COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 27.11.2025 Ne 29527

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOT O [TPEIAPATA "/

1. HAUMEHOBAHME JIEKAPCTBEHHOTI O IIPEITAPATA

HNumerundymapar Kanon, 120 mr, karcymnbl KUIIEYHOPACTBOPHUMEIE.
Humermndymapar Kanon, 240 Mr, Kancyssl KHIIEYHOPACTBOPUMEIE.

2. KAYMECTBEHHBIN U KOJIMYECTBEHHbBIA COCTAB

JlelicTByro1IIee BEIECTBO: TUMETHII(hyMapar.

Jumermndymapar Kanon, 120 Mr, KancyJisl KHIIEYHOPACTBOPUMEBIE

Kaxxnas xancyna cogepxut 120 mr mumeTmidymapara.

BemectBa, HamMuue KOTOPBIX HAJ0 YYMTHIBaTh B COCTaBE JIEKAPCTBEHHOI'O IIperapara: HaTpuii,
caxap, kpacutenb OpuianToBblil uepHbiii BN (E151) (cm. paznen 4.4).

Numerundymapar Kanon, 240 Mr, Karcyiabl KHIIEYHOPACTBOPUMBIE

Kaxxnas xancyna cogepxut 240 mr mumeTmidymapara.

BermiectBa, HanMuMe KOTOPBIX HAJ0 YYUTHIBATh B COCTAaBE JICKAPCTBEHHOI'O Mperapara: HaTpHii,
caxap (cm. pazzaen 4.4).

ITomubrit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancynel kuneqHopacTBOpUMBIE.

Jumernndymapar Kanon, 120 Mr, Karcyiabl KUIIEYHOPACTBOPHUMBIE

TBepible >KeTaTHHOBBIE Kamcyiasl: No 2, kopmyc Oenoro ImBera, KpBIIIKAa 3€JIEHOTO IIBETA.
Copepxumoe Karcyin — Oenple Ui TouTH Oembie chepruuecKre MeeThl.

Jlumermindymapar Kagon, 240 mr, KarcyJabl KHIIEYHOPACTBOPUMEIE

Tsepable sxenatuHoBbIe Karcyinsl: Ne 0, kopryc 1 Kpbliika 3eseHoro 1Beta. Coaep>xuMoe Karcyin —
Oesnble WK NMOYTH Oelble chepruuecKue MeieThl.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHu$sl K IPUMEHEHHUIO

[Tpenapar Jumerundymapar KaHoH moka3zaH K NPUMEHEHHUIO Y B3pOCIbIX MAIMEHTOB OT 18 jeT ¢
PELUANBUPYIOIIUM-PEMUTTUPYIOIUM paccessHHbIM ckiepo3oMm (PPPC) (Baxxnas mHpopmanus o
MOMYJSAMUAX TMAlUEHTOB, AT KOTOPHIX YCTaHOBJIEHA Y(PQPEKTUBHOCTh NpenapaTa, HU3JI0KeHa B
paznene 5.1).

4.2.  PeskuM 103UPOBAHMSA M CIIOCO0 MPUMEHEHUs

[Ipumenenue mnpenapara HEOOXOAMMO HAYWMHATH MOJ HAOJIIOJEHHEM Bpauya, MMEIOIIEro OIbIT B
JICYECHUH PACCETHHOTO CKIIEPO3a.

PexxuM 03upoBaHus
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PEKOMEHI0BaHHOM nojiep kuBatoiieid 1036l 240 mr 2 pasa B cyTku (cMm. pasnaen 4.4).

ITpy BO3HMKHOBEHUH HEXENATEIbHBIX PEAKIMHA CO CTOPOHBI XKenyqouHo-KuieqHoro Tpakta (OKKT)
WIM SIU30/10B «IIPUJIMBOB» KPOBH J103y IIperapara MOKHO KPaTKOBPEMEHHO CHU3UTh 10 120 mr
2paza B cyrku. B rTteueHume 1 Mecsma peKkoOMEHIyeTcsi BO300HOBUTH IpHEM IIpernapara
Humermndymapar Kanon B 1o3e 240 mr 2 pa3a B CyTKH.

[Ipenapar Jumernndymapar KaHoH cienyeT mpuHUMATh BO BpeMs elIbl (CM. pa3fen 5.2), 4TO MOXKET
CIOCOOCTBOBATh YMEHBIIEHUIO UHTEHCUBHOCTH «IIPUJIMBOB» KPOBH M peakiuii co ctopoHsl JKKT
(cm. pasznenst 4.4, 4.5 1 4.8).

[Tpu mpomycke 10361, 3anpeIIaeTcs IprueM ABOWHON 103kl npenapara Jumerundymapar Kanon.

B cnygae, ecnu 70 cienyromiero rmiaHOBOTO MpueMa mpemnapara ocraercs 6onee 4 4, pa3peuiaercs
IIpUEM IPONYLUIEHHOW 103bl. Eciin 10 cienyrolero miaHoBOro mprueMa npernapara ocTaeTcs MeHee
4 4, ceAyeT NPUHATH MIPerapar B 3allJIAaHUPOBAHHOE BpeMs U HE IPUHUMATh MPOITYIICHHYIO 103Y.

Oco0ble rpynIbl MalueHTOB

J]uua noaKcus10eco eozpacma

B kimHuYeckux uccienoBaHUAX JUMETWI(ymapaTa NPUHUMAJIO Y4acTUE OIPaHMYEHHOE YHCIO
MAUEeHTOB B Bo3pacTe 55 net u crapiuie. Takke B Uccie0BaHUs HE ObLTO BKIFOUEHO JOCTATOYHOE
KOJINYECTBO MAIMEHTOB B BO3pacTe 65 JIeT U cTapie AJisi TOTo, YTOOBI CIIeNaTh BBIBOJ O Pa3IMIHIX
B MEPEHOCHMOCTH TMpernapara MoKUJIBIMU U MOJOJBIMH MalMeHTaMu (cM. pasznen 5.2). YuurtbiBas
MEXaHHU3M JEHCTBUS JEHCTBYIOLIETO BELIECTBA, C TEOPETUUECKONW TOUKHU 3pEHUs, HET JOCTaTOUYHBIX
OCHOBAHUU /711 ©K3MEHEHUS J103bI Mpenapara npu JCUYSHUH MOKIIbIX TaI[UeHTOB.

HCZI/;MGHWIIJZ C NOYEYHOIU U/ Ul NeYEeHOYHOU HeOOCMAMOYHOCMbIO

CrnenuanbHbIX HCCIIEAOBAHUM TuMeTWiIpymapaTa y NalMEHTOB C TOYEYHOH M IEYEHOYHOU
HEJOCTaTOYHOCThIO He MpoBoawiock. CorjmacHO JaHHBIM — KIIMHUKO-(apMaKOJIOTHYECKUX
MCCIIeIOBAaHHUM, U3MEHEHHUE J03bl Ipernapara y AaHHOM KaTeropuu NalMeHTOB He Tpedyercs (CM.
paznen 5.2). JleueHue MalMeHTOB ¢ TSKEJIOW TTOUYEYHON U TTeYEHOYHON HEA0CTaTOYHOCThIO HYXKHO
MIPOBOJIUTH C OCTOPOXKHOCTBIO (CM. pa3zaen 4.4).

€T

be3zonacHocTh 1 3¢ (eKTUBHOCTh NpUMEHEHUs JUMeTI(ymapaTa y Aeteit B Bozpacte 10 18 et He
ycTaHoBJeHbI. [IpoBeieHHbIe UCClIeJ0BaHNS ONUCHIBAIOT T000YHBIE 3D PEKTH, (papMaKOAUHAMUKY U
(bapMaKOKHHETHKY TUMeTUI(pymapaTa, HO HA OCHOBAaHUHU 3TUX JAHHBIX HENb3sl JaTh PEKOMEHIAIHIO
10 peXUMY J103UPOBAHMUSL.

Her nanHbIX 0 JeueHUHM AuMeTHI()yMapaTOM pacCcestHHOTO CKiepo3a y aered muamme 10 jer.
Nwmeromuecs Ha ceroAHSAIHNAN I€Hb JaHHbIE TPUBEACHBI B pa3aenax 4.8, 5.1 u 5.2.

Cnoco0 mpuMeHeHus

BryTps.

[Tpenapat Jumerundymapat Kanon cneayer npuHUMAaTh BO BpeMs e/1bl (CM. pa3zaen 5.2), 4TO MOXKET
CHOCOOCTBOBAaTh YMEHbBIIIEHNIO MHTEHCUBHOCTH «IIPUIUBOB» KPOBU U peakuuit co ctopoHbl KKT
(cm. paznensi 4.4, 4.5 u 4.8).

Kancynsl cienyer mporiaTeiBaTh HEIUKOM. Karcynbl WM MX COAEPKUMOE HE CIEAYET NENUTh,
U3MeNbyaTh, pPacTBOPSTh, paccachlBaTh, >K€BaTh, TaK KaK KHIIEYHOpacTBOpuMas 000J0uKa,
MPEMSITCTBYET pa3ipaskarolieMy BO3IeHCTBUIO Ha cinu3nucTyio o6onouky JXKKT (cMm. pazaen 4.8).
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4.3. TlpornBOmoOKa3aHus

* ['Unmep4yBCTBUTEILHOCTh K TUMETWI(PyMapary Wik K JI0OOOMY M3 BCIIOMOTAaTEIbHBIX BEIIECTB,
MEepPEUYUCIICHHBIX B pazzene 6.1.

* IlonospeBaemas WIH MOATBEPKICHHAS MPOrpeccupyromas MyJIbTU(OKATBHAS
nerikosnuedanonarus (ITMJI).

» Jlerckwuii Bo3pact 10 18 siet (B CBSI3M C OTCYTCTBHEM KJIMHMUYECKUX JaHHBIX, CM. pa3aen 5.1).

4.4, OcoOble yka3aHHsl U MepPbl MPEIOCTOPOKHOCTH NMPH NMPUMeEHEHUH

[TpumensTs npenapar Aumerunpymapar KaHoH crieyeT ¢ 0CTOPOKHOCTBIO y TAIIMEHTOB:

* ¢ TSDKENBIMH HapyLIeHHAMH (QYHKIUHM MoYeK (KIMpeHc KpeaTmHuHa < 30 Mi/mun/1,73 M%) wm
neyenu (kiacc C no mkane Yaina-I1p10) (OTCYTCTBUE KIMHUYECKUX JTAHHBIX);

» c 3aboneBanusimu JKKT B craguu BeIpaskeHHOTO 000CTPEHMUS;

* TIpPU OAHOBPEMEHHOM MPUMEHEHUH MPOTUBOOIYXOJIEBBIX U HMMYHOCYIIPECCUBHBIX MPETIapaToB.

He pexomeHnmyercsi HauWHATh JICYCHHWE Y MAIMEHTOB C TSDKENOW JIMMQONCHUEH (KOIUIeCTBO
mamponuTos < 0,5%10%m1).

.]Ia6ODaTODHBIe IIOKa3aTcIin

[Ipumenenune nuMmeTwiIpymapara MOXKET CONPOBOXKIATHCS CHUKEHMEM OOILEro KoJU4ecTBa
mumonuToB B KpoBu (cM. pasnen 4.8). HumerundymapaT HE M3ydald y HAIEHTOB, KOTOpHIE
MCXO/IHO UMEIN CHIDKEHHOE KOJIMYECTBO JIMM(OIMTOB, TIOATOMY CJIEIYET COOIIOAATH OCTOPOKHOCTD
IIpY IPUMEHEHUH Tpernapara y TaKuxX nanueHToB. J{o Hayasa JiedeHus ciae1yeT OLCHUTh Pe3yabTaThl
Pa3BEepHYTOTO KIMHUYECKOTO aHAJM3a KPOBH IMAIMEHTA, BKIIFOYAsl MOACYET YUCla JTUM(OIHUTOB.
Ecnu xonuuecTBO NMMQOLUUTOB HUXKE HOPMAIBHOTO YPOBHS, CIEAYeT OLEHUTh BO3MOXKHBIC
MIPUYMHBI 3TOTO MEPE HayalloM Teparnuu IUMeTUIPpyMapaToM.

Ilocne Hawyanma Tepamuu TOMHBIA aHaNU3 KPOBM, BKIIOYAs IMOJACYET YMCIA JUMQOLUTOB,
PEKOMEHIyeTCsI MPOBOIUTH Kax/ible 3 MecsIa.

B cBs3u ¢ moBbllmieHHBIM puckoM paszutus [IMJI manumentam ¢ numdorneHueil HeoOXxoauMo
MPUAEP/KABATHCS CIEYIOINX PEKOMEHIAIMIA:

— mpueM auMeTwidymapara cieayeT NpPeKpaTUTh Yy NAIlMEeHTOB C JUIMTENBHOW TsKeIon
nmumdornenueii (komrgecTso muMdonuTos < 0,5%10%1), coxpansromeiics 6onee 6 MecsIEB;

— Yy MalUEeHTOB C YCTOWYHMBBIM YMEPEHHBIM CHIDKEHHEM aOCOJIIOTHOTO KOJUYECTBa JUM(OIMTOB
>0,5x10%m u < 0,8x10%1 B Teuenne Gonee 6 MecsleB clemyeT TIOBTOPHO OLEHHTH TIONB3Y/PUCK
JIeUeHHs TUMETUIPyMapaToM;

— y NAIMEHTOB ¢ KOJIMYECTBOM JIMM(OLNTOB HUXke HUKHel rpanutibl HopMbl (HI'H), onpenenennoit
MECTHBIM J1a0OpaTOPHBIM pe(PEepeHTHBIM AMANA30HOM, PEKOMEHAYETCS PEryJIsIpHBI MOHUTOPHHT
abcoMoTHOTrO KoJruecTBa JIuM@oruTo. CiieyeT yYuThIBATh JOMOIHUTEIbHBIE (PaKTOPbI, KOTOPHIE
MOTYT eliie OO0JIbIIIe YBETUUNTh MHAUBHU Iy bHbIN puck I[IMJL.

[Toncuer yncna TUMEGOIUTOB CIeAyeT MPOBOAUTH O BOCCTAHOBJIEHUS HOPMaJIbHOTO KOJUYECTBA.
[Tocne BocCTaHOBIEHUSI HOPMATHHOTO KOJIMYECTBA TUM(OIIUTOB MPU OTCYTCTBUU aTbTEPHATUBHBIX
BApHAHTOB JICYEHUS PEIICHHUE O TOM, CIeAyeT JIh BO30OHOBUTH MpHEM AUMeTHI(dymapaTa 1ocie
MpEeKpaIeHUs JIE€UEeHHUs], TOJPKHO OCHOBBIBATHCS HA KIIMHUYECKOM OLICHKE.

W3meHeHus OTHENbHBIX (PYHKIMOHAIBHBIX IOKa3aTeled IMoYeK HaOMIoAaNuCh B KIMHHUYECKUX
MCCIIEIOBAHMSIX Yy MAllMeHTOB, NMPUHUMAIOMUX AuMeTwidymapar (cm. paznen 4.8). Knnnuueckas
3HAYUMOCTh ATHX HM3MEHEHHUI HeW3BeCTHA. PeKoMeHayeTCsi KOHTPOJIUPOBATh (YHKIHIO MOYEK
(HampuMep, MO pe3yabTaTaM HCCIEeI0BAHUS a30Ta MOUYEBHHBI M KpEaTHHUHA KPOBH, OOIIET0 aHan3a
MOYH) JI0 JICUEHUs U CIIyCcTs 3 U 6 MecsleB OT Havalla JISYeHHUs, a 3aTeM — Kaxable 6—12 mecsues B
3aBUCHUMOCTH OT KJIMHUYECKHUX MOKa3aHUM.

[Ipu npumeHeHun gumeTHIdymMapara MOXKET pPa3BUBAThCS JIEKAPCTBEHHO-OMOCPEIOBAHHOE
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OCNENOBATE HOCTE Q005
HapylieHne (QyHKIIMU TIEYCHH, KOTOPOE MOXKET BKJIHOYATh nbgmmelm‘; ARTHBHOCTH TIEUCHOYHBIX

dbepmenToB (B 3 m Ooiiee pa3 OTHOCUTENIBHO BepxHel rpanuiibl HOpMbl (BI'H)) u moBbimeHue
KOHIIEHTpanuu oomiero ounupyouna (B 2 u 6onee pa3 ot BI'H). Yka3zanuele moGoUHbIE peakiuu
MOTYT Pa3BUTHCA KaK Cpasy Mocje MpueMa rnpermnapara, Tak 1 yepe3 HeCKOJIbKO Helenb 1 0oJiee moce.
Pa3pemenne moOoOYHBIX peakiuil HAOMIOAANOCh IMOCHE MpeKpalleHus JieueHus. Pekomenmyercs
OLIEHKA CBHIBOPOTOYHBIX aMHHOTpaHcdepa3 (Hampumep, amaHuHaMHHOTpaHchepassl (AJIT),
acnaptaramuHoTpanchepassl (ACT)) u KoHIIEHTpauK O0IeTo OMIMPYyOrHA 10 Havaisa U BO BpeMs
JICYEHHMsI, B 3aBUCUMOCTH OT KIIMHUYECKUX MOKa3aHHIA.

IIpeamecTByIONas Tepanus MIMMYHOCYIIPECCOPAMU MIM KMMYHOMOAYIISITOpaAMH

HccnenoBanuii 3pGEeKTUBHOCTH U 0€30MacCHOCTH IuUMETHI(pyMapaTa IMpH MEpPeBOAE C APYTUX
IpenaparoB, U3MEHSIOMMX TedeHue paccesHHoro ckieposa (IIMTPC), ve npoBoawiocs. Binusaue
MPEIIECTBYIONIEH HMMYHOCYIIPECCUBHOM Teparnuu Ha pa3Butue [IMJI y nanueHToB, IPUMEHSFOIIMX
mumetundymapat, Bo3MoxHO. Crnydau [IMJI Obumn 3aperucTpupoBaHbl y TMAlMEHTOB, paHee
JICUMBIIUXCS Hatanm3ymaoom, mis KoTopeix [IMJI mpencraBiseTr coOOH YCTaHOBICHHBIA PHCK.
HeoOxomuMo yuuteiBaTh, uyTo ciay4dau [IMJI, Bo3HHKIIME MOCIIe HEAABHETO MPEKpallleHus: mpueMa
HaTamu3yMada, MOTYT HE COMPOBOXKIAThCS TUM(OTICHHUEH.

Kpome TOro, GOnpIIMHCTBO MOATBEepkACHHBIX ciaydaeB [IMJI mpu npueme aumerundymapara
IIPOM30LUIO Y MAlIMEHTOB, paHee MOIyYaBIIMX UMMYHOMOIYJIUPYIOLIEE JICUEHHE.

[Tpu nepeBone mamuentoB ¢ apyrux [IMTPC na numerundymapar, cielyeT y4uThIBaTh MMEPUOJT
MOJTYBBIBEJICHUST M MEXAHU3M JCHCTBHSI IPYTOd Tepanmuu, 4ToObl N30exkaTh aJIATUBHOTO 3 deKTa
Ha IMMYHHYIO CUCTEMY, B TO € BPEMS CHUXAsl PUCK PEaKTHUBALIMU PACCEIHHOTO CKJIEPO3a.

Pexomenyercst oneHka 00IEro aHajim3a KpOBH MEpel HAadyaloM Tepanuy AUMETHI(HyMapaToM U
PEryJIsipHO BO BpeMs JICUEHHUS.

B nenom, tepanuio nuMeTriadyMapaToM MOXHO HaYHHATH HE3aMETUTEIHHO MOCIIe MPEKPaIeHHUs
npuema nHTepdepona unm rinatupamepa anerata (I'A).

Tsoxensle HapyiieHns GVHKIIUN ITOYEK U TEYESHU

B cBs3u ¢ TeM, 4TO uMeTHIIPyMapat He U3y4Yald y MalueHTOB C TSHKEIBIMU HapyIIEHUIMU (QYHKIIUN
MOYEK W MEYEHU, MPUMEHATH €r0 y JaHHOW KaTerOpyuu MAIMEHTOB CIEIYET C OCTOPOKHOCTHIO (CM.
paznen 4.2).

3aboneBauus XKKT B riepro1 BEIpAXKEHHOTO 000CTPEHUA

B cBs3u ¢ Tem, uTO nTuMeTWI(pyMapaT He M3y4aldd y MAIMEHTOB C BBIPAXXEHHBIMH OOOCTPEHHMSIMU
3aboneBanuii XKKT, npuMeHATh €ro y JaHHON KaTeropuy MalMeHTOB CIEAYET C OCTOPOKHOCTHIO.

«IIpUIIHMBED) KPOBH

B xnuHMueckux wuccnenoBaHusx 34 % MarMeHTOB, MOJYYArONIUX AUMETHIdyMapar, OTMEYaan
«IPUIUBBI» KPOBH. B OONBIIMHCTBE ClyyaeB MHTEHCUBHOCTD «IIPHJIMBOBY OLIEHUBAJIACh KaK JierKas
WIM yMEpPEeHHO Tsbkenas. B Xone uccienoBaHMii Ha 370pOBBIX J0OpPOBOJIBLIAX BBISICHEHO, YTO
«IPUJIUBBI» KPOBH, CBA3aHHBIE C TPUEMOM JUMeTUIpyMapara, BEpOSTHO, OIOCPEIOBAHBI
npocrarfasaAuHoM. [lanmeHTam ¢ HECTEPNUMBIMU «IIPUIMBAMU» MOXKET OBITh MOJE3€H KOPOTKHM
Kypc 75Mr He KHUIIEYHOPACTBOPUMON (OPMBI alETHIICAIULMIOBOM KUCIOTH. B 1aByx
MCCIIETOBaHMIX Ha 3JJ0POBBIX I00POBOJIBIIAX YACTOTAa BOSHUKHOBEHHUS U BBIPAKEHHOCTh «IIPUIUBOBY
CHIKAJIACh BO BpPEMs IPUEMA ALlETUIICATUIIUIOBON KUCIIOTHI.

[To maHHBIM KIIMHUYECKHUX HCCIIe0BAaHUH, ¥ 3 13 2560 manueHToB, MpUMEHSBIINX TUMETHI(yMapar,
CUMITOMBI «IIPUJIUBOB» KPOBU XapaKTePU30BAIUCH KaK TsDKeNnble. B0O3MOXHO, OHHU ObLIH
OOyCJIOBIIGHBI ~ pEaKIUSIMU THIEPUYYBCTBUTECILHOCTH WJIM aHAa()UIAKTOUIHBIMU  PEAKITUSIMH.
VYKka3zaHHbIE pPEAKIUU HE HOCWIM KU3HEYIPOKAIOLIErO XapakTepa, OJHAKO CTald MPUYHMHOU
TOCTIMTAJIM3AIMN TAlIMEHTOB. Bpaun W TManueHThl JOJKHBI OBITh OCBEAOMJICHBI O BO3MOXHOM
IIPUYMHE Pa3BUTHUS Y IALIUEHTOB BBIPAXEHHBIX CUMIITOMOB «IIPUIMBOBY KPOBH (CM. pasnensl 4.2, 4.5
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AHadunakTHUYECKHUE PEAKIIUHA

Co001maoch 0 cirydasx pa3BUTHsI aHAQHUIAKTHYECKUX U aHA(PUIAKTOUTHBIX PEaKIMii Ha Ipernapar,
coJiepKammii quMeTmiIhymMapar, B MOCTMAPKETHHTOBOM Tepuoae. CHMITOMBI MOTYT BKIIOUYaTh
OCTaHOBKY JIBIXaHUSl, THTIOKCHIO, THIIOTCH3HI0, aHTHOHEBPOTUYECKUN OTEK, CHINb WM KPATUBHHILY.
MexaHu3M HMHAYIHUPOBAHHON AuMeTwidymaparoM aHapWIaKCUU HEU3BECTeH. Peakiuu OOBIYHO
HaOJIIO A0 TCS TTOCIIE TIEPBOH 03I, HO MOTYT MOSBJISITHCS B JIFOOOH MOMEHT BO BpeMsI JICUCHHSI, ObITh
CCPBC3HBIMU W KHU3HCYI'POKAIOIIUMU. B ClIydyac IMOSBJIICHUA IIPHU3HAKOB WM CHUMIITOMOB
aHa(PUIAKTHYECKUX PEaKIMid CIIeIyeT HEMEIJICHHO IPEKPATUTh MIPUEM Tperapara U o0paTUThCS 3a
MEIUIIUHCKON MOMOIIBbI0. BO30OHOBIATE JieueHHE B TAKOM Cllydae 3ampelieHo (cM. pazaen 4.8).

Nudexknmm

Yacrora nHdekmonHbix 3aboneBanuii (60 % wmm 58 %) 1 nHOEKIIMOHHBIX 3a00JIEBAaHUN TSHKETIOTO
tedenus (2 % wunu 2 %), ObUIa COMOCTaBUMa y MAIlMEHTOB, IPUHUMABIIUX MperapaT, CoAepKaIIuii
nuMmetmidymapat, u mianedo, coorBeTrcTBeHHO. OJHAKO, B CBS3M C UMMYHOMOYJIUPYIOITUMU
CBOWCTBaAMH JUMeTWI(pymMapaTa, TpHU Pa3BUTUM Yy TAIMEHTA TOKEIOH HWHQEKIUU CIeIyeT
paccMOTpeTh HEOOXOAMMOCTh TepephiBa B JieUueHHH. s pemieHus Bompoca O BO30OHOBICHHU
JeUeHHs] JUMETWI(hyMapaToM CIleayeT MOBTOPHO OICHUTh COOTHOIICHUE MOJb3bl U PHUCKA IS
narenTa. [lanueHTsl, Toiy4arommpe auMeTwipymapar, JODKHBI HHPOPMUPOBATH Bpada o
BO3HUKHOBCHUU CUMNTOMOB HH(ekimid. [lameHTaM ¢ TSDKEIBIM TEYeHHEM WHQPEKIMOHHOTO
3a0oJIeBaHUs HE CIeyeT HAaYMHATh IPUEM TUMETHIPyMapaTa 10 €ro U3JICUCHHUS.

He nabnro1aiock MOBBIMIEHHS YaCTOTHI PAa3BUTHS TSHKEIIBIX HH(PEKLUH y NallMeHTOB ¢ KOJTHMYECTBOM
muMormToB B kposH < 0,8 x 10%/m umm < 0,5 x 10%1. B ci1ydae npogomkenus Tepanuy IpH HATHYUKn
IUIITENbHOW — JUMQONEHUN  CpeAHEH WIM  THKEJIOH  CTeNeHH  PUCK  BO3HUKHOBEHUS
ONMOpTYHUCTHUECKUX UHPeKuH, BKiatodas [IMJI, He MoxkeT ObITh HCKIIIOUEH (cM. pa3zaen 4.4).

Nudexuus Herpes Zoster

[Ipu mpoBeneHuu Tepanuu JUMeTWI(PyMapaToMm, BO3HHKaIM ciaydau uHpexknuu Herpes Zoster.
BosbmMHCTBO ciydaeB ObUTH HECEpbE3HBIMH, OJHAKO, TaK)Ke COOOIIATIOCh O CEphEe3HBIX CIydasX,
BKJTIOYAs TMCCEMUHUPOBaHHYIO HHpekiuto Herpes Zoster; undexkmuto Herpes Zoster ¢ nopaxxenuem
rna3; cuHapoM Pamces-XaHnra; wuHbexuuto Herpes Zoster ¢ mopakeHHEM  HEPBOB;
MEHUHTO3HIIepaInT, BbI3BaHHBIN Herpes Zoster 1 MeHMHroMuenur, BeI3BaHHbINA Herpes Zoster. Otu
cllyyal MOTYT BO3HUKaTh B JIFOOOW MOMEHT INpH NpoBefeHuu Tepanuu. Crenyer HaOmonaTh 3a
nanueHTaMy, IPUHUMAIOIIUMU JUMeTUI(ymMapaT, Ha IpeAMET IPU3HAKOB U CUMIITOMOB MHPEKIUU
Herpes Zoster, ocoOeHHO eciu uMmeercs MHGOpMAIMs O COMyTCTBYROIIEH auMdoruronenuu. B
cllyuae BO3HUKHOBEHHUs uHGpexkuuu Herpes Zoster HeoOXoIuMO Ha3HAYUTh COOTBETCTBYIOIEE
neuenune. CreayeT pacCMOTPETh BO3MOXKHOCTh MPHUOCTAHOBKH TepanmuH AUMETHI(QymapaToM y
MAIUEHTOB C CEPbEe3HBIMU MHPEKIMSIMH JI0 BBI3IOPOBICHU (M. pa3zaen 4.8.).

Hauajo Tepanun

Tepanuio gumeTuiadymaparoM cienyeT HAYMHATH IMMOCTENEHHO, YTOOBI CHU3WUTh PHUCK Pa3BUTHUS
«TIPUJIMBOBY» M HEXKeNaTeabHbIX peakuuid co croponsl XKKT (cm. pazaen 4.2).

CunapoMm DaHKoHU

Coobmanoch o ciyyasx pa3BUTHs cuHIpoMa DaHKOHM IPU NPUMEHEHUH TpenapaTa, CoJepKaliero
aumetusipymapat B KOMOMHALUU ¢ IpYTrUMH dpupaMu pymMapoBoil KUCIOThI. PaHHSS TuarHocTHKa
cuapoma @DaHKOHM M OTMEHa Tepanuu AUMETHI(PYMapaToM BaXKHBI Uil MPEAyNpPEeKICHHS
HACTYIUICHHS TIOYEYHON HEJTOCTATOYHOCTH M OCTEOMASAINH, TaK KaK CHHIPOM OOBIYHO SIBIISICTCS
obpatumbiM. Hambonee BaKHBIMH NpPU3HAKAMHU SBIAIOTCSA: TPOTEUHYPHS, TIIIOKO3ypus (IIpH
HOPMAaJIbHOW KOHIICHTPAIIMH TIFOKO3bI B KPOBH), TUNIEpaMUHOANMAYpHs U GocdaTypus (BO3MOKHO,
conpoBokaaromasics runogocharemueit). Ilpu nporpeccupoBaHuu MOTYT HaONIOAATHCS TaKue
CUMIITOMBI, KaK MOJUYPHs, MOJUIAMUIICUS U CIa0OCTh MPOKCUMAIBHBIX MBI, B penkux ciyuasx
5



COOTEBETCTEYET 3KI(
oT 27.11.2025 N2

MOXXET BO3HUKATh TrUmodochaTreMuyecKkas OCTCOMAIALIHS C ﬁ%éﬂlﬁ%;%{“ﬂg%%% EZ'IGBC”III;I-XI

CTEPTH

MOBBIIIEHUE aKTUBHOCTH IIETIOYHOH (pocdarTassl B CHIBOPOTKE U CTPECCOBBIE NIEepeioMbl. BaxkHO, 4TO
cuHIpoM PaHKOHU MOXKET BO3HUKHYTh 0€3 MOBBIIIEHHS KOHIIEHTPALUN KpEaTUHUHA UIH CHYKEHUS
CKOpPOCTH KIIyOOUKOBOW (uibTpanuu. B ciydyae BO3HUKHOBEHHS HESICHBIX CHMITOMOB CIIEHYET
paccMoTpeTh cuHpoM DaHKOHM U MPOBECTU COOTBETCTBYIOLIME O0CIIE0OBAaHUS.

MarauTtHo-pe3oHancHoi Tomorpaduu (MPT)

[Tepen Hauanom npuema quMetuiadymapara, ciaeayer caenarb 6azoByro MPT (00bruHO 3a 3 Mecsia)
Y UCIOJIL30BaTh €e I JalibHelero cpaBHenus. Cnemytone MPT-ckanupoBanust HE00X0MMO
MPOBOANTH B COOTBETCTBUHU C HAI[MOHAJIBHBIMU U JIOKAJIbHBIMH pekoMeHaauusmu. MPT moxno
paccMaTpuBaTh Kak 4YacTh MEPOINPHUATUM TOBBIIICHHOM HACTOPOKEHHOCTH Y TMAIlMEHTOB C
noBbilIeHHBIM puckoM [IMJI. B ciiyuae knmuandeckoro noao3penus Ha [IMJI, 11 nimarHocTuyeckux
1eJei HeMeJIEHHO JTOJKHA ObITh BhITToHEHA MPT.

IIMJI

Caywan TIMJI peructpupoBaiuch Ha (POHE CPEIHETSHKENIOW WM TKENIOW JUM(OIIEHUH MOCTe
npuMeHeHus auMeTtuingymapara. [IMJI —3to onnopryHucTuyeckast BUpycHast ”HQEKIHs TOJIOBHOTO
Mo3ra, BbI3biBaeMmasi BupycoMm JIxona Kannunrema (JC-BupycC), KOTOpBIM MOXKET NPUBOAUTH K
CMEPTH WIH TSHKETION MHBATIHMIN3ALUY.

[IMJI nabmoaercst Tonpko Ha ¢oHe nH(pekunu, Bei3biBaeMoii JC-Bupycom. B cirydae mpoBenenus
aHanu3a Ha JC-BUpYC HEOOXOAUMO YYUTHIBATh, YTO y MAIIMEHTOB, MMOJIYYaBIIUX TUMETHI(yMapar,
HE U3y4JaJoCh BIMSHUE TUMQOIICHUN HAa TOYHOCTh aHanu3a Ha aHTuTena k JC-supycy. Kpome Toro,
HEO0OXOIMMO YYMTHIBATh, YTO OTPHUIATEIbHBIA pe3ynbTaT aHanu3a Ha antutena k JC-supycy (y
MAIMEHTOB ¢ HOPMAJIBHBIM KOJUYECTBOM JIMM(OIIMTOB) HE UCKIII0OYAET BO3ZMOXKHOCTH JTATbHEHIIIEr O
MH(UUIMPOBAHUS JaHHBIM BUPYCOM.

Cayyan [IMJI ummenu MecTo HpH NPUMEHEHUHU IUMETHWiI(pymMapara M JIPYTHX JIEKApCTBEHHBIX
IpenaparoB, cojaepxamux (Gymaparbl, B yCIOBUIX JUM(PONEHUH (KOIUYECTBO JTUMQPOLUTOB HIKE
HI'H). JlnuTtenbHass ymMepeHHas WM Tsbkenas JUMQOIEHUs, MO-BUIUMOMY, YBEIWYHMBAET PHUCK
pasButus [IMJI npu npumeHeHuu auMeTuiadymapara, OJHAKO PUCK HE MOXET OBbITh UCKIIIOUEH Y
MAIMEHTOB C JIETKOM JIMM(pONEeHUEH.

JlONOTHUTENbHBIMU (PaKTOPaMH, KOTOPbIE MOT'YT CIIOCOOCTBOBAaTh MOBBIIIEHHOMY PUCKY Pa3BUTHUS
[IMJI B ycnoBusix TuM(ONEHUH, SIBISIOTCA:

— MPOJIOJKUTENILHOCTH Tepanuu aumetuidymaparoM. Cirydau [IMJI umenu Mecto mpUMepHO yepes
1-5 net nieyenus1, XO0Ts TOUHAs CBA3b C JJINTEIBHOCTHIO JIEUEHUSI HEM3BECTHA;

— ray6okoe cHmKeHue kommuectBa CD* u ocobemno CD® T-knmeTok, KoTopble BaKHBI it
MMMYHOJIOTMYECKOM 3alUTHI;

— NPEIIECTBYIOIasi UMMYHOCYIIPECCUBHAS WJIM UMMYHOMOIYJIMPYIOLLAsl TepaIusl.

Cumnromsl [IMJI Moryt OBITH CXOXH C OOOCTPEHHEM pACCEIHHOIO CKJepo3a. TuIuYHbIe
kinuHu4eckue nposisineHus [IMJI pa3HopoaHBbl, A1 HUX XapaKTEpHO IPOrPECCUPOBAHUE B TEUECHUE
HECKOJIbKUX JHEU WU HEZeb, OHM BKIIOYAIOT HAPACTAOLIYIO C1a00CTh C OJTHOW CTOPOHBI TeJa WK
HEJIOBKOCTb JIBUJKEHUI KOHEYHOCTEH, 3pUTENBHBIE PACCTPONCTBA, HAPYILIEHUS MMAMSATH, MBIIUICHUS
Y OpUEHTAIMH, BEIyLIUe K CIyTaHHOCTH CO3HAHUS U JIMYHOCTHBIM M3MeHeHUsM. [Ipu nossieHun
NEPBbIX CHMIITOMOB WM >Xano0, xapakrtepHbix ans [IMJI, cinenyer mpuOCTaHOBUTH TPHEM
numetuipymapata U IpoBECTH HaJylekaliee odcienoBanue, Bkitouas onpeznenenue JJHK Bupyca
Jbxona Kannunrema (JC-BupyC) B CHMHHOMO3TOBOM  JKMJKOCTH  (JIMKBOPE) METOIOM
KOJIMYECTBEHHOU mosinMepasHoi uenHoi peakuuu (I1LP).

Bpaun m0mKHBI OBITH OCOOEHHO BHHUMATENBHBI K CHMITOMaM, HaBOASIIMM Ha Mbicab 0 [IMIJI,
KOTOpBIE MAIlMEHT MOKET He 3aMeTHUTh. [lalenTamM Takke cielyeT MOoCOBETOBATh HHPOPMUPOBATH
CBOETO MapTHEpa WM OMEKYHOB O CBOEM JICUEHHH, MOCKOJIbKY OHU MOTYT 3aMETUTh CUMIITOMBI, O
KOTOPBIX MAIEHT HE 3HAET.
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IIPEKPALLEH.

BcnoMorarebpHEIC BEIISCTBA

Hampuu

JlaHHBIN JICKAPCTBEHHBIM TperapaT COACPX)UT MeHee | Mmoinb (23 Mr) HaTpusi B MaKCUMAaJIbHOM
pa3oBoii 103¢e (2 Kancyssl 103UpoBKoi 240 Mr), TO €CTh IO CYTH, «HE COAEPIKUT HATPUSI».

Caxap (caxapo3sa)

[Tpenapar Hdumerundymapar Kanon comepxut caxap. [lammeHtam ¢ peaxo BCTpeyaromiencs
HACJIe/ICTBEHHON HEMEepeHOCUMOCTbIO (PYKTO3bI, TIJIHOKO30-TaJlakKTO3HOM Manbabcopbuuen mimm
neguIUTOM caxapasbl-M30MaJIbTO3bI HE CIIEAyeT MPUHUMATh 3TOT Mperapar.

Kpacumenv opunnuanmoswiii uepnwviti BN (E151)

[Ipenapar Hdumerundymapar Kanon B no3upoBke 120 Mr, cCOAEpKUT KpacuTeldb OpPHILTMAHTOBBIN
yepublid BN (E151), KoTOphIit MOKET BBI3BIBATh AJJIEPTUYECKHUE PEAKIIHH.

4.5. B3aumopneiictBue ¢ JAPYrMMH JIEKAPDCTBEHHBIMH TMpenaparaMd U Jpyrue BHbI
B3aMMOJAEHCTBUSA

He mpoBomiiock ucciiejoBanuii tuMeTwipymapara B KOMOMHAIIUN C MPOTUBOOITYXOJICBBIMU HITH
MMMYHOCYTIPECCUBHBIMU TIpenapaTaMy, IO3TOMY MpPH OJHOBPEMEHHOM NPUMEHEHUHU JIaHHBIX
JIEKApCTBEHHBIX  TPEMapaToB cienyeT — MIPOSBISITH OCTOPO>KHOCT. ConyrcTBytoniee
KpaTKOBPEMEHHOE BHYTPHUBEHHOE NPHMEHEHHE TIIIOKOKOPTUKOCTEPOUAOB [UIsl TPOQUIaKTUKU
PELUIMBOB PACCESTHHOTO CKJIEpO3a B XOJI¢ KIIMHUYECKUX MCCIEIOBAaHUMN Tpernapara, CoIepKaIIero
auMmeTundymapat, He CONMPOBONKAANOCH KIMHUYECKH 3HAYUMBIM yYBETMYCHHEM YacTOTHI Pa3BUTHS
UH(EKINA.

Bo Bpems Ttepanuu mnpenapatoM Jumerundymapar KaHOH MokeT OBITh pPaccCMOTPEHO
HCIOJIb30BAaHNE WHAKTHBUPOBAHHBIX BAKIMH B COOTBETCTBUM C HAalMOHAJIBHBIMH TIpaduKamMu
BakLMHAIMU. B nccnenoBanum ¢ ydyactueMm 71 manmeHTa ¢ pelUIMBUPYIOIIMM PEMHUTTUPYIOIIUM
paccestHHbIM CKJIEPO30M IMAallMEHThl, IPUHUMABILIUE Mpenapar, coaepKamuil tumeTmidymapar, o
240 mr 2 pasa B cyTku He MeHee 6 MecsiieB (n = 38) uiu HenmernInpoBaHHBIA HHTEP(HEPOH HE MEHee
3 mecaueB (n = 33), AOCTUINIM COMOCTaBUMOIO MMMYHHOIO OTBETa (ONpEeNsBIIErocs Kak
JBYKpaTHOE WM 0oJjiee MOBBIIMIEHUE TUTPA J0 UM MOCJe BAKIMHAIMM) Ha CTOJOHSYHBIN aHATOKCUH
(CeHCHOMNIM3UPYIOMIMIM aHTUTEH) U KOHBIOTHPOBAHHYKD MEHUHIOKOKKOBYIO C-mojucaxapHuIHyIO
BakllMHY (HEOAQHTUIeH), B TO BpeMs KaKk HMMMYHHBI OTBET Ha pa3JIMYHbIE CEPOTHIIBI
HEKOHBIOTMPOBAaHHON 23-BaJIEHTHOW NMHEBMOKOKKOBOM IMOJMCAaXapUIHOW BaKLMHBI (HE3aBUCHUMBIN
aHTUreH T-KJIeTOK) BapbupoBal B o0eux rpynmnax. [lonoXuTenbHBIE HMMMYHHBIH OTBET,
OTIpEeIECTISABIIUIICS YEThIPEXKPATHBIM U 00Jiee YBEIMUEHUEM TUTpa aHTUTEN K TPEM BaKLMHAM, ObLI
JOCTUTHYT Yy MEHBIIET0 KOJIMYECTBA MAllMEHTOB B 00eHX rpynmnax. B rpymmne HemerninpoBaHHOTO
uHTepdepoHa ObUIM OTMEUEHbl HEOONbIINE YHCIOBBIE pa3IU4Msi B OTBETE Ha CTOJIOHSYHBIN
aHaTOKCHUH U ITHEBMOKOKKOBBIN ITOJIMCaxapuj ceporumna 3.

UccnenoBanus 3pdpekTUBHOCTH U 0€301aCHOCTH pUMeHeHus npenapata Jumeruinpymapar Kanon
COBMECTHO C KHBBIMHU OCJIa0JICHHBIMHU BaKI[MHAMHU HE IPOBOIUIIUCH.

J’KuBble BakIMHBI MOTYT TOBBIIIATH PUCK MH(MEKIHOHHBIX 3a00J€BaHUM, MO3TOMY HE JOJKHBI
MPUMEHATHCS y MalMEHTOB, NoiyJaromux npenapat Jumerundymapar KaHoH, 3a UCKiIOUEHHEM
CllydaeB, KOT/la MOTeHLMaIbHasl 10J1b3a BaKLIMHAIIMY MPEBBIIIAET PUCK €€ TPOBEICHHUS.

Bo Bpems Ttepanuum npenaparom dumerundymapar Kanon cienyer uzberats OJHOBPEMEHHOIO
MIPUMEHEHHMS APYTUX MPOU3BOIHBIX (yMapOBOH KUCIIOTHI (KaK JJIsl MECTHOTO, TaK U JUIsl CACTEMHOIO
IIPUMEHEHHUS).
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YeloBeKa TMpH ydacTuu odctepas. [lamee B MeTabonm3me yd4acTBYIOT (bepMeHTLI LHMKJIA
TPUKApOOHOBBIX KHCIIOT 0€3 ydacTus nu3o(epMeHToB cuctembl nutoxpoma P450. B nccinenoBanusx
in Vitro He ObLIO BBISABJICHO MOTCHIMAIBHOTO PUCKA WHTHOMPOBAHUS U UHIYKIMH H30()EPMEHTOB
cuctembl 1urtoxpoma P450, Tak ke Kak OpW OIEHKE BIMSAHUSA P-riaumkonporenHa W HM3y4eHUU
CBSI3bIBaHUS AMMETHI(hymMapaTa 1 MOHOMeTHII(hymMapaTa (OCHOBHOM MeTaboIuT AuMEeTHIIhyMapara)
c OenkamMu TUTa3Mbl KpOBU. bBbUTO TpoBeAeHO wuccienoBaHue (apMaKOKHHETHKH, B KOTOPOM
M3Yy4alioch COBMECTHOEC NPHUMEHEHHE KOMOWHHPOBAHHOTO IEPOPATHHOTO KOHTPAICTITUBHOTO
npenapara ¢ nuMmetuwidymaparom. lumerundymapar He OKa3pIBajl 3HAYMMOTO BJIMSIHUS Ha TTPOQHITH
(hapMaKOKUHETHKU HOPIITECTPOMUHA U ATHHHIACTPaAKOia. J{Jis mepopanbHBIX KOHTPAIICITUBHBIX
CPEICTB, COJAEpXaIUX JPYrHe MpOTrecTareHbl, HE MPOBOIWIOCH HUKAKUX HCCIICIOBAHUN
B3aMMOJICHCTBUS; TEM HE MEHEE, HUKAKOTO BIUSHUS TUMETHII(DyMapaT Ha UX YPOBEHB HE OKUACTCS.

YcraHoBIIeHO, YTO HHTEphEpOH OeTa-1a [l BHYTPUMBIIICYHOTO BBEJCHHS U TJaTHpaMepa aleTar,
9acTO TPHUMEHSEMBIC JIJIsl JICYCHHS pPACCeSHHOTO CKJIepo3a, HE OKa3blBAM BIASHHUS Ha
dbapmMakokuHETHUECKUN TPOdUIIbL TuMeTUIPymapara.

B xoze uccnenoBanuii Ha 310POBBIX JOOPOBOJIBLIAX BBISICHEHO, UTO «IIPHIUBBDY KPOBH, CBSI3aHHBIE C
IpUeMOM  @pemapara,  CoJepXallero  JUMeTUiadyMapar,  BEpOSTHO,  OIOCPEAOBaHbI
IpocTarjasaiuHoM. B Xxozie NIByX uccienoBaHUI Ha 3740pOBBIX 100poBOjibIAX mpuem 325 Mr He
KHULIEYHOPACTBOPUMOM JIEKapCTBEHHOM (hOPMBI alleTHIICAIMIIMIIOBON KUCIOTHI (WK aHanora) 3a 30
MUHYT JI0 TIpUEMa Tpernapara, CoAep Kaliero muMeTuiagpymapar, B Tedenue 4 naeil uim 4 Heienb He
OKa3blBaJl BJIMSAHUS Ha (apMaKkOKMHETHYECKUH mpodwmib numeruiadymapara. CieayeT y4UThIBaTh
MOTEHIMAJIbHBIE PUCKH MPUMEHEHHS AalleTHICATHIMIOBOM KHCIOTHI 10 TPUHSATHS PEUICHHUS O
COBMECTHOM HAa3HAa4eHUU C JAUMETWI(yMaparoM, Yy TMaLUEHTOB C PELUAMBHUPYIOLIUM
PEMUTTUPYIOIIUM PpPAacCesHHbIM CKJepo3oM. JlnutenbHoe mnpumeHeHue (Oosiee 4 Henenb)
alleTWICATMIIUIOBOM KUCIOTH B KOMOMHALIMY C TUMETHI(PyMapaTOM He N3ydajoch.

OnHOBpeMEHHOE TPUMEHEHNE JUMeTUI(hymMmapaTa, ¢ JIEKapCTBEHHBIMU CPEJICTBAMU, 001 Jal0IIMHU
HE(PPOTOKCUUYECKUM JIeHiCTBHEM (TaKUMH KaK aMMHOTJIMKO3MJIbI, JUYPETUKH, HECTepOUTHbIC
npotuBoBocnanutenbuble cpenctsa [HIIBC] nnun npenapats! 1nTus) MoxxeT noseiaTh puck HJIP
CO CTOPOHBI ITOYEK U MOYEBBIBOAIINX MTyTeH (HalpuMep, BbI3bIBATh MPOTEUHYPHUIO CM. pa3iensl 4.2
u4.4).

JlexapcTBenHblil npenapatr Jumerundymapar KaHoH Henb3s mpuUHUMATh IOCHE YHOTpeOleHus
QJIKOTOJIsl, TIOCKOJBKY aJIKOrOJb MOJKET NPUBOAUTH K IOBBIIIEHHIO YaCTOTHI HEKEJIaTEeJIbHbBIX
peaxkuuii CO CTOPOHBI JKEITYJOUHO-KHUIIIEYHOTO TPAKTa.

PesysnbraThl mccienoBaHuil iN VItr0 BO3MOXKHOW MHIYKIIMH HW30()EPMEHTOB CHUCTEMBI ITUTOXpOMA
P450 He o0OHapyXWIu B3aUMOJEHCTBHA MeX1y JAUMETHI(yMapaTtoM U IepopaibHIMU
KOHTpalentuBamu. MccnenoBanus IN VIVO MO HM3YYEHHIO B3aMMOJCHCTBHS C IMEPOPATBHBIMU
KOHTpalLENTUBAMM HE IpoBoaAMiIuCh. HecmoTrps Ha TO, 4YTO B3aUMOJCUCTBHE MEXKIY
auMeTushpymapaToM, U NEpOpabHBIMU KOHTPALIEITUBAMU MaJOBEPOSTHO, CIEAYeT PacCMOTPETh
BO3MOYKHOCTh TNPHUMEHEHHUS] HErOPMOHAJIBHBIX KOHTPALEITUBHBIX CPEJICTB Ha (HOHE JIeUCHHUs
npenapatoM umerundpymapat Kanos.

4.6. @epTUIbHOCTH, 0€PEMEHHOCTH U JAKTALUS

bepemeHHOCTD

JlaHHBIE O TPUMEHEHUH IuUMeTWIpymapaTa y OepeMEHHBIX KEHIIMH orpaHuueHbl. JlocTymneH
YMEpEHHbI 00beM TaHHBIX 0 OepeMeHHBIX keHuuHax (o1 300 no 1000 ucxonoB GepeMeHHOCTH),
OCHOBAaHHBI Ha peecTpe OepeMEHHOCTEH M MOCTMAPKETHHIOBBIX CIIOHTAHHBIX COOOIIEHUsX. B
peructpe OepeMEeHHOCTH OBUIO 3aperucTpupoBaHo 289 MPOCMEKTHBHO COOpPAaHHBIX HCXOJI0B
OepeMEHHOCTH Yy TMAalMEHTOK C pacCesHHBIM CKIEPO30M, TMOJBEPIIIUXCS BO3ACHCTBHIO
mumetundymapara. CpenHss NPOJOJDKUTENBHOCTh BO3ACUCTBUS IUMETHI(pyMapara COCTaBHIIA
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(44 ucxoma OepemenHocTH). BosneiictBue mumerwindymapata Ha TaKMX pPaHHHX —CpPOKax
OEpeMEHHOCTH HE YKa3blBA€T Ha IMOPOKU PA3BUTUS WIU (ETO/HEOHATAIbHYI) TOKCHUYHOCTbH I10
CpaBHEHHMIO C O0meill momyssuued. Puck ymTensHOro BO3JEHCTBUSA AMMETHWiI(ymapara HIH
BO3CHUCTBUS Ha O01ee MO3JHUX CTAHUsIX OEPEMEHHOCTH HEN3BECTEH.

B uccrnenoBaHusx Ha KUBOTHBIX OBLIO MOKA3aHO TOKCHYECKOE ACWCTBUE AMMETHI(yMmapara Ha
PENpPOAYKTUBHYIO cucTeMy (cM. pazzaen 5.3). He pekomennyercst npuMeHsaTs AuMeTuidymapaT npu
O0epeMEHHOCTH U Y KCHIIMH PENpOAYKTHBHOTO BO3pacTa, HE MCIOJIB3YIONUX HAJCKHBIE METOIbI
KoHTpauenuuu (cMm. pazgen 4.5). Jumermindymapar MOKHO Ha3zHadyaTh BO BpeMsi OepeMEHHOCTH
TOJIBKO B CIIydae KpaifHel HeoOXOJMMOCTH, KOTla OTEHIIMAIbHAS M0JIb3a JUISI MAaTEPH MPEBBIIIAET
BO3MOXKHBIN PUCK TS IJI0/1a.

JlakTaius

HeI/ISBeCTHO, IIPOHUKACT JIU ,I(I/IMCTI/IJ'Iq)YMapaT WJIK €70 METAa0OJIUTHI B rpyaAHO€ MOJIOKO YCJIOBCKA,
IMO3TOMY HCJIB34d HCKIIOYHUTL PUCK I HOBOPOXKACHHBIX IIGTGfI n MIAACHIICB. Pemenne o
MMpEeKpallCHUH I'PYAHOI'O0 BCKApMIIMBAHUA WUJIX OTMCHE TEpallun ,Z[I/IMGTI/IJI(I)YMapaTOM JOJI2KHO OBITh
IIPUHATO IMOCJIC THIaTCJIBHOﬁ OLCHKHU COOTHOUICHUA ITOJIB3bI JJISI MAaTCPH U PUCKA JIA pe6eHKa.

DepTHIbHOCTD

JlaHHbIe O BIMSHUM AuUMeTHiI(ymapara Ha (EpTUIBHOCTh YEJIOBEKa OTCYTCTBYIOT. Pe3ymbraTh
JOKJIMHUYECKUX HCCIICIOBAaHUM HE BBIABWIIM IMOBBIIMIEHHOI'O PHCKAa CHUXKEHUS (DEpPTUIBHOCTH Ha
(doHe mpuMEHEeHUs AUMETHIIhyMapara.

4.7. BausiHHe Ha CNOCOOHOCTH YNPABJAATHL TPAHCHOPTHHIMU CpPeACTBAMHM U padoTaTh C
MeXaHHu3MaMu

[Ipemapar Jumetnndymapar KaHoH He OKas3bIBaeT MIM OKa3bIBA€T HE3HAUMTEIHLHOE BIUSHHUE Ha
CIIOCOOHOCTH YIPaBJIATh TPAHCIIOPTHBIMH CPEJICTBAMU, MEXaHU3MaMu. VccienoBanuii BIUsSHUS Ha
CHOCOOHOCTH YIPaBJICHUS TPAHCIOPTHBIMHU CpPEACTBAMH, MEXaHM3MaMH HE IMPOBOIMIOCH, HO B
KIIMHUYECKUX HCCIIEIOBAaHUAX He HaOmoganock 3(pdexkToB mumetmwidymapara, MOTEHIIUATHHO
OKa3bIBAIOIINX BIUSHUE HA 3Ty CIOCOOHOCTD.

4.8. HexenateJabHble peaKIUH

Pesrome nmpoduiist 0e300acHOCTH

VY manueHToB, MOMy4YaBIINX JIedeHHe JuMeTuidymapaToM, Hanboee yacto (y > 10 % manueHToB)
OTMEYaINCh TaKHE HeXKenaTeNbHble JiekapcTBeHHble peakiuu (HJIP), kak «npunuss» kposu, u HIJIP
co croponsl JXXKT (B Tom uncine, auapes, TOIMIHOTA, 00Jb B )KUBOTE, 00JIh B BEPXHEH YaCTH KUBOTA).
«[Tpunmuss» kposu 1 HJIP co croponsl JKKT yarie pa3BuBaroTcs B Hauajie T€panuu (B OCHOBHOM, B
T€YeHHE MEepBOro Mecsla). Y TMalUeHTOB, Y KOTOPBIX pa3BUBAIOTCS MOJOOHBIE CHMIITOMBI,
«IIPUWJIMBBDY KPOBU U K€Y OUYHO-KHUILIEYHBIE SIBJIEHUS MOTYT IIEPUOANYECKH BO3HUKATh U B TEUEHUE
Bcero mnepuona Jsedenus. Hambonee uvacto mpuuMHOM oTMeHbl aumeTmidymapara (y > 1%
MaIreHToB) ObuTH «aIpuiIuBbD KpoBH (3 %) u HIIP co ctoponsr XKKT (4 %).

PesroMe HexenaTenbHbIX DEAKIIN

IIpencraBieHHbIE HMKE JTAHHBIE IO HEKENATENIBHBIM PEAKLUSAM CTPYNIIMPOBAHBI [0 CHUCTEMHO-
opranabM kiaccam (COK) MenuuuHckoro cioBapsi TEpMUHOB JJIsi PErYJISITOPHON NEATEIbHOCTH
(MedDRA) u wdacToTe BO3HUKHOBEHHMs. YacToTa BO3HHMKHOBEHHS HEXKEIATEIbHBIX PpEaKIni
orpezensiigach B COOTBETCTBUM C Kiaccudukanueir Beemuproit Oprannzanuu 3apaBoOXpaHEeHHUS:
oueHb 9acto (> 1/10), vacto (> 1/100, vo < 1/10), HewacTo (> 1/1 000, o < 1/100), penxo (> 1/10 000,
Ho < 1/1 000), ouens peako (< 1/10 000), yacToTa HEM3BECTHA (HA OCHOBAHWY MMEIOIIMXCS TAHHBIX
OIIEHUTh HEBO3MOKHO).
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Hngpexuyuu u uneazuu

Yacmo: TaCTPO’HTEPUT,;
Yacmoma neuseecmua: TIMJIL, undexius Herpes Zoster, npyrue cepbesHble ONMOPTYHUCTHYECKHE
vHbeKIu’,

Hapywenus co cmoponst Kpoeu u aumgamuueckoii cucmemol
Yacmo: neiikonenus, TMM(pOneHNs;
Heuacmo: TpoMOOIINTONICHHSI.

Hapywienus co cmoponst UMMYHHOU CUCHIEMbL
Heuacmo: runep4yBCTBUTEIHHOCTD;
Yacmoma Heuszéecmua: aHaQUIAKTHYECKMH WIOK!, 3aTpyjHeHHMe [bIXaHUA', TUIOKCHA’,

FI/IHOTeHSI/Iﬂl, aHFI/IOHCBpOTI/I‘IeCKI/Iﬁ OTeKl.

Hapywenus co cmoponst HEp8HOIL cucmembl
Yacmo: oulyIeHUE HOKSHUSI.

Hapywenusa co cmoponul cocyoos
QOuens uacmo. «IPUIUBBD) KPOBU;
Yacmo: omymieHune xapa, COIPOBOXK/IAIOIICECS YUAIICHHBIM CepIieOneHIEM.

Hapywenus co cmoponst 0bIXxamenbHOoll CUCHEeMbl, OP2AH08 ZPYOHOI KIIeMKU U CPe00CH eHUs
Yacmoma neussecmua: pUHoOpes-.

Hapywenusn co cmoponbl »#ce1y004Ho-KUueuHo20 mpaKma

Ouenv yacmo: nuapesi, TOIHOTA, 00JIb B BEPXHHUX OT/ENIaX )KMBOTA, OOJIb B )KUBOTE;
Yacmo: pBOTa, AUCTICTICUS, TACTPUT, KEIIYTOUHO-KUIIEYHOE PACCTPOICTBO;
Yacmoma neuzgecmmua: OCTPHIil TAHKPEATHT .,

Hapywienua co cmoponst neuenu u j#cea4eéblé00auiux nymeil
Yacmoma neuzéecmna: OTKIOHEHHs OMOXMMHHYECKHX TOKasaTened (yHKIMHM mHedenu?,
JIeKapCTBEHHO-MHIyIINPOBAHHBIE OBPEKICHHUS [EUEHH .

Hapywienus co cmoponst Koxcu u ROOKOMHCHbIX MKAHell
Yacmo: 3y1, ChIllb, SPUTEMA;
Yacmoma Heuzeecmua. anomeius .

Hapywienusa co cmoponst no4ex u Mo4eswbi600Auiux nymei
Yacmo: npOTEHHYpPHUSL.

Oouwgue napywienun u peakyuu ¢ mecme 86€0eHUA
Yacmo: olyumieHue xapa.

Jlabopamopuvie u uncmpymenmansvhvle OaHHblE
QOuenv yacmo: KETOHYpPUS;
Yacmo: anb0ymunypusi, nosbimenne aktuBHoct ACT, AJIT, nelikoneHus.

- HEXCIIATCIIbHBIC PEAKIIMH, BBISIBJICHHBIC TOJIBKO B XOAC€ MOCTPETUCTPALUOHHOI'O IIPUMCHCHHS.

Onuncanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/II\/'I

«IIpunusviy kposu

«[IpunuBbl» KPOBH OINHUCHIBAIOTCS MAlMEHTaMM, KakK OLIYHIICHHS MPUJIUBAa KPOBU K KOXKE WU
OLIYIIEHUs *apa, HO MOTYT BKJIIOYaTh W JpPYyrue MNpoOsiBIECHHs (HAIpuUMep, OLIYIICHUs TeIIa,
MOKpPAcCHEHHUs, TOKaJbIBaHUs, #OKeHHd). B xome mnanebo-KOHTPOIMPYEMbIX HCCIIEOBaHUM
OTMEYaJIOCh YBEIMYEHHE YaCTOThl BO3HUKHOBEHMS OSMM3070B «IpuiIuBOB» KpoBU (34 % 1o
cpaBHeHUIO ¢ 4 %) u ouryeHue xapa (7 % mo cpaBHeHHIO € 2 %), COOTBETCTBEHHO, Y MAlIMEHTOB,
MOJyYaBIIMX Mpermapar, colepXKallui auMeTwidymapar, IO CpPaBHEHHIO C NallMEHTaMH,
MOJy4YaBIIUMH Tutane6o. B OosbmIMHCTBE cily4aeB HMHTEHCHUBHOCTH «IPUJIMBOB» OTMeEdYanach
NalMeHTaMu Kak c1a00 WM yYMEpPEeHHO BbIpakeHHas. B nemom, 3 % nNanMeHTOB NpeKpaTuiIn
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KPOBH, KOTOPBIE MPOSIBISUIMCH PACIPOCTPAHEHHON 3PUTEMOM, KOKHOW CBHINBIO M/MIIH 3Y/I0M KOXH,
Habmo1anuch MeHee ueM y 1 % nmanueHToB, MPUHUMABIIUX TuMeTHiI(ymapart (cM. paznenst 4.2, 4.4
u4.5).

HIJIP co cmoponwr JKKT

VY nanuMeHToB, MOJIYYAOIMX JUMETWI(pymapaT, MO CPaBHEHHIO C MAIMEHTAaMH, IOJy4aBIIUMHU
iane6o, yactora HJIP co croponst XKKT Obina Beitie (Hanpumep, nuapes [14 % mno cpaBHEHHIO ©
10 %], TomrHoTa [12 % 10 cpaBHEHUIO ¢ 9 %], 60JIb B BepXHHX OTHenax )kuBoTa [ 10 % mo cpaBHEHHIO
¢ 6 %], 601b B xxuBOTE [9 % MO cpaBHEeHUIO ¢ 4 %], pBoTa [8 % MO cpaBHeHHIO ¢ 5 %] U AucHencus
[5 % no cpaBuenwio ¢ 3 %]). B GobIIMHCTBE ClTydyacB HHTEHCUBHOCTH CUMITTOMOB €O cTopoHbI JKKT
oTMeYallach MalUeHTaMH Kak cja0o UIU yMEpPEeHHO BbIpakeHHas. 4 % MaluueHTOB, MPUMEHSIBIINX
muMetmindymapar, npekpatuiu tepanuto u3-3a HJIP co ctoponsr XXKT. Tsoxensie HJIP co croponst
XKKT, B ToM umucie, racTpO’HTEpUT U TracTpuT, HaOmonamuch B 1 % ciaydaeB y HaIlMEHTOB,
MIPUHUMABIIUX AUMETHIPyMapar.

Axmuenocms «neyenoyHvixy mpaHcamurnas

Ha ocHoBaHMM HaHHBIX IJ1ae00-KOHTPOJIMPYEMBIX HCCIEIOBAHUHN, y OOJBIIMHCTBA TALMEHTOB
aKTUBHOCTb «II€YEHOYHBIX» TpaHCaMMHa3 He mnpeBbiana BI'H nanHbIx nmokaszareneil 6osee yeM B
3 paza. [1oBbIIeHNEe aKTUBHOCTH «II€YEHOYHBIX)» TPAHCAMUHA3 y MAI[EHTOB, MTOJyYaBIINX JICUCHUE
auMeTwiIgymapaToM, MO CpPaBHEHUIO C MAalMEHTaMH, MOJIy4aBUIMMM IU1anebo, HaOI0Janoch,
IIPEUMYIIECTBEHHO, B TeUeHHE NepBbIX 6 MecsaueB Tepanuu. [losimenue aktuBHoctu AJIT u ACT
B 3 u Gosiee pa3 ot BI'H oTMeueHsl, COOTBETCTBEHHO, Y 5 % 1 2 % naiueHToB, nojiyyaBIInx mianeoo,
ny6 % u2 % nanuenToB, morydaBmmx AuMetwidymapar. [IoBbIieHnEe aKTHBHOCTH «I1€Y€HOYHBIX»
TpaHCAMHMHA3 MOCIYXHUJIO IPUYMHOM OTMEHBI Tepanuu MeHee 4yeM y 1 % malnueHToB Kak B rpyre
MAlMEeHTOB, NPUHUMABUIMX JAUMETWIpyMapar, Tak M Iulanebo. B mmanebo-KOHTpOIHpyeMbIX
UCCIIEIOBAaHMUSIX HE HAaOJII0/1aIoCh MOBBIIEHUS] TpaHCaMMHa3 B > 3 pa3a Bbilie BI'H ¢ couetanHbiM
MOBBILIEHHEM 00111ero ounnpyourHa 6osee ueM B 2 paza BI'H.

B xozae MOCTMapKeTHMHIOBOTO NPUMEHEHHs IUMeTHiI(ymapara cooO0INanoch 00 OTKIOHEHHSX
OMOXMMHUYECKUX TTOKa3aTesell (QYHKIMH TIeYeHH | JIEKapCTBEHHO-UHIYIIMPOBAHHOTO TIOBPEKIACHUS
nedeHu (MOBBbIIIEHHE TpaHcaMuHa3 B > 3 pa3a Bbllie BI'H ¢ coueTaHHBIM MOBBIIIEHHEM OOIIETO
ounupyouHa Oonee yem B 2 pas3a Bbime BI'H), xoTopele paspemanuch mocie OTMEHbBI JAaHHOTO
npemnapara.

Ungpexyuu

IIpu npumeHenun numeTruiapymapara cooOIaioch O pa3BuTuM uHOpekuuu Herpes Zoster. B
MIPOIOIDKAIOIIEMCS JTOJITOCPOYHOM JIOTIOJTHUTEIBHOM HCCIIEIOBaHNH, B KOTOpoM 1736 manueHToB ¢
paccessHHBIM CKJIEPO30M MPUMEHSITN AUMETHIIdyMapart, NpUOIU3UTENbHO y 5 % Habmonancs 1 nim
Oonee cimydyaeB pa3BuTus nHPexnuu Herpes Zoster, 60abIIMHCTBO U3 KOTOPBIX OBUIA JIETKON WJIH
CpelHel CTemneHu TSHKeCTH. Y OOJBIIMHCTBA CyOBEKTOB, BKIOYAs TeX, Y KOro HaOJI0ANoCh
paszButue uHpexuu Herpes Zoster tspkenoit cTeneHu, KommaecTBo JumMboruToB 0su10 Beie HI'H.
Jlumdonenus cremeHn 2u 3 Obula  paclpocTpaHeHa Yy CYOBEKTOB C  COMYTCTBYIOIIEH
mumbonuToneHueil. B mocrperucrpaiimoHHoM nepuojie 60JIbIIMHCTBO ciyyaeB uHbekuuu Herpes
Zoster 6buUIM HEeCepbEe3HBIMHU M Pa3pelIaich MPHU MPOBEACHUU Tepanuu. MIMeloTcss orpaHuuYeHHbIe
JaHHBIE M0 a0CONIIOTHOMY KOJIMYECTBY JTUMGOIMTOB Yy MalueHToB ¢ MHGpekuuen Herpes Zoster B
MOCTPErUCTPAlMOHHOM Tepuosie. OHaKo, B CiIydae pernopTUPOBaHUs, Y OONBIIMHCTBA MALUEHTOB
Habmoanack muMdonenus crernernu 2 (ot < 0,8x10%1 1o 0,5x10%m) mmu crenenn 3 (ot < 0,5x10%/7
10 0,2x10%m) (cm. pasaen 4.4).

IIpoepeccupyrowas mynemughoxanvrnas aetikosnyegpanonamus (IIMJI)

Coobmanocs o ciaydasx 3apaxkeHus JC-Bupycom, BbbBatomiero IIMJI, mpu mnpumeHeHUH
mumetundymapara (cm. pasaen 4.3). IIMJI moxer ObITh daTadbHOW WIM TMPHUBECTH K TSHKEIOU
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muMetwidymapar, Ha (OHE ATUTENBHON TspKenoi nuMmponenun passuwiack [IMJI (komudecTBO
nmuMdonuToB npemmymectBenHo < 0,5x10%1 B Tedyenme 3,5 eT) ¢ JeTanbHBIM MCXOIOM. B
noctMapkeTuHroBoM nepuonae [IMJI takke Habmomanach NMpU HATWYMA YMEPEHHOW M JIETKON
mumdonennn (ot > 0,5%10%n no < HT'H, kxak onpezneneHo pedepeHCHBIM AHANa30HOM MECTHOM
naboparopun).

B Heckonmbkux cinyuasx [IMJI, mpu onpenenenuu cyononyasuun T-KJIETOK HA MOMEHT JUArHOCTUKH
[IMJ1, 6610 OOHapyx)eHO cHmkeHHe konumdectsa CD®" T-kmerox mo < 0,1x10%m, Torma kak
cHmkenne konmuectsa CD*" T-kieTok GbLIO BapuabenpHbIM (B quamnaszone ot < 0,05 mo 0,5% lOg/n)
1 Gonbllle KOppEenupoBano ¢ obmieil TsokecTsio auMdornennn (ot < 0,5%10%n mo < HIH).
CrenosatensHo, cootHomenre CD*/CD8 y 9Tux manmeHnToB 6BII0 yBETHYEHO.

JliurenpHasi yMEepeHHasl WM TsoKeNas TUM(OTICHHsI, TTO-BHIUMOMY, YBEIIMUYUBACT PUCK PA3BUTHUS
[IMJI npu nmpumenenun aumetruidymapara, ogHako [IMJI taxke Habmoganach y MalMeHTOB C
nerkoit mumdonenunend. Kpome Toro, 6ompmmucTBO citydaeB [IMJI B MOCTMapKETHHTOBBIX YCIOBHIX
Ha0II0/1a710Ch y ManueHToB crapie 50 ner.

Jlumghonenus

VY GonpimHcTBa ManueHToB (> 98 %) He ObUIO BBISBICHO OTKJIOHEHHH 00IIero yucia TuM(GOoITOB
B KPOBH /IO IPUMEHEHUS TUMETHIPymMapaTa B paMKax IUane00-KOHTPOIMPYEMBIX MCCIIETOBAHHIA.
[Tocne Hayana nedeHus AUMETWI(PyMapaToM OTMEUEHO CHI)KEHHE OOIero yucia JuMEGOIUTOB B
TEYEeHHE [IEPBOro rojia ¢ nocienyromei nx crabunuszanueil. B cpennem, oduiee unciio 1uM@onuToB
cHkanoch npumepHo Ha 30 % oT ucxomHoro 3Hadyenws. [Ipu 3TOM MenuaHa U cpegHee YHUCIO
UM(OIMTOB OCTABANIKCH B Ipeienax HopMbl. Obee yncno mumdonuTos <0,5x10% 1 nabmonanocs
MeHee 4eM y 1 % manueHToB, Mody4aBIIUX Ianedo, u'y 6 % — moiydaBmIuX AUMETUIpyMapar.
KomuectBo mumponuTos < 0,2x10%1 ormMedero y 1 manmenTa, NpUHEMABIIETO TUMETHI(YMaparT,
HO He Ha0JIr0/1aJ10Ch B TpyIIe mianedo. B knMHn4Yeckux nccieaoBaHusX, Kak KOHTPOJIMPYEMBIX, TaK
U HEKOHTpoJupyembiX, 41 % manueHToB, MOJyYyaBUIMX AUMETUI(PyMapaT, UMeIU JUM(ONEeHUIO
(ompenenseMyr0 B 3THX MccieoBaHmax kak < 0,91x10%m). Jlerkas mum¢pomnenus (KOJTHIECTBO
>0,8x10%1 u < 0,91x10%n) wmabmopamace y 28 % TalMEHTOB; yMepeHHas IMMQOIEHHs
(xormmuaectBo > 0,5%10%m u < 0,8x10%1), COXpaHsIoIIascsa He MeHee 6 MecslleB, HaOI0ganacy y
10 % manuenToB; Takenas mumdonenus (komuuectBo < 0,5x10%m), coxpaHsromascs He MeHee
6 MecsiueB, HabMoAaMach y 2 % MalMeHTOB U 'y OOJBIIMHCTBA U3 3TUX MAIlMEHTOB CHIDKEHUE Yuclia
TUMQOIUTOB 0CTABANOCH HA TOM ke ypoBHe (< 0,5x10%m) mpu npomomkeHnn Tepanuny.

Kpome Toro, B HEKOHTPOJIMPYEMOM MPOCIEKTUBHOM MOCTMAPKETUHIOBOM HCCJIEIOBaHUU Ha 48-i
Hesene Tedenus auMeTadymapatom (n = 185) CD* T-kneTku 6bITH yMepeHHO (KOJHMYECTBO OT >
0,2x10%m 1o < 0,4x10%m) wmm cunpHO (< 0,2x10%m) cHuKeHBl y 37 % wnu 6 % MalUeHTOB
COOTBETCTBEHHO, B TO Bpems kak CD®" T-xmerkm wame cHmkamuch y 59 % TarMeHTOB HpH
xommdecTse < 0,2x10%1 1 25 % narmenTos npu kommgectse < 0,1x10%/71.

Hszmenenus nabopamopmnvix nokasamereti

B xome mianebo-KOHTPOIMPYEMBIX HCCIENOBaHMA Yy MAIMEHTOB, KOTOpBIE IOJIydalld
numetundymapat, ketonypus (1+ u Beie) onpeaensuiachk vaie (45 %), yem B rpymme mianedo
(10 %). Knmuanveckasi 3HAY4MMOCTh TAHHOTO HAOJIIOJICHUS HE ONpe/ieiieHa.

Konnenrpanus 1,25-muruapokcuButamMuia D B KpoBU CHWXKalach y MAIlMEHTOB, MPUHUMABIITNX
mpermapar, cojepamuil gumMetuindymapar, Win miamnedo, COOTBETCTBEHHO, B cpelHeM Ha 25 % u
15 % oT ucxogHOro 3HA4YeHHs yepe3 2 roja JedeHus, a KoHIeHTpauus naparropmona (ITTT)
MOBBIIIANIACH, COOTBETCTBEHHO, B cpefHeM Ha 29 % u 15 %. Cpennue 3HaueHUs 000uX MOKazaresei
OCTaBAJIUCH B MPEJEIaX HOPMBI.

B nepBbie 2 MecsIia Tepanuu y MaldeHTOB 0TMEYanach TPaH3UTOPHAS S03MHO(HITHUS.

eTu
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BesonacHoCTh auMeTHIdYyMapara y JeTeil ¢ paccesHHBIM oG Siatimd B8 e T e Bhoh

u3ydueHa. B HeGombpmoM 24-HenenbHOM OTKPHITOM HEKOHTPOIMPYEMOM HCCIEIOBAHUU Y JETEH C
PPPC B Bo3pacre ot 13 n0 17 et (120 Mr 2 pa3a B cyTku B TeueHue 7 qHel, 3atem 240 mr 2 pas3a B
CYTKM JO OKOHYaHWs JICYCHUs, BBIOOpPKA sl OLEHKM Oe3omacHocTH, N =22), KOTOpoe
COMPOBOXKAAIOCH 96-HENENbHBIM JIOTIOJHUTEIBHBIM HccaeaoBanueM (240 mr 2 pasa B CYTKH;
BbIOOpKa 1151 oLleHKH Oe3omacHocTH, n = 20), npoduias 6e30macHOCTH ObUT CX0XKHUM C TaKOBBIM Y
B3pPOCJIbIX MAIUEHTOB.

COO6IJ.[€HI/IG 0 MOA03PEBACMBIX HCXKCIATCIIbHBIX PCAKITMAX

BaxHo coo0marb O NOJO3PEBAaEMbIX HEKENATENIbHBIX peaklUsIX I0CIe perucTpanuu
JICKApCTBEHHOTO Ipernapara ¢ I[ebl0 00ecreueHus] HEMpPEepbIBHOIO MOHHMTOPUHIA COOTHOIICHHUS
«I10JIb3a — PUCK» JIEKApCTBEHHOIO Ipenapara. MeIunuHCKUM pabOTHUKaM pPEKOMEHIyeTcs
coo0IIaTh O JTIO0BIX IO03PEBACMBIX HEXKEIATEIbHBIX PEAKIUAX JEKapCTBEHHOIO IpenapaTa uepes
HallMOHAJIbHBIE CHCTEMBl COOOLIEHHMSI O HEXENATeNbHbIX pPEaKLUUsAX T[oCylapcTB — YIEHOB
EBpazuiickoro 5KOHOMHU4ECKOr0 COI3a.

Poccuiickas ®enepanus

®enepanbHas ciryx0a o Haa3opy B cdepe 3apaBooxpanenus (PocapaBHanzop)
Anpec: 109012, r. MockBa, CnaBsiHcKasi mjioniazis, a. 4, ctp. 1.

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

OnextpoHHas noura: pharm@roszdravnadzor.gov.ru umu npr@roszdravnadzor.gov.ru
CaiiT B nH(GOPMAIIMOHHO-TEIEKOMMYHUKAIIMOHHON ceTH «MHTepHeT»:
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3dupoBka

CHUMIITOMBI

3aperucTpupoBaHbl CIydad Mepeno3upoBku auMetTmipymapaTom. CUMITOMBI, OMMMCAHHBIE B ATHX
CIIy4asix, COOTBETCTBOBAJIN H3BECTHOMY MPOQUITIO HEKENATeIbHBIX SBICHUN AUMeTUlhymapara.

Jleuenue

B mnHacrodmee BpeMs HE HM3BECTHO HMKAKMX TEPAl€BTUYECKUX BMEILATENIBCTB, ITO3BOJIAIOIINX
YCKOPHUTH 3IMMHHALIMIO AUMETUIpymMapaTa, KpoMe TOro, A JAHHOTO COEAMHEHUS HEU3BECTHO
HUKAaKOro aHTuaora. B ciyyae mepeno3supoBKH PEKOMEHIYETCS NMPOBOAUTH CUMIITOMAaTUYECKYIO
ITOICPKUBAOIIYIO TEPAIUIO 110 KIIMHUYECKUM IOKa3aHUSIM.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoaMHamMHYecKHe CBOiicTBa

®apmakoTepaneBTUYECKas IPyIa: IMMYHOAECIIPECCAHTBL; IPYTrUe UMMYHOIETIPECCAHTHI.
Kox ATX: LO4AX07

MexaHu3M AeiCTBUS

MexaHu3M TepaneBTUYECKOro JEHCTBUS TUMeTUIhymapaTa Mpy pacCesTHHOM CKJIEpO3€ HE /10 KOHITa
U3y4eH. B JOKIMHUYECKNX HCCIEIOBAaHUAX OBLIO MMOKA3aHO, YTO (hapMaKoIMHAMUYECKOE JIEHCTBUE
nuMeTuadymapara, B OCHOBHOM, OOYCJIOBJIICHO aKTHUBAIMEH TPaHCKPHUIIIIUU siAepHOTO (akTopa 2,
noo0Horo sputpounnomy nepusary 2(Nrf2). Vcranoeneno, uro mumernidymapaT aKTHBHPYET
Nrf2-3aBucuMble aHTHOKCHAAHTHBIE TreHbl manueHToB (Hampumep, NAD(P)H nermaporenasa,
xuHOH 1; [NQO1]).

dapmarkonmnaamMudeckue 3O HEKTHI
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Taxke moOka3aHo, 4TO JUMETWI(PymMapaT W €ro OCHOBHOM MeETabOIHUT, MOHOMETHI(yMapar,
CYIIECTBEHHO CHMKalOT MMMYHHYIO KJIETOYHYIO aKTUBHOCTb M IIOCJIEIYIOLIEEe BBICBOOOXKIEHHUE
MIPOBOCIIAIUTENBHBIX ITUTOKWHOB B OTBET HAa HMHIYUUPYEMYIO BOCHIAJIUTEIbHYIO pEaKIuioo. Y
NAIMEHTOB C IICOPUA30M AUMETHII(pyMapaT OKa3blBaeT BIMSHUE HA (EHOTUN JUMQOIMTOB 3a CUET
CHIDKEHHSI 00pa3oBaHus MpoBocnanuTenbHbIX TUTOKuHOB (TH1, TH17), 1 moBeIIeHNs TPOAYKIIUN
npoTuBoBocHaIuTeNbHbIX LUTOKMHOB (TH2). TepameBTuueckas akTMBHOCTb JuUMeETHII(yMapara
MOJTBEPXK/ICHA TP MOJICIIMPOBAHUH BOCHAJICHUS M HEWPOBOCHIAIUTEIbHON TpaBMbL. B TeueHue
IIEpPBOTO Toja IMPUMEHEHHE AuMeTHI(dyMapara MOKET COINPOBOXKAATHCS CHU)KEHHUEM OOILero
KoJIn4YecTBa TUM(OLUTOB B KPOBH, B cpeaHeM Ha 30 % OT MCXOTHOrO 3HAUCHHSI, C MOCIIEAYIOIEeH
ero crabuiausanue.

Kimmanueckas 3bdhekTUBHOCTS U 0€30I1aCHOCTD

O dexTuBHOCTH 1 6E30MACHOCTH Mpenapara, CoaepKaiero AMMeTuadymapar, Oblia HOoATBEpKIeHA
B XOJ€ JBYX PAaHIOMH3UPOBAHHBIX JIBOMHBIX CJICMBIX IUIAIE00 KOHTPOIUPYEMBIX IBYXJICTHHX
uccnenoBannii (uccnegosanue 1, DEFINE, u wuccnemoBanue 2, CONFIRM) c¢ yuactuewm,
COOTBETCTBEHHO, 1234 nmanuentoB u 1417 mauMeHTOB C peUUAMBHUPYIOIIE-PEMUTTUPYIOLIUM
paccestHabIM ckiiepo3oM (PPPC). IMamnuents! ¢ mporpeccupyronmmu opmMaMu 3a0601eBaHus HE ObUTH
BKJIFOUEHBI B 3TH UCCICAOBAHHUS.

OcHOBHbIE yCPEAHEHHbIE XapaKTEPUCTHKHU MAIMEHTOB, YYaCTBOBABIINX B UCCIEIOBaHUM 1, ObLIU
CIICTYIOIUMU: Bo3pacT — 39 JieT; mpoA0DKATEIBHOCT 3a0oneBanus — 7,0 1eT; cymMMa 0alljloB 1O
pacimpeHHol mmkaine oueHku uHBamuamzanuu (PLLIOU) — 2,0. Kpome Toro, y 16 % mnanueHToB
cymma 6amos no mikane PIHIOU Gvima > 3,5; y 28 % nmanueHToB 3aperucTpupoBaHo > 2 pelrINBOB
3a mpenplaymui rof, a 42 % NalueHTOB MOJy4Yald APYryH OOLIECHPUHATYIO ISl PACCESIHHOTO
ckJiepo3a tepanuto. Y 36 % nanueHToB B OATPYIINE C JOTOJHUTEIBLHOM OIIeHKON pe3yiabTaToB MPT
OTMeYalii, 1Mo KpaifHed mepe, OJHO MOpaKeHWe, HakaruuBaromiee ragoiaunuii (Gd+). B cpemHem,
koymuectBo Gd+-ouaros cocrasisio 1,4.

B kadecTBe «epBHYHOID KOHEYHOW TOYKHM B HccienoBaHUM | Oblia BbIOpaHa J0JS MAI[MEHTOB C
peuuauBoM 3a0oyieBaHusl 4epe3 2 roja Tepanuu. «BTopuuHbIE» KOHEUHBIE TOYKH BKIIIOYAIIH:
KOJMYECTBO HOBBIX WJIU BIEPBbIC YBEIUYUBIINXCA T2-TUMEPUHTEHCHUBHBIX 0OYaroB, KOJIHYECTBO
Gd+-ouaroB, exeroHasi YaCTOTa PEIHIABOB U BPEMS JI0 MOATBEPXKJAECHHOTO CTOMKOTO (B TEUECHHUE
12 venenb) mporpeccUupoBaHMs HWHBaNIMAW3alUWMU. B wucciaemoBanuu | mpemapar, conaepikaiuit
nuMeTuadymapar, mpoIeMOHCTPUPOBAT KIIMHUYECKH BBIPAXKEHHBIN M CTATUCTUYECKH JIOCTOBEPHBIN
3¢ (}eKT B OTHOIIEHUHU BCEX IEPBHYHBIX» U «BTOPUYHBIX)» KOHEUHBIX TOYEK. /0N manueHToB, y
KOTOPBIX OTMEUaIM pPEIUAUB 3a0oyieBaHUs Ha (OHE NTPUMEHEHUs Nperapara, COJAEPKaIlero
numetundymapar, u miamnedo, cocrasisia, coorBercTBeHHO, 0,27 u 0,461 (CHMXKEeHHE pUCKa Ha
49 %, p <0,0001). ExxerogHasi 9acToTa pelMINBOB Y ITAIIMEHTOB B TPYIIITE Tpenapara, CoaepKaiero
numetundymapar, u mianedo Obiia, cooTBeTCTBeHHO, 0,172 1 0,364 (0OTHOCHUTENHHOE CHUKEHHE HA
53 %, p <0,0001). Tomns manueHToOB C MOATBEPKICHHON MTPOTPECCUPYIONICH HHBATUN3AIUCH ObliTa
onpeeneHa, coorBeTrcTBeHHO, Kak 0,164 u 0,271 (cHmxkenue pucka Ha 38 %, p = 0,005). Yucno
HOBBIX WJIM BIIEPBBIC YBEIMUMUBIIMXCA T2-049aroB 3a 2 roaa Je4eHus COCTaBIIO 3,2 y MAllMEHTOB Ha
dboHEe TpUMEHEHUs MpemapaTa, cojepxaiiero auMmetwidymapar, u 16,5 — B rpymme mianedo
(cHmxkenue prucka Ha 85 %, p < 0,0001), a konuuectBo Gd+-04aros 066110, COOTBETCTBEHHO, 0,1 1 1,8
(cHIKeHHEe OTHOCHTENBLHOTO prcka Ha 90 %, p < 0,0001).

JuzaifH uccneqoBaHusl 2 OTIWYACS OT JW3ailHa MCCIENOBaHMs | TeM, 4TO Bpad/HCCleIOBATENb,
olleHUBaBIINN 3()(HEKTHBHOCTH MPUMEHEHHS Tpenapara, He 3Hal KaKUM METOJOM IMPOBOIUIOCH
JIeYeHHUE, a TaKKe HAJTUIUEM TPEThEH TPYIIbBI MAMeHTOB, MOJYYaBIIMX MpernapaT CpaBHEHUS HA
ocHoBe rnatupamepa anerata (['A). YcpeaHeHHble HMCXOJHBIE XapaKTEPUCTUKH MALMEHTOB B
HCCIe0BaHUH 2 ObUTH CIEAYIOMUMHE: BO3pacT 37 JeT, IIUTENbHOCTh 3a0oneBanus 6,0 ier, cymma
6ammoB no mkaie PIIIOU 2,5. Kpome Toro, y 17 % manuentoB cymma Gamnos mo mkane PIIOU
Ob1a > 3,5, y 32 % manueHToB OBLIO 3apErUCTPUPOBAHO > 2 PEIMIUBOB 3a Ipeab Ay roa, a 30 %
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KOHEYHOW TOYKOW B HMCCIEJOBAHWHU 2 ObUIAa €XErojHas 4acToTa PElMIUBOB B TeueHHe 2 jer. B
KayecTBE «BTOPUYHBIX» KOHEYHBIX TOYEK OBbUIM BBIOpaHbl KOJIMYECTBO HOBBIX WJIU BIIEpPBBIE
YBEIMUUBIIUXCS T2-TUNEPUHTEHCUBHBIX OYaroB, KOJWYECTBO T1-rMIOMHTEHCUBHBIX O4Yaros,
OTHOCHUTEJIBHOE YHMCJIO PELIMBOB U BPEMs 10 MOATBEPKIACHHOIO CTOMKOro (B TeueHue 12 Henenb)
[IPOrPECCUPOBAHUS UHBAIIUU3ALINH.

[Ipemapat, conmepkauuii numeTwidymapar, MpoAEMOHCTPUPOBAT KIMHUYECKU BBIPAKEHHBIN U
CTaTHCTUYECKHU JOCTOBEPHBIA d(P(PEKT B OTHOIMICHUU «IIEPBUYHOIN» U OOJBIIMHCTBA «BTOPUYHBIX)
KOHEYHBIX TOYEK B HcciienoBanuu 2. ExxerogHas yactoTta peuuauBoB coctaBwia 0,224 B rpymie
MAIMEHTOB, IMOJYYaBIIMX Mpermapar, cojaepxkammii auMeruipymapar, 0,401 B rpymnme mane6o
(cumxenue pucka Ha 44 %, p < 0,0001) u 0,286 B rpynne nanueHToB, nonydaBmux ['A. Jlomu
MalUeHTOB C peuuauBamu 3aboneBanus coctaBwim 0,291 B rpymnme mpemnapara, COAEpIKaIlero
aumeTuiadymapar, 0,410 B rpyrrne mwianedo (0OTHOCHTEIbHOE CHIDKeHUE prcka Ha 34 %, p < 0,0001)
u 0,321 B rpynne ['A. [lonu nanueHToB ¢ NOATBEPKISHHONW MPOrpecCUpyroliell NHBAIUIM3alnen
obutH onpeneneHsl kak 0,128 B rpymnme npenapara, coaepxaiiero auMmerundymapat, 0,169 B rpymre
rane6o (oTHocUTENbHOE CHIKeHne pucka Ha 21 %, p = 0,25) u 0,156 B rpynme I'A. KonmuectBo
HOBBIX WJIM BIEPBBIC YBEIUYUBIINXCA T2-TUIIEPUHTEHCHUBHBIX OYaroB 3a JiBa Troja JIEYEHUS
cocTaBWiIO 5,7 B rpynne NanueHToB, MMONIy4YaBIINX AUMETUIpyMapar, 19,9 B rpynne noiaydyaBmimnx
wianedo (oTHocuTenbHOe cHikeHue Ha 71 %, p < 0,0001) u 9,6 B rpynne nomyuaBmux ['A, a
konnyectBo Gd+-ouaroB, coorBerctBeHHO, 0,5, 2,0 (OTHOCHTEIBHOE CHIIKCHHE PHCKOB 74 %,
p <0,0001)u 0,7.

Knunuueckas 347d)€Kmu6HOCI’I’lb ¥y nayuenmoe C BbICOKOU AKMUBHOCMBIO 3A00/1€8AHUS

B moxarpynme manmyeHTOB ¢ BBICOKOW aKTUBHOCTBIO 3a0o0jieBaHUS Obula MPOJEMOHCTPHUPOBaHA
crabmipHas KIMHUYECKas A(PQGEKTUBHOCTh Tperapara, COAep)Kallero IuMeTuiadymapar, B
OTHOILICHUM CHUXXEHHUS KOJMYECTBA PELUAMBOB 3a00JieBaHMs, TOTJa Kak BIMSHUE Ha MEPUOJ
BPEMEHHU JI0 HACTYIUICHHUS TPEXMECSYHOTO YCTOHUMBOTO MPOTPECCHPOBAHNS WHBAIUIM3AINN YETKO
HE YCTaHOBJICHO.

€T

Jumetmiidymapar u3ydaiucss B MPOCHEKTUBHOM, OTKPBITOM, HEKOHTPOJIUPYEMOM HCCIEI0BAaHUM Y
22 nereii B BO3pacte OT 13 mo 17 mer (4 mammeHta B Bo3pacte 14 7er w  miagme) ¢
PEeLUIUBUPYIOIUM-PEMUTTUPYIOIIUM PACCESTHHBIM CKiiepo3oM. [laueHTsl monyyanu mpenapar,
cozepkaiuii auMeruiagpymapar, no 120 mr 2 pasa B CyTKH B TeueHue 7 Hel, 3ateM o 240 mr 2 paza
B CyTKM B TeueHue 24 Henenb. CpeaHee YMCIO HOBBIX WM BIIEPBbIE YyBeIWUYHMBaromumxcs T12-
THIIEPUHTEHCUBHBIX OYaroB M3MEHWIOCH C 2 B 8-HEAENbHBIN MEpHUOJ OIECHKH /0 JedeHus 1o 0 B
nocjeHue 8 HesleNb Iepro/a JedeHus (MeinaHHoe n3MeHeHue -2, N = 16). [IpuaumMas Bo BHUMaHMe
OTrpaHMYEHUS TU3aiiHa Hccie0BaHus (HEKOHTPOIUPYEMOe, CpaBHEHHUE JI0 U [10CJIE IPUHATHUS 103bI),
3TH JJAaHHBIE CJIEyeT pacCMaTPUBATh C OCTOPOKHOCTHIO.

5.2. ®dapmakokMHeTHYeCKHE CBOIiCTBA

®apMaKOKMHETHKY TUMETHII(yMapaTa u3ydait y MalueHTOB C pacCeSHHBIM CKIIEPO30M U 370POBBIX
n00poBoJbLEeB. JuMeTmiihymapar mnocie npueMa BHyTpb IOABEPraeTcst ObICTPOMY IPECUCTEMHOMY
THJIPOJIM3Y MO IEHCTBHEM 3CTepa3 U NpeBpalaeTcs B OCHOBHOW MeTabO0IuT, MOHOMETHII(yMapar,
KOTOpBIH Takxke 001a1aeT papMaKkoIOrHueckoi akTUBHOCTBIO. B cBsi3u ¢ Tem, uto numeTmiidymapar
HE ompeneNsiercss B IUla3Me KpOBH IOCJE MpueMa MpenapaTa, COAEpIKallero IuMeTHiadymapar,
BHYTpb, BCe (PapMaKOKMHETHYECKHE MapaMeTphl ONPEAeNstoTcs IJi1 €ro aKTUBHOTO MeTaboiuTa,
MOHOMeTWI(ymapaTa.

AOGcopOrus

Bpemst nocTmkeHnss MaKCUMaIbHOW KOHIIEHTpauu MoHoMeTHapymapara (Tmax) cocTaBisieT ot 2 10
2,5 yacoB. Tak Kak KHIIEYHOPACTBOPUMBIE Karcybl npenapata Jumerungpymapar Kanon, cogepxar
15
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CMEPTHOMY

mocJjie 3BaKyallly U3 Jkenynka (00bruHOo, MeHee yeM uepe3 1 gac). [locie mpuema npemnapara B 103€
240 mr 2 pa3a B CyTKH BO BpeMs IpHeMa IHIIY Y MMalMEHTOB C PACCESHHBIM CKJIEPO30M MeauaHa
MakcuManbHOU KoHIEeHTpamuu (Cmax) cocTaBiser 1,72 mr/m, a oOmiasi 3KCIO3UIHS, TUIOIIAb O/
KpuBOi «koHIeHTpanusa-Bpems», (AUC) — 8,02 yac*mr/n. B menom, Cmax 1 AUC moBbIIIarOTCH,
IIPUMEPHO, NPONOPLUUOHAIBHO MPUHATOM J03€ B JMana3oHe M3ydeHHbIX 103 (oT 120 mo 360 mr).
[Tpuem nammeHTamMu ¢ paccessHHBIM CKJIEPO30M JABYX 1103 Iipenapata 240 Mr ¢ uHTepBaiom 4 yaca B
paMKax Tpexpa3oBOro MpHeMa IpenapaTa B CyTKH CONPOBOXKIACTCS MUHHMAJIBHON KyMYJSIHEH
MOHOMeTWI(yMapaTa B KPOBH M HE OKa3bIBacT BIIMSHUE Ha MPOQMIb 0E30MAaCHOCTH Iperapara
(yBennueHue meauanbl Cmax cocTaBisieT 12 % 1o cpaBHEHHUIO ¢ IPUEMOM IIpernapara 2 pas3a B CyTKU
(1,72 mr/n u 1,93 Mr/i, COOTBETCTBEHHO, TP JABYX- H TPEXKPATHOM IIPHEME).

[TpumeHneHne mpenapara BO BpeMsi IpueMa MU HE BIUSICT Ha KOHIICHTPAIMIO JUMeTHI(hymapaTa
B KpoBU. TeM He MeHee, MpreM Mpenapara BO BpeMs €/1bl MOKET YIYUIIUTh IEPEHOCUMOCTb JICUEHUs
C y4E€TOM BO3MOXXHOCTH Pa3BUTHS TaKUX HEKEJIATEIbHBIX SIBIICHUU, KaK «IIPUIUBBD» KPOBH WIIU
Hapymenus co ctoponsl JKKT (cm. paznen 4.8).

Pacopenenenne

Kaxymmiics o0beM pacmpeneneHus mocje npuemMa JuMeTHiIdymapara BHYTpb B no3e 240 mr
Bappupyetrcst ot 601 mo 90 ;. Csi3piBaHMe MOHOMeETWI(pyMmMapaTa ¢ OeTKaMu IUIa3Mbl KPOBHU
yejoBeKa Haxoaures B nuanasone 27-40 %.

Buorpancdhopmarms

VY uenoBeka MeTab0OIM3M JUMETHI(PyMapaTa B 3HAUUTEIBHON Mepe MPOUCXOJUT MO BO3IEHCTBUEM
screpaz JKKT, kpoBu u Tkanei opranusma; menee 0,1 % numerwindymapara BBIBOIUTCS B
HEM3MEHEHHOM BHJIE ¢ MOYOW. 3aTeM MeTabosn3M JuMeTuI(ymapaTa MpoAoKaeTcs ¢ ydyacTueM
LMKJIa TPUKApOOHOBBIX KHUCIOT O€3 BOBJIEYEHHUS M30pEpPMEHTOB cucTteMbl nuToxpoma P450. Ilpu
OJTHOKpaTHOM IipuemMe 240 Mr, Me4eHHOIr0 H30TONOM JUMeTHI(ymMapaTa IioKo3a Obljia orpeieneHa
B IJJa3M€ KPOBH Y€JIOBEKa B KayeCTBE OCHOBHOIO MerabonuTa. [[pyruMu, LHHUpKYJIHPYIOIIMMHU B
KPOBM MeTa0OJIMTaMU, SABJSIOTCS (yMapoBas KUCIOTa, JUMOHHAsE KUCIOTa U MOHOMETHIIhymapar.
[Tocnenyromuii MmeTabonn3M pymMapoBoil KUCIOTHI, MPOMCXOAUT C YHaCTUEM IIHKJIa TPUKAPOOHOBBIX
KHCIIOT, a BelaesnieHne CO2 ¢ IbIXaHNEM SIBIISIETCSI OCHOBHBIM ITyTEM BBIBEICHHUS.

OnUMUHALNS

Beinbixanne CO2 sBIs€TCS OCHOBHBIM IIyTEM BBbIBEIEHHUS JIuUMeTHIdyMmMapara; C JIbIXaHHEM
BbIBOAUTCS TpuMepHo 60 % mnpuHsATOW 103l Ipenapara. BruiBeeHue mnpenapara HOYKaMu U
KHUIIEYHUKOM SIBJISIIOTCSI BTOPUYHBIMHM MYTSMH 3JIMMUHAIMU, M cocTaBisioT 15,5% u 0,9 %
BBEJICHHOM JT03BI TIpenapaTa, COOTBETCTBEHHO.

ITepuon monysbiBenenus (T12) MoHOMeTuipymapaTa — KOpoTKuil (mpumepHo 1 gac), u uepes
24 yaca B KpOBM OOJIBIIMHCTBA TIAIIMEHTOB HE OOHapyxwBaeTcss MoHoMmeTwidymapar. [lpu
MHOT'OKPaTHOM MpueMe TuMeTuIpymapaTa B TepaneBTUYECKHUX J03aX HEe HAOMI0AaeTCsl KyMYJIALUN
HCXOJIHOTO IIpenapara Wil MOHOMEeTHII(hyMapara.

JInHelHOCTh (HENIUHENHOCTB)

Konuentpanus qumerundymapaTa yBeIUUUBAETCS TPUMEPHO MPOMOPLHOHAIBHO J103€ B AUAINa30He
ot 120 mr o 360 Mr, npuHUMaeMON KaK OJJHOKPAaTHO, TaK U MHOTOKPATHO.

(DaDMaKOKI/IHeTI/I‘IeCKaﬂ-d)aDMaKOJIHHaMquCKaSI 3aBUCUMOCTh

CornacHo pesynbratam aucrnepcuoHHoro ananmuza (ANOVA) macca Tena ManueHTOB SBISETCS
OCHOBHOM KOBapMaHTHOM 3KcNO3UIMH (Cmax M AUC) y DanMeHToB ¢ penuIUBUPYIOLIUM
PEMUTTHUPYIOIIUM PACCESTHHBIM CKiiepo3oM. OTHaKO OHa He BIUSET Ha napaMmeTpsl 3 ekTuBHOCTH
1 0€30MTaCHOCTH, OIICHUBAEMBIC B X0/1¢ KIIMHUYECKUX HCCIICTOBAHUI.
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COOTBETC TEn'ET SKCTNEPTHOMY OTYETY

(bapMaKOKMHETHKH JUMETHI(hymapara.

Oco0Oble T'PVYIIIBI ITAITWMEHTOB

Toueunas neoocmamoynocme

B cBsi31 ¢ TeM, UTO MOYKH ABIISIOTCS BTOPUYHBIM ITyTeM BbIBeieHUs AuMeTulihymapata (meHee 16 %
OT TPUHSATOHN N103BI Mpenapara), olleHKa mapamMeTpoB (GapMaKOKMHETUKH Y TAlMEHTOB C ITOYEYHOM
HEJO0CTaTOYHOCTHIO HE MTPOBOAMIIACK.

Ileuenounas nedocmamounocms

B cBa3u ¢ tem, uto aumeruiadymapaT U MOHOMETHI(pyMapar MOJBEPraioTcs MeTadolu3My ¢
yuacTueM (hepMEeHTOB MeYeHU, HO Oe3 BOBJICUEHUS CHCTeMbI uToXpoma P450, orienka mapamMeTpoB
(bapMaKOKMHETHKH Y AIIIEHTOB C MEYEHOYHOW HEJJ0OCTaTOYHOCTHIO HE MTPOBOAMIIACK.

ﬂut;a nooaicus1oco so3pacma

VY manueHToB B BO3pacTe 65 JIeT M cTaplie He NMPOBOAWIIOCH HCCIENOBAHUH (PapMaKOKHHETHKH
nperapara.

CTH

dapMakOKMHETHYECKHE TMapaMeTpbl nuMmerwipymapata B jo3e 240 Mmr 2 paza B CyTKM ObUH
HCCIIEIOBaHbl B HEOOJIBIIOM, OTKPBITOM, HEKOHTPOJIUPYEMOM HCCIIEI0OBAaHUN Y JETel B BO3PACTE OT
13100 17nmer (n=21) ¢ peUUAUBUPYIOIIUM-PEMUTTHPYIOUIMM PACCEIHHBIM  CKJIEPO30M.
@dapMaKOKMHETHYECKUE TIapaMeTpbl B O3TOW MOAPOCTKOBOM MOMYJISIIMM  COOTBETCTBOBAIM
napaMerpaM, paHee BBISIBJICHHBIM Y B3poCibiX NAUEHTOB (Cmax 2,00 = 1,29 mr/i; AUCo-124
3,62 = 1,16 u*mr/n, yto cootBeTcTBYeT cyrouHoit AUC 7,24 y*mr/n).

6. DPAPMALEBTUYECKHUE CBEAEHUS
6.1. IlepeueHb BCIIOMOraTe/IbHBIX BelleCTB

Jlumermindymapar Kagon, 120 mMr, Karcyisl KHIIEYHOPACTBOPUMEIE

Marnus creapar

Kpockapmemnnosa HaTpust (kapOOKCUMETHIIIIEIITION03a HATPHS)
MerakpuioBoii KUCIOTHI-3THIaKpuiaTa conoiumep [1:1] (Qyaparut L-30D55)
Hatpus naypuicynbdar

ITosBugon K-30

[Tonmucop6at 80

Caxapnsle cepsl, B TOM YHCIe: caxap, Kpaxmal KyKypy3Hbii, moBuaoH K-30
CumeTukoH

Tanpk

TpudTriuTpar

[enmrono3a Mukpokpuctainndeckas (tun 101)

Kancyna meepoas scenamunosasn Ne 2
Kopnyc:

Kematnu
Turana guokcun (E171)

KpouluiKa.

Kenarun
Turana quokcun (E171)

17



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 27.11.2025 Ne 29527

(NOCNENOBATENLHOCTL 0005)

Kpacurens 6prmuanToBsiil uepHsiii BN (E151)

Kpacurens narenroBbiit cunuit (E131)
Kpacurens xunonmHoBbIH sxenthiit (E104)

Jumermindymapar Kanon, 240 Mr, Kancyisl KHIIIEYHOPACTBOPHUMBIE

Maruus creapat

Kpockapmennosa Hatpust (kapOOKCUMETHIILEILTIOI03a HATPHS)
MeTakpuiioBoii KACIOThI-3THIIakpriiaTa comomumep [1:1] (Dyaparut L-30D55)
Hatpus naypuncynbdar

IMoBumon K-30

[Tommucop6at 80

Caxapusle cepsl, B TOM YUCIIe: caxap, KpaxMai KyKypy3Hbii, moBuaon K-30
CumeTnKoH

Tanbk

TpusTriuurpar

emnrono3a mukpokpuctaumyeckas (tum 101)

Kancyna meepoas srcenamunosasn Ne ()
KOpnyc:

Kemarun

Turana quokcun (E171)

Kpacutens unauroxapmus (E132)
Kpacurens xunonmHOBEIH sxenthiit (E104)

KpbliUKa:

Kenatun

Turana guoxcun (E171)

Kpacurens nnaurokapmus (E132)
Kpacurens xunonnoBebIi sxentoiit (E104)

6.2. HecoBMecTHMOCTH

Henpumennmo.

6.3. Cpok rogHoctu (CpoK XpaHeHHs1)

2 roza.

6.4. Oco0ble Mepbl NPeIOCTOPOKHOCTH PU XPAHEHUH
He xpanuTts npu Temmepatype Boie 25 °C.

6.5. XapakTep u coiep:KaHHe YIAKOBKH

[lo 7 wm 14 xamcyn B  KOHTYPHYHO  SYEHKOBYKO  YIIAKOBKY W3  IUICHKH
MOJMBUHMWIIXIIOPH I/ IOTMA TUIIEH/TIOTMBUHUIM ICHX IO DU (IIBX/TI9/MBAX) WIH
noymmBUHUIXIIOpU I/ TonuxopTpudtopaTiiieH (IIBX/TIXTDI) u ponsru amoMuHUEBON TTeYaTHOM
JIAKUPOBAHHOM.

[To 56 kancyn B 0aHKy MOJUMEPHYIO IS JIEKAPCTBEHHBIX CPEACTB W3 TIOJUATHUIICHA HHU3KOTO
JABJICHUS C KPBIIIKON HaTaruBaemMou u3 nonudtuieHa (25 % IMOHJ + 75 % IIDBJ/1) ¢ kouTposiem
MEepBOro  BCKPBITUS MJIM B OaHKy TMOJMMEpPHYIO [UId JIGKAPCTBEHHBIX CPEICTB W3
MoJIMATIIICHTEpedTamaTa ¢ KpPBIIIKOW HABHHYMBAEMOW W3 TOMUATHIICHA HHU3KOTO MJABJICHHS C
KOHTPOJIEM IEPBOT0 BCKPHITHUS WJIM MOJUIPONUIIEHA C 3aIIUTOM OT JAeTel («HaXaThb U TOBEPHYTHY).
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ITo 2, 4, 8 KOHTYpPHBIX STYEHKOBBIX YITAKOBOK MO 7 Ki

ymakoBkH 1o 14 kamcyn, wiu no 1 GaHke MOJMMEPHOW Ui JEKapCTBEHHBIX CPEACTB BMECTE C
JMCTKOM-BKJIaJIbIIIIEM IIOMEIIAIOT B MAYKY U3 KAPTOHA.

6.6. OcoOble Mepbl  MNPEIOCTOPOKHOCTH  NPH  YTHIM3AUMM  MCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 Npenapara Ui 0TX010B, MOJy4YeHHBIX MOCJe IPUMEeHeHHs JeKaAPCTBEHHOI0
npenapara, u Ipyrue MaHuIMyJsiliiU ¢ NPenapaTom

Bech ocraBmmiics JiekapCTBEHHBIM Mpenapar U OTXOJbl CIEAYET YHUUYTOXKUTH (YTUIM3UPOBAThH) B
COOTBETCTBHUHM C TpeOOBAaHUSMHU 3aKOHOJATEIbCTBA TOCYAAapCTB — 4WiIeHOB EBpasuiickoro
SKOHOMHUYECKOI'O COI03a.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHU A

Poccuiickast ®enepanus

3A0 «KanoHpapma MpoJaKIIH»

141100, MockoBckas 06u1., r.0. Ll{énkoBo, r. Ll{énkoBo, yu. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

Anpec aaekTponHo# mouTsl: safety@canonpharma.ru

7.1. [IpeacTaBuTeb AEpKATENs] PErHCTPALMOHHOIO Y10CTOBEPEHHS

[Iperens3un notpeduTesell HaNPaBIATh MO AAPECy:

Poccuiickas ®@enepanns

3A0 «KanoHdapma mpoJaKIIH

141100, MockoBckast 001., T.0. lIlénkoBo, 1. [ll€nkoBo, yu. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

+7 (800) 700-59-99 (6ecrnaTHast ropsiuast TuHES 24 vaca)

Anpec anexTpoHHO# ouThl: Safety@canonpharma.ru

8. HOMEP PETMCTPALIMOHHOTI'O YJIOCTOBEPEHUS
JITI-Ne(009029)-(PT-RU)

9. KATET'OPUSA OTITYCKA JIEKAPCTBEHHOI'O IIPEITAPATA
JlexapcTBEeHHBIN MTpenapaT OTHOCUTCS K KATETOPUH OTITYCKa IO PELENTY.

OO61as xapakTepUCTHKa JieKapcTBeHHOro npenapara umerundymapat KaHoH 10cTynHa B €AMHOM
peecTpe 3aperucTpupOBaHHBIX JIEKAPCTBEHHBIX CPeICTB EBpa3niickoro 3KOHOMHUYECKOI0 COI03a U Ha
ouIMaTEHOM canTe YIOJIJHOMOYEHHOTO oprasa (axcrepTHOM OpraHHu3aIiH)
https://lk.regmed.ru/Register/EAEU_SmPC.
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