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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOF %KPATA 0001)

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

BOPUKO3, 50 mr, TabsieTKH, MOKPHITHIEC INIEHOYHOH 000JI0UKOM

BOPUKO3, 200 Mmr, TabaeTKH, MOKPHITHIC TIICHOYHON 000JI0UKOM

2. KAUECTBEHHBIN 1 KOJIUMYECTBEHHbBIN COCTAB

JleficTBy1OIIIEE BEIIECTBO: BOPUKOHA30I

BOPHUKO3, 50 mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Kamz[a;l TabyeTKa COACPIKUT 50 Mr BOPHUKOHA30J1a MUKPOHU3HUPOBAHHOT'O

BOPHUKO3, 200 Mr, TabJeTKH, HOKPHITHIE IJIEHOYHOM 000J104YKOI

Kaxxnas tabnerka comepxut 200 Mr BOpHKOHA301a MUKPOHU3UPOBAHHOTO

ITomubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKH, MOKPHITHIE TNICHOYHOU 000JI0YKOM.

BOPHUKO3, 50 mMr, TabJIETKH, TOKPHITHIE IUIEHOYHON 000J0YKOU

prrJ'IBIe ABOSKOBBIITYKJIbIC Ta6HeTKI/I, IIOKPBITHIC IUICHOYHOM O6OHO‘IKOI>'I, 0e0ro HWiIM MOYTHU

OeJoro 1BeTa.

BOPHUKO3, 200 mMr, TabJeTKH, HOKPHITHIE IJICHOYHOM 000J10YKON

[TpomonroBaThie JABOSKOBBITYKIIbIE TAOJETKH, MOKPHITHIE IJICHOYHOW 000JI0YKOM, Oemoro mimm

IIOYTH OEI0TO OBCTA.

4. KIMHUYECKUE JAHHBIE

4.1 Iloxazanusi K NpUMEHEHUI0

[Tpennapatr BOPMKO3 noka3an k NpMMEHEHHIO y B3POCHbIX U JieTell B Bo3pacTe oT 3 1o 18 ser

I10 ITIOKa3aHUsAM:

WHBa3UBHBIN acHepruiuies;

KaHHICMHUS y TTAUCHTOB 03 HEWTPOIICHNH;

TSKEJIbIe HHBa3UBHBIC (OPMBI KaHIUT03HBIX nHpeKIui (Bkmovyas Candida krusei);
KaH/1/103 MUIIEBO/IA;

TsDKEJble TPHOKOBBIE HH(EKIINH, BhI3BaHHBIE Scedosporium spp. u Fusarium spp.;

JpyTHe TSOKENble WHBA3MBHBIE TPUOKOBbIE WH(M)EKIMH TPH HEMEPEHOCHMOCTH I
pedpakTepHOCTH K JIPYTHM JIEKAPCTBEHHBIM CPE/ICTBAM;

npo(UIAKTHKA «IPOPBIBHBIX» TPUOKOBBIX HH(MEKIMHA Yy MAIUEHTOB CO CHHXKECHHOM
(GyHKIMEH UMMYHHOU CHUCTEMBI, JTUXOPAJAKONH U HEHTpONeHUeH, U3 rpynn BBICOKOTO pHCKa
(PEIMITUEHTHI  TPAHCIUIAHTAIIMK TEMOIMOATHYECKUX CTBOJIOBBIX KJIETOK, OOJBHBIE C

PEIMINBOM JICHKO032);
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12 ner) rpynmel BBICOKOIO pPHCKA, TaKUX Kak pPELMIIMEHTHl TpPaHCIUIAHTALUU
TFE€MOIIO3TUYECKUX CTBOJIOBBIX KIIETOK.
4.2 Pe:xuM 103MPOBAHUSA U CIIOCOO MPUMEHEeHMsI

PexxuM 1o3upoBaHus

Bspocnvie

[lepen HauanoM Tepanuu HEOOXOIMMO OTKOPPEKTUPOBATH TAKUE DJICKTPOJHUTHBIE HAPYIICHUS,
KaK TUIIOKAIMEMHUs, THIIOMarHueMus U TUIIOKaIbIIHeMHUS.

B3pocnbim npenapar Ha3HayaloT B MEPBbIE CYTKU B PEKOMEHAYEMOM HACHIIIAIOIIEH 103€, YTOOBI
B TICPBBII JICHh TEparuu JOOUTHCS KOHIEHTPAIMU BOPHUKOHA30JIa B TUIa3Me KPOBU OJHM3KOH K

PaBHOBECHOM.

ITanyeHnTsl ¢ ITanyeHTsl ¢
IHoka3zanus
Maccoii Teja >40 xkr Maccoii Tejaa <40 kr

Hacvuyarowas 0oza Bce nokazanus (nepsbie 24 1) 6 Mr/kr kaxaple 12 4acoB BHYTPUBEHHOE
BBE/ICHHE BOPHMKOHA30JIa KaK MHHUMYM 7 [HEH, IOCle Yero BO3MOXKEH IIepexoi Ha
NepopajbHbIA IMpHUEM Tpernapara, MpHU YCIOBUH, YTO IIALMEHT CIIOCOOEH NPHHHUMAThH

JIEKapCTBEHHbIE CPEJCTBA JJIsl IPUEMa BHYTPb.

Tloooepoicusarowue 003wt (MOCTE TIEPBBIX 24 1)

[Ipodpunaktuka WHBa3UBHBIX TPUOKOBBIX | 200 mr kaxabie 12 4 100 mr kaxapie 12 g
MH(QEeKIM y MalueHTOB (B3POCHBIX U
nereit crapiie 12 jer) Tpymnmbl BBICOKOTO
pHCKa, TaKHX KaK PELUIIMEHTHI
TpaHCIIaHTAlUH reMOIIO3TUYECKUX
CTBOJIOBBIX KJIETOK.

[Tpodunaktuka “mpoOpbIBHBIX” TPUOKOBBIX

MHOEKIUH y TUXOpaAsIUX NallieHTOB

WNuBazuBHbd  acnepruiies, uHbekuuu, | 200 mr kaxapie 12 4 100 mr kaxkapie 12
BbI3BaHHbBIe Scedosporium spp. u Fusarium
Spp., Apyrue  TsDKeIble  MHBAa3WBHBIC

rpuOKOBbIE HHDEKIIUH.

Kannunemus y HaIeHTOB 0e3 | 200 mr xaxaple 12 1 100 mr kaxkapie 12 4

MIPOSIBJIEHUN HEUTPOIIEHUH




COOTBETCTEYET 3Kl r1 Y OTUETY
o1 07.12.2023 3
TTOCHED ,_.|:..~ TENEROCTE 0001
KaHHI/IHOS HI/IH_IeBOHa 7nn 1\/{]" II‘QWT[LYP | BA ‘ ‘ﬁﬁ 1\/{1" II‘QWT[LIe 12 LI

Iloo60op 00301

[Ipu HemocraTouHOM 3(G(HEKTUBHOCTH MNPOBOJMMON Tepanuu MOAJAEPKUBAIOLIAs 1032 s
npuemMa BHYTpb MOXkeT ObiTh yBenuueHa ¢ 200 mr go 300 mr kaxnaeie 12 4, a y ManueHToB ¢
Maccoit Tena menee 40 Kr 103y MOXHO yBeau4uTh co 100 mr 10 150 mr kaxpie 12 4.

[Ipu HemepeHOCHMMOCTH TperapaTta B BbICOKOW n03¢ (BHyTph 300 Mr kaxmaeie 12 4), TO
MOJICP>KUBAIOIIYIO 103y ISl PUeMa BHYTPb MOCTENEHHO CHUXAIOT Mo 50 MI' 1O JOCTHKEHUS
10361 200 mMr kaxasie 12 4 BHYTph ([U1sl mauueHToB ¢ Maccod tena meHee 40 kxr - go 100 mr
Kaxapie 12 ).

JutenbHOCTh JeueHusl JOJDKHA OBITh KaK MOXKHO KOpPOYe B 3aBUCHMOCTH OT KIMHHYECKOIO
s dexTa u pe3ynbTaToOB MUKOJIOTHUECKOTO MCCIeNoBaHus. [[MUTeTbHOCTD JeueHus: He JAODKHA
npesbiiath 180 gHEH.

Ipogpunaxmuxa y 83pocavix u demei

[Ipodunaktuyeckoe MpuMEeHEHHE Mperapara cleAyeT HAYMHATh B JCHb TPAHCIUIAHTALUU U
MOkHO Tpogomkare no 100 nmueit. Ilpoanmuts mnpodwmnaktuky npo 180 nHelt mocne
TpPaHCIUIAaHTAIIMd MOYXHO TOJIBKO B CJIy4ae MPOJODKCHUS MMMYHOCYIIPECCUBHOM Tepanuu WId
Pa3BUTHUS peaKLUy «TpaHcIIaHTat npotuB xo3siuHa (TIIX).

besonmacHocts u 3 dekTUBHOCT, BOpHKOHA30J7a Mpu mNpuMeHeHuu Oonee 180 mHeit B
KIIMHUYECKHUX UCCIIEIOBAHUSX HE U3YUYaIIUCh.

Pexxum po3upoBaHus ¢ 1eNb0 TPOPHUIAKTHKKA TaKOW e, KaK W C IeNbl0 JICUCHUS B
COOTBETCTBYIOIIUX BO3PACTHBIX TPYTIIaxX.

Oco0bIe I'pynnbl DaMCHTOB

Tlayuenmoi ¢ HapyweHuem GyHKyuyu novex

Koppekuust 10361 BOpHKOHa307a AJi MPHEMa BHYTPb Y MAlMEHTOB C JIETKOW WJIM TSKEIOU
CTENEHbIO HapyIllIeHUs (YHKIUU MOYEeK He TpedyeTcs.

Tayuenmsi ¢ HapyweHuem gyukyuu nevexu

ITpu oCTpOM NOBpPEXAECHNUN NMEYEHU C MOBBIILIEHUEM AKTUBHOCTH «IIEYEHOUYHBIX» TpaHCaMHUHAa3
(AJIT, ACT) xoppekumsi 103bl TIpenapara He TpeOyeTcs, HO CIeAyeT KOHTPOJIUPOBATh
COCTOSIHUE (YHKIMM TE€YEHH C LEJIbI0 BBISBICHMS JalbHEHMIEro MOBBIIICHUS AKTHBHOCTHU
TpaHCaMHUHa3.

[TaruenTam ¢ HapymieHUsIMA (DYHKIIUY MTEYSHH JIETKOM WM CpelHel CTeneHH TshKecTu (Kiace A
u B mnmo mxane Yaina-IIpio) ciemyer Ha3HayaTh CTaHAAPTHYIO HACHIMIAIONIYIO 03y
BOPUKOHA30J1a, a OJePKUBAIOLIYIO 103y YMEHbBIIATh B 2 pasa.

[TaruenTam ¢ TsKeNmo# creneHblo HapyiieHus QyHkuuu nedenu (kiaacc C mo mkane Yaimn-

HBIO) BOPHUKOHA30JI CJICAYCT HAa3Ha4aThb TOJIbKO B TCX CIy4dasAX, KOrla INpCArnojaracMmas 1mojb3a
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COCTOSIHUC MAallMCHTA C LCJIbIO BBIABJIICHUS IIPU3HAKOB TOKCUYCCKOT'O I[GﬁCTBPISI npemnapara.

Tooicunvle nayuermol

Koppekuuu 10361 y NalueHTOB MOKUIIOT0 BO3pacTa He TpeOyeTcs.

CTHu

HpenapaT B BUJIC TaOJIETOK HA3HAYAIOT ACTSAM B TOM CiIy4dac, CCJIr pe6eHOK MOXCT TI'JIOTaTbh

TaOJIETKH.

Pesicum 0osuposanus eopuxonasona y demetl (8 6ospacme om 3 0o 12 nem) u noopocmkos 8

sospacme om 12 0o 14 nem u maccoii mena menee 50 xe)

BuyTpuBeHHo

IIpuem BHYTpB

12 yacos

Hacvuyarowas ooza (nepebie 24 1) 9 Mr/Kr Kakipie

He PECKOMCHAYCTCS

MI/KT 2 pa3a B CyTKH

Iloooeporcusarowas 0oza (nocne nepsuix 24 1) 8

9 mr/kr kaxnapie 12 4 (MakcuManbHas
no3a 350 Mr 2 pa3a B CyTKH)

Teparm}o PEKOMEHAYCTCA HAYUHATh C BHYTPHUBCHHOT'O BBEACHHW S BOPUKOHA30J1d, 4 BOBMOKHOCTb

HepOpajbHOrO0 MpHUeMa Mpernapara CleIyeT paccMaTpUBAaTh TOJBKO IOCIE KIMHUYECKOTO

YIydli€HUd W BO3MOXHOCTU IMAIIMCHTA HNPHUHUMATHL MNCPOPATIBHBIC JICKAPCTBCHHBLIC CPCACTBA.

CJ'IeI[yeT IIpUHHUMATb BO BHUMAHHUC, YTO BOSI[GIZCTBPIG npemnapara rnpu BHYTPUBCHHOM BBCJACHUU B

J03€ 8 MI/kr HpI/I6HI/ISI/ITeHBHO B JIBAa pa3a BBILIC,

YeM MPU MPUMEHEHUH BHYTPh B 103€ 9 MI/KT.

®apMaKOKMHETHKA U MEPEHOCUMOCTh 00Jiee BHICOKUX 103 BOPUKOHA30ja JJi IpUeMa BHYTPb Y

JIeTel HE N3YYaJIHCh.

[IpuMeHeHne BOpUKOHA301a y JAeTeil B Bo3pacTe OT 2 a0 12 yieT ¢ HapyleHUsMHU (YHKLIUU

MEYCHHU WUJIA ITOYCK HE N3Yy4aJlOCh.

s noopocmkos (6 6ospacme om 12 nem 0o 14 nem ¢ maccou mena 50 ke unu 6oree; om 15 0o

18 nem ene 3asucumocmu om maccobl mena) peKUM JA03UPOBAHUS BOPUKOHA30J1a TAKOW XKe, KaKk

AJI1 B3pOCIIbIX.

Koppexyus 0o3vl

HpI/I HCAJCKBATHOM KIMHHYCCKOM OTBETC IMAIIMCHTA, A103a MOXKCET OBITH YBCIIMYCHA C Iarom 1

Mr/kr (wiu 50 Mr B ciaydae, €Ciii M3Ha4albHO MPUMEHSUTH MaKCHMAJBHYIO TEPOPATBHYIO 103y

350 mr).

Ecnmu pC6CHOK HC MCPCHOCUT TCPAIIUIO B Ha3Ha4YeHHOM A03¢, €€ CICAYCT CHU3UTH C IIaromM 1

Mr/kr (wiu 50 Mr B ciydae, €Ciii M3HAYalbHO MPUMEHSUIM MaKCUMAJBLHYIO TEPOPATBHYIO 103y

350 mr).
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YCTaHOBJICHBI. /[aHHBIE OTCYTCTBYIOT.

Cnooco0 nnpuMeHeHus

Baytps. I[Ipemapar BOPUKO3 (BoprukoHa30J1 MUKPOHU3UPOBAHHBIN) Ha3HAYAIOT 3a | 9 0 eapl
win yepe3 1 4 mocne enpl. TabneTky MOporiaThiBaTh LEIMKOM, HE pa3KeBbIBas, 3amuBas

JOCTAaTOYHBIM KOJIHNYCCTBOM BOJBI.

4.3 IIpoTuBONOKA3AHUA

- ['unepuyBCTBUTENHHOCT, K BOPUKOHA30Jy WM K JIOOOMY M3 BCIIOMOTaTEJbHBIX BELIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

- OpHoBpeMeHHOe mpuMeHeHue c¢ cyoOctparamu wm3odepmenta CYP3A4: tepdenaaun,
acTeMH30J, IU3alpH], TUMO3WA, XUHHIWH WIH uBaOpaJuH, MOCKOJIbKY MOBBIIICHHBIE
KOHIIEHTPALlUU ITHX JIEKAPCTBEHHBIX CPEJCTB B IJIa3M€ KPOBU MOTYT MPHUBECTU K YATUHEHHUIO
uHtepBaa QTc M peakuM ciydassM BO3HHMKHOBEHHS >KEIyJIOYKOBOM TaxUKapAWU IO THILY
«mpy31T» (torsades de pointes) (cMm. paszmen B3aumonelcTBhue C IPYrUMH JIEKAPCTBEHHBIMU
Cpe/IcTBaMHu).

- OpHOBpeMeHHOE TMpUMEeHeHHe ¢ pupaMOUIUHOM, KapOaMa3enuHOM U JJIUTEIbHO
neicTByromuMu Oapoutyparamu ((heHodapOuTan), MOCKOJIBKY 3TH JIGKAPCTBEHHBIC CPEICTBA
MOTYT 3HAUUTEIbHO CHHU3UTh KOHIIEHTPAILMI0 BOPUKOHA30JIa B IUIa3ME KpOBU (CM. paszaen
B3aumMoneiicTBue ¢ IpyruMu JIEKapCTBEHHBIMU CPE/ICTBAMH).

- OgHOBpeMeHHOe NpUMeHeHHe ¢ pupabyTHMHOM, Tak Kak pu(aOyTUH 3HAUUTEIBHO CHIDKAET
KOHIIEHTPAllMI0O BOPHMKOHA30jJa B IjIa3Me KpoBH (cM. pasnen BzaumopelicTBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEACTBAMH).

- OpHOBpeMeHHOe NpuMeHeHue ¢ 3¢daBupeH3oM B jo3ax 400 mr u Beime 1 pa3 B cyTku (c
BOPUKOHA30JI0M B CTaHAAPTHBIX /103aX), MOCKOJIBKY 3()aBUpPEH3 B ITHX /103aX 3HAYUTEIHHO
CHI)KAeT KOHIIEHTpAIMI0 BOPHKOHA30Jla B IUIa3Me KpOBH. BOpHMKOHA30:1 Takke 3HAUUTEIBHO
YBEJIMYMBAET KOHIIEHTpaIMio 3¢aBuUpeH3a B Iula3Me KpoBU (cM. pasnen BzaumonelictBue c
JPYTUMU JIEKapCTBEHHBIMH CPEJICTBAMH).

- OnHOBpEeMEHHOE MPUMEHEHHE C PUTOHABUPOM B BBICOKHX jJ03ax (400 Mr u Bblie 2 pasza B
CYTKH), MTOCKOJIbKY PUTOHABUDP 3HAUUTEIHHO CHUKAET KOHIIEHTPAIMI0 BOPMKOHA30JIa B IJIa3Me
KpOBH B 3TO# /103€ (CM. pazaen BzaumoseicTBre ¢ JpyruMu JI€KapCTBEHHBIMU CPEJICTBAMM ).

- OgHOBpEeMEHHOE MPUMEHEHHE C aJIKaJIOMJIaMH CIOPBIHBU (IPrOTaMuH, AUTHAPOIPTrOTAMHH),
sBistomuxcst cyoctpatamu uzodpepmenta CYP3A4, mockoibKy MOBBIIIEHHAs KOHIEHTpAIUs
9TUX JIEKapCTBEHHBIX CPEJCTB B IJIa3M€ KPOBU MOXKET MPHUBECTH K 3Protusmy (cMm. paszen

B3aumopeiicTBue ¢ qpyruMu JeKapCcTBEHHBIMU CPEACTBAMH).
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- OTHOBpPEMEHHOE NTPUMEHEHHE C CUPOIIMYCOM, OCKOALKY BOpHOHAI0H Mosker sFadHTenbHO

YBEJIUYHUTH IJIa3MEHHbIE KOHIIEHTpALlUU cUposinMyca (CM. pasnen BzaumopeiicTBue ¢ qpyrumu
JIEKAPCTBEHHBIMU CPECTBAMHU ).

- OgHOBpEeMEHHOE IPUMEHEHHE CO 3Bep000eM MPOIBIPSBICHHBIM (MHIYKTOP HUTOXpoma Paso u
P-rnmukonporenna) (cM. pazzaen B3aumoseiicTBuie ¢ ApyruMu JeKapCTBEHHBIMH CPEICTBAMH).

- OIHOBpPEMEHHOE NMPUMEHEHHE C HAJIOKCETOJIOM, TaK KaK BOPUKOHA30J MOXET 3HAUYUTEIbHO
MOBBIIIATh TUIA3MEHHBIE KOHIEHTpAIlMd HAJIOKCEroja, YTO MOXET BBbI3BATb CHUMIITOMBI
onuouAgHONM abctuHeHuUu (cM. pazgen BsaumopeiicTBue ¢ JApyrMMH  JIEKapCTBEHHBIMU
Cpe/ncTBaMHu).

- OIHOBpEMEHHOE MPUMEHEHHE C TOJIBANITAHOM, TaK KAaK BOPUKOHA30JI MOXKET 3HAUYUTEIHLHO
MOBBIIIATH IJIA3MEHHBIE KOHLIEHTpAIMU ToJBanTaHa (CM. paszaen BzaumoneicTBue ¢ apyrumu
JICKaPCTBEHHBIMU CPEACTBAMH).

- OIHOBpEMEHHOE NPUMEHEHHE C BEHETOKJIAKCOM B Haydajie IPUMEHEHHUs BEHETOKJIAKCa U BO
Bpems (a3pl THTpOBaHHS O3Bl TIpenapara, TaK KaK BOPHKOHA30J, BEPOSATHO, MOMKET
3HAYMUTEJILHO MOBHIIATH TJIA3MEHHbBIE KOHIICHTPAIMHA BEHETOKIIAKCA U PUCK PA3BUTUSI CUHAPOMA
au3uca omyxonu (cM. pa3aen B3aumonaeicTBue ¢ qpyruMu JeKapcTBEHHBIMU CPEACTBAMH).

- OIHOBpEMEHHOE TPUMEHEHHUE C JIYPA3UIOHOM, TAK KaK 3TO MOXET IPUBECTH K 3HAUUTEIIbHOMY
YCUJICHUIO BO3JCHCTBUS Jypa3wJOHAa U BO3MOXKHOCTH Pa3BUTHSI CEPHE3HBIX HEXKENATEIbHbIX
peakiuii (cM. pasznen B3aumoneicTBue ¢ IpyruMu J€KapCTBEHHBIMU CPEACTBAMMU ).

- Jlerckuii Bo3pact 110 3 JieT.

4.4 OcoOble yka3aHusl 1 Mepbl MPeI0CTOPOKHOCTH NPHU NPUMMeHeHUH

C 0CTOPOKHOCTBIO:

IToBbIIEHHAS! YyBCTBUTEJIBHOCTD K IPYTUM IIpenaparaM — IPOU3BOJAHBIM a30JI0B.

Tspkenas cTeneHb HEAOCTATOYHOCTH (DYHKIMM TEYEHH, TsDKenas CTeNeHb HEAOCTaTOUYHOCTH
(GYHKIIUM TOYEK.

Bopukonaszon cienyer NpUMEHSTh C OCTOPOXXHOCTBIO Yy MALMEHTOB C MPOAPUTMHUYECKUMU
COCTOSIHUSIMU: BpPOXKJIEHHOE WJIM TPUOOpeTeHHoe yBennuenue uurepana QT, kapauomuonaTus,
B OCOOCHHOCTH C CEpAE€YHOH HEJIOCTaTOYHOCThIO, CHHYCOBas Opagukapiusi, Haaudue
CUMITOMATUYECKOW apuUTMUU, OJIHOBPEMEHHBIN MPHEM IpPEernapaTroB, BbI3BIBAIOUINX Y/UIMHEHHE
unTepBasa QT.

Taxoke cremyer coONOgaTh OCTOPOKHOCTh NMPH NMPUMEHEHHWH BOPHUKOHA30j1a y MAIMEHTOB C
ANIEKTPOJIUTHBIMU ~ HApYIICHUSIMH, TaKUMH KaK: THUIOKaJIMEeMHUs, THIIOMarHueMus U

TUITOKAJIBIIUEMMUSL.
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CMEPTHOMY OTUYETY

THCTOIATOJIOTHS) C LIENbIO BBIICICHUS U UACHTH()UKAINN BO3OYIUTENEH CleayeT MPOU3BOAUTh
70 Hayayia JiedeHus. JledeHMe MOXKHO HaAyaTh IO MOJyYEHHs Pe3yJbTaToOB JabOpaTOPHBIX
uccnenoBanuii. OJHAKO TOCIE MOJNYYSHHs 3TUX PE3YJIbTaTOB HEOOXOIUMO CKOPPEKTHPOBATH
POTHBOTPUOKOBYIO TEPAIIHUIO.

K BumaMm, Hambornee 4acTO BBI3BIBAIONINM HHQEKIUU y uenoBeka, otHocstcs C. albicans, C.
parapsilosis, C. tropicalis, C. glabrata w C. krusei, npu 3TOM JIJIsI BCEX HUX MHUHHMAaJIbHAs
nonasssiromas konneHrpanus (MITK) BopukoHazoa 00bIYHO cOCTaBisIeT MeHee | Mr/mil.
Opnako in Vitr0 akTHBHOCT, BOPHKOHA30J1a NPOTHB I'puOKOB pasHbix BuaoB Candida ne
onuHakoBa. B gactHoctu, MIIK BopukoHa3ona sl yCTOWYMBEIX K (hiaykoHazomy u3oistoB C.
glabrata mponopimonansao Beiie, yem MITK y1st H30719TOB, YyBCTBUTEIBHBIX K (IyKOHA30ITY.
B cBsa3u ¢ otuM, rpubku poxa Candida crmemyer BO BCeX BO3MOXKHBIX — CIIydasx
UJICHTU(PUIIMPOBATh 10 ypPOBHs BuAa. I[IpW BO3MOXKHOCTH OIPEIEICHUS YyBCTBUTEILHOCTH
rpubOB K TPOTHBOIPHOKOBBIM TpemnaparaMm monydeHHble 3Hadenus MIIK cinemyer
HMHTEPIPETHPOBATH C HUCIIOIB30BAHUEM TIOPOTOBBIX KPUTEPHUEB.

Heoicenamenvhwie sa81enus co CMOPOHbL cepdeqno-cocyducmod cucmemaol.

[TpuMeHeHre BOPUKOHA301a CBSI3aHO ¢ yAIuMHEHHeM HHTepBasia QT Ha a1eKTpokapauorpamme,
YTO  COINpPOBOXKIAETCS  PEOKMMH  CIIydassMH  MEPIAHUS/TPENCTaHUs  KEIyIOYKOB Y
TSOKETIOOOJBHBIX ~ MAIMEHTOB C  MHOXKECTBEHHBIMH  (DaKTOpaMH  pHCKA, TaKUMH Kak
KapAMOTOKCUYECKAasl XUMHUOTEpanus, KapJIUOMHONATHs, TUIOKAJIUEMHUS M COIYTCTBYIOLIAs
Tepamnus, KOTOpble MOTJIM CIIOCOOCTBOBATH PA3BUTHIO JAHHOTO OCIIOKHEHMUS.

Bopukonasonm ciegyer ¢ OCTOPOXXHOCTBIO IPUMEHATh Yy IAIMEHTOB CO  CIEAYIOIIHUMU
MOTEHIUAIBHO MPOAPUTMUYECKUMU COCTOSHUSMMU:

* BPOXJIEHHOE WJIM MpHOOpeTeHHoe yanuHenue nateppaia QT;

* KapJMOMMONATHUs, OCOOCHHO B COUETAHUHU C CEPJICYHON HEOCTATOUHOCTHIO;

* CUHYycCOBas OpaguKapaus;

* CYLIECTBYIOLIME aPUTMHUH C KJIMHUYECKUMH MPOSIBICHUSIMU;

* OJIHOBPEMEHHOE IPUMEHEHHUE JIEKApCTBEHHBIX MPEnaparoB, yuIHHsAoIMX uHTepBail QT (cm.
pasnen «B3anmojeiicTBre ¢ JpyrUMU JIEKaPCTBEHHBIMHU CPEICTBAMM» ).

DIIEKTPOIUTHBIE HapyILICHHUS, Harpumep, TUIIOKAJIMEMUIO, TUIIOMarHUEMHIO 51
TUIOKAJIbLIUEMUIO, TPH HEOOXOAMMOCTH, CJIEyeT KOHTPOJIUPOBATh U YCTPAHATH O Hayalla U BO
BpeMs Tepallui BOPUKOHA30JI0M.

[Tpu uccnenoBaHUM Ha 37J0POBBIX JOOPOBOJBIAX BIMSHMUS BOpHKOHA3osia Ha uHTepBasn QT Ha
OKI' npu nmpruMeHEeHHH OJTHOKPATHBIX 103, MPEBBIIIAIOIINX OOBIYHYIO THEBHYIO J03Yy He Oolee,

yem B 4 pasa, OBLIO YCTAHOBJICHO, YTO HHW Y OJHOI'O M3 HMCIBITYEMBIX HE Ha6n1021anocr>
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I/ICHBITyeMBIX HC Ha6HIOIIaHOCB HpeBBILHeHI/ISI I/IHTCpBaJIa BBIIIIC KIMHUYCCKHU 3HAYHUMOI'O Hopora
B 500 mcek.

Tenamomoxcuurnocme.

YacToTa KIMHUYECKH 3HAYMMOTO IIOBBIICHHUS AKTHBHOCTH «IIEYCHOUYHBIX» TPAaHCAMHUHA3 Yy
NAIMEeHTOB, TOJYYalONIMX BOPUKOHA30J, cocTtaBimsieT 13,4 %. B OonbpIIMHCTBE cCilydaeB
nokaszarenau (yHKIHU MMEYSHN HOPMAIM3YIOTCS KaK IpHU MPOJOKEHUH JISUeHUsT 0€3 M3MEHEHUS
7036l WJIM TIOCJIE €€ KOPPEKIMH, TaK W IOocie MpekpamieHus Ttepanud. [Ipn mpuMeHeHuu
BOPHKOHA30J1a HEYACTO HAOIIOAAINCH CITyda TSDKEJIOW TeNaTOTOKCHYHOCTH (FKENTyXa, TemaTUT
U MIEYEHOYHOKIICTOYHAS HEJOCTATOYHOCTD, MMPUBOSINAS K CMEPTH) Y MAallUEHTOB C CEPhE3HBIMHU
OCHOBHBIMH 3200JI€BaHHUSIMH.

HexxenarenbHble SBICHUS CO CTOPOHBI IIEYEHH HAOJIIONAIOTCS, B OCHOBHOM, y TAlMEHTOB C
Cepbe3HbIMU 3a00JIEBAHUSAMH, IJIABHBIM 00pa3oM, 3J0KAYECTBEHHBIMHU OITyXOJSIMH KpOBHU. Y
NAIMEeHTOB 0e3 KaKuX-JIM00 (akTOPOB pUCKa HAOIIOMAIOTCS MPEXOAIINE PEAKIIMH CO CTOPOHBI
NIeYeHH, BKJIIOYAsl TenaTuT W KenTyxy. HapymeHuss (QyHKIMM Me4eHH OOBIYHO OOpaTHUMBI U
HPOXOIST TOCIIE IPEKPAICHUS JICUCHHS.

Mouumopune yKkuuu neyeriu.

Bo Bpewmsi jeueHHs BOPHKOHA30JIOM PEKOMEHAYETCS IMOCTOSIHHO KOHTPOJIMPOBATH (YHKIHIO
MNEYCHNU KaK Yy ﬂeTeﬁ, TaK U Yy B3POCJbIX. Kimandgeckoe BCACHUEC TaKHUX IIallUCHTOB MOOJI?KHO
BKJIIOYATh JIA0OPATOPHYIO OLEHKY (YHKIMHU MEeYeHH (B YACTHOCTH, OIMpEJEICHUE aKTUBHOCTHU
ACT u AJIT) B Havase JeyeHHs BOPUKOHA30JI0M M HE pEXe OJHOTrO pa3za B HEJENI0 B TEUCHUE
IIEPBOTO MecAlla Tepanuu. B ciaydae NMpomOKEHUs JI€YEHHs] IPU OTCYTCTBMM M3MEHEHMM CO
CTOPOHBI OMOXMMHYECKMX TOKa3aTened (QYHKIUMM [E€YeHH dYacToTa JabopaToOpHOTO
oOciieZloBaHUSI MOXeET OBITh yMEHBIIEHa 0 OJHOro pa3a B Mecsl. [Ipu BbIpakeHHOM
MOBBIIIEHNN OMOXMMMUYECKHX MOoKa3arened (PyHKIMM MeYeHU BOPUKOHA30J CIEeIyeT OTMEHHTb,
€CIIM TOJIBKO COOTHOINEHHE TIOJNb3bl W PHCKA TEpanuy COTJIACHO MEIUIIMHCKON OILleHKE He
OTIPaB/BIBACT €€ JabHelIIee mpuMeHeHue (cM. pa3aen «Crnocod MpUMEHEHHS U 103bD»).

3DMm€Jlebl€ HAPYULEHUA.

[Ipu nedyeHun BOPUKOHA30JO0M MpuMepHO y 21 % mnanueHToB HaOMIONAeTCd HapylLIeHHE
3pUTEIBHOTO BOCHPHATHS: 3aTyMaHUBAHHWE 3pPEHUs, W3MEHEHHE LIBETOBOIO 3pEHMS WIIU
dorododus. Hapyuienust 3peHus SBIAIOTCS TNPEXOASIIMMU U TOJHOCTHIO OOpaTUMBIMU; B
OOJIBIIMHCTBE CIy4YaeB OHU CaMOIIPOM3BOJILHO Mcye3atoT B TedeHue 60 muH. [Ipu moBTOpHOM
OPUMEHEHUH BOPHKOHA30Jla OTMEYaeTcss OcialleHne MX BBIPAKEHHOCTU. 3pUTENIbHBIC
HapyLIeHUsI OOBIYHO JIETKO BBIPAXKEHBI, PEIKO TPEOYIOT MPEeKpalleHus JIeUeHUs U He TIPUBOJIAT K

KaK1UM-JIH0O OTAAJICHHBIM ITOCJICACTBHUAM.
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MexaHu3M pa3BUTHSL 3PUTENBHBIX HApYLICHUH HemsBeC el WFI B éw: 'ih-o Eobr/h( Jhzo

CHI)KAET aMIUIUTyly BOJH Ha 3iekTpoperuHorpamme (OPI) y 310poBbIX 100pOBOJIBLEB.
Jannsle usmenenuss OPI' He Hapactanu Ipu MPOJODKEHHMM JIEUEHUS B TeueHue 29 1nHel u
HOJTHOCTBIO MCYE3aJIU T10CJI€ OTMEHBI BOPUKOHA30J1a.

JlnutenbHas Tepanus BOPUKOHA30JI0M (B cpeaHeM B TedeHue 169 pAHEH) y MalnueHToB ¢
NapaKkOKIIUIMOUI030M HE OKa3blBala KIMHUYECKH 3HAYMMOro 3¢¢eKra Ha 3pUTEIbHYIO
(YHKINIO, YTO MOATBEPIMJIM PE3YyJbTAaThl TECTOB HAa OCTPOTY 3PEHHUS, 3PUTEIBHBIX IOJIEH,
LIBETOBOCIIPHUATHSA U KOHTPACTHON YyBCTBUTEJILHOCTH.

[To naHHBIM MOCTMAPKETUHIOBBIX UCCIIEIOBAHUI COOOLIAETCS O Pa3BUTHM CIIy4aeB 3pUTEIbHBIX
HapyLIEHUH, COXPAHSIOIIMUXCS NPOAOKUTEIBHOE BpEMs, B YaCTHOCTH, BO3HUKHOBEHHUE
«TeJIeHbl» Iepe]l IJ1a3aMH, HEBPUT 3PUTEIBHOIO HEpPBA U OTEK IUCKAa 3PUTEIBHOIO HEpBA.
Crnenyer OTMETUTb, YTO JaHHbIE HAPYLICHHs Pa3BUBAIOTCS Yallle BCEro y THKEI000JIbHBIX
NAllMeHTOB W/WIM TOJYYalOUIUX COIMYTCTBYIOILYIO TEpanuio, KOTOpas MOXET BbI3bIBAaTh
N0J00HBIC HEXKENIATeIIbHBIC SIBICHUSI.

Heorcenamenvhuole sa61eHUs O CHOPOHBL NOYEK.

VY Tsxkeno0oJbHBIX MAIMEHTOB, IMOJYYAIOUIMX BOPHUKOHA30J, OTMEYAJIMCh CIyyau pPa3BUTHS
OCTpPOI MMOYEYHOM HEJOCTATOYHOCTH, YTO, BEPOSATHO, OBLIO CBA3aHO C TEpANUel OCHOBHOTO WU
COITyTCTBYIOIIUX 3a00JIeBaHUN HEPPOTOKCHYHBIMH JIEKAPCTBEHHBIMU CPEICTBAMH.

Monumopune yukuuu nouex.

[TanmeHToB cieayer HAOMIONATh C LIENBIO BBHISABICHUS MPH3HAKOB HAPYIICHHUS (QYHKIUH MOYEK.
i 3TOro HEeOO6XOIUMO MPOBOJIUTH JIAOOPATOPHBIE HMCCIEIOBaHUS, B YaCTHOCTH, ONPEAEIATH
KOHLEHTPALMIO KpeaTHHUHA B CBIBOPOTKE KPOBHU (cM. pazzaen «Crnocod MPUMEHEHUSI U JJO03bI»).

Mounumopunz QyuKuuu noocesy00YHoU JHcelesbl.

B3pocnbsle u geru, umeromue (GakTopbl pUCKa Pa3BUTHS OCTPOro IMaHKpeaTuTa (HEAaBHSA
XMUMHOTEpanus, TPAaHCIUIAHTALUS T€MOMOITHYECKMX CTBOJOBBIX KIIETOK) MJOJDKHBI HPONTH
oOcnenoBaHue (ompejesieHne AaKTUBHOCTH aMWJIa3bl M JIMIA3bl B CHIBOPOTKE KPOBH) JUIS
peleHus BOIPoca O TEPAuy BOPUKOHA30JIOM.

Heoicenamenvuvie sa6nenus co CMOPOHbBL KOIAHCU.

HpI/I TE€paIliy BOPUKOHA30JIOM 9aCTO pa3BUBAIOTCA KOXHBIC pCaKIINH, B OCHOBHOM, Y ITalTUCHTOB
C CEPBE3HBIMHU OCHOBHBIMU 336OHeBaHI/I$IMI/I, OJHOBPECMCHHO MPHUHUMAKOIIHUX  APYTHEC
JICKApPCTBCHHEBIC CPEACTBA. B OonpmmuHCTBE ClIydacB OTME4HajJlaCh JICTKO HWIUW YMCEPCHHO
BbIpa’KCHHAA KOXHAasd ChIIIb.

Bo BpeMsA JICHCHHUA BOPHUKOHA30JIOM Yy TTAallUCHTOB HaGJIIOJIaJ'II/ICL ClIydan  TAKCIIbIX
HEXCIIAaTCIIbHBIX KOXXHBIX peaKHHfI, TaKUX KaK CHUHAPOM CTHBGHC&-H}KOHCOHa, TOKCHUYECKHUH

AMUJEPMAIBHBIA HEKPOJIHW3, JIEKapCTBEHHAs peakius ¢ DO3WHODUIMEH U CHUCTEMHBIMHU
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cumntomamu (DRESS), kotopsie MoryT ObITh mnmeykﬁ%%“ﬁ%%bﬁﬂﬁhﬂlﬁﬂ :I(CM.

paznein «Ilobounoe neiicTBue»).

Ecnu y marmeHTa pa3BUBAIOTCS TSDKEIIbIC HEKENIATEIbHBIC KOXHBIC PEaKIUU, TO BOPHUKOHA30I
CIIeTyeT OTMCHHUTb.

Kpome TOro, BO Bpemsl Tepalmuud BOPUKOHA30JIOM BO3MOXKHO pa3BHTHE KOXXHOH peakIuu
¢dorocencubnnmzanuu. HaOnronancs TMOBBIIICHHBIM PUCK KOXXKHOW  TOKCHYHOCTH — TIPH
OJTHOBPEMCHHOM IPUMEHEHHHM METOTpEKcara, Ipernapara, CBS3aHHOTO C peaKkTUBALUCH
yabrpaduoneroporo (Y®) usnydenus. CyliecTByeT BEpOSTHOCTh TOTO, YTO ITOT PUCK Oyner
HaOJII01aThCs [TPU IPUMEHEHUH JIPYTHX HPernapaToB, cBsi3aHHbIX ¢ YD peakruBammeil. Bo Bpems
JICYCHUS MalMeHTaM (B TOM YHCIIE M JIETSAM) PEKOMEHAYeTCs M30erarh MPSIMBIX COJHEYHBIX
Jdy4ell M TPUHMMATh 3aIIUTHBIC MEpbl, TaKUEe KaK HOIICHHE OJCKAbl W TNPHUMCHCHHUE
COJIHIIC3AIIUTHBIX CPEJCTB C BBICOKAM KOI(DGHULIUCHTOM 3allUThl OT YJIbTPapHOIECTOBOTO
uznyueHus (SPF).

Heoicenamenvhole sa61eHus co cmoponwl HAONOYEYHUKOS.

OOpatumble cilydad HAANOYEYHUKOBOW HEIOCTATOYHOCTH OBLUIM 3aperUCTPUPOBAHBI Y
NAIMEHTOB, [MOJIYYAIOIIMX Aa30Ilibl, BKJIIOYas BopukoHazon. Coolmanocs o0 clydasx
HEJOCTAaTOYHOCTH KOPBl HAAMOYEYHUKOB y MAIEHTOB, MOJYYaBIIUX a30JIbl OJHOBPEMEHHO C
KOPTUKOCTEPOUIaMU UK O€3 HUX.

VY NanweHToB, MONYYaBIIUX a30JIbI 0€3 KOPTHKOCTEPOUIOB, PA3BUTHE HEIOCTATOYHOCTH KOPBI
HAAMOYSUHUKOB CBSA3AHO C MPSMBIM HHTUOMPOBAHHEM CHHTE3a CTEPOMI0B a30JIaMHU.

Y manueHToB, TMPUHUMAIONINX KOPTUKOCTEPOHbI, HHTHOMpPOBAHUE UX MeTadoIu3Ma
uzopepmerrom CYP3A4, cBs3aHHOE C BOPHKOHA30JI0M, MOXET NPHUBECTH K HW3OBITOYHOMN
BBIPAOOTKE KOPTHUKOCTEPOHJIOB U TOAABICHUIO (DYHKIIMH KOPHI HAAMOYEYHHKOB (CM. pasjaen
«BzaumopeiicTBre ¢ IpyruMHU JEKapCTBEHHBIMU cpeacTBamm»). Cunapom Uienko-Kymmara ¢ u
0e3 MOCIeayIoIIero Pa3BUTUS HEJOCTATOUYHOCTH KOPBI HAIMOYEUYHUKOB TaKXKe OTMEUYaeTcs y
MAIMEeHTOB, MOJIYYaBIINX BOPUKOHA30JI OJTHOBPEMEHHO C KOPTUKOCTEPOUTAMHU.

[TaniueHTHI, TONMyYAIOIIME TUTEIHHOE JICYCHHE BOPUKOHA30JIOM U KOPTHKOCTEPOUIAMU
(BKJIIOYAsl WHTANSLUOHHBIE KOPTHUKOCTEPOHJIBI, Hampumep, OYJIECOHHUM), JAOKHBI HaXOJIUTHCS
MO/ THIATENHFHBIM HAOMIOICHHEM Ha MpeaMeT HapylleHus (PyHKIHUHA KOpbl HAAMOYEUHHUKOB Kak
BO BpeMs JICUCHMs, TaK M TIOCJIC TMPEKpaIlleHUs NPUMEHEHUs BOPUKOHA30Jia (CM. pasnuen
«B3aumoneicTBue ¢ JAPYTMMH JIEKAPCTBEHHBIMU CpencTBaMu»). [lamueHTsl AOMKHBI OBITH
npouH(OPMUPOBAHBI O TOM, YTO HEOOXOIUMO OOpaImaThCs 32 HEMEJICHHON MEIMIIMHCKON
MOMOIIBIO, €CIIM y HHUX TOSIBISIOTCS MPU3HAKKM M CHUMITOMBI CUHApoma KymmHra wunu
HEJI0OCTAaTOYHOCTH KOPHI HAIMIOYCHHUKOB.

InumenvHoe neuenue.
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VY ManueHToB ¢ KOKHBIMU PeakiusiMu (GOTOUYB TBHT@Hﬂ%ﬁEMJ‘%&E@E@Hh& ﬁalrﬂ'*b Jamu

pHcKa coolIaeTcst 0 pa3BUTHHU IUIOCKOKJICTOUHOTO paka KOXKH (BKIJIFOYAsk INIOCKOKJICTOYHBIN paK
in situ wnu Oone3Hp boysHa) W MenaHOMBI Ha (OHE NPOJODKUTEIBbHOW Tepanuu. [lpm
BO3HMKHOBCHHUH Yy TMAIMEHTa (POTOTOKCHYECKUX PEAKIUil OH IOJKEH OBITh MPOKOHCYIHTHPOBAH
COOTBETCTBYIOIIIMMHU CICHHAINCTAME ¥ HampaBieH K aepmaronory. Cremyer paccMOTpeTh
BO3MOXXHOCTh OTMEHBI BOpHUKOHA30sa. [Ipu MpoaoDKeHHH Tepanii BOPUKOHA30JIOM, HECMOTPS
Ha BO3HUKHOBCHHE (POTOTOKCHUCCKHX TOPAKCHUH KOXH, MAIUCHT JODKCH PEryJsipHO
IPOXOJUTh JIEPMATOIIOTHYECKOe OOCIEIOBaHHE C IEIbI0 PAHHETO BBISIBICHHS U JICUCHHS
IpEIPaKOBhIX 3a001eBaHuil KOKHU. ECITN y MaluenTa pa3BUBAOTCS MIOPAXKEHHS KOXKH, CBS3aHHbIC
C MPEIPaKOBBIMH 3a00JICBAHUSIMH KOXH, TUIOCKOKJICTOYHBIM PAKOM KOXH HJIA MEIaHOMOH, TO
CIIEyeT PACCMOTPETh BOIIPOC O MPEKPAIICHUH TEPAIH BOPUKOHA30JIOM.

HeuH(beKquHHblﬁ nepuocmumni.

Hmerorcst cooOmIeHust 0 Clydasx pa3BUTHS MEPUOCTUTA Y MAIMEHTOB MOCJE TPaHCIUIAHTAlUH,
MOJIyYalOlUX JUIMTEJbHYIO TEpPANUI0 BOPHKOHA30J0M. Tepanuio BOPUKOHA30JIOM CIIEAYET
OTMEHUTh B Clly4yae, €CJId Yy TNalueHTa HuMeeTcss O0Jb B KOCTSIX W Ha pEHTreHorpamme
OTMEYAIOTCSl U3MEHEHUSI, XapaKTEPHbIE JIJIS IEPUOCTHUTA.

Hapxomuueckue ananvcemuxu Kopomko2o oeucmeus (cvocmpamul uzodepmenma CYP3A4).

[TockonbKy mepHoA MOTyBbIBeIEHHS al(eHTaHWIa MPHU €ro OJHOBPEMEHHOM NPUMEHEHHH C
BOPMKOHA30JI0M yBeJIMuYuBaercs B 4 pa3a, HEOOXOAUM  TIIATENbHBIA MOHHTOPUHT
HE)KEJIATCJIbHBIX SIBJICHUH, CBSI3aHHBIX C IIPUMEHEHUEM HAPKOTUYECKUX aHAJIBIE€THUKOB, BKIIIOUYAs
6oJ1ee MPOIOJIKUTEIbHBI MOHUTOPUHT (DYHKIIUHU JIbIXaHHUSL.

Haprxomuueckue ananvcemuxu oaumenvHo2o oevicmeus (cyocmpamul uzogdepmenma CYP3A4).

Crnenyet npeaycMOTpeTh BO3MOXHOCTb CHUKEHUS J103bl OKCUKOJOHA U JAPYTUX HAPKOTHYECKUX
aQHAJIbI'€TUKOB MPOAOJDKUTEIBHOIO JIEHCTBUSA, KOTOpbIE METabOIU3UPYIOTCS H30(EpMEHTOM
CYP3A4 (ruznpokosoH) mpu OAHOBPEMEHHOM INPHUMEHEHHHM C BOpHUKOHa3ojoM. HeoOxomumo
MPOBOAMTDH TILIATENbHBIII MOHUTOPUHI HEKENIATEIbHBIX SBJICHHUM, CBSI3aHHBIX C MPUMEHEHHEM
HAapKOTUYECKUX aHaJIbIeTHKOB (cM. pasnen «Bs3ammoneiicTBue ¢ ApyruMH JI€KapCTBEHHBIMU
CPEACTBAMUY).

Huzubumopwvl muposunkunazol (cyocmpam uzodepmenma CY3A4).

Oxwunaercs, 4TO OJHOBPEMEHHOE TPUMEHEHHE BOPUKOHA30J1a ¢ UHTMOUTOpaMHU THPO3WHKHUHA3HI,
MeTabomm3upyembiMu  n3opepmeHToM CY3A4, NPUBOAMT K TOBBIIICHUIO KOHIIEHTPAIAN
MHTUOMTOpA THUPO3UHKHHA3BI B MJIa3Me KPOBH U PUCKY MMOOOUYHBIX peakiuil. Ecian HeBO3MOXKHO
u30exaTh OJHOBPEMEHHOTO NPUMEHEHHUS, PEKOMEHAYeTCS CHIKEHHE [03bl MHIHOUTOpa
TUPO3UHKUHA3bl M TIIATENbHbIN KIMHUYECKUH MOHUTOPUHI (cM. pazzaen «BzaumopeiicTBue c

JIPYTUMU JIEKAPCTBEHHBIMHU CPEICTBAMM).
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Denumoun (MOwHbL UHOYKMOP Yyumoxpoma Paso u cv6é”£uﬁ%&m£gﬂb ¢y j-CQ)l 001)

[Tpu ogHOBpEMEHHOM MPUMEHEHHH (PEHUTOWHA U BOPUKOHA30J1a PEKOMEHIYETCS OCYILECTBIISATh
NOCTOSIHHBIA KOHTPOJIb KOHIeHTpauuu ¢(enutonHa. [lo BO3MOXHOCTH cleayeTr wu30erarb
OJIHOBPEMEHHOI'0 INMPUMEHEHHUs] BOPUKOHA30Ja M ()EHUTOMHA 3a UCKIIOUYEHHEM TeX CIIydaes,
KOrJa O)KHjaemasl Iojb3a IPEBbIIAET BO3MOXKHBIM puCK (cM. pasnen «BzaumopeiictBue c
JPYTMMH JIEKAPCTBEHHBIMH CPEACTBAMUY ).

Ddbasupens (nenykneo3uonviil uneubumop oopamuol mpaucKpunmasol, UHOVKIMOPD YUIMOXPOMA

Piso uncubumop u cyocmpam uzohepmenma CYP3A4).

B ciy4yae oIHOBpEMEHHOTO TMPUMEHEHHsT BOPUKOHA30ja M 3(haBUpEH3a 03y BOPUKOHA30IIA
cienyer yBenuuuTh 10 400 mr 2 pasza B CyTkH, a j03a 3(aBupeH3a JOHKHA ObITh CHUXKEHA 0
300 mr kaxnasle 24 u (cM. pasgen «BzaumopelicTBue € JPYTMMH  JIEKApCTBEHHBIMU
CpEICTBaMm).

Tnasoezub (cyocmpam uzochepmenma CY3A4).

Oxwumaercsi, 4TO OJHOBPEMEHHOEC MPHUMCHCHHE BOPHUKOHA30JIa TIOBBINIACT KOHIICHTPAIUIO
rra3iernda B TUIa3Me KPOBH M TOBBIMIAET PHUCK yuimHEHHWS uHTepBana QT (cM. pasgen
«B3aumojeiicTBue C IPyrMMHU JICKAPCTBEHHBIMU CPEICTBaMU»). Eciau HEBO3MOXXHO M30eXkaTh
OJIHOBPEMEHHOTO IPUMEHEHUS, PEKOMEHIYETCS 4acTO MPOBOAUTH MOHUTOPUHT DKI .
Pugabymun.

OpnHOBpeMEHHOE TNPUMEHEHUE BOPHUKOHA30ja U pudadyTMHA MPOTUBOIOKA3aHO, TaK Kak
pudaldyTHH 3HAUYUTEILHO CHIKACT KOHIICHTPAIINIO BOPUKOHA30J1a B TUIa3Me KPOBH.

Pumonasup (mownviii_ undykmop yumoxpoma_Paso uneubumop u_cybcmpam_uzo@depmenma

CYP3A4).

[TprMeHsITh OJJHOBPEMEHHO BOPUKOHA30JI U PUTOHABUP B HU3KKX J03ax (100 mr 2 pas3a B CyTKH)

CJIENYET JIMILIB B TOM CIIy4ae, €CJIM OXKUAacMas 110Jib3a OT IIpUeMa BOPUKOHA30J1a 3HAYUTEIbHO
IPEBBIIIAET PUCK OT MX COBMECTHOTO NpHUMEHeHMs (cM. pasnensl «lIpoTuBomokazaHus» H
«BzaumMopelicTBHE ¢ IPYTUMU JIEKAPCTBEHHBIMH CPEICTBAMIY ).

Deepoaumyc (cyocmpam uzodhepmenma CYP3A4 u P-2riuxonpomeuna).

OnHOBpeMEHHOE IPUMEHEHHE BOPHMKOHA30jJa M H3BEPOJIMMYCa HE PEKOMEHIYETCs, TaK Kak
0’KMJIaeTCs, YTO BOPUKOHA30JI 3HAYUTEIIBHO ITOBBIIIACT KOHLEHTPALUIO DBEPOIMMYCA B IUIa3Me
KpoBU. Ha nmaHHBIE MOMEHT HE MMEETCsl JOCTAaTOYHOM MHG(OpMaluuu I PEeKOMEHJAlUU IO
KOPPEKLNN PeXUMa T03UPOBAHUS.

Memaodon (cvocmpam uzochepmenma CYP3A4).

[ToBBIlIEHNE KOHLEHTPALUN META0HA B IJIa3ME€ KPOBHU IMPHUBOJIUT K MPOSBIEHUIO TOKCUYECKHUX
¢ dexToB, Brmouas yanuHeHue wuHTepBana QT. Ilpu oaHOBpeMEHHOM MNpPUMEHEHUU

BOPHMKOHAa30Jla W  METaJO0Ha HGO6X0,I[I/IMO BHUMATCIIBHO CJICOAUTbL 3a MPOABJICHUCM
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CHIKEHa (cM. pa3zen «B3aumozeiicTBue ¢ ApyrUMHU JIEKAPCTBEHHBIMU CPEACTBAMUY ).

Daykonaszon (unzubumop uzopepmenmos CYP2C9, CYP2C19 u CYP3F4).

OpnHOBpeMEHHOE NpPHUMEHEHHE BOpPHUKOHa30jJa M (UIyKOHa301a BHYTPb Y  3J0POBBIX
JOOpOBOJIBIIEB NPUBOAUT K 3HAUYMUTENbHOMY IHOBbIIEHUI0O Cmax M AUCt BOpHKOHa30a.
[Moaxoaammii pe>kuM KOPPEKIMH 03Bl W/WIIM YaCTOTHI MPHEMa BOPUKOHA30Ja M (PIyKoHa3ola
HE YCTaHOBJEH. B TOM cilydae, ecny BOpPUKOHA30J NpUMEHseTCs Imocie (IIyKoHa30Ia,
pEKOMEH/yeTCs MPOBOAUThH TIIATEIbHBI KOHTPOJIb HEXKENaTeIbHbIX PEAKLMH, CBS3aHHBIX C
IPUEMOM BOPUKOHA30JIa.

eTu
BopukoHa3on mokasaH Ui NpUMEHEHHs y JeTeil B Bo3pacte OT 3 Jjer (ans JaHHOU
JIeKapCTBEHHOM ()OpMBI) U cTaplie NpHU MOCTOSHHOM KOHTpOJIe (QyHKLUH MeYeHu. Y aereil yare
OTMEYaeTCsl MOBBILIEHNE aKTUBHOCTHU ()ePMEHTOB IeueHH. bronocTynHocTh BOpUKOHA30J1a MpU
nprueMe BHYTpb y JIeTel B Bo3pacte oT 3 (Ui JaHHOMH JiekapcTBeHHOU (opMbl) 10 12 et MoxeT
OBITh CHIDKEHA 33 CYET HapyIICHUS BCACHIBAHMSI MJIM 32 CUET NOHM)KEHHOW Macchl Tena. B Takux
cllydasix I0Ka3aHO BHYTPUBEHHOE BBEJCHUE BOPUKOHA30JIA.
YacTtoTa (POTOTOKCHYECKUX peakUMid y aeTed Bblme. B cBA3M ¢ TeM, 4yTO (POTOTOKCHUYECKHUE
NOpaXEHUsI MOTYT IepepoXkaarbcsi B IUIocKokieTouHyro KapuuHomy (IIKK), y nereit
HEOOXOIMMO TPUMEHSTh CTPOTHE MEpPHI 0 3alIMTE KOXH OT YJIbTPa(HOIETOBOTO M3ITyUYCHHUS.
JletsaM ¢ npu3HakamMu (OTOCTAPEHUS KOXKH, HAIPUMEP JICHTUIO UM BECHYIIKH, PEKOMEHIYeTCs
u30eraTh COJIHIA U 00CIIEI0BATHCS y IepMaTosIora Jjaske 1Mociie MpeKpaleHus JeueHusl.
4.5 B3aumoaeiicTBHe ¢ JPYIrMMH JIEKAPDCTBEHHBIMH MpenapaTaMd W Jpyrue BHbI
B3aMMO/AEHCTBUA
WMHruburops! uiau UHAYKTOpH! n3opepmenToB nutoxpoma Paso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BbI3BaTh, COOTBETCTBEHHO, MOBBIIICHUE MM CHWKECHHE KOHIEHTpAallUd BOPHUKOHA30ja B
TuIa3Me KpOBH.
Bopukonazon HHruOUpyeT akTUBHOCTh U30(epMeHTOB 1uToxpoma Psso - CYP2C19, CYP2C9 u
CYP3A4, wu MoxeT TOBBIIIATE [Ja3MEHHbIE  KOHLEHTPAIMM  BELIECTB, KOTOpHIE
METabOIU3UPYIOTCSA ¢ ydacTueM u3odhepmMenToB mutoxpoma Paso (CYP 450), B wactHOCTH, A5
BEIIECTB, KOTOpble MeTtabommsupytorcsi uzopepmeHToM CYP3A4, Tak Kak BOPHUKOHA30I
sBiisieTcst cuibHBIM HHrHuOuTOpoM CYP3A4, xoTs yBenmmuenne AUC 3aBucHT oT cyOcTpaTa (CM.
TaOJIUILy HUXKE).
B3anmopelicTBie BOPUMKOHA301a C APYTUMH JIEKAPCTBEHHBIMHU CpPEACTBAMH U PEKOMEHIAlUU

IIpru OJHOBPEMCHHOM IMPUMCHCHUH MMPECACTABJICHBI B Ta6n1411e HUWXKE:
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JlexapcTBeHHoOe cpenctso | Bsaumoneiicrene: |10 'E‘J'P&'éﬂﬁh'ﬁ'ﬁﬂn' = T pu
(MexaHHU3M B3aUMO/1eiiCTBHUS) U3MeHEeHUsl OJTHOBPEMEHHOM

(papmakoxkuHeTHUECKUX NPUMEHEHUH

napamertpos (%)
ActemMu301, IU3anpul, TuMo3ul, | Bzaumonelicreue He | [IpoTuBONIOKa3aHo (cm.
XUHUJUH, TeppeHaIuH U | U3y4aJioch, OJIHAKO | paszgen
uBaOpa i CYILIECTBYET BBICOKAs «IIpoTuBOIIOKa3aHUAY)
[cybempambi usoghepmernma | BEpOATHOCTbD, 4TO
CYP3A4] MOBBIIIICHHBIC

KOHIICHTPALIUU JTAHHBIX

JIEKapCTBEHHBIX CpEICTB

MOTYT MIPUBECTU K

yanuaennto uareppana QT

U B pEOKHX  Ciydasx

BO3HUKHOBEHHIO

KEITYJJOUKOBOM TaXuKapauu

10 TUITY «ITUPYIT»
Kapbamazenvs u 1M TEIBHO Bzaumopeiicteue He | [IpoTuBOIIOKa3aHO (cm.
neicTByromure 6apouTypaThl M3y4ajoch, OJIHAKO | pa3zaen

(BKJ'IIO‘laH, HO HC OI'paHUYHBaACh,

Kap6aMa3eHI/IH n JJIMTCIBHO

«IIpoTuBOIIOKa3aHUA)

dbenobapOuTan, JIEHCTBYIOIINE
MedobapOuTan) O0apOuTypatbl,  BEPOATHO,
[mowHble UHOYKMOPbI | MOTYT 3HAYUTEIHEHO
yumoxpoma Paso] CHIDKATh MJIa3MeHHbIe

KOHIICHTPAIAN

BOPUKOHA30J1a
Ddasupens  (HeHYKICO3UAHBIHA | Cmax sdaBupensa T 38 % [IpuMeHeHne cTaHIapTHBIX
WHTHOUTOP 00paTHO# | AUCT s¢paBupensa T 44 % | A03 ~ BOPHKOHa30ma o
TPaHCKPUITA3bI) Cmax BOpHKOHa3ona ¥ 61 % | 2baBupensa B jose 400 mr
[unoykmop  yumoxpoma  Paso; AUCT BopuKoHasoma 77 | OFMH pas B CyTKu
uH2UOUMOp u cybempam | o, [TpoTuBOMOKa3aHO (cMm.
usogpepmenma CYP3A4] paszzaen

«IIpoTHUBOIIOKA3aHU).

OnHOBpeMEHHOE  NPUMEHEHHE OnHOBpeMeHHOE
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- T TTELEL 1 Sl
JlekapcTBenHoe cpeacrso | Bsaumoneiicreue: |- 't‘JP&OMEH)fﬁﬂn TE5 U0 Hipu
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

adasupensa B no3e 400 mr onun | B CpaBHEHUU C | IPUMEHEHHE  BO3MOXHO,

pa3 B CyTKM M BOPHKOHAa30jia B | 3paBUpeH30M ecln

no3e 200 mr 1Ba paza B CyTKH * 600 Mr oguH pa3 B CyTKHU: MO P>KUBAOIIAs 1032
Cmax 2paBupeHsa <> BOPUKOHA30J1a OyaeT

AUC: sasupemnsa T 17 % noBbiieHa a0 400 mr aBsa

pasa B CyTKH, a Jo03a
sdaBUpeH3a CHUXKEHA 10

300 mr oguH pa3 B CYyTKHU.

OpnHoBpeMEHHOE  NPUMEHEHUE | B CpaBHEHUH ¢ | IIpu  ormene  Ttepanuu
300 Mr odaBupeHsa ONHH Pa3 B | popuKOHA30JI0M BOPHKOHA30JI0M,
cytkn u Bopukonasona 400 M | 200 mr gBa pasa B CyTKH: HayajbHas 71032
JIBa pas3a B CyTKH * Crax Bopukonasoma T 23 % sdaBupeH3a JIOKHA OBITH
AUCT Boprkonazoma ¥ 7 % | BOCCTaHOBJICHA.
Ankanou sl cropsiHbU | B3aumonericteue IIpoTrBONIOKa3aHO (cMm.
(BKJIIOYAsl, HO HE OTPaHUYMBASACH, | BOPUKOHA30J1a c | pazzen
AproTaMuH U | alKaJOuJaMH CIIOPbIHBU «IIpoTuBONOKa3aHUN).
JUTUAPOIPTOTAMUH) (3proraMuHOM U
[cyocmpamul uzoghepmenma TUTHUAPOIPTOTAMHUHOM)  HE
CYP3A4] M3y4alioch, OJTHAKO
CYILLIECTBYET BBICOKAsI
BEPOSTHOCTB, 4TO
BOPHUKOHA30J]1 MOJKET
BbI3bIBATh MOBBILLIEHUE
KOHLEHTpaLUn JTAHHBIX
IIPENapaToB B IIa3ME KPOBHU
Y IPUBOJUTH K 3PTOTHU3MY.
Jlypazunon [cyocmpamer | B3aumopeiicTBue [IpoTnBOMOKa3aHO (cm.
uzogpepmenma BOPHMKOHA30J1a C | pa3zmen

CYP3A4] JTypa3uI0HOM He n3ydajoch, | «[IpoTuBonokasanusy).
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JlexapcTBeHHoOe cpenctso | Bsaumoneiicrene: |10 'E‘J'P&'éﬂﬁh'ﬁ'ﬁﬂn' = T pu
(MexaHHM3M B3aHMO/IEHCTBHSI) U3MeHeHHUs! O/ITHOBpPEMEHHOM

(hapMaKOKHHETHYECKUX NpUMeHeHUH

napamertpos (%)

OJTHaKO BOPUKOHA301,

BEPOSITHO, MOXET

3HAYUTEIHHO TIOBBIIIATh

TUTa3MEHHBIC KOHIIEHTPAIHH

JTypa3uioHa.
Haunokceron [cybcmpamer | BzaumopeiicTBre [IpoTnBONOKa3aHO (cm.
uzoghepmenma BOPUKOHA30J1a c | pazmen
CYP3A4] HaJIOKCET0JIOM He | «[IpoTuBOMOKa3aHU).

M3y4anoch, OJTHAKO

BOPUKOHA30I, BEPOSITHO,

MOJKET 3HAYUTEIHHO

MOBBIIIATH TUTa3MEHHbBIC

KOHIICHTPALUH

HAJIOKCETOJIa.
Pugabyrun Cmax BOpHKOHa3011a ¥ 69 %
[mownbiii undykmop yumoxpoma | AUCT Bopukonasona +78 %
Paso] Cmax pupaGytrna T 195 %
300 Mr o pas B CyTKU AUCT pudabyruna T 331 %

[TpoTuBONIOKa3aHO (cm.

300 Mr oguH pa3 B CyTKH (IIpH B CpaBHeHHH ¢ | pasmen
OHOBPEMEHHOM MPUMEHEHUH © | oy omasomom 200 Mr aea | «[IpOTHBOMIOKa3AHMS»).
BopukoHaszojoM 400 Mr aBa pasa pasa B CyTKI:
B CYTKH)* Cmax BopuKkoHasona T 104 %

AUCT Bopukonasoma T 87

%
Pudamnuimn (600 Mr omuH pas B | Cmax BoprkoHasona + 93 % | [Ipotnsonokasano (em.
CYTKH) AUCT BopukoHazona { 96 | pasnen
[MmowHbIE UHOYKMOP Yyumoxpoma | o, «[IpoTuBOIIOKA3aHUSIY).
Paso ]
Puronasup (uHru6uTop mnporeas) | Cmax AUCT putonasupa <> | OIHOBpeMEHHOE
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(MeXaHH3M B3aUMOJeliCTBHS) | H3MEHEHHUs 0/IHOBPEMEHHOM
GapMaKOKHHETHYECKHX | IPUMEHEeHHH
napamertpos (%)
[Mownwiii undyxmop yumoxpoma | Cmax BOpUKoHa30ma ¥ 66 % | mpuMeHenue

Paso;  umeubumop u cybcmpam
uzsogpepmenma CYP3IA4]
Bricokue no3e1 (400 mr aBa pasa

B CYTKH)

Huskue noser (100 mMr nBa pasza B

CyTKH)*

AUCT BopukoHazona { 82
%

Cmax puTOHaBHpa ¥ 25 %
AUCT puronasupa ¥ 13%
Cmax BOPHKOHa3011a 24 %

AUCT Bopukosazomna +39 %

BOPUKOHA30Ja U BBICOKUX
103 putoHasupa (400 mr u
BBIILIE /IBa pa3a B CYTKH)
IIPOTUBONOKA3aHO (cm.
paszznen

«IIpoTuBOIIOKa3aHU).

IIpuMeHATH OTHOBPEMEHHO
BOPUKOHA30J1 U PUTOHABUP
B HU3KUX no03ax (100 mr 2
paza B CyTKH) CcIeayeT

JIMIIb B TOM Cliy4ac, €CJIn

OXXuagacMmas I10JIb3a oT
nmpuema BOPHKOHA30J1a
3HAUYUTCJIBbHO  IIPCBLIIIACT

pPUCK OT HX COBMECTHOTIO

PUMEHEHHS.
3Bepo0oii IPOABIPSBICHHBIH CornacHo naHHbIM | [IpoTuBOMIOKa3aHO (cm.
[unoyxmop yumoxpoma Pasou HE3aBHCHUMOI'0 pazznen
P-2nuxonpomeunal HCCIIEA0BAHMS: «IIpoTHBOIIOKa3aHUA»).
300 mr Ttpm pasa B cyTku | AUCo BOpHKOHA301a + 59
(omHOBpeMEHHOE NpPUMEHEHUe ¢ | %

OZHOKPATHOU 030U

BopukoHasoia 400 mr)

DBEpOIMMYC Bzaumoneiictere He | OHOBpEeMEHHOE

[cybecmpam uzogepmenma | N3y4anocs, OJTHAKO | MPUMEHEHHE HE

CYP3A44 u P-enuxonpomeunal BOPHUKOHA30J1, BEPOSITHO, PEKOMEHIYETCSI, TaK KaK
MOJKET 3HAYUTEIBHO | OXKHIIACTCS, 9TO
TIOBBIIIATH TUTa3MEHHBIC | BOPUKOHA30J

KOHIOCHTpaluu

3HAYUTCIIbHO ITOBBIIIACT




COOTBETCTEBYET ZKCNEPTHC

JlekapcTBeHHOE cpeactso | Bzaumoneicreue: [MOCTTEL
(MexaHu3M B3anuMo/IeiicTBHS) U3MEHEeHUsl O/THOBPEMEHHOM
(papmakoKuHeTHYECKUX NpUMeHeHUH
napamertpos (%)
3BEpOIUMYCA. KOHI[EHTPAIUIO
’BEpOIMMyca B  IUIa3Me
KpoBH. Ha 1aHHBII MOMEHT
HE HMeEeTcs JI0CTaTOYHOMN
uH(popManuu TS
pPEKOMEH AN o
KOPPEKIHH pexumMa
JIO3UPOBAHUSI.
TonBanran [cyocmpamer | B3anmoelicTBre He | [IpoTuBONIOKa3aHoO (cm.
uzoghepmenma 13y4aJoch, OJIHAKO | pa3jen
CYP3A4] BOPHUKOHA30J1, BEPOSTHO, «IIpoTuBoOIIOKa3aHU ).
MOJXKET 3HAYUTEIBHO
MTOBBIIIATH TJIa3MEHHBIC
KOHIICHTPAIIUY TOJBAITaHA.
Benerokiakc [cybcmpam | B3aumoneiicTBue He OnHOBpeMEHHOE
CYP3A] M3y4alioch, OJIHAKO MIPUMEHEHUS

BOPUKOHA30J1, BEPOSATHO,
MOKET BBI3BIBATH
3HAUUTEILHOE
MOBBIIIEHHUE MJIa3MEHHBIX
KOHIEHTpAaLHi

BCHCTOKIJIAKCA.

BOPUKOHA30Ja U

BCHCTOKIJIaAKCa
MMPOTHUBOIIOKA3aHO B
HayaJic TCpannunu

BEHETOKJIAKCOM U BO BpeMsI
TUTPOBAHUS

JI03bl BEHETOKJIaKca (CM.
pazznen
«IIpoTHBOIIOKa3aHUAN).
TpebyeTcst CHIKEHHE 10361
BEHETOKJakca B  (aze
ITOCTOSTHHOU CYyTOYHOMU
JT03bI B COOTBETCTBUU C
MHCTPYKLHUSAMH I10

MPUMCHCHUIO ITpCiapara,
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JlexapcTBeHHoOe cpenctso | Bsaumoneiicrene: |10 'E‘J'P&'éﬂﬁh'ﬁ'ﬁﬂn' = T pu
(MeXaHH3M B3aUMOJeliCTBHS) | H3MEHEHHUs 0/IHOBPEMEHHOM
GapMaKOKHHETHYECKHX | IPUMEHEeHHH
napamertpos (%)
peKoMeH yercs

TIIATEIBHBI KOHTPOJIb Ha
npeaMer oOHapy)eHUS

IMPU3HAKOB TOKCUYHOCTH.

®nykonazou (200 Mr oauH pa3 B
CYTKH)
[uneubumop uzogepmenmos

CYP2C9, CYP2C19 u CYP344]

Cmax BopuKoHa30ma 1 57 %
AUCT Boprkonasona 779 %
N3menenns Cmax 1 AUC
(daykoHa3zona HE

YCTaHOBJICHBI

IToaxonsamuit pexxum

KOPPEKIHH JI03bI U/WITH

YaCTOTBI npuema
BOPUKOHA30J1a
u ¢diykoHazona HE

yCTaHOBJIEH. B ToM cirydae,

eCIIH BOPUKOHA301
PUMEHSIETCS nocJje
¢daykoHazoma,

PEKOMEHYETCSA MPOBOIUTH
TIIATEIbHBIN KOHTPOJIb

HCXKCIIaTCIIbHBIX peaKHHﬁ,

CBsI3aHHBIX C MMpueMomM
BOPHUKOHA3071a.
DeHUTONH Cmax BopuKOHa3ona ¥ 49 % | Crnemyer u3berarb
[cyocmpam usogpepmenma | AUCT BopHKOHa3071a \ 69 | ONHOBPEMEHHOr0  IpHema

CYP2C9 u mowmnvii unoyxmop
yumoxpoma Paso]

300 Mr oguH pa3 B CyTKH

%

BOPHKOHA30J1a "
benuTonHa, 3a
UCKJIIOYEHHEM  CIIy4aes,
KOT/a HOoJb3a ISt
MaIrenHTa NPEBhIIIACT
PHCK. Pexomennyercs
KOHTPOJIMPOBATb,
TUTa3MEHHBIE
KOHIICHTPAIIU!

dbenuTOMHA.




COOTBETC TEn'ET SKCTEPTHOMY OTY EoTr
oTu

£12.2023 N2 25817
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(MexaHu3M B3anuMo/IeiicTBHS) U3MEHEeHUsl O/ITHOBpPEMEHHOM
(papmakoKuHeTHYECKUX NpUMeHeHUH
napamertpos (%)
300 mMr omuH pa3 B CYTKH OnHOBpEMEHHOE
(o1HOBpEMEHHOE NPUMEHEHHE C | Cmax peHHTOMHA T67% IIPUMEHEHUE BO3MOXHO
BopukoHa3onoM B jo3e 400 Mr | AUCT dpennronna 181 % TOJBKO B Clly4yae, €ciu
JIBa pa3a B CyTKH)* B CpaBHEHHH ¢ | mognepxkuBatomas  g03a
BopukoHaszojom 200 Mr gBa | BOPMKOHA30]1a Oyzer
pasa B CyTKH, yBeIMYEeHA OO0 S5 MI/KT
Chax BOpHKOHa3oma T 34 % | BHYTPUBEHHO WM C 200 mr
AUCT Bopukonasona T 39 | A0 400 Mr BHYTpb 1Ba pasa
% B CyTKU (y MalHEHTOB C
Maccoil tena MeHee 40 kr
co 100 mr mo 200 wmr
BHYTPbB J[Ba pa3a B CyTKH).
JlerepmoBup [undykmop | Cmax BopukoHasona v 39% | Ecin HEBO3MOXKHO
usogpepmernmos  CYP2C9  u | AUC,.12 BopuKkoHa3ona ¥ 44 | U30exars
CYP2C19] % OJTHOBPEMEHHOTO
C12 BOpokoHa3ona ¥ 51% HPUMCHCH M
BOPUKOHA30J1a U
JIETEPMOBHUPA, HEOOXOIUMO
KOHTPOJIHPOBATh
COCTOSTHUE MAIllMeHTa Ha
MIPEeIMET CHIDKCHUS
s dexTuBHOCTH
BOPHUKOHA3071a.
JlembopexcaHT [cybcmpamer | BzaumopeiicTBue He | Cnenyer uzberarb
uzoghepmenma M3y4anoch, OJTHAKO | OJTHOBPEMEHHOTO
CYP3A4] BOPHUKOHA3011, BEPOSATHO, | IPUMEHEHUs
MOBBIIIAET KOHIIGHTPAIMIO | BOPUKOHA30J1a u
neMOOpeKcaHTa B IUIa3Me | JIeMOOpEKCaHTa.
KpPORBH.
I hazoecu6 [cyocmpamer | B3aumopeiicTBue He | Ecnin HeBO3MOKHO
uzoghepmenma U3y4ainoch, OJTHAKO | n30exarh
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(MexaHu3M B3aUMO/EICTBUS) | M3MEHEHUs O/THOBPEMEHHOM
(hapMaKOKHHETHYECKHX npUMeHeHHH
napamertpos (%)
CYP3A4] OKujaercs, YTO | OZIHOBPEMEHHOT'O
OJIHOBPEMEHHOE OPUMEHEHUS,

IIPUMEHEHHE BOPHKOHA30J1a
MOBBIIIAET  KOHLIEHTPALIUIO
riazzeruda B masMe KpoBH
u TIOBBIIIACT pHCK

yunHenust uatepBaia QT.

PEKOMEHAYETCA 4acTO
IMpOBOANTH MOHUTOPHHI

OKT'.

NHruOuTopsl THPO3UHKUHA3BI BiaumoneiictBue He | Ecniu HeBO3MOKHO
[cyocmpambi M3y4alioch, OJTHAKO | n30exarh

CYP3A4] BOPHUKOHA30J1 MOBBIIIACT | OJTHOBPEMEHHOTO
(Hammpumep, AKCUTUHUO, | MJIa3MEHHbIE KOHIEHTPALUU | IPUMEHEHUS,

6ocyTHHO, Ka003aHTUHUO, UHTHOUTOPOB PEKOMEHIYEeTCsI CHUYKEHUE
[EPUTHHHUO, KOOMMETHHUO, | THPO3WHKUHA3BI, JI03bI HHTHOUTOpA
nabpadenuo, Na3aTHHUO, | METa0OIU3NPYEMBIX TUPO3WHKUHA3BI U
HUJIOTHHUO, cynutunu0, | CYP3AA4. TIIATEIbHBIN KIMHUYECKHUI
uOpyTHHHUO, pUOOLIUKIINO) MOHHUTOPHHT.
AHTUKOATYJISIHTHI YBenuueHue Ecmm MaIUeHTaM,
Bapdapun (30 Mr omgHOKpaTHO | MAaKCHUMAaJIbHOTO MOJYYAIIMM  MpenapaTsl

OIHOBPEMCHHO C

BopuKoHa3zojaoMm 300 mr ngBa pasa

HpOTpOM6I/IHOBOFO BPEMCHU

ObUIO NPUOIU3UTENIHHO B

KyMapHuHa, Ha3sHa4daroT

BOPHUKOHA30J1, HEOOXOIUMO

B CYTKH) 7IBa pasa. C KOPOTKUMH HMHTEPBaJIaMH

[cyocmpam uzogpepmenma | Ilpenmonaraercs, YTO | KOHTPOJIUPOBATH

CYP2C9] BOPHUKOHA30J]1 MOXET | IPOTPOMOUHOBOE BpeMs U
YBEJIUYMBATh IJIa3MEHHBIE | COOTBETCTBYIOIUM

Hpyrue NepopabHBIEC | KOHIICHTPAMH KyMapWHOB, | 00pa3oM MOAOHpPaTh JO3bI

AQHTHKOATYJISIHTBI, BKIIOYas, HO | YTO MOXET MPHUBOJUTH K | aHTHKOATYJISTHTOB.

HE OTPaHMBASACH, (PEHIIPOKYMOH, | MOBBILICHUIO

areHOKYMapoJ [cyocmpamer | mpoTpomMOuHOBOTO

usogpepmenmos  CYP2CY9  u | BpemeHwm.

CYP3A4]

WBakagTop [cybcmpam | B3aumoneicTBre He Pexomenayercs CHUXeHUE




COOTBETC TEn'ET SKCTEPTHOMY OTY ETf
oTu

£12.2023 N2 25817

JlekapcTBeHHOE CpeacTBo

(MexaHHU3M B3aUMO/1eiiCTBHUS)

B3aumogeiicTBue:

(MOCTER

PEoMetatnn  © 0 igu

U3MeHEeHUsl
bapMakoKHHeTHYECKUX

napamertpos (%)

OIHOBPECMECHHOM

INPUMECHCHUHN

usogepmenma CYP3A4]

U3y4asioch, OJHAKO
BOPHKOHA30J1, BEPOSTHO,
MOXET IOBBIIIATH
IUTa3MEHHBIE KOHIICHTPAIIUH
uBakadTopa, YTO MOXKET
MPUBOANUTH K TIOBBILICHUIO

PHUCKa pPa3BUTUA MOOOYHBIX

JI03BI UBaKagTOpa.

peaKuii.
D30MUKIIOH [cybcmpam | B3aumoneiicTBue He | PexoMenayeTcsi CHMKEHHE
usogpepmenma CYP3A4] M3y4asoch, OJIHAKO | JI03bI 330IMUKIIOHA
OKUJaeTcs, 4TO

BOPHUKOHA30JI YBCINYHBACT

IIa3MCHHBIC KOHLUCHTpalIun

u  cemaTuBHBIA  3ddekT

930MHKIIOHA.
ben3oauazenuusl CornacHo naHHbIM | PekoMenayercss  OLEHUTH
[cyocmpambl uzoghepmenma HE3aBUCHUMOTO 11eJIECO00Pa3HOCTh
CYP3A4] uccnenoBanus:  AUCo—o0 | Koppekuuu J103bl
Mupnazonam (0,05 wmr/kr B/B | Mumazonama 1 B 3,6-pasa OEH30/IMa3eMHOB.
OJIHOKpaTHasl 103a)
Munazonam (7,5 mr | CormacHo JTAHHBIM
OJIHOKpaTHas 1032 BHYTPb) HE3aBUCHMOTI'0

HCCIIeIOBAHUS: Cmax
Hpyrue OeH30/Ma3enuHbl | Muaa3onamMa T B 3,8-paza

(BKJTFOUAs, HO HE OTPAHUYHBASICh:

TPHA30JI0M, aJIpa3ojam)

AUCo—o muagasonama 1 B

10,3-paza

BzaumoneticTBue HE
HU3y4aJioCh, OJTHAKO
BOPHUKOHA30J1 MOXKET
BBI3LIBATH MOBBIIIICHHUE




COOTEBETC TEu YET SKCTEFTHOMY OTYH ETF
o1 07.12.2023 N2 25817 23

JlexapcTBeHHoOe cpenctso | Bsaumoneiicrene: |10 'E‘J'P&'éﬂﬁh'ﬁ'ﬁﬂn' = T pu
(MexaHu3M B3anuMo/IeiicTBHS) U3MEHEeHUsl O/THOBPEMEHHOM

(hapMaKOKHHETHYECKUX NpUMeHeHUH

napamertpos (%)

TJTa3MEHHBIX

KOHIICHTPALUK JIpyrux

OCH30/Ma3eIMHOB, KOTOPHIC

METaOMITH3HPYIOTCS o

neiictBueM  u3zopepMeHTa

CYP3A4, wu  BbI3BIBATH

pa3BUTHE

MIPOJIOHTUPOBAHHOTO

cemaTuBHOTO Y deKTa.
MMMyHOCYTIpecCaHThI CornacHo naHHbIM | OJTHOBpEMEHHOE
[cybecmpamei uszogepmenma | HE3aBUCUMOTO MIPUMEHCHHE
CYP3A4] HCCIICIOBAHMS: BOPHKOHA30Jj1a u
Cuponumyc (2 Mr OJHOKpaTHO) Cvax cHpoIMMyca T B 6,6 | cuponumyca

pas MIPOTUBOIIOKA3aHO (cm.

AUCo.» cupomyca T B 11 | pasnen

pas. «[IpoTHBOIIOKA3aAHHS ).
DBEPOIUMYC [max JHce | BzaumoeiicTBIE He OnHOBpEMEHHOE
cybcmpam P-gp] M3y4anoch, OJTHAKO NPUMCHCHHUEC

BOPUKOHA30J1, BEPOSITHO, BOPHKOHA30.1a 1

MOXKET BBI3BIBATH | OBEPOIMMYCa HE

3HAYUTENbHOE TMOBBIIIeHHE | PEKOMEHIYCTCA,

[Muknociopun (y MalUEHTOB,
MEPEHECIINX  TPAHCIUIAHTALUIO
MIOYKM W HAXOJAUIUXCS B

TIJ1a3MCHHBIX KOHHCHTpaHI/Iﬁ

IBEPOIHMYCA.

Cuax HpKIOCIIOpHHA T 13 %

AUCr mmxiocnopuHa T

IMMOCKOJIBKY OKHUAACTCs, YTO

BOPUKOHA30J1 MOXKET
3HAYUTEIBbHO  IOBBIIATH
TJIa3MEHHbIE
KOHLEHTPALHUHU
IBEPOJIUMYCA.

[Tpu Ha3HAYEHUU

BOPHKOHA30J1a MalueCHTaM,

MMoJIy4arouum




COOTBETC TEn'ET SKCTEPTHOMY OTY ETf

ot 07.12.2023 N= 25817
JlexapcTBeHHoOe cpenctso | Bsaumoneiicrene: |10 'E‘J'P&'éﬂﬁh')fﬁﬂnl = T pu
(MexaHu3M B3aUMO/EICTBUS) | M3MEHEHUs O/THOBPEMEHHOM
(apMaKOKHHETHYECKHX NpUMeHeHNH
napamertpos (%)
CTaOUIILHOM COCTOSIHUM) 70% LUKJIOCTIOPHH,
PEKOMEHTyeTCs
YMEHBLINUTb 703y
[MKIOCIIOPHHA BIBOEC H
KOHTPOJIUPOBATH ero

Takponumyc

OJIHOKPATHO)

(0,1 MT/KT

Cmax Takpormmyca 1 117 %
AUC: rtakpomumyca T 221
%

KOHLCHTpAallMIO B IJIa3MC

KpOBH. [ToBbilieHNE
KOHILIEHTpalUU
IHUKJIOCIIOpHHA
COITPOBOKIAETCSA
HE(POTOKCUYHOCTHIO.
[locne OTMEHBI

BOPHKOHA30J1a
HE00X0NMMO

KOHTPOJHUPOBATH

KOHIICHTPAIIHIO

OUKJIOCIIOPpHUHA u Ipu

HEe0OXOAMMOCTH

YBCJIHUYHUTE €0 A03Y.

ITpn Ha3HAaYECHUHU

BOPHKOHA30JIa IMAlCHTaM,

MOJTYYarOIUM
TaKpOJIUMYC,
PEKOMEHyeTCsl
YMEHBIIUTh 03y
HOoCJIeHEr0 OO0  OJHOU

TPETH U KOHTPOJIHUPOBATH

€ro  KOHUEHTpaUHUK B
1a3me KpPOBH.
IloBrlIenue

KOHICHTPpAIun




COOTBETC TEn'ET SKCTEPTHOMY OTY ETf

ot 07.12.2023 N= 25817

- T TTELEL 1 Sl
JlekapcTBenHoe cpeacrso | Bsaumoneiicreue: |- 't‘JP&OMEH)fﬁﬂn TE U0 Hipu
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

TaKpOJIUMYyCa
compoBoXaaercs  Hedpo
TOKCHYHOCTBIO. [Mocne

OTMCHBbI BOPpHKOHA30Jia

HEOOX0IMMO

KOHTPOJIMPOBATH

KOHICHTpAaIIo

TaKpoJInmMyca u opu

HEeO0OXOIMMOCTH

YBCIIUYHUTH €0 A03Y.

JmuTensHo neiicteyromue | CoriacHo nanHbiM | Cremyer OLICHUTH
OIHATHI [cybcmpamel | HE3aBUCUMOTO BO3MOXKHOCTh ~ CHFDKCHHSI
uzogpepmenma CYP3A4] WCCIIC/IOBAHMS: 03Bl  OKCHUKOJOHA |
Oxcuko0H (10 Mr oIHOKPaTHO) | Cmax OKCHKOmOHA T B 1.7 | ApYrHuX JUTATEIBLHO

pas JCHCTBYIOIIUX  OIKATOB,

AUCo.» okcukomona 1T B | METabOJIM3HMPYEMBIX

3.6 pas3 nzopepmerrom CYP3A4

(Hampumep, TUIPOKOJOHA).
Moxer MTOHAJJ00UThCS
KOHTPOJIIb COCTOSIHUS
MalMeHTa C KOPOTKUMH
HHTCpBAaJIaMU Ha MPECAMCET
pasBUTHS HEXKeJIATebHBIX

peaKI.IHfI, CBA3aHHBIX C

ONHAaTaMHU.
Metazon (32-100 Mr omMH pa3 B | Cpax R-Meranona | |1OBBIIIEHHE
CYTKH) (aKTHBHOTO KOHLIEHTpaluu
[cybecmpam uzopepmenma meraGomnta)T 31 % METaJ/IoHa B IJIa3M€ KPOBU
CYP3A4 AUCT R-Meranona | TPHBOIAT K IPOSBICHUIO
(aKTHBHOTO TOKCHYecKuX 3¢ (HeKToB,

BKJIO4Yas YAJIIMHCHUC




COOTBETCTEBYET 3KCNEPTHOMY OTUYETY
ot 07.12.2023 Ne 25817 26

JlexapcTBeHHoOe cpenctso | Baaumoneiicrene: |10 - =L Peomeninn | © O Hipn
(MeXaHHM3M B3aMMOIENCTBHA) | H3MEHEHHUs OHOBPEMEHHOM

(papMaKOKMHETHYECKHX NpUMeHeHU

napamertpos (%)

metabomuta) T 47 % MHTEpBaJa QT.

Cmax S-meTamona T 65 % Pexomenayercss  yacTblii

AUCT S-metagona T103% | KOHTpOIb COCTOAHNA

NalMeHTa Ha  [PEIMET

pPa3BUTHUSL HEXeJaTeIbHBIX
peakluii U TOKCUYHOCTH (B
TOM

4quciae, YIAIUHCHHE

Qm).

CBsA3aHHBIX C MCTaJOHOM.

HHTCPpBaAJa

Bo3MoxHO, 1OHAmoOHUTCS

CHHMIKCHHUC O3Bl MCTAaJ0HA.

Hecrepounnsie
MIPOTUBOBOCIIATIUTEIILHEIC
npenapatsl (HITBIT)
[cybocmpamer uzopepmenma

CYP2C9]

No6ynpoden (400
OJIHOKPATHO)
Huknodenak (50
OJIHOKPATHO)

Mr

Mmr

Cmax S-ubympodena T 20 %
AUCo.» S-uGympodena T
100 %

Cmax qukinodenaka T 114 %
AUCo.» mukinodpenaxa T 78
%

[TatmenToB CIIeIyeT
Ha0JII01aTh c LIEJIBIO
BBISBIICHUSA BO3MOJKHBIX

TOKCHYECKUX 3(PPeKkToB U

npu HEOOXOIUMOCTH
KOPPEKTUPOBATh 03y
HIIBII.

Owmenpazon (40 mr oguH pa3 B

CYTKH)*

[uneubumop uzogpepmenma
CYP2C19; cyocmpam
usogepmenmos CYP2CL9 u
CYP3A4]

Cmax oMernpasona T 116 %
AUCT omenpazona T 280 %
Cmax BopukoHazona T 15 %
AUCT Bopukonasoma T 41
%

BopukoHa3oi Takke MOXKeT

YIHETaTh JIEUCTBUE APYTHUX

Koppekuus 1031

BOPHKOHA30J1a HE
Tpebyercs.

IIpu Havane npuema
BOPHKOHA30J1a y
NaIVEHTOB,

yKe MOJTYYaIOIINX




COOTBETC TEn'ET SKCTEPTHOMY OTY ETr

ot 07122023 N2 25817
JlexapcTBeHHoOe cpenctso | Bsaumoneiicrene: |10 'E‘J'P&'éﬂﬁhl)fﬁﬂnl = T pu
(MeXaHH3M B3aUMOJeliCTBHS) | H3MEHEHHUs 0/IHOBPEMEHHOM
GapMaKOKHHETHYECKHX | IPUMEHEeHHH
napamertpos (%)
UHUTHOMTOPOB  MPOTOHHOM | TEPAIUIO

MIOMIIBI, KOTOPBIC SIBIISFOTCS
cybcTtpatamu  u3odepMeHTa
CYP2C19,

qTo MOXET

MNPpHUBOAUTH K TIIOBBINICHHUIO

omemnpasonoM B jgo3ax 40

Mmr NI BBIIIIC,
PEKOMEHAYETCA CHHIKCHUC

J03bI OMCIIpa3ojia B [ABa

IUIa3MEHHBIX KOHUEHTpALMi | pasa.

ITHUX JIEKaPCTBEHHBIX

CPEJCTB.
[Tepopasbhbie KoHTpaenTUBLI* | Cmax STHHUJIACTPAIHONA | PeKoMEeHIyeTcst KOHTPOJIb
[cybcmpamer uzopepmenma 136 % COCTOSTHUS TIAIIMCHTA Ha

CYP3A44, uneubumopol
uzsoghepmenma CYP2C19]
Hopatucrepon/aTHHIIACTpaInON

(1 mr/0,35 mMr ouH pa3 B CyTKH)

AUCT stuHmCTpaiona 1
61%

Cmax HOpoTHCTEpOHA T 15 %
AUCT mopatcrepona T 53
%

Cmax BopuKkoHasona 1 14 %

AUCT Bopukonazona T46 %

NpeaAMCT pa3BUTHUA

HCXKCIIaTCIIbHBIX peaKHHﬁ,

CBSI3aHHBIX c
MIPUMCHEHUEM
nepopabHbBIX
KOHTPALICTITUBOB u
BOPHUKOHA3071a.

HapkoTtnueckue aHanbreTuku
KOpPOTKOI'O JEHCTBUSA
[cybcmpamei

uzogpepmenma CYP3A4]
AndenTtanun (0JHOKpaTHas A03a
20 MKI/KT ¢ OJHOBPEMEHHBIM

MMPUMCHCHUCM HaJIOKCOHa)

®denTanua (OJHOKpATHAS 1032

5 MKT/KT)

CormacHo JTaHHBIM
HE3aBHUCHUMOI0
HCCIIEIOBAHUS:

AUCo-» andentanuna T B 6
pa3
Cornacnao JTaHHBIM
HE3aBHCHMOI0

HUCCICIOBAaHUA:

AUCo-» penrannna T8 1.34

Crnemyer oneHuTh
BO3MOYKHOCTh  CHMIKEHHMS
JI03BI andenTanuma,
deHTaHMIa W JpPYyrUX
HapKOTHYECKUX
aHAJIbT€TUKOB KOPOTKOTO
neicTBus, UMEIOIINX
CXOXYI0 C aJ(peHTaHWIOM
XUMHYECKYIO CTPYKTYpPY H
MeTaboIM3UPyEMBIX
uzopepmentom CYP3A4
(Hampumep, cy(eHTaHumIa).

[TauueHThI IOJIKHBI




COOTBETCTEBYET ZKCNEPTHC

JlekapcTBeHHOE cpeactso | Bzaumoneicreue: [MOCTTEL
(MexaHu3M B3anuMo/IeiicTBHS) U3MEHEeHUsl O/ITHOBpPEMEHHOM
(papmakoKuHeTHYECKUX NpUMeHeHUH
napamertpos (%)
paza HAXOJUTHCS noJt
MOCTOSTHHBIM
HaOJIFOJEeHUEM TS
MPEIOTBPALICHUS
YTHETEHUs byHKIIN
OBIXaHUS WO JPYTHX
MOOOYHBIX s dexTos,
CBA3aHHBIX C IPUEMOM
HApPKOTHYECKUX
aHAJIBT€TUKOB  KOPOTKOTO
JIeHCTBHA, u npu
HEOOXOJUMOCTH HX J03a
JTIOJKHA OBITh CHIDKEHA.
Crartunsl (manpumep, | Bzaumoneiicteue He | Ecim HEBO3MOKHO
JIOBAaCTaTHH) [cybcmpamer | n3y4danocsk, OJIHaKO, | N30eXkKaTh
uzsoghepmenma CYP3A4] BEPOSITHO, BOPHKOHA30J]1 | OJTHOBPEMEHHOTO
MOKET YBEJIMYUBATE | TPUMCHCHHUS
TUTa3MEHHBIE KOHIIEHTPAIMH | BOPUKOHA30J1a ¥ CTATHHOB,
CTaTHHOB, KOTOpbIE | KOTOpBIE
MeTa0O0IU3UPYIOTCS METa0O0IU3UPYIOTCS
nzopepmentom CYP3A4 u | uzopepmentom CYP3A4,
MOXKET IPUBOJTUTH K | cluemyer OIICHUTh
paboMHUOIHN3Y. BO3MOXXHOCTh ~ CHIDKEHUS
JIO3BI CTATHHOB.
IIpousBoaHbIE B3anmonerictsue He | HeoOxoqumo  TmiatensHO
CyTb(OHUIMOYEBUHBI (BKJIIOUAs, | M3Y4aJoCh, OJTHAKO, | KOHTPOJIHPOBATH
HO HE OTPaHUYUBASCH, | BEPOSTHO, BOPHUKOHA30J | KOHIICHTPAIUIO TJIIOKO3bI B
TONIOYTaMUJI, TIIATNU3H, | MOYKET YBEJIMYUBATH | MJa3Me KPOBH.
TTHOCHKIIaMU) IJITa3MEHHbIE KOHIEHTPAIUH
[cybempambi uszogepmernma | MPOU3BOTHBIX
CYP2C9] CyIb(OHUIMOUEBUHBI u




COOTBETCTBYET 3K

— .I.- 077
oT Uy Lo E D -

CMEPTHOMY OTYETY
Ne 95817 29

PE Ve

JlekapcTBeHHOE cpeacrso | Bzaumopeicreue: [MOCTE] :":":Hldn
(MexaHM3M B3aMMO/elicTBHSA) U3MEHeHUus! OJHOBPEMEHHOM
(papmakoxkuHeTHUECKUX NPUMEHEHUH
napamertpos (%)
SIBIATHCS IIPUYMHOU
TUIOTJIMKEMUH.
Anxkanousl OapBUHKa (BKI0OYasi, | Bopukonazon MOXeT | PekoMeHyeTcss  OLICHUTh
HO HE OTPaHUYMUBAACH, | TIOBBIILIATH coJiep’KaHue | 1enecoo0pa3HOCTh
BUHKPUCTUH ¥ BUHOJIACTHH) AJKAJIOUI0B OapBUHKA | KOPPEKIIUHU J103bI
[cybcmpamer usogepmenma | (BUHKPUCTHHA U | QIKAJIOUI0B OapBHHKA.
CYP3A4] BHHOJIACTUHA) B  IUTa3Me
KpOBHU u BbI3bIBATH
HEUPOTOKCUYHOCTb.
JHpyrue wuHrnOutopsl mnporteassl | MccnenoBanus  in Vitro | Pekomenayercs
(M) BUY (Bwirouas, HO HE | CBUIACTEIBCTBYIOT O TOM, | TIIATEIbHbBIN KOHTpPOJIb

OI'paHU4YNBAsACD, CaKBHHaBHP,

amrpeHaBup U HenduHaBup)*

4YTO BOPHKOHA30JI MOXKCET

WHTUOMPOBATh METaboIM3M

COCTOsAHHUA TIIallMCHTA Ha

MpEeAMET Pa3BUTHS JTHOOBIX

[uneubumopvr  u  cybcmpamel | HHTHOUTOPOB IIpoTeassl | NPOSBICHUN
uzsoghepmenma CYP3A4] BUY: JIEKapCTBEHHOMU
CakBMHABUpa, aMIIPEHaBUpPa | TOKCUYHOCTH u/uiu
n HeinduHaBupa. B cBO | HEHOCTaTOYHOCTH
ouepenb, UHTUOUTOpHI | 1EHCTBUSL. BosmoxHoO,
npoteassl  BWY  Moryrt | moHagoOuTCs — KOppeKIHs
MIOJABJIATH MeTabOJIM3M | J103bl IPENapaToB.
BOPUKOHA30J1a.
Hpyrue HeHykieosuaubie | McenenoBanus — in Vitro | Pekomenayercs
UHTUOUTOPBI o0paTHOM | moKa3alu, YTO MeTabOoJIM3M | TIIATEJIbHBIN KOHTPOJIb
TPaHCKPUIITA3bI (HHHOT) | Bopuxonazona MOJKET | COCTOSIHUS TNAalUMEHTa Ha
(BKJIIOYAsl, HO HE OTPAaHUYMBASACH, | YTHETAThCS MO JIEHCTBUEM | IPEIMET pa3BuUTHUSA
JIeTTaBUPANH, HEBUPAMHH )™ HHUOT, a BopukOHa30Jl B | JEKapCTBEHHOU
[uneubumopvr unu unoykmoper | cBOr0  ouepenb  MOXKET | TOKCUYHOCTH W/
yumoxpoma Paso u cyOCTpaThl | yrHETaTh MeTab0JIM3M | HEJOCTAaTOYHOCTH
uzogpepmenma CYP3A4] HHUNOT. JIEHCTBUSL. Bo3moxHo,
Ha ocHoBaHuM moigy4yeHHBIX | HOTPeOyeTCsl  KOPPEKIUs

PE3YJIbTATOB HUCCIICAOBAHUA

JA03bI IIPCIIapaTOB.




JlekapcTBeHHOE CpeacTBo

(MexaHHU3M B3aUMO/1eiiCTBHUS)

COOTBETCTBYET 3KCTIEPTHOMY OTUYETY
ot 07.12.2023 N= 25817 30
B3aumopeiicTBue: ' MOCTTENR G Il a1 © 0 ':Hldn
N3MCHCHUSA OIHOBPECMECHHOM
bapMakoKHHeTHYECKUX NMPUMEHCHU U

napamertpos (%)

apdekra ddaBupeHsa Ha
BOPUKOHA3011, MOYHO
MPENOJIOKHTH, 91O

HHUOT wmoryt ycuinBath

MeTaboIM3M BOPUKOHA30IIA.

TpeTtuHouH
[cyocmpam
CYP3A4]

usogepmenma

BzaumoneiicTeue HE
HU3y4alioCh, OJIHAKO,
BOPUKOHA30J1 MOXKET
MOBBIIIATh  KOHUEHTPALUH

TPETUHOMHA W TIOBBINIATH
PUCK pPa3BUTUA MOOOYHBIX

peaknuii  (MAMONIaTUYECKON

Pexomennyercs koppexkuus

JO3bI TPETUHOWHA BO

BpCMs JICUYCHUA
BOPHMKOHA30JIOM MW IIOCJC

€0 OTMCHHEI.

BHYTPUYEPEITHON

TUTICPTEH3UH,

TUIEPKATBIUEMUH ).
umerunun (400 mMr aBa pasza B | Cmax BOPUKOHA30I1a 18 % Koppekiuu O3EI HE
CYTKH) AUCT Bopukonasona 1 23 | Tpebyercs
[Hecneyuguuecku  uneubupyem | o
yumoxpom Paso u noswviwaem
yposeHv pH sicenyoounoeo coxal
Hurokcun (0,25 mr oguH pa3 B | Cmax JUTOKCHHA <> Koppekuun  ngo3el  He
CYTKH) AUCt murokcuna <> Tpelyercst
[ cyocmpam P-enuxonpomeunal
Wupunasup (800 mMr tpu pasa B | Cmax MHAMHABUpA <> Koppekuun JO3EI HE
CYTKH) AUCt unaunaBupa <> TpedyeTcs
[uneubumop u cybempam | .. BOPHKOHa30J1a <>
uzoghepmenma CYP3A4] AUCT BOPHKOHA30a <>
AHTUOMOTHKH TPYIIIBI Koppekunu  mo3sl  He
MaKpOJIUIOB Tpedyercs

Oputpomuind (1 r nBa pasa B

Cmax 1 AUCT BopHKOHa301a




COOTBETCTBYET SKCTEPTHOMY OTH 3ETr

ot 07.12.2023 N= 25817

- T TTELEL 1 Sl
JlekapcTBenHoe cpeacrso | Bsaumoneiicreue: |- 't‘JP&OMEH)fﬁﬂn TE U0 Hipu
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

CYTKH) >

[uneubumop usogepmenma

CYP344]

AsutpomunivH (500 Mr onuH pa3 | Cmax u AUCt
B CYTKH) BOPHUKOHA30J1a<>

Bmmsane BOpPHUKOHA30J1a Ha

MeTa00a13M OPUTPOMHUIIMHA

W A3UTPOMUIIMHA
HEU3BECTHO.

MuxkodenonoBass kucinora (1 1 | Cmax mukogpenonoBoii | Koppekiun 10361 He

OJIHOKPATHO) KHCJIOTHI <> TpeOyercs

[cybcmpam ypuoun-5'- | AUC; MHKO(EHOIIOBOM

ougocgham- KHCIIOTBI<>

2NOKYPOHUIMpancgepasvi]

Koptuxocrepounas Crmax TIpETHU30JI0HA T11 % | Koppekuuu J1O3BI HE

Hpenuusonon (60 MT | AUCo. mpeaumzonona T 34 | Tpedyercst

OJIHOKPATHO) % [TarmeHTHI, MOTyYaroUIe

[cybcmpam uzoghepmenma JUIUTETILHOE JICYECHHE

CYP3A4] BOPHUKOHA30JI0M u

KOPTUKOCTEPOUJaMHU
(BKJ'IIO‘-IEI?[ HUHTAJIINUOHHBIC
KOPTHUKOCTEPOUIBI,
HaTmpuMep OyIecoHun),
JOJKHBI HAXOAUTHCA 1101
TIIATCIIbHBIM
HAOJIIOJICHUEM Ha MPEIMET
HapyIICHUS byHKIUU
KOpbI HAaAINMOYECYHUKOB KakK
BO BpEMsd JICUCHUA, TaK U

nocie IIPEKPALLECHUS




COOTBETCTBYET 3KCIEPTHI

— .I.- 077
oT Uy Lo E D -

MY OTYETY
< 32

JlekapcTBenHoe cpeacrso | Bsaumoneidereue: - I=HPeéomenanmn ' =

R
“iipn
(MexaHHU3M B3aUMO/1eiiCTBHUS) U3MeHEeHUsl OJTHOBPEMEHHOM
(papmakoKuHeTHYECKUX NpUMeHeHUH

napamertpos (%)

MMPUMCHCHUA
BOpPHUKOHA30Ja (CM. pazjaen

«Oco0bIe yKa3zaHus»).

Panutuaun (150 mr asa pasa B | Cmax u AUCt | Koppekuuu 10361 HE
CYTKH) BOPHKOHA30J1a <> TpeOyercs
[nosviwwaem pH orcenyoounoco

coka]

®apMaKOKMHETUYECKUI ITapaMeTp, OCHOBaHHBIN Ha 90% H0BEPUTENILHOM HMHTEPBAJIE CPEAHETO
reOMETPHYECKOr0 3HAYCHNUS, HAXOMUTCs BHYTPH (<), Boime (1) mmm Himke (V) nunrepsama 80 %
- 125 %.

*B3aumHoe Bo3aeiicTBHE.

AUCT, AUC:, AUCo- - tutomaab o1 KpUBOM «KOHIIGHTPALUS-BPEMsI» B TIEPHO/] JO3UPOBAHHMS,
OT MOMEHTa BBEJEHHUA IpernapaTa /10 BUAMMON KOHIEHTpAlUHU B IJIa3ME€ KPOBHU, OT MOMEHTa
BBEJICHUS IIpenapaTa 10 0€CKOHEUHOCTH, COOTBETCTBEHHO.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTDH U JIAKTALMS

bepeMeHHOCTB

Jocratounoit wuHOpManMK O NPUMEHEHUU Tpenapara y OepeMEHHBIX JKEHIIMH HET.
B sKkcnepuMEHTANBHBIX HMCCIEJOBAHUSAX HA JKMBOTHBIX YCTAHOBJIEHO, YTO BOPHKOHA30J B
BBICOKHX J103aX OKa3bIBAET TOKCUYECKOE JEHCTBHE Ha PENPOLyKTHBHYIO (DYHKIMIO. BO3MOKHBII
PHCK U1 YeJIOBEeKa HEM3BECTEH.

Bopukonaszon He cienyeTr NpuMEHATh IpU OEpEMEHHOCTH, 3a UCKIIOYEHUEM TeX CIIydaeB, KOorjaa
OKHJaemasl 1oJb3a I MaTepu IPEBOCXOAUT BO3MOXKHBINA PUCK IS TUIOAA.

JKeHImMHBI PENPOAYKTUBHOTO BO3pacTa JIOJDKHBI II0JIb30BATbCSl HAAEKHBIMA  METOJaMU
KOHTpALIEMIIUU BO BpEMs BCETro Mepro/ia TEparuyi BOPUKOHA30IIOM.

Jlakranms

BriBeneHne BOpHKOHA30Ja € TPYIHBIM MOJIOKOM HE u3ydanochk. Ha BpeMms npuMeHeHus
npernapara rpyJHOe BCKApMIIMBaHUE CIEAYET IPEKPATUTD.

4.7. BuusiHue Ha CIOCOOHOCTH YIPABJATH TPAHCIOPTHBIMM CpPeICTBAMH U padorarh ¢
MeXaHU3MaMHu

BopukoHa3zon MOXXeT BbI3BaTh MpeXoJslMe M OOpaTUMble HapyIICHUs 3PEHUs, BKIOYas

BO3HHUKHOBCHHUC «IICJICHBD» TICPCH TJIa3aMu, HapymeHI/Ie/y'CI/IJICHI/IC 3PUTCIIBHOTO BOCIIPUATHA
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n/unmu porododuro. [Ipy HaTUIMK TaKUX CUMITTOMOB nd%ﬁlﬁﬂi& dtiIberats BEIMOAHenHs

IIOTCHIHUAJIBHO OITaCHBIX I[CﬁCTBPIfI, B 4aCTHOCTH ynpaBneHHﬁ aBTOMO6I/IJIeM HNJIN UCITIOJIB30BAHUS
CJIO)I(HOﬁ TCXHHUKHU. HpI/I HpI/IeMe BOpI/IKOHaBOJIa IMTAIIMCHTBI HEC OOJI’)KHBI BOAUTH aBTOM06I/IJIB 110
HOYaM.

4.8. HexkenaTesibHbIE peakunu

Pesrome nipoduiis 0esonacHocT

Jlanable 0 0€30MacHOCTH BOPUKOHA30JIa OCHOBAHBI HA PE3yJIbTaTax HCCICIOBaHUS Ooliee ueM
2000 yenoBek (1655 manMeHTOB, MPUMEHSIOMIMX BOPHKOHA30J B JIYEOHBIX melsax U 279 ¢
PO UITAKTHYECKON IIENIbI0), TPEACTABICHHBIX T'E€TEPOTreHHON TMOMyIsIued (MamueHThl Co
3JI0KaYECTBCHHBIMU  HOBOOOpa3zoBaHUsSIMU KpoBH, BUY-uHbUIIUpOBaHHBIC MMAlUEHTHI C
KaHIUJ030M THMINEBOAa W pedpakTepHbIMH TPUOKOBBIMH HH(EKIUSMHU, IAlUCHTHI 0e3
HEHUTPOICHUH C KaHAUJACMHCH WIIH acTIeprILIE30M, a TaK)Ke 3I0POBbIE JOOPOBOJIBIIBI ).

YacToTa HEeKENaTESIbLHBIX PEAKIINN

Hawnb6onee PacClpoOCTPpaHCHHBIMH HEKCIATCIbHBIMU  PCAKIUAMU ABJIAIOTCA HAPYHICHUA CO
CTOPOHBI OpraHa 3peHHsI, OTKJIIOHEHHS] OT HOPMBI Pe3yJIbTaTOB (YHKIMOHATBHBIX P00 IMEeYeHH,
JUXOpPajJKa, Chlllb, PBOTA, TOIIHOTA, AHapes, rojioBHas Ooyb, mepudepudeckre OTeKu, 00Jb B
JKUBOTE, yrHETeHHe IbixaHus. HexenatenbHble peakuud OOBIYHO OBLIM JIETKO UM YMEPEHHO
BbIpaKeHbl. KIIMHUYECKH 3HAYMMOM 3aBHCHMOCTH 0€30MaCHOCTH Ipernapara OT BO3pacTa, pachl
WJIN 110J1a HE BBIABJICHO.

Pe3roMe HexkenaTebHBIX PeaKIUn

Yactota pa3BUTHA MOOOYHBIX 3(P(EKTOB KIacCUPUIMPOBAHA COTJIACHO PEKOMEHIAIMIM
BcemupHoii opranuzanuu 31paBooxpaHeHusi: oueHb yacto (>1/10); wacto (> 1/100, < 1/10);
Hevacto (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000); ouens peako (< 1/10000), gacrora

HCHU3BCCTHA (Ha OCHOBAHHWH UMCHOIIMNXCA NJaHHBIX OICHHUTDH HeB03MO)KHO).

Hapywenuss co cmoponsl cepoya: uacmo — HaKEeTyJOUKOBas AapUTMUs, TaXUKapIus,
Opanukapaus; wHeuacmo - (QUOPWIISAIMS KETyJIOYKOB, JKEIyJAOUYKOBas AKCTPACUCTOJINSA,
KEIyA0UKOBasi TaXUKapAus, HaDKEIyJA04YKOBas TaXUKapAus; peoko — apuUTMHUS 1O THUITY

«MUPYIT», NOJHAs aTPUOBEHTPHUKYJsApHas Onokana, Onokaga HOXKKM Iydka ['mca, y3iioBble
ApUTMHH.

Hapywenusa co cmoponsl cocyoog: yacmo - apTepHalbHas TUNOTEH3us, GpueOut; nevacmo —
TpOMOO(IIeOHT.

Hapywenua co cmoponbl Kposu u Jaumgamuueckoi cucmemvl: 4acmo — arpaHyJIOLUTO3
(Buimroyasi (GpeOpUIbHYI0 HEHTPONEHHIO M HEUTPOINEHHIO), MaHLIUTONEHHs, TPOMOOIUTOIIEHUS

(BKITFOUAss MMMYHHYIO TPOMOOIIMTOTICHUYECKYIO IYyPIypy), aHEMHSs; Heuacmo - Ierpeccus
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JIMCCEMUHUPOBAHHOTO BHYTPUCOCYIUCTOrO CBEPTHIBAHHSI.
Hapywenus co cmoponul nepsHoll cucmemvl. 04eHb Yacmo - TOJI0BHAsI 00Jb; Yacmo — CUHKOIIA,
TPEMOp, MAPECTE3Usl, COHJIUBOCTb, T'OJIOBOKPYKEHHE, CYIOpPOTIH, HHUCTAarM; Heuacmo - OTEK
TOJIOBHOTO MO3ra, JHIe(alonaTus, 53KCTpAUpaMUIHOE PpacCTPOICTBO, mnepudepuyeckas
HeWponarus, aTakCus, TUIIECTE3Us, JUCTEeB3Us (HApyIICHHE BKYCOBOI'O BOCIPHUATHS); peoKo -
neYeHOYHas dHIedanonatus, cuaapoM [ nenna-bappe.

Hapywenus co cmoponvl opeana 3penus: oyeHb yacmo — HapyLIEHUs 3peHus (B TOM 4YuUCIe
HEYETKOCTh 3PEHHs, 3aTyMaHeHHoe 3peHue, ¢Gorodobdus, XJIOpoIcus, XPOMOTOIICHS,
CBETO0OS3Hb, I[BETOBAS CIENOTA, ITUAHOIICHS, HAIMYKE B TIOJIE 3PCHUS PAIyKHBIX KPYTOB BOKPYT
UCTOYHUKOB CBETa, HOYHAs CIJENOTa, OCHMJUIONCHUs, (oTomcHs, MepHareiabHas CKOTOMA,
CHI)KCHHME OCTPOTBI 3pEHHS, 3pUTENbHAs SPKOCTb, JePEeKT TOoJIel 3peHus, IIIaBaoIIue
MOMYTHEHHUSI CTEKJIOBHJHOTO Teja W KCAHTOICHS); uacmo - KPOBOHM3IUSHHUE B CETYATYIO
000JIOUKY TJIa3a; Hewacmo - HEBPUT 3pPUTEIILHOTO HEpBa, OTEK COCKa 3pUTENBHOIO HEpPBA,
OKYJIOTUPHBIA KPHU3, CKJICPUT, AUILUIONUA, Onedaput; pedko - atpodus 3pUTEIBHOTO HEpBa,
MIOMYTHEHHE POTOBHIIBI.

Hapywenusa co cmoponvl opeana ciyxa u eecmubynsapHo20 annapama: Heuyacmo — BEpPTUTO,
TUII0AKY3Hsl, IIIYM B YIIIaX.

Hapywenus co cmoponvl OvixamenbHOU cUCmeMbl, 0peaHo8 2pyOHOU KIemKU U CPEeOOCmeHU!
OYeHb 4acmo — YyTHETEHUE JAbIXaHUs; 4acmo — OTEK JIETKUX, OCTPBIM PECIUPATOPHBIN AUCTpecc-
CHHJIPOM.

Hapywenus co cmoponsl dHceny0ouno-Kuuieuno2o mpakma: o4ensb 4acmo - TOIIHOTA, PBOTA,
nuapes, 0ob B J)KMBOTE; Yacmo - XEWIUT, AUCIIEINICUs, 3a10p; Heuacmo - AYOJEHUT, TJIOCCHT,
MAHKPEATUT, OTEK SI3bIKA.

Hapywenus co cmoponbl nouex u Mmouebleo0swjux nymeu: 4acmo — OCTpas TOYeqHas
HEJI0OCTaTOYHOCTh, TEMATyPHUsl; Heuacmo - HEKPO3 TTOUYEUHBIX KaHAIBIIEB, IPOTEUHYPHS, HEPPHUT.
Hapywenus co cmoponvl Kodxcu u NOOKOJMCHLIX MKAHEU: OYeHb 4acmo - Chlllb; 4acmo -
9KC(HONMATUBHBIN JepMATHUT, ajolelus, KOXHBIA 3y, MaKyJolamyJe3Has Cblllb, JPUTEMA;
Heuyacmo -  cuHapoMm CruBeHca-J[>KoHCOHa, (QoOTOCEeHCHOMNHM3AIUs, KpPalUBHUIA, HK3EMa,
TOKCHYECKHH AIUIACPMAIbHBIA HEKPOJN3, AaHTHOHEBPOTHYECKUN OTEK,  MyJIbTU(OpPMHAs
puTEMa, ICOpHUa3, AUIEPrUYECKU AEPMATUT, TypIypa, MamyJie3Has Chlllb, MAKyJIsIpHas ChIIb;
peoxo - TiceBaonopdupusi, CTolKas JeKapCTBEHHAs SPUTEMA; 4aCMOma Heu3eecmuad - KOXKHas
dbopMa cHUCTEeMHOW  KpacHOW  BONYAHKH, JIEKAPCTBEHHAs peaKklus C J03MHOWUINEeH W

CHUCTEMHBIMU CUMIITOMaMU.
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Hapywenus co cmoponvl onopHo-0sucamensHopo annaﬁg%b'aggeﬂgh“u%%ﬁ: ke Ydemo

- 00J1b B CIIMHE; Heyacmo - apTPpUT; Yacmoma Heu38ecmua - ePUOCTHUT.

Hapywenusa co cmoponbl 3HOOKpUHHOU cucmembl: Hedacmo — HEeIOCTaTOYHOCTh KOPBI
HA/IMOYEYHUKOB, TUTIOTHPEO3, PEOKO — TUTIEPTHPEO3.

Hapywenus memaboiusma u numawnus: OYeHb uacmo — TNepuepudecKue OTCKH; uacmo -
TUIOKAIMEMUS, THIIOTIMKEMHUs, THIIOHATPHUEMHUsI (BBISBICHO B  IMOCTPETUCTPAIIMOHHBIX
HCCIIC/IOBAHUSX ).

Ungpexyuu u  uneasuu: uyacmo - CHHYCHT, TacCTPOIHTECPHUT, THHTUBUT, Heuadcmo —
MICEBIOMEMOPaHO3HBIN KOJIHT, TIUM(PAHTUT, IEPUTOHUT.

Obwue paccmpoiicmea u Hapyulenus 6 mecme 86e0eHUs: OYeHb Yacmo — JIIMXOPAIKA; Yacmo —
03HO00, acTeHus, 00Jb B TPYJHON KJIETKE, TPUMIIONOA00HOE 3a00JieBaHNe, OTEK JHIa (BKIIIOYast
NEpUOPOUTANBHBI OTEK, OTEK T'y0 W OTEK PTa); Heuacmo — PEaKIMs/BOCIAJICHHE HAa MeECTe
WUHBCKIINH.

Hapywenus co cmopoHbl UMMYHHOU CUCMeEMbl. Hedydacmo - aJUIEPTUYECKHE PEaKIUu; peoKo -
aHa(UIAKTOUIHBIE PEAKIUH.

Hapywenus co cmoponvl cenamobunuapHotl cucmemvl: 04eHb Yacmo — OTKIOHEHHS OT HOPMbI
pe3yJabTaTOB  (PYHKIMOHAIBHBIX  IICUCHOYHBIX  TECTOB,  IOBBIIICHUE  AKTHBHOCTH
acnapraTaMUHOTpaHcdepasbl, ajaHMHAMHHOTpaHchepasbl, mienodHoil (ocdoTaser, ramMma-
riryTaMuiITpancepassl, JTaKTaTACTHAPOTeHA3bl, THUIEPOWINPYOMHEMUS; uacmo - JKENTyXa,
XOJIECTaTHUYECKAsl KENTyXa, FeHaTUuT; Heyacmo - XOICIUCTUT, XOJICIUTHA3, YBEIUNYCHUE TICUCHH,
MEYEHOYHAs HEJJOCTATOYHOCTb.

Icuxuyeckue paccmpoticmeéa: wacmo - TAJUTIOIMHAINK, ACTPECCHs, TPEeBOTra, OECCOHHMIIA,
QKHUTANNS, CTyTAHHOCTD CO3HAHUS.

Hoesoobpaszosanust 006pokavecmseenHble, 310KA4eCMBEHHbLE U HEYMOUYHEHHbLE (BKIIOUAST KUCTbL
U NOUNDL): YACMOMA HEU36eCMHA - TUTIOCKOKJIETOYHBINA paK KOXH (BKITFOYAs TUIOCKOKJICTOYHBIH
pak KOXH 1in situ unu 6os1e3ub boysna).

Hccnedosanus: wacmo — TIOBBIIICEHHWE KOHIEHTpAIMM KpPEaTWHWHA B KPOBH; HeEYaAcmo —
ynnuHeHue naTepBaia QT Ha 3neKTpoKapaIuorpamMme, MOBBIIICHHE KOHIIEHTPAI[MH MOYCBHHBI B
KPOBH, TIOBBIIIICHHE KOHIICHTPAI[MH X0JIECTEPUHA B KPOBH.

Ilobounoe Oeiicmeue npu npumeneHuu y Oemetl: OBUIO YCTAHOBJICHO, YTO HEXKeNaTeIbHbIE
s dexTh Tpemapara y n1ereid B Bo3pacte oT 3 (11 JaHHOM JiekapcTBeHHOW GopMmbl) 10 12 et
AQHAJIOTUYHBI TAKOBBIM Y B3pOCIBIX. Y JeTell HaOojanach 0oJiee BHICOKAs YacTOTa MOBBIIICHUS
AKTUBHOCTH TICUCHOYHBIX (PEPMEHTOB. B X0/1e TOCTPEruCTPAlMOHHBIX UCCIICAOBAHUI BBISIBIICHO
pa3BUTHE TAHKpeaTHTa y JeTeil Ha (oHEe Teparnuud BOPHKOHA30JIOM, a TakXke Oojiee Jacroe

BO3HHUKHOBCHUE KOXXHBIX peaKHI/Iﬁ .
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COO6H_ICHI/IX O ITOA03PEBACMBIX HEXKECIIATCIIbHBI peaKunhl;cl

BaxxHo cooOmare 0 TOJ03PEBACMBIX HEXKENATENBHBIX PEAKIUAX IOCIIe PETUCTPalluu
JICKapCTBEHHOTO TIperapara ¢ melbio 00eCreueHrss HeMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«TO0JIb3a-PUCK» JICKAPCTBEHHOTO TIpemnapara. MeAuIMHCKUM paO0OTHUKAM PEKOMEHIYeTCs
coo0IaTh O JIOOBIX TO0JI03PEBAEMBIX HEKEJIATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Mperapara
Yyepe3 HalMOHABHBIE CUCTEMBI COOOIICHHS O HEXKENIATeNbHBIX PEaKIUsIX TOCYAapCTB — YICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas @enepanus.

denepanbHas ciyx0a 1Mo Haa30py B chepe 31paBOOXpaHEHUS.

Anpec: 109012, r. Mocksa, CriaBsiHCKas III0Ia b, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B UHGOPMAITMOHHO-TEIEKOMMYHHUKAITIOHHOM CeTH «HTepHeT»:

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

4.9. llepeno3upoBka

Jleuenue: aHTUAOT ~ BOPUKOHA30Ja  HEU3BECTEH, opu  HEOOXOAMMOCTH  IMPOBOJIST
CUMIITOMaTUYECKYI0 TEpanuio, BO3MOXKHO IPOBEJECHUE IPOMBIBaHUS >KeiayJlka. BopukoHaszon
BBIBOJIUTCS MPU TreMouann3e ¢ kimupeHcoM 121 mur/muH. B cimydae mepeno3upoBKHU MMOKa3aHO
IIPOBEICHNE IEMOANAIINA3A.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1 ®apmakoguHaAMHYeCKHe CBOHCTBA

®apMakoTepaneBTUYECKass TpyIa: IPOTUBOTPUOKOBBIE CpENCTBA CHCTEMHOTO JEHCTBHS;
IIPOU3BOHBIE TPUA30J1a U TETpa3oia

Koxg ATX: JO2ZACO03

Mexanuszm oeticmeus

Bopukonazon - mnpoTHMBOrpHOKOBBIM mpenapar MIMPOKOIO CHEKTpa JAEHCTBUS W3 TPYIIIBI
TPUA30J0B. MeXaHu3M JCHCTBHUS CBSI3aH C MHTHOMPOBAHHEM JEMETHIIMpOBaHus 14a-cTepona,
OTIOCPEIOBAaHHOI0 uepe3 TPUOKOBBIM ITUTOXPOM Paso; 3Ta peakuus sSBISETCS KIIOUEBBIM 3TAllOM
O6uocuHTe3a sprocrepoia. Hakomnenue 14a-meTmicreposia KOPpEIUpPYeT C IOCIEAyIOLIeH
norepeil sprocrepoja B TIpUOKOBBIX KJIETOYHBIX MeMOpaHax, 4dYTO 0OyClIaBIMBaeT
MIPOTUBOTPUOKOBYIO aKTHUBHOCTh BOPUKOHA30JIa. BBIIO yCTaHOBIEHO, YTO BOPUKOHA301 OoJiee
CEJICKTUBEH B OTHOIIEHHH H30(QEepMEHTOB LUTOXpoMma Psso rpuOKOB, YyeM B OTHOILIEHHUH
pa3INYHbIX (PEPMEHTHBIX CUCTEM IUTOXpOMa P450 MIIEKOTTUTAIOIIIHX.

[TomoXuTEeNBHOM CBSI3M MEXAY CPEIHUMH, MAKCHUMAJIbHBIMH M MHUHUMAIHHBIMH 3HAYCHUSMU

KOHIIGHTpAllMd BOPUKOHA30Jla B IUIa3Me KpoBU H I((PEKTUBHOCTHIO TMpemapara B
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UCCJIEJOBAHMSIX HE U3y4asach.

QapmakoguHAMUYECKH U (PAapMAKOKMHETHYECKUH  aHaIM3  JaHHBIX  KIMHUYECKHX
MCCJICIOBAaHUM BBISIBIII TIOJIOKUTEIBHYIO CBSI3b MEXKAY KOHIIEHTpAalllel BOPUKOHA30J1a B IIa3Me
KPOBH M OTKJIOHEHHMSI OT HOPMbI OMOXMMHYECKUX TMOKa3aTeled (YyHKIUU IEYEHHU, a Takke
SPUTCIbHBIMA HAPYIICHUSAMU.

In vitro BopuKoHa30:1 001aJaeT MHUPOKUM CIIEKTPOM MPOTUBOTPHOKOBOTO JACUCTBUS: aKTUBEH B
ornomennn Candida spp. (Bkmrouas mrammbel C. Krusei, ycroifuumBbie K (QUIyKOHA301y, |
pesucrentHeie mrtammbl C. glabrata u C. albicans) u obmamaer ¢yurumuaasiM 3¢dekrom B
OTHOILIEHUH BCEX M3YYEHHBIX ITaMMOB Aspergillus spp., a Takke maToreHHbIX IPUOOB, CTABLINX
aKTyaJIbHBIMH B TOCJICJIHEE BpeMsi, BKJIrouas Scedosporium spp. mwim Fusarium spp., KoTopeie B
OTPaHUYEHHOM CTENEHH YyBCTBUTENbHBI K CYIIECTBYIOIIUM MPOTHBOTPHUOKOBBIM CPEICTBAM.
Knunuueckass s3¢pexTuBHOCTH (C YAaCTHMUHBIM HWJIM TOJHBIM OTBETOM) BOPHMKOHAa30ja Oblia
npojJeMOHCTpUpoBaHa npu uH(peknusx, Bei3BaHHbIX Aspergillus spp., Bxmouas A. flavus, A.
fumigatus, A. terreus, A. niger, A. nidulans, Candida spp., Bxmouas mrammer C. albicans, C.
glabrata, C. krusei, C. parapsilosis, C. tropicalis, a Tak:ke B OTHOIIIEHHH OTPAHUYEHHOTO YHCIIa
mrammoB C. dubliniensis, C. inconspicua, C. guilliermondii, Scedosporium spp. (Bkitouast S.
apiospermum, S. prolificans) u Fusarium spp.

Hpyrue rpuOkoBble WH(GEKIMH, MPU KOTOPBIX MPUMEHSUICS BOPUKOHA30J (C YACTHYHBIM HIIU
HOJIHBIM OTBETOM), BKJIIOYAIM OT/AEIbHbIC Ciydan WH(pekuui, Bbi3BaHHbIX Alternaria spp.,
Blastomyces dermatitidis, Blastoschizomyces capitatus, Cladosporium spp., Coccidioides
immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala
spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicillium
spp., Bxirouast P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon
spp., Bxiroyast T. beigelii.

In vitro mpoeMOHCTpUpPOBaHA AKTUBHOCTh BOPUKOHA30J1a B OTHOIIICHUH KIIMHUYECKUX IITAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma
capsulatum. Poct GONBIIMHCTBA ITAMMOB MOABISIICS TPU KOHIICHTPAIUSIX BOPHUKOHA30J1a OT
0.05 mo 2 MKr/miL.

In vitro BhIsIBIICHa aKTUBHOCTh BOpPHKOHa30j1a B oTHomenuu Curvularia spp. u Sporothrix spp.,
OJIHAaKO KJIMHUYECKOE 3HAaUEHHE €€ HEU3BECTHO.

5.2. ®apmakoknHeTHYECKHE CBOHCTBA

Obwas xapakxmepucmuxa

BopukoHas3on B MUKpOHHU3UPOBaHHOHU (hopMe ObICTpee pacTBOPSIETCS U BCAChIBAeTCs, MOCTyNas B

TKaHU OpraHU3Ma, YTO MPUBOIUT K 00Jiee BEIPAXKEHHOMY TPOTUBOTPHOKOBOMY A (eKTy.
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MEKUHANBH Y aJIbHON BapHaOeIbHOCTBIO.

dapMaKOKHMHETHKA BOPUKOHA30JIa SBJSIETCS. HETMHEHHOM 3a CYET HACHIIIEHUS ero MeTaboIu3Ma.
[Tpu moBbIIeHNU 0361 HAOIIOaeTCsS HEMPOIOpLUOHAIbHOE (00Jiee BBIPAXKEHHOE) YBEIMUCHUE
TJIOMIAIU IO KpUBO# «KoHIeHTpanusa-Bpems» (AUC). YBennuenue nepopanbHoit 10361 ¢ 200
mr 2 paza/cyT 10 300 mr 2 paza/cyt npuBoauT K yBenudenuto AUC B cpennem B 2.5 pasa.
Bo3sgeiicTBrue BoprKkoHa30Ia MpU NMpueMe BHYTph nojiaep;xkubatomieit 10361 200 mr (wim 100 mr
JUISL TIAIIMEHTOB ¢ Maccoi Tena MeHee 40 Kr) COOTBETCTBYET BO3ACHCTBHIO BOPHKOHA30Ja MpPU
MPUMEHEHUN BHYTPUBEHHO B 03¢ 3 Mr/kr. [Ipu mpueme BHyTph nojauepkuBaromen 10361 300
mr (wm 150 mr g nanueHToB ¢ Maccoil Tena MeHee 40 Kr) BO3AEHCTBHE COOTBETCTBYET
BO3/ICHCTBUIO BOPUKOHA30JIA IIPH BHYTPUBEHHOM MPUMEHEHUH B J103€ 4 MI/KT.

[Ipy mnpueme BHYTPh HACBHIAIOUIUX 103 BOPHUKOHA30jJla pPaBHOBECHAas KOHIICHTpAIUs
JoCcTUTaeTcs B TeueHue nepsbix 24 4. Ecnu npenapat HazHayaroT 2 pasza/cyT B CpelHUX (HO HE B
HAChIIIAIOMIMX) J03aX, TO HPOMCXOAUT KYyMYJIALMS BOPUKOHA30Jla, a paBHOBECHbIE
KOHUEHTPALUU JIOCTUTAI0TCA K 6-My JHIO Y OOJIBIIMHCTBA NAI[UEHTOB.

Bcacwvisanue u pacnpeoenenue

BopukoHna3on OBICTPO U TMPAKTUYECKH IMOJHOCTBIO BCACBIBACTCA TOCJIE NpHUEMa BHYTPb:
MaKcUMaJibHasi KOHIeHTpalus B 1iazMe KpoBU (Cmax) mJocturaercs yepe3 1-2 4 mocie npuema.
bruopocTynHOCT, BOpHMKOHA30J1a MPU NPUEME BHYTPb cocTaBisieT 96%, mpu MHOTOKPaTHOM
npueMe ¢ nuieil ¢ onpmum coaepxanreM KUPOB Cmax 1 AUC cHumxkarotes Ha 34% u 24%
COOTBETCTBEHHO. BcackiBaHNe BOPMKOHA30J1a HE 3aBUCUT OT pH kemy1o4Horo coka.

Cpenuuii 00beM pactpe/iesieHus: BOPUKOHA30J1a B PABHOBECHOM COCTOSIHUM COCTaBIsAET 4.6 JI/KT,
YTO yKa3blBaeT Ha aKTHBHOE pacIpeie]ieHHe BOpPHUKOHa30j1a B TKaHU. CBs3bIBaHUE C OelkaMu
I1a3MBbl KpOBH cocTaBisieT 58%.

Bopukona3on mpoHukaer uepe3 remarosnuedanndyeckuir 6apsep (I'9b) u ompexpensiercs B
CIIMHHOMO3TOBOM KHJIKOCTH.

Memabonusm

[To naHHBIM HCCIeOBaHMU In Vitro YCTaHOBJEHO, YTO BOPHUKOHA30J METAa0OIM3UPYETCs IMOJ
neiicteuem uzodepmentoB nuroxpoma Psso - CYP2C19, CYP2C9, CYP3A4, npu stom
CYP2C19 wurpaer BaxkHyIO poJib B MeTa0OJM3Me BOPUKOHA30jJa. DTOT (EPMEHT MpPOSBISET
BBIPQXCHHBIH TE€HETHYEeCKU mnomuMopdu3M, B CBSI3M C YeM CHH)KEHHBIH MeTaboau3M
BOPUKOHA30j7a BO3MOXKeH y 15-20% mpezncraBuTeneil a3uaTcKoro MpoucxXoxaeHus u 'y 3-5%
MPEACTABUTENEN EBPOIIEOMIHOM U HETPOUIHOM pac.

OcHOBHBIM MeTabOJIMTOM BOpHKOHA30ja siBisieTcss N-okcun (72% cpenu HUPKYIUPYIOMIUX B

I1a3Me KpoBU METa0OJIMTOB, MEUEHHBIX PaJMOaKTUBHON METKOM). DTOT MeTaboiuT obiaaaer
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MUHUMAJILHOI NTPOTHBOIPUOKOBOIl AaKTUBHOCTHIO M HE | BHdemi=akin i b Sfiiieedia Shdexr

BOPUKOHA30J]1a.

Buigeoenue

Bopukona3on BbBOgUTCA B BHJE MeTaOOJMTOB IHocie OuoTpaHcopManmuu B IIEUCHH; B
HEM3MEHEHHOM BUJI€ IOYKAaMH BBIBOJUTCS MeHee 2% OT BBEJIEHHOM J103bl Ipenapara.

[Tocrie MHOTOKpATHOTO MpHUeMa BOPUKOHA30J1a BHYTPh B MOU€ OOHapyKuBaeTcs nmpumMepHo 83%
036l mpemnapara. bonbias yacte (> 94%) o0mieil 10361 BHIBOAMTCS B TEUEHHE IMEPBBIX 96 U
1ocje IpuemMa BHyTpb.

[Tepuon monyssiBenenus (T1/2) BOpUKOHA30I1a 3aBUCHT OT J03bl M COCTABIISICT IIPUMEPHO 6 U MpH
npueme mpenapara BHYTpb B o3¢ 200 mr. B cBs3M ¢ HENMMHEHHOCTHIO (papMaKOKHMHETHUKU
BenMurHa T1/2 HE MO3BOJISET MpeAcKa3aTh KyMYJISIUIO WK BHIBEACHUE BOPUKOHA30a.
Dapmarokunemuka 6 0CoObIX 2pynnax

Lion

IIpu MHOrokpatHoM mpueme BopuKoHa3oda BHYTPh Cmax 1 AUC y 370pOBBIX MOJIOABIX
skeHuH 0buTH Ha 83% 1 113% COOTBETCTBEHHO BBIIIE, YEM Y 3JI0POBBIX MOJIOJBIX MY K4uH (18-
45 net). 3Haunmblx pas3nuuuid Cmax 1 AUC y 310pOBBIX HOXHIBIX MYKYMH M 3J0POBBIX
HOXKWIBIX XKEHIUH (> 65 sieT) HeT. PaBHOBeCHAas KOHIEHTpalKMs BOPUKOHA30J1a B IJ1a3Me KPOBU
y xeHmuH Obuta Ha 100% BbIme, yeM y Myx4dnH. HeoOXoaumMocTH KOpPPEKIHH J03bI B
3aBUCHUMOCTHM OT IoJjla He oTMedaercs. KoHleHTpaluuy B miasMe KpoBU y MYKUMH U JKEHIIWUH
CXOJIHBI.

Bospacm

[Tpu MHOTOKpaTHOM npuemMe BOpuKOoHa30s1a BHYTPb Cmax 1 AUC y 310pOBBIX HOXKUIIBIX MYKYHUH
(= 65 ner) Ha 61% u 86% COOTBETCTBEHHO BBIIIE, YEM Y 3/I0POBBIX MOJIOABIX MykuuH (18-45
net). 3HauumbIxX pasnuunii Cmax u AUC y 310pOBBIX MOXKUJIBIX KEHIIUH (> 65 JeT) U 310pOBbIX
MoJOAbIX xeHIuH (18-45 nert) Her.

be3onacHOoCTh BOPHKOHA30Ja Y MOJOJBIX M MOXHWIJIBIX MallMEHTOB OJAMHAKOBA, B CBS3HM C YEM
KOPPEKIIMsI 103bl BOPUKOHA30J1a B 3aBUCUMOCTHU OT BO3pacTa He Tpedyercs.

Jemu

[Ipeanonaraemass oO0mias KOHILIEHTpAlUsl BOPHMKOHA30jla y JeTel Ipu mpuemMe BHYTPhb
MOAICPKUBAIOIIEH 70361 9 Mr/Kr (MakcuManbHO 350 MTr) 7Ba pasa B CyTKH COIOCTaBHMa C
TaKOBOM Yy B3POCJBIX MPU MpPHUEME BOPUKOHA30JIa BHYTph B 03¢ 200 Mr nBa paza B CyTKH.
KoHueHTpanusi BOpMKOHAa30J1a P BHYTPUBEHHOM BBEJIEHUU B J103€ 8§ MI/KI B JiBa pa3a BBIIIE,
4yeM IpH MpUeMe BHYTPb B J103€ 9 MI/Kr. BHoJ0CTyTHOCTh BOPUKOHA30J1a TIPU MIpUEME BHYTPb Y
JeTel MOXKEeT OrpaHMYMBATHCS HapYyIIEHWEM BCAaChIBAHUS M JOCTATOYHO HU3KOW Maccoi Tena B

9TOM BO3paCT€ U B 3TOM CJIydac MOXKCET OBITH IOKa3aHO BHYTPHBCHHOC BBCACHUC.
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Y OGONBIIMHCTBA MOJIPOCTKOB KOHIIEHTPALIHS Bopnxoﬂggﬁ:&_‘g% Z%MEEI{}I)%EIH‘F CJO‘I“B jrfsyeT

ATOMY MOKAa3aTeNI0 y B3pOCIBIX NAIlMEHTOB. TeM He MeHee, OTMEYAJIUCh MEHBIINE 3HAYEHUS
KOHIIEHTpAllu BOPUKOHA30J1a B IJIa3M€ KPOBU Y HEKOTOPBIX IOJPOCTKOB C HU3KOM Maccoil Tena
[0 CPaBHEHUIO C B3POCIBIMH M ObuIM ONMKEe K 3HAYEHHMSIM TOTO Ke IoKa3aTels y JAeTew.
OcHOBBIBasACH Ha MOMYJSIIMOHHOM (hapMaKOKMHETHUYECKOM aHalIM3€e, MOAPOCTKH B BO3pAcTe OT
12 no 14 ner c¢ wmaccoit Tena Menee S50 Kr JOJKHBI TOJIy4aTh 03y BOPUKOHA307a,
PEKOMEHI0BAaHHYO JUIsl IpUEMa Y JAETEH.

Hapywenue ¢pynkyuu novex

[Ipu ogHOKpaTHOM IpUEMe BOPUKOHA30J1a BHYTPh B 03¢ 200 Mr y MalMeHTOB ¢ HOPMaJIbHOM
¢dyHKIMEH TOYeK W ManueHToB oT Jjerkoi (kimupeHc kpeatmnuHa (KK) 41-60 mn/mun) no
soxenon (KK menee 20 mur/muH) creneHn (papMakOKMHETHKA BOPUKOHA30JIa CYIIECTBEHHO HE
3aBHCUT OT CTENEeHU HapylieHus (yHKIUU moudek. CBs3bIBaHHE BOPHUKOHA30J7a ¢ Oeilkamu
J1a3Mbl KPOBHU CXOJIHO Y OOJBHBIX C Pa3IMYHON CTENEHBIO MOUYEYHON HEIOCTATOYHOCTH.
Hapywenue ¢ynxyuu nevenu

[locne opHokpaTtHOro mpuema BHYTph npenapara B go3e 200 mr AUC BopukoHazona y
MAIMEHTOB C JIETKOM WJIM CpelHeW CTeNEeHBI0 THKECTH Iuppo3a mnedyeHu (kimaccel A u B mo
mkane Yaina-Ileto) Ha 233% BbIIIE, YeM Yy NAIMEHTOB C HOPMaJIbHOM (yHKIMEW IedeHH.
Hapymenue ¢GyHKIUM TICYCHW HE BJIMSCT HA CBSI3bIBAHMEC BOPUKOHA30JIa C OCIKAMH IUTa3MbI
KpPOBHU.

[Tpu mHOTOKpaTHOM TIpUeMe npenaparta BHyTpb AUC BopuKOHa3051a cONOCTaBUMA y OOJIBHBIX C
UPPO30M TIEUECHU CpeAHel cTeneHu TsokecTu (kimacc B mo mikane Yaiina-IIsio), momyyaBmmx
npenapar B mnoanepxkuBaromeid go3ze 100 Mr 2 pasa/cyT, WU y TaIMEHTOB C HOPMAaJbHOMN
GyHKIMEe neueHu, MOody4yarolmMX BOpHKOHa30d B go3e 200 mr 2 pasa/cyt. CeaeHuil o
(dbapMaKOKMHETHKE BOPHKOHA30J1a y TMAalMEHTOB C TKENBIM HUPpo3oM meueHu (kimacc C mo
mkane Yanna-I1e10) HeT.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepeuenb BCIOMOraTe/ibHbIX BellleCTB

S npo TabieTku

Kpaxmal KyKypy3HbIi pekeTaTHHU3UPOBAHHBIH
KPOCIIOBUIOH

MAHHHUTOJI

MarHus cteapar

KpOCKapMeJli03a HaTpus

O060J1049Ka

omaspaii 6enbrit 11 (85F18422):
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(NOCNEOOBATENEHOCTE 0001)

MMOJITMBUHUJIOBBIIN CIIMPT

TUTaHA JUOKCHU]L

maxporou 4000

TalbK

6.2. HecoBmecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

3 roxa.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NPU XPAHEHUU

XpaHuTb 11pu TeMIiepatrype He Boiie 25 °C.

6.5. XapakTep u cofep:KaHue NEPBUYHONH YIAKOBKH

ITo 1, 2, 4, 5, 7 wim 10 tabaetok B ommctep u3 A/IIBAX wnmu 6mucrep 3 An/An. Ilo 1, 2, 5
win 10 6muctepoB [Ne 1 (1x1); Ne 2 (1x2); Ne 4 (1x4; 2x2), No 5 (1x5); Ne 7 (1x7); Ne 10 (1x10;
2x5); Ne 14 (2x7); Ne 40 (10x4); Ne 50 (5x10; 10x5); Ne 70 (7x10; 10x7); Ne 100 (10x10)] ¢
WHCTPYKIHEH TI0 TPUMEHEHHIO B MTAYKy KapTOHHYIO.

Jns craumnonapos: [To 100, 500 unu 1000 Tabnerok B maket u3 [IBX, makeT ¢ uHCTpyKIHeH 1o
MPUMEHEHHUIO B 0aHKY M3 MOJIUATUIICHA BBICOKOM MIIOTHOCTH.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHHH  HMCIOJb30BAHHOIO
JIeKAPpCTBEHHOr0  MpenapaTta WJIH  OTXOJA0B, MOJYYeHHBIX TOCJe NpPUMeHeHHUs
JIEKAPCTBEHHOT0 Mpenapara, u Apyrue MaHuMyJsiiiU ¢ NpenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Nuanna

«Xaitrnanc Jlaboparopus I1BT. JITA.»

E-11, 12 & 13, Caiit-b, UPSIDC, Cypaxnyp, I'peitirep Honna-201306, (U.P.), Unaus.

Tenedon: +91 (120) 256 97 42; daxc: +91 (120) 256 97 43; E-mail: info@higlance.com;

7.1. IlpeacraBure/ib AepKaTe/ss perUCTPAllMOHHOIO YA0CTOBEPEHUS

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy:

Poccuiickas enepanus

000 «®apwma ['pynm»

123007, r. Mocksa, mocce Xopomépckoe, 1. 13A, kopmn. 3, nom. III, komn. 1.
Ten./dpaxc: +7 (495) 940-33-13, E-mail: rus@higlance.ru

8. HOMEP PEIT'UCTPAIIMOHHOI'O YIOCTOBEPEHUA
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9. IATA TMEPBAUYHOW PETMCTPAIIMU (MOJTBEPHIHHNA PEFHCTPANNMN,

INEPEPETUCTPALINN)

Jlara nepBoii peructpanuu:
10. JATA HEPECMOTPA TEKCTA

OOmias  xapakTepucTHKa  JekapcTBeHHoro  mpemapatra BOPHUKO3  gocrymua  Ha
uH(pOpMallMOHHOM TMopTaje EBpa3suiickoro »KOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHUKaIMoHHOH cetn « MTaTepHeT http://eec.eaeunion.org/



