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OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOFO TIPEITAPATA “70<)

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEIIAPATA
HWJIOTUHUB-XUMPAP, 150 mr, kancymsl
HWJIOTUHUB-XUMPAP, 200 mr, kancysisl

2. KAUECTBEHHBIN 1 KOJTMYECTBEHHBI COCTAB

JeticTBylolliee BE1eCTBO: HUJIOTUHUO

HUWJIOTHUHUB-XUMPAP, 150 Mr, Kancyisl

Kaxxnas karncyna conepxut 150 Mr HUI0THHHOA.
BcmomorarenbHble BelecTBa, HAIMYKME KOTOPHIX HAJI0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOTO

npemnapara: jakros3a (cM. paszaein 4.4).

HUWJIOTHUHUB-XUMPAP, 200 Mr, KacyJisl

Kaxxgas xancyna cogepxut 200 Mr HUI0TUHUOA.
BcnomoratenbHble BelIeCTBa, HATMYUE KOTOPHIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO

npenapara: jiaktosa (cMm. paszuen 4.4).

[TonHbIN TEpevYeHb BCIOMOTATEIBHBIX BEILIECTB MPUBEJICH B pasnene 6.1.
3. JEKAPCTBEHHAS ®OPMA

Karncynel.

HUWIOTUHUB-XUMPAP, 150 mr

TBepapie kancynsl Ne 2, ¢ KOPILyCOM M KPBILIEUKOW CBETIIO-KOPUYHEBOI'O 1IBETA, COJEPIKALIUE

IMMOPOIIOK OT Oenoro J0 IIOYTH 6CJ'IOFO, HJIN CBCTJIO-KCIITOTO, UJIIN CBCTIIO-KOPUIHCBOT'O ILIBCTA.

HWIOTHUHUB-XUMPAP, 200 mr

TBepasbie kancyisl Ne 1, ¢ KOpITyCOM M KpBIIEYKOW KOPUYHEBOTO I[BETA, COAEPIKAIINE TTOPOIIOK

oT 0eJIoro J0 IIOYTH 6€J'IOF0, HJIN CBCTJIO-KCJITOTO, UKW CBETIIO-KOPUYIHCBOT'O IIBETA.

4. KIMHNYECKHUE JAHHBIE

4.1. Iloka3anusi K NpMMEHEHUIO
ITpenapar HUJIOTUHNB-XMMPAP noka3aH kK NpUMEHEHHIO y B3POCIBIX 110 TOKA3aHMAM:
— BIIEPBBIE BBHIABICHHBIM IOJOKHUTENBHBI 10 (unanensuiickoii xpomocome (Ph")
XPOHUYECKHH MUENOUAHbIN Jeiiko3 (XMJI) B xpoHmueckoit (aze ¢ BO3MOKHOCTBHIO
OTMEHBI TEparuu MpHU CTaOMIBLHOM IiIyOokoM MoisekyisipHoM otBere (MO) Ha Qone

TCparnn HUJIOTHHHOOM Ha MMPOTAXKCHUU 3 JICT,
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(Ph" XMJI) B xponudeckoil (aze u (aze axkcenepanud INPU HENEPEHOCUMOCTH WIIH
PE3UCTEHTHOCTH K TNPENUIECTBYIONIEH Tepanuy, BKIIOYas UMAaTHHHUO, C BO3MOKHOCTBIO
OTMEHBI Tepanuu MpH cTabmiIbHOM T1yookoM MO Ha ¢oHe Tepanmuy HWIOTHHHOOM Ha

MMPOTAXKCHUHA 3 JIeT IocJIe CMEHBI JIEYeHUsS UMaTHHHOOM Ha HUJIOTHHHO.

4.2. PesxuM 103MpOBaHUs U C10CO0 MPUMEHEeHHU s
Tepamnuio 0KEH NMPOBOAUTH Bpad, UMEIOIINUNA OIBIT B JUArHOCTUKE U JICYEHUM NALMEHTOB C

XMIJIL.

PexxuM 1o3upoBaHus

B cinywyae npomycka odepenHoil 03kl HE ClEAyeT MPUHUMATH Ipenapar JOMOJHHUTENBHO,
CJIEYIOILYIO 03y MPUHUMAIOT B HA3HAUYEHHOE BpPEMSI.

[Ipenapar HUJIOTUHUB-XMMPAP noctynen B 1Byx no3upoBkax: karcyisl 150 mr u 200 mr.
[Tpu HeoOX0AMMOCTH KOPPEKIMH JI03bI MpemnapaTa 10 He kpaTtHoil 150 Mr, cienyer npuMeHsTh
npenapat HWJIOTUHUB-XUMPAP, xancysl, 200 mr.

Ilepen HauanoMm, yepes3 7 JHEH IOCIIE HaYalla U B IIPOLIECCE JICUECHHUS IIPENapaTOM PEKOMEHIyEeTCs
npoBoauTh DKI -uccnenoBanue.

[lepen mnpumeHeHHeM IpemapaTa NpU HEOOXOJUMOCTHU CJIEAYEeT MPOBOJIUTH KOPPEKIIHIO
TUTIOMAarHUEMUU M THUIIOKaTueMuu. B mpoliecce Je4eHHs: PEeKOMEHJIOBAHO KOHTPOJIUPOBATH
CoJIepKaHue Kallisg U MarHusi B CHIBOPOTKE KPOBHU, OCOOCHHO Yy TAIIUEHTOB C PUCKOM Pa3BUTHS
MeTabOIMYECKUX HAPYIIECHUH.

Ha ¢one mnpumenenus HWIOTHHMOA OTMEYaaoCh YBEIMYEHHE KOHIIGHTpAIMU OOIIEeTOo
X0JIECTEpUHA B CHIBOPOTKE KpPOBU. PEKOMEHI0BAaHO OMPEACNATh JUMUIAHBINA PO 10 HavYaia
Tepanuyu HUWJIOTUHHUOOM, a Takke uepe3 3 1 6 MecdleB Mocje Havala JIeYeHUs] 1 MUHUMYM 1 pa3
B I'0J1 TP JJIUTEIbHOM NPUMEHEHHH.

Ha ¢done npuMeHeHus HUIOTHHUOA OTMEYANIOCh YBEJIMYEHNE KOHIIEHTPAIIMHU TJIFOKO3bI B TUIa3Me
kpoBu. CrieryeT OIleHUBaTh KOHIIEHTPAIIMIO TJTIOKO3BI B IJIa3Me KPOBU JI0 Havyaa JeYSHUs, U PU
HEO0OXOIMMOCTH BO BpeMsI JISUCHUSI HUJIOTHHHOOM.

BcenencrBue pucka pa3BUTHS CHHIpOMA JIM3MCa OIMYXOJW Nepel MPUMEHEHUEM Ipernapara
clenyeT Mmpu HEeoOXOTUMOCTH CKOPPEKTHPOBATh KIMHUYECKH BBIPRKCHHYIO JETUIPATALAI0 U
MOBBIIICHHYIO KOHIICHTPAIINIO MOYE€BOM KUCIIOTHI.

CrneyeT IpoBOANTE PYTHHHBIA KOHTPOIb OTBETA HA TEPANuUIo y nmanuenTos ¢ Ph™ XMJI, kak Bo
BpeMsi MPUMEHEHHUsI TperapaTa, TaKk U B CIy4yae H3MEHEHHUS TEepanuM, C LEJIbI0 BBIABICHUS
CyOONTUMATbHOTO OTBETa HAa JIEYCHHME, TOTEPH OTBETA, HEAOCTATOYHOW MPUBEPKEHHOCTH

narueHTa K JICYCHHIO (KOMHJ’I&GHTHOCTI/I) HJIM BO3MOKHOT'O JICKAPCTBCHHOI'O BSaHMOHeﬁCTBHH.



COOTBETCTBYET 2KCNEPTHOMY OTYETY

-y

ot 26.02 2025 N2 528¢
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Jlna neuenus, énepevie eviasnennozo Ph™ XMJI 6 xponuueckoii ghaze y 63pocivix

PexomengoBan mnpuem npemnapata HUJIOTUHUB-XMMPAP B noze 300 mr 2 paza B CyTKH

(xaxapie 12 ).

s newenus Ph XMJI ¢ xponuueckoti pase u ¢haze axcenepayuu y 63pocivix nAyuUeHmos npu

HenepeHocumocmu uiu peaucmeHmHocmu K npedmecmeyiou;eﬁ mepanuu, 6K1o4asd uMamuruo

Pexomenayemas nosa npenapara HUJIOTUHUB-XMMPAP cocrasnser 400 mr 2 paza B CyTKU

(xaxxnpie 12 4). JleyeHnue npenaparoM MPOBOAST 10 TeX IMOP, MOKA COXPAHSAETCS KIMHUYECKHI

¢ dexr.

Koppexyus pesrcuma dosuposanus npu pazeéumuu cepbesnvlx Hedceramenvhvix aerenuti (HA) co

CMOPOHbL CUCMeEMbl KPOBEMBOpeHUs. (MpoMOOYUmMonenus, HeumponeHus maxceiol cmeneHu)

HpI/I BO3HUKHOBCHHUH HeﬁTpOHeHHH u TpOM6OLII/ITOHeHI/II/I, HEC CBA3aHHBIX C OCHOBHBIM

33.6OJ'ICB3.HI/IGM, Tpe6yeTc;1 BpEMCHHAaA OTMCHa Ipfrapara HJINW YMCHBUICHUC €TI0 [J03bl, B

3aBHCUMOCTH OT CTEIIEHU BbIpakeHHOCTH 3TnX HIL.

Tab6muna 1.
TPOMOOILIMTOIIEHUH.

Koppekuus 1103s1

mpenapara B Clydae BO3HUKHOBEHMS HEUTPONECHUU U

BrnepBbie BBISBICHHBIN

Ph" XMJI B

CHmwKeHne
a0COIIIOTHOIO YKCIIa
HEUTPOPHUITOB
<1x10%/n n/umm
YHciIa TPOMOOITUTOB

1.0Otmena npenapata HUWJIOTUHUB-XMIMPAP u
NIPOBEAEHHUE PETYIAPHBIX KIMHUYECKUX aHaIU30B
KpOBH.

2. Bo30o0OHOBIIEHHE B TeUeHHE 2-X HEIEIND JICUEHUS
npernaparom HUJIIOTUHUB-XVMPAP B noze,

. <50x10%/n NPUMEHSBLIECHCA 10 TPEphIBAHUS TEpaluM, €ciu
XpOHHUECKOH (aze — N 9
300 wir 2 pasa B cyrkn a0COJIFOTHOE YHUCIIO HeI/ITp0(19)I/IJ]OB >1x10°/n w/unu
gucio TpoMbonuToB >50%107/11.
3. Ilpm coxpaHeHHMM  LMTONEHUH  MOXKET
noTpe0oBaThCcsl YMEHBIICHHWE JO3BI  Ipernapara
HWIOTUHUB-XUMPAP no 400 Mr 1 pa3 B CyTKH.
CHmxeHue 1.0tmena npenapata HUJIOTUHUB-XMUMPAP un
a0COIIIOTHOTO YHMClia | MPOBEACHUE PETYJSIPHBIX KIMHUYECKUX aHaIH30B
HeHTpouIoB KPOBH.
<1x10°/m w/umm 2. Bo30o0HOBIIEHHE B TeueHUE 2-X HEIEb JECUYEHUS
Ph* XMJI nipu yrcia TpombouutoB | mpenaparom HUJIOTUHUB-XVUMPAP B nose,
PE3UCTEHTHOCTU WIH <50x10%/n NPUMEHSBILIEHCS /10 TPEpHIBAHUS TEpanuH, €CIU
HETIEPEHOCHUMOCTH abcomoTHOE uucino HelTpodumos >1x10%/1 u/uan
MpeLIECTBYIOIIEH YUCII0 TPOMOOIMTOB >50%10%/11.
Tepanuu B 3. Ilpm  coxpaHEeHHWHM  IIUTONEHHH  MOXKET
XPOHUYECKOH (aze — moTpeOOBaThCS YMEHBINCHWE JIO3B  Ipermapara
400 mr 2 pa3a B CyTKH HWJIOTUHUB-XUMPAP no 400 Mr 1 pa3 B CyTKH.
CHmxeHne 1.0tmena mpemapata HUJIOTUHUB-XMMPAP u

a0COIIOTHOIO YKCIIa
HeHTpouIoB
<0,5%10%71 n/umm

MIPOBEJIEHUE PETYJISPHBIX KIMHUYECKHX aHaJIH30B
KpOBH.
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<10x10°/n npenapatom HUJIIOTUHUB-XMMPAP B noze,
MIPUMECHSBILICHCS /IO TPEPBIBAHUS TEPAIUK, CCIH
abcomoTHOE uncno HelTpodunos >1x10%/1 u/umn
qpciI0 TpoMGonuToB >20%10%/71.

3. Ilpu  coxpaHEHUM  IIMUTONCHHH  MOXET
MOTpeOOBaThCSl  YMEHBIIEHHE [I03bI  Iperapara
HWIOTUHUB-XUMPAP no 400 mr 1 pa3 B cyTKHu.

Koppexyus  pexcuma  0o3upoeanuss npu — pazeumuu  Cepbe3HbIX — He2eMamonoeUiecKux
HedICenamenbHbIX A61eHUl

ITpu pa3BUTHM YMEPEHHO BBIPAXKCHHBIX WJIM TSDKEIBIX Heremarosiornueckux HS, cBasaHHBIX C
npueMoM npenapara, repanuto npenapatrom HUWJIOTUHUB-XMMPAP cnenyet npepBathb.
[Tocne paspemenust HA neyenue npenapatoM MokeT ObITh BO300HOBIEHO B 103¢ 400 mr 1 pa3
B cyTkH. [Tpu HeoOxouMOCTH BO3MOKHO MOBBILLIEHUE 036l Ipenapara A0 300 mr 2 pa3a B CyTKU
y MALMEHTOB ¢ BIiEpBbIe BbisiBIeHHBIM Ph™ XMJI B Xponuueckoi ¢ase u 10 400 Mr 2 pasa B CyTKH
npu tepanuu Ph™ XMJT B XxpoHudeckoil (ase u (ase akcenepauu y B3pOCIbIX MAIKEHTOB PH
HEMEepeHOCUMOCTH WJIM PE3UCTEHTHOCTHU K MPEALIECTBYIOIIEH Tepanuy, BKII0Yas IMaTHHHO.
[Tpu yBennueHUM aKTUBHOCTH JIMIA3bl KPOBU B 2 pa3a BhllEe BepxHell rpanuibl HopMsl (BI'H),
KOHIIEHTpauuu omnupyouHa B 3 pasa Boime BI'H nim «ieueHouHBIX» TpaHCaMUHAa3 B 5 pa3 BbIIIE
BI'H no3y npemapara HUJIOTUHUB-XWUMPAP pexkomennyercs cuusuth a0 400 mr 1 pa3

B CYTKU HJIM BPpEMCHHO IIPECPBATH TCPAIINIO.

Bosmooicnocms  ommenvl mepanuu y nayuenmoé ¢ enepevie eviasnennviv PhT XMJI ¢
Xponuueckou ¢paze npu cmabunvHom enyookom MO 4.5 na ¢one mepanuu HurOmMuHUGOM Ha
npomsdceHuu 3 1em

VY manueHToB, MOMy4YaBIIMX Tepamuio HUIOTHHHOOM B f03e 300 mr 2 pa3a B CYTKH B TeU€HHUE
MPEANIECTBYIOMUX 3 JIET U IOCTUTIINX ITy0okoro MO, cTaOMIbHOTO HA MIPOTSHKEHUH MUHUMYM
1 rona HemocpeACTBEHHO Iepesl MpeKpalleHWeM JIeYeHHs IMpenaparoM, BO3MOKHA OTMEHa
tepanuu. [Ipekpamienue nedeHus nmpenaparoM J0KEH MHULMUPOBATh TOJIBKO Bpad C OMBITOM
nedyeHuss nmauveHToB ¢ XMJIL. ¥V mauueHToB, Afii KOTOPBIX pPacCMAaTPUBAETCS BO3MOXKHOCTh
OTMEHBI TE€paNUU IPEnapaToM, CleayeT KOHTPOJIUpoBaTh ypoBeHb TpaHckpunta BCR-ABL un
nokasareinu OOUIEKIMHUYECKOTO aHaliu3a KPOBU C OINpEAeNeHUEM JEHKOUMTApHOU (OpMYIIbI
€XKEMECAYHO B TEUEHUE IIEPBOI0 I'0Jia, 3aTEM KaX/1ble 6 HEJENb B TEUEHHE BTOPOIO rojia U Aajee
KaxxJiple 12 Henenb.

Jlns manueHToB, y KOTOpbIX BbisiBiIeHa oteps MO 4.0, Ho He 60IbIIOT0 MOJIEKYJIIPHOTO OTBETA
(BMO) B Teuenume mnepuoma Oe3 iseueHus, ypoBeHb TpaHckpunta BCR-ABL crnemyer

KOHTPOJIMPOBAaTh KaXKIble 2 HEAENU N0 TeX IOop, Noka ypoBeHb TpaHckpunta BCR-ABL He
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BCR-ABL coxpansercs B nuamnazoHe mexay bMO u MO 4.0 B TeueHne Kak MHHMMYM
4 mocnenoBaTeIbHBIX H3MEPEHHI, MOTYT BEpHYTHCS K IEPBOHAYAIILHOMY TpaQUKy MOHHUTOPUHTA.
ITpu morepe BMO cnenyer Bo306HOBHTH Tepanuto mnpernapatrom HUJIOTUHUB-XMMPAP B
TedeHue 4 HeJlelnb 1ociie TMarHoCTUPOBaHMsI IOTEpU peMuccuu. Jleuenue cnenyer BO300HOBIISATh
B 03¢ 300 Mr 2 pa3za B CyTKM WM B yMeHblIeHHON 103¢ 400 Mr 1 pa3 B CyTKH y NalMEHTOB,
[OJIyYaBLUIMX YMEHBIIEHHYIO JI03y Ipenapara Inepej IpekpaiieHueM tepanuu. Ilpu
BO300HOBJICHUHU JICYEHUS CJIEIYET €KEeMECAYHO KOHTPOIUPOBATh ypoBeHb TpaHcKpuita BCR-

ABL Bm1oTh 10 noBTOpHOIO noctuwxkeHus bMO.

Boszmooicnocms ommenvr mepanuu npu cmabunsnom enybokom MO 4.5 na ¢one mepanuu
HUOMUHUOOM HA npomsdceHuy 3 1em nocie cCMeHbvl 1e4eHus UMAMUHUOOM HA HULOMUHUO

VY nanueHToB, MOJYYaBIIMX TEpanuio HpernapaToM B TEYEHUE MNPEIIECTBYIOUIMX 3 JeT, U
JOCTUrIIMX riryookoro MO, cTaGUIbHOTO Ha MPOTSHKEHUU MUHUMYM 1 To/1a HEMOCPEICTBEHHO 10
IPEKpaLEHUs] TEeparuy IpenapaToM, BO3MOXKHA OTMEHa JiedeHus. llpekpamieHue Ttepanuu
[IpenapaToM J0HKEH HHULMUPOBATh TOJIBKO BPay C ONBITOM Jie4eHHUs nanueHToB ¢ XMJL.

VY manueHToB, AJ KOTOPBIX PAacCcMaTpUBAEeTCs BO3MOXKHOCTb OTMEHBI TEPAIllMU IPEraparoM,
cileflyeT KOHTpoJIMpoBaTh ypoBeHb TpaHckpunta BCR-ABL u nmoka3zaTtenu oOLIEKIMHUYECKOTO
aHaJIM3a KPOBU C OIpEAENICHUEM JIEHKOIUTApHON (OPMYJIbI €KEMECSIYHO B TEUEHHE IEPBOTO
rojia, 3aTeM KakJple 6 HeJlelb B TeYEHHE BTOPOro Tojia, U Aajee Kax/jple 12 Heaenb.

Jlis manueHToB, y KoTopbiX BbisBieHa nmoteps MO 4.0, Ho He BMO B Teuenue nepuona 0e3
nedeHus1, ypoeHb TpaHckpunta BCR-ABL criegyer KOHTpoIupoBaTh Kaxable 2 HEIEIH 10 TeX
nop, noka yposenb Tpanckpunta BCR-ABL ne BepHercs B nuana3zon mexay MO 4.0 u MO 4.5.
[TaruenTsl, y KoTopbIX ypoBeHb TpaHckpunta BCR-ABL coxpansiercs B quanazone mexay bMO
nu MO 4.0 B TeueHne Kak MHHMMYM 4 IOCJIEIOBATEIIBHBIX HM3MEPEHUH, MOTYT BEPHYThCA K
NepBOHAYAILHOMY I'pa) UKy MOHUTOPHUHTA.

VY narnuenToB ¢ noaTrBepxkaeHHOM moTepeit MO 4.0 (2 mocienoBaTenbHbIX aHaTu3a ¢ HHTEPBAJIOM
4 nenenu, noareepxaaronux norepro MO 4.0) unu notepeit BMO nedenue npenapatom cieayer
BO300HOBUTh B TEUYEHUE 4 HENeNb MOCie JAMArHOCTHPOBAHUS INOTEPU PEMHCCHH. Tepamnuro
npenapaToM Bo300HOBIIAIOT B 103 400 Mr 2 pasa B cyTku. [Ipu BO300OHOBIECHUH TE€pAIIUU CIEIYET
eXKeMeCSYHO KOHTpOJIMpOoBaTh ypoBeHb TpaHckpunta BCR-ABL BmioTe 10 MNOBTOpHOTO

noctukenus npeamectyrommux bMO wim MO 4.0.

Coomeemcmeue Kpumepusam ommeHvl mepanuu
VY manueHToB ¢ MOATBEPKAEHHON dKcnpeccuelt TuuuHbIX TpanckpuntoB BCR-ABL el3a2/b2a2

win el4a2/b3a2 npu cOOTBETCTBUU KPUTEPHUSIM BO3MOXKHO PACCMOTPEHHME BOINpOca 00 OTMEHE
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Tepanuu. Hanuuue THUNUYHBIX TPAHCKPHUIITO BCR-m:%%QQEJ@%;CBEMECTH

ONpeNeNIeHus] YPOBHS HMX JKcrpeccud, TiyouHsl MO ¥ OIEHKM BO3MOXHOH IOTEpH

MOJIEKYJISIPHOM pEMHUCCHH M1OCIIE TPEKPALLEHUS TEPAIIUH IPENapaToM.

Koumpons nocne npekpawenus mepanuu

VY manueHToB, Ui KOTOPBIX paccMaTpUBAETCS BO3MOXHOCTh OTMEHBI TEpalliy Mpenaparom,
MOHUTOPUHT ypoBHA TpaHckpunta BCR-ABL Heo0xoauMo TpPOBOAWTH MPH  OMOIIA
JUArHOCTHUYECKOI0 KOJMYECTBEHHOTO TECTa, BaJIMAMPOBAaHHOro Ui onpeneneHus MO c
MHUHUMAJIbHOW 4YYyBCTBUTENIbHOCTEIO MO, paBHOMy 4.5. VYpoenb Tpanckpunta BCR-ABL
CIIeIyeT ONpeAessiaTh Nepe]] OTMEHOM Tepanuu, a TakKe Ha MPOTHKEHUH Meproja 0e3 JeueHusl.
ITpu norepe BMO umu noarsepxaeHHoi norepe MO 4.0 (2 nocnenoBarenbHbIX aHaIU3a C
UHTEpBaJIOM 4 Hexenu, noAaTBepkarommx norepro MO 4.0) crnemxyeT BO30OHOBUTH JICUCHUE
mpernapaToM B TedeHue 4 HeJeNb oce JUarHoCTUPOBAHUS MOTepu peMuccuu. i onpeaeneHus
BO3MOXKHOH motepu MO HEOOXOAUMO PEryisipHO U YacTO OMpPENesTh YPOBEHb TPAHCKPUIITA
BCR-ABL u npoBoauTh OOLIEKIMHUYECKUI aHAIN3 KPOBU C OIPEACIICHUEM JICUKOIIMTapHON
(bopMyIIBL.

[TaruenTam, kotopble He cMmoriu nocTurHytb BMO cnycts 3 mecsiia mociie BO30OHOBICHUS
Jie4YeHusi, He0OXOIMMO TIPOBECTH UCCIIEJJOBAHME Ha OINpeAeNicHue MyTalluid KUHA3HOTO JOMEHa

reaa BCR-ABL.

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmsi ¢ Hapywenuem QyuKyuy neveHu

[TockonpKy TpH MPUMEHEHUH Yy MAllMEHTOB C HapyIIEHUSMU (DYHKIMU MMEYSHH HE OTMEYaIoch
3HAYUTENILHOTO W3MEHEHUs (hapMaKOKMHETHYECKUX IMapaMeTpOB HWJIOTHHUOA, Yy TMaI[MEHTOB
JTAHHOM KaTEropuu He TpeOyeTcs: KOppeKIuu pexuma no3upoBanus npenapara HUJIOTUHUB-

XUMPAP. Tem He MeHee, IPUMEHSATH IIPenapar y 3TUX MMAlUEHTOB CIEAYET C OCTOPOKHOCTHIO.

Tayuenmoi ¢ napywenuem hynkyuu novex

Her naHHBIX 1O NpUMEHEHUIO HUJIOTHHMOA y TAIMEHTOB C HapylleHueM (YHKIUU IOYEK
(KOHILIEHTpalMs KpeaTuHUHA B 1a3Me KpoBH B 1,5 paza >BI'H). IlockonbKy Mo4ku HE UTParOT
CYIIECTBEHHON POJIM B BBIBEJCHUM HUWJIIOTMHHOA U €ro MeTabOJIMTOB, HE OXKHJIACTCS CHIKEHUS

O6H_ICI‘O KIIMpCHCa HUJIOTUHHOA IIpru IPUMCHCHUM TIpCIIapaTa y alucHTOB JIaHHOM KaTCropuu.

Tlayuenmul ¢ HapywenusMu co CMOpPOHbL CEPOEYHO-COCYOUCTOU CUCTEMbL
[TockonpKy KIMHUYECKHE JAHHBIC IO MPUMEHEHHIO HWIOTHHHOA Yy TAIMEHTOB C TKEITBIMHU
3a00yIeBaHUAMH cep/iia (B TOM YHCIIE€ HECTAOMIBLHOW CTEHOKapaueil, HEKOHTPOIHPYEeMOi

XpOHH‘-ICCKOfI CGpI[C‘-IHOﬁ HEAOCTATOYHOCTHIO, BLIpa)i(CHHOf/'I 6paIIPIKapI[PIeI>i nJiIn HCOABHO
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[penapar y 3TUX [allueHTOB.

Ilayuenmui 6 6o3pacme =65 nem

B xnunnueckux uccnenoBanusx (KI) mamuenTtsl B Bo3pacTe >65 JIeT ¢ BIIEPBBIC BHISBICHHOM
Ph" XMJI B xpoHuueckoii pase u (ase akcenepanum ¢ HENEPEHOCUMOCTBIO I PE3UCTEHTHOCTBLIO
K MPEALIECTBYIOIIEH Tepanuy, BKIoYas uMaTuauo, coctaBmsum 12 % u 30 % ot oOmiero yucna
NAIMEHTOB COOTBETCTBEHHO. CyIIECTBEHHBIX OTIMYMA B 3((EKTUBHOCTH M OE€301MacCHOCTH
NPUMEHEHHUS HUJIOTUHMOA Yy MAalMeHTOB JAHHOM KaTeropuu B CpPaBHEHUM C TAallIeHTaMU B

Bo3pacte oT 18 10 65 JeT BhISIBICHO HE OBLIO.

CTU
bezonacHocTh U 3QEeKTUBHOCTH Mpernapara y JeTed B Bo3pacTe N0 18 JieT He yCTaHOBJICHBI.

JlaHHBIE OTCYTCTBYIOT.

Cnoco6 IIPUMCHCHUA

[Tpenapatr HUWJIOTUHUB-XUMPAP cnenyer npuHuMath BHYTph uepe3 2 4 nocie easl. [locne
npuemMa mpernapaTa IpUuHUMATh MUILY CIEAYET HE paHee, 4yeM yepes 1 u.

Kancyssl He06X0 MO IPOTrIaThIBATh LETUKOM, 3alIUBasi BOJOM.

JUis malueHToB ¢ 3aTPyJHEHHBIM IJIOTAHHEM BO3MOXHO PACTBOPEHHME COJIEPKUMOIO Karlcyi B
OJIHOH 4aiiHOH J0XKe s0J0YHOro MIOpe HEMOCPEACTBEHHO nepesa npueMoMm. s pacTBOpeHus
COJEPKHUMOTO KaIlCyJsl ClIeyeT UCIOIb30BaTh TONBKO s0104HOe mope. CoaepkuMoe Karcyil He

clleflyeT pacTBOPATH OoJiee ueM B OAHOM yaifHOI J10%kKe sI0JI0YHOTr 0 MmIope.

4.3. [IpoTuBONOKA3aHUSA
e ['unepuyyBCTBUTENBHOCTh K JCHUCTBYIOIIEMY BEIIECTBY WIM K JOOOMy U3
BCIIOMOTaTEJIbHBIX BELIECTB, IEPEUNCIIEHHBIX B pa3aene 6.1.

e bepeMeHHOCTH U IEPUOA IPYAHOIO BCKapMIIMBaHUs (CM. paszen 4.6).

4.4. OcoOble ykazaHusi 1 Mepbl NPEA0CTOPOKHOCTH NIPU MPUMEHEeHUH

[Tpenapar HUWJIOTUHUB-XVMPAP cnenyeT ¢ OCTOPOKHOCTbIO NMPUMEHSTh y HAI[MUEHTOB C
¢dakropamu pucka yanuHenus uarepasia QT Ha snexkTpokapauorpamme (OKI'): ¢ BpoxkieHHBIM
yanuHeHueM wuHTepBana QT, ¢ MEIUKaMEHTO3HO HEKOHTPOJIMPYEMBIMH WM  TSKEIBIMHU
3a00JeBaHUAMU cep/la (BKJIOYasi HEJJaBHO MEPEHECEHHbIM MH(ApPKT MHOKap/a, XPOHUYECKYIO
CEpJICYHYI0 HEJIOCTaTOYHOCTh, HECTAOWJIbHYIO CTEHOKApAMIO WJIM KIMHUYECKH 3HAYUMYIO
OpanuKap/Inio), ¢ HapyIIEHUIMH (PYHKITUN TIEYCHH, C TAHKPEATUTOM (B TOM YHCJIC B aHAMHE3€).
ITpenmapatr HUJIOTUHUB-XNUMPAP He cieayeT NpUMEHSTh OJHOBPEMEHHO C Ipenaparamy,

SBIISIOIIMMUCS MOIIHBIMU MHTHOUTOpamu uzodpepmenta CYP3A4 nnu yuIMHSIONMMHA HHTEpBaJI
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QT, ocobeHHO ManMeHTaM ¢ THIIOKAIHeMHUEH U IHHOMarﬂiHé}{vrglg(%gﬁq%M %Hf?é[e-: Eﬁ%@Hoe

yanuHeHue uarepsaia QT).

Crnenyer wuszberarb onHoBpeMeHHOro mnpumeHeHust mnpenapara HUJIOTUMHUB-XUMPAP c
IpeinpyToBBIM COKOM U JIPYTMMHU NPOJYKTAMH, SBJSIOIIMMUCS W3BECTHBIMU MHTHOUTOpaMu
nzodepmenta CYP3A4.

JleueHune TOMKHBI OCYIIECTBIATD CIIEUATUCTBI, UMEIOIIUE ONBIT JieueHuss XMJI.

Muenocynpeccus

[Tockonpky TpH TOPUMEHEHUH HUJIOTUHUOA BO3MOXKHO pa3BUTHE TPOMOOIUTOIICHUH,
HelTponeHnu U aHemuu (HauOosiee yacto y nmauueHToB ¢ XMJI B (haze akcenepauuu), cieayer
MPOBOJIUTH KIMHUYECKUN aHAIM3 KPOBH KaXKJIbIe 2 HEJCNIU B TEUEHUE TIEPBBIX 2 MECSIIEB Tepanuu
IpernapaToM, a 3aTeéM — €XKEMECAYHO WM B Cilydae KIMHUYECKOH HEoO0XOAMMOCTH.
Muenocympeccusi, Kak MpaBuio, Obula oOpaTUMOW M KOHTpoiupyemou. Hopmanuzauuu
KOJIMUECTBA TPOMOOIUTOB U HEUTPO(UIOB OOBIYHO YyIaBajioCh JOCTUYb IOCJIE BPEMEHHOTO

IMMpEKpalCHus TCpanmun HHJIOTHHHOA VTN CHYDKCHHS A03bI IIpCrapara.

Cnyyan BHE3AIMHONW CMEPTH

[Tpu npumenenun nHunotuHuOa B KW ormewanucy cinywyam (uactora 0,1-1 %, rpamamus —
«HEYaCTO») BHE3AMHON CMEPTHU MAIMEHTOB C 3a00JEBaHHUSIMHU CEpJla UM BBICOKMM PHCKOM
Pa3BUTHS OCTIOKHEHH CO CTOPOHBI CEPJCYHO-COCYTUCTON CUCTEMBI. DTH MAIMEHThI YaCTO UMEIIH
COMyTCTByIOIIME 3a00JIeBaHUSd M MOJy4yald CONYTCTBYIOIIYIO Tepanuto. Hapymenus
PENOAPU3AIIH KETYA0YKOB MOTYT SIBISITHCS TOMOJTHUTENBHBIM (hakTopoM pucka. [lo qaHHBIM
MOCTPETUCTPAIIMOHHBIX MCCIEAOBAHUN pacueTHas 4acTOTa CIIOHTAHHBIX COOOIIEHUN O cIydasx

BHe3anHo# cmeptu coctaBuia 0,02 % Ha 1 manueHTa B ro.

OClOXKHEHMS CO CTOPOHEI CEPACYHO-COCYINCTON CHUCTEMBEI

[Tpu npumenenun HunotuHuOa B KU, a Taxke B MOCTPETHCTPAllMOHHBIX HCCIEIOBAHUAX Y
NAIMEHTOB C BIEPBbIe JUarHOCTUPOBaHHBIM XMJI, OTMeUeHBI Cilydan pa3BUTHS OCIOXKHEHUH CO
CTOPOHBI cepjieuHo-cocynucTo cuctembl. HS 3 u 4 crenenn Britoyanu B ce0sl OKKIHO3MIO
nepuepudecKux  apTepuii,  HIIEMHYECKYIO OoNie3Hh  cepAma W WIIEMHUYECKHE
1epeOpOBACKYIISAPHBIC SIBICHUS.

[Tpy MOsIBIEHUH COOTBETCTBYIOIIMX >KaJIOO MIJIM CUMOTOMOB OCTPBIX HAapyLIEHUH CO CTOPOHBI
CEep/ICYHO-COCYUCTON CHCTEMBI MAMEHTY CIEAyeT HEMEUIEHHO OOpaTUTHCS 32 MEIUIIMHCKON
nomomipio. CreayeT KOHTPONMPOBATh (QYHKIHMIO CEPACYHO-COCYIUCTOM CHCTEMBI, a TaKXKe
OLIEHUBATh (PaKTOPHI PUCKA Pa3BUTHSI OCI0KHEHUI CO CTOPOHBI CEPJIEUHO-COCYAUCTON CUCTEMBI

Ha BCEM NPOTAKCHHUU TCPAIIUU HHJIOTUHHOOM.

3amepKKa KUIKOCTH
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B KM y nmanueHToB ¢ BIEpPBBIE JUArHOCTHUPO aHHHM':Ekll:sl/ﬁflEQQ&%T@]EW'%T&QEqaﬁHCL

TsDKeTbIe (POPMBI 3aJICPKKHU KHUJIKOCTH, TAKHE KaK BBINOT B IUIEBPATILHYIO MOJIOCTh, OTEK JIETKUX
U BBINIOT B IOJIOCTh TNepukapaa. CXoaHble ciiydad ObUTM OTMEUYEHBI TAKXKEe M MPH NMPUMEHEHUH
npenapara B KIMHMYECKON IPAKTUKE B IOCTPErMCTpaluMOHHOM nepuone. IIpu BHe3anmHoM u
OBICTPOM YBEJIIMYEHUU MAcChl TeJla y MalUeHTa, OJyYarollero JeuyeHue HUIOTUHUOOM, ClenyeT
IPOBECTH TIIATEIbHOE 0OCIeIOBaHWE C IIeNbI0 BBIACHEHHMs NpuuuHbL. llpu mosBieHun
CUMIITOMOB 33JI€PKKU JKMIKOCTH TSDKEIOW CTENEHU CIEAYyeT YTOYHMTHh JTHUOJIOTHIO JAaHHOTO

SABJICHUSA U ITPOBECTHU COOTBCTCTBYIOLIEC JICUCHUC.

PeaxTuBanus Bupyca remnatura B

VY nanueHToB, SIBJISIOUIMXCS HOCUTENSIMU BHpyca renatuta B, Bo3Mo)kHa peakTUBALMs TaHHOTO
BHUpYyca mocie Tepanuu npenaparamu uaruontopamu BCR-ABL Tupo3uHKHHa3bI, TAKUMH Kak
HUWIOTUHUO. B HEKOTOpBIX Cilydasx MpU MPUMEHEHUH IMPEenaparoB JaHHOTO KJacca OTMEUEHO
pa3BUTHE OCTPOI NMEYEHOUHOI HEAOCTATOYHOCTH WM (YIbMUHAHTHOTO TeMaTUTa, MPUBOISIINX
K TPAHCIUIAaHTAIlUU TICYCHH WU K JIETATbHOMY UCXOTY.

[lepen HayanoM Tepanuu npenapaToM BCEX MAIMEHTOB CleAyeT 00cae0BaTh Ha HAJTMYHE BUpyca
rerarura B.

CrnenyeT Takke MpOBECTH OOCIEeIOBAaHUE MMAlMEHTOB, MOJTYYAIONIMX TEpPANuio MpernaparoM B
HACTOsAIIEe BpEeMs, Ha Hajaudue WHOUIMPOBAHUS BUPYCOM TemaTtuta B ¢ IENbI0 BBISBICHUS
HOCUTENEeH JaHHOTO BO30ymutTens. [lpm  momydeHMM  TIOJIOKHUTEIBHOTO  pe3yibTaTa
CEPOJIOTMYECKOT0 TECTUPOBAHUS (B TOM YHCIIE MPU aKTUBHOM HH(DEKITMOHHOM TPOIIECCE) CTIEAYET
MPOBECTH KOHCYJIBTALIMIO MAllMEHTa y TEenaroiora U CHEeUaJINCTa MO JICYEHUIO BUPYCHOTO
renatuta B, Kak B cilydae rnepej HauajaoM Tepariiu MpenapaToM, Tak U MarMeHTOB, MOTyJaroIIuX
TEpanuio MpernapaToM B HACTOSIIIEE BPEMS.

CocTosHME TAaIMeHTa, SBJISIONIETOCS HOCHTENeM BHUpyca rematuta B, mpu HeoOXoauMocTH
JICYEHUS MPENapaToM CIEAYeT TIIATEIbHO KOHTPOJIMPOBATH HA MPEIMET Pa3BUTUS IPU3HAKOB U
CHMIITOMOB aKTUBHOTO MH(EKIIMOHHOTO MpOoIlecca Kak BO BpeMs TEpAIKH MpenapaToM, Tak U B

TCUYCHHUEC HECKOJBKHUX MECAILICB ITOCIIC €€ OKOHYaHMA.

JlaGopaTopHbIH KOHTPOJIb V TalMeHToB, ¢ Ph™ XMJI B xpoHuuecko dhase, JOCTUTIIHNX TIYO0KOro

MO

Coomeemcmeue kpumepusam ommeHvl mepanuu

VY nanueHToB ¢ NOATBEPkKACHHOM 3Kkcnpeccueil TunuyHbix TpaHckpuntoB BCR-ABL el3a2/b2a2
win el4a2/b3a2 npu cOOTBETCTBUU KPUTEPHUSM BO3MOXHO PacCMOTpPEHHME BONpPOca 00 OTMEHe
tepanui. Hannmume tunuueeix TpaHckpuntoB BCR-ABL HeoOxomumo i BO3MOXXHOCTHU

OTIpeNIeTICHUsI YPOBHS UWX OKCmpeccuu, TriayouHsl MO © OIEHKH BO3MOXXHOW IOTEpPH
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Koumponv nocne npexpawenus mepanuu

VYV nanueHToB, M KOTOPBIX PacCMaTPUBAETCS BO3MOXXHOCTH OTMEHBI TEpallud IMpenapaToM,
MOHUTOPUHT ypoBHs TpaHnckpunta BCR-ABL Heo0XoauMo MpOBOAWTH MPU TOMOIIH
JTUArHOCTHYECKOT0 KOJMYECTBEHHOTO TecTa, BaJlMAUPOBAaHHOrO [ ompenenenus MO c
MUHUMAaJIbHOM 4yBCTBUTENbHOCTEIO MO, paBHOMY 4.5. Yposenb Tpanckpunta BCR-ABL
CIIETyeT OMpeAeIATh Nepe]] OTMEHOW TEpalnuy, a TAaKKe Ha MPOTSHKEHUU mepuoja 0e3 JedeHusl.
ITpu morepe BMO wumm moareepxkaeHHoW morepe MO 4.0 (2 mocnegoBaTeNbHBIX aHaIM3a C
uHTEepBajoM 4 Hemenu, nmoarBepkaaromux norepro MO 4.0) ciemxyeT BO30OHOBHTH JICUEHUE
npenaparoM B TeueHue 4 Helelb MOoCie TMarHOCTUPOBAHMS TOTEPH peMuccuu. Jis onpeneneHus
BO3MOXXHOH motepu MO HEOOXOAMMO PEryJsipHO M 9acTO ONPEISISITh YPOBEHb TPAHCKPHUIITA

BCR-ABL u npoBoauTh OOHICKJIMHUYECKUA aHAIU3 KPOBU C ONpEACICHUEM JICHKOIUTAPHOMN
bopMyIBL.

KoHTpoJib 1a00paTOPHBIX TAHHBIX

Jlunuonwiii npodunb cbiOpOMKU Kposu

B K1 y 1,1 % nanueHToB ¢ BOEpBbIE€ BHISBICHHBIM Ph"™ XMJI, MOJIy4aBUIUX HUJIOTHHHUO B J103€
400 mr 2 pa3a B CyTKH, OTMEUYAJIOCh 3HAYMMOE YBEIMYEHHE KOHIIEHTPALMHU OOLIEro XoJecTeprHa
B CHIBOPOTKE KpoBH. OJIHAKO y MalMEHTOB, MOTy4YaBIIUX HUJIOTHHHO B mo3e 300 mr 2 pasa
B CyTKHM, HE OTMEYaJOCh IMOJAOOHOrO YBEIWYEHMs] KOHLIEHTPALIUM XOJECTEPHUHA B CHIBOPOTKE
KpoBU. PexomeHayeTcs onpeaensaTh JUIHIHBINA OpoQuiib A0 Hayajla Tepanuy HUIOTHHUOOM, a
TaKkKe depe3 3 U 6 MecsleB Mocie Havajla JIEYeHUs U MUHUMYM | pa3 B rox Nnpu JAJIUTEIBHOM
IIPUMEHEHUU.

Crnemyet co61t01aTh OCTOPOKHOCTH MPU HEOOXOIMMOCTH MpuMeHeHHUsI THTuOuTopoB [ MI'-KoA -
penyKTa3sl (TMIIOJIMIUAEMUYECKUE CPEJICTBA) OJJHOBPEMEHHO C HUJIIOTHHUOOM, MOCKOJIBKY ITYTh
MeTa0oINMueCcKuX npeBpameHnidi HHruouTopoB I'MI'-KoA-penykTasbl MpOUCXOAUT MIPU yIacTUU
nzoepmenta CYP3A4 (cm. paznen 4.5).

Konyenmpayus 2noko3el 6 niasme Kposu

B KU y 6,9 % mauneHTos ¢ BrepBbie BbisBieHHBIM Ph™ XMJI, mony4aBumx HUJIOTHHHO B J03€
400 mr 2 pa3za B CyTKH, U y 7,2 % NanueHToB, NOIy4aBIIMX HUIOTHHUO B 1o3e 300 mr 2 pasa
B CYTKH, OTMEYAJIOCh 3HAYMMOE YBEJIMYEHUE KOHIIEHTPAILIMY TJIIOKO3bI B I1a3Me KpoBH. Cienyer
OIICHMBATh KOHLIEHTPALUIO TJIFOKO3bl B IUIa3ME€ KPOBM [0 Hadaua JICYEHHUs, a Takxke, NpH

HGO6XOJ]I/IMOCTI/I, BO BpCM4 JICUCHU A HHJIOTUHHOOM.

Tlosbluenue akmusHocmuy 1UNA3vl NAA3IMbL Kposu

10
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CUMITOMaMHU, TPHEM IIpermapaTa JOJDKEH OBITh MpPEKpaIleH, MPOBEIECHO COOTBETCTBYIOIICE

O6CJI€I[OBaHI/Ie NManueHTa € HEJIbIO UCKIIIOYCHHUA ITaHKpCaTHUTA.

Hapymenuns d)VHKHI/II/I INCYCHHU

[Tpu mpruMeHeHUN HUIOTHHHOA PEKOMEHAYETCS MPOBOAUTH €KEMECSYHBIH KOHTPOJIb (YHKIHH

NeYCHHU (TpaHCaMUHA3bI, OMIIUPYOUH).

ITareHThI ¢ TACTPAIKTOMHUEH B aHAMHE3E

HOCKOHBKy Y NaluCHTOB C TOTaJIbHOM FaCTp3KTOMHeﬁ B aHaAMHE3€ 6I/IO,I[OCTy1'IHOCTB HUJIOTHHHOA

MOJKET OBITh CHHMIKCHA, H606XO,Z[I/IM TH.IaTCJ'IBHBIﬁ KOHTPOJIb COCTOSIHUA JaHHBIX ITAaIITUCHTOB.

CHHIPOM JH3HCA OIYXOJIHN

BceneacTeue pucka pa3sBUTHS CHHAPOMA JIM3MCA OIYXOJH MeEpe] MNPUMEHEHHEM Ipernapara
clenyer mpu HeoOXOIUMOCTH CKOPPEKTHPOBATh KIMHUYECKH BBIPRXKEHHYIO IETUIPATALUI0 U

IMMOBBIIICHHYKO KOHICHTPALIUTO MOYEBOH KHCIIOTHI.

BcnomMorarennHble BellecTBa

Jlakmosa
[TanimeHTaM ¢ peAKO BCTPEUANOIICHCS HACICACTBEHHOM HEMEPEHOCUMOCTBIO TalaKTO3bl,
neUIUTOM JIaKTa3bl JIOMapedl WM TJII0KO30-TaTaKTO3HOW ManbaOcopOIueil He cleayer

MIPUHUMATh 3TOT Ipenapar.

4.5. B3aumopgeiicTBMe ¢ [pPyrMMH JIeKApCTBeHHbIMH TMpernapaTtamMu W Jpyrue BH/ABI
B3aUMOJEHCTBUA

Hunotunu6 mMetabonau3upyeTcs r1aBHbIM 00pa3oM B IeueHH ¢ yyactueM nzopepmenta CYP3 A4,
KOTOPBI SIBJISIETCS. OCHOBHBIM (DAKTOPOM OKHCIHTEIHHOrO MeTabonmusma. HumotwHuO Takke
SBISIETCS CyOCTpaTOM Ui CHUCTEMBI BBIBEIACHHS MHOTHX JICKQpPCTBEHHBIX CpencTB — P-
rnukonporenHa (P-gp). Ha aGcopOumio M MOCHEYIOUIYI0 3JIUMHHALMI0 HUJIOTHHHOA MOTYT

HOBIUATH Mpenapartsl, AecTByrone Ha uzopepment CYP3A4 u/unm P-gp.

HeKaDCTBeHHI)IC Cpe€acTBa, KOTOPHIC MOTYT NOBHINIATH KOHIICHTPAIIHUIO HIJIOTMHHOA B INTa3MeE

KpOoBU

B KW npu npumeHeHMHM HHJIOTHHHOAa BMECTe € HMAaTHMHHOOM (cyOcTpaT W HMHTUOUTOP
uzopepmenta CYP3A4 u P-gp), oba mpenapata HE3HAYUTEIbHO MHTUOUPOBAIM HU30(EPMEHT
CYP3A4 u P-gp, npu stoM AUC umarunu6a noseimanack Ha 18-39 %, a AUC nunotunnba — Ha
18-40 %.

BbuonocrynHocTs HuNOTHMHHMOA Yy 370pOBBIX JIOOPOBOJIBLIEB YBEIMYMBAJIACh B 3 paza mpu

OJTHOBPEMEHHOM MPUMEHEHUH C MOUIHBIM HHTHOUTOpOM n3odpepmenta CYP3 A4 keToKoHA300M.

11
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MoITHBIME HHTHONTOpaMu n3opepmenta CYP3 A4 (Hampumep, KETOKOHA30JI0M, UTPAKOHA30JIOM,
BOPUKOHA30JI0M, PHUTOHABUPOM, KJIAPUTPOMULIMHOM, TEIUTPOMHUIMHOM) M PpPacCMOTPETH
BO3MOXXHOCTh QJIbTEPHATUBHON TEpaIuy JEKapCTBEHHBIMH IpernapaTaMu, He WHTHOUPYIOUUMU
WM He3HauuTeapHo MHTHOupyromumu uzodpepmentr CYP3A4. Tlpu HEOOXOAMMOCTH JICUCHUS
npenapaTami, SBISIOUIMMHUCS MOIIHBIMH HHTHOMTOpaMu uszopepmenta CYP3A4, neuenue
HUJIOTUHUOOM JIOJDKHO OBITh 10 BO3MOXKHOCTH TPUOCTAHOBJICHO. I[lpum HeoOXoauMocTw
OJIHOBPEMEHHOT'O TPHUMEHEHUS HWIOTMHHOA C mpenaparaMu, SBISIONIMMHUCS MOIIHBIMU
uaruouTopamu nzopepmenta CYP3 A4, Heo0X0uMO MPOBOANTH TIIATESIBHBIA HHANBUIYaTbHbIN
KOHTPOJIb JUIsl BBISIBJIEHUS] BO3MOKHOTO yuinHeHus untepsaina QTcF.

Crnenyer Takxe u30eraTb OJJHOBPEMEHHOTO IPUMEHEHHUSI HUIOTHHHUOA C TPEUIIhpyTOBBEIM COKOM

U IPYTUMU MPOAYKTAMHU, SIBISIFOIIMMHUCS U3BECTHBIMU HHTHOMTOpamu uzodepmenta CYP3A4.

JIekapCcTBEHHBIC IpenapaThbl, KOTOPhIE MOI'YT CHMXKATh KOHIICHTPAIIMIO HIJIOTHHHOA B IIJIa3Me€

KpOBU

HNunykrops! nuzopepmenta CYP3A4 MoryT ycmimBaTh METa0OIM3M HIIIOTUHNOA U CHUXKATH €ro
KOHIIEHTPALUIO B I171a3Me KpoBU. [Ipu 0THOBpEeMEHHOM NpHEME ¢ JIeKapCTBEHHBIMU IIpenapaTamu,
ABJSOIIMMUCS uHAYKTOpamu usodepmenta CYP3A4 (B Tom uucne ¢peHuTouH, pudaMmnumnms,
kapOamazenwH, (eHobapobutanr u 3BEpOOON MPONBIPSBICHHBI) BO3MOXKHO CHUIKCHHE
KOHIEHTpaluuu HUI0THHHOA. [Ipm HEoOXOIMMOCTH Tepamnuu JIEKapCTBEHHBIMM Ipenaparamu,
ABISAOIIMMUCS MHIyKTOopamMu u3odepmenta CYP3A4, ciemyer paccMOTpeTh BO3MOXKHOCTh
TEepalnuy aJbTEPHATUBHBIMHU IpernapaTaMu WIM NPUMEHEHHs JIPYrMX CPEICTB, OKa3bIBAOIIMX
MeHbIIIee HHAYyLupYyolee BiusHue Ha uzopepment CYP3A4.

[Tpu npuMeHeHUN HIIIOTUHHMOA Y 3J0POBBIX 100POBOJIBIEB BMECTE C HHAYKTOPOM H30(epMeHTa
CYP3A4 pudamnunuaom (B 1o3e 600 Mr B cyTkH B TedeHue 12 nHell) oTMeyanoch CHU)KEHUE
cucteMHo# axcno3ui Hunotuauoa (AUC) nmpubnusutensHo Ha 80 %.

PactBopumocTs HunornHu6a pH-3aBucuma, TakuMm oOpa3om, npu nosbiieHnd pH (cHukeHue
KHCJIOTHOCTH) PAacTBOPUMOCTh Ipenapara yMEHbIIAETCA. Y 3I0pOBBIX JIMI[ C BBIPA’KEHHBIM
yBenuuenueM pH Ha one npuema 33omenpasona (B goze 40 mMr 1 pa3 B CyTKH B TedeHUE 5 1HEH),
CHIDKEHHME BCAChIBAHUS HWJIOTHHUOA ObLIO yMepeHHBIM (yMeHbIIeHue Cmax 1 AUC Ha 27 % u
34 %, cootBeTcTBEHHO). [Ip HEOOXOAMMOCTH HUIOTUHUO MOKHO MPUMEHSTh OJTHOBPEMEHHO C
330MENpPa30IoM WIH IPYTUMH UHTHOUTOPAMU TPOTOHHON MOMITHI.

B uccnenoBanuu y 340pOBBIX JOOPOBOJIBIEB HE OBUIO BBISBICHO KAaKUX-JIMOO CYIIECTBEHHBIX
U3MEHEeHUH B (hapMaKOKMHETHKE HUJIOTUHHOA ITpH npueme HuiotuHuoa B 1o3e 400 mr uepes 10 u

nocie npueMa ¢paMoTHIMHA U 32 2 4 A0 npuema damoTtuauHa. Takum ob6pa3om, eciu Ha (oHe
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Tepanuy HUIOTMHUOOM npuMeHeHue H>-GiiokaTopoB '3%¥aM§ﬁ&T%£ﬁéﬁ¥o%g L req

HEOOXOIUMBIM, HX clieyeT mpuHuMath 3a 10 9 10 uinu uepes 2 4 rnociie npuemMa HUWIOTHHUOA.

B ToMm e uccnenoBanuu ObUIO TIOKA3aHO, YTO MPUMEHEHHUE aHTAUUAOB (TUAPOKCH]T AIFOMUHUS /
TUAPOKCUJ MarHus / CUMETUKOH) 3a 2 4 JI0 WM 4yepe3 2 4 Mociie MpruemMa HWIOTHHHOA B J103€
400 mr Taxke He M3MeHSET (papMakOKWHETHUKY HuJoTHHHOa. [losromy mpu HeoOXOAUMOCTH
IIPUMEHEHHUS aHTALUO0B UX CIEAYET IPUHUMATH 3a 2 4 JI0 WJIM IPUMEPHO Yepe3 2 4 MocIIe npuemMa

HWIOTUHUOA.

Briusgaue HUI0THHUOA Ha KOHICHTpAIWIO B IJIA3ME JICKAPCTBCHHBIX MPENIapaToB, IPUMCHIACMBIX

B KQUECTBE CONMYTCTBYIONICH Tepalliu

Hunotunu6, sBissch KOHKYpEeHTHBIM uHruoutropom uszodpepmentoB CYP3A4, CYP2CS,
CYP2C9, CYP2D6 u UGTIAL invitro, mpu 3TOM caMO€ HHU3KOE 3HAYEHHE KOHCTAHTHI
unrubupoBanus (Ki) cocrasnser 0,13 mxmons ans CYP2C9. Uccnenoanus ¢hepMeHTaTUBHOM
UHAYKIUKM [10Ka3bIBAlOT, YTO HWJIOTHHUO in Vifro MOXHO paccMaTpuBaThb Kak HHIYKTOP
aktuBHOcTH u3odpepmentoB CYP2B6, CYP2C8 u CYP2CY9. VYV 310poBBIX 100pOBOJIBIICB
npuMeHeHne HWIoTHHUOa BMmecte ¢ Bapdapunom (cyocrparom CYP2C9) He oka3bIBaiio
KJIMHUYECKH 3HAUYUMOI'O BIMSAHMS Ha (DapMaKOKMHETHKY Win (hapMakoAMHAMUKY BapgapuHa.
[Ipy HEoO0XOAMMOCTHM HMJIOTMHHUO CleqyeT NPUMEHATh OJHOBPEMEHHO ¢ BapdapuHOM 0e3
YBEJIMUEHUSI TPOTUBOCBEepThIBaromero 3ddexra mocnmemanero. Y mamueHToB ¢ XMJI npu
oHOBpeMeHHOM MpumeHeHu:u 400 Mr HUIO0TMHUOA 2 pa3a B CYTKM Ha NMPOTSHKEHUHU 12 mHel u
muno3onama (cyocrpar CYP3A4) cuctemHas 3KCHO3ULUS TOCIEAHETO NPU NpPUEME BHYTPb
yBenuuMBaiack B 2,6 pa3. HumoTunHu® sBiseTcs yMEpeHHBIM HHTHOMTOPOM H30(epMeHTa
CYP3A4, B cBsi3u C 4yeM IpU OJTHOBPEMEHHOM NMPUMEHEHHUH NTPENapaToB, META00IN3UPYIOLIUXCSI
II1aBHBIM 00pa3zom ¢ yuactueM uzodepmenta CYP3A4 (manpumep, HEKOTOpPbIE MHTHOUTOPHI
I'MI'-KoA-penyKkTasbl), HX CHCTEMHAas SKCIIO3MIINS MOKET yBenunBaThes. [Ipu o1HOBpeMEHHOM
NpUMEHEHUH HUJIOTHMHHOA M IpenapaToB, sBisommxcs cyocrparamu nuzopepmenta CYP3A4,
UMEIOUINX Y3KUH TepaneBTUYECKU HHIEKC (B TOM uucie alpeHTaHWs, LMKIOCIOPHH,
JUTUJIPOIPrOTAMUH, B3ProTaMHMH, (EHTAHWJI, CUPOJIMMYC, TaKpOJIUMYC M JApPYTHE), MOMKET

HOTpC6OBaTBCSI COOTBCTCTBYIOH_[I/Iﬁ KOHTPOJIb U KOPPCKIUA JO3BbI.

AnTHapUTMHYCCKUE IIpenapaThl U IPYryue ISKapCTBEHHBIC IPEIapaThl, BLI3BIBAIOIINEC VIITHHCHUE

uHrepBana QT

He crnenyer mpuMeHsTh HWJIOTHUHUO BMECTE C aHTHAPUTMUUYECKUMH Tpernaparamu (Hampumep,

aMUOAapOHOM, AU30IMHUPpaMHUIOM, IPOKAMHAMHUIAOM, XUWHHIWHOM U COTaJ'IOJ'IOM) H OpyrumMu

JICKAPCTBCHHBIMU TIpCIIapaTaMi, BbI3bIBAIOMIUMU YIJIIMHCHUC HWHTCpPBAJa QT (Haan/IMep,
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XJIOPOXUHOM, raJio()aHTPUHOM, KJIApUTP Z)MI/II_[I/IHJ)HI,:I :1%1%5'11)EJHBMI: C Tl\i'e';l;ﬂ' 2 oM,

COOTBETCTBYET 2KCNEPTHOMY OTYETY

MOKCH(]IOKCAMHOM, OSIPUIMIIOM U TTUMO3HUIOM).

Jlpyrue BUJIbI B3aUMOJEWCTBHs, KOTOPbIE MOTYT ITOBIMSTH HAa KOHLIEHTPALWIO HWIOTUHHOA B

CBIBOPOTKC KPOBH

[Tpu oqHOBpEMEHHOM MpUEME C MUIIEH OTMeUaeTcsl yBelnyeHne abcopOIuu 1 OUOA0CTYITHOCTH
HUWIOTUHNOA, IPUBOIAIIICE K MOBBIIICHUIO TUTA3MECHHON KOHIICHTPAIUH Ipenapara.

[Ipy HEOOXOAMMOCTH, BO3MOXXHO TPUMEHEHHWE HWIOTMHHOA BMECTE CO CTHUMYJISTOpaMHU
reMoI1033a, TAKUMH KaK SpUTPONOITHUHBI, TPAaHYIOLUTAPHBINA KOJIOHUECTUMYIHPYIOMIHMA GakTop,

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

4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD H JIAKTAIUS

)KGHHII/IHI)I C ACTOPOJHBIM ITOTCHIIMAJIOM (KOHTDB,IIGHIH/ISI Y MY>KYHMH U )KGHHII/IH)

Bo Bpemsi Tepanuu HUJIOTMHHOOM M KaKk MHUHMMYM B TE€U€HHUE 2 HEllelb IMOCIe 3aBepIICHUS
TEepanuu TMalKueHTaM, OCOOCHHO KEHIIWHAM JETOPOJHOTO BO3pacTa, CIEAYeT NPUMEHSTh
HaJIe)KHbIE METO/1bl KOHTPALETIIINH.

KeHmuHaM penpoayKTHBHOTO BO3pacTa PeKOMEH/IYETCSs HCIIOIb30BaHNe (P (HEKTUBHBIX METO/IOB
koHTpauenuuu (uaaexc [lepns (moka3aTelnb, OTpakaloUUi YaCTOTY HACTYTIICHUS! OEPEeMEHHOCTH
y 100 xeHIIMH B TeYEHHE rojia MPUMEHEHUs] KOHTPAIeNITUBA) COCTaBIsAET <1) Ha MPOTIKEHUU

BCCTO KypCa NpUMCHCHUA HHJIOTUHHOA U CITYCTHA 2 HEACIIN IMOCJIC 3aBCPUICHUA TCPAIINU.

bepeMeHHOCTB

HpI/IMeHeHI/Ie HUJIOTUHHOA pu 6epeMeHHOCTI/I MMPOTHUBOIIOKA3aHO.

JlakTanus

[TpumeHeHre HUIIOTMHKUOA B IEPUOJ IPYIHOTO BCKapMJIMBaHUs MPOTUBOIIOKa3aHO. OCHOBBIBAsICh
Ha JIOKJIMHMYECKUX JAHHBIX U YUYUTHIBAasg NEPUOJ IOJIYBBIBEIECHUS HWJIOTMHHMOA Yy 4elOBeEKa,
coctaBisironii 17 u (auanazon: ot 3,2 1o 54,7 4), B KayecTBe Mephbl MPEJOCTOPONKHOCTH HE
pEeKOMeH1yeTcs TPYAHOE BCKapMJIIMBaHKUE BO BpeMs JICUSHHUs HUJIOTUHHUOOM U B TeUeHUE 2 Hellellb

HOCJIe TIPHeMa MOCIeHEH 103kl MpenapaTa.

4.7. BimsiHMe Ha CTIOCOOHOCTDH YIIPABJISATH TPAHCIIOPTHBIMH CPEACTBAMH M pA00TATH ¢ MEXAHU3MAMHU
Hekoropeie HexenarensHble sBiaeHus npenapata HUJIIOTMHUB-XMMPAP, takue kax
TOJIOBOKPY)KEHHE WJIM 3pUTEIbHBIC HApYyLIEHUs, MOTYT OTPHUIATEIbHO BIMSTH HAa CIOCOOHOCTH
YIOPABJIATh TPAHCHOPTHBIMU CPEACTBAMU W BBINOJHATH IMOTEHUMAJIBHO OMNACHBIE BHUbI
NEeSATeNIbHOCTH,  TpeOyrollue TMOBBIIIEHHOW  KOHIEHTpAllMM BHUMAHUS U OBICTPOTHI
IICUXOMOTOPHBIX peakiuil. [Ipy NosIBIEHNN ONUCAHHBIX HEXENIATENbHBIX SIBICHUM CIEIyeT

BO3JCPKATHCA OT YKA3aHHBIX BUAOB ACATCIBHOCTH.
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4.8. HexkenarejibHbIE peakuuu

COOTBETCTBYET 2KCNEPTHOMY OTYETY

[MarmenTsl ¢ BrepBble BoisiBIeHHBIM Ph™ XMJI, nmonyuaromue HoTHHHO B 103e 300 mr 2 pasza

B CYTKH

Pesome npoghuns 6ezonacnocmu

V nanuenToB ¢ Brepsble BeiaBiIeHHLIM Ph™ XMJI, nonydasmux HunotHHUO B 103e 300 Mr 2 pasa
B CyTKH, Hanboiee yacTeiMu (>10 %) Herematonoruveckumu HS, cBSI3aHHBIMU ¢ MPUMEHEHUEM
npernapara, ObUIM: KOXHAas Cblllb, KOXHBIA 3y, TOJOBHAas 00jb, TOIIHOTA, IOBBIIICHHAS
YTOMJISIEMOCTb, aJIOMeLus, MUaITUa 1 00JIb B BEpXHEH 4acTH KUBOTA. BOJIBIIMHCTBO MOOOYHBIX
3¢ dexToB O6bUTH yMepeHHO BbIpaxkeHbl. Menee yacto (<10 % u >5 %) Habnroganuce yMEpeHHO
BeIpakeHHbIe HSI, Takue Kak: 3amop, nuapes, CyXOCTb KOXXH, MBIIICYHBIE CIa3Mbl, 0O0Jb B
cycraBax, 00JIb B )KHUBOTE, Iepu(epuiIecKre OTCKH, pBOTA U aCTCHUS.

[Tpu npumenennu HUIOTHHUOA B 103€ 300 Mr 2 pas3a B CyTKH IJIEBPAIbHBIN U MTEPUKapIUATbHBII
BBINIOTHI, BHE 3aBUCUMOCTH OT WX JTHoJoruu, Habmomamuch y 1 % u <1 % mnauueHToB
COOTBETCTBEHHO.

KenynouHo-kuiieyHble KpOBOTEUEHUS, BHE 3aBUCHMOCTH OT 3THOJIOIMH, HaOmogamuck y 3 %
MAIMEHTOB.

['emaronoruueckue HS, Bkmouas muenocynpeccuto: Tpomborutornenus (18 %), nedtponeHus
(15 %), anemus (8 %). Hapymenus: OMOXMMHYECKHX JIAOOPATOPHBIX IMOKAa3aTeNeH BKIIIOYAIOT:
yBEJIMUEHUE aKTHUBHOCTU anaHuHamuHoTpaHcdepassl (AJIT) (24 %), runepOounupyOuHEMUIO
(16,5 %), yBenmuueHue akTHBHOCTH acmapTaramuHoTpaHcdepasbl (ACT) (12 %), yBenuueHue
aktuBHOCTH Jumazel (11 %), yBenuueHue koHueHTpauuu OunmpyOuna B kpoBu (10 %),
runiepriaukemuto (4 %), runepxonecrepunemuto (3 %), runeprpuriumepunemuro (<1 %).
Otxnonenue cpennero nokaszatens QTcF, ycpemHeHHOTo 1o BpEMEHH, OT UCXOIHOTO COCTABIISIIO
6 MC Tpy IPUMEHEHUH HUJIOTUHHOA B paBHOBECHOM cOCTOSTHMM. Cpeau BCeX IpyII MalUeHTOB,
NOJYYaBIIUX TEPANUI0 MpenapaToM, HE OTMEYEHO aOCOJIOTHOIO YBEIMYEHHUs HHTepBaja
QTcF >500 mc, a Taxxe S3MU300B KEJIyA0YKOBOW TaAXHUCUCTOJINYECKON apUTMHUH THIIA TUPYIT»
(torsade des pointes). YBennuenue uareppaia QTcF va >60 MC OT HCXOHOTO 3apErUCTPUPOBAHO
y <1 % mnanueHToB, MOJIyYyaBIIUX Tepanuio HUIOTUHUOOM. He oTMedeHO yMeHbIeHus ppakiuuu
BbIOpoca seBoro xenynouka (PBJDK) Ha 45 %, a Takke He oTMeueHO ymeHbleHuss @BJIDK nHa
15 % u 6omee ot ucxomHoro. Cpeau BceX IpyIiil He OTMEUYSHO CITydacB BHE3AIMTHOW CMEPTH.

Otmena tepanuu B cBsi3u ¢ HA norpedosanack 10 % nmanueHToB.

Pe3srome neorcenamenvruix peakuud
Hi MEPCUUCIICHBI HUKC I10 OpraHaM U CUCTEMaM C YKa3aHUECM YaCTOThI UX BOBHUKHOBCHUS: OUCHb

gacto (>1/10), gacto (>1/100, HO <1/10), HeuacTo (=1/1000, HO <1/100), penxo (>1/10000, HO
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<1/1000), ouens peako (<1/10000), gacrtoTa HBI/ISBCCTP&QI%‘E’Q&%&JDEH&%J@Q%; BIX

OIIEHUTHh HEBO3MOXKHO).

UYacrota paszsutus H, otmeuaembix 6omee gyem B 5 % cirydaes, peicTaBieHa B CKOOKax.

Hngpexkyuu u unseazuu

Yacmo: GomnuKyIuT, WHQEKIUM BEPXHUX JbIXaTENbHBIX NyTed (BKiIouYas, (QapuHTHT,
Ha30()apUHTUT, PUHUT);

Heuacmo: nHeBMOHUS, OpPOHXUT, HH(EKIUN MOUEBBIBOAIINX MyTEH, reprneTndyeckas HHPEKIus,
KaHJuA03 (BKIItOYasi KaHIU103 POTOBOM MOJIOCTH), TACTPOIHTEPUT;

Yacmoma wHeu3gecmua: CeIcUC, TOAKOXHBIM abcuecc, abcuecc mepuaHanbHON 00JacTH,
bypyHKYI, MHKO3 TJIQIKOW KOKU CTOII, PeaKTUBAIMs BHpyca renarura B.
/Jlobpokauecmeennvle, 310KauecmeeHHble U HEYMOUYHEHHble HOB000pa306anusn (6Kiouasn
KuCmol u noJIunsl)

Yacmo: nanuiioMa KOxH;

Yacmoma neuzsecmua: NANAIIIOMA CIIM3UCTON 00OJIOYKH TTOJIOCTH PTa, MApPaPOTCHHEMHUSI.
Hapywenusa co cmoponst Kpoeu u 1umgpamuueckoii cucmemol

Ouenwv wacmo: tpomoouutonenus (30 %*) neditponenus (31 %*), anemus (11 %*);

Yacmo: neiikonenus, 03uHOGUINs, peOpriibHas HEUTPOIEHHs, TAaHIIUTONIEHUS, JIUM(ONEHUS;
Yacmoma neuzsecmua: TPOMOOLIIUTEMHS, JIEHKOIIUTO3.

Hapywenusa co cmoponst UMMYHHOU cucmembl

Yacmoma neuszsecmua: TUNEPIYBCTBUTEIBHOCTD.

DHOOKpuHHbIE HaApYUWIeHUA

Heuacmo: TUIEPTHPEO3, THIIOTUPEO3;

Yacmoma neuzsecmua: BTOPUYHBINA TUTIEPIIAPATHPEO3, TUPCOHUTUT.

Hapywenua memaboauzma u numanus

Ouens yacmo: runodocdaremus (BKItoyasi CHIKeHUE Gocdopa KpoBH);

Yacmo: cHwxkenue anmetuta (4 %), HapylmieHHs  BOJHODJEKTPOJMTHOrO  OanaHca
(THTIOMarHueMusi, THIEPKAINEMHUs], THUINOKAJIHEMHUs, TUIIOHATPUEMHUs, THIIOKAIbIINEMUs,
TUIEPKAIBLIUEMHUS, runepdocdaremus), TUIEPIIIMKEMHUS, caxapHbIi nuaoer,
TUIIEPXO0JIECTEPUHEMUS], TUTIEPIIUITUAEMUS, TUTIEPTPUTITULIEPHIEMUS;

Heuacmo: monarpa, feruapaTanysi, IOBBIIICHUE alleTUTa, JUCITHITAICMUST,

Yacmoma neuzeecmua: TATIEPYPUKEMUS, TUTIOTITUKEMHSL.

Ilcuxuueckue napyuwienus

Yacmo: nenpeccusi, 06CCOHHULIA, TPEBOKHOCTb;

Yacmoma neuzsecmua: N€30pUEHTAINS, CITyTAHHOCTh CO3HAHUS, aMHe3Usl, Tuchopus.

Hapywenus co cmoponst nepenoii cucmemol
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QOuenwv wacmo: TonoBHasg 6016 (16 %);

Yacmo: TONOBOKpYXEeHUE, TeprdeprudecKas HeWponaTHs, TUIIECTE3Hs], TapecTe3us;

Heuacmo: BHyTpUYEpENTHOE KPOBOU3IMSIHNE, UIIEMUYECKUN MUHCYIIBT, IPEXO/AIIEEe HApyLIEHNUE
MO3TrOBOTO KpOBOOOpalieHusi, MH(PapKT Mo3ra, MHUIPEHb, MOTeps CO3HAHUS (B TOM YHUCIE
CUHKOIIE), TPEMOP, HApYIICHHsI KOHLIEHTPALlUY BHUMaHUs, TUIIEPECTE3HS;

Yacmoma HeuzgecmHa. OCTpOE HApYyIIEHHE MO3TOBOTO KPOBOOOpAIIEHUS, CTEHO3 Oa3mIIIpHOI
apTepuH, OTEK MO3Ia, HEBPUT 3pUTEIILHOIO HEPBA, 3aTOPMOKEHHOCTb, JHU3ECTE3MS, CUHAPOM
«0eCrOKOMHBIX» HOT.

Hapywenus co cmoponst opzana 3penus

Yacmo: BHYTpUIIIa3HOE KPOBOU3IUSHUE, IEPUOPOUTAIBHBIN OTEK, KOHBIOHKTUBUT, 3y/1 B IJ1a3ax,
CHHJIPOM «CYXOTO» IJ1a3a (BKJII0Yasi KCepoPTaIbMHIO);

Heyacmo: yxynuieHue 3peHusi, 3aTyMaHUBAaHUE 3PEHUS, CHIDKEHUE OCTPOTHI 3PEHUS, OTEK BEK,
doroncusi, runepemus (ckiep, KOHBIOHKTUBBI, TJa3HOrO S0JI0Ka), pa3lIpa)keHue IJias,
KPOBOM3JIUSHNE B KOHBIOHKTHBY;

Yacmoma neussecmua: OTEK AUCKA 3pUTEIBLHOTO HEPBA, TUILIONUS, CBETOOOS3Hb, IPUITYXJIOCTb
BeK, Osiepaput, 60Jb B T1a3y, XOPUOPETHUHOIATHS, AJUIEPTUUECKUN KOHBIOHKTUBUT, 3a00JI€BaHUS
CIIM3UCTON 000JIOUKH Tiasa.

Hapywenusa co cmoponst opzana ciyxa u 1adbupunma

Yacmo: BEpTUTO;

Yacmoma neussecmna: CHUKEHHUE OCTPOTHI ClIyXa, O0JIb B ylIax, IyM B yIIax.

Hapywenua co cmoponwst cepouya

Yacmo: creHoKapaus, apuTMus (BKJIIOYas aTPUOBEHTPHUKYJSPHYIO OJIOKady, TpereTaHue
MpeAcCepaIuid U SKEIyJA0YKOB, AKCTPACHUCTOJIMIO, TaXWKapAWuio, Opaaukapauio, (GUOPHILIIAINIO
npencepauit), onymenue cepaineouenus, yuiuaenne natepsaina QT na DK

Heuacmo: ceplieyHass HEIOCTaTOYHOCTh, MH(pAPKT MUOKapja, UIIeMUYecKas OOJIe3Hb cep/la,
MOSIBJIEHHE LIIYMOB B CEep/Ile, IepUKapAUaIbHbIN BINOT, [IMAHO3;

Yacmoma neuszsecmna.: HapyleHUs] QYHKIUU KEITYAOYKOB, MEPUKAPIUT, CHUKEHHE (paKiIuu
BbIOpOCa, AMacToanuecKkas 1ucyHKuus, 6J0Ka1a JeBoi HOXKKY mmydka ['uca.

Hapywenusa co cmoponwt cocyoos

Yacmo: noBellLIeHUE apTepuanbHOro nasieHus (AJl), «IIpHIMBBI» KPOBU;

Heuacmo: TUnNepTOHUYECKUN KpU3, OKKIIO3MS MEepUPEepUyYecKuX apTepuil, mepeMekarouasics
XpOMOTa, CTEHO3 apTepuil KOHEYHOCTEH, 00pa30BaHKE reMaToM, apTepPUOCKIEPO3;

Yacmoma Heuzgecmua: TeMOpparmueckuid IOk, cHuxkeHne AJl, Tpom0o03, cTeHO03
nepudepudyeckux apTepuil.

Hapywenus co cmoponst 0vixamenvHoli cucmemsl, Op2anoe ZPYOHOIl KIemKu U cpedocnenus
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Yacmo: opaplllika B MOKOEe W TpH (pu3ndeckqi Harp{;gég,::agcagtﬁ'i{gﬂbﬂg&&a':IEglr[ﬁl-'enb,

TuchOHHUS,;

Heuacmo: OTex Jerkux, IUICBPaJbHBIA BBIIOT, HHTEPCTUIHMAIbHBIC 3a00JICBAaHUS JIETKHX,
IuIeBpaiibHasi 00JIb, TUIEBPHUT, OOJIb B O0JIACTH TJIOTKH W/WIIM TOPTAHHU, pa3ApakeHUE CIM3UCTOM
000JIOYKH TIIOTKH;

Yacmoma neuzéecmua: NETOYHAS TUIIEPTEH3MUS, XPUIIBI, OOJIb BO PTY H TJIOTKE.
Kenyoouno-kuweunvie Hapyuienus

Ouenwb uacmo: TomHoTa (14 %), 3anop (10 %), nuapes (9 %), pota (6 %), O0sb B BepxHEil yactu
xuBoTa (10 %);

Yacmo: nuckoMpopT B 001aCTH )KUBOTA, B3AYTHE KUBOTA, AUCIEIICHS, IUCTEB3Us, TAHKPEATHUT,
METEOPHU3M;

Heuacmo: xenyno4HO-KHUIIIEYHOE KPOBOTEUYCHUE, MEJICHA, M3bS3BICHUE CIM3UCTON O0OJIOYKH
MOJIOCTH pPTa, TacTpod30¢areaibHblidi peQIIFOKC, CTOMATHT, 0OJb B MUIIEBOJIE, CYXOCTh BO PTY,
TacTPHUT, MOBBIIICHHE YYBCTBUTEIBHOCTH 3yOHOU YMau;

Yacmoma Heuzsecmna: nephopanyst KeTyJOYHO-KUIICYHOH S3BBI, PETPONEPUTOHEATHEHOE
KPOBOM3JIUSIHUE, PBOTA C KPOBBIO, s13Ba KEIyJKa, SI3BEHHBIN 330()arut, 4yacTU4YHAs KHIICUHAsS
HEMPOXOUMOCTh, DHTEPOKOJIUT, TEMOPPOH, IpbDKa IMHUIICBOJHOTO OTBEPCTUs auadparmel,
pEKTaIbHOE KPOBOTCUCHHE, THHTUBUT.

Hapywienus co cmoponst neuenu u Hceauesvlé00aujux nymeil

Ouenb yacmo: TunepOMIIMpPyOuHEMHUs (BKIIIOYasl yBeTMUYEeHUE OMIINpyOrHA KPOBH);

Yacmo: HapylieHue pyHKLIUU TEYEHH;

Heuacmo: renatuT, KenTyxa, TOKCHIeCKOe MOpaXKeHHEe TIeUeHH,

Yacmoma neuzsecmua: X0IecTas, rermaToMerausl.

Hapywenusa co cmoponst Kodcu U NOOKONHCHbIX MKAHell

Ouenv yacmo: xkoxHas cwilib (33 %), xoxubIil 3yn (18 %), anonmenus (10 %), cyXocTh KOXH
(10 %);

Yacmo: sputema (3 %), MOBBIIEHHOE MOTOOTAEIIEHUE B HOYHOE BpEMs, 3K3e€Ma, KpaluBHUIIA,
TUIEPTUAPO3, JEpMATUT (JUIepruuecKui, SKc(OIMATUBHBIA M aKHEPOPMHBIHN), MOAKOKHOE
KPOBOM3JIUSHUE, aKHE;

Heuacmo: skconmaTiBHAS CHINb, TPUMTYXJIOCTh JIMIA, JIEKAPCTBEHHAS CHIMb, OOJIE3HEHHOCTD
KOXXH, SKXUMO3HI;

Yacmoma Heuszsecmmua: Tcopua3, MHOropopMHas spuTeMa, y3JoBaTas J>pUTEMa, A3Ba KOXH,
CHHJIPOM  JIaJIOHHO-TIO/IOIIBEHHONW 3PUTPOJU3ECTE3UH, TMETeXUH, (OTOUYBCTBUTEIBHOCTD,
BOJIZIBIPH, KUCTA KOXKH, THIEPIUIA3Us CATbHBIX XKelie3, aTpousi KOXKU, N3MEHEHHE 1[BETa KOXKH,

MEITYHNICHUEC KOXKH, THIICPIIUTMEHTAIUA KOXHU, FI/IHeprO(l)I/ISI KOXH, TUIICPKEPATO3.
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. . (e DB JHIi 0002
Hapywenusa co cmopoust mbiueunoit, ckeyiempoii u cobUnrhmehnimot miii- - 15 0002]

Ouenwv wacmo: muanrus (10 %), aprpanrus (8 %);

Yacmo: mbimednsie cna3Mel (9 %), 601 B koctsax (4 %), 6omb B kKoHeuHOCTSIX (5 %), 60Jb B
MOJIB3IOITHON 00JIACTH, KOCTHO-MbIIIeYHass 00Jb (B TOM YHCIIE€ KOCTHO-MBIIIEYHas OOJib B
TPYIHOM KJIETKe), 00b B cCriMHe, 00JIb B 11iee, 00JIb B OOKY;

Heuacmo: ckOBaHHOCTB, MBIIIEYHAs CTA00CTh, OTEYHOCTH CYCTaBOB;

Yacmoma neuzéecmua: apTpuT.

Hapywenus co cmoponst noueK u Mo4eevléo0aujux nymeil

Yacmo: nonnakuypus;

Heuacmo: nu3ypusi, UMIIEpaTUBHBIE TO3bIBBI K MOYEHCITYCKAHUIO, HUKTYPUS;

Yacmoma Heusgecmna: TIOYEUHAs HEAOCTATOYHOCTh, TE€MaTypHs, HEIEpKaHUE MOYH,
XpoMaTypHsl.

Hapywenus co cmoponst penpoOyKmueHoIl CUCHEMbl U MOTOYHBIX Hcelle3

Heuacmo. 6016 B TpyIHOM KeJe3e, TMHEKOMACTHS, SPEKTHIIbHAS TUCHYHKIIUS;

Yacmoma neuzsecmua: yIUIOTHEHUE TPYAHBIX )KeJie3, MEHOpparus, Ha0yxaHne COCKOB.

Obuwgue napywienusa u peakyuu 6 mecme 66e€0eHUs

Ouenv wacmo: noBbIlIeHHAs yToMisieMocTh (12 %);

Yacmo: actenus (9 %), 3anepxka Kuakoctu U oteku (5 %), NOBBILIEHHE TEMIEpaTyphl Tela,
0016 B TpyIH (BKJTFOYAS HEKAPAUOTCHHYIO 00JIh), TUCKOM(OPT B TPYAH, 00IIee HETOMOTaHHE,
Heuacmo: oTek nuua, rpaBUTAIIMOHHBIE OTEKH, TPUIIONOA00HbIN CHHIPOM, 03HOO, OIyIIeHHE
W3MEHEHHUS TeMIEepaTyphl Tela (depeoBaHNe «OUTYIICHHS JKapa» U «OIIYIICHUS X0JI01a»);
Yacmoma neuzeecmua: TOKATBHBIN OTEK.

Jlabopamopuwvie u uncmpymenmanvHvie OaHHbLE

Ouenb uacmo: TOBBIIIEHUE AKTUBHOCTH «II€UYEHOUYHBIX» TPAaHCAMUHA3, MOBHIIIEHNE aKTUBHOCTH
Juna3bl KPOBH, YBEIMYEHHE KOHIICHTPAIMM XOJEeCTepHHa JHMIONPOTEMHOB (B TOM YHCIIE,
JMIIONPOTENHOB BBICOKOM W HHM3KOW IUIOTHOCTH), YBEIMYEHHE KOHIEHTPAIMKA OOIIero
XOJIECTEPHHA, YBEIMUCHUE KOHIIEHTPAIIMY TPUTIIHIIEPHIOB KPOBH;

Yacmo. yMeHbIIIEHUE KOHIICHTPAIMK TeMOTJIOONHA, YBETUUYECHNE aKTUBHOCTH aMIJIa3bl, TaMMa-
riyraMuHTpaHcdepaspl,  KpeaTHHPOC(HOKHHA3bI, MIETOYHOH  (ocdaras3sl,  yBeIUUYeHUE
KOHIICHTPallM HWHCYJIMHA B IUIa3Me€ KPOBW, YMCHBIICHHE WM YBEIWYCHHWE MAacChl TeJa,
YMEHBIIICHNE KOHIIEHTPAINH TJI00YJIHHOB B KPOBH;

Heuacmo: yBenndyeHne aKTUBHOCTU JIAKTaTAETWIPOTeHa3bl, YBEIMYEHHE KOHIIEHTPAIIUH
MOUYEBHUHHI B IJIa3Me KPOBH;

Yacmoma neuzeecmua: yBenndeHUE KOHIICHTPALNU TPOTIOHIMHOB B TTa3Me KPOBH, KOHIICHTPAIIUN

HCKOHBIOTUPOBAHHOTI'O 6I/IJ'II/IPY6I/IH21, YMCHBIICHUC KOHIOCHTPAIHU NHCYJIINHA U C-HGHTI/IJIa KpOBH,
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(Rinl
YBEJINYECHUE KOHIICHTPALIMU IapaTropMoOHa B IJja3Me Kpbgﬂ'

* — 3 u 4 crenens Tsokectr no kiaaccupukanun CTCAE (Common Terminology Criteria for Adverse
Events) y maiueHToB ¢ BHOBb quarHoctiupoBanusiM Ph™ XMUJI B xpoHudeckoii dase.

Tabmuma 2: OTKIIOHEHUS 1a00paTOPHBIX MAPaMETPOB OT HOPMBI 3 U 4 CTEIEHHU.

Bnepsrie BoisBieHnbii Ph" XMJT
HA B XpOHUYECKOH (aze
Hu1oTHHUO 300 Mr 2 pasa B cyTkH, %

T'emamonocuueckue napamvempbol

Heitrponenus 12
TpomMOomuTOTICHUS 10
Anemust 4

Buoxumuueckue napamempbusl

YBennueHne KOHUEHTpauuy KpeaTHHUHA

VBennueHne akTHBHOCTH JIMIIA3hI

VBenunuenue aktuBHoctd ACT

VBennuenue aktusHoctu AJIT

I'mmodocdaremus

VYBenn4yeHne KOHIEHTpaIu oduiero ounmmpyornHa

VBenuuenue KOHLCHTPAUHU I'N'TFOKO3bI

YBennueHne KOHIUEHTpauu X0JeCcTepruHa

SO | 0|~ —~|O|O

YBeaunueHue KOHIOCHTPAaUU TPUTTIMLICPHUI0OB

Ommena mepanuu y nayuenmos ¢ Ph™ XMJI 6 xponuueckoii ¢haze, docmuuiux cmabuibHo20
enybokozo MO

[Tpu oTMeHe Tepanuu HUIOTUHUOOM IPU MOIBITKE JOCTHKEHHUS PEMUCCHH 0e3 JIeYeHUsI MOTYT
Oosiee YacTo, YeM 10 OTMEHBI TepanmuH, BO3HUKATh ciemayrompe HS: cuMmTomMBl CO CTOPOHBI
MBIIIEYHOH, CKEJIETHOW M COCTUHHUTEIHHON TKaHW, TaKHe KaK MHAITHs, 00Jh B KOHEYHOCTSIX,
apTpairus, 00Jib B KOCTAX, 00JIb B TO3BOHOYHHUKE UJIH CKEJIETHO-MBbIIIEYHas 00JIb.

B KU B Teuenue roxa mociae oTMeHsl Tepanuu y 24,7 % MalueHTOB ¢ BIEPBBIE BBISBICHHBIM
Ph" XMJI B XpOHHYECKOH (pa3e OTMEYAIMCh CHMIITOMBI CO CTOPOHBI CKEJIETHOMBIIICYHON

CHCTEMBI 10 cpaBHEHHUIO ¢ 16,3 % Ha MPOTSKEHUU PEABLAYIIETO TO/1a TEPATUU HUIOTHHUOOM.

Onvim npumenerus 6 KIUHUYECKOU NPaKmuke
Ha ¢one Tepanuu HuimotuHMOOM oTMevanuch cienyromue HS 6e3 ykasaHuit Ha MpUYMHHO-
CIIEICTBEHHYIO CBSI3b C IpPHMEHEHHeM HWIoTHHHOa (dactora HS He ycraHoBieHa): ciydau

CUHApOMaA JIM3KUCa OITYyXOJIHU, mapaJiny JIUIEBOro HEPBA.

[Mammentsl ¢ Ph™ XMJI B xpoHndeckoii daze u dhaze akceraepaliyiy, moJyyaroye HUJIOTHHHO B

no3e 400 Mr 2 pasa B CYTKH

Peztome npogpunsa 6ezonacnocmu
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V nanuentos ¢ Ph™ XMJI B xponnueckoii dasze u dase af(@éﬁgblﬁt;lﬂ; ﬁﬁg%lﬁ'fﬁg TR8ehe &

no3e 400 Mr 2 pa3a Bcyrkw, Haumbomee uacteiMu (>10 %) nHerematomormdeckumu HS,
CBSI3aHHBIMU C IPUMEHECHUEM TIperapara, ObUIN: KOXKHASI ChIlb, KOXKHBIN 3y/l, TOIIHOTA, TOJIOBHAS
00Jb, TOBBIIIEHHAs YTOMIIIEMOCTb, 3alop, auapes, pBOTa M Muanrus. bBonbIIMHCTBO
BbIlIeyKa3aHHbIX H Obutn ciiabo uin yMepeHHO BBIPaKEHBI.

Memnee gacto (<10 % u >5 %) nabmroganuce cabo i yMepeHHO BhipaxkeHHbIe HS, Takue kak:
aJIOTeIus, MBIIICYHBIN CIla3M, CHI)KCHUE alleTuTa, 001bh B CycTaBaxX, 00Jb B KOCTSIX, 00JIb B
JKUBOTE, epu(epruyecKkue OTEKU U aCTCHHUS.

Cepaeunast HeIOCTaTOYHOCTH Habmoganack y <1 % nanueHToB.

[IneBpanbHBI U NEpUKApAMATIBHBIN BBINOTHI, KaK U MX OCIOXKHEHMs, Habmomamuch y <1 %
MAIUEHTOB, IPUHUMAIOIIUX HUIOTHHUO B 103e 400 Mr 2 pasza B CYTKH.

KenynouHo-kuiieyHble KPOBOTEUEHHUS U KPOBOM3IUSIHUS B MO3T Habmomanuch y 1 % u <1 %
MAIMEHTOB COOTBETCTBEHHO.

Ymuenne uaTepBana QTcF Gomee 500 mc Habmomamoch y <1 % mamueHTOB. DNU30bI
JKEITYZJ0YKOBOM TaXUKapAUU TUIIA «torsade des pointes» (KpaTKOBPEMEHHBIX UJIU JUIUTEIbHBIX ) HE
HaAOJIFO JAJIUCh.

['emaronoruueckue HS, Bkmtouas muenocynpeccuto: Tpomborutornenus (31 %), nedtponeHus
(17 %), anemust (14 %).

Otmena Tepanuu B cBsi3u ¢ HS motpeboBanace 16 % naunentoB ¢ XMJI B xpornyeckoit ¢aze u
10 % mnanueHToB B (haze akceneparuu.

Havuuenmoi ¢ Ph™ XMJI 8 xponuueckoti chaze, ne docmuzwue MO 4.5 uiu 6onee na ghone mepanuu

UMamuHuOOM

Hwuxe npusenensl nannsle, noayyeHHslie B KU npu npumenenun aunotuauOa B 1o3e 400 mr 1 pa3
B CYTKU T10 CPaBHEHUIO ¢ Tepanueil uMaTHHUOOM B 7103 400 Mr mim 600 Mr B CyTKH B T€UEHHE
48 uemenp y namuentoB ¢ Ph™ XMJI B xpoHuueckoii (ase 1ocie Tepanud WMATHHUOOM Ha
MPOTSKEHUU MPEALIECTBYIOMHUX 2 JET.

[TatiuenTtsl, moMy4aBIIUMe JedeHHe uMaTuHuOOM B gaHHoM KW, mnpomomkanu JeueHue
IIPENapaToM B TOM K€ J103€, KaK M Ha MPOTSHKEHUH MPEIIECTBYIOIMX 2 JIET Tepanuu. Menuana
IPOJOJDKUTEIPHOCTH Tepanuu HUJIOTUHHOOM cocTaBisia 47,2 Mecsilla MO CpPaBHEHHIO C
MEIUAHON TPOJOKUTEIBHOCTH Tepanuu umaTuHuooMm 37,0 u 26,7 mecsneB B go3e 400 mr u
600 MIr COOTBETCTBEHHO.

Bonee yacro, ueM B rpyrmme MMaTHMHUOA, Y MAIMEHTOB, MOJIYYaBIIMX TEPaNUi0 HUIOTHHHOOM,
OTMEYaJIMCh TOJIOBHAsI 00JIb, KOXHAsL CBIIb U KOXKHBIM 3y, KOTOpbIE ObUIM 3aperuCTPUPOBAHbI
MuHUMYM y 20 % manueHToB B rpynne HuioTuHuOa. [1o cpaBHeHUIO ¢ rpymnmnoil nMaTuHuOa, y

ManucHTOB, ITOJYYaBIINX TEpaInro HI/IJ'IOTI/IHI/I6OM, qJame pa3BHUBAINMCH HH, MNPHUBOAMBIINE K
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BPEMEHHOMY WM TIOJIHOMY TPEKPAIICHHUIO Tepanuu 'Qh}h31§;§89&“p1¥15984ﬂi3%a196£'€a' Yy

MAIMEHTOB, MOJIyYaBIINX TEPANHIO HIJIOTHHUOOM 4acTO OTMEYAJIUCh YBETNYEHUE KOHIICHTPALUU
OwMpyOMHa W aKTHUBHOCTM TpaHcamuHa3. Ha mporsbkenun 48 Henmenb HCCIETOBaHUS
3aperucTPUPOBaHbl 3 JETANbHBIX MCXOJa Ha (OHE Tepanuu, U3 HUX 2 — Ha (oHe Tepanuu
HUJIOTUHUOOM U 1 — Ha QoHe JIeyeHHs] UMaTUHUOOM. Y 3 MalueHTOB JEeTaJbHbIA NCXO HACTYITUII
Oosee ueM uepes 28 qHEH nocie MpeKpalleHus Tepanuy ucciaeayeMplM npenaparom (1 — B rpynne
HWIOTUHUOA U 2 — B TPYIIIIE UMAaTHHUOA).

Y 4 panueHToB, MNOJMY4YaBUIMX JICUEHHUE HHJIOTMHMOOM, OTMEUEHO YBEIMUYEHHE HHTEepBaia
QT >450 mc Ha 8 cyrku. YBenmmuenne QT >480mc Ha QoHe Tepanmuu HUIOTHHHOOM HE
3apEeruCTPUPOBAHO. Y 8 MALMEHTOB, MOJIyYaBIINX HUWIOTHHUO, OTMEUEHO yBEIHMUECHIE HHTEPBAIa
QT >30 mc ot ucxomguoro 3HaueHus (7,9 %). Ha ¢oHe Tepanmwu HHUIOTHHUOOM HE OTMEUCHO

yBenuueHus uarepaia QT >60 mc.

Pe3tome neoicenamenvuvix peakyuil

H4 nepeunciieHsl HIDKE 10 OpraHaM M CHCTEMaM € YKa3aHHEM YaCTOThI MX BOSHUKHOBEHUS: OUYCHb
gacto (>1/10), gacto (>1/100, o <1/10), Heuacto (>1/1000, Ho <1/100), peaxo (>1/10000, HO
<1/1000), ouens peako (<1/10000), gactoTa Hen3BeCTHA (HA OCHOBAHMHM WMEIOIIMXCS JTaHHBIX
OLICHUTHh HEBO3MOXHO).

Yacrora pazsutust HS, ormeyaemsbix 6osiee uem B 5 % ciiydaeB, peicTaBlieHa B CKOOKax.

HUngpexyuu u uneasuu

Yacmo: GOMIUKYINT, HWH(EKIMHM BEpXHMX JbIXaTeNbHBIX MyTed (BKIIOuYas (apuHIUT,
Ha30()apuUHTUT, PUHUT);

Heuacmo: nHeBMOHMS, OPOHXUT, HH(PEKIIUN MOUYEBBIBOSAINX yTeH, reprneTnyeckas HHPEKIns,
KaHJUA03 (BKJItOYasi KaHI1/103 POTOBOMW MOJIOCTH), TACTPOIHTEPUT;

Yacmoma mneuzgecmua: CeNCUC, TOAKOXKHBIN aOcrecc, abcuecc nepuaHalbHOW 007acTy,
(bypyYHKYIIBI, MUKO3 IJIaJIKOM KOXKHU CTOI, peakTUBalLlUs BUpyca renatura B.
Jobpokauecmeennvle, 310KauecmeeHHbvle U HEYMOUYHEHHbIE HO8000PA306AHUA (6KNIOYAA
Kucmul u nonaunsi)

Yacmo: manuiaoMa KOxH;

Yacmoma neuzsecmua: NANUIIIOMA CIIM3UCTONH 0OOJIOUYKH MOJIOCTH PTa, MAPAIPOTEHHEMHUS.
Hapywenusa co cmoponst Kpoéu u numgpamuueckoil cucmemol

Ouenwv wacmo: tpomoonuronenus (30 %*), nefirponerns (31 %*), anemus (11 %*);

Yacmo: neiikonenus, 503uHOGUINSA, peOpuibHas HEHTPOIIEHUS, TAHIIUTONCHUS, TUM(OTICHHS;
Yacmoma neuzsecmua: TPOMOOLIUTEMHUS, JTEHKOLIUTO3.

Hapywenus co cmoponst ummynnoil cucmemol
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(NOCNEOCBATENEHOCTE 0002)

Yacmoma neuszsecmua: TUIICPYYBCTBUTCIBHOCT]b.

DHOOKpuHHbIE HApYUWIeHUA

Heuacmo: runepTupeos, THIIOTUPEO3;

Yacmoma HeuzsecmHa.: BTOPUUHBII runeprnapaTupeos, TUPECOUIUT.

Hapywenua memabonuzma u numanus

Ouyenwv wacmo: runodocdaremus (BKIIIOUas CHIKEHHE (hocdopa KpoBH);

Yacmo: camwkenue anmetuta (8 %), HapylIeHUs  BOJHO-IJICKTPOJIMTHOTO  OayiaHca
(rumomMarHuemMusi, TUIMEpPKaIHUeMHs, TUIMOKAIUEeMHUs, TUIOHATPUEMHUS, THUIIOKaIbIIHEMHUS,
TUTICPKAJTIBITUEMHSI, runepdocharemust), TUIIEPTIUKEMUS, caxapHbId nuaoer,
TUTEPXOJIECTEPUHEMUS, TUTIEPIUTTUACMHUS, TUIICPTPUTITHIICPUICMUS;

Heuacmo: nonarpa, aeruapaTanysi, IOBIIICHUE alleTUTa, JUCITHITAICMUS,

Yacmoma HeuzsecmHa: TUTIEPYPUKEMHUS, TUTTOTITUKEMUSI.

Ilcuxuueckue napywienusn

Yacmo: nenpeccusi, 06CCOHHHIIA, TPEBOKHOCTB;

Yacmoma neuzsecmua: N€30pUEHTAINSA, CITyTAHHOCTh CO3HAHUS, aMHe3Usl, uchopusi.
Hapywenusa co cmoponsl HepEHOIL cucHembl

Ouenwv wacmo: roaoBHas 6o01sb (15 %);

Yacmo: TONOBOKpYXEHHE, Tepr(eprudecKas HeWponaTHsi, THIIECTE3 s, TapeCcTe3Hs,;

Heuacmo: BHyTpHUEpEITHOE KPOBOM3IIUSHIE, HIIEMHUYECKII HHCYIBT, IPEXOIAIIee HApYIICHNE
MO3TOBOTO KpOBOOOpareHusi, MHPApKT MO3ra, MHUTPEHb, MOTEPs CO3HAHUA (B TOM YHCIE
CUHKOIIE), TPEMOP, HapyIICHUE KOHIICHTPAIIUU BHUMAHHUS, TUIIEPECTE3Hs;

Yacmoma HeuzgecmHa. OCTPOE HAPYIIEHHE MO3TOBOTO KPOBOOOpAIICHHUS, CTEHO3 Oa3mIIIpHOI
apTepuu, OTE€K MO3ra, HEBPHUT 3PUTEILHOTO HEPBA, 3aTOPMOKEHHOCTH, JHM3ECTE3Us, CHHIPOM
«OeCrOKOMHBIX» HOT.

Hapywenusa co cmoponst opeana 3penus

Yacmo. BHYTPUTIIA3HOE KPOBOUBIUSHIUE, IEPHOPOUTAIBHBIN OTEK, KOHBIOHKTHBHT, 3Y/I B TJ1a3aX,
CHUH/IPOM «CYXOT0» TJa3a (BKJIo4asi Kcepo(TalbMHUIO);

Heyacmo: yxynuieHue 3peHusi, 3aTyMaHUBAaHUE 3PEHUs, CHUKEHHE OCTPOTHI 3pEHHS, OTEK BEK,
doroncusi, rtunepemus (ckiep, KOHBIOHKTUBBI, TJa3HOrO s0OJOKAa), pa3IpakeHue TJias,
KPOBOM3JIUSHNE B KOHBIOHKTUBY;

Yacmoma Heuzgecmua: OTEK TUCKA 3pUTEIBHOTO HEPBA, TUTUIONHS, CBETOOOS3Hb, MIPHUITYXJIOCTh
BeK, OsiehapuT, 00Ib B TI1a3y, XOPHOPETHHOMATHS, AJUIEPTHUECKUN KOHBIOHKTUBUT, 3a00ICBaHUS
CJIM3UCTON 00OJIOYKH TJa3a.

Hapywenus co cmoponst opzana ciyxa u nabupunma

Yacmo: BEpTUTO;
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0c B LA Hi} 00027
Yacmoma Heuzsecmua. CHUKEHUE OCTPOTHI CITYXa, 60J‘II>I'IE vm%EM'BTmQH OCTh 0002)

Hapywenusa co cmoponust cepoya

Yacmo: cTeHOKapaus, apUTMHUs (BKJIIOYAs AaTPUOBEHTPHUKYJSPHYIO OJIOKaay, TpeneTanue
npeicepaIuii M >KeITyAOYKOB, SKCTPACHUCTOJIMIO, TaxXUKapAuio, Opaaukapavio, (GuOpUILISIHIO
npeacepauil), ourymenue cepamneonenus, yummaenue natepsana QT na OKT';

Heuacmo: cepnedynas HEIOCTaTOYHOCTh, MH(APKT MHOKapa, UIIeMUYecKas OOJe3Hb cepiua,
MOSIBJICHHUE IITYMOB B CEPJIIIe, IePUKAPAUaTbHBIN BBIIIOT, [IMAHO3;

Yacmoma neussecmua: HapylleHUus QYHKIUHU KEIYyI0UYKOB, NEPUKAPIUT, CHIDKEHHUE (paKIUU
BbIOpOCa, Auacronnyeckas AMcHyHKIMs, OJI0Kaga JIeBOM HOXKKY Mydka [ 'uca.

Hapywenusa co cmoponut cocyoos

Yacmo: yBenuueHue aprepuanbHoro nasieHus (A/l), «IpuiiMBbD» KPOBHU;

Heyacmo: runepTOHUYECKUN KPHU3, OKKIIO3US MepUPEepHUECKUX apTepui, MepeMeKaromascs
XpOMOTa, CTEHO3 apTepuil KOHEUHOCTEH, 00pa30oBaHKUE FreMaToOM, apTEPUOCKIIEPO3;

Yacmoma Heuszsecmua: TeMOpparudeckwii IIOK, cHWwkeHue AJl, Tpom003, CTEHO3
nepuepuIecKux apTepuil.

Hapywenus co cmoponsl 0bIXameabHOl CUCHEMbl, OP2AH08 ZPYOHOIl KIIeMKU U CPe0OCHIeHUS
Yacmo: oppllika B TOKOE U MpH (U3MUECKON HaArpys3ke, HOCOBOE KPOBOTEUEHHME, Kallleib,
TUCHOHHS,;

Heuacmo: oTeK Jerkux, IUIEBPalbHBIA BBINOT, HHTEPCTULMAIBHBIE 3a00JIEBaHUS JIETKUX,
TieBpajibHas 00Jb, TIEBPUT, 00N B 00ACTH TTIOTKH W/UITU TOPTaHU, Pa3apakeHUE CIU3UCTOU
000JIOYKH TIIOTKH;

Yacmoma neuzeecmna: J1eroyHasi TUIIEPTEH3MS, XPUIIbI, 00JIb BO PTY U TJIOTKE.
Kenyoouno-kuwieunvie napyuienus

Ouenv yacmo. tomnota (20 %), 3amop (12 %), nuapes (11 %), pBota (10 %), Gonb B BepxHeit
yactu xkuBoTa (5 %);

Yacmo: nuckoMdopt B 00JaCTH )KUBOTA, B3YTHE KUBOTA, AUCIIETICUS, JUCTEB3Hs, TAHKPEATHUT,
METEOPHU3M;

Heuacmo: xenya04HO-KHILIEYHOE KPOBOTEUYEHHUE, MEJIEHA, U3bA3BICHUE CIM3UCTON 000JI0YKH
MOJIOCTH PTa, racTpold3odareasibHblii pedIitoKc, CTOMAaTHT, 00Jb B MUILEBOJE, CYXOCTh BO PTY,
TacTPUT, IMOBHIIICHNE TYBCTBUTEIIBHOCTH 3yOHOM dMaITH;

Yacmoma Heuzsecmna: mepdopanus KelyIOoYHO-KUIIEUYHBIX $3B, PETPOINEPUTOHEATbHOE
KPOBOMBIIMSHUE, PBOTA C KPOBBIO, s13Ba JKEIYJKa, S3BEHHBIN 330(aruT, yacTHUHAS KHUIIEYHAS
HEMPOXOJUMOCTh, JHTEPOKOJHUT, TeMOPpPOH, TpbKa MHUIIEBOJHOTO OTBEPCTUS Auadparmel,
pPEKTaIbHOE KPOBOTEUYCHHUE, THHTUBUT.

Hapymeuuﬂ CO CMOPOHbBI nE4YeHU U .m'eﬂltesbwodﬂmux nymeﬁ
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COOTBETCTBYET 3KCMEPTHOMY OTYETY

Ouenb uacmo. TUNIEPOMIIMPYOUHEMHSI (BKITIOUAS yBeangﬂgg%Wﬂ;M%F Tk 0002)

Yacmo: HapylieHne QyHKLIUU TIEYCHH;

Heuacmo: renatur, xeinTyxa, TOKCUYECKOE ITOPAKEHUE IIEUEHHU;
Yacmoma neuzgecmmua. X0necras, renaroMeraius.
Hapywenusa co cmoponul Kodcu u NOOKOHCHbIX MKAHell

Ouenwv wacmo: KoxHast cbiib (28 %), KoxHbIH 3y (24 %), anonernus (9 %);

Yacmo: NMOBBIIICHHOE MOTOOTACJICHUC B HOYHOC BPCEMs, 3K3CMA, KpallMBHUIA, THIICPIUAPO3,

JIepMaTuT (aIepru4eckuii, 3KC(HOIMATUBHBIM M YTrPEBHUIHBIN), MOAKOKHOE KPOBOU3IUSHUE,

aKHe;

Heuacmo: 3KC(I)OJII/IaTI/IBHaSI ChIllb, MPUITYXJIOCTH JIMIA, JICKAPCTBCHHAA CBhIIIb, 00JIE3HEHHOCTh

KOXH, 9KXHUMO3BbI,

Yacmoma wneussecmmua: rncopuas, MHOFO(bOpMHaH JpUTEMa, Yy3JI0BaTask SpUTEMA, A3Ba KOXKU,

CUHIAPOM HaHOHHO-HOHOIHBeHHOﬁ OPUTPOANU3CCTC3INH, IICTCXHUH, Q)OTOHYBCTBHTGHLHOCTB,

BOJIABIPH, KUCTA KOXH, THIICPILIIA3UA CAJIbHBIX KECJIC3, an0(1)I/15[ KOXH, NIBMCHCHHC LIBETA KOXH,

HISTYIICHUE KOXKH, TUTIEPITUTMEHTAIUS KOXKHU, TUIIEPTPOPUS KOXKHU, TUIIEPKEPATO3.
Hapywenusa co cmoponvl MbluieuHoil, CKeJ1emHoll U COeOUHUMEbHOU MKAHU

Ouenwv wacmo: muanrus (10 %);

Yacmo: aptpanrus (7 %), mpitnednsii ca3Mm (8 %), 60ib B kocTsx (6 %), 00Jib B KOHEUHOCTSIX,

00JIb B ITOAB3/IOIITHON 00J1aCTH, KOCTHO-MBIIIICUHAs 00JIb (B TOM YHCIIe KOCTHO-MBIIICYHAsI 00JTh B

TPYAHOH KJIEeTKe), 00 B CIIMHE, 00JIb B 111ee, 00JIb B OOKY, MBIIIIEUHas CI1a00CTh;
Heuacmo: ckOBaHHOCTb, OTEKH CYCTaBOB;

Yacmoma neuzgecmua: apTpUT.

Hapywienus co cmoponsl nouek u Mouesvlé00AuiuUx nymeil

Yacmo: nonnaKuypus;

Heuacmo: nu3ypus, UMIEpaTUBHBIE MO3BIBBI K MOYEHCITYCKAHUIO, HUKTYPHS;
Yacmoma HeuzsecmHna: TIOYEYHAS HEJOCTATOYHOCTh, TEMAaTypus, HeIepKaHUe
XpOMaTypHsL.

Hapywenus co cmoponst penpoOyKmueHoll CUCHIEMbl U MOIOYHBIX JHcele3
Heyacmo: 601b B TPyIHOI Keje3e, TMHEKOMACTHSI, SPEKTHIIbHAS JUCYHKIIHS,
Yacmoma neuzéecmua: YIIIOTHEHUE TPYIHBIX JKeJie3, MCHOpparus, HabyxaHue COCKOB.
Obuwgue HapyuieHusn u peaKyuu 6 mecme 66€0eHUs

Ouyenwv wacmo: oBbIlIeHHAsT yToMisieMocTh (17 %);

MOYH,

Yacmo: actenus (6 %), 3agepxka KHUIKOCTH U OTeKH (6 %), MOBBIICHHE TeMIepaTyphl Telna,

00J1b B Ipyau (BKIIFOYAS HEKAPAUOTECHHYIO 00J1h), TUCKOM(OPT B TPYAH, 00Iee HEAOMOTaHHE;

Heuacmo: otex nuia, rpaBUTAIMOHHBIE OTEKU, TPUIIIIONOAO0HBIN CHHIPOM, 03HOO, OIIYIIEHUE
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U3MEHEHUs TEMIIEPATYpPHI Tella (YepeoBaHHE « mymmﬁ?%&%%%%fu@h%ﬁ&ﬂ%g )

Yacmoma neuzéecmua: NOKAIbHBIN OTEK.

Jlabopamopnuie u uncmpymenmainvHvle OaHHblE

Ouenv wacmo: yBeIMUEHUE aKTHBHOCTH «IICYEHOYHBIX» TPAHCAMHHA3, YBEIIMYCHUE aKTUBHOCTU
JIMITa3bl KPOBH, YBEIMYCHUE KOHIEHTPAIIMU XOJIECTEPUHA JIMIIONPOTEHHOB KPOBH (B TOM YHCIIE
JUTIONPOTENHOB HHU3KOH ¥ BBICOKOW IIJIOTHOCTH), YBEIUYCHHE KOHIEHTPALMU OOMIETO
XOJIECTepUHA, YBEIMYCHNE KOHIICHTPAIIUN TPUTIUIICPUIOB KPOBU;

Yacmo: yMEHBIICHUE KOHIEHTPAIIMKA TeMOTJIOONHA, YBEIMUEHHE aKTHBHOCTH aMHJIa3bl, TaMMa-
rnyraMuHTpancdepassl,  kpeatrnHpochoKrMHAa3bl,  menouyHod  (docdarasel,  yBenmuueHue
KOHIIEHTPAIlMU WHCYJIIMHA B IUIa3ME KpPOBH, YMEHBIICHHE WJIH YyBEIMYEHHUE MAacChl Tela,
YMCHBIIICHNUE KOHIICHTPAITUH TII00YTMHOB B KPOBH;

Heuacmo: yBelnYeHHWE aKTHBHOCTH JIAKTATACTHIPOTCHA3bl, YBEIMYCHHE KOHIICHTPAIIUH
MOUYCBHHBI B I1JIa3ME KPOBH,

Yacmoma neuzeecmua: yBenn4eHUE KOHIICHTPALUHU TPOTIOHMHOB B IUIa3Me KPOBH, KOHIICHTPAIIUU
HEKOHBIOTHPOBAHHOTO OMIMPYOHHA, yMEHBIIIEHUE KOHIIEHTPAUU HHCYIMHA U C-TIeNTH 12 KPOBH,

YBCIUMYCHUC KOHLICHTPALIUN ITaPATTOPMOHA B I1JIa3ME€ KPOBHU.

* — 3 u 4 crenenp Tsokectd mo knaccudukarmu CTCAE (Common Terminology Criteria for Adverse
Events) y manueHToB ¢ BHOBb quarHoctiupoBantsiM Ph™ XMUJI B xpoHudeckoii dase.

Tabmuua 3. OTkiI0HEeHUs 1a00paTOPHBIX MAPaMETPOB OT HOPMBI 3 U 4 CTETeHHU.

Ph" XMJI nput pe3uCTeHTHOCTH W
Hsl HEMEePEHOCUMOCTH MPEIIECTBYIONICH Teparnuu
Xponnueckas Qasa, da3za akcenepanuu,

% %
T'emamonoeuueckue napamempuol
Heiirponenus 31 42
TpomboruToneHus 30 42
Anemus 11 27
buoxumuuecxkue napamempoi
YBenuueHue KOHUEHTPALUU KpeaTUHUHA 1 <1
VBennuenrue akTUBHOCTH JIMIIA3E] 18 18
VBemnuenue aktuBHoCcTH ACT 3 2
VBennuenue aktuHocTH AJIT 4 4
I'mmodocdaremus 17 15
YBenuueHne KOHIIEHTPAIMH 001IIero 7 9

OunnpyOuHa
YBennueHnue KOHIIEHTPAIUH TJIFOKO3bI 12 6
YBenuueHue KOHICHTPAIUN X0JIECTEPUHA Her mannbIX Het naHHBIX
YBenuueHue KOHIEHTPAuU
Het nannbix Her nanHbIx
TPUTIIALICPUIOB

Ommena mepanuu y nayuenmos ¢ Ph™ XMJI 6 xponuueckoii ¢haze, docmuuiux cmabuibHo20
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(NOCNEOCBATENEHOCTE 0002)

anybokozo MO

[Tpu oTMeHe Tepanuu HUIOTUHUOOM HPU TOIBITKE JOCTHKEHHUS PEMUCCHH 0e3 JICUeHUSI MOTYT
0osee yacTo, 4eM J0 OTMEHBI TepaluH, BO3HMKaTh cieayroue HS: cumMnToMbl co cTOpOHBI
CKEJICTHO-MBILICYHON CUCTEMbI, TaKU€ KaK MHAITHs, 00JIb B KOHEYHOCTAX, apTpairus, 00ib B
KOCT$IX, 00JIb B TIO3BOHOYHHUKE UJIM CKEJIETHO-MBbIIIEYHas 00JIb.

B KU B Teuenue roga nocne oTMeHsl Tepanuu y 42,1 % nanueHToB ¢ pe3UCTEHTHBIM K TEpaIruu
umatuauO6oM Ph™ XMJT B xpoHudeckol (hase OTMEYAIUCH CHMMIITOMBI CO CTOPOHBI CKEJIETHO-
MBIIIEYHON CHUCTEMBI IO cpaBHEHUIO ¢ 14,3 % Ha NpOTSKEHUU NPEbIIYIIEro roja Tepanuu

HIWIOTUHUOOM.

Onvim npumenerus 6 KIUHUYECKOU NPaKmuke
Ha ¢one Tepanuun HUIOTHHHOOM OoTMe4anmuch ciexyromue HS 6e3 ykasaHuii Ha TPUYUHHO-
CJIEZICTBEHHYIO CBf3b C IpUMEHEHHeM HuiIoTMHHOa (yactora HSl He ycraHoBieHa): ciyyau

CUHApOMaA JIM3UCa OITYXOJIH, IapaJiny JIMIEBOTI'O HEPBA.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmarb 0 M0OJO3PEBAEMBIX HEXKENATENIbHbIX pEakUUsAX I0C]e€ pPEerucTpaluuu
JIEKapCTBEHHOTO Iperapara ¢ 1eJIbl0 00ecleYeHns: HelPepbIBHOIO MOHUTOPUHIA COOTHOLIEHHUS
«I10JIb3a — PUCK» JIEKAPCTBEHHOr0 mpernapara. MenunuHCKUM paOOTHUKAaM PpPEKOMEHIYyeTCs
coolmare 0 JOOBIX TOJ03PEBACMBIX HEXENATEeNbHBIX PEAKIUAX JIEKAPCTBEHHOTO Ipenapara
yepe3 HallMOHAIbHBIE CUCTEMBI COOOIICHUS O HEXENIaTeNbHbIX PEAKIHUSAX roCydapCTB — YICHOB
EBpa3uiickoro 5KOHOMHUYECKOI0 COK03a:

Poccuiickas ®enepanus

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Anpec: 109012, r. MockBa, CiaBsiHCKasl Iiiomiaip, 1. 4, ctp. 1.

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

OnexkTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B muHGOpPMaIIMOHHO-TEIEKOMMYyHUKAIIMOHHOM ceTu «HTepHEeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CHMIITOMBI

Co00manock 0 eAUHUYHBIX CIydasx MpeTHaMEPEHHON MepeI03UPOBKH MPEnapaToM, B KOTOPHIX
OCYIIECTBIISJICS PUEM HEYCTaHOBJIEHHOTO KOJIMYECTBA KaIlCyJl OJTHOBPEMEHHO C aJIKOTOJIEM U
JpYrUMU JIEKapCTBEHHbIMU Tmpenaparamu. OTMeuanoch pa3BUTHUE HEUTPONEHHH, PBOTHI U
connnBocTh. M3menenuid DKI' ¥ npu3HAKOB TOKCHYECKOrO MOPAXEHHUS! NMEYEHHM OTMEUEHO He

ob110. BO Beex ClIydadx OTMEYaJI0Ch BBI3AOPOBJICHUC.
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(NOCNEOCBATENEHOCTE 0002)

JleueHne

B cnywyae mepenosupoBku mpemnapatoM HUJIOTUHUB-XUMPAP HeoOxomumo oOecneduThb
HAOO/IEHUE 3a TAIMEHTOM, a TaKXKe MPUMEHUTh COOTBETCTBYIONIYI0 CHUMIITOMATHYECKYIO

Teparnuio.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA
dapMakoTeparneBTUYECKas TPYIIA; MPOTHBOOIYXOJIEBBIC CPECTBA; HHTUOUTOPHI MPOTEHHKHUHA3,
UHrUOUTOPHI THpO3uHKKUHA36l BCR-ABL.

Kong ATX: LOIEAO3

Mexanusm aeiicTBus

Hunotnan6 ¢ ¢exTuBHO MHrHOUpYET TUPO3WHKMHA3HYIO akTHBHOCTF BCR-ABL onKompoTenna
KJIETOUHBIX JMHUM M IIEPBUYHO IOJOKUTENLHBEIX 10 (uianenshuiickoii xpomocome (Ph')
JICKO3HBIX KIIETOK.

[TpemapaT o0mamaeT BEICOKMM CPOJICTBOM K ydacTkam cBsi3biBaHUs ¢ AT® u, TakuMm oOpazom,
OKa3bIBaeT BbIpakeHHOE MHruoupymoiee BiausHue Ha BCR-ABL onkonpoTenH aukoro Tuma, a
TaKk)Ke IEMOHCTPUPYET aKTUBHOCTh B OTHOIIEHUHU 32 U 33 OCHOBHBIX MMAaTUHUO-PE3UCTEHTHBIX
myTaHTHBIX (opm BCR-ABL-Tupo3unkuHassl, 3a uckiatoueHuem 13151 myrauuu. Hunotunu6
CEJIEKTUBHO WHTUOHMpYeT Mpoiudepanyio U WHAYNHPYET aronTo3 KJIETOYHBIX JuHWA u Ph-
MOJIOKUTEIBHBIX JICMKO3HBIX KJIETOK Y TTAIIMEHTOB C XPOHUYECKUM Muemnoieriko3om (XMJI).
HunotuHn® He oka3blBaeT MM OKa3blBA€T HE3HAUMTENbHOE BIIMSHHUE HA JPYrHMe H3BECTHBIC
NPOTEUHKHHA3bl (BKIIIOYAs KMHA3Yy OEJIKOB ceMeNcTBa Src), KpoMe KUHAa3, UMEIOLINX PEeLenTOph
K ¢akropam pocta TpomOomutoB (PDGRF), KIT-, CSF-1R, DDR-peuentopsl u 3¢ppruHOBBIE
peuentopsl. MHruOnpoBanue MpPOTEMHKUHA3 JIaHHOTO THIA MPOMCXOIUT IPHU KOHILIEHTPALMSIX
npemnapara B Ipejesiax Juarna3oHa TeparneBTHUYeCKUX 103, PeKOMEHI0BaHHbIX s iedeHnss XMJI

IIPY NIEPOPAIILHOM TIPUEME.

dapmakoagnaammudeckue YO P EeKTol

Ha ¢one tepanuu nHunmormHnO0oM B no3e 400 Mr 2 pa3a B CYTKHM y B3pPOCHBIX TAIMEHTOB C
Ph" XMJI B XpoHudeckoii (ase TpU HENEPEHOCUMOCTH WM  HEIPPEKTUBHOCTH
OpEIIECTBYIONIeH Tepanuu, BKIOYas HMMAaTHHUO, 4YacToTa JOCTHXKEHHsS  OOJBIIOro
UTOTEHETUUECKOT0 OTBETa cocTaBmia 59 %, mpuyeM 3TOT OTBET JOCTUTAJICS JOCTATOUYHO OBICTPO
— B TEYEHHE NEpPBBIX 3-X MecALEeB Tepanuu (MeauaHa — 2,8 Mecdlla) U COXpaHscsS Ha (oHe
IpoIoJDKAOIErocsl mpuema npenapara (B tedeHue 24 mecsueB) y 77 % nanuentoB. OOmas

BBIZKUBACMOCTD 4CPE3 24 MEcCdIla TCpaliu COCTaBUJIa 87 %.
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[Tpu npumenennn HrtoTuHUOa B 103¢ 400 Mr 2 paza B c{/%?y-lzgt;é;ﬁﬁ'{ EM%E c pﬂggéMJ |

COOTBETCTBYET 2KCNEPTHOMY OTYETY

B (hasze akcenepamuu Mpu HETIEPEHOCUMOCTH WJIM PE3UCTEHTHOCTH K MPEIIECTBYIONIEH Tepanuu,
BKJIFOYAash MMATUHUO, YacTOTa JOCTIIKCHHS ITOJHOTO I'€MaTOJOTMYECKOr0 OTBETa COCTaBJIsja
55 %, mpudeM 3TOT OTBET JOCTUTAICS JOCTATOYHO OBICTPO — B TEUCHHE ITEPBOT0 MECSIIa TEPATHH
(MemuaHa — 1 MecsI) ¥ COXpaHsUICs Ha (DOHE MPOJIOIDKAIOIIETOCS IIpHeMa rpernapara (B TCUCHHE
24 mecsneB) y 49 % nanueHTos.

YacroTa IOCTHKEHHUS OOJIBIIOrO IIMTOT€HETHYECKOr0 OTBeTa cocraBuiaa 32 %, M 3TOT OTBET
coxpaHsics y 66 % manueHTOB TpH MPOAODKAIONIEMCs IpUeMe Ipenaparta (B TEUYCHHE

24 MecsI1eB).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOGcopouus

Cpennee BpeMsl TOCTH)KEHHUSI MAKCUMAIIbHOM KOHIIEHTPAIIMH HIJIOTHHHUOA B IJIa3Me KPOBU (tmax)
cocTaBisieT okoJio 3 4. AGcopOIust HUIOTUHMOA MOCIIe TEPOPaTbHOTO IPpUMEHEeHHsT — 0K010 30 %.
AGcomoTHas OMOIOCTYITHOCTh HUJIOTUHMOA He ompezeneHa. [1o cpaBHEHHIO ¢ pacTBOPOM JUis
nepopansHoro npuema (pH ot 1,2 1o 1,3), oTHOCUTENIbHAS OHOJOCTYITHOCTh KATCyJl HUJIOTHHHUOA
cocrasisieT npumepHo 50 %.

VY 310poBbIX T0OPOBOJIBIEB IPU OJHOBPEMEHHOM IpUEME Mpernapara ¢ MUilel MakcuMaibHas
KoHIEeHTpauusl (Cmax) W IDIOMIANB TOA KPUBOW «KOHIEHTparusa-Bpems» (AUC) HumornHuOa
noBbImanuck Ha 112 % u 82 %, COOTBETCTBEHHO, MO CPABHEHUIO C MPUMEHEHHEM HHJIOTHHHOA
Hatomak. [lpumenenue mnpenapara yepe3 30 MUH WM 2 4 mocie NpHeMa MHIIHM IOBBIIIAIO
OonogocTynmHocTh HUIOTHUHHUOA Ha 29 % u 15 %, cOOTBETCTBEHHO. Y MAIlMEHTOB, MEPEHECIINX
TOTATHHYIO WJIM YaCTHYHYIO TacCTPIKTOMHUIO, BCAaChlBAaHWE HUJIOTHHHOA (OTHOCHUTEIbHAS
OMOIOCTYIMHOCTD) CHUYKAETCS TPUOIM3UTENHHO Ha 48 % u 22 %, coorBeTcTBeHHO. OTHOKpATHOE
npumenenue 400 Mr HUTOTHHKMOA, B BUIE PACTBOPEHHOTO B YalHOM JIOXKKE SO0JIOYHOrO MIOpE
COJIEP’)KUMOTO IBYX Karcydn mo 200 Mr, OM03KBUBaJIEHTHO MPUMEHEHHUIO 2 HHTAKTHBIX KarcCyl Mo

200 wmr.

Pacnpenenenne

CooTHollleHre KOHIEHTpalui HUJI0THHHOA B KpoBHU U Tu1a3Me coctasisieT 0,71. CBsi3b ¢ Genkamu
IU1a3MBl in Vitro cOCTaBIIAET OKOJIO 98 %.

B paBHOBECHOM COCTOSIHUM CUCTEMHasl SKCIO3UIINS HUJIOTUHNOA Obuta 10303aBUcCUMON. OHaKO
IIpM TNPUMEHEHHWH Ipernapara B A03e, npesbimaronieit 400 Mr 1 pa3 B CyTKH, NOBBIIIEHUE
HKCMO3ULMU HWJIOTHHMOA B 3aBUCUMOCTH OT YBEJIMWYEHHsS J103bl Mpernapara ObLJIO BBIPAXKEHO B
MeHblell creneHd. CyTouHas TMJIa3MEHHas KOHLIEHTpAlMs HWIOTMHHOA B PAaBHOBECHOM

coctosiHUU Obl1a Ha 35 % Bblme npu npuMmeHeHuu B jao3e 400 Mr 2 pasa B CyTKH, 4eM IpHU
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npumeHenuu B 103e 800 mr 1 pa3 B cytku. AUC HHHOT&%&'%QE&A%L@@%%C4BB 'E/[;':Q'ﬁi!)asa

B CyTKU Obu1a mpubau3uTensHo Ha 13,4 % Bbllle TaKOBOM NMpH NMPUMEHEHHUH Iperapara B J103€
300 mr 2 pa3a B cytku. [Ipu npueme npenapara B TeueHue 12 mecsueB BHYTpb B 03¢ 400 mr
2 pa3a B CyTKM MUHUMaJIbHAsl 1 MaKCHUMaJlbHasl KOHIEHTpaluu HuioTuHuOa Ha 15,7 % u 14,8 %
ObUIM BBIIIE TAaKOBBIX MpH MpPUMEHEHHH Ipermapata B Jo3¢ 300 Mr 2 pasa B CyTKH,
COOTBETCTBEHHO. He OBbIJI0 OTMEUEHO 3HAYNTENIFHOTO YBEIMUYCHHUS PABHOBECHOM KOHIICHTPALIUU
HUWIOTUHNOA TTpH MoBkIIeHUH 10361 ¢ 400 Mr 2 pa3a B cytku 10 600 mMr 2 paza B CyTKH.

[InasmMeHHass SKCHO3MIMA HUIOTUHHOA B MEpPHOA MEXAY NPUMEHEHHEM MepBOH J03bl U
JOCTHKEHHUEM PaBHOBECHOW KOHIICHTpPAI[MHM IOBBIIIACTCS MPUMEPHO B 2 pa3a Mpu IpuUeMe
npenapara 1 pa3 B cyTku 4 B 3,8 pa3 npu npueme 2 pa3a B CyTKu. PaBHOBeCHasi KOHIEHTpaIus

JIOCTUTAJIACh K 8-MY JTHIO.

BI/IOTDaHCd)ODMaHI/IH

Y 370poBBIX J0OpPOBOJNBIEB OCHOBHBIMU ITYTSIMH MeTa0OJM3Ma HUJIOTUHUOA SBISIOTCS
OKHUCJICHHE M TMJPOKCWIMPOBaHME. B miua3Me KpoBM HUIOTMHUO LUPKYIHPYET B OCHOBHOM B
HEU3MEHEHHOM BHAE. Bce MeraloauThl HWIOTHHHOA  00JamaroT  HE3HAYWUTEIIbHOU

q)apMaKOHOFquCKOﬁ AKTHUBHOCTBIO.

OIMMUHALKA

[Tocne 0THOKPATHOTO MPUMEHEHHSI HUJIOTHHUOA Y 3I0POBBIX N00poBobieB Ooee 90 % 10361
BBIBOJMTCS B T€YCHHUE 7 THEH B OCHOBHOM C KaJIoM. 69 % npernapaTa BBIBOJUTCSI B HEU3MEHEHHOM
Buae. Ilepuon momyBbIBENEHUS NPU MHOTOKPATHOM IPUMEHEHHH CYTOYHOW J103bI COCTaBIISI
npubnm3uTensHo 17 u.

[Tpu npyMeHEeHNN HUJIOTHHUOA y MAllMEeHTOB ¢ HAPYIIEHUSIMU (YHKIIMM NIEYEHU HE OTMEYaIoCh
3HAUUTENBHOTO U3MEHEHUS PapMaKOKMHETHYECKUX MMapaMeTpoB HUI0TUHUOA. [Ipr ofHOKpaTHOM
npueme npenapaTta Habmojanoch cHmwkeHne AUC HunotuHu6a Ha 35 %, 35% u 19% y
NAlMEeHTOB C HapylleHWeM (YHKIMM TE€YeHM JIeTKOH, cpenHell M TspKenol creneHu (1o
CPaBHEHHMIO C NAl[UEHTaMU 0e3 HapyleHui QyHKIUH 1ne4eH ). Cmax HWIOTHHHOA B paBHOBECHOM
COCTOSIHMH yBennuuBanack Ha 29 %, 18 % u 22 %, COOTBETCTBEHHO.

WunuBuayansHele pa3nuuus (HapMaKOKUHETHKH Cpeau IMalUMeHTOB ObUIM OT YMEPEHHBIX J0

BBIPAKCHHBIX.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeyeHb BCnoMoraTesibHbIX BellleCTB

HWJIOTHUHUB-XUMPAP, 150 mMr, KancyJbl

CoOeporcumoe kancynvi:
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JAKTO3bI MOHOTHIPAT

KPOCIIOBHJIOH

nosiokcamep 188

KPEMHUS TUOKCH]T KOJUTOUTHBIH

MarHusi creapat

KacTOPOBOE MacJIO THAPOTCHU3UPOBAHHOE
Cocmas meepootl kancynvl:

tutana quokeun (E171)

KpacuTenb xese3a okcu xentoiid (E172)
KpacuTenb xkese3a okcu yepHblil (E172)
KpacuTenb xKese3a okcu kpacHsli (E172)

JKCJIIaTHH.

HUWJIOTUHUB-XNUMPAP., 200 Mr, Karicyisl

Ii- Iﬁlﬁ
el

TBETCTEYET SKCINEPTHOMY OTHETY

ot 26.02 2025 N2 528¢

(NOCNEOCBATENEHOCTE 0002)

Cooeporcumoe kancynwl:

JAKTO3bI MOHOTHIPAT

KPOCHOBHJIOH

nosjokcamep 188

KPEMHUS TUOKCHJT KOJITOUTHBIH

MarHusi creapar

KaCTOPOBOE MacJIO THIPOT€HU3UPOBAHHOE
Cocmag meepoou kancynvl:

tutana nuokeun (E171)

KpacuTenb xese3a okcu yepHblil (E172)
KpacHTellb xkese3a okcu kpacHbli (E172)
KpacuTenb xkeme3a okcu xentoiii (E172)

JKCJIaTHUH.

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

2 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH PH XPAHEHUHU

XpaHuTb 1pu TeMIiepatrype He Boie 25° C.

6.5. Xapakrep u coaepkaHue NEPBHYHOH YIIAKOBKH

I[To 10 kamcyn B KOHTYpHYIO SIUEHKOBYIO YITaKOBKY U3 KOMOMHUPOBAHHOTO MaTepHalia Ha OCHOBE
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COOTBETCTBYET SKCINEPTHOMY OTHETY

mr e ARAE e EAnT
oT 26.02.2025 N2 5286

[MOJIMaMH 18/ A IFOMHUHUEBOI b onbpru/monuBu J'IXJ'IODI/EEIZP ::'}ﬂ;&;ﬁﬂwc C L:' a :d;'g: BI'U

AJIIOMUHHMEBOU I1€YaTHOH JIAKUPOBAHHOM.

[To 120 kamcyn B TOMUATWICHOBBIH  ()IAKOH  BBICOKOW  IUIOTHOCTH,  YKYIOPEHHBIH
MOJIMIIPOIIMJIEHOBOM KPBILIKOM C 3aIMTOM OT JETe M KOHTPOJEM IIEPBOIO BCKPBITHS, C
BJIAroIOIJIOTUTEIEM WK O€3.

Kaxxayro KOHTYpHYIO STYCHKOBYIO YITAKOBKY WIIH KaXIbIi (IIaKOH BMECTE C JIMCTKOM-BKJIA IBIIIIEM

MMOMEIIAIOT B MMAYKY KAPTOHHYIO.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHHUUYTOKEHHMH  MCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Npenapara MWJIM  OTXOA0B, MOJYYEHHbIX MOCJIe¢ IPHUMEHEHHUs
JIEKapPCTBEHHOI'0 Npenapara v Apyrue MaHuIyJIsiMHU ¢ NpenapaTroM.

Oco0Ople TpeOoBaHHMS OTCYTCTBYIOT. Bech OCTaBIIMICS JEKapCTBEHHBIN IpermapaTr W OTXOMbI

CJICAYCT YHUYUTOXKHUTDb B YCTAHOBJICHHOM ITOPAIAKE.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanys

000 «MMUXPy»

141401, MockoBckast 0011., r.0. XuMKH, T. XUMKH, yi. PaGouas, 1. 2A, ctp. 1

Ten.: +7 (495) 995-49-41

7.1. lIpeacTraBuTe/Ib AepKATeNs1 PeTrHCTPALMOHHOTO Y10CTOBEPEHHS

[Iperen3un HOTDG6I/ITCJ'ICI71 CIICAYET HAIIPAaBJIATh 11O aAPECY.

Poccuiickas ®enepanus

000 «MMUXP»

141401, MockoBckas 00i1., T.0. XuMKH, T. XuMKH, yi1. Pabouas, 1. 2A, ctp. 1
Ten.: +7 (495) 995-49-41

OnexTpoHHas noyra: ithr@iihr.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. JATA NEPBUYHOMN PETMCTPAIIMM (IIOJATBEPXJIEHUSI PETWCTPALINU,
INEPEPETUCTPALINN)

JlaTa niepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
oT 26.02.2025 N2 5286
OO0mias xapakTepUCTUKA JICKAPCTBEHHOTO Mpeliapara %%%WI&W& Ha

UHPOPMALIMOHHOM TmopTrane EBpa3suiickoro 3SKOHOMHYECKOTO €032 B HH(OPMAIMOHHO-

KOMMYHHKAITMOHHOM cetn «MHTepHEeT» http://eec.eacunion.org/.
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