COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.12.2024 N= 26608

OBII[ASI XAPAKTEPHCTHKA JIEKAPCTBEHHOrO' ' TPERAPAT & 002

1. HAMMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Hunotuan6 ®@apmacuntes, 150 mr, xarcymsl.

Hunoruau6 ®apmacunrtes, 200 mr, Karcybl.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBI COCTAB

JleiicTByroIIiee BEIICCTBO: HHJIOTHHUO.

Hunornan6 @apmacunres, 150 mr, kancyisl

Kaxxnas xancyna copepkut 150 Mr HUIIOTHHUOA.
BcromorarenbHbIe BelecTBa, HAIM4KME KOTOPBIX HAJ0 YYHTHIBATh B COCTaBE JIEKAPCTBEHHOTO
nperapara: kpacutens myHioBbid [[Torco 4R] (E124) (cm. pasaen 4.4).

Hunoruau6 @apmacunres, 200 Mr, Karncyisl

Kaxnas kancyma comepkut 200 Mr HUIOTHHHOA.
BcniomorarenbHbie BelllecTBa, HaIMYHE KOTOPHIX HANO YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOT'O
mperapara: KpacuTellb CONHeuHbIN 3aKat xkentoiit (E110) (cm. pasaen 4.4).

Ilonnprit IEePCUYCHb BCIIOMOIAaTCIIbHBIX BCHICCTB IMPHUBCJACH B pa3aciic 6.1.

3. JEKAPCTBEHHASA ®OPMA
Karncyibl.

Hunotnan6 ®apmacunres, 150 Mr, Karcyibl

Kancynbr Nel, kopriyc u Kpblllieuka Karcyjibl KOPUYHEBOTO I[BETA.
ConepxuMoe Kancyln — IpaHYIMPOBAHHBIM MOPOILIOK OT CBETIIO-XKEJITOIO A0 KEITOro IIBETA,
JOMYCTUMO Hallnyue HEOOIbIIMX KOMKOB, KOTOPBIE JIETKO Pa3pyLIAlOTCsl CTEKISHHON MalTOYKOH.

Hunotnauo ®apmacuures, 200 Mr, Karcyiibl

Karmcynbr NeQ, kopryc Kamncyibl Olloro IBeTa, Kpblllieuyka KarCyllbl OPaH)KEBOTO IIBETA.
ConepXUMO€ KaIlCyll — IPaHyIMPOBAHHBIA MOPOIIOK OT CBETIO-XKEITOTO JI0 JKEJITOrO I[BETa,

A0IIYCTUMO HAJIINYIUC HeOOIbIINX KOMKOB, KOTOPBIC JICTKO pa3pyHIaroTCA CTEKISIHHOM IMaJO4YKOM.

4. KIMHNYECKHUE JAHHBIE
4.1. lloka3zaHusi K NpuMeHe HUIO
IMpenapar Hunotnan6 dapmacuHTe3 MOKa3aH K IPUMEHEHHIO Y B3POCIBIX 110 MOKA3AHUSIM:
e DBrepBbie BBISBICHHBIA IMOJOXKHUTEIBHBIN 10 (rmagenbduiickoii  xpomocome (Pht)

XPOHUYECKHI MUENIONAHBIN Jieiiko3 (XMJI) B xpoHudeckoir (ase y B3pOCIBIX C
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BO3MOYKHOCTBIO OTMEHBI TEparuM Mpu CTa6nnﬂ£B;%:M&&-TﬁQE%§&I%Q:%‘gﬁeTe

(MO) na ¢one Tepanuu HUIOTUHUOOM Ha MPOTSHKEHUHU 3 JIeT.

e [lonmoxxuTenbHBINA N0 PuIAACTbOUICKON XPOMOCOME XPOHUUYECKUN MHUEIIOUTHBIN JIEHKO3
(Ph* XMJI) B xponmueckoii (aze ¥ ¢ase akceiepalliy y B3pOCIbIX MAIMECHTOB MPH
HEMEePEHOCUMOCTH WJIM PE3UCTEHTHOCTH K TMPEIIIeCTBYIOIEH Tepanuu, BKIIOYAs
UMaTUHUO, C BO3MOXKHOCTBIO OTMEHBI TEpamuh TPH CTAOUIBHOM TIIyOOKOM
monekynsapaom oTtBere (MO) Ha ¢doHe Tepanmuu HHUJIOTHHUOOM Ha MPOTSHKEHUH 3 JIeT

IOCJIE CMEHBI JICYEHUSI UMAaTHHUOOM HAa HUJIOTUHHUO.

4.2. Pe:xxum 103MpoBaHusl U CIIOCOO NMPHUMeHeHHUs!

Teparm}o JOJDKCH MPOBOJAUTH Bpay, HMEIONMI ONBIT B JUATHOCTUKE U JICYCHUH ITAllMEHTOB C
XMJIL.

Pexxum go3upoBaHus

B caydae mpomycka ouepenHOW A03bl HE ClelyeT NPUHHMMAaTh Ipenapar IOMOJHUTENBHO,
CIIEIYIOLIYIO 103y NPUHUMAIOT B HA3HAYEHHOE BPEMSI.

[Ipemapar Hunotnan6 ®apmacuHTe3 JOCTYIIEH B ABYX JA03MpoBKax: Karmcymbl 150 mr u 200 wmr.
[Ipu HEOOX0AMMOCTH KOPPEKIIMH 03kl Ipernapara 10 He kpaTHoi 150 mr, cienyeT mpUMEHSTh
npenapat Humotunun6 ®apmacunres, kancymnsl, 200 mr.

Ilepen wHauvanmom, wyepe3 7 [HEW mMOCHEe Hadyajla M B NPOLECCE JIEUCHUS MPEnaparoM
pekoMenayercs npoBoauTh DKI-uccinenoBanue.

[lepen npumeneHueMm mpenapara Ipu HEOOXOIMMOCTH CJIEAyeT MPOBOAUTH KOPPEKLHIO
TMIIOMarHMEMUN W TUMNOKAIMEMHHU. B mporecce nedeHHss peKOMEHJOBAaHO KOHTPOJIMPOBATh
CoJIep’KaHuE KaJus U MarHus B CHIBOPOTKE KPOBHM, OCOOEHHO Yy MAI[MEHTOB C PUCKOM Pa3BUTHUS
MeTa0OIMYECKUX HapYIICHUH.

Ha ¢one npumeHeHus HMIOTMHHOA OTMEYAIOCh YBEIMYEHHE KOHI[EHTpAalMU OOIIEro
XOJIECTEPUHA B CBIBOPOTKE KPOBH. PEKOMEHI0BAaHO ONpeNeaTh JUIUIHBINA 1 poduiib 10 Havana
Tepanuu HUIOTUHUOOM, a Takke uyepe3 3 u 6 MecsiieB Mocie Hayaa JIYeHUsI 1 MUHUMYM 1 pa3
B IoJl IPH JJIUTEIbHOM PUMEHECHUU.

Ha done nmpumeHeHust HUIOTHHNOA OTMEYAIOCh YBETTMYEHNE KOHI[EHTPAI[MH TIIOKO36I B IJIa3Me
kpoBH. CrnenyeT OLEHMBATh KOHIIEHTPALMIO IVIFOKO3bl B IJIA3M€ KPOBM 10 Hadalja JEYEHUs, U
py He0OXOIMMOCTH BO BpEMsl JIeUeHUS HUIOTHUHHOOM.

BenenctBue pucka pasBUTHS CHUHIpPOMa JIM3MCAa ONYXOIM IEpe] NPUMEHEHHEM Ipenapara
clenyeT MpU HEOOXOAMMOCTH CKOPPEKTUPOBATh KIMHUYECKUA BBIPAKEHHYIO JETUpaTalui0 U
MOBBIIICHHYIO KOHILEHTPAIUI0 MOYEBOW KUCIIOTHI.

CrieqryeT MPOBOJNUTH PYTHHHBIN KOHTPOJIL OTBETA HA Tepamnuio y manueHToB ¢ Ph* XMJI, kak BO
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BpeMsi NpUMEHEHHUs Tpernapara, Tak U B cliyjae nsmEHE s %%HEEQ%EB%Tgﬂq;g%HHH

COOTBETCTBYET 2KCNEPTHOMY OTYETY

CyOONTHMANIBbHOTO OTBETa Ha JICYCHHE, IOTEPU OTBETA, HEJOCTATOUYHON MPUBEPKEHHOCTH
MalMeHTa K JICYEHHIO (KOMIUIAEHTHOCTH) WJIM BO3MOXKHOTO JIEKAPCTBEHHOTO B3aMMOJICHCTBHUSL.
Koppexkuuto Tepanuu cienyer npoBOAUTh, OCHOBBIBASICh Ha PE3ylbTaTaX MOHMTOPHHIA.

s newenus enepsvie vissnennozo Pht XMJI ¢ xponuueckoii ¢hase y 63pocivix

PexomennoBan mpuem mpenapara Hunotmau6 ®dapmacuute3 B no3e 300 mr 2 pasa B CyTKH
(xaxxapie 12 gacon).

Js newenus Ph* XMJI 6 xponuueckoii ¢haze u ¢paze akcenepayuu y 63pocivlx NAYUEHMOE NPU
HenepeHoCUMOCmu Uy pe3ucmeHmHoOCmu K npeouiecmayioujeti mepanuu, BKIoYds UMamuHud
Pexomennyemas nosza npenapara Hunotnnu6 ®@apmacunres cocrasiser 400 Mr 2 pas3a B CyTKU
(kaxapie 12 ). JledeHue mpenaparoM MPOBOJAT 0 TE€X MOP, OKA COXPAHSETCS KIMHUYECKUN
s(pdexr.

Koppexyus pesicuma 0o3uposanus npu pazsumuu cepbe3Hvix HedxceramenvHulx asieHull (HA) co
CMOPOHBI CUCHEMbL KDOBEMBOPEHUsL (MPOMOOYUMONeHUs, HeUmpOonenus maxiceaol cmenenu)
IIpy BO3HHMKHOBEHUU HEUTPONEHMM W TPOMOOIIMTONIEHUM, HE CBSI3aHHBIX C OCHOBHBIM
3abosieBaHuEM, TpeOyeTcss BpEeMEeHHash OTMEHa Ipernapara WM YMEHBIIEHHE €ro J03bl, B
3aBMCUMOCTH OT CTENEHU BbIpakeHHOCTH 3THX HAL.

Tabnuya 1. Koppekiusi m03bI Tpenapara B clydac BO3HUKHOBEHHS HEHUTPONCHUU U

TPOMOOLIUTOTIEHH I
BriepBbie BbIsiBICHHBIM | CHUKEHUE I. Ortvmena  mpemapata  HuioTuHHO
Ph* XMJI B abcomoTHOro umncia | PapMacHMHTE3 U MPOBENCHHUE PETYSPHBIX
xpoHuueckoir (aze — | HelTpoduIoB KIMHUYECKUX aHAIU30B KPOBH.
300 mr 2 pa3za B CyTKu <1x10%n 2. BozoOHOBIIeHHE B TedeHHE 2-X HEIeINb
W/WIH 91 Clia JIeYeHUs npemnapaTom Hunotunu6
TPOMOOLIUTOB @apmacuHTe3 B /103€, NMPUMEHABIIEHCA 10
<50 x 10%mn NpepbhIBaHMS TEPANMHU, €CIu aOCOITIOTHOE
uucio Heirpopumos > 1 x 10%n w/mim
4KCIo TpoMOOIMTOB > 50 X 10°%/1.
3. Ilpm coxpaHeHWH ITUTONIEHUH MOXKET
noTpedoBaThCs YMEHBIICHHE JI03BI
npenapara Hunorunu6 ®apmacunres 1o 400
Mr 1 pa3 B CyTku.
Ph* XMJI npu CHuxeHne 1. Ortvmena mpenapata  HumotuHuo6
PE3UCTEHTHOCTH abcomoTHOro ymcna | PapMacHMHTE3 W TPOBEICHHE PETYIAPHBIX
U HeHTpoduIoB KIMHUYECKUX aHaJTU30B KPOBH.
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HENepeHOCHMOCTH <1 x10%n 2. BOs0BHOBCHIG B ToMeHHE 2oX HEALHE
[PE/IIIECTB yIOIICH U/WIIHA 9 Clia JICUCHUS npernapaTrom Huotuau6
Teparuu B TPOMOOITUTOB dapMacuHTe3 B J103€, NMPUMEHSBILICUCS 10
XpOHHUYECKOU aze — <50 x 10°/n MPEPBIBAHMS TEpauu, €CIU aOCOITIOTHOE
400 mr 2 pa3a CyTKu yucno Heitpodunos > 1 x 10°%n wm/umm

grcino TpomMGonuTos > 50 % 10%/m.

3. Ilpu COXpaHEHMH LUTONEHUH MOKET
oTpeObOBaTHCS YMEHBIIEHHE JI03B1
npenapata Humotunu® ®apmacunres o

400 mr 1 pa3 B cyTku.

CHMKEHHE 1. Ormena mnpemapata  HunotuHuo6
abcomoTHOrO umcia | dapMacUHTE3 W TPOBEJACHUE PETYIAPHBIX
HeHTpoduIoB KIMHUYECKUX aHaTU30B KPOBH.

<0,5 x 10%n u/umu | 2. Bo30oOHOBIEHUE B TEUeHHE 2-X HENEIb
qucaa TPOMOOLIUTOB | JICYCHHS IpenapaTom Hunotunu6
<10 x 10%n dapMacuHTe3 B J103€, NMPUMEHSIBILICHUCS 10
MpPEPhIBAHMS TEpauu, €clu aOCONTIOTHOE
upcno Heitpodumos > 1 x 10°%/n w/umm
grcio TpomGonuTos > 20 x 10%/m.

3. Ilpu coXpaHEHUH IIUTONICHUU MOXKET
oTpeOOBaThCS YMEHBIIICHHE JIO3bI
npenapata Humotunu6 dapmacuHTe’ 10

400 mr 1 pa3 B cyTku.

Koppexyus  pexxcuma  0o3uposanus npu — paseumuu  Cepbe3HblX — He2eMamono2udecKux
HediCeNamenvHulx A61eHUU

[Ipu pa3BuUTUM YyMEPEHHO BBIPAXKEHHBIX WJIM TSOKENbIX Heremarosiornyeckux HS, cBA3aHHBIX C
IpHEeMOM IIperapara, Tepanuio npernaparom HunotnHnb @apMacuHTe3 ClieayeT MpepBarh.
[Tocne paspemenus HS nedenune mpemaparoM MOXET ObITh BO300HOBIIEHO B 03¢ 400 mr 1 pa3
B cyTKH. [Ipr HEOOX0IMMOCTH BO3MOXKHO MOBBILIEHHUE 1036 TIpemnapara 10 300 mr 2 pasa B CyTKH
y TAIMEHTOB C BIepBbie BhIABICHHBIM Ph* XMJI B xpoHnueckoii ¢asze u g0 400 Mr 2 pasza B
cyrku nipu tepanuu Ph™ XMJI B xponudeckoii ¢aze u (ase akcenepauu y B3pOCIbIX MMaIMEHTOB
OpU HEMEePEeHOCUMOCTH WM PE3UCTEHTHOCTH K MPEAUICCTBYIOUICH Tepamuu, BKIOYas
UMaTUHHUO.

[Tpu yBenm4yeHUH aKTUBHOCTH JIMIIa3bl KpOBHU B 2 pasa Beime BI'H, koHIIeHTpamuy OunnpyonHa
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B 3 pasa Beime BI'H mim «q1e4eHOYHBIX» Tpa {caMHH&i:{li;':g-Jpg;gﬁlig WE&;%&HQ&M

Hunotuan6 ®apmacunre3 pekomenayercst cHU3UTh A0 400 mr 1 pa3 B CyTKd WIJIM BPEMEHHO
npepBaTh Tepanuio.

Bosmooicnocms  ommenvl mepanuu Yy nayueHmos ¢ enepevie GuvisigieHnbim Pht XMJI ¢
XpoHuueckol ¢haze npu cmabunvHom enyooxom MO 4.5 na pone mepanuu HurIOMUHUOOM HA
npomsceHuu 3 iem

VY manueHToB, MOJy4aBImMX Tepamnuto npenapatom Hunornan6 ®apmacuntes B moze 300 mr 2
pas3a B CyTKM B TE€YEHHE MPEIIIECTBYIONMX 3 JIET U AOCTUTIMX rirydookoro MO, cTaGuibHOTO
Ha TMPOTSHKEHUM MHUHUMYM | TO/Ja HENOCPEACTBEHHO Iepe] MpEeKpalicHueM JIeUeHUs
npernapaTroM, BO3MOXKHa OTMEHa Tepanuu. IlpekpaieHue JedeHHs NpenapaToM J0JKEH
MHULUUPOBATH TOJILKO BPay C ONBITOM JiedeHus nanueHToB ¢ XMJI. Y nmanueHnTosB, 4711 KOTOPBIX
paccMaTpuBaeTcss BO3MOXKHOCTb OTMEHBI Tepalnuy IpenaparoM, CIeIyeT KOHTPOJIMPOBaTh
ypoBeHb TpaHckpunta BCR-ABL u mnokasarenn OOIIEKIMHMYECKOTO aHaiM3a KPOBHU C
OTIpe/IeIICHUEM JIEHKOIUTAPHON (POPMYITBI €KEMECSYHO B TEUECHHUE IIEPBOTO T0J1A, 3aTEM KaXKIbIe
6 HeJenb B TEUEHHE BTOPOIO I'ojla U jajee Kaxable 12 Henenb.

Jlns manuenToB, y KOTOphIX BhIsiBIeHA motepss MO 4.0, Ho He OOJIBITIOT0 MOJIEKYJIIPHOTO OTBETA
(BMO) B Tteuenue mnepuona Oe3 IedeHus, ypoBeHb TpaHckpunta BCR-ABL crnenyet
KOHTPOJMPOBATh KaXKIble 2 HENENH 10 TeX IOp, Moka ypoBeHb TpaHckpunta BCR-ABL nHe
BepHeTcs B auanaszod Mexxay MO 4.0 u MO 4.5. [lanueHTsl, y KOTOPBIX YPOBEHb TPaHCKPUIITA
BCR-ABL coxpansercs B auamnazone mexay bMO u MO 4.0 B TeueHne kKak MHUHUMYM 4
NOCJIeI0BATEIbHBIX U3MEPEHUN, MOTYT BEPHYTHCS K IIEpBOHAYAIBHOMY TpaKy MOHHTOPHHTA.
[TIpu motepe BMO cnenyer B0O300HOBUTH Tepamuio npernaparom Hunornau6® dapmacuHTe3 B
TeueHue 4 Henenp I[0C/Ie€ [WarHOCTUPOBAHUS MOTEpU peMHuccuM. JledeHue cruemyet
B0O300HOBIIATH B 03¢ 300 Mr 2 pasza B CyTKM WJIM B yMEHbIIEHHOW 103¢ 400 Mr 1 pa3 B cyTku y
NAalMEHTOB, I0JYYaBIIMX YMEHBIICHHYIO /103y IIperapara nepej npekpamenuem tepanuu. [pu
BO300OHOBJIGHUH JICUCHUSI CIEAYET €KEMECSYHO KOHTPOJIMPOBATH ypOBEeHb TpaHckpunta BCR-
ABL Bm10TH 10 TOBTOpHOTO focTH)eHUsT BMO.

Boszmooicnocms ommenvt mepanuu npu cmabdunviom 2nyookom MO 4.5 ma gone mepanuu
HUTOMUHUOOM HA NPOMANCEHUU 3 1em NOC/le CMeHbl Je4eHus UMAMUHUOOM HA HULOMUHUO

VY manuMeHToB, MOJYYaBUIMX TEPANHIO IMpErnaparoM B TEUCHUE MPEIIIECTBYIOIMX 3 JEeT |
nocturumx rryookoro MO, cTaOMIIBHOTO Ha NPOTSDKEHUM MUHUMYM | roia HemocpeACTBEHHO
JI0 TIPEKpALliEHUs] Tepaluy IpernapaToM, BO3MOXKHA OTMEHa Tepanuu. lIpekpameHue Ttepanuu
IpenapaToM JO0KEH MHUIIMUPOBATh TOJIBKO Bpay C ONBITOM JieueHus nanueHToB ¢ XMJL.

VY nmanueHToB, UI1 KOTOPBIX pPacCMaTpUBAaETCs BO3MOXHOCTb OTMEHBI TE€palUu IPENaparoMm,

ciemyeT KOHTPOJIUpOoBaTh ypoBeHb TpanckpunTa BCR-ABL u mokaszarenn oOIMEKTHHUYECKOTO
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aHaJIu3a KPOBU C OMNPEACICHUEM JIEUKOIIUTAPHOMI @pﬂﬂy&ﬁ%-@&&ﬂ@E"ﬁL%Eﬁ'éjﬁQpﬁﬂom

rozia, 3aTeM Kaxzple 6 Helenb B TEYEHHE BTOPOIO rojia U Aajee Kaxible 12 Henelns.

Jlns marueHToB, y KOTOphIX BhIsiBIeHA moTepss MO 4.0, Ho He OOJBITIOT0 MOJIEKYJIIPHOTO OTBETa
(BMO) B Tteuenue mnepuonma Oe3 IiedeHHs, ypoBeHb TpaHckpunta BCR-ABL crnenyer
KOHTPOJUPOBATh KaXKIbIC 2 HEJCIHM NI0 TeX MOop, Moka ypoBeHb TpaHckpunta BCR-ABL nHe
BepHeTcs B auanaszo” Mexxay MO 4.0 u MO 4.5. TlaniueHTsl, y KOTOPBIX YPOBEHb TPaHCKPUIITA
BCR-ABL coxpansercs B auamazone mexay bMO u MO 4.0 B TeueHue kKak MUHUMYM 4
MOCTIeIOBATEIbHBIX U3MEPEHUN, MOTYT BEPHYTHCS K IIEpBOHAYAILHOMY IrpaiKy MOHUTOPHWHTA.
Y mamueHTtoB ¢ moarBepxkaeHHOW morepeii MO 4.0 (2 mocinenoBaTeNBHBIX aHAA3a C
uHTepBAIoM 4 Henenu, noarBepxkaaroumx mnorepro MO 4.0) unu nortepeit BMO neuenue
IpernaparoM cleayeT BO300HOBUTh B Te€UeHHE 4 HeJenb IO0CJIe JAWarHOCTHPOBAHMS MOTEpU
pemuccun. Tepanuio mpenapaToM BO300HOBIsOT B jgo3e 400 mMr 2 paza B cyrku. [lpu
BO300HOBJIEHUH TEPANUU CIEAyeT €KEMECIYHO KOHTPOIMPOBATh ypoBeHb TpaHckpunTa BCR-
ABL BIJIOTH 10 MOBTOPHOTO JOoCTUKeHUs npeawecTyronmx bMO nnu MO 4.0.
Coomeemcmeue Kpumepusm ommeHvl mepanuu

Y nmanweHToOB C TMOATBEPXKACHHOW OKCIpeccued TUMUYHBIX TpaHnckpuntoB BCR-ABL
el3a2/b2a2 unm el4a2/b3a2 mpu cOOTBETCTBUHM KPUTEPUSM BO3MOXKHO PAacCMOTPEHHE BOIpOCa
00 ormene Ttepanuu. Hammume tunuyHeix TpanckpuntoB BCR-ABL HeoOxogumo ans
BO3MOXXHOCTH OIPEAETICHUS] YPOBHS HX OHKCIpeccud, rmyOuHbl MO M OLIEHKH BO3MOXKHOM
OTEPH MOJIEKYJSIPHOM peMHCCHU TOCTe MPEeKpaleHusl TePAuK NpenapaToM.

Konmpons nocne npexpawenus mepanuu

VY nmanMeHToB, AN KOTOPBIX PACCMATPUBAETCA BO3MOXHOCTb OTMEHBI TEpaluu IPernapaTrom,
MOHUTOPUHT ypoBHA TpaHckpunta BCR-ABL Heo0Xogumo NpOBOAMTH MPH ITOMOIM
JMarHOCTUYECKOT0 KOJMYECTBEHHOIO TEeCTa, BaJIMAMPOBAHHOIO i ompexaeneHus MO c
MUHHUMaJIbHON 4yBcTBUTENbHOCTBIO MO, paBHoMy 4.5. Yposens Tpanckpunta BCR-ABL
clleflyeT OIpeleNsaTh Mepesl OTMEHOM Tepanuu, a Takke Ha MPOTHKEHUU Iepuoja 0e3 JeUeHUs..
[Ipu norepe BMO wnnu noarsepxaeHHoi norepe MO 4.0 (1Ba mocienoBaTENbHBIX aHAIU3A C
uHTepBalioM 4 Hezdenu, noarBepxxaaronmx norepio MO 4.0) cnemxyer BO30OHOBUTH JieUeHUE
npenaparoM B TedeHHEe 4 Helenb Noclie AUarHOCTUPOBaHUS MoTepu pemuccuu. [Jlns
ofpesielieHHsl BO3MOXHOU notepu MO HE0OX0MMO PEryIsipHO M YacTO OMPEIEIATh YPOBEHb
Tpanckpunta BCR-ABL u npoBoauTh OOUIEKIMHUYECKUH aHAIM3 KPOBU C OIpPENEICHHEM
JEUKOIIUTApHOU (HOPMYIIBI.

[TannenTtam, kotopble He cMOrIM JocTurHyTb BMO cryctst Tpu Mecsiiia mociie BO30OHOBIEHUS
JIeYeHM S, HEOOXOIMMO MPOBECTH MCCIEOBAHME Ha ONpeAeTIeHUe MyTalluii KWHAa3HOTO JIOMEHa

rena BCR-ABL.
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(NOCNEOCBATENEHOCTE 0002)

Oco0ble IPYIIILI TalHEHTOB

Ilayuenmul 6 603pacme > 65 nem
B KIMHMYECKUX WCCIIeIOBAaHUSX MAlMCHTHI B BO3pacTe > 65 JIeT ¢ BIEpBBIC BHISBICHHBIM Ph*
XMJI B xpoHuyeckoil ¢aze u (pase akceiaepau ¢ HEEPEHOCUMOCTBIO MIIH PE3UCTEHTHOCTBIO K
MPEIECTBYIONMIECH Tepanuu, BKIo4Yass uMaTuHuO, coctaBimsuia 12 % u 30 % ot oOmero uwncina
NAI[MEHTOB COOTBETCTBEHHO. CyYIIECTBEHHBIX OTIMYMN B S(PPEKTUBHOCTH M OE30MaCHOCTH
IPUMEHEHHUs HUJIOTUHHOA y MAalUEHTOB JaHHOW KaTeropud B CPaBHEHMM C IallMEHTaMHu B
BO3pacTe oT 18 10 65 et BhIsABIEHO HE OBLIO.
Ilayuenmul ¢ Hapywienuem QyHKyuu nouex
Her nmaHHBIX MO TPUMEHEHWIO HIJIOTMHHOA Yy MAIlMEHTOB C HapylleHHEeM (QYHKIHH I0YeK
(KOHILIEHTpalMs KpeaTHHUHA B IJ1a3Me KpoBH B 1,5 pasza > Bepxseil rpanulisl Hopmsl (BI'H)).
[lockonbKy TOYKM HE WIPAIOT CYHIECTBEHHON pOJM B BBIBEJCHUM HUJIOTHUHMOA U €ro
METa0O0IMTOB, HE OKUJAETCS CHIIKEHHUS OOILero KIMpPeHCa HUJIOTUHHOA MpHU HMPUMEHEHUH
npenapara y nalueHTOB JAaHHOW KaTerOpuH.
Ilayuenmul ¢ Hapywienuem QyHKyuu nevexu
[TockonbKy npu NPUMEHEHUHU y MAlMEHTOB C HapyLIeHUSAMHU (yHKIUU II€YEHU HE OTMEYaloch
3HAYUTEIBHOIO M3MEHEHUs (PapMaKOKMHETHYECKUX I[apaMeTpoB HHJIOTMHHOA, y MalllieHTOB
JAHHOM KaTteropuu He TpeOyeTcss KOPPEeKUHUHM peXuMa J03upoBaHus mpenapara HumotuHu6
@®apmacunTe3. TeM He MeHee, NPUMEHATh Ipenapar y 3TUX NAIUEHTOB CIEAyeT ¢
OCTOPOKHOCTBIO.
IHayuenmvl ¢ HapyweHuaMU cO CHMOPOHbL CEPOSYHO-COCYOUCHOL CUCTEMbL
[TockonbKy KIMHHUYECKHE JaHHBIE MO MPUMEHEHUIO HUJIOTHHMOA y MALMEHTOB C THKEIBIMU
3a0oneBaHMsIMA  cepAna (B T.4. HECTaOMJIbHOM  CTEHOKapIueil, HEKOHTPOJIHPYEeMOM
XPOHUYECKOH CepAeYHOM HEeI0CTaTOYHOCThIO, BBIPAKEHHOW Opaaukapauedl wWin HeZaBHO
NEePEHECCHHBIM MH(APKTOM MHOKapia) OTCYTCTBYIOT, CIEAYET C OCTOPOXKHOCTHIO NMPUMEHSTH
npenapar y 3TUX HalUEeHTOB.

eTH
be3onacHocTh 1 3¢eKTUBHOCTh Tpenapara y JeTed B Bo3pacTe 10 18 JeT He yCTaHOBJIEHBI.
JlaHHBIE OTCYTCTBYIOT.

Crocob npuMeHeHNs

[Ipenapar Hunotunu6 ®apmacuuTe3 ciieayer NpuHUMAaTh BHYTph depe3 2 4 nocie enpl. [locie
IpueMa pernapara IpUuHUMaTh [Ty CIEAYeT HE paHee, ueM yepes | u.

Kancynel Heo6XoauMMO HpOIaThiBaTh HEIMKOM, 3alIMBasi BOJIOU.

Jlis manueHToB ¢ 3aTPyJHEHHBIM IIIOTAaHUEM BO3MOKHO PAaCTBOPEHUE COAEPKUMOIO KarcCyll B

OJTHOM 4YallHOMW JIOKKE SOJIOYHOTO IMIOpPE HETMOCPEACTBEHHO Tepes mpueMoM. [[s pacTBopeHwus
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COJICP)KMMOTO KarCysl CJIeIyeT HCIOIb30BaTh TPJIBKO ﬂ6%£%“&ﬂ%&$@%@h HE

CJIEZlyeT pacTBOPATH OoJiee ueM B OHOM YaHOH JIOKKE SI0JI0YHOTO IIOpE.
4.3. IIpoTuBONOKA3aHUA
e [ unepuyBCTBUTEIBHOCTh K HUJIOTHHUOY UJIH K JIOOOMY M3 BCIIOMOTATENIFHBIX BEIECTB,
MEePEUNCICHHBIX B paznene 6.1.

e bepeMEeHHOCTh U IEPUOJ IPYAHOIO BCKAPMIIMBAHUS.

4.4. OcoOble yka3aHusi ¥ Mepbl MPeI0CTOPOKHOCTH MPU NPUMe He HUM

[Ipenapar Hunotunu6 dapmacuHTe3 ClieyeT ¢ OCTOPOXKHOCTHIO MPUMEHATh Y MALUEHTOB C
daxropamu pucka yrumHeHus uatepsaiga QT Ha snexrpokapauorpamme (OKI): ¢ BpoxieHHBIM
yaimuHeHueM wuHTepBana QT, ¢ MeIMKaMeHTO3HO HEKOHTPOJIMPYEMBIMH WA  TSDHKEIBIMU
3a00seBaHMAMU cep/ua (BKIOYas HEJIAaBHO NMEPEeHECEHHBIM MH(PAPKT MHOKap/a, XPOHHYECKYIO
CEpJICUHYI0 HEAOCTATOYHOCTh, HECTAOWJIbHYIO CTEHOKApJUIO0 WM KIMHUYECKH 3HAYUMYIO
OpazuKapJuIo), ¢ HapyIeHUsIMU (YHKIIMH TE€YEHU, C TAaHKPEaTUTOM (B T.4. B aHaMHE3e).
[Mpemapar Hunmotnau6 ®apmacuHTes HE ClemyeT MPUMEHSTH OJHOBPEMEHHO C IperapaTami,
SBIISIOIIMMUCS MOIIHBIMU MHTHOUTOpamu uzodepmenta CYP3A4 nnu yninmuHAIOIMMYA UHTEPBAT
QT, ocobGeHHO y TalNMEHTOB C TUIMOKAJIMEMHEH | THUIIOMarHueMuen (BO3MOXKHO Ooiiee
BbIpaXXeHHOE ynHeHne nateppaia QT).

Crnenyer wu30eraTb OJHOBPEMEHHOTO MpUMeHeHHs mpernapata Hunoruau® ®dapmacunTe3 C
TPEUII(PPYTOBBIM COKOM U JPYIUMHU TIPOAYKTaMH, SBISIOMIMMUCS W3BECTHBIMH MHTHOUTOpaMH
n3odepmenta CYP3A4.

JleueHme TOJKHBI OCYIIECTBIIATH CIIEIIHATUCTHI, UMEIOIMe OMBIT ieueHust XMJL.

Muenocynpeccus

[lockonpky TpH TNPUMEHEHHMH HIJIOTHHHOA BO3MOXKHO PAa3BUTHE TPOMOOIIMTOICHUH,
HeliTponieHU U aHeMuu (Haubosee yacto y nanueHToB ¢ XMJI B ¢aze akcenepaiuu), cienyer
IPOBOJIUTH KIMHUYECKU I aHAJIN3 KPOBU KaXK/ble 2 HEJIENIU B TEUEHUE IIEPBHIX 2 MECALIEB TEpAuU
opernaparoM, a 3aTeM — eXEeMEeCSYHO WIM B Cclydae KIMHUYECKOH HEO0OX0IUMOCTH.
Muenocynpeccusi, Kak MpaBWiIo, Obuta oOpatuMoil M KOHTponupyemoii. Hopmanusanuu
KOJIMYECTBa TPOMOOLIMTOB UM HEUTPO(DUIIOB OOBIYHO YIABAlIOCh JIOCTUYb I10CIIE BPEMEHHOTO
MPEKpaIICHUs Tepauy HUJIOTUHUOOM MM CHUKEHU S 103bl IIpernapara.

Ciryyau BHE3aIHON CMEPTHU

[lpy npuMeHEeHHHM HUJIOTHHUOA B KIIMHUYCCKUX HCCIICOBAHUSAX OTMEYAIUCH CIydad (4acToTa
0,1-1 %, rpaganus — «HEYacTO») BHE3AMMHOW CMEPTH MAI[MEHTOB C 3a00JIEBAHUSMH CEpLla M
BBICOKMM PHUCKOM OCJIO)KHEHHH CO CTOPOHBI CEPJICYHO-COCYAMCTON CHCTEMBI. DTH TaI[ACHTHI
4acTO UMEJH COMMYTCTBYIOIME 3a00JIeBaHMS U TOTYJaIl COMYTCTBYIOIIYIO Teparnwio. HapyieH v st
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penosIpU3aIUM KEITYJOYKOB MOTYT SIBJISITHCS ,IOHOJIHI/I%J%%&EI%%‘E&@ W%.TH(Q ;J'f-lﬁﬁbnv[

HOCTpeFI/ICTpaLII/IOHHBIX I/ICCHGZ[OBaHI/Iﬁ paC‘-ICTHaH qacToTa CIIOHTAHHBIX COO6H.[€HHI>1 (6] cnyqaﬂx
BHe3anHou cMepTu coctaBuia 0,02 % na 1 manuenTa B ro.

OCa0XXHEHHS CO CTOPOHBI CEPICYHO-COCYAUCTON CHCTEMEI

[lpy  npumMeHeHMHM HWIOTHHHOA B  KIMHHUYECKUX  MCCIEAOBAHMAX, a Takke B
MOCTPETUCTPAIIMOHHBIX UCCIIEIOBAHUAX Y MAIlMEHTOB C BIEPBbIE NUArHOCTHPOBAaHHBIM XMJI,
OTMEUYEHBI CJIydan Pa3BUTHSI OCIOKHEHUN CO CTOPOHBI CEPACUHO-CcOCyaucTon cucremsl. HA 3 u 4
CTETICHHU BKITIOYAIIN B Ce0s1 OKKITIO3UIO MTepHPepUIECKUX apTEPHid, HIIEMHYECKYIO O0JIe3HB cep/la
U UIIEMHYECKUe 11epeOpoBacKylapHbIe sSBICHUS. [Ipy MOsIBICHUN COOTBETCTBYIOIMX KalI00 UM
CHUMIITOMOB OCTPBIX HapyIIEHU CO CTOPOHBI CEPACUHO-COCYIUCTON CUCTEMBI TAIIMEHTY CJIETyeT
HEMEIJIEHHO OOpaTUThCS 32 MEIUIIMHCKON moMmorpio. CrlemyeT KOHTPOIUPOBATH (PYHKIIU IO
CEPJIEYHO-COCYIUCTON CUCTEMBI, a TAOKE OIEHUBATH (PAKTOPHI PUCKA PA3BUTHS OCIOKHEHUM CO
CTOPOHBI CEPICYHO-COCYAUCTON CUCTEMBI Ha BCEM MPOTHKEHUU TePATUU HUIIOTUHHOOM.

3agepKKa FKUIKOCTH

B wimmHMYecKuX McclaeNoBaHUSIX Yy MAllMeHTOB ¢ BIEPBbIE MUarHOCTUpoBaHHBIM XMJI Hewyacto
(0,1 —1 %) orMeuanuch TsDKeIbIe POPMBI 3aICPHKKH JKUIKOCTH, TAKAE KAaK BBIMOT B IJIEBPATIHYIO
MOJIOCTh, OTEK JIETKUX U BBIMIOT B MOJIOCTH Nepukapaa. CXoaHbIe ciiydan ObLITA OTMEUYEHBI TAKKE
Y IPY IPUMEHEHUH [TperapaTa B KIIMHUYECKOM ITPAaKTUKE B MOCTPErHCTpaniMoHHOM niepuoae. [Ipu
BHE3aITHOM M OBICTPOM VYBEIMYEHUW MacChl Tela Yy TMAallMeHTa, MOJYYalolero JeYeHune
HUJIOTUHUOOM, CIIEZIyeT MPOBECTH THATEIbHOE OOCIEOBAHUE C IIENIBIO0 BBHICHEHUS TTPUYNHBL
IIpy mnosiBIEHUM CHUMITOMOB 3aJCPKKH JKUJIKOCTH TSDKEJIOM CTENEHU CleayeT YTOYHUTH
STHOJIOTHIO JAHHOTO SIBJICHUS ¥ TIPOBECTH COOTBETCTBYIOIICE JICUCHHE.

PeaxruBanus Bupyca renmatuta B

VY nanueHToB, ABJAIOIMXCA HOCUTEISIMU BUpyca rernaruta B, Bo3MoxkHa peakTuBanus JaHHOTO
BHUpYca mocie Tepanuu npernaparamMu uHruouropamu BCR-ABL THpPO3MHKIMHA3bI, TAKUMH KaK
HUJIOTUHUO. B HEKOTOPBIX Cilydasx HpHU NPUMEHEHUHM NpenapaToB JAHHOIO KJ1acca OTMEYEHO
pa3BUTHE OCTPON MEYEHOYHON HETOCTATOUHOCTH WM (DyJIbMHUHAHTHOTO T€NaTUTa, MPUBOSAIIMX
K TPaHCIUIAHTALMH [IE€YEHH NI JIETAIbHOMY UCXOLy.

Ilepen HauaioM Tepanuy MpenapaToM BCeX NALUEHTOB ClIeayeT 00CIe0BaTh Ha HAIMYKME BUPYCa
renatuta B. Crnenyer Tarke HpoBecTH oOCIeIOBAaHUE MAIMEHTOB, MOJIYYAIOUMX TEparuio
IpernapaToM B HACTOSIIEE BpeMs, HAa Haluuue HHPULUHUPOBAHUS BUPYCcOM renatuta B c menbto
BBISIBJICHUSI HOCUTENEH AaHHOro Bo30yautens. [Ipu momydeHMH MOJ0XKHUTEIBHOIO pe3yibTara
CEpOJIOTUYECKOTO TECTUPOBAHUSA (B T.4. MPU AKTUBHOM HHQEKIMOHHOM IIPOLECCE) CIeayeT

MMPOBCCTH KOHCYJIBTALUIO IMMALIMCHTA Yy ICIATOJIOra W CIHCHUAINCTA IO JICHCHHUIO BHUPYCHOI'O
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rematHTa B, KaK B ciydae mepei HAYATOM Teparliu mpenapaioM rak i TATHEHTOR: Oy ArolmX

TEPAIHIO IPENAPATOM B HACTOSILIEE BpeMsl.
CocrosiHMe TalMeHTa, SBJSIONIETOCS HOCUTENIEM BHpyca remaruta B, mpu HeoOX0IMMOCTH
JIEUEHHUsI IIPENapaToM CIeIyeT THATEIbHO KOHTPOJMPOBATh HA MPEAMET Pa3BUTHUS IPU3HAKOB U
CUMIITOMOB aKTHUBHOTO MH(EKIIMOHHOIO IMpoliecca Kak BO BpeMs TE€paruu IMpernapaToM, Tak U B
TEYEHHE HECKOJIBKUX MECSLEB [10CIIE €6 OKOHYAHHUSL.

JIaGopaTopHBIN KOHTPOJIb vV TanueHToB, ¢ Pht XMJI B xpornueckoll dase, TOCTUTIMX TIIYOOKOTO

MOJICKYJIISIDHOI'O OTBETA

Coomeemcmeue kpumepusam 015 Ommensl mepanuu

VY nmanueHToB ¢ MOATBEPKACHHON dKcnpeccuel THHYHbIX TpaHckpunToB BCR-ABL e13a2/b2a2
v el4a2/b3a2 mpu COOTBETCTBHH KPUTEPUSM BO3MOXKHO PACCMOTPEHHE BOMpoca 00 OTMEHE
tepanuu. Hammuune tunuusasix TpaHckpuntoB BCR-ABL HeoOxomuMo i BO3MOXHOCTH
KOJIMYECTBEHHOTO OIpeiesIeHUsl YPOBHS UX dKcIpeccuu, NyouHsl MO M OLEHKH BO3MOXHOM
MOTEPU MOJIEKYJISIPHON PEMMCCHU MTOCIIE TPEKPAILCHHS TEPAIIUH TPENapaToM.

Konmpons nocne npexpawenus mepanuu

Y nmauueHToB, AN KOTOPBIX PacCMaTpPUBAETCS BO3MOKHOCTb OTMEHBI TEPANMHU IIPENapaToM,
MOHUTOPUHT ypoBHA TpaHckpunta BCR-ABL Heo0xoauMo mNpoBOIUTH MpU MOMOLM
JUArHOCTHMYECKOTO KOJIMYECTBEHHOIO TeCTa, BalMAMPOBAHHOrO JuUis ompeneneHus MO c
MHUHUMAJIBHOW 4YyBcTBUTENbHOCTBIO MO, paBHOMy 4.5. Vposenb Tpanckpunta BCR-ABL
ClIelyeT OIpeleNaTh Mepesl OTMEHOM Tepanuu, a Takke Ha NPOTSHKEHUU Meprojia 0e3 JIeUeHHUsL.
Ilpu morepe BMO wunu noarsepxaeHHoi norepe MO 4.0 (2 mocnenoBaTelIbHBIX aHANIN3A C
WHTEpBAJIOM 4 Henenu, noarBepxaaronmx morepro MO 4.0) crmeayeT BO30OHOBHTH JICUCHHE
IpernapaToM B Te€UeHHE 4 HEJEINb I0CiIe AMarHOCTUPOBAHUSI IOTEPU peMuccui. [ onpenenenus
BO3MOXHOU notepu MO HEOOXOAMMO PEryIsipHO M 4YacTO OMPEIEIATh YPOBEHb TPAHCKPUIITA
BCR-ABL u nmpoBoauTh OOMICKIMHUYECKUH aHAIU3 KPOBU C OIPEACICHUEM JICUKOIUTAPHON

bopMyIIbI.

KoHTposib 1a00paTOpHBIX TAHHBIX

Jlunuonwiii npoghuns coleopomku Kpou

B wxmmHnueckom uccnenoBanun y 1,1 % manmeHTOB C BIepBbIe BbIsiBIEHHBIM Pht XMUJI,
NOJydaBIMX HUJIOTUHUO B 03¢ 400 Mr 2 pa3a B CyTKM OTMEYaJloCh 3HAUMMOE YBEIMUYEHUE
KOHLIEHTPALMK OOLIET0 XOJIECTEPHHA B ChIBOPOTKE KpOBU. OJHAKO y MALMEHTOB, MOIY4aBIIM X
HUJI0TUHUO B 03¢ 300 Mr 2 pas3a B CyTKH, HE OTMEUYAJIOCh T0I00HOTO YBEJIIMYECHHS KOHIICHTPAIUH
XOJIECTEpUHA B CHIBOPOTKE KpOBU. PexoMeHyeTcss onpenensaTh JUMUAHBIA Tpoduib 10 Hadaida
Tepanuu HUWJIOTUHHOOM, a Talkoke uepe3 3 U 6 MecsleB I10cIe Hayana JISYeHUsI U MUHUMYM | pa3 B

rog Ipu AJIUTEIBHOM IPUMCHCHUH.
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CnenyeTr coOoaaTh OCTOPOKHOCTH ITPH HEOOX( HHMOCT%%EJ&%%}E‘EE%EOETW:KOA-

penyKkrasbl (THIOJUIUIEMUYECKOE CPEICTBO) OJHOBPEMEHHO ¢ HUIIOTUHHUOOM, TOCKOJIBKY MYTh
MeTa0OIUYECKUX TpeBpamieHnii ”HTHOuTopoB ' MI'-KoA-penykrazsl mpoOUCXOIUT MPH YIaCTUH
uzodepmenta CYP3A4 (cm. pasznen 4.5).

Konyenmpayus enoko3wvl 6 niazme Kposu

B wximmHnueckom wuccrnenoBanun y 6,9 % manueHToB ¢ BHepBbie BBIBIEHHBIM Ph*t XMUJI,
nosydyaBumx HUIOTUHUO B no3e 400 mr 2 pasa B cytku, U y 7,2 % NalMEHTOB, MOTYYaBIIM X
HUJoTUHUO B 103¢ 300 Mr 2 paza B CYTKH, OTMEYAJIOCh 3HAUMMOE YBEJIUYEHHE KOHIIEHTPALUU
[IIOKO3bl B T1a3Me KpoBHU. CrieAyeT OlleHMBATh KOHLIEHTPAIMIO IIIOKO3bl B IJIa3M€ KPOBH IO
HayvaJa JICYCHU s, a TakKe, P HEOOXOAMMOCTH, BO BPEMsI JICUCHUSI HUIIOTHHUOOM.

Tlogvluenue akmusHoCmu 1Unasvl NiaA3Mbl Kposu

[py nOBBIIEHUN aKTHBHOCTH JIMTIA3bl B TIa3Me KPOBH, COMTPOBOXKIAIOMIEMCST a00MIHAIIEH BIMH
CUMIITOMaMHM, TpUEM Ipenapara JOJDKEH OBbITh HpPEKpalleH, IPOBEICHO COOTBETCTBYIOLIEE
o0cieoBaHUE MMALIMEHTA C LIEJIbI0 UCKIIOUEHU S TAaHKpeaTUTa.

Hapywenus ¢pynxyuu neuenu

[Ipu npumenennu mnpenapata HunotnauG @apMacuHTe3 PEKOMEHIYETCS  IPOBOJUTH
€XKEMECSYHBIH KOHTPOJIb (PYHKIIMH MEeYeHHU (TpaHCaMHHAa3bl, OUWIUPYOUH).

ITareHTHI ¢ TACTPIKTOMHEH B aHAMHE3E

HOCKOJ'IBKy Yy NanureHTOB C TOTaJbHOMU FaCTp3KTOMI/ICI>'I B aHAMHE3C 6I/IOI[OCTy1'IHOCTL HUJIOTHHHOA
MOJKET OBITH CHHIKCHA, HGO6XO,I[I/IM TH_[aTeJ'IBHBII‘/'I KOHTPOJIb COCTOSAHUSA JAaHHBIX TAIITUCHTOB.

CHHIPOM JU3HCA OIIYXOJIU

BcnenctBue pucka pa3BUTHS CHUHApPOMA JIM3KMCAa OMYXOJIW Iepell NMPUMEHEHHEM Ipernapara
ClIeyeT TPHU HEOOXOIMMOCTH CKOPPEKTUPOBATh KIMHUYECKA BBIPAKEHHYIO JIETUIPATAIIUIO H
MOBBIIICHHYIO KOHIICHTPALlUIO0 MOYEBOM KUCIIOTHI.

BcnoMorarenbHbIE BENIECTBA

Hunomunu6 ®apmacunmes, 150 me, kancynol

IMpenapat comepxutT kpacutenb nyHioBei [[lonco 4R] (E124), Moxer BbI3bIBaThH
AIJIEPTHYECKUE PEaKIUH.

Hunomunu6 ®@apmacunmes, 200 me, kancynvl

[lpemapar conmep>XuUT KpacuTenb conHeuHbl 3akarT xenTeld (E110), Mo)keT BBI3BIBAThH

AJUICPIrUUCCKUC PCAKIIUU.

4.5. B3aummopneiicTBue ¢ JIPYrMMH JIeKAPCTBEHHbBIMM IMpenapaTaMH M Jpyrue BH/bI

B3auMoOJde HCTBHUA
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HunotuHNG MeTaboIM3upyeTCs IaBHBIM 00pa3pM B netf&ﬁi%%&%ﬁé%&%@%ﬁggﬂ '@QI}QAQ

KOTOPBINA SIBJSIETCS. OCHOBHBIM (PAKTOPOM OKUCIUTENbHOTO MeTabonmusMa. Humotnnu® Tarxe
SBIISIETCSL  CYOCTPaTOM Uil CHCTEMBI BBIBEACHUS MHOTUX JICKAPCTBEHHBIX CpelncTB — P-
rmukonporerHa (P-T'TI). Ha abcopOruio u MOCHEnyIoNyr0 SIUMUAHAINI0 HIJIOTUHHOA MOTYT
MOBJIUATH Ipenaparsl, AccTByronme Ha nzohepmeHT CYP3A4 u/umu P-TI'TL

.HeKaDCTBCHHBIe Cp€ACTBA, KOTOPHIC MOI'YT IOBLIIIATH KOHIICHTPALIUIO HUJOTUHHOA B IJIa3Me

OBU
B xmuHUYecKnX HCCIeJOBaHMIX TPH TPUMEHEHU Y HUJIOTHHIU0a BMECTE ¢ UMaTHHHOOM (cyOcTpat
u uaruouTop m3odepmentra CYP3A4 u P-I'TI), o6a mpenapara He3HAYUTEIIBHO MHTHOWMPOBAIN
uzopepment CYP3A4 u P-TTI, npu stom AUC umarnamnba noseimanack Ha 18—-39 %, a AUC
HunotTuHuOa — Ha 18-40 %.

buomoctynHOoCTh HHIIOTHHHOA y 3I0POBBIX JOOPOBOJIBIIEB YBENWYMBANACH B 3 pas3a IIpH
OJTHOBPEMEHHOM MPUMEHEHUH C MOIIHBIM HHTUOUTOpOM H3odepmenTa C YP3A4 keTokoHa30710M.
Crnenyer m30eratb OHOBPEMEHHOTO MPUMEHEHHS HUJIOTUHHOA C TpenapaTaMu, SBISIOIMMUCS
MouHbIMU HHTHOUTOpamu u3opepmenta CYP3A4 (Hanpumep, KeTOKOHA30JI0M, HTPAKOHA30JIOM,
BOPUKOHA30JI0M, PUTOHABUPOM, KIAPUTPOMHUIIMHOM M TEIUTPOMUIIMHOM) U PAcCMOTPETh
BO3MOXHOCTh aJbTEPHATUBHON TEPANUU JICKAPCTBEHHBIMHU CPEACTBAMH, HE MHIHOUPYIOLMMU
UM He3HauuTenbHO MHruoupyroummu uzodepmeHT CYP3A4. Ilpu HeoOXoauMOCTH JI€UEHHS
npernaparamu, SBISIONMMHUCS MOIHBIMEH HMHTHOUTOpamMu u3odepmenta CYP3A4, neueHue
npenapatoM Hunmotnau6 ®apmacuHTe3 M0DKHO OBITH O BO3MOXKHOCTH TTPUOCTaHOBIIEHO. [Ipu
HEOOXOAMMOCTH OJHOBPEMEHHOTO NpHMeHeHus mnpenapata Humornnu® @apmacunres ¢
npenapaTamu, SIBJISIONMMHCS MOIHBIMA WHTHOUTOpamu n3odepmenta CYP3A4, Heobxommmo
IPOBOAUTD THIATEIBHBIN WHIMBUIYaTbHBIA KOHTPOJIb JUIS BBISBICHHS BO3MOKHOTO YIJTMHEHUS
nntepBana QTcF.

Crnenyet Taloke U30eraTtb 0JJHOBPEMEHHOTO IpUMeHeHus npenapara Hunornnub @apmacunres ¢
rpeiindpyToBbIM COKOM U APYTUMHU HPOIYKTaMH, SIBJISIFOIIMMHUCS W3BECTHBIMU MHTHOUTOPAMH
uzodepmenta CYP3A4.

JIeKapCTBEHHBIE CPEACTBA, KOTOPBIE MOTYT CHHKATh KOHIIEHTPAIIMIO HUJIOTH HHMOA B IJ1a3Me KpOBH

Nupykropsr nzodpepmernta CYP3A4 Moryr ycuimBaTh MeTab0JIM3M HUJIOTHHUOA U CHUXKATh €T0
KOHLIEHTPALMIO B T1a3Me KpoBH. [Ipy ofHOBpEeMEHHOM MpHEME C JIEKApPCTBEHHBIMU CPEICTBAMH,
SBISIOIIMMUCS  MHAyKTopamu  n3opepmenta CYP3A4 (B T.4. QeHuTomH, pudaMnunug,
kapbamazenuH, (eHobapOuTan u 3BepoOON  IPOABIPSBICHHBIN) BO3MOXKHO CHHIYKEHUE
KOHIIEHTpauuu HujdoTuHuOa. [Ipn HEeoOXOAMMOCTH Tepanuu JIEKAPCTBEHHBIMH CPEICTBAMH,

ABISIOIMMUCA MHAykTopamMu u3odepmenta CYP3A4, crenyer paccMOTpeTh BO3MOXKHOCTb
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TEepanvy AJIbTEPHATHUBHBIMU IIperapaTaMu Ml anMéﬁ_EI:iﬁﬂ-l %%Eg&l% 'f’%Iaz'nQE!;%hmx

MeHblllee MHAyHupyoee BiausHue Ha n3odepment CYP3A4.

IIpn npuMeHeHUN HUIOTUHUOA Y 3J0POBBIX JOOPOBOJIBIIEB BMECTE C MHIYKTOPOM H30(epMeHTa
CYP3A4 pudamnuuunom (B noze 600 mr/cyr B TeueHue 12 nHeil) oTMeudanoch CHUKEHHE
cucteMHoM 3kcno3uninu HuiotuHuoa (AUC) mpubnusutensHo Ha 80 %.

PactBopumocTs HuitoTHUOA pH-3aBucuMa, TakuM oOpa3oM, npu nosbimeHnu pH (cHMxeHue
KUCIIOTHOCTH) PACTBOPUMOCTh IIpernapara yMEHbLIAETCA. Y 3J0pPOBBIX JIMI[ C BBIPAXKEHHBIM
yBenuueHueM pH Ha ¢oHe npuema 33omenpasona (B o3¢ 40 mr 1 pa3 B cyTku B TedeHHe S5 JHEN ),
CHI)KCHHUE BCAChIBaHUsI HUJIOTHHMOA Ob10 yMepeHHBIM (yMeHbleHHe Cmax 1 AUC Ha 27 % u
34 %, cooTBeTcTBeHHO). [Ipy HEOOXOMUMOCTH HHJIOTHHHO MOKHO MPUMEHSTH OJJHOBPEMEHHO C
930MEMNPa30IoM UM APYTUMH MHTHOUTOpPaMU MPOTOHHOM ITOMITBI.

B uccnenoBanum y 310pOBBIX TOOPOBOJIBIIEB HE OBIJIO BBISBICHO KAKUX-JTHOO CYIIECTBEHHBIX
U3MEeHEeHUH B (PapMaKOKWHETUKE HUJIOTUHUOA Mpu puemMe HUIoTHHUOa B 103e 400 mr yepes 10
4acoB TocJe npuemMa aMoTHIMHa 1 3a 2 yaca 10 npuema pamotuiHa. Takum oOpa3oM, eciii Ha
¢doHe Tepanuu HUIOTUHUOOM puMeHeHne H2-010kaTopoB rMCTaMMHOBBIX PELIETITOPOB SBIISETCS
HeoOXOAMMBIM, UX cllefyeT puHuMaTh3a 10 yacoB 10 nnm yepes 2 yaca rocie npruemanpenapara
Hunotuuun6 ®apmacunTes.

B ToMm xe uccnenoBanuy ObLIO MTOKA3aHO, YTO MPUMEHEHHUE aHTAIIU/I0B (THAPOKCH] ATFOMUHUS /
TUJIPOKCU]T MarHus / CAMETHKOH) 3a 2 Yaca JI0 WM yepe3 2 yaca 1ocie npueMa HUJIOTHHHOA B
no3e 400 Mr Tarke He U3MEHSET (apMaKOKHUHETHKY HuJoTHHUOA. [loaTOMy pu HE0OX0IMMOCTH
NPUMEHEHHU I aHTALUJI0B UX CJIeIyeT NPUHUMATD 3a 2 yaca A0 WIM IPUMEPHO Yepe3 2 yaca 1ocie
npuema npenapara Humotunu6 @apmacunTes.

Binusinue HMI0THHHOA HA KOHIICHTPALUIO B IIJIa3MEC JICKAPCTBCHHBIX CPCACTB, IIPUMCHSICMEIX B

KA4EeCTBE CONYTCTBYVIOIIEH TePAIIUU

Hunotnnu6, sBnssick KOHKypeHTHbIM wuHTHOMTOpoM wu30(epmentoB CYP3A4, CYP2CS,
CYP2C9, CYP2D6 u UGT1Al in vVitro, mpu 3TOM caMOe€ HH3KOE 3HAYEHHE KOHCTAHTBI
unrnouposanus (Ki) cocrasnser 0,13 mxmons mius CYP2C9. ccnenoBanus gepMeHTaTHBHON
WHIYKIUU TOKa3bIBAIOT, YTO HWJIOTHHHUO IN VItr0 MOXHO paccMaTpuBaTh KakK HHIYKTOP
akruBHocTH u3odepmentoB CYP2B6, CYP2C8 u CYP2CY9. VYV 310poBbIX 100pOBOJBIIEB
OpUMEHEeHHe HUJIOTMHMOa BMecTte ¢ BapgapuHoMm (cyoctpatom CYP2C9) He oxa3biBaio
KIMHUYECKU 3HAaUUMOTI'0 BIUAHUS HA ()apMaKOKMHETUKY MM hapMakoAuHaMUKy Bapgapuna. [Ipu
HEOO0XOAMMOCTH HUJIOTUHUO CiIeayeT IPUMEHSATh OTHOBPEMEHHO C BappapruHOM 0e3 yBeTUUECHHU S
IpOTHUBOCBEpPTHIBaOIEro 3ddexra mnocneanero. Y mnauueHToB ¢ XMJI npu onHoBpeMEHHOM
npumeneHnn 400 Mr HunoTuHKUOA 2 pasa B ieHb Ha NPOTskeHuH 12 nHel n Mua3onama (cyoerpar

CYP3A4) cucreMHast SKCIIO3UIIHS TTOCIICIHETO MPH MPHUEeMe BHYTPh YBEIMYUBalach B 2,6 pas.
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COOTBETCTBYET KCNEPTHOMY OTUYETY
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Hunotunu® sBaseTcss yMEpeHHBIMA HHTHOUTOPOM HSOMEMﬁ'P@@ B8t dab :II'IDI/I

OJTHOBPEMEHHOM TPUMEHEHHH IpenapaToB, METaOOJU3MPYIOUMXCS TIJaBHBIM 00pa3oM ¢
yaactueM n3odepmerta CYP3A4 (nanmpumep, HekoTopeie nHTHOUTOPHI [ MI'-KOA penykrassr),
HUX CHCTCMHAs OKCIO3ULHA MOXKCET YBCIMYUBATHCA. HpI/I OOAHOBPCMCHHOM IMPUMCHCHUN
HWJIOTHHNOA U TTPEnapaToB, ABisironmxcst cyocrparamu uzodepmenta CYP3A4, uMmeronmx y3kuit
TEpaneBTUYECKUN HHIEKC (B TOM 4YHCIe, alpeHTaHWI, IUKIOCIIOPHUH, IUTHUIPOIPTOTaMUH,
IproTamMuH, (EHTAaHWI, CHPOJIMMYC, TaKpOJIMMYC W  Jp.), MOXET THOTpPeOOBaThCSI
COOTBETCTBYIOIIMI KOHTPOJIb U KOPPEKLUS J03bI.

AHTHAPUTMHYECKHE TIPErapaThl U JPYTHe JICKAPCTBEHHBIE CPEICTBA, BBI3bIBAONIME VUIMHCHUE

uHTepBasia QT

He CJICAYCT MPUMCHAITH HHUJIOTUHHO BMECTE C AHTUAPUTMHUYCCKHUMU IIpCIliapaTaMu (HaHpI/IMep,

aMUOJApPOHOM, IU30MUPAMUIOM, MPOKAMHAMHUJIOM, XHHUJIAWUHOM W COTAJIOIOM) M JAPYIUMH
JICKApCTBEHHBIMU CPEICTBAMH, BBI3bIBAIONMMHU yanuHeHue wuHTepBana QT (mampumep,
XIIOPOXHUHOM, rajo(haHTPUHOM, KJIapU TPOMHUIIUHOM, TAJIONEPUAO0IIOM, METaJ0HOM,
MOKCH(UIOKCAITHOM, OSHPUANIOM U TUMO3HUIOM).

Jlpyrre BHObI B3aMMOIEHCTBHUS, KOTOPbIE MOIYT IMOBJMSITH HAa KOHIIEHTPAIMIO HUJOTHHHOA B

CBIBOPOTKC KPOBHU

[Ipy oTHOBpEMEHHOM MpHUEME C MULIEH OTMeuaeTcsl yBeandeHne abcopOuuu 1 OM0J0CTYITHOC TH
HUJIOTUHUOA, TPUBO/AIIECE K MOBBIIICHHUIO MJIa3MEHHON KOHIIEHTPALMK Iperapara.

[Tpr HEOOXO0MMMOCTH, BO3MOKHO MpUMEHEHHe Tnpenapata Hunortnan6 dapmacuHTe3 BMECTE CO
CTUMYJIATOpaMHU reMoI1033a, TaKUMHU Kak SPUTPOMOITUHBI,  TPAHYIOLMUTAPHBINA

KOJIOHMECTUMYIUPYIOUMN (aKTOp, a TAkKe C THAPOKCHKapOaMUIOM U aHArPeIHa0M.

4.6. ®epTUIBLHOCTD, € peMEeHHOCTD U JIAKTAIUSI

)KGHH_[[/IHBI C ACTOPOAHBIM HOTCHLII/IaJ'IOM/KOHTDaI_[eHI_[I/IH

Bo Bpewms tepanuu npenaparom Hunotunn6 @apMaciHTe3 U KAk MUHUMYM B T€UCHHE 2-X HEJIEIb
IIOCJIE 3aBEPILCHUs TEPANuU MAlHEHTaM, OCOOCHHO KEHIIMHAM JIETOPOJAHOIO BO3PACTa, CIEAYeT
IPUMEHSATH HA/IE)KHBIE METO/IbI KOHTPALIEIUH.

XennmHaM penpoAayKTHBHOTO BO3pacTa peKOMEHIYEeTCsl HCIIOIb30BaHue Y(MPeKTHBHBIX METOIOB
KoHTpauenuuu (nHaekce Iepis (mokaszartens, OTpaXkarolMii YacTOTy HACTYIIEHUS O€pEMEHHOCTH
y 100 >xeHIIMH B TeUeHUE rojia MPUMEHEHUs KOHTPALENITUBA) COCTaBIIsIET < 1) Ha MPOTSHKEHUU
BCEro Kypca mnpumeHeHus npemnapara Humornnu® dapmacunTte3 M crycTss 2 HEAEIH IOcie
3aBepUICHUS Teparuu.

bepemeHHOCTD

[Tpumenenue npenapata Hunorunu6 ®apmacunres npu 6epeMeHHOCTH TPOTHBOIOKA3aHO.

14
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(NOCNEOCBATENEHOCTE 0002)

Jlakranus

[lpumenenune mnpenapara Hunotunu6 PapmacuHTe3 B NEPUOA TPYJHOIO BCKAPMIIMBAHMS
IIPOTHUBOIIOKA3aHO.

OcHOBBIBasICh Ha JOKIMHUYECKUX JAHHBIX U YUYUTHIBAs MEPUOJI MOTYBBIBEICHUSI HIJIOTUHHOA Y
4yelnoBeKa, cocTaBismonmi 17 dacoB (amamaszoH: oT 3,2 mo 54,7 waca), B Ka4eCTBE MeEpHI
IPEJOCTOPOKHOCTH HE PEKOMEHJIYeTCsl TIPYJHOE BCKAPMIMBAHHUE BO BpEMs JICUCHHUS
HUJIOTUHUOOM M B Te€4eHUEe 2 Henenb Iocie ImpueMa nocienHeil 1o3bl npenapara HumotuHuo

®dapmacuHTE3.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATHL TPAHCIOPTHBIMH CpeJCTBAMHM H padoTaTh ¢
MeXaHHu3MaMu

Hekoropeie moOouHble OEHCTBUS Mpernapara, Takhe KaK TOJIOBOKPYKEHHE WM 3pUTEIbHbBIE
HapylleHUsl, a TaKKe JpYTHMe HEXeJaTeNlbHbIEe SBJIEHUS, MOIYT OTPHULATEIBbHO BIUATH Ha
CIIOCOOHOCTH YMPABJISITh TPAHCHOPTHBIMU CPEICTBAMU U BBIMOJHATH NOTEHIIMAIBHO ONACHBIE
BUJIBl JIEATEIBHOCTH, TPEOYIOIME IMOBBIIIEHHON KOHLIEHTPAlMM BHUMAaHHUS U OBICTPOTHI
MICUXOMOTOPHBIX peakuuii. [loaToMy B nmepuoa jgedeHus cienyer codto1aTh OCTOPOKHOCTD MPH
YIpaBJICHUU TPAHCHOPTHBIMU CPEACTBAMM M BBIIIOJIHEHUM NOTEHIMAIBHO ONACHBIX BHUJOB
nesrenbHOCTU. [Ipu MosSBICHUN ONMCaHHBIX HEXKENNaTeNbHbIX SIBICHUI CIeyeT BO3AEpKaThCs OT

YKa3aHHBIX BHUIAOB ACATCIIbBHOCTH.

4.8. He:xesaTeJibHbIE peaKIUH

[TanmenTs!l ¢ BrepBhie BelsiBAeHEBIM Pht XMJI, noayuaronype sunotuauO B 10o3e 300 mr 2 pasa B

CYTKH

Pesome npoghuna bezonacnocmu

VY mauueHToB ¢ Brepsbie BblsBIeHHBIM Ph™ XMUJI, nonyyaBumx HutoTHHUO B 103€ 300 Mr 2 paza
B CyTkH, HauOonee yacteiMu (>10 %) Herematonornyeckumu HSI, cBsSi3aHHBIMU C TPUMEHEHUEM
nperapara, ObUTH: KOXKHAsi ChIllb, KOXKHBIM 3y, TOJOBHas OONb, TOIIHOTA, MOBBIIICHHAS
YTOMJISIEMOCTb, AJIOMEIHs, MUAITHsI ¥ 00JIb B BEpXHEW YacTH KUBOTA. BOIBIIMHCTBO MOOOUYHBIX
a¢ekToB OBUTH YMEpeHHO BhIpakeHbl. Meree yacto (< 10 % u > 5 %) Habmonanmmch yMepeHHO
BbIpakeHHbIe HSI, Takue kak: 3amop, auapes, CyXOCTh KOXKH, MBIIICUHBIC CHa3Mbl, 00Jb B
cycTaBax, 00JIb B )KHBOTE, TepuepruuecKkue OTeKH, PBOTA U ACTCHHUSI.

[Ipu npumenennn HunotuHuOa B 103¢ 300 Mr 2 pa3a B CyTKU IIJIEBPaAbHBIN U EpUKaAPIUaTbHBII
BBITIOTHI, BHE 3aBUCHMOCTH OT WX JITHOJOTWH, HaOmomamuch y 1 % m < 1 % mnanueHToB

COOTBETCTBCHHO.
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COOTBETCTBYET SKCNEFTHOMY OTHETY
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XKenmynouHo-KuIeunble KPOBOTEUEHHUS, BHE 34 HCI/IMOdHlI%;‘lEP;B;%T/EEE IFIr’f[ITH/Ig§|¥B %

MalUeHTOB.
['emaTonornueckue H, Britowas muenocynpeccuio: Tpombonuronenus (18 %), netponenus
(15 %), anemus (8 %). Hapymenuss OMOXUMHYECKUX JTAOOPATOPHBIX MOKA3aTeNIe BKIIOYAIOT:
yBENIMYEHUE aKTUBHOCTH anaHuHamuHoTpaHchepassl (AJIT) (24 %), runmepOummpyOMHEMHUIO
(16,5 %), yBenmuuyenue akTuBHOCTH acmapratamuHoTpanchepassl (ACT) (12 %), yBenmdeHwme
aktuBHOCTH Jmnasel (11 %), yBenuuenue koHueHTpauuu OwnupyomHa B kpou (10 %),
runepriukeMuio (4 %), runepxonecrepuremMuto (3 %), runeprpurnunepuaemuto (<1 %).
OTtkinonenue cpeanero nokazarens QTcF, ycpenHeHHOro 1mo BpeMeHu, OT UCXOAHOTO COCTaBIISIIO
6 MC TIpu TPUMEHEHU Y HUJIOTHHHOA B PABHOBECHOM cOCTOsSTHUH. Cpeu BCceX IPYyNIl MaIieHTOB,
MOJIY4aBIIMX TEPAIUIO MpernapaToM, He OTMEYEHO abCoNMOTHOrO yBennueHus nurepBaiga QTcF
>500 Mc, a TakKe SMH30/I0B KEIYI0YKOBOM TaXUCHUCTOJIUYECKONH apUTMHUU THIA «TIHPYIT»
(torsade des pointes). Yeennuenue unatepsana QTcF Ha> 60 MC OT HCXOAHOTO 3apPETUCTPHUPOBAHO
y < 1 % manueHToB, MoTy4aBIMX TEpamuio mpenaparoM. He oTMedueHO yMeHbIeHUs (paKiuu
BbIOpOca jeBoro xenynouka (OBJDXK) na 45 %, a Tatoke He oTMeueHo ymeHbineHuss @BJIK Ha
15 % u Goinee ot ucxonnoro. Cpeau Bcex TPy HE OTMEUEHO CIIy4aeB BHE3AaIIHON CMEPTH.
OTtmeHna tepanuu B cBs3u ¢ HS nmorpebosanach 10 % nanueHToB.

Pesome nescenamenvnvix peaxyuu

HSI mepeurcrienbl HIKE 11O OpraHaM M CHCTEMaM C YKa3aHUEM YacTOThI MX BOZHUKHOBEHHS: OUeHb
gacto (> 1/10), wacto (> 1/100, o < 1/10), HewacTo (> 1/1 000, Ho < 1/100), peaxo (> 1/10 000,
HO < 1/1 000), ouenp penko (< 1/10 000), yacToTa HEeM3BECTHA (HAa OCHOBAHUU MUMEIOIIIXCSI
JTAHHBIX OI[EHUTh HEBO3MOXKHO).

UYacrora passutus HS, ormedaembrx 6osee 4yem B 5 % cirydaeB, MpeCcTaBIeHA B CKOOKAX.

Ungexyuu u unsasuu:

Yacto — QomnukynuT, WHOEKIUM BEpXHUX JbIXaTENbHBIX IyTed (BKIOYas, (apUHTHT,
Ha30(papUHTUT, PUHUT).

Hedacto — mHeBMOHUS, OpOHXUT, HHMEKIIUH MOYECBBIBOISAIIMX ITyTEH, TeprieThdeckast WHQeKus,
KaHAM103 (BKIIOYash KaHAU/103 POTOBOM MOJIOCTH ), TACTPOIHTEPUT.

UacTtora HeW3BeCTHAa — CEICHC, MOJKOXHBIA abciecc, adciecc IepuaHalbHOW O0JIacTH,
GYpyHKYJ, MHKO3 IIQJIKOW KOXH CTOII, pEaKTHBAIMs BUpyca Trenarurta B.

Hobpokauecmeenmnbvle, 310Ka4ecmseeHHble U HEYMOYHEeHHble HOB000PA308AHUS (BKIIOYASL KUCHIbL U

I’lOJlul’lblz.'

YacTo — manujuioMa KOXH.

YacTtoTa HEM3BECTHA — MAMUJIJIOMA CIU3UCTOM 000JI0UYKH MOJIOCTH pTa, mapanpoTCuHCMHUA.

Hapywenus co cmoponvl kposu u tumgamuyeckon cucmemobl.
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Ouenp yacto — TpomboruTonenus (30 %*), nei TponeHﬁEI k%?%'%@ﬂﬁ}hﬁ ‘}F{)';)T & 0002)

YacTo — neiikorieHus, 303uHOGuINs, (heOpribHas HEHTPONIeHU s, HaHITUTONICHUSL, TUMQONEH UL
YacroTa HEM3BECTHA — TPOMOOITUTEMHU I, IEHKOITUTO3.

Hapywenus co cmopoHbl UMMVHHOIZ cucmembvl.

YacToTa Henu3BecTHA — TUICPUYYBCTBUTCIBbHOCTD.

OHOOKpUHHbIE HADYULCHUSL:

HeuacTto — runeptupeos, riInoTupeos.
Yacrora HEM3BECTHA — BTOPUUYHBIN TUIIEPIIAPATUPEO3, THPEOUANT.

Hapywenus memaboausma u numanusi:

Ouenp yacto — runodocdaremus: (BKIrOUas CHUXKEeHHE Gochopa KPOBH).

Yacto — cHuxenue anmneruta (4 %), HapylleHus BOJHORJIEKTPOJUTHOrO OajaHca
(TMTIOMarHueMHusi, TUIEPKATMEMHUs, THIIOKAIMEMHUs, THIIOHATPHEMHUS, THUIOKAIBIIHEMHS,
TUTNEPKAIbLIUEMHUS, runepgocaremMus), TUTIEPITIUKEMHUS, caxapHbII nuaoer,
TUTIEPXOJIECTEPUHEMHUS, TUTICPIIUITHACMUSL, THTIEPTPUTIIALICPHIEMHUSL.

Heuacro — noparpa, aerupatanus, MOBBIILICHUE alllIETUTA, AUCTUITUICMUS.

YacroTa HEM3BECTHA — TUIIEPYPUKEMHU S, TUITOTIIMKEMHUSL.

Tlcuxuueckue HAPYWEeHUA.

Yacto — menpeccusi, 06CCOHHMIIA, TPEBOKHOCTb.
YacToTa HEM3BECTHA — JIC30PUCHTAIHSL, CITYTAHHOCTh CO3HAHUS, aMHE3U s, TUCPOPHSL.

Hapywenus co cmoponwl Hepenoil cucmembl.:

OueHb yacTo — royioBHas 0016 (16 %).

YacTo — rooBoKpykeHue, nepudepudeckas HEHPOMaTus, THIECTE3Us, TapeC TE3MUL.

Heuacto — BHyTpHYepenHOE KPOBOM3IUSHUC, HIIEMUYCCKUN HHCYIIBT, IPEXOIAIee HapYIICHUE
MO3TOBOTO KpOBOOOpamieHusi, HWH(PAPKT MO3ra, MHUTPEHb, IOTEPS CO3HaHUS (B TOM YHCIIE
CHHKOIIE), TPEMOP, HAPYIICHHUS KOHI[CHTPALMKY BHUMAaHUSL, THIICPECTE3HSL.

YacroTta HEM3BECTHA — OCTPOE HapyIIEHHE MO3rOBOTO0 KPOBOOOpAICHHUS, CTEHO3 0a3uISIPHON
apTepuu, OTEK MO3ra, HEBPUT 3PUTEIBHOTO HEPBA, 3aTOPMOKEHHOCTH, JAM3ECTE3US, CHHAPOM
«OeCITOKOMHBIX» HOT.

Hapywenus co cmopoHbl op2ana 3peHusl.

YacTo — BHYTPUIIIa3HOE KPOBOUBIHSHUE, IEPHOPOUTATBHBIH OTEK, KOHBIOHKTHBUT, 3y/] B IJIa3aXx,
CHUHJPOM «CYXOro» Iua3a (BKIouas Kcepo(raibMHUIo);

Heuacro — yxynmeHue 3peHusi, 3aTyMaHUBaHME 3pEHUs, CHUKEHHUE OCTPOTHI 3pEHUs], OTEK BEK,
dotonicus, runepemMuss (CKIep, KOHBIOHKTHBBI, IJIa3HOTO 50JIOKA), pa3apakeHue Iiias,

KPOBOUBJINAHUC B KOHBIOHKTHBY.
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ot 02.12.2024 N= 26608

YacTora HeW3BECTHA — OTEK JIUCKA 3PUTEIBHOID Heppal %%@)E;Ili; %’Eé%g&ﬁ%[ Eﬁﬁ%&cu

COOTBETCTBYET 2KCNEPTHOMY OTYETY

BeK, Oneaput, 601b B I71a3y, XOPUOPETUHOIATH S, AJUIEPTUUECKU KOHBIOHKTHBUT, 3a00JIeBaHU
CJIN3UCTOM 000JI0UKHU IJIa3a.

Hapywenus co cmopoHbl opeana ciyxa u ]Za6I/lDI/lea.'

Yacto — BepTuUro.
YacToTa HEM3BECTHA — CHMIKEHUE OCTPOTHI CTyXa, OOJb B YIIIAX, IIyM B YIIaX.

Hapywenus co cmoponwt cepoya:

Yacto — creHoOKapaus, apuTMus (BKIOYas AaTPUOBEHTPUKYISAPHYIO OJOKaay, TperneTaHue
NpEACepANd M JKENMYIOYKOB, SKCTPACHUCTONINIO, TaXHKApIUIO, Opaaukapanio, (UHOPHILIALIIIO
npejcepuii), olyleHue cepaneonenus, yimaenue narepsaina QT na OKT.

Hewacto — cepneuHast HETOCTaTOYHOCTh, HH(PAPKT MHUOKap/a, MIEMHUYecKas OOJIe3Hb cepAala,
IMMOABJICHUEC IIYMOB B CE€pALIC, HCpHKap}IHaJ'II:HI:IfI BBITIOT, ITMAHO3.

Yacrora HEW3BECTHA — HApyIIEHUS (QYHKIUHU JKETYIOYKOB, IEPHUKAPIUT, CHIKCHHE (DpaKiuu
BBIOpOCa, qracTonmyeckas AucyHKius, O0J0Kaaa JeBoi HOXKA mydka ['mca.

HameeHM}l CO CmMOpOHbl COCV()O@.'

YacTo — noBbllIeHUE apTeprabHOro AaBieHus (A/l), «apuiuBeDy KPOBH.

Hedacto — runeproHuUuecKuil Kpu3, OKKIIO3MS MepuepHUeCKUX apTepuid, MmepeMeKaromasics
XpOMOTa, CTEHO3 apTepHil KOHEUYHOCTEW, 00pa30BaHKe FTeMaToM, apTePHUOCKIEPO3.

UacroTa HeM3BECTHA — TEMOpPPArH4ecKuii Mok, cHukeHue AJl, Tpom0603, cTeHo3 nepudepudecku x
apTepuid.

Hapywenus co cmopoHbl OblX amenbHol cucmenysl, OpeaHos ZDV()HOIZ Knemku u CD€00Cm€HM}Z.'

Yacto — ofpllka B TOKO€ W TpH (DM3MUECKOM HArpy3ke, HOCOBOE KPOBOTCYCHHE, Kalleib,
TCHOHUS.

Hewacto — oTek Jerkux, IJICBPaIbHBIA BBIIIOT, WHTEPCTUIMAIBHBIC 3a00JICBAHUS JICTKHX,
nJIeBpalibHas 00Jb, TIIICBPHUT, 00Jb B 001aCTH TJIIOTKU W/WIJIA TOPTAHH, PA3IPAKEHUE CIU3UCTON
000JI0YKH TJIOTKH.

YacToTa HEM3BECTHA — JICTOYHAS TUIIEPTEH3HU I, XPHUIIbI, 00JIb BO PTY U TJIOTKE.

JKenyoouno-kuweunvie napyuenus.

Ouens yacto — ToumoTa (14 %), 3amop (10 %), muapes (9 %), ppota (6 %), 60116 B BepXHEl 4acTn
xuBota (10 %).

Yacto — auckom@opT B 007aCTH )KUBOTA, B3IyTHE KUBOTA, AUCICIICHS, TUCTEB3Us, ITAHKPEATHT,
METEOpHU3M.

Hewacto — kxemynouHO-KHIIEUHOE KPOBOTECUEHUE, MEJICHA, U3BSI3BICHUE CIMU3UCTON 00O0JIOUKH
MOJIOCTH PTa, racTpod3odareanbHblii pedmokc, CTOMATUT, 0OJb B MUIIEBOJE, CYXOCTh BO PTY,

TacTPUT, MOBBIIICHUE YYBCTBUTEIBHOCTHU 3yOHOH 3Ma.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.12.2024 N= 26608

Yacrota HeusBecTHa — mnepdopamus Kemly, qHO-MME%%&%;TWE&E?%QﬂH%

KPOBOMBIHUSHUE, PBOTA C KPOBBIO, S3Ba JKEIYIKA, S3BEHHBINM 330(JaruT, YacTUUYHAS KUICUHAS
HEMPOXOAUMOCTh, JIHTEPOKOJUT, T'eMOPpPOHl, IpbhkKa MHUIIEBOJAHOIO OTBEPCTHS auadparmsl,
peKTaibHOE KPOBOTEUECHUE, TAHTHUBHUT.

Hapywenus co cmoponvl neuenu u scenyesbl8o0suux nymell:

OdeHb 4acTo — runepouInpyornHemMus (BKII0Uast yBelInueHNEe OUInpyoOrnHa KpOBH).
Yacro — HapymeHHe QyHKIUU TTEYCHU.

Heuacto — remartut, *enTyxa, TOKCHYECKOE MOpPaKEHUE MTEYCHH.

YacroTa HEM3BECTHA — XOJIECTAa3, renaToMeraius.

Hapywenus co cmopoHbl Kool U NOOKOXNCHBIX MKAHEl.

Ouenp yacto — KoxHas cbilib (33 %), koxHbIH 3yn (18 %), amomenus (10 %), cyXocTh KOXHU
(10 %).

Yacto — sputema (3 %), NOBBILIEHHOE MOTOOT/ICNIEHNE B HOYHOE BpeMsl, IK3eMa, KpalHuBHULQ,
TUTIEPTUAPO3, ACPMATUT (ICPTUUYCCKU, SKCPOIMATUBHBIA M akHE(QOPMHBIN), MOAKOKHOE
KpPOBOM3IIUSHUE, aKHE.

Heuacto — skchonuaruBHas Cbllb, MPUITYXIOCTh JIMLA, JEKAPCTBEHHAS ChINb, O0JIE3HEHHOCTh
KOXH, SKXUMO3BI;

YacToTa HEW3BECTHA — TICOpHa3, MHOTO(OpMHasi IpUTEMa, y3JIOBaTas JpUTEMa, 5i3Ba KOXKH,
CHUHJAPOM JIaJOHHO-IIO/IOIIBEHHON SPUTPOIU3ECTE3UH, IMETeXUH, (HOTOUYBCTBUTEIBHOCTD,
BOJIIBIPU, KUCTA KOXKH, THIEPILIa3us CaJbHBIX XKene3, aTpodusi KOXKH, U3MEHEHHE I[BETa KOXH,
MIETYIICHUE KOXKU, THIEPIUTMEHTAIUS KOXKH, TUIIEPTPO(Us KOXKH, TUTIEPKEPATO3.

Hapywenus co cmoponsl mvluieynol, ckeniemuon U cOeOUHUmMenbHou mrkaHu.

Ouens vacto — muanrust (10 %), aprpanrus (8 %).

YacTto — Mblmeynbie cnasmsel (9 %), 6onp B koctsax (4 %), 6omnb B koHEeUHOCTSX (5 %), 60Nb B
MOJB3/OIIHON 00JacTH, KOCTHO-MBIIMIEYHAs 00Jb (B TOM 4HCIIE KOCTHO-MBIIICYHAsT OONb B
TpyAHOH KIIeTKe), 00Jb B CLIMHE, 00Jb B 11iee, 00 B OOKY.

HedacTo — ckoBaHHOCTB, MBIIIICYHAsI CT1A00CTh, OTEYHOCTH CYCTABOB.

YacToTa HEM3BECTHA — APTPHUT.

Hapywenus co cmopoHbl nouex u MOH@GblGO@)ZWMX nymeﬁ:

Yacrto — MMOJUIAKHU ypUsL.
Heuacto — AU3ypus, UMIICPATUBHBIC ITIO3BIBEI K MOYCH CITYCKAHW IO, HUKTYPH .
YacTtoTa HEU3BECTHA — HOYCYHAs HCAOCTAaTOYHOCTD, ICMaTypus, HEACPKAHUEC MOYIU, XpOMATYypH .

Hapywenus co cmoponvl penpooykmueHoU cucmempl U MOJOYHbLX JCenes:

Heuacto — 6onb B l"py,Z[HOﬁ JKCJIC3C, THHCKOMACTU S, SPCKTUIIbHAs ,[[I/IC(IJYHKI_[I/IH.

YacTtoTa HEM3BECTHA — YIUIOTHEHHE TPYAHBIX JKeJle3, MEHOpparus, HaOyxaHHe COCKOB.
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- (NOCNEOCBATENEHOCTE 0002)

Obwiue napyutenus u peakyuy 8 mecme 66e0eHig.

OueHb 4acTo — MOBBIMICHHAS YTOMIISIEMOCTh (12 %).

YacTo —actenus (9 %), 3aaepxKa >KUAKOCTU U 0TeKH (5 %), MOBBILIEHUE TEMITEpATyphI Tela, 00JIb
B Irpyau (BKIIOYAs HEKAPAUOTCHHYIO 00JIb), TUCcKOM(OPT B rpyau, oOinee HeTOMOTaHHE.
HeuacTto — oTek niuia, rpaBUTallMOHHBIE OTEKH, TPUIIIONOA00HBI CHHAPOM, 03HOO, OILyIICHH €
M3MEHEHUS TeMIIEpaTyphl Tela (UepeioBaHME «OIIYILICHUS Kapa» U «OLIyIICHUS XOJIOZay).
YacTtoTa HEeM3BECTHA — JIOKAJIBHBIN OTEK.

ﬂa60pam0pﬁbze U UHCMPYMEHRNIAJIbHblE oannvie.

O4eHb 4acTO — NOBBIILIEHUE AKTUBHOCTH «T1€4E€HOYHBIX» TPaHCAMHHAa3, IOBBIILIEHNE aKTUBHOCTU
Jaunasbl KpPOBH, YBEIMYEHHE KOHILIEHTPAllMM XOJECTepHHa JIMIIONPOTEUHOB (B TOM YHCIIE,
JUIONPOTENHOB BBICOKOM M HHU3KOM IJIOTHOCTH), YBEIWYEHHE KOHIIEHTpAIlMU OOILIero
XOJIECTEpUHA, YBEIMUYEHNE KOHLEHTPAIlUU TPUTTIULEPUIO0B KPOBHU.

YacTto — yMeHbIIEHHE KOHIIEHTpAallMM TeMOIVIOOWHA, YBEJIWYEHHE AaKTUBHOCTH aMHJIA3bl,
ramMmmariyrTaMuHTpancdepassl, KpeaTnH(OCHOKWHA3BI, MIEIOYHON QocdaTa3pl, YBEIUUCHHE
KOHIICHTPAalMM HWHCYIMHA B IIJIa3ME€ KPOBHM, YMEHBUICHHWE WM YBEIMYEHHE MAacChl Tea,
YMEHBIICHNE KOHLIEHTPALUH [JIO0YITHHOB B KPOBHU.

Hedacto — yBennMueHHMe aKTUBHOCTU JIAKTaTAETMIPOIEHasbl, YBEIMYEHHE KOHLIEHTpPALMHU
MOYEBHHBI B I1J1a3M€ KPOBHU.

YacToTa HEM3BECTHA — YBEIUYEHHNE KOHIIEHTPALMH TPOIIOHMUHOB B I1J1a3M€ KPOBH, KOHLIEHTPALU
HEKOHBIOTUPOBAHHOTO OMJIMPYONHA, yMEHbIICHNE KOHLIEHTPALUU HHCYINHA U C -IIeNTHAa KPOBH,

YBCIIMYCHUC KOHICHTpAIUU ITapaTTOPMOHA B I1JIa3MC KPOBH.

Tabauya 2. OTKIOHEHUS TaOOPATOPHBIX MTAPAMETPOB OT HOPMBI 3 U 4 CTETIeHH

HA Broepseie  BwisBineHHBIE Pht XMJI B
XpOHHUUECKOU (haze

Hunotuaun6 300 mr 2 pasa B cytku, %

T'emamonocuueckue napamwempbul

Heiitponienus 12
TpomboruTonenus 10
Anemus 4

Buoxumuueckue napamwempbol

VBenuueHue KOHIOCHTpallU KpCaTUHUHA

YBenuueHne akTiBHOCTH JIMIIA35I

VBennuenne aktuBHoctd ACT

B | ©] O

VBennuenue aktusHoctd AJIT
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Tunodocdaremus 3 (MOCHEOOBATENBROCT & 0002]

VYBenuueHue  KOHIEHTpAIUU obmero | 4

ounupyOnHa
VBennueHne KOHIIEH TPAI[H TITIOKO3bI 7
YBennueHne KOHIEHTPAIlUU X0JIeCTepruHa 0

VBenuueHue KOHICHTpaluu TPUTTIMICPHU OB 0

Ommena mepanuu y nayuenmos ¢ Ph* XMJI ¢ xponuueckou ¢haze, docmucuux cmabuibHoco
anybokoco MO

[Ipu oT™meHe Tepanuu HUIOTUHUOOM IMPH MOMBITKE TOCTHKEHUSI PEMUCCUH 0€3 JICUYSHHUS MOTYT
0ojee yacTto, 4eM JI0 OTMEHBI Tepaluu, BO3HUKATh cieayronme HS: cuMOTOMBI CO CTOPOHBI
CKEJICTHO-MBIIIIEYHON CHCTEMBI, TaKnue Kak MHaiTusi, 00 B KOHEYHOCTSX, apTpairus, 0oib B
KOCTSIX, 00JIb B TO3BOHOYHUKE UJTU CKEJIETHO-MBIIIeUHast 0OJb.

B kIMHMYECKOM MCCIIEOBAaHUU B TEUEHUE TOJ[a MOCJIe OTMEHBI Tepanun y 24,7 % mamnueHTos ¢
BIIepBbIe BhIsIBIICHHBIM Ph* XMJI B XpoHuueckoil (paze OTMEYaaMCh CHMIITOMBI CO CTOPOHBI
CKEJIETHO-MBIIICYHOW CHCTEMBI TIO CpaBHEHHIO ¢ 16,3 % Ha MPOTSHKCHUU TPEABLIYIIETO roja
Tepanuu HUJIOTHHUOOM.

Onvim npumenenus: 8 KIUHUYECKOU NPpaKmuke

Ha ¢one Tepanuu HuUI0TMHHOOM oTMeuanuch ciuemyoume HS Ge3 ykazaHuil Ha NMpUYMHHO-
CIIEICTBEHHYIO CBSI3b C MpPUMEHEHHEM HUJIOoTHHHOa (yactora HS He ycraHoBieHa): ciydan
CHHpPOMA JIM3KCa OITYXOJIH, Mapajny JUIEBOTO HEPBa.

* — 3 u 4 crenenp Tspkectu mo knaccuduranuu CTCAE (Common Terminology Criteria for
Adverse Events) y manueHTOB ¢ BHOBb AuarHoctipoBanHbM Ph™ XMUJI B xporuueckoii ¢ase.

[Manments! ¢ Pht XMJI B xpoHuueckoi dase u dase akcelepalluy, IOJYYAONe HUIOTUHUO B

no3e 400 Mr 2 pasa B CYTKHA

Pesome npoghuns bezonacnocmu

VY nanuento ¢ Ph* XMJI B xpoHndecko#t ¢aze u ¢aze akcenepamnuu, NOTy4aonpX HUIOTHHHUO B
no3e 400 mMr 2 pasa B cyrku, HauOosiee yacteiMu (> 10 %) Heremaronoruueckumu HA,
CBSI3aHHBIMU C IPUMEHEHHEM Tpenapara, ObUIH: KOXKHASI ChIITb, KOXKHBIN 3y, TOIHOTA, TOJIOBHAS
00JIb, TIOBBINICHHAS YTOMJISIEMOCTh, 3allop, JAuapes, pBOTa W MHUAITHS. bBOJBIIMHCTBO
BBITIICYKa3aHHBIX HS ObLIH CJ1a00 MM yMEPEHHO BBIPAYKEHBI.

Menee yacto (< 10 % u > 5 %) nabmoaanuce cnabo i ymMepeHHo BelpaxkeHHbie HS, Takue kak:
aJIOTeIUsI, MBIIIICYHBIN Crla3M, CHUKCHUE allleTHTa, 00JIb B CycTaBax, 00JIb B KOCTSX, OOJb B
KHUBOTE, IEpUPEPUICCKIEC OTEKH U ACTCHHSL.

Cepnieynast HEZJOCTaTOYHOCTh HaOMoamach y < 1 % manueHToB.
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[IneBpanbHbIil U TEpUKAPIUAIBHBINA BBIOTHI, KaK M HME@%%‘%@E@%J& '%;'li 1 %

MAalUeHTOB, MPUHUMAIONMX HUIOTUHUO B 03¢ 400 Mr 2 pasza B CyTKH .

KenynouHo-KkuIeuHble KPOBOTEUEHUS U KPOBOMINUSIHUSA B MO3r Habmonamucby 1 %o u <1 %
NalEHTOB COOTBETCTBEHHO.

Ymmnaenue uatepBaia QTcF Gomee 500 mc Habmomanock y < 1 % mamueHToB. DTH30.1bI
KENyIOUYKOBON Taxukapauu Tuma «torsade des pointes» (KpaTKOBpPEMEHHBIX WM JITUTEIBHBIX) HE
Ha0JIFO JAJINCh.

I'ematonormueckue HS, Brmouas muenocynpeccuto: tpomoouutonenus (31 %), HeldTponeHus
(17 %), anemus (14 %).

OTtmena tepanuu B cBsi3u ¢ HA norpeboBanace 16 % nanuentos ¢ XMJI B xponuueckoit aze u
10 % nanueHTOB B (pa3e akcenepamuu.

Hayuenmuol ¢ Pht XMJI 6 xpouuueckou chaze, ne oocmucuue MO 4.5 unu 6onee na hore mepanuu

UMaAmMuHUbOM

Huxe npuBeneHsl JaHHBIE, MOJIYYEHHbIE B KIMHUYECKOM HCCIEIOBAHUU MPU MPUMEHEHUU
HujoTuHUOa B 03¢ 400 Mr 1 pa3 B CyTKH 110 CpaBHEHUIO ¢ Tepanuei uMmatuHuOoM B j103e 400 mr
i 600 Mr B CyTkH B TedeHue 48 Hepensb y mamueHToB ¢ Pht XMJI B xponudeckoi (asze mocie
Tepanuy UMaTUHUOOM Ha IPOTSDKEHUU MTPEIIIECTBYIONMX 2 JIeT.

[TanyeHTrl, MONy4aBUME JIEYEHHE HMATMHUOOM B JaHHOM KIMHUYECKOM HCCIIEJOBaHUH,
IIPOJIOJDKAIIN JIEYEHHUE TIPEnapaToM B TOU e J03€, KaK U Ha MPOTSHKEHUH IPEIIIECTBYIOIMX 2
JeT Tepanuu. Meauana mpooKUTEIbHOCTH TEPATuy HUJIOTHHHOOM cocTaBiisiia 47,2 Mecsia 1mo
CpPaBHEHUIO C MEIMaHOUN MPOJOIKUTEILHOCTH Tepanuu nMaTHHuOOoM 37,0 1 26,7 MecsIeB B 103€
400 mr 1 600 Mr COOTBETCTBEHHO.

Bonee ywacro, yem B rpyrnne MMaTHHNOA, y MAMEHTOB, MOJYYaBIIMX TEPANUIO HUIOTHHUOOM,
OTMEYaIUCh IOJIOBHAs 00JIb, KOXKHAs ChIIIb U KOXKHBIM 3y, KOTOpbIE ObUINM 3aperMCTPUpPOBAHbI
MUHUMYM y 20 % manueHToB B rpynne HuIoTHHUOa. [Io cpaBHeHHIO ¢ rpynnoil umaruauoba, y
NAIMEHTOB, MOJIYy4aBUMX TEepanuio HUIOTUHUOOM, Hamie pa3BuBaiuch HSl, mpuBonuBnme K
BPEMEHHOMY WJIM TIOJHOMY IpEKPAlICHUI0 TEpanuu WIM KOPPEKUMH J03bl Ipemnapara. Y
HAIMEHTOB, NOJYYaBUIMX TEPANUIO0 HUJIOTUHUOOM YaCTO OTMEYAINCh YBEINYCHHE KOHIIEHTPAILU
OwinpyOMHa W akKTMBHOCTM TpaHcamuHa3. Ha mporsbkeHun 48 Henenb uccCiIeI0BaHUS
3aperucTpUpPOBaHbl 3 JIETAIBHBIX MCX0/la Ha (poHe Tepamuu, U3 HUX 2 — Ha (OHE Teparnuu
HUJIOTUHUOOM U 1 — Ha (poHE JeueHust UMaTUHUOOM. Y 3 alMEeHTOB JIETAJIbHbIN UCXO/1 HACTYITUIT
6osee uem uepes 28 nHel nocie NpekparieH s Tepanuy ucciaeayeMbIM npenapatoM (1 —B rpymie
HUJIOTUHUOA U 2 — B IpyIIe UMaTUHNOA).

Y 4 nauMeHToB, MOJy4aBIMX JI€YEHHE HMUIJIOTHHMOOM, OTMEUEHO YBEJIMYEHHE HHTEpBaia

QT > 450 mc Ha 8 cyrku. YBemuuenue QT > 480 mc Ha (oHe Tepanuu HUIOTHHHOOM HE
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3apErHCTPUPOBano. Y 8 MaHMeHTOB, MONydaBIIHX HIIOTHHHG, OTMedeild Yaeqite rnCHiTephaa

QT > 30 mc ot ucxognoro 3HauyeHus (7,9 %). Ha done Tepanuu HUIOTHHUOOM HE OTMEYEHO
yBenuuenusa natepaiia QT > 60 mc.

Pestome neorcenamenvruix peaxyuti

HSI nepeuncnenbl HUXKeE [0 OpraHaM U CUCTEMaM C yKa3aH MeM 4acTOThI HX BOSHUKHOBEHUS: OYEHb
gacto (> 1/10), gacro (> 1/100, HO < 1/10), Hewacto (> 1/1 000, HO < 1/100), penxo (> 1/10 000,
HOo < 1/1 000), ouenp peako (< 1/10 000), yacTora Hem3BecTHA (HAa OCHOBAHHHU MMEIOIIMXCS
TAHHBIX OIECHUTH HEBO3MOXKHO).

Yactora pazsutus HS, otmeuaembix 6osee yem B 5 % cirydaeB, mpeacTaBieHa B CKOOKaxX.

HHd)eKuuu u uHeasuu.

Yacto — QoUMKYNUT, WHQEKIUH BEpXHUX [JbIXaTeIbHBIX MyTel (BKIOYas (QapuHIUT,
Ha30(apUHIUT, PUHHUT).

Heuacto —mHeBMOHMUS, OpOHXUT, MH(PEKIIMN MOYEBBIBOSIIMX MyTeH, repneTndeckas HHPEKIHs,
KaHU103 (BKIIOYAs KaHIU03 POTOBOM MOJOCTH ), TACTPOIHTEPHUT.

YacroTa HeW3BeCTHA — CEICHC, MOJIKOXKHBIA abcuecc, alciecc mNepuaHaIbHOM 00JIacTH,
(GypyHKYIIBI, MUKO3 IVIaJIKOW KOXKM CTOII, peakTUBallMs BUpyca renatuta B.
Lobpokauecmeennbvie, 310KauecnmeeHnbie U HeymoyHeHHble HO8000OPA308AHUSA (BKNIOYAS KUCTbL U

noznmbzz.'

YacTto — manuaaoMa KOxKH.

YacToTa HeM3BeCTHA — NANUIIOMA CIIU3UCTON 000JIOYKH MOJIOCTH PTa, MapanpoOTEUHEMUSL.

Hapywenus co cmopoHbl Kposu u JluMd)ClmulleCKOii cucmembnvl.

Ouens yacto — TpombouuTonenus (30 %*), nelirponenus (31 %*), anemus (11 %*).
YacTo — neiikorneHus, 03uHoGuIHs, GeOpriibHas HEUTPOTIEHUS, TAaHITUTONIEHU S, TUM(OTICHUSI.
YacroTa HEM3BECTHA — TPOMOOIIUTEMHU S, ICHKOIIUTO3.

Hapywenus co cmopoHbl uMMVHHOiZ cucmembvl.

YacToTa HEU3BECTHA — runepYyBCTBUTCIIBHOCTD.

OHOOKpUHHBIE HADYUIEHUSL:

Hewacto — runeptupeos, runoTupeos.
YactoTa HEM3BECTHA — BTOPUUYHBIN TUIIEPIIAPATUPEO3, THPEOUIUT.

Hapymeﬂu}l MemaboausMa U nUMAHUA

Ouens yacto — runogocdaremus (Birodas CHUKEHHE pocopa KpOBHU).

Yacto — cHmwkeHue amnmeruta (8 %), HapylleHHs BOAHO-3JIEKTPOJIUTHOrO OanaHca
(TMIIOMarHueMHusi, TUICPKATHEMHUS, THIIOKAINEMHUs, THIOHATPHEMHUS, THUIOKAIBIIHEMHUS,
TUINEPKAIbLIUEMHUS, runepgocaremus), TUTIEPITIMKEMHUS, caxapHbIiI nuaber,

TUTIEPXOJICCTCPUHEMU A, TUTICPJIUITUACMHU A, TUIICPTPUTITULCPUICMHU .
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Heuacto — mojarpa, Aeruaparanus, MOBBIILICHUE annerﬂ[:ﬁ%g%E‘&Iﬁj EHOCTE 0002)

YacrToTra HEen3BeCTHA — T HUIICPYPUKCMU A, TUIIOTTIMKCMU 4.

Hcuxuueckue HApYUeHu:.

Yacto — nenpeccusi, 06CCOHHHIIA, TPEBOKHOCTb.
YacToTa HEM3BECTHA — I€30pUEHTAIIMS, CITYTAHHOCTh CO3HAHU S, aMHe3Usl, JUCPOPHSL.

Hapywenus co cmopoHbl H€D6HOIZ cucmembl.

Ouensp yacTo — rosioBHast 60756 (15 %).

YacTo — roJoBoKpyKeHHe, epudeprudecKas Hel pormaTusi, THIIECTE3HS, TapeCTe3Usl.

Hewacto — BHyTpHYepeHOE KPOBOU3IUSIHUE, HIIEMHYCCKHI UHCYIIBT, TIPEXOJIIee HapyIICHHE
MO3TOBOTO KpOBOOOpaIieH!s, WHPAPKT MO3ra, MHTPEHb, IMMOTEps CO3HAHUS (B TOM 4YHUCIE
CHUHKOIIE), TPEMOp, HapylleHue KOHI[EHTPAIlMU BHUMAHMUS, THTIEPECTE3H .

YacTroTa HEM3BECTHA — OCTPOE HAPYIICHHE MO3TOBOTO KPOBOOOpANICHHUS, CTEHO3 Oa3HMIIAPHOM
apTepuu, OTeK MO3ra, HEBPUT 3PUTEIHHOTO HEPBA, 3aTOPMOKEHHOCTh, AM3ECTE3US, CHHIPOM
«OECTIOKOMHBIX» HOT.

Hapywenus co cmopoHbl opeana 3peHus.

Yacto — BHYTpHUTIIa3HOE KPOBOU3IUSHUE, IEPUOPOUTATIBHBIN OTEK, KOHBIOHKTUBHT, 3y/ B IJ1a3aX,
CHUHJIPOM «CYXOToy» TJa3a (BKIHUas KcepodraabMHuio).

Hedacto — yxyameHnue 3peHHs, 3aTyMaHHBAHHUE 3PCHUS, CHUKCHUE OCTPOTHI 3PCHHS, OTEK BEK,
dotoricus, rtUnepeMuss (CKIep, KOHBIOHKTHUBBI, TJIA3HOTO s0JIOKA), pa3apakeHue T1Iias,
KPOBOM3IIUSHUE B KOHBIOHKTHBY.

UYacroTra HEeM3BECTHA — OTEK JHMCKA 3pPUTEIBHOTO HEPBA, TUILIONUS, CBETOOOS3HbD, MPUITYXIOCTh
BeEK, OnedapuT, 00JIb B TJ1a3y, XOPHOPETUHOMNATHU S, AJUIEPTHYCCKUN KOHBIOHKTUBUT, 3a00JICBaHUS
CJIM3UCTOM 000JIOYKH TIIa3a.

Hapywenus co cmoponwl opeana cayxa u 1abupunma.

YacTo — BEpTUTO.
YacToTa HEM3BECTHA — CHUKEHUE OCTPOTHI CIIyXa, OOJb B yIllaX, IIyM B YIIaX.

Hapywenus co cmopoHbl cep()ua.'

Yacto — cCTeHOKapaus, apUTMus (BKIIOYash AaTPUOBEHTPHUKYISPHYIO OJIOKaJy, TperneTaHue
MpEeNCepIuid M KEIYyJOYKOB, JKCTPACHCTONHIO, TaXUKAPAWIO, Opamukapauto, (GpuOpuILIsIinio
npeacepanii), omyiieHue cepaunednenus, ynauHenue nareppana QT na OKI.

Heuacto — cepmednas HemTOCTaTOYHOCTh, MH(APKT MHUOKapa, WIleMHUYecKas OOJIe3Hb Cep/la,
HOSIBJIGHUE IIIYMOB B CE€pJLE, TEPUKAPIUATBHBINA BBIIIOT, LIMAHO3.

YacroTra Heu3BeCTHA — HApYIIEHUS (QYHKIUH KEIYyJOYKOB, MEPUKAPAUT, CHUXKEHUE (paKkiuu
BbIOpOCa, [uactonuyeckas AuchyHKius, Oj10Kana JeBoi HOXKKM mydka ['uca.

Hapywenus co cmoponwl cocyoos:
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Yacro — yBenMueHue apTepuanbHoro aapnenus (AJl), <d5ﬂ%ﬁ1;£%%‘m; ENBHOCTE 0002)

Heuacto — rumepToHHYECKUN KpU3, OKKIIO3US MEepUPEPUUECKUX apTEpUil, MepeMexaromascs
XpOMOTa, CTEHO3 apTepHil KOHEUHOCTEN, 00pa3oBaHKe reMaToM, apTepUOCKIEPO3.

YacToTa Hen3BeCTHAa— reMOpparundeckuil mok, cHrxkenue AJl, pom603, creHo3 nepudepruuecku x
apTepuil.

Hapywenus co cmopoHbl ObIXAMENbHOU cucmemvl, oOpcaHoe ZDV()HOZZ Knemku u cpef)ocmeHuﬂ:

YacTo — oJplllIKa B MOKOE W NpH (PM3UYECKON Harpyske, HOCOBOE KPOBOTCUCHHE, Kallelb,
TCHOHUSL.

HeyacTto — OTEK JIETKMX, IUICBPAJIbHBIA BBIIIOT, MHTCPCTHUIIMAIbHBIC 3a00JCBAHUS JICTKHX,
1JIeBpaibHas 00Jb, MJICBPUT, 00JIb B O0JIACTH TJIOTKH W/WJIU TOPTaHH, pa3ApakeHUe CIU3UCTON
000JIOYKH TJIOTKH.

YacToTa HEM3BECTHA — JICTOYHASI TUIIEPTEH3HU I, XPHUIIbI, 00JIb BO PTY U TIIOTKE.

JKenyoouno-kuweunvie napyuenus.

Ouenb yacto — TomHoTa (20 %), 3amop (12 %), auapes (11 %), pora (10 %), 601s B BepxHei
gacTH xuBoTa (5 %).

Yacto — quckoM@opT B 00JIaCTH JKUBOTA, B3AYTHE KUBOTA, TUCIEIICHS, TUCTEB3Us, TaHKPEATHT,
METEOPH3M.

Hedacto — kenmylmo4HO-KHIIIEYHOE KPOBOTCUCHUE, MEJICHA, U3bA3BIICHUE CIM3UCTOW 000IOUYKH
MOJIOCTH PTa, racTpod3odareanbHblii pedmiokC, CTOMAaTUT, 0OJb B MHUIIEBOJE, CYXOCTh BO PTY,
TaCTPUT, MOBBIICHUE YYBCTBUTEILHOCTH 3yOHOH dMalIH.

Uacrora HeusBecTHa — mepdopanus KEIyJoUHO-KUIICUHBIX $3B, PETPOIEPUTOHEATHHOS
KpPOBOM3IIUSIHUE, PBOTA C KPOBBIO, S3Ba KENy/IKa, SI3BEHHBIA 330(aruT, YaCTUYHAS KUIICYHAs
HEMPOXOJAUMOCTh, JIHTEPOKOIHUT, T€MOPPOW, TphDKa IMHINEBOJHOTO OTBEPCTUS auadparMsi,
PEKTaJIbHOE KPOBOTEUYCHUE, THHTUBHT.

Hapywenus co cmopoHbl neuenu u Ofcefl'{€6b1606}lu4ux nvmeﬁ:

Ouensp yacTo — runepOunupyornHemMus (BKIt0Yas yBeITUYeHUE OMIUPyOrHA KPOBH).
YacTo — HapymeHue (QyHKIUY TIEUYEHH.

Hedacto — remartur, xenTyxa, TOKCHYECKOE MOPaKEHUE MEUEHU.

YacToTa HEM3BECTHA — XOJIECTa3, TeNaTOMETalusl.

Hapymeﬂu}l CO CIMOPOHRbL KOHCU U NOOKOJNCHbIX MKAHEl.

OueHp yacTo — KokHasi chlb (28 %), KoxkHbIH 3ya (24 %), anonenus (9 %).
YacTo — MOBBIIIEHHOE MOTOOT/IEJIEHUE B HOYHOE BpeMsl, 3K3eMa, KpalMBHUIIA, THIIEPTUAPO3,
IepMaTuT (aJUIEPTHYECKHH, SKCQOIMATUBHBIA M YrPEBHIHBIN), MOIKOKHOE KPOBOM3IHUSHUE,

aKHC.
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Hedacto — skcdonuaruBHas Chillb, MPUMYXIOJTh nnua{,nﬁ;}i;a%%g}ﬁfégEdﬂﬁilﬂ,':&)}ébgggﬁbcn

KOXH, SKXMMO3BI.
YacToTa HEW3BECTHA — IICOpHa3, MHOTO(OpMHAs 3pUTEMa, y3JIOBaTas JpUTEMa, 53Ba KOXKH,
CHUHAPOM JIaJOHHO-TIOJIOIIBEHHON OSPHUTPOIU3ECTE3UH, TETEXUHU, (POTOUYBCTBUTEIHLHOCTS,
BOJIJBIPH, KHCTA KOXKH, THIIEPIUIA3Usl CATbHBIX JKeye3, aTpo(us KOXKU, N3MEHEHHUE [IBETA KOXH,
MIETyIIEHUE KOXKU, THIEPIUTMEHTAIINS KOXKH, TUTIEPTPO(Hs KOXKH, TUTIEPKEPATO3.

Hapywenus co cmoponbl MblueyHOU, CKeAemHuol U COCOUHUMENAbHOU MKAHU.:

Ouens yacto — muanrus (10 %).

Yacto — aprpanrust (7 %), Mpleynslil cria3m (8 %), 601b B KocTsx (6 %), 60J1b B KOHEUHOCTSIX,
00JIb B MOAB3/IOIHOI 00JIaCTH, KOCTHO-MBIIIIEYHasi 60JIb (B TOM YHCIIE KOCTHO-MBIIIEUHasi 00JIb B
TPyAHOHN KIIEeTKe), O0Jb B CIIUHE, 00JIb B I1lee, 00Jb B OOKY, MBIIIEYHAs! CIa00CTh.

HedacTo — ckOBaHHOCTbH, OTEKH CYCTaBOB.

YacToTa HEM3BECTHA — APTPHUT.

Hapywenus co cmoponsl nouex u M0'~l€6b160()ﬂu{ux nymeu.

Yacto — MMOJUIaKHU ypUsl.
Heuacto — AU3ypus, UMIICPATUBHBIC ITIO3BIBEI K MOYCH CITYCKAHHU IO, HUKTYPH .
YacTtoTa HEU3BECTHA — MOYCYHAs HCAOCTAaTOYHOCTD, ICMaTypus, HEACPKAHUEC MOY U, XpOMATYpH .

Hapywenus co cmoponvl penpooykmueHoU cucmempl U MOJOYHbLX JCenes:

HedacTto — 6onb B TpyIHOI kene3e, TMHEKOMACTH S, SPEKTUIIbHAS JUCHYHKIUSL.
YacToTa HEeM3BeCTHA — YIUIOTHEHHE TPYAHBIX KeJe3, MEHOpparus, HabyXxaHue COCKOB.

061/14148 HApYWeHUA U peakuuu 6 mecnie 66€0CHUSL:

OueHp yacTo — MoBbIIEHHAA yTOMIIsIeMOCTh (17 %).

UYacro — actenus (6 %), 3a7epKKa KUIKOCTH U OTEKH (6 %), MOBBIIIIEHUE TEMITepaTyphI Teja, 00Ih
B Ipyay (BKIHOYas HEKApAUOTEHHYIO 00J1b), TMCKOMQOPT B IpyaH, 00IIee HEAOMOTaHHE.
Hedacto — orek nuiia, rpaBUTAIIMOHHBIC OTEKH, TPUTIIIONOAO0HBIN CHHIPOM, 03HOO, OIIYIIICH M €
U3MEHEHHS TEMIIEPATYphI Tella (YePEeIOBAHKE «OIIYIICHHS Kapa» U «OIIyIICHUS XOJIO/a»).
YacToTa HEM3BECTHA — JIOKAJIBHBINA OTEK.

Jlabopamopuwvie u uHcmpymenmanbivie OaHHble:

OueHb 4acTO — YBEIMYEHUE aKTUBHOCTH «(1€YEHOYHBIX» TPaHCAMUHA3, YBEIMYCHUE aKTUBHOCTU
JUMAa3bl KPOBU, YBEIMYEHHE KOHIICHTPALMH XOJECTePUHA JUIOMPOTEHNHOB KPOBH (B T.U.
JUTIONPOTEMHOB HHW3KOH W BBICOKOW IUIOTHOCTH), YBEIMYCHHUE KOHIIEHTPAIIMK OOINEeTOo
XOJIECTEPUHA, YBEIUUYECHUE KOHIEHTPAUU TPUIIIMLIEPUIOB KPOBH.

Yacto — yMEHBIIICHHME KOHIIEHTpPAIlUM TeMOIJIOOWHA, YBEJIWYEHHE AaKTHUBHOCTH aMUJIa3bl,

rammariyraMuHTpancdepasbl, KpeaTuH(OCHOKHHA3bI, MLIEIOYHOM QocdaTasbl, yBEIUUYEHHE
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ymensiétne T Bhdihrdbiitd iactn dena,

YMCHBIICHHUC KOHIICHTpAIUU FJ'IO6yJII/IHOB B KpOBHU.

Heuacto - YBEIINYCHUE AKTHBHOCTHU JIAKTATACTUAPOTCHA3bl, YBCJIMYCHHUC KOHUCHTpaIUun

MOYCBUHBI B IIJIa3ME KPOBHU.

YacToTa Henu3BecTHA — YBECJIIMYCHUEC KOHIICHTPAIWU TPOITOHHWHOB B I1JIa3ME KPOBH, KOHIICHTPpAalIUN

HEKOHBIOTUPOBAHHOTO OMIMPYOMHA, yMEHBIIEHHE KOHLIEHTpAUU MHCYAMHA U C-nienTuaa KpoBH,

YBEIIMYCHUE KOHIECHTpallUuU IIapaTroOpMoOHa B I1JIa3M€ KPOBH.

Tabauya 3. OTKIOHEHUS 1a00PAaTOPHBIX [TAPAMETPOB OT HOPMBI 3 U 4 CTENIEHU

HA Pht XMJI nmpu  pE3UCTEHTHOCTH  WJH
HEMEPEHOCUMOCTH MPEAIIECTBYIOIIEH Tepanuu

Xponunueckas ¢aza, % | daza akcenepauuu, %
T'emamonocuueckue napamempol
Heiitponienust 31 42
TpomboruToneHus 30 42
Anemus 11 27
buoxumuueckue napamempeol
YBenuueHue KOHIEHTpaluu KpeatuiuHa | 1 <1
VBennueHue akTHBHOCTH JIUTIA35I 18 18
VBenmnuenue aktuBHOoCcTH ACT 3 2
VBennuenue aktuBHocTH AJIT 4 4
['unogocdaremus 17 15
VYBenuueHne  KOHLEHTpauuu  oOmero | 7 9
ounupyonHa
VYBenuueHne KOHIEHTPAIN U TITFOKO3bI 12 6
YBenudeHne KOHIICHTpAllUK XoJiecTepuHa | Her maHHBIX Her mannbIx
VBennuenue KoHIIeHTpauuu | Het gaHHBIX Her nanHbIX
TPUTIIUIICPUJIOB

Ommena mepanuu y nayuenmos ¢ Ph* XMJI ¢ xponuueckou ¢haze, docmucuiux cmabuibHo2o

anybokozo MO

HpI/I OTMCHC TCparinu HHUJIOTHHHOOM ITpH MOIIBITKEC JOCTUKCHUSA PEMUCCUU 0e3 eYeHHns Mol y1

OoJiee 4acTto, 4eM 0 OTMEHBI TepanuM, BO3HUKATh cieayromme HS: cuMnTombl CO CTOPOHBI

CKEJIETHO-MBIIIICYHOM CUCTEMBI, TAKUC KaK MHUAJIIu:, 00JIb B KOHCYHOCTAX, apTpalirus, 00IIb B

KOCTAX, 00JIb B IO3BOHOYHUKE HJIU CKEJICTHO- MBIIIICYHAs 00JIb.

B winHuyeckoM ucciaeoBaHUM B TE€UEHHUE T0/1a Mocie OTMEHbI Tepanuu y 42,1 % nanueHToB ¢

PE3UCTEHTHBIM K Tepanuu nMaTiHuOoM Ph™ XMJI B xpoHnYeckoi ¢a3ze OTMeHaInch CHMIITOMBI
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CO CTOPOHBI CKEJIETHO-MBIICYHONH CHCTEMBI | 110 cpégk'r_éﬁﬁlfg-']'cﬁ-‘ ElﬁTJ;—m)ﬁHi;z{: B%(glrﬂsf;ge'}lm

MPEABAYIIETO0 Tofa Tepanuyu HUJIOTUHHOOM.

Onvim npumeHnenus 6 KIUHUYECKOU NPAKMuKe

Ha ¢one Tepanuu HUIOTHHHMOOM oTMedanuch ciexytonme HS 6e3 ykazaHuil Ha TpPUYUHHO-
CJICICTBEHHYIO CBSI3b C NMPUMEHEHHWEM HHJIOTHUHHOA (dyactotra HS He ycraHoBieHa): ciydau
CHHpPOMA JIN3KCa OITYXOJIH, Mapajiny JIUIIEBOTO HEPBa.

* — 3 u 4 crenenpb Tsoxectu 1o kiaccupukanuu CTCAE (Common Terminology Criteria for
Adverse Events) y maiieHTOB C BHOBb TMarHOCTHPOoBaHHBIM Ph* XMJI B xpoHnueckoi ¢ase.

Coo01IeHne 0 Mo03peBAEMbBIX HEKEIATEIbHBIX PEAKIIAIX

BaxHo cooOm@aTte 0 TOJ03peBAaEMbIX HEXKENATeNbHBIX PEaKUHsIX TI0CIE PEerucTpaIuu
JIEKApCTBEHHOTO Tpernapara ¢ Ielblo 00ecredeHUs] HeMPEPHIBHOTO MOHUTOPHHTA COOTHOIICHU ST
«@0JIb3a — PHUCK» JIEKAPCTBEHHOTrO IMpemnapara. MeauIMHCKUM pabOTHUKAM pPEKOMEHIyeTCs
coO0IATE O JIIOOBIX TMOJ03PEBAEMBIX HEKENATENbHBIX PEAKIUAX JIEKAPCTBEHHOTO Mperapara
Yyepe3 HAIlMOHAJIBHBIE CHCTEMBI COOOIICHHS O HEXENATeIbHBIX PEAKIIHIX TOCYJapCTB — YICHOB
EBpa3suiickoro 3JKOHOMHUYECKOIO COH3a:

Poccutickas ®@eoepayus

®denepanibHas cityx0a 1Mo Haa30py B cdepe 3IpaBOOXpaHECHUS

Anpec: 109012, r. MockBa, CnaBsiHCKasI TIOIRAAb, 1. 4, CTp. 1

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

DJeKTpoHHas moyTa: pharm@roszdravnadzor. gov.ru

CaiitT B MH(GOPMALMOHHO-TENIEKOMMYHHKAMOHHOM ceTn «HTepHEeT»:
https://www.roszdravnadzor.gov.ru/

Pecnyonuxa benapyco

VII «lleHTp dKCIEepTH3 U UCIIBITAHUM B 37JpaBOOXpaHECHUN Y, PecryOnmkaHcKas KIMHHUKO -
dapmakoorudeckas 1adoparopus

Anpec: 220045, r. MuHck, np-T1 J{3epxunckoro, 83, kopnyc 15, 8 sTax

Tenedon: +375-17-242-00-29

OnekrpoHHas noyra: repl@rceth.by

CaiiT B mH(pOpPMAI[MOHHO-TEJICKOMMYHHKAI[MOHHOM ceTH «HTepHeT: https//www.rceth.by/
Pecnybnuxa Kazaxcman

«HarmoHaneHbBIN LEHTP YKCTIEPTU3bI JICKAPCTBEHHBIX CPEACTB U METUITMHCKH X U3IICITHIN
Komurera MmenuuuHCcKoro u apmMarieBTHUecKoro KOHTPoIis MUHHUCTEPCTBA 3IPaBOOXPAHECHUS
Pecniyonuku Kazaxcran

Anpec: 010000, r. Acrana, yn. A. Imanosa, 13

Tenedon: 8 (7172) 78-98-28
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(NOCNEOCBATENEHOCTE 0002)

DnexrponHas noyta: pdic@darikz

CaiiT B MHpOpPMAaIIMOHHO-TEJICKOMMYHHKAIIMOHHOM ceTH «HTepHeT»: https//www.ndda.kz/
Kuipevizckas Pecnyonuka

JlenmapTaMeHT JIEKApCTBEHHBIX CPEICTB U MEAULIMHCKUX U3eNUH Ipu MuHKUCTEpCTBE
3apaBooxpanenust Kelpreizckoit PecryOmmku

Anpec: 720044, r. bunkek, yn. 3-aJlunus, 25

Tenedon: 0800-800-26-26, + 996-312-21-92-88

Onexrponnas nouta: dlomt@pharmkg

CaiiT B nH(GOPMAIIHOHHO-TEIIEKOMMYHHKAIIMOHHOM ceTn «MHTepHET»: https//www.pharm.k g/
Pecnybnuxa Apmenus

«Hay4HbIi 1EHTp SKCIePTH3bI JEKAPCTB M METUIIMHCKUX TEXHOJIOTUM MM. akafieMuka 3.
labpuensna» AO3T

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DnekrpoHHas nmoyra: vigilance@pharm.am

Caiit B ”H(POPMAIIHOHHO-TEICKOMMYHHKAIIMOHHOM ceTH «MHTepHe™: https//www.pharm.am/

4.9. Ilepeno3upoBKa

CuMOTOMBI

Coo01manocs 0 eqMHUYHBIX CIydasX MpeJIHaMEepeHHON MepeJ03UPOBKU NTPenapaToM, B KOTOPhIX
OCYILECTBJISUICSA IIPUEM HEYCTaHOBJICHHOIO KOJIMYECTBA KaICyl OJHOBPEMEHHO C AJKOrOJIEM M
JIPYTMMH JIEKADCTBEHHBIMM cpeacTBaMu. OTMEYalloCh pa3BUTHE HEUTPONCHUU, PBOTBHI U
connuBoctu. M3menenuit OKI' 1 npu3HAKOB TOKCHMYECKOTO IOPaKEHUs MEYEHW OTMEYEHO HeE
6b110. Bo Beex ciyyasix 0TMeuanoch BbI3I0POBIIEHHUE.

Jleuenue

B cnydsae nepenoszupoBku mnpenapatoM Hunornnu® dapmacuHte3 HE0OX0AMMO 00eCHEYUTb
HaO/lo/IeHEe 3a MalMEeHTOM, a TaKKe MNPUMEHUTh COOTBETCTBYIOLIYID CHMIITOMAaTHYECKYIO

TCPAIInIO.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHamMuyecKue CBOMCTBA

dapmakoTepaneBTHUECKas Ipynna: NpoTUBOOIYX0JIEBbIE CPEACTBA; HHIMOUTOPHI IPOTEMHKUHA3;
uHTHOUTOPHI THpOo3nHKUHA36I BCR-ABL.

Kon ATX: LO1EAO3

Mexann3m aeicTBra U dapMakoauHaMHUecKue d(MheKThI
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Hunoruauo sdextuBHO MHTHOUpYET THp03HH:MH%HVW%-£%%§B&DJ5§HE %EEbQIB%;éHHa

KIETOYHBIX JIMHUH W TMEPBUYHO IOJIOKUTEIBHBIX Mo (uuanenbduiickoii xpomocome (Pht)
JIEMKO3HBIX KIIETOK.

[penapat oGiagaeT BBICOKMM CPOJICTBOM K ydacTkaMm cBsi3biBaHMs ¢ AT® u, Takum oOpaszom,
OKa3bIBaCT BhIpaKEHHOE MHTHOUpYytomee BiusHue Ha BCR-ABL OHKONpOTEWH AMKOTO THIIA, a
TaKKe JEMOHCTPUPYET aKTUBHOCTb B OTHOLICHUM 32 U 33 OCHOBHBIX UMATUHUO-PE3UCTEHTHBIX
myTaHTHBIX (popm BCR-ABL-tHpo3nHKHMHA3bI, 3a UcKIoueHreM 13151 myranwu. HumotuHuo
CENIEKTUBHO MHTUOHMpYeT mposrdepanuio U WHIYNHPYET amoNTo3 KIETOYHbIX JTUHUN u Ph-
MOJIOKUTENbHBIX JIEHKO3HBIX KIETOK Y HAIMEHTOB C XPOHHMYECKUM Muelonerkozom (XMJI).
HunotTnan® He OKa3bIBaeT WIJIM OKa3bIBaeT HE3HAUMTENBHOE BIIMSHHE HA APYrHe W3BECTHHIC
IpOTEeMHKMHA3bI (BKIIOYasi KWHA3y OeNKOB ceMmeiicTBa Src), KpoMe KHMHa3, UMEIOIMX PeLenTopbl
Kk (akropam pocra TpomboruToB (PDGRF), KIT-, CSF-1-, DDR-penentopsl U 3(pHHOBEIC
peuenrtopsl. MHruOMpoBaHue MpOTEMHKMHA3 JAHHOTO THIA MPOMCXOAUT MPU KOHIIEHTPAIUAX
nperapara B IpeJiesiax Juarna3oHa TepareBTUUECKUX /103, PEKOMEHIOBAHHBIX 1ist ieueHust XMJI
IpU IIEpOPAILHOM ITpHEME.

Ha ¢one Tepanuu HuitoTrHNO0M B 103¢ 400 MT 2 pa3a B CYyTKH Yy B3pOCIIbIX narueHToB ¢ Pht XMJI
B XPOHUYECKOH (pase Mmpu HENepeHOCUMOCTH UK HEA(PPEeKTUBHOCTH MPEAIIECTBYIOLICH Tepamu,
BKUTIOYAsT UMATHHHUO, 9acTOTa JOCTHIKEHHUS OOJBINOTO IUTOTEHETHYECKOTO OTBETa COCTAaBHIIA
59 %, mpuyeM 3TOT OTBET AOCTUTAJICS JOCTATOUYHO OBICTPO — B TEUCHHE MEPBBIX 3-X MECSIIEB
Tepanuu (MeanaHa — 2,8 MecsIa) — ¥ COXpaHsuIics Ha (oHE MPOI0IKAIOIIETOCs TprueMa mpenapara
(B Teuenne 24 mecsueB) y 77 % manuentoB. OO0mmasi BBDKMBAEMOCTh uepe3 24 Mecsia Tepanun
cocraBuiia 87 %.

[pu npumenennu HrutoTuHMOA B 103¢ 400 Mr 2 pas3a B CyTKH y B3pocibIxX manuenTos ¢ Pht XMJI
B (paze axcenepaiuu Mnpu HETMEPEHOCUMOCTHU UJIM PE3UCTEHTHOCTH K MPEALICCTBYIONICH Tepanuu,
BKJTIOYAsT UMATMHHO, Y9acTOTa JOCTHIKEHHS MOJHOTO IeMaTOJOTMYECKOr0 OTBETAa COCTaBIIsIa
55 %, mpuueM 3TOT OTBET IOCTUTAJICS TOCTATOUYHO OBICTPO — B TEUECHHE MIEPBOTO MeCsia Teparnuu
(Memmana — 1 MecsIr) — 1 COXpaHsUIcs Ha (JOHE MPOJIOHKAOINETOCs TTpHeMa Imperapara (B TeUeHue
24 mecsueB) y 49 % mnanuenToB. YacToTa JOCTH)KEHUS OOJBILOTO LIUTOTCHETHYECKOTO OTBETa
coctaBuia 32 %, U 3TOT OTBET COXpaHsics y 66 % manueHTOB MpU MPOJOIDKAIOIIEMCS TPHEME

npenapara (B TeueHue 24 MecsiieB).

5.2. ®apMaKkoKMHeTHYECKHE CBOIiCTBA

Abcopbius

CpenHee BpeMsi JOCTH)KEHUSI MAKCUMAIIbHOW KOHIICHTPALMK HUJIOTHHUOA B T1J1a3Me KPOBH (tmax)

COCTaBJIsIET OKoJIO 3 4. AOGcopOnmsi HUIOTHHUOA TTOCIE MEPOPATTBHOTO MPUMEHEHHUSI — OKOJIO

30



COOTBETCTBYET KCNEPTHOMY OTUYETY
ot 02.12.2024 N= 26608

30 %. AGcomoTHas GHOJOCTYITHOCTh HUJIOTHHHOA HE oﬁ%é}i&?@é@ﬁ%ﬁ%ﬁ&éﬁ%ﬂé%%%bOM

s nepopanbHoro npuema (pH ot 1,2 mo 1,3), oTHOcuTenbHast OMOIOCTYMHOCTH KamcCyJsl
HWJIOTHHHMOA cocTaBiisieT mpumepHo 50 %.

VY 3710poBBIX JOOPOBOJBIIEB NPU OJHOBPEMEHHOM IIpHEME Ipernapara ¢ MUIIeH MaKCHMaJbHas
koHIeHTpauus (Cmax) U IUIOIIANL TOJA KpUBOM «xoHUeHTpanusa-Bpems» (AUC) HunotuHuba
noBeimsMch Ha 112 % u 82 %, coOTBETCTBEHHO, IO CPAaBHEHUIO C MPUMEHEHHEM HUJIOTHHHOA
Harou@k. IlpumMenenue mpemnapara yepe3 30 MUH WM 2 4 MOCJ€ MPUEMA MUIM MOBBIIIAIO
OouomoctynmHOCTh HUIOTHHUOA HA 29 % u 15 %, COOTBETCTBEHHO. Y MAaIlMEHTOB, MEPEHECIIMX
TOTAJBHYI0 MJIM YAaCTHYHYIO TacCTPIKTOMMIO, BCAachIBaHHE HUJIOTHHHOA (OTHOCUTENIbHAS
OMOJIOCTYITHOCTh) CHUXaeTcs Mpubau3nTenbHo Ha 48 % u 22 %, COOTBETCTBEHHO.

OnnokpatHoe npumeHeHue 400 Mr HuimoTMHHOA B BHJIE PACTBOPEHHOTO B YalHOM JIOXKKe
S0JIOYHOTO TIOPE COAEPKUMOro JBYX Karcya 1o 200 Mr OMOPKBHBAJIEHTHO MPUMEHEHHIO 2
MHTAaKTHBIX Karicya 1o 200 mr.

Pacnpenenenue

CooTHoIIEHNE KOHIIEHTPallUi HUJIOTUHNOA B KpOBH U 1a3Me cocTtasiisieT 0,71. CBs3b ¢ 6enkaMu
IUIa3MEI iN Vitro cocraeisiet okoiio 98 %.

B paBHOBECHOM COCTOSIHUM CUCTEMHAasi SKCIIO3UIIMS HUJIOTHHMOA ObL1a 10303aBUcUMOi. O1HaKO
Ipy NMPUMEHEHHWH Ipenapara B Jo3e, npesbimatonieit 400 mr 1 pa3 B CyTKHM, HOBBIIIEHHE
HKCIIO3UIIUY HUJIOTHHUOA B 3aBUCUMOCTH OT YBEJIMYEHHS JI03bl Iperapara ObUIO BBHIPAXKEHO B
MeHblllell creneHu. CyrouyHas IJIa3MEHHAs KOHLIEHTPALMs HWIOTHHHMOAa B PaBHOBECHOM
coctossiHUU Obla Ha 35 % Bbime npu npuMeHeHuu B 1o3e 400 mr 2 pasa B CYTKH, 4eM IIpH
npumeneHuu B 103e 800 mr 1 pa3 B cyrku. AUC HunoruHuOa npu npueme B n1o3e 400 mr 2 pasza
B CyTKH Obuia npubnusuTensHo Ha 13,4 % BeIme TakoBOW MpH MPUMEHEHHH NpernapaTa B 03¢
300 mr 2 pa3a B cyrku. [Ipu npueme npemnapara BHyTpb B TeueHue 12 mecsies B go3e 400 mr 2
pasa B CyTKM MUHUMAJbHAs U MakCHUMallbHasi KOHIIEHTpanuu Huiaotuano6a Ha 15,7 % u 14,8 %
ObUIM BBILIE TAKOBBIX MPU IPUMEHEHUU npenapata B 103e 300 Mr2 pasa B CyTKH, COOTBETCTBEHHO.
He Ob110 OTMEYEHO 3HAYUTEIHHOTO YBETUYCHHS PABHOBECHOH KOHIIEHTPAlMH HIJIOTHHHOA TPH
noBbleHny 10361 ¢ 400 Mr 2 pasza B cyrku 10 600 mr 2 paza B cyrku. [lnasmeHHast skcnio3nun us
HUJIOTUHUOA B TIEpUOJA MEXIY NPHUMEHEHHEM IEPBOM /103bl M JOCTUKEHHUEM PaBHOBECHOMN
KOHLIEHTPALMK MTOBBILIAETCS PUMEPHO B 2 pa3a Mpu MpHeMe IpenapaTa ouH pa3 B CyTKu U B 3,8
pa3 mpu npuemMe 1Ba pasa B Cyrku. PaBHOBeCHas KOHIIEHTpALIMS IOCTUTANIach K 8 -My JIHIO.

BI/IOTDaHCd)ODMaL[I/IH

Y 310poBBIX JOOPOBOJIBIIEB OCHOBHBIMH TYTAMH METa0OJM3Ma HUJIOTHHHOA SIBIISIFOTCS

OKUCJICHHUEC U THUAPOKCHIMPOBAHMUC. B nmasme KpOBU HHUJIOTHHHO HUPKYJIHUPYET B OCHOBHOM B
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HEU3MEHEHHOM BuAe. Bce  MeTabOIHTEI HHHO%H&%; E%%EE)QEHQ&E@IQ;QQQHO?I

(hapMaKoIOTUYECKON aKTHBHOCTBIO.

DJIMMUHALUSA

Ilocne omHOKpaTHOTO MPUMEHEHHS HUJIOTUHMOA Y 310pOBBIX 100poBoJIbIeB Oosee 90 % m03b1
BBIBOJIMTCS B TCUECHHE 7 THEH B OCHOBHOM C KajioM. 69 % mpemnapara BBIBOJAUTCS B HEU3MEHEHHOM
Bujie. llepnon moyBBIBEIEHUSI TTPU MHOTOKPATHOM NPHUMEHEHUW CYTOYHOW JO3bI COCTaBIISLI
NpUOIM3UTENBHO 17 .

[Ipu mpuMeHeHUH HUIOTUHNOA Y TTAIMEHTOB C HAPYIICHUSMH (DYyHKIIMHU MEYSHU HE OTMEYaIoCh
3HAYUTEIBHOTO H3MEHEHUS (PAPMaKOKHHETUYECKIX ITapaMeTpoB HIIOTHHIOA. [Ipy oiHOKpaTHOM
npueMe mpenapara Hadmoganock cHmxkenne AUC Humornnuba Ha 35 %, 35 % u 19 % y
MalMeHTOB C HapylleHUsSMU (YHKIUHM TEYEHU JIeTKOH, CpeAHed W TshKeNmo cTemeHu (1o
CpPaBHEHUIO C MarueHTamMu 0e3 HapymeHui (yHKIUU 1edeHn). Cmax HUJIOTUHHUOA B PABHOBECHOM
COCTOSIHMU yBennuuBanachk Ha 29 %, 18 % u 22 %, cOOTBETCTBEHHO.

NupuBuayaneHble pazmunans (HapMaKOKMHETUKA CpPEIu IMAlHCHTOB OBUIM OT YMEPEHHBIX 0

BBIPa’KCHHBIX.

6. PAPMAIIEBTUUECKUE CBOMCTBA
6.1. [lepeyeHb BCIOMOTraTe IbHbIX BellleCTB

Hunoruau6 ®apmacunres, 150 mr, kancyisl

Cooeporcumoe kancynol

Kanbuus ruapodocar 6e3BoaHBIN
Kommgon K90

KpeMHus 1nokcu 1 KOJIIOU JHbIA

Marnus creapar

Kopnyc kancynvi

Kenatun

Kpacurens naaurokapmus (E132)
Kpacutens nmynnossrii [[Tornco 4R] (E124)
Tutana auoxeun (E171)

Kpoviweuxa xancynoi

Kenmarun

Kpacutens nnnuroxkapmus (E132)
Kpacutens nynnossiii [[Tonco 4R] (E124)
Tutana auokcua (E171)

Hunoruan6 ®apmacunres, 200 Mr, Kancyisl
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Cooeporcumoe kancynol

Kanbuus ruapodocdar 6e3BoaHBIN
Kommgon K90

KpeMHus nuokcu KoJuTou THbII
Marnus creapar

Kopnyc kancynwvi

Kenarun

Tutana quoxcun (E171)
Kpvuueuxa xancynvi

Kenatun

Tutana quokena (E171)

Kpacurens conneunsliii 3akat xentoiii (E110)

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHMs)

3 roxa.

6.4. OcoObie Mepbl NPeI0CTOPOKHOCTH MPH XPaHe HUU

XpauuTsb npu remieparype He Boime 30 °C.

6.5. Xapakrep u cofepxaHue NePBUYHON YIIAKOBKH

IlepBuuHas yIIakoBKa JIEKAPCTBEHHOIO penapara

[lo 7, 8 wnmm 10 kamcyn nNOMENR@IOT B KOHTYPHYIO SYEHKOBYIO VYIIAKOBKY W3 ILJIEHKU
HNOJUMBUHWIXJIOPUIHON WM  IOJMBUHUIXIOPUAHON/TOJMBUHUINACHXIOPUIHON U osbru
ATIOMUHHUEBOM MEYaTHOM JIAKUPOBAHHOM.

ITo 28, 40, 112 unu 120 xarncyn moMemiaoT B OaHKYy W3 IMOJIMATUIIEHA HU3KOTO JABJIEHUS C
KpPBIIIKOM HATATUBAEMOM M3 CMECH MOJMATHIIEHA HU3KOTO JIaBJIEHUS U MOJUITUIIEHA BBICOKOTO
JIABJIEHUS C KOHTPOJIEM MEepBOro BCKpbITHA. CBOOOAHOE MPOCTPAHCTBO MOKET OBIThH 3alOJIHEHO
BATOI MEAMITMHCKOM rurpockonnyHoi. Ha 0aHKy HaK/IeuBatOT STUKETKY U3 OymMaru 3TUKETOUHON
WJIM ITACYEH, NN U3 TOJIMMEPHBIX MATEPHAIIOB, CAMOKIIESIIYIOCS.

Bropuunas ymakoBka JIEKAPCTBEHHOIO Ipermapara

ITo 4 KOHTYPHBIX SIMEHKOBBIX YIIAaKOBOK IT1O 7 Karcyi uJjiv 1no 5 KOHTYPHBIX STYEHKOBBIX YIIAaKOBOK

o 8 Karcyll, WIHM IO 3 KOHTYPHBIX SYEHKOBBIX yMakoBku 1o 10 kxamcyn, BMECTE C JIMCTKOM-
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BKJIQJIBIINIEM TTOMEIIAIOT B TAYKy U3 KapTOHA /T nome(ﬁﬁl{é&;ﬁ-&g@%%-{E{QEI%%IPKBB%&H?I

UM XpOM-3p3all WM JApPYroro aHaJOIM4YHOIo KayectBa. [lauku nomeung@rooT B IPyNIIOBYIO
YIIaKOBKY.

[lo 4 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK 10 7 Kallcysl WJIM 110 5 KOHTYPHBIX SIMEHKOBBIX YIIAKOBOK
mo 8 Kamcyid, Wiad M0 3 KOHTYPHBIX SYEHMKOBBIX ymakoBKM 1o 10 Karcyni, BMECTe C JIMCTKOM -
BKJIQJIBIIIEM TTOMEIRAIOT B MPOMEXYTOUHYIO YIAKOBKY (ITauKy M3 KapTOHA IJIsl TOTPEOUTEIbCKOM
Tapbl OATPYIIIBI XPOMOBBIN MJIM XpOM-3p3all UJIM JPYroro aHaJlorM4yHoro kadectsa). [1o 4 nauku
no 28 xarcyn uiau 3 nauku no 40 xarncyn unu 4 nauku no 30 kamcyn MOTyT IOMEIATh B
IpynnoByro nadky. [lauku nomemg@ror B IpylnmoByO YIIaKOBKY.

o 1 Ganke BMecTe C TMCTKOM-BKIAJIBIIIIEM TOMEIIAIOT B ITAYKy M3 KAPTOHA JUIsl TOTPEOH TEITBCKOM
Tapbl MOATPYNIIBI XPOMOBBIM WJIM XpOM-3p3all, WM JIPYroro aHaJOTM4YHOro kadectBa. [lauku
MOMEIAIOT B TPYNIIOBYIO YIAKOBKY.

Ha mauky moryr ObITh HakKIeeHBl OAMH WM JBAa HPO3PAYHBIX (PUKCHPYIOLMX CTHKEpa W3
MOJINMEPHBIX MaTEPHAIIOB.

Ha MavKy MOXKCT OBITh HaKICCHA CaMOKJICAIAACA 3THKCTKaA C MapKHpOBKOﬁ n3 6YM8.TI/I

6.6. OcoOble Mepbl NPeJOCTOPOKHOCTH IPH  YHHYTOXKEHHH  HCIOJb30BAHHOI O
JIEKAPCTBECHHOI'0 npemapara HJIN 0TX0/10B, MOJYYC€HHBIX mocJjae IMPUMEHEC HUA
JIEKAPCTBEHHOI0 NMpenapaTa | Apyrue MaHUIYJISIIMH € MpenapaTomM

Oco0bie TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanus

AO «Papmacunte3-Hopma»

194356, r. Canxkr-Ilerepoypr, nopora B Kamenky, n1.74, mom. 1-H
Ten.: +7 (812) 240-45-15

Agnpec 3aeKTpoHHO#M ouThl: INfo-psn@pharmasyntez.com

7.1. [IpeacTaBuTe b AepAKATE s PerHCTPALHOHHOIO YA0CTOBE Pe HHsl

[IpereH3nu noTpeOUTEIEH HAIPABIATE 10 AAPECY:

Poccutickaa ®@eodepayus

AO «@apmacuntes-Hopm»

197350, r. Cankr-IletepOypr, yi. JIETunka Akaesa, 1. 8, k. 3, cTp. 1
Ten.: 8-800-100-15-50

Agnipec 3aeKTpoHHOM mouThl: INfo-psn@pharmasyntez.com
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Pecnybnuxa benapyco

TOO «Adalan»

220131, r. Munck, yi. 'amapauka 30/395

Mo0. ten. (24 gaca): +3 752 955-12-510

Anpec 3aekTpoHHO# mouTsl: pv@adalan.kz

Pecnybnuxa Kazaxcman

TOO «Adalan»

050057, r. Anmarsl, yi. TumupsizeBa, 42, mas. 23, o¢. 202
Ten: +7 (727)-269-54-59, +7 (727)-269-54-18

Mo6. Ten. (24 gaca): +7 (701)-217-24-57

Anpec anexrpoHHoi#i mouThl: pv@adalankz;, b.satova@adalan.kz

Kuvipevizckas Pecnyonuka

TOO «Adalan»

720016, r. bunkek, c. Opro-Cait, yn. Umananuesa, a. 52
Mo0. ten. (24 yaca): +996-555-262-680

AJipec 37eKTpOHHO# mouThl: pv@adalan.kz

Pecnybnuxa Apmenus

TOO «Registrarius»

0088, 1. EpeBan, coobmectBo Baarnu, yn. Pa3nan, 13
Ten: +374-96-30-30-00

Mo6. Ten. (24 gaca): +7-701-746-04-21

Anipec 3aeKTpoHHOM mouTkl: INfO@registrarius.org

8. HOMEP PETUCTPAIIMOHHOI'O YJOCTOBEPEHUA

9. IATA TIEPBUYHOI PETMCTPALIMU (IIOATBEPKIAEHUSI PETMCTPALIUY,
MEPEPETICTPAIIH)

JlaTa mepBoy perucrpanuu:

10. JIATA IIEPECMOTPA TEKCTA

OO0ups XapakrepucTHKa JieKapcTBeHHOro mnpenapata Humotunu6 dapmacuHTe3 JOCTYNHa Ha
uH@opMallMOHHOM mopTaie EBpa3uilckoro SKOHOMHYECKOrO €032 B HMHGOPMalMOHHO-

KOMMYHHKalIMOHHO# cetn «MHTepHeT» hitpJ//eec.eaeunion.org/
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