COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.04 2024 N= 7142

OBILASI XAPAKTEPUCTUKA JIEKAPCTBEHHOTFO TIPEITAPATA "4

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Onrpasup, 0,5 Mr, TabIeTKH, MOKPHITHIC MJIEHOYHONH 000JI0UKOM

Onrpasup, 1,0 Mr, TabIeTKH, MOKPHITHIC IJIEHOYHOH 000JI0YKOM

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB
JleiicTBy1OI1I€€ BEIIECTBO: YHTEKABUP.

Darpasup, 0,5 Mr, TabJeTKH, HOKPBITHIE IIIEHOYHONH 000JI0YKOMI

Kaxnas Tabnerka, MOKphITas IUIEHOYHOW 000510ukoi, comepxkut 0,5 Mr sHTekaBupa (B BUIC
MOHOT'H/IpaTa).

Darpasup, 1,0 Mr, TabJeTKH, HOKPBITHIE [IIEHOYHOM 000JI0YKON

Kaxxnass TabneTka, MOKpbITas IJIEHOYHOW 000J104KoM, comepkuT 1,0 mMr sHTekaBupa (B BHjE
MOHOT'H/IpaTa).

BcmoMorarenbHbIE BEIECTBA, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: JJaKTo3bl MOHOTHIpaT (CM. pasnen 4.4).

ITonubrit MNEPCUYCHb BCIIOMOI'aTCIIbHBIX BCIICCTB IIPUBCACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0neTku, NOKPBITHIE TNIEHOYHOIH 000I0YKOH.

Oarpasup, 0,5 mr, Ta6J'IeTKI/I, MOKPBITHIE TINIEHOYHOM 000JI0YKOMU

TabseTku, MOKPHITHIE INIEHOYHOU 000JI0YKOH, O€10T0 I[BETa, TBOSKOBBITYKIIbIE, KPYTIIOH (DOPMBI.
Ha nonepeunom cpese siapo 6enoro 1pera.

Oarpasup, 1,0 mr, Ta6J'IeTKI/I, MOKPBITHIE TINIEHOYHOM 000JI0YKOMU

Ta6HeTKI/I, IOKPBITHIC IUIEHOYHOM 060J'IO“IKOI>1, Oenoro IBCTAa, IBOAKOBBIITYKIIBIC, KaHCYHOBHHHOﬁ

dopmel. Ha monepeuHom cpese sapo 0enoro msera.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusA K IPUMEHEHH IO

[Ipenapart DarpaBup nokazaH K IPUMEHEHUIO JIsl JICUEHUSI XPOHUYECKOTro renatuta B y B3pocibix

c:

—KOMIIEHCUPOBAHHBIM TIOPAKEHUEM IEUEHU U HAJIMYMEM BUPYCHOUM PETUIMKAINU, TTOBBIIICHUS
YpOBHSI aKTUBHOCTH CHIBOPOTOYHBIX TpaHCaMHHAa3 (amaHuHamMuHOTpaHchepaza, AJIT; wmm
acnaptatramuHoTpancepaza, ACT) W THUCTOJOTHYECKHUX TPHU3HAKOB BOCIAIUTEIHLHOTO

npoiiecca B eueHu u/mim pudposa;
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—ACKOMIICHCUPOBAHHBIM IMOPAXKCHUEM TICYCHU.

4.2. Pe:xuM 103UPOBAHMSA U CIIOCO0 NPUMEHEHH
Tepanuio J0JKEH IPOBOIUTH Bpay, UMEIOIIUI ONBIT B JIECYEHUU XPOHUYECKOTrO renatura B.

PexxuM 1o3upoBaHus

HauueHmbl C KOMNEHCUPOBAHHBIM NOPANCEHUEM NEUYEHU

Tayuenmui, panee He noyuasuiue mepanuio HVKJZ@O&’UOCIMM

Pexomenryemas no3a npemnapara Onrpasup cocrasiseT 0,5 Mr ouH pa3 B CyTKH, HE3aBUCUMO OT
nprema MUIIH.

Hayuenmut, pezucmenmuble KJZCZMMGV()MHV (I’I’ZO ecmb, NayUeHmol 8 AHAMHE3e C BUPEMUCH BUDYCOM

eenamuma__B, COXDaHﬂIOWQL?Cﬂ HAa d)OHe mepanuu ]ZCZMMGV@L[HOM, uiu nayueHmovl C

NOOMEEPAHCOCHHOU PEe3UCMEHMHOCMbIO K IAMUBYOUHY)

Pexomenayemas 1o3a npenapara InrpaBup COCTaBIsAeT | MI OIMH pa3 B CyTKH HATOIIAK (TO €CTh,
HE MEHee YeM 4Yepe3 2 yaca Mocje ellbl U He MO3JHee, YeM 3a 2 yaca JI0 CIEIYIOIIero npuema
TIUIIN).

[Ipu nammuuu LVDr wmytanuii (pe3sucTeHTHOCTh K JaMUBYAMHY) CJEAyeT pPacCMOTPETh
KOMOMHHpPOBAaHHOE TMPUMEHEHHE JHTEKaBUpPa M BTOPOTO IMPOTUBOBUPYCHOrO mpemapata (K
KOTOPOMY HET PE3UCTEHTHOCTH, MEPEKPECTHOM C JIAMUBYIMHOM WIIM SHTEKABUPOM) Kak Oolee
IPEIIIOYTUTENbHBIN BapUaHT B CPABHEHUHU C MOHOTEpANUEil 3HTEKaBUPOM (CM. pazjen 4.4.).
Tlayuenmsi ¢ 0eKoMNeHCUpOBaAHHBIM NOPANCEHUEM NeYeHU

Pexomenyemas no03a npenapaTa DArpaBup coCcTaBisieT 1 Mr OIMH pa3 B CYTKH HATOILAK (TO €CTb,
HE MEHee 4eM 4Yepe3 2 yaca IOocie €l U He MO3JHEe, YeM 3a 2 yaca 10 CJIEQYIOIIEro mpruemMa
TTUTITN ).

IIpooonsicumenvrocms mepanuu

OnTumManbHas IpOJ0JDKUTENBHOCTD JeUeHHUs Heu3BecTHA. [IpekpaliieHue jneueHnus MoeT ObITh
pPaccMOTPEHO CIEAYIOIUM 00pa3oM:

—V B3pocnbix HBeAQ-mo3UTHBHBIX MAIMEHTOB TEPAMHIO CIETYET MPOAOKATH 0 KpaitHel Mepe
no 12 wmecsmeB mocie aoctmxenus cepoxonsepcun HBe (motepss HBeAg u motepst JTHK
(1e30KCUpUOOHYKIICMHOBOM KUCIIOTHI) BUpyca renaruta B ¢ oOHapyxennem antu-HBe Ha nByx
MOCJIEI0BATENbHBIX 00pa3lax CHIBOPOTKM C WHTEPBAJIOM HE MeHee 3—6 MecsieB) WM [0
cepokonBepcun HBS min 10 norepu 3ppexTuBHOCTH.

— ¥V B3pocabix HBeAQ-HeraTuBHBIX MAIIMEHTOB TEPANUIO CIEAYET MPOI0JIKATh 1O KpaiHel Mepe
1o cepokonBepcun HBS min 0 nosiBnenus npuzHako notepu 3G pextuBHOCTH. [Ipu ymutensHom
JeyeHUH Oosiee 2 JIET PEKOMEHIYEeTCs PEryJsipHO MPOBOAUTH MOBTOPHYIO OLEHKY, YTOOBI

MOATBCPAUTH, UTO IPOJOJIKCHUC BI)I6paHHOI71 TEpAIIMU OCTACTCA MOAXOAAIINUM JJIA MaluCHTA.



COOTBETCTEYET E_l‘f CMNEPTHOMY OTYETY

ot 10.04 2024 N= 7142
VY nmanuMeHToB ¢ JIEKOMIIEHCHUPOBAHHBIM 3a60MEBaHHEM l;lllellre;lﬁ:ll}f; '“u%gwiw I:'I'I-ll?)EIgtl):?:llﬁ_%éHI/Ie

JICYCHUS HC pCKOMCHAYCTCA.

Oco0Bble IpVIIILI MAIUEHTOB

Tayuenmui ¢ noueunoii HedoCmMamouHoCmoio

KnupeHc sHTekaBHpa yMEHBINACTCS IPU CHIKCHMM KJIMpEHCa KpeaTHMHHHA. Pekomenpyercs
KOPPEKIHs 1036l SHTEKABUPA MAIMEHTaM C KIUPEHCOM KpeaTuHUHa <50 MIJI/MUH, B TOM YHUCIIe
HAXOMAIIMMCS Ha TeMOJHaln3e U IUTEIbHOM aMOyJIaTOPHOM IEPUTOHEATBHOM JHANIN3e,
coriacHo Tabnuue 1.

[IpennoxeHHbple peKOMEHJALUH 110 KOPPEKIMH 103bl SHTCKaBUPa OCHOBAHBI HA DKCTPAIIOJIALAN
OTPaHUYEHHBIX JTaHHBIX, X 3()()EKTUBHOCTH M OE30MACHOCTh HE OLIEHUBAIACH KIMHUYECKHU.
BBuay 31010, BUpyCOJIOTHYECKHM OTBET CIEAYET TIATENbHO KOHTPOIUPOBATH.

Ta6n1/1ua 1. PeKOMeHI[yeMHe AO3bI DHTCKABUPA Y MAIITUCHTOB C MMOYCYHOM HEOAOCTAaTOYHOCTBIO

Kaupenc kpearnnuna IManuenTol, panee He Pe3ucTeHTHBIE K JIAMUBYIHHY
(MJ1/MuH) NnoJiy4yaBiuiue NANUEeHTHI U MAIHEHTHI ¢
HYKJIEO3W/IHbIE MpenapaThl AeKOMIIEHCHPOBAHHBIM

MOPAKECHUEM IECICHH

>50 0,5 Mr oiMH pa3 B ICHb 1 Mr oauH pa3 B JCHb
30 - <50 0,5 mr kaxnaele 48 gacos 1 mr xaxzaole 48 gacos
10 - <30 0,5 Mr xaxxaele 72 Jaca 1 mr kaxxaple 72 yaca
<10 0,5 Mr kaxaple 5—7 guei 1 Mr kaxxable 57 gHen

I'emoaunanuz™ wim
JUINTENIbHBIA aMOyIaTOPHBIN
NIEPUTOHEAIBHBIN AUAIIN3

* 3HTeKaBI/Ip CJICAYCT IPUHUMATDL MOCJIC CE€AaHCA reMOoJrain3a.

HauueHmbl C NeYeHOYHOU He0OCMAmMoOYHOCMbIO
Y nanmeHToB ¢ MeUYeHOYHOM HeJOCTaATOUHOCThIO KOPPEKITUS 103bI SJHTEKaBHpa He TpedyeTcsl.
Toorcunvie nayuenmaol
YV NOXUJBIX MAIMEHTOB KOPPEKIIUS J03bl DHTEKaBUpa He TpeOyetcs. Koppekuuo 10361 caeayer
MPOU3BOJUTH COTJIACHO (PYHKIMM TOYEK MalueHTa (CM. PEKOMEHJAIMU JJisi TAIlMeHTOB C
MOYEYHON HEAOCTATOYHOCTHIO).

C€TU
be3onacHocTh U 3 PexkTHBHOCTD mpernapaTa DiurpaBup y aerei B Bo3pacte oT 0 mo 18 met He
YCTaHOBJICHBI.

Cnooco0 nmpuMeHeHus

BnyTpb.
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4.3. IIporuBonoka3anus

e [ UNepuyyBCTBUTEIBHOCTh K HHTEKAaBUPY HJIM K JIOOOMY M3 BCIIOMOTATEIBHBIX BELIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

e Jlerckuii Bo3pact 10 18 ner.

e Penkas HacleICTBEHHAsh HENEPEHOCUMOCTh JIAKTO3bI, AC(PUIUT JaKTa3bl WM TIFOKO30-
rajlakTo3Has MaiabaOcopOIus.

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH

JlakToaln03 1 BEIpaXKEHHAS TeIaTOMETaans CO CT€aTOo30M

[Ipy npuUMEHEHHMM aHAJIOrOB HYKJIECO3UJOB ONHMCAHO BO3HUKHOBEHME Jlakroauuzaosa (0e3
TUIIOKCEMHH) HMHOTJAa C JIETAJIbHBIM HMCXOJOM, OOBIYHO AaCCOLUMHUPOBAHHOIO C BbIPA)KEHHOU
renaroMeraigueil u crearo3oM neyeHu. [1ocKkonbKy SHTEKaBUp SBJISETCS aHAJIOTOM HYKJICO3UI0B,
TaKOM pUCK HE HCKIItoueH. JleueHne aHamoramMu HyKJI€O3UI0B CIIEAYET IPEKPATUTh MPU PE3KOM
HOBBIIIEHUH aKTUBHOCTH aMUHOTpaHc(epas, pa3BUTUHU MIPOIPECCUPYIOLIEH rernaToMeraiuy Win
METa0O0IMUECKOro  alu103a/JIakTOalnA03a HEeU3BeCTHOW sTuosoruu. JloOpokayecTBEHHbIE
CUMIITOMBI CO CTOPOHBI ITUIIEBAPUTENBHON CUCTEMBI, TAKHE KaK TOLIHOTA, PBOTA U OOJIb B )KUBOTE
MOTYT YKa3bIBaTh Ha Pa3BUTHE JIAKTOAIM103a. TspKeNble Cilyyau, MHOTIA C JIETAIbHBIM UCXO/0M,
aCCOLIMMPOBATIMCH C IAaHKPEaTUTOM, [I€YEHOYHOM HEeJI0CTaTOYHOCThIO/CTEATO30M II€UCHH,
MOYEYHOW HEI0CTaTOYHOCTHIO U MOBBIIIEHUEM KOHIIEHTPALIUY JIAKTaTa B CBIBOPOTKE KPOBH.
Crnenyer coba0AaTh OCTOPOKHOCTD IIPU HA3HAYEHUH aHAJIOTOB HYKJICO3HU/I0B JIFOOBIM MALIUEHTaM
(B 0ocOOEHHOCTH, JKEHIIMHAM C OXUPEHHMEM) C TrernaToMerajaueil, remartutoM WU JPYTUMHU
U3BECTHBIMM (haKTOpaMM pUCKAa pa3BUTHsS 3aboneBaHuil nedeHu. HeoOXxoaumo NpoBOAUTH
TIIATEeIbHOE HAOII0ACHUE 3a TAKUMH MTaLlUEHTaMU.

Uto6s! quddepeHrpoBaTh MOBHIIEHNE aKTUBHOCTH aMUHOTpaHcdepa3 BCIIEICTBUE OTBETA Ha
JIEYEHUE U MOBBILIEHHE, BEPOSITHO CBA3aHHOE C JIAKTOALMI030M, Bpay JOJIKEH YOeAUTbCs B TOM,
yro u3MmeHeHus: AJIT acconuupoBaHbl € YJIydIIEHHEM JApPYTUX Ja0OpaTOpHBIX MapKepoB
XpOHHUYECKOro remnarura B.

O0ocTpenne renaTuTa

CrnioHTaHHBIE 00OCTPEHUS MPU XPOHUUECKOM TemaTute B BCTpeuaroTcss CpaBHUTEIHHO YacTO U
XapakTEepU3yTcs npexoasmuM noBbimieHneM aktuBHocTu AJIT B ceiBopoTke kpoBu. Ilocne
Ha4yaJIbHOU POTUBOBUPYCHOM T€panuu y HEKOTOPBIX MAIIUEHTOB MOXKET MOBBICUTHCS AKTUBHOCTh
AJIT B cweiBopoTKe KpoBH, B TO BpeMs kak mokazatesu JHK HBV (Bupyca rematura B)
cHmkaroTcss. Cper MayeHTOB, MOJYYaBIINX JICUEHHUE SHTEKaBUPOM, MEIWaHa BPEMEHH JI0
BO3HUKHOBEHHUS OOOCTpPEHHS B XOJe JeUeHHUs cocTaBuia 4-5 Hemenb. Y TAIMEHTOB C
KOMIICHCUPOBAHHBIM MOPaKEHUEM IEUEHU JaHHOE MOBbIMIeHHEe akTUBHOCTH AJIT B 1eiaom He
COTIPOBOXJAJIOCH TIOBBIICHUEM KOHIICHTPAlMU OWJIMpYOWHA WM JEeKOMIEHcaIuen (QyHKIUN
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nedyeHd. [lanueHTsl ¢ HUPPO30M MEUEHU MOTYL HMeTE' %IO_'JI'I-E'E-l %ﬂgoﬁ{ﬁg E&U&b 'EI&EEHGII{I&I'HHH

(GYHKIMU TeYeHH Tocie 000CTPEHUs renaTtuTa, U, TaKuM 00pa3oM, BO BpeMs JICUCHUS 32 HUMU
CJIEZlyeT BECTH TIIATEIbHOE MEAUIIMHCKOE HAOIIOACHNUE.

ObocTpeHue rernatuTa TakKe OIMKUCaHO Y MalMeHTOB, KOTOPBIE MPEKPAaTUIIN Tepanuio renatura B.
OOGoctpenust mocie jgedeHus: o0bMHO cBsi3anbl ¢ noBwimeHueM JJHK HBV, u GonbpmmHCTBO M3
HUX Pa3peIaroTcsi caMocToATenbHO. OHAKO OMMCAHBI TsKeNble 00OCTPEHUs, B TOM YHCIE C
JIETAJIbHBIM UCXOJIOM.

Cpeau mManueHTOB, IMOJYyYaBIIMX JIEYCHHE SHTEKAaBUPOM U paHee HEe MOJIyYaBIIUX TEparuio
HYKJIEO3UJaMU, ME/IMaHa BpEMEHH JI0 BO3SHUKHOBEHHSI 000CTPEHUS MOCTIE JIeUeHUs cocTaBmiia 23—
24 menenu, U OOJBIIMHCTBO OOOCTpeHUi Obutn ommcaHsl y HBeAg-HeraTMBHBIX MAIEHTOB.
Crnemyer KOHTPONMPOBATh (DYHKIMIO TEYCHH, KIMHUYECKHE CHUMIOTOMBI U JIaDOpaTOpHBIC
MOKa3aTeNH Yepe3 ONpe/esieHHbIe HHTEPBaIbl BDEMEHU M0 MEHbIIIEH Mepe B TeUCHHE 6 MECSIIeB
nociie mpeKkpanieHus Jedenus remnarura B. MoxeT notpe6oBaThcsi BO30OHOBIEHUE TEPATTHH.

[ManueHTs! ¢ coyeranuoi renatut B/BUY-undexnueii

DHTEeKaBUp HE OLIEHUBAICA Y anueHToB ¢ couetannoit HBV/BUY-undexiueii, He moaydaromumx
oJlHOBpeMeHHO 3¢ dekTuBHOe neuenne BUY-undexnun. Bo3moxkeH puck pa3BUTHS yCTOWUMBBIX
mrammoB BUY, eciiu sHTEKaBUp NPUMEHSETCS JUIs JISUSHHsI XpPOHHMUYECKOTO BUPYCHOI'O T'elaThTa
B y manmentoB ¢ BUY-undekmnue, He MOIyYaOmUX BHICOKOAKTHBHYIO aHTHUPETPOBHPYCHYIO
tepanuto (BAAPT). Takum 006pazom, Tepanuio IJHTEKaBUPOM HE CIIEyET IPUMEHSTH Y MallUeHTOB
¢ couerannoit HBV/BUY-undekuueii, He mnomyuyaromux teparnuio BAAPT. DHTekaBup He
u3yyancs Kak npemnapar s gedeHust BUY-undexkuuu u He pekoMeHA0BaH Il IPUMEHEHHS 110
JAHHOMY MOKa3aHHUIO.

DHTeKaBUp wu3ydajics y 68 B3pocibix mnamueHToB c couertanHod HBV/BUY-undexuueit,
nonyvarommx cxemy BAAPT, coxepxamyro naMuByauH. OTCYTCTBYHOT JaHHBIE I10
3 pexTUBHOCTH SHTEeKaBupa y HBeAg-HeraTnBHbIX manueHToB ¢ coueTanHoi BUY-unpexuuei.
Cy1iecTByIOT OrpaHUYEHHBIE JIaHHbIE 0 MPUMEHEHHIO Ipernapara y MalueHTOB C COYETaHHOMN
BUU-unpexnueii, y KOTOpHIX cHIKeHO KonudecTso CD4-mumdonuTos (< 200 kneTox/mm®).

[Tanuents! ¢ coueradnoil rernatuT B/rematut C/renatut D nHbekumei

Jannasie 00 3pPeKTUBHOCTH YHTEKaBUpPA y MAlMEHTOB C COMYTCTBYIONIEH HH(EKIUEH BHPYyCOM
rernatuta C u D OTCYTCTBYIOT.

HaHI/IeHTI)I C ACKOMIICHCUPOBAHHBIM ITOPAXCHUEM IICUCHU

VY manueHToB C ACKOMIICHCUPOBAHHBIM TOPAXXCHUEM TICUYCHU (He3aBI/ICI/IMO oT HpI/I‘{I/IHLI), B
ocobennoctu kiacca C mo KJ'IaCCI/I(I)I/IKaI_II/II/I qaﬁﬂﬂ-HBIO, Ha6J'IIOI[aJ'IaCL 0oJiee BBICOKAs 4acTOTa
CCPBE3HBIX HEKCIATCIbHBIX SIBJICHHUI CO CTOPOHBI INEYCHU IO CPAaBHCHUIO C IMAaOUCHTAaMH C

KOMIIEHCUpOBaHHOW (yHKIMell nedeHu. Kpome Toro, y manumeHTOB ¢ JE€KOMIEHCHUPOBAHHBIM
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. (o OBL HOCTR 00045
MOPKEHUEM TI€YCHH BO3MOXKEH 0Oo0jiee BBICOKMIA pncx-gamﬂ%}[ n&mggﬂﬁﬂdga I/I t')TzreniHHx

HEXEJATENIbHBIX SBJICHUN CO CTOPOHBI IIOYEK, TAKMX KaK I'elaTOPEHAJIbHbIM CUHApPOM. Takum
o0pa3oM, Yy TakuX MAlUEHTOB CIEAYET TLIATEIbHO KOHTPOJMPOBATh KIMHUYECKUE U
1a0opaTOpHbIE MTapaMeTPHI.

JIaMHBY TMH-PE3UCTECHTHRIC MAITMECHTHI

Myrammun B mosmmepaze HBV, o0ycrioBnuBaroniye 3aMeHbl HYKJICOTHUIIOB, CBSI3aHHBIX C
PE3UCTEHTHOCTBIO K JJAMUBYIMHY, MOT'YT IIPUBECTHU K IOCIIEYIOIIEMY BTOPUUHOMY 3aMEILEHUIO,
BKJIIOYAs 3aMEIlEeHHe, AaCCOLMMPOBAHHOE C PEe3UCTEHTHOCThIO K sHTekaBupy (ETVr). V
HEOOJIBIIION JTOJIM PE3UCTCHTHBIX K JIAMHBYAMHY ManueHToB 3aMeHbl ETVr B ocrarkax rtT184,
rtS202 nwnu rtM250 umenuchk ucxoHo. IlannenTsl ¢ pe3ucTeHTHBIM K JaMmuByauHy HBV umeror
OONBIIMKA PUCK PA3BUTHS MOCIEAYIOUIEH YCTOMYMBOCTH K 3HTEKABUPY, YE€M IALUEHTHl O€3
PE3UCTEHTHOCTH K JamuByauHy. COBOKyNHass BEpPOSTHOCTh HOBOM TI'€HOTHUIIMYECKOU
PE3UCTEHTHOCTH K dHTEKaBUpy 4depes 1, 2, 3, 4 u 5 JeT B UCCIENOBAHUAX PE3UCTEHTHOCTU K
namMuByauHy coctaBuia 6 %, 15 %, 36 %, 47 % u 51 % coorBercTBeHHO. ClenyeT 4acTo
OTCJIC)KUBATh BUPYCOJIOIMUECKUN OTBET Y PE3UCTEHTHBIX K JIAMUBYAMHY MallUEHTOB U MPOBOJIUTH
COOTBETCTBYIOIIME TECTHI HAa BBIABIECHUE PE3UCTEHTHOCTH.

VY nanueHToB ¢ CyOONTHMAlbHBIM BHPYCOJIOTMYECKHM OTBETOM uepe3 24 Heleslu JeYeHMs
HHTEKABUPOM CIIEJIyET paCCMOTPETh U3MEHEHHME CXEMBI JieueHUs. B Hauane Tepanuu y naieHToB
C JIOKYMEHTHPOBAaHHOW DPE3UCTEHTHOCTHbIO K JIAMUBYAMHY B aHaMHE3€ CIEAYyeT pPacCMOTPETH
KOMOMHUPOBaHHOE MPUMEHEHHE HHTEKaBMpa M BTOPOrO IMPOTHUBOBUPYCHOIO Ipemapara (K
KOTOPOMY HET PE3MCTEHTHOCTH, MEPEKPECTHOM C JJaMUBYJMHOM WM SHTEKaBHUpPOM) Kak Ooiee
IPEIIOYTUTENbHBIN BapUaHT B CPABHEHUHU C MOHOTEpAIe SHTEKaBUPOM.

Ve umeromuics pe3sucTeHTHbIN K JaMuByinHy HBV accoumupyercst ¢ MOBBIIIEHHBIM PUCKOM
HOCJEayIoNEel pPe3UCTeHTHOCTH K SHTEKABUPY HE3aBUCHMMO OT BBIPQXKEHHOCTH 3a00JIeBaHUs
NIEYEHH, Y TALIUEHTOB C JEKOMIIEHCUPOBAaHHBIM MIOPAKEHNEM II€YEHN BUPYCOJIOTMUECKUN IPOPHIB
MOJKET AacCOLMUPOBATHCA C CEPbE3HBIMU KIMHUYECKUMH OCJIOXHEHHUSIMHU HMEIOLIETrocs
3a0osieBaHus MedeHu. TakuM oOpa3oM, y MalMEeHTOB C JEKOMIECHCHUPOBAaHHBIM 3a00JI€BaHUEM
NEeYeHN M PE3UCTEHTHbIM K JamuByauny HBV crnemyer paccmarpuBarh KOMOMHMPOBAHHOE
NpUMEHEHHE DJHTEeKaBHpa W BTOPOro IMPOTHBOBHUPYCHOTO Impemnapara (K KOTOPOMY HeT
PE3UCTEHTHOCTH, TMEPEeKPeCTHOW ¢ JIaMUBYJAMHOM WJIM DHTEKaBHUpOM) Kak Ooisee
MPEOYTUTENbHBIN BapUaHT B CPABHEHUHU C MOHOTEpAIel SHTEKaBUPOM.

ITanieHTHl ¢ HApYIIEHUEM d)VHKHI/II/I NOYCK

JUis manuMeHToB C HapymleHUsAMHM (YHKIMH T0Y€K PEKOMEHAYeTCs KOPPEKIHS pexuma

no3upoBanus (cM. pasznen 4.2.).
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[IpenyioxkeHHBIE PEKOMEHIAIUN TI0 KOPPEKIIHH |JI03bI 3&&%&%&%&6&%&%%‘K&%a}rﬁﬁhnn

OrpaHUYCHHBIX JAaHHBIX, HUX Bq)(peKTI/IBHOCTI: 1 0e30IacHOCTh HE O CHUBAJIaCh KIMHHUYCCKMH.
HOBTOMy BO BpeMA JCUYCHUA H€O6XOI[I/IMO IIpOBOAUTD TIJ_[aTCJIBHbe/'I MOHUTOPHHT
BHUPYCOJOTMYCCKOI'0 OTBETA.

[lanueHTHl, IEpESHECIINE TPAHCIIAHTAIINIO TICYSHHU

besonacHocTh M 3¢ (EKTUBHOCTh SHTEKABHpA y NAIMEHTOB, MEPEHECIIUX TPAHCIUIAHTALUIO
neueHu, Hen3BecTHbI. CrenyeT TIATeIbHO KOHTPOIMPOBATh (DYHKIIMIO ITOYEK MEpe]] U BO BpeMs
JICYEHUsI DHTEKAaBUPOM Yy NALMEHTOB, MEPEHECIIUX TPAHCILIAHTALMIO NEYEHU U ITOJYYarOUIUuX
MMMYHOJICIPECCaHThl, KOTOPbIE MOTYT BIIMATh Ha (YHKIUIO MOYEK, TAKUE KaK IIUKIOCIIOPUH U
TaKpOJIUMYC.

O01as uadGopMaLMs Ul ALUEHTOB

Crnenyer uHGOPMHPOBATH NALIMEHTOB, YTO TEPAIUs SHTEKaBUPOM HE YMEHBIIAET PUCK Nepeadu
renatuta B, M NOITOMY COOTBETCTBYIOLIME MEpPbl MPEJOCTOPONKHOCTH JOJKHBI OBITH
IIPEANPHHSTHI.

BcrnoMmorarensHble BellecTBa

Kaxxnas Tabnerka npemnapara coaepxut 54,47 mr (tadmerku 0,5 mr) unu 108,94 mr (tabnetkm 1
MTI') JIaKTO3bl MOHOTHJpara. B CBs3M ¢ 3THM NalMeHTaM C pPEAKOM HaCIleJICTBEHHON
HETNIEPEHOCHUMOCTBIO JIAKTO3bI, IS(UIIUTOM JaKTa3bl WIIH TIIFOKO30-TATAKTO3HON MalilbabcopOuei
HE PEKOMEHIYETCs TIPUEM Tperapara.

4.5. B3zamMopeiicTBHe ¢ JIPYrMMH JeKAPCTBEHHbIMH MNpenapaTaMH W [Jpyrue BHIBI
B3aUMOJACHCTBUSA

[TockoNbKY 9SHTEKAaBHp BBIBOJAUTCS IPEHMYIIECTBEHHO IOYKaMH, TIPH OJHOBPEMEHHOM
NPUMECHCHUN DJHTEKAaBHpa M JICKAPCTBEHHBIX CPEACTB, CHIDKAOINX (DYHKIHUIO TOYEK WIN
KOHKYPHUPYIOIIUX Ha YPOBHE KaHAJBIIEBOW CEKpEIMH, BO3MOKHO yBEIMYEHHE KOHIIEHTPALIUU B
CBIBOPOTKE SHTEKABUPA WU ITHUX JIEKAPCTBEHHBIX CPEJCTB.

[Tomumo namuBynuHa, anedoBUpa AUMUBOKCUIIA W TEHO(POBUpPA TU3ONPOKCUI (ymapara,
B3aMIMOJICHCTBHSI DJHTEKaBUpa C JPYTUMHU T[penapaTaMy, BBIBOASIIAMUCS IMOYKAMHU HITU
BIMSIIOIIMMH Ha (YHKIHUIO TOYEK, HE HW3YyYaluCh. 3a MAalMCHTaMHU JOJDKHO TPOBOIMTHCS
TIIATEIbHOS MEIUIIMHCKOE HAOJI0OJICHUE HA TPEJAMET Pa3BUTHS HEXKEIAaTeIbHBIX PEaKIUil mpu
COBMECTHOM TIPUMEHEHUH YHTCKaBUPA C TAKUMHU JICKAPCTBEHHBIMU CPEJICTBAMH.

[Tpr 0THOBPEMEHHOM Ha3HAYCHUW YHTEKABUPA C JIAMUBYIHHOM, a1e(hOBUPOM HIIH TCHO(HOBHUPOM
HE BBISIBJIICHO (DapMaKOKMHETHYECKUX B3aMMO/ICHCTBHIA.

DHTEKaBUp HE SABISETCS CyOCTpPaToM, MHAYKTOPOM WU MHTHOUTOPOM (DEepMEHTOB IIUTOXpOMa
P450 (CYP450), mosromy omnocpenoBannbie CYP450 nexapCTBEHHBIC B3aMMOJCHCTBHS C

OHTCKaBUPOM MAJTOBCPOATHHI.
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4.6. ®epTHIBLHOCTD, 0€PEMEHHOCTD U JIAKTALMS

>K€HH_[I/IHBI C ACTOPOAHBIM IMOTCHITMAJIOM

YuuThiBasi TO, YTO MOTEHIIMATBHBIC PUCKHU JIJIsi Pa3BUBAIOIIETOCS MJIOAA HEU3BECTHBI, KEHIIMHBI
JIETOPOIHOTO BO3pacTa JIOJKHBI UCITONIB30BaTh (D (PEKTUBHYIO KOHTPALICTIIIHIO.

bepemeHHOCTD

AJIEKBaTHBIX M XOPOIIO KOHTPOJHMPYEMBIX WCCICAOBAHUNA y OCpEMEHHBIX KCHIIWH HE
npoBoauiiock. MccneqoBaHusi Ha >KMBOTHBIX IMOKA3aJIM PEMPOIYKTUBHYIO TOKCUYHOCTH IPHU
pueMe HSHTEKaBUpPa B BBICOKMX J103ax. [lOTEHIMANbHBIA PHUCK ISl 4YeJIOBEKa HEU3BECTEH.
[Ipenapar OnrpaBup JOMKEH NPUHUMATBCI BO BpeMs OEpEeMEHHOCTH, TOJBKO €CId
MOTEHIIMAIbHAS 110JIb3a MPUMEHEHUS TPEBBIIIAET MOTEHIMAIBHBIN pUCK A Tioaa. Her qanHbIx
0 BIIMSIHUM HHTEKaBHpa Ha Mepeaady BUpyca renatuta B oT Marepu K HOBOPOKJIEHHOMY, BBHIY
3TOr0 HeOOXOUMBI COOTBETCTBYIOIIKE ACUCTBUA I IPEIOTBPAIICHHS] HEOHATAIbLHOU Iepeaun
BUpYyca remnarura B.

JlakTaims

JlaHHBIX O TPOHWKHOBEHUH SHTEKABUpPA B JKEHCKOE MOJIOKO HET. J[aHHBIE TOKCHUKOJIOTHYECKUX
MCCJICI0BAHMI Ha )KMBOTHBIX MTOKA3aJIM SKCKPEIIMIO SHTEKaBHUpPa ¢ MOJIOKOM. Puck st peGeHka He
MOKeT ObITh MCKJIIOUEH. [Ipu mpumeHeHuu mpemnapara DIrpaBHpP KOPMIIEHHE TPYJIBIO CIEAyeT
MIPEKPATHUTb.

DdepTUabHOCTD

TOKCHKOIIOTUYECKUE HCCIEAOBaHUSI Ha >KMBOTHBIX, MONYYaBIIUX DSHTEKABUP, HE BBISIBIIU
MPU3HAKOB HapyIIeHUs (hepTHUILHOCTH.

4.7. BausiHde HAa CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMHU CPeICTBAMH H pPadoTaTh ¢
MeXaHU3MaMHU

He mpoBoamiocs wuccnenoBaHWil BO3JAEHCTBHS HA CIOCOOHOCTh YIPABIATH aBTOMOOWUIIEM U
MCIIOJIb30BaTh MEXaHU3MBI. [ 0JIOBOKpYKEHUE, YTOMIISIEMOCTh U COHJIMBOCTH SIBIISIFOTCS YaCTHIMU
HE)KelaTeJIbHBIMU PEAKIUSAMH, KOTOPbIE MOTYT YXYALIUTh CIIOCOOHOCTD YIIPABIIATH aBTOMOOUIIEM
U IMOJIB30BATHCA MECXAaHU3MAMM.

4.8. Hexkenare/ibHbIE peaKUNU

Pesrome npoduiist OesonacHoCTH

B kmmHBmYeckux HCCIICOOBAHUAX Y MAIMECHTOB C KOMIICHCHPOBAHHBIM IMOPAXCHUEM IICYCHU
HanOoJiee YacTO BCTPCUAIOIIMMHUCS HEXKEIATSIbHBIMH PEaKIUsIMU JIF000H CTENeHH TSHKECTH,
BEPOSTHO BBI3BAaHHBIMH TIPHEMOM DJHTEKaBHpa, OBUIM OTMEYEHBL: ToJoBHas 00i1b (9 %),
yromssieMocts (6 %), romoBokpyxenue (4 %) u tomnora (3 %). CooOmanoce Takxe 00
00OCTPEHHH TeMmaTUTa BO BPEMsI U MOCJE MPEKPAIICHUS TePAK YHTEKAaBUPOM (CM. TOpa3iet

«Omnucanre OTAETBbHBIX HEKETATEIBHBIX PEAKIIAN» ).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

KJIIMHUYECKUX MCCIEN0BAaHUAX, B KOTOpPHIX 1720 mamueHTOB ¢ XPOHUYECKUM renaturoM B u
KOMIICHCUPOBAaHHBIM IIOPAXEHUEM II€UYEHHU II0JIydaad TEpalui SHTEKaBUpoM (n=862) wumau
JaMUBYIUHOM (n=858) 1Mo JABOMHOMN cienoil cxeme B TeueHue nepuonaa no 107 Hemensb. B aTux
UCCIIeIOBaHMSIX Mpoduiu 0e30MacHOCTH, B TOM 4HcIe J1a00opaTOpHble OTKIOHEHUS, OBLIU
COIOCTaBUMBI IIPU IPUMEHEHUH IHTEKaBupa B 103€ 0,5 Mr B cyTku (679 HBeAQ-no3uTHBHbBIX WK
HBeAQ-HeraTuBHbIX NALMEHTOB, paHEe HE IOJIyYaBIIMX HYKJICO3WJbI, MOJIy4add JIEYEHUE B
cpenHeM B TedeHue 53 Hemenb), dHTekaBuUpa B Ao03¢ | mr B cyTku (183 pe3ucTEeHTHBIX K
JaMHUBYJIMHY TallMEHTAa MOTyYally JIeYeHUE B CPEIHEM B TeueHue 69 Hezelnb) 1 JaMUBYIUHA.

PesroMe HexxenaTeabHBIX PeaKni

HexenarenpHble peakiiuu, KOTOPHIC BO3MOXHO CBSI3aHBI C JICUCHUEM dHTECKABUPOM, IIEPEUUCIICHBI
10 KJIACCY OPTaHOB CHUCTEMbI OpraHW3Ma M MPEICTaBICHBI 10 YaCTOTE UX PETUCTPAIMH: OYCHBb
gacto (> 1/10); wacto (> 1/100, HO <1/10); Hewacto (> 1/1000, HO <1/100); peaxo (> 1/10000, HO
<1/1000); ouenpb peako (<1/10000). B kaxxmoii rpyIine HexeIaTeIbHbIC PEAKIIUU MTPEICTABICHBI
B TIOPSIIKE YMCHBIIICHUSI CEPhE3HOCTH.

Hapywenus co cmopoHbl uMMyHHOU cucmemvi:

Penko: aHaduiakTouIHAS PEaKIIUS.

Hapywenus memabonuzma u numaHus.:

Co001manocs o ciryJasx JIakToanu103a (001as yroMisieMoCThb, TOUTHOTA, PBOTa, 00JIb B OPIOIIHOM
MIOJIOCTH, BHE3AIIHOE CHIDKEHUE MAacChl Tella, OJIBIIIKA, YyYallleHHOE [bIXaHWEe, MBbIIICUHas
c1aboCTh), 4aCTO B COUYETAHUU C JIEKOMITEHCAIMeH e4yeHOYHO! (DYHKINHU, IPYTUMHU CEPhE3HBIMU
3200JICBaHUSIMH WJIM IPUMEHEHHUEM JPYTHX TPErapaTos.

Icuxuueckue Hapyuenus:

YacTo: 6eccoHHUIIA.

Hapywenus co cmopoHbl HepeHOU cucmembl:

YacTo: ToioBHast 00JIb, TOJIOBOKPYKCHHE, COHITUBOCTD.

JKenyoouno-kuueynvle napyulenus:

Yacro: pBoTa, TUapes, TOLUTHOTA, JUCTICTICHS.

Hapywenusa co cmoponuvl neuenu u scenueblo0AuWUx nymel.

Yacro: MOBHIIICHHE aKTUBHOCTH TPaHCAMHHA3.

Hapywenus co cmopoHbl Kodcu u NOOKONHCHBIX MKAHEU:

Hewacro: cpimnb, anonernws.

Obwue napyuienus u peakyuu 8 mecme 68€0eHUs:

YacTo: yTOMIISIEMOCTb.
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Jleuenne B teuenune mepuona Oosice 48 Hemenb: HDI/I: JITI/I:’-I:“E 3 '71 [ '%;[ e'_f'<a'B'1/rp .M C
D (RO A i nni Dt b0

MEIUAHOU TPOJOJKUTEIBHOCTH 96 Heledb HOBBIX 3HAYMMBIX CHTHAJIIOB IO O€30MacHOCTH
BBIABJIEHO HE OBLIO.

OmnmncaHne OTACIBHBIX HEXKEIATSIbHBIX PEaKITM

Jlabopamophvie omxioHeH s,

B xnuHMYecKUX UCCIIeI0BaHUSIX Y MAIMEHTOB, paHEE HE MOYYaBUIUX JICUCHUE HYKIICO3UaMHu, Y
5 % oTtmeuanoch noBeilieHne akTuBHOCTH AJIT Gosiee ueM B 3 pasza OT HCXOJHBIX 3HAUCHHN U Y
<1 % marueHToB 0TMEYaIoch noBbiieHne akTuBHOCTH AJIT Gonee yem B 2 pa3a OT HCXOIHBIX
3HAUYCHWM HapsIy C TOBBIIMICHHEM KOHIEHTpaluu oOmiero OwmmpyomHa > 2 BI'H (BepxHss
rpaHuIla HOPMBI) U Oosiee 4eM B 2 pas3a OT UCXOJHOro 3HadeHus. KoHIeHTpanus ansoymuHa < 2,5
r/nn orMedanack y < 1 % maiueHToB, MOBBIIICHHE aKTUBHOCTH aMIJIa3bl 0oJiee 4eM B 3 pasa oT
MCXOJHOIO 3HAUYEeHUS — Y 2 % MalMeHTOB, MOBBIIICHHE aKTUBHOCTHU JIMMA3bl Oojee ueM B 3 pasa
OT UCXOAHOTO 3HaueHus — y 11 % manueHToB ¥ KOJIUYECTBO TPOMOOIIUTOB < 50000/mm° — y<l1
% TanueHTOB.

B ximHMYECKUX MCCIENOBAHUIX Y PE3UCTEHTHBIX K JIAMUBYAUHY MAaIlMEHTOB y 4 % OTMe4alioch
noBbiieHre akTuBHocTH AJIT Gonee yem B 3 pa3a oT UCXOAHBIX 3HaUeHUN U Y < 1 % manueHToB
O0TMEeYaJIoCch NoBbIlIeHne akTUBHOCTH AJIT Gornee ueM B 2 pa3a OT UCXOJHBIX 3HAUECHUH HaApALY C
MOBBIIIIEHUEM KOHIICHTpanuu oomero ommmpyonna > 2 BI'H u Gosnee yem B 2 pa3a OT HCXOJHOTO
3HaueHus. [loBbIlIEeHME aKTUBHOCTH ammiia3bl Oojiee yeM B 3 pa3a OT MCXOJHOIO 3HAaYeHUs
0TMEYaNIoCh y 2 % MaIMeHTOB, MOBBIIICHIE aKTUBHOCTH JTUMa3bl Oosiee yeM B 3 pa3a OT UCXOTHOTO
3HaueHus — y 18 % MalueHToB U KOJHYecTBO TpoMOouToB < 50000/MM° —y < 1 % MalkeHToB.
Obocmpenus 6 npoyecce JieyeHus

B uccnenoBanusix y maiieHTOB, paHee HE TMOJIyYaBIIUX JICUCHHE HYKJICO3UJIaMH, TTOBBIIIEHUE
aktuBHOocTH AJIT BO Bpems neuenus > 10 BI'H u Goznee yem B 2 pa3za OT MCXOJHBIX 3HAYEHUH
OTMEYANIOCh Y 2 % MalMeHTOB, MOJYYaBLIMX JIEYEHHE HHTEKABUPOM, MO CpaBHEHUIO ¢ 4 %
MAaIlMEeHTOB, TMOJYYaBIIUX JICUCHUE JTAMUBYJIMHOM. B HCClieToOBaHUAX y TAIMEHTOB, paHee He
MOJTyYaBIIUX JICUEHUE TAMUBYIMHOM, TTOBbIIeHHe akTuBHOCTU AJIT Bo Bpems teuenus > 10 BI'H
u Oonee 4eMm B 2 paza OT MCXOJHBIX 3HAYEHHH OTMEUaNIoch y 2 % MalMeHTOB, MOJTYYaBIIUX
JIEYEHHUE SHTEKABUPOM, MO cpaBHEHHUIO C 11 % manueHToB, MonyyaBIIUX JIEYEHUE JTAMUBYAUHOM.
Cpeny TanueHToB, MOMYYaBIIUX JICUEHHWE SHTEKAaBUPOM, MEIHWaHAa BPEMEHH JO TOBBIIICHUS
aktuBHOCTH AJIT BO Bpemsi yeueHus coctaBuia 4—5 Henenb. B menom aktuBHOCTH AJIT
CHUKAJIACh MPU MPOJIOKEHUH JICUSHUS M B OOJIBITUHCTBE CITyyaeB Oblia CBsI3aHA CO CHIDKEHUEM
BUPYCHOU Harpy3ku Ha > 2 logio/MJ1, 4TO MpeANIECTBOBAIO MOBBIMIEHUIO akTUBHOCTH AJIT win
COBMAJAIO C HUM. B Xoje JieueHnus peKOMEHIyeTCsl MPOBOAUTH MEPHOIUICCKUNA MOHUTOPUHT

GYHKIIUM TeYeHH.

10



COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 10.04.2024 N2 7142
(MOCMEQOBATENBHOCTL 0004)

Obocmpenus nocie npexpaujenus nedeHus

OObocTpeHne remnaruta OMyMCcaHo y MalMeHTOB, MPEKPATUBIINX JICUEHUE BUPYCHOTO TenartuTa B,
BKJIIOUAs TEPANNIO FIHTEKABUPOM. B nccrie1oBaHusaX y MalMEHTOB, paHEE HE MOIYyYaBIINX JEUECHUE
HyKJIeo3uJamu, y 6 % MauueHToB, MOJy4YaBIIUX dHTEKaBUp, 'y 10 % mauueHToB, MoaydaBIIUX
JAMUBYJIMH, OTMEUaI0Ch MoBbImeHne akTuBHOCTH AJIT > 10 BI'H u B > 2 pasa ot pedepeHcHOTO
3HaueHUs (MUHUMAJIBHOI'O UCXOIHOTO MJIM MIOCIIEIHEr0 U3MEPEHHOTO [T0CIIE OKOHYAHHUS JICUEHMS])
BO BpeMs HaOroeHus nocie jgedeHus. Cpeau manueHToB, MOTyYaBIINX JEYCHHE YHTEKaBUPOM,
paHee HE IMOJY4YaBLIMX HYKJIEO3WIbl, MEIUaHA BPEMEHH [0 MOBbIIIEHUS akTuBHOCTH AJIT
cocraBuia 23-24 nenenu, a B 86 % ciydaes (24 u3 28) nossimeHue aktuBHocTH AJIT Bo3HMKaIO
B HBeAg-HeraTuBHbIX MaliMeHTOB. B uccienoBanusX y pe3uCTEHTHBIX K JaMUBYAUHY MAlMEHTOB
(c mocnenyrommuM HaOIIOACHHEM TOJIBKO OTPAaHUYCHHOTO YUCIIa ManueHToB) y 11 % manueHTos,
MOJyYaBIIUX JICYCHHWE OHHTEKABUPOM (M HHM y OJHOTO TMAallMEHTa, IOJIy4aBIIEro JeUYeHUue
JaMHUBYJIMHOM) HaOmrofanoch moBbimieHHe akTuBHOCTH AJIT BO BpeMms naibHeiiero
HaOJII0/IEHUS TI0CTIE JICUEHHUS.

B kiIuHMYECKHX HCCIEOBaHUAX JIEYCHHUE DSHTEKABUPOM MPEKPAIAIoCh, €CIH IMalMeHTHI
JOCTUTAIIM TpeBapUTEIbHO 3aJaHHOTrO oTBeTa. Eciiu Tepanus npekpainanach 6e3 ydera oTBeTa
Ha JIEYCHHE, YacTOTa ciaydyaeB noBbiieHust aktuBHOCTH AJIT mocne neyenust Moria ObITh BBILIE.
JlononHUTENbHO Yy TMAalUMEHTOB C XpPOHMUYECKON uHQekuueld BHpycoM rematura B u
JIEKOMIICHCUPOBAaHHBIM ITOPAKEHUEM [TE€YEHH OTMEYAIINCH CIEAYIOLINE HEeXKelaTeIbHbIE pEaKLIUu:
CHI)KEHHE KOHIIEHTpalluu OukapOoHaTa B KPOBH, TOUEYHASI HEJOCTATOUHOCTb.

COO6H.ICHI/IC 0 TOA03PECBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmare 0 TOM03PEeBACMBIX HEXKENATSIBHBIX PEAKIUAX IOCIIe PETUCTPAIlUU
JICKapCTBEHHOTO TIperiapara ¢ Mebio 00eCreYeHrsT HEMPEePhIBHOIO MOHUTOPHUHTA COOTHOIIICHUS
«TOJb3a — PHUCK» JIEKaPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHIYeTCs
coo0ImaTe 0 JIOOBIX MOJ03PEBACMbBIX HEXKENATENIbHBIX PEaKIUAX JEeKapCTBEHHOTO Ipernapara
4yepe3 HAIMOHAIBHBIC CHCTEMBI COOOIICHHS O HEXKEIATebHBIX PEAKIIHSIX TOCYIapCTB — YICHOB
EBpazniickoro 5KOHOMHUYECKOr0 COK3a:

Poccniickas @enepanvs

Anpec: 109012, r. MockBa, CnaBsHCKasi TUIOIIAb, 1. 4, cTp. 1

®denepanpHas cmyx0a mo Haa30py B chepe 3apaBooxpanenus (PoczapaBaanzop)

Temedon: +7 800 550 99 03

Anpec anekTpoHHOH mouThl: pharm@roszdravnadzor.gov.ru

Caiit B I/IH(I)OpMaI_[I/IOHHO-TCHCKOMM}/HI/IKaHHOHHOﬁ CETHU «HHTCpHCT»:

https://www.roszdravnadzor.gov.ru/
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4.9. Ilepeno3upoBka

CHMIITOMBI

NMeroTcsi orpaHMdeHHbIC JaHHBIE O Ciy4asx MEpelO3UpPOBKH Iperapara y MalUEeHTOB. Y
3I0POBBIX TOOPOBOJIBIIEB, MOTy4YaBmKX 10 20 MI mpenapara B JIeHb B TeUeHHUE 10 14 mHEH uiu
OJIHOKpATHBIE 0361 110 40 MT, HE OBIJI0O HUKAKMX HEOKHIAHHBIX TTOOOYHBIX SIBJICHUH.

JleueHue

B cnyuae nepeno3upoBKHM 3a MAIMEHTOM JOHKHO IPOBOJIUTHCS TIIATEIBHOE MEIULIMHCKOE

Ha6J'IIOI[eHI/IC " 1Ipu HeO6XOI[I/IMOCTI/I CTaHJapTHasd NOAACPpKHUBArOIasa TCpaIrus.

5. PAPMAKOJIOTHYECKUE CBOHCTBA

5.1. ®apmakoauHaMHYecKHe CBOIiCTBA

®dapMakoTepaneBTUYECKas TpYyIa: MNPOTUBOBUPYCHBIE CPEACTBA CHCTEMHOIO JICHCTBUS;
MIPOTUBOBUPYCHBIE CPEACTBA MPSIMOTO JACUCTBUS, HYKICO3UIHbIE U HYKJICOTUIHBIE HHTUOUTOPHI
00paTHOMN TPaHCKPUIITa3bl.

Kox ATX: JOSAF10

MexaHu3M ASHCTBUS

OHTEKaBUP SABJIETCS aHAJIOTOM HYKJIEO3M/a TYaHO3MHA C MOIIHOM U CEJIEKTUBHON aKTUBHOCTBIO
B OTHOIICHHM IMoOJMMepasbl Bupyca rematura B (HBV). DurekaBup dochopunupyercs ¢
oOpa3zoBanueM akTuBHOTO TprdochaTa (TD), mMeroniero BHyTPHUKICTOYHBIN TEPUOJT TOTYKHU3HH
15 uacoB. BuyTpuknerounas koHueHTtpauuss T® mnpsMo cBsi3aHa C BHEKIETOYHBIM YPOBHEM
DHTEKABUPA, IPUYEM HE OTMEUYAETCS 3HAUUTEIBHOTIO HAKOIUJIEHHS IIpenapara Mocjae Ha4ajabHOro
ypoBHs «1uatoy». IlyTeM KOHKYpEeHIIMH C €CTECTBEHHBIM CyOCTpaToM, JAeoKcUryaHo3uHa-Td,
sHTeKaBupa-T® uHrubupyer Bce 3 (PyHKIMOHAIbHbIE aKTUBHOCTH BUPYCHOM moiumepasbl: (1)
npaiimuar HBV nonumepassl, (2) o0paTHyo TpaHCKPUIIIMIO HEraTUBHONW HUTH U3 MIPETeHOMHOM
uPHK u (3) cunte3 mnosutuBHoii wutn HBV JIHK. DOntekaBup-Td sBusercs crnabbim
uHruoutopom kierounbix JJHK nmonumepas a, B u o ¢ Ki 1840 mxM. Kpome Toro, nmpu BEICOKHX
KOHIEHTpalusix 3HTeKaBUpa-Td U HHTEKaBUpa HE OTMEUYEHBl HEXKeNlaTeNbHbIE PEAKIUH B
oTHoureHu# y nmomumepasbl u cuate3a JJHK B muroxonapusx kinerok HepG2 (Ki > 160 MmxM).

AHTHUBUpYCHAs] aKTUBHOCTD

OnrekaBup mHTHOMpoBan cuHTe3 JJHK Bupyca remaruta B (cHmxkenme Ha 50 %, ECso) B
koHueHTpanuu 0,004 MmxM B kietkax HepG2 uenoBeka, TpaHC(ULIIMPOBAHHBIX BUPYCOM Te€laTUTa
B nuxoro tuna. 3nauenue menuansl ECso 17151 9HTEKaBUpa MPOTUB PE3UCTEHTHOTO K JIAMUBYAUHY
Bupyca remaruta B (LVDr HBV) (rtL180M u rtM204V) cocrasnsuio 0,026 MkM (auamna3on
0,010-0,059 MxM). PexomMOWHAaHTHBIE BHPYCHI, KOAMPYIONINE PE3UCTEHTHBIE K anedoBupy

3amenbl, 6o B IN236T, nmu6o B rtA181V, ocraBamuch MOTHOCTHIO UYBCTBUTEIBHBIMH K
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SHTEKaBUPY .

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

AHanu3 WHTUOMPYIOMICH aKTUBHOCTH SHTEKAaBHpa B OTHOUICHHH TPYMIBI JIAOOPATOPHBIX U
KJIMHU4Yeckux u3oisatoB BUU-1 ¢ ucnonp30oBaHueM pa3iMuHbIX KJIETOK M YCIOBUN aHaNIM3a Jall
3HaueHusa ECso B nnamnaszone ot 0,026 mo > 10 MxM; 6oiiee Huskue 3HaueHus1 ECso HaOII0aI1Ch,
KOrJla B AQHAJIM3€ HCIOJIb30BAJIMCHh IOHWKEHHBIE YPOBHU BHpyca. B KJI€TOUHON KyibType
OHTEKAaBUp BbIOpaH [uia 3amemeHuss MI1841 B  MHKPOMOJSPHBIX KOHIEHTpAIMAX, 4YTO
MOJITBEPKIaET MHTHOUPYIOIIee TaBJICHUE MPU BRICOKMX KOHIIEHTPAILMAX YHTeKaBUpa. BapuaHThl
BUY, conepxaniue 3ameny M 184V, nokaszanu noTepro 4yBCTBUTEILHOCTH K YHTEKaBUPY .

B koMOMHUpOBaHHBIX aHalIM3aX BHpyca Trematuta B B KJIETOYHON KynbType abakaBup,
JTUIaHO3WH, TAMUBYIUH, CTaBYAHH, TCHOMOBUP WX 3UJAOBYANH HE OBLIM aHTArOHWUCTAMU AHTH-
HBV-akTuBHOCTH »HTEKaBUpa B IIUPOKOM JIMANa30HE KOHILEHTpanuid. B aHTUBUPYCHBIX
aHanuzax Ha BUY sHTekaBUp B MUKPOMOJISIPHBIX KOHLIEHTPALUAX HE ObLI aHTAarOHUCTOM aHTHU-
BUY-akTUBHOCTH B KYJIbType KJIETOK YKa3aHHbBIX BBIIIE MTPETapaToB WU SMTPUIIUTAONHA.

KierouHasg pe3nucTeHTHOCTD

[Tpu nammunm 3amen rtM2041/V + rtL180M (LVDr), BEI3bIBaIOIIUX YCTOWIHBOCTH K JTAMUBYIUHY
U TeJIOUBYIHMHY, B HCCIEAOBAHUAX C MCIOJB30BAHHEM KJIETOYHBIX KyJIbTyp HabOmomgaercs 8-
KpaTHOE CHM)KEHUE UyBCTBUTEIIBHOCTU K SHTEKaBUPY B CPABHEHUU C aKTUBHOCTHIO B OTHOLLIEHUHU
HBYV (Bupyc renarura B) auxoro tuna. BkiitoueHne 10NOJIHUTENbHBIX aMUHOKHCIOTHBIX 3aMEH,
aCCOLIMMPOBAHHBIX C pEe3UCTEHTHOCThIO K AHTeKaBupy (ETVr), rtT184, rtS202 wmu rtM250
CHIDKAeT BOCIPUMMYHUBOCTh K PHTEKAaBUPY B KIETOYHOH KyJbType. 3aMeHbl, HalOirogaeMble B
kimandeckux m3onsrax (rtT184A, C, F, G, I, L, M unu S; rtS202 C, G v [ u / mim rtM2501, L
uin V), TOTMOTHUTENHHO CHUKAIU BOCIIPUUMYHUBOCTD K SHTEKaBUPY B 16—741 pa3 1o cpaBHEHHUIO
C BUPYCOM JTUKOI'O THIA.

PesucreHTHBIE K JaMHUBYIMHY IITaMMbl, Hecymue 3aMmeHsl rtL180M mmroc rtM204V B
KOMOMHAIINU C aMUHOKUCTIOTHOU 3aMeHol rtA181C, BBI3BIBAIOT CHUKEHHE (PEHOTHIUYECKOU
YyBCTBUTEIBLHOCTH K SHTEKaBUPY B 16—122 pa3za.

3amensl ETVr Ha octarku rtT184, rtS202 u rtM250 TOIbKO OKa3bIBAIOT YMEPEHHOE BIUSHUE
Ha BOCIPUHUMYHUBOCTH K SHTEKABUPY M HE HaOII0Januch B oTCyTcTBHE 3aMeH LVDr B Goiee
yemM 1000 cexBeHHpOBaHHBIX oOOpa3lax MalMeHTOB. Pe3UCTEeHTHOCTh ONOCpeoBaHa
CHIDKEHUEM CBSI3bIBAaHUS WHTHOWMTOpPAa C W3MEHEHHOW O0OpaTHOW TpaHCKPUIITa30i BHpyca
rernatuta B, a pe3ucTeHTHBI BUpyc renatuta B mposBisieT MOHUKEHHYIO CIIOCOOHOCTH K
peIIuKanuu B KJI€TOYHOU KYJIbTYpe.

Knunndeckasi pe3ucTeHTHOCTh. OObeIMHEHHBIN aHAIN3 KJIMHUYECKUX HCCIeAOBaHUN 2-U U
3-i1 pazbl

[TocTperucrpaliOHHBIN 00bETMHEHHBIN aHATTU3 TAHHBIX [0 PE3UCTEHTHOCTH K SHTEKaBUpy U3 17-
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TH KJIMHUYECKUX UCCIIeNOBaHUM 2-i U 3-i ¢a3b noxasamglrg)%%ﬂg?gm;r'vgﬁbﬁo I;'sj‘;éoz[e

Tepanuy SHTEKaBUPOM BO3HHUKJIA 3aMeHa rtA181C, BbI3bIBatomIas pe3UCTEHTHOCTh K SHTEKABUPY.
Jlannas 3ameHa oOHapy)XuMBajach TOJNbKO Npu Hamuuumu 3ameH rtL180M mmioc 1tM204V,
BBI3BIBAIOIINX PE3UCTEHTHOCTD K JIAMUBY/IUHY.

5.2. DapmakoKMHeTHYECKHE CBOMCTBA

AOGcopouus

YV 310pOBBIX JHOJIEH SIHTEKABUP OBICTPO BCACHIBAETCS, U MAKCUMaJbHAs KOHIICHTPALHS B IJIa3Me
onpenensiercs yepes 0,5-1,5 yaca. AGcomoTHass OMOIOCTYTHOCTh HE omnpeeisiiack. Micxons u3
9KCKpELMU ¢ MOYOIl HEM3MEHEHHOT0 Mpenapara, OMOJ0CTyTHOCTh Obljla OlleHEeHa KaK MUHHUMYM
B 70 %. Ilpu noBTropHOM mpHueMe »HTeKaBupa B no3¢ or 0,1 mo 1 mr ormewaercs
IPONOPLMOHAIBHOE J103€ YBEIUYEHHE MaKCUMaibHOW KOHUEHTpauuu (Cmax) U IJIOLIAAU O]
KpuBoil «koHueHtpaius — speMs» (AUC). PaBHoBecHOe cocTosiHue mocturaercs mocie 6-10
JTHEH npuemMa BHYTPb OJIMH Pa3 B IEHb, [IPH STOM KOHIIEHTpAIlUs B IJIa3Me BO3pacTaeT MpUMEpHO
B 2 pa3a. MakcumaiibHas (Cmax) 1 MEHEMAITBbHAS (Cmin) KOHIIEHTPAIIMHU B TUIA3ME B PABHOBECHOM
cocrosiHuu coctarisui 4,2 u 0,3 Hr/mMiI, COOTBETCTBEHHO, TipH ripueme 0,5 mr, u 8,2 u 0,5 Hr/mur,
COOTBETCTBEHHO, pu nipueme 1 mr. [Ipu npueme BHyTph 0,5 MI SHTEKaBHpa C MUIIEH C BBICOKUM
coaepxanueM xupa (945 kkan, 54,6 r xupa) Wik ¢ Jerkod numeit (379 kkan, 8,2 T xkupa)
0TMEYaJIOCh MUHUMAaJIbHAs 3a/iepkKa BcacbiBanus (1-1,5 waca npu npueme ¢ numeit u 0,75 vaca
IpU IIpreMe HaToIak), CHmKeHne Cmax Ha 44—46 % u cHmwkenne AUC nHa 18-20 %. CHikenue
Cmax 1 AUC mpu mpueme C¢ muIleld HE CUUTACTCS KIMHUYECKH 3HAUMMBIM Yy TAIMEHTOB, HE
MOJTyYaBIITUX HYKJI€O3U b, HO MOXET MOBIHITH HA 3(PPEKTUBHOCTD y MAIUEHTOB, PE3UCTEHTHBIX
K JJAMHUBYTUHY.

Pacnpenenenne

OueHuBaeMblii 00bEM pacrpeieNieHHst YHTEKaBHpa MPEBBIIaT 00Ut 00BeM BOIBI B OpPraHU3Me,
YTO CBHJETEIBCTBYET O XOPOLIEM MPOHUKHOBEHUH Ipenapara B TKaHW. DHTEKaBUp NPUMEPHO Ha
13 % cBs3bIBaeTCsI ¢ OCIIKaMU CHIBOPOTKHU YeJIoBeKa in Vitro.

buorpancdopmarms

OHTEKaBUp HE SBJISIETCS CyOCTpaTOM, MHTMOMTOPOM WM HHIYKTOPOM (DEPMEHTOB CHCTEMBI
CYP450. Ilocne BBenenuss MeueHHoro 14C-sHTekaBHpa JIIOASIM M KpbICaM HE OIpPENEISUINCH
OKHUCJICHHbIE WJIN aleTHWINPOBaHHbIE MeTaOoNuThl, a MeTtabonuThl (aszel Il (rmroxkyponHuasl u
CyJb(aThl) ONPEIETSITUCH B HEOOJIBIIIOM KOJTHYECTBE.

DJIMMHUHALNS

[Tocne nocTmkeHUs MaKCUMalIbHOIO YPOBHSI KOHLIEHTpALUsl SHTEKaBUpa B IUIa3ME€ CHUXKAJIACh
OMAIKCIIOHEHIINATILHO, TIPH ATOM TIEPUO]I IOy BbIBeACHUS cocTaBIisu1 128—149 vacos. [Ipu npueme

OJIMH Pa3 B JIEHb IPOUCXOAMIIO YBEINUYEHNE KOHIIEHTpAH (KyMYJIAlKs) pernapara B 2 pasa, TO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

DHTEKaBHp BBIIEISICTCS TJIABHBIM 00pa3oM IMOYKaMH, MPUYEM B PAaBHOBECHOM COCTOSIHUHM B
HEU3MEHEHHOM BHJIE B MOYE ONpeaeseTcs okojao /5 % no3bl. [loyeuHblil KIUpEHC HE 3aBUCUT
OT 703kl W Kosebnercss B amamazoHe oT 360 mo 471 Mi/MUH, 4YTO CBHIETEILCTBYET O
TJIOMEPYJIIPHOHN (DUITBTPAIIMU M KaHAJIBIIEBOM CEKPEIMHU IIpernapara.

IIeueHouHas HEAOCTATOYHOCTD

PapMaKOKMHETUYECKUE IapaMeTpbl y IMALMEHTOB C YMEPEHHOM WM TSDKEIIOM I€YEHOYHOH
HEI0CTaTOYHOCThIO OBIIIM aHAJIOTMYHBI TAKOBBIM Y ALIUEHTOB C HOPMAJIbHON (yHKIMEH eueH .

IloyeyHas HEJOCTATOYHOCTh

KnupeHnc sHTekaBHpa yMEHBIIAETCSI C YMEHbBIIEHHUEM KJIMpEHCa KpeaTMHUHA. B TeueHue 4-x
4acOBOT0 MEPUO/Ia TeMOIUaIN3a BEIBOAUTCS 0K0JIO 13 % OT 0361 SHTeKaBupa u okoio 0,3 % —
NIPY TIPOBEJICHUH MIEPUTOHEATBHOTO quain3a. KoppekTHpoBKa 1036l SHTEKaBUPA PEKOMEHTyeTCS
NaIMEeHTaM C KJIMPEHCOM KpeaTHHHHA MeHee 50 Mi1/MHUH.

HaHI/IeHTI)I IMOCJIC NEPECAAKH NMCYCHHU

[eiictBue sHTEKaBupa y MALMEHTOB C BHPYCOM rematuTa B mocie mepecagku INEYeHU IpH
CTaOUITBHOM J103€ IMKJIOCTIOpHHA A UM Takpoiaumyca (n = 9) B 2 pasa mpeBbIIIaIo ACHCTBUE Y
3JI0POBBIX JIO/Iel ¢ HopMaIbHOH (pyHKIMEeN nouek. Hapyienus QyHKIus modyek crnoco6cTBOBaIN
YBEJIMUYEHUIO BO3JICICTBHS SHTEKABUPA Y ITUX NAI[IEHTOB.

Ilon

AUC sHTekaBupa Oblia Ha 14 % BbIIIE y JKEHIIMH, YeM Y MYKUYHH, U3-32 Pa3JInYMi B TOUYEUHOM
¢yukuuu u Bece. [locne monpaBku Ha pazauyuus B KJIMPEHCEe KpeaTMHUHA M Macce Teja He ObUIo
pa3nuuuii B BO3EHCTBUH HTEKABHPA MEX]y CYOBEKTaMU MY>KCKOT'O U )KEHCKOTO I0JIa.

JInia moyKuJIoro Bo3pacra

Bnusiaue Bo3pacta Ha papMaKOKMHETUKY SHTEKaBHpa OLIEHUBAIIN, CPABHUBAs IMOXKUJIIBIX JIIOJIEH B
Bo3pacte 65-83 roma (cpemHuil Bo3pacT KEHIIMH — 69 neT, My 4uH — 74 ToJa) ¢ MOJOJBIMU
moneMu B Bo3pacte 20—40 et (cpenHuii Bo3pact keHIMH — 29 set, myxuuH — 25 jet). AUC
Obu1a Ha 29 % BBINIE y TOXKWIBIX JIFOJICH, YEM Y MOJIOJIBIX JIFOJIe B OCHOBHOM H3-3a Pa3JINuUi B
noyeyHol GpyHKuuH U Bece. [Toce monpaBku Ha pa3uyus B KIMPEHCe KpeaTHHUHA U Macce Tella
y mnoxunsix mogedt AUC na 12,5 % Bbime, 4eM y MoJoAbiX. [lomynsiuuoHHBIH
(hapMaKOKMHETUYECKUN aHAJIN3, OXBATHIBAIOIINN MAIMEHTOB B Bo3pacTe oT 16 mo 75 ner, He
BBISIBWJI BIIMSIHUE BO3pacTa Ha (papMaKOKMHETHKY SHTEKaBUPA KaK CYIIECTBEHHOE.

Paca

[TonmynsunoHHbIH  (QapMaKOKMHETUYECKUMH aHAJIM3 HE BBIABWJ BIHSHHME pachl Ha
(apMaKOKHHETHKY PHTEKaBHpa Kak cymiecTBeHHoe. OJHAaKO BBIBOJbI OBLIN CIEeIaHbl TOJIbKO

JJIA HpeﬂCTaBHTeﬂeﬁ KaBKa3CKOM M a3MaTCKOM rpyii, BBUAY CIHUIIKOM MaJIOro KOJIHWYECTBA
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CcyOBbEeKTOB HaOJIOICHUS B IPYTUX KATErOPUSIXL

6. PAPMAILEBTUYECKHE CBOICTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Darpasup, 0,5 Mr, TabJeTKH, HOKPBITHIE IIIEHOYHONH 000JI0YKOMI

AHopo mabremku

JIAKTO3bI MOHOTUAPAT
LEJUTI0N03a MUKPOKPUCTAIIIMYECKAs
TUIPOJI03a HU3KO3aMellleHHAas
noBu0H K-30

KPOCIIOBUIOH

KPEMHUS TUOKCU]] KOJUTOUIHBIN
MarHus creapar

Inenounas obonouxa
runpomerniosa ES

Makporoia 6000

TUTaHA TUOKCHU]]

nosmcopoat 80

Darpasup, 1,0 Mr, TabieTKu, HOKPHITHIE IJICHOYHOM 000J10YKOI

Aopo mabnemxu

JaKTO3bl MOHOTHIPAT
EJUTF0JI03a MUKPOKPUCTAJUTHYECKAsT
THIPOJI03a HU3KO3aMeTlIeHHAS
nosu0H K-30

KPOCIOBH/JIOH

KPEMHUS TUOKCHJT KOJITOUTHBIH
MarHusi creapat

IInenounas obonouxa
runpomerniosa ES

Makporoa 6000

TUTaHA JHOKCHU]T

nonucopbat 80

6.2. HecoBmecTumocTh

He npumenumo.
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6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

B opurvHanbHOM ynmakoBke MpOU3BOAUTENS MIpU TeMiieparype He Boiiie 25 °C.
6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKH

IIepBuuHas ynakoBKa JIEKapCTBEHHOI'O IIpenapara

I[To 10 TabneTOK B KOHTYPHYIO STYEUKOBYIO YIIAKOBKY U3 TUICHKH MTOJMBUHIIXIOPUIHON U (POTIBIU
AJTIOMUHUEBOM MEYaTHOM JTJaKMPOBAHHOM.

ITo 30, 60 Tabnerok B OAHKY MOJMMEPHYIO C KPBIIIKOW HATATUBAEMOW C KOHTPOJIEM IEPBOTO
BCKpBITHS. Ha GaHKM HaKIEWBAIOT 3TUKETKUM M3 OyMaru STHKETOYHOW WIIM NMHUCYEH, WM U3
MOJIMMEPHBIX MAaTEPUAIIOB, CAMOKJIESIIIIUECS.

BropuuHas ynakoBKa JISKapCTBEHHOI0 Ipenapara

[To 3, 6 KOHTYPHBIX STYCHKOBBIX YIIAKOBOK BMECTE C MHCTPYKIIMEH 110 IPUMEHEHHUIO TOMEIIAIOT B
NayvkKy U3 KapToHa [T MOTPEOUTENbCKOM Taphl. Ha mauky MoKeT HaKJIEMBAThCS CAMOKJIISSIIIAsCS
ITHKETKA C MAPKUPOBKOW U3 OyMaru STUKETOYHON MIIM MTUCYEH, T U3 TOJTUMEPHBIX MaTEPUATIOB.
[Tauky TOMEIIAIOT B TPYIIIIOBYIO YIIAKOBKY.

[To 1 GaHke BMeCT€ C WMHCTPYKIHMEH IO NPUMEHCHHIO TOMEIIAIOT B TAYKy W3 KapTOHA JUIs
noTpeOuTensCckod Tapbel. Ha mauyky MOMKET HaKJIeUBAThCS CaMOKJICSIIAsCs DSTHKETKa C
MapKUpOBKOW M3 OyMaru STUKETOYHOM WM MHUCYEH, WM U3 TOJIUMEPHBIX MAaTEepHaJIOB.
JlomonHUTeNpbHO Ha TMA4yKy MOTYT HAKJIEWBaTh OAWH WJIM JBa MPO3PAYHBIX (DUKCHPYIOIIMX
ctukepa. [lauku moMemniaroT B rpynmnoByi0 YIaKOBKY.

6.6. Oco0Oble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUUYTOXKEHHH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 mMpenmapaTra WJIH OTXO0A0B, TMOJYYEHHbIX TIOCJde NPHMEHEHUs!
JIEKAPCTBEHHOT0 MpenapaTra v Apyrue MaHUMyJ/IsIHU ¢ NPenapaTom

Bechb ocraBimmiics 1ekapCTBEHHBIN MpenapaT U OTXO/bI CIeyeT YHUYTOKUTh B COOTBETCTBUH C

YCTAaHOBJICHHBIMH HAIMOHAJIBHBIM 3aKOHOAATCIILCTBOM TpC6OBaHI/I$IMI/I.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUS

Poccniickas Penepanvs

AO «DapmacunTes»

FOpuouueckuii aopec: 664007, Upkytckas o6i., T. Upkyrtck, yn. KpacHorBapnetickas, a. 23,
oduc 3

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

Anpec snekTpoHHO# mouThl: info@pharmasyntez.com
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7.1. llpencraBuTeib AepKaTessi perucTpalMOHHOIO \';ELI)%%—LFEM&TEHEHG CTb 0004

IIperen3un norpedbuTeieil HAOPABIATH 110 AJIPECY:

Poccniickas @enepanus

AO «DapmacuHTe3»

Anpec: 664040, r. UpkyTck, yiu. P. JlrokcemOypr, 1. 184
Ten.: 8-800-100-15-50

Anpec snekrponHo# nouThl: info@pharmasyntez.com

8. HOMEP PEIT'UCTPAIMOHHOI'O YAOCTOBEPEHUA

9. JTATA NEPBHUYHON PETUCTPAIIMHA (IIOATBEPXJIEHUSA PETMCTPAIIMN,
INEPEPETUCTPAIIN)

JlaTta mepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OO0mrast xapaKTepUCTHKA JISKAPCTBEHHOTO Tpernapara DIrpaBup JAOCTyITHA HAa HH)OPMAIHOHHOM
noptaie EBpa3uiickoro 5JKOHOMUYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHUKAIIMOHHOW CETH

«WurepHer» https://eec.eaeunion.org/
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