COOTBETCTBYET 3KCINEPTHOMY OTYETY
ot 01.07.2022 N2 15623

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1002

V JlexkapcTBEHHBIN Ipenapar MOJUIEKUT JOMNOJIHUTEIBHOMY MOHUTOPUHIY, KOTOPBII
CHOCOOCTBYET OBICTPOMY BBISIBJICHHIO HOBBIX CBEICHUH MO Oe30macHOCTU. BBl MOXkeTe TOMOUb,
cooOutasi uHGOpMALKIO O JIIOOBIX HEXeNIaTelIbHbIX PEaKLUAX, KOTOpble BO3HHUKIN B IEPUOJ
IPUMEHEHHUS JIEKapCTBEHHOT O IIpenapara (B TOM YMCJIe U O Cilydasx ero Hea(h(heKTUBHOCTH).

Cnoco0 COO6H.[CHI/ISI 0 HCXKCIIATCIIbHBIX PCAKIUAX OIMMCAH B pa3aciic 4 JIMCTKa-BKJIaabllIa

1. HAMUMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Mogena, 0,5 mr, KarcyJbl

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB
JleiicTByro1iee BemecTBO: (PUHTOIUMO]]
Kaxnas xancymna cogepxut 0,5 Mr ¢puHroanMoaa B Buae GUHTOINMOIa THAPOXIOPHIA

ITomubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancyner
Tsepasie xenaTuHOBbIE Karcyisl Ne 3, kopiryc U Kpbliedka 0esoro nsera. CoaepkumMoe Karcyot:

OCIBIN WM MTOYTH OCJIBIN TOPOIIIOK.

4. KINMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

[Ipenapar MoaeHa nokaszaH K IpUMEHEHHUIO y B3pOCIIBIX U JieTel B Bo3pacte oT 10 ser u crapie.
e Pemurtupyromuii paccesHublii ckiaepo3 (PPC) — ans yMeHbIeHUS 4aCTOThI KIMHUYECKUX

o0ocTpeHunit 00JIe3HU U CHIDKEHUS pUCKa ITPOrPECCUPOBAHUS HETPYI0CIOCOOHOCTH.

4.2. PesxuMm 103MPOBaHNS U CTIOCOO MPUMEHEHUsI

Jleyenue cienyer HauMHATBh W NPOBOJUTH TOJBKO ITOJ KOHTPOJEM Bpada, MMEIOLIErO OIBIT

neuenus PC.

PexxuM 103upoBaHus

PexoMennyemas no3a npenapara y Aeted U noapoctkoB crapue 10 net ¢ Maccou Tena > 40 kr u
y B3pocibix coctaiser 0,5 mr (1 karcyna) BHYTpb 1 pa3 B CyTKH BHE 3aBUCHIMOCTH OT BPEMEHH
npueMa MuIIx.

Heo6xoanMo HabmoaaTh MayenTa nociie IpuMeHEeHUs IepBOi 1036l MpernapaTa 0JMHAKOBO KaK
IIpY Hayaje JIeYeHUs IpenaparoM MojeHa, Tak M IOCJI€ NpueMa NEPBOM J03bl, B Clydae

IIPEPBIBAHMS TEPAITHHN:
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- Oosee yeM Ha 7 gHel Ha 3-if unu 4-i Heaene ICUeHus,

- OoJiee yeM Ha 2 HEJIeTH MOCie TOT0, KaK JICYSHUE MPOI0JDKAIOCH O0jiee MecsIa.

Ecnu neuenue mpepbiBaeTcsi Ha Oojiee KOPOTKHUI NMPOMEKYTOK BPEMEHH, YEM YKa3aHO BBIIIE,
JiedyeHue clieyeT IpoA0KaTh CO CeIyIONIel 3ariaHuPOBaHHOM 103bI.

Ipexpawenue nevenusi puncorumooom (cm. pazoen 4.4)

[Tocne oTMeHBI JedeHus (PUHTOIUMOIOM HEOOXOAUM O-HENENbHBIA MHTEPBAT 0€3 JICUeHUs s
BbIBEICHUS (PUHTOIMMO/Ia U3 KPOBOTOKA JJIsl TOTO, 4YTOOBI (DUHTOJIMMO]T BHIBEJICSI U3 KPOBOTOKA;
TaKOM CPOK OMpeelisieTcsi MepruoIoM MONyBbIBEeIeHUs npenapara. [Ipu npekpamieHun npueMa
npernapara He0OOXOIUMO YYUTHIBATh, YTO HOPMATH3AIHS KOJUYECTBA JTUMQOIUTOB MPOUCXOIUT
gyepes |1 — 2 Mecslia mocie nociaeHero MpuMeHeHus pernapata MoieHa, X0Ts B PsIe CIydaeB Jiis
MOJIHOTO BOCCTAHOBJIICHUS TpeOyeTcs 3HAYUTENbHO Ooibllle BpeMeHH. B 3ToT mnepuon
HEOOXOJMMO COXPaHATh HACTOPOKEHHOCTh B OTHOIIEHWHU pa3BuTus uHpexnuii. Ilanuentos
CJIeTyeT MPOUHCTPYKTUPOBATH O HEOOXOJAMMOCTH HE3aMEUIMTEILHO COOOIIaTh Bpady 000 Bcex
cUMITOMAax MH(EKINU B TEUCHHE 2 MECSIEB MOCie OTMEHBI ¢uHTOnmmMozaa. [ToCcKoIbKy mpu
MPUMEHEHUH MMMYHOJICIIPECCAaHTOB B TeueHHe | — 2 MecsleB Mociie MpeKpalieHus npuemMa
npenapata MojieHa BO3MOKHO JIOTIOJHUTENFHOE yTHETAIolIee JeiiCTBIEe HA UMMYHHYIO CUCTEMY,
HE00X0IUMMO COOTIOAATh OCTOPOKHOCTh MPHU MPUMEHEHHH UMMYHOICTIPECCAHTOB BCKOPE TOCIIE
MPEKPAIICHUS JICUCHHSI TIPETIapaTOM.

OCTOpOKHOCTD MPU MPEKPAIICHUU TEPANUN (PUHTOTUMOIOM TaKXKe CleAyeT cCOOI0aaTh B CBA3U
¢ puckoM peruauBa. Ecam orMeHa mpemapata MojeHa HE0OX0oAMMa, B TIEPUOJ MOCIIE OTMEHBI
MAIUEHTOB CJIeIyeT HA0II01aTh Ha TPEMET MPU3HAKOB BO3MOXKHOTO PEIIUINBA 3a00ICBaHUS.

Oco0ble TPVIIILI TAIUEHTOB

Ilayuenmur cmapuie 65 nem

VY namueHToB B BO3pacte 65 ser u crapumie mnpemnapaT MopaeHa cienyeT NPUMEHSTh ¢
OCTOPOKHOCTBIO BBH/1y HEJIOCTaTKa JAHHBIX MO O€30MacHOCTH U 3G (HEKTUBHOCTH.

Tayuenmol ¢ napywenuem @yHKyuu nouex

B kiroueBbix nccnenoBanusx npu PC (paccestHHBIN ckiiepo3) NpuMeHeHue npenapara MojieHa y
NalMEeHTOB ¢ HapyIIeHUAMHU (GYHKIMU MOYeK He u3yyanu. Ha ocHOBaHMM JaHHBIX MCCIIEJOBAaHUMN
M0 KJIIMHUYECKON (papMaKoJIOruu, KOPPEeKTUPOBATh 103y Iperapara y MalueHToB ¢ HapyIIEHUsIMU
GbyHKIUM OYeK He TpedyeTcs.

Iayuenmel ¢ Hapywenuem GyHKyuu nevenu

[Tpumenenue puHrONMMMONA y MALMEHTOB C HapylIeHHEM (YHKIHMU MEYEHHU TSHKEJION CTeTleHU
(xnmacce C no knaccugukanuu Yaina-I1p10) mpoTuBonoka3aHo.

Koppekuuu 10361 npenapara y NaleHTOB ¢ HapylleHHeM (PyHKIUM NEYEeHH JIETKOM U cpenHen
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MPUMEHEHHUS TIperapaTa y HalleHToB JAaHHON TPYIIIH.
Tayuenmoi ¢ caxapuvim ouabemom
HccnenoBanuii 10 NpUMEHEHHIO (DUHTONMMONA y TAIMEHTOB C CaXxapHbIM JIHAa0eTOM He
npoBowIoCh. HeoOxoauMo coONogaTh OCTOPOKHOCTh IPH  TPUMEHEHWH Tpernapara y
NAIMEeHTOB JAHHOM KaTeropuu M3-3a PUCKA Pa3BUTUS MAKYJSIPHOTO OTEKa. Y TaKUX MalMEHTOB
CIIEZlyeT PEryJIIipHO MPOBOJUTH O(PTAIBLMOJIOrMYECKHe O00CIEeNOBaHUS Ha NPEIMET BBISBICHUS
MaKyJISIPHOTO OTEKa.

eTH
Hemu 6 so3pacme om () 0o 10 rem
[Ipenapar npoTuUBONOKa3aH K MPUMEHEHUIO y nered B Bo3pacte oT 0 mo 10 ser, mocKoibKy
3¢ (GEeKTUBHOCTH U 0€30IIaCHOCTh NMPUMEHEHMsI PUHTOIMMOa y aeTeil B Bo3pacte ot 0 1o 10 nmet
HE YCTaHOBJICHBI.
Hemu u noopocmru cmapwe 10 nem ¢ maccoi mena 6onee 40 ke
Pexomennyemas nosa cocrasisier 0,5 mr (1 karcyna) BHyTph | pa3 B CyTKH.

Cnoco6 IIPUMCHCHUA

[Tpenapat MoneHa cienyeT npUHUMAaTh BHYTPb, BHE 3aBUCUMOCTH OT BPEMEHU NpHUEeMa IHILH.
4.3. [IlpoTuBONOKA3aAHMUS

e [umepuyBCTBUTENBHOCTh K (PMHTOJIMMOAY ¥/ WIH K JIIOOOMY M3 BCIOMOTATEIbHBIX
BEIIECTB, [IEPEUNCIIEHHBIX B pa3jeine 6.1.

e BrisaBieHHBIM HUMMYHOIEDUIIUTHBIA CUHAPOM.

e [JIOBbILIEHHBI  PUCK  ONNOPTYHUCTUYECKMX  MHGPEKUuMH, B TOM  4YHCIE Yy
MMMYHOKOMIIDOMETUPOBAHHBIX  NAaIMEeHTOB (B TOM  4YHUCJIE  MOJYyYaroIlIuX
MMMYHOCYTIPECCUBHYIO TEPAINIO B HACTOALIEE BPEMSI MIIM UMMYHOKOMIIPOMETHPOBAHHBIX
3a CYEeT MpeALIeCTBYIOIIEH Tepanun).

e Tskenas uH(pekuus B aKTUBHOW (a3e, akTUBHAs XpoHUYecKas WHQeKuus (renarwur,
TyOepKyIes).

e BruBieHHbIE 3710KaueCTBEHHbIE HOBOOOpA30BaHUs B aKTUBHOM (asze.

e Hapymenue ¢pyHkuuu nedyeHu Tsokenol creneHu (kiaace C mo knaccuduxanuu Yaina-
[Tp10).

e Uudapkr Muokapna, HecrabuiIbHasi CTEHOKApHsl, UHCYJIbT/TPAaH3UTOPHAS UIIIEeMUYecKas
ataka (THUA), nekomneHcHpoBaHHas cepjieyHas HEJIOCTaTOYHOCTh (Tpedyromias
rocnuTanu3anum), cepaeynas HemocrarouHocTh -1V kmacca mo NYHA (New York

Heart Association) 3a mocieaHie 6 MecsIeB.
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win |11 knacca.

e ATtpuoBeHTpHKYJsipHas Onokama tuna MoOuth Il 2 cremenu, aTpHOBEHTPUKYISIpHAS
Ookaza 3 CTENeHu, CUHAPOM CJa0OCTH CHHYCOBOIO Yy3Jla, — IpPU OTCYTCTBUM
KapAMOCTUMYJISATOPA.

e Ucxoansrnii uatepBast QTc > 500 mc.

4.4. Ocodble yKazaHHsl M1 MepPbl NIPeIOCTOPOKHOCTH NPU PUMEHEeHUH

Bbpaanapurmus

B nawane mpumenenus QunHromumona otmedaercs npexonsuiee cHmwkeHue YCC (vactorta
CEpJICYHBIX COKpAILIEHUH ), KOTOPOE MOKET COMPOBOKAATHCS 3a/I€PKKOM aTPUOBEHTPUKYJISIPHOTO
MIPOBEJICHUS, BKITFOUYAs OT/ICIbHBIC CITydan MPexosaiiel monHoi AB-010kabl, pa3peniatomeics
CIIOHTaHHO.

YCC HauMHaeT CHUXKAThCsA B T€YEHHUE | 4 mocie mepBoro rnpuemMa npemnapara, a MakCUMaJlbHOE
CHI)KCHHME OTMEYaeTcsl MPUMEpHO uepe3 6 4. DTOT mocieno3oBblii 3G (deKT coxpaHsercs Ha
IPOTSKEHUM MOCIEAYIOIMX JTHEH, XOTs, Kak MpaBWio, B 0OJee JIETKOM CTENeHU; B TEUEHUE
NOCIEAYIOIUX HEJlENb OH 00ObIYHO cXoAMuT Ha HeT. Ilpu nponomkenun nedenus cpeanss YCC
BO3BpAILAETCS K UCXOHOMY YPOBHIO B TeueHue 1 mecsua. OnHako y otaenbHbIx nanueatoB YCC
K KOHIly IIE€pBOr0 MecsAlla MOXKET HE BEpPHYTbCA K MCXOJHOMY YpoBHI. Hapymenus
IPOBOJIUMOCTH, KaK IMPaBHUIIO, OBLIN MPEXOIAIIMMHU U HE TIPOSIBISUIMCH KIIMHUYECKU. OOBIYHO OHU
He TpeOOBaJH JICUYCHHS U Pa3pelIaich B TCUCHHE TIEPBBIX 24 4 Ha (JOHE MPUMEHEHUS TTpernapara.
[Tpu Heobxoaumoctn YCC, cHMXKEHHas B pe3ysbTaTe NPUMEHEHUs (PUHTOIMMOA, MOXKET OBbITh
MOBBILIEHA 3a CUET MAPEHTEPAIBHOTO IPUMEHEHHSI aTPOIIMHA WIN N30IIPEHAIMHA.

Bcewm namuentam cnenyet nposectu OKI™ u usmeputh A/l 10 Havana npuemMa rpenapara u yepes
6 4 mocyue mpuema mepBoi 1036l Beex manmeHToB HeoOXoauMo HabO0AaTh B TeUeHUE 6 4 Ha
npeaMeT MPU3HAKOB U cuMNITOMOB Opanukapauu, usmepss YCC u AJl kaxplii yac. B Teuenune
3TOro 6-4acoOBOTO MEPUOJIa PEKOMEHAYETCS MPOBOJUTH HENPEPHIBHBIN (B peabHOM BPEMEHH)
OKI'-MOHUTOpUHT.

[Tpu pa3zBuTHH CUMOTOMOB OpaaMapUTMHH HA (HOHE Tepamnuu MpenapaToM HeoOXOIUMO HayaThb
COOTBETCTBYIOIME MEPONPUATHS, 00eCeuynTh HaOII0AeHNE MAMeHTa BIUIOTh 10 KYIHUPOBaHUS
naHHOTo coctosHus. Ilpn HeoOXOAMMOCTH JIEKapCTBEHHOM TEpamuH B IMEPUOJ MOHHTOpPUHTA
nocie npuemMa NnepBoi /103l HEOOXOAMMO MPOAJIUTH HAOIIO/IEHUE M0 MEHBIIeH Mepe 10 yTpa
CJIETYIOIIETo HS, M IOBTOPUTH 00CIe0BaHNe, aHAIOTUYHOE HAOJII0ICHHUIO 110CIIE IEPBOU JIO3BI,
rocJie mprueMa BTOpo 103kl Ipenapata MojeHa.

Ecnu uepes 6 1 nocine npuema nepsoii 10361 YCC HaX0AUTCS HA MUHUMAJIBHOM YPOBHE (YKa3bIBast

Ha TO, 4TO (apmakoguHaAMUYecKuid A(h(EKT Ha cepiame, BO3MOXHO, €Ile HE MPOSBUICST B
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tex nop, noka YCC BHOBb He moBbicutca. Kpome toro, ecan UCC uyepes 6 4 mocie mnpuema
npemnapara coctaBisieT <45 ya/MUH y B3pOCHbIX, WM <55 yn/MuH y aetel crapme 12 ner, nim
<60 ya/mun y nereii ot 10 1o 12 net, wiu npu BnepBble Bo3HUKIIEH AB-0okane 2 crernenn uin
BhImIe 1o nanHbpM DKI™ depes 6 4 mocnie npuema npenapara, win eciu uatepBai (QTc mo DKI
cocraBisieT >500 Mc, ciaeayeT MPOBOIUTH JIOTIOTHUTENFHOE HaOMoieHue (10 KpaHel mMepe 10
CJICAYIOUIETO yTpa WK A0 TeX MOp, MOKa HapylIeHus He paspematcs). AB-Onokana 3-ii crenenu,
KorJa Obl OHa HU BO3HUKIIA, TAKXKe TpeOyeT POBEeHN IPOUIEHHOI'0 MOHUTOPUHTA (110 KpaitHel
Mepe J10 CIEYIOIIEro yTpa).

VY nanueHToB, MOJYYaBIINX JeueHHE (PUHTOIMMO/IOM, 3apETUCTPUPOBAHBI OUCHb PEIKHE CIydan
unBepcun 3youa T na DKI'. B cinydae BeissBneHust nHBepcuu 3y6ma T HeoOXOAMMO HCKIIIOYUTD
HaJIM4Me Jpyrux IMPHU3HAKOB HIIEMUH MHOKapja. llpum mogo3peHuM Ha MIIEMHIO MHOKapna
peKoMeHayeTcs 00paTUTHCS 3a KOHCYJIbTALUEH K KapAUOJIOTY.

B cBs31 ¢ puckoM pa3BUTHS CEPbE3HBIX HAPYLIEHUH pUTMa cepALia penapat MojieHa He cieyeT
NPUMEHSTH Y MallMeHTOB ¢ CHHOATPUAIBHOM OJI0Ka 01, CHUMIITOMATUYECKON OpajuKapanel nim
HOBTOPHBIMHU 3MHU30aMU CUHKONAJIBHBIX COCTOSHUM B aHaMHE3€, C CYIIECTBEHHBIM YAJUHEHUEM
unrepBana QT (kenckuii moi: QTc >470 mc (crapmie 18 aer), QTc >460 mc (10 — 18 mer);
myxkckoi moir: QTc >450 mc (crapme 10 ner)). TTockonbKy TEpEHOCHMMOCTH BBIPaXKCHHOU
OpanukapIuu MOXET OBITh CHIDKEHA Yy TAIMEHTOB C OCTAHOBKOM cepjilla B aHaMHE3e,
HEKOHTPOJIMPYEMON apTepUalIbHOW THUHEPTEH3UEeH WM TSKEJIbIM CHHIPOMOM allHO? BO CHE,
npenapat MozeHa He clielyeT IPUMEHATh y TaKUX NAllMeHTOB. Y TaKMX NallMeHTOB IPUMEHEHUE
mpernapata BO3MOXHO TOJBKO B Cllydae, €cClId MpelroyiaraemMasl IoJib3a IPEBbIIIAeT
NOTeHUUaNbHBIA pHCK. [Ipn HeoOXoauMOCTH MPUMEHEHMs Mpenapara y MalMeHTOB JaHHON
KaTeropuu CieyeT MPOBECTH KOHCYJIbTALMIO KapAXO0JIOra Nepe] HayalloM Teparuu Uit BeIOopa
ONTUMAJIBHOTO MOHUTOPHHTIA CEPJIEYHOMN AESITENBHOCTH, [0 KpalHEN Mepe 10 yTpa CIEAYIOLIETO
JTTHSL.

[Ipumenenue ¢uHronMMoza y TMalUEHTOB C AapUTMUSAMH, TPEOYIOUIMMH  JI€UYEHUs
aHTHApUTMUYECKUMU CpeJICTBAMH Kjacca la (Hanpumep, XUHUIUH, AU30nupamMun) nwin kiacca Il
(HampuMep, aMHOJAapOH, coTajnoid), He u3yyanu. Ha Qone npuMeHeHHs aHTHApUTMHUYECKUX
cpencTB kiacca la nnm knacca Il y nanuieHToB ¢ Opagukapaneil OTMEYaIuCh Cay4yau MUPYyITHON
taxukapauu. [lockonbky B Hauvane mpuMeHeHus ¢uHroiaumona ormeuaercs cHuxkenue YCC,
npenapat MoaeHa BMeCTe C JaHHBIMU JIEKAPCTBEHHBIMU CPEACTBAMU IIPUMEHSTH HE CIENYET.
OnbIT NpUMeHeHus1 (UHTOIMMO/Ia Y MAIIMEHTOB, MOJYYaloIUX COMMyTCTBYIOIIYIO Tepanuio OeTa-
aZpeHO0I0KaTOpaMHU, aHTarOHUCTAMHU KaJIbIIUEBBIX KaHajoB, cHUkaomuMu YCC (TakuMu Kak

BepamaMuil WM JWITHA3eM), WIM JAPYyTMMHU [penapataMu, crnocoOHeiMH cHIkate YCC
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[Tockoneky B Hauane mnpumeHeHHs ¢unromumona YCC Takke CHWXKAETCS, NPUMEHEHUE
HA3BaHHBIX MPENaparoB B Hayalle JICYCHUS (PUHTOIMMOAOM MOXKET IMPUBECTH K THKEION
Opanukapauu U1 AB-61okane. B ¢Bsi3u ¢ MOTEHIIMATBLHBIM JTOTIOJHUATEIBHBIM BiussHreM Ha YCC
npernapatr MojieHa He cieayeT HAaYMHATHh MPUMEHSTh y MAIMEHTOB, KOTOpPbHIE OJIHOBPEMEHHO
MPUHUMAIOT JAaHHbIC npenapathl. [Ipumenenue npenapata MojeHa y TakuX NallMEHTOB CIEAYET
paccMaTpuBaTh JUIIb B Clydae, €ClIM MperoiaraeMas 1mojb3a MNepeBelnBacT MOTEHIIUATbHbIE
pucku. Eciau paccmarpuBaeTcsi BOIIpOC O MPUMEHEHUH Npenapara, To 0 Havajia ero IpuMeHeHuUs
cienyeT oOpaTHTHCS 3a KOHCYJIbTAllMeW K KapIuOoJIOTy OTHOCHUTEIBHO MEpeBoja MaleHTa Ha
JeKapcTBeHHbIE Npenapatsl, He cHkaroume YCC. Ecnu otMena npenapara, caukarouiero YCC,
HEBO3MOJKHA, CIIEAYET OOPATUTHCS 32 KOHCYJIbTAIIUEH K KApAMOJIOTY OTHOCHTEIBHO OTpeCIICHUS
HaJJIeXKAaIero HabIoIeHusl TIoCTe MEePBOil 103bl; pEKOMEHAYETCS MPOAJICHHOE HAOII0IeHHE 110
KpaiiHeil Mepe no cieayromero yrpa. [Ipum Bo3oOHOBIEHHHM Tepanuu mnpenaparom MojaeHa
Bnusane Ha YCC W aTpUOBEHTPUKYJSIPHYIO TPOBOJUMOCTH MOXKET MPOSBUTHCS BHOBb B
3aBUCUMOCTH OT JUIMTEIILHOCTH MPEIIIECTBYIONICH TEpanuy U BPEMEHU MPEPHIBAHUS TEPAITHH.
Habmroienue, kak u mocie npuema rnepBoit 103bl, HEOOXOIUMO B CiIydae MpepbIBaHUs TepaIuu:

- Ha | 1eHb u GoJiee B TeUEHHE MEPBBIX 2-X HEJENb Teparuy;

- OoJiee ueM Ha 7 JHEH Ha 3-# wiM 4-i Helelle JICUCHHUS;

- 0oJjiee yeM Ha 2 HEJIeH MOCJIe TOT0, KaK JICYCHHE MPOI0JDKAIOCH O0iee MecsIa.

Ecnu neuenue mpepbiBaeTcss Ha 0ojiee KOPOTKHUI MPOMEXKYTOK BPEMEHH, YeM YKa3aHO BBIIIE,
JIEYEHHE CIIEYET MPOAOKATh CO CAEAYIOMIEH 3arIaHUPOBAHHOM JT03bI.

WurepBan QT

[Tpu npumenenuun punHronumosa B no3ax 1,25 mr unum 2,5 Mr nocise JTOCTUKEHUSI paBHOBECHOTO
COCTOSTHUSI, HO, KOTJIa €Ille HaOII0Aa0Cch OTPUIATEIbHOE XPOHOTPOITHOE IeHCTBUE, OTMEYaIoCh
ymunenne uarepBana QTcl (ckoppexktupoBantbiii nHTEpBat QT Mo yacToTe Myjibca Ha OCHOBE
JIAHHBIX KOHKPETHOTO TAaIllMeHTa) MO CPAaBHEHMIO C M3HAYaJIbHBIM TOKa3aTelieM 10 BEpXHEH
rparuirsl 90 % JIM < 13,0 mc. He BbIsIBIIEHO 3aBUCUMOCTH BOZHUKHOBEHUS yITTHHEHUS HHTEpBaIa
QTecl ot 10361 mpenapaTa u IIUTETLHOCTH Tepanuy. [I0BBIIIIEHHON YaCTOTHI CTy4aeB OTKIOHEHUS
mmHbl uHTepBana QTcl oT HopMbl (OLIEHWBaEMBIX MO aOCONIOTHBIM WM TPOIEHTHBIM
W3MEHEHUSIM OTHOCHUTEIFHO HCXOJHBIX 3HAUYCeHM) Ha (poHe mpuMeHeHus (GUHTOIMMOAA HE
obHapyxeHo. KnumHndeckoe 3HaueHne MOTYyYEHHBIX JaHHBIX HEM3BECTHO. B mccienoBanusx npu
paccessuHOM ckiieposze (PC) knuHMuecku 3HauuMbIX 3(G(dekToB Ha uMHy uHTepBaia QTc He
OTMEUAJIOCh, OJHAKO TMAalMEeHThl C PHUCKOM yIIMHeHHs uHTepBana QT B KIMHHUYECKHE

HCCICIOBaHUs HE BKIIHOYAJIUCh.
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ynnuHenueM wunTepBana QT, cienyer m3beraTb NPUMEHEHHs JIEKApCTBEHHBIX MpPENapaTos,
CcrocoOHbIX yAIuHATh uHTepBai QTc.

HNmMMyHOCYIIpECCUBHOE AEHCTBUE

@OUHroIMMO/ OKa3blBa€T MMMYHOCYIIPECCUBHOE ACHCTBUE, B PE3yJbTaTe YEero y MalUeHTOB
BO3pacTaeT pUCK MH(MEKUUH (B TOM YHCIE ONNOPTYHHUCTUYECKUX HH(EKIUH, KOTOPhIE MOTYT
NPUBOIUTH K CMEPTH) M PUCK Pa3BUTHUS TUMGPOM U IPYTUX 3JI0KAYECTBEHHBIX HOBOOOPa30BaHHIH,
B OCOOCHHOCTH KOKHBIX. CllelyeT TIATeJbHO HaOI0JaTh MAlMEeHTa, 0COOEHHO NMPH HAJINYUU
COIIyTCTBYIOIMX 3a0osieBaHMMl WM  (PAKTOPOB pHUCKA, HANpUMep, MpeallecTBYOIIEH
UMMYHOCYTIpecCUBHOM Tepamuu. [lpu momo3peHnn Ha TOJOOHBIH PUCK Bpady CleAyeT B
WH/IMBUIYAIbHOM MOPSAKE PACCMOTPETh BOIPOC 00 OTMEHE TEPaHH.

Undekuyu

KnroueBbiM apMakoanHaMUUeCKUM 3P PEKTOM Ipenapara SBIsSeTcs 10303aBUCUMOE CHUKEHHE
KOJINYeCTBa TUMQPOLUTOB B mepudepudeckoit kpou 10 20 — 30 % OT UX HCXOAHOTO KOJIHYECTBA,
00yCIIOBICHHOE 00paTUMBIM TiepepacipeaesieHueM TUM(OIIUTOB B TUMQPOUIHBIX TKAHSIX.

[Tepen HayaioM Tepanuu NpenapaToM cieAayeT HOIYUUTh pe3yJibTaT OOIEKIMHUYECKOI0 aHaIN3a
KPOBU C JIEHKOLIMTAPHOM (POPMYJIO, BBINOJIHEHHOIO Ha MPOTSIKEHUU MOCIECAHUX 6 MEcCSLEB,
NPEIUIECTBYIOIIMX Hayaly Tepaluy, WIM T[0CI€ OTMEHbl MPEIUIECTBYIOIIEH TEepaIruu.
OOIEeKIMHNYECKUI aHalIu3 KPOBU TaK)K€ PEKOMEHIYETCs NMEPUOJUYECKH IPOBOJUTH BO BpEMs
Tepamnuu, yepe3 3 Mecsla 1 3aTeM 110 KpaifHell Mepe 1 pa3 B roj, a Takke pu HAJTMYKU IPU3HAKOB
undexuuy. TIpu TIOATBEPKIEHHOM abCOMOTHOM KomudecTBe jumdonutoB < 0,2 x 10%m,
npemnapar cieayeT OTMEHUTH /10 TeX Iop, T0Ka JaHHbIN MOKa3aTellb He BOCCTAHOBUTCS, TaK KaK B
KJIMHUYECKUX HCCIEIOBAaHUAX Yy TMAallMeHTOB C AaOCOJIIOTHBIM KOJMYECTBOM JIMMQOLUTOB
< 0,2 x 10%mn Tepanuio GUHrOIMMOIOM MPEKPAIIATH.

VY DanMeHTOB ¢ TSKEIbIM aKTUBHBIM HMH(EKIMOHHBIM 3a00JI€BaHUEM HEOOXOJUMO OTJIOXKHTh
HAYaJIo JIeUYEHUs IPErnapaToM A0 Pa3pelIeHHs JTaHHOTO COCTOSHHUS.

Jlo Hawanma nmpuMeHeHHus MpenapaTa MojeHa y NAlUMEHTOB CJIENyeT OLEHUTh UMMYHHUTET K
BeTpsiHOM ocrie. [lanveHToB, HE MMEIONMX B aHAMHE3€ JOKYMEHTAJIBHO MOATBEP KIECHHBIX
JAHHBIX O IIEPEHECEHHOW BETPSIHOW OCIE€ WM IOJIHOTO Kypca BakLIMHALlMKM IPOTHB BUpYyca
Varicella zoster (VZV), no Hadana Tepanuu CiexyeT 0OCIIeIOBaTh IJisi BBISABICHUS aHTUTEN K
VZV. B cnydae oTCyTCTBUS aHTUTEI K BUpYCY VZV ciielyeT NpOBECTH MOJTHBIN KypC BaKIIUHALIMHT
JI0 Hayaja Tepanuu npenaparoM. [Ipu 3ToM Hadano JieuyeHus MpenapaTroMm CIEeIyeT OTIOXKHUTh
MUHUMYM Ha | Mecsl AJi pa3BUTHUS IOJHOTO UMMYHHOTO OTBETA HAa BaKIIMHALIMIO.

B pesynbraTe Bo3nelcTBUs npenapata MojieHa Ha HIMMYHHYIO CHCTEMY MOXKET yBEJIMYMBATHCS

PHUCK pa3BUTHUS MHPEKLUH, B TOM YHUCIE ONMOPTYHUCTHUECKUX. Bo Bpems nedeHus npenaparom
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3 PEeKTUBHBIE TUATHOCTUYECKUE U TEPANIEBTHUECKUE MEPOIIPUSATHS.

[Ipu oueHKE COCTOSHUS MAIMeHTa ¢ MOJ03PEHHEM Ha HMH(EKIHUIO, KOTOpas MOXKET OKa3aThCs
CEPbE3HOH, CIENYET PACCMOTPETH BOIIPOC O €r0 HANPABJICHUH K Bpady, UMEIOLEMY OIIBIT JICUECHUS
uHeknuil. [TannenTos, nonydaronux npenapar MojeHa, HEOOXOUMO NMPEAYNPEXIaTh O TOM,
4TOOBI B CIIy4ae IMOSIBICHUS CUMITOMOB MH()EKIMU BO BpEeMs JICUCHUS, OHU COOOIIAM O HHUX
CBOEMY Bpauy.

[Tpu pa3BuTHH cepbe3HbIX UHPEKIMH HE0OXOAUMO pacCMOTPETh BOIIPOC O BPEMEHHOM OTMEHE
npenapata MozgeHna. Bo3oOHOBIIATE eueHue npenapatoM MoJieHa ciie1yeT TOJIbKO 110CIIe OLIEHKU
COOTHOUICHUS II0JIb3bI U PUCKA.

B nmocrperucrpalliOHHOM IIEPUOJE OTMEUYEHBI CIy4ad PAa3BUTHUsS KPUITOKOKKOBOTO MEHUHIHMTA
(rpubkoBast UH(EKIMsI), UHOTAA C JIETAIbHBIM MCXOJ0M, Iociie 2 — 3 JIeT JIeUeHUs MIPernapaToM,
OJIHAKO TOYHAas CBA3b C JUINTEIBHOCTBIO TEPAIMU HE yCTaHOBJIEHA. [Ipy pasBuTMM CUMIITOMOB,
MO3BOJISIOMINX  3aM0JIO3PUTh Pa3BUTHE JAHHOTO COCTOSIHHMS (HampuMep, TOJOBHOH 00w,
CONPOBOXKAAKOUICHCSA IICUXWYECKMMHM HApYIIECHUSMH, TAKMUMH KaK CIyTAHHOCTb CO3HAaHWS,
FaJUIIOLMHAIMY ~ W/WJIM  W3MEHEHHME JIMYHOCTH), CIeAyeT He3aMeJUIMTENbHO IPOBECTU
COOTBETCTBYIOIIIME JUArHOCTUYECKUE MepolpusaTus. [Ipu nmoaTBep)kIeHUM IuarHosa clenyer
BPEMEHHO OTMEHHTh (PMHTOJIMMOJ W HadaTh COOTBETCTBYMOIIee JedeHue. Ecim Tepamuto
¢uHTrOTMMOZIOM TpeOyeTcsi BO3OOHOBUTD, CIEIYET MPOBECTH KOHCYJIBTALMUIO C BpadyaMy Pa3HBIX
crienManbHOCTEN (B YACTHOCTH, CO CIIELUATUCTOM 110 MH()EKLMOHHBIM 00JIE3HIM).

B mocrperucrpallMOHHOM NEPUOAE OTMEUYEHBl CIIy4au pa3BUTUSA  IIPOrPECCUPYIOLLEH
MyJbTU(dOKaIbHOM JelikodHIeanonatuu (IIMJI). IIMJI — onnopryHucTryeckoe HHPEKIIMOHHOE
3a0osieBanue, BbI3BaHHOE JC-BUPYCOM, C BO3MOXKHBIM JIETQIbHBIM HCXOJOM WM TSDKEIOU
unBanmau3anued. Ciydan [IMJI Oblim OTMeueHBI IPUMEPHO uepe3 2 — 3 roja NpUMEHEHHUs
¢uHromMMOIa B KauecTBe MOHOTEpANMM y MallMEHTOB, paHee HE MOJy4yaBIIMX HaTalu3zymao.
Hecmotpss Ha mnoBbIIEHHE MpeArnonaraéMoro pucka Ha (OHE COBOKYIHOTO KOJIMYECTBa
IIPUHATOTO CO BPEMEHEM IIpenapara, B3aMMOCBSA3b C JUIMTEIBHOCTBIO TE€panuyd B TOYHOCTHU
HEU3BECTHA.

[TomyyeHnbl TakXke JAOMOJHUTENbHBIE cooOmeHuss o pa3Butuu IIMJI y nanmeHToB, paHee
MOJTyYaBIIUX TEPANUIO HaTATU3yMaOoM, JUIsl KOTOPOTo yxe u3BecTHa cBsi3b ¢ [IMJL.

Pazsutne [IMJI Bo3mMoxHO TOJIBKO TIpH HHpUIMpoBanuu JC-supycom. [Ipu mpoBenennn ananmsa
Ha Hamumuue JC-BUpyca HEOOXOJMMO YYUTHIBATh, YTO BJIMSHHE JUM(ONEHHMH HAa TOYHOCTD
pe3yJIbTaTOB TECTHUPOBaHWS Ha Hanuuue aHTuTen K JC-BUpYCy Yy MAallMEHTOB, IOJY4YaBLIMX
(buHrOIMMO/, He U3ydanock. CTOUT OTMETUTH TAKXKE, UTO OTPULIATENbHBIN PE3yJIbTaT aHaIn3a Ha

Hannure JC-Bupyca He NCKITI0OYaeT BO3MOXKHOCTH HHPHUITMpoBaHus JC-BHPYCOM B IMOCIEAYIOMIEM.
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[Tepen mpumenenuem (pUHTONIMMOIa HEOOXOIUMO, KaK HB&B;rﬂg%ﬁl%axI@_”iéﬁld:?éT?Me-mﬂh o

Hauana Tepanuu, npoectd MPT-uccnenoBanue (MarHUTHO-pe3oHaHCHass ToMorpadus). Ilpu
npoBeJeHNH 1aHoBbIX MPT-nccnenoBanuil (4actota KOTOPBIX OMPENEISIETCS] HAlMOHAIbHBIMU
PEKOMEHALUAMH), YacTOTa KOTOPBIX OIpENesAeTCs] CTaHIapTaMU JUarHOCTUKU U KOHTPOJIS
teyeHus PC, cnenyer coxpaHsaTh HACTOPOKEHHOCTh B OTHOIIEHUN JaHHBIX, KOTOPBIE MO3BOJISIOT
3ammono3puth [IMJI. Takum oOpa3om, mposenenue MPT M0okHO paccMaTpuBaTh Kak JJIEMEHT
MOBBIIICHHOW HACTOPOKEHHOCTU Yy IIAIMEHTOB C BBICOKMM puckoM passutus [IMIJL. Ilpum
nogo3penun Ha [IMJI crietyeT HeMeJIeHHO MPOBECTH TUarHocTudeckyro MPT u nmpruocTaHOBUTH
JeyeHue npenaparoM MojaeHa 10 uckitodeHus auarnosa [TIMJL.

N3menenus Ha MPT, xapaxrepsusie muga [IMJI, MOryr mposiBASATBCA paHbIIE KIMHHUYECKUX
IIPU3HAKOB WJIM CUMIITOMOB. Y IALUEHTOB, MTOJIYy4YaBIIUX JIEKAPCTBEHHBIEC IIPENApAThI 110 IIOBOAY
PC, st koTopbIx ycTaHoBiieHa cBs3b ¢ [IMJI, Bkimtouas npenapat MojieHa, HaGI0JaIUCh clydan
IIMJI, nuarHoctupoBaHHble Ha OCHOBaHMM JaHHBIX MPT, a Takke Ha OCHOBaHUU BBIABICHUS
JIHK JC-Bupyca B 11epeOpoCMHaIbHOM )KUIKOCTH IPU OTCYTCTBUU KIIMHUYECKUX MPU3HAKOB WM
CHUMIITOMOB, XapakTepHbIx 1 [IMII.

BeiBenienue ¢uHronumona mnociae MPEeKpalleHUs JeUeHHs MOXKET IMPOUCXOIUTh B TEUCHHE 2
MECSIIEB, [IO3TOMY B 3TOT MEPHOJ HEOOXOIUMO COXPaHATh HACTOPOXKEHHOCTh B OTHOLICHHUHU
pasButus uHOpeknuii. IlanmMeHTOB cleqyeT MPOMHCTPYKTHPOBATH O  HEOOXOIUMOCTH
HEe3aMeUINTEIbHO CO00IaTh Bpauy 000 BceX CUMIITOMaxX MH(EKIUY B TeYEHHE 2 MECALIEB 11OCIIE
OTMEHbI (PMHTOJIUMO/IA.

B moctperucrpanlMoHHOM MepHoAe IMPUMEHEHHs (UHTOIMMOAA HAOIIOAATNCh Claydau
MH(QUIUPOBaHUS BUPYCOM ManuiuiomMbl denoeka (BIIY), Bxitouas nanwiioMmy, IUCIUIA3HIO,
o6opomaBku u BIIY-acconmupoBanubiii pak. B cBsizm ¢ Tem, 4to ¢uHromuMos oo6Jagaer
UMMYHOCYTIPECCUBHBIM JIeHCTBUEM, IEpE] HAualIoM Tepaluu npemnaparom MojeHa, He00X0AUMO
paccMOTpeTh Bonpoc O BakuMHauuy npotuB BIIY ¢ yueTtoMm pexomeHIanuil 1O BaKIMHALWU.
Taxkxe pexkoMeHIyeTcsl MNpPOBOAUTh OHKOJIOTMYECKMH CKPUHUHI, BKJIKOYas Ma3oK II0
ITarmaHukoIIay, B COOTBETCTBUM CO CTaHIAPTAMH OKa3aHWS MEAUIIMHCKON ITOMOIIH.

MakyasipHBIA OTEK

[Tockonpky Ha (hoHE Tepanuu (PUHTOTMMOJIOM B pekoMeHIoBaHHOW no3e y 0,5 % marueHToB
OTMEYAJIOCh Pa3BUTHE OTEKAa MAaKyJbl ¢/0€3 KIMHUYECKHX CHUMIITOMOB IMPEUMYIIECTBEHHO B
nepsble 3 — 4 MecsIa JIeYeHHs], pPEKOMEHIyEeTCs POBOJIUTH OPTaTbMOJIOTHYECKOE 00CIe0BaHNe
yepe3 3 — 4 mecsna nociie Hayana tepanuu. [Ipu BhIsSIBIIEHUH y TALIMEHTOB HAPYIICHUH 3peHHs Ha
dboHEe mpUMEHEHHS TNpernapara HEOOXOAUMO MPOBECTH OCMOTp TJIa3HOTO JIHA, B TOM YHCIE

MaKyJISIpHOH 00J1acTy.
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nMabeToM OTMeyaeTcs MOBBILIEHHBI PHUCK pa3BUTHS MAaKyJIApHOro oTeka. I[locKonbKy
npUMEHeHHe npemnapata y mandeHToB ¢ PC M CONMyTCTBYIOUIMM CaxapHBIM IuabeToM He
M3y4ajoch, y MAIMEHTOB C CaxapHbIM JTUA0ETOM WJIM YBEUTOM B aHaMHE3€ PEKOMEHIYETCS
MIPOBOJIUTH O(PTAIBMOJIOTUUECKOE OOCIIeIOBaHNE O Hadyajla ¥ BO BpPEMs TEpaIllUM IIperapaToM
Monena.

HOCJIGI[CTBI/ISI HpOI[OJDKeHI/ISI Tepam/m (1)I/IHI‘ OJIMMOJ0OM y ITAIIUCHTOB C MaKyJISIprIM OTCKOM HE
n3ydanu. B ciydae pa3BUTHS OTeKa MaKyJbl JIeUeHHE penapaToM MojeHa ciaeayeT IpeKpaTUuTh.
Puck pa3BuTHS MOBTOPHOTO OTEKAa MAKYJIbI IPH BO30OHOBJIEHUH TEPAINKMH MperapaToM MojeHa
He u3yvaics. PemieHne o BO30OHOBJICHUHU TEpalMM IOCJIE PA3PELICHUsS MAKYJSIPHOTO OTEeKa
CJIGI[yeT HpI/IHI/IMaTB C y‘-IeTOM HOTGHLII/I&JIBHOﬁ ITIOJIB3bI U pI/ICKa, CBA3AaHHBIX C HpI/IMeHeHI/ICM
npenapara y KOHKpETHOIO MTallUueHTa.

Hapymenue d)VHKHI/II/I INCYCHHU

VY manuentoB ¢ PC, mosrydaBmux (UHTOIMMOJ, OTMEUYAIINCh CIydad IMOBBIIMICHUS aKTHBHOCTH
«TeueHOYHBIX» (hepMeHTOB, B ocooerHocTH AJIT, a taxoke ['TT u acmapratamuHOTpaHchepassl
(ACT). B xnmuanueckux uccnenaoBanusax nosbiienne aktuBHOCTH AJIT no ypoBusa 3 x BI'H unu
BbIIIIe 0OTMeYanoch y 8,0 % manueHToB, noxydaBmux Guaronumoa B goze 0,5 mr, u nmumb y 1,9 %
NAIUEHTOB, nony4aBiux mianebo. Ilosbimenne no ypoBus 5 X BI'H ormeuanoce y 1,8 %
MAIUEHTOB, ToNydaBmux ¢uHromumon, u y 0,9 % manueHToB, monydaBmumx rwianedo. B
KIIMHUYECKUX UCCIEAOBAHUAX (PUHTOJMMOJ OTMEHsITH, ecnu akTuBHOCTh AJIT moBblmianace 110
ypoBHs >5 x BI'H. Ilpu BO300HOBIEHUM Tepanuu (PUHTOTMMOJOM aKTUBHOCTH MEYEHOYHBIX
aMUHOTpaHcdepa3 y HEKOTOPHIX MalMeHTOB MOBBIIIANIACH CHOBA, YTO TOBOPHUT B IOJB3Y CBSI3U
JIAHHOTO SIBJICHUS C MPUMEHEeHHEeM (PUHTOIMMO1a. B KIIMHUYECKUX UCCIIeIOBAHUSIX TTOBBIIICHHE
AaKTUBHOCTH aMHUHOTpaHc(epa3 MOIJIO BO3HUKATh B JIF0OOE BpeMs B XOJE JICYCHHS, OJIHAKO B
OOJBIIMHCTBE CIy4YaeB OHO BO3HHMKAIO B TepBble 12 mecsaueB. Hopmanuzanus akTUBHOCTH
«TIEYCHOYHBIX» aMUHOTpaHCc(epa3 B CHIBOPOTKE KPOBH MPOUCXOIUIA MPUOTUZUTEIHLHO Yepes 2
Mecs11a MOCIe OTMEHBI (PUHTOJIUMO/IA.

[TpumeneHnue GUHTOIMMOA Y TAIIMEHTOB C HApyIIEHUEM (PYHKIIHH MTeYSHH TSKEION CTeTIeH! Ha
MoMeHT Hauana Tepanuu (kimacc C mo knaccuduxanuum Yainn-Ilelo) He wuccnenoBaIoch.
[Ipumenenne GUATONMMO/IA Y TAKUX MMAIIHEHTOB MPOTHUBOIIOKA3aHO.

[TockonbKy (PMHTOIMMO]] OKa3bIBa€T MMMYHOCYTIPECCUBHOE JICHCTBHE, Y TTAIIMEHTOB C aKTUBHBIM
BUPYCHBIM I€MIaTUTOM HA4aJlo TEPANUU CIAEAYET OTIIOKUTH O pa3pelIeHUsl JaHHOTO COCTOSHUS.
B mepuon moctperucTpaliioHHOTO MPUMEHEeHUs (PUHTOIMMO/1a HAOMIOJAINCh CIy4Yau Pa3BUTUS
KIIMHUYECKH 3HAYUMOT0 TIopakeHHs TedeHu (cM. paszaen 4.8). Ilpu3Haku mopakeHHs NEUYCHH,

BKJIIO4Yas 3aMCTHOC ITOBBIIICHUEC AaKTHUBHOCTH «IICYCHOYHBIX) q)epMeHTOB B CBIBOPOTKE KPOBU U
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MY OTUETY

i

NEpPBOii 103bl, a TaKXkKe OBUIM 3apETUCTPUPOBAHBI ITOCIIE ATUTEIBHOTr0 puMeHeHus. Coobianoch
0 CIIy4asix OCTpOH MeUECHOYHON HEJOCTaTOYHOCTH, TPEOYIOIIEH TpaHCIIIIaHTAI[H [TEYEHH.
PekoMeHZOBaH KOHTPOJb AKTMBHOCTH «IICYEHOYHBIX» TPAHCAMUHA3 M KOHLECHTPaLUU
OunupyOuHa Ha MPOTSDKEHUM 6 MecsleB, NPEIIIECTBYIOUIMX Hauyaly Tepaluy IpernaparoM,
NEPUOANYECKUA KOHTPOJb BO BpeMsl TEpalMU U B TEUEHUE 2 MECALEB IOCIE IPEKpALICHUS
npruemMa (pUHrOIMMO/A.

IIpy OTCYTCTBUM KIMHHUYECKUX NPOSBICHUM NOPAXKCHMs IEYECHHU OIPENEICHUE aKTHUBHOCTHU
«IEYEHOYHBIX» TPAHCAMUHA3 PEKOMEHJ0BAaHO NPOBOAUTH B 1, 3, 6, 9 u 12 MecAupbl ne4eHus u
nanee nepuoaudecku. [ToBpleHne akTHBHOCTH «IIEYEHOYHBIX» TpaHcaMuHas > 5 X BI'H tpebyer
0o0J1ee YacTOro UCCIEIOBAHMS «IIE€YEHOUYHBIX» (PEPMEHTOB, BKIIOYAs OpeAeICHIE KOHIICHTPAIUN
OunpyOuHa M aKTUBHOCTH IEJI04YHOH (ocdaTassl. [Ipu NOBTOPHOM MOATBEPKIEHUH JTaHHOTIO
pe3yibTara (aKTUBHOCTB IIE€YEHOUHBIX aMuHOTpaHcepas > 5 x BI'H) npenapar Moaena cinenyer
OTMEHUTh UM BO300HOBUTH TEPANMIO TOJBKO IIOCIIE TOIO, KAaK AaKTUBHOCTh I1€YEHOYHBIX
aMHHOTpaHCc(epa3 BEpHETCS K HOPME.

Crnenyer HaOMIOAATh 32 MALMEHTaMH Ha [IPEIMET HAIUYKsI IPU3HAKOB U CUMIITOMOB IOPAXKEHUS
neyeHu. Y MalueHTOB, KOTOpble COOOINAIOT O CUMIITOMAX, TAKUX KaK TOLIHOTa HEU3BECTHOM
ATHOJIOTUH, PBOTA, 00JIb B )KUBOTE, TUCKOM(OPT B IpaBoM noapedephe, BHOBD BBISIBICHHAS WU
YCHUJIMBAIOIASCS TTOBBIIICHHAS! YTOMJISIEMOCTb, aHOPEKCHS, JKEJITyXa W/WIM TeMHBIH I[BET MOYH,
KOTOpPbIE MOTYT YKa3bIBaTh Ha NOpa)kK€HHE MEeUeHH, HEOOXOMMO HEMEAJICHHO MIPOBECTH aHAIU3
AKTUBHOCTH «II€UYEHOYHBIX» TPaHCAaMUHA3 U MPOBEPUTh ypoBeHb OmnupyOuHa. Ilpu Hamuuuum
KJIIMHUYECKUX MPOSBICHUH, COMPOBOXKIAIOIINXCS MOBbIIeHHeM akTuBHOCTH AJIT B Tpu paza u
ypoBHs o011ero OunupyOnHa B CHIBOPOTKE KPOBH B JIBa pa3a BhILIE HOPMBI, JIEYEHHUE IIPErapaToM
Mogena cnenyer npekpatuth. JledeHue He ciieayeT BO30OHOBIATH O TeX HOp, MOKa He OyJer
onpezesieHa Jpyras NpU4YMHa MPU3HAKOB U CHUMIITOMOB INOpakeHUs nedeHu. [Ipu BwIsABIEHUU
3HAUUTENIBHOTO OPAXKEHUS [T€YeHH (HapUMep, aKTUBHOCTh IIEYEHOYHBIX aMUHOTpaHcdepas > 5
x BI'H w/unu noBbllieHHe YpOBHsI OMJIMpyOMHA B CHIBOPOTKE KpPOBH) JIEUEHHUE IperapaToM
clleflyeT NMpeKpaTtuTh. Penienre o BO30OHOBIEHUH JieueHUs OyAeT 3aBUCETh OT TOT0, ONpeeIeHa
JU JApyras IpUYMHA IOPAXKEHMsI ITEUEHH, a TAKXKE OT COOTHOLIEHHWS MEXKIy IOJIb30M OT
BO300HOBJICHUS JIEYEHUS U PUCKOM MTOBTOPHOTO Pa3BUTHUS HapyIIeHUs QyHKINUU E€UYEHH.

Het nanHbIX, yKa3bpIBalOMIMX Ha TO, YTO y MALIMEHTOB C YK€ UMEIOIMUMCS 3a00JIeBaHUEM TEUEHH,
HOJTYYaroImuX (PUHTOIMMOJ PUCK MOBBILICHUS MTOKa3aTeNne pyHKIUN neyeHn yBenudeH. TeM He
MeHee, y MaIMeHTOB, B aHaMHE3€ Y KOTOPBIX UMEeTCs TshKesloe 3a00sieBaHue NeueHu, penapat
MoseHa creyer IpUMEHSATh ¢ OCTOPOKHOCTBIO.

Bansane Ha pe3yabTaThl CEPOTOTHTICCKOTO MCCICIOBAHUS
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[Tockonbky  (UHTOMUMOJA  CHIDKAET  KOJI %CTBO'H'HI&MM e Ert %rr;heM

OMY OTHETY

nepepacnpeieNieHlsi UX BO BTOPHYHBIX JUM(OHUIHBIX OpraHax), KOJMYECTBO JUMQOIUTOB B
nepupepuyeckoil KpOBU HE MOXKET OBITh MCIOJB30BAHO JUIS OIEHKH KOJWYECTBA PA3TUYHBIX
BUJOB JIMM(OLUTOB y NAlMEHTOB, MOJyYAOUIMX (PUHroAMMOA. Y MalMEeHTOB, MOJIYYaroIuX
(GuHromMMOM, Uil OIpeleNeHHs] KOJIMYeCTBa MOHOHYKJEeapoB TpeOyercst 3a0op Oo0JbLIMX
00BEMOB KPOBH (BCJIEICTBUE CHIDKEHUS YUCIIA IIUPKYTUPYIOMINX JTUM(OIUTOB).

Biausnue Ha apTepHaIbHOE JABICHUE

[TauMeHTsl € HEKOHTPOJIMPYEMOM apTepuanbHOM TrumepTeH3ued He ObUIM BKJIIOYEHBl B
JIOPETUCTPALIMOHHbIE  KIMHUYECKUE HCCIIE[OBaHUS, I03TOMY B Cily4dae IPUMEHEHHUs
¢uHrOMMMOa y MAlMeHTOB C HEKOHTPOJIHPYEMOW apTepHalibHOW TUIepTeH3uel Tpelyercs
co0iroaaTh 0CO0YH0 OCTOPOKHOCTb.

B knmHMueckux wuccienoBaHusX y nauueHToB ¢ PC cpenHee MOBBILIEHHE CUCTOJIMYECKOIO
JaByieHUs Ha (oHe nmpuMeHeHus ¢puHronumosa B 1o3e 0,5 Mr cocraBuiIo NpUMEpHO 3 MM PT.CT.,
a TMACTOJIMYECKOTO JIaBJICHUS — PUMEPHO | MM PT. CT.; HaHHBIN 3P PEKT MPOSBISIICT MPUMEPHO
gepe3 1 Mecsin mocie Havyasa ICUeHHUs U COXPaHsUICS Ha (OHE MPOAOIDKEHU JieueHus. B 2-etHem
1a11e00-KOHTPOJIMPYEMOM HCCIIEIOBAaHUM apTepHalibHasi TUIIEPTEH3HsI OTMEYallach B KayecTBE
HEXKENIaTeNIbHOrO sBJIeHUA Y 6,5 Y% mauueHToB, NpUHUMaBIIMX GuHroaumon B noze 0,5 mr, u 'y
3,3 % mnauueHToB, NpUHUMAaBLIMX Manedo. Bo Bpems Tepanuu npenapatoM MojeHa ciegyer
peryisipHo KoHTposupoBath A/Jl.

JIpIxaTenpHas cucTeMa

Yepe3 1 mecdn mocie Hayajga NPUMEHEHHs (GUHTOIMMOAA OTMEYaloCh HE3HAUUTENbHOE U
J10303aBUCUMOE CHMIKEeHHE oObema (opcupoBaHHOro BbIIOXa 3a l-yio cekyHny (ODBI) u
T dy3noHHON CTOCOOHOCTH JIETKUX o okcuty yriepoaa (DLCO); B nanpHeNIIeM JOCTUTHYThIE
3HaYeHUs JaHHBIX IapaMeTpOB HE MEHSJIMCh. Y MALUEHTOB C TSDKEJIBIM PECUPATOPHBIM
3a0oneBaHueM, (GUOPO30OM JIETKUX H XPOHHYECKOH OOCTPYKTHBHOH OOJIE€3HBIO JIETKUX
(UHTOITUMO]] CIIeTyeT IPUMEHSTH C OCTOPOKHOCTBIO.

CunanpoM o00patuMoii 3aaHel dHIehaIonaTun

B KIMHUYECKUX U MOCTPETUCTPALMOHHBIX UCCIEAOBAHUAX OTMEUYEHBI PEIKHUE CIIyd4ad pa3sBUTUSA
CHHJIpOoMa 00paTUMOIi1 3a/1Hel sHIedanonaTiuy Mpu NpuMeHeHun puHronmumosa B 1o3e 0,5 mr co
CIIeyIoIIed CUMITOMATUKON: WHTEHCUBHAS TOJIOBHAs OOJIb C BHE3ANHBIM HA4ajioM, TOLIHOTA,
pBOTA, HAPYIIEHUE CO3HAHUA, PACCTPOMCTBO 3peHMs M cyaoporu. CocTosHME, Kak NPaBHIIO,
o0paTuMO, HO MOXET YXyALIaTbcd, B TOM YHCIE MPHUBECTH K HIIEMUYECKOMY WU
reMOpPpPart4eckoMy HMHCYJbTY. 3aJ€pXkKKa B IIOCTAHOBKE JAMArHO3a M JIEYEHUH MOXKET BECTH K
CTOWKHUM HEBPOJIOTMUECKUM HapyuieHusM. [Ipu momo3peHun Ha CUHAPOM 0OpaTUMON 3anHen

sHIIe(aonaTHH MpUeM Npenapata MojeHa ciaeayeT NpeKpaTUTh.
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Panee mpoBoauBIieecs JICUCHHE UMMYHOAEIPE IcaHTaMk/ﬂIl/I:I@E%QMEMBMhEﬁMI&hMH

TeueHue 3a001eBaAHUs

UccnenoBanmii mo oneHke 3pdexTuBHOCTH W Oe3omacHOCTH (DUHrOIMMONa y TAIUEHTOB,
NEPEBEICHHBIX Ha HEro ¢ TepuduiyHOMHUAa, auMeTwidymapata u ajneMry3ymada, He
npoBoawiock. [Ipu 3ameHe Tepanmuu IpYrMMHU TpenapaTam, MOTUGHUIMPYIOIUMH TECYCHUE
3a00JieBaHUs, HA JICYCHHUE mpenaparoM MojieHa, cielyeT MPUHUMATh BO BHUMAaHHE MEXaHU3M
HeﬁCTBHH PpaHeC MPUMCHACMOIO IIpCIiapara, a TAKKC YUUThIBATh MIEPHUOA €TI0 ITOJTYBBIBECACHHA BO
n30eKaHNe Pa3BUTHS CYMMapHOTO yTHETAIEro d3PQexTa Ha UMMYHHYIO cuctemy. [lpu aTom
CJIEZlyeT Y4YMTHIBaTh PUCK peakTHBAlMU 3a0oieBaHus. [lepen HavanoMm Tepamuu mpernapaTom
MogeHa cieayeT MONXYYHUTh Pe3ysbTaT OOLIEKIMHUYECKOTO aHalIu3a KPOBH C JICHKOIMTAPHOU
(dbopMyII0#i, BBIIOJTHEHHOTO TOCIE OTMEHBI MPEIIICCTBYIOMICH Tepanuu, 4ToObl yOeTUThCS B
HPEKPAIICHUH e¢ yrHeTaroImero 3G GpekTa Ha UMMYHHYIO CUCTEMY (HApUMEp, [UTOTICHHIH).

VY manueHToB, MOJy4aBIIuX paHee JiedeHre HHTep(HEepOHOM UJIH TIIaTHpaMepa aleTaToM, JISUeHHe
npenapatoM MojeHa MOXKET ObITh Ha4aTO HEMOCPEICTBEHHO MOCIE MPEeKPaIeHUsS TPUMEHEHHUS
BBIICYKA3aHHBIX IIPEIIapaToB.

Ecnmu mepeBoa ocyimecTBisieTcsl ¢ IuMmeTHiadymMapara, npernapatr MojeHa clielnyeT HauyuHaTh
NPUMEHSTh JIUIIb TIOCIIE TIEPUOJIa BBIMBIBAHUS, IOCTATOYHOTO JIJI1 BOCCTAHOBJICHUS TIOKa3aTeen
KPOBH.

Kak mpaBuiio, /uisi mOJIHOTO BBIBEACHUSI HaTainuzymaba Tpedyercs 2 — 3 Mmecslla ¢ MOMEHTa
npeKpaleHus Tepanuu. BeiBeneHne TtepuyHOMUAA U3 TUIA3Mbl KPOBH MEJICHHOE U MOXKET
3aHMMATh OT HECKOJIbKUX MecseB 10 2 yerT 0e3 MpoBeNeHHS MpOLeayphl YCKOPEHHOTO
BBIBCICHUS.

Pexomenmyercs mpuberaTs K Mporeaype yCKOPEHHOM JIMMHUHAIINH, OTTMCAHHOM B UHCTPYKIIUU TIO
MEAWIIMHCKOMY TpPUMEHEHHIO TepuduyHoMuaa. B oTcyTcTBHe 3TOH mpouexypbl MEpHOJ
BBIMBIBAHUS IOJDKEH OBITH HE MeHee 3,5 mecsiieB. [Ipu mepeBoie manueHToB ¢ HaTanTu3ymabda i
tepudayHoMuaa Ha TpenapaT MojeHa ciemyer coOMoaTh OCTOPOXHOCTh M yYUTHIBATH
BO3MOXHOCTH JOIIOJHUTCIIBHOTO HeﬁCTBHﬂ Ha UMMYHHYIO CUCTEMY.

AnemTy3yMa0 OKa3bpIBaeT TIIIyOOKO€ U MPOJOKHTENFHOE HMMYHOCYIIPECCUBHOE JEHCTBUE.
[Tockonbky (pakTHuUecKas [JIMTENBHOCTH TMOAOOHOTO JIEHCTBUSI HEWU3BECTHA, MPHUMEHEHHE
npenapata MoJeHa TOcie TpEeKpamieHus Teparnud ajeMTy3ymMaOoM He pPEeKOMEHJOBAaHO, 3a
UCKITIOYCHUEM CIIyYaeB, KOTJa OKMJaeMmas TI0Jb3a TIPEBBINIACT BO3MOXHBIA PHUCK IS
KOHKPETHOTO MaIueHTa.

Pemienne o [IWTENTPHOM TNPUMEHEHUH KOPTUKOCTEPOHIOB B KAadeCTBE COMYTCTBYIOIIMX
MPENapaToB cleyeT MPUHUMATh MMOCIIE THIATETbHON OLEHKH.

OHOBpEMEHHOE IIPUMEHEHNE MOIIHBIX HHAYKTOPOB n3odepmernToB CYP450
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[Ipu mpumeHeHWH (PUHTOIUMOMA OTHOBPEMEHHO C Mﬂﬂi}kérﬂlﬁﬂf;nﬁy&%ﬁmi %Joﬂ)gﬁlggﬁTOB

CYP450 cnenyer coOmromath OCTOpPOXKHOCTH. OJTHOBpEMEHHOE NpPHUMEHEHHE 3Bepo0O0si He
PEKOMEH/TyeTCH.

3710Ka4YeCTBESHHEIC HOBOO6D330BaHI/Iﬂ

3noxkauecmsenuvie HOB00OPA308AHUS KONHCU

VY manuMeHTOB, MOJYYaBIIUX Ipernapar, OTMEUEHO pa3BUTHE 0a3albHOKIETOYHON KapIMHOMBI
JIpyTruX HOBOOOPA30BaHUM KOXH, BKJIIOYAs 3J0KAYECTBEHHYIO MEJIAHOMY, IUIOCKOKJIETOYHYIO
KapuuHoMmy, capkoMmy Kamomm, kapumHomy u3 kietok Mepkens. CreayeT COXpaHSTb
HACTOPOXKEHHOCTh B OTHOILIEHUU HOBOOOPAa30BaHHM KOXH, a B Hayaye JICUYECHUsI PEKOMEHIYyeTcs
IPOBECTH MEAMLIMHCKOE 00CIeI0BaHNE C OCMOTPOM KOXKHBIX IOKpOBOB. B mocienyromem Takoe
o0cieoBaHuEe PEKOMEHAYETCS MPOBOAUTH Kaxabie 6 — 12 MecsIeB 0 YCMOTPEHHIO JIeUaIlero
Bpaua. [Ipu oOHapyeHHH MOpakeHUH, BHI3BIBAIOIINX [TOI03PEHM S, TAIIMEHTA CIIelyeT HAIPaBUTh
K nepmaronory. [IpuHrMas Bo BHUMaHHE PUCK PA3BUTHS 3I0KAUYECTBEHHBIX HOBOOOpa30BaHUI
KOXKM, TAIMEHTOB, MOJIYYalOmMX (UHTOIMMOJ, CIEeIyeT MPeayNnpeIuTh O HEO0OXOAUMOCTH
UCTIOJIB30BaHUSl CPeACTB 3amuThl oT Y®-uznydenus. Ha ¢one mpumeHeHus QUHroImMonaa
MAIMEHThl HE JOJDKHBI MONydaTh (oToTepamuio ¢ uchoiib3oBaHueM Y®-B wu3nydenus wiu
doToxumuorepanuo PUVA.

Jlumgomul

B xinMHHYecKuX HCCIIEOBaHMSIX U B MEPHOJ MOCTPErMCTPALMOHHOIO NMPUMEHEHHS Ipernapara
HAOIOIATKCh CIy4yau pa3BUTHs TuMdomMbl. OnucaHHbIe CIIy4anu ObLIIU TeTePOreHHBIMU MO CBOEH
IpUpOJie, B OCHOBHOM BCTpeyaslach HEXOJDKKMHCKas JuM¢poma, BkIovas B-knerounsie u T-
kjeToyHsle auMdpombl. Mmenun mecto ciayuyam T-kierounoil nuMdombl Koy (TpuOOBUIHON
TPaHyJIEMBbI).

Bo3BpaT aKkTUBHOI'O 3a00JIeBaHUs (DCHI/IHI/IB) IIOCJI€ OTMEHBI TepalUM IIpenapaToM MojieHa

B nmoctperucTpaniioHHOM IepHojie OTMEYAIUCh CIIydau TSDKEJIOoro o0ocTpeHus 3a0o0sieBaHUS Y
NAUEHTOB, MPEKPAaTUBLIMX NPUMEHTh (uHromumon. Kak mpaBuio, yXyZIlI€HHE COCTOSHUS
IIPOUCXOMIO B TeUeHHe 12 Henemnb, HO TakKe ObUIM OTMEUEHBI CIIy4au yXyALIeHUs B TeueHue 24
u Oosee Hezienb MOCIE€ OTMEHBI TEpaluu IpenapaToM. B cBsa3uM ¢ 3TUM cienyer coOiroaaTh
OCTOPOKHOCTh IIPU OTMEHE Tepanuu npenaparom Mozena. Ecniu Heo6xonma oTMeHa npenapara,
MAlMEHTOB CleyeT HaOoJaTh Ha MpeAMET pPAa3BUTHUS COOTBETCTBYIOLIUX CHMIITOMOB U
MPU3HAKOB U MPOBOJUTH HEOOXOAUMOE JIEUCHHE.

OHVXOHCHOI{O6HBIC o4daru AEMUCIMHHU3aIINN

B nocTpeructpaimoHHOM MEepHO/Ie BBISIBIEHBI pEIKHE Clydan (OPMHUPOBAHUS OITYyXO0JIEHOJOOHBIX
OuYaroB JEeMHENMHU3AlMU, CBSI3aHHBIX ¢ oboctpeHueM PC. B ciydae Tskenoro obGocTtpeHHs

cnenyet nposectd MPT 11t uckittoueHus onmyxoienoAo0HbIX oyaroB. Jledamemy Bpady ciegayer
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IIOJIb3Y U PUCKHM Y KOHKPETHOI'O MTAlIMEHTA.

HperameHHe JICHCHUA (bI/IHI‘OHI/IMO,Z[OM

[Tocne oTMeHBbI JedeHus (GUHTOTUMOJIOM HEOOXOAUM O-HENeNbHBIA UHTEpBal 03 JeueHus Ais
BbIBEICHUS (PUHTOJIMMOJa U3 KPOBOTOKA; TAKOH CPOK OINpPEAEIeTCs MePHUOI0M MOTYBBIBEICHUS
npenapara. [Ipu npekpaiieHun npuema npemnapara He00X0JMMO YUUTHIBATh, UTO HOPMaJIA3aAIUs
KOJINYECTBA JTUM(OIIMTOB MPOUCXOIUT uepe3 | — 2 Mecsma mociie MociaeIHero MpUMEHEHHS
npenapata MojeHa, XOTs B psiie CIy4aeB JJIs IOJHOTO BOCCTAHOBJICHUSI TPEOyeTCs 3HAaUUTEIbHO
Oombiie BpemeHH. [IocKoNbKyY MpU MPUMEHEHUH UMMYHOJICIIPECCAHTOB B TeueHue 1 — 2 mecsien
nocjie IpeKpalleHuss npueMa mnpenapata MojeHa BO3MOXKHO JOIOJHMUTEIbHOE YIHETaIoLIee
JeiicTBUE Ha UMMYHHYIO CHCTEMY, HEOOXOIUMO COOJIOJAaTh OCTOPOKHOCTH NMPH MPUMEHEHHU
MMMYHO/JIECTIPECCAHTOB BCKOPE IMOCIIE MPEKPALEHUS JICUCHHS IIPETapaToM.

bepeMeHHOCTh, PUCK JIJIS IJI0Ja U KOHTPALICIIIIUS

B cBa3u ¢ MNOTCHUUAJIbHBIM CEPLE3HBIM PHUCKOM JJIA ILJIOJAA H€O6XOI[I/IMO HNCKIIIOYUTH
OCpEeMEHHOCTh Yy KEHIIWH, OOJaJaroNIuX PENpOJyKTUBHBIM IOTEHIHAIOM, Iepe] HadalioM
npuema npenapata MojeHa. MEIUIIMHCKOMY CIEHUAINCTY CJICIYyeT OOBSCHUTh PUCKU
HETaTUBHOTO BO3JICHCTBHS ITperapara Ha IUIoI.

Bo Bpems Tepanuu mpemapatoM MojeHa cienyeTr u30eraTh HACTYIUIGHUS OCPEMEHHOCTH W
OPUMEHSATH YPPEKTHBHBIE METOABI KOHTPAIETIIINN HA MPOTSHKEHUU BCErO MEPHOAa TepaIuy U B
TEUYEHUE 2 MECAIEB MOCcie NpeKpalleHus Tepanuu. B ciyyae eciiu 6epeMEHHOCTh HACTyIHIIa BO
BpeMs Tepaliiu rnpenapatom Mojena, To He00X0MMO pacCMOTPETh BOPOC 00 OTMEHE Mpenapara
MoneHa, MNpuHUMasA BO BHUMAHUC PE3YJIbTAThI I/IHJII/IBI/I}IyaJ'II)HOI\/'I OLICHKU IMOJIb3bl U PUCKOB KaK
JUIs MaTepu, Tak W i Twiofga (cMm. paszen 4.6, a takke pasznen 4.4, moapazaen «Bosspar
aKTUBHOTO 3a00JeBaHUs (PEIUANB) MTOCIIe OTMEHBI Tepanuu npenaparom MojaeHay.

IMarmmentsl 10 — 18 geT

Ilepen HauanmoM mnpuMmeHeHUs npenapata MojeHa claeayeT MpPOBECTH BCE BaKIIMHALIWH,
peKOMeHI[OBaHHBIe MCCTHBIM KaneHﬂ;apeM HpI/IBI/IBOK.

4.5. B3amMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH MNpenapaTtaMu H JApyrue BH/bI
B3aUMO/IeHCTBUSA

HDOTI/IBOOHVXOJ'ICBBI@ nopenaparbl, MMMYHOMOAVJIATOPBI U KMMVYHOJACIIPECCAHTHI

VY4uuTeIBast BO3MOXKHOCTE JOIMMOJIHUTECIBbHOTO YTHETAOUICTO BIIMAHUA HA MMMYHHYIO CUCTEMY, HC
MPUMEHSTh (buHTOIUMO]T BMECTE c MPOTUBOOMYXOJIEBBIMU CpelcTBaMH,
MMMYHOJICTIPECCAaHTAMU UM UMMYHOMOYJIITOPAMH.

Cnenyet co0yrogaTh OCTOPOKHOCTD TIPHU MIEPEBOEC HA PUHTOJIMMO/]T TTAIIMEHTOB, KOTOPHIC paHee

noJIydaJld TpenapaTrhl JJIUTEIBHOTO JEeWCTBHS, OKasblBaloImue 3PQPEeKTl Ha UMMYHHYIO
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OMY OTHETY

UCCIICJIOBAHUSAX NMPH NMPUMEHEHUHN (UHTOIMMOAA Y mauueHToB ¢ PC, moiayyaBIIMX KOPOTKHE
KYPCBI TTIIOKOKOPTUKOCTEPOHI0B, HE OTMEUYAI0Ch MOBBIIICHUS YaCTOThI MH(PEKINH.
BaknuHanus

Bo Bpems Tepanum mpenapaToM, a TakkKe B TEUEHHE 2 MECSLEB M0CIE IPEKPaLIeHUs JIeUeHUs
(GUHTONMMMOIOM BaKIMHALMUSA MOXET ObITh MeHee 3¢ dexTuBHON. [loCKONBKY NpUMEHEHHE
KUBBIX AaTTEHYMPOBAHHBIX BAaKIMH MOXET IMOBBIIATh PHUCK Pa3BUTUSA WHQPEKUUH, NpU
IPUMEHEHUHU I[pernapara, a TakKe B TEUEHHE 2 MECSlEeB I0cie NPEeKpalleHUs JeYeHUs
(GUHroNMMOAOM HE ClelyeT MPOBOAUTh HMMYHH3ALMIO >KUBBIMH aTTEHYUPOBAaHHBIMU
BaKIIMHAMU.

BewiecTBa, BeI3bIBaOIIME OPAAUKADAUIO

[Ipumenenue QuHronMMoOaa B KOMOHMHAIIMM C aTEHOJIOJIOM M JAWITHA3eMOM H3ydeHo. B
MCCJIeI0BAHUH B3aUMOJICHCTBUN Y 3I0POBBIX 1OOPOBOJIBIEB MPU MPUMEHEHUU (PUHTOIMMO/IA C
aTEHOJIOJIOM OTMeYalloch nomnoiHuTenabHoe cHikeHne YCC na 15 % B Hauvane mpuMeHEHUs
¢unronumMozga. Y MalMEHTOB, MOJYYaBIIMX (PUHTOJIMMOJ] BMECTE AMJITHA3€MOM, TaKOro
s dexra He HabOmromanock. Tepanuio (UHTOIMMOIOM HE ClEIyeT HaYyuHATh y MAIMEHTOB,
MoJIyYarouux 0era-aapeHo0I0KaTOpbl UK JpyTrue Ipenaparhl, KoTopeie MOryT cHikath YCC,
TaKue KaKk aHTUApUTMHYECKHE cpeAcTBa Kiacca la unu |11, aHTaroHucTs KaabIUEBBIX KAHAIOB
(TakuX Kak BepanaMuil WA JUITHA3eM), UBAOpauH, TUTOKCHH, HHTHOUTOPHI XOIHHAICTEPA3h
WJIY AJIOKAPIIMH, B CBSI3U C PUCKOM JIONOJHUTENBbHOrO yrueratouero aeiictsus Ha YCC. Ecnu
y Takux TalMeHTOB TMpENINoyiaraeTcs JedeHue mpenapatoM MojeHa, HeoOxoauma
KOHCYJIbTAIIUST KapAH0JIora OTHOCUTEIFHO BO3MOXXHOCTH TIEPEX0/ia Ha TEPAIUIO MpernapaTami,
He cHmwkaromumu YCC, unm npoBefeHHE COOTBETCTBYIOMIETO HAOMIOAEHUS (MPOJICHHOE
HaOJIOICHNE B YCIIOBUSX CTAIlIOHApa MO MEHbIIIEH Mepe A0 yTpa CAEAYIOIIETO JIHA).

DapMaKOKMHETHISCKHE Bd)d)eKTbI APYTUuX npernapaTtoB Ha d)I/IHFOJ'II/IMOI[

®OUHroMMO A MeTadoIu3upyeTcs B OCHOBHOM ¢ ywactuem uzodepmenta CYP4F2. B ero
MeTa0oJIM3Me MOTYT NMPUHUMATh ydYacTHe W JApPyTHe HM30(PEpMEHTH IUTOXPOMA, HAIPHUMED,
CYP3A4, B 0cOOCHHOCTH €CJIM UMEET MECTO €r0 BhIPaKeHHAs] MHTYKIIUS.

He oxxunaercs BIMSHHS MOIIHBIX WHTHOUTOPOB OENKOB-TIEPEHOCYMKOB Ha (DapMaKOKUHETUKY
¢unTOIMMOMa. OTHOBPEMEHHOE TIPUMEHEHHE (UHTOJIUMOA ¢ KETOKOHA30JIOM IPHBOJNIIO K
yBenuuennto B 1,7 pasa skcnosunuu (AUC) ¢unromumona u ¢puaromumoadocdara 3a cyer
unrnbupoanus nzopepmenta CYP4F2. Crnenyer co6ir0aaTh OCTOPOKHOCTD MPU TPUMEHEHUHN
dbuHTOMMMOAA OJHOBPEMEHHO ¢ TMpenapatamu, crocoOHeiMH uUHTHOMpoBath CYP3A4
(MHTEOUTOPHI TTPOTEa3, MPOTHBOTPHUOKOBEIE CPEICTBA TPYIIITHI A30J10B, HEKOTOPBIC MAKPOIUIBI,

TAaKHWEC KaK KJIApUTPOMHUILIUH HUJIN TeJ'II/ITPOMI/H_[I/IH).
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OJHOBpEMEHHOE MPUMEHEHNE KapbaMas3enuHal B 103€ 600 vl 25a54 % ey S paniosteom

OMY OTHETY

COCTOSSHMM M 2 Mr (uHronmmoja OAHOKpPATHO OKa3biBajo cnaboe BiausHue Ha AUC
¢unronmumona u punronumospocdara, c yMeHbIICHUEM JAHHOTO MIOKa3aTelsi MPUOIN3 UTEIHHO
Ha 40 %.

[TpumepHo B Toi ke ctenenn AUC ¢uHronmmoaa u ero MeTadomTa MOTYT CHHDKATh U IPyTHE
uHaykTopbl m3odepmenta CYP3A4, nampumep, pudamnunuH, deHodapOutan, (HEHUTOUH,
adaBupeH3 u 3BepoOoil. I[lockonbKy TMpU 3TOM MOXKET CHUXKATHCA JPPEKTHBHOCTH
dbuHrOMIMMOAa, OJHOBPEMEHHO NPHUMEHSATH OSTU IMpenapaTrbl CIEOyeT C OCTOPOKHOCTHIO.
OnHOBpEMEHHO MPUMEHSTH 3Bep000ii, 0JJTHAKO, HE PEKOMEH/IyEeTCs.

dapmakokuHernueckue 3¢hdheKTsl GUHTOIMMOAA HA IPYIHUE OPEnaparThl

B3aumoneiictBue (QuUHronuMona C BELIECTBAMH, KIUPEHC KOTOPBIX OOYCIIOBJIEH TJIaBHBIM
oOpa3om m3odepMmenTamu uToxpoma P450, wim ¢ cyOcTpaTaMu OCHOBHBIX TPaHCHOPTHBIX
0CIIKOB MPEICTABIISICTCS MATIOBEPOSITHBIM.

q)apMaKOKI/IHeTI/IKa (1)I/IHFOJII/IMOZ[a 1 HUKJIOCIIOPHHA B CJIy4ac OAHOBPEMCHHOT'O IIPUMCHCHUSA HC
MeHsIach. TakuMm o0pa3oM, HE OXHIACTCs H3MECHCHHsS (apMaKOKHHCTHKH IPENaparos,
apistrouxcs cyoctparamu uzodepmenta CYP3A4, non BnusinueM GpuHronnMosa.
OpnHoBpeMeHHOE  TpUMEHEHHWE  (QUHTOJIMMOAAa M MEPOPAIbHBIX  KOHTPALICTITUBOB
(3THHWIIACTPAINOIIA U JICBOHOPreCTpesa) He MPUBOIUT K H3MEHEHHIO YKCIIO3UINH TIEPOPATHHBIX
KOHTpalClITUBOB. HGCMOTpﬂ Ha OTCYTCTBUC I/ICCJ'IGZ[OBaHI/Iﬁ B3aHMOHCﬁCTBHﬂ C CpopajibHbIMU
KOHTpAIICTITUBAMH, COACPIKALIMMHU JAPYTHE IPOTECTareHbl, HE 0XKHUIACTCS BIUSAHUS (UHTOJIMMO/IA
Ha UX HKCIO3UIIHIO.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JJAKTALMS

)KGHHII/IHBI C COXpPaHCHHBIM PEIIPOAYKTHUBHBIM ITOTCHIIMAJIOM, KOHTPAILICIIIINA YV XKCHIITUH

[Tepen Hauanom nmpuMeHeHHs! (GUHTOJIMMO/A CIEYET MOIYUYUTh OTPULIATEIbHBIN Pe3yIbTaT TeCTa
Ha OepeMeHHOCTh M MNPOUH(OPMHUPOBATH JKEHIIUH C COXPAHEHHBIM PENpPOAYKTUBHBIM
MOTEHILIMAJIOM O CEPbE3HOM PHUCKE JUISl IJI0/Ia U O HEOOXOJIMMOCTHU MpUMEHEHUS 3P (HEKTUBHON
KOHTpALIENIIUU B TEYEHHE BCEro BPEMEHU NPUMEHEHUs Mpenapara U OKOJIO 2 MEeCALEB Iocie
OKOHYaHHUs JIeYEHMsI, 4YTO OOYCIOBJIEHO JIMTENBbHBIM MEPUOJIOM BBIBEACHHUS IMpernapara u
COXPAHSIIOIIMMCS PUCKOM JUIS TUIOAA.

bepeMeHHOCTB

Hmeronyecs: TOCTperucTpalluOHHbIE JaHHBbIE U CBEJICHUS U3 perucTpa ciiydaeB 0epeMeHHOCTH
MO3BOJIAIOT ~ MpeArnoyiaraTb, 4YTO JieYeHHe (UHTOJUMOJOM CBS3aHO C  YBEJIHMYEHHEM
PacIpOCTPAaHEHHOCTH CEPbE3HBIX BPOXKACHHBIX aHOMAIUil Pa3BUTUS MO CPABHEHHUIO ¢ OOl
MOIYJIALIUEH.

Ha IMPOTSAKCHUU BCETO BpEMCHU TPUMCHCHUA IIpCriaparTa CJICAYCT IPUMCHATH HAACKHBIC MCTOAbI
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JMArHOCTUPOBaHA BO BpeMsl NMPHMEHEHMs Ipenapara, HEOOXOJUMO pPacCMOTPETh BOIPOC 00
OTMEHE Ipernapara, IpUHUMas BO BHUMaHUE pe3yJbTaTbl MHAWBUIYAIbHOM OLIEHKH IOJIB3bI U
PHCKOB Kak Il MaTepH, Tak U Jis wioaa. Cienyer npeocTaBuTh MEIUIIMHCKOE 3aKIII0YCHUE O
pHCKax HETaTMBHOTO BO3ICHWCTBUS Mperapara Ha IUIOJA, a TaKkKe IPOBECTH KOHTPOJIBHOE
oOciezioBaHue (HalIpUMep, yJIbTPa3BYKOBOE HccileqoBaHue). Takxke He0OX0UMO IPUHUMATh BO
BHUMaHHME PUCK TSKEIOro oO0OCTpeHMs 3a00J€BaHUs Yy JKEHIIUH, NPEKPaTHBIIUX IPUEM
¢GuHromMMoza B CBA3M C HACTYIJICHUEM OCpPEMEHHOCTH WM B CBS3U C IUIAHUPYyEeMOH
0epeMEHHOCTHIO, TOITOMY MALMEHTHI JOJDKHBI OOCYIHUThH C JeYalldM BpPayoM albTEepPHATHBHBIC
BapUaHTHI JICUECHUSI.
B uccrnenoBaHusaX Ha KMBOTHBIX ObUIa BBISIBIIEHA PENPONYKTHBHAS TOKCUYHOCTh, BKJIIOYaBIIAs
ru0enb MoJa 1 MOPOKU Pa3BUTHS OPraHOB, B YACTHOCTH HE3apallleHHe apTepHallbHOrO MIPOTOKA
U 1eQeKThl MEAOKEITYA0UKOBO neperopoaku. Kpome Toro, U3BeCTHO, YTO pELENTOp, Ha KOTOPBIN
neiicteyer ¢uaronumon (peuentop cuHrosus l-docdara), yuactByer B opMupoBaHHH
COCyJIOB B dMOpHoreHnese. JlaHHble 1o MPUMEHEHUIO (PUHTOIUMOA Y OEpEMEHHBIX OTPaHUYCHBI.
XKenmunam, miaHUpyrOILUM O€peMEHHOCTb, CIeyeT IPEeKpaTUTh MPUEM IIpenapara 3a 2 Mecsia
710 3a4aTusl.
[Ipu mpocnexkTuBHOM onenke Oonee 600 ciydaeB OEpeMEHHOCTH, 3aBEPLUIMBIINXCS
KUBOPOXKIEHUEM, MEPTBOPOKICHUEM WIIM MPEPhIBAHUEM OCPEMEHHOCTH BCIIEICTBUE aHOMAIHNA
pa3BUTHS IUIOJa B pe3yjbTaTe BO3JACHUCTBHUS (PUHTONMMONA HA MaTh B TIEPHOJ TeCTallUH,
3aperuCTPUPOBAHHBIX B IOCTPETUCTPALMOHHOM MEPHUO/IE, 0 KPYITHBIX BPOXKICHHBIX aHOMAJIHHA
pasBUTHs COCTaBWJa NpuUOIM3UTENbHO 5 %. PacnpocTpaHeHHOCTh KPYIHBIX BPOXKJIECHHBIX
AHOMAJIMI pa3BUTHA B 00ILIe Nomyanuu coctanisieT ot 2 10 4 %. [lartepH aHoManuii pa3BUTHS,
3apEeTUCTPUPOBAHHBIX Ha (OHE JieueHUs (PUHTOIUMOJOM, AHAJOTHYEH TaKOBOMY B OOIIei
TIOITYJISIITUH, TIPY 3TOM YaCThHIMU CEPhE3HBIMU aHOMAITUSIMHU Pa3BUTHS SIBIISIOTCS:

e BpoxzaeHHele MOpPOKM  cepaua, Hampumep, JePeKTbl  MEeXIpeacepaHoH U

MEXKIKEITyJOYKOBOM MEPEropoIoK, Terpaaa dao;

e AHOMAaJIHNU IIOYEK;

e AHOMaIHH KOCTHO-MBIIICYHOW CHCTEMBI.
CBeneHMs O KJAacTepU3alUU CHEUU(PUUECKHX aHOMAIUMN CTPOEHUS, CBSI3aHHBIX C JICYCHHEM
(UHrOMMOJIOM, OTCYTCTBYIOT.
JlaHHBIE O BIMAHWUU (PUHTONMMONA HAa COKPATUTENBHYIO JESTeIBbHOCTh MAaTKH W POJIBI

OTCYTCTBYIOT.
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MY OTUETY

i

JlakTamus

(DI/IHFOJ'H/IMOI[ IMPOHUKAET B MOJIOKO JAKTHPYIOHIUX KHBOTHBIX. VuuTeiBas BO3MOKHOCTH
Pa3BUTHA CEPBE3HBIX HEXKEIATCIbHBIX peaKHI/Iﬁ Y MIQACHIECB, IMOJTYyYarIUX I'PyAHOE MOJIOKO,
JKCHIONWHAM, ITPUHHUMAOIIUM (1)I/IHI‘OJ]I/IMOI[, CICAYCT MPCKPATHUTDL I'PyAHOC BCKAPMJIMBAHHC.

DdepTUabHOCTD

JlaHHble TOKIMHUYECKUX HCCIEAOBAHUN HE CBUJIETEIBCTBYIOT O MOBBIIIEHHOM PUCKE CHIXKEHUS
dbepTunbHOCTH HA (pOoHE TpUMEHEHUS (PUHTOIMMO/IA.

4. BiausiHde HA CNOCOOHOCTH YIPABJIATHL TPAHCIOPTHBIMHM CpeICTBAMH W padoTaTh ¢
MeXaHU3MaMHu

[Tatmentam, y KOTOpbIX Ha (OHE NpUMEHEHHs npenapata MojaeHa BO3HHUKAIOT TaKHe
HE)KEJIaTeNbHbIC SIBJICHHUA KaK TOJOBOKPY)KEHHE M COHJMBOCTb, HE CIIEAYEeT YIPaBIATh
TPAHCIIOPTHBIMU CPEJICTBAMU UM MEXaHU3MaMH 0 MOJHOTO MCYE3HOBEHUS JaHHBIX MOOOYHBIX
s dexToB. Heo6XoauM KOHTPOIJIb COCTOSTHUS MallMEHTa B TIEPBHIE 6 YaCOB MOCTIE EPBOTO IpUeMa
npernapara rnepej HaqyajoM yIpaBJIeHUs] TPAHCTIOPTHBIMHU CPEJICTBAMH.

4.8. HexenaresibHbIC peaKUMu

Pesrome mpoduisg 6e3onacHOCTH

Janupie 1o Oe30macHOCTH MpUMEHEHUs (UHrOIMMOJAa TMOJy4YeHbl B JIBYX IuIane0o-
KOHTPOJUPYEeMbIX KiInHU4Yeckux uccienoBanusax |l ¢aser u knumanueckom uccnenosanuu |
(da3bl ¢ aKTUBHBIM KOHTPOJIEM Y B3POCIIBIX MAIUEHTOB ¢ penuauupyonmm PPC. O6miee uncio
MalnueHToB, moyy4yaBmux Quuromumon B goszax 0,5 mr wmm 1,25 mr, cocraBuio 2431. B
JIBYXJIeTHEE Mane0o-KOHTpoaupyeMoe kinHudeckoe uccnegoBanue D2301 (FREEDOMNS)
OBbUIO BKJIIOYEHO 854 B3poCibIX MalMeHTa, MOJydaBIIMX (QHUHroanMon, U 418 B3pocibix
NalMEeHTOB, MOJydYaBIIMX IUianebo. B nByxieTHee miane00-KOHTPOJIUPYEMOE KIMHHUYECKOE
uccienosanne D2309 (FREEDOMS Il Obuto BkitoueHo 728 B3pocibix nanueHtoB ¢ PC,
NOJyYyaBUIMX (UHTOAMMOJ, M 355 B3pOCHBIX NAaIMEeHTOB, NOJy4yaBmMX Iutanebo. B
00BEAMHEHHBIX TAHHBIX ATHX JIBYX MCCIEIOBaHUN MpU NpUMEHEHUH (uHroiaumoza B nose 0,5
MI  OTMEYaJIUCh CIEIyIOUIMe cepbe3Hble HexenaTenbHble peaknuu (HP): unbexknum,
MaKyJISIpHBIA OTEK U NPeXo/siias aTpuOBEHTPUKYJIIpHas Ookaia B Havane jedenus. Hanbomnee
yacto (yactora > 10 %) mpu npumeHeHuM mpenapaTta B jno3e 0,5 mMr HaOmoAanuch Tpumi,
CHUHYCHUT, T'OJIOBHast 00jb, Auapes, 00Jib B CIMHE, MOBBIIICHHE AKTUBHOCTU «IIEYCHOUYHBIX)
depmenToB U Kamenb. CaMoil 4yacTON MPUUMHOMN MpeKpalleHus Tepanuu npenapaTomM (B 103e
0,5 Mr) sBIsAIOCH MOBBINIEHWE AKTUBHOCTH anaHuHamuHoTpancdepassl (AJIT) (2,2 %). HP B
oanosietHeM uccienoBannu D2302 (TRANSFORMS), skitounBiieM 849 B3poCibIX MALIMEHTOB,
nojyyaBmMX (UHronuMojn (B TpymIe CpaBHEHUS MPHUMEHSIM uHTepdepoH Oera-la), Kak

MIPaBUJIO, OBLIIM CXOJHBI C IJ1aie00-KOHTPOJIUPYEMBIMU UCCIIEJOBAHUSIMU C YUETOM pasziInduil B
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MMPOAOIKUTCIIBHOCTU UCCIICIOBAHUA.

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

Hwuxe npencrasiiensl HP, BeISIBIEHHBIE B pe3ybTaTe KIMHUYECKUX UCCAEN0BaHUM. ISl OLleHKH
YaCTOTHI UCIIOJIB30BaHBI CIEAYIOIINE KPUTEpUH: o4eHb 4acto (>1/10); gacto (>1/100, <I/10);
Heuvacto (>1/1000, 1/100); peaxo (>1/10000, <1/1000); ouensr peaxo (<1/10000), Hen3BeCTHO
(HEBO3MOKHO YCTaHOBHTH 110 UMEIOLITMMCS TAHHBIM).

HUngpexyuonnvie u napazumapHvle 3a001€6anus; OYeHb YACMO — TPUINI, CUHYCHT; YdCMO —
UHQEKINY, BBI3BAHHBIE BUPYCOM repreca, OpOHXHT, OTpyOeBWAHBIM JHWINAN; Heuacmo —
HEBMOHUS; HeuzéecmHo — TPOTpeccupyromas MynbTu(OoKalbHas JeWKodHIehasonaTus
(IIMJI)**, KpuNTOKOKKOBBIE MHPEKITHU™*.

Hobpoxauecmsennvie, 310KauecmeeHHvle U HEYMOUYHEHHble 3a001e6aHUs (8KN0UAS KUCMbL U
nonunet). wacmo — 0a3aNbHOKIETOYHAs KApPIWHOMA; Heyacmo — 3JI0Ka4eCTBEHHas

MeIaHOMa****; pedko — mumdomMa*™**, MIOCKOKIETOUHAs KapIUHOMa****; ouens pedxo —

capkoma Kamomu****; neuzsecmno — kapuimHOMa 13 KJIETOK Mepkems***,

Hapywenus co cmoponvl Kposu u aumgpamuueckol cucmemvl. yacmo — JIAMPOTICHUS,
JICHKOTICHHST, Heuacmo — TPOMOOIIUTOTICHHUS;, Heu38ecmuo — epuepruIecKue OTCKu™***,
Hapywenus co cmoponbl UMMYHHOU CUCMEMbl: HACMOMA HEU38eCmHa — PEaKUUuu
THIIEPYyBCTBUTEIIBHOCTH, BKJIFOYAsl ChIllb, KPAIIMBHUILY U aHTMOHEBPOTUYECKHUN OTEK HA dTare
Hayayia JeYeHUs ***, ayrTonMMyHHas FeMOJINTUYECKasi aHEMUsT ™ *™*.

Hapywenus ncuxuxu: yacmo — NENPECCHs; Heyacmo — NENPEeCCUBHOE HACTPOCHHUE.

Hapywenus co cmopouvl HepeHOlU cucmemvl: OYeHb uacmo — TOJOBHAas OO0k, uacmo —
TOJIOBOKPY>KEHHUE, MUTPEHb; Heuacmo — CyI0pOKHbIE PUCTYIIbI; peOKo — CUHIPOM 00paTUMO
3anHel aHIedanonatun®; Heuzsecmno — TSKENOE YXyIIICHHE 3a00NieBaHUS TMOCIE OTMEHBI
npernapara.

Hapywenus co cmopoHuvl opeana 3peHust: 4acmo — HE9eTKOCTh 3PEHHUS; Heuacmo — MaKyJISIPHBIT
OTeK.

Hapywenus co cmoponul cepoya: yacmo — OpauKkapus, aTpHOBEHTPUKYJIIpHas OJ0Kaja; ouens
pedko — uHBepcHs 3yorma TH**,

Hapywenus co cmoponwl cocyoos: wacmo — nosbitenne AJl.

Hapywenus co cmoponbl 0bixamenvbHol cucmemvl, 0peanos pyoHol KIemKu U CpeoOCmeHus:
OYeHb 4acmo — Kallelb; 4acmo — OABIIIKA.

Hapywenus co cmopoHul s#ceny00uHo-KuueyHo2o mpakma: 04eHb 4acmo — JAapest; Heuacmo —
TOITHOTa™**,

Hapywenua co cmoponvl neuenu u dHcenyedul8oOAWUX NYMel: HeuzeecmHo — TOpaKeHHe
MeYeHn™**.

Hapymeyuﬂ CO CMOPOHbL KOIHCU U NOOKONCHLIX MKAHEU. Yacmo — 9K3€Ma, ajJoIIciud, KOXKHBIH

3yII.
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B CIIUHE, HEU36€CMHO — MUATHS, ApTPAIITHSL.

Obwue paccmpoiicmea u HapyuleHus 8 Mecme 66e0eHUs: 4acmo — aCTCHUS.

Jlabopamopmuvie u uHcmpymeHmanvubvle OAHHble: OYEHb YACMO — TIOBBIIICHHE AaKTUBHOCTH
«meueHouHbIx» (epmertoB (AJIT, I'TT (ramma-rmyramuntpanchepassi), ACT); uwacmo —
MOBBIICHUE KOHILICHTPAIMK TPUIIIMIEPUIOB KPOBH; Heuacmo — HEUTPONEHUS; HeusBeCmHo —
CHUXEHHUE MACCHI TENa.

* HP ne ormeuanacsk B uccnenoBannssx FREEDOMS, FREEDOMS Il 1 TRANSFORMS. Yacrora ykazaHna
u3 pacueta Ha 10000 marreHToB, MOIy9aBIINX (PUHTOIMMO/ BO BCEX KIMHUYECKUX UCCIIEIOBAHUSAX.

** JIMJI m KpWUNITOKOKKOBBIE WHGEKIHMH (BKIIOYAas KPUITOKOKKOBHIM MEHHHTHT) OTMEYaIWCh B
MOCTPETHCTPAIIIOHHOM MEPUOJIE.

**%* HP, 3aperucTpupoBaHHbIC CIIOHTAHHBIX COOOIIEHUN 1 TUTEPATYPHIL.

*%%*% KaTeropusi 4aCTOThI BCTPEUYAEMOCTH M OlICHKA PUCKOB OCHOBaHAa M3 pacueta Ha >24000 naiueHToB,
NoTy4aBmKX GuHronuMo B fo3e 0,5 MI B KIIMHUYECKUX HCCIEOBAHMSIX.

Onucanue OTACIBHBIX HCXCIIATCIbHBIX DeaKHI/Iﬁ

Hnghexyuu

[Tpu npumeHeHuM npenapaTta B KIMHUYECKUX UccaenoBaHusax B no3e 0,5 mr y nanuentos ¢ PC
oOmras yacrora uHpekumii (65,1 %) Obuta cxoaHol ¢ TakoBOW B rpymme Iutane6o. OnHako y
MAIMEeHTOB, IOJyYaBIIMX (UHTOIUMOJ], Yalle OTMEYAINCh HWHQPEKIUH HIWKHUX OTJIEIOB
JIBIXaTeNbHOM CHCTEMBI, B TEPBYIO OUYepeab OPOHXMT, U B MEHBILICH CTENEHH WHQEKIHH,
BBI3BAaHHBIE BUPYCOM T'epIieca, i MTHEBMOHUSI.

[Ipu newenun npenapatoM B go3e 0,5 Mr ObulM 3aperHCTPUPOBAHBI HECKOJIBKO CIIydaeB
JIICCEMUHHPOBAHHOTO I'epIieca, BKIKYas CIydyau coO CMEPTEIbHBIM HCXO0M.

Cnyuan unpexkuuu BITY, Britouas manwmiomy, aucruiasuio U BITY-acconmmpoBaHHBIN pak,
HaOJII0JATTNCh B IIOCTPETHCTPAIIMOHHOM TIEpHO/Ie PUMEHEeHHUs Tipenapara (cM. paszaen 4.4).

B nmocrperucrpalluOHHOM MEpHOAE OTMEUYEHBl CIIydyad pa3BUTUS OINIOPTYHUCTHUYECKHX
uH(DEeKIMi, BBI3BAaHHBIX BHpycaMu (HampuMep, BUpyc mpocroro repreca (herpes simplex virus,
HSV) wnu Bupyc omosiceiBatromiero repmeca (varicella zoster virus, VZV), xotopeie Moryt
IPUBECTH K MEHUHTUTY/3HIIe(haInTy), BUPYC, Bbi3biBatomuit pazsutue [IMJI (John Cunningham
virus, JCV)), rpubkamu (Hanmpumep, KPHITOKOKKAMH, BBI3BIBAIOIIMMHU KPUIITOKOKKOBBII
MEHUHTUT) UK OaKTepusiMU (HallpuMep, aTUIINYHbIE MUKOOAKTEPUH), B TOM YHCJIE C JIETATbHBIM
HCXOJIOM.

Maxkynapuwiii omex

B ximHMYecKknx uccnenoBaHusx y nanueHToB ¢ PC vacTora oreka Makylbl pU MPUMEHEHUH
npenapara B 1o3e 0,5 mr coctasisuia 0,5 %, a mpu npuMeHeHUH B 60s1ee BICOKOH 03¢ 1,25 mMr —

1,1 %. B GonpmIMHCTBE Cay4yaeB pa3BUTHE MaKyJSPHOTO OTeKa HaOmroaanoch B TeueHue 3 — 4
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MIPOSIBJIICHUH (BBISIBJICHHBIN MTPU PYTUHHOM O(PTAITBMOJIOTUUECKOM 00CIIeIOBAHNHN ), Y HEKOTOPBIX
NAlMEHTOB MaKYJISIPHBIA OTEK COMPOBOXAAJICS HEUETKOCTBIO 3PEHUS MM CHUKEHHEM OCTPOTHI
3penus. llpu mnpexpaiieHuu JiedeHus MpernaparoM B OOJNBLIIMHCTBE CIy4yaeB IPOMCXOIUIIO
YMEHBUIEHUE BBIPR)KEHHOCTH WM CIIOHTAaHHOE pa3pelleHue JaHHOro cocTosHus. Puck
MOBTOPHOT'O BO3HUKHOBEHUS TIOCIIE BO30OHOBJICHHUS TEPAIIH HE U3YUECH.

YacroTa pa3BUTUS MaKyJSIPHOTO OTE€Ka MOBBILIAIACH IIPU HAJIM4YMM B aHamHe3e yBeuTa (17 %
CpeaM MAlUeHToB ¢ yBeuToM B aHaMmHese U 0,6 % 0e3 takoBoro). [Ipumenenue ¢puHronumoaa e
u3ydanu y naiueHToB ¢ PC u caxapHbIM AMa0eTOM, KOTOPBIM XapaKTepU3yeTcsl BHICOKUM PUCKOM
Pa3sBUTHSI MAKYJISIPHOTO OTeKa. B KIIMHMUYECKUX UCCIIEI0BaHUAX Y NALIMEHTOB C TpaHCIIJIaHTalueH
IIOYKH, Ky/J1a ObIJIM TaKXKe BKJIIOUEHBI MALMEHTHI C CaXapHbIM 1ua0eToM, IPUMEHEHHUE Npenapara
B J103aX 2,5 MI' ¥ 5 MT' IPUBOMJIO K ITOBBIIIEHUIO YAaCTOTHI Pa3BUTHSI MaKyJISIPHOTO OTEKa B 2 pasa.
bpaouapummus

B knmHuyeckux wucciepoBaHusx y mnanueHtoB ¢ PC B Havyase jiedeHus IpernaparoMm B
peKOMeHAyeMOol J103¢  OoTMevanoch TpaH3uTopHoe cHumwxkeHue UYCC wu  3aMemnieHue
aTPUOBEHTPUKYIISIPHON POBOAMMOCTH, IPU 3TOM MakcumaibHoe cHukenrne YCC Habmoganoch
B T€YeHHeE 6 4 rocie npuema npemnapara B 1o3e 0,5 mr (cpennee cHmxenue Ha 12 — 13 ynapos B
MunyTy). YCC Menee 40 yaapoB B MUHYTY Y B3pocibIX U MeHee 50 ynapoB B MUHYTY y JieTel
pu npuMeHeHuH npenapara B 1o3e 0,5 mr ormeuanacs peako. YCC Bo3Bpalanach K UCXOAHOU
B TeueHHEe | Mecsma peryisipHOro IpuMeHeHus mpenapara. Kak mpaBuio, Opaaukapaus
npoTekana 6ECCUMIITOMHO, OJJHAKO Y HEKOTOPBIX MAllMEHTOB Pa3BUBAIMCH CUMIITOMBI CIIa00H 1
CpedHel CTeNeHHu, BKIIOYas apTepUabHYI0 THUIOTEH3UIO, TOJIOBOKPYXEHHE, IMOBBIIIEHHYIO
YTOMJIIEMOCTh W/WJIM oulylleHue cepaineOueHus. [lepeuncieHHble CUMOTOMBI pa3peliaiuch B
TedyeHue 24 4 rocjue Hayaja JeueHHs..

B xnmHMYeckux mccienoBaHusax y nanueHtoB ¢ PC B Hauasie Tepanuyl aTpHOBEHTPUKYIISIpHAS
onokana (AB-6mokana) | crenenn (ymmuaenue uaTepBana PR na DKI') nabmonanace y 4,7 %
MalMeHTOB, MOJydaBmux Quaromumoa B nosze 0,5 mr, y 2,8 % mNanueHToB, MOJYyYaBIINX
uHTepdepon Oera-la u'y 1,6 % B rpynne miane6o. AB-6mokana |l crenenu Obuta BbIsIBICHA Yy
meree yem 0,2 % B3pOCHBIX MAlMEHTOB, MOdydaBUIMX (uHromumon B npoze 0,5 mr. B
MOCTPErHCTPALIMOHHOM  TE€pHO€ OTMEYEHBbl CcIydau Mpexojsdlied, CaMONpOU3BOIBHO
pasperniaronieiica nonHo AB-610kapl B TeUeHUE NMEPBBIX 6 U NOCIE MPUMEHEHHSI TEPBOM 1036l
¢unromumoza. CHUMNTOMBI pa3peliainch CaMONPOU3BOJIbHO. HapymieHus NpoBOAMMOCTH,
HaOJIr01aeMble KaK B KIIMHUYECKUX MCCIIEIOBAHUSX, TaK M B TOCTPETUCTPAIIMOHHOM TIEPHO/IE, KaK
NPaBUJIO, OBUTH TPAH3UTOPHBIMH, OECCHMIITOMHBIMU M pPa3pelaliich B TCUCHHE TEPBBIX 24 4

[I0CJIe Hayvajia JiedeHusa. Y OJIHOrO IalyeHTa ¢ acuMmiroMaruueckon AB-Omokamoii |l crenenn
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BMeEIIIATEILCTBA HE TPEOOBATIOCH.

B nocrpeructpaiinoHHOM MepHO/Ie OMMCAHBI H30JIMPOBAHHBIE OTCPOUCHHBIE CITyYau MPexXoasieit
aCUCTOJIMM U HEOOBSICHUMOW BHE3aIIHOW CMEpPTH B TeueHHE 24 4 1ocje IEpBOro Ipuema
npemnaparta Ha (JOHE OJHOBPEMEHHOI'O MPUMEHEHUS IPYTHX JICKAPCTBEHHBIX MPENapaToB H/WIn
COIMYTCTBYIOIICH TATOJOTHH, OJHAKO CBSI3b MEXAYy MpUeMoM (DUHrOIMMOJAa W JaHHBIMU
COOBITUSIMM HE JJOKa3aHa.

Apmepuanvroe oaesnenue (A1)

B xnnHMYecKuX Mccae0BaHUAX MIPU MPUMEHEeHuH npenapata B go3e 0,5 mr y mamuenToB ¢ PC
OTMEUAJIOCh HEOOJBIIOE TOBBINICHHE cucTtoimdeckoro AJ[ B cpegHem Ha 3 MM pT. CT.,
muactonndeckoro AJl — ua 1 MM pt. cr. [ToBeimenue AJl HabmI0a10CH TPUOIU3UTENBHO Yepe3
1 Mecsi] mocie Havasia JCYCHHUsSI M COXPAHSUIOCh MIPU MpoJoKeHUuU Tepanuu. [loBeimenue A/
oTMevaloch y 6,5 % manueHToB, noiayyaBiux Guaronumon B no3e 0,5 mr (B rpymnme mianebo y
3.3 % nauuentoB). [1o JaHHBIM MOCTPETUCTPALMOHHBIX HAOMIOACHUN Ciydau MOBbImIeHUs Al
OTMEYAIIUCh B TEUECHHE NIEPBOTO MECSIa JICYCHHSI U B NIEPBBIN JeHb IPUMEHEHHUSI IIpenapara, npu
9TOM B HEKOTOPBIX CIydYasXx TpeOOBalOCh MPUMEHEHHE TUIIOTEH3UBHBIX MPEnapaToB WU
MpepbIBaHNE JICYCHUS (PUHTOJIUMOIOM.

Hapywenue ¢ynxyuu nevenu

B xiIuHMUYECKMX HCCIENOBAaHUSX Yy B3poCibIX manueHToB ¢ PC, monydaBmux jedeHue
(UHTOIMMOJOM, OTMEYAJIOCh TIOBBIIIEHHE AKTUBHOCTH «IEUYEHOUYHBIX» (epmenToB. [Ipu
pexomenayemorr noze 0,5 mr B 8,0 % cimyuaeB oTMedanoch OECCUMIITOMHOE MOBBIIICHHE
aktuBHocTH AJIT > 3 x BI'H (BepxHss rpanuna HopMbl) U B 1,8 % ciiyuaeB —B > 5 X BTH. ¥V
HEKOTOPBIX MAI[UEHTOB IMPU BO30OHOBJICHUH TEpPaAlMd OTMEYAJIOCh MOBTOPHOE MOBBIIMICHUE
AKTUBHOCTH «IEUEHOYHBIX» TpaHCAMWHA3, YTO TOJTBEpPXKIAeT CBs3b C MpermapatoM. B
KJIIMHUYECKUX HMCCIIEOBAHUAX TMOBBIINICHHE aKTUBHOCTH aMHHOTpaHc(depa3 MOTrjao BO3HHKATh B
mr000e BpeMsi B XOJIe JICUeHUs, OJJHAKO B OOJBIIMHCTBE CIy4yaeB OHO BO3HUKAIIO B TepBhIe 12
mecsiiieB. Hopmanuzamus aktuBHoctd AJIT B mma3sme KpoBH HpoOUCXOAMIIA MPHOIU3UTENBHO
yepe3 2 Mecsdlla Mocie MpeKpalieHus mprueMa npemnapara. Y HeOONbIIOTro YHcia MalueHTOB C
noBbineHHON akTuBHOCThIO AJIT > 5 x BI'H (10 B rpynne 1,25 mr, 2 B rpynne 0,5 mr),
MPOJIOJDKABIIMX JIEUEHHWE TpenaparoM, HopManuzauus aktuBHoctd AJIT mpowusomuia
MPUOJIM3UTENHHO B TEUECHUE 5 MECSIIEB TEPATTHH.

Heseponozuueckue napywenus

HiMeroTcst COOOIIEHHUs O PEIKUX CIIydasx MOPaKeHUS HEPBHOW CUCTEMBI Y B3POCIIBIX MAIlIEHTOB,
nonydaromux (GUHronuMos B BBICOKMX mo3ax (1,25 mr wmm 5,0 mr), BKiIroYas pa3BUTHE
UIIEMUYECKUX M TEMOPPArH4eCKUX WHCYJIHTOB M aTUMUYHBIX HEBPOJOTHMUECKHX PACCTPOIMCTB,

TaKUX KakK OCTPbI qucceMuHUpoBaHHBIN HIIEPanomuenuT (OJOM)-nogo0HbIe cOCTOSHUS.
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Hapywenus co cmoponwsl cocyoos

[Tpu neuennu puHTOMMMOIOM B A03€ 1,25 Mr peKO OTMEUAIHCh OKKIIIO3UU MEepUPEPUICCKUX
apTepui.

Hvixamenvnas cucmema

B kiumHnyeckoMm wuccienoBaHuM uepe3 1 Mecsl NOpuUMEHEHUs Tpenapara OTMEYaloch
HE3HAYUTENIbHOE J10303aBUCHMOE CHIDKEHUE TMoKa3aTened oO0beMa (OpCHpOBAHHOTO BBIIOXA
(O®B1) u muddy3rnoHHON CMOCOOHOCTH JETKHX Mo yriaepona MoHookcuay (DLCO), B
JanbHEHIIIEM TOCTUTHYThIE 3HAUCHHUS JaHHBIX MapaMeTPoB He MeHsUTHCH. K 24 mecsily cHUKeHue
npenmnosaraeMoro O®B1 B NpOIEHTHOM OTHOLIEHMM OT M3HAYaJIbHOTO NOKAa3aTelsl COCTaBUIIO
2,7 % npu npumeHernn GuaronmMona B no3e 0,5 mr u 1,2 % B rpymnre miamnedo, mocjie OTMEHbI
Tepanuu JaHHOe paszinuue HuBenupoBayiock. CHmkenne DLCO k 24 wmecsiy npuUMEHEHUS
¢unromumona B goze 0,5 mr coctaBuio 3,3 % B cpaBHeHuu ¢ 2,7 % B rpymre mianedo.
Cyoopooichble npucmynol

[Ipu npumeHeHnu (GUHTOIMMOAA B KIMHUYECKHUX HMCCIIEIOBAHUAX M B MOCTPETHUCTPALIMOHHOM
NEpUOJE 3aperUCTPUpPOBAHbl  CIy4yal pa3BUTUA  CYJOPOKHBIX IPUCTYIIOB, BKJIIOYas
ANWIENTUYECKUI CTAaTyC, y B3pOCIbIX. B KIMHHYECKUX HCCIENOBAaHUSAX Y B3pPOCIBIX 4acTOTa
CYJIOPOXHBIX MpHCcTynoB 6bu1a 0,9 % y nanueHTos, noiayyaBimux Guuroaumon, npotus 0,3 % B
rpynne ramne6o. HemzBecTHO, CBSA3aHbI JIM 3TH ABIEHUS TOJNBKO ¢ TedyeHreM PC, win TOIbKO ¢
(UHTOIMMOIOM, WIIH C UX COUYETAaHHEM.

Jlumgomul

[To maHHBIM KIMHUYECKHUX U MTOCTPETUCTPAIMOHHBIX UCCIIEIOBAHM, Y TTAIMEHTOB, MOJTYYaBIITNX
(GUHTOIMMOJ, OTMEUYAIOCh Pa3BUTHE PA3NUYHBIX TUIMOB JTuUMGOM. B OCHOBHOM BcTpeuanach
HEXOKKUHCKas nuMdoma, BKItodas B-kierounsie u T-kierounsie numdomsl. B Tom ymcne
CMepTeNbHBINA ciydail B-kineTouHol nuMQoMBbl, TTONOKUTENBHON MO BUpYyCYy OmmreiiHa-bapp.
Yacrora mumdom (B- m T-kneTouyHoi) B KIMHUYECKHX HCCIEAOBAHUAX ObLIa BBIIIE, YeM
oXxpjaercss B oOmiedl mnomynsuud. B mocTperucTpalluoHHOM —MEpUOAE TakkKe Obun
3apEeTUCTPUPOBAHBI OTNEIbHBIE clydyan KoOXHOM T-kierounoit mumdombl (rpuboBUIHAS
rpaHyjemMa).

T'emogpazoyumapmwiii cunopom

B mocTpeructpaliioHHOM TiepUOA€ Yy NAIMEHTOB, MOJYYaBIIUX JieYeHHUE (PUHTOIMMOIOM,
OTMEUEHBbl OYEHb PEAKHE Cllydad pa3BUTUS TreMo(aroluTapHOro CHHApPOMA C JIETAIbHBIM
HCXOJIOM, CBsI3aHHBIE C HMH(EKIHMOHHBIM 3a0oyieBaHHEM. ['eModaronuTapHbli CHHIPOM —
COCTOSTHUE, aCCOLMMPOBAHHOE C MH(PEKIIMOHHBIMHU 3a00JIEBAaHUSIMU, UMMYHOCYIIPECCUEH U PSAOM
ayTOMMMYHHBIX 3200JICBaHU.

TIayuenmur cmapwie 10 nem
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npuMeHeHuu npenapara B 1o3e 0,25 mr wim 0,5 mr 1 pa3 B cyTku o0muii mpoduias 6€30macHOCTH
OBLI COMTOCTaBUM C TAKOBBIM Y B3POCJIBIX MAI[CHTOB.

B uccrnenoBanum y geteil CyIOpOKHBIE MPUCTYIBI 3apEeTUCTPUPOBAHBI y 5,6 % MalueHTOB,
nony4daBmux puaromumo, 'y 0,9 % manueHToB, Moxy4aBmux uHTEpdepoH oera-la.

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOJ03PEBACMBIX HEXKENATENBHBIX PEAKIUAX IOCIIe PETUCTPallun
JICKapCTBEHHOTO TIperapara ¢ Ieibio 00eCredeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIiuMHCKUM pabOTHUKAM pPEeKOMEHAYEeTCs
coo0IaTh O JIIOOBIX MOJI03PEBACMbIX HEXKENATEIbHBIX PEaKIUsAX JEKapCTBEHHOTO Ipemnapara
Yyepe3 HAllMOHAJIbHBIE CHUCTEMBI COOOIICHUSI O HEXENATEIbHBIX PEaKIMIX roCyJapCTB — WICHOB
EBpazuiickoro 5KOHOMHUYECKOr0 COK03a:

Poccuiickasa ®@eoepayus

Anpec: 109012, Poccuiickas ®@enepanus, r. MockBa, CiaBsiHcKas ionais, 1. 4, crpoeHue 1
OdenepasibHas ciryx0a 1Mo HaB3opy B chepe 3apaBooxpanenus (Poc3apaBraanazop)

Tenedon: +7 (499) 578-06-70, +7 (499) 578-02-20

OnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

WurepHer-caiiT: WWW.roszdravnadzor.gov.ru

Kuipevizckaa Pecnyonuka

Anpec: 720044, Keipreisckas PecniyOnuka, r. bunikek, yi. 3-1 Jlunus, 25

JlemapraMeHT JIEKapCTBEHHBIX CPEACTB M MEIMLMHCKUX U3JIenuid npu  MuHucTepcTse
3npaBooxpaneHust Keipreizckoit PecrryOnmku

Tenedon: 0800-800-26-26, + 996-312-21-92-88

DnexTponnas noyra: dlomt@pharm.kg

WurepneT-caiiT: Www.pharm.kg

4.9. Ilepeno3npoBka

CumMnToMbI

310poBbie JOOPOBOJIBLBI YOBIETBOPUTEIHHO IEPEHOCHIIM OJHOKPATHBIN MpUeM Ipenapara B
no3e 40 mr (1o3a B 80 pa3 mpeBblIaONas CyTOYHYI0 PEKOMEHIyeMYI0), IpU 3TOM Y 5 u3 6
0OpOBOJIBLIEB OBUIO OTMEYEHO OILIYIIEHHE JIETKOTO CTECHEHUS! WJIM YyBCTBO TUCKOMQoOpTa B
IPYJIHOM KJIETKE, YTO KIIMHUYECKH COOTBETCTBOBAJIO HEOOIBIION BEIPAKEHHOCTH PEAKTUBHOCTH
JbIXaTeIbHBIX MyTeH.

B nauane npuMeHeHust GUHTOIUMO/I MOKET BBI3bIBaTh pazButue Opagukapanu. Camxenue UCC
00bIYHO HaOJIOZAaeTCsd B TEUEHHE OJHOTO yaca Mocie MEPBOro MPUMEHEHUS U MPOUCXOTUT

Haubonee pe3ko B TeyeHue 6 4. OTpuIaTeNbHBIH XPOHOTPOMHBIN 3¢ dekT ¢uHronMMoaa
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Hmerotcst cooOmieHuss O 3aMeUICHHH aTPUOBEHTPUKYISIPHOTO TMPOBEACHUS W OTIEIbHBIC
COOOIIEHUS O MPEXOAALINX CIIydasX moJHoW AB-010Kaabl CO CHOHTAaHHBIM Pa3pEICHHEM.

B ciyuae nepeno3upoBKuU Ipu IpreMe MepBoi 10361 PUHTOIMMOAa HEOOXO0AUMO OCYIIECTBISATh
HaO/IoICHNE MalleHTa B T€YeHWe MUHUMYM 6 dyacoB, Bkitouatomee OKI'-monutopunr (B
peanbHOM BpeMeHH) U exevyacHoe ndmepenue YUCC u AJl.

Ecnu uepe3 6 wacos nocie nepsoro npuema YCC cocraBisier <45 ya/MUH y B3pOCIBIX, HIIKA <55
ya/MuH y nerei crapme 12 mer, unu <60 ya/mun y aeteit ot 10 go 12 yneT, wim nposBUIUCH
OKI-npusnaku |l u Beime creneneit AB-6mokansl, wim QT-untepBan cocraBun >500 Mc, TO
CJIeyeT MPOJUTUTh MOHUTOPHHT 0 KpaifHel Mepe 10 CJIEAYIOIEro yTpa WiH JI0 TeX Mop, MoKa
HapyuieHus He paspemarcs. Ilpu BosHukHOoBeHnn AB-Omokaznst III cremenu B mro6oe Bpems
CYTOK TaKXe He00X0IMMO 00ecleyuTh Ha0II0IeHHE 110 KpaliHel Mepe 10 CIIeYIOUIEro yTpa.
Jleuenue

QOUHrOIMMO/T HE YJAISIETCs U3 OpraHu3Ma IMOCPEICTBOM JTHan3a U riazmadepesa.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoauHaMHUYeCKHE CBOMCTBA

®dapmakoTepaneBTUUYECKast TPYIINa: KMMYHOJICTIPECCAHTHI; CEIEKTUBHBIE MMMYHO/ICTTPECCAHTHI.
Kox ATX: LO4AAA27

MexaHu3M ASHCTBUS

@OUHTOIMMOA MOAYIHUPYET pelenTopsl chuHrosun-1-pocdara (S1P-penentopo). PUHroIMMOA
MeTabonu3upyeTcsi CHUHTO3MHKMHA30M 10 aKkTUBHOro MmerabonuTta ¢uHroaumongpocdara. B
HAaHOMOJISIPHBIX KOHIIEHTpaIusax ¢uHromumoadocdar cps3piBaeTcst ¢ S1P-penentopamu Ha
MOBEPXHOCTH JIMM(POLUTOB, OBICTPO MIPOHUKAET B LIEHTPaJIbHYI0 HepBHYIO cucteMy (LIHC) uepes
remMatosHIedanuueckuil 6apbep u cBs3bIBaeTcsa ¢ S1P-perentopaMu Ha MOBEPXHOCTU HEHPOHOB.
Ces3piBasick ¢ S1P-penenropamu nmumdonuTos, GuarommMoadocdar 6JI0KHpyeT CrocOOHOCTH
TMM(OIUTOB TOKHIATh JUM(pATHYECKHE Y3Jbl, YTO TMPHUBOJUT K TepepaclpeieICHUI0
AMM(OIUTOB B OpraHM3Me, HPU STOM HE IMPOUCXOAUT YMEHBULIEHHs OOIIEro KOJIMYecTBa
mumpornuroB. Ilepepacnpenenenre TUMQPOIUTOB MPUBOAUT K YMEHBIIEHUIO JTUM(OLMTAPHOM
uadpunsTpamn  [JHC, B TOM Yucie BOCHANMUTENIbHBIMHA KieTkaMu Thl7, yMeHbBIICHHIO
BBIPQ)KEHHOCTH BOCTIAJICHHS M CTETICHH ITOBPEXICHUS HEPBHON TKaHU.

HccnenoBanus Ha )KHUBOTHBIX M 9KCIIEPUMEHTHI 1N VItro mokasbeIBatoT, 4To 3 GEKTh GUHTOTUMOIa
TaKkXKe MOTYT ObITb OOYCIIOBIIEHBI €ro B3auMojeicTBueM ¢ S1P-pernentopamu Ha HEpBHBIX
KJIETKaXx.

dapmakoagnaamuueckue YO HeKTol
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CHIDKAeTCs NpUOIM3UTENBHO 10 75 % oT ucxoaHoro 3HaueHus. [Ipyu AIUTENbHOM eXeTHEBHOM
NPUMEHEHUH TIperapara KOJUYECTBO JIMM(OLUTOB MPOJOJDKAET CHUKATHCS B TEUCHHE 2-X
HEJIeNb, JOCTUTas MUHUMaJIbHOTO TIokasarens S00 kiaeTox/Mkn wiu npubausurensHo 30 % ot
ucxoAHoro 3Hadenus. Y 18 % marueHToB oTMevanoch Mo KpailHel Mepe OAHOKPATHOE CHIDKEHUE
konmuecTBa JumdonuToB Hrke 200 knerok/min. Ilpu perynspHOM mpueme mpemnapara
CHIDKEHHOE KOJIMYECTBO JIMM(OLUUTOB coXpaHsaiaock. bompmmucTtBo T- u B-nmumdouunTtos
HEPUOIMYECKU IPOXOAUT uepe3 TUM(OHUIHbBIE OPraHbl,  UMEHHO 3TH KJIETKH SBJISIOTCS INIABHOU
MUIIEHBIO 17151 AeicTBUA puHrommmosa. OaHako okoio 15 — 20 % T-numdonuToB, ABISIOMIHXCS
3 PEKTOPHBIMH KJIETKAMH IMaMSATH M UTPAIOIIMMHU BaKHYIO POJIb B Iepu(pepruIecKOM UMMYHHOM
KOHTpOJIe, HE MPOXOAAT Yepe3 JUMQOUAHBIE OpraHbl U HE IMOJIBEPKEHBI BO3ICHCTBUIO
¢uHronmumoza. B TedeHne HECKOJIBKUX JHEW IOcie MpEeKpalleHus MpueMa mnpenapara B KpOBU
OTMEYaeTcsl NOBbILIeHHEe uucia auMmdouuToB. Hopmamuzamus kosnmdectBa JIUMQOIMTOB
IpoucXoauT 4vepe3 1 — 2 Mecsaua mnocie mnpekpaiieHus JiedeHus. llocTossHHBIA npuem
(UHTOTMMOIa IPUBOIUT K HEOOIBIIOMY CHHKEHHUIO KOJIMYECTBA HEUTPOPHUIIOB, TPUOIHUIUTEITHHO
70 80 % OT UCXOAHOTO MoKa3aTeliss. MOHOLUTHI HE IOJBEPKEHbBI BO3IEHCTBUIO (PUHTOIMMO/I.

B nHauane jiedeHMs IpenapaTtoM B PEKOMEHAYEMOM 103€ OTMEYAeTCsl TPAaH3UTOPHOE CHHIKEHUE
UCC (4acTOoThl CEpACUHbIX COKpAIECHU) U 3aMeIJIEHHE aTPUOBEHTPUKYJISIPHOM IPOBOANMOCTH.
[Tpu »ToM makcumanbHoe cHuxkeHune YCC HaOmionaercs B TedeHHE 6 4HacoB IOCIE Mpuema
npenapata, a 70 % oTpULIATENbHOTO XPOHOTPOIHOro 3¢ dekra JocTUraercs B NEpPBbIM J1€Hb
npumMeHenus. YCC Bo3Bpamaiach K UICXOJHOU B TeueHHe 1 Mecsla peryispHOro nNpuMeHeHUs
npernapara.

Cumxenune YCC, BbI3BaHHOE (PUHTOJIMMOJI0M, MOKET OBITh KyITMPOBAHO IPUMEHEHUEM aTPOIIMHA
WM n3onpeHanuHa. [lokazano, 4To calbMeTepOI1, IPUMEHIEMBIN MHTAISALMOHHBIM ITyTEM, TAaKKe
BBI3BIBAET YMEPEHHBIH MMOJIOKUTEIBHBIA XPOHOTPOITHBINA AP PEKT.

B Havane mnpumeHeHHMs (QUHrOJIMMOJAa OTMEUAeTCsl YBEIMYEHHE 4YHCla MPeJCepIHbIX
HKCTPACUCTOJI, HE CONPOBOXKIAIOUIEECS YBEIMUYEHUEM YacTOThl (PUOPUILIALMU/TPETIeTaHus
npecepaAnit, )KeTyA04KoBOi apuTMueit win sktonueil. He ormedeHo BnusiHUS pUHroIMMO/a Ha
YMEHBLIEHHE CepIeYHOr0 BBIOpOCa.

ABTOHOMHBIE (PYHKIIMHU CEPJIlIA, B TOM YucIe upkaauanHas BapuadenbHocTs YCC u peakius Ha
buznyecKyro Harpy3Ky, He U3MEHSIOTCS M0/ BIUSHUEM (PUHTOIUMO/A.

OnHOKpaTHOE U MHOTOKpaTHOE pUMeHeHHe punronumosa B 1o3ax 0,5 mr unu 1,25 Mr B TeueHue
JBYX HEJENIb HE AaCcCOLMUPOBAIOCH C ONPEIENIAEMBIM YBEIUYEHHEM COINPOTUBISAEMOCTU
JpIXaTeNbHbIX MyTel no 3HaueHno ODPB;1 (06beM hopcrpoBaHHOTO BbII0XA 32 MEPBYIO CEKYHTY )

U cpeaHeil 00beMHON CKOpPOCTH BbIoxa Ha ypoBHE 25 — 75 % ot ®XEJI (dpopcupoBannas
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MY OTUETY

i

COIIPOTHUBIIIEMOCTH JIBIXaTEIbHBIX IyTeH MPU OJAHOKPATHOM NMPUMEHEHUH (DPUHTOIMMOJIA B 103€
>5 Mmr, npeBbIIIapIIei pekoMeHa0BaHHY10 B 10 pa3. MHOrokpaTHOE MpUMEHEHUE (PHMHTOIMMOAA
B go3ax 0,5 mr, 1,25 Mr umm 5 Mr He acCOIMUPYETCS C YMEHBIIEHHUEM OKCHUI'€HAIlUH,
YMEHBUIEHUEM caTypallMd KUCIOpoAa INpu  (PU3MUECKOW Harpy3ke WIM YyBEIMYEHHEM
PEAaKTUBHOCTHU JIBIXATEJIbHBIX MyTeH K METAaXOJHMHY. Y MAalUEHTOB, MOJYYaBIIUX (HUHTOIMMO,
OTMEYaJICs HOPMAJIbHBIA OPOHXOAMUIISATALMOHHBIA OTBET HA MPUMEHEHUE MHTASIIMOHHBIX OeTa-
aroHHCTOB.

[Tpu npuMeHEeHNH y TAIIMEHTOB C PEMUTTUPYIOIIUM paccestHHBIM ckiiepo3oM (PPC, cpeanuii 6amn
no mkane uaBanuaHocTH EDSS 2,0) dunromumon B mo3e 0,5 Mr cHUXKal 4acTOTY KIMHHYECKUX
oboctpenuit 6one3nn Ha 54 %. Ilpum npueme npenapata y 70 % nDamweHTOB OTMedanach
cTabunpHas peMmHccus B TeueHue 2-x JeT (mo cpaBHeHuio ¢ 45,6 % B rpymme miane6o).
@UHrOAMMOJ JIOCTOBEPHO CHHXKAJ PHUCK IPOrpeccUpoBaHusl HerpynocnocodHoctu. Ilpu
IPUMEHEHUH Mpernapara JJI0CTOBEPHO YBEIUYUBAIOCH BPEMs /10 HACTYIUIEHUSI 3-MECSYHOIO U 6-
MECSIYHOTO  TEpHoja  IMOATBEPKACHHOTO  IMPOTPECCHPOBAHUS  HETPYIOCIOCOOHOCTH
(oleHMBaeMOro Kak NOBbIIIEHHE OIeHKM mo mkane EDSS or ucxonHbix mokasareneit) 1o
cpaBHeHMIO ¢ Iu1anebo. Pe3ynbraThl MarHuTHO-pe3oHaHcHOM Tomorpaduu (MPT) ronoBHoro
mo3ra marnueHtoB ¢ PPC Ha ¢one nedeHus (UHTONMMOIOM IMOATBEPKAAIOT 3HAYUTEIHHOE
CHI)KEHHME aKTHBHOCTU TeueHHus 3a00sieBaHMs (MHTEHCHUBHOCTU BOCHAJIUTENBHOIO IIpolecca B
ITHC, pa3mepoB 1 KoIMYecTBAa 0YaroB JeMHUEIMHU3ALNN).

5.2. ®apmakoKMHeTHYECKHE CBOIiCTBA

Jlannble o gapMakoKMHETHKE (PUHroauMo/a ObUIM MOJYYEHBl Y 3I0POBBIX JT0OPOBOJIBIEB, Y
PELMIIMEHTOB MTOYKH U y MAlMEHTOB ¢ paccesHHbIM ckiepo3oM (PC).

dapMaKoJIOrHUeCKH aKTUBHBIM METa0O0JIUTOM SBJIsIeTCsl PUHTroIUMOo(ocdart.

Abcopbrus

[Ipu npueme BHYTpH BcackiBaercsi >85 % mo3pl. BceackiBanme ¢QuHTrONMMOMa MPOMCXOIUT
MEIJICHHO (BpeMs JOCTHKEHUSI MaKCHUMAIbHOM KOHIICHTPAIIUH B IJ1a3Me KPOBH, tmax 12 — 16 u).
Kaxymiascs abconroTHas OMOOCTYITHOCTb NPH IpueMe BHYTpb cocTaBisieT 93 %. PaBHoBecHas
KOHIIEHTpalus B IUIa3M€ KPOBM JOCTUTAaeTCs B TeUeHUE | — 2 MecsleB peryjspHOro mnpuema
npemnapara (1 pa3 B cyTku). PaBHOBecHast KOHIIEHTpalus GUHTonuMoAa NpubnusuTensHo B 10 pa3
BbIIIIE, YEM €0 KOHIIEHTpAIUs MOocye MepBOro npuema.

[Tpuem nuimy He BAMSET Ha MaKCUMalIbHYIO KOHUEHTpAHio (Cmax) niam skcnosummio (AUC —
IUIOINAAb IO/ KPUBOHM «KOHIEHTpauus — Bpems») ¢unronmumona. Cmax punromnmonadocdara
He3HauuTeNnbHO cHuxkanach (Ha 34 %), a AUC nHe mensuiack. [lo aToif mpuuuHe GuHromumon

MOXXHO IIPUMCHATH BHC 3aBUCUMOCTH OT BpEMCHU IIpUeMa IMHIIN.
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Pacnopenenenue

OUHTOMMO/I 3HAYUTEILHO pacIpeaensieTcs: B 3puTporuTax (ppakuus GuHrommMoaa B KIeTKax
KpoBH 86 %). ®unronumoadochat UMeeT MEHBIIYIO CIOCOOHOCTh MPOHUKATH B KJIETKH KPOBU
(ppakuus B kierkax kpoBu <17 %). @unronumon u ¢uHronumoadocdar B BHICOKOW CTENEHU
CBSI3BIBAIOTCSA € O€IKaMHM I1a3Mbl KpoBH (>99 %).

OUHTONMMO B 3HAYUTEILHON CTENEHHW pachpenessieTcs B TKAaHAX opraHuzMa (00bem
pacnpenenenus okono 1200 + 260 i1). GUHrOoAMMOA MPOHUKAET B TOJIOBHOM MO3T, 4TO OBLIO
MOKa3aHO B KIIMHUYECKOM HCCIICJIOBAHUHU Y 3MI0POBBIX J00poBobleB. B uccnenoBanuu y 13
nobpoBosbieB ¢ PC, momyuaBmmx ¢uHronmumon B jgo3e 0,5 Mr B paBHOBECHOM COCTOSHUH,
Kor4uecTBO uHTroIMMoa (wim puaromumoadocdara) B cemeHHou xuakoctu 0110 B 10000 pa3
MeHblIe PUHSTOH 103561 (0,5 Mr).

BI/IOTDaHCd)ODMaHI/IH

Y d4enoBeka OuoTpancopmanusi (QUHTOIUMOAA MPOUCXOTUT B pe3yibTare o0OpaTUMOro
CTEPEOCEICKTUBHOTO (ochopHarpoBaHus 10 (HapMaKoJOrHYecKu aKTHBHOTO (S)-sHaHTHOMEpa
¢unrommmondocdara, U 3a CYST OKUCIHUTEIBHOW OWoTpaHchOpMaIvu, TIIaBHBIM 00pa3oM
uzopepmentom CYP4F2 u, Bo3moxno, apyrumu uzodepmentamu CYP4F, ¢ mocnemyromieit
JIEerpajlallid aHaJOTUYHO JKUPHBIM KHUCIOTaM [0 HEaKTUBHOTO MeTabonuTa Hu MyTeM
¢dopmupoBanus papMaKOIOrHUECKH HEAKTHBHBIX HEMOJISIPHBIX aHAIOTOB (PUHTOJIMMO/IIIEpaMHIa.
OcCHOBHOIi (hepMEHT, OTBEYAIOIINH 32 METa0OIN3M (PUHTOIMMOA, YACTHYHO UACHTU(PHUIIMPOBAH:
310 MOXeT ObITh CYP4F2 nnn CYP3A4. Tlocne oqHOKpAaTHOTO MpreMa BHYTPh B IJIa3Me KPOBU
OTpeIeTsUTUCh (B TedeHue MpHONM3UTEabHO 1 Mecsia) HensMeHeHHbId punromumon (23,3 %),
¢unromumondocdar (10,3 %), HeakTHBHBIE MeTabOMUTH (M3 — KHCIBIA KapOOKCHIIBHBIN
metabonuT (8,3 %), KOHBIOTAThl METa00IHUTOB ¢ nepamuaoM M29 (8,9 %) u M30 (7,3 %)).
DJIMMUHALNS

[TnasmenHsli kmupeHc ¢unronmumona 6,3 + 2,3 n/4, cpemHUl KaXylmIUHCS MEPUOJ
noayBbiBeieHus (f12) cocraBmsier 6 — 9 auedt. CHMXKEHHE KOHIIEHTpAlMi (UHTOIMMOIA |
¢unromumozadocdara B rmiaazMe KpoBu B TEPMUHAIBHOW CTaUU MPOUCXOAUT NapauIeIbHO, YTO
HNPUBOJIUT K CXOJTHOMY NEPUO/Y TOJTYyBBIBEICHHUS.

[Tocne npuema BHYTpb 0K0J10 81 % /10361 BBIBOAUTCS MOYKAMU B BUJIE HEAKTUBHBIX META0OIHUTOB.
Heusmenenunsie ¢unronumon u ¢uuromumondocpar He BBIBOIAATCS MOYKAMHU, HO SIBISIOTCS
OCHOBHBIMH COEMHEHHUSMHU B KaJie (KOIMIeCcTBO Kaka0ro < 2,5 % ot 10361). B Teuenue 1 mecsia
BBIBOAUTCS 0K0JIO 89 % 1103bI Mpemnapara.

JIMHENHOCTh

Konnentpanuu ¢punronumona u punronumosdpocdaTta yBeIuuuBarOTCs TPONOPLIUOHAIBHO J103€

nociyie MHOrokpatHoro npumenenus 0,5 mr wiu 1,25 mr 1 pa3 B cyTKu.
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V [amyeHToB JIETCKOTO BO3pacTa KOHLEHEPAlLUH '%‘%ﬁr&ﬁ&o’édﬁgm@y Cypbrutitiabres

IIPONOPLUOHAIIBHO J103€ M0CIe MHOTOKpaTHOro nmpumenenus 0,25 mr win 0,5 mr 1 pas B cyTku.

(DaDMaKOKI/IHeTI/IKa B OTACJIBHBIX CJIy4dasaX

Hapywenue ¢pynkyuu novex

Hapymienne ¢yHkium mouek (OT JIETKOW A0 TSKEJNON CTENeHW) HE OKa3bIBAIOT BIMSHMS Ha
(bapMaKOKUHETUKY (QUHTOIMMOAa U GpuHroIMoAdocdara.

Hapywenue ¢pynkyuu nevenu

OpnHokpaTHOE MpPUMEHEHHE (PUHTOJIMMOJAA B J03€ 1 MI WM 5 MI' y MalUeHTOB ¢ HApYIIEHUEM
GyHKIMM TICYCHH JIETKOW, CpeaHeH U Tsokenon crenener (kmacc A, B u C nmo knaccuduxanuu
Yaiinn-Ileto) mpuBogutr k mosbimeHnio AUC ¢unronmumoma na 12 %, 44 % u 103 %
COOTBETCTBEHHO, IPU 3TOM BIHSHUSA HA Cmax HE OTMEUEHO. Y MAIMEHTOB C HAPYLICHUEM (DyHKIHH
nevyeHu Tsoxenoil crenenu (kiace C no knaccudukanuu Yana-I1e10) Cmax punronumoadocdara
cHmxkanace Ha 22 %, npu sTom 3HaueHne AUC cylIecTBEHHO HE U3MEHSUIOCh. Y MAIlMEHTOB C
HapynieHueM (YHKIWW TICYCHW JIETKOM ©  CcpelHed  cTemeHed  (apMakOKMHETHKA
¢uHromuModochaTa He OLEHUBAIACH.

VY nanueHToB C¢ HapylieHHeM (QYHKIHMHM TEYeHHU JIETKON CTENeHU NEepuo] MOJyBBIBEICHUS
0CTaeTCsl HEU3MEHHBIM, C HAPYIICHUEM CPEIHEN U TSXKEJION CTEeNIEHU — YBETMYUBAETCS PUMEPHO
Ha 50 %.

OUHTOIMMO/I HE CIIEAYET MPUMEHSTh Y TAIIMCHTOB C TSKEIIBIMU HapYIICHUSAMH (DYHKIIMH TICYCHU
(xmacc C mo knaccubpukauuu Yaitng-Ileto) (cm. pasgen 4.3). YV manueHTOB C JETKUMH U
YMEpPEHHBIMH HapyIIEHUSIMH (YHKIMH MEeYeHH (PUHTOMUMOJ CIeAyeT HAUMHATH MPHUMEHSTH C
OCTOPOYKHOCTBIO.

TIayuenmol maaowe 18 nem

PaBHOBecHas koHIeHTpaIus puHronuMoadocdara cxoxa y B3pocibix U feTeit crapiie 10 ser.
bezonacHocTh 1 3QPEeKTUBHOCTh MpUMEHEHUsl (puHromuMoa y manueHToB muaame 10 met He
U3ydeHa.

Toorcunvie nayuenmaol

Knunudeckuii ompIT mpuMeHeHUs (UHTONMMOJAA Yy TMAllMeHTOB B BO3pacTe crapiie 65 et
orpaHHueH. Y TAaIMeHTOB B Bo3pacTe 65 neT u crapuie (UHTOIUMOJ CIEAyeT MPUMEHSTHh C
OCTOPOYKHOCTBIO.

Ilon u smHuveckas NPUHAOIEHCHOCHIb

[Ton m STHUYecKas NPUHAMICKHOCTh HE OKAa3bIBAIOT KIMHUYECKH 3HAYMMOTO BIMSHUSA Ha

(bapMaKOKUHETUKY (QUHTOIMMOAa U puUHroIuMoAdocdara.

®APMAIIEBTUUYECKHUE CBOMCTBA
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6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Cooepoicumoe kancywi:

Meraromunu

KonoBunon

[{enmmro03a MUKPOKPHCTAUIMYECKAs CHJIMKAaTUPOBAaHHAs (COCTaB: MHUKPOKPUCTAIIINYECKAS
LEJUTI0N03a, KPEMHUSI TUOKCHU] KOJITOUTHBIN )
Kpaxman npexxenaTHHU3UPOBaHHBIN
['munepuna qubereHat

Kopnyc kancynuor:

TuTtana qUOKCHU

Kenatun

Kpviueuka kancynol:

Twurtana quokcung

Kenatun

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

2 roza.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHEHUH

XpaHWTh B 3aIUAIICHHOM OT CBETa MECTE IIPpH TeMiieparype He Boie 25 °C.

6.5. Xapakrep u coaepxaHue NEPBHYHOH YIAKOBKH

[To 7 unu 14 kancyn B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY W3 IJIEHKU MOJUBUHWIXJIOPUAHON U
(boJIbru aMIOMHUHNEBOM MEYaTHON JTaKUPOBAHHOM.

ITo 7, 28, 98 xancyn B 06aHKy MOJUMEPHYIO W3 MOJIMITHIIEHA HU3KOH IMUIOTHOCTH C KPBIIIKOM
HaTATUBAEMOM U3 IIOJIMATWIIEHA BBICOKOM IUIOTHOCTHM C KOHTPOJIEM IIEPBOIO BCKPBITHUSA.
CB0001HOE TPOCTPAHCTBO 3AMOJIHSIOT BaTOM MeAUIIMHCKON. Ha OaHKM HaKJIeMBAIOT STUKETKHU U3
OyMaru 3TUKETOYHOMN WJIM TUCYEH WM U3 MOJIMMEPHBIX MaTePHaIOB, CAMOKJIIESIIIECS.

ITo 1 KOHTYpHOM SIYEHKOBOM yIIaKOBKE IO 7 KaICyJ BMECTE C JINCTKOM-BKJIAIbIIIEM [TOMENIAIOT B
nayky 13 kapToHa. [1o 2 unm 7 KOHTYpHBIX TYEUKOBBIX YIIAKOBOK I10 14 Karcys BMECTE C TMCTKOM-
BKJIQIBIIIEM MIOMEIIAIOT B AUYKy M3 KapTOHA.

[To 1 Ganke BMeCTE C TMCTKOM-BKJIAIBIIIEM TOMEMIAIOT B TTAYKY U3 KapTOHA.
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6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH TPH YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WM OTX0A0B, TMOJIYYEHHbIX IOcjde NpPHMEHEeHUus
JIEKAPCTBEHHOI0 MpenapaTa v Apyrue MaHUIMyJ/IsIHU € NPenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Poccuiickas @enepanus

AO «DapmacunTes»

KOpuanaeckuii anpec: 664007, Upkyrckas o6, r. Upkyrck, yin. KpacHorBapneiickas, m. 23,
odwuc 3.

Ten.: +7 (3952) 55-03-55

Anpec snekTpoHHO# nouThl: info@pharmasyntez.com

7.1. IlpeacTaBUTENb A€PsKATE/Is] PETHCTPALMOHHOTO Y10CTOBEPEHUsI

IIpereH3uu HOTDC6HT€JI€I>1 HAIpaBJIATH I10 aApECy.

Poccuiickasa ®@eoepayus

AO «DapmacuHTes»

Anpec: 664040, r. Upkytck, yu. P. JlrokcemOypr, a. 184
Ten: 8-800-100-15-50

Anpec anekTpoHHO# mouThl: info@pharmasyntez.com

Keipevizckas Pecnyoauka
ouy IO «MHCTUTYT MEXIUCIUIUIMHAPHON MEAUIIUHBD)
Anpec: 720010, Ksipreizckas Pecniy6nuka, 1. buiikek, yin. YMeranuesa, 27

Mo0. Ten. (24 gaca): +996-559-552-566
Anpec 3neKTpoHHOM mouThl: pV(@adalan.kz

8. HOMEP PETUCTPAIIMOHHOTI'O YOCTOBEPEHUA
9. IATA TEPBUYHOM PETUCTPAIIUU (ITOATBEPKJIEHWS PETUCTPALINY,
INEPEPETUCTPAIIN)

JlaTa nepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA
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apara Mojehal notryiikh i idlopmatitbrkon

noprajc EBpaSHfICKOTO 9KOHOMHUYECCKOIo COr3a B I/IH(l)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOﬁ CETHU

«UuTepuer» https://eec.eaeunion.org.
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