COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 24.12.2024 N= 28597

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Pykconutunu®, 5 mr, TabneTku.
Pykcomutunu6, 15 mr, Tabietku.

Pykcomutunu6, 20 mr, TabiieTku.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JleficTBy1OIII€€ BEIIECTBO: PYKCOJIUTUHHO.

Pykconutunu0, 5 mr, TabieTku

Kaxnas Tabnerka coaepKuT pyKCoauTuHNOa (hocdar, SKBUBAJICHTHBIN 5 MI' pyKCOJIMTUHHOA.
BcnomorarenbHble BElIecTBa, HAIMYME KOTOPHIX HA/JO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npemnapara: jJaktosa (cm. paszaen 4.4).

Pykcommnruun®, 15 mr, TabiaeTtku

Kaxnas Tabnerka cogepKuT pyKcoauTuHnoa ¢hocdar, SKBUBAICHTHBIA 15 Mr pyKCOIUTHHUOA.
BcnomorarenbHble BElIecTBa, HAIMYME KOTOPBIX HA/JIO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: Jlaktosa (cM. pasuen 4.4).

Pykcommruun0, 20 mr, TabiaeTtku

Kaxnas Tabnerka cogepkut pykcoautunnoa ¢pocdar, skBuBaneHTHbIH 20 MI pyKCOIUTHHUOA.
BcrmomorarenbHbie BEmecTBa, HATMYME KOTOPHIX HAZ0 YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
npemnapara: Jjakto3a (cMm. pasznen 4.4).

ITomHpIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IIPUBEACH B pa3ICiic 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTkn.

Kpyribele 1BOSKOBBINTYKIIbIE TAOJIETKH OT OEJIOro 10 O€JI0r0 C PO30BaThIM OTTEHKOM IIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusi K NpUMEHEHHIO
e  Muenodubpos
Jleuenue B3pOCIBIX MAIMEHTOB ¢ MUETO(GUOPO30M, BKITFOUAS IEPBUUHBIN MuenopuOpo3 u
BTOPUYHBIA MHENO(UOPO3, PpPa3BUBIIUKUCS BCJICACTBHE HWCTUHHON TOJUIMTEMHH U
ACCEHIINATBLHON TPOMOOIIMTEMHH.

L HOHI/IHI/ITGMI/I?I HCTHUHHAA
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o

rpenaparamMy ruIpOKCUMOYEBUHBI UIIU IIPU UX HENIEPEHOCUMOCTH.

e Tpa”cmiaHTaT OPOTHUB XO3gMHA (peaKysl «TpaHcIuIagTaT npotus xo3suuay (PTIIX))

Jleuenne nanuenToB B Bo3pacte 12 net u crapuie ¢ octpoil PTIIX ¢ pe3sucTeHTHOCTBIO K
[JIFOKOKOPTUKOCTEPOUIaM.

Jleyenue manueHTOB B Bo3pacTe 12 et u crapume ¢ xponuuyeckor PTIIX cpenneit u
TSKEJION CTENEHU TSHKECTH IOCIE HEYJAauu OJHOM WM JABYX JIMHUW JIPYrOd CUCTEMHOU

Tepanuu.

4.2. PexxuM 103MpOBaHMs U CIIOCOO MPUMEHEHMsI

PexxuM no3upoBaHus

Bspocnvie

Hauanvnas 0oza

PGKOMGHI[yeMaH HadaJlbHasg n03a IIpcrapara PYKCOJII/ITI/IHI/I6 npu JICYCHHUH IIAlUCHTOB C
MI/IeJ'IO(bI/I6pO3OM 3aBUCUT OT KOJIMYCCTBA TpOM6OHI/ITOB H IIPCACTABJICHA B Ta6J'II/II_Ie 1.

Tabnuya 1. Pexomenoyemas nauanvhas 003a npenapama Pyxkconumunub npu nevenuu nayuenmoa

¢ mMuenopubposom
KosanuecTBo TpoMGOLMTOB HauyanbHas n03a
> 200 x 10%x 20 mr 2 pasa B JICHb
100-200 x 10%n 15 mr 2 pa3a B 1eHb
50 - < 100 x 10%n 10 Mr 2 pa3a B JieHb

PexomeHyemas HauanbHas 1o3a npenapaTta PykconuTuHUO npH JIe4eHnn MalMeHTOB C UCTUHHON
nonuuuTemueit cocrasnser 10 mr 2 paza B IeHb BHYTPb.

Pexomenyemas HauanpHas 7103a npenapara PykconuTHHUO mpu JIeYeHUH MAlUueHTOB ¢ OCTPOM
PTIIX cocraBnseT 5 Mr 2 paza B CyTKU BHYTPb.

PexomeHnnyemass HauaibHas Jo03a mpenapara PyKCOIMTHHHMO MNpH JIEYEHUH NAalMEeHTOB C
xponuueckoit PTIIX cocraisier 10 Mr 2 pas3a B CyTKH BHYTpb.

I1o060p 003061

Jlo3a npenapara PykconmuTHHUO KOPPEKTHPYETCsl Ha OCHOBaHUHU 3()(hEeKTUBHOCTH U O€3011aCHOCTH
IIPOBOJIMMOIO JICYECHHUS.

Mueﬂod)u6p03 U UCMUHHAA NOAUYUMEMUA

Ecmm 3(1)(1)6KTI/IBHOCTB TEPAIIMKU OUCHHUBACTCA KaK HEAOCTATOYHAsA, a IMOKa3aTcjiu KPOBU B HOPMC,
J03a MOXET OBITh YBCJINYCHA MAKCUMYM Ha 5 mr ABa pa3a B ICHb, 10 MaKCHUMaJILHOM JO03bI 25 Mr
JBa pa3a B JICHb.

Ha‘-IaJ'II)HYIO 03y HE CIICAYET YBCIIMYUBATHL B TCUCHUC IEPBLIX YCTHIPEX HCACIID JICUCHUS, 4 3aTEM

HEC Hame, 4€M C JIBYXHCACIbHBIMHU NHTCPBAJIaMU.
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KoJaudecTBa TpoMbonuToB MeHee S50x10%n wam npu cHuKeHMM abGCOMIOTHOTO —YHCIA
Heitrpodunos menee 0,5x10%/m.

[Tocie BOcCTaHOBJICHUSI YUCIIa TPOMOOIUTOB M HEUTPO(DUIIOB BBINIC YKA3aHHBIX MOKa3aTeseH,
NpUMEHEeHHE npenapara PykcomuTHHHO MOKET ObITh BO30OHOBIICHO B 7103€¢ 5 MT 2 pasa B JICHb,
BO3MOXHO JlaJIbHEHIIIEe TOCTETIEHHOE MOBBIIIEHUE JT03bI C TIIATEIbHBIM KOHTPOJIEM KOJIMYECTBA
(OpPMEHHBIX 3JIEMEHTOB KpoBH (cM. Tabmuiry 2).

Tabauya 2. Muenogpubpo3s: maxcumanvuas 0o3a npenapama Pyxcorumunub npu 60306H061eHUU
mepanuu nocie NPUOCMAHOBNICHUS €20 NPUMEHEHUs BCAeOCmeue mpomboyumonenuu (0as

nayuenmog ¢ konuuecmeom mpomboyumos 100x10%n u 6onee k navany mepanuu)

KosnuyecTBo TpoMOonnTOB MakcumaJjibHas 103a npenapara
PykcojiMTHHUO NpH BO300OHOBJIEHUH Tepanuu™
20 mr 2 pasa B JIeHb

15 mr 2 pa3a B JieHb

10 mr 2 pa3a B IeHb B T€UEHUE 2 HENIETb
MUHHUMYM; Jlajiee IIPU COXPAaHEHUU KOJINYECTBa
TPOMOOLIUTOB BO3MOKHO yBeIMUYEHHUE 10 15 mr 2
pasa B JICHb

5 Mr 2 pasa B IeHb B TE€UEHUE 2 HE/IETIb MUHUMYM;
Janee Mpyu COXpaHEeHUH KOJIMYecTBa TPOMOOLIUTOB
BO3MOXXHO yBenuueHue 10 10 mr 2 pasa B 1eHb

IIPUOCTAHOBJICHUC ITPUMCHCHU A

125 x 10%1 u 6osee
100 - menee 125x10°%/1

75 - menee 100x10°%/1

50 - menee 75%10%n

menee 50%10%n

*IIpn BO300OHOBIEHUM MPUMEHEHUs Ipenapara PykcoluTHHUO cielyeT HayMHATh C J03bl Kak
MUHUMYM Ha 5 Mr' 2 pa3a B JIeHb HU)KE€ TaKOBOM, MPUMEHSBIIECHCA 1O MPUOCTAHOBIEHUS €Tr0

MMPUMCHCHUA.

PekoMeH0BaHO CHMKEHHE J03bI MpernapaTa MpH JICYSHUH MAlMeHTOB ¢ MUenohuopo3oM mpu
YMEHBIIIEHUU 4YHUCJIa TPOMOOIIMTOB BO H30E€KaHWE TNPUOCTAHOBICHUS TEparuy BCJEICTBUE
pasBuBlIIeiics TpombonuToneHuu (cM. Tabmuiy 3).

Tabauya 3. Pexomenoayuu no 003uposanuro npu mpomooyumonenuu npu i1eyeHuy nayueHmos ¢

muenogubpozom
Jo3a, npuMeHsieMasi 10 CHUKEHHUSI KOJIUYeCTBA TPOMOOIUTOB
KosmuecrBo | 25 mr 2 pa3a | 20 mr 2 pa3a | 15 mr 2 pa3a | 10 mr 2 pa3a | 5 mr 2 pa3a B
TPOMOOUMTOB | g JeHb B IeHb B €eHb B JI€Hb JeHb
CuumxkenHast | CaumokenHasi | Camokennas | CHumokeHHast | CHMGKeHHAast
n03a 103a 7032 1032 J103a
100 - menee | 20mr2 pazaB | 15mr2pa3as | bes bes bes
125x10%n JICHb JICHb HU3MEHEHUN U3MEHEHMH W3MEHEHUI
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75 - wmenee | 10mMr2pasas | 10 Mr2 pasas| 10 mr IR REE 1 ENEAPRIS 0002]

100x10%n JIeHb JIeHb JI€Hb M3MEHEHUN M3MEHEHUH!

50 - meHee Smr2pazaB|SwMr2pazaB|5wMr2pazaB |5 wMr2paszasB | bes

75%10%n JE€Hb JCHb JEeHb JCHb W3MEHEHUHN

MeEHee IIpuocranos | Ilpuocranos | IIpuocranos | IIpuocranos | IIpuocranos

50x10%n JIEHUE JIEHUE JeHUE JeHue JIeHUE
NPUMEHEHUS | IPUMEHEHUS | MPUMEHEHHsI | IPUMEHEHHS | IPUMEHEHUS

Cnenyer paccCMOTPETh BO3MOXKHOCTH CHHXKEHHUS JI03bl TIPU CHIDKEHHUHU KOHIICHTPALUU

remMoriaoonHa B KpoBu <1201/ y ManuMeHTOB ¢ MCTUHHOW MOJHIMUTEMHEH, MPU CHIKCHHU

KOHIIEHTpaluu remorioouna B KpoBu <100 1/11 cHUXKEHUE J03bI PEKOMEHIOBAHO.

Jleuenue MOIKHO OBITh IIPUOCTAHOBJICHO ITPHU CHUIXCHHUH KOHLCHTpPAIIU reMorjioouHa B KpOoBH

< 80 1/1 y manueHToB ¢ UCTUHHOM nojuuuTeMucii (cm. Tabmuiy 4).

Tabauya 4. CHudsceHue 003bl Y RAYUEHMO8 ¢ UCIUHHOU NOJUYUmMeMuetl

Konuenrpanus reMorJio0uHa W/ nim

KOJIUY€CTBO TPOMOOIUTOB

Pexomenayemas 103a

Konnentpanus remornobuna > 120r/m wm
KOJIMYECTBO TPOMOOIHMTOB > 100 X 10%n

Koppexmuu 10361 He TpedyeTcsl.

Konnenrpanus remornoduna 100 - < 120 r/n
1 KOJIMYECTBO TpoMOoIuToB 75 - < 100 x 10%n

Cnenyer paccMoTpeTh BO3MOKHOCTh
CHI)KEHMs 03Bl IpermapaTa, BO H30exaHHe
MPUOCTAHOBIICHUSI ~ TEpalUU  BCIEICTBUE

pa3BHBmeﬁCﬂ AdHCMHUH U TpOM6OHI/ITOHCHI/II/I.

Konnenrpanust remornoouna 80 - < 100 r/n
WIM  KOIMYECTBO  TpoMmMOomutoB 50 -
<75 x 10%n

CHmkeHue 10361 Ha 5 MT 2 pasa B JICHb.

VY nmanuMeHToB, NPUHUMAKOIIMX 5 MTI 2 pa3a B
JIeHb, PEKOMEHJIOBAaHO CHIKEHHUE 03Bl [0
5 mr 1 pa3 B ieHb.

Konuentpanusa remornoouna < 80 r/n wim
KOJIMYECTBO TpoMGo1uToB < 50 x 10%1

IIpnocTaHOBIIEHHE IPUMEHEHHS.

B ciry4dac TepaHeBTquCKOﬁ H606X0,I[I/IMOCTI/I ", CCJIN KOJIMYCCTBO TpOM6OI_II/ITOB u HeﬁTpO(bHHOB

y HalMeHTOB ¢ MUEI0(PUOPO30M MM KOJIMYECTBO TPOMOOIIMTOB, HEUTPOPHIIOB U KOHLIEHTPALIUs

reMorJIOOnHa Y HOanucEHTOB C HCTUHHOM HOHHHHTGMHGﬁ ABIAKOTCA AJOCTATOYHBIMH, 034

Mnpemnapara PYKCOJ'II/ITI/IHI/I6 MOXET OBITh YBCJINYCHA MAKCUMAJIbHO Ha 5wmr2 pa3a B I€Hb BIIJIOTH

JI0 MaKCUMAaJbHOU JT03BI 25 MT 2 pasa B JeHb.

He cnemyer yBenuumMBaTh HaYaJIbHYIO /103y Ipemapara B Te€UEHUE MEPBbIX 4 HECNb JICYCHUS U

3aTeM He Janle, yeM | pas B 2 Henenu.

Ocmpas peakyus. «MpaxcCniaHmMan nPOmue X03sunay

PCKOMCHI[yeMaSI HaydaJibHas O03a Ipcrapara PYKCOJ'II/ITI/IHI/I6 COCTaBJIsACT 5 mr 2 pa3a B CyTKH

BHYTDb.

Ecmm mo mpomectBum 3 nHel nedeHus: abcomoTHoe uuciao HeutpodunoB (AUYH) u ymcio
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npemnapata PykconuTuHHO, ClIeayeT paccCMOTPETh BO3MOKHOCTh yBENWYeHHS A03bl 10 10 mr 2
pa3a B CyTKH.

Y manmueHTOB C OTBETOM Ha TEparuio, KOTOPHIM IO MPOIIECTBUU 6 MECSIEB JeueHUs ObLIU
OTMEHEHBI TJIIOKOKOPTUKOCTEPOUIbl B TEPANEBTUUYECKUX J103aX, CJIEAYyeT paccMOTPETh
BO3MOXKHOCTh TIOCTEIIEHHOTO CHIKEHMS 03Bl mpemapara Pykcomutunu®. Jlozy mpemapara
CJIeTyeT YMEHBIIATh Ha OJIMH YPOBEHB MPUOIU3UTEIHHO KA Ibie 8 Henenb (¢ 10 Mr 2 pasa B CyTKU
70 5 Mr 2 pasa B CyTKH, 3aTeM 10 5 Mr 1 pa3 B cyTku). Eciii Bo BpeMst Wi 1mocjie yMEHbIICHUS
0361 mpernapata PykcomuTnHuO mpu3Haku W cuMnTombl ocTpoit PTIIX mosiBasitoTCS BHOBB,
CIIEyEeT PACCMOTPETh BO3MOKHOCTh BO30OHOBIIEHHUS TEPAIINH.

Jlo Havama Tepamuu, Kaxaple 2-4 HeOENW BIUIOTH JO CTAOMIM3AlMM 03Bl W Jajee o
KIIMHUYECKUM MMOKa3aHUSM CJIeTyeT KOHTPOIMPOBATH [MOKA3aTeIN KIMHUYECKOTO aHAIN3a KPOBH,
BKJItOUasi uncio TpombouutoB u AUYH, u ypoBeHs Ounupyounna.

B crmyuae HexenaTeNbHBIX peakiuid 103y npernapara PykcomuTHHHO cieqyeT KOppeKTHpOBATh
(cm. Tabmuny 5). IManumentam, nmonyyatomum npenapar Pykconmutunu® B no3ze 10 mr 2 pasa B
CYTKH, 1032 MOXKET OBITh YMEHBIIICHA JI0 5 MT 2 pa3a B CyTKH; MAIUEHTaM, ITOJIy4aloIIUM Ipenapat
Pykconutunu6 B 103€ 5 Mr 2 pasa B CyTKH, /1032 MOXET ObITh YMEHbIIIEHA A0 5 MI' 1 pa3 B CyTKHU.
Ecnu manumeHT He cmocoOeH nepeHocuTs npenapaTt Pykcomutuau® B 10o3e 5 Mr 1 pa3 B CyTKH,
TEPAIUIO MPEnapaToM cienyeT MpepBaTh 10 TeX MOp, MOKa KIMHHUYECKUE W/WIH JTabopaTOpHBIE

IIOKa3aTCJIn HC BOCCTAaHOBATCA.

Ta@mua 5. I{oppekuuﬂ 0030l 8 clydae 603HUKHOBEHUSL HedcelamellbHblx peam;uzly nayuenmos ¢

ocmpou PTIIX

JlabopaTopHblii MOKa3aTe/Ib
Knuangecku 3HAYNMas
TPOMOOIIMUTONIEHUS ocie
MOJJEPKUBAKOIIUX MEPOITPUATHI

PexomMeHIanMM 0 JO3HPOBAHHUIO

YMeHpmINTS 103y Ha 1 ypOoBEHB.

ITocne Toro xak 4ucio TPOMOOIUTOB BOCCTAHOBUTCS 0
MpENUIECTBYIOIUX 3HAYEHUH, J03Y MOJKHO BHOBb
YBEJIMYUTH 10 NPEABIIYIIETO YPOBHS.

IIpexkpatuts Tepanuio npenapatoM Pykconmutunub no 14

AYH HIDKE 1 x 10%,

IPEIIOI0KHUTENBHO CBSI3aHHOE C
npenaparoM PykconutuHuo

JTHEH; Mmociie BOCCTAaHOBJIEHUS BO30OHOBHUTH TEpAIUIO B
J103€ Ha | ypOBEHb HUXKE NPEABIAYIICH.

[ToBbIIEHNE o0uiero
ounupyouna, B orcyrctBue PTIIX
CO CTOPOHBI TICUCHU

3,0-5,0 x BTH: IIpogomkuTh Tepamuio MpenapaToM
Pykconutunu6 B 103e Ha 1 ypoBeHb HUXKE MpeAbLAyILei
BILIOTH JI0 BOCCTaHOBIICHHS.

>5,0-10,0 x BI'H: IIpexkpatuTh Tepamnuio mpenapaTrom
Pykcomutunu6 Ha cpox no 14 nHel, moka ypOBEHB
Oounmmpyouna He omyctutes 1o <1,5xBI'H; mocne
BOCCTAHOBJICHHsI BO30OHOBHTH TEPAIHIO B TEKYIIEH 03€.
OO6mmit 6mmpyoun > 10,0 x BI'H: [IpekpaTuth Tepanuto
npenaparoM PykconutuHu® Ha cpok 1o 14 aHel, moka
YPOBEHb ommpyOunHa HE ONyCTUTCSA iy}
<15 xBI'H; mnocime BOCCTaHOBJIEHHS BO300OHOBUTH
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TepaImio B 103¢ HA' | -YpoBeH HIDKE TIPe MBIy ISR - - <
IloBbiIEHME obmero | > 3,0 x BI'H: Ilpomomxuth Tepamuio mpenapaTom
owmpyouna, npu Hammuuu PTITX | PykconmutrHuO B 103€¢ Ha 1 ypoBeHb HMIKE TPEABIAYIICH
CO CTOPOHBI IEYEHU BILJIOTH JJO BOCCTAHOBJICHUSI.
Xponuueckaa PTIIX

Pexomenayemas HavanbHas jo03a npenapara Pykcomutunu6 coctaiser 10 mr 2 pa3a B CyTKH
BHYTDb.

VY DanMeHTOB C OTBETOM Ha TEPanuio, KOTOPBIM IO IMPOIMIECTBUH 6 MECSIEB JICYCHUs ObUIH
OTMEHEHbI KOPTUKOCTEPOMJIbI B TEPAEBTHUUECKUX /103aX, CIEIYET PacCMOTPETh BO3MOXHOCTh
yMeHbIlIeHUs1 103bl npenapata Pykcomutunu®. Jlo3y cieayeT yMeHbLIaThb Ha OJUH YPOBEHBb
NpUOJIM3UTENBHO Kakble 8 Heaenb (¢ 10 Mr 2 pa3za B CyTKH 710 5 MT 2 pas3a B CyTKH, 3aTeM J0
Sw™r 1 pa3 B cytku). Eciiu Bo Bpemst uiiu mocie yMEHbLIEHHs J103bl penapara PykconuTuHuo
npu3Haku W cumnTtoMbl PTIIX mMosBASIOTCS BHOBb, CIIEAYET PacCMOTPETh BO3MOMXKHOCTH
BO300HOBJICHUS T€PAIHH.

Jo nHauama Tepamuu, Kaxasle 2-4 HeAeNW BIUIOTh A0 CTa0WIM3AlMHM /O3Bl W Jlajiee Io
KJIIMHUYECKUM [TOKa3aHUSM CJIeyeT KOHTPOJIMPOBATh [T0KA3aTEIHN KIMHUYECKOr0 aHAIN3a KPOBH,
BKJIFOYas unciio TpomoounToB u AUH, u ypoBens ommnpyouna.

B cnydae HexenarenpHBIX peakuuid 103y mpenapara PykcomuTHHHO clielyeT KOppeKTUPOBATh
(cm. Tabnuny 6). [Tauuentam, nmomydaromuM npenapat Pykcoautuaub B goze 10 mr 2 pasa B
CYTKH, 1032 MOKET ObITh YMEHBIIICHA JI0 5 MT 2 pa3a B CyTKH; MAIIMEHTaM, ITOJTyYaroIIiM Iperapar
Pykconutunu6 B 1o3e 5 Mr 2 pasza B CyTKH, /1032 MOXET ObITh YMEHbIIIEHA 10 5 MI' 1 pa3 B CyTKH.
Ecnu mauueHT He cnocoOeH mepeHocuTs mnpenapar Pykconutunu6 B no3e 5 mr 1 pa3 B cyTkH,
TEpaIuIo MpernapaToM cienyer NpepBaTh 10 TeX MOp, MOKa KIMHUYECKUE W/WIH J1abopaTopHbIe
MOKAa3aTeIu HE BOCCTAHOBSTCS.

Tabauya 6. Koppexyus 003b1 6 ciyyae 603HUKHOBEHUS HEHCENAMENbHBIX PeaKyull Y NAYUeHmo8 ¢

xponuueckou PTIIX

ITapamertp PexomeHaanuu 1o 103MpPOBAHUIO

Yucno tpombonuTos < 20 x 10%n YMeHbpmHTh 7103y npenapata PykcomutuHn® Ha 1
ypOBEHb. B ciryyae BOCCTaHOBJIEHHUS B TEUCHHUE 7 AHEU
JI03y MOYKHO YBEJIMYUTH J0 HAYAJIBHOIO YpOoBHA. Eciu
B TeueHue 7 JHEH 4Yucio TpPOMOOIMTOB HE
BOCCTAaHOBUJIOCh, TIPOAOJKATh TEpPANUI0 B  J03€,
CHIDKEHHOM Ha | ypOoBEHb.

AYH HUKE 0,75 x 10%x, | YMeHpIMTh 103y mnpemapaTa PykconmTHHHO Ha 1

NPEINOI0KHUTEIbHO CBSI3aHHOE C | YPOBEHB;  IIOCJIE  BOCCTAHOBJIEHHS  BO300OHOBUTH

npenapaToM PykconnTtuHu6 TEparnuio B 103€ Ha4aJIbHOTO YPOBHSI.

AYH HUXKE 0,5 x 10%n, | TIpexpaTuTh Tepamumio mpemnapaToM Pykconutuan® Ha

MPEINOI0KHUTEIbHO  CBSI3aHHOE € | CPOK J10 14 ;Hell; mocie BOCCTaHOBICHHS BO30OHOBUTh

npenapaToM PykconnTuHu6 TEpanui B /03¢ HAa | ypOBEHb HWXKE MNPEIbIIYIIEH.
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JI0 HAYaJIbHOTO YPOBHSI.

OO6mmit ounupyoun: 3,0-5,0 x BTH | [Ipogomkuts Tepanuio mnpenapatoM PykcomuTuHuO B
no3¢ Ha | ypoBEeHb HIDKE MPEIbIIyIIel BIUIOTH IO
BOCCTAaHOBJICHHUsI. B ciiydyae BoccTaHOBIIEHUS B TEUCHUE
14 nueii, yBenuuuth 103y Ha 1 ypoenb. Ecim B
TeueHue 14 ngHeW ypoBeHb OunupyOMHa  HE
BOCCTAHOBWJICS, MPOAOJDKATh TEpamui0 B JI03€,
CHIDKEHHOM Ha | ypoBEHb.

OO0t GunmupyOuH: [Tpexkpatuth Tepamnuio mnpenaparoMm PykconmnTtuHuO Ha
>5,0-10,0 x BI'H Cpok 1m0 14 ngHel, moka ypoBeHb OWIMpyOWHA HE
BOCCTaHOBUTCS; TIOCJIC BOCCTAHOBJICHUSI BO30OHOBHTH
Tepanuio B Tekymiell no3e. Eciau B Teuenue 14 gueit
OMITMpYOWH HE BOCCTAHOBHJICS, BO30OHOBUTH TEPATTHIO
B JI03€, CHW)XEHHOW Ha | ypoBeHb, THOCIE
BOCCTaHOBJICHUSI.

OO6muit 6unupyoun: > 10,0 x BI'H [IpexpatuTh Tepanuio npenaparoM PykconuTtuHu® Ha
cpok 10 14 nHeil, moka ypoBeHb OwiIMpyOMHA HE
BOCCTaHOBUTCS; TIOCJI€ BOCCTAHOBJIEHUSI BO30OHOBHUTH
TEepanu B J103€, CHWKEHHOM Ha | ypoBens. Ecin B
TeyeHne 14 nHel OwnMpyOMH HE BOCCTaHOBMIICS,
OKOHYATEJIILHO OTMEHUTH TEPAIHIO.

Jlpyrue He)xenaTelbHbIe PeaKIIuu: [Tponomxuth Tepamnuio mpenaparoM Pykconutunu® B
Crenens 3 no3e¢ Ha | ypoBEHb HIDKE MPEIbIAYIICH BIUIOTH 0
BOCCTAHOBJICHHSI.

Jlpyrue HeKeNaTeIbHBIC PEaKIIHU: OKOHYATETLHO OTMEHHTH TEPAITHIO.
Crenens 4

MakcumanbHas 103a npenapata Pykconutiuau6 coctasisier 25 Mr 2 pas3a B A€Hb BHYTPb. B ciiyuae
nporycka I@pUeMa OdepeAHOM J03bl Mpenapara, NAUeHTy He CJlelyeT NpUHHUMATh
JIONOJIHUTEIBHYIO 7103y, CIEAYIOLIYI0 103y HEOOXOAMMO NIPUHATh B OOBIYHOE MPEINHCAHHOE
BpEMsL.

Jleuenue npenapaToMm MalMEHTOB ¢ MUEIO0(GUOPO30M M HCTUHHOM MOJUIUTEMHEN MPOJIOIIKAIOT
JI0 T€X MOp, OKA COXPaHAETCs TepaeBTUUECKUI d(PPexT.

Pexomenoayuu no monumopunzy

Iloocuem popmennvix snemenmos Kposu. 10 Hayana JICUEHHUs MpernapatoM PykconuTuHHO

JIOJDKEH OBITh MIPOM3BEIEH MOJICUET KOJIMUYECTBA (POPMEHHBIX JIEMEHTOB KPOBHU.
AOGCOIOTHOE KOJMYECTBO (POPMEHHBIX DJIEMEHTOB KPOBU HEOOXOAMMO KOHTPOJIMPOBATH KAXKIbIE
2-4 Heyenu BO BpeMs 1o100pa 1036l PYKCOTUTHHUOA U Tajiee TI0 KIMHUYECKIM MTOKa3aHHSIM.

Koppexuyus 0030l npu OOHOGDeMeHHOM NPpUMEHEeHUU MOUIHbLX uH2u6um0p06 u3od)epmeHma

CYP3A4 unu paykonaszona

VY nanueHtoB ¢ MHENTOPUOPO30M U UCTUHHOW MOJUIUTEMHEW B Cilydae OJHOBPEMEHHOIO
MPUMEHEHHUS ¢ MOUTHBIMU HHTHOUTOpamu uzodepmenta CYP3 A4 (k1apuTpoMUIUH, HHIMHABUD,

UTPAKOHA30J1, KETOKOHA30JI, JIONMHABUP/PUTOHABUD, HEN(UHABUP, PUTOHABUDP, CAKBUHABUD,
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TETUTPOMHUIIH, BOPHUKOHA30J, TPperrPppyTOBbIi cokﬂ':' e LB BE%QEMH- yM‘egCI;II;IﬁIMI/I

unaruoutopamu u3odepmentoB CYP2C9 u CYP3A4 (manpumep, GiIykoHA30)) Y MAUEHTOB C
muenodudposzom, nctuaHOM nmommuutemueit U PTIIX, cyrounas no3a npenapata Pykconutuauo
JIOJDKHA OBITh CHIDKEHa npubimsurtensHo Ha 50 %, myTeM CHUXKEHHMS CYTOYHOM 03I,
paszie’eHHOM Ha 2 mpueMa, WK IIyTeM COOTBETCTBYIOLIETO CHUKEHHSI YacTOThI TpueMa 110 1 pasa
B JICHb (B CiIy4ae, KOTJa Takol peKuM mpuema Bo3MoxkeH). CiieyeT u3derarb 0JHOBPEMEHHOTO
npUMEHEeHHs Ipernapata ¢ (IIyKoHa3oa0M B o3¢ 6onee 200 Mr B 1eHb.

PexomeHnoBaH Oojee 4acTblii KOHTPOJb I'€MATOJIOIMUYECKMX ITOKa3zaTele M KIMHUYECKHX
IPU3HAKOB U CHUMIOTOMOB, CBS3aHHBIX C HEXeNaTeIbHBIMH pPEaKLUsAMU Ha [penapar
Pykconutunu6, B Havyajge OAHOBPEMEHHOI'O MPUMEHEHHs MOIIHBIX HHTHOUTOPOB M30(epMeHTa
CYP3A4 wnmu nBoiiHBIX yMepeHHBIX uHruOuropo wuszopepmenro CYP2C9 u CYP3A4
(cm. Tabmuny 7).

Tabnuya 7. Koppexyus 00361 npu 0OHOBPEMEHHOM HNPUMEHEHUU MOWHbIX UHSUOUMOPOS

usogpepmenma CYP3A4 unu 0gotinvix ymepenuvix uneubumopos uzogepmenmos CYP2C9 u

CYP344

IIpumenenne mnpenapara PykcoinTunu0 | PexomenayeMasi KoppeKuusi 103bl
O/ITHOBPEMEHHO c MOIIHbIMHU
unrudouropamu CYP3A4

Hauanvnas 0o3a y nayuenmog ¢ muenogubpozom u Koauuecmeom mpomooyumos

100 x 10%m u 6omnee 10 mr 2 pasa B ieHb
50 - < 100 x 10%xn 5 mr 1 pa3 B IcHb
Hauanvnas 0oza y nayuenmos ¢ ucmurHoti 5 mr 2 pasa B JICHb
noauyumemuen

Y nayuenmos, npunumarowux npenapam 8 0o3e, YyCmMaHo8IeHHOU Ha OCHOBAHUU 6€30NACHOCMU
u 2¢hpexmusHocmu NPOBOOUMO20 JleYeHUs.

> 10 mr 2 pa3a B 1eHb Camxkenue 10361 Ha 50 %
5 Mr 2 pasa B JIeHb 5 Mr 1 pa3 B JieHb
5 mr 1 pa3 B 1eHb Crnenyer mpekpaTUTh NPUMEHEHHE MOIIHBIX

uaruoutopoB  CYP3A4 wmu npemapara
Pykcomutuun® Ha BpeMs IPUMEHEHHS
MoIHbIX nHrHOuTOpoB CYP3A4

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmur nodxcunozo 6o3pacma (6 éospacme > 65 nem)

Koppekuuu 10361 npenapara He TpeOyeTcs.

Iayuenmol ¢ napywenuem @yHKYuu nouex
VY namnuenToB ¢ MuenogpuOpo3om U HapymeHueM QpyHKuu noyek Tsokeno crenenn (KK menee
30 mi/MUH) pekOMeHIyeMasi HauaibHas 1032, OCHOBaHHAsl Ha KOJIMUECTBE TPOMOOIIUTOB, 10JIKHA

ObITh CHIKeHa mnpubausutenbHo Ha 50 %. PexomeHnnyemasi HadanbHas J103a MpU JICYEHUU
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NAlMEHTOB ¢ MCTHHHON mnomuuuremuei u PTIIX u ﬁ%;ﬁ%&%%hﬁ'%bq&'%%noﬁ

CTEINEHU COCTABISET S MI 2 pasa B JIeHb BHYTPb.

[TarueHTOB ¢ HapylieHHEM (QYHKIMH TOYEeK TSDKEIOW CTENEHHW, MOJIYyYaroluX IMpemapaT
Pykconutunu6, cienyer TmaTenbHO HAOIIOAaTh, IPU HEOOXOJUMOCTH /1032 Mpenapara JI0JDKHA
OBITH CHIDKEHA BO M30€KaHUE PAa3BUTHSI HEXKEJIaTeIbHbBIX JIEKAPCTBEHHBIX PEAKIUH.

HmeroTcss OorpaHWYeHHBIE J@HHBIE 110 TPUMEHEHHUIO PYKCOIUTUHUOA Yy TAIMEHTOB C
TEPMUHAJIBHOM CTaAUEN ITOYEYHOM HEJOCTATOYHOCTH Ha reMoauaini3e. Y INaHHOM KaTeropuu
MAIMEHTOB ¢ MUENO(PUOPO30M JIeueHue cleayeT HauuHaTh ¢ IpHeMa OJHOKPATHOM 103bl 15 mr
wiu 20 Mr (Ha OCHOBaHUH KOJIMYECTBA TPOMOOILIUTOB), C MOCIEYIOIIMMU OJJHOKPATHBIMU J103aMU,
MPUMEHSEMBIMUA TOJBKO TOCIE KaXJAOW MPOUEAyphl T'eMOJuain3a MpHU TIIATEIbHON OIICHKE
COOTHOILIEHUS T0JIb3a/PHUCK.

V mnamuentoB ¢ ucTtuHHOW mnojuuutemued u PTIIX u TepMuHanbHOW cTaaMeil MOYEHUHOU
HEJOCTATOYHOCTH Ha TeMOJUaNN3e JICYCHUE ClIeyeT HauWHATh C MpHeMa OJHOKPATHOW J03bI
10 Mr mocie nporeaypsl TeMOMaIn3a TOJIBKO B IEHb €€ MPOBEJACHUS IIPH TIIATEIIBHOM KOHTPOJIE
COCTOSTHUS ¥ OIIEHKE COOTHOIIEHUS 1MOJIb3a/prcK (cM. Tabmwmiy 8).

Tabnuya 8. Pexomenoyemas 0oza npenapama Pykconumunu® y nayuewmos ¢ HapyuieHuem

@yHKYUU nouex

Crenenn TskecTH | KosimuectBo TpomOonuToB | Pekomenayemas

HapylIeHHs1 (PYHKIIHM MOYeK HaYaJIbHasf 1032

[TanmenTsl ¢ Muenogudpo3zom

Cpemnsis (KK 30-59 mn/mun) | bonee 150x10%/n Koppekmuu JIO3BI HE

WIN TpedyeTcs

Tsoxemast (KK 15-29 mu/mun) 100x10%m - 150x10%/n 10 Mr 2 pasa B IeHb
50%x10° /m -menee 100x10° /m | 5 mr 1 pa3 B 1eHb
Meree 50 x 10%n [IpuocTtanoBnenue

MIPUMCHCHHSI

[TarmeHTH! ¢ MICTUHHOM MOJULIUTEMUEH

Cpennsis (KK 30-59 mn/mun) | JIroboe 5 ™mr 2 pasa B JIeHb

WK

Tsoxenas (KK 15-29 mu/mun)
[TatmenTs! ¢ octpoi PTITX

Cpennsis (KK 30-59 mn/mun) | JIroboe 5 mr 1 pa3 B ieHb

WIN

Tsoxenas (KK 15-29 mu/mun)

TepmunanbHas cragus | JIro6oe 10 mMr 1 pa3 B nmeHp mnocie
MOYE€YHOU HEIOCTAaTOYHOCTH C MpOLEYphl TEMOANATN3a

HMCIOJIb30BAaHUEM I'eMOIHATN3a
(KK < 15 ma/mun)
[TarmenTsl ¢ xponnueckor PTITX

Cpennsist (KK 30-59 mn/mun) | JIro6oe 5 ™mr 2 pa3a B JI€Hb

WU

Tsokenas (KK 15-29 mu/mun)

TepMuHabHAS craausa | JIroOoe 10 mr 1 pa3 B nenb nocie
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MOYEYHON HEIOCTATOYHOCTH C T TE Ny SenE el Temo s

MCIOJIb30BaHUEM TeMOINATN3a
(KK < 15 mu/mun)

Tayuenmoi ¢ Hapywenuem ynKyuu neveHu

VY manueHtoB ¢ MuenopuOpo30M ¢ HapylIeHHeM (YHKIMH MeYeHH peKOMEeHayeMas HadajabHas
71033, OCHOBaHHasi Ha KOJIMYECTBE TPOMOOIUTOB, OJDKHA OBITH CHMIKEHA NMPUOIM3UTEIHHO Ha
50 %. PexoMenoBaHHas HA4aIbHAs /1032 Y MAMEHTOB C MCTHHHOW MOJIHLIUTEMHEN 5 Mr 2 pasa B
JICHb.

[Tpu nr060# cTeneHn nopakxeHust IeYeHU He TpeOyeTcsl KOPPEKIUN HaYaJIbHOM 10356l Y TAI[UEHTOB
¢ PTIIX, B T. 4. B ciy4ae ¢ BoBiedeHreM nedeHu B PTIIX. ¥V nmanueHToB ¢ BOBIIEYEHUEM [IEUEHH
B PTIIX wu mnoBeimenueM oOmero Ounmupyomna >3,0 x BI'H cnexyer wamie mnpoBOAWUTH
MCCJIEI0BAHMS KPOBH Ha MPEIMET TOKCHYECKOIO BO3JEHUCTBHS, BO3MOKHO CHM)KEHHME Ha OJUH
«mar» 1o3bl. [lalMeHToB ¢ AMAarHOCTUPOBAHHBIM HapylleHHEM (YHKIUU TEYEHHU TSKEIO0N
CTETEHHU, NONYyJaIuX npenapaT PykcomuTuHHO, cieayer TIATeNbHO HAONI0AaTh, NpU
HEOOXOUMOCTH J103a TIpermapara JOJDKHA OBITh CHIDKEHAa BO H30exaHWe pa3BUTHS
HEKeNaTeIbHBIX JICKAPCTBEHHBIX peakimii (cM. Tabmuiry 9).

Tabnuya 9. Pexomendyemas 0osa npenapama Pykconumunub y nayueHmos c Hapyuienuem

@dynKyuu nevenu

Crenenn Ts:kecTd | KotndecTBo Pexomenayemasi HavaJbHasi
HApYyLIEeHHS (pyHKIMHU | TPOMOOLIMTOB 032

nevyeHu

IManueHTsI € Bonee 150x10%n Koppekuuu 10361 He TpedyeTcst
Mue10(puOpPo3OM: 100x10%m - 150x10%n 10 mr 2 pa3a B JIeHb

nerkasi, cpeHss uim Tsokenas | 50 - menee 100x10%n 5 mr | pa3 B ieHb

Genace A, B wmm € 1o Menee 50x10%n IIpuocranoBiieHre IPUMEHEHUS
kinaccudukanuu Yaina-I1p10)

[TarmeHTHl ¢ MICTUHHOMN JIroboe 5 mr 2 pasa B JIeHb

TOJTHUITUTEMHEH

JIeTKasi, CPeIHSS UITH TsDKeast
(xmacc A, B wmu C o
knaccudukanuu Yann-I1s10)

eTH
bezonacHocte u 3ddexTuBHOCTy mpenapata PykconmutuHuO y aereil ¢ Muenopuodpo3oMm H
VCTUHHOHU noauuuTemMuen B Bozpacte oT 0 1o 18 siet He ycTaHOBIEHBI. J[aHHBIE OTCYTCTBYIOT.
Pexxnm no3nposanus s nereit ¢ PTIIX B Bo3pacte ot 12 1o 18 mer He oTnuyaeTcs ot pexuma
JIO3UPOBaHUs JIJIs B3pOCIbIX. bezonacHoCTh U 3 deKTUBHOCTH IpenapaTa Pykconutunuod y nerei
¢ PTIIX B Bo3pacte otT 0 10 12 net He ycTaHOBIIEHBI. [laHHBIE OTCYTCTBYIOT.

Crooco0 nmpuMeHeHus

[Tpenapat PykconuTuHuO NprHUMAIOT BHYTPh HE3aBUCUMO OT BPEMEHHU MpUEMa MUIIIH.
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o

4.3. TlporuBomoxkazaHus

e [ UmepuyBCTBUTENBHOCTh K PYKCOJIMTHHHOY WM K JIO00MYy M3 BCIIOMOTATEIbHBIX
BELIECTB, [IEPEUNCIIEHHBIX B pa3zeine 6.1.

e bepeMeHHOCTH U MEPHUO IPYAHOIO BCKAPMIHUBAHUSI.

4.4. OcoOble yka3aHusi  MepbI IPEIOCTOPOKHOCTH NPHU NPHUMeEHEeHUH

CHMKEeHHE KOJIMYECTBA (bO]Z)MCHHbIX 9JICMCHTOB KPOBU

Jleuenue mnpemnaparoM PykcoauTHHMO MOXKET HPUBOJUTH K Pa3BUTHIO TeMaTOJIOTHYECKHX
HE)KEJNATeNbHBIX PEaKLUi, BKIIOYAIOMIUX TPOMOOIMTONCHHUIO, aHEMUIO W HelrpomneHuro. Jlo
Hayaja JIeYeHus mnpenapatoM PyKkcomuTMHHO HEOOXOAMMO MPOBECTH KIMHUYECKHHA aHau3
KpOBH.

TDOM6OHI/ITOHCHI/I$I

V nanmeHToB ¢ MHenohuépo30M ¢ MCXOIHO HH3KMM KOJHYECTBOM TpoMbomuTos (<200x10%m
nepea HayalloM TEpamuy) BO3PACTaeT BEPOATHOCTH PAa3BUTHS TPOMOOLMTONECHHH BO BpEMS
J€YSHUSI PYKCOJIUTUHHOOM.

TpomOouuTOonEeHUs B 11€JI0M 0OpaTUMa U, KaK MPaBUIIO, KOPPEKTUPYETCS] CHIPKEHUEM J103bl I
BPEMEHHBIM IIPEKpalleHHeM Ipuema npenapara Pykconutunuod (cm. pasaen 4.8).

Tem He MeHee, B HEKOTOPBIX CIIydasiX MOXKET IMOTpeOOBaThCcs TpaHC(HY3HUsS KOHIICHTPATOB
TPOMOOITUTOB.

Anemus

[Tpu pa3BUTUM aHEMUU MOXKET MOTPeOOBATHCS TpaHCPY3Hsl SPUTPOLUTHON Macchl. Kpome Toro,
HEOOXO/IMMO OIEHHTh BO3MOKHOCTh KOPPEKIIUH J03bI WM MPEpPBIBaHUS JICUCHHS TpPErapaTomM
Pykconmutunu®6 (cMm. paznen 4.8).

Helitponenus

B menoM Heiitponienns (abcomoTHOe umcio HenrTpoduao (AUH) <0,5x10%m), B cnydae ee
pa3BuTHs, OblTa oOpaTMMa W KOPPEKTHPOBalIach BPEMEHHOW OTMEHOW IpHeMa Iperapara
Pykconutunu®.

Crnenyer KOHTPOJIMPOBATH MOKAa3aTelIu OOLIEKIMHHMYECKOTO aHalu3a KPOBU B COOTBETCTBHU C
KJIMHUYECKON CUTYyalluell U KOppeKTHPOBATh 03y npenapara (cM. pazaen 4.8).

Nudexnmn

VY manueHToB, MOMyYaBIInX TEPANHIO PYKCOJIMTHHHOOM, 3aperHCTPUPOBAHBI CEPhE3HBIC CIydYan
OaKTepHaIbHBIX, MUKOOAKTEpHUAIbHBIX, TPUOKOBBIX, BUPYCHBIX U JAPYIHX ONIOPTYHHUCTUYECKUX
uHdpeknuii. [lepen npumenennem npenapata PyKCOMMTUHHUO cCiedyeT OLIEHUTh PUCK PAa3BUTHUS

cepbe3HbIX MH(pekuui. Cienyer TIIATENbHO HAOIIOAATh MALMEHTa, MOJIy4Yarollero IpenapaT
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PykconuTuHuO, UIsi BBISIBICHUS CHMIITOM HHQ)é%ﬁjFpr]'%Ei-'"éE%H':ﬁ'eJﬁéﬁﬁgécTn

HE3aMEUINTEIbHO HAuMHATh COOTBETCTBYMOIEE JiedeHHe. He cienyer HauMHaTh Tepamnuio
IpenapaToM J0 pa3pemeHust TSHKEIO0ro akTHBHOTO HH(EKIIMOHHOTO MpoLecca.

VY nauueHToB, MOJIY4aBIIMX PYKCOJUTHHMO, cOOOIIANOCh O ciiydasx TyOepkyiesa. Benencrsue
BO3MOXKHOCTH Pa3BUTUSl aKTUBHOW (POpMBI TyOepKyJie3a Iepe]] HaualoM Tepanuu IpenapaTtom
ciefyeT o0ciieIoBaTh NalMeHTa AJs BBIABICHHUS aKTUBHOM WITH JIATEHTHOM (OpPMBI TyOepKyiiesa
B COOTBETCTBUU C MECTHBIMM KIIMHUYECKUMU PEKOMEHALMSIMH.

Y NanueHToB € XPOHWYECKMM BHUPYCHBIM TIemaTuToM B, mnomyudarommx pyKCOIMTHHUO,
orMeyasnocs yBenuuenue tutpa JJHK Bupyca remartuta B kak ¢, Tak 1 6€3 CONpOBOXIAIOIIEr0
yBenmmueHus: akTuBHOCTH ACT u AJIT. HensBecTHO BIUSHUE PYKCOJUTHHUOA HA PEILTUKAIIUIO
JHK Bupyca renatura B. JIeueHre 1 KOHTPOJIb COCTOSIHUS TALIUEHTOB C XPOHUYECKUM BUPYCHBIM
rernatuToMm B cienyer mpoBoUTh B COOTBETCTBUU C OOILEIPUHATHIMU CTaHApTAMU KIIMHUYECKOM
IIPAKTHKU.

OnosICBIBAIOIINHN TePIIEC

[lepen mnpumeHeHWeM Tmpemapata PykcomuTuHUO Bpady ciemayeT OOyYHTh TalMeHTa
CBOCBPEMEHHOMY BBISIBICHUIO PAaHHUX CHMIITOMOB OIOSICHIBAIOIIETO Teprieca, COOOIIHUB O
HEO0OXOIMMOCTH PAHHETO Hayasa JICYCHHUSI.

IIporpeccupvromas MyabTudOKaIbHAs JIEUKOIHIEehAIOATHS

[lpu nmpuMeHeHHHM pYKCONMUTHHHOA OBUIO TOJIY4YEeHO coolmieHue o ciaydae pasButus [IMIL.
Jledamemy Bpauy cieayeT cOXpaHATh HACTOPOKEHHOCTh B OTHOILIEHUN HEHPOIICUXUATPUUECKUX
CHUMIITOMOB, MO3BOJIAIOIIMX 3anoA03puTh passutue IIMIL Ilpu nonospenun Ha paszsurue [IMJI
clelyeT IPeKpaTUTh NIpUMEHEHHE penapara PykconuTuHUO 10 UCKITIOUYEHUS JaHHOTO IarHo3a.

3I10KaYeCcTBEHHBIE HOBOOODA30BaHUS KOXKH 32 UCKIIIOUYEHUEM MEJIAHOMBI

[Ipy mnpuMeHEeHHH PYKCOIUTHHHOA COOOIIANOCh O Ciy4asX pa3BUTUS 370KAY€CTBEHHBIX
HOBOOOpa30BaHUN KOXKM, 32 UCKIIOYCHHEM MEIaHOMBI, B TOM 4YHCIIe 0a3aJbHOKIECTOYHOU U
MJIOCKOKJIETOYHON KapIMHOMBI, a TakKe KapIUHOMBI U3 KJIeTOK Mepkens. B OonbmmHCTBE
CIy4aeB y TaKuUX MAIMEeHTOB ¢ MHET0(UOPO30M M HCTUHHOW TOJUIIMTEMUEH B aHAMHE3e
MPOBOAMIIOCH MPOAODKUTENBHOE JICUCHHE MpenaparaMu THAPOKCUMOUYEBUHBI WM paHee ObLTU
BBISIBJICHBI 3JI0KAQUECTBEHHBIE HOBOOOPA30BAHUS KOXKH, 32 MCKIIOUEHHEM MENaHOMBI, WU
MpEeApaKoBbIe  TMOPAXKEHUsT KOXHU. [IpUUMHHO-CIIENCTBEHHAs CBsI3b C  IPUMEHEHHUEM
pyKCcONUTUHHOA HE ObUla yCTaHOBJIEHA. PexomMeHAyeTcs TMPOBOJUTH MEPUOJAUYECKOE
oOcieoBaHUE KOXXKHBIX TIOKPOBOB Yy TAIIMEHTOB C TIOBBIIICHHBIM PUCKOM DPa3BUTHS
3]I0Ka4€CTBEHHBIX HOBOOOPA30BaHUN KOXKH.

H3MmeHeHHNE JIMITUHOTO HDOd)I/IJ'IS[

OTMeueHo YBCINMYCHUEC KOHUCHTPAIUN JIMITHUA0B, BKIIIOYAsA YBCIMUCHUC KOHICHTPAIIUU O6HI€F0
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XOJIECTepUHa, JIUIONPOTEHIOB  BBICOKOH | HH3ROM — I otHOCTH E%'H'%ﬁﬂ?ﬁwgig&ho&

o

ACCOIIMMPOBAHHBIE C JIEUCHHEM PYKCOIUTUHHOOM. PEeKOMEH10BaH KOHTPOJIb JTUIUTHOTO TPOGUIIS
Y KOPPEKLUs JUCIUIIMAEMUU B COOTBETCTBUHU C MECTHBIMU KIIMHUYECKUMU PEKOMEHJALUSIMH.

CHHIPOM «OTMEHBI

[Tocne mnpekpamieHus Tepanuu PYKCOIUTHHUOOM CHUMITOMBI MHenopuOpo3a (Takue Kak
yCTaNoCcTh, OOJNb B KOCTAX, JUXOpPajaKa, 3yl, HOYHAs TOTJIMBOCTb, CHUMITOMaTHYecKas
CIUICHOMETAJINS U CHI)KEHUE Macchl Tela) MOTYT BO3Bpallarhcs. B psaae ciayyaeB y MalueHTOB,
MPEeKPALaBIINX MPUMEHEHHE PYKCOJIUTUHNOA, BO3HUKAIN CEpPbEe3HbIC HEXeENIaTeIbHbIE SBIICHUS,
OCOOCHHO TMpU HAJMYMU OCTPOro COMyTCTBYyIomiero 3aboneBanus. He ycraHoBieHo,
CIOCOOCTBOBAIA JIM PA3BUTHIO HEKENNATENBHBIX SIBICHUH pe3Kas OTMEHA pyKCOIUTUHUOA. Ecin
PE3KOro MpeKpaleHus MPUMEHEHHS IpenapaTa He TpeOyeTcsi, MOXKHO PacCMOTPETh BO3MOKHOCTD
MOCTENIEHHOTO CHUKEHUS J103bI.

Hapymenue d)VHKHI/II/I IIOYCK MJIM TICYCHU

Cremyer coOmo1aTh OCTOPOKHOCTD MPH MPUMEHEHUH Tpernapara PyKCOTUTHHNO y NaMeHToB ¢
HapymeHneM (YHKIHU TOYEK TSDKEJIOH CTENEeHH, B TOM YHUCIIe, HAXOMIIUXCS HAa TeMOIHan3e
WINA NOJYYaoUUX MpoLenypy reMoAuain3a, y MalueHTOB C HapylleHHeM (QYHKUIUU MEYEHH.

IIpuMeHeHNe OJHOBPEMEHHO C MOIITHBIMH I/IHFI/I6I/ITODaMI/I I/IBOd)eDMeHTa CYP3A4

Cremyer co00JaTh OCTOPOKHOCTH TPU PUMEHEHUH Tpenapara PykconuTuHiO 0 JHOBPEMEHHO
¢ MoIIHbIMU UHrHOUTOpamu nzopepmenta CYP3A4

BcnomorarenbHbIe BEIECTBA

[Ipenapat PykconmuTtuHuO conepHuT JakTo3y. [lanmeHTaM ¢ peako BcTpevaromiencs
HACJICICTBEHHON HENEPEHOCUMOCTBIO TajlaKTO3bl, 1e(UIMTOM JIaKTa3bl JONaped WU TIH0K030-

raJlakTO3HOM MalibabcopOuuel He ciieayeT NpuHUMaTh npemnapar Pykconutunuo.

4.5. B3aumoneiicTBHe ¢ JAPYrMMH JIEKAPCTBEHHBIMHU IMpenapaTaMd M JApyrue BH/bI
B3aNMOJIEHCTBHUA

CDGJICTB&, KOTOPBIC MOI'YT UBMCHUTH KOHIICHTPAIIUIO ‘[)VKCOJ'II/ITI/IHI/I63 B IIJTa3M€ KPOBH

Mowmnvie uneubumopsr usopepmenma CYP3A4 (nanpumep, Kiapumpomuyud, UHOUHABUD,
UMpAaKoHasoll, KemoKOHA30], JONUHABUD/PUMOHABUD, DUMOHABUD, HeNPUHABUD, CAKBUHABUD,
MeIUMPOMUYUH, BOPUKOHA30], 2peun@pymosulil coK): y 3I0pPOBBIX TOOPOBOJIBIEB MpUEM
KETOKOHa30J1a, MontHoro naruoutopa msopepmenta CYP3A4, B noze 200 mr 2 paza B JieHb B
Teuenue 4 nael, mpuBoani K noseimeHno AUC pykcomutianOa Ha 91 % u yanmmHeHHIo Tiepruoaa
noytyBbIBeaeHus ¢ 3,7 yacoB 10 6,0 4acos.

B cnywyae npumenenus ¢ MourHsiMu HHruOuTOpamu n3zodpepmenta CYP3A4, obmas cyrouHas

71032 PYKCOJIMTHHUOA OJDKHA OBITh CHIDKeHa NpuOmm3uTeabHo Ha 50 % 3a UCKITIOYEHHEM
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nanueHToB ¢ PTIIX, y koTopbix HEe OBUIO BBISBICHO c%%&ﬂé@faﬁb“gﬁﬂﬁﬂﬁ:haTEaﬁﬂ'é*'ﬁH%

MOKA3aTeTH MOJAEIHU MOMyISIUOHHON (hapMaKOKUHETHKHU.

[TanmenTa cienyeT THIATEIBHO HAONIOMATh HA MPEIMET CHIDKEHHS KOJIMYecTBa (OPMEHHBIX
9JIEMEHTOB KPOBH, MpPU HEOOXOAMMOCTH PEKOMEHAYETCS MAajbHeilllas KOppeKuus 103bl Ha
OCHOBaHUU JAaHHBIX 3((HEKTUBHOCTU U 0€30aCHOCTH.

Cnabvie u ymepennule uneuoumoput uzopepmenma CYP3A4: npruem S3puUTpOMHUIIMHA, YMEPEHHOTO
uaruoutopa nzopepmernra CYP3A4, B noze 500 mr 2 pa3a B A€Hb y 3J0POBBIX JOOPOBOJIBIICB B
TeyeHue 4 el npuBoaui K nossimeHuo Ha 27 % AUC pykconuTHHUOA.

Koppekuust 10361 He TpeOyeTcst Ipu 0OAHOBPEMEHHOM IpUMEHEHUH npemnapara Pykconutunub co
cJ1a0bIMH MM YyMEpeHHBIMU HHrHOuTOpamu nzopepmenta CYP3A4 (B T. u. spurpomuniiaom). B
Hayaje Tepanuu PyKCOTUTUHUOOM OJJHOBPEMEHHO ¢ YMEPEHHBIMH MHIHOUTOpaMU N30 epMeHTa
CYP3A4 nauuenra cienyer THIATENFHO HAOMIOAATH C ONMpEAeIeHuEM KOJIUYeCTBa (POPMEHHBIX
3JIEMEHTOB KPOBH.

Heouinvie ymepennvie uneubumopvr uzogpepmenmos CYP2C9 u CYP3A4 (nanpumep,
¢aykonason): y 3I0pPOBBIX JOOPOBOJIBLIEB, TOMY4YaBIIMX (IYKOHA30J, JBOWHONH HHTHOUTOP
uzopepmentoB CYP2C9 u CYP3A4, B Bume omHokpatHoil no3bl 400 Mr ¢ mocieayrouum
npuemoM 200 Mr oauH pa3 B JEHb B TeYeHHE ceMH AHei Habmiomanoch yBenuueHue AUC
pykcoautuHuOa Ha 232 %.

o3y npenapara cienyer yMeHbIIUTh Ha 50 % npu oAHOBPEMEHHOM MPUMEHEHUH C JIBOMHBIMU
ymepeHHbiMu uHruouropamu uszodpepmentoB CYP2C9 u CYP3A4. Cnegyer wusberatsb
OJTHOBPEMEHHOT'0 NMPUMEHEHHsI pyKCOJIMTHHHMOA ¢ (DIIyKOHA30JI0M B /103¢€, npeBbiatonieit 200 mr
B JICHb.

Hnoykmopwr uzogpepmenma CYP3A4: B Hauane J€4eHUs OJHOBPEMEHHO C WHIYKTOPaMH
uzodpepmenta CYP3A4 koppekuus 1035l He pekoMeH10BaHa. [Ipn ymeHnbeHnn 3pPpeKTuBHOCTH
OJIHOBPEMEHHOTO JieueHusl mpemnapaTtoM Pykconutunu6d ¢ uaaykropamu nzodpepmenta CYP3A4
HEO00XOJUMO PacCMOTPETH MTOCTETIEHHOE YBEIMUEHUE J103bI Npenapara PykcoauTuHuO.

VY 3710poBBIX 100pPOBOJIBIEB, MOJYYaBIIUX PU(PAMIUIINH, MOIIHBIA HHAYKTOp H30(epMeHTa
CYP3A4, B no3e 600 mr 1 pa3 B neup B Teuenue 10 queit AUC pykconntuHHMOa mocie npuema
OJIHOKPaTHOM 1036l yMeHbIIanach Ha 71 % u nepuo. nonyBeIBeAeHN CHIDKaiCS ¢ 3,3 yaca 1o 1,7
yaca. OTHOCUTEIBHOE KOJMYECTBO AKTHUBHBIX METAOOJMTOB MOBBIIIAIOCH MO OTHOUIEHHIO K
HCXOJHOMY BEILIECTBY.

P-enukonpomeun u Opyzue 6enxku-nepeHocuuxu. He PEKOMEHIYeTCs KOPpeKLHUs H03bl IpH
NPUMEHEHUU Tpernapara PyKCOMUTUHHO OJHOBPEMEHHO C JIGKAPCTBEHHBIMH CpPEJICTBAMH,
B3aMMOJICHCTBYIOIUMU C P-rIHKONPOTENHOM U JPYyTrUMHU OeKaMU-TIEPEHOCYHKAMHU.

levrne MN3YUYCHHBIC JICKAPCTBCHHBIC BSaHMOﬂeﬁCTBHSI
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Cyocmpamvr CYP3A4: wuccnenoBaHue y 3 0p0BBIX'rh%épj)%&%ﬁ€BTEI%HeM0Edrﬂﬂ JoBao

OTCYTCTBHUE KJIMHUYECKH 3HAYUMOTO (hpapMaKOKMHETHYECKOTO B3aUMOICHCTBUS pYKCOJIMTHHHOA C
mMugazonamom (cyoctparom mzodpepmenta CYP3A4).

IlepopanvHuie KOHMPAayenmueb HCCIIeJOBaHHE y 3JJ0POBBIX J0OpPOBOJIBIIECB
HPOJIEMOHCTPUPOBAJIO OTCYTCTBHE BIHMSHUS PYKCOIUTHHNOA HA (hapMaKOKUHETUKY ITEPOPATEHBIX
KOHTPAIICTITUBOB, COACPXKAIMX STHHUIICTPATUON U JICBOHOPTECTPEN, B CBA3M C 4YEeM HE
OKUIACTCsl CHIDKEHUS A(P(PEKTUBHOCTH MEPOPAbHBIX KOHTPAIICTITUBOB C JaHHON KOMOWHAIMen

HeﬁCTBYIOIHHX BCIICCTB IIpHU OJHOBPEMEHHOM ITPUMEHEHUU C pYKCOJ'H/ITI/IHI/I6OM.

4.6. @DepTUIBHOCTDH, 0€PEMEHHOCTH U JAKTALMS

>K€HH_[I/IHLI C ACTOPOAHBIM ITOTCHIIMAJIOM

B uccrnenoBaHusxX y )KHBOTHBIX OBLIO MTOKA3aHO, YTO PYKCOJIMTUHUO BPEICH JIJISl Pa3BUBAOIIETOCS
Ioja.

[TaeHTKaM ¢ COXpaHEHHBIM PENPOTYKTUBHBIM OTEHIIUAIOM CJIEIYET UCIIOIb30BATh HAJEC)KHbBIC
METO/Ibl KOHTPAIEIIIMK BO BPEMS TEpAUH MpernapatoM PykconuTuHuo.

bepemeHHOCTD

B penpoayKTUBHBIX UCCIIEOBAHMIX HA KPbICAaX U KPOJIUKAX ObUIM OTMEUYEHBI BbI3BAHHBIC
PYKCOJIUTHHHOOM SIBIICHUS SMOpHO- U (eToTokcnyHOocTH. [loce mpenaraabHOro BO3IeHCTBUS
HaOJII0AJIOCh YBEJIMUECHHUE MOCTUMITIAHTAIIMOHHBIX TTOTEPh Y KPOJIMKOB U CHUKEHUE MACChI TeJa
J10/1a Y KPBIC U KPOJIMKOB.

[TpoTuBoMOKa3aHO MPUMEHEHUE TIpenapaTta PykconuTuHub Bo Bpemsi 6epeMEHHOCTH.

JlakTanus

B nmoxnuHUYECKHX MCCIENOBAHUSIX OBLIO MOKA3aHO, YTO PYKCOJUTUHUO W/WIIM €r0 METaOOJIHUTHI
BBIJICJISIFOTCS. B MOJIOKO KOPMSIIIUX KPBIC, B YACTHOCTH, PYKCOTUTHHUO W/WUJIU €ro METa0OJIHUTHI
ObUTM OOHapyXeHbl B MOJIOKE JIAKTHPYIOIIMX >KMBOTHBIX B KOHIIGHTpalusx, B 13 pa3
MPEBBIIAIONINX KOHLEHTPAlMIO B IUIa3Me€ KpoBM Marepu. HeusBecTHO, BbAenseTcs I
PYKCOJIUTHHUO B TPYIHOE MOJIOKO y UeJIOBEKA.

[IpoTtrBOMOKa3aHO TpUMEHEHHUE TIpenapaTta PykcomuTHHUO B TepUO/I TPYAHOTO BCKAPMITUBAHUS

DepTUabHOCTD

Hetr maHHBIX O BIMSHHUHU py'I(COJ'II/ITI/IHI/I6a Ha (pepTI/IJ'IBHOCTI) Yy 4YCJIOBCKa. B uccinegoBanusax y

JKNBOTHBIX HE BBISIBJIICHO BJIHWSHUA HA q)epTI/IJ'IBHOCTI).

4.7. BausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeCTBAaMHU M padoTath ¢
MeXaHHu3MaMH
HccnenoBanust BIMSHUSA MTpenapara Ha CIOCOOHOCTH K YIPaBJIEHHIO TPAHCIOPTHBIMU CPEICTBAMHU

W/UIU MEXaHU3MaMH He IMPOBOANIINCE. Y4YuTEIBas BO3MOKHOCTH Pa3BUTHA HCKOTOPBIX MOOOYHBIX
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3¢ dexToB Ha hoHE TpHEeMa PYKCOMUTHHUOA (TO OBOprgE@;{;fe_j,EfpdEﬁ@ﬁ];glm E%&&eﬁ%éﬁﬁ%han

OCTOPO’KHOCTb IIPM  YIIPABIECHUU TPAHCIOPTHBIMH CPEICTBAMM UM 3aHATUAX JIPYIrUMU
NOTEHIMAJIBPHO ONACHBIMHM BUAAMHU JIEATEILHOCTH, TPEOYIOIIMMHU MOBBIIICHHON KOHIICHTPAaLUU

BHHMAaHMHAI.

4.8. HexeaaTe/bHbIe peaKIuu

Pesrome npoduiist 6e3onacHocT

Muenoguopos

Hawubosee 4acTo BCTpeyaeMbIMU HEKeNaTeIbHBIMHU JIeKapCcTBeHHBIMU peakisMu (HJIP) Obutn
TpoMOonuToneHus u anemusi. ['emaronorunueckue HJIP (mo6oii crenenu tsoxectn mo CTCAE®)
BKItouanu anemuto (83,8 %), rpombormronenuto (80,5 %) u neritponenuto (20,8 %), koTopbie
HOCHJIU J10303aBHCHUMBII XapakTep.

HaubGonee uacteiMu Herematosnorumueckumu HIIP Opun  kpoBomoarexu (33,3 %), apyrue
KpOBOTEUEHHMSI (BKJIIOYasi HOCOBOE KPOBOTEUEHHE, KPOBOTEUEHUE I10CIIE MPOLIEIYPhl U FEMaTypHIO
(24,3 %)) u ronoBokpyxenue (21,9 %).

Haubonee wyacto BCTpeyarOmIMMHCS HEreMaTOJOIMUYECKUMU HapyIIEHUSAMU J1a00paTOPHBIX
nokasareneil ObUIM: YBEJIWYEHHE AaKTUBHOCTH ajaHuHamuHOTpaHchepasbl (AJIT, 40,7 %),
acmmapraramuHoTpancdepassl (ACT, 31,5 %) wu runeprpurmummpunemus (25,2 %). He
OTMEYAJIOCh PAa3BUTHE TUIEPTPUTIULIEPUIEMUM CTENIEHU 3-4, a TaKXKe YBEIMUEHUS aKTUBHOCTH
ACT umu AJIT 4 crenenu tsoxectu (mo CTCAE*).

[Ipy omeHKe MJOATrOCPOYHBIX JAaHHBIX MO0 O€30MacHOCTH Iperapara Yy MAalUeHTOB C
Muenopuoépo3oM, KOTOpbIE MOJIy4add TEpanui PYKCOJUTUHUOOM, KyMYJIATHBHAs 4YacToTa
HexxenaTenbHbIX sBneHuid (HS) yBenuummack NpoONOpHIMOHAIBHO YBEIWYEHHIO IE€pHOJIa
HaOmroeHus. B pe3ynbrate aHamm3a 0OHOBICHHBIX JaHHBIX, IPEKpallleHHe JICUEHUs B pe3yibTaTe
passutust HJIP notpe6oBanock y 30,0 % nanueHToB.

* - kiaccuuKanus CTENeHeW TSHKECTH HeXeNaTeNlbHbIX siBieHud no kinaccupukauuu CTCAE
(Common Terminology Criteria for Adverse Events, cranmapTHble TEPMHUHOJOTHYECKUE
KPUTEPHH OLIEHKH HEXKENNaTEeNIbHBIX SIBICHUIN)

1 - nerkas creneHb

2 - cpefHsIs CTEIICHb

3 - TsDKeTas CTEIeHb

4 - xpaiiHe Tshxenas (KU3HEYTpoKarolasl) CTeNeHb

Hcmunnas nonuyumemus

Haubonee gacrto Bctpeuaembimu HJIP siBnsummcs: anemus (61,8 %) u yBenuueHne akTUBHOCTU

AJIT (45,3 %).
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Tematosnornueckue HJIP (1060ii cTereHn TsoxecTH 1o @TGAE;H&%W%ME% (618 %),

TpoMOouuTonenuio (25,0 %) u neitrponenuto (5,3 %). Anemus wiu TpoMOonUTONIEHUS 3 MK 4
CTa/IuY 3aperucTpupoBansl y 2,9 % u 2,6 % nannueHToB COOTBETCTBEHHO.

Haubonee yacto BcTpeuaronumucs nerematoioruueckumu HJIP 6butn: yBennueHnue maccol Tena
(20,3 %), ronoBokpyxenue (19,4 %) u ronosuas 60ib (17,9 %).

Haubosee wyacto BCTpeHaOIIMMUCS HETEMaTOJIOTHYECKMMH HapyHICHUAMHU J1TaOOpaTOPHBIX
nokasareneil (Jiro00# creneHu TsokecTH) ObuH: yBenmueHue aktuBHOoCcTH ACT (42,6 %) nu AJIT
(45,3 %), runepxonecrepunemus (34,7 %). Boimenepeunciaenusie HJIP Obuti 1 win 2 creneHu
TSKECTH, C €IMHUYHBIM OTMEUEHHBIM citydaeM yBenuueHus: aktuBHocTd ACT 1o ctenenu 4.

C yBenMYeHHEM TPOJOJDKHTEIBHOCTH BO3JACHCTBUS Mpernapara KyMYJIATHBHAs 4YacToTa
HeKoTOphlx HS yBenmnumiach, OIHAKO HOBBIX SIBICHMW 3aperHCTpUpoBaHO HE Obuto. [lpm
KOPPEKTUPOBKE OTHOCHUTEIHHO BPEMEHM BO3JICHCTBHS mpemnapara, yactota HS Obuia B menom
COIMOCTaBUMa C JaHHBIMU, TIOTYYEHHBIMU HA HAYATBHBIX CTAIUSIX KIMHUYECKUX HUCCIICTOBAHUM.
IIpexpanienue neyenus Beaeacrsue passutus HJIP, He3aBUCMMO OT NPUYMHHO-CIIEICTBEHHOU
CBSI3U C UCCJIEIyEMBIM MpenapaTom, norpedosasiocsk y 19,4 % manuneHToB.

Ocmpas PTIIX

Haub6onee yacto BctpeuaembiMu HJIP siBistmuce: TpomOonuronenus (85,2 %), anemus (75,0 %)
u Heltponenus (65,1 %).

Iemaronoruyeckue HJIP Brmtowanu tpombouutonenuto (85,2 %), anmemuio (75,0 %) wu
Helitponenuto (65,1 %). Anemus crenenu Tsokectd 3 mo CTCAE* Berpeuwanacs y 47,7 %
MAIMEHTOB, TPOMOOIIUTONIEHU cTeneHn TskecTH 3 U 4 —y 31,3 % u 47,7 % cCOOTBETCTBEHHO.
HaubGonee yacto BcTpeuarouumucs Heremaronorndeckumu HJIP Obutn: muToMeranoBupycHas
unpexkuus (LIIMB) y 32,3 %, cencuc y 25,4 % u undexnuu mouenosoBsix nyred y 17,9 %
MAIUEHTOB.

Haunbonee d9acTto BCTpeHarOLMMMCA HETEMAaTOJIOTMYECKUMHU HapyIIEHUSIMH J1a00paTOPHBIX
nokazarejei  Obuth:  yBenuuenue aktuBHoctH  AJIT (549 %) u  ACT (52,3 %),
runepxonecrepunemus (49,2 %). B 6onpmHcTBE cay4yaeB 1 U 2 CTENEHU TAKECTH.
[Tpekpaienue nedenus BcieactBue pa3Butus HJIP, He3aBHCHMO OT MPUYMHHO-CIEICTBEHHOM
CBSI3U C HCCIIEyeMbIM IIpenapaToM, noTpedoBanocs y 29,3 % naiueHTos.

Xponuueckasa PTIIX

Haubonee wacro BctpewaembiMu HIJIP sBnsianch: anemus (68,6 %), runepxoiecTepuHeMus
(52,3 %) u yBenuuenue aktuBHOCTH ACT (52,2 %).

I'emaronoruueckue HJIP Bkmtouanu anemuro (68,6 %), Tpomborutonenuto (34,3 %) u
HedTponenuio (36,2 %). Anemus crenenu Tsokectn 3 mo CTCAE* Berpewanace y 14,8 %

MAalMEeHTOB, HEUTPOTICHHS CTeeHH TshKeCcTH 3 U4 —y 9, 5 % u 6,7 % COOTBETCTBEHHO.
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aprepuanbHoro nasneHus (15,0 %), ronosuas 6osb (10,2 %) u MHGEKIIUKM MOYETIONOBBIX MyTel
(9,3 %).

Haubonee wyacto BCTpeyarolMMHCS HEreMaTOJIONMUYECKUMU HapyIIEHUSAMU J1a00paTOPHBIX
nokasareneil ObutH: runepxonecrepunemus (52,3 %), yBenuuenue aktuBHocTd ACT (52,2 %) u
AJIT (43,1 %). B 6onpmmHCTBE CitydaeB | v 2 CTETICHU TSKECTH.

IIpexpamienue yneyenus Beaeacrsue passutus HJIP, He3aBUCMMO OT NpHUYMHHO-CIIEICTBEHHOU
CBSI3M C UCCIIEyEeMbIM Mpernaparom, norpedosanocs y 18,1 % manueHTos.

PesroMe HexxenaTeabHbIX PEAKIIUN

HJIP, ommeuaswuecs npu npumeneHuy pyKCoIumuHuda 6 xooe KIuHU4ecKux uccie0o8anui u u3
CNOHMAHHBIX COOOWEHUT U NO OAHHBIM TUMEPAMYPHBIX UCIOYHUKOS

HJIP crpynnupoBaHbl B COOTBETCTBUU C Kilaccuukaieit opranos u cuctem opranoB MedDRA,
B IIpeJieax Ka)XJ0! TPYIIbI IepEeYUCICHBI B TOPSAIKE YMEHBIIEHUS YaCTOThI BCTPEYAEMOCTH.
JIIst  OlEeHKM 4YacTOThI BCTPEYAEMOCTH HCIIOJIB30BAHBI CIICIYIOIIMNE KPHUTEPUH (COTIACHO
kiaccudukanuu BcemupHo# opranusanuu 3apaBooxpaneHus (BO3)): ouens uacmo (>1/10);
yacmo (>1/100, Ho <1/10); Heuacmo (>1/1000, Ho <1/100); peoxo (>1/10 000, Ho < 1/1000); ouenw
peoko (<1/10 000); uacmoma neussecmna (He MOXET OBITh OIEHEHA HA OCHOBE HUMECIOIIHUXCS
JIAHHBIX ).

B xnunnyeckux uccnenoBanusx Tsoxkects HIIP onennBanack cornacHo knaccudukannun CTCAE.
Tabnuya 10. Kamezopuu uacmomul HedcenamebHbIX 1eKapCmMEEeHHbIX peaKyuil, OMMeUeHHbIX 8

uccneooganusx 3 ¢hasvl y nayuenmos ¢ Muerohuopo3om u uCmuHHOU noauyumemuen

HesxkenarenbHas JeKapcTBeHHas Kareropust yacTrorbl Karteropust yacrornt
peakuus IJIF manuenToB ¢ MdD i nanuenTon ¢ UII

Nudpexuuun u uHBaA3UH

WubeKun MOYeBBIBOASIINX MyTeH™ Odenb yacTo OueHb yacto
OmnosichIBarOIIMiA JTHIIai®® OueHb 9acTo OueHp 4acTo
[THeBMOHMS Ouenb yacto Yacro
Cencuc Yacro Heuacro
Ty6epkynes Hewacro Heussectro'
PeakTuBanus Bupyca renaturta B Hewussectro' Heuacto
Hapyuienusi o CTOPOHBI KPOBH H JIAM(ATHUECKOH cHcTeMbI?®

Anemus’

Crenens 4 mo CTCAE! (< 6,5 1/m1) Ouenb yacto Heuacro
Crenens 3 mo CTCAE? Ouenb yacTo Yacro

(< 8,0-6,5 r/mm)
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-
1

JTro6as crenens no CTCAE? QOuenp qdai:qu'c_a":"_iE"j":' E"'."TEMifrﬂ:‘f;E 0]
TpOMGOLII/ITOHeHI/ISIb

Crenenb 4 mo CTCAE! Yacto Heuacto

(<25 000/MMm°)

Crenens 3 mo CTCAE! Ouensp 4acTo Yacto

(50 000-25 000/MMm°)

Jro6as crenens no CTCAEY Ouensp yacTo Ouensb yacto
Heiitponenus®

Crenenb 4 mo CTCAE? (< 500/mm®) Yacto Heuacto
Crenenb 3 mo CTCAEY Yacto Heuacto
(< 1000-500/mm3)

Jlio6as crenens no CTCAE? Ouenb yacTo Yacro
HaHI_II/ITOHeHI/IHb’C Yacto Yacto
KpoBorteuenue (;mro6oe Ouenb yacTo Ouenb yacto

KpOBOTE€YEHHE, B  TOM  4HCIIE
BHYTPUYEPEIIHOE KPOBOM3IUSHUE U
KPOBOTEYCHHE M3  JKEIYJO4YHO-
KHILIEYHOI'O TPAKTa, KPOBOIIOATEKHU U

JpyTUe BUIbI KPOBOTCUECHUS)

XKenynouHo-kuieyHoe Ouenb yacTo Yacro
KpOBOTEUEHHE
BryTpudepennoe KpoBOU3IUsIHHAE Yacto Heuacto

Ipyroe KpoBoTedeHHE (BKJIIOYas
HOCOBOE
MIOCTIIPOLIElyPHOE KPOBOTEUYEHUE U
reMaTypusi)

KpOBOTCYCHUC,

QueHp 4acTo

QueHp 4acTo

Hapymenuns mera®o1m3mMa U NUTAHUS

T'unepxosecrepuHEMus’

0601 crenenu no CTCAE®

QueHp 4acTo

QueHp 4acTo

[ UnepTpuUrIMIEepuIeMus’

mr060ii crenenu mo CTCAES

QueHp 4acTo

QueHp 4acTo

VBenuueHue Beca tena’

QueHp 4acTo

QueHp 4acTo

HapyieHnus co CTOPOHbI HEPBHOM CHCTEMBbI

TonmoBokpyskeHue?

Ou4eHb 4acTo

OueHb 4acTo

TonoBHast 600aB?

Ou4eHb 4acTo

OueHb 4acTo

Hapyienusi co cTOpoHBI cOCYy10B

ApTepuanbHas THIIEPTEH3US®

QueHb 4acTo

QueHp 4acTo
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KesynouHo-KHIleYHbIE HAPYIIEHHUS

[ToBbIllIEcHHAs aKTUBHOCTH JIUTIA3bI OdeHpb yacTo OdeHb yacTo
nro6oii crenenn mo CTCAEY

3armop? OueHb YacTo Ouenp yacto
Merteopusm® Yacro Yacro

Hapymienusi co cTOpoHbI NeYeHH U KeJTYeBbIBOISIINX MyTel

HOBBIH_ICHHaSI AKTHUBHOCTH
anaHHHaMHHOTpaHCQ)epar;mb

Crenenp 3 mo CTCAE® Yacro Yacto
(> 5x-20xBT'H)
JTro6as crenens mo CTCAEY OueHb 4acTo OueHb 4acTo

IToBbiieHHAs AKTUBHOCTH
aCHapTaTaMI/IHOTpaHC(i)epa3I)Ib
JTro6as crenens mo CTCAEY QueHs 4acTo OvyeHb 4acTo

HapyuieHusi co CTOPOHBI KOKH H MOJAKOKHBIX TKAHEI

Kposonoarexu Ouenb yacTo OueHb yacTo

8 YacToTa OCHOBaHA HA JaHHBIX 10 HEXKETATEIBHBIM SBICHHUSM.
- HcnbiTyeMslii, y koToporo onHa u Ta ke HJIP Bo3HMKIa HECKOJIBKO pa3, yUUThIBACTCSA
B nanHoi kareropun HJIP Toneko 1 pas.
- Ilpusenenst HJIP, ormedeHHble Ha (oHE Tepanuu WM B TeueHue 28 qHel mocie
IIOCJIEAHETO NIpUEMa Ipenapara.
b YacToTa ocHOBaHA Ha MAHHBIX Ta0OPATOPHEIX HCCIEOBAHHIL.
- Ilanwment, y koroporo HJIP BO3HHMKIA HECKONBKO pa3, YYMTHIBAECTCS B JIAHHOU
kareropuu HJIP Tonbko 1 pas.
- IlpuBenenst HJIP, ormeueHHsle Ha (oHE Tepanmuu WIM B TeueHUe 28 AHEHW mocie
MIOCJIEAHETO NTpUEMa Npenapara.
¢ IlaHuuTONEHUS OMpeAesseTcs Kak OJJHOBPEMEHHOE CHUKEHHE KOHLEHTpAIlMU TeMOrIo0onHa
<100 r/x1, KonudecTBa TpoMbormToB < 100 x 10%1 1 KoMMUecTBa HefiTpodumos < 1,5 x 1091
(MM HU3KUI YpOBEHb JIEHKOIIMTOB 2 CTENEHU TSDKECTH, €CJIM HW3MEHEHHs] B KOJUYECTBE
HEUTPOPUIOB OTCYTCTBYIOT).
¢ O6mue TepMHHONOIMYECKHE KPUTEPHH JUIsl OLECHKHM HexenarenbHbIXx ssiaenuii (CTCAE)
penakuuu 3.0; creneHb | — JIeTKME CHMIITOMBI; CTETICHb 2 — CUMIITOMBI CPEIHEN TIKECTH;
CTENEHb 3 — TSAXKEIIbIE CUMIITOMBI; CTENEHb 4 — CUMITOMBI NIPEACTABISAIOT YTPO3y AJIS )KU3HU.
¢ Otu HJIP 06cyxmaroTcs B TEKCTE.
"HJIP, BhIsABIEHHBIE B TOCTPETMCTPALIMOHHOM MEPHO/IE.

Muenoghubpos

Hndpexyuu u uneazuu: oyenv ywacmo - NHPEKIUNU MOUYEBBIBOJAIMIMX ITyTeH (LIUCTUT, YPOCEICHC,

nuypus, HTHPEKIMU 0YEK), OMOSICHIBAIOIINI TepIiec, THEBMOHUS; Heuacno - TyOepKyJes.

Hapywenua co cmopoubvl Kposu u Jzumd)amuuecmzl cucmembvl. 04eHb Yacmo - aHEMUS BCEX

cTeneHed  Tsokecth (B ToM  uwmene 3 cremenm  Tsbkectw (> 80-65 r/m),
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CTETICHEW  TSHKECTH, KPOBOTEUEHUS, BKIIOYAs  JKETyJOYHO-KUIIEYHOE KPOBOTCUCHHE,
BHYTPUYEPEITHOE KPOBOUBIUSHUE, TTOJIKOKHOE KPOBOU3IUSHIE, CHHIIKH, B TOM YHCJIE OT yITUOOB,
9KXMMO3bI, TEMAaTOMbI, B TOM YHUCIIC NEPUOPOHUTAIbHAS reMaToMa, IMOBBIIICHHAS CKJIOHHOCThH K
CHHSKaM, TIeTeXHH, MypIypa, TPOMOOIUTONEHHs 3 cTeneHu Tsokectn (50-25 x 10%/1);

Yacmo: TpombormTonenus 4 crenenu Tsoxectn (< 25 x 10%1), HeifiTponeHns 4 cTeNeHy TSHKECTH
(<0,5 x 10%m), 3-it crenenu Tsxect (< 1-0,5 x 10%11), mannuTonenus.

Hapywenus MemabonusmMa U NUMAHUSA. OYEeHb _4acmo - YBCIWYCHHUE MACChl TE€Ja,

runepxosuecrepuHemMusi (1, 2 cTeneHu TSKECTH ), TUIIEPTPUTIIULEPUIEMUSL.

Hapywenus co cmoporbl H€D6H012 cucmembl. OY€Hb 4acmo - TOJIOBOKPYXKCHHUE, BECPTHUIO,

rojioBHas 00JIb; yacmo: HapyIIEHHE PABHOBECHS;, Heuacmo - 00Je3Hb MeHbepa.

Hapyuwienus co cmoponwi COCV@OG‘: O4€Hb Yacmo - NOBBIMNICHUC apTCPHUAJIBHOT'O JIaBJICHUA.

}Keﬂydoqﬁo-Kumequle HAPYUWIEHUA. 04eHb Yacmo - 3a10p; Yacmo - METCOPU3M.

Hapywenus co cmoponst neuenu u 9fC€]l'i€6bl€0@ﬂWux nymeﬁ: O4eHb Yyacmo - TIOBBIIICHUC

aktuBHOCTH AJIT Bcex cremened Tsxectd, moBbimieHue akTuBHOocTH ACT Bcex cremncHei
TSDKECTH; ¥acmo - nopbiieHne akTuBHOCTH AJIT 3 crenenu (B 5-20 pa3 BBIIIIE HOPMBI).

[Ipy npUMEHEHUH pPYKCOJUTUHUOA OBUIO TOJIY4eHO CcOoOOLIeHHe O Cciay4ae pa3BUTHUS
nporpeccupyroeii MynbrudokanbHon JeiikosHuedanonaruu (IIMJI). Ilpu nmomo3peHuu Ha
passutue [IMJI ciienyer npekpaTuTh NPUMEHEHHE IIpenapara.

[Tocne oTMEHBI Tepanmuu y MAlUMEHTOB ¢ MHUETOPUOPO30M MOTYT BO3BpAIIATHCS CHUMIITOMBI
muenodudpos3a, Takue Kak MOBBIILIEHHAS YTOMISEMOCTb, 00Jb B KOCTSX, JIMXOPAJKa, HOUHBIE
MOTHI, KIIMHUYECKH BBIPAKEHHAs CINIEHOMETANINS U MOTepst Beca. B KIIMHUYECKUX UCCIIEJOBaHUSIX
y MalMEeHTOB C MHET0PUOpO30M OOIIMN MOKa3aTelb CHUMITOMOB MHEI0(PUOpO3a MOCTENEHHO
BO3BpAIAJICS K UCXOAHOMY 3HAUYEHUIO B TEYEHHE 7 THEH IOCIIE OTMEHBI TEPAIINH.

Hcemunnas nonuyumemus

HH(b@KZ/ﬂ/lu U UHBA3UU. OYEHb 4Yacmo - OHOSICI)IBaIOHII/II\/JI repuec, I/IH(l)eKHI/II/I MOYCBBIBOIAITNX

IIyTeH; Yacmo - THEBMOHHSL.

HCZDVWQHM}Z CO _CmOpPOHbl Kposu u /ZuMd)amulteCKOﬁ cucmembsl. O4eHb u4acmo - aHEeMHS BCEX

CTENeHeH TSHKeCTH, TPOMOOLIMTONEHUS BCEX CTENEHEeH TSHKEeCTH, KPOBOMOATEKH; uacmo -
TpomGonuTonenuss 3 cremeHnm TakectH (50-25 x 10%m), amemms 3 cTemeHH TSKeCTH
(> 80-65 1/n), aHemus BCEX CTENEHEW TSHIKECTH, HEUTPOTICHHSI, ITAHIIUTONICHHST; HeYdCmo - aHEMHUS
4 cremenu TskectH (< 65r/m), TpomGormTonenus 4-i cremenm Taxectn (< 25 x 10%m),
HelTponeHus 4 U 3 CTENEHU TAKECTH.

Hapywenus MmemaboausmMa U _nUmMAanus:. 04eHb 4acmo - TUINIEPXOJICCTCPUHEMUA (1, 2 CTeIeHn

TSKECTH ), TUTIEpTpUrnuepuieMus (1 cTenenu TsxecTu), yBeJIMUYeHnEe MacChl Tela.
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Hapywenus co cmoponst cocy0os: 04enb 4acmo - MOBBIIICHNE ApTCPHUAIBHOTO OJABJICHUA.

Hapywenus co cmoponbl ObIXaAmenbHOU cucmemsl, opeaHoe ZDVOHOZZ KlemKku u cpedocmeHuﬂ:

O4€Hb Yacmo - OJBbIIIKAa, B TOM YMCJIC OJbIIIKA IIpH @HSHHCCKOI;'I Harpyske; wacmo - Kallclib,
HOCOBO€ KPOBOTCYCHHUC.

}KeﬂVOOUHO'Kuwellele HApYWeHUs. O4erb 4acmo - a6I[0MI/IHaHBHaSI 6OJIB, Aauapesd, 3alop, vacmo

- TOITHOTA, METEOPU3M.

Hapywenus co cmoponvt _nevenu u cheﬂll€6bl600}lwux nymeu. O4eHb 4acmo - TIOBBIIICHHUE

aktuBHOCTH AJIT Bcex cremeHed TshbkecTH, moBblmeHHe akTUBHOCTH ACT Bcex crermeHe
TSKECTHU; yacmo - nopbiieHne aktuBHOCTH AJIT 3 crenienu (B 5-20 pa3 BbIlle HOPMBI).

Hapywenus co cmoponbwi Mblme'{HOﬁ, CKEeNIeMmHOU U _COCOUHUMENbHOU MKAHU. OYEHb YACHO -

MBIIICYHBIC CIIA3MBbI; Yacmo - apTpajirus.

O6mue HAPYWEHUA U peaKyuu 6 mecme 86€0CHUA. OUeHb YACMO - YCTAJIOCTh, Yacmo - aCTCHUAI,

OTEK, B TOM YHUCIIE TIEpUPEePUICCKHE OTEKH.

Tabnuya 11. Kamezopuu wacmomul HJIP, ommeuenuvix 6 ucciedosanusx 3 ¢pazvl y nayueHmos c

PTTIX

HexenaTenbHasi JIeKapCTBEeHHAA Octpas PTIIX Xponuyeckas PTIIX
peakuus
Nudexuuu u uHBA3ZUM

LIMB undekmus OueHb YacTo -
Cencuc Ouenb yacto -
WHpexunst MO4enonoBbIX myTen OueHpb yacto Yacro
BK-Bupycnas nn¢pexuus - Yacro

HapyieHnus co CTOpOHbI KPOBHY H JIUM(PaTHYECKOH CHCTEMbI

TpombonuToneHns Ouensp yacto Ouenp yacTo
Anemust OueHp yacTo Ouenb yacTo
Heiirponenus® Oudenb 4acTo Ouenb yacTo
[TaHIUTONCHUS OueHsb 4acTo -

Hapymenus meTrado1m3ma u NMTaAHUS

FI/IHCpXOJ‘IeCTepI/IHeMI/Iﬂl Ouenb 4acTo OueHb yacTo
VBenuueHne Macchl Tena - Yacro
HapyieHnus co CTOPOHbI HEPBHOM CHCTEMBbI

TI'onosHast 6016 Yacro OueHp 4acTo

HapyueHnust co CTOPpOHBI COCYA0B
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JABJICHUS

Kenyn04Ho-KHUIIEYHbIE HAPYIIEHUSI

IloBrIIIcHHAS aKTHBHOCTH J'II/IHaSBIl

OueHb 4acTo

IToBeIIEHHAS AaKTUBHOCTD aMI/IJIa3bll

OueHp 4acTo

TomHoTa

OueHp yacTo

3amnop

Yacto

Hapymenml CO CTOPOHBLI IMEYCHH U KEJIICBBIBOAALIINX l'[yTeﬁ

IloBbnuiennas aktuBHOCTh AJIT

OueHp 4acTo

OuyeHp 4acTo

IloBenuennas aktuBHoCcTs ACT

OueHp 4acTo

OuyeHb 4acTo

Hapymenml CO CTOPOHBI MblmeqHOﬁ, CKeJIETHOM M COeTUHUTEIbHOH TKAHU

IloBrInIenue

OvyeHb 4acTo

YPOBHS -

KkpeaTHH(pOoCcOKHHA3HI!

Hapymelmﬂ CO CTOPOHBI ITOYEK U MOYEBLIBOAAIIMX nyTeii

IToBbiIEHNE KOHIICHTPALIUH - OueHp yacTo

Kp€aTHuHHHA B CbIBOPOTKE KpOBI/Il

! Yacrora ocHOBaHa Ha HOBBIX MIIM YXY/IIIAIONIINXCS JAHHBIX J1a0OPATOPHBIX MOKA3aTeNei mo
CPaBHECHHIO C UCXOHBIMHU TTOKA3ATEIISIMH.

2 [TaHIUTOIIEHNS ONpE/eNseTCs KaK OJHOBPEMEHHOE CHIKEHHE KOHLIEHTPALMH IeMOrI001Ha
<100 /1, komuecTBa TpoMbouToB < 100 x 10%1 1 KoMMYecTBa Hefirpodunos < 1,5 x 10%/1
(WM HU3KWH YpOBEHB JICHKOIUTOB 2- CTEIICHU TSDKECTH, €CJIM U3MEHEHUS B KOJHYSCTBE

HenTpoguioB orcyTcTBy0T). Crennenu CTCAE He onpeieneHsl.

Omnucanye OTACNbHBIX He)XKEIATSAbHBIX PeaKIIUMA

Anemus
B xImHUYECKOM HCCIIeIOBaHUH Y TIAIIMEHTOB ¢ MUENOPHOPO30M MeIaHa BPEMEHH J0 Pa3BUTHUS
NEPBOTO AMH30/a aHEMUH 2 CTENEeHH TshkecTH Wi Boitle no kinaccudukanuu CTCAE cocraisiia
1,5 mecsna. OnHOMY M3 MAIMEHTOB NMOTPEOOBAIOCH TPEKpAIllEHHE TEPATUH 10 PUYNHE aHEMUH.
Y manueHTOB, TONYyYaBIIMX PYKCOJIMTHHUO, KOHIIGHTpAlUs TeMOriioOWHa JlocTUTrasa
MaKCHUMaJbHO HHU3KOTrO ypoBHs (Ha 15-20 r/m HWXKe MCXOMHOTO TOKasarens) Ha 8-12 Hemene
TEpanuy, IMOCJIe Yero MOCTENEHHO IMOBBIIANach W COXpaHsjach Ha ypoBHe Ha 10 r/m Huxe
UCXO/IHOM (710 Hayasna jgeueHus ). JlaHHas TeHAeHIUs HabII0Janach HE3aBUCHMO OT TOT0, MOTydal
JI¥ TIAIIUEHT TeMOTpaHc(y3UH BO BpEeMs TEPAITHH.

B mmane6o-koHTpoIupyeMoM

KIMHUYEeCKOM wuccienoBann  y 59,4 % manweHToB C

MuenoGpuopo3oM, MOIYYABIIMX TEPANHI0 PYKCOJIUTUHHOOM, TOTpeOOBAIOCH IPOBEJEHHE
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MAIMEHTOB. B KIIMHUYECKOM HCCIIEIOBAaHUM C aKTHBHBIM KOHTpPOJIEM (ONTUMAaIbHAs TOCTYITHAS
Tepamnus) 4acTora reMoTpancysuil B rpymme pykconmutuHuOa coctaBmwia 51,4 %, B rpymme
KOHTPOJIS JaHHBIN MMOKa3aTesb cocTaBui 38,4 %.

B kinMHMYecKHX HCCIeOBaHUSAX aHEMHUs MEHEEe YacTo OTMeuanach y MallieHTOB ¢ MCTHMHHOMN
nonuiutemueii (40,8 %) mo cpaBHEHHIO ¢ anueHTamMu ¢ Muesnopuoposom (82,4 %). Y manueHToB
C UCTUHHOU nosiuuTeMueil yacrora ciaydaeB 3 u 4 crenenu Tspkectu 1o CTCAE cocrasisna
1,1 % o cpaBuenuto ¢ 42,5 % y nanueHToB ¢ Muenohuopozom.

[To naHHBIM KIIMHUYECKUX UCCIIEAOBAaHUM y MAIMEHTOB ¢ OcTpoil U XpoHuuyeckoit PTIIX anemus
3 crenenu Tsoxkectu 1o CTCAE ormeuanacs y 47,7 % u 14,8 % cCOOTBETCTBEHHO.
Tpomboyumonenus

B xnuHMYeCKHX HCCIEAOBAHUAX Y MALMEHTOB ¢ MUenopuOpo3oM TpoMOouutoneHus 3 uiau 4
CTETNEeHH THKECTH pa3BUBAJIACh MPHUOIU3UTENBHO K § Helene Tepanuu. TpoMOOLUTONEHHs, KaK
npaBuWiIo, ObUTa OOpaTMMa TPU CHUKCHHWU 036l WM BPEMEHHOM MPEKPALICHUW IpHeMa
npenapata. CpeaHee BpeMs I BOCCTAHOBIEHHS KOJHMYECTBA TpoMGoumuTos Bhime 50 x 1091
coctaBisuio 14 nuel. B kIMHUYECKUX HCCIEAOBaHUAX TpaHCHY3UH KOHIIEHTpaTa TPOMOOILUTOB
norpeboBanach 4,5 % MalKUeHTOB, MOJIYYaBIIUX PYKCOTUTUHUO U 5,8 % MaIlMeHTOB W3 TPYIIIbI
KoHTpoJs. [Ipekpaimenne Tepanuu pyKCOJTUTHHUOOM B CBSI3H C Pa3BHUTHEM TPOMOOIMTOIICHUN
ormeueHo y 0,7 % u 0,9 % manueHToB U3 TPYIIbI KOHTPOJSA. Y MAIMEHTOB ¢ MUCXOJHO HU3KUM
KonmuectBoM TpoM6onuTos (100 x 10%/1-200 x 10%/1) BeposATHOCTH Pa3BUTHS TPOMOOIUTONICHHH
3 1 4 cTeneHu TsHKeCTH Ha (hOHE Tepanuu PYKCOTUTUHUOOM ObLTa MPUOTU3UTENHHO B 2 pa3a BhIIIe
0 CPaBHEHMIO C MAIHMEHTAMH C KOJNMYeCTBOM Tpombomutos > 200 x 10%1 (64,2 % mnportus
35,4 %).

B xnuHMYeCKHX HCCIEAOBAHUAX Y MAlMEHTOB ¢ UCTMHHOW MOJMUIIUTEMHUEH TPOMOOIIMTONEHUS
otMmeuanack pexe (16,8 %), uem y manmenToB ¢ Muenodudposzom (69,8 %). TpombouuToneHus 3
U 4 CTETeHH TSHKECTH OTMEYalach pexke y MalueHToOB ¢ HCTHHHOM nonuiutemuei (3,3 %), yem y
narueHToB ¢ mueaoduopozom (11,6 %).

[To naHHBIM KIMHUYECKHUX HCCeI0BaHui y manueHToB ¢ octpoil PTIIX tpombonuronenus 3 u 4
crenenu TsokecTd o CTCAE ormeuanacs y 31,3 % u 47,7 % cOOTBETCTBEHHO. Y NMAallUEHTOB C
xporunueckoit PTIIX —y 5,9 % u 10,7 % cooTBETCTBEHHO.

Heumponenus

B xJImHMYECKUX HCCIIEAOBAaHUAX y MAIMEHTOB ¢ MUENIOPHOpo3oM HelTponeHus 3 u 4 creneHu
pa3BuUBaliach MPUOMU3UTENBHO K 12 Henmene Tepanuu. B Xoje CpaBHUTEIBHBIX KIMHUYECKHX
UCCIICIOBAaHUI TPOIYCK JIO3bI WJIM CHIDKCHHE 03B PYKCOJMTHHHOA B CBSI3U C pPa3BHTHEM

HelTponeHun ormeueHo y 1 % mamuentos, y 0,3 % manueHTOB Tepanus IpernaparoM Obuia
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nanueHToB (1,6 %), npu 3TOM y OAHOIO W3 MAlMEHTOB OTMEUYEHO pa3BUTHE HEUTponeHuu 4
CTENIEHM TSKECTH.

[To naHHBIM KIMHUYECKUX HUCCIAeA0oBaHMM y mamueHToB ¢ octpod PTIIX weitpornienus 3 u 4
crenenu Tsxectu o CTCAE ormeudanacs y 17,9 % u 20,6 % cOOTBETCTBEHHO. Y HAllUEHTOB C
xponuyeckoi PTIIX —y 9,5 % u 6,7 % coOTBETCTBEHHO.

Kposomeuenus

KpoBoTeuenuss  (BKJIO4ass  BHYTPUYEpENHbIE  KPOBOM3JIMSAHMSA,  KEJIyIOYHO-KHUILIECYHBIE
KPOBOTEUECHMS, ITOIKOXKHBIE KPOBOU3IUSIHUS, IETEXUH, IYPIIypy U IpYrHue KpOBOTEUEHUs) ObLIN
3aperucTpupoBanbl  y 32,6 % manuMeHToB, MONYyYaBIIMX pYyKcoauTUHUO. 65,3 % Bcex
KPOBOTEYEHMM COCTaBISIM ClIy4dau Pa3BUTUS IOJKOXKHBIX I€éMaTOM, KOTOPbIE OTMEYAIUCh Y
21,3 % nauuenrtoB. YactoTa pa3BUTHs KPOBOTEUEHUN 3 U 4 CcTeNeHU TskecTu coctasisiia 4,7 %.
Cny4yau pa3BUTHS BHYTPUUYEPEHHBIX KPOBOM3JIMSAHUM ObUlM oTMedeHbl y 1 % maiueHTos,
KEITyJ0YHO-KUIIEYHbIX KpoBoTeueHUH — y 5,0 % nmanueHToB, KpOBOTEUEHHM BCIEACTBHE IPYTHX
OpUYuH (B TOM 4MCIE HOCOBOE KPOBOTEUYEHME, I1OCIECONEPALMOHHBIE KPOBOTEUEHUSI U
rematypusi) —y 13,3 % nanueHToB, HOIy4aBIINX PYKCOTUTHHUO.

Hnghexyuu

B ximHMYECKHX HCCIeNOBaHUSAX WHQEKIUS MOYEBBIBOIAIMIMX IMyTeld 3 W 4 CTENEHH TSKECTH
3apeructpupoBanbl y 1,0 % y mamuentoB ¢ wMmuenopubpozom. Y 1,0 % mamueHToB
3aperUCTPUPOBAHO PA3BUTHE ypOocelcHca, MHPEKIMOHHOE MopaxeHue noyek — y 1 manuenra. B
KJIMHUYECKHX HCCIIEJOBAHUSAX CpelMd TMAalMeHTOB C€ HCTHHHOM NOJIMIUTEMHEH  OblI
3apeructpupoBad ofuH ciaydaid (0,5 %) wHOEKIMH MOYEBBIBOAAIINX MyTed 3 - 4 creneHu
TSAKECTH.

YacToTa pa3BUTHS OMOSACHIBAIOLIETO reprieca ObUla CpaBHUMA CpeAM MallMEeHTOB C MCTUHHOW
nomuuuremued u mmenopudposom (4,3 % u 4,0 % coorBercTBeHHO). Cpeau NalMEHTOB ¢
VWCTUHHOM TOJIMIMUTEMHEN 3aperHCTpUPOBAaH OJMH CIIy4all pa3BUTUSA IOCTIEPIIETUYECKON
HEBpaJIruH 3 U 4 CTENIEHU TAKECTH.

B xnuHnveckux uccrnenaoBanusax y nauueHToB ¢ octpoil PTIIX [IMB undekuus 3 u 4 crenenu
TshkecT otMedanack y 10,9 % u 0,5 % coorBerctBenHo. [IMB wuHbekuus ¢ mopaxkeHueMm
BHYTPEHHUX OpraHOB BCTpPEYAaCh BCEr0 Yy HECKOJNbKMX mnamueHToB; [IMB kxomur — y 4
nanueHToB, [IMB suteput — 2, ractpounrtectunanbHoe nopaxkenue IMB —y 1 (ctenens Tsxectu
BCEX CJIy4aeB MOrJia ObITh J1t000iA).

Cericuc, BKITIOYas CENITUYECKUH MIOK, oTMedancs y 25,4 % (CTeneHb TSHKECTH — o0ast).

[To nmaHHBIM KIMHUYECKHUX HCCIEAOBaHUN y manueHToB ¢ xpoHudeckod PTIIX wundexnus

MouenoyioBoil cuctemsl 1 BK-BupycHas undekuus creneHu Tspkectu 3 otmedanucs y 1,3 % u
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Tosvluenue akmusHocmu 1unasbvl

B pangoMu3upoBaHHOM IME€pUOJE HCCIECIOBAHUS Y TALMEHTOB C HMCTHHOW MOJULIUTEMHEH
YXYIIICHUE MMOKa3aTesIei JIMIMa3bl B TPYIIE PYKCOTUTHHNOA ObUTO O0Jiee 3HAUUTEIbHBIM, YeM B
KOHTPOJILHOM T'PYIIIIE, YTO OMPEICISAIOCH TJIABHBIM 00Pa30M pa3IndusIMU B YaCTOTAX IMOBBIIICHUS
aktuBHOCTH Junasel creneHu 1 (18,2 % mpotus 8,1 %). YacTOThl NOBBIMIEHUS] aKTUBHOCTU
JUTa3bl CTENEH > 2 B 00erX HCCIeyeMbIX TPYIax ObUIM CXOAHBIMU. B 1pyrom nccnenoBanuu
y MAaIMEHTOB C MCTHHOW IMOJMITUTEMHUEH YacTOTHI MOBBIIICHUS aKTHBHOCTH JIMIIAa3bl B TPYIIIIE
PYKCOTUTHHHOA U B KOHTPOJIBHOM TpyIire Obutd npuMepHo oauHakoBbiMu (10,8 % mpotus 8 %).
B mepuonax anmuTenbHOTO HAOMIOIEHUS HUcCienoBaHwii 3 (a3pl y TAIMEHTOB C WCTUHOU
MOJIMIIUTEMHUEH TMOBBIICHHAS aKTUBHOCTH JIUTIA3bl CTENEHU 3 W cTerneHu 4 Obula oTMEYeHa Y
7,4 % un 0,9 % manueHToB COOTBETCTBEHHO. Y IAIIMEHTOB C ITOBLIICHHON aKTHBHOCTBIO JIMIA3b]
COITYTCTBYIOIIMX MPU3HAKOB U CUMIITOMOB ITaHKpPEAaTUTa He HaOII0AaI0Ch.

B wuccnemoBanmsax 3 ¢daspl y manuMeHTOB ¢ MHEIO(GUOPO30M B TPYIIAX pPYKCOIUTHHUOA
MOBBIIICHHAs AaKTUBHOCTh JMma3bl Obuta otmeuena y 18,7 % u 19,3 % mnamuentoB, a B
KOHTPOJIbHBIX rpynmax — y 16,6 % u 14,0 % mnamnueHtoB. Y NalMEeHTOB C MOBBIIICHHON

AKTUBHOCTBIO JIMIIA3bl COMYTCTBYIOMIUX ITPU3HAKOB U CUMIITOMOB ITAHKPCATHUTA HE Ha6J'IIOI[aJ'IOCB.

COO6HI€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O TMOAO03pEBACMBIX HEXKENATSNbHBIX PEAKIHAX IIOCIE PETUCTPAINH
JIEKapCTBEHHOTO Tperapara ¢ Leliblo 00ecIeyeHNs HeNpPepbIBHOIO MOHUTOPUHIAa COOTHOILICHUS
«I0JIb3a — PHUCK» JIEKapCTBEHHOIO Mpenapara. MenuIuHCKUM paOOTHUKAM pPEKOMEH]yeTCs
coo0maTe O JIOOBIX MOJ03PEBAEMBIX HEKENIATENBHBIX PEaKIHIX JICKApCTBEHHOTO IIperapara
Yyepe3 HaIMOHAJIBHBIE CHCTEMBI COOOMICHUST O HEXKEJIAaTeIbHBIX PEAKIUAX TOCYJapCTB — YICHOB
EBpa3uiickoro 53K0OHOMHUYECKOTr0 COI03a.

Poccuiickas ®enepanus

®denepanbHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUs

109012, r. MockBa, CrnaBstHCKas TUI0IIa b, 1. 4, cTp. 1

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

DnekTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B MH(OPMaLMOHHO-TEIEKOMMYHUKAMOHHON ceTn «HTEpHET»:!

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

4.9. Ilepeno3npoBka

CHUMOTOMBI
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IIpeBbllieHrE PEKOMEHAYEMBIX 103 aCCOLUUPOBAIOCH C YCHJICHHUEM MHUEIOCYIPECCUHU, 4YTO
IIPOSIBIISIIOCH JIEMKOIIEHUEN, aHEMUEN U TPOMOOIIUTOIIEHUEH.

Jleuenue

ITpu pa3BUTUH HEXeNAaTEIbHbIX SIBICHUH, CBA3aHHBIX C IEPEIO3UPOBKON Mpernapara HE0OX0IUMO
IIPUMEHUTDH COOTBETCTBYIOLIEE MOAICPKUBAIOLIEE JICUCHUE.

['emonmanu3 Hedh(HEeKTUBEH.

AHTHUJOT K PYKCOJIUTUHUOY HEU3BECTEH.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaMHUYeCKHe CBOMCTBA

dapmakoTeparneBTHUECKas TPYIINa: IPOTUBOOITYXO0JIEBbIE CPEIICTBA; MHTUOUTOPHI IPOTCHHKUHA3;
uHruouTops! SAnyc-kunas (JAK)

Kox ATX: LO1EJO1

MexaHu3M ASHCTBUS

PykcomuTuHUO sABISETCS CeleKTHBHBIM MHruOuTOopoM JAK-kuHa3 (Janus Associated Kinases —
JAKSs) JAK1 u JAK2. JlanHbIe KHHA3bI CIIOCOOCTBYIOT IE€peAaue CUrHAIIOB OT MHOTOYMCIIEHHBIX
IUTOKWHOB M (DAKTOPOB POCTa, UTPAIOIIUX BAKHYIO POJb B TEMOMO33¢ M (PYHKIUU UMMYHHOR
cuctembl. AxTtuBupoBaHHble JAK-kuHa3bl, BO3JEHCTBYST HAa LUTOKHHOBBIE PELENTOPHI,
aktuBupyoT STAT-6enku (STATs) (mepeHOCUMKM CUTHajla ¥ aKTUBATOPHI TPAHCKPUIIIUH),
KOTOpBIE B pe3yJIbTaTe aKTHUBALMU TPAHCIIOPTUPYIOTCS BHYTPb S/ipa U MOJIYJIHPYIOT SKCIPECCUIO
reHoB. Jucperymsuus mytu JAK-STAT accoummpoBaHa ¢  HEKOTOPHIMH  BHJIAMHU
3JI0KAQUYECTBEHHBIX HOBOOOpAa30BaHWN W yBENIWYEHHEM mponudepannd #W BBDKHBAEMOCTH
3710KaU€CTBEHHBIX KJIETOK.

Muenodubpo3 1 HCTUHHAS MOIULUTEMUS — MUETIONpoIdepaTuBHbIE 3a00JI€BaHMs, CBSI3aHHBIE C
nucperymsiuedt curnainbHoro nytd JAKI m JAK2. Kak monararoT, OCHOBOM AHMCpEryssiiiuu
SIBIISIETCS.  BBICOKUH yPOBEHb IUPKYJIUPYIONIMX IIUTOKMHOB, KOTOPHIE AaKTUBHPYIOT TYTh
JAK-STAT, npuBo/s K NaTOJOTHYECKUM (DYHKIIMOHAIBHBIM MyTalLlUsAM, TakuM, Kak JAK2V617F,
U K [TOJIaBJICHUIO OTPHUIATEIbHBIX PETYISATOPHBIX MEXaHU3MOB. Y MAIlMEHTOB ¢ MUENIOPUOPO30M
oOHapykuBaetcs aucperyisinus JAK cHrHaIBHOTO IMyTH, HE3aBUCHMO OT HAJIUYHS MYTalluu
JAK2V617F. AxrtuBupyromue Myrtauuu curHanpHoro nytu JAK2 (V617F unu sk3ona 12)
oOHapyXuBaroTcs y > 95 % nainueHToB ¢ HCTUHHON MOJTULIUTEMUEH.

Pykconutunu6 nopasisier mpoBeaenue curHana JAK-STAT u knerounyro npoiudepanuo B
IIUTOKWH-3aBUCHUMBIX OHKOTEMATOJIOTHIECKAX MOJIEIISX, a Takke B Ba/F3 muTOKMH-HE3aBUCHMBIX

KiIeTkax (3a cuer oskcnpeccun MytanTHoro JAK2V617F Genka) co 3nauenumem 50 %-oid
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JAK2V617F-103UTUBHBIX KUBOTHBIX OHKOI'€MAaTOJOTHUECKHUX MOJENel MpH MpUMEHECHUU
pYKCOMUTHHMOA BHYTPh B /033X, HE BbBI3BIBABIIUX A(PPEKTOB  MHUEIOCYIPECCHH,
MPEeIOTBPALIAIOCh Pa3BUTHE CIUIGHOMETalINH, W30UpPaTeIbHO YMEHBIIAIOCh KOJIUYECTBO
JAK2V617F-MyTaHTHBIX KJIETOK CEIe3€HKHM M KOHIICHTPAIMS MUPKYJIUPYIOIMHMX ITUTOKWUHOB
(manmpumep, ¢akropa Hekposa omyxonu-anbpa (PHO-anbda) u unrepneiikuna-6 (MJI-6), uro
IPUBOJMIIO K 3HAYUTEIbHOMY YBEJIMUEHHIO IPOJAOJIKUTENBHOCTH BBIXKUBAEMOCTH.

Curnanehbie mytd JAK-STAT urparoT posib B pPeryJMpOBaHUM Pa3BUTHS, MPOHQEpanui U
AKTHUBALlUM HEKOTOPHIX THIIOB MMMYHHBIX KJIETOK, HeoOXxoaumbix uis nartorenesa PTIIX. B
UCCIIEIOBAaHMAX C y4acTHEM XKMBOTHBIX Mozeneii ¢ octpoir PTIIX nokaszaHo, 4To pyKCOIUTHHHO
Opd TpUEME BHYTPb BbI3bIBAJ CHIDKEHHE BBIPAOOTKM BOCHAIUTENBHBIX ITUTOKUHOB U
UHOUIBTPALUIO UMMYHHBIMH KJIETKAMH CTEHKH TOJICTOM KHILIKH.

dapmakognaamuyeckue 3P HeKTol

Pykconutuan® nHrnOupyeT muTOKUH-uHAYIHpoBanHoe Gochopummupoanue STAT3 B nenbHOM
KPOBH Kak y 3J0POBBIX JOOPOBOJBIEB, TaK U Y MAIIMEHTOB C MHEIO(GUOPO30M WIIM MCTHHHOU
nonuuTemueit. MakcumanbHoe unruouponanue Gochopunuposanus STAT3 pykconuTuHUOOM
JIOCTUTANIOCH Yepe3 2 Yyaca Mocie MPUMEHEHHUS! ¢ BOCCTAHOBICHUEM /10 UCXOJHOTO YPOBHS uepe3
8 YacoB y 3/J0pPOBBIX JOOPOBOJIBIICB W Yy IMAIIMEHTOB C MHUEIOPUOPO30M, YTO YKa3bIBaeT Ha
OTCYTCTBHUE KYMYJISIIIMH KaK UCXOJHOTO BEIIECTBA, TAK U €r0 METa0OIUTOB.

HcxonHoe TOBBINIEHHE KOHIICHTPAIMM MapKepOB BOCHAIUTEIBHOIO MpOIecca, TaKuX Kak
O®HO-ansa, NJI-6 u C-peaktuBHoro Oenka (CPb), wnabmiomaromeecs y MalMEeHTOB C
MUET0(PUOPO30M, CHUKAETCS MOCTIE JICUCHUSI PYKCOTUTUHUOOM. Y MarieHToB ¢ Muenopudpozom
HE OTMedajgoch (OPMUPOBAHMSI PE3UCTEHTHOCTH K (hapMakoAMHaMUYecKuM 3ddexram
PYKCOMUTHHHMOA. AHAJIOTUYHO Y MAIIMEHTOB ¢ HICTUHHOMN MOJIULIUTEMUEH HaOI0JalI0Ch UCXOIHOE
MOBBIIIIEHNE KOHIIEHTPAlMM MAapKepoB BOCHAIUTENBHOIO Ipoliecca, CHMXKaBILIEHcs mocie
JIeYEHUs1 PYKCOJIUTUHHUOOM.

B xnmHMYeckoM uccnenoBanun He otMedanoch yumnaeHus QT/QTc nntepBana nmpu mpuMeHSHHH
PYKCOMUTHHMOA OJHOKPAaTHO B cCyIparepaneBTHUecKuX go3ax (200 mr), 4ro ykasplBaeT Ha
OTCYTCTBUE BIUSHHS HA PENOJISAPU3ALUI0 MUOKap/Ia.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AOGcopOnus

Pykconutunu6 oTHOCcHTCS K 1 Kiaccy MoJieKyll o 6rodapMaeBTHUECKON KilacCu(UKaMOHHON
cucreme (Biopharmaceutical Classification System) ¢ BbICOKOI NMPOHHIIAEMOCTBIO, BBICOKOU
pPacTBOPUMOCTBIO M OBICTPBIM PAaCTBOPEHHEM. B KIIMHUYECKHUX WCCIIEAOBAHUIX PYKCOIUTHHHO

OBICTPO BcachIBAJICS IOCJIE IIpUE€Ma BHYTPb CO BpPEMEHEM JOCTHKEHHS MaKCUMalIbHON

Crpanwnna 28 u3 32



COOTBETCTEYET ZKCNEPTHOMY OTYETY
o7 24122024 N= 28537
koHIeHTpanuu (Cmax) mpubausutensHo 1 gac. Bca%mé%é@%h&%ﬁﬂﬁgg:ﬁ'&hg ero-iprema

BHYTpb coctaBisieT 95 % wmnu Gonee. Cpenusisi Cmax M IUIOmangs moa (hapMakOKMHETHUECKON
KpuBoi «koHIeHTpausa-Bpemsi» (AUC) moBbIIAIOTCS MPOMOPIMOHAIBHO B JIMAMa30HE 103
or 5 go 200 wmr. Ilpm nmpuMeHEHMH PYKCOJIMTHHHUOA OJHOBPEMEHHO C MHUIIEH C BBICOKUM
coJlep’KaHUEM KHPOB HAOIIOJANNCh KIMHUYECKH HE3HAUMMble M3MEHEHUs (hapMaKOKUHETHKU
pykconutraHOa: cpenHsisi Cmax HE3HAUMTENBbHO CHIKanach (Ha 24 %), B To Bpems kak AUC
NPaKTHYECKH HE U3MEHsIIAach (MOBbImanach Ha 4 %).

Pacopenenenue

Cpennuii 00beM pacrpelieliecHUus] B PABHOBECHOM COCTOSIHMM COCTAaBHJI 72 J1 y TAIUCHTOB C
MUEN0(GUOPO30M C MEKHHIWBHIYaTbHOW BapuaOenbHOCThIO 29,4 % W 7511 y TalMeHToB ¢
UCTUHHOW TMOJIMIIUTEMHUEH, MEXUHIUBUIyaJbHass BapHaOeNIbHOCTb Y JIAaHHBIX IallUEHTOB
cocraBuia 22,6 %.

B KJIMHUYECKH 3HAYMMBIX KOHIICHTPAIMSIX CBA3b PYKCOIUTHHKOA ¢ OenkaMu in Vitro (B OCHOBHOM
c aATbOYMUHOM) coCTaBHIIa MPpUOIU3NTENHHO 97 %. B nccieoBaHuy y )KUBOTHBIX OBLITO IIOKA3aHO,
YTO PYKCOJIMTUHUO HE MMPOHUKACT Yepe3 reMaTodHIePaTnIecKuii 6aprep.

BI/IOTDaHCd)ODMaHI/IH

Pykconutunu® siusiercs cyocrparom uzopepmenta CYP3A4. [Tocne npuema npenapata BHyTpb
B KpoBU ILUpKynupyer 60 % pykcoauTMHMOAa B HEU3MEHEHHOM BHJAE. B KpoBU uenoBeka
OTIpeIeNIeHBI 2 OCHOBHBIX aKTHBHBIX METa0O0JIMTa pyKCOMUTUHUOA, cocTaBisommx 25 % u 11 %
AUC. ®apmakonoruueckas akTUBHOCTb PYKCOMUTHHMOA Ha 18 % ckiiagpiBaeTcs U3 aKTUBHOCTH
€ro MeraboiIMTOB. B KIMHHYECKM 3HAYMMBIX KOHIEHTpALMAX PYKCOIUTUHUO HE MHTHOUpYET
uzodpepmentsl CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 nnmu CYP3A4 u He
ABJIIE€TCS MOLTHBIM UHAYKTOpOM n3opepmenToB CYP1A2, CYP2B6 nnu CYP3A4.

OIUMUHAIMA

[Tocne BBeneHHMsSI OJHOKPATHOMW JI03bI MEYEHOTO PAJAMOAKTHUBHOM METKOH pyKCONIUTHHHOA
Oombias yactb (74 %) paaguoaKTUBHOCTH OIPEAENsIach B Moue (BBIBOAMIOCH MOYKaMu), U 22 %
BBIBOJIMJIOCH Yepe3 KHIeYHUK. HensmeHeHHOoe BelecTBO cocTaBuiio MeHee yeM 1 % obiero
BBIBEJICHHOT' 0 IIpenaparta. [lepros noiayBbeIBeIeHHs pyKCOIUTUHUOA COCTABIsIET MPUOIU3UTEIHHO
3 gaca.

JInnelHOCTh (HENMHENHOCTD)

dapMakOKMHETHKA PYKCOJMTHHHOA W3MEHSETCS TPOMOPIUOHATBHO BBOJAWMBIM (OJXHOKPATHO,
MHOT'OKPAaTHO) JI03aM.

Bausnaue Bo3pacra, 1moJia Uin pachl

He BbIsIBJI€HO 3HAUMTENBHBIX Pa3NInduil B (papMaKOKMHETHKE PYKCOIUTUHHUOA B 3aBUCUMOCTH OT

noyia U pacel. Knupenc pykconutuauOa y manueHToB ¢ Muenohudpo3om coctasisier 17,7 n/4 'y
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VY mNanMeHToB ¢ HCTHHHOM NOJMLIMUTEMHEH KIMPEHC pYyKCOMUTHHMOA cocrtaBuser 12,7 /4
(MEeXUHINBUAYAITbHAS BapHaOeTbHOCTh — 42 %); He BBISBICHO BIMSHUS 110J1a, BO3PACTA UITH PACHI
Ha KJIMPEHC IIpU IPUEMeE IIperapara BHyTPb.

IloyeyHas HETOCTATOYHOCTh

AUC MeTabomuTOB pyKCONMUTHHIOA MOBBIIIACTCS C YBEIMYCHUEM CTETICHHU TSHKECTH HapyLICHUs
(YHKLINU [TOYEK M JOCTUTAeT CYIIECTBEHHBIX 3HAUCHHH Yy MAaIMEHTOB ¢ TEPMHUHAIBHOMN CTaauei
[IOYEYHOW HENOCTaTOYHOCTH, HYXKIAIOUIMXCS B remMoiuanu3e. PyKCOIMTHHHMO He BBIBOAUTCS
HOCPEICTBOM Juanu3a. Jlis ManueHTOB € TSHKEIOW M TepMHHAIBHOM CTaJusMH IOYEUHOU
HenocratouHoctH (KK (xmupenc kpearununa) menee 30 MiI/MUH) PEKOMEHAYETCS KOPPEKIHS
JI03BI PYKCOTUTHHUOA.

IleyeHOUHAs HEIOCTATOYHOCTD

AUC pykconutrHHOa TOBBIIIATIACh Y MAlMEHTOB C HapylleHHeM (YHKIUU TEYEHHU JIETKOM,
CpeJHEH U TAKEJIO0HN CTENEeHN COOTBETCTBEHHO Ha 87 %, 28 % u 65 % 110 cpaBHEHUIO C TallUEHTaMU
C HOpMaJbHOW (DYHKIMEW IMEYEeHH, IMPU ITOM OTCYTCTBYET SIBHAs B3aHMMOCBSI3b CO CTEIEHBIO
TSOKECTH HapylleHus (QYHKIMHM TedeHu, ompenenseMoil mo mkane Yaitng-ITeto. Koneunsrit
NEePUOJ MOTYBBIBEACHUS YAJUHEH y MallMEHTOB C HapylIeHHEeM (YHKIIMH ITEYEHH 110 CPABHEHUIO
co 310poBbIMU A0OpoBoJbLiamMu (4,1-5,0 yacoB u 2,8 4acoB COOTBETCTBEHHO). Y MAIlMEHTOB C
MuenoGpuOpo30M U UCTHHHOW MOJMHIUTEMHEH ¢ HapylIeHneM (QYHKIMH TIEYCHH PEKOMEHTyeTCs
CHI)KEHHE JI03bl PYKCOJIIUTUHUOA.
BHe 3aBucUMOCTH OT CTeNeHH NopakeHus rneueHu y nanueHToB ¢ PTIIX He BbIsBICHO BIUSHUE
Ha MapaMeTphl MOMYJISIUOHHON (hapMaKOKHUHETHYECKOW MOJIECITH.

eTH
bezonacHocTh ¥ 3GEKTUBHOCTh PYKCONUTHHMOA y AeTell ¢ Muenopudpo3oM U HUCTUHHOU
nonuuTemMueit B Bo3pacte oT 0 10 18 et He ycTaHOBIEHBI. [laHHBIE OTCYTCTBYIOT.
bezonacHocth u 3 dekTuBHOCTS pykcomuTuHuOa y nereit ¢ PTIIX B Bo3pacte ot 0 1o 12 net He

YCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
JlakT0361 MOHOTHApAT

[{emTr01032 MEKPOKPHCTAIITHYECKAS
KapOokcumeTrnnkpaxman HaTpus THIT A
I'uniposioza

[ToBugoun-K25
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Kpemuus nruokcu KOO AHBINA

Marnus creapar

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHuTh 1pu TemnepaTtype He Baiiie 25 °C B OpUrHHaAIbHOM YITaKOBKE.

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

I[Io 7, 10, 14, 20 wmu 30 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAaKOBKY W3 IUICHKU
MOJIMBUHUJIXJIOPUTHOM, 60 IJIEHKU
MOJIMBUHUJIXJIOPUAHOM/TIOTUBUHUIIH IEHXJIOPY THOM/ TIOTMBUHUIIXJIOPU THON u donbru
AJTIOMUHHMEBON MEYaTHOM JIAKUPOBAHHOM.

[To 56, 60 Tabnerok B OaHKY MOIMITHICHOBYIO, YKYOPEHHYIO KPBIIIKOW TOJIHUITPONUICHOBOH C
MEMOpaHOH, ¢ KOHTPOJIEM IIEPBOTO BCKPHITHSI, C CUCTEMOH «HaXaTh-IIOBEPHYTH)» WU 0e3 Hee.
Jomyckaercss cBOOOAHOE TPOCTPAHCTBO B 0OaHKE 3aloOJNHATH BAaTOM  MEAMIIMHCKON
TUTPOCKOITUYECKOM.

Ha OanKy HakJIenBalOT STHKETKY.

1, 2, 3,4,5,6,7, 8 unu 16 KOHTYpHBIX SYEHKOBBIX YIMAKOBOK WJIM OJHY OaHKy BMECTE C
WHCTPYKIMEH MO0 MEAMIMHCKOMY MPUMEHEHHUIO (JMCTOK-BKJIAJBIII) MOMEMIAI0T B KapTOHHYIO
YIIaKOBKY (IaYKYy).

6.6. Oco0Oble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUM  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WM OTX0A0B, TMOJYYEHHBIX IOcjie NpPHMEHEeHUus:
JIEKAPCTBEHHOI'0 MpenapaTa u JApyrue MaHUIYJISIUM C PenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccus
000 «O30H Meauka»
445043, Camapckas oomacts, r.0. Tomesarta, TEP. O3 IIIIT, MI'CTP. 3-1, 3nanue 11, ctpoenne

1, xom. 37.

7.1. IlpeacraBuTtenb AepaKaTessi PpericCTPALMOHHOIO Y10CTOBEPeHHUs

[Iperensnn moTpeOUTENIEH HAIIPABIIATH 110 aAPECY:

Poccus
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 2412 2024 N= 28597
000 «O30n» (NOCNEQCBATENEHOCTE 0002)

445351, Camapckas 06011., 1.0. XKurynesck, r. XKurynesck, yi. ['uapocrpourenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETHCTPAIIMOHHOTI' O YAOCTOBEPEHMUAA

9. JATA TIEPBUYHOM PEIMCTPAIIMU (IIOATBEPXKIEHUSI
PETUCTPALIMMU, IEPEPETUCTPALIMN)

JlaTta mepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO0miass  xapakTepUCTHKA JIEKapCTBEHHOro Impemnapara PykconuTuHHO  JOCTynHa  Ha
MHPOPMALIMOHHOM TIOpTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMAIMOHHO-

KOMMYHHUKAIMOHHOM cetn «uTepHeT» http://eec.eaeunion.org/.
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