COOTBETCTBYET KCNEPTHOMY OTYETY

o1 02.03.2025 N= 6047

OBIIASI XAPAKTEPUCTUKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOT O IIPEIIAPATA

Humerundymapar, 120 Mr, Kancysbl KHIIEYHOPACTBOPUMEIE.

Humerundymapar, 240 Mr, Karcyipl KHIIEYHOPACTBOPHUMEIE.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB

JlelicTBytoIIIee BEIIECTBO: TUMETUI(ymMapar.

Jumerwidbymapar, 120 Mr, KancyJibl KUIIIEYHOPACTBOPUMBIE

Kaxnas karcyna KUIIEYHOPACTBOpUMAsI COAEPKUT AMMETHiI(ymapar, CyOCTaHLUIO-TIEIIECTHI
50 %, skBuBaneHTHbIN 120 Mr TumeTmipymapara.

Jumermwindymapar, 240 Mr, KancyJisl KUIIIEYHOPACTBOPUMBIE

Kaxnas karcyna KUIIEYHOPACTBOpUMASI COAEPXKUT AMMETHI(ymapar, CyOCTaHLMIO-TIEIIECTHI
50 %, sxBuBaneHTHHIN 240 Mr tumeTHIpymapara.

BcnomorarenbHble BelecTBa, HaJM4YKMe KOTOPBIX HA0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOIO
npenapara: KpacuTeNlb a30pyOrH, KpacUTeNlb OPHILTHAHTOBBIN YepHBIi (cM. pasnen 4.4).

[TonHbIi epedeHb BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kamncynbl kueuHopacTBOpUMBIE.

Jumerwindymapar, 120 Mr, KancyJibl KUIIIEYHOPACTBOPUMBIE

TBepapie xenaTuHOBbIE Kancysubl Ne 2. Hempo3paunble. Kopiyc um kpbllieyka Karcysia CBETJIO-
3€JICHOTO 1IBETA.

Jumerwidymapar, 240 Mr, KancyJibl KUIIIEYHOPACTBOPUMBIE

TBepaple xenmaTuHoBbIe Karcynsl Ne 0, Hempospaunble. Kopmyc Oemoro 1Bera, Kpbllieuka
3€JIEHOrO L[BETA.

Copnepxumoe Karcys — 0ebie WK MOYTH Oesbie C(hepruuecKue MmesIeThl.

4. KINMHUYECKHUE JTAHHBIE

4.1. [loka3zanusi K NPUMEHEHUIO

[Ipenapar Jumetundymapar mokazaH K MPUMEHEHHIO Yy B3POCIBIX IMAlMEHTOB OT 18 meT ¢
PELUANBUPYIOMINM PEMUTTUPYIOIUM paccessHHbIM ckiiepo3oM (PPPC) (Baxxknas nndopmanus o
MOMYJISIIUSX TAIMEHTOB, JUISI KOTOPBIX yCTAaHOBJCHA YPQPEKTHBHOCTH IMperapara, U3JI0XKEeHa B

paznmene 5.1).
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4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEHMsI

[Ipumenenne npenapara HEOOXOIUMO HAYMHATH MO HAOTIOJCHHEM Bpada, UMEIOIIEro OIMbBIT B
JIEYEHNUH PACCESIHHOIO CKJIEPO3a.

PexxuM 103upoBaHus

Bspocnvie

HavanbHas no3a cocrtasisier 120 mr 2 pa3a B cytku. Uepes 7 nHel 103y cienyeT yBEIUYUTh 10
PEKOMEHI0BaHHOM MmoepkuBaroteit 10361 240 Mr 2 pasza B cyTku (cM. pazzaen 4.4).

[Ipy BO3HMKHOBEHMM HEXEJIATENbHBIX PEAKLUUNA CO CTOPOHBI KENyJIOYHO-KHUIIEUHOTO TpaKTa
(KKT) unu snu30/10B «IIPUITUBOBY KPOBU 103y MpenapaTra MOKHO KPaTKOBPEMEHHO CHU3HUTD /10
120 mr 2 pasa B cytku. B Teuenue 1 mecsia peKOMEHIyeTCss BO30OHOBHUTH MPHUEM Ipernapara
Humerundymapar B go3e 240 mr 2 pasza B CyTKH.

[Ipenapar JumeTtmndymapar cieayer mpuHUMAThL BO BpeMs elbl (CM. paszen 5.2), 4TO MOXKET
CIoco0CTBOBATh YMEHBIIICHUIO HHTCHCUBHOCTH «ITPUJIMBOBY» KPOBH U peakiuidi co ctoponsl JKKT
(cMm. pazmenst 4.4, 4.5 u 4.8).

[Ipu mpomycke 10361 3anpeniaeTcs IprueM ABOMHOMN 1036l penapara Jumerundymapart. B cinyyae
€CJIM JI0 CJIeAYIOUIero MJIAHOBOTO MpHeMa Mpernapara octaercs 6osee 4 4, pazperaeTcsl npuemM
MPONYIIEHHOM 103bl. Eciu 110 clienyromiero miaHoBOro mpyueMa mpemnapara ocraeTcsi MmeHee 4 4,
clIelyeT IPUHATH Npenapar B 3allJIJaHMPOBAaHHOE BPEMsI U HE IPUHUMATh IPONYLIEHHYIO J103Y.

Oco0ble rpyInel NAKMEHTOB

Ilayuenmul nodxcunozo éozpacma
B kiMHHYeckux HcciaenoBaHUsAX AUMETWI(pyMapara NPUHUMAIO y4acTHe OTPaHUYEHHOE YHCIO
NaIMEeHTOB B Bo3pacTe 55 sieT u crapuie. Takxke B HCCIIEI0BaHUS HE ObUIO BKIIOYEHO JOCTATOUYHOE
KOJIMYECTBO MAIEHTOB B BO3pacTe 65 JIET U cTapile I TOT0, YTOOBI CIIENIATh BBIBOJ O PA3TUIHSIX
B IIEPEHOCUMOCTH IIpernapara MoXKUJIbIMA U MOJIOIBIMH MallMeHTaMu (cM. pazzen 5.2). YuurtsiBas
MEXaHU3M JICHCTBHS JEHCTBYIONIETO BEHIECTBA, C TEOPETUYECKOM TOYKHM 3PEHUSA, HET
JIOCTAaTOYHBIX OCHOBAHUM JJIsI U3MEHEHHUS J103bI IperapaTa mpy JICUEHUHU MTOXKHUIIBIX MMAllHeHTOB.
THayuenmoi ¢ Hapywenuem hyHKyuy novex u/uiu nevenu
CrnenuanbHBIX HMCCICIOBAHUN AMMETII(PyMapaTra y TAIMEHTOB C IMOYCYHOW M IEUCHOYHOU
HEJOCTAaTOYHOCThIO HE MpoBOAWIOCh. COrjlacCHO JaHHBIM  KIMHUKO-(apMaKOJIOTHYECKUX
UCCIICIOBaHMM, M3MEHEHHUH J03bl Ipenaparta y JaHHOW KaTeropHM MalUMeHTOB He Tpelyercs
(cM. pasnen 5.2). JleueHue MAIMEHTOB C TSHKENOW MOYECYHON M MEYCHOYHON HEIOCTATOYHOCTHIO
HY)KHO TTPOBOJIUTH C OCTOPOKHOCTBHIO (CM. paznen 4.4).

eTu
BezonacHocts U 3¢ (hekTHBHOCTH MPUMEHEHUS TuMeTmI(ymapaTa y aereit B Bo3pacte ot 10 1o

18 ner He YCTAHOBJICHEI. B MMPOBCACHHBIX HCCICAOBAHUAX OIMMCAHBI HCKCIATCIBHLIC PCAKIIUU,
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HCJIB3d JaTh PCKOMCHAAIHNIO IO PCIKUMY NO3UPOBAHUA.

Her naHHBIX 0 JeUeHUN TUMETHUIPYyMapaToM pacCesHHOTO CKJIepo3a y IeTel B BO3pacTe MIIaIIIe
10 ner. Umeromuecs: Ha CErOAHSAIIHUAN 1€Hb JaHHbIE TPUBEACHBI B pa3aenax 4.8, 5.1 u 5.2.
[Ipenapar mpoTUBONOKa3aH y eTel B Bo3pacte 10 18 jeT (B CBA3U C OTCYTCTBHEM KIMHUYECKHUX
JTaHHBIX ).

Cnooco0 nnpuMeHeHus

Jnst mpuema BHYTPb.

[Ipenapar JIumeTtmndymapar cieayer IpuHUMAThL BO BpeMs elbl (CM. paszen 5.2), 4TO MOXKET
CIocoOCTBOBATh YMEHBIIIEHUIO MHTCHCUBHOCTH «IIPUIUBOBY» KPOBH U peakiuii co ctopoHsl XKKT
(cMm. pazmenst 4.4, 4.5 n 4.8).

Karmcynbl cnenyeT nporiarsiBaTh HequkoM. Kancymasl wim ux coaepKuMoe He ClelyeT OEeNUTh,
U3MeNbYaTh, PacTBOPAThH, paccachlBaTh, >KE€BAaTh, TaK Kak KHUIIEYHOpPACTBOpUMAs 0000YKa
MEeJUIET, HAXOIAIINXCS BHYTPU KallCyll, TPEMATCTBYET pa3apa’kaiolieMy BO3JICHCTBUIO Ha

cimsuctyto obonouky KKT (cm. paznen 4.8).

4.3. [IpoTuBONOKA3aAHUS

. THIIEPUYBCTBUTENBHOCTh K TUMETHI(pymMapaTy W/WiId K JOOOMY M3 BCIOMOTaTENbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazneine 6.1;

° IIOJI03PEHUE 1581051 HMOATBEPIKICHHA Iporpeccupyromas MyJIbTH()OpMHAs
neiikosnnedanonarus (ITMJI);

. JETCKUH Bo3pacT 10 18 jieT (B CBSA3M € OTCYTCTBUEM KIMHUYECKUX JAHHBIX, CM. pa3aein 5.1).

4.4. OcoOble yKa3aHUs U MepPbI NPeTOCTOPOKHOCTH NPH MPUMEHEHUH

C 0CTOPOKHOCTBLIO

VY nmanueHros:
. C MICXOTHO HU3KUM OOIIMM KOJIHYECTBOM JTUM(OIHUTOB kKpoBH (< 0,5x10%/1);
o C TSKENBIMU HApyIIeHUAMH (yHKIUU ToueK (KmupeHc kpeaTununa <30 miu/mun/1,73 m?)

i niedenn (knacce C mo mkane Yaina-I1st0) (0TCyTCTBHE KITMHUYECKUX JAaHHBIX );

. c 3a0oneBanusiMu JKKT B cTaany BeIpa)K€HHOTO 000CTPEHUS;
o OpY  OJHOBPEMEHHOM IPUMEHEHUH TPOTHUBOOIYXOJEBBIX M HMMMYHOCYIPECCHBHBIX
Ipernaparos.

Oco0ble yKazaHus

Jlabopamophvie nokazamenu

N3meHeHns OTOENbHBIX (DYHKIIMOHAIBHBIX TOKa3aTelield IMEYeHW M TOYeK HaOIIoJaInCh B
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Knunuueckass 3HaYMMOCTh STUX H3MEHEHUW HEM3BECTHA. PEKOMEHIyeTCss KOHTPOJIUPOBATH
(GyHKLIMIO TOYeK (Hampumep, Mo pe3yiabTaTaM HCCIEeIOBaHMSA a30Ta MOYEBMHBI U KpEaTUHHHA
KpPOBH, OOILIEr0 aHaIM3a MOYM) /10 JICYEHHS U cycTs 3 u 6 MecsleB OT Hayaa JeUYeHHUs, a 3aTeM
— KaXIple 6—12 Mecs1eB B 3aBUCUMOCTH OT KIIMHUYECKUX ITOKA3aHUMN.

[Ipu npumeHneHun gUMeTHI(pyMapaTa MOXKET pa3BUBAThCA JIEKAPCTBEHHO-OMOCPEIOBAHHOE
HApymICHueC q)YHKI_[I/II/I MEYCHU, KOTOPOC MOKCET BKIIHOYATH MOBBINICHUC aKTUBHOCTH IMCYCHOYHBIX
dbepmenToB (6osee yem B 3 pa3a OTHOCUTENbHO BepxHeil rpanuiibl HopMbl (BI'H)) u moBsimenue
KOHIIEHTpalnuu obmiero ommmpyouna (B 2 u 6osnee paza Beimie BI'H). Ykazanueie moOodHbIe
peaKIy MOTYT Pa3BUTHLCS KaK cpa3y Moclie mpueMa Impernapara, Tak U uepe3 HECKOJIbKO Heleb ’
Oonee mocne. Pa3pemienrne MmoOOYHBIX peakIuii HAOIIOJANIOCh MOCIE MPEKPAIICHUS JICUCHUS.
Pexomenpayercs OIICHKA CBIBOPOTOUYHBIX aMuHOTpaHcdepas (mampumep,
ananmHamuHoTpancdepasbl (AJIT), acmapratamunorpancdepasbl (ACT)) u  KoOHIEHTpanuu
O6H_I€I‘O 6I/IJII/IPYGI/IH3. A0 HavdaJia 1 BO BPEM: JICUCHUA B 3aBUCUMOCTHU OT KIIMHUYCCKUX MOKa3aHuH.
[Ipumenenne auMetmindymapaTa MOMKET COMPOBOXKAATHCS CHUKEHHEM OOIIEro KOJHMYECTBa
auMdonuToB B KpoBu (cM. pazaen 4.8). lumerundymapar He U3ydalid y MalMEHTOB, KOTOPHIC
UCXOJHO HMEIU CHH)KEHHOE KOJIMYECTBO JIUM(OIUTOB, TMOITOMY CIEIyeT CcOoO0I0aaTh
OCTOPOKHOCTDH IMPU NPUMCHCHHUU MPCIIapaTa y TAKUX IMMAIIUCHTOB. I[O Ha4dalia JICUCHUSA CICAYCT
OLCHUTDH PE3YJIbTAThl PAa3BCPHYTOTO KIIMHUYCCKOTI'O aHaJin3a KPOBU MMAallMCHTA, BKJIKOYAd MMOACUYCT
ymcna JTuMdoruToB. Eciau koandecTBo TMMPOLUTOB HUKE HOPMBI, CII€IyEeT OLIEHUTh BO3MOYKHBIE
MPUYMHBI 3TOTO MEPE]l HaYaJIoM Teparnuu JTuMeTHI(hymapaTom.

Ilocie nHauana TCpannun HOJIHBI aHaIu3 KpOBH, BKJIIOYasA MNOACYHCT 4YHUCIIA J'II/IM(bOI_II/ITOB,
PEKOMEHIYETCS IIPOBOIUTE Kaxable 3 MecsIa.

Heobxomumo paccMoTpeTs 1enecooOpa3HOCTh TMepephiBa B MpHeMe auMeTuiadymapara y
MAaIMeHTOB CO CHMIKEHHWEM Yucia JMMQPOIUTOB < 0,5x10%/7, COXPAHSIIOIIMMCS Ha TPOTSKEHUHN
6osee 6 mecaueB. OLEHKY IM0JIb3a/PUCK TEPAUU CIEIYET MEPECMOTPETh B XOA€ OOCYXKIEHUS C
NAllMeHTOM B KOHTEKCTE JAPYIMX JOCTYIMHBIX BapuaHTOB JeueHus. Knmuuueckue (akropsl,
OLICHKA JIIOOBIX JaO0OpaTOPHBIX W BU3YAIbHBIX HCCIEIOBAHUNH MOTYT OBITh BKJIIOYEHBI B 3TOT
nepecMoTp. Ecnu sieyeHne npo1omKaeTcs, HECMOTPS Ha MOCTOSIHHOE KOJIMYECTBO JIMM(OLUTOB
< 0,5x10%/1, pexomeHmyeTcss COOMIONATH MOBBIIIEHHYIO HACTOPOXKEHHOCTH (CM. pasaen 4.4),
HOJpa3zieNl Mo IMporpeccupymoomeii MHorooyaroBoi jerikosnuedanonatuun (IIMJI)). Iloacuer
ymcia JUM(OIUTOB claeayeT MPOBOIUTH 10 BOCCTAHOBJICHUS HOpMaibHOro KonuuecTna. [locie
BOCCTAHOBJICHHMSI HOPMaJbHOTO KOJIMYECTBA JUMQOLUTOB TMPU OTCYTCTBUU albTEPHATUBHBIX
BAapUaHTOB JICYCHHUS pEIIEHHEe O TOM, CJIEeAyeT JIM BO30OHOBUTH IIPUEM IIperapara

Jumerundymapar mocie NpeKpalieHus JIEYeHUs, JOJDKHO OCHOBBIBATbCA Ha KIMHUYECKOM
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

Crenyer OLIEHUTh COOTHOIIIEHHUE T0JIb3a/pPUCK TEPANTUH Y MAIIUEHTOB C KOJIMYECTBOM JTMM(OIIUTOB
ot > 0,5 x10°/1 mo <0,8x10°/1 B TeueHue Gonee 6 MecsIEB.

Maenumno-pezonancuas momoepaghus (MPT)

[Tepen Hauanom mpuema numetwiymapara, cienyeT BHIMOIHUTE 0azoByto MPT (00bruHO 3a 3
MecsIia) U HUCIONb30BaTh €€ Ul JajbHelmero cpaBHeHus. Crnenyromue MPT-ckanupoBanus
HEOOXOIMMO MPOBOJNTH B COOTBETCTBUU C HAIIMOHAIBHBIMHU M JIOKAILHBIMA PEKOMEH/IAIIUASMHU.
MPT MOXHO paccmaTpuBaTh KakK 4YacTh MEPONPHUATUNA TOBBIIIEHHOW HACTOPOXXEHHOCTH Y
MalMEHTOB ¢ MOBBIIEHHBIM puckoM [IMJI. B cinydae knmuanueckoro noao3penus Ha [IMJL, aist
NIMAarHOCTUYECKUX IeJIEN HEMEIEHHO JOJDKHA OBITH BhItoiiHeHa MPT.

IIpozepeccupyrowas muocoouazosas neikosnyegaronamus (IIMJI)

Cnyvan [IMJI peructpupoBainch Ha (OHE CPEAHETSKEIONW WIIM TSKEIOH JTUMQOIMTONICHUN
nocie mnpuMeHeHus aumeTwidymapara (cMm. paszmen 4.8). TIMJI mpencraBiser coboi
OMIMOPTYHUCTHYECKYIO BUPYCHYIO HH(EKITUIO TOJIOBHOTO MO3Ta, BBI3bIBAEMYIO BUpYcOM J[koHa
Kannunrema (JC-Bupyc), pa3BUTHE KOTOPOW MOXET HPUBOJIUTH K CMEPTH WIHM TSDKEIOU
VWHBAJIAIU3ALIH.

Cnyvan pazsutus [IMJI y nanineHToB HaOII01aTUCh TIPU PA3BUTHH Y HUX JUMGONIEHNH Ha PoHe
npuema auMeTuipymapara. EcTh OCHOBaHMS MpearnoaraTh, 4T0 JUIUTEIbHAS JTUMQOICHUS OT
YMEPEHHOM [0 TsDKEIOW CTeNeHM yBenuuuBaeT puck passutus IIMJI npu npueme
nuMertuidymapara. OIHAKO HEJb3s TOJIHOCTHIO UCKITF0YaTh pUcK pa3Butus [IMJI y manueHTOB ¢
auMmdorneHued JIerkol CTeleHu, NpUHUMAIUX auMeTwidymapar. K  1OMOIHUTETHHBIM
¢akTopaM, CrOCOOCTBYIOIIMM TIOBBIICHUIO pucka pa3sutus [IMJl Ha ¢one nmumdoneHuw,
OTHOCSITCS: TPOJIOJDKUTENLHOCTh Tepanuu (ciaydau pa3Butus y manueHtoB [IMJI BozHukamu
IIpUMEPHO Yepe3 1-5 sieT nocne eyeHus, 0JHaKO TOYHAs CBA3b C IPOJOJIKUTEIBHOCTBIO JICUEHUS
HE YCTAaHOBJIEHA); PE3KOe yMeHbIIeHHE KonmuectBa T-kimetok CD4" u oco6enno CDS8', uro
SIBJISIETCS. BAXKHBIM JIJI1 MMMYHOJIOTMYECKOW 3amuThl (cM. paznen 4.8); mpeaBapuTelibHAs
MMMYHOCYTIPECCUBHAS WJIM UMMYHOMOAYJIUPYIOIIas Tepanust (CM. HUXKE).

B 3agaum Bpaua BXxoauT oOclieJOBaHHE MAI[MEHTOB HA MPEIMET BBISBICHHS] HEBPOJOTHYECKUX
CUMITOMOB M TNPUYMH UX mNosiBiaeHHs. [Ipn oOHapyKeHUH MEepBbIX CUMITOMOB MM XKayloo,
xapaktepHeix st [IMJI, cremyer mpuOCTaHOBUTH MpHEM AWMETHI(dyMapaTa ¥ MPOBECTU
Haanexamee oOcnenoBanue, BiIovaromee onpenenenne JIHK JC-upyca B mpobax
CIIMHHOMO3TOBOM JKMJIKOCTH TMAI[MEHTOB METOAOM KOJWYECTBEHHOM MOJUMEpPAa3HON LEMHOMN
peakmuu. Cumnrombel [IMJI Moryr OBITHP CXOXH € OOOCTPEHHEM pPACCESHHOTO CKJIepo3a.
Tunnuynele knuHudeckue nposisaeHus IIMJI pasHopomHbl, [ HHX  XapakTEpHO

MporpeCcCUupoOBaHUC B TCUCHUC HCCKOJIBKUX I[Hefl WM HCICJIb, OHU BKIIIOYAIOT HApaCTArOIYIO

Crpanuna 5 u3 25



COOTBETCTBYET KCNEPTHOMY OTYETY
o1 02.03.2025 N= 6047

c1ab0oCTh C OJIHOW CTOPOHBI TeNla WJIM HEIOBKOCTh ﬁ%%%gﬁeﬁg&ﬁ%Tﬁg;éHﬁhme

paccTpoiicTBa, HapyllIEHUs MaMsTH, MBIIUIEHUS W OPHUEHTALMM, BEIyIME K CIYTaHHOCTH
CO3HAHUS M JIMYHOCTHBIM H3MEHEHHMsIM. Bpaum m0KHBI OBITH OCOOCHHO BHHMMATENBHBI K
CUMITOMaM, YyKasbiBalomMM Ha pazButhe [IMJI, KoTopble MalMEHT MOXXET HE 3aMETUTh.
[TarmenTam Takxke cienyeT PeKOMEHIIOBaTh COOOIIMTH CBOEMY MApTHEPY WM ONEKyHam 00
0COOEHHOCTSIX CBOETO JICUCHHSI, TOCKOJIBbKY B TAKOM CIIy4yae OHU CMOTYT 3aMETUTh KaKhe-T10o
U3MEHEHMS, KOTOPbIE MAIIMEHT CaM HE MOXKET OOHAPYKHTb.

[IMJI pa3BuBaetcs TobKO Ha (hoHe nHbeKIH, Bei3biBaeMoii JC-BupycoM. B cirydae mpoBeneHus
aHaimmza Ha JC-BUpyc HEoOXOOUMO YYHUTHIBaTh, YTO Yy MAlUEHTOB, MOJYYarOlINX
TUMeTWI(pymapaT, He U3y4ajoch BIUSHUE TUMQONECHIH Ha TOYHOCTh aHaIM3a Ha aHnTuTena k JC-
Bupycy. Kpome Toro, HeoOX0IMMO y4YHUTHIBaTh, YTO OTPHUIATEIbHBIN pe3yibTaT aHajM3a Ha
anTutena k JC-supycy (y NalleHTOB ¢ HOPMAJIbHBIM KOJIMYECTBOM JTUM(OIMTOB) HE UCKIIOYAET
BO3MOXXHOCTH JlajibHeHIero nHGUIUpPOBaHUs JAHHBIM BUPYCOM.

Ecnu y manmenta passuBaercst [IMJI, mpuem numetunpymapara He0OX0IUMO IPEKPATUTh.
IIpeowecmsyrowan mepanus UMMYHOCYRPECCOPAMU UNU UMMYHOMOOVIAMOPAMU

UccnenoBanuit a3 pextuBHOCTH U O€30MacHOCTH auMeTWiIdyMapaTa Ipu NEPEBOJIEC C APYTUX
MpenapaToB, U3MEHSIONINX TeueHue paccessHHoro ckieposa (IIMTPC), ne mpoBoauinock. Biausaue
IPEALIECTBYIOIIEH HMMYHOCYIIpECCUBHOM Tepanuu B passutuun  [IMJI  y mnanueHros,
OPUMEHSIOMNX AUMETHI(yMapar, CYUTAETCs] BO3MOXKHBIM. BbUTH 3aperucTpupoBaHbl Clydau
passutus [IMJI y nanueHToOB, NpUHUMABUIMX HaTalu3ymMad 10 JIeYeHHUs] TuMeTiI(pymaparom, B
oTcyTcTBHE JuMdorneHnn. BaxkHO OTMETHTH, YTO OOJBIIMHCTBO ciiydaeB pa3Butus [IMJI npu
npuemMe  AuMeTwiIdymapara  3aperucTpUpOBaHO Y  MAIMEHTOB, TOJYYaBIIMX  paHee
MMMYHOMOYJIUPYIOILYIO TEPAIIHIO.

[Tpu mepeBoae manuenToB ¢ apyrux [IMTPC na gumeTrundymapar, cieayeT YIUThIBaTh MEPHUOJ
MOJTYBBIBEJICHUS M MEXaHU3M JICHCTBUS APYTOH TepaIuu, 94TOObI H30€XaTh aJINTUBHOTO dPdexTa
Ha MMMYHHYIO CUCTEMY, B TO K€ BPEMsI CHWKasl PUCK PEAKTUBALIUU PACCEIHHOIO CKJIEPO3a.
Pexomenyercs oneHka o0IIero aHajlIu3a KPOBU IEepe]] HadyaJloM Tepanuu AUMETHI()yMapaToM
peryisipHO BO BpeMst JiedueHus (cM. pazzaen 4.4, moapasaen «JlabopatopHbie MOKa3aTenm»).

B wenom, Tepanuio aumerundymapaToM MOXHO HAuMHATh HE3aMEJIMTENbHO IOCIIE
npeKpalleHus nprueMa nHTepQepona mim riaarupamepa arerara (CA).

Taorcenvle napyuwenus hyHKYulli nouex u neyeHu

B cBs3u ¢ TeMm, uTo numeTwidymapar He M3ydaldHd Yy MAlMEHTOB C TKEIBIMU HapyIICHUSMU
GyHKIMI TOYeK M MeYeHH, NPUMEHATh €ro y JaHHOW KaTeropuu MAalMEeHTOB CIEAyeT C

OCTOPOKHOCTBIO (cM. paznen 4.2).
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3abonesanus JKKT 6 nepuoo svipasicennoco 00qcmpeHu.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

B cBs3u ¢ Tem, uTo AMMeTMII(pyMapaT He N3YyYaIH Y MAllMEHTOB C BBIPAXKEHHBIMU 00OCTPEHUSIMH
3aboneBanuii XKKT, npuMeHsTh €ro y JaHHOH KaTeropuy NalueHTOB CIEAYET ¢ OCTOPOKHOCTBIO.
«IIpunuevl kpoeu»

B xnuanueckux uccnenoBaHusx 34 % MalMEeHTOB, MOJyYaOIIMX AUMETHI()yMapaT, oTMedann
«TPUJIUBBDY KPOBH. B OOJBIIMHCTBE CilydaeB MHTEHCHUBHOCTh «IIPUJIMBOBY» KPOBH OIICHHWBAIACh
Kak JIerKas WM YMEpPEHHO Tshkenas. B Xoxe uccienoBaHuid Ha 300pPOBBIX J100OpPOBOJIBLIAX
BBISICHEHO, 4YTO «IPUJIMBBDY KPOBH, CBSI3aHHBIE C MPUEMOM JAUMETUIdymapaTa, BEpPOSTHO,
ONOCpEeOBaHbl IpocTariaHAuHoM. [lanmeHTaM ¢ HECTEPNUMBIMU «IIPUJIMBAMHU» KPOBU MOKET
OBITH TMOJIE3EH KOPOTKHH Kypc 75 MI HE KHIIEYHOPACTBOPHUMOHN (OPMBI alleTHIICATULIUIOBOM
KHCIIOTHI (CM. pazzen 4.5).

B 1Byx wuccienoBaHHMsX € y4aCTHEM 3J0POBBIX JTOOPOBOJIBIEB YAaCTOTa BO3HUKHOBEHHUS U
BBIPAKEHHOCTDh «IIPWJIMBOBY» KPOBH CHMKAJIACh BO BPEMsI ITpUEMA alleTUIICATUIIMIOBON KUCIIOTHI.
[lo naHHBIM KJIMHUYECKMX HcciaenoBaHud y 3 wu3 2560 DanueHToB, NPUMEHSBIINX
TUMeTUI(pymapaT, CAMIITOMBI «IIPHJIMBOBY KPOBU XapaKTEPU30BAIHCH KaK TsKelble. Bo3aMoxkHO,
OHM ObUIM OOYCJOBJIEHBl PEAKIUSIMH THIEPUYBCTBUTEIBHOCTH WM aHA(QUIAKTOUIHBIMU
peakuusaMU. YKa3aHHbIE PEaKIMM HE HOCWIIM KU3HEYI'POKAIOLIEro XapakTepa, OJAHAKO CTalu
NPUYMHON TOCIHMTAIM3AalUU MAIMeHTOB. Bpaun M MalMeHThl TOJKHBI ObITh OCBEIOMIIEHBI O
BO3MO>KHOM ITPUUMHE Pa3BUTHUS y NALIUEHTOB BHIPAXKEHHBIX CUMIITOMOB «IIPHJINBOB)» KPOBH (CM.
pasznensi 4.2, 4.5 u 4.8).

Anagunakmuueckue peaxyuu

Coobmanoch 0 ciydasx pa3BUTHSA aHAQWIAKTUYECKMX M aHAa(QWIAKTOMIHBIX pEaKkIuid Ha
IUMeTwIgymapaT B MOCTPETUCTPALIMOHHOM Mepruose. CUMIOTOMBI MOTYT BKJIHOYAaTh OCTaHOBKY
JbIXaHUSI, TUITOKCHIO, TUITIOTEH3HI0, AaHTHOHEBPOTUYECKUI OTEK, ChIITb U KPAITBHUILY.
MexaHu3M MHIYIUPOBAHHON nuMmeTHiIhymaparom aHaduIaKCUU HEU3BECTeH. Peakiuu oObIYHO
HaOJII01aI0TCS MTOCTIE TIEPBOM 03I, HO MOTYT IMOSBIATHCS B JIFOOOW MOMEHT BO BpEMs JICUCHHUS,
OBITh CEpbe3HBIMU M >KU3HEYTPOXKAIOUIMMU. B ciydae mosiBieHUs MPHU3HAKOB MM CUMIITOMOB
aHaQMIAKTUYECKUX DPEaKIMi cleayeT HEeMEUICHHO MPEKpaTUTh MpUeM AuMeTwidymapara u
0o0paTUThCs 32 MEIULMHCKON MOMOIIbI0. BO30OHOBIATH JeueHUs: B TaKOM CIy4yae 3arperieHo
(cMm. pazmen 4.8).

Unghexyuu

Yacrora mHpeknuoHHbx 3a0oneBanuil (60 % mnpotuB 58 %) u MHGEKUNOHHBIX 3a00JeBaHMI
Tsokenoro TeueHuss (2 % mnpotuB 2 %) Obula comocTaBUMa Y MalMEHTOB, MPUHUMABIINX
auMeTwiIpymapaT U mianedo, cooTBeTCTBEHHO. OHAKO, B CBS3M ¢ MMMYHOMOYIHPYIOIUMH

cBoOWcTBaMH qTuUMeTHWiI(pymapata (cM. pa3zaen 5.1), mpu pa3BUTHH y TAIMEHTA TSKETOW HHPEKITUH
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BOMpPOCAa O BO30OHOBJICHUU JICUCHHUS JUMETHI(PYyMapaToM CleQyeT TIOBTOPHO OLEHHUTH
COOTHOILIEHUE TOJIb3bl W PUCKA s mauueHTa. llanmeHTsl, mosyyaromme AuMeTwidymapar,
JTOJKHBI MH(OPMHpOBATH Bpauya O BO3HMKHOBEHHWH CHUMITOMOB HH(ekiuil. [lammentam c
TSOKENBIM ~ TE€YeHHEeM HMHQPEKUMOHHOro 3a0ojeBaHHMsl HE CcleAyeT HayuHaThb MpHUEM
auMeTwI(ymapara 70 ero u3JieueHusl.

He wnabnromanock MOBBIMIEHUS YacTOTHI PAa3BUTUS TSKEIBIX HHQPEKIHMA Yy MaIMEeHTOB C
KonmudecTBoM nuMdormToB B kpoBu <0,8x10°/m mmm <0,5x10°/n (cm. pasmen 4.8). B cmyuae
MPOJOHKEHUSI TEPAUY MPU HATUYUH JITUTEIbHOM TUM(ONEHNN CpeHel Uiu TSKeNoM cTerneHn
PUCK BO3HUKHOBEHHUS ONIOPTYHUCTHUECKUX HH(pekuui, Bkatouas [IMJI, He MoxkeT OBbITH
UCKIIIOUEH (cM. pazaen 4.4, noapazaen [IMJI).

Ungpexyusn Herpes Zoster

[Tpu mpoBeneHUH Tepanuu AUMETHIPyMapaToM BO3HHUKAIM ciydau MHpekuuu Herpes Zoster.
BonbmuHCTBO ci1ydaeB ObUIM HECEPhE3HBIMU, OJTHAKO, TAK)KE COOOIIATIOCH O CEPhE3HBIX CITyYasix,
BKJIIOYAs JIMCCEMUHUPOBaHHYIO uHOekuuio Herpes Zoster, unpexkuuto Herpes Zoster ¢
nopakeHueM ria3; cunjapoMm Pamces-Xanta; nndexuuro Herpes Zoster ¢ opaxeHUEM HEPBOB;
MEHUHTO3HIIehaTUT, BBI3BAaHHBIN Herpes Zoster 1 MEHUHTOMUEINT, BbI3BaHHBIN Herpes Zoster.
OTH ciyyan MOTYT BO3HUKATh B JIF00OM MOMEHT MpH MpoBeneHNH Tepanuu. Crneayer HabmoaaTh
3a ManUeHTaMH, MPUHUMAIOMIUMU AUMETHWI(QymMapar, Ha NpEeAMET NPU3HAKOB M CHMIITOMOB
unpexuu Herpes Zoster, 0COOEHHO eciu uMeeTcs WHPOPMAIKs O COIMYTCTBYIOMIEH
aumbouutoneHuu. B cinydyae BosHukHOBeHUs uHbekuuu Herpes Zoster He00X0IUMO Ha3HAUYUTD
COOTBeTCTByMOIEE JeueHue. Clenyer paccMOTPETh BO3MOXKHOCTb IPUOCTAHOBKH TEpaINnu
TUMETWI(pymMapaToM Yy TMAalUMeHTOB C CEphe3HbIMH HMH(MEKUUSMHU 0  BBI3JOPOBICHHS
(cm. paznen 4.8).

Hauano mepanuu

Tepanuio numeTuapymapaToM cieayeT HAYMHATH MOCTENEHHO, YTOObI CHU3UTh PUCK Pa3BUTHSA
«TIPUIIMBOBY» KPOBU M 1M0O0UHBIX peakiuii co croponsl XXKT (cm. pasnen 4.2).

Cunopom @ankonu

CooOmasioch 0 ciay4asx pa3BuTusi cuHapomMa DaHKOHM TP NPUMEHEHMM IIperapara,
coJepKalero auMeTwigpymapaTr B KOMOWHAIMM C OPYrUMH 3¢upaMu (pyMapoBOH KHCIIOTHI.
Pannss nuarnoctuka cuaapoma MaHKOHM W OTMEHA TEparvy TUMETHI(QyMapaToM BaKHBI IS
MpEeIyNpexXIeHNs Pa3BUTHS MMOYEYHOM HEIOCTATOUHOCTH M OCTEOMAJISIMH, TaK KaK CHHIPOM
0o0bIuHO siBIsieTcsl oOpatuMbiM. HanOonee BaKHBIMH TpHU3HAKaMU SIBISIOTCSA: MPOTEUHYpUS,
JIIOKO3ypusi (IpU HOPMaJIbHOW KOHLIEHTPALMU TJIOKO3bl B KPOBM), THIEPAMHUHOALMAYPUS U

dochatypust (Bo3MOKHO, corpoBoiaromasicss runodocparemueit). [Ipu mporpeccupoBaHun
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MOTYT HaOJIFOaThCSl TAKWE CUMITTOMBI, KaK MOJIMYPHS, ﬂ&gﬁ%ﬁ%ﬁgg%t‘ E&L%Lﬁmx

MBI, B peakux ciygasx MOXET BO3HUKaTh TrunodochaTeMuyeckas OCTEOMAIAIMS C
HEJIOKAJIM30BaHHON OO0JIbI0 B KOCTSAX, IOBBIIIEHWE AKTHMBHOCTH WIETOYHOM QocdaTa3sl B
CBIBOPOTKE M CTPECCOBBIE MepesoMbl. BaxkHo, 4To cuHapoM DaHKOHM MOXET BOSHHKHYTH 0€3
HOBBIIICHUS KOHIICHTPAIIMY KPEaTHHUHA WIIN CHIDKCHHS CKOPOCTH KiITyOoukoBoii punbTparmm. B
cllyuae BO3HHMKHOBEHHSI HESCHBIX CHUMITOMOB CIEIYeT paccMOTpeTh cuUHApoM DaHKOHU H
IPOBECTH COOTBETCTBYIOLINE OOCIEIOBAHUSL.

BcnoMorarenbHEIC BEIISCTBA

[Ipenapar Jdumerundymapar B 103upoBke 240 MT COACPKUT KPaCUTENh a30pyOUH M KPACHUTEIb

OpMILITMAHTOBBIN YEPHBINA, KOTOPhIE MOTYT BBI3BIBATh AJUIEPTHUECKUE PEAKIHH.

4.5. BzaumoaeiicTBue ¢ JPYrHMHM JIeKAPCTBEHHBIMM TMpernaparamMd M Jpyrue BHAbI
B3aHMOJAEHCTBUSA

IIpoTHBOONYX0IEBbIE U UMMYHOCYIIPECCUBHEIC MIPEapaThl

HccnenoBanus mo oueHke 3¢ (HEeKTUBHOCTH U 0€30MMacHOCTH JUMETI(ymMapaTa pu NPUMEHEHUH
B KOMOMHAaIlUM C TPOTHUBOOMYXOJIEBHIMH WM HMMYHOCYIIPECCHUBHBIMU IIperapaTaMu He
npoBoaAnIuCh. [loaTOMy ITpu OTHOBPEMEHHOM IPUMEHEHHUH JaHHBIX JIEKAPCTBEHHBIX IIPENAapaToB
CJIEIyET MPOSIBIISITh OCTOPOKHOCT. COMYTCTBYIOIIEE KPATKOBPEMEHHOE BHYTPUBEHHOE BBEICHNE
NalMeHTaM TIIIOKOKOPTUKOCTEPOUIOB Ui MPO(PUIAKTUKN PELUANBOB PACCESIHHOTO CKJIEPO3a B
X0Jle KIMHUYECKUX HCCIeAOBaHUNH JIuMeTWI(pymapara HE COMNPOBOXKAAIOCH KIMHHUYECKU
3HAYUMBIM YBEJIIMYEHUEM YaCTOThI pa3BUTHUS MHDEKIIHIA.

BakiuHel

Bo Bpems Tepamuum auMeTHiymMapaTroM MOXeET OBITh PACCMOTPEHO HCIIOJIb30BaHHE
MHAKTUBUPOBAHHBIX BaKLUHWH B COOTBETCTBHHM C HAllMOHANBHBIMHM TpaduKkaMy BakuuHanuu. B
uccienoBanuu ¢ yuactuem 71 manmenta ¢ PPPC nanuenTsl, npuHuMaBime nuMetuiipymapar mo
240 mr 2 pa3a B CyTKH HEe MeHee 6 MecsiieB (n=38) WK HeMATHIIMPOBAHHEIN HHTEp(EpPOH HE MEHEe
3 wmecsneB (n=33), OOCTUIIN COMOCTAaBUMOI'O HMMMYHHOT'O OTBeTa (OINpEeNeNsBIIErocs Kak
JIBYKpaTHOE Uiu OoJiee MOBBIIICHUE TUTPA A0 U MOCJe BAaKLIMHAIMN) Ha CTOJIOHSAYHBIH aHATOKCHH
(ceHCMOMIU3UPYIOMINIA aHTUTEH) U KOHBIOTHPOBAHHYI0O MEHMHTOKOKKOBYIO C-TOJIHCcaxapuIHyIO
BakIMHY (HEOAQHTHIEH), B TO BpeMsl KaK HWMMYHHBI OTBET Ha pa3UYHBIC CEPOTHIIBI
HEKOHBIOTUPOBAHHOMN 23-BalleHTHOH IMTHEBMOKOKKOBOH MOJIUCaXapUaHON BaKIIUHBI
(He3aBHCHMBIA aHTUTEH T-KJIETOK) BaphbUpOBaI B 00eux rpymnmax. [1oJ0KuTenbHbI IMMYHHBIN
OTBET, OMNpPEACISABIIUINCS YEThIPEXKPAaTHBIM M 0Oojiee YBEIMUYEHUEM THUTpa aHTUTENI K TpeM

BaKIiuHaMm, OBLI AOCTUTHYT Yy MCHBIICTO KOJMYCCTBA IMAIIUCHTOB B 0benx rpyimimax. B rpynre
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CTOJIOHSYHBIM aHATOKCUH U THEBMOKOKKOBBIN MOJIMCAaXxapua cepoTura 3.

UccnenoBanus 3pPpekTUBHOCTH U O€30MAaCHOCTH MPUMEHEHHs TUMETUIIPyMapaTa COBMECTHO C
KMBBIMU OCJTa0JICHHBIMU BaKIIMHAMH HE TIPOBOIMINCE. JKUBBIE BaKIIMHBI MOTYT ITOBBIIIATH PUCK
MH(EKIMOHHBIX 3a00JI€BaHNH, TO3TOMY HE JOJDKHBI IPUMEHATHCS y MAIMEHTOB, MOIYYaOMINX
auMeTwiIgymapaT, 3a HCKIIOYEHHEM CIIydaeB, KOrJa IOTEHIUalbHas MOJb3a BaKIMHAIMH
NPEBBIIIACT PUCK €€ TPOBEICHUS.

Jlpyrue npou3BoaHble hyMapOBOH KHUCIOTHI

Bo Bpems Tepanuu numeTriipymapaTtom cieayer u3deraTb 0THOBPEMEHHOTO TPUMEHEHHUS IPYTHX
IPOM3BOJIHBIX (PyMapoOBON KUCIOTHI (KaK I MECTHOTO, TaK M JUIsI CHCTEMHOT'O TPUMEHEHHUS).

MuanykTopsl 1 uHrHOUTOPSI ImToxpoma P450

[lepen monagaHueM B CUCTEMHBIA KPOBOTOK JUMETHII(yMapaT METa0OIU3UPYETCs B OpraHu3Me
yeloBeKa MpH YydacTuu ocrepas. Jlamee B meraboin3Me ydacTBYIOT (DEPMEHTHI IHMKJIa
TPUKApOOHOBBIX KHCIOT 0e3 ydacTusi u30(pEepMEHTOB cucTeMbl wLuToxpoma P450. B
UCCIIEIOBAaHMSIX in Vitro He ObUTO BRISIBICHO MOTEHIIMATBHOTO PUCKA MHTMOMPOBAHUS M UHIIYKIHH
n30(epMeHTOB cucTeMbl ITuToXpoma P450, Tak e Kak mpyu OIleHKe BIUSHHS P-roukonporenHa u
M3Y4YEHUN CBS3BIBaHUS AUMETWIdymMapara U MoHoMeTmwiIpymapaTta (OCHOBHOIO MeETa0OoJIMTa
nuMetwidymapata) ¢ OeKaMu TUIa3Mbl KPOBH.

HopoaarecTpoMUH ¥ 3THHUIDCTPATUOT

Bbeiio mpoBeneHo wuccnenoBaHue (apMAKOKMHETHKH, B KOTOPOM H3y4aloCh COBMECTHOE
NpUMEHEHHE  KOMOMHHPOBAHHOTO  ITIEPOPATBHOTO  KOHTPAIENITUBHOTO  Ipemapara  C
muMmetwigymapaToM. JlumerniadymapaT HE OKa3blBal 3HAYMMOTO BIUSHHUS Ha Npoduib
(apMaKkOKMHETUKH  HOPAJITECTPOMHHA WM OSTHHWIACTpaguoia.  Jus — mepopaibHBIX
KOHTPALETITUBHBIX CPENCTB, COACPIKAIIMX JAPYTHe IMPOTeCTareHbl, HE MPOBOIMIOCH HHUKAKHX
WCCIIEIOBAaHUN B3aMMOJICHCTBYS;, TeM HE MEHee, HUKAKOTO BIUSHHS TUMETHI(dyMmapaTra Ha WX
YPOBEHb HE 0XKHJIACTCH.

ITepopanbHBIC KOHTPAIICTITUBEI

B pe3ynbrare uccnenoBanuii in vitro mo oneHKe BO3MOKHON MHAYKIUU N30()EPMEHTOB CUCTEMBI
nutoxpoma P450 He BBIABICHO B3aMMOJCUCTBHUS MEXIY NTUMETHIPyMapaToM U MepopabHBIMU
KOHTpauentusamu. MccnenoBanus in vivo 1O U3Y4EHHMIO B3aUMOJCUCTBHUS C MEPOPAIBHBIMU
KOHTpauCuTUBaM HC HPOBOAUIUCE. HGCMOTp}I Ha TO, YTO B3&HMOI[GI>1CTBH€ MCKOY
TUMeTHII(hymMapaToM U IepOpaTbHBIMU KOHTPALEITHBAMH MaJIOBEPOSTHO, CIEAYET PACCMOTPETh
BO3MOXXHOCTh TPUMEHEHHUS HErOPMOHAJIbHBIX KOHTPALENTHBHBIX CPEACTB Ha (OHE JIeueHUs

TUMETUI(PyMapaToM.
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YcranoBneHo, uTo MHTEphEpoH OeTa-la AJis BHYTPUMBIIIEYHOTO BBEJICHUS M TiaTHpamepa
areTar, 4acTo MpPUMEHsEMbIC IJIsl JICYCHUS PACCESHHOTO CKIIEPO3a, HE OKa3bIBaU BIUSHUS Ha
(dbapmMakOKHMHETHISCKUN TpoQ b TUMeTHIIpyMapara.
B xoxe uccnenoBanuii ¢ yuactueM 30pOBBIX T0OPOBOJIBIEB BBISICHEHO, YTO «IIPUIIUBBI) KPOBH,
CBSI3aHHBIE C IPUEMOM JUMETHII(hymMapaTa, BEpOSTHO, OTIOCPEIOBAHBI IPOCTArJIaHInHOM. B xome
JBYX WCCJICIOBAHUI C y4acTHEM 3JI0POBBIX JOOPOBOJBIEB MpreM 325 Mr aneTHICATHIIHIOBOM
KHCJIOTHI (MU aHAJIOTa) B HE paCTBOPUMON B KUIIIEYHUKE JIeKapcTBeHHOU hopme 3a 30 MUHYT 10
npuemMa auMmeTwidymapara B TeueHue 4 1Hell win 4 Helenb HE OKa3blBaJl BIUSHUSA Ha
dapmakokuHeTHUECKUA Npodib auMeTwipymapara. Crlenyer yduThIBaTh TOTEHIIUATbHBIE
PUCKH TIPUMEHEHHS AalleTHJICATUIIUIOBONH KHUCIOTHl 10 TPHUHSATHS PEIICHUS O COBMECTHOM
Ha3HaueHnH ¢ nuMmetmwidymapatom y nanueHtoB ¢ PPPC. JlnutensHoe npumenenue (6osnee 4
HEZeNb) aleTHICATUIMIOBOW KUCIOThl B KOMOMHAIMM C AMMETUI(GYyMapaTOM HE H3ydajoch.
OpHOBpeMEHHOE  MPUMEHEHHE  JUMeTWiIpyMapara ¢  JIEKapCTBEHHBIMU  CPEICTBAMHU,
oOnamaomuMu HePPOTOKCUYECKUM JEHCTBHEM (TaKMMH KaK aMHUHOTJIMKO3WJBI, JUYPETUKH,
HECTEpOUIHbIE MPOTUBOBOCTIANMTENbHBIC npenapatel [HIIBII] nau npenapaThbl auTHS), MOXKET
MOBBIIIATH PUCK PA3BUTHI HEXKEIATENBHBIX JIeKapcTBeHHBIX peakiuid (HJIP) co croponsl mouek u
MOYEBBIBOJIALINX MyTeH (Harnpumep, BHI3bIBATH MIPOTEUHYPHIO) (CM. paznensl 4.4 u 4.8).
AJIKOT0JIb
YnotpebiieHne yMEpeHHOTr 0 KOJIMYECTBA aJIKOTOJISI HE M3MEHSET SKCIO3HUINI0 TuMeTI(pymapara
U He compoBoxaaeTcs moBbimeHneM dactoTel HJIP. [loTpebnenuss Oompiioro koandyecTBa
KpPENKUX aJTKOTOJIbHBIX HamUTKOB (Oomnee 30 06%) creayer n3berath Kak MUHUMYM B TeUeHHE |
yaca mociie MpUMEHEeHHs TUMETHII(hymMapara, Tak KaK aTKOroJIb MOXKET IPUBOIUTH K MOBBIIICHUIO
yactoTel HJIP co croponst )KKT.

eTu

HccnenoBanus B3auMOACUCTBUS IPOBEACHBI TOJIBKO Y B3POCIBIX.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

bepeMeHHOCTB

JlanHple 0 TMpUMEHEeHUU AuMeTuidymapata y OEpeMEHHBIX KEHIIMH orpaHudeHbl. JlocTyrmeH
yMepeHHBI 00beM JaHHBIX 0 OepeMeHHbIX keHmuHax (0T 300 1o 1000 ucxomgoB 6epeMeHHOCTH),
OCHOBaHHBIH Ha peecTpe OEpEeMEHHOCTEH U MOCTPETUCTPALIMOHHBIX CIIOHTAaHHBIX cOO0IeHUsX. B
perucTpe OEpeMEHHOCTH OBLIO 3apeTrUCTPUPOBAHO 289 MPOCIEKTHBHO COOpPaHHBIX HCXO0B
OCpeMEHHOCTH Y TAIMEHTOK C PACCeSTHHBIM CKJIEPO30M, TOJBEPTIINXCS BO3JECHCTBUIO

mumetmidymapata. CpeaHsisi IpoJI0JDKUTEIBHOCTh BO3ICHCTBHS AUMETHI(yMapara COCTaBUIIa
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(44 ucxoma OepemeHHocTH). Bo3zneiictBue aumerwidymapaTa Ha TaKuX paHHHMX CpOKax
OepeMEHHOCTH HE YKa3bIBaeT Ha MOPOKH Pa3BUTUS WM (HETO/HEOHATANbHYI0 TOKCUYHOCTH IO
CpaBHEHHUIO ¢ oOmel momyisuuer. PUCK mmuTensbHOTO BO3IEHCTBHS IuMeTWIdymapaTa WA
BO3/ICICTBUS Ha 0oJiee MO3IHUX CTAAUsIX OEpEMEHHOCTH HEU3BECTEH.

B uccnenoBanusx Ha KMBOTHBIX OBUIO IMOKA3aHO TOKCHYECKOE JeiicTBHE AUMeTHI(yMapaTa Ha
penponyKTUBHYIO cicTeMy. He pekoMenayercss mpuMeHsATh AUMEeTHIIhyMapar npu 6epeMeHHOCTH
U y KEHILIWH PeNpOTyKTUBHOTO BO3PACTa, HE UCIIOJIb3YIONIUX HAIe)KHbIE METO/Ibl KOHTPALICTILUN
(cm. paznen 4.5). Aumetundymapar MOXKHO Ha3HAYaTh BO BpeMsi 0EpEMEHHOCTH TOJILKO B CTydae
KpaiiHell HeoOX0AMMOCTH, KOTJa MOTeHIUAIbHAS MOJb3a JJIi MaTepy MPEBBIIIACT BO3MOXKHBIH
PUCK IS TIJI0/A.

Jlakranus

HeusBectHo, mpoHUKaeT 1 AUMeTHI(yMapaT Uil €ro MeTabOIUTHI B TPYIHOE MOJIOKO YeJIOBEKa,
MIOSTOMY HEJb3 MCKIIOYHTh PUCK Ui HOBOPOXKACHHBIX JeTeld M MiaaeHIeB. PemeHue o
IpeKpalleHn TPYAHOTO BCKApMIIMBAHMS HJIM OTMEHE Tepanuy JUMETHI(PYMapaTroM JOJIKHO
OBITh MPUHATO TOCJE TIIATEIHHOW OLEHKU COOTHOIICHMSI MOJB3bI JUIsl MaTepu U pUCKa AJis
pebenka.

DdepTUabHOCTD

JlaHHBIE O BIMSHUM TuUMeTHI(pyMapaTa Ha (HEepTUIHLHOCTh YEJIOBEKa OTCYTCTBYIOT. Pe3ynbTarThl
JOKJIMHUYECKUX MCCIIEI0OBAHUN HE BBIBUIM MOBBIIIEHHOIO PUCKA CHIDKEHUS (DEPTUIBHOCTH Ha

dboHEe MpUMEHEHUS JUMETHIdyMapara.

4.7. Biusinue Ha CIOCOOHOCTH YNPAaBJATH TPAHCIOPTHBIMHM CPeICTBAMH M PadoTaTh ¢
MeXaHHu3MaMH

JumerundymapaT He OKa3blBa€T WM OKA3bIBAET HECYIIECTBEHHOE BIHUSHUE Ha CIIOCOOHOCTH
YIOPABJIAT  TPAHCHOPTHBIMM  CpPEACTBAaMH,  MeXaHu3MaMu. lccienoBaHuii — BIIMSHMS
TUMeTwI(pymapaTa Ha ClIOCOOHOCTD YIIPABIISATh TPAHCIIOPTHBIMU CPEICTBAMH U MEXaHU3MaMHU He
IPOBOAWIIOCh, HO COIJIACHO JaHHBIM, TIOJYYEHHBIM IMPH TPOBEACHUU KIMHUYECKHX
WCCIICIOBaHNM, Kakux-mn0o »sddexToB muMerundymapara, TOTCHIIMATHHO OKAa3bIBAFOIINX

BJIMSIHUE Ha 3TY CHOCOOHOCTb, HE HAOJII0AI0Ch.

4.8. HexkennaTeibHbIe peakuuu

Pesrome mpoduiist 6e3onacHOCTH

VY manueHToB, Moay4yaBIInX JedeHne AuMeTridymaparom, Hanbonee gacto (y =10 % cimyuaeB)

orMmeuanuch Takue HJIP, kak «apunusb kposu, 1 HIIP co ctopons! JKKT (B Tom uncie auapes,
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TOIIHOTA, 00JIh B )KUBOTE, OOJIb B BEpXHEH YaCTH mHBOTa')n&_ﬁ?pﬁﬁtpéﬁ%T(]p-WHﬁﬁg co CTI!;')?)BHLI

XKKT yame pa3BuBaloTCsl B Hayajie Tepanud (B OCHOBHOM, B TEUCHHME IEPBOro mecsua). Y
MAIMEHTOB C MOJAOOHBIMU CHMIITOMAMH «IIPUJIMBBDY KPOBU M KEITYJAOYHO-KUIICYHBIE SBICHUS
MOTYT MEPHUOJUYECKH BO3HHKaTh M B TEUYEHHE Bcero mnepuoia jedeHus. Hambornee wyacto
NpUYMHOM oTMeHbI AuMeTuidymapata (y>1 % nanueHToB) Obutn «IpuiauBbl» kpoBu (3 %) u HJIP
co croponsl XXKT (4 %).

PesroMe HexxenaTeabHbIX peaKIInN

Hwxe npencrasinenst HJIP, cBeeHNst 0 KOTOPBIX OBLIH MOTYYEHBI IPH TPOBEICHUH KIIMHUYECKHUX
MCCJIEIOBAHMM, a TAK)KE B MOCTPETUCTPALIIOHHOM TIEPHO/I€ U Ha OCHOBE CIOHTAHHBIX COOOLICHUIH.
HJIP, wumeromue MNpUYMHHO-CICICTBEHHYIO CBS3b C TPUMEHEHHEM JUMeTWwiI(ymapaTta,
pacrpeieeHbl 10 CHCTEMHO-OPTaHHBIM KJIacCaM € YKa3aHHEM YacTOTHI MX BOBHUKHOBEHHUS: OUYEHb
yacmo (= 1/10); wacmo (> 1/100, vHo < 1/10); Heuacmo (> 1/1000, HO < 1/100); peoxo (= 1/10000,
HO < 1/1000); ouenv peoxo (< 1/10000); yacmoma neuzsecmna (Ha OCHOBAaHHUU WMEIOIIUXCS
TAHHBIX OIEHUTH HEBO3MOXHO).

Hugpexyuu u unsazuu

Yacmo: TaCTpOIHTEPUT;

Yacmoma neuzsecmua: IIMJI', undexuus Herpes Zoster.

Hapywenus co cmoponuvl Kposu u tumgamuyeckou cucmemsl

Yacmo: neikoneHus!, TMMQOTICHUS,

Heuacmo: TpoMOOLIUTONIEHHUS.

Hapywenus co cmoponvl uMMyHHOU cucmembl

Heyacmo. runepyyBCTBUTENHHOCTD;

Yacmoma Heuzéecmua: aHapUIAKTMUeCKUil IIOK!, 3aTpyaHeHWe MAbIXaHHsA', THIOKcHs!,
TUMOTEH3Hs ', aHTMOHEBPOTHYECKHHT OTeK' .

Hapywenus co cmoponul HepeHoli cucmemvl

Yacmo: ourynieHue KKEHUS.

Hapywenus co cmoponwvl cocyoos

Ouenb yacmo. «IPUITUBBD KPOBH;

Yacmo: onrynieHue xapa, COpoBOKAAIOIIEECs yUallleHHbIM cepAlieOneHneM.
Kenyoouno-kuuieynvie HapyuleHus

Ouenv yacmo: auapest, TOUIHOTA, 00JIb B BEPXHUX OTAeNaX )KUBOTa, O0JIb B )KHUBOTE;

Yacmo: pBOTa, TUCIIETICUS, TACTPUT, KEIyIOUHO-KUIIIEYHOE PACCTPOMCTRO.

Hapywenus co cmoponul neuenu u sicenuesbleo0auux nymeti

Yacmoma neuszéecmna.; OTKIOHEHHs OMOXMMHYECKUX TI0Ka3aTenel (yHKIMK HeueHu .

Crpanuna 13 u3 25



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 02.03.2025 N= 6047
(NOCNEOCBATENEHOCTE 0001)

Hapymenuﬂ CO CMOPOHbL KOJMHCU U NOOKOJNCHBIX MKAHEU

Yacmo: 3y1, Cblllb, SpUTEMA.

Hapywenus co cmopoHuvl nouex u Mouesvbi800auwux nymetl
Yacmo: npoTeUHYypUs.

Obwue HapyweHus U peakyuu 8 mecme 66€0eHus.

Yacmo: ouyleHue xapa.

JlabopamopHvle u uncmpymenmanbHvle OaHHble

Ouenb yacmo. KETOHYpUSL.

Yacmo: anpO0ymunypusi, nossienue aktusHoct ACT, AJIT, neiikoneHus.

1-H€)K€.H8.T€HBHBIG PCaKkru, BbIABJICHHBIC TOJIBKO B XOA€C IMMOCTPCTUCTPATUOHHOTO ITPUMCHCHMU .

Onucanue OTACIBHBIX HEKEIATCAbHBIX PECAKIIHI

«IIpunuevl» kposu

«IIpunuBBDY KpOBH OINMCHIBAIOTCS MALMEHTAMU KaK OILIYIICHHWE NPWJINBA KPOBU K KOXKE WIH
OLLYIIEHUE Kapa, HO MOTYT BKJIIOYATh U JPYTHUE MpOsABIEHUS (HampuMmep, OIIYyIIEHUE TEIIa,
NOKPAaCHEHHUs, TMOKaJbIBaHUs, XOKeHHs). B Xonme mianebo-KOHTPOIUPYEMBIX HCCIeIOBaHUN
OTMEYAJIOCh YBEIMYEHHE YacTOThl BO3HHUKHOBEHMS S3IH30JI0B «IPUIUBOB» KpoBU (34 % mo
cpaBHEHHUIO ¢ 4 %) u ourymenue xapa (7 % mo cpaBHeHuto ¢ 2 %), COOTBETCTBEHHO, Y TAI[UCHTOB,
NOJYYaBIINX TUMETUI(PyMapaT, MO CPaBHEHHUIO C MAIMEHTaMH, IOJIydyaBIIMMHU IU1anebo. B
OOJIBIIMHCTBE CIy4aeB HHTEHCUBHOCTD «IIPUJIMBOB)» KPOBH XapaKTEpU30BAIaCh MallMEHTaMU KaK
cnabo WM yMepeHHO BblpaxkeHHas. B memom, 3 % mnanueHTOB NpeKpaTHIM Tepanuio
TUMETHII(hyMapaToM r3-3a «IIPUIMBOBY» KpoBH. Ciyyau TSKEIOro TeUEHUS «IIPUIUBOBY» KPOBH,
KOTOpbIE MPOSIBISUIMCH PACIPOCTPAHEHHON APUTEMOI, KOXXHOW CBINBIO W/WUIM 3yJOM KOXH,
HaOroanch MeHee 4eM y | % manueHnToB, IpUHUMABIINX JUMETUI(QymMapart.

HJIP co cmoponwt JKKT

VY manueHToB, MONydalomuX JUMETHI(ymapaT, [0 CPaBHEHHUIO C MallMeHTaMH, MOIYy4aBIINMU
ane6o, yacrora HJIP co croponst XKKT Obina Boite (Hanpumep, nuapes [14 % mo cpaBHEHHIO
¢ 10 %], romnuoTa [12 % mo cpaBHeHuto ¢ 9 %], 6oib B BepxHUX oraenax xwuBora [10 % mo
cpaBHEHUIO ¢ 6 %], 6011k B )kuBOTE [9 % 1O cpaBHeHUIO ¢ 4 %], pBoTa [8 % 1o cpaBHEeHUIO € 5 %]
u aucnerncus [5 % no cpaBHeHuUIo ¢ 3 %]). B GonpmMHCTBE cilyyaeB HHTEHCUBHOCTh CHMIITOMOB
co croponsl JKKT xapakTepuzoBasiach manneHTaMu Kak c1a0o0 UM YMEpEeHHO BbIpaxkeHHas. 4 %
NalMeHTOB, NMPUMEHSABUIMX IMMETHI(ymapar, mpekpaTwin tepanuto u3-3a HJIP co cropons
KKT. Tsxensie HIIP co ctoponsr XKKT, B ToM ymciie, racTpoOSHTEPUT U TaCTPUT, HAOIIOJATHUCH
B | % ciayyaeB y malueHTOB, IPUHUMABIIUX TUMETHI(QyMapar.

AKmueHocmy «ne4eHoUHbIX» MPAHCAMUHA3

Ha ocHOBaHuM NaHHBIX MUIaLE00-KOHTPOIUPYEMBIX UCCIIE0OBaHUH, Y OOJIBIINHCTBA MAI[IEHTOB
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B 3 paza. [loBblllieHHe aKTHUBHOCTH «II€YCHOYHBIX)» TPAaHCAMHMHA3 Yy IMAIMEHTOB, MOTYYaBIIMX
JedeHue auMeTwiIpymMaparoM, MO CpPaBHEHHIO C TMAlMEHTaMH, MOMy4YaBIIMMH I1anedo,
HaAO0JI0/1a10Ch, MPEUMYIIECTBEHHO, B TEYEHHE IEpBbIX 6 MecsueB Tepanuu. [loBblinieHue
aktuBHOCTH AJIT u ACT B 3 u 60nee pa3 ot BI'H ormeuensl, cooTBeTcTBeHHO, ¥ 5 % 1 2 %
MAIUEHTOB, MOTYYaBIINX anedo, u'y 6 % u 2 % nanueHToB, MOTYYaBIINX TUMETWIPyMapar.
[ToBbIlIeHNE AKTUBHOCTH «II€YCHOYHBIX» TPAHCAMHUHA3 MOCITYKUIIO TPUINHONW OTMEHBI Tepariu
MeHee 4eM y 1 % malueHToB Kak B IpyIIe MalueHToB, TPUHUMABIINX AUMETUIdymMaparT, Tak u
miane6o. B muane0o-KOHTpONMpPYEMBIX HCCIASAOBAHUSAX HE HAOMI0IaI0Ch TOBBIIICHUS
TpaHcamMHHa3 B >3 pa3a Bbiie BI'H ¢ couetanHbIM noBblieHueM o01iero Onnupyouna dosee yem
B 2 pa3a Beimie BI'H.

B xone nmoctperucTpallioHHOTO MPUMEHEHUs TuMeTHiymapara coo0manock 00 OTKIOHEHHSIX
OMOXMMHMYECKHUX TTOKa3aTenel (yHKINK NedeHH (TTOBBIIICHHS TpaHCaMUHa3 B >3 pasa Boitie BI'H
C COYETaHHBIM MOBBIIIEHUEM 001Iero Ounnpyouna 6onee yem B 2 pasza Beimie BI'H), kotopsie
paspemanich mocie OTMEHbBI AUMeTUIdyMapara.

Hnghexyuu

[Ipn nmpumenennn aumeTuiIdymapara cooOImaiock o pa3Butun uHbekuu Herpes Zoster. B
IPO/IOJDKAIOIEMCSI JJOITOCPOYHOM JOTIOTHUTETLHOM UCCIIEIOBAaHUH, B KOTOpOM 1736 manneHToB
C paccessHHBIM CKJIEPO30M MPUMEHSUIA JUMETHI(yMapaT, MpUOIU3UTEeNbHO ¥ 5 % Habmonancs 1
nim 6osee ciydaeB pa3Butus uHpexuun Herpes Zoster, OOJBIIMHCTBO U3 KOTOPBIX OBLIN JIETKOU
WM CPEIHEN CTENEeHH TSHKECTH. Y OOJBIIMHCTBA CYOBEKTOB, BKIIIOUYAs T€X, y KOro Ha0101aI0Ch
paszButue uHbekuun Herpes Zoster TSKEION CTENEHU, KOJTMYECTBO JTUMQOIMTOB OBUIO BBIIIE
HwkHed rpanunsl HopMmbl (HI'H). Jlumdonenus crenenu 2 m 3 Oblia pacrnpocTpaHeHa Y
CyOBEeKTOB C comyTcTBytomerd mnuMdonuronenued. B  mocTperucTpalimioHHOM —TEepUOJIe
0onbIIMHCTBO ciyyaeB uHbekuun Herpes Zoster OblTM HECEPHE3HBIMH U pa3pelIaiuCh MpU
NpOBECHUN Tepanuu. VMelTcs OrpaHWYCHHBIE [aHHbIE IO aOCONIOTHOMY KOJUYECTBY
TMM(OIUTOB y ManueHToB ¢ MH(pekuuend Herpes Zoster B TOCTPErHCTPAMOHHOM IEPHOE.
Opnako, B cilydae pernopTHUpOBaHUs, y OOJBUIMHCTBA MAIlMEHTOB HaOmoaanach JUMQOIeHus
crenenu 2 (ot <0,8x10°/1 10 0,5x10°/1) wm crenenn 3 (ot <0,5x10°/1 10 0,2x10%/1) (cM. pasaen
4.4).

Jlumgponenus

V GonpimmHCTBA TAIMEHTOB (>98 %) He OBLIO BBISIBICHO OTKJIOHEHUH OOIIET0 Yrcia TUMQOIUTOB
B KpPOBH JI0 MPUMEHEHUS AUMeTUI(hymapaTa B paMKax M1ane00-KOHTPOIUPYEMbIX HCCIEA0BaHUN.
[Tocne Havana nedeHus: TUMETUIHyMapaToM OTMEUEHO CHUKEHHE O0ILEro Yyuciia JIMM(OLUTOB B

TEUYEHUE IMEPBOTO roja C TMOCIeAylomed ux crabunusanuei. B cpennem, ofmiee 4ucio
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auMdonUTOB CHUXanock mpumepHo Ha 30 % oT HCXOH&Q‘FB%E’EJ EIJI-HEJ_';TSJ M@ﬁﬁ&ﬁa u

cpeaHee 4HCIO JTUM(OLUTOB OCTaBAIUCh B Mpenenax HOpMbl. OOmiee 4uciao JTUMGOLUTOB
<0,5x10°/n mHabmionanocs MeHee yeM y 1 % MaIrMEHTOB, MOMy4aBIIMX Tanedo, ©'y 6 % -
nosy4aBmux aumetuiadymapar. Komruectso mumdormTos <0,2x10%/1 orMedero y 1 manmenra,
MPUHUMABILEro JuUMeTWIpyMapar, HO He HaOJoJanoch B Tpymme mianebo. B kmmHudyeckux
UCCIIEIOBaHMSX, KaK KOHTPOJIMPYEMBIX, TaK 1 HEKOHTPOJIUPYEMBIX, Y 9 % MallMeHTOB KOJIUYECTBO
TUMQOIMTOB HAXOWIOCH B IMAMA30HE OT >0,5x10%/1 o <0,8x10°/n1 B Teuenue Kax MUHUMYM 6
MecsIeB, y 2 % MarueHToB YUCiI0 JTUMQPOITMTOB CHUZMIOCH 10 3HAYCHHU I <0,5x10°/1 Ha nepuo/
JUIUTETLHOCTBIO HE MEHee 6 MecsIeB, U Y OOJBbIIMHCTBA U3 3TUX NAIlEHTOB CHUKEHHE YHCIIa
UMGOIMTOB OCTAaBAIOCh Ha TOM e ypoBHe (<0,5x10°/m) mpu nponosmkennu Tepanuu. OTMEYeHb!
ciyuau [IMJI Ha ¢oHe BBIpaKEHHOH U JUIMTeNbHON TUMoneHnu (cM. pa3aen 4.4).
Jlpyeue uzmenenus nabopamopHulx noxazameinetl
B xoxe minane60-KOHTPOIMPYEMBIX HCCIEI0BAaHUN y MAI[MEHTOB, KOTOPHIE MOJMy4Yald Teparuio
nuMmetwidymapaTom, keTonypus (1+ u Bbime) onpenensuiack yamie (45 %), 4eM B rpymre miamneco
(10 %). Knuandeckasi 3HAUMMOCTh JAHHOTO HAOIIOICHUS HE OIIpe/ieIeHa.
Konnenrtpanus 1,25-nurunpokcuBuramMuia D B KpOBU CHUXKAJIACh y MAIIMEHTOB, TPUHUMABIINX
nuMeTuidymapar WM mianedo, COOTBETCTBEHHO, B cpenHeM Ha 25 % u 15 % oT ucxomHoro
3Ha4YeHUA 4Yepe3 2 To/1a JIeUeHus, a KoHIeHTpauus naparropmona (I1TT7) moBsimanace B cpegHem
Ha 29 % u 15 % cooTtBercTBeHHO. CpeiHre 3HaYeHUsI 000UX IMOKa3aTesIel OCTaBAIKCh B Ipeesax
HOpMBI. B mepBrIe 2 Mecsilia Tepanuu y NalueHTOB OTMEYanach TPAH3UTOPHAS 03UHO( IS
eTu
BezonacHocTh nmumernuingymapara y JeTeld ¢ pacCestHHBIM CKJIepo3oM miaamie 18 et He Oblia
u3ydeHa. B HeOonboM 24-HelebHOM OTKPBITOM HEKOHTPOJIMPYEMOM UCCIIEIOBAaHUH Y JIETeH ¢
PPPC B Bo3pacte ot 13 g0 17 net (120 Mr 2 pa3a B cyTku B TeueHue 7 e, 3arem 240 mr 2 paza
B CYTKH JI0 OKOHYAaHHUS JICUCHHs; BBHIOOpKAa Il OIEHKM O€30MmacHOCTH n=22), KOTOpOe
COIIPOBOXKIANIOCh 96-HENeNbHBIM JONOIHUTENBHBIM UcchenoBanueM (240 mr 2 pasza B CyTKH;
BBIOOpKA I OlleHKH Oe3omacHocTH, n=20), mpoduibs 6e30MacHOCTH ObUT CXOXKHM C TAKOBBIM Y
B3pOCIIbIX MAI[MEHTOB.

COO6H_ICHI/IC 0 ITOAO03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare O MOAO03pEBAEMBbIX HEXKENATeNbHBIX PEAaKIMAX IOCIEe PEeTrUCTpaIiu
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00eCcTeYeHNs] HePEPhIBHOIO MOHUTOPUHTA COOTHOIICHHS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpernapara. MeaunuHCKUM paOOTHHKAM PEKOMEHIYeTcs
coo0IaTe O JIIOOBIX MOJI03PEBAEMbIX HEXeNaTeIbHBIX PEeaKIUAX JEKapCTBEHHOIO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIICHHUSI O HEXEIAaTeIbHbIX PEAKLUAX rOCyIapCTB — YWICHOB

EBpa3uiickoro 3K0HOMHUYECKOr0 COI3a.
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Poccuiickas ®@enepanus

®denepanbHas Ciryx0a 1Mo Ha30py B cepe 31paBOOXpaHEHUS
Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomaip, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnekTpoHHas rmovta: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTH «HTepHeT»:

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

4.9. [lepeno3upoBka

CHMIITOMBI

3aperucTpupoBaHbl CIydau MepeaO3UPOBKU JUMETHI(HYMapaTOM.

CuMNTOMBI, OIKCAaHHBIE B JTHUX CIy4asX, COOTBETCTBOBAIM HM3BECTHOMY MPOQHUIIO
HEXENaTeJbHBIX PeaKIuil TUMeTHI(hymMapara.

JleueHue

B Hacrosimee BpeMs HE M3BECTHO HHMKAKHX TEPANEBTUUYECKUX BMEIIATENHCTB, MO3BOISIONINX
YCKOPHUTH AIMMHUHAIIMIO TUMeTHI(hymMapaTa, KpoMe TOTO, IS TaHHOTO Tpernapara He U3BECTHO
HUKAKOTo aHTUJ0Ta. B ciydyae nepeno3upoBKH PEKOMEHIYETCA TPOBOAUTH CUMIITOMATHYECKYIO

MOAACPIKUBAIOINYIO TCPANUIO IO KIIMHUYCCKUM ITOKAa3aHUSIM.

5. PAPMAKOJIOTHMYECKHE CBOMCTBA

5.1. ®apmakoauHaMHYecKHe CBOHCTBA
dapmakoTepaneBTUYeCKas rpyIa: IMMYHOAEIIPECCAHTBL; IPYyTrue UMMYHOAETIPECCAHTHI
Kox ATX: LO4AX07

MexaHu3M JIeHCTBUS

MexaHu3M TepaneBTUYECKOTO ICHCTBUS AUMETHII(yMapara Mpu PacCesHHOM CKJIepo3e He JI0
KOHIIa U3y4YeH. B TOKIMHMYECKUX MCCIIEOBAHUAX ObUIO MOKA3aHO, YTO (hapMaKOJANHAMHUYECKOE
neiictBue qumeTmiymapara, B OCHOBHOM, OOYCJIOBJIEHO aKTHBAIMEW TPAHCKPUIIIUH SIIEPHOTO
dakTopa 2, mogoOHOTO dpUTpouHOMY nepuary 2 (Nrf2). YcranoBineHo, 4yto nuMmetmidymapar
aktuBupyerT Nrf2-3aBUCHMMBIE AHTHMOKCHAAHTHBIE TeHbl nanueHtoB (Hampumep, NAD(P)H
neruaporenasa, xuoH 1; [NQOY]).

dapmakoanaamMuyeckue P PeKTel

Jumermndymapar oka3blBaeT MPOTUBOBOCHAIUTEIFHOC M WMMYHOMOAYJIUPYIOIIECE JCHCTBUE.
JumernndymapaT U ero OCHOBHOW METa0OIUT, MOHOMETUII(yMapaT, CYIIECTBEHHO CHIKAIOT
UMMYHHYIO KJIETOYHYIO aKTHBHOCTh M TOCJEIYIOIIee BBICBOOOXKICHHUE MPOBOCHIATUTEIBHBIX

IUTOKMHOB B OTBET Ha MHAYIUPYEMYIO BOCHAIUTEIbHYIO PEaKUio. Y MAIMEeHTOB C [ICOPHUa30oM

Crpanuna 17 u3 25



COOTBETCTBYET KCNEPTHOMY OTYETY
o1 02.03.2025 N= 6047
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MIPOBOCIAJIUTEIbHBIX LIUTOKUHOB (THl, Tul7), u MTOBBILIEHUS MPOAYKLUH
IPOTHBOBOCTIAIUTENBHBIX UTOKUHOB (TH2). TepameBTHueckass akTUBHOCTh AUMETHII(QymMapara
MOJTBEPKJIEHA MPU MOJEIMPOBAHUM BOCTAJICHUSI U HEHPOBOCHAIUTENBHON TpaBMbl. B Teuenue
NEepPBOro roja NpUMEHEHHE AUMEeTUIdyMapaTa MOKET CONPOBOXKIATHCS CHMXKEHHUEM OOILEero
KOJINYECTBAa TUM(POLUTOB B KPOBH, B cpeaHeM Ha 30 % OT UCXOIHOTO 3HAUEHUS, C TIOCIEAYIOIeH
€ro crabuIn3aIen.

Knuanueckas 2ddekTHBHOCTE U 0€30IIaCHOCTE

O¢dekTuBHOCT, U 0€30MacHOCTh AuMeTII(PymMapaTta ObUla TOATBEPXKIAEHA B XOJe 2-X
PaHAOMU3HPOBAHHBIX JIBOWHBIX CIIEMBIX IJIANe00-KOHTPOIUPYEMBIX 2-TIETHUX HCCIeIOBAHUI
(uccnenosanue 1, DEFINE, u uccnenoanue 2, CONFIRM) ¢ yuactrem, cOOTBeTCTBEHHO, 1234
nanuenToB U 1417 manuentos ¢ PPPC. [1anmenTs! ¢ mporpeccupyrommmu popmamu 3a001eBaHUs
He ObUTH BKJIIOUEHBI B 3TH HCCIIEA0BaHUS.

OcHOBHBIE YCpETHEHHBIC XapaKTePUCTHKH MAIMEHTOB, yYaCTBOBABIINX B HCCIEIOBaHUU |, ObLIH
CJICAYIOIIMMU: BO3PACT — 39 JIeT; MPpOAOKUTENLHOCTH 3a0oneBanus — 7,0 jeT; cymma 6ajijioB 1o
pacimupeHHo# mkane oueHku uHBanuauzauuu (PILION) — 2,0. Kpome Toro, y 16 % nanueHToB
cymma OasuioB o mkaine PHIOU Gbia >3,5; y 28 % nmanueHToB 3aperucTpupoBaHo >2 pelianBOB
3a Mpeaplayuii roj, a 42 % NanueHTOB MOoy4yalu APYrylo OOLICTIPHUHSATYIO ISl PACCESTHHOTO
ckiepo3a Tepanuio. Y 36 % manueHToB B MOATPYIIE € JONOIHUTEIBHON OLIEHKOW pe3ylbTaToB
MPT orMeuanu, mo KpaiHeH Mepe, OJHO MOpakeHWe, Hakammuparomee ragomunuii (Gd'). B
cpenneM, konruectBo Gd -ogaros cocrasiusio 1,4.

B kadecTBe «mepBUYHOI» KOHEYHON TOYKHU B UCCIeNOBaHUM | Obla BRIOpaHa OISl MAIUEHTOB C
peruanBoM 3a0o0lieBaHUs 4epe3 2 rofa Tepanuu. «BTOpUYHBIE» KOHEYHBIE TOYKH BKIIFOYAIH:
KOJIMYECTBO HOBBIX HJIM BIEPBbIC YBETUUMUBIIUXCS T2-TUNIEPUHTEHCUBHBIX 0YaroB, KOJIWYECTBO
Gd"-o4aros, exxerojiHas 4acToTa PEUUIMBOB ¥ BPEMS JI0 TIOATBEPKIEHHOIO CTOUKOTO (B TEUECHHUE
12 Hemenb) NpPOTPECCUPOBAHUS WHBaIMAU3auu. B wuccnenoBanmm | aumerundymapar
MPOJEMOHCTPUPOBAT KIMHUYECKH BBIPAKEHHBIM W CTAaTHUCTUYECKU JOCTOBEPHBIH A (heKT B
OTHOIICHUU BCEX «IEPBUYHBIX» U «BTOPUYHBIX» KOHEUHBIX TOYEK. J[0JIs MalleHTOB, Y KOTOPBIX
OTMEYAJIM penuauB 3a0ojieBaHus Ha (oHEe NpUMEHEHHUs auMeTmwipymapata © 1ianedo,
cocTaBisuia, cooTBeTcTBEeHHO, 0,27 u 0,461 (cHmwxkenue pucka Ha 49 %, p<0,0001). Exerognas
4acTOTa PEIHIMBOB Y MAIMEHTOB B rpyIe qTuMeTmiI(hymapara u miaiedo Obliia, COOTBETCTBEHHO,
0,172 u 0,364 (orHOCHTeNnbHOE CHMIXKeHuEe pucka Ha 53 %, p<0,0001). [ons mamueHTOB C
MOATBEPKICHHON TPOrpeCCUPYIONIel HHBAIMAU3AIMEN Obl1a OoTpeiesieHa, COOTBETCTBEHHO, KakK
0,164 1 0,271 (cHnxenue pucka Ha 38 %, p=0,005). Uncao HOBBIX UM BIIEPBbIE YBEINUUBIINXCS

T2-oyaroB 3a 2 rojma Je4YeHHs COCTaBIsLIO 3,2 y NAalMEeHTOB Ha (OHE NPUMEHEHHUS
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nuMetundymapara, u 16,5 — B rpymnme miangbo (CHI;[Q(Q',{;IQE&E@EEJ@%H%C E@'dj(;(gb‘]l') a

xosmuectBo Gd'-04aros G110, COOTBETCTBEHHO, 0,1 1 1,8 (CHIKEHME OTHOCUTENLHOTO PHCKA Ha
90 %, p<0,0001).

Ju3aitH uccnenoBanus 2 OTAUYANICS OT IU3aiiHa UCCIeI0BaHMs | TeM, 4TO Bpay/Ucciaea0BaTelNb,
OLICHUBABIIUN 3P(EKTUBHOCTh MPUMEHEHUS IIpenapara, He 3HaJl KaKuM METOJO0M MPOBOJIUIIOCH
JIeYeHUE, a TAK)KEe HATMYMEM TPEThEH TPYIIbI MAIIMEHTOB, OMYUYaBIINX MPEnapaT CpaBHEHHS Ha
ocHoBe ['A. YcpenHeHHBIE MCXOJHBIE XapaKTEPUCTHKHU MAIMEHTOB B HCCIENIOBAHWUU 2 ObLIH
CJICMYIOIMMH: BO3pacT 37 JeT, MIUTEIbHOCTh 3aboneBanus 6,0 jeT, cymMmma 0ajuioB IO IIIKaie
PIIIOMU 2,5. Kpome toro, y 17 % nauuentoB cymma OamnoB no mkaine PIHOU 6buta >3,5;y 32 %
MAIMEHTOB OBUIO 3apPETUCTPUPOBAHO >2 PEUUIUBOB 3a Mpenblaymuii o1, a 30 % mamueHToB
MONTydald APYTYyI OOIICTIPUHATYIO I paccessHHOro ckjepo3a Ttepanuio. «llepBUuHOI»
KOHEUYHOUM TOYKOHW B MCCJIEIOBAaHUM 2 ObLTa €KErojHas 4acToTa PEIUIMBOB B TeUeHHE 2 jeT. B
KAayeCcTBE «BTOPUYHBIX» KOHEUHBIX TOYEK ObUIM BBIOpAHBI KOJMYECTBO HOBBIX HJIM BIIEPBBIC
YBENMYUBIINXCS T2-TUNIEPUHTEHCUBHBIX 0OYaroB, KOMWYECTBO T 1-THMOMHTEHCHUBHBIX OYaros,
OTHOCHUTEJIbHOE YKCIIO PELHUAMBOB M BpeMsl A0 MOATBEPKICHHOrO CTOMKOro (B TeueHue 12
HeJZIeNb) MPOTrPECCUPOBAHMS MHBAIUIN3AIUH.

JMumerundymapaT MOpOJEMOHCTPUPOBAN  KIMHUYECKH BBIPAXKEHHBIH W CTaTUCTHYECKU
JIOCTOBEPHBIN 3(PGEKT B OTHOUICHUH «IIEPBUYHOW» U OONBIIUHCTBA «BTOPUYHBIX» KOHEUHBIX
TOYEK B uccienoBaHuu 2. Exeronnas gacrora pequauBos coctasuia 0,224 B rpymie namnueHToB,
nojyyaBUInx auMeruwidymapar, 0,401 B rpynmne minane6o (cHkeHnue prucka Ha 44 %, p<0,0001)
u 0,286 B rpynmne narueHToB, moaydaBmux ['A. Jloau manueHToB ¢ peruanBaMu 3a00IeBaHUs
cocrapumu 0,291 B rpymme gumetmidymapara, 0,410 B rpynme mnanedo (OTHOCHTEIHHOE
cHIXeHue pucka Ha 34 %, p<0,0001) u 0,321 B rpynne ['A. Jloau nanueHToB ¢ NOATBEPKACHHON
Mporpeccupyrolell MHBaMau3aIuei obln onpezenensl kak 0,128 B rpynme qumetuidymapara,
0,169 B rpynmne mane6o (0OTHOCUTENbHOE CHIDKEeHUE pucka Ha 21 %, p=0,25) u 0,156 B rpymnme
I'A. KoinuecTBo HOBBIX MIJIM BIIEPBBIE YBEINUUBLIINXCA T2-TUIEpUHTEHCUBHBIX 04aroB 3a 2 roaa
JICYEHUsI COCTABUIIO 5,7 B rpylIie MOMydYaBIINX auMmeTmidymapar, 19,9 B rpymnmne moaydaBiimx
mianebo (oTHOCUTeNbHOE cHUXKeHHe prcka Ha 71 %; p<0,0001) u 9,6 B rpymnme nomyyasmux ['A,
a konudyecTBO (Gd+-ouaros, coorBercTBeHHO, 0,5; 2,0 (OTHOCHTENBbHOE CHIKEHUE pucka 74 %,
p<0,0001) u 0,7.

B moarpyrmme manueHTOB ¢ BBICOKOW aKTHBHOCTBIO 3a00JieBaHUS ObLIa MPOJAEMOHCTPUPOBAHA
cTabwibHas KIWHAYECKass dA(PGEeKTUBHOCTh IUMETWI(dyMapara B OTHOIICHUU CHWIKEHUS
KOJIMYECTBA PEIAMBOB 3a00JI€BaHUs, TOTJa KaK BIMSHUE HA TIEPUOJ BPEMEHH J0 HACTYIICHUS

3-X MECAYHOr0 YCTOMYMBOIO NMPOrpECCUPOBAHMS MHBAIMAN3ALUHN YETKO HE YCTAHOBJIEHO.
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CTH

Jumernndymapat u3ydancs B IPOCTIEKTUBHOM, OTKPBITOM, HEKOHTPOJIUPYEMOM HCCIIEAOBAHUN Y
22 nereii B Bo3pacte oT 13 mo 17 ner (4 manumenta B Bo3pacte 14 mer u muamme) ¢ PPPC.
[TaninenTts! momydanu nuMmetmwidgymapat o 120 mr 2 paza B CyTKH B TeUEHUE 7 JTHEH, 3aTEM TI0
240 mMr 2 paza B cyrku B TeueHwe 24 Henmenb. CpeaHee 4YHMCIO HOBBIX WJIM BIEPBbIE
YBENIMYUBAIOMUXCST T2-THIEPUHTECHCUBHBIX 0YaroB M3MEHUJIOCh ¢ 2 B 8-HENeIbHBIA TEpHOJT
OIICHKH JI0 JiedeHust 10 0 B mocenHue 8 HeJeNb mepruoia JIeueHus (MeIuaHHOe U3MEHEHHE — 2,
n=16). 3aTeM marMeHThl BXOAWIN B JIONMOJHUTEILHOE UCCIIEOBaHUE HA cienytone 96 Hememb.
Cpenu 10 naureHTOB ¢ JOCTYNHBIMU TaHHBIMU MPT mexay nenensamu 64 v 72 1ONOJHUATEIBHOTO
WCCJICIOBAHMS CpEJIHEeE YUCIO CYOBEKTOB C HOBBIMH WM BHOBb yBEIWYUBAIOIIUMHCS T2-
THIIEPUHTEHCUBHBIMH ouaramu 0bu10 paBHoO 0 (auamnazon 0,2). B TeueHue Bcero nepuosia JeueHus
(120 w©Hemenmp) exeromgHas dYacToTa oOocTpeHmid Obuta paBHa 0,2, YTO COOTBETCTBYET
OTHOCHUTEIIbHOMY CHI)KEHHIO 4acTOThl oOocTpeHuit Ha 84,5 %(n=20; 95 % noBepuTenbHBIN
untepBan (W) [66,8; 92,8], p<0,0001), mo cpaBHEHHIO C TOJIOM IEpel HA4ajJoM TEpaIuu.
[TpuHMMas BO BHUMaHUE OTPaHUYCHUS AU3aiiHa UCCIeAOBaHUs (HEKOHTPOINPYEMOe, CPABHCHHE
IO W TIOCNe MPHUHATHS J03bl), STH JaHHBIE CIIEJyeT paccMaTpuBaTh C OCTOPOKHOCTHIO
(cm. paznen 4.2).

5.2. dapmakoknHeTHYECKHE CBOHCTBA

Jumernndymapat mocie npueMa BHYTPb MOJBEPraeTcs ObICTPOMY MPECUCTEMHOMY THUIPOIH3Y
noJ JACMCTBHEM JCTepa3 M IpeBpallaeTcs B OCHOBHON MeTa0OIUT — MOHOMeTHI(dymapar,
KOTOPBIA Takxke oOnamaeT (apMaKoJOTHUECKOW aKTUBHOCThIO. B cBM3M ¢ Tem, dTO
muMmeTriymMapar He ONpeaenseTcss B IUIa3Me€ KPOBH TIOCIE TpHeMa BHYTPb, BCE
(dapMaKOKMHETHUECKHE TMapaMeTphl OMPENeNsSIOTCS Ui €ro AakTUBHOTO MeTtabonura —
MOHOMETHI(pyMapara.

®apMaKOKMHETUKY JuUMeTHI(pymapara U3ydald Yy MaldeHTOB C PACCEIHHBIM CKIEPO3OM U Y
3JI0POBBIX JOOPOBOJIBIIEB.

AOGcopbuus

BpeMs noctmkenns MaKkCUMalbHON KOHIIEHTpaui MoHOMeTHIhymaparta (Tmax) cocTaBiIseT OT 2
no 2,5 4. Tak Kak KHIIEYHOPACTBOPUMBIE KarlCysbl mperaparta JumeTwindgymapar comepikar
MEJUIEThI, KOTOPBIE 3alUINECHbl KUIIEYHOPACTBOPUMOM OO0OIOYKOM, BCACHIBAHHE MPOUCXOIUT
TOJILKO TIOCTIE 9BaKyalluu U3 jKkenyaKa (00suHO, MeHee 4eM yepes 1 4). [lociie mpuema npemnapara
B 03¢ 240 Mr 2 pa3za B CyTKHA BO BpeMs MpHEMa IMUILIH Yy MAIMEHTOB C PACCESIHHBIM CKJIEPO30M
MeauaHa MakcuMaiabHOM KOHIEHTpanuu (Cmax) coctaBisieT 1,72 mr/m, a oOmas 3KCIO3UIHNS,
TUIOMIA/Ib TIOJT KpUBOM «koHIEeHTpanus-BpeMs», (AUC) — 8,02 u x mr/n. B nenom, Cnax 1 AUC

MOBBIIIAIOTCS, MPUMEPHO, MPONOPLMOHAIBHO INPUHATON [103€ B JUAIla30HE H3YYECHHBIX 103
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(ot 120 mo 360 mr). [Ipuem manueHTamMu ¢ pacce;{HHHM':&%&1%%‘5%&3{5&&&?&%&5‘ Mr c

COOTBETCTBYET 2KCNEPTHOMY OTYETY

UHTEpBAIOM 4 4 B paMKax 3-X pa3oBOro IpHeMa Ipernapara B CYTKH CONPOBOXKIACTCS
MUHUMAITBHON KyMYJISIIIE MOHOMETHI(yMapara B KPOBH U HE OKa3bIBACT BIUSHHUE Ha MPOQIIIH
Oe3omacHocTH mpenapata (yBenuueHue Mmeauanbl Cmax cocTaBisier 12 % Mo cpaBHEHHUIO ¢
pueMoM Tpenapata 2 paza B cyTku (1,72 mr/m u 1,93 Mr/mn, cCOOTBETCTBEHHO, TTPH 2- U 3-KPaTHOM
pueMe).

[Ipumenenne mpemapaTa BO BpeMs @pUeMa NHUIIM HE BIUAET HA KOHIECHTPAIUIO
mumeTuidymapara B KpoBU. TeM He MeHee, IpUeM Mpernapara BO BpeMsl €/1bl MOKET YIy4IIUTh
MEPEHOCUMOCTb JICUEHHS C y4ETOM BO3MOXKHOCTH Pa3BUTHS TaKUX HEXKEJIAaTEIbHBIX SIBJICHUH, KaK
«TIPUIUBBDY KpoBH WK HapyieHus co croponsl JKKT (cum. paznen 4.2).

Pacnpenenenue

Kaxymuiicss o0beM pacmipeneseHus: mociie mpuemMa auMmetwigpymapara BHYTpb B o3¢ 240 mr
Bappupyercst oT 60 1o 90 1. Cesa3eiBanue MoHOMeTWI(yMapaTa ¢ OeIKaMH IUIa3Mbl KPOBHU
YyeJioBeKa HaXxouTces B nuamnaszone 2740 %.

Buorpancdopmarnus

VY denoBeka MeTabonu3M JuMeTHiIdymapaTa B 3HAUUTEIbHOW Mepe MPOUCXOTUT IMOJ]
BozaeiictBuem acrepa3d JKKT, kpoBu u TkaHeil opranusma; menee 0,1 % aumerundymapara
BBIBOJIUTCS. B HEHM3MEHEHHOM BHJAE C MOYOi. 3areM wmerabonm3Mm maumeTmidymapara
IPOJIOJDKACTCS C y4acTHEM IMKJIAa TPUKAPOOHOBBIX KUCIOT Oe3 BOBJICYEHHS H30(EPMEHTOB
cucrembl nutoxpoma P450. Ilpu opHokpatHoM mnpueme 240 Mr MEUEHHOTO HW30TONOM
mumeTuiymapara riitoko3a Oblula ompeziesieHa B IIa3Me KPOBH YeIOBEKa B KAUeCTBE OCHOBHOI'O
MeTabomurta. [pyrumMu TUPKYIUPYIOIIMMH B KPOBH MeETa0OIUTaMHU SIBISIOTCS (ymapoBas
KHCIIOTa, TUMOHHASI KHCTIoTa U MOHOMeTwidgymapar. [locnenyrommii Metabonu3M GpymapoBoi
KHUCJIOTHI TPOUCXOUT C YUaCTUEM LIMKJIA TPUKApOOHOBBIX KUCIIOT, a BeiaeneHne CO; ¢ IbIxaHueM
SBJISIETCS OCHOBHBIM ITyTE€M BBIBEJCHHUSI.

DJIMMUHAIMS

Breigpixanne CO; sBisieTCS OCHOBHBIM ITYTEM BBIBEACHHS IUMETHI(yMmMapara; C JbIXaHHEM
BBIBOAUTCS NpuMepHO 60 % mnpuHATON 103kl npenapara. BeiBeneHue npenapara Modykamu U
KUIIEYHUKOM SIBJISIFOTCSI BTOPUYHBIMHM IMYTSMHM AJIMMHUHAIMU, U cocTaBisoT 15,5 % u 0,9 %
BBEJICHHOW 7103l IIpenapaTa, COOTBETCTBEHHO.

[lepuon momyssiBeaenus (T12) MoHOMeTHIIhyMapaTa — KOpOTKHiA (mpuMepHo 1 9), u uepe3 24 u
B KPOBHU OOJIBIIMHCTBA MAI[UEHTOB He OOHapyXuBaeTcs MoHoMeTHIIhymapart. [Ipu MHOrOKpaTHOM
npueMe aumeTuidymapara B TepaneBTUYECKUX J103aX HE HAOII0JaeTcss KyMYJALUA UCXOTHOTO

mpernapara uiu MOHOMeTUIymapara.
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JIn"elHOoCTh (HEIUMHEHHOCTE)

Konnenrpauus auMmerwidymapara yBeIMYMBAETCS MPUMEPHO MPOIMOPIHOHAIBHO J103€ B
nuana3one oT 120 go 360 Mr, npuHUMaeMol Kak OJJHOKPAaTHO, TaK 1 MHOTOKPATHO.

dapMaKOKMHETHKA B 0COOBIX rpynmnax rnmanucHTOB

CormacHo pesyibpTaTtaM nucrepcuonHoro anainusza (ANOVA) macca Tena mamueHTOB SBIISETCS
OCHOBHOM KoBapuaHTOU IKCTIOZUIHH (Cmax 1 AUC) y martuentoB ¢ PPPC. Onnako oHa He BusieT
Ha TmapameTrpsl J3(PGEKTUBHOCTH U O€30MacHOCTH, OIICHHBAGMbIE B XOJE KIMHUYECKHUX
HUCCIIETOBAHUMN.

[Ton 1 BO3pacT MalMEHTOB HE OKAa3bIBAIOT KIMHUYECKH 3HAUYMMOTO BIUSHHUS Ha MapaMmeTphbl
(dapMakOKUHETHKH JuMeTwiI(ymapara. Y MalMEeHTOB B Bo3pacTe 65 JeT W crapuie He
MIPOBOAMIIOCH UCCIENOBAaHUH (hapMaKOKMHETHKH TUMeTII(ymapara.

IToueunast HeJ1OCTATOYHOCTD

B cBs13u ¢ TeM, YTO MOYKU SABISIOTCA BTOPUUYHBIM ITyTE€M BBIBEACHUS TUMETHI(pyMapara (MeHee
16 % oT mpuHATON O3Bl Mpenapara), OLeHKa MapaMeTpoB (apMaKOKWHETHKH Yy TAlMEHTOB C
IIOYEYHON HETOCTATOYHOCTHIO HE MPOBOANIACH.

IleueHOYHAS HEAOCTATOYHOCTD

B cBs3u ¢ Tem, uro gumeruidymapar ¥ MOHOMeTWI(yMapaT MOABEPraroTCs METabOIU3MYy C
yyacTueM (EepMEHTOB II€4eHH, HO Oe3 BOBJIEYEHHMS CHUCTeMbl nurToxpoma P450, omenka
napameTpoB (papMaKOKMHETUKH Y MALMEHTOB C IEUEHOYHON HEI0CTaTOYHOCTHIO HE TIPOBOIMIIACE.
eTu
dapMaKOKMHETHYECKUE TapamMeTpbl auMmeTuiadymapara B go3e 240 mr 2 paza B CyTKH ObUIH
UCCIIEIOBaHbI B HEOOJIBIIIOM, OTKPBHITOM, HEKOHTPOJIIMPYEMOM HCCIIEIOBAaHUH Y JIETeH B Bo3pacTte
or 13 no 17 ner (n=21) ¢ PPPC. ®apMakokuHeTHYECKUE TTApaMEeTPbl B 3TOW MOAPOCTKOBOM
MOMYJSIIIMM COOTBETCTBOBAJIM MapaMeTpaM, paHee BBIIBICHHBIM Yy B3pOCHbIX MAUEHTOB (Cmax

2,00£1,29 mr/m; AUCo-124 3,62+1,16 9 x mr/m, uto coorBeTcTBYET cyrounoir AUC 7,24 u x mr/m).

6. PAPMAIIEBTUYECKHUE CBOVCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
Jumermindymapar, 120 Mr, Karcyiisl KUIIEYHOPACTBOPUMEIE

Caxapnas kpynka (NPS 20-25)

Henmtonoza mukpokpucramueckas PH 101
Kpockapmennosa narpus

IToBunon K 30

[Tommucop6at 80

Taxpk
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Cocmas Kumeuﬂopacmeopwwod 0boI0uKY neem:

MeTakpuiioBoii KUCIOTHI U dTHiakpuiaTa comonumep [1:1] (Qyaparur L 30D55)
Tpuatunuurpar

CHUMeTHKOH

Hatpus naypwicynsdar

[Momucop6bat 80

Tanbk

Kancynel TBepibie sxenaTtuHoBbIe No 2

Cocmas kopnyca kancynsi:

HNupuroxkapmun

Kpacurens xene3a okcu :KenThId

Turtana TMokcun

Kenarun

Cocmas kpvlueuku Kancyvl.

HNupuroxkapmun

Kpacurens xene3a oKCuI )KeNThIi

Turtana TMoxkcun

Kenarun

Jumerundymapar, 240 Mr, Karcyiabl KHIIEYHOPACTBOPUMBIE

Caxapnas kpynka (NPS 20-25)

Hemnronosa mukpokpucramumueckas PH 101
Kpockapmernnosa Harpus

[ToBugon K 30

[Tommucop6at 80

Tanbk

Cocmas KuweuHopacmeopumou 00010YKY nejiem:
MeTtakpuioBoii KUCIOTHI U dTHiakpuiata comonumep [1:1] (Qyaparur L 30D55)
TpudTrMTpatT

CUMETHKOH

Harpus naypuncynbdar

[Momucop6bat 80

Tanbk

Kancynel TBepbie sxenatuHoBbie Ne 0

Cocmag kopnyca kancynbi:

Twurana qTnokcua
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Kenarun

Cocmag kpvluieuku Kancyuvl:

Kpacutens azopyounn

Kpacutens OpniuinaHTOBBINA YEPHBIHA

Kpacurenbs cuHuii maTeHTOBaHHbBIN

Kpacurenb XMHOIMHOBBIN JKENTHIN

Turana guokcuz

Kenarun

6.2. HecoBmecTHMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)

2 roxa.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPH XPAHEHU U

XpaHuTb npu Temrneparype He Boie 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH

ITo 7, 10 nnm 14 xancyn B KOHTYPHYIO STYEMKOBYIO YITAKOBKY U3 MJICHKHU MOJUBUHUIXJIOPUIHOM,
AM00 TUIEHKH TMOJUBUHWIXJIOPHUIHON/TOJTUBUHIWINACHXIOPUIHON U (DONBIU  amrOMUHHEBOM
[I€YaTHOM JIAKUPOBAHHOM.

1,2,3,4,5, 8 unu 10 KOHTYPHBIX SIUEUKOBBIX YITAKOBOK BMECTE C HHCTPYKIIMEH 1O MEAUIIUHCKOMY
MIPUMEHEHHUIO TIOMEIIAIOT B KAPTOHHYIO YIAKOBKY (ITaUKYy).

6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOr0  Mpemapara WIN OTX0J0B, TMOJYYEHHBIX [MOCJe MPUMEeHEHUs
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUMYJIALIMHU ¢ PenapaTomM

Bech ocTaBmmiics JIeKapCTBEHHBIN ITpenapar U OTXOJbI CIEAYET YHUUYTOXKHUTh B COOTBETCTBUH C

YCTAaHOBJICHHBIMH HallMOHAJIBHBIM 3aKOHOJATCIIbCTBOM TpC6OBaHI/I$IMI/I.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS
Poccus
000 «ATomm»

445351, Camapckas 001., r. XKurynesck, yi. ['uapoctpoutenei, 1. 6.

7.1. IlpeacraBuTeib AepKaTessi PerHCTPALMOHHOIO YA0CTOBEPEHM I

IIperen3uu norpeduTeseil HAPABIATE [0 AJIPECY:

Poccus

000 «O30H»
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

oT 05.03.2025 Nz 6047
445351, Camapckas 0011., 1.0. JKurynesck, T. JKu FVJ'IGBCK!: I;JJ';' 1}1}%%611%&# E['-6T b 0007)

Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JATA TIEPBUYHOW PETMCTPALIMM (MMOATBEPKIEHUS
PETACTPALIAN, TEPEPETVCTPALIAN)

JlaTa niepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmast XxapakTepuUCTHKa JIEKapCTBEHHOro mpemnaparta Jumerundymapar [IOCTyHa Ha
UHPOPMALIMOHHOM TopTajie EBpa3uiickoro SKOHOMHUYECKOTO coo3a B HWH(POPMAIMOHHO-

KOMMYHHKAITMOHHOH cetn «HTepHEeT» hitps://eec.eacunion.org/.
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