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NMHCTPYKLMA
1O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

T'UJIEHUA®

PEruCTPAIIMOHHBIN HOMEP: JICP-008272/10

TOPIrOBOE HAMMEHOBAHHE: ['nnenna®

MEXIYHAPOJHOE HEHATEHTOBAHHOE HAUMEHOBAHUE (MHH): dunromumon
JIEKAPCTBEHHASI ®OPMA: KariCyJibl

CoCTAB

1 kancyJia coaepKuT:

Oeticmsyrowee geujecmso — punronumosa ruapoxiopun 0,560 Mr, cooTBeTcTBYeT pUHrOIMMOIa
ocHoBauwmio 0,500 mr;

8CnOMO2amenbHble ewecnea — MAaHHUTOJ, MarHUsI CTeapar;

00010YKa Kancyivl — KpacuTenb kenesza okeu xxentoii (C.1. 77492, E172), tTurana quokceun (C.1.
77891, E171), xenatun, neyaTHble uepHuiIa 4yepHblie: memtak (E904), stanon abcomroTHBIH,
u30mponaHoi, OyTaHON, MPONUJICHTIMKONb, BOJA  OYMIIEHHAs, pacTBOp aMMHUaKa
KOHILICHTPUPOBAHHBIN, Kallsl THAPOKCU, KpacuTelb xene3a okcua depusid (C.1. 77499, E172);
nevyaTHele yepHmiIa xentele: memiak (E904), stanon aOCONIOTHBIN, HU30MpONaHo, OyTaHOM,
MPOMUJICHIJIMKOJb, PACTBOP aMMHaKa KOHLIEHTPUPOBAHHBIN, KPACUTENb Kelle3a OKCUJ| HKEeNThIN
(C.1. 77492, E172), Tutana quokcun (C.1. 77891, E171), numeTHKoH.

ONUCAHUE:

TBepabic KenaTHHOBBIC Karcyinbl Ne 3 ¢ OClIbIM HEMpO3payHbIM KOPITYCOM H SPKO-KEITON
HEMPO3PAYHON KPBIIIEYKOW, C HarleyaTaHHbIM YepHbIMU yepHuiaMu “FTY 0.5 mg” Ha kpblilieuke
U IByMs paJidaibHBIMU NOJIOCAMHU, HalleYaTaHHBIMU Ha KOPITYCE JKEITHIMHU YEePHIIIAMHU.
Cogepx’uMoe Karcy - OT 6e70ro 10 MOYTH OEJIOTo BETa MOPOIIIOK.
DAPMAKOTEPANIEBTUYECKASL TPYIIIIA: WMMYHOJCTPECCUBHOE cpeacTtBo. CpencTBo s
JICUEHUS] PACCESHHOTO CKJIEpO3a.

Koag ATX: LO4AA27

DAPMAKOJOIMYECKUE CBOMCTBA

Mexanusm deiicmeus

OUHrOIMMO MOAYJIHUPYET penenTopsbl chuHrosut-1-docdara (S1P-peuentopos). PUHroaMMOA
MeTa0oIM3UpyeTcss CHUHTO3MHKMHA30M A0 aKTUBHOro Mmetabonuta (uuromumondocdara. B

HAaHOMOJISIPHBIX KOHLEHTpanmsx ¢uHromumozadochar cpsspiBaetcs ¢ S1P-perenropamu Ha
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MOBEPXHOCTH JTUM(POLUTOB, OBICTPO MPOHUKAET B LIEHTPaIbHYI0 HEpBHYIO cucteMy (LIHC) uepes
remMatosHIeparTnIeckuil 6apbep u cBs3bIBaeTcs ¢ S1P-perenTopamMu Ha MOBEPXHOCTH HEWPOHOB.
Ces3piBasich ¢ S1P-penenropamu mumdonutos, ¢unromumoadocdar OJIOKUPYET CIIOCOOHOCTH
AUMQOLIUTOB TMOKUAATh JUM(AaTUYecKue y3ibl, YTO MPHUBOJUT K TepepacnpeneieHUuto
AUM(OIMTOB B OpraHuM3Me, HpPU ATOM HE INPOUCXOAUT YMEHBIICHHS OOIIEro KOJIMYEeCTBA
mampornmroB. TlepepacnpeneneHie TUMQPOIUTOB MPUBOAUT K YMEHBIIECHUIO JTUM(OIMTAPHOMI
uapuneTparuun [[HC, B ToM wumcie BocmaiMTeNbHBIMH KieTkamMu Thl7, yMeHBIICHHIO
BBIPQKEHHOCTHU BOCTIAJICHUS M CTENIEHU MOBPEXKICHUSI HEPBHON TKAHHU.

HccnenoBanus Ha )KUBOTHBIX U SKCIIEPUMEHTHI i Vitro TIOKa3bIBaIOT, YTO 3()(HeKThl PUHroIUMOIa
TaKXKe MOTYT OBITb OOYCIIOBJIIEHBI €ro B3amMojaeicTBHeM ¢ S1P-pernentopamu Ha HEPBHBIX
KJIETKaX.

Dapmakoounamuxa

B teuenue 4-6 yacoB mocie nepBoro npuema npemnapara B 103e 0,5 Mr KOJIM4ecTBO JUM(POLUTOB
B KpOBU CHWXaeTcsl NpuOnu3uTenpsHo a0 75% or ucxogHoro 3HaueHus. [lpu mmrenbHOM
€XKeIHEeBHOM IPUMEHEHUH IpernapaTa KOJUYECTBO JIMM(OIUTOB MPOJOJIKAET CHUXKATHCI B
TE4YEeHHE 2-X HelleJb, JOCTUTasi MUHUMAaILHOTO Toka3aTesst S00 KJIeTOK/MKII WK TPUOIU3UTETHHO
30% ot ucxonHoro 3HaueHusd. Y 18% manmeHTOB OTMEYanoch MO KpailHEW Mepe OJHOKpaTHOE
CHWKEHHE KonmdecTBa uMdoruTos HIke 200 kireTok/MKI. [Ipu perynsspHOM npreMe rnpenapara
CHIDKEHHOE KOJIMYECTBO JIMMQPOLUUTOB COXpaHsAIoch. bompmmucTBO T- M B-mumdonuTos
NEPUOANYECKU MTPOXOTUT uepe3 JIUM(OUIHbIE OPTaHbl, © UMEHHO 3TH KJIETKH SIBJISIOTCS T1aBHOU
MUIIEHbIO 715 AericTBus (uHronumona. Onunako okoio 15-20% T-mumbonuToB, SBISIOMIMXCS
3 PEKTOPHBIMH KJIETKAMH MaMSITH U UTPAIOLINX BaXKHYIO POJIb B NepupepruueckoM UMMYHHOM
KOHTpOJIE, HE MPOXOAAT uepe3 JIUM(OUAHBIE OpraHbl U HE IOJBEPKEHBI BO3JIEHCTBUIO
¢unronumoza. B TeueHrne HECKONbKUX JHEH MOcie MpeKpalleHusl IpueMa npenapara B KpoBU
OTMEUaeTCsl TOBBIIICHHE KoludecTBa NuMGoruToB. HopMmanuzanus komudecTBa TUMGOIMTOB
IPOMCXOIUT uepe3 1-2 mecsua nmociie npexpamieHus geueHus. [IocTosHHbIN MpreM pUHrOIMMOo/1a
MPUBOIUT K HEOOJBIIIOMY CHIDKCHHIO KOJMYECTBA HEUTPOPIIIOB, MpuOIm3uTensHo 10 80% ot
UCXOIHOI0 Moka3arenis. MOHOLUUTHI He TOJIBEP>KEHbI BO3AEUCTBUIO (PUHTOIMMO/IA.

B nauane neueHus mpemapaToM B PEKOMEHIYyEMOMW 03¢ OTMEYAeTCsl TPAH3UTOPHOE CHU)KEHHE
UCC (4acToThl CepACUHbIX COKpAIICHHI) U 3aMeAJIEHUE aTPUOBEHTPUKYIISPHON TPOBOUMOCTH.
[Ipn sTom makcumanbHoe cHmwkeHue YCC naOmromaercss B TeueHHe 6 yacoB Iocje IMpHeMa
npenapata, a 70% OTpHULIATEIBLHOTO XPOHOTPOMHOTO 3¢ deKTa JOoCTUTaeTcs B TMEPBbI JIeHb
npumenenus. YCC Bo3Bpalanack K UCXOJHOW B TeueHHe | Mecsla peryisipHOro NpuMEHEHHUs
npemnapara.

Camxenne YCC, BbI3BaHHOE (DUHTOJIMMOJIOM, MOKET OBITh KYITHPOBAHO TPUMEHEHHEM aTPOITIHA
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WM n3onpeHanuHa. [lokasaHo, 4To canbMeTepoJl, IPUMEHSAEMBI HHTATSALMOHHBIM IIyTEM, TAK)KE
BBI3BIBACT YMEPEHHBIH ITOJIOKUTEIBHBIA XPOHOTPOITHBIN 3P QEKT.

B nHauane npumeHeHus GUHroaMMoJga OTMEYAeTCs YBEIMUYEHHE 4YHclIa IpeICepaHbIX
9KCTPACUCTOJI, HE COINPOBOXKAAIONIEECS YBEIUYEHUEM YacTOThl (HUOPMIIIALMH/TpETeTaHUus
npecepanid, )KelyTI0YKOBOH apuTMHel UiaH dkTonueld. He otMeueHo BiusHUS (PUHTOTMMO/IA HA
YMEHBILIEHUE CEPJICYHOT0 BBIOpOCa.

ABTOHOMHBIE (YHKIIUH CEPALA, B TOM YHCIIe IupKaauanHas BapuadenbHocTh UCC u peaknus Ha
(bu3nUecKyro Harpy3Ky, He U3MEHSAIOTCS O BIUSHUEM (PUHTOIUMOJA.

OmHOKpaTHOE U MHOTOKPAaTHOE MpUMeHeHue (puHronmmosa B 1o3ax 0,5 mr wnu 1,25 mMr B TeueHue
JIBYX HEJENb HE AacCOLUUHUPOBAIOCH C ONPEIEISIEMbIM YBEIMYEHUEM COINPOTUBISAEMOCTH
JbIXaTeNbHbIX MyTel no 3HaueHnio ODPB) (06beM (hopcrpOBaHHOTO BBII0XA 32 MEPBYIO CEKYHTY )
U cpenHeil oOBeMHON cKopocTH BbIOXa Ha ypoBHe 25-75% ot ®XEJI (dhopcupoBannas
KU3HEHHAas eMKOCThb Jierkux). OrTMeyanoch, OJHAKO, [J0303aBUCUMOE  YBEIUYECHUE
COIPOTHUBIIIEMOCTH JbIXaTEIbHBIX IyTEH MPU OAHOKPATHOM INPUMEHEHUHU (PUHTOJIMMOJA B J103€
>5 Mr, IpeBBIIIANIICH peKoMeH10BaHHYI0 B 10 pa3. MHOTOKpaTHOE MpUMEHEHHE (PUHTOIUMOIA
B no3zax 0,5 mr, 1,25 Mr ummm 5 Mr He accouuupyeTcsi ¢ YMEHBIIEHHEM OKCHUICHAllWH,
YMEHBIUICHHEM caTypalMd KUCJIOpoJa Tpu (PHU3MUECKOW Harpyske WIM YyBEITHYEHUEM
PEaKTHBHOCTH JIBIXATEIBHBIX IyTeH K METaxoJUHy. Y MAIMEeHTOB, IMOJyYaBIINX (DUHTOIUMOJ,
OTMEYaJICsl HOpMaJbHbI OPOHXONMISATALIMOHHBIA OTBET HA MPUMEHEHHE WHTASLMOHHBIX OeTa-
arOHHUCTOB.

[Tpu npyMeHeHNH Y MalMeHTOB ¢ PEMUTTHPYIOIUM paccesHHbIM ckiepo3oM (PPC, cpennuii 6amn
no mkane uaBanugHoctd EDSS 2,0) ¢dunronumon B 1o3e 0,5 Mr cHIKal 4acTOTy KIMHHUYECKUX
oboctpenuit 6one3nu Ha 54%. [Ipu npueme npenapara y 70% nanueHTOB OTMEYAIaCh CTAOMIIbHAS
pemuccusi B TedeHue 2-x jeT (mo cpaBHeHuto ¢ 45,6% B rpymmne miane6o). OUHToIUMOA
JIOCTOBEPHO CHMXKAJl PHUCK IPOrpecCUpoBaHusl HeTpyaocnocoOHocTH. Ilpu mnpumeHneHuu
IpenapaTta JI0CTOBEPHO YBEIMUYMBAJIOCH BPEMs 10 HACTYIUIEHUS 3-MECSUHOTO M 6-MECSYHOIO
nepuosia TOATBEPKIEHHOTO MPOTPECCUPOBAHUS HETPYIOCIOCOOHOCTH (OLIEHMBAEMOTO Kak
MOBBINICHUE OIeHKH 1o mKkase EDSS oT McxXomHBIX MoKa3aTeseil) 1Mo CpaBHEHHIO C Iiarebo.
Pe3ynbraTsl MarHuTHO-pe3oHaHcHOM Tomorpadguu (MPT) ronosaoro mo3ra nauuentos ¢ PPC Ha
¢done neueHHss GUHTOIMMOAOM MOATBEPKAAIOT 3HAYUTEIBHOE CHIKEHHE aKTMBHOCTH TEUECHUS
3a0osieBaHNs (MHTEHCUBHOCTH BocmnanuTenbHoro mporecca B LIHC, pazmepoB m konmdecTa
OYaroB JIEMUETNHHU3ALNN).

Dapmakokunemuxa

JlanHbple IO (apMaKOKMHETUKE (PUHIOJIMMOAA ObUIM TOJIyYEHBI Y 3A0POBBIX JOOPOBOJIBIIEB, Y

PELUIIMEHTOB OYKU U y MALMEHTOB ¢ paccesHHbIM ckiepo3oM (PC).
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DapMaKoJIOTHUECKU aKTUBHBIM METa00JIMTOM sBJIsIeTCsl GUHrOTUMOzA(ochaT.

Bcacvieanue

[Ipu mpueme BHYTpb BcackiBaeTcs >85% 1no3bl. BcackiBanue (UHroIMMona MPOUCXOAUT
MEJICHHO (BpeMs JOCTH)KEHHSI MAKCUMaJIbHOM KOHIIEHTPALUH B I1a3Me KPOBH, tmax, 12-16 u).
Kaxymasics abcomntoTHasi OM010CTyITHOCTD Ipu  IpueMe BHYTpb  cocTaBiusieT  93%.
PaBHOBecHast KOHIICHTpANUs B TIa3Me KPOBU JTOCTUTAETCS B T€UEHHUE 1-2 MeCAIEB PETyIsIpHOTO
npuema npemnaparta (1 pa3 B cytku). PaBHOBeCHast KOHIICHTpanus (PUHTOIMMO/1a TPUOIU3UTEIIBHO
B 10 pa3 BbIlIe, YeM ero KOHIEHTpalus Mocje EPBOro npuema.

[IpueM numuM He BIUSET HA MAaKCUMAIbHYIO0 KOHIEHTPAUUIO (Cmax) niu sxcnosuiuio (AUC —
wiomaab 1mox (HhapMakKOKWHETHYECKOW KPHUBOW «KOHIEHTpamus-BpeMs») (uHromumona. Cmax
¢unronumon-docdara HezHauntenbHo cHmXKanach (Ha 34%), a AUC ne mensnace. [lo atoit
npu4YrHE GUHTOIUMOJ] MOXKHO ITPUMEHATh BHE 3aBUCUMOCTH OT BPEMEHHU IpreMa MUIIIH.
Pacnpeoenenue

OUHTOIMMO/T 3HAUUTENIFHO pacrpeaensercs B spuTponntax (ppaxmus GpuHrommmMoaa B KIIeTKax
kpoBH 86%). @unronmumonadocdar nMeeT MEHBIIYI0 CIIOCOOHOCTh MPOHHUKATh B KIETKH KPOBU
(ppakus B kierkax kpoBu <17%). @unroaumon u ¢uHroaumozadochaT B BHICOKOH CTENEHU
CBSI3BIBAIOTCS C OENIKaMH IJ1a3Mbl KpOoBH (>99%).

OUHTOIMMOA B 3HAYMTEIFHOW CTETIEHH pACIpeneNsieTcss B TKaHAX oOpranm3Ma (00beM
pacnpenenenusi okoiao 1200£260 m). OUHroIMMOA MPOHUKAET B T'OJOBHOW MO3T, YTO OBLIO
MOKA3aHO B KIMHUYECKOM HCCJIECIOBAHWU Y 3[0POBBIX HOOpOBOJbBIEB. B mccmemoBannu y 13
nobpososbiieB ¢ PC, momyuaBmux ¢uaroauMoa B no3ze 0,5 Mr B paBHOBECHOM COCTOSIHHH,
KonuecTBO (uHroanmosa (wim punronumozadocdara) B ceMeHHOM xuakocTs 66010 B 10000 pas
MeHbliIe puHATOM 10361 (0,5 MT).

Memabonusm

Y uyenoBeka OuoTpancopmanmsi (GUHTOIMMOAA TPOUCXOJUT B PE3yJbTaTe OOPATHMOTO
CTEpPEOCeIEKTUBHOTO (pochopmiinpoBaHus 10 (HapMaKoJIOTHYECKH aKTUBHOTO (S)-3HaHTHOMEpa
¢unromumozdochaTa M 3a CYET OKHUCIUTEIbHON OHOTpaHchOpMaluu, TJIaBHBIM 00pa3oM
uzopepmerrom CYP4F2 u, Bo3moxHo, apyrumu uszopepmenramu CYP4F, ¢ mocnemyromeit
Jerpajalyeldl aHajJOrMYHO JKUPHBIM KHCJIOTaM JO HEaKTUBHOIO MeTaboluTa U IyTeM
(dopmupoBaHus (papMaKOIOrHUECKH HEAKTUBHBIX HETIOJIIPHBIX aHAJIOTI0B (PUHTOIMMOILIEpaMUA.
OcHOBHO (hepMEeHT, OTBEYAIOIINH 32 MeTab0IN3M (PUHTOJIMMO/Ia, YACTUYHO UICHTU(UIIUPOBAH:
310 MoxkeT ObITh CYP4F2 mm CYP3A4. [locie 0HOKpaTHOTO IpueMa BHYTPb B TJIa3Me KPOBH
OTpeAeNsauch (B TeueHUue MPUOIU3UTENbHO 1 Mecsia) Hem3aMeHeHHbIH ¢uHronumos (23,3%),
¢unromumondocdar (10,3%), HeakTuBHBIE MeTabonuThl (M3 — KHCHBIH KapOOKCHIBHBIN

meTtabonurt (8,3%), KoHbIOTaThl MeTaboIUTOB ¢ epamuaoM M29 (8,9%) u M30 (7,3%)).
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Buvigeoenue

[TnazmenHsbiit KupeHc Guaronumona 6,3+2.3 n/4, cpeqHUN KaxKyIIHiics IEpUo MOTyBbIBEICHUS
(t12) cocraBnsier 69 nuei. CHIKEHUE KOHIIGHTpanwii puHronuMoaa u puHronumoadocdara B
IUTa3Me KPOBU B TEPMHUHAJIBHON CTAIMH MPOUCXOIUT MapauIeIbHO, YTO TPUBOIUT K CXOTHOMY
NEepUOAY MOTYBBIBEICHUS.

[Tocne mpuema BHYTPB 0K0JI0 81% 103bI BEIBOJUTCS MOYKAMU B BUJI€ HEAKTUBHBIX META0OIUTOB.
Heusmenennsie ¢uHronumos u ¢GuHroauMoadochaT He BBIBOJAATCS MOYKAMHU, HO SIBISIIOTCA
OCHOBHBIMH COEMHEHMUSIMU B Kajie (KOJM4eCTBO Kaxkaoro <2,5% ot no3sl). B Teuenue 1 mecsua
BBIBOJIUTCS OKOJI0 89% 1103l Npemnapara.

Jlunetinocms

Konnenrpauuu ¢punronumona u GuHroaumoadocdaTa yBeIuIHuBarOTCs MPOMOPILIHOHAIBEHO J103€
nociyie MHOrokpatHoro npumenenus 0,5 mr unu 1,25 mr 1 pas B cyTku.

Y manmueHToB JETCKOro Bo3pacTa KoHIEHTpauus ¢uHromuMmoadocdara yBeIUUUBACTCS
MPOMOPIMOHANIEHO J103€ MOCce MHOTOKpaTHOro npuMmenenus 0,25 mr wnu 0,5 mr 1 pa3 B CyTKH.
DapmaKoKuHemuKka 8 OmoenbHbIX CyUaAsX

Hapywenue ¢pynkyuu novex

Hapymenune ¢yHkumu moyek (OT JIETKOM O TSIKENOM CTENEHH) HE OKas3bIBAaeT BIIMSHUA Ha
dapmakoknHeTUKy (huHroIMMoa 1 GpuHronumoadocdara.

Hapywenue ¢pynkyuu nevenu

OpHOKpaTHOE MpUMEHEHHe (PUHTOIMMO/Aa B 03¢ | MI MM 5 MT' y HAalMEeHTOB C HapyIIEHHUEM
GyHKIMM TICYCHH JIETKOH, CpeHe u Tshkenoi crenenei (kmace A, B u C nmo knaccuduxanuu
Yaiina-Ilet0) npuBoaut k mnoBbimieHuto AUC ¢unaronumona nHa 12%, 44% u 103%
COOTBETCTBEHHO, IPU 3TOM BIUSHHUSA HA Cmax HE OTMEUEHO. Y MAIIMEHTOB C HApYLICHUEM (DYHKIHH
neueHu Tsokenoi crerenu (knace C mo kinaccudukanuu Yaia-I1610) Cmax puaTOIIIMOA(OCDAaTA
cHmxanace Ha 22%, npu 3toM 3HaueHne AUC CylecTBEHHO HE M3MEHSJIOCh. Y MAIlMeHTOB C
HapynieHneM (YHKIMM TI€YeHM JIETKOM ©  cpelHed  cTemeHed  (apMaKkOKHWHETHKA
¢unromumoadocaTa He OLEHUBANIACH.

VY manueHToB ¢ HapymieHHeM (QYHKIWW TI€YSHH JIETKOW CTENEHH IEPUOJ TOTYBBIBEICHHS
0CTaeTCsl HCU3MEHHBIM, C HApYIIEHUEM CPEHEH U TAXKEION CTEeNEeH! — YBEJINUHUBAETCS MPUMEPHO
Ha 50%.

QOUHTOIMMO/ HE CIIeAYEeT NPUMEHSATH Y MalMEHTOB C TSHKEIBIMU HApYIIEHUSAMH (DYHKIIUY TIEYSHH
(kmacc C mo wiaccupukanmu Yainna-ITero) (cm. pazgen 4.3). YV ManuMeHTOB ¢ JICTKUMH W
YMEPEHHBIMH HapyLIEHUSAMHU (YHKIHMH MEeYeHH (PUHTOIUMOJ CIEIyeT HAUMHATH MPUMEHSTH C
OCTOPOKHOCTBIO.

Tayuenmvr maaowe 18 nem
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PaBHOBecHas kKoHLeHTpalws puHromumondocdara cxoxa y B3pocibixX U neteit crapiie 10 ner.
be3zonacHocTh 1 3((EeKTUBHOCTh PpUMEHEHHs (PUHTONMMO/A y TanueHToB Mianmie 10 jer He
U3y4eHa.

Tooscunvle nayuenmul

Knunnueckuii onmelT npuMeHeHUs (UHroJMMOJa y TMalMeHTOB B BO3pacTe crapmie 65 jer
OrpaHW4YeH. Y TAIMEeHTOB B BO3pacTe 65 JleT W cTapiie (PUHTOIMMOJ CIEAyeT NMPUMEHATH C
OCTOPOXKHOCTBIO.

Ilon u smuuveckas NPUHAONEHCHOCD

[lon u »THHMYecKass NPUHAAICIKHOCTH HE OKAa3bIBAIOT KIMHUYECKH 3HAYMMOTO BIIMSHUS Ha

dapmMakokUHETHKY (puHTOIUMOIA U prHTOIMMOI(OoCchaTa.

IIOKA3AHUA K IPUMEHEHHAIO
Pemuttupyroumii paccesHuslii ckiepo3 (PPC) — y B3pocnbix u gereir crapume 10 ner ans
YMEHBUIEHUs  4YacTOThl  KJIMHUYECKUX  OOOCTpeHUHl  0OJe3HM M CHIDKEHHMs  pHUCKa

pOrpecCUpoBaHMsI HETPYIOCTIOCOOHOCTH.

ITPOTUBOMOKA3AHUSA

- BrIsBIeHHBI UMMYHOAE(PHUITUTHBIN CHHAPOM.

- TloBblmIEHHBI  pUCK  ONMNOPTYHUCTHYECKHMX  HMH(DEKHWii, B TOM  4YHclIe Y
UMMYHOKOMITPOMETUPOBAHHBIX MAIUCHTOB (B TOM quclie MOJTyYarOIINX
MMMYHOCYTIPECCUBHYIO TEPANHIO B HACTOSAIIEE BPEMS UIIM UMMYHOKOMITPOMETHPOBAHHBIX
3a CYeT MpEeALIECTBYIOIIEH Teparun).

-  Tsxenas wnbekuus B akTUBHOW ¢aze, akTHBHAs XpoHHYecKas WH(peKuus (TemnaTur,
TyOepKyIes).

- BrBieHHBIC 3710KaYeCTBEHHBIE HOBOOOPA30BaHMS B aKTUBHOH (ase.

- Hapymenue ¢pynkuum nedeHu Tspkesoi crenenu (kmace C no knaccudukanuu Yanna-I1s10).

- Hudapkr mmokapna, HecTaOuiIbHas CTEHOKApIUs, WHCYJIHT/TPAH3UTOPHAS WIIEMHYECKas
ataka (THUA), nexomMmneHcWpoBaHHas cepAcdYHas HEIOCTAaTOYHOCTh  (TpeOyrormas
rocrnuranusanum), cepaeutas HepoctatogHocTs [II-IV knacca mo NYHA (New York Heart
Association) 3a mociaegHue 6 MeCSIICB.

- Tsxenas cepaeunas apuTMusi, TpeOyroas aHTHAPUTMUUECKYIO TEpanuio npenaparamu la
nnu III knacca.

- ATpuoOBeHTpHKYJspHas Onokana tunma Moout Il 2 cremeHu, aTpUOBEHTPUKYISApHAS
Omokaga 3 CTeMeHH, CHHIPOM CJIa0OCTH CHHYCOBOTO Yy3Jla — TMPH OTCYTCTBUU
KapAHUOCTUMYIISITOPA.

- Hcxonnbrit uatepsan QTc >500 mc.

6/31



NPI v8 approved on 17/12-2024
Based on CDS v4.2 09-Dec-2020 (2020-PSB/GLC-1167-s)

- T'umepuyBCcTBUTENBHOCTH K (PMHTOTUMOY WM JIFOOOMY IPYroMy KOMIIOHEHTY Iperapara.
- bepeMeHHOCTh M NEPUOJ TPYAHOTO BCKAPMIIUBAHHS.

D¢ beKTUBHOCTH U 6€30MaCHOCTh TPUMEHEHU GUHTOIMMOA Y eTe 10 10 JeT He yCTaHOBIIEHBI.

MEPBI IPEJOCTOPOKHOCTH NP IPUMEHEHUH

bpaouapummus

B Hauane npumeHeHus: GUHroIMMoa oTMeuaeTcs npexossiiee cHmkenne YCC, KoTopoe MOKET
CONPOBOXKAATHCS 3aI€PHKKON aTPUOBEHTPUKYIJISIPHOTO MPOBEACHUS, BKJIIOYAsl OTACIIbHbBIE CIydan
npexozsmeii monHo AB-010kaap1, pa3pemaromencs: ClIoHTaHHO.

UCC HaunHaeT CHUXKATbC B T€YEHME | 4 mocie MepBoro npuema mnpenapara, a MaKCUMaJlbHOE
CHIDKEHHE OTMEYaeTCsl MpUMEpPHO uepe3 6 4. DTOT mocieo30BbId dPGEKT coxpaHsSeTcs Ha
MNPOTSKEHUH TOCIEIYIONINX THEH, XOTs, KaKk MpaBWiIo, B Ooliee JETKON CTENEeHH; B TEUCHUE
HOCJEIYIOIUX HeAeTb OH OOBIMHO cXOAUT Ha HeT. Ilpu mponomxenun nedenus cpenass YCC
BO3BpAIlaeTCA K UCXOHOMY YPOBHIO B TeueHue | mecsia. OmaHako y oTaenbHbIX nanuentoB YCC
K KOHIly IE€pPBOr0 MecsAlla MOXET HE BEpHYTbCH K HUCXOOHOMY YpoBHI. Hapymenus
MPOBOJAMMOCTH, KaK MPaBUIIO, OBLIN MPEXOASIIMMHU U HE MPOSABISIIUCH KITMHUYECKH. OOBIYHO OHU
He TpeOOoBaJIM JICUCHHS U pa3peliaiuch B TeUCHHE TepBhIX 24 4 Ha (poHe MpUMEHEeHU IpenapaTa.
[Tpu HeobxomumocTn YCC, CHIKEHHAsE B pe3yJIbTaTe MPUMEHEHHs (PUHTOJIMMOJIA, MOXKET OBITH
MOBBILIEHA 3a CYET MAPEHTEPATIHLHOIO IPUMEHEHHS aTPOIIMHA WM U30IPEHAINHA.

BceMm manmentam crnenyet nposecty OKI™ u uzameputs A/l 10 Havyana npuemMa npenapara v uepes
6 4 mocne mpuemMa nepBoi 1o3bl. Beex manueHToB HeoOXoaumMo Habm0gaTh B TeYeHHE 6 4 Ha
IpeaMeT MPU3HAKOB U cUMOTOMOB Opaaukapanu, uzmepsst YCC u AJl kaxnplii yac. B Teuenue
3TOro 6-4acoBOTO MEpUO/ia PEKOMEHIYETCs MPOBOJUTH HENPEPHIBHBIN (B peaJbHOM BPEMEHM)
OKI'-MOHUTOPUHT.

[Tpu pa3BuTHM CUMOTOMOB OpaAHapuTMHUHN HA (POHE Tepamuu mpenaparoM HEOOXOAMMO HAvaTh
COOTBETCTBYIOIUE MEPONPUATH, 00ECIeYnTh HAOII0IeHUE MAIleHTa BIUIOTh 10 KYIHPOBAaHHUS
JTaHHOTO cocTosHus. [lpn HEoOXOAMMOCTH JIEKapCTBEHHOW TEpanmud B IMEPHOJ MOHUTOPHUHTA
rociie rnpuemMa nepBod 1036l HEOOXOAMMO MPOAIUTH HAOIOJIEHUE MO MEHBIIEH Mepe 10 yTpa
CJIETyIOIIETO JTHS, ¥ TIOBTOPUTH 00CTIe0BaHNE, aHAIOTUYHOE HAOIIIOICHHUIO MTOCIIe TIEPBOU JIO3BI,
1ocjIe npueMa BTOpoii 10361 npenaparta I'unenna®.

Ecnu uepes 6 4 nocine npuema nepsoit 70361 YCC HaxXoAUTCS HA MUHUMAIbHOM YPOBHE (yKa3bIBas
Ha TO, 4TO (apmakoguHaMudeckuii (h(EeKT Ha cepile, BO3MOXKHO, €IIe HE MPOSBUICA B
MaKCHMaJIbHOW CTeTeHN), HaOII0AeHHEe ClIeyeT MPOUIUTD eIl Mo KpaitHel Mepe Ha 2 4 Ui 10
tex nop, noka YCC BHOBb He noBeicurca. Kpome Toro, ecinmu YCC depe3 6 u mocie mpuema

npernapara CoCTaBIsieT <45 yI/MUH y B3pOCHbIX, WK <55 ya/MuH y nered crapiie 12 net, nim
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<60 yn/mun y nereit ot 10 go 12 nert, wiu npu BuepBbie Bo3HUKIIEH AB-010kane 2 creneHu mwin
Bhime o gaHHeiM DKI uepes 6 4 mocne nmpuema npemnapata, wind eciau uHTepBas QTc mo DKT
coctasisieT >500 Mc, clieyeT MPOBOANTH JOMOJHUTEIbHOE HAOMoAeHUE (110 KpallHeld Mepe 10
CJIEYIOLIEro yTpa WK A0 TeX MOop, T0Ka HapylleHus He paspemarcs). AB-Gnokana 3-it crenenu,
Kor/Ja Obl OHA HU BO3HHKIIA, TAKXkKe TpeOyeT MPOBeeHNS POVIEHHOT'0 MOHUTOPHUHTA (TI0 KpaitHen
Mepe 0 CIEAYIOIIETo yTpa).

VY nanueHToB, NOIyYaBIIUX JIEUeHUE (PUHIOJIMMO/IOM, 3apETUCTPUPOBAHbl OUEHb PEAKHE CIydyau
unBepcun 3youa T na OKI'. B cnyuae BbisiBieHus: nHBepcuu 3yoOna T HEOOXOUMO MCKIIIOYUTh
HaJIMuue APYTUX NPU3HAKOB HIIEMHUHM MHOKapaa. [Ipy mono3speHMM Ha HIIEMHI0 MHOKapna
peKoMeHAyeTCsl 0OpaTUTHCS 32 KOHCYJIbTAI[MEN K KapIUOJIOTy .

B CBA3M C PUCKOM DPa3BUTHs CEPhe3HBIX HApYyNIEHWi puTMa cepiaua npemapart I'unenna® me
clelyeT NpPUMEHSATh Yy TMAalUMeHTOB C CHHOATPHUAJIbHOM OJIOKaI0M, CHUMITOMATHYECKOM
OpaaMkapAuell WIM TOBTOPHBIMH O3MH30JaMU CHUHKOMAJBHBIX COCTOSHHM B aHamHe3e, ¢
cyuecTBeHHbIM y/uinHeHueM uHTepBasia QT (xenckuit mom: QTc >470 mc (crapme 18 ner),
QTc >460 mc (10-18 ;met); myxkckoit moim: QTc >450mc (crapme 10 mer)). Ilockonbky
IEPEHOCUMOCTh BBIPAKEHHON OpaguKapIuu MOKET ObITh CHMIKEHA y MalMeHTOB C OCTaHOBKOW
CepAlLla B aHaMHe3€, HEKOHTPOJIUPYEMOM apTepUaIbHOU THIIEPTEH3UEHN WU TAKEIIBIM CUHIPOMOM
anHo? BO cHe, npemapar ['wieHua® He cieyeT NPUMEHATh y TakKUX INAMEHTOB. Y TaKux
NAMEHTOB IPUMEHEHHUE Mpenapara BO3MOKHO TOJIBKO B Cllydae, €cliu MpeAroiaraeMas mnojib3a
IPEBBIIIACT NOTEHIMATIBHBIN pUCK. [Ipy HEOOX0IMMOCTH NMPUMEHEHUS Npenapara y MalueHTOB
JAaHHOW KaTETOPUH CIEAYET IIPOBECTU KOHCYJIBTALMIO KapINO0JIOTa Mepe Ha4yajaoM Tepanuu i
BbIOOpa ONTHMAJIBHOTO MOHUTOPHHIA CEPIEYHOM AEATENbHOCTH, MO KpailHel mepe 10 yTpa
CJIETYIOIIETO JTHSI.

[Ipumenenue mnpenaparta [uieHna® y TNalMEHTOB C apUTMHUAMH, TPEOYIOUIMMH JICUEHHS
aHTHApUTMUYECKUMU CpeJICTBaMHU Kjacca la (Hanpumep, XMHUIUH, U30nHpamMun) win kiacca 11
(HampuMep, aMUOJApOH, COTajoxd), He u3ydyanu. Ha ¢oHe npuMeHeHHs aHTHAPUTMHYECKHX
cpenctB kiacca la nnm knacca IIl y nanueHToB ¢ Opagukapaneil 0OTMeYanuch ciydyau TUPYITHON
Taxukapauu. [TOCKONBKY B Hayajie MpUMEHeHHs mpenapata [uieHna® oTMedaeTcs CHUKEHHE
YCC, npenapar I'unenna® BMecTe ¢ JaHHBIMH JIEKAPCTBEHHBIMH CPEJCTBAMM HPUMEHAThH HE
CIIEIyeT.

OnbIT npuMeHeHus npenapara [uienna® y nalueHToB, MOMyYaroIkX COMYTCTBYIONIYIO TEPATHIO
Oera-apeHo0I0KaTOpaMH, AHTarOHUCTAaMH KaJIbIIMEBBIX KaHaoB, cHkaromumu YCC (Takumu
KaKk BepanaMuwl WIM AWIATHA3eM), WIM JPYTUMH IpernaparaMmu, crocoOHbMH cHipkaTh UCC
(HampuMmep, UBaOpaJNH, TUTOKCUH, HHTHOUTOPBI XOIMHACTEPa3bl WM MUIOKAPIINH), OTPaHUYCH.

IMockonbKy B Hauajne npuMeHeHus npernapara I'mnenna® UCC Takxke CHMXKAETCS, MPUMEHEHHE
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Ha3BaHHBIX MPENApPaTOB B HaJale JedeHus IpenapatoM I unenna® MoeT IIPHBECTH K TAKENIOM
Opanukapauu u AB-05iokane. B cBsi3u ¢ MOTEHIIMATBHBIM JTOTOTHUTENBHBIM BiHsiHHEM Ha UCC
npenapar I'unenna® He cielyeT HauMHATH NPUMEHATH Y MALMEHTOB, KOTOPbIE OJIHOBPEMEHHO
NPUHKUMAIOT JaHHBIE Npenapathl. [Ipumenenue npenapata I unenna® y Takux marmeHToB claesyer
paccMmaTpuBaTh JHILIb B Cllydae, €ClIM MpeArnoaaraeMas mojib3a MepeBelIMBacT MOTECHIMAIbHbIE
pucku. Ecinu paccMarpuBaercs BOIIPOC 0 MPUMEHEHHH Ipenapara, TO 10 Hadaja ero IpUMEHEHUs
cleyeT oOpaTHThCs 3a KOHCYJbTalMed K KapAHOJIOTY OTHOCHTENBHO IepeBojia MalleHTa Ha
JeKkapcTBeHHbIE penapatsl, He cHkaromue YCC. Ecnn otmena npenapara, camnxatoiero YCC,
HEBO3MOJXKHA, CJIelyeT OOPAaTUTHCS 3a KOHCYJIbTAIIUEeH K KapJUOJIO0Ty OTHOCUTEIBHO ONPeACTICHHS
HaJJIeXallero HabJtoIeHusl ocye MEePBOM 103bl; PEKOMEHAYETCSl POAJIEHHOE Ha0JI0IeHNE 0
KpaifHeli Mepe 70 ciefyromero ytpa. IIpu Bo300HOBIEHHMH Tepamuu mperapatoM I umenua®
BnussHue Ha YCC U aTpUOBEHTPUKYJSIPHYIO MPOBOJMMOCTH MOKET NPOSBUTHCS BHOBb B
3aBUCUMOCTH OT JJIMTEIBHOCTH MPEAIIECTBYIONIEH Tepanuu U BPEMEHM NPEPbIBAHUS TEPAIUH.
Habmonenue, xak u nocie npuemMa nepBoi 103bl, HEOOX0IMMO B CIy4yae MpepbIBaHUs TEPAIUU:

- Ha 1 neHb u O6oJiee B TEUCHHE MEPBBIX 2-X HEEIb TEPaIu;

- bonee yeM Ha 7 gHeH Ha 3-i niaK 4-H Heaese JeUeHus,;

- OoJee yeM Ha 2 HeJleNH TOCiIe TOro, KakK JISYeHHE MPOoJI0IHKaIochk Ooliee Mecsua.

Ecnu neuenue npepbiBaeTcss Ha 0oJjiee KOPOTKUI MPOMEKYTOK BPEMEHH, YEM YKa3aHO BBIIIIE,
JICYEHHE CIIEyEeT MPOAOJKATh CO CIEAYIOUIEH 3aIlJIJaHUPOBAHHON JTO3BI.

Hnmepesan QT

[Tpu npumenenuu puaronumona B no3ax 1,25 mr wiu 2,5 Mr nocie JOCTHKEHUSI paBHOBECHOTO
COCTOSIHUS, HO, KOTJIA eIlle Ha0JI0JaIoCh OTPUIIATEIbHOE XPOHOTPOITHOE JIEHCTBHE, OTMEYAIOCh
ymmaenne uatepsaia QTcl (ckoppektupoBanusbiii naTepBan QT mo yactore myabca Ha OCHOBE
JTAHHBIX KOHKPETHOTO MAallMeHTa) MO CPaBHEHUIO C W3HAYaJIbHBIM IIOKa3aTelieM 10 BepXHeu
rpanunel 90 % /U < 13,0 mc. He BbIsSIBIEHO 3aBUCUMOCTH BOSHUKHOBEHHUS YUIMHEHNS HHTEPBaa
QTcl ot 10361 mpenapaTa u JUIMTEALHOCTH Tepanuu. [I0BBIIIEHHON YaCTOTHI CITy4aeB OTKIOHEHUS
JuHbl uHTepBana QTcl or HopMbl (OLIEHMBAaEMBIX IO aOCOIIOTHBIM MM MPOLEHTHBIM
U3MEHEHHUSIM OTHOCHUTEIBHO HMCXOJHBIX 3HAU€HUU) Ha (oHE NpuUMEHEHHs (UHTOIUMOJAa He
00HapyX eHO.

KimHnyeckoe 3HaueHuE MNOIMYYEHHBIX JAHHBIX HeW3BecTHO. B wuccaenoBanusix npu PC
KJIMHAYECKH 3HAUYUMBIX 2P PeKToB Ha AmuHYy nHTepBana QTc He 0TMeYanoch, OAHAKO MAIlHEHTHI
C PUCKOM Yy iuHeHus naTepBaia QT B KIMHUYECKHE HCCIIEOBAHUS HE BKIIFOYAIINCH.

VY nmanueHToB co 3HAaUMMBIMH (PAaKTOpaMU pUCKA, HATPUMEP C TUIIOKATHEMHUEH UIIH BPOKICHHBIM
ynnuHenueM unTepBaia QT, cienyer u3beraTh NPUMEHEHHs JICKApPCTBEHHBIX IPENaparos,

CIOCOOHBIX YIUHHATH HHTepBa QTc.
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Hmmynocynpeccusnoe oeticmeue

@OUHroJIMMO/I OKa3bIBAa€T MMMYHOCYNPECCUBHOE JEHCTBUE, B pE3yJbTaTe€ Yero y MalleHTOB
BO3pacTaeT pUCK MHGEKUUd (B TOM YHUCIIE€ ONNOPTYHUCTUYECKUX HMH(MEKIHH, KOTOphIE MOTYT
MPUBOJIUTH K CMEPTH) M PUCK PA3BUTHUS TUM(OM U APYTUX 3II0KAYECTBEHHBIX HOBOOOPA30BaHMUIA,
B OCOOCHHOCTH KOXHBIX. CleyeT TIIaTesJbHO HaOIr0AaTh MAlMeHTa, 0COOCHHO MPU HAIUYHH
CONyTCTBYIOIIMX 3a0ojeBaHUl uau  (AKTOpOB pHCKA, HalpUMep IMpealIecTBYOIEH
MMMYHOCYTIpeCCUBHOM Tepanuu. [Ipu momo3peHMr Ha TOMOOHBIM PHCK Bpady CIEAyeT B
WHAUBHUIYyAIBHOM MOPSAKE PACCMOTPETH BOMPOC 00 OTMEHE TEPAITHH.

Unghexyuu

KioueBbim (apmakoarmHamMudeckuM 3¢ (eKToM mpenapaTa sBISeTCs J0303aBUCUMOE CHIDKEHHUE
KonyecTBa TUMGOUUTOB B nepudepudeckoit kposu 10 20-30 % OT MX UCXOAHOTO KOJUYECTBA,
00yCIIOBJICHHOE O0OPAaTUMBIM MepepacipeaeneHueM TuMGOIUTOB B TUMQPOUTHBIX TKAHSX.

[lepen HauanoMm Tepanuu NpenapaToM CieayeT MOJyYUTh Pe3yIbTaT OOIEKINHIYECKOTO aHAIU3a
KPOBU C JIEMKOUUTApHOH (HOpMYJION, BBHIMOJHEHHOTO HA MPOTSDKEHHH TTOCIEAHHUX 6 MECSIIEB,
NPEIIIeCTBYIOIIUX Hayaly Tepanuu, WIM T1O0CI€ OTMEHbl MPEeAlIECTBYIOMEH Tepanuu.
OOIeKTMHUYECKUI aHallM3 KPOBU TaK)Ke PEKOMEHJIyeTCsl MEePUOJINYECKH MPOBOAUTH BO BpeMs
Tepanuu, yepe3 3 Mecsdlila U 3aTeM 110 KpaitHeil Mepe 1 pa3 B roji, a Tak:ke Npy HAIMUUU MTPU3HAKOB
uHdekuun. IIpu TOATBEpkIEHHOM aOCOMIOTHOM KomuuecTse uMmdoruTos < 0,2 x 10°/1,
npemnapar cieayeT OTMEHUTh /10 TeX IOop, MOKa JaHHbIN MOKa3aTeslb HE BOCCTAHOBUTCS, TaK KaK B
KJIMHUYECKUX HCCIEIOBAaHUIX Yy TMAalMeHTOB C aOCOJIIOTHBIM KOJWYECTBOM JUM(OIUTOB
<0,2 x 10°/n1 Tepanuio GUHrOIMMOIOM HPEKPAIIAIIH.

VY ManueHTOB C TSDKEIbIM aKTHBHBIM HH(EKIIMOHHBIM 3a00JeBaHUEM HEOOXOAMMO OTIIOKHUTH
HAYaJIo JICYEHUs MIPernapaToM JI0 pa3peleHus: JaHHOTO COCTOSIHHUSL.

Jlo Hauana mpuMeHeHHs npenapata I'unenna® y mamuMeHToOB ciedyeT OLEHUTh MMMYHHTET K
BeTpsiHOM ocre. [laneHToB, He UMEIOUIMX B aHaMHe3€ JOKyMEHTAIbHO MOATBEPIKICHHBIX
JAHHBIX O TIEPEHECEHHOW BETPSIHOM OCIe WM MOJIHOIO Kypca BaKIMHALMKA MPOTHB BUpYcCa
Varicella zoster (VZV), 1o Havaia Tepanuu CiieayeT oOCIeI0OBaTh IS BBISIBJICHUS aHTHTET K
VZV. B cnydae oTCyTCTBUS aHTUTEN K BUpYcYy VZV clieyeT NpOBECTH MOJTHBIN KypC BaKIIMHALIMU
70 Hayaja Tepamuu npenapatoM. [Ipu SToM Hayano JeueHus mpenapaTroMm CIeayeT OTIOXKHUTH
MUHHUMYM Ha | Mecs AJist pa3BUTHUS TOJIHOTO KIMMYHHOI'O OTBETA Ha BaKIIMHAIUIO.

B pesynbrare Bo3zeiicTBus npenapara I'unenna® Ha IMMYHHYIO CHCTEMY MOKET YBEIUYHMBAThCS
pHUCK pa3BUTHs WH(PEKIHA, B TOM YHCIIe ONNOPTYHUCTHYECKUX. Bo Bpems jedeHus npenapatom
I'unenna® y NalMEHTOB ¢ CUMITOMaMH HH(EKIMOHHOIO Ipoliecca HeOOXOAUMO MPOBOIUTDH
3 PEeKTUBHBIC TUATHOCTUYECKUE U TEPANIEBTUUECKUE MEPOIIPUATHSI.

HpI/I OLCHKE COCTOSAHUSA MalMCHTA C IIOAO3PCHUECM Ha I/IH(l)CKIII/IIO, KOTOpass MOXCET OKa3aThbCA
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CEPbE3HOH, CIEAYET PACCMOTPETH BOIIPOC O €T0 HANPABIEHUU K Bpauy, UMEIOIIEMY OIbIT JIEUECHUS
uHdekuuii. [TanuenTos, nonyyaromux npenapat I'uneana®, Heo6X0AUMO IPeIyPEKIATE O TOM,
YTOOBI B Cy4ae MOSBJICHUS CUMITOMOB MH()EKIMU BO BpeMs JIEYEHHs, OHM COOOIIAIM O HUX
CBOEMY Bpauy.

[Ipu pa3BuTHH cepbe3HBIX MHPEKIUI HEOOXOIUMO PACCMOTPETh BOMPOC O BPEMEHHON OTMEHE
npenapara ['wienua®. Bo306GHOBIATE JeueHue npenapatoM [miienua® clielyeT TOJNBKO MOcCie
OLICHKH COOTHOILICHHUS MOJIb3bI U PUCKA.

B nocrperucrpaliMOHHOM NEPHUOAE OTMEYEHBI CIydau Pa3BUTUS KPUITOKOKKOBOTO MEHUHIMTA
(rpuOkoBast HGEKIHS), UHOTZIA C JIETaTbHBIM UCXOAOM, MOcie 2-3 JeT JCUYCHUs MpernapaToM,
OJIHAKO TOYHAs CBS3b C JUIMTEIBHOCTHIO TE€palMM HE ycTaHOBJeHA. [Ipu pa3BUTHM CHMIITOMOB,
NO3BOJISIIOIIMX 3aMOJO3pUTh PA3BUTHE JIAHHOTO COCTOSIHMS (HampuMep, TOJIOBHOM 0o0uH,
CONPOBOXKAAIOIIEHCA IICUXUYECKMMHM HApYyIICHUSMHU, TaKUMU KaK CIYTaHHOCTb CO3HaHUA,
TAJUTIOLMHAIIMM ~ W/WIM ~ W3MEHEHHE JIMYHOCTH), CJEAYeT HEe3aMEIJIHUTEIbHO IPOBECTH
COOTBETCTBYIOIIME JHAarHOCTUYECKUE MeponpusaTHs. [Ipy moaTBep)kIeHUU OuarHosa clieqyer
BPEMEHHO OTMEHMTh (DMHIOJIMMOJA M HauyaThb COOTBETCTBYMOIIee JjeueHue. Ecnm Tepamnuio
¢uHroIMMOI0M TpeOyeTcsi BO30OHOBUTD, CIEyeT MPOBECTH KOHCYJBTALMIO C BpayaMH Pa3HbIX
CHenranbHOCTEH (B YACTHOCTH, CO CIEIIHATIMCTOM 0 UH(EKIMOHHBIM OOJIE3HSIM).

B nmoctpeructpalliOHHOM MEpPHOAE OTMEUEHBl CiIydal pPa3BUTUS IMPOrpeCcCUpYIOIEH
myabTH(OKaTBHOI NelikosHnedaronarun (IIMJI). IIMJI — onmopTyHUCTHYECKOE HH(PEKITNOHHOE
3aboseBaHue, BbI3BaHHOE JC-BHPYCOM, C BO3MOYKHBIM JIETJIBHBIM HCXOJOM WJIM TSKEIOH
uHBanuau3anuedt. Coydan [IMJI ObtM OoTMedeHBI HpUMEpHO uepe3 2-3 roja MPUMEHEHHS
(¢uHrOMMMOa B KauecTBe MOHOTEpANUH Yy MAIMEHTOB, paHee HE IMOJyYaBIIMX HATanu3ymao.
HecmoTpss Ha TmOBBIIIEHHWE MPEIIOIAraeMoro pucka Ha (OHE COBOKYITHOTO KOJHUYECTBA
IIPUHATOTO CO BPEMEHEM IIpenapara, B3auMOCBS3b C JJIMTEIBHOCTBIO TEPAIMM B TOYHOCTH
HEU3BECTHA.

[TomyuyeHsl TakXke IOMOJHHUTENbHbIE cooOmieHus o pasutuu I[IMJI y mamueHnTtoB, paHee
MOJTyYaBIIUX TEPANUIO HAaTAIU3yMaOoM, JUIsl KOTOPOTo yXe u3BecTHa cBs3b ¢ [IMJL.

Pazsutne [IMJI Bo3M0oxHO TOJIBKO TIpH HHpUIMpoBanuu JC-pupycom. [Ipu nmpoBeneHnn anammsa
Ha Hainuue JC-BUpyca HEOOXOJMMO Y4YWTBIBAaTh, YTO BJIMSHHUE JUMQONEHUM HAa TOYHOCTb
pe3ysbTaTOB TECTUPOBAaHUS Ha Hanuuue aHturen K JC-Bupycy y NaIMEHTOB, IOJIyYaBIIHUX
¢uHroNnMMO, He U3y4yanock. CTOUT OTMETUTh TAK)KE, UTO OTPULIATENIbHBIN pe3ysIbTaT aHalu3a Ha
Hanuure JC-Bupyca He UCKITI0OUaeT BO3MOXKHOCTH HHpHUIMpoBaHus JC-BUPYCOM B IMOCTIEAYIOIIEM.
[lepen npuMeHeHHEM (PUHIOIMMOAA HEOOXOIUMO, KaK MPAaBUJIO, HE paHee, 4eM 3a 3 Mecsua J0
Hayana tepanuu, nposectd MPT-uccnenosanue. Ilpu mnposenenun mnaHoBeix MPT-

MCCJIC0OBaHUM (4acTOTa KOTOPBIX OMPEAEAeTCS HAllMOHAJIBHBIMU PEKOMEHIAIMUSIMH), 4acTOTa
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KOTOPBIX OIIPENEIAETCS CTaHAapTaMy IMarHOCTUKY U KOHTpoJs TeueHus PC, cienqyer coxpaHsaTh
HAaCTOPOXEHHOCTh B OTHOIICHWM JAHHBIX, KOTOpbIE IMO3BOJAIOT 3anono3putsh IIMJI. Takum
obpazom, mpoBemenne MPT MOXHO paccMaTpuBaTh KakK  JJIEMEHT  ITOBBIIICHHOU
HaCTOPOKEHHOCTH Y MMALMEHTOB C BEICOKUM pUCKOM pa3Butus [IMJI. IIpu noxo3pennn na [IMJI
cleayeT HEeMEUIEHHO NpoBecTH AuarHoctuyeckyro MPT u npuoctaHOBUTS JIeueHHE ITpenapaToM
Tunenna® 110 uckmoyenus auarsosa [IMIJL.

N3menenuss nHa MPT, xapakrtepusie nis [IMJI, MOryT nposIBISITBCA paHbIlIe KIMHUYECKUX
IIPU3HAKOB WJIM CUMIITOMOB. Y IallMEHTOB, MOIYyYaBIINX JEKapCTBEHHBIE IIPENaparhl 10 MOBOAY
PC, ms KOTOpBIX ycTaHOBIeHa cBsi3b ¢ IIMJI, BKmodas npenapar ['mienua®, HaOIOJaauch
cayyan [IMJI, nuarHoctupoBaHHble Ha OCHOBaHMM nMaHHbIX MPT, a Takke Ha OCHOBaHHMM
BesiBrieHus JIHK JC-Bupyca B 1iepeOpocnmHaIbHON KUIKOCTH MPU OTCYTCTBUHM KIMHUYECKHUX
IIPU3HAKOB WJIM CUMIITOMOB, XapakTepHbix s [IMJI.

BriBesienue (QUHroaMMoAa Mocie MPEeKpalleHUs JIEYCHHS MOXKET MPOUCXOAMTh B TEUCHHE
2 Mec1EeB, OATOMY B ATOT MEPUOJ HEOOXOAMMO COXPAaHATh HACTOPOKEHHOCTb B OTHOILEHUU
pa3zButust uHOexuuil. IlanueHTOB clegyeT NPOMHCTPYKTHPOBATH O  HEOOXOIUMOCTH
He3aMeUIMTENbHO cO00IaTh Bpauy 000 BCEX CUMIITOMAaxX MH(EKIUHN B TE€UEHUE 2 MECALEB MOCIIe
OTMEHBI (PMHTOTUMOJIA.

B HoCTperucTpaliOHHOM Tepuoje MpUMeHeHHus Tpenapara Iunenna® HaGMooamuMch Ciydau
UHQUIMPOBAHUS BHPYCOM MNammuioMbl udenoBeka (BIIY), Brimouas manmwmioMy, AWCIUIA3HIO,
o6opomaBku u BIIY-acconmupoBanubiii pak. B cBs3um ¢ Tem, uto (uHTONMMMOI 0O0NamaeT
MMMYHOCYHPECCUBHBIM ~ JIeHCTBHEM, Tlepe[l HadyaloM Tepanuu mpenapatoM [unenna®,
HEOO0XOIMMO PaccMOTPeTh BOMpOC O BakiuHauuu npotuB BITY c¢ yderom pexomeHmanuii mo
BakIMHaIUU. Takke peKOMEHIyeTCs IPOBOANTh OHKOJIOTMYECKUI CKPUHUHT, BKJIKOYasl Ma30K 10
[Tananukosay, B COOTBETCTBUHU CO CTaHAAPTAMU OKA3aHUS MEIULUHCKOMN IIOMOILH.

Maxynapnoiii omex

[Mockonbky Ha (oHe Tepamuu mnpenapaTom I uienua®

B pekoMmeHaoBaHHOW no03e y 0,5 %
INIannuEeHTOB O0TMECYAaJIOCh Pa3sBUTHC OTCKa MaKyJibl c/0e3 KIIMHUYCCKHUX CHUMIITOMOB
NPEUMYIIECTBEHHO B  NEpBbIe  3-4 Mecsima  JICYEHHS, PEKOMEHIYeTCS  HPOBOAUTH
oranemonornueckoe oocnenoBanue yepes 3-4 Mecsa nocie Hayana tepanuu. [Ipu BeIsBICHUH
y TAalUEeHTOB HapyUIeHWH 3peHus Ha (oHEe NMPUMEHEHUs Mpernapara HEO0OXOAWMO IPOBECTH
OCMOTp TJIa3HOTO JJHA, B TOM YHCIIE MaKyJISIPHON 00JIacTH.

VY nanmeHToB ¢ YBEHTOM B aHaMHE3€, a TaKKe y TALUCHTOB C COIYTCTBYIOIIMM CaXapHBIM
IMabeToM OTMEYaeTCsl TOBBINICHHBI PHUCK pa3BUTHS MAaKyJSIpHOTO OTeka. [locKombKy

NpUMEHEeHHe npenapata y nauueHToB ¢ PC U CONMYTCTBYIOIIUM CaxapHbIM JMa0ETOM He

HN3y4daJIoCh, Y MAUCHTOB C CaxapHbIM I[I/Ia6eTOM WM YBCUTOM B aHAMHE3C PCKOMCHIAYCTCA
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IPOBOIUTH O(TANIBMOJIOTHYECKOE O0CIIEZIOBaHUE /10 Hayajga M BO BpEMs TEparlud MpernapaTroM
Tunenna®.

T[TocnencTBUS MPOJOIKEHHsT Tepaluyu TipenapaToM [ wieHna® y NalMeHTOB ¢ MaKyJspHBIM
OTEKOM He U3ydaju. B cilyuae pa3BuTHs OTeka MaKyIbl JedeHue npenapatoM I'unenna® cnemyer
npeKkpaTutb. PHUCK pPa3BUTHS TOBTOPHOIO OTEKAa MAaKyJbl INPH BO300OHOBICHHM TepalHUH
npenapartoM 'uiaenna® He m3yuancs. PemeHue o Bo300HOBJIEHMH TEpAIUU MOCHIE Pa3pelICHUS
MaKyJISIPHOTO OTEKa CIEAyEeT IPUHUMATh C YYETOM ITOTCHIIMAILHON ITOJIb3BI U PUCKA, CBA3aHHBIX
C IIPUMEHEHUEM TIpernapara y KOHKpPETHOTO MTallueHTa.

Hapywenue ¢pynkyuu nevenu

YV nauuentoB ¢ PC, momyuaBmmx mpenapar Iunenna®, oTMedanmch Coydad HOBBILICHHS
AKTUBHOCTH  «TEUYCHOYHBIX» (epMeHToB, B ocobenHoctu AJIT, a taxke ITT wu
acniaptaramMmuHoTpaHcdepasbl (ACT). B kIMHHYECKHX HCCIEIOBAHUAX MOBBIIIEHUE aKTUBHOCTH
AJIT no yposas 3 x BI'H nnu Beiie otmevanoch y 8,0 % nmanueHToB, MOTy4aBIINX (GHHTOTUMO
B no3ze 0,5 mr, u ymmb y 1,9 % manueHnTtoB, nomydyaBmux moiane6o. [loBeieHue 10 ypoBHSA
5 x BT'H ormeuanocs y 1,8 % manueHToB, noinydaBmux ¢uuroaumon, u y 0,9 % mnaruenros,
HoJay4aBIIMX IUiane0o. B  KIMHMUYECKMX HCCIeOBaHUAX (UHTOJUMOJ OTMEHSUIM, €CIH
aktuBHOCTh AJIT moBbimanace 10 ypoBHs >5x BI'H. Ilpu B0300HOBICHMH Tepamuu
(UHTONMMOJOM AaKTUBHOCTh II€YEHOYHBIX aMUHOTpaHCPepa3 y HEKOTOpBHIX MallMEHTOB
NOBBILIAJIACH CHOBA, YTO TOBOPUT B IOJIb3Y CBSI3M JIAHHOTO SBJIEHUS C NPUMEHEHUEM
¢uHromuMozaa. B KJIMHUYECKHX MCCIEOBAHUAX IOBBIIIEHHE AKTUBHOCTH aMMHOTpaHcdepas
MOIJIO BO3HHMKATh B JI000€ BpeMsl B XOJ€ JICYCHMs, OJHAKO B OOJBIIMHCTBE CIy4aeB OHO
BO3HHKAJIO B repBbie 12 mecsueB. HopManuzanus akTHBHOCTH «TII€UEHOYHBIX» aMUHOTpaHCcdepas
B CBHIBOPOTKE KpOBHU TPOMCXOAMJIA MPUOIU3UTENBHO uepe3 2 Mecsla I[ocje OTMEHBI
dbuHTOIMMO/IA.

[IpumeHenue npenapata ['mnenna® y MallMeHTOB ¢ HapylleHHeM (YHKIUH MEYEHH TSKeJOoM
CTETIEHH Ha MOMEHT Havanma Ttepanuu (kmacc C mo kimaccudukanuu Yaitna-Ileio) He
uccienoBanock. [lpumeHerne GUHroIMMOa y TAKUX MAIMEHTOB MMPOTUBOIIOKA3aHO.

[TockonbKy (UHrOIMMOJ OKa3bIBAET UMMYHOCYIIPECCUBHOE J€MCTBUE, Y MALIUEHTOB C aKTUBHBIM
BUPYCHBIM I€IaTUTOM Haydajio TEPANNHU CIELYET OTIOKUTH A0 PA3PEILEHUs JaHHOTO COCTOSIHHUS.
B nepuoa MOCTPErHCTPalMOHHOTO MpMMEHeHMs npenapara ['uieHna® HaGMoqamuMch Cilydau
pPa3BUTHS KIMHUYECKH 3HAUYMMOTO IMOpakeHus mneudeHu (cM. pasnen «lloOouHoe neiicTBue»).
[IpusHakyn mopakeHHs IEYCHM, BKIIIOYAs 3aMETHOE IOBBIIICHUE AKTHUBHOCTH «IIEYCHOYHBIX»
(epMEeHTOB B CHIBOPOTKE KPOBU M TOBBIIICHHUS YPOBHS 00ILIEro OMauMpyOnHa, BOSHMKAIHU YyKe
yepe3 JAecATh JHEH IMocie npueMa MepBOM J03bl, a TaKkkKe ObUIM 3aperucTPUpPOBaHBI MOCIE

JUITeabHOro npuMmeHeHus. CooOlanock o ciaydyasix OCTPON MEUYEHOYHOH HEIO0CTaTOYHOCTH,
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TpeOyrolIel TpaHCIUIaHTALUY TICYCHH.

PekomMeHIOBaH KOHTpPOJIb AaKTUBHOCTH «IEYCHOUYHBIX» TPAaHCAMHUHA3 ¥ KOHIEHTPAIHH
OunnpyOMHa Ha MPOTSHKEHUM O MECSlEB, NMPEALISCTBYIOIIMX Hayaly Tepanuu IpernapaToM,
NEPUOANYECKUN KOHTPOJIb BO BpeMs Tepalluu M B TEUCHHE 2 MECSIEB MOCJe MpeKpalieHus
npuemMa rpenapara ['uienua®.

[Ipr OTCYTCTBMHM KIMHWYECKHX IPOSBICHUN IOPAXCHUS IEYCHU OMNpEIeNICHHE aKTHBHOCTH
«IIEYEHOYHBIX» TPaHCAaMHHA3 PEKOMEHJ0BAHO MPOBOJIUTH B 1, 3, 6, 9 u 12 Mecsupl gedeHus u
nanee nepuoaudecku. [loBbIlIeHNe aKTUBHOCTH «TIEYEHOYHBIX» TpaHcaMuHas > 5 x BI'H tpeGyer
0oJ1ee YacToOro UCCIIEAOBAHMS «IIEYCHOUHBIX» (PEPMEHTOB, BKJIIOUAs ONpeeTICHIE KOHIIEHTPAIUU
OnnpyOWHa M aKTUBHOCTH IMIETOYHOH (ocdaTassl. [Ipn mOBTOPHOM MOATBEPKACHUU JTaHHOTO
pesynbTaTa (aKTHBHOCTh IEUYEHOYHHIX aMuHOTpaHchepas >S5 x BI'H) mpemapar I'mienna®
ClielyeT OTMEHHUTh U BO3OOHOBUTH TEPANUIO TOJBKO IMOCIE TOTO, KAaK aKTUBHOCTH MEYEHOUYHBIX
aMHHOTpaHc(epa3 BEPHETCS K HOPME.

Crnemyer HaOMIOAATH 32 MAIIMEHTAMH HA MIPEIMET HATHYHS MPU3HAKOB M CHMITOMOB TTOPaXKCHHUS
Me4YeHU. Y MalHUEHTOB, KOTOPbIE COOOLIAIOT O CHMITOMAX, TaKMX KaK TOIIHOTa HEU3BECTHOU
STHOJIOTUH, PBOTA, O0Jb B JKUBOTE, TUCKOMMOPT B MpaBOM Moapedephe, BHOBD BHISBICHHAS WIH
YCHUIIMBAIOIIASICS TIOBBIIIICHHAS] YTOMJIISIEMOCTh, AHOPEKCHS, JKENTyXa U/WIH TEMHBIA I[BET MOYH,
KOTOpbIE MOTYT YKa3bIBaTh Ha MOpakKeHUE MEUeHH, HEOOXOIMMO HEMEJICHHO MPOBECTH aHAIIN3
AKTUBHOCTH «II€YEHOYHBIX» TPAaHCAMHWHA3 W MPOBEPUTH YpOBeHb OmnmpyOuHa. [Ipm Hammumm
KIIMHUYECKUX MPOSBJICHUN, COTPOBOXKAAIOMINXCS MOBBIIEHHEM akTUBHOCTH AJIT B Tpu pasa u
ypOBHs 00111eT0 OMIHpyOrHA B CHIBOPOTKE KPOBHU B JiBa pa3a BhIIIE HOPMBI, JIEYCHHE MTPenapaToM
I'unenna® ciaexyeT npekpaTuThb. JledeHue He ciIepyeT BO30OHOBIATh [0 TEX 1O, HoKa He OyaeT
oTpeneNieHa Jpyras NpUYHHA MPU3HAKOB W CHMIITOMOB TOpaXeHHs nedeHH. [Ipu BeIsBICHHH
3HAYUTENLHOTO MOpaXKEHUS MeYeHH (mampumep, aKTUBHOCTD MEYEHOYHBIX
amuHOoTpaHcdepas > 5 x BI'H w/unu noBeiieHue ypoBHS OMIMpyOMHA B CHIBOPOTKE KPOBH)
JIeYeHHE MPErapaToM CIeAyeT MPeKpaTUTh. Pemenne o BO30OHOBICHUH JeueHHsI OyIeT 3aBUCETh
OT TOTO, OTIpECIICHA JIU APYyTasi MPUYMHA MOPAKEHUS TICUCHH, a TAKXKE OT COOTHOIICHHUS MEXTY
MOJIb30M OT BO30OHOBJICHUS JICUEHUS U PUCKOM IOBTOPHOTO Pa3BUTHs HapylleHUs (pyHKIUU
MICYCHH.

Her maHHBIX, yKa3bIBAIONINX HA TO, YTO Y MAIIUEHTOB C YK€ UMEIOIINMCS 3a00IeBaHIEM TTCUCHH,
nosyyaromux npenapar I'unenna®, puck HOBBILIEHHS MOKa3aTeneil (QyHKIMH TIeYeHU yBEINIEH.
Tem He MeHee, y MAIEHTOB, B aHAMHE3€ y KOTOPBIX UMEETCs TsKelloe 3a00JieBaHUE MEYCHH,
npenapar ['unenna® cieayeT IPpUMEHSATH ¢ OCTOPOKHOCTBIO.

Brusanue na pe3ynibmamol cepoiocutiecko20 uccie008aHus

[lockonbky  (UHTONMMMON  CHIDKAeT  KOJMYECTBO  JMM(OIHMTOB B  KpOoBU  (IyTem
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nepepacnpeesieHisl UX BO BTOPHUYHBIX JUMQOUIHBIX OpraHax), KOJHYECTBO JIMUM(OLUTOB B
nepudepruaeckoil KpOBH HE MOXKET OBITh HCIOIB30BAHO JUISI OIEHKH KOJMYECTBA Pa3IMYHBIX
BUJIOB JUM(OLUTOB Yy MAIMEHTOB, MOJYYAOMUX (DUHroIuMONA. Y NAIMEeHTOB, MOIYYarolIuX
buHTONMMMOM, IS OMpeleeHHs] KOIUYeCTBa MOHOHYKJIEapoB Tpelyercs 3a00p OOIbIIMX
00BEMOB KPOBH (BCJIEICTBHE CHIDKEHUS YUCIIA [IUPKYITUPYIOIIUX TUM(OIUTOB).

Bausnue na apmepuanvnoe oasnenue

[TaniueHTBl ¢ HEKOHTPOIMPYEMOH apTepHAIIbHOW THUIEPTEH3MEW HE OBUIM BKJIIOYEHBI B
JOPETUCTPAIIMOHHBIE KIMHUYECKUE MCCIE0BaHuUs, MO3TOMY B clydyae MPUMEHEHUs Mpernapara

Tunenna®

y TalUeHTOB C HEKOHTPOJIMPYEMOH apTepualbHOM THIEepTeH3uel TpedyeTcs
coOroaaTh 0CO0YI0 OCTOPOKHOCTb.
B knmMHHMYecknx uccienoBaHMAX y nanueHToB ¢ PC cpenHee NOBBIIEHHE CUCTOIMYECKOIO

JaBJICHHUS Ha (1)OH6 MMPpUMCHCHUA IIpeIiapaTa FI/IJ'IeHI/Ia®

B n03e 0,5 MI cOCTaBHIIO MPUMEPHO
3 MM pT.CT., a JAWACTOJIMYECKOTO JaBJIEHUS — MPUMEPHO | MM pT.CT.; AaHHBIA 3¢¢eKT
NPOSIBIBICS TPUMEpPHO dYepe3 | Mecsl] mocie Hadana JIeUYeHHs M COXpaHsuics Ha (oHe
NPOAODKEHUS JeueHus. B 2-neTHeM 1uiane00-KOHTPOIUPYEMOM HCCIEAOBaHUN apTepHaibHas
TUIEePTEH3Us OTMeuajgach B KauecTBE HEXKENaTeNbHOTO sBieHHsS y 6,5 % MalueHToB,
npuHUMaBIIuX ¢uHronumon B no3ze 0,5 mr, u y 3,3 % mauueHToB, NPpUHUMABIIMX I1ane6o. Bo
BpeMs Tepanuu npenapartom I'unenna® ciemyeT perynspHo KoHTponuposaTh AJl.

Hvixamenvnas cucmema

Uepes 1 Mecsii| mocyie Havasaa MpuMeHeHus npenaparta ['nnerna® oTMeuanoch He3HAYNTENbHOE U
J0303aBUCUMOE CHIDKEHHE oObeMa (opcupoBaHHOro BbIIOXa 3a l-yio cekyHny (ODBI1) u
T Py3MOHHON CTOCOOHOCTH JIerkux 1o okcuay yriepoaa (DLCO); B nanpHENIIEM TOCTUTHY ThIE
3HAUEHUS JaHHBIX IapaMETPOB HE MEHSUIMCh. Y MAIUEHTOB C TSKENIBIM PECIUPATOPHBIM
3a0oneBanueM, (GUOPO3OM JIETKMX H XPOHUYECKOHW OOCTPYKTHBHOM OOJIC3HBIO JIETKHX
buHTOMIMMOJ ClieAyeT IPUMEHSTH C OCTOPOKHOCTHIO.

Cunopom obpamumotl 3a0Hell 3Hyeparonamuu

B ximMHHYeCKUX U MOCTPErHCTPALIMOHHBIX MCCIEIOBAHUIX OTMEUEHBI PEJIKUE CIydau pa3BUTHSA
CHHZIpOMa 00paTHMOil 3a1Hel HIedanonaTuy Ipu MpUMeHeHun npenapara [unerna® B 103e
0,5 Mr co crnemyromeil CUMIITOMATUKOW: MHTEHCUBHASI TOJOBHAs 00Jb C BHE3aIHBIM HaudajoM,
TOILIHOTA, PBOTA, HApyLIEHHWE CO3HAHUS, PacCTpOMCTBO 3peHus u cynoporu. CocTosiHHE, Kak
IPaBUJIO, OOpPAaTHMO, HO MOXKET YXYIIIAaTbCsA, B TOM YHCIIE€ MPUBECTH K HIIEMHUYECKOMY WU
reMOpparu4eckoMy HMHCYJIbTY. 3aJep’KKa B MOCTAHOBKE TUArHo3a W JICYEHUH MOXET BECTU K
CTOWKHM HEBPOJIOTMYECKUM HapyiieHusM. [Ipu mojgo3peHun Ha CHHAPOM OOpaTUMOM 3aaHei
sHIe(aTonaTuy npyueM npenapara I'unenna® ciemyeT IpeKpaTHTh.

Panee nposoousuieecs neyenue UMMYHOOENpeccanmamil u npenapamamit, MoOUGUYUPYOuWUMU
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meueHue 3a001e8aHUsA

Wccnenosanuii o oueHke 3GQpeKTHBHOCTH U Ge30macHoCTH npenaparta I'unenna® y nauueHTos,
NMepeBe/IecHHbIX Ha Hero ¢ TtepudiayHomMuaa, AuMeTwiIdymapara W ajleMTy3ymada, He
npoBoauiioch. [Ipu 3ameHe Tepamuu APYTUMHU MpemnapaTamMi, MOIUGUIUPYIONIUMHU TEUYECHUE
3aboneBaHus, Ha eueHue mpenaparom 'unenna®, cieqyer NpMHUMATL BO BHUMAHHE MEXaHU3M
JIeMCTBUS paHee MPUMEHSIEMOro Ipenapara, a TakKe YYUTHIBATh IIEPHOJI €T0 MOTYBBIBEICHUS BO
n30eKaHue pa3BUTHS CYMMApHOTO yrHeTaromero 3¢g¢ekra Ha UMMYHHYIO cucTemy. [lpu 3ToM
ClelyeT YYUTBIBaTh PUCK peakTuBanuu 3adoneBaHus. [lepen HauanmoMm Tepamuu mIpenapaToMm
Tunenna® ciemyer NoJIy4uTh pe3yldbTaT OOIIEKIMHAYECKOTO aHaIN3a KPOBU C JIEHKOIUTapHOMH
(GbopMyJI0ii, BBITTOJIHEHHOTO IOCJIE OTMEHBI MPEIIIECTBYIOMEH Tepamnuu, 4TOObl YyOeAUThCS B
MpEeKpaIieH!y ee yraeraromero 3p¢exra Ha UIMMYHHYIO CUCTeMY (HampuMmep, IUTOTICHUN ).

VY manueHToB, MOMy4YaBIIUX paHee IedeHne HHTep(HEepOHOM WM TTIaTUpaMepa aleTaToM, JICUeHHE
npenapaToMm I'unenna® MoxkeT ObITh HAUATO HENIOCPEACTBEHHO T10CIIE MPEKPALIEH s IPUMEHEHUS
BBIIIICYKA3aHHBIX MIPEIapaToB.

Eciu nmepeBoji ocyllecTBisercs ¢ aumeTuadymapara, npenapar I'unenna® ciefyer HauMHATH
MPUMEHSTD JIUIIb [OCIe IEPUOa BHIMBIBAHHS, IOCTATOYHOTO JJI1 BOCCTAHOBIICHUS MOKa3aTenen
KPOBH.

Kakx mnpaBumo, nnsi momHOro BBIBEACHHUS HaTaiduzymaba TpeOyercs 2-3 Mecsiia ¢ MOMEHTa
npeKpaieHus Tepanui. BeiBenenue tepudayHOMUIa W3 TUIA3Mbl KPOBH MEIJICHHOE U MOXKET
3aHMMaTh OT HECKOJBbKHUX MECSLEeB N0 2JeT 0e3 MpOoBeNeHUS NPOLEeaAypbl YCKOPEHHOIO
BBIBE/ICHUSA.

PexoMenyercs mpuberaTh K Mporie1ype YCKOPSHHOH AIMMHUHALINN, OTICAHHON B HHCTPYKIIHH TI0
MEIUIUHCKOMY TPUMEHEHHIO TepuQIyHOMHIA. B OTCYTCTBHE 53TOH TpoUenyphl IMEpPHO.
BBIMBIBAHUS TOJKEH OBITH He MeHee 3,5 mecsies. [Ipu nepeBojie naueHToB ¢ HaTaaIu3ymabda uin

TepudpyHoMua Ha mpenapar [uienna®

clenyeT coONI0AaTh OCTOPOKHOCTh W YUHTHIBATH
BO3MO>KHOCTbH JIOTIOJTHUTENIBHOTO IEUCTBUSI HA UMMYHHYIO CUCTEMY.

AnemMTy3yMa0 oOKa3bIBaeT TIIIyOOKOE M MPOJOJDKUTEIFHOC HMMYHOCYIIPECCHBHOE ICHCTBHE.
[Tockonbky (akTHyeckass MIWTETLHOCTh MOAOOHOTO JEHCTBHSI HEW3BECTHA, IPUMEHEHHUE

npenapata ['unenna®

IMMOCJIC MPCKpaAllICHUA TCpPaAIluU aJ'ICMTy3y'Ma6OM HC PCKOMCHIOBAHO, 34
HCKIIFOYCHUCM CJIY4acCB, KOIrla OXuJacMasd I10Jib3a IIPCBLIIIACT BO3MOXKHBIH PUCK JIA
KOHKPCTHOT'O MalreHTa.

Pemenne o JJIUTCIIBHOM IPHUMCEHCHUN KOPTHKOCTCPOHUJOB B KAUCCTBC COMYTCTBYIOIIUX
npenaparTroB CIACAYCT IPUHUMATD IMOCJIC THIATEIILHON OIICHKHU.

OonoepemeHnnoe npumeHenue MOWHbIX UHOYKMOpos usogepmernmos CYP450

[Ipn npumeHeHuM ¢GUHTrONMMOJA OJHOBPEMEHHO C MOIIHBIMH HHIYKTOpaMU H30(EpMEHTOB
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CYP450 cnenyer cobOmrogath OCTOpPOXHOCTh. OMTHOBpEMEHHOE NpPUMEHEHHUE 3Bepo0Os He
peKoOMeHayeTCsl.

3nokauecmsenuvie HO800OPA308aHUSA

3nokauecmseeHubie HOBOOOPA30BAHUSL KOHCU

VY manueHToB, NOJIYyYaBIIUX Ipernapar, OTMEUYEHO pa3BUTHE 0a3albHOKIETOYHON KapIMHOMBI
JpYyruX HOBOOOpa30BaHUI KOXKH, BKJIIOYAs 3J0KAUYECTBEHHYIO MEJIAHOMY, IJIOCKOKJIETOYHYIO
KapiuHoMy, capkoMy Kamomu, kxapuuHomMy w#3 KieTok Mepkens. CreayeT COXpaHSITh
HAaCTOPOXKEHHOCTh B OTHOIIIEHUU HOBOOOPAa30BaHMI KOXH, a B Hauaje JCUYCHUs PEKOMEHIYeTCs
IPOBECTU MEAULIMHCKOE 00CIeIOBaHNE C OCMOTPOM KOXKHBIX TOKPOBOB. B mocienyromem Takoe
obcneoBaHNe PEKOMEHIYETCSl MPOBOANTH KaXKJble 6-12 MecsieB 0 yCMOTPEHHUIO JICUaIero
Bpaua. [Ipu oOHapy)eHnH nopaskeHui, BEI3bIBAIOIINX [TO103PEHUS, TAIIUEHTA CIeyeT HAalpaBUTh
K IEpMaTOJIOTY.

[IpuHKMas BO BHUMaHUE PUCK Pa3BUTHS 3I0KaUE€CTBEHHBIX HOBOOOPA30BaHUN KOKH, MAI[EHTOB,
NOJTYYarOIUX (UHTOJIMMO/, CIEeIyeT MPEeIyNpeIuTh 0 HEOOXOJUMOCTH HCIIOJIb30BAaHHSI CPEICTB
3auThl 0T Y®-u3nyuyenus. Ha ¢one npumenenus ¢uHroiammona MalMEHThl HE JOJIKHBI
nojay4ats (oToTepanuio ¢ ucnoyb3oBanueM Y ®-B uznydenus wiu poroxumuorepanuio PUVA.
Jlumgpomut

B xinHHYecKuX HCCIENOBaHUSIX U B MEPUOJ MOCTPETUCTPALMOHHOIO NPUMEHEHHUs Ipernapara
HaOMIOJAINCh Clydan pa3BUTUs TuM@ombl. ONMCaHHbBIE CTy4an ObLUTH TE€TEPOreHHBIMH 1O CBOCH
pHUpoJie, B OCHOBHOM BCTpedallach HEXOJKKMHCKasg JuMpoma, Bkiouyas B-kierounsie u T-
kinetounble auMdombl. Mmenu mecto cimydam T-kierounoil nuMdombl Koxku (TpruOOBUIHON
IPaHyJIEMBI).

Bosepam akmuenozo 3aboneéanus (peyuous) nocie ommenst mepanuu npenapamom I unenua®
B mocTtpeructpalilnioHHOM MepUoJie OTMEUaINCh CIydau TsDKEJIoro o0ocTpeHHs 3a00JIeBaHUS Y
MAIMeHTOB, MPEKPAaTUBLINX MPUMEHITh (puHronumon. Kak mpaBuio, yxyJIIIeHHE COCTOSHUS
IPOMCXOIUIIO B TeueHHE 12 Heelnb, HO TaKkKe ObUIM OTMEUEHBI ClTyyal yXyIIIeHUs B TeueHue 24
u Oojee Heaenb IOCIE OTMEHBI TEpalMM MpenaparoM. B cBs3u ¢ 3TuM cienyeT coOnroaaTh
OCTOPOKHOCTh MpU OTMeHe Tepamuu npemnapatoM Iunenna® Ecnu HeoOxomuma OTMeHa
npemnaparta, MalueHTOoB ClelyeT HaOIIoAaTh Ha MPEeIMET Pa3BUTHS COOTBETCTBYIOIIUX CHUMITOMOB
Y IPU3HAKOB U MPOBOJUTH HEOOXOIUMOE JICUCHHUE.

Onyxonenododusvie ouazu demueruHu3ayul

B nocTtpeructpaiinoHHOM MepHo/ie BBISIBICHBI PEIKHE ClTydan (pOpMUPOBAHUS OMYX0JIEHIOJ00HBIX
OuaroB JeMHEIMHU3ALNU, CBSi3aHHBIX ¢ oboctpernnem PC. B cimyuae Tspkenoro obGocTpeHus
cienyet npoectd MPT i uckimroueHus omyxonenoo0HbIx odaros. Jlevamniemy Bpady cieayer

paccMOTpeTh BONpoc 06 oTMeHe npenapara [unenna® nHAMBUYanbHO, IPUHUMAs BO BHUMAHUE
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MOJIb3Y ¥ PUCKH Y KOHKPETHOTO MAaIUeHTa.
Ipexpawenue neuenus puneorumooom

[Tocie oT™MeHBI ieueHHus (HUHTOIMMOIOM HEOOXOAUM O-HENeNbHBI UHTEPBAI 0€3 JICUCHUS IS
BBIBEJICHHsI (PUHTOJIUMOJIA U3 KPOBOTOKA; TAKOW CPOK OMPECIISETCS TIEPUOIOM 0Ty BBIBEICHHUS
npenapata. [Ipu npekpaimieHuu npueMa npenapara HeoOXoUMO YIUTHIBATh, YTO HOpMaTH3aIus
KOJIMYECTBA JTUMQOIMTOB TPOUCXOAHUT depe3 1-2 Mecsla IMocie MOCISAHET0 TPHUMEHEHUS
npenapara I'unenna®, XoTs B psjge cilyyaeB JUis IIOJHOTO BOCCTAHOBJIEHHS TpebyeTcs
3HAYUTEIBHO 0OJIbIle BpeMeHU. [10CKOIBKY MPU MPUMEHEHHH UMMYHOJICTIPECCAHTOB B TCUCHUE
1-2 MecsiLieB Tocle IpeKpalleHus Ipuema npenapara I'unenua® BO3MOMKHO JOMOIHUTEILHOE
yTHETaIIee IeiCTBHEe HA UMMYHHYIO CHUCTEMY, HEOOXOAMMO COOJIONAaTh OCTOPOKHOCTH IMPH
NPUMEHEHUH TMMYHOICTIPECCAHTOB BCKOPE TOCIIE MPEKPAIICHUS JICYCHUS TPErapaToM.
bepemennocms, puck ons niooa u konmpayenyus

B cBs3M ¢ TOTEHIMAIBHBIM CEPbE3HBIM PHUCKOM I IJI0Ja HEO0OXOIUMO HCKIIOYHUTH
OCpEeMEHHOCTh y JKEHIIMH, O0JaJafoInuX PEnpoAyKTHBHBIM IOTCHIMAIOM, Tepel] HadaioM
npuema mnpenapata ['unenna® MeuIMHCKOMY CIENHUAIUCTy CledyeT OOBACHUTh PHUCKH
HETaTUBHOTO BO3JICHCTBHS ITpenapara Ha TUIOI.

® cnemyer u30eraTh HACTYIUIEHHS OEPEMEHHOCTH M

Bo Bpems Tepanuu npenaparoM ['unenua
OPUMEHSTH YPPEKTHBHBIE METOBI KOHTPAIETIIINN Ha MPOTSHKEHUN BCETO TEPHOa Tepaniy 1 B
TE€YEeHHE 2 MECSLEB MOCie NpeKpalieHus Tepanuu. B ciydae ecinu 0epeMeHHOCTh HacTyNuiia BO
BpeMs Tepanmuu npenapatom ['mnenna®, TO HEOOXOAMMO PacCMOTPETh BOMPOC 00 OTMEHE
npenapata ['unenna®, mpuHUMas BO BHUMaHKE Pe3yIbTaThl HHAUBHIYaIbHON OLEHKH MOIb3bI 1
PHUCKOB Kak IJisi MaTepH, Tak U Juist miona (cM. paznen «l[Ipumenenue npu GEpeMEHHOCTH U B
IIEPUOJ TPYIHOIO BCKAPMIIMBAHMSY, a TaKkKe paszznesl «Mepsl IpeloCTOPOKHOCTH, MOAPA3AECI
«Bo3Bpar akTUBHOTO 3a60J1eBanus (PEUMINB) MOCIE OTMEHBI Tepanuy npenaparom ['unenna®y.
Hayuenmwor 10-18 nem

Ilepen HayaqoM NpUMEHeHUs Ipenaparta IuneHua® cliefyeT NpPOBECTH BCe BAKIMHALMM,

PEKOMCHAOBAHHBIC MCCTHBIM KaJICHAAPEM ITPHBUBOK.

ITPUMEHEHME IIPU BEPEMEHHOCTH U B IIEPUO/ T'PYJJTHOI'O BCKAPMJIMUBAHUSA

Kenwunvl ¢ coxpaneHnbim penpooyKmueHuIM NOMEHYUALOM, KOHMPAYENYUsl y HCeHUJUH

[Tepen HavamoM MpUMEHEHHUsT GUHTOIMMO/IA CIICIYET MOTYyYNUTh OTPHUIIATSILHBIA Pe3yIbTaT TECTA
Ha OepeMeHHOCTb M NPOMHPOPMUPOBATH IKEHIIMH C COXPAHEHHBIM PENpPOIYKTHUBHBIM
MOTEHIIMAJIOM O CEPhe3HOM PHUCKE U TUIOAAa M O HEOOXOAMMOCTH MpuMeHeHus 3(hdekTuBHOU
KOHTpalENMd B TEYCHUE BCErO0 BPEMEHHM NMPUMEHEHHMs MpernapaTa U OKOJIO 2 MECSIEeB Mocie

OKOHYaHHusA JICYCHHA, YTO 06YCJ'IOBJ'I€HO AJIATCIIBHBIM MIEPHUOAOM BBIBCACHUA IIpCriapaTta M
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COXPaHSIOIIMMCSL PUCKOM IS TUIOAA.
bepemennocms

Hmeromuecs: NOCTPerucTpallMoOHHbIE JaHHBIE M CBEJCHMS U3 PErucTpa ClIy4aeB OEpeMEHHOCTH
NO3BOJISIIOT ~ IpeArosiararb, 4YTO JiedeHUE (UHTOJIMMOJIOM CBSI3aHO C  YBEIMUYCHHEM
pacmpoCTpaHEHHOCTH CEPhE3HBIX BPOKIACHHBIX aHOMAIUN Pa3BUTHS MO CPABHEHMIO C OOIICH
MOMYJIALIUEH.

Ha nmpoTskeHun Bcero BpeMeHH IPUMEHEHUs IpenapaTa cileyeT IPUMEHATh HaJleKHbIE METO/IbI
KOHTpalenuuin M u30eratb HacTyIUIeHUs OepeMeHHocTH. B ciydae eciu OepeMEeHHOCTb
JMAarHOCTUPOBaHAa BO BpeMs NPHUMEHEHUs IpenapaTa HEOOXOJUMO PacCMOTPETh BOIPOC 00
OTMEHE Tpernapara, IpUHUMAasi BO BHUMaHHUE pPEe3yJIbTaThl WHAWBUIYATBHON OLIEHKU TIOJIB3BI U
PHUCKOB KakK Ul MaTepu, Tak U A mwioaa. Ciuenyer NpelocTaBUTh MEIUIMHCKOE 3aKJII0YEHUE O
pHCKax HEraTMBHOIO BO3JCHMCTBUS Mperapara Ha IUIOJ, a TaKXe IPOBECTH KOHTPOJIBbHOE
oOcnenoBanue (HalpuMep, yJIbTPa3BYKOBOE HCCiIeq0BaHue). Takxke HEOOX0UMO TPUHUMATh BO
BHUMaHHWE PHUCK TSHKENIOro OO0OCTpeHMs 3a00JeBaHUS Yy JKCHIIUH, MPEKPATHBIIUX IPHEM
(GuHromMMOAa B CBA3M C HACTYIUICHMEM OEpEMEHHOCTH WM B CBS3M C IUIAHUPYEMOH
0EepeMEHHOCTBIO, TOITOMY MALMEHTHI JOJDKHBI OOCYIUTH C JIeYalllUM BpauoM ajJbTepHATHUBHBIE
BapUAHTHI JICUCHUSI.

B wnccnenoBanusx Ha )KMBOTHBIX ObLTA BBISBICHA PEMPOAYKTUBHASI TOKCUYHOCTB, BKITFOUABIIAS
ru0eIb 1102 U MOPOKU Pa3BUTHSI OPTaHOB, B YaCTHOCTH HE3apallleHHe apTepHabHOTO MTPOTOKA
1 1eeKThI MEXOKETYI0YKOBOH meperopoaku. Kpome Toro, U3BeCTHO, YTO PEIENTOP, HA KOTOPBIN
neiictByer ¢uHronumon (peuentop chunrosun 1-docdara), ydactByer B GHOpMUPOBAHUU
coCy10B B aMOpHorenese. J[anHble 10 MPUMEHEHUIO (UHToIUMOo/1a y OepeMEHHBIX OTPaHUYCHBI.
KenmuHam, TUIaHUPYIOIUM O€PEMEHHOCTB, CIeIyeT IPEKPaTUTh IPUEM TIperapara 3a 2 Mecsa
710 3a4aTusl.

[lpu npocnextuBHOWH oueHke Oonee 600 ciydyaeB  OepeMEHHOCTH, 3aBEPLIMBIIUXCS
KHUBOPOXKIEHUEM, MEPTBOPOXKICHHUEM HIIU MPEPhIBAHUEM OCPEMEHHOCTH BCIIEACTBUE aHOMAJIHMA
pasBUTHs IJIOJa B pe3yibTare BO3ACUCTBUS (MHTOJMMOAA HAa MaTh B TIEPUOJ TECTAIWH,
3apEeruCTPUPOBAHHBIX B IOCTPETUCTPALMOHHOM NEPUOAE, OIS KPYITHBIX BPOXKICHHBIX aHOMAJIHH
pasBUTHS cOCTaBUIa NPUOAM3UTENBHO S5 %. PacnpocTpaHEHHOCTh KPYINHBIX BPOXKIEHHBIX
aHOMaJIM{ pa3BUTHUS B OOIIEH MOMyYIISALUU COCTAaBIsACT OT 2 110 4 %.

[laTrepn aHOManuii pa3BUTHA, 3aPETUCTPUPOBAHHBIX HAa (OHE JICYCHHS (HHTOIMMOIOM,
aHAJIOTUYEH TAaKOBOMY B OOIIEH MOMYJISILMU, NPU 3TOM YacTbIMH CEPhE3HBIMU AHOMAIUSAMHU
pa3BUTHS ABISIOTCS:

o BpoxneHnHsle  mopoku  cepana,  Hampumep,  Ae(EeKTbl  MEXIpeICepIHOM U

MEXIKEITy I0UKOBOM NIeperopoiok, rerpaga dano;
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° AHOMaINH MOYEK;

o AHOMaJTMU KOCTHO-MBIIIIEYHON CUCTEMBI.

CBeneHusi 0 KiacTepu3aluy Crenu(DUUECKUX aHOMAaJIUil CTPOCHHs, CBSI3aHHBIX C JICYEHHEM
(UHTOTMMOIOM, OTCYTCTBYIOT.

Janaple o BIMSHUM (UHTOIMMONA HA COKPATHTEIBHYIO JEATEIBHOCTh MATKH W POIBI
OTCYTCTBYIOT.

I'pyonoe ecxapmnusanue

OUHTOIMMO/I TPOHUKAET B MOJOKO JAKTUPYIOMIUX >KMBOTHBIX. YYHTHIBAsS BO3MOXHOCTH
Pa3BHUTUS CEPbE3HBIX HEXKENATENbHBIX PEaKIUid y MIIAJCHIICB, MOMYUYaoIUX TPYIHOE MOJIOKO,
YKEHITUHAM, TPUHUMAIOIIUM (DHHTOTUMO/I, CIIeAyeT IPEKPATUTh TPYIHOE BCKapMIIMBaHUE.
DepmunbHocmo

JlaHHbIE TOKIMHUYECKUX MCCIEIOBAHUN HE CBUICTEIBCTBYIOT O MOBBIIIEHHOM PUCKE CHIKEHUS

¢depTriibHOCTH Ha (POHE TPUMEHEHUST (PUHTOTUMOJIA.

C1IoCcOb MIPUMEHEHMS U 10361

Jleyenue creayeT HauMHATH U MPOBOAMTH TOJBKO TMOJ KOHTPOJEM Bpaya, UMEIOLIETO OIBIT
neuyenus PC.
Jlo3wi

PexoMenmyemas qo3a npemnapara y JeTei U moJapocTkoB crapiie 10 jeT ¢ maccou tena

>40 xr u y B3pocabix coctaBiuseT 0,5 mr (1 karcyna) BHyTpb | pa3 B CyTKH BHE 3aBUCIMOCTH OT
BPEMEHH MpUEMa TTHIIH.

HeobxomuMo HaOIIOAATh MAlMEHTAa IMOCIIe MPUMEHECHHSI TIEPBOH JT03bI Mpernapara 0JMHAKOBO KakK
Npy Hayane jedeHHs npemnapaToM 'unenua®, Tak M mocie HpueMa HepBOM J03bl, B CIydae
MpEepHIBAHUS TEPAITHHU:

- Ha 1 eHs u OoJiee B TEUCHUE TIEPBBIX 2-X HEAENb TCPaIuy;

- Oosice yeM Ha 7 gHeH Ha 3-1 nin 4-1 HeAele JICUCHUS,

- OoJiee ueM Ha 2 HeJeNIM Mociie TOro, Kak JeUeHrne MpoAoshKaloch Oojiee MecsIia.

Ecnu neuenue mpeprpiBaeTcs Ha 0ojiee KOPOTKUIM MPOMEKYTOK BPEMEHH, YeM YKa3aHO BHIIIIE,
JIeYeHHUE CIIeTyeT MPOAOKATh CO CIEAYIONIECH 3aIIaHUPOBAHHOM T03bI.

Ilpexpawenue neuenus Quueonumooom (cm. paszden «Mepvl npedocmopodcHocmu  npu
NpUMeHeHUU»)

[Tocne oTMeHBI nedeHns (GUHTOTUMOIOM HEOOXOAUM 6-HENEeNbHbBIN UHTEepBal 03 JeueHus Ams
BBIBEICHUS (DMHTOJIMMO/Ia U3 KPOBOTOKA; TAKOH CPOK OMPEEINIICTCs MEPUOIOM MOy BhIBEICHUS
npemnaparta. [Ipu mpekpameHuy npueMa rnpenapara HeoOXoUuMO YIUTBIBATh, YTO HOPMaTH3aIUs

KOJIMYeCTBa JUM(OIIMTOB TPOUCXOAHUT uepe3 1-2 mecsna Mocie IMOCIASAHETO MPUMEHEHUs
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®, X0Td B pAac cCiydacB JIA IMOJIHOTO BOCCTAHOBJICHUSA Tp€6yeTCH

npenapara ['mnenua
3HAYUTEIBHO OOJIbIIe BpeMeHU. B 3TOT meproj HeoOXOAMMO COXpaHATh HACTOPOKEHHOCTH B
OTHOIICHUHU pa3BUTHs MHekuuii. [lanneHToB ciaeayeT NpOUHCTPYKTUPOBATh O HEOOXOAMMOCTH
He3aMeUIUTEIHHO CO00IaTh Bpauy 000 BceX CUMNTOMaX WH(EKIMH B TeUeHHE 2 MECAIIEB MOCIIe
oTMeHbl ¢uHronumoza. I1ockoibKy NpU NPUMEHEHUH HWMMYHOJENPECCAHTOB B TedeHue 1-2
MeCSIEB Mocjie HpeKpalleHus npueMa Ipenapata Iunenna® BO3MOXHO JOIOJHUTEIHHOE
yTHeTarouee JedcTBUe Ha UMMYHHYIO CHCTEMY, HEOOXOAMMO COOJI0aTh OCTOPOKHOCTH MpPU
MPUMEHEHNN UMMYHOJETPECCAHTOB BCKOPE MOCIE MPEKPALLECHUS JICUEHUS TPENapaToM.
OCTOPOXKHOCTD MPH MPEKPALICHUN TEPANTUN (UHTOTUMOIOM TaKKe celyeT coON0IaTh B CBA3U
¢ puckoM penuausa. Eciu ormena npenapara ['unenna® Heo6Xomuma, B HEPHOJ MOCTIE OTMEHBI
MAIMEHTOB ClIelyeT Ha0Ii01aTh Ha MpeaMET MPU3HAKOB BO3MOXKHOT'O pEeLUINBA 3a00I€BaHUSI.
Ilayuenmuvr cmapwie 65 nem

V nauueHToB B Bo3pacTe 65 jeT W crapmie npenapaT [ uieHua® cieayeT NpUMEHSATH C
OCTOPOYKHOCTBIO BBU/IY HEJJOCTATKa TAHHBIX MO OE€30MAaCHOCTH U 3(PPEKTUBHOCTH.

Hapywenue ¢pynkyuu novex

B kmoueBblx uccnenoBaHusx npu PC npumeHenue mpenapata Iunenna® y manueHToB C
HapymeHUs MU (QYHKIIMM TOYeK He u3ydaind. Ha OCHOBaHMM JaHHBIX HCCIEIOBaHMNA IO
KJIMHUYECKON (papMaKOJIOrMM KOPPEKTUPOBaTh J03Y Mpenapara y MalUeHTOB ¢ HapyLICHUSIMU
(GyHKIMH TOYeK He TpedyeTcsl.

Hapywenue ¢pynkyuu neuenu

[Ipumenenne npenapara I'mnenna® y MalMeHTOB ¢ HapylleHHeM (GYHKIMH TIEYeHH TSKeIoi
crenenu (knacc C no knaccudukanuu Yaina-I1s10) mpoTuBomnokaszaHo.

Koppexkmun 10361 npenapara y ManueHToB ¢ HapylIeHHeM (YHKIUU TI€YSHH JISTKOW M CpeIHEe
CTENEHH TSDKECTH He TpedyeTcsi, OJIHAKO cieayeT CcoOMIoAaTh OCTOPOKHOCTh B Hayaie
MIPUMEHEHUS Mpenapara y NalueHTOB JaHHOU IPYMIIbI.

Caxapnvtii ouabem

HccnenoBanuii o npuMeHeHUIo npenapara [unenna® y MalueHToB ¢ caXapHbIM HabeToM He
npoBoauiioch. HeoO6xoaumo coOioaTh OCTOPOXHOCTh MpU MPUMEHEHHM Ipenapara y
NAlMEHTOB JaHHOW KaTEropuu M3-3a PUCKA Pa3BUTHUSL MAKYJSIPHOTO OTEKa. Y TaKUX MalUEHTOB
CJIEZlyeT PeryJsipHO HPOBOJUTH O(PTAIBMOJIOIMYECKHE 00CIeOBaHMS Ha MPEAMET BBISBICHHUS
MaKyJIIpHOT'O OTEKa.

Tayuenmol maaowe 18 nem

D¢ deKkTUBHOCTL U 6e30MacHOCTh MpUMEHeHus TNpenaparta I'mnenua® y neTeit B Bo3pacTe 10

10 5ieT HE yCTaHOBIICHBI.
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IIOBOYHOE JEACTBUE

Pe3ztome npogpuna 6ezonacnocmu

JlanHble 10 6Ge30macHOCTM HpHUMeHeHHs mpenapaTta [unenua® momydeHsl B ABYX Mane6o-
KOHTPOJIHUPYEeMbIX KinHu4Yeckux uccuenoBanusx III ¢aspl m knmuHMueckoM wuccienoBanuu 111
(a3bl ¢ aKTUBHBIM KOHTPOJIEM y B3POCIBIX NAlMEHTOB ¢ peruauBupyomum PPC. O6mee uncio
NalKMeHTOoB, NodyJapiux npenapaT ['wienna® B mo3ax 0,5 mr umm 1,25 mr, cocrasmio 2431. B
JBYXJIETHEE TuTarie00-kKoHTpoaupyemoe kauandeckoe uccneaopanue D2301 (FREEDOMS) 6b110
BKIIIOUEHO 854 B3pOCHBIX MAIMEeHTa, MOIY4YaBIIMX (PUHTOIUMOMA, ¥ 418 B3pOCIBIX MAIMEHTOB,
nojy4aBIux Iuiane6o. B aByxieTHee miane00-KOHTPOIUPYEMOE KIMHHUYECKOE HCCIICAOBAaHHE
D2309 (FREEDOMS II) 6bu10 BritoueHo 728 B3pociblx nainueHTtoB ¢ PC, momyuyaBmimx
dbuHroMMMO, U 355 B3pOCHBIX MAlMEHTOB, TOJYyYaBIIMX IuTane60. B o0beqMHEHHBIX AaHHBIX
5THX JABYX MCCIEJOBAaHUI TpU MpUMEHeHuH npemapata I'unenna® B mo3e 0,5 MI oTMeyanuch
CIeIyIoUIe cepbe3Hble HexenarenbHble peakuumu (HP): uHdexkumn, makynspHblii OTeK u
Npexosmas aTpHOBEHTPUKYIIsIpHAs Ojlokana B Hadane sedeHus. Hambonee wacto (4acrora
>10 %) npu npumeHeHnuu npemnapara B ao3e 0,5 Mr HaOmOgaNUCh TPUMI, CHUHYCHUT, TOJIOBHAs
007b, quapes, 00JIb B CIHMHE, MOBBIIICHUE AKTUBHOCTU «IMIEYCHOYHBIX» (PEPMEHTOB U Kallellb.
Camoii yacToil NpUUMHOW MpeKpalleHus Tepanuu mpernaparoM (B go3e 0,5 Mr) sBIsIIOCH
MOBBIIIICHUE AKTUBHOCTH anaHuHamuHOTpaHchepassl (AJIT) (2,2 %). HP B omHONEeTHEM
uccinenoBanuu D2302 (TRANSFORMS), BxitounBiieM 849 B3pocibIX NallMEHTOB, MOTYYaBIINX
¢buHronmuMoy (B Tpymme CpaBHEHHUsS NpUMEHsUTH WHTepdepoH Oeta-la), Kak mpaBmiIo, ObUIH
CXOAHBl C  IUIANE00-KOHTPOIUPYEMBIMU  HCCIENOBAaHUSIMH C  Y4eTOM  pa3iuuuii B
IPOAOKUTEIBHOCTH UCCIIEJOBAHMUS.

Hwxe npencraBnenst HP, BbIsiBIEeHHBIE B pe3ybTaTe KIMHUYECKUX UCCIEAOBAaHUM. JIJIsI ONEHKHU
YacTOTHl MCIOJIb30BaHBI CIAEAYIOIIME KpUTepuu: odeHb dacto (>1/10); wacto (>1/100, <1/10);
Hevacto (>1/1000, <1/100); peaxo (=1/10000, <1/1000); ouens peako (<1/10000), HEu3BeCTHO
(HEBO3MOKHO YCTAaHOBUTH 110 MMEIOLTUMCS JAHHBIM).

Hugpexyuonnvie u napaszumapmuvie 3a0601e6aHUs: O4eHb YACMO — TPUII, CUHYCUT; YdACmMO —
uH(EKINY, BbI3BaHHbIE BHUPYCOM reprieca, OpOHXHUT, OTPYOEBUAHBIN JNHIIAN; Hewacmo —
MHEBMOHMSI; HeuzsecmHo — TPOTpeccupyromias MylabTH(OKalbHas JeiKkosHuedanonaTus
(IIMJI)**, KpUNTOKOKKOBBIE MHPEKITHH ™ *.

Hobpokauecmeennvie, 310KayecmeeHuvlie U HeYMOYHeHHble 3a0071e6anUs (8KI0UASL KUCMbL U
noaunsl): yacmo — 6a3aTbHOKIETOYHAS KAPIIMHOMA; Heuacmo — 3I0Ka4eCTBEHHAsI MeaHoMa* * %
peoxo — mumpoma* ** muockokiieTouHas KapuuHoMma™* ***; oyens pedko — capkoma Kamormm ™ ***;
Heu38ecmHo — KaplMHOMa U3 KJIETOK Mepkens™**,

Hapywenus co cmopoHbl Kposu u Jaumgamuyeckou cucmemvl: uacmo — JIAMQOTCHUS,
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JCHKOTICHUS, Heuacmo — TPOMOOIIUTOTICHHSI; Heu3gecmuo — eprudepruaeckue OTeKu™* **,
Hapywenus co cmopoHbl UMMYHHOU CUCMEMbl: 4ACMOMA Heu36ecmHa — PEaKIuH
THIIEPYYBCTBUTEIBHOCTH, BKIIOYAs ChIIIb, KPAIMBHUILY U aHTHOHEBPOTHUYECKUI OTEK Ha JTare
Hayvana JeUeHHs * **, ayTOMMMyHHas TeMOJUTHYECKast aHeMus ***,

Hapywenusa ncuxuku: yacmo — NeTpeccust; Heuacmo — ACTIPECCUBHOE HACTPOCHHE.

Hapywenus co cmopoHbl HepeHOU CucmeMvl: O4eHb Yacmo — TOJOBHAas OONb; uacmo —
TOJIOBOKPY)KEHUE, MUTPEHB; Heuacmo — CyAOPOXKHbIC TPUCTYIIBL; pedKo — CHHIPOM 00paTUMOi
3aHel dHIeATONaTUH™; HeuszsecmHo — TKEIOe YXyAUICHHE 3a00JIeBaHUS TOCJIEC OTMCHBI
npernapara.

Hapywenus co cmoponsl opeana 3peHus: 4yacmo — HeYeTKOCTh 3PEHHS; Heudcmo — MaKyJISIPHBIT
OTeK.

Hapywenus co cmoponwsl cepoya: yacmo — Opaaukapaus, aTpUOBEHTPUKYIISIpHAst OJI0Kaaa; ouens
peoko — uHBepcus 3yoma T***,

Hapywenus co cmopoHbl cocy0os: uacmo — noBsiienne AJl.

Hapywenus co cmopoHvl ObIXamenibHOU CUCEMbL, OP2AHO8 SPYOHOU KIemKU U CPeOOCeHUs.:
OUeHb Yacmo — Kallellb; 4acmo — OJIbIIIKA.

Hapywenusa co cmopoHbl d#ceny0ouHo-Kuueuno2o mpakma: o4eHs 4acmo — Tuapes; Heuacmo —
TOILIHOTA ***,

Hapywenus co cmopoHbl neueHu U Hcenye8bleOOAWUX Nymell: Heu3gecmHo — TOpaKeHUe
neyeHu™**,

Hapywenus co cmopomwl Kodicu 1 NOOKONCHbIX MKAHEU: 4acmo — dK3eMa, aToNeIns, KOXKHBIH 3y1.
Hapywenus co cmoponsi ckenemHuo-mululeyHoll U COeOUHUMeNbHOU MKAHU: 04eHb 4acmo — 00Ib
B CIIMHE, HeU36€CMHO — MAAJITHUS, apTPAIITHSL.

Obwue paccmpoiicmea u HapyuleHus 8 Mecme 66€0eHUsl: 4acmo — aCTCHHUSL.

JlabopamopHvle u uHcmpymenmaibHble OAHHbIE: O4eHb YACMO — TIOBBIIICHUE aKTUBHOCTH
«me4eHouHbIx» ¢pepmentoB (AJIT, I'TT (ramma-rmyramuntpancdepassl), ACT); wacmo —
MIOBBIIIICHNE KOHIEHTPAIMU TPUTIIUIEPUAOB KPOBH; Heyacmo — HEUTPONCHHS;, HeU38eCmHo —
CHIDKEHHE MAacChl TeJIa.

*HP ne ommeuanace 6 uccneoosanusx FREEDOMS, FREEDOMS Il u TRANSFORMS. Yacmoma
ykazana u3 pacuema una 10000 nayuenmos, nonyuasuiux QuHOIUMOO 80 BCEX KIUHUYECKUX
uccne008aHusx.

*E[IMJT u kpunmokokkoevle uH@pexyuu (8KI0UAs KPUNMOKOKKOBLIU MEHUHSUN) OMMeUaluch 8
noCmpe2ucmpayuoHHOM nepuooe.

**% HP, 3apecucmpuposantbie u3 CHOHMAHHBIX COOOWEHUU U TUMepamypbi.

*Ex* Kameeopus uacmomol 6cmpeuaemMocmu U OYeHKa puckos 0CHo8ana u3 paciema na >24000
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nayuermoe, noaydasuiux d)uHZOJZLlMO() 6 003e 0,5 M2 8 KIUHUYECKUX UCCNeO08AHUSIX.

Onucanue omoenbHbIX HeMHCeNamenbHbIX PeaKyuil

Unghexyuu

[Ipn npumeHeHuM npenapaTta B KIMHUYECKUX UccienoBaHusaX B go3e 0,5 mr y manuentos ¢ PC
obmrass gacrora uHpexnmii (65,1%) Oblma cxoqHON C TakoBoW B rpymme muiane6o. OgHako y
NAlMEHTOB, MOJy4YaBUIMX (UHIOJIMMOA, 4Yalle OTMEYaIUCh HMH()EKIMHM HHXKHHUX OT/AEJIOB
JIBIXaTeIbHOM CHUCTEMBI, B TEpPBYIO oOuepelb OpPOHXWUT, WU B MEHBUIEH CTENeHU HH(EKLIuH,
BbI3BaHHBIE BUPYCOM Ieplieca, i THEBMOHMSL.

[Ipn newenun npemnapatoM B a03e 0,5 Mr ObLIM 3aperuCTPUPOBAHBI HECKOJBKO CIyyacB
JIMCCEMUHHPOBAHHOTO I'epIieca, BKIKYas CIydau cO CMEPTEIbHBIM UCXO0M.

Cnywyan unpexkunn BIIY, Brmrouas nmanwuiomy, auciiasuto u BIIU-accoumupoBaHHBIN pak,
HaOJI01aMCh B IOCTPETHCTPALIMOHHOM TIepUoJe MpUMEHEHHUs mpenapara (cM. pasznen «Mepsl
IPEIOCTOPOKHOCTU IPU IPUMEHEHUN) ).

B mocrpernctpaniliOHHOM MEpHOAE OTMEUYEHBbl CIy4al pa3BUTHS  ONIOPTYHUCTHUYECKUX
uH(EeKINH, BEI3BAHHBIX BUpycaMu (HampuMep, BUPYC MpocToro repreca (herpes simplex virus,
HSV) wniu Bupyc omosiceiBaromero repreca (varicella zoster virus, VZV), KOTOpbIE MOTYT
NPUBECTH K MEHUHTHUTY/3HIIE(DANNTY), BUPYC, BbI3biBatonuii pazsurue [IMJI (John Cunningham
virus, JCV)), rpuOkamu (Hampumep, KpPUIITOKOKKAMH, BBI3bIBAIOUIUMH KPUITOKOKKOBBIN
MEHUHTHUT) WA OaKTepUsMH (HampuMep, aTHMUIHBIC MUKOOAKTEPHH ), B TOM YHCJIC C JICTATHHBIM
UCXOJIOM.

Maxynapnuiii omex

B xnuHnueckux uccnenoBaHusx y nanueHToB ¢ PC yactoTa oreka Makyisbl PU MPUMEHEHUU
npenapata B no3e 0,5 mr cocrasisna 0,5 %, a npu npumeHeHUH B O6osee BbICOKOM no3e 1,25 mr
—1,1 %. B GonbIIMHCTBE Cily4aeB pa3BUTHE MAKYJSIPHOIO OTeKa HaOIIolanioch B TE€4YeHue 3-
4 Mecs1eB Mocie Havana jJeueHus. B psze ciydaeB HaOMr0a1Csa OTEK MaKyJIbl 0€3 KIMHHYECKUX
IPOSIBJIICHUH (BBISIBICHHBIA TPU PYTUHHOM O(TaIbMOIOTHIECKOM 00CIIEIOBAHUM), Y HEKOTOPBIX
NAlMEHTOB MaKyJISIPHBIM OTEK COMPOBOXKAAJICA HEYETKOCTBIO 3PEHMS WIM CHHKEHHUEM OCTPOTHI
3penust. Ilpu mpekpaiieHuu JedeHus mpenapaToM B OOJNBLIIMHCTBE CIIy4aeB HPOMCXOIUIIO
YMEHBIIEHNE BBIPA)KEHHOCTH WJIM CIOHTAHHOE pa3pelleHUe JaHHOIO COCTOsSHUA. Puck
MOBTOPHOTO BO3HUKHOBEHUS TI0CIIE BO30OHOBJICHHUS TEPAIIH HE H3YUCH.

YacroTa pa3BUTUSI MaKyJISpHOIO OTEKa MOBBIIANACh MPU HAIW4YMKM B aHamHe3e yBeuta (17 %
Cpey MalueHToB ¢ yBeuToM B aHamHese U 0,6 % 6e3 TakoBoro). Ilpumenenue ¢puHronmumosa He
u3yyanu y nauueHToB ¢ PC u caxapHbIM 1uabeToM, KOTOPBIN XapaKTepHU3yeTCsl BHICOKUM PUCKOM

Pa3BUTHA MAKYJIAPHOI'O OTCKA. B xnmuaNmUecKux HCCICAOBAHUAX Y MMALITUCHTOB C TpaHCHJIaHTaHI/IGﬁ
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MOYKH, KyJ1a ObUTH TaKkKe BKIIOYCHBI MALMEHTHI C CaxapHbIM AMa0eToM, IPUMEHEHHE Mperapara
B J103aX 2,5 MI' 1 5 MT' IPUBOJIMJIO K MOBBIILIEHUIO YaCTOThI Pa3BUTHUS MAKYJIIPHOTO OTEKa B 2 pasa.
bpaouapummus

B kimuHMuyeckux wuccienoBaHuAX y mnanueHToB ¢ PC B Havasne JiedeHus npemnapaToM B
peKoMeHayeMol 03¢ oTMeuanoch TpaH3uTtopHoe cHkenue UYCC wu  3amenieHue
aTPUOBEHTPUKYJISIPHON IPOBOAMMOCTH, MPU 3TOM MakcumaiibHoe cHkeHne YCC Habuonanoch
B TeUeHHUe 6 4 mocie nmpuemMa mnpemnapata B go3e 0,5 mr (cpeanee cHmwkeHue Ha 12-13 ymapoB B
MuHyTY). HCC Menee 40 ynapoB B MUHYTY Y B3pOCIIbIX U MeHee 50 yjapoB B MUHYTY Yy AeTell mpu
npuMeHeHuu npenapara B ao3e 0,5 mr ormedanacs penko. YCC Bo3Bpamanzach K MCXOIHOHN B
TedeHue | Mecdlla peryasipHoro npuMeHeHus npenapata. Kak npasuio, Opaaukapaus npoTekana
0EeCCUMIITOMHO, OJIHAKO y HEKOTOPBIX MAI[MEHTOB PA3BUBAJIUCh CUMITOMBI claboil U cpeaHen
CTETIEHH, BKJIIOYasl apTepHaIbHYIO THIIOTEH3HUIO, TOJIOBOKPYKEHHE, TOBBIIIEHHYIO YTOMIIIEMOCTh
W/ olyuieHue cepauneduenus. IlepeuncieHHble CHMOTOMBI pa3peliaiuCh B TeUeHHE 24 4
1ocJie Hayana JeUYEHUs.

B ximHnueckux uccienoBaHusax y nauueHTtoB ¢ PC B Havane Tepanuu aTpHOBEHTPUKYJISpHas
onokana (AB-6nokana) I crenenu (ymnmunenue untepBana PR wa OKI') mabmionanace y 4,7 %
NaLKMEeHTOB, NoJy4aBIKx npenapar ['unenna® B nose 0,5 mr, y 2,8 % HalMeHTOB, MOMyYaBLIINX
uHTepdepon Oera-la u y 1,6 % B rpynme miane6o. AB-6mokana Il crernenn Obiia BBISBICHA Y
menee ueM 0,2 % B3pOCIBIX NALMEHTOB, MOMydaBmUX mpenapar I'unenna® B nosze 0,5 mr. B
IOCTPErMCTPALIMOHHOM  IIEpUOJE OTMEYEHbl Cllydyau MpPexoJsiled, CcaMOIpPOM3BOJIBHO
pasperniaronieiics monHoil AB-6110kaabl B TeueHHe NEPBBIX 6 U 1MOCiie IPUMEHEHUS NTEPBOM J103bI
npenapara ['wienua®. CUMIOTOMBI pa3pelnaiuch caMoONpou3BoiIbHO. HapyleHus IpoBoIMMOCTH,
Ha0JII0JaeMbl€ KaK B KJIMHUUECKUX UCCIIEI0BAHUSX, TAK U B IOCTPETUCTPALIMOHHOM MEPUOJIE, KaK
IpaBUiIo, ObUIM TPaH3UTOPHBIMU, OECCUMITOMHBIMM U pa3pellajnch B TEUEHHE NEPBbIX 24 4
[OCJIe Hayajga jJedeHus. Y OJHOro MmalHeHTa ¢ acuMmoroMatndeckor AB-Omoxamoit Il crenenu
tuna Mobuti I npuMeHUIN U30NpEeHaNNH, OJHAKO OOJBIIMHCTBY MALMEHTOB MEIHIIMHCKOTO
BMeEIIATEILCTBA HE TPEOOBAJIOCH.

B nocTpeructpainoHHOM IeprOe ONUCAHBI U30IMPOBAHHBIE OTCPOUEHHBIE CITy4an MPeXoasilen
acCHCTOJIMM U HEOOBSACHUMOM BHE3alHOM CMEpTH B TedeHue 24 4 mocjie MEepBOro npuema
npenaparta Ha (oHe OJHOBPEMEHHOT'O NMPUMEHEHHUs APYTUX JEKApCTBEHHBIX MpPENnapaToB W/WIH
COMYTCTBYIOIIEH MaTOIOIHH, OJHAKO CBA3b MEXIy MpueMoM Ipenapara ['wienua® u qaHHBIMU
COOBITUSAMM HE IOKa3aHa.

Apmepuanvroe oasnenue (A/])

B ximHn4eckux uccienoBaHUsIX IpU NIpUMEHEHUHU npemnapara B go3ze 0,5 mr y nanuentos ¢ PC

OTMEYaJIoCh HEOOJBIIOE MOBBINIEHUE cHUCToaMYeckoro AJl B cpegHeM Ha 3 MM pT. CT.,
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muactonnueckoro AJ[ — ra 1 MM pt. cT. [ToBbimenue AJl Habm01a10Ch MPUOIU3UTEIHHO Yepe3
1 Mecsn mociie Hayasa JEUYEHUs: U COXPaHsUIOCh NpU MpojoskeHun Tepanuu. [losbimenne AJ]
oTMeuanoch y 6,5 % manmeHToB, MoiydaBmux npenapar 'unenna® B nose 0,5 Mr (B rpymme
wiane6o y 3,3 % mnanuenTtoB). [lo AaHHBIM MOCTPErMCTPALMOHHBIX HAOMIOJACHUN Cclaydyau
noBbilIeHNs AJ] oTMeHalnch B TEUEHUE IIEPBOTO MECsIa JIEYEHNS U B TIEPBbIH I€Hb IPUMEHEHUS
npernapara, MpU 3TOM B HEKOTOPHIX ClIydasX TpeOOBajJoOCh NPUMEHEHHE THUIIOTCH3MBHBIX
TIpenapaToB WM NpepbIBaHKE JieueHus npenapatoM [unenna®.

Hapywenue ¢pynkyuu nevenu

B xnmHMUYECKHX HccIe10BaHUAX Y B3pOCbIX NAaueHToB ¢ PC, nomy4aBIuyx jgeueHue npenapaTom
Iunenna® oTMeYanoch MOBBINIEHHE AKTHBHOCTH  «IIEYEHOYHBIX»  (epMeHTOB. Ilpu
pexomenayemoit noze 0,5 mr B 8,0 % ciayuaeB oTMeYasloch OECCUMITOMHOE MOBBILICHHE
aktuBHocTH AJIT >3 X BI'H (BepxHss rpanuua Hopmsbl) u B 1,8 % cioyuyaeB — B >5 x BTH. ¥V
HEKOTOPBIX TALMEHTOB IpU BO30OHOBJICHHWU TEpaluyd OTMEYAJIOCh IOBTOPHOE IOBBIIICHHE
AKTUBHOCTH «II€YEHOYHBIX» TpaHCAMHHA3, 4YTO MOATBEpPXKJAaeT CBA3b C Ipenaparom. B
KJIMHUYECKUX HCCIICOBAHUAX MOBBILIEHNE aKTUBHOCTH aMHHOTpaHC(epa3 MOIJIO BO3HUKATh B
ar000oe BpeMs B XOJI€ JIEYEHHs, OJHAKO B OOJIBIIMHCTBE CIIy4aeB OHO BO3HMKAJIO B IEpPBbIC
12 mecsueB. Hopmanuzanust aktuBHoctd AJIT B mia3me KpoBH IMPOMCXOIWIIA TPUOTUZUTETHEHO
yepe3 2 Mecsla 1ocie MpeKpalieHns npuemMa mpemnapara. Y HeOOJbIIOro YHCiIa MalueHTOB C
noBbilieHHONW akTuBHOCTBIO AJIT >5 x BI'H (10 B rpymnme 1,25 wmr, 2 B rpynme 0,5 mr),
MPOAOJDKABIIMX JICUEHUE TMpernaparoM, Hopmanu3amuss aktuBHocTH AJIT  mpouzonuia
NpUOJIM3UTENIBHO B TEUEHUE 5 MECALIEB Teparuu.

Hesponozuueckue napywenus

Nmetotes cooOmieHust 0 peIKUX CiiydasiX MOpa)KeHHsl HEPBHOM CHUCTEMBI Y B3POCIIbIX MalUEHTOB,
noJIyJaronux (GUHTOIUMOA B BBICOKHX no3ax (1,25 Mr wmam 5,0 MT), BKIIOYas pa3BUTHE
UIIEMUYECKUX M FEMOPPArn4eCKUX MHCYJIBTOB M ATUIHUYHBIX HEBPOJOTMYECKUX PACCTPOUCTB,
TaKUX KaK OCTPBIN IMCCeMUHUPOBaHHBIHN sHIIePanomuenut (O/IOM)-nogoGHbIe COCTOSHUSL.
Hapywenus co cmoponwl cocyoos

[Tpu nedyennn GUHrOIMMOIOM B 103€ 1,25 MI peko OTMEYaIHCh OKKIIIO3WU MepudepudecKux
apTepui.

Hvixamenvnas cucmema

B knuHMueckoM wuccienoBaHMM uepe3 | MecAll TNpUMEHEHMsI Ipenapara OTMeuasoch
HE3HAUUTENIbHOE J10303aBHCHMOE CHIKEHME IOKa3aTenell o0bemMa (OpPCHPOBAHHOIO BBIIOXA
(O®Bi1) u auddy3noHHON crmocoOHOCTH Jerkux Mo yriepoaa MoHookcuay (DLCO), B
JAJIbHENIIEM JOCTUTHYThIE 3HaUEHMsI JaHHBIX [TapaMeTpoB He MeHsUCh. K 24 Mecsiy cHIKeHne

npennosaraemMoro O®B1 B NpouleHTHOM OTHOIIEHMH OT M3HAYaJIbHOTO IOKa3aTels COCTaBUIIO
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2,7 % npu npumeHeHnn ¢uHToMMOzAa B 1o3e 0,5 mr u 1,2 % B rpynme 1uiane6o, mocie OTMEHBI
Tepanuu AaHHOe paznuuue HupenupoBanoch. CHmwkenne DLCO k 24 mecsiily npuMEHEHHs
¢unronumona B noze 0,5 mr cocraBuiio 3,3 % B cpaBHeHuu ¢ 2,7 % B rpyIme mmianeoo.
Cyoopoochbie npucmynul

IIpu npumeHeHuu mpenapaTa IuneHna® B KIMHMYECKMX  MCCIEJOBAaHHAX M B
MOCTPETUCTPAITMOHHOM TEPUOJE 3aPETUCTPUPOBAHBI CIIydal Pa3BUTUS CYOPOKHBIX MTPUCTYTIOB,
BKJIIOYAsl SMUJIENTUYECKUH CTaTyC, Y B3pOCIHbIX. B KIMHHUECKUX HCCIEAOBAHUAX Y B3POCIBIX
4acTOTa CyJIOPOXKHBIX MPUCTYIOB Ob11a 0,9 % y manueHToB, NOTy4YaBIINX (PUHTOIUMOI, TPOTUB
0,3 % B rpynne 1uiane6o. HensBecTHO, CBSI3aHBI JIM 3TH SIBIICHUS TONBKO ¢ TeueHueM PC, wiun
TOJNBKO ¢ mpenapatoM I'unerna®, umm ¢ uX coueTaHuem.

Jlumghomor

[To maHHBIM KIMHUYECKUX U TOCTPETUCTPALMOHHBIX UCCIIEIOBAHUMN, ¥ MAIMEHTOB, MOTYYaBIINX

®  OoTMeYanoch pa3BUTHE pAa3NMYHBIX THUIOB JUM(POM. B OCHOBHOM

npenapar [ 'wieHna
BCTpeYajlach HEXOPKKMHCKask TuMQoma, BKIroudas B-kinerounsie n T-xinerounsie muMdomsl. B
TOM 4YHCJII€ CMEpPTENbHBIN ciydail B-kierouHoil mauMEGOMBI, TOJOXKUTEIHHOU TIO BHPYCY
OnmreitHa-bapp. Yacrota mumdom (B- n T-kieTodHoil) B KIMHUYECKUX UCCIIEAOBAaHUAX OblLIa
BBIIIIE, YEM OXKHUIAETCS B OOIIEH MOMyNAUuU. B MOCTperucTpanioHHOM MEpHOAE TaKKe ObLIH
3aperucCTpUpOBaHbl OT/AEIbHBIE CilIydaun KoOXKHOM T-kiaeTouHod nuM@ombl (rpuboBuaHAs
rpaHyjieMa).

T'emoghacoyumapnwiii cunopom

B moctpeructpaniuoHHOM TepuoAe y TMAalMEHTOB, MOJYYaBIIUX JIeYeHHE (DUHTOTUMOJIOM,
OTMEYEHBl OYEHb pElIKHE CIy4au pa3BUTHA TeMo(aromuTapHOrO CHHAPOMA C JIETAIbHBIM
UCXOJOM, CBf3aHHbIE C HWHQEKIHOHHBIM 3alosieBaHueM. ['emodarouuTapHblii CHHAPOM —
COCTOSTHUE, aCCOLIMMPOBAHHOE ¢ MHPEKIIMOHHBIMU 3a00JIEBaHUSMH, HMMYHOCYIIPECCUEN U PSIIOM
ayTOMMMYHHBIX 3a00JIeBaHUM.

Tayuenmvr cmapwie 10 nem

B KoHTponupyembIX KIMHUYECKUX HCCIENOBAHMUAX Yy Aered u noxapoctkoB (10-18 ner) mpu
npuMeHeHur npenapara B go3e 0,25 mr wim 0,5 mr 1 pa3 B cyTku o01mmii npoduins 6€30MacHOCTH
OBLJT COMOCTABUM C TAKOBBIM Y B3POCIIBIX MAIIMEHTOB.

B uccnenoBaHnn y neredl CyJOpOKHBIE NPUCTYIBI 3aperUCTpUpoBaHbl y 5,6 % manueHToB,
nosydaBmux puaromumon, u'y 0,9 % manueHToB, Moy4aBIux HHTEpdepoH Oera-1a.

Ecau nmobvie us ykazanuvix 6 uHcmpykyuu nodouHvlx 3@gexkmos ycyeyoaaomcs, uiu Bol

3amemunu ar00vle Opyeue nodbounvie 3hgexmol, He YKA3aHHblE 8 UHCMPYKYUU, COO0Ouume 00

IMOM 8pauy.
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IIEPETO3APOBKA

310poBEIe TOOPOBOJIBIIEI YAOBICTBOPUTEIFHO MEPEHOCHIM OJHOKPATHBIM MpHEM TpernapaTa B
no3e 40 mr (mo3a B 80 pa3 mpeBhIMIAOMas CyTOUYHYIO PEKOMEHIYEMYI0), TP 3TOM y 5 u3 6
TOOPOBOJIBIIEB OBLIO OTMEYEHO OIIYIIEHHE JIETKOTO0 CTECHEHHS WM YyBCTBO IUCKOM(popTa B
TPYIHON KJIETKE, YTO KIMHUYECKH COOTBETCTBOBAJIO HEOOJBIION BBIPaKEHHOCTU PEaKTUBHOCTH
JIbIXaTENbHBIX MyTEH.

B nauvane nmpumeHeHus GUHTOIUMO MOXKET BBI3BIBaTh pa3BuTue Opamukapanu. Camxenue YCC
0ObIYHO HAONIOAAETCS B TEUYEHHE OJHOTO 4Yaca MOCEe MEepPBOTO MPUMEHEHUS M MPOUCXOIUT
HanOonee pe3ko B TedeHue 6 4. OTpHUIATENbHBIM XPOHOTPOMHBIH 3(dekT QuHroamona
coxpaHsieTcs U 1mocie 6 4, OJHaKO B MOCJIEAYIOLIUE JAHU JICYEHUs OH MOCTENEHHO OciaabeBaerT.
Hmerorcss cooOuieHus 0 3aMeUICHUH AaTPUOBEHTPHUKYJISPHOTO MPOBEACHUS U OTAEIbHBIC
COOOIIIEHHs O MPEXOASIINX CIydasx MoaHoN AB-010Kaabl CO CHOHTAHHBIM pa3pelieHUEM.

B ciyuae nepeo3upoBKH MpHU MpUeMe MepBOi 10361 (UHTOIMMOIa HEOOXOIUMO OCYIIECTBIATh
HaOJII0JIeHUE MaluMeHTa B TeueHWe MHMHUMyM 6 yacoB, Bkitouatouiee OKI'-monutopusr (B
peansHOM BpeMeHH) U exxedacHoe u3mepenue YCC u AJl.

Ecnu yepes 6 yacoB mocne nepsoro npuemMa YCC coctaBnser <45 yn/MHUH y B3pPOCIHBIX, WA
<55 yn/mun y aereit crapme 12 net, uiaun <60 ya/mun y nereit ot 10 1o 12 net, uiu nposiBUINCH
OKI-npusnaku Il u Beine creneneit AB-Onokanpl, win QT-unTepBan cocrtaBuia >500 mc, TO
ClIelyeT MPOJINTh MOHUTOPUHT O KpallHEH Mepe /10 CIAEAYIOLIEro yTpa WM J0 TeX Mop, MoKa
HapymieHus He paspemiatcs. [Ipu BosaukHoBeHnn AB-61okazst I11 crenenu B m0060€e BpeMs CyTOK
Tak)ke Heo0X0oAMMO 00ecreynTh HaOII0IeHHe TI0 KpaitHel Mepe /10 CIIeIYIOIIEero yTpa.

OUHTOIMMO/I HE YAAISETCA U3 OpraHu3Ma IOCPEACTBOM Juaiu3a u miasmadepesa.

B3AMMOJENCTBUE C IPYTUMHU JEKAPCTBEHHBIMU CPEJICTBAMMU

IIpomueoonyxonesvie npenapamuol, UMMYHOMOOYIAMOPLL U UMMYHOOENpecCcanHmbl

YuurtsiBas BO3MOKHOCTh JONOJHUTEIBHOTIO YTHETAIOWIETO BIUSHUAS HA UMMYHHYIO CUCTEMY, HE
CIeTyeT TNPUMEHATh  (UHTOIUMOJT BMECTE C  IPOTHBOOIYXOJCBBIMH  CPEIACTBAMH,
MMMYHOJETPECCAHTAMH WJIK UIMMYHOMOIYJISATOPAMH.

Crnenyet cobm0aaTh OCTOPOKHOCTD MPH MEPEBOIC Ha (PUHTOIUMO/ MAIlIEHTOB, KOTOPhIE paHee
MOJTy4Yajy Mpenapathl JITUTETLHOTO NEHCTBUS, OKa3bIBatonre Y()PeKTsl HA UMMYHHYIO CUCTEMY,
TaKhe Kak Hataau3ymad, Tepu(IryHOMHU]] WM MHUTOKCAHTPOH. B KIMHUYECKHX HCCIIECIOBAHUSIX
npu mOpuMeHeHuu ¢uHronumona y mnauueHtoB ¢ PC, moiydaBHIMX KOPOTKHE KypChI
TIIFOKOKOPTUKOCTEPOHIOB, HE OTMEUAIOCh MOBBIICHHS YaCTOTHI HH(EKITHIA.

Baxyunayusa

Bo Bpems Tepamuu mpernapaToM, a TakKe€ B TEUCHUE 2 MECAIICB IMOCJIE MPEKPAIICHUS JICUCHUS
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(PUMHTOTMMOIOM BaKIIMHAIUS MOXKET OBITh MeHee 3 pekTuBHOI. IT0CKOIBKY MPUMEHEHHE KUBBIX
aTTEHYMPOBAHHBIX BAaKIMH MOXKET MOBBIIIATh PHUCK pa3BUTHS HH(EKIHHA, NpU MPUMEHEHHU
npenapara, a Takke B TEUEHHE 2 MECALEB I0C/Ie MPEKpaIleHUs JICUEHUs! (UHIOJIMMOAOM He
cJleZlyeT MPOBOAUTh UMMYHH3AILIHIO KUBBIMU ATTCHYUPOBAaHHBIMH BaKIIMHAMM.

Bewecmaa, gvizvisaiowjue bpaouxapouio

[Ipumenenne ¢uHTONIMMOMA B KOMOWMHAIIMM C AaTEHOJOJIOM M JWITHA3eMOM H3y4deHo. B
UCCIIEIOBAaHUM B3aUMOJICHCTBUH y 3/I0POBBIX JOOPOBOJIBLIEB IIPU NPUMEHEHUN (UHTOJUMOJA C
aTeHOJIONIOM OTMedalioch aonoiHutenbHoe cHwkeHue UCC Ha 15% B Hauane nmpuMeHEHHs
¢uHromMMoma. Y NalMEHTOB, MOJIYYaBIIUX (PUHTOIMMOJI BMECT€ C JUITHA3€MOM, TaKOIo
sapdekra He HaOMIOHATOCH. Tepanmuio (UHTOIMMOIOM HE CJeIyeT HAYWHATH y TAIUCHTOB,
NOJIyYaroIuX OeTa-apeHo0I0KaTOphl WK ApYyTue npenaparsl, KoTopsle MoryT cHmxkare YCC,
TaKue Kak aHTHapUTMHUUYecKue cpeiacTBa kiacca la win II, aHTaroHUCTH KanblMEBbIX KaHAIOB
(Takue Kak BepanaMil WK JUITHA3eM ), UBaOpaaH, JUTOKCHH, MHTUOUTOPHI XOJIUHACTEPA3bl WIN
NWIOKApPIHUH, B CBA3M C PUCKOM JOIOJIHUTENbHOrO yrHetatomero aeiicteus Ha YCC. Ecom y
TaKUX TIAIMEHTOB MPE/oIaraeTes gedyenne npenaparoM Iunenna®, HeoOXoqMMa KOHCYIbTaIHS
Kap/IMoJIora OTHOCUTENILHO BO3MOXKHOCTH ITEpexXo/ia Ha Tepanuio npenapaTamMy, He CHIDKAIOLIIUMHU
UCC, unu npoBeICHHE COOTBETCTBYIOIIETO HAOMIOIeHUS (TIPOATIEHHOE HAOIOICHUE B YCIOBUSAX
CTalMOHAapa M0 MEHBIIIEH Mepe 10 yTpa CIEITYIOIIETo JIHS).

Dapmarokunemuyeckue d¢hghekmul Opy2ux npenapamos Ha GUHSOIUMOO

®uHromuMOA MeTaboau3upyeTcsi B OCHOBHOM ¢ ydactuem wu3odepmenta CYP4F2. B ero
MeTa0oaM3Me MOTYT IMPUHHMAaTh ydacTHEe W JApyrue H30(pepMEeHTbl IMTOXpOMa, Hampumep
CYP3A4, B 0cOOEHHOCTH €CJIM UMEET MECTO €T0 BhIPAKCHHASI MHAYKIIHS.

He oxwunmaercs BAMSHHS MOIIHBIX WHTHOMTOPOB OEIKOB-TIEPEHOCUYHKOB Ha (hapMaKOKMHETHKY
¢unronumozna. OIHOBpEMEHHOE NPUMEHEHHE (DUHTONMMOJA C KETOKOHA30J0M INPHUBOIWIO K
yBenuueHuto B 1,7 pasza skcnosunuu (AUC) ¢unronumona u ¢unronumon-gocgara 3a cyer
unruouposanus mzopepmenra CYP4F2. Crnenyer co0iroaaTh OCTOPOKHOCTD MPH MPUMEHECHUN
¢uHrONMMOZa OJHOBPEMEHHO C [penaparaMmu, CcrnocoOHeiMH uHruoupoBath CYP3A4
(MHrHOUTOPBI MpOTEa3, NPOTUBOTPHUOKOBBIE CPEACTBA IPYIMIBI a30J0B, HEKOTOPbIE MAKPOJIH/IbI,
TaKue KaK KIApUTPOMUIIMH WIH TEIUTPOMULIUH).

OnHOBpeMeHHOE MpUMeHeHHe kapOamasenuHa B 03¢ 600 mr 2 pa3a B CyTKH B pPaBHOBECHOM
COCTOSTHUM U 2 MT (PMHTOJIMMO/Ta OJTHOKPATHO OKa3bIBajo ciadoe Bimsaue Ha AUC purrommmoa
u puHronumozdocdara, ¢ yMeHbIICHHEM JaHHOTO MOKazaTess npudnnsureasHo Ha 40%.
[Tpumepno B toii xe crenenn AUC guHroanmoaa u ero MetaboauTa MOTYT CHHXKATh U JIpyrHe
uHaykTopsl u3odepmenta CYP3A4, nanpumep pucdamnuuuH, ¢eHodbapdburan, (EeHUTOHH,

adaBupeHII ¥ 38epo0oii. [ToCKOIBKY IPH 3TOM MOXKET CHIKAThCs 3P PEKTUBHOCTD PUHTOTMMO/A,
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OJTHOBPEMEHHO NPUMEHATh ATH TpenapaThl CIeIyeT C OCTOPOKHOCThIO. OIHOBpPEMEHHO
IPUMEHSTH 3BepO0OH, OJJHAKO, HE PEKOMEH Ty ETCSI.

Dapmakokunemuyeckue 3¢hgexmul puneorumooa Ha opyaue npenapanmol

B3aumopelicTBie (MHTOIIMMOJA C BEIIECTBAMH, KJIMPEHC KOTOPHIX OOYCIIOBJICH TJIaBHBIM
oOpazoM u3odepmeHTamu 1uroxpoma P450, mnm ¢ cyOGcTpaTaMyu OCHOBHBIX TPAHCIOPTHBIX
OEIKOB MPEICTABIISCTCS MaJIOBEPOSTHBIM.

dapmakoKHHETHKA (PUHTOIMMO/Ia U IIUKIIOCTIOPUHA B CIIydae OJJHOBPEMEHHOTO TIPUMEHEHUS HE
MEHsIach. TakuM 00pa3oM, HE OXKHUJAAETCS HM3MCHEHUS (PapMaKOKMHETUKU TMpPEnapaTos,
spisironuxcs cyocrparamu nzopepmenta CYP3A4, nox BnusiHueM GUHTOIUMOJA.
OnHOBpeMEHHOE  MpHUMEHEHHe  (PHHrOJIMMOJAa M TEPOPabHBIX  KOHTPALECTITHBOB
(3THHHIIDCTPAINOIIA U JICBOHOPIeCTpesa) He PUBOIUT K M3MEHEHHUIO SKCIO3HIINN TIEPOPATBHBIX
KOHTpaIenTuBoB. HecMOTpsi Ha OTCYTCTBHE HCCICIOBAHUN B3aMMOJCHUCTBHS C TIEPOPATbHBIMU
KOHTpAIETITUBAMH, COACPIKALIIMHU APYTHE MPOTrecTareHbl, He 0XKUIACTCs BIUSIHUSA (PUHTOIMMO/1a

Ha X 3KCIIO3UIIHUIO.

BJIMSIHAE HA CIIOCOBHOCTH YIIPABJISITh TPAHCIIOPTHBIMH CPEJICTBAMUA 1 MEXAHU3MAMM
[lanmenTam, y KOTOphIX Ha (OHE NpUMeHeHMs TpenapaTta [uieHHa® BO3ZHHKAIOT TaKHeE
HE)KeJlaTeNbHble SIBJICHHUS KaK TOJOBOKPY)KEHHE M COHJIMBOCTb, HE CIEAyeT YIMpaBiIATh
TPAHCHOPTHBIMM CPEICTBAMH WJIM MEXaHU3MaMHU JI0 MTOJTHOTO MCYE3HOBEHHS JTaHHBIX TOOOYHBIX
s dexToB. HeoOX0amM KOHTPOIIb COCTOSHUS MAIMEHTA B TIEPBBIC 6 4aCOB ITOCIIE IEPBOTO MPHEMa

npernapara rnepej HayajloM YIpaBJIeHUs TPAHCIIOPTHBIMU CPEICTBAMHU.

®OPMA BBIIIYCKA
Kamncynet 0,5 mr. o 7 umm 14 karcyin B 6muctep u3 [IBX/TIBAX. o 2 wim 7 6imcrepos mo 14
Kancyn (KajJdeHaapHas ymakoBka); mo 1 omucrepy mo 7 kancyin (nepopupoBaHHBIA OIUCTED)

BMCCTC C I/IHCTPYKLII/ICI\;I 110 IPUMCHCHHUIO ITOMCIIAKOT B KAPTOHHYIO IMAYKY.

CPOK IrOJHOCTHU
2 rona.

HpenapaT HC CJ'IC,Z[yeT HpI/IMeHSITL 10 UCTCUCHHUU CpOKa TOOHOCTH.
YCa10BUS XPAHEHUS

[Ipu Temnepatype He Bbimie 25 °C, B 3alIUMIIEHHOM OT BJIard MECTE.

XpaHHUTh B HEJJOCTYITHOM JJIs IETEeH MecTe.
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YCJ0BUSA OTIIYCKA

OTITyCKarOT MO PEIenTy.

HAMMEHOBAHUE M AJIPEC IOPHUJIMYECKOIO JIAIIA, HA HMSI KOTOPOI'O BBIJAHO
PETUCTPALIMOHHOE YJIOCTOBEPEHUE
Homaptuc ®apma AT'; Jluxtmrpacce 35, 4056 bazens, IllBeiinapus / Novartis Pharma AG;
Lichtstrasse 35, 4056 Basel, Switzerland

ITPOM3BOANTEJID (BCe CTAAMU MPOU3BOJACTBA)

Hosaptuc ®apma Ulreitn Al, [addxaysepmrpacce, 4332 Ilreiin, LlBelinapus / Novartis
Pharma Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland.

OO0 «Hosaptuc ®PapmacbroTukan MbsHblopekuypunr», Beposmkosa 57, 1000 JlrobnsHa,
Crnosenwust / Novartis Pharmaceutical Manufacturing LLC, Verovskova Ulica 57, Ljubljana, 1000,

Slovenia

OPrAHU3ALIYA, IPUHAMAIOIIAS IPETEH3UU IOTPEBUTEJIEN
00O «Hosaptuc ®apma»

125315, r. MockBa, Jlenunrpaackuii mpocmnekt, qom 70

ten. (495) 967 12 70;

daxkc (495) 967 12 68.

www.novartis.ru
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