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1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

HNazatuan6-dapm-Cunres, 20 Mr, TaOJIETKH, TOKPHITHIE TUIEHOYHO 000JI0YKOH.
HNazatuano-dapm-Cunres, 50 Mr, TaOIETKH, TOKPHITHIE TUICHOYHO 000JI0YKOH.
HNazatuano-dDapm-Cunres, 70 Mr, TaOIETKH, TOKPHITHIC TUICHOYHO 000JI0YKOH.

HNazatuan6-dapm-Curres, 100 mr, TaOIETKH, MOKPBITHIE ITICHOYHOW 000TI0YKOM.

2. KAYECTBEHHBIN Y KOJIMYECTBEHHBIA COCTAB

JlelicTBytOIIIEE BEIIECTBO: JA3aTUHUO.

Jlazatnan0-Papm-Cunures, 20 Mr, TaOJETKHA, HOKPBITHIE ITIEHOYHOUW 000JI0UYKOM

Kaxxnas TaGnerka, mOKphITas INIEHOYHOM 000JI0UKOM, comepkut 20 Mr ga3zaTuHuOA.

BcnomorarenbHbIe BelecTBa, HATMYME KOTOPBIX HA/JIO0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: Jiaktosa (cm. pazaen 4.4).

Jlazatnan6-dapm-CunTtes, 50 Mr, TaOAETKH, MOKPBITHIC IIICHOYHON 000JI10YKOH
Kaxxnas Tabnerka, mOKphITas TNICHOYHOM 000JI0YKOM, coaepkut 50 Mr gazatuHuoa.

BcrnomorarenbHbIe BelecTBa, HATMYKAE KOTOPBIX HA/IO0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: Jiakto3a (cm. pazjaen 4.4).

Jlazatun6-dapm-CunTes, 70 Mr, TaOAETKH, MOKPBITHIC TIIICHOYHON 000I0YKOH
Kaxxnast Tabnerka, MOKphITas MIICHOYHON 000JI0UKOM, COepKUT 70 Mr Aa3aTHHHOA.

BcrnomorarenbHbIe BEIecTBa, HATMYHAE KOTOPBIX HAJIO0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: Jiakrosa (cm. pazaen 4.4).

Jazatuan6-Papm-Cuures, 100 Mr, TabJIETKH, OKPLITHIE INIEHOYHOI 000JI0YKOH

Kaxxnas Tabnerka, moKpeITas MiICHOYHOU 0000ukoi, conepkuT 100 Mr nazarunuba.

BcnomorarenbHbie BEIeCTBa, HATMYKAE KOTOPBIX HAJIO0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: Jiakrosa (cm. pazjaen 4.4).

IlomHbrit MNEPCUCHDb BCIIOMOT'aTCIIbHBIX BCIICCTB IIPUBCIACH B pa3JcCiic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, NOKPBITHIE TNIEHOYHOI 000JI0UKOIA.

Jazatuan6-Papm-Cunres, 20 mMr, Ta0IE€TKH, ITOKPHITHIE IJIEHOYHOU 000JI0YKOH

Kpyrnble ABOSKOBBINYKIIbIE TaOJETKH, MOKPBITHIE IJICHOUYHOHM oOosoukoil Gemoro mBera. Ha
HOTIEPEYHOM Pa3pese AAPO OT OesIoro A0 MOUTH OEI0ro LBETa.

Jazatuan6-®apm-Cunres, 50 mMr, Ta0IE€TKH, TOKPHITHIE INIEHOYHOU 000JI0YKOH

Kpyrnble ABOSKOBBINYKIIbIE TaOJETKHU, MOKPBITHIE IMJICHOUYHOM oOosoukoil Gemoro mBera. Ha
HOTNIEPEYHOM pa3pese SAPo OT Oes1oro A0 MOUTH OEI0ro LBETA.
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Jazatuau6-Papm-Cunres, 70 Mr, Ta0NEeTKH, TOKPBITHIE H;IIQHQEO%%SIMB% OCThb 0005)

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Kpyrnbie ABOSKOBBINTYKIIbIE TaOJETKH, TMOKPBITHIE IJICHOYHOHM oOosoukoit Oemoro mBera. Ha
MIOTIEPEYHOM pa3pese siIpo OT OEJI0ro A0 MoYTH OeIoro IBeTa.

Jazatuau0-Papm-Cuntes, 100 mr, Ta0JIETKHU, IIOKPHITHIE INIEHOYHON 000JIOYKOM

Kpyribeie ABOSKOBBITYKIIbIE TaOJETKH, TMOKPBITHIE IJICHOYHOHM oOosoukoit Oemoro mBera. Ha
MONIEPEYHOM pa3pe3e sIpo OT OeIoro A0 NOUYTH OEIoro LBETa.

4. KIMHUYECKHUE JAHHBIE
4.1. IlokazaHusl K NPUMEHEHHUIO

Ipenapar Hazarnan0-Papm-CHHTE3 OKA3aH K IPUMEHEHUIO V B3POCIIBIX:

— BIIEPBBIE BBISBJICHHBI XPOHUYECKHI MHENIOJNIEHKO3 C MOJOXKHUTENbHOU (uianenbduiickon
xpomocomoii (XMJI Ph*) B xporunueckoit dase;

— XMJI B xponudeckoii daze, daze akcenepanuu win (aze MUCTOUTHOTO WIH JTUM(OUITHOTO
OJIACTHOTO KpHU3a MPHU PE3UCTEHTHOCTH MJIM HEMEPEHOCUMOCTH MPEABIAYIICH TEpaIiy, BKITFOYast
NMaTUHUO;

— ocTpblii TUM(MOONIACTHBIA JIEHKO3 C TIOJIOKHUTEIbHOU (rianenbhuiicKol XpoMOCOMOit
(OJIJI Ph™) mpu pe3uCTEHTHOCTH MIIH HENEPEHOCUMOCTH MIPEALIAYLIEN TEPAIIHH.

[penapat /lazatunn6-®apm-CuHTe3 noka3ad K IPUMEHEHUIO Y JeTel B Bo3pacTe oT 3 no 18 ser:
— XMJI Ph* B xponuueckoii dase;

— BriepBble BolsBieHHbl OJIJT Ph* B koMOMHAIIMY ¢ XMMUOTEpAITUEN.

4.2. Pe:xxnM 103MPOBAHUSA U CIOCO0 MPUMEHEHUs

Teparm;[ J0JKHA IIPOBOAUTHCA BpauOM, HMCIOIIHUM OIIBIT JICHCHUA ITALIUCHTOB C JIEKO3aMH.
Pexxum fgo3upoBanus

Pexomenoyemvle nauanvuwie 0o3vl npenapama Jlazamunu6-Dapm-Cunmes y 63poCivix.

— 100 Mr oguH pa3 B eHb (YyTPOM HUITU Be4epOM) B XpoHUUeCcKoil paze XMJI;
— 140 mr oauH pa3 B IeHb (YyTPOM HUITU BEYEPOM) B OCTAIBHBIX CITydasX.

JnumenvHocms nevenus

B xnuanueckux uccnenoanusx (KIM) neuenne B3pocnbix manueHToB ¢ XMJI Ph*, XMIJI B daze
aKcenepanum, MUeI00JacTHOro 6o auMdoodaacTHOro kpusa (mo3aHasa (asa 3aboseBaHus) WIK
OJIJI Ph* u mnemmarpuyeckux OonbHbIx ¢ XMJI Ph* nasaruamGOM mpomoKalocs 1o
MporpeccupoBanust 3a00J€BaHUS WM HEMEPEeHOCHMOCTH JIEKaPCTBEHHOTO  IIperaparta.
[TocnencTBusi OTMEHBI TEPANUU C TOYKU 3PEHUs JOITOCPOYHOTO MPOTHO3a 3a00JIeBaHUS MOCTE
JOCTHIKEHHSI ITUTOTEHETHYECKOTO WM MOJIKYJISIPHOTO OTBeTa (B TOM YHCIE [OJIHOTO
nutorenerndeckoro oreera (I111O), 6ombiioro monekynspaoro orsera (bMO)) He u3yqanuce.

B KU y neanarpuueckux 6oapubix ¢ OJIJT Ph* nasatunuG Ha3Havaiu B OCTOSHHOM PEXHUME B
N00aBJICHUH K MOCJIEI0BATEIbHBIM ITUKJIaM OCHOBHOUM XMMHUOTEpAIuu Ha MPOTSHKEHUU He Ooliee
2 ner. B cmydyae mocneayromiei nepecaaky CTBOJIOBBIX KIIETOK J1a3aTHHUO MOKHO MIPUMEHSTH €I1Ie
B Te4eHHe | roja mocie TpaHCIIaHTAIUH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
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OTBCTA U IICPCHOCUMOCTHU IpCriapaTa ManrucHTOM.

Tlosviuenue 003vl

B CJIydac OTCYTCTBHUA I'CMATOJIOTMUCCKOTr0 UJIKM MUTOTCHECTUYCCKOT'O OTBETA IPU peKOMCHIlyeMOfI

HaYaJIbHOM 703€¢ BO3MOXKHO YBCIMYCHHUEC 103bI IlaBaTI/IHI/I6a J0:

— 140 Mr oauu pa3 B jeHb 1pu xporudeckoit pasze XMJI u OJIJI Ph;

— 180 mr omH pa3 B aeHb npu o3aHuX ¢pazax XMJI (da3a akceneparuu wim 01aCTHOTO KpH3a)

unmu OJUJI Ph*.

Koppexyus 003wl 6cnedcmeue nesxcenamenbHulx peakyuii

Muenocynpeccus

[Ipn muenocynpeccnu cienyeT yMEHbIINUT 03y, IPEPBAaTh TEPANIUIO UIM OTMEHUTS ee. B ciaydae
HE0OXO0IMMOCTH CJIeIyeT MPOBECTH TPaHCPY3HI0 TPOMOOLIMTAPHON HIIH SPUTPOLIUTAPHON MACCHI.
[Ipu ycTOWunMBON MUEIOCYITPECCHH BO3MOXKHO MPUMEHEHHE FTeMOTIOITHYECKHIX (DAKTOPOB POCTA.

Ta6muma 1. Koppekius 10361 TP HEUTPOTICHUH U TPOMOOIIUTOTIEHUH Y B3POCIBIX

Xponudeckas (aza
XMIJI (nayanbHas
no3za 100 mMr omuH
pa3 B JICHB).

AOcooTHOE
HeHTpoduos
< 0,5x10%n 1507051
YUCJIO  TPOMOOIIMTOB
< 50x10%.

YHCJIIO

1

N

Cnenatp nepepbiB B JICUCHUH Ja3aTUHHOOM
N0  JIOCTHXKEHWsT  aOCOJIOTHOTO  YHCTa
HeiiTpopumos > 1,0x10%nm w  umcna
TpoMGommTOB > 50%10%/1.

Bo0300HOBHTE Tepanuio B MpeKHEH 103€.
[Ipu KonmmuectBe TpoMbommuToB < 25x10%/1
WM aOCOJIOTHOM 4YHCJIE HEUTpoHUIIOB
<0,5x10%1,  HaGmopmarommxcs  Oonee
7 mHel, cienath nepephiB B ICUCHUU U TOCTIE
JNOCTIKEHUS ~ MCXOJHBIX  TOKa3aTenei
TEpanui0 BO30OHOBUTH B CHM)KEHHOW [03€
80 mr 1 pa3 B menp (Bropoi smuzon). Ilpu
HACTYIUICHUH TPETHEro AMH30/1a
TPOMOOIIMTO-/HEUTPOTICHUN Y TALIUEHTOB C
BHOBb BbIsBIICHHBIM XMJI B XpoHHYECKOU
daze cHmxkarT 103y 10 50 mr 1 pa3 B neHs.
[Ipy HacTymieHUHM TpPETbEro  SIU307a
TPOMOOIIMTO-/HEUTPOTIEHUH Y TAIIUEHTOB C
Opyrumu ($azaMu MHUENOJIeHK03a U HATUYUU
YCTOWYMBOCTHU K MPEALISCTBYIOIIEH Teparnuu
JIpYTUMH npenapaTaMmu (BKITIOUAst
UMaTUHUO) WM €€ HEeNepeHOCHUMOCTH
MPEKPaIIaloT JICYCHHE Ta3aTHHUOOM.

XMJII (B daze
aKcelepanuy WU
0JaCTHOTO KpHU3a) U
OJII Ph*
(HauanpHast 1032
140 mr 1 pa3 B
JICHB).

AOcomoTHOE
HelTpoduios
< 0,5x10%n 1503051
YUCIIO  TPOMOOIIUTOB
< 10x10%m.

YHUCJI0

. YCTaHOBI/ITB, O6YCJ'IOBJIeHa JIU TUTOIICHUSA

Jeiiko3oM  (acmupauus WM Ouomcus

KOCTHOT'O MO3ra).

. Ecnmu muToneHus He cBSI3aHa C JIEMKO30M,

JeYeHHE CIIeqyeT MPepBaTh 10 AOCTHKEHHS
abCoJIIOTHOTO qucia HeilTpoduos
>1,0<10°%1 wu  uwmcna TPOMOOILIUTOB
>20x10%1 u BO30OHOBUTH TEpamuio B
IIPEXKHEN J03€.
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3. B_ci{ide Peitirsa TATonemlr Gieijer

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

CHOBa yOeIUTHCS B MPHUPOJE LUTOIECHUH U
BO300HOBHTH TEPAIUIO B CHIDKCHHOH 103€
100 mr 1 pa3 B aeHb (BTOpOW 3MU301) WUIIH
80 mr 1 pa3 B JeHb (TpeTHii AIH30]).

4. Eciu BO3HUKIIAs LUTOINEHHUS CBsI3aHA C
JEUKO30M, CIELYeT PACCMOTPETh BOIIPOC 00
yBesinueHuu 10361 10 180 mr 1 pa3 B JieHsb.

[Tpu pa3BUTHH TSHKENBIX HETEMATOJIOTUIECKUAX MTOOOUYHBIX 2(P(PEKTOB 2 CTETIEHH U BHIIIE JICUCHUE
MIPUOCTAaHABJIMBAIOT /10 MCUE3HOBEHUSI CUMIITOMATHKU MOOOYHOTro 3((deKTa Wi 10 yIydlIeHUs
COCTOSIHUS MalueHTa. JleueHrne Mo>KHO BO30OHOBUTH B CHHXKEHHOM J03€.

Hecemamonocuueckue nobounvie aghghexmoi
[Ipn pa3BuTHUM yMEpEHHBIX HETeMaTOJIOTMUECKHUX MOOOUYHBIX peakuuil (2 CTerneHu) JiedeHue

CJICAYCT MPUOCTAHOBUTD 1O TCX IMOP, ITOKA PEAKIUA HC Pa3pPCIINUTCA WX HE BCPHCTCA K UCXOJHOMY
ypoBHIO. JIeueHre BO30OHOBIISIOT B IPEXKHEH J103€, €CJIN 3TO MEPBBIN cityyall TOOOYHOM peakuuy,
MOCJI€ IOBTOPHBIX CIy4aeB pEKOMEHIYETCsl CHIKEHUE J03bl 1a3aTUHHOA.

[Ipu pa3BUTHH TSHKEIBIX HETEMATOJIOTHYECKUX MOO0YHBIX d(DdexToB (3 mim 4 cTereHn) JeUeHne
MIPUOCTAaHABIMBAIOT JI0 MCUE3HOBEHUSI CUMIITOMATHKU MOO0YHOro 3((deKra uiu a0 yrnydieHus
COCTOSIHUS MalueHTa. JleueHre MOKHO BO30OHOBUTH B CHIKEHHOU J03€.

VY B3pocnbix nanueHToB ¢ XMJI no3y pekomenayetcsi cHu3uth co 100 mr 1 pa3 B cytku 10 80 Mr
1 pa3 B cyTkH, a nmpu HEOOXOAUMOCTH AoNOTHUTENbHO ¢ 80 Mr 1 pa3 B cytku no 50 mr 1 pa3 B
CYTKU. Y B3pOCIBIX MALUEHTOB ¢ To3aauMu pazamu XMJI uan OJIJI Ph', nonygaromux 140 mr
1 pa3 B cyTkm, peKOMeHayeTcsi cHWKeHue 103bl A0 100 Mr 1 pa3 B cyTkm W jganee, eciu
notpedyercs — co 100 mr 1 pa3 B cyrku 10 50 mr 1 pa3 B CyTKH.

Iinespanvhulii 6binom

B cnyuae nmuarHOCTHMKM TUICBPAJIBHOTO BBINIOTA JICUCHHE Ja3aTHHUOOM CIEAyeT MpepBaTh 0
oOcreIoBaHUsT TAIMEHTa M WCYC3HOBEHHS CHMIITOMOB WJIM BO3BpAIlleHUS CTEIEHH HUX
BBIPAKEHHOCTH K HCXOJHOMY YPOBHIO. ECiii amn30/1 HE KynmUpyeTcsl B TEYCHUE TPUMEPHO OJTHOM
HEJeNH, TO CIIeAYeT PACCMOTPETh IPUMEHEHHUE JUYPETUKOB MIM KOPTUKOCTEPOUJIOB, UIIH 00EHX
TPYII IpenapaToB ogHOBpeMeHHO. [locne pa3penienus nepBoro 3Mu3o/a ciaeayeT pacCMOTPETh
BOIIPOC O BO30OHOBJICHWH TEpaluu Ja3aTHHUOOM B paHee NpuUMeHsBIIekcs mose. Ilocrme

paspeiiCHus MOCICAYOINX 3MNU3040B, I[aBaTI/IHI/I6 CJICAYCT NIPUMCHATL B YMCHBIICHHBIX J0O3aX.
ITocne pas3peiICHus TAKEI0Ir0 (CTCHGHI/I 3 nim 4) olMn304a, Mmpu HeO6XO,Z[I/IMOCTI/I JICUCHHUEC MOZKHO
BO300HOBUTH B YMCHLmeHHOﬁ 03¢ B 3aBHCHUMOCTH OT HadaJbHON TSKECTH HEXeIaTelIbHOM
pCaKkiuu.

Koppexkuus 0o3vl npu conymemeyiowem ucnonb3osanuu uneubumopos uzodepmenma CYP3A4
Cnenyer wu30eraTb COBMECTHOTO TpHMEHEHHUs CHIbHBIX UHrHOuTOpoB CYP3A4 u coka
rpeiindpyra ¢ Aa3aTUHUOOM H TIO BO3MOXHOCTH BBIOMpATh albTEPHATHUBHYIO TEPANHUIO C

MUHUMAaJbHBIM ~ CHIDKEHHEM akTuBHOCTH m3odepmenta CYP3A4. Ecmu HeoOxoanmo
COITYTCTBYIOIIIEE HCIOJb30BaHue na3aTuHuOa u uHrudburopo CYP3A4, cienyer paccMOTpeTh
YMEHBIIIEHHUE J103bl JJa3aTUHUOA!

— 40 mr npu cyrounoit goze 140 mr;

— 20 mr npu cyrounoi go3ze 100 mr;

— 20 mr opu cyrouHoit go3e 70 mr.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

JIeYeHHsI Aa3aTHHUOOM JI0 MTPEKPAIICHHUs TEPANHH C UCTIOJIb30BaHNEM HHI'MOUTOPOB H30(epMeHTa
CYP3A4. Bo3zoOHOBIEHHE Tepanvd BO3MOXHO 4Yepe3 HENeN0 TOocCie MpPeKpalieHHs
HCII0JIb30BaHUSI HHTUOUTOPOB.

[Ipenmnonaraercs, YT0 CHKEHUE 03Bl OYAET AOBOIUTH IUIOLIAAb 0]l KPUBOM «KOHILIEHTpalUs-
Bpems»» (AUC) no 3HaueHuid, HaOmomaeMbix 6e3 nHruouTopoB CYP3A4, onHako KIMHUYECKUE
JAaHHbIE C M0J00HON KOppEKIUEl 103l OTCYTCTBYIOT. B cilyuae HEMEpeHOCUMOCTH CHUKEHHOMN
J03bl CleqyeT TMpeKkpaTuTh mnpumMeHeHue wuHruoutopoB CYP3A4 wnu npuOCTaHOBUTH
HCII0JIb30BAHNE Ja3aTUHUOA [0 NpPEKpalleHHs NMPUMEHEHUs UHIuOuTOpoB. Bo300HOBIEHUHE
npuemMa J1azaTuHuOa BO3MOKHO Yepe3 HEJEII0 M0CciIe MPEeKpaleHus IpueMa HHTHOUTOPOB.

Oco0ble rpyIInb MAIMEHTOB

Hauueﬁmbz NOJ2HCUTIOCO so3pacma

Knunnyecku 3HauuMMBIX pa3inuuuil B (PapMaKOKHMHETUKE Yy MOXHJIbIX MMAllUEHTOB HE BBISBIICHO,
[I03TOMY KOPPEKIUH 1036l HE TpeOyeTcs.

llayuenmul ¢ HapyweHuem QyHKyuu nevenu

Jazatuan® MeTaboau3upyercs TJaBHBIM 00pa3oM I€YEHBIO, IMOATOMY IMpenapar CleayeT
UCII0JIb30BATh C OCTOPOXKHOCTBIO Y MAllMEHTOB C HapylIeHueM (YHKIHMH MeYEeHH YMEPEHHOU U
TSKEIION CTENEHH.

Ilayuenmul ¢ HapyweHuem QyHKyuu noyex

[ToueuHslif KTUpEHC Aa3aTUHHUOA U ero MeTaboJUMTOB cocTaBiseT < 4 %, MO3TOMY KOPPEKLIUU
JI03bI TIPU HApYIIeHUN (DYHKIIMH TIOYEK HE TpeOyeTcs.

CTHU

Pexomenoyemvle nauanvuvie 003vl 0azamunuda y demeti no nokazanusm XMJI Ph™ ¢ xponuueckotl
pasze unu enepsvie sviscnennviiit OJIJ1 Ph™

Haznauenue 10361 penapara OCyIIeCTBISICTCS Ha OCHOBaHMHM Beca peOeHKa, OJUH pa3 B JCHB
(yrpom unu BedepoMm). Ilepepacder m03bI JOKEH MPOBOAUTHCS Kaxable 3 Mecsla, Mpu
HEOOXOIMMOCTH — Yallle.

— 40 mr nipu Bece ot 10 xr 10 MeHee yeM 20 KT

— 60 mr mpu Bece oT 20 kr g0 MeHee yeM 30 kT

— 70 mr nipu Bece ot 30 kr 10 MeHee ueM 45 Kr;

— 100 mr npu Bece MUHUMYM OT 45 K.

[IpenapaTt HE pekOMEHIOBaH AETAM ¢ Maccol Tena meHee 10 kr.

ITo nokazanusm «XMJI Ph* B xponuueckoi (ase» u «srepssie BoisiBieHHb OJIJI Ph™ B
KOMOMHAIMM ¢ XuMHUoTepanueil» mpenapar [lazarnnu6-®Papm-CuHTe3 He clieayeT Ha3HayaTb
(mpuUMeHATh) y neTeil B Bo3pacTe A0 3 JeT B CBSI3U C HEBO3MOXHOCTBIO O0ECHEUUTh PEXUM
no3upoBanus. [1o octanbHBIM MOKa3aHUSAM 0e30MacHOCTh U 3()(HEeKTUBHOCTD Mpenapara y 1eTei B
BO3pacTe 10 18 neT Ha JaHHBI MOMEHT HE YCTaHOBIEHBI. J[aHHbIE OTCYTCTBYIOT.

1o ocranbHBIM NIOKa3aHUAM Y JIeTel B Bo3pacTe 10 18 et He mpuMeHseTcs.

Tlosviuenue 003vl



COOTBETCTBYET 3KCMEPTHOMY OTUETY
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PEKOMEHIyeMO# HadyaipHOM 103¢ y mnamueHtoB ¢ XMJI Ph* B xponmueckoit dase mpu
MIEPEHOCUMOCTH TE€paNry BO3MOKHO YBEJIMUEHHUE J103bI Ja3aTHHUOA 10

— 50 mr mipu Bece ot 10 xr 1o menee yem 20 KT,
— 70 mr mipu Bece ot 20 kr 10 meHee yem 30 kT,
— 90 mr mipu Bece oT 30 kr 10 MeHee ueM 45 kT
— 120 Mr npu Bece MUHIMYM OT 45 KT.

He pexoMenyercs NOBBIIEHHE 0361 aMenTaM aeTckoro Bospacra ¢ OJIJI Ph*, Tak xak
Na3aTUHUO MPUMEHSETCSI COBMECTHO C KypcaMu XUMHOTEPAIUU.

Koppexyus 0o3vl 6cnedocmeue nobounwix s¢pgpexmos

Muenocynpeccus

Tabnuma 2. Koppekius 10361 IPU HEUTPOTIEHUH W TPOMOOIMTOTIEHHH Y jerei pu XMJI Ph™ B
XpoHHUYECKOH (haze

1. Ecniu nutoneHus coxpansercs TabneTku, NOKPHITHIE MIEHOUYHOU 0007104YKOM
Oosmee 3 Hemenb, CIEIyeT
YCTQHOBHUTH OOyCJIOBJIEHA JIU

MakcuMaiibHasi CyTo4Has J103a

HHUTOIICHUSA JICUKO30M | J]cxonnas nosa [epBuuHOE [ToBTOpHOE
(acrmpamst  wm - GuoricHs CHIDKCHHE JI03bI CHIDKCHHE JI03bI
KOCTHOTO MO3Ta).
40 mr 20 mr -

2. Ecniy muTONIeHHs He CBsI3aHa C
neiiko3om, crenath mepepsie B | 00 MT 40 mr 20 mr
JICUEHUH  J1a3aTMHUOOM 110 | 70 MT 60 MT 50 MT
JOCTHKCHUS a0COJTIOTHOTO

N 9 100 mr 80 Mr 70 mr
yrciaa Herrpopunos > 1,010/
u qrcia TPOMOOIIUTOB
> 75%10%m. Bo3o0OHOBUTH

TEpamuilo B TpEeXKHEH WU
CHWI)KECHHOH JI03€.

3. B cmywae  pernmmuBa
IUTONICHUH  CJIEAYeT  CHOBa
yOeuThCS B pupoie
UTONICHUH  (aCTHUpanus WiIH
OWoTCHs KOCTHOTO MO3Ta) |
BO300HOBUTH TepaIuio B
CHIDKEHHOM J103€.

B cJIydac TIIOABJICHUA HeﬁTPOHCHHH TpeTBefI CTCIICHU MW BBIIIC (I/IJ'II/I €€ TIOBTOPHOI'O
BOBHI/IKHOBCHI/IH) JICUCHUC I[aSaTI/IHI/I6OM JOJIDKHO OBITh MMPUOCTAHOBJICHO U MOXKCT OBITh
BIIOCJICACTBUH BO300HOBJICHO B CHIDKEHHOM H03¢€.

BpeMeHHOG YMCHBIICHUC 03Bl 1TpHU HNPOMCKYTOUYHBLIX CTCICHAX LUTOICHHU  MOKCT
HCIIOJIb30BATLCA JIs1 YMCHBIICHUS CUMIITOMOB WJIN YJIIYUIICHUSA COCTOSIHUA.

[Tpy BO3ZHUKHOBEHUHU IeMaTOJIOTMYECKHX MOOOUHBIX sBIEHUH 1—4 Kilacca y MalueHToB AeTCKOro
Bo3pacra ¢ OJIJI Ph* koppekims 10361 He pekoMeHyeTcs. B ciydae, eciu HeWTponieHust u/uiiu
LUTOINEHHSI IPUBOJIAT K 3aJIepiKKe cIelyronero 6oka Tepanuu 6osee yeM Ha 14 nHeit, neueHue
Ia3aTHHUOOM ClIelyeT IpepBaTh U BO30OHOBUTH CO CIEAYIOLIEro OJIoKa Tepanuy B TOH ke J103e€.

6
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

3aJiep)KUBAETCS elle Ha 7 THei, He0OXOIMMO MPOBECTU OLEHKY COCTOSHHUS KOCTHOTO MO3Ta JUIs
OLCHKM HAIIOJIHCHUA KICTKAMH W IMPOLUCHTHOI'O COACPIKAHUA 6J'IaCTHbIX KkiaeTok. Ecmm
conepxkanue kietok meree 10 %, cnemayer MpuOCTAHOBUTH JICUCHUE Aa3aTHHHOOM JI0 TeX TOp,
1I0Ka aBCONIOTHOE YHCI0 HeHTPo(UIOB He AOoCTHTHET 3HadeHus > 500/mxi (0,5x10%m), mocie
4ero Teparuio BO30OHOBISIOT B CTaHAApTHOW no3e. Eciu conepxkanwe kietok Ooiee 10 %,
MOKHO PaCCMOTPCTb BOSMOXXHOCTD IMPOAOJIKCHUA JICUCHU .

Heecemamonoeuueckue nobounwle SCbeeKWlbl

V manuenToB aeTckoro Bosdpacra ¢ XMJI Ph* B xponnueckoil (ase ¢ HEreMaToJOTHYECKHUMH
MOOOYHBIMU PEAKIHMSIMH CHIKEHHE JI03BI JIOJHDKHO MPOBOJUTHCS aHAJIOTHYHO PEKOMEHIIAIHSIM,
MIPUBEICHHBIM BBIIIIE U1l CHUYKECHUS JI03bI TPH TEMATOJIOTUYECKUX MTOOOYHBIX PeaKIusX.

[Tpu TOSIBIIEHUHU HETEMATOJIOTNYECKUX TOOOUHBIX peakiuit y nereit ¢ OJIJI Ph* cnenyer camxath
703y Ha OJWMH YPOBEHb B COOTBETCTBUM C PEKOMEHAAIMSAMH [0 CHIDKEHHIO JIO3BI IS
reMaTOJIOTHYECKUX TMOOOYHBIX peaknuid (OMUCaHBI BBINIE). 3a HCKIIOYEHHUEM HapyIIeHUH
(GYHKIMU TICUYEHW B CIydae HEreMaTOJIOTUYECKUX HEeOIarompusATHBIX peaknuid > 3-i cTeneHu
msokectd y gereir ¢ OJIJT Ph* neuenue JODKHO OBITh IPHMOCTAHOBIEHO U MOXET ObITh
BO30OHOBJIEHO B CHIKEHHOW J103€ IOCJI€ YMEHBIICHHS TSHKECTH HEeONaronmpUsTHBIX pPeaklMii
1o < 1-i crenenu. Ecnu koHLIeHTpanus npsiMoro ounupyorHa 6osiee 4yeM B 5 pa3 Bbllle BepXHeEl
rparuisl HopMbl (BI'H), Tepanuio 0OTMEHSIOT 10 TE€X MOP, MOKa 3TOT MOKa3aTejb HE BEPHETCS K
HCXOJHOMY YPOBHIO WJIH TSDKECTh HEOIAronpHusITHON peakliy He YMEHbIIUTCS 10 < 1-if creneHu.
ITpu noseimennn aktuBHOCTH ACT/AJIT 6011¢e BI'H B 15 pa3 Taxke He0OX0quMa IMPHOCTAaHOBKA
Tepanuu 0 BO3BPAIICHUS K MCXOTHBIM 3HAYEHUSM WIIM CHIDKEHUS TSXKECTH HEeOIaronpusTHbIN
peakuuu 110 < 1-if crenenu. [lpm peruanBe mMOMO0OHBIX HapylmieHWH (DYHKIMH TEYEHU TOCIe
BO30OHOBIICHUS TepANNH 1a3aTHHUOOM J03Yy Mpernapara cielyeT CHU3HUTD.

Cnoco0 OPUMCHCHUA

[Ipenapar Jlazatuan6-dapm-CunHTe3 CaeayeT NpUHUMATh IEPOPATHHO.

TabneTku, NOKpBITHIE OOOJIOUKOW, HENb3s HW3MeNbyuaTh, pa3pe3aTb WM IKeBaTb, YTOOBI
MOJJIep>KaTh MPABUIbHBIE TO3UPOBKH U MUHUMHU3UPOBATh PUCK BO3JCHCTBHUS Ha KOXKY; TaOJIETKH
ClieyeT MpOraThiBaTh LETUKOM. TablieTKu, MOKPHIThIE 000JIOUKOM, HE CIeAyeT W3MeIbyarh,
MOCKOJIBKY CHCTEMHAsi SKCIO3HIMS y MAIlMeHTOB, MPUHSABIINX U3MEIbUCHHbIC TAaONETKU HIKE
TaKOBOH, YeM y MaI[eHTOB, IPOTJIOTUBIINX LIETYI0 TAOIETKY.

TaGneTkn MOXHO NPUHMMATh HE3aBHMCHMO OT IpHUeMa IHUIIM U Ha MOCTOSIHHOW OCHOBE JHOO
yTpoM, Jnubo BeuepoMm (cM. pasgen 5.2). Ilpenmapar [a3atunu6-®apm-CuHTe3 Henb3s
OJIHOBPEMEHHO MPUHUMATh € TperndpyToM i rpedndpyToBbIM cOKoM (cM. paszen 4.5).

4.3. IIpornBonoKa3aHus

— T[umepyyBCTBUTENBHOCTh K [a3aTUHUOY WM K JIOOOMY M3 BCIOMOTATENbHBIX BEIIECTB,
MepEeYMCIICHHbIX B pa3aene 6.1.

4.4. OcoOble yka3aHusi 1 MepbI PeJ0CTOPOKHOCTH NPH NPUMEHEHUH
Muenocynpeccusa

[Ipu neuyeHnn Aa3aTUHUOOM MOTYT BO3HUKATh TsDKENble TPOMOOLIMTONEHHS, aHEMUS U
HelfTporienus. Yarie oHM PErUCTPUPYIOTCS y MAMEHTOB ¢ no3aHuMu ¢azamu XMJI nim OJUI
Ph*, uem y nariieHTOB ¢ XpoHUUeckoi hazoit XMJL.
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MMOJIHBIM KIMHHUYECKHN aHaIu3 KpOBU HGOGXOI{I/IMO MMpOBOAUTL CIKCHCACIILHO Ha MPOTSXKCHUHN
MEPBBIX 2-x MCECAILICB, a AAJICC CKEMECAYHO HUJIN 110 KIIMHUYCCKHM ITOKa3aHUAM.

V B3pocisix manuenToB u aeteil ¢ XMJI Ph* B xpoHudeckoii (ase mosHblil KIMHAYECKUI aHaTH3
KPOBH CJIeJIyeT MPOBOJAUTH KaXKIble 2 HEIETU TepBbie 12 Hemenb JieueHus, 3aTeM Kaxbie 3
MecsIa WK 10 KIMHUYECKUM TIOKa3aHUsAM. Y B3POCIBIX MAIlMEHTOB ¢ Mo3aHUMH (azamu XMJI
vy OJIJT Ph* npu MoHOTEpanuu 1a3aTHHKMOOM aHajIu3 KPOBH CIEAYET HOBTOPATH €KEHENEIHLHO
nepBple 2 Mecsla JICYCHHs], 3aTeM — €XKEMECSYHO WM MO0 KIMHUYECKUM MoKazaHusM. [lpu
neuennu jgereit ¢ OJIJI Ph' komOuHarweit 1a3aTiauba ¥ XMMHOTEPAITHH TOJIHBIA KIMHUIECKUHN
aHaJIU3 KPOBU CJEAYET IPOBOJIUTH IEpe] HAyaloM KaXXJIoro OJoKa XUMHOTEpanuu U II0
KIIMHUYECKUM TMOKa3aHusM. Bo Bpems KypcoB XUMHUOTEpanuu aHajlu3 KpPOBU HEOOXOIUMO
MOBTOPSATH KaX/ble 2 IHS 0 BOCCTAHOBJIEHUS MOKa3aTesiell. YTHETeHHUEe KOCTHOTO MO3Ta 00BIYHO
00paTHMO U MPOXOJUT IIPU BPEMEHHONW OTMEHE WJIM CHM)KEHHUH JI03bl Ja3aTHHHUOA.

Kposomeuenus

VY nanuenToB ¢ XxpoHudeckoit pazoit XMJI, mosrydaBmmx ga3aTuHUO, CIIydaanuch KPOBOTECYCHHS 3
w4 creneny. Y nanuenTos ¢ no3aaumMu cragusMu XMJT una OJIJT Ph* Gbuin oTMedeHs! ciaydan
TSKENIBIX KPOBOMJIMSHHUIA B LIEHTPAJbHYIO HEPBHYIO CHCTEMY (B TOM 4Hcie (aTallbHbIE).
Tsxenble )KemyJOYHO-KUILIEUHbIE KPOBOTEUEHHUS 3 WM 4 CTEIIEHH OTMEUYEHBI Y 4 % MalueHToB ¢
no3aauMu craaussMu XMIJL. TIpu TsoKenbIX KemyIoYHO-KUIIEYHBIX KPOBOTECYEHUAX BPEMEHHO
MIPUOCTAaHABJIMBAIOT TEPANUIO U IPUMEHSIOT TeMoTpaHchy3uto. [Ipyrue Tsokenbie KpOBOTEUEHUS
3aperucTpupoBansl y 2 % manueHToB. bOJbIIMHCTBO CilydaeB KPOBOTEUEHUH CBA3AHBI C TAXKEION
TpombOonmronenue. [Ipenapatel, HHrUOUpyOEe QYHKIMH TPOMOOIIMTOB, U AHTHKOATYJISTHTHI
clieryeT IPUHUMATh C OCTOPOKHOCTBIO.

3aoeporcka sncuoxocmu

[Tpu npueme nazaTuHNOA MOKET HAOIIOIATHCS 3aIepykKKa )KUIKOCTH. Cpen B3pOCIIBIX AIUEHTOB
¢ BIepBbIe BoIsaBIeHHBIM XMJI Ph* 3anepikka :®HIKOCTH THKEIOM cTeneHn Habmoaanacs y 5 %
MMAlMEHTOB.

V B3pocibIx ¢ BepBble BhisBIeHHBIM XMJI Ph™ mpu pe3ucreHTHOCTH K MMATHHHOY WM €ro
HEMEPEHOCUMOCTBIO 3a/IepiKKa JKUIKOCTH Tshkenod cremeHu (3 wimum 4 cremeHu) Obina
3aperucTpupoBana y 6 %. Y B3pocCibiX manueHToB ¢ no3aaumu daszamu XMJI wmu OJIJT Ph*
3aJiep>KKa KUIKOCTH TSDKETIOW cTereHu Halmronanach B 8 % ciydaeB, BKJIIOYAsl BbIPaKEHHBIN
IJIEBPAIbHBIM M NepUKapAUalibHbId BbIIOT y 7% u 1 % DauuMeHToB, COOTBETCTBEHHO.
BbIpajkeHHBIM acUUT M TEHEpPAIM30BAHHBIM OTEK pa3BWINCh y MeHee | % MalMeHToB C
PE3UCTEHTHOCThI0 K HMMaTMHHOY. Y 1 % manMeHTOB € PEe3UCTEHTHOCTBIO K HMAaTHHUOY
3apEruCTPUPOBAH TSKEIIBIM OTEK JIETKUX.

IIpy mnosBIEHUM OJBINIKK, OONMM B TPYIHOM KJIETKE MIM CYXOTrO Kauuidl HeoOX0oauM
PEHTICHOJIOTUYECKUH KOHTPOJb OPraHOB TPYIHOW KIETKU. 3aiepKKa >KUAKOCTH OOBIYHO
KYIIUPYeTCs NPU NPUMEHEHHUH MOAJCPKUBAIOIICH TEpaluu C BKIIOYEHUEM IJUYPETHUKOB HIIU
KOPOTKOTO Kypca TIIIIOKOKOPTUKOCTEPOUIOB. IIpu BBIpa)KEHHOM IIIEBpaJIbHOM  BBINOTE
TpeOOBAJIMCh OKCUTEHOTEpAINUsl U TOpaKoLEHTe3. 3aJepikKKa >KUAKOCTH HaOmrojanach yaue y
MAIMEHTOB, IPUHUMAIOLUX IIpenapar 2 pa3a B JIEHb.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

IIJIEBPAJIBHBIN BBIINIOT, KAIlIEIb, KPOBOTEYEHUS B HIDKHUX OT/IEIaX XKEITYAOYHO-KHUILIEYHOTO TPAKTa
(OKKT), napymeHus amnmeruTa, B3IyTUE JKUBOTA, TOJIOBOKPYXKEHHUE, NEPUKAPAUAIBHBIN BBINOT,
3aCTOMHAs Ceple4yHas HENOCTATOYHOCTb, CHM)KEHUE BECa, Yallle BCTPEYAIOTCS y IALMEHTOB
crapiie 65 JeT, I03TOMy clleyeT 00ecreunTh TIIATeIbHOE HAOMI0CHNE 3a AIIMEHTaMH JTaHHOU
BO3PACTHOM I'PYIIIIBL.

Yonunenue unmepsana QT

VY anunenue QT unTepBana HaOM0Aam0CH MeHee yeM y 1 % MmanueHToB ¢ BIIEPBbIE BbISIBJICHHBIM
XMJT Ph* B xpoHuueckoil (ase, MOTyYaBIIUX JA3aTHHUO, TIPU ITOM Y/UIMHEHHE COCTABUIIO B
cpennem 3,0 mc. Yanunenue QT wHTEpBasia pH JICUCHUH Ja3aTUHHOOM HaAOII01aI0Ch Y OoJiee
yeM 1 % nanueHToB ¢ pe3MCTEHTHOCTHIO WU HETIEPEHOCUMOCTBIO TEPATi UMATHHUOOM.

JlazaTuHUO crieAyeT UCIHOJIb30BaTh C OCTOPOKHOCTBIO MalMeHTaM ¢ yUIMHEHHbIM QT
MHTEPBAJIOM WJM C PUCKOM €ro YUIMHEHUs (THIIOKAJUEMUs, TUIOMarHUeMHUsl, BPOKICHHBIN
cunapom yanuHeHHoro QT unTepBasa, Tepanus aHTHAPUTMUYECKUMH U IPYTUMHU NIpenaparamu,
cnocobubiMu  yuHATE QT wuHTEpBan, mpenulecTByomias Tepanus BBHICOKUMH JI03aMU
anTpauukiuHoB). Ilepen HasHaueHweM Ja3aTuHHOA  CIEAyeT IPOBECTH  KOPPEKIHIO
TUIIOKAJIMEMHUHN UM THIIOMAarHUEMUU.

Hapywenus co cmoponul cepoeuno-cocyoucmoii cucmemul

VY nanueHToB ¢ 3a00JieBaHUSMHU CeplUa B aHaMHe3e¢ WIM PHUCKOM HX pPa3BUTHUS Cpeau
HEeXKeJlaTeNIbHBIX PEaKIuil yalie, 4eM y JPYrux rpymi, oOHapyKUBAJIMCh HAPYIIEHUSI CO CTOPOHBI
CeplICUHO-COCYIUCTOM  cHCTeMbl  (3acToiiHas  cepjaedyHas  HEeJIO0CTaTOYHOCTB/cepaeyHas
TUCQYHKIMS, MEepUKapIUaIbHBIN BBINOT, ApUTMUS, OIIYIIEHUE cepALeOueHUs, YIIMHEHHE
untepsana QT, nndapkt Muokap/a (B TOM 4HCIIE C IeTaIbHBIM HCX0I0M)). BBUaY 3TOTO Y AaHHOM
TPYNIbl  TAMeHTOB HEOOXOAUMO THIATENIbHO KOHTPOJMPOBATH MapaMmeTpbl CeplIeUHON
NESTebHOCTH C IENIbI0  BBIABICHUS M, NPU HEOOXOIUMOCTH, KOPPEKIUU BO3MOMKHBIX
HEeXKeNlaTeNbHBIX PEaKIMil €O CTOPOHBI CEPIACYHO-COCYAUCTON cucteMbl (0601b B Tpyau,
3aTpyaHEHHOE JIbIXaHue, moTooTAaeneHue). [Ipu pa3BuTHH HexeIaTeNbHBIX SBJICHUI CO CTOPOHBI
CEepJCUYHO-COCYIUCTOM CUCTEMBI JICUEHHE MIPErapaToM CieyeT IPUOCTaHOBUTh. Bo3oOHOBIEHHE
JICYCHUS BO3MOJXKHO TIOCJ€ BBIMOJHEHUS (DYHKIMOHAIBHON OLICHKU: HCXOIHAsl J03a MpH
CI1a0bIX/yMEPEHHBIX HEXENATeIbHBIX peakiusax (<2 CTeneHH), CHIKEHUE JT03bI MPH TSIKEIbIX
HEeXKeNlaTeNbHBIX PeaKusix (> 3 cTeneHn).

Jlecounas apmepuaibrasd cUnepmeH3usl

Jlerounas apTcepualibHass T'HIICPTCH3UA (.HAF ), NOATBCPIKACHHAA IPU IMOMOIIKW KaTCTCPpU3allun
IpaBbIX OTACJIOB CepAla, MOKCT Ha6J'IIOI[aTI:>C$I KaK B XOJ€ JICUCHUIA I[a3aTI/IHI/I60M, TaK MU II0
MMpOMmCCTBUU I'oJa 1 OoJlee mociie ero OKOHYaHH:, 4aCTO Ha (I)OHC COIIYTCTBYROIIIUX 3a00JIeBaHHI
U OAHOBPEMCHHOI'O IpUeMa APYIUX JICKAPCTBCHHLIX IIPCIIapaToB. Hepez[ HayaJIoOM JICUCHUS
,Z[aBaTI/IHI/I6OM CIICAYET IPOBECTU O6CJ'I€I[OB8.HI/IC nanuceHTa C ICJIbIO BBIABJICHHA BO3MOKHBIX
IIPHU3HAKOB U CUMIITOMOB 3a00JIeBaHUI cepana U JICTKUX. Ecnu B xo1e nedyeHus ,Z[aBaTI/IHI/I6OM y
MManueHTa OTMCYAKOTCA OABIIIKA WK YCTAJIOCTD, HGO6XOI[I/IMO HCKJIIOYUTH HauOoJliee TUIIUYIHYIO
O9THOJIOTHIO, BKJIOYasa HJ'ICBpaJ'IBHHﬁ BBIINIOT, OTCK JICTKHUX, aHCMHIO U HAJIM4YHUC I/IH(I)I/IJ'ILTpaTa B
JICTKHUX. HpI/I 9TOM HeO6XOI[I/IMO YUYUTBIBATH PCKOMCHAAIINN, TAHHBIC B pa3aciic 4.2 I CIIydacB
Pa3sBUTHUA  HETCMATOJIOTUYCCKUX  HCKCIIATCIIbHBIX peaKLIPIfIZ IIpu  pa3BUTHUU  TSAKCIIBIX
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CHUMIITOMATUKH HEXKeJIaTeILHON pPCakuuu Uik 40 YIydlICHUS COCTOSAHHUSA MalUCHTA.

Ecnu B mponiecce o0cnenoBanust NaieHTa He OblJI MOCTaBJICH APYroi JUAarHo3, ciaelyeT NPUHSTD
K paccMmotpenuto guarHo3 JIAI. B caywae mnoarBepxkaenus JIADIT y mamueHTa JeueHue
7a3aTHHUOOM TMpeKpamiaT 0e3 TOCIeAyIOmero BO300HOBICHUS, O00ECTEUUB IOCIEAYIOINI
KOHTPOJIb COCTOSAHMS IMAlITUCHTA B COOTBCTCTBHUU CO CTAHAAPTHBIMU PCKOMCHAALIUSAMMU.

Tpombomuueckasn muxkpoaneuonamus (TMA)

NHrndutopsr THUPO3UHKHHA3bI BCR-ABL aACCOLMUPYIOTCS c TPOMOOTHUYECKOH
mukpoanruonaruer (TMA), BxiItouas OTHENbHbIE COOOIIEHHS O CiIy4asX HpPUMEHEHUs
nazaTuHuOa. Eciau y manuenTa, moyiydaromero 1a3aTuHu0, BOSHUKAIOT KIMHUYECKUE CUMITTOMBbI
unu 1abopaTopHble U3MEHEHHUsI, XapakTepHbie it TMA, neueHue n1a3aTUHHUOOM JOJIKHO OBITh
MpPEKpAlleHO MW MpPOBeACHA TOJIHAs JAuarHoctuka TMA, BKIrO4Yass OUEHKY aKTUBHOCTH
ADAMTSI3 wu ompenenenust antu-ADAMTS13-anturen. [lpu BbICOKOM ypOBHE aHTH-
ADAMTS13-a"TuTEN B COYETAHNU ¢ HU3KOM akTUBHOCTEI0O ADAMTS13 neuenue nazatuHuOOM
HE JI0JDKHO BO30OHOBIIATHCS.

Peaxmusayus eupyca ecenamuma B (BI'B)

Nuruburtops Tupo3unkuHazsl BCR-ABL cBs3biBatoT ¢ peaktuBanueii Bupyca renatuta B (BI'B),
eAVMHUYHBIC CIIydad OTHCAaHBI A Aa3aTuHuOa. B HekoTophIx ciydasx peakrtuBaius BI'B npu
MPUMEHECHHUH JPYTUX HHIHOUTOpOB THpo3uHkrHa3el BCR-ABL mpuBoamia Kk pa3BUTHIO OCTPOi
MEYEHOYHOW HEJIOCTATOYHOCTH WM (YIbMHHAHTHOTO TeNaTuTa, a B TMOCIEAyIOIeM — K
TpaHCIUIAaHTAIMH NT€YSHH UJIH JIETATbHOMY UCXOAY.

[Tepen HauanmoMm Tepanuu na3aTHHUOOM JOJDKEH MPOBOJAUTHCS CKpUHUHT Ha Haymuue BI'B. Jlns
MalMEHTOB, UMEIOIINX MOJI0KUTEIBHBIE CEPOJIOTHYECKHE TTPOOBI, pPEKOMEHIYETCS KOHCYIJIbTAIIHS
crienanucTa, uMmerouiero onsIT JgedeHuss BI'B. ¥V nanuentoB—Hocuteneit BI'B, Hyxgaromuxcs B
JeYeHUH  HWHruOuTOpamu  THUpo3uHKWHA3l BCR-ABL, HeoO0XoauMo  KOHTPOJMPOBATh
KIIMHAYECKHE W JIabopaTOpHbIC TOKa3zarenu akTuBanuu BI'B Ha mpoTspkeHMHM Tepanuu u
HECKOJIBKO MECAIICB MMOcje ee okoH4YaHus. /[ manueHToB ¢ peakTuBupoBaHHBIM BI'B Ha done
MPUMEHEHMsI 1a3aTUHUOA TTOKa3aHa HEMEAJICHHAs! KOHCYIbTAIUS CO CIIEUAINCTOM MO JICUEHUIO
BI'B.

Cunopom nuzuca onyxonu

bbun 3aperucTpupoBaHBl Cilydyad pa3BUTHS CHUHAPOMA JIM3MCA OIYXOJM Yy TAIUEHTOB C
PE3UCTEHTHOCTHIO K MPEIIECTBYIOIMIEH Tepanuud UMaTHHUOOM, IPEUMYIIIECTBEHHO Ha MO3THUX
cTanusx 3aboneBanus. BeneacTBre BOZMOKHOCTH Pa3BUTHUS CHHAPOMA JIM3KCA OIYyXOJH, Mepes
HaYaJoM JICYSHHs 1a3aTHHUOOM HEO0OXOMMO MOAEPKUBAThH aJeKBATHBINM YPOBEHB THIpATAIIUH,
MIPOBOJUTH KOPPEKIIUIO YPOBHS MOYEBOM KUCIOTHI U KOHTPOIUPOBATH COIEPKAHUE DJICKTPOIUTOB
B MuiazMe KpoBH. [laleHThl Ha MO3AHUX CTaausAX 3a00JEBAHUS W/WUJHM C BHICOKOW OMYXOJIEBOM
Harpy3KOH HaxoJATCs B TPYIIE BBICOKOTO PHCKA, MO 3TOW MPUYMHE OHU HYXKIAIOTCSA B Ooliee
4acTOM 00CIEI0OBAHNH.

Bausnue na pocm u pazeumue demeti u nOOpoOCmMKo8

B KU npu siedenunn Jeteil ¢ BIEpBbIE BBIABICHHOM XpoHHueckoit dazoit XMJI Ph' win mpu
PE3UCTEHTHOCTH/HETIEPEHOCUMOCTH MMaTHHUOA, N0 MeHbIIeH Mepe depe3 2 Trojaa Imocie
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POCTOM M pa3BUTHEM KOCTEH (BKIIIOYAst CIydad 3aMeUICHUs] HHBOJIIOIUH MU (U3a, OCTCONICHUH,
3aMeJUIeHHsl pocTa, TMHeKoMacTuu). MiHTepnperanus pe3ynbTaToB 3aTpyAHEHA B BUly KOHTEKCTa
XPOHUYECKOTO 3a00JICBaHUS | MOJICKUT JOITOCPOUHBIM HAOMIOJCHUAM. B rccaenoBanusx npu
JeueHnu reauarpuyeckux nanuentos ¢ OJIJI Ph* nasatuHuGom B KOMOWHAIIMK C XUMHOTEpAITHEN
MaKCHMYM 2 rojia CIyCTsl 10CJI€ JIE€UEHUSI OTMEUEH Cllydall HE)KEIaTeJIbHOTO SIBJICHUS, CBSI3aHHBIN
C HapYLIEHUEM POCTA U Pa3BUTHS KOCTEH.

IIpouue

[Ipu noBbILIEHNU YPOBHSI TpaHCAMMHA3 UM OMIMPYOMHA cleAyeT YMEHBIIUTh 103y Ipernapara
WJIY IPUOCTAHOBUTH €TI0 IPUEM.

[Ipyn pa3BUTHUM TMNOKAIBLUUEMHUU COCTOSTHUE KOPPEKTUPYETCS IPUEMOM BHYTPb IIPENaparoB
KaJIbIIUA. Bo BpEMA JICUCHUA U B TCUCHNC MUHHUMYM 3 MCCAIECB IMOCJIC U MY)KYHMHAM, U )KCHITHUHaM
HGO6XOZII/IMO HCIIOJIB30BaTh HAACKHBIC MCETOJAbI KOHTPALCIIIHH. Ecin BO BpEMs JICUCHUA
Ja3aTUHUOOM HacTynuiIa 0epeMEeHHOCTh, WM €CITH CTallo U3BECTHO, UTO IIPErapar UCIoIb30BalICs
BO BpeMsi OEpEMEHHOCTH, CJIeyeT HEMEVIEHHO MPOUH(MOPMUPOBATH MAIIUEHTKY O BO3MOKHOM
pucke ans moga. I[lpu mpueme nazatuHuOa ObUIM OTMEUYEHbl WHIUBUAYAJIbHbIE CIydau
BO3HMKHOBEHHUS TSDKEJIbIX HEXKEJIaTeNbHbIX peakiuil, MOpaXKalluX KOXY U CIU3HUCTbIE
000710ukH, B TOM unciie cuaapoMm CtuBeHca-/[xoHcoHa u MHOroOpPMHON 3puTeMbl. B ciydae
MOSIBJICHUSI TaKMX HEXKENaTeNbHbIX peakiuil Mpu MpHeMe IpernapaTra JIeYeHHe Na3aTUHUOOM
HEOOXOMMO MPEKPATUTb.

BcnomorarenpHbBIE BEIlecTBa

Jlakxmo3sa
DOTOT JIEKapCTBEHHBIM TIpermapar COACPXKHUT JIAKTO3bl MOHoruzapar. IlanmueHtam ¢ peako
BCTpEYAIOIEHCs HACIEICTBEHHOW HEMEPEHOCHMOCTBIO TaTaKTO3bl, IEUITUTOM JIAKTa3bl Jomapen
WU TIJIIOKO30-TaJIaKTO3HOW MayibaOcopOrueld He cieayeT NPHHUMAaTh ATOT JIEKApCTBEHHBIN
mpenapar.

4.5. B3aumojaeiicTBHe ¢ JPYrMMH JeKAPCTBEHHBIMH TMpenapaTaMd M Jpyrue BH/bI
B3alMMOJAEeHCTBUSA

IIpenapaThbl, KOTOPBIE MOT'YT MOBBIIIATEL KOHIICHTPALIUIO ,Z[aSaTI/IHI/I6a B I1J1a3M€ KPOBH

Huzubumopul usogpepmenma CYP3A4

Hazatunuo ssiusercsa cyoctparom uzodepmenta CYP3A4. Uuruburops uzopepmenta CYP3A4
(HampuMep, KETOKOHA30Jl, WTPAKOHA30Jl, JSPUTPOMUIMH, KIAPUTPOMHUIIUH, PUTOHABHD,
aTazaHaBUD, MHAWHABUD, HeN(UHABUD, CAKBUHABUD, TEIUTPOMUIIMH, TPEHTI(PYTOBBINA COK) MOTYT
MOBBIIIATh KOHIIEHTPALIMIO Ja3aTHHHOAa B IJa3Me KpPOBH, IMOITOMY CIeAyeT wu30eraTb HX
COBMECTHOTO TpPHUMEHEHHUs C Aa3aTuHuOOM. [larueHThl, y KOTOpBIX HE YyAaercs u30exarhb
CHUCTEMHOTO mpHema MolrHoro uHruoutopa nzopepmenta CYP3A4, nomKHBI HAXOAUTHCS MO
TIIATETFHBIM HAOIIOIEHUEM JIJISi CBOEBPEMEHHOTO BBISIBIICHUS TIPU3HAKOB TOKCUYHOCTH.

IIpemapathl, KOTOPBIE MOTYT CHMKAaTh KOHIIEHTPAIIUIO Z[a3aTI/IHI/I6a B IJ1a3M€ KpOBH

HUnoyxmopwr uzopepmenma CYP3A4

Wunykropsl uzopepmenta CYP3A4 Moryr cHIKaTh KOHLEHTpAIMIO Ja3aTMHMOA B IUIa3Me.

Crnenyer n30eraTtb COBMECTHOTO NMPUMEHEHHUS MOIIHBIX MHIYKTOpoB n3opepmenta CYP3A4 c
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JeKcaMeTa3oH, (EHUTOMH, KapOamasenuH, pudamnuuuH, (eHoOapOUTan WM TpenapaTbl
3Bepo0osi mposipsiieHHoro (Hypericum perforatum)), BMeCTO 3THUX TIpenapaTroB CIEAyeT
Ha3HayaTh Ipemaparbl, He oOnajgaromue wuiax oOJajaromuMe B MHUHUMAIBHOW CTENEHH
CIOCOOHOCTHIO MHIYIIUPOBATH STOT N30(EPMEHT.

Aumayuovl (npenapamul, codepaicawjue arOMUHUSA 2UOPOKCUO/MACHUSL 2UOPOKCUO)

Ecmu aHTalu bl HCO6XOILI/IMBI, PEKOMCHAYCTCA UX IMPUHHUMATh HEC MCHEC UCM 3a 2 4gaca 0 UiIn
yepe3 2 yaca Mmociie npruemMa qa3aTuHuoa.

Bnoxamopwvr H2-2ucmamunosvix peyenmopog u uneubumopvl npomonHoU noMNbl

JlmuTenpHOE  TOJABIEHHE  CEKpEeUUM  KHCIOTBl  JKEIyJOYHOIO  COKa  OJokaropamu
H2-ructaMuHOBBIX pelienTOPOB U MHTUOUTOPAMH IPOTOHHOM MOMITBI (HanpuMep, paMoOTHANHOM
Y OMETPA30JI0M) MOXKET MPUBOJIUTH K CHIPKEHNIO KOHIIEHTpAIMK a3aTUHUOA.

CoBMecTHOE TIPUMEHEHHE ITUX TPEMmapaToB M Ja3aTHHHOA HEe peKkoMmeHayeTcs. B kauecTBe mx
ATbTEPHATUBBI MOKHO HCIIOJIH30BaTh aHTAUIBI (32 2 Yaca JI0 WM Yepe3 2 Jaca IMocie mpuema
Ja3aTUHUOA).

Bnusiaue na3zatnHnba Ha qpyrue JeKapCcTBEHHBIE MTPerapaThl
Cyocmpamul uzogpepmenma CYP3A4

HNazatuan® sBisercs wuHruoutopom wusopepmenta CYP3A4, mostomy ero CoBMECTHOE
npuMeHenne ¢ cyocrpatamu uzodpepmenta CYP3A4 MokeT ycWIuTh JEHCTBHE NTaHHOTO
cybcrpata. Cyoctpatsl nzodepmerra CYP3A4 ¢ y3kum TepaneBTUYECKUM JMAIMa30HOM, TaKue
Kak andeHTaHWs, acTeMu3oj, Tep(peHaauH, UU3anpuia, MUKIOCHOpUH, (PeHTaHWI, MHUMO3HI,
XUHUJIUH, CUPOJIMMYC, TaKPOJIUMYC M alIKaJOWAbl CHOPBIHBU (SPrOTaMHH, TUTHIPOIPTOTAMUH)
ClIeIyeT UCIO0JIb30BaTh C OCTOPOKHOCTHIO Y MAIIMEHTOB, MOJIYYAIOIINX 1a3aTUHUO.

4.6. DepTUILHOCTD, 0EPEMEHHOCTb U JIAKTALMS

JKeHIIHUHEI ¢ IETOPOJHBIM MOTECHIIUAIIOM ( KOHTpALCTIIINA YV MY>KYHUH U )KCHHJI/IH)

ITarueHTkHu C COXpPAaHHBIM JCTOPOAHBIM TIOTCHLHUAIOM H CCKCYAJIbHO AKTHBHBIC MYKUHWHBI
AOJIKHBI UCIIOJIB30BaTh BO BPEMA JICUCHUS U B TCUCHUC MUHUMYM 3 MCCALICB ITIOCIIC 3(1)(1)CKTI/IBHBIC
MCTOAbI KOHTpALCIIIIHUU.

bepemeHHOCTD

IIo pe3yibTaTaM NOCTPECTUCTPALUOHHBIX HCCIeIOBaHUN OTMCYCHO, UYTO ITPUMCHCHUC I[a3aTI/IHI/I6a
BO BpEMA 6epeMeHHOCTI/I MOZKCT NPUBOJAUTH K CaMOIIPOU3BOJIbBHOMY a60pTy, a TaK)XXC BBI3bIBATb
AHOMAJIMMU Ppa3BUTUA IJIOJAa WU HOBOPOKIACHHBbIX. Eciu 6epeMeHHOCTL HaCcTyliilia BO BpPEMA
JICUCHUA ,Z[a3aTI/IHI/I60M, CJICAYCT HEMCIJICHHO HpOI/IH(I)OpMI/IPOBaTB MMalUCHTKY O BO3MOKHOM
PUCKE IJId IJ104a.

JlakTanus

Wudopmanyst O BBLACICHUU Ja3aTMHHOA B TPYIAHOE MOJIOKO UYEJIOBEKAa WJIM >KUBOTHBIX
HE/I0CTaTOYHA/OrpaHUuyYeHa.
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OU3MKO-XUMHUYECKHE M JOCTYIHbIE (hapMaKa ﬂHHaMH@&;iJ/ECHég@KBEEM&EJ :'zfgljlggr-'e 0

Ja3aTUHUOE YKa3bIBAIOT Ha SKCKPEIMIO B I'PYIHOC MOJOKO M HEIb3s HCKIIOYMTH PUCK IS
pebeHka.

Kopwmienue rpynpio 10mKHO OBITh MPEKPAIICHO BO BPEMS JICUECHHUS Ta3aTHHHUOOM.

depTUabHOCTE

B uccrnenoBanusax Ha KUBOTHBIX JICUCHHE Ja3aTHHUOOM HE BIHMSIIO Ha (PEPTHIIHHOCTH CAMIIOB H
CaMOK KpbIC. Bpaun u npyrue MemuiuHCKre paOOTHUKH JTOJHKHBI COOOIIUTh MYXYWHAM —
MaIMEeHTaM PEnpoIyKTUBHOTO BO3pacTa 0 BO3MOXKHEIX d(dekrax nazatuanbOa Ha GepTHIBHOCTD
U PaCCMOTPETH BOIIPOC O KPUOKOHCEPBALIUU CIIEPMBI.

4.7. Bausinme HA CNOCOOHOCTH YHOpaBJATh TPAHCHOPTHBIMH CpPEACTBAMHU H paﬁoTaTb C
MEXaHU3MaMu

[Ipenapat [lazatunnG-dapm-CuHTe3 OKa3bIBa€T HE3HAUUTENIBHOE BIIMSHHME Ha CIIOCOOHOCTH
YIOPaBIATh TPAHCHOPTHBIMU CpEeACTBAMHU M paldoTaTh ¢ MexaHu3Mmamu. [lanmeHToB ciemyer
MpenynpeauTb, 4YTo BO BpeMs jiedeHus npenaparoMm JlazatunuO-®apm-CuHTE3 y HUX MOTYT
BO3HHUKHYTh HEXEJIATEIbHbIC PEAKLUHU, TAKUE KaK TOJIOBOKPY)KCHHE WM HEYETKOCTb 3PCHMSL.
[TosTomy crenyer coOmtoaTh OCTOPOKHOCTH TMPU BOXKJICHUM aBTOMOOWIISE WM paboTe ¢
MEXaHU3MaMHU.

4.8. HexxennaTeibHble peakmum

Pesrome npoduiist 0e3onacHOCTH

VY GoJIBIIMHCTBA B3POCIIBIX MAIlMEHTOB HEXeENaTeIbHbIE PEeaKIMU ObLTH MPEXOAAlUMU, JeUeHUE
Ja3aTUHUOOM OBLIIO TPEKpaIIeHO M3-3a HeXeNaTeNbHbIX peakuuil y 12 % manueHToB ¢ BIEepBbIe
BBIABIICHHOM XpoHHYeckoi (asoit XMJI Ph*, a takxke y 15 % manueHToB B XpOHUUECKOH (ase
XMIJI ¢ pe3uCTeHTHOCThIO K MMATHMHHUOY WM €ro HemepeHoCUMOCThbio, y 16 % — B ¢aze
akceneparuun XMJL, y 15 % — B daze muenouanoro GmactHoro kpuza XMJI, a taxke y 8 %
namuentoB ¢ OJIJI Ph'.

Cpenu peteii ¢ xponmdeckoit (asoii XMJI Ph™ B Bumy cephe3HBIX HEXEIATENbHBIX PEeaKiuii
Tepanus 1a3aTHHUOOM Oblia npekpaiieHa y 1,5 % manueHnrtos.

[Ipodune 6e30macHoCTH MPUMEHEHU Ja3aTHHUOA B IETCKOM MOMY IS manueHToB ¢ XMJI Ph*
B XpPOHUYECKOM (pa3e B 1[eIOM COOTBETCTBOBAI MPOGUITI0 OE30MaCHOCTH Y B3POCIBIX MAIIEHTOB,
3a UCKJIIOYEHUEM OTCYTCTBHUS CIIy4aeB JIETOYHOW TUIEPTEH3UH, MEPUKApIUATIBHOTO BBINOTA,
IJIEBPAIBHOTO BBINOTA, OTEKA JETKUX.

Tabnuunoe PE3IOME HEKEIATEIbHBIX PEaKIINI

Crnenyrolye HeXelaTelIbHbIC pEaKIUH, 33 WCKIYCHUEM OTKIOHEHHH J1abopaTopHBIX
nokaszaTelieii, ObUTM 3aperMCTPUPOBAHBI y TAIMEHTOB, IMOJIYYaBIIMX Ja3aTHHUO B KauecTBE
MoHoTepanuu B KU ¥ B iepro1 MOCTPErucTpamoHHOTO MpUMEHEHUs (Tabmuia 5). DTH peakiuu
NPEJCTAaBICHB 10 KJaccaM CHUCTeM OpraHoB © 1o 4actore. OmnpenesieHHe YacTOThI
HEeXKeJaTeNbHbBIX Peakiuii: oueHb yacto (> 1/10), vacto (> 1/100, Ho < 1/10), Heuacto (> 1/1000,
HO < 1/100), peaxo (> 1/10000, wo < 1/1000), ouens peaxo (< 1/10000), yactoTa HensBecTHa (Ha
OCHOBAHMU HMMEIOIIMXCS TAaHHBIX OLICHUTh HEBO3MOXKHO). B pamMkax Ka) o rpymiibl 4acToTa
HE)KeJIaTeIbHBIX PEaKIUi Mpe/ICTaBICHA B MOPSAIKES YMEHBIICHHS CEPhE3HOCTH.
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OueHb yacTo uH(eKIuu (B TOM yKcie OakTepualibHble, BAPYCHbBIE, TPHOKOBBIC)

Yacto MHEBMOHHUsSI (B TOM 4HMCle OakTepualibHas, BUPyCHas M TPHOKOBast),
MHQEKIMN BEPXHHUX JBIXAaTEIbHBIX IMYyTeH, reprneTHYecKrue HHQEKIHH,
SHTEPOKOJIUT, CENCUC (B TOM YHCIIE HEYACTO — C JIETAJIbHBIM HCXO0JIOM)

Hapymemm CO CTOPOHBLI KPOBHU U J'[I/IM(l)aTI/I‘leCKOﬁ CHUCTEMbI

Ouensp gacTo MUEIIOCYIPECCHS (BkuTrOUas aHEMHIO, HEUTPOTICHHIO,
TPOMOOIIMTOTICHUIO)

Yacro (beOpubHast HEUTPOTICHUS

Heuacro muMdoaneHonatus, TuMQoneHus

Penko 3pUTpOoOIaCTONECHUS

Hapyuienusi co cTOpoHbI HMMYHHOM CHCTEMBI

Heudacto pEaKIuy TUMEePYYBCTBUTEILHOCTH (B TOM YHCIIE Y3JI0BaTasi 3pUTEMa)

Penko aHa(WIAKTUYECKUN IIOK

JHAOKPHHHBIE HAPYIIEHUS

Heuacrto TATIOTUPEO3

Penxo TUIEPTUPEO3, TUPEOUJUT

Hapyumienusi MeTa6o1u3mMa 1 NUTAHUSA

Yacro HapylleHue anmeTuTra (BKIOYas CHIDKEHUE amlneTuTa, paHHee
HACBHITIICHUE, TOBBIIIICHUE aINIETHTA), THIIEPYPUKEMHS

Heudacto TUMOATOYMHHEMUS, CHHAPOM JIM3UCA OMYyXOJH, OO0E3BOKHBAHHE,
TUINEPXOJIECTEPUHEMUS

Penxo caxapHbIi quader

Hapymenusi co CTOPOHBI HEPBHOM CHCTEMBbI

OueHb yacTo roJjioBHasi 00Jib

YacTto OeCCOHHMITA, JIeNpeccHs, HeWpomaTus (BKIOYas mnepudepudeckyro
HEHPOIAaTHIO), TOJIOBOKPYKEHHE, N3BpallleHHe BKyCa, COHIMBOCTh

Heuacro 0€CIOKONCTBO, AMOLMOHANBHAS JIAOMIBHOCTh, TICHMX03, CHW)XCHHE
AMOUI0, KpPOBOMBIUSAHUA (Takue Kak BHYTPUMO3rOBas TremMaToMa,
BHYTPHUMO3TOBOE KPOBOU3IIUSIHUE, sanuaypaIbHas reMaTroma,

BHYTPUYCPEITHOE  KPOBOWBZJIMSIHUAE, TEMOPPArHUeCKUil  WHCYIBT,
cy0apaxHOMJIAIBHOE  KPOBOW3JMSHHUE, CyOAypajdbHas  TeMaroMa,
cyOnypanpHO€  KPOBOMBZIUSHHUE), TpEeMoOp, OOMOpOK, aMHe3Hs,
HapyIIeHHE PABHOBECHS

Penxo CyIOpOTH, HapylIeHHe MO3IOBOTO KpOBOOOpalieHusi (MHCYIBT),
TPaH3UTOpHAs HIIEMUYECKas aTaka, BOCMAJICHUE 3PUTENILHOIO HEpBa,
napanuy  VII mapbl uepenHo-MO3TrOBBIX HEPBOB (JIMIIEBOIO HEPBA),
aTakcHs, JEeMEHIUs

Hapymenusi co cTOpoHBI OpraHa 3peHust

Yacto 3PUTCIIbHBIC paCCTpOﬁCTBa (He‘{eTKOCTB, paciibIB4aTOCTh, CHUIKCHHC
OCTPOTHBI 3peHI/I$I), CYXOCThb TIJIa3, KPOBOM3JIHAHHA B CKICPY TIJia3a,
KOHBIOHKTHBAJIbHBIC KPOBOU3JIMAHUS

Heuacto KOHBIOHKTHBHT, HAPYIIEHUE 3PEHUS, CBETOOOSI3Hb, CIIC30TCUCHHE

HapymeHnusi co cTOpOHBI OpPraHa cjayxa u Ja0upuHTa

Yacto LIyM B yIiax

Heuacto [OTEPs ClIyXa, BEPTULO

HapyuieHnus co CTOpOHBI cepana

Yacto NEPUKApAUAIBbHBIM  BBINOT, AapuTMHs  (BKIOYas  TaXWUKapauio),
HapyleHust GyHKIUU cepAua (BKIOYas KelyJO0YKOBYIO TUC(YHKIHIO,
CEPAECUHYIO HEJ0CTaTOYHOCTb, 3aCTOMHYIO CEPIEUYHYIO

HCOOCTATOYHOCTh, KapAWOMHOIIATHIO, SaCTOfIHYIO KapaAnoOMHUOIIaTUIo,
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COOTBETCTEYET 3KCNEPTHOMY OTUETY

KEIMyJOYKOBYIO  HEJOCTaTOYHOCTh),  yYalleHHOe  cepiueOucHue,
MOBBIIICHUE AaKTUBHOCTH MO3TOBOTO HATPUMYpPETHYECKOTO TMeNTUia,
JTUCQYHKIHSI PABOTO JKEIMY0UYKa, )KEIYI0YKOBasi THIIOKUHE3HUS

Heuacro ynnunenue untepBania QT na DOKI, creHokapaus, KapauoMeramusi,
MEPUKAPIUT, JKEIYAOUYKOBas apuUTMUs (BKIIOYAs IKEITYA0YKOBYIO
TaXUKapIUI0), HH(PAPKT MUOKapAa (B TOM YHCIIE C JICTATLHBIM HCX0JI0M),
n3MeHenne 3yona T, moBbIeHre aKTHBHOCTH TPOIIOHUHA

Penko MHOKApJIUT, OCTPbI KOPOHApHBIM CHHJAPOM, OCTaHOBKA cepAla,
yanuHeHue  uHTepBaia PR, wmemwueckass  0Oosne3Hbp  cepaua,
IJIEBPONIEPUKAPIUT

Hapyumenus co cTo

OHBI COCYJ10B

OueHb 4acTo

KpOBOTEUEHHUSI (TaKh€ KaK HOCOBbIE KPOBOTEUYEHHS, KPOBOTOUMBOCTb
JIECEH, T'eMaTOMBbl, METEXUH, MypIypa), KpOMe >KETyJOYHO-KUIIEUHBIX
KPOBOTEYEHUHN U KPOBOM3JIMSHUN B IECHTPAJILHOW HEPBHOM CUCTEME

Yacto (IIPUIIUBBD), IIOBBIIICHUEC aPTCPUAILHOT'O 1aBJICHUSA
Heuacto CHIDKEHHUE apTepHAILHOTO JaBJeHus, TpoMOodiebur, Tpom0603
Penxo «JIETOYHOE Cep/le», OCTPhI KOPOHAPHBIN CHHIPOM, «MPaMOPHOCTB

KOXU», TPOMO03 ITyOOKHX BEH, SMO0JIHUs

Hapymenusi c¢o CTOPOHBI AbIXaTeJbHOH CHCTEMBbI,

OPraHoB TIPYIHON KJIeTKH M

cpelocTeHus!

OueHsp yacTo IIJIEBPAJIBHBIN BBINOT, OJIbIIIKA

Yacro Jero4yHble HMHQUIBTPATBl, OTEK JIETKUX, ITHEBMOHHT, JIETOYHAas
TUNEPTEH3HUs, Kallellb

Heuacro OpoHxuanbHasi acTMa, OpOHXOCMas3M, JIErOYHasi  apTepualbHas
TUTICPTEH3US, TUCHOHUS

Penxo OCTPBIN PECTTUPATOPHBINA JTUCTPECC-CHHAPOM, JIETOUHAST SMOOITHS

7Key104HO-KHIIeYHbIE HAPYIIEHU I

OueHp 4acTo

auapesi, TOoIHOoTa, pBoTa, 00JIb B JKHMBOTE

Yacto

BOCHAJICHUE CIU3UCTBIX 000J0YeK (BKIIOYAash MYKO3UT/CTOMATHT),
KEJTYZI0YHO-KUIIEYHbIE KPOBOTECUYECHUS, AMCIEIICHS, B3IYTHE >KUBOTA,
3aMopbl, TacTPUT, NOPAKEHUS MATKUX TKAHEH MOJIOCTH pTa (BKIOYAs
CYXOCTh BO PTY, XCHJIUT, IMy3bIpbKOBBIC BBICHIIIAHUS HA Ty0aX, CyXOCTb
ry0, s3BBI HA Ty0ax, 3pO3UU CIU3UCTON 00OJIOUKH MOJOCTH PTa), KOJIUT
(BKJIIOYAst HEUTPOTIEHUYECKHI KOJIHT)

Heuacto

nucdards, acluT, aHaJIbHbIC TPEUIMHBI, U3bA3BICHUS BEPXHUX OT/ICIOB
KKT, mnankpeatut, 330(arut, ractpossodareanbHas pedaroKcHas
00JIE3HD

Penxo

KCITYAOYHO-KHIICYHAA JSHTCpOIaTHA C HOTepeﬁ 66)11(8.,
HCTIPOXOAUMOCTD, OCTpBIﬁ IaHKPCATUT, aHAJILHBLINA CBUIIL

KHUIIc4yHas

Hapyumenus co cTo

DOHBI NCYCHU U KCJITYCBBIBOAAIINX HYTeﬁ

Heuacto

Xo0JjecTa3, XOJICHUCTUT, IreriaTur

Hapyuenus co cro

DOHBI KOKH U MOJKOKHBIX TKaHEH

OueHp 4acTo

KOXHasi  Cbllb  (BKJIIOYAsl  JIGKAPCTBEHHYIO  Cblllb,  JPUTEMY,
MYJIbTH(GOPMHYIO 3pUTEMY, SPUTPO3, MAIYyJIE3HYIO ChIllb, MATHUCTO-
NAanyJae3Hyl0  Chblllb, IYCTYJE3HYIO  Cblllb, LICJNYIIEHUE  KOXH,
BE3UKYISAPHYIO ChIllb, MAaKYJOIYCTYJIE3HYIO CBblIllb, SKC(HOIUATUBHYIO
CBbIllb, I'E€HEPAJIN30BAHHYI0 APUTEMY, TE€HUTAIBHYIO CbIllb, TEIUIOBYIO
Chlllb, Oenbple YrpW, TOTHMILY, IIYCTYJIE3HbIIl TICOpHa3, ChbIIb,

SPUTEMATO3HYIO CBIIb, (DOJTHKYISAPHYIO CBHIIIb, T'€HEPATU30BAHHYIO
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Cblllb, MAaKYJISIPHYIO Chlillb, 3V|ﬁﬁ'1:l'w}dt"d'ﬁ1?r;' pasHpaKeHiie ~ROKH,

TOKCHYECKYI0O KOXXHYIO CbIllb, BE3UKYJIE3HYIO YPTUKApPHYIO ChIIllb,
BACKYJIUTHYIO CHIIb)

Yacro 3yl, YyrpeBas Cblllb, aJOIlElHsi, CYXOCTb KOXH, THMIEPTrUIpo3,
KpalMBHULIA, IEPMATUT (BKIIIOYAs K3EMY)
Hewgacro KOXXHBIE $13BBI, OYIJIC3HBIH JI€pMaTo3, HApPYIIEHHWs MUTMEHTAlUH,

MOPXEHUsI HOTrTeH, (HOTOCCHCHOMIM3AIMS, TMaHHUKYIUT, CHHIPOM
JaJOHHO-TIOIOIIBCHHON 3PUTPOAM3ECTE3UN, HM3MEHEHHS BOJIOCSHOTO
MTOKPOBA, HEUTPO(PUIIBHBIIN IepMaTO3

Penko JEUKOIIMTOKIACTUYECKUN BaCKyJIUT, GUOPO3 KOXKHU

Hapyuienusi co CTOPOHBI MbIIIEYHOM, CKEJI€THOIN U COeTUHUTEIbHON TKAHU

Ouenp 9acTo KOCTHO-MBIIIeYHast 00Jb

Yacro apTpanrus, MbIIIeYHass CJIa00CTh, MHAITHS, KOCTHO-MBIIIIEYHAS
CKOBAHHOCTb, MBIIIICUYHbIE CITA3MBbI

Heuacro pabIOMHOJIN3, MUO3UT, TEHAUHUT, OCTEOHEKPO3, apTPUT

Penxo 3aMeJUIeHHas MHBOJIIOLMA 3Mudu3a, 3a7iepikKKa pocta (4acToTa JaHHBIX
HEXEJATeIbHBIX PEaKIMil B HCCICIOBAHUAX Yy JCTeH OTMEYeHa Kak
«4acTo»)

HapyuieHnusi co CTOPOHBI MOYeK U MOYEBBLIBOAAIIUX MyTeH

Heuacro roveyHast HEJ0CTaTOYHOCTb, y4alieHHOe MOYEHUCITyCKaHHE,
MIPOTEUHYPHSI, TEMATYypHsI

Penko HapylieHne QyHKIUU NoYeK

BepemMeHHOCTD, IOC/1€POAOBBIN MEPHO] U EPUHATATbHbIE COCTOSIHUS

Penxo \ CaMOTIPOM3BOJILHBIN a00pT

Hapymenusi co cTOpoHbI peNnpoOAYKTHBHOM CHCTEMbI H MOJIOYHBIX 7KeJle3

Heuacro TMHEKOMACTHs, HapyIIeHUs MEHCTPYaJbHOTO IMKJIA, BarMHaJbHBIC
KPOBOTEUEHUS, MATOUYHbIE KPOBOTCUCHUS

IIpouue

OueHb yacTo nepudepruyeckiue OTeKH (BKIIIOYasi JOKATU30BAaHHBIE OTEKH IOIKOKHOM

KJIETYaTKH PA3JIMYHOM JIOKAJIU3alMM, TPABUTALMOHHBIE OTEKH), OTEK
avna (BKJIOYas OTEK s3blka, OTEK Iyd, OTeK 00jJacTu pra, OTeK
KOHBIOHKTHBBI, OT€K B OOJacTH IJla3a W BEK, OTEK OpOMTaIbHOMN
KJIETYaTKH, NEpUOPOUTAIbHBIE OTEKH, MAKYISPHBIE OTEKH, OTEUYHOCTh
JIM1IA), MOBBIIIEHHAs] YTOMJISIEMOCTb, TIOBBIIIEHUE TEMIIEPATYPHI Tella
Yacro reHepal30BaHHble OTEKH (BKIOYas 3aAepKKy KuakocTtH, otek KKT,
TeHEpaIM30BaHHbI  OTeK, nepudepudyeckuil OTeK, OTeK, OTeK,
0OyCJIOBJICHHBIM CepAeYHOM HEAOCTaTOYHOCTBIO, IapaHedpaIbHbII
BBINOT, MOCTIPOLEAYPHBIN OTEK, BUCLEPAIbHBIN OTEK), acTeHHsl, 0OJIb,
0601b B Tpydd, O3HOO, CHI)KEHHE WJIM YyBEIMYEHHE Macchl Tena,
CIIYTAHHOCTh CO3HAHUS

Heuacro HEJIOMOTaHMEe, TOBBIIIEHHE  aKTMBHOCTH  KpeaTHH(OCHOKUHA3HI,
MOBBIIICHUE AKTUBHOCTH TIaMMa-IJIFOTaMUITPAHCIECNITUIA3bI, [POYUE
MTOBEPXHOCTHBIE OTEKH (BKJIIOYAsi OTEYHOCTH IOJIOBBIX OPraHOB, OTEK B
MECTe pa3pe3a KOXKH, OTEK IIOJIOBBIX OpPraHOB, OTEYHOCTH IIOJIOBOIO
YICHAa, OTEK II0JIOBOTO YJI€HA, OTEK MOIIOHKHM, OTEYHOCTb KOXH,
OTEYHOCTH INYEK, BYIIbBOBAIMHAJIBHYIO OTEYHOCTB)

Penko HApYLICHUE IOXO KU

Kpome toro, mpu npuMeHeHHH Aa3aTUHUOA MoTydeHa MHGPOpMAlMs O CISAYIOIUX SBICHUSX,
4acTOTa KOTOPHIX HE YCTAHOBJIEHA, U/WIIM CBSI3b UX C IPUMEHEHHEM Jla3aTHHUOA He JOoKa3aHa:

HUnghexyuu u unsazuu: peakruBanus Bupyca renatuta B (BI'B).
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Hapywenus co cmoponul cepoya: GuOpumusanusg Hpencegg(g%&%%%v}_%lﬁggﬁq:':'E:'

Hapywenus co cmoponwl cocyoos: TpomboTHaeckas Mukpoanruonarus (TMA).

Hapywenus co cmopoHnvl 0bixamenbHOU CUCHEMbl, OP2AHO8 2PYOHOU KIemKU U CPeOOCm eHUs!
WHTEPCTUIIMATIbHBIC 3200JI€BAHUS JIETKUX, THEBMOHUSI.

Kenyoouno-kuwieunvie HapyuieHus: KEITyJOUYHO-KUIIEYHOE KPOBOTEUYEHHUE C JIETAIbHBIM
HCXOJIOM.

Hapywenus co cmoponul kodtcu u nookodcnvix mraneil: cuaapom CtuBeHca-/[>koHcoHa.
Hapywenus co cmoponul nouex u mouesvigooawux nymei: HeppOTUIECKUI CUHIPOM.
Jlabopamopnvle u uncmpymenmanbHvle OaHHble:

— TpOMOOLMTOIEHUS, aHEMUSI U HelTponeHus 3 uiu 4 CTerneHu, OCOOEHHO y MalMEeHTOB C

no3aauMu pazamu XMJI win octpeim OJIJT Ph;

—  THUMNOKAJIHEMUsl, TUIIOKAIbIIeMus, Tunodocharemus;

— TIOBBIIIEHHE AaKTHBHOCTH MEYEHOUYHBIX TpaHCaMuHa3 (ajnaHuHamuHOTpaHchepassl (AJIT),
acniapratamuHoTpaHcdepasbl (ACT));

— IOBBILIEHUE KOHLUEHTpAUK OMIMpyOrHa U/WIIM KpeaTUHUHA B CBIBOPOTKE KPOBH.

Haubonee yacTeiMH HeXeNaTeNbHBIMU PEAKIUSAMU MPU MPUMEHEHUHN Ja3aTUHIOA y MallUEeHTOB C
BIEPBbIE BhIsABIEHHBIM XMJI Ph' B Xponunueckoii (ase sSBISIOTCS 3a1€pKKa )KUJAKOCTH U JHApES],
a y NalMeHTOB C PE3UCTEHTHOCTHIO WM HENEPEHOCUMOCTHIO UIMATUHUOA — 3a/IepiKKa KUAKOCTU
U Juapes, ToJoBHasi 00Jib, ONBIIIKA, ChIMb, YCTAJIOCTh, TOIIHOTA, KPOBOM3IHUSIHUS (TaKue Kak
KEITYT0YHO-KHUIIEYHbIE KPOBOTEUEHUS U IPYTHE).

N3menenuss maboOpaTOpHBIX TMOKa3aTeledl y JeTell COOTBETCTBOBAIM WM3MEHEHHUSM O3THUX
MoKasaresieil y B3poCibIX MallMeHTOB.

Hemu ¢ OJIJI Ph* npu ucnonvsosanuu oOazamunuba 6 KomMOuHayuu ¢ Xumuomepanuet
HexenarenbHble SBJICHUS, ONMHMCAaHHBIE B 2-X TEIUATPHUYCCKHX HMCCICIOBAHUSAX, B KOTOPBIX
Ja3aTUHUO MPUMEHSIICS B COUETAHUU C XUMUOTEPAITUEH, COOTBETCTBOBAIM U3BECTHOMY MPOQHITIO
0€30MaCHOCTH Ja3aTWHUOA Yy B3pOCIBIX M OXumgaeMomy 3((deKTy OT XHMHOTEparuu, 3a
UCKJTFOUCHHEM MEHBIIICH BCTPEYAEMOCTH ILICBPAIBHOTO BBINIOTA Yy JIETEH MO CPaBHEHHIO CO
B3POCIIBIMHU.

B nerckoM wuccrnenoBaHuM OCTporo JuMQOOIAaCTHOrO Jeiko3a MoKa3aTeian JabopaTOpHbBIX
OTKJIOHEHUI COOTBETCTBOBAIM HW3BECTHOMY HpoQWI0 0e30MmacHOCTH Ui J1a00opaTOpHBIX
[apaMeTpoB Yy B3pOCIbIX MHAIMEHTOB C OCTPHIM JUMQOOJACTHBIM JIEHKO30M, MOJIY4aBLIMX
(OHOBBIN KypC XMMHOTEPAIHH.

COO6H_ICHI/IC 0 1O A03PE€BACMBIX HCXKCIIATCIIbHBIX PCAKIIUAX

BaxHo cooOmare 0 M0A03pEBaEMbIX HEXENaTeIbHBIX pPEAKUUAX IOCIe perucTpanuu
nekapcTBeHHOro mnpemnapara Jlazatunu6-dapm-CuHTe3 ¢ 1enbto o0ecrneyeHrs HelpephIBHOTO
MOHUTOPHMHIA COOTHOLIEHUS <«II0JIb3a-pUCK» JICKApCTBEHHOIO Iipenapara. MeIuIHUHCKUM
pabOTHHKAM PEKOMEHAYeTCsl cooOIIaTh O JOOBIX MOJ03PEBAEMbIX HEXETATENbHbIX PEaKIUIX
JICKApCTBCHHOT'O IIpflapara 4YCpe3 HAIlMOHAJIbHBIC CHUCTCMbI COO6H.[€HI/I$I O HCXKCIIATCIbHBIX
peakuusax rocy1apcTB-4wIeHOB EBpa3suiickoro 3KOHOMUYECKOIO COX03a.

Poccniickas @enepanus
denepanbHas ciyk6a 1o HaA30py B cepe 3ApaBOOXpPAHEHUS
Anpec: 109012, Mocksa, CnaBstHCKas 1Iomajp, 1. 4, ctp. 1
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Tenedpon: +7 (800) 550-99-03 (NOCNERQBATENLHOC T 0005)

Dnekrponnas noyra: pharm@roszdravnadzor.gov.ru
Caiit B UH(POPMAIIMOHHO-TEJICKOMMYHHUKAITTOHHOM cetu WNHTepHer:
https://www.roszdravnadzor.gov.ru

4.9. Mepeno3upoBka

[lepeno3npoBka Ja3aTUHUOOM 3apETUCTPUPOBAHA Y 2-X MAllMEHTOB, NPUHUMABLIMX B TEUECHUE
1-it nenenu mo 280 Mr mpemnapara B JI€Hb, YTO NPUBEIO K 3HAYUTEIBHOMY CHI)KEHHIO YHUCIIA
TpoMOOLMTOB. B citydae mepeno3upoBky TpedyeTcs TIIaTenbHOe HAOMI0ACHHE 3a MAlIEHTaMU C
L[EJIbI0 KOHTPOJIS CTEIIEHU MUEJIOCYIPECCUH, TPU HEOOXOAUMOCTH — CUMIITOMAaTUYEeCKas Teparnmsi.

5. DPAPMAKOJIOTMYECKUE CBOVMCTBA
5.1. ®apmakoaMHAMHYECKHE CBOMCTBA

dapMakoTepaneBTUYECKas TpyIa: IpOTUBOOIYX0JIEBbIE CPEICTBA; MHTUOUTOPHI MPOTEUHKUHA3S;
uHTHONTOPHI THpo3nHKKMHA36l BCR-ABL.

Kon ATX: LO1EAO2

MexaHu3M JIEUCTBUS

B ycnoBusx in Vitro qa3atuHuO MposBIISET aKTHBHOCTh Ha KJIETOYHBIX MOJIEISAX JICHKO3a, KaK B
OTHOIIEHUHM YYBCTBUTEIBHBIX, TaK M PE3UCTEHTHBIX K HMaTUHUOY KieTok. JlazaTuHu6
MPEO0/I0JICBAET PE3UCTEHTHOCTh K MMATHHHOY, CBsi3aHHYIO0 c Tunepakcnpeccueir BCR-ABL,
oOycnoBienHoir Mytamusmu noMeHa BCR-ABE kuHa3pl, akTtuBanumend ambTepHATHBHBIX
MEXaHU3MOB, HWHAaynupyromux kuHa3el cemerictBa SRC (LYN, HCK), a Takke ¢
TUIepIKCIpeccuell TeHa MHOYKECTBEHHOM JIEKapCTBEHHON PE3UCTEHTHOCTH.

IIpu wuccnemoBanmm myrtamuii gomeHa BCR-ABL B xone KW y manweHTOB ¢ BIEpBBIC
BbIsIBIICHHBIM XMJI B XpoHHYecKko# (hasze, MpeKpaTUBIIKMX MMPUEM JIa3aTHHNOA, ObLIN BBISIBIICHBI
myraruu 13151, F3171/L b V299L. Ha ocHoBaHuMM 3KCIiepuMEHTOB iN Vitro ma3aTuHHO, 1O-
BHIMUMOMY, HE TIPOSIBJISICT aKTUBHOCTH B OTHOIIIEHUU MyTammu 13151,

dapmakomaamudeckue 3QheKTh

Hazatunu6 unrudbupyet tuposnnkuHazy BCR-ABL u tuposunkunassl cemeiictBa SRC, a takxke
MHOTHE JIpyTHe OHKOTeHHbIe kiHa3bl, BKItovas c-KIT, kunazy agpunosoro (EPH) peuentopa u
PDGFp-peuentop. /la3aTuHuO sBISETCS MOIIHBIM CyOHAHOMOJSPHBIM HHTHOUTOPOM KHHA3bI
BCR-ABL c aktuBHOCThIO Tipu KoHIeHTpanuu 0,6—0,8 HM. OH cBs3pIBaeTCs Kak ¢ HEAaKTUBHOM,
TaK U ¢ akTUBHOU KoH(opmanueit pepmenta BCR-ABL.

5.2. ®apmakoKHHeTHYECKHE CBOCTBA

Abcopbuus

AbGcopOrust  ObicTpas. MakcumanbHasi KOHLEHTpalMs Ja3aTMHHOA TIociie TpueMa BHYTPb
Habmronaercs yepes 0,53 yaca y B3pocibix 1 uepe3 0,5—6 4acoB y aeteid Bcex BO3paCTHBIX TPYIII.
[Tnomans nox kpuBoii «koHIEHTpauus-BpeMs» (AUC) 1 BbIBEZCHUE ABISIOTCS J0303aBUCHMbBIMH
B Juamna3zoHe 703 oT 25 mo 120 mr 2 pasa B neHb. CpeanHuil oOmuil TepMUHAIBHBIA TEpHOT
MIOJTYBBIBE/ICHUS J1a3aTHHHOA Y MAllMEHTOB COCTaBIAET 5—6 4acoB, y Aereil 2—5 Jacos.
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[Tpu mpueme omHOKpaTHOM 10361 100 Mr mazatupuba y Bléagk;iﬂl}:tng%é“ -I@ﬂh‘ﬁ%%é‘ﬁ@%%‘ma

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

MUY ¢ BBICOKUM COJIep’KaHueM kupa otMmeuaetcs ypennueHue cpenneit AUC Ha 14 %; nocne
IpyueMa IHIMM C HU3KUM cojepkaHueM xupa — Ha 21 %. Ilpuem nuimm He OKa3bIBaeT
CYIIECTBEHHOTO BJIMSHMSA Ha BcackiBaHue. [IpM mNpUMEHEHMHM HATOIIAK BapHaOEeIbHOCTh
CHCTEMHOT0 BO3JIeHCTBUS fazaTnHnOa (kodpduuneHT Bapuayu 47 %) okazaiach BBIIIE, YeM IPU
npuemMe ¢ HeXxupHoi (kodddurnment Bapuaun 39 %) u xupHO (KodpdumenT Bapuaun 32 %)
MALLIEH.

Hcxons m3 pe3ynbTaToOB MOMYJSIIMOHHOTO (hapMaKOKWHETHYECKOTO aHaln3a, BaphaOeIbHOCTh
CHUCTEMHOI'O BO3ACWCTBUS Ja3aTMHMOAa B OCHOBHOM OOYCJIOBJIEHA BHYTPUMHJIMBUIYaIbHOU
BapualenbHOCTBI0 OMoaoCcTynmHOCTH (Kodddumuent Bapuanuu 44 %) u B MEHBIICH CTENEHU
MEXHUHAUBUIYaIbHOM BapuabeIbHOCThI0 OMOJOCTYITHOCTH U KiIMpeHca (ko3 GULeHT Bapuauu
32 % u 30 %, coorBercTBeHHO). CilyyaiiHas BHYTPUMHJIMBHJyaJbHasi BapuadeIbHOCTh
MIPENIOJIOKUTEILHO HE BIUSAET HA CYMMapHOE CUCTEMHOE BO3JIEHCTBUE U IPPEKTUBHOCTh WU
0€3011aCHOCTb.

Pacnopenenenune

Kaxymuiics o0beM pacmpeneneHus jga3aTUHHOA y marueHToB coctaBisier 2505 1, dro
CBUJICTEILCTBYET O 3HAYMTEIHLHOM PACIpPECIICHHH BO BHECOCYAUCTOM IpocTpaHcTBe. [Ipm
WCIIOJIb3YEMbIX B KIIMHUYECKOW MPAKTHKE KOHIICHTPAIMAX CBSI3bIBAHUE Ja3aTHHHOA C Oekamu
I1a3MbI cocTaBiisieT 96%.

Buorpauncdopmariis

N3odpepment CYP3A4 saBmsieTcsi OCHOBHBIM (EPMEHTOM, OTBETCTBEHHBIM 3a METa0O0JM3M
nazatuan6a. Ilocne mnpuema BHyTpsr 100 MU [14C]-Z[aSaTI/IHI/I6a noOpoBosbiiamu, 29%
pPalMOAKTUBHOCTH B IUIa3M€ MPUXOJWIOCH Ha JIOJNIO HEM3MEHEHHOro aa3arnHuba. Cyns 1o
KOHIIEHTpAIIMU B TUIa3Me W aKTUBHOCTH IN VItr0 MOKHO MPEAINOJI0KUTh, YTO METAOOJUTHI HE
UTparoT OOJIBIION POJH B (hapMaKOJIOTUIECKOM JICHCTBUHU 1a3aTHHHOA.

OIUMHUHALUS

[IpemapaT BBIBOAWTCS, TJABHBIM O0O0pa3oM, KHUIIEYHUKOM, MPEHMYIIECTBEHHO B BHJIE
MetabonutoB. Ilocne onHOkpatHoro mnpuema BHYTph [*C]-naszatunuba 4 % u 85 %
PaIMOAaKTUBHOCTH BBIBOAMTCS MOYKAMH U KHUIIEYHUKOM, COOTBETCTBEHHO, B TedeHue 10 cyTok.
Heusmenennnii nmasaruan® coctaBiageT 0,1 % um 19 % 103bl, BBIBOOAMMOM IIOYKAMH H
KHUIIIEYHUKOM, COOTBETCTBEHHO, OCTalIbHAas YaCTh I03bI MPEACTAaBICHA META0OTUTAMH.

dapMaKOKHHETUKY JIa3aTHHNOA N3Yydalu y 8 MAIlHeHTOB C yMEPEHHBIMU HapYIICHUSIMU (yHKIIUH
[IEYEHH I0CJIe OJHOKPATHOIO NpHeMa mpernapaTta B o3¢ 50 M U y 5 ManUeHTOB € TSHKEIbIM
HapylmeHrueM (QYHKIUMM [EYEeHU Mocie OJHOKpAaTHOToO Ipuema mpemnapara B jgo3e 20 Mr B
CpaBHEHHH ¢ (papMaKOKHMHETUKOM y 3I0pOBBIX JOOPOBOJIBIIEB MOCIE NMpUEMa MpenapaTa B 103€
70 mr. 3HaueHnss MakcuManbHOW KOHIEHTpaluu (Crax) 1 AUC myist mazatuHuOa ObLIM HUOXKE Ha
47 % n 8 %, COOTBETCTBEHHO, NPU YMEPEHHOM IIOBPEXJIECHUU II€UYEHHU, 10 CPABHEHHUIO CO
3HAYEHUSIMU Y 370POBBIX J0OpOBOJIBLEB. Y MALMEHTOB C TSDKEIBIM HapylmieHHEeM (YHKIUU
neyeHun cHmwkenne 3HadeHud Cpax U AUC gng pasaruamOa gocturaimo 43 % u 28 %,
COOTBETCTBEHHO.

YV mamueHToB ¢ HapymCeHUsIMHA (I)YHKL[I/II/I IIOYCK (I)apMaKOKI/IHCTI/IKa ,[[aSaTI/IHI/I6a HC U3MCHACTCA.
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B xome wuccnenoBanus (apMaKOKUHETHKHU [C Wac%ﬂ%mgg%&ggf '%%'%E'écm

perymupyemoe mosupoBkoit neiictBue na3zaTuHHOA (Cavg, Cmin B Cmax) OBUIO CXOXHM IS
naiuentoB ¢ XMJI B xpoHudeckoii pase u narnuenros ¢ OJIJT Ph'.

Cy1iecTBEeHHBIX pa3Iuuuii B (hapMaKOKUHETHKE MEXIY IETHbMHU U MOPOCTKAMHU HE HAOJII01aIOCh.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeueHb BcioMoraTe/ibHbIX BelllECTB

Sapo TabieTku

JlakT03BI MOHOTHIPAT

[ennron03a MUKPOKpUCTAITNYECKAS
I'mnponosa

Kpockapmenno3a natpus

Maruus creapar

[InenoyHas 00oJ0YKa:

Omnanpaii 11 32K280000 Genbrit:

['unpomennosa

JIakTO3BI MOHOTHPAT

Tutana quokcug

Tpuanerun

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok rogHocT# (CpOK XpaHeHus1)
2 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NPU XPAHECHUH
B opurunanbHo# ynakoBke (0aHka B mauke) mpu Temmepatype He Bbiiie 25 °C.
6.5. Xapakrep u cofepxxaHue NePBUYHON YIIAKOBKH

[To 30 tabnerok B GaHKH U3 MOJIMMEPHBIX MaTepUanoB (MOJUITUIICH BBICOKOM MIOTHOCTH) AJIS
JIEKAPCTBEHHBIX  CPEACTB,  YKYNOPEHHBIE  KPBIIIKOM M3  TOJUMEpPHBIX  MaTepHalIOB
(mosumponuiIeH), ¢ Kancyynoi ¢ BIAronorjioTUTENEM, ¢ KOHTPOJIEM TIEPBOTO BCKPBITHS WK 0e3
HETOo.

1 GaHKy BMECTE € JIMCTKOM-BKJIAJIBIIIEM MIOMEIIAIOT B MAYKY KapPTOHHYIO.

6.6. Oco0bIe Mepbl NPeA0CTOPOKHOCTH npu YHUUTOKEHUH
HCMOJIb30BAHHOTO JIEKAPCTBEHHOT0 TMpenapara WIM OTX0J0B, MOJYYEHHBIX MocjIe
NpUMEeHEHHs JIEKAPCTBEHHOT0 Mpenapara, i Apyrue MaHUMYJISIUHU € IPenapaTomM

Oco0ble TpeboBaHMS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 07.05.2025 N° 11838
(NOCNEACBATENLHOCTE 0005)

Poccniickas @enepanus

000 «®apm-Cunres»

KOpuamueckuii anpec: 249010, Kanyxckas 0011., paiton boposckuii, T. bopoBck, yi1. MockoBckas,
a. 30

Tenedon: +7(4842) 92-24-10

Agnpec anekTpoHHO# mouThl: info@pharm-sintez.info

7.1. [IpeacTaBUTE/Ib AepPKATEsI PErHCTPANMOHHOTO YI0CTOBEPEHHS
[peren3un noTpedUTEICH HAIPABIATH 110 A/IPECY:

Poccniickas @enepanns

000 «Dapm-Cunres»

FOpunnuecknii agpec: 249010, Kamyxckas 0611., paiton bopoBckuii, T. bopoBck, yi1. MockoBckas,
1. 30.

Temedon: +7 (4842) 92-24-10

Agnpec snekTpoHHO# mouThl: info@pharm-sintez.info; npr@pharm-sintez.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. JATA NEPBUYHOMN PEI'’UCTPALIMA (IOATBEPKJAEHUA
PEI'’UCTPALUU, IIEPEPEI'MCTPALINN)

JlaTa nepBoil perucTpauu:

10. JATA IIEPECMOTPA TEKCTA

OOmrasi xapakTepUCTUKa JIeKapCcTBeHHOro mnpemnapara Jlazarunn0-dapm-CuHTe3 NOCTyIHA Ha
UHMOPMAIHOHHOM TopTaie EBpa3suiickoro SKOHOMHYECKOTO C€OK03a B HH(POPMAIMOHHO-
KOMMYHHUKaIMoHHO# cetn "Uutepuet" https://eec.eaeunion.org
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