OBIIASA XAPAKTEPUCTHKA JI

COOTEBETCTBYET 2KI
ot 20.05.2024 N= 5790

EKAPCTBEHHOPO TIPERAPATA 1002

CMNEPTHOMY OTUETY

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA
Pymuko3, 100 mr, KancyJsl.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBI COCTAB
JlelicTByto111€€ BEIIECTBO: UTPAKOHA30J.

Kaxnas xancyna cogepxut 100 Mr urpakonazona.
BcnomoratenpHbie BelecTBa, HAJIMYKHE KOTOPBIX HAJO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npemnapara: caxaposa (cm. pazzaen 4.4.).
[TonHbIi IepeyeHb BCIOMOTaTEIbHBIX BEIIECTB MPUBEIEH B pazjedie 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kamncyusr.
Kancynst Ne 0 pgByxiBeTHble: KOpIyc Oesbli, Kpbllleuka po30Bo-KopuuHeBas. Coxepikumoe
KarcyJl — cpepruueckre MUKPOrpaHyJibl OT CBETJIO-XKEITOTO JI0 JKEJITOBATO-0€KEBOTro IIBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxka3aHusi K NPUMEHEHHIO

[Tpenapat PyMuko3 nokasan Kk NpuMEHEHHIO Y B3pOCIIbIX U JieTel B Bo3pacte ot 3 110 18 nert:
— TOpPa)XCHUs KOKU M CIM3UCTBIX 000JI0YEK:
BYHLBOBaFHHaHBHLIﬁ KaHAnu 103,

OTpyOEBUIHBIN JHILIAN;

JI€PMaTOMHKO3bI;

KaHJHMJ03 CIIM3UCTOM 000JIOYKH MOJIOCTH pTa;

IrpUOKOBBIN KEPaTUT;

— OHHUXOMHMKO3bI, BEI3BBAHHBIC ,Z[epMaTO(i)I/ITaMI/I H/uau ,Z[pO)K)KeHO,I[O6HBIMI/I FpI/I6aMI/I;
— CHCTCMHBIC MUKO3bI:
CHCTEMHBIN ACIICPIUiIC3 U KaHAU 03,

KPHUIITOKOKKO3 (BKJ'IIO‘{aSI

KpI/IHTOKOKKOBHﬁ

MCHI/IHFI/IT) . y MMaImuCHTOB C

I/IMMYHO,I[C(I)I/II_II/ITOM N y BCCX MAIIUCHTOB C KPHUIITOKOKKO30M ueHTpaanoﬁ HepBHOP’I
CHUCTCMBbI UTPAKOHA30JI JOJDKCH MMPUMEHATLCA TOJIBKO B ClIydadaX, C€CJIN MperapaTbl HCpBOfI
JIMHUM JICYCHHU HC IPUMCHUMBI B JTAHHOM CJIy4ac UJIN HC B(I)(beKTI/IBHH;

THCTOIIa3MO3;
0J1aCTOMHUKO3;
CIIOPOTPHUXO3;

NMapakKOKOUIANONJOMUKO3;

MMpoYHreC PECAKO BCTPCHAOIHUECA CUCTEMHBIC NJIN TPOIINICCKHUEC MUKO3BI.

4.2. Pe:kum 103MPOBAaHNS M CIOCO0 MPUMeEHEHUs!
Pexxum 1o3upoBanus

IHoka3zanus Ho3a ITpo0IKUTEIBLHOCTD JICYeHUs

BynbeBoBarnHanbeHbII 200 mr 2 pa3a B CyTKH 1 nenp

KaHAU103 WIH WIH
200 mr 1 pa3 B cyTKH 3 nHA

OTtpyOeBUAHBIN JHIIAMA 200 mr 1 pa3 B cyTKH 7 nHen

JlepmMaTOMMKO3BI TTIAIKON 200 mr 1 pa3 B cyTkH 7 nHen
KOXH WIH WIH

100 mr 1 pa3 B cyTkn 15 nuen
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[Mopaxenus 200 mr 2 pgza B cytin = =] IEHERTEN R D UUUS)
BBICOKOKEPATHHU3UPOBAHHBIX R0 WJIH
o0yacTel KOXHOTr0 ITOKPOBa, 100 mr 1 pa3 B cyTku 30 nueit
TaKUX KaK KUCTH PyK U
CTOIIBI
Kagannos canzucroi 100 mr 1 pa3 B cyTku 15 nuent
000JI0YKH MOJIOCTH PTa

buogocTtynHoCT, WTpakoHa30ja MHpPU NEPOPATHLHOM IMpPUEME MOXKET ObITh CHUXKEHa Y
HEKOTOPBIX TMAI[MEHTOB C HAPYyIIEHHbIM HWMMYHUTETOM, Halpumep, Yy MalHUEHTOB C
HelTponenuen, nanuentos co CIIMdom wim ¢ nepecaxkeHHbIMU opraHamu. CieaoBaTeIbHO,
MOXKET MOTPEOOBATHCS ABYKPATHOE YBEIUUYCHHUE J103bI.

21 neun
JIMTENLHOCTD JIEUEHUST MOYKET
I'puOKOBBIN KEpaTUT 200 mr 1 pa3 B cyTku OBITh CKOPPEKTUPOBAHA B
3aBUCUMOCTH OT YJIYUIICHUS

KJIMHUYECKON KapTHHbI

OHMXOMHKO3bI, BbI3BAHHBIE IepMATOGUTAMH U/WJIM POKKEN0T00HBIMHU U MJIECHEBHIMU
rpudamu

J103b1 M MPOAOIKUTEIBLHOCTD JIeYeHUs
OnuH Kypc myJibC-TEpaNuu 3aKJII0YaeTCs
B ©KEIHEBHOM IpHUEME IO 2 KarCyJibl
npenapara Pymuko3 2 paza B cyTku (110
200 Mr 2 pa3a B CyTKH) B TEYCHHE OJTHOI
Henenu. J[ns  yiedyeHus  rpuOKOBBIX
MOPAKEHU HOTI'TEBBIX IUIACTUHOK
KHCTEH peKOMEHyeTcsl JiBa Kypca. s
JICUCHUS IpUOKOBBIX MOPaKEHUM
HOT'TEBBIX IUIACTUHOK CTOII
peKkoMeHryeTcst Tpu Kypca. [IpomexxyTok
MEXIYy KypcaMH, B TEUEHHE KOTOPOTO HE
HY>KHO MPUHUMATh npenapar,
coctaBinsgeT 3 wHeaenn. KiauHMYeckue
pe3yabTaThl CTAaHYT OYEBHIHBI IIOCIE

OHMXOMUKO3bI
MmyJibC-Tepanus

OKOHYAaHMs  JIeYeHHUs, 1O  Mepe
OTpacTaHusi HOTTEM.

Jlokann3anuus 1-s 2-a| 3-a 4-g 5-a 6-a | 7-1 8- 9-1

OHHXOMHKO30B HeJ. |HeJ| Hem. | Hea. | Hem. |Hed. | Heq. HEJl. HeJl.

[Topaxxenue

HOTTEBBIX

TUTACTHHOK

NaJIbLEB CTOM C } Henenu, cBo6ogHBIE } He e, cBOGOIHELE OT | .

nopaxeHuem uiam | 1-i kypc OT IpremMa 2-11 Kypc 3-1 Kypc

npuema Pymukosa

0e3 mopaxeHus Pymukoza

HOTTEBBIX

TUTACTUHOK

MaJIbLEB KUCTEN

[lopaxenue 1-i1 kype Henenn, 2-11 Kypc

HOTI'TEBBIX CcBOOOIHBIE OT -

TUTACTUHOK KUCTEH npuema Pymukosa

OHHMXOMHUKO3bI HEeNPepPbIBHOE JIeYeHH e Ho3a IIpomosKuTEILHOCTH

JICHCHU A
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ITopaxxeHue HOrTeBbIX MJIACTUHOK CTOII C
nopakeHneM mim 0e3 nmopakenust HorreBbix |[1o 200 Mr B cyTKH 3 mecsina
IJIACTUHOK KUCTEU
BriBesieHHEe MTpakoHA30J1a U3 KOXKM M HOTTEBOW TKAaHU OCYIIECTBIIIETCS MEJUICHHEE, YeM M3
IIa3Mbl KpOoBH. TakuMm o0pa3oM, ONTHUMalbHbIE KIMHUYECKHE M MUKOJIOTHYECKHE I(PPEKTHI
JIOCTUTAIOTCS uepe3 2-4 HeJeNu Mociie OKOHYaHUsI JISYeHUs MPpH UH(EKIUIX KOxXH U yepe3 6-9
MECSIIEB MOCIIe OKOHYAHUS JICUYCHHUSI HOTTEBBIX MH(EKIUH.

CucreMHbIe MUKO3bI
Cpennss
IMoka3anust Ho3a P Ipumevanus
MPOAOLKHTEIHLHOCTD
YBenuuuth 103y 10
200 mr 200 mr 2 pa3a B CyTKH B
Acnepruiuies 2-5 mecsiueB
1 pa3 B cyTku Clly4ae MHBAa3HUBHOTO WUJIN
JIMCCEMUHUPOBAHHOTO
YBenuuuTh 103y 10
200 mr 2 pa3a B CyTKHU B
100-200 mr Ot 3 "Henenb g0 7 P y
Kannunos Clly4ae WHBAa3HUBHOTO UJIN
1 pa3 B cyTku ESIE:
JIMCCEMUHUPOBAHHOTO
3a00J1eBaHUs
Kpunrtokokko3 (kpome 200 mr Or 2-x mecsiues 1o 1
MEHUHIUTA) 1 pa3 B cyTku rojaa
. 200 mr
KpunTokokkoBbIii 2 vasa B Ot 2-x Mecs1eB 10 1 IonnepsxuBatoras
MEHUHTUT p roja tepanus (cMm. pazaen 4.4)
CYTKH
ot 200 mr 1 pa3
B CYTKH
I'ucronnazmos 110 200 mr 2 8 Mecs1eB
paza B
CYTKHU
ot 100 mr 1 pa3
B cyTKH 110 200
bnacromukos y a1 6 Mecs1eB
MT 2 pa3a B
CYTKHU
100 mr 1 pa3 B
Cnopotpuxo3 3 Mecsina
CYTKHU
Janubie 00
3¢ (HEeKTUBHOCTH JaHHOMN
100 mr 1 pa3 B JIO3bI JIS JICUEHUS
[TapakoKIIANOUIOMUKO3 6 Mecs1eB
CYTKHU MapaKkOKIUANOUIOMUKO3a
y nauueHToB co CITN Jom
OTCYTCTBYIOT.
100-200 mr 1
XpOMOMHKO3 6 MecsIeB
pa3 B CyTKH

*  NPONOIDKUTENLHOCTh JICYCHUS MOXKET OBITh CKOPPEKTUPOBaHA B 3aBHCHUMOCTH OT
3 PexTUBHOCTH JICUCHUS
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Oco0bnIe I'pynIibl TaMEHTOB

Tlayuenmul nodtcunozo 6ospacma
JlaHHBIE O IPUMEHEHUHU UTPAKOHA30Ja B KaIICyJIax JUIsl JIEUYECHHs TAMEHTOB MOKHIJIOr0 BO3pacTa
orpaHuyeHsl. Pexkomenayercs NpuMeHsTh pernapaT AJis JIeUeHUs] MallMeHTOB IaHHOW KaTerOpHH,
TOJIBKO €CITM OKMJlaeMasi I0Jib3a OT JICYCHHS MPEBBIIIaeT MOTeHIUANbHbIN pucK. [Ipu BbIOOpE
JI03bl TIpenapara i JICYCHUsl TMOXKUJIBIX IMalMeHTOB PEKOMEHAYETCS YUYWUTHIBATH CHIDKCHHE
GyHKIIUHM IEUYEHH, ITOYEK U Cep/Illa, Yallle BCTPEYAIOIIeecs B IIOKUIOM BO3PACTe, a TAKXKE HATUYHE
COITYTCTBYIOIIUX 3200JICBAaHHUI UITH MPUEM JIPYTUX JICKAPCTBEHHBIX CPEJICTB.
Tlayuenmoi ¢ Hapywenuem ynKyuu neveHu
JlaHHbIE 0 MPUMEHEHUH NIEPOPATHLHOTO UTPAKOHA30JIa JIJIs JICUEHUS MAI[UEHTOB C HApYIICHUSIMU
byHKMM nedeHu orpaHuueHbl. ClenyeT ¢ OCTOPOKHOCTbIO Ha3HayaTh Ipernapar JIaHHOU
KaTeropuu MarreHToB.
Tayuenmoi ¢ Hapywenuem QyHKyuy novex
JlaHHbIE 0 MPUMEHEHUH NIEPOPATBLHOTO UTPAKOHA30J1a JIJIS JICYCHUS MAIlUEHTOB C HAPYIICHUSIMHU
GYyHKIMM TMOYEeK OrpaHWYeHbl. Y  HEKOTOPBIX MAlMEeHTOB, CTPAJAIONIUX IOYEYHOM
HEIOCTaTOYHOCTBIO, OSKCIO3UIMSI WUTpPAaKoHa3ojla MOXKeT ObTh cHmkeHa. Criemyer ¢
OCTOPOKHOCTBIO HAa3HauaTh IMpernapaT JaHHOW MOXKET MOTpeOoBaThCcsi H3MEHEHHUE 03l
JIEKapCTBEHHOTI'0 Iperapara.

eTH
JlanHbIe 0 MPUMEHEHUHU UTPAKOHA30J1a B KarCyJiax AJis JIeUeHus JieTel orpanndensl. [I[puMenenne
WTpPaKOHA30Ja B Karcyjax AJid JICUCHUs JETeH HEe PEeKOMEHAYETCs, 32 MCKJIIOUYEHUEM CIIydaes,
KOI'/Ia OXKHUaeMasi 1oJib3a OT JICYCHHS TPEBBIIIACT TOTCHIIUAIBHBIA PUCK.
Pymuko3 He cneayeT Ha3Ha4aTh (MPUMEHATH) y AeTel B Bozpacte oT 0 1o 3 net (cm. pa3aen 4.3).
Crioco6 nmpuMeHeHHs
BnyTps.
JIyist onTIMaNTbHOM a0COpOIMH UTPAKOHA30J1a HEOOXOIUMO TIPUHUMATH Mpenapar Pymuko3 cpasy
nociie eapl. Kancysibl ciietyeT riaorarh LEeJIUKOM.

4.3. IIpoTHUBONOKA3AHHS
— T'unmepuyBCTBUTENBHOCTh K UTPAKOHA30JIYy HJIM K JIFOOOMY M3 BCIIOMOTATENIbHBIX BEIECTB,

MIEpPEYNCIICHHBIX B pa3zzene 6.1.
CoBMmecTHOE NMPUMEHEHHE MTpaKoHa3osa ¢ IMpenaparamu-cyocrparamu nzodpepmenra CYP3A4
MOJKET YBEJIUYMBATh KOHIEHTPALMIO UTPAKOHA30ja B IIa3Me, YCHIIMBATh WM MPOJIOHTHPOBATh
TepaneBTHUECKUIl U HexenarenbHble 3(QEKTbl, KOTOpble MOTYT BbI3bIBaTh IMOTEHIHMAIBHO
onacHyo cutyauuto. Hanpumep, noBblIeHHe KOHIIEHTPAIMK B IUIa3Me€ HEKOTOPBIX MpenaparoB
MOKET BbI3BAaTh YJUIMHEHHME HMHTepBasa QT M cepaeuHyr TaxMapuUTMHIO, BKIIIOYas CIydau
JIByHalpaBjIeHHONW BEpEeTEeHOOOPa3HOM JKeTyJJOUYKOBON TaXuKapAuH, (paTaabHOM apUTMHH (CM.
pazzen 4.5).
— OpgHOBpeMeHHBIH IpueM mpenapaToB-cyocTpatoB uzopepmenta CYP3A4 (cMm. paznen 4.5),

TaKMX KakK:

— JIeBAalleTUIMETa0H, METAJIOH;

— JIu3onMpamull, 10QpeTuiIng, IpoHeI1apoH, XMHUIANH;

— TEJIUTPOMHUIMH Y MAIMEHTOB C HapyIHICHUSAMH (YHKLUUU MOYEK WIM MEYEHU TSHKEITON

CTEMeHH;

— THUKarpesuop;

— TranodaHTpuH;

—  acTeMM30J1, MU30JIACTHH, TePpPECHAINH;

— QIKQJIOWJABl CIOPBIHBU: JUTHAPOIPrOTAMHMH, 3PrOMETPUH (PPrOHOBUH), 3pProTaMUH,

METHIISPrOMETPUH (METUIIPrOHOBUH ), AJIETPUIITAH;
— UPUHOTEKaH;
— JIypa3ua0oH, MUAA30J1aM JJIs IEPOPAIbHOrO MTpUeMa, MUMO3HL, CEPTUHOJ, TPUA30JIaMm;
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— Oenpuawi, QeNoANIHH, JIEPKAHUTUITHH, HHCOH;{HHH‘H‘

CMNEPTHOMY OTYETY

— uBabpaauH, paHOJA31H,

— 3IUIEPEHOH;

— LM3anpul, JOMIEPUIOH;

— JIOBAacTaTHH, CUMBACTaTHH, aTOPBACTaTHH;

— (e30TepoarH y NallMEHTOB C HEJOCTATOYHOCTHIO (PYHKLIMH [TOYEK UM IIEYEHU YMEPEHHON
WIN TSDKEJIOH CTETeHH, COMM(EHAMH y MAIMEHTOB C HEAOCTATOYHOCTHIO (P)YHKIIUHU TTOYEK
TSDKEJIOW CTENEHHM M C HEJAOCTATOYHOCThIO (DYHKIMHM NMEUYEHU YMEPEHHOM WIN TSXKeNon
CTETICHU;

— KOJXHUIUH y MAallMEHTOB ¢ HAPYIECHUSIMUA (QYHKIIMY TICUCHH UM MTOYEK.

— XpoHuyeckas cepliedHas HEIOCTaTOYHOCTh B HACTOSIIEE BpeMs WIM B aHaMHe3e (3a
UCKJIIOUEHUEM Tepaluy >KU3HEYTPOKAIONNX MM APYTUX OMACHBIX MH(EKIMHA; CM. pa3ien
4.4).

— bepemeHHOCTh (32 HMCKIIIOUCHMEM CIIy4aeB, YIPOKAIOIIMX JKU3HU, M €CJIU OKUAAEMBIH
MOJIOKUTETBHBIN 3PQPEKT UIst MaTepy MPEBHIIAET BO3MOXKHBIN Bpe A7 T10/1a) (CM. pasaen
4.6.).

— Ilepuoa rpynHoro BckapmiuBaHus (cM. paszen 4.6.).

— Jlerckwuii Bo3pact 10 3 JerT.

4.4. OcoOble ykazaHHUsl U MepPbl PEI0CTOPOKHOCTH NMPH NPUMEHEHUH

C OCTOPOXKHOCTBIO

— TIpH OUPpO3e NICUYCHU;

—  TIPH TSOKEIBIX HAPYIICHUSX (QYHKIUH IICYCHH U TTOYCK;

— TIOBBIIICHHASA YYBCTBUTEIBHOCTD K IPYTHM a30J1aM;

— TIpU THNEPYYBCTBUTEIBHOCTH K APYTUM a30J1aM;

— Y NOXKUJIBIX TAIIUEHTOB;

— Y JeTeH.

Oco0ble yKazaHus

Brusinue na oesmenvsnocmo cepoya

B uccnenmoBannm Ha 370pOBBIX TOOPOBOJBIIAX HTPAKOHA30JIA /IS BHYTPUBEHHOTO BBEICHHS
OTMEYAJIOCh Mpexosiiee 0eCCUMITOMHOE YMEHbIIeHHE (Ppakiuu BBIOpOCa JIEBOTO KEIYA0UKa,
HOpMaJTM30BaBIeeCs N0 cleAyiomeld uH(Y3un uTpakoHazona. KiumHHYeckas 3HAYMMOCTh
MOJTyYEHHBIX JAHHBIX JUIA IEPOPAbHBIX JIEKapCTBEHHBIX (hOPM HEU3BECTHA.

Utpakonazon o0namaer oTpunaTeNbHBIM HHOTPONHBIM 3d(pdexrom. Coolmanock o ciydasx
XPOHUYECKOW CEepACYHOM HEIOCTATOYHOCTH, CBS3aHHBIX C MPHUEMOM uTpakoHazona. I[lpu
cytounoit noze 400 Mr uTpakoHazoia B CYyTKHM HaO0Ianoch 0ojiee 4acToe BO3HUKHOBEHUE
CepJICYHON HEIOCTATOYHOCTH; MPU MEHBIIUX CYTOYHBIX J03aX TaAKOW 3aKOHOMEPHOCTH BBISIBJICHO
He ObuT0. PUCK BOZHUKHOBEHUS! XPOHUYECKOH CepACYHON HETOCTATOYHOCTH MPENOI0KHUTEIHHO
MPOMOPILIMOHANIEH CYTOUYHOM Ao3e. [Ipemapat He cienyer NpuHUMATh MAallMeHTaM ¢ XPOHHUYECKOH
CepACYHON HEIOCTaTOYHOCTHIO WIIM C HAIWYMEM 3TOTO CHMIITOMOKOMIUIEKCAa B aHaMHeE3e, 3a
UCKITIOYCHHEM CITy4aeB, KOTJla BO3MOXKHAs TOJIb3a 3HAYMTENHHO TMPEBBIMIAET MOTEHIUATbHBIN
puck. [Ipu WHIUBUIYaTbHOW OIICHKE COOTHOIICHHS TOJB3bI M PUCKA CIEAyeT MPUHUMATh BO
BHUMaHWE Takue (aKToppl, KaK CEPbEe3HOCTh IMOKa3aHWi, PEXKUM JIO3UPOBAHUSA U
WHIMBUIyaTbHBIE ()aKTOPHI pUCKA BO3HUKHOBEHUS CEPJCYHON HEJTOCTATOYHOCTH (MIIEeMUIecKas
0one3Hb cepjana, TMOpaXEHHWS KIIAaMaHOB, OOCTPYKTUBHBIE OONE3HM JIETKUX, IOYeYHas
HEIOCTaTOYHOCTh W JpYyrHe 3a00JIeBaHUs, COMPOBOKIAIOIINECS OTEKaMH). TaKWX MaIMeHTOB
HEeoOXoauMO TMpouH(DOPMHPOBATH O MpPH3HAKAX M CHUMIITOMAaX XPOHHYECKOH CepJedHOM
HEJOCTAaTOYHOCTH W CIICJHWTH 3a WX TOSBJIICHHEM BO BpeMs Kypca JiedeHus. [Ipm mosBieHUn
MOI0OHBIX MIPU3HAKOB MIPUEM TpernapaTa He0OX0IUMO MPEKPATUTD.

Yrpokariye )XU3HA apUTMUN Cep/Illa /WA BHE3aITHAs CMEPTh OTMEUAINCh y MAIUEHTOB TPH
OJIHOBPEMEHHOM MPUMEHEHUH UTPAKOHA30J1a U METaJI0HA.
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KOTOPBIII MOXXET OBbITh aJTUTHBHBIM IO OTHOIIEHUIO K 3(dexry urpakonaszona. Kpome Ttoro,
UTPAKOHA30J MOXET HWHIHMOMpOBaTh MeTa0oau3M OJOKATOPOB  KAJIbLIMEBBIX KaHAJOB.
CrnenoBarenbHO, CIEAYET IPOSBIATH OCTOPOKHOCTb IIPU OJHOBPEMEHHOM IPUMEHEHUU
UTpaKOHa30Ja M OJOKATOPOB KaJbIMEBbIX KAaHAJOB M3-32 MOBBIIICHHUS PUCKA 3aCTONHOU
CEepAECYHON HEJOCTATOYHOCTH.

Jlexapcmeernnvle 83aumooeticmsus

OpnHOBpeMEHHBI NPUEM HEKOTOPBIX JIEKAPCTBEHHBIX IPENaparoB € HUTPAKOHA30JIOM MOKET
MNPUBECTH K M3MEHEHUI0 3((EKTUBHOCTH UTPAKOHA30JIa W/UIU OJHOBPEMEHHO MPUMEHSEMBIX
JICKapCTBEHHBIX MPENapaToB, K BOSHUKHOBEHUIO OMACHBIX JIJIS )KU3HU NOOOYHBIX PEAKIUI U/UIH
BHe3anHo# cmeptu. [IpenapaTsl, KOTOpbIE HENB3sI MPUHUMATH OJTHOBPEMEHHO C UTPAKOHA30JIOM,
HE PEKOMEHJOBAaHHBIC [UII OJHOBPEMEHHOTO NPUMEHEHHS W/WIM PEKOMEHJOBAaHHBIC IS
OJIHOBPEMEHHOT'O IPUMEHEHHUSI C UTPAKOHA30JI0M C OCTOPOKHOCTHIO, IEPEUYHCIICHBI B pa3zene 4.5.
Ilepexkpecmnas cunepyyscmeumenbHOCMs

JlaHHbIE B OTHOIICHUH HAIMYUS IEPEKPECTHON TUIEPUYBCTBUTEILHOCTA MEXKIY UTPAKOHA30JIOM
U JIPYTUMHU TMPOTHBOTPUOKOBBIMH CpPEACTBAMHU C a30JbHON CTPYKTYpOW (M3 TPYIIBI a30JI0B)
orpanuueHbl. [IpM HaMMYUU THUNEPUYBCTBUTEIBHOCTH K JPYTUM a3ojiaM CIEQyeT ¢
OCTOPOKHOCTBIO Ha3HaYaTh UTPAKOHA3OJL.

Bzaumozamensemocmo

He pexkomenayercs B3auMMoO3aMEHs€MOE IMPUMEHEHUE IpenaparoB HMTPaKoHa3ojla B
JIEKapCTBEHHBIX (pOopMax: KamCyJbl U pacTBOP VIS PUEMa BHYTPb, BBUJY TOTO, YTO IKCIIO3UIUS
UTPAKOHA30J1a BhIIIE TIPU €T0 MPUMEHEHHH B (hopMe pacTBOpa AJisi pueMa BHYTpb, 4eM B popme
KaricyJ1, ake Ipu MpreMe OJIMHAKOBBIX 7103 UTPAKOHA30J1a.

CHudICenHasn KUci0mHoCcmy JHcery004Ho20 COKa

[Ipy CHMKEHHOW KHMCIOTHOCTH >KEIYJOYHOrO cOKa abcopOlus HWTpaKoHa3oja W3 Karcyl
Hapymiaercsa. IlanueHTaM CcO CHMYKEHHOM KHCIOTHOCTBIO JKEIYJJOYHOTO COKa BCIIEJICTBUE
3a0oneBaHusi (HampuMmep, Yy MAlMEHTOB C AaxXJOPTHApPUEi) WM BCIEACTBUE IpUEMa
JIEKapCTBEHHBIX MPENapaTroB (HapUMep, JIEKapCTBEHHBIX CPE/ICTB, MOAABIIAIOIINX KEIyT0UHYIO
CEKpEeINI0) PeKOMEHAYeTCS MPUHUMATh UTPAKOHA30J B KallCyJlaxX OJHOBPEMEHHO C KHUCIBIMU
HalUTKaMu (TaKUMHU KakK HeaueTudeckas koja). Ciaeayer KOHTPOJIUPOBATH MTPOTUBOTPUOKOBYIO
aKTUBHOCTb IIpernapara U yBeIMYUBaTh 103y UTPAKOHA30J1a P HEOOXOJMMOCTH.

Bausnue na gpynkyuro nevenu

B oueHp penkux ciayyasx Npu NPUMEHEHUH UTPAKOHA30JIa Pa3BUBAJIOCH TSKEIOE TOKCUYECKOE
MOpaKEHHE IE€YEHM, BKJIIOYas HECKOJIBKO CIy4YaeB OCTPOW IMEYEHOYHOW HEeAOCTAaTOYHOCTU C
JeTa’dbHBIM UCXO0/I0M. B OOJBIIMHCTBE CiTydaeB 3TO MPOUCXOIUIIO C MALMEHTaMH, Y KOTOPBIX YXkKe
UMeNnch 3a00JIeBaHUs M€YEHH, Y TAllMEHTOB C JAPYTUMHU TSKEJbIMHU 3a00J€BaHUSMHU, KOTOPBIM
UTPAKOHA30J1 ObUI HAa3HA4YeH AJIS JICUEHHUs] CUCTEMHBIX 3a00JeBaHMN, a TakKe y MalMeHTOB,
MOJTyYaBIIUX JIPYTHE JIEKApPCTBEHHBIE CPE/ICTBA, 00J1aJat0INe renaTOTOKCHYECKUM JIEHCTBUEM.
OnHako y HEKOTOpBIX MAIMEHTOB HE ObUIO COIyTCTBYIOIIMX 3a00JIeBaHMM WM OYEBHIHBIX
(GakTOpoB pUCKa B OTHOIIEHHWU IMOPa)KE€HUsS MedeHU. HecKoabKko Takux CilydaeB BO3ZHUKIU B
NEPBBI MeCALl TepaluH, a HEKOTOpblE - B IEPBYIO HEAENI0 JieueHHA. B cBsA3M c 3TUM
PEKOMEHAYETCSl PEryJsipHO KOHTPOJIMPOBATh (YHKIHUIO MEYEHHW y MNAIMEHTOB, MOJYYaroUIUX
TEpalMui0 WUTPAKOHA30JIOM. B  ciydae BO3HMKHOBEHMsS CHMIITOMOB, IIPEAINOJIAralonInX
BO3HHMKHOBEHHUE r'enaTuTa, a IMEHHO aHOPEKCHH, TOIIHOTHI, PBOTHI, CJ1a00CTH, OO B )KUBOTE U
NOTEMHEHUsI MOYH, HEOOXOAMMO HEMEIJICHHO MPEKPaTUTh JICYeHUE U MPOBECTH MCCIIEOBAHUE
¢byuknun nedeHd. [lamueHTaM C TOBBIMIEHHONW aKTUBHOCTBIO IE€YEHOYHBIX (DEPMEHTOB,
3a00JIeBaHMEM TI€YEHU B AKTUBHOW (pa3ze WM NpPU NMEPEHECEHHOM TOKCHYECKOM IOpPaXKEHUU
MEYEHHU BCJICJICTBUE MTPHEMa APYTUX MPENapaToB HE ClIelyeT Ha3HAavyaTh JIEYeHHE UTPAKOHA30JI0M,
3a MCKJIIOYEHHEM TEX CIIy4aeB, KOTJa OKMAAeMas I0Jb3a MPEBBINIAET MOTEHIMAIBHBIA PUCK
nopakeHusl nevyeHu. PekoMeHayercs NpOBOAUTH HAOJNIOJIEHHWE 3a YPOBHEM JIaOOpaTOPHBIX
napamMeTpoB (YHKIHHU NEUYEHH y MALMEHTOB C YK€ UMEIOIIMMCS HapylleHueM (YHKIHHU MeYeHU
WIM TAalMeHTOB, Yy KOTOPBIX OTMEYAJIWCh TMPOSIBICHUS TIeNaTOTOKCUYHOCTH APYTHX
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JIEKApCTBEHHBIX CpeAcTB. MTpakoHa3on mpe Mymecfgle';l'i;o—l b of—l%yé;'c;{]_:k TICICHH.

[TockonbKy y MAIMEHTOB C HAPYIICHUSMH (PYHKIIMH TICUYCHU IOJHBIN MEPUOJ MOTYBBIBEICHUS
UTPaKOHA30J1a HECKOJBKO YBEJIIMYEH, PEKOMEHAYETCSl OCYIIECTBIISITh KOHTPOJIb KOHLEHTpALUUl
UTpaKoOHa30ja B IUJIa3M€ KPOBM M TPU HEOOXOAUMOCTH KOPPEKTHPOBATH 103y IIpernapara.
Hapywenus ¢pynxyuu novex

JlanHbIle MO MPUMEHEHHUIO HWTPAKOHA30JIa Yy TAIMEHTOB C HAPYHMICHUSMHU (DYHKIHUU TMOYEK
OTPaHUYEHBI, Y HEKOTOPHIX MAIMEHTOB C HEJOCTaTOYHOCTHIO (PYHKIMU MOYEK IKCIO3UIIMS
UTPAKOHA30J1a MOKET OBITh TOHMXKeHA. [[09TOMY TakuM NaIieHTaMm clieyeT Ha3HauaTh penapar
C OCTOpPOXHOCTBbIO. PeKOoMeHayeTCs OCYIIECTBIATh KOHTPOJIb KOHUEHTPAMd WUTpaKkoHa3ojla B
1J1a3Me KpOBH U MPU HEOOXOAUMOCTH KOPPEKTUPOBATH /103y Ipenapara.

Tlayuenmwi ¢ ummyrooeghuyumom

BronoctymHOCTS UTpaKoHA30J1a MIPH EPOPATHHOM MPUEME MOXKET ObITh CHI)KEHA Y HEKOTOPBIX
MAlMEHTOB C HAPYIIEHHbIM UMMYHHUTETOM, HAIIPUMEP, Y HALMEHTOB C HEUTPOIICHHUEH, TALlUEHTOB
co CIIM/lom uiu mepeHecnX ONMEpaluio Mo TPAHCIUIAHTAIUU OpraHoB. TakuMm oOpa3om, 103a
JOJKHA OBITh CKOPPEKTUPOBAaHA B 3aBUCMMOCTU OT KIMHHYECKON KapTHUHBI y 3TOM TpyMIIbI
MAalUEeHTOB.

Tayuenmoi ¢ cucmemubviMu 2pubKOBbIMU UHDEKYUAMU, NPEOCABTIAIOWUMU Y2PO3Y HCUZHU
BcenenctBue (hapMakOKMHETHUECKHX XapaKTEpUCTHUK (CM. paszmen 5.2) UTpakoHA30jda B BUJE
KalcyJl €ro NpUMEHEHUE HE PEKOMEHIYeTCsl [Jis Hayajla JICYEHUS] CHUCTEMHBIX MHKO30B,
MPEACTABIISIIONIUX YTPO3Y KU3HH MAIIHCHTOB.

Tayuenmwi co CIIH]/[om

Jledqamumii Bpay JODKEH OICHUTH HEOOXOAMMOCTh HA3HAYCHUS TOJICPKHUBAIOIICH Tepanuu y
BUY-undunupoBannbix nanueHtos, umeronux CIIM/I, y KOTOpBIX CyIIECTBYET PUCK PELUIUBA,
paHee MOTyYaBIIuX JICYCHHUE 110 TIOBOAY CUCTEMHBIX TPHOKOBBIX WH(EKIIUH.

Ilpumenenue 6 neouampuieckou npaxmuxe

[TockonbKy KIMHUYECKHMX JIaHHBIX O TNPUMEHEHHH HWTPAKOHA30Jla Yy JETe HEeI0CTaTO4HO,
PEKOMEHIyeTCsl Ha3HauyaTh Mpernapar JeTsAM TOJbKO B CIydae, €CId BO3MOXKHAs MOJb3a OT
JICYCHUS TIPEBBIIIACT MTOTECHIIMATBHBIN PUCK.

Kenwunam demopoonoco e6o3pacma, NPUHUMAIOLIUM Tpenapar, HeoOXOANUMO HUCIOIb30BaTh
aJIcKBaTHbIE METOJIbI KOHTpAILCNIIMM Ha TPOTSHKEHUH BCEro Kypca JI€YeHHUs BIUIOTH 0
HACTYIUICHUS IEPBOM MEHCTPyalluu NOCIIE 3aBEPIICHUS €T0 MPUMEHEHUS.

Ilepughepuueckasn neiiponamus

Jleyenue creayer MpeKpaTUTh MPHU BO3HUKHOBEHUHU Tepudepudeckoidl HelpomaTHH, KOTopas
MOKET OBITh CBs3aHA C MPUEMOM UTPAKOHA30JIa.

Ilpu cucmemuvix KaHOUOO03ax, TPEINOIOKUTEIFHO BBI3BAHHBIX  (DIYKOHA30JI-PE3UCTEHTHBIMU
wramMmamu Candida, Hesb3si IPEANOI0KUTh YyBCTBUTEIBHOCTh K HUTPAKOHA30IY, CJIEJOBATEIBHO,
PEKOMEH/TyeTCsl TIPOBEPUTH UyBCTBUTEIBHOCTD MEPE]l HAYaJIOM TEPAITH UTPAKOHA30JIOM.
Tayuenmul nodtcunoeo ospacma

JlaHHbIE TI0O TPUMEHEHHIO HWTPAKOHA30JIa Yy TIAIMEHTOB T[OXKWIOTO BO3pacTa OrPaHUYCHBI.
PexomeHayeTcss Ha3HauaTh mpenapaT TOJbKO B Clydae, €CIM BO3MOXKHAs TOJb3a OT JICYCHUS
NPEBBINIACT MOTEHIMATBHBIA PUCK. B 1€IOM peKOMEHIyeTcsl MpH Moa00pe J03bl Ui MAIMEHTOB
MOXHJIOTO BO3pacTa 00paTUTh BHUMaHKUE Ha YaCTOTY CHM)KEHUS (PYHKIMH MEYEHH, TOYEK, CePICUHO-
COCYJIUCTOM CUCTEMBI U COIYTCTBYIOIINX 3a00JI€BAaHNI UM JPYTOi JIGKAPCTBEHHON Teparuu.
Ilomeps cnyxa

Coo01anoch 0 BpEMEHHOM MM CTOMKOW MoTepe cllyXxa y MalueHTOB, TPUHUMAIOLINX UTPAKOHA30JL.
B HekOTOpBIX CciTyyasx mOTeps CiIyXa MPOUCXOAMIA Ha POHE OJHOBPEMEHHOTO MTPHEMa C XMHUAMHOM
(em. paszmen 4.3. m 4.5.). Cimyx OOBIYHO BOCCTaHABIMBAETCS TIIOCIIE€ OKOHYAHHUS TEparuu
UTPAKOHA30JI0M, OJTHAKO Y HEKOTOPBIX MAIMCHTOB MOTEPsI CIyXa HeoOpaTuMma.

Cnocobnocms k 3auamuro

B uccnenoBanusx Ha )KHBOTHBIX OTMEYAJIaCh PEMPOAYKTUBHASI TOKCHYHOCTh HTPAKOHA301a.
Myxkosucyuoos (kucmosruliil hpuopo3s)

VY npamMeHTtoB € MYyKOBUCIHMIO030M (KHCTO3HBIM (pubpo3om) HaOmonanach BapuabeIbHOCTh
KOHIICHTPAIMH UTPAKOHA30JIa B TUIa3Me KPOBHU MPH MPUMEHEHHH UTPaKOHa30sa B (OopMe pacTBopa
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KOHLIEHTpalUsl UTPAKOHA30Ja B IUIa3ME KPOBU MOXKET HE JOCTUraThCsA. PaBHOBECHBIE KOHIIEHTPALMH
> 250 Hr/MII TOCTUTATUCh MPUOIM3UTENBHO ¥ 50 % manueHToB crapiie 16 J1eT U He JOCTUTAIUCh HU
y oaHOro nauuenra muagme 16 net. Ilpu oTcyTcTBUM OTBETa Ha TEpalUI0 UTPAKOHA30JOM B BUJE
KarcyJ ClIelyeT pacCMOTPETh BO3MOXKHOCTh NEPEX0a Ha aJIbTEPHATUBHYIO TEPAIHUIO.
BcnomoraTenbHble BELIECTBA

JlexkapcTBEHHBIN NpenapaT COAECPKUT caxaposy.

[TarmeHTaM ¢ peaKo BCTPEYAONICHCS HACIICICTBEHHONW HENMEPEHOCHMOCTBIO (DPYKTO3BI, TIIFOKO30-
rajlakTo3HOH ManpabcopOuuneit i nepunuToM caxapo3bl-H30MaIbTO3bl HE CIIeyeT IPUHUMATh 3TOT
npemnapar.

4.5. B3amMmopeiicTBHMe ¢ JPYTHMH JIEKAPCTBEHHBIMHM MNpenapataMH H JApyrue BHIbI
B3aNMOJAEeHCTBUSA

WtpakoHa3on - mpenapar ¢ BbICOKMM IOTEHIMAJIOM JIEKAPCTBEHHBIX B3auMoxeucTsui. Hruke
ONHKCaHbl PA3JIMYHbIE BU[blI JEKAPCTBEHHBIX B3aUMOJCHCTBUH M CBSI3aHHBbIE C HUMHU OOIIne
pexomeHnnanuu. Kpome Toro, mpezacrasieHa Tabiaula ¢ NpUMEPaMU JIEKAPCTBEHHBIX CPENCTB,
KOTOpBIE MOT'YT B3aUMOJICHICTBOBATh C UTPAKOHA30JI0M, OPraHU30BaHHas 10 TPYIIIaM IIPEnapaToB
JUist 60J1€€ IPOCTOrO UCTIONIb30BaHusl. CIIMCOK IPUMEPOB HE SBJIAETCS BCEOOBEMITIOLIUM, IO3TOMY
IpY COBMECTHOM IPHUMEHEHHMH KakKuX-IMO0O MpenapaToB C UTPAKOHA30JI0M CIEAYeT HU3Y4YHUTh
MHCTPYKLIMU 10 UX IPUMEHEHUIO Ha PeIMET HHPOPMAIUH, CBA3aHHOHN ¢ METa00IM3MOM, Iy TAMU
JIEKapCTBEHHbIX B3aMMO/ICHCTBHM, MOTEHIIUAIILHBIMU PUCKAMU U CHELM(PUUECKHUMHU JIeHCTBUAMU
B OTHOIIEHUH COBMECTHOI'O IPUMEHEHUS.

HtpakoHa3on MeTaboiau3upyercs B IepByro ouepenb 3a cuer usopepmenta CYP3A4. [lpyrue
BEIIECTBA, MCIOJb3YIOIINE JAHHBIM METa0OJMYEeCKHl NyTh MM H3MEHSIOIIHWE AaKTHUBHOCTh
mzopepmenta CYP3A4, wmoryr BiauATh Ha (apMaKOKMHETHKY MTpakoHasona. Ilpu
OJIHOBPEMEHHOM IIPUMEHEHUU HTPAKOHA30JIa C YMEPEHHbIMH W MOIIHBIMH HHJIYKTOpaMU
uzopepmenta  CYP3A4  mMoxer  cHWXKAaTbcs ~ OMOJOCTYHMHOCTh  UTpPakoHazolna U
THJIPOKCUUTPAKOHA301a, TaK 4YTO MOXET ObITh CcHWXeHa d¢¢dexktuBHOCTE. COBMECTHOE
IPUMEHEHHE C YMEPEHHbIMM WJIM MOIIHbIMM MHruouropamu uzodpepmenta CYP3A4 moxer
MOBBICUTh OMOJOCTYIHOCTh WTPAKOHA30J1a, MPUBOJSA K 00J€e BBIPAXKECHHBIM WIH JJINTEIbHBIM
bapmakosoruueckuM 3¢pdexraM UTpakoHazoa.

BcacbiBanue utpakoHa3oja CHUXKAETCS y MAlMEHTOB CO CHMXKEHHOMN KHCIOTHOCTBIO JKEITy[Ka.
[TpenapaTsl, CHMXKAIOIIKME KHUCIOTHOCTH JKEIyJKa, HAPYIIAIOT BCACBIBAHUE HUTPAaKOHA30J1a W3
Karcys. YToObl MPOTUBOCTOATh AaHHOMY 3((eKTy, peKoMeHAyeTCsl IPUHUMATh UTPAKOHA30J1 B
Kalcyjax ¢ KHUCIBIM HAlUTKOM (HampuMep, HEAUETUYECKOH KOJOoi), eclnu NpUHUMAIOTCS
npenaparsl A CHIKEHUSI KUCIIOTHOCTH JKelyaKa (cM. pazaen 4.4).

WTpakoHa301 M €ro OCHOBHOM MeTabONUT TUAPOKCHUTPAKOHA30J SBISIFOTCA MOIIHBIMU
unruoutopamu CYP3A4. tpakoHa3on sSBIsSETCSI MHTUOUTOPOM JIEKAPCTBEHHBIX TPAHCIOPTHBIX
MoJekyn P-rmukonporemHa u Oenka pe3UCTEHTHOCTH K paky MojouyHoM xene3bl (BCRP).
WUTpakoHa30a  MOXET MHTUOMpOBaTh  META0OJIM3M  IPErnapaToB, MeTabOIM3UPYEMBIX
uzopepmentom CYP3A4, u Tpancnopr npenapatoB P-rimukxonporenHom wu/miaun BCRP, B
pe3ysibTare 4Yero MOXET BO3pacTaTh KOHILIEHTpalMs ATHX IpEenaparoB W/WIM WX AKTHUBHBIX
MeTa0OoJIUTOB B IUIa3Me IpPH OAHOBPEMEHHOM NPUMEHEHHUH C HTpakoHa3zosoM. [loBblieHue
KOHIEHTpalui B IUIa3Me€ MOXKET yCHJIMBATh WM MPOJOHTUPOBATh KaK TeparneBTHUECKHUE, TaKk U
HeXenarenbHble 3((eKThl 3TUX MpenaparoB. J[nsg HEKOTOpHIX IpernaparoB COBMECTHOE
IPUMEHEHHE C HUTPAKOHA30JI0M MOXKET MPUBEPTH K CHIXKEHUIO KOHIEHTpAluu IMpenapara B
wiasMe. B pesynbrate 31010 3¢ PeKTUBHOCTD pEnapaToB MOKET OBITh CHUKEHA.

[Tocne oTMeHBI Tepamuy MTPAKOHA30JIOM KOHIIEHTpAlMs B IJIa3ME CHU)KAETCS HUXKe Ipezena
olnpezeneHus B TeueHue 7-14 nHel B 3aBUCMMOCTH OT 03 U INIUTENILHOCTH TEpanuu. Y NallMeHTOB
C IUPPO30OM T€UEHU WJIU JIHI, moiaydaBmux HHrHOUTOpel CYP3A4, KoHIEHTpamus B TuiazMe
CHIDKAeTCs MeIJIeHHEee. DTO 0COOEHHO BaXKHO YUUTHIBATh IPU Hayaje TEparuu MpernaparaMmu, Ha
MeTaboIM3M KOTOPBIX BIHSET UTPAKOHA3O0I.
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—  (IPOTHBOIOKA3aHO» — HHM NPHM KaKUX OOCTOATENbCTBAX HENb3s MPUMETAaTh MpernapaT

OJTHOBPEMEHHO C MTPAKOHA30JIOM. DTO OTHOCUTCS K CIEAYIOLIUM Ipenaparam: cyOocTpaThl
nzopepmenta CYP3A4, y KOTOPBIX MOMKET BO3pacTaTh KOHLEHTpAIUs B IUIa3Me C
MPOJIOHTAlle WM YCHJIEHHUEM TEeparneBTHUECKUX W/WIM HEXKeJIaTeNbHbIX 3(PQEKTOB 10
BO3HUKHOBEHMUSI IOTEHIIUAIBLHO CEPbE3HBIX cuTyalui (cm. pasznaen 4.3);

—  «HE PEKOMEHJIyeTCs» — PEKOMEHAyeTCsl 30eraTh MPUMEHEHUS IIpernapara, 3a HCKII0YeHUEeM
Clly4aeB, KOTJla 1M0Jb3a MPEBbIIIAeT MOTEHIIUAIbHBIN pUCK. Eciau coBMECTHOrO MpUMEHEHUs
HeNb3sl n30eXaTh, PEKOMEHIyeTCsl KIMHUYeCKoe HaOro/ieHue, 1036l UTPaKOHA30JIa W/WIn
OJTHOBPEMEHHO TNPUHHUMAEMBIX IMIPENapaToB cIeAyeT KOPPEKTUPOBAaTh IO  Mepe
HeoOxoauMocTu. [1o BO3MOXKHOCTH PEKOMEHIYETCsS ONpPENesATh KOHIECHTPALUIO B IUIa3Me.
DTO OTHOCUTCA K CIEIYIONIMM IperapaTtaM: YMEpPEHHbIe WJIM MOIIHBIE WHIYKTOPBI
nzopepmerta CYP3 A4 - He pekoOMeHTyeTcs Ha3HAYCHHE 32 2 HECH JI0 U B TCUCHUE JICUCHUS
utpakoHazojiom; cyoctpatel  CYP3A4/P-gp/BCRP, moBbIICHHE WM  CHIDKCHHE
KOHIICHTPALMH KOTOPBIX B IIa3ME€ MOXKET NPUBECTH K 3HAYUTEIBHOMY pHUCKY - HE
PEKOMEHIyeTCsl Ha3HauUEHUE BO BPEMsI U B TeUEHHUE 2 Helesb M0CIIe JICUeHUSI HTPAKOHA30JI0M;

— «C OCTOpPOKHOCTBIO» — PEKOMEHIYyeTCs TIIATEJIbHOE HAONIOJCHUE MPU OJHOBPEMEHHOM
NpPUMEHEHWH TIpernapara C HTpakoHazosoM. [lpuw  OZHOBpEeMEHHOM NpPUMEHEHHUH
PEKOMEHIyeTCs TIIATeIbHO Ha0MI0AaTh 32 MAIUEHTOM U KOPPEKTHUPOBATH 03Bl UTPAKOHA30J1a
W/ CONYTCTBYIOIIMX IMpEraparoB 1Mo Mepe HeodoxomumocTH. Ecim  BO3MOXHO,
PEKOMEHIYETCsl ONpEAENATh KOHLEHTPAllMd B IUIa3Me. DTO OTHOCHUTCS K CIEIYHOIIUM
npernaparam: Mpernaparhl, CHIKAIOMINE KUCIOTHOCTD JKeIyAKa (TOJIBKO Uil HTPAaKOHa30ja B
Karcynax); yMEepeHHble WM MoIlIHble HHruoutopsl uzodepmenta CYP3A4; cyGcTpats
CYP3A4/P-gp/BCRP, misi KOTOPBIX MOBBIIICHUE WM CHUKCHUE KOHLCHTPALUH B IUIa3Me
MOJKET MIPUBECTU K KIIMHUYECKH 3HAUUMOMY PHUCKY.

[Tpumepbl B3aUMOJEHCTBYIOMIMX MpPENapaToB NpEACTaBiIeHbl B Tabiuie Huwke. [Ipemapatsi,

NepeyuclieHHble B Tabnuile, BbIOpaHbl HAa OCHOBE [AHHBIX HCCIIEOBAaHUI JIEKapCTBEHHBIX

B3aUMOJICHCTBUI WJIM KIMHUYECKUX CIydyaeB, a TaKXKe MOTEHIHAIBHBIX JIEKapCTBEHHBIX

B3aMMOJICHCTBHI HA OCHOBE MEXaHHU3Ma JICHCTBUSI.

Kaaccol O:XnaaeMblii/TIOTEHI] KiimHn4yeckne KOMMeHTApUHU
npenaparos u HaabHbIi 3¢ dexT mo (cM. npumMevaHus)
npenaparsl OTHOLICHHUIO K
YPOBHIO Npenapara
(CM. CHOCKH)
AJib(ha-010KaTOPbI
Andyzozun Andyzosun Cmax (11), | He pekomenmyercs Bo BpeMs M 2 HeAeIH
AUC (11)? 1ocjie OKOHYAaHMS JIEYEHHs] UTPAKOHA30JIOM.
Cunonosun Cunono3ut Cmax (11), | IloBblllleH puCK TOSBICHUS HEXeTaTelbHbBIX
AUC (11)? peaxrmii’, CBSI3aHHBIX c
Tamcyno3un Tamcyno3un Cmax | andy303MHOM/CHUI003UHOM/TaMCYI03UHOM.
(11, AUC (17)*
AHaJIbIreTHKH
AndenTtanun Andentanmnn  AUC | [IpuMeHSITh ¢ OCTOPOKHOCTBIO, HA0II0AaTh HA
Bynpenopoun (8/B u | (11-1111)? MPEAMET MOSIBJICHUS HEKEATEIbHBIX PEAKIUN
MOABSI3BITHO) Bynpenoppun  Cmax | HA  aHaJXBreTHKU®, MOKET MOTPEOOBATHCS
(T1), AUC (11)? CHI)KCHUE J103bl
OKCUKOI0H OkcukonoH Cmax 1, | andenTanuna/OynpeHoppruHa/OKCUKOI0HA/CY
AUC 11 dbenTaHmIA.
CydenTtanun Cydenrtanun —
MOBBIIICHHE
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Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOILIEHUID K
YPOBHIO Mpenapara
(CM. CHOCKH)
KOHIEHTpaLuu
(cTeneHb
HensBecTHa) P
deHTaHun @®entanun B/B AUC | He pekomeHmyercs BO BpeMst U 2 HEACIH
(T1)? Mocjie OKOHYaHMS JICYCHHS] MTPAKOHA30JIOM.
@®enranun B Apyrux | [IOBBIIEH pUCK TOSIBICHHUS HEXETATEeIbHBIX
bopmax — MOBbIIICHHE | peaKiuii Ha PeHTaAHUIT .
KOHIIEHTPAIUN
(creneHb
nemspecTHa)®
JleBanierunmetanon | JleBauerunmeranon [IpotuBOonOKa3aH BO BpeMsi U B TEUYCHHE
(leBoMeTau) Cmax (11), AUC 2 Hemenp TOCIE JICUCHUS HTPAKOHA30JIOM.
(T2 [ToBbIIIEH pUCK TOSIBICHUS HEXKEIATEIbHBIX
peaxkiuii Ha JIeBaleTHIIMETaA0: IPOJIOHT AL
untepBana QT u Taxukapaus 1O THUITY
IHAPYITY.
Meranon (R)-meramon Cmax (1), | [IpoTHBOMOKa3aH BO BpeMsi W B TEUYCHHE

AUC (1)°

2 Hedenp TOCIE JIEUEHUS HTPAKOHA30JIOM.
IToBBIIIEH PUCK MOSBICHUS HEXEJATEIbHBIX
peakuvii Ha  METaJOH:  IOTEHLHUAJIbHO
YIPOJXKAIOLIEE JKU3HU YIHETEHUE [bIXaHUS,
nposoHranus uaTepsana QT u Taxukapaus 1o
TUITYy «IUPYITY.

IIpoTuBOapuTMHYECKHE CPEACTBA

Jluroxcux JurokcuH  Cmax 1, | [IpUMeHSITH ¢ OCTOPOKHOCTHIO, HAOMIOAATH HA

AUC 1 MIPEMET MOSIBJICHUS HEXKEIATeIbHBIX PEaKIInid
HA  JWUICOKCUH, MOXET  MOTpeOoBaThCs
CHIDKEHHUE JI03bI JUTOKCUHA",

Juzonmpamug Jwn3onmpamu g — | [IpoTBONIOKa3aH BO BpeMsi U B TEUCHHE
MTOBBIIIICHHE 2 Henmenb TOCIE JIEYCHUS HTPAKOHA3OJIOM.
koHIenTpaiuy (11)*° | TIOBBIEH PHUCK TOSBICHHS HEXENATEIbHBIX

peakiuii Ha  JU30MUPAMHJ:  CEPhE3HBIC
ApUTMUU, BKJIIOYAs TaxXUKaApAUIO TO THUITY
IUPYITY.
HNodernmma Hoderumun Cmax (1), | [IpoTuBOTIOKa3aH BO BpeMsi W B TEUCHHE
AUC (1)? 2 Henenp TOCIE JIEUYEHUS HTPAKOHA30JIOM.
[ToBBIIIIEH PUCK IOSBICHUS HEXEIATSIBHBIX
peakiuii  Ha  JOQETUIUA:  CEepbe3HbIE
KEITyTOUKOBBIC ApPUTMHH, BKJTIOUast
TaXHKaPJIHUIO M0 TUITY KITUPYITY.
Hponenapon Hponenapon Cmax | [IpoTrBOMIOKa3aH BO BpeMs U B TEUYEHHUE

(111, AUC (1771

2 HCACIIb IIOCJIC JICUCHUA HTPAKOHA30JIOM.
IToBrImeH PUCK TTOABJICHUSA HEXKCIIATCIIBHBIX

peakuuii Ha JPOHENAPOH:  IPOJIOHTALMS
untepBana QT wu  cepaeuHo-cocyaucTas
CMEpPTb.
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COOTBETCTBYET 3KC

o1 20.05_202:

N= 9730

Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOIIEHHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)
XUHUOUH XuauanH Cmax T, AUC | [IpoTBOTIOKa3aH BO BpeMsl U B TCUCHHE
™ 2 Hedenp IOCIE JIEUYEHUS HTPAKOHA30JIOM.
[ToBbIlIEH PUCK TMOSBICHUS HEXeNaTEIbHbBIX
peakuuii  Ha  XUHUJOUH:  [POJIOHTALIMS
unrepBana QT, Taxukapauss 10 THUIY
«IHPYITY, THIOTEH3US, CIIyTaHHOCTb
CO3HAHUS U JENUPUI.
AHTHOHOTUKH
benakBunun benakBunun Cmax («»), | He pekomenmyercs B TeueHue Oojee yem
AUC (1) B TeueHue | 2 Hemenb B JIOOOM MOMEHT JICUCHUS
2 Hemenb, | pa3 B | OETAKBUIMHOM B CBSI3U C MOBBIIICHHUEM PUCKA
CyTKH OeMakBWIMHA® | TOSBICHUS HEKENATEIbHBIX pEaknuii Ha
OeaKBUINHS.
Hunpodiiokcanux Htpakona3on Cmax T, | [IpUMEHSTH C OCTOPOKHOCTBIO, HAOIIOIATh HA
DpUTPOMUIIIH AUC 1 MpeIMET MOSIBICHUS HeXKENIaTeIbHBIX PeaKIIHii
Ha UTPAaKOHA30J, MOXET MOTpedoBaThCs
CHI)KEHHE JI03bl HTPAKOHA30JIA.
Knaputpomunun Knapurpomunun — [IpuMeHATH ¢ OCTOPOKHOCTHIO, HAOIIOATh HA
MOBBILICHHE MpeIMET MOSIBICHUS HeXKENAaTeIbHBIX PeaKIIHii
KOHLEHTpaluu HAa HWTPAKOHA30J W/WIA KJIAPUTPOMHMIIUH,
(creneHn MOXKET TOTpPeOOBaThCS CHUKECHHE  JIO3BI
HemspecTHa)™ UTPaKOHA30J1a W/WIN KIApUTPOMHUIITHA.
Utpakonazon Cmax T,
AUC 1
JlenamaHun Jenamanuy — [TpuMeHSITh ¢ OCTOPOKHOCTHIO, HAOMIOAATh HA
MOBBIIICHNE MIPEMET MOSIBJICHUS HEXKEIATeIbHBIX PEaKIInid
KOHI[EHTpaLUU Ha JelaMaHu]l/ TpUMeTpeKcar, MOXET
(creneHn noTpedoBaThCs CHUKEHUE JI03bI
HemsBecTHa)™ UTpaKoHa30a’.
Tpumerpekcar Tpumerpekcar —
MOBBIILICHUE
KOHIICHTpALlUU
(creneHb
nemspecTHa)™
N3oHnazun N3onnazun; He pekoMenpayercst B TeueHue 2 HENENb 10 U
KOHIICHTpaIUs BO BpeMs JIEYEHMS] UTPAKOHA30JO0M, MOXKET
uTpakonasona (|| )*° | 6bITh CHUKEHA 3¢ (HEeKTUBHOCTH
Pudammuuun:  AUC | utpakoHasona.
Pudammunun WTpaKoHazoja |||
Pugabytun Pugabytun — | He pexomennyercs B TedeHue 2 HEJENb 10, BO
MTOBBIIIICHHE BpeMs U B TeUeHue 2 HeJllelb MOCie JIeUeHUS
KOHIIEHTpAaIlUN UTPAKOHA30J0M.  BO3MOXHO  CHUXEHHE
(creneHn 3¢ (PEKTUBHOCTH UTPAKOHA30JIa M TTOBBIIICHNUE
HenspecTHa)® pHUCKa TMOSBJICHUSI HEXKEIATeNbHBIX PEeaKIuit
Urpakona3on:  Cmax | Ha pudabyTun.
1L, AUC ||
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOILIEHUID K
YPOBHIO Mpenapara
(CM. CHOCKH)
TenutpoMunux Y 3gopoBbix 100po- | [IpoTuBOMOKa3aH malMeHTaM C  TSDKEIIbIM

BOJIBIICB:
TeuTpOMHUIKH Cmax T,
AUC 1

[Ipu TtsK€IOM  Hapy-
LIEHUH byHKIHIH
MOYEK: TEIUTPOMHIIMH
AUC (11)°

[Ipu TtsKEIOM  Hapy-
HIeHUU (QYHKUUHU TIe-
YCHU: TEJIUTPOMHIIMH
- MOBBIIIICHHUE
KOHIICHTPALIUU
(creneHn
HensBecTHa)

HapylmeHneM (pyHKIUHM MeYeHH UITH TI0YeK BO
BpeMsl U B T€YEHHUE 2 HENENb IOCIE JICUECHUS
UTPaKOHa30J0M. [lOBBIILIEH PUCK IOSBICHUS
HEXENaTeJIbHbIX PEaklMi Ha TEIUTPOMMIIVH,
BKJIIOYast [IEYEHOYHYO TOKCUYHOCTb,
npoJsionranuio uHrepana QT u taxukapauro
10 TUITY «ITUPYITH.

VY npyrux mamueHTOB CIEAyeT NMPUMEHSTH C
OCTOpPOXKHOCTBIO, HAOIMIOAATh HA MpEeIMeT
MOSIBJICHUSI ~HEXENAaTeJIbHbIX peakluil Ha
TEIUTPOMMIIMH,  MOXET  MOTpeOOBaThCs
CHIDKEHHUE JI03bI TETUTPOMHIINHA®.

AHTI/IKOﬂI‘y.TIﬂHTbI u

aHTI/ITpOMﬁoTI/I'leCKI/Ie Cpeacrea

ArnukcabaH Amnukcaban Cmax (1), | He pexkomenayercs Bo Bpemss U 2 Helenu
AUC (1)? MoCJIe JICUCHUS HUTpaKoHa3ojoM. [loBwimieH
Puapoxcaban PuBapokcaban  Cmax | pUCK MOSIBIIGHUSI HEXKEJIATEIbHBIX PEAKINi Ha
(1), AUC (1-11)? anmkcaban/puBapokcaban/Bopamnakcap®
Bopanakcap Bopanakcap Cmax (1),
AUC (1)*
Kymapunbt Kymapunst [TpuMeHSITh C OCTOPOKHOCTHIO, HAOIOAATh HA
(mammpumep, (Hampumep, IPEMET MOSIBIICHUS HEXKEJIATeIbHBIX PeaKIIui
BapdapuH) BapdapuH) — | Ha KyMapHUHbI/IIIIIOCTA301, MOJKET
TIOBBIIIICHHE noTpedoBaThCs CHIDKCHHE JI03bI
KOHIIEHTpaLUU KyMapHHOB/IIMIIOCTa301a°%,
Hunocrazon (creneHn
HemsBecTHa)™
[mtocrazon Cmax (1),
AUC (11)°
Jaburarpan Haourarpan Cmax (11), | [IpuMeHATH ¢ OCTOPOKHOCTHIO, HAOIIOATh HA
AUC (11)2 MIpEAMET NOSIBJICHUS HEXKENATEeIbHBIX PEaKIUi
Ha JjgaluratpaH, MOXET MOTpedoBaThCA
CHIDKCHHE J103bI JaburaTpana’.
Tuxarpenop Tukarpenop Cmax (11), | [lpoTuBonokasan Bo BpemMss U B TEUYEHHUE
AUC (111)? 2 Henenp TOCIE JIEUYEHUS HTPAKOHA30JIOM.
[ToBbIIEH PHCK TOSBICHHUS HEKENATEIBHBIX
peakiuii  Ha  THKarpenop,  Hampumep
KPOBOTEYEHMI.

IIpoTHBOCY10POKHBIE CPEICTBA

Kapbamazenun

KoHnuenrtpanus
kapbamaserna (1)%
KoHnuenrtpanus
uTpakonasona (| )*°

He pexomenayercs B TeueHue 2 HeJenb /10, BO
BpeMs U B TE€YCHHE 2 HENEIb IMOCIE JICUCHUS
UTPaKOHA30JI0M.

D¢ heKTUBHOCTh UTpPaKOHA30Ja MOXKET OBITh
CHM)KEHA B CBSI3M C TOBBIIICHHEM pHUCKA
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COOTBETCTBYET 3KC

o1 20.05_202:

Me 9790

Knacebl O3KU1aeMblii/TIOTeHI Koimibraecicie koMmvenapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOIIEHUI) K
YPOBHIO mpenapara
(CM. CHOCKH)
MOSIBJICHHSI  HEXKEJATEJIbHBIX PEaKIuid Ha
Kapbamasenun’.
denobapouTan denobapouTa: He pexomenayercs B TeueHue 2 Helemb J10, BO
KOHIICHTpAIUS BpeMs U B TeUCHHUE 2 HENENb MOCHE JICYCHUS
utpakonasona (|| ])*° | uTpakonasonoM. Moxker GbITh CHHIKEHa
deHuTonH DeHuTOUH: 3¢ (HEeKTHBHOCTH UTPAKOHA3O0JIA.

AUC
L

HTpAaKOHAa30J1a

IIpoTruBoaMabeTUECKHE CPeICTBA

Penarnmiaunyg Penarmuuaug Cmax T, | [IpUMEHATH C OCTOPOXKHOCTHIO, HAOIIOIATh HA
AUC 1 MIPEAMET MOSIBJICHUS HEXKEIATCIIbHBIX PEaKIIUi
Cakcarnuntun CakcarmuntuH ~ Cmax | Ha penarIuHu 1/ CaKCarIuITHH, MOYKET
(T1), AUC (11)? noTpeboBaThCs CHHIKEHUE JTO3bI
penarinHuIa/cakcarnnTuHa’.
AHTHTIe¢JIbLMHUHTHBbIE, IPOTHBOTPHUOKOBbHIE 1 AHTHIIPOTO30iHbIE CPEACTBA
Apremerep- Apremerep Cmax (11), | [IpuMeHATH ¢ OCTOPOKHOCTHIO, HAOIIOATh HA
moMedaHTpUH AUC (11)2 MpeIMET MOSIBICHUS HeXKEIAaTeIbHBIX PeaKIIHii
Jromepantpun  Cmax | Ha apTemerep-TroMehaHTPHH/XUHHHS.
(1), AUC (1)? Cneuuduueckue JeHCTBUS  OMUCAHBl B
XWHHH XuHuH Cmax <>, AUC | HTHCTpYKIHUSAX 1O TPUMEHEHHIO.
1
lanogantpun [anodantpun — | IlpoTuBoriokasan BO Bpemsi U B TeueHHe 2
MOBBIIICHHE Helellb  IOCJIe  JIYEHHUS UTPAKOHA30JIOM.
KOHIIEHTpaluu [ToBBIlIIEH PUCK TOSBICHUS HEXEIATEIbHBIX
(creneHn peakuuii Ha ranopaHTPUH: MPOJOHTALMS
HenspecTHa)™ P untepBana QT u neranpHbIC APUTMHUH.
N3aBykonazon N3aBykoHa301 [IpoTuBOMOKa3aH BO BpeMsl U B Te4eHHE 2
Cmax (<), AUC (111)* | Hemenb  mocjie  JICYEHHS HMTPAKOHA30JIOM.
[ToBBIIIIEH PUCK IOSBICHUS HEXKEIATSIBHBIX
peakiuii Ha WM3aBYKOHA30J: HApYIICHHUS CO
CTOPOHBI TICYCHH, peaxiuu
THIEPYYBCTBUTEIHHOCTH u
AMOPHOPETOTOKCUYHOCTD.
[Ipa3ukBanTen [Tpa3ukBanTen [TpuMeHSITh ¢ OCTOPOKHOCTHIO, HAOMIOAATh HA

Cmax (11), AUC (1)

NpeaAMET MOABJICHHA HEXKEIATCIbHBIX peaxunﬁ
Ha TPa3suKBAHTCII, MOXKCT HOTpe6OBaTLC$I
CHHMXXCHHEC J103bI HpaSI/IKBaHTCJ'IaC.

AHTHUTHCTAMMHHBIE cpeacrsa

ActemMuson

Actemmzon Cmax (1),
AUC (11)°

[IpoTnBOomOKa3aH BO BpeMs M B TEUYEHHUE
2 Hedenp TOCIE JIEUYEHUS HTPAKOHA30JIOM.
IIoBBIIIEH PUCK NOSIBIEHUS HEXKEJATEIbHBIX
peakuMii Ha  acTeMM30JI:  IIPOJIOHTALMS
uaTepBana QT, Taxukapaus mno TUIY
CIUPYIT» U IPYTUE KEITYJOUKOBBIC APUTMUMU.

bunactun

bunactua Cmax (11),
AUC (1)

[TpuMeHsITh ¢ OCTOPOKHOCTHIO, HAOIIOAATh HA
IIPEMET MOSIBJIICHUS HeXKEeJIATeNIbHBIX PeaKLIui
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOILIEHUID K
YPOBHIO Mpenapara
(CM. CHOCKH)
D0actuH D06actuH Cmax 11, Ha OwWIacTHH/>0aCTUH, pyHaTaguH®, MOKET
AUC 111 noTpedoBaThCs CHIDKCHUE JIO3BI
Pynaranun Pynaranuu — | bunactuHa/>0acTUHA, pynaTaanHa.
MOBBIIICHHE
KOHIEHTpaLuu
arrn*’
Mwu3onactuH Muzonactud Cmax (1), | [IpoTrBOmIOKa3an BO BpeMsi U B TedeHUE 2
AUC (1)? He/ledb TOCJE JICUCHHS] UTPAKOHA30JIOM.
[ToBbIlIEH PUCK TMOSBICHUS HEXeaTEIbHbBIX
peakuuii Ha MHU30JACTUH: MPOJIOHTALIMS
nnrepBaia QT.
Tepdpenagnn Tepdenanun — [IpoTrBOIOKa3aH BO BpeMsi U B TeUeHUE 2
MOBBILICHHE HeNlellb TOCNie JICYCHUS HUTPAKOHA30JIOM.
KOHIIEHTPAIUN [ToBBIIIIEH PUICK TMOSBICHUS HEXEIATSIBHBIX
(creneHn peakiuii Ha TepdeHaIMH: IPOJOHTAISL
Hen3BecTHA)® untepBana QT, Taxukapaus 1O  TUIY

CIHPYIT» U IPYTHE KEITYAO0UKOBbIC APUTMHUHU.

IIpoTuBOMHIpEeHO3HBIE CPEACTBA

DnerpunTtaH Onerpuntal Cmax (11), | [IpuMeHSATH ¢ OCTOPOKHOCTHIO, HAOIIOIATh HA
AUC (111)? MIPEAMET MOSIBJICHUS HEXKEIATeIIbHBIX PEaKIInid
Ha OJETPUINTaH’, MOXET MOTPeOOBaThCs
CHIDKEHHE JI03bI DJICTPHUIITAHA.
AnKanousi AnKanousl [IpoTuBOmOKa3aH BO BpeMs M B Te4eHHE 2
CIIOPBIHBH CHOPBIHBI — | HeeNp  TOCJe  JICUEHHUS]  MTPAKOHA30JIOM.
(IUTUAPOIPrOTaMUH, | TIOBHIIICHKE [ToBBIlIIEH PHUCK TOSBICHUS HEXENATEIbHBIX
SPrOMETPHH, KOHIICHTPALIU! peaKIuii Ha aJTKaJIOU bl CIIOPBIHBY, TAKUX KaK
3ProTaMuH, (creneHb HPrOTHU3M.
METHIDProOMeTpHH) | Hem3BecTHA)™
IIpoTuBoOMyX0JIeBbIe NPEeNnapaThl
Bopre3omu6b Boptezomu6 AUC (1)? | IIpuMeHSTh C OCTOPOKHOCTBIO, HAOII01aTh Ha
Bpentykcumab Bbpentykcumab MPEIMET MOSIBJICHHS HEKENATEIbHBIX PEAKIIUN
BEJOTUH Begotud AUC (1)? Ha MPOTHUBOOIYXOJIEBBIE MPEnapaThi®, MOKET
Bycynbdan bycynbspan Cmax T, noTpeOoBaThCS CHUKEHUE JTO3bI
AUC 1 IIPOTUBOOITYXO0JIEBOTO IIpeTapara.
DpAOTHHUO Opnotuand Cmax (11),
AUC (1)*
I'epurranO I'eputnan® Cmax T,
AUC 1
NmaTuanG NmatnanG Cmax (1),
AUC (1)*
Nkcabenuinon UkcabenmioH  Cmax
(<), AUC (1)
Hunrtenanu6 Hunrtenanu6 Cmax (1),
AUC (1)*
[Tano6uHOCTAT [Tano6mrOoCcTaT  Crax
(1), AUC (1)*
[Tonatunu®
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOILIEHUID K
YPOBHIO Mpenapara
(CM. CHOCKH)
[Tonatuau6 Cmax (1),
Pykconutuau® AUC (1)?
Pykcomutuan®  Cmax
Conueru6d (1), AUC (1)?
Connnieru6 Cmax (1),
Banneranu6 AUC (11)?
Baunerauno Cmax <,
AUC 1
Nnenamucud Nnenamucn® Cmax (1), | [IpuMeHSATH ¢ 0CTOPOXKHOCTHIO, HAOJIIOAaTh Ha
AUC (1)? MIPEMET MOSIBJICHUS HEXKEIATeIIbHBIX PeaKuii
Htpakonazon — HAa WTPAKOHA30J W/WJIM HICIATUCHO®, MOKET
MOBBIIICHHE noTpedoBaThCs CHIDKCHUC JIO3BI
KOHIIEHTpaluU B | HTPAKOHA30Ja U/UIU UaeTanucuoa.
CBIBOPOTKE (CTENEHb
HensBecTHa)
AkcHTHHUO Axcutuaub Cmax (1), | He pexomenayercss Bo Bpems M 2 HeIeIH
AUC (11)2 [0CJe JIEYeHUs HUTpakoHa3osioM. [loBbllieH
Bo3yTunu6 bo3yTHNO Cmax (111), | pUCK HOSBIICHUS HEXEJIATEIbHBIX PEAKIIUNA Ha
AUC (111)? POTHBOOITYXOJICBBIC ITperaparhl’.
Kab6a3zurakcen Kabasurakcen  Cmax
(«), AUC («»)? JlomoMHUTENBHO:
Kabo3aHTuHnO Kabozautuan® Cmax | 19 kaba3uTakcena, Jake €CId H3MEHEHUS
(«), AUC (1)? napaMeTpoB (papMaKOKUHETUKU HE TOCTUT AN
Heputnnutd Heputuan6 Cmax (1), | CTATHCTUYECKOM 3HAYMMOCTH B UCCIICAOBAHUN
AUC (11)2 JIEKAPCTBEHHOI'0 B3aWMOJEHCTBUS C HU3KUMH
Kobumernauod Kooumetnan0d  Cmax | J03aMH KETOKOHA30J1a, HAOII01aJIach BLICOKAS
11, AUC 11 BAPUATUBHOCTD pe3yabTaTOB. Hns
Kpuzoruauod Kpuzotuan® Cmax (1), | mOpytuHnOa  cnenmduyeckne  IEHCTBHS
AUC (11)2 OIMCAaHbl B UHCTPYKLIMU 11O IIPUMEHEHHUIO.
Habpadenud Habpadenuod AUC
(1"
JazaTuHuo Hazatuan® Cmax (171),
AUC (11)*
Houerakcen JHouerakcen AUC
(o-11)°
NopyTunud N6pyTunn6 Crnax
(1111), AUC (1111)°
JlanatuHuG JlanatuauO Cmax (11),
AUC (1)
Hunorunu6 Hunotuaun6 Cmax (1),
AUC (1)
Omnanapu® Onamapu6 Cmax T,
AUC 11
IMazonanu6 [Mazonanu® Cmax (1),
AUC (1)
CyHUTHHUO Cynutuan® Cmax (1),

AUC (1)*
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaToB 1 HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOILIEHUID K
YPOBHIO Mpenapara
(CM. CHOCKH)
TpabexTeana Tpabexkrenud Cmax (1),
AUC (1)*
Tpacty3ymad Tpactyzymad
AMTaH3UH OMTaH3UH —
MOBBILICHNE KOHIIEHT-
pauuu (CTErneHb Heu3-
BecTHa)™ P

Ankanouipl Ankanou el OapBUHKA

OapBHUHKa — MOBBILICHHE
KOHIEHT-PaIiH
(creneHb HEU3-

BecTHA)*

Peropadenu6d AUC peropadennda | He pekomenayercs BO BpeMsi M 2 HeIelH
(/| mo maHHBIM IS | TTOCIIE JICUEHHUS UTPAKOHA30JI0M. MOXET OBITh
aKTHB-HOTO cHIKeHa 3G(HEKTUBHOCTD peropadeHuoa.
KOMITOHEHTa)?

Wpunorexan HUpunorekan wu ero | [IpoTuBomokasan BO BpemMss U B TEUEHHUE

AKTUBHBIA METa0OJIUT

- noBbitieHue | [TOBBIIIEH PUCK TMOSBICHHS HEKETATEIbHBIX
KOHLCHT-paliun peaKHI/Iﬁ Ha HWPHUHOTCKAH: IOTCHUOHWAJIBHO
(creneHs HEH3- | YIpOXKaIomas >KU3HH MHUEJIOCYNpeCccUs U
BecTHa)* Japest.

2 HCACIIb II0CJIC JICHCHUSA HTPAKOHA30JIOM.

AHTI/IHCI/IXOTI/IKI/I, AHKCHOJHUTHUKHA U CHOTBOPHBIC CPEACTBA

Anmpazonam Ammnpazonam Cmax <>, | [IpUMEHSITH C OCTOPOKHOCTBIO, HAOIFOIATh HA
AUC 11 MIpEAMET NOSIBJICHUS HEKENATEeNIbHBIX PEaKIUi
Apurnunpazon Apurunipazon Cmax T, | HA  AQHTUIICUXOTHKH, AHKCHUOJIUTHKH  FITH
AUC 1 CHOTBOpHBIES, MOXKET noTpedoBaThCs
bporuzonam bpotuzonam Cmax <>, | CHMDKEHUE 103 3THX IIPENaparToB.
AUC 11
bycnupon byciupon Cmax 1111,
AUC 1111
Kapunpasun Kapunpazus (11)%°
lNanonepunon I'anonepunon Cmax T,
AUC 1
Mupazonam (B/B) Munazonam (B/B) —
TIOBBIIIICHHE
KOHLIEHTpaLuu TTb
[Tepocnmpon [Tepocrpon Cmax 1171,
AUC 111
Ksernanuu Keernammma Cmax (11),
AUC (111)°
Pamenreon Pamenteon Cmax (1),
AUC (1)*
Pucnepnnion Pucnepunion -
MOBBIILICHHUE
KOHIIEHTpaluu Tb
CyBopekcaHT
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOLIECHHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)
CyBopekcaHT Cmax (1),
30MUKIIOH AUC (11)?
3onukioH Cmax T, AUC
1
Jlypazunon Jlypasunon Cmax | [IpoTuBOTIOKa3aH BO BpeMs U B TEUYCHHE
(T11), AUC (111)? 2 Hemenb TOCIE JICUCHUS HTPAKOHA30JIOM.
[ToBbIlIEH PUCK TMOSBICHUS HEXeaTEIbHbBIX
peakuuMidi  Ha  JIypasWJOH:  THUIOTEH3HUS,
HUPKYJISATOPHBIM KOJUIAIC, TSXKENble KCTpa-
IIMPAMUJIHBIE CUMITOMBI, CYIOPOTH.
Mupazonam Mupazonam [IpotuBOonOKa3zaH BO BpeMsi U B TEUYCHHE
(nepopaibHO) (nepopanbHO) Cmax T— | 2 Henxenab IOCIE JIEYEHUS WUTPAKOHA30JIOM.
T, AUC 1T-1111 [ToBbIIIEH PUCK TOSBICHUS HEXKEIATCIbHBIX
peaxkiuii Ha MU/1a30J1aM: YTHETEHHE JIbIXaHus,
OCTaHOBKAa  cepAlla,  MPOJIOHTHMPOBAHHAS
celalys U KoMma.
[Iumo3un [Mumo3zug Cmax (1), IIpoTuBOmOKa3aH BO BpeMs U B TEYEHHUE
AUC (11)? 2 Hedenp TOCIE JIEUEHUS HTPAKOHA30JIOM.
[ToBBIlIIEH PUCK TOSBICHUS HEXEIATEIbHBIX
peakuuii Ha NUMO3UJA: apUTMHMM CepJla,
BO3MOXXHO, CBSI3aHHBIE C IPOJIOHTAIUEH
untepBana QT wu Taxukapaued mno TUIY
CIHPYITY.
CepTtunnon CepTunnon — [IpoTuBonOKa3aH BO BpeMsi U B TEUYECHHE
MOBBILICHHE 2 Hedenp TOCIE JIEUYEHUS HTPAKOHA30JIOM.
KOHIEHTpaluu [ToBBIlIEH PUCK TOSBICHUS HEXKeNaTeIbHbIX
(creneHb peakuuii Ha  CEPTHHIOJ:  IPOJIOHTALMs
HemspecTHa)™ uHtepBana QT u Taxukapauss 1O TUITY
CIHPYITY.
Tpuazonam Tpuazonam Cmax 1-11, | [IpoTuBONOKa3aH BO BpeMs U B TEUYEHHE

AUC 111111

2 HECACIIb IIOCJIC JICUCHUSA HTPAKOHA30JIOM.
IToBbImeH PUCK MOABJIICHHUA HEKCIATCIbHBIX
peaKHI/Iﬁ Ha TpHuasojiaM: CyaA0pOru, yrHeTCHUSA
JBIXaHUWs, aHTHOOTCK, alITHOD K KOMa.

IIpoTHBOBHPYCHBIE CPEICTBA

AcyHanpeBup (c | AcyHamnpeBup IIpuMeHATH c OCTOPOKHOCTBIO;
YCUJICHUEM) Cmax  (111), AUC | cmeuuduueckne JSHCTBUS  ONMHMCAHBI B
Tenodosupa (TT1)? MHCTPYKIUH o [IPUMEHEHUTO
JU30ITPOKCHUIIA Tenodosup — IIPOTUBOBUPYCHOTI'O ITpenapara.
¢dbymapar (TDF) MOBBIILICHHUE

KOHIICHTPAlllX

(cTeneHb

HemspecTHa)™
bouenpesup borienpeBup Cmax (1), | [IpuMeHATH ¢ OCTOPOXKHOCTHIO, HAOMIOIATh HA

AUC (11)°
HtpakoHaszon —

MIPEAMET TOSIBJICHUS HEXKEIATSIIbHBIX PEaKIIUi
Ha WTPAKOHA30J H/WIK OOolenpeBUp®, MOKET
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOIIEHHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)
MOBBILICHHE noTpeboBaThCs CHIDKEHHUE JI03bI
KOHLEHTpaluu uTpakoHazona. Crneuuduyueckue AEUCTBUSL
(creneHp yKa3aHbl B MHCTPYKIMH [0 TNPUMEHEHHIO
Hen3BecTHa) P Oorenpesupa.
Kob6umucrar Kob6umucrar — [TpuMeHsITh C OCTOPOKHOCTHIO, HAOMIOAATh HA
MOBBIIICHHUE MIPEMET MOSIBJICHUS HEXKENATeIIbHBIX PeaKuii
KOHIEHTpaLuu HAa UTPAaKOHA30J], MOXET MOTpedoBaThCs
(crenenn CHI)KEHHE JI03bl UTPAKOHA301a.
HensBecTHa) P
NtpakoHnasomn —
MOBBILICHHE
KOHIICHTpALlUU
(creneHb
nemspecTHa)™ P
JaxnaracBup HaxnaracBup Cmax (1), | [IpuMeHSI T ¢ OCTOPOKHOCTHIO, HAOIIOAATH HA
AUC (11)2 MIPEAMET MOSIBJICHUS HEXKEIATeIIbHBIX PEaKIInid
Banunpesup Banumnpesup Cmax | Ha JaKJIaTaCBUP/BaHUTIPEBUP®, MOJKET
(111, AUC (111)? OTpeOOBATHCSI CHI)KCHHE T03BI
JIaKJIaTacBHpa/BaHUIIPEBUPA.
HapynaBup (c | Ycunennsrit [IpuMeHATh ¢ OCTOPOKHOCTHI0, HAOIIOATh HA
YCHIICHUEM) PUTOHABU-POM MpeIMET MOSIBICHUS HEXKENaTeIbHBIX PEaKIIHii
JlapyHaBUD: Ha UTPAaKOHA30J, MOXET MOTpedoBaThCs
Cmax  UTpaKoHa30ja | CH)KEHHUE JI03bl UTPAKOHA30J1a.
(11), AUC (11)*
®ocammnpenasup (¢ | YcuneHHbIN
YCUJIEHUEM PUTOHABUPOM
PUTOHABHPOM) docamnpeHaBup:
Cmax  WTpaKoHa3oja
M),
AUC (1)
Tenanpesup Tenanpesup:
Cmax  WTpaKoHa3oja
M),
AUC (11)°
DnBUTETPABUD OnsuterpaBup  Cmax | [IpuMeHSATH ¢ OCTOPOXKHOCTHIO, HAOMIOIATh HA
(ycumneHHBbIi) (1), AUC (1)? MPEIMET MOSIBJICHHS HEKENATEIbHBIX PEaKIUi
Wtpakonazon — HA  UTPAKOHA30J  W/WUIU  DIBUTETPABUP
MOBBILLICHHE (ycuneHHbII pUTOHABUPOM)®. Moxer
KOHIIEHTpaluu noTpeboBaThCs CHIDKEHHE J103Bl
(creneHp UTPAKOHa30jJa;  CM.  HHCTPYKLHIO IO
nenspecTHa)® MIPUMEHEHHUIO JIBUTETpaBUpa.
Ddasupens DdaBupens: Cmax | He pexomeHniyeTcs B TedeHue 2 HEIEenb 10 U
utpakonaszona |, AUC | Bo BpeMs JieueHUsI UTPAKOHA30JIOM.
Heupanun l O} PeKTUBHOCTh UTPAKOHA30JIa MOXKET OBITH
HeBupanuH: Crmax | CHUKEHA.

utpakonazona |, AUC

1)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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Kuaacenl

npenapaToB u

O:xnaaeMbIii/IIOTEHI]
HaabHbIi 3 dexT mo

e R AR e

(cM. npuMevaHus)

npenaparsl OTHOIIEHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)
Komb6unanus: Onb6acBup Cmax (<), | [IpuMeHATH ¢ OCTOPOKHOCTHIO, HAOIIOIaTh HA
Dnbacsup/ AUC (1)? npeaMeT TIOSIBJICHHUS HEKeNaTeIbHBIX
I'pazonpeBup I'pazonpeBup Cmax | peakuii,  CBA3aHHBIX C  COBMECTHBIM
(<), AUC (11)? npumeHenueM®. Crenupuueckue IeUCTBUSL
yKa3aHbl B MHCTPYKIMH IO TNPUMEHEHHIO
anbacBUpa/rpa-30MpeBupa.
KomOunanus: ['nexanpeBup Cmax | IIpuMeHSTB C OCTOPOXHOCTHIO, HAOI01aTh Ha
I'mexanpeBup/ (T1), AUC (11-111)* | mpeamer IIOSIBJICHUS HEXKEJATEIIbHbBIX
[MubpenrtacBup [TubpenTacBup peakiui,  CBS3aHHBIX C  COBMECTHBIM
Cmax(«>—1), AUC («> | mpumenenuem®. Creunuduyeckue mAeHCTBUSI
-1 )? yKa3aHbl B MHCTPYKIMH [0 TNPUMEHEHHIO
rJIeKanpeBupa/mu-OpeHTacBupa
Nuaunasup Konnenrpanus [TpuMeHsITh C OCTOPOKHOCTHIO, HAOMIOAATH HA
uTpaKoHasona 1° IIPEAMET NOSIBJICHUS HEKEIATEIIbHBIX PEAKIIUN
NununaBup Cmax <>, | HA MUTPAKOHA30JI W/WIM HWHAUHABUP®, MOXKET
AUC 1 oTpeOOBaThCA CHUKEHUE JI03 UTPAKOHA30J1a
W/WJIM UHIUHABUDPA.
Mapasupok MapaBupok Cmax (11), | [IpumMeHSATb ¢ OCTOPOKHOCTHIO, HAOIIOAATH HA
AUC (111)? npeamer IOSIBJICHUS HEXeNaTeNbHBIX
peakimii®. MokeT moTpeOOBaTHCSI CHHKCHHE
JI03bI MapPaBUPOKA.
KomOunarws: Utpakonazon Cmax (1), | [IpuMeHsATH ¢ OCTOPOXKHOCTHIO, HAOJIIOAATh Ha
Omburaceup/ AUC (11)2 IIPEAMET NOSIBJICHUS HEXKENATEeIIbHbIX PEaKUi
[Tapurtanpesup/ OmbuTacBup Cmax | HA WTpPaKOHA30J W/WIM TPOTUBOBHPYCHBIC
Puronasup/c («), AUC (1)? cpenctBa’. MoxeT OTpeOOBATLCS CHUKEHHE
HNacabyBupom wiu | [lapuranpeBup  Cmax | 103561 UTpaKOHa30J1a. Cnemuduueckue
0e3 Hero (1), AUC (11)? NEHCTBUS OMHUCAaHBl B HWHCTPYKLIUAX IO
PutonaBup Cmax (1), | HpUMEHEHUIO ATUX IPENapaToB.
AUC (1)*
HacabyBup Cmax (1),
AUC (1)*
Puronasup Utpaxkonazon Cmax (1), | [IpuMeHATH ¢ OCTOPOXKHOCTHIO, HAOJI01aTh HA
AUC (11)2 MIpEAMET NOSIBJICHUS HEKENATEeIbHBIX PEaKUi
PuronaBup Cmax (<), | Ha WTpakoHa30osm w/wim puroHaBup®. MoxeT
AUC (1)? noTpeboBaThCs CHIKEHHE JI03bI
uTpakoHazona. Cnemuduyeckue IeHCTBUA
OMHCAaHbl B HHCTPYKIHMH IO MPUMEHEHUIO
PHUTOHABHpA.
CakBuHaBUD CakBuHaBUD (6e3 | IIpuMeHSTH C OCTOPOKHOCTBIO, HAOJIIOJATh Ha
ycuneHus1) Cmax 11, | IpeaAMET MOSBICHUS HEXKEIATSIBHBIX PEAKIIUMA
AUC 111 Ha MTPAKOHA30JI W/WIA CaKBUHABUDP®. MoOKeT
HtpakoHazon (c | moTpeboBaThCs CHIDKEHUE JI03BbI
YCUIJICHHBIM uTpakoHazona. Cneuuduueckue AEUCTBUSL
cakBHHABHPOM) Cmax | OIMCaHBI B HWHCTPYKIHUU 110 TPHUMEHEHHUIO
(1), AUC (11)? CaKBHHABHUDA.
CumenpeBup Cumenpesup Cmax | He pekomenayercs Bo BpeMsi U B TEUYEHHE

(1), AUC (117)°

2 HCACIIb MMOCJIC JICUCHUS UTPAKOHA30JIOM.
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COOTBETCTBYET 3KC

ot 20.05.2024 N= 3730

Kuaacenl
NnpenapaToB
npenaparsl

O:xnaaeMbIii/IIOTEHI]
HaabHbIi 3 dexT mo
OTHOIIEHHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)

e R AR e

(cM. npuMevaHus)

bera-0j10kaTopbI

Hanonon

HaIIOHOJI Cmax TT )
AUC 11

[IpUMEHSITE C OCTOPOKHOCTBIO, HAOIIOIATh HA
IPEIMET MOABIECHHS HEKEIATEIbHBIX PEAKIIUiA
Ha  Hajgomon®.  Moker — moTpeboBaThCS
CHIDKEHHUE JIO3bI HAJI0JIOIA.

BJ'IOKaTOpLI KaJIbIIHECBBIX KAHAJI0B

benpuann benpunnn — | IlpoTuBOonOKa3aHn BO BpeMs U B TEUYCHHE
MOBBILICHHE 2 Hedenp TOCIE JIEUYEHUS HTPAKOHA30JIOM.
KOHLEHTpaluu [ToBBIIIEH PUCK IOSBICHUS HEXEIATEJIBbHbBIX
(creneHn peakumii Ha Oenpuaui, TaKUX Kak HOBas
HensBecTHa)™ apUTMHUs M KEIyJOYKOBas TaXWUKapAus IO
TUITY «ITUPYITY.
JuntnazeM Junrnazem u | IIpuMeHsTh C 0CTOPOKHOCTBIO, HAOIIOJaTh Ha
UTPAKOHA-30I1 — | IpeaMeT NOSIBJICHUS HEXKEJIaTeIbHbIX PeaKIIUM
IIOBBILICHHE Ha WTPAKOHA30] W/WIM JIUITHA3eM®, MOXKET
KOHLEHTpaluu noTpedoBaThCs CHIDKEHUE J103bl
(cheneHL HEU3BECTHA) | UTPAKOHA30JI1a U/UJIU TWIITHA3EeMa.
a,
denoaunuH @enogunud Cmax 117, | [lpoTuBONOKa3aH BO BpeMss U B TEUYEHUE
AUC 111 2 Hedenp TOCIE JIEUEHUS HTPAKOHA30JIOM.
JlepkanuunuH Jlepxanuaunua AUC | [ToBbllieH pHCK MOSBICHHS HEKENIaTeJbHbIX
(T2 peakuuii Ha AUTHIPOIMPUIUHBL: TUIIOTECH3HS
Hucongunun Hucongunun Cmax | 1 nepugepuyecKuii oTex.
(1111, AUC (1111)*
Hpyrue Hurunponupununel — | [IpUMeHSTH ¢ OCTOPOKHOCTBIO, HAOIIO1AaTh HA
JUTHIPONUPUINHEl | TIOBBIIIEHNE IIPEIMET NOSIBJIICHNS HEJKENATEIbHBIX PEAKIINM
KOHIEHTpaluu Ha JUTHIPOITHPHIHNHBI/BEpANaMuiI’, MOXET
(creneHb noTpedoBaThCs CHUKECHHE 103
Bepanamun HemsBecTHa)™ JUTHIPOIIMPUIMHOB/BEepanaMmuia.
Bepamammuin -
MOBBILICHHE
KOHIEHTpaluu
(creneHb

nemspecTHa)™

PasimuHble cpeacTBa

JJIS1 JIedeHus 3a00/1eBaHui cep)leqﬂo-cocy)choﬁ CUCTECMbI

ATNUCKUpEH Amnuckuper Cmax 111, | He pekoMmennyercs BO BpeMsi U B TEUEHHE
AUC 111 2 HeIenb IOCNE JICUEHHsS WTPAKOHA30JI0M'.

Puonurynar Puonurynatr Cmax (1), | [loBbIllIeH puUCK TOSIBICHUS HEXKeNaTeNIbHbBIX
AUC (11)2 peaKIuii Ha CepACYHO-COCYIUCTHIN Mpermapar.

Cunpenadpun  (ms | Cunnenadun/rananad

JIEYCHUSI JIETOYHOW | U1 —  TIOBBIIICHHUE

TUTIEPTEH3UH ) KOHIIEHT-paIiu

Tananagun (11 | (cTeneHb HEM3-BECTHA,

JIEYeHUs JIETOYHOH | HO d(dexT MoxkeT

TUIEPTEH3UN) OBbITh Oonee
BBIDQXKEHHBIM,  4YeM
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOIIEHHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)
COOOILIEHO ISl YPOJIo-
ruyeckux cpeactn)®
bo3zenran bozentan Cmax (11), | [IpumMeHSATH ¢ OCTOPOXKHOCTHIO, HAOJIOAATh HA
I'yandanun AUC (11)2 MPEIMET MOSIBJICHUS HEKEATEIbHBIX PEAKIUN
I'yvandarmua Cmax (1), | Ha 0o3eHTaH/ryanpaun’, MOXKET
AUC (11)2 oTpeboBaThCs CHHYKEHHUE JIO3bI
0o3eHTaHa/TyaH(aIHa.
WBabpanun NBabpanun Cmax (11), | IlpoTuBOnIOKa3aH BO BpeMss M B TEUCHHUE
AUC (111)? 2 Hejenb MOCHE JICUCHHS UTPAKOHA30JIOM.
[loBbIlIEH PUCK TOSIBICHUS HEXKEIATEIbHBIX
peakuuii Ha  uBaOpaAWH, TaKuUX  Kak
¢ubpmsinus  npeacepanid, Opaaukapaus,
CHHYCOBasi OCTaHOBKAa cepiala u Oiokana
cepaua.
Panonazun Panonasun Cmax (11), | [IpoTHBOMOKa3aH BO BpemMss U B TEUYEHHUE

AUC (11)°

2 Hedenp TOCJIE JIEUEHUS HTPAKOHA30JIOM.
[ToBBIlIIEH PUCK TOSBICHUS HEXEIATEIbHBIX
peakuuMii Ha  paHOJa3uH, TaKUX  Kak
npojonramus uHTepBaia QT u moueuHas
HEJ0CTaTOYHOCTb.

KonTpanentuBHble cpeacrBa*

Huenorect Huenorect Cmax (1), | [IpuMeHATH ¢ OCTOPOKHOCTHIO, HAOIIOATh HA
AUC (11)2 MIPEAMET NOSIBJICHUS HEXKENATEeIbHBIX PEaKUM
Yaunpucrain Vaunpucran Cmax | HA KOHTpAIICNITUBHBIC cpeacTBa®; crerudu-
(T1), AUC (111)2 YyecKkue AeMCTBUS YKa3aHbl B MHCTPYKILHUAX IO
IIPUMEHEHHUIO TUEHOreCcTa/yIUIPUCTAIA.
JAunyperuku
D1iepeHoH OmnepeHoH Cmax (1), | [IpoTuBOmOKa3an BO BpeMsi U B TeueHUE

AUC (111)°

2 Hezmenb IOCIE JICYEHUS HTPAKOHA3OJIOM.
[ToBBIIIEH PUCK TOSBICHUS HEXEJIATEIbHBIX
peakuMii  Ha  JIUIEPEHOH, TAaKUX  Kak
TMIEPKATUEMUS U TUIIOTEH3HSL.

7Keny104HO-KUILIEYHbIE CPEACTBA

ATpenuTanT ATmpenuTant [TpuMeHsITh ¢ OCTOPOKHOCTHIO, HAOMIOAATh HA
AUC (111)? MIPEMET MOSIBJICHUS HEXKEIATeIbHBIX PEaKIInid
Jlonepamun Jlonepamun Cmax 11, | Ha anpenuTaHT/IoNepaMu/HETYTUTaHTS,
AUC 11 MOXET TOTpeOOBaThCA CHIDKCHHE O3Bl
Herynurant Herynutant Cmax (1), | anpenu-tanta/gonepamuna. Cnenuduueckue
AUC (11)2 JIEUCTBUA Il HETYNUTAHTA MPEICTABJICHBI B

WHCTPYKIIUH.
Hu3zanpun [u3zanpum — [IpoTnBOMOKa3aH BO BpeMsi W B TEUYEHUE
MOBBIIIICHHE 2 Hedenp TOCIE JIEUYEHUS HTPAKOHA30JIOM.
KOHIICHTPAIUU [ToBbIIEH PUCK TOSBICHUS HEXKEIAaTEeIbHBIX
(creneHn peakiuii Ha IHU3ampujl, TAaKUX KaK TsKENbIE
HemsBecTHa)™ CEpJICYHO-COCYIUCThIE  SIBJICHUSI, BKJIIOYAs
nposioHranuio  uHTepBana QT, cepbe3Hbie
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOIIEHHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)
JKEIYJAOYKOBBIE apUTMUU U TaXUKAPAUIO 10
TUITY «ITUPYITY.
Jommiepuion Homnepunon Cmax 11, | [IpoTuBOnIOKa3aH BO BpeMsi U B TEUCHHUE
AUC 11 2 Hedenp IOCIE JIEUYEHUS HTPAKOHA30JIOM.
[ToBbIllIEH PUCK TOSBICHUS HEXKEIaTeIbHBIX
peakiuii Ha TOMIEPHUI0H, TAKUX KaK TSHKEIbIe
JKEIyJAOYKOBBIE ~ apUTMHUU W BHe3amHas
cepJIeYHasi CMEPTb.
CpencrtBa s | Utpakona3zon:  Cmax | [IpuMeHSTE € OCTOPOKHOCTBIO TpEnaparhl,
CHIKCHUS 11, AUC || CHIDKAIOLIKE KHUCJIOTHOCTh JKeIyaKa,
KHCIIOTHOCTH HalpUMep TaKue HEUTPATU3YIOUIUE KUCIOTY
Kelyaka CPEICTBA, KaK QJIIOMHHMS TUJIPOKCHUJ, WIH
MOIaBIISFOIIUE BBIPAOOTKY KHUCIIOTHI
mpermapaTsl, HAmpuMep aHTaroHUCThl Ho-
pelenTopoB W MHTUOUTOPBHl  IPOTOHHOM
nomnbl. [lpu oOgHOBpEMEHHOM  JieUEHUU
HEUTPaTM3yIONIMMH  KUCJIOTY CpEeICTBaMH,
HalIpEMEp QIIOMHHHS THUIAPOKCHUIOM, WX
cienyeT NMPUHHUMATh IO KpalHel mepe 3a 2
yaca /10 WM yepe3 2 yaca Iocie IMpuema
Karcyn — uTpakoHazona  (cM.  «OcoOsbie
YKa3aHUsD).
Hanokceron Hanokceron Cmax | [IpoTuBOnIOKa3aH BO BpeMsi U B TEUYCHHE
(T11), AUC (1111)? 2 Hemenp TOCIE JICUCHUS HTPAKOHA30JIOM.
[ToBBIlIIEH PHUCK TMOSBICHUS HEXEIATEIbHBIX
peakuuMii Ha  HAQJIOKCEroJ, TaKUX  Kak
CUMIOTOMBI OTMEHBI OMTMOUIOB.
Saccharomyces S. boulardii — | He pekomeHnmyercss BO BpeMs M 2 HeACIH
boulardii CHIDKEHHE nocie JICUCHUS UTPAKOHA30JI0M.
KOJIOHU3AIUN DddexruBrocts S. boulardii moxer ObITH
(cTereHb HEM3BECTHA) | CHIIKEHA.
NMmyHoOcynpeccopsl
byneconun byneconun (mst | IlpuMEeHATH C OCTOPOXKHOCTHIO, HAOMIOIaTh Ha
uHransauui) Cmax T, | IpeaIMET NOSIBICHUS HEXKeENaTeIbHBIX PEaKIIN
AUC 11; OynecoHun | Ha UMMYHOCYTIPECCOPBI, MOKET
(zpyrue ¢opmbl) — | moTpeOoBaThCS CHUKEHUE JIO3bI
MOBBIIIICHHE MMMYHOCYTIpEccopa.
KOHIIEHTPAIUN
(cTeneHb
HemsBecTHa)™
IHuxneconun ukneconng (st
uHranauui) Cmax (11),
AUC (11)°
[uxnocriopun [Muknocnopun (B/B) —

TIOBBILIEHUE
KOHIIEHTpAIHH <> — 1P
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COOTBETCTBYET 3KI

052024 N= 5730

Kuaacenl
npenapaToB
npenaparsl

OxunaeMblii/moTEeHII

AR AR R0

HaabHbIi 3 dexT mo
OTHOIIEHHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)

(cM. npuMevaHus)

JlexcameTra3oH

@yTHKa30H

Metunnpe1HU30JI10H

Takponumyc

Temcuponumyc

[uxnocnopuH
(mpyrue  ¢opmbl)
MOBBILICHHE
KOHIICHTPALU!

(cTemeHbr HEW3BECTHA)
a,b

Jexcamera3zoH Cmax <>
(8/B) 1 (mepopaybHO),
AUC " (B/B,
MIEPOPATTHLHO)
OnyTUKa30H
WHT QSN —
HOBBIILICHHUE
KOHLIEHTpaluu TTb
OnyTUKA30H
(mazanpHas Qopma) —
HOBBIILICHHUE
koHmenTpamuu (1)*°
MertunnpeaHnu3oioH
(mepopanbHo) Cmax T—
11, AUC 11
MeTtunnpe1HA30J10H
(8/B) AUC 11
Takpomumyc (B/B) —
MOBBILICHHE
KOHLIEHTpaluu Tb
Takponumyc
(mepopaibHO)
(1), AUC (11)°
Temcuponumyc (B/B)
Cmax (11), AUC (11)°

(st

Crnax

DBEPOIUMYC

Cuponumyc
(panamMuIH)

DBeponumyc Cmax

(1), AUC (1111)°
Cuponumyc Cmax (11),

AUC (1111

He pexoMeHmyeTcsi BO BpeMs U B TEU€HHUE
2 Hemenb MOCHE JICUCHHS HTPAKOHA30JI0M'.
[ToBbIIEH PUCK TIOSIBICHUS HEXEIATEIbHBIX
peaxIuii Ha SBEPOIUMYC/CUPOTUMYC.

IIpenaparsl, pery/u

DYIOIIIHE YPOBHU JIMIIH]L

0B

ATopBacTaTuH

AtopBactaTUH  Cmax

=11, AUC 1-11

[IpoTuBOomOKa3aH BO BpeMs U B TEUCHHE
2 Hemenb TOCHE JICUCHUS UTPAKOHA30JIOM.
[loBbIlIEH PUCK TOSIBIEHUS HEXKENATEIbHBIX
peaKkIuii Ha JOBaCTaTHH/CUMBACTATHH, TaAKUX
KaK MHOMATHs, pabIOMUOIN3a U OTKIOHCHUS
71a00paTOPHBIX TApaMeTPOB HYHKIIMH TIEYCHH.

Jlomuranun

Jlomuranun Cmax

(1111, AUC (1771

HpOTI/IBOHOKaSaH BO BpEMd U B TCUCHUC
2 HEACIIb II0CJIC JICHCHUA HTPAKOHA30JIOM.
IToBpImeH PUCK TOABJICHUS HCKCIATCIbHBIX
peaKuHﬁ Ha JJOMUTAIIN ], TaKHX KaK
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TBETCTBYET 3KC

o1 20.05_202:

Me 9790

Knacebl O3KU1aeMblii/TIOTeHI Koimibraecicie koMmvenapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOILIEHHIO K
YPOBHIO Npenapara
(CM. CHOCKH)
MmeYeHoyHasd  TOKCHYHOCT, M TsDKeJas
JKEITYA0YHO-KHIIICYHAS] PEaAKITHSL.
JloBactaTun JloBacTaTtun Cmax | [IpoTHBOMIOKa3aH BO BpeMs U B TEUYCHUE
M1, AUC 1111 2 Hedenp IOCIE JIEUYEHUS HTPAKOHA30JIOM.
CuMBacTaTuH CuMBacTaTUH [ToBbIIEH PUCK TOSBICHUS HEXKEIAaTEIbHBIX

Crax 1111, AUC 1111

peakinuii Ha JIOBaCTaTHH/CUMBACTaTHUH, TaKHX
KaK MHOIATHs, PabJOMHOIN3a M OTKJIOHCHHUS
71a00paTOPHBIX MAPAMETPOB (DYHKIIHH TEYCHH.

Hectrepouanbie npot

HBOBOCHIAJIUTEC/IBHBIC C

eACTBa

Menokcukam

Menokcukam Cmax ||,
AUC |

[TpuMeHSTH ¢ OCTOPOXKHOCTHIO, HAOIIOIATh HA
npeaMer CHIDKCHUS s dexTuBHOCTH
MEJOKCHU-KaMa, MOXET  TMOTpeOOBaTHCA
KOPPEKLHsI T03bl MEIOKCUKaMa.

PecnimpaTopHbie cpeacTBa

Canmerepoi

Canmerepon Cmax (1),

AUC (111"

He pekoMmenjyercs BO BpeMs W 2 Heuelu
IoCiie JICYCHHs HMTPAKOHa30J70M. IloBbIlIeH
PHUCK TIOSIBJICHUSI HEKEIIATEIbHBIX PEAKIHil Ha
caimmeTepos’.

CesleKTHBHBIC HHTHOUTOPBI 00PATHOIO 3aXBATA CEPOTOHMHA, TPHIUKIHYECKHE U Ipyrue

AHTH/IENPeCCAHThbI

PeGokcernn Pebokcetun Cmax (<), | [IpuMeHsTH ¢ OCTOPOXKHOCTHIO, HAOJIIOAATh Ha
AUC (1)? IIPEAMET NOSIBJICHUS HEXKENATEeIbHbIX PEaKUi

Bennadakcun Bennadakcua  Cmax | HA  peOokceTwH/BeHmapakcuu’, MOXET
(1), AUC (1)? noTpebo-BaThCs CHWDIKEHHE 1103

pebokceTnHa/BeHIaakcuHa.

YpoJiornyeckue npenaparsl

ABanagun ABaHadpun Cmax (171), | [IpoTuBonokazan BO BpeMss U B TEUYECHHE
AUC (1111)? 2 Henenp TOCIE JIEUYEHUS HTPAKOHA30JIOM.
[ToBbIlIEH PUCK TOSIBICHUS HEXEJaTeIbHBIX
peakiuii Ha aBaHa(UI, TaKKX KaK MPHAMH3M,
HapyIlIeHUs 3pEHUs W BHE3alHas TMOTeps
ciyxa.
JlanokceTuH HanokcetuH Cmax (1), | [IpoTuBonokazan BO BpeMss U B TEUYEHHE
AUC (1)? 2 Henenp TOCIE JIEUYEHUS HUTPAKOHA30JIOM.
[ToBbIlIEH PUCK TOSIBICHUS HEXEJaTeIbHbIX
peakiuii Ha  JallOKCeTUH, TaKuX Kak
opTocTaTuyecKasl TUIIOTEH3UsI U BU3YyallbHbIE
3P PEKTHI.
HNapudenarux Hapudenaniua  Cmax | He pexomenmgyercst Bo BpeMs W 2 HeJEHH
(T11), AUC (111 | mocne nedyeHHs WTpakoHa3ojoM. [loBbliieH
Bapaenadun M11)2 PHUCK TOSIBJICHUS HEXKEIATEIbHBIX PEAaKIIMA Ha
Bapnenagun Cmax | mapudenarn/BapaeHadun’.
(11). AUC (1111)°
HyTtacrepun HyTtactepun — | [IpuMeHSITh ¢ OCTOPOKHOCTHIO, HAOIIOIATh HA
MTOBBIIICHNE MIPEAMET TOSIBJICHUS HEXKEIATSIIbHBIX PEaKIIUi
KOHIIEHTpAllUU Ha yPOJOTMYECKHE IMpemaparbl’, MOXKET
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaToB 1 HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOIIEHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)
(creneHp noTpeboBaThCs CHIDKEHHUE JI03bI
HemspecTHa)™ ypoiorudeckoro npenapata. Cneundudeckne
Nmunadpenanun Nmunapenatn  Cmax | A€MCTBUS 1O JOyTacTepuay yKazaHbl B
1, AUC 1 UHCTPYKLIMM 110 €ro npuMmeHeHuro. s
OkcuOyTHHUH OKcuOyTUHHH — | cunaeHaduaa U Taganaduaa CM. TaKKe pa3aet
MIOBBIIIICHHUE «Oco0ble yKa3zaHHs».
KOHIIEHTpaluu Tb
Cunpenadun Cunpnenadun Crax
(9peKTHIbHAS t1), AUC (11t -
VI INIVEY "
Tananadu Tapanapun Cmax (1),
(opeKTuIbHast AUC (11)2
TUChHYHKITUS u
N00pOKaueCcTBEHHAs
THIIEPILIa3Us
npeicTaTeNIbHON
JKEJIe3bl)
Tonrepoaun Tonreponur Cmax (1—
1), AUC (11)" y 1mn
co ca0bIM
MeTaboIU3MOM
CYP2D6
VY nenadun VYaenapmwt Cmax (1),
AUC (11)°
de30TepoIuH de30TepoaH Cmax | [IpoTuBONIOKa3aH MalMEeHTaM C HapyUIEHHEM
(T1), AUC (11)? GYHKIUM TIeYeHH WIM TIOYeK OT CpeAHeu 10
TSDKEJIOH CTETICHW TSKECTH BO BpeMsl W B
TeyeHue 2  Heaednb  IOCie  JIEYCHUs
UTPaKOHa30J70M. [IOBBIIEH PUCK TOSBICHUS
HEeKeNaTeNbHBIX peakiuil Ha (e3oTrepoauH,
TaKUX KaK TSDKENble aHTHXOJHMHEPTUYECKHE
3P PEKTHI.
[IpuMeHSATh C OCTOPOXKHOCTBIO Y JIPYTHX
MAlMeHToB:  Ha0mAaTh  Ha  TpeaMeT
MOSIBJICHHSI HEXKEJIATENIbHBIX PEaknuid Ha
(e3oTepoaun®, MOYXeET noTpedoBaThCs
CHIDKEHHUE JI03bI (Pe30TepOIMHA.
Conudenanux Comudenarmma  Cmax | [IpoTHBOMOKA3aH ManueHTaM ¢ HapylIeHHEM
(1), AUC (11)? GYHKIUM TOYEK TSDKENOM CTENeHUu WU C
HapylieHneM (DyHKIUU TEYeHH OT CpedHei
TSODKECTH JI0 TSDKEJIOW CTENIeHW BO BpEMsl U B
TeyeHWe 2  Heaenb  IOCie  JIEYCHUs
UTPaKOHa30J70M. [IOBBIIEH PUCK TOSBICHUS
HEKeNaTeNbHbIX peakiuil Ha conuQeHalnH:
AQHTUXOJINHEPTUYECKUE 3¢ dexTs u
nposoHrainws uarepsaia QT.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
o HOCTENCIES T ElBHOL 15 IF,-,I_I-!
Kinacesl O:KHI2eMblii/TIOTEeH I UKoimmiraeciclie wovvenTapan - - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOILIEHUID K

YPOBHIO mpenapara
(CM. CHOCKH)

[IpuMeHsSTh C OCTOPOKHOCTBIO Yy JAPYTUX
NalMeHToB,  HaOMIo#aTh  HAa  MpEaMeT
MOSIBJICHUS HEXKENaTeNbHbIX peakuuid Ha
comudpenanux’,  MOKET  HOTPeOOBATHCS
CHI)KEHHE JI03bI cosndeHauHa.

Jlpyrue npenaparsl U JIeKapCTBeHHbIE CPE/ICTBA

AJUTPUTUHOUH AmutputuHOUH  Cmax | [IpUMEHSITH ¢ OCTOPOKHOCTbHIO, HAOIOAATh HA
(mepopaibHO) (1), AUC (1)? MIpEMET MOSIBJICHUS HEXKENATeIbHBIX PeaKuii
Kabepronun Kabepronun Cmax (11), | Ha
AUC (11)2 ATUTPUTHHOWH/KaOeproInH/KaHHAOUOUTbI/
KannaGuou sl Kannabuou sl — | IIMHaKaJILIET, MOJKET notpeboBaThCs
MOBBIIICHHE CHIDKEHHUE JI03 STHX IIpernaparos’,
KOHIIEHTpAlUH,
CTCTIICHh HEW3BECTHA,
HO BeposATHO (11)2
Hunakanmer [unakammer Crnax
(11, AUC (11)°
Konxunun Konxutmn Cmax (1), | [IpoTHBONOKa3aH manueHTam ¢ HapylleHUEM
AUC (11)2 GYHKIIUM TOYEK WM MEYEHH BO BpEeMs U B
TeYeHHEe 2  HENeNb  IMOCIe  JICYCHHS
UTpakoHa30J0M. [lOBBIIIEH PHUCK MOSBICHUS
HEKENIATCIIbHBIX ~PEaKIWi Ha  KOJXHIIMH:
CHI)KEHHME CepAEeYHOro BbIOpOCa, apUTMHUU
Cepllia,  PeCHUpATOpPHBIA  AWCTPECC |
yTHETEHHE KOCTHOTO MO3Ta.
He pekoMeHmyercs OpyruM IalHEHTaM BO
BpeMs U B TeUeHHUe 2 HeNleNb MOCie JICUSHUS
UTpaKoHa3070M. [IOBBINIEH PHUCK IOSBICHUS
HE)KENaTeIbHBIX PEaKINil Ha KOJIXHUIIUHS.
Dnuriycrat CYP2D6 EMS: Cmax | [IpoTuBONOKa3aHn malMeHTaM C CHJIbHBIM
anurayctata (11), Metabonuzmom CYP2D6 EMs, nomyuatomum
AUC (11)2 MOIIHBI ~ WJIM  YMEPEHHBIM  HHTUOUTOP
bonee  BeipaxkenHoe | CYP2D6, a Takxke mamMeHTaM CO CpPEIHUM
MTOBBILLIEHUE win cnabeiM  Metabonusmom CYP2D6 Bo

OXKHMJIaeTCA Yy JIMI[ CO
CpPEeIHUM WU cIabbIM
METa00IU3MOM
CYP2D6 IMs/PMs u
IIPH  OJTHOBPEMEHHOM
MPUMEHEHUN
unrudutopa CYP2D6.

BpeMs U B TE€YCHHE 2 HENENb IMOCJe Teparuu
UTpaKkoHa30J0M. [IoBBIlIEH pUCK MOSBIECHUA
HEXKEJIATeNIbHBIX PEaKUUMid Ha JJIMIIIYyCTaT:
npojonramus uHTepBanoB PR, QTc w/umm
QRS, a Takxe cepAeyHbIE APUTMUH.
[IpuMeHATh € OCTOPOXKHOCTBIO Yy JHI[ C
ciiIbHBIM  MetabomsmoM CYP2D6 EMs,
HaOmOaTh  HAa  MpEeAMET  TOSIBJICHUS
HEKENATENbHBIX PEaKIMii Ha O3JIMIiIycrar’,
MOKET TOTpPeOOBaThCS CHUKECHHE  JIO3BI
AIUTITYCTAaTA.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 20.05.2024 N= 3730
Knacebl O3KU1aeMblii/TIOTeHI UKsimniraeckiie koMMerrapan - -
npenapaTroB v HaabHbIi 3 dexT mo (cM. npuMevaHus)
npenaparsl OTHOIIEHHUIO K
YPOBHIO Mpenapara
(CM. CHOCKH)
AJKanousl ATKanou sl [IpoTuBOnOKa3aHbl BO BpeMsi U B TEUYCHHE
CHIOPBIHBH CIIOPBIHBU — | 2 Hemenp TOCIE JICUYEHUS] HUTPAKOHA30JIOM.
MOBBILICHHE [ToBbIlIEH PUCK TMOSBICHUS HEXeNaTEIbHbBIX
KOHIICHTpallUU peaKIuii Ha aKaJIOU bl CTIOPBIHBH, TAKMUX KaK
(cTemeHb HEU3BECTHA) | SPTOTHU3M (cm. TaKKe pasnen
ab «ITpOTHBOMUTPEHO3HBIE CPEJICTBAY).
lanantamun lNamantamua Cmax (1), | [IpuMeHSATH ¢ OCTOPOXKHOCTHIO, HAOJIIOAaTh HA
AUC (1)? MIpEMET MOSIBJICHUS HEXKEIATeIIbHBIX PeaKuii
Ha TajJaHTaMHuH®, MOXET MOTpPeOOBaThCs
CHWIKEHHUE JI03bl raJlaHTaMHUHa.
Npakadrop NBakadtop Cmax (11), | [IpumMeHSATH ¢ OCTOPOXKHOCTHIO, HAOJIIOAATh HA
AUC (111)? MIPEAMET MOSIBJICHUS HEXKEIATeIIbHBIX PEaKIIUid
Ha wuBakadrop®, Moxer mOTPeOOBATHCS
CHW)KCHHE JI03BI UBakadropa.
Jlymakadrop/ HBakadgtop Cmax (11), | He pexomenayetcs B TedeHue 2 HeENb 0, BO
uBakapTop AUC (11)2 BpeMs U B TE€YCHHE 2 HENAEIb IOCIE JICUCHUS
Jlymakadtop Cmax | UTpakoHa30J0M.  BO3MOXXHO  CHHXEHHE
(«), AUC («»)? 3¢ (HEKTHBHOCTH HTPAKOHA30J1a, BO3pPACTACT
HtpakoHaszon — | pUCK TOSIBIICHUSI HEXEJIaTeIbHBIX pPEeaKInii Ha
CHIKE-HHE uBakagTop®.
KOHIIEHTpAlUH,
CTENEeHb HEW3BECTHA,
HO, BEPOSITHO | | |
AHTAroHMCTHI PelleNTOPOB Ba30NPeCCHHA
KonuBanTan KonuBanTan Cmax | He pekomennyercs BO BpemMsi W 2 HeIEIU
(T1), AUC (1111)? MOCJIe JICUeHUS HUTpaKkoHa3ojoM. [loBwimieH
Tonsanran TonBanta Cmax (11), | pUCK MOSIBIIEHUSI HEXKENATEIbHBIX PEAKIINA Ha
AUC (111)? KOHHBAIITaH/TOJIBANTaH".
Mo3zaBanTan Mo3zaBantad Cmax T, | [IpuMeHATH ¢ OCTOPOXKHOCTHIO, HAOJIOIaTh HA
AUC 11 MIpEAMET NOSIBJICHUS HEXKENATEeIbHBIX PEaKUi
Ha MoO3aBanTaH’, MOXET MOTPe6OBaThCs
CHUKEHHUE JI03bl MO3aBaNTaHa.
Ipumeuanue

CpenHee MOBBIIICHHE KOHIICHTPAILIUH:
1: <100 % (<2 paz);

11: 100400 % (=2 pa3 u <5 pa3);
111:400-900 % (=5 pa3 u <10 pa3);
T111: 210 pas.

CpenHee CHU)KEHHE KOHIICHTPALIUH:
1: <40 %;

11:40-80 %;

111 >80 %.

OtcyTcTBHE YpdekTa: <.

Hns ommcanust 3ddexra (cpeaHss KOJOHKA) yKa3aHO Ha3BaHWE HCXOJHOTO JIEKapCTBEHHOTO
BEIIIECTBA, JaXke eci (D (PEKT OTHOCUTCS K AKTUBHOMY KOMITOHEHTY UM aKTUBHOMY METa0OIUTY
MpoJIeKapCTBa.
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

ot 20052024 N= 9

LSS N

a. Jlng 1pemapatoB cO CTpelKaMH B ckobraX | Oneind - 6éHonakd | Ha | freXakitame

JICKAPCTBEHHBIX B3aUMOJICHCTBUN U WHPOPMAIUU O KIMHUYECKUX JIEKAPCTBEHHBIX
B3aUMOJICCTBUSAX C KETOKOHA30JIOM WJIM JIPYTMMU MOIIHbIMU MHrHOuTOopamu CYP3A4
u/vuu uarHOuTOpamu P-rimukonporenna niu BCRP, a Taxke Ha JaHHBIX MOJICTTHPOBAHUS,
KJIMHHYCCKUX CITydacB M/MIM SKCIIEPUMEHTOB IN VIitro. Jlas apyrux mepedrcieHHBIX
MpenapaToB OLICHKA OCHOBAHA HA IAHHBIX KIIMHUYECKUX JIEKAPCTBEHHBIX B3aUMOACHCTBUI
npenapara ¢ UTPaKoOHa30JI0M.

b. Tlapamerpsl hapMakKOKUHETHKH HE YCTAaHOBJICHBI.

C. Cps3aHHBIC C MpEMapaTOM HEXKEJATeIbHbBIE JICKAPCTBEHHBIE PEAKIMH MPEICTABICHBI B
COOTBETCTBYIOIIEH MHCTPYKIIMH 1O TPUMEHEHUIO.

- unruoutopel CYP3A4 (Bkiroyas WTPaKOHA30J) MOTYT TOBBIIIATh KOHIICHTPAIIHIO

TOPMOHAJIBHBIX KOHTPALIENITUBOB B IJIa3ME KPOBH.

*

CTH
.HCKapCTBeHHBIe BSaI/IMO,Z[efICTBHH HN3YYCHBI TOJBKO Y B3POCJIbIX.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb M JIAKTALMS

bepemeHHOCTD

HtpakoHa3071 HE JOHKEH NPUMEHSATHCS MPH OEpEeMEHHOCTH, 3a HCKJIIOYEHHEM CIy4acs,
YTPOXKAIOMIUX KU3HU, M €CIH OXHIACMBIH IMOJIOXHUTEIBbHBIA d()(EKT s MaTepu MpeBbIIIaeT
BO3MOJXKHBIH Bpe[ 715 TUI0/1A.

JlaHHBIX O TPUMEHEHWHM WTPAKOHA30J[a B IEpHOJ OCPeMEHHOCTH HeAOoCTaToyHo. B xome
KIIMHUYECKOTO TMPUMEHEHHUS HWTPAaKOHa30ja IIOCie PErucTpanuu ObLIM OTMEUYEHBI CIydau
BPOXKICHHBIX aHOMaiuii. Takue ciiydam BKIIOYAIM HAPYIICHUS PA3BHTUS 3PCHHUS, CKEIeTa,
MOUYEMOJIOBOM M CEpPACYHO-COCYTUCTOW CHUCTEM, a TaKKe XPOMOCOMHBIE HapylIeHUs U
MHO>KECTBEHHBIC IMOPOKH pa3BUTHs. OHAKO SABJSCTCS JIM IPUMEHEHHE UTPAKOHA30 12 TIPUIMHON
BO3HUKHOBEHUS JAHHBIX HAPYUICHHUH, TOCTOBEPHO HE YCTAHOBIIEHO.

ONUIEMUOIOTHICCKUE JTaHHBIC B OTHOIICHUU BO3JICHCTBUS UTPAKOHA30J1a B TIEPBBIA TPHUMECTP
OepeMEeHHOCTH, B OCHOBHOM Y MAallMEHTOK, MOJYyYaBIIMX KPATKOCPOUHYIO TEPAIUIO MO MOBOIY
BYJIbBOBAarMHAJIBHBIX KaHIMJI030B, HE BBISBHJIM ITOBBIIICHHOTO PHCKA PAa3BUTHS BPOKICHHBIX
AHOMAJTUH MO CPAaBHEHHUIO C KOHTPOJIBHOM IPYMION, HE MOABepraBIlielics BO3AEHCTBUIO HU OJTHOTO
13 U3BECTHBIX TEPATOTCHHBIX (DAKTOPOB.

JKenmunaMm 1eTOpoAHOTO BO3pacTa, MPUHUMAIOIIMM UTPAKOHA30J, HEOOXOAMMO HCIOJIb30BaTh
HAJIC)KHBIC METOBI KOHTPAIICTIIIHH Ha TIPOTSDKEHUN BCETO Kypca JICUCHUS BIUIOTH JI0 HACTYTUICHUS
MepBOM MEHCTPYAIINH MTOCIIE €r0 3aBEPILICHUS.

JlakTanus

[TockonpKy HWTpPaKOHA30J MOXKET NPOHUKATh B TPYJHOE MOJOKO, MPH HEOOXOAMMOCTH
MPUMEHEHUS TIperapaTa rpyJHoe BCKApMIIMBAHHE CIICTyEeT MPEKPATHTD.

4.7. Bausinde HAa CHOCOOHOCTH YNPABJSATH TPAHCHOPTHHIMU CPeICTBAMH M pPadoTaTh ¢
MeXaHUu3MaMH

HccnenoBanuss 1O M3YYEHUIO BIMSHHUS WTPAKOHa30ja Ha CHOCOOHOCTh  YIPAaBIATH
TPAHCIIOPTHBIMU CPEJICTBAMH U PabOTaTh C TEXHUKOU HE MPOBOIMIIHCH. Heobxoaumo npuHuMarh
BO BHUMaHHE BO3MOXKHOCTh BOSHMKHOBEHHUS MOOOYHBIX PEAKIUi, TAKUX KaK TOJOBOKPYKEHUE,
HapylieHue 3peHus W moTeps ciayxa (cMm. pazgen 4.8). Ilpum mosBIEHMH OMUCAHHBIX
HEXENaTeNbHbIX pEeaKIUi CcleayeT BO3JEPKaTbCs OT BBINOJIHEHUS YKa3aHHBIX BUJIOB
JeATeTLHOCTH.

4.8. HexkesiaTeibHbIE peaKiuu

Pesrome HexenaTeabHbIX PEaKIUM

Knaccudukanus 4YacToThl pa3BUTUS HEKEIATEIbHBIX pEaKUUi COIJacHO pPEeKOMEHIAIHsIM
Bcemuphoii opranuzanuu 3apaBooxpanenus (BO3):
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 20.05.2024 N= 5790

L

(NOCNEQCBATENEHOCTE 0003)

oyeHb yacTo > 1/10;

gacto > 1/100, Ho < 1/10;

HevacTo > 1/1000, no < 1/100;

penko > 1/10000, vo < 1/1000;

odeHb peako < 1/10000,

4YacToTa HEU3BECTHA — HA OCHOBAHMHU MMCIONIUXCS JaHHBIX OLICHUTH HEBO3MOIKHO.

JlaHHEBIEe, MOJYYEHHEIE B X01€ KIMHUYECKUX UCCIIENOBAHUI

Bbe3onacHoCcTh UTpakoHa30Ja B JIEKAPCTBEHHOU (hopMme Karcybl u3ydanach B 107 OTKPBITHIX U
JIBOMHBIX CJICTIBIX KJIMHUYECKUX HCCIeNoBaHUAX ¢ ydactueM 8499 manumentoB. Bce 8499
MAIUEHTOB XOTs ObI OJIMH pa3 MPUHSIIN UTPAKOHA30J B JICKAPCTBEHHOH (opMe Karicylibl, Mmocie
4yero OblIa MPOBEICHA OIleHKa 0€30MacHOCTH JICUCHHUSI.

Hngpexyuu u unsazuu:

HEYaCTO — PUHHUT, CHHYCHUT, HH(EKITUU BEPXHHUX JbIXaTEIbHBIX My TEH.

Hapywenus co cmoponvl kKposu u tumghamuieckolt cucmemoi:

pEeIKO — JIEHKONEHUS,

4acTOTa HEU3BECTHA — HEUTPOIICHHUS.

Hapywenus co cmopoHvl UMMYHHOU cucmembl:

HEYaCTO — TUIEPUYyBCTBUTEIBHOCTb.

Hapywenus co cmopoHul HepaHoll cucmembl:

4acTO — roJ0BHas 00JIb;

PEAKO — TUIIOCTE3Hs, TTAPECTEe3Hs.

Hapywenus co cmoponvl opeana ciyxa u rabupunma.

PENKO — 3BOH B yIIIax.

Kenyoouno-Kuuieynvie HapyuleHus:

4acTo — 0076 B )KUBOTE, TOIIHOTA,

HEYaCTO — JIUCIETICHS, 3a110p, METEOPU3M, TUapesi, pBOTA;

PEIKO — TUCTEB3HS.

Hapywenus co cmoponvl neuenu u sxcenuegbl800auux nymeii.

HEYacTO — TUIepOUITupyOHEMHs, HapylIeHHe (PYHKIIUU TIEYEHH.

Hapywenus co cmoponul kodcu u noOKO#CHbIX MKAHEU:

HEYaCTO — ChlIlb, 3y/l, KPallMBHHUIIA.

Hapywenus co cmoponsl nouex u mouegbl800auux nymeii.

PEAKO — MOJUTAKUYPUS.

Hapywenus co cmoponwl penpodykmugeroti cucmembl U MOJIOYHBIX HCeles.

HEYaCcTO — HApyUIEHUE MEHCTPYAJIbHOIO LIUKIIA;

PEeIKO — SPEKTUIIbHAS TUCHYHKITHSI.

Obwue HapyweHus u peakyuu 8 Mecme 68e0eHUs:

PEAKO — OTEYHBIA CHHJIPOM.

Huxe mpencTaBieH CIMCOK HEXENATeNbHbIX PEaKIUi, CBA3aHHBIX C MPUEMOM UTPAKOHA30JIa B
dbopme pacTBopa IJisl IpueMa BHYTPh W/WiK B (OpMe pacTBOpa Jijisi BHYTPUBEHHOT'O BBEICHMUS,
3apEruCTPUPOBAHHBIX B KIMHUYECKUX HCCIEIOBAHUAX (32 MCKIIOYEHHEM MOOOYHBIX pPeaKIIMid,
OTHOCSIIIIUXCS K KaTeTOPUH «BOCIIAJIEHUS B MECTE€ WHBEKIIMHNY», TTOCKOJIbKY JTaHHBIE MOOOYHbIE
JENCTBUS SBISIOTCS CIIeUU(DUUHBIMU TSI JIEKAPCTBEHHOW (POPMBI «pacTBOP JAJIsi BHYTPUBEHHOTO
BBEJICHHUS).

Hapywenus co cmopoust Kposu u J1aumg@amuyeckou cucmemvl. TPaHYIOIUTONCHUS,
TPOMOOLIUTONIEHHUSI.

Hapywenus co cmopoHvl ummynHot cucmemsl: aHAPUITAKTOUTHBIC PEAKIIHH.

Hapywenus memabonuzma u numanus: TUTICPTIUKEMUS, THIEPKATHEMUS, THIIOKAIHEMHUS,
TUIIOMarHHEMUS.

Icuxuueckue napyuieHus: CTyTaHHOCTh COZHAHMUS.

Hapywenus co cmoponwsl HepsHotl cucmemsl: Tiepudeprudeckas HeMponaTus, TOJIOBOKPYKEHHE,
COHJIMBOCTb.
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Hapywenus co cmoponsr cepoya: cepiedH Henodﬁ;&ﬂg&&&ﬁgﬁyfﬁg&ﬂgéﬁ fesoro

KEITYA0UKa, TAXUKAP/IUSL.
Hapywenus co cmoponbl cocy0os.: apTepralibHasi TUIIEPTCH3HS, apTepUabHAs TUIIOTECH3USI.
Hapywenusa co cmopomnvl OvixamenbHotl cucmemvl, 0peaHo8 epyOHOU KIemKu U CPeoOOCmeHUs:
OTEK JICTKUX, TUC(HOHHMS, KaIIeb.

Kenyoouno-kuweynvle napyulenus: 5xenyA09HO-KHUILIEYHBIE PACCTPONCTBA.

Hapywenus co cmopoHbl neuenu u Jicenuegbleo0awux nymeil: TEHATUT, KEITyXa, IeUeHOYHAS
HEI0CTaTOYHOCTb.

Hapywenus co cmopoHbl Kodicu u NOOKOINHCHBIX MKAHel: S3PUTEMATO3HAs ChIITb, TUIIEPTUIPO3.
Hapywenus co cmoponvl Mmbluleunoll, CKelemHOU U COeOUHUMENbHOU MKAHU: MHAAITHU,
apTpaTHUsL.

Hapywenusa co cmoponvl nouex u mouegvlg00awux nymeti. HeJOCTATOYHOCTb (DYHKIMH MOYEK,
HeJIep)KaHUE MOYH.

Obwue HapyweHnus u peakyuu 8 Mmecme 88edeHus. TCHEPAITU30BaHHBIE OTEKH, OTEK JIUIa, OOJIb B
IpyIid, TUIIEPTEPMHUSL, 00JIb, yCTANIOCTh, 03HOO.

Jlabopamophvie u UHCMPYMEHMAbHble OaHmuvle: MOBBIIICHUE AKTUBHOCTH
aJlaHMHAMHUHOTpaHc(epasbl, MOBBIIICHUE AKTUBHOCTH acliapTaTaMHUHOTPaHC(epasbl, TOBBIIICHUE
AKTUBHOCTH  IMIENOYHOH  ¢ocdarassl B  IIa3Me  KPOBH, TOBBINICHHEC  aKTHBHOCTH
JAKTATACTUAPOTEHA3bl B IUIa3ME KPOBH, IOBBIIICHUE KOHIICHTPAIIMM MOYEBUHBI KPOBH,
MOBBIIICHUE aKTUBHOCTH TaMMa-TIIyTaMIJITpaHCc(epasbl, MOBHIICHNE aKTUBHOCTH ITEYECHOYHBIX
(epMEHTOB, OTKJIOHEHHE OT HOPMBI IIOKa3aTeyell 00IEero aHauu3a MOYH.

eTH
be3onacHocTh UTpakoHa30J1a B JIEKAPCTBEHHOM (hOpME KarCyJibl OLICHUBANIACh B 14 KIIMHUYECKUX
uccienoBaHusX (4 IBOMHBIX CIEMbIX IJIANEe00-KOHTPOIUPYEMBIX HCCIENOBaHUS, 9 OTKPBITHIX
UCCIIeIOBaHMiA U | MccneqoBanme, MMEBIIee OTKPHITYIO (ha3y C MOCIeAyIONel TBOWHOM CIIETOoi)
¢ yuactueM 165 nereit B Bozpacte ot 1 roga go 17 ner.

B xone uccnenoBanmii OpI7I0 OTMEYEHO, YTO HAMOOJIEE YaCTO BCTPEUAIOIIMMUCS HEKETATEIbHBIMA
peakusMu Obutd: TonoBHas 601b (3,0 %), psota (3,0 %), Gonb B xuBote (2,4 %), auapes (2,4
%), Hapymenue ¢pynkuun nedenu (1,2 %), romHora (1,2 %), kpanuBuuna (1,2 %), THIIOTEH3US
(1,2 %). XapakTep HeKelaTeNbHBIX pPEaKLUUi, BCTPEUAIOIIMXCS y JAeTed, CXOXK C TeM, 4To
HaOJIr01aeTCsl y B3POCIIBIX MAIMEHTOB; TEM HE MEHEe, YacTOTa MOOOYHBIX PEAKIIHHA Y IeTeH BhIIIE.

HexenarenbHble peakiiy, 3aperUCTPUPOBAHHBIE B MOCTPETUCTPALIMOHHOM IEpuojie (JlaHHBIE
MOJTy4YeHbl HA OCHOBAHUU CIIOHTAHHBIX COOOIICHMIA).

[IpencraBieHHas yacToTa MOOOYHBIX PEAKIMl OCHOBaHA HA KIMHUYECKOM OIbITE MPUMEHEHUS
IIPENapaToB UTPAKOHA30J1a OCJIE PETUCTPALIMH.

Hapywenus co cmoponsl uMMyHHOU cucmembl.

OYCHb pPEIKO — CBIBOPOTOYHAs OOJE3Hb, AHTMOHEBPOTHMYECKUH OTEK, aHa(UIaKTUYECKHE,
aHa(UIAKTOUIHBIE U AJIJIEPIrHYECKUE PEAKIUH.

Hapywenus memabonuzma u numanus:

OUYEHb PEJIKO — FUIEPTPUTITULIEPUAECMHUS.

Hapywenus co cmoponul HepeHoll cucmemvi:

OUYEHb PEJKO — TPEMOD.

Hapywenus co cmoponvl op2ana 3penusi:

OUYEHb PEJIKO — HAapyLIeHUsI 3peHus (BKII0Yasi HEUETKOE 3peHUe, UILIONHIO).

Hapywenus co cmoponul opeana ciyxa u aabupunma:

OUYEHb PEJIKO — CTOMKAs WJIM BpEMEHHAs MOTeps Ciyxa.

Hapywenus co cmoponul cepoya:

OUYEHb PEJIKO — XpOHUYECKasl cep/ieyHasi HeIOCTATOYHOCTb.

Hapywenus co cmoponul Ovixamenvhotl cucmemsl, 0p2anos 2pyOHOU KIemKU U CPeOOCMeHUsL:
4acTo — O/IbIIIIKA.
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Kenyoouno-Kuuieunvie HapyuleHus:

OUYEHb PEJIKO — NAHKPEATHT.

Hapywenus co cmoponvl neuenu u #cenuedbl8o0auux nymeti:

OUEHb PEJIKO — TSKEI0€ TOKCHUYECKOE MOpPaKEHHE NEYEHU (B TOM YHUCIIE HECKOJIBKO CIy4yacB
OCTpPOIi MEYCHOYHON HEJOCTATOYHOCTH C JIETAIbHBIM UCXOJIOM).

Hapywenus co cmopoHbl Kodtcu 1 NOOKOICHBIX MKAHEIL:

OYEHB PEJIKO — TOKCUYECKUI ANTUIePMATIbHBIN HEeKpoJin3, CUHAPOM CTuBeHca-/[>KOHCOHA, OCTPHIi
TeHEPATM30BAHHbBIM JK3EHTEMATO3HBIA IYCTyJe3, MOTUMOp(HAs SpUTEMA, SKCPOIHMATUBHBINA
JI€PMaTHUT, JIEMKOLIMTOKJIACTUYECKUM BACKYJIUT, AJIONELUs1, CBETOUYBCTBUTEIBHOCTbD.
Jlabopamophvie u uHcmpymenmanvHvle OaHHble:

OUYEHb PEJIKO — MOBBILICHNE AKTUBHOCTU KpeaTuH(POCHOKHNHA3ZHI KPOBH.

COO6H_ICHI/IC 0 ITO03PEBACEMBIX HEXKEIATCJIbHBIX PEAKIIUAX

BaxHo coo0mare O MOA03pEBACMBbIX HEXKENATeNbHBIX PEAKIHAX IOCIE PETUCTpAINH
JICKApCTBCHHOT'O IMpfriapara C LEJIbIO oOecrieueHus HEIMIPEPBIBHOI'O MOHUTOPHUHIa COOTHOIICHUA
«I0JIb3a — PHUCK)» JICKAPCTBCHHOI'O IIpcriapara. MGI[I/II_II/IHCKI/IM paGOTHI/IKaM PECKOMCHAYCTCHA
COO6H_IaTB 0 JI00BIX MMOA03PCBACMBIX HECKCJIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpCIiapara
YCpe3 HALIMOHAJIBHBIC CUCTCMBI COO6HIGHI/I$I 0 HCXKCJIATCIIbHBIX PCAKIUAX IOCYyJapCTB — YJICHOB
EBpa3HﬁCKOFO 3KOHOMHNYECKOI'O COKO34a.

Poccniickas @enepanys

OenepanibHas ciryx0a 1Mo Ha3opy B chepe 3ApaBOOXpaHeHUs

Anpec: 109012, r. Mocksa, CraBsiHCKas IUI0IIab, 1. 4, cTp. 1.

Tenedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Cailt B UHGOPMAITMOHHO-TEIEKOMMYHHUKAITIOHHOM CEeTH «HHTEpHETY:
https://www.roszdravnadzor.gov.ru/

4.9. llepeno3npoBka

CHMIITOMBI

CumrnTombl, HaOMIOMaeMble TIPU TEPEIO3UPOBKE HTPAKOHA30J1a, OBLTH COMOCTABHMBI C
JI0303aBUCUMBIMU TTOOOYHBIMU pPEAKIHUSIMU, HAOTIOJAaeMbIMH MPH MPUMEHEHUU OOBIYHBIX /103
mperapara.

JleueHue

Crennuyeckoro aHTHIIOTa HE CYIIECTBYeT. B ciydyae mepeao3wpoBKH CIEAyeT MPOBOJIUTH
MOJJIEPKUBAIOIIYIO Tepanuio. MTpakoHa30ll HE BBIBOAMTCA M3 OpraHH3Ma MpH TeMOAHATHU3eE.
PexoMeHyercst 0OpaTUTHCS B TOKCHKOJIOTHYCCKUH IIEHTP C IETbI0 KOPPEKTHPOBKH JICUCHUS TPH
nepe03uPOBKE UTPAKOHAZOIOM.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA

dapmakoTepaneBTHUECKass TpyMna: MPOTUBOTPUOKOBBIE CPEICTBA CHCTEMHOIO JeHCTBHUS;
MIPOM3BOIHBIE TPUA30JIA.

Kon ATX: JO2AC02

Mexanusm niericTBrs U apMakoauHaMudeckne Y eKThl

WTpakoHa301 — CHHTETHYECKOE NMPOTUBOTPHUOKOBOE CPEACTBO LIMPOKOTO CIEKTpa JeHCTBHA,
MPOM3BOJHOE TpHaszoyia. MexaHu3M JEeHCTBUS UTPAKOHA30Ja 3aKITI0YAeTCs B MHTHOMPOBAHUU
OMOCHHTE3a HProcTeposia — OCHOBHOTO KOMITOHEHTA KJIIETOYHON MeMOpaHbl Tpr0a, y4acTBYIOIIEro
B TOJJEpXKaHUH CTPYKTYpPHOW I€JIOCTHOCTH MeMOpanbl. Hapyiienue cunTtesa sprocrepoia
IOPUBOJUT K U3MEHEHUIO NMPOHUIIAEMOCTH MEMOpaHbl U JIM3UCY KIETKH, 4TO M 00YCJIOBIMBAET
MPOTUBOTPUOKOBBIN APHEKT UTPaKOHA30MA.

HTpakoHa3071 aKTUBEH B OTHOIIEHUN HH(EKIUH, BRI3BIBAEMBIX TPHOAMHU:
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Candida spp. (sxmouas Candida albicans, Candida tropitalis| Eantida parbipsilosis: Candida

dubliniensis), Aspergillus spp., Blastomyces dermatitidis, Cladosporium spp., Coccidioides
immitis, Cryptococcus neoformans, Geotrichum spp., Histoplasma spp., Bxirouast H. capsulatum,
Paracoccidioides brasiliensis, Penicillium marneffei, Sporothrix schenckii « Trichosporon spp.

W TtpakoHa30.1 Takke IMoKa3al akTHBHOCTh B oTHommeHuu Epidermophyton floccosum, Fonsecaea
spp., Malassezia spp., Microsporum spp., Pseudallescheria boydii, Trichophyton spp. u apyrux
JIPOYKIKEBBIX U TPHOKOBBIX HH(DEKITUH.

Candida krusei, Candida glabrata u Candida tropicalis siBnsitoTcs HaMeHee YyBCTBHTEILHBIMH
K JeicTBuio urpakoHaszona Bugamu Candida. In vitro pox Candida HecKONIBKO M307IMPOBAHHO
MOKa3bIBaJI OIHO3HAYHYIO PE3UCTEHTHOCTh K HTPAKOHA30IIY.

OCHOBHBIMU THIaMH TpUOOB, pa3BUTHE KOTOPBHIX HE IMOAABIIAETCS UTPAKOHA30JIOM, SBJISIOTCS
Zygomyces (Rhizopus spp., Rhizomucor spp., Mucor spp. u Absidia spp.), Fusarium spp.,
Scedosporium spp. u Scopulariopsis spp.

YCTOWYMBOCTh K a30J1aM Pa3BHBACTCS MEJICHHO W YacTO SIBIISCTCS PE3YJIbTATOM HECKOJIBKHX
reHeTHUYecKux MyTanuil. OnucaHHble MEXaHM3Mbl Pa3BUTHUSL YCTOMYMBOCTH BKJIIOYAIOT B ceOs
runepakcnpeccuto rea ERG11, kogupyromero ¢epment 14a-geMerniiasy, KOTOPBIA SBIISETCS
OCHOBHOIl MHUIIEHbIO JEHCTBHS a30i0B, U TodyeuHble myTauuu ERGI11, npuBogsmue
YMEHBIIICHUIO CBSI3BIBaHUS (DEPMEHTOB C a30JIaMHU /WM K aKTUBALIMU TPAHCIIOPTHBIX CHCTEM, YTO
NPUBOIUT K YBEJIMUYEHHUIO BBIBEAEHHUS a3oiioB. Halmronanmach mepekpecTHash yCTONYHBOCTH
Candida spp. k mpemaparaM TPYIIbl a30JI0B, XOTS YCTOHYHMBOCTH K OJHOMY Iperapary 3TOi
TPYIIBI HE 00513aTENbHO 03HAYAET HAJTMUKE YCTOMYUBOCTH K APYTUM IIpernapaTam IpyIIbl a30J10B.
Coob6manock o mrammax Aspergillus fumigates, ycToluuBbIX K HTPaKOHA30.IY.

5.2. apmaKkoKHUHEeTHYeCKHUe CBOHCTBA

MaxkcuMmanbHasi KOHLIIEHTpalys UTPAaKOHA30J1a B IUIa3Me JIOCTUTaeTCsl B TEUEHUE 2-5 4acoB MOCIIe
NepopalibHOTO  TpueMa. BcenenctBue  HeMMHEHHOW — (DapMaKOKMHETHKH — MTPAKOHA30Jl
HAKaIlJIMBacTCsl B IUIa3ME€ KPOBM IIPM MHOTOKPATHOM IIpueMe. PaBHOBECHas KOHLEHTpaLus
UTPAaKOHAa30Jja, KaK MPaBWIo, JOCTUTAETCS B T€UEHUE NPUMEPHO 15 nHEH, mpu 3TOM 3HAYEHUS
MakcuMainbHOU KOHIEeHTpauu (Cmax) uTpakoHnasona cocrapistor 0,5 mxr/mi, 1,1 Mxr/ma u 2,0
MKI/MJI COOTBETCTBEHHO I0cie nepopaibHoro npuema 100 mr 1 pa3 B nenp, 200 Mr 1 pa3 B 1eHb,
200 mr 2 paza B aeHb. KoHeuHbIH nepro/ nostyBbIBEACHNS 00BIYHO cocTaBisgeT 16-28 yacoB npu
OJIHOKpaTHOM npueme u 34-42 yaca npu MHOTOKpaTHOM npueme. KoHneHTpaius uTpakoHasona B
IUIa3ME KPOBHU CHWXKAETCS 10 MPAKTUYECKH HEOIPENEIEMOro 3HAa4eHUs B TeueHue 7-14 nHen
nocjie MpeKpalieHus] Tepanuy B 3aBUCUMOCTH OT HAa3HAUYEHHOM /103bl M MPOJOJIKUTEIbHOCTU
neuenus. OOmiee cpeiHee 3HaUeHHE KJIMpPEHCAa MTPaKOHA30Ja B IJIa3Me€ NpPU BHYTPHUBEHHOM
BBEJIEHUU cocTaBisier 278 mu/mMuH. KimupeHe ntpakoHas3ona yMeHbIIaeTcs Mpu 0osiee BHICOKHX
J103aX B CBS3M C HACBIILIEHUEM ITyTel ero MeTaboau3aliy B IEUEHH.

AbGcopbuus

Wtpakonaszon ObicTpo abcopOupyercs mocie mpueMa BHYTpb. MakcHMalbHble KOHIEHTpalUuu
HEU3MEHEHHOT0 UTPaKOHAa30Ja B IJIa3Me JIOCTUTAIOTCS B TE€YEHHE 2-5 4acoB MOCIe MEPOPaTbHOTIO
npruema Karcyibl. AGCONIOTHas OMOJOCTYNHOCTh MTPAKOHA30J1a MOCIe MEepOpaIbHOro MpHeMa
coctaBisieT okoio 55 %. Ilpu mepopanrbHOM TPUMEHEHWHM MaKCHUMallbHas OMOJOCTYITHOCTH
UTPAKOHA30J1a OTMEYAETCS IIPU IIPUEME KaIlCyJl cpa3y MOCIE €bl.

BcackiBanne wuTpakoHa3oja MpU TMpUEME KarCyl CHUXKEHO Yy NaIlUeHTOB C IOHUKEHHOMN
KHCJIOTHOCTBIO JKEIYJ0YHOTO0 COKa, HalpuMep, Ha (OHE Ipuema MpernapaToB, MOAABISIOLUIMX
CEKpEIMI0 COJITHOM KHUCIOThl B JKEMyJIke (TakuX KaK aHTaroHucTel H2-rucraMuHOBBIX
peLenTopoB, HHIMOUTOPHI MPOTOHHOM MOMIIBI), MM Yy MAIMEHTOB C axJOprujapuei Ha (oHe
pa3ianuHbIX 3aboneBaHuil. BcacbiBaHme UWTpakoHa3o0ja HATOUIAK y TakKWX MAIMEHTOB
YBEIMUMBAETCS IIPU NIPUEME UTPAKOHA30J1a B KaIICyJIaX OJHOBPEMEHHO C KHMCIBIMHM HallUTKAMU
(TakuMH Kak Henuetwdeckas koia). [Ipum mpueme utpakoHazona B kamcynax B jgo3e 200 mr
OJIHOKpPaTHO HAaTOLIAK COBMECTHO C HEAMETHUYECKOH KOJIOM IOCIIE€ IPEIBApUTENBLHOIO MpueMa
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COMOCTABUMBIM C BCAaChIBAHUEM IIPU MPUEME TOIBKO UTPAKOHA30IA.
DKCHO3ULMS UTPAKOHA30J1a HUXKE MPHU IMpHEeMe B BHUJE KallCyJl 10 CPABHEHUIO C JKCIO3UIUEH
UTpaKOHa30J1a MpU MPUEMe TOU ke JJ03bl B BUE pacTBOpA JJis IPUEMa BHYTPb.

Pacnipenenenue

Htpakonaszon Ha 99,8 % cBs3bIBaeTcs ¢ O€TKaMu MIIa3Mbl KPOBH, B OCHOBHOM C aJIbOyMHHOM
(TMAPOKCUUTPAKOHA30J CBSI3bIBAEeTCS ¢ aabOyMuHOM Ha 99,6 %). Takke OTMEUYEHO CPOICTBO K
munuaaMm. B HecBsizaHHOM Buje B mia3me octaercs Tojibko 0,2 % urpakonaszona. Kaxyuuiics
o0wvem pacnpeznenenust > 700 1, 4TO CBUAETEILCTBYET O €0 3HAUUTEIHLHOM pacCIpe/eiCHUH B
TKaHsAx. KoHIIeHTpauu B JIETKUX, MOYKaX, KOCTSX, KEIYJKe, CEJIE3eHKE U MBIIIax B 2-3 pasa
BbIIlIE, YEM COOTBETCTBYIOIIME KOHIIGHTpPAIlMM B TUIa3Me€ KPOBH, MPH ITOM KOHIEHTpalus B
TKaHSIX, COJICPIKAINX KEPATHH, OCOOCHHO B KOKE, IPUMEPHO B 4 pa3a MPEBBIIIACT KOHIICHTPAIUIO
B 11a3Me KpoBu. KoHIIeHTpalysi B CHUMHHOMO3TOBOM KHIKOCTH 3HAYUTEIIHO HUXKE, YEM B IIIa3Me
KpOBH, TEM HE MeHee, ObUIa MPOJEMOHCTpHpOoBaHA A((HEKTHBHOCTH HMTPAKOHA30JIa TPOTHB
B030yuTeNnel nHGEeKIui, IPUCYTCTBYIOIIUX B LIepeOPOCIIMHATBHON KHUIKOCTH.
Buorpancdopmarys

Kak Obu1o mokazano B uccinefoBaHusx in vitro, uzopepmenT CYP3A4 sBnsieTcss OCHOBHBIM
n30()epPMEHTOM, YYaCTBYIONIUM B MeTabonm3Me HTpakoHa3oyia. MTpakoHa30Jl TOJIBEpraeTcs
AKTUBHOMY METa0ONu3My B TMEYEHH C 0Opa3oBaHHMEM MHOKECTBa MeTabonuTOB. OCHOBHBIM
METaOOJIUTOM SIBIISIETCS THAPOKCHUTPAKOHA30JI, KOTOPBIH in Vitro 00JiagaeT MpoTUBOTPUOKOBON
AKTUBHOCTBIO, COIMOCTaBUMOW € HTpakoHa30ioM. KoHIEHTpaluu TUIPOKCHUTPAKOHA30ja B
1J1a3Me KPOBH IMPUMEPHO B 2 pa3a MPEBBIIIAIOT KOHIIEHTPAIMIO UTPAKOHA30J1a.

DJIMMUHALNS

W TpakoHa30i1 BEIBOAUTCS IPEUMYIIIECTBEHHO B ()OPME HEAKTUBHBIX METa0OIUTOB ¢ MOuoii (35 %)
U uepe3 kuieyHuk (54 %) B TeueHue 0JIHOM HeAeNu MOocIie IpreMa pacTBopa Uil IprueMa BHYTPb.
[Toueunas SKCKpelusi UTPAKOHA30Jla W €ro aKTUBHOTO METa0OJIMTa THAPOKCHUMTPAKOHA30JIa
cocraBisieT MeHee 1 % oT 103bl Ipernapara, BBeIeHHOM BHYTpUBEeHHO. Ha ocHOBaHMM pe3yIbTaToB
u3ydeHus (apmakokuHeTHKH 14C-MEUEHOr0 WTPaKOHA30JIa TMOCIe TEePOPATBHOIO MPHEMA,
BBIBEJICHUE HEHW3MEHHOI'O UTpaKOHa3ojJa 4Yepe3 KUIIEYHHK Bapbupyer oT 3 % mo 18 % ot
MPUHSTON J103BI.

[Tockonbky mnepepacnpeleleHue WTpPaKoHa30jJa M3 TKaHEH, COAEpXk alluX KEepaThH, SBISETCS
HE3HAUMUTENbHBIM, BBIBEJCHUE WTPAKOHA30Jla M3 ITHX TKAHEW CBS3aHO C pereHeparuei
snuaepMuca. B oTiimuue ot miasmel KpOBH, KOHIIEHTPALMS UTPAKOHA30J1a B KOKE COXPAHSAETCS B
TeueHue 2-4 HeleNb Mocie NMpeKpamieHus 4-HelIeIbHOro JICUCHHs, a KOHIIGHTpAIlUsS B KEPAaTUHE
HOTT$, IJIe UTPAKOHA30JI MOXKET OBITh OOHAPYXKEH yke uepe3 1 Henento mociie Havana JeueHus,
COXpaHseTCs M0 KpallHeW Mepe B TEUEHHE MIECTH MECSIIEB IMOCIE OKOHYAHMS 3-MECSIYHOTO Kypca
JICYCHMUS.

Oco0ble KaTeropuu MarueHToB

Tayuenmsi ¢ Hapywenuem QyuKyuu neveHu

Utpakonazon wmetabonu3upyeTcsi MNpPEeMMYyIIECTBEHHO B TIeueHW. B Xxoze wuccrnemoBaHus
dbapMaKOKMHETHKN CpaBHUBANU (hapMaKOKMHETHUYECKHE IMOKa3aTead MAaIlMeHTOB C IUPPO30OM
MEYEHU U 3/TOPOBHIX JOOPOBOJIBIIEB. Y MAIMEHTOB C IIMPPO30M MEUEHHU MPU OJTHOKPATHOM IPUEME
100 mr utpakoHaszona cpenHsas Cmax B mia3me ObLIa 3HaYMTENbHO HMXE (Ha 47 %), ueMm y
3I0POBBIX J100pOBONBIEB. CpeaHMil Mepro MOTYBBIBEICHUS TIPU MPUEME OJHOKPATHON 103l
OBLJT YBENTMYEH Y MAIMEHTOB C IIUPPO30M IMEYEHH U COCTABIISUT B 9TOM HccnenoBanuu 37 + 17 yacos
Mo CpaBHeHWI0O ¢ 16 + 5 wyacamu st 370pOBBIX JT00poBOJbIEB. CpemHsiss SKCHO3UIUS
UTpaKoHa3oja (TUIOMIAab TOJ KPUBOU «KOHIEHTpamus-BpeMs», AUC) Obla aHaJIOTHYHON Yy
MalMeHTOB C IMPPO30M TEYEHHW M Yy 3JI0POBBIX JOOPOBOJBIEB. JlaHHBIE O IUTEIHHOM
MPUMEHEHUN UTPaKOHA30Ja y MAlMEHTOB C IUPPO30M MIEUYEHU OTCYTCTBYIOT (CM. pa3aensl 4.2 u
4.4).

Tayuenmoi ¢ Hapywenuem hyHKyuu novex
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

ot 20052024 N= 9

LSS N

JlanHble 0 epoOpaIbHOM MPUMEHEHUH WTpakoHa3osa m'ig 'gﬁggﬁ:ﬁﬁﬁ%ﬁ c IHgﬁythéll-ﬂl/IlﬂMI/I

(YHKIMU TOYEK OrpaHUYEHBL. Y TAIMEHTOB C YypeMHEH, Yy KOTOpPBIX CpEeIHUIl KIUpPEHC
KpeaTHHUHA cocTaBisun 13 miu/mun/1,73 M2, cucteMHoe Bo3zeiicTBue nrpakonaszona (AUC) 6b110
HECKOJIbKO HUXKE 110 CPABHEHUIO C OCHOBHOM nonyJisinueid. He BbIsIBIEHO 3HAYNUTEIBHOTO BIUSHUS
reMoJuain3a Wiu JIJIUTEIbHOTO MEePUTOHEATHHOr0 JHalii3a, MPOBOAMMOIO B amMOyJIaTOPHBIX
YCIIOBHSIX, Ha TIOKa3arenu papMakOKHHETUKHA UTpakoHa3071a (Tmax, Cmax 1 AUCo-84).

[Tocne ofHOKPATHOTO BHYTPUBEHHOTO BBE/ICHUS UTPAKOHA30J1a KOHEUHBIN IEPUOJ
MIOJTYBBIBE/ICHUS y TIALIMEHTOB C HE3HAYUTEIHHBIM (ONpEeNsieTcs B UCCIEA0BAHUH KaK KIMPEHC
kpeatnauHa 50-79 Mi/MuH), cpeqHuUM (KIUpeHc KpeaTuHuHa 20-49 MJI/MUH) WM BBIPAKCHHBIM
HapymeHneM (QyHKUMU moyek (KiaupeHc KpeatuHHHA < 20 MJI/MHH) CXOIHBI C TaKOBBIM Yy
3I0POBBIX JIFOJICH (Mana3oH cpeaHux 3HaueHuH 42-49 4yacoB 1Mo cpaBHEHHUIO ¢ 48 dacamu y
NAIMEeHTOB ¢ HAPYIICHUAMHU (PYHKIUHU MTOYEK U 37J0POBBIX T0OPOBOJIBILIEB COOTBETCTBEHHO).
OO61mas 5KCro3ulysg UTpaKoHa3oJa, Ha ocHOBaHUU oreHkH nokazatenss AUC Oblia CHIDKEHa y
NAIMEHTOB C YMEPEHHBIMU U BBIPAKEHHBIMH HAapYHICHUSIMHU (YHKIUH 1ouek nmpuMepHo Ha 30 %
1 40 % COOTBETCTBEHHO, 110 CPABHEHHIO C MMAallMEHTaMH, Y KOTOPbIX (PYHKIUS [TOYEK HE HapyIlIeHa.
JlaHHbIE O NIMTEIBHOM MPUMEHEHHHM HMTPAKOHA30JIa MAlMeHTaMH C HapyLICHUSMH (DYyHKIHA
nouek HeAocTynHbl. [IpoBenenue nuann3a He BIUSET Ha MEPUOJ MOTYBBIBEICHUS WM KIHPEHC
UTPAKOHA30J1a WIH THAPOKCUUTPAKOHA30IIA.

Iemu

Jannbie 0 (papMakOKMHETHKE HWTPAKOHA30JIla Y MAIMEHTOB JETCKOrO BO3pPAacTa OTPAHUYCHBI.
Knununueckue nccienoBanus GapMakOKMHETUKH y IETEH U IOJIPOCTKOB B BO3PACTE OT 5 MECSIIEB
10 17 neT mpoBOAMINCH C MPUMEHEHNEM UTPAKOHA30J1a B KaIlCyJIax, pacTBOpa JUIsl MpueMa BHYTPb
U pacTBopa JUisl BHYTPUBEHHOTO BBeleHUs. MHOuBHIyanbHBIE 03Bl UTpaKoHa3oia B ¢opme
KaricyJ ¥ pacTBopa JJIsl TprueMa BHYTPb BapbUpoBain OT 1,5 1o 12,5 Mr/Kr/neHs npu npreMe ouH
WK JBa pa3a B AeHb. [Ipu npueme urpakoHa3olia B OJHON U TOM K€ CyTOYHOM J03€ JBa pas3a B
JIeHb TI0 CPAaBHEHMIO C IIPHEMOM OJIMH pa3 B JICHb MaKCHMaJlbHas M MUHUMAaJIbHAS TUIa3MEHHBIC
KOHIIEHTpalluu OBbUIM COMOCTaBHMBI C TAKOBBIMH Yy B3pPOCIBIX NAI[MEHTOB TNpU TpuUeMe
UTPAaKOHA30Ja OJWH pa3 B JeHb. He OBUIO 3aperucTpupoBaHO CYIIECTBEHHBIX BO3PACTHBIX
pa3znnunii mokazatened AUC uTpakoHa3ona M e€ro oOIIero KIMPEeHCa; B PEIKHX CIIydasx
HaOJroanach HE3HAUYMTENIbHAS B3aWMOCBS3b MEXAYy BO3PAacCTOM NAIMEHTOB W 3HAYCHUSIMHU
o0beMa pacrpeseieHus HTpakoHazosa, Cmax M KOHEYHOrO TIepHoja IOJIyBBIBEJCHHUS.
Y CcTaHOBIIEHHBIN KIMPEHC MTPAKOHA30JIa U €r0 00bEeM pachpeesieHHs 3aBUCIT OT MacChl Teia
MAIUEHTOB.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelleCTB
Caxaposa

Kpaxman kyKkypy3HbIi

Bona

[Tonokcamep 188 (JIytpoi)

[Tonokcamep 188 (JIyTpos) MUKpOHU3UPOBAHHBIH
I'mnpomennosa

Turana muokeun E 171

Kpacurens azopyoun E 122

Kpacutens conneunslii 3akat >xentsiii E 110
Kpacutens xunonmHoBbId xenThiil E 104
Kpacutens xeneza okcun kpacHslil E 172
Kpacurens xenesa okcup uepHsiil E 172
Kenatun

6.2. HecoBMecTHMOCTD
He npumenumo.
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6.3. Cpok roaHocTu (CpoOK XpaHeHHS )
3 rona.

6.4. OcoOble Mepbl NMPEIOCTOPOKHOCTH NPU XPAHEHUH
B 3ammumnienHom ot cBera Mecte mpu temneparype He Baiie 25 °C.

6.5. XapakTep u cojep:kaHue NePBUYHON YIAKOBKH

5, 6 unu 10 xancysn B KOHTYPHOH SYEWKOBOM YNAKOBKE M3 IUICHKU IMOJIUBUHUIXJIOPUIHON U
(doabry aFOMUHUEBOHN MEYaTHOM JTAKUPOBAHHOM.

| KOHTYpHYIO STYEHKOBYIO YITAKOBKY MO 6 Karcyia WK 3 KOHTYpHbIE SUYCUKOBBIC YIIAKOBKHU IO 5
KarcyJ, Wik 6 KOHTYPHBIX STYEMKOBBIX YIAKOBOK 10 10 Karcys BMecTe ¢ TUCTKOM-BKJIAIbIIIEM B
Ma4yKe U3 KapTOHA.

6.6. Oco0Oble Mepbl NPeJOCTOPOKHOCTH MNPH  YHUYTOKEHHHM HMCIO0JIb30BAHHOIO
JICKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHBbIX IIOCjIe NPHMEHEeHHus:
JIEKAPCTBEHHOI0 Npenapara u Apyrue MaHUIYJISILMH C IIPenapaToM

Het oco0pIx TpeOoBaHUIl K yTHIIN3AIIH.

7. IEPZKATEJIb PETUCTPALIMOHHOI'O YOCTOBEPEHUSA
Poccuiickas ®@enepanus

Axnunonepnoe obmectBo «Banenra ®@apmanestukay (AO «Baenta @apm»)
141108, MockoBckas 06nacTb, r. lllenkoBo, yin. @abpuynas, 1. 2.

Tenedon +7 (495) 933-48-62

®daxkc +7 (495) 933-48-63

DnekTponHsii aapec: info@valentapharm.com

7.1. IIpeacraBuTEIb AePKATES PETHCTPANMOHHOIO YA0CTOBEPEHUS
[IpereH3un noTpedUTENICH HATPABIIATH 110 AJPECY:

Poccniickas @enepanns

AxktmonepHoe obmiectBo «Banenta dapmaretrkay (AO «Banenta ®apmy)
141108, MockoBckas o6sacts, T. [llenkoso, yi. ®abpuunas, 1. 2.

Tenedon +7 (495) 933-48-62

dakc +7 (495) 933-48-63

OnekTpoHHbIid aapec: info@valentapharm.com

8. HOMEP PETUCTPALIMOHHOT'O YIOCTOBEPEHUSI
JITI-Ne(001199)-(PT-RU)

9. IATA TEPBUYHOM PETUCTPAIIMMA (ITIOATBEPKJIEHUSI PETUCTPAIINHA,
MNEPEPETUCTPALINN)
Jara niepBoii peructpanun: 12.09.2022

10. JATA IEPECMOTPA TEKCTA
OO0mias xapakTepuCTHUKa JICKAPCTBEHHOTO Tpenapara Pymuko3 moctymHa Ha HHGOPMAIMOHHOM

nopraje EBpa3HﬁCKOT0 3KOHOMHUYECCKOIo COr3a B I/IH(I)OpMaI_II/IOHHO-KOMMyHHKaHHOHHOﬁ CETHN
«Murepuer» http://eec.eaeunion.org/
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