COOTBETCTBYET 3KCNEPTHOMY OTUYETY
o1 26.12.2023 N= 27204

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFOTIPERAPATA 1004

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

®unromumon Kanon, 0,5 mr, Kancyssl.

2. KAUECTBEHHBIN 1 KOJITMYECTBEHHBIA COCTAB

JeiicTByromiee BenecTBo: (PUHTOIUMO/I.

Kaxnas xancyna cogepxut 0,5 Mr ¢punronumosna (B Buae rUAPOXIOPHAA).

BcrniomorarenbHble BelecTBa, HATMYME KOTOPHIX HA/10 YYUTHIBATh B COCTABE

JICKApCTBCHHOTO Mperapara: KpacuTelb CoMHeuHbIi 3akaT skentoiid (E110) (cm. pasnen 4.3, 4.4).

[TonHbIN TEpevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEIEH B pasee 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kamncysr.
TBepapie skenatuHOBBIE Kamcynbl Ne 3, xopmyc Oenoro mBera, KpBIIIKAa JKEJITOTO IIBETA.

Cogepxumoe Karcy Oenblii WU MOYTH Oellblil MOPOIIIOK.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

[Tpenapat ®unronumo KaHoH nokas3aH K NPUMEHEHUIO Yy B3pOCIbIX U JeTel B Bozpacte oT 10
JET.

Pemuttupyronmii paccessHublii ckiepo3 (PPC) — st yMeHbIIEHHsS 4acTOThl KIMHUYECKHX
obocTpeHut 60JIe3HN U CHIKEHUSI pUCKA MPOTPECCUPOBAHUS HETPYIOCTIOCOOHOCTH.

4.2. Peskum 103MPOBAaHNS M CIOCO0 MPUMeEHEeHUs!

PexxuM 103upOBaHus

HequI/Ie cnenyeT HAaYUHATh U HpOBOlII/ITI) TOJIBKO IIOT KOHTpOJ’IeM Bpaqa, NUMCHOIIICTO OIIBIT
neuenus PC.

Jlo3bl

Pexomennyemas mo3a mpemnapara y B3pochbix coctaBiser 0,5 mr (1 kxamcyna) BHyTph 1 pa3 B
CYTKH.

Heob6xoaumo Habm01aTh MaMEHTa IMOCIe TPUMEHEHHS TIEPBOM 10361 TTpernapara OJMHAKOBO KaK
npu Havane JyedeHus npenaparom dunronumon KaHoH, Tak U mocie mpuema NepBoil J03bl, B
Clly4yae IpepbIBaHUsl TepaAIUU:

— Ha | neHp u Oosee B TEUCHHUE TIEPBBIX 2-X HENEh TEPAIHH;

— Oonee yeM Ha 7 guel Ha 3-ii uinu 4-i HeaEle ICUCHUS,
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— Oosee yeM Ha 2 HEJEIH TI0CIIE TOTO, KaK JICYCHUE np%bﬁfkﬁ&fg %GJI&J?VEIEI;&'EJ b 0004)

Ecnu neuenue mpepbiBaeTcss Ha 0oJjiee KOPOTKUI MPOMEKYTOK BPEMEHH, YEM YKa3aHO BBIIIIE,
JIeYEHUE CIIEAYET IPOAOIKATh CO CIEAYIOIIEH 3allIaHuPOBAHHOM J103bI.

Ipexpawenue neuenusi puneonrumooom (cm. pazoen 4.4)

[Tocne oTMeHBbI JedeHus (GUHTOTUMOIOM HEOOXOAUM 6-HENeNbHBIA MHTEepBal 03 JeueHus Ais
BbIBEICHUS (PUHTOIMMOJIa U3 KPOBOTOKA JJISl TOTO, YTOOBI (DUHTOJIMMO]T BHIBEJICSI U3 KPOBOTOKA;
TaKOM CPOK OMpeneNsieTcs NEPHOIOM IMOIyBbIBeACHUS mpemnapaTa. [Ipu npekpaienuu npuema
npernapara HeoOXOIMMO YYUTHIBATh, YTO HOPMAIH3AIHS KOJUYECTBA JTUMQOIUTOB MPOUCXOIUT
yepe3 1-2 mecsna mocie MocieJHero npuMeHeHus: (UHTOIMMOJa, XOTS B psijie Ciay4yaeB s
MOJIHOTO BOCCTAHOBJIICHUS TpeOyeTcss 3HAYUTEeNbHO Ooiblie BpeMeHH. B »TOoT mepuon
HEOOXOIMMO COXpaHSATh HACTOPOKEHHOCTh B OTHOIICHUHW pa3BUTHs HHekuuil. [lanmeHToB
CJIeTyeT TMIPOUHCTPYKTUPOBATH O HEOOXOAUMOCTH HE3aMEUTUTEILHO COOOIIAaTh Bpady 000 BCex
cuMnToMax MHQEKIWU B T€YEHHE 2 MecsleB Mociie oTMeHbl ¢uHronumoza. Ilockonbky mpu
MPUMEHEHUH HMMYHOJEIPECCAHTOB B TeueHHE 1—2 MecsleB Mocie MpeKpalleHus mpuemMa
npernapata @uuronumos;, KaHOH BO3MOXXHO [OMOJHHUTENBHOE YrHETAloIlee MAeicTBHE Ha
UMMYHHYIO  CHUCTEMY, HEOOXOAMMO  COOJII0JaTh  OCTOPOXKHOCTh  NIPH  NMPUMEHEHUHU
MMMYHO/ICTIPECCAHTOB BCKOPE IMOCJIE MPEKPAILECHUS JICYCHUS TTPEnapaToM.

OCTOpOKHOCTD MPH MPEKPALIEHUH Tepanuu (PUHTOTUMOIOM TaKXKE CIeAyeT COOTI0AaTh B CBA3H
¢ puckoMm penuauba. Ecnu otmena npenapata @unronumon Kanon Heobxo1uMa, B IEpUO TocTe
OTMEHBI TAIMEHTOB CJEAyeT HaONI0AaTh HAa MPEAMET MPU3HAKOB BO3MOXKHOTO DEIHIMBA
3a00JIeBaHUA.

Oco0bIe I'pynnbl DaMCHTOB

Ilayuenmui 6 6o3pacme cmapuie 65 nem

VY nanueHToB B Bo3pacte 65 jer u crapiie npenapat @uHronnmon KaHoH ciaenyeT npuMeHsTh ¢
OCTOPOKHOCTBIO BBH/1y HEJIOCTATKa JAHHBIX MO 0€30MacHOCTH U 3P (HEKTUBHOCTH.

Iayuenmel ¢ Hapywienuem @yHKYUU noyex

B ximtoueBbix uccnenosanusx npu PC npumenenue GUHroaMMoAa y MaueHToB ¢ HAPYIICHUIMHU
GyHKIIMM TOoYeK He u3ydanu. Ha ocHOBaHMM MJaHHBIX MCCIEAOBAHUN IO KIMHUYECKOM
(bapmakoI0Truu, KOPPEKTUPOBATH /103y MpernapaTa y NaleHTOB C HApYIIEHUSAMU (QYHKIIMH TOYEK
He TpeOyercs.

Iayuenmul ¢ Hapywienue yHKYuu nevenu

[Tpumenenue npenapara @uHronumoa KaHoH y manueHTOB ¢ HapylleHHEeM (YHKIUU TEeYeHU

Tsoxenol crenenu (kinace C no knaccuduxanuu Yaitna-I1si0) npoTuBonokasaHo.
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Koppekuuu 10361 npenapara y HalleHTOB C He ymeHH'éI\If:{I;y—}ll%;lymEhetrgﬁ)E lﬁlerk&rn- ebéﬁﬁen

"M Y OTUETY

CTETIEHU TSDKECTH HE TpeOyeTcsl, OIHAKO CleAyeT COOJM0JaTh OCTOPOXKHOCTh B Hayale
MPUMEHEHHUS IperapaTa y MalueHTOB JaHHOH! TPYIIIIHL.
Tlayuenmwi ¢ caxaprvim ouabemom
HccnenoBanuii 10 NPUMEHEHHIO (DUHTONMMONA Y TAIMEHTOB C CaXapHbIM JHAa0eTOM He
npoBoamwiIock. HeoOxoaumo coOnogaTh OCTOPOKHOCTH IMPH NPUMEHEHWH [penapara y
NAIMEeHTOB JAHHOM KaTEerOpUH M3-3a PUCKA PAa3BUTHUS MAKYJISIPHOTO OTEKa. Y TaKHX MAalMEHTOB
CJIEZIyeT PETyISPHO MPOBOIUTH O(PTAIHMOJIOTHYECKHE OOCIICOBaHUS HA MPEIMET BBISBICHUS
MaKyJISIPHOTO OTEKa.

eTn
Jlemu 6 so3pacme om 0 0o 10 1em
O¢ddexTuBHOCTh U 0€30MACHOCTH MPUMEHEHUsT PUHroIMMO/Ia y AeTel B Bo3pacte 10 10 et He
ycraHoBJieHbI. [Ipemapar mpoTHBOIOKa3aH K MPUMEHEHHIO Y JieTeid B Bo3pacte ot 0 mo 10 ner.
Jlemu 6 6o3pacme cmapuwe 10 nem ¢ maccou mena 6onee 40 ke
Pexomennyemas nosa cocrasisier 0,5 mr (1 karcyna) BHyTph 1 pa3 B CyTKH.

Cnoco6 IIPUMCHCHUA

Bnytps.

[Tpenapat @unronumona KaHoH cieayeT npruHUMaTh BHE 3aBUCUMOCTH OT BPEMEHH NpHeMa MUIIIH.
4.3. IIpoTuBONOKA3aHNS

- I'unepuyBCTBUTENBHOCT, K (PMHIOAMMOAY W/WIM K J0OOOMY H3 BCIHOMOTaTENbHBIX
BEIIECTB, [IEPEUNCIICHHBIX B pa3zene 6.1.

- BrrsiBiieHHBI IMMYHOAES(ULIIUTHBINA CUHIPOM.

- [loBbllIEHHBIE ~ PUCK  ONMOPTYHUCTHYECKMX  MH(pEKuud, B TOM UHUCIE Yy
MMMYHOKOMIIPOMETHUPOBAHHBIX MAIEHTOB (B TOM YMCJIE MOJYYaIOUIMX UMMYHOCYIPECCUBHYIO
TEpaNuI0 B HACTOSIIEE BPEMsI MIM MMMYHOKOMIIDOMETHPOBAHHBIX 3a CYET IPEIUIECTBYIOLIEN
TEpanuH).

- Tsokenas mHpekuuss B akTUBHOM (pa3e, akTUBHAs XpoHUYecKass MHGeKuus (renarur,
TyOepKynes).

— BrisiBrieHHbBIE 3710Kaue€CTBEHHBIE HOBOOOPA30BaHuUs B aKTUBHOM (ase.

- Hapymenne ¢pynkuuu nedeHu Tspkenoi crenenu (kiaace C mo kinaccudukanuu Yaiina-
ITp10).

— Wudapkr Muokapaa, HecTaOuiIbHasi CTEHOKApMs, HHCYIbT/TPaH3UTOPHAS UIIEMUYECKast
ataka  (THUA),  nekoMIleHCHUpOBaHHAas  cepAeyYHas  HEJOCTATOYHOCTh  (Tpedyrormas
rocnuTanM3anum), cepaeunas HemoctatouHocth III-IV kmacca mo NYHA (New York Heart

Association) 3a mocnegHue 6 MECSIICB.
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- Tsoxenast cepaedHast apuTMUs, TPEOYIOTIIAS aHTna&TMn—lx%&w% T-gggllf/lﬂ)npgnapamhn la

i I1I knacca.

- ATpUOBEHTpHKYJIsIpHas Onokaga tuna Mobuti Il 2 cremeHu, aTpHOBEHTPHUKYISpHAsS
Omokaza 3 cTemeHW, CHUHAPOM ciaabOoCTH  CHHYCOBOIO  y3Ja, — IHpPU OTCYTCTBUHU
KapAMOCTUMYJISATOpA.

— Ncxonnsiii uatepsan QTc >500 mc.

- bepemeHHOCTD U IEpUOJ ITPYIHOTO BCKaPMIIMBAHMUS.

4.4. OcoOble yka3aHMsl M1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

Bbpaanapurmus

B nauane npumeHneHus puHronumoza orMevaercs npexoaduiee cHkenue YCC, KOTopoe MOXeT
COIIPOBOKIATHCSA 33JIEPAKKON aTPUOBEHTPUKYIISIPHOTO IIPOBECHUS, BKIIIOUAsi OT/ENbHBIE CIydyau
npexo/siiei mojiHoit AB-010kaapl, pa3pemarieiicss CHOHTaHHO.

UCC HauMHaeT CHMXKATbCs B TEUEHHUE | U mocie mepBoro mpremMa mpernapara, a MakCUMallbHOE
CHIDKEHHE OTMEYaeTcsl MPUMEpPHO uepe3 6 4. DTOT Mmocieno30Bblil 3QeKT coxpaHsercs Ha
HOPOTSDKEHUM TOCIEAYIOIIUX JIHEeH, XOTs, Kak IpaBuUjIo, B Oosiee JIErKoi CTeneHu; B TeYEeHUe
HOCJIEIYIOIUX Heledb OH OOBIYHO cXOoAuT Ha HeT. IIpu nponomkenun nedenus cpenuss YCC
BO3BpAIlAETCs K UCXOJIHOMY YPOBHIO B TeueHue 1 mecsna. OnHako y oTaenbHbix nanuenToB YCC
K KOHIly TEpBOrO Mecslla MOMET HE€ BEpHYThCA K MCXOJHOMY ypoBHI0. Hapymenus
POBOJIUMOCTH, KaK MPaBUIIO, ObUTH MPEXOIAIINMU U HE MPOSIBISUIUCH KIMHUYECKU. OOBIYHO OHU
He TpeOOBaJIM JICUSHHS U pa3pelIaich B TeUeHHE NepBhIX 24 4 Ha (JOHE MPUMEHEHHUs penapara.
[Tpu HeoOxoaumoctn YCC, cHM)KEHHas B pe3ysibTaTe MPUMEHEHHs] (PUHTOIMMO/1a, MOXKET OBIThH
MOBBILIEHA 3a CYET NMapEHTEPATbHOIO MPUMEHEHNS aTPOIIMHA WK U30TPEHAINHA.

BceeMm nanuentam cinenyet nposectd OKI' n usmeputs A/l 1o Havana npuema npemnapara 1 4epes
6 4 mocne mpuema mepBoi 03bl. Beex manueHToB HeoOXoAMMO HalmonaTh B TeUeHHE 6 U Ha
peIMeT NMPU3HAKOB U cuMnToMoB Opaaukapauu, uzmepsis UCC u A/l kaxnplil yac. B teuenue
3TOro 6-4acoBOrO MepHoja PEKOMEHIYeTCs MPOBOAUTH HEMPEPHIBHBIN (B pealbHOM BPEMEHH)
OKI'-MOHHUTOpHHT.

[Tpu pa3BUTHU CUMIITOMOB OpaguapUTMHUU Ha (OHE TepamuH MpernaparoM HEOOXOAUMO HAavaTh
COOTBETCTBYIOILIME MEPONPUSITUS, 00eCIeUnTh HAOII0JeH!e MallMeHTa BIUIOTh 0 KyMHUPOBaHUS
naHHoro coctostHus. IIpu HEoOXOAMMOCTH JIEKapCTBEHHOM Tepanuu B MEPHOJ MOHUTOPHHTA
nocje npueMa MepBod 1036l HEOOXOAMMO MPOAIUTh HAONIOJEHHE 10 MEHbIIEH Mepe 10 yTpa
CJICAYIOIIETO JIHs, U IOBTOPUTH 00CIIeI0BaHNE, aHAJIOTHYHOE HAOJII0ACHUIO TIOCIE NEPBOI 1035,
rocJje mpueMa BTopou 10361 npenapara Gunronumon KanoH.

Ecnu yepes 6 4 mociie mpuema nepBoit 70361 YCC HaXoauTCsl HA MUHUMAIbHOM ypOBHE (yKa3bIBast

Ha TO, 4To (apMakogmHamMHuecKud 3(PQPeKT Ha cepAame, BO3MOXKHO, €IIe HE MPOSBHICS B
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MaKCHUMaJIbHOM CTETICHH ), HAOJIOICHHUE CIIeTyeT npoz[mfﬂ'-_é:mg'-:rrg B‘zi'"g‘:sgl lfwlélpe -HTa_Q O pi (o)
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tex nop, noka YCC BHOBBL He noBbicuTcs. Kpome Toro, ecniu YCC yepe3 6 u mocie mnpuema
npemnapara cocraBisier <45 ya/MuH y B3pOCIHBIX, WM <55 ya/mMuH y aereil crapiie 12 ner, wim
<60 yn/muH y aereit ot 10 qo 12 nmer, unu npu BuepBbie Bo3HUKIIEH AB-0mokane 2 cTernenn uin
Bbile 110 AaHHbIM DKI' depe3 6 4 mocie npuemMa npenapara, uin ecid uarepain QTc mo DKI
cocraBisieT >500 Mc, ciaemayeT MPOBOIUTH IOTIOTHUTENFHOE HaOMoieHue (10 KpaliHel mMepe 10
CJICAYIOIIETO yTpa WK 0 TeX IOp, TOKa HapylIeHus He paspematcs). AB-Onokana 3-it crenenu,
Koria Obl OHa HU BO3HHKIIA, TAK)Ke TpeOyeT MpOBEICHHS TPOUIEHHOTO MOHUTOPUHTA (TI0 KpaiiHen
Mepe JI0 CIEeIYIOIIETO yTpa).

VY nanueHToB, MOMYYaBIINX JIeUeHNE (PHUHTOIMMOIOM, 3aPETUCTPUPOBAHBI OUYCHD PEIKHE CITy4Yan
unBepcuu 3youa T nHa OKI'. B ciyuae BbisiBneHus uaBepcuu 3youa T HE0O0X0AMMO MCKIIIOUNUTh
HaJu4Me APYTUX IPU3HAKOB HIIEMHUHM MHUOKapaa. IIpu momo3peHun Ha HILIEMHUIO MHOKapaa
PEKOMEHIyeTCsl 0OpaTUTHCS 3a KOHCYJbTalUe! K KapAHOJIOrYy.

B cBs31 ¢ puCKOM pa3BUTHS CEPbE3HBIX HAPYIIEHUM puTMa cepana npenapat Guaronmmmon Kanon
HE CIeAyeT NPUMEHATh Yy IMAlMECHTOB C CHHOATPUAIBHOH OJIOKAJ0H, CHMIITOMATHYECKOMN
Opanukapaueld WM TMOBTOPHBIMHM JMH30/IaMU CHUHKOIAIBHBIX COCTOSHUN B aHamHe3e, C
cymecTBeHHbIM ymnHeHneM untepBana QT (xenckuit mom: QTc >470 mc (crapue 18 net), QTc
>460 mc (10-18 ser); myxckoit moir: QTe >450 mc (cTapmie 10 stet)). [TockoabKy IEPEeHOCUMOCTH
BBIpQXEHHOW OpaJuKapiuyd MOXKET ObITh CHIKEHA Yy MAlMEeHTOB C OCTaHOBKOM cepaua B
aHaMHe3€, HEKOHTPOJINPYEMOM apTepHalIbHOM THIIEPTEH3UEN WIIH TSKEIIBIM CUHIAPOMOM alHOd BO
cHe, npenapar PuHronmuMmoj KaHOH He cienyeT NPUMEHATh y TaKUX MAMEHTOB. Y TaKHX
NAMEHTOB IPUMEHEHHUE Mpenapara BO3MOKHO TOJBKO B CIy4yae, €ClM IpeJroaraemMasl moJjib3a
IpeBbIIIAeT NOTEHUUAIbHBINA pUcK. [Ipy HE0OX0IMMOCTH IPUMEHEHHUs Ipernapara y MalueHTOB
JAaHHOW KaTETOPUU CIIEAYET IPOBECTH KOHCYJIBTALUIO KapIANO0JIOTa MEpe HauyaloM Teparnuu A
BbIOOpa ONTHMAIBHOTO MOHUTOPHHIA CEpACYHOM AEATeNbHOCTH, MO KpaiiHel Mepe 10 yTpa
CJIETYIOILIETO JTHSI.

[Tpumenenue npenapara @unroanmo] KaHoH y maniueHToB ¢ apUTMUSAMHU, TPEOYIOIIMMHU JIEYEHUS
AHTHAPUTMUYECKUMU CpeJICTBaMHU Kjiacca la (Hanpumep, XUHUIMH, AU30nupamun) uin kiacca 11
(HampuMep, aMHOJapoH, coTanon), He u3y4danu. Ha QoHe mpuMeHeHus aHTHMAPUTMUYECKHUX
cpencTB kiacca la nim knacca IIl y nanuenToB ¢ 6pagukapavei OTMEYaIuch ciaydyau MUPY3THOM
taxukapauu. [lockonbky B Haudane nmpuMeHeHHs (GuHroiaumoga ormevaercs cHmkenue YCC,
npenapat @uHronumon KaHoH BMeCTe ¢ JaHHBIMHU JIEKAPCTBEHHBIMH CPEACTBAMH IPUMEHSATH HE
clenyer.

OnbIT npuMeHeHHs PUHTOJIMMO/IA Y TAIIMeHTOB, MOMyYaoLUX COMYTCTBYIOUIYIO Tepanuio oera-

aapeHo0J0KaTOpaMH, aHTarOHUCTAaMHU KaJIbIIMEBbIX KaHaloB, cHibKaomuMu YCC (TakuMu Kak
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BepanaMujl WIH JTUITHA3eM), WIA JPYTHMHU npenaﬂaﬂMﬂE% HGCOG I -éHImtalI-L' Hycc
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(HanpuMmep, nBaOpaanH, TUTOKCUH, HHTHOUTOPHI XOJIMHACTEPA3bl MM MHJIOKAPIUH), OTPaHUYEH.
[Tockonbky B Hauane mnpuMmeHeHus Quuroanmona YCC Takke CHWKAETCs, NPUMEHEHHE
HAa3BAaHHBIX [IPENapaToB B Haydaje JiedeHus npenaparom OunronnMon KaHoH MOKET IPUBECTH K
TsoKenol Opaaukapauu u AB-0sokazne. B ¢Bsi3u ¢ IOTEeHIMAIBHBIM JJOIIOJHUTEIbHBIM BIUSHUEM
Ha YCC npenapat ®unronumon KaHoH He ciieayeT HAaUMHATh IPUMEHSATH Y IALIUEHTOB, KOTOPbIE
OJIHOBPEMEHHO NIPUHUMAIOT JaHHbIe npenaparsl. [Ipumenenne npenapara @unronumon Kanon y
TaKUX IIALIMEHTOB CJIENYyeT PACCMATpUBaTh JUIIb B Cllydae, €CIU IpeAaronaracmas I0Jb3a
IIEPEBEIIMBACT IOTCHUMAIbHBIE PUCKH. Eciaum paccMarpuBaceTcs BONPOC O IIPUMEHEHUU
npernapara, To 0 Hayajia ero IpUMEHEHUs ClIeyeT 00paTUThCs 32 KOHCYJIbTAalluel K KapAHOoJIoTy
OTHOCHUTEJIbHO 1€PEBO/JIA MMALIMEHTa Ha JIeKapCTBEHHbIE Ipenaparsl, He cHkaromue YCC. Ecnu
oTMeHa npenapata, cHukarouiero YCC, HeBO3MOXKHa, cileyeT 00paTUThCs 3a KOHCYJIbTallMel K
KapJIMoJIOTy OTHOCHTENIBHO OIpEJeIEHUs] HAJISKAIIero HaONIoJIeHUs. Iocae MEepBOM 03bl;
PEKOMEHIyeTCsl TPOIJICHHOEe HAOIMIOACHHWE IO KpaiiHeW Mepe 1o cueayiomero yrpa. llpum
BO300HOBNeHNH Teparmuu mpenaparoMm @uurommmon Kanon Bmusame wHa YCC m
ATPUOBEHTPUKYJISIPHYIO IIPOBOJAMMOCTb MOXKET IIPOSBUTBCSA BHOBb B 3aBUCHUMOCTH  OT
JUINTEJIbHOCTU IPEILIECTBYIOIIEH Tepaui U BpeMEeHM NpephiBanus Tepanuu. Habmonenue, Kak
U TI0CJIe TIpueMa MepBoil 103bl, HEOOXOUMO B CIy4ae NMpepbIBaHUs TEPaInu:

- Ha | neHb 1 GoJiee B TeUEHHE NMEPBBIX 2-X HENleb Teparuy;

- Oosice yeM Ha 7 qHeH Ha 3-U miM 4-11 Heaelle JICUeHUS;

- 0oJsiee yeM Ha 2 HeJIeNH 0CJIe TOTo, KaK JIEYeHHE MPOoJ0Kalloch OoJiee MecsIia.

Ecnu nedenune mpepsiBaeTcst Ha Oojiee KOPOTKUM MPOMEXYTOK BPEMEHH, YEM YKa3aHO BBIIIIE,
JIeYeHUE ClIeyeT MPOAO0KATh CO CIENYIOIIEeH 3alIaHuPOBAHHOM J103bI.

HurepBan QT

[Tpu npumeHeHnH GUHrOAMMOAA B 103ax 1,25 Mr uim 2,5 Mr nocsie JOCTUKEHUs PaBHOBECHOTO
COCTOSIHUS, HO, KOTJIa eIlle HAabI0AaI0Ch OTPULIATEIbHOE XPOHOTPOITHOE AeHCTBHE, OTMEYAIOCh
ymmaenne uatepBaina QTcl (ckoppextupoBanusiii naTepBan QT Mo YacToTe Mmynbca Ha OCHOBE
JAHHBIX KOHKPETHOTO MAallMeHTAa) MO0 CPAaBHEHHIO C W3HAYAJIbHBIM IOKa3aTelleM /0 BepXHel
rpanunbl 90 % M <13,0 mc. He BbIsSIBIEHO 3aBUCUMOCTH BOSHMKHOBEHHUS yITMHEHNSI HHTEpBaJla
QTcl ot 1o3bI IpenapaTa U AIUTENBHOCTH Tepanuu. [10BpIIIEHHON YaCTOTHI CIy4aeB OTKIOHEHUS
mHbl uHTepBana QTcl oT HopMbl (OLEHMBAaEeMBIX IO aOCONIOTHBIM WM IPOLEHTHBIM
M3MEHEHHUSM OTHOCHUTEIbHO MCXOJHBIX 3HaueHuH) Ha (oHEe MpUMeHEeHUs (UHTOIMMOJa He
oOHapy>xeHo. KimMHnYeckoe 3HaueHue MoIyuYeHHbIX JaHHBIX HEU3BECTHO. B HcciaenoBanusax npu
PC xnuHu4eckn 3HauuMBbIX 3(QQeKToB Ha ANMHY HHTepBasa QTc He oTMedanoch, OJHAKO

ManucHTBI C PUCKOM YAJIMHCHUA HHTCPBAJIa QT B KIMHHUYCCKHE UCCIICAOBAHHUA HE BKIIFOYAJIUCh.
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ynuiuHeHueM wunTepBana QT, ciemyer m3beraTb NPUMEHEHHUS JIEKapPCTBEHHBIX IPENaparos,
CcrocoOHbIX yanuHATh uHTepBai QTc.

HNmMMyHOCYIIpECCUBHOE AEHCTBUE

OUHTONIUMO/] OKa3bIBa€T MMMYHOCYIIPECCHUBHOE JCHCTBHE, B PE3yJlbTaTe 4YEro y IMalUeHTOB
BO3pacTaeT pUCK MH(MEKUUH (B TOM YHCIE ONNOPTYHHCTUYECKUX HH(EKINH, KOTOphIE MOTYT
NPUBOINUTH K CMEPTH) M PUCK Pa3BUTHUS TUMGPOM U IPYTUX 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUIHA,
B OCOOCHHOCTH KOKHBIX.

Cnepyer TIIATeNbHO HAOMIOJATh TNAlEHTa, OCOOCHHO MPHU HAJMYUU COIYTCTBYIOIIUX
3a0oneBannii WK (AKTOPOB PHCKA, HANpUMEp, MPEINIECTBYIOMEH HMMYHOCYIPECCHBHOM
tepanuu. [Ipu momo3peHnu Ha MOMOOHBIA PHUCK Bpady CIeNyeT B WHAMBHIYaTbHOM IOPSIKE
paccMOTpPETh BOMPOC 00 OTMEHE Tepanuu.

Undekuyu

KnroueBbM (papmakoanHaMHuecKUM P PEKTOM Ipernapara sBsSeTcs 10303aBHCUMOE CHUKCHHE
KOJIMYECTBA JTUMQPOIHUTOB B nepudepuueckoit kpou 10 20-30 % OT UX UCXOAHOTO KOJMYECTBA,
00yCIIOBJIIEHHOE 00PAaTUMBIM IepepacipeeseHueM TUMGOIUTOB B TMM(POUTHBIX TKAHSIX.

[lepen HauaIoM Tepamnuu MpernapaToM CleAyeT MOIYYUTh Pe3yIbTaT OOUICKIMHUYECKOTO aHaIn3a
KPOBU C JICHKOIUTAPHOW (hOPMYJION, BBIMOJHEHHOTO HA TMPOTSHKEHUHM TOCIEAHUX 6 MECsIeB,
NPEANIECTBYIONIMX Hadaly TepanmuH, WM T[0CIHe OTMEHBI TPEANISCTBYIONICH Teparu.
OOIEKTMHUYECKUI aHAIN3 KPOBU TAKXKe PEKOMEHIYETCsl MEePUOJMYECKH MPOBOIUTH BO BpeMs
Tepanuy, 4yepe3 3 MecsIla U 3aTeM Mo KpaitHeil Mepe 1 pa3 B roj, a Takxke Mpu HATMYUH IPU3HAKOB
nHdexmu. [Ipu noaTBep:KaeHHOM abCcomoTHOM KonmuuecTse uMdonuTos <0,2x10%m1, mpemapar
CIIelyeT OTMEHHUTh JIO TeX IOp, IMMOKAa JaHHBIA MOKa3aTellb HE BOCCTAHOBHUTCS, TaK Kak B
KJTMHUYECKUX UCCIIEIOBAHMAX Y MAIMEHTOB ¢ a0COMIOTHEIM KomidecTBoM MdonuTos <0,2x10%1
Tepanuio GUHrOIUMOIOM IPEKPaIlaIH.

VY nanueHToB ¢ TSHKETBIM aKTUBHBIM WH(EKIIMOHHBIM 3a00JIeBaHUEM HEOOXOIMMO OTIIOXKHTH
HAyaJIo JICYSHUS TPETapaToM JI0 Pa3pelieHus JaHHOTO COCTOSTHUSI.

Jo Hawana mpumeHenusi mpenapara OuHronumojy KaHOH y NalUeHTOB cleayeT OILCHUTH
UMMYHHUTET K BeTpsHOM ocme. [lanueHToB, HE UMEIONIMX B aHaMHE3€ JOKYMEHTAIIbHO
MOJTBEPKICHHBIX JTaHHBIX O TEPEHECEHHON BETPSIHOM OCIe WM TOJIHOTO Kypca BaKI[MHAIIUU
npotuB Bupyca Varicella zoster (VZV), no Hayana Tepanuu ciaeayeT 00CIeI0BaTh s BBISBICHUS
aHTuTen K VZV. B ciydae OTCYyTCTBUS aHTUTEN K BUPYCY VZV crienyer NpOoBECTH MOJIHBINA KypC
BaKIIMHAIIUY JI0 Havalla Tepamnuu npenaparoM. [Ipu »ToM Hayano nedeHus mpenaparom CiaeayeT

OTJIOXUTh MUHUMYM Ha 1 MECAL JJIA pa3BUTHA IIOJTHOI'O MMMYHHOT'O OTB€TA HA BAKIIMHALIHUIO.
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B pesynbTaTte Bo3aeicTBUS (PUHTONIMMOAA Ha MYHHy'Igll Mé@%ﬁbx@%%&ﬂqgkaﬁmﬁﬂmx

pa3BuTHs HMH(MEKIWH, B TOM YHCJIE ONIOPTYHHCTUYECKHX. BO Bpems JiedeHus Impernaparom
Ounronumon KaHoH y ManMeHTOB ¢ CUMOTOMaMH HMH(EKIMOHHOTO Ipolecca HeoOXOIMMO
IPOBOIUTH 3G (HEKTUBHBIC TUATHOCTUYECKHE U TePAeBTUYECKUE MEPOIIPHUSTHS.

[Tpu oueHKe COCTOSHUS MAlMEHTa C MOJO3PEHUEM Ha MH(EKLHUIO, KOTOpas MOXKET OKa3aThCs
CEPBE3HOMH, CIEAYET paCCMOTPETH BOIIPOC O €ro HAIIPABJICHUU K Bpady, UMEIOLIEMY OIIbIT JICYCHUS
uHpeknuii. [lanuenroB, mnomyuatommx npenapat @uuroaummon KanoH, HeoOxoxumo
HOpeaynpex1aTh O TOM, YTOObI B CiIydae MOSBICHHUS CUMITOMOB MH(EKIMU BO BpeMs JICUCHHUS,
OHHU COOOUIATIM O HUX CBOEMY Bpady.

[Ipu pa3BUTHH CEpbE3HBIX MHQEKIH HE0OXOAUMO PAaCCMOTPETHh BOIPOC O BPEMEHHOW OTMEHE
npenapata ®unromnmon Kanon. Bo3zoOHoBmsATe neueHune mnpemnaparom @Puxrommmon Kanon
CJIElyeT TOJBKO IIOCIIE OLEHKH COOTHOLIEHUS T0JIb3bI U PUCKA.

B mocrpeructpalilnoHHOM MEpPUOJE OTMEUYEHBI CIIy4aW Pa3BUTHS KPUITOKOKKOBOIO MEHUHIUTA
(rpubkoBast mH(EKINs), HHOTJA C JICTAIBHBIM HUCXOJOM, MOciie 2—3 JIeT JISYeHHUs MpernapaToMm,
OJIHAKO TOYHAs CBS3b C JUIMTEJIBHOCTBIO TEPANMM HE YCTaHOBJIEHA. lIpu pa3sBUTUM CHMIITOMOB,
HO3BOJISIOIINX 3all0JI03pUTh PAa3BUTHE JIAHHOTO COCTOSIHMS (Hampumep, TOJOBHOM 06ouu,
COINPOBOKAAIOIIECHCA TICUXUYECKMMHM HApYIIEHUSMH, TAKUMHU KaK CIIyTaHHOCTb CO3HaHUS,
TAUTIOUMHAIMN ~ W/WIM  WU3MEHEHHME JIMYHOCTH), CJIEAYeT HEe3aMEJJIMTENIbHO IPOBECTU
COOTBETCTBYIOIIME IMAarHOCTHUYECKUE MeponpusaTusd. lIpu moaTBep:KIeHWH AuarHos3a ciaeayer
BPEMEHHO OTMEHMUTh (UHTOJIMMOJ M HayaThb COOTBETCTBYIoLIee JiedeHue. Ecnu Tepamuto
¢uHromMMOI0M TpeOyeTcsi BO30OHOBHTD, CIEIyeT MPOBECTH KOHCYIBTALUIO C BpadyaMy Pa3HbIX
CIEIUATLHOCTEHN (B YaCTHOCTH, CO CIIEIMAIMUCTOM 0 HHPEKIIUOHHBIM OOJIE3HSIM).

B mocrperncrpaniMOHHOM NEpPHOJAE OTMEUYEHBl CIIy4au pas3BUTUA  IPOTPECCUPYIOLIEH
MyJabTU(OKaNbHOM nelikosHuedanonatuu (ITMJI). IIMJI — onnmopTyHUCTHYECKOE HH(EKIIMOHHOE
3a0oneBaHue, BbI3BaHHOE JC-BHpPYCOM, C BO3MOXKHBIM JIETAIbHBIM HCXOJOM MM TSKEJIOH
uHBanuanzanuend. Crmydaun [IMJI Obun OoTMEdeHBI IpUMEpPHO uepe3 2—3 roja NpUMEHEHUs
¢buHrOIMMOJa B KayecTBE MOHOTEpANUHU y MAalMEHTOB, paHEe HE MOJY4YaBIIMX HaTalIn3yMmao.
HecmoTpss Ha moOBBIIEHHE MpPEANOIaraeMoro pucka Ha (oHe COBOKYIHOIO KOJMYECTBA
IIPUHATOTO CO BPEMEHEM IIpenapara, B3aUMOCBA3b C JUIMTEIBHOCTBIO TE€palnuud B TOYHOCTHU
HEN3BECTHA.

[TomydeHsl Takke IOMOJHUTENIBHBIE cooOmeHus o pasButuu [IMJI y mamumeHToB, paHee
MOJYYaBIIUX TEPANHIO HaTAIN3yMaOOM, JJIsi KOTOPOTO YK€ U3BecTHa cBs3b ¢ [IMJL.

Pazsurtue [IMJI Bo3MOxHO TosibKO npu uHGHUuKUpoBanuu JC-supycom. [lpu nposenennn anainmusa
Ha Hanmuue JC-Bupyca HEOOXOOMMO YUYUTHIBATh, YTO BIMAHUE JUM(ONEHHHM HA TOYHOCTh

pe3yJbTaTOB TECTUPOBaHHUS Ha Hanuuue aHTuTen K JC-BUpyCy Yy MallMEHTOB, MOJy4YaBIIMX
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Hanmuue JC-Bupyca He HCKIII0YaeT BOZMOKHOCTH HHHUIMPoBaHus JC-BUPYCOM B IOCIIEIYIOIIEM.
[lepen npuMeHeHneM (PUHTOIMMO/Ia HEOOXOMMO, KaK PaBUIIO, HE paHee, YeM 3a 3 Mecsla 10
Havana Ttepanuu, npoBectu MPT-uccnenoBanue. Ilpu mnpoBenennun mnaHoBbix MPT-
UCCJIEIOBAaHUM (4acTOTa KOTOPBIX ONpENENIeTCs HAlMOHATbHBIMU PEKOMEHAALUIMU), YacTOTa
KOTOPBIX OIPENEIAETCS CTaHAapTaMu IMarHOCTUKU U KOHTpoJs TeueHus PC, cnenyer coxpaHsaTh
HAaCTOPOKEHHOCTb B OTHOILICHWM JAaHHBIX, KOTOpbIE NO3BOJAKT 3anono3puts [IMJL. Takum
obpazoMm, mpoBemenne MPT MOXHO paccmaTpuBaTh KakK  JJIGMEHT  TOBBIIICHHON
HAaCTOPOKEHHOCTH Y MAIIMEHTOB C BBICOKUM puckoM pazputusa [IMJI. [Ipu nogo3pennn na [IMJI
CleyeT HEMEUIEHHO MpoBeCTH AuarHoctuyeckyro MPT u npuocTanoBUTS JieueHHE IpenapaToM
®unrommmon Kanon no uckimouenust nuarsosa [IMJIL

N3menenus Ha MPT, xapakrepusie s [IMJI, MOryr mposiBIATBCA paHbLIE KIMHUYECKUX
MPU3HAKOB WM CUMIITOMOB. Y NMAlMEHTOB, MOJIYYaBUIUX JIEKAPCTBEHHbIE IPENapaThl MO MOBOLY
PC, nns xoropeix ycraHoBieHa cBs3b ¢ [IMJI, Bkimtovast (puHTONMMMOJ, HAOIIOJATUCH CIy4an
I[IMJI, nuarHocTupoBaHHbIE Ha OCHOBaHMM JaHHbIX MPT, a Takke Ha OCHOBaHWUU BbIABJICHUSA
JJHK JC-Bupyca B 1epeOpOCHMHAIBHOMN )XKUIKOCTH MPU OTCYTCTBUU KIMHUYECKUX MMPU3HAKOB
WJIM CUMITOMOB, XapakTtepHbix i [IMJL.

BoiBenenune ¢QuHromumona mocie MpeKpamieHusl JIEYEeHHs MOXKET IMPOUCXOAUTH B TeUeHUe 2
MECSIEB, [TO3TOMY B 3TOT NEPHUOJA HEOOXOJUMO COXPaHSATh HACTOPOKEHHOCTb B OTHOILIEHUU
pasBuTHs uHOekuuid. IlanueHTOB clieAyeT MPOMHCTPYKTUPOBATH O  HEOOXOAMMOCTH
He3aMeUIMTEIbHO cO00IaTh Bpauy 000 BCeX CUMITOMAaX MH(PEKIMH B TeUEHHE 2 MECSIIEB 1OcIe
OTMEHBI (PUHTOJINMO/IA.

B nocrpeructpanmoHHOM IepuoJe NpPUMEHEHUs (UHromuMmonaa HaOMIOJANNCh —Clydyau
MHOUIMPOBAaHUS BHpPYcOM Hanwuiomsl uenoBeka (BIIY), Bkitowass manmwiiomy, TUCIUIA3UIO,
6opomaBkn u BIIY-accoumupoBanHbli pak. B cBsi3u ¢ Tem, uro ¢uHromumon obiagaer
MMMYHOCYIIPECCUBHBIM JIEUCTBUEM, ITEpE] HaYaJIoM Tepanuu npenapatom Ounrommmon KaHoH,
HEO0OXOUMO paccMOTPETh BoNpoc O BakuuHauuu npotuB BIIY ¢ yderom pekomenmanuii mo
BaKIIMHALMU. Taxke peKOMEHYeTCs IPOBOJUTH OHKOJIOIMYECKUH CKPUHHHT, BKIIIOUYasi Ma3oK 10
[Tananukosay, B COOTBETCTBUU CO CTaHAAPTaAMM OKa3aHHsI MEIULIMHCKOM ITOMOIIH.

MakyagapHBINA OTEK

[Tockonbky Ha ¢oHe Tepanuu (UHTOIMMOIOM B peKOMEHAOBaHHOH no3e y 0.5 % manueHToB
OTMEYaJOCh Pa3BUTHE OTEKa MaKyJjbl ¢/0e3 KIMHUYECKHX CHMIITOMOB INPEHMYILECTBEHHO B
nepBbie 3—4 Mecdla JIeYeHus, peKOMEHAYeTCs POBOJUTH O(TanbMoornyeckoe o0cieoBaHne

yepe3 3—4 Mecsua nociie Hayayia Tepanuu. [Ipy BBISBICHUHN y MAIIMEHTOB HAPYIIEHUN 3pEHUS HA
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MaKyJsIpHOM 00acTu.

VY MmanueHTOB ¢ YBEUTOM B aHAMHE3€, a TAKXKE y MAIMEHTOB C COMYTCTBYIOIIUM CaXapHBIM
IMa0eTOM OTMEUAeTCs IIOBBIIICHHBIM PHUCK pPa3BUTHUS MaKyJIsIpHOro oTeka. [lockoibky
MpUMEHeHHe Tmpemnapata y manueHToB ¢ PC M CONMyTCTBYIOIIMM CcaxapHbIM JHa0EeTOM He
W3y4ajaoch, y TAIMEHTOB C CaXxapHbIM JMA0CTOM WJIH YBEHUTOM B aHAMHE3€ PEKOMEHIYETCS
MPOBOANTH O(PTaTBEMOIOTHYECKOE OOCIICIOBAaHKE JI0 Hadalla U BO BpPEeMsl TEPANUU MPErnapaTom
dunronnmon Kanos.

[TocnencTBusl TPOIOJDKEHUS Tepaliui (PUHTOIUMOJIOM Y TAIMEHTOB ¢ MAKYJSIPHBIM OTEKOM HE
u3ydanu. B ciydae pa3BuTHsI OTe€ka MaKyibl JiedeHue npernaparoM Ounromumon Kanon cnempyer
MPEKPAaTUTh. PHUCK pa3BUTHS IMOBTOPHOTO OTEKAa MaKyJbl MPU BO30OHOBJIICHUU TEparuu
dbuHronMMoIOM He wu3yuasics. PemieHne O BO30OHOBJICHHMH Tepamuu TMOCIE pa3pelieHus
MaKyJIIPHOTO OTEKa CJelyeT MPUHUMATh C YIETOM MOTEHIIUAIBHON MOJIb3bl U PUCKA, CBSI3AHHBIX
C IPUMEHEHHUEM TIperapara y KOHKPETHOTO MMalueHTa.

HapymeHHe d)VHKHI/II/I IICUYCHU

VY manuentoB ¢ PC, momy4aBmmx (pUHrOIMMOMA, OTMEUAIUCHh CIy4YaH MOBBIIICHHUS aKTHBHOCTH
«TIEYEHOYHBIX» (PEPMEHTOB, B OCOOCHHOCTH anaHuHamMuHOTpaHcdepasbl (AJIT), a Takxke ramma-
riyramuntpanchepassl  (ITT) u  acnmapraramunorpanchepasst (ACT). B xkiamHMYecKHX
uccienoBaHusaxX nmoseimeHre aktuBHOCTH AJIT o yposus 3 x BI'H wiu Beie ormevanocs y 8,0 %
NalMEeHTOB, MOMy4YaBuX (puHronumon B no3e 0,5 mr, u numb y 1,9 % nanueHTos, noyryyaBIInX
wiane6o. Iloseienne n0 ypoBHs SXBI'H ormewanocs y 1,8 % mnanueHTOB, MOTy4YaBIIMX
¢unromumon, u y 0,9 % mnanueHToB, mody4yaBUIMX Iulalebo. B KIMHMYECKHUX HCCIeI0BaHUSAX
¢uHroIMMOJ OTMEHsANHU, eciu akTuBHOCTh AJIT moseimanace 1o ypoBHs >5xBI'H. Ilpu
BO300HOBJICHMH Tepanuu (UHTOJIMMOJIOM AaKTHUBHOCTh II€YEHOYHBIX aMuHOTpaHcdepas y
HEKOTOPBIX MAalMEHTOB IOBBIIIAIACH CHOBA, YTO F'OBOPUT B IOJb3Y CBA3M JAHHOIO SIBJICHHS C
IpUMEeHEeHHeM (QuHronuMona. B KIMHMYECKHX HWCCIEIOBAaHUSAX IOBBIIIEHHE AKTUBHOCTU
aMUHOTpaHc(epa3 MOIJIO BO3HUKATH B JIIO0OOE BpeMs B XOJI€ JIEUEHUS, OJJHAKO B OOJBIIUHCTBE
CIIy4aeB OHO BO3HMKaJIO B nepBble 12 mecsaneB. Hopmanuzanus akTUBHOCTH «II€YEHOYHBIX)
aMHHOTpaHCc(epa3 B CHIBOPOTKE KPOBU MPOUCXOWIA MPUOIU3UTENBHO Yepe3 2 Mecsia 1ocie
OTMEHBI (PUHTOIMMO/1A.

[Tpumenenue GUHrONMMO/Ia y MAIMEHTOB C HapylIeHHEeM (DYHKIMU MEYEeHU TSAKEJION CTEeTeHn Ha
MOMeHT Hauyana Tepanuu (kmacc C mo knaccudukamun Yaitna-IIel0) He uccaenoBanoch.
[TpumeHeHne GUHroIUMOAA y TAKUX MAIEHTOB MPOTHBOIIOKA3aHO.

[TockonbKy (PUHTOIMMOJ] OKa3bIBAE€T UMMYHOCYTIPECCUBHOE JICHCTBHE, Y MAlIUEHTOB C aKTUBHBIM

BUPYCHBIM I'CIIATUTOM HA4YaJIO TEPAIIHUU CICAYCT OTJIOXUTH J0 PA3pPCUICHUA JaHHOI'O COCTOSHMA.
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KJIMHUYECKH 3HAYUMOTO MopakeHus neueHu (cM. paszaen 4.8.). IlpusHaku mopakeHus MEeYeHH,
BKJII0Yasi 3aMETHOE TMOBBILIICHUE aKTHBHOCTH «I1€YEHOUYHBIX» (PEPMEHTOB B CHIBOPOTKE KPOBU U
IOBBIIIEHUS] YPOBHA 00ILero OmimpyOnHa, BO3HUKAIN YK€ 4yepe3 JecsATh AHEH Iocie mpueMa
HEPBOil 103Bbl, a TaKXkKe ObLIM 3apEruCTPUPOBAHbI I1OCIIE ATUTEIBHOTr0 NpuMeHenus. Cooluanock
0 CIy4asiX OCTPOIl IEYEHOYHOM HEJJ0CTaTOYHOCTH, TPEOYIOLEH TPAaHCIUIAHTALlMHU [IEUEHHU.
PekoMeH10BaH KOHTpOJIb AKTUBHOCTU «II€YEHOYHBIX» TpAaHCAMHUHA3 UM KOHLEHTpaLUu
OunupyOMHa Ha MPOTSDKEHUM 6 MecsleB, MPEIIIECTBYIOLUIMX Hadaly TepanuM IpernapaTrom,
NEPUOANYECKUA KOHTPOJb BO BpeMs TE€palUU U B TCUECHUE 2 MECALEB IOCIE IPEKPaLICHUS
npuema npenapara @unronumon Kanos.

[Ipy OTCYTCTBMM KIMHHUYECKUX NPOSBICHUM MOpPAKEHMsI MEYEHU OIpPEAEICHUE aKTUBHOCTHU
«IEYEHOYHBIX» TPAHCAMUHA3 PEKOMEHJI0BaHO MPOBOAUTH B 1, 3, 6, 9 u 12 Mecdubl Je4eHus U
nanee nepuoaudecku. I[ToBblieHne akTUBHOCTH «II€4EHOUHBIX» TpaHcamMuHa3 >5xBI'H tpebyer
0oJ1ee YacToro UCCIEOBAHMS «IIEYEHOYHBIX» (DEPMEHTOB, BKIIIOYAs OTpeIeTICHIE KOHIICHTPAIUN
OunmupyOMHa M aKTUBHOCTHU IIeJ0YHOHN (ocdaTaspl. [Ipn MOBTOPHOM MOATBEPKACHUU JTaHHOTO
pe3ynbTaTa (aKTUBHOCTH IEYEHOYHBIX aMuHOTpaHcdepas >5xBI'H) mpenapar dunromnumon
KanoH cnepgyer OTMEHUTh M BO300OHOBHUTH TEpalMIO TOJBKO IIOCIE TOr0, KaK aKTUBHOCTh
MEYEHOYHBIX aMUHOTpaHC(Epa3 BEpHETCS K HOPME.

Crnenyet HaOMI01aTh 32 MAMEHTAMH HA MPEAMET HAJIUUUs IPU3HAKOB U CUMIITOMOB MTOPAXKEHUS
neyeHu. Y MalueHTOB, KOTOpble COOOINAIOT O CUMIITOMAX, TAKMX KaK TOLIHOTa HEU3BECTHOM
ATHOJIOTUH, PBOTA, 00JIb B )KMBOTE, TUCKOM(OPT B MpaBoM Noapedephe, BHOBb BBISBICHHAS WIN
YCUJIMBAIOIIASICS TIOBBIIIEHHAS] YTOMIISIEMOCTh, AHOPEKCHS, KEJITyXa U/WIA TEMHBIN IIBET MOYH,
KOTOpBIE MOTYT yKa3blBaTh Ha MOPaK€HUE MEYEHH, HEOOXOJUMO HEMEIJIEHHO MPOBECTH aHAIM3
aKTUBHOCTH «TI€UEHOYHBIX» TPaHCAMUHa3 U MPOBEPUTh YpOBeHb OminpyoOuHa. Ilpu Hammuuum
KIIMHUYECKUX IPOSBIEHUH, COMPOBOKIAIONIMXCS NOBbIIIEHNEM akTUBHOCTH AJIT B Tpu pasa u
ypOBHS 00111eT0 OMIMpyOrHA B CHIBOPOTKE KPOBHU B JIBa pa3a BbILIE HOPMBI, JIEUEHHE IIPernapaToM
Ounronmumon KaHon cienyer npekpatuth. JleueHue He ciaeayeT BO30OHOBIATH IO TEX MOp, MOKa
He OyJeT ompenesieHa Apyras NpUYMHA MPU3HAKOB M CHUMITOMOB MOpaxkeHHs neueHH. Ilpu
BBISIBJICHUM 3HAUUTEIBHOIO IMOPAXEHMsS] IE€YeHU (HalpuMep, aKTUBHOCTh IEUEHOUYHBIX
amuHoTpaHchepas >5xBI'H w/unu moBelllieHHWEe YpOBHS OWIMpPYOMHA B CHIBOPOTKE KpPOBH)
JIeYeHue MpenapaToM clielyeT NpeKkpaTuTh. Pemenue o BO300HOBIEHUH JieueHus: Oy/IeT 3aBUCETh
OT TOr'O, ONPEJENICHA JIU ApYyras NPpUYUHA TOPAKEHUS NIEUEHH, a TAK)KE OT COOTHOLLIEHUS MEXAY
MOJIb30i OT BO30OHOBIJICHHS JICYEHUS M PHUCKOM IMOBTOPHOTO Pa3BUTHS HapyIIEHUS (YHKUIUU

IICYCHMU.
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MOJTyYaloNMX Tpernapar (UHTOIMMOJ, PUCK TIOBBIIICHHUS TIOKa3aTelled (QYHKIHMHU TeYeHU
yBenuueH. TeM He MeHee, y AallMEHTOB, B aHAMHE3€ y KOTOPbIX UMEETCs TskKesoe 3a00iieBaHne
neyeHu, npenapat @unronumona KanoH ciieryeT NpuMEHSTh C OCTOPOKHOCTBIO.

BausHue Ha pe3yabTaThl CEPOJIOTHYECCKOTO MCCIICIOBAHMS

[Tockonbky  (UHTOIMMOJ  CHMXKAeT  KOJIMYECTBO  JUMQPOLUTOB B  KpOBH  (IIyTeM
nepepacnpeeNieHlsi UX BO BTOPHYHBIX JUM(OHIHBIX OpraHax), KOJHMYECTBO JUMQOIHUTOB B
nepuepuyeckoil KpOBU HE MOXKET ObITh HCIOJIb30BAHO JJIsl OLEHKH KOJIMYECTBA Pa3jIMYHbIX
BUJOB JIUM(OLUTOB Yy MALUEHTOB, MOJYYarOIUX (UHIOJUMOJ. Y MNAlMEHTOB, MOJIyYaroIIUX
(UHrOIMMOJ, IS ONpeAeNieHHus KOJIMYECTBAa MOHOHYKJIEapoB Tpedyercs 3a0op OobIIHUX
00BEMOB KPOBH (BCJIEICTBUE CHIDKEHUS YUCIIA IIUPKYTUPYIOIIUX JTUM(OIUTOB).

Bnusnue Ha apTepualbHOES JABICHUE

[TanMeHThl € HEKOHTPOJMPYEMOH apTepualibHOM THIepTeH3uel He ObLIM BKJIIOYEHBI B
JIOpErucTpaliOHHble KIMHUYECKUE UCCIIEI0BaHus, [T03TOMY B Cilydyae INPHUMEHEHUs Ipernapara
®unronumona KaHoH y manmeHToB ¢ HEKOHTPOIUPYEMOU apTepruanbHOM runepTeH3ueH TpedyeTcs
co0roaaTh 0COOYI0 OCTOPOKHOCTb.

B knuHMueckux wuccienoBaHusx y nauueHToB ¢ PC cpenHee MOBBILIEHHE CHUCTOJIMYECKOIO
naBlieHus Ha oHe npuMeHeHust puHroauMoaa B Ao3e 0,5 Mr cOCTaBHIIO TPUMEPHO 3 MM PT. CT.,
a IMacTOJIMYECKOTO JAAaBJICHUS — IPUMEPHO] MM PT. CT.; JaHHBIM 3P PEKT NPOSABISICS TPUMEPHO
yepe3 | Mecsll mociie Havasa JISYeHUs U COXpaHsIcs Ha GoHe MPOAO0IKEHHs JieueHus. B 2-netHem
1a11€00-KOHTPOIMPYEMOM HCCII€0BAHNHN apTepHalibHasi TUIIEPTEH3UsI OTMEYaach B Ka4eCcTBe
HEXEJATeNbHOTO sIBIeHUs y 6,5 % manueHToB, NpuHUMABLIINX GUHroauMoA B 1o3e 0,5 mr, u'y
3,3 % nanueHToB, IpUHUMAaBLINX IU1anie0o. Bo Bpems repanuu npenapatrom @unroiaumo Kanon
CIIEIyeT PETYJIAPHO KOHTpOIupoBaTh AJl.

JlpIxaTelnbpHas cCUCTEMA

Yepes 1 mecsan mocne Havaja TPUMEHEHHUS (UHTOJMMOJA OTMEYAJIOCh HE3HAYUTEIbHOE M
J0303aBUCUMOE CHIKEHHE o0bemMa (QOpCUpOBaHHOTO Bbloxa 3a l-t0 cexkyHny (O®B1) u
G y3nOHHON CTOCOOHOCTH JIeTKUX 1o okcuy yriepoaa (DLCO); B nanpHeiliieM JOCTUTHYThIS
3HAUEHUS JAHHBIX MApaMETPOB HE MEHSUIMCh. Y TMAIUEHTOB C TSKEIBIM PECIUPATOPHBIM
3a0oneBanueM, (QUOPO3OM JIETKMX ¢ XPOHUYECKONM OOCTPYKTUBHOM OOJIE3HBIO JIETKUX
(GUHTOTUMO]T CIIeTyeT MPUMEHSITH C OCTOPOKHOCTBIO.

CuuapoM o0paTuMOi 3ajiHel dHIledaIonaTuu

B xIMHHYECKUX U MOCTPETUCTPAIMOHHBIX MCCIEAOBAHUAX OTMEUYEHBI PEKUe CIIydau Pa3BUTHUS
CHHIpOMa 00paTUMOM 3a/IHEH HIIeaIonaTuy Mpyu NpuMeHeHnn GuHrommoa B 1o3e 0,5 Mr co

cnez[y}omeﬁ CHMIITOMATHUKON: MHTEHCHUBHAsA T'OJIOBHAs OOJIb ¢ BHE3AITHBLIM Ha4dyaJIOM, TOIIHOTA,
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pBOTa, HApPYIICHHE CO3HAHUS, PACCTPOUCTBO 1

00paTUMO, HO MOXET YyXYAIMATbCS, B TOM YHCIE IMPUBECTHU K HIIEMUYECKOMY WIIU
reMOpparuueckoMy HUHCYJBTY. 3a/iepKKa B MOCTAHOBKE JMArHo3a M JICYCHUU MOXKET BECTH K
CTOWKHMM HEBPOJIOTMUECKUM HapyiieHusM. [Ipu mojgo3peHnn Ha CHHIpPOM oOpaTHMOMN 3agHei
sHuedanonaTuu npuem npenapara Ounronumon Kanou cienyer npekpaTuTh.

Panee OPpOBOAMBHICECA JICUCHUC MMMYHOACTIPECCAHTAMU U IIpCliaparaMu, MOI[I/I(bI/II_[I/IDVIOH_II/IMI/I

TeueHue 3a001eBaAHUs

Uccnenoanuii nmo oneHke 3hQexkTuBHOCTH U 0€30macHOCTH (DUHTOJMMOJA y MAlMeHTOB,
NEepeBe/ICHHBIX Ha Hero c¢ TepudiayHoMuaa, auMeTwipymapara u anemTy3ymada, He
npoBOAWIIOCh. [Ipy 3aMeHe Tepamwu APYrUMH IpermapaTamy, MOAU(PUITUPYIONIMMH TEUCHUE
3a0osieBaHus, Ha jeyeHue npenapatoM Ounronumon KaHoH, ciieyer npuHUMaTh BO BHUMAaHUE
MEXaHU3M JIEUCTBUSl paHEE MPUMEHSEMOro Ipernapara, a TaKKe YUYUThIBaTh IEPHOJ €ro
MOJTYBBIBEJICHUS BO N30€KaHNE Pa3BUTHS CyMMAapHOTo yrHerampmero 3¢ddexra Ha UMMYHHYIO
cucremy. llpu sToM cremyer yuuThIBaTh PHUCK peakTuBauuu 3aboneBanus. [lepen Hawamom
Tepanuu npenapatoM ®OuHronumon KaHoH cienyer moiayduTh pe3yibTaT OOLIEKIMHHUYECKOIO
aHaJM3a KPOBH C JCHKOIUTAPHOU (OPMYIIOii, BHIMIOJIHEHHOTO MOCIE OTMEHBI MPEAIIECTBYOMIEH
Tepanuu, 4ToObl yOIUThCs B MPEKpalleHUH ee yrHeTaroniero 3¢pdekra Ha UMMYHHYIO CUCTEMY
(Harpumep, IUTOIIEHUN).

VY nmauueHToB, MoJIy4yaBUINX paHee JIedeHne HHTep(EPOHOM WM TJIaTUpaMepa aleTaToM, JIeUeHNe
npenapatoM Ounronumo KaHoH MOXeT ObITh HAYaTO HEMOCPEIACTBEHHO MOCIE MPEeKpaleHUs
MIPUMEHEHHUS BBILIECYKAa3aHHBIX IIPENapaToB.

Ecnu mepeBoa ocymiectBisercs ¢ nuMmetuidymapara, npenapar @unronumos Kanon ciemyer
HAYMHATh TMPUMEHSTH JIMIIb TOCJE MEePUOo/Ja BHIMBIBAHUS, JOCTATOYHOTO JJisi BOCCTAHOBJIIECHUS
MoKa3aTesel KpOBH.

Kak mpaBuiio, ansi MONHOTO BBIBEACHMsI HaTanm3ymaba TpeOyercs 2—3 mecsdlla ¢ MOMEHTa
npekpaleHus: Tepanuu. BeiBeaenue tepudiyHoMuaa U3 MIa3Mbl KPOBU MEIJIEHHOE U MOXKET
3aHHMaTh OT HECKOJBbKUX MeECsSIeB 1o 2 JeT 0e3 MpoBeACHHUS NPOLEAYpbl YCKOPEHHOIO
BBIBEJICHUSI.

Pexomenyercs mpuberaTh K IpoIreaype YCKOPEHHON dIMMHUHALINN, OTTMCAHHON B MHCTPYKIIHH TI0
MEAMIIMHCKOMY MpHUMEHEHHI0 TepudiyHoMuaa. B oTcyrcTBue 53TOH mpouenypsl HEpUOA
BBIMBIBAHUS JOJKEH OBITH HEe MeHee 3,5 mecstieB. [1pu nmepeBoje mannueHToB ¢ HaTaau3yMala win
tepuduyHoMuaa Ha mnpenapar Punronumon KaHoH crnemyeT coOmroaaTh OCTOPOKHOCT U
YUHUTBIBATH BO3MOXKHOCTb JIOMOJHUTEIBLHOTO ACHCTBUS HA UMMYHHYIO CUCTEMY.

AnemTy3ymMa0 OKa3bIBaeT IJIyOOKO€ W MPOJOJIKHTEIbHOE HMMYHOCYIPECCHBHOE JEWCTBHUE.

[Tockonbky (akTHUecKass IUTEILHOCTh MOAOOHOTO JEHCTBHSI HEW3BECTHA, NPUMEHEHHUE
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PCKOMCHAOBAHO, 3a UCKIIFOUCHUCM CJIy4acCB, KOI'la OXXHUJacMas I0Jib3a IIPCBLIIIACT BO3MOXKHBIH
PHUCK A KOHKPECTHOI'O MMalMCHTA.

Pemenne o JJIUTECIIBHOM IIPHUMEHCHUN KOPTHKOCTCPOUJAOB B KAUCCTBEC COIIYTCTBYIOIIUX
npemnaparoB CICAYET IPUHUMATD ITOCIIC TIHaTeHBHOfI OLICHKU.

OnHOBpEMEHHOE IPUMEHEHNE MOIIHBIX HHIYKTOpoB u3odepmentos CYP450

[Tpy mpumMeHEHUH (PUHTOIMMOAA OAHOBPEMEHHO C MOIIHBIMH HHIYKTOpPaMH H30(QEpPMEHTOB
CYP450 cnemyer coOmomaTh OCTOPOXKHOCTB. OTHOBPEMEHHOE IPUMEHEHHE 3Bepo00s He
PEKOMEHIYeTCS.

310Ka4€CTBCHHBIC HOBOO6D8,30BaHI/I$I

3noxkauecmeenHvle HOB00OPA308AHUS KOHCU

VY nanueHTOB, NOJIYYaBIIUX IIpernapar, OTMEUEHO pa3BUTHE 0a3ajIbHOKJIETOYHON KapLUHOMBI U
JIpYruX HOBOOOPA30BAHUM KOXKM, BKJIIOYAs 3JI0KAYECTBEHHYIO MEJIAHOMY, IUIOCKOKJIETOYHYIO
KapuuHOMY, capkoMmy Kamomm, kapuuHomMy u3 kKietok Mepkensa. Cremyer COXpaHSTh
HACTOPO’KEHHOCTh B OTHOIIEHHH HOBOOOpPA30BaHM KOXKH, a B Havaje JICYCHUS PEKOMEH]IyeTCs
IPOBECTH MEAUIIMHCKOE 00CIIeI0BaHNE C OCMOTPOM KOKHBIX TOKPOBOB. B mocienyromem Takoe
o0cneoBaHNe PEKOMEHAYETCSl TPOBOAMTH Kaxkable 6—12 MecsIeB MO YCMOTPEHHUIO JICUaIero
Bpauva. [Ipn oOHapyXeHHH MOpaKeHNH, BBI3BIBAIOIINX TTO03PEHHUS, TAIIMEHTA CIIEyeT HallPaBUTh
K nepMatonory. [IpuHrMas Bo BHUMaHHE PUCK Pa3BUTHS 3JI0Ka4€CTBEHHBIX HOBOOOpa30BaHUI
KOXKM, TallMeHTOB, MOJIYyYaloUIMX (UHTOIMMOJ, CIeNyeT MNpeaylnpeauTb O HEoO0XO0AUMOCTH
UCIMOJIb30BaHUS CpeACTB 3aiiuThl oT Y®-uznydenus. Ha ¢one nmpumeHeHHs (QUHroaMMmosna
NAIMEeHTHl HE JOJDKHBI MONy4aTh (POTOTepamuio ¢ Hcmonb3oBaHueM Y®D-B u3nydeHus wid
doroxumuorepanuto PUVA.

Jumgpomul

B kiMHHYECKHUX HCCle0BaHUSAX U B IEPUO]] TOCTPETUCTPALIMOHHOTO MPUMEHEHUs (PUHTOIMMO/1a
HaOJFOIaHCh CiTydan pa3BuTUs TuMGombl. ONMcaHHbIe CTy4an OBUI TeTEpOTEHHBIMH 110 CBOCH
NpUpOJie, B OCHOBHOM BCTpeUallach HEXO/DKKUHCKas JuMdoma, BKIovas B-ximerounsie u T-
KJeTouHble JuMdombl. MMenn mecto ciydau T-kineTouyHoil nuMQOMBI KOXH (TpHOOBHIHON
IpaHyJIeMbl).

Bo3Bpar aktuBHOTO 3a00J1eBaHus (PEUINB) OCIE OTMEHBI TEPANTHHU GUHTOIUMOIOM

B mocTtpeructpalilnoHHOM MepHoOJe OTMEUAIHNCh Clydyau TSXKEIO0ro 00OCTpeHMs 3a00JeBaHUs y
MAIMEHTOB, MPEKPATUBIINX MPUMEHSTh (puHronumojn. Kak mpaBuio, yXymlleHHE COCTOSHHS
MIPOUCXOIIIIO B TedeHue 12 Heemnb, HO Takke ObUTH OTMEUEHBI CITydau YXYAIIEHUS B TeueHue 24
u Oojee HeAenb IMOC]Ie OTMEHbI TEpalnuu MpenapatoM. B cBA3M ¢ 3TUM clieyeT coOaoaaTh

OCTOPOKHOCTh TpH OTMEHe Tepanuu mnpenapatoMm dPuaromumon Kanon. Ecoum HeoOxomuma
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CUMIITOMOB U IIPU3HAKOB U IPOBOJUTH H€O6XO[[I/IMOG JICUYCHHUC.

OHVXOJICHOZ[O6HBI€ o4darv ACMHUCIMHHU3aInN

B noctpeructpaiiioHHOM nepro/ie BbISIBIEHBI peIKUE CiTy4an (POpMUPOBAHUSI OITyXO0JIETI0A00HBIX
OYaroB JeMHEIMHM3alMU, CBA3aHHBIX ¢ oboctpeHueM PC. B ciyuae Tsxenoro obocTpeHHs
cienyet npoBectrt MPT 11 MCKITIOUEHHS OITyX0JIeNOJOOHBIX ouaroB. Jleuamemy Bpauy cieayer
paccMoTpeTh Boripoc 06 oTMeHe npenapara OuHronmMoa KaHoH HHAMBUAYAIBHO, IPUHAMAS BO
BHHUMAaHUE T0JIb3Y U PUCKH Y KOHKPETHOIO AIIUEHTA.

[IpekpalieHne JeUeHNs d)I/IHFOJ'II/IMOI[OM

[Tocne oTMeHBl jedeHns (PUHTOIUMOJIOM HEOOXOAUM 6-HENeNbHbIM UHTEpBal 0€3 JeueHus Ais
BBIBEJICHHSI (PMHTOJIMMO/Ia M3 KPOBOTOKA; TAKOH CPOK ONPEAEISAETCS MEPHOAOM MOTYBBIBEICHUS
npenaparta. [Ipu npekpaiienun npuema npenapata He0OX0IUMO YYUTHIBATh, YTO HOpMaJIU3aLUs
KOJINYEeCTBA JUMQOLUTOB MPOUCXOAUT uepe3 1—2 Mecsma mocie MOCIETHEro NpUMEHEHHUs
¢uHTrOMMMOa, XOTS B psAAE CIAy4daeB JJs MOJHOTO BOCCTAHOBICHHS TpeOyeTcs 3HAYHTEIHHO
Oombiie BpeMeHU. [10CKOIbKY IpU IPUMEHEHNH UMMYHOJIEIIPECCAHTOB B T€UeHHUE 1—2 MecsleB
1ocJjie MpeKpalleHus npuemMa (GUHroIMMOoAa BO3MOXKHO JIOTIOJIHUTENbHOE yTHeTarollee JeiicTBue
Ha HMMMYHHYIO CHUCTEMY, HEOOXOIUMO COOJIOAAaTh OCTOPOXKHOCTb IPH HPUMEHEHUU
UMMYHOJETIPECCAHTOB BCKOPE MOCIIE MPEKPAIIECHUS JIEYEHUS IIPenapaToM.

ECDCMGHHOCTB, PHUCK I T1J10Ja ¥ KOHTPALICTII A

B cBA3M ¢ mNOTEHIMANbHBIM CEphE3HBIM PHCKOM JJIs IUI0Ja HEOOXOAMMO HCKIHYUTh
OEpeMEHHOCTh Yy JKEHIIMH, OO0JIQAAIONMX PENpOAYKTHUBHBIM IOTEHLMAIOM, Iepej HaydalioM
npuema npenapara @unronumon Kanos.

MenuuuHCKOMY CTIEIUAINCTY CIEAYeT OOBSICHUTh PUCKH HETaTHBHOTO BO3JICHCTBUS Iperapara
Ha IJI0/1.

Bo Bpems Ttepanuu mpemnapatom Ounronmumoj KanoH crnemyeT wu30erath HacTYIJICHHS
OEpeMEHHOCTH W TPHUMEHATh YPPEKTHBHBIE METOAbl KOHTPALECIIUH HA TMPOTSHKCHUU BCETO
nepuosia TepalMi W B TEYEHHE 2 MECSIEB IOCie TpeKpameHuss Tepanud. B ciydae ecimu
OepeMEeHHOCTh HACTYyNUIa BO BpeMs Tepanuu npernaparom @unronmmo 1 KaHoH, To He00X011MMO
paccMoTpeTh Bompoc 00 orMmeHe mpenapata Punromumos KaHoH, mpuHHMMas BO BHHUMAaHHE
pe3yIbTaThl HHIUBUAYATFHOW OIEHKH TOJB3Bl U PUCKOB KaK Ui MaTEPH, TaK U JUTS TUT0a (CM.
pasznen 4.6., a taxoke pasnen 4.4., moapasnen «Bo3Bpar akTHBHOTO 3a001eBaHusl (PEIUIUB) ITOCITE
OTMEHHI Tepanuu npenaparom Ounronumo Kanon»)

[Marmenrtst 10—18 get

Ilepen Hawanom mnpumeHenusi npenapata Puuronumon KaHOH criegyer mNpoBeCTH Bce

BaKIIMHAIMKU, PEKOMCHAOBAHHBIC MCCTHBIM KAJICHAAPEM ITPUBHUBOK.
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BcrnomorareanHbIe BeliecTBa \ Mnoch E":l'l"" BA

[Ipenapatr @unronumoa KaHOH COAEPKUT B CBOEM COCTABE KPACUTENb COJTHEUHBIN 3aKaT KEIThII
(E110), mo3TOMY MOKET BBI3BIBATH AJIIEPTUUECKUE PEAKIIUH.

4.5. B3amMmopeiicTBHe ¢ PYrHMH JIeKAPCTBEHHBIMH INpenapaTtaMM M JApyrue BH/AbI
B3aNMOJAEeHCTBUSA

HDOTI/IBOOHVXOHGBBIG npenapatrbl, ”UMMYHOMOAVYJIATOPBI U HUMMVYHOACIIPECCCAHTHI

VYuurtsiBas BO3MOKHOCTb JONOJHUTEIBHOIO YTHETAIOIIETO BIUSHUAS HA UMMYHHYIO CUCTEMY, HE
clenyeT TMPUMEHITh  (UHTOIMMON  BMECTE C  IPOTUBOOIYXOJCBBIMH  CPEACTBAMHU,
MMMYHOJIETIPECCAaHTAMH WJIK KMMYHOMOYJIATOPaMHU.

Crnenyet coOmroaTh OCTOPOKHOCTD MPH MIEPEBOJIE HA (PHHTOIIMMO/I TTAIIMEHTOB, KOTOPBIC paHee
MOJTyYaJIH MPENapaThl JUTUTSILHOTO JICUCTBUS, OKa3biBaroue ) (GeKTsl HA UMMYHHYIO CUCTEMY,
TakMe Kak Hataiau3zymad, Tepu(pIyHOMUJ WIM MUTOKCAHTPOH. B KIMHMYECKUX HCCIETOBAHMSIIX
npu MOpuUMeHeHMH ¢uHroaumonaa y manueHToB ¢ PC, moiyuaBHIMX KOPOTKHE KypChI
TIIFOKOKOPTUKOCTEPOHJIOB, HE OTMEUAIOCH TTOBBIIICHHS YaCTOTHI HH(EKITHIA.

Baxmmnarms

Bo BpeMst Tepanuu mpenapaToMm, a TakKe B TEUCHHE 2 MECSILEB IMOCIE MPEKpaIeHUs JeYeHUs
(UHTOIMMOIOM BaKLIMHAIMS MOXKET OBbITH MeHee 3P pekTuBHOI. [TockonbKy MPUMEHEHHE )KUBBIX
ATTEHYMPOBAHHBIX BAKIMH MOXKET MOBBIIIATh PUCK Pa3BUTHA HHQEKIUH, TPH TPUMEHEHUU
npemnapara, a Takke B TEUCHHE 2 MECSIIEB IMOCJE MPEKpalleHUus JIeYeHUus: (PUHTOIMMOIOM He
CIEAYeT IPOBOJAUTH UMMYHH3ALIMIO )KUBBIMU aTTEHYUPOBAHHBIMU BAKLIMHAMMU.

BeiecTBa, BEI3BIBAIOIINE 6DaHI/IKaDI[I/IIO

[Ipumenenue ¢uHroaMMOJa B KOMOMHAIMM C aTEHOJIOJIOM M JWITHAa3eMOM H3ydeHo. B
MCCJICIOBAHUH B3aMMOJICUCTBHI Y 3I0POBBIX JOOPOBOJIBIIEB MPU MPUMEHEHUN (PUHTOIMMO/IA C
aTEHOJIONOM OTMedasioch jAomnonHuTenbHoe cHuxkeHue YCC Ha 15 % B Havasle mpuMeHEHUus
¢dbuHTOIMMOA. Y MAIMeHTOB, MOTyYaBIINX (PUHTOJIMMO]] BMECTE TUITHA3eMOM, Takoro dddexTa
He HaOmoaaIock. Tepanuio (UHTOIMMOIOM HE CIIeyeT HaYWHATh Y MAI[UEHTOB, MOTYUYaIOIINX
OeTa-aipeHOOIOKATOPhl WIIM JIPYrue Tpermaparhbl, KoTopeie MoryT cHuxkaTh YCC, Takue Kak
aHTUAapUTMHUYECKUEe cpencTBa kiacca [a wiam III. aHTaroHUCTHl KaNbIIMEBBIX KAaHANOB (TaKUX KaK
BepamaMuil WU JWITHA3eM), WBaOpaauH, ITUTOKCHH, HMHTUOMTOPHI XOJMHACTEpa3bl WU
MAJIOKAPTINH, B CBSI3M C PUCKOM JOIMOJIHUTENbHOTO yrHeraromiero jaeiictsus Ha YCC. Ecim y
TaKUX MAIMEHTOB MpeJIoiaraeTcs jedeHue mpemaparom Puaromumon Kanon, HeoOxommma
KOHCYJIbTAIIUS KapIU0JI0ra OTHOCUTEIBHO BO3MOKHOCTH NIEpeX0a Ha TEPAIHIO MperapaTaMu, He
camkaromumu  YCC, wiIM TpoBeAeHHE COOTBETCTBYIOIIETO HAOMIOJAeHHUS (MPOJJICHHOE
HaOIO/IeHue B YCJIOBUSIX CTallMOHAapa IO MEHBIIeH Mepe [0 yTpa CIEIyIOIIero IHS).

dapmakoxkuHeTnueckue d¢GGeKThl IpYIrux npenaparoB Ha GUHTOJIHMOI
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MeTa0oJaM3MEe MOTYT MPHUHHMATh YYacTHE W JpYrue H30(QepMEHTHl LUTOXpOMa. Hampumep
CYP3A4, B 0COOCHHOCTHU €CIT UIMEET MECTO €T0 BBIPAKECHHAS HHTYKIIHSL.

He oxupaercss BIMAHUSA MOIIHBIX MHTHOUTOPOB OENKOB-IIEPEHOCUUKOB Ha (HDapMAKOKMHETHKY
¢unromumozna. OIHOBpPEMEHHOE NPUMEHEHHE (PUHIOJIMMOJA C KETOKOHA30JIOM IPUBOAMIO K
yBesmmueHuto B 1,7 paza skcnosunmu (AUC) dunrommmona u guarommmon-docdara 3a cuer
unruouposanus mopepmenta CYP4F2. Cnenyer coOmonaTh OCTOPOKHOCTh IPU MPUMEHEHUN
(GUHrOJIMMOJa OJHOBPEMEHHO C TMpernapataMu, cnocoOHbiMH wuHTHOUpoBath CYP3A4
(MHrHOUTOPBI MpOTEa3, NPOTUBOIPHUOKOBBIE CPEJCTBA I'PYMIIBI a30J10B, HEKOTOPbIE MaKPOIUIB,
TaKWe KaK KJIAPUTPOMUIIH WIH TEIUTPOMHMIINH).

OnHOBpeMeHHOE MpUMEHeHHe KapOamasenuHa B o3¢ 600 mMr 2 pa3a B CyTKH B paBHOBECHOM
COCTOSIHUU U 2 MTI' (QUHIOIMMO/1a OTHOKPATHO OKa3biBaslo ciaboe BiusHue Ha AUC ¢unronumona
u ¢punronumozdocdara, c yMeHbIICHHEM JAHHOTO MOKa3zaTens npudauzurensHo Ha 40 %.
[Tpumepno B Toii ke crenenn AUC ¢uHronmMona u ero MeTaboanTa MOTYT CHIDKATh U IPYTHe
uHaykTopsel m3opepmenta CYP3A4, nanpumep, pudamnunuH, (enobGapOuran, (EHHTOHH,
s¢aBupeH3 U 38epo0oii. [IocKoIbKY IPU 3ITOM MOXKET CHUKATHCS () PEKTUBHOCTH (PUHTOIUMO/A,
OJTHOBPEMEHHO MpPUMEHATh 3TU Mpenaparbl CJIeIyeT € OCTOPOXKHOCThIO. OIHOBPEMEHHO
PUMEHSTH 3BepO00id, OJJHAKO, HE PEKOMEH TyETCSl.

dapmakoxknaeTnyeckune 3P exTsl GUATOIMMONA HA APYTHE IIPenaparsl

BzaumopeiictBue (uHromuMona C BelIECTBAMH, KJIMPEHC KOTOPHIX OOYCIIOBJIEH TJIAaBHBIM
oOpa3zom u3odepmeHtamu nutoxpoma P450, mnmmu ¢ cybcTpaTramu OCHOBHBIX TPAaHCIOPTHBIX
OCJIKOB TIPE/ICTABIICTCS MAJIOBEPOSITHBIM.

®dapmakoOKHMHETHKA (PMHTOJIMMO/IA U IUKIOCTIOPUHA B ClIy4ae OJHOBPEMEHHOTO NMPUMEHEHUsS He
MeHsTack. TakuM o00pa3oM, HE OXHUAaeTcs H3MEHEeHHs (PapMaKOKHHETUKH IpEnaparos,
apisommxcs cyocrparamu uzodepmenta CYP3A4, non BiusHueM (GUHTOIUMOA.
OnHOBpeMEHHOE  TPUMEHEHHUE ¢buHrOMIMMOITa WM TEPOPATHHBIX KOHTPAIENITHBOB
(3TMHHIIDCTPAANOIIA U JIEBOHOPTECTpeNia) He MPUBOAUT K M3MEHEHHUIO IKCIIO3UIINH TIEPOPATBHBIX
KOHTpauenTuBoB. HecMoTps Ha OTCYTCTBUE HCCIEAOBaHUN B3aUMOJECHCTBUS C MEPOPATLHBIMU
KOHTpAIIETITUBAMH, COJICPIKAIIMMU IPYTUE MPOTECTAreHbI, HE 0KHUIAETCs BIUSHUS (PUHTOTUMO/IA
Ha UX DKCIIO3HUIIHIO.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTD U JIAKTAUSA

JKEHIIMHEI ¢ STOPOIHBIM HOTSHIINAIOM (KOHTDEU_ICHHI/ISI \ )KCHHJI/IH)

[Tepen HauanoM mpuMeHeHUs! PUHTOJIMMO/IA CIIEYeT MOTYYUTh OTPULIATEIbHBIN PE3yIbTaT TecTa
Ha OepeMeHHOCTb M MPOMHPOPMHUPOBATH KEHIIUH C COXPAHEHHBIM PENPOAYKTUBHBIM

MOTEHITMAIIOM O CEPhE3HOM PHCKE JUIS TIJI0JIa U O HEOOXOAMMOCTH MpUMEHEHHS A (PEeKTUBHON
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OKOHYAHUS JICUYEHHUS, YTO OOYCJIOBJIEHO MJIUTENIbHBIM IEPUOAOM BBIBEJCHHUS IIpernapara u
COXPaHSIIOIIMMCS PUCKOM JUIS IUIO/1A.

bepemeHHOCTD

Hmeromuecs: MOCTPEruCTpallMOHHbIE JAaHHbIE U CBEACHUS U3 PErucTpa cllydyaeB O€peMEeHHOCTH
NO3BOJISIIOT ~ IpeAronararb, 4YTO JiedeHHWE (UHTOJMMOJOM CBSI3aHO C  YBEJIWYCHHUEM
PacIpOCTPAaHEHHOCTH CEPbE3HBIX BPOXKACHHBIX aHOMAIUi Pa3BHTUS MO CPABHEHHUIO C OOUIeH
TIOMYJISIIIACH.

Ha npotsxeHnu BCero BpeMeHu IPUMEHEHU NIpenapara ciaeayeT NIPUMEHSITh HaIe)KHbIE METO/IbI
KOHTpalenuuu M u30erarb HacTyIuleHus OepeMeHHOCTH. B ciyuae eciu OepeMEHHOCTh
JUarHOCTHUpPOBaHA BO BpeMsl INPHUMEHEHHUs IpenapaTta HEoOXOIMMO paccMOTpPETh BOIpoc 00
OTMEHE IIpernapara, IpUHUMAas BO BHUMAHHUE PE3yJbTaTbl UHAUBUAYAIBHON OLEHKHU IOJb3bI U
PHUCKOB KaK Ul MaTepy, Tak u Ui wioga. Cienyer npeaocTaBuTh MEJUIMHCKOE 3aKIIOYEHHUE O
pUCKax HEraTHBHOIO BO3JICHCTBUS IperapaTa Ha IUIOJ, a TaKXe IPOBECTU KOHTPOJIbHOE
oOcnenoBaHue (HampuMmep, yIbTpa3ByKOBOE UccieoBaHKe). Takxke He00X0MMO IPUHUMATh BO
BHUMaHHME PUCK TSKEIOro OOOCTpeHMs 3a00J€BaHUS Yy IKEHIIUH, MPEKPaTHBIIUX IpHUEM
¢uHromMMoza B CBA3M C HACTYIJICHHEM OCEPEMEHHOCTH WM B CBS3M C IUIAHUPYEMOIl
OepeMEeHHOCThI0, MIOATOMY MAallMEeHThI JOJKHBI OOCYIUTH C J€YalllMM BPavyoM allbTEPHATHBHbIE
BapHAaHTHI JICUCHHUS.

B uccnenoBaHusX Ha KMBOTHBIX ObUIA BBISIBIIEHA PENPONYKTHBHAS TOKCMYHOCTh, BKJIIOYABINAs
ru0enb MoJa v MOPOKU Pa3BUTUSL OPraHOB, B YACTHOCTH HE3apallleHHe apTepHaIbHOro MPOTOKa
U 1ePEeKThI MEXIKETYTOUKOBOM neperopoaku. Kpome Toro, n3BECTHO, UTO PEIEHTOP, HA KOTOPHIN
neiictByer @uHronumon (peuentop chunrosuH 1-gocdara), ydactByer B (PopMUPOBAHUU
COCyJI0B B 3MOpHorenese. JlaHHble 10 MPUMEHEHUIO (GUHTOIUMOA Y OEpEMEHHbBIX OTPaHUYEHHBI.
KenmuHam, IIaHUPYIOIUM O€peMEHHOCTb, CIeIyeT MPEeKPaTUTh MPUEM Ipernapara 3a 2 Mecsia
1o 3adatus. [lpu mpocnekTuBHOM onieHke Oosiee 600 ciyyaeB O€peMEHHOCTH, 3aBEPUIMBIIMXCS
YKUBOPOXKJIEHUEM, MEPTBOPOKICHUEM WM MpEephIBAHUEM OEpEMEHHOCTH BCIIECTBUE aHOMAJIUN
pa3BUTHs IUIOAAa B pe3yibTaTe BO3JCHCTBHA (UMHTONIMMOJA HAa MaThb B IEPUOJ TeCTalHH,
3apEruCTPUPOBAHHBIX B IOCTPETUCTPALIMOHHOM IIEPUOJIE, A0S KPYITHBIX BPOXKACHHBIX aHOMaJIUH
pa3BUTHs cocTaBuia NpuOIM3UTENbHO 5 %. PacmpocTpaHeHHOCTh KPYIHBIX BpPOXKIECHHBIX
aHOMAJIMH pa3BUTHA B 00ILIel monyasuuu coctanisieT ot 2 10 4 %. [lartepH aHoManuii pa3BuTus,
3apEerUCTPUPOBAHHBIX Ha (DOHE JeyeHHs (PUHTOJIMMOJIOM, AHAJOTMYEH TaKOBOMY B OOIIeiH
HOMYJISILIMM, IPU 3TOM YaCTBIMU CEPbE3HBIMU AaHOMAIMSIMU Pa3BUTHS ABIISIOTCSA:

o BpoxnenHsle  mopoku  cepaua, Hampumep,  JeQeKTbl  MEKIPEICepAHON  u

MEXOKETYJOUKOBOM eperopook, rerpana damio;
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(MOCNEODBATENBEHOCTE 0004)

MY OTYETY

° AHoMaInu Mmovex;

° AHOMaJIMH KOCTHO-MBIIIEYHOH CHUCTEMBI.

CBeneHUST O KJIACTEpU3AIMH CIEIU(PUISCKUX AHOMAIMK CTPOCHUS, CBS3AHHBIX C JICYCHUEM
(UHTOJIMMOJIOM, OTCYTCTBYIOT.

Janaple o BAMSHUM (PUHTOIMMONA HA COKPATHTEIBHYIO JESATCIBHOCTh MATKH W POMIBI
OTCYTCTBYIOT.

JlakTamus

®UHrOIMMO, TPOHHKAET B MOJIOKO JIAKTUPYIOIIMX JKHBOTHBIX. YYHUTBIBas BO3MOXKHOCTH
Pa3BUTHUSL CEPbE3HBIX HEXEJATEIbHBIX PEaKUUi Yy MIIAJICHIIEB, MOJIYYaIOUUX TPYJTHOE MOJOKO,
JKEHIIIMHAM, TIPUHAMAIOIUM (QUHTOJIMMO/, CIIEIyeT IPEKPATUTh TPYIHOE BCKapMITUBaHUE.

DepTUabHOCTH

JlaHHBIE TOKJIIMHUYECKUX MCCIICIOBAHUI HE CBUICTEIBCTBYIOT O TIOBBIIIEHHOM PUCKE CHUKECHHUS
¢depruibHOCTH Ha (hOHE TPUMEHEHHS (PUHTOIMMO/IA.

4.7. BausiHMe HA CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CPEACTBAMH M PadoTaTh C
MeXaHU3MaMH

[TanmenTtam, y KOTOpBIX Ha oHE NpuMeHeHus npenapata @unronumon KaHoH BO3HHKAIOT Takue
HE)KEJIaTeNbHBIC SIBJICHHUA KaK TOJOBOKPY)KEHHE M COHJHMBOCTb, HE CJEIYeT YIPaBIsATh
TPAaHCIOPTHBIMH ~CpPEJICTBAMH WJIM MEXaHW3MaMH [0 TIOJIHOTO WCUYE3HOBEHHUsS JIAaHHBIX
HE)XeNaTeNbHbIX peakuuil. Heo6Xo1umM KOHTPOIb COCTOSHUS MallMeHTa B MepBbIe 6 4acoB mocie
NEepBOTro MpHeMa IpenapaTa nepes] HayajaoM yIpaBlieHUs] TPAHCIIOPTHBIMH CPEJCTBAMHU.

4.8. Hexkes1aTelbHbIe peaKkIUH

Pesrome nnpoduiast 0e30macHoOCTH

JlanHple 1O 0€30MacHOCTH NpPUMEHEHHMS (UHIOJIMMOAA TOJNIyYeHbl B JBYX Iulanebo-
KOHTPOJHMPYEMBIX KIMHUYeckuX ucciepoBaHusx Il ¢a3el u ximHMueckoMm uccnenoanuu 11
(a3bl ¢ aKTUBHBIM KOHTPOJIEM Y B3pOCIIbIX MALMEHTOB ¢ peuuauBupyromuM PPC. Obuee uncino
MalMeHTOB, MOdydaBmUX QuHTOIMMOA B no3zax 0,5 mr wmmm 1,25 wmr, cocraBmio 2431. B
JByXJIETHEe Mialebo-KoHTponupyeMoe kinnndeckoe uccneaosanne D2301 (FREEDOMS) 65110
BKJIIOYEHO 854 B3pOCHBIX MalMeHTa, MOJydyaBMIUX (puHTONMMMON, U 418 B3pOCHBIX MAIMEHTOB,
nojy4yaBmuX Iuiane6o. B aByxieTHee miane0o-KOHTPOIUPYEMOE KIMHHUECKOE HCCIeI0BaHHe
D2309 (FREEDOMS 1II) Obuto BkiIoueHo 728 B3pocibix mnanueHtoB ¢ PC, momywaBmmx
¢buHroIMMOz, U 355 B3pOCIBIX MAalMEHTOB, MOMy4YaBIIMX IUIane6o0. B oObeqMHEHHBIX JaHHBIX
3THUX ABYX MCCIEIOBAaHUHN TP MPUMEHEHUH PUHroIuMo/Ia B 03e 0,5 M oTMedaIuch ciaenyromue
cepbe3Hble HexenarenbHble peakiuu (HP): uHexuun, MakymaspHbIi OTeK M INpexonsiias
aTpPUOBEHTPUKYJIsIpHAs Oyiokaga B Havane JyiedeHus. HambGonee wacto (uactora >10 %) mpu

NpUMEHEeHUHU Tpemnapara B go3e 0,5 Mr HaOI0qaIuCch TPUII, CHHYCUT, TOJIOBHAs O0Jib, Auapes,
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MPUYMHON MPEKpaIIeHUs Tepanuy npernaparom (B 1o3e 0,5 MT) SBIISIIOCH MOBHIIICHUE aKTHBHOCTH
amannHamuHoTpancdepassl (AJIT) (2,2 %). HP B opnonernem wuccnepoBanuu D2302
(TRANSFORMS), BximtouuBiieM 849 B3pOoCHbIX MAIlMEHTOB. MOJy4YaBIIUX (UHTOIMMON (B
rpyIlie CpaBHEHUsI IPUMEHsUTH HHTep(depoH Oeta-1a), Kak mpaBmiIo, OBLIM CXOIHBI C IUIane0o-
KOHTPOJIMPYEMBIMH UCCIICIOBAHUSMU C YYETOM PA3THUUH B TPOOJIKUTEITLHOCTH UCCIIEAOBAHNS.
Hwxe npencrasnensl HP, BbIsIBIEHHBIE B PE3YyIbTAaTE KIMHUYECKUX MCCIIEA0BaHUN. IS OLIEHKH
YaCTOTHl MCIOJIb30BaHbI CIEAYIOMNUE KpUTEepUHU: oueHb 4acto (>1/10); gacro (=1/100, <1/10);
Hevacto (>1/1000, <1/100); peaxo (=1/10000, <1 /1000); ouensb penko (<1/10000), HEM3BECTHO
(HEBO3MOXHO YCTaHOBUTH TI0 UMEIONITUMCS IAHHBIM).

PesroMe HexxenaTeabHbIX PeaKIUi

Hngpexyuu u uneazuu’: 04EHb 4aCTO — TPUIII, CHHYCHT; YacTO — UH(EKIMH, BEI3BAHHBIC BUPYCOM
repreca, OpOHXHT, OTpYyOEBHIHBIN JHIIAH; HEYacTO — TIHEBMOHHUS;, HEHM3BECTHO —
nporpeccupytomas  MyiabTH(QOKanbHas selkosHuedanonartus (I[IMJ)**, KpUNTOKOKKOBBIE
uHpeKmun™**,

Hobpokauecmeenmvle, 310KauecmeeHHble U HEYMOUYHEHHbLE HOB000PA3068AHUSL (BKIOUAS KUCMbL U
nOAUNGL): 4acTo — 0a3aJIbHOKIIETOYHAS KapIUHOMA; HEYaCTO — 3JI0KaUeCTBEHHAs MeJIaHoMa™* **%*;
penko — mmumdoma*** MIOCKOKIETOUHAs KapiuHOMa****; oueHp pemko — capkoma
Kanomm™***; HensBecTHO — KapLMHOMA U3 KJIETOK Mepkens™**,

Hapywenus co cmoponvr kposu u aumgpamuueckol cucmemsl: 4YacTo — IuMponeHus,
JeUKOIEHHsI; HEYaCTO — TPOMOOIIUTONIEHUS; HEU3BECTHO — NMEepU(PEepUIECKUe OTEKU * **.
Hapywenus co cmoponbl UMMYHHOU cucmembl. HEU3BECTHO — PEaKIIUH THIIEPYyBCTBUTEIBHOCTH,
BKJTIOYAs CHIIIb, KPANHMBHHUIYY W AHTHOHEBPOTHYECKHI OTEK Ha JTare Hayaja JedeHUs***,
ayTOMMMYHHasi TEMOJIUTUYECKast aHeMHsT ™ **,

Tcuxuyeckue napyuieHus  9acTo — ACTIPECCHs]; HEUACTO — IEMPECCUBHOE HACTPOCHUE.
Hapywenus co cmopoHbl HepeHol cucmemvl: OYEHb YacTO — TOJOBHAas OOJb; 4YacTo —
TOJIOBOKPY)KEHUE, MUTPEHb; HEYACTO — CYAOPOKHBIE MPHUCTYIIBI; PEIKO — CHHIPOM OOpaTHMOM
3agHel sHuedanonaTun™; HEU3BECTHO — TSDKENOoe YXYALIeHHe 3a00JieBaHUS TOCIE OTMEHBI
mpernapara.

Hapywenus co cmoponsl opeana 3peHust: 9acTo — HEUETKOCTh 3PEHUS; HEYacTO — MaKyJISIPHBII
OTeK.

Hapywenus co cmoponwl cepoya: 4acto — OpaguKap/us, aTpuOBEeHTPUKYIsIpHas 0J10Kajia; OYeHb
penko — uHBepcus 3yora T***,

Hapywenus co cmoponwl cocyoos: yacto — nosbierne AJl.
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OYCHb YACTO — KallleJIb; YacTO — OJBIIIKA.

Kenyoouno-kuuteutvie HapyuwieHus: O4eHb YaCTO — TUapesi; HeYacTo — TOIHOTAa™* **,

Hapywenus co cmopomnvl neuenu u ncenuegbl@oOsAuwux nymeti. HEU3BECTHO — IOPAKEHUE
neueHu ™ **,

Hapywenus co cmoponsl KodicuU U NOOKOIHCHLIX MKAHeU.: 4aCTO — SK3eMa, aJloTeIusl, KOXKHBIN 3y/1.
Hapywenus co cmoponsl mbiuieutoll, ckeiemuoul U COeOUHUMeNbHOol MKAHU: 0Y4eHb 4acTo — 00JIb
B CIIMHE; HEM3BECTHO — MUAJITHSI, apTPANITHUSL.

Obwue HapyweHus: u peakyuu 8 mecme 68e0eHUs . 4aCT0 — aCTCHHUS.

Jlabopamopnvie u uncmpymenmanvhbie OauHble. OYEHb YacTO — TIIOBBIIIEHWE AaKTHUBHOCTHU
«reueHouHbIx» QpepmenTtoB (AJIT, I'TT (ramma-rmyramuntpancgepassl), ACT); gacto —
MOBBIIICHHE KOHIEHTPALUU TPUTIMIEPHUIOB KPOBU; HEYACTO — HEUTPOMEHHS; HEU3BECTHO —
CHU)KEHHE MacCChl Tela.

* HP ne ormeuanack B uccinegoBanusx FREEDOMS, FREEDOMS Il u TRANSFORMS. Yacrota
ykazaHa u3 pacuera Ha 10000 mamueHTOB, MONyYaBIIMX (UHTOIMMOJ BO BCEX KIMHHYECKUX
UCCJICIOBAHUSIX.

** TIMJI u KpUNITOKOKKOBBIE MH(MEKIMHU (BKIIOYas KPUNTOKOKKOBBI MEHUHTHT) OTMEYAJINCh B
MOCTPETHCTPALMOHHOM TIEPUOJIE.

*#* HP, 3apeructpupoBaHHbIE U3 CIOHTAHHBIX COOOLIEHUI U JTUTEPATYPHI.

*#%* KaTeropusi 4acTOThl BCTPEYaEMOCTH U OIIEHKa PUCKOB OCHOBaHa U3 pacueTta Ha >24000
NalMEeHTOB, NOTY4YaBIINX (GUHTOIUMO/ B 103€ 0,5 MI' B KIIMHUYECKUX UCCIIEOBAHUSIX.

Onucanue OTACIBHBIX HCXKCITATCIbHBIX DeaKIII/Iﬁ

Unghexyuu

[Tpu npumeHeHuU Mpenapara B KIMHUYECKUX HccieqoBaHusAX B no3e 0,5 mr y manuentos ¢ PC
oOmias yactora uHpekuuit (65,1 %) Oblna cXoAHOM ¢ TakoBOW B rpynme ruiane6o. OgHako y
NAIMEeHTOB, TIONYYaBIIMX (HHTOJIMMO/, 4Yalle OTMEYAINCh HWH(MEKINU HIKHHX OTIIEIOB
IIBIXaTebHON CHUCTEMBI, B TIEPBYIO OuYepelb OpPOHXUT, U B MEHBIICH CTENCHH WH(EKIHH,
BbI3BaHHbIE BUPYCOM TepIieca, U MHEBMOHUSI.

[Ipu neuenun npemapatoM B go03e 0,5 Mr ObUIM 3aperHCTPUPOBAHBI HECKOJIBKO CIIydaeB
JIMICCEMUHHPOBAHHOTO TepIieca, BKIII0Yasl CIIydau CO CMePTEIbHBIM HexoaoM. Cirydan nH(peKun
BIIY, Bxmrowass mammmiomy, auciiasuio u BIIY-accomumupoBaHHBI pak, HAOMIOJAINCH B
NOCTPETUCTPALIMOHHOM IepUo/Ie MPUMEHEHUs penapara (cM. pasnen 4.4.).

B mocTpeructpaliluoHHOM TEpHOAE OTMEUYEHBbl CIy4dal pa3BUTHS ONIOPTYHUCTHUECKUX
nH(pEeKIMi, BEI3BAaHHBIX BUpycamMu (Hampumep, BUpyc mpoctoro repreca (herpes simplex virus,

HSV) wmm Bupyc omosiceiBatomiero repmeca (varicella zoster virus, VZV), xoTopbie MOTYT
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virus, JCV)), rpuOkamu (Hampumep, KPHUNTOKOKKAMH, BBI3bIBAIOIIUMH KPUNTOKOKKOBBIN
MEHHMHTHT) WU OaKTepUsMu (HapuMep, aTUIIUYHbIE MUKOOAKTEPHH ), B TOM YHCIIE C JIETAIbHBIM
HCXOJIOM.

Makynapnwiii omex

B xnuHuueckux uccnenoBaHusax y nanueHTtoB ¢ PC yacrora oreka MakyJbl IPU IPUMEHEHUU
npenapara B j103¢ 0,5 mr cocrasisuia 0,5 %, a mpu npuMeHeHuu B OoJiee BHICOKOM 103e 1,25 Mr —
1,1 %. B GonpumMHCTBE cilyyaeB pa3BUTUE MAaKyJIIPHOrO OTeKa HaOJI0Ianoch B TeueHue 3—4
MecsIEeB Mocie Havyaa jedeHus. B psaae ciayyaeB HaOmogancs oTeK Makyibl 0€3 KIMHHYECKUX
NPOSIBJIICHUH (BBISBICHHBINA MTPU PYTHHHOM O(TAIBMOJIOTHIECKOM O0CIIEIOBAaHUHN ), Y HEKOTOPBIX
NAIMEHTOB MaKYJISIPHBIM OTEK CONPOBOXKAAJICS HEUETKOCTBHIO 3PEHUS WM CHUKEHUEM OCTPOTHI
3penusi. llpu mpekpallleHUu JeYeHUs MpernaparoM B OOJBIIMHCTBE CIy4aeB IPOUCXOIUIO
YMEHbBIIIEHUE BBIPAKEHHOCTH WJIM CIOHTAHHOE pa3pelieHHe JaHHOTO COCTOsSHUA. Puck
MOBTOPHOT'O BO3HHMKHOBEHHS IOC/IE€ BO300OHOBJIEHMs TepalMM HE U3ydeH. YacTora pa3BUTHS
MaKyJIIpHOrO OTEKa MOBBIIIAJIACh NIPU HATMYMK B aHamMHe3e yBeuta (17 % cpeau manueHToB C
yBeutoM B aHamHe3ze u 0,6 % Oe3 TakoBoro). [IpumeHenue ¢uHTONMMOAA HE H3YYaIU Yy
nanueHToB ¢ PC u caxapHbiM ArabeToM, KOTOPBIM XapakTepu3yeTcsl BLICOKUM PUCKOM Pa3BUTHS
MakyJIIpHOTO OTeKa. B KIMHMYECKUX MCCeI0OBaHUSAX y MAllMEHTOB C TPAaHCIUIAHTAlMEe MOYKH,
KyZia OBLIIM TaK)Ke BKJIIOUEHBI NMAallMEHThI C cCaXapHbIM A1a0eToM, IPUMEHEHHUE pernapara B J03ax
2,5 MI' 1 5 MT' IPUBOJIMIIO K MOBBIIIEHUIO YaCTOThI Pa3BUTHSI MaKyJISIPHOTO OTEKa B 2 pasa.
bpaouapummus

B ximHuueckux wuccienoBaHusix y mnauveHToB ¢ PC B Hauane JjedeHuss mnpemnapaTtoM B
peKoMeHayeMol J103¢  oTMevanoch TpaH3uTopHoe cHmxkenue UYCC wu  3aMmeuieHue
aTPUOBEHTPUKYISIPHON MPOBOJUMOCTH, IIPHU 3TOM MakcumanbHoe cHikeHrne YCC Habmroaanock
B TeueHue 6 4 mnocie nmpueMa npenapara B go3e 0,5 mr (cpenHee cHmxkenue Ha 12—13 ynapos B
MuHyTYy). HCC Menee 40 ynapoB B MUHYTY y B3pocCiibIX U MeHee 50 y1apoB B MUHYTY Y JieTell Ipu
npuMeHeHnu mnpenapara B 1o3e 0,5 mr ormeuanack penko. YCC Bo3Bpaianach K MCXOAHOU B
TedyeHue | Mecsa peryasipHOro npuMeHeHus npenapara. Kak npasuio, Opagukapaus nporekaia
0ECCUMITOMHO, OJIHAKO y HEKOTOPBIX MAaIlMEHTOB Pa3BMBAJIMCHh CHUMIITOMBI ClIa00Oi M cpenHei
CTENEeHH, BKII0Yasi apTepHabHYIO THIIOTEH3HIO, TOJIOBOKPY)KEHHE, TOBBIIICHHYIO YTOMIIIEMOCTh
u/unu omrymieHue cepamneouenus. [lepedncieHHble CUMIITOMBI pa3peliajuch B TedeHue 24 4
10CJIE Hayasa JeUYEHUsl.

B xnmHn4eckux uccnenoBaHuAx y manueHToB ¢ PC B Hawane Tepamuu aTpHOBEHTPUKYISpHAs
6nokana (AB-6nokana) I crenenu (ynnmunenue untepaia PR nwa OKI') nabmonanacs y 4,7 %

MalUeHTOB, ToJydaBmux ¢uHroaumon B go3e 0,5 mr, y 2,8 % manueHToB, MOJYyYaBIINX
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untepdepon 6era-1 au'y 1,6 % B rpynmne miame6o. Aﬂ%bkl%; [Frdrrertit Obia Brtieha y

meree yeM 0,2 % B3pOCIBIX MAIMEHTOB, NOdydaBHmIMX (uuromumon B posze 0,5 mr. B
IOCTPETUCTPALIMOHHOM ~ IIE€PUOAE OTMEUYEHBl CIIy4al HpPEexXOoAsiied, CcaMOIpPOU3BOJIbHO
paspemaronieics moiaHoi AB-610kaapl B TeUeHHE TIEPBBIX 6 9 TIOCIIe MPUMEHEHHSI TIEPBOU 03Bl
¢unromumona. CHUMNOTOMBI pa3pelialnch CaMONpPOU3BOJIbHO. HapylieHus mnpoBoauMOCTH,
Ha0JI0JaeMbl€ KaK B KIIMHUYECKUX UCCIIEOBAHUAX, TaK U B IOCTPETUCTPALIMOHHOM NIEPUOJIE, KAK
MPAaBUIIO, OB TPAH3UTOPHBIMH, OCCCHUMIITOMHBIMU M pa3peliajinch B TEUCHHE MEPBBIX 24 4
[10CJIe Hadaja JiedeHus. Y OIHOrO IalreHTa ¢ acuMoromarndeckoil AB-Omokanoit 1l crenenu
tuna MoOutn | mpuMeHuIM H30MpeHaNuH, OJHAKO OOJIBIIMHCTBY MallMEHTOB MEIUIIMHCKOTO
BMeEMIATEILCTBA HE TPEOOBAIOCH.

B nocrperucrpaliioHHOM NEPUOE OMMCAHBI U30IMPOBAHHBIE OTCPOUYEHHBIE CIyUau MPeXoAsen
aCHCTOJIMH U HEOOBACHUMON BHE3aHON cMepTH B TeueHHe 24 4 Mocie NepBOro mnpuema
npenapaTta Ha (pOoHE OJHOBPEMEHHOTO NMPUMEHEHHUs JPYTUX JICKAPCTBEHHBIX MPEnapaToB H/WIN
COITYTCTBYIOIIEH TATOJIOTUHU, OJHAKO CBSI3b MEXIY MpUEeMOM (PHHTOIIMMONA W JaHHBIMHU
COOBITUSIMU HE JJOKa3aHa.

Apmepuanvroe oasnenue (A7)

B xnuHMYecKHux McclefoBaHUAX MPU MPUMEHEHHH mpenapata B go3ze 0,5 mr y nanuentoB ¢ PC
OTMEUAJIOCh HEOOJbIIOE MOBBIIEHHE cucToiandeckoro AJ[ B cpeagHem Ha 3 MM pT. CT.,
nuactonnueckoro AJl —Ha 1 mwm pt. ct. [loBbiienne AJl HaOnroganocs npudau3uTeabHO yepes 1
MecsI] TOocyie Hayala JIEYeHUS W COXPAaHsIOCh MPU NpoAobKeHuu Tepanuu. llosbimenune Al
0TMEYaNoch y 6,5 % manueHToB, MoTy4aBmux GUHroIuMo B 1o3e 0,5 Mr (B rpymme mianedo y
3,3 % mnaruenToB). [1o JaHHBIM MOCTPErUCTPAIIMOHHBIX HAOMIOMACHUM Ciiydau TOBbIIeHUS Al
OTMEYAJIMCh B TEUCHHE MEPBOT0 MECSIIa JICUCHUS M B TIEPBBIN JIEHh MPUMEHEHUS TIpenapara, npu
3TOM B HEKOTOPBIX clydasx TpeOOBalIOCh MPUMEHEHHE THIOTEH3UBHBIX IMPEmapaToB WU
npepbIBaHue JeUeHUs: (PUHTOTUMOJIOM.

Hapywenue ¢pynkyuu neuenu

B xiImHWYECKHMX WCCIEMOBAaHUAX Yy B3POCHBIX ManueHToB ¢ PC, monyyaBmux JieueHue
(UHTOIMMOZIOM, OTMEUYAJOCh IOBBIICHUE AaKTUBHOCTH «IEYCHOYHBIX» (epmeHToB. [Ipu
pexomennyemorr goze 0,5 mr B 8,0 % ciaydaeB oTMeuanoch OECCHUMIITOMHOE TOBBIIICHUE
aktuBHocTH AJIT >3xBI'H (BepxHsas rpanuna HopMmel) uB 1,8 % ciayuaeB — B >5xBI'H. ¥V
HEKOTOPHIX TAIMEHTOB TPH BO30OHOBJICHHHM TEPAMH OTMEUYAJIOCh MOBTOPHOE TOBBIIICHUE
AKTUBHOCTH «II€YCHOYHBIX» TpaHCAMHHA3, YTO TMOJATBEPXKIaeT CBsA3b C TMpenaparoM. B
KIIMHUYECKUX HMCCIIEIOBAHUSAX TOBBIIICHHE aKTUBHOCTH aMHHOTpaHc(epa3 MOTIIO BO3HUKATH B
a000€e BpeMsi B XOJle JICYSHHsI, OJJHAKO B OOJILIIMHCTBE CJIy4yaeB OHO BO3HHUKAJIO B MepBbie 12

MmecsneB. Hopmammszanus aktuBHOCTH AJIT B mimasme KpoBH MPOHMCXOAMIIA TPUOIM3UTEIHHO
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noBbllIeHHON akTuBHOCThiO AJIT >5xBI'H (10 B rpymme 1,25 mr, 2 B rpynmne 0,5 wmr),
IPOJOJDKABIIMX JIEYEHME IIpermapaToM, HopMmanu3anus axtuBHoctd AJIT  mpoumsonuia
npUOIU3UTENIBHO B TEUEHUE 5 MECSIIEB Tepanuu.

Hesponozuueckue napywenus

HmeroTcst cooOIIEHNs 0 PEAKUX ClIydasix MOpPakKeHUs HEPBHOM CUCTEMBI y B3POCIIBIX NAllMEHTOB,
nonydaronx (QuaromuMon B BbICOKMX no3ax (1,25 mr wmmu 5,0 wmr), BKiIrOYas pa3BHUTHE
UIIEMUYECKUX U FeMOPParu4ecKuX WMHCYJIbTOB U ATUIMUYHBIX HEBPOJOTHYECKHX PACCTPONCTB,
TaKUX KaK OCTPBIN AUCCeMUHUpOoBaHHBIN SHIIehaiomuenut (OIOM)-nogo0HbIe COCTOSHHUS.
Hapywenus co cmoponwl cocyoos

[Tpu neyernnn uHTOIMMOIOM B 7103€ 1,25 MI' peKO OTMEYATINCh OKKIIO3HU NepruepudecKux
apTepui.

Hvixamenvnas cucmema

B xnuHnueckoM wuccineoBaHuM uepe3 1 Mecdll OpUMEHEHHsS Ipenapara OTMedaloch
HE3HAYUTEIHHOE J10303aBUCUMOE CHIDKEHHE ToKa3aTeneld oObeMa (popcHpOBaHHOTO BBIAOXA
(O®B: n nuddy3uonHoi crnocoOHOCTH Jerkux Mo yriepoaa MoHookcuay (DLCO), B
JManbHEHIIeM JOCTUTHYThIE 3HA4YeHHs MaHHBIX IapaMeTpoB He Mensuuch. K 24 wmecsny
cHukeHue npeamnosaraeMoro O®B1 B NpOLIEHTHOM OTHOIIEHUH OT U3HAYaJIbHOTO MOKA3aTelsl
coctaBmio 2,7 % nipu npuMeHenun ¢punroaumona B no3e 0,5 mr u 1,2 % B rpymre miaie6o, mocie
OTMEHBl TEpallMM JaHHOE pasnuuue Husenuposanock. CHmwkenne DLCO k 24 wmecany
npuMeHeHus ¢uHroaumoaa B go3e 0,5 mr cocraBuino 3,3 % B cpaBHeHuu ¢ 2,7 % B rpymnmne
mianebo.

Cyoopoocuble npucmynul

[Tpu nmpumeHeHUH (QUHTOIMMOJA B KIMHUYECKUX HCCIECIOBAHUSX U B MOCTPETHCTPAIMOHHOM
NEpPUOJIE  3apETUCTPUPOBAHBI  CIy4aul Pa3BUTHS  CYJOPOXKHBIX  IPHUCTYNOB, BKJIKOYas
SMWIENITUYECKUN CTaTyC, y B3pOCIBIX. B KIMHUYECKUX HMCCIEIOBAHUAX y B3POCIBIX 4YacTOTa
CyJIOPOXKHBIX TTPUCTYIOB Obuta 0,9 % y marueHToB, moxyvaBmux ¢puHroaumo, mpotus 0,3 % B
rpynne miarne6o. HensBecTHO, CBsI3aHBI JIM 3TH SBIEHUS TOJIBKO ¢ TeueHueM PC, mwim ToibKo ¢
(UHTOIMMOIOM, WIIH C UX COUETAaHUEM.

Jlumehomut

[To naHHBIM KIIMHWUYECKUX U MTOCTPETUCTPAIMOHHBIX MCCIIECOBAHUHN, Y MTAIIMEHTOB, MOJYyYaBIINX
(GUHTOIMMOJ], OTMEUYalIoCh Pa3BUTHE PaA3TUYHBIX TUIMOB JIMM(oM. B ocHOBHOM BcTpeuanach
HEXOJDKKUHCKas JuMmdoma, Bkirodas B-kierounsie u T-kierounsie muMdomel. B Tom yucne
CMEPTENbHBINA ciydall B-kiaeTouHol nuMQOMBI, MOJTOKUTEILHON MO BUpYCYy DmiTeitHa-bapp.

Yacrora mumdpom (B- m T-kierodHoil) B KIMHMYECKHX HCCIAEAOBAHHUSAX ObUIA BBIIIE, YEM
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3apErHCTPUPOBAHBl  OTJACTBHBIC CiIydau KoxHOW T-kineroynodr mmmdombel (rpuboBHIHAS
rpaHysieMa).
T'emoghacoyumapnulii cunopom
B moctperucrpaniioHHOM TMepHOJE Yy NAIMEHTOB, MOJY4YaBUIMX JEYEeHUE (PUHTOJIUMOIOM,
OTMEYEHBI OYEHb PEIKHUE CIIydau pPa3BUTHS TeMo(aromuTapHOro CHHAPOMA C JIETAJIbHBIM
UCXOJIOM, CBsI3aHHBIE C HMH(EKIMOHHBIM 3aloyieBaHHeM. ['emodaronuTapHbBIi CHHIPOM —
COCTOSTHUE, aCCOLIMUPOBAHHOE ¢ HHPEKIIMOHHBIMH 3a00JIEBaHUAMU, HMMYHOCYIIPECCUEH U PSIIOM
ayTOMMMYHHBIX 3a00JIeBaHUH.

eTH
B xoHTponupyeMbIX KIMHHUYECKMX MCCIENOBAaHUAX y jAered U moiapoctkoB (10-18 mer) mpu
npuMeHeHuu npemnapara B go3e 0,25 mr unu 0,5 mr 1 pa3 B cyTku oOmiuii mpoduins 6e30macHoCcTH
OBLJI COMOCTABUM C TAKOBBIM Y B3POCIIBIX MAIIMEHTOB.
B uccnenoBanuun y nereil cyaopoXkHBIE MPUCTYIBI 3apETUCTPUPOBAHBI Y 5,6 % ManueHTOB,
nosrydaBmux puaromumo, u'y 0,9 % manueHToB, moyrydaBmux uHTepdepoH dera-1a.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIHUAX

BaxxHo coo011aTh 0 I0103peBaeMbIX HEXKeNaTEIbHBIX PEaKIUIX MOCIe PErUCTPalliy Mpenapara ¢
LeNbl0  O0ecleyeHus] HENpPEpPbhIBHOIO MOHUTOPUHIA COOTHOILIEHUS «II0JIb3a — PHUCK»
JIEKapCTBEHHOT' O Mpemnapara. MeIuuHCKUM pa0OTHUKAM PEKOMEHJYETCs COOOIIaTh O JIH0OBIX
MOJI03PEBACMBIX HEXKEIATeNbHbIX PEaKLUsAX JEKAPCTBEHHOrO IMperapara yepe3 HallMOHAJIbHbIE
CHCTEMBl COOOILIEHMS O HEeXeNaTeJIbHBIX peaKkIHUsIX ToCyAapcTB — ujeHOB EBpa3suiickoro
HKOHOMUYECKOTO COI03a.

Poccuiickas ®@eoepayus

®denepanbHas city:x0a 1o Haa3opy B cepe 3apaBooxpanenus (PoczapaBHanzop)

109012, r. Mocksa, CnaBstHCKast miiomanb, 1.4, ctp.l

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

OnekrponHas moura: pharm@roszdravnadzor.gov.ru

WNurepner-caitr: https://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMITOMBI

3710poBbIe JOOPOBOJIBIIBI YAOBIETBOPUTEIHHO MEPEHOCHIIM OJHOKPATHBIM MpHEM IpernapaTta B
no3ze 40 mr (mo3a B 80 pa3 mpeBbIIIAONIAs CYTOYHYIO PEKOMEHAYEeMYI0), Ipu 3ToM y 5 u3 6
JOOPOBOJIBIIEB OBLIIO OTMEUEHO OIIYIIEHHE JIETKOTO CTECHEHHs WM YYBCTBO AMCKOMQOpTa B
TPYAHOM KJIETKE, YTO KIMHHUYECKU COOTBETCTBOBAJIO HEOOJBIION BHIPAXKEHHOCTH PEAKTUBHOCTHU

JAbIXaTCIBbHBIX HYTeﬁ .
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B nauane npumeHeHUsT GUHTOIMMO]T MOXKET BHIZHIBATH ﬂﬂ‘éh}ﬂgéﬂa%ﬁ%ﬂﬁ# o (e

00bIYHO HAONIOAAETCS B TEUYCHHE OJHOTO Yaca IOCIEe MEePBOTO MPUMEHEHHUS U TPOHCXOIUT
HaubOosnee pe3ko B TeueHWe 6 4. OTpUIATENBHBIN XPOHOTPONHBIA 3dexT duHromMMOIa
coxpaHseTcs M 1mociie 6 4, 0OJIHAKO B IOCJIEAYIONINE THU JICYCHUSI OH IMOCTEIEHHO OCJia0eBaeT.
NmeroTcst cooOmmieHuss O 3aMEIJICHHH aTPUOBEHTPUKYJSAPHOTO TPOBEICHUS U  OTACIbHBIC
COOOIIEHUS O MPEXOIAIINX CITydasX MoTHOH AB-0110Kapl CO CIOHTAHHBIM pa3peIieHUuEM.
JleueHue

B cirygae mepeno3upoBKy MpyU MprUeMe MEPBOM 1036l GPUHTOIUMOAA HEOOXOAMMO OCYIIECTBIIAThH
HaOIOZICHUE MaleHTa B TeYeHHE MHHUMYM 6 dacoB, Bkimodaroniee OKI-moHuTOpWHT (B
peanbHOM BpeMeHH) u exxeuacHoe nzmepenne YCC u A/l

Eciu wepes 6 wacos nocie nepBoro npuema YCC cocrarisier <45 yi/MHUH y B3POCIBIX, WA <55
ya/MuH y aerei ctapiie 12 ner, unu <60 ya/mun y neteit ot 10 no 12 ner, wnu nposisunucsk IKI -
npusHaku Il u Beie crenenelt AB-6mokanpl, nwin QT-untepsan coctaBui >500 mc, To cieayer
MPOJITTUTH MOHUTOPHHT IO KpaitHe! Mepe J0 CIIEIYIOLIEro yTpa Wik 10 TeX Mop, MOKa HapyIIeHUs
He paspemarcs. [Ipu BosaukHOBeHMH AB-Omokans! I creneHu B 1r000€ BpeMsi CYTOK Takke
HE00X0uMO 00ecreynTh HaOII0IeHNE TI0 KpaltHel Mepe 10 CIeAYIOIIEero yTpa.

duHroIUMOI HE YAAIACTCA U3 OpraHu3Ma IoCcpeaACTBOM JUaJin3a U rmaSMa(bepe:«;a.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHaMHuYecKue CBOiicTBA

®dapMakoTepaneBTUYECKas TPYIIa: UMMYHOIEIIPECCAHTHI; CEJICKTUBHBIE UIMMYHOICTIPECCAHTHI.
Kox ATX: LOAAA27

Mexanusm geiicTBus

OUHTOIMMOA MOAYJIUPYET pelenTopsl chuHrosuH-1-pocdara (S1P-penentopor). PUHroaIMMOA
MeTaboan3upyeTcss CHUHrO3MHKUHA30M 10 aKTUBHOrO MeTabonuta (uuronumonadocdara. B
HAaHOMOJISIPHBIX KOHILIEHTpauusx ¢uHronuMmoadocdar cpsasbiBaercss ¢ SIP-peuentopamu Ha
MOBEPXHOCTU JUM(POIUTOB, OBICTPO MTPOHHUKAET B IIEHTpaIbHYI0 HepBHYIO cuctemy (LTHC) uepes
remMatosHIedanuueckuii 6apbep u cBs3biBaeTcs ¢ S1P-perentopaMu Ha MOBEPXHOCTH HEWPOHOB.
Ces3biBasick ¢ S1P-penentopamu aum@oruTos, Guaroaumoadocdar O6J0KkUpyeT cnocoOHOCTh
TUM(OIUTOB TOKHIATh JUMpATHYECKHE Y3JIbl, UYTO TMPHUBOJUT K TEepepaclpeieICHUI0
TMM(OIUTOB B OpraHW3Me, NpPU ATOM HE TPOUCXOIAWT YMEHBIICHHs OOIIero KOJHYECTBA
mumporuroB. Ilepepacnpenenenre TUMQPOIUTOB MPUBOAUT K YMEHBIICHHIO JIMM(OIMTAPHOM
uHpuipTpamun [[THC, B TOM uucne BOCHAIMTENBHBIMH KIETKaMH 1h17, yMEHBIICHUIO

BBIPAXKCHHOCTH BOCHIAJICHUSA U CTCIICHU ITOBPCKIACHUA HepBHOfI TKaHH.
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TaKXKe MOTYT OBITb OOYCIIOBJIEHBI €r0 B3aMMOJCHCTBHEM C SlP-peueHTopaMH Ha HEPBHBIX
KJIETKaX.

dapmakogngamuyeckue 3P HeKTel

B Tedyenne 4—6 yacoB rocsie nepBoro rnpuema npemnapara B go03e 0,5 Mr kommuecTBo TUMQOIUTOB B
KPOBU CHIJKAeTcs MNpUOIM3UTENBHO 10 75 % oT ucxomHoro 3HaueHus. llpu amurensHOM
©XKeTHEBHOM IPUMEHECHUH TTperapara KOJIMIeCTBO IMM(OIUTOB MPOI0KACT CHIKATHCS B TCUCHHE
2-X HeNelb, JJOCTUTass MUHIMaITbHOTO Tloka3atenst S00 kineTok/MKI1 uiu npubausurensHo 30 % ot
MCXOQHOTO 3HaueHus. Y 18 % manueHToB OTMEYaIOCh IO KpailHel Mepe OJJHOKPATHOE CHUXKEHUE
koymdecTBa uMdonuToB HIke 200 kierok/mMi. [Ipu peryisipHoM nmpueme npenaparta CHUKEHHOE
KOJINYECTBO JUMQPOLUUTOB coxpaHsuiock. bonpmmHerBo T- um B-numdonuroB nepuoanuecku
MPOXOAUT uyepe3 JIUMGOUIHBIE OPraHbl, U IMEHHO ATH KJIETKU SIBJISIOTCS TJIABHOW MHUIICHBIO IS
neiictBus puarommmona. Ompaako okojo 15-20 % T-nmumdonntos, spistommxcs 3QPeKTOpHBIMH
KJICTKAMH TIAMSITH W WTPAOIIMMHU BOKHYIO POJb B Mepu(epruueckoM MMMYHHOM KOHTpOJIE, HE
MIPOXOJIAT Yepe3 TUMQPOUTHBIC OpPraHbl M HE TIOJIBEPKCHBI BO3ICHCTBHIO (prHTONMMMOIa. B TeueHme
HECKOJIbKMX JHEH MOcie MpEeKpalleHusi IpheMa Ipernapara B KPOBU OTMEYAETCS IMOBBIIICHUE
konnyectBa JTuMdouutoB. Hopmanuzamus konuuecTBa JIUM(OIMUTOB MPOUCXOIUT dYepe3 1-2
Mecsilla ToClie TpeKpalieHus JiedeHus. [locTosHHBI mnpueM (QUHrOIMMOAAa NPUBOAUT K
HEOOJIBIIIOMY CHIDKEHHUIO KOJIMUYeCTBa HeWTpoduiaoB, mpubmusutenbHo 10 80 % OT MCXOAHOTO
nokazaressi. MOHOIIMTHI HEe TOABEP KEHBI BO3JICHCTBUIO (DMHTOIMMO/IA.

B Hauane neuenus npenaparom B peKOMEHIyeMO 103€ 0TMeuaeTcsi TpaH3uTopHoe cHkenue YCC
(4acTOTBI CEpACUHBIX COKPAICHHUI) M 3aMeIJICHUE aTPHUOBEHTPHUKYISAPHOM MpoBoguMocTu. [lpu
sTOM MakcuMaibHoe cHIbkeHne YCC HaOmrogaeTest B TeueHrue 6 4acoB TOCTe MpueMa rnpemnapara, a
70% OTpUIATETLHOTO XPOHOTPOITHOTO A deKTa JOCTUTAETCs B TIepBhIi neHb npuMeHeHus. YCC
BO3BpaIlajiach K UICXOJAHON B TeUueHUE | Mecsila peryiasipHOro NpuMeHEHHUs Ipenapara.

Camxenne YCC, BpI3BaHHOE (PMHTOIIMMOJOM, MOKET OBITh KYMTUPOBAHO TPUMEHEHUEM aTPOITHMHA
M u3onpeHanuHa. [lokazano, 94To cabMeTepos, MPUMEHIEMbI MHTASIIMOHHBIM ITYTEM, TAK)Ke
BBI3BIBAET YMEPEHHBIN MOJI0KUTEIBHBIN XPOHOTPOMHBIHN d(h(DeKT.

B nauane npumeHnenus: GUHTOIMMO/Ia OTMEUYAETCS YBEIMYCHUE YHUCIIa TPEICEPAHBIX IKCTPACUCTO,
HE COINPOBOXKJAIOIIEECS YBEIWYEHHEM 4YacTOThl (PUOPWUIALMU/TPENeTaHusl IpeJCepIuid,
JKEITyJIOUKOBOW apuTMHuel miu sxtonueil. He oTMeueHo BiusiHUS (PUHTOIMMO/A HA YMEHbIICHHE
CepAeYHOro BeIOpOCa.

ABTOHOMHBIE (DYHKITHH CEep/lla, B TOM YKCiIe IUpKaananHas BapuadenbHocTh YCC U peakuus Ha

bu3nvecKkyro Harpy3Ky, He U3MEHSAIOTCS 10| BIUSHUEM (DUHTOJIMMO/IA.
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JBYX HEJEeNb HE acCOLMHUPOBAIOCH C OINPEAEISIEMbIM YBEIMUEHHEM CONPOTUBIISIEMOCTH
JIBIXaTeNbHBIX myTei 1o 3HaueHnto OPB1 (00beM (popcupoBaHHOTO BBIIOXA 33 IEPBYIO CEKYHY) U
cpeaHel 00beMHOM CKOPOCTH BbIioXa Ha ypoBHE 25—75 % ot ®IKEJI (popcupoBanHast KU3HEHHAS
eMKOCTh Jierkux). OTMedanoch, OJIHAKO, J0303aBUCHMOE YBEJIWYEHHE COMPOTUBISIEMOCTU
JIBIXaTeNbHBIX IyTEH MPU OJJHOKPATHOM MPUMEHEHUH (PUHTOJIMMO/IA B 103€ >S5 MT, IPEBbIIIAIOIIEH
pekoMeHoBaHHYIO B 10 pa3. MHOTOKpaTtHOe npuMeHeHue puHroimMosa B 1o3ax 0,5 mr, 1,25 mr
WINA 5 MI' HE aCCOIIMUPYETCS C YMEHbIICHHEM OKCUT€HAIIUY, YMEHbBILIEHUEM caTypaluy KUCIOpoaa
npu pU3NUecKol Harpy3Ke WK YBEIMUEHUEM PEaKTUBHOCTHU JbIXATENbHBIX MTyTel K METaXOJIMHY.
VY nanueHToB, NoJIy4yaBIIMX (UHTOJIUMO/, OTMEYAJICSI HOPMAJIbHBIM OpPOHXOMIIATALIMOHHBINA OTBET
Ha MPUMEHEHUE UHTASILIMOHHBIX O€Ta-arOHNUCTOB.

[Tpu npuMeHeHNny y NalUeHTOB C PEMUTTUPYIOIUM paccessHHbIM ckiiepo3oM (PPC, cpennuii 6amt
no mkane uaBanuanoctu EDSS 2.0) ¢unromumon B goze 0,5 Mr cHuXajin 4yacTOTy KIMHUYECKHX
obocrpenuii 6one3nu Ha 54 %. [Ipu npueme npenapata 'y 70 % manueHTOB OTMEYaIach CTaOMITbHAS
pemuccus B TedeHue 2-X Jer (1o cpaBHeHuio ¢ 45,6 % B rpynne miane6o). OUHrommmMos
JIOCTOBEPHO CHMKAJl PUCK MPOTPECCHpPOBaHUs HeTpyaocnocoOHoctu. [Ipu mpuMenennu npenapara
JIOCTOBEPHO YBEIUYMBAJIOCH BpPEMs [0 HACTYIUIEHUS 3-MECSIMHOTO U 6-MECSYHOTO MepHoia
MOJTBEPKIEHHOTO TMPOrPECCUPOBAHUS HETPYAOCIHOCOOHOCTH (OLIEHMBAEMOIO KakK IOBBIIIEHHE
oueHku no mkaige EDSS or ucxonHbIx mokaszareneil) mo cpaBHEHHIO ¢ manebo. PesynbraTs
MarHuTHO-pe3oHaHCcHOM Tomorpaduu (MPT) ronoBHoro mo3ra nauueHtos ¢ PPC Ha pone neuenus
(UHTOIMMOJIOM TOJTBEPKIAIOT 3HAYUTEIBHOE CHIMKEHUE AKTHMBHOCTH TeUeHHs 3aboJieBaHUs
(uHTEeHCcHBHOCTH BocnanurtenbHoro mpomnecca B I[HC, pa3smepoB u KojauuecTBa 0O4aroB
JIEMUEIIMHU3AIIAHN ).

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

JlaHHble MO0 (QapMaKOKMHETUKE (PUHIOIMMOAA ObUIM TOJIyYEHBl Y 3/10pPOBBIX JOOPOBOJBIIEB, Y
PEUNUEHTOB OYKU U y MAIMEHTOB ¢ paccesHHbIM ckiiepo3oM (PC).

®apMaKoJIOrH4ecKH aKTUBHBIM MeTab0IUTOM siBisieTcs punronumondocdar.

Abcopbrus

[Ipu mpueme BHYTph BcacbiBaeTcs >85 % 103bl. BcackiBanue ¢uHromumona MpPOUCXOIUT
MENJICHHO (BpeMs JOCTHIKEHHSI MaKCUMAIIbHOW KOHIICHTPAIIMH B IJIa3Me KPOBH, tmax 12—16 ).
Kaxxymasicst abcontoTHass OMOIOCTYITHOCTh TIPH TIpueMe BHYTPb cocTaBisieT 93 %. PaBHoBecHas
KOHIEHTpalusl B IJIa3M€ KPOBHU JOCTHTaeTcsi B T€YEHHE |—2 MecsAleB pEeryiaspHOro IpuemMa
npenaparta (1 pa3 B cyrku). PaBHoBecHas KoHLIeHTpalus GpuHTronuMoaa npudausutensHo B 10 pa3

BBIIIC, YEM €TI0 KOHICHTpauA IIOCJIE IIEPBOIo IMMprucMma.
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[Ipvem nuIM HE BIUAET HAa MAaKCUMAIbHYIO K)HHCHTpg;_I{lI:IIIé}é%;)EWHEIEQ&H&IPHIPﬁél (A‘UC —

wiomaab 1noja (HhapMakOKMHETHYECKOW KPHBOW «KOHIIEHTpauus-BpeMs») (uuromumona. Cmax
¢unromumon-pocdara HesHauntenbHo cHmkanach (Ha 34 %), a AUC He mensuiace. [To aToit
npu4rHe (UHTOIMMOJ MOXXKHO HPUMEHSATh BHE 3aBHCHMOCTH OT BpPEMEHH IpHeMa ITHIIH.

Pacopenenenue

QOUHTOIMMO/I 3HAUYUTENIFHO pacrpeaessieTcss B spuTpounTax (ppaxius GUHroIuMoza B KIETKax
KpoBu 86 %). @unromumondocdar MMeeT MEHbIIYIO CIIOCOOHOCTh MPOHUKATH B KJIETKU KPOBU
(ppakuus B kietkax KpoBu <17 %). @unronumon u ¢unromumopocdaTr B BHICOKONH CTEHNEHU
CBSI3BIBAIOTCSA € OeIKaMH I1a3Mbl KpoBu (>99 %).

OUHrONMMOA B 3HAYUTENBHOW CTENEHH pacmpelenseTcs B TKaHAX opraHuzMa (o0bem
pactipenenenust okojo 1200+£260 m1). OUHrONMMMOJ MPOHUKAET B TOJOBHOM MO3T, YTO OBLIO
MOKa3aHO B KJIMHUYECKOM HCCIICJOBAHUU Y 370POBBIX J00OpoBoblieB. B mccnenoBanuu y 13
no6poBonbiieB ¢ PC, momyuyaBmmx ¢uarosmmMon B jno3e 0,5 Mr B paBHOBECHOM COCTOSIHHH,
Kosm4ecTBO (puHronnmona (wiu ¢uaromumozdocdara) B cemenHo xunkoctu 610 B 10 000
pa3 MeHb1Ie npuHATON 10351 (0,5 Mr).

BI/IOTDaHCd)ODMaHI/IH

VY uenoBeka Ouorpanchopmanuss (GUHroIMMOAa NPOUCXOTUT B pe3ysbTaTe 00paTUMOro
CTEpPEOCEIEKTUBHOTO (GochOopmInpoBaHus 10 (HapMaKOJIOTHIECKH aKTUBHOTO (S)-3HaHTHOMEpA
¢unromumozadocdara M 3a cueT OKHUCIUTENbHOM OuOTpaHchoOpMalvy, TIaBHBIM 00pa3zom
uzopepmentom CYP4F2 u, BozmoxHo, npyrumu uzopepmentamu CYP4F, ¢ mocnemyromiei
Jerpajalyed aHaJOrMYHO JKUPHBIM KHCJIOTaM JI0 HEaKTHUBHOIO MeTaboiuTa U IyTeM
(dbopMupoBaHus papMaKOIOTHUECKH HEAKTUBHBIX HETIOJISIPHBIX aHAJIOTOB (PMHIOJIMMOILEPAMHU/IA.
OcHoBHOM (hepMeHT, OTBEUAIOUIH 3a METa00IM3M (PUHTOJIMMO/IA, YACTUUHO UJICHTU(PHUIIUPOBAH:
310 MoxkeT ObITb CYP4F2 mn CYP3A4. Ilocne ogHOKpaTHOro MpreMa BHYTPh B IIa3Me KPOBU
OTpeIeTSUTUCh (B TeUCHHE MPUOIM3UTENBHO | Mecsia) HeusMeHeHHbIi Guuromumon (23,3 %),
¢bunromumondocdar (10,3 %), HeakTuBHbIe MeTabOMUTHI (M3 — KHCHBIH KapOOKCHIIBHBIN
metabomut (8,3 %), KoHbIOraThl MeTaboJIMTOB C IepamuaoM M29 (8,9 %) u M30 (7,3 %)).
DJIMMHUHALNS

[Tna3menHbIl KUpeHe puHroanmoaa 6,3+2,3 n/4, cpeiHui KaKyuuiics mepuo/] MoTyBbIBEICHUS
(tw2) coctaBnsier 6-9 nueit. CHIKEHUE KOHIGHTPAIUi UHroNmMMoaa u Gpunaronmumoadocdara B
1a3Me KpOBU B TEPMHUHAIBHOM CTaJAMM MPOUCXOTUT MapalIeNbHO, YTO MPUBOJUT K CXOJHOMY
Nepuo.ly MOJTyBbIBEICHUS.

[Tocne npuema BHYTpb 0k0J10 81 % 10361 BEIBOAUTCS MOYKAMU B BUJIE HEAKTUBHBIX METAOOJIUTOB.

Hewnsmenennbie ¢unromumon u ¢uaronumosdocdar He BBHIBOAATCS MOYKAMH, HO SIBISIOTCS
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OCHOBHBIMH COSTMHEHUSMH B KaJjie (KOJIUYECTB( K&)K,HOI‘(I)-I<_2-5_”;_{1'1)T' %63];,% Iile-frcx-gvrb h %é‘:ﬂua

MY OTUETY

BBIBOAUTCS 0K0JIO 89 % 1103bI Mpemnapara.

JInnenHocTh

Konuenrpanuu ¢punronumona u punronumondocdara yBeanunBaroTCs IPONOPLUOHATIBHO 103€
1ocje MHOroKpaTHoro npumenenus 0,5 mr unu 1,25 mr 1 pa3 B cyTku.

Y nauuMeHToB JETCKOTO0 BoO3pacTta KOHLEHTpanuu (uuromumondocdara yBenumuuBaercs
IIPONOPLIMOHAIIBHO J103€ M0CIe MHOTOKpaTHOro npuMmenenus 0,25 mr win 0,5 mr 1 pa3 B CyTku.
Iloueunasn neoocmamounocmo

Hapymenue ¢@yHkuuu nouyek (0T JIETKOH 1O TSXKEJIOW CTENEHM) HE OKa3bIBAlOT BIMSHUSA Ha
dapmakokuHeTUKY (puHTOIMMOAa ¥ PUHTOIMMOA-(hocdara.

IIeueHoUHAs HEAOCTATOYHOCTD

OpnHokpaTHOE MpPUMEHEHHE (PUHTOJIMMOJA B 03¢ | MI HIIM 5 MTI' y MAIlMEHTOB C HapyIICHHEM
(GyHKIIMM TIeUYeHU JIETKOM, cpefHei u Tsokenoi crenener (kimacc A, B u C no knaccudukanuu
Yaiinna-Ilet0) npuBomut k mnoBbimennto AUC ¢unrommmona na 12 %, 44% wu 103 %
COOTBETCTBEHHO, ITPH ATOM BIIUSAHUSA Ha Cmax HE OTMEUEHO. Y MallMEHTOB C HapyllleHueM (pyHKUIUU
neuyeHu Tsoxenoil crenenu (kiace C no knaccudukanuu Yana-I1e10) Cmax punronumoadocdara
cHuxkanach Ha 22 %, npu 3ToM 3HaueHue AUC CylecTBEHHO HE M3MEHSIOCh. Y MalUeHTOB C
HapylmieHneM (QYyHKIIMKM TI€YeHW JIETKOM ©  CpeaHed CTerneHed  (apMaKOKMHETHKA
¢unromumozadocdara He OLEHUBATACD.

VY mnanueHToB c HapyuieHHeM (YHKIIMM TI€YeHU JIETKOH CTeNeHU TMepuo]l TMOTyBBIBEICHUS
0CTaeTCsl HEU3MEHHBIM, C HAPYILIEHUEM CPEIHEN U TSKEJION CTENEeHU — YBEITUYUBAETCS IPUMEPHO
Ha 50 %.

OUHTOIMMO/T HE CIIAYET MPUMEHSTH Y MMAIIMEHTOB C TSHKEIBIMHA HAPYIICHUSIMEA (DYHKITUN TICUCHU
(xmacc C mo knaccupukanuu Yaitnga-ITero) (cm. pazgen 4.3). YV manueHToB C JETKUMH U
YMEpPEHHBIMH HapyHICHUSIMH (YHKIIMHU MEeYeHH (DUHTOIUMOJI CleqyeT HAuMHATh MPUMEHSTH C
OCTOPOKHOCTBIO.

JInna moKuJioro Bo3pacra

KnuHudeckuil OIBIT NPUMCHCHUA (I)I/IHI‘OJII/IMO)Ia Y OTanueHTOB B BO3PACTC CTApIIC 65 et
OIr'paHHUYCH. Y nauueHToB B BO3pacTe 65 ner u cTapue (bHHI‘OHI/IMOI[ CICAYCT NPUMCHATHL C
OCTOPOKHOCTBIO.

ITon u S THUYECKAS IPHUHAJIC)KHOCTD

[Ton u >THUYeCKas NPUHAICKHOCTh HE OKAa3bIBAIOT KIMHUYECKH 3HAYMMOIO BIUSHHUS Ha
bapMakokuHeTUKY (puHroIMMOAa U GpuHroauMoadocdara.

CTH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

BbezomacHocTh U 3G (EKTUBHOCTh MPUMEHEHUS (PUHTOJIMMO/IA Y TanueHToB muamme 10 et He

u3ydyeHa.

6. PAPMAIIEBTUUECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BellleCTB

CoaepKuMoe Karcyibl

Maruus creapat
D-MaHHHUTOJ-THIPOI03a HU3KO3aMEIIeHHAsA-TTOJIMBUHUIIOBBIN criupT (93,8:6:0,2)

000104Ka KAIICVIIBI

Kopnyc

Kenatun

Twurana nnokcun

Kpvrueuxa

Kenatun

Twurana nnokcun

Kpacurens xuHommHOBBIH sxenThiil (E104)

Kpacutens conmneunslit 3akart sxentslii (E110)

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok roqHocTH (CPOK XpaHeHus )

2 roza.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHUHU

ITpu Temneparype He Boime 25 °C.

6.5. XapakTep u cofep:kaHHe MEPBUYHOI YTAKOBKH

ITo 7, 10, 14 wmmm 15 Kkancyn B KOHTYPHYIO SIYEHKOBYKO YIAaKOBKY U3 IUIEHKH
NOJUBUHUIXJIOPUIHOW  WIM  TUIGHKM W3  TOJHMBUHWIXJIOPUAA/TIOJMBUHIINACHXIIOpUIA
(IIBX/TIBJIX) u dosibru alrOMHMHUEBOM MEYATHOM JTAKUPOBAHHOM.

ITo 28, 30, 56, 60, 90 unu 98 kancyn B OaHKY MOJUMEPHYIO ISl JIEKAPCTBEHHBIX CPEICTB M3
MOJINATUIIEHA HU3KOTO JIaBJIEHUS C KPBIIIKON HAaTATMBAEMOM U3 MOJMATUIIEHA HU3KOTO AABJICHUS
C KOHTpOJIEM IIEPBOIO BCKPBITHS WM B OaHKY M3 MOJMATHICHTepedTanata ¢ KPBIIKOH M3
MOJIMIIPOINMJIEHA € 3alIUTOM OT JeTei, nwiu B OaHKy M3 MOoJuATHIeHTepedTanara ¢ KpbIIIKON
HAaBUHYMBAEMOMN U3 MOJIMATHIIEHA HU3KOTO JAaBJICHUS C KOHTPOJIEM IIEPBOTO BCKPBITHSL.

IlIo 1, 2, 4, 8 KOHTYpPHBIX SYEHKOBBIX YNAKOBOK IO 7 Kamcya wiu o 1, 3, 6, 9 KOHTypHBIX

SYEUKOBBIX YMakoBok mo 10 karcyn, wiu no 1, 2, 4, 7 KOHTYpHBIX SUEHKOBBIX YIAKOBOK 10 14
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Karcys, wind mo 1, 2, 4, 6 KOHTYPHBIX SYEHKQBBIX ynégééérzl %t—rl'-lg"k-gga}ﬁt' whe 70’ 1964mKe

MOJIMMEPHOM ISl JIEKAPCTBEHHBIX CPEJICTB BMECTE C JIMCTKOM-BKJIAJIBIILIEM B MMAYKY U3 KAPTOHA.
6.6. Oco0ble Mepbl NPeIOCTOPONKHOCTH NPH YHUYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WJIM OTX0A0B, TMOJYYEHHBbIX IIOcjle NPHMEHEeHUus
JIEKAPCTBEHHOI'0 Mpenapara, ¥ Apyrue MaHuIMyJIsiliiU ¢ NpenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanus

3A0 «Kanondapma mpogaKIIH»

141100, MockoBckast 0011, r.0. Ll{&nxoBo, T. LI[énkoBo, yi. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

OnekrponHas nodra: safety@canonpharma.ru

7.1. llpeacTaBuTe/]b epAKATENsA PETHCTPALMOHHOIO YI0CTOBEPEHHUS

[IpereH3un HOTDG6I/IT€JICI71 CIICAYET HAIIPaBJIATh 11O aApECy.

Poccuiickas ®@enepanus

3A0 «Kanondapma mpogaKirs»

141100, MockoBckas 00u1., T.0. [I]énkoBo, r. llénkoBo, yi. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

OnektponHas moura: safety@canonpharma.ru

8. HOMEP PETUCTPAIIMOHHOT'O YIOCTOBEPEHUSI
JITI-Ne(004200)-(PT-RU)

9. IATA NEPBUYHOH PETMCTPALIMU (IIOJATBEPXKJIEHHS PETHMCTPALIUMH,
MNEPEPET'NCTPALIUN)
Jara nepBoii peructpauuu: 28 nexadps 2023.

10. JATA IEPECMOTPA TEKCTA
OOmas xapakTepHUCTHKa JIEKapCTBEHHOTO Tipemapara ®uurommmon KaHoH mocTymHa Ha

I/IH(I)OpMaI_II/IOHHOM nopraje EBpaSHﬁCKOFO O9KOHOMHYCCKOI'0O COr3a B I/IH(I)OpMaI_II/IOHHO'

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

C.32m3 32


mailto:safety@canonpharma.ru
mailto:safety@canonpharma.ru
http://eec.eaeunion.org/

