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COOTBETCTBYET ZKCNEPTHOMY OTUETY

.....

KaPCHHHIIORGTPEIARATA 00

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITPETTAPATA

Pykcomutuan6-AMEJIAPT, 5 mr, TabneTku.
Pykcomutuan6-AMEJIAPT, 15 mr, Tabnerku.
Pykcomutunu6-AMEJIAPT, 20 mr, TabneTkH.

2. KAUYECTBEHHBIN 1 KOJTMYECTBEHHBI COCTAB

JleiicTBytol1ee BEIIECTBO: PYKCOJIUTUHUO.

Pykconutuan6-AMEJAPT, 5 mr, Tabnerku

Kaxxnast Tabierka coepkutT 5 Mr pykcoutuanOa (B Buae gocdara).

Pykcommmtuan0-AMEJAPT. 15 mr, TabneTku

Kaxxnas tabnerka coaepxut 15 mr pykconutunuOa (B Buae gocdarta).

Pykcomutuano-AMEJIAPT, 20 Mmr, TabaeTku

Kaxxnas Tabnerka comepxut 20 Mr pykconutuauOa (B Buae Gocdara).

BcnomorarennHblie BCIICCTBA, HAJIMYUC KOTOPBIX HAAO YUUTBIBATH B COCTABEC JICKAPCTBCHHOI'O

npenapara: Jlaktosa (cm. pasuen 4.4).

[TonHbIN TEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHASY ®OPMA
Ta0OmeTku.

Pykcomntuan0-AMEJIAPT, 5 mr, Tabierku

Kpyrible 1BOSKOBBITYKIIbIE TA0IETKH O€7I0T0 WU MOYTH OEJIoro IBeTa.

Pykcomntuan0-AMEJAPT. 15 mr, TabneTku

prTJIHC ABOSKOBBIITYKJIBIC TaOJIEeTKU OCJIOro WU IMOYTH OCI0ro OBCTA.

Pykcomutuano-AMEJIAPT, 20 mr, TabaeTku

OBasibHbIE ABOSKOBBINYKJIbIE TA0JIETKH O€JI0T0 UM MOYTH OEJIoro IBeTa.

4. KIMHUYECKUE JAHHBIE

4.1. TIloka3zaHusi K IpMMeHEHUIO

° Muenodubpos

JleyeHue B3pOCHBIX NAIMEHTOB C MHeI0(pUOpO30M, BKIIOUas NEPBUYHBIM Muenodpudpos u

BTOPUYHBINA MUET0(PHOPO3, pa3BUBIIMICS BCIEICTBUE HCTUHHON MOIUIIMTEMUN U 3CCEHIIUATBHON

TPOMOOIIUTEMUH.
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(NMOCNENOBATENEHOCTL 0004)

® IonumureMuss HICTHHHAS

JleueHnue B3pOCJIBIX IAIMEHTOB C HCTHHHOM HOHHHHTGMHCﬁ, PE3UCTCHTHBIX K TCpaIuu
npenapartaM ru APOKCUMOYCBUHBI WJIN ITPHU UX HCTICPCHOCUMOCTH.

° Tpaucmianrar npotus xo3suna (PTIIX)

— JleyeHne nanueHTOB B Bo3pacTe 12 JieT U cTapuie ¢ OCTPOM peakIUeil «TpaHCIUIaHTaT IPOTUB
XO035IMHa» C PE3UCTEHTHOCTBIO K IIIIOKOKOPTUKOCTEPOUAAM.

— JleueHne manueHTOB B Bo3pacte 12 JIeT M cTapuie ¢ XpOHUYECKON peakiueld «TpaHCIIaHTaT
IIPOTUB XO35IMHA» CPEIHEHN U TAXKEION CTENEeHH TSKECTH MOCIe Heylauyl OJJHOM WU IBYX JIUHUI

JIPYroil CHCTEMHOU TEpaInH.

4.2.  Pe:kuM J03UPOBAHMS M CIIOCO0 MPUMEHEHUS

Pexxum 103upoBaHus

B3pocnvie

Hauanvnas 0oza

Pexomennyemas HauvanpHas Jjo3a npenapara PykcoautuHuO-AMEJIAPT npu nedenun
NAlMEeHTOB C MHeno(GuOpo30M 3aBUCUT OT KOJMYECTBA TPOMOOLMTOB WU IIPEJCTaBICHA B
Tabmuue 1.

Ta6nmuna 1. Pexomenayemas HawanpHas Jo3a mpenapata Pykconutunuo-AMEJIAPT npu

JICYCHUH TAIMCHTOB C MUEIOPUOPO30M

Kosaun4yecTBOo TPOMOOUNTOB HavaabHnas no3a
> 200 x 10%x 20 mr 2 pasa B JIcHb
100-200 x 10%x 15 mr 2 pasa B 1eHb
50 — menee 100 x 10%n 10 mr 2 pa3a B 1eHb

Pexomennyemass HauvanbHas jo3a npenapara Pykcomutunu6-AMEJIAPT npu  neuenun
NAIMEHTOB ¢ ICTUHHOM NonuuuTeMuei cocrasiseT 10 Mr 2 pas3a B IeHb BHYTpb.
Pexomennyemass HauvanbHas po3a npenapara Pykcomutunu6-AMEJIAPT npu  neuenun
nanueHToB ¢ octpoit PTIIX cocraBisier 5 mr 2 pa3za B CyTKH BHYTpb.

Pexomennyemass HauvanpHas Jno3a npenapara PykcoautuHuO-AMEJIAPT npu nedenun
nanueHToB ¢ xpoHnueckoil PTIIX cocrasnser 10 mr 2 pa3za B CyTKM BHYTpb.

110060p 00301

Jo3za npenapata Pykconutuau6-AMEJIAPT koppekTupyercs Ha ocHOBaHUH 3((HEKTUBHOCTH U
0€30MacHOCTH MPOBOJUMOTO JICUEHUS.

Muenogubpos u ucmunnas noruyumemus

Ecnu 3 pekTUBHOCTD Tepanuu OLIEHUBAETCS KaK HEJ0CTaTOYHAsl, a TOKa3aTelld KPOBU B HOPME,
71032 MOKET OBITh YBEJIMU€HAa MAaKCUMYM Ha 5 MT JiBa pa3a B JICHb, 10 MAKCUMAJIBHOM JTO3bI 25 MT

JIBa pas3a B JICHb.
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HavanbHyro 103y HE CllelyeT YBEJIMUUBATh B TEYECHUE Heftﬂ;;l');' ':Irgr';ll &“J&ﬂgﬁ%qé—m}lﬁ a‘?iaTeM

HE Yale, 4eM ¢ JBYyXHEeACIbHBIMI HHTEPBAIAMHU.
JleyeHne MaUEHTOB € MUENOPHOPO30OM JOKHO OBITH MPHOCTAHOBICHO IPH BBIIBICHUU
KonmuectBa TpomOormToB MeHee S50 x 10%m wmmm mpuM  CHWXeHHMM aGCOMIOTHOTO YHCNa
HelTpoduios menee 0,5 x 10%/1.

[Tocne BoccTaHOBIEHHS YHCIa TPOMOOIMTOB M HEHTPO(HIIOB BBHIIIE YKAa3aHHBIX MOKa3zaTesei
npuMeHenne npenapata Pykcomutunu6-AMEJIAPT MoxeT ObITh BO30OOHOBJIEHO B J03€ 5 MT
2pa3a B JICHb, BO3MOXXHO JaJIbHEHINEE IOCTEIICHHOE TIIOBBIIICHUE JIO3bI C TIIATEIHHBIM
KOHTPOJIEM KOJIn4ecTBa (OPMEHHBIX JIEMEHTOB KpoBH (cM. Tabmwmiry 2).

Tabauua 2. Muenopubpos: MakcuManbHas 1o03a npenapara Pykcomutunn6o-AMEJIAPT npu
ero

BO300HOBJICHUU TCpanmnun IIOCJIC MMPHUOCTAHOBJICHHUA MNPHUMCHCHUSA BCJICACTBHC

TPOMOOIIUTONIEHUH (IJIS MAIIMEHTOB C KOJIMYECTBOM TPOMOOIUTOB 100 % 10%n u Gonee Havamy

Tepanuu)

MakcumaibHas 103a npenapara PykcoauTuHuo-

KosnuuyecTBo TpombonnTOB
P t AMEJIAPT npu B0O300HOBJICHUM Tepanuu ™

125 x 10%1 u Gonee
100 — menee 125 x 10%x

20 mr 2 pa3a B A€Hb

15 mr 2 pa3a B 1eHb

10 Mr 2 pa3a B IeHb B T€UYE€HHE 2 HENEJIb MUHUMYM; Jlajee
75 — menee 100 x 10%n IPH COXPAHCHUM KOJMYECTBA TPOMOOIIUTOB BO3MOXKHO

yBenuueHue 10 15 mr 2 pasa B 1eHb

5 Mr 2 pasa B IeHb B T€UEHUE 2 HE/IETb MUHUMYM; J1aJiee IPU

50 — menee 75 x 10%n COXpaHEHHUU TPOMOOIIUTOB ~ BO3MOXHO

yBenudeHue 10 10 mr 2 pa3a B ieHb

KOJIM4YECCTBA

menee 50 x 10%/n
* [Ipu Bo30OHOBNIEHNHN NTpUMeHeHus penapaTa Pykconntnan6-AME/JIAPT cnemyer HaunHaTh ¢ 103bI KaK

HpI/IOCTaHOBHeHI/Ie IMPUMCHCHU

MHUHHMYM Ha 5wMr2 pa3a B ACHb HUKEC TaKOBOﬁ, HpPIMeHHBH.IefICH A0 MMPUOCTAHOBJICHHS €0 IPUMCHCHHUS.
PekoMeH10BaHO CHIDKEHUWE 03Bl Mpernapara Mpu JICUSHUU MMAlUeHTOB ¢ MHeTo(puOpo3oM mpu
YMEHBIIIEHUU 4YHUCJIa TPOMOOIIMTOB BO H30E€KaHWE TMPUOCTAHOBICHUS TEparuy BCJEICTBUE
pa3BuBIIeiics TpomboruTonenuu (cm. Tabnuiry 3).

Taﬁnnua 3. PexoMeHnmanyu mo AO3UPOBAHUIO ITPU TpOM6OI_[I/ITOHeHI/II/I IIpH JICHCHUHU IMAUECHTOB C

Muenopuopo3oM
Jo3a, npuMeHsieMasi 10 CHUKEHUSI KOJIUYeCTBA TPOMOOIUTOB
25 mr 2 paza | 20 mr 2 pasa | 15 mr 2 pa3a | 10 mr 2 pa3a | Smr 2 pa3a B
KoanuecTBo | B AeHb B /IeHb B /IeHb B /IeHb JAeHb
TpoMOOUMTOB | CHu:keHHasi | CHukeHHasi | CHuokenHast | CHuakeHHasi | CHUKeHHast
n03a a03a a03a n03a n03a
100 — wmeHee | 20 mr 2 pasa | 15 mr 2 pasa | bes be3 bes
125 x 10%n B JICHb B JICHb W3MEHEHUH! M3MEHEHUN W3MEHEHU!
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75 — wenee | 10 mr 2 paza | 10 mr 2 pasal| 10 mr'2 'pasd TBer™ = BT s YU
100 x 10%n B JICHb B JICHb B JICHb W3MEHEHUH W3MEHEHUH
50 — wmenee |Swmr2pazaB|Swmr2pazaB|5wmr2pazaB|5wmr2pasas | bes
75 x 10%n JIIEHD JIEHb JIEHb JIEHD N3MEHEHUN

[IpuocranoB | IIpuocranoB | IlpuocranoB | IlpuoctanoB | Ilpuoctanos
MeHee

JIeHHUe JIeHue JIeHHe JIeHUe JeHue
50 x 10%n

NPUMEHEHUS | IPUMEHEHUS | IPUMEHEHHUs | MPUMEHEHHS | MPUMEHEHUs

Cnenyer pacCMOTPETh BO3MOXKHOCTH CHUXKEHHUS J03bl TPU CHIDKEHUHM KOHILIEHTpAILUU

remorjgoonHa B KpoBu < 120 r/m y manueHToB

C UCTUHHOW IOJUUHUTEMUEH, NIPU CHUKECHHUH

KOHIIEHTpaIuu remMorioornHa B kpoBu < 100 r/71 CHUKEHHUE 10361 PEKOMEHIOBAHO.

JleueHnue JOJI2KHO OBITh IIPHUOCTAaHOBJICHO IIPU CHMXXCHUKW KOHLCHTpalWn reMorjooruHa B KpoBH

< 80 r/n y manueHToB ¢ UICTHHHON nonumuremuei (cm. Tabmuiry 4).

Tadauua 4. CHIKEHHUE 10361 y MAIIMEHTOB C UCTUHHOW MOJIMIIUTEMHUEH

Konuenrpanusi reMor;100MHa u/mJjim
KOJIH4eCTBO TPOMOOIUTOB

Pexomenayemas 103a

Konnenrpanus remornobmna > 120 r/n U
KOIM4ecTBO TpoMbonuTos > 100 x 1091

Koppekunu no3e1 He Tpedyercs.

Konnenrpanus remornoduna 100 —< 120 r/n U
KOJIMYeCTBO TpoMOouuToB 75 — < 100 x 10%n

Cnenyer paccMOTpEeThH BO3MOKHOCTh
CHID)KCHHS JI03BI TIperapara, BO H30ekaHue
IPUOCTAHOBIICHUSI  Tepalmuu  BCIEACTBHE

pEBBHBIJ.ICIZCH aHCMHUH 1 TpOM6OI_II/ITOHCHI/II/I.

Konnenrpanus remornoouna 80 — <100 r/n
NI  xommuyecTBO 50
<75 x 10%n

TPOMOOILIUTOB

CHuxeHue 103l Ha 5 Mr 2 pasa B JICHb.

VY nanueHToB, NpUHUMAKOIIMX S5 MI 2 pa3a B
JIeHb, PEKOMEH/IOBAHO CHIKEHHE JIO03bI JI0 5
Mmr | pa3 B 1eHb.

Konuentpanusa remornobuna <80 r/n MJIN
KOJIMYeCTBO TpoMGomuToB < 50 x 10%1

HpI/IOCTaHOBJIeHI/IC MIPpUMCHCHUA.

B cjrydace TepaHeBTquCKOﬁ HCO6XOI[I/IMOCTI/I H €CJIN KOJIMYECTBO TpOM6OI_II/ITOB u HCI\/’ITpO(I)I/IJ'IOB y

MAUEHTOB ¢ MUETOPUOPO30M MU KOJIMUYECTBO

TPOMOOLIUTOB, HEUTPOPUIOB U KOHLEHTPALIUS

reMorJIoOOnHa Y HOanucEHTOB C HCTUHHOM HOHHHHTGMHGﬁ ABIAKOTCA OJOCTATOYHBIMH, 034

npenapata Pykcomutuau6-AMEJIAPT moxer ObITh yBennyeHa MakCUMalIbHO Ha 5 Mr 2 pasa B

JIEHb BIUIOTH 10 MaKCUMAaJIbHOM 10361 25 mr 2 pas3a B ICHb.

He cnenyer yBenmumBaTh HayabHYIO /103y MIpernapara B TEUCHHE MEPBBIX 4 HENEb JICUCHUS U

3aTeM He Janle, yeM | pa3 B 2 Henenu.

OCmpaﬂ peaxkyusl «mpancnjianmant npomue xXo3sauHa»

Pexomenryemast HauanbHas 103a npenapata Pykconmutuan6-AMEJIAPT cocrasnsier 5 mr 2 pasa

B CYTKHU BHYTPb.

Ecmm mo mpomectBum 3 nHei nedeHust abcomoTHoe uuciao HertpodunoB (AUYH) u ymcio

TpoMOOLIUTOB He cHUXkaroTcst Ha 50 % uim Oosiee IO CPAaBHEHUIO C MEPBBIM JIHEM MPUMEHEHUs
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10 10 Mr 2 pasa B CyTKH.

VY manMeHToB C OTBETOM Ha TEPanuio, KOTOPHIM IO IMPOIMIECTBUH 6 MECSIEB JICYCHUs ObUIN
OTMEHEHbI TJIOKOKOPTHUKOCTEPOUJbl B TEPANEBTUYECKUX [103aX, CIEIYET pPaccMOTPETh
BO3MOKHOCTh TIOCTETICHHOTO CHIDKEHHs J103bl mpemnapaTta PykcomutuHno-AMEJIAPT. o3y
npenapara ciaeAayeT yMEeHbIIaTh Ha OJUH YPOBEHb MPUOIU3UTENIBHO Kaxble 8 Heaenb (¢ 10 mr
2 pa3a B CyTKH JI0 5 Mr 2 pa3a B CYTKH, 3aTeM 710 5 mMr 1 pa3 B cyTku). Ecniu Bo Bpemst uiu mocie
yMeHbIIeHUs 10361 npenapata Pykcomntuano-AMEJIAPT npusnaku u cumntomsl octpoit PTTIX
MOSIBJISIFOTCS] BHOBb, CJI€IyeT PACCMOTPETh BO3MOXHOCTh BO30OHOBJICHUSI TEPAIIHH.

Jlo navana Ttepamnuu, Kaxiaele 2—4 Hemenu BIUIOTh A0 CTaOWIM3alMU J03bI M Jajee 1o
KJIIMHUYECKUM [T0Ka3aHUSM CJIEyeT KOHTPOJIMPOBATh [10KA3aTEIHN KIMHUYECKOTO aHAJIN3a KPOBH,
BKJItouasi uncio TpombounutoB 1 AUH, u ypoBeHs Ounupyouna.

B cnywae HexenatenbHbIX peakuuii Ao3y mnpenapara PykcomutuHno-AMEJAPT crnemgyer
KoppektupoBath (cM. Tabmumy 5). IlamuenTtam, mony4armuM mpenapat PykcomuTuHUO-
AMEJIAPT B noze 10 Mr 2 pa3a B CyTKH, /1032 MOKET ObITh YMEHBIIEHA J10 5 MI' 2 pa3a B CyTKH;
nanueHTaMm, noxyvarmuM npenapat Pykcomutuan6-AMEJIAPT B no3e 5 mr 2 pasa B CyTKH, /1032
MO3KET OBITh YMEHbIIIeHa 10 5 Mr | pa3 B cyTku. Eciu manuenT He croco0eH nNepeHOoCUTh penapar
Pykconutunu6-AMEJIAPT B no3e 5 Mr 1 pa3 B CyTkH, Teparuio mpenaparoM ciaeayeT npepBaTh
JI0 TeX TOp, TOKa KIIMHUYECKHUE U/WIIN JIA00OPATOPHBIE TIOKA3aTENIN HE BOCCTAHOBSITCS.

Tadmamua 5. Koppekuus 10361 B cl1ydyae BOSHUKHOBEHUS HEKENATENbHBIX PEAKIMI Y TAlMEHTOB

¢ octpout PTIIX

JlaGopaTopHblii moka3areJib Pexomenaauuu no 103MpoOBAHUI0

YMeHbIINTb 103y Ha 1 ypOBEHb.

Knnuanyeckn 3HauuMas | [Tocize  Toro  kak  4HCIO  TPOMOOIUMTOB
TPOMOOIUTONEHUS II0CJIE | BOCCTAHOBUTCS [0 MNPEAUICCTBYIOIIUX 3HA4YCHU,
MOACPKUBAIOIINX MEPOIIPUATHI JI03y MOYXHO BHOBb YBEIMYMUTH 0 MPEIBIAYLIETO
YPOBHSL.

[IpexpatuTh Tepanuio mnpenaparoMm PykcomutuHuO-

AYH HIDKE 1 x 10%m, .
AMEJIAPT no 14 nHeli; mocie BOCCTaHOBJICHHS

MMPEANOJIOXKUTCIILHO CBsA3aHHOC C

BO300HOBHUTH TEpaIuio B J103¢ Ha | ypOBEHb HUKE
npenapatoM Pykcomutuaun6-AMEJIAPT

MPEIbIAYIIEH.
3,0-5,0 x BI'H: [IponomxuTh Tepanuto

npenaparoM Pykcomutunn6-AMEJIAPT B no3e Ha
1ypoBeHp HUXKE mpenblaymiedl  BIUIOTH O
BOCCTaHOBJICHHSL.

>5,0-10,0 x BI'H: [IpekpaTtuth TEpaIuio

[ToBbiienne oobuiero OwnupyOuHa B
orcyrctBue PTIIX co cToOpoHBI eueHn

npenapatoM Pykconutunu6-AMEJIAPT Ha Cpok 1o

14 nueit, moka ypoBeHb OMIIMPYOMHA HE OMYCTUTCA
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BO300HOBHUTH TEPAIUIO B TEKYIIEH J03€.

O6umit 6mnupyoun > 10,0 x BI'H: [IpekpaTutsb
Tepanuro npenaparom Pykcomutuan6-AMEJIAPT Ha
cpok mo 14 nHeid, moka ypoBeHb OWIMpyOWHA HE
onyctures a0 < 1,5 x BI'H; mocie BoccTaHOBICHUS
BO300HOBUTH TEpaINUIO B J03€ Ha 1 ypOBEHb HUXKE
MPEIbIAYIECH.

> 3,0 x BI'H: IlponomkuTh Tepamuio mpenapaTtoM
Pykconmutuan6-AMEJIAPT B 103€ Ha 1 ypoBeHb HUXKE

[ToBbimienue obmiero OwiMpyouHa mpu

Hanuyuu PTIIX co cropoHs! neyeHu .
IpEeABIAYIIEH BIUIOTh 40 BOCCTaHOBJICHUS.

XpoHuueckas peakyus «MpaHcnIanmam npomue Xo3AuUHa»

Pexomenyemas HaganbHas qo3a npenapara Pykcomutuun6-AMEJIAPT coctasnsier 10 mr 2 pa3za
B CYTKH BHYTPb.

VY nauueHToB C OTBETOM Ha TEPaNHi0, KOTOPHIM IO IPOIIECTBUU O MeCALEB JIeUeHUs Obun
OTMEHEHBI KOPTUKOCTEPOM/IbI B TEPAEBTUUECKUX J103aX, CIENYyEeT PacCMOTPETh BO3MOXHOCTH
yMeHbllleHus 1036l mpenapata Pykcomutunu0-AMEJIAPT. Jlo3y cineayeT yMeHbIIaTh Ha OJUH
ypOBEHb NpUOIU3UTENBHO Kaxkaple 8 Henenb (¢ 10 mr 2 pa3a B cyTku A0 5 Mr 2 pas3a B CYTKH,
3areM 10 5 mr | pa3 B cyrku). Ecim Bo Bpemsi wiu mocjie yMEHbILEHHUS /103bl Ipernapara
Pykconmutunn6-AMEJIAPT npusnHaku u cumnrombsl PTIIX mnosBAsiOTCS BHOBB, CliedyeT
paccMOTpeTh BO3MOKHOCTh BO30OHOBIIEHUS TepaItu.

Jlo Havana Ttepanuu, Kaxiaele 2—4 Henenu BIUIOTh A0 CTaOWIM3alMM J03bl M Jajnee Io
KJIMHAYECKUM MOKa3aHUSM CIIEAyeT KOHTPOJIMPOBATh NOKA3aTeNIN KIIMHUYECKOIO aHAJIN3a KPOBH,
BKJTFOYas unciio TpomoonuToB 1 AUYH, u ypoBens OunnpyouHa.

B cnyuyae HexenarenbHbIX peakiuii n03y mnpenapata Pykcomutunu6-AMEJIAPT cnenyer
KoppektupoBath (cM. Tabmuiy 6). IlanmenTtam, nodydarounm mnpenapar PykcomuTuHuO-
AMEJIAPT B noze 10 Mr 2 pa3a B CyTKH, /1032 MOKET ObITh YMEHBIIEHA /10 5 MI' 2 pa3a B CyTKH;
nanueHTam, noixyvaromuM npenapat Pykconntnan6-AMEJIAPT B no3e 5 mr 2 pasa B CyTKH, /1032
MOXeT OBbITh YMEHbIIEeHa 710 5 Mr 1 pa3 B cyTku. Ecinu nanueHT He criocoOeH epeHoCUTh Mpernapar
Pykcomutuan6-AMEJIAPT B no3e 5 mr 1 pa3 B cyTkH, Tepanuio npenapaTom clieAyeT npepBaTh
JI0 T€X MOp, MOKa KIMHUYECKUE U/WIIK 1a00paTOpHBIE TOKA3aTENN HE BOCCTAHOBATCS.

Tabuauua 6. Koppekuus 10361 B Cl1ydae BOSHUKHOBEHHUS HEKEJIATEIIbHBIX PEAKIIMI Y MAallUEHTOB

¢ xpornueckon PTIIX

ITapamerp PexoMeHaan My 110 103MPOBAHUIO

YMeHbInTh 103y npemnaparta Pykcomutuano-AMEJIAPT

Ha 1 ypoBeHb. B cirydyae BoccTaHOBIIEHHUSA B TeueHHE 7
Yncno tpombonuTos < 20 x 10%/1 . P i
JTHEH 103y MOXKHO YBEJIHYHUTH JI0 HAYaJIBHOTO YPOBHSI.

Ecniu B Tewenwe 7 nHEW YUCIO TPOMOOIMTOB HeE
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BOCCTAHOBUIOCK, nnoh%ﬁﬁtaﬁ'i ' t‘ﬂéﬁﬂf 51 '7'146'36.

CHUXEHHOM Ha 1 ypoBEHb.

AYH HIDKE 0,75 x 10%n,
MPEINOI0KHUTEIBHO CBSI3aHHOE C

YMeHbInTh 103y mnpenapara Pykconmutunu6-AMEAPT
Ha | ypoBeHb; MoOcCie BOCCTAHOBJICHHS BO30OHOBUTH

IpernapaTom Pykcomntuamnb-

TEPANUIO B 103€ HAYAIBLHOTO YPOBHS.
AMEJIAPT

IIpexpatuTh Tepamuio IpenmapaToM PyKCOIUTHHHO-
AYH HIDKE 0,5 x 10%mn, Pexp P periap Y

AMEJIAPT Ha cpok 10 14 nHeit; mocie BOCCTaHOBJICHUS
BO30OHOBUTH TEpamui0 B /03¢ Ha | YpPOBEHb HUXKE
npeasiaymei. Ecom AYH Beime 1,0 x 10%/m, 03y
MOYXHO YBEJIUYHUTH J0 HAYaJIHbHOTO YPOBHSI.

MNPCANOJIOXUTCIILBHO CBA3aHHOC C

IpernapaTom Pykcomutuamn6-
AMEJIAPT

[IponoikuTe Tepamuio IMpenaparoM PykconmutuHuO-
AMEJIAPT B no3e Ha | ypoBeHb HUXKE MpEIbLIyIICH

. BIUIOTH JI0O BOCCTAHOBJIICHUS. B ciydae BoccTaHOBIICHHS
O6muit  Owmmpyobwn: 3,0 — yh

B TeucHHE 14 qHel, yBeaInduTh 103y Ha 1 ypoBeHb. Eciou
5,0 x B[H Y yHa i yp

B TeueHue 14 pgHell ypoBeHb OWIMpyOMHA He
BOCCTAHOBMJICS, ~HPOAOJDKATh  Tepalmuio B J03€,
CHUKEHHOM Ha 1 ypoBEHb.

[Ipexkpatuty Tepanuio mpenaparoM PykconutuHuO-
AMEJIAPT Ha cpok no 14 pgHell, moka ypoBeHb

OnmnpyOMHA HE BOCCTAHOBUTCS, II0CJIE BOCCTAHOBIIEHUS
O6mmii  Owmpyobun: >50 - by ’

BO300HOBHUTH TEPAIUIO B TEKVILIEHN 103€. ECii B TeUueHe
10,0 x BT'H P ym

14 nHeit ypoBeHbp OmnMpyOMHa HE BOCCTAHOBMJICS,
BO300HOBHUTh TEpanui B J103€, CHWXKEHHOHM Ha 1
YPOBEHb, IIOCJIE BOCCTAHOBJICHHUS.

[Ipekpatute Tepamuio TmpenaparoM PykconutuHuO-
AMEJIAPT Ha cpok no 14 pgHell, moka ypoBeHb
OmMpyOrHa HE BOCCTAHOBUTCS; IMOCJIE BOCCTAHOBJICHHS
OO6mwmit ommupyown: > 10,0 x BI'H | BO300HOBHTE Tepanuio B 03¢, CHIDKCHHOW Ha
1ypoBenb. Ecaum B Teuenue 14 gHEel ypoBeHb
OunmupyOMHa  HE  BOCCTAHOBWICSA,  OKOHYATEIHHO
OTMEHHUTH TEPAIIUIO.

[Iponoixkute Tepanuio ImpenaparoM PykcomutnHuO-
[pyrue HexenatenbHble pPEaKUUU: .
AMEJIAPT B no3ze Ha | ypoBeHb HWXKE MPEIbIIYIICH
Cremnens 3

BILUIOTh 4O BOCCTAHOBJICHMSI.

Jlpyrue HexenaTelabHbIE peaKlUu:

OKoOHYATEITFHO OTMEHHTD TEPAITHIO.
Cremnenn 4

MaxkcumanbHast fo3a npenapara Pykconutunn0-AMEIIAPT cocraBnsier 25 mr 2 pasa B JieHb
BHYTpb. B cilydae mpomycka mpuema O4YepeaHOW [O03bl Iperapara, MAlUEHTy He CIEeAyeT
IPUHUMATH JIOTIOJHUTEIbHYIO /103y, CIEAYIOIIYI0 103y HE0O0XOAMMO MPHUHATH B OOBIYHOE
MIPEANMCAHHOE BPEMSI.

Jleuenue npenapaToM MalMEHTOB ¢ MUEIO0(GUOPO30M M UCTUHHOM MOJMIUTEMHEN NMPOJODKAIOT

JI0 TeX TOp, OKa COXpaHsIeTCs TepaneBTUYECKH P PEKT.
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Pexomenoayuu no monumopumnzy

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Iloocuem ¢hopmennvix snemenmog Kposu: N0 Hadaja JIeUeHUs mnpenapatoM PykcoauTuHuo-
AMEJIAPT nomxeH ObITH MPOU3BEACH MOJICYET KOTMIECTBA (DOPMEHHBIX DJIEMEHTOB KPOBHU.
AOGCOTIOTHOE KOJTMYECTBO (POPMEHHBIX DJIEMEHTOB KPOBU HEOOXOAMMO KOHTPOJIMPOBATH KAXKIbIe
2—4 Henenu BO BpeMs 110100pa A03bl pYKCOIUTUHUOA U Aaliee MO KIMHUYECKUM ITOKa3aHUSIM.
Koppexyus 003b1 npu 00HO8peMeHHOM NpUMEHEHUU MOWHBIX UHSUOUMOPO8 U30ghepmeHma
CYP3A44 unu ¢nykonazona

Y mnauueHtoB ¢ MuenopuOpo3oM U HCTHUHHON MOJMHIMTEMUEH B Cllydae OJHOBPEMEHHOTO
MIPUMEHEHHUS ¢ MOIIIHBIMUA HHrHONTOpaMu n3odepmenta CYP3 A4 (kmapuTpOMUIIMH, WHIUHABUD,
UTPAKOHA30JI, KETOKOHA30JI, JIONMHABUP/PUTOHABUD, HEN()UHABUDP, PUTOHABUDP, CAKBUHABUD,
TEJIUTPOMHIIMH, BOPUKOHA30J, TPEHN(PYTOBBIA COK), WJIM C JBOWHBIMH yMEPEHHBIMU
unruoutopamu uzopepmentoB CYP2C9 u CYP3A4 (manpumep, ¢uiykoHa30I) y MalUEHTOB C
Muenohpuopo3om, uctuHHOM nonumuremuendn wuinm  PTIIX, cyrounas po3a mnpenapara
Pykconutunn6-AMEJIAPT nomxHa ObITh cHMXKEHA TpuOan3uTenbHO Ha 50 %, myTeM CHUKEHUS
CYTOYHOM J03BbI, pa3/ieICHHON Ha 2 MpUeMa, UK IyTEM COOTBETCTBYIOLIETO CHIXKEHHS YaCTOThI
npuema 710 1 pasza B JeHb (B ciydyae, KOrJa TaKoi pexuM mprueMa Bo3MoxkeH). CrnenyeT u3berath
OJIHOBPEMEHHOTO IIPUMEHEHUs Mpemnapara ¢ GykoHazonoM B 1o3e 6osaee 200 Mr B eHb.
PexomennoBan 0osee 4YacThlii KOHTPOJIb I'€MAaTOJIOTMYECKUX IOKa3zaTened M KIMHUYECKHX
IPU3HAKOB W CHUMITOMOB, CBSI3aHHBIX C HEXEJaTelIbHbIMU pEakUUsIMH Ha Ipenapar
Pykconmutunn6-AMEJIAPT, B Hayasie OJHOBPEMEHHOTO MPUMEHEHUS MOIIHBIX HHTHOUTOPOB
nzopepmenta CYP3A4 nnu ABOHHBIX yMEpEeHHBIX MHIHOMTOpOB H3odepmentoB CYP2C9 u
CYP3A4 (cMm. Tabnuiy 7).

Ta6muna 7. Koppekuuss n03b1 IpU OAHOBPEMEHHOM IPUMEHEHHWH MOIIHBIX HWHTHOUTOPOB

uzopepmenta CYP3A4 nnu ABOHHBIX yMepeHHBIX MHTHOMTOpoB H3odepmentoB CYP2CY9 u
CYP3A4

IIpumeHenne npenapara PykcoJuTuHuo-

AMEJIAPT ofHOBpE€MEHHO ¢ MOLIHBIMH Pexomenayemasi Koppekuusi 103bl
unrnonropamu CYP3A4
Hauanvnas 0oza y nayuenmog ¢ muenoghubpozom u Koauvecmeom mpomooyumos
100 x 10%m u 6omee 10 mr 2 pa3a B JieHb
50 — menee 100 x 10%/n 5 mr 1 pa3 B ieHb

Hauanvnas 0osza Yy nayuenmoes c UCIMUHHOUL

. 5 mr 2 pa3a B I€Hb
noauyumemuer

V nayuenmos, npunumarowux npenapam 6 0o3e, yCmaHoGIeHHOU HA OCHOBAHUU DE30NACHOCU
u 3¢hghexmusnocmu nPoOBOOUMO20 NeHeHus.

> 10 mr 2 pa3a B JieHb Cumxenue 1o3sl Ha 50 %

5 mr 2 pa3a B ieHb 5 mr 1 pa3 B 1eHb
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Crenyi B aTE D eiie MOTbIx

uarubutopoB  CYP3A4 wmm mnpenapara

5 mr 1 pa3 B 1eHb
Pykconutnano-AMEJAPT Ha BpeMs

npUMeHeHHs MOIIHbIX HHrHOuTOpoB CYP3A4

Oco0nIe I'pYHOIIbI TAIMECHTOB

Tayuenmsi ¢ HapyweHuem GyHKyuy noyex

VY nanuentoB ¢ muenogpuOpo3om U HapymenueM GyHkuu novek Tspkenoi crenenu (KK menee
30 M/MUH) peKOMEHTyeMast HadyaabHas /1032, OCHOBaHHAsI HA KOJIMYECTBE TPOMOOIIUTOB, IOJDKHA
ObITh cHIKeHa mnpubausutenbHo Ha 50 %. Pexomennyemas HadanbHas [103a MPU JICYEHUU
MalUeHTOB ¢ UCTHHHOW monuiuTemued u PTIIX u HapymeHueM (QyHKIHMHM TOYEK TSHKEION
CTEINEHH COCTABJIAET 5 MI 2 pa3a B IEHb BHYTpb.

[TaiuenToB ¢ HapymieHueM (QYHKIIMU TIOYEK TSKEIOM CTENeHHW, MOJIyYarouuxX Ipernapar
Pykconmutunn6-AMEJIAPT, cnemyer tmiatenbHO HaOmo0naTh, NpU HEOOXOIMMOCTH 1032
npenapara J0JKHa ObITh CHIDKEHA BO M30€KaHUE Pa3BUTHsI HEXKEIATEeIbHBIX JIEKApCTBEHHBIX
peaKuHuii.

HMmeroTcss OrpaHWYeHHBIC JaHHBIE 110 MPHUMEHEHUIO PYKCOJMTHHHOA Yy TMAlUeHTOB C
TEPMUHAJIBHON CTaJuell MOYEYHON HEJOCTATOYHOCTH Ha remMojauanuie. Y JaHHOW KaTeropuu
MAIMEHTOB ¢ MUETO0(PUOPO30M JIeUeHHE CIelyeT HaUYMHATh C MpueMa OAHOKPATHOM J03bl 15 Mr
wiu 20 Mr (Ha OCHOBaHUH KOJIMYECTBA TPOMOOLIUTOB), C MOCIIEIYIOIIMMH OJHOKPATHBIMH JJ03aMH,
IPUMEHSEMBIMU TOJBKO IIOCIE KaXJO0H IpoueAypbl I'eMOAualn3a MpU TIIATEIbHOW OICHKE
COOTHOILIEHUS 110JIb3a/PHUCK.

Y mnamueHToB ¢ UCTMHHOW mnojuuuremuend u PTIIX u TepMuHanbHOW cTaavedl NOYEHYHOU
HEJ0CTAaTOYHOCTU Ha IeMOJUalIN3€ JICUEHUE CIIeyeT HauuHaTh C MpHEeMa OJHOKPATHOM 03Bl
10 mMr mocJe mporieTypsl reMoIalii3a TOJBKO B JICHB €€ TPOBEICHHSI IIPU TIIATETFHOM KOHTPOJIE
COCTOSIHHS ¥ OLIEHKE COOTHOIIICHUS ToJib3a/puck (cm. Tabmuiry §).

Tabiuua 8. Pekomennyemas nosa npenapata PykconmutuHu6-AMEJIAPT y naumeHToB ¢

HapyleHueM QyHKINU T0YeK

CreneHb TAXKeCTH HaApPyLIEHUs KonuuectBo Pexomenayemas
(pyHKIMU OYeK TPOMOOLMTOB HayYaJbHasdA 1032

Tayuenmoi ¢ muenogpubpozom

K
Boee 150 x 10%x OppeKIHn JTO3bI He

TpeOyercs
Cpennsist (KK 30-59 mn/mun) 100 x 10%m — 150 x 10%n | 10 mr 2 pa3a B JeHb
W 50 x 10%n1 -~  MeHee
Tsoxemas (KK 15-29 mur/mMun) 100 x 10%n 3 mr 1 pas B zerb
Meree 50 x 10%/n [Mpuocranosnenne
NPUMEHCHUSI

Tayuenmuol ¢ ucmunHoOU noauyumemuer
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Cpenmsia (KK 30—59 wr/virm) (HOCHEROEATENEROCTE 0004
W JIro6oe 5 ™mr 2 pasa B JIeHb
Tsoxenas (KK 15-29 mun/Mun)
Iayuenmur ¢ ocmpou PTIIX
Cpennsisa (KK 30-59 mn/mun)
WA JIro6oe 5 wmr 1 pa3 B ieHb
Tsoxemast (KK 15-29 mur/mun)
TepMuHalIbHAsA CTaAHs MOYEUHOMN
HEJIOCTAaTOYHOCTH c TioBoc 10 mr 1 pa3 B meHp mociue
WCIIONB30BAaHUEM  IeMOJAMalIn3a MpOLEAYpBl FEMOANAIN3A
(KK < 15 ma/mun)
Ilayuenmur ¢ xponuueckou PTIIX
Cpennsisa (KK 30-59 mn/mun)
W JIroboe 5 ™mr 2 pasa B JIeHb
Tsoxemas (KK 15-29 mur/mun)
TepMuHaibHAsA CTaAMs MOYEHHOMN
HEJIOCTATOYHOCTH c TioBoc 10 mr 1 pa3 B ;meHp mocie
UCIOJIb30BAaHUEM  IeMOoJHaIn3a IpoLEeAypbl TeMOANANTN3A
(KK < 15 ma/mun)

Tlayuenmsi ¢ Hapywenuem gyukyuu nevexu

VY manueHToB ¢ MuUenopuOpo30M ¢ HapymieHHEeM (YHKIMH IEUYeHU peKOMEHayeMasi HadaabHas
71033, OCHOBAHHAsI Ha KOJUYECTBE TPOMOOIIMTOB, JOJKHA OBITh CHUKEHA MPUOIM3UTEIHLHO HA
50 %. PexomeHnoBaHHasi HA4YadbHAs /1032 Y MAlMEHTOB C UCTUHHOW MOJUIIUTEMHEH COCTaBIIsET
5 mr 2 pasa B icHb.

[Tpu mr06o0it cTernenn mopaxxeHus IEYSHH He TPEOYyeTCst KOPPEKIIMK HauallbHOM /10361 Y TIAIIUEHTOB
¢ PTIIX, B T.4. B ciayuae ¢ BoBieueHueM nedeHu B PTIIX. YV nanueHToB ¢ BOBICYEHUEM ITE€UEHU
B PTIIX wu mnoBeimeHuem obmero Ounmupyobuna > 3,0 x BI'H crnemyer wamie mnpoBOAWUTH
MCCJIE0BAHUS KPOBH Ha MPEIMET TOKCHYECKOIO BO3JEHCTBHS, BO3MOKHO CHM)KEHHE Ha OJIMH
«mar» 7o3bl. [aniMeHToB ¢ NUAarHOCTUPOBAHHBIM HapylieHWeM (YHKIMH TEUEHU TSKEIOon
cTerneHu, nojydaromux npenapar Pykcomutuau6-AMEJIAPT, cnenyer TiarenbHO HaOIIOAATh,
npu HEOOXOAMMOCTH J03a IMpernapara AODKHAa OBITh CHIDKEHAa BO H30€KaHUWE pPa3BUTHUS
He)KeNaTeNbHbBIX JIEKapCTBEHHBIX peakiuii (cM. Tabnuiy 9).

Tadauuma 9. Pexkomennmyemasi no3a mnpemnapata Pykcomutunu6-AMEJIAPT y mnamueHToB ¢

HapylieHueM (QyHKIUYU TIeYeHU

CreneHb TAXKeCTH HAPYIIEHUSI KoauuectBo Pexkomenayemas
(GyHKIMU IeYeHH TPOMOOIIMTOB HavaJbHas 1032
Tayuenmul ¢ muenogpubpozom: Boree 150 x 10%/x1 Koppekunn JI03bI HE
JeTKasl, CPeIHssl WIU TsDKemas TpeOyeTcs
(kmacc A, B mm C 1o |100 x 10%m—150 x 10%n | 10 mr 2 pa3a B 1eHb
kinaccudukannu Yaitna-I1e10) 50 — menee 100 x 10%/n 5 mr 1 pa3 B 1eHb

10
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MOCE AR RATE IR 000
Menee 50 < 10%7
MIPUMECHCHHUSI
Tayuenmuol c UCTMUHHOU
noauyumemueli.
JerKas, cpemHss wiM  Tspkenas | JlroGoe 5 Mr 2 pa3a B icHb
(kmacc A, B wmwm C 1o
kinaccudukanuu Yaina-I1e10)

Tlayuenmur nodxxcunozo eospacma (6 éospacme > 65 nem)
Koppekuuu 10361 ipenapara He Tpedyercs.

eTH
besonmacHocte u  addekTuBHOCT, Tpenapara PykcommutnHnO-AMEJIAPT 'y nereéi ¢
MuenopuOpo3oM M MUCTUHHOW MONUIMTEMHEH B Bo3pacte oT 0 g0 18 jer He yCTaHOBIICHBI
JlaHHBIE OTCYTCTBYIOT.
Pexxum nosuposanus g aetedt ¢ PTIIX B Bo3pacte ot 12 1o 18 siet He oTinyaercst oT pexkumMa
JO3UPOBaHUsl JUIsl B3pociblX. bezomacHocTs U 3¢ (eKTHUBHOCTH Mpemapata PykcomuTuHuo-
AMEJIAPT y nereii ¢ PTIIX B Bo3pacte ot 0 10 12 et He ycTaHOBJIeHbI. J[aHHBIE OTCYTCTBYIOT.

Cnoco0 nnpuMeHeHus

[Ipenapar Pykconutunu6-AMEJIAPT npuHHMaOT BHYTPh HE3aBHCHUMO OT BPEMEHHU IMpueMma

TN,
4.3. IIporuBOonmoOKa3aHuA
. ['Mnep4yyBCTBUTENBHOCT, K PYKCOJUTHHHOY WM K JIOOOMY U3 BCIIOMOTraTeJIbHbIX

BEIIECTB, IEPEUNCIICHHBIX B pa3zene 6.1;

. bepeMeHHOCTB M TIEPHO/T TPYAHOTO BCKapMITUBaHus (cM. pasnen 4.6).

4.4. Oco0ble ykazaHusi U Mepbl IPeIOCTOPOKHOCTH NMPHU NPHUMeHEeHUH

CHImKeHMe KOJIMYeCcTBA QOPMEHHBIX DJIIEMEHTOB KPOBH

Jleuenne mnpenapatoM PykconmutuHuO-AMEJIAPT  Moxer mnOpuBOAUTH K  Pa3BUTHIO
reMaTOJIOTHUECKUX HEeXeIaTelIbHbIX PEAKIUH, BKIIOYAIOMIMX TPOMOOLUTONEHHUIO, aHEMHIO U
HeliTponenuto. [lo Hawanma nedenust npenapatoMm Pykconutunu6-AMEJIAPT Heo6xoaumo
IIPOBECTHU KJIMHUYECKUN aHAIN3 KPOBH.

TpoMOonMTONEHUS

V narnmeHToB ¢ MuenodGuOPO30M C HCXOJHO HU3KUM KOJNMYECTBOM TpoM6omuTos (< 200 x 10%/n1
nepea HayalloM Tepamuy) BO3PACTaeT BEPOATHOCTH PA3BUTHS TPOMOOIMTONIEHHH BO BpEMS
JIeYEHUsI PYKCOJIUTUHUOOM.

TpomboruToneHus B 11eI0M o0paTuMa M, Kak MPaBHIIO0, KOPPEKTUPYETCSl CHIKEHUEM JTO3bI WIIH

BpPEMEHHBIM MpeKpalieHrneM npuema npenapara Pykcomutuano-AMEJIAPT (cMm. paznen 4.8).

11
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TPOMOOIIMTOB.

Anemus

[Tpu pa3BUTUM aHEMUU MOXKET MOTPeOOBaTHCS TpaHCPy3Hs IPUTPOLUTHOM Macchl. Kpome Toro,
HEOOXOUMO OLIEHUTh BO3MOXHOCTh KOPPEKIUH J03bl UM MPEPHIBAHUS JICUCHUS MPErnaparom
Pykcomutunn6-AMEZIAPT (cMm. pasznen 4.8).

Heurponenus

B nenom Heiitporenus (abcomoTHO umcio Heifrpoduao (AUH) < 0,5 x 10%x1), B cioydae ee
pa3BuTHsA, OblIa OoOpaTMMa W KOPPEKTUpPOBAJlaCh BPEMEHHOW OTMEHOM IpHeMa Ipemnapara
Pykcomutunn6-AME/JIAPT.

Crnemyer KOHTPOJIMPOBATH MOKA3aTenn OOMICKIMHHUYECKOTO aHalM3a KPOBH B COOTBETCTBHU C
KIIMHUYECKON CUTYaIueil 1 KOppeKTUPOBaTh 103y mpenapara (cM. pazzaen 4.8).

Undekuyu

VY mauueHToB, MOIYy4aBIINX TEPANMIO PYKCOIUTUHUOOM, 3aperUCTPUPOBAHbl CEPbE3HbIE CIydau
OaKTepHaIbHBIX, MUKOOAKTEPHUAIIbHBIX, TPUOKOBBIX, BUPYCHBIX U JAPYIHX OMIOPTYHHCTUYECKUX
uHpekuuii. [lepen npumenenueM npenapata Pykconutununo-AMEJIAPT cnenyeT olieHUTh pUCK
pa3BUTHs cepbe3HbIX HHQeKkuui. Crenyer THIATENbHO HAONIOAATh MAIUEHTA, IMOJIYYaIoIIero
npenapat Pykcomutuan0-AMEJIAPT, ans BbIABICHHS CHUMITOMOB HMH(EKIMH M B Ciydae
HE00XO0IMMOCTH He3aMeJINTEIbHO HAaUNHATh COOTBETCTBYIOLIEE JiedeHue. He cienyer HauMHaTh
TEparnuio MpenapaTom JI0 pa3peiieHus TSHKEeIOro akTUBHOTO HH(EKIIMOHHOTO MPoliecca.

VY manueHToB, MoJIy4yaBIIMX PYKCOIUTUHHUO, COOOIIANOCH O CIydasx TyOepKyesa.

BcenencrBue BO3MOXKHOCTH pa3BUTHUSL aKTUBHOW (OopMBI TyOepKyse3a mepes HayajoM Teparuu
[pernapaToM ciieflyeT 00cieoBaTh NalleHTa JJs BbISBJICHUS aKTUBHOW WJIM JJATEHTHON (POpMBI
TyOepKyIe3a B COOTBETCTBUU C MECTHBIMU KJIMHUYECKMMHU PEKOMEHIALMSMHU.

VY mnauueHToB C XPOHMYECKHMM BHPYCHBIM TelaTUTOM B, momydarommx pyKCOJIUTHUHUO,
orMmevanoch yBenundenue tutpa JJHK Bupyca rematura B kak c, Tak 1 0€3 cOIpOBOXKIAIOILIETO
yBenudyeHus: akTUBHOCTH ACT u AJIT. HeusBecTHO BiAMSIHUE PYKCOJUTUHMOA HA PETUTUKAIUIO
JIHK Bupyca renaruta B. JleueHre 1 KOHTPOJIb COCTOSIHUS NAUEHTOB C XPOHUYECKUM BUPYCHBIM
rernatuToMm B cienyer mpoBOoUTh B COOTBETCTBUH C OOIIENPUHATHIMU CTaHAPTAMH KIMHUYECKOH
MPaKTUKH.

OnosCchIBAIOIINN repriec

[Tepen npumenenuem npenapata Pykcomutunn0-AMEJIAPT Bpauy criegyeT o0y4uTh MalueHTa
CBOEBPEMEHHOMY BBISBICHUIO PAaHHUX CHUMIITOMOB OIOSCBHIBAIOIIETO TIepreca, COOOIUB O
HEO0OXOIMMOCTH PAaHHETO Hayasa JICYeHHUS.

[Iporpeccupyromnas MyIsTHGOOKAIBHAS JIEHKOYHITEhaTIOmaThsI
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[Tpu npruMeHEHUN PYKCOTUTHHNOA OBLIO TTOTYYEHO coodﬂgﬁ;r;l %%JI;SE'IEJ E:BE %; T’IM:JTH.N )

Jledamemy Bpauy cieayeT cOXpaHsITh HACTOPOKEHHOCTh B OTHOIIEHUU HEHPOIICUXUATPUUECKUX
CHUMIITOMOB, MO3BOJIIIOIIMX 3ano103puTh passutue [IMIL Ilpu nonospenun Ha pazsurue [IMJI
clemyeT NpeKpaTUTh NpuMeHeHue mnpernapata Pykcomutuan6-AMEJIAPT no wuckmoueHus
JAHHOTO JUarHo3a.

310Ka4€CTBCHHEIC HOBOO6D330B3.HI/I$I KOXH 34 UCKITIOYCHUECM MCJIaHOMbBI

[Ipy npuMeHeHHH pPYKCOIMTUHUOA COOOIMIAIOCh O CIOy4asX pa3BUTUS 3JI0KAYEeCTBEHHBIX
HOBOOOPA30BaHUM KOXKM, 3@ HUCKIIOYEHUEM MEJIaHOMbI, B TOM 4ucie 0a3aJbHOKIETOYHOM M
IUIOCKOKJIETOYHOM KapLUHOMBI, a TaKXe KapLMHOMBI M3 KieTok Mepkens. B GonbmmHcTBe
CIlyuyaeB y TaKWX MAIMEHTOB C MHUENO(PUOPO30OM W HMCTUHHON MOJUIMTEMHEH B aHaMHe3e
IPOBOJMIIOCH MPOJOIDKUTENIBHOE JICUEHUE IpenapaTaMu T'MAPOKCHMOYEBUHBI UM paHee ObUTn
BBISIBJICHBl 3JI0KaYECTBEHHbIE HOBOOOpA30BaHMS KOXKH, 32 HCKIIOYEHUEM MEJIAHOMBI, WM
IPEIpPaKoBble  IMOpPAaXEHUs KOXUA. [IpuumHHO-CclencTBEHHas CBA3bL €  IPUMEHEHUEM
pykconutuHHOa He ObUla YCTaHOBIEHA. PeKOMEHAyeTcs NPOBOAUTH IEPUOIUYECKOE
o0cieloBaHUE KOKHBIX IIOKPOBOB Yy IAIMEHTOB C IIOBBILIEHHBIM PHUCKOM DPa3BUTHUS
3JI0KaYeCTBEHHBIX HOBOOOPA30BAHUN KOXKH.

HM3MeHeHre TUOUIHOTO HDOd)I/IJ'ISI

OTMeUeHo YBCIMYCHNUEC KOHUCHTPALUUN JIMITHUAO0B, BKIIIOYasA YBCIMUYCHHUC KOHLCHTPpAlIUNU O6III€F0
XOJIECTCpHHA, JIMIIONPOTECHUOIOB BBICOKOM M HHM3KOM INIOTHOCTH U TPUTIIMLCPHUIOB,
ACCOUMUPOBAHHLBIC C ICUCHHUEM py'KCOJ'II/ITI/IHI/I6OM. PeKOMeHHOBaH KOHTPOJIb JIMITUAHOTI'O HpO(I)I/IJ'ISI
" KOpPEeKIUA JUCITUTIUACMHAN B COOTBETCTBUU C MECTHBIMU KIIMHUYCCKUMHU PEKOMCHAAIIUSAMU.

CHHIPOM «OTMEHEI»

[Tocne mnpekpaimieHus Tepanuu PYKCOJIUTUHUOOM CHUMITOMBI MuenoduOpo3a (Takue Kak
yCTanocTb, OO B KOCTAX, JUXOpaaKa, 3yJ, HOYHAs IOTJIMBOCTb, CHUMIITOMAaTHYecKas
CIUICHOMETAJINS U CHU)KEHHE Macchl Tela) MOTYT BO3Bpallatbes. B psne ciiydaeB y NalueHToB,
MPEKPALABIINX IPUMEHEHUE PYKCOJUTUHNOA, BO3ZHUKAIN CEPhE3HbIE HEXENaTEeIbHbIE peaklun
(HP), ocobenHo mpu HamIu4MM OCTPOrO COIYTCTBYIOLIEro 3abosieBaHus. He ycraHoBieHo,
criocoOcTBOBana M pa3sutuio HP peskas ormena pykconutunu6a. Ecnu pe3skoro npekpaiieHus
OpUMEHEeHUs TMpernapara He TpeOyeTcsi, MOXHO pacCMOTPETh BO3MOXKHOCTH ITOCTEIIEHHOI'O
CHI)KEHHUS JIO3BI.

HaDVHIeHI/Ie d)VHKHI/II/I IIOYCK MJIM IICYCHHU

Crnenyer cobm0aaTh OCTOPOKHOCTD NPU NMpUMeHeHuH npenapara Pykconutuan6-AMEJIAPT y
NAaIMEeHTOB ¢ HapylIeHHeM (DYHKIIMM MOYEK TSKEJION CTENEHH, B TOM YHUCIIe, HaXOJAIUXCcsS Ha
reMOIUaNIN3€e WK OMy4YaloUIiX Mpolelypy reMouain3a, y MalueHToB ¢ HapyleHneM G yHKINUN

IICYCHMU.
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COOTBETCTBYET 3KCINEPTHI 'H-' OTYETY

Crnenyer coOmoaTh OCTOPOKHOCTH NMPH NMpUMeHeHuH mpenapara Pykcomutunn6o-AMEJIAPT
OJTHOBPEMEHHO ¢ MOUIHBIMH HHTHONTOpamu n3odepmenta CYP3A4.

BcnoMorareabpHEIC BEIECTBA

[Tpenapar Pykcomutuan6-AMEJIAPT conepskut stakTo3y. I[lammenTam ¢ peako BeTpedaromnieics
HACJIC/ICTBEHHON HETIEPEHOCHUMOCTBIO TaJlaKTO3bl, NS(UIIMTOM JIAaKTa3bl JOMAPEH MU TIFOK030-

raJIakTO3HON MallbabcopOImel He clieAyeT MPUHUMATh 3TOT Mpemnapar.

45. BzaumojeiicTBHe ¢ JAPYrMMH JIeKAPCTBEHHBIMH TMpenapaTamMH M JApPyrue BHJbI
B3aNMOJAEeHCTBUSA

CDCZ[CTB&, KOTOPBIC MOI'YT USBMCHUTH KOHIICHTPAILIUIO DVKCOJII/ITI/IHI/I621 B IJ1a3M€ KpOBH

Mownvle uneudbumopor uzogpepmenma CYP3A4 (nanpumep, riapumpomuyun, UHOUHABUD,
UMpAaKoHAasoll, KemoKOHA30]l, JONUHABUD/PUMOHABUD, DUMOHABUD, HeLpUHABUD, CAKBUHABUD,
MeIUMPOMUYUH, BOPUKOHA30], 2pelngpymosulii cox): y 3I0pOBBIX JOOpPOBOIBIEB IpPUEM
KETOKOHAa30J1a, MomHoro uHruoutopa m3opepmenta CYP3A4, B noze 200 mr 2 pasza B JICHb B
TeyeHue 4 nHei, npuBoaua K noseiieHn0 AUC pykconutranOa Ha 91 % u yanuHeHuto nepuoia
nostyBbiBeaeHus ¢ 3,7 4 10 6,0 4.

B cnydae nmpumeneHus ¢ MormHbIMU HHruouTopamu uzopepmenta CYP3A4, obmas cyTrouHas
71032 PYKCOJIUTUHHOA NOJDKHA OBITh CHIDKEHa npuOnmsutenbHo Ha 50 % 3a HCKIIOYECHUEM
nanueHToB ¢ PTIIX, y KOTOpbIX HE OBLIO BBIABIECHO CYLIECTBEHHOI'O BJIMSHMS Ha KaKHe-InOO
NoKa3aTear MOJIENH HNOMYISIMOHHON (hapMaKOKUHETHUKU.

[TanmenTa cienyer THIaTEAbHO HAOMIOJATh HA MPEIMET CHIDKEHHs KOJIW4YecTBa (OPMEHHBIX
AJIEMEHTOB KpPOBHU, NMPU HEOOXOAMMOCTH PEKOMEHJIyeTcs HalibHeWIIas KOpPpEeKIHs J103bl Ha
OCHOBaHUU JAaHHBIX 3 (HEKTUBHOCTU U 0€30IaCHOCTH.

Cnabuvie u ymepennvie uneuoumopul usogpepmenma CYP3A4: nipueM 3pUTPOMULIMHA, YMEPEHHOTO
unruoutopa nzopepmernta CYP3A4, B noze 500 mr 2 pa3a B IeHb Y 3/I0pOBBIX TOOPOBOJIBIIEB B
TeueHue 4 Her MpUBOAMI K noBbiieHuto Ha 27 % AUC pykconutunuoa.

Koppekuust 10361 He TpeOyeTcsl mpy OJAHOBPEMEHHOM MPUMEHEHUHU IpenapaTa PykconuTuHuo-
AMEJIAPT co cnabbiMu uiau ymepeHHbIMH uHruouropamu usopepmenta CYP3A4 (B T.u.
SPUTPOMHMLIMHOM). B Hauane Ttepanuu pyKCOIMTUHHUOOM OJHOBPEMEHHO C YMEPEHHBIMHU
uaruoutopamu  m3opepmenta CYP3A4 mnamumeHta cneayeT TIIATENbHO HAOMIOIATh C
orpezesieHueM KoJindecTBa (POPMEHHBIX 3JIEMEHTOB KPOBH.

Heouinvie ymepenuvie uneubumopvi uzogpepmenmos CYP2C9 u CYP3A4 (nanpumep,
@nykonason): 'y 370pOBBIX TOOPOBOJIBIEB, MOTYYaBIIUX (IIYKOHA30J, TBOMHOM HHTHOUTOP

nzoepmerntoB CYP2C9 u CYP3A4, B Bume omHokpatHoit 70361 400 Mr ¢ TOCIETYOITUM
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COOTBETCTBYET 3KCINEPTHI 'H-' OTYETY

pykconutruHHOa Ha 232 %.

o3y npenapara cieayer yMeHbIIUTh Ha 50 % Npu 0AHOBPEMEHHOM NPUMEHEHHUH C JIBOMHBIMU
ymepeHHbiMH uHTHOUTOpamMu u3zodepmentoB CYP2C9 u CYP3A4. Craemyer wusberarthb
OJIHOBPEMEHHOT'O IPUMEHEHHUS PYKCOIUTUHUOA ¢ PIIyKOHA30JI0M B J103¢€, MpeBbliatomieii 200 mr
B JICHb.

Hnoyxmopwr uzogpepmenma CYP3A4: B Hauane JEUEHUS OIHOBPEMEHHO C WHIYKTOPAMH
nzodepmenta CYP3 A4 koppekuus 10361 HE pekoMeH1oBaHa. [Ipu ymenbmennn 3¢hpexTuBHOCTH
OJIHOBPEMEHHOT0  JieueHHUs mnpemapatoM Pykcomutuau6-AMEIIAPT ¢ uHaykropamu
uzopepmerra CYP3A4 HEoOXOAMMO pacCMOTPETh MOCTEIICHHOE YBEIWYCHHE 03Bl Mpernapara
Pykcomutunn6-AME/JIAPT.

Y 310pOBBIX JOOpPOBOJIBIEB, IMOJYYaBIIUX PU(PAMIUIINH, MOUIHBIA HHIYKTOP H30(hepMeHTa
CYP3A4, B noze 600 mr 1 pa3 B genb B Teuenue 10 queit AUC pykconutunuOa mnocie npruema
OJIHOKPATHOM J03bl yMeHbINANach Ha 71 % 1 mepuo1 mostyBbIBeieHUs cHUKacs ¢ 3,3 4 1o 1,7 4.
OTHOCHUTEIHPHOE KOJMYECTBO AKTHBHBIX METAOOIMTOB IMOBHIMIATIOCH IT0 OTHOIIECHUIO K UCXOTHOMY
BEIICCTBY.

P-enuxonpomeun u Opyeue benxu-nepenHocyuxu: HE PEKOMEHIYETCS KOPPEKIHUS 03Bl IPH
npuMeHeHun npenapara Pykcomutunn6-AMEJIAPT 0aHOBpEMEHHO ¢ JIEKApCTBEHHBIMU
CpPEICTBAMH, B3aUMOJICHCTBYIOIIMMH C  P-TITMKONPOTEMHOM W JOPYTHMH  OCIIKaMH-
MEPEHOCUYUKAMH.

Jpyrue n3ydeHHbIE€ I€KapCTBEHHBIEC B3AUMOACHCTBHUS

Cyocmpamvr CYP3A4: wuccnefpoBaHue y 3I0POBBIX JTOOPOBOJIBIEB IPOJIEMOHCTPUPOBAIIO
OTCYTCTBHUE KJIMHUYECKH 3HAYNMOTO (hapMaKOKHHETHIECKOTO B3aUMOJICHCTBUS PYKCOJIMTHHIOA C
muazonamoM (cyocrparom nzopepmenta CYP3A4).

Ilepopanvhuvle KOHMPAYenmuewl: UCCIIeIOBaHUE y 3JI0POBBIX J0OPOBOJIBIIEB
MIPOIEMOHCTPHUPOBAJIIO OTCYTCTBUE BIHMSIHHUS PYKCONIUTHHIOA Ha (hapMaKOKHHETHKY EPOPATBHBIX
KOHTPAIICTITUBOB, COACPXKAIIMX STHHUIICTPATUONT U JICBOHOPTECTPEN, B CBSA3M C 4YeM HE
OKU/IaeTCsl CHIDKEHUS AP PEKTUBHOCTH MEepOpaIbHBIX KOHTPAILIETITUBOB C JAHHOW KOMOMHanuei

HeﬁCTBYIOMHX BCIICCTB TpHU OJHOBPEMECHHOM IMPUMCEHCHUU C pYKCOJ'II/ITI/IHI/I6OM.

4.6. DepTUIBLHOCTDH, 0€PEMEHHOCTD U JIAKTAIIUS

>KeHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaHeHHI/Iﬂ Y MY)XYHH U )KCHHII/IH)

B HCCJIICAO0OBAHUAX Y ) KUBOTHBIX OBLIO IIOKa3aHo, 4YTO pyKCO.TII/ITI/IHI/I6 BPCACH IJI1 pa3BUBAIOIICTOCA
mioaa.
HaHI/IeHTKaM C COXpaHCHHBIM PCIPOAYKTHBHBIM IIOTCHIHUAJIOM CICAYET UCIIOJIB30BATh HAACKHBIC

METO/Ibl KOHTpALETIIIUK BO BpeMs Tepanuu npenapatoM Pykconntnun6-AMEJIAPT.
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(NMOCNEOOBATENEHOCTE 0004)

MY OTYETY

bepemeHHOCTD

B penpoayKTHUBHBIX HCCIEIOBAaHHMSIX Ha KpPbICAX M KPOJMKAX OBUIM OTMEUEHBI BBI3BAHHBIC
PYKCOTUTHHHOOM sIBIICHUS dMOpHo- U (eroTokcuuHocTu. [lociie mpeHaTalbHOTO BO3ICHCTBUS
Ha0JI0/1A10Ch YBETUYCHHUE TOCTUMITIAHTAIIMOHHBIX MOTEPh Y KPOJIMKOB U CHHXKEHHE MacChl Tela
IJI0J1a Y KPBIC U KPOJIUKOB.

[TpoTuBONOKa3aHo npuMeHeHue npemnapara Pykcomntuano-AMEJIAPT Bo Bpems GepeMeHHOCTH.
JlakTanus

B noknmHuYeckuX UCClIeJOBaHUSIX ObUIO MOKA3aHO, YTO PYKCOJIMTUHUO W/UITU €r0 METabOIUThI
BBIJICTISIIOTCS. B MOJIOKO KOPMSIIIUX KPBIC, B YACTHOCTH, PYKCOJIUTUHUO W/UIIK €ro METabOIUThI
OblIM OOHapyXeHbl B MOJIOKE JIAKTHPYIOIIMX JKUBOTHBIX B KOHIEHTpanusx, B 13 pa3
IIPEBBIAOIIMX KOHLEHTPALMIO B ILIa3Me KpoBM Marepu. HeusBecTHO, BbLACIAETCS U
PYKCOJTUTHHHUO B TPYTHOE MOJIOKO Y YETIOBEKa.

[IpoTtuBomnoka3zano mpumeHeHue mnpenapara Pykcomutunu0-AMEJIAPT B mepuon rpyaHoro
BCKApMJIMBaHMSL.

DdepTUabHOCTD

Het paHHBIX O BIUSHUU pYKCOJ'II/ITI/IHI/I6a Ha (I)epTI/IJIBHOCTL Yy 4YCJIOBCKaA. B ucciaegopanusx y

JKNBOTHBIX HEC BBISIBJICHO BJIMAHHA HA q)epTI/IJ'ILHOCTB.

4.7. BinsiHue Ha cOCOOHOCTH YIPABJSATH TPAHCIIOPTHBIMH CPeACTBAMU M padoTaTh
¢ MeXaHU3MaMu

HccnenoBanus BIUSHUS IIperapaTa Ha CIOCOOHOCTh K YIPABJICHUIO TPAHCIIOPTHBIMU CPEICTBAMU
U/WIIM MEXaHW3MaMU He ITPOBOIMINCE. Y UUTHIBasi BO3MOXKHOCTb Pa3BUTUSI HEKOTOPBIX TOOOYHBIX
spdexkroB Ha ¢oHe mnpuema mnpenapata PykcomutuHuO-AMEJIAPT (ronoBokpyxeHue),
MaIMeHTaM CJIeIyeT COOI0AaTh OCTOPOKHOCTH MPH YIIPABICHUHU TPAHCIIOPTHBIMH CPEJICTBAMU U
3aHATUSAX JPYTUMH TOTEHIMAJIbHO ONACHBIMH BUAAMHU  JESTEIbHOCTH, TPEOYIOIMMU

MOBBIIICHHOMN KOHICHTPpAllUX BHUMAHUS.

4.8. He:xenatenbHble peakuumn

Pesrome nnpoduiast 0e30macHoCTH

Muenogubpos

Haubosnee yacTo BcTpeuaeMbIMH HeXKeJaTeNbHBIMU JieKapcTBeHHbIMU peakiusivmu (HJIP) 6buim
TpoMbouuTonenus u anemus. ['emaronornueckue HJIP (mo6oit crenenu tsxectu mo CTCAE®)
BKTFOYasM aneMuro (83,8 %), Tpomboruronenuto (80,5 %) u Heirponenuro (20,8 %), kKoTopbie

HOCHUJIM J0303aBUCHUMBIN XapaKTep.
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CMEPTHOMY OTUETY

KpOBOTEUYEHMSI (BKIII0Yasi HOCOBOE KPOBOTEUEHHE, KPOBOTEUEHUE I10CIIE MPOLIEYPhI U FEMAaTYPHIO
(24,3 %) u ronoBokpyxkenue (21,9 %).

Haubonee wyacto BCTpeyaromMMHCS HEreMaTOJIOMUECKUMU HapyIICHUSAMU J1a00paTOPHBIX
mokaszarejieii ObLIM: yBEJIMUYCHHE aKTHBHOCTH anaHuHamuHOTpaHchepassr (AJIT, 40,7 %),
acmmapraramuHotpancdepaszsl (ACT, 31,5 %) u runeprpurmumupunemus (25,2 %). He
OTMEUAJIOCh Pa3BUTHUE TUIIEPTPUINIMLIEPUIEMUN CTENIEHN 3—4, a TaKKe YBEIMUYEHUSI aKTUBHOCTU
ACT wmm AJIT 4 crenenn tsokectu (mo CTCAE®).

[Ipu omeHKE [OJTOCPOYHBIX JAHHBIX 10 O€30MacHOCTH Mpenapara y TMalHeHTOB C
MuenopuOpo30oM, KOTOphIE MONYyYadd TEPAlHi0 PYKCOIUTHHHOOM, KyMYJSTHBHAs dacTOTa
HexenarenbHblx  sBiaeHud (HS) yBenuuunack mNpomopuUUMOHANIBHO YBEIMYEHHIO MEpPHOJIa
HabmoieHus. B pesynbrare anann3a 0OHOBJICHHBIX IaHHBIX, TPEKPAIICHHE JICYCHHSI B PE3YJIbTaTe
pa3sutusa HJIP norpeboBaniocs y 30,0 % nmanueHToB.

* — kymaccuuKanus CTENEHEH TsHKECTH HeKelaTeNbHBIX siBiieHni 1o kinaccupukanmu CTCAE
(Common Terminology Criteria for Adverse Events, cTanmapTHble TEPMHUHOJIOTHYCCKHE
KPUTEPUU OLIEHKU HEeXKENaTeIbHBIX ABIIEHUN) | - IerKas cTeneHp 2 - CpeAHsis CTENeHb 3 - TsKenas
CTerneHb 4 — KpaliHe Tspkenasi (KU3HeyrpoxkKaromias) CTeneHb

Hcmunnas noruyumemus

HaubGonee wacro Bcrpeuaembimu HJIP siBnsimuce: anemus (61,8 %) u yBennueHue aKTUBHOCTH
AJIT (45,3 %).

I'ematonornueckue HJIP (sro6oii crenenn Tspkectr mo CTCAE) Brmouanu anemuto (61,8 %),
Tpombonuronenuto (25,0 %) u neitrponenuto (5,3 %). Anemus unu TpombouuTonenus 3 uinu 4
CTaJIuY 3aperucTpupoBansl y 2,9 % u 2,6 % naunueHToB COOTBETCTBEHHO.

Haubonee yacto BcTpeuaronumucs Herematonorundeckumu HJIP Opin: yBennueHnne mMacchl Tena
(20,3 %), ronoBokpy:xenue (19,4 %) u ronosHas 6osb (17,9 %).

HaunbGonee wacto BCTpeyaromIMMHCS HEreMaToJIOTMYEeCKMMM HapyHIEHUsIMH J1a00paTOpHBIX
nokazarenei (Jito0oil creneHu TskecTH) ObutH: yBenuueHue akTuBHOCTH ACT (42,6 %) u AJIT
(45,3 %), runepxonectepunemus (34,7 %). Beimenepeuncnenusie HJIP 6bi11 1 unu 2 cTeneHu
TSOKECTH, C €IMHUYHBIM OTMEUEHHBIM citydaeM yBenuueHus: aktuBHocT ACT no crenenu 4.

C yBenuyeHHEM MPOJOJDKUTENBHOCTH BO3JCHCTBHS Ipermapata KyMYJSTHBHAs 4acToTa
HekoTopelx HS yBenmuumiiach, OJHAKO HOBBIX SIBIIEHUH 3aperucTpupoBaHo He Obuto. I[lpum
KOPPEKTUPOBKE OTHOCHUTEIHHO BPEMEHM BO3JEHCTBHS mpemapara, yactora HS Obuta B 1enom
COTOCTaBUMA C JaHHBIMU, TTOTYYEHHBIMU HA HAYATBHBIX CTAUSIX KIMHUYECKUX UCCIICIOBAHHA.
IIpexpanienue neuenus Beaeacrsue passutus HJIP, He3aBUCMMO OT NMPUYMHHO-CIIEICTBEHHOU

CBSI3U C UCCJIEIYEMBIM TIperapaTom, morpedoBanocsk y 19,4 % mamnueHToB.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Hau6onee wacro Berpeuaembivu HIIP sBisunck: Tpombornutonienus (85,2 %), anemus (75,0 %)
u Helrponenus (65,1 %).

I'emaronornueckue HIJIP Bkmouwanu tpomOouurtonenuto (85,2 %), anemuro (75,0 %) wu
Heiitponenuto (65,1 %). Anemust crenenu Tsokectu 3 mo CTCAE* Berpeuanacs y 47,7 %
MAIUEHTOB, TPOMOOIIUTONICHUS cTeneHH TsokecTH 3 u 4 —y 31, 3 % u 47,7 % COOTBETCTBEHHO.
HaubGonee yacto BcTpeuaromumucs Heremarosioruueckumu HJIP Obumi: nuromeranoBupycHas
unpekuus (LUMB) y 32,3 %, cencuc y 25,4 % u undexkuuu MouenoyioBeix nyreit y 17,9 %
MAIUEHTOB.

Haubosee wacto BCTpEYarOIIMMUCS HETeMaTOJIOIMYECKMMH HapyHICHUSAMHU J1aOOpaTOPHBIX
nokasareneii Opumm: yBenmuwuenme aktuBHoctm AJIT (549 %) um ACT (52,3 %),
runepxonecrepunemusi (49,2 %). B 6onpmmHcTBE c1ydaeB 1 U 2 CTENEHH TSKECTH.
[Ipexpaienue jgeuenus: BeiencTsue pazputus HIIP, He3aBUCHMO OT MPUYMHHO-CIIEICTBEHHON
CBSI3U C UCCJIEIYEMBIM MpEerapaTom, moTpedoBasiocsk y 29,3 % manueHToB.

Xponuueckasa PTIIX

Haubonee uvacto BcTpewaembiMu HIJIP saBnsmuch: anemus (68,6 %), rumepxojecTepuHEMUs
(52,3 %) u yBenuuenue aktuBHOCTH ACT (52,2 %).

I'emaronornueckue HJIP Brimtouanu anemuto (68,6 %), tpombouuronenuto (34,3 %) u
Heirporienuio (36,2 %). Anemus crenenn Tsokectd 3 mo CTCAE* Berpewanacs y 14,8 %
MalKUEHTOB, HEUTPOIIEHUs cTeneHH TshkecTH 3 14 —y 9,5 % u 6,7 % COOTBETCTBEHHO.

HaubGonee wuyacto BcerpedaromuMmucs Heremaronornueckumu HJIP  Obiin:  moBbllIeHHe
aprepuanbHoro nasienus (15,0 %), ronosnas 6o0isb (10,2 %) 1 MHPEKINN MOYETIONOBBIX MyTei
(9,3 %).

HaubGonee wacto BCTpeyarOMMMHCS HEreMaTOJOTMUYECKUMU HapyIICHUSIMU J1ab0paTOPHBIX
nokasarenei Obun: runepxonectepuneMus (52,3 %), ypenuyenne aktuBHOCTH ACT (52,2 %) u
AJIT (43,1 %). B GonpmmmHCTBE citydaeB | u 2 CTENEHU TAKECTH.

IIpexpanienue neyenus Beaeacrsue passutus HJIP, He3aBUCMMO OT NMPUYMHHO-CIIEICTBEHHOU
CBSI3U C HCCIIEyeMbIM IpenapaToM, notpedoBanocs y 18,1 % narueHTos.

Tabauunoe DPE3IOME HEXKENATEIbHBIX PEaKIINN

HIJIP, ommeuaswiuecsi npu npumeHeHuu npenapama 6 xooe KIUHUYECKUX UCCIe008aHUU U U3
CNOHMAHHBIX COOOWEHUT U NO OAHHBIM TUMEPAMYPHBIX UCIMOYHUKOB

HJIP crpynmnupoBaHbl B COOTBETCTBHH C KiIacCU(pHKaIMeld opraHoB u cucteMm opranoB MedDRA,
B [IpeZieIaxX KayK0M IPYIIIbI IEPEUYHUCIICHBI B IOPAIKE YMEHBIIEHHS YaCTOThI BCTPEYaEMOCTH.
Jlns OueHKM 4YacTOThl BCTPEYAEMOCTH MCIIONb30BaHbl CIENYIOIMIME KPUTEPUH (COTJIacHO

knaccuukauun BceemupHol opranuzanuu 3apaBooxpanenus (BO3)): ouens uvacto (=1/10);
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gacto (>1/100, o <1/10); mewacto (>1/1000, u

COOTEBETCTEBYET 3KCINEPTH( 'H-' OTUETY
oT 14 .08 2025 Nz 2

) <1/100Y- b 1A 0069 o éi'/Tooé) Whdens

penko (<1/10000), wacroTa HeusBeCTHa (HA OCHOBAaHUHM WMCIOIIUXCS JAHHBIX OIICHHUTH

HEBO3MOKHO).

B xnmmHMYeckux uccnenoBanusax Tsoxectsh HJIP onennBanack cornacHo kinaccudukanuu CTCAE.

Taoauna 10. Kareropuu 4acToThl HEXEIATEIbHBIX JIEKAPCTBEHHBIX PEAKIMU, OTMEUECHHBIX B

UCCIeIoBaHMsX 3 (a3bl y MAUEHTOB ¢ MUETOPHOPO30M U UICTUHHON TOTMLIUTEMHUEH

He:kenarenbHasi JieKapcTBeHHAs
peaxiust

Karteropusi yacrorsnl
IJIS manuenToB ¢ M@

Karteropusi yacTrorbi
s nmanuentos ¢ UIT

Hnepexkyuu u unseazuu

WH}peKnnu MOYCBBIBOISIINX TyTeiH*®

OueHp 4acTo

OueHp 4acTo

OnosceiBaromuii aumain®©

OueHp 4acTo

OueHp 4acTo

(50 000 — 25 000/vm°)

[THeBMOHMS Ouensb yacto Yacro
Cencuc Yacro Heuwacro
Ty0epkyne3 Heuwacro YacToTa HensBecTHa'
PeakTuBanus Bupyca renaturta B YacToTa HeM3BECTHA' Heuacro
Hapywenus co cmopoust Kpoeu u tumgpamuyeckoii cucmemi®®
Anemus’®
Crenenb 4 o CTCAE! (< 6,5 r/m1) Ouensp yacto Heuacto
Crenenb 3 mo CTCAEY (< 8,0 — 6,5 r/mn) Ouensb yacto Yacrto
Jlio6as crenens mo CTCAE? Ouenp yacto Ouensb yacto
TpomGomuTOneHus"
Crenens 4 mo CTCAE? (< 25 000/Mm®) Yacto Heuacto
Crenenb 3 mo CTCAE?

Ouensb yacto Yacro

JTro6as crenens mo CTCAEY OueHb 4acTo OueHp YacTo
Heiitponenus®

Crenens 4 mo CTCAEY (< 500/Mm°) Yacto Heuacto
Crenens 3 mo CTCAE?

(< 1000 — 500/nv%) Yacro Heuacto
JTro6as crenens mo CTCAEY OudeHb 4acTo Yacto
[aunuroneHus™® Yacro Yacto

KpoBoteuenue (m000e KpoBOTEUEHUE, B

TOM quciie BHYTPHUYEPEITHOE
KPOBOMBIIUAHUE M KPOBOTECUEHHE U3
XKKT, xpoBomoATékn U Jpyrue BUIBI

KPOBOTEUEHHUS)

OueHb 4acTo

OueHb 4acTo

)Ke.]'[y,ZIO‘—IHO-KI/IHIe‘IHoe KpPOBOTCYCHHC

OueHb 4acTo

Yacto

BryTpuuepennoe KpoBOU3IUsIHNAE

Yacto

Heuacto

Jlpyroe KpoBoTe4eHHE (BKIFOYast HOCOBOE
KpPOBOTEUEHHE, MOCTIPOIETypHOE
KpPOBOTEUEHHE U reMaTypusi)

OueHp 4acTo

OueHp 4acTo

Hapywenua memabonusma u numanun
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TunepxonecTepuHeMus® mo0oi cTeneHn

UYECHB 4aCTO UYECHB 4aCToO
no CTCAE®

b

I'mneprpurimnepueMus 1000

crenenu mo CTCAEY

OueHp 4acTo

OueHp 4acTo

VBennuenue Beca Tena’

OueHp yacTo

OueHb yacTo

Hapywenus co cmoponst HepEHOIL cucmembl

T'ooBoKpysKeHHE?

OueHp 4acTo

OueHp 4acTo

TonoBHast 00np?

OueHp 4acTo

OueHp 4acTo

Hapywenusa co cmoponwl cocyooe

OueHb yacTo

OueHb yacTo

AprepuanbHas THIICPTEH3UA

Kenyoouno-kuwieunvie napywienus

IloBEIICHHAS aKTUBHOCTD JIMMA3bI JTI000M

OueHp 4acTo OueHp 4acTo

crenenn 1o CTCAEY
3amop? OueHpb 9acTo OueHpb 9acTo
Merteopuzm? Yacro Yacro

Hapymeﬂu}l CO CMOpPOHbBL né4eéHu u ofceﬂueebmod}lmux nymeﬁ

IToBeIIEHHAS AKTUBHOCTbH

alaHMHAMHUHOTpaHChepashI®
Crenens 3 no CTCAE?

(>5 x—20 x BI'H)

JIro6as crenens mo CTCAEY

IloBrIIeHHAas

Yacto Yacto

OueHn yacTo OueHp 4acTo

AKTUBHOCTH
acriapTaTaMHHOTpaHcdepasb”
JTro6as crenens no CTCAE?

Hapymeuu}z CO CMOPOHRbBI KOJHCU U HOOKOMCHbBIX MKAHEI

OueHp 9acTo OueHp 4acTo

Kpoonoaréxku ‘ OueHb 4acTo ‘ OueHb 4acTo

@ YJacToTa OCHOBaHA Ha JAHHBIX 10 HEXKENATEIBLHBIM SBJICHUSM.

— HcnbITyemblil, y KOTOpOTO OfIHA M Ta K€ HexeaTenbHas jJekapcTBeHHas peakuus (HJIP) BozHukia
HECKOJIbKO Pa3, yuuThIBaeTcs B naHHoi kareropun HJIP tonpko 1 pas.

— llpuBenenst HJIP, orMeueHHbIe HA OHE Tepanuy WK B Te4eHre 28 THEH Mocie MOCIeHEro mprueMa
npenapara.

® YacToTa OCHOBaHA HA JIAHHBIX JIAOOPATOPHBIX MCCIIEI0BAHHIA.

— ITanuent, y koroporo HJIP Bo3HHKIIA HECKOJIBKO Pa3, yuUThIBaeTCs B JaHHOU Kareropun HJIP Tosbko
1 pas.

— IIpusenensr HIIP, ormeueHHbIe Ha QoHE Tepanvy WM B TeueHue 28 JTHeH mocie MOCIeAHEro npueMa
mpernapara.

¢ [TaHMTONEHUS OTIpENeIIAeTCS KaK OJHOBPEMEHHOE CHI)KEHIE KOHLIEHTpauuu remMorinoouHa < 100 /i,
xonudectBa TpombOormToB < 100 x 10%n1 m komuuectBa Helirpoduno < 1,5 x 10%n (wim Huskwmit
YPOBEHb JICHKOIUTOB 2-W CTENEHH TSDKECTH, ©CIIM WM3MCHCHUS B KOJHYECTBE HEHUTPOdMIIOB
OTCYTCTBYIOT).

4 O6uIMe TEPMUHONOTHYECKME KPUTEPHMH I OlEHKH HesxkenatenbHbix spiennit (CTCAE) penakuun
3.0; crenenp 1 — JIeTKME CUMITOMEI; CTEIIEHb 2 — CHMIITOMEI CPETHEH TSDKECTH, CTETICHD 3 — TSIKEIbIE
CHUMIITOMBI; CTETIEHb 4 — CHMITTOMBI PEACTABIISIOT YIPO3Y AJIS )KU3HH.

¢ Ot HJIP oOcyxnatoTcst B TEKCTe.

" HJIP, BBIsBJICHHBIE B IIOCTPETUCTPAIIMOHHOM TIEPHUOJIE.

Muenodubpos

Hugpexyuu u uneazuu:
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Ouenv yacmo — WHPEKIMH MOYEBBIBOAIINX MyTEH, B : c:r:r-[:o 'E[ 'c“T C VP 'C—en 1/1_'%: rm ' Hsl,
S ol réthT) Vpocindme iyh

WH(DEKINU TTOYEK, OTIOSCHIBAIOIINIA TepIIeC, THEBMOHUS;

Heuacmo — Tybepkynes.

Hapywenus co cmoponst Kpoeu u 1umpamuueckon cucmemol:

Ouenb yacmo — aHeMHUs BCEX CTETICHEH TsokecTH (B ToM unciie 3 creneHu Tsokectu (> 80 — 65 1/1),
4 creneHu TskecTH (< 65 1/11)), TPOMOOIUTOTICHHUS BCEX CTETICHEH TSHKECTH, HEUTPOIIEHUS BCEX
CTENEHEW  TSHKECTH, KPOBOTECUEHHUS, BKIIOYAS  JKENYJAOYHO-KUIIEYHOE KPOBOTCUCHHE,
BHYTPUYEPEITHOE KPOBOUBIUSHUE, MOJKOXKHOE KPOBOMBIUSHUE, CUHSIKU, BKJIIOYAs YIINOBI,
9KXMMO3bI, T€MaTOMBbI, B TOM YHCIIe NepruopOUTanbHas reMaroma, MOBBIIIEHHAs CKIOHHOCTb K
CHHSKAM, TIETeXHH, ITypITypa, TPOMOOLUTONeH s 3-# cTenenu Tskectr (50 — 25 x 10%/m);

Yacmo — tpombormTonenus 4-if crenenn Tsoxectu (< 25 x 10%1), Helitponenus 4-if crenenu
tsmxectr (< 0,5 x 10%1), 3-ii crenenu Tsmxectn (< 1 — 0,5 x 10%11), maHIUTONEHMS.

Hapywenusa memabonuzma u nUmManu:

Ouenv uwacmo — yBEIMYEHHE MacChl Tejna, rumnepxosecrepuHemus (1, 2 cremneHu TSxKeCTH),
TUTIEPTPUTITUIICPUIEMUS.

Hapywenus co cmoponbsl HEPEHOIL CUCHEMBL:

OuyeHb wacmo — TOJIOBOKPYKEHHE, BEPTUT0, FOJI0OBHAs 00JIb;

Yacmo — HapylIeHUE paBHOBECHS;

Heuacmo — 6one3np Menbepa.

Hapywenus co cmoponst cocyoos:

Quenb uacmo — NOBBIIICHUE APTEPUATBHOTO J1aBJICHUS.

Kenyoouno-kuwieunvie napywienus:

Ouens uacmo — 3armop;

Yacmo — METEOPU3M.

Hapywenua co cmoponsl ne4eHu u Hcenuegblé00AmUx nymei:

Ouenb yacmo — nosellieHue akTHBHOCTH AJIT Becex creneHel TsHKeCTH, ITOBBIIIEHNE aKTUBHOCTH
ACT Bcex cTeneHel TIKECTH;

Yacmo — nosbiienne aktuBHocTH AJIT 3-if ctenenu (B 5—20 pa3 Bblllle HOPMBI).

[Ipy mnpUMEHEHUH pPYKCONUTHHUOA OBLJIO TOJIYy4EeHO COOOIIEHHE O Cciay4dae pa3BUTHUS
nporpeccupyromeid MynbTHGOKaIbHON Jelikodnnedanonatun ([IMJI). [lpu momospenun Ha
paszsutue [IMJI cenyer npekpatuTh NpUMEHEHHE ITpenapara.

ITocne orMeHsl Tepanuu y nauueHToB ¢ M@ moryT Bo3Bpamarbest cuMnTombl M@, Takue Kak
MOBBIIICHHAS] yTOMJIIEMOCTb, ©OOJb B KOCTAX, JIMXOpPAJKa, HOYHBIC TOTHI, KIMHUYECKU

BbIpa’KCHHAa CINICHOMETAJINA U ITIOTEPS BECA. B ximmamueckmx HCCIICOOBAHUAX Y MAIUCHTOB C M®
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o0mmii mokasarenap cuMOTOMOB M@ mocCTENneHHO Boé%;ﬁél&;'%'ig%@w Eﬁ!aglégﬁfo B

TeYeHUe 7 THEU IOCJIe OTMEHBI TEPAIIUH.

HctuaHas ITOJIHUIIUTCEMUA

Hngpexkyuu u unseazuu:

Ouenb wacmo — ONOSICHIBAIOIININ Tepriec, UHPEKIIMH MOYEBBIBOASIINX MYTEH;

Yacmo — THEBMOHUS.

Hapywenusa co cmoponst Kpogu u 1umgpamuueckoii cucmemol:

OueHnv yacmo — aHeMUsl BCEX CTENEHEH TsHKeCTH, TPOMOOLIMTONEHHS BCEX CTETEHEH TKECTH,
KPOBOIIOATEKH;

Yacmo — TpoMbonuTONIeH s 3-if crenenn TaxectH (50 — 25 x 10%/1), anemus 3 cTeneHu TSHKECTH
(> 80 — 65 /i), aHemMus BCeX CTENCHEU TSHKECTH, HEHTPOIICHUS, TAaHIIUTOTICHUS;

Heuacmo — anemus 4 creneHu tspkect (< 65 /1), TpoMOOIUTONIEHUST 4- CTENICHU TSHKECTH
(< 25 x 10%1), HeHTponeHus 4 1 3 CTENEHN TAKECTH.

Hapywenua memabonuzma u numanus:

Ouenv uwacmo — runepxosjecrepuHemus (1, 2 cTeNeHW TSHKECTH), TUIEPTPUTIULIEPUIEMUS
(1 cTeneHH TSHKECTH), YBETMYCHUE MACChI TeJa.

Hapywenus co cmoponbsl HEPEHOIL CUCHEMBL:

Ouenb yacmo — roJOBOKPYKEHHUE, TOJIOBHAS 0OIb.

Hapywenusa co cmoponwt cocyoos:

OueHb wacmo — MOBBIIICHNUE aPTEPUATIBHOTO 1aBICHUS.

Hapywenusa co cmoponsl 0ObixameabHou cUCmeMmbl, Op2aH06 PYOHOIL KNeMKU U CPEOOCMEeHUA:
Ouenb wacmo — OJBIIIKA, B TOM YHCJIE OJBIIIKA IPU (PU3NUECKON HArpy3Ke;

Yacmo — xauielb, HOCOBOE KPOBOTEUEHUE.

Kenyoouno-kuweunvie napyuwenus:

Ouenwv wacmo — abnoMuHaIbHas 00Jb, AUapes, 3amop;

Yacmo — TOIHOTA, METECOPU3M.

Hapywenusa co cmoponsl neueHu u y#cenuegoble00AuUX nymeii:

Ouenwv yuacmo — noBeieHue akTuBHOCTH AJIT Bcex cTemeHei TSKecTH, OBHIIIEHNE aKTUBHOCTH
ACT Bcex cTeleHen TIKECTH;

Yacmo — nosbiienne akTuBHOCTH AJIT 3-it ctenenu (B 5—20 pa3 BbIIIE HOPMBI).

Hapywenus co cmoponst mvluieunoil, cKe1emHnoil U coeOuHumeabHolu mKAHU:

Quenv wacmo — MBILIEYHBIE CIIA3MBbI;

Yacmo — apTpanrus.

Obwue napywienusa u peakyuu é mecme 66e0eHUA:

Ouenb yacmo — YCTAJIOCTh,
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Yacmo — acTeHus, OTEK, B TOM yuciie nepudepu
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YCCKHUC (J)IITQKII/I

MY OTYETY

Ta6aunma 11. Kareropuu 4acTOThl HEXENATENbHBIX JIEKAPCTBEHHBIX PEAKLMM, OTMEUEHHBIX B

uccnenoBanusx 3 ¢asbl y nauenton ¢ PTIIX

HexenareabHasi JIEKAPpCTBCHHAsA

Octpas PTIIX Xponnueckas PTIIX
peakuus
Hngpexyuu u uneazuu
[IMB unpexuus OueHb yacTo —
Cencuc Ouensb yacto —
HNHdexunst MouernonoBeIX myTen Ouenp yacto Yacto
BK-Bupycnas undekus — Yacto

Hapymeuu;l CO CmMOPOHbBL CUCHEeMbl Kposu u Jzumqbamutteamﬁ cucmemol

TpombonuToneHns Ouensb yacto Ouensb yacto
Anemus’ Ouensb yacto OueHb YacTo
Heitrponenus! OueHb yacTo Ouensp yacto
[anrnuronenns ™2 Ouenb yacto -

Hapymeuu}z MemadonuImMa U RUMAaHuA

I'unepxosecTepuHeMus’

OyeHb 4acTo

OueHp 4acTo

VYBenanueHue Macchl Teaa

Yacto

Hapywenusa co cmoponst HepeHOIl cucmembl

TooBHAas 60JIb ‘

Yacto

OueHp 4acTo

Hapywenua co cmoponwt cocyooe

IToBBIIIEHHE APTCPHUAIBHOT'O AABJICHUA ‘

OvyeHb 4acTo

OueHp 4acTo

Kenyoouno-kuweunvie napyuwienus

IToBBIIEHHAS AKTUBHOCTD JII/IHaSBll

OueHp 4acTo

IToBEIIEHHAS aKTUBHOCTD ElMI/IJ'Iq":I?,I)Il

OueHb 4acTo

Tommuora

OvyeHp 4acTo

3anop

Yacrto

Hapymemm CO CmMOpPOHbL neuenu u ofceﬂueebleot)ﬂmux nymeﬁ

TTosermiennas aktuBHOCTs AJIT

OueHp 4acTo

OueHb 4acTo

TTosenuenunasa aktuBHoCcTs ACT

OueHp 4acTo

OueHb 4acTo

Hapywenusa co cmoponst mbluieunoil, CKeJ1emnou u cOeOUHUmMenbHOol MKAHU

ToBbIIeHKE YPOBHS KpeaTHH(OCHOKMHA3HIL

OueHb 4acTo

Hapymemm CO CmMOPOHbL nOYEeK U MO‘IEBblBOO}lIMux nymeﬁ

IToBBIIEHHE KOHLCHTpAIMK KpCaTHUHWUHA B

CBIBOPOTKEC KpPpOBH

OueHb 4acTo

CpaBHCHUIO C HICXOAHBIMH IMOKA3aTCIIAMU.

orcyrctByioT). Crenenun CTCAE He omnpeneneHsl.

! YacToTa OCHOBaHAa Ha HOBBIX WU YXYyAIIAOIMUXCSA JaHHBIX J'Ia60paT0pHI>IX IoKa3zaTeJIel I10

2 [TaHUMTONIEHMS OTIPEENAETCS KaK OJJHOBPEMEHHOE CHIKEHHE KOHIEHTpauy reMoryioouna < 100 r/m,
konndectBa TpombomuToB < 100 x 10%n u xomuuectsa Helrpodunos < 1,5 x 10%n (unmm Huskwmit
YPOBEHb JIEMKOLMTOB 2-W CTENEHHM TSHKECTH, €CIM WM3MEHEHUs B KOJMYECTBE HENTPO(UIOB

Onucanue OTACIBHBIX HEXKCIATCIbHBIX DeaKHI/Iﬁ

Anemus
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B kmHHUYECKOM HCCIe0BaHUH Y MAIIUEHTOB C unenodaﬂi%%%ﬁé&&%‘éﬁ%‘ﬁ% %agﬁiﬁmﬂ

MIEPBOTO MMH30/1a AHEMUH 2 CTETEeHU TshKecTH Wi Bhiie 1o knaccudpukanuu CTCAE cocrasisina
1,5 mecaua. OnHOMY U3 aLMEHTOB NMOTPEOOBAIOCH ITPEKPAILEHUE TEPAIIMH 110 IPUYMHE aHEMUH.
Y  DanueHToB, MOJNYYaBUIMX PYKCOIUTHHHO, KOHIEHTpAlus TIeMOrNIoOMHa JocTUraia
MaKCUMaJIbHO HHM3KOTro ypoBHsA (Ha 15-20 r/m HMXKE MCXOTHOTO ToKasarens) Ha 8—12 Henene
TEpanuy, MOCJIEe YEero MOCTENEeHHO IMOBBIIIANACh M COXpaHsIach Ha ypoBHe Ha 10 1/1 HmKe
UCXOJIHOM (710 Hayasna jgeueHus ). JlanHas TeHASHIUS HaOI0Janach HE3aBUCHMO OT TOTO, OTyJas
JIM MALIUEHT TeMOTpaHc(dy3uu BO BpeMs TEpaIluu.

B mnanebo-koHTpomupyeMOM KIMHUYECKOM HcciaenoBaHuu y 59,4 % mnamueHToB C
MUENO(GUOPO30M, TMONYYABIIUX TEPANUI0 PYKCOIMTHHUOOM, MOTPEOOBATIOCh IPOBEICHUE
reMoTpaHc(y3uii, B TO BpeMs Kak B Tpymie miamnedo remoTpancdys3uu norpedosanucs y 37,1 %
MAIMEHTOB. B KIIMHUYECKOM HCCIIEeIOBaHUH C aKTUBHBIM KOHTpOJIEM (ONTUMAabHAsl AOCTYIHAs
Tepanusi) yacTora reMoTrpaHcdys3uil B rpymme pykconuTuHuOa cocraBuia 51,4 %, B rpymme
KOHTPOJISI TaHHBIN NoKa3aTtenb coctaBuil 38,4 %.

B knMHHMYECKHX MCCIEI0BaHUSAX aHEMHsS MEHEE 4acTO OTMEeYajach y MAlUEHTOB ¢ MCTUHHOMU
nonunutemueii (40,8 %) mo cpaBHeHHIO ¢ nanueHTamMu ¢ Muenoduodpozom (82,4 %). Y naiueHToB
C UCTUHHOM nojuuureMuen yactora ciydaeB 3 U 4 crenenu Tskectu no CTCAE cocrasisiia
1,1 % o cpaBHeHUIO ¢ 42,5 % y ManueHToB ¢ MUEIOPUOPO30M.

ITo naHHBIM KIMHUYECKHUX UCCIEAOBAHUH y MALMEHTOB ¢ ocTpor U XxpoHnudecko PTIIX anemus
3 crenenu tsxectu 1o CTCAE ormeuanacs y 47,7 % u 14,8 % COOTBETCTBEHHO.
Tpomboyumonenus

B kIMHWYECKHMX HCCIIEIOBAHUSX Y TMAIMEHTOB ¢ MUET0(UOPO30M TPOMOOILMTOINCHUS 3 WIH
4 creneHu TAXKECTH pa3BUBANACh NPUONHU3UTENBHO K 8 Heaene Tepanuu. TpoMOOIUTONEHNs KaK
npaBuiio, OblTa oOpaTMMa MpPH CHUXKEHHH J03bl WM BPEMEHHOM IMPEKpAllleHUU IpuemMa
npenapara. CpelHee BpeMs [ BOCCTAHOBIEHHS KONMYECTBAa TPOoMOOUUTOB Bhime 50 x 1091
coctaBisuio 14 nHel. B KIMHMYECKUX HCCIeA0BaHUAX TpaHCHY3UH KOHIIEHTpaTa TPOMOOLUTOB
norpedoBanach 4,5 % MalMeHTOB, MOITY4YaBIINX PYKCOTUTHHHUO U 5,8 % MalMeHToB U3 TPYIIIbI
KoHTpoJs. IIpekpalieHre Tepanuu pyKCOJIUTUHUOOM B CBSI3M C Pa3BUTHEM TPOMOOIMTONEHUU
ormeueHo y 0,7 % n 0,9 % nmanueHToB U3 Ipynisl KOHTPOJIA. Y NMAUEHTOB C HCXOJHO HU3KUM
KOJIMYECTBOM TPOMOOIIMTOB (100 x 10%x — 200 x 10%x) BEPOSITHOCTh pa3BUTHUS
TpoMOonuToneHnn 3 W 4 CTeNeHW TSHKECTH Ha (POoHE Tepanmuu PYKCOTUTHHHOOM ObLTa
NpUOIU3UTENBHO B 2 pasa BBIIIE MO CPABHEHUIO C MAlMEHTaMH C KOJMYECTBOM TPOMOOIIMTOB
> 200 x 10%1 (64,2 % nipotus 35,4 %).

B xnuHMYecKUX HMCCIEAOBAHUAX Y MALMEHTOB C UCTUHHOW MOJIHIMTEMUEH TPOMOOIUTONEHUS

otmeuanack pexe (16,8 %), yem y marmenToB ¢ muenopudpo3om (69,8 %). TpombonuToneHus
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y manueHToB ¢ muenodudpozom (11,6 %).

[To maHHBIM KIIMHUYECKUX UCCIICIOBaHM Y ManueHToB ¢ ocTpoit PTIIX tpombonuronenwus 3 u 4
crenenu Tsoxectd o CTCAE otmeuanaces y 31,3 % u 47,7 % cOOTBETCTBEHHO. Y MAIMEHTOB C
xponunueckor PTIIX —y 5,9 % u 10,7 % cooTBEeTCTBEHHO.

Hevuimponenus

B kIMHHYECKUX UCCIEAOBAaHUAX y MAIMEHTOB ¢ MuenoduOpo3oM HelTponeHus 3 u 4 cTeneHu
pa3BUBajiach MpUOIU3UTENBHO K 12 Henmene Tepanuu. B Xoje cpaBHUTEIBHBIX KIMHUYECKHX
MCCJIEIOBAaHUM TPOMYCK J03bl WM CHIDKEHHE 103bl PYKCOJIUTHHHOA B CBS3H C DPAa3BUTHEM
HelTporieHnn otrmeueHo y 1 % manumentos, y 0,3 % mauumeHTOB Tepamus mpenapaToMm Obuia
npekpaiieHa. Y MalMeHTOB ¢ WCTUHHOW IOJIMLUTEMHUEN HEHTpomneHus Obula OTMEYEHa Y
3 mauuenTtoB (1,6 %), mpu 3TOM y OJHOTO U3 MAIIMEHTOB OTMEYEHO pPa3BUTHE HEUTPONEHUU
4 cTeneHu TSHKECTH.

[lo nmaHHBIM KIMHMYECKHX HCCIeAOBaHWM y manueHtoB ¢ octpod PTIIX weltpomenus 3 u
4 crenieru Tsxectd o CTCAE otmewanacs y 17,9 % u 20,6 % coOTBETCTBEHHO. Y MAlUEHTOB C
xponunueckor PTIIX —y 9,5 % u 6,7 % cOOTBETCTBEHHO.

Kposomeuenus

KpoBoTeuenuss  (Bkiouass ~ BHYTpUUEpENHBIE  KPOBOMBJIMSHHS,  JKEIyIOYHO-KUIICYHBIC
KPOBOTEUCHHSI, TIOJJKOKHBIC KPOBOU3IUSHUS, IETEXHUHU, ITYPITYPY U JPYTHE KPOBOTEUCHUS) OBLITN
3apeructpupoBanbl 'y 32,6 % mMauuMeHTOB, MOJYYaBIIUX pyKCOTUTHHHO. 65,3 % Bcex
KPOBOTEUYEHHUI COCTABISJIM CIIydau Pa3BUTUA MOAKOXKHBIX I'€MAaTOM, KOTOpPbIE OTMEUAIUCh Yy
21,3 % manmenToB. YacTora pa3BUTHsI KPOBOTEUCHHH 3 U 4 CTETIEHU TshKeCTH cocTaBisiia 4,7 %.
Crnydan pa3BUTHSA BHYTPUUEPETHBIX KPOBOMBIUSHUN ObUIM OTMEYeHBI Y 1 % TaIlueHToB,
JKETYTOYHO-KHMIIIEYHBIX KpoBOTeUeHUH — Y 5,0 % manueHToB, KpOBOTEUEHUHN BCIEACTBUE APYTUX
MPUYKH (B TOM YKCIIE HOCOBOE KPOBOTEUECHHUE, TOCIECONEPAIIMOHHBIE KPOBOTEUEHUS U TeMaTypusl)
—y 13,3 % nanueHToB, MOJIy4aBIIUX PYKCOTUTHHHO.

Hnghexyuu

B ximHHYecKuX HCcleAoBaHUAX WHQEKIHS MOYEBBIBOASIINX MyTed 3 U 4 CTENEeHU TSKECTU
3apeructpupoBanbl y 1,0 % y mamuentoB ¢ wMuenopudbpozom. Y 1,0 % mamueHTOB
3apEerUCTPUPOBAHO Pa3BUTHE ypOcercuca, HMHPEKINOHHOE NopakeHue nouek — y 1 manuenta. B
KIIMHUYECKUX HWCCIAEAOBAHHUSAX CpEau TAIMEHTOB C WCTHHHOM  TOJUIUTEMUEH  OBLI
3apeructTpupoBaH oauH ciydait (0,5 %) nHGEKINHT MOYEBBIBOAAIIUX MyTel 3—4 CTETIeHH TSKECTH.
YacroTa pa3BUTHS OIMOSCHIBAIOIIETO Teprieca ObUla cpaBHUMA Cpeld MAlUeHTOB C HMCTUHHOU

noymnuTemMuein 1 muenodudposzom (4,3 % u 4,0 % coorBercTBeHHO). Cpeny MalUEHTOB C
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pritetHiedkoit

HEBpaAJITUH 3 U 4 CTENIEHU TAKECTH.

B xnuHMYeckux uccnenoBanusax y nanueHToB ¢ octpoid PTIIX IIMB undexnus 3 u 4 crenenu
Tshkect otMmevanack y 10,9 % u 0,5 % coorBercrBenno. [IMB undekuus ¢ nopaxenuem
BHYTPEHHUX OPraHoB BCTpEYalach BCETrO0 Yy HECKONbKuX mauueHtoB; [IMB komur — y 4
nanuenToB, [IMB suteput — 2, ractpountectuHanbHoe nopaxkenue [IMB —y 1 (crenens Tsxectu
BCEX CIIy4aeB MOTJIa OBITh JIt000iA).

Cericuc, BKIIIOYas CENITUYECKUH 10K, oTMevancs y 25,4 % (cTeneHb TSHKeCTH — Jo0ast).

[To maHHBIM KIMHUYECKHX HCCICAOBAaHMN Yy TanueHToB ¢ XpoHudeckor PTIIX wunbekuus
MouernosoBoii cucreMsl 1 BK-BupycHas nngekuus creneHu tsokectd 3 ormedanuch y 1,3 % u
0,4 % cOOTBETCTBEHHO.

Tosviuenue akmusHocmu 1Unasvl

B pangoMu3uMpoBaHHOM TNEpUOAE HCCIECAOBAaHUS Y MAIMEHTOB C HCTUHOW MOJUIMTEMUEH
yXyIICHUE MTOKa3aTeNel JUaspl B TPYIIe PyKCOTUTHHNOA ObUTO Oosiee 3HAUMTENbHBIM, YeM B
KOHTPOJILHOM T'PYIITIE, YTO OMPEIEISIOCH TJIABHBIM 00Pa30M pa3IndusiMU B YACTOTAX IMOBBIIIICHUS
akTuBHOCTH jumasbl crerneHud 1 (18,2 % mpotuB 8,1 %). YacTOThl MOBBIINICHUS AKTUBHOCTU
JUNa3bl CTENEH > 2 B 00erX HCCIeAyeMBbIX TPyINnax ObUIM CXOTHBIMU. B Apyrom uccnenoBanuu
y MaIMEeHTOB C MCTHHOW MOJMIIMTEMUEH YacTOTHI MOBBIIICHUS aKTUBHOCTH JIMIIA3bl B TPYIIIIE
PYKCOJIUTHHNOA U B KOHTPOJIbHOH rpymme Obuid mpuMepHo oauHakoBbiMU (10,8 % mpotus 8 %).
B mnepuomax miutensHOro HaOMIOAeHHS HcciaeAoBaHUU 3 ¢a3bl y MalUEeHTOB C HCTHHOMN
MOJIUIIUTEMHEH TOBBIIIICHHAS aKTUBHOCTD JIUTIA3bI CTeNeH! 3 U cTernenu 4 Oblia oTMeueHa y 7,4 %
u 0,9 % manueHToB COOTBETCTBEHHO. Y MALIMEHTOB C IOBBLIIIEHHOW aKTUBHOCTBLIO JIMITA3bI
COMYTCTBYIOIIMX MPU3HAKOB M CUMIITOMOB MaHKpeaTUTa He HabJI01a710Ch.

B wuccrnenoBanusix 3 ¢aspl y manueHTOB ¢ MHEToQUOpPO30M B TPYINax PyKCOTUTHHHOA
MOBBIIIIEHHAs] aKTHBHOCTh JMMa3bl Obuta oTMeueHa y 18,7 % u 19,3 % mnamueHTtoB, a B
KOHTPOJIbHBIX Tpymmax — y 16,6 % u 14,0 % namueHToB. Y NaIlMEeHTOB C TOBBIINICHHON

AKTUBHOCTBIO JIMIIAa3bl COMYTCTBYIOMIUX IMTPU3HAKOB U CUMIITOMOB IMaHKPCATHUTA HE Ha6n10)1an005.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0mare 0 TMMOA03peBaeMbIX HEXKENaTeNbHBIX pPEaKIUsIX I[OCle pPerucTparuu
JIEKapCTBEHHOTO TIpernapara ¢ 1eJbl0 00eCTICUeHHS] HETIPEPHIBHOTO MOHHUTOPUHTA COOTHOIIICHUS
«I10J1b3a — PHUCK» JIEKapCTBEHHOIo Mpemnapara. MeauIMHCKUM pabOTHUKAM PpPEeKOMEHAYEeTCs
co00IIaTh O JIIOOBIX MOI03PEBACMBIX HEXKENATEIbHBIX PEAKIUIX JEKapCTBEHHOTO Ipemnapara
Yyepe3 HallMOHAJLHBIE CUCTEMBI COOOIICHHS O HEXKETaTeNbHBIX PEaKIUsIX TOCyIapCTB — YICHOB

EBpazniickoro 3K0HOMHUYECKOT0 CO03a.
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http://www.roszdravnadzor.gov.ru/

4.9. ITepenosupoBka

CumMnTOMBI

[TpumeHeHHe pyKCOMUTUHIOA OAHOKPATHO B J103€ 10 200 MI IEpEHOCUIIOCH Y0BIETBOPUTEIBHO.
[TpeBbllIeHHE PEKOMEHIYEMBIX /03 acCOLMMPOBAJIOCH C YCHICHHEM MHMEJIOCYNPECCUHU, YTO
IPOSIBIISIIOCH JIEUKOIIEHUEH, aHeEMUEN U TPOMOOIIUTOIIEHUEH.

Jleuenune

[Tpu pa3BuTHM HeXeNaTeNbHBIX SIBIECHUI, CBSI3aHHBIX C I€PEJO3UPOBKOH ITpernapara, HE0OX0IUMMO
HIPUMEHUTh COOTBETCTBYIOILEE MOAEPKHUBAOILEE JICUCHHE.

I'emonmanu3 Hed(HEKTUBEH.

AHTUOT K PYKCOJIUTUHUOY HEU3BECTEH.

S. ®APMAKOJIOTMTYECKHE CBOMCTBA

5.1. dapMaKoAUHAMHYECKHE CBOMCTBA

dapmakoTeparneBTHIECKas TPYIIIa: IPOTUBOOITYXO0JIEBBIE CPEJICTBA; MHTUOUTOPHI MIPOTEUHKHUHA3;
uHruourops! Anyc-kunasz (JAK).

Kox ATX: LO1EJO1

Mexanusm geiicTBus

Pykconutunu6 sBusiercs cenexktuBHbIM uHruontopom JAK-kuna3z (Janus Associated Kinases —
JAKs) JAK1 u JAK?2. JlanHble KMHA3bl CIOCOOCTBYIOT IE€pejaue CUTHAIOB OT MHOTOYMCICHHBIX
IIUTOKWHOB U (DAKTOPOB POCTa, UTPAIOIMX BAXKHYIO POJb B TeMONO33€ U (YHKLIUU UMMYHHOMH
cucrteMbl. AxTuBHpOBaHHbIe JAK-KkMHa3bl, BO3JIEHCTBYS Ha LUTOKWHOBBIE pELENTOPHI,
aktuBupyoT STAT-6enku (STATSs) (mepeHOCUMKM CUTHajda M aKTUBATOPbI TPAHCKPUIIIUH),
KOTOpBIE B PE3YJIbTATE AKTUBALMU TPAHCIIOPTUPYIOTCS BHYTPS SAPa U MOLYJIUPYIOT IKCIIPECCHUIO
reHoB. Jucperymsauus nytu JAK-STAT accoumupoBaHa ¢  HEKOTOPHIMH  BHJIAMHU
37I0KQYE€CTBEHHBIX HOBOOOpa3oBaHUIl M yBETUWYEHHEM NpoiH(epalud U BbDKUBAEMOCTH
37I0KQYE€CTBEHHBIX KIIETOK.

MuenodguOpo3 1 UCTUHHAS TOTUIUTEMHS — MUETIONPOIH(epaTUBHbIE 3a001€BaHus, CBA3aHHBIE C

mucperynsauueit cursanbHoro nytu JAKID m JAK2. Kak mosararoT, OCHOBOM AMCpEryJsiLuN
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STAT, npuBOJis K MaTOJIOTMYECKUM (PYHKIMOHAIBHBIM MyTalusaM, Takum, kak JAK2V617F, u k
MOJABJICHUIO OTPUIATEIBHBIX DPETYIATOPHBIX MEXAaHW3MOB. Y MAIMEHTOB C MHUEI0(PUOPO30M
oOHapyxuBaeTcs aucperyisnus JAK cuUrHaapbHOro myTH, HE3aBHUCHUMO OT HaJU4Ydsi MYTalluu
JAK2V617F. AxtuBupyromnme mytanuu curHaibHoro nytu JAK2 (V617F wumm sk3ona 12)
0oOHapyXuBaroTcs y > 95 % naueHToB ¢ HCTUHHOM MOJIUIIUTEMUEH.

Pykcomutnnn6 nonamnsier npoenenue curnana JAK-STAT u knetounyro mponudepanuio B
UTOKHH-3aBUCUMBIX OHKOT€MaTOJIOTUYECKUX MOJIENsIX, a Takxke B Ba/F3 nuroknH-He3aBucHMBIX
KJIeTkax (3a cuer fkcrpeccun MytanTHoro JAK2V617F Genka) co 3nadenumem 50 %-oi
unruoupyromeit konueHtpaun (ICsp) B aumanazone 80-320 umonb. B wuccnenoBanusx y
JAK2V617F-103UTUBHBIX KMBOTHBIX OHKOI€MAaTOJOTMYECKHUX MOJeNeil Mpu NpUMEHEHUH
pykconuTuHMOa BHYTph B  J103aX, HE BbI3BIBaBIIMX d3(PPEKTOB  MHEIOCYIpEeCcCUu,
MPEeIOTBPAAJIOCh PA3BUTHE CIUIGHOMETaINH, HW30MpaTeIbHO YMEHBIIAIOCh KOJHYECTBO
JAK2V617F-MyTaHTHBIX KIJIETOK CEJIe3€HKH M KOHIICHTPALUS LUPKYIHPYIOIUX IMTOKUHOB
(manmpumep, ¢akTopa Hekposa omyxonu-anbpa (PHO-anpda) m unTepneiikuna-6 (MJI-6), uro
MPUBOJUIIO K 3HAYUTEILHOMY YBEITMYCHHIO MPOAOKUTEIHBHOCTH BBKUBAEMOCTH.

Curnanbnbie ytu JAK-STAT urparoT ponb B peryaupoBaHUU pa3BUTHS, Hpoiudepanuu u
aKTHBAIlMM HEKOTOPHIX THUIIOB MMMYHHBIX KJIETOK, HE0O0XoauMbix s mnaroreHeza PTIIX
(peakuuu «TpaHCILIAaHTAT MPOTUB X035MHA»). B nccnenoBanusax ¢ ydacTueM KMBOTHBIX MOJIEeH
¢ octpoit PTIIX moka3aHO, 4TO PYKCOJUTUHUO MPHU NpUEME BHYTPHb BBI3BIBAT CHIDKEHUE
BBIPA0OTKH BOCMANUTENHHBIX IUTOKHHOB U WHOWIBTPAIMI0O MMMYHHBIMU KJIETKAMH CTEHKH
TOJICTON KHILIKH.

dapmakoagnaammudeckue YO HEeKTol

Pykconutuaun® MHruOupyeT MUTOKUH-UHAyIHpoBaHHOe pochopunupoBanue STAT3 B nenpHOI
KpPOBH KaK y 37J0POBBIX JOOPOBOJIBILIEB, TaK U Yy MAIMEHTOB C MUENIOGUOPO30M WM UCTHHHOMN
nonunuTemMueil. MakcumanbHoe nHruouponanue pochopunupoBanus STAT3 pykcomuTuHHOOM
JIOCTUTAJIOCh Yepe3 2 yaca 1Mocie NPUMEHEHHUS! ¢ BOCCTAHOBJIEHUEM /10 UCXOJHOTO YPOBHS uepe3
8 4YacoB y 3/J0pOBBIX JOOPOBOJIBLIEB U Y MAalMEHTOB C MHETO(PUOPO30M, UYTO YKA3hIBAaeT Ha
OTCYTCTBHE KyMYJISIIIMH KaK MCXOJHOTO BEIIECTBA, TaK M €T0 METa0OIUTOB.

NcxonHoe noBbIlIeHNE KOHIIEHTPAMA MapKepOB BOCHAIUTEIBHOrO Ipolecca, Takux kak @PHO-
anesda, NJI-6 u C-peaxtuBHoro 6enka (CPbB), Habnrogaromeecs: y maiueHToB ¢ MUeT0hHuOpo30M,
CHU)KAETCs TOCIE JICYCHHS] PYKCOTUTHHHOOM. Y MaIlMeHTOB ¢ MUENopUOpPO30M HE 0TMEYAIOCh

(dbopMHpOBaHHUS PE3UCTEHTHOCTH K (hapMaKoIMHAMUYECKUM (P (deKTaM pyKCOIUTHHHOA.
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KOHIIGHTpAllMd MapKepOB BOCHAIUTEIBHOTO TMPOLIECCa, CHIDKABIICHCS TMOcie JeYeHUs
PYKCOJIUTHHHOOM.

B xnmmHMueckoM uccienoBanuy He oTMedanoch yanunenus QT/QTc uHTepBana npu npuMeHEHUN
pYKCOIUTHHMOA OJHOKPATHO B cymparepamneBTHUeckux no3ax (200 Mmr), yto ykas3blBaeT Ha

OTCYTCTBHUC BJIUSAHUSA HA PCIIOJIAPU3ALINIO MUOKapJaa.

5.2. dapMaKOKHHETHYECKHE CBOMCTBA

AOGcopbuus

Pykconutunun6 otHocutes K 1 kinaccy Mosiekyl o 6uopapManeBTHUECKON Kiaccu(puKaluoHHON
cucreme (Biopharmaceutical Classification System) ¢ BBICOKOW MPOHHIIAEMOCTHIO, BBICOKOM
pPacTBOPUMOCTBIO M OBICTPBIM PAaCTBOPEHHEM. B KIMHUYECKHX HCCIEIOBAHUSX PYKCOIMTHHUO
ObICTpO BcachlBajicsd IOC€ IpHUEMa BHYTPb CO BpPEMEHEM JOCTHXKEHHMS MaKCUMaJbHOU
KoHIEeHTpauuu (Cmax) npubinsutensHo 1 yac. BecacbiBaHue pyKCOIMTHHUOA TOCHE €ro mpueMa
BHYTpb coctaBisieT 95 % wmmm Gonee. Cpenusist Cmax ¥ IUIomans moj (hapMakOKHHETHUECKOU
KpuBO#l «koHueHTpauus — BpeMs» (AUC) noBelatoTcsl MPONOPIHUOHATIBHO B JUAMa30HE /103 OT
5 no 200 wmr. Ilpy npumMeHeHHH PYKCOJIMTUHMOA OJHOBPEMEHHO C MUIIEH C BBICOKUM
COJIepKaHHUEM JKUPOB HaOII0AAIMCh KIMHUYECKH HE3HAYMMble M3MEHEHHs (papMaKkOKHMHETUKU
pykcommtuHnOa: cpensisi Cmax HE3HAYUTEIbHO CHIDKanach (24 %), B To Bpems kak AUC
IIPAKTUYECKH HE U3MeHsIach (oBblanack Ha 4 %).

Pacnpenenenue

Cpennuil 00beM pacrpesiesieHuss B PaBHOBECHOM COCTOSIHUM COCTaBMJI 72 J1 Y MAIMEHTOB C
Muenopudpo3oM ¢ MEKUHIUBUAYalIbHONU BapuabenbHOCThIO 29,4 % u 75 71 y NanueHTOB C
UCTHHHOW TOJMIIMTEMHUEH, MEXKHWHIUBHIYaJdbHas BapuaOeNbHOCTh Y JIaHHBIX ITallMEHTOB
cocraBuia 22,6 %.

B KJIMHHYECKH 3HAUMMBIX KOHIICHTPALUSIX CBsI3b PYKCOIUTHHUOA ¢ Oenkamu in Vitro (B 0CHOBHOM
¢ anbOyMHHOM) cocTaBuiia npuOan3uTeNnbHo 97 %. B nccnenoBannu y >kMBOTHBIX OBLIO MOKA3aHo,
YTO PYKCOJIMTUHUO HE MMPOHUKAET Yepe3 reMaTosHIepannyeckuit baprep.

BI/IOTDaHC(bODMaHI/IH

Pykconutunu® sisisiercs cyocrparom uzopepmenta CYP3A4. [Tocne nmpuema npenapaTta BHyTpb
B KpoBH Iupkyiaupyer 60 % pykconmuTuHHOa B HEM3MEHEHHOM BHE. B KpoBHM uenoBeka
orpezieNieHbl 2 OCHOBHBIX aKTUBHBIX METa00IUTa PYKCOTUTUHUOA, cocTaBisomux 25 % u 11 %
AUC. ®apmakonoruueckasi akTUBHOCTb PYKCOTUTHHNOA Ha 18 % ckilaapIiBaeTcsi U3 aKTUBHOCTH
ero MeraboiMTOB. B KIMHHYECKM 3HAYMMBIX KOHIEHTPAIUAX PYKCOIUTUHUO HE MHTHOUpYET
uzopepmentsl CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 unu CYP3A4 u ne
ABIIE€TCS MOITHBIM UHAYKTOpOoM n3opepmentoB CYP1A2, CYP2B6 nnu CYP3A4.
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OIMMUHALNS

MY OTYETY

[Tocne BBeneHHWsS OJHOKPATHOW 0361 MEYEHOTO PAJAMOAKTHBHOM METKOH pyKcONMUTHHHOA
Oosbinas yacth (74 %) paanoakTUBHOCTH OINPEAEIsiIach B MOU€ (BBIBOAMIIOCH MTOYKaMHu), U 22 %
BBIBOJMJIOCH uepe3 KulleyHHK. HemsaMeHeHHoe BemecTBO cocTaBuiIo MeHee ueM 1 % obiero
BBIBEJICHHOT' 0 IIpenaparta. [lepros noiayBbeIBeIeHHs pyKCOIMTUHUOA COCTABIISIET IPUOIU3UTEIBHO
3 yaca.

JInHeHHOCTh (HEINMHEHHOCTD)

®apMaKOKMHETHKA PYKCOJIMTUHHUOA W3MEHSETCA MPONOPLUUOHAIBEHO BBOAUMBIM (OJAHOKPATHO,
MHOTOKPATHO) J103aM.

Baungaue Bo3pacTa, moja Wil packl

He BbISIBIIEHO 3HAYUTENBHBIX Pa3iyuil B (hapMaKOKMHETUKE PYKCOJIMTHHHOA B 3aBHCUMOCTH OT
noja u pacel. Knupenc pykconutuHuba y naueHToB ¢ Muesnopuodposzom cocrasiser 17,7 n/u 'y
KeHIMH u 22,1 1/94 y My)X4uH (MEKUHANBUIyaTbHAsS BapradbeabHOCTh — 39 %).

VY nanueHTOB ¢ WCTUHHOW TMOJHMIMTEMHEH KIMPEHC PYKCONMTHHHMOaA coctaBiser 12,7 n/4
(MeXuHAUBUAYAIbHAs BapuaOenbHOCTh — 42 %); HE BbISIBICHO BIIMSHUSA [10J1a, BO3PACTa UIH PaChl
Ha KJIMPEHC MpH NIpHeMe IpenapaTta BHYTpb.

Hapymenue d)VHKHI/II/I IIO4YCK

AUC MeTabomuTOB pyKCONIUTHHIOA TOBBIMIACTCS C YBEIIMYCHUEM CTETICHH TSDKECTH HAPYIICHUS
(YHKIMH [TOYEK U JIOCTUTaeT CYLIECTBEHHBIX 3HAUEHUHN Yy MAallMEHTOB ¢ TEPMUHAIBHOMN CTajuel
IOYEUHOW HENOCTaTOYHOCTH, HYXIAIOLIMXCA B reMoauanu3e. PyKCOMUTHHUO HE BBIBOAMTCSA
NOCPEACTBOM Juanu3a. Jid NamueHTOB C TSHKEIOM M TEPMHHAIBHOM CTaJiusAMHM IOYEHYHOMN
HepoctatouHoctu (KK (xnupenc xpearnnuHa) meHee 30 MII/MUH) pEKOMEHAYETCSI KOPPEKIUS
JI03bI PYKCOJTUTHHUOA.

Hapyiienue d)VHKHI/II/I ONCYCHU

AUC pykconuTiuHrOa TOBBIIIATACh Y MAIMEHTOB C HapylleHHeM (YHKIUU TEYEHU JIETKOM,
CPEIHEH U TSKEJION CTETIEHH COOTBETCTBEHHO Ha 87 %, 28 % u 65 % 1o cpaBHEHUIO C MAIlUEHTaMHU
C HOpMaJIbHOW (YHKIMEH TEeYeHH, MPH STOM OTCYTCTBYET sIBHAs B3aHMMOCBSI3b CO CTEIMEHbBIO
TSOKECTH HapylleHus (QYHKIMH TedeHu, ompenensemoi mo mkane Yainna-ITeto. Koneunsiii
MEPUOJ MOTYBBIBEACHUS YAJIUHEH Y MAIMEHTOB ¢ HapylIeHHeM (PYHKIIMH MTEYSHH 10 CPAaBHEHUIO
CO 37I0pOBBIMHU J10OpoBoObIaMu (4,1-5,0 yacoB u 2,8 4acOB COOTBETCTBEHHO). Y TAI[UEHTOB C
MUET0(PUOPO30M U UCTHHHOW TOJIMIIUTEMHEHN ¢ HapylieHneM (YHKIUH MTeYeHU PEKOMEHIYETCS
CHI)KEHHE JI03bl PYKCOJIIUTHHUOA.

Bne 3aBucuMocCTH OT cTeneHu nopaxeHus nedyenu y naueHToB ¢ PTIIX He BbisiBI€HO BAUSIHUE
Ha TapaMeTphl TOMYISIIUOHHON (hapMaKOKHHETHIECKOW MOJIEITH.

€T
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besonacHocTh U 3(PPEKTUBHOCTH PYKCOJUTHUHHOA Yy ;{Qren E%H&O&E%O‘M‘ Er ﬁlm'h'Hon

noauuuTemMuent B Bo3pacte oT 0 1o 18 et He ycTaHOBIIEHBI. JlaHHBIE OTCYTCTBYIOT.
BbezomacHocth u 3 dexTuBHOCTE pykconuTrauOa y nereit ¢ PTIIX B Bo3pacre ot 0 1o 12 ner He

YCTAHOBJICHBEI. ]_IaHHBIC OTCYTCTBYIOT.

6. ®APMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BellIeCTB
[enmron03a MUKPOKpUCTAIIITNYECKAST

JlakTO3BI MOHOTHAPAT

KapOoxcumerunkpaxman HaTpus (Tun A)

I'unponosa

IMoBunmoun K30

Kpemuust 1MoKcu1 KOJITOUAHBIN

Marnus creapar

6.2. HecoBMecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs )

3 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTb Ipu TeMriepatype He Boie 25 °C.

6.5. XapakTep u coaep:kaHHe NePBUYHOI YIIAKOBKH

ITo 56 Tabnerok B 0aHKY U3 MMOJIMATUIIEHA BBICOKOM MJIOTHOCTH C 3aBUHYMBAIOLIEICS KPBIILIKON U3
MOJIMIIPOIIMJIEHA C OCYIIUTENIEM UM O€3 Hero, ¢ 3alUTol OT JeTel min 6e3 3aluThl OT AETEH, C
KOHTPOJIEM MEPBOI0 BCKPHITHUS WK 6€3 KOHTPOJISI IEPBOTO BCKPBITHS.

ITo 1 Ganke BMecTe C JINCTKOM-BKJIAABIIEM ITOMCHIAIOT B MMAYKY U3 KAPTOHA.

6.6. OcolOble Mepbl MNPEIOCTOPOKHOCTH TNPH  YHHYTOKEHHH  HMCHOJIH30BAHHOIO
JIEKAPCTBEHHOI0  Npenapara WM OTX0A0B, TMOJYYEHHBIX IOcjie NpPHMEHEeHUus:
JIEKAPCTBEHHOI0 Mpenapara, i Ipyrue MaHUNyJISIUH ¢ IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JAEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
Poccniickas @enepanvs
000 «<AMEJIAPT»

109316, r. MockBa, Boarorpaackuit mpocnekT, a. 42, k. 24, stax 2, koM. 11.1
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®axc: +7(495)-741-46-65

Anpec anektponHoit moutsl: info@amedart.ru

7.1. IlpeacraBuTe b AepKaTessl perHCTPAIMOHHOIO YA0CTOBEPEHUsI

[Iperen3zun HOTDC6HTCHCﬁ HaIIpaBJIATH I10 aAPECY.

Poccniickas @enepanvs

000 «<-AMEJIAPT»

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

®axc: +7(495)-741-46-65

Anpec anektponHoit moutsl: info@amedart.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. JATA MEPBUYHOM PEITICTPALIMN (IOATBEPXJIEHUA
PEI'ICTPALIUU, IEPEPEI'UCTPALINN)

Jlata nepBoM perucTpanuu:

10. JATA NEPECMOTPA TEKCTA

OO0mrast xapakTepuCTHKa JiekapcTBeHHoro npenapata Pykcomutunn6-AMEJIAPT nocrynHa Ha

MH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHHKaIMOHHOH cetn «HTepHeT» http://eec.eaeunion.org/.
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