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OBIIASI XAPAKTEPHCTHKA JEKAPCTBEHIOPO TIPEITAPATA 1007

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Haxnaraceup @apmacuntes, 30 Mr, TabJIETKH, MOKPHITHIC IJICHOYHONH 000T0UKOH.

Haxknaracsup @apmacuntes, 60 Mr, TabJIETKH, MOKPHITHIC IJICHOYHONW 000TI0UKOH.

2. KAUECTBEHHBIN U1 KOJIUYECTBEHHBIN COCTAB
JlericTBytolI€€ BEUIECTBO: TaKIaTaCBUP.

Jlaxmaracsup @apmacunares, 30 mMr, TaOJIETKH, TOKPLITHIE INIEHOYHON 000I0YKON

Kaxxnas tabnerka, MoOKpeITas MIEHOYHOW 000s0ukoi, comepxkut 30 Mr maknaracBupa (B BHIE
JTUTUAPOXIIOPUIA).

BcnoMoraTenpHble BEIECTBa, HATMYME KOTOPBHIX HAJ0 YYHUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: Jlaktosa (cM. pasnen 4.4).

Jlaknaracsup ®apmacunres, 60 mMr, TaOJIETKH, MOKPHITHIE INICHOYHOI 000JI0YKON

Kaxnas tabnerka, MOKpBITas TUIEHOYHOW 000JI04KOH, comepkut 60 Mr makmaracBupa (B BUie
TUTHAPOXIIOPHUIA).

BcnomorarenbHble BEecTBa, HATMYHE KOTOPBIX HA/IO YYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npemnapara: Jakros3a (cM. paszaen 4.4).

[TonHbIi mepeyeHb BCIOMOTATENbHBIX BEIIECTB NMPUBEEH B pazzene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTKku, MOKPHITHIE INIEHOYHOW 000T0UYKOM.

Jlaknaracsup @apmacunres, 30 Mr, TaOJIETKH, MOKPHITHIE INICHOYHOI 000JI0YKON

Kpyrnbie ABOSKOBBITYKIIbIE TaOJETKH, MOKPBITHIE TUICHOYHOH OOOJIOYKOW OT 3EJICHOTO 0
TeMHO-3eJIeHOTro IBeTa. Ha momepedHom paszpese sapo TabieTKu Oeoro Wiu MOYTH Oeyoro
IIBETA.

Jlaknaracsup @apmacunres, 60 Mr, TaOJIETKH, MOKPHITHIE INICHOYHOI 000JI0YKON

Kpyrabie 1BOSKOBBINYKIIbIE Ta0JIETKU, MOKPBITHIE MIEHOYHONH 000JIOYKON OT CBETIO0-3€JIEHOTO

JI0 3eJICHOTo 1BeTa. Ha momepedrom paszpese siapo TabaeTKH OeIoro WM MoYTH OesIoro mBeTa.

4. KIMHUYECKUE JAHHBIE

4.1. IlokazaHusi K NPUMEHEHHUIO

[Ipenapar JaknatacBup DapmacuHTe3 MoKa3aH s jgedenus xporaundeckoro remnarura C (XI'C) y
B3pOCJBIX B Bo3pacTe OT 18 yieT B KOMOMHALIMY C IPYTMMU JIEKaPCTBEHHBIMU IperapaTaMu JIs

neuenust X1 C.
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4.2. Pe:xuM 103UPOBaHMS H CIIOCO0 NMPUMeEHEHUS
Jleuenune AAaKJIaTaCBUPOM JOJIKCH HA3HAYATh U KOHTPOJIUPOBATH Bpay, I/IMGIO]_LII/Iﬁ OIIBIT JICUYCHUA

XI'C.

PesxuM 103upoBaHus

ITo 60 mr 1 pa3 B cyTkH.

[Ipenapar cienyer NPUMEHATH B COYETAaHUH C APYTUMH JIEKAPCTBEHHBIMHU NpenaparaMu (Tadm. 1).
Pekomenmanuu 1no 103MpOBAaHUIO IPYIHX JEKAPCTBEHHBIX IMPENapaToB U CXEMbl NPHUBEACHBI B
COOTBETCTBYIOIIMX MHCTPYKIHUAX MO MEAUIMHCKOMY PUMEHEHUIO. Tepanust peKOMEeHyeTCsl Kak
nanueHTaM, paHee He nonydaBminM jedyeHue XI'C, Tak W namueHTaM ¢ INpeALECTBYHOIIEH
HeAP(HEKTUBHOCTHIO TEPAITUU.

Taoauma 1. PekomeHnayembie cxembl Tepanuu npenapatom Jlakmatacsup dapmacunrte3 npu
HCIIOJIB30BaHUH B J103¢ 60 Mr 1 pa3 B CyTKH B COCTaBe KOMOMHUPOBAHHOW TE€paNuy y MalMEeHTOB,
uHpunupoBanueix BupycoM renaruta C (BI'C), unu ¢ couerannoit nadekueit BI'C u Bupycom

UMMYHOZCPUITUTA YEITOBEKa (BI/Itl)1

Pexum/T'enorun BI'C/Ionyasiuusi nanueHToB’ | IIpoao/KUTEIbHOCTH TepaNun

Jlaxnamacsup + cogpocoysup

I'enorunsl 1, 2, 3, 4 12 Hemenb
[larmentsr 6e3 muppo3a TNeUYeHH, KaKk paHee He
nmonmyyaBme — gedyeHune XI'C, Tak wum ¢
npemecTByomel Hed(QGEKTHBHOCTBIO TEpaNun’

Ilaxnamacsup + cogpocoysup + pubasupun

I'enoruns 1, 2, 3, 4 12 Hemenb

[TanmenTH ¢ muppo3oM medeHn (xrace A wim B mo
Yaitnn-I1st0), kak paHee HE TOJTydYaBIIHC JICUCHHE
XTI'C, Tak u ¢ npeamecTBytomei HedPEeKTUBHOCTHIO
Tepanuu’

Tepamnus gaknaTacBUpoM u codocOyBupom 0e3
prbaBUpUHA MOXKET pPacCMaTpUBAThCS IS
MAIMEHTOB C IIUPPO30M IEUYCHH Kiacca A o
Yaiina-IIero

Hns  renotuna 3
Tepanuu 110 24 Hemenb,

BO3MOXXHO MPOAJICHUC
C TMPUMECHCHUEM

pubOaBUpHHa WK 6e3

I'enorunsl 1, 2, 3, 4

[TanmeHTH ¢ TIMppo3oM meueHn kiacca C mo Yaina-
[Tp10, Kak panee He noydaBmre edeHue XI'C, Tak u
C TIPEUIECTBYIOMIEN HEIPDHEKTUBHOCTHIO TEPATTUN?

24 uenenu
JIs  manmeHToB €
prbaBUpUHA MOXKET pPacCMaTPUBATHLCS TEPAITUS
coocOyBupom  Oe3
pubOaBHpHHA B TeUeHUe 24 Heeb

HEINIEPEHOCUMOCTEIO

JAaKJIaTaCBUPOM u

I'enorunsl 1, 2, 3, 4 12 Hemenp
[laruenTsl moOCHIE TpaHCIUIAHTAIMU TEYCHU C

peruauBoM uHpekimu BI'C

Jlaxnamacsup + acynanpesup

I'enorun 1b 24 uenenu

[TanuenTs! 6e3 LuppoO3a WM C KOMIIEHCUPOBAHHBIM
LUPPO30M, KaK paHee He noisydyasiine Jeuenne XI'C,
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TaKk M C TpeAulecTByiome HedpPEeKTHBHOCTHIO

Tepanuu’

Jaxnamaceup + acynanpesup + nacunmepgepon arvga + pubasupun

TI'enorun 1 24 uenenu
[TarmenTsr 0e3 IEpPpo3a WIN ¢ KOMIEHCHPOBAHHBIM
LHUPPO30M, Kak paHee He nonydasiiue jJeuenue XI'C,
TaK M C TPEANIecTBYIome HedPPEKTHBHOCTHIO

Tepanuu’

Jlaxnamacsup + nseunmepgpepon arvgha + pubasupun

I'enorum 1 24 wHemenmn TPUMEHEHHS JaKIaTacBUpa B

IMarueHTsl 0e3 HMPPO3a MM ¢ KOMIICHCHUPOBAHHBIM | KOMOMHAILIUN c 24—-48-HeneTbHBIM

IUPPO30M, paHEe HE MOTyUYaBIINE TEPAITHIO MPUMEHEHUEM TIIITHHTEeppepoHa ambha U
pubasupuna’

! PCKOMCHI[S.LII/II/I Mo AO3UMPOBAHHIO Yy MAIMCHTOB C COYCTAHHOMU I/IH(l)eKLII/Ieﬁ MOTYT OTJIMYAaTbCA B

3aBUCHMOCTH OT TIPUMCHEHHS aHTHPETPOBUPYCHON Tepanuu. PekoMeHaanuu mo u3MEeHEHUIO JI03bI CM. B
pasmene 4.5.

2 He>dp(eKTMBHOCTh NpeAbIAylIell Tepanuu pHOABUPHMHOM M IBTHHTEpepoHOM anbha. Pexum
nakaaracBup/codocOyBUp ¢ win 0e3 puOaBUpHHA MOKET OBITH PEKOMEHIOBAaH TaKXe IJIS AllMEHTOB C
npemecTByoei HedpPEeKTUBHOCTHIO peKUMa TEPATIHHU, COICPIKAILETO HHTUOUTOP MPOTEasbl.

3 Eciu kak Ha 4-ii, Tak v Ha 12-11 Hezene JleueHns y MalueHTa He 0OHAPYKUTCS PUOOHYKIEHHOBAs KUCIIOTA
(PHK) BI'C, cmexyer mpomobkKaTh TEpalMioO BCEMH TpeMsl IpernaparaMd KOMOWHAIMKM B TedeHue 24
Henenb. Eciim nocturayro orcyrereue PHK BI'C, HO TOJIBKO Ha OTHOM M3 yKa3aHHBIX HeAenb (4-i wimu 12-
i), TO MO 3aBEpIICHUU Tepanuu C JaKjaaTacBupoM (24 Heznenn) HEOOXOAMMO MPOIOJIKATH TEPAIUIO

mIruaTepdepoHoM ajabha v puOaBUPHHOM 110 48 HEZCb.

CyrouHas no3a pubaBUpUHA P MPUMEHEHUH €r0 B KOMOWHAIIUY C AKJIATACBUPOM 3aBHCHUT OT
Macchl Teia nanuenTa u coctasiger 1000 Mr o1 nanueHToB ¢ Maccoil Tena <75 kr win 1200 mr
JUTSL TIAITMEHTOB C MAcCOM TeJa >75 KT (CM. HHCTPYKITUIO 110 TPUMEHEHUIO0 pUOaBUPUHA).

Jlig manueHToB ¢ uppo3oM nedenu kinacca A, B unu C no Yaina-11sto, a Takxke npu penuanuse
unpexkuuu BI'C mocne TpaHcImaHTanMM TEYCHH PEKOMEHAyeMas HadajdbHas CyTO4YHas 103a
pubaBupuna cocranisger 600 Mr Bo Bpems elpl. B cirydae ynoBieTBOPUTEIbHON EPEHOCUMOCTH
HaYaJIbHOU JI03BI /1032 puOaBUPUHA MOXKET OBITh MOCTeneHHo yBenudeHa 10 1000—1200 mr/cyT (B
3aBHCUMOCTH OT Macchl Tena — Oosee wiam MeHee 75 kr). B ciydae HeynoOBIETBOPHUTEIBHON
MEPEHOCUMOCTH HAYalIbHOU JT03bI 1032 prOaBUpUHA JOJDKHA OBITh YMEHBIIIEHA IO KIIMHUYECKUM
NOKa3aHMUAM Ha OCHOBaHMWHU NU3MEPEHUs ypOBHA remMoriioonHa u knupenca kpearnnuHa (KK) (taba.
2).

Tadauua 2. Pexomenayembie 10361 puOaBUpPUHA TIPH MPUMEHEHHH COBMECTHO C IpemapaToM

I[aKJIaTaCBI/Ip q)apMaCI/IHT€3 I TAOUCHTOB ¢ HUPPO30M UK MOCIIC TPpAaHCIUIAHTAIIUN TICUCHU
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Jdannble 1a0opaTOPHBIX Pef@&é;ﬂ;@gﬁgﬁlgg%jgﬁbgﬂﬁj 0027
nokaszareseil/ Knnanyeckne kpurepun
Temoenobun
>12 /o0 600 mr/cyT
O1>10 no <12 r/mn 400 mr/cyt
Ot >8,5 mo <10 r/mn 200 mr/cyT
<8,5 r/mn [IprocTanoBka Tepanuu puOaBUPUHOM
KK
>50 mi/MUH CrenyliTe peKOMEHIAIMAM BBIIIE AJIs1 TeMOTI00MHA
Ot >30 mo <50 mi/mMuH 200 Mr 4yepe3 eHb
<30 MJI/MUH WK TEMOJNAIIH3 [IprocraHoBKka Tepanuu puOaBUPUHOM
IIponyck 0o3vl

B ciydae nponycka npuema ouepeiHoM 103kl npenapara Jlaknaracsup dapMacuHTE3 Ha CPOK 110
20 yacoB MalMEHTy CIIENYET MPUHATH MpenapaT Kak MOKHO CKOpee W Jajee NMpUIEp’KUBAThCS
MCXOJTHOM cxeMbl Tepanuu. Eciau mpu mporycke 10361 mpornuio 6osee 20 4acoB OT IMIIaHUPYEMOTO
BPEMEHU pHeMa ITpenapara, NalueHTy cieayeT IPONyCTUTh IPUEM 3TOH JT03bI; CIEAYIOIIas 103a
mpernapara JoJIHa ObITh IPUHATA B COOTBETCTBUHU C MCXOJHON CXEMOM TepanuH.

Hsmenenue 003v1 u npuocmanoska mepanuu

Ilocne Hagama Ttepanuu u3MeHeHue [03bl npenapara JlakmaracBup PapmacuHTe3 HE
pexomenayercs. Crnenyer uzberatb IpepblBaHUs J€UEHUs, OJHAKO B CiIydae, €ClIM MpephIBaHHe
JeYeHUsl TpenaparaMyd CXeMbl HEOOXOAMMO M0 MPUYMHE BO3HUKHOBEHMSI HEXeTaTelbHbIX
peakuuii, mpuMeHATh npenapat laknaraceup PapMacHUHTE3 B BUJIE MOHOTEPAIIUH UJIU TOJIBKO C
pubaBUpHHOM He cieayeT. MaoBeposTHO, YTO MAIIMEHTHI C HETOCTAaTOYHBIM BUPYCOJIOTHUECKUM
OTBETOM Ha JIEYEHHE JOCTHTHYT YCTOWYMBOTO BHpycojormueckoro orera (YBO), y Takmx
MAlAEHTOB PEKOMEHIYeTCs MPEKPAILLIEHUE TEPAIUU.

PekoMeHgamu 1Mo MPEKpalIeHUI0 Tepamuu Ui PEKUMOB JakiaracBup + codocOyBup,
JMAKJIaTacBUp + acyHAmnpeBUp, MakilaTacBUp + acyHampeBHp + mAITuHTEphEpoH anbda u
pubaBupuH oTcyrcTBYIOT. 3HaueHuss ypoBHs PHK BI'C, npm KOTOphIX WHUIIUHUPYIOT
MpeKpalieHue Tepanuu JaKJIaTacBUpOM, TATUHTepdepoHOM ambdha u  pUOABUPUHOM,
MpeICTaBICHBI B Ta0IHIIE 3.

Tadauua 3. [TpuHIMIB TPUOCTAHOBKK TEPANUM ISl MAIlMEHTOB, MOJIYYAIOIIUX JaKJIaTacBUp,
mruaTepdepon anbha u pubaBUPHH, C HEAJECKBATHBIM BUPYCOJIOTHUYECKUM OTBETOM

PHK BI'C JleiictBHe
4-s nepens neueHus: >1000 ME/mn IIprocTaHOBHUTH TIpUEM JTaKJIaTacBHpa,
mruarepdepona anbda u pudaBrUpUHa
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12-a Henens neuenus: >25 ME/mn Hpnocf'éf{'ol}jmlbt'd"“' t'I'I"pHE:ﬂ/I't'H W Lndl&é'i’a'clsﬁpa,

mruaTepdepora anbha u pudaBupruHa

24-g nenens nedeHus: >25 ME/mn [IpuoctanoBUTH pueM mIruHTEpHEepoHa anbda u
pubaBupuHa (Tepamnuto JaKJIaTaCBUPOM

3aBepIIAOT Ha 24-ii Hezee)

Oco0nIe I'pyHOIbl TAaKMEHTOB

Iayuenmul ¢ Hapywenuem GyHKyuu nouex

N3menenus 10361 TIpenapaTa y MalueHTOB ¢ MOYeYHOUW HEIOCTaTOYHOCTBIO He TpedyeTcs (CM.
paszen 5.2).

Ilayuenmul ¢ Hapywenuem QyHKyuu nevenu

N3meHeHnuss 103bl y TAIMEHTOB C TIEYCHOYHOM HEJOCTaTOYHOCThIO HE Tpedyercs. B
HCCIIeOBaHMAX TIpH JieTKor (kiacc A mo Yaitna-ITsio), ymepennoit (kimacc B mo Yaitna-I1er0) u
Tspxenor (kimace C o Yanna-I1p10) meueHOYHOM HEA0CTATOYHOCTH He OBLIO BBISIBJICHO 3HAYUMBIX
M3MEHEHUH (apMaKOKMHETHKH Mpernapara.

Conymcmeyrowas mepanust

Cunvhble un2ubumopul usopepmenma 344 cucmemol uumoxpoma P450 (CYP3A4)

o3y npenapara JlakiatacBup ®@apMacunTe3 cieqyeT cHU3UTh 10 30 Mr oAuH pa3 B CyTKH B
cllyyae OJHOBPEMEHHOTO NPUMEHEHHUs C CWIBHBIMU HHTHOMTOpamu u3zodepmenta CYP3A4
(HEeoOxoauMoO MCToNIb30BaTh TabneTKy 30 Mr; He ClelyeT pasjaMbIBaTh TabieTky 60 mr) (cwm.
pasnen 4.5).

Ymepennwvie unoykmopwot uzopepmenma CYP3A4

Ho3y npenapara [laknataceup @apmacunres cieayet yBearuuuTh 10 90 Mr oiMH pa3 B CyTKH (Tpu
tabnetkn 30 mr wunm omgHa Tabnmerka 60 Mr m omgHa Tabnetka 30 MI) MPU OJHOBPEMEHHOM
MIPUMEHEHUN YMEPEHHBIX HHAYKTOpOB u3odepmenta CYP3A4 (cMm. pasnen 4.5).

eTu
BbezonacHocts u 3 pexTuBHOCT NpenapaTa Jlaknatacsup @apmacunres y aereit B Bozpacre oT
1o 18 net He ycTaHOBIIEHBI. [JaHHBIE OTCYTCTBYIOT.

Croco0 rmpuMeHeHus

BHyTpb, HE3aBHCUMO OT ITpHEMa UL, IPUMEPHO B OJTHO U TO 5K€ BpeMsI KaXKIbli JIeHb. TabaeTku

H€O6XOI[I/IMO MMpOorjIaTbIBaTh HCJINKOM. TabmeTku HE CJICAYCT pa3’KCBbIBATH UJIN U3MCJIbYATh.

4.3. [IpoTuBONOKA3aAHUS
e [lpenapar He TOJKEH MPUMEHSATHCS B BUIE MOHOTEPAITHH.
e [ 'unepuyBCTBUTENBHOCTD K JIAKIATACBUPY WU K JIIOOOMY M3 BCIIOMOIaTEIbHbIX BEIIECTB,

MEepEUYUCIICHHBIX B pazjene 6.1.
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e B xomMOWHaNNM C CHIBHBIMH HHIYKTOPAMHU mo%ﬂ%ﬁelﬁﬂ@%ﬁﬂ%%%ﬁ'meba P-

riukornporenHa (P-gp) (BcimeacTBre CHUKEHHUS! KOHLIEHTPAIMK JaKiaTacBUpa B KPOBU U

CHIWKEHUST d(PPEKTUBHOCTH), KOTOPBIC BKIIOYAIOT, HO HE OTPAHUYMBAIOTCS TAKUMHU

JICKapCTBEHHBIMU CPEACTBAMH, KAK:

— MPOTUBOAIWICNTHYECKUE cpenacTtBa (dheHuTouH, kapOamaszenuH, ¢eHodbapouTan,
OKCKapOa3enuH);

— aHTubaxkTepuanbHbIe cpeacTBa (prudaMnuiut, pudadyTuH, puQaneHTHH);

— CHCTEMHBIE ITIOKOKOPTUKOCTEPOUIBI (IEKCAMETa30H);

— pactuTeibHBIE cpeAcTBa (mpermapaTbl Ha OCHOBE 3Bepo00si MPOMABIPSIBICHHOTO
(Hypericum perforatum)).

e [Ipu HaTUYMU MPOTUBONOKA3aHHUK K MPUMEHEHHUIO MperapaToB KOMOMHUPOBAHHON CXEMBI
(acynamnpeBup u/wnu myruaTepdepoH ansda, pudbaBuprH, cOHocOYBUP) — CM. HHCTPYKITUU
110 IPUMEHEHHIO COOTBETCTBYIOIIUX MPETapaToB.

e bepeMeHHOCTh U IEPHOJI TPYAHOTO BCKapMIIMBaHUs (CM. pas3zen 4.6).

4.4. OcoOble ykazaHHMsl M MepPbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

[Tockonpky mpemnapar MpUMEHSIETCS B COCTaBe KOMOMHMPOBAHHOW CXEMbl, KOMOMHUPOBAHHYIO
TEpaIuIo CeyeT MPUMEHSATH C OCTOPOKHOCTBIO IIPH COCTOSTHUSIX, ONTMCAHHBIX B MHCTPYKIIUAX IO
NPUMEHEHHUIO KaKJOro Iperapara, BXOJIIEro B cxemy (codocOyBHp, acyHANpeBUp H/WIH
mrunTepdepon anbpa u pudbaBupun). Ilpenmapat laknmaracBup dapmacuHTe3 HE J0JDKEH
UCIIOJIb30BAThCS B BUJIE MOHOTEpAUH.

B nienom B KIIMHUYECKUX MCCIEI0BAHUSAX 3HAUUTEIbHBIX Pa3IMunii B TIOKa3aTesax 0e30MacHOCTH
¥ 3((HhEeKTUBHOCTH TEPANUU CPEIU MAUEHTOB ¢ KOMIIEHCHPOBAHHBIM IIUPPO30M U MMALMEHTOB 0e3
Uppo3a He HabroAanock. B nccnenoBanuy ¢ UCMOIB30BaHUEM PEKUMA TEPAIIUU JIaKIaTacBUp +
codocOyBup B TedeHHEe 12 Henenp y MAlMeHTOB C TEHOTUIIOM 3 W IUPPO30OM HaOIII0anach
MeHbIas yactora Y BO, ueM y manrieHTOB 0€3 muppo3a. Takxke B HCCIIEIOBAaHUH C TPUMEHEHUEM
pexuMa aakiaTacBup + copocOyBup + pubaBupuH B TeueHue 12 Heenb y NalMeHToB ¢ IUPPO30OM
(A, B, C o Yaitng-I1p10), y maneHToOB ¢ 1EKOMIIEHCHPOBAHHBIM IIUPpo3oM kiacca C mo Yaitna-
[Tpro HaOmrogaIach MeHbIas yactora Y BO, yeM y MalMeHTOB C IUPPO30M MEUEHU KIaccoB A 1
B o Hainn-IIsro.

He tpeOyercst n3MeHeHUs 0351 JaKIaTacBUpa y MAMEeHTOB ¢ JIerkuM (ki1acc A no Yaina-I1s10),
ymepeHHbIM (kimace B mo Yaiinn-ITeio) nnm Tsokensim (kimace C mo Yainn-I1si0) HapymieHnem
(GYHKIUH TICYCHH.

B Xxoxe KIMHMYECKOro MCCIe0BaHUSl YCTaHOBJIEHBI 0€30MacHOCTh U 3(PGEKTUBHOCTh TEPANUU

JAKJIaTaCBUpOM B KOMOMHauuMu ¢ copocOyBUpOM U pHOABUPUHOM Yy TALHUEHTOB C

6
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NAalKUEHTOB C APYTMMH TPAHCIUIAHTUPOBAHHBIMU OpraHaMU HE YCTAHOBJICHBI.

Brnusnue nakmatacBupa Ha uHTepBan QTc ObUIO  OLGHEHO B PaHAOMU3HPOBAHHOM
1a11e00KOHTPOJIUPYEMOM HCCIEAOBAHUU Y 3JI0POBBIX J100poBOibIeB. OmHOKpaTHBIE O3B
naknatacBupa 60 mr u 180 Mr He UMeIu KIMHUYECKU 3HAYMMOTO BIUSHUS Ha mHTepBan QTc,
CKoppekTupoBaHHbIi Mo dopmyne Ppenepuka (QTcF). OrcyrcTBoBana 3HaunMasi B3auMOCBSI3b
MEX 1y MOBBIIIEHHBIMUA KOHLIEHTPALMSAMHU JakjaTacBupa B miiazme u usmenenueM QTc. IIpu sTom
OJHOKpaTHas Jo03a jAakiaracBupa 180 Mr COOTBETCTBYET MAaKCUMAJIBHO  OXKHUJIAEMOU
KOHIIEHTpAallMK Tperapara B Iia3Me KpOBU MPH KIMHUYECKOM MPUMEHEHHH.

Tepanus koMOMHALIMEN IPENapaToB, coAepKaller pubaBUpuH

[Ipumenenne pubaBUpHHA MOXKET BBI3BIBATH MMOPOKU PA3BUTHS IJI0]1a, BHYTPUYTPOOHYIO CMEPTh
U abopThI, MOATOMY CJEAYEeT COOJII0IaTh TIIATEIbHYI0 OCTOPOXKHOCTh MPHU MPUMEHEHUH CXEMBbI
Tepanuu, BKIoyatomied  pubaBupuH. Heobxoanmo  mpedoTBpallleHHE  HACTYIUICHUS
OepeMEeHHOCTH KaK y CaMHX MAIlUEHTOK, TaK M Yy KCHILWH, YbH IOJIOBBIC MAPTHEPHI MOTYYaIOT
yKa3aHHYIO0 Tepanuio. Tepanusi puOaBUPHHOM HE JOJDKHA HAaYMHATBCS 1O TEX IOp, IMOKa
NAIUEHTKH, CIIOCOOHBIE K IETOPOKICHUIO, U UX TOJOBBIE MAPTHEPHI MYKCKOTO Mojia He OyAyT
HCIIOJIb30BaTh KaKk MUHUMYM J1Ba 3P (PEKTUBHBIX METOJ]a KOHTPALETIINH, YTO HEOOXOMMO KaK Ha
INPOTSKEHUM BCEH TEepaluu, TaKk U B TEUEHUE HE MeHee 6 MECSILEB MOcCie €€ 3aBeplucHus. B
TEYEHHUE 3TOT0 Mepruoja HeoOXOIUMO BBIIOJIHATH CTAaHAAPTHBIE TECThl HAa OepeMeHHOCTh. [Ipu
HCIIOJIb30BaHUHU TEPOPATIbHBIX MPOTHBO3a4YaTOYHBIX CPEJCTB B KAa4eCTBE OJHOTIO M3 CIOCOOOB
IpenynpexaeHus O0epeMEeHHOCTH PEKOMEHAYETCsl MCIOIb30BaTh BBICOKHE 03Bl MEPOPaAIbHBIX
IPOTHBO3a4aTOYHBIX CPEJICTB (colepKamux He MeHee 30 MK STHHHIIACTPaauoIa B KOMOUHAIINH
C HOPITHHJIPOHA alleTaTOM/HOPITHHIPOHOM).

Tepannsa koMOMHALMEN IPENapaToB, coAepKallel IMTruaTepdEPoH ansdha

HccnenoBanne nHTEp(HEPOHOB B OMBITAX HA KUBOTHBIX OBIJIO aCCOLMUPOBAHO C aOOPTHBHBIMHU
s exTamMu, BO3SMOKHOCTD Pa3BUTHS KOTOPHIX y YeJIOBEKa HE MOKET OBbITh HCKItoueHa. [TloaTomy
Opyd TPUMEHEHUU TEpanuM Kak NalMeHTKaM, TaK W MX MapTHEpaM CcJenyeT NPUMEHATh
a/IeKBaTHYIO KOHTPALEHIIHIO.

Bpagukapansa opu Tepamnny KOMOUHAIMEN [IpEIapaToB, coaepxkanieii cohpocOyBup

VY nanueHToB, MPUHUMAIOIINX aMUOIaPOH COBMECTHO C Tepamnueld KoMOMHAIMel TakiIaTacBup +
coocOyBHp ¢ uH 6€3 COMyTCTBYIONIEH Tepaniy APYTrUMHU penapaTaMu, CHUKAIOITUMH YaCTOTY
CEpJICUHBbIX COKpalieHu#, ObuTH 3aUKCHUPOBAHBI CIIyYaW TSDKEION Opaaukapauu M OJOKaIbI
cepaua. [losBnenune Opagukapauu 0OBIMHO HAOIIOJATOCh OT HECKOJIBKUX YacOB O HECKOJIBKUX

IHeW mocne Havyana tepanuu renaruta C y HalMeHTOB, MPUHUMAIONMX aMuoaapoH. OObIYHO
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OpaauKapauy He YCTAHOBJICH.

AMHOTApOH MOXET MPUHUMATBCS COBMECTHO C JIaKJIATaCBUPOM U cO(HOCOYBHPOM, TOJIBKO €CIH
anbTepHATHBHAS AaHTHAPUTMHMUYECKas Tepalus NPOTHUBONOKa3aHa WM He mepeHocurtcs. s
NanUeHToB 0e3 albTepHATUBHOIO BapHaHTa AHTUAPUTMHUYECKON Tepamnuu pPEKOMEHIyeTcs
TIIATEJIbHBI MOHHUTOPUHI Oe3omacHocTH. IlanmeHTsl AOKHBI HAXOAMTHCS MOJ MOCTOSTHHBIM
KOHTPOJIEM B YCIOBHUSIX CTAallMOHapa B TEYEHHUE IEPBBIX 48 4YacoOB COBMECTHOIO IpueMa
YKa3aHHBIX MpernapaToB, IIOCIAE 4Yero MPOBOJUTCA amOyJlaTOPHBII MOHUTOPUHT WU
CaMOKOHTPOJIb YaCTOThI CEPACYHBIX COKpAIICHUH Ha €KEIHEBHOW OCHOBE MO KpaillHEW Mepe B
NIEPBBIE 2 HEEIH JICUEHUS.

B cBs13u ¢ M TENBHBIM IEPUOIOM NIOJYBBIBEICHUS aMUO1aPOHA MTALIUEHTHI, KOTOPbIE IPEKPATUIIN
IpUeM amMHOJapoHa HEMOCPEACTBEHHO Iepe/l HauyajloM Tepanuu KOMOMHAIMel AakiaTtacBUp u
codocOyBUp, TaKKE JOJKHBI BHIOIHITH MOHUTOPUHT, KaK OIUCAHO BHIILIE.

Bce nmanuenTsl, monyyaroniye 1akiaaTacBup u cohocOyBUp B COUETAaHUU C aMUOIaPOHOM, JTOJKHBI
OBITH IPEAYNPEKICHBI O CAMIITOMAX OpaJuKapanuu U OJI0Ka bl cepilia, a TAKKe 0 HEOOXOJMMOCTH
CPOYHO OOPATHUTHCS K Bpady B CIydyae BOSHUKHOBEHUS TAKUX CUMIITOMOB (CM. pa3ziensl 4.5 u 4.8,
a TaK)Ke WHCTPYKITUH IO MPUMEHEHHUIO aMHuoapoHa U coocOyBupa).

PasBuTre remaroTOKCHMYHOCTH MpPUM  Tepalluyd KOMOMHANMEN IIPErnaparoB, COJIEDKALIEH

acyHanpeBu
[Ipu Tepanmu KOMOWHAIIMEW TIPEMmapaToB, COJAEPIXKAIICH acyHAnpeBUp, B psAc CIydacB
HAOJI0TATHCh TSHKETIble METUKaMEHTO3HBIE MTOPayKeHUs eYeHH. PexoMeH1aliuu o MOHUTOPUHTY
COCTOSHHS MeYeHH JaHbl B MHCTPYKIMH 110 HpuMeHeHmio mpemapara Cynserpa®. Bo Bpems
IMPUMCHCHUSA JaKJIaTaCBHUpa B KOM6HHaHI/I5IX, HC COACPpIKAIINX aCyHAIIPCBUP, HaCTOTA KIIMHUYCCKU
3HAYUMOTO TTOBBIIICHHS AKTUBHOCTH aJlaHMHAMUHOTpaHCcepasbl (AJIT) W
acnaptatamuHoTpancdepassl (ACT) Obuta comocTaBUMa IO CPaBHEHHIO C TAllUEHTAMH,
MOJYYaBIIMMH I11a11e00.

HDHMGHGHI/IG Y HalMCHTOB C CONYTCTBYIOIITMMHU I/IHd)eKI_II/IHMI/I

He m3yuanoch npumenenue mnpenapara s jedeHus XI'C y manuMeHTOB C COMYTCTBYIOIIEH
nH(pexuen Bupyca remnaruta B.

Crny4yau TMOBBINICHHS pEIUIMKAIMM BUpyca remaruta B (Bkimo4as ciydan CO CMEpPTENIbHBIM
UCX0/I0M) ObLIH 3a(MKCHUPOBAHBI BO BpEMs U MOCJIE T€PAluy MPOTUBOBUPYCHBIMH MpenapaTaMu
npsimoro aevictBus ais gedenus XI'C. Ilepen HazHaueHnEM AakiiaTacBUpa CKPUHUHT Ha HAJTMYHE
BUpyca remnatuta B noimkeH mMpoBOIUTHCSA y BCeX MAlMEHTOB. Y MAIlMEHTOB C BBISIBICHHBIMU
CepOJIOTHYECKUMH MPU3HAKAMU MH(PHUIMPOBAHUS BUPYCOM renaruta B He0OXon1uMo MpoBOIUTH

MOHUTOPHUHT MW JICUCHUC JAaHHOI'O 3a00/1€BaHisI B COOTBETCTBUHM C ,Z[GﬁCTByIOH.[HMH
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perIMKay BUpyca renaruta B HeoOXoMMo HaYaTh COOTBETCTBYIOLIYIO TEPAIIHUIO.

B03MOXHOCTh pPa3BUTHS JUCTIIMKEMHHU YV TAIIMEHTOB C CaXapHbIM I[I/IaGGTOM

Bo BpeMs wunm mocne Tepanuyd HPOTHUBOBUPYCHBIMU IIpenaparaMHM MpPsSMOro JEHUCTBHUS Yy
NAlMEHTOB C caXxapHbIM JuMabeToM MOXeT HaOmogaThCsl  JUCTIMKEMUS, BKIIOYas
CHUMIITOMATUYECKYIO THUIOTIIMKEMHIO. DTO MOXKET OBITh CBS3aHO C M3MEHEHUSMH B KOHTpOJIE
KOHIICHTPALMHU TIIOKO3bl B KPOBU B PE3yJbTaTe YIydlIeHUs (YHKIHMU MEYEHU IOCIe Teparuu
npenaparaMmu npsMoro J1elcTBus. Bo Bpems Tepanuu gakiaaTacBUPOM PEKOMEHIYETCS IPOBOINTH
TIIATENbHBI MOHUTOPUHI KOHLIEHTPALIUU TJIFOKO3bI B KPOBH.

I1oBTOPHBIN KYpC JIeUEHNI JaKIATaCBUPOM

D¢ dekTuBHOCTH JaKiaTacBHpa MpU MOBTOPHOM Kypce JCUSHHsI MMAllMEHTOB C MPEAIIECTBYIOMIECH
Hed((PEeKTUBHOCTHIO Tepanuu HHruOuTopamMu NSSA mpoTeasbl He U3ydanach.

BcnoMorarenbpHEIC BEISCTBA

[Ipenapat JlaknatacBup PapmMacuHTe3 COACPKHUT JTAKTO3y: B OAHON TabmeTke 60 mr (cyrodHas
no3a) coxaepxkutcs 115,5 mMr nmakrtos3sl Oe3BonmHou. IlamueHtam ¢ peako BCTpedaromeics
HACJIEICTBEHHOW HEMEPEHOCUMOCTHIO TalaKTO3bl, AEPUIIMTOM JIaKTa3bl JIOMAped WK TIIIOK030-

TaJIaKTO3HON MaabaObCcopOIMelt He clieIyeT MPUHUMATh 3TOT IIpenapar.

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aNMOJAEHCTBUSA

BBuny Toro, 4ro nakigaTtacBUp IMPHUMEHSETCS B COCTaBe KOMOHMHUPOBAHHBIX CXEM JIEUCHMS,
CJIEyeT 03HAKOMUTBHCSA C BO3MOXKHBIMU B3aUMOJIECHCTBUSAMU C KaKIbIM U3 IPENapaToB CXEMBI.
[Ipu Ha3HaueHHM COMYTCTBYIOLIEH Tepamuu CleAyeT coOioaaTh Hanboliee KOHCEpBAaTHBHBIC
PEKOMEHAALINY.

HaknaracBup siBisiercs cyocrparom m3odepmenta CYP3A4, mostoMy ymMepeHHBIE U CUIIBHBIC
uHAyKTOpsl M30depmenta CYP3A4 mMoryT cHIXKaTh KOHLEHTPAIMIO JAaKJIaTacBUpa B IUIa3Me U
TepaneBTHUeCKUil 3 ekt naknaracsupa. CuiabHble HHTHOUTOPH M30pepmenta CYP3A4 moryr
NOBBIIIATh CHIBOPOTOYHYIKO KOHLEHTpALMIO JakiatacBupa. JlakimaTacBUp SBISETCS TaKxke
cyoctparom P-rimkonporenna (P-gp) u 6enka-Tpancnoprepa opranndeckux katuoHos (OCT) 1,
HO COBMECTHOTO IPUMEHEHHUS CPEJCTB, BIMAIOMMX TOJbKO Ha cBoicTBa P-gp mmm OCT 1 (Ge3
onHoBpeMeHHoro BiusiHus Ha CYP3A), HenocTaTouHO AJi MONTYYEHUS] KIMHUYECKH 3HAYUMOTO
BJIMSIHUS HA KOHIIEHTPALMIO JAaKJIaTaCBUpa B ILIa3Me.

JlaknaTacBup sBIsieTcs HMHIHOUTOpoM P-gp, TpaHCHOPTHOro MONMIENTHIA OPraHUYECKUX
annoHoB (OATP) 1Bl u 1B3 u Genka pe3suUCTEHTHOCTH paka MojouyHou xene3sl (BCRP).

HpI/IMeHeHI/Ie JaKJjiataCBUpa MOXKCT MOBBIIIATE CHCTCMHOC BO3HeﬁCTBH€ JICKApCTBCHHBIX



COOTBETCTBYET 2KCNEPTHOMY OTYETY
. aT 30 '35:2':125 N= 13730 _
MpenaparoB, SBISIOMUXCS cyoctpatamu P-gp,| mim Ozbﬁll;l :*IE‘A'BFS";':' ;I/}!l:mﬂ %R%T ;h%* 'ﬂ)&)'}KeT

YBEJIMYUTh WIA MPOJOHTUPOBATh MX TepaneBTHYECKHi 3()(eKT W ycuiauTh HeXelaTelbHbIe
spneHust. Cienyer coOI0AaTh OCTOPOKHOCTh IPU COBMECTHOM NPUMEHEHUHU JAKJIaTacBUpa U
cyOCTpaTOB  yKa3aHHBIX HM30()EePMEHTOB/TIEPEHOCUNKOB, OCOOCHHO B  CiIydae Y3KOTO
TEpaneBTUYECKOTO Ihana3oHa MoCIeIHUX.

[IpenapaTel, NPUMEHEHHE KOTOPBHIX COBMECTHO C JAKJIATACBUPOM IPOTHUBOIMOKA3aHO,
NepeyucIieHbl B Tabmuiie 4 (cM. pasnen 4.3).

Taoauna 4. Ilpenmaparbl, NpUMEHEHHE KOTOPHIX COBMECTHO € mpemnapatom JlakimaTtacBup

dapmacruHTE3 TPOTHBONOKA3aHO

Mexanuzm PesyabTar JlekapcTBeHHBIE CpeACTBa,
B3anMoJeiicTBUS B3auMoJeiicTBUSA NPOTHBONOKA3aHHbIE K IPHMEHEHHIO
COBMECTHO ¢ npenapartom JlaknaracBup
dapmacuHTe3?

CunbHas unnykiusa | CoBMecTHOe npuMeHeHue | [lpomugosnunenmuueckue cpedcmea

nzopepmenta CYP3A | moxer Bectu K cHmkeHuio | KapOamaszenuH, okckapOasenuH,

CO CTOPOHBI COBMECTHO | KOHLEHTpAILUH ¢denobapOuTan, heHuronH

IIPUMEHIEMOT0 JlaKjaTacBupa B IUIa3Me

JIEKapCTBEHHOTO KpOBH, 4TO MOXET | AumubaxmepuanvHule cpeocmea

cpencTBa MPUBOIUTh K OTCYTCTBUIO | PudamnunmH, pudaldyTuH, pudancHTHH
BHPYCOJIOTHYECKOTO OTBETA
Ha JJaKJIaTacBUP CucmemHmvie enoOKOKOPMUKOCIEPOUObL

JlexcameTa3on

Pacmumenvnvie cpedcmea
ITpenapaTsl 38ep00Ost IPOABIPSIBICHHOTO
(Hypericum perforatum)

2 [IpuBeicH HE MOJHBINA IEPEUYCHDb BEIECTB, HHAYIHMpYRIUX n3odhepment CYP3A4.

B tabnune 5 npeacraBieHbl KIMHAYECKHE PEKOMEHAALNH ISl YCTAHOBJICHHBIX U TOTCHIIUAIBHO
3HA4YMMBIX JIEKAPCTBEHHBIX B3aUMOJeHCcTBUM npenapara Jlaknaracsup PapmMacuHTe3 ¢ IpyrUMHU
JCKapCTBEHHBIMU  IIpernapatamMy. KiMHMYECKM 3HAYMMBbIE IOBBIMICHHS  KOHLEHTPALMH
0003HauEeHBI 3HAUYKOM «1», KIMHUYECKH 3HaYMMbI€ YMEHBIICHUS — 3HAYKOM «|», U OTCYTCTBHE

KJIIMHUYECKU 3HAUMMBIX M3MEHEHHUN — 3HAUKOM «<—>).

Tabauna S. YcraHOBIEHHbBIE TOTEHIIMAIBHO 3HAYUMbIE MEXJIEKAPCTBEHHbBIEC B3aUMOICUCTBUS

Kuaacc conyrcTByomero BunsiHue Ha KOHIEHTPAIIUIO KomMmenTapuii mo
npenapara/ KJIMHAYECKOH 3HAYUMOCTH
Ha3BaHue 1ekapCcTBEHHOT 0 B3anMO/1elicTBUS
npenapara

IIporuBoBHpycHbIe npenapatsl, BI'C

Huezubumopwr npomeas

10
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AcyHanpeBup <> JTaKJIaTacBH[ = HBMenthns A03bI-acyHANpERupa
<> acyHarnpeBup He TpebyeTcs
Bouenpesup Bsaumogeiicteue He usydanoch. | Jlo3y mnpemapaTta JlakiatacBup

Oxunnaercs BBHUTY
WHTUOMPOBAHUS nzodepmeHTa
CYP3A4 GonenipeBupom:

1 IaknaTacBUp

dapmacuHTe3 CleayeT CHU3UTH
1m0 30 Mr oMH pa3 B CYTKU IpH
COMYTCTBYIOIIEM TPUMCHECHHH
OorenpeBupa JIPYTUX
CHJIBbHBIX WHTHOUTOPOB
n3opepmenta CYP3 A4

501048

Cumenpesup 150 Mr omuH pa3 B
CYTKH
(maxnataceup 60 Mr omuH pas B
CYTKH)

<> TaKJIaTacBUP
<> CUMETIPEBUP

W3meHeHus 10361 JaKiaTacBupa
U cuMenpeBupa He TpeOyeTcst

Tenanpeup 500 MmMr xaxasie 12
4acoB
(maxnaracBup 20 Mr oamH pa3 B

CYTKH)

TenmanpeBup 750 mr Kaxasle 8
4acoB
(maxmaracup 20 MT OUH pa3

B CYTKH)

1 makiaTacBUp
<> TEIaIpEBUP

CoBmecTHOE MIpUMEHEHUE

YBEIMYHMBACT  KOHIICHTPAIUIO
JaKJIaTacBUpa B TIa3Me.

Ho3y mnpenapara J[lakmatacBup
dapmacuHTe3 ClleyeT CHU3UTh
10 30 Mr oiMH pa3 B CyTKH IIpH

COITyTCTBYIOIIEM TPUMEHEHUHN

TemampeBupa  WIM  JIPYTUX
CHJTbHBIX WHTHOUTOPOB
nzopepmenra CYP3 A4

Ieunmepghepon anvgpa u pubasup

UH

[Isrunrepdepon anpda 180 Mkr
OJIMH pa3 B HEJNeNo U pubaBUpHH
500 mr mmu 600 mMr nBa pasza B
CYTKH
(maxmataceup 60 Mr omuH pas B
CYTKH)

<> TAKJIaTaCBUP
<> mruaTrepdepoH anbha
> pubaBUpuH

V3mMeHeHus 10361 JaKiIaTacBUpa,
mruatepdepona anbda wIH
pubaBupuHa He TpeOyeTcs

Hyxneomuonuwiii uneubumop noaum

epazvl

Codocoyup 400 Mr omuH pa3 B
CYTKH
(maxnataceup 60 Mr omuH pas B
CYTKH)

<> JIaKJIaTacBUp
GS-331007 (ocHOBHO METa0OIHUT
codocOyBupa)

V3mMeHeHus 10361 aKiaTacBupa
u coocOyBupa He TpedyeTcs

I[IporuBOBHpYCHBIE pEeNapaThl,

BUY u Bupyc renatuta B

Hueubumopwi npomeas

ArtazanaBup 300 wmr/putroHaBUp
100 Mr oguH pa3 B CyTKH
(maxnataceup 20 Mr omuH pas B

CYTKH)

1 makiaTacBUp

Jo3y nakmatacBUpa CIEyeT
cHu3UTh 10 30 Mr onuH pa3 B
CyTKH TIpH

MPUMCHCHUU

COITyTCTBYIOIIEM

ATazaHaBUpP/KOOHLIUCTAT

B3aunmozeiicTBue He U3y4anaoch.

Oxnnaercs BBHUTY
WHTHOMPOBAHUSA n3odepmMenTa
CYP3A4

aTa3zaHaBUPOM/KOOUITUCTATOM:
1 makiaTacBUp

aTa3aHaBUPA/PUTOHABUpA  HIIM
aTazaHaBUpa/KOOMIIUCTATA HWIIH
JIPYTUX CHIBHBIX HHTHOWTOPOB

nzodpepmenra CYP3 A4

Hapynaeup 800 Mr/puTOHaBHp
100 Mr oguH pa3 B CyTKH

<> JaKJIaTacBUP

<> JTapyHaBUP

W3meHeHus 10361 AaKIaTacBUpa,
JapyHaBHpa/pUTOHABHpA,

11
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(maxnaracBup 30 Mr oamH pa3 B
CYTKH)

TR FTE]

<> JIONMHAaBUP

HoTiA b i oHaBpa. -

JapyHaBHpa/KOOMIIUCTaTa  HE

JlonuaaBup 400 Mr/ putoHaBUD
100 mr 11Ba pa3a B CyTKH
(maxnataceup 30 Mr omuH pas B

CYTKH)

TpeOyercs

JlapyHaBUp/KOOUIIMCTAT

B3aumoneiicTBue He U3y4allOCh.
Osxunmaercs:
<> JTaKJIaTaCBUP

Hyxneoszuonvie uneubumopnt oopamnot mpanckpunmaszol (HUOT)

Tenodosupa JIU30TIPOKCHIT
¢ymapar 300 Mr oiuH pa3 B CyTKH
(maxmataceup 60 Mr omuH pas B

CYTKH)

<> JaKJIaTacBup
<> TeHO(OBHP

M3menenus 10361 gaKiaTacBupa
1 TeHo(oBHUpa He TpeOyeTcs

JlamuByaun
3uI0BYIMH
OMTpUIUTaOuH
AobakaBup
Hunano3un
CraBynuH

B3aunmopeiicTBue He U3y4anaoch.
Oxupmaercs:

<> JTaKJIaTaCBUP

«— HUOT

W3meHeHus 10361 JaKiaTacBupa
n HUOT ne Tpebyercst

Henyxneoszuonvle uneubumopuot oopamuou mpanckpunmaszvl (HHHUOT)

Odasupen3 600 Mr oguH paz B
CYTKH

(maxmataceup 60 Mr omuH pas B
cyTku/120 Mr ouH pa3 B CyTKH)

| makmaraceup

Jo3y nakmatacBUpa CIEOyeT
yBenu4uTh A0 90 Mr oauH pa3 B
CyTKH TIpH COIYTCTBYIOIIEM
MPUMEHEHUU J(QaBUpEH3a WIH

JIPYTUX YMEPEHHBIX HHTYKTOPOB

nzopepmenra CYP3 A4
OTpaBupuH BsaumogeiicTBue He u3y4anock. |BBumy  OTCyTCTBHS — JaHHBIX
Hesupanux Oxupaercst BBHIY  HHIYKIIMHU | COBMECTHOE IpUMEHEHHE
n3zodepMenTa CYP3A4|naknatacBupa ¥ 3TpaBUpHHA
3TPaBUPUHOM U HEBUPAIUHOM: WIH HEBUpAINKHa HE
| maknaracBup PEKOMEHIyeTCsl
Punnusupun BsaumogeiicTBue He usydanoch. | Mi3aMeHeHus 03Bl JaknaTacBUpa

Oxumaercs:
<> JTaKJIaTaCBUP
> PHUITHBUPHH

Y pWINHUBHUPUHA HE TpeOyeTcs

Hueubumopsi unmezpazol

HomyterpaBup 50 mMr oguH pas B
CYTKH
(maxnataceup 60 Mr omuH pas B
CYTKH)

<> TaKJIaTacBUP
1 noiryTerpaBup

W3meneHus 10361 JaKiaTacBupa
U IONTyTerpaBupa He TpeOyeTcs

Panterpasup

B3aumopeiicTBue He U3y4anaoch.
Oxupmaercs:

<> JTaKJIaTaCBUP

<> paJITerpaBup

W3meHeHus 10361 JaKiaTacBupa
U paJITerpaBupa He TpeOyeTcs

OnBuTerpaBup + KoOWIHMCTAT +
AMTPUIIUTAONH + TEHO(DOBHP

B3aumoneiicTBUe He U3y4allOCh.

Ho3y mnpenaparta JlakmatacBup
dapmacuHTe3 ClIeAyeT CHU3HTH
1m0 30 Mr OMH pa3 B CYTKU IIpH

Oxunaercs BBUY
WHTUOMPOBAHUS nzodepmeHTa
CYP3A4 xobunucraToMm:

COMYTCTBYIOLICM  IIPUMCHCHUUN

12
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1 makiaTacBUp

TR TE]

AR A OGP OO

CHJIBHBIX UHTHOUTOPOB
n3odpepmenta CYP3 A4

Hueubumop crusanus

OHpyBUpTHI

B3aumoneiicTBUe He U3y4allOCh.
Osxumaercs:

<> JTaKJIaTaCBHUP

<> DHPYBUPTHIT

M3meHeHnst 1036l AaKiIaTacBupa
u 5HQYBUPTUAA HE TpeOyeTcs

Anmazonucmor C-C-peyenmopos xemoxuna 5 (CCRS)

Mapasupox

B3aumoneiicTBUe He U3y4allOCh.
Osxunmaercs:

<> JTaKJIaTaCBUP

<> MapaBUPOK

W3meHeHuns 1036l JlaKiiaTacBupa
¥ MapaBUpOKa He TpedyeTcs

CpenacrBa, nogapisomye KHCJI0TO00pa3oBaHue

Anmaeonucm Hr>-eucmamurnosuoix peuenmopoes

®damoTtuanH 40 Mr OTHOKPATHO
(maxnaracBup 60 M OTHOKPATHO)

<> JaKJIaTacBUP

V3MeHeHus1 103bI aKiIaTacBUpa
He TpedyeTcs

HUneubumopwr npomorHot nomnul

Owmemnpazon 40 Mr omuH pas B
CYTKH
(maxnaracBup 60 Mr ommH pa3 B
CYTKH)

<> TaKJIaTacBUP

V3MeHeHus 10361 TaKiiaTacBupa
He TpedyeTcs

AHTHOAKTepHATbHBbIE IPeNapaThl

Knapurpomuiina Bsaumogeiicteue He usydanoch. | Jlo3y mnpemapaTta JlakiatacBup
TenmurpomMurH Oxunaercs BBHY | DapMacuHTE3 CleQyeT CHHU3UTH
WHTHOMPOBAHUSA n3zodepmenta |10 30 Mr oIuH pa3 B CyTKU MPH
CYP3A4 anTrOnoTHKAMH: COITYTCTBYIOIIEM TPUMEHEHUH
1 makiaTacBUp KJIAPUTPOMUITHA,
TEIUTPOMHUIIMHA WA JPYTUX
CHJTBHBIX WHTHONTOPOB
n3odpepmenta CYP3 A4
OpUTPOMHLINH BsanmogeiictBue He m3ydanock. | CoBMecTHOE MIpUMEHEHUE
Oxunaercs BBH]TY | IpemapaTa HaxmaracBup
WHTHOWUPOBaHUS uzodepmenta | DapMacuHTE3 U IPUTPOMHUITTHA
CYP3A4 anTrOMOTHKOM: MOXET IPUBECTH K YBEIIMICHUIO
1 makyiaTacBUp KOHIICHTpAIUN  JlaKJaTacBHpa.
[TpuMeHSITH C OCTOPOKHOCTHIO
A3UTpOMUIIUH B3aumoneiicTBue He u3ydanoch. | MI3MeHeHus 703kl JaKjiaTacBupa,
Hunpodnokcanun Osxupmaercst: A3UTPOMMUIIIHA WA
<> JTaKJIaTaCBHUP unpodIoKcaHa HE
<> Q3UTPOMHUITIH Tpedyercs
> IUnpodIoKCcauH
AHTHKOATYJISIHTBI
Jlaburatpana sTeKcmiat B3aumogneiicTBue He u3ydanoch. | PekomeHayeTcss — TIATeIbHbIN
Osxupmaercs BBUY | MOHUTOPUHT 0O€30MacHOCTH B
WHTHOWNPOBaHUS P-gp |Hauane mnpuMeHEHHS CXeM C
JIaKJIaTaCBUPOM: MpernapaToM JHaxmatacBup
1 naburarpaHa STEKCUIIAT dapmacuHTe3 Yy MAalUCHTOB,
NPUHUMAIOINX  JaburatpaHa

13




-
1 IJ-h

e e

COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.05.2025 N= 13730

TR TE

o

rercmat =t & Y Hpyrae

cyoctpatel  P-gp ¢ y3kuM
TEPaneBTHYCCKUM JTUATIA30HOM

Bapdapun B3aumoneiicTBue He udydanoch. | MI3MeHeHHUs 103b1 JaKjiaTacBupa
Oxunaercs: u BapdapuHa He TpedyeTrcs
<> JTaKJIaTaCBUP
<> BaphapuH

AHTHAENPeCcCAHTDI

CenexmuesHvie MH2M6Mm0pbl 06pamH020 zaxeama cepomoHuHa

Ocnuramonpam 10 Mr oguH pa3 B
CYTKHU
(maxnaracBup 60 Mr ommH pa3 B
CYTKH)

<> JTaKJIaTaCBUP
<> 3CLUTAIIONPaM

V3MeHeHus 10361 TaKiiaTacBupa
M 3CLUTAIONpaMa He Tpedyercs

IIpornBorpudKoOBbIE CPEICTBA

Kerokonazon 400 mr oguH pa3 B
CYTKHU
(maxmaracBup 10 Mr oTHOKpaTHO)

1 makiaTacBUp
[TonaBnenwne nzodepmeHTa
CYP3A u P-gp co cropoHs!

Hozy mnpenapara J[lakmatacBup
dapmacuHTe3 ClleTyeT CHU3UTh
1o 30 Mr oiMH pa3 B CyTKH IIpH

KETOKOHa30J1a COIIYTCTBYIOIIEM IPUMEHEHUU
Hrtpakonazon B3aumoneiicTBue He U3ydalloch. |KETOKOHA30da  WIIM  JIPYTHX
[Tozakonazon Osxupmaercs BBU/IY | CHIIBHBIX MHTUOUTOPOB
Bopuxonazon WHTHONPOBaHUS usopepmenTa | m3opepmenta CYP3A4

CYP3A IPOTUBOTPUOKOBBIMH

CPEICTBaMMU:

1 IaknaTacBUp
DryKoHa3071 BsaumoneiictBue He u3yuanocs. |Ilpu coBmMecTHOM mnpuMeHEHHH

Oxunnaercs BBHUTY
WHTUOMPOBAHUS nzodepmeHTa
CYP3A IPOTUBOTPUOKOBBIMH
CPEICTBaMH:

1 makiaTacBUp

OXKHUTaeTCS YMEpEeHHOE
MOBBIIIICHHE KOHIICHTpAINN
JaKjiaTacBUpa B KPOBH, HE

TpeOyromiee HW3MCHEHHS JTO3bI
000MX MpenapaToB

Cepae4Ho-cocyInCcThIe CPEICTBA

Anmuapummuyeckue cpedcmasa

AmuonapoH

B3aumoneiicTBUe He U3y4alioch

st MalEeHTOB 6e3

AIBTEPHATUBHOTO BapHaHTa
AHTHAPUTMHYECKOH  Tepanuu
PEKOMEHIyeTCsl  TIIATEJbHBII
MOHHUTOPHHT 0E30MaCHOCTH MPH
COBMECTHOM MIPUMEHEHUH

aMruoJapoHa H KOM6I/IHaLII/II/I

JakaTacBup + codocOyBup

Hurokcun 0,125 mr oauH pa3 B
CyTKH
(maxmataceup 60 Mr omuH pas B
CYTKH)

1 IUrOKCUH
IlonaBnenne P-gp co cTOpOHEI
JaKJIaTacBUpa

JIMrokcuH M Apyrue cyocTpatsl
P-gp ¢ y3kum TepaneBTHUECKUM
JMaIia30HOM clenyer
MPUMEHATH C OCTOPOYKHOCTBIO
COBMECTHO C J1aKJIaTaCBHPOM.

Crnenyer Ha3HAYaTh
HAaUMEHBIIYO 103y IUTOKCUHA H
CIeIUTh 3a  KOHIEHTpaluen

AUTOKCHHA B IJIa3ME KPOBH. I[J'ISI
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OCE AR TR TEHOC TSRl
TepaneBTUYECKOro addekra
cienyer HCIIOJIb30BaTh
TUTPOBAHUE J103bI

bnokamopoel «meoneHHbix) Kanbyuegulx KaHaio8

Juntnazem Bsaumopeiicteue He usyqanocs. | [Ipumenenue mpenapara

Hudenummn Oxunaetcs BBUY | lakmaTacBup dapmacuHTE3

AMITOTATTHH WHTUOMPOBAHUS n3oepMeHTa | COBMECTHO ¢  OJokaTopaMu

CYP3A OJoKaTopamH | «MEAJICHHBIX) KaJIbLIUEBBIX
«MEJICHHBIX» KaJbLIUCBBIX | KAHAJIOB MOXET IIPUBECTH K
KaHaJOB: MOBBIILICHHIO KOHIIEHTpaluu
1 makjgaTacBUp JIaKJIaTaCBUpa B IIJIa3ME KPOBHU.
Taxue KOMOMHALIUU
HEOOXOIMMO  TPUMEHATH  C
OCTOPOXHOCTBIO
Bepanamun Bsaumogeiicteue He usyqanocs. | [Ipumenenue mpenapara
Oxupaercs BBULY | [laknaTtacBup ®dapmacuHTe3
WHTUOMPOBAHUS n3o(epMeHTa | COBMECTHO €  BeparamMmuioM

CYP3A u P-gp Bepanamusiom:
1 IaknaTacBUp

MOXKET NPUBECTH K MOBBILICHUIO
KOHIICHTpAIlN! JaKjlaTacBUpa B
Takne

mazme KpPOBH.

KOMOHMHAIINHU HEOOXOIUMO

MIPUMEHATH C OCTOPOKHOCTHIO

IepopajibHBbIE KOHTPALENTHBBI

OTHHWIBCTpaguoa 35 MKI OAMH
pa3 B CYTKM + HOprectumMar
0,180/0,215/0,250 mr omuH pa3 B
CYTKH B TeueHue 7/7/7 nuei

(maxmataceup 60 Mr omuH pas B

CYTKH)

<> OTUHWIDCTPAANOJI

> HOPAIIT€CTPOMHH
<> HOprecTpen

CoBMECTHOE TIPUMEHEHHE HE
UMeeT KIMHUYECKH 3HAaYMMOTO
BIHMAHUS Ha (PapMaKOKWHETHUKY
JlaKJIaTacBupa

OruammcTpanuon 30 MKr OIuH
pa3 B CyTKHW/HOPITUHIPOHA alleTaT
1,5 Mr omuH pa3 B CYTKH
(BBICOKOIO3UPOBAHHOE

MPOTHUBO3a4aTOYHOE CPEIICTBO)

<> STHHWIDCTPATHOT*
<> HOPATUHAPOH*
> STHHUIDCTPAAUON*
<> HOPITUHAPOH ™

* dapMaKOKHHETHKA
STUHHJIICTPAIHOIIA/
HOPATUHJIPOHA MTPU COBMECTHOM
MPUMEHEHUH BBICOKUX 703
MEPOPATHLHBIX KOHTPAIICTITHBOB C
aCyHanpeBHPOM M JaKJIaTaCBUPOM
MO CPaBHEHHIO C
(hapMaKOKHHETUKOM
STHHUIICTPAIUOA/
HOPATUHJIPOHA MPU PUMECHEHHUN
TOJILKO HU3KUX 7103 TIEPOPATHHBIX
KOHTPAIICTITHBOR
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STUHHIIACTpaona 20 M?h"_"(;m_ILE
p

AOBATERBROCTE 0002]

pa3 B CyTKH/HOPITHHIpOHA | Mr
OJIMH pa3 B CyTKH)

HmmyHocynpeccopsbl
Iuxnocriopua 400 Mr oguH pas B|<«> JaKJIaTaCBUP M3menenus 10361 gaKiaTacBupa
CYTKH <> IUKJIOCTIOPHH Y IIUKJIOCTIOPUHA HE TpeOyeTCs

(maxnataceup 60 Mr omuH pas B
CYTKH)

Takpoaumyc 5 Mr oguH pa3 B
CYTKHU
(maxnaracBup 60 Mr ommH pa3 B
CYTKH)

<> JTaKJIaTaCBUP
> TaKpOIUMYC

W3MeHeHus: 10361 aKiaTacBupa
U TaKpoJIMMyca He TpeOyeTcst

Cuponmumyc

B3aumoneiicTBue He U3y4allOCh.

M3menenus 10361 gaKiIaTacBUpa

MuxkodeHonata MoeTH Osxunaercs: U UMMYHOCYIIPECCOPOB  HE
<> TaKJIaTacBUP Tpedyercs
> IMMYHOCYTIPEccop
I'unonmnuaeMuyecKne cCpeacTBa
Hneubumopwt 3-eudpoxcu-3-wemuneniomapun-kogpepmenm A (I'MI-KoA) pedykmaszol
PosyBacratun 10 Mr omHOKpaTHO |1 po3yBacTaTHH Crnenyer co0JIr01aTh
(makmataceup 60 Mr oawH pas B OCTOPOXHOCTH TP COBMECTHOM
CYTKH) MIPUMEHEHUHT mpemnapara
ATtopBacTaTuH Bsaumoeiicteue He m3yuanocs. |Jaknaraceup dapmacuHTes H
dnyBacTaTuH OxunaeTcs YBEJUUCHHE | pO3yBacTaTHHA WM  JIPYTUX
CuMBacTaTUH KOHIICHTPAIMU CTaTHHOB B tiasme | cyoctparoB OATP1B1 u BCRP
[IutaBacTatun n3-3a uarubuposanust OATP1BI
IIpaBacTatun n/vnun BCRP gakmaracBupom

HapKOTI/l‘leCKI/le AHAJIBICTUKH

Bynpenopdun/nanokcon

Ot 8/2 mr o 24/6 Mr oauH pa3 B
CYTKHU, UHAMBUyaJIbHAs 1032
(maxnaracBup 60 Mr ommH pa3 B
CYTKH)

<> JIaKJIaTaCBUPp
AUC: &
Crax: «

Cmin: >

> OynpeHoppHUH

<> HOpOynpeHophHH
AUC: 1,62 (1,30, 2,02)
Cumax: 1,65 (1,38, 1,99)
Cmin: 1,46 (1,12, 1,89)

W3MeHeHusT 10361 JaKiaTacBupa
u OynpeHnopduHa He Tpedyercs

MertanoH, cTaduILHas
noanepxkuBaromas noza 40-120
MT OJIMH pa3 B ACHD

(maxnaracBup 60 Mr omumH pa3 B
CYTKH)

<> TaKJIaTacBUP
«— R-MeTanmon

M3menenus 10361 gaKiaTacBupa
Y METaJI0OHa He TpedyeTcs

CenaTuBHbBIE cpeacrsa

FBenzoouasenunvl

Munasonam 5 M OTHOKPAaTHO
(maxmataceup 60 Mr omuH pas B

CYTKH)

<> MHAa30J1aM

H3meHeHus J03bI MU Ja30JiaMa U

Tpuazonam
Aunmnpazonam

B3aunmopeiicTBue He U3y4anaoch.
Oxumaercs:

JPYTHX cyOcTpaToB
nzopepmenta CYP3A4  He
Tpedyercs
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
o7 30.05.2025 Ne 13790

IO CAEQOBATENEROC TS 0002

<> TpUuazojamM

<> ajmpa3zoiam

He oxwupaercs KIMHUYECKM 3HAYMMBIX 3(PQeKToB Ha (hapMaKOKUHETHKY IPH COBMECTHOM
MPUMEHEHHUH JTaKjIaTacBUpa O CICAYIOIMMUMHE MpenaparaMu: HHruoutopamu hochoaudcTepaspi-
S, UHTUOMTOpaMHU aHTHOTEH3WHIIpeBpalaromiero ¢pepmenta (AIID) (Hanmpumep, SHATATIPUIIOM),
AQHTarOHUCTAMU PELENTOpOB aHruoTeHsuHa Il (Hampumep, so3apTaHoM, HpOecapTaHOM,
ONIMECapTaHOM,  KaHJECapTaHOM,  BajJCcapTaHOM),  IM3OMUPAMUIOM,  IMpornadeHOHOM,
(irekanHUIOM, MEKCUIICTUHOM, XUHHIMHOM, aHTAIHIaMH.

eTH

HccnenoBanus B3auMOACUCTBUS IPOBEACHBI TOJIBKO Y B3POCIIBIX.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

OTCYTCTBYIOT aJIeKBaTHbIC 1 XOPOIIIO KOHTPOJIUPYEMbIE UCCIIEOBAHUS C yIacTHEM OepeMEHHBIX
JKCHIIINH. B HUCCIICAOBAHHUAX Ha KWUBOTHBIX IIpU MNPUMCHCHHU HaKJaTaCBUpa OGHﬁpy)KGHO
SMOPHOTOKCHYECKOE U TepaToreHHoe neicTBue. [lOTeHIMaNbHBIH PHUCK IS YeJOBEKa
HEU3BECTEH.

JlaknaracBup MPOTHUBOIOKAa3aH BO BpeMsi OEPEeMEHHOCTH U KEHIIMHAM, KOTOPBIE HE TIPUMEHSIOT
KOHTparenuuio. JKeHIMHaM JeTOPOJHOrO BO3pacTa CIEeAyeT HCIOoIb30BaTh 3(QeKTUBHbIC
METOJIbl KOHTpPALICTILIUK BO BpEeMs JICUCHHs JAKJIaTaCBUPOM U B TEUEHHE 5 HeAeNb MOCie €ro
3aBepiieHus (cM. pazzaen 4.5).

[Ipumenenne KkoMOMHAIUU TMpeNapaToB, COJEpKaIled JakiaTacBUp, HpH OepeMEeHHOCTH
MPOTUBOIIOKA3aHO.

[MoppoOHBIE  pexoMeHmanuu, Kacarouecss OEpeMEHHOCTH ¥ KOHTpAlemiuu  JUIs
KOMOMHHMPOBAHHBIX CXE€M TEpamnuH, — CM. MHCTPYKIUMU IO MPUMEHEHHUIO COOTBETCTBYIOIIMX
IpernapaToB.

Jlakramus

HewusBecTHO, MPOHUKAET JIM IaKJIATACBUP B TPYAHOE MOJIOKO. [lakiiaTacBup MPOHUKAJ B TPYIHOE
MOJIOKO JIAKTUPYIOIIUX KpPBIC B KOHIIEHTpAIMSAX, MPEBBIIIAIOMINX IUIa3MEHHbIE MaTepUHCKUE
KOHIleHTpauun B 1,7-2 pasza, modToMy Ha Bpemsi JiedeHusi mpemnapatoM JlakimatacBup
®apmacuHTE3 KOPMJIEHUE TPYAbIO CIEAYET IPEKPATUTb.

DdepTUabHOCTD

JlanHble 0 BIUSHUU Ha (PEPTHIIBHOCTD Y JIIOJIeH OTCYTCTBYIOT.
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4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH Tpchnﬁg%W'Eﬁéﬁz%ﬂpa TIEI%E'II:ITL c

COOTBETCTBYET 2KCNEPTHOMY OTYETY

MeXaHMu3MaMH

HccnenoBanuii BO3MOXKHOTO BIMSHUS TPUMEHEHUS Ipernapara Ha CHOCOOHOCTh YIPAaBIIAThH
TPAaHCIIOPTHBIMU CpEJICTBaMH M paboTaTh ¢ MEXaHW3MaM{ HE NpoBOAWIOCh. Ecim mamueHnt
UCTIBITBIBACT TOJOBOKPYXKEGHHE (OTMEYANOCh IIPH HCIIOJIIB30BAHUM CXEMBI JICUCHHS C
coocOyBHpOM), HapylIeHHE BHUMAaHUS, HEUETKOCTH/CHUKEHUE OCTPOTHI 3pEeHUsl (OTMEYaIHNCh
IIPYU UCTOJB30BAHUU CXEMBI JICUCHUS C MITUHTEPPEpOHOM aibda U pUOABUPUHOM), KOTOpbIE
MOTYT TIOBJIUSITh HAa CIHOCOOHOCTH K KOHIICHTPAIlMM BHUMAHUS, €My CJEIyeT BO3IEPKAThCS OT

yIpaBiIeHUs TPAHCIOPTHBIMU CPEICTBAMHU U MEXaHU3MaMHU.

4.8. HexxenaTesibHbIE peaKIUU

JlakmaTtacBUp TPHUMEHSETCS TOJBKO B COCTaBE CXeM KOMOWMHHMpOBaHHOW Tepamuu. Clemyer
O3HAKOMUTBCSI C TMOOOYHBIM JI€HICTBHEM JIEKApCTBEHHBIX IPENaparoB, BXOIALIUX B CXEMY
JedeHus1, 10 Hadana Tepanuu. HexenarenpHble JekapcTBeHHble peakiuu (HJIP), cBs3aHHbIC ©
npuMeHeHneM coocOyBHpa, acyHanpeBupa, maruaTeppepona anbda u pudbaBrUprHa, OMMCAHBI B
MHCTPYKLHUAX 110 IPUMEHEHUIO IaHHBIX [TPENapaToB.

bezonacHOCTh NpHMEHEHMs JakiaTacBHpa OLEHMBAJIACh B KIMHUYECKUX HCCICIOBaHMAX Y
narenToB ¢ XI'C, momydaBmmx 60 Mr pakiaTacBupa OAMH pa3 B JIeHb B KOMOMHAIIMM C
co(ocOyBHpOM; acyHAapEeBUPOM H/HIHU MAruHTepdepoHoM anbha u pudaBupuHOM. JlaHHBIE TIO
0€30I1aCHOCTH IPUMEHEHUS TPECTABICHBI HUXKE 10 PEKUMaM JICUSHHUSL.

JlakJiaTacBUp + acyHampeEBUP

Pestome npoghunsa b6esonacrnocmu

Bbe3omacHOCTh PUMEHEHHUS JaKJIaTacBUpa B KOMOWHAIIMU C acCyHAIPEBUPOM OIICHHBAlIach B 4
WCCJICIOBAHUAX CO CPEIHEW TMPOJOKUTEIBHOCThIO Tepamuu 24 Hexenu. Hawubonee
pacnpoctpaneHHbiMH (dactota 10% wu Beime) HJIP, nHaGmogaeMbIMH B KIMHUYECKUX
WCCJICIOBAHMSIX TPH HKCIONB30BAHUHM CXEMBl TEpalMH JaKJIaTacBUp + acyHampeBUp, ObLIH
ronoBHast 0011k (15%) 1 nmoBeIeHHAsT yromisieMocTh (12%). bonbmmacTBO HIIP 66UTH 126001 1
YMEPEHHOM CTENEHU TSHKECTH. Y 6% MallMeHTOB BBISBICHBI CEPhE3HBIC HEXKENATEIIbHBIC SIBJICHUS
(CHA), 3% mnauueHToB NpeKpaTwiu JiedeHne no mnpuuuHe Bo3HukHOBeHus HIIP. Ilpu stom
HauboJee pacnpocTpaHeHHbBIMU H S, MpuBOASIIMME K TPEKPAIICHUIO JICUYSH S, ObUTH MOBHIIICHUE
aktuBHOCTH AJIT u ACT. B kmTuHUYECKOM UCCIIEIOBAHUH TePAlTii KOMOWHAIMEHN TakIaTacBup +
acyHamnpeBUP BO BpeMs NeEpBbIX 12 Hemenb JjedeHus dactota cooOmaembix HJIP Obuta
COTOCTaBUMOM MEXJy MallMeHTaMH, MOJIyYaBIIMMHU IUIaned0, U MalleHTaMH, MOIy4YaBIIUMU
YKa3aHHYIO TEPAIHUIo.

Tabnuunoe Ppe3trome HedrcelaneslbHblx peakuuﬁ
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.05.2025 N= 13730

HJIP, Bo3nukaBmue y >5% nauuentoB ¢ XI'Clpu np&ﬂdé'ée}'['ﬁ&l'E&%MEJXLF&EH%E‘E@ +

acyHaripeBUp, NpeIcTaBieHbl B Tabmmme 6. Yacrora Bo3HukHOBeHus HIIP mpuBenaena B
COOTBETCTBUU CO MIKAJIOH: oueHb "acTo (>1/10), gacro (>1/100 u <1/10).

Tadauua 6. HJIP, BeisiBeHHbIE P MPUMEHEHUH KOMOWHAITMH JTaKIaTacBUP + aCyHaIpeBHUP

HesxkesnatenbHble peakuum®

Hapywenus co cmoponwl nepenoti cucmembl

Ouensb yacTo I'onoBuas 601k (15%)

JKenydouno-kuueunole HapyueHus

YacTto Huapes (9%), Tomnota (8%)

Obwue napyuienus u peakyuu 8 mecme 66e0eHUsl

Odens 9acTo Yrommsiemocts (12%)

JlabopamopHnyvie u uncmpymenmanvhvie OanHble

Yacro [oBemenne  axtuBHoctu AJIT  (7%), moBBIIEHHE

aktuBHOCTH ACT (5%)

& TIo6Gounsble pCaKknun, CBA3b KOTOPBIX C HNPHMCHCHHCM IIpfnapara II0 KpaﬁHeﬁ MCpPC BO3MOXKHA.
O6’LG,I[I/IH€HHBIG JaHHBIC I10 HCCKOJIBKHUM HCCICA0OBaHUAM.

HexenarenbHble peakiuu, BoO3HUKaromue MeHee yeM y 5% nanuenTtos ¢ XI'C npu npumMeHeHUH
KOMOWHaIMK JakiatacBup + acyHamnpeBup (peako (>1/10 000)): xoxHast ChIllb, KOKHBIN 3V,
anonenusi; 303MHOGWIMS, TPOMOOLUTONECHUS, AaHEMHs; TIOBBbIIIEHUE TEeMIlepaTyphl Tela,
HEIOMOTaHue, 03H00; OECCOHHUIIA; CHIDKEHHE anIeTuTa, TMCKOM(OpT B )KHUBOTE, 3a1op, 00Jb B
BEpXHEH YacTH >KMBOTA, CTOMATHUT, B3AyTHE HBOTA, PBOTA; IOBBIIICHHE AapTEPUATIBLHOTO
JaBJICHUsI; 0OJIb B CyCTaBaxX, PUTUIHOCTD MBIIIIT; HA30(apUHTUT, OOJIb B POTOTJIOTKE; OBBIIIICHHUE
AKTHBHOCTH ramMmma-Tio0yauHTpaHchepassl, ICJIOYHOM dbocdarassl, JIUTIA3HI,
THIOAIEOYMUHEMHUS.

Jlaknaracsup + coocOyBup

Pesome npogpuns 6ezonacnocmu

be3omacHoCTh TpUMEHEHUsI NaKjiaTacBupa B KOMOWMHanuu ¢ coocOyBHpPOM OIICHHBAIAch B
KJIMHUYECKHUX UCCIIeI0BaHUsIX ¢ yuactueM nanueHToB ¢ BI'C renorunos 1, 2, 3, 4 unu 6, BKitoyas
narueHToB ¢ kouH(pekmueir BI'C u BUY, manueHTOB ¢ BBIpaXEHHBIM LUPPO30M, a TaKKe
narueHToB ¢ penunuom nHdpekuu BI'C mocne Tpancrutantanuu nevdeHu. [IpoaomkuTensHOCTh
Tepanuu coctapisiia 8, 12 unu 24 nenenu. Haubonee pacnpoctpanennsimu HJIP (wacrorta 10% u
Oosee) ObulM MOBbIMIEHHAs yTomisieMocTh (19%), romnoBuas Gonb (15%) u TomHoTa (11%).
BonbmmuactBo HJIP Opuin cnaGoil M1 ymepeHHON creneHu TskecTd. Y 5% ManueHTOB ObLIH
3apeructpupoBanbl CHA. 4% nannenToB npekpatuiy geuenue no npuunse HS, Tonbko y ogHoro

13 HUX 3TH HS paciieHeHbl kak UMEIoINe OTHOLICHHE K UCCIIETyEMOM Teparu.
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Tabnuunoe pestome HedxceamenbHbIX PeaKyull

HJIP, Bo3nukaBmme y >5% mnanuentoB ¢ XI'C npu npuMeHEeHUHM KOMOWHAIMK JaKiIaTacBUp +
codocOyBup (c mnm 06e3 TMpUMEHEHHUs pUOABUpPUHA), TPEACTaBIeHb B Tadmuie 7. Yacrtora
Bo3HUKHOBeHMs1 HJIP mpuBeneHa B COOTBETCTBHH CO IIKaJI0M: oueHb yacTo (>1/10), vacto (>1/100
u <1/10).

Ta6auua 7. HJIP, BeIABNeHHBIE TPU IPUMEHEHUH KOMOMHAIINY AaKIaTacBup + codocOyBup

CucreMbl  OpPraHoB/4acToTa HexenatenbHble peaknuu®
BO3HMKHOBeHnusi HJIP paxaaracBup + codpocdysup + | makiaracsup + codpocoysup®
pudaBupun’®

Hapywenus co cmoponsl kposu u aumgpamuueckotl cucmemol

OueHb yacTo AHemus

Hapywenus memaboauzma u numanus

Yacto CHIDKEHHE alIleTuTa

Tcuxuueckue napywenus

Yacro becconnumna, becconnunma

pa3apaxuTEeTHHOCTh

Hapywenus co cmoponwl HepeHoti cucmemol

Ouennp yacTo I'omoBHast 00J1b I'omoBHast 00Jb

Yacro I'onoBokpyxeHue, MUTPEHD I'onoBokpyxeHue, MUTPEHD

Hapywenus co cmoponul cocydos

Yacro «IIpunuBe»

Hapywenus co cmoponul ObixamenvHoll cucmembvi, 0pearos 2pyoHOlU KIemKl U cpedocmenus

Yacro Onpiika, OJTBITIIKA npu
(hbM3udecKo Harpyske, Kalelb,

3aJI0KCHHOCTh HOCa

JKenyoouno-kuuieunvle HApyuleHus

Ouenp yacTo TormxoTa
Yacro Huapes, ppota, Oonb B xxuBote, | TomHOoTa, 1Muapes, 001b B
ractpo3sodareanbHas JKUBOTE

pedurokcHas  Gones3Hb, 3amop,

CYXOCTb BO PTY, MCTCOPU3M

Hapymeﬂwz CO CNMOPOHbL KOJHCU U NOOKOMCHBIX MKAHEL

Yacro CrImib, aymomenwus, 3y, CyXOCTh

KOXH

Hapywenus co cmoporst mvluteunotl, CKeiemuoul 4 COeOUHUMeIbHOU MKAHU

Yacto boms B cycraBax, ©Oomp B | boms B cycraBax, Oonp B

MBIIIIaxX MBIIIIax
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Obwue HapyuwieHus u peakyuu 8 Mmecme 68e0eHus

OueHb yacTo YToMIgeMOCTb YToMIIeMOCTD

* HexenaTenbHBIE PEaKUM, CBA3b KOTOPBHIX C NMPUMEHEHHWEM MpernapaTa 1Mo KpaiHed Mepe BO3MOXHA.
OOBbeHEHHBIC JAHHBIE [T0 HECKOIBKUM HCCIICIOBAHUSIM.

® 43% mnanMeHTOB B pAMKax KIMHMYECKHUX WCCIENOBAHUN TPUHUMAIN PUOABMPHH B JIOTOJHEHUE K
KoMOMHaIuu naxknatacsup + codocOyBup, ciryyaeB aHeMHUH 3aUKCHPOBAHO HE OBLIO.

JlakmaTacBUp B KOMOWHAIIMHU C ACYHAIIPEBUPOM, IITHHTEPDHEPOHOM aib(a U pruOABUPUHOM

Pestome npoghuns b6esonacrnocmu

be3zonacHocTh mpuMeHeHHs JakiaTacBupa B KOMOMHAIIMK C aCyHAIIPEBUPOM, MAITUHTEPPEepoOHOM
anbha 1 pubaBUPUHOM OIleHUBajach B kimHMYeckoM uccienoBannn HALLMARK QUAD co
CpedHel TMPOJOKUTENBHOCTRIO Tepanuu 24 Henenu. HawmbGonee pacnpoctpanenusimu HIJIP
(uactora 15% wu BbIIIE), HAOMIOMAEMBIMHA B KIMHUYECKHX HCCIICIOBAHUSAX MPHU UCTIOIB30BAHUU
CXEMBI TepanuH JaKJIaTacBHp + acyHanpeBHp + MArHHTEepepoH anbda + pubaBUpHH, ObUIH:
noBbllIeHHast yromisiemocTh (39%), ronoBHas 6onb (28%), 3yn (25%), actenus (23%),
rpumnmnonogo0Hoe cocrosiaue (22%), 6ecconnuna (21%), anemus (19%), ceinb (18%), anoneuus
(16%), pasgpaxutenbHocTh (16%), TomHoTa (15%). JlOMONMHUTENHPHBIMU MOOOYHBIMHU
sddexkramu, BO3HUKABIIUMHU Yy TanueHToB ¢ XI'C mpu HCMONB30BAHUHM CXEMbl Teparuu
JaKjgaTacBUp + acyHarpeBup + maruatepdepoH aibda + pudaBuput, ObuTH: cyXocTh KoxH (15%),
cHmkenue anrmneruta (12%), 6osp B mpimmax (14%), muxopanka (15%), kamens (13%), oxsimika
(11%), wnetitponienus (14%), mumdonenus (1%), muapes (14%), Gombp B cycraBax (9%).
BonbmmuactBo HJIP Obuin cnaGoit M1 yMepeHHOW creneHu TskecTd. Y 6% ManueHTOB ObLIH
3apeructpupoBanbl CHA. 5% mnaumentoB npekpatuwnu jedeHue no npuunHe HA, npm stom
Haubosee pacrnpoctpaHeHHbIMU HSl, mpuBoasfmmMu K MpeKpalieHuio JeueHUsi, ObUIN CBHIIb,
HEJIOMOT'aHue, TOJIOBOKPY)KEHUE W HEHTPOTICHUSI.

B kiMHMYECKOM HCCIEeNOBaHMM MPH JIEYEHWH IO CXeMe JakjaracBup + acyHampeBup +
maruaTepdepon anbda + pubaBupuH vactota coodmaembrx HJIP Obuta comoctaBuMOM Mexmy
nanueHTaMu, MOJIy4aBIIMMU I1ane0o0, U MalueHTaMH, MOJIy4YaBIIMMH YKa3aHHYIO Teparuio, 3a
uckmouenneM 1Byx HJIP — acrenun u rpunmnonofo0Horo cocrostuus. Ykasanueie HJIP Obuin
€IMHCTBCHHBIMU BO3HHKABIIMMH C YacTOTOH MHUHHUMYM Ha 5% BbIlIe, YeM Yy NAIMCHTOB,
MOJTYYaBIINX IIAIe00.

JlakmaTacBUp B KOMOMHAIIMY C IIDTUHTEPPEPOHOM aiibdha U puOaBUPUHOM

Pestome npoghunsa b6esonacrnocmu
be3zonacHocTh mpUMeHEHHs AakiaTacBupa OleHUBasach B 10 KIMHUYECKUX HCCIECIOBAHUAX Y
nanurenToB ¢ XI'C, momyuyaBmux 60 Mr nakjiaTacBupa OJWH pa3 B JeHb B KOMOWHAIIUU C

mruareppeporom anbda u pubasupunoM. Haubonee pacnpocrpanennsivu HJIP (wacrora 15%
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W BBINIC) OBUIN TOBBIICHHAsT yTOMIsieMOCTh (3[7%), roﬁgllla'_x'{:;ﬂ-l gé;,!'fg %Zg‘%‘ﬂ EUL'F(CZ}T%Q:&:}{% 1581

(22%), rpunmmoniogo0HOe coctosiHue (22%), TomuoTa (20%), 6ecconnuta (20%), HeHTponeHus
(20%), acrenus (20%), cwinb (19%), camkenue anmeruta (18%), cyxocts koxu (18%), anonerus
(17%) u muxopanka (15%).

B xnuHMueckux uccienoBaHusx He O0bu10 BhisgBIeHO HIIP ¢ wactoToit MunumyM Ha 5% Bblle y
MAIMEHTOB, MMOJYYaBIINX TEPAIUI0, BKIIOYAIOIIYIO JaKJIaTaCBHp, [0 CPABHEHUIO C MAIUCHTAMH,
NOJYYaBIIUMH IUTane0o, maruatepdepon ambpa U pubaBUpUH. Y MAIMEHTOB, MOIYYAIOIIUX
mane6o COBMECTHO ¢ mITuHTepdeponom anbda u pudasupuHom, HJIP 3—4-ii crenenu BoO3HUKAIN
qame (24%), 4eM y TaIlMeHTOB, HaXOJWBIIUXCS Ha JICUEHHM KOMOWHAIMEW NakyiaTtacBup +
mruHTepdepoH anbda + pubasupun (20%).

Yacrora 3adpukcupoBaHHbix CHS, cBsi3aHHBIX € MOdXydaeMoW Tepamuei, Tak ke Kak |
MPUOCTAHOBKA Tepanmuu B cBsi3u ¢ HS, Oputa cxomHodt B 00eMX YKa3aHHBIX BBIIIE TPYIIAax
MAIMEHTOB.

YpoBenp HS B moarpymmax DalyeHTOB € LHUPPO30OM TEYECHH, I[OJIYYaBIIUX TEPAIHUIO
KoMOWHaIMen aakmaTacBup + mIruHTepdepoH aibda + puOaBUpHUH, OBLT CXOX C TAaKOBBIM Y
MaIlMEeHTOB, TMOJYYaBIINX TUTale00 B COYETaHWHM C MATHUHTEpdepoHOM anbda U pUOABUPHHOM
(92% npoTtuB 96% COOTBETCTBEHHO).

PesyiubraTsel 1a00paTOPHBIX MCCIEA0BAHUN

[TaTonornueckre OTKJIOHEHUSI JIAOOPAaTOPHBIX TMOKa3aTele oT HOpMbl 3—4-i  CcTemneHw,
HaOmronaemsble y nauueHToB ¢ BI'C, monyuyaBmmx KOMOMHUPOBAaHHOE JICYEHUE JAKIaTaCBUPOM,
MIPEICTaBJICHBI B TaOHIax 8 u 9.

Tabauua 8. Ilaromoruueckue OTKIOHEHHUS Ja0OPATOPHBIX TOKa3aTened OT HOPMBI 3—4-i
CTETEeHHU, HaOMI0aeMble B KIMHUYECKUX HCCIEIOBAHUSAX TEPANUU JAKIATACBUPOM B COCTaBE

KOMOWHHUPOBAHHOM TEpaIiu

JdaxkaaracBup B JdaxaaracBup B
IMapametp? KOMOUHAIIMH € KOMOMHALMH €

acCyHaInpeBUpPOM coocOyBMPOM + pnOABHPHH
I'emorno6un <1% 1%
IToBeimienne  aktuBHOCTH — AJIT

49 <19

(>5,1xBI'H%) & &
[loBeimenne  aktuBHOCTH ~ ACT 30, “1%
(>5,1xBI'H)
[ToBbIICHME YPOBHSA o0r1ero “1% 304
ownupyouna (>2,6 BI'H)

® PesymbraThl J1a0OpaTOpHBIX HCCIeNOBaHMH Oblmn KinaccuduuupoBanbl mo cucreme DAIDS ans
kinaccudukaiuu Tskectd HS y B3pocisix u neteit, Bepeus 1.0.

°® BI'H — BepxXHsis TpaHULIA HOPMBI.

* [loBbIlIeHNE YpoBHS 001Iero Onnmupyonna 3—4-ii cTerneHu ObUIO 3apeTrUCTPUPOBAHO TOJIBKO Y MAIIMEHTOB
¢ xouHpexuueit BUY, nomy4yaBumx coBMECTHO aTa3aHABUP U JaKJIATACBUP, WIH y IALIUEHTOB C LIUPPO30M
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MIEYCHH, TIOYYaBIINX PHOABUPUH.

Tadauuna 9. Ilatonormveckne OTKIOHEHHUS JIAOOPATOPHBIX TMOKa3aTelaeii OT HOPMBI 3—4-i
CTCIICHHU, Ha6JIIOI[aeMBIe B KIIMHUYCCKHUX HCCICAOBAHUAX TCpAllUHU HAKIIATACBUPOM B COCTAaBC

KOMOWHHUPOBAHHOM Tepanuu

JdaxkaaracBup B JNaknaTacsup s
KOMOMHALMH €
ITapameTtp? acyHanpeBHpPOM kombHHaunN ¢
P ’ mrunrepdepoHoM ajinpa,
mru"Tepgeponom anabpa,
puOGABMPUHOM
puOaBUPHHOM
[loBpiuienne  aktuBHOCTH  AJIT
0 20
(>5,1xBI'H%) 3% o
[loBeimienne  aktuBHOcTH ~ ACT
3% 2%
(>5,1xBT'H) ° °
[ToBbIICHKE YPOBHSA o0miero 1% 6%
ounupy6ouna (>2,6 BI'H)

a

Pe3ysnbraTthl 1a00OpaTOPHBIX HCCIICAOBaHUN ObLIM KiaccuHIMpoBaHbl 1Mo cucreme DAIDS  mist
knaccugukanuu Tsoxectd HA y B3pocnbix u geret, Bepeust 1.0.

°® BI'H — BepXHsis TpaHULIA HOPMBI.

* T1oBblIIIeHHE YPOBHS 001ero OuaupyOrHa ObLIO 3apErUCTPUPOBAHO Y MAIMEHTOB ¢ kKouHpekiueit BIY,
MOJIY4YaBIIMX B JOMOJIHEHUE K YKa3aHHOM cXeMe aTa3aHaBHp.

JIaHHEIE TOCTPETUCTPAIMOHHEBIX HCCIEI0OBAHUN

B xo/1e mocTperucTpalmoHHBIX UCCIIEIOBAHIN JaKIaTacBupa ObUH 3apUKCHPOBAHBI CIICTYIOIINE
H4I ¢ HeycTaHOBIIEHHOM 4acTOTOM.

Jaxnamaceup + acynanpesup

Hapymienust co cTOpOHBI KOXKH U MOAKOKHBIX TKaHEe: MHOrOOpMHasi 3puUTeMa.

Haxnamacsup + cogpocoysup npu coemecmnom npuUmMeHenul ¢ AMuoOapoHoM

Hapymenust co CTOpoHBI cepiia: CepAeYHbIE apUTMUH, BKIIOYAs TKENYI0 OpaJuKapauio H
Osokanmy cepana (cm. pasaensl 4.4 u 4.5, a Takke HHCTPYKIIMU IO MPUMEHEHHUIO aMHOIapoHa U
codocOyBupa).

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmare 0 TOM03PEBAEMBIX HEXKENATEIbHBIX PEAKIUAX IOCIEe PETUCTPAIUU
JIEKapCTBEHHOTO Tpernapara ¢ 1eJbl0 00eCeYeHUs] HEMPEPHIBHOIO MOHUTOPHUHTA COOTHOIICHHS
«IOJIb3a — PHUCK» JICKAPCTBEHHOTO Tpemapara. MeauIMHCKUM pPaOOTHHUKAM PEKOMEHIYETCS
co00IIaTh O JIFOOBIX MOI03PEBACMBIX HEXKENATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Ipernapara
4yepe3 HAlMOHAIBHBIE CHCTEMbI COOOIIEHHS O HEXENATEIbHBIX PEaKIUsIX rOCydapCTB — YJICHOB
EBpa3uiickoro 3KOHOMUYECKOT0 COH03a:

Poccuiickas ®@eoepayus

Anpec: 109012, r. Mocksa, CraBsiHCKast miiomiaip, 1. 4, ctp. 1
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Tenedon: +7-800-550-99-03

DnekTpoHHas nmouta: pharm(@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEJIEKOMMYHUKAIIMOHHOM ceTH «HTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CHMIITOMBI

CUMITOMOB MEPEIO3UPOBKHA HE OMUCAHO.

B ximHnYeckux uccienoBaHusax | ¢pasbl nmpu npuMEHEHUH Mpenapara y 3[0pOBbIX JOOPOBOJIBIIEB
B no3ax 1o 100 mMr B TeueHue mepuoja BPEMEHH NPOAOJKUTENBHOCTBIO 10 14 nHEell wimn
OJTHOKPATHOM 70361 710 200 MTr HENMpeABUACHHBIX TOOOYHBIX PEAKIIUNA HE OTMEYAJIOCh.

JleueHme

AHTHJIOT K JaKJaTaCBUPY OTCYTCTBYeET. JleueHue nepeo3upoBKY MpernapaToM A0IKHO BKIIOYATh
o0mIe MmoAAep KUBAIOIINE MEPHI, B TOM YHCJI€ MOHUTOPUHT TMOKAa3aTeNel XU3HEHHO BaXKHBIX
GbyHKIMA ¥ HAOII0ICHNE 3a KIIMHUYECKUM COCTOSTHUEM IMalreHTa. BBUTy BEICOKOTO CBS3BIBAaHUS
JakiatacBupa C OelkamMu TUIa3Mbl KPOBH TPOBEACHHE [HaliM3a TMPU TEPEIO3HUPOBKE

Hea(ppeKTUBHO.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTUYECKass TpyIIa: MPOTUBOBUPYCHBIE CpPEJACTBA CUCTEMHOIO JCHCTBUS;
MMPOTUBOBUPYCHBIC CPCACTBA IIPAMOIO I[eﬁCTBHH; MNPOTUBOBUPYCHBIC CPCACTBA JIA JICUCHUSA
renatuta C.

Koxg ATX: JOSAPO7.

Mexanusm aeiictBus u dhapMakoauHaMudeckue 3O hEKThI

JlakiiaTacBup TpEACTaBIsAeT cOO0 BBICOKOCTICIU(PHYHOE CPEJICTBO MPSIMOTO JCHCTBUS MPOTHB
BI'C u He oGmanmaer BbIpakeHHOW akTUBHOCTHIO mpoTuB npounx PHK- u JIHK-comepskammmx
BupycoB, Bkmouas BUY. JlaknmaTacBup sBISETCS WHTHOMTOPOM HECTPYKTYypHOTO Oeika SA
(NS5A), MHOTOYHKITMOHATBHOTO MPOTeHHA, HEoOXoaumoro s perukanuu BI'C, u, Takum
o0pa3oM, MOJABISIET JIBa 3Tama XKM3HEHHOTO IMKJIA BHUpyca — peruukanuio BupycHoil PHK u
cOOpKy BUPHOHOB. Ha OCHOBaHWU MaHHBIX, MOJTYYEHHBIX in Vitro, U JAHHBIX KOMIIBIOTEPHOIO
MOJICJINPOBAHUS ITOKA3aHO, YTO JAKIATACBUP B3aUMOJEUCTBYET ¢ N-KOHIIOM B IIpeeax JOMEHa
1 Oenka, KOTOPBIA MOKET BBI3BIBATh CTPYKTYPHbIE MCKa)KEHUS, MPEMATCTBYIOIIUE pPeaTn3alun

¢ynkunii 6enka NSS5A. YcraHOBIEHO, UTO HpenapaT SBJISIETCS MOIIHBIM MaHT€HOTUITUYECKUM
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UHTUONTOPOM KoMmIutekca perutukanu BI'C reHOTHIOB '1@' :1ﬁ-%%5¢aT%Qﬁ%§&Eﬁ%&th

sbdexkruBHorl koHUeHTparuu (50% cHmwkenue, ECsp) OT NHUKOMONSPHBIX OO HU3KHX
HAaHOMOJISIPHBIX. [IpM KJIETOUHBIX KOJMYECTBEHHBIX aHAIM3aX peIuinKoHOB 3HadeHus ECso
naknaracBupa BapeupyroT ot 0,001 1o 1,25 HM npu reHotumax la, 1b, 3a, 4a, Sa u 6a u ot 0,034
1o 19 1M npu renorune 2a. Kpome toro, gaknaracsup uaruobupyer BI'C renotuna 2a (JFH-1)
npu 3HaueHnn ECso, paBaom 0,020 HM. [Ipu renotune la y nHQUUIUPOBAHHBIX NAIIUEHTOB, paHee
HE TOJYYaBIIMX JICUEHHe, OJHOKpaTHas 103a nakiaracBupa 60 Mr HpPUBOAUT K CpEelHEMY
CHIDKEHHUIO BUPYCHOM Harpy3Kku, ©3MepeHHo# uepes 24 Jaca, Ha 3,2 logio ME/mi.
HccnenoBanus Ha KyJnbType KJIETOK Tak)Ke MOKa3alM yCUJIEHHE NMPOTUBOBUPYCHOTO NENCTBUS
npernapara npu COBMECTHOM MPUMEHEHHH ¢ MHTEPPEpOHOM aib(a U MHrHMOMTOpaMH MPOTEa3bl
NS3, nenykneo3unasiMu uaruOutopamu BI'C NS5B, nykneosuanbivu anamoramu NS5B. Co
BCEMHU TMEPEUMCICHHBIMU TpYINNaMu [penaparoB He ObUI0 OTMEUEHO AaHTaroHu3Ma
MIPOTUBOBUPYCHOTO 3 (DeKTa.

Pe3ucTeHTHOCTD B KYABTYPE KISTOK

3amMeHbl aMHUHOKHUCIIOT, BBI3BIBAIOIINE PE3UCTEHTHOCTh K AakjaTacBupy y reHorunoB BI'C 1-6,
OBLITN BBIZICJICHBI B KJICTOYHOM CUCTEME PETUIMKOHA M HabMoganuch B N-TepMHUHAIBHON 00J1acTH
100 amuuokuciiotHoro ocrarka NSS5A. L31V u Y93H asimsumice 4acTo HaOMIOmAeMBIMA B
renotune 1b, a 3amensr M28T, L31V/M, Q30E/H/R u Y93C/H/N Obutn yacTo HaOJ101aeMBIMU B
reHotune la. EauHU4YHBIE 3aMeHbl aMUHOKHUCIOT B II€JIOM BbI3BIBAIOT HHU3KHI YpOBEHb
pesuctenTHocTH (ECso <1 HM mnsa L31V, Y93H) ansa renotuna 1b u Gonee BbICOKHE YPOBHHU
pesuctenTHOcTH g reHotuna la (mo 350 M st Y93N). IlpuHuumel BO3HUKHOBEHHS
PE3UCTEHTHOCTH B KIWHUYECKOW MPAKTUKE ObUIM CXOMHBIMH C MPHHIMIIAMHA BO3HUKHOBEHHS
PE3UCTEHTHOCTH, HAOTIOJACMBIMHU in Vitro.

Pe3UCTEHTHOCTE B KIMHUYCCKUX HCCIICIOBAHUIX

Appexm ucxoonozo nonumopgusma BI'C 6 omeem na mepanuro

B xoze mpoBeeHHOr0 MCCIEI0BAaHUS CBSI3U MEXKIY €CTECTBEHHO BO3HUKAIOUIMMH HCXOHBIMH
3ameHamMu NSSA (monumopdu3M) ¥ UCXOJ0OM JICUYSHHS OBLIO YCTAHOBJICHO, YTO BiusHHEe NSSA
OJTMMOpP(H3Ma 3aBUCUT OT CXEMBI TEPAITHH.

Tepanus kombunayuetl Oakiamaceup + acynanpesup

B xmmnnyeckux uccnepoBanusx II-1II ¢as3sl sddexkTnBHOCTS KOMOMHAIIMU JaKiaTacBup +
acyHaripeBup OblIa CHUKEHA y MarueHToB, nHpuupoBaHHeix BI'C renotuna 1b ¢ ucxogasiMu
3ameHaMu NS5A L31 u/unu Y93H. 40% nanuentos ¢ 3amenamu NSSA L31 (F, [, M unu V) w/unn
Y93H pocrturanu ycroitunBoro Bupycojorudeckoro orseta (YBO) 12 mo cpaBuHenuto ¢ 93%
MAIMeHToB 0e3 JaHHBIX BUIOB monmuMopdusma. McxoaHas pacmpocTpaHeHHOCTh 3aMeH NSS5A

L31 u Y93H cocrasusna 14%; 4% — g L31F/I/M/V otnensno, 10% — mns Y93H otaensHO U
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0,5% — s L3TF/UM/V + Y93H. U3 Beex crytaes Bupyeoornabckoti s herrnsocta mp

ucxonnoii 3amene NS5A y 15% mauuenToB 6si1a Toneko L31F/I/M/V, y 38% — tonbko Y93H u
y 2% — L31F/I/M/V + Y93H.

Tepanus xomdunayueu oaxniamaceup + cogpocoysup

B knuHMYECKMX HCCIIEJOBaHMSIX Yy MAIMEHTOB, MOJY4YaBIIMX TEpaIuio JaKiaTacBUPOM U
codocOyBupom ¢ wnu 0e3 pubaBupmHa B TeueHue 12 wumu 24 Henenb, UCXOAHBIE NSS5A
noIuMOp(HU3M B aMHUHOKHCIOTHBIX TMO3UIIMSX, CBSI3aHHBIM C YCTOWYHBOCTHIO K JaKJIATaCBUPY,
HaOmogancs y 19% nanuentos (11% — renorun la, 20% — rerorun 1b, 90% — rerorumn 2, 16% —
reHotun 3, 67% — rernotun 4 u 100% — reHotun 6) ¢ JOCTYIHBIMU UCXOIHBIMHU JaHHBIMU. DTH
NSS5A nonumopdusmsl Bitoyanu 3amensl M28T/V, Q30E/H/L/R, L31M umu Y93C/H/L/N/S y
narueHToB ¢ reotunoMm la; R30K/M/Q, L31M unu Y93H y mauuentoB ¢ rerotunom 1b; F28L
nin L31M y nanuenTtoB ¢ renotunom 2; M28V, A30E/K/S/T/V, L31M umu Y93H y nanueHToB
¢ rerotunom 3; L28M nunu L30R y manmenToB ¢ reHotunom 4; F28M/V u R30S y marueHToB ¢
TEHOTHUIIOM 0.

Cymmapsnbiii nporieHT YBO12 y manueHTtoB ¢ wim 0e3 ucxomHoro noiumopdusma NSSA B
nosoxeHusx 28, 30, 31 wu 93 coctarmnst 88 u 96% COOTBETCTBEHHO. Y MAIMEHTOB 0€3 IUppo3a
nedyeHu ¢ uim 6e3 ucxomaHoro NSSA mommmopdusma Habmomancs Beicokuid YBO: 95 u 99%
COOTBETCTBEHHO. Y MAIMEHTOB C IIMPPO30M IeUeHH ¢ Wwin 6e3 ucxogHoro NS5A nomumopduszma
VYBOI12 cocraBnsin 53 u 85% coorBerctBeHHO. Y 10 ManMeHTOB € LHUPPO30M TECUYEHH C
He?(h(PEKTUBHOCTHIO Tepanuu crenudpuyeckue ucxoaabie NS5A nonmuMopdr3Mbl HAOIIOAATNUCH B
cnenyromux nojoxenusx: M28T (n=1), L31M (n=2, knacc B no Yaitnn—IIs0) 1 YO3N (n=1) y
narueHToB ¢ reHotunoMm la; A30K (n=1), Y93H (n=3) u A30T (n=1) y naniueHTOB C T€HOTHIIOM
3; u L31M (n=1, knacc C mo Yaitng—IIpr0) y maruenTa ¢ renotunom 2. Bee ommcannbie NS5A
3aMeHBbI 111 TeHOTUIOB la, 2 u 3 Bb3bIBaIU 100-KpaTHOE CHUIKEHUE aKTUBHOCTH JTaKjaTacBUpa
in vitro, 3a uckioueHueM 3ameHbsl A30T, koTopas Obuta 3adUKCHpOBaHa TOJIBKO UCXOIHO, HO HE
B MOMEHT Heynauu. M3 14 manueHToB ¢ HUPPO30M IEUYEHH, Y KOTOPBIX HE OBLIO MCXOIHOTO
nonumopdusma NSS5A, y 6 naruenton Obu1 nuppo3 kinacca C no Yaiina—IIsio.

B Xxone kiIMHUYECKUX MCCIeAOBAaHUM y MAIMEHTOB B UCX0oAHOM NS5B mocienoBaTenbHOCTH HE
ObuT0 3aduKcupoBaHo 3aMeHbl S282T, BeI3bIBaIONIEH YCTOWYUBOCTD K cohocOyBupy (Tadi. 10).
Tab6auua 10. Brusaue ucxoansix NS5A nonmumopdusmos (B nonoxenusix 28, 30, 31 unu 93) na
YBOI12 y nauueHToB ¢ Wik 0€3 UCXOJHOTO IUPpOo3a, MOJYyUYaBIIUX TEPANHUIO JAKIATACBUPOM H

codocOyBupom ¢ wim 6e3 pubaBupuHa 12—24 nenenu

YpoBenb YBO12 y nauunenToB ¢ NSSA noc/ie10BaTejibHOCTHIO
¢ U3BECTHBIMHU HCXoAHbIMH NS5A 0e3 N3BECTHBIX MCXOIHBIX
NoJIMMOppu3MaMu NS5A noanmopduzmon
B nenom 102/116 (88%) 469/489 (96%)

26



IF IJ-hIJ-h
i el ol

TEETCTEBYET 3KCNEPTHOMY OTHYETY

i e

ot 30.05.2025 N= 13730

[ManeHTs! ¢ TUPPO30M 11721 (52%) " IOCHELC E"""TE%i;‘é_i'%é'S%a 0002
I'enorun la 2/6 (33%) 42/48 (88%)
I'enotum 1b 0 12/12 (100%)
IenoTum 2 5/6 (83%) 0
I'enotun 3 2/7 (29%) 22/30 (73%)
I'enorum 4 2/2 (100%) 1/1 (100%)
[ManmenTs! Oe3 uppo3a 83/87 (95%) 350/353 (99%)
I'enorun la 24/24 (100%) 186/186 (100%)
I'enotun 1b 11/11 (100%) 42/42 (100%)
IenoTum 2 27/27 (100%) 3/3 (100%)
'enoTun 3 19/23 (83%) 118/121 (98%)
I'enorum 4 2/2 (100%) 1/1 (100%)

Tepanus xombunayueu oaxiamaceup + acynanpesup + nveunmepghepon anvga + pubasupun

YV 11% nanueHToB, KOTOPHIM MPOBOAMJIOCH CEKBEHHPOBAHME 1O Hayajla JICUCHHS, UMEIIUCh
WCXOJIHBIC 3aMEHBI, CBSI3aHHBIC C PE3UCTEHTHOCTHIO K AakiaracBupy. 90% manueHToB JOCTUTIIN
YBOI12, y 2,4% nanuenToB Obliia HeBUpYcoJoruueckas HeahheKTuBHOCTD, 1 'y 7,2% MaIleHToB
HabOmoanack BHUpycosiorudeckass HedpdextuBHoCcTh (y 2,4% TNalMEeHTOB € TEHOTHUIOM la
nMenacek 3ameHa NSS5A-L31M u y 2,4% — 3amena NS5A-Y93F Ha ucxonHoMm ypoBHe; y 2,4%
MAIMEHTOB ¢ TeHOTHNOM 1b umenacek 3ameHa NS5SA-L31M Ha HCXOIHOM YPOBHE).

Tepanus kombunayuetl daxniamaceup + nseunmepgepor anva + pubasupun

Ucxonnpiit NSSA monmumopdusm, TPUBOISIINNA K TOTEPE YyBCTBUTEILHOCTH K JaKIaTaCBUPY in
vitro (rerotun la: M28T, Q30H/R, L31M/V, Y93H/N; renotun 1b: L31M, Y93C/H; renotun 4:
L28M, L30C/R, M3 IV), nabmtonancs y 7% nanuentos ¢ BI'C renoruna la, y 16% narueHToB ¢
BI'C renoruna b u y 63% manueHTOB ¢ reHOTHNOM 4, HE TMOJIY4YaBIIUX paHEE JICUCHHUS.
BbonbummucTBo nanuenToB (56% c renotunom la, 75% c renotunom 1b u 83% c renotunom 4) ¢
ncxoaHbiMu NS5 A nonmumopduzmamu gocturin YBO12.

5.2. dapmakokuHeTHYECKHE CBOHCTBA

DapMaKOKHHETUYECKHUE CBOWCTBA JIaKJIaTaCBUpa OLEHUBAIUCh Yy B3POCIBIX 3IOPOBBIX
no6posostbiieB 1 arueHToB ¢ XI'C. [Tociae MHOTOKPaTHOTO MTepopaIbHOTO ITPHUEMa TaKIaTacBupa
B 7103upoBKe 60 MT OJTMH pa3 B CYyTKH B KOMOWHAIIUH C IATUHTEPHEpOHOM anb(ha u pubOaBUPHHOM
cpeaHee 3HaueHUE (KOA(POUIMEHT H3MEHYMBOCTH, %) MakCHUMajdbHONH KOHLUEHTPAIUH (Crmax)
nmakiatacBupa coctaBisuio 1534 (58) Hr/mu, Tuiomiaay mojJ KpPUBOW «KOHIIEHTPALUS—BPEMSI)
AUCo-24— 14 122 (70) Hrxu/mi u MuUHUMaIIbHOHN KOHIIEHTpAHH (Cmin) — 232 (83) Hr/mi.
AbGcopbuus

AOGcopOuust OpicTpasi. MakcuMabHast KOHIICHTPAIK JakjaTacBupa Habmoaercs yepes 1-2 yaca
nocine nmpuema BHYTph. AUC, Cmax u Cmin B KpOBU SBJISIOTCS 10303aBHCUMBIMU, CTAOMIIbHAS

KOHIIEHTpAIIUsI TaKJIaTaCBUpPA B TUIa3Me KPOBHU HaOr01aeTcst Ha 4-i JICHb IPUMEHEHUS Ipernapara
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IIpU pUeMe BHYTPh OJIMH pa3 B CyTKU. MccnenoBanus He'QJB%Qn_}Eﬁ'Es%%IMMéE&&bQEEQ%m

npenapara y 6oibHbIX rematutoM C 1 310pOBBIX J0OpOBOIIbLEB. MccnenoBanus in vitro u in vivo,
IIPOBEJCHHBIE C YEJOBEUYEeCKMMM KieTkamu Caco-2, MOoKaszajiu, 4YTO JAaKJIaTacBUp SBISAETCS
cyoctparom st P-gp. AGcomoTHas 6M0J0CTYITHOCTh Mpernapara coctapisieT 67%.

B uccnenoBanusix ¢ yuacTUEM 3/10pOBBIX J0OPOBOJIBLEB ObUIO YCTAHOBIEHO, YTO OJHOKPATHBIN
npueM 60 Mr naknatacBupa yepe3 30 MUH nocie nprueMa MUIM ¢ BBICOKMM COAECPKAHUEM KUPOB
(okomno 1000 kkan, cogepkanue )kupoB okono 50%) cHmkaer Cmax npenapara B KpoBu Ha 28%
u AUC na 23%. IIpuem npemnapara mociie JIerkoro npuema numiu (275 kkai, coaepkaHue KUpoB
ok0J10 15%) He U3MEHsJT KOHIIEHTPAIIUIO Tperapara B KpOBH.

Pacnpenenenue

O0beM pacnpenenenus nakiaatacBupa (Vss) Mociie OJHOKPATHOTO BHYTPHUBEHHOTO BBEICHUS
100 mxr ipenaparta coctaniseT 47 1. CBs3b ¢ O€TKaMH TUIa3Mbl HE 3aBUCHUT OT JI03bI (M3y4aeMbIi
nuarnaszoHn oT 1 mr g0 100 mr) u cocraBmsier 99%. B uccnenoBanusix in vitro yCTaHOBIIEHO, YTO
JAKJIaTaCBHP CIOCOOCH MPOHUKATH B TEMATOIUTHI 32 CYET aKTUBHOTO (MPEUMYIIECTBEHHO) WIIH
MACCHUBHOTO TPAHCIIOPTa. AKTHBHBIA TPAHCHIOPT OCYIIECTBISETCS OEIKaMU-TPAHCIOPTEPAMU
oprannyeckux karnoHoB OCT1 w apyrumu HEWACHTH(PUIIMPOBAHHBIMH TPAHCIIOPTEPAMH, 3a
HUCKIIFOYCHHEM  OEJIKOB-TPAHCTIOPTEPOB  opraHuyeckux  aHuoHoB  OAT2,  Harpwmii-
taypoxonarkorpancnoptaoro nojunentuga (NTCP) umu OATP.

Buorpancdopmarnus

B uccnenoBanusx in vifro ycTaHOBIEHO, YTO AAKJIATACBUP SBIsAETCS CyOCTpaTOM H30(epMeHTa
CYP3A, mpu srom CYP3A4 sBrnsercs ocHoBHOW wu3zodopmoit CYP, oTBercTBeHHOU 3a
MeTaboau3M Ipenapara. MeTaboauThl ¢ conepxkanueM 6osee 5% OT KOHLIEHTPAIIUH UCXOIHOTO
BELIECTBA OTCYTCTBYIOT.

OJIMMUHALNS

[Tocne nmepopanabHOro npuema 340pOBBIMU JOOPOBOJIBIIAMU OJHOKPATHBIX 103 JaKJIaTaCBUPA,
MEUEHHOTO PaJHOaKTUBHBIM yriepoaom C-14 ([*C]-naknaracsup), 88% Bceil paanoaKTHBHOCTH
BBIBOJIMIIOCH ¢  KaimoMm (53% B HeusMeHeHHOM Bujue), 6,6% BBIICIAIOCH C MOYOM
(MpenMyIIeCTBEHHO B HEU3MEHEHHOM BHU/IE).

[Tocne mHOTOKpaTHOTO MpHeMa nakiaracBupa BI'C-unumupoBaHHBIMUA MalMEHTAMU TEPUOJ
IIOJIyBBIBEJIEHUS JaKjaTacBupa BappupoBaid oT 12 no 15 wacoB. Y mnauuMeHTOB, KOTOpBIE
NPUHUMAIU JIaKJaTacBup B Tabjerkax 60 Mr c mocieayromyuM BHYTPUBEHHBIM BBeneHueM 100
Mkr [13C, N]-naknaracsupa, o6muii knupeHc coctass 4,24 /4.

IToueunast HeJOCTATOYHOCTD

Cpasuenune Benuunabl AUC y nanmenTtoB ¢ uHdeknuer BI'C u HopmanbHON GyHKIMEH MOoYek

(KK 90 mn/mun) u nanuentos ¢ uHeknuei BI'C ¢ mapymenusmu ¢pyakiuu nodek (KK 60, 30 u
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15 mn/mMun) nokazano yBennueHue AUC Ha 26, 60 u 8@'&‘&1@&?&%5&%‘&1 Tg', '%AQ';'%'I%)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

COOTBETCTBEHHO. Y TMAIlMEHTOB C TEPMUHAIBHOW cTajaueil 3a0oiieBaHMs TOYEK, TpeOyromen
poBeJCHUS TeMoananu3a, Hadmoaanoch noseimenue AUC Ha 27% (cBsi3anHOU — Ha 20%) 10
CpPaBHEHHUIO C MAIMEHTaMU ¢ HOpMaabHOU (PpyHKIMeN mouek. CTaTUCTUYECKUI MOIMYIISIITAOHHBINA
ananu3 mnanueHToB ¢ nHpeknueir BI'C mokazan ysenmmuenne AUC y manueHTOB ¢ JIETKOW U
CpPEeHEH CTENeHbI0 IMOYEUHOW HEJOCTATOYHOCTH, OJHAKO BEJIMYMHA HSTOTO TOBBILIECHUS HE
SIBJISIETCSL KIIMHUYECKU 3HAYUMOM JI71s (hapMaKOKUHETHKY JaKjaTacBupa. BBHy BEICOKOH CTETICHH
CBS3BIBAHUS JakjiaracBupa ¢ OelkaMu, MpPOBEACHHE TeMOAMAlu3a HE BIUAET HAa €ro
KOHILIGHTpallMl0 B KpoBU. M3MeHeHus 03Bl Ipenapata y MAalMEHTOB C IOYEYHOH
HEJ0CTATOYHOCTHIO HE TPeOyeTCsl.

IleueHnouyHas HEJOCTATOYHOCTh

Hccnenoanus papMakoKUHETHKH JakiaTacBupa B 1o3e 30 M IpOBOAUIIH C y4aCTHEM MAIlIEHTOB
¢ renatuToM C C JIETKOH, CPETHEH U TSDKEJION CTENEHBIO MEUeHOYHOM HEIOCTATOYHOCTH (KJIacChl
A—C no Yaiinn—IIpi0) B cpaBHEHUH € MAlUeHTaMu 0e3 HapylieHus (pyHKIUHN eueHH. 3HAUYCHHS
Cmax 1 AUC naknaracBupa (CBOOOJHOTO U CBSI3aHHOTO C OelKaMu) OBLTH HWXKE MPU HAJTHMYUU
MEYEHOYHON HEJOCTATOYHOCTU MO CPAaBHEHUIO CO 3HAUEHUSMHU 3TUX TOKazaTellel Yy 30pOBBIX
TO0OPOBOJIBIIEB, OJHAKO JIaHHOE CHI)KEHHME KOHIIEHTpAIMM HE ObUIO KJIMHUYECKH 3HAUYHMMBIM.
OTtcyTcTByeT HEOOXOAMMOCTh HM3MEHEHHS JO03bl Mpenapara y MaldeHTOB C HapyIIeHHOU
byHKLMEH TeYeHH.

JINIta MoKMWJIOro Bo3pacra

B ximHMYECKHX MCCIEOBAaHMUAX MPUHUMAIN YY9acTHE MAIMEeHTHI MOXKIIOro Bo3pacTa (65 ner u
crapiue). i3mMeHenus: papMakOKHMHETUKH, a Takxke Mpopuield 3pPEeKTUBHOCTH U OE30MIaCHOCTH
npernapara y Mmo>KujblX MalleHTOB He HaOII01al0Ch.

Hon

Hab6mronarorces paznuuust B oomiem kiauperce (CL/F) nakmaracsupa, nmpu 3tom CL/F y xenmun

HHUIKC, OTHAKO JaHHOC Pa3JIMYUC HC SABJISCTCA KIIMHUYCCKU 3HAYMMBIM.

6. PAPMAIEBTHYECKHE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Jlaknaracsup @apmacunres, 30 Mr, TaOJIETKH, MOKPBITHIE INIEHOYHOI 000JI0YKON

Aopo mabremxu

JlakTo3a Oe3BoHAs

[enmrono3a Mmukpokpucraminyeckas 200
Kpockapmennosa HaTpust

Kpemuust auokcua KoJouaHbINA
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Maruus creapat

IInenounas obonouxa

I'mnpomennosa

[TomusTunenraukoss 6000

Turtana guokcun (E171)

Komnosunon

Tanbk

Kpacurens nnaurokapmus (E132)
Kpacurens oxcup xenesa sxentoiil (E172)
WIH

I'oroBas miieHo4Has 000I09Ka
Kpacurens nnaurokapmus (E132)
Kpacurens oxcup xenesa sxentoiii (E172)

Jaxnaracsup @apmacunres, 60 Mr, Ta0JIEeTKH, HOKPHBITHIE JIEHOYHOU 000JI0UYKON

Aopo mabremxu

JlakTo3a Oe3BoHAs

[enmroso3a Mmukpokpucraminyeckas 200
Kpockapmennosa HaTpust

KpeMHust qrOKCH]T KOJUTOU THBIHA
Maruus creapat

Inenounas obonouxa

I'mnpomennosa

[HommyTunenrnukons 6000

Turtana guokcun (E171)

Komosunon

Tanbk

Kpacurens nnauroxapmus (E132)
Kpacurens oxcup xenesa sxentoiii (E172)
WIH

I'oroBas miieHo4Has 000I09Ka

Turtana guokcun (E171)

Kpacurens nnaurokapmus (E132)

Kpacurens oxcup xenesa sxentoiii (E172)
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6.2. HecoBMecTHMOCTL

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs)

3 roxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpanuTth nipu Temnepatype He Baime 30 °C.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH

ITepBuyHasg ymmakoBKa JIEKapCTBEHHOTO IIperapara

[To 10 wm 14 TabieTok MoMenarT B KOHTYPHYIO SUCHKOBYIO yakoBKy u3 miieHku [TA/An/TIBX
1 (OB ATIOMHUHUEBOM MEYaTHON JTAKUPOBAHHOM.

[Io 28 tabmeTok mnoMemaloT B OaHKy M3 MOJUATHICHA HHU3KOTO MABICHHUS C KPBIIIKOH
HATSATUBAEMOM C KOHTPOJIEM IIEPBOT0 BCKPHITHS M ITAKETUKOM cuiinkaresns. Ha 6anky HakienBaoT
STUKETKY U3 OyMard OJTHUKETOYHOW WM THCYed, WIM W3 TOJMMEpPHBIX MaTepuasos,
CaMOKJIESLTYIOCS.

BropuuHas ymmakoBKa JIEKAPCTBEHHOTO Mpemnapara

[To 2 KOHTYpPHBIX STYEMKOBBIX YIIAKOBKM BMECTE C JIMCTKOM-BKJIAJBIIIEM MOMEIIAIOT B MAYKy U3
kapToHa. Ha mauky MoxeT ObITh HaKJIeeHa CaMOKJIesIIascs ITUKETKa U3 OyMaru ¢ MapKupOBKOM.
JlomonHUTENbHO Ha TMA4YKy HAKJIEUBAIOT JBa MPO3PAayHBbIX (QUKCUPYIOUIMX CTHKEpa U3
MOJIMMEPHBIX MaTEpUaJIOB.

[To 1 Ganke BMecTe ¢ JIMCTKOM-BKIIAIBIIIEM MMOMEMIAIOT B Ma4yKy U3 KapToHa. Ha mauky moxer
OBITH HaKJIEEHA CAaMOKJIESIIIasACs ITUKETKa U3 OyMaru ¢ MapkKUupoBKOM. JIOMOIHUTENBHO HA MAUKy

HAKJIEMBAIOT OJIMH WU JBa MPO3PayHbIX GUKCUPYIOIINX CTUKEpa U3 MOJUMEPHBIX MaTEpUaJIOB.

6.6. OcoOble Mepbl TNPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHHH  HCIOJb30BAHHOIO
JIEKApCTBEHHOr0 TIpenapara WJIH OTX0A0B, MOJYYEHHBIX TMOCjJe TPUMeHEeHHs
JIEKAPCTBEHHOI0 Mpenapara, i Ipyrue MaHUMYJIsIHH C MPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHUSA
Poccuiickas @enepanus
AO «®apmacuHTE3»

664007, Upkyrckas o6., . UpkyTck, yn. KpacnorBapaeiickas, 1. 23, odpuc 3
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Anpec 31eKTpoHHOM mouThl: info(@pharmasyntez.com

7.1. IIpeacTaBuTe/Nb JEpsKATEs] PETHCTPANMOHHOIO YI0CTOBEPEHHSA

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanus

AO «®apmacuHTE3»

664040, r. Upkyrck, yi. Po3sr JIrokcemOypr, 1. 184
Ten.: 8-800-100-15-50

Anpec 351eKTpoHHOM mouThl: info@pharmasyntez.com

8. HOMEP PEI'UCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. JATA NEPBUYHON PETMCTPAIIMUA (IIOATBEPXJIEHUSA PETMCTPAIINMN,
HEPEPETUCTPAIIUN)

JlaTa nmepBoii perucTpanuu:
10. JATA HEPECMOTPA TEKCTA
OO0mas xapakTepUCTHKA JiekapcTBEHHOTO mpemnapara JlaknatacBup dapmacuHTe3 JOCTyITHA HA

UHPOPMAIIMOHHOM TIOpTajie EBpa3suiicKkoro SKOHOMHUYECKOTO Ccor3a B HWH(POPMAIMOHHO-

KOMMYHHKaIIMOHHOH cetu «MHTepHeT» https://eec.eacunion.org)/.
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