COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 25.11.2024 Nz 25945

OBILAS XAPAKTEPUCTHKA JIEKAPCTBEHHOTOITPERAPATA = 9002)

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

Hazaruaun6, 100 Mr, TaGIETKH, TOKPBITHIE TUICHOYHOW 000JI0UYKOM.

2. KAUECTBEHHBIN 1 KOJITMYECTBEHHBIA COCTAB

JelicTBylol1iee BEIIECTBO: Ja3aTHHUO.

Kaxxnas tabnerka comepxut 100 mr nazatuamnoa.

BcrnomorarenbHble BeliecTBa, HaJIM4KWe KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npemnapara: jakros3a (cM. paszaen 4.4.).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTK, MOKPHITHIC INICHOYHOU 000I0YKOM.
Kpyribie TBOSIKOBBITYKIIBIC TAOJIETKH, IMOKPBITHIC TUICHOYHON 000JIOUKOW OelIoro WM MOYTH

OeJoro 1BeTa.

4. KIMHUYECKUE JAHHBIE
4.1. Tloka3aHusl K IPUMEHEHHUIO

I[aSaTI/IHI/I6 IIOKa3aH K IPpUMCHCHHUIO Y B3POCJIbIX !

* BnepBble BbISBICHHBI XPOHHYECKUH MHENOJIEHKO3 € MOJOKUTEIbHON (uianenbpuiickoi
xpomocomoit (XMJI Ph*) B xponunueckoit dase;
* XMJI B xpoHuueckoii ase.

JlazaTnHUO IMOKa3aH K IPUMEHEHHUIO V JIETEH ¢ MacCoU Tea > 45 Kr:

« XMJI Ph* B xponudeckoii ase;

* Briepssie BoisiBnennsiii OJIJI Ph* B koMOWHAIMK ¢ XMMHOTEPAITHEIA.

4.2. Pe:kuM 103UPOBAHNS M CIIOCO0 MPUMEHEHUSI
Tepanus 70KHA TPOBOAUTHCS BPA4OM, MMEIOIIHUM OIIBIT JIEYEHMSI TALIUEHTOB C JIEHKO3aMHu.

Pexxum go3upoBaHus

[Ipu HEOOXOAMMOCTH TPUMEHEHHS Ja3aTUHUOA B J03aX OTIAMYHBIX OT 100 MTr, peKoMeHayeTcs
MPUMEHSTD MpenapaTsl Ja3aTUHUOA IPYTUX MPOU3BOIUTENCH B COOTBETCTBYIOIINUX JO3UPOBKAX.
Pexomenoyemvie nauanonvie 003vl npenapama Jlazamunub y 83pocivix:

* 100 Mr oauH pa3 B JieHb (YTPOM WJIM BeuepoM) B XpoHuueckoi daze XMJIL.

JlnumenvHocmob neyeHus

B KIMHHYECKUX HCCIENOBAHUSX JiedeHHe B3pocibix manuentoB ¢ XMJI Ph*, XMJI B ¢aze
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OJIJI Ph" u mnemuarpuyeckux OompHbIXx ¢ XMJI Ph™ nasatmHuGOM IIpOIOIKAIOCH IO
OpOTpeccCupoBaHmsl  3a00J€BaHMS WJIM HENEPEHOCHMOCTH  JIEKapCTBEHHOTO  Iperapara.
[TocneacTBusl OTMEHBI TEPAIUU C TOYKU 3PEHUS JOJITOCPOYHOIO MPOTHO3a 3a00JIeBaHUs MOCie
JOCTHKEHHUSI LUTOTEHETHYECKOr0 WM MOJIEKYJSIPHOTO OTBeTa (B TOM 4YHCIIE IOJHOTO
rutoreHeTraeckoro orsera (I1110), 6onpmoro monekynspHoro oreeta (BMO)) He n3ydanucs.

B kiuMHHYECKUX MCCIen0BaHusAX y neauarpuueckux 60abpubx ¢ OJIJT Ph™ nasatunuG HazHavaim
B IIOCTOSTHHOM PEKMME B 100aBJIEHUU K MOCIIEI0BATEIbHBIM LIUKJIAM OCHOBHOM XHUMHOTEPAIIUU
Ha TPOTsHKEHUM He Ooziee 2 neT. B cimyuae mocnenyromiedl nepecajkud CTBOJIOBBIX KIJIETOK
Ja3aTMHUO MOXKHO MPUMEHSTH elle B TeueHue | roja rnocie TpaHCIUIaHTaIHH.

VYBenuueHrne UM yMEHbIIEHUE J03bl MOXET OBITh PEKOMEHJIOBAHO C YYETOM KIMHHYECKOIO
OTBETa U MEPEHOCHUMOCTH Tperapara nanueHTOM.

Tosviwenue 003vl y 83p0CibixX

B cnyuyae orcyTcTBHSI reMaTOJIOTHYECKOTO UITH [IUTOI€HETUYECKOr0 OTBETA IPU PEKOMEHTyEMOM
HaAyYaIbHOM /103€ BO3MOKHO yBEJIMUEHHE 7036l npenapara Jlazatuaub no:

* 140 mMr oauH pa3 B I€Hb Npu XpoHndyeckou paze XMJI.

* 180 mr oamH pa3 B aeHb npu mo3aHux ¢azax XMJI (da3za akcenepanuu uim 6JIaCTHOTO KpH3a).
Togvluenue 003wl y demetl

B cnyuae orcyTcTBHSI reMaTOI0OTM4YECKOr0, IUTOTEHETUUECKOTO MIIK MOJIEKYIJISIPHOTO OTBETA MpHU
PEKOMEHlyeMOH HauajbHOW jgo3e y mamueHtoB ¢ XMJI Ph™ B xponuueckoii ¢ase mpu
NEPEHOCUMOCTH TEPANUU BO3MOXKHO YBEJIMUEHHUE 103kl Ipenapara JazaTuaud 1o:

* 120 mMr pu Bece MUHUMYM OT 45 KT.

He pexomeHnpayercs MOBBILIEHUE A03bI HalMeHTaM aeTckoro Bospacrta ¢ OJIJI Ph', tak kak
Ja3aTUHUO MPUMEHSETCS COBMECTHO C KypCaMu XUMHOTEPAITUH.

Koppekius 10361 BCIEACTBUE HEXKEIATSAbHBIX PEaKIIUMA

Muenocynpeccus 63pocivie/Oemu

[Tpu MueNOCYIPECCHH CIIeTyeT YMEHBITUTE 103y, IPEPBATh TEPAITHUIO WIIH OTMEHUTH e¢. B cimydae
HEOOXOUMOCTH CIIeIyeT MPOBECTH TPAHCPY3UIO TPOMOOIIUTAPHON HITH SPUTPOITUTAPHON MACCHI.
[Tpu ycTOHYMBOI MUETOCYTIPECCHUH BO3MOXKHO MPUMEHEHHE TeMOIMIOITHUECKUX (PaKTOPOB POCTA.
Koppexyus 003v1 npu Hetimponenuu u mpomooyumonenuu y 63pocivix

Xponuueckas paza XMJI (nauanvras 0osa 100 m2 00un pasz 8 0exv)

Ipu abcomoTHOM uucie Heiirpoduno < 0,5 x 10%n umm gucie TpomGonuTos < 50 x 10%m:
1. Cnenath mepepbIB B JIedeHUU MpenaparoM Jla3aTHHMO 10 AOCTHXKEHHs aOCOJIIOTHOIO YMCIIa
neiitpodunos > 1,0 x 10%/1 u yncna TpomGonuTos > 50 x 10%/1.

2. Bo300HOBHTH Teparuio B PEKHEH 103€.
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0,5 x 10%1, Habmronaronmxcs 6onee 7 AHeH — cAeNaTh HEPEPHIB B ICUEHUH U TOCIE TOCTHKEHHUS
UCXOJHBIX TIOKa3aTeNel, Teparnuio BO30OHOBUTH B CHIKEHHOU 1103¢ 80 mMT 1 pa3 B AcHb (BTOPOM
snu304). [l MalnKueHToB ¢ BHOBb BBISIBJICHHBIM XPOHUYECKHMM MUEJIOJIEHKO30M B XPOHUYECKOM
daze mpu HACTYIJICHUH TPETHErO 3IMK307a TPOMOOIIMTO/HEUTPONECHUH CHUXKAIOT A03Y 10 50 mr
1 pa3 B nmensb. [Ipu HACTyIUIEHUH TPETHETO AMH30]la TPOMOOIUTO/HEUTPOTICHHH Y TIAIUEHTOB C
apyrumMu  (pazaMu MHeENoJeKo3a M HaJMYUM YCTOMYMBOCTH K IPEALISCTBYIOIIEH Tepamuu
JIpYTMMHU TpernapatamMu (BKJIOYas UMAaTUHUO) UM €€ HEMEPEeHOCUMOCTH MPEKPAIlaloT JICYeHHE
a3aTHHIOOM.

Koppexuyus dozvl npu netimponenuu u mpomboyumonenuu y demeu npu XMJI Ph* ¢ xponuueckoi

125(136

1. Eciu IMUTOIICHUA COXPAHACTCA bomnee 3 HEACIb CJICAYCT YCTAHOBUTD, O6YCJ'IOBJICH3 JIn

LUTONECHUS JIEHKO30M (acnupanus Wik OMONCcHs KOCTHOTO MO3Tra).

2. Cnienath nepephIB B JICYCHUHN TA3aTHHUOOM JI0 IOCTHKEHHUS a0COIIOTHOTO YHCIa HEUTPO(DUIIOB
> 1,0 x 10%n u uncna TpombomuToB > 75 x 10%1. BO306GHOBHTH Tepanmmio B MPEXHEH N
CHUKECHHOH J03€.

3. B cinydae peruanBa IUTONEHUH ClielyeT CHOBA YOEIUThCs B IPUPOJIE LIUTONIEHUH (aciupanus
WK OMOTICHS KOCTHOTO MO3Ta) U BO30OHOBHUTH TEPAIHIO B CHIDKEHHOH J103€.

PexomeH/10BaHHAsI CXeMa CHUIKEHHS] MAKCMMAaJbHO#N cyrouHoii no3sl mpu XMJI Ph™ B

XpPOHHYECKOM (pase y nereit

Hcxonnas no3a IepBuynoe cuuxkenue 10361 | [loBTOpHOE CHUKEHME T103bI
40 mr 20 mr -
60 mr 40 mr 20 mr
70 mMr 60 mMr 50 mr
100 mr 80 mr 70 mMr

B CJIydac IIOSBJICHUA HeﬁTpOHCHHH TpeTBefI CTCIICHU W  BBIIIC (I/IJ'II/I €€ TIOBTOPHOTO
BO3HI/IKHOBGHI/IH) JICUYCHUC ,Z[a3aTI/IHI/I6OM JOJIXKHO OBITh MMPUOCTAHOBJIICHO U MOXKCET OBITh
BIIOCJIICACTBUU BO300HOBJIEHO B CHIKEHHOM J03¢€.

BpeMeHHoe YMCHBIICHUE JO03bl IIPH MNPOMCKYTOUYHBIX CTCICHAX HUTOIICHHUU MOXKCET
HCIIOJIB30BAThCA JJIs1 YMCHBIICHUS CUMIITOMOB UJIU YIIYUIICHUSA COCTOSHUS.

Koppexuus 0o3v1 npu Helimponenuu u mpomboyumonenuu y demeti ¢ OJIJI Ph™

[Ipy BO3BHMKHOBEHHWH T€MAaTOJIOTHUYECKUX HEXKENaTeNIbHBIX sABJIEHUN 1—4 Kiacca y ManueHTOB
+ ~

netrckoro Bo3pacta ¢ OJIJI Ph™ koppekius 10361 He pekomenayercs. B cinydae, ecnu HelTponeHus

W/WIM [ATOTICHUS TPUBOMISAT K 3aJiep>KKe CIeAYIolero 0ioka tepanuu Oonee yem Ha 14 mHeH,

JICUYCHUC ,[[aBaTI/IHI/I60M CJICAYCT IPECPBATh U BO300HOBUTH CO CJICOYIOMICTO OJ10Ka TCpaIluu B TOH

3
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JICYCHUS 3a/IepKUBAETCS elle Ha 7 JHEH, He0OXOIUMO IPOBECTH OLIEHKY COCTOSHUSI KOCTHOTO
MO3ra Ijis OUCHKH HAIIOJHCHHA KIICTKAaMH U IPOUCHTHOTO COACPKAHUA OJ1acTHBIX KIIETOK. Eciau
cojepxaHue kierok mMenee 10 %, cienyer npuoCTaHOBUTH JIeYEHUE J1a3aTUHUOOM 10 TeX Iop,
HIOKa a0COJIIOTHOE YHCII0 HEUTPO(DUIIOB HE JOCTUTHET 3HaYeHus > 5S00/MKII, TOCiie 4ero Tepamnmio
BO300HOBIISIOT B CTaHIapTHOH f03e. Eciu conepxanue kietok 6omee 10 %, MOXKHO paccMOTpeTh
BO3MOJXHOCTb IMPOAOJIKCHUSA JICUCHUS.

Hezcemamonocuueckue nescenamenvhble peakyuu

ITpu pa3BUTHUN YMEPEHHBIX HETEMATOJIOTHYECKUX HEXeNaTeIbHbIX Peaklni (2 CTeNeHn) JeueHue
CJIelyeT IPUOCTaHOBUTH J0 TEX 0P, IOKA PEAKIIMs HE Pa3pELIUTCS UM HE BEPHETCS K UCXOTHOMY
ypoBHIO. JleueHrne BO30OHOBIISIOT B MIPEKHEH J103€, €CIU ATO MEPBBIA Cllydall HEKenaTeIbHOM
pEaKIMH, 0CJIe TOBTOPHBIX CIIy4aeB PEKOMEH]IYEeTCsl CHUKEHHE J03bl Ja3aTUHUOA.

[Tpy pa3BUTHM TSKENBIX HEreMaTOJIOIMYECKMX HeXeaTelbHbIX peakuuil (3 win 4 creneHu)
JIeYeHUE IPUOCTAHABIIMBAIOT JI0 MCUE3HOBEHUS CUMIITOMATUKY HEXKENATEIbHOW peakuy Wil J10
yIy4ILIEHUS] COCTOSIHUS MalKeHTa. JIeueHne MoKHO BO30OHOBUTH B CHUKEHHOM J03€.

V B3pocaeix nauueHtoB ¢ XMJI 103y pekomenayercst cHuzuth co 100 mr 1 pa3 B cytku 10 80 mr
1 pa3 B cyTkH, a mpu HEOOXOAUMOCTH HonoinHuTensHO ¢ 80 Mr 1 pa3 B cytku no 50 mr 1 pa3 B
CYTKH. Y B3pOCIBIX MAIMEHTOB ¢ mo3auuMu pazamu XMJI wian OJIJI Ph¥, nonyuarommx 140 mr
1pa3 B cyrku, pekoMmeHayercs cHukeHue 1o3bl 1o 100 mMr 1 pa3 B cyTku M jajee, eciu
notpedyercst —co 100 mr 1 pa3 B cytku 10 50 mMr 1 pa3 B CyTKH.

V nanuentoB jgerckoro Boszpacta ¢ XMJI Ph* B xponuueckoit dase ¢ HereMaroJorn4ecKuMu
HE)KENaTeIbHBIMU  pEaklMsIMU  CHM)KEHHME J03bl JOJDKHO  INPOBOJUTHCS — aHAJIOTUYHO
pEeKOMEHJALMAM, MPHUBEIECHHBIM BBIIIE JUISI CHMJKEHUS J03bl MpPHU TIeMaTOJIOTHYEeCKHX
HE)KEJIATEJIbHBIX PEaKLUX.

[Ipu TMOSBIEHUH HETEMATOJOTHYECKUX HEKeIaTeNbHbIX peakimii y aereit ¢ OJIJT Ph' cnemyer
CHW)XKATh 103y Ha OJIMH YPOBEHb B COOTBETCTBUHU C PEKOMEHAALMSIMHU 110 CHHIKEHUIO O3Bl JUIS
reMaToJIOrMYeCKUX HEeXeJaTelbHbIX PEeaKIMil (OmucaHbl BbIIIE). 3a UCKIIOYECHHUEM HapylIeHUN
(GYHKLIMU TIeYeHH B CIydae HEereMaTOoJIOTMYEeCKHX HeKelaTelbHbIX peakuuid > 3-il creneHu
mpkectd 'y gereit ¢ OJIJI Ph'™ nedeHwe MOMKHO OBITH MPHOCTAHOBICHO, W MOXKET OBITH
BO300HOBJICHO B CHWKEHHOM J/103€ TOCJI€ YMEHbILIEHUS TSHKECTH HEOIAaronpusTHRIX peakuui J10
< 1-ii crenenu. Ecnu KoHUEHTpauus npsMoro ounupyouHa Oosiee 4eM B 5 pa3 BhILIE BEpXHEH
rpanuisl Hopmbl (BI'H), Tepanuio 0TMEHSIOT 10 TeX Mop, MoKa 3TOT MOKa3aTelb He BEPHETCS K
HCXO/IHOMY YPOBHIO WJIM TSDKECTh HEOIAronpusITHON peakliuu He yMEHbIIUTCS 10 < 1-if creneHu.
[Tpu noseimenun aktuBHOCTH ACT/AJIT 60mtee BI'H B 15 pa3 taxke HeoOxoauma MpruoCTaHOBKA

TEpAIIMU 10 BO3BPAIICHUA K UCXOAHBIM 3HAYCHHUAM HIJIM CHUIKCHHA TAXKCCTU HC6JIaFOHpI/I${THOI>'I
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BO300HOBIICHUS TEPAITUH Ja3aTHHUOOM J103y IIpenapaTa ClieyeT CHU3UTb.

HJZ@GDCUZbelZZ sblnon

B ciy4yae nmuarHOCTMKH IJICBPAIBHOTO BBINOTA JICUCHHE NA3aTHHHOOM CIEIyeT MpepBaTh JO
oOciieZIoBaHUSl TAIlMEHTa M WCYC3HOBEHUS CHMIITOMOB WJIM BO3BpAIllCHHs] CTENEHH WX
BBIPAKEHHOCTH K UCXOAHOMY YPOBHIO. ECIIM 311301 HE KyIUPYETCS B TEUEHUE TPUMEPHO OJHOMU
HEJIeINH, TO CIEAYET PACCMOTPETh MPUMEHEHUE AUYPETUKOB MM KOPTUKOCTEPOUIOB, A 00CHX
TPYIII TpernapaToB ogHOBpeMeHHO. [locie pasperieHus mepBoro 3Mu30/a CleayeT pacCMOTPETh
BONPOC O BO300OHOBJICHHWM TEpanmuM Ja3aTHHHOOM B paHee NpUMEHsBIIekcs po3e. [locie
paspcuiCHud MOCICAYIOMNUX 3IU3000B, I[a?;aTI/IHI/IG CJICAYCT NPUMCHATh B YMCHBIICHHBIX HO3aX.
[Tocne paspenienus TsoKeaoro (crernenu 3 win 4) 3Mu307a, Mpyu He0OXOAMMOCTH JICYCHUE MOKHO
BO300HOBHUTh B YMCHBIICHHON 03¢ B 3aBUCHMOCTH OT HAYaJIbHOH TSDKECTH HEXENATEIbHOM
pEaKIIHH.

Koppexuus 003wl npu conymemeyrowem ucnob3osanuu uneubumopos uzogpepmenma CYP3A4

Crnenyer u3berarb COBMECTHOTO MPUMEHEHHS CHIIBHBIX HHTHOUTOpoB M3odepmenta CYP3A4 u
coka rpeingpyra ¢ 1a3aTUHMOOM, IO BO3MOKHOCTU BBIOUMPATh albTEPHATUBHYIO TEPAIUIO C
MUHMMaJIbHBIM ~CHUXKEHHEM akTHBHOCTH u3zodpepmenta CYP3A4. Ecau HeoOxoaumo
COITYTCTBYIOIIIEE UCTIOIB30BAHUE 1a3aTHHIOA 1 HTHTHOMTOPOB CIIEyeT PACCMOTPETh YMEHBIICHHE
JTO3BI:

* 40 Mr npu cyrouHoit nose 140 mr;

* 20 Mr npu cyrounoit no3e 100 mr;

* 20 mr nipu cyTouHO# n03€e 70 mr.

[Tpu ucnonszoBanuu 103 60 mr win 40 Mr, clIeayeT pacCMOTPETh BO3MOXKHOCTD MPUOCTAHOBIICHUS
JIeYSHMsI 1a3aTUHUOOM /10 IPEeKpallieH s Tepanuy ¢ UCIOJIb30BaHUEM HHIMOUTOPOB H30(hepMeHTa
CYP3A4.

Bo3o6HoBieHHEe Tepanuu BO3MOXKHO Ye€pe3 HENEeNI0 IOcjie MpEeKpalleHus HCII0Ib30BaHUs
WHTHOUTOPOB.

[Ipenmonaraercsi, YTO CHUXKEHUE 03Bl OydET JAOBOJAUTH IUIOMIAJb KPUBOW «KOHIIEHTpALIUS —
BpeMs» (AUC) 1o 3Hauenuit, Habmonaembix 6e3 nHruoutopoB CYP3A4, ogHako KIMHUYECKUE
JaHHBIE C MOJI0OHON KOpPpEKIUell 103kl OTCYTCTBYIOT. B ciiyyae HeepeHOCHMOCTH CHUYKEHHOM
J03bI, CJeAyeT TMpeKkpatuTh mnpumeHeHHe uHruoutopoB CYP3A4 wmu npuoOCTaHOBUTH
UCMOJIb30BaHUE Jla3aTUHMOA /10 TMpeKpalieHus NPUMEHEHHs HMHTHOMTOpoB. Bo30OHOBIEHHE
nprema Ja3aTHHUOa BO3MOKHO Yepe3 HeJeIto Mocye MPEeKpalleHus IpueMa HHTHOUTOPOB.

Oco0ble TPVIIILI TAIMEHTOB

HauueHmbz NnOJ2HCUTIOC0 803pacma
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MO3TOMY KOPPEKIH 103bI HE TpeOyeTCsl.
Tayuenmoi ¢ Hapywenuem yHKyuu novex
[Toueunslit KIMpeHC Aa3aTMHUOA U ero MeTaboIUTOB cocTaBisieT < 4 %, MOATOMY KOPpEKLIUU
JI03BI [IPU HapYIICHHON (YHKIIUHU MOYEK He TpedyeTcs.
THayuenmoi ¢ HapywieHuem QyHKyuu neveHu
Jazatunun® merabonm3upyercs TJIaBHBIM O00pa3oM IIEUeHbIO, IMOATOMY IpenapaTr CcIeayer
UCIIOJIb30BaTh C OCTOPOKHOCTHIO y MAIlMEHTOB C HapylleHueM (DYHKUWU MEeYEHH CpeqHeill u
TSAYKEJION CTETICHH.

eTH
Pexomendyemas navanvnas 003a oazamunuba y oemeti no nokazanusm XMJI Ph™ 6 xponuueckotl
pasze unu enepevie svisenennviti OJIJI Ph™
— 100 mr npu Bece OT MUHUMYMa 45 KT.
Hasnauenue 103bl mpenapara ocyIIecTBIsSETCS HA OCHOBAHUH Beca pebeHKa, | pa3 B 1eHb (yTpoM
i BeuepoM). [lepepacueT 10361 JOIDKEH IPOBOIUTHCS KaXKAbIe 3 MecsIa, Ipu HE00X0AUMOCTH
—yqame. [Ipenapar J[azatunu® He crieyeT Ha3HauaTh (IPUMEHSTh) y IeTel ¢ Maccolt Tena < 45 kr
no nokasanussm XMJI Ph* B xponuueckoii ¢asze mimu OJIJT Ph™ B CBSI3H ¢ HEBO3MOKHOCTBIO
o0ecneunTh PpeKUM JO3UPOBAHUS.
bezonacHocTh u 3pPexkTuBHOCTD y nerei B Bo3pacte ot 0 10 18 jeT mo Apyrum mnokasaHusM Ha
JTaHHBII MOMEHT HE YCTaHOBJICHBI. /laHHBIE OTCYTCTBYIOT.

Crooco0 rmpuMeHeHus

[Ipenapar JlazaTuHuO ciienyeT NpuHUMATh BHYTPH IIEJIMKOM, HE3aBUCUMO OT MPUEMa MMUIIUA U Ha
MOCTOSTHHOM OCHOBE JIMOO yTpOM, THOO0 BeuepoMm (CM. paznen 5.2).
[Tpemapat [lazaTuHUO HENb3sl OHOBPEMEHHO MPUHUMATH C TPEUNPpyTOM UK rpernpyToBbIM

cokoM (cMm. pazaen 4.5).

4.3. IIlpoTuBONOKA3aHUS
o ['umepuayBCTBUTENBHOCT K JIA3aTHHUOY WU K JIFOOOMY M3 BCIIOMOTATEIHHBIX BEIICCTB,

MepEUYUCIICHHBIX B pazjene 6.1.

4.4. OcoOble ykazaHusl 1 MepPbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

Muenocynpeccus

[lpu neyeHuu na3aTUHUOOM MOTYT BO3HHMKATh TSDKEIble TPOMOOLMTONEHHS, aHEeMHUS U
HelTponeHus. Yaiie OHU PErucTpUPYIOTCS y MauueHToB ¢ no3aHumu ¢azamu XMJI umu OJIJT

Ph*, yem y nareHToB ¢ XpoHuueckoi pazoit XMJI.
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I[Tpy MOHOTEpAIHH 1a3aTHHUOOM B3POCIIBIX MAIUEHTOB élﬁ%ﬁm%;ﬁppiﬁ/ﬁ{nﬁ OAA Ph*

MOJIHBIA KJIIMHUYECKUN aHAIM3 KPOBU HEOOXOIUMO MPOBOAUTH €KEHEACIHLHO HA MPOTSIKEHUU
MEPBBIX 2 MECSIEB, a JAJIEEC €KEMECSIUYHO WIH MO0 KIMHUYECKUM MOKA3aHUSIM.

V B3pocibIX nanueHToB u aereii ¢ XMJI Ph* B xponnueckoii (ase monHbIi KIMHUYECKUN aHAIN3
KpOBHU CIeAyeT MPOBOAMUTHh Ka)KIble 2 HENENH MepBble 12 Henenp JIe4eHUs, 3aTeM Kaxible 3
MecsIa WU M0 KJIMHUYECKUM TOKa3aHUsAM. Y B3pPOCIBIX MAIlMEHTOB ¢ Mo3aAHUMH (hazamu XMJI
wii OJIJI Ph* mpu MoHOTEpanuu 1a3aTHHUOOM aHaIM3 KPOBU CJIEAYET IOBTOPATH €KEHENEILHO
IepBble 2 Mecsla JEYECHUs, 3aTeM — €KEMECSYHO WIM [0 KIMHUYECKMM Moka3zaHusm. [lpu
neuyenun aereit ¢ OJIJT Ph™ komOuHanuei nazatuan0a ¥ XMMUOTEPAIIMH MTOJIHLIA KIMHUYECKUHI
aHAIM3 KPOBH CJEAYeT MPOBOIUTH TEpe] HAdaloM KaXKIOro OJIOKa XUMHUOTEpAlUH H IO
KJIIMHUYECKUM TIOKa3aHusiM. Bo Bpemsi KypcOB XHMHOTEpAllMd aHaju3 KPOBH HEOOXOIMMO
MOBTOPSATH KaXK/Ible 2 THS 10 BOCCTAHOBJICHUS TTOKa3aTeseld. YTHEeTeHHEe KOCTHOTO MO3Ta OOBIYHO
00paTUMO U MPOXOAUT IPU BPEMEHHON OTMEHE WJIM CHUKEHHUH JT03bI Ja3aTUHHOA.

KpoBoTeuenus

VY manueHToB ¢ xpoHndeckoi (azoit XMJI, momydaBmmx 1a3aTHHUO, CITydalnch KPOBOTEUCHHS 3
win 4 crenienu. Y nanueHToB ¢ no3aHuMu cragusamu XMJT wiu OJIJI Ph* 6p11u oTMeueHsl ciyyau
TSDKEJIBIX KPOBOUBIUSAHUN B LICHTPAJIbHYIO HEPBHYIO CUCTEMY (B TOM 4YHuCIIe (haTalbHbIE).
TspKenble xKenyA0YHO-KUILIEYHbIE KPOBOTEUEHNU 3 WK 4 cTereHu OTMEUeHbl y 4 % MalueHToB ¢
no3gHuMH cragussMiu XMJL. Tlpu TskensIX KemyAOYHO-KHIIEYHBIX KPOBOTEYEHHMSAX BPEMEHHO
NPUOCTAHABIMBAIOT TEPANUIO U IPUMEHSIOT reMoTpaHcdysuto. Jpyrue Tskenble KpOBOTEUEHUS
3aperucTpupoBaHbl y 2 % ManueHToB. boNbIIMHCTBO CilydaeB KPOBOTEUEHUH CBS3aHBbI C TSKEION
TpoMOouuTonenuen. [lpenapaTsl, ”HrUOUpYyIOUME PYHKIMK TPOMOOIIMTOB, U AHTUKOATYJISTHTBI
cienyeT IpUHUMATh ¢ OCTOPOKHOCTBIO.

3agepKKa KUIKOCTH

[Tpu npueme nazaTMHNOA MOXKET HAOIIOAATHCS 3aepKKa )KUIKOCTU. Cpeslu B3pOCibIX MALUEHTOB
¢ BriepBble BoisiBIeHHBIM XMJI Ph* 3aiepikka suIKOCTH TSHKEION CTeleHn Habmoaanack y 5 %
MAIMEHTOB.

V B3pocnbix ¢ BrepBbie BbisiBIeHHBIM XMJI Ph™ mipu pe3ucTeHTHOCTH K MMATHHHOY WM €ro
HEMEePEeHOCUMOCTBIO  3aJIepXKKa JKUAKOCTH Tsbkenod crenmeHu (3 wim 4 creneHu) Obuia
3aperucTpupoBana y 6 %. Y B3poCHbIX MalueHToB ¢ no3guumu (asamu XMJI wimm OJIJT Ph*
3ajiepKKa KUJIKOCTU TsDKEJIOW cTeneHW Halmrojanack B 8 % cilydaeB, BKIIIOYAsl BbIPaKEHHBIN
IUIEBpaIbHBIN U EPUKAPANAIBHBIN BHINOT Yy 7 % 1 1 % nanueHToB, COOTBETCTBEHHO.
BbIpakeHHBIM acUUT M TIEHEPaIUM30BaHHBIM OTEK pa3BUIMCh y MeHee 1 % mauueHToB ¢
PE3UCTEHTHOCThI0 K uMaTHHHOY. Y 1 % nanueHToB € PE3UCTEHTHOCThIO K HMAaTUHUOY

3apErUCTPUPOBAH TSAKEIBIN OTEK JIETKHUX.
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PEHTTEHOJIOTUYECKUH KOHTPOJIb OPraHOB TPYOHOW KIETKH. 3aJepiKKa JKHUIKOCTH OOBIYHO
KYIIUPYeTCsl NPU IPUMEHEHUU IOAJECPKUBAIOIICH TEpaluu C BKIIOYEHUEM IUYPETUKOB WIIU
KOPOTKOTO Kypca TIIFOKOKOPTUKOCTEPOUAOB. [Ipy BBIpa)KEHHOM IUIEBPAJbHOM  BBINIOTE
TPeOOBAJIMCh OKCUTCHOTEPAIlMsl U TOPAKOLEHTE3. 3a/epiKKa JKUJAKOCTH HAONI0ANach Jamie y
MalKMEeHTOB, TPUHUMAIOIIUX MpernapaT 2 paza B JICHb.

Takue HexenaTeNbHBIC PEAKIIUU KaK 3aJeP’KKa KUIAKOCTHU, OJIBIIIKA, OBICTpas yTOMIISIEMOCTb,
TUICBPAJILHBIN BBITIOT, KaIlleh, KDOBOTCUCHHS B HUKHHUX OT/IENIaX )KEITYJA0YHO-KUIIIEYHOTO TPAKTA
(OKKT), HapylieHusl anmeTuTa, B3IyTUE KUBOTA, TOJIOBOKPYKCHHE, NIEPUKAPAUATBHBIA BBITIOT,
3acTolHasl cepJieuHas HeIO0CTaTOYHOCTh, CHM)KEHHE Beca, Yalle BCTPEYAIOTCS Y TMalHUeHTOB
crapie 65 JIeT, TO3TOMY CJIEIYeT 00eCIIeYUTh TIIATeIbHOE HAOIIOICHUE 32 MMAllMeHTaAMH TaHHOU

BO3PACTHOM TPYIIIIHI.

Ynnuenue narepsaiga QT

Y namunenne QT unTepBana HabMOgATOCH MeHee YeM Y | % MmanueHTOB ¢ BIIEPBHIC BBISBJICHHBIM
XMJI Ph™ B xpoHWueckoil (ase, MOTydaBIINX Ja3aTHHUO, TIPU ITOM YIJIMHEHHE COCTaBUIIO B
cpeaneM 3,0 mc. Yuymunenue QT uHTepBana mpu JiedeHUn Ja3aTUHUOOM Haburo1anoch y 6oiee
yeM 1 % nanueHToB ¢ pe3UCTEHTHOCThIO WIN HETIEPEHOCUMOCTBIO TePAlui UMAaTHHUOOM.

JlazaTuHu® cregyer HCIOoJIb30BaTh C  OCTOPOKHOCTBIO IMalMeHTaM ¢  yanuHeHHbIM QT
MHTEPBAJIOM WM C PUCKOM €ro YyJ/UIMHEHHs (TUIIOKaIMEeMHMsl, TUIIOMAarHMEMHUs, BPOXKIACHHbBIN
cunapom ymmHeHHoro QT nHTepBaina, Tepanus aHTHAPUTMUYECKUMU U IPYTHUMH [IpenapaTramy,
crnocoOHbIMU  yamuHATE QT wuHTEpBau,

NpeaAlICCTBYOAaA TEparurd BBICOKUMH JJ03aMU

aHTpauukiuHoB). Ilepen HazHaueHweM Jjga3aTMHMOA CJEAyeT IPOBECTH  KOPPEKIHIO

THUITOKAJIMEMHUHN WJIN T'HIIOMarHueMuu.

Hapyi1iieHns co CTOPOHBI CEPACYHO-COCYANUCTON CUCTEMBI

VY mnauueHTOB ¢ 3a00jieBaHMSAMM Cepjlla B aHaMHe3€ WM PHCKOM HMX pa3BUTUS Cpeau
He)KeJlaTeJIbHbIX PEaKIHil yallle, 4yeM y APYyTUux rpym, 0OHapyKUBAJTUCh HAPYLLIEHUS CO CTOPOHBI
CEpJICYHO-COCYIUCTOM  cucTeMbl  (3acTOWHas  cepAeyHas  HEeAOCTAaTOYHOCTh/cepiaeyHas
TUCYHKIMS, TEepUKApIUAIbHBIA BBIIOT, APUTMUS, OLIYIIEHUE CcepAleOueHus, yIMHEHHE
untepBasia QT, nHpapkT MuoKapa (B TOM YHCIIE C JIETATBLHBIM UCX0/I0M)). BBUY 3TOTO Y TaHHOM

MalMeHTOB HEOOXOIMMO TIIATEIHPHO KOHTPOJHMPOBATH IMAapaMeTPhl  CEepIACYHOU

TPYIIIBI

NEATeTLHOCTH C TICJIbI0  BBIIBIICHWUS W, TPH HEOOXOIWMOCTH, KOPPEKIIMH BO3MOMXHBIX
HEXKENaTeNIbHBIX PEaKIMii CO CTOPOHBI CEPIACYHO-COCYIUCTOM cucTeMbl (00b B Tpy.H,
3aTpyaHEHHOE JbIXaHue, MoTooTAeneHue). [Ipu pa3BUTHN HEKeIaTeNbHBIX SIBICHUI CO CTOPOHBI
CEpJIEYHO-COCYIUCTOM CHUCTEMBI JIEUEHHE MTPErapaToM CielyeT NPUOCTaHOBUThL. Bo3oOHOBIIEHNE

JICYCHHS BO3MOXHO IIOCJIC BBIIIOJTHCHUA (bYHKHHOHaHLHOﬁ OIICHKHU: HUCXOAHAsA na03a IIpu



COOTEBETCTEBYET 3KCINEPTH( 'H-' OTUETY
oT 25.11.2024 Nz 2
L

C1a0bIX/yMEPEHHBIX HEXKEIATSIbHBIX peakiusay (< 2 CT'QI'QME&I Ecexl_l%_lﬁ(ﬁmlﬂgn TSOKEITBIX

HE)KEJIATEJIbHBIX Peakuusax (= 3 cTeneHu).

Jlerounas apTépruaJibHasid THIICPTCH3UA

Jlerounas aprepuanbHas runepteHsus (JIAIY), moaTrBepkaeHHast MPU MOMOIIU KaTeTepU3alUU
MPaBbIX OTAENIOB Cep/lla, MOXKET HaOJI0aThCA KaK B XOJ€ JICUEeHHUs Ja3aTUHUOOM, TaK U 10
IPOILECTBUH roja u 0oJiee Mmocje ero OKOHYaHus, 4acTo Ha (JOHE COMYTCTBYIOUINX 3a00JIeBaHUI
U OJAHOBPEMEHHOr0 NpHEeMa JAPYTUX JEKAPCTBEHHBIX MpenaparoB. llepen HauyanioMm JedeHUs
Ja3aTUHUOOM Clle[lyeT MPOBECTH OOCleJOBaHWE MAllMeHTa C LEJbI0 BBISABICHUS BO3MOXKHBIX
MPU3HAKOB U CUMIITOMOB 3a00JieBaHUM cepila U JierkuxX. Ecnu B Xoze JiedeHus Ja3aTHHHOOM y
MAIUEeHTa OTMEUYAIOTCS OJIBIIIKA WIH yYCTaJIOCTh, HEOOXOAMMO HCKIIIOUNUTh HAHOO0JIee TUITUIHYIO
ATHOJIOTHIO, BKIIIOYAs IICBPATBHBIA BBIIOT, OTEK JISTKUX, aHEMHUIO M HAJIWYHEC MHPWIbTpaTa B
nerkux. [Ipu 5T0M HEOOXOAMMO YUUTHIBATh pEKOMEHAAIINH, JaHHBIE B pa3zene 4.2, /uid ciydaeB
pa3BUTHS HETeMAaTOJIOTMUECKUX  HEKeJIaTeNbHBIX PEaKIUil: TMpu  Pa3BUTUU  TSHKEIBIX
HEreMaTOJIOTMUECKUX HEXKEIATeIbHBIX PEAKIUN JICUCHUE MPUOCTAHABIMBAIOT JI0 MCUE3HOBEHUS
CUMIITOMATHKH HEXEJATEIbHON PEeaKIuy WIH JI0 YIYUYIIEHUs COCTOSIHUS TAIlMEHTA.

Ecnu B nmporiecce o0cienoBaHus MalueHTa He ObLT MOCTABIICH APYTOM JUArHo3, CleAyeT NPUHSITh
K paccMoTpenuto auaruo3 JIAI. B cnywae noxareepxaenuss JIAI' y mnamnueHTta JieueHue
JA3aTHHUOOM TIPEKpaliaroT 0e3 TOCICAYIOIIer0o BO30OHOBICHUS, OOCCICUYHB ITOCIICTYIOIINN
KOHTPOJIb COCTOSIHUS TIAIMEHTa B COOTBETCTBUU CO CTaHJAPTHBIMH PEKOMEHIAIIUSIMHU.

TDOM6OTI/ILICCK8.$I MHUKPOAHIHOIIaTHA

WNHruéuropsl TUPO3UHKUHA3BI BCR-ABL acCOLIMUPYIOTCS c TPOMOOTHUYECKON
Mukpoanruonaruet (TMA), BkJtouas OTAENbHBIE COOOIICHUS O Ciy4yasx MpUMEHEHUS
nazatuauOa (cM. pazgen 4.8). Ecnum y manmeHTta, MOMyYaromiero Aa3aTWHUO, BO3HUKAIOT
KJIMHUYECKHE CHUMIITOMBI WM J1abopaTopHble M3MEHEHHs, XapakTepHele ansi TMA, nedeHue
JTa3aTMHUOOM JIOJKHO OBITh NMPEKpaLIeHO U NpoBeJeHa MojHas auarHoctuka TMA, Bkiodas
ounenky aktuBHocTH ADAMTSI3 u onpenenenust antu-ADAMTS13-anturen. [Ipu BeICOKOM
ypoBHe aHTU-ADAMTS13-anTrren B couyeTannu ¢ HU3Ko akTUBHOCTEI0O ADAMTSI13 nedyenne
na3aTHHUOOM HE JOKHO OBITH BO30OOHOBIIEHO.

PeaxtuBanusg Bupyca remnarura B

Wuruburtops! Tupo3nnkuHa3sl BCR-ABL cBs3biBatoT ¢ peakTuBanueil Bupyca renarura B (BI'B),
eMHUYHBIE CIyyau OMMCaHbI /Ui na3aThuHuOa. B HekoTopbix cimyyasx peaktuBanus BI'B mpu
IPUMEHEHHUHU JIpYTUX MHrHuOMTOpoB THpo3uHKUHA36l BCR-ABL nmpuBoauia K pa3BUTHIO OCTPOi
MIEYEHOYHON HEJOCTATOYHOCTH WM (YIbMHHAHTHOTO TemaTuTa, a B TOCIEAYIOUeM — K

TPaHCINIAaHTAlIUU IEYCHHU HUJIN JICTAJIBHOMY UCXOdY.
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NAIMEHTOB, UMEIOIIUX MOJOKUTEIbHBIE CEPOIOTHYECKHIE MTPOOBI, PEKOMEHAYETCS KOHCYIIbTAIUS
CIIELMAJINCTa, UMEIOIIEro onbIT JieyeHus BI'B. ¥V nmauuentos-nocurenei BI' B, Hyxxnaromuxcs B
JeYeHUH WHruOuTOopamMu  THpo3uHKWHa3el BCR-ABL, Heo0XoauMoO  KOHTPOIMPOBATH
KJIMHUYECKHEe M J1abopaTOpHble IMOKa3arenu aktuBauuu BI'B Ha mnpoTspkeHun Ttepanuu u
HECKOJIBKO MECAIIEB Mociie ee OKOHUaHus. [ manuenToB ¢ peaktuBupoBaHHbsiM BI'B Ha (one
NpUMEHEHH a3aTHHUOA MTOKa3aHa HeMeUIeHHas! KOHCYJIbTAlHs CO CIEHUAINCTOM 10 JICYEHUIO
BI'B.

CHHIpPOM JIM3HCA OITYXOJIH

bouin 3apeructpupoBaHbl ciay4yaud pa3BUTHS CHHIpPOMA JIM3MCA OIYXOJM Yy NAIMEHTOB C
PE3UCTEHTHOCTHIO K MPEAMIECTBYIONICH Tepauy UMAaTHHUOOM, MPEUMYIIECTBEHHO Ha MO3IHUX
cTagusax 3a0oneBaHus. BenencTsue BO3MOKHOCTH Pa3BUTHSL CHHJIPOMA JIM3UCA OIYXOJIH Mepes
HAyaJoM JICYEeHUs 1a3aTHHMOOM He0O0X0AUMO MOIEPKUBATh a/I€KBATHBIA yPOBEHb T'HpaTaluH,
IIPOBOAMTH KOPPEKIUIO YPOBHS MOYEBOM KHCIOTHI U KOHTPOJIUPOBATH COJIEPIKAHUE AIEKTPOJIUTOB
B TUTa3Me KpoBH. [lalMeHTHI HA TO3MHUX CTaaUsAX 3a00JI€BaHMS W/WIHM C BBICOKOW OIMYXOJIEBOM
Harpy3kKoi HaxoJATCsl B IPYIIE BBICOKOI'O PHUCKA, [0 3TOM MpUYMHE OHU HYXKAAlTcs B Ooliee
4acTOM 00CJI€ZIOBaHUM.

BiausgHue Ha pocT U pa3BUTHE NETEN U MTOJIPOCTKOB

B xnrHMYECKHX ucCceI0BaHUSIX MPH JIEUEHUU JETE! ¢ BIIEPBbIE BBISIBICHHON XpOHNYECKOH (ha3oit
XMJI Ph* win 1pu pe3UCTEHTHOCTH/HENIEPEHOCUMOCTH UMaTHHUOA, 110 MEHbLICH Mepe, depes
2 rojia Mocyie OKOHYaHUs jJeueHus y 4,6 % MnanueHToB HaOI0JalluCh HEXKENaTeNIbHbIE SIBICHUS,
CBSI3aHHbBIE C POCTOM U Pa3BUTHEM KOCTeH (BKJIIOYas Cilydad 3aMeJICHUs] MHBOJIIOIUH dU(H3a,
OCTEONEHHH, 3aMEJJICHUsI pOcTa, TMHEKoMacTuu). MHTepnperanus pe3yiapTaToB 3aTpyJHEHa B
BUJY KOHTEKCTa XPOHHYECKOTo 3a00JeBaHUS M MOJUIEKHUT JOJTOCPOUYHBIM HaOmoneHusM. B
WCCIIENIOBAHMSAX [PH JIEYEHUH Meauarpudeckux namuentoB ¢ OJUJI Ph* npasatunuGom B
KOMOMHAIIUM C XUMHOTEpanued MakCUMyM 2 roja CIyCTs IOC/ie JIEYeHHs] OTMEUEeH ciydail
HEXENATeJIbHOIO SBJICHMS, CBI3aHHBIN C HAPYLIEHUEM POCTA U Pa3BUTHS KOCTEH.

IIpoyne

[Tpu NoBBIIEHUH YPOBHS TpaHCAMUHA3 WM OMJIMPYOMHA ClieyeT YMEHBIIUTH /103y IpenapaTa
WJIU IPUOCTAHOBUTH €0 MPUEM.

IIpyn pa3BUTHM TUNOKAIBIMEMUU COCTOSIHUE KOPPEKTUPYETCS NPHEMOM BHYTPb MPENAapaToB
Kanpus. Bo BpeMs JieueHus U B TEUEHUE MUHUMYM 3 MECSLEB MOCJIE U MYXKUYHNHAM, U KEHIINHAM
HEOO0XO/MMO HCIIONIb30BaTh HAJIEKHbIE METO/Abl KOHTpauenuud. Ecaum Bo BpeMs JedeHus
Ja3aTUHUOOM HacTyluiIa 0€peMEHHOCTh, WU €CJIN CTAJI0 U3BECTHO, YTO IIPENapaT UCIOIb30BaJICs

BO BpeMsi OEpeMEHHOCTH, CIeAyeT HEMEAJIEHHO NMPOUH(POPMUPOBATH NAIIMEHTKY O BO3MOKHOM

10
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BO3HMKHOBEHHs TSDKENBIX HEXKENATEIbHbIX PEaKLUUM, I[OPaXaAKIMUX KOXKY U CIU3HUCTBIC
00omnouku, B ToM uucie cuaapom CtuBenca-J[oHcoHa U MHOroOpMHOH 3puTeMbl. B ciydae
HOSABJICHUSI TAaKUX HEXKEJaTelbHbIX PEaKkLUUd NpU NpUeMe Ipernapara JieueHUe Ja3aTMHUOOM
HE00XO0IUMO IIPEKPATHUTb.

BcnomorarennHble BEIECTBA

Jlakmo3sa

DTOT JIEKapCTBEHHBIH TIpemapar COACPKUT JIaKTO3bl MoHoruapar. [lanmmeHTam ¢ peako
BCTPEYAIOIICICS HACIICICTBEHHOW HENMEPEHOCUMOCTBIO TATAKTO3bI, ASUIIUTOM JIAKTA3bI JIOMapen
WIH TJIFOKO30-TAJIAKTO3HON MallbabcopOumeld He cleAyeT NPUHUMATh 3TOT JIEKAPCTBEHHBIN

npernapar.

4.5. B3amMmopeiicTBHMe ¢ pPYrMMH JIEKAPCTBEHHBIMH MNpenapataMM H JApyrue BH/bI
B3aNMOJAeHCTBUSA

HeKa‘DCTBeHHI)Ie Cpe€acCTBA, KOTOPBIC MOTYT IIOBBIINIATH KOHIICHTPAIIHUIO I[a33,TI/IHI/I6a B 11J1a3Me

KPOBU
Hneubumopwl uzogpepmenma CYP3A4

Jazatunub ssusercs cyocrpatom uzodepmenta CYP3A4. Uuruburopst uzopepmenta CYP3A4
(HampuMep, KETOKOHA30J1, WTPAKOHA30J, JSPUTPOMHUIMH, KIAPUTPOMUIIMH, PUTOHABHP,
aTa3aHaBUp, MHIUHABHD, HEJI(PUHABHD, CAKBUHABHD, TETUTPOMHUIINH, TPEHTIPPYTOBBINA COK) MOTYT
NOBBINIATh KOHIEHTPALMIO [a3aTMHHOA B IUIa3Me€ KPOBH, IOITOMY cleiyeT u30eratb Hx
COBMECTHOTO TPUMEHEHHUs C Ja3aTMHUOOM. [lanueHThl, y KOTOpBIX He yjaaeTcs u30exarhb
CUCTEMHOI'0 npuema MouHoro uHruoutopa nzopepmenta CYP3A4, nomkHbl HaXOIUTHCS MOJ
TIHIATEIbHBIM HAOIIOACHUEM TSI CBOEBPEMEHHOTO BBISIBIICHUS IIPU3HAKOB TOKCHYHOCTH.

JIekapCTBEHHBIE CPEACTBA, KOTOPhIE MOT'YT CHMKATh KOHIICHTPAITUEO Z[a3aTI/IHI/I6a B I1J1a3MC€ KPOBH

Hnoyxkmopwr usogpepmenma CYP3A4

HNunyxropsl uzodpepmerta CYP3A4 MoryT CHUKATh KOHIIEHTPAIIMIO Ta3aTHHUOA B TJIa3Me KPOBH.
Crnenyer n30eratb COBMECTHOTO TPUMEHEHHUS] MOITHBIX MHIYKTOpoB m3opepmenTa CYP3A4 ¢
nazaTuHuOoM. IlanmeHTaM, nmpuHUMaromUM HHIYKTOpbl H3odepmenta CYP3A4 (nampumep,
JieKcaMeTa3oH, (EeHUTOMH, KapOamasenuH, pudamnuinuH, QeHodapOuTanm WM HpenapaThl
3Bepo0ost mpoasipsaBientoro (Hypericum perforatum)), BMecTo 3THX JEKapCTBEHHBIX CPEICTB
clemyeT Ha3HadaTh JIEKApPCTBEHHBIE CpEACTBA, He obnamaromue (win oOjagaroniue B
MUHHMAaJIbHOHN CTENEHN) CIOCOOHOCTHIO HHAYIIMPOBATH 3TOT U30(EPMEHT.

Aumayuovl  (nekapcmeenHvle cpeocmea, codepaicawjue ANOMUHUSA  SUOPOKCUO /  MaAcHUSA
2Uopoxcuo)

Ecan aHTallu1bl HGO6XOJII/IMI)I, PEKOMEHAYCTCA UX MPHUHUMATh HE MCHEC YCM 3a 2 4Jaca J0 HIJIN
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Yepe3 2 yaca 1mociie mpuemMa qa3aTHHAOA.

Broxamopur H2-2ucmamunoswix peyenmopos u uHeUOumopvl RpOmMoHHOU HOMNbL

JliutenpbHOE TOAABIIGHHUE CEKPEIMH KHUCIOThI JKEITYJOYHOro coka Omokatopamu H2-
TUCTAMHHOBBIX PEIENTOPOB U HHTHOMTOPAMH MPOTOHHON MOMITBI (HAaIIpuMep, GaMOTHINHOM H
OMEIPA30JIOM) MOXKET MIPUBOJIUTH K CHUYKCHHIO KOHIICHTPAIIMH Ja3aTHHHOA.

CoBMeCcTHOE IPUMEHEHHE 3TUX JICKAPCTBEHHBIX CPEICTB M Ja3aTHHHOA HE peKoMeHayercs. B
KaueCTBE X aJIbTEPHATHUBBI MOXKHO MCIIOJIb30BaTh aHTAIIM/IBI (32 2 yaca J10 UiIu yepe3 2 yaca nocie
npueMa Jaa3aTuHHuO0a).

Bausaue I[aBaTI/IHI/I6a Ha IpYTruec JCKAapCTBECHHBIC CPEACTBA

Cyocmpamul uzoghpepmenma CYP3A4

Hazatunn6 sBusercss mHruOuropom wusodpepmenta CYP3A4, mosTomMy ero CoOBMECTHOE
npuMeHeHue ¢ cyocrtparamu uzopepmenta CYP3A4 moxer ycuiuTh JAEHCTBHE JaHHOTO
cyocrpara. CyOctpathl nzopepmenta CYP3A4 ¢ y3kuM TepaneBTUYECKUM JHara3oHOM, TaKHue
Kak an(eHTaHWsd, acTeMu30i, TepdeHaauH, UU3anpui, HUKJIOCTIOPUH, (HEHTAHWUJ, MHMO3UJ,
XUHHUJUH, CUPOJIIUMYC, TAKPOJIUMYC U aJKAIOHIBI CIIOPBIHBU (3PTOTaMHH, AUTHAPOIPTOTAMIH)

CJIICAYCT UCII0JIB30BATE C OCTOPOKHOCTHIO Y NANMCHTOB, MOJYYAOIINUX ,Z[aSaTI/IHI/I6.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

)KCHHH/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTD&HGHIII/ISI Y MY)XYHH " )KGHHII/IH)

[TatiuenTam BO BpeMs JieUeHUS Ja3aTUHUOOM M KaKk MHHUMYM B T€UEHHE 3 MECSIIEB IMOCJE ero
OKOHYAHUS HEOOXOMMO UCTIONIB30BaTh HA/IEKHBIE METOIbI KOHTPAIICTIIINH.

bepemeHHOCTD

[To pe3ynbpTaTaM NOCTPErUCTPALIMOHHBIX UCCIIEOBAaHUN OTMEUEHO, YTO MMPUMEHEHUE Ja3aTHHN0a
BO BpeMsi OEpPEMEHHOCTH MOKET MPUBOJAUTH K CAMOIIPOU3BOJILHOMY a0OPTY, @ TaKKe BBHI3bIBATH
QHOMAaJIMM Pa3BUTHUSA I1JI0/1a U HOBOPOKIECHHBIX.

Ecnu OepeMeHHOCTh HACTyNmWiIa BO BpeMs JI€UCHHs Ja3aTMHHOOM CIeyeT HEeMEIJIEHHO
MPOUH(POPMUPOBATH MAMEHTKY O BO3MOKHOM PUCKE IS TUIO/IA.

JlakTarms

He u3BecTHO, MpoHMKaeT JH Ja3aTUHUO B TpyAHOE MOJoko. Ha BpeMs jedeHus mpemnapaTom

JlazaTuHuO KOpMIICHHE TPYbIO CIeNyeT IPEKPaTUTh.

4.7. BuusiHue Ha CIOCOOHOCTH YINPABJATH TPAHCHOPTHBIMHM CPeACTBAMH M padorarh ¢
MeXaHM3MaMH

HccnenoBanuii MO BIMSHMIO Ja3aTMHMOAa Ha CHOCOOHOCTh YHPABJIATh TPAHCIIOPTHBIMU
CpPEeACTBAMU U MEXAHU3MAaMHU HE MIPOBOJMIIOCH. EC/IM NAlMEeHT OTMEYaeT CBA3aHHBIE C JICUEHUEM

npernapatoM Jla3aTUHUO CHUMIOTOMBI, TaKHe KaK TOJOBOKPY)KEHHE U HapylIeHUs 3peHwus,
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BIUSIONIME HA €ro CIOCOOHOCTHL K KOHIIEHTpALUHA ﬂingﬁrcjllgdjr Ebegw ‘bB]IO'MéHIWéTCH

BO3JCPIKATHCA OT YIIPABJICHUA TPAHCIIOPTHBIMU CPECACTBAMHA U MCXaHHU3MaMU, a TAKKC OT 3aHATHH
APYruMru MNOTCHUHUAJIBHO OIACHBIMH BHUAAMU ACATCIIBHOCTH, TpCGYIOH_II/IMI/I MOBBITIICHHON

KOHICHTpAlUX BHUMAHUA U 6BICTpOTBI IICUXOMOTOPHBIX peaKHHﬁ.

4.8. HexkennaTeibHbIE peakunu

Pesrome npoduiist 6e3onacHocT

Y GONBIIMHCTBA B3POCIIBIX MAIIMEHTOB HEXENIATEIbHBIC PEAKIIUU ObLTH MPEXOSAIINMHI, JICUCHHE
Ja3aTUHUOOM OBUIO MpEeKpalleHo H3-3a MOOOYHBIX peakuuid y 12 % mMmanueHToB ¢ BIIEPBBIC
BBISBJIEHHOU XpoHuueckor (asoit XMJI Ph*, a takxke y 15 % manueHToB B XPOHUUYECKON (ase
XMIJI ¢ pe3uCTCHTHOCThIO K MMATHHHOY WM €ro HEIMepeHOCHMOCThio, v 16 % — B ¢aze
akceneparuu XMJL, y 15 % — B ¢daze muenonanoro 6mactoro kpuza XMJI, a Takxke y 8 %
naruenTos ¢ OJIJI Ph*.

Cpemu geteit ¢ xponuueckoil dasoii XMJI Ph™ B BUIY cepbe3HBIX HEKENATENbHBIX PEaKIUii
Tepanus qa3aTuHUOOM ObLia mpekpaiieHa y 1,5 % manueHTos.

[Ipoduis Ge3omacHOCTH NpUMEHEHUs azatuauba y nereir ¢ XMJI Ph™ B xponuyeckoii ¢pase B
I[EJIOM COOTBETCTBOBAJI JAHHBIM Ha B3POCIbBIX MAlMEHTaX, 32 UCKIIOYECHHEM OTCYTCTBUS CIIy4acB
JIETOYHOM TUIIEPTEH3UH, IEPUKAPIUATBHOTO BBINOTA, IJIEBPAJILHOTO BBIIIOTA, OTEKA JIETKUX.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEAKINN

UactoTa pa3BUTHS HEKENATCIBHBIX PEAKIWH, MEPEUUCIICHHBIX HIDKE, OIpeIessiiach
COOTBETCTBEHHO cIleayroleil rpagauuu: odeHb vacto (> 1/10), gacro (> 1/100, no < 1/10),
Heyacto (> 1/1000, HO < 1/100), penxo (> 1/10 000, Ho < 1/1000), ouenn peaxo (< 1/10000),

4acTOTa HEU3BECTHA (HA OCHOBE MMEIOITUXCS JTAHHBIX OLICHUTHh HEBO3MOXKHO).

Hngpexyuu u uneazuu

Ouenv yacmo | MHPEKIMHU (B TOM yKciie OaKTepuaibHble, BUPYCHbIE, TPHOKOBBIE)

ITHEBMOHUS (B TOM 4KcIiIe OakTepualibHasi, BAPyCHas U TpuOKoBast), UH()EKIUu
Yacmo BEPXHHUX JIbIXaTeJIbHBIX IyTEH, repneTuyeckue HH(EKIHUH, SHTEPOKOIHT,
cerncuc (B TOM YHUCII€ HEYACTO — C JIETAIbHBIM UCXO0/I0M)

Hapywenus co cmoponst Kpoeu u aumgpamuueckoii cucmemol

Ouenv yacmo | Muesnocynpeccus (BKJI0OYasi aHeEMHUI0, HEUTPONEHHIO, TPOMOOIIUTONIEHHIO)

Yacmo (beOpuibHas HEUTPOTIEHUs

Heuacmo muMpaneHonaTus, JuMQponeHus

Peoxo 3pUTpOoOIaCTONECHUS

Hapywienua co cmoponst UMMYHHOIL cucmembl

Heuacmo peaKuy TUIIEPUYBCTBUTEILHOCTH (B TOM YHCIIE y3JI0BaTasi SpuTema)
Peoxo aHa(pUIAKTUYECKUH 10K

IHOoKpuHnHble HApYWIeHUA

Heuacmo TUIIOTUPEO3

Peoxo TUIEPTUPEO3, TUPEOUUT
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AL

Hapywenua memabonusma u numanun

CMEPTHOMY OTUETY

HAapymcHHA alrmcTuTa (BKJ’IIO‘-IEUI CHMIKCHHUC aIllICTHUTA, PAHHCC HACBIICHHUC,

Yacmo
MOBBIIICHHUE AINICTUTA), TUIICPYPUKEMUS
THIOAILOYMUHEMHUSI, CHHIPOM  JIM3MCA  OIYXOJH, OOE3BOKMBAHHE,
Heuacmo
THIIEPXOJIECTEPUHEMUS
Peoxko caxapHbIi quadeT
Hapywenus co cmopoHbl HEPEHOIL CUCHIEMbl
Ouenv wacmo | TonOBHAs 00JTb
g OceccoHHHMIA, Jempeccus, Helpomatus (BKIOYas rnepu(epruuecKyro
actmo HEHPOIATHIO), TOJIOBOKPYKEHHE, N3BPAIICHHE BKYCa, COHIIMBOCTh
0ECITOKOWCTBO, IMOIMOHANIbHAS JIAOMIBHOCTD, TICHMX03, CHU)KCHUE JTUOUJIO,
KPOBOM3JIMSHUS (TaKhe KaKk BHYTPUMO3rOBasi reMaToMma, BHYTPHMO3TOBOE
o KPOBOMBJIUSHUE, STIHIypaIbHas TeMaToMa, BHYTPHUYCPEITHOS KPOBOU3IIHSHUC,
euacnto FeMOPPAaru4ecKiii  HWHCYJIBT,  CyOapaxHOMJAIBHOE  KPOBOU3JIHSIHHE,
cyOaypasibHas reMaToMa, CyO1ypalibHOE€ KPOBOUBIUSHUE), TPEMOP, 0OMOPOK,
aMHe3Us1, HapyIIeHUEe PaBHOBECHS
CYIOpOTH,  HapylIeHHE  MO3rOBOIO  KpoBOoOpaimieHHus  (MHCYIBT),
Pedwo TPaH3UTOpHAs WIIEMUYECKas araka, BOCHAJICHUE 3PHUTEIBHOIO HEpPBa,

napanud VII mapel yepenHo-Mo3roBbIX HEPBOB (JIMIIEBOIO HEPBA), aTAKCHUS,
JIEMEHIIUS

Hapywenus co

CHOPOHbBL OP2AHA 3PDEHUA

3pUTENIbHBIE PACCTPOMCTBA (HEUYETKOCThb, PACIUIBIBYATOCTh, CHUKCHHUE

Yacmo OCTPOThI SPCHHSI), CYXOCThb TIJIa3, KpOBOHU3JIMAHHUA B CKICPY TIJia3a,
KOHBIOHKTHBAJIbHBIC KPOBOU3JINAHUS
Heuacmo KOHBIOHKTUBUT, HAPYIICHUC 3PCHUA, CBeTO605{3HL, CJIC30TCUCHUC

Hapywenus co

CMOPOHBL OpP2aHa CyXa u 1adupunma

Yacmo

IIyM B yIIax

Hevacmo

BEPTUTO, TTOTEPSI CITyXa

Hapywenus co

cmoponsl cepoua

Yacmo

NEepUKapAUAIbHBIA BBINOT, apUTMUA (BKIIOYAs TAaXMKApAMIO), HAPYIIECHUS
byHKIIMM cepana (BKIOYas KENyIOYKOBYIO AUCHYHKIHIO, CEPACUYHYIO
3aCTOMHYIO CEpICUHYIO
KapIMOMHOTIATUIO,  3aCTOWHYIO  KapIUOMHOIATHIO,  JHACTOIMYECKYIO
TUCOYHKIMIO,  yYMEHbUIEHHE  (paKiuu KEITYTOYKOBYIO
HEIOCTaTOYHOCTh), YYalIeHHOE CepAleONeHre, MOBBIIICHHE AKTUBHOCTH

TUCHYHKITHS

HEAOCTATOYHOCTD, HEAOCTATOYHOCTD,

BBIOpOCa,

MO3IroBoro HanHﬁypeTqucxoro nenTuaa, IpaBoro

JKCIIyJ04YKa, KCIIYOAOUKOBasA r’MIIOKUHE3US

Hevacmo

ynuiuHenue wuHrepBama QT wa OKI, cTeHokapaus, KapauoMeranus,

NEpUKApaNT, KEITya04YKOBasA apuTMUA (BKJ'IIO‘—I&?I KCITYAOYKOBYIO

TaxuKapauio), HHApKT MUOKapaa (B TOM YHUCJE C JICTATBHBIM HCXOIO0M),
n3MeHeHue 3yona T, moBbIIeHHe aKTUBHOCTH TPOITOHUHA

Peoxko

MHUOKapPJIUT, OCTPbII KOPOHAPHBIA CUHAPOM, OCTAHOBKA Ceplla, YAJINHEHUE
uHTepBasia PR, nmemuueckas 00je3Hb cepala, MiaeBpornepruKapIuT

Hapywenusa co

CMOPOHbBL COCYO08

14




COOTBETCTBYET 3KCMEPTHOMY OTYETY

ot 25.11.2024 Nz 25945
I-HI_I.-: o I ol _|I:F":I- I;.'I-I_I_|I .I II: Il:- 'I-_ IFi:':I"I-l-I
KPOBOTEUEHHMs (TaKHe KaK HQCOBBIC KPOBOTCAEHNA, KpPOBOTOUNBOCTS JIECEH,
Ouenv wacmo | remMaToMpl,  NETEXWUH,  MypIypa),  KPOME  KEJyJAOYHO-KHUIIEUYHBIX

KPOBOTEYEHUM U KPOBOU3JIMSIHUM B IEHTPAJIILHOM HEPBHOM CUCTEME

Yacmo «IPUIUBBI», OBBIIICHUE APTEPHUATLHOTO JTaBICHHS

Heuacmo CHIDKEHHUE apTepHUATIbHOTO JaBJeHUs, TpoMOodaedur, Tpomo603

Ped «JIETOYHOE CEPJIIE», OCTPHIH KOPOHAPHBINA CHHIPOM, «MPAMOPHOCTH KOXKH),
e0Ko

TpoMO03 TITyOOKHUX BEH, IMOOIIHS

Hapywenua co cmoponut

cpedocmenus

O0bIXamenbHOU CUCHEMbl, O0P2aH08 ZPYOHOU KIemKu U

QOuenw yvacmo

l'IJ'IeBpaJ'IBHHﬁ BBIIIOT, OABIIIIKA

JICTOYHBIC I/IH(bI/IJ'IBTpaTBI, OTCK JICTKUX, IHEBMOHUT, JICTOYHAA T'HIICPTCH3UA,

Yacmo

Kallenb

OpoHxHanbHas acTMa, OpOHXOCIA3M, JIETO4YHAs apTepuallbHas TUIEPTEH3Us,
Heuacmo

nucoHus
Peoxko OCTPBIN PECIUPATOPHBINA JUCTPECC-CUHAPOM, JIETOUHAS SMOOIIHS

Kenyoouno-kuweunvie napywienus

Ouens yvacmo

Juapes, TOIHOTa, pBOTaA, 0011 B JKHBOTE

BOCHAJICHUE  CIHM3HCTBIX  000JI0YeK MYKO3HT/CTOMATHT),

B3IyTHE
3aropsl, FaCTPUT, HOPAXKEHUS MATKUX TKaHEH MOJ0CTH pTa (BKIIIOYAs CyXOCTh

(BKiTIOUYAS

KCITYAOUYHO-KHIICYHBIC KPOBOTCUCHUA, OUCIICIICHA, KHUBOTAQ,

dacmo BO PTY, XCWINT, ITy3bIPHKOBBIC BHICHINIAHUS HA TY0aX, CyXOCTh I'y0, sI3BBI Ha
rybax, 5po3uM CIM3UCTOH OOOJOYKH TOJOCTH pTa), KOIUT (BKIOYas
HEHUTPOIICHUYECKUI KOJIHT)
I mucdarus, aCliuT, aHAIbHbIE TPEUIUHBI, U3bs3BIeHUS BepXHUX 0TAenoB KKT,
enacmo HNaHKpPeaTHT, 330(arut, ractpoazodareanbHas pedatokcHas 00J1€3Hb
Pedko KEIyTOYHO-KUIIeYHass 9JHTEpONaTHsi ¢ ToTeped Oenka, KHIIeYHas

HEMPOXOJAUMOCTb, OCTPBI MaHKPEATUT, aHAIbHBIN CBHIIL

Hapymenu}z CO CMOPOHbBl ne4eénu u cheﬂlle8b180o}lu(ux nymeﬁ

Heuacto

XoJeCTa3, XOJICHUCTHUT, I'CIIaTuT

Hapywenusa co cmoponst Kodcu u N0OKONCHbIX MKaHell

Ouens yvacmo

KOHasl ChIIb (BKJIIOYAsl IEKAPCTBEHHYIO ChINb, SPUTEMY, MYIbTH(POPMHYIO
OPUTEMY, OPHUTPO3, NAMYJIE3HYIO Chblllb,
IIyCTYJIE3HYIO BE3UKYIISIPHYIO

MaKyJIONyCTYJIE3HYIO Cblllb, 3KC(HOJIMATUBHYIO CbIllb, I'€HEPAIN30BAHHYIO

MMATHUCTO-MTAITYJIC3HYIO  CBIIIb,

CBIIIb, MEITYyHICHUEC KOXH, CBIIIb,
SpUTEMY, T'CHUTAJIbHYIO CBblIllb, TCIIJIOBYIO CBbIIIb, OcIble yrpu, IMNOTHULY,
HYCTyHC3HLIﬁ ncopuas, Cblllb, 5pUTEMATO3HYIO CHIIIb, (I)OJIJ'II/IKy.]'IﬂpHy'IO CBIIIb,
TCHCPAJIIM30BAHHYIO ChIIlb, MAKYJISIPHYIO CbIIlb, 3yASAIIYIO ChIllb, PA3APaKCHUC
KOXH, TOKCHYCCKYIO KOXHYIO Cblllb, BC3UKYJIC3HYIO YPTHKAPHYIO CBbIIb,

BaCKYJIUTHYIO CHIIIb)

3yZ, YIpeBas Chlllb, AJIONELUsA, CYyXOCThb KOXM, THIIEPrUaApO3, KpalMBHUIIA,

Yacmo
JIEpMaTUT (BKJIIOYAst SK3EMY)
KO>KHBI€ 513BbI, OYJIE3HBIN JepMaTo3, HApyIICHUs] MTUTMEHTALUH, TOPAKEHUS
I HOrTeH,  (OoTOCeHCHOMNM3aIMsl, MAHHUKYJIUT, CHHIPOM  JIaJJOHHO-
enacmo MOJIOIIBEHHON  DPUTPOAMU3ECTE3NN, M3MEHEHHMs] BOJIOCSHOIO IIOKPOBA,

HEUTpo(UIBbHBIN epmaTo3
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Hapywenus co cmoponst mMbluieuHoul, CKeJ1IemHOU U COeOUHUMENbHOU MKAHU

Ouenb yacmo KOCTHO-MBbIIIICYHAs 00JIb

apTpajarusi, MeIICYHaAA CJ'Ia6OCTI), MHAJITHA, KOCTHO-MBIIIICYHAsA CKOBAHHOCTBD,

Yacmo
MBIIIEYHBIE CITA3MBI
Heuacmo pab10MUOIN3, MUO3UT, TEHAUHUT, OCTEOHEKPO3, apTPUT
Ped 3aMeIUICHHAsT WHBOJIONMS Snudu3a, 3aAepkKa pocra (YacToTa JIaHHBIX
eO0KO

HEXeJaTeJIbHBIX PEeaKIUil B UCCIIEIOBAHMSIX Y IETE OTMEUEHA KaK «4acTo)

Hapywenus co cmoponst noueK u Mo4eevléo0auiux nymeil

MOYEYHAsi HEJOCTATOYHOCTh, YYallleHHOE MOYEHCIyCKaHUE, MPOTEUHYpHs,
remMarypus

Hevacmo

Peoxo HapyleHne QyHKIUN TOYeK

B’epememtocmb, nOCﬂ@pO@O&blﬁ nepuod U nepuHamailbliovleé COCMOARUA

Peoxko CaMOTIPOU3BOJILHBIN a00pT

Hapymeﬂu}l CO CmMOpOHbBL penpodykmuanoﬁ CUCmIéMbl U MOJIOYHDBLX Jicejie3

H T'MHCKOMACTU:I, HapYIICHUA MCHCTPYAJIbHOT'O IIHMKIIAa, BarvHaJIbHBIC
€4acTo
KpOBOTCUYCHUS, MATOYHBIC KPOBOTCUCHU S

Ilpouue

nepudeprudeckue OTeKH (BKJIIOYAs JIOKAIM30BAHHBIC OTCKH TTOJKOKHOM
KJIETYATKU PA3UYHON JIOKATU3allii, TPAaBUTAI[MOHHBIE OTEKH), OTEK JIMIa
(BKJIFOYAst OTEK S3bIKA, OTEK I'y0, OTEK 00JIacTH pTa, 0TeK KOHBIOHKTUBBI, OTEK
B 00JacTu TJla3a U BEK, OTEK OPOUTAILHOM KIIETYATKH, MEePHOPOUTAIbHBIC
OTEKH, MaKYJISIpHbIE OTEKH, OTE€YHOCTD JIMIIA), TIOBBIIICHHAS YTOMIISIEMOCTb,
MIOBBILLICHUE TEMIIEPATYPHI TEJIA

Ouens yvacmo

reHepaln30BaHHbIe OTEKH (BKIOYas 3aaepxkky xuakoctd, orek JKKT,
FeHepaIM30BaHHbIN  OTeK, TNepudepudyeckuii  OoTeK, OTeK,  OTeK,
Yacmo 0OYyCIIOBJIEHHBIN CEpACYHON HEOCTATOYHOCTHIO, MapaHePpPaIbHBIA BBHINOT,
HOCTIPOIETYPHBII OTEK, BUCLIEPATIBHBIN OTEK), aCTeHHS, 00Jb, 60JIb B IPy.H,
03HO0, CHIDKEHHE WIN YBEJTMUEHHE MacChl Teja, CIyTaHHOCTb CO3HAHUS

HE/IOMOT'aHue, TOBBIIIEHHE AKTUBHOCTU KpeaTHH(OCHOKHUHA3BI, TOBBIIICHNE
AKTUBHOCTH TraMMa-TIIOTaMUITPAHCIENTHAA3bl, MPOYHe IOBEPXHOCTHBIE
OTEKH (BKJIIOUYasi OTEYHOCThH IOJIOBBIX OPTraHOB, OTEK B MECTE pa3pe3a KOXH,

Heuacmo
OTEK TOJIOBBIX OPraHOB, OTEYHOCThH IMOJIOBOTO WIEHA, OTEK MOJIOBOTO WICHA,
OTEK MOIIOHKH, OT€YHOCTh KOXXH, OT€YHOCTh SHUYEK, BYJIbBOBATUHAIBHYIO
OTEYHOCTb)

Peoxo HapyIIEeHNE MOXOIKH

Kpome TOro, mpu mpuMeHeHHMH Mpernapara HojdydeHa MHPOpMaLus O CISAYIOIUX SBICHUSIX,
4acTOTa KOTOPBIX HE YCTAHOBJIEHA, W/WJIM CBSI3b MX C MPUMEHEHHWEM Ja3aTUHUOA HE JI0Ka3aHa:
Hnghexyuu u uneazuu: peaktuBanus Bupyca renatuta B (BI'B).

Hapywenus co cmoponwl cepoya: GuOpUIsALys NpeacepAnil/Tpeneranue npeacepauil.
Hapywenus co cmoponwl cocyoos: TpomboTHueckas Mukpoanruonatus (TMA).

Hapywenus co cmopoHvl ObiXamenbHOU CUCeMbl, OP2AHO8 2PYOHOU KIeMKU U CPe0OCmeHUs.:

HHTCPCTULIUAJIBHEBIC 3a00JIeBaH U JIETKUX, IIHEBMOHUA.
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Kenyoouno-kuuieunvie HapyuleHus: )KCJ'Iy,I[O‘IHO-KI/IHi.QII;II:C;e-lElgﬂ%@o%@%'élc

¢ | Heranbhev

HCXOJIOM.
Hapywenus co cmoponwl kodcu u nookodichvix mraneu. cuHpom CtuBeHca-/[>KOHCOHA.
Hapywenus co cmopoHbvl nouexk u mMouegvlgo0sauux nymeti. HePPOTUIECKUH CHHIPOM.
JlabopamopHule u uncmpymeHmaibHble OaHHbLE:

— TPOMOOLIMTOIICHUS, aHEMHUsI U HEUTponeHus 3 uiau 4 CTerneHu, 0COOEHHO Y MAIEeHTOB C
no3aaumu pazamu XMJT win octpeivm OJLJT Ph;

— THNOKAJIMEMHUs], TUIIOKANbIeMus, rurodocdaremus;

— TOBBIIICHHWE aKTUBHOCTH IIEYCHOUYHBIX TpaHcaMuHa3 (amaHnmHamuHOTpaHchepassr (AJIT),
acmapraramuHoTpancdepassl (ACT));

— MOBBIIIEHUE KOHIEHTPAUN OMINpyOrHA /WM KpeaTHHHHA B CBIBOPOTKE KPOBH.

Hawnbosee yacThIMK HEeXeNaTeIbHBIMU PEAKIIUSIMHE MIPH PUMEHECHUH JTa3aTHHUOA Y TIAIIMEHTOB C
BIIEPBBIE BhIsABIEHHBIM XMJI Ph* B XpoHudeckoii Gase SBIAIOTCS 3a1epiKKa KUJAKOCTH U TUaPes,
a y TAlMEHTOB C PE3UCTEHTHOCTHIO MM HETIEPEHOCHMOCTBIO MMAaTHHIOA — 3a/IepiKKa KUIKOCTH
U Jauapes, TOJIOBHast 00Jb, OMBIIIKA, CHIb, YCTAJOCTh, TOIIHOTA, KPOBOM3IUSIHHS (TaKkue Kak
KEIyTOYHO-KUIICYHbIE KPOBOTCUCHUS U IPYTHUE).

V3MeHeHHs J1a0OpaTOPHBIX IOKa3aTeNel y JeTedl COOTBETCTBOBAIM HM3MEHEHHUSIM OTHX
MOKa3aTeJIei y B3pOCIIbIX MAllMEHTOB.

Hemu ¢ OJIJI Ph™ npu ucnonvzosanuu oazamunuba 6 KOMOUHAYUU C XUMUOMEPANUELL:
HexenarenbHble sIBIEHUS, ONUCAHHBIE B 2-X MEAMATPUUYECKUX MCCIIEOBAHUSAX, B KOTOPBIX
JTa3aTMHUO MPUMEHSIICS B COUYETaHUU C XMMUOTEpaIneil, COOTBETCTBOBAIM U3BECTHOMY IPOQHITIO
0€30MaCHOCTH Ja3aTHHUOA y B3pOCIBIX W OXHgaeMoMy d3(QeKTy OT XUMHOTepanud, 3a
UCKJTFOUEHHEM MEHBIIEH BCTPEYaeMOCTH IUIEBPAIBHOTO BBITNIOTA Y JIETEH MO CPaBHEHHUIO CO
B3pOCIBIMH.

B nerckom wuccnenoBaHuM ocTtporo auM@oOIacTHOro Jeiiko3a MoKazaTelu J1adopaTOpHBIX
OTKJIOHEHUII COOTBETCTBOBAJIM M3BECTHOMY Hpoduio 0e30macHOCTH s J1a00paTOPHBIX
MapaMeTpoB Yy B3POCIBIX MHAIMEHTOB C OCTPBIM JUMQOOIACTHBIM JIEHKO30M, MOIYYaBIINX
(OHOBBII KypC XMMHOTEPAIHH.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0marsh O M0J03pPEBAEMBIX HEXKENaTeIbHBIX pPEaKLUUAX IOCIe PEerucTpanuu
JIEKapCTBEHHOTI'0 Tpernapara ¢ 1ebi0 00ecnedeHrs HeNpepbIBHOIO MOHUTOPUHTA COOTHOILIEHUS
«I0JIb3a — PHUCK» JIEKapCTBEHHOIO TMpemnapara. MenuIUMHCKUM paOOTHHKAM PEKOMEH]yeTCs
coolmate O JOOBIX MOJO3PEBAEMbBIX HEXKENATENbHBIX PEeaKIMIX JIEKapCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHbIE CHUCTEMBI COOOIIEHHSI O HEXKEATEeNbHBIX PEAKIUSIX IOCy/1apCTB — YICHOB

EBpazniickoro 3k0HOMHUYECKOr0 COK3a.
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Poccuiickas @enepanus

@DenepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXpaHCHHUS

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl Iiomaip, 1. 4, ctp. 1

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

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMAIMOHHO-TEIEKOMMYHHUKAITHOHHON ceTu «MHTEepHET»:!

http://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

CuMnOTOMBI

Crnyuyau nepe103upoBKH Aa3aTUHUOA ObLIIN 3apErUCTPUPOBAHBI Y ABYX MALIMEHTOB, IPUHUMABIINX
B TeueHue 1 Hexenu no 280 mr nazatuHuOa B CyTKH, YTO MPUBEJIO K 3HAYUTEILHOMY CHUYKEHUIO
quciIa TPOMOOLIUTOB.

Jleuenue

B caywsae mepenosmpoBku mpenapata [lazatmHuO TpeOyercs TIIATENbHOE HAOIIOJCHHE 32
NAalUMEHTaMM C LEJIbI0 KOHTPOJS CTENEHM MMENOCYIPECCUU; NpU HEOOXOAUMOCTH —

CUMIITOMATHUYCCKAA TCpaIlns.

5. DPAPMAKOJIOTMYECKUE CBOHMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOIiCTBA

dapmakoTepaneBTHUECKas IPyIIa: IPOTUBOOIYXO0JIEBbIE CPEJICTBA; HHTMOUTOPHI MPOTEUHKHUHA3;
UHTuOoUTOpHI TUpOo3uHKUHa36l BCR-ABL.

Kox ATX: LOIEA02

dapmakoagnaammudeckue YO HEeKTol

Hazatunu6 uarubupyer tuposunkuHazy BCR-ABL u tuposunkunaszsl cemeiictBa SRC, a takxe
MHOT'H€ JIpyre OHKOTeHHble KuHa3bl, BKitoyast c-KIT, kunazy a¢ppunosoro (EPH) penenropa u
PDGFB-peuentop. /lazatuHu® cBs3bpIBaeTCS C aKTUBHOM M HEaKTUBHOM (opmamu ¢epmeHTa
BCR-ABL u B cyOHanoMOsIpHBIX KoHTIeHTparusx (0,6 — 0,8 HMOJIb/MIT) HHTHOUPYET ee.

Mexanuszm geiicTBus

B ycrioBusx in vitro na3aTiHUO NPOSIBIISIET aKTUBHOCTh HA KJIIETOYHBIX MOJIENSAX JICHKO3a, KaK B
OTHOIIIEHUU UYBCTBUTEIBHBIX, TaK M PE3UCTCHTHBIX K WMaTUHUOY KieTok. JlazatnuHuO
MPEO0JIeBAaCT PE3UCTEHTHOCTh K HMMAaTUHHUOY, cBA3aHHYIO0 c runepakcrpeccueir BCR-ABL,
mytaiusiMu  omeHa BCR-ABL  kuHa3bl, akTuUBalMed albTEpPHATUBHBIX MEXaHU3MOB,
uayupytonmx kuHaszel cemeiictBa SRC (LYN, HCK), a takxke c rumepakcmpeccueil reHa
MHOKECTBEHHOH JICKapCTBEHHOUN pe3ucTeHTHOCTH. [Ipu nccnenoBanun mytaruii qomena BCR-

ABL y nanueHToB ¢ BIepBbI€ BbISIBICHHBIM XPOHUYECKUM MHENI0JIEHKO30M B XpOHUYECKOH (a3ze,
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MPEKPATUBIINX TPHUEM J1a3aTUHNOA, ObUTH BBISBJICHBI M]&I/E/E%gﬁ]_ﬁﬂtﬁ/i ':I/IT‘T:'/EF@é—E.:' Ha

OCHOBAaHHHU 3SKCIICPUMCHTOB in vitro IIaSaTI/IHI/IG, MMOo-BUANMOMY, HC TIPOABIISACT AKTUBHOCTHU B

otHomeHn: myTtaruu T3151.

5.2. DapmakoKMHEeTHYECKHE CBOMCTBA

AOcopbuus

Abcopbrust  ObicTpas. MakcumanbHass KOHIEHTpamus Ja3aTHHHOA TIociie TpueMa BHYTPh
HaOmogaercs yepe3 0,5 — 3 yaca y B3pocinbix u uepe3 0,5 — 6 4acoB y JeTeil BceX BO3pPacTHBIX
rpymi. Ilnomans mom kpuBoit «koHIEHTparus — Bpems» (AUC) W BBIBEICHHE SIBISIOTCS
JI0303aBUCUMBIMH B JuamnazoHe 103 ot 25 mo 120 mr 2 pasa B geHb. CpenHuid oOmmIMi
TEPMUHAJIBHBIA TEPHOJ] MOTYBBIBEICHUS Na3aTHHUOA y MAIlMEHTOB COCTAaBJIAET 5 — 6 4acoB, y
neTeut 2 — 5 yacos.

[Tpu npueme ogHokpaTHOM 10361 100 Mr nazatuHNOa y B3pocibix yepe3 30 MUHYT Mocie npuema
MWLM C BBICOKUM COZEpKaHueM xupa orMmevaercs yBennueHnue cpenneit AUC Ha 14 %; nocie
IpueMa MWLM C HU3KUM cojepkaHuem >xkupa — Ha 21 %. Ilpuem numm He OKa3bIBaeT
CYLIECTBEHHOI'O BIIMSHUSA Ha BcachlBaHue. [Ipu mnpumMeHeHMM HATOIIaK BapuadebHOCTD
CHUCTEMHOT'0 BO3/IeHicTBUS 1a3aTuHuOa (koo durment Bapuanuu 47 %) okazanach BbIIIE, YEM IPU
npueMe ¢ HexxupHoH (kodddumment Bapuanuu 39 %) u xxupHoit (koapdurment Bapuanuu 32 %)
MHLLEH.

Hcxons u3 pe3yiabTaToB MOMYISILIMOHHOTO (papMaKOKMHETUYECKOTO aHajlu3a, BapualOelnbHOCTh
CHUCTEMHOTO BO3JCHCTBHs Ja3aTUHHOA B OCHOBHOM OOYCIIOBJI€HA BHYTPUUHIAMBUAYAIbHON
BapHUabeIbHOCThI0 OMOAOCTYMHOCTH (KO3 duuueHT Bapuanuu 44 %) U B MEHbIIEH CTENEeHU
MEXMHIMBUTyaJIbHOU Bapra0elbHOCTHIO0 OMOAOCTYITHOCTH U KIIMpeHca (ko3 pUIMEeHT Bapuanuu
32 % u 30 %, coorBercTBeHHO). CiyuyaiiHas BHYTPUMHIMBHAyaJlbHas BapHaOeIbHOCTh
IPENOI0KUTENBHO HE BIMSIET HA CyYMMapHO€ CUCTEMHOE Bo3AeHCTBUE U 3((EKTUBHOCTh MU
0€3011aCHOCTb.

Pacnpenenenne

Kaxymuiics o0bemM pacmpeneneHus na3aTHHHOA y TalueHToB coctaBiser 2505 1, dto
CBUJICTENLCTBYET O 3HAYUTENBHOM pACHpEeICHHH BO BHECOCYIMCTOM MpocTpaHcTBe. [lpu
UCTIONIb3YEMBIX B KIIMHUYECKOW MPaKTUKE KOHIEHTPAIUSAX, CBA3bIBAHUE Ja3aTHHUOA ¢ OelKamu
TJ1a3MbI COCTaBIISET 96 %.

buorpancdopmarms

Nzodepment CYP3A4 sBnsercs OCHOBHBIM (EPMEHTOM, OTBETCTBEHHBIM 3a METa0OIU3M
nazatunn6a. Iocne npuema BHyTps 100 mr [*C]-nazatunuba 310poBeIME 106poBOIbIAME, 29 %

PadOAKTUBHOCTH B IIJIa3ME MNPUXOJUTIOCH HA OO0 HCU3MCHCHHOI'O )Ia?,aTI/IHI/I6a. CYJISI 1o
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. . O B HOC TE Q002
KOHIICHTPAIIMU B TUIa3ME€ W aKTUBHOCTH in Vitfo MO)KH'J)-l np'e}ﬁt;ﬂ"o ' Lgmlligllmel]éﬁcﬂmrﬁ HE

UTPArOT OOJIBION POIH B (PapMaKOJIOTHIECKOM JICHCTBUN Aa3aTHHHOA.

DJIMMHUHALHS

[Ipemmapatr BBIBOOUTCS, TJaBHBIM 00pa3oM, KHIIEYHHKOM, IPEUMYILIECTBEHHO B BHJE
merabomutoB. Ilocne onHOKpaTHoro mpuema BHyTps [*Cl-mazatmmnba 4 % u 85 %
PaMOaKTUBHOCTH BBIBOJMUTCS MOYKAMH W KUIIIEYHUKOM, COOTBETCTBEHHO, B TeueHue 10 cyTok.
Hewsmenennniii mpazatuau® coctaBisger 0,1 % um 19 % 103bI, BBIBOAUMOW TMOYKAMU |
KHUILIEYHUKOM, COOTBETCTBEHHO, OCTaJIbHASI YaCTh JI03bI MIPEICTABICHA META0OTUTAMH.
®apMaKOKMHETHKY J1a3aTUHUOA U3ydalii y 8 MAlleHTOB C YMEPEHHBIMU HAPYIICHUAMU (QYHKIIUU
MIEYCHH TIOCTIE OJHOKPATHOrO MpHeMa mpernapara B 03¢ S0 Mr u y 5 MalUeHTOB C THKEIBIM
HapymeHneM (QYHKIIMM TEYeHH MOocjie OJHOKPaTHOTO mIpuema mpemapara B no3e 20 mMr B
CcpaBHEHMH ¢ (apMAKOKHHETHKOW Y 3/I0POBBIX JOOPOBOJIBIIEB MOCIE MIpHEeMa Ipenapara B 103€
70 mr. 3HayeHUsT MakcuMalibHON KOHIEHTpauH (Cmax) 1 AUC nmis mazatuHuOa ObUTH HIDKE Ha
47 % wu 8 %, COOTBETCTBEHHO, NMPH yYMEPEHHOM IMOBPEKJACHUHN TEYECHH, [0 CPABHEHHUIO CO
3HAUEHUSMHU Yy 3JIOPOBBIX JOOPOBOJIBIICB. Y TAIMEHTOB C TSDKEIBIM HapylieHueM (QyHKInu
nedyeHu cHrkeHne 3HaueHMH Cmax U AUC mma gasatuHmba nmocturano 43 % u 28 %,
COOTBETCTBEHHO.

Y nanueHToB ¢ HapymeHUs MU (QYHKIIUH MOYeK papMaKOKHHETHUKA Ta3aTHHUOA HE U3MEHSICTCSI.
B xone wuccienoBanmsi (apMaKOKWHETHKH C YYacTHEM IallMEHTOB JETCKOrO BO3pacTa
perynupyemoe no3upoBkoit neiictBue nazatuHuOa (Cavg, Cmin U Cmax) OBUIO CXOXHUM JUIS
nanuentoB ¢ XMJI B xporuueckoi pase u naruentos ¢ OJIJI Ph*.

CyI1ecTBEHHBIX pa3audmil B (hapMaKOKMHETHKE MEXITY N€TbMH U TIOJIPOCTKAMHU HE HAOIIOJaIOCh.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHp BCIOMOraTeJIbHBIX BEIIECTB

Snpo TabeTKu

JlakTO3BI MOHOTHIpPAT

[enmrono3a Mukpokpuctaiandeckas 102
Kpockapmernosa HaTpus
I'mapokcHIpoOnMIILEII0I03a

Maruus creapat

[TneHouyHas 000I0YKa

[TonmuBunumnoseiit ciupt (E1203)
Tansk (ES53b)
Turana quokcun (E171)
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['muneprna MoHOKamnpriokanpar (turm 1)

Hatpus naypuncynsgar

6.2. HecoBMecTHUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

2 roja.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHuTh nipu Temnepatype He Baiie 25 °C.

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

ITo 30 Tabnerok B 0aHKY M3 MOJUITUIICHA BEICOKOH TNIOTHOCTH € 3aBHHYMBAIOIIUMHUCS KPBIIIIKAMU
U3 TOJIMIIPOTIHIIEHA C OCYIIUTENeM WK 0€3 Hero, ¢ 3alIMTON OT JeTel uiu 0e3 Hee, KOHTPOJIEeM
HIEpBOTO BCKPBITHSI WK O€3 HEero.

ITo 1 banke BMecTeE C JINCTKOM-BKJIAABbIIEM ITIOMCHIAOT B IIAYKY U3 KAPTOHA.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPH  YHUYTOXKEHUM  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOr0 mpenapara WJIH OTXO0A0B, TMOJYYEHHbIX TIOCJde NPHMEHEHUs!
JIEKAPCTBEHHOT0 Mpenapara u Apyrue MaHUIYJISIAN C MPenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPALIHMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas ®enepanus

000 «<AMEJIAPT»

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

®akc: +7(495)-741-46-65

Anpec anexTpoHHO# outsr: info@amedart.ru

7.1. lIpencraBuTe b AepKaTesisi perucTPAllHOHHOIO YAOCTOBEPEeHHs

[Iperen3un HOTD66I/ITCJICI71 HalnpasJIATH 110 aApECy.

Poccniickas @enepanvs

000 «<-AMEJIAPT»

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

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

Anpec snekTpoHHO# mouThl: info@amedart.ru
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8. HOMEP PETUCTPALHUOHHOI'O YAOCTOBEPEHUA

9. JATA TIEPBUYHOM PEIMCTPAIIMM (IIOATBEPXKJIEHUSI PETHCTPALIUM,
HEPEPEITUCTPALINUN)

[lara nepBoii peructpanuu:

10. JATA HEPECMOTPA TEKCTA

OO61mas xapakTepHucTHKa JIEKapCTBEHHOT O Mpenapata JlazaTuHub goctynHa Ha HHG)OPMALMOHHOM

nopTajic EBpaSHﬁCKOFO 9KOHOMHNYECCKOI'O COI03a B I/IH(i)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOﬁ CCTHU

«uTtepHer» http://eec.eacunion.org/.
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