COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 25.07.2025 N= 18873

(MOCNEOCBATENEHOCTE 0008)

OBHIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOTI' O ITPEITAPATA
Kpezemba, 100 mr, Karcymsl.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBII COCTAB
JelicTByroniee BEIECTBO: N3aByKOHA30.

Kaxnas kancyna cogepxur 186.3 Mr u3aByKOHa30HMSA cyibdaTta sSkBHBajeHTHO 100 wmr
U3aByKOHA30J1a.

[TonHbIi TepeyeHb BCIIOMOTaTEIbHBIX BEIIECTB MPUBEICH B pazaene 6.1.

3. JEKAPCTBEHHASA ®OPMA

Kancynsr.

Teepabie kamcynsl Ne Oel ¢ kpblmeykoid Oenoro nBeTa ¢ HAAMUCBIO YepHOro IBera «C» u
KOPIIyCOM KpacHOBAaTO-KOPUYHEBOTO I[BeTa ¢ Haamuchio yepHoro mserta «100». Copepxumoe

KariCyJjbl — OT MOYTH O€JI0ro J10 KEJITOro I[BETa MOPOLIOK, JOMYCKAETCs HAINYHe KOHIIIOMEPaTOB
(KOMOYKOB).

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K NPUMEHEHHUIO

[Ipenapat Kpezemba mokazan Jyisi Je4SHUS CASAYIONINX 3a00JIeBaHUH y B3pOCIBIX cTapie 18 yet:
. VHBA3UBHbBIN acCEPruijies;
. MYKOPMHKO3 Yy MaIIMEHTOB, JJIsl KOTOPBIX MpuMeHeHne amboTepuiinHa B Henpuemiemo (cM.

paznensi 4.4 u 5.1).

Cnez[yeT IIpUHUMAaTb BO BHUMAaHHUC 0(1)I/IIII/IaJ'II)HI)I€ PEKOMCHAAUWHU IO HaJIC)KalICMy
IMPUMCHCHHUIO HpOTI/IBOFpI/I6KOBBIX CpCAaCTB.

4.2. Pe:xuM 103UPOBAHUSA U CIIOCO0 NPUMEHEHU

PexxuM 10o3upoBanus

Pannss TapreTHas Tepamnus (HpeBeHTI/IBHaH TCpanund Ui TCpaIus, o6ycn03neHHa${ pe3yjibTaTaM
JUAarHoOCTHYCCKHX HCCH@}IOB&HI/Iﬁ) MOJKET OBITH HayaTa B OXXHIaHUU TTOATBCPKIACHUA AMArHo3a
3a00JIeBaHUs 110 pe3yibTaTaM CHCLII/I(I)I/I‘-ICCKI/IX JAUAarHOCTHYCCKHUX TCCTOB. O,Z[HaI(O II0CJIC
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

COOTBETCTBYIOILIUM 00pa3oMm.

Hacwviwyarowas 0oza
Pexomennyemas macviyarowas noza — ABe Karncynsl (dkBuBasieHTHO 200 MT M3aBYKOHAa30Jja)
KaXJIbIe 8 YaCOB B T€UCHHE MEPBHIX 48 4acoB (BCero 6 MpueMoB).

Iloooepoicusarowas 0o3za

Pexkomentyemas noaepkuBatoiias 103a — JIBe KarcyJbl (3kBuBasieHTHO 200 Mr n3aByKOHa3071a)
OJIMH pa3 B CYTKHM, HauMHas 4depe3 12-24 gaca mociie MPUMEHEHHs MOCIEAHEN HACBIIAOMEH
JIO3BI.

I[JII/ITGHLHOCTB TCparnu JOJIZKHA OBITh onpeaciicHa KIMHNYCCKUM OTBECTOM (CM. pasacit 5. 1)

[Ipu anutenbHOM JieueHuu Oosiee 6 MeCALEB CIEAYeT TIATENbHO OLIEHUTh COOTHOIIEHHUE MOJIb3bI
u pucka (cM. pazaens! 5.1 u 5.3).

Ilepexo0 na enympusennoe npumeHnerue
Taxoke noctynHa opma Beimycka mpenapara Kpezem6a B Buze nnoduianszara st HpUroToBICHUS
KOHIIEHTpaTa JiJIsl IPUTOTOBIIEHUS pacTBOpa A uHY3uil, conepskamiero 200 Mr n3zaBykoHa3ouia.

VYuutsiBas BHICOKYIO OMOJOCTYIHOCTH IpenapaTta npu npueme BHYTpb (98 %; cM. paznen 5.2),

0Py HaJIMYUM KIMHUYECKMX MOKa3aHUH MOXKHO HM3MEHSTh CIOCOO MPUMEHEHHUs Ipernapara c
BHYTPUBEHHOT'O HA MEPOPaAJIbHBIN 1 HA00OPOT.

Oco0ble TPVIIILI TAIUEHTOB

HauueHmbl NOJ2HCUTIOC0 803pacma
KOppeKI_II/ISI AO3bl Y MAaHUCHTOB ITOKUJIOTO BO3pacTa HE Tpe6yeTc51, OJHAKO OIIBIT KIMHHUYCCKOI'O
MMPUMCHCHUSA Y TAKUX MMAIUCHTOB OIrpaHUYCH.

llayuenmul ¢ napywenuem ynKyuu novex
VY manueHToB C HapylleHHeM (QYHKIMH TOYEK KOPPEKIUs J03bl Mpemapara He TpeOyercs,
BKJTFOYAs TTAIMEHTOB C TEPMUHAIIBHON CTaUe TOUEYHON HEIOCTaTOYHOCTH (CM. pazaen 5.2).

Ilayuenmvi ¢ napyuwieHuem GyHKyuy nevenu
VY NanueHToB C JETKUM WIM YMEPEHHBIM HapylleHHeM (YHKLIHU MEYEeHU KOPPEKIUS J03bl He
TpeOyercs (knaccsl A 1 B no knaccudukanuun Yaina-I1eio0) (M. pasaenst 4.4 u 5.2).

M3aBykoHa3071 HE M3yYaJIiCs y MAIIMEHTOB C TSDKEJBIM HapylieHneM QyHkiuu nedenn (kimacce C mo
knaccupukanun Yaiina-Ilero). I[lpuMmeHeHne y Takux NaIlMEeHTOB HE PEKOMEHAyeTcs, 3a
WCKIIFOYCHHEM CJIy4aeB, KOrJa OXKHJaemas TI0JIb3a TMPEBBIIIACT BO3MOXHBIM PHUCK (CM.
pasnenst 4.4, 4.8 u5.2).

CTH

Hmerommecs: Ha CeroAHSAIIHUN I€Hb JaHHbIC TPUBENICHBI B pasaeie 5.1, 5.2, ogHaKO HEBO3MOXKHO
JIaTh PEKOMEHJAIUHU IO PEKUMY TI03UPOBAHUS.



COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
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(MOCNEOCBATENEHOCTE 0008)

Cnoco0 rnpuMeHeHus

Kancynsr Kpezem6a MOXHO MpUHUMATh HE3aBUCUMO OT IIpUEMa MUIIH.
Kancynsl Kpezemba cnenyer mpornareiBaTh LenukoM. He crnemyer »eBarh, pa3faBiuBaTh,
pacTBOPATH WM OTKPBIBATH KAIICYJIbI.

4.3. llpoTuBONOKA3aHNUS

['umep4yyBCTBUTENHHOCTh K H3aBYKOHA30JIy WM K JIFOOOMY M3 BCIOMOTATEIbHBIX BEIIECTB,
MEPEUYUCIICHHBIX B paszene 6.1.

CoBMecTHOE MPUMEHEHHE C KETOKOHA30JI0M (CM. pasen 4.5).

CoBMecTHOE MPUMEHEHHE C BBICOKUMHU J103aMU puToHaBupa (> 200 mr kaxasie 12 yacoB) (cM.
pasnen 4.5).

CoBMecTHOE MpUMeHEeHHE ¢ cuiIbHbIMU HMHAYKTOpaMu CYP3A4/5, takumu kak pudammnuivH,
pudalytuH, kapbamazenut, 6apOUTypaThl JUIUTEIBHOTO JeicTBUs (Hanpumep, GpenodapOuTan),
(GbeHuTOUH U mpenapatsl 38epo0ost Wi ¢ ymMepeHHbIMU UHAYKTOopamu CYP3A4/5, takumu kak
s¢aBupeH1], HaQIWUIMH U 3TpaBUPHH (cM. pasnen 4.5).

[TareHTsl ¢ HacIeICTBEHHBIM CUHAPOMOM yKopodeHHoro untepBana QT (cm. paznen 4.4).
4.4. OcoOble yka3aHHsl M Mepbl PEAOCTOPOKHOCTH NIPH NPUMEHEHU U

I'MnepyyBCTBUTENBHOCTD

Crnenyer ¢ 0CTOPOKHOCTBIO Ha3HAYaTh N3aBYKOHA30JI MAIIEHTaM C THIEPYYBCTBUTEIBHOCTBIO K
JIPYTUM  MPOTHUBOIPUOKOBBIM  CPEICTBAM  a30JbHOIO psfa. | MIepuyyBCTBUTEIBHOCTh K
M3aBYKOHA30Jy MOXKET MPUBECTU K Pa3BUTHIO HEXKEJATENIbHBIX pEaKlUid, KOTOPbIE BKIIIOYAIOT:
aHa(QUIAKTUYECKYI0 PEAKLHUIO, apTepHAJIbHYI0 THMIIOTEH3HIO, AbIXaTeIbHYI0 HEJOCTAaTOYHOCTb,
OJIBIIIIKY, JIEKAPCTBEHHBIA JAepMaTUT, 3yA U cblllb (cM. pasnen 4.8). B caywae pasButus
aHa(UIAKTUUECKOM peakIuu cleayeT HEMEAJICHHO NPEeKpaTUTh MIPUMEHEHHE M3aBYKOHA30Ja U
HAayaTh COOTBETCTBYIOILIEE JICUEHHUE.

Tsxesible KOKHbIC HEKEJIATEIbHBIE PEAKIIMU

CooOmianoch O TSKENbIX KOXKHBIX HEXKENATeNbHBIX pEaKkIusiX, TaKuX KaK CHHIPOM
CruBenca — JI)KOHCOHA, B X0Ji¢ TE€paruy MPOTHBOTPUOKOBBIMHU CPEACTBAMHU a30JBHOTO psija.
CrnenyeT mpekpaTtuTh mpuMeHeHHe npenapara Kpesem6Oa B ciyyae pa3BUTHS Yy MAUEHTA TSKEIbIX
KOKHBIX HEXKEJATEIbHBIX PEAKIIUH.

CepaeuHo-cocyucTas cucreMa

Yxopouenue unmepsana QT

N3aBykoHa301 MpOTHMBONOKAa3aH MAllMEHTaM C HACJIEJCTBEHHBIM CHHIPOMOM YKOPOYEHHOI'O
untepBana QT (cm. paznen 4.3).

B xone uccnemoBaHus 1o OLICHKE BIWSHUS Tpenapata Ha uHTepBal QT y 3M0poBBIX JHOACH
M3aBYKOHA30J1 MPUBOJIUI K YKOpOoueHHUI0 uHTepBana QTc B 3aBUCMMOCTH OT KOHIEHTpauu. Jis
pexuma nozupoBanusi 200 MT pa3HULIA MEXKAY CPETHUMHU 3HAYEHUSIMH, PACCUNTAHHBIMU METOJIOM
HauMmeHbImx kBaapaToB (MHK), otHocuTensHO mnanedo coctasisna 13,1 mMc uepes 2 yaca mocie
BBeaeHus no3el (90 % AU: 17,1, 9,1 mc). [lpu yBenmyenuu no3el g0 600 mr pasznuma MHK
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

20,4 mc).

HeobxonnMo mposiBASATH OCTOPOKHOCTh IIPU  HA3HAUYEHUM HW3aBYKOHA30Jla MalMeHTaM,
IPUHUMAIOIIMM JIPYIHM€ JIEKAPCTBEHHBIE IpPENapaTrhbl, KOTOPbIE MPUBOAIT K YKOPOUEHUIO
untepBana QT, Hanpumep pypunHamua.

[loBblIEHNE YPOBHS IEYEHOYHBIX TPAHCAMUHA3 WU TE€MIATUT

B wiInMHMYeCKHMX HCCIEeOBaHUSAX ObUIM 3aperMCTPUPOBAHBI Cllyyal IIOBBIIICHHUS YPOBHEH
NEYCHOYHBIX TpaHcaMuHa3 (cM. pasnen 4.8). [loBbllieHne ypoBHEW MEUYEHOYHBIX TpaHCaMUHA3
penko TpeOyeT NpeKpaleHus NPUMEHEHUs Hu3aByKoHaszona. llpu Hanmuyum KIMHUYECKUX
MOKa3aHUW CcJeAyeT NPOBOAUTH MOHUTOPUHI YPOBHS II€UEHOUHBIX (QepMeHTOB. bpuin
3aperuCTpUpPOBaHbl Cllyyad TemaTuTa OpU MPUMEHEHHM MPOTHBOIPUOKOBBIX MPENaparoB
a30JIBHOTO Ps/ia, BKIIIOYask M3aBYKOHA30II.

Tspkenoe HapylieHUue QYHKIMY EYEHH
W3aByKkoHa30:1 He U3yyalics Y MALMEHTOB C TSHKENbIM HapylieHneM GyHkiuu neuenu (knacc C mo
knaccupukanun Yaiina-Ilero). I[lpumeneHne y Takux DAalMEHTOB HE PEKOMEHAyeTCs, 3a
UCKJIIOUEHHEM CIIy4aeB, KOI/la OXKHaeMasi MoJib3a MPEBBIIIaeT BO3MOXKHBIN puck. HeoOxoaum
TIIATENbHBI KOHTPOJIb COCTOSHUSI TaKUX MAlMEHTOB Ha MPEAMET BO3MOXXHOW TOKCHMYHOCTHU
npenaparta (cM. paszaens 4.2, 4.8 u 5.2).

CoBMECTHOE IPUMCHCHHUE ¢ IPYTUMU JISKAaPCTBEHHBIMU MpenapaTamMu

Huzubumopvr CYP3A4/5

CoBMecTHOE TPUMEHEHHE C KETOKOHA30JIOM NPOTHBOIOKa3aHo (cM. pasnmen 4.3). B ciydae
COBMECTHOTO IpHMEHEHUs ¢ MouHbIM uHruouropom CYP3A4 nonuHaBHpOM/pUTOHABHUPOM
OTMEUEHO JIBYKpaTHOE YBEIMYEHHE CTENEHU BO3JEUCTBUS M3aByKOHa3oja. B cimydae npyrux
MouHbIX HHruOuTopoB CYP3A4/5 MoxHO OxHIaThb MeHee BblpakeHHoro s3¢ddekra. Ilpu
COBMECTHOM MPUMEHEHUH H3aBYKOHa3osa ¢ MomHbIMU uHruouropamu CYP3A4/5 xoppekuus
710361 HE TpeOyeTcs, OJHAKO PEKOMEH IyeTCsl MIPOSBIATH OCTOPOKHOCTD 0 IPUYHUHE BO3MOXKHOTO
YBEJIMYCHHS YaCTOThHI HEXKENATEIbHBIX JICKAPCTBEHHBIX peakmuil (cM. pasnen 4.5).

Hnoyxmopwr CYP3A4/5

CoBMecTHOE TpuMeHeHHe co ciadbiMu uHIykTopamu CYP3A4/5, TakuMu Kak amnpenuTaHT,
IPEHU30H U THOTIIMTa30H, MOXKET MPUBECTH K JISTKOMY WJIM YMEPEHHOMY YMEHBIIICHHIO YPOBHEH
M3aBYKOHAa30Jla B IUIa3Me; COBMECTHOTO NPHMEHEHHUs co cinadbiMu mHAyKTOopamu CYP3A4/5
crenyet u30eraTh, 3a HCKITIOUCHNEM CITydaeB, KOTIa 0’KUIaeMast TI0JIb3a PEBHIIACT BOSMOKHBIH
puck (cM. pazznen 4.5).

Cyocmpamuvr CYP3A4/5, exnouas ummynooenpeccanmol

N3aBykoHa301 MOXET paccMaTpuBaThbcsl B KadecTBe ymepeHHoro unHruouropa CYP3A4/5, u
CHUCTEMHOE BO3JIEHCTBHE JIEKapCTBEHHBIX MpemnapaToB, Mmeradbonusupyembix CYP3A4, moxer
YBEIMYMBATHCS TIPU COBMECTHOM NPUMEHEHHH C M3aByKOHa30J0M. COBMECTHOE NMPHUMEHEHHE
u3aBykoHazona u cyoctpatoB CYP3A4, Takux Kak HMMMYHOJENPECCAHTBl TaKpOIUMYC,
CHUpPOJIMMYC HJIM UWKJIOCIHOPHH, MOXET YBEJIMYMBATh CHUCTEMHOE BO3JCHCTBUE YKa3aHHBIX
JeKapCTBEHHBIX IpernaparoB. I[IpM COBMECTHOM NPUMEHEHHH MOXET IOTpeOOBaThCs
OCYIIIECTBIICHHNE COOTBETCTBYIOIIETO TEPANICBTHYECKOTO JIEKAPCTBEHHOTO MOHHUTOPUHTA H
KOppeKuus 10361 (cM. pazaen 4.5).
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Cybempamen CYP2BS (NOCNEAOBATENEHOCTL 0008)

MzaBykonazon semsercs uaaykropom CYP2B6. CucremHoe BO3ACHCTBHE JIE€KapCTBEHHBIX
npenapartos, MmetabonusupyeMbix CYP2B6, MoXeT yMeHbIIAThCs P COBMECTHOM MTPUMEHEHUU
¢ u3aBykoHa3osioM. Cie0BaTeabHO, PEKOMEHIYETCS COOJII01aTh OCTOPOKHOCTD MPU COBMECTHOM
NPUMEHEHHUHU ¢ U3aByKOHa30soM cyoctpatoB CYP2B6, 0coOeHHO JIeKapCTBEHHBIX MpenapaToB ¢
Y3KUM TEpareBTUYECKUM HHJIEKCOM, Takux Kak uukiopochamun. [Ipumenenue sdaBupeHsa,
cyocrpara CYP2B6, ¢ m3aBykOHa30J0M MPOTUBONOKA3aHO, TaK KakK 3(aBUpPEH3 SBISAETCA
ymepeHHbIM uHIyKTOpoM CYP3A4/5 (cMm. pasznen 4.3).

Cyocmpamul P-gp

N3aBykoHa301 MOXET YBENUYHMBATh CTENEHb BO3JCHCTBUS JIEKAPCTBEHHBIX IIPEMapaToB,
ABISIOIUXCST cyocTpatamu P-gp. Tlpu COBMECTHOM NPHMEHECHHH C HW3aBYKOHA30JI0M MOXKET
noTpebOBaThCS KOPPEKITUS 03Bl IEKAPCTBEHHBIX MPENapaToB, ABISIOMUXCS cyocTpatamu P-gp,
OCOOCHHO JICKAPCTBEHHBIX IMPEMApaTOB C Y3KUM TEPAICBTHUYSCKAM HHJICKCOM, TaKHX Kak
JTUTOKCHH, KOJIXUIIMH U Aa0urarpaHa sTekcunat (cM. paznaen 4.5).

OrpaHn4eHHOCTb KIMHUYECKUX JIAHHBIX

Kinnnyeckue naHHble 0 IPUMEHEHUU M3aBYKOHA30J1a MPU JICYEHUH MYKOPMHUKO3a OTPaHUYEHbBI
OJIHUM ITPOCIEKTUBHBIM HEKOHTPOJIMPYEMBIM KIMHUYECKUM HCCIIE0BaHUEM Yy 37 NALUEHTOB C
JIOKa3aHHBIM WJIM BEPOSTHBIM MYKOPMHKO30M, KOTOpbIE MOJIydyaldd H3aBYKOHA30J B KauyeCTBE
NEpBUYHON Tepanuu WM N0 IMPHYMHE TOro, 4TO MPUMEHEHUE APYruX MNPOTUBOTPUOKOBBIX
npenapaToB (IpeuMyIIEeCTBEHHO aMm@oTepuiiHa B) 61710 HenmprueMIeMbIM.

Jnis oTAenbHBIX BUAOB Mucorales naHHbIe 10 KITMHUYECKOH 3()(hEeKTUBHOCTH OUYE€Hb OrpaHUYEHBI,
3a4acTyl0 OJIHUM MM JByMs mnanueHTamu (cMm. paszen 5.1). JlanHble O 4YyBCTBUTEIBHOCTHU
JOCTYIHBI TOJIBKO B BMJI€ MajOW MOATPYIIBI CIy4aeB. JTU JaHHBIE YKa3blBalOT Ha TO, YTO
KOHIIEHTPALMU U3aBYKOHA30J1a, HEOOXOAUMBIE JIs1 MHTUOUPOBAHUS in Vitro, O4€Hb PA3INYaA0TCA
B 3aBUCHMOCTH OT pOJa/BHUJa B Npejenax pasHOBUAHOCTEH Mucorales 1 0ObIYHO BBIIIE, YeM
KOHIIEHTpAalLluU, HEOOXOIMMBIE /sl UHTMOUpOBaHUs BUIOB Aspergillus. Cieyer OTMETUTh, YTO B
Clly4ae MYKOPMHKO3a HE MPOBOJMIM HCCIIENOBAaHUE IJI1 OINpPENEICHUs A03bl U MalMeHTaM
BBOJIMJIM TaKylo )K€ 703y M3aBYKOHa30Ja, KOTOpasl MCIIOJIb30BaJIach AJIs Tepaluyd MHBA3UBHOIO
acnepruuiesa.

4.5. B3auMojelicTBMe C JAPYITHMH JIEKAPCTBEHHBIMH IIpenaparamMd W JApyrue BH/bI
B3aMMOJEHCTBHUA

Cr1ocoOGHOCTD JIEKapCTBEHHBIX penapaToB BAUATH Ha (apMaKOKMHETUKY H3aBYKOHA30J1a
MzaBykonazon npeacrasiset coooit cyoctpat CYP3A4 u CYP3AS (cm. pazaen 5.2). CoBmecTHOE
IpUMEHEHHE JICKapCTBEHHBIX MPernapaTroB, KOTopele sBisitorcss nHruouropamu CYP3A4 w/unu
CYP3AS, MoxeT NpUBOJIUTh K YBEJIWYEHHIO KOHIIGHTpAaIlMM H3aBYKOHa30ja B ILIa3Me.
CoBMecTHOE TPUMEHEHHE JIEKaPCTBEHHBIX MPENapaToB, KOTOPBIE SBISIOTCS HHAYKTOpPAMHU
CYP3A4 w/unmu CYP3AS, MOXXET IPUBOJIUTH K YMEHBIIEHUIO KOHIEHTPALlUK U3aByKOHA30J1a B
1a3Me.

JlexkapcTBeHHBIE Mpenaparthl, KOTopbie HHTHONPYIOT CYP3A4/5

CoBMecTHOE MPUMEHEHUE M3aBYKOHA30JIa U KETOKOHAa30ja, MoutHoro uHrubutopa CYP3A4/5,
MPOTUBOMNOKA3aHO, MOCKOJIbKY YKa3aHHBIA JIEKAPCTBEHHBIN MpemapaT CIOCOOCH MPUBOAHUTH K
3HAYUTEIILHOMY YBEJIMUCHUIO KOHIICHTPAIIMHN H3aBYKOHA30J1a B Ij1a3Me (cM. pasaensi 4.3 u 4.5).
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B  ciywae  cOBMECTHOrO  NPUMEHEHHS | C 'I\Egl}];r;gr‘]': EI'/I?IB%_II/H o b‘r‘f"3A4

JIOTIMHABUPOM/PUTOHABUPOM OTMEUEHO JIBYKpAaTHOE YBEJIMYEHHE CTENEHU BO3AEUCTBUSA
u3aBykoHazona. B caywsae gpyrux wmomsbix  uHruoutopo CYP3A4, nHampumep,
KJIQpUTPOMHUIIMHA, WHIWHABHpA U CAKBHUHABHPA, MCXOJS W3 HUX OTHOCHUTEIbHONW aKTUBHOCTH,
MOYKHO 0’XKMJaTh MeHee BbIpakeHHOro 3¢ dexra. [Ipu coBMECTHOM NPUMEHEHNU W3aBYKOHA30J1a
¢ cunbHbIMU UHTHOUTOpaMu CYP3A4/5 koppekius 10361 HE TpeOyeTcs, 0JHAKO PEKOMEHIyeTCs
IPOSIBIATE OCTOPOKHOCTH IO NPUYMHE BO3MOYKHOIO YBEIMUYEHHUS YacTOThl HEXKEIaTEJIbHBIX
JIEKapCTBEHHBIX peakiuii (cMm. pazaen 4.4).

Koppekuust 103bI mM3aByKOHa30ia He TpeOyeTcs B CiIydae OJHOBPEMEHHOTO IMPHUMEHEHHS CO
ciabbIMU UM yMepeHHbIME uHruoutopamu CYP3A4/5.

JlekapcTBEHHbIE MTpenapaThl, KOTOpble UHAYIHPYIOT CYP3A4/5

CoBMecTHOE MpUMEHEHUE M3aByKOHa3o0sa ¢ cuiibHbIMU uHAYKTOopamMu CYP3A4/5, takumu kak
pudamnuiuy, pupadyTuH, kapdamazenud, 0apOUTypaThl JUIMTENBHOTO ACUCTBUS (HAIpHUMED,
¢denobapOuTan), (GEeHUTOMH U Mpenaparbl 3BepoOOs, WUIM C YMEPEHHBIMU HHIYKTOpaMU
CYP3A4/5, takumu kak 3¢aBupeH3, HaQUWIUIMH U STPABUPUH, IPOTHUBOIIOKA3aHO, MOCKOJIBKY
yKa3aHHbBIE JIEKAPCTBEHHBIC MpPENapaThl CIOCOOHBI MPUBOJAUTH K 3HAUYUTEILHOMY YMEHBIICHHIO
KOHIIEHTPALlMU U3aBYKOHA30J1a B I1a3Me (cM. paszaen 4.3).

CoBMecTHOE NMPUMEHEHUE M3aByKOHazosa co ciadbbiMu uHAykTopamu CYP3A4/5, Takumu Kak
alpenuTaHT, MPEJHU30H WM IHUOIJIMTAa30H, MOXKET NPHUBECTH K JIETKOMY WM YMEPEHHOMY
YMEHBIICHHUIO ypPOBHEH H3aBYKOHa30ja B IUIa3Me; COBMECTHOI'O NPUMEHEHHS CO CIAObIMU
unaykropamu CYP3A4/5 cnenyer usberath, 3a HCKIIIOUYEHUEM CIIy4aeB, KOTAa OKUAaeMas 1MojIb3a
IpEeBbIIIAET BO3MOXKHBIN pUCK (CM. pazzen 4.4).

CoBMecTHOE MPUMEHEHNE U3aBYKOHA301a ¢ BBICOKMMH J103aMU puToHaBupa (> 200 mr aBa pas3a B
CYTKH) MPOTHUBOINOKA3aHO, MMOCKOJIBKY PUTOHABUP B BBICOKHX /033X CHOCOOEH MHAYLUPOBATH
CYP3A4/5 m npuBOoAMTh K YMEHBIICHHIO KOHIIGHTPALMM M3aBYKOHa30J1a B IUIazMe (CM.
paznen 4.3).

CrocoOHOCTE M3aBYKOHA30JIa BIIMATH Ha BO3JICHCTBUE JIPYTHUX JICKAPCTBEHHBIX CPEJICTB

JlexapcTBeHHbIE Npenapartsl, Metabonausupyemeie CYP3A4/5

W3aBykoHaszon sBisiercss ymepeHHbIM uHruoutopom CYP3A4/5; coBmecTHOe NpHUMEHEHHUE
M3aBYKOHA30J1a C JIEKapCTBEHHBIMH TpernaparaMmu, KoTopble siBisitorcs cyoctpatamu CYP3A4/5,
MO’KET IPUBOJUTH K YBEJIMUEHUIO KOHLEHTPALUI ATHX JIEKAPCTBEHHBIX IIPENAapaToB B IIIa3Me.

JlekapcTBenHble mpenapatsl, MeTabonmzupyemele CYP2B6

N3aBykoHnazon sBnsiercs cnadbbiv nuaykropom CYP2B6; coBMecTHOE MpUMEHEHNE ¢ IpenapaToM
M3aBYKOHA30JIa MOKET MPUBOANTh K YMEHbBILIEHHIO KOHIEeHTpauui cyoctpatoB CYP2B6 B
IUIa3Me.

JlekapcTBeHHbIE Mpenaparhl, TpaHCHOPTUpYeMble P-gp B KUIIEYHUKE

W3aBykoHazon sBisgercs cnabbiM  uHruOburopom P-ramkomporenna (P-gp); coBmecTHOe
IPUMEHEHHE C U3aBYKOHA30JI0M MOXET MPUBOJIUTH K YBEJIMUEHUIO KOHLIEHTpaluii cyocTpaTtoB P-
gp B IUIa3Me.

JlekapcTBeHHBIE OpenapaTsl, TpaHcuopTupyeMeie BCRP
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WzaBykonaszon siBasiercs uHruoutropom BCRPLin vitréljllrf&;l&&c"ﬁgﬁ[é%ﬁh;a' CIpaTOB

BCRP B mnnazmMe MoryT mnoBblIIaThes. PexkomeHayeTcst coOMoAaTh OCTOPOKHOCTh MpU
NpUMEHEHUH U3aBYKOHAa30J1a COBMECTHO ¢ cyocTparamu BCRP.

JlekapCTBEHHbIE Mpenaparbl, KOTOPbIE YIKCKPETUPYIOTCS MOYKaMH MOCPEJICTBOM TPAHCIOPTHBIX
OesKoB

W3aBykoHa30m sBiseTcs CIaObIM WHTUOMTOPOM MEPEHOCYMKA OpPraHMYeCKHX KaTHOHOB 2
(OCT2). CoBMecTHOE NMPUMEHEHUE H3aBYKOHA30Jla M JIEKAPCTBEHHBIX IPENapaTroB, KOTOPHIE
apisitorest  cyoctpatamu OCT2, MOXeT NpUBOAUTH K YBEIMYCHHMIO KOHILEHTPALUUH ATHUX
JIEKapCTBEHHBIX TPenapaToB B TIa3Me.

Cyoctpatsl ypuauaaudocharraokyporunrpanchepas (YI'T)

N3aBykonazon sBnsieTcs cnadbiv uHrHOuTOpoM YI'T. CoBMecTHOE MpUMEHEHUE N3aBYKOHA30J1a
U JIEKapCTBEHHBIX IpernaparoB, KOTOpble sBISAOTCA cyocTtpatamu YI'T, MOXKET NMPUBOAUTH K
HEOOJIBIIOMY YBEIMUYEHUIO KOHIICHTPAIIUI 3TUX JIEKAPCTBEHHBIX MPENapaToB B IIa3Me.

Tabnuiia B3auMoIeCTBUS JIEKAPCTBEHHBIX CPEJICTB

B3aHMOH€ﬁCTBHﬂ MCXKIY HW3aBYKOHA30JIOM MW COBMCCTHO IMPUMCHACMBIMU JICKAPCTBCHHBIMHA
npenapataMM B 3aBHCHUMOCTH OT HX TEpameBTMYECKOro Kiacca MpuBedeHbl B Tabmuue 1
(yBennueHue 0003HaueHO Kak T, a yMeHblIeHHe Kak |). Ecau He yka3zaHO MHOe, hccie10BaHus,
onucaHHble B Tabmuue 1, ObUIM NPOBENEHBI C MCIOJB30BAHHEM PEKOMEHAYEeMOH J103bl
M3aBYKOHA3011a.

Taoauna 1. BizaumopeiicTrBus

ConyTcTBYIOIIHE Biausinue Ha KoHUeHTpauuu | Pekomenaanuun

JIeKapCTBEHHbIE npenaparos/ OTHOCHTEJIbHO COBMECTHOI'O

npenaparsl 1o cpelHee reoMeTpu4yecKoe NpUMeHeHHs

TepaneBTHYeCKOi n3menenue (%) AUC, Cmax

obJsacTu (MexaHM3M /1eliCTBHA)

IlIpomuesocyoopooscnsie cpedcmea

Kapbamazenun, Konnenrpanus nzaBykonazona |CoBMECTHOE IPUMEHEHHE

¢denobapOuTan v (EHUTOUH |MOKET YMEHbLIATHCS M3aByKOHA30J1a U

(MOILIHBIE UHAYKTOPbI (uanympoBanue CYP3A KapOamazenuHa, GeHUTOMHA U

CYP3A4/5) KapOamMazenuHoM, EHUTOMHOM |0apOUTYypaTOB IITUTEIHHOTO
u OapOuTypaTtaMu JUIMTENBHOTO |eHCTBHUS, TAKUX KaK
NeCTBUS, HaIIpUMED ¢denobapbura,
dbenobapOuTaniom) MIPOTUBOMNOKA3aHO

Anmubaxkmepuanvhole

cpeocmea

Pudamnunvn N3aBykoHazon CoBMecTHOE TPUMEHEHNE

(MOILHBIA UHAYKTOD AUCu: | 90 % M3aBYKOHA30J1a U

CYP3A4/5) Ciax: | 75 % pudamMIuIHa

IIPOTHBOINOKA3aHO

(uanyuuposanue CYP3A4/5)

Pucabyrun He nzyuanocs. CoBMecTHOE IPUMEHEHNE

(MOIITHBIN UHIYKTOP Konnentpanuu n3aBykoHazona |M3aByKOHa3o0i1a u pudadyTruHa

CYP3A4/5) MOT'YT 3HaYUTEIbHO IIPOTUBOIIOKA3aHO
YMEHBIIAThCS
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FOOEATENSHOC TE 00lE)

(uanynupoBanue CYP3A4/5)

Hadmummn He uzyuanocs. CoBMecTHOE TPUMEHEHHE
(yMepeHHBIN UHIIYKTOP Konnenrpauuu u3aBykoHas3oja |M3aByKOHA30J1a U HaQUUITHHA
CYP3A4/5) MOTYT 3HaYNUTEIBHO IIPOTUBONOKA3aHO
YMEHBILATHCS
(uanynupoBanue CYP3A4/5)
Knaputpomunux He uzyyanocs. Koppekuus JTO3BI
(MOIIHBIA HHTUOUTOP Konnenrpauuu u3aBykoHa3ona |M3aBYKOHa30j7a He TpeOyercs;
CYP3A4/5) MOTYT yBEJIMYHUBATHCS PEKOMEHTyeTCs MIPOSIBIIATH

(narubmuposanue CYP3A4/5)

OCTOPOKHOCTb IIO0 HTPHUYHUHC

BO3MOKHOT'O YBEJIMYECHHUS
YaCTOThI HEKEJIaTeJIbHBIX
peaKIunid.

Ilpomuesozpuodkoswvie cpedcm

ea

Kerokonazon
(MOUTHBIA UHTHOUTOP
CYP3A4/5)

H3aBykoHazon
AUCtau: T 422 %
Cmax: 19 %

(uaruduposanue CYP3A4/5)

CoBMecTHOE IPUMEHEHNE
M3aBYKOHA30J1a U
KETOKOHA30J1a
MIPOTHBOIOKA3aHO

Ilpenapamul pacmumenvroz

(Y npoucxo.m'deuuﬂ

[Ipenapatsl 3Bepo6os
(MOUTHBIN UHAYKTOP

He nsyuanocs.
Konuenrpannn n3aBykoHazomna

CoBMecTHOE IPUMEHEHNE
M3aBYKOHA30J1a M IIPEIapaToB

CYP3A4/5) MOT'YT 3HaYUTEIIbHO 3Bep000s MPOTHBONOKA3aHO
YMEHbILATHCS
(nanyumposanue CYP3A4)
Hmmynooenpeccanmal
[uknocnopus, cuponumyc, |luknocnopun Koppekuust 1036l
TaKpOJIUMYC AUCint: 129 % M3aByKOHa30J1a HEe TpeOyeTcs.
(cyocrparet CYP3A4/5) Cmax: T6 % [{uknocmnopuH, CUPOIUMYC,
TaKpOJIMMYC: MOHUTOPUHT
Cuponumyc YPOBHEH B IIa3Me€ U IpU

AUCint: T84 %
Cmax: T 65 %

Takponumyc
AUCinf: 1125 %
Ciax: 142 %

(narubmupoBanue CYP3A4)

HEOOXOIMMOCTH —
COOTBETCTBYIOIIAsT KOPPEKIIHS
JIO3BI

Muxkogenonara Mmodernin
(MOM)
(cyocrpar UGT)

MuxkogeHnonoBast Kuciaora
(M®K, akTuBHBIN MeTaOOIUT)
AUCint: 135 %

Cmax: | 11 %

(uaruduposanune UGT)

Koppekuus 103l
M3aBYKOHA30J1a HE TpeOyeTcs.
M®M: pekomeHayeTcst
MOHHMTOPHHTI BbI3bIBAEMBIX
M®K Tokcu4eckux peakuui
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"COBMCCTROTO PAMEHEANS

[Ipennuson [Ipennn30m0H (aKTUBHBII

(cyoctpatr CYP3A4) MeTaboInT) cienyer uzberarp, 3a
AUCint: 18 % HCKITIOYCHUEM TEX CITydJacs,
Ciax: | 4 % KOTJla OKujaeMasi moJib3a

MIPEBBINIACT BO3MOXKHBINA PHCK

(uarubuposanue CYP3A4).
KoHnenTpanuu nzaBykoHa3zosna
MOTYT YMEHBIIIATHCS
(nanyuuposanue CYP3A4/5)

Onuouowl

OnuaTsl KOPOTKOTO
neiictBus (anpeHTanu,
benTanm)

(cyoctpatr CYP3A4/5)

He uzyyanocs.
KoHnuenTpanuu onuaros
KOPOTKOTO JEUCTBUSA MOTYT
YBEJIUYUBATHCS

(uarudupoBanue CYP3A4/5)

Koppeknns 10361
M3aBYKOHa30J1a He TpeOyeTcs.
Onuatel KOPOTKOTO ACUCTBUS
(andenranmi, peHTaHU):
THIATEJIbHOE HAOII0/IEHHUE C
LIEJIBIO BBISIBIICHUS IPU3HAKOB
JIEKapCTBEHHON TOKCUYHOCTH
U TIPU HEOOXOJJUMOCTH —
YMEHbBIIECHUE J03bl

Mertanon
(cyoctpatr CYP3A4/5, 2B6
2C9)

S-meTaoH (HEaKTUBHBIIM
OTIMATHBIN U30MED)

AUCin: | 35%

Cmax: 171 %

40 % yMeHbllIeHHs Iepuoa
KOHEYHOT'O TIOJTyBBIBEICHUSI.
R-meTanoH (akTUBHBIH
OTIMATHBIN U30MED)

AUCin: | 10 %

Cmax: T4 %

(nanyumposanue CYP2B6)

Koppekuust 103s1
M3aByKOHA30J1a HEe TpeOyeTcs.
MeTanoH: KOppeKIus 036l He
Tpedyercs

Ilpomusoonyxonegvle cpedcmea

Ankanousl 6apBUHKA
(BUHKPHUCTHH, BUHOJIACTHH)
(cyoctpatsl P-gp)

He n3yuanocs.
KoHuenTpanun ankainonnos
OapBHHKa MOTYT YBEJTUUMBATHCS

(uarudupoBanue P-gp)

Koppeknuns 10361
M3aByKOHA30J1a He TpeOyeTcs.
Anxanoupl OapBUHKA!
TIIAaTeNbHOE HAOII0ACHHUE C
L[eJIbI0 BBISIBJIICHUS TPU3HAKOB
JIEKapCTBEHHON TOKCUYHOCTH
U TIpYU HEOOXOJUMOCTH —
YMEHBIIEHUE J103b1

Huxnodochamug He uzyuanocs. Koppexkuus 10361
(cyberpar CYP2B6) KonuenTpanun M3aByKOHA30J1a He TpeOyeTcs.
nukiodochammia MOTyT Huxnodochamu:
YMEHBIIAThCS TIIATENIbHOE HAOII0ACHHUE C
LIEJIbIO BBISIBIICHUS OTCYTCTBHS
(uanyumposanue CYP2B6) 3¢ HEKTUBHOCTH ITpenapara u
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YBCJINYCHHUC JO3bL

Merotpekcar Merotpekcar Koppeknuns 10361
(cy6erpar BCRP, OATI, AUCint: | 3% M3aByKOHa30J1a He TpeOyeTcs.
OAT3) Cmax: | 11 % MeTtoTpekcaT: KOppeKIus

7103BI HE TpedyeTcs
7-TUAPOKCUMETAOO0TUT
AUCint: 129 %

Cmax: T15%

(MeXaHu3M HEU3BECTEH).

Hpyrue He usyganocs. Koppexuust 10361
POTHBOOITYXOJICBBIC Konnenrpanuu naynopyOuInHa, | ©3aByKOHa30J1a He TpeOyeTcs.
cpeicTBa (1ayHOpYyOUIIMH, |AOKCOpYOMIIMHA, UMAaTUHHOA, JayHopyOuLIKH,
JIOKCOPYOUIIMH, UMAaTUHUO, |HMPUHOTEKAHA, JanmaTHHUOA, JIOKCOPYOUITNH, UMAaTUHUO,
UPUHOTEKaH, JJalaTUHUO, MHUTOKCAHTPOHA, TOMOTEKaHa UPUHOTEKaH, JIAaTUHUO,
MHUTOKCAHTPOH, TONOTEKAH) |MOTYT YBEINIHBATHCS MUTOKCAaHTPOH WIJIH
(cyoctpatet BCRP) TONMOTEKAaH: TIIATEIbHOE
(narubuposanue BCRP) HaOJII0/IEHUE C LIETIBIO

BBISIBJICHUSI IIPU3HAKOB
JIEKapCTBEHHON TOKCUYHOCTH
Y TIpU HEOOXOTUMOCTH —
YMCHBIICHHUEC JO3bI

Ilpomusopsommnvie npenapamut

ATmpenuTant He n3yuanocs. CoBMeCTHOTO TPUMEHEHHUS
(cnmabpblit UHAYKTOP Konnenrpaunu u3aBykoHa3ona |cienyer u3beraTsb, 3a
CYP3A4/5) MOTYT YMEHBIIATHCS HCKJIFOYEHHEM TEX CIIy4aes,

KOI'Zla OKujaemasl 1osb3a
(napyuuposanue CYP3A4/5) IIPEBBIIIAECT BO3MOXKHBIA PUCK

Ilpomuegoouademuueckue cpedcmea

Metdopmun Metdopmun Koppeknuns 10361
(cyoerpar OCT1, OCT2u  |AUCint: T 52 % M3aByKOHA30J1a He TpeOyeTcs.
MATE]) Cmax: 123 % MerdopmuH: MOXET
noTpeOoBaThCsl yMEHbILICHUE
(narubuposanue OCT?2) JI03bI
Penarnunung Penarnunaun Koppexust 10361
(cyoctpatr CYP2C8 m AUCint: | 8 % M3aBYKOHA30JIa He TpeOyeTcs.
OATPIBI) Ciax: | 14 % Penarnuuug: Koppekius 103561
npenapara He Tpedyercs
Anmukoazynanmol
JlaGurarpana sTekcuiar He usyganocs. Koppexust 10361
(cyOctpat P-gp) Konnentpanuu naburarpana M3aByKOHa30J1a HEe TpeOyeTcs.
JTEKCHJIaTa MOTYT JlaburatpaHa 3TeKCuiIatT
YBEITUYUBATHCS XapaKTepU3yeTcsl y3KHM
TEpareBTUUECKUM HHJIEKCOM,
(uarubuposanue P-gp) cienyeT IpOBOIUTh
MOHHUTOPHHT U IIPH
HEOOXOIUMOCTH —

YMCHBIICHUC JO3bI

10
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Bapdapun
(cy6erpar CYP2C9)

iy ey
o

TT TN

S-Bapdapun

:Idl)“’[:)Bédesﬂ I;‘_[H:';*;,f- [R=Rijiliy)

AUCins: 111 %
Cmax: | 12%
R-Bapdapun
AUCins: 120 %
Cmax: | 7%

M3aBYKOHA30J1a HE TpeOyeTcs.
Bapdapun: koppekius 10361
He TpebyeTcs

AnmupemposupycHnule cpeocmea

JlonunaBup

400 mr/putonasup 100 mMr
(MOI1IHBIE UHTUOUTOPHI U
cyoctpatet CYP3A4/5)

JlonunaBup
AUCuu: | 27 %
Crmax: | 23 %
Chin, s: | 16 %"
Puronasup
AUCru: | 31 %
Crax: | 33 %

(MexaHU3M HEU3BECTEH).
H3aBykoHazon

AUCtau: T 96 %

Ciax: T 74 %

(uarudupoBanue CYP3A4/5)

Koppekuust 103s1
M3aBYKOHA30J1a He TpeOyeTcs;
PEKOMEHIYETCSI IPOSIBIISITH
OCTOPOKHOCTH TI0 TIPHYHHE
BO3MOYXHOT'O YBEITUYCHHUS
JaCTOTHI HEXKEIIATSIBHBIX
JIEKapCTBEHHBIX PEaKIU.

JlonuHaBup/pUTOHABUD:
KOPPEKIIHsI T03bI TP TPHEME
JIOTIMHABHpA

400 mr/putonaBupa 100 mr
Ka)kaple 12 yacoB He
TpedyeTcst, He0OX0IUMO
TIIAaTeNIbHOE HAOII0ACHHUE C
EJTBIO BBISIBICHUS] OTCYTCTBHS
aHTUPETPOBUPYCHOM

3¢ (eKTUBHOCTH Mpernapara

Puronasup (B no3ax
> 200 mr kaxpie 12 yacoB)
(MOUTHBIN UHAYKTOP

He n3yuanocs.
PutOoHaBUp B BBICOKHMX 103aX
MOKET BBI3bIBATHh 3HAYUTCIIBHOC

CoBMecTHOE TPUMEHEHNE
M3aBYKOHA30J1a M1 pUTOHABUPA
B BBICOKHX f03ax (> 200 mr

CYP3A4/5) YMEHBILIEHNE KOHIICHTpaLui Kax/ple 12 yacoB)
M3aBYKOHA30J1a HPOTHUBOIIOKA3aHO
(napyuuposanue CYP3A4/5)

O¢aBupens He uzyganocs. CoBMecTHOE IPUMEHEHHE

(YMepeHHbIH UHAYKTOP
CYP3A4/5 u cyberpar
CYP2B6)

Konnentpanuu s¢paBupensa
MOTYT YMEHbBIIATHCA

(manymupoBanue CYP2B6)
KonnenTpanuu nzaBykoHa3zosna
MOTYT 3HAYUTEITHHO

YMCHBIIATHCA

(uanynupoBanue CYP3A4/5)

M3aBYKOHA30J1a 1 d()aBUPEH3a
MPOTHBOIIOKA3aHO.

OTpaBUpUH
(yMepeHHBIN UHIIYKTOP
CYP3A4/5)

He uzyyanocs.

Konuenrpauuu n3aBykoHazosna
MOTYT 3HAYUTCIIBHO
YMEHbIIATHCS

CoBMecTHOE TPUMEHEHNE
M3aBYKOHA30J1a ¥ 3TPaBUPHHA
MIPOTHBOIOKA3aHO

11
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CYP3AWRCTEROBATEREHOCTE 0008)

(MHAYLIMPOBAHUE
WnaunaBup Wuaunasup® Koppexust 10361
(MOUTHBINA HHTHOUTOP U AUCin: ¥ 36 % M3aByKOHA30J1a HE TpeOyeTcs;
cyoctpar CYP3A4/5) Cmax: ¥ 52 % PEKOMEHAYETCSI IPOSIBIISITH
OCTOPOXKHOCTb I10 TIPHYNHE
(MexXaHHU3M HEM3BECTEH). BO3MOHOTO yBCIMICHUA
YaCcTOTHI HEeXKeNaTeIbHBIX
KOHLEHTpaLuy n3aByKoHasona | 1eKaPCTBEHHBIX PEAKIMH.
MOTYT YBEIHUUBATHCS WNHnnHaBup: TIATENBHOE
HaOII0ICHUE C LIETIbIO
(uaruduposanue CYP3A4/5) BBLABIICHHS OTCYTCTBUA
aHTUPETPOBUPYCHOM
3¢ (eKTUBHOCTH Mpenapara u
P HEOOXOIUMOCTH —
YBEIMYCHUE JI03BI
CakBuHaBHUD He usyganocs. Koppexust 10361

(MOUTHBIA HHTHOUTOP
CYP3A4)

KonnenTpanuu cakBuHaBUpa
MOTYT YMEHbBIIATHCS (KaK 3TO
0OHApY>XEHO TSt
JIONTMHABHpa/PUTOHABUPA) WU

YBEJIMYUBATHCS (MHTUOMpPOBaHUE

CYP3A4).

KOHI_ICHTpaI_II/II/I HN3aBYKOHAa30JIa

MOTYT YBCIMYHUBATbHCA

(uarubuposanue CYP3A4/5).

M3aBYKOHA30J1a He Tpedyercs;
PEKOMEHAyeTCs MPOSIBIATh
OCTOPOXKHOCTb IO TIPHYNHE
BO3MO>KHOT'O YBETHYCHHUS
YaCTOTHI HEeXKENaTeIbHBIX
JIEKapCTBEHHBIX PEAKLIUH.
CaxBHUHABUD: TIIATEIHLHOE
HaOJII0ICHNE C LIENbIO
BBISIBIICHUS IPHU3HAKOB
JIEKapCTBEHHON TOKCUYHOCTHU
W/WIN OTCYTCTBUS
aHTUPETPOBUPYCHOM

3¢ (}eKTUBHOCTH Mpenapara u
P HEOOXOIUMOCTH —
KOPPEKITHS T03BI

Jpyrue uHruOUTOPHI
nporeas (Hanpumep,
(docamnpeHaBup)
(MOIIHBIC WJIH yMEPEHHBIC
UHTUOUTOPHI U CYOCTPATHI
CYP3A4/5)

He nsyuanocs.
Konnenrpannun HHrHONTOPOB
pOTEa3 MOTYT YMEHBIIIATHCS
(kak 2TO OOHAPYKEHO TSI
JIONTMHABHPa/PUTOHABUPA) WU
YBEITUYUBATHCS

(narubuposanue CYP3A4)

Konuenrpannn n3aBykoHazomna

MOTYT YBCINMYHUBATHCA

(uaruduposanue CYP3A4/5)

Koppexuust 10361
M3aByKOHA30J1a HEe TpeOyeTcs.
WHruburops mporeas:
THIATEJIbHOE HAOII0/IEHHUE C
LIEJIBIO BBISIBIICHUS PU3HAKOB
JIEKapCTBEHHON TOKCUYHOCTH
W/WIINA OTCYTCTBHS
AHTUPETPOBUPYCHOU

3¢ HEKTUBHOCTH Mpenapara u
pu HEOOXOIMMOCTH —
KOPPEKIHS 103bI

Hpyrue HHUOT

He n3yuanocs.

Koppekuus 103l

M3aBYKOHA30J1a HE TpeOyeTcs.
HHUOT: TmareasHoe
HAOJIIOIEHUE C IIETBIO
BBISIBJIICHUA HpI/I3HaKOB

(HarmpuMep, HEBUPAITUH)
(MHAYKTOpHI U CyOCTpaThI
CYP3A4/5 u2B6)

Konuentpaunn HHUOT moryt
yYMEHbIIAThCs (MHAYLIMPOBAaHUE
CYP2B6 nzaBykoHa30510M) U1
YBEJIMYUBATHCS

12
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(narubmpoBanue CYP3A4/5) W/WTN OTCYTCTBUS
AHTUPETPOBUPYCHOU

3¢ HEKTUBHOCTH ITpenapara u
pu HEOOXOTMMOCTH —
KOPPEKIHsL 103bl

Anmayuowt

O30Mmenpazon W3zaBykoHazon Koppexust 10361

(cy6erpar CYP2C19, TpH  |AUChu: 1 8 % M3aBYKOHA30J1a He TpeOyeTcsl.

HKEITYI0YHOT'O COKa) Crax: 1 5% D30Menpa3oil: KOppeKLIus
7103bl HE TpedyeTcst

Omenpason Omenpason Koppekuust 1036l

(cyberpar CYP2C19, T pH [AUCie + 11 % M3aBYKOHA30J1a He TpeOyeTcs.

KEITYJOYHOTO COKA) Crax: ¥ 23 % OMernpazon: KOppeKIus 1036l

He TpebyeTcs

Tunonunudemuueckue cpeocmea

ATOpBAcCTaTUH U Ipyrue ATopBacTaTuH Koppeknuus 10361
CTaTHHBI (CyOCcTpaThl AUCins: 1 37 % M3aByKOHa30J1a He TpeOyeTcs.
CYP3A4, nanmpumep Cmax: 1 3% Ha ocHoBe pe3ynbTaToB U1
CHMBACTATHH, JIOBACTATHH, | IThyrye cTaTHHBI He H3ydauch, |ATOPBACTATHHA KOPPEKIHUSA
po3yBacTaThH) KOHUeHTpALMH CTATHHOB MoryT |/103bI CTATHHOB He TpeOyercs.
(cyoctpatet CYP3A4/5 YBEIMIHBATCS Pexomenpayercs TmiaTenbHOE
u/unu BCRP) HaOJII0/IEHHUE C LIEJIBIO
(uaruduposanue CYP3A4/5 BBIABJICHIA BOSMOKHBIX
wiu BCRP) He)KeJlaTeJIbHbBIX PeaKui,
TUIMYHBIX JUISI CTATUHOB
[Inornurazon He n3yuanocs. CoBMeCTHOTO TPUMEHEHHUS
(cnmadpblif UHAYKTOP Konnenrpauuu u3aBykoHa3ona |cienyer u3beraTsb, 3a
CYP3A4/5) MOTYT YMEHBIIATBCS HCKJIFOYEHHEM TEX CIy4Yaes,

KOI'Zla OKujaemasl 1oJb3a
(nanyuuposanue CYP3A4/5) IIPEBBIIIAECT BO3MOXKHBIA PUCK

Aumuapummuueacue npenapamasl

JlurokcuH JlurokcuH Koppekuust 103s1
(cyOctpat P-gp) AUCinr: 1 25 % M3aByKOHa30J1a HEe TpeOyeTcs.
Crax: 1 33 % JIUrOKCUH: cienyer
Ha0II01aTh 32
(nHrHGupoBanue P-gp) KOHIEHTPAIUSIMU JUTOKCUHA B

CBIBOPOTKE U 110 pE3yjibTaTaM
MMPOBOAUTDH TUTPOBAHUC TO3bI

JTUTOKCHHA

Ilepopansusle npomueo3auamounsle cpeocmea

DTUHHIACTPAAUOT U DTHHWIACTPATNON Koppexkuus 10361

HOPATUHIIPOH AUCins: 1 8% M3aByKOHA30J1a He TpeOyeTcs.

(cyocrpater CYP3A4/5) Comax: 1 14 % OTUHWIACTPAANON U
Hop>THHIpOH HOPATUHAPOH: KOPPEKIIHS
AUCiue: 1 16 % 7103bl HE TpedyeTcsl.

Comax: t 6%

Hpomueoxaumeebte cpedcmea
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Jexctpomerophan JlexctpomeTophan e TS ppekirts Hoser | - 0o 09!
(cyoctpar CYP2D6) AUCinr: 1 18 % M3aBYKOHA30J1a HE TpedyeTcs.
Comax: 1 17 % HexctpomeTopdan:
Jexctpopdan (aKTHBHBIN KOPPEKIHsi 03B He TPeOyeTCs
MeTaboInT)
AUCinr: 1 4%
Cinax: V2%
benzoouazenunwi
Mupazonam MupazonaM nepopanbHO Koppekuust 103s1
(cyocrpar CYP3A4/5) AUCin: 1 103 % M3aByKOHA30J1a HEe TpeOyeTcs.
Coax: 1 72 % Mupazonam: peKOMEHIyeTCs
TIIATEIFHOE HAOIIOICHNE
(nnruGuposanne CYP3A4) KIIMHUYECKUX MPU3HAKOB U
CUMIITOMOB U TIpH
HEO0OXOIUMOCTH —

YMCHBIICHHUEC JO3bL

Ilpomusonooazpuueckue cpedcmea

Konxunux He n3yuanocs. Koppeknuus 10361
(cyberpar P-gp) KoHuenTpanun xonxunusa M3aBYKOHA30J1a He TpeOyeTcs.
MOTYT YBEJIMYUBATHCS Konxuuun xapakrepusyercs
Y3KHUM TEPANEBTUYECKUM
(uarubuposanue P-gp) WHJEKCOM, CIEAYEeT

MIPOBOAUTH MOHUTOPHUHT U TIPH
HEOOXOIUMOCTH YMEHBIIIATh

J03Y.
Cpeocmea npupooHozo RPOUCX0HCOCHUS
Kogenn Kogenn Koppekuust 1036l
(cy6erpar CYP1A2) AUCinr: 1 4% M3aByKOHA30I1a He TpeOyeTcs.
Comax: V1% Kodenn: koppekius 10361 HE
Tpedyercs
Cpeocmea 013 npekpauieHus KypeHus
bynponuon bynponvon Koppeknuns 10361
(cyberpar CYP2B6) AUCine: ¥ 42 % M3aByKOHA30J1a He TpeOyeTcs.
Crmax: + 31 % Bynponmon: npu
HEO0XO/IMMOCTH - yBEITUUEHHUE
(urayumposanne CYP2B6) AO3BL.

HHUOT — Henykieo3uaHble HHIHOUTOPBI 00paTHOM TpaHcKkpunTassl (non-nucleoside reverse-
transcriptase inhibitor); P-gp — P-rnuxonporeus.

? Y MeHblIeHHEe CPeHEro 3HaUeHUsI MUHUMAJIbHOTO YPOBHS, %o.

® YlupuHABHp MCCIIE0BAIN TOTBKO TI0CIIE OMHOKPaTHOTO mpruema 400 Mr H3aByKOHA3071a.
AUCinf — momas noj papMakoOKMHETHUECKOM KpUBOI 3aBUCUMOCTH KOHIICHTPALIMY B IJIa3Me

OT BpeMeHH, OHKcTpamnoiupoBaHHas 10 OeckoHeYHOCTH; AUCuu— miomaab Moj
(apMaKOKMHETUYECKON KPUBOM 3aBUCMMOCTH KOHLIEHTpAIMU B IJIa3Me OT BPEMEHHU B TEUCHHE
2449 B paBHOBECHOM COCTOSHUH;, Cmax — TNHKOBas KOHIEHTparus B 1ia3me; Cmin,SS —

MHWHUMAJIBHBIC YPOBHU B PAaBHOBCCHOM COCTOSAHUMU.
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(MOCNEOCBATENEHOCTE 0008)

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JTAKTANMA

)KGHHII/IHI)I C JACTOPOAHBIM IMOTCHIMAJIOM
HpenapaT er3eM6a HC PCKOMCHAYCTCA IPUHUMATD KCHIIIUHAM, CIIOCOOHBIM K ACTOPOKACHUIO
N HC UCIIOJIBb3YIOIIUM KOHTPALCIIIUIO.

bepemenHocTh

Jlannble o npuMeHeHuo npenapara Kpesemba y OepeMeHHBIX KEHIUH OTCYTCTBYIOT.
UccnenoBanuss Ha JKUBOTHBIX BBISIBWIM PENPOAYKTUBHYIO TOKCHYHOCTH (cM. paszzgen 5.3).
HOTGHI_II/IaJ'ILHHﬁ pHCK JJIA 4YCJIOBCKA HEU3BCCTCH.

HpenapaT er3eM6a HC CJICAYCT HUCIIOJIb30BAaTh IIPpU 6epeMeHHOCTI/I, 34 UCKIIIOYCHHUEM CJIy4dacB
TSAXKEIIBIX WA MOTCHIHUAJIBHO YIPOXAIOMNX KU3HU FpI/I6KOBI)IX I/IH(i)eKHI/II\/’I, AT JICHCHUS KOTOPBIX

MOKET MCMOJIb30BaThCsl U3aBYKOHA30JI, €CIIM OXKUJAeMasl M0JIb3a MPEBBIIIAET BO3MOXKHBIA PUCK
IUTS THIOA.

Jlaxranums

Nmetomuecs  gaHHble  UccenoBaHUM  (apMakoIMHAMUKHU/TOKCUYHOCTH HA  JKHUBOTHBIX
CBU/IETEJIbCTBYIOT, UTO N3aBYKOHA30JI/METabO0INThI IPOHUKAIOT B MOJIOKO (CM. pazzen 5.3).
Henb3s CKIIOYUTH PUCK AJI11 HOBOPOKIEHHBIX U MJIa/ICHLIEB.

KOpMJIeHI/IC TPYABIO OOJIZKHO OBITh IMPEKpaAIICHO BO BPEM:I JICUCHUS IPCIIaApaTOM erzeM6a.

depTriabHOCTD

JlaHHble O BIUSHUM H3aBYKOHAa30Ja Ha (EepPTHILHOCTh y 4YeJOoBeKa OTCYTCTBYIOT. B xome
UCCJICTIOBAaHHI Ha )KUBOTHBIX HE BBISBICHO CHIDKEHUE (PEPTUIIHHOCTU CAMOK U CaMIIOB KPBIC (CM.
pasnmen 5.3).

4.7. BausiHue Ha CIOCOOHOCTD YupaBJjiiTb TPAHCIOPTHBIMH CpEIACTBaAMHU H paﬁoTaTb C
MEXaHU3MaMHU

W3aByKoHa30/1 OKa3blBaeT YMEPEHHOE BIMSHHUE Ha CIIOCOOHOCTH YIPABISATH TPAHCIOPTHBIMU
cpeactBaMu M paboTtath ¢ MexaHu3Mamu. llanmentam crenyer wu30eraTh  yHmpaBlieHUs
aBTOTPAHCHOPTHBIMHU CPEACTBAMU M pabOThl C MEXaHW3MaMH MpH OIIYIIEHHMH CUMIITOMOB
CIIyTaHHOCTH CO3HAHUS, COHJIMBOCTH, OOMOPOKA 1/UJIU TOJIOBOKPY>KEHHUSI.

4.8. HexxkenareJibHbIE peaKIIuu

Pesrome npoduist 0e30macHOCTH

Hambonee dacThiMM HEXeEIATCIbHBIMH PEAKIUSIMH, 3apETHCTPUPOBAHHBIMH TIOCJIC Hadaia
Tepanuu y B3POCIBIX MAIMEHTOB, OBLIN: MOBBINICHHBIE OMOXUMUYECKUE MOKa3aTeNu (YHKIUU
neuenu (7,9 %), tomnora (7,4 %), psora (5,5 %), oapiika (3,2 %), 601 B xkuBote (2,7 %),
muapes (2,7 %), peakuus B Mecte uHbeKuuu (2,2 %), romoHas 6o1b (2,0 %), runokanuemus
(1,7 %) u coinb (1,7 %).
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HexenarenbHbIMM peakLUMsMHU, KOTOpbIE Hanbosiee t'{glé'llo“ m%&&iﬁﬁﬂkHékbgﬁfEﬁHbMv

NPEKPALIEHUIO MPUMEHEHHUS H3aByKOHA30ja, Y B3POCIbIX MAalMEHTOB OBLIM CIYTaHHOCTH
co3Hanus (0,7 %), octpas moueunas HepoctarouHocTh (0,7 %), moBbIIeHHE OMIMPYOHUHA KPOBU
(0,5 %), cynoporu (0,5 %), oxermka (0,5 %), smmnencust (0,5 %), nbIxaTenbHast HEAOCTATOYHOCTh
(0,5 %) u pBota (0,5 %).

Tabauunoe DPE3IOME HEXKENIATEIbHBIX PEaKIIUN

B Tabnuie 2 npuBeaeH nepeyeHb HeXKeNaTeIbHBIX peaklui MPU MPUMEHEHNHU W3aBYKOHA30J1a IPU
TEepalii WHBA3WBHBIX TPHOKOBBIX WHQEKIUH Y B3POCIBIX TAIMCHTOB B 3aBHCHMOCTH OT
cuctemHo-opranoro kmacca (COK) u wactoThl. B pamkax Kaxmoil Tpymmbl MO YacToTe
BO3HUKHOBCHHUS HEKEJIATEIbHBIC PEAKIMH TPEJCTABICHB B TIOPSAKE YMEHBIICHHS CTCIICHU
CEPHhE3HOCTU C MEAMIIMHCKOW TOYKHU 3peHus. KaTeropuu 4acToThl OMpEAENstOTCsS CIEIYIOINUM
oOpa3om: oueHb yacto (= 1/10), wacto (ot > 1/100 no < 1/10), newacto (ot > 1/1 000 no < 1/100),
peako (or> 1/10 000 mo < 1/1 000), ouenp penko (< 1/10000) m yvacTora Heu3BecTHa (Ha
OCHOBaHWHW UMECIONIMXCS JJAHHBIX OI[CHUTHh HEBO3MOXKHO):

CucremHo- Ouenb Yacro Heuacro Yacrora
opraunblii kaacc | yacto | (ot >1/100 1o | (ot = 1/1 000 10 <1/100) | Heu3BecTHa (Ha
(=1/10) <1/10) OCHOBAHMH
HMEIOIINXCA
JAHHBIX OLEHUTH
HEBO3MOKHO)
Hapymenus co Heiitponenus;
CTOPOHBI KPOBH H TPOMOOLIUTOTICHUA";
muMaTHIeCKOn MAHIIUTOTICHUSI;
CUCTEMBI JICHKOIIeHUS; aHeMus"
Hapymenus co ['urepuayBCTBUTENBHOCTD” |AHAUIAKTUYECKAS
CTOPOHBI peaxius™®
MMMYHHOU
CUCTEMBI
Hapymenns ['unokanuemust; [ MmOMarHueMus;
MeTaboM3Ma u MOHM>KCHHBIH THUITOTJTHKEMMUST
MMUTAHUS QTIIETUT rUIO0ATb0YMHUHEMHUS,
HEJ0CTaTOYHOCTh
nuTaHus”
[Tcuxuueckue Jlenupuii™* Jlenpeccusi, 6ecconnuma’
HapyleHus
Hapymenus co l'onoBnas 6onb, [Cymoporu”; 00MOpOK;
CTOPOHBI HEPBHOU COHJIMBOCTH rOJIOBOKPYKEHUE;
CUCTEMBI napecTe3us’;
pHIIE(hATONATHS;
npenroOMoOpovYHOe
COCTOSIHHE;
nepudepuueckas
HEWpOMNaTHsl; JUCTEB3UA
Hapymenus co Bepturo
CTOpPOHBI OpraHa
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(MO CHEQUERTENEHOC T UOTE]

ciyxa u
nabupuHTa

Hapymenus co
CTOpPOHBI cepALa

Ouopranus
Npeacepanii; TaXUKapaus;
Opanukapaus”; OUIyIICHUE
cepALeOneHNs;
TpPENETaHUE TPEICEPAUL;
YMEHBLICHHUE
UINTENIbHOCTH MHTEpBaa)
QT Ha|
HIIEKTPOKAPIUOTPAMME;
Ha/KEITy0UKOBas
TaXUKapaus;
DKEJTy10UYKOBast
DKCTPACUCTOIIHS;
Ha/KEITy0UKOBas
DKCTPACUCTOJIUS

Hapymenus co
CTOPOHBI COCYI0B

Tpombodnedbut”™

[[MpKyYJIATOPHBIN KOJUIAIIC,
TMIIOTECH3US

Hapymenus co
CTOPOHBI
IbIXaTeIbHOMU
CHUCTEMBI, OPraHOB
TPYJHOU KJIETKH U

Opplimika’; octpas
nbIXaTeabHas
HEI0CTaTOYHOCTH”

bpoHxocnasm; TaXuIHo?;
KPOBOXapKaHbe; HOCOBOE
KPOBOTEUYECHHE

CpPENOCTEHHUS

Kenynouno- PBota; nuapes; Jlucriericus; 3amnop;
KUIIEYHBIE TOIIIHOTA; 0OJIb B [B3AyTHE KUBOTA
HApYUIEHHUS PKUBOTE"

Hapyienus co [ToBbIIEHHE I'emaromeranus; renaTut
CTOPOHBI [IEYEHU U OHOXMMHYECKHUX

JKEITUEBBIBOIAIIINX rmokazarteiei

IyTeu yukuun neuenn’’

Hapyenus co CoItib”; 3y [Terexuu; aJIOTIeIINs;
CTOPOHBI KOXKHU U JIEKapCTBEHHBIN J1IEPMaTUT;
MOJKOKHBIX nepmMaTut”

TKaHe

Hapyienus co bosnb B cinHe

CTOPOHBI

MBIIICYHOM,

CKEJIETHOMN U

COCTUHUTENLHON

TKaHU

Hapymenus co [Toueunas

CTOPOHBI MMOYEK U HEIOCTaTOYHOCTh

MOYEBBIBOISIIUX

nyTei
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OGmue Bob B rpynroii || Hepudiépraedkat = T =BT TE HUUE]
HapYLIEHUs 1 KIIeTKe"; oTek;” obIee

pEeaKIuK B MECTE TIOBBILICHHAS He/IOMOTaHHUE; ACTEHHUS

BBEJICHUS YTOMIISIEMOCTH;

N Vka3pIBaeT Ha rpynnmvupoBaHUC COOTBETCTBYIOUIUX IMPCAIIOYTUTCIIBHBIX TCPMHUHOB B OOHO
MCIHUIMHCKOC ABJICHHUC.

* HesxenmaTennHast JICKApCTBCHHAA PCaKlMsd, BEIABICHHAA B TIOCTPCTUCTPALIMOHHOM IIEPUOJL.

# CM. pasaci «Onucanue OTACIBHBIX HCXCIIATCIbHBIX peaKL{Hﬁ» HUKC.

Onucanue OTAENbHBIX HEXKEIATeNIbHbIX PeaKINil

Jlenupuii BKIO4aeT B ce0sl peakiMy CIIyTaHHOCTH CO3HaHUSI.

K mnoBplmieHuio OMOXMMHMYECKHX I[OKazarened (YHKIUU TEYEeHU OTHOCATCS IIOBBIIICHHE
AKTUBHOCTH aJJaHWHAMHHOTpaHC(epa3bl, HOBbIIIEHNE aKTUBHOCTH aclapTaTaMUHOTpaHc(epassbl,
MOBBIIICHHE AaKTHUBHOCTU IIEIOYHOM (ocdaTazpl B KpOBH, IOBBIIIEHHE KOHLEHTpPALUU
OunupyOuMHa B KPOBH, IMOBBIINIEHUE AKTUBHOCTH JIAKTATIETMIPOTreHa3bl B KPOBH, IOBBILICHHUE
aKTUBHOCTH TramMMa-riyTaMuiaTpaHcdepasbl, MOBBILIEHHE AaKTUBHOCTU ()EPMEHTOB MEYEHH,
HapylmieHue (QYHKIMW [€YeHH, TUNepOMIupyOMHEeMHIO, HapylleHHe OHOXMMHUYECKUX
nokasaresnei (pyHKIMU eUYeH! U MOBbIIIEHHE aKTUBHOCTH TPaHCAMHHA3.

BiusHue Ha pe3ynbTaThl 1a00PATOPHBIX aHATU30B

B HBOﬁHOM CJICTIOM PaHOOMHU3UPOBAHHOM KIIMHUYCCKOM HMCCICOOBAHHNU C AKTUBHBIM KOHTPOJIEM
516 manueHToB C MHBa3WBHBIM TPUOKOBBIM 3a00JI€BaHHEM, BHI3BAHHBIM BUIAMU Aspergillus nnu
JPYTMMU MULIETHATbHBIMU IpUOaMi, HA MOMEHT OKOHYAaHUS HCCIIEAYEMOT0 JIEUEHUS COO0IIaIoch
0 MOBBIILICHUT TpaHCaMHHA3 MEYCHH (amanmHaAMHHOTpaHC(Epasbl Win
acrapraTamMuHOTpaHc]epassr) Oosiee 4yeM B 3 pa3a OTHOCHUTEIBHO BEPXHEW T'PAHHIIBI HOPMBI
(BI'H) y 4,4 % manuueHToB, MOIy4aBIIUX U3aBYKOHA30JI. BbIpakeHHOE MOBBIIICHNE TPaHCAMUHA3
> 10 x BI'H na6monanace y 1,2 % manueHToB, MOJTy4YaBIINX U3aBYKOHA30].

Coo0111eH1e 0 1M0/103PEBAEMBIX HEXKENIATEIBbHBIX PEAKIHIX

BaxxHo coo0miate 0 mogo3peBaeMbIX HEXEIATENbHBIX PEaKIMAX MOCe PErUCTpalliy Mpernapara ¢
LeJIbI0 00eCIeUeHUsI HEMPEPHIBHOIO MOHUTOPHHIA COOTHOILICHHUS «I10JIb3a-PUCK» JIEKAPCTBEHHOTO
npenapata. MeauIUMHCKUM paOOTHUKAM PEKOMEHJyeTcsl cOOoOIaTh O JIHOOBIX MMOJ03pEBaEMBbIX
HEKeJaTeNIbHBIX PEaKIUAX JIEKapCTBEHHOTO MpernapaTa 4Yepe3 HallMOHAIbHbIE CUCTEMbI COOOIIEHUS
0 HEeXKEJATEeJIbHBIX PEAKIUAX FOCyJapCcTB — WieHOB EBpaznuiickoro 3KOHOMUYECKOT0 COr03a.

Poccuiickas ®enepanus

DenepanbHas cityx0a 1o Hag30py B cdepe 3apaBooxpaHenus (PoczapaBruanzop)

Anpec: 109012, r. MockBa, CrnaBsiHCKasl muiomaib, 1.4, ctp.1

Tenedon: +7 800 550 99 03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMAIMOHHO-TEIEKOMMYHHUKAITIOHHOM ceTH «aTepHeT:
http://www.roszdravnadzor.gov.ru

Pecnybauka Kazaxcran

PI'TI Ha I[IXB «HauvoHanbHbIN LEHTP SKCIEPTU3BI JIEKAPCTBEHHBIX CPEICTB U MEIULIMHCKUX
u3nenuin»y Komurera MeAMIIMHCKOTO U (hapMalieBTUYECKOT0 KOHTPOJIsi MUHHCTEpCTBA
3apaBooxpanenust Pecryonuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. Imanosa 13 (BL{ "Hypcayner 2")
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Tenedon: +7 (7172) 235-135 (NOCNEAOBATENBHOC Tb 0008)

OnektpoHHas nouta: farm@dari.kz
CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKAIMOHHOM ceTH «MHTepHeT»: https://www.ndda.kz/

Pecnybauka benapych

VII «lleHTp 3KCHepTU3 U HCHBITAHUN B 3paBOOXPAaHECHUM» MMHHUCTEPCTBA 3/[PABOOXPAHEHHUS
Pecniy6nuku benapychb

Anpec: 220037, r. Munck, ToBapuieckuii nep. 2a

Tenedon otnena Gpapmakonanzopa: +375 (17) 242-00-29

®axc: +375 (17) 242-00-29

DnekTpoHHas noyurta: repl@rceth.by, receth@rceth.by

CaiiT B uH(pOpMAIIMOHHO-TEJIEKOMMYHUKALMOHHOM ceTH «MHTepHeT»: http://www.rceth.by

4.9. Ilepeno3npoBka

CUMOTOMBI

CBepxTepaneBTHUECKUE 03Bl (SKBUBAJICHTHBIE NMpPHUEMY H3aByKoHa3zosa B jgo3e 600 mr/cyTku)
OLICHUBAJIUCh B MCCIIEJOBAaHMM BIUSHUS mpenapara Ha uHTepBan QT, rae HexenarenbHbIE
SIBJICHU, BOHUKAIOIIME [10CJIE Hayalla TEPAIUH, B TPYIIIE IPUEMa CBEPXTEPAIIEBTUYECKOM 103bI
HaOJI0JaIMCh Yallle, YeM B TpyIIe MpHEMa TeparneBTHYECKON 103bl (3KBUBAJIECHTHOW MpHEMY
u3aByKoHa3osa B 103¢ 200 MI/CyTKH); cpeid 3THX HeXeJaTeIbHbIX SBICHUH ObUTH ClIEAyIOIINeE:
rojioBHast 00JIb, FOJIOBOKPY’KEHHUE, MTAPECTE3Hs], COHJIUBOCTb, HAPYILIEHUSI BHUMAHUS, JUCTEB3HS,
CYXOCTb BO pTy, AHMapes, OpajbHas TUIECTe3Us, PBOTA, NMPHIUBBL, TPEBOra, OECIOKOWUCTBO,
OILlYILIEHUE CepAIeOneHNs, TaXUKapAHsl, CBETOO0S3Hb U apTpaJIrusl.

Jleuenue
N3aBykoHa30:1 HE BBIBOAUTCS MpH remoauanuse. Crenududeckoro aHTUA0Ta ISl M3aBYKOHA30J1a
HE CyIIecTByeT. B ciydae nepeo3upoBKu ciaeAyeT HayaTh MOIIEPKUBAIOIIEE JICUCHUE.

5. DPAPMAKOJIOTMYECKUE CBOVMCTBA
5.1. ®apmakoauHaAaMHYeCKHe CBOMCTBA

dapmakoTepaneBTUYECKass TPYIIA: MPOTUBOTPUOKOBBIE CpPEACTBA CHUCTEMHOTO JICHCTBUS,
MIPOU3BOAHBIE TPHA30J1a U TETPA30JIA.
Kon ATX: JO2ACOS.

Mexanuszm geficTBus

N3aBykoHa3on mpenacTaBisieT co0OW  aKTHUBHOE BEIIECTBO, KOTOpPOE o0Opasyercs IMociie
MepOpaIbHOTO WM BHYTPUBEHHOTO BBEJCHUS N3aBYKOHA30HUS CylbdaTa (cM. paznen 5.2).

B ocHoBe ¢pyHrunmaHoro AeicTBUs N3aByKOHA30J1a JIEKUT OJJOKUPOBAaHUE CUHTE3a 3procrepoia,
TJIABHOTO KOMITOHEHTA KJIETOYHON MeMOpaHbl TprOOB, MyTeM UHTHOUpoBaHUs UTOXpoMm P-450-
3aBUCUMOTO  ¢epMeHTa  JaHOCTepoi-14-ambda-neMernnaspl, KOTOPBIM  oOecreunBacT
MpeBpallleHHe JIAHOCTEPOJia B 3ProcTeposl. ITO MPUBOAUT K HAKOIUIEHUIO METHJIMPOBAHHBIX
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MeMOpaHe, 4TO 0CJIa0IISIeT CTPYKTYPY M PYHKIIMIO KIETOYHON MeMOpaHbl rpuda.

Mukpobuosorus

B YKMBOTHBIX MOJIEIISIX JTUCCEMHHHPOBAHHOTO u JIETOYHOT'O acreprumuniesa
dapmakonunamuueckuii  (DJ]) wHAEKC, HEOOXOAUMBIA nns  OHEHKH A(hPeKTUBHOCTH,
PACCUHTHIBAIOT ITyTEM JICJICHHUS 3HAYCHUS IUIOMAIN MO KPUBOW 3aBHCHMOCTH «KOHIICHTPAITUS-
BpeMsi» Ha MUHUMAJIbHYIO TIOJIaBIstolTyt0 KoHleHTpanuto (AUC/MIIK).

Opnno3naunas koppessiius Mexay MIIK in vitro m KIMHUYECKHMM OTBETOM IS Pa3HBIX BUJIOB
(Aspergillus n Mucorales) He Obl1a yCTaHOBJIEHA.

Konnenrpaunu wu3aBykoHazosa, TpeOyemble Ui WMHTMOMpOBaHUA poJOB Aspergillus wu
POZIOB/BUIIOB MOCHEN0OBaTeNbHOCTH Mucorales in vitro Obuln oueHb BapualenbHbl. B menowm,
KOHIIGHTPAaLlMU HM3aBYKOHa30J7la, TpeOyemble Il MHTUOMpOBaHUS poaoB Mucorales Bbllie
KOHIICHTpAIMi, HEOOXOAMMBIX JJIsI HHTUOUPOBAaHUS OOJBITMHCTBA POJIOB Aspergillus.

Knunnueckast 3ppeKTUBHOCTh ObLIa MPOJEMOHCTPUPOBAHA JUIsl CIIEAYIOIIMX BUIOB Aspergillus:
Aspergillus fumigatus, A. flavus, A. niger u A. terreus (cm. Hudice).

Mexaumsm(-b1) PE3UCTEHTHOCTH

CHmKeHHasi YyBCTBUTEIbHOCTh K IPOTUBOTPUOKOBBIM CPEICTBAM TPUA30JIBHOTO psijia CBSA3aHA C
MyTalUsIMU T€HOB TpUOOB cypSlA u cyp51B, xoaupylomux OelOK-MUIIEHb JIAHOCTEpoI-14-
anb(a-gemMeTunasy, 3aJIeiCTBOBaHHBIM B OmocuHTE3¢ 3procreposa. Coobmanoch O mraMmax
IpubOB CO CHIKEHHON YYyBCTBHUTEIBHOCTHIO K W3aBYKOHA30Jy in Vitro, HENb3sl HCKIIOYATh
HaJIMYue MNEPEeKPECTHOW PEe3UCTEHTHOCTU K BOPUKOHA30Jly M JAPYTUMHU MPOTUBOTPUOKOBBIMU
CPEJICTBAMU TPUA30JIBHOTO Psla.

EUCAST norpanuysble 3HaYCHUA

Buasbi Aspergillus IHorpanu4Hble 3HAYECHUS] MUHMMAJIBHON NOAABISAIOLIEH
koHueHTpanun (MIIK) (mr/n)
<Y (UyBcTBHUTEJIbHBII) >P (Pe3ucTeHTHBII)
Aspergillus flavus 1 2
Aspergillus fumigatus 1 2
Aspergillus nidulans 0.25 0.25
Aspergillus terreus 1 1

B nHacrosimiee BpeMsi HEOCTATOYHO IAHHBIX U YCTAHOBJICHUS KIMHHYECKUX ITOTPAaHHYHBIX
3HaYeHUH AJIs IpYTuX BUIOB Aspergillus.

Kinanueckas 2dbdhEKTHBHOCT U 0€30IIaCHOCTD

Jleuenue uneasuenozo acnepeuinesa

be3onacHocTh M 3(1)(1)6KTI/IBHOCTL HN3aBYKOHa30JIa Ui TCpalnru B3pPOCIBIX MMAlUCHTOB C
HWHBAa3sMBHBIM aCIICPrujji€3oM Obu1a OllCHEHA B XOJI¢ JBOMHOTO CJIIEIOr0 KIMHHYECKOIO
HCCJIICAOBaHUAd C AKTHUBHBIM KOHTPOJICM Y 516 NalqMCHTOB C HWHBA3HMBHBIMU FpI/I6KOBBIMI/I
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 23.07.2025

025 M= 18873

3a00JIeBaHUAMH, BBI3BAaHHBIMHM BUIAMU Aspergillus u Hﬂ%nﬂﬁ%in éﬁ%iﬁﬁﬁ%ﬁlﬁéﬁﬁ. B

rpynne ITT («nmamueHTsl, KOTOphIM HazHaueHo jedeHue») (ITT), 258 manmenToB nomydanu
M3aBYKOHA30JI U 258 ManueHTOB NoJydald BOPUKOHA30I1. [3aByKOHAa301 BBOJWIM BHYTPUBEHHO
(oxBuBanieHTHO 200 Mr H3aByKOHa30/a) Kaxable 8 4acoB B TeueHHUE INepBbIX 48 yacoB ¢
HOCJEIYIONUM BBEIEHUEM OJMH Pa3 B CYTKM BHYTPUBEHHO WJIM NEPOPAIBHO (PKBUBAJIEHTHO
200 mMr M3aByKOHa30/1a). YKa3aHHAs B MPOTOKOJIE MaKCUMaJbHAs MPOIOJDKUTEILHOCTD JICUEHUS
cocraisia 84 nHs. MenuaHHasi IpOIOJKUTENIBHOCTD JIEUEHUS COCTaBIIsAIa 45 THEN.

OO6umit orBer Ha MoMeHT okoHuaHuss Tepanuu (OT) B momymsauumum myITT (manumeHtsr c
JIOKa3aHHBIM M IIpeNIoJiaraéMbIM HMHBA3UBHBIM acCHEPriijie30M Ha OCHOBAaHHM pPE3YyJIbTATOB
LIUTOJIOTUYECKUX, THCTOJIOTMYECKMX U KYJIbTYPAJbHBIX MCCIENOBAaHUNH WIM TecTa Ha
rajlakToMaHHaH) Obl1 ouleHeH KoMuTeToM mo aHanu3y JaHHBIX B cienoM pexume. [lomynsanus
myITT cocrosana w3 123 manueHTOB, NOJy4YaBIIMX H3aByKoHazon, u 108, mnosydaBmImx
BOpUKOHa30j1. OOl OTBET B yKa3aHHOW MOMYJsALUU ObUT JOCTUTHYT y 43 mauueHntoB (35 %) B
rpynrne MoJy4yaBIIMX H3aBYKOHa30d U y 42 mnamuentoB (38,9 %) B rpymme noiy4aBIIUX
BOpUKOHa30J1. CKOppeKTHpOBaHHas  OTHOCUTEIbHAas  pa3HHUIA  PE3YyJIbTaTOB  JIEUEHUs
(BopukoHa301 — u3aBykoHazon) coctaBimsia 4,0 % (95 % moBepuTenbHbIM wHTEpBAN: —7,9;
15,9).

[TokazaTens 1eTaTbHOCTH OT BCEX MPUYWH JJIS TAHHOU TOIMYJISIIIUK B IeHb 42 cocTaisiio 18,7 %
B TIpyNIe INOJy4YyaBIIMX H3aBYKOHazonl U 22,2% B rpynne MNoiay4yaBIIMX BOPUKOHA30JI.
CkoppeKkTHpOoBaHHAasi OTHOCUTENbHAs pa3HHUIA pPE3yIbTaTOB JiedeHHUs (M3aBYKOHA30J —
BOPUKOHA30:1) cocTaBisiia —2,7 % (95 % nosepurenbublii uHTEpBa: —12,9; 7,5).

Jleuenue mykopmuxosa

B X011 OTKpBITOr0 HEKOHTPOIMPYEMOTO UCCIIEIOBaHUS 37 B3POCIBIX MAIMEHTOB C TOKa3aHHBIM
WIA TIPeAnojiaraéMbiM MYKOPMHKO30M TIOJIyYald M3aBYKOHA30J B TaKOM JXKe pexXHMe
JO3MPOBAHUS, YTO U JUTS JICUCHHSI HTHBA3UBHOTO acneprmuie3a. MeauanHas poI0JKUTEIbHOCTb
JeueHusl cocTaBisia 84 MHs Ui BCell MOMyNSALMHU MalMEeHTOB ¢ MyKOpMHUKO30M U 102 mHs s
21 manmeHTa, KOTOpBIE paHee HE MOJyJald JIeYeHHE OT MYKOpMHKo3a. Iyl ManmueHToB ¢
IpernonaraeMbIM WIN JIOKa3aHHBIM MYKOPMHKO30M, COIJIacHO olieHke Komurera mo aHammusy
JaHHBIX , KOJHMYECTBO JETAJIBHEIX HMCXOJOB 1000 3THOJOrMH B JeHb 84 cocrtaBisaio 43,2 %
(16/37) nns obwiedt momynsauuu nanueHToB, 42,9 % (9/21) ang maueHTOB ¢ MYKOPMHUKO30M,
MOJIyYaBIIUX M3aBYKOHA30JI B KauecTBE NEpBUUHOM Tepanuu, u 43,8 % (7/16) nns mauueHToB c
MYKOPMHKO30M, IMOJIy4aBIIMX M3aBYKOHA30JI, Y KOTOPHIX ObLIa BBISBJIEHA PE3UCTEHTHOCTb WU
HETIEPEHOCUMOCTh TPEIBIAYIIEro JeUeHUs] MPOTHBOIPUOKOBBIMH CpeACcTBaMH (B OOJIBITMHCTBE
ciyyaeB Ha ocHoBe amdorepunmHa B). Ilokaszarens oOmiero ycmexa Tepanud Ha MOMEHT
OKOHYaHUs Tepanuu 1o oueHke Komutera no ananusy gansusix coctasisi 11/35 (31,4 %), npu
3TOM 5 NallMeHTOB ObUIM TPU3HAHBI TOJHOCTHIO H3JCUMBHIMMUCA M 6 — YaCTUYHO
n3neunBmuMucs. CTaOuIbHBIN OTBET Takke ObLT gocTurHyT y 10/35 manmentoB (28,6 %). U3
O manMeHToB ¢ MYKOPMHMKO30M, BBI3BAaHHBIM BUAOM Rhizopus, y 4 NalMeHTOB JOCTUTHYT
OJ1aronpusATHBIA OTBET HAa U3aBYKOHA30J. Y 5 MAalMEHTOB ¢ MyYKOPMHMKO30M, BbI3BAaHHBIM BUIOM
Rhizomucor, 61aronpuaTHeIA OTBET HE JOCTUTHYT. KIMHUYECKHIl ONBIT B OTHOIIEHUU APYTHX
BUJIOB KpaitHe orpanuueH (Lichtheimia n = 2, Cunninghamella n = 1, Actinomucor elegans n = 1).

CTH

Knuanuaeckas 6e301macHOCTh M3aBYKOHA30J1a ObliIa OlleHEeHAa Y 77 MalMeHTOB JETCKOTo BO3pacTa,
MOJIYYMBIIUX XOTSI ObI OJIHY 103y BHYTPUBEHHOTO WJIH MEPOPATBHOTO M3aBYKOHA30J1a, BKIIIOUast
31 mamumeHTa AETCKOro BO3pAcTa, MOJIYYMBILIEr0 M3aBYKOHA30J] B KIMHHUYECKOM HCCIIEIOBAHUU
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COOTBETCTBYET 3KCMEPTHOMY OTHETY

XOpomo MNEPCHOCUIICA NpH JICUCHUHW HWHBA3MBHOI'O aCICPruiji€sa U MYKOPMHKO3a B TCUCHHC
npearnojgara€MbiX CpOKOB JICUCHUS.

5.2. ®apmakoKHHeTHYECKHE CBOMCTBA

W3aBykoHa30HUA cynbdaT mHpeAcTaBiseT coO0OW BOJOPACTBOPUMOE IPOJIEKAPCTBO, KOTOPOE
MO>KHO BBOJIUTh BHYTPUBEHHO B BHJIe HH(Y3UI WU epopaibHO B BUJE TBepAbIX Kancydi. [locie
BBEJICHUSI M3aBYKOHA30HUS CyJb(aT ObICTPO TMIPOIM3YETCS dCTepa3aMy IUIa3Mbl 10 aKTUBHOM
COCTaBJISIIOLIEH, M3aBYKOHA30J1a; KOHIEHTPALMU IPOJIeKapCcTBa B IJIa3M€ OYEHb MaJjlbl U MOTYT
ObITH 0OHAPY>KEHBI TOJIBKO B TEUEHUE KOPOTKOTO BPEMEHHU MOCIIE BHYTPUBEHHOT'O BBEJICHHS.

Abcopbuus

[Tocne mepopanbHOorOo MpHrema npenapara KpesemOa 310pOBBIMH B3pOCIBIMU JOOPOBOJIBIIAMH
aKTHBHAS COCTABJIAIONIAs, W3aBYKOHA30JI, aOCOpOUpPYETCs,, 1 MaKCHMallbHAsl KOHIICHTpAIHs B
wiazMe KpoBU (Cmax) HOCTHTaeTcsl MPUOIU3UTEIBHO Yepe3 2—3 4 mocie BBEACHHUS OAHOW WU
HECKOJBKHX 7103 (CcM. Tabmuiry 3).

Tabauua 3. DdapMakOKHUHETHYECKHE

napamMeTpsbl

H3aBYKOHa3oJia B

PABHOBECHOM

COCTOSIHHM TOCJIe EPOPATHLHOro BBeeHns npenapata Kpesemoa y 310poBbIX B3pOCIbIX

ITapamerp N3aBykonasou 200 mr M3aBykonasoua 600 mr
Crartuctrka (n=37) (n=32)
Cmax (HF/M.]'I)

Cpennee 7499 20 028
CO 1893,3 35843
KB(%) 25,2 17,9
tmax (q)

Menuana 3,0 4,0
Jnanazon 2,0-4.,0 2,0-4,0
AUC (4-Hr/mur)

Cpennee 121 402 352 805
CO 35 768,8 72 018,5
KB (%) 29,5 20,4

CorimacHO JTaHHBIM,

INPUBCACHHBIM B Ta6n1/1ue 4 HUWXKE,

abcomoTHass OMOAOCTYMHOCTb

W3aBYKOHA30Jla TOCJIE MEpOpabHOr0 MpUeMa OJHOW 103kl mpemapara Kpesemba cocraBisieT

98 %.

Ha ocHoBe YKa3aHHBIX PE3YJIbTaTOB MOXHO CACJIIAaTh BbBIBOA O JOIYCTUMOCTH

B3aMMO3aMEHSEMOTr0 BBEACHUS Mpenapara BHYTPUBEHHO U IEPOPATIBHO.

Ta6nmuna 4. CpaBHeHue GapMAKOKMHETHKM TNPH NepPOPAJIbHOM H BHYTPUBEHHOM
BBe/ICHUM NTpenapara (cpegHue 3Ha4YeHHs) Y B3POCIbIX

H3aBykonaszona 400 mr H3aBykona3oua 400 mr
NepopaIbHO BHYTPHBEHHO
AUC (9-Hr/mi) 189 462,8 193 906,8
KB (%) 36,5 37,2
Ilepron nonyBeIBeACHUS (1) 110 115
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ot 25.07.2025 N= 18873

Bruanue npuema nuwu na écacvléanue (MOCNEQOBATENBHOCTE 0008)

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

[lepopanbubiii  mpuem  mnpemapata Kpeszemba  (konmmuectBo, skBuUBajeHTHoe 400 mr
M3aBYKOHA30J1a) ¢ NHIIEH C BBICOKUM COAEP)KAHUEM >KUpPAa HPUBOIUT K YMEHBIIEHHIO Cmax
n3aBykoHa3oisa Ha 9 % u yBenmdeHuto AUC Ha 9 %. IIpenapat Kpe3emOa M0OKHO IpUHUMATh BHE
3aBHCHUMOCTH OT NPUEMa MUILH.

Pacnpenencnue

W3aByKoHa30/1 aKTUBHO pacIpenenseTcs, CpeJHU paBHOBECHBIN 00beM pacnpeneneHus (Vss)
coctaBisieT okoio 450 n. M3aBykoHa3on B 3HauuTeNbHON creneHu (> 99 %) cBs3bpiBaeTcs ¢
OenKaMu M1a3Mbl KPOBU Y€JIOBEKa, B OCHOBHOM C aJIbOYMHUHOM.

buorpancdopmarms

WccnenoBanus in vitro/in vivo CBUAETEILCTBYIOT O TOM, YTO B METa0OJIM3ME H3aBYKOHA30J1a
3aneiictBoBanbl CYP3A4, CYP3AS, u 3arem — ypuaunaudocaTriiroKypoHmITpanchepas
(YT'T).

[Toce OMHOKPATHOTO BBEJAECHMS J0OPOBONBIAM 103bl [nuaHO-'*C] H3aBYKOHA30HHMA U
[mupuauaunMeTi-'*C] u3aBykoHa3oHus cynbhaTa, B JOMOIHEHHE K AKTUBHON COCTABIISIONIEH
(M3aBYKOHA30J1) U HEAKTUBHOMY MPOAYKTY pacnaia, ObUIO BbISIBICHO ONpPEAEIEHHOE KOJINYECTBO
BTOPOCTETICHHBIX METaboJNTOB. B cocTraBe Bcero BemIecTBa, MEYEHOTO PaTuOU30TOMNAMH,
ornenbHble Metabommtel ¢ AUC > 10 % (32 HCKIIOYEHWEM AaKTUBHOW COCTaBIISAIOINICH,
M3aBYKOHA30J1a) HE BBISBIICHBI.

DJIMMUHAIMS

[Tocne nepopanbHOTO BBEIEHUS 37JOPOBBIM JOOPOBOJIBIIAM U3aBYKOHA30HUS CyIb(aTa, MEYEHOTO
pamuoun3oTonamu, B cpeaHeM 46,1 % mo3bl paanoakTUBHOTO M30TOIA OBLIO BBISBJICHO B Kajlie U
45,5 % — B moue.

9KCKpCI_[I/I$I MMOYKaMH M3aBYKOHA30J1a B HCU3MCHCHHOM BUJC COCTABJIAJIa MCHCC 1% BBEACHHOM
JO3BbI.

HeaktuBHble NMPOIYKTHI pacnaja B OCHOBHOM METa0OJIU3UPYIOTCS C MOCHEAYIONEeH dKCKpennen
MeTabOIUTOB TOYKAMHU.

JInHEeHHOCTh (HEIMHENHHOCTB)

B xome wuccnenoBaHuil ¢ ydacTHEM 30POBBIX TOOpPOBOJIBIIEB OblIa JOKa3aHa JIMHEHHOCTH
(dbapMaKOKMHETHKHU M3aBYKOHA30J1a BIUIOTH 10 10361 600 MI/CyTKH.

TloyeuHasg HEQOCTATOYHOCTh

Knunuuecku 3HauMMble U3MEHEHUs CyMMapHbIX mokaszareneid Cmax 1 AUC m3aBykoHazona y
B3pOCJIBIX TMAIMEHTOB C JIETKUM, YMEPEHHBIM M TSDKEJIBIM HapylleHHeM (YHKIHH TOYeK IO
CPaBHEHHMIO C TMalMEHTaMU C HOPMaJbHOM (QyHKIMEH mouyek He ObulM oTMeueHbl. U3
403 mauMeHToB, MPUHUMABIINX HW3aBYKOHA30JI B XOJ€ HcclieJoBaHUN ¢a3bl 3, y 79 nanueHToB
(20 %) ckopocTh Kay6oukoBoit ¢unprparuu (CK®) cocrapisana menee 60 mi/mun/1,73 M2, V
MAIMEeHTOB ¢ HAapyIIeHHeM (PYHKITUH IMOYeK KOPPEKIIUs 036l pernapaTa He TpeOyeTcs, BKITIJast
NAallMeHTOB C TEPMUHAJIBHOW CTajuel MOYEeYHOM HEeAOCTaTOYHOCTH. M3aBykoHa305 IJIO0XO
BBIBOJUTCS TIOCPEJCTBOM Anain3a (cM. pasznen 4.2).
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 25.07.2025 N= 18873

(MOCNEOCBATENEHOCTE 0008)

IleyeHoYHass HEAOCTATOYHOCTh

ITocne omnokpatHoro BBeaeHus 100 Mr uzaBykoHa3zosia 32 B3pOCIBIM MAIMEHTAM C JIETKOM
(xmacc A no knaccudukarnuu Yaitna-I11pr0) meueHOUHOM HEJOCTATOUHOCTHIO M 32 MallMeHTaM C
ymepeHHoil (knmacc B mo knaccudukanum Yaiina-Ilplo) mneuyeHOYHOM HEAOCTaTOYHOCTHIO
(16 manMeHTOB MOMYYWJIM TMpernapaT BHYTPUBEHHO M 16 mepopanbHO Ui KaKIOTO Kiacca Mo
knaccudukanuu Yaina-Ileto) cpennee cucremuoe Bosaeiicteue (AUC), paccuuTaHHOE METOAOM
HAaUMEHBIINX KBaJPATOB, YBEIMUMUIIOCH Ha 64 % B rpymre kiacca A mo kiaccudukanuu Yaiina-
[Ibr0 1 Ha 84 % B rpymnme kinacca B no knaccuduxarnuu Yaitna-I1pto mo cpaBHEHUIO € TpyHnon u3
32 310pOBBIX JOOPOBOJIBLIEB C HOPMaNbHON (DyHKIMEH MMe4eHH, MOAOOPaHHBIX MO Macce W
Bo3pacty. Cpennue koHUeHTpauuK B miasMe (Cmax) OblIM Ha 2 % HUXKe B Tpymne Kiacca A 1o
knaccudukanuu Yaiina-ITero u Ha 30 % Hmke B rpynme kiacca B mo knaccubukanuu Yaiing-
[Ipro. B Xxozme OLEHKM MNOMYJSIIMOHHON (DapMaKOKMHETUKHM M3aBYKOHA30ja Y 3/I0pPOBBIX
JTOOPOBOJBIIEB U Y MAlMEHTOB C JISTKUMHU WM YMEPEHHBIMH HApYIICHUSMU (YHKIIMH TECYECHU
OBLJIO YCTAHOBJICHO, YTO y MAIIMEHTOB C JIETKUMH WJIW YMEPEHHBIMU HapYyIMIEHUSAMH (PYHKIIUU
NEYCHU 3HAUEHUS KIMpeHca n3aBykoHaszomna ob6ute Ha 40 % u 48 % COOTBETCTBEHHO HUXKE, YEM Y
3I0POBBIX JOOPOBOJIBIIEB.

VY B3pocCiBIX MalUMEHTOB C HapylleHHeM (YHKIUHU MEYeHH JIETKOM WM YMEPEHHOM CTeleHU
KOPPEKILHs 1036l IpernapaTa He Tpedyercs.

W3aByKoHa3011 HE U3y4aliCsl y B3POCIBIX MALMEHTOB C TSHKEJIBIM HapylIIeHHEM (DYHKIIUHM NeueHH
(xnmacc C no knaccudukanuu Yaitna-I1s10). [Ippumenenue y Takux naiueHTOB HE peKOMEHTYETCS,
32 MCKIIOYEHHEM ClIydyaeB, KOTJa OXKujaaemas Iojb3a OT €ro INPUMEHEHHUs IpEeBbIIIaeT
BO3MOXKHBIN pUCK (cM. pazaensl 4.2 u 4.4).

CTH

dapMaKOKMHETHKA y MAallMEHTOB JNETCKOro Bo3pacta (< 18 jer) Ha JaHHBII MOMEHT HE Oblia
olieHeHa. J[aHHBIE OTCYTCTBYIOT.

5.3. /JlanHble JOKJIMHUYECKOH 0€30MACHOCTH

VY KpbIC U KPOJUKOB CUCTEMHOE BO3/ECHCTBHE M3aBYKOHA30JIa B J103aX MEHEE TepaneBTUUYECKOU
71036l OBLIO CBSI3aHO C JI0303aBHCHMBIM IOBBIIICHHEM YaCTOThl BO3HHUKHOBEHHUS AaHOMAJHii
CTpOEHHUS cKelleTa (pyIMMEHTapHbIe TOMOJIHUTENbHbIE pedpa) y MOTOMCTBA. Y KPbIC TaKKe OBLIO
OTMEUEHO J0303aBHUCHUMOE IOBBIIIEHHE YacCTOThl BOZHUKHOBEHHUS CPALLEHUS CKYJOBOW AYTH Y
nmoToMcTBa (CM. pasnen 4.6).

[Ipn BBeneHun H3aBYKOHAa30HUA cyinbdara Kpbicam B 03¢ 90 Mr/kr/cytku (no3a,
oOecreunBaroias CUCTEMHOE BO3JCHUCTBHE, KOTOpoe mpubauzurenbHo B 1,0 pasa Bble
CHCTEMHOTO BO3ACHCTBUS NMPU KIMHUYECKOW MOJAEpKUBaromIend no3e s yenoBeka 200 mr
M3aBYKOHA30J1a) BO BpeMs OEpEeMEHHOCTH M BIUIOTh O MPEKpaIleHHs BCKApMIMBAHHS OBLIO
YCTAQHOBJICHO YBEIMYEHUE MEPUHATAIBHOW CMEPTHOCTU NETEHbINICH. Bo3aeicTBrue aKTUBHOTO
BEIIIECTBA, U3aBYKOHA30JIA, i Utero He BIUSIIO HAa GEpTUIHLHOCTh BEIKUBIIUX JETCHBIIICH.

BHyTpI/IBCHHOC BBCACHUC 14C-MElpKI/IpOBaHHOI"O HN3aBYKOHA30HUA CyJ'IL(I)aTa KpbICaM B NICPUOJ
JIAKTallX IMPUBEJIO K 06Hap}I)K€HI/IIO pPaarOaKTUBHBIX METOK B MOJIOKE.
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ot 25.07.2025 N= 18873

100 (=7 H O IEEINEY
N3aBykoHa30:1 He BIUsUT HAa HEepPTUIBHOCTh CAMOK U CaMUI(JE K@;@MHM%EWBMHD 710351

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

BILIOTH 10 90 mr/kr/cyTku (mpubnusurensHo B 1,0 pa3 nmpeBblliaeT CUCTEMHOE BO3JIEHCTBUE TPU
KJIMHUYECKOU moziepkuBatomien 1o3e 200 Mr n3aByKoHa30J1a 1715 YEJI0BEKA).

W3aBykoHa3on He o0siafaeT SBHBIM MYTareéHHbIM WM T€HOTOKCHMYHBIM IMOTEHUuanoM. Jlns
M3aBYKOHA30J1a MOJIY4YEeH OTPHULATEIbHBIA PE3yNIbTaT B aHaJIN3€ 00paTHBIX MyTalUl y OaKTepuid,
OH OblT Cy1a00 KIJIACTOI€HHBIM MPH IIMTOTOKCHYECKUX KOHIIEHTPALUSAX B XOJ€ aHalu3a
XPOMOCOMHBIX a0eppanmii Ha kieTkax jumdombr Mbimiein L5178Y tk+/—, taxke nns Hero He
YCTQHOBJICHO OWOJIOTHYECKU CBS3aHHOE WJIM CTATUCTUYECKH 3HAYMMOE YBEIHUYEHHE YaCTOTHI
00pa30BaHMs MUKPOSIEP B XOJ1€ MUKPOSJIEPHOTO TeCTa Ha KpbICax in Vivo.

N3aByKoHAa3011 TIPOIEMOHCTPUPOBAT KaHIEPOTEHHBIH MOTEHIMAA B 2-JIETHUX HCCIIEOBAHUSIX
KaHI[EPOT€HHOCTH Ha IpbI3yHaX. B OCHOBe BO3HMKHOBEHHUS OMYyXOJEW MEYEHH M LIMTOBHIHOU
JKeJe3bl, BEPOSITHO, JICKUT CHEHUPUISCKUN U TPHI3YHOB MEXaHHU3M, KOTOPHIH HE 3HAUYUM IS
YejoBeKa. Y caMIoB KpbIC HaOmomamuch (GuoOpombl U (uOpOCapKOMBI KOXHU. MexaHU3M,
JeXKalMi B OCHOBE A3TOro 3¢ ¢ekTa, HEM3BECTCH. Y CaMOK KpbIC HAOJIOJAIUCHh al€HOMBI
SHIOMETPHUS. W KapUUHOMBI MAaTKH, KOTOpbIE, BEPOSTHO, OOYCIIOBIIEHBl TOPMOHAJIBHBIMU
HapymeHusMHy. [Ipoduib 6€30macHOCTH B OTHOIIEHUH 3TUX 3P (HEKTOB OTCYTCTBYET. 3HAUMMOCTh
OITyXOJICH KOXH U MaTKH Ul YeJIOBEKA HE MOXKET ObITh HCKIIIOUEHA.

WzaBykoHazon unHruOupoBan kanueBblii kaHan hERG u xanbumessiii kanan L-tuma ¢ 1Cso
5,82 MkM u 6,57 MkM cooTtBeTcTBeHHO (34-kpaTHO U 38-KpaTHO OTHOCUTENBHO Cax AJS
HEOEIKOBBIX CBA3€H y uelIOBEeKa NPHU MAaKCUMAJIbHOM PEKOMEHIYeMOW KIMHMYECKOW J03€
(MPKI), coorBercTBeHHO). B X01€ TOKCHMKOJIOIMYECKOTO HCCIEAOBAHUSA BO3JAEHCTBUS
HNOBTOPHBIX /103 in Vivo Ha 00€3bsiHaX MPOJOJDKUTENBbHOCTBI0 39 Henenb He OOHApyKEHO
yBennuenue QTcF mns no3 Bmnots 1o 40 mr/kr/cytku (nmpubnusurensHo B 1,0 pa3 mpeBbiliaet
CHUCTEMHOE BO3JIEHCTBUE NTPU KIMHUYECKOU noaaepkuBaromien noze 200 Mr n3aBykoHazona Ajs
YEJI0BEKa).

B xozxe oueHku pucka Ass OKpy»Karouieil cpelbl ObUIO yCTaHOBIEHO, yTo mpenapatr Kpesemba
MO>KET MPEJCTABIATh PUCK JIsl BOAHOU CPEBbI.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BcioMoraTe/ibHbIX BelIeCTB

Coznepx’umoe KarcyJibl

Marnus nutpaTt 6€3BOIHBIN

Hemmono3a mukpokpuctamnnueckas PH-112
Tanbk

KpeMHust auokcu 1 KoJIou IHbIH
CreapuHOBasi KUCTIOTA

Kopnyc kancymnsl

I'mnpomennosa

Kpacurens xene3a okcua KpacHbII
Turana qguokcung

I"'ennanoBas kamenn

Kanus anerar

Junatpus snerar
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Hatpus naypuncynbgar

Kpplieyka KamncyJsl
I'mnpomennosa

Twutana quokcug
I'ennanoBas kamenp
Kanus anerar
Junarpus snerar
Harpus naypuncynbdar

YepHuna
Hlenmak

[Iponunenrnukonp

AMMHaka pacTBOp KOHLICHTPUPOBaHHBIN
Kpacurens xene3a okcu 4epHbIN
Kanus rugpokcun

6.2. HecoBMecTUMOCTD
Henpumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)

30 Mecs1eB.

6.4. OcoOble Mepbl MPEJOCTOPOKHOCTH NPH XPAHCHUH

XpaHuThb Npu TeMiepaType He Bbie 25°C, B OpUrnHaabHON yIaKOBKe JUISl 3aIUThI OT BJIAry.

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKHU

7 xancyn B nonuamu/IIBX/amomunueBsiii O6mauctep (Kaxnaas siueiika, cojaepikarias Karcydmy,
COCIMHEHA C STUYCUKOM, COAepIKaIei BIaromnorIOTUTENb).

2 GuucTepa BMeCTE C MHCTPYKIHUEH M0 MEJUIIMHCKOMY MPUMEHEHUIO (JINCTKOM-BKJIAJBIILIEM) B
KAPTOHHOM MayKe C KOHTPOJIEM IEPBOTO BCKPBITHS.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH MNPH  YHUYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOr0 TMpenapaTra WM OTX0A0B, TMOJYYEHHbIX TMOCJe TpPUMEHEHHUs:
JIEKAPCTBEHHOI'0 MpenapaTa u Apyrue MaHUMyJISIIIUM C PenapaTomM

JlaHHBIN JTIeKapCTBEHHBIA Mpernapar MOKET MPEACTABIATh PUCK U OKPY)KAIOIIEH cpebl (CM.
pasnen 5.3).

Becb ocraBumiics iekapCcTBEHHBIN IpenapaT U OTXO/bI CIEyeT YHUUTOXKHUTh B YCTAHOBJICHHOM
HOpsIJIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA
26



COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 25.07.2025 N= 18873

(MOCNEOCBATENEHOCTE 0008)

Coenunennsle Ll taTel AMepuku

[aiizep Unk.

66 Xancou bynsap Uct, Hero-Mopk, mrrat Helo-Hopx 10001-2192
Ten.: +1 (212) 733-23-23

https://www.pfizer.com/contact/email

7.1. IlpeacraBure/ib AepKaTesisi PeriCTPALMOHHOI0 YA0CTOBEPEHUS

IIpereH3un noTpedbuTeNel HATPABIITE IO aIpeECy.

Pecnybiuka Besnapych

[IpencraBurensctBo YacTHOM KOMIAHUHM C OrpaHHMYEHHOM oTBeTcTBeHHOCThIO «Pfizer Export
B.V.» (KoponesctBo Hunepnannos) B PecniyoOmnuke benapych

Anpec: 220036, r. Munck, ip. [3epxkunckoro 8, opuc 403

Ten.: +375 (17) 309-38-00

®akc: +375 (17) 309-38-19

On.mouta: belarusro@pfizer.com

Poccuiickas ®enepanus

000 «Ilpaiizep MuuoBarmm»

Anpec: 123112, r. Mocksa, [Ipecuenckas Hao., 1. 10, BL] «bamms na Habepexxuoi» (biok C)
Ten.: +7 (495) 287-50-00

dakc: +7 (495) 287-53-00

On.noura: Russia@pfizer.com

Pecnybauka Kazaxcran

Ounmnan komnanuu Pfizer Export B.V. (Ildaiizep Dxcnopt bu.Bu.) B Pecybnuke Kazaxcran
Anpec: 050000, r. Anmatel, Meneyckuii paiion, ip. H. Hazap6aesa, x1. 100/4

Ten.: +7(727) 250 09 16

®akc: +7 (727) 250 42 09

1. nouta: PfizerKazakhstan@pfizer.com

8. HOMEP PETMCTPAIIMOHHOI'O YJIOCTOBEPEHHUS
JII Ne(004039)-(PT-RU)

9. TATA NEPBUYHOM PETUCTPAIIMUA (IIOATBEPXJIEHUSA PETMCTPAIIMMN,
MNEPEPETUCTPALIUN)
[ata nepsoii peructpauuu: 18.12.2023

10. JATA IEPECMOTPA TEKCTA
OO0m1ast XxapakTepuCTHKa JIeKapcTBEHHOro npemnapara Kpesemba goctynHa Ha HHGOpPMAIIMOHHOM

noptane EBpa3uiickoro 3KOHOMHUYECKOT0 COI03a B MHPOPMAIIMOHHO-KOMMYHUKALIMOHHON CETH
«HuTepuet» https://eec.eaecunion.org.
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