COOTBETCTEBYET ZKCNEPTHOMY OTUETY

25 N= 2245

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Htpaxonason, 100 mr, Karncysl.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JelicTBytoliee BEIECTBO: UTPAKOHA30JI.

Kaxnmas kancymna cogepxut 100 Mr urpakonaszona (B Buje nemier 22,0 %).

BcmomoratenbHbIe BElIecTBa, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JIEKAPCTBCHHOTO
mperapara: KpacuTeNlb COJIHCYHBIM 3aKaT JKENTHIM, caxapo3a, METHINaparuJapoKCUOCH30aT
HATpUs, TPONUINaparuapokcuoen3oat Hatpus (cM. pazaen 4.4).

ITomubIi MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCIICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAA ®OPMA

Kancynsl.
TBepbie xenatuHoBble Karcyibl Ne 0.
Koprmyc kancysnsl 0e10ro npera, Kpbllledka )KeJIToro 1BETa, Hepo3padHbIe.

COI[ep)KI/IMOG Karcymia — OeJible MIIM IIOYTH OeJIble C(i)epI/I‘ICCKI/Ie IICIJICTHBI.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxka3zaHusi K NPUMEHEHUIO
ITpenapat M tpakoHa30J OKa3aH K MPUMEHEHUIO Y B3POCIIBIX U IeTel B Bo3pacte oT 3 fo 18 ser:
® TIOpaKEHUS KOXKU U CIIM3UCTHIX 000JI0YEK:
- BYJIbBOBarvuHajIbHbIA KaHIUI03;
- OTpyOEBHIHBIH JINIIAIA;
- I€PMAaTOMHKO3BI;
- KaH/IMJ103 CIU3UCTOIN 000JI0UKH MTOJIOCTH PTa;
- TpUOKOBBII KEPATHUT;
® OHUXOMUKO3bI, BbI3BaHHBIE JIepMaTOGUTAMU U/WIIH APOXKKEN0I00HBIMU TPHOaMU;
® CHUCTEMHBIE MUKO3BI:
- CUCTEMHBIN aCIEpriilIe3 U KaHIU103;
- KPUNITOKOKKO3 (BKJIOYasi KpUNTOKOKKOBBI MEHUHTHUT): Y AIIUEHTOB C UMMYHOAE(PUIIUTOM
U y BCEX MAalMEHTOB C KPUNTOKOKKO30M IIEHTPAJbHOM HEPBHOI CHCTEMbI HTPAKOHA30J]

AOJDKCH HNPUMCHATHBCA TOJIBKO B CliydasX, CCJIW IIPCIiapaThbl nepB0171 JJUHHUH JICUCHUSA HE
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- THCTOILIA3MO3;
- 0JIaCTOMHKO3;
- CIIOPOTPHXO03;

- IAapaKOKIUAUONJOMHKO3;

- IpOYHrEC PCAKO BCTPCHAOIHUECA CUCTCMHBIC MJIN TPOIIMYCCKUC MUKO3bI.

4.2. Pe:kuM 103UPOBAHUS M CITOCO0 NMPUMEHEHUs

PexxuM 1o3upoBaHus

CYTKH

Hoka3anus Ho3a IIpoao/KUTEIbHOCTD
JIeYeHH s
BynpBoBarnHanbHbIN KaHIU03 200 mr 2 paza B 1 nensb
CYTKH WIn
WA RPiie
200 mr 1 pa3 B
CYTKHU
OTpyOeBUIHBIN JTHIIIAIMA 200 mr 1 pa3 B 7 nHen
CYTKH
JlepMaTOMHKO3bI I1aAKONH KOXKH 200 mr 1 pa3 B 7 nHen
CyTKHU W
WIn 15 nueit
100 mr 1 pa3 B
CyTKHU
[Topaxxenus BBICOKOKEpaTUHU3UPOBaHHbIX | 200 mr 2 pasa B 7 nHen
o0yacTell KOXHOTO IMOKPOBa, TAKUX KaK KUCTU CYTKH W
PYK U CTOIBI Nnu 30 nueit
100 mr 1 pa3 B
CyTKHU
Kannunos cnusucroil 0601049KH OJIOCTH pTa 100 mr 1 pa3 B 15 nueit

HOTpC6OBaTLC$I ABYXKPATHOC YBCIIMYCHUC TO3BbI.

bronoctynHoOCTh UTpaKOHA30J1a IPU MIEPOPATHHOM MPUEME MOKET OBITh CHUKEHA Y HEKOTOPBIX
MMAlHEHTOB C HApYyNIEHHBIM HMMYHHUTETOM, HallpuMep, Yy NAIUEHTOB C HEWTPONEHUEH,

naneHToB co CIIMJlom wimm ¢ nepecaxeHHbIMH opraHamu. ClieIoBaTeIbHO, MOXKET
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 31.07.2025 N= 2245

I'pubKOBBIIf KEpaTUT 200 M._llq:pggtl"-' ETENERY 'ﬁ&ﬂ,':' 00T
CYTKH JIIMTEIIBHOCTD  JICUCHUS
MOJXKET OBITh
CKOPPEKTHUpOBaHa B
3aBHCUMOCTHU oT
YIy4IIeHUS
KJIMHAYECKOW KapTHHBI

OHNXOMUKO3bI, BbI3BAHHbIE JepMaTOGUTAMHU W/UJIH APOKKENOA00HBIMH U IJIECHEBBIMU

rpudamu
J{03b1 ¥ NPOIOJIZKMTEJIBLHOCTD JICYeHHUSI
OauH Kypc myJbC-Tepaliiy 3aKJII0YaeTcsl B
©KEHEBHOM IpueMe 10 2  KamcCyibl
npenapata Mrpakona3on 2 paza B CyTKH (IO
200 Mr 2 pasza B CyTKH) B TEUYEHHUE OJHOMU
Hezgenu. g neyenust rpuOKOBBIX OPAKESHUIA
HOTTEBBIX IJIACTUHOK KHCTEH PEKOMEHIyeTCs

OHNXOMHUKO3bI
nBa Kypca. Jlig nedyeHus rpuOKOBBIX
nyJbc-Tepanus 5

MOPaXEHU HOITEBBIX IUIACTUHOK  CTOII
pexkomenayercst Tpu Kypca. I[IpomexyTok
MEXAy KypcaMy, B TEUYEHHE KOTOPOro He
HY)KHO IPUHMMATh Ipernapar, cOoCTaBiseT 3
Hegenu. KimHuyeckue pes3ysiabTaTbl CTaHYT
OUYEBUJHBI TIOCJIE€ OKOHYAHUS JIEYCHHs], IO
Mepe OTpacTaHusl HOT'TEM.

Jlokann3anus l-a | 2-2 3-q 4-g 59 |6-a | 7-2 | 8-1Hen. 9-g Hen.

OHHMXOMMKO30B He/l. | Hel. | Hed. | HeA. | HeA. | Hel. | Hen.

[Topaxxenue 1-it | Henenn, 2-it | Hemenu, cBobGognsie ot | 3-it

HOT'TEBBIX KypC | CBOOOTHBIE oT | Kypc | mpuema MtpakoHaszona Kypc

IJIACTUHOK npruemMa

NanblEeB CTON C Htpakonasona

MOpaXECHUEM

WIH 0e3

MOpaXKEHUS

HOTTEBBIX

TJTACTUHOK
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 31.07.2025 N= 2245

TaJIbIICB KICTEH (MOCAEQOBATENEHOCTE000T)

[Topaxxenue 1-i1 | Henenwu, 2-i

HOT'TEBBIX Kypc | CBOOOHBIE OT | Kypc

IJTACTUHOK npuema )

KUCTEU Hrpakonasoia

OHUXOMHKO3bI HellpepbIBHOE JIeYeHHe Ho3a IIpoxonxuTebHOCTH
JIeYeHHU s

Ilopaxenue HorreBbix muacTMHOK cron c | [lo 200 wmr B | 3 mecsna

MopakeHUeM MM 0e3 MOpaKeHUS] HOTTEBBIX | CYTKH

IUTACTUHOK KUCTEH

BeiBenieHne uTpakoHa3zojla U3 KOXKM W HOTTEBOM TKaHM OCYIIECTBIISIETCS MEAJICHHEEe, YeM M3
IUIa3Mbl KpOBH. TakuMm 00pa3oM, ONTHUMAaJbHBIC KIMHUYECKHE M MHUKOJIOTHYECKHE 3(PQEeKTHI
JOCTUTAIOTCS yepe3 2-4 HeAeNH Mociie OKOHYAHUS JIeUeHHsI TPH WHPEKIUSIX KOXU U yepe3 6-9

MCCALICB I1I0CJIC OKOHYAHMA JICUHCHU A HOT'TCBBIX HHq)eKI.IHfI.

CucreMHBIe MUKO3bI

IHoka3anus Ho3za Cpennss IIpumeyanus
NPOAOIKUTENbHOCTD
Acnepruiuies 200 mr 1 pa3 | 2-5 mecsneB YBennuute a03y o 200
B CYTKHU MI 2 pa3a B CYTKU B

CJIy4a€ MHBA3WBHOI'O HJIN

JTUCCEMHUHUPOBAHHOTO
Kannunos 100-200 mr 1 | Ot 3 wemenp o 7 | YBenuuuth 103y g0 200
pa3 B CyTKM | MECALIEB MI 2 pa3a B CYTKH B

CJIyda€ MHBA3WBHOI'O HJIN

JMCCEMUHUPOBAHHOTO
3aboseBaHus
Kpuntokokko3 (kpome | 200 mr 1 pa3 | Ot 2-x mecaues a0 1
MEHUHTHTA) B CYTKH rojaa
KpunTokokkoBsIi 200 mr 2 paza | Ot 2-x MecsaueB ao 1 | [lognepxxuparomas
MEHUHTUT B CYTKH roaa Tepanus (cM. pasaen 4.4)
I'ucrommazmos Ot 200 Mmr 1 | 8 Mecs1eB

pa3 B CyTKH
no 200 mr 2

pasa B CyTKH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 31.07.2025 N= 2245

biacTromMukos Ot 100 mr 1 | 6 Mecs1ies (MOCNEOGQEATENEROCTE 000T)
pa3 B CYTKH
no 200 mr 2
pas3a B CyTKH
CnopoTtpuxo3 100 mr 1 pa3 | 3 mecsma
B CYTKH
[Tapakoxkumauongomukos | 100 mr 1 pa3z | 6 Mecsuen JlaaHbie 00
B CYTKHU 3¢ peKTUBHOCTH JTaHHOU
JI03bI JUTSt JICYCHUS
MapaKkoOKIMANOUJOMUKO3a
y nauueHToB co CITN Jom
OTCYTCTBYIOT.
XpOMOMHKO3 100-200 mr 1 | 6 mecsueB
pa3 B CyTKH

*  MPOMOJKUTEIBHOCTh JICUCHHS MOXKET OBITh CKOPPEKTHpPOBaHA B 3aBUCHMOCTH OT
3¢ (HEeKTHBHOCTH JICUCHHS

Oco0BbIe IPVIIILI TAIUEHTOB

Tayuenmsi nodcunozo eospacma

JlanHble 0 MPUMEHEHUHU UTPAKOHA30JIa B KaTCyaax /s JIeUYeHHUs MaIlleHTOB MOXKUIIOT0 BO3pacTa
orpaHuyeHbl. PekomMeHyeTcs NpUuMEeHSTh MpernapaT AJis JICUeHUs] TAIMeHTOB JaHHOW KaTerOpHH,
TOJIBKO €CITU OXHaemasi MoJb3a OT JICUCHUs MPEBBIMIAeT MOTCHIMAIbHBINA puck. [Ipu BeIOOpE
J03bl TIpernapara ajis JICYEHUsl IMOXKWIBbIX MallMeHTOB PEKOMEHAYETCS YUYUThIBaThb CHUKEHUE
(GYHKIIY TIEUYEHH, TTOYEK U CEP/IIIa, Yallle BCTPEYAIOIIeecs B TTOKUIOM BO3pACTe, a TAKKE HATMINE
COIYTCTBYIOIINX 3a00J€BaHUI UM MPUEM JIPYTHX JICKAPCTBEHHBIX CPEJICTB.

Iayuenmul ¢ napywenuem ynkyuu nevenu

JlanHbIE O TPUMEHEHUH TIEPOPATHHOTO UTPAKOHA30 1A VIS JICYCHUS MAIIHEHTOB C HAPYIICHUSIMU
byHKIIMM TiedeHn orpaHuuYeHbl. CleayeT ¢ OCTOPOKHOCThIO Ha3HauaTh MpemapaT JaHHON
KaTeropuy MalyueHTOoB.

llayuenmul ¢ napywenuem ynKyuu novex

JlanHbBIE O MPUMEHEHUH TIEPOPATHHOTO UTPAKOHA30 1A VIS JISYCHUS MAIlHEHTOB C HAPYIICHUSIMU
GYHKIIMM  TOYEeK OrpaHWYeHbl. Y  HEKOTOPBIX TAIMEeHTOB, CTPAJAIONIUX MMOYSUHOU
HEJOCTAaTOYHOCTHIO, OKCIIO3WMIIMS ~HMTPAaKOHA30lla MOXeT ObiTh CcHibkeHa. CremyeT ¢
OCTOPO’KHOCTBIO Ha3HayaTh Tpemnapar JaHHOW KaTeropuy TMAllMeHTOB MOXKET MOTPeOOBaTHCS

HN3MCHCHHUEC NO3bI JICKAPCTBCHHOI'O IIpCiapaTra.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.07.2025 N= 2245

eTH (NOCNEQCBATENEHOCTE 0001)

JlaHHbIE 0 TPUMEHEHUHU UTPAKOHA30J1a B KarCyiax JJis JIeueHus ieTel orpanudeHsl. [[pumenenue
UTPAaKOHAa30ja B Kalcyiax /s JICUEHUs JeTell HEe PEKOMEHAYETCsl, 32 MCKJIIOUEHUEM CIy4acs,
KOTI'Jla O’KujiaeMast 1oJib3a OT JICYSHHS! MPEBbIIIAET MOTEHIIUAIbHBIN PUCK.

[Ipenapar UtpakoHa3os He cleayeT Ha3Ha4aTh (IPUMEHATH) y AeTeill B Bo3pacte oT 0 g0 3 jer
(cm. paznen 4.3).

Cnoco0 npuMeHeHus

BnyTtpsb.

Jns onTuManbHOM abcopOIuK UTpaKoHa30jla HEOOXOAUMO MPUHUMATh Ipernapar MrpakoHa3on

cpasy nocie enpl. Kancyssl cienyer rioTaTth HETUKOM.

4.3. IIpoTHUBONMOKA3AHHS

e [unepuyyBCTBUTEIHHOCTh K UTPAKOHA30JIYy W/WIH K JOOOMY U3 BCIIOMOTaTEIbHBIX BEIIECTB,
MEepPEUYNCIICHHBIX B pazjaene 6.1.

CoBMecTHOE MpUMEHEHHE UTPaKOHAa30ja ¢ mpenaparamu-cyocrparamu nzodpepmenta CYP3A4

MOYKET yBEIMYMBATh KOHIICHTPAIMIO UTPAKOHA30JIa B IJIa3Me, YCUIIMBATH MM MPOJIOHTUPOBATH

TEpaneBTHUECKUI W HeXenarenbHble 3(QeKTh, KOTOpble MOTYT BBI3BIBaTh MOTEHIIHAIHHO

omacHylo cutyanuio. Hampumep, moBbIlIeHHE KOHIIEHTPAIMH B TUIa3Me HEKOTOPBIX MpEenapaToB

MOJKET BbI3BaTh yJuIMHeHHE HHTepBaia QT M ceplaeuHyl0 TaxMapUTMUIO, BKIIOYAs CIydyau

JIBYHAIIPaBJICHHON BEPETEHOOOPA3HOM JKEITyOYKOBOW TaxWKapAuu, (aTaabHONH apUTMHH (CM.

pasnen 4.5).

e OpHoBpeMeHHBIH NpueM npenapaToM-cyoctparoB usodepmenta CYP3A4 (cm. pasznen 4.5),
TaKHUX Kak:

- JIeBaLlETUIIMETAJIOH, METAJIOH;

- 30T paMu, 10(ETHIINA, APOHEAAPOH, XUHHINH;

- TEIMTPOMHMIIVH Y TTAIIMEHTOB C HAPYIICHUSIMH (DYHKITUH ITOYEK WM TICUYSHH TSHKEJION CTETICHH;

- TUKarpesnop;

- rajo(aHTpuH;

- aCTEMU30JI, MU30JIaCTUH, TeppeHaINH;

- QIKAJIOWJBl  CIIOPBIHBH:  JWTHAPOIPTOTAMHH, JPrOMETPUH  (IPrOHOBHH), OPrOTaMHH,

METHIISPrOMETPUH (METUIIPIOHOBUH ), AJIETPUIITAH;

- UPUHOTEKAH;

- Typa3uIOH, MH1a30J1aM JUIsl IEPOPATbHOTO MpHUeMa, MUMO3U, CEPTUH/IOI, TPHA30JIaM;

- Oenpuaw, (heToaUNIH, TEPKAHUTUTIAH, HUCOJITUTINH;

- nuBabpavH, paHOJA31H;
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.07.2025 N= 2245

(NOCNEQCBATENEHOCTE 0001)

- STUICPEHOH,;

- LM3AMpU, JOMIIEPHUIOH;

- IOBacTaTHH, CHMBACTATHH, aTOPBACTATHH;

- (he3oTEpOIMH Y MAIIMEHTOB C HEJIOCTATOYHOCTHIO (DYHKIIMHU TIOYEK HITH MIEYCHU YMEPCHHOM HITH

TSDKEJIOW CTETICHH, COMU(EHAIIMH Y MAIMEHTOB C HEJOCTATOYHOCTHIO (DYHKIIMHU TOYEK TSHKEION

CTETICHH U C HEIOCTATOYHOCTHIO (DYHKITUU TICUCHU YMEPCHHON WIIN TSKEIIOW CTEICHHU;

- KOJIXHIIMH y TIAIUEHTOB C HAPYIICHUSIMU (DYHKIIUU TIEYCHH WITH MTOYCK.

e XpoHHMUECKas cepicyHas HEIOCTAaTOYHOCTh B HACTOSIIEE BpeMsl WM B aHamMHe3e (3a
UCKJIFOUYEHUEM TEpaIiy JKU3HEYTPOXKAIONINX WM JAPYTHMX ONACHBIX MH(EKIIHIA; CM. pa3el
4.4).

e bepeMeHHOCTh (32 HCKIIIOUEHUEM CIIYYaeB, YTPOXKAIOIIUX JKU3HH, U E€CIIH OXKHIaeMBbIi
MOJIOYKUTEIBHBIN 3PQEKT UTsi MaTepu MPEBBIIIACT BO3MOXKHBIN Bpe s TU10/1a) (CM. pasen
4.6).

e [lepuon rpyaHoro BCckapMianMBaHus (CM. paszzen 4.6).

e Jlerckuit Bo3pact A0 3 JerT.

4.4. OcoOble yKkazaHusl M MepPbl NPeIOCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

- IPY LIUPPO3€ MEUCHU;
- [IPY TSDKEJIBIX HApYLIECHUSAX (QYHKIUU TIEUEHHU U NOYEK;
- TUIIEPYYBCTBUTENBHOCTD K IPYTUM a30J1aM;

- Y IO’KUJIBIX MAlIUEHTOB;

- Y JETEeH.

Oco0ble yKa3aHus

Brusnue na desmenvHocms cepoya

B wuccienoBaHnn Ha 340pOBBIX JOOPOBOJBIAX WTPAKOHA30Jla Ul BHYTPUBEHHOTO BBEAEHUS
OTMEYAJIOCh MpeXo/siiee OECCHMIITOMHOE YMEHbIIEHHE (PpaKuu BbIOpOCa JIEBOTO KeEIyA0uKa,
HOpMaJM30BaBIIeecs N0 cienyromed uHPY3MHM uTpakoHaszona. KiuHMueckas 3HAYMMOCTh
MOJYYEHHBIX JIaHHBIX JUI NEPOPANIbHBIX JIEKAPCTBEHHBIX (POPM HEM3BECTHA.

WtpakoHa3on oOnamaer oTpuUUaTeNbHBIM HHOTpPONHBIM 3(pdexkrom. Coobmianock o ciaydasx
XPOHUUYECKOW CEpIEeYHOM HEIOCTaTOYHOCTH, CBS3aHHBIX C IPUEMOM WTpakoHazona. Ilpu
cyrouHoit mo3e 400 Mr uTpakoHa3oysia B CyTKH HaO0OIamoch 0ojiee 4acToe BO3HUKHOBEHUE
CEpJEYHOM HETOCTATOYHOCTH; IPX MEHBIINX CYTOYHBIX J03aX TAKOW 3aKOHOMEPHOCTH BBISIBIIEHO
He Ob110. PUCK BOZHUKHOBEHUS! XPOHUYECKOH CepAeYHOI HEI0CTaTOYHOCTH MPEINOI0KHUTEIHHO

MPOTIOPIIMOHAJICH CYTOUYHOH f103e. [Ipenapar He cieayeT NpUHUMATH MAIlUeHTaM ¢ XPOHUUYECKON
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.07.2025 N= 2245

CepICUYHON HEJOCTAaTOYHOCTHIO MW C HAIMYUEM 3Torw&ﬁﬂ%§6‘nﬁg{&éﬂ'f:ﬁ A_ﬁaﬁﬂ'ézjé, 3a

UCKITIOYCHUEM CITy4aeB, KOTJIa BO3MOXKHAS I0JIb3a 3HAYMTEIHHO IMPEBBIMIAET MOTEHIIUATBHBIN
puck. Ilpu MHAUBUAYATBHON OIIEHKE COOTHOIICHHUS IOJIB3BI U PHCKA CIEAyeT MPUHUMATH BO
BHUMaHHE Takue (AKTOpbl, KaK CEpPbE3HOCTh IIOKA3aHWH, PEKUM JIO3UPOBAHUA U
WH/IMBUyalIbHBIC (DaKTOPHI PUCKA BOSHUKHOBEHHSI CEPJICYHON HEOCTATOYHOCTH (MIIEMHYECKas
0oyIe3Hb Cep/la, TOPaXEHUs KIIAlaHOB, OOCTPYKTUBHBIC OOJIE3HM JIETKHX, MOYEYHas
HEIOCTaTOYHOCTh M ApYyrue 3a00ieBaHuUsi, COMPOBOXKAAIOIINECS OTeKaMH). TakuxX MalueHTOB
HEOOX0MMO TPOUMH(POPMUPOBATH O TPU3HAKAX W CHMIITOMaX XPOHHYECKOH CepaeyHOMN
HEJIOCTaTOYHOCTH M CIICAUTh 3a WX TOSBICHHUEM BO BpeMs Kypca JsieueHus. [Ipu mosiBieHUn
MOI0OHBIX MTPU3HAKOB MPUEM IperapaTa He0OX0IUMO MPEKPATHUTD.

YTrpokarlue KU3HA apUTMUN Cep/lla /WA BHE3aIlHAs CMEPTh OTMEUaINCh Yy MAIUEHTOB TpU
OJTHOBPEMEHHOM MPUMEHEHHH UTPAKOHA30J1a U METaI0Ha.

brokaTopel KaabIIMEBBIX KaHAIOB MOTYT OOJIajaTh OTPUIATEIBHBIM HHOTPOIHBIM 3((HEKTOoM,
KOTOPBI MOET OBITh QUIMTUBHBIM IO OTHOIICHUIO K 3(ddekTy urpakoHazona. Kpome toro,
UTPAKOHA30J1 MOXKET HWHTHOMPOBAaTh METa0OIU3M OJOKATOPOB  KAJIBIMEBBIX KaHAJIOB.
CrnenoBarenbHO, CIEAyeT MPOSBIATH OCTOPOKHOCTh IPH OJHOBPEMEHHOM MPUMEHEHUU
UTPaKOHa30ja W OJOKATOPOB KAaJBIIMEBBIX KAaHAJIOB W3-3a TIOBBINICHUS PHCKA 3aCTOWHOU
CEepACYHON HEOCTATOYHOCTH.

Jlexapcmeennvle 83aumooeticmsusi

OnHOBpeMEHHBI MPUEM HEKOTOPBIX JIEKAPCTBEHHBIX IMPENaparoB € HUTPAKOHA30JIOM MOKET
MPUBECTH K M3MEHEHHUI0 A (HEKTUBHOCTH HTPAKOHA30JIa W/WUIM OJHOBPEMEHHO MPUMEHSEMBIX
JICKapPCTBEHHBIX MPENapaToB, K BOSHUKHOBEHUIO OMACHBIX JIJIS KU3HU TTOOOUYHBIX PEAKIUI H/WIH
BHe3ammHoU cmepTu. [IpemapaTsl, KOTOpBIE HENb3sI IPUHUMAThH OJTHOBPEMEHHO C UTPAKOHA30JIOM,
HE pPEKOMEHJIOBaHHbIC [UIsI OJHOBPEMEHHOTO MPHUMEHEHHUS W/HWIM PEKOMEHIOBAHHBIC IS
OJIHOBPEMEHHOTO IPUMEHEHHSI C UTPAKOHA30JI0M C OCTOPOKHOCTHIO, IEPEUUCIICHBI B pa3zene 4.5.
Ilepexkpecmuas eunepyy8cmseumenbHOCHb

JlaHHBIC B OTHOIICHUH HATMYUS TIEPEKPECTHOW TUIIEPUYYBCTBUTEILHOCTH MEXKTY UTPAKOHA30JIOM
U JIPYTUMH TMPOTUBOTPUOKOBBIMU CPEJICTBAMHU C A30JIbHOW CTPYKTYpPOW (M3 TPYHIBI a30JI0B)
orpaHuueHbl. [IpM HANMUYUU TUNEPUYBCTBUTEIBHOCTH K JIPYTHM a30llaM CJeIyeT C
OCTOPOYKHOCTBIO Ha3HAYATh UTPAKOHA30JI.

Bzaumosamensiemocmo

He pexkomeHnnyercs B3anMO3aMEHS€MOE TMPUMEHEHHE TMpenaparoB HTPAaKOHA30jla B
JIEKapCTBEHHBIX (popMax: KarcCyibl U pacTBOP AJIs MPUEMa BHYTPh, BBUJLY TOTO, YTO IKCIIO3UITUS
UTPAaKOHA30J1a BBIIIC IPU €r0 MPUMEHEHUH B (JopMe pacTBOpa JJIs TpHUeMa BHYTPb, YeM B opme

KaricyJi, Jaxxe 1rmpu npueMe OJMHAKOBBIX 103 UTPAKOHA30JIA.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.07.2025 N= 2245

(NOCNEOOBATENEHOCTE 0001)

CHuotcennast KUCiomHoCcma ofceﬂy()oqnoeo coKa

[Ipr CHWKEHHOW KHCIOTHOCTH JKEITYAOYHOIO COKa aOcopOuus HTpakoHa30ja W3 Karcyi
Hapymaercsa. IlanueHTaM cO CHMKEHHOW KHUCIIOTHOCTBIO JKEIYAOYHOIO COKa BCIIEACTBHE
3a0oneBaHusl (Hampumep, Yy TMAalKUEHTOB C axJIOpryApueid) WIM BCIEACTBHE IMpHeMa
JIEKapCTBEHHBIX MpenaparoB (HaIpUMep, JIEKapCTBEHHBIX CPE/ICTB, MOAABIIAIOMINX KETYI0UHYIO
CEKpELIUI0) PEKOMEHAYETCs NMPUHUMATh UTPAKOHA30JI B Karcyjax OJHOBPEMEHHO C KHCIBIMU
HANTUTKaMU (TaKUMH Kak HeaueTrndeckas kousa). Cienyer KOHTPOIHPOBATh MPOTHBOTPUOKOBYIO
AKTUBHOCTH Ipenapara ¥ yBeJIHMUMBaTh 03y UTPAKOHA30a MPH HEOOXOAUMOCTH.

Bausnue na ¢ynkyuro nevenu

B ouenb peakux ciayyasx mpu NIPUMEHEHUH UTPAKOHA30J1a PAa3BUBAIIOCH TSKEIOE TOKCUUYECKOE
NOpaKEHHE I€YEHM, BKJIIOYAs HECKOJIBKO CIy4aeB OCTPOW IE€YEHOYHON HEAOCTAaTOYHOCTU C
JIETaNbHBIM UCXOJ0M. B OOJIBIIMHCTBE CIy4YaeB 3TO MPOUCXOIUIIO C MAIIUEHTAMHU, Y KOTOPBIX YK€
uMeNnuch 3a00JIeBaHUs MEYEHH, Y TAIlEHTOB C APYTUMHU TSKEIbIMH 3a00J1€BaHUSIMH, KOTOPHIM
UTPAKOHA30J1 OBLI Ha3HA4YeH JUIsl JICUCHUsS CHCTEMHBIX 3a00JICBaHWM, a TaKKe y IAIMCHTOB,
MOJTyYaBIIUX JPYTUE JIGKAPCTBEHHBIE CPEICTBA, 00IaJar0IINe TeaTOTOKCHYECKIM JICHCTBHEM.
OnHako y HEKOTOPBIX MAlMEHTOB HE OBLIO COMYTCTBYIOIIMX 3a00JIEBAaHUN HIIM OUYEBUIHBIX
(bakTOpoB pUCKa B OTHOIICHUWU TMOPAKEHUs Me4eHH. HecKoIbKO TaKuxX CIy4aeB BO3HUKIU B
MEPBbI MeECsAll Tepanuu, a HEKOTOpPhle — B TEPBYIO HENENI0 JieueHus. B cBs3um ¢ »TuMm
PEKOMEHIYETCSl PETYJSIPHO KOHTPOJIUPOBATh (DYHKIMIO IMEYEHW Y TAIMEHTOB, IMOJIYYarolIux
TEepanui HTPAKOHA30JIoM. B ciiydae BO3HMKHOBEHHS CHMIITOMOB, [PEAIOJIAraroInx
BO3HHUKHOBEHHUE T'eMaTuTa, a UMEHHO aHOPEKCHH, TOITHOTHI, PBOTHI, CIA00CTH, OOJH B KUBOTE U
MOTEMHEHHUs MOYH, HEOOXOMMO HEMEIJIEHHO TPEKPATUTh JICYCHHE U MIPOBECTU HMCCIICIOBAHUE
byakuun niedeHu. [larmeHTaM C TIOBBINIEHHOW AaKTUBHOCTHIO TI€YCHOUYHBIX (DEPMEHTOB,
3a00JIeBaHHEM TI€UYE€HU B aKTHBHOW (haze WIM TpU TEPEHECEHHOM TOKCHUYECKOM IMOPaKEHUU
MIEYEHU BCIIEJICTBUE IIpHEMa IPYruX MpenapaToB HE CIEAyeT Ha3HAYaTh JICUEHHE UTPAKOHA30JI0M,
3a UCKIIIOYEHHEM TeX CIIy4aeB, KOrja OKHaaemas IMOJib3a MPEBBIIIAET MOTEHIIUATbHBIN PHUCK
nopakeHusi TedeHu. PexkomeHmyercs TpOBOAUTH HAOMIOEHHE 3a YPOBHEM JIabOpaTOPHBIX
napaMeTpoB (YHKIUH MIEUYCHU Y MalMEHTOB C YK€ UMEIOIIUMCS HapylieHueM (pyHKINUU MeueHn
WIM TAIMEHTOB, Yy KOTOPBIX OTMEYAJIMCh NPOSBICHUS TI'E€NAaTOTOKCUMYHOCTU JAPYTUX
JIEKapCTBEHHBIX CpeACTB. MTpakoHa30i MPEeUMYIIECTBEHHO METa0OJIM3UPYyeTCs B TICUCHH.
[TockonpKy y MalMEHTOB ¢ HAPYIICHUSIMHU (PYHKIIUU TIEUECHU TIOJHBIN MEPHOJ TOTYBBIBEACHUS
UTPaKOHA30J1a HECKOJBbKO YBEIIMYEH, PEKOMEHIYETCS OCYIIECTBISITh KOHTPOJIb KOHLIEHTpALUM
UTPaKOHA30Ja B IJIa3Me KPOBH U MIPH HEOOXOIMMOCTH KOPPEKTUPOBATH JI03Y IIperapara.
Hapywenus ¢pynkyuu novex

JlanHble MO MPUMEHEHHWIO HWTPAKOHA30jJa y MAalMeHTOB C HapyIIEHUSMU (DYHKIHUU TMOYeK
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.07.2025 N= 2245

OTpaHUYEHBI, Y HEKOTOPHIX MAalUEHTOB C HeHOCTaTo{IEgE;I:{g%i%IIEp %H%;Ta'kgﬁ(';gﬂum

UTPAKOHA30J1a MOXKET ObITh CHIKEeHA. [103TOMY TakiM MalleHTaM cieIyeT Ha3HavyaTh npenapar
C OCTOPOKHOCThbIO. PeKOMEHIyeTCsl OCYIIECTBIISITh KOHTPOJIb KOHIEHTPAIlMU UTpaKoHa3ojla B
1a3Me KPOBU U MpU HEOOXOUMOCTH KOPPEKTUPOBATH 03y IpernapaTa.

Tlayuenmwi ¢ ummyrooeghuyumom

buonoctynHocTs UTpakoHa3oia Ipyu NepopaIbHOM MPUEME MOXKET ObITh CHUYKEHA Y HEKOTOPBIX
MAlUEeHTOB C HAPYIICHHBIM UMMYHHUTETOM, HAalIpUMEP, Y MALIMEHTOB C HEUTPOIICHHUEH, TAIIMEHTOB
co CIIN/lom mim mepeHecux orneparuio 1Mo TPaHCIUIAHTAIMK OPTaHoB. TakuMm oOpa3om, /103a
JOJKHA OBITh CKOPPEKTUPOBAaHA B 3aBUCUMOCTU OT KJIMHHYECKON KapTUHBI Yy 3TOW TPYIIIIbI
MalUEeHTOB.

THayuenmoi ¢ cucmemubiMu 2pUOKOBLIMU UHDEKYUAMU, NPEOCABIAIOUWUMU Y2PO3Y HCUZHU
BcenencrtBue (hapMakOKMHETHYECKHX XapaKTEPUCTUK (CM. pa3ien 5.2) uUTpakoHa3oja B BHIE
Karncyja ero MNpPUMEHEHHE HE PEKOMEHIYyeTCs [Js Hayajla JICYEHUsS CHUCTEMHBIX MHKO30B,
MPEACTABISIIONIUX YIPO3Y KU3HU MMAIIUEHTOB.

Tayuenumwt co CIIH]/[om

Jledamuii Bpau AOKEH OLEHUTh HEOOXOAMMOCTh Ha3HAYCHHs MOJACPKUBAIOIICH Tepamnuu y
BUY-unpunupoBannsix nanuenton, umeronux CIIM]I, y KOTOpPBIX CyIIECTBYET PUCK PEeLUINBA,
paHee MoJIy4YaBIINX JICYCHUE TI0 MOBOJY CUCTEMHBIX TPUOKOBBIX MH(PEKIIUMA.

Ilpumenenue 6 neouampuieckou npaxmuxe

[lockonbKy KIMHUYECKHMX JAaHHBIX O IPUMEHEHHM HUTpaKoHa3zojla y JeTed HeA0CTaTOYHO,
PEKOMEHIyeTCsl Ha3HauyaThb Mpernapar JETSAM TOJBKO B cllydae, €CId BO3MOKHAas MOJb3a OT
JICYCHUS TIPEBBINIAET TOTECHIIUATBHBIN PUCK.

Kenwunam demopoonoco eo3pacma, NPUHUMAIOIIUM TMpenapar, HeoOXOAUMO HCIOJIb30BaTh
aJIcKBaTHbIE METOJIbl KOHTpALICNIIMM Ha MPOTSKEHUU BCEro Kypca JI€YeHHs BIUIOTh [0
HACTYIUICHHS IEPBOM MEHCTPYyAaIUH NOCIIE 3aBEPILICHUS €70 MPUMEHEHUS.

Iepughepuueckas netiponamus

JleyeHue crenyer NmpeKpaTUTh NPU BO3HMKHOBEHHMHU Nepudepudeckoi HelpomaTHH, KoTopas
MOJKET OBITh CBSI3aHa C MPUEMOM UTPAKOHA307Ia.

Ilpu cucmemmvix KaHOUOO03ax, TIPEATOIOKUTEIHLHO BBI3BAHHBIX (IIYKOHA30JI-PE3UCTECHTHBIMU
mrammamu  Candida, Hems3s  MPEANOIOXHWTH  YYBCTBUTEIBHOCTH K HTPAaKOHA30IIy,
CJIEIOBATENIbHO, PEKOMEHIYETCS TPOBEPUTH UYBCTBUTEIBLHOCTh TI€pe] HAYaJIOM Tepanmuu
UTPaKOHA30JI0M.

Tlayuenmur nodwcunozo 6ospacma

JlaHHbIE O TPUMEHEHUIO HWTpPaKOHA30jJa y TMAIlMEeHTOB IIOXKUJIOTO BO3pAacTa OTPAHUYCHBI.

PeKOMeHJIyeTCSI Ha3Ha4dYaTh HOpcrapar TOJBKO B CilIydac, €CJIIM BO3MOXHAas I10Jb3a OT JICUCHUA
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 31.01.2025 N2 2245

MIPEBBINIACT MOTEHIIUATBHBIN PUCK. B memom pe <0MeHﬂ§HEﬁ:hMSE@OEJ}B@;ﬁ:ﬁ;{:ﬁgﬁ%ﬁrw

MOKUJIOTO BO3pacTa OOpaTHUTh BHUMAHUE HA YAacTOTy CHIDKEHUS (DYHKIUU TEYSHH, TOYCK,
CEPJICYHO-COCYIUCTON CHUCTEMBI M COMYTCTBYIOIIMX 3a00JCBAHUA WM APYroil JEKapCTBEHHOMN
TEparnuu.

Ilomeps cryxa

Coobmanocr 0 BpEeMEHHOHW WIM CTOMKOW MOTepe clyXxa y NalHMeHTOB, NPUHUMAIOIINX
UTPAKOHA30J1. B HEKOTOpBIX Cilydasx MmoTepst ciayxa MpOUCXoawia Ha (GoHE OAHOBPEMEHHOTO
npuemMa ¢ XuHUIMHOM (cM. pazaen 4.3 u 4.5). Ciryx 00bIYHO BOCCTAHABIMBACTCS ITOCIIE OKOHYAHUS
Tepanuu UTPAKOHA30JI0M, OJTHAKO Y HEKOTOPBIX MMAlIMEHTOB MOTEPS CiIyXa HeoOpaTuma.
Cnocobnocmob Kk 3auamuio

B uccrnenoBanusx Ha )KUBOTHBIX OTMEUANIACh PEIPOAYKTUBHAS TOKCHYHOCTh UTPaKOHA30JIa.
Myxkogucyuoos (kucmo3suwiii puobpos)

VY mnanueHToB ¢ MYKOBHUCHHIO030M (KHCTO3HBIM (uOpo30M) HaOmroAanach BapraOeIbHOCTh
KOHLEHTpAallul HUTPaKOHAa30Jla B IJIa3M€ KPOBHM INpU NPUMEHEHUU HUTpakoHazona B (opme
pacTBopa s mpuemMa BHYTPb B 103€ 2,5 MI/KT 2 pa3a B cyTku. Kak ciencrsue, TepaneBTuyeckast
paBHOBECHAs KOHLIGHTpAllMs WTpPaKOHa30jla B IUIa3ME KPOBU MOXKET HE JOCTHTaThCA.
PaBHOBecHbIe KOHIEHTpauu > 250 HI/MJI JOCTUTANUCh MPUOIU3UTENbHO y 50 % mManueHToB
ctapuie 16 JieT ¥ He JOCTUTaIUCh HU Y OHOr0 nanuenTta muazue 16 aer. Ilpu orcyrcTBun otera
Ha TEpaIri0 UTPAKOHA30JIOM B BUJE KallCyJl CIEAYEeT pacCMOTPETh BO3MOXKHOCTh IEpEXojia Ha
aNbTEPHATUBHYIO TEPAIHIO.

BcnoMorarenbHEIE BEIIECTBA

[Ipenapar MTpakoHa307 COIEPKUT KPACUTENIb COJHEYHBIM 3aKaT KENTbIA, KOTOPBIA MOXKET
BBI3bIBATh AJUICPrUICCKHUEC PCAKITHUU.

[Ipenapar WtpakoHazon conxepkuT caxapo3y. IlanmmeHtam ¢ penko BeTpedaromiencs
HACJIEICTBEHHOW HEMEePEeHOCHUMOCTBIO (PYKTO3bI, TIIFOKO30-TAIAKTO3HON ManbabcopOuuen uim
I[e(bI/IHI/ITOM caxapas3bl-u30MaJIbTa3bl HE CJICAYCT IPUHUMATL 3TOT IIPCriapar.

[Ipenapar Urtpakonazon COIEPKUT METHUJIIaparupoKcuoeH30aT HaTpus u
MPOMUIMaparuipokcuOeH30aT HATPHsl, KOTOPBIE MOT'YT BBI3bIBATh AJIJIEPTHUECKHE PEAKIIUU (B TOM

quciic, OTCpO‘IeHHHe).

4.5. BzaumojeiicTBue ¢ [PYrHMH JIeKAPCTBEHHbIMM TMpenapataMd M JApyrue BH/IbI
B3aUMO/IeHCTBHUA

NtpakoHnaszonm — mpenapar ¢ BBICOKMM IMOTEHIIMAIOM JIEKAPCTBEHHBIX B3auMoaencTBui. Huke
OIINCAaHbI pasnpqume BHU/IbI J'IeKapCTBeHHI)IX BSaHMO}IeﬁCTBHfI U CBA3AHHBIC C HUMU O6HII/Ie

pexoMenaanuu. Kpome Toro, mpezicrasieHa TaOiuIa ¢ IpUMEpaMH JIEKaPCTBEHHBIX CPEJICTB,
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KOTOpBIE MOT'YT B3aUMOJICHCTBOBATH C UTPAKOHAZ0JIOM, d&;ﬁnagsgi;}%ﬁ%%ﬁiﬁbﬁ ﬁ‘p'l:ﬁ%léTOB

Ui 00JIee MPOCTOrO UCTIONIb30BaHMs. CIIHCOK IPUMEPOB HE SBIISETCS BCEOOBEMITIONINM, TIOATOMY
IpY COBMECTHOM NPUMEHEHHH KaKUX-THOO MpernapaToB C HUTPAKOHA30JIOM CIEAYET HU3Y4HUTh
MHCTPYKLIMU 10 UX IPUMEHEHUIO Ha peIMET UH(POPMALIUH, CBI3aHHOH C METa00IM3MOM, ITyTAMU
JIEKapCTBEHHBIX B3aMMOJAEHCTBHM, TOTEHIUAIBHBIMU PUCKAMU U CHELM(PUUECKUMHU JIeHCTBUAMU
B OTHOILICHUH COBMECTHOTO IIPUMEHEHHUSI.

HtpakoHa3on Metabonm3upyeTcs B mepByro ouepens 3a cuer uzopepmenta CYP3A4. Jipyrue
BEIIIECTBA, MCIIOJB3YIOIME JAHHBIM MeTa0OJMYeCKUH MyTh WIM H3MEHSIOUIME aKTUBHOCTh
n3opepmenra CYP3A4, wmoryr BauATh Ha (ApMaKOKMHETUKY UTpakoHaszona. [lpu
OJTHOBPEMEHHOM MpPHMEHEHHH HUTPAKOHA30Ja C YMEPEHHbIMH M MOIIHBIMH HHAYKTOPaMHU
mzopepmenra  CYP3A4  moxer  cHmWKarbcs ~ OMONOCTYNIHOCTh — MTpPAaKOHA3ola U
THJIPOKCUUTPAKOHA30/1a, TaK 4YTO MOXET ObITh CHMXeHa 3(p¢dekTuBHOCT. COBMECTHOE
NPUMEHEHHE C YMEPEHHBIMH WM MOLIHBIMU uHTHOUTOpamu uzodepmenta CYP3A4 moxer
MOBBICHTH OMOJIOCTYITHOCTh UTPAKOHA30Ja, MPUBOJSA K 00Jiee BBIPAKEHHBIM HJIHM JUIUTEILHBIM
dapmakomorudeckum 3¢ dexram uTpaKoHaszona.

BcacbiBaHue MTpakoOHA30/1a CHUXKAETCS Yy MAIMEHTOB CO CHUXKEHHON KHUCIOTHOCTBIO XKENy[Ka.
[Tpenapathl, CHWXKAIOIIME KHUCIOTHOCTb JKEIy/Ka, HapyILAT BCAaCbIBAHHME MTPAKOHA30JIa U3
Karcyi. YToObsl MPOTUBOCTOATH JaHHOMY 3((deKTy, peKOMEHIyeTCs MPUHIMATh UTPAKOHA30II B
Karcyjaax € KHUCIBIM HAIUTKOM (HampuMep, HEAMETUYECKOH KOJIOH), €ClM NPUHHMAIOTCS
npenaparhl A1l CHUKEHHS KUCIOTHOCTH XelyaKa (cM. paszen 4.4).

WTpakoHa301 M €ro OCHOBHON MeTa0OJIMT THAPOKCUUTPAKOHA30JI SIBISIOTCS MOIIHBIMU
uarnouropamu CYP3A4. MtpakoHa3oun sIBISIETCSI HHTHOUTOPOM JICKAPCTBEHHBIX TPAHCIIOPTHBIX
MOJIEKYNT P-rimukomnporenHa W 0Oenka PE3MCTEHTHOCTH K pa3y MoiouHoit xeine3sl (BCRP).
WTpakoHa301 MOXXET WHIMOMpOBaTh  MeETAabONM3M  IPEnaparoB, METa0OIU3UPYEMBbIX
uzopepmentom CYP3A4, u Tpancnopr mnpenapatoB P-rmukonporemnom wu/mmun BCRP, B
pe3yabTaTe 4Yero MOXET BO3pacTaTh KOHIEHTpAIMs STUX IPEIapaToB W/WIM HX AKTUBHBIX
METa0OJUTOB B IUIa3Me IPH OJHOBPEMEHHOM NPUMEHEHHWH C HWTpakoHa3osioM. [loBbwlieHue
KOHIIEHTpalui B IJ1a3Me MOXKET YCHJIMBATh WM MPOJIOHTUPOBATh KaK T€pPareBTUUYECKUE, TaK U
HexenarenbHble 3((eKThl 3TUX MpenaparoB. /[l HEKOTOpBIX MpenaparoB COBMECTHOE
NpPUMEHEHHE C WTPAaKOHA30JI0M MOXKET TPUBECTH K CHIDKEHHIO KOHIICHTPAllMU TIperapara B
mnazme. B pesynpTaTe 3T0oro 3 heKTHBHOCTH MPEMapaToB MOXKET ObITh CHI)KEHA.

[Tocne oTMeHBI TepanMHM WTPAKOHA30JIOM KOHIIEHTpAIUs B IJIa3Me CHIDKAeTCs HUXKE Ipesena
ofpeieNieHus B TeueHus 7-14 qHei B 3aBUCUMOCTH OT /103 U JUTUTEIbHOCTH Tepanuu. Y NalleHTOB
C IHUPPO30OM TIEUEHH WM JHI, NoiayyaBmux UHruOuTopsl CYP3A4, koHIEHTpaIys B IIa3Me

CHI)KAeTCs MeJIeHHee. TO 0COOEHHO Ba)KHO YUMTHIBATh IIPU Havajle Tepaluu npernaparaMu, Ha
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(NOCNEQCBATENEHOCTE 0001)

METa00IN3M KOTOPBIX BIIUACT UTPAKOHA30JI.

[TpuMeHNMBI crenyomue o01ue peKOMEHAALNH, €ClIU B Ta0I1Ile He yKa3aHO MHOE:!

- «IPOTHBOIOKA3aHO» - HU MpPH KaKUX OOCTOATENbCTBAX HENb3s MPHUMEHSATh INpenapaT
OJIHOBPEMEHHO C HUTPAKOHA30JI0M. ODTO OTHOCHTCA K CIEIYIOIIMM IpernaparaMm: cyOCTpaTbl
nzodepmenta CYP3A4, y KOTOPBIX MOKET BO3PACTaTh KOHIICHTPAIMS B TUIa3Me C IMPOJIOHTAIIUEH
WIA YCUJICHHEM TEpPaNeBTHUCCKUX W/WIM HEeXenaTeabHbIX 3()(eKToB 10 BO3HUKHOBEHUS
MOTEHIIMAIBHO CEPhE3HBIX CUTYyaluit (cM. pazaen 4.3);

- «HE PEKOMEHIYETCS» - PeKOMEHJIyeTcsi u30eraTh MPUMEHEHHs Mpenapara, 3a UCKIIOYCHHEM
Clly4yaeB, KOIJa IOJb3a MPEBBIIIAET MOTEHUUAIbHBIA pUCK. Eciii COBMECTHOro mpuMeHEeHUus
HENb3sl M30eXaTb, PEKOMEHAYeTCs KIMHUYECKOoe HaOIIoleHue, 103bl WTPAaKOHA30Jla W/WIN
OJTHOBPEMEHHO MPUHUMAEMBIX MPEMapaToB ClelyeT KOPPEKTUPOBAThH MO0 Mepe HEOOXOAMMOCTH.
[To BO3MOXHOCTM PEKOMEHIYETCSl ONpEAENsATh KOHICHTPAIUIO B IUIa3Me. DTO OTHOCHTCS K
CIEYIOIIUM TpernaparaM: yMepeHHbIe UM MOIIHbIE MHAYKTOPHI n3opepmenta CYP3A4 — ne
pEKOMEHAYEeTCS Ha3HAuYCHHUE 3a 2 HEeleNH J0 U B TCUCHHE JICYCHUST UTPAKOHA30JI0M; CyOCTpaThI
CYP3A4/P-gp/BCRP, mnoBbllicHHE WM CHU)KEHHE KOHIICHTPALUN KOTOPBIX B IUIA3ME MOXKET
MPUBECTU K 3HAYUTEILHOMY PHCKY — HE PEKOMEHJYeTCs Ha3HAueHHE BO BpeMs U B TEUCHHE 2
HEJIeNb TI0CTIe JICYSHUS UTPAKOHA30JI0M;

- «C OCTOPOKHOCTBIO» - PEKOMEHIYETCS THIaTeIbHOE HAONI0JCHUE TPU OJHOBPEMEHHOM
NPUMEHEHHUH TIpernapara ¢ UTpakoHa30JoM. [Ipi 0THOBpEMEHHOM NMPUMEHEHUH PEKOMEHIYETCS
TIIATENTFHO HAOMIONaTh 3a MAIMEHTOM U KOPPEKTHPOBATh J03bl MTpPaKOHA30Jia W/Wid
COITYTCTBYIOIIMX TMpernaparoB MO Mepe HeoOXoAMMOCTH. Ecium BO3MOXHO, PEKOMEH]yeTcs
OTIpeNeNATh KOHIIEHTPAIIMH B TUIa3Me. DTO OTHOCUTCS K CIIEIYIOIIUM IperaparaM: IpenapaTsl,
CHIDKAIONIME KUCIOTHOCTh JKeTyAKa (TOJNBKO ISl UTPAaKOHA30Ja B KalCylax); yMepeHHbIE WIIN
MoinHbie HHrHOuTOphl N3opepmenta CYP3A4; cydctpatst CYP3A4/P-gp/BCRP, mis KOTOpbIX
MOBBIIIIEHUE WJIM CHU)KEHUE KOHIIEHTPALIMH B IJIa3Me MOXKET MPUBECTU K KITMHUYECKH 3HAUUMOMY
PUCKY.

[Tpumepsl B3aMMOAECHMCTBYIOLIMX MpeNapaToB MpeAcTaBieHbl B Tabmuie Huxe. IIpemnapartsl,
NepevnciIeHHble B Tabiulle, BbHIOpaHbI HAa OCHOBE JaHHBIX MCCIEOBAHUN JIEKapCTBEHHBIX
B3aUMOJICHICTBUH MM KIMHUYECKUX CIIyyaeB, a TakXe MOTEHIHAJIbHBIX JIEKapCTBEHHBIX

B3aMOJICHUCTBUI Ha OCHOBE MEXaHNU3Ma JIEHUCTBUSL.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

Aubda-010KaTOPHI

Andy3o3un Andy3osudr  Cmax  (11), | He pexkomenmyercs BO Bpemss u 2
AUC (11)? HEJeNI TOCJI€ OKOHYAHWS JICUCHUS

Cunono3un Cuiono3un Cmax  (11), | UTpakoHa30JI0M. [loBblllieH  pHICK
AUC (11)? MOSIBJICHUSI HEXKEATEIbHBIX PEaKIUn,

Tamcyno3un Tamcyno3un  Cmax  (11), | CBA3aHHBIX c
AUC (11)? an(y303MHOM/CHII0I03UHOM/

TaMCyJIO3UHOM.

AHaJIbreTUKHU

Andenranmn Andenranmn AUC  (11- | IIpumeHsaTH c OCTOPOKHOCTBIO,
T1)? HaOIIOJaTh HA TIPEAMET IOSBIICHHS

bynpenopdpun (8/B u | Bynpenopdun Cmax (11), | HOXKemaTeTbHBIX peakiuii Ha

MOABSI3BIYHO) AUC (11)? AQHAIBIETUKU®, MOXET TMOTPeOOBATHCS

OKCHKOAOH OKCUKOIOH Crnax (1), | cHIKEeHUE JI03bl
AUC (11) andenTanuna/Oynpesopduna/

Cydentanmn CydeHTanm — MOBBIIIEHNE | OKCHKOA0HA/Cy(heHTaHUIA.
KOHIEHTPALINKU (crenieHn
Hen3BecTHa)™P

deHTaHuI ®enrtanun B/B AUC (11)* He pexkomennyercs Bo Bpemss u 2
@deHTaHUN B IpYyrux GopMax | HEIEIM TOCIe OKOHYAHUS JICYCHHUS
— MOBBIIIICHUE | UTPAKOHA30JIoM.  [lOBBINIEH  pHUCK
KOHIIEHTPAILIUU (cTemeHb | MOSIBICHUS HEKETATENbHBIX PEaKIuil Ha
HEM3BECTHA) (beHTaHmI .

JleBameTHIIMETA IO JleBanieTHIMETA 0T [IpoTrBOTIOKa3aH BO BpeMs U B TCUCHUE

(;IleBomMeTaTuIT) Cmax (11), AUC (111)? 2 HEJENb nocne JIeYeHUs

uTpakoHazoioMm.  [loBellleH  pHUCK

TIOSABJICHUA HEXEIATCIIbHBIX peaKuHﬁ Ha

JeBalCTUIMETAI0JI: IIpOJIOHT Al A
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

uaTepBaa QT u Taxukapus MO THILY

«IIHAPYIT».

Mertanon

(R)-metamon  Cmax

AUC (1)*

2

[IpoTBONIOKAa3aH BO BpeMsl U B TCUCHUE

2 HEACIIb I10CJIC JICUCHHUA

HUTPAKOHA30JI0M. [ToBpIIeH PHUCK

TOABJICHHA HCXCIIATCIIbHBIX peaKuHﬁ Ha
MCTAaAOH: MOTCHUHUAJIBHO YI'POXKarouee
KHU3HHU

YrHETCHHUC JbIXaHW,

npoyioHramuss  uHTepBama QT  m

TaxXUKAPAUS 110 TUILY «ITHPYITH.

IIpornBoapuTMHYECKHE CPEICTBA

Juroxcun

Jurokcu Cmax T, AUC 1

[IpumensaTh c OCTOPOXKHOCTBIO,
HaOMIOAaTh Ha MpPeAMET MOSBJICHUS
HEXEJIATEJIbHBIX PEAaKIUK Ha JUTOKCHH,
MOXET HOTpC6OBaTI)C${ CHUXKCHHUEC J1O3bI

IUTrOKCHUHAC.

Jwnzonupamun

Jwuzonmpamu —

TOBBIICHNEC KOHICHTpAIUN

(n»°

HpOTI/IBOHOKaBaH BO BpCMA U B TCUCHHUC

2 HCACIIb IOoCJIC JICUCHUA

nTpakoHasojgoMm.  lloBelmeH — puck

TTOABJICHHA HEXKCIIATCIIbHBIX peaKuHﬁ Ha
AU30IMUpaMuZ: CEpPpbLE3HBIC APUTMUHU,

BKJIIO4Yast TaXUKapAaAUrO 1o TUITY

«ITHPYITH.

Hodernnma

Toderrmug Cmax (1),
AUC (1)*

[IpoTrBONOKa3aH BO BpeMsI U B TEUECHHE

2 HEACIb IOCJIC JICUCHUA

uTpakoHazojoM.  lloBbllieH  pucCk
TTOSIBJICHUSI HEXKEJIaTeIIbHBIX PEAKITUi Ha
no(eTUnua: cepbe3HbIe )KeIyI0UKOBbIE

ApUTMHH, BKJIKOYAd TaxXUKapAHUKO 110
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 31.01.2025 N2 2245
Kaaccel npenapartos | Oxuaaemsbrii/morentinans | ' '~ Kimsraéckne Komvrentapun |
U Ipenaparsl HBI Y PeKT no (cM. npuMevanus)

OTHONIEHUI) K YPOBHIO

npenapara (cCM. CHOCKH)

THUILY «ITAPYITH.

Hponenapon HpouenapoH Cmax (111), [IpoTrBOMOKa3aH BO BpeMs U B TCUCHHE
AUC (T111)? 2 HEJEINb nocJie JIeYeHUS
nTpakoHasoiaoMm.  lloBelmeH  puck

TTOABJICHHUA HEXECIIAaTCJIIbHBIX peaKHI/Iﬁ Ha
APOHEOApPOH: IIPOJIOHranusa HHTCpBajla

QT u cepaeYHO-COCYIUCTAST CMEPTh.

XWHUTUH XunnauH Cmax T, AUC 11 [IpoTuBONOKa3aH BO BpeMs U B TEUEHUE
2 HeJelb nocie JICYCHUS
uTpakoHa3ojgoMm.  [loBbImIEH  pHCK

MOSIBJICHHSI HE)KEJIATeNIbHBIX PeaKnii Ha
XUHUIMH: IpoToHTaus narepsana QT,
TaXUKapAus 1O THIy  «IHPYITY,

THUIIOTCH3UA, CIIYTAHHOCTb CO3HAHUA U

JETUPUI.
AHTHOMOTHKM
benaxkBunuu BenakBuimH Cmax (<), He pexomenayercs B TedeHue Ooiee
AUC (1) B Teuenue 2 4yeM 2 HeJleb B TI000H MOMEHT JIeUeHHUs
HeZIeNb, OJIUH pa3 B CYTKU 0eaKBUJIMHOM B CBS3M C MOBBIILIEHUEM
OenakBuIMHA® pUCKa  TIOSIBIICHUS  HEXKeJIaTeNbHBIX
peakiuii Ha OeTaKBUITHH.
[Munpodnokcanun Ntpakona3on Cmax T, [Ipumensars c OCTOPOXKHOCTBIO,
AUC? HaOMIOAaTh Ha TpPEeAMET MOSBICHUS
DPpUTPOMHUITIH
HeXeJaTeIbHbIX peakuuit Ha
WUTPAKOHA30JI, MOXET NOoTpeboBaThCs
CHI)KEHHE J03bl UTPAKOHA30J1a.
Kiaputpomunyia Kiraputpomurs — [IpumenaTh c OCTOPOXKHOCTBIO,

MOBBINICHUEC KOHICHTpAIUN Ha6J'IIO,Z[aTB Ha TOpCAMET TMOABIICHUA

(CTCHeHB HCI/I3BCCTHa)a’ b HCXKCIIATCIbHBIX pCaKHI/Iﬁ Ha
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

Urpakonazon Cuax T,

AUC 1

UTPAaKOHA30J W/WIH KIApUTPOMHIHUH®,
MOXET MOTPeOOBATHCS CHIKEHUE O3B

WUTPaKOHA30J1a U/UIIK KJIapUTPOMHULIMHA.

Jenamanu Henamanuyg — nossitienne | [IpumensTsb c OCTOPOKHOCTBIO,
KOHIIEHTpAaLUH (CTereHb HaO/01aTh Ha TMpeAMET MOSABICHUS
nenssecTHa)™ HEe)XeJaTeIbHbBIX peaximii Ha

Tpumerpexcat Tpumerpekcar — JieTaMaHu]/ TPUMETPEKCAT, MOJKET
MOBBIIIEHUE KOHIIEHTPAIUKU | TOTPEOOBaTHCS CHIDKEHHUE JI03BI
(creneHp HensBecTHa)™ P HUTpaKoHa30Ja°’.

N3onmnasuyg W3onnazun: konuentpamusi | He pexomenayercs B TeueHUe 2 HEJENb
uTpakonasona (||| )* " JI0 ¥ BO BpeMsI JICUCHHSI UTPAKOHA30JI0M,
Pudammunun: AUC MOXET OBbITh CHIXKeHa 3((HEKTHBHOCTH

Pudpammumim UTpaKkoHa3ona ||| UTPAKOHA301a.

Pudabyrun Pudabytun — noseimienne | He pekoMmenayercs B TeueHue 2 Hellelb
KOHIICHTPAILIUH (CTETICHb 70, BO BpeMsi M B TeueHHe 2 HEAeThb
HemspecTHa) * P mocjie  JICUYCHHWs ~— WTPAKOHA30JIOM.
Utpakonazon: Cmax | |, BosmoxHo cHmkeHue 3¢hdekTuBHOCTH
AUC || WTPAaKOHA30Jla W IIOBBIIICHUE pPHCKa

MTOSIBIICHUSI HE)KEJIATEIbHBIX PEaKIni Ha
pudadbyTuH®.

TenuTpoMuLIuH VY 310poBBIX 100poBoIbIeB: | [IpoTuBONOKa3aH nalnueHTam c
TeMUTPOMHUIHH Crmax T, TSOKETIBIM ~ HapylmieHHeM  (QYHKIUHU

AUC 1t

[Ipu TsKEOM HapyLIeHUN
(GYHKINMU TOYEK:
tenmutpomutiua AUC (11)*
[Ipu TsKENOM HapyLIEHUH
(YHKIIUY TICUeHU:

TCIIUTPOMUILIUH —

NEYCHW MW TIIOYCK BO BpPEMA U B
TedeHue 2 HCACIIb IIOCJIC JICUCHUA
HUTPaKOHA30JIOM. IIoBbimieH pUCK
TTOABJICHHUA HEXKCIIATCIIbHBIX peaKuHﬁ Ha
TCIIMTPOMHUIIMH, BKIIOYasd MEYCHOYHYIO
TOKCUYHOCTD, ITPOJIOHTaAlIUI0 UHTCPBAJIa

QT u TaxuKapauIo MO TUITY «ITUPYITH.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

MOBBIIICHUEC KOHICHTPAUH

(cTemeHp HensBecTHa) * P

v

JIPYTUX AaUCHTOB

IIPUMCHSTH C

ClIeyeT
OCTOPO>KHOCTBIO,
HaOMIOAAaTh Ha MpPeAMET IOSBJICHUS
HEXKEJIaTeJIbHBIX peakun Ha
TEJIMTPOMHUIIMH, MOXET MOTPeOOBATHCS

CHHMI)XCHHC T03bI TCJ'II/ITpOMI/II_[I/IHaC.

AHTI/IKanyJ'[ﬂHTbI H aHTI/ITPOMGOTI/I‘leCKI/Ie cpeacrea

ArnukcabaH ArnukcabaH Crnax (1), | He pexomenayercss Bo Bpemss u 2
AUC (1)* HEJIEJH MOCIIE JIEUEHUSI UTPAKOHA30JI0M.
PuBapoxcaban PuBapokcaban Cumax (1), | [ToBbien pUCK MOSIBJICHUS
AUC (1-11)* HEXeJlaTeNbHbIX peakuui Ha
Bopanakcap Bopamakcap  Cmax (1), | anukcaban/puBapokcabas/Bopamnakcap’.
AUC (1)
KymapuHnbl Kymapunsbl (nanpumep, | [IpumensTH c OCTOPOXKHOCTBIO,
(manmpumep, Bap(dapuH) — TIOBBIICHHUE | HAOMIOATh HA TPEAMET TOSBICHUS
BapdapuH) KOHIIEHTPAILIUU (cTereHb | HeXeNaTeIbHBIX peaxiui Ha
HemsBecTHa)™ P KyMapHUHBI/IIUIIOCTA30J1, MOXKET
[unocTazon Hunoctazon  Cmax (1), | moTpeboBaThCs CHUKEHUE JT03bI
AUC (11)? KyMapHHOB/ 1Iui0cTa3ona’
Haburarpan Haoburatpan  Cmax  (17), | [Ipumensts c OCTOPOKHOCTHIO,
AUC (11)* HaOMIOaTh HA TIPEIMET TMOSBIICHUS
HEeXeNaTeNbHBIX peaxiui Ha
naburaTpaH, MOXeT TOTpeboBaThCs
CHWKEHUE JI03bI Taburarpana’
Tukarpenop Tuxarpenop  Cmax  (11), | [IpoTHBOIIOKa3aH BO BpeMs U B T€UEHHUE
AUC (111)? 2 HEJENb nocne JIeYeHUs
HUTPAKOHA30JIOM. IloBpiIeH  puck

TIOSAABJICHUA HEXEIATCIbHBIX peaKuHﬁ Ha

TUKArpesop, HalpuMep KPOBOTEUEHU.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

2025 Ne 2245

o1 31.01

Kuaaccel npenaparoB | OxkugaemMblii/moTeHIHAID (o kﬁﬁﬁuﬁéﬁiﬁ@ﬁmﬁ?&hﬁﬂ !
U Ipenaparsl HBI Y PeKT no (cM. npuMevanus)
OTHOLIEHHIO K YPOBHIO
npenapara (cCM. CHOCKH)
IIpoTuBOCY10POKHBIE CPEACTBA
KapOamazenun Konuenrpanus He pexomennyercs B TeueHue 2 HEAETb
kapbamaszeruna (1)*° 70, BO BpEeMs U B TE€UEHUE 2 HEHAelb
Konuentpanus MOCJIe JICYCHHS] UTPAKOHA30JIOM.
urpaxonasoma (| )P D¢ hEeKTUBHOCTh MTPAKOHA30JIa MOKET
OBITh CHIDKEHA B CBSI3U C MOBBIIICHUEM
pUCKa  TIOSIBJICHUS  HEXKeIaTelbHBIX
peakuuii Ha kKapbamazenuH®
denobapOuTan denobapouTa: He pexomennyercs B TeueHue 2 HeeTb
KOHIICHTPAIIHS 70, BO BpeMs W B TeUeHUE 2 HeAelb
uTpakonasona (||| )* P ocJie JISYeHUs UTpakoHa3zosioM. Mosxer
DeHUTONH DEeHUTOUH: AUC | ObITb CHIDKEHA 3¢ heKTUBHOCTH
WTpaKoHasoja ||| HUTPAKOHA30JIa.
IIporuBoanadeTnyecKue CPpeaCTBA
Penarnunug Penarmmung Cmax T, AUC 1 | IIpumensTh c OCTOPOKHOCTBIO,
HaOJIOaTh HA TIPEIMET TMOSBIICHUS
CakcarnunTiH CakcarmunTuH Cmax  (1T1), | HEXKETATEIbHBIX peakuuit Ha
AUC (11)? penariauHu I/ CaKCarIuIThH, MOXET
nmoTpedoBaTbCs CHIDKEHHE JI03BI
penarmHuaa/ caKcarJiunTuHa®
AHTHUIeJIbMUHTHBIE, IPOTHBOTPHOKOBBIE U AHTHIIPOTO30iHbIE CPEACTBA
Apremerep- Aptemerep  Cmax  (11), | [Ipumensts c OCTOPOXHOCTBIO,
mroMe(aHTpUH AUC (11)? HaOMoIaTh Ha TMpeAMET TMOSBICHUS
JIromedantpuH  Cmax (1), | HEXKEIaTENbHBIX peaxiuit Ha
AUC (1) apTemMeTep-TroMe(paHTPHH/XUHUHS.
XuHWH XuHuH Cmax <>, AUC 1 Crennuyeckue JACHCTBHS ONMUCAHBI B

HHCTPYKIUAX 1O TPUMCHCHUIO.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

["anopanTpun

lanmodanTpuH — MoBkIIIEHUE
KOHIICHTPALIUU (creneHp

HensBecTHa)

[IpoTBONIOKAa3aH BO BpeMsl U B TCUCHHUE

2 HEACIIb I10CJIC JICUCHHUA

utpakoHasojgoMm.  IloBelmien  puck
IIOSIBJICHUSI HEXKEJIATEIIbHBIX PEAKLIUI Ha
rajnoaHTpuH: MPOJIOHTAIM HHTEpBAajIa

QT u neranbHBIC APUTMHH.

N3aBykoHa301

(<),

N3aBykoHa301  Cax

AUC (111)°

[IpoTBONOKAa3aH BO BpeMsI U B TEUCHHE

2 HEeIb oCIe JICUEHUS

nTpakoHasojgoMm.  lloBelmeH  puck
MIOSIBJICHUSI HEXKETIATEJIbHBIX PEaKLUi Ha
M3aBYKOHA30JI: HApYILLIEHUs CO CTOPOHBI
II€YEHH, peakuuu rumnep-
YYBCTBUTCIIbHOCTHU n

AMOPHOPETOTOKCHIHOCTb.

IIpazukBanTen

I[Mpasuksanten Cmax (11),
AUC (1)

[IpumensaThH c OCTOPOXKHOCTBIO,
HaOJIOJaTh HA TIPEIMET TMOSBICHUS
He)XeJaTeIbHbIX peakuuii Ha
MPa3UKBaHTEN, MOXKET MOTPeOOBaThCS

CHMXXCHUC OO3EI IIP asukBaHTela’

AHTUTHCTAMHHHBIE cpeacrea

ActeMu3on

Actemn30m1 Crnax (1),

AUC (1)

[IpoTBONIOKAa3aH BO BpEMsI U B TEUCHHE

2 HCACIIb IOoCJIC JICUCHUA

nTpakoHasojgoMm.  IloBelmeH  puck
MOSIBJICHUSI HEXKETIaTEeNIbHBIX peakuii Ha
acTeMHU30JI: TPOJIOHTAllUs HHTEpBaja
QT, Taxukapaus 1Mo TUIY «IIUPYIT» H

JPYTHE KENyI0UKOBBIE aPUTMHUH.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

bunactun bunactun Crnax 1), | lpumenste c OCTOPOXHOCTBIO,
AUC (1)? HaOMIOJaTh HA TPEIMET IMOSBICHUS
D0acTuH D6actuH Cmax 117, AUC 111 | HexenaTenbHBIX peakuuii Ha
OunacTuH/>0acTHH, pynaTaguH®, MOKET
Pynaranun Pynaranux — noBbimeHue notrpeboBaTbcs CHIDKCHHE 7103l
KonueHrpauuu (11171)*° OwnacTuHa/>0acTHHA, pynaTaJnHAa.
Mwu3onactuH Muzonactut Cmax (1), [IpoTrBOMOKa3aH BO BpeMs U B TCUECHHE
AUC (1)? 2 HeZeNb nocine JICUYEHUS
uTpakonazoioMm.  [loBbllleH  puCK
MOSIBJICHHSI HE)KEJIATeNIbHBIX PeaKnii Ha
MHU30JIaCTHUH: TPOJIOHTalUsl MHTEpBaja
QT.
Tepdenanuu Tepdpenagun — nossimenue | [[poTuBoONmOKa3aH BO BpeMsi U B TCUCHUE
KOHUEHTpAaLNKU (crenens | 2 HEJIEb rnocjie JICYEHUSI
Hem3BecTHa)” uTpakoHazoinoMm.  [loBelllleH  pHCK
TOSIBJICHUSI HEXKETIAaTeNbHBIX PEakIuii Ha
TepdeHauH: TPOJIOHTANMsI MHTEpBaja
QT, Taxukapaus Mo TUITY «ITHPYIT» U
JpyTHE KeNyI0YKOBbIE aPUTMUU.
IIpoTuBOMHUIPEeHO3HbIE CPeCTBA
Onerpunran Onerpuntad Cmax (11), [MpumensaTs c OCTOPOKHOCTBIO,

AUC (111"

HaOMIOaTh HA TIPEIMET TMOSBIICHUS

HEXKCIJIATCIbHBIX peaKHI/II\/’I Ha

BJICTpI/IHTaHC, MOXCET HOTpCGOBaTLCH

CHUXCHUC NO3bI DJICTPHUIITAHA.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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oT 31.071.2025 Nz 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

ATKaIou eI Anxanounsl crnopblHbE — | [IpoTHBOMOKa3aH BO BpeMs U B TCUCHUE
CTHIOPBIHBHT MOBBIIICHUE KOHIICHTpAIUH | 2 HEJIelb nocie JICUCHUS
(armaposproTamuH, | (ctemneHs Hem3pecTHa)™ P uTpakoHa3ojioM.  [loBbIlIeH  pHCK
SPrOMETpPHH, MOSIBJICHHSI HEXKETIaTeNbHBIX PEaKIuii Ha
HProTaMHMH, QIKAJIOUABl  CHOPBIHBHM, TaKHX Kak
METHIIDPTOMETPHUH) APrOTHU3M.
IIpoTuBoOMyX0/€BbIE MPENAPATHI
bopre3omud Boprezomu6 AUC (1)? [IpumensTsb c OCTOPO’KHOCTBIO,
Bbpentykcumaba Bpentykcumaba  BeOTHH | HaOMOJaTh Ha MPEIMET TOSBICHUS
BEJIOTHH AUC (1)? HEKEJIaTEeJIbHBIX peaKkuuii Ha
bycynbbhan bycynbdan Cpax T, AUC 1 | IpOTHBOOITYXOJIEBBIE npemnaparsl’,
OpnoTuHuo OpnotuHUO Crax (11), MOXKET MOTPeOOBATHCS CHUKEHHUE JI03bI

AUC (1)? MPOTUBOOITYXOJIEBOTO ITperapara.
I'epurunnd I'eputuan® Cmax T, AUC 1
NmaTuauG NmatrauO Cmax (1),

AUC (1)*
Hxcabenuion UkcabenmuinoH Cmax (<),

AUC (1)
Hunrtenanub Hunrenann6 Cmax (1), AUC

(1"
[Tano6uHOCTAT [Manoounocrar  Cmax (1),

AUC (1)
[MTonaTuHKO [MTonatiHUO Crmax (1),

AUC (1)*
PykconutunuG Pykcomntuan® Cmax (1),

AUC (1)
Conuperu6 Conngeru6 Cmax (1),

AUC (11)*
Baunerauun6o Bannerann6 Cmax <>, AUC 1
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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oT 31.071.2025 Nz 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

Wnenanicu® Nnenamucu® Cmax (1), [Ipumensartsb c OCTOPOKHOCTBIO,
AUC (1)? HaOMIOJaTh HA TPEIMET IMOSBICHUS
WtpakoHa3on — moBblllIeHUE | HEXETaTeIbHbIX peaxuit Ha
KOHIICHTPALIMU B CBIBOPOTKE | UTPAKOHA30Jl  W/WIM  UAeTIamucuo’,
(creneHp HemsBecTHa)™ P MOKET OTPeOOBATHCS CHUKCHHE JI03BI
WUTPaKOHA30J1a U/UITU uaenanucuoa.
AKcUTHHUO AxcutHIO Cmax (1), He pexomennyercs Bo BpemMs U 2
AUC (11)? HEJICJIH TTOCIIC JICUCHHS UTPAKOHA30JI0M.
bo3yTunu6 bozytuaun6 Cuax (111), [ToBbI11EH pHUCK MOSIBJICHUS
AUC (111)? HEeXeJlaTeIbHbIX peakuui Ha
Kaba3surakcen Kaba3zurakcen Cmax (<), | IPOTUBOOITYXO0JIEBBIE IpENapaThI®.
AUC (&)?
Ka6o3anTunub Kab6o3antuan® Cupax (<), | JOMOIHUTENBHO:
AUC (1)* Jis  xabasurakcena, Jaxke — €CIHU
LlepuTnanG Heputuanb Cumax (1), U3MEHEHUs apaMeTpoB
AUC (11)? (hapMakOKUHETHKH  HE  JOCTHUTaIu
Kobumetnnu6 Kobumetrnan® Cmax 11, | CTATUCTUYECKOM 3HAYMMOCTH B
AUC 111 HCCIeI0BaHUT JIEKapCTBEHHOT O
Kpuzotnuud Kpuzotuan6 Cmax (1), B3aUMOJCHCTBUSA C HU3KUMHU [J03aMH
AUC (11)? KETOKOHA30J1a, HaOJI0aach BBICOKAs
Habpadenund Ha6papenud AUC (1)* BapUAaTUBHOCTh  pe3ynpTaToB.  Jlis
Ja3atunu6 Ha3atuHu6 Cmax (11), nbpytuHnba cneunpuyeckue AeUCTBUSL
AUC (11)? OTIHMCaHbI B UHCTPYKLUU 1o
Jlomerakcen Honerakcen AUC («>-11)* | mpuUMeHEHHIO.
NopyTrHno Nopytuau® Cmax  (T111),
AUC (1111)°*
JlanaTuuau6 Jlanatuau0 Cmax (11),
AUC (11)*
Hunoruuub Hunotuan6 Crax (1),
AUC (1)
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

Onanapu®

[Tazonanu0

CyHuTHHHO

TpabexTeaun

Tpacty3zymad

OMTaH3UH

Ankamousl OapBUHKA

Onanapu6 Cmax T, AUC 11
[Tazomaun® Cmax (1),

AUC (1)*

CynutrHu0 Crmax (1),

AUC (1)

Tpabexkreaud Cmax (1),
AUC (1)*

Tpacty3ymab »MTaH3UH —
MOBBIIICHUE KOHIICHTPAIIUU
(creneHs HensBecTHa)™ P

Ankamouapl  OapBHHKA
TOBBIIICHUE KOHIICHTPALIUU

(ctenens HemspecTHA)™

Peropadenuo AUC peropadenuda (|| mo | He pekomengyercs Bo Bpems u 2
JaHHBIM ISl  AKTUBHOTO | HEAEIH MOCIIE ICYCHUS UTPAKOHA30JI0M.
KOMITOHEHTa)® Mosker ObITh cHUXeHa 3((HEKTUBHOCTD

peropadennoda.
Hpunorekan HpuHoTekan U ero | [IpotuBomnokasas BO BpeMs U B TEUEHHUE
aKTUBHBIH MeTaOOIUT — | 2 HEeIlenb rocJie JICUCHHUS
MOBBIIIEHUE KOHUEHTPAlMy | UTpakoHa3oiaoM.  lloBeimen — puck

(cTeneHb Hem3BecTHA)™ °

TOABJICHHA HCXKCIIATCIIbHBIX peaKI_[I/IP'I Ha
HUPHUHOTCKAH: INOTCHIIMAJIBHO

yrpoxarouiasd XHU3HU MHUCIOCYIIPECCUs

U uapes.
AHTHUNICUXOTHKH, AHKCUOJIUTHKHU U CHOTBOPHBbIE CPeJACTBA
Annpasonam Anmnpaszonam Chax <, [IpumeHaTH c OCTOPOKHOCTBIO,
AUC 11 HaOMOIaTh Ha TMpPEeAMET TOSBICHUS
Apununpason Apunnnpazon Cmax T, HEKEJIaTEeJIbHBIX peakuin Ha
AUC 1 AQHTUTICUXOTHKH, AHKCUOJIIUTUKU WU
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 31.01.2025 N 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

bporuzonam

Bbycniupon

Tlanonepunon

Munazonam (B/B)

Bporuzonam Cmax <,
AUC 11
bycrmpon Ciax 1111,

AUC 1111
INanonepunon Cmax T, AUC 1
Munazonam (8/B) —

IIOBBIIICHUE KOHICHTpALUKU

CHOTBOPHBIE®, MOXET IOTPeOOBATHCS

CHMIKCHHUEC N03 3THUX IIPCIIapaToB.

11°
[Tepocniupon [Tepocmpon  Cmax 111,
AUC 111
KseTnanuu Ksetnamua ~ Cmax  (11),
AUC (111)*
PamenTeon Pamenreon Chnax M,
AUC (1)*
Pucnepumon Pucnepuson — mnoBbllieHUE
KOHIICHTpaLuu Tb
CyBopekcaHT CyBopekcadT  Cmax (1),
AUC (1)
30MHKIIOH 3onukioH Cmax T, AUC 1
Jlypazunon Jypasunon Cmax  (117), | [IpoTHBOIIOKa3aH BO BpeMs U B TEUCHHUE
AUC (111)? 2 He/Ielb noce JICUCHUS
uTpakoHazoioMm.  [loBellleH  pHCK

TOABJICHHA HCXKCIIATCIIbHBIX peaKI_lI/Iﬁ Ha

Jypa3uioH: TUIIOTEH3HUS,
LHUPKYJIATOPHBIM  KOJUIATC, TSXKeJble
JKCTpanupaMuHbIe CUMIITOMBI,
CyZIOpOrH.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

Munazonam

(mepopasibHO)

Mupazonam  (mepopajibHO)

Cos =11, AUC 11111

[IpoTBONIOKAa3aH BO BpeMsl U B TCUCHHUE

2 HEACIIb I10CJIC JICUCHUA

HUTPAKOHA30JIOM. [ToBpImIeH pHUCK
MOSABJIEHUS HEXKEIATEIbHbIX PEAKIMI Ha
MHJA30J]aM:  YTHETEHUE  JbIXaHMSA,
OCTaHOBKa CEp/ilia, MPOJOHTUPOBAHHAS

cemanusa U KoMa.

ITumosun

ITumo3sun Crnax

AUC (17)*

2

HpOTI/IBOHOKaSaH BO BPEMA U B TCUCHUC

2 HEACIIb ITIOCJIC JICUCHHUA

nrpakoHasojgoMm.  lloBelmeH  puck
IIOSIBJICHUSI HEXKEJIATEIIbHBIX PEAKLUI Ha
MUMO3UJ: apUTMHH CEPJILA, BO3MOXKHO,
CBSI3aHHBIE C IPOJIOHTAllMEd MHTEpBaja

QT u TaxuKapaueii o THILY «ITHPYIT.

Ceprunnon

CepTI/IH,I[OJ'I — TIOBBIIICHUC
KOHIOCHTpanuu (CTeHeHB

HemsBecTHA)™

HpOTI/IBOHOKaSaH BO BpCMs U B TCUHCHHUC

2 HCACIIb IOCJIC JICUCHUA

nTpakoHa3ojgoMm.  lloBelmeH  puck
TTIOSABJICHUA HEXCEIATCIIbHBIX peaKuHﬁ Ha
CEPTUHAOJ: IIPOJIOHralUsl WHTEpBaJa

QT u Taxukapaus 1Mo TUITY «ITUPYITH.

Tpuazonam

Tpuazonam  Chax

AUC 11-1111

=11,

HpOTI/IBOHOKaSaH BO BpCMs U B TCUHCHHUC

2 HCACIIb IOoCJIC JICUCHUA

nTpakoHa3ojgoMm.  lloBelmeH  puck

TTIOABJICHHUA HEXCIIATCIIbHBIX peaKuHﬁ Ha
TpHUa3oJjaM:

CYJIOpPOTH,  YTHETCHHS

JABIXaHUs, aHTHOOTCK, alTHO3 U KOMaA.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

IIpoTruBoBHpYCHBIE CpeaCcTBa

AcyHarpeBup (c | AcynampeBup Cmax (111), | [Ipumensts c OCTOPOKHOCTBIO;
YCUJICHUEM) AUC (111)? crenuuIecKre EHCTBUS OMHCAHBI B
Tenodosupa TenodoBup — MOBBIIEHUE | HHCTPYKIIUU 1o MIPUMEHEHUIO
TU30MPOKCUIa KOHLIEHTpALlUU (cTereHp | MPOTUBOBUPYCHOTO Mpenapara.
¢dymapat (TDF) HemspecTHa) &P
bonenpesup bouenpeBup  Cmax (1), | [IpumensaTs c OCTOPOKHOCTBIO,
AUC (11)? HaOJIIOJIaTh HAa TMPEAMET TOSBIICHUS
HtpakoHa301 — MOBHIIEHUE | HEXKETaTeIbHBIX peaxmii Ha
KOHIICHTPALIUU (cTemeHb | MTpakoHa30y — w/wiak  OomenpeBup’,
HemsBecTHa) * P MOXKET MOTPeOOBATHCS CHUKEHHUE JI03bI
UTpaKOHA307Ia. Crneuunduueckue
JeWCTBUSL yKa3aHbl B WHCTPYKIHU IO
MIPUMEHCHHIO OOTIeTIpeBUpA.
KoGunucrar KoOunucrar — mnoseimenne | [IpumeHsTh c OCTOPOXKHOCTBIO,
KOHIICHTPALIU! (crenenp | HAOMIOAATh HA TIPEAMET IOSBICHUS
Hem3BeCTHa) & P HEeXeNaTeIbHBIX peaxiui Ha
HTpakoHa30 — MOBBIIMIEHUE | UTPAKOHA30JI, MOXET MOTpedoBaThCs
KOHIICHTPALIU! (cTeneHp | CHM)KEHHUE JTO3BI UTPAKOHA30IIA.
HemspecTHa) *
HaknaracBup HaxnatacBup  Cmax (1), | [IpumensTh c OCTOPOKHOCTBIO,
AUC (11)? HaOMoIaTh Ha TMpeAMET TMOSBICHUS
Banunpesup BanumnpeBup Cmax  (111), | HOXeTaTENbHBIX peakuin Ha
AUC (111)* JIaKJIaTaCBUP/BaHUTIPEBUP®, MOXeET
norpedoBaTbcs CHIDKCHHE J103bI

)IaKJ'IaTaCBI/Ipa/ BAaHUIIPCBUPA.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

HapynaBup (c | Ycunennsrit putoHaBupoM | [Ipumensts c OCTOPOXKHOCTBIO,
YCHUJICHUEM) JapyHaBUD: Cimax | HaOMOaTh Ha TMpeAMET TMOSABIICHUS
UTpaKOHAa30Ja (11), | HeXKemaTeNbHbBIX peaxuit Ha
AUC (11)? UTPAaKOHA30J, MOXET TOTPeOOBaTHCS
®ocamipeHasup (c VYCuneHHbII PUTOHABUPOM | CHMXKEHME J103bl UTPAKOHA30JIA.
YCHJIEHUEM (dbocamnpeHaBup: Cinax
PUTOHABHUPOM) HWTpaKOHa30J1a M,
AUC (11)*
Tenanpesup TemanpeBup: Crnax
UTPaKOHa30J1a M,
AUC (1)
DnBuUTErpaBUp OnsuterpaBup Cmax (1), | Ilpumensarts c OCTOPOKHOCTBIO,
(ycumeHHBI) AUC (1)* HaOJIOJaTh HA TPEIMET TMOSBICHUS
WTpakoHa3on — MoBbIIIeHNE | HEXETaTeIbHbBIX peaxkuui Ha
KOHLIEHTPALIUU (cTemeHb | UTPAKOHA30J  W/WUJM  DIIBUTETPAaBUP
HemssecTHa)™ (ycuieHHbIN pUTOHABUPOM)®.
MoxeTt moTpeOoBaTbCsi CHIKEHHUE JI036I
UTPaKOHa30j7a; CM. HWHCTPYKLHIO TIO
MIPUMEHEHHIO 3JIBUTErPaBUpA.
Ddasupens DdaBupens: Cmax | He pexomenayercst B TeueHue 2 Hellenb
utpakonasona |, AUC | 710 ¥ BO BpeMsI JIEUEHU I UTPAKOHA30JIOM.
HeBupanun HeBupanus: Cmax | OppekTHBHOCTh UTpPAKOHA30J1a MOXKET
utpakonaszona |, AUC || OBITh CHM)KCHA.
KomOuHarms: Dnbaceup Crnax («»), | IpumeHsITH c OCTOPOYKHOCTBIO,
Dnbacup/ AUC (1)* HaOMIOJaTh HA TPEAMET TOSBIICHUS
['pazomnpeBup I'pazonpeBup Cmax (<), | HOKEIATENBHBIX PEAKIMi, CBSI3aHHBIX C
AUC (11)? COBMECTHBIM MIPUMEHEHHUEM®.

Crenuduueckue IeHCTBUS yKa3aHbI B
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMblii/moTeHL

HaJb

MO R bl

HBI Y PeKT no

OTHONIEHUI) K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

WHCTPYKIIUU o NPUMEHEHHUIO
a16acBUpa/TpazonpeBupa.
KomOunamms: I'nexanpeBup Cmax  (11), | [IpumensaTs c OCTOPOKHOCTBIO,
['mexanpeBup/ AUC (171-111)? HaOMIOJaTh HA TPEAMET IOSBIICHUS
[TuGpenTacBup IMu6pentacBup Cmax (<> - 1), | HeXKeIaTeabHBIX PEAKIUA, CBI3aHHBIX C
AUC (e-11)° COBMECTHBIM IpUMEHEHHEM®,
Crenuduueckue IeHCTBUS yKa3aHbI B
WHCTPYKLUHU 1o MIPUMEHEHUIO
rieKanpeBupa/muopeHTacBupa.
WNuauHaBup Konuenrpanus [IpumensaThH c OCTOPOXKHOCTBIO,
uTpaKonasona 1° HaONMo1aTh Ha TMpeAMEeT MOSABICHUS
NuannaBup Chax <>, AUC 1 | HexXenaTenbHbIX peaxiui Ha
UTPAaKOHA30JI M/WJIH UHIMHABUDP®, MOXKET
noTpedoBarTbcs CHWKEHUE 103
UTpaKoHa30J1a W/WIM UHANHABUPA.
Mapasupok MapaBupok  Cmax  (11), | [Ipumensts c OCTOPOXHOCTBIO,
AUC (111)? HaONMo/IaTh Ha TMpeAMEeT TMOSBICHUS
HEeXKeJaTeNbHBIX  peakuuit®. Moxer
oTpedoBaThCs CHIKECHHE JTO3bI
MapaBUpPOKa.
KomOuHamms: Urpakonazon  Cmax (1), | [IpumensTs c OCTOPOKHOCTBIO,
OwmOuTacBup/ AUC (11)? HaOMIOJaTh HA TIPEAMET TOSBIICHUS
[MapuTanpesup/ OmoutacBup Cmax  («), | HOKETATEIBHBIX peaximii Ha
Puronasup/c AUC (1)* WUTPAKOHA30J W/WIIN TPOTHBOBHPYCHBIE
HacaOysupom unu 6e3 | ITapuranpeBup Cmax (1), | cpeacta’.  Moxker — norpeGoBaTbes
HEro AUC (11)? CHIDKEHUE J103bl UTpaKOHa30J1a.
Putonasup Cinax (1), | Cnenuduueckre OeHCTBUS yKa3aHbl B
AUC (1)? MHCTPYKLUHUAX [0 HPUMEHEHHIO JTHX
JacabyBup Cinax (1), | mpemapatos.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 31.07.2025 N= 2245

Kaaccel npenapartos | Oxuaaemsbrii/morentinans | ' '~ Kimsraéckne Komvrentapun |

U Ipenaparsl HBI Y PeKT no (cM. npuMevanus)
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

AUC (1)?
PutonaBup Urpakonazon  Cmax (1), | [IpumensTs c OCTOPOKHOCTBIO,
AUC (11)? HaOJIO/IaTh HAa TMPEAMET TOSBICHUS
PutronaBup  Cuax  («), | HEXENATEIBHBIX peaxkuuit Ha
AUC (1)? WTPAaKOHA30J  W/WIH  PUTOHABHP®.
MoskeT noTpeboBaThCS CHUKEHHE JI03bI
UTpaKoOHA30JIa. Crenuduueckue
JNCHCTBUS OMUCAHBI B MHCTPYKIUHU I10
MIPUMEHEHUIO PUTOHABUPA.
CaxBuHaBUp CaxBunaBup (6e3 ycunenus) | [IpumensTh c OCTOPOXHOCTBIO,
Cmax 11, AUC 111 HaOMIOJaTh HA TPEIMET IOSBICHUS
WtpakoHas3on (C yCHICHHBIM | HEXeNIaTelbHbIX peaxui Ha

cakBUHAaBUPOM) Cmax (1), | HTpaKOHA30J1  W/WJIM  CaKBHHABHUPC.
AUC (11)? MosxeT moTpeboBaThCsl CHUKEHUE O3B
UTpaKOHA307Ia. Crneuunduueckue
JEHCTBUS OMUCaHBbl B WHCTPYKIUHU TIO

MNPUMCHCHUIO CAKBMHABHPA.

CumernpeBup CumernpeBup Cmax  (11), | He pexkomenayercss BO BpeMs H B
AUC (111)? TeUeHHEe 2 HeJeab Ioche JICUYCHUS
HUTPAaKOHA30JIOM.

Bbera-610kaTopsl

Hanonon Hanonon Cmax 11, AUC 11 | [IpumensTh c OCTOPOKHOCTBIO,
HAOJIOAaTh Ha TPEAMET MOSIBICHUS
HEKeJIAaTeIbHBIX PEeaKIMii Ha Haa0Iou’.
MosxeT moTpeboBaThCsl CHUKEHUE O3B

HazaoJ10J1a.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

B.]IOKaTOPLI KaJIbIIUEBBIX KAHAJI0B

benpuaun benpuaun — mnoseienue | [[poTuBONoOKa3aH BO BpeMS U B TEUCHUE
KOHLEHTpAaLNU (crenens | 2 HEJIEIb rnocJjie JICYEHUSI
HemsBecTHa)™ P nTtpakoHazojgoMm.  lloBellieH  puck
MOSIBJICHUSI HEXKEJIATEIbHBIX PEAKLUI Ha
OempuanII, TAKUX KaK HOBAas apUTMHUS U
JKEITYJOUKOBasi TaxXUKapIus 10 THUITY
KIHPYITH.
Huntrazem Juntrazem u urpakonason — | [Ilpumenars c OCTOPOXKHOCTBIO,
MOBBIILIEHUE KOHLEHTpAlMu | HAOMI0JaTh Ha MpeIMeT IOSBICHUS
(crenenb Hem3BecTHA)™ ° HEeXeJIaTeNIbHbIX peakuuii Ha
UTPAKOHA30JI U/WJIH TUJITHA3EM, MOYKET
noTpedoBaThCs CHIKECHHE JIO3bI
UTpPaKOHA30J1a W/WIH AUITHA3EMA.
®denoaunuH @enmomunuH  Cmax 717, | IIpoTHBONOKa3aH BO BpeMsl U B TE€UEHHE
JlepkanuunuH AUC 111 2 HEJIENb nocie JICYEHUSI
Huconnunun JlepkaHugunuH AUC | utpakonazonom.  [loBeimieH  puck
Trth? MOSIBJICHUSI HEXKENIATEeNbHBIX PEaKIUi Ha
Huconmunua Cumax (1111), | AMTUAPONUPUINHBL:  TUIIOTEH3US U
AUC (1111)? nepudepuIecKuii OTeK.
Hpyrue JuruaponupuinHbl — | IIpumensTH c OCTOPOKHOCTBIO,
JTUTUAPOTTUPHUINHBI MOBBIILICHNE KOHUEHTpPAlMU | HAOMI0JaTh Ha MpeIMeT MOSBICHUS
(cTenens HemsBecTHa) &P HeXeJaTeJIbHbIX peaxkuuit Ha
Bepanamun Bepanamun — moBbIIIEHHE | JUTUIPONUPUIUHBL/BEpaiaMiiI®, MOKET
KOHIIEHTPALIUH (crenens | moTpeboBaTbCs CHUKEHUE 103

HemsBecTHa) *

JTUTHAPOTTUPHUIMHOB/BEpariaMmuia.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

PaznauuHblie cpeacrea AJsl JICUCHUSA 3a00/1eBaHMIi cepneqﬂo-cocylchoﬁ CHCTEMbI

AnuckupeH Amuckupen  Cmax 1117, | He pexkomeHnnyercs BO BpemMs U B
AUC 111 TeyeHue 2 HeAeNlb I0Cie JIeUeHUs
Puonurynar Puommrymar  Cmax (1), | uTpakonazomom®.  IToBbllieH  pHUCK
AUC (11)? MOSIBJICHUSI HEXKEJIAaTeIIbHBIX PEaKIIUi Ha
Cunpnenadun (mns | Cunpenadm/Taganadun  — | cepACUHO-COCYTUCTBIN Tpermapar.
JICYCHHsI ~ JIETOYHOH | MOBBIICHHE KOHIEHTPAIUU
TUIEPTEH3UN ) (cTereHb HEW3BECTHA, HO
Tanamadwn (mns | apdexkt MoxeT ObITH Oosce
JCUCHHUsST  JIETOYHOH | BBIPAYKCHHBIM, 4em
THIIEPTCH3HH) CO00MIeHO ISt
yponorndecknx cpencts)® P
boszenran bo3zenran Crmax (11), | Ipumenstsb c OCTOPOKHOCTBIO,
AUC (11)? HaOMIOaTh HA MPEIAMET IOSBJICHHS
['yandanun I'yandarun Cinax (1), | HeXKeNMaTEeNbHBIX peakuuii Ha
AUC (11)? 0o3eHTaH/TyaHpaImH, MOYXET
norpeOoBaTbcs CHIDKCHHE J103b1
003eHTaHa/TyaHpaluHa.
WBabpanun NBabpamuH  Cmax  (11), | [IpoTuBONOKa3aH BO BpeMs U B T€UEHUE
AUC (111)? 2 HEJIelb nocie JICUCHUS
nTpakoHa3ojgoMm.  lloBelmeH  puck
TOSIBIICHHSI HE)KEJIATeNIbHBIX PEaKInii Ha
nBabpajnH, TaKUX Kak (puoOpumIaus
npeacepauid, Opaaukapaus, CUHYcOBast
OCTaHOBKa cep/Iia u 0JoKaaa cepama.
Panomnazun Panonazun  Cmax  (11), | [IpoTuBOMIOKa3aH BO BpeMs U B T€UEHUE
AUC (11)? 2 HEJIENb nociie JIeYEHUS
HUTPAKOHA30JIOM. IloBelIeH  puck

TOABJICHHA HECXCIIATCIIbHBIX pCaKHI/Iﬁ Ha
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

PpaHOJIa3MH, TAKUX KaK MHIPOJIOHTalrA

HWHTEpBaja QT u noveyHast
HEI0CTaTOYHOCTb.
KonTpanenTuBHbie cpeacTBa
Juenorect Jluenorect Crnax (1), | [IpumeHSTH c OCTOPOYKHOCTBIO,
AUC (11)? HaOMIOJaTh HA TPEIMET IOSBICHUS
Yunpucrain VYaunpuctan Cumax  (11), | HOKEIATENbHBIX peakuuii Ha
AUC (111)? KOHTPALICIITUBHBIC cpencraa’;
cnenuuyecKkre NEHCTBHS yKa3aHbI B
WHCTPYKIIHSIX 1o PUMEHEHHUIO
JMEHOTECTa/yJIUIIPUCTAIA.
JlnypeTuKku
DruiepeHoH OmiepeHoH  Cmax (1), | [IpoTHBONOKa3aH BO BpeMsi U B TCUCHHE
AUC (111)?2 2 HEJIENTb rocie JIEYEHUS
uTpakoHazoioMm.  [loBellleH  pHCK
TOSIBJICHUSI HEXKETIAaTeNbHBIX PEakIuii Ha
SIUIEPEHOH, TAKUX KaK THIEPKATAEMUS
Y THITIOTCH3US.
Kesyno4yHo-KHIIeYHbIE CPEACTBA
Anpenurtanr Anpenurant AUC (111)? [IpumenaTsb c OCTOPOKHOCTBIO,
Jlonepamunt Jlonepamun Crax 11, | HaOMrIOAATh HA TPEAMET TMOSBICHUS
AUC 11 HEeXeIaTeIbHBIX peakiuit Ha
HerynuranT Herynmutant  Cmax (1), | anmpenuTaHT/nonepaMui/HeTymuTaHT®,
AUC (11)? MOKET OTPeOOBATHCS CHUKECHHE JI03bI

aHpCHI/ITaHTa/ JonepaMuia.

Cnenuduyeckue eHCTBUS TS

Crpanuna 33 u3 55




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 31.01.2025 N2 2245
Kuaaccel npenaparoB | OxkugaemMblii/moTeHIHAID (o kMEIﬁQEMeL?M !
U Ipenaparsl HBI Y PeKT no (cM. npuMevanus)
OTHOLUICHHIO K YPOBHIO
npenapara (cCM. CHOCKH)
HETYIIUTaHTa IIPE/ICTABIICHBI B
MHCTPYKLIHH.
[u3anpun [uszanpun — noseiueHue | [IpoTuBonokasas BO BpeMs U B TCUEHUE
KOHLIEHTPaLluN (crenens | 2 HeZelb nocie JICYCHUs
HemsBecTHa)™ utpakoHasojgoMm.  IloBelmien  puck

MOSIBJICHHSI HE)KEJIATSIIbHBIX PEaKIUi Ha
ou3arnpun, TaKHuXx KaK TSKCIIBIC
CEepIICYHO-COCYIHUCThHIC SIBJICHHS,
BKJIIOYAs MPOJIOHTanuio naTepBasia QT,
CephE3HBIC KEIYIOYKOBBIC ApUTMUHU U

TaXUKAPJUIO 110 TUILY «IIUPYIT».

Jommepunon HomnepunoH  Cmax 11, | [IpoTHBONIOKa3aH BO BpEMS U B TEUEHUE
AUC 11 2 HE/Ieb nocie JICUCHUS
HUTPAKOHA30JIOM. IloBbiIeH  puck

TOABJICHHA HCXKCIIATCIIbHBIX peaKI_[I/Iﬁ Ha
AOMIICPUIAOH, TaKUX KaK  TAXKCIIbIC
JKCITYOAOYKOBBIC apUTMHWHK W BHE3aIllHad

CeplievHast CMEPTh.

CpenctBa s | Utpakonason:  Cmax ||, | [IpuMeHsaTh c OCTOPOXKHOCTBIO
CHIDKEHUS AUC || Ipernaparkl, CHIKAIOIIME KUCIOTHOCTh
KHCJIIOTHOCTHU JKCIIyIKa, Harpumcep, TaKue
KeTyaka HEUTpAIM3YIONNEe KUCIOTY CpPEACTBa,

KakK AJJFOMHUHUA TUAPOKCHUA, N
IOAAaBJIAOIIUC BLIpa6 OTKY KHCJOTBIL

npemnaparbl, HANPUMEP AHTArOHUCThI

H2-peuentopos u WHTHOUTOPBI
IIPOTOHHOU IIOMIIBL. IIpu
OJIHOBPEMEHHOM JIEYEHNN
HEHUTPATU3YIOIIUMHU KHCIIOTY
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

CpPEeICTBaMH, HAIpUMEp, AIIOMHUHUSA

THUAPOKCUIOM, UX CIEAYyeT MPUHUMATh
10 KpaliHel Mepe 3a 2 yaca J10 Wid yepe3
2 yaca mocie

IpuemMa  Karcyin

uTpakoHa3zoja (cM. pazzien 4.4).

Hanokceron Hamokceron Cmax  (117), | [IpoTHBOIIOKa3aH BO BpeMs U B TCUCHHUE
AUC (1111)? 2 HEJIENTb mociie JICYEHUS
nrpakoHasojgoMm.  lloBelmeH  puck
MTOSIBJICHHSI HEXKETIATeIIbHBIX PEaKIuil Ha
HAJIOKCETOJI, TaKUX KaK CHMIITOMBI
OTMEHBI OITUOUIOB.
Saccharomyces S. boulardii — cHmxkenune | He pexkomenayercss Bo Bpemss u 2
boulardii KOJIOHU3AIUU (CTeneHpb | HEAEH IOCIIE ICYEHUS HTPAKOHA30JIOM.
HEU3BECTHA) D¢ dexruBrocts S. boulardii moxer
OBITH CHIDKEHA.
HNMmyHocynpeccopsl
byneconun byneconun (mns | [IpumeHsTH c OCTOPOKHOCTBIO,
WHTAJISIIIHIN) Crnax 1, | HaOmIOgaTh Ha TPEAMET MOSBJICHUS
AUC ™5 OyZecoHU]] | HeXKeIaTeIbHbIX peakuuit Ha
(npyrue (bopMbI) — | IMMYHOCYTIPECCOPBI, MOXET
MOBBIIIICHUE KOHIEHTPAIMU | TOTPEOOBaTHCS CHIDKEHHE JI03BI
(cTeneHb Hem3BecTHA)™ ° MMMYHOCYTIpEccopa.
[ukneconun IMukneconun (st
uHrasiui)  Cmax (17),
AUC (11)*
[uxnocnopuH Huknocmopua  (B/B)  —

MOBBIIICHNEC KOHUCHTpalun
> — Tb

[uknocnopux (zpyrue
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 31.01.2025 N 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

ITIOBBIIIICHHUEC

bopmbl)  —
KOHIICHTpauuu  (CTerneHb

HensBecTHa)™ °

JlekcameTa3on HexcameTa3od Cax <> (B/B)
1 (mepopanbno), AUC 11
(B/B, IEPOPATIHLHO)
PnyTuKa3zoH ®nyTUKa30H (mns
WHTISANNA) — TOBBIIICHUE
KoHnenTpamuy 11°
OnyTHKa30H (HazanbHas
dopma) —  TOBBINIECHHUE
koHnenTpammu (P& P
Metunnpeaau3onod | MeTuimpeHiu30I0H
(nepopanbHo) Cmax 1-11,
AUC 11
Mertunmnpenan3onon  (B/B)
AUC 11
Takponumyc (8/B) —
Takponumyc MOBBIIIEHUE KOHIIEHTPAIL[H
1b
Takponumyc (miepopajibHO)
Temcuponumyc Cmax (11), AUC (11)2
Temcuponumyc (B/B) Chmax
(11), AUC (11)*
DBEPOTUMYC OBepomumyc  Cmax  (11), | He pexomenayercs BO BpeMs U B
AUC (1111)? TeYeHue 2 HeAeNnb I0Cie JIeUYEHUs
Cuponumyc Cupomumyc  Cmax  (11), | uTpakonazonom®.  IloBbilieH  puCK
(panamuIIiH) AUC (1111)? TIOSIBJICHUSI HEXKEJIATEIbHBIX PEAKIIUI Ha

3BEPOJIMMYC/CUPOTMYC.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

IIpenaparsl, peryiupyomue YpoOBHH JIMIIHI0B

ATopBacTaTuH

AtopBactaTuH Cmax <>-11,

AUC 1-11

[IpoTBONIOKAa3aH BO BpeMsl U B TCUCHUE

2 HENEIb OCIe JICUEHU

uTpakoHazojoMm.  [loBbllleH  puCK
MOSIBJICHUSI HEXKETIaTeNbHBIX PeaKuil Ha
JIOBaCTaTUH/CUMBACTATHH, TaKHX Kak
MHUOTIATHSA, Pa0IOMUOJIN3 U OTKJIOHEHUS
71a00paTOpHBIX MapaMeTpoB (HyHKIUU

IICUYCHU.

JlomuTanun

JJomutamug  Chax

AUC (T111)°

(11,

[IpoTBONOKAa3aH BO BpeMsI U B TEUCHHE

2 HCACIIb ITIOCJIC JICUYCHUA

HUTPAaKOHA30JI0M. IToBoInIeH PHUCK
TIOABJICHHUA HEXKCIIATCIIbHBIX peaKuHﬁ Ha
JOMHUTAIIN, TaKHUX KaK IICYCHOYHAasA
TOKCUYHOCTb W TsXKCIIasA KCITYyIJOYHO-

KHIIIeYHas pCaKknus.

JloBacTaTun

CumMmBacTaTud

JloBactatuH  Crax

AUC 1111

[RRNE

CumBactaTUH Chax

AUC 1111

[RRNE

[IpoTBONOKAa3aH BO BpEMsI U B TEUCHHE

2 HCACIIb IOCJIC JICUCHUA

HUTPAaKOHA30JIOM. [ToBbiIEH pHUCK
TOABJICHHA HCXKCIIATCIIbHBIX pCaKI_[I/Iﬁ Ha
HOBaCTaTI/IH/CI/IMBaCTaTI/IH, TaKuX KakK
MHOIIaTHA, pa6)10MI/IOJ'II/13 " OTKIIOHCHHUA

71a00paTOPHBIX MapaMeTpoB (QYHKLIUHU

MEeYEHH.

HecTrepounaHbie NpOTHBOBOCHAINTEIbHbIE CPEACTBA

Menokcukam MenokcukaMm  Cmax ||, | [IpumensTs c OCTOPOKHOCTBIO,
AUC | HaOMoIaTh Ha TMpeaMeT CHIDKEHUS

B(b(l)eKTI/IBHOCTI/I MCJIOKCHKaMa, MOXET
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 31.07.2025 N= 2245

Kaaccel npenapartos | Oxuaaemsbrii/morentinans | ' '~ Kimsraéckne Komvrentapun |

U Ipenaparsl HBI Y PeKT no (cM. npuMevanus)
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

noTpeOoBaTbcss  KOPPEKIHS  J03bI

MeJIOKCHKama.
PecnnupaTtopHsble cpeacTrBa
Canmerepon Cammerepon  Cmax (1), | He pexomenayercs BO BpemMs u 2
AUC (1111)? HEJIEJIU T10CIIE JIEYEHUSI UTPAKOHA30JI0M.
[ToBbimen pUCK MOSIBJICHUS
HEeXelaTeIbHbIX peaxui Ha
canmeTepo’.

CenekTHBHBbIE HHTHOMTOPHI 0OPATHOTO 3aXBATa CEPOTOHMHA, TPHLUMKJIMYECKHE U JApPyrue

AHTH/IETPECCAHTDI
PebGokcerun PebokcetnH  Cmax (<), | [IpumeHsITH c OCTOPOXHOCTBIO,
AUC (1)? HaOMIOJaTh HA TPEIMET IOSBICHUS
Bennadakcun Bennadakcun  Cmax (1), | HOKENIaTENbHBIX peakuuii Ha
AUC (1)? pebokceTrH/BeHnahakcuu®, MOXET
oTpedoBaTbcs CHUKEHUE 1103

pebokceTnHa/BeHIadaKCUHA.

Yposornueckue npenaparbl

ABanadu ABanapun  Cmax  (11), | [IpoTuBONOKa3aH BO BpeMs U B T€UEHUE
AUC (1111)? 2 HeJIeTb mocie JIeUCHHUS
nTpakoHasojgoMm.  lloBelmeH — puck

TOABJICHHA HCXKCIIATCIIbHBIX peaKI_lI/IP'I Ha
aBaHa(l)I/IJ'I, TaKHuX Kak IIpuarnunsm,

HapyHICHUA 3pCHUA U BHE3AITHAS ITOTEPS

ciyxa.

JarmokceTnH HamokcetnH ~ Cmax (1), | [IpoTuBOMOKa3aH BO BpeMs U B TCUCHHE
AUC (1)? 2 HEJIENb rocie JIEYEHUS

UTpakoHa3010M.  [IOBBINICH  PHUCK
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

TOABJICHHA HCXCIIATCIIbHBIX peaKuHﬁ Ha

JaIlOKCECTUH, TaKuX Kak

OpTOCTaTHYCCKAas THITIOTCH3HA u

BU3YaJIbHBIE YPPEKTHI.

Hapudenanux Hapudenanua Cmax (117), | He pexomengyercs BO BpemMs u 2
AUC (T11-1111)?2 HEJIEJIU 110CIIE JIEYEHUSI UTPAKOHA30JI0M.

Bapaenadun Bapnenadun Cunax  (17), | [loBblen pHUcK MOSABJICHUSA
AUC (1111)? HEeXeIaTeIbHBIX peaKIuii Ha

napudeHanut/BapaeHadm.

Hytacrepun Hyracrepun — nosslieHue | IIpumensats c OCTOPOXKHOCTBIO,
KOHLIEHTPALUU (cremenp | HaOmOaTh Ha TMPEAMET TMOSABICHUS
HemsBecTHa)™ P HEeXelaTeIbHbIX peaxuit Ha

Nmunadenaru Nmupadpenanmmd  Cmax T, | YPOJIOTHYECKHE —IpemapaThl®, MOXKET
AUC 1 moTpedoBaThCs CHIDKCHHE JIO3BI

OxkcuOyTHHUH OxcubyTuHUH — | ypOJIOTHYECKOTO Mpenapara.
MOBBIIIIEHUE KOHIeHTpanuu | Cnennduueckue JerCTBHS 1o
1P JyTaCTEPUTy yKa3aHbl B HHCTPYKIIHH TI0

Cunnenadun Cungenadpun  Cmax  (11), | ero npumenenwnro. s cunaeHaduna u

(9peKTUIbHAS AUC (171-1111)2 Taganaduia cM. Takxke pasaen 4.4.

TUCHYHKITHS)

Tanmanagpun Tamamapun ~ Cumax (1),

(9peKThIbHAs AUC (11)2

TUCHYHKITHS U

no0poKauecTBEHHAs

TUTIePITIa3us

MpEeCTaTeIbHON

JKEJIe3bl)

Tonrepoaun Tonteponu Cmax  (1-11),

AUC (11)?y mui co ciabbim
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 31.07.2025 N= 2245

Kaaccel npenapartos | Oxuaaemsbrii/morentinans | ' '~ Kimsraéckne Komvrentapun |

U Ipenaparsl HBI Y PeKT no (cM. npuMevanus)
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

metabonmuzmom CYP2D6
VY nenadun VY nenadun Crmax M,
AUC (1)

®de3oTepoIuH ®ezorepoiiH Cmax  (11), | [IpoTuBONIOKa3aH nalyeHTam c
AUC (11)? HapymeHHeM (YHKIMH [€YeHH HIN
MOYEK OT CPEAHEHN JI0 TSHKEION CTEIIEHU
TSOKECTH BO BPEMsI U B TCUCHUE 2 HECITb
mocjie  JICUYCHHWS ~ WTPAKOHA30JIOM.
[ToBbimen pUCK TTOSIBJICHUS
HEeXelaTeIbHbIX peaxui Ha
(be30TepoarH, TaKUX Kak TsKENbIe
AHTUXOJIMHEPTUYECKUE 3 PEKTHI.
[IpuUMEHSITH C OCTOPOKHOCTHIO Y IPYTHX
MalUMeHTOB: Ha0MJaTh Ha MpeaMeT
TIOSIBJICHUSI HEXKETIaTeNbHBIX PEaKuil Ha
(dhe3orepoanH, MOXET MOTPeOOBATHCS

CHUKEHUE J03bI (pe30TepoarHa.

Conudenana Comudpenatma  Cmax (1), | [IpoTuBOTIOKa3aH naryeHTam c
AUC (11)? HapylleHHeM (QYHKIUU MOYeK TsHKEIon
CTENEHU WIHM C HapylleHHeM (yHKIUH
MEYEeHU OT CpeIHEeH TSKECTH [0
TSDKEJION CTETICHH BO BPEMS U B TEUCHUE
2 HeZeb nocine JIeYEHUs
uTpakoHa3ojoM.  [loBbllieH  pHCK
MOSIBJICHUSI HEXKEJIaTeNIbHBIX PeakLuii Ha
conudeHauH: aHTUXOJINHEPTHUECKHUE
3¢ deKkTsl M TpOJOHTalMs HHTEpBaja
QT.

[IpuMeHSTH C OCTOPOKHOCTHIO Y IPYTUX

MMalMeHTOB, HAOIIOAaTh Ha TPEIMeT
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

MOSIBJICHHSI HEXKETIATeIbHBIX PEaKIuil Ha
conudeHarui’, MOKET MOTPeOOBATHCS

CHHMI)XCHHEC T03bI COJ'II/I(l)CHaI_II/IHa.

JIpyrue npenaparbl U JIeKAPCTBEHHbIE CPEACTBA

AJUTPUTUHONH AmutputHHOUH  Chax (1), | [Ipumensts c OCTOPOXHOCTBIO,
(mepopajibHO) AUC (1)? HaOIIOJaTh HA TIPEAMET IOSBIICHHS
KaGepronuu Kabepromua  Cpmax  (11), | HeXKETaTENbHBIX peakuuii Ha
AUC (11)? ATATPUTHHOWH/Ka0eproJInH/KaHHA0NON
Kannabuoun e Kannabuown bt — | et/ [IUHAKAJIBIICT, MOKET
MOBBIIICHUE KOHIICHTPAILIUH, | TOTPEOOBAThCA CHIDKEHHE JI03 3THUX
CTENCHb HEHM3BECTHA, HO | Mpernaparos’.
BeposTHO (11)*
[{unakanbIeT Hunakanprier Cmax  (17),
AUC (11)*
Konxuimna Konxuun Cinax (1), | IIpoTuBoMOKa3an MalnreHTam c
AUC (11)2 HapyluleHueM (QYHKIMM T[OYeK WIn

NIEYCHU BO BpEMA U B TCUHCHUC 2 HEACIIb

II0CJIC JICYCHUA HUTPaKOHA30JIOM.

IIoBbImicH PHUCK ITOABJICHUA
HCXKCIIATCIbHBIX peaKuHﬁ Ha KOJIXHUIIUH:
CHHMIXXCHHC

CepIeYHOTO  BHIOpOCA,

apUTMUK  CepAlla, PEeCHUpPATOPHBIN

AUCTPECC U YTHETCHUC KOCTHOI'O MO3ra.

He pexomennyercs npyruMm nanpueHTam
BO BpPEMsI U B TEUEHHUE 2 HEAENb MOCIe
Je4eHUsT UTpakoHa3osioM. lloseiiieH
pHUCK

IIOSIBJICHU S HEXEIAaTCIbHBIX

peaKIuii Ha KOJIXHUIUH®.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

Onuraycrar CYP2D6 EMs: Cmax | IIpoTtuBomnokasan HaueHTam c
AIUTITyCTaTa (1), | cunpabiM ~ MeTabomusmom  CYP2D6
AUC (11)? EMSs, mnonywaromuM MOIIHBIA — WJIH
bonee BbIpakeHHOE | yMmepeHHblii uuruourop CYP2D6, a
MOBBIIICHUE OXHUAACTCA Y | TAKXKE NAIMEHTaM CO CPEIHUM WU
JUIl  CO cpeaHuM WM | cmabbim  metabonusmom CYP2D6 Bo
cl1abbIM MeTa0OJIU3MOM | BpeMsi M B TEUEHHE 2 HEJIeNb MOCIe
CYP2D6 IMs/PMs wu mnpwu | Tepanuu HTpakoHa3oioM. [loBbiiieH
OJTHOBPEMECHHOM PUCK  TIOSBIICHHWS  HEXKEIaTeIbHBIX
NPUMEHCHUH  MHTUOUTOpA | peakIMii Ha 3JIMIIIYCTaT: MPOJIOHTALUS
CYP2D6. uatepBaioB PR, QTc w/mmu QRS, a
TaK)Ke CepACUHbIC APUTMHUH.
[IpuMEHSITh C OCTOPOKHOCTHIO Y JIHIT C
cuibHbIM ~ Metabonusmom  CYP2D6
EMs, HaOJIFONaTh HAa  MpeaMer
TTOSIBJICHHSI HEXKEJIaTeIIbHBIX PEaKIuil Ha
MHTITYCTAT’, MOXET TOTPeOOBaTHCS
CHIDKEHHE J03bI DIIUTITyCTaTa.
ATTKaIOuIBI Ankanounsl criopelHbH — | [IpoTHBOTOKAa3aHBI BO BpeMs H B
CIIOPBIHBH MOBBIIIICHUE KOHIEHTPAIIMHU | TeUCHWE 2 HEACNb TOCIe JICUCHHS
(crenens HensBecTHa)™ P uTpakoHazoioMm.  [loBellleH  pHCK
TOSIBJICHUSI HEXKETIaTeNbHBIX PEakIuii Ha
QIKAJIONIBl  CIOPBIHBHM, TaKHX Kak
3ProTU3mM (cm. TaKXKe
«[IpOTUBOMUTPEHO3HBIE CPEICTBAY.
["amanTamMuH lamantamMmud  Crnax (1), | [IpumeHsTH c OCTOPOYKHOCTBIO,
AUC (1)? HaOMIOMaTh Ha MPEAMET IOSBJICHUS

HCXKCIIaTCIbHBIX pCaKHI/Iﬁ Ha

raJlaHTaMUH’, MOXET TOoTpebOBaThCA

CHHMIXCHHC JO3bI raJIJaHTaMHHA.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 31.07.2025 N= 2245

Kuaccel npenaparos

U 1ipenaparsbl

OxugaeMplii/mOTEHIIHAIDL

MO R bl

HBI Y PeKT no
OTHOLUICHHIO K YPOBHIO

npenapara (cCM. CHOCKH)

(cM. npuMevanus)

WBakadrop UBakaptop  Cmax  (171), | [IpumensTH c OCTOPOKHOCTBIO,
AUC (111)2 HaOMIOJaTh HA TPEIMET IMOSBICHUS
HEe)KeJIaTeTbHbBIX peakimii Ha
uBakaTop®, MOKET MOTPEOOBATHCSI
CHIDKEHHE J103bI MBakadropa.
Jlymakadrop/ NBakaptop  Cmax  (11), | He pekoMenayercs B TeueHue 2 Helelb
uBaKapTop AUC (11)? 70, BO BpeMs U B Te€u€HUE 2 Hezelb
Jlymakadtop Cmax («), | mOCIEe  JI€YEHUS  UTPAKOHA30JIOM.
AUC («)? Bo3moxxHO cHmkeHHE 3()PEKTUBHOCTH
HtpakoHa3on — CHW)KEHHUE | HTPAKOHA30Ia, BO3paCTaeT  PHCK
KOHIICHTPALINH, CTETICHb | TTOSBJICHUS HEXKEIATeIbHBIX PEaKINii Ha

HCU3BCCTHA, HO, BCPOATHO

A%

uBakagTop°®.

AHTaroHMCTHI pelenTopoB Ba30oNpeccuHa

KonusanTan KonuBantan Cmax (11), | He pexkomenagyercs Bo Bpemss u 2
AUC (1111)? HEJIEeJU MO0CIIE JIEYEHHSI UTPAKOHA30JI0M.
TonBanTan Tonsantan  Cmax  (11), | IloBbIIEH pHUCK ITOSIBJICHUS
AUC (111)? HEeXeIaTebHbIX peakuuii Ha
KOHHUBAIITaH/TOJMBANTaH .
Mo3zaBanTan Mo3zaBanTan Cinax 1, | IIlpuMeHsTH c OCTOPOXKHOCTBIO,
AUC 11 HaOmo/IaTh Ha TMpeAMET TMOSBICHUS
HEeXeNaTeIbHBIX peaxiui Ha
MO3aBallTaH’, MOXET NOoTpedoBaThCs
CHIDKEHHE JI03bI MO3aBalTaHa.
Ilpumeuanue

CpenHee NOBBIIIEHWE KOHIICHTPALINU:

1: <100 % (< 2 paza);

11:100-400 % (= 2 paza u < 5 pa3);
111: 400-900 % (= 5 pa3 u < 10 pa3);
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.07.2025 N= 2245

1111:> 10 pas. (MOCNEQOBATENBHOCTL 0001)

CpenHee CHUKEHHME KOHLEHTPALIUU:

1: <40 %;

11:40-80 %;

111> 80 %.

OtcyrcTBue 3Qdekra: <.

Jnst onmcanmst 3ddexra (cpemHsis KOJOHKA) yKa3aHO HA3BaHHWE HCXOJHOTO JIEKApPCTBEHHOTO
BElIEeCTBa, Aaxke eciu 3(H(HEeKT OTHOCUTCS K aKTUBHOMY KOMIIOHEHTY WJIM aKTUBHOMY METab0IHUTyY
POJIeKapCTBa.

& Jlns mpernapaToB CO CTPEJIKAMU B CKOOKax OIIEHKAa OCHOBaHA HAa MEXaHU3ME JIEKapCTBEHHBIX
B3aUMOJICHCTBUA M HMH(OpPMAIMK O KIMHUYECKUX JIEKAPCTBEHHBIX B3aWMOJICHCTBHUAX C
KETOKOHA30JI0M WM JapyruMu MoiHeiMu uHTHOUTOpamMu CYP3A4 w/unu unruGutopamu P-
rukonporenHa unu BCRP, a Takke Ha JaHHBIX MOJICIMPOBAHUS, KIMHUYECKUX CIy4aeB /WU
IKCIIEPUMEHTOB IN VIitro. /Iy Apyrux nepevrciieHHbIX MPEnapaToB OllEHKa OCHOBAHA Ha JaHHBIX
KJIIMHUYECKHUX JICKAPCTBEHHBIX B3aUMOJICHCTBUI MpenapaTa ¢ UTPAKOHA30JI0M.

b TlapameTpsl GapMaKOKHHETHKH HE YCTAHOBJICHEI.

¢ Cas3aHHBIE C MpeErapaToM HEXKeJaTelbHbIe JICKAPCTBEHHBIC PEAKIUU IPECTABICHbI B
COOTBETCTBYIOIIEH MHCTPYKIIMH MO TPUMEHEHHUIO.

* - unrubutopel CYP3A4 (BkO4as WMTPAaKOHA30JI) MOTYT TOBBIIATh KOHIICHTPALIUIO
TOPMOHAJILHBIX KOHTPAIIENITUBOB B I1JIJa3M€ KPOBH.

CTH

JlexapcTBEeHHBIE B3aUMOIEUCTBUS N3YYEHBI TOJIBKO Y B3POCIBIX.

4.6. ®epTHIBHOCTDH, 0€PEMEHHOCTD H JAKTALUS

bepemeHHOCTD

WTpakoHa301 HE JOHKEH INPUMEHAThCA IpPH OEpEeMEHHOCTH, 3a HUCKIOYEHHEM CIIy4aes,
YIPOXKAIOLIUX KU3HU, U, €CIU 0KUJAEMBbI MOJOXKUTENbHbBIN 3((EKT uid MaTepu MpeBbIIIaeT
BO3MOYKHBIN Bpea IS TUI0/a.

JIaHHBIX O MPUMEHEHUH UTPAKOHA30J1a IpU OEPEMEHHOCTH HE0CTaTOYHO. B X0/1e KIMHUYEeCKOoro
NPUMEHEHHUS WTpPaKOHa30Jla IOCiEe PErucTpaluy OBbLTM OTMEYEHBl Cilydau BpPOXKIECHHBIX
aHoManuii. Takue cimydau BKJIIOYAIW HApYLICHUS Pa3BUTHS 3PEHUA, CKEJIETa, MOYEMNOJIOBOU U
CEpJEYHO-COCYIUCTOM CHCTEM, a TAK)KE XPOMOCOMHBIE HAPYIIEHUSI U1 MHOYKECTBEHHBIE TTIOPOKHU
pa3zBuTus. OIHAKO SIBJISETCA JIM TPUMEHEHUE UTPAKOHA30J1a TPUYMHON BO3HUKHOBEHUS JIaHHBIX
HapYyIICHUH, JOCTOBEPHO HE YCTAHOBJICHO.

QHHI[GMI/IOHOFI/I‘—IeCKI/Ie JaHHBIC B OTHOILICHHUH BOS)ICfICTBI/ISI HUTpaKOHa30Jia B IICPBOM TPUMECTPEC
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OepeMeHHOCTH, B OCHOBHOM Y IMAallUEHTOK, 0] waBmpﬁUEﬁ;ﬂ%ﬁ%qEﬁ;ﬁrg:h'g:r';'aﬂony

BYJIbBOBarMHAJIbHBIX KaHJIUI030B, HE BBIABWIN IIOBBIIIEHHOIO PUCKA Pa3BUTHUS BPOXKICHHBIX
QHOMAJIMI 110 CPAaBHEHHUIO C KOHTPOJIbHOM TPYIIIION, HE TOABEPraBIIEHCs BO3AEHCTBUIO HA OJTHOTO
U3 U3BECTHBIX TEPATOI€HHBIX (PaKTOPOB.

JKeHmumHaM €TOPOAHOIO BO3PACTa, IPUHUMAIOIIUM HUTPAKOHA30J, HEOOXOAUMO HCIIOJIb30BaTh
aJICKBaTHBIE METOJBl KOHTpALCNIMM HAa INPOTSIKEHUHM BCErOo Kypca JI€YeHHMS BIUIOTH 10
HACTYIUICHM IIEPBOM MEHCTPYyAalLUy II0CJIE €ro 3aBEPILICHHUS.

Jlakranus

[TockonbKy HUTpPaKOHA30]1 MOXXET IPOHMKATh B TIPYIHOE MOJOKO, IpU HEOOXOAUMOCTH

IIPUMEHEHHUS IIpenapaTa rpyAHOe BCKapMIIMBAHUE CIEAYET IPEKPATUTD.

4.7. BiusiHde Ha CMOCOOHOCTH YNPABJSTH TPAHCIOPTHBLIMHM CpeICTBAMU M padoTaTrh ¢
MeXaHNU3MaMH

HccnenoBanuss 1O W3YYCHUIO BIUSHUS HWTPAKOHA30ja HA CIHOCOOHOCTh  YIPABIATH
TPAHCIIOPTHBIMU CPEJICTBAMH U PabOTaTh C TEXHUKOU HE MPOBOIMIIHCH. HeobXxoammo npuHuMarh
BO BHUMaHHE BO3MOXKHOCTb BOSHMKHOBEHHMSI MMOOOYHBIX PEAKIINNA, TAKUX KaK FOJOBOKPYKEHUE,
HapylIeHue 3peHus uinu noteps ciayxa (cM. pasgen 4.8). Ilpu mosBIEHUM OMHMCAHHBIX
HEXEJNATeNIbHBIX pPEaKIUi ClIeayeT BO3JEPKAThCS OT BBINOJIHEHUS YKA3aHHBIX BUJIOB

IEATEILHOCTH.

4.8. Hexkenare/jibHbIE peakKUUU

PesroMme HexxenaTeabHbBIX PEAKIINT

YacTtoTa moOOYHBIX peaklMii MPUBEIEHA B BUJIE CIEAYIONIEH Tpaganuu: oveHs yacmo (> 1/10);
yacmo (> 1/100 go < 1/10); neuacmo (= 1/1000 no < 1/100); pedxo (= 1/10000 no < 1/1000); ouens
peoko (< 1/10000); uacmoma neuszsecmna (He MOXKET OBITH OllEHEHA HA OCHOBE MMEIOIIUXCS
JTAaHHBIX ).

I[aHHI)Ie, IIOJIYUYCHHBIC B XOA€ KJIMHUYCCKUX I/ICCHGI[OBaHI/Iﬁ

be3omacHocTh uTpakoHa3ona B JEKapCTBEHHOH dopMe Karcynbl uzydanach B 107 OTKpBITHIX U
JBOMHBIX CIIETIBIX KIMHUYECKUX HccaeAoBaHUsAX ¢ ydactueM 8499 mnammentoB. Bee 8499
MAIMEHTOB XOTs OBl OJIMH pa3 MPUHSIIA UTPAKOHA30JI B JICKAPCTBEHHOUN (POopMe KarCyibl, MOCie
4yero OblIa TPOBEICHA OIleHKa 0€30MacHOCTH JICYCHUSI.

Unghexyuu u unsazuu

HEYaCTO — PUHUT, CHHYCUT, UH()EKITNHN BEPXHHUX JBIXaTeIbHBIX ITyTEH.

Hapywenus co cmoponwl kposu u aumghamuyeckotl cucmemol

PEIKO — JIEHKONEHUS,
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(NOCNEQCBATENEHOCTE 0001)

qacToTa HEUM3BCCTHA — HGfITpOHeHPIH.

Hapywenus co cmopoHbl uMMYHHOU cucmembl

HEYACTO — TUIIEPIYBCTBUTEIIHHOCTD.

Hapywenus co cmoponwl HepeHoti cucmemvl

4acTo — roJIoBHAsI 00JIb;

PEIKO - TapecTe3ust, TUIIOCTE3HUs.

Hapywenus co cmoponul opeana ciyxa u rabupunma

PENKO — 3BOH B YyIlIax.

Kemyoouno-kuuieunvie HapyuieHus

4acTo — 00JIb B JKMBOTE, TOIIHOTA;

HEYaCTO — JMCIICTICHUS, 3aIl0p, METCOPH3M, TUapesi, PBOTA;

PENKO — TUCTEB3USL.

Hapywenus co cmopoHul neuenu u sicenuesvi800auux nymet

HEYACTO — THIEPOMITUPYOMHEMHSI, HApYIIeHHE (QYHKIIUU TICYCHHU.

Hapywenus co cmoponsl Kodtcu u nOOKOIHCHbIX MKAHel

HEYacTO —3Y/, ChIllb, KPATUBHUIIA.

Hapywenus co cmopoHbvl nouex u Mouegbl8o05auux nymeti

PEAKO — TOJUTAKHYPHSL.

Hapywenus co cmoponvl penpo0ykmusHou cucmembvl U MOTOYHBIX JHcelle3

HEYacTo - HapyIICHHE MEHCTPYaIbHOTO IHKJIA;

PENKO — SPEKTUIIbHAS TUCHYHKITHS.

Obwue napywenus u peakyuu  mecme 68e0eHUs.

PEAKO — OTEYHBIA CHHJIPOM.

Huxe mpuBeleH CHHCOK HEXeNaTeNbHBIX pPeaKIMid, CBSI3aHHBIX C MPHEMOM HTpaKOHa30lla B
dbopMme pacTBOpa Ui MpUeMa BHYTPbh W/uUiIu B ¢GopMe pacTBOpa Ui BHYTPUBEHHOTO BBEJICHUS,
3apETHUCTPUPOBAHHBIX B KIIMHUYECKUX HCCIICIOBAHUAX (32 UCKIIOYCHHEM MOOOYHBIX PEaKIIHiA,
OTHOCSIIIMXCSL K KAaTETOPHH «BOCIAJICHHUS B MECTE WHBEKIIMHY, IOCKOJIbKY JaHHBIE MMOOOYHBIC
JENCTBUS SBISIOTCS ClICeUU(DUUHBIMU TSI JIEKAPCTBEHHOUW (POPMBI «PAcTBOP AJIsi BHYTPUBEHHOTO
BBEJICHUS).

Hapywenuss co cmoponst kposu u aumgpamuyeckon cucmemsl: TPaHYIOLUTONEHUS,
TPOMOOLIUTONIEHHUSI.

Hapywenus co cmoponvl ummynnoti cucmemol: aHaQUIAKTOUIHBIE PEAKIIHH.

Hapywenus memabonuzma u numanus: TUNCPTIUKEMHUS, TUIEPKATHEMHs, THIIOKAIUEMUs,
TUTIOMarHUCMHSL.

Hcuxuueckue Hapyuiternus. CIYTAaHHOCTb CO3HAaHUH.
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Hapywenus co cmoponuvl HepsHoll cucmemul. T epn@epﬂ%%%%ﬁ&rﬂé@ﬁ'I'llgi{;)-ll;o_k'gglgl'(]ehne,

COHJIUBOCTb.
Hapywenus co cmoponvl cepoya: cepliedHas HEAOCTaTOYHOCTb, HEJOCTATOYHOCTH JIEBOTO
KeIyJ0uKa, TaXUKapusl.
Hapywenus co cmoponul cocy0os: apTepualibHas TUIIEPTEH3Us, apTepraibHast TUIIOTEH3HSL.
Hapywenus co cmoponbl OblxamenvHou CUcmembl, 0Op2ano8 2pYOHOU KIemKU U CPeOOCmeHUs.:
OTEK JIETKUX, AUC(HOHMS, KAIIeb.
Kenyoouno-kuweunvle napyuienus: enya04HO-KHILEUYHbIE PACCTPOUCTRA.
Hapywenus co cmoponbl neueHu u Hcenuegulo0Auwux nymeui: TeNaTUuT, KENTyXa, eYeHOYHas
HEJ0CTaTOYHOCTb.
Hapywenus co cmopoHvl Kodtcu u NOOKONICHBIX MKAHEN. SPUTEMATO3HAs ChIIlb, TUIIEPTUIPO3.
Hapywenus co cmoponvl mbvluieunol, CKelemHou U COeOUHUMENIbHOU MKAHU: MUaIrus,
apTpaTus.
Hapywenus co cmopoHvl noyexk u mMouesvig00aujux nymeti. HeJOCTATOYHOCTD (DYHKIIMH MOYEK,
HeZlepKaHUE MOYH.
Obwue HapyweHus u peakyuu 6 Mecme 66e0eHus: TeHepaIn30BaHHbIE OTEKU, OTEK JIHUIa, OOJb B
Ipyzu, runepTepmusi, 60jb, ycTanocTb, 03HOO.
Jlabopamopnuie u UHCMPYMEHMANbHbLE OaHHvle: MOBBILLICHHUE aAKTUBHOCTH
aTlaHUHAMHUHOTpaHc(epaspl, MOBBIIICHNE AKTUBHOCTHU acliapTaTaMHHOTpaHC(epaspl, IOBBIICHUE
aKTUBHOCTH  1IeoyHOM  Qocdara3sl B IUIa3Me  KPOBH,  IOBBILIEHHE  AKTUBHOCTHU
JaKTaTAETUAPOTeHa3bl B IUIa3M€ KpOBH, IOBBIINIEHHE KOHLEHTPAlMM MOYEBUHBI KpOBH,
MOBBIIIIEHNE aKTUBHOCTH TaMMa-TIIyTaMUITpaHc(epasbl, TOBHIIEHHE aKTHBHOCTH TEUYEHOYHBIX
(dhepMEeHTOB, OTKJIOHEHHE OT HOPMBI MoKa3aTesel o0IIero aHajanza MO4H.

eTu
be3zonacHocTh UTpakoHa30I1a B JIEKAPCTBEHHOU (hopMe Karcysibl OLleHUBAIAaCh B 14 KIIMHUYECKUX
uccienoBaHusIX (4 JBOMHBIX CIENbIX IJIAlE00-KOHTPOJIUPYEMBIX HCCIENOBaHUS, 9 OTKPBITHIX
uccieoBaHui U 1 uccienoBaHue, UMeBIIEE OTKPBITYIO a3y ¢ Hmocaeayroleil ABOHHOI clienoil)
¢ yuactueM 165 nereit B Bo3pacre ot 1 rona go 17 ner.
B xone uccnenoBanuii 06110 0OTMEUEHO, YTO Har0o0JIee 4acTO BCTPEYAIOIUMHUCS HEXKellaTeTbHBIMU
peakuusmMu Obutn: TosioBHast 606 (3,0 %), peota (3,0 %), Gonp B kuBoTe (2,4 %), nuapes
(2,4 %), napymenne ¢ynkuuun neuenu (1,2 %), tommora (1,2 %), kpanuBauma (1,2 %),
runotensus (1,2 %). Xapakrep HexenaTeIbHbIX PeaKlui, BCTPEUaroIIUXCsl y JeTel, CX0XK C TeM,
4TO HAOIIOZAETCS Y B3POCIBIX MAIlMEHTOB: TEM HE MEHee, YacToTa MOOOYHBIX peakuuil y aerei

BBIIIIC.
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HeskenaTelbHBIE DEaKIINH, 3aperHCTPUPOBAHHBIC B HGHEE;MSJM'Hé%';lgﬁe':l(:ﬂ:éunme

MOJTy4EeHbI HA OCHOBAHUH CIIOHTAHHBIX COOOIICHHNA).

[IpencraBienHas yactora MOOOYHBIX PEaKIMil OCHOBaHA HAa KIIMHUYECKOM OIBITE MPUMEHEHUS
IIPENapaToB UTPAKOHA30JIa I0CIIE PETUCTPALIMH.

Hapywenus co cmopoHbl UMMYHHOU cucmembl

OYCHb PEIKO — CBIBOPOTOYHAs OOJE3Hb, AHTMOHEBPOTHYECKUH OTEK, aHa(UIAKTUYECKHE,
aHa(UIAKTOUIHBIE U AJIEPTUYECKUE PEAKLIUH.

Hapywenus memabonuzma u numanus

OYEHb PEIKO — TMIEPTPUIIIHLIEPUACMHS.

Hapywenus co cmoponuvl HepeHoul cucmembl

OYEHb PEIKO — TPEMOD.

Hapywenus co cmoponuvl opeana 3penus

OYEHb PEJIKO — HApYyLIeHUs 3peHUs (BKJII0Yasi HEUYETKOE 3peHUe, TUIUIONHIO).

Hapywenus co cmoponul opeana ciyxa u 1adupunma

O4YEHb PEJKO — CTOMKAas WIK BPEMEHHAs MOTepsl CiIyXa.

Hapywenus co cmoponwl cepoya

OUYEHb PEIKO — XPOHUUYECKAs ceplieyHasi HEIOCTATOYHOCTb.

Hapywenus co cmopoHbl 0bixamenbHoU CUcmembl, 0Op2anos 2pyOHOl KIemKU U CPeOOCHenUs
4acTO — OJBIIIIKA.

Kenyoouno-kuweunvle napyuienus

OUYEHb PEJIKO — MAHKPEATHT.

Hapywenus co cmopoHbl neuenu u s#ceniesbigo0auux nymeti

OUCHb PENIKO — TSHKEIO0€ TOKCHYECKOE MOpPaKEHUE MEYEHH (B TOM UHUCIIE HECKOJIBKO CIIydaeB
OCTpPOI MEYEHOUYHOM HEOCTATOYHOCTH C JIETAIbHBIM UCXO/I0M).

Hapywenus co cmopoHbl Kodicu u n0OOKONHCHBIX MKAHelU

OUYEHb PEAKO — TOKCUUECKHH MK IepMalIbHbII HeKpon3, cuHipoM CtuBeHca-/[oHCcoHa, OCTphIi
reHEepaIM30BaHHbIA HK3EHTEMATO3HBIA IMyCTyne3, MOIMMOpQHas 3puTemMa, SKC(OIMaTUBHBIN
JEPMATUT, JIEHKOLUTOKJIACTUYECKUI BACKYJIUT, aJIONELHNs, CBETOUYBCTBUTEIBHOCTD.
Jlabopamopnvle u uncmpymenmanbHvle OaHHblE

OUYEHb PEJIKO — MOBBILIEHNE aKTUBHOCTU KpeaTUH(POCHOKNHA3HI KPOBH.

COO6HI€HI/I6 0 TOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmarh 0 TOA03PEBAEMBIX HEXKENATENbHBIX PEAKIUsAX IOClIe PETUCTpalluu
JIEKapCTBEHHOTO Tperapara ¢ 1elbio 00ecrnedeHrss HeMpPephIBHOIO MOHUTOPUHTA COOTHOIICHHUS
«I10J1b3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeIuIMHCKUM pabOTHUKAM PpPEKOMEHAYETCs

COO6H13TB 0 JII00BIX MOoaO3pE€BACMBbIX HEKCEIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIperiapara
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EBpa3uiickoro 53K0HOMHUYECKOro COI03a.

Poccniickas @enepanus

OenepanibHas ci1yx0a 1o Ha3opy B cepe 31paBOOXPaHEHUs
Anpec: 109012, r. MockBa, CnaBsiHcKasi 1iiomaib, a. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIIMOHHO-TEJICKOMMYHHKAIIMOHHOM ceTn «HTepHeT»:

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

4.9. Ilepeno3npoBka

CHMIITOMBI

CumnTombl, HaONIOJAaEMbIe IPU MEPEAO3UPOBKE HWTPAKOHA30j1a, OBUIM COMOCTaBHUMBI C
JI0303aBUCUMBIMH TTOOOYHBIMH PEAKIMSIMH, HAOIIOAACMBIMH TIPH NMPUMEHEHUU OOBIYHBIX JI03
npenapara.

Jleuenue

Cneuuduueckoro aHTHIOTa HE CYLIECTBYeT. B ciyuae mepeno3upoBKH ClieyeT HPOBOAMTH
MO/JIEPKUBAIOIYIO Tepanuto. TpakoHa30J1 HE BEIBOJUTCS U3 OpraHU3Ma MpY FeMOIUaln3e.
Pexomenyercs 0OpaTuThCsi B TOKCUKOJIOTHYECKUN IIEHTP C LETbI0 KOPPEKTUPOBKU JICUCHUS MPU

MNEPpCaA03UPOBKE UTPAKOHA30JIOM.

5. PAPMAKOJIOTUMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHuYecKue CBOiicTBA
®dapMakoTepaneBTUYECKas TPYIMa: MPOTHBOTPUOKOBBIE CPEICTBA CHCTEMHOTO JEHCTBHS;
MIPOM3BOTHBIC TPHUA30JIa U TETPa3oJa.

Kon ATX: JO2AC02

MexaHu3M ASUCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/IC 3d)d)eKTLI

WTpakoHa301 - CHHTETHYECKOE MPOTUBOTPHUOKOBOE CPEACTBO INMPOKOTO CIEKTpa JeHCTBHS,
MPOU3BOJHOE Tpuazoyia. MexaHu3M JEeHCTBUS UTPAKOHA30Ja 3aKII0YAeTCs B MHTHOMPOBAHUU
OHOCHHTE3a IProcTeposia — OCHOBHOIO KOMIIOHEHTA KJIETOYHOU MeMOpPaHbI Ipruda, y4acTBYIOLIETO
B TOJJEPKaHUM CTPYKTYPHOHM IelOCTHOCTH MeMOpanbl. Hapymienuwe cuHTe3a sprocreposa
IOPUBOJUT K U3MEHEHHUIO NMPOHUIIAEMOCTH MEMOpaHbl U JIM3UCY KIJIETKH, YTO U OOyCIaBIMBAET
MPOTUBOTPUOKOBBIN AP dEKT mpenapara.

WTpakoHa3051 aKTUBEH B OTHOILIEHUU UH(EKIUH, BbI3bIBAEMBIX T'pUOaMH:

Candida spp. (sxmouas Candida albicans, Candida tropicalis, C. parapsilosis « C.dubliniensis),
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Aspergillus spp., Blastomyces dermatitidis| Cladospotiunr-spp* I E0kcidibides “khitis,

Cryptococcus neoformans, Geotrichum spp., Histoplasma spp., Bxmouas H.capsulatum,
Paracoccidioides brasiliensis, Penicillium marneffei, Sporothrix schenckii, Trichosporon spp.
HTtpakoHa30.1 Takke IMoKa3al akTHBHOCTh B oTHomeHuu Epidermophyton floccosum, Fonsecaea
spp., Malassezia spp., Microsporum spp., Pseudallescheria boydii, Trichophyton spp. u apyrux
JPOKKEBBIX U TPHOKOBBIX HH(EKLINHA.

Candida krusei, Candida glabrata » Candida tropicalis sBnsiroTcst HaMeHee 4yBCTBUTEIIbHBIMH
K JeicTBHIO uTpakoHaszona Bugamu Candida. In vitro pox Candida HeckOIbKO M307IMPOBAHHO
IIOKa3bIBaJI OJTHO3HAYHYIO PE3UCTEHTHOCTh K UTPAKOHA30ILY.

OCHOBHBIMU THIIaMHU T'PUOOB, Pa3BUTHE KOTOPBHIX HE MOJABIISETCS WTPAKOHA30JIOM, SIBISIOTCS
Zygomyces (Rhizopus spp., Rhizomucor spp, Mucor spp, Absidia spp.), Fusarium spp.,
Scedosporium spp. u Scopulariopsis spp.

YCTOMUMBOCTD K a30jaM pa3BUBAETCA MEIJIEHHO U 4acTO SABJIAETCSA PE3YyJIbTATOM HECKOJBKHX
FeHeTUYeCKUX MyTaluil. OnrucaHHble MEXaHU3Mbl Pa3BUTHUSl YCTOMUMBOCTH BKJIKOYAIOT B ceOs
runepakcnpeccuro reHa EGR11, xomupyromero depment 14anbda-nemernnasy, KOTOPBIN
SBJISIETCS OCHOBHOM MMILIEHBIO JIEMCTBUS a30510B, U ToueuHble MyTauuu EGR11, npuBogsmue k
YMEHBIICHUIO CBA3BbIBAHUS (PEPMEHTOB € a30J1aMU U/WJIM K aKTUBALIMU TPAHCIIOPTHBIX CUCTEM, YTO
IPUBOJIUT K YBEJIMYEHUIO BbIBEIEHUs a30yi0B. Habmromanach nepekpecTHas yCTOMYMBOCTH K
Candida spp. k mpemaparam TpyIIbl a30J0B, XOTS YCTOMYHUBOCTH K OJHOMY IpenapaTy 3TOi
IpYMIIbI HE 00s3aTeIbHO 03HAYAEeT HAJTMYUE YCTOMYMBOCTH K APYTUM MpenapaTaM rpyImibl a30J10B.
Coo6mmanocsk o mrammax Aspergillus fumigates, yctoiuuBbIX K HTpaKOHA301Ty.

5.2. ®apmakoKUHEeTHYeCKHUE CBOHCTBA

MakcumManbHas KOHIIEHTpAIUsl UTPaKOHA30Ja B IJIa3Me JOCTUTaeTcs B TeUeHHe 2-5 4 mociie
HnepopalibHOrO  mpuema. BcenencrBue  HenUHEWHOM — (apMaKOKMHETHKM,  MTPAKOHA30Jl
HAKaIlJIMBaeTCsl B IUIa3ME€ KPOBM IIPM MHOTOKPAaTHOM IIpueMe. PaBHOBeCHas KOHILEHTpauus
WUTPaKOHA30J1a, KAK MPABUJIO, IOCTUTAeTCsl B TEUEHHE MPUMEPHO 15 NHEW, npHu 3TOM 3HA4YEHUs
MakcuManbHOH KoHueHTpamuu (Cmax) WTpakoHazona coctaBiusitor 0,5 Mkr/mum, 1,1 MKr/mi u
2,0 MKI/MJI COOTBETCTBEHHO Iocie nepopaibHoro Beeaenust 100 mr 1 pa3 B aens, 200 mr 1 pa3 B
neHb, 200 mr 2 pasa B 1eHb. KoHeUHbIH epro/1 mosryBbIBEACHUS 00BIYHO cocTaBisgeT 16-28 u npu
OJIHOKPAaTHOM IpueMe U 34-42 4 mpu MHOrokpaTHOM npueme. KoHueHTpamus nTpakoHaszosa B
I1a3Me KpOBHU CHHXKAETCS J10 MPAKTHUYECKH HEOIpelesieMoro 3HaueHus B TedeHue 7-14 nueit
1ocjie MPEKPALEHUs] TEpallui B 3aBUCUMOCTH OT HA3HAUYEHHOM 03Bl M IPOAOKUTEIBHOCTH
neuenus. OOmiee cpeiHee 3HaueHHE KIIMPEHCA MTPAKOHA30Ja B IJIa3Me MpPU BHYTPUBEHHOM
BBeJIEHUH cocTanisieT 278 mi/mMuH. KimpeHc ntpakoHas3osa yMeHbIIaeTcs: Mpu 0oJiee BHICOKUX

J03aX B CBA3H C HACBIIIICHUEM HYTeﬁ €ro MeTa6OJ'II/ISaHI/II/I B IICUYCHH.
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AOGcopOnus

Htpakonaszon ObicTpo abcopOupyercs mocie mpueMa BHYTpb. MaKcHMallbHbIE KOHIICHTPALUU
HEU3MEHEHHOI0 UTPAaKOHA30Jla B IIa3Me JOCTHUIAIOTCS MOCNE 2-5 4acoB HOCHE MEpOpPaIbHOIO
npueMa Karcyibl. AGCONIOTHAs OMOIOCTYIMHOCTh MTPAKOHA30JIa IIOCIE HEPOPATBHOTO IpHEMa
coctaBisgeT okoio 55 %. Ilpu mepopanbHOM NPUMEHEHUH MaKCHUMajbHas OHMOJOCTYIHOCTh
UTPAKOHA30J1a OTMEUAETCs IIPU IIPUEME KallCys cpasy Mocie eabl.

BcaceiBanue wuTpakoHa3oja MpH TpUEME KalCyl CHI)KEHO Yy TAlHMeHTOB C IOHMKCHHOM
KHCIJIOTHOCTBIO JKEIYJOYHOTO COKa, HampuMmep, Ha (OHE MpHeMa IpernapaToB, MMOJABIISIOMINX
CEKpPEeIMI0 COJSIHOM KHCIOTBHI B JKENyAKe (TaKMX KaK aHTaroHUCThl Hz-rmcTaMHHOBBIX
peLenTopoB, WHIMOUTOPHI MPOTOHHOM MOMIIBI), MM y MAIlMEHTOB C axJOpruapueid Ha (oHe
pa3nuyHbIX 3a0oneBaHMi. BcacbiBaHMe WTpakoHa30jla HATOIIAK Yy TaKUX TallMEHTOB
YBEJIMYMBACTCS IIPU IIPHEME OJJHOBPEMEHHO C KHCJIBIMU HAITUTKaMU (TAKMMH KaK HeTUeTHIECKast
xona). [Ipu npueme urpakoHaszoia B kKarcynax B 103e 200 Mr 0ZJHOKpaTHO HAaTOIIAK COBMECTHO C
HEIMETHYECKOW KOJIOM TOCje MpPeIBapUTENIbHOTO TpueMa aHTaroHucra Hz-THCTaMHUHOBBIX
PELEnTOPOB PAaHUTHIMHA BCACHIBAHME HMTPAKOHA30JIa OBLJIO COIMOCTABHMBIM C BCACHIBAHHUEM
UTPaKOHA30J1a TP ITPUEME TOJIBKO HTPAKOHA30JIa.

OKCIO3ULMsI UTPAKOHA30JIa HIKE MPU MpUEMe B BHJIE Kallcyll 10 CPABHEHUIO C HKCIO3ULUEH
UTPAKOHA30Ja IPH IpUEMe TOH Ke JJ03bI B BHJIE paCTBOPA AJIsl IpUEMa BHYTPb.

Pacnpenenenne

Htpakonaszon Ha 99,8 % cBs3bpiBaeTcsa ¢ OeIKaMU MJIa3Mbl KPOBU, B OCHOBHOM C allbOyMHUHOM
(THAPOKCUUTPAKOHA30J CBS3bIBaeTCS ¢ aalbOyMUHOM Ha 99,6 %). Takke OTMEUYEHO CPOJICTBO K
munuaaMm. B HecBsizaHHOM BuE B mia3me octaercs Toibko 0,2 % urpakonazona. Kaxymuiics
00beM pacnpenenenus 6osee 700 1, UTO CBUIECTENBCTBYET O €0 3HAYUTEILHOM pacipeielieHun
B TKaHsX. KoHIIeHTpaluu B NErKux, Movkax, KOCTAX, JKeIyAKe, CEIe3eHKE U MBIIIIaxX B 2-3 pasa
BBIIIIE, Y€M COOTBETCTBYIOIME KOHIIGHTPAIlMM B TUIa3Me€ KPOBH, MPH ITOM KOHIEHTpAIUs B
TKaHSX, COJIEPKAIINX KEPATHH, 0COOEHHO B KOXKE, MPUMEPHO B 4 pa3a MPEBBIIIACT KOHIIEHTPAIUIO
B IJIa3ME€ KPOBH. KOHHGHTpaIII/Iﬂ B CHHHHOMO3I'OBOH KHUOAKOCTHU 3HAYUTECIIbHO HHUKE, UEM B I1J1a3ME
KpOBH, TEM HE MeHee, ObUIa MPOJEMOHCTpHpoBaHa 3((HEKTHBHOCTH HTPAKOHA30JIa TPOTHB
B030yauTeNnei nHGEKINii, IPUCYTCTBYIOIIUX B 1IepeOpOCTIMHATHLHON KHUAKOCTH.

buorpancdopmarms

Kak ObuTto TOKa3aHO B ucciemoBanusx IN Vitro, msopepment CYP3A4 sBiseTcs OCHOBHBIM
U30(epMEHTOM, YYacTBYIOIIMM B MeTa0ojM3Me HTpakoHa3oja. MTpakoHas3on mnojsepraercs
aKTUBHOMY MeTa0ONM3My B IEYEHH C OOpa3oBaHHEM MHOXecTBa MeTa0oIuTOB. OCHOBHBIM
METabOJIUTOM SIBJISIETCS] THAPOKCUUTPAKOHA30J1, KOTOPBIH iN VItro obiasaeT mpoTHBOrPUOKOBOM

AKTUBHOCTBIO, COIIOCTaBUMOM C HTPAaKOHa30JIOM. KOHHGHTpaIII/II/I THAPOKCUHUTPAKOHA30Ja B
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I1a3M€e KPOBHU IPUMEPHO B 2 pa3a NPEBHIIIAIOT <0HuerﬁE%J§$;iﬁ)%w§:H OCTb 0001)

ODIMMUHALUA

WTpakoHa301 BBIBOAMUTCS NPEUMYIIECTBEHHO B (OpME HEAKTUBHBIX METAOOJIUTOB IMOYKAMHU
(35 %) u uepe3 kumeuHuk (54 %) B TeueHUE OAHON HEAEH MOCIe MpHeMa pacTBopa JUls mpuemMa
BHYTph. lloueunas  dKckpeuus  UTpakOHa3oja U €ro  akTUBHOro  Mmetabosura
THJIPOKCUUTPAKOHA30J1a cocTaBisieT MeHee | % oT 03Bl mpenapara, BBEICHHOW BHYTPUBEHHO
(8/B). Ha ocHOBaHMM pe3yNbTaTOB M3ydeHHs (papMaKOKHHETHKH ‘*C-MEueHOro MTpaKoHa3oIla
nocjie MepopajbHOrO0 IpHEMa BBIBEJICHHWE HEU3MEHEHHOTO HTPAaKOHA30Jla 4Yepe3 KHUIIEYHHUK
Bappupyet oT 3% 10 18 % oT mpuHATOM 103bI.

[TockonbKy mepepacnpesiefieHHe WTPaKoHa30ja M3 TKAaHEH, COAEp)KaIlMX KEepaTHH, SBISETCS
HE3HAUMTENIFHBIM, BBIBEJICHHE HWTPAKOHA30ja U3 OJTUX TKaHEW CBI3aHO C pereHepanuei
snuaepMuca. B otianure ot miaa3Mel KpOBU, KOHIIGHTPAIUS UTPAKOHA30J1a B KOXKE COXPaHSETCS B
Te4eHue oT 2 10 4 Helenb Mocle MpeKpameHus 4-X HeIeNbHOro JICYeHUS, a KOHIICHTpAIUs B
KepaTuHE HOTTS, TJe UTPAKOHA30JI MOXKET OBITh OOHApYKEH yKe depe3 | Hemenro mocie Havyana
JICYCHHMSI, COXPAHSETCS, 10 KpaitHel Mepe, B TeUeHUE 6 MECAIEB MOCe OKOHUYAHUS 3-X ~-MECSIHOTO
Kypca JieueHusl.

Oco0nIe KaTCropmu 1anmucHTOB

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

WTpakoHa3on MeTa0oIM3upyeTcsi NPEeMMYIIECTBEHHO B TIeUeHH. B Xome wucciemoBaHUs
(dbapMaKOKMHETHKH CpaBHUIM (PapMaKOKMHETHYECKHE II0Ka3aTeld IMAalueHTOB C LUPPO30M
NIEYEHH U 3]I0POBBIX T0OPOBOJIBIEB. Y MAIMEHTOB C IUPPO30M IEUEHH P OJTHOKPATHOM ITpHeMe
100 mMr utpakonaszoma cpenHsisi Cmax ObUTa 3HauMTENHHO HIDKE (Ha 47 %), 4eM y 3J0pPOBBIX
noOpoBonbleB. CpeqHuil mepuosa NOJYBBIBEAEHUS NpPU MpHEME OJHOKPATHOM J03bl ObLI
YBEJIMYEH Yy MAlUEHTOB C LIMPPO30M MIEYEHH U COCTABJIAI B 3TOM MCCIEA0BaHNUU 37+17 yacoB o
cpaBHeHMIO ¢ 16+5 yacamu Juist 310pOBBIX 10OpoBObLEB. CpeqHsst SKCIO3UIMS UTPAKOHA30I1a
(rIoma s MOA KPUBOM «KOHICHTpanus — Bpems», AUC) Oblta aHaJIOrMYHOW y MAIMEHTOB C
UPPO30M TEUEHU U Yy 3I0pPOBBIX J00poBOJbLIEB. [laHHBIE O MAJIUTENIBHOM MPUMEHEHUU
UTPaKOHA30J1a y MAIlMEHTOB C IUPPO30M IIEUCHH OTCYTCTBYIOT (cM. paszennl 4.2 u 4.4).
Tayuenmoi ¢ HapyweHuem GyHKyuyu novex

JlanHble 0 mepopaTbHOM MPUMEHEHUH UTPAaKOHA30ja JUIsl JICYEHUs MAlMeHTOB ¢ HapyIIEHUSIMU
(GYHKIIMM TOYEeK OrpaHUWYEHbl. Y TAIMeHTOB C YpeMHeH, y KOTOPBIX CpEIHHH KIHMpEeHC
KpeaTHHHHa cocTaBnan 13 mu/mue X 1,73 M2, cuctemHoe Bo3zeiicTBue uTpakoHasona (AUC)
ObUIO HECKOJIBKO HMYXE M0 CPaBHEHHUIO ¢ OCHOBHOM momyJsiiueid. He BhIABICHO 3HAUUTENLHOTO
BIMSHUS TeMOAMalu3a WIM JJIUTEIbHOTO TEPUTOHEATbHOrO Juaiu3a, [POBOJUMOrO B

aMOyJIaTOPHBIX YCIIOBHUSX, Ha TIOKa3aTeNn (papMaKOKHHETHKH UTPakoHa301a (Tmax, Cmax 1 AUC o.
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gy). Ilocie OAHOKPAaTHOTO BHYTPUBEHHOTO BBez[errQ':'ﬁﬂﬁ%ﬁ%ﬁgﬂk&igggﬁﬁj :1';'611:51/102[

IIOJIyBBIBEJICHUS Yy MALMEHTOB C HE3HAYUTENILHBIM (ONPEAEIAETCS B UCCIEJOBAHUN KaK KIUPEHC
kpearununa (KK) 50-79 mu/mun), cpeaaum (KK 20-49 mur/mMuH) uian BeIpaKEHHBIM HapyIICHHEM
¢byakuun nouek (KK menee 20 MiI/MHH) CXOMHBIH C TAaKOBBIM Y 3JI0POBBIX JTOOPOBOJIBIIEB
(mnama3oH cpenHux 3HavYeHW 42-49 yacoB Mo cpaBHeHHIO ¢ 48 YacamMu y TalUEHTOB C
HapyIEeHUIMHU QYHKIHUU TOYEK U 3I0POBBIX JOOPOBOJIBLIEB, COOTBETCTBEHHO).
OO0mast 5KCIO3UIMS UTPAKOHA30J1a, HA OCHOBaHUM olleHkH moka3atenss AUC, Oblia cHUXKEHa Y
MAIMEHTOB C YMEPEHHBIMU UM BBIPAXKEHHBIMHU HapyuieHussMu GyHkiuu noyek Ha 30 % u 40 %,
COOTBETCTBEHHO, 110 CPABHEHHIO C MMALMEHTaMH, Y KOTOPbIX (PYHKIIMS [MOYEK HE HapyIICHa.
JlaHHbIE O NIMTEIBHOM MPUMEHEHHHM HMTPAKOHA30JIa TMAlMEHTaMH C HapyMIEHUSMH (YHKIUU
noueK HeAocTynHbl. [IpoBenenue nuanu3a He BAUSET HAa NEPUOJ MOJIYBBIBEICHUS WIH KIUPEHC
UTPAaKOHA30J1a WU TUAPOKCUUTPAKOHA30A.

eTH
Jannbie 0 (papMakOKMHETHKE HWTPAKOHA30JIa y MAIMEHTOB JETCKOrO BO3pPacTa OTPAHUYCHBI.
Knuanyeckue uccnenoBanust HapMakOKHHETHKH y JIET€H M MOJPOCTKOB B BO3pACTE OT 5 MecCsIEB
1o 17 net mpoBOIMIKCH C TPUMEHEHUEM UTPAKOHA30J1a B Karcyiax, pacTBopa AJisd mpuemMa BHYTpb
U pacTBOpa AJisi BHYTPUBEHHOTO BBeAeHUs. IHAMBHIyanbHbIe 1036 TIpenapaTa B popme Karcy
¥ pacTBOpa JUIs IpHeMa BHYTPb BapbupoBaiu ot 1,5 mo 12,5 mr/kr/cytku npu npueme 1 pa3 wim
2 pa3a B 1eHb. [Ipu nmpueme uTpakoHaszosa B OJHOM M TOH K€ CyTOYHOW 103€ 2 pa3a B J€Hb 10
CPaBHEHHMIO C TPUEMOM OJMH pa3 B JCHb MaKCHMalbHas W MHUHUMalbHAas IUIa3MEHHAas
KOHIIGHTpalusi ObUla COMOCTaBMMOM C TaKOBOM Yy B3pOCIBIX MALMEHTOB MpH IpHEME
UTpPaKOHa30Ja OJMH pa3 B CyTKH. He 3aperucTprupoBaHo CyIIECTBEHHBIX BO3PACTHBIX pa3ivuuil
nokazareneir AUC uTpakoHaszonma W ero oOIIero KIMPEHCa; B PEAKUX cliydasx HaOJroaiach
HE3HAUUTENIbHAas B3aUMOCBS3b MEXJy BO3pacTOM MAlMEHTOB M 3HAYeHUsIMH oObeMma
pactipeneneHusi, Cmax M KOHEUHOTO IepHojJa TIOJYBBIBEACHHUSA. YCTAHOBJIEHHBIH KIMPEHC

HUTpaKoHa3oJa u €ro 00BeM pacnpeacICHUA 3aBUCAT OT MACCHI TCJIa MAllUCHTOB.

6. DAPMAIIEBTNYECKUE CBONCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
Hatpus naypuicynsdar

CocTaB menjeT:

Caxapnas kpynka (caxaposa, maToka KpaxMajIbHasi)
I'unpomeriosa
Caxapo3sa

BYTI/IJIMCTaKpI/IJ'IaTa, AUMCTHIIAMUHOSTUIIMCTAKpUIIATA U MCETHIIMECTAKpHUJIATa COIIOJIMMEP [121]
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(NOCNEOOBATENEHOCTE 0001)

(oyaparut E-100)

MertunnaparuApokcuoeH30aT HaTpust
[TponunnaparupoKcudeH30aT HaTpUs

CocraB Kopnyca KallCVJIbl:

Turtana Tuoxkcun
Kenarun

CocCTaB KPBIIIEYKHA KaIICVJIBL:

Turtana nuoxkcun

Kpacurenb XMHOJIUHOBBIN KEJITHIN

Kpacurenb colHEeUHbIN 3aKaT KEIThII

Kenarun

6.2. HecoBmMecTHMOCTH

He npumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 rona.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHUH

XpaHuTh npu Temneparype He Boie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

ITo 5, 10, 15 xamncyn B KOHTYpHYIO SYEMKOBYIO YHNAKOBKY W3 IUIEHKH MOJIMBUHWIXJIOPUIHOW U
(G oJIbTH aTIOMHUHUEBOM IMEYaTHOM JIAKUPOBAHHOM.

Nm mo 5, 10 wmmm 15 xancyn B KOHTYpHYHO SYEHKOBYIO YIIAKOBKY W3 MaTepuaia
KOMOMHHMPOBAHHOT'O Ha OCHOBE (POJIBIM (TPEXCIOWHBIN MaTepuall, BKJIIOUAIOLIUN aTIOMUHUEBYIO
Gobry, MIEHKY U3 OPUEHTUPOBAHHOTO MOJUAMUIA, TTOJTUBUHWIXJIOPUIHYIO TUIEHKY) U (OJIbIU
AJIOMUHUEBOM NI€YaTHOM JIAKUPOBAHHOM.

1,2,3,4,5, 6 unu 10 KOHTYpPHBIX SIMEUKOBBIX YIAKOBOK BMECTE C MHCTPYKIIMEH IO MEAUIIUHCKOMY
MPUMEHEHHUIO (JTUCTOK-BKJIAJIBIIT) TTOMEIIAIOT B KAPTOHHYIO YITAKOBKY (TIAUKY).

6.6. Oco0Oble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUM  HMCIOJb30BAHHOIO
JICKAPCTBEHHOI0  MNpenapara WJIM OTX0A0B, IOJYYEHHBIX I0CJe TNpPUMEHEHHus
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIYJIAIHMHU C PenapaToM

OcoOble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUA

Poccusa
000 «ATomn»

445351, Camapckast 0611., . XKurynesck, yin. I'mapoctpoutenei, 1. 6.
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7.1. IlpeacTaBUTENb AepKATe/IsA PerHCTPAHJHHOrO yhberoneperms | = |EHOCTE 0001)

[Iperen3uu noTpedUTeNeH HAIPABIIATE 10 aApecy:

B cnyuae npouzsoocmea npenapama na npoussoocmeennoti niowaoke OO0 «O30mx:
Poccus

000 «O308»

445351, Camapckas 0611., T.0. XKurynesck, 1. XKurynesck, yi. ['uapocrpoureneid, . 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

B cnyuae npouzsoocmea npenapama na npoussoocmeennoti niowaoke OO0 «O3on @apmy:
Poccus

000 «O30H Papm»

445043, Camapckas 001., 1.0. Tonbsartu, Tep. O93 IIIIT, maructpans 3-s, 31. 11, cp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru

8. HOMEP PET'MCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. JIATA TEPBUYHOM PEIUCTPALIMU (IIOATBEPXKIEHUS
PETUCTPALUU, IEPEPEI'UCTPALIUN)

Jlara nepBoii peructpanumu:

10. JATA IIEPECMOTPA TEKCTA

OOmast  xapakTepHCTHKa JIEKapCTBEHHOro  mpemapara MrpakoHa3onm  gocTymHa  Ha
WHPOPMALIMOHHOM TIOpTaie EBpa3suilckoro SKOHOMHYECKOTO COK3a B HWH(POPMAIMOHHO-

KOMMYHHKaIIMOHHOU cetn «HTepHeT» hitps://eec.eaeunion.org/.
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