO KPOBOOOpAIICHHS, CTCHO3 Oa3uJIsIpHON
apTepuH, OTEK MO3Ta, HEBPHUT 3PUTEIHLHOTO HEPBA, 3aTOPMOXKEHHOCTH, HU3ECTE3UsI, CHHAPOM
«0ECITOKOMHBIX) HOT.

Hapyuwenus co cmopornbl opeana 3perust.

YacTo — BHYTPHUIIIa3HOE KPOBOUIIUSHUE, IEPUOPOUTAIBHBIN OTEK, KOHBIOHKTHBHT, 3YJI B TJ1a3ax,
CHHJIPOM «CYXOTO» IJ1a3a (BKJIF0Uasi KCEpOPTAIbMHIO);

Heuacto — yxyamenue 3peHusi, 3aTyMaHUBAaHUE 3PCHUS, CHIXKEHHE OCTPOTHI 3pEHUs], OTEK BEK,
¢doroncus, runepemus (Ckiep, KOHBIOHKTHUBBI, IJIa3HOTO 50JIOKa), pa3ApakeHue rias,
KPOBOM3JIUSHUE B KOHBIOHKTHBY;

YacToTa HEM3BECTHA — OTEK JIUCKA 3PUTEIBHOTO HEPBA, JAMILIONUS, CBETOOOS3Hb, IPUTYXJIOCTh
BeK, OsiebapuT, 00JIb B TI1a3y, XOPUOPETUHOIATHS, AJICPIrUYCCKH KOHBIOHKTHBHT, 3a00JICBaHUS
CIIM3UCTON 000JIOUKH IJa3a.

HapymeHuﬂ CO CHIOPOHRbL OpeaHa ciayxa u Jza6upuHma:

Yacrto — BepTHUroO;
YacToTa HEU3BECTHA — CHMIKEHUE OCTPOTHI CiyXa, 00JIb B yllIax, IIyM B yIIax.

Hapywernus co cmoponbt cepdua.‘

Yacto — cTeHOKapaus, apuTMHsS (BKJIIOYas aTPHOBEHTPHUKYISPHYIO OJOKaxy, TpeneTaHue
npencepauii M JKeTyJOYKOB, SKCTPACHUCTONUIO, TaXUKapAWUI0, Opamukapauio, (GpuOpHiIsIiio
npejacepauit), ourymenue cepamneounenus, yymnHenue uatepsaia QT na OKT';

HeuwacTo — cepmedynas HemoCTaTOYHOCTh, HH(PAPKT MUOKapia, MIIEMHUYECcKas OOJe3Hb cepa,
MOSIBJICHHE IITYMOB B CEep/IIe, IepUKapAuaIbHbIN BIIOT, [IMAHO3;

YacroTa HEW3BECTHA — HAPYIICHUS (PYHKIHUU KEIYAOYKOB, MEPUKAPAUT, CHIDKEHHE (Dpakiuu
BBIOpOCA, TMacToIn4ecKas qucyHKIus, 6JI0Kaa JIeBOM HOXKKH Imydka [ uca.

Hapywernus co cmoponbt COCV@OG.‘

YacTo — noBbIIIEHUE apTepHaIbHOro AaBieHus (A/l), «IpuIuBbI» KPOBH;

HeuvacTo — runepTroHnYeckuil Kpu3, OKKIIIO3Ms NepU]eprUuecKux apTepuid, mepemMeKaromascs
XpOMOTa, CTEHO3 apTepuil KOHEYHOCTEN, 00pa30BaHNE IreMaToM, apTepPUOCKIEPO3;

YacroTa HEM3BECTHA — TeMOpparnyeckuil ok, cHwkenue AJl, pom003, creHo3 nepudepudaeckux
apTepUid.

Hapywenusa co cmoponbwi OblXamenbHoll cucmemysl, opcaroe ZDV()HOZZ KiemkKu u CDE@OCmeHUﬂ.'

Yacto — onpllika B MOKOE M Npu (U3NYECKON Harpy3ke, HOCOBOE KPOBOTEYEHHE, Kalllellb,

nuchoHus;
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rieBpaigbHas 00Jib, TUIEBPUT, 00JIb B 00JACTH TJIOTKW W/WIIM TOPTAHU, Pa3ApakeHUE CIU3UCTON
000JIOYKH TJIOTKH;
YacroTa HEeM3BECTHA — JIETOYHAS TUIICPTEH3HSI, XPHUIIbI, 00JIb BO PTY U IJIOTKE.

JKenyoouno-xkuweunvie HapyuweHus:

Ouenb yacto — tomHOTa (14 %), 3anop (10 %), auapes (9 %), pota (6 %), 601L B BEpXHEW 9acTH
)uBota (10 %);

YacTto — 1uckoM@opT B 00JIACTH JKUBOTA, B3yTUE )KUBOTA, JUCIICTICHS, TUCTEB3Us, TAHKPEATHT,
METEOPHU3M;

Hewacto — xenyqo4HO-KUIIEYHOE KPOBOTEUYCHHE, METICHA, U3bS3BICHHUE CIIM3UCTON 000JI0YKU
MOJIOCTH PTa, TacTpodsodarealbHbli pedIIroke, cToMaTuT, 00JIb B MHUIIEBOAC, CYXOCTh BO PTY,
TacTPHUT, MOBBIIICHHE YYBCTBUTEIBHOCTH 3yOHOH SMaly;

Yactota HeW3BeCTHa — mepQopanus KEIyIOYHO-KHIICUYHOUW SI3BBI, PETPOIECPUTOHEATBHOEC
KPOBOMBJIMSIHUAEC, PBOTA C KPOBBIO, S3Ba JKEIyJKA, S3BECHHBIA 330(arutT, 4acTUYHAS KUIICUHAS
HENPOXOJMUMOCTb, JHTEPOKOJIHUT, TEMOPPOH, TpbDKa MHUIIEBOJHOTO OTBEPCTUS auadparmel,
PEKTaIIbHOE KPOBOTCUCHUE, THHTUBUT.

HapymeHuﬂ CO CNIOPOHbL ne4YeHu u cheﬂ’{€6b1600}lu4ux nymeﬁ:

Ouenp yacTo — runepOmIMpyorHeMus (BKIIIOYast yBEIMYeHNE OMIMPyOrHA KPOBH);
Yacto — HapymieHne (QyHKLINU I€UYEHU;

Heuacro — renarut, xenaTyxa, TOKCHYECKOE TIOpaKEHHUE NIEUCHH;

YacroTa HEU3BECTHA — X0JIECTa3, T€aTOMETAJINS.

Hapywernus co cmoponsl Kodicu u NOOKONCHBIX MKAHEU.

Ouenp yacTo — KoXHas coinb (33 %), koxHbIA 3ya (18 %), anonenust (10 %), CyXoCTh KOXKHU
(10 %);

Yacto — spurema (3 %), MOBBIIIEHHOE MOTOOTAEICHHE B HOYHOE BpeMs, IK3eMa, KpaluBHUIIA,
TUIEPruipo3, IepMaTUT (aJIeprudyeckuil, SKconuaTuBHBIE M akHE(POPMHBIN), MOJKOXKHOE
KPOBOMUBJIUSHUE, AKHE;

Heuacto — skcdonnatuBHas Chilb, NPUITYXJIOCTh JHIA, JIEKAPCTBEHHAs ChIb, OOJE3HEHHOCTh
KOXH, SKXUMO3BI;

YacroTa HeW3BeCTHa — IICOpUA3, MHOTOQOpMHAas 3puTeMa, y3JjoBaTas 3pUTeMa, fA3Ba KOXH,
CUHAPOM  JIAJIOHHO-TIOJIOUIBEHHOW JSPUTPOJU3ECTE3Us], MeTeXUH, (HOTOUYBCTBUTEIHHOCTD,
BOJIZIBIPY, KUCTA KOXKU, TUIEPIUIA3Us CAbHBIX XKele3, aTpousi KOXKU, U3MEHEHHE I[BETa KOXH,
HIETYIICHNUE KOXKH, TUIIEPIIUTMEHTAIUS KOXKH, TUIIepTPO(Usl KOKHU, TUIIEPKEPATO3.

Hapywernus co cmoponst mbluie4Hou, CKelemHuou u COCOUHUMENIbHOU MKAHU.

Ouenp yacto — muanrus (10 %), aprpanrus (8 %);
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MOJB3IOIIHON 00J1acTH, KOCTHO-MbIIIeYHast 00Jib (B TOM 4YHCIE KOCTHO-MBIIIEYHas O0Jib B
TPYAHOH KJIETKe), 00Jb B CIIMHE, 00JIb B 1Iee, 00JIb B OOKY;

HeuacTo — cKkOBaHHOCTb, MBIILIEUHAsI CIA00CTh, OTEYHOCTH CYCTaBOB;

YacToTa HEN3BECTHA — apTPHUT.

Hapyuwenus co cmoporbl noyex u MOH€6b1600}lu41/lx nymeﬁ.‘

YacTo — noymakuypus;
HeuacTo — au3ypus, uMnepaTuBHble NO3bIBbI K MOUEHCITYCKaHHUIO, HUKTYPHS;
YacToTa HEeM3BECTHA — I0YEYHAsL HEIOCTATOYHOCTb, TeMaTypHsl, HeJep>KaHUEe MOUH, XPOMATYpPHSL.

Hapywenus co cmoponbl penpodykmueHoﬁ cucmembspl U MOJIOYHBLX JHCeles.

HeuacTo — 60716 B rpyiHOI KeJe3e, THHEKOMACTHs, SPEKTHIIbHAS TUCHYHKIIHUS;
YacToTa HeM3BeCTHA — YIUIOTHEHUE TPYIHBIX JKeJle3, MeHOpparus, Ha0yxaHue COCKOB.

O6M4M€ HAPYWEeHUA U peaKkyuu 6 mecmnie 66e0eHUsl.

OueHb yacTo — MOBBILLIEHHAs yToMIIAeMOCTb (12 %);

Yacto — actenus (9 %), 3aepkKa >KuIKOCTU 1 0TeKH (5 %), MOBBIIICHUE TEMIIEPATYPHI TeJia, 00JIb
B Ipyau (BKIIIOYasi HEKapIMOTeHHYI0 00J1b), AMCKOM(DOPT B rpyau, oOliee HeJOMOTaHHE;
HeuacTo — oTek juiia, rpaBUTAIIMOHHBIC OTEKH, TPUITIONOIO0HBINH CHHAPOM, 03HOO, OLIYIIICHUE
W3MCHCHUS TEMIIEpaTyphl Tela (YepelOBaHHE «OIIYIICHUS XKapa» M «OIIYIICHUS XOJ0Ja»);
YacToTa HEU3BECTHA — JIOKAJIBHBIN OTEK.

ﬂa6opam0prle U UHCIMPYMEHMAIbHbLE oannwie.

OueHb YacTO — MOBBIILIEHUE AKTUBHOCTU «I€YEHOUYHBIX» TPAHCAMUHA3, OBBIILIEHUE AKTUBHOCTHU
JUMa3bl KPOBH, YBEIUYEHUE KOHIIEHTPAIIMH XOJIECTEPUHA JIUMOMPOTEUHOB (B TOM YHCIIE,
JUTIONPOTENHOB BBICOKOW W HHM3KOW IUIOTHOCTH), VYBEIMYCHHE KOHIIEHTpAIMU OOIIero
XO0JIECTEPUHA, YBEJINUEHNE KOHLIEHTPAlUU TPUTIIULEPHUIOB KPOBH;

Yacto — yMeHbIIIEHHE KOHIIEHTPAIMH TeMOrI00NHa, YBEIHUEHNE aKTUBHOCTH aMUJIa3bl, TaMMa-
rryraMuHTpancdepassl,  kpeatnHpochOKHUHA3BI,  MIeTOYHOM  (ocdaTaspl,  yBEIHMUECHUE
KOHIIGHTpAllMM HWHCYJIMHA B TUTa3M€ KpPOBU, YMEHBIICHHE WJIM YBEIWYECHUE MACChl Tela,
YMEHbIIIEHNE KOHIICHTPAIUH TI100YJIMHOB B KPOBU;

Heuacto — yBenuyeHuMe AaKTUBHOCTH JIAKTATAETUAPOr€HA3bl, YBEIMYEHUE KOHIICHTPALUU
MOYEBHUHBI B TJIa3Me KPOBH;

YacToTra HeM3BeCTHA — YBEJIMUEHNE KOHIICHTPAIIMY TPOIIOHWHOB B IJIa3Me KPOBH, KOHIICHTPAITNH
HEKOHBIOTUPOBAHHOTO OMIHPYOrHA, yMEHbBIIIEHNE KOHIIEHTPAllUK UHCYIMHA U C-TIeNTHAa KPOBH,

YBCIUMYCHUC KOHICHTPALIUN ITapaTTOPMOHA B I1JIa3ME€ KPOBHU.

Tabnuya 2: OTKI0HEHU 1a00PaTOPHBIX ApaMETPOB OT HOPMBI 3 U 4 cTeneHu

19



COOTBETCTEYET 3KCNEPTHOMY OTUETY
22 02 2024 M= 3429

OT 2L UL 20 Sy g O

HA Briopsl YA i B Kids b 000%

XpOHUYECKOH (haze

Hunotunu6 300 mr 2 pasa B cytku, %

T'emamonocuueckue napamempbol

Helitponenus 12
TpombouuToneHus 10
Anemus 4

Buoxumuueckue napamwempbol

VBenuueHue KOHICHTpAalMU Kp€aThuHa

VBenmueHne akTUBHOCTH JIMITA3bI

VBennuenne aktuBHoct ACT

VBennuenue aktusHoctd AJIT

l'unodocharemus

A OO bR, OO

VYBenuueHrne KOHIEHTpauu O0IEero
ounmpyOouHa

YBenuueHue KOHICHTpALUHU I'NIFOKO3bI

(@)

YBenuueHue KOHIOCHTpaluKU XOJICCTCPHUHA

VYBenuueHnue KOHIeHTpauu Tpuriaunepuaos | 0

Ommena mepanuu y nayuenmoé ¢ Ph™ XMJI ¢ xponuueckoii ¢aze, docmucuux cmabuibHo2o
anyborxoeo MO

[Tpu oT™MeHe Tepanuy HUJIOTUHUOOM IPH MOMBITKE JTOCTHXKEHUS PEMUCCUU Oe3 JICYCHHS] MOTYT
Oojee 4yacTo, 4eM JO OTMEHBI Tepaluu, BOSHUKATh cieayromue HS: cuMOTOMBI CO CTOPOHBI
MBIILIEYHOM, CKEJIETHOW U COEAMHMUTEIbHOW TKaHU, TaKM€ KaK MUalITus, 00Jb B KOHEUHOCTSX,
apTpairusi, 00Jib B KOCTSX, 00JIb B IO3BOHOYHUKE MJIU CKEJIETHO-MBIILIEUHas 00JIb.

B xnmHM4YECKOM HCCIeN0BaHNU B TEYEHHE TOfla Iocie OTMEHBI Tepanuu y 24,7 % nanueHToB ¢
BIIEpBbIe BbIABIEHHBIM Ph™ XMJI B XpoHHueckoil (hase OTMEYAIMCH CHMIITOMBI CO CTOPOHBI
CKEJIETHO-MBIIIEYHOM CHUCTEMBI IO CpaBHEHUIO ¢ 16,3 % Ha MPOTSHEHUU TPEIbLAYIIErO Tojaa
Tepanuyu HUIOTUHHUOOM.

Onvim npumeneHus 8 KIUHUYECKOU NPAKMUKe

Ha ¢one Tepanuu HuimotuHMOOM oTMevanuch cieaytomue HS Ge3 ykazaHuil Ha NMpUYUHHO-
CIIEICTBEHHYIO CBSI3b C IPUMEHEHHEeM HWIOTHHHOa (dactora HS He ycraHoBieHa): ciydau
CHUH/IpOMa JIM3KCa OMyXO0JIH, Tapajuy JUIEBOr0 HEPBA.

*- 3 u 4 crenens TspKectu no knaccuukammu CTCAE (Common Terminology Criteria for
Adverse Events) y manueHToB ¢ BHOBb JuarHoctupoBanubsiM Ph™ XMJI B xpoHuueckoii ¢ase.

ITammuentsl ¢ Ph™ XMJI B xponunueckoii dhaze u daze akcenepallvu, MoJyyaroliie HWIOTUHUO B

no3e 400 mr 2 pa3a B CYTKH

Pesome npoghuns 6ezonacnocmu
V naruentos ¢ Ph™ XMJI B xporndeckoii pase u pase akcenepanuu, moxyIarlux HIIOTHHNO B

no3e 400 mr 2 pasa B cyrku, Hambonee yacteiMu (> 10 %) Heremaromormueckumu HS,
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00Jib, TIOBBIIICHHAs YTOMJISIEMOCTh, 3alop, JAUapes, pBOTa M MHUAITUs. BoOJBIIMHCTBO
BhIIIIeyKa3aHHbIX H ObutH ci1abo mim yMEpEeHHO BBIPAKEHBI.

Menee yacto (< 10 % u > 5 %) nabmroganuce ciiabo wiu ymMepeHHo BelpaxkeHHble HS, Takue kak:
aJyonenus, MBIIEYHbIN Cla3M, CHIDKEHHUE allleTuTa, 00b B cycTaBax, 00Jb B KOCTSX, O0Jb B
KUBOTE, IEPUPEPUICCKUE OTEKU U aCTCHHUS.

Cepneunast HeIOCTaTOYHOCTH HabMoganach y < 1 % manueHTos.

[IneBpanbHBId U TEpUKApPAUATIbHBIA BBIMOTHI, KaK U MX OCIIOXKHEHHUs, HaOmonamuch y <1 %
MalMeHTOB, TPUHUMAIOIUX HUIOTUHHUO B 103¢ 400 Mr 2 pa3a B CyTKH.

XKenynouno- KuIeYHbIe KPOBOTCUCHHS U KPOBOMBIHMSIHUSA B MO3T Habmoxamucb y 1 % u <1 %
MAalMEeHTOB COOTBETCTBEHHO.

Ynunenune untepBana QTcF Gomee 500 Mc HaOmomanmoch y <1 9% mnanueHToB. DnH30/bl1
KEITYI0YKOBOM Taxukapauu Tuna «torsade des pointes» (KpaTKOBPEMEHHBIX WIIH JUIUTEIbHbBIX ) HE
Ha0JII01aTHUCh.

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

Otmena Tepanuu B cBsizu ¢ H nmotpeboBanacek 16 % nauuentoB ¢ XMJI B xponuueckoii daze u
10 % manueHToB B (a3e akceneparum.

Hayuenmul ¢ Ph™ XMJI 6 xponuueckou ghasze, ne docmuzuue MO 4.5 unu 6o1ee na pone mepanuu

UMamuHubom

Hwuxe npuBeneHbl IaHHbBIE, MOJYYEHHBIE B KJIMHHYECKOM HCCIEJOBAaHUM IPU IPUMEHEHUU
HU10THHNOA B 7103€ 400 Mr 1 pa3 B CyTKH 10 CpaBHEHUIO C Tepanueil uMaTuHuooM B 103¢e 400 mr
wii 600 Mr B cyTkH B Teuenue 48 Heyenb y nanuentos ¢ Ph™ XMJI B xpoHudeckoii dasze mocie
Tepanuy UMaTUHUOOM Ha MPOTSHKEHUH MPEJIIIECTBYIONUX 2 JIeT.

[TatMeHThl, MOMyYaBIIME JIEYEHUE HMMATUHUOOM B JIAHHOM KJIMHMYECKOM HCCIIE0BaHHH,
IPOJIOJKAIIH JIEUEHHUE MTPEernapaToM B TOM )K€ J103€, KaK U Ha MPOTSKEHUH IPEIIECTBYIOIINX 2 JIET
Tepanuu. MennaHa NpoJOJKUTENBHOCTH T€panuu HUJIOTUHUOOM cocraBisuia 47,2 mecsua 1o
CPaBHEHHIO ¢ MeJIMaHOM MPOJIOJHKUTEIBHOCTH Tepanuu uMatuHruoom 37,0 u 26,7 mecsiieB B 103€
400 mr 1 600 Mr COOTBETCTBEHHO.

bonee vacro, yuem B rpymnme MMaTuHHOA, y MAIMEHTOB, MOJIYYaBIINX TEPANHUI0O HUIOTUHUOOM,
OTMEYAJIUCh TOJIOBHAS 00JIb, KOXKHAS CHIIIb U KOXKHBIN 3y/, KOTOpbIE ObUIM 3apeTrUCTPUPOBAHbI
MUHUMYM y 20 % manueHToB B rpymnmne HuiaoTtuHuOa. [1o cpaBHeHUIO ¢ Tpynmnoi uMaTuHuoa, y
NalMEeHTOB, MOJYYaBUIMX TEparnuio HWIOTHMHHOOM, damie pa3BuBaiuch HSl, mpuBoamBiiMe K
BPEMEHHOMY WJIM [OJIHOMY TMpEKpallleHUI0 Tepanmuu WIA KOPPEeKIHH J103bl mpemnapara. Y

ManucHTOB, MMOJIYYaBIINX TCPAIIUTO HUJIOTHHHOOM YacTO OTMEYaJIHCh YBCIMUCHUEC KOHOCHTpaIun
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3aperuCTPUPOBAHBl 3 JIETANbHBIX HCXOJa Ha (OHE Tepamuu, U3 HUX 2 — Ha (OHE Tepamuu
HWIOTUHUOOM U 1 — Ha (oHe JledeHnss IMaTUHHOOM. Y 3 MalMeHTOB JIETAIBHBIA HCXO0/] HACTYITHII
Oosee yem vepes 28 mHEH MocIie MPeKpalieHrs TeParuu UCCIIeyeMbIM rperaparoM (1 — B rpymme
HUJIOTHHKOA U 2 — B TPYIIIIE UMAaTHHUOA).

Y 4 nmauueHToB, TMOMYYaBUIMX JICYCHHE HUWIOTHHUOOM, OTMEYEHO YBEIMYCHHE HHTEpBaia
QT >450 mc na 8 cyrku. YBenmuenue QT >480 mc Ha ¢oHe Tepanuu HUIOTHHHOOM HE
3apEerUCTPUPOBAHO. Y 8 MaIMEHTOB, MMOJTyYaBIINX HUIOTHHUO, OTMEUYCHO YBEIIMYCHUE HHTEPBaa
QT > 30 mc ot ucxognoro 3Hauyenus (7,9 %). Ha done Tepanuu HUIOTMHHOOM HE OTMEYEHO
yBenuueHus uatepsaia QT > 60 mc.

Pe3tome nesrcenamenvmvix peakyuii

HSI nepeurcieHpl HIDKE 10 OpraHaM U CUCTeMaM ¢ YKa3aHHEeM YacTOThl MX BOSHUKHOBCHHS: OYCHb
gacto (> 1/10), gacto (> 1/100, Ho < 1/10), Hewacto (> 1/1 000, o < 1/100), peaxo (> 1/10 000,
HO < 1/1 000), ouensb penko (< 1/10 000), gyacrora Hew3BecTHA (HA OCHOBAHUHM WMECIOIIMXCS
JTAHHBIX OLIEHUTH HEBO3MOXKHO).

Yacrora pa3zsutus Hf, otmeuaeMbix Oosiee uem B 5 % ciydaeB, IpeCcTaBlIcHa B CKOOKaX.

HHd)eKuuu U UHBA3UU.

Yacto — GommmKyauT, WHPEKIUU BEPXHUX JBIXaTeIbHBIX TMyTeH (BKIOYas (apHHTHUT,
Ha30(apUHTUT, PUHUT);

Heuacto — mHeBMOHUSA, OPOHXUT, MH(EKIIMH MOUEBBIBOIAIIUX MyTeH, repreTnyeckas HHPEKIus,
KaHIUA03 (BKIItOYask KaHIMI03 POTOBOM MOJIOCTH), TACTPOIHTEPUT;

YacTora HEW3BeCTHa — CENCHUC, MOJKOXKHBIM adcrecc, adciecc NepHaHaIbHOW O0O0JacTH,
(GypYHKYITBI, MUKO3 TJIAJIKOM KOXKHU CTOII, peaKTHBAIAS BUpyca remarurta B.
Jlobpoxauecmeennvle, 310KA4eCMEEHHbIE U HeYMOYHEHHbIE H08000PA308AHUA (6KAIOYAS KUCHbL U

I’lOJluI’lblz:

YacTo — manuiaiaoMa KOXKHU;

Yacrora HEU3BECTHA — MANMIUIOMA CIIM3UCTON OOOJIOYKH MOJIOCTH PTa, MapAIPOTEHHEMHUSI.

Hapyuwienus co cmoporbl kposu u JZUMd)amuHBCKOIZ cucmemvl.

Ouenb yacto — TpoMmbonuronenus (30 %*), nefitponenus (31 %*), anemus (11 %*);
Yacro — nelikoneHus, 303uHoQmINs, pedpuibHasi HEUTPONEHUS, TAHIUTONECHUS, JTUM(ONEHUS;
YactoTra HeM3BeCTHA — TPOMOOIIMUTEMHS, JICHKOIIMTO3.

Hapywenus co cmoponbt UMMYHHOU CUCEMbL.

YacToTa HEH3BECTHA — TUIICPYYBCTBUTCIBHOCTD.

DHOOKpUHHBIE HADYULCHUSL:

HeuwacTo — runeptupeos, TUnoTupeos;
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YacToTa HEM3BECTHA — BTOPUYHEIN THIICPIIApaTHPEO3, Tﬁ%ﬁﬂlﬁqc BATENBHOCTE 0004)

Hapywenus MemadonUIMA U NUMAHUSL.

Ouens yacTo — runodocaremus (BKiIroUas cHrxenue pochopa Kposn);

Yacto — cHwkenue anmeruta (8 %), HapylleHHs BOAHO-3JEKTPOJUTHOro OajaHca
(TMIIOMarHueMusi, THUIEPKATHEMHs,, THIOKAIHNEMHUsS, T'HIIOHATPUEMUS, THIIOKAJIbIIMEMHUS,
TUIEepKaIbLUEeMus, runepdocharemus), TUIEPIIINKEMUSI, caxapHbIi nuaoer,
THIIEPXOJIECTEPUHEMUS], TUTICPIIUITUAECMUS, TUTIEPTPUTITULIEPHIEMUS;

Heuacrto — nmonarpa, neruaparanys, MOBBILICHUE alllIeTUTA, AUCIUITHICMUS;

YacToTa HEN3BECTHA — TUIIEPYPUKEMHS, TUTIOTJTHKEMHUSI.

Tcuxuueckue napyuierus.

Yacto — nenpeccusi, 66CCOHHUIIA, TPEBOKHOCTH;
YacroTa HEM3BECTHA — JIE30PUEHTALIUS, CITYyTAHHOCTh CO3HAHUS, aMHE3HsI, TUCHOpHSL.

HapymeHuﬂ CO Cn1OPOHbL H€D6H012 cucmemnl.

Ouenb yacTo — rojioBHas 6016 (15 %);

YacTo — roJ0BOKpYyKeHHUE, IeprudepruuecKas HeMpOonaTus, TUIeCTe3ns, MapecTe3ns;

HewacTo — BHYTpHUEpENHOE KPOBOUIIUSIHUE, HIIEMUYECKHI HHCYJIBT, IIPEXO/IAIIEe HApyIIEHHE
MO3rOBOI0 KpOBOOOpAIIeHUs, MH(APKT MO3ra, MHIPEHb, MOTEpPs CO3HAHUSA (B TOM YHCIE
CHHKOIIE), TPEMOp, HapyIIEHUE KOHIIEHTPAI[Ud BHUMAaHMUsI, TUTIEPECTE3 NS,

Yacrota HEM3BECTHA — OCTPOE HAPYIIEHHE MO3TOBOTO KPOBOOOpAIIEHHS, CTEHO3 Oa3MIIIPHOM
apTepUM, OTEK MO3Ta, HEBPHUT 3PHTEIBHOIO HEPBA, 3aTOPMOXKEHHOCTb, TH3ECTE3UsI, CHHIPOM
«OECTTOKOMHBIX» HOT.

Hapyuwernus co cmoponsl opeana 3peHus:

YacTo — BHYTPHUTIIa3HOE KPOBOUBIIUSIHHUE, IEPUOPOUTATIBLHBIN OTEK, KOHBIOHKTUBHUT, 3y/1 B TJ1a3ax,
CHHJIPOM «CYXOTO» IJ1aza (BKJII0UYasi KCepoPTaabMHIO);

HeuacTo — yxy/uieHue 3peHusi, 3aTyMaHUBaHUE 3PEHUs, CHUKEHHUE OCTPOTHI 3pEHUs], OTEK BEK,
¢doroncus, runepemus (Ckiep, KOHBIOHKTHBBI, TIJIa3HOTO £A0JOKa), pa3apakeHue rIjas,
KPOBOM3JIMAHUEC B KOHBIOHKTUBY;

YacToTa HEM3BECTHA — OTEK JMCKA 3pUTEIBHOTO HEPBA, AMUILIONUS, CBETOOOA3Hb, IPUITYXJIOCTh
BeK, O1edaput, 6011b B I1a3y, XOpUOPETHHONATHS, AJUIEPTUUYECKUN KOHBIOHKTUBUT, 3200JI€BaHUs
CIIM3UCTON 000JIOUKH TJasa.

Hapyuwenus co cmoponsl opeana cayxa u Jlaéupuyma:

Yacro — BEpTUTO;
YacToTa HEM3BECTHA — CHIKEHUE OCTPOTHI CIyXa, 00Jb B yIlax, IIyM B yIIax.

Hapywenus co cmoponbt cepdua.‘
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MpeICepaIuii M JKEITYJA0YKOB, SKCTPACUCTOIHMIO, TAXUKAPAHUIO, Opamukapauro, (GpuOpHIIIsIuo
npencepauii), onryenue cepaineounenus, yumnaenne narepsana QT na DK

HeuacTo — ceplieyHass HEJOCTAaTOYHOCTh, HH(APKT MUOKapia, HIeMHUYecKas OO0Je3Hb Cep/a,
MOSIBJICHHE IIIYMOB B CEp/IIIe, IEPUKAPIUATBLHBIN BBIIOT, IIHAHO3;

Yacrora HeW3BECTHA — HAPYIICHHUS (YHKIIUH SKEIYIOYKOB, MEPUKAPIUT, CHIDKEHUE (Dpakiiuu
BbIOpOCa, AMacTOIMUecKas TUChYHKIMS, OJ0KaIa ICBOH HOXKKH mydka ['uca.

Hapywenus co cmoponbi COCV@OG.‘

Yacro — yBenuueHue aprepuanbHoro Aasienus (All), «apuiuBbb» KpOBH;

Hewacto — rumepToHUYECKU KpH3, OKKIIO3US MEepUPEPUUECKUX apTEPHid, MEepEeMeKarOIasCcs
XpOMOTa, CTEHO3 apTepuil KOHEYHOCTEH, 00pa30BaHNE TeMaToOM, apTEPHOCKIEPO3;

YacroTa HEM3BECTHA — TeMOpparuyeckuit mok, camwkenue AJl, pom603, creHo3 nepudepuieckux
apTepui.

Hapywenus co cmoponbi ObIXamenbHoU cucmemysl, opecaHoe ZDVaHOZZ KiemkKu u cpe()ocmeHu;z:

YacTto — oppllka B MOKOE M NpHU (U3NYECKOH Harpys3Ke, HOCOBOE KPOBOTECUCHHE, Kallleib,
nuchoHus;

Hewacto — OTeK IerkuX, IUICBPAIbHBIA BBIOT, MHTEPCTUIHAIBHBIC 3a00JICBaHUS JIETKHX,
TuIeBpaiibHas 00JIb, IJIEBPUT, 00JIb B 00JIaCTH TIIOTKM W/MIM TOPTaHHU, pa3IpaskeHHE CIM3HCTOM
000JIOYKH TJIOTKH;

YacToTa HEM3BECTHA — JIETOYHAs TUIIEPTEH3US, XpUIIbI, 00JIb BO PTY U TJIOTKE.

JKenyoouno-xkuweunvie HapyuweHus:

Ouensp vacto — TomHuoTa (20 %), 3anmop (12 %), nuapes (11 %), psota (10 %), 6016 B BepxHei
yacTu xuBoTa (5 %);

Yacro — nuckoMpopT B 00J1aCTH KUBOTA, B3AYTUE KUBOTA, JUCIETICUS, TUCTE€B3Us, TAHKPEATHT,
METEOPU3M;

Hedwacto — xemymo4HO-KHIIEYHOE KPOBOTEUCHHE, MEJICHA, U3BSI3BICHUE CIM3UCTON 000JIOUKH
MOJIOCTH pTa, racTpod3odareanbHblil pedIroKC, CTOMATUT, 00JIb B MUIIEBOJIE, CYXOCTh BO PTY,
TacTPUT, MOBBIIIEHNE YYBCTBUTEIHHOCTH 3yOHOM dMaH;

Yacrora Hem3BecTHa — mepdopanus >KeTyJOUYHO-KUIICUHBIX SI3B, PETPONEPUTOHEATHHOE
KpPOBOU3JIMAHUEC, pBOTAa C KPOBBIO, A3Ba KCIYJKA, SI3BEHHBIN 330(1)3FI/IT, JaCTU4YHasid KHIICYHAA
HENPOXOJUMOCTh, 3HTEPOKOJHUT, Te€MOPpPOH, IpbDKa MUIIEBOJHOTO OTBEPCTUS AuadparMsl,
pEKTaIbHOE KPOBOTEUECHHUE, THHTUBUT.

Hapywenusa co cmoponsl neyeru u cheﬂIlQGbZGOO}ZWUX nymeii.

OueHb 9acTo — runepoOmupyornHemMus (BKIIIO4asi yBelInueHne OMIMpyOrnHa KPOBH),

Yacro — HapyuieHue GyHKIUY TeYEHU;
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HeuacTo — renarur, JKenTyxa, TOKCHIECKOE TOPAKEHHE i’l_e“"{'éfrl}g"]'"' BATENEHOCTE 0004)

YacToTa HEU3BECTHA — XoJecTras, rermaroMeraius.

Hapyuwienus co cmoporbl Kodcu u NOOKONCHBIX MKAHEU.:

OueHb 9acTo — KOXKHast ChIfb (28 %), koxkHbIi 3y1 (24 %), anonenus (9 %);

Yacto — MOBBIIIEHHOE NOTOOTACIICHHE B HOYHOE BpPEMsl, HK3€Ma, KpallMBHULA, TMIEPTrUIpO3,
JIepMaTUT (UIEPTUYCCKUH, AKC(HONIMATUBHBIA U YIPEBUAHBIN), MOJKOXKHOE KPOBOU3IHSIHUE,
aKHe;

Heuacto — skcdonuaTuBHas ChIlb, MPUIYXJIOCTh JIHIIA, JEKAPCTBEHHAs ChIb, O0JIE3HEHHOCTh
KOXH, Y9KXUMO3bI;

YacrtoTa HEHW3BECTHa — ICOpHa3, MHOTOGOpPMHAs dpUTEMaA, y3JIoBaTas IpUTEMa, sI3Ba KOXKH,
CUHAPOM  JIQJOHHO-TIOJOIIBEHHONH JPUTPOAM3ECTE3UH, TMETEeXUH, (HOTOUYBCTBHTEIHLHOCTb,
BOJIJIBIPH, KUCTa KOXKHU, TUIIEPILIa3usl CAIbHBIX XKele3, aTpodusi KOXKH, U3MEHEHHUE IBETa KOXKH,
HIeNyIIeHUe KOKU, TUIIEPIUTMEHTAIUS KOXKU, TUIIePTPOUs KOXKU, TUIIEPKEPaTO3.

Hapywenus co cmoponbi szwelmoﬂ, CKenemHou U COCOUHUMENbHOU MKAHIU.

Ouensb vacto — muanrus (10 %);

Yacro — aptpanrus (7 %), mbiednslii cnaMm (8 %), 601k B KocTsx (6 %), 00JIb B KOHEUHOCTSIX,
00J1b B MOAB3/OIIHOM 001aCTH, KOCTHO-MBIIIEYHast 00JIb (B TOM YHUCIIE KOCTHO-MBIIICYHAsE O0JIb B
TPYAHOH KJIETKe), 00Jb B CIIMHE, 00JIb B 1Iee, 00JIb B OOKY, MBIIIIEYHAS CI1a00CTh;

Hewacto — ckOBaHHOCTB, OTEKH CYCTAaBOB;

YacroTa HEM3BECTHA — APTPUT.

HCIDVWQHM}Z CO CHIOPOHbL NO4YEK U Moqeebleod}m;ux nymeﬁ:

YacTo — noyaknypus;
HeuwacTo — AN3ypus, UMIICPATUBHBIC ITO3bIBbI K MOYCHCITYCKAHWUIO, HUKTYPUSI,
YacroTa HEM3BECTHA — [I0YEYHAs! HEJOCTaTOYHOCTb, TEMATypusl, HEEPKaHUE MOYH, XPOMATYpHSI.

HCIDVWQHM}Z CO Cn1OPOHbL penpodvkmueﬂozl cucmembvpl U MOJIOYHBLX HCENe3.

Heuacto — 601b B rpyIHOI kKene3e, TMHEKOMACTHUS, SPEKTUIIbHAS TUCHYHKINS;
YactoTa HeU3BeCTHA — YIIJIOTHEHUE TPYIHBIX JK€JIe3, MEHOpparusi, Ha0yxaHhe COCKOB.

O6WM€ HAapyweruAa u peaKkyuu 6 vecme 66e0eHUs:

OueHb 4acTo — oBbIIIeHHas yromiisiemocTs (17 %);

Yacto — actenust (6 %), 3a71epiKKa )KUIKOCTH U OTEeKH (6 %), TOBBIIICHHE TEMIIEPATYPHI Tela, 00JIb
B Ipyu (BKJIIOYasi HEKapIMOT€HHYI0 00J1b), AMCKOM(DOPT B rpyau, oOliee HEJOMOTaHHE;
HeuacTto — oTex nuia, rpaBUTallMOHHBIE OTE€KH, TPUIITIONOIO00HBIA CHHAPOM, 03HOO, OIIyIIIEHHUE
W3MEHEHHUs TeMIepaTyphbl Tela (YepeqOBaHHE «OIIYIIEHUS XKapa» M «OIIYIIEHUS XOJI0Ia»);
YacToTa HEM3BECTHA — JIOKAJIBHBIN OTEK.

ﬂaéopamoprze U UHCMPYMEHRMAIbHblE oanuwie.
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JWMa3bl KPOBH, YBEIUYEHUE KOHIEHTPAIMHM XOJIECTEpUHA JIHMIIONPOTENHOB KpPOBH (B T.4.
JMIONPOTENHOB HU3KOH M BBICOKOW IUIOTHOCTH), YBEJIMYCHHE KOHIIEHTPALMH OOIIero
XOJIECTEPHHA, YBEIMYCHNE KOHIIEHTPAIUU TPUTIIUIIEPHIOB KPOBH;

YacTo — yMeHbIIEHHEe KOHIECHTPALMH TeMOTJI00MHa, YBEIIMYEHHE aKTUBHOCTH aMUJIa3bl, raMMa-
riyraMuHTpancdepaspl,  KpeatuHpochoKuHa3bl,  mEeNouHOW  (ocdaraszpl,  yBeIHUCHHE
KOHIICHTPAllMM HWHCYJIMHA B IUIa3M€ KpPOBH, YMEHBIIEHHWE WM YBEIUYEHHE MAacChl Tela,
YMEHbBIICHNE KOHIICHTPAINHU TII00YJIMHOB B KPOBH;

Hewacto — yBenmuueHHe aKTHBHOCTH JIAKTaTACTHIPOTEHA3bl, YBEIHMUCHHE KOHLECHTPALUH
MOYEBHHEI B I1JIa3Me KPOBH;

Yacrora HEU3BECTHA — YBEIMUEHHE KOHIICHTPALIMU TPOIIOHWHOB B IJIa3Me KPOBH, KOHIICHTPALIUH
HEKOHBIOT'MPOBAHHOTO OMJIMPYOHHA, yMEHBIIEHNE KOHIIEHTpalui HHCyJInHa U C-TienTHia KpoBH,
yBEJIMYCHNE KOHIICHTPAIMHU ITapaTropMOHa B I1a3Me KPOBH.

Tabauya 3. OTkaoHeHus 1a00paTOPHBIX TAPaMETPOB OT HOPMBI 3 U 4 CTETIeHU

HA Ph*  XMJI npu  pe3sUCTEHTHOCTH  WIIH
HENEPEHOCUMOCTH MPEIIECTBYIOIIEH Tepanuu

Xponuueckas ¢aza, % ‘ ®a3za akcenepanuu, %

T'emamonocuueckue napamvempbol

Hetitponenus 31 42
TpomboruToneHus 30 42

Anemust 11 27
buoxumuuecxue napamempoi

YBennueHne KOHLIEHTpauuu KpeaTHHUHA 1 <1
VBennueHue akTHBHOCTY JIUTIA3kI 18 18
Veennuenue akTuBHOCTH ACT 3 2
Veennuenue akTuBHOCTH AJIT 4 4
I'unodocdaremus 17 15
YBenudeHne KOHIICHTPAITUN 00IIero 7 9
ounupyorHa

VYBenuueHne KOHIEHTPAIH TITI0KO3bI 12 6
YBenuueHne KOHIICHTPAIIUU XOJIeCTEpUHA Het mannbix Het mannbix
YBenuueHue KOHICHTpaIuu Het mannbix Het mannbix
TPUTIHUIIEPUIOB

Ommena mepanuu y nayuenmos ¢ Ph™ XMJI ¢ xponuueckoii ¢aze, docmucuux cmabunibHo20o
enybokozo MO

[Tpu oT™MeHe Tepanuy HUJIOTUHUOOM TIPH TOMBITKE JTOCTHXKEHUS PEMUCCUU Oe3 JICYSHHS] MOTYT
Oosnee 4acTo, 4eM JO0 OTMEHBI Tepaluu, BOSHUKATh cieayromue HS: cuMnTomMsl co CTOPOHBI
CKEJIETHO-MBIIIIEYHOW CHUCTEMBI, TaKHEe KaK MHUAITHs, OOJh B KOHEUHOCTSX, apTpairus, 00Jib B

KOCTAX, 00JIb B IO3BOHOYHHUKE MJIM CKEJIETHO-MBIIICYHAst 00JIb.
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PE3UCTEHTHBIM K Tepanuu uMatuHu6oM Ph* XMUJI B XpoHHuecKkol (ase 0TMEYaIuCh CHMITTOMBI
CO CTOPOHBI CKEJIETHO-MBIIIEYHOW CHUCTEMBI 1O cpaBHeHMIO ¢ 14,3 % Ha NOpoTSHKEHUU
HPEABITYIIEro rojja Tepanuyi HUJIOTHHHOOM.

Onvim npumeHeHus 8 KIUHUYECKOU NPAKmuKe

Ha ¢one Tepanuu HuimotuHHOOM OoTMeuanuch cieaytomme HS Ge3 ykazaHuWii Ha MPUYHMHHO-
CJIEZICTBEHHYIO CBS3b C IpUMEHeHHeM HuioTuHHOa (yactora HSl He ycraHoBieHa): ciydau
CHHJIpOMa JIM3KCa OIyXOJIH, Tapainy JULIEBOrO HEPBa.

* -3 u 4 crenens TsokecTd no kinaccudukanun CTCAE (Common Terminology Criteria for
Adverse Events) y manueHToB ¢ BHOBb JuarHocTupoBadHbiM Ph™ XMJI B xporundeckoi dase.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0marh 0 10J03pEeBaEMBIX HEXKeNaTelIbHbIX pPEaKLUUAX MOocie pPerucTpanuu
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00ecreyeHns HePepbIBHOIO MOHUTOPUHIA COOTHOILICHUS
«I10J1b3a — PHUCK» JIEKapCTBEHHOIO Ipenapara. MeIuIMHCKUM pabOTHUKAaM PpPEKOMEHAYETCS
coo0ImaTh O JIIOOBIX IMOJO3PEBAEMBIX HEXKEIATENBHBIX PEaKIHAX JIEKapCTBEHHOIO IpernapaTa
yepe3 HALMOHAJIBbHBIE CUCTEMbI COOOILEHHUS O HEXKENIaTeNIbHBIX PeaklUsaX IoCydapcTB — YICHOB

EBpa3HﬁCKOFO SKOHOMHYCCKOI'O COrO3a.

Poccuiickas ®@enepanus

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpaneHus: PocaapaBHaazop

Anpec: 109012, Mocksa, CnaBsiHCKas M1011ajib, 1. 4, ctp. |

Tenedon: +7 (800) 550-99-03

DnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

Cair B UHGOPMAITMOHHO-TEIEKOMMYyHHUKAITHOHHOM ceTu «HTepueT:

www.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CuMOTOMBI

Coo0manoch 0 €IMHUYHBIX CIy4asX HaMEpeHHOH Mepelo3UpOBKU IpenapaToM, B KOTOPBIX
OCYIIECTBIISUICS MPHUEM HEYCTAHOBICHHOTO KOJIMYECTBA KAaIlCyJ OJHOBPEMEHHO C aIKOTOJIEM U
JIPYTUMH  JIEKapCTBEHHBIMH cpejicTBaMu. OTMedalnoch pa3BUTHE HEHTPOIIEHWUH, PBOTHI H
connuBocTH. M3menennit OKI' M mpu3HAKOB TOKCHMYECKOTO MOPAXKEHUS MEYEHH OTMEUYEHO He
6bu10. Bo Beex cimyyasix 0TMe4anoch BBI3IOPOBIICHHE.

Jleuenue

B cnydae nmepenosupoBku npenaparom HumnotuHu® Heobxonmmo obecriednTh HaOINIO/IEHUE 3a

ManucHTOM, a TaKKC MPUMCHUTH COOTBCTCTBYIOIIYHO CUMIITOMATUYCCKYIO TCPAIINIO.
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5. DPAPMAKOJIOTMYECKHUE CBOMCTBA (NOCNEOOBATENEHOCTE 0004)

i

5.1. ®apmakoaMHAMHYeCKHEe CBOCTBA
dapmakoTepareBTHUECKas TPYIIa: IPOTUBOOITYXOJIEBbIE CPENICTBA; MHTUOUTOPHI MPOTEUHKUHA3;
uHruouTOpHI THpOo3uHKMHA3KI BCR-ABL.

Kon ATX: LO1IEAO3

Mexanuszm geiicTBus

Hunotunu6 ¢ dhextuBHO MHTHOUPYET TUPO3UHKMHA3HYIO akTHBHOCTE BCR-ABL onkonporenHa
KJIETOYHBIX JIMHUHA W NEPBUYHO MOJOXKUTENBHBIX 110 (uiaaenbduiickoii xpomocome (Ph')
JICKO3HBIX KIIETOK.

[Ipenapat oGmagaeT BHICOKMM CPOACTBOM K ydacTkam cBsi3biBaHUS ¢ AT® u, Takum obpazom,
OKa3bIBaeT BBIpAXXEHHOE MHTHOUpyromee BiusHue Ha BCR-ABL oHkonpoTenH AMKOro THIA, a
TaK)Ke IEMOHCTPUPYET aKTUBHOCTh B OTHOIIEHUU 32 U 33 OCHOBHBIX MMATHHHO-PE3UCTEHTHBIX
myTanTHBIX opm BCK-ABL-tupo3unkunassl, 3a uckimouenneM 13151 myranuu. Hunotunuo
CEJIEKTUBHO WHTUOHMpYET Mpoiudepanuio U WHAYNHPYET aronTo3 KJIETOYHBIX JMHUA u Ph-
MOJIOKUTEIBHBIX JISMKO3HBIX KJIETOK Y MAIMEHTOB C XPOHUYECKUM Muesoeriko3zom (XMJI).
Hunotunn® He oOKka3plBaeT WIM OKAa3bIBACT HE3HAYUTENILHOE BIIMSHUE Ha JPYTHe U3BECTHBIC
MPOTEUHKMHA3HI (BKJIIOYasi KWHA3Y OENKOB ceMelcTBa Src), KpoMe KMHA3, HMEIOIIUX PELeTOPhI
K ¢axropam pocra TpombouutoB (PDGRF), KIT-, CSF-1R, DDR-peuentopsl u 3ppuHOBBIC
peLenTopshl.

WNurubupoBaHue MpOTEMHKHHA3 AAHHOTO THUIA MPOUCXOAMT NMPH KOHIEHTpALUsAX MpenapaTta B
Ipelenax JAuana3oHa TepaleBTHYECKUX J103, PEKOMEHAOBaHHBIX musd JedeHus XMJI npu
NepopaTbHOM IpUEME.

Ha ¢one tepanuu HumotuHuG0M B 03¢ 400 Mr 2 pa3za B CYTKH Y B3pOCIIBIX MarieHToB ¢ Ph™ XMJT
B XPOHHUYECKOM (ha3e MpH HEMEPEHOCUMOCTH WK He3(h(HEKTUBHOCTH MPEIIIECTBYIOLIECH TepanuH,
BKJIIOYass UMAaTUHHUO, 4acTOTa JOCTUXKEHHs OOJBIIOr0 HUTOI€HETHYECKOTO OTBETAa COCTaBMIIA
59 %, mpuyeM STOT OTBET JOCTUTAJICS JOCTATOYHO OBICTPO — B TE€UEHHUE MEPBBIX 3-X MECSIEB
Tepanuu (MeauaHa — 2,8 MecsIa) U CoXpaHsuics Ha (POHE MPOI0JDKAOIIETOCs IpreMa mpernapara
(B Teuenne 24 mecsneB) y 77 % namueHToB. O01as BEDKMBAEMOCTh yepe3 24 Mecsia Tepanuu
cocrasuna 87 %.

[Tpu npuMeHeHrn HUIOTHHUOA B 03¢ 400 Mr 2 pasa B CYTKH y B3pOCIBIX nanuenTos ¢ Ph™ XMUJI
B (ha3ze akcenepaluy Mpu HEMEPEeHOCUMOCTH UM PE3UCTEHTHOCTH K MPEIeCTBYIOIIEH Tepanuu,
BKJIIOYass MMATMHUO, YacTOTa JOCTHXKEHMS IOJHOTO T'eMaTOJIOIMYECKOro OTBETa COCTAaBIIsIa
55 %, mpu4eM 3TOT OTBET JOCTUTAJICS JOCTATOUHO OBICTPO — B TEUEHHUE NEPBOI0 MecALA TePATUU
(Menmnana — 1 MecsIT) — ¥ coXpaHsIIcs Ha (POHE TPOI0IDKAIOIIETOCs MprueMa Impenapara (B TeueHue

24 mecsneB) y 49 % nanueHTos.
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coxpaHsics y 66 % TanuMeHTOB MpH MPOAOJKAIOUIEMCsl MpueMe mpenapara (B TeueHue 24

MECSIIIEB).

5.2. ®apMaKkoKUHeTHYECKHE CBOHCTBA

AOcopbuus

Cpennee BpeMsi JTOCTHIKEHUSI MAKCUMAJIbHOM KOHIICHTPAIIMU HUJIOTUHHUOA B IJ1a3Me KPOBH (tmax)
cocTaBIsIeT 0K0JI0 3 4. AGcopOIHst HUITOTHHIOA [TOCIIe IEPOPAIbLHOTO IPUMEHEHHs - 0KoJ10 30 %.
AOcomoTHas OMOIOCTYITHOCTh HHJIOTMHHOA He ompeneneHa. [lo cpaBHeHHMIO ¢ pacTBOPOM st
nepopaisHoro npuema (pH ot 1,2 1o 1,3), oTHOCHTEIbHAS OMOIOCTYITHOCTD KarcyJl HUIOTUHHOA
cocrasisieT mpumepHo 50 %.

VY 310poBbIX 10OPOBOJIBIEB IPU OJHOBPEMEHHOM MpUEME IpernapaTa ¢ MUIIeH MaKCUMallbHas
koHIEeHTpalus (Cmax) U IUIOMIAJb TOJ KPUBOM «koHIEHTpalus — Bpems» (AUC) nHunotunnba
noBsimanuck Ha 112 % u 82 %, cOOTBETCTBEHHO, IO CPABHEHHIO C IPUMEHEHUEM HHJIOTHHHOA
Haromak. [Ipumenenue mpemapara depe3 30 MUH WM 2 9 TOCJE€ IpHEMa UMM IOBHIIIAIO
ouonoctynHOCTh HHIIOTHHHOA HA 29 % 1 15 %, COOTBETCTBEHHO. Y MAalMEHTOB, MEPEHECIINX
TOTAJIbHYI0 WJIM YaCTHYHYI) TacTPIKTOMHUIO, BCAChIBAaHME HWIOTUHMOA (OTHOCUTENbHAsS
OMOJIOCTYITHOCTh) CHIYKAETCS MPUOIM3UTENbHO Ha 48 % u 22 %, COOTBETCTBEHHO.

OpnnokpatHoe npumeHeHue 400 Mr HuIOTHHHMOA B BUJIE PACTBOPEHHOIO B YalHOW JIOXKKE
s0JIOUHOTO TIOpPE COJAEPKUMOro NByX Kamcyia mo 200 mMr OHMOSKBHUBAJIEHTHO MPUMEHEHHUIO 2
MHTAKTHBIX Karcys no 200 mr.

Pacnpenenenue

CooTHoI1eHHEe KOHIIEHTpaIMil HUJI0THHUOA B KpoBH U 1a3Me coctaiseT 0,71. Cs3b ¢ Oenkamu
ia3mel iN Vitro cocrariseT okoio 98 %.

B paBHOBECHOM COCTOSIHUM CHCTEMHasl SKCIO3UIMS HUIOTHHHOA Oblia 10303aBucuMOi. OHaKko
IIpY NPUMEHEHUM Tpemnapara B no3e, npessimaromed 400 Mr 1 pa3 B CyTKH, NOBBIIICHHE
HKCIO3UIUU HUJIOTUHUOA B 3aBUCUMOCTU OT YBEIMUYEHHS J103blI IpernapaTa ObLIO BBIPAXKEHO B
MeHbIled creneHd. CyTouHas IIa3MEHHAas KOHIIEHTpAlus HWIOTMHMOA B PABHOBECHOM
coctossHuu Obla Ha 35 % BbIme npu npuMeHeHUH B o3¢ 400 Mr 2 pasza B CyTKH, 4eM IpH
npumMeHenuu B f03e 800 mr 1 pa3 B cytku. AUC Huiiotunu6a npu npueme B go3e 400 mr 2 pasa
B CyTKH ObUIa puOIM3uTENbHO Ha 13,4 % BBIIE TaKOBOW MpW MPUMEHEHUHW TIperapara B 103€
300 mr 2 pa3a B cytku. [Ipu nmpueme npenapara B TeueHne 12 mecsueB BHYTpb B 03¢ 400 mr
2 pa3a B CyTKM MUHUMaJIbHasi 1 MaKCUMaJIbHAsl KOHLEHTpau1 HUIoTHHNOa Ha 15,7 % u 14,8 %
ObUIM BBIILIE TAKOBBIX NPH MPUMEHEHUH NpenapaTta B 103¢ 300 mMr 2 pa3a B CyTKH, COOTBETCTBEHHO.
He Ob110 0TMEUEHO 3HAYUTENHLHOTO YBEJIIMYEHHS] PABHOBECHON KOHIIEHTPALMU HWJIOTHHHOA MPU

noBbIeHnH 10361 ¢ 400 mr 2 pasa B cyTku 10 600 Mr 2 pa3a B CyTKH.
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JIOCTUKEHUEM DPABHOBECHON KOHIIEHTpPALMU IOBBILIAETCS IPUMEPHO B 2 pas3a IpU IpUeMe
npenapara OJMH pa3 B CyTkKM M B 3,8 pa3 Ipu IpueMe JaBa pa3a B CyTKU. PaBHOBecHas
KOHLEHTpalus JOCTUTalach K 8-My JHIO.

buotp aHC(bODMaI_[I/IH

Y 310poBBIX JTOOPOBOJIBIIEB OCHOBHBIMH TYTSIMH METa0ONIM3Ma HUJIOTUHHOA SBISIFOTCS
OKHCIICHHE M THIPOKCHWIMpOBaHHE. B miasme KpoBH HHJIOTUHUO IHUPKYIUPYET B OCHOBHOM B
HEU3MEHEHHOM Buje. Bce wMerabomuTel HUJIOTMHHOA  00JMaalOT  HE3HAYUTEIbHOMN
(bapMaKoIOrn4ecKoi aKTUBHOCTBIO.

DJIMMHUHALMS

[Tocne 0THOKPATHOTO MPUMEHEHHUS HUJIOTHHUOA Y 370pPOBBIX 100poBOIbIEB Ooee 90 % 10361
BBIBOJUTCS B T€UEHUE 7 THEW B OCHOBHOM C KajioM. 69 % mnpenapara BbIBOJUTCS B HEH3MEHEHHOM
Buje. Ilepuoa momyBbIBeeHUSI NP MHOTOKPATHOM MPUMEHEHUU CYTOYHOM J03bI COCTaBIISII
npuOaM3UTENbHO 17 U.

[Tpu npuMeHeHnN HUJIOTUHUOA y MAlMEHTOB C HAPYIIEHUSIMU (YHKIIMHM NIEYEHU HE OTMEYalloCh
3HAYUTENLHOTO U3MEHEHUs (PapMaKOKUHETUYECKHX MMapaMeTpoB HUI0TuHUOA. [Ipu onHOKpaTHOM
npueme npernapara Habmoganocs cHmwkeHne AUC nunotunu6a Ha 35 %, 35 % u 19 % y
NAIlMeHTOB C HapylieHneM (QYHKIHMM TE€YeHU JIETKOW, cpemHedl M TsDKenoil crerneHu (1o
CPaBHEHHUIO C ManueHTamMu 0e3 HapyieHuid GQyHKIuu nedyeHu). Cmax HUJIOTUHNOA B PABHOBECHOM
COCTOSIHMM yBennuuBanachk Ha 29 %, 18 % u 22 %, COOTBETCTBEHHO.

WuauBuayanbHble pa3nuyus (apMaKOKMHETUKH CpPeAH MAllMeHTOB ObUIM OT YMEPEHHBIX 10

BBIPAKCHHBIX.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIeCTB
JlakT03BI MOHOTHIpPAT

KpocnoBunon

[Tonokcamep 188

KpeMmHust AMOKCHUT KOJITIOUIHBIH

Maruus creapat

TBepaad kenaTuHOBad Karcymia

Kematun

Turana auokcun (E171)

6.2. HecoBMecTUMOCTH

He npumenumo.

30



COOTBETC TEn ET: -'I'l'_EF'TH 'H fFOTUETY

(MO -.'IE;[ EuuTEJ'II:HC IZT_ 0004)

6.3. Cpok roaHocTH (CpOK XpaHeHMusl)

3 roxa.

6.4. OcoOble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHUHU

XpaHuTh nipu Temneparype He Baiie 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHOI YNIAKOBKH

[To 28, 40, 112 wumm 120 xancyn B OaHKy M3 TMOJMATHICHA BBICOKOW IIOTHOCTH C
3aBMHYMBAIOIIMMUCS KPBIIIKAMU U3 MTOJIMIIPOIINIIEHA C OCYIINUTEIEM Ui 0€3 HETo, C 3alUTON OT
nereit mim 6e3 Hee, C KOHTPOJIEM MIEPBOrO BCKPBITUS MM 0€3 Hero.

ITo 1 6aHke BMecTe C IMCTKOM-BKJIa/IbIILIEM IIOMEILAIOT B [TAYKY U3 KapTOHA I TOTPEOUTENIbCKOM

Taphl.

6.6. Oco0ble Mepbl NPeIOCTOPONKHOCTH NPH YHUYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mNpenapara MWJH OTXO0J0B, TMOJYYeHHBIX IOcCJde NPUMEHEeHUs:
JIEKAPCTBEHHOI'0 MpenapaTa u Apyrue MaHUIYJISIUM C PenapaToM

Bech ocraBmmiics iekapCTBEHHBIN IIpenapar U OTXObI CIEYeT YHUUTOXUTh B YCTAHOBIEHHOM

MOPSIKE.

7. JAEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
Poccniickas @enepanus

000 «MBA-rpymm»

115230, r. Mocksa, Xne003aBoackuii mpoes, 1. 7, cTp. 9, atax 3, kom. 309
Ten.: +7 (495) 982-59-56

Anpec anekTpoHHON ouThl: info@mba-group.ru

7.1. IlpeacraBuTelIb AepKATEN PErHCTPALMOHHOIO YA10CTOBEPEHUs

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy.

Poccuiickas ®enepanus

000 «MBA-rpynn»

115230, r. Mocksa, X1e003aBoACKHit mpoe3, 1. 7, cTp. 9, atax 3, kom. 309
Ten.: +7 (495) 982-59-56

Anpec snekrponHO# ouTsl: info@mba-group.ru

8. HOMEP PETUCTPALHUOHHOI'O YAOCTOBEPEHUA

9. JATA MEPBUYHOM PETMCTPALIAN (MIOATBEPKIEHUS
PETMCTPALINM, TIEPEPETCTPALIAN)
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10. IATA IEPECMOTPA TEKCTA

OOmiass  xapakTepucTUKa  JIeKapCTBEHHOro  mpemapara  HwimotuHu®  moctynmHa — Ha
UHPOPMALIMOHHOM TopTaie EBpa3suilckoro SKOHOMHYECKOTO COK3a B HH(POPMALHMOHHO-

KOMMYHHKAITMOHHOH cetn «HTepHEeT» http://eec.eacunion.org/.
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