COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 16.071.2024 N= 585

OBIIAS XAPAKTEPHCTHKA JIEKAPCTBEHAOPO TIPEAAPATA 003

V JlaHHBI JIEKQpCTBEHHBIM TMpenapar MOJJIEKUT JOMOJHUTEIBHOMY MOHUTOPUHTY. OITO
MO3BOJIUT OBICTPO BBISIBUTH HOBYIO HMH(pOpManuio 1mo Oe3omacHocTH. Mbl oOparaemcs K
pabOTHUKAM CHUCTEMBI 3APaBOOXpPaHEHHs C MPOCchOOil co00ImaTh O JFOOBIX MOA03PEBAEMBIX
HEKeNaTeNbHbIX peakuusx. [lopsamok cooOIeHns o HeKeIaTeNbHBIX PeaklusX MPeICTaBiIcH B
paznene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

Kaitenapa, 0,25 mr, TaGieTKH, TOKPHITHIEC TNIEHOYHOU 000TOUKOM.

Kaitennpa, 2 mr, Ta01eTKH, MOKPHITHIE MJICHOYHOU 000IOUKO.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBI COCTAB

JlelicTByrolee BEIECTBO: CUIIOHUMO/I,.

Kaiiennpa, 0.25 mr, TaOJIETKH, TOKPLITHIE INIEHOYHOI 000JI0YKON

Kaxxnas Tabnerka cogepxut 0,250 Mr cunmonumoa (B Buae CUoHnMoaa pymapara (CHIIoHUMO,T
U pymapoBasi KUCJIOTa, COKPUCTAILI).

BcnoMorarenbHble BeleCTBa, HAJMYME KOTOPBIX HAJ0 YYMTBHIBATH B COCTABE JIEKAPCTBEHHOI'O
npenapara: JJakTo3bl MOHOTUIpaT — 62,197 Mr u neuutux coeBbiii — 0,092 mr.

Katienapa, 2 Mr, TabJIETKH, OKPBITHIE ILIEHOYHOM 000J10YKON

Kaxxnas tabnerka comepxut 2,000 Mr cunonnmo/ia (B Buie CUmoHuMo1a pymapara (CHIIOHIMO,T
u pymapoBasi KUCIOTa, COKPUCTAILN).

BcmomorarensHBIC BCIICCTBA, HAJIMYMUC KOTOPLIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npemnapara: J1akTo3bl MoHoruapat — 60,251 Mr u nenutiH coeBblil — 0,092 mr.

ITonnbri MEpCHUCHL BCIIOMOT'aTCIIbHBIX BCUICCTB IPUBEACH B pa3JCJIC 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPHITHIE MIICHOYHOI 000JI0UKOI

Kaiiennpa, 0.25 mr, TabJIETKH, TOKPLITHIE INIEHOYHOI 000JI0YKON

Kpyrnble, NBOSKOBBINYKIIBbIE TaOJIETKH, MOKPBITHIE IUICHOYHOH OOOJOYKOM CBETIIO-KPacHOTO
I[BETA, CO CKOIIEHHBIMU KpasiMH, 0e3 puckH, ¢ rpaBupoBkoit «T» Ha oaHOI cTopoHe n «by —ma
JIPYTOM.

Katienapa, 2 Mr, TabJIeTKH, MOKPBITHIE IVIEHOYHOM 000J10YKON

Kpyrible, ABOSKOBBITYKJIbIE TaOJETKH, MOKPHITHIE IUIEHOYHOH OOOJIOYKONH CBETIIO-KEITOrO
[BETa, CO CKOLIEHHBIMU KpasiMu, 0€3 pucku, ¢ rpaBupoBKkoil «II» Ha ogHON cTOpOHE 1 «by —na
JIPYTOM.
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4. KIMHUYECKME JAHHBIE (MOCNEOOBATENEHOCTE 0003)

4.1. Iloka3zaHusi K NPUMEHEHUIO

[Ipenapar Kaitenapa nokasas jyisi I€4E€HUs B3POCIIbIX MAIMEHTOB B Bo3pacte 18 yieT u crapiie ¢
BTOPUYHO-TIPOTPECCUPYIOMNM paccessHHbIM ckiiepo3oMm (BITPC) (cm. pazmen 5.1).

4.2. PesxuM 103MpPOBaHMs U CTIOCO0 NPUMEHEHUS
Tepanmo CUIMMOHUMOAOM OOJIKCH HAYWMHATHh U KOHTPOJUPOBATHL Bpay, I/IMCIOHII/Iﬁ OIIBIT JICUCHUA

PaCCEAHHOro CKJIEpO3a.

[epen Havanom Tepamuu MpenapaToM HEOOXOAWMO MPOBECTH T'€HOTHIIMPOBAHUE TALlUEHTA 110
CYP2C9, urobs1 onpenenuts craryc nuzopepmenta CYP2CO9 (cm. paznen 4.4,4.5 u 5.2).

Cunonumon npotuBornokaszas y nauueHTo ¢ CYP2C9*3*3-renotunom (cm. pasnensi 4.3 u 4.4 u
5.2).

PexxuM J103upoBaHus

Hauano mepanuu

JleyeHne HAUYMHAIOT CO CTAPTOBOM YMAaKOBKU Ipenapara, pacCUUTaHHOW Ha 5 gHel. Tepamnuro
HAYMHAIOT ¢ 7036l 0,25 Mr OJHOKpPAaTHO B MEPBBI M BTOPOUM IHU TEpaNUU C MOCIEAYIOIIUM
npueMoM 10361 0,5 M OTHOKPATHO B TPETUM JI€Hb, 10361 0,75 MI' OTHOKPATHO B YETBEPTHIH JIeHb
U 710361 1,25 MI OJTHOKpPATHO B MSTHINA JIEHb 10 JOCTHXKEHUSI TIOIJIEP>KUBAIOILIECH J103bI, HAUMHAS C
nrectoro aHs tepamuu (cMm. Tadnuiy 1).

B Teuenuwe mepBbIXx 6 AHEH Hayana Tepanuud PEKOMEHJIOBAHHYIO 103y Mpenapara CileayeT
MPUHUMATH OJIMH Pa3 B CYTKHA yTPOM HE3aBUCUMO OT MpHeMa MUIITH.

Taboauua 1 — Pexxum yBesuuenus 10351 (paza TuTpanumn) 10 10CTUKEHUS NMOIePKUBAIOIIIEH
JA03bI

denb Tepanuu Turpanuonnas | Pexxum Ho3a
7032 TUTPAIUH
Henn 1 0,25 mr 1x0,25 Mr
Jenn 2 0,25 mr 1x0,25 mr
Jensb 3 0,50 mr 2x0,25 mMr TuTtpoBanue 10361
Henn 4 0,75 mr 3x0,25 mr
Jennb 5 1,25 mr 5x0,25 mr
JleHb 6 2 mr* 1 x 2 mr* [TogmepxuBaronias 103a

* — Ilnst maruenToB ¢ reHotunoM CYP2C9*2*3 unu *1*3 pexomenoBaHHAs MOICPKUBAIOIIAS
no3a coctaBimsieT 1 mr 1 pa3 B cytku (4 x 0,25 mr), cMm. Beime u pazaensl 4.4 u 5.2. Ilpuem
JTOTIONHUTENBHBIX 0,25 MT Ha MATHIN J€Hb HE CTABUT TMOJI YIPo3y 0€30MaCHOCTh MaIMeHTa.

Tloooeparcusarowas mepanus

PexomennoBanHas noaaepxkuBaronias go3a st naueHToB ¢ CYP2C9*1*3- unmu CYP2C9*2*3-
TEHOTHIIOM cocTaBiisieT 1 mr (cM. pa3aensl 4.4 u 5.2).

PCKOMGHI[OBaHHa}I Hon;[epncmaa}oma;{ a03a Jis1 IMalueHTOB CO BCEMHU I[pyI‘I/IMI/I T'CHOTHUIIaMU
CYP2C9 cocraBuser 2 MT.
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IIpenapar Kaiienpa npuHuMaroT 1 pas B CyTk (MOCNENCQBATENEHOCTL 0003)

IIponyck 003vl 80 8pems Hauana mepanuu

IIpu nmpomycke npueMa O4YEpeIHOM I03blI B OJUH M3 IEPBBIX IIECTH JHEW TEpalUM JICUCHHE
cleayeT HayaTh C HOBOM CTapTOBOM YIIAKOBKH.

IIponyck 0o3v1 nocie 6-20 Ous mepanuu

B cnyuae nporrycka npuema 10351 Ha3HAYEHHYIO JI03Y CIIeyeT IPUHSATH B CIIEAYIOLIEe 10 TpapuKy
BpeMs [IpUEMa; CIEAYIOLIYIO 103y HE CIIeNyeT YBauBaTh.

IlosmopHoe nauano mepanuu npu nponycke noodoeparcusarouieti 003sl

B cnyuae mpomycka mpuema MOAJIep)KUBAIOIIEH J03bI Ipenapata B TeueHHe 4 wiu Oojee
IIOCJIEIOBATEIIbHBIX JHEH JICUEHHE CIIEAyeT HadyaTb IOBTOPHO C HOBOM CTapTOBOM YIIAKOBKHU.

Oco0nie T'PYIIIBI TAIIMCHTOB

HauueHm bl NOJHCUTIOCO 8o3pacma

[Ipumenenune mnpemapata y NalMEHTOB 65 JieT M craplie HE H3ydyeHo. B KimHumueckux
UCCJIEIOBaHMIX y4acTBOBAJIM MAlMEHTH B Bo3pacte 10 61 roga. B cBs3u ¢ HENOCTATOYHOCTHIO
JAHHBIX 10 3P PEKTUBHOCTH U OE30MACHOCTH CIIEIYET C OCTOPOKHOCTHIO IPUMEHSTH IIpenapar y
MOXKHMJIBIX MMAIIMEHTOB (CM. pazaen 5.2).

Tayuenmsi ¢ HapywieHuem yHKyuu novex

Ha ocHOBe HaHHBIX KIMHUYECKHX HCCICIOBaHUMN, HE TPeOYeTCsl KOPPEKIUH 03Bl Mperapara y
MAIMEeHTOB ¢ HapylieHneM (DyHKIIMHU movek (cM. pasaen 5.2).

Tayuenmoi ¢ HapywieHuem QYHKYuUU neveHu

[IpenapaT npoTHBOINOKAa3aH y MAIMEHTOB C HapylIeHHEM (DYHKIMM MEYEHH TSDKEIOM CTENeHU
(xnmacc C no knaccudpukanuu Yaitna-Ileto, cM. pasnen 4.3). Hecmotpst Ha To, uTO HE TpeOyercs
KOPPEKIMU J03bI Mpernapara y NalleHToOB ¢ HapyleHHeM (YyHKIMU NEeUeHH JIETKON U cpeqHen
CTENEHEeH TSHKECTH, clelyeT coOMoAaTh OCTOPOKHOCTh NPHU Hadaje Tepamnuu IpernaparoMm y
NAIMEHTOB JaHHOM Ipynnsl (cM. pa3aen 4.4 u 5.2).

CTH

be3onacHocTh 1 3 PeKTUBHOCTD Mpemnapara y AeTeil 1 HoapocTKoB B Bo3pacte oT 0 10 18 et He
yCTaHOBJIEHBI. /laHHbBIE OTCYTCTBYIOT.

Crrocob nmpuMeHeHUs

[Ipenapat npuHUMAIOT BHYTPb HE3aBUCUMO OT IIpHEMa MUIITH, TAOJIETKH MPOTIaThIBAIOT IIETUKOM,
3aIMBast BOJOM.

4.3. IlpoTuBONOKA3aHUS
- ['unepuyBCTBUTENHLHOCTD K JICHCTBYIOIIEMY BEIIECTBY, apaxHCy, COS WU K JIIOOOMY 13

BCIIOMOTaTEJIbHBIX BELIECTB, IEPEUNCIICHHBIX B pa3zeine 6.1.
- CuHIpPOM UMMYHOAE(DUIUTA.
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- Tporpeccupyiolmas My IbTH OKaTbHas TeiikodHuedanbiaind mm kpHhTOROKKOBLIA MEHHHTIT

B aHaMHE3e.

- AKTHBHBIE 3]I0KaU€CTBEHHbIE HOBOOOPA30BaHMSI.

- Hapymienue gynkiun nedenu spkenoit crenenn (knacce C mo knaccudukanun Yaitng-I1s1o).

- Hanuuue B aHamHe3e B TeueHUE MPEANISCTBYIOMIMX 6 MecsueB HHpapKTa MHUOKapAa,
HECTaOMJIPHOM CTEHOKApWH, HHCYJIbTa/TpaH3uTOpHOU nmemMudeckor ataku (TUA), cepaednoit
HEJOCTAaTOYHOCTH B CTaAWM JACKOMIIEHCAaluu (TpeOyrolel CTaloHapHOW Tepamuu) WIn
cepreyHor  HemoctatouHoct  kmacca III/IV mo  kmaccuduxanmu Hbm—ﬂopKCKoﬁ
KapJIMO0JIOTMYecKoi accounanuu (cM. pazaen 4.4).

- AtpuoBentpukyisipaas 6nokana Il u III creneneit Tuma MoOuTn 11, cunoarpuansHas Giokana,
CUH/IPOM €1a00CTH CUHYCOBOTO y3ja B aHaMHE3€ MPU OTCYTCTBUU 3JIEKTPOKAPAUOCTUMYIIATOPA
(cm. paznmen 4.4).

- [TanmenTHI ¢ TOMO3UTOTHBIM TeHOTUTIOM H30depmenTa CYP2C9*3 (CYP2C9*3*3) (menneHHBIH
MeTabom3aTop).

- bepemMeHHOCTh, a TakXke y MAIlMEHTOK C COXPAaHEHHBIM PETMPOAYKTUBHBIM MOTEHIIMAIOM, HE
UCTIONB3YIONINX 3G (HEKTUBHYIO KOHTpaLeNuio (cM. pasaensl 4.4 u 4.6).

4.4. OcoOble yka3aHMsl M MepPbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

Hnghexyuonnnie 3abonesanus

KmtoueBsiM  apmakonuHamuueckuM  3pQekToM mpenapaTa  SIBISETCS  J10303aBHCHMOE
YMEHBIICHUE KOJIMYecTBa TUMQPOLUTOB B nepudepudeckoir kporu 10 20-30 % oT MCXOAHOTO
KOJINYECTBA, 00YCIOBJICHHOE UX 00PaTUMBIM TepepacipeieieHueM B TUM(OUIHBIX TKaHIX (CM.
pazmen 5.1).

B cBsi3u ¢ BIMsSIHUEM TNIpenapaTa Ha IMMYHHYIO CHCTEMY BO3MOYKHO YBEITHUCHHUE PHCKA Pa3BUTHS
uHbekuuii (cm. pasaen 4.8).

[lepen HawamoM Tepamuu TMpemapaToM CJIEIyeT IMONYYUTh Pe3yJbTaT OOIIEro KIMHHUYECKOTO
aHaJM3a KPOBH, BHIMOJIHEHHOTO B T€UEHHE 6 MeCSIIeB, MPE/IIeCTBYIONINX Havaly Tepanuu, Wi
rocJie OTMEHBI MpeAlecTByomen Tepanuu. OIeHKYy pe3ysbTraTa o0IIero KIIMHUYECKOro aHamu3a
KPOBH PEKOMEHAYETCSl TaKKe MPOBOAUTH uepe3 3—4 Mecslla MoOcie Hauyajda Tepanud U B
JANbHEUIIIEM He PeXe OJHOTO pas3a B TOJ, a TAK)KE B CIIydae MOSBICHUS MPU3HAKOB WH(EKIIHH.
IIpy TOATBEPKIECHHOM CHHMKEHHUH abCONIOTHOTO KojudecTBa numdouutos < 0,2*¥10°/1 nosy
npernapara cielyeT yMEHBIINTh, MOCKOJIbKY B KIMHHUYECKUX HCCIIEIOBAaHUAX J03y Ipernapara
CHWKAlM y TALMEHTOB ¢ abCOMIOTHBIM KomudecTBoM jumdonutos < 0,2*10%n. Ipu
TIOATBEP:KIEHHOM CHIKEHUH a6COIIOTHOTO KoyimdecTsa tuMdorutos 10 < 0,2*10°/1 y nauuenra,
MOJTyYaloIero npenapar B Jo3e | Mr, Tepanuio mpernapaToM cleayeT BpeMEeHHO npepBath. [lpu
BOCCTAHOBJIEHHH aOCOMIOTHOTO KomuuecTBa IuMpomuToB > 0,6*10°/1 BO3MOKHO PacCMOTPETH
BO300HOBJICHHE JICUCHHUS MIPETapaToOM.

Y nanmueHToB ¢ TSOKENbIM HH(EKIIMOHHBIM 3a00JeBaHMEM B aKTUBHOW (a3e HeoOXoaumo
OTJIOKUTH HAYAJIO JICUCHUS MIPEIapaToM JI0 Pa3pelIeHUs JAHHOTO COCTOSTHUSA. [10CKOJIBKY Takon
OCTaTOYHBIN (hapMakogHAMHUYECKUN APPEKT, KaK yMCHBIICHUE KOJMYECTBA JTUMQOIMTOB B
nepudepruvIecKoil KpOBH, MOXKET COXPAHIThCSA B TeUeHUE 3—4 HEAeNIb IMOCe MpeKpanieHus
TEparuu, B 3TOT MEPUOJ HEOOXOJIUMO COXPAHATh HACTOPOXKEHHOCTh B OTHOIICHWH Pa3BUTHS
uHekmii (cM. myHKT «[IpekpalieHue Tepanuu npenapaTom» ).
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[TanmeHnToB, MOJAy4YArOIMX  TEPANUIO  MIPE HapaToﬁl,-l':':EJ;@(Q@B;'EMQM@M%] 0

HEOOXOIMMOCTH HE3aMeIITUTENIbHO COO0IIaTh Bpauy O cuMnToMax MH(exmuu. I[Ipu pa3zButuu
CUMITOMOB MH(EKIMOHHOIO Ipoliecca Ha (OHE Tepanuu MpernaparoM HEOOXOIWMO MPOBECTU
3¢ deKTUBHBIE THATHOCTHYECKUE W TepaneBTHUECKUE Meponpustus. [Ipu pa3BUTHU Cepbe3HOM
MH(EKIMY y NaleHTa, nojgyyatoliero npenapat Kaiienapa, cienyer paccMOTpeTh BO3MOXKHOCTh
OTMEHBI TEpaIHH.

Cnyuan pa3BUTHA KPUNTOKOKKOBOIO MEHHMHIUTA 3aperMCTPUPOBAaHbl IIPU IPUMEHEHUU
CHUIIOHUMO/A. HpI/I Pa3BUTHHU y MallUCHTA CUMIITOMOB, IO3BOJIAIOIINX 3allOJ03PUTH PAa3BUTUC
JTAHHOT'O COCTOSIHMS, CJIEAYeT HEe3aMEeUINTEIbHO MPOBECTH COOTBETCTBYIONINE JUATHOCTUUECKUE
Meponpusatus. Ilpumenenue npenapara Kailenapa cieayer BpPEMEHHO MPUOCTAHOBUTH 10
UCKJIIOYEHHS] KPUIITOKOKKOBOTO MEHMHTUTA, MPH TMOATBEPXKACHUM IHAarHo3a clieyeT HadaTb
COOTBETCTBYIOIIIEE JICUCHUE.

B nporpamme pa3pa®oTku mpemnapara HE OTMEUEHO CIIy4aeB Ppa3BUTHUS IPOrPECCHPYIOLICH
MyabTH(OKATBHOI elikosHnedaronarun (IIMJI), oqHako Takue cirydan 3aperucTpUpOBaHbI TPH
NpUMEHEHUH Jpyroro  wmoxayisitopa  SIP-penentopoB. Bpauy cinegyer  coxpaHsTh
HAaCTOPOXKEHHOCTh B OTHOUICHUH BO3MOXHBIX KJIMHUYECKUX CUMITOMOB WJIM JaHHBIX MAarHUTHO-
pe3onancHoi Tomorpaduu (MPT), mo3Bosstomux 3anono3puth [IMJL. Tlpu nomo3penun va ITMJI
clelyeT MPUOCTAaHOBUTH JieueHue npemnaparoM KalieHapa 10 UCKITIOYEHHs JTaHHOTO TUarHo3a.

Bo Bpems Tepanuu CUIIOHUMOJIOM OBUTH 3apETHCTPUPOBAHBI CTy4Yal TeprieCBUPYCHON HHPEKIINN
(BKJIFOUAs Cllydya MEHHWHTHTA WM MEHHMHTOdHIE(danInTa, BhI3BaHHBIE BUpYcoM Varicella zoster
(VZV). Tlpn BO3HUKHOBEHHMH MEHHMHTHTA WM MEHWHTO3HIIC(aNTNTa, BHI3BAHHBIX BHUPYCOM
repreca, NpPUEM CHIIOHUMOJA CIIEAYyeT MPEKPAaTUTh W HAa3HAYUTh MOJIXOJAIIEE JICUCHHE
cooTBeTcTByIOIerd wuHPekuu. I[laneHToB, y KOTOpPBIX OTCYTCTBYIOT JOKYMEHTaJIbHO
MOATBEPKJCHHBIE JaHHBIE O MEPEHECEHHOW BETPSIHOW OCIE€ WJIM O MOJHOM KypCe BaKIMHALUU
npotuB VZV, crneayer o0OcienoBaTh AJs BBISBICHHS aHTUTEN K VZV mepes HauaioM Tepanuu
(cM. HUKE «Bakyunayusy).

Baxyunayus

IIpu orcyTcTBUM aHTUTEI K BUPYCY VZV nanueHTy ciaeayeT NPOBECTHU IOJIHbIM KypC BAKIIUHALIUY
JI0 Hayaja Tepaluy MpernapaToM, KOTOPOE CIEIyeT OTJIOKHUTh Ha | MecsI] A0 pa3BUTHS MOJIHOIO
MMMYHHOTO OTBETa Ha BaKIMHAIUIO (CM. pa3zen 4.8).

Crnenyer wusberaTb INPUMEHEHMsI >XHMBBIX ATTEHYHMPOBAHHBIX BAaKIMH BO BpeMs Tepanuu
IpenapaToM, a TakXke B TeUeHUe 4 HeJleNb MocIIe ee MpeKpalleHus (cM. paszaen 4.5).

Jlpyrue TUMBI BaKIIMH MOTYT OBITh MeHee d(P(PEKTUBHBIMHU NP MPUMEHEHUH BO BPEMsI TEPAITUH
CUIIOHUMOJIOM (cM. paszzaen 4.5). PexomeHayeTcsi IpUOCTaHOBKAa Tepamuu 3a 1 Henemo a0 u
BO300OHOBJICHHE HE paHee ueM uepe3 4 Helenu IMOocie TUTAaHHpYyeMO# BakiuHaiuu. B cioydae
MPUOCTAHOBKH TEpaluu CHUIIOHUMOJOM CIEAYET YYUTHIBaTh PUCK OOOCTPEHMs] AKTUBHOCTU
3a0oneBanus (cM. HIKe moapasaen «[Ipekpaiienue Tepanuu npenapaTom ).

IIpomusoonyxonegvle npenapamoi, UMMYHOMOOYIAMOPbL U UMMYHOCYNPECCAHMbL

YuureiBas PUCK AAJUTUBHOI'O BJIUAHUA Ha HMMYHHYIKO CUCTEMY, CICAYCT CO6J'IIO,Z[aTI>
OCTOPOKHOCTb IIpU OJHOBPEMCHHOM IIPUMCHCHHUU IIpCllapaTa C€ MPOTUBOOITYXOJICBBIMHA
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CpeaCTBaMHU, MMMYHOMOJIYJIATOPaMHU T 'M&%%@EQ&M CT :(1';] 003) g,

IIOKOKOPTUKOCTEpouiaMu) (cM. pazzaen 4.5).
Makynapuwiti omex

B xnmnuanveckom uccnenoBanui 1 ¢aspl ciydan pasBUTHS MakyJIsIpHOTO OTEKa OTMEYAIUCH Yallle
npu npuMmeHeHnu cunonumona (1,8 %) no cpaBuenuto ¢ miane6o (0,2 %). bonpmuHCcTBO 3THX
CIIy4aeB 3aperucTpUpOBaHbl B NepBble 3—4 Mecslla Mocjie Havajla Tepanuu, B CBSA3U C YEM Yepe3
3-4 Mecsna mocie Haydana Tepalud PEKOMEHJOBAHO O(TaJbMOJIOTHYECKOE O0CIe10BaHUE.
[Tockonbky Takue ciyyaun OTMEUAJINCh M NpH OoJjiee AIUTEIbHOM NPUMEHEHUH Ipernapata,
ManyeHTa cieayeT NpouHGOPMHPOBATH O HEOOXOAMMOCTH COOOMIATh JeYalleMy Bpady o
HapyILIEHHUSIX CO CTOPOHBI 3pEHMS B TEUEHUE BCET0 BPEMEHHU IIpueMa npenapara. B aTux ciyuasx
PEKOMEHI0BAaHO IPOBECTU OCMOTP IJIa3HOTO JIHA, BKIIIOYAsi MAKYJIIPHYIO 00JIaCTh.

Tepanmo npemnapaTtomM HE CICAYCT HAYMHATD Y MAlIUCHTOB C MAKYJIAPHBIM OTCKOM 10 PA3pCUICHUA
JaHHOTI'O COCTOsSHUA.

VY manueHToB ¢ caxapHbIM T1a0eToOM, YBEUTOM B aHAMHE3€ WJIH Y MALIMEHTOB C COMYTCTBYIOIIUMHU
NOPAKEHUSIMU CETYATKU OTMEYAeTCs MOBBIIICHHBIM PUCK Pa3BUTUS MAaKYJSIPHOIO OTEKa (CM.
pa3zaen 4.8). Y manueHToB JaHHBIX KaTErOpUil pEKOMEHYETCs IPOBOAUTH O()TAIBMOIOTHYECKOE
obcnenoBaHue A0 HaYaila U BO BpeMs Tepamnuu npenaparom Kaitenapa.

O1eHKy BO3MOYKHOCTHU MIPOJICHUS TEPAIUU MPerapaToM y MaMeHTOB ¢ MaKyJISIPHbIM OTEKOM He
npoBoaAuIU. PeKOMEeHI0BaHO MPUOCTAHOBUTH TEPAITUIO CUTIOHUMOOM TPY Pa3BUTHH Y MAIIUEHTA
MaKyJSIpHOTO OTeKa. Bormpoc 0 BO3MOXKHOCTH BO30OHOBIICHHUS TEPAIHU IMPEMapaTOM CIEAYyeT
paccMaTpuBaTh B MHANBUIYAIBHOM MOPSAKE HA OCHOBAHUH OTHOIICHHS «TI0Jb3a — PUCKY.

bpaouapummus
Yacmoma cepoeunvix coxpauenuti (4CC)

B cBsi3u ¢ pazButueM tpanszutopHoro cHmxkeHus YCC Ha ¢oHe Hayajga Teparnuyd CUITOHUMOIOM
(cm. paznmen 4.8 u 5.1), meyeHue npenapaToM HAYMHAIOT MO CXEME IMOATAITHOTO TOBBIIMICHUS 1036
JI0 TOCTHKEHHS TOIEP>KUBAIOIIEH 03Bl K IIECTOMY THIO Tepanuu (cM. pazzaen 4.2).

Cumxenne YCC HaunMHaeTCs B TUTPAIMOHHON (haze B TeUEHHE Yaca Mocie MprueMa nepBoil 1036l
U JOCTUTaeT MaKCUMyMa B IIEPBBIN A€Hb B TeUeHHE NpuOIn3uTeNbHo 3—4 yacos. B nocnenyromue
THA TUTPAIIMOHHOW (a3pl Ha (POHE MPOJOIKAIONIETOCS TOBBIMICHUS 03Bl OTMEYaeTCs
nanpHeimee ymeHblieHne YCC ¢ MaKCUMaJbHBIM CHUKEHHEM K MSATOMY-IIECTOMY JHIO OT
HCXOJIHOTO YPOBHsI, HAOJII0IaBIIETOCS B IEPBHIH JIeHb. MakcumanbHOe cyTouHoe cHikeHne YCC
B a0COJIIOTHOM CpEIHEYaCOBOM 3HAUYEHHUU HAOIIOAaeTcs B MEPBBIM J€Hb, IPU 3TOM YacTOTa
MyJIbCa CHIDKAETCS B CpelHEM Ha 5—6 ynapoB B MUHYTY (yI./MuH). B mocienyroriye JHu Tepanuu
MIOCT-JI030BbIe CHMKEHUsI MeHee BhIpakeHbl. Ha ¢one mocnenyromiero npuema YCC HaunmHaet
YBEJIMYMUBATHCS TOCJE IIECTOrO AHS M JIOCTUTAET YPOBHS IUIAne00 B TEUEHHUE AECATH JHEH OT
Hayaja Teparnuu.

Cnyuan cHmxenuss YCC menee 40 yn./MuH OTMedalnch penko. B 1enom, mamueHTsl ¢
Opaaukapanei He UCTIBITHIBAIN CUMIITOMOB, HEOOIBIIIOE KOJIMYECTBO MAIIMEHTOB OTMEYAIH CI1a00
WM YMEPEHHO BBIPaKEHHBIE CUMIITOMBI, BKIIIOUasi TOJIOBOKPYKEHUE UITU OO0JIb B TPYIHOM KIIETKE
HEKapAUaTbHOTO TIPOUCXOXKICHHUS, KOTOPHIE Pa3pelIaliuCh CaMOCTOATEIHHO 0€3 BMEIIaTeIbCTBa
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B TeueHue 24 yacoB (cM. pasnen 4.8). [Ipu He )GXOﬂHMB@P;EEﬂJ%J}EﬂEJI—' %&é%};‘ HCC,

MHAYLUPOBAHHOTO CHUIIOHMMOJOM, BO3MOXHO TapEHTEPaJbHOE BBEIACHHE AaTPONMHA WIN
U30MPEHAIINHA.

AmpuosenmpuxynapHuas npoeooumMocms

Havano  Ttepanuu  mpemapaToM — CONPOBOXKIAJIOCh  TPAH3UTOPHBIM  3aMEICHUEM
ATPUOBEHTPUKYJISIPHON MMPOBOIUMOCTH, BPEMEHHBIC PAMKH ObLTH aHaIoru4HbI cHkeHno UCC B
¢daze TuTpanuu. B OONbIIMHCTBE CllydaeB OTMEUEHBI SBJICHUS aTPUOBEHTPUKYIISIPHON OJ0KaIbI
(AB-6mokanpl) 1 crenmenun (ymnunenue wHTepBana PR Ha amextpokapmuorpamme, OKI). B
KJIIMHAYECKUX HccienoBanusax y 1,7 % manueHToB B Havalie Tepanuu OTMEYEHO pa3BuTue AB-
onokazsl Il crenenu, kak mpaBuiio, o Tumy Moo6uti 1. SIBnenus HapyiieHus mpoBOANMMOCTH, KaK
MPaBUIIO, OBLTUM TPAH3UTOPHBIMH, ACUMIITOMHBIMH, pa3pellauch B TeueHue 24 4acoB W HE
TpeOOBaJIM OTMEHBI IIperapara.

PeKOMeH()auuu no Hauailxy mepanuu 'y nayueHnioe ¢ HEKOmopbiMu KapduOﬂoeuquKuMu
COCMOAHRUAMU 6 AHAMHE3E

B kauectBe Mephl MPEeJOCTOPONKHOCTH y MAIMEHTOB ¢ CHHycoBoM Opaamkapaueir (UCC < 55
ya./muH), AB-610kanoii nepsoit wim Bropoii crenenn (Mobwurtn 1), nin napapkToM MHOKapAaa B
aHaMHEe3e, WK CepJIeYHON HEJOCTaTOUHOCTbIO (TAIIUEHTHI C CEPACUHOM HEAOCTAaTOYHOCTRIO | min
Il cremenu mo knaccudukanuy Hpro-Mopkckoil KapauoIornueckoil accouuarun) B aHAMHe3e
(ecyi Tepanus He TPOTUBOIIOKA3aHa, CM. pa3fen 4.3) clieryeT MPOBOIUTH HAOIIOICHUE B TCUECHUE
6 JacoB Iocje IpueMa MepBoi 103kl IpenapaTa ¢ LeJIbl0 BBIBICHUS NPU3HAKOB U CUMIITOMOB
O6paaukapauu. PekomennoBano nposenenue JKI' nccnenoBanus nepen HayaloM TEparuu U MO
OKOHYaHUU Nepro/ia HabIr0AeHUs TaKUX MaueHToB. [Ipu pa3BUTHH OCTA030BOM OpaguapuTMHUU
WM CUMIITOMOB, CBSI3aHHBIX C HAPYLICHUEM IPOBOIUMOCTH, WK NpH BbisiBIeHUH Ha DK, cHsATOM
yepe3 6 4acoB MOCIIE MpUeMa IepBOi 103bl, HOBBIX MPpU3HAKOB AB-010Ka b BTOPOIl CTETIEHN WK
BbIIlIe, WK yBenudyeHus natepsana QTc > 500 mc, cienyer HauaTh COOTBETCTBYIOIEE JIEUEHUE U
NPOJJINTH HAOJIOEHUE BIUIOTH JI0 Pa3pelIeHUs COCTOSIHUS/BOCCTAHOBIICHHS Moka3aTeneil. [Ipu
HEOOXOMMOCTH JIEKApCTBEHHOH Tepanmuu HEOO0XOAMMO NPOJUIMTh HAONIOJEHHE IO MEHbIIEH
Mepe 710 yTpa CIEAYIOIIEro JHs U IOBTOPUTH 6-4acoBOE HAOIIOIEHHE 110CIIE IpUeMa BTOPOH A03bI.

B cBa3u ¢ pPUCKOM pa3BUTUS CEPHE3HBIX HAPYLICHUM CEpACYHOIO PUTMA WU 3HAYMMOWU
Opanukapauy Tpenapar He cJjeayeT HNPHUMEHATb Y TMAalMEHTOB C CHUMITOMAaTH4YECKOU
Opanukapavell WIM SIU30JaMHM CHHKOIIE B aHaMHE3€, HEKOHTPOJIUPYEMOM apTepuaibHOU
TUIEPTEH3UEH WIM TSDKENBIM HEJIEYEHBIM CHHAPOMOM aIlHO? CHA. Y TakKWX I[IallMeHTOB
BO3MO)XKHOCTb IPHMEHEHHsS CHUIIOHUMOJA CIEAyeT pacCMaTpuBaThb TOJIBKO B CiIy4ae, €ClU
OXMJaemasl I0Jb3a IPEBBIIIAET NOTCHUUANbHbIE PUCKHU. llepen HavamoMm Tepanuu y TakuX
NAlMEHTOB CIIEyeT IPOKOHCYJIbTUPOBAThCA C KapAMOJIOrOM C Lieibio BblOOpa Haumbonee
ONTUMAJILHOTO C1I0c00a MOHUTOPUHTIA CEPCUHON AEATEIbHOCTH.

B CIiCMaJIM3UPOBAHHOM QT-I/ICCJ'IGI[OBaHI/II/I HC BBIABJICHO 3HAYUMOI'0 MIpPAMOro BJIMUSAHUA
npenapara Kaiienapa Ha ymiuHeHue uHTepBaia QT, a Takke apUTMOTeHHOrO MOTEHIHMAaa,
CBsA3aHHOTO ¢ yanuHeHueM uHTepBana QT. Hauanmo tepanuu mpenapatomM MOKET NPUBOIUTH K
ymenbinennto YCC u kocBeHHO — K yanuHeHuto unrepBana QT B daze tutpanuu. [Ipumenenue
mpemnapaTa He M3y4alioch y MAIlMeHTOB CO 3HAUYMMBIM yinHeHueM uHtepBaita QT (> 500 mc), a
TaKXKe y TMalMeHTOB, IMOJYYalOlIUX Mpenaparel, crnocoOHele ymmHAT, uHTepBan QT. Ilpu
PACCMOTPCHUHN BOIIPOCAa O TCpallkU IMPENapaToM Yy MAUCHTOB C COIMYTCTBYIOIIHWM 3HAYWMbIM
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yayiuHeHnreM uHtepBaia QT uinu y mainueHTos, nonyqafﬂﬂi;'&ﬁﬁélﬁ#h%lﬁwgé}&% 9;{%1711;{51Tb

uHtepBasl QT, ¢ OOIIEU3BECTHHIM APUTMOTEHHBIM MOTEHIMANIOM, Iepe]l HayajloM Teparnuu
CJIEZlyeT MPOKOHCYJIBTUPOBATHCA C KapAWOJIOTOM C IENbI0 BBIOOpa Hambojee ONTUMAIbHOTO
crocob6a MOHUTOPHUHTA CEPICYHOM AEATEIbHOCTHU IPY Havajle Tepanuu.

[Ipumenenne mpemnapaTta y HalieHTOB C apUTMUEH, TpeOyroIel MequKaMeHTO3HOW KOPPEKIIUU
AHTUAPUTMUYECKUMH MpernapaTaMu kiacca [A (Hanpumep, XMHUIWH, TPOKaWHAMHKT) WU KJlacca
III (Hampumep, aMHMOAAPOH, COTANO]) HE HU3y4yaloch. IIpruMeHEHHE aHTHMAPUTMHUYECKHUX
npemapaToB kiacca [A u kiacca IIl y marueHTOB ¢ OpaguapuTMHeid aCCOIMUPOBAHO CO CITydassMU
pa3BHUTHS HAPYIICHUH cepledHoro putMa Tuma torsades de pointes. [lockoapKy Hadaao Tepanuu
npenaparoM Kaliennpa mpuBoautr k cHuxeHutro YCC, HE pPEKOMEHJIOBAHO OJHOBPEMEHHOE
IIPUMEHEHNE BhIIIEyKa3aHHBIX IIPErapaToB B HAYalIbHOH (a3e Tepanuu.

OneIT NpUMEHEHMS IIPEnapaTa OrpaHUY€eH y MALIUEHTOB, OIYYaOUINX OJHOBPEMEHHYIO TEPAIUIO
npenapatamMu 0JIOKaTOpaMu KaJIbIIUEBBIX KaHaANoB, cHIbKaommmu YCC (Hanpumep, BeparnaMul
WIM JWITHA3eM), WIM JIPYTMMH CpeicTBamH, KoTtopble MoryT cHmkarb UCC (Hampumep,
uBaOpaauH wiu aurokcuH). OJHOBpeMEHHOE TNPUMEHEHHE [aHHBIX MpPErnapaTroB BO BpeMs
Tepanuu npenapatoM KaiieHapa MoxeT MpUBECTH K pa3BUTHUIO TSKENIONW OpaguKapIuu U 6J10Ka bl
cepana. B cBsa3u ¢ Bo3MOxkHBIM aamuTuBHbIM 3¢ dexTom Ha YCC mpuMmeHeHHe mpemnapara y
NalMEHTOB, MOJYYaloIlUX JaHHBIE CPEICTBA, B LIEJIOM HE PEKOMEHJOBaHO (cM. pasnen 4.5). Y
TaKUX MAIMEHTOB BO3MOKHOCTh NPUMEHEHUS CUIIOHMMOJIA CIEAyeT paccMaTpuBaTh TOJBKO B
cllydae, €ClIii OXKMJAaeMasl I0Jib3a IPEBBIIAET IMOTEHUMalIbHbIE puUckU. IIpu paccmoTpenun
BOMPOCAa O BO3MOXKHOCTH OJHOBPEMEHHOTO NPUMEHEHHMs YKa3aHHBIX IpernapatoB Ha (oHe
CTapTOBOW Tepanuu mnpenaparom KaiieHapa cienyeT NpOKOHCYIbTHPOBATHCS C KapAHOJIOIOM C
LIEJIbIO OTPEIENIEHNS BO3MOKHOCTH IIEPEX0/1a Ha Tepanuio npenaparamu, He cHkaromumu YCC,
WM BbIOOpa ONTUMAIbHOTO MOHUTOPUHTIA CEPACUHON EATEIIbHOCTH B Hayalle Teparuu.

Bpagnaputmuueckuii 3pdext Oonee BbIpakeH NMpU MPUMEHEHUU IpernapaTa OJHOBPEMEHHO C
Oera-anpeHobI0kaTopamMu. Y MalMeHTOB, MOMyYaloMuX OeTa-aapeHOOIOKATOPhl B CTAOUIBHBIX
no3ax, ciemyet npensaputensHo oueHUTh YCC B cocrosHuM mokos. [IpuMeHenue mpemaparta
Kaiiennpa Ha (oHe XpoHHUYECKOro mprueMma Oera-aapeHo0Io0KaTopoB Bo3MoxHO, eciu YCC B
nokoe > 50 yu./muH. B cirydae, eciin UCC B mokoe < 50 ya./MuH, ClielyeT mpepBaTh mpueM oOeTa-
anpenoOnokatopa a0 BoccraHoBieHus UCC > 50 ya./muH, mocie Yero MOXXKHO HadaTh
npuMeHeHue npemnapara Kaiiennpa. Bo3oOHoBIeHre Tepanmuu OeTa-aapeH00I0KaTOPOM B TAaKOM
Clly4ae BO3MOXKHO TMOCNIe OKOHYaHHS (a3bl TUTPALUU U AOCTHKCHHS TOJICPKUBAIOLIEH O3B
npenapata Kaitennpa (cMm. paznen 4.5).

DyHKyus nevenu

Ilepen HavamoM Tepamuu TMpemapaToM CjleayeT MOJIyYduTh pe3yJbTaThl J1abopaTOpHOro
OIpeNieIeHUs] TOoKaszaTesiell aKTHBHOCTM TpaHCAMUHA3 M KOHIEHTpauuu OwiupyOouHa (T.e.
BBITNIOJTHEHHBIX B TE€YEHHUE HIECTH MECALIEB, IPEAIIECTBYIOLINX HAYally TEpaIyH).

B xmuandeckom uccnegoanuu I ¢aser y 5,6 % namueHToB, MOJIyYaBIINX CUTIOHUMO/T B 103€ 2
mr, u 1,5 % mnaumeHToB, NOIy4aBIIMX IUIANe00, OTMEUYAIOCh YBEIMUYEHHE AKTHMBHOCTHU
ananuHamuHoTpaHchepassl (AJIT) wmnm acmapraramunotpancdepazsl (ACT) B Tpu pasa
IPEBBIIIAIOIINX BEPXHIOKO rpanuily HopMsl (BI'H). B knmuHnueckux ucciaeioBaHusAX MPUMEHEHHE
npenapaTta IpeKkpaljald NpU yBeIMYEHUM Mokaszareneil > 3 BI'H u Hanuuum cuMnTOMOB,
CBSI3aHHBIX C (PyHKIMEH MeueHH, WM pU yBeIUYeHuH mnokasareneit > 5 BI'H. B knuanyeckom
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JaHHBIX KPUTCPUCB.

[Tpr mosIBIIEHUW BO BpeMsl NMPUMEHCHHS Ipernapara CHMIITOMOB, ITO3BOJISIONIMX 3arloJ03PHUTh
HapymieHre (YHKIMU TICYCHH, TaKMX KaK HEOOBSCHMMAs TOIIHOTA, PBOTA, OOJIb B JKUBOTE,
TIOBBIIIICHHAS] YTOMIIIEMOCTh, aHOPEKCHSI, ChIIIb C 303WHOMMIMEH WU KENTyXa W/WIN TEeMHOE
OKpAaIllMBaHUE MOYH, CIEAYEeT ONMPEACIUTh aKTUBHOCTh (DEPMEHTOB TEUEHU U, MPH BBISIBICHUU
CEPhE3HOT0 TIOBPEXKICHUS TICUCHH, IIPEnapar clieayeT OTMEHUTh. Bo300HOBICHHE Tepanuu Oy ieT
3aBUCETh OT TOr0, OyJeT JIU yCTAaHOBJICHA JIpyras MpHYWHA MOBPEKIACHHS TICUCHHU, a TAKKE OT
MPEUMYIIIECTB BO30OHOBIICHUSI TEPAIMH JUIsl TAIMEHTa IO CPAaBHCHUIO C PUCKOM PEIHINBa
TUC(HYHKITMH TICUCHH.

HecMoTpst Ha OTCYTCTBHE JaHHBIX O TIOBBIIICHHOM PUCKE YBEINYEHHS aKTUBHOCTH MEUYECHOUYHBIX
(epMEHTOB y MAalMEHTOB C CYUIECTBYIOIIMMHU 3a00JIEBaHUSAMHU TIeYeHH Ha (hOHE Tepanuu
npenapatom Kalienapa, cienyer coOnogaTb OCTOPOXKHOCTb NMpPU NMPUMEHEHHM Ipernapara y
MAIMEHTOB CO 3HAYMMBIMH 3a00JICBAaHUSAMU TICUYCHH B aHAMHE3E.

Hoesoobpa3zosanus korcu

B knmuandeckom uccnenoBanuu A2304 nanbosee 4acThIM KOKHBIM HOBOOOPa30BaHHUEM SIBIISLIACH
0a3aIbHOKIICTOYHAS KapIIMHOMA KOXKH, KOTOpas ObljIa C 0OIMHAKOBOM YaCTOTOM 3aperucTpUpOBaHa
KaKk B IpyMNIe NalUeHTOB, ModydaBIUX Tepanuto npenapatoMm (1,1 %), Tak um momyyaBmImx
miane6o (1,3 %). Ilo maHHBIM TOTO K€ KIMHMYECKOTO HCCJICJIOBAHMS, YacTOoTa CIIydacB
MJIOCKOKJIETOYHON KapIIMHOMBI B TPYyINIE MallMeHTOB, MOJydaBmMx mnpemnapat Kaitenapa, u B
rpynmne ManueHToB, MoNyYaBIIux Iianedo, 6bputa oguHakoBoii (0,2 %). OmHaKo y MalueHTOB,
MOJTyYaBIIUX JICUCHUE CUIIOHHUMOJOM C Ooliee IIMTENBHOM HKCIO3UIUEH, a TakkKe Teparuio
IpyruM mopayiaropoMm S1P-penentopoB, OTMeuanoch pa3BUTUE JPYTUX 3JT0KAYECTBEHHBIX
HOBOOOpA30BaHUI KOXKHU, BKIIOYAsT MEJIAHOMY.

Bcem nmanmenTam pekoMeHayeTcsl MPOBOAUTH 00CIeIOBaHNE KOXKH MPU Havalle TEPANuu U 3aTeM
KaxJple 6-12 MecsleB ¢ yu4eToM KIMHUYECKOM oleHKU. [lanueHtam ciegyer peKkoMeHI0BaTh
HE3aMe/UIUTEIHHO COOOIIATh JIeUaIleMy Bpady O JIOOBIX MOAO3PUTENBHBIX MOPAKEHUSX KOXKU.
[TanmeHTOB, MONyYAOIIUX JIEYCHHE MPEmapaToM, CIEIyeT MPEeAynpeauTh O HEO0OXOTUMOCTU
MIPUMEHEHUSL CPEJCTB 3aILUTHl OT COJIHEUHOTO M3Jy4YeHUsA. Y TaKuX MHAlUUECHTOB HE CIEAYET
MIPOBOJIMTH OJHOBPEMEHHYIO (OTOTEpaIuio ¢ ucronb3oBanreMm Y D-B m3myuenus wiu [TYBA-
TEpanuIo.

HenpedeudeHHble HeepolocudecKue wiu ncuxuampudecKue CMMI’II’I’IOMbl/I’lpl/lS’HaKM

[Ipu nmpumenenun apyroro Moayssitopa S1P-perentopoB OTMEUEHBI PEIKHE CIydau Pa3BUTHUS
CHHIIpOMa 00paTUMOi 3aJHEH SHIE(aTONaTHH, KOTOPhIe HE 3apeTUCTPUPOBAHBI B MPOTpPaMMe
paspaboTku mpemapara Kaienmpa. OgHako B ciydae pa3BUTHS JTIOOBIX HETPEIBHICHHBIX
HEBPOJIOTUYECKUX UM NICUXUATPUUECKUX CUMITOMOB WJIM MPU3HAKOB (HapuUMep, KOTHUTUBHOE
paccTpoiicTBO, M3MEHEHUE MOBENCHHUs, KOPTHUKAIIbHBIE 3pPHUTENbHBbIC HAPYIICHUS WIH IOObIC
JIpyrue KOpTUKaIbHbIE HEBPOJIOTHYECKUE CUMITOMBI/SIBJICHUS HITU JTFOOBIE PYTHE, TO3BOJISIONINE
3aMmo03pUTh MOBBIIICHUS BHYTPUUYEPEITHOTO JABICHUS) WM MPH CTPEMUTEIHHOM YXYIIICHUU
HEBPOJIOTUYECKOTO cTaryca Ha (OHE Tepamuu MpernaparoM CJleayeT HEMEIJICHHO MPOBECTH
NOJIHYIO OIICHKY (PU3MYECKOro M HEBPOJOTMYECKOTO CTaTyca M PacCMOTPETh BO3MOXKHOCTb
nposenenus MPT.
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IIpeovioywas mepanus UMMYHOCYRpeccopamu uMMywatgb}}%gbﬁJ ENMbHOCTE 0003)

3ameHy Apyrou Tepanuu, MOAu(GUIUPYIONIEH TeueHue 3a00JIeBaHUs, Ha TEPAIHIO MIPernapaToM
Kaiienipa mpoBoAST C yueToM ME€XaHM3Ma JICUCTBUA paHee MPUMEHSEMOro npenapara u nepuoaa
€ro TOJYBBIBEJCHUS BO U30eKaHHE PA3BUTUS aIIUTHBHOTO yrHeTatomero sddexra Ha
UMMYHHYIO CUCTEMY, BMECTE C TeM CTapasch CHU3UTh PUCK peakTuBaiuu 3aboneBanus. [lepen
Ha4aJiIOM TCpalrnu CUITIOHUMOJO0M PCKOMCHOBAHO MMOJYUYUTh PC3YyJIbTAThI OGIJ.IGI‘O KIIMHUYCECKOI'O
aHaJIn3a KpOBH, BBINTOJIHCHHOTO IMOCJIC OTMCHLI npenmecmymmeﬁ TCparunu € 1UCJIbO y6eﬂI/ITBCH B
pazpemernu >PQPEeKTOB NpeAbIAYIIeH Tepanui OTHOCUTEIIEHO UMMYHHOW CHUCTEMBI (Hampumep,
[IUTOTICHUHN ).

Y4uuTeiBasg MEXaHU3M JACUCTBUS U HMMYHOJEIPECCUBHBIN 3 (eKT areMTy3ymMada, ONMCAHHBIN B
MHCTPYKLIMU 1O €ro NpUMEHEHUIo, NMpUMeHeHue mnpenapara KalieHapa mocie mnpekpanieHus
TEpanuy aleMTy3yMaOoM HE PEKOMEHIIOBAHO, 3a HCKJIIOYEHHEM CIIy4aeB, KOrja OXHaaemas
[I0JIb3a SIBHO IPEBBIIIAET BO3MOKHBIM PUCK JUIsl KOHKPETHOTO NanueHta. B memom Hauano
TEpanuy CUMIOHMMOJOM BO3MOXKHO HENOCPEACTBEHHO IOCJIE€ OKOHYAHMS MPEALIECTBYIOIIEH
Tepanuu -uHTEp()EPOHOM WIIH TTIATHpaMepa aleTaToM.

Brusnue na apmepuajilibHoe oasnenue

N3 xIMHUYECKHX HCCIIEIOBAHUN HWCKIIOYWIM NAUUEHTOB C apTepHAIbHON THNEPTEH3HEH, HE
NOJJIAIOIIECHCS  MEAUKAMEHTO3HOMY KOHTpOJIrO. /[l IManMeHTOB €  HEKOHTPOJIUPYEMOU
apTepHalIbHON runepTeH3uei HeoOxouMa CelMaTu3uPOBaHHAs METUIIMHCKAS TTIOMOIIIb.

B xnmuHnueckom wuccinenoBanun A2340 aprepuanbHas TUNEPTEH3Ms dYalle OTMEYanach y
naruedToB ¢ BITPC, nonyuasmux cunonumo (12,6 %), yem nonygasmmx ruiane6o (9,0 %).

[IpuMeHEeHNE CHUIIOHMMOJA NPUBOAMWIO K IMOBBIIIECHUIO CUCTOJIMYECKOIO M JUACTOIMYECKOIO
apTepUanbHOTO JaBJIEHUS BCKOpE IMOCJe Hayaja JEYEHHsS ¢ MaKCHUMalbHBIM 3(QEKTOM mocie
IIECTOr0 Mecslla Tepanuu (CUCTOIMYECKOE Ha 3 MM PT.CT., AMACTOIMUYECKOe — Ha 1,2 MM pT.CT.) U
nocneayromeit crabunuzanuend. Jlanueiii addekt coxpaHsics Ha (oHE MPOJOHKArOIIencs
Tepanud. Bo BpeMs JiedeHHs TpenapaToM HEOOXOAWMO PEryJspHO KOHTPOJIUPOBATH
apTepHUAIILHOE JAaBJICHUE.

(DapMakoeeHemuKa

Ilepen w©HayamoMm Tepamuu MpemapaToM HEOOXOOUMO NPOBECTH T'€HOTUIIMPOBAHHE IO
uzopepmerty CYP2C9 c nensio onpenencanss CYP2C9-merabomyeckoro craTyca y maiueHTa
(cm. paznmen 4.2).

[Manmentam, romozurotHsiM mo CYP2C9*3 (renotun CYP2C9*3*3: mpumepno 0,3-0,4%
HACEJICHHS), TIPUMCHEHHE CUTIOHUMOJA MPOTUBONOKa3aHo. [IpuMeHeHHe CHUIIOHMMOJIA y JTHUX
NAIMCHTOB TMPUBOAUT K 3HAYUTEIHHOMY TOBBIIICHHIO YPOBHS CHUIMOHMMOJA B IUiazMe. Y
narueHToB ¢ renotunom CYP2C9*2*3 (1,4—1,7% HaceneHus) U y MallMEHTOB ¢ TCHOTUIIOM *17%3
(9—12% wnacenenust) pekoMeHyeMas MOJACP>KUBAIOIIAs 1032 COCTABIAECT | MI' B JIeHb, YTOOBI
n30eKaTh MOBBIIICHHONW YKCITO3UITUU CHITOHUMO 1A (CM. pa3aeisl 4.2 u 5.2).

}R.eHu/ﬂ/tHbl C COXPAaHeHHbIM penp00meu6HblM nomeryuaiom

U3-3a pUCKa IJIA T10Ja CUIIOHUMO/J IIPOTUBOIIOKAa3aH BO BPEMs 6epeMeHHOCTI/I " XKCHIIMHAM C
COXPAaHCHHBIM PCIPOAYKTUBHBIM IMOTCHUOMWAJIOM, HC HCIIOJIL3YIOIIHUM 3(1)(1)CKTI/IBHI)IC CpeacTBa
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KoHTpauenuuu. llepen HawanoMm Ttepanuu eHH_[I/IHLDI_'(lt::‘Egﬂ';glgb%ﬂ;g&b%l%-gﬂ)ggﬂ%%ﬁHM

MOTEHIIMATIOM JOJKHBI OBITH TPOMH(OPMUPOBAHBI O PUCKE VIS IJI0JIa, UMETh OTPHUIATEIBHBIN
TECT Ha OEPEMEHHOCTh M UCIIOJIb30BaTh 3(PPEKTUBHBIC METO IbI KOHTPAIICTIIIUN BO BPEMS JICUCHHUS
U B Te4eHHUe Kak MUHUMYM 10 gHE# nocne npekpamieHus Tepanuu (cM. pasaenst 4.3 u 4.6).

Ipexpawenue mepanuu npenapamom

[Tocne mpexpamenuss npuema moxayisitopa S1P pemenTopa coobmanock 0 peAKHX CIydasx
pe3koro o0ocTpeHus 3a0o0yieBaHMS, BKIIOYas PELUMIUB, 4YTO CIEAYET YUUTHIBaTh IOCIE
MpeKpalleHus Tepanuu npenaparom Kaiienapa.

[TanenToB cienyer HaOMIOJaTh HA TMPEIMET PE3KOro YXYJIIICHUS eeCIOCOOHOCTH Mocie
OKOHYaHHUsl Tepamuu mpernaparoMm Kaiienapa, U mpu HEOOXOIUMOCTH CJEAyeT Ha3HAYHUTh
COOTBETCTBYIOLIEE JICUCHUE.

ITocne oxoHuaHus T€palluu CUIIOHUMOI OCTACTCA B KPOBOTOKE N0 ACCATHU JTHEH. HpI/IMeHeHI/IC
APYTrux mnpemnapaTroB B 3TOT NEPHUOA ITPUBCACT K YBCIIMUCHUTIO OKCITIO3UIIUNU CUTIOHUMO/JA.

VY OompmmHcTBa manuentoB ¢ BITPC (90%) xomudecTBO JMM(OIMTOB BO3BpamaeTcs K
UCXOAHOMY B TeueHue 10 JHEH mociie mpeKpaneHus Tepanuu CUmoHuMo1oM. OTHAKO B TCUCHUE
3—4 Henmenb TOCJE TMpHUEMa MOCIEIHEHW 03kl TMpernapaTa MOTYT HaOMI0MAaThCs OCTATOYHBIC
dbapmakoguHaMuueckre 3(P(EKThI, TaKWe KaK YMEHBIICHHE KOJIMYeCTBa MepudepuIeCKux
aumdouutoB. [I[ppumMeHeHre UMMYHOCYTIPECCAHTOB B 3TOT MEPHO MOXKET MPUBOAUTH K Pa3BUTHIO
JOTIOTHUTEIHHOTO YTHETAIOUIET0 BO3/ACUCTBUS HA UMMYHHYIO CUCTEMY, B CBSI3U C Y€M CIIEIyeT
coOIrI0AaTh OCTOPOXKHOCTD B T€UeHUE 3—4 HEJeNb MMOCIIe TPUEeMa MOCIEAHEH T03bI CUITOHUMO/IA.

HHmequepeHuu}z 6 2eMaMmOoIO2UYECKUX UCCTEO0B8AHUAX

[TockonbKy CUIIOHMMO/, CHMKAET KOJIMYECTBO JTUM(POLUTOB B KPOBH 3a CUET IepepacipeieeHHs
BO BTOPUYHBIX JUM(OHUIHBIX OpraHax, KOJHMYECTBO JHUM(OIMTOB MepHU(epruuecKkoil KpoBH HE
MOYET OBbITh MCIIOJB30BAHO Ul OLEHKH COCTOSIHUS CyONoOmyssinuu JUM(OIMUTOB y MAlUEHTA,
MOJTyYaloIero CunoHuMo. JlaboparopHsle UCClIeJOBaHUSI C UCIIOIb30BAaHUEM LIUPKYIUPYIOIINX
MOHOHYKJIEApOB TpeOyroT OonpmMX OOBEMOB KpPOBU U3-32 YMEHBIIEHUS KOJIMYECTBA
LUPKYJIUPYIOUIMX JTUM(POLUTOB.

Bcnomozcamenvhvie éewecmea
Coesvlil 1eyumun

[Mpenapar coxmepxut coeBblii neuuTHH. [Ipenmapar He cieqyeT NPUMEHSTH Y MAIMEHTOB C
TUIEPYYBCTBUTEIBHOCTBIO K apaxucy Win coe (cM. pasaen 4.3).

Jlakmo3wl monoz2uopam

[Ipenapatr conxepkUT JakTO3bl MOHOTHMApaT. llammeHTaM ¢ peako  BCTpevarolencs
HACJICICTBEHHON HENEPEHOCUMOCTBIO TAJIAKTO3bI, TSHKEJIOW JaKTa3HOW HEAOCTATOYHOCTHIO WU
TIFOKO30-TAJIAKTO3HOH MallbabcopOue He cleayeT MPUHUMATh 3TOT Mpenapar.

4.5. B3auMmopgeiicTBHe ¢ JPYrHMM JIEeKAPCTBEHHbBIMHM MpenapaTaMM W Jpyrue BHIbI

B3aMMOJAEeHCTBUSA

HDOTHBOOHVXOHGBBIG npénaparbl, UMMYHOMOAYJIATOPBI U HMMVYHOCYIIPCCCAHTHI
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[IpumeHeHre CUMTOHMMO/]a B KOMOWHAIIUU C TIf OTHBOOﬁ%:Eggﬁ%JMQE}IIa&QI% MU

WIM UMMYHOCYTIPECCUBHBIMHU IperapataMyu He u3ydanoch. Cienyer coOoaTh OCTOPOKHOCTh
npu OJHOBPEMCHHOM MMPUMCHCHHWU YKA3aHHBIX IMPEIAapaToB ¢ CUIIOHUMOAOM B CBA3U C PUCKOM
Pa3BUTHA KYMYJIATUBHOI'O BJIMAHHA HA UMMYHHYIO CUCTEMY BO BPEMA TCPAIIU, a4 TAKIKC B TCUCHUC
HECKOJIbKUX HEJIeNb TI0CIe TPEeKpamieHusi IPUMEHEHHS JIF000T0 M3 YKa3aHHBIX MPEraparoB (CM.
paznen 4.4).

[IpuHKMas Bo BHUMaHHE MEXaHU3M JCHCTBUS ajJeMTy3ymMada, a TaK)Ke ONMCAHHbIM B MHCTPYKIUH
[0 €r0 MPUMEHEHHI0O UMMYHOCYTIPECCUBHBIN (PPEKT, TPUMEHEHHE CHITIOHUMO/IA TIOCIIe Kypca
TEpanuy aJeMTy3yMaOoM HE pPEKOMEHIIOBAHO, 3a HCKJIIOYEHHEM CIIy4aeB, KOTJa OXXHIaemas
110J1b3a OTYETJIMBO MPEBBILIAET BO3MOXKHBIN PUCK Y KOHKPETHOI'O ManueHTa (cM. pasnen 4.4).

AHTHApUTMHUYECKHE CPEJCTBA, IIpenaparThl, VUIHHAomme uarepBan QT, a Takke IIpenaparthl,

KOTOpBIE MOTYT cHMKATh YCC

B cBsi3u ¢ puckoM kymynsatuBHOro BinsiHug Ha YCC He ciieyeT HauuHaTh TEPANuUIo MpenapaTom
y TMalMeHTOB, MOJYyYalollMX aHTHapuTMUYeckue cpeactBa [A kiacca (Hampumep, XUHUAMH,
npokanHamua) win Il kimacca (Hampumep, aMHOJApPOH, COTANON), MPENapaThl, YIMHSIOIINE
unatepBan QT, ¢ W3BECTHBIMH MPOAPUTMOTCHHBIMU CBOWCTBAMHU, OIOKATOPHI KAaJTbI[UEBBIX
kaHayoB, cHmxkaroume YCC (Hampumep, BeparnaMuil WIK JUITHA3eM), WU JAPYTHE Mpenaparsl,
KoTopbie MoryT cHiKaTh YCC (Hanpumep, uBabpaJvH WIN JTUTOKCHH), CM. pasaen 4.4. JlaHHbIX
00 OJHOBpPEMEHHOM NPHUMEHEHUU YKa3aHHBIX JIEKAPCTBEHHBIX CPEACTB C CUIOHUMOJAOM HET.
OpnHOBpeMEeHHOE MPUMEHEHNE YKa3aHHBIX BEIIECTB B Hayalle TEPAIIUU MOXKET ObITh COMPSKEHO C
TsDKeTIor Opaaukapaueit u 0mokanon cepana. M3-3a moTeHUaaIbHOTO KYMYJISITABHOTO BIIUSHUS
Ha YaCTOTY CEPJICYHBIX COKPAILEHUI JIeUeHNEe CUTIOHUMOIOM, KaK IPAaBUJIO, HE CIeIyeT HaUMHATh
y MAIUEHTOB, OJJHOBPEMEHHO MPUHUMAIOIIUX 3TH BelecTBa (cM. pasaen 4.4). [Ipu paccmoTpennn
BOMPOCa O BO3MOXXHOCTH TEpalUUd CHIIOHUMOJIOM, CJEAyeT MPOKOHCYIbTHPOBATHCS C
KapAHOJIOTOM OTHOCHUTEIBHO Mepexoja Ha JEKapCTBEHHBIE CPENCTBA, HE CHUKAIOIIME YacTOTY
CEpJICYHBIX COKpAILEHNH, MJIM COOTBETCTBYIOIIEIO MOHUTOPHHTIA JIJIsl Hauaja TeparyH.

bera-aapeno010KaTOpEI

Crnenyer cobmofaTh OCTOPOXKHOCTb, HadyMHas MPUMEHEHHE I[pernapara y MalUeHTOB,
NOJTyYaromux 0eTa-apeHo0I0KaTOPEL, B CBSI3U C BO3MOXKHBIM Pa3BUTHEM aJIUTUBHOTO 3 dekTa
camxkenus YCC (cm. pasznmen 4.4.). Hauamo tepanmuu Oeta-anpeHOOIOKATOPAMH BO3MOXKHO Y
MAIMEeHTOB, TOJTYYalOIUX CTAOMIBHBIE J03bI CHITIOHUMO/IA.

OTpunarenbHOe XpOHOTPOIHOE JAEHCTBHE NPU OJHOBPEMEHHOM MPUMEHEHMHM CHUIIOHMMOJA U
IPOIPAHOJIONA OICHEHO B XOJ¢ CHENUAIM3UPOBAHHOTO HCCIENOBAaHUS (hapMaKOJMHAMHUKH H
6e3omacHocTH. J[oOaBieHne MpoOIpaHoioNa K TEpamuy CUMOHUMOIOM Ha ()OHE PaBHOBECHOTO
(apMaKOKMHETHYECKOT0/(hapMaKOANHAMHUECKOTO  COCTOSIHHSI ~ CONPOBOXKAAJIOCH  MEHee
BBIPQ)KEHHBIM OTPHULATEIFHBIM XPOHOTPOIHBIM JIEHCTBHEM (YeM B Cilydae KyMYJSATHBHOTO
BIMSHUS) TI0 CPaBHEHHIO C JI0OABICHHEM CHIIOHUMOAA K TEpamuy IPOIMPAHOJIONOM B
paBHOBECHOM (hapMaKOKHHETHYECKOM/(papMaKoIMHAMHUYECKOM COCTOSIHUHM  (KyMYJISITHBHOE
Biusiaue Ha YCC).

Baknunaims
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ITockonpKy IPUMEHEHHE KUBBIX AaTTEHYUPOBAHHBIX BaKmI'r_I' QJQ%EJME%E BI]I-(H(I:E)‘;I;B'QI;&TI/ISI

UHQEKIHA, ciaenyer n3deraTh UMMYHHU3AIMH )KUBBIMU aTTeHYUPOBAaHHBIMH BaKI[MHaMU Ha (OHE
Tepanuu MpernapaToM U B TeUueHue 4 HeZleb Nocie ee 3aBepieHus (cM. pazjnen 4.4).

Bo Bpems u B TeueHue 4 HeaeNnb MOCIE Tepaniuyi CUIIOHUMOJIOM BaKIIMHAIUS MOXKET OBITh MEHEee
s dextrBHON. DD(HEKTUBHOCTH BAKIMHAIMM HE CUMUTAETCS CHUKEHHOW MU TMpEeKpalieHuH
Tepanuu npenaparom Kalienapa 3a 1 Hepento 10 1 BO30OHOBICHUY MIpHEMa Mpenapara He paHee
YCM 4Cpe3 4 HEACIIN ITOCJIC BaKIIMHAIIUN. B CIICIIMAJIBHOM HCCJIICAOBAHUUN 1 (1)33])1, IIpoOBOAMMOM Ha
3I0POBBIX TOOPOBOJIBIAX, O0JIee KOPOTKHUI mepephiB B npueme npenapara (ot 10 gueit no u 14
I[HCI\/JI II0CJIE BaKHI/IHaIII/II/I) WM CONYTCTBYIOLIAA TCparusa CUIIOHUMOJIOM Ha (i)OHe IMPUMCHCHUA
MPOTUBOTPUIMIO3HBIX BaKLUMH IOKa3alu 0oJjiee HU3KYIO 4acTOTy oTBeTa (mpumepHo Ha 15-30 %
HIKE) TI0 CPAaBHEHHUIO C MUIane0o, B TO BpeMs Kak 3((EeKTUBHOCTh BaKIIMHAIIMKA BakIuHOW PPV-
23 He OblIa CHIKEHA HA (JOHE COMYTCTBYIOIIEH Teparuu CUIIOHUMOIOM (CcM. pazzaen 4.4).

BeposaTHOCTD BIAWSHUS APYTHUX IpenapaToB Ha d)aDMaKOKI/IHGTI/IKV CHUIIOHUMOAa

MeTabonr3M CUITIOHUMO/Ia OCYIIIECTBIISIETCS B OCHOBHOM 3a cueT uzopepmenta CYP2C9 (79,3
%), u B MeHblIIeH cTenenu — 3a cuetT uzodepmenta CYP3A4 (18,5 %) cucremsl nutoxpoma P450.
Nzodpepment CYP2CY spnsercss nonmumopdHbIM depMeHToM, U B 3aBucuMoctH oT CYP2C9-
TeHOTHIIa MOXHO CIIPOTHO3UPOBATH PE3yJIbTAT JIGKAPCTBEHHOTO B3aUMOJICHCTBHS B IPUCYTCTBUH
BeliecTB, Merabonmsupyemsix nzopepmentom CYP3A unu CYP2CI.

Hneubumopuor uzogpepmenmos CYP2C9 u CYP3A4

He pexomeH10BaHO OJJHOBpPEMEHHOE IPUMEHEHHE CUTIOHUMO/IA € ITpenapaTaMy, BbI3bIBAIOILUMU
ymepeHHoe uHruouposanue nzodepmenra CYP2C9 u ymepeHHoe UM MOIIHOE MHTHOWPOBaHHE
nzopepmerra CYP3A4 B CBs3HM CO 3HAYMUTEIHHBIM YBEIMYCHHUEM DKCIIO3UIIMU CHUIIOHMMOa. B
COCTaB TaKOH OJHOBPEMEHHOW Tepamvu MOTYT BXOIHWTH YMEPECHHBIH JBOWHOW WHTHOHWTOP
n3opepmenra CYP2C9/CYP3A4 (manpumep, ¢IuIyKOHA30J1) WIM YMEPEHHBIH HMHTHOUTOP
nzoepmenta CYP2C9 B koMOMHAIIMU C OTAETBHBIM YMEPEHHBIM MJIM MOIIHBIM HHTHOUTOPOM
uzopepmenta CYP3A4.

CoBMecTHOE mpuMeHeHHe (IyKoHa3oa (yMepeHHoro aBoiHoro nuaruouropa CYP2C9/CYP3A4)
B 103¢ 200 MT B CyTKH B PaBHOBECHOM COCTOSTHUHU U OJJHOKPATHOTO TpHEeMa CUIIOHUMO/A B J103€
4 Mr y 310poBbIX 100poBoibieB ¢ reHotunom CYP2C9*1*1 mpuBomuino kK IBYKpaTHOMY
yBenudeHuto 1omann moa kpuBoil (AUC) cumonumopa. Ilo maHHBIM OIICHKM TMOTEHI[MAIA
JIEKApPCTBEHHOTO  B3aWMOJICHCTBUS C HCIIOJIb30BaHHEM (U3HOJOTHYECKH OOOCHOBAHHOTO
dapmakokuHeTHyeckoro MoaenupoBanus (PODM) mporHo3upyeTcss MaKCUMyM JBYKPaTHOE
yBenmnuenue AUC cumoHumona A TEHOTHNOB C Jt0ObIM TUMOM HMHrHOUTOpoB CYP3A4 u
CYP2C9, 3a uckmrouenueM nauueHToB ¢ reHorurioM CYP2C9*2*2. V manmueHToB ¢ T€HOTHUIIOM
CYP2C9*2*2 oxupnaercs yBennuenne AUC cunonumona B 2,7 paza B IPUCYTCTBHUH YMEPEHHBIX
unrnouropoB CYP2C9/CYP3A4.

Hunoyxkmoput usogpepmenmos CYP2C9 u CYP3A4

CunoHuMo]1 MOXXKHO KOMOMHUPOBATH ¢ OOIBIIMHCTBOM TUTIOB HHAYKTOpOoB CYP2C9 n CYP3A4.
OpHako M3-3a OXHUAAEMOTO CHIDKEHMSI OKCIIO3UMLUU CUIIOHMMOJA CIEIyeT YYUTHIBATh
1eJ1eCO00pa3sHOCTh M BO3MOXHYIO IOJIb3Y TEpamuud IpUd  OJHOBPEMEHHOM HPUMEHEHUU
CUIIOHUMOJA:
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KapOama3enuHoM) iU yMepeHHbIM HHIykTopoM CYP2C9 B coyeTaHuu ¢ OTAENBbHBIM MOIIHBIM
uHaykropoM CYP3A4 y Bcex malueHTOB HE3aBUCUMO OT F'€HOTHIIA;

- ¢ ymepeHHbiMu uHIykTOpamu CYP3A4 (nmanpumep, MoaaUHUIOM) WM MOIIHBIMU
unaykropamu CYP3A4 y nanuentoB ¢ renotunoM CYP2C9*1*3 umm *2*3. CornacHo oneHke
NOTEHLMANa JEKapCTBEHHOIO B3auMOJeHCTBUA ¢ ucnoib3oBaHueM ®ODM B Takux yCIOBHAX
OKHUJAETCSl CYIIECTBEHHOE CHIKEHHE DJKCIo3uuuu cunoHuMoza (mo 76 % u 51 %
COOTBETCTBEHHO). OTHOBpEMEHHOE MPUMEHEHHE CUTIOHMMO/A B J103€ 2 MT B JICHb B IPUCYTCTBHU
pudpammuimHa B cytouHod moze 600 mr (mommuoro wmHaykropa CYP3A4 u ymepenHoro
uaaykropa CYP2C9) camkano AUCrtauss B Crmax,ss cumoHumona Ha 57 % u 45 % cooTBETCTBEHHO
y cyonsekToB ¢ CY2C9*1*]1.

ODaJIbHI:IC KOHTPALCIITHBbI

[Tpy 0THOBpEMEHHOM NPUMEHEHUH HE BBISBICHO KJIMHUYECKH 3HAYMMOI'O BIMSHUSA CUIIOHUMOAA
Ha (papMaKOKMHETHKY WM (papMaKOJMHAMUKY KOMOMHUPOBAHHBIX OPAJIbHBIX KOHTPALIEITHBOB,
coJepXaluX STUHUIACTPAAUOA M JieBOHOprectpen. Takum oOpazom, Ha ¢(oHe Tepanuu
CUIMOHUMOAOM 3(p(PEeKTUBHOCTD UCCIEAYEMOI0 OPAILHOIO KOHTPALIENITHBA COXPAHSAIACh.

HCCMOTpH Ha OTCYTCTBHUC I/ICCHGI{OBaHI/If/'I JICKAPpCTBEHHOT'O BSaHMOHeﬁCTBHﬂ C UHBIMHU OpaJIbHBIMHU
KOHTpaluCeuTUBaMH, COACPKAIMUMHA APYTrUC MPOreCTarCHbl, HC OKNAACTCA BJIUAHUA CUIIOHUMOJA
Ha 3((HEKTUBHOCTH OPATLHBIX KOHTPAIICTITHBOB.

4.6. ®epTUIBLHOCTD, 0€PEMEHHOCTD U JJAKTALMS

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIINAJIOM (KOHTD&HGHHI/IH Y )KGHHII/IH)

[lpuMeHeHHe CUIIOHMMOAA MPOTHBOIMOKA3aHO Y JKCHIIMH C COXPAHEHHBIM PENPOAYKTHBHBIM
MOTEHITUAIOM, HE UCTTONTB3YIONTUX A ()EeKTUBHBIE METOIBI KOHTpareniuu (cM. pazaen 4.3). [lepen
HAYaJIOM TepalHH MPErnapaToM y MalMeHTOK C COXPaHEHHBIM PEMpPOAYKTHBHBIM MOTEHIHAIOM
HEOOXOIMMO TIOJNYYHTh OTPUIATEIBHBIA pe3yabTaT TecTa Ha OEpPEeMEHHOCTh, a TaKXKe
npouH(OPMUPOBATH O CEPbE3HOM pHUCKe M Iiofa. [lamMeHTkaM ¢ COXpaHEHHBIM
PCIPOAYKTUBHBIM ITOTCHIHUAJIOM HGOGXOI[I/IMO HCIIOJIB30BaTh HAACKHBIC MCTOJAbI KOHTPALCIIIUN
BO BpCMs JICHCHHUA CUIIOHMMOAOM, a4 TAKXKC KaK MUHHUMYM B TCUCHUC 10 I[HCI\/JI IMocCJIC IprueMa
MOCJIeTHEN 103bI pernapata (cM. pazaen 4.4).

OHpe,I[eJ'ICHHBIC MCPBI TAKIKE BKIIFOUCHBI B O6pa3OBaTeJ'IBHLIe MaTepuajbl IJIsd Bpaqeﬁ. OTHn MCPBI
HCO6XOI[I/IMO peaIn30BaTh 10 HA3HAUCHUA CUIIOHUMO/JA MMAIMCHTKAM, 4 TAKKE BO BPCMI JICUCHU.

HeoOxomuMo mpuHHMATh BO BHUMaHHE PHUCK 00OCTpeHHs 3a00JieBaHHS TPU MpPEKpaIleHUH
TepaInuu IpernapaToM B CBsI3U C TUIAHUPYEMOH OEpeMEHHOCTHIO (CM. pasnen 4.4).

bepeMenHocTh

CBeneHus O TNPUMEHEHUHM INpenapata y OEpeMEHHBIX MKCHIIMH KpaiHe OTrpaHU4YeHbl WU
OTCYTCTBYIOT. B HCCIICOAOBAHMAX Y )KUBOTHBIX ITOKA3aHa 3M6pI/IOTOKCI/I'-IHOCTB u (i)CTOTOKCI/I‘-IHOCTI)
CUIMIOHMMOZa Y KPbIC U KPOJIMKOB, @ TaKKC TCPATOICHHOCTH Yy KpPbIC, B TOM YHCJIC YBCINYCHUC
3MOprodeTalbHOI CMEPTHOCTU U YaCTOTHI IOPOKOB Pa3BUTHS CKelleTa M BHYTPEHHUX OpPraHOB
P DKCIO3UIIUH, CPABHUMOM C SKCIIO3UIMEN Y YETIOBEKa PU MPUMEHEHUH B CYTOYHOM J103€ 2 MT
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(em. pazmen 5.3). Kpome TOro, KIMHHYECKHM] OTBIT ﬁ%ﬂé&%%@%éﬂ&%&;ﬁ%&@sw

peLenTopoB BO BpeMs OEPEeMEHHOCTH II0Ka3al JABYKpPaTHOE YBEIHYEHHE DPHCKAa KPYITHBIX
BPO’KJCHHBIX IOPOKOB PA3BUTHUS M0 CPABHEHHIO C PUCKOM B OOILEH MOMYJISILIUHU.

Hcxons u3 cka3aHHOTO, MPUMEHEHUE CUTIOHMMOJIA BO BpeMsi OEPEMEHHOCTH MPOTHBOIIOKA3aHO
(cM. pazaen 4.3). Tepanuio npenapatoM HEOOXOAUMO MPEKPATUTh KaKk MUHUMYM 3a 10 aHeit 1o
IaHupyeMoii 6epemeHHocTu (cM. paszzen 4.4). Heo0XxoauMo OTMEHUTD JIEYEHHE CUTTOHUMOIOM
IpY HACTYIUIEHMH OE€pEeMEHHOCTH Yy MaIMEHTKH, MoJydaroliei Tepanuio npenaparoM. Ciemyer
NPEOCTABUTh MAIMEHTKE MEIWIWHCKUE PEKOMEHIANU O PUCKAaX HETaTUBHOTO BO3JICHCTBHA
npenapara Ha IUIOJ, @ TAaK)Ke IIPOBECTH YIbTPA3BYKOBOE UCCIIEIOBAHUE.

JlakTanus

HeusBecTHO, MPOHUKACT JM CUIOHUMOJ WJIM €r0 OCHOBHBIE META0OJMTHI B TPYJHOE MOJIOKO.
CHUNIOHUMOJT ¥ €T0 METa0OIUTHI IPOHUKAIOT B MOJIOKO KpbIC. CHUITIOHUMOJI HE CIIEyeT IPUMEHSTh
BO BpEMS I'PYJHOTO BCKAPMJIMBAHMUS.

DepTHAbHOCTD

Bnusaue cunonumona Ha (EpTHIBHOCTH YelOBeKa HE OICHMBAJIOCh. He oTMeueHO BIUSHUS
CHUIIOHMMOJA Ha PENpOAYKTUBHBIC OpPTraHbl CaMIIOB y KpbIC U 00€3bSH WJIM Ha TOKa3aTelu
(GepTUIBLHOCTHU Y KpBIC.

4.7. BausiHue HAa CHOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHU3MaMH

CI/IHOHI/IMOI[ OKa3bIBACT HCCYIICCTBCHHOC BJIMSAHUC Ha CHOCO6HOCTL YHOpaBJIATbh TPaAHCIIOPTHBIMU

CpeICTBaMHU W pabOTaTh C MEXaHM3MaMH HIIM HE OKa3bIBaeT ero BoBce. OmHako Ha GoHe Havaia

TCpalMu IMpPCrapaToM MOXKCT PAa3BUBATHCA T'OJIOBOKPYKCHUC. B cBs3u ¢ BhImeckasaHHBIM B

NEepBbI JCHb TEpanuy TalueHTaM CIEAyeT OTKa3aThCs OT YIPABICHHS TPaHCTIOPTHBIMU
CpeACTBaM WK paboThl ¢ MeXaHu3MaMH (pasnen 4.4).

4.8. He:xxenaTesibHbIE peaKIUu

Pesrome HDOd)I/IJ'IFI 0€30IaCHOCTHU

Haubonee yacteie HexenarenbHble peakuuu (HP) — romnosuas 6oab (15 %) u aprepuanbHas
runeprensus (12,6 %).

TabauyHOoE PEe3IOME HEXKENATEIbHBIX DEAKIIUI

B mpenenax kakJIOro CHCTEMHO-OPTaHHOTO Kjlacca HEXeJlaTelbHbIC JICKApPCTBEHHBIC pPEaKIUu
(HJIP) pacnpenenenbl 10 yOBIBAaHWIO YacTOTHl BO3HUKHOBEHHS. J[1s1 OIEHKM 4YacTOTHI
WCITOJIB30BAHbI CIEAYIONINE KpUTepun: odeHb dyacto (> 1/ 10), gacto (ot > 1/ 100 no <1/ 10),
Hewacto (ot >1/1000 mo <1/100), peaxo (ot >1/10000 no <1/1000), oueHr penko
(< 1/10000), gvactota Hen3BecTHA (HEBO3MOKHO OIEHUTH YACTOTY MO AOCTYIIHBIM JIAHHBIM).

Ta6auna 2 — Tabanunoe pesrome HP

NHpexknnnoHHble U Mapa3uTapHble 3200J1€BaHUS
Herpes zoster ‘ Yacto

Crpanuna 15 u3 30



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 16.071.2024 N= 585

KpunToKOKKOBBIH MEHUHTUT ‘ Yacroralnenspedtha — | EHWEATEIBAULTE UULA]
JloOpokavyecTBeHHbIe, 3JIOKAa4YeCTBEHHbIe W  HeoNpele/ieHHble HOBOOOpPa30BaHMS
(BKJII0OYAsi KUCTHI M MOJIUIbI)

MenaHOUMTapHBIA HEBYC Yacrto

bazanpHOKIETOUHAs KapIMHOMA Yacto

[110CKOKIETOUHAs KapLIMHOMA Heuacro

HapyuieHnusi O CTOPOHBI CHCTeMbl KPOBH M JIMM(AaTHYECKOH CHCTEMBbI
Jlumdonenus ‘ Yacrto

HapyuieHnusi O CTOPOHBI HEPBHOM CHCTEMbI

["onoBHast 601b OueHp 9acTo

I'onoBokpyxeHne Yacrto

Cynoporu Yacto

Tpemop Yacto

HapyuieHusi co CTOPOHBI OPraHa 3peHus

MakyJIsIpHBI OTEK ‘ Yacto

Hapyumiennsi co cTOpoHbI cepana

bpanukapaus Yacto

AB-6nokana (I u I ctenenn) Yacto

HapyuieHust co CTOPOHBI COCYA0B

AprepuanbHasi THIEPTEH3HS ‘ Ouenb yacTo

HapyuieHust co CTOPOHBI KeJIYA0YHO-KHIIEYHOI 0 TPAaKTa

TomHoTa Yacto

Jwnapest Yacrto

HapymieHusi co cTOpPOHBI CKeJIETHO-MbIIICYHOH M COeIMHUTEIbHOH TKAHH
boJib B KOHEUHOCTSIX ‘ Yacro

O01mme paccTpoiicTBa M peakiiM B MeCTe BBeICHUSA

[epudepuueckuii oTex Yacto

Actenust Yacrto

JlabopaTopHble H HHCTPYMEHTAJIbHbIE IAHHbIE

YBenuuenue nokasareneit pynkiuu | OueHp 4acto

MIEYEHU

CHmxenne nokazatenedd Qynkuuu | Yacto

JIETKUX

Onucanue OTACIBHBIX HCXCIIATCIbHBIX DeaKHI/Iﬁ

Hnghexyuonnnie 3abonesanus

B xnmuanaeckom uccnenoBanuu 111 ¢a3sl y maneHToB ¢ BTOpuYHO-TIporpeccupyromum PC obmas
4yacToTa pa3BUTHA MHGEKIUI Oblsla CpaBHUMA B IPYIIEe CUIIOHUMO/a 1 rpymme miane6o (49,0 %
u 49,1 % coorBercTBeHHO). OmHako Ha ¢OHE Tepanuu CHUIIOHUMOJOM OBUIO OTMEYECHO
YBEIIMYCHUE YaCTOTHI Pa3BUTHA WH(EKIUH, BBI3BaHHBIX VZV (2,5 %), 0 cpaBHEHUIO C 11ae0o
(0,7 %).

B mo6oe Bpems Tepamuu CHIIOHMMOJOM PETUCTPUPOBANIUCH CIydyadl MEHUHTUTA WM
MEHHMHIO9HIIe(pannTa, BhI3BaHHBIE BUpYCOM Varicella zoster. Tlpu mpUMeHEHMH CHUIIOHHMMOJA
OTMEUEHBI TAaKXKE ClIydan Pa3BUTHUSI KPUIITOKOKKOBOI'O MEHUHIHUTA (CM. pa3zein 4.4).

Makynapuwiii omex

VY nmanueHToB, NOJMY4YaBIIMX CUIIOHUMOJI, MAKYJSpHbIA OTeK pa3zBuBaics daunie (1,8 %), yem B
rpymre miane6o (0,2 %). Y xors OONBIIMHCTBO ClydaeB BO3ZHHUKIIO B Tpeaenax 3—4 MecsIeB
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[OCJIE Haydaja MOpueMa Ipernapara, 4acTb CJly4acB dﬂﬁ%z%@rﬂ%&aﬁ@@ai]““l on,

NOJy4aBIIUX Ipemnapat oosee 6 mecsues (cM. pazaen 4.4). Y HEKOTOPBIX MAallMEHTOB OTMEYanach
HEUETKOCTh 3PEHUS WM CHIDKEHHE OCTPOTHI 3PEHHs, OJHAKO Yy JIPYTHMX HE OBLJIO OTMEYEHO
KJIMHUYECKUX  MPOSIBICHUN, HapylleHue OblI0  AMArHOCTUPOBAHO MpPU  IJIAHOBOM
odranbmonornyeckoM oobcaenoBaHuu. B 1enom, mocie mnpekpaileHus IpHeMa Ipernapara
OTMEYaJIOCh YJIyYLIEHWE WM CIIOHTAHHOE paspelieHue cocTosiHus. OLEHKYy pHcKa pa3BUTHSA
peuuBa rnocjie BO30OHOBJIEHUS NpUeMa Ipernapara He IpOBOIUIIH.

bpaouapummus

B Hauane tepanuu CHHOHUMOJOM MOKET OTMeYaThCs KpaTtkoBpeMeHHoe cHikeHue YCC, a Takxke
3aMeJJIeHHe aTPUOBEHTPHUKYJSPHOM mMmpoBoaumocTu (cM. paszen 4.4). ¥V 6,2 % mnanueHros,
HOJIYYaBIIUX CUIIOHUMOJI, OTMEUYEHO pa3BUTHE OpaguKapIuu 1o cpaBHeHuto ¢ 3,1 % nanueHTos,
nojy4aBmux Ianebo; paszsutue AB-Onokansl 3apeructpupoBaHo y 1,7 % mammeHToB,
NOJYYaBIIUX JICYEHUE IpenapaToM o cpaBHeHHIO ¢ 0,7 % ManueHToB, MOTyYaBIIUX IJane6o
(cm. paznen 4.4).

MaxkcumansHoe cHImkeHne YCC oTMeueHOo B TEUCHHUE MEPBLIX 6 yacoB mocJje npuema.

B nauane tepanuu mpemapatoM OTMEYAeTCsl TPaH3UTOpHOE Jo303aBucuMoe cHmxkenue UCC c
nocyenyromen crabmwin3anueid Ha QoHe mpuema mpernaparta B go3e >5 mr. [lo cpaBHeHHIO €
mianebo yactora ciydaeB Opanuapurmuu (AB-0sokana v cuHycoBasl nay3a) Ipu NPUMEHEHUU
CUIIOHMMO/1a ObLjIa BBILIE.

BonbmmacTBO ciiyuaeB AB-6710Ka bl M CHHYCOBOM May3bl OTMEUYESHBI IPU IPUMEHEHHH Tpernapara
B JI03€ CBBIIIE 2 MT, IIPH ATOM YaCTOTa TAaKUX SIBJICHUH ObLlIa 3aMETHO BBIIIIE ITPH OTCYTCTBHHU (a3bl
TUTpaLUH.

CHuxeHue LICC, BBI3BBAHHOC CHIIOHHMMOIOM, MOXCT OBITE CKOPPEKTHUPOBAHO MPUMCHCHUCM
aTPOIIMHA UK U30IIPCHAJIMHA.

Tokazamenu ¢pynkyuu nevenu

VY nanuentoB ¢ PC Ha ¢oHe Tepanuu CUIIOHMMO/IOM ONHKCAHBI CIy4Yau MOBBIILICHUS aKTUBHOCTH
MEYCHOYHBIX ()ePMEHTOB (B OCHOBHOM MoBkIieHue aktuBHOCTH AJIT). B uccnenosanuu 11 dass
y nauueHToB ¢ BIIPC noBblieHre akTHBHOCTH MEYEHOYHBIX (DEPMEHTOB B TPYIIIE CUIIOHMMO/A
(11,3 %) nabmroganock vaile, 4eM y naueHToB B rpynmne mianebo (3,1 %), B OCHOBHOM 3a cueT
YBEIMYEHUS  AKTUBHOCTM  MeyeHouHbIX  TpaHcamuHaz (AJIT, ACT wu ramma-
rrytamuntpancdepassl (I'TT)). bonbias yacTe ciiydaeB MOBBIIICHUS aKTUBHOCTU MEYEHOYHBIX
(epMEHTOB 3aperucTpupoBaHa B TE€UEHHE 6 MecsleB IMOcCie Hadaja Tepanuu. BospaiieHue
nokaszaresied aktTuBHOCTH AJIT Kk HOpMe OTMeuUalioch MPUMEPHO B TE€UEHHE | Mecsla mocie
MpeKpaIieHus mpremMa CUnoHuMoa (cM. pazaen 4.4).

Apmepuanvroe oasnenue

B xmuandeckom nccnenoanuu 11 daszer y manuentor ¢ BITPC yame otmevanach aprepuaibHas
TUNepTeH3us B rpymnne cunonumona (12,6 %), yuem B rpynne rtane6o (9,0 %). Ysenuuenue
CHCTOJIMYECKOTO U TUACTOIMYECKOTO apTEepUalIbHOTO JaBJICHHS OTMEYAIOCh Ha paHHEH CcTaluu
Tepanuy MpenapaToM M JOCTUTANIO0 MaKCHMyMa MpPUOIH3HTENBHO 4yepe3 6 MecsleB Teparnuu

Crpanuna 17 u3 30



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 16.071.2024 N= 585

(cucronuyeckoe — 3 MM PT. CT., AHACTOJIMUYECKOE — 1!5'&&@';&5)?%%[93- BQI;I'%;}IOCL

CTaOWIBbHBIM. YKa3aHHbIN 3¢ (eKT coxpaHsuics Ha (HOHE MPOAOIIKAIOIIETOCS JICUCHUSI.
Cyoopoeu

Cayuau pa3Butus cynopor B uccienoBanuu 111 ¢a3zer y manuentos ¢ BITPC ormeuanuce y 1,7 %
MAIMEeHTOB, MOJIyYaBIINX CUTIOHUMOJ, U Y 0,4 % ManueHToB B rpyIIie mianedo.

Bausnue na ovixamenvnyto cucmemy

Ha ¢one Tepanuu CUIOHUMOJOM OTMEYAJOCh HE3HAUMTENbHOE CHIDKEHHE OObema
dopcupoBanHoro Beimoxa 3a 1 cekyHny (O®PB1) u muddy3roHHON CTOCOOHOCTH JIETKUX II0
MOHOOKcUAY yriepona. B kinmmandyeckom uccnenoBannu 111 ¢assr y manmentos ¢ BIIPC va 3 u 6
MecCsIax CpeHee N3MEHEHHE OT UCXOJHOI0 3HaYeHUs B TPpyIIe CUIIOHMMO/a cocTanisiio -0,1 1
B 00€MX BPEMEHHBIX TOUYKaxX, B IpyMmIe Iulanedbo Npu 3TOM H3MEHeHMH He Obuto. JlaHHbIE
HaOmroieHust ObLIM HecKoJbKO BbIie (cpenHee uzMeHenne O®B1 mpumepno na 0,15 mo
CPaBHEHHMIO C HCXOAHBIM YpPOBHEM) y MNAIMEHTOB C 3a00JEBAHUSAMHU JbIXATEIbHOM CHCTEMBI,
TaKUMHU KaK XpOHHYecKas oOcTpykTuBHas O6one3nb Jerkux (XOBJI) niam actMa, modydaromux
JeyeHne cunoHuMoaoM. Ha ¢oHe XpoHHUECKOH Tepanmuu JaHHOE CHMKEHHE HE NMPUBOIMIO K
KJIMHUYECKH 3HauuMbIM HSl M He CcOmpoBOXXAAnoch yBEIMYEHHUEM KOJIHYECTBA COOOIICHUH O
Pa3BUTHUU KAl WIM OJBIIIKH (CM. pasaen 5.1).

COOGH.[CHI/IC O IMO403pCBACMBIX HCKCIIATCIIbHBIX PCAKITNAX

BaxxHo coo0mare O TOA03pEBACMBIX HEXKENIATENBHBIX PEAKIHAX II0CIe PETUCTPAIIH
JICKapCTBEHHOTO Tperapara C [eNbl0 00eCTIeYeHHsT HeTPEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«10Jb3a — PHUCK» JIEKAPCTBEHHOro Mpemnapara. MeaunuHCKUM pabOTHHUKAM pPEeKOMEHIYeTcs
coo0IaTh O JIIOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUSAX JIEKapCTBEHHOTO Ipemnapara
yepe3 HallMOHAIbHBIE CHUCTEMBI COOOIICHHS O HEKEJIaTEeNbHBIX PEaKIUsAX TOCYIapCTB-YJICHOB
EBpasuiickoro 3KOHOMHYECKOT0 COI03a.

Poccniickas @enepanys

®denepanbHas ciayx0a 1Mo Haa30py B cdepe 3apaBooxpanenus Poccuiickoit deneparuu
Anpec: 109012, r. Mocksa, CraBsiHCKasl TUIOIIaab, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03, +7 (499) 578-02-20

®dakc: + 7 (495) 698-15-73

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

Pecnybnuka benapyce

MunuctepctBo 3apaBooxpanenus Pecryonuku benapyces,

Pecniy6nukanckoe Yuurapuoe I[pennpusitue «l{entp Oxcneprus u McnbiTanuii B
31paBOOXpaHEHUNY

Anpec: 220037, r. Munck, niep. ToBapureckuit, 2a

Tenedon oraena dhapmakonanzopa/daxc: +375 (17) 242 00 29

OnexrpoHHas nouta: repl@rceth.by, receth@rceth.by

Caiit: www.rceth.by

Pecnyonnka Kazaxcran

PI'TI na I1XB «HauroHaJIbHBIN HEHTP IKCHEPTU3HI JIEKAPCTBEHHBIX CPEACTB U MEAULUHCKUX
n3nenuin» Komurera MeuIMHCKOTO U (papMarieBTHIECKOTO KOHTPOJIsi MUHUCTEpPCTBA
3npaBooxpaneHus: Pecnyommku Kazaxcran
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Anpec: 010000, r. Actana, yn. A.Mmanosa, 13,4 stax

Tenedon: +7 7172 235 135
OnextponHas noura: farm@dari.kz, pdlc@dari.kz, vigilance@dari.kz
Caiit: www.ndda.kz

4.9. [lepeno3upoBka

Ha ocHoBaHuu ciydas pa3BUTHS y 370POBBIX J0OpPOBOJBLEB OpaAuKapAMU € KIMHUYECKUMH
OPOSIBIICHUSIMU  TIOCJIE TIpUEeMa pPa3oBOM 103bl 75 MI, YCTAHOBJIEHO, 4YTO MaKCHMajbHas
nepeHocumast 103a cocTapisieT 25 Mr. Heckonbko 100pOBOJIBIEB MOTyYalu HENPEayCMOTPEHHBIE
10361 10 200 Mr B cyTkH B TeueHHe 3—4 qHEH U y HUX HAOMIOAATIUCh Mpexojsimue caadbo uiu
YMEPEHHO BBIPR)KEHHBIC OTKIIOHEHHUS J1a0OpaTOPHBIX TMOKa3aTenel (QyHKIMU TiedeHH Oe3
KJIMHUYECKHUX TPOSBICHUM.

[Tocne nmpuema cunoHnMonaa B fo3e 84 Mr y OJHOTO U3 MAIMEHTOB (C Jempeccruell B aHaMHE3e)
OBLJIO OTMEUEHO HEOOJBIIIOE YBETUICHNE aKTUBHOCTH ITEYCHOYHBIX TPAHCAMUHA3.

[Ipu pa3BuTHH NEpeIO3UPOBKHU MPHU MIEPBOM MIPHEME IMpernapaTta Wik BO BpeMs (a3l TUTpaun
CJeayeT KOHTPOJIUPOBATh COCTOSIHHE TMAIMEHTA C IIEJIbIO BBISABJICHHS BEPOSTHBIX NMPH3HAKOB U
CHMIITOMOB OpauKapIuH, C BO3SMOKHOCTBIO MPOJICHUS HAOIOICHHUS 10 yTPa CICAYIOMIETO JTHS.
HeobxomuMo perynspHO KOHTPOIUPOBATH IMOKa3aTeNd apTepUaibHOTO JaBIEHUS, YacTOTHI
nynbca ¢ npoeaenrueM JKI uccnenoBanus (cm. pazaenst 4.2 u 4.4).

CHGHI/I(i)I/I‘IeCKOFO AHTHOO0Ta OJId CUIIOHMMOJAa HC CYIICCTBYCT. CI/IHOHI/IMOI[ HC YOAIACTCA B

3HAYMMOM KOJMYCCTBEC U3 OpraHnudMa MCTOAOM AHAIN3a U nna3Ma(bepe3a.

5. PAPMAKOJIOTMTYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHe CBOMCTBA

®apmakorepaneBTuueckas  rpynna:  ViMMyHonenpeccuBHoe — cpeiacTBo.  CelleKTHBHOE
UMMYHOJIEIIPECCUBHOE CPENICTBO.

Kong ATX: LO4AA42

Mexanusm nelicTBus

CunoHnMoOJT  SIBIISIETCST  MOIyJSITOpOoM  cuHrosuu-1-pocharnoro pernenropa (SIP). On
CEJICKTUBHO CBS3BIBAETCS C IBYMS W3 IATH TUIIOB perienTopoB S1P, conmpsukeHHbIXx ¢ G-0emkom
(G-protein-coupled receptors, GPCR), a umerno S1P1 u S1P5. Bricrynas kak GyHKIIMOHAIBHBIN
aHTaroHuct perentopoB SIPl Ha moBEepXHOCTH JUMQOIMTOB, CHIIOHUMOJ MPEMATCTBYET HX
BBIXO/Y U3 TUM(ATHUECKUX Y3JI0B. DTO MPUBOAUT K CHIDKCHUIO PELUPKYISIIUH T-TuM(OIIUTOB B
neHTpaibHyto HepBHyto cuctemy (IIHC) wu, Ttakum oOpa3om, OrpaHMYMBaeT pa3BHUTHE
HCHTPAJIBLHOI'O0 BOCIIAJICHUS.

dapmakoauaamuyeckue P PeKTel

CHuoicenue ypogusa tum@oyumos nepughepuyeckoll Kposu.

B Tedenune 6 yacoB mociie mpremMa nepBoi 1036l CATIOHUMO/T BBI3BIBACT J10303aBUCUMOE CHIDKCHUE
KoJu4ecTBa JUM(OIHUTOB B mepudeprueckoil KpoBU H3-3a 00paTUMOTO Mepepacipe/iesieHus B
TUM(OUTHBIX TKAHSIX.
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CHW)KATbCSA, JOCTUTas HaWMMEHbIero cpenuuHoro 3Hauenus (90 % JIW), npubnusutenpHO
pasuoro 0,560 (0,271-1,08) kmetox/mn, uro coctaBisier 20-30 % OT HCXOIHOTO YPOBHS Yy
TUNUYHBIX ManueHToB ¢ BIIPC He SMOHCKOTO MPOUCXOXACHHS C TCHOTHUIIOM H30(epMeHTa
CYP2C9*1*1 numm *1*2. Huzkoe KOTU4eCTBO TUM(DOIIUTOB COXPAHSIETCS TIPH MPOTIOKUTEIEHOM
€XeJIHEBHOM IpueMe.

VY mnopasnstomiero 6onemmHCTBA (90 %) manmentoB ¢ BITPC kommuecTtBO nMuMQOIUMTOB, Kak
MpaBUJIO, BO3BpAIIAeTCsl K HOpME B TeueHue 10 gHel mociie mpekpamieHus mpuemMa mpemnapara.
Ocratounblii 3((HEKT CHIKEHUS KOJMYECTBA JTUMQOIHMTOB B mepru(EeprUIecKOll KPOBU MOMKET
COXpAaHATHCS B TeueHHUE 3—4 Heaenb Mocie IprueMa MmociaeIHel 10361 penapara.

Pumm u wacmoma cepoeunvix cokpaujenuti

B mnawanme mnpuema cUMOHMMOJ BbI3BbIBaeT BpeMeHHoe cHmkeHne UYCC wu 3amerieHue
aATPUOBEHTPUKYJIIPHOHN MpoBOAUMOCTH (cM. paznen 4.4 u 4.8.), 4TO MEXaHUCTUYECKU CBS3AHO C
aKTUBAlMEN KaJIMEBBIX KAHAIOB BHYTPEHHETO BBITPSIMIICHHS, CBsI3aHHbIX ¢ G-0enkoM (G-protein-
coupled inwardly rectifying potassium, GIRK) nocpencrsom ctumynsauuu peuentopa S1P1, uto
OPUBOAUT K KJIETOYHOM THUIEpHoNspU3allud M CHWXKEHHIO Bo3Oyaumoctu. M3-3a
(YHKIMOHAJIBHOTO aHTAarOHU3Ma CUIIOHMUMO/A K perentopaM S1P1 nepBoHauanbHOE TUTPOBAHUE
CHUIIOHMMO/Ia MOCJIeI0BAaTEIbHO CHIXKAET uyBcTBUTENbHOCTh GIRK-KaHanoB 10 Tex mop, noka He
OyJeT TOCTUTHYyTa NOIEPKUBAIOLIAs /103a.

Ilomenyuan x yonunenuio unmepsana QT

BinusHue cunoHuMoza Ha penoisApHU3alMil0 MHOKapJa B TEpalneBTHYECKUX (2 Mr) u
cynpareparneBTuueckux go3ax (10 wmr) Obulo oueHeHo B crneruanudupoBaHHom QT-
uccienoBaHuy. He momydyeHo NaHHBIX O HAJUYUM y CUIIOHHUMOJIAa apUTMOTE€HHOTO MOTEHIUaa,
CBsi3aHHOTO ¢ yjumHeHnem uHTepBana QT. Uepes 3 waca mocne mpuema 103bl CUIIOHMMOA
YBEIUYMBAJIOCH cpenHee mianebdo-ckoppektupoBanHoe 3HaueHne QTcF (AAQTcF) ¢ monpaBkoii
10 UCXOJTHOMY 3HaYEeHMIO0, O0Jiee ueM Ha 5 Mc, CpeIHUI MaKCUMalbHbIN 3¢ deKT cocTaBuia 7,8 Mc
IIpu npueme 103bl 2 Mr u 7,2 Mmc — npu go3e 10 mr. Bepxuss rpanuna ogaocroponsero 95 % JIU
st AAQTCcF Bo Bcex BpeMEHHBIX TOUKaX OcTaBaslach HHke BenuuuHbl 10 mc. Kateropuanbabiii
aHaU3 HE BBIABMI cilydaeB yuinmHeHus uHtepBana QTc > 480 mc Ha ¢oHe neyeHus, ciydaes
yanuHeHus: uHtepBaga QTc Ha > 60 MC OT HMCXOTHOTO YPOBHSI M CIIy4aeB YBEIMYEHUS
CKOPPEKTHPOBAHHOTO WK He cKoppekTupoBanHoro 3HadeHus QT / QTc > 500 mc.

Dynxyus 1eskux

[Ipuem onHOM WM HECKONBKUX /03 Mpenapara B TeueHue 28 OHEH HEe COMpOBOXKAAJICA
KJIMHUYECKH 3HAUYMMBIM YBEJIMUYEHUEM COIPOTUBIICHUS [IbIXaTENbHBIX MyTEH MpH MPOBEACHUU
OIICHKHU IO BeJIMUMHE o0bhema (hopcupoBaHHOTO BhIoxa 3a 1 cexynay (ODPB1) u MrHoBeHHOU
o0BemMHOI ckopocTH Bbioxa 25-75 % (MOC 25-75) ot dhopcupoBaHHOMN KU3HEHHON €MKOCTH
nerkux (OXEJI). IIpu omHOKpaTHOM MpHeMe HeTepameBTHUecKod m03bl (> 10 Mr) oTrmedeHa
HeOoubIIas TeHaeHus K cHkenuto O®B1. [IpueM HeCKOIbKUX 103 MPUBOAMI K JIETKUM WM
ymepeHHbIM n3MeHeHusM OPB1 u MOC 25-75% BHe 3aBHCHMMOCTH OT BEJIWYMHBI 03Bl U
BPEMEHM CYTOK, KOTOPBIE HE COIPOBOXKIAIUCH KIMHUYECKUMH IPOSBICHUSAMHU YBEIMYEHUS
COIPOTHBIICHUS AbIXATEIbHBIX ITyTEH.

Kinnanueckas 2¢dekTUBHOCTE U 0€301aCHOCTD
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JIO3UPOBAaHUE 2 MI' OIMH pa3 B AeHb y nmauueHTos ¢ BIIPC.
Hccneoosanue A2304 (EXPAND) npu BIIPC

UccnenoBanne A2304 mpexacraBisio coO0i paHIOMU3MPOBAHHOE IBOWHOE ciernoe Iuianedo-
KoHTpoympyemoe wuccienaoBanue III ¢a3bl MpoaoKUTEIEHOCTIO, 3aBUCSIICH OT WCXOIOB U
nocienymomero HaOmoneHus y manueHToB ¢ BIIPC, y KoTOpeIX OBUTH TOKYMEHTAJIBHO
MOATBEPKJEHBI TPU3HAKA MPOTPECCUPOBAHMS B TEUEHHWE MPEALISCTBYIOIIUX 2 JET Ipu
OTCYTCTBHMM WJIM HE3aBUCHUMO OT HaJW4Ms PELMIUBOB, IPU OTCYTCTBUM MPU3HAKOB PELUANBA B
Te4eHHe 3 MecsIeB 0 BKIIOYEHUS B MCCIEIOBaHHE U CO CPEJAHHUM OajuiOM IO pacIIUpeHHOU
mikane craryca uaBanuanoctu (PIICH, Expanded Disability Status Scale, EDSS) ot 3,0 no 6,5
Ha MOMEHT BKJII04YeHHUs B uccienosanue. Meaunana PIIICH Ha ucxoaHoMm ypoBHe cocrasisiia 6,0.
[TanmenTs! crapme 61 roma B HCCIEIOBAaHUME HE BKIIOYAIUCh. UTO KacaeTcsi aKTUBHOCTHU
3a0o0JeBaHMsA, OCOOCHHOCTH, XapaKTepHbIe Ul BocnaluTeNbHON akTuBHOCTH 1ipu BITPC, Moryt
OBITH CBSI3aHbI C PELIUIUBOM WJIM BU3yaiau3aluel (T. €. oyaroBble nmopaxeHus Ha T1-B3BelIeHHbIX
n300paKeHMSIX, KOHTPACTHPYEMBIE TAI0JIMHUEM, WIIK AKTHUBHBIEC [HOBBIC MJTH YBEIMIHBAIOIIIECS |
04YaroBbIe MOpakeHUs1 Ha T2-B3BENMIEHHBIX U300PAKECHUSX ).

[anreHTs! OBIIM paHIOMHU3UPOBAHEI 2: 1, Ui MpreMa CUIIOHUMO/Ia B 103€ 2 MTI' OJIMH pa3 B ICHb
i mane6o. Knnandeckas oneHKa npoBOAWIMCH IIPU CKPUHHUHTE, KaX/Ible 3 Mecsla 1 BO BpeMs
peuuauBa. Ouenka MPT npoBoananch Npu CKPUHUHTE U KaKple 12 Mecsues.

[TepBruHOI KOHEUHOI TOYKOM HMCCIEIOBAHUS OBLIO BPEMS 10 3-XMECSYHOTO MOATBEPKICHHOTO
nporpeccupoBanust uHBamuauzaumu  (IIIIM, confirmed disability progression, CDP),
OTIpeNIeNIIEMOro KaK yBeJIMYeHHEe KaK MUHUMYM Ha 1 6aJijl Mo CpaBHEHUIO C UCXOJHBIM YPOBHEM
[0 pacIIMPEHHON HIKaJe cTaTyca MHBaNUAHOCTU (yBenuueHue Ha 0,5 Gaiia s MAalMEHTOB C
UCXOIHBIM ypOBHEM 5,5 wim Oojiee TO pacIIMpEeHHOM IIKajle CTaTyca WHBAJIMIHOCTH),
coxpaHsitonieecs B TeueHue 3 MecsueB. KitoueBbIMM BTOPUUHBIMU KOHEYHBIMU TOYKaMH ObLIN
BpEMS J10 MOATBEPKACHHOTO 3-XMECAYHOI0 YXY/IIEHU 110 MeHblIei mepe Ha 20 % OT uCX0aHOro
ypoBHsI B TecTe X001 Ha 25 ¢yToB (T25W) 1 n3mMeHeHne o cpaBHEHHIO C HCXOAHBIM YPOBHEM
o0beMa nopakeHust Ha T2-B3BelIEHHOM H300pakeHuH. Jl0NOIHUTENbHbIE BTOPUYHbBIE KOHEUHBIE
TOYKH BKJIIOYAJIU BpeMs 710 6-MECSIYHOT 0 MOATBEPKACHHOTO MPOTrPECCUPOBAHNS MHBATIUIN3ALIUY,
IPOILIEHTHOE H3MEHEHHE 00beMa MO3ra U II0Ka3aTeIl aKTUBHOCTH BOCTIAJIUTEIBHOI O 3200JI€BaHUs
(romoBast yactoTa peruanBoB, mopaxeHus Ha MPT). KoneuHoil Toukol uccienoBaHus ObLIO
U3MEHEHHE CKOPOCTHM KOTHUTHBHOH OOpabOTKM MO pe3yibTaTaM TecTa Ha COINOCTaBICHHE
CUMBOJIOB U LIUP.

[TpoIOKUTENTEHOCTS  MCCIICIOBAHUS pa3jnvaiach Jig OTICIbHBIX TAIMEHTOB (MeIuaHa
MPOJOHKUTEIHLHOCTH HCCIIEIOBaHMS coCcTaBisa 21 mMecsil, Auama3on: ot 1 g 10 37 mecsies).

B wuccnenosanue Obutl BkItoueH 1651 paHIOMU3MpPOBaHHBIM MALMEHT, MPUHUMABILIUN JMOO
cunmonumona B o3¢ 2 mr (N=1105) nu6o mrame6o (N=546); uccienoanue 3aBepmuiu 82 %
MaIMeHTOB, MPUHUMABIINX CUITOHUMO, U 78 % MalnueHTOB, MpUHUMABIIUX wiane6o. CpenHuit
BO3pacT cocTaBmI 49 JIeT, CpeaHsst IPOJ0JDKUTEILHOCTh 3a00eBanms — 16 JeT, a cpeTHui 0asnt
10 PACIIMPEHHOM LIKaJe CTaTyca MHBAIUAHOCTH — 6,0 Ha MCXOHOM ypoBHE. Y 64 % nanueHToB
He OBbLJIO PEeLUAMBOB B TeUCHHE 2 JIET J0 BKJIIOYEHHUS B MCCIENOBaHuUE, a y 76 % Ha UCXOIHOM
MPT-ckanupoBaHUM HE OBLIO MOPaXEHUH, KOHTPACTHPYEMBIX TaJoiuHueM. 78 % MaIleHTOB
paHee JIEYUIIUCh OT PACCEIHHOTO CKIIEPO3a.
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Bpemss Hauwana 3-mecsiuHOoro u - 6-mMecsA4HOrO %%BMI%{%-FEHE%O{DE&QDH;AHHﬂ

UHBAJIMAM3AIMN OBUIO 3HAYUTEIBHO OTCPOYEHO B TPYIIE CUIIOHMMO/IA, CO CHM)KEHUEM pUcKa 3-
MECSYHOI'0 MOJTBEPKJIEHHOTO MPOrpeCCUPOBAHUS MHBaIuAU3aluu Ha 21 % MO CpaBHEHHIO C
miane6o (ortnomenue puckoB [OP] 0,79, p = 0,0134) u cHuxkeHHueM pucka 6-MECSUHOTO
MOJITBEPKJIEHHOTO MPOrPEeCCUPOBaHUs MHBANKUIM3aluU Ha 26 % 1o cpaBHeHuIo ¢ 1ianedo (OP
0,74, p=0,0058).

Pucynok 1. Ilanuentsl ¢ IIITH gepe3 3 n 6 mecsanesB Ha ocHoBe KpuBbIX Kansiana-Meiiepa
no PIIICH (rpynna mosiHoro anaiausa, uccjiegosanue A2304)

Bpewmst 1o 1IN B Teuenne 3 mecsines B Bpewms 1o IIITU B Teuenne 6 mecsiues B

CPaBHEHUH ¢ ni1anedo CpaBHEHMHU ¢ IJ1anedo
(OcHOBHAs KOHEYHAsl TOYKA)

50 50

40 40

30 30 £ CC S R

20 20 gt
OP: 0,79, p = 0,0134; (95 % JIU:

OP: 0,74, p = 0,0058; (95 % JIM:
¢ !i' 0,65, 0,95); cum:xenne pucka: 21 % P ( ol

Joast mauuentos ¢ [1IIU B Teuenue 3 mecsines

Joast nauuenTtoB ¢ [ITIM B Teuenne 6 mecsinen
-
-
\%‘
-

¥ 0,60, 0,92); cHm:keHue pucka: 26 %
10 ool 10 .?::”‘ sOU, U, ), P °
| ¥ r
o oo 0 guf _
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Mecsn uccJie10BAHUS Mecsu uccjieI0BaHUA

YncJ10 NalMeHToB B rPyIie pucka Yuc/10 MalMeHToB B rPYIIe PUCKA
Cunonumon | 1099 | 947 | 781 | 499 | 289 [ 101 [4 |0 Cunonumon | 1099 | 960 | 811 | 525 | 306 | 106 | 5| 0
Iiauedo 546 463 | 352 | 223 | 124 | 35 0]0 Inauedo 546 473 | 361 | 230 | 128 | 37 110

i Cunonnmon (N=1099) - Inaneéo (N = 546)

Taboauua 3. Kiimanuyeckue pe3yabtarhl U JanHbie MPT B uccienosanun A2304

Koneunble TOYKH A2304 (EXPAND)
Cunonnmon Il1anedo
2 mr (n=1099) (n=546)

KimHn4yeckue pe3yjbTaThl

IlepBuyHasi KOHEYHAS TOYKA 26,3 % 31,7 %

3¢ exTUBHOCTH:

Honsa manmenTos ¢ IIITM B Teuenne 3
MecsieB (OCHOBHAsI KOHEUHAsl TOUKA)
Cumxenue pucka' 21 % (p=0,0134)
Homns nauuenToB ¢ noarBepxkaeHHbM 20 %- | 39,7 % 41,4 %
HBIM YBEJIHUYEHUEM PE3yJIbTaTOB TECTa
OIICHKH BPEMEHH MPOX0XKICeHUS 25 (hyTOB
yepes 3 Mecsia

CHuKeHHe pucka' 6 % (p=0,4398)
Honsa manuenTos ¢ 1[I B TeueHue 6 19,9 % 25,5 %
MECSIICB
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KoHeuHBIE TOYKH (TR KB'G‘P(E%PKNB’- D Uul3)
Cunonnmon Ilnaneoo
2 mr (n=1099) (n=546)
CHmKeHHe pucka' 26 % [(p<0,0058)]°
Cpennerononast yactora penuanBoB (CYP) 0,071 | 0,152
CHMXEHHE YaCTOTHI 55 % [(p<0,0001)1°
Koneuynble TOUKkH, cBsi3aHHbIie ¢ MPT
Usmenenne oobemMa nopaxenus na T2- +184 mm? +879 mm?

B3BEIICHHOM H300pa)KCHUU 110 CPAaBHEHHUIO C
VICXO/IHBIM YPOBHEM (MM°)?

Pa3nuna B n3menennn o0beMa nmopakeHuii Ha -695 MM (p<0,0001)’
T2-B3BerIeHHOM H300paKEHUH

[IpouienTHOE M3MEHEHHE 00BEMa MO3Ta -0,497 % - 0,649 %
OTHOCHTEJIBLHO HCXOAHOTO ypoBHs (95% JIN)®

Pa3nuiia B mpolieHTHOM U3MEHEHHH 00beMa 0,152 % [(p=0,0002)]°
Mo3ra

Cpennee coBokymnHoe konauuecTBo Gd- 0,081 0,596

KOHTPAaCTUPYEMbIX NopaxeHuit Ha T1-
B3BELICHHBIX H300paxenusx (95 % JN)*

CHIKEHHE 9aCTOTHI 86 % [(p<0,0001)1°
Jloys manenToB ¢ yxyameHnuem Ha 4 6amia B | 16,0 % 20,9 %
TECTE Ha COMOCTABJIEHUE CUMBOJIOB M (P’

Cumxenue pucka' 25 % [(p<0,0001)]°

! M3 mozmenu Kokca 1/1s BpeMeHH 10 IPOTPeCCUpPOBaHUs

2 U3 mopenu ist MOBTOPSIFOIIUXCS] COOBITHI

3 Cpennee 3Hauenue 3a 12-if 1 24-if MecsIbI

4 Ilo 24 mecsma

> TloaTBepP:KIEHO uepe3 6 MecsIeB

b [Homunanvnoe 3nauenue p Ons KOHEUHbIX MOYEK, He BKTIOYEHHBIX 6 UEPAPXUYECKOe
MecmupoBanue U He CKOPPEKMUPOBAHHBIX C YUEMOM MHONCECECHHOCIL)

7 Henonrsep:karoliee 3Ha4eHUE P; IIPOLELYpa HEPAPXUIECKOTO TECTUPOBAHHS 3aBepIIeHa 110
TOCTIDKCHUS KOHEYHON TOUKH

Pe3ynbraThl Hccae10BaHNs TTOKA3aIl BapruadesbHOE, HO YCTOHYMBOE CHU)KEHUE PUCKA B TEUECHUE
3-x u 6-mecauHoro nepuonoB I[N npu mpueMe cunoHMMoJa MO CpaBHEHHIO ¢ Ianedo B
NOArpyNnax, OIPEJCICHHbIX Ha OCHOBE II0jJa, BO3pacTa, AKTUBHOCTH pPELUIUBOB 10
UCCIIEI0BaHMSI, aKTUBHOCTH 3a00JeBaHus Ha ucxoaHoit MPT, mpoaomKuTenbHOCTH 3a00IeBaHUS
Y YPOBHEW MHBAJIUIHOCTH HAa UCXOJHOM YPOBHE.

B nmoarpynne manuerToB (n=779) ¢ akTUBHBIM 3a00JI€BaHUEM (OTIPEIEIIEMbIX KaK MAIlUEHTHI C
pEelUIMBOM B TEUEHHE 2 JeT A0 HccleAoBaHusd w/unu ¢ HanuyueMm (Gd-KOHTpacTUPYEMBIX
nopaxkeHnit Ha T1-B3BemIEHHBIX HM300pPaKEHUAX HA HUCXOJHOM YypPOBHE) HCXOJHBIC
XapaKTePUCTUKU ObUIM aHAJIOTHYHBI XapaKTepUCTHKaM B oOImel nomynsuun. CpenHuid Bo3pact
coctaBui 47 NIeT, CpeIHss MPOIOJDKUTENILHOCT 3a0oneBanust — 15 ner, cpeanuii 6amt mo PILICU
Ha UCXOJHOM ypoBHE — 6,0.

Bpemst Hauana nporpeccupoBanus mpu 3-MecssaHoM U 6-tumecssanoM [1TTH Ob110 3HAYUTEIIBHO
3a/Iep’KaHo y TMAIMeHTOB C aKTUBHBIM 3a00JIeBaHHMEM, MOMYy4YaBIIMX cUMOHMMOA, Ha 31 % mo
cpaBHeHMIO ¢ muanebo (otHomenue pucko [OP] 0,69; 95 % IU: 0,53, 0,91) u wa 37 % no
cpasHenuo ¢ ianedo (OP 0,63; 95 % JAU: 0,47, 0,86) coorBeTrcTBeHHO. CUP (TIOATBEpKICHHBIC
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peruanBbl) cHU3MIACH Ha 46 % (koadduruent CUP O,Shlzl 9_51%513&: @BEE@#‘H%Q Iﬁa‘gﬁgﬁﬁm c

wiane6o. OTHOCUTENbHAS CKOPOCTh CHIDKEHUS KyMYJISTHUBHOTO uucia Gd-KOHTpacTUPyEeMBIX
nopakeHnit Ha T1-B3BemIEHHBIX M300pakeHUsIX 3a 24 Mecsa coctaBmwia 85 % (cooTHomeHHE
ygactoTsl 0,155; 95% [AU: 0,104, 0,231) no cpaBHeHHIO ¢ mianedo. Paznuuus B u3BMeHEeHUH 00beMa
nopakeHus: Ha T2-B3BEIICHHOM H300paKCHUH M TPOIICHTHOM HM3MEHEHMH OoO0bema Mo3ra (B
cpeaneM 3a 12 u 24 Mecsna) 0o cpaBHEHHIO ¢ I1ane6o coctasumu — 1163 mm® (95 % JIU: -1484,
-843 Mm*) 1 0,141 % (95 % JIN: 0,020, 0,261 %) COOTBETCTBEHHO.

Pucynok 2. Ilanuentsl ¢ IIIIU gepe3 3 n 6 mecsaueB Ha ocHoBe KpuBbIX Kansana-Meiiepa
no PIICH — noarpynna ¢ akruBHbiM BIIPC (rpynna mosaHoro anaamsa, Mcciel0BaHue
A2304)

Bpewms s10 ITIIN B Teuenne 3 Mecsiues B Bpewmsi 10 IITIA B Teuenne 6 mMecsines B

CPaBHEHHH € MJ1anedo CPaBHEeHHH ¢ I1ane6o
(OcHOBHASl KOHEYHAS TOYKA)

£ 50 & 40

: :

= g
- — = ——

v 40 — ) S

2 - 2 30

= . (o - P

= 30 —— e ot
= - = -
= 3 oem
= - g 20 o

S 4 = :

2 20 g @ mﬁ-”

= pr— 2 Y

= =

g ; 5 4

H uo » OP: 0,69 (95 % JIU: = 10 OP: 0,63 (95 % JM:

= b o 0,53, 0,91); cumxenue pucka: 31 % s ”- 0,47, 0,86); cum:xenue pucka: 37 %

= p = ,

i | = :
= S

=
0 0
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Mecsin uccjieqoBaHus Mecsin ncejienoBanus

Yucao MALUEHTOB B I'pynime pucka Yucao ManMEeHTOB B IpyIime puckKa

Cunounmon | 516 439 | 376 | 245 | 149 | 48 1[0 Cunonumon | 516 447 | 391 | 258 | 156 | 51 110
Ii1auedo 263 221 164 | 112 | 68 19 0|0 Il1anedo 263 225 171 115 | 68 20 00

———p——t— Cunnonumop (N = 516) i [Inane60 (N = 263)

B monrpynme maruentoB (n=827) 6e3 MpHU3HAKOB U CHMIITOMOB AKTUBHOCTH 3a00JIEBaHUs
(ompenenseMbIX Kak MAIMEeHTHl 0€3 pelyuBa B TeUeHHe 2 JeT 0 UCCIEOBaHus U 0e3 Haluuus
Gd-xoHTpacTupyembix mopakeHuil Ha T1-B3BEIIEHHBIX M300paKEHUSX HA HMCXOJHOM YpPOBHE)
apdextsr Ha 3-xmecsiyHOe U O-TumecsaHoe [IIIM Obuim HEOONBIIMMH (CHW)KEHHE pPHCKa
coctaBuiio 7 % u 13 % coOTBETCTBEHHO).

5.2. ®apmakoknHeTHYECKHE CBOHCTBA

AOcopOuus

Bpemst (tmax) TOCTHOKEHUS MaKCHMaJbHOW KOHIEHTPAIMK (Cmax) CHIIOHUMO/JIA B IUIa3Me KPOBHU
II0CJIE€ MHOTOKPATHOI'O ITpHeMa BHYTPb COCTABIIAIO 0K0JI0 4 yacoB (0T 2 10 12 yacoB). CUIIOHUMO.
XapakTepu3yeTcs 3HaUnTeNIbHbIM BcachiBaHUEM (= 70 %, ncxo/s U3 BETUUUHBI PaAMOaKTUBHOCTH
B MOYE U KOJHMYECTBA METAOONMTOB B (PEKAIUAX C HIKCTpamossanueil 10 OECKOHEUYHOCTH).
AbcomoTHas OMOJOCTYITHOCTh CUITIOHUMO/1A TIPH IIpUEeMe BHYTPh cocTaBisieT okoio 84 %. [pu
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Ha JeciaTblii neHb cocraBisuio 30,4 Hr/wmm, a cpeanee 3HaueHHE AUCwu — 558 u*Hr / mu
PaBHOBeCHOE COCTOSIHHME ITOCTHTAIOCH MPUOTU3UTEIBHO Yepe3 6 THEH MHOTOKPAaTHOTO IpHeMa
OJIMH Pa3 B CYTKH.

[IpueM nuIM HE BIMSI HA CUCTEMHYIO 3KCIO3UIHI0 cunoHuMoa (Cmax 1 AUC), HecMOTpst Ha
MO3/IHEE TOCTIKEHHUE tmax, KOTOPOE COCTABIISUIO § YaCOB MOCIE OJJHOKPATHOTO MTpHeMa Mpernapara.
B cBs131 ¢ BhIIIECKa3aHHBIM npenapat MOXHO NPUHUMATDb BHC 3aBUCUMOCTH OT IIpUCMa IMUIIA (CM.
paznen 4.2).

Pacnopenenenune

CuUNOHMMOJT YMEPEHHO paclpesieNsieTcsl B TKaHsIX, CPeIHUN 00beM pacnpesiesieH!s] COCTaBIIseT
124 5. lons cunoHMMOAA B IUIa3ME KPOBM y 4esloBeKa cocTaBisieT 68 %. B uccnenoBanusx y
KUBOTHBIX MMOKA3aHO, YTO CUIIOHUMOJI JIETKO MPOXOIUT Yepe3 reMaTodHIedamnueckuii 6apbep.
CreneHb CBSI3BIBaHUSI CUTIOHUMOJA C OEIKaMH TUIa3Mbl KPOBH y 370POBBIX JOOPOBOJIBIEB U Y
NAaIMEeHTOB C HapylleHHeM (QYHKIWW TEYCHW M HapylmIeHHeM (QYHKIUH TMOYEK COCTaBIISET
> 99,9 %.

Buorpancdopmarus

CHITOHUMOJT TIOABEPTacTCsl aAKTUBHOMY METab0IM3My B OCHOBHOM 3a cueT nm3odepmenta CYP2C9
(79,3 %), u B Menbiei crenenu — uzopepmenta CYP3A4 (18,5 %).

[Ipennonaraercs, yTo papmakosgoruyeckasi akTUBHOCTh OCHOBHBIX METAa0OJIMTOB CUIIOHUMO/JA,
M3 u M17, He BHOCUT BKJIaJla B €0 KJIMHUYECKYIO 3P PEKTUBHOCTb U 0€30IaCHOCTD y YeNIOBEKa.

CornacHo pe3yabTaTaM in Vifro UCCIeI0BaHUM, CATIOHUMO/I IPY IPUEME B TEPANIEBTUUECKON /103€
2 mr | pa3 B CyTKH 1 €r0 OCHOBHBIE CUCTEMHBIE MeTa0oauThl M3 1 M 17 He 0051a1at0T KITHHUYECKH
3HaYUMBIM TOTEHIIMAJIOM MEXJIEKApCTBEHHOTO B3aUMOJIEHUCTBUS CO BCEMH HCCIIEIOBAaHHBIMU
uzopepmentramu CYP cuctembl 1mutoxpomMa u OelKaMHU-IEPEHOCUMKAMH, B CBS3H C UYeM
MPOBEJICHNE COOTBETCTBYIOUINX KIIMHUYECKUX UCCIEOBAHHUI HEe TpeOOBAIOCH.

N3odepment CYP2CY sBnsiercs noiuMop@HbIM, B 3aBUCUMOCTH OT T€HOTHUIIA U3MEHSETCS 10715
y4acTHs JIByX IIyTed OKHCJIHTEIBHOTO MeTaboiu3Ma B BbIBeACHHMH mpemnapara. CoriacHo
pe3ynbTataM MOJIEIHPOBaHUS (PU3NOIOTUYECKU-3aBUCUMON (papMaKOKHHETUKHU, B 3aBUCHMOCTH
or CYP2C9-renoruma pasnuuaercss crteneHb uHrHOMpoBanus wu3odpepmenta CYP2C9, u
UHAYKIHUU ITyTH, onocpeaoBanHoro uzopepmentom CYP3A4. [IpeanonoxeHo, 4To 4eM MEHbIIIEe
MeTtabonnueckas akTUBHOCTh u3opepmernta CYP2C9 mpu cooTBETCTBYIOLIEM TE€HOTHUIIE, TEM
Oonee BbIpakeH 3(dekT BemecTB, Biaustommx Ha u3odepmeHT CYP3A4, Ha HKCIO3UIUIO
cunoHumMona (cM. pasnen 4.5).

OIMMUHAIMS

VY nmanuentoB ¢ PC kaxymmiica cuctemusiii knupenc (CL/F) cocraBun 3,11 n/u. Kaxymmuiics
MEPHUO/I MOIYBBIBEJICHUS CUTIOHUMO/IA U3 TJIa3Mbl KPOBU COCTABIISIET OKOJIO 30 4acoB.

BriBeieHne W3 CHCTEMHON IMPKYJSIUAN TPOUCXOAWT B OCHOBHOM 3a CYET MeTaboju3Ma H
MIOCJICIYIOIIETO BBIBEICHUS C JKETYbIO/KaIoOM. B MOYe CHIIOHMMOJ B HEM3MEHEHHOM BHJIC HE
0OHapyKMBAETCHI.
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JIMHENHOCTD

Konnentpanus cunoHuMoza mocjae MHOTOKpaTHOTO npruemMa B go3ax ot 0,3 mr 10 20 Mr oauH pas
B CYTKH YBEJIMYHUBACTCS JO30IPOIIOPIIHOHATBHO.

KonuenTpanus cunoHuMo/1a B paBHOBECHOM COCTOSIHUM B 2—3 pa3a MPEBbIIACT KOHLUEHTPALUIO
nocJie pueMa MepBoi J03bl M JOCTUTACTCS TPUOTU3UTENBHO uepe3 6 THel py mprueMe OJUH pa3
B CyTkd. [l JOCTHKEHWS KIMHUYECKOW TEepameBTHYECKOHM JMJ03bI 2 MI  HEeo0XoIuMm
NICCTUHEBHBIA TIeproa (ha3bl TUTPAIUH, TIOCIIE Yero TPeOyeTcs TONOTHUTEIBLHO 4 THS mprueMa
JUISL TOCTUKEHHSI PABHOBECHOM KOHIICHTPAIMU B IJIa3M€E KPOBH.

XapaKTEepUCTUKHU Y 0COOBIX I'pyhIl NarMcHTOB

T'enorun nszodepmenta CYP2C9

I'evotunn wu3zodepmenra CYP2C9 Bmmser nwa CL/F cunonmmoma. B aByx aHammzax
MOMYJIAIIMOHHON (PapMaKOKWHETHUKH TOKa3aHO, YTO y4acTHUKH ¢ reHoTunamu CYP2C9*1*1 u
*1*2 gaBnsroTCsl OBICTPBIMH METa0OIM3aTOPaMH, YYaCTHUKH C TEHOTHIOM *2*¥2 y; *1*3 —
MPOMEKYTOUYHBIMH METa00IM3aTOPaMU, @ YYACTHUKHU C TEHOTHIIOM *2*3 u *3*3 — menneHHBIMU.
VY yuactHukoB ¢ reHotunamu CYP2CO*2*2  *1*3  *2*3 y *3*3 oTMedeHO yMeEHBIICHHE
nokazarenst CL/F wa 20 %, 35-38 %, 45-48 % u 74 % COOTBETCTBEHHO IO CPABHEHHIO C
yagactHukamu ¢ TeHotunom CYP2C9*1*1. Takum 00pazom, O3KCIO3WIHS CHIIOHUMOJA Y
y4acTHUKOB ¢ reHoTunamu CYP2C9*2%2  *1*3  *2%3 y *3*3 ypenuuuBanach npuOIH3UTEIHHO
Ha 25 %, 61 %, 91 % u 284 % no cpaBHEHHIO ¢ yuacTHUKaMuU ¢ reHoTtunoM *1*1 (cm. Tabnuny 4)
(cm. paznenbl 4.2 u 4.4).

CymectBytoT u Japyrue, Oojee penko Bcerpeuatomuecss momumopdusmer  CYP2C9.
dapMakOKMHETHKAa CHIIOHMMOAA y TaKUX CyObEKTOB HE OIleHHMBaiach. Hekoropsie
noauMopdu3Mbl, Takue Kak *5, *6, *8 u *11, cBA3aHBI cO CHIDKEHHEM WM MOTepel (QyHKIHH
¢depmenta. Cunraercs, uro amuienu CYP2C9 *5, *6, *8 u *11 umeror oO11yt0 4aCTOTYy IPUMEPHO
10 % B nonynsuusx apuUKaHCKOrO  HPOUCXOXkAeHus, 2 % B MOMyJIALUAX
JATHHOAMEPHUKAHCKOT0/MCIIaHCKOro mpoucxoxaeHus u <0,4 % y eBponeou10B 1 MOHIOJIOUIOB.

Taoauua 4. Bausaue resoruna CYP2C9 na cunounmon CL/F u cucreMHoe Bo3aeiicTBue

CYP2C9 Yacrora y | lIpeanosaraemsiii | % % yBeanuyeHust
TeHOTHII e€BpONEeou/10B CL/F (a/uv) CYP2C9*1*1 IKCMO3UIMHU 110
CL/F CPAaBHEHUIO C

CYP2C9*1*1

BricTprlit MeTabonu3arop

CYP2C9*1*1 62-65 3,1-3,3 100 -

CYP2C9*1*2 20-24 3,1-3,3 99-100 -

[TpomexxyTOUHBINH MEeTab0IM3aTOP

CYP2C9*2%*2 1-2 2,5-2,6 80 25
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CYP2C9 YacroTa y | Mpeanosjaraemulii | % - or | EH 00T e dinetns
TeHOTHII e€BpPOINeou/10B CL/F (a/uv) CYP2C9*1*1 IKCIO3UIMHU 110
CL/F CPAaBHEHUIO C
CYP2C9*1*1
CYP2C9*1*3 9-12 1,9-2,1 62-65 61

MeneHHsbIi MeTab0IM3aTOP

CYP2C9*2%*3 1,4-1,7 1,6-1,8 52-55 91

CYP2C9*3*3 0,3-0,4 0,9 26 284

JInIa mosKHIIoro Bo3pacTa

CornacHo OllEHKE TMOMYJSIUOHHON (apMaKOKMHETHKH, HE TpeOyeTcs KOPPEeKIus I03blI
CUIIOHUMO/IAa Yy TMOXWIbIX NanueHToB (B Bo3pacte 65 yer u crapuie). B kinmHHYecKux
UCCJCAOBAHUSAX HE YYacTBOBaJIM MauueHTsl crapuie 61 roma. CunoHUMoOn clenyer ¢
OCTOPOKHOCTBIO MPUMEHSTD y MOXKHWIBIX NAIUEHTOB (cM. pazzaen 4.2).

Iloxn

Pe3ynbraThl OLIEHKM MOMYJSALMOHHOM (PapMaKOKMHETUKU CBUAETENBCTBYIOT, YTO KOPPEKIIHS
71031 B 3aBUCUMOCTH OT T10J1a He TpeOyeTcsl.

Paca/sTHHYeckas NPHUHAJIC)KHOCTDH

VY 310poBBIX JOOPOBOJIBLIEB €BPONEOUIHON PaChl U AMOHCKOIO MPOUCXOXKICHHUS HE OTMEYEHO
pasnnuuii papMaKOKMHETHYECKUX MapaMeTpOB MOCiIe MpueMa OJHOKPATHOM J03bl, YTO TOBOPHUT
00 OTCYTCTBHM STHHUYECKHX Pa3INuuil B (papMaKOKMHETHKE CUITOHUMO/IA.

Hapyiesne GyHKIIMK HOYEK

Koppekiiuu 10361 y MallMeHTOB ¢ HapylieHueM (yHKIMH MTOYeK CJIadoi, CpeHer Wi TSKEIOn
creniean He TpeOyetcs. Cpenuuil mepuona monyBbiBeAeHUS U Cmax CHUMOHMMOAA (00IIEro u
HECBSI3aHHOTO) OBLIM COMOCTaBUMBI y MAIMEHTOB C HapylleHHeM (GYHKIUH MOYEK TsHKeIon
CTENCHH U 3I0pOBbIMH J0oOpoBoibiiamu. Bemnmunna AUC oO0miero u HeCBSI3aHHOTO BEIIECTBA
ObuIM HE3HAYMTENIbHO BbIE (Ha 23-33 %) Mo CpaBHEHHMIO CO 3AOPOBBIMU J1OOPOBOJIBLIAMH.
BnusiHne TepMuHANBbHOW CTaAMM TMOYEYHOW HENOCTATOYHOCTH WM TeMOJuaiu3a Ha
(dhapMaKOKMHETHUKY CHUIIOHMMOJA HE H3Yy4yajoCh. YUMUTHIBAas BBICOKYIO CTENECHb CBS3BIBAaHUS
CUIIOHMMOJIa ¢ OeskamMH Iu1a3mMbl KpoBU (> 99,9 %), MalloBEpOSATHO, UYTO Te€MOIHAIIN3 MOKET
OKa3bIBaTh BIIMSHUE HAa KOHIIEHTPAIMIO OOIIEro M HECBA3aHHOI'O CUIIOHUMOJA, B CBS3HM C YeM
KOPPEKIIHUS 03Bl HE MPECTABIACTCS HEOOXOIMMOM.

HaDVIHGHI/Ie d)VHKIII/II/I IICYCHU

[IpuMeHeHHe CUMOHMMOJA y MALMEHTOB C HAapyLIeHHEeM (YHKIMU NEYEHHU TKEJION CTeneHH
IPOTUBOIIOKA3aHO. Y MALMEHTOB C HapyIIeHUEeM (DYHKIUH [I€YEHH JIETKON WM CpEeIHEN CTEeNeHH
TSOKECTH KOppeKLus 1036l He TpedyeTcs. Ilocne npuema ogHoKpaTHOH 10361 0,25 Mr BelMYMHA
AUC HecBsI3aHHOTO CHUIIOHUMOJ]Aa Y HAllMEHTOB C HapylleHUeM (YHKIUHM MEeYeHH CpelHel u
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no6poBosbiiamMu. CpeHUN epHO/] TOTYBBIBEACHUS CUITOHUMO/1a HE U3MEHSIICS IPH HAapyIIEHUH
(GYHKINY TICYSHH.

6. PAPMAIIEBTUYECKHE CBOVMCTBA

6.1. IlepeyeHb BcIOMoOraTe/ibHbIX BelIECTB

Katienapa, 0,25 Mr, Ta0ieTKu, HOKPBITHIE IIEHOYHOU 000JI0YKOI

Aopo mabaemxu

JlakT03B1 MOHOTHAPAT

[enmromn03a MUKPOKpPUCTAILITMYECKAST
KpocnoBumosn (tum A)

['munepun guberenar

KpeMHuus auokcu KOIIOuHbINA

Oboaouxka mabremku

[TonMBUHUTIOBBIN COUPT YACTUYHO THIPOIUIOBAHHBIN
Turana nuokcun (E171)

Tanbk

Jlenutun coessiit (E322)

Kamenr xcantanoBas

Kpacurens xene3a okenp kpacHslil (E172)
Kpacurens xene3a oxkcup uepHsiii (E172)

Kaiienapa, 2 mr, Ta6HeTKI/I, MOKPBITHIC IICHOYHOM 000JI0YKOH

Aopo mabaemxku

JlakTO3BI MOHOTHAPAT

[emtr0103a MUKPOKPUCTAILTHICCKAS
KpocnoBumosn (tum A)

I'munepun guberenar

KpemHuust 1MOKCHT KOJITTOMIHBII

Obonouka mabaemiu

[ToMMBUHUIOBBIN CIUPT YACTUYHO THAPOIN30BAHHBIN
Turana quokcun (E171)

Tanbk
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Jlenutun coessiit (E322)

Kamenr xcantanoBas
Kpacurens xene3a okeng kpacHslil (E172)
Kpacurens xenesa okcun xentoiit (E172)

6.2. HecoBMecTHMOCTEL

He npumennmo.

6.3. Cpok rogHocTH (CPOK XpaHEHUA)

3 roxa.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NPH XPAHEHUH

Xpanuts 1pu Temreparype ot 2 g0 8 °C.

[Tocre oTmycka manueHTy XpaHUTh MpU TeMiiepaType He Boie 25 °C He Oonee 3 MecAIeB.
6.5. Xapakrep u conepxkaHue NePBUYHON YIIAKOBKHU

Kaitennpa, 0,25 mMr, Ta0JIETKH, TOKPBITHIE INIEHOYHON 000JI0YKON

[To 12 Ttabnerok, MOKPBITHIX IUIEHOYHON oOomoukoi, B Ommcrep u3 IIA / An / [IBX u
anmoMuHueBor ¢oiabru. Ilo 1 6muctepy B KapTOHHOM I€Haje BMECTE C JMCTKOM-BKJIAJbIIIEM
(MHCTpYKIMEH MO MEAULIMHCKOMY NPUMEHEHHIO) B KAPTOHHYIO MauKy («CTapToBas YMaKOBKa»)
wm mo 10 OGnaucTepoB BMECTE C JIMCTKOM-BKIAABIIIEM (MHCTPYKIHEH IO MEIUIIMHCKOMY
NPUMEHEHHUIO) B KAPTOHHYIO MAUKY.

Kaiiennpa, 2 mMr, TaOJIETKH, ITIOKPBITHIE INIEHOYHON 000JI0YKOH

ITo 14 TtabieTok, MOKPBITHIX IJICHOUYHOM oOomoukoit, B Ommcrep u3 IIA / An / [IBX u
amromMuHueBoi ¢osbru. [lo 2 OGnmcrepa BMecTe C JMCTKOM-BKJIAIBIIEM (MHCTPYKIHUEH TIO
MEIUIUHCKOMY MTPHUMEHEHHIO) B KAPTOHHYIO ITaUKy.

I[OHYCKaeTCH HaJIMYNUEC KOHTPOJIA IIEPBOI'O BCKPLITUA HA KapTOHHOﬁ ITa4Ke.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPH  YHUUYTOKEHHMH  HCIOJb30BAHHOTO
JIEKAPCTBEHHOT0 mMpemapara WJIH OTXO0A0B, TMOJYYEHHBIX TIOCJe TPHUMEHEHUs!
JIEKApCTBEHHOI0 Npenapara, u pyrue MaHUMYJISIUH ¢ TIPenapaToM

Bech ocraBmmiics J'IeKapCTBCHHHﬁ npenapar u OTxodbl CJICAYCT YHUUTOXUTL B COOTBCTCTBHUU C
YCTaHOBJICHHBIMH HAlITUOHAJIbHBIM 3aKOHOAATCIILCTBOM TpGGOBaHI/ISIMI/I.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Iseiinapus / Switzerland,
Hosaptuc Oepcus MuBectmente Al / Novartis Overseas Investments AG,
4056 bazenp, Jluxtmtpacce 35 / 4056 Basel, Lichtstrasse 35

7.1. IIpeacTaBuTeIb epKaTeNsl PErHCTPAIIMOHHOIO YI0CTOBepeHus: Ha Tepputopun Coro3a

[Iperen3un HOTDC6PIT€J'ICI>1 HaIIpaBJATH 11O aAPECY.
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Poccuiickas @edepayus

00O «HoBaptuc ®apmay

Anpec: 125315, r. Mocksa, JlenuHrpaackuit npocmekt, 1. 70
Ten.: +7 (495) 967 12 70

dakc: +7 (495) 967 12 68

OnexrponHas moyrta: drug.safety russia@novartis.com

Pecnybnuxa Kazaxcman

Ounman Komnanuu «Hosaptue ®@apma Cepsrcaz Al B Pecyonuke Kazaxcran
Anpec: 050022, r. Anmartsl, yi. Kypmanrassl, 95

Tenedon: +7 727 258 24 47

OnektponHas noura: drugsafety.cis@novartis.com

Pecnybauxa Benapyco

[TpencraButensctBo AO «Novartis Pharma Services AG» (LlIseiinapckas Kondeneparnws) B
Pecny6nmke bemapychb

Anpec: 220069, r. MuHCK, 1ip-T J3ep>KUHCKOTO, 5, oM. 3, oduc 3—1

Tenedon: +375 (17) 360 03 65
OnextponHas nmouta: drugsafety.cis@novartis.com

8. HOMEP PETUCTPAIIMIOHHOI'O YIOCTOBEPEHHSI
JIIT-Ne(004355)-(PT-RU)

9. TATA NEPBHYHON PETMCTPAIIMA (IIOATBEPXKJIEHNUSA PETMCTPAIIUMN,
IHEPEPET'UCTPAIIUN)

[Mata nepBuyHoii peructpauuu: 19 suBaps 2024 r.
10. IATA IEPECMOTPA TEKCTA
OO0wras xapakTepucTUKa JeKkapcTBEHHOTo npenapaTa Kailenapa noctynHa Ha HHGOpMaMOHHOM

noptane EBpa3uiickoro 3KOHOMHYECKOTO COr03a B MH()OPMAIIMOHHO-KOMMYHHKAIIMOHHON CeTH
«uTepHeT» https://eec.eaeunion.org/
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