OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA
1. HAMMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA

Kopaxkcan, TabeTku, TOKPBITHIE TNICHOYHOH 000JI0YKOH, 5 MT
Kopaxkcan, TabmeTku, TOKPBITHIE TNICHOYHOH 000JI0YKO#, 7,5 MT

2. KAYECTBEHHBIN U KOJIMYECTBEHHbBINA COCTAB
Kopakcan, TabneTKH, TOKPLITHIE IIIEHOYHONH 000JI0OUYKOH, 5 MT

Kaxxmast TabmeTka, OKpHITas INIECHOYHON 000JIOUKOH, CONEPIKUT 5 MT MBaOpaauHa (B BHIIEC MBAOpaIuHa
rungpoxiopuaa 5,39 mr).

BcnoMorarenbHble BellecTBa, HaJW4YHE KOTOPHIX HAAO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npemnapara: 63,91 Mr J1akTo36I MOHOTHIPATA.

Kopakcan, TabJIeTKH, OKPEITHIE INIEHOYHOI 000JI0YKOH, 7.5 MT

Kaxnas Talnerka, MOKpBITas TJICHOYHONW O0OONOYKOW, cOAEpKUT 7,5 Mr wuBaOpaguHa (B BHIE
nBaOpaauHa ruapoxiaopuaa 8,09 mr).

BcenoMoratenbHple BeIEeCTBAa, HaJIM4YME KOTOPHIX HAA0 YYHUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npemnapara: 61,215 Mr 1akTo36 MOHOTHApATA.

[onHbIii IEpeYeHb BCIIOMOTaTeIbHBIX BEIISCTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHASI ®OPMA

TabreTku, MOKPHITHIE TNICHOYHOH 000JI0TKOM.

KopakcaH, TabIeTKH, MOKPHITHIE TNICHOYHOW 000JI0YKOM, 5 MT

OBaJbHBIC, JBOSIKOBBIMYKIIBIC TAOJETKH, MOKPBIThIC IUICHOYHOW OOO0JIOUKOH, OPaHKEBO-PO30BOTO

o o [V~ o
I[BETa, C HACCUKAMU C JIByX OOKOBBIX CTOPOH W TPaBUPOBKOH Ha OJHOH CTOpOHE — =~ , HA APYrou —
udpa 5. TabneTka MOKeT OBITH MO/IETICHA HA JIBE PaBHBIE YACTH.

Kopakcas, TabaeTKu, MOKPHITHIE INIEHOYHOW 000J109KOH, 7,5 MT

TpeyronpHble TaOJETKH, WOKPHITHIC IICHOYHOM OOOJIOYKOW, OpPaH)KEBO-PO30BOTO IIBETA, C
v o [P o

rPaBUPOBKOM Ha OJHOM CTOpOHE — =~ , ¢ Apyroi — nudpa 7,5.

4. KIIMHUYECKUE JAHHBIE
4.1. IToxka3zanus K NpMMeHEHUI0

Cumnmomamuueckas mepanusi CmabuIbHOU CIMEHOKapouu

Cumnromatuueckas Tepamus CTaOWIBHOW CTEHOKapAWM TpH HIIeMUYecKol Oone3HH cepaua y
B3pOCIIBIX MAI[EHTOB ¢ HOPMAJIBbHBIM cHHYCOBBIM putMoM 1 UCC He menee 70 ya./MuH.:

- TpH HENepeHOCHMOCTH WM HaJIWYM{  TIPOTHBONOKA3aHWH K  IpPUMEHEHWIo  Oera-
aipeHo0I0KaTOPOB;

- B KoMOuHammu c OeTa-apeHOONOKaToOpaMH TPU HEAOCTATOYHOM KOHTPOJE CTaOMIIbHOM
CTEHOKapauu Ha (hOHE ONTUMALHON 10361 OeTa-aapeHo0I0KaTOpA.

Tepanus xponuueckou cepOeuHol HedOCMamoyHOCmu
Tepanus xpoHmdeckorl cepneuyHoii HemocrarouHoctu II-IV kmacca mo xmaccupumkammu NYHA c
cucTonMuecKol aucyHKIMEH y mauneHToB ¢ cMHycoBbIM putMoM u UCC nHe menee 70 ya./MuH B
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KOMOMHAIIUU CO CTaHJApPTHON Tepamuei, BKIIIOYas Tepanuio OeTa-aApeHOOIOKaTOpaMH, WIH TpU
HETePeHOCUMOCTH WM HAIWYHU TPOTHUBONOKA3aHWN K MPHMEHEHUIO OeTa-aJpeHOOIOKaTOpOB (CM.
paszzmen 5.1).

4.2. PesxxuM 103MPOBAHUS U CTIOCOO MPUMeEHEeHUs
Pexum 103MpoBaHus

Jliist Ha3HAYEHUS Pa3TUIHBIX 03 JOCTYITHBI TA0JICTKH, TOKPHITHIE TNICHOYHOW 000JIOUKOH, COepIKaITiue
5 Mmr umu 7,5 Mr uBaOpaauHa.

CumnroMaTnyeckasi Tepanusi cTa0UIbHON CTEeHOKAPAUHU

[lepen HaganoM Tepanmuyl MWW NPW NPUHATHN PEIICHHAS O TUTPAIHU J03BI JOJDKHO OBITH BBHIIOJHEHO
onpeneneane YCC omqHuM U3 yKa3aHHBIX crioco6oB: cepuitHoe namepenne YCC, OKI nnn 24-yacoBoe
amOyraropHoe Habmofenne. HauanpHas mo3a nBaOpaanHa He TOJKHA IPEBHIATE 5 MT 2 pa3za B CyTKH
y HanueHToB muazme 75 netT. Eciau cuMOTOMBI COXpaHsoTCsl B TeueHue 3-4 Helemnb, eCu HadajbHas
no3a xoportro rnmepeHocwmiack U ecim YCC B cOCTOSIHIH MOKOs ocTaeTcs 6oee 60 yi./MuH, 103a MOKET
OBITh YBETHYCHA JIO CIEAYIOUIETO YPOBHS y MallMEHTOB, OJTYYaBIINX Mpenapar B 1o3e 2,5 mr 2 pas3a B
CYTKHU WJIH 5 MT 2 pa3a B CyTKH.

ITonnepxuBarorias 103a HE JOJDKHA MPEBBINIATH 7,5 MT 2 pa3a B CYyTKHU.

[Ipumenenue mpemapara cieayeT IpeKpaTHTh, €CIH CHMIITOMBI CTEHOKAPANH HE YMEHBIIAIOTCS, €CIH
yIlydllleHHe HE3HaYMTENbHO WIIM eC He HalmogaeTcss KIMHW4Yecku 3HaunMmoro cHwkeHus YCC B
TeUeHUE 3 MEeCSIIEB TEPaIUH.

Eciu Ha done Teparmmu npemapatom YCC B mokoe ypeskaercs 10 3HaueHui Meree 50 yI./MUH WITH €CITH
y TalUeHTa BO3HHKAIOT CHMIITOMBI, CBSI3aHHBIE C OpajMKapIuel, Takue Kak TOJIOBOKPY>KEHHE,
MOBBINICHHAS YTOMJISIEMOCTh WJIH BRIpQXKEHHOE CHIDKeHHE AJl, HE0OX0AMMO yMEHBIHUTH 103y 10 2,5
Mr (1/2 Tabnerku mo 5 Mr) 2 pa3za B cyTku. [lociie cHImkeHHS 10361 He00X0AMMO KoHTporposats HCC
(cm. pasmen 4.4). Ecnu npu cHwkenun no3el npemnapara UCC ocraetcst mMenee 50 ya./MuH, WIH
COXPAHSIOTCS CUMITOMBI OpafiiKap Iy, TO IPHEM Iperapara clIeyeT IPEeKpPaTHTh.

Tepanusi XxpoHUYECKO# cepaevYHOil HEAOCTATOYHOCTH

Tepanust MoxeT ObITh HauaTa TOJBKO y MAIMEHTa CO CTaOMIBHBIM TEUCHUEM XPOHHUYECKOH CepledHOM
HEJIO0CTaTOYHOCTH.

Pexomennyemas HauanbHas g03a uBadbpanuHa coctapiser 10 mr B cytku (1o 1 Tabnerke mo 5 mr 2 pasza
B cyTku). Ilocne nByx Hexenb MpUMEHEHHs CyTOYHAs [03a Ipernapara MOXeT ObITh yBeludeHa a0 15
Mmr (o 1 tabnetke mo 7,5 mr 2 pasza B cyTku), ecan YCC B COCTOSHMM MOKOSI CTaOHMIIBHO BbIIe 60
ya./muH. B ciygae ecmm YUCC crabuinpHO HIbke 50 yI./MUH WM B CIIydae MPOSIBJICHHUS CUMIITOMOB
OpamukapOuM, TakMX KaK TOJOBOKDPYXKCHHE, IIOBBIIICHHAs YTOMJIIEMOCTb WJIHM apTepHanbHas
TUIIOTEH3US, 1032 MOXKET ObITh YMeHbIIIeHa 10 2,5 Mr (o 1/2 TabneTku 1o 5 Mr) 2 pasza B CyTKH.

Ecmu 3mauenne YCC Haxomurcs B nuamazoHe Mmexmy S50 m 60 ya./MuH, TO peKOMEHIyemas
MO ICPKUBAIOLIAs 1032 COCTABISET 5 MI' 2 pa3a B CYTKH.

Ecnu B mponecce npumenenust npenapata YCC B cocTosiHUM TOKOS cTabuinbHO MeHee 50 yI./MUH W
€CIIM y MallMeHTa OTMEYarTCs CUMITOMBI OpaiuKapIud, TO 103a JOJDKHA OBITh CHHXKEHa 10 Ooiee
HHU3KOTO YPOBHS Y MAaLlMEHTOB, NOIYYaIOLIMX MIpenapaT B 03¢ 5 Mr 2 pasa B CyTKH win 7,5 Mr 2 pasa B
cyTku. Ecnu y marnueHToB, moyJaromux npemnapar B 1o3e 2,5 mr (1/2 tabnetku o 5 mMr) 2 pas3a B CyTKU
wi 5 mr 2 paza B cyTku, YCC B cOCTOSIHUU MOKOS CTa0MIBHO Oojee 60 yn./MuH, TO 103a mperapara
MOJKET OBITh yBEJINYEHA.

Ecmu UCC ocraercst menee 50 yn./MUH WM y TalleHTa COXPAHSIOTCS CHUMIITOMBI OpaguKapiuy,
pUMEHEHHE MpernapaTa cleayeT NpeKpaTuTh (cM. paszaen 4.4).

Oco0bIe nomyISIun

Ilpumenenue y nayuenmoe cmapuie 75 nem

Jlyis manmeHToB B Bo3pacTe 75 JIET U cTapilie PeKOMEHyeMasi HadallbHas J103a Ipernapara COCTaBIseT
2,5 Mr (mo 1/2 tabnerku mo 5 Mr) 2 paza B CyTKW. B nmanpHEHIIeM BO3MOXKHO YBEIHYEHHUE O3B
nperapara.




Iayuenmul ¢ napywenuem QyHKyuu nouex

[NanmeHTaM ¢ KIMpPEeHCOM KpeaTHMHUHA Oosiee 15 MiI/MUH peKoMeHyeMasl HadalbHas J03a Ipenapara
coctasisier 10 mr B cyTku (1o 1 Tabnerke mo 5 Mr 2 pasa B cyTkH) (cM. pazzen 5.2). B 3aBucumocTn ot
TepaneBTH4YecKoro 3¢ dexra, uepes 3-4 Henenn NPUMEHEHHS 103a Ipenapara MOKET ObITh yBEJIHUCHA
1o 15 mr (o 1 tabneTke mo 7,5 Mr 2 pasa B CyTKH).

W3-3a HEemocTaTka KIMHUYECKUX JaHHBIX IO NMPHUMEHEHHUIo npernapaTta y manueHToB ¢ KK menee 15
MJI/MUH IIpernapaTt ciaeLyeT NIPUMEHSTh C OCTOPOKHOCTBIO.

THayuenmul ¢ napywenuem QyHKyuu neyeHu

[larueHTaM C JIErKOM CTETEHBI0 TEYCHOYHON HeJJOCTATOYHOCTH PEKOMEHIyeTCsl OOBIYHBINA PEKUM J103.
Crenyer coOm0aTh OCTOPOXXHOCTH MPH NPUMEHCHHH IIperapara y IMAaldeHTOB C YMEpPEHHOM
MIEYeHOYHOW HeIocTaTouyHOCThIO (7-9 OamoB no mkane Yaitng-I1pr0). MBaOpanuH mpoTHBOMIOKa3aH
MalyeHTaM ¢ TSDKEION MEeYSHOYHOM HEeTOCTaTOYHOCThIO (0ojee 9 OamroB mo mkane Yaina-Iero),
MMOCKOJIBKY TIpUMEHEHHE TIperapara y TaKuX I[MallieHTOB HE W3y4Jaloch (MOXKHO OXKHIATh
CYIIECTBCHHOTO YBEIMUCHUS KOHIICHTPAIUH MpernapaTa B Iia3Me KpoBu) (cM. pasaenst 4.3 u 5.2).

Croco06 npuMeHeHHs
TabneTku cieayeT MpUHUMATL BHYTPh 2 pa3a B CYTKH, T.€. TIO0 OJHOM TableTKe yTPOM U BEUEPOM BO
BpeMs el (CM. pasnen 5.2).

4.3. IIpoTUBONOKA3AHUS

- IloBbimenHas YyBCTBUTEIBHOCTh K MBAOpaiuHy WM K JIIOOOMY M3 BCIIOMOTaTEJbHBIX BEIIECTB,
MepeyrcieHHbIX B pa3zene 6.1;

- UYCC B cocrostaun nokost Hiwke 70 ya./MuH (10 Hadaa JeUeHUs);

- KapauorenHslit mok;

- OcTpbIit HHPAPKT MHOKAP/IA;

- Tsxenas aprepuanbHas runoteH3us (cucromnueckoe AJl menee 90 MM pT.CT. U AUACTOIMYECKOE
AJl menee 50 MM pT.CT.);

- Tsxenas meuyeHOYHAsI HEJOCTATOYHOCTH (Oosee 9 OatoB o mkajie Yaina-I1sio);

- CunapoM c1aboCTH CHHYCOBOTO Y3I1a;

- CwunoarpuanbpHas 0JIOKaa;

- HecrabunpHast nim octpas cepaedHasi HeJOCTaTOYHOCTE;

- Hanmume ucKycCTBEHHOTO BOIUTEINS PUTMA, pabOTAIOIIETO B PEKUME ITOCTOSSHHON CTHMYJISIIIHN;

- HecrabunpHas creHOKapaws;

- ArpuoBentpukymnsipHas (AV) 6nokana II u 11l crenenn;

- OpnHOBpeMEHHOE NMPUMEHEHHE C MOIIHBIMH WHTHUOMUTOpPaMH U30(EpPMEHTOB CHUCTEMBI IIUTOXPOMa
P450 3A4, TakuMH Kak TPOTHUBOIPHOKOBBIE CPEACTBA TPYIIIIHI a30JI0B (KETOKOHA30J, UTPAKOHA3011),
aHTHOMOTHKAMH TPYNIBl MaKpOIUAOB (KIAPUTPOMUIIMH, SPUTPOMUIIMH IJIs TpueMa BHYTPB,
JUKO3aMHIIMH, TEIUTPOMHUINH), HHrHOuTopamMu BUY mporea3sl (HenduHaBUp, PUTOHABHP) H
HedazonoH (cM. pasaenst 4.5 u 5.2);

- OpnHOBpeMEHHOE TMPHMEHEHHE C BepalmaMHioM WIH JUAITHA3eMOM, KOTOpbIE SBISIOTCS
ymepenHbiMu uHrHOUTOpamMu CYP3 A4, o6nagaromumu criocoOHocThio ypexars YHCC (cM. pasienbl
4.5u5.2);

- bepemeHHOCTH, TIEpHOA TPYMHOTO BCKAPMIIMBAHUS M MPHMEHEHHE y JKEHIIWH PENpOAyKTHBHOTO
BO3pacTa, HE COOJTIOIAIOIINX HAJAECKHBIE MEPHI KOHTpalenuu (cM. pasnen 4.6);

- Bo3spact mo 18 net (3¢ dpexTHBHOCT B 6€30MaCHOCTh MPUMEHEHUSI Ipenapara B JaHHOW BO3PacTHOH
TpyTIie HE YCTAHOBJICHEI);

- Jedunur nakTas3sl, HEIEPEHOCUMOCTD JIAKTO3bI, CHHIPOM TIFOKO30-TATAKTO3HOW MaihabCopOIHH.

4.4. Oco0ble yKa3aHus U Mepbl NPEeJ0CTOPOKHOCTH NIPU IPUMEHEHUHU

Ocobble ykazanus




Heoocmamounocms noaosjcumensrozo s¢pghexma ¢ omuouteHuU KIUHUYECKUX UCX0008 Y NAYUEHMO8 C
CUMPIMOMAMUYECKOl cmabuibHol cmeHokapouetl

WBabpaauH Moka3aH TOJBKO B KayeCTBE CHMITOMATHUYCCKOH Tepamnuu CTAOMJIbHOW CTCHOKApJUH,
MIOCKOJIbKY MBAOPANH HE OKA3bIBACT MOJIOKUTEILHOTO BIHUSHUS HA YaCTOTY BOSHUKHOBEHHS CEPICUHO-
COCYAMCTBIX COOBITHI (Hanmpumep, HH(PAPKT MHUOKAP/Ia WK CMEPTh BCIEACTBHUE CEPACUHO-COCYAMCTHIX
MIPUYHH) y MAIIHEHTOB C CAMITOMATHYECKON CTeHOKapaueH (cM. pasmen 5.1).

Konmpons YCC

VYuuThiBas 3HaUUTENBHYIO BaprabensHocTh YCC B TeUeHHE CYyTOK, Iepe]l Ha4ajaoM Teparuy Wi Ipu
MPUHATUU PEIICHUS O THTPAIMHU J03bl JODKHO OBbITH BhINOAHEHO ompeneicHue YCC omauM u3
yKa3aHHBIX crtoco0oB: cepuitHoe m3mepenrne YCC, DKI wim 24-gacoBoe aMOymaTopHOE HAOIOACHHE.
Takoe ompenencHue A0HKHO OBITH TaKke MpoBeAeHO manueHTaM ¢ Hu3kor YCC, B 4aCTHOCTH, €CITU
UCC cumxkaercst menee S50 y1./MHH, WK TIOCJI€ CHUYKCHUS 10361 penapata (cM. paszen 4.2).

Hapywenus pumma cepoya

UBabpanun HeaPeKTUBEH A JISUSHUSI WK TPOGUITAaKTUKY apuTMUi. Ero aggekTnBHOCTH CHUKAETCsI
Ha (poHE pa3BUTHUS TaXHAPUTMHH (HAIIPHMEP, KEITyJTOYKOBOH WM HA/DKETYJAOYKOBON TaXHKapIHH).
[IpemapaT He pekoMeHAyeTCs MauueHTaMm ¢ GUOpMIIIAIMe npeacepaAnid (MepLuaTenbHON apuTMHUEH)
WIH JPYyTAMU THITAMU apUTMUH, CBSI3aHHBIME ¢ ()YHKIIHEH CHHYCOBOTO y3Ia.

VY manueHTOB, MPUHUMAKIINX WBAOpPAAWH, MOBBIIIEH PUCK pa3BUTHS (pUOpHLIANNY npencepanit (cM.
paznen 4.8). OubpuyuIAIHs MPeICcepAniA Yallle BCTpedaiach Cpe/I MalueHTOB, KOTOPHIE OTHOBPEMEHHO
¢ uBaOpalMHOM MTPUHUMAIH aMUOJIapPOH I aHTHAPUTMUYECKHe TIpenapartsl | kiacca.

Bo Bpems Tepammu mpenapaToM clieyeT MPOBOAUTH KIMHUYECKOE HaOIIO/IEHUE 3a MaldeHTaMH Ha
npeAMET BBISBICHUsS (QUOpMILISIIMY TIpecepanii (MapoKCU3MalbHOM WM mocTosHHON (opm). [pu
HAIMYNHA KIWHUYECKUX TOKa3aHWH (HampuMep, YXYAINICHHE TEYEeHUS CTEHOKapIIUH, IOSBICHUE
OIYIICHUS CepAIeONCHHUS, HEPEryJIIPHOCTh CEPIEYHOTO0 PUTMA) B TEKYIIMH KOHTPOJb CIEIyeT
Bkimtodath OKI'. IlanmeHTs! MOMKHBI OBITh TPOWMH()OPMHPOBAHBI O TMPHU3HAKAX K CHMIITOMAax
¢ubpwuAnUKy Mpeacepanii, UM JAOJKHO OBITh PEKOMEHAOBAaHO OOpaTHTHCS K Bpady B cilydae
MOSIBIICHUST TaKUX CHMOTOMOB. Eciam BO Bpemsi Tepanmmu BO3HWKIA (GUOPWILIAINS TpeAcepani,
COOTHOIIICHNE OXKHMJAEMOM MOJIB3bI K BO3MOKHOMY PHCKY IPH JalbHEHIIEeM TPUMEHEHUN UBaOpaarHa
JTOJDKHO OBITH TIIATEIHHBIM 00pa30M PacCMOTPEHO TTOBTOPHO.

ITarmmeHTH ¢ XpOHUYECKOW CEplIeYHOM HEIOCTATOYHOCTHIO M HAPYUIEHHWAMH BHYTPUXKETYIO0UYKOBOM
npoBoAMMOCTH (OfoKaga JIeBOM WM TpaBOd HOXKKH mydka [Wca) W BHYTPHIKEITYZOYKOBOU
TUCCHHXPOHHUEH JOIKHBI HaXOJUTHCS MO IPUCTATBHBIM KOHTPOJIEM.

Tlpumenenue y nayuenmos ¢ bpaduxapouei

HBabpaauHa mpoTuBONOKa3aH, eciik 10 Hadana tepanuu YCC B mokoe coctaBiseT meHee 70 ya./MuH
(cm. paznmen 4.3). Eciin Ha done Tepanuu UCC B mokoe ypexkaeTcs 10 3HaueHni Meree 50 ya./MUH Wiu
y TaleHTa BO3HHMKAIOT CHMIITOMBI, CBs3aHHBIE ¢ Opamukapamedl (Takue Kak TOJIOBOKPY)KEHHE,
TIOBBIIIICHHAS YTOMIIIEMOCTh WM apTepualbHas THIIOTCH3WsI), HEOOXOIWMO YMEHBIIUTH 03y
npenapara. Eciu npu cHmkeHun 10361 npenapara YCC ocraercs meHee 50 ya./MUH WIH COXPAHSIIOTCS
CUMITOMBI, CBSI3aHHBIE C OpafiuKapAnel, TO IpUeM Ipenapara cleayeT MpeKpaTuTh (cM. paszen 4.2).

Kombunuposannoe npumenenue 6 cocmage anmuaHeUHAIbLHOU Mepanuu

[IpuMenenue mpemapara COBMECTHO ¢ OJokaTopaMH MeEIJICHHBIX KamblnueBbIx kaHamoB (BMKK),
ypexatomumu YCC, TakuMU KaK BepanaMil WU JUITHA3eM, TPOTHBOIIOKa3aHo (cM. pasaen 4.3 u 4.5).
Ilpu kOMOWHHpPOBAaHHOM TIpUMEHEHWH WuBaOpamnHa ¢ HuTpataMun W BMKK mpou3BogHbIME
JUTUIPONVPUAMHOBOTO Psja, TAaKUMH KaK aMJIOJUIHH, W3MeHeHHs mpoduist Oe30MacHOCTH
MIPOBOIUMOM Teparuu oTMedeHO He Ob110. He yecTaHoBIIeHO, 9TO 0qHOBpeMeHHOoe TpuMeHeHre ¢ BMKK
noBbimaet 3gpQekTuBHOCTL HBabpanuHa (cM. pasaen 5.1).



Xponuueckas cepoeunas He0OCmMamo4HoChy

Crenyer paccMaTpuBaTh BOMPOC O Ha3HAYEHUM IpenapaTa TOJBKO Yy MAIMEHTOB CO CTAOMIBHOM
CepAeYHOIl HenoCcTaTouHOCThI0. ClleAyeT ¢ OCTOPOXKHOCTHIO IPUMEHATH Ipenapar y HalHueHTOB C
XPOHUYECKOH CepAeyHONH HeOOCTaTOYHOCThI0 [V  (QyHKUIMOHANBHOTO Kiacca MO KIacCH(UKALMH
NYNA, u3-3a OrpaHU4eHHBIX JaHHBIX 110 IPUMEHEHHIO Y JaHHOW I'PyTIIbI MallieHTOB.

HUncynom
He pexomenpyercss Ha3HayaTh WBaOpaguH HEMOCPEACTBEHHO IIOCIE TEPEHECEHHOTO WHCYNbBTA, T.K.
OTCYTCTBYIOT JaHHbIC IO MPUMEHEHUIO Mpenapara B JaHHbIN epuo.

DYHKYUU 3PUMENLHO20 0CIPUAINUS

WBabpanuna Bruser Ha QyHKOWIO ceTdaTkd riasza (cMm. pasgen 5.1). B Hacrosmiee Bpemsi He ObLIO
BBISIBJICHO TOKCHYECKOTO BO3JICHCTBUS MBaOpaiiHa HA CETYATKY IJ1a3a, OJHAKO BIIHMSHHUE Mperapara Ha
CeTyaTKy I1a3a IpH JUIMTEIILHOM IPUMEHEHHH (CBhILIE | rofa) Ha CeroJHSIIHUN A€Hb HEU3BECTHO.
[Ipy BO3HMKHOBEHMH HEOXXHMIAHHBIX HAPYLICHUH 3pUTENBHON (QYHKLIUH CIEIyET PacCMOTPETh BOIIPOC
0 TIpeKpallleHuH Tpuema mnpemnapara. llamueHntam ¢ MUTMEHTHOW JereHepanueil ceTdaTku (retinitis
pigmentosa) TIpenapar cielyeT IPUHAMATh C OCTOPOKHOCTBIO.

Hpe()ocmopoofaiocmu npu npumeHeruu

Tayuenmul ¢ apmepuanvHou 2unomen3uei

W3-3a HEZOCTAaTOYHOrO KOJNWYECTBAa KIMHUYECKUX JIAHHBIX HBaOpaauH CcleAyeT Ha3HayaThb C
OCTOPOXHOCTBIO ITALIMEHTAM C JIETKOH M YMEPEHHOU apTepHaIbHON IMIIOTEH3UEH.

[Ipemapar nmpoTHBOMNOKA3aH MPH THKENOH apTepuanbHOi runoreH3nn (cucrommueckoe AJl menee 90
MM pPT.cT. u auactommueckoe AJl meree 50 MM pt.cT.) (cM. pasmen 4.3).

Qubpunnayus npeocepouti (MepyamenvbHas apummus) — cepoeyHvle apummuu

He nmoka3aHo yBeNWYEHHs PUCKA PA3BUTHS BBIPOKEHHOW Opamukapaud Ha (OHE TPUMEHCHHSI
uBaOpaHA MPH BOCCTAHOBICHUH CHHYCOBOTO PUTMAa BO BpeMs apMaKoIOTHUYECKOW KapHOBEPCHH.
Tem He MeHee, M3-3a OTCYTCTBUS JOCTATOYHOI'O KOJIMYECTBA JAHHBIX, IPH BO3MOXKHOCTH OTCPOYUTH
TUIAHOBYIO AJIEKTPUIECKYIO KapJHOBEPCHIO, TIPHEM TIpernapara cielyeT MPeKpaTuTh 3a 24 yaca Jio ee
MIPOBEICHHUS.

IIpumenenue y nayueHmos ¢ 8pOANCOEHHbIM CUHOPOMOM YOnunenHo2o unmepsana QT unu y nayuenmos,
nPUHUMAaOWUx npenapamsl, yonunaiowue unmepean QT

[Ipenapar He ciiegyeT Ha3HAUaTh MPU BPOXKICHHOM CHHJIpOME Y UIMHEHHOTro nHTepBaia QT, a Takxe B
KOMOWHAITMH C TIpernaparaMu, yuHstommme natepsan QT (cm. pasumen 4.5).

[Ipun HEoOXommMocTH TakoW Tepamuu HeoOxomuMm crpormii KOHTpodh OKI. CHmKeHHe 4YacTOTHI
CEpJCYHBIX COKpAIIeHWH, B TOM YHCJIE BCIEACTBHE MPUMEHEHHs HBaOpaadHa, MOXET YCyTryOWUTh
yanuaeHue uHatepBana QT, 4uro, B cBOIO 04epeib, MOKET CIIPOBOLMPOBATH Pa3BUTHE TSHKENOH (POPMEI
apUTMUH, B YACTHOCTH, TOTUMOPGHOHN HKETyJOUKOBOH TaXUKAPAUU THIIA «ITHPYIT».

Iayuenmor ¢ apmepuanvhoi eunepmen3ueli, KOMOPLIM MpeOyemcs usMeHeHue unomeH3USHOU
mepanuu

B wuccnemoanmn SHIFT ciywam moBeimenns AJl BcTpedanuch dbamie B TpyIIEe IMAlACHTOB,
npuHuMaBmux uBabpagua (7,1 %), mo cpaBHeHHIO ¢ rpymmod miaunebo (6,1 %). Otu ciydam
BCTPEYAIHNCH OCOOCHHO YacTO BCKOPE MOCIIe H3MEHEHHSI THIIOTEH3UBHOM TepAIiH, HOCHIIN BPEMEHHBIH
XapaxkTep M He BIMsIM Ha 3G ¢GeKTHBHOCTh MBaOpaauHa. [Ipn M3MeHEeHNH TUIIOTEH3UBHOM Tepanuu y
NAIKMEHTOB C XPOHHYECKON ceplieuHON HEeIOCTAaTOYHOCTBIO, MPHHUMAIOIINX UBaOpaauH, TpeOyercs
MOHHTOPHHT A/l 4epe3 COOTBETCTBYIOIINE HHTEPBAIIBI BpeMeHH (cM. pasnen 4.8).



Ymepennas neuenounas nedocmamounocmo
[Ipu ymepeHHO BbIpakeHHOI MeYeHOYHON HeJoCcTaTouHOCTH (MeHee 9 6amtoB o mkane Yaitna-I1si0)
TEPAIHIO IIPENapaToM cielyeT IPOBOAUTH C OCTOPOXKHOCTHIO (CM. paszen 4.2).

Tsorcenas noueunas HedOCMamMoyHOCHb
IIpu TsmKemoit moueunoit HemoctaTouHocTn (KK menee 15 mu/MuH) Tepamwio mpermapaToM ClIeayeT
HNPOBOAMTE C OCTOPOKHOCTHIO.

BcnomoeamenvHuvie eseuecmea
B cocras npenapara BXOAUT JIAKTO3a, IO3TOMY IIpeIiapaT HC pPCKOMCHAYCTCA MallUCHTaM C ILG(I)I/ILII/ITOM

JIaKTa3bl, HCIICPEHOCUMOCTBIO JIAKTO3bI, CHHAPOMOM TIIFOKO30-TaIaKTO3HOM Manba6cop6u1/m.

4.5. B3auMmojeiicTBHe ¢ JpYruMHM JIeKAPCTBEHHLIMU MpenapaTamMu U JApyrue (opmbl
B3aHMOAEHCTBUSA

dapmakoTMHAMUYECKHE BUABI B3aNMOICHCTBHUSA

Heoicenamenvuvie couemanus 1eKapcmeenHbix cpeocmes

C JiekapCTBEHHBIMU CPEACTBAMU, YUTUHAIOMMME HHTepBal QT, TakuMu Kak:

- aHTHApUTMHYECKUE CpeACTBa, yiuuHstonme uHrepsan QT (Hampumep, XUHUINH, TU3OMUPAMUII,
Oempuani, cOTanom, Oy THUIIH]I, aMUOIapPOH),

- JICKapCTBEHHBIC CPEICTBa, yiuuHsonme uatepan QT, He oTHOCSIUECS K aHTHAPUTMUYCCKUM
cpeacTBaM (Hampumep, MUMO3KUI, 3UIPA3HI0H, CEPTHHIO0J, Me(IOXHH, rago(aHTPUH, IEHTAMHINH,
U3aIPU, SPUTPOMUIIIH B/B).

Crnenyer u30eratb 0OJJHOBPEMEHHOTO MMPUMEHEHHUS UBAOpaJMHA U YKa3aHHBIX JICKAPCTBEHHBIX CPEJICTB,

nockojabky ypexkeHrne UCC MOXKET BBI3BATh MOIMOJHUTEIbHOE ymauHeHue uHTepBana QT. Ilpu

HEOOXOMMOCTH COBMECTHOTO HA3HAUCHHS STHX MPEMapaTroB CleIyeT TIIATESIbHO KOHTPOIHUPOBATH

nokazarenu JKI (cm. pazmen 4.4).

Conymcmayioujee npumenenue ¢ 0CImopoOICHOCMbIO

KanuitnecOeperaromue AUMypeTHKH (THA3WIHBIC W TICTJCBBIC IUYPETHUKH). THIIOKAIUEMHUS MOXKET
TIOBBICUTH PUCK Pa3BUTHS apUTMUH. [I0CKOBKY HBAOpaIUH MOXKET BbI3BATh OpaIHKapIHIO, COUCTAHUE
THUIIOKAJIUEMHUU U 6pazuzn<ap;[1/m SABJIACTCA HOpeapacriojiararonmum Q)aKTOpOM IJIA pa3BUTUA TSDKEJION
(hopMBI apUTMHH, OCOOCHHO Y TAINMEHTOB C CHHIPOMOM ViyIMHeHHOTo wHTepBana QT, kak
BPOXK/ICHHBIM, TaK ¥ BBI3BAHHBIM BO3/ICHCTBHEM KaKHX-JINOO BEIICCTB.

DapMaKOKMHECTUUSCKHUE BUIBI B3aUMOACHCTBUS

LHumoxpom P450 344 (uzogpepmenm CYP3A4)

WBabpanna merabonm3upyercs B IMEYEHW C ydacTHeM H30()epMEHTOB CHUCTeMBI mmToxpoMa P450
(m3odepment CYP3A4) u siBiisercst 04eHb C1a0bIM HHTMOUTOPOM JIAHHOTO ITUTOXpoMa. ViBabpaauH He
OKa3bIBA€T CYIIECTBEHHOTO BJIFSHUA Ha MeTaOONM3M W KOHIICHTPAIWIO B TUIa3Me KPOBH IPYTHX
CyOCTpaToB (MOIIHBIX, YMEPEHHBIX H claObix MHrHOuTOpoB) nutoxpoma CYP3A4. B To ke Bpems,
UHTHOUTOPEI W WHIYyKTOpHl u3odepmenta CYP3A4 wMoryT BeTymaTh BO B3aMMOJICHCTBHE C
uBaOpagMHOM W  OKa3plBaTh KIMHWYECKH 3HAYUMOE BIHMSHHE Ha €ro MeraboiumsMm U
(hapMaKOKHMHETHYECKHE CBOWCTBA. BBUIO YCTaHOBJICHO, 4TO HWHTHOMTOpPHI m3odepmenta CYP3A4
NOBBIIAIOT, a HHAYKTOpBl u3zodepmenta CYP3A4 yMmeHpmIaloT M1a3MEHHBIE KOHLIEHTpAaLUU
uBaOpaauna. [1oBbIIICHHE KOHLEHTPAMU MBAaOpaJMHA B TUIa3Me KPOBH MOXKET YBEIWYHMBATH PUCK
pa3BUTHUS BEIpOKEHHOU Opaaukapauu (cM. paszaen 4.4).

Ilpomueonoxasannvie couemanus 1eKApCmeeHHbIX CPeoCcms

OnHOBpeMEHHOE TpHMEHEHHEe HBaOpagHa C MOIIHBIMH WHTHOMTOpamu u3zodepmenta CYP3A4,
TaKUMH KaK IPOTHUBOIPUOKOBBIC CPECTBA IPYIIIbI a30J10B (KETOKOHA30JI, UTPAKOHA301), aHTHOMOTHKH
IpyNIBl  MakpoduIOB (KJIAPUTPOMHMLMH, 3PUTPOMHLIMH Uil TIpHeMa BHYTPb, KO3AMHULMH,
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TENUTPOMUIIUH), uUHruOoutopel BHWY-nporeassl (HenduHaBup, puUTOHABUP) U  He)a300H
MPOTHUBOIIOKa3aHo (cM. paszaen 4.3.). Momuble nHruOuTOPSI M3ohepmenTa CYP3A4 — xeTokoHa30II
(200 mr 1 pa3 B cyTku) win mxo3aMuluH (1 T 2 pa3a B CyTKH) MOBBIIAIOT CPEAHUE KOHIICHTPALIUU
nBaOpaanHa B IJIa3Me KpOBHU B 7-8 pas.

C ymepenabiMu naTHONTOpaMu CYP3A4: onmHOBpeMeHHOE PUMEHEHHE MBa0OpaadHa W AMIITHA3eMa
WIN BeparnaMuia (CpeAcTB, YPEXKaloUIUX CepACUHBIH PUTM) Y 310POBBIX 10OPOBOJIBLEB U MAlEHTOB
comnpoBoxaaiock yBeianueHneM AUC uBabpaanHa B 2-3 pa3za U TOTONHUTENbHBIM ypexernneM YCC Ha
5 yn./muH. [laHHOE TPUMEHEHNE TIPOTHBOIOKa3aHo (cM. pazxen 4.3).

Hescenamenvuvle couemanus iexapcmeenHuix cpeocmas

I'peiinpyToBeIii cOk: Ha (hoHE TpUEMa TPEUTNIPPYTOBOIO COKA OTMEYATOCH MOBBILICHUE SKCIO3UIUH
uBabpamnHa B 2 pas3a. B mepmonm Tepanmmu WBaOpaIMHOM II0 BO3MOXHOCTH CIIEAyeT H30erath
yHoTpebaeHus rpednpyToBOro coka.

Couemanus nekapcmeeHnbix cpeocms, mpedyroujue 0CmopoACHOCHU

- Ywmepennsie uaruoutopsl modepmenta CYP3A4. [Ipumenenrne nBabpanrHa B KOMOMHAIIAU C
NPOYUMH YMEPEHHBIMU HHruOnTOpaMu uzodepmenta CYP3 A4 (manpumep, GryKoHA307I0M) BO3MOKHO
npu ycinoun, 4yto YCC B mokoe coctasisier O6onee 70 yn./muH. PekomeHmyemas HadanmbHas 1032
uBabpaannaa — 1o 2,5 mr 2 pasa B cyTkd. Heooxoaum korTposns YCC.

- Hunykroper uzodpepmenta CYP3A4, takue kak pudamnunuH, OGapOutypartbl, (HEHHUTOMH U
pacTUTeNIbHbBIE CPEICTBA, CoAepiKaliue 3BepoOOr MPOABIPSBICHHBIN, IPH COBMECTHOM NMPUMEHEHUH
MOTYT IMPHUBECTH K CHIDKEHUIO KOHIIEHTpPAIlMM B KPOBH M aKTUBHOCTU MBabpaaMHa U MOTPeOOBAThH
nonoopa 6oee BBICOKOH 10351 nBabpaauHa. [Ipu coBMecTHOM MprMeHEeHNH UBaOpaarHa U IPEnaparos,
cozepkamux 3Bepo0doit mMpoABIPSIBICHHBIN, OBLIO OTMEUYeHO ABYyKpaTHOe cHIkenne AUC nBabpaanna.
B nepuon tepanuu nBabpamuHOM cienyeT IO BO3MOXKHOCTH H30eraTb NPUMEHEHHs MpenapaToB H
IPOIYKTOB, COJlEpKaLIiX 3BepoOO0i MPOABIPSIBICHHBIH.

Kombunuposannoe npumenenue c opyeumu 1eKapCmeeHHbIMU CPeoCmeamu

[TokazaHo OTCyTCTBHE KIMHUYECKH 3HAUUMOTO BIUSHMS Ha (PapMaKOKHMHETHKY M (papMakoAWHAMUKY
uBaOpaauHa Py OZHOBPEMEHHOM IPUMEHEHHUH CIEAYIOIINX JIEKAPCTBEHHBIX CPEICTB: HHTUOUTOPOB
NPOTOHHOM MOMITEI (OMeNpa3oi, JIaHCOIPa3on), HWHruOMTOpoB (ochoaudcrepaspl-5 (Hampumep,
cunnenadmr), naruouropoB [ MI'-KoA peaykrassl (Hanpumep, cumBactatut), BMKK, mpon3BomHbIX
JUTHAPONMPUANHOBOrO psifa (Hampumep, amJIOAMIIMH, JAaUWAWIIMH), AWTOKCMHA W BapdapuHa.
ITokazano, yTo mBaOpaaWH HE OKa3bIBaeT KJIMHWYECKH 3HAYUMOTO BIHSIHHMA Ha (apMaKOKHHETHKY
CHUMBAacCTaTWHA, aMJIOAMIIMHA, JAIUIUNMHA, Ha (apMaKOKUHETUKY W (hapMaKkOIMHAMUKY AMIOKCHHA,
BapdapuHa 1 Ha QapMaKOAMHAMUKY allETHIICATMIIUIOBON KUCIIOTHI.

WBabpanuH npuMeHsIcss B KOMOMHAIIMHM C WHTMOWTOPaMH aHTHOTEH3WHIIPEBpAIIAONIero GepMeHTa
(AIl®), anTaroHucTamMu peLenTopoB aHruoreHsmHa II, Oera-agpeHoOIOKaTOpaMu, IWYPETHKH,
AHTarOHWCTAaMH  aJIbJIOCTEPOHA, HUTpPAaTaMHd KOPOTKOTO M  IPOJOHTMPOBAHHOTO  JIEHUCTBUS,
uaruouropamu  ['MI'-KoA  penykrasel, ¢QuOparamu, HHruOMTOpaMH TPOTOHHOH  IOMIIHI,
TUIOTJIMKEMUYECKIMH CPEACTBAMHU JUISI TIpHeéMa BHYTPH, alleTUIICAUIMIIOBOW KUCIOTONH U IPYTHMMHU
AHTHArpPEeTaHTHBIMU CpeaCTBaMHU. lIpMMeHeHHe BBILIETIEPEUHCICHHBIX JICKAPCTBEHHBIX CPEICTB HE
COIPOBOXKIATOCH N3MEHEHUEM MPoQuiIs 0€30MaCHOCTH POBOAUMON TEpaIuy.

4.6. DepTHIBHOCTD, 0epeMEeHHOCTD U JAKTALMSA

bepeMeHHOCTB
[Ipenapar Kopakcan mpoTHBOITOKa3aH Il IPUMEHECHHSI P OCPEMEHHOCTH.

B HacroAmmii MOMEHT MMeeTCsl HEOCTaTOYHOE KOJIMYECTBO JAHHBIX O NPHMEHEHUH IIperapara BO
BpeMsi OepeMEHHOCTH.

B 1okIMHWYECKHMX HCCICIOBaHUSX HBAaOpaJMHA BBISIBICHO IMOPHOTOKCHYECKOE M TEpPATOTEHHOE
JIEUCTBUE.



JlakTanus

[Ipumenenue npenaparta Kopakcan B mepuoj rpyJHOTO BCKapMJIMBAHUS IPOTUBOMOKA3aHO.

B uccrnenoBaHusx ¢ y4acTUEM KUBOTHBIX MTOKa3aHO, YTO UBAOPAIUH BEIBOJUTCS C TPYAHBIM MOJIOKOM.
JKeHImuHBL, HY)KIArOIIUECS B JICUCHUH TpenapaTaMu, COISpKalIMMUA UBAOPaIHH, JOJKHBI IPEKPATUTh
TpyAHOE BCKapMJIMBaHUE.

PepTHIIEHOCTD
JKeHuHbI penpoLyKTUBHOTO BO3pacTa JOJKHBI COOIIOATh HAJAEKHbIE MEPBI KOHTPALCIIIINH B IEPUO
nedenus npenapatom Kopakcan (cm. pazumen 4.3).

4.7. BiunsiHMe HA CIOCOOHOCTH YNPABJSATHL TPAHCIOPTHBIMH CpelcTBAaMM M padoTaTh ¢
MeXaHU3MaMH

CrierualibHOE UCCIIEI0BaHUE 0 OIICHKE BIIMSHUS MpernapaTa Ha CIOCOOHOCTh YIPaBJIATh aBTOMOOUIEM
OBLIO MPOBEJICHO C yYacTUeM 3JI0POBBIX J0OpOBoIbIeB. [10 ero pe3ynbratam crocoOHOCTh YIPABIATh
aBTOMOOMIIEM He u3MeHs1ach. OJHAKO B MOCTPETUCTPAIMOHHOM TIEPUO/JIE 3aPETUCTPUPOBAHBI CITydan
YXyIIICHHUs CIIOCOOHOCTH YIPABIATH aBTOTPAHCIIOPTOM U3-32 CHMIITOMOB, CBSI3aHHBIX C HAPYIICHUEM
3pEHHS.

WBabpaauH MOXKET BBI3bIBATH BPEMEHHOE M3MEHCHHE CBETOBOCHPHATHS NMPESUMYINESCTBEHHO B BUJIC
tdotoricum (cM. pazmen 4.8).

Bo3MoxHOE BO3HHKHOBEHHE IOJIOOHOTO W3MEHEHHUS CBETOBOCIPHATHS JOJDKHO MPUHUMATHCS BO
BHUMAaHHE MPHU YIPABICHUN aBTOTPAHCIOPTOM WIH JPYTHMH MEXaHU3MaMU IPU PE3KOM M3MECHEHUU
WHTEHCHBHOCTH CBETa, 0COOCHHO B HOYHOE BpEMSI.

4.8. HexkesnaTenbHbIE peakiuu

Kparkuii 0630p npoduist 0e30macHOCTH

[Ipumenenune nmpenapaTa U3y4anoch B uccieoBaHusx ¢ yuacrueM nouru 45000 marmentoB. Hanbonee
yacThle HE)KeJaTeNbHbIE pEeakiul, CBA3aHHBIE C WBaOpaJMHOM — HW3MEHEHHUS CBETOBOCIPHUATHS
(pocdensr) n Opanukapaust — HOCST J0303aBUCHMBIA XapaKTep M CBA3aHBI C MEXaHU3MOM JEHCTBUS
npenapara.

TaOnuyHbli HepeyeHb HEeXKEIaTEIbLHbIX PEAKITHI

B tabmune 1 mpencraBiieH NepeYeHb HEXKENATENbHBIX PEaKIUH, KOTOPhIE ObLTU BBISBICHBI B XOJIE
KJIMHUYECKUX HCCIICIOBaHUH. /laHHBIC HEXeNlaTelbHbIe PEaKIUU KIaCCUPUIIUPOBAIN IO CHCTEMHO-
OpTaHHBIM KIJIACCaM U YaCTOTE C MCIIOJIb30BaHUEM CIIEAYIOUINX KaTeTOpHii:

oueHb uacto (>1/10); gacto (>1/100, <1/10); mHeyacro (=1/1000, <1/100); peaxo (=1/10000, <1/1000);
oueHb penko (<1/10000); gacToTa Hem3BeCTHA (HEBO3MOXKHO OIEHUTH Ha OCHOBAaHUH HMEIOIIUXCS
JTAaHHBIX ).

Taouauuna 1: IlepeyeHb HexkeNaTENbHBIX peaKUMid

CucTeMHO-OpraHHblii KjIace Yacrtorta HexenareabHble
peakuumn
Hapymenus co croponsl kpoBu | HewacTo Do3uHo(GuIUSL

1 TUMGPATHIECKON CUCTEMBI

Hapymenuss  co cropoHsl | Hedacto I'unepypukemus
0oOMEHa BeLEeCTB U MUTAHUS




Hapymenuss  co CTOPOHBI
HEPBHOW CHCTEMBI

Yacto

T'onoBHass 00y, OCOOEHHO B
MIEPBBIA MECSI] TePATUH
l'onoBokpyxkeHHe,  BO3MOXKHO
CBSI3aHHOE C OpamuKapauen

HeuacTo

OOMOpOK, BO3MOKHO
CBSI3aHHBIN ¢ OpamuKapaueit

Hapymenus  co CTOPOHBI
Oprasa 3peHHus

OueHb yacTo

H3menenue CBCTOBOCHIpUATHA

(dochennr)

Yacto

HeuerkocTs 3pCHUA

Heuacto

Hurnnonus
Hapyenune 3penus

Hapymenns co  CTOpOHBI
oprasa ciayxa U JJaOUpHUHTHBIC
HapyLIeHus

Heuacto

Bepturo

Hapymenus  co CTOPOHBI
cepaua

Yacto

Bpanukapaus
ATpHOBEHTPUKYISIpHAs
6sokana I crenenu
(ynnuHeHHbl nHTEpBaT PQ Ha
OKT)

Kenynoukossie
IKCTPACHUCTOIIBI

OubpHIIISIINS peACepariA

Heuacro:

OmryieHue cepAneOueHus
HamxenynoukoBbie
9KCTPACUCTOJBI

OueHs penko

ATpUOBEHTPUKYJISIpHAS
omoxana Il crenenn.
ATpUOBEHTPUKYJSIPHAS
6mokana I crenenn
Cunnpom crmadoctu
CHHYCOBOI'O y371a

Hapymenus co  crtoponsl | HacTo Hexontponupyemoe
COCyZIOB apTepUaAIbHOE AABICHUE
Heuwacto l'unorensus, BO3MOXHO
CBsI3aHHAas ¢ OpaauKapauei
Hapymienus  co  croponsl | Heuacto Oppliika
JBIXaTEIbHON CUCTEMBI,
OpraHOB IPyJHON KIETKH U
CPENOCTEHHS
Hapymenus co  croponsl | HewacTo TomrHoTa
eIy T0YHO-KHUILIEYHOT 0 TPaKTa 3amop
Huapest

bonb B ;xuBOTE

Hapymenuns co cTOpOHBI KOXH U
HOJIKOKHBIX TKaHEH

Heuacto

KosxHag ceInb
Dpurema

Penxo

Koxnblii 3y1
AHTHOHEBPOTUYECKUN OTEK
Kpanusauna




Hapyuienus co ctopoHbl Heuacto Cna3Mbl MBI
CKEJIETHO-MBIILIEYHON U
COCIMHUTEIBHON TKaHH

OO6mme paccTpoicTBa u | Heuacto AcTteHus, BO3MOXKHO CBSI3aHHAS C
HapYIICHUS B MECTE BBEICHUS Opaaukapaueit

YTOMI1€MOCTh, BO3MOXKHO
CBsI3aHHAas C OpaauKapauei

Penxo Henomoranme, BO3MOHO
CBSI3aHHOE C OpaJnKapueit

JlaGopaTopubie mokazatenu wu Hedacro IloBbiIeHHAs KOHIIEHTpaus

pe3yJibTarel APYyTrux KpeaTHHUHA B IU1a3M€ KPOBU

oOcrenoBaHuN Y anunenue natepBaia QT Ha
OKTI’

Onucanue HEKOTOPBIX HEXKEJIATCAbHBIX PEaKIIUU

Usmenenue ceemogocnpusamus (pocensi)

Wzmenenne ceetoBoctpusatus (pocdensr) ormedanuch y 14,5 % HauueHTOB W OMMCHIBAJIMCH Kak
npexosiiee N3MEHEHUE IPKOCTH B OTpaHMYCHHOW 30HE 3pHuTeNbHOro moisi. Kak mpaBuio, mogoOHbIe
SIBJICHHS TIPOBOLMPOBAINCH PE3KUM H3MEHEHHEM HHTEHCHBHOCTH OCBEIICHHS.

Taxxe MoryT Bo3HUKaTh (hoc(heHbI, KOTOpbIE UMEIOT BUJI OPEOJIa, PACTIQIaHHs 3PUTEIBEHON KapTHHKU
Ha OTJENIbHBIE YacTH (CTPOOOCKOMMYECKHH M KaJeWJOCKONMUYecKui 3(h(eKThl), IPOSIBIASIOTCS B BUIE
SPKUX I[BETOBBIX BCHBIMICK WM MHOXECTBEHHBIX H300pakeHHH (IEepCHCTEHNIHs ceTdaTku). B
OCHOBHOM, (OC(eHBI MOSBIINCH B MEPBBIC 1BA MeCsNa JICUCHHs, HO B MOCIEIYIOMEM OHH MOTJIN
BO3HHUKATh ITOBTOPHO. BpIpa’keHHOCTH (OTOICHH, KaK TpaBmiIo, OblT1a c1aboil WM yMEpEeHHOH.
[NosiBnenue poroncuu npekpaianoch Ha GoHe MPOoILKeHus Tepanuu (B 77,5 % ciydaeB) Win mocie
ee 3aBepuieHus. Menee yeM y 1 % narueHToB nosiBiieHre GOTONCHHU SIBHJIOCH IPUYMHON N3MEHEHHSI NX
o0paza >KU3HU WM 0TKa3a OT JICYCHHUSI.

bpaouxapous
VY 3,3 % nauumentoB, ocoOeHHO B mepBble 2-3 Mecsua Tepanud, y 0,5 % mauumeHTOB pa3BUBalach
BeIpakeHHast Opanukapaus ¢ YCC ne 6onee 40 yu./muH.

Oubpmusinus npeacepanit Habmomamock y 5,3 % manuMeHTOB, MPUHUMABIIMX HBAaOpaguH IO
cpaBHeHHIO ¢ 3,8 % mamuenTtoB B rpymnme rmiane6o. CormacHo aHanu3y OOBEIMHEHHBIX JaHHBIX
KIIMHAYECKUX HUCCIICIOBAaHUMN C MEepHUOJI0OM HAOIOICHUS He MEHee 3 MecsIleB, yacTora (pudpmuisaiuu
npencepauit cocrauna 4,86 % y manueHTOB, MONyYaBIIMX HBaOpanuH, mo cpaBHeHHIo ¢ 4,08 % B
KOHTPOJIBHBIX TPYIIaX.

Coo0I11IeHre 0 0/I03PEeBAEMBIX HEIKEIATEIBHBIX PEAKIIHIX

BaxxHo coo0muiath 0 moJ03peBaeMbIX HEXKENATSIBHBIX PEAKIIHMSIX ITOCIIC PETHCTPALUHN JICKAPCTBEHHOTO
mpemapara ¢ IeNbI0 00ecTeueHrs HENpPEephHIBHOTO MOHUTOPUHTA COOTHOIICHUS «IIOJh3a - PUCK»
JIeKapCTBEHHOTO Tpernapara. MenumuHCKUM W (papMmaneBTHYecKuM paOOTHHKAM pPEeKOMEHIyeTCs
coo0maTh 0 JIOOBIX TOJ03PEBaEMBIX HEKENATENbHBIX PEaKIHsIX JIGKAPCTBEHHOTO Mperapara depes
HaI[MOHAIBHBIE CUCTEMBI COOOIIEHHS 0 HEXKENaTeIbHBIX PEAKIUAX TOCYIapCTB — WieHOB EBpasuiickoro
9KOHOMHYECKOI'0 COI03a.

Poccuiickas deneparnus

109074, r. Mocksa, CraBstHCKas IUIOMIAE, 1. 4, cTp. 1
OdenepanbHas ciryx0a 1Mo Haa30py B cepe 3apaBoOXpaHCHUS
Ten.: +7 (495) 698 45 38, +7 (499) 578 02 30
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®dakc: +7 (495) 698 15 73
5. moura: npr@roszdravnadzor.ru
https://roszdravnadzor.gov.ru

Pecrry6mika Apmenus

0051, r. Eperan, nip. Komuraca, 49/4

AO3T «HayyHbld LEHTp SKCHEPTU3bl JEKAPCTB M MEIULMHCKUX TEXHOJOTHMH HM. aKaJeMHKa
3. lN'abpuensaay

Ten.: (+374 10) 231682, 230896, 234732, 232091

daxc: (+374 10) 232118, 232942

Tenedon ropsuell JUHUM OTHAEIA MOHUTOPUHIA OE30MACHOCTH JICKApCTBEHHBIX cpeacts: (+374 10)
200505, (+374 96) 220505

On1. mouta: admin@pharm.am, vigilance@pharm.am

http://pharm.am

Pecniy0nuka benapycn

220037, r. MuHck, ToBapuieckuii nep., 2a

VII «IleHTp 3KCIepTU3 U UCIIBITAHUH B 3IpaBOOXPAHEHUN»
Ten.: +375 (17) 299 55 14

dakc: +375 (17) 299 53 58

Tenedon otnena papmakonaazopa: + 375 (17) 242 00 29
On. moura: rceth@rceth.by, repl@rceth.by
http://www.rceth.by

Pecnrybnmka Kazaxcran

010000, r. Hyp-Cynras, paiton Anmartsl, nip. baysipxxana MoMbImryisr, 2/3

PI'TI na IIXB «HanuoHalbHBIN LIEHTP 3KCIEPTU3HI JIEKAPCTBEHHBIX CPEACTB U MEAULIUHCKUX U3IEIUID)
Komurera memumuHcKoro u (apManeBTHUECKOIO KOHTPOJIsS MUHHCTEPCTBA 3ApaBOOXPAHEHUS
Pecy6muku Kazaxcran

Tem.: +7 (7172) 78 99 11

3. moura: farm@dari.kz

http://www.ndda.kz

Keipreisckoit PecrryOnuka

720044, r. bumikek, yi. 3-s Jluaus, 25

JenapraMeHT JIeKapCTBEHHOTO0 OOeCleYeHus] M MEAWIMHCKOM TEeXHUKH mpu MHHHCTEpCTBE
3npaBooxpanenus Keipreizckoit PecyOnmku

Ten.: +996 (312) 21 92 78

3. moura: dlomt@pharm.kg

http://pharm.kg
4.9. Ilepeno3upoBka

CHMOTOMEI
[lepemo3upoBka npemnapara MOXeT MPUBOJUTH K BEIPAKCHHOHN U IPOAOIDKUTENILHOW OpaguKapIuu (CM.
pasnen 4.8).

JleueHue
Jleuenue BBIpaOXKCHHON OpaauKapAuUd AODKHO OBITh CHMITOMATUYECKUM W TPOBOJUTHCS B
CIICITHATN3UPOBAHHBIX OTICICHHUSIX. B ciydae pa3Butus OpaaukapIny B COYETAHHH C HAPYIICHUSIMHU
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moKasareyieii TeMOAMHAMHUKY TOKa3aHO CHUMITOMATHYECKOE JICUCHHE C BHYTPUBEHHBIM BBEICHUEM
OeTa-aIpeHOMUMETHKOB, TaKWX Kak wu3ompeHanuH. [Ipm HEoOXOOUMOCTH BO3MOXKHA YCTaHOBKA
BPEMEHHOT'0 BOJUTEIISI PUTMA.

5. ®APMAKOJIOTHUYECKHUE CBOMCTBA
5.1. ®apmakoaMHAMHUYeCKHe CBOCTBA

dapmakoTepaneBTHYeCKas IPyNNa: aHTHAHTHHATIBHOE CPEJICTBO
Kox ATX: CO1EB17

MexaHnu3M IeHCTBHSA

WBabpaaun — mpemnapat, 3aMeUISIOMUNA PUTM CEp/Ila, MEXaHU3M JACHCTBUS KOTOPOTO 3aKII0YACTCs B
CEJICKTHBHOM M CHeNn()UYECKOM WHTHOWPOBAaHUM /; KaHAJIOB CHHYCOBOTO Y3Il1a, KOHTPOJIHUPYIOIINX
CIIOHTAHHYIO JTHACTOJIMYECKYIO JEMOJISIPU3AlMI0 B CHHYCOBOM y3ime u peryiupyionmux UYCC.
WBabpaauH oka3bIBaeT CENEKTUBHOE BO3ICHCTBUE HA CHHYCOBBIN y3€J1, He BIHSISI Ha BpeMsl IPOBEACHUS
HWMITYJIbCOB 10 BHYTPHUIIPEACEPAHBIM, MPEACEPAHO-)KETYAOUYKOBBIM M  BHYTPHIKEIYJOUYKOBBIM
MPOBOMANINM IIyTSAM, a TakXKe Ha COKPaTUTEIHHYH) CIIOCOOHOCTh MHOKapAa W PETONIIPU3AIII0
JKEITy JOUKOB.

VBaOpaanH TakiKe MOXKET B3aUMO/ICHCTBOBATH C [ KAHAJIAMU CETYATKH IJ1a3a, CXOAHBIMHE C /[y KaHAJIaMH
cepAla, Y4YACTBYIONIMMH B BO3HUKHOBEHHH BPEMEHHOTO WM3MEHEHHS CHCTEMbl 3PUTEIHLHOTO
BOCIIPUSATHS 32 CUET U3MEHEHHUS PEAKI[HK CETYATKH Ha IPKHE CBETOBBIC CTUMYJIBI.

ITpu IPOBOIUPYIONIHX 00CTOATENBCTBAX (HAPUMEp, OBICTpast CMEHA IPKOCTH B 001aCTH 3PUTEIHHOTO
MoJII) YacTHYHOE WHTHOWpOBaHWE [, KaHAJOB WBAOPAaTWHOM BBI3BIBACT (DeHOMEH U3MeHeHUs.
ceemosocnpusimus (gpomoncus). s QoTorcuu XapakTEepHO NPEXOJsllee W3MEHEHHE SPKOCTH B
OTpaHUYCHHON 00JIaCTH 3PUTEIHLHOTO TOJIA (CM. pasnen 4.8).

DapmakoarHamudeckue 3G QexTr

OCHOBHOH (hapMaKoJIOrHYeCKOH 0COOEHHOCThIO MBaOpaMHA SIBJISIETCS CIOCOOHOCTD J10303aBUCHMOTO
ypexxkenusa YCC. AHanu3 3aBUCUMOCTH BenuuuHbl ypexeHus: YCC ot 1036l penapara IpoBOAWICS IpU
MOCTETICHHOM YBEIWYCHUHN J03bI MBaOpamuHa 1mo 20 Mr 2 pa3a B CYTKH U BBISBHJI TCHICHIIUIO K
JOCTIDKCHHIO 3¢ ¢eKkTa «miaTo» (OTCYTCTBHE HAapacTaHUs TepameBTHUecKoro sddexra mpu
JTAJTbHEHNIIIeM YBEIMYEHHUH 103b1), YTO CHIDKAET PUCK pa3BUTHA BeIpaskeHHOU Opagukapanu (HCC menee
40 yn./mun) (cM. pazgen 4.8).

[Ipy Ha3zHaueHWM mpemapaTa B PEKOMEHAYEMBIX no03ax creneHb ypexkeHuss YCC 3aBucur oT ee
WCXOTHON BENWYHMHBI M cocTaBiseT nmpumepHo 10-15 yn./MuH B MOKO€ B IMOKOE M MPH (PU3MUECKON
Harpy3ke. B pesynprare cHmkaeTca paboTa cepAlla W yMEHbLIAETCS HMOTPEOHOCTh MHOKapAa B
KHCIIOpOJE.

WBabpanue He BIMSIET Ha BHYTPUCEPACUHYIO POBOAUMOCTD, COKPATHTEIbHYIO CIIOCOOHOCTh MHOKap/a
(HE BBI3BIBACT OTPHUIIATEIHHBIA HHOTPOIHBINA 3 (EKT) U IPOIIECC PEIONISIPU3AIIIH KETYI0UKOB Cepra.
B kauHHMYECKHX 3IIEKTPO(PHU3HOIOTHUECKUX HCCIEIOBAHUAX HMBaOpaJWH HE OKa3blBajl BIHMSIHUS Ha
BpeMsl TPOBEJCHHUS HMIIYJIbCOB II0 MPEICEPAHOKETYTOUYKOBBIM WM BHYTPHKETYIOUYKOBBIM
NPOBOSIIMM MYTAM, a TAKXKE HAa CKOPPEeKTHUpOBaHHbIe nHTEpBajbl QT.

B uccnemoBaHusx ¢ ydacTMeM HauueHTOB ¢ Auc(hyHKUMEH JeBoro sxemynouka ((paxous BeiOpoca
neBoro xenynouka (ODBJIK) 30-45 %) 6pu10 moKa3zaHo, YTO UBAOPAIMH HE BIUSCT HA COKPATUTEIBLHYIO
CHOCOOHOCTH MHOKap/a.

Knnandeckas s ekTHBHOCTE ¥ 0€300aCHOCTD

YcTanoBiIeHO, yTO MBabpaarH B 03¢ 5 Mr 2 pa3a B CYTKH yJIydIlIaj IMOKa3aTeln Harpy309HBIX MPoo
yxe yepe3 3-4 Henenu tepanuu. JIHGEKTHBHOCTH OblIa OATBEPkKACHA U A 1036l 7,5 mMr 2 pa3a B
CyTKH. B gacTHOCTH, HOTTOJHUTEILHBIN 3(D(PEKT MpH YBETWISHUH 036 ¢ 5 10 7,5 Mr 2 pa3a B CyTKH
OBLT YCTaHOBJICH B CPaBHUTEIHHOM HCCIEAOBAaHUHU C aTCHOJIONIOM. BpeMs BBITTONHEHUs (HU3NIECKON
Harpy3KH YBEIHMYMIOCH IPUMEPHO Ha 1 MUHYTY uepe3 1 MecsI] npuMeHeHus npabpaanHa B 103€ 5 Mr 2
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pasa B CyTKH, IpH 3TOM TOCJIe JOMOJTHUTENBHOTO 3-X MECSIYHOTO Kypcea preMa upabpaanHa B 1o3e 7,5
MI 2 pa3a B CYTKH BHYTPb OTMEUYEH JaJlbHEWUIIWA MPUPOCT ATOTO IMOKazaTedass Ha 25 CEeKyH]I.
AHTHaHTMHAJIbHAS ¥ aHTUHIIIEMUYECKast aKTHBHOCTh MBaOpaliHa IMOATBEPK/IANIACH U JJIs TIAIIUCHTOB B
Bo3pacte 65 neT u crapmie. DPpGheKTUBHOCT, WBaOpaaWHA TP MPUMEHEHUH B 103aX 5 MT U 7,5 MT 2
pasa B CYTKM OTMeyalach B OTHOIIEHHMM BCeX IIOKazaTelell Harpy3ouHblx mpo6 (oOmias
NPOJIOJDKATENFHOCTh (PU3UYECKOW HArpy3Kd, BpeMsl 10 JIMMUTHPYIOIIETO TMPHUCTYINa CTEHOKAP.IUH,
BpeMsl JI0 Hadaa pa3BUTHS MPHUCTyIa CTEHOKapIUK ¥ BpeMs JI0 pa3BHUTHUs Jenpeccun cermenTa ST Ha
1 MM), a TaK)Ke COMPOBOMKAATACH YMEHBILICHHEM YaCTOTHI PA3BUTHUS IIPUCTYTIOB CTEHOKAPAUU IIPUMEPHO
Ha 70 %. [lpumenenne mBabpaanHa 2 pa3a B CyTKH OOECIIEUHBAIO IOCTOSHHYIO TEPaNeBTHUECKYIO
3¢ (HEeKTUBHOCTH B TeUCHUE 24 YaCOB.

VY nmanueHToB, MPUHUMABIIUX MBaOpaJHH, MOKa3aHa JOMONHUTENbHAS () ()EeKTHBHOCT NBaOpaIHHA B
OTHOIIIEHUH BCEX TIOKa3aTeleil Harpy309HbIX P00 MpH J0OaBICHNN K MAKCUMAIBHOM J103€ aTeHOIIoNa
(50 mr) Ha ciazie TepaneBTHYECKOM akTUBHOCTH (depe3 12 yacoB mocie npuemMa BHyTPb).

He noka3zaHno yiy4ieHue nokaszaresei 3pPpexkTHBHOCTH nBaOpa rHa MpH 100aBICHUH K MAKCUMAJIbHOM
JI03€ aMIIOIMITMHA Ha CIIaJie TepareBTUIEeCKON akTUBHOCTHU (4epe3 12 yacoB mocie mpremMa BHYTpPb), B
TO BpeMs KaKk Ha MakCUMyMe aKTHBHOCTH (4uepe3 3 - 4 yaca mocie mpreMa BHYTpPb) JTOTIOHUTENbHAS
3¢ (deKTUBHOCTD MBaOpaJrHa OblIa JOKa3aHa.

B wuccnepoBanmsax knmHHYeckod 3ddextuBHOCTH Tpemnapara 3¢ dekThl MBaOpaJWHA IOJHOCTHIO
COXPaHSUTUCh HA MPOTSHKEHUH 3-X U 4-X MECSYHBIX MEPHOMOB JIeueHus. Bo Bpems iedeHus: mpu3HaKu
pa3BUTHUS TOJIEPAHTHOCTH (CHMKEeHHS () PEKTHBHOCTH ) OTCYTCTBOBAJIH, a IIOCIIE IPEKPALCHHS JISICHHU ST
CHHJPOMAa «OTMEHBI» HE 0TMEYaIOCh. AHTHAHTHHAIIBHBIE M aHTHUIIeMUdecKue 3 dexTsl nBabpaaHa
ObUTH CBsI3aHBI C J10303aBUCHMBIM ypexxenneM UCC, a Takke CO 3HAUYUTENBHBIM YMEHBIICHHEM
pabouero npoussenenus: (UCC x cucronmueckoe apTepuanbHOE JaBlieHHE), TPHUYEM Kak B MOKOE, TaK
U npu $U3HUecKold Harpys3ke. BiusHue Ha ToKaszatenu aprepuaibHOro masiieHus (AJl) m oOmiee
nepudepuueckoe cocyaucroe conporupieHue (OIICC) ObUTO HE3HAUUTENBHBIM W KIMHHYECKU
HE3HAYHMBIM.

Ycroitanpoe ypexxkenne YHCC ObUTO OTMEUEHO Y TIAIMEHTOB, MPUHUMAOIINX UBA0OpaINH KaKk MUHUMYM
B TeueHue | roga. BavsiHus Ha YIIICBOIHBIN OOMEH U JIMITUIHBIN TPO(UIb PU 3TOM HE HaOIH0AaII0Ch.
YV ManueHToB ¢ caxapHbBIM IUa0eTOM ToKa3aTenu 3PHEKTHBHOCTH B O€301TaCHOCTH WBaOpaanHa ObUTH
CXOJIHBIMH C TAKOBBIMU B O0IIICH MOMYJISIUH MMAIUEHTOB,

B nccnenoBannu y namueHToB ¢ bC 0e3 KIMHWYECKUX TNPOSABICHUN CepACYHON HEI0CTAaTOUHOCTH
(OBJIXK 6omee 40 %) Ha (doHE MOAIEPKUBAIOLIEH Tepanmuy, Tepanus WBAOpaIMHOM B /103aX BBIIIE
PEKOMEHIOBaHHBIX (HavalibHas 1032 7,5 Mr JBa pa3a B JieHb (5 Mr JBa pa3a B JIeHb, IIPU BO3paCTe
crapie 75 5er), KoTopas 3aTeM TUTpoBajack 10 10 Mr aBa pa3a B JIeHb) HE OKa3ajia CyIIECTBEHHOTO
BIVSIHAST Ha TIEPBUYHYIO KOMOWHHPOBAHHYIO KOHEUHYIO TOYKY (CMEpPTh BCIEICTBHE CEpACYHO-
COCYIUCTOW TPUYMHBI WM pa3BUTHE HedaranpHOro WHQApKTa MHOKapaa). Yactora pa3BUTHS
OpazukapIud B rpyIIe MalHeHTOB, MOMyJyaBIInX uBadpaauH coctaBuia 17,9 %. 7,1 % mamueHToB B
XOJIC WCCIICIOBaHMS MPUHUMAIH BEparmaMull, AWITHA3eM MM MOIIHBIE WHTHOUTOPHI M30depMeHTa
CYP3AA4.

Y nmanueHTOB cCO cTeHOKapaued kiacca Il wmm Beime mo  kimaccudukanmuu - Kananckoro
Kapanomnornueckoro oOmiecTBa OBUIO BBIABIECHO HEOOJBIIOE CTATUCTHUECKH 3HAYMMOE YBEIWYCHHE
KOJIMYECTBA CITy4aeB HACTYIUICHUS IEPBUYHON KOMOMHUPOBAHHOW KOHEYHON TOYKH MIPHU MPUMEHEHUH
nBabpaJrHa — 4Yero He HaOJI0JaI0Ch B MOATPYIINE BCeX MAIlMeHTOB CO CTeHOKapaueil (knace [ u Beime).
B wuccrmenoBaHmM ¢ y4acTHEM IMallMEHTOB CO CTAOMIBHOW CTEHOKapAWEeW W AUCHYHKITHEH JIEBOTO
xenynouka (PBJDK menee 40 %), 86,9 % koTopbIx mony4anu O6eTa-aapeHOOIOKAaTOPHI, HE BBISIBICHO
pa3nuuuii MeXAy TpyNIIaMy MAIleHTOB, TPUHIMABIINX UBaOpaauH Ha (poHE cTaHAApTHON Tepanmuu, 1
wiane0o, MO CyMMapHOH 4YacToTe JEeTalbHBIX MCXOAOB OT CEPACYHO-COCYAMCTHIX 3a00JIeBaHUA,
TOCIIUTAIM3AMA  TI0 TIOBOAY OCTpOro wH(ApKTa MHOKApAa, TOCHUTAIU3AIMN TI0 TOBOIY
BO3HMKHOBEHHSI HOBBIX CIIy4aeB CEpIEYHOW HEIOCTATOYHOCTH WU YCHIICHHS CUMITOMOB TECUCHUS
XpoHHUECKOi cepaeuHol HegocTaTouHOCTH (XCH). YV manueHToB ¢ cHMITOMaTHYecKol CTeHOKapAren
He OBUIO BBISIBICHO 3HAYMTENBHBIX pa3IMYUil TIO0 YacTOTe BO3HHUKHOBEHUS CMEPTU BCIEICTBUE
CEpACYHO-COCYAUCTON MPHYMHBI UIIM TOCTTUTAIH3ALUH BCIECTBUE pa3BUTHs HeaTanpHOro HH(papKTa
MHUOKap/ia Wi CepIeYHON HeJOCTaTOYHOCTH (4acToTa Bo3HUKHOBeHHS — 12,0 % B rpymie nuBabpaanHa
u 15,5 % B rpynmne miane6o, cooTBeTcTBeHHO). Ha (hoHe npumenenust uBadpaauna y nanueHTos ¢ YCC
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He MeHee 70 yA./MUH IOKa3aHO CHIDKEHHE YacTOTHl TOCIUTANM3alM{ MO MOBOAY (aTadbHOTO U
HedaTanpHOTO NH(papKTa MUOKapaa Ha 36 % 1 4acTOThI peBacKyisipu3zannu Ha 30 %.

VY manueHTOB CO CTEHOKapaued HampspkeHusl Ha (oHe mpreMa mBaOpaanHa OTMEUEHO CHIDKEHHE
OTHOCUTENIBHOTO PHCKAa HACTYIUIGHUS OCJIOXHEHHUH (JacToTa JeTalbHBIX HCXOJOB OT CEpIedHO-
COCYAMCTHIX 3a00JEeBaHWW, TOCHHUTANM3AIMM 10 TOBOAY OCTporo wH(papKTa MHOKapna,
TOCHHUTANM3AIUA TI0 MOBOJLY BO3HHMKHOBEHHS HOBBIX CIy4aeB CEpACYHON HENOCTATOYHOCTH WIH
ycunenusi cumntoMoB TedeHns XCH) ma 24 %. OTMedeHHOe TepamneBTHYECKOE IPEUMYIIECTBO
JOCTHTaeTcs, B IEPBYI0 OYepellb, 32 CUET CHIKCHUS YaCTOTBHI TOCHHUTAIM3ALUHN TI0 MOBOAY OCTPOTO
uHdapkTa MUOKapna Ha 42 %.

CHIKEHNEe 4acTOTHI TOCIIUTATN3AIlNH 110 TTOBOAY (hatambHOTO M HedaTtampHOTO MH(pApKTa MEOKapaa y
nanueHToB ¢ YCC Gonee 70 yn./muH eme Oonee 3HauuMmo u gocturaer 73 %. B menom ormeuena
XOpolasi IepeHOCUMOCTh U 0€30MacHOCTh Mpernapara.

Ha ¢one mpumenenus mBabpagmHa y mamuwertoB ¢ XCH II-IV ¢yHKIIMOHAamBEHOTO Kiacca IO
knaccuduranmu NYHA ¢ ®BJIK menee 35 % moka3aHO KIMHUYECKUA W CTATHCTUYCCKH 3HAYMMOE
CHIDKEHHE OTHOCUTENFHOTO pPHCKAa HACTYIUIEHUS OCJIOKHEHHUH (4acTOThI JIETaJbHBIX HCXOAOB OT
CEPJICYHO-COCYTUCTHIX 3a00JIeBaHUN W CHIDKEHHE YHCIa TOCIHTAIM3AIid B CBS3H C YCHUJICHHEM
cumrnroMoB TedeHust XCH) na 18 %. AGcomoTHOe CHIXKEeHUE pucka cocTaBuio 4,2 %. BelpaxkeHHBIN
TepaneBTHieckuii 3¢ dekT Habmroaancs yepes3 3 Mecsia OT Havyaja Teparuy.

CHMXeHHe CMEPTHOCTH OT CepACYHO-COCYANCTHIX 3a00JIeBaHNH M CHI)KEHUE YMCIIa TOCITUTAU3AIUi B
CBA3M C ycuieHneM cumnTomoB TedeHns XCH Habmioganoch He3aBHCHMMO OT BO3pacTa, I0Ja,
¢dynkmuonanpHoro Kiacca XCH, mnpumeHeHust OeTa-aapeHOOIOKATOPOB, WIIEMHUYECKOH —HITH
HeumeMuueckoit stronornn XCH, Hamuuus caxapHoro auabera Wik apTepuaIbHON THIEPTEH3UH B
aHaMHe3e.

[Naruentsr ¢ cumnromamu XCH ¢ cunycosiM putMoM U ¢ UCC He Menee 70 yna./MUH MOIydau
CTaHAAPTHYIO TEPaAIHIo, BKIIOYAIOIIYI0 IpUMEHEHHE OeTa-aapeHo0okaropos (89 %), HHTHOUTOPOB
aHTHoTeH3uHIpeBpararomero pepmenra (AIID) w/unm anrnorensuHa Il penenTopoB aHTaroHUCTOB
(91 %), nuyperuxoB (83 %), u aHTAaroHUCTOB abaocTepoHa (60 %).

[TokazaHo, 4TO MpUMeHeHHe MBabpaJrHa B TeueHHe 1 roja MOXXeT MPeJoTBPaTHTh OJIUH JIETAIbHBIHI
WCXOJ WIHA OJHY TOCHHTAJH3AINIO B CBSA3H C CEPICYHO-COCYIUCTHIM 3a00JIeBaHMEM Ha KaxIble 26
NAlKEHTOB, IPUHUMAIOLINX TPerapar.

Ha ¢one npumeHeHus wnBabpaauHa IOKa3aHO YiydlleHHWe ¢yHKIHOHaNBHOro kiacca XCH mo
knaccudurannu NYHA.

VY namuentos ¢ YCC 80 ya./mMun otmedeno cHmxenne YCC B cpenHeM Ha 15 yu./MuH.

5.2. @apmakoKuHeTHYECKHE CBOICTBA

HBabpaaua mpencTaBiseT co0OM S-dHAHTHOMEpP, C OTCYTCTBHEM OWOKOHBEPCHH IO JTaHHBIM
uccinenoBanuit  in  vivo. (OCHOBHBIM aKTHBHBIM METa0OJMTOM mpemapara sBisercss N-
JIECMETHIIPOBAHHOE IIPOU3BOTHOE NBAOpaIIHA.

AOcopOrtus
WBabpaauH ObICTPO U MPAKTHUECKU MOTHOCTHIO BCACHIBACTCS B JKEIYIOYHO-KUIIIEYHOM TPAKTE TOCIE

npueMa BHYTpb, MaKCUMaJIbHasi KOHIIGHTPALMsI B TUIa3Me KPOBH JOCTHUTAeTCs IPUMEPHO dYepe3 1 uac
nocJie npueMa BHyTpb Hatomak. buonoctynHocTts cocraBmisieT npubnusutensHo 40 %, uto
00ycIoBIeHO 3()(HEKTOM «IIEPBOTO MPOXOKACHUS) YePe3 TIeUCHb.

[lpweM mnumm yBenuuyuBaeT BpeMs aOcopOIMu NPHOMM3HTENPHO Ha | Yac M yBeNIWYMBACT
KOHIIeHTpanuio B mazMe kpoBu ¢ 20 % 1o 30 %. Jlns ymMeHbIIeHHUs] BapuaOeIbHOCTH KOHLIEHTPALUU
npernapaT peKOMEHIyeTcsl IPHHUMATh OTHOBPEMEHHO C TIPHEMOM IHUIIH (cM. pasnen 4.2).

Pacnpenenenue

CBs13b ¢ OenmkamMu TuTa3Mbl KpoBH coctapisieT mpuMepHo 70 %. O0veM pacmpeeseHus: B paBHOBECHOM
coctostHuH — OKOJIO 100 11. Cpax B TIA3ME KPOBU IOCIIE JUTUTEIBHOTO MPUMEHEHUS B PEKOMEHTy MO
JI03e 10 5 MT 2 pa3a B CyTKH COCTaBIISIET MpUOIM3uTensHO 22 Hr/Mi (ko3ddummenT Bapuarmm = 29 %).
CpenHsas paBHOBECHAs! KOHIIGHTPANUS B TUIa3Me KpoBH cocTaBisieT 10 Hr/Mi (Ko UIEHT BapHaluu
=38 %).
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Buorpanchopmarus

WBabpanuH B 3HAUUTEIFHON CTENICHN METAO0IM3UPYETCs B [IEUEHH U KUIICYHUKE ITyTEM OKHUCIICHUS C
y4actueM Tonbko ruroxpoma P450 3A4 (m3odepmenta CYP3A4). OCHOBHBIM aKTUBHBIM
MEeTa0OJUTOM SIBISIETCSI N-TleCMETHITHPOBaHHOE Mpou3BoaHOE (S 18982), M0t KOTOPOTO COCTABIISIET
40 % no361 KOHIIEHTpauu uBadpaauHa. MeTabomm3M akTHBHOTO MeTabonnTa nBabpaarnHa TaKkxke
NPOUCXOAMT B npucyTcTBHH n3odpepmenta CYP3A4.

UBabpanun obnanaer ManbiM cpoactBoM K m3ohepmenty CYP3A4, He MHAyIUpyeT U He HHTUOUPYET
ero. B cBsa3u ¢ 3TM, MaJIOBEpOSATHO, YTO MBAOPAAMH BIHUSET Ha METa0OIM3M WM KOHLECHTPALUIO
cyoctparos m3opepmenta CYP3 A4 B mna3me kpoBu. C ApYroi CTOPOHBI, OAHOBPEMEHHOE IPUMEHEHNE
MOIIHBIX HWHTHOWUTOPOB WM WHIYKTOPOB IHUTOXpoMa P450 MokeT 3HAYUTENhbHO BIHATH Ha
KOHILIEHTpalMIo UBabpaanHa B mia3Me KpoBH (cM. paszzen 4.5).

DnUMHUHAIIAS

[lepuon momryBeiBeneHus (T12) nBaOpaarHa U3 TUTA3MBI COCTABIAET, B cpeaneM, 2 yaca (70-75 %
TUTOIIA T TIOJ KpUBOH «koHIeHTpanus - BpeMs» (AUC)), addextuBHsiii T, — 11 wacos. O0muit
KIpeHc — npuMepHo 400 MII/MUH, TTOYCIHBIA KIIUPEHC — TpuMepHO 70 Mi1/MuH. BriBenenne
METa0OJUTOB TIPOUCXOIUT B OJUHAKOBOH CTETICHH Yepe3 MOUKH U KumedyHuK. Okoio 4 % npuHITON
JIO3BI BEIBOJUTCS IMIOYKAaMHU B HCM3MEHEHHOM BUJIE.

JInHeiiHOCTh (HENMHEWHOCTH)
dapMakoOKWHETHKA UBaOpaIuHA SIBIISCTCS JTUHEHHOM B nuana3one 103 ot 0,5 1o 24 mr.

Oco0ble MonyJIAIII

Tayuenmul noscuno2o u cmapyeckozo 803pacma
®dapmakokunetndeckue mokazatemn (AUC u Cpax) CYIIECTBEHHO HE pPa3MYaloTCsl B TPyIIax
MAIMEHTOB 65 JIeT U cTapiie, 75 JIeT u cTapiie u o0IIeH MOMyJISIiIuY NAIIMeHTOB (CM. pasaen 4.2).

Hayuenmul ¢ Hapyuwienuem GyHKYuU noYex

BrusHue mouedHON HETOCTaTOYHOCTH (KIMPEHC KpeaTWHWHA OT 15 mo 60 MIi/MWH) Ha KHHETHKY
uBaOpaJHa MUHUMAJIbHO, TaK Kak Jiuib okoyio 20 % uBaOpaZvHa U €ro akKTMBHOTO MeTaboiuTa S
18982 BrIBOAMTCS MOYKaM¥ (cM. paszen 4.2).

THayuenmul ¢ napywenuem QyHKyuu neyeHu

Y manueHToB ¢ JETKOH CTENeHbI0 MTeYCHOYHOH HemocTaTouHoCTH (10 7 6ayutoB mo mkane Yaima-I1sio)
AUC cBoboaHOro MBaOpajnHa U €ro akTuBHOro Metabonuta Ha 20 % Oonblle, YeM y MalUeHTOB C
HOPMAaJIbHOH (yHKIIMEH rTeueHu. J[aHHbIe 0 IPUMEHEHHH HBaOpa Ha y MaueHTOB ¢ yMepeHHoH (7-9
OamnoB o mkane Yaitna-I1pr0) neueHOYHON HeJJOCTATOYHOCTHIO OTPaHHUYEHBI M HE TTO3BOJISIOT CJICNIATh
BBIBOJ 00 OCOOCHHOCTSIX (papMaKOKMHETHKH Tpemnapara y NaHHOW TpyNmbl MarpeHToB. J(aHHBIE O
MPUMEHEHUY WBa0paJMHA Y MAIUEHTOB C TSHKEJIOW MEUYEeHOYHON HEJOCTaTOYHOCThIO (0osee 9 Oamion
mo mkane Yaina-I11pf0) Ha MTaHHBI MOMEHT OTCYTCTBYIOT (CM. pa3zieinsl 4.2 u 4.3).

Bzanmocss3s Mexay hapMaKOKHHETHUYECKUMHE M (hapMaKOJIMHAMUYCCKHMHU CBOWCTBAMU

AHanmm3 B3aMMOCBSI3H MEXIY (apMaKOKHHETHYECKUMH U (apMakoJUHAMHUYECKUMH CBOHCTBaMH
MTO3BOJIMII YCTAHOBHTH, uTo ypexkeHrne YCC HaxoauTcs B MPSAMON MPOTIOPIMOHATEHOW 3aBUCHMOCTH OT
yBENUYEHHS KOHIEHTpalMM HMBadpaanHa M akTUBHOro Meraboimta S 18982 B mia3sme KpoBH HpH
mpueMe B mo3ax mo 15-20 mr 2 pasa B cytku. [Ipm Oojee BBICOKHMX 033X IperapaTa 3aMeiICHHe
CEpACYHOTO pPHTMa HE MMEET MPONOPLHUOHATBHONW 3aBUCHMOCTH OT KOHILEHTpAalWU WBaOpaguHa B
TUTa3Me KpPOBH M XapakKTepu3yeTcs TEHACHINEH K JAOCTIKEHWIO «IUTaTo». BBICOKME KOHIIEHTpPAIlUU
uBabpaanHa, KOTOPBIX MOXXHO AOCTHYb MPU KOMOWHAIMK JIEKAPCTBEHHOTO Mpernapara ¢ MOIIHBIMU
uaruoutropamu nzodepmenta CYP3 A4, MoryT mpuBOANUTE K BeIpakeHHOMY ypeskernio UCC, omHako
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9TOT PUCK HIKE PU KOMOMHAIMH ¢ YMepeHHbIMH HHruoutopamu uzodpepmenta CYP3 A4 (cm. pazzmen
4.3,44u4..).

6. ®APMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepevyenb BcioMOraTe/ibHbIX BeleCTB

Aopo mabremxu

JlakT03b1 MOHOTHIPAT

Maruus cteapat

Kpaxman kykypy3HbIit

ManbtoaekcTpuH

Kpemuus muoxcum KoumouHbIH 6€3B0THBIN

Inenounoe noxpvimue

T'unpomerniosa

Turana nuokcun (E 171)

Makporon 6000

I'muuepon

Maruus cteapat

Kpacurens xenesa okcup sxentoiii (E 172)
Kpacurens sxene3a okcun kpacHsii (E 172)

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok roqHoCcTH (CPOK XpaHEHHS )

3 roga.

6.4. Oco0Oble MepbI IPEIOCTOPOKHOCTH NIPH XPAHEHUH

Xpanuts npu Temnepatype He Boiie 30 °C.

6.5. Xapaxkrep u cofep:kaHue NePBUYHOH YIAKOBKH

[To 14 Tabnerok B Gmuctep ([IBX/Am). o 1, 2 nnu 4 Gnucrepa ¢ MHCTPYKIHEH O METULIMHCKOMY
MIPUMEHEHHIO B MaYKy KapTOHHYIO, C KOHTPOJIEM IIEPBOTO BCKPBITHS (IIPU HEOOXOAMMOCTH).

ITo 26 Tabmerok B Oymmctep ([IBX/Am). ITo 2 6iaucTepa ¢ MHCTPYKIHEH TT0 MEAUITMHCKOMY IPUMEHEHHIO
B TIaYKy KapTOHHYIO, C KOHTPOJIEM MEPBOTO BCKPHITHS (TIPH HEOOXOJUMOCTH).

6.6. OcoOble Mepbl NPEJOCTOPOKHOCTH NMPU YHUYTOKEHUH HCIOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara ujim 0TX010B, I0JIy4YEeHHbIX I0c/1e IPUMEHEHMs JIEKAPCTBEHHOI'0 IpenaparTa, u Apyrue

MaHUNYJSAIMA C IpernapaTtom

Bechr ocrapmmiics HeKapCTBeHHHﬁ npemnapar u OTxXoAbl CJICAYCT YHHUYTOXUTH B COOTBETCTBUU C
YCTAaHOBJICHHBIMH HAIITMOHAJIBHBIM 3aKOHOAATCIIbCTBOM Tp66OBaHI/IHMI/I.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
Dpanuus
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"JIaboparopuu Cepsbe" / Les Laboratoires Servier
92284 Opannnms, Croper Cenekc, yi. Kapro 50 / 50 rue Carnot, 92284 Suresnes Cedex, France

7.1. IllpencraBureib aep:KaTesisi perHCTPALMOHHOIO YA0CTOBEPEeHUs

3a moboif mHpOpMamMeil o mpemapaTte, a TaKXKe B ClIydae BO3HHKHOBEHHS IPETCH3UIl clemyer
oOpamareCsi K NPEACTaBUTENIO JIepXKaTels PEerUCTPalMOHHOTO YAOCTOBEPEHUS WM AEpiKaTelto
PETUCTPALUOHHOIO YJOCTOBEPEHHS:

Poccuiickas @eneparius Pecniy6iinka Kazaxcran u KeIpreizckas

AO "Cepsbe" Pecnybnnka

Anpec: 125196, r. Mocksa, yiu. Jlecnas, mom 7, TOO "Cepsre Kazaxcran"

atax 7/8/9 Anpec: 050020, r. Anmartsl, ip. JJocteix 310I°
Temn.: +7 (495) 937-0700 Tem.: +7 (727) 386 76 62

daxc: +7 (495) 937-0701 On. nourta: kazadinfo@servier.com

1. moyYTa: servier.russia@servier.com

PecnybOnuka Benapych PecnyOnuka ApmeHust

[IpencraBurensctBo YAO "Les Laboratoires [peacraBurenncto "Jlabopatopuu Cepsbe”
Servier" (Opanimy3ckas PecrryOnmka) B Anpec: 0001, r. EpeBan, CeBepHBIit pocTiekT 1,
Pecny6niuke bemapych ousnHec nenTp «Hopm»

Anpec: 220030, r. Munck. yn. Msacaukosa, 70,  Tem.: (+374 10) 505074

od. 303 O71. movra: mariam.antonyan(@servier.com

Ten.: +375 (17) 306 54 55/56
On. moura: OfficeBY @servier.com

8. HOMEP PETUCTPAHMOHHOI'O YAOCTOBEPEHUSA

9. JIATA IEPBUYHOM PETUCTPAIIMM (IOJATBEPKJIEHUS PETUCTPALIMMN,
HEPEPEI'UCTPALIUN)

[aTa nepBoii perucTpanuu:

10. JATA INIEPECMOTPA TEKCTA

OOmas xapakTepuCTHKa JIeKapCTBEHHOTo mpemapata Kopakcan noctymHa Ha WH(OPMAIIMOHHOM
noprane EBpa3miickoro 3KOHOMHYECKOTO cOr03a B HH(POPMAIUOHHO-KOMMYHUKAIIIOHHON CETH
«HuTeprer» http://www.eurasiancommission.org.
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