COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 06.04 2026 N2 7016

(NMOCNEOOBATENEHOCTE 0012)

OBIIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAMUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA
Budenn, 40 mr/mi1, mopomok /it IpUrOTOBICHUS CYCIICH3UH [Tl TpUeMa BHYTPb

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JelicTByroniee BeIecTBO: BOPUKOHA30JI
Kaxxp1i1 Mi1 rOTOBOM CyCIIEH3UH JUIsl IpUeMa BHYTpb coAepkKUT 40 MI BOpMKOHA30J1a.

BcrnomorarennHbIe BCUICCTBA, HAJIMYNUC KOTOPBIX HAAO YUUTHIBATH B COCTABC JICKAPCTBCHHOTO
mpemnapara: caxaposa, Hatpuii (cMm. pa3zgen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEIIECTB MPUBENIECH B pa3aene 6.1.
3. JEKAPCTBEHHAS ®OPMA
[Topomiok AJi MPUTrOTOBIEHUS CYCIIEH3UU AJIs IpUeMa BHYTPb

[Toporok 6eoro uiu mouTH OEJIOTo IBETa

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3zanusi K NPUMEHEHUIO

Budenn 3To mpoTHBOrpruOKOBEI Mpenapar U3 rpymibl TPHA30JI0B, KOTOPBIA 001a1aeT HIMPOKUM
CIEKTPOM ACWUCTBUS U TOKa3aH K MPUMEHEHUIO Yy B3POCIHBIX, a TAKXKE JIETeH U MOAPOCTKOB B
BO3pacTe OT 2 10 18 j1eT no NpUBEAEHHBIM HUKE MOKa3aHUAM.

e UHBAa3UBHBIN acmepruiies;

e KaHAMJEMUS y MAUEHTOB 0€3 HEHTPONEHNH;

e TsKeNble WHBAa3MBHbIC KaHOUAO3HbIE WHQEKUIUH, YCTOMYMBBIE K (IyKOHA30y,
BbI3BaHHBIC rpubamu poaa Candida (Bkmouas C. krusei),

e KaHAMJI03 MUILEBOA;

e TspKenble TpUOKOBbIe MHGEKIINU, BRI3BaHHBIE Scedosporium spp. U Fusarium spp.;

® BOPHUKOHA30JI ClieAyeT MPUMEHSTH [NIaBHBIM 00pa3oM y MallME€HTOB C MPOTrPECCUPYIOIUMU
U MIOTEHLUAIBHO YTPOXKAIOIIUMH JKU3HU HH(EKIUAMY;

® pOQUIAKTUKA «IPOPBIBHBIX» T'PUOKOBBIX HH(EKIMHA y MNAMEHTOB CO CHIKCHHOMH
GyHKIIMEH UMMYHHOU CUCTEMBI, TUXOPAIKON M HEUTPOIIEHUEH 13 TPYIII BHICOKOTO PHCKA
(peUMIUEHTHl TPAHCIUIAHTAIIMA TEMOIIO3TUYECKUX CTBOJIOBBIX KIJIETOK, MAallMEHTHI C
peluIMBOM JIEHKO32);

e npodrIakTUKa WHBAa3UBHBIX TPUOKOBBIX MH(EKIHMA y TAIMEHTOB (B3POCIBIX U JeTel
crapuie 12 7er) rpynmbl BBICOKOTO PUCKA, TAKMX KAaK PELUIMEHTHl TPaHCIUIAHTALUU
TeMOIIO3TUYECKUX CTBOJIOBBIX KIIETOK.
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4.2. Peskum 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

DJIEKTPOTUTHBIC HAPYIICHUS, TaKUe KaK THIIOKAIAEMUS, THIIOMArHUEMHUSI W THITOKAIBIIUEMUS,
ClIeflyeT KOHTPOJIMPOBATh M, MPH HEOOXOIMMOCTH, KOPPEKTHpPOBATh /0 Hayajla U BO BpeMs
Tepanuy BOPUKOHA30JI0M (CM. Takke pasnen 4.4).

[Ipenapar Budenn taxke Beimyckaetcs B Buae TadiaeTok 50 mr u 200 mr u moporika 200 mMr st
IIPUTOTOBJICHUS pacTBOpa AJis HHPY3UH.

PexxuM 103upoBaHus

B3pocnvie nayuenmoi

Jleuenue epubkoguvix ungexyuii (cm. pasoen 4.1)

[lpumenenne mnpenapara Budenn cineayer HaumHaTh C BHYTPUBEHHOI'O BBEJIEHHUS B
pEKOMEHAyeMOl HaCBIIIAIONMIEH /J103e, 4TOObI yXe B MEpPBbIM JeHb TOOUTHCA aJeKBATHOM
KOHIIEHTPALlMH B IJIa3Me KpoBU. BHyTpHBEeHHOE BBEJCHHE ClIEAyeT NMPOJOKATh KaK MUHUMYM
7 nHEM, mociie 4ero BO3MOXKEH Mepexo ] Ha MepopaIbHbIN MpUeM Mpenapara, Npu yCIOBHH, YTO
NAalMEeHT CIIOCOOEH MpPUHUMATh JIEKApCTBEHHBIE CPEJICTBA JUIsl NMpPHEMa BHYTPb. YUMUTHIBAs
BBICOKYIO OHOJOCTYNHOCTh IIpenapaTa IpH IMpHeMe BHYTpPb, JocTHUraromyr 96 % (cMm.
pa3zaen 5.2), Ipu HaIMYMKM KIMHUYECKUX MOKa3aHWH MOXKHO IEPEXOAUTh C BHYTPUBEHHOI'O Ha
nepopaibHOE TPUMEHEHHE TpenapaTta 0e3 KOPPEKIIUU T03bI.

B tabnune npuBeaeHa noapoOHas HHGpOpMaIus 1Mo JO3UPOBAHUIO TIpernapara:

BnyTtpusenno Bnytps
ITanmeHTHI ¢ | ITanueHTH c
Maccoil tena 40 xr | maccon Tena
u Oonee meHee 40 kr
Hacpimaromas xo3a — 6 mr/kr kaxpie 129 | He pekomenayercs | He
Bce NoKa3aHus (mepsbie 24 4) PEKOMEHIyeTCs

IMonnep:xxkuBaromas n103a (mocje nepBoix 24 v)

[Mpodunakruka WHBa3UBHBIX | 3-4 Mr/kr kaxaele | 5 win (200 mr) | 2,5 mu (100 mr)
IpUOKOBBIX uHpeKIun y| 124 Kaxaele 12 4 Kaxaple 12 4

MAIMeHTOB (B3POCIBIX W JIETEH
crapiie 12 jeT) rpymibl BBICOKOTO

pUCKa, TaKUX KaK PCHUIINCHTLI

TPpaHCITaHTallun
TeMOTIOATHYECKIX CTBOJIOBBIX
KJIETOK / npoduIaKTUKa
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(MpCREQDEATERBHGE

«IPOPBIBHBIX» I'pUOKOBBIX

nHpeKImii y JIAXOPAISIINX

MMalMEHTOB

nH(pEKInH, BBI3BAHHBIC | U Kaxaple 12 4 Kaxaele 12 4
Scedosporium  spp.u  Fusarium
spp. / Tporpeccupyiomue Hu
MMOTEHIUAIBHO yIrpoKaroume

KU3HU UHPEKIUN

WNuBasuBHbld ~ acneprwmie3 /| 4 mr/kr kaxasie 12 |5 wma (200 mr) | 2,5 mur (100 mr )

Kanmunemuss y manumentoB 0e3 | 3-4 wmr/kr kaxneie | 5w (200 mr) | 2,5 ma (100 mr)

MPOSIBIICHUN HEUTPOIICHUH 124 Kaxnaele 12 Kaxxnaele 12
Kanaunos nuiesona He ycranosneno 5 wMa (200 mr) | 2,5 ma (100 mr)
Kaxaele 12 1 Kaxaele 12 4

Ipooosicumenvrocms mepanuu

JIMMTEeNbHOCTh TEpanuu JO0HKHA OBITh MaKCUMAJIbHO KOPOTKOW C YYE€TOM KIWHUYECKOTO H
MHUKOJIOI'HYCCKOI'O OTBCTA y ITaIfMCHTOB. HHHTQHBHOCTB JICHCHHUA HEC OOJIKHA HpeBBIH_IaTB 180
THEHN.

Koppexyus 003wt (v 83pocavix)

B ciyuae HegocTaTOYHOTO OTBETA HA TEPAINUIO IEpOpaIbHas MOIIEPKUBAIOIIAS 1032 MOYKET ObITh
yBenuueHa 10 7,5 mia (300 mr) 2 pasza B cyTku. s manumeHTOB ¢ Maccoi tena meHee 40 Kr
nepopaibHas 103a MOKET ObITh yBenmnueHa 70 3,75 mi (150 Mr) 2 pa3a B CyTKH.

B cyuyae HenepeHOCMMOCTH BBICOKUX 7103 (TO ecTh 300 MT BHYTph KaKasie 12 1) mepopaibHyIO
J103y TIOCTETIEHHO CHUXAIoT ¢ maroM 1,25 mut (50 Mr) 10 A0CTUKEHUS TOIEPKUBAIOIIEH 10361 5
mi (200 mr) 2 pa3a B cyTkH (y manueHToB ¢ maccoit Tena meHee 40 kr — 2,5 mu (100 mr) 2 pasza
B CyTKH).

PexoMenaanuu rno npuMeHeHHIO Ipenapara B IpoGUIakTHYECKUX LEeIsIX IPUBEIEHbI HIXKE.

IIpoghunaxmuueckoe npumenerue y 63poCcivix u Oemetl

C uenpto TpOPUIAKTHKM JICUEHUE PEKOMEHAYeTCS HauuHAaTh B JICHb [POBEICHUS
TpaHCIUIAHTAIlMU U MOXKET mpojoipkatees a0 100 gneit. JynmurenbHOCTH MpOUIAKTHUYECKOTO
IPUMEHEHUS JT0JKHA OBITh KaK MOYKHO 00Jiee KOPOTKOM U MoA0MPaThCsl HA OCHOBE OIICHKH PHUCKa
pa3BuTHs WHBa3UBHOM rpruOKoBoi nHbekmuu (UI'N), onpenenseMoro mo HATHYUIO HEUTPOTICHUH
Wi UMMyHocynpeccuu. llpodunaktuka MoxkeT mpopoinkarbes He Oonee 180 nmueit mocie
TPAaHCIUIAHTAIIMA TOJIBKO B CiIy4ae MPOJODKATEIBHOW HWMMYHOJCTIPECCHU WM  PEaKIHH
«TpaHcIuianTat npotus xo3suHay (PTIIX) (cm. pazmen 5.1).
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B cooTBeTCTBYIOMIMX BO3PACTHBIX TPYMIaxX PEKOMEHIOBAHHBIN PEXHM JTO3UPOBAHUS TIpU
POQHUIAKTHICCKOM NMPUMCHEHHH Tperapara sBIISICTCS TaKUM JKe, KaKk M MPU MPUMCHCHHH C
nenpio JedeHus. MHpopMmamuss 0 pexumax [TO03UPOBAHUS TMPHU JICUCHUU MPEIOCTaBICHA B
TaOJIMIIaX BBIIIIE.

Jlnumenvrocms npoPUIAKMUYECKO20 NPUMEHECHUS
B xiMHHUYECKHX HCCleAOBaHMUIX 0€30MacHOCTh U 3((EKTUBHOCTH MPUMEHEHHSI BOPUKOHA30J1a B
teueHue 6osee 180 mHeit ObuTa M3yueHa HEJOCTATOYHO.

Oco0ble rpynbl NaueHTOB
Tayuenmor noxcunozo eospacma
Koppekiuu 10361 y TOKWIIBIX JTI0/IeH He TpeOyeTcs (cM. pazaen 5.2).

Ilayuenmvi ¢ HapyuieHuem GyHKyuy novex

Hapymenne ¢pyHKuuu nodyek He BIUSET HAa (papMaKOKMHETHKY BOPUKOHA30J1a MPU IepOpaIbHOM
npueme. B cBs3M ¢ 3THM KOppEeKIHs 036l BOPUKOHA30Ja ISl IPHEeMa BHYTPH y MAIIMEHTOB CO
CpeIHEe! WK TSDKENIOH CTENeHbo HapylIeHus QyHKIUH 1oYek He Tpedyercs (cM. pa3zaen 5.2).

Tayuenmoi ¢ HapyuwieHuem QYHKyuU neveHu

[Ipu ocTpoM NOBPEXKICHUH NTEUEHHU, TPOSIBISAIOIIEMCS TOBBIIIIEHUEM aKTUBHOCTH «II€YEHOYHBIX)
TpaHcamMHMHa3: anaHuHamuHoTpaHchepassl (AJIT) wu acmapratammuuHorpancdepassr (ACT),
KOPPEKIIHs 103bI HE TpeOyeTcs, HO PEKOMEHIy€eTCs MPOI0JKATh KOHTPOJIb MOKa3aTenei pyHkuuu
NIEYEHH.

[TarueHTam ¢ JIETKUMU WK CPEAHETSDKEIBIMU HapyleHUsIMU GyHKIUH rnedeHu (kiaaccel A u B
no knaccudukanuu Yainna-Ilelo) ciaemyer Ha3Ha4yaTh CTAHJAPTHYIO HACBHIMIAIONIYIO 03y
npenapara BudeHn, a moaaep)KuMBamOIIy0 103y CHUXAaTh B 2 pasza. [lammentam c Tsokenon
cTeneHplo HapymieHus ¢yHkiuu nedenn (kmace C mo knaccudukanuu Yaina-I1sto) npenapar
Budenn cnenyer Ha3HauaThb TOJBKO B Te€X CIydasX, KOTJa OXKUAAaeMas I0Jib3a MPEBbIIIAET
BO3MOYKHBIN PUCK, U MOJ] TOCTOSTHHBIM KOHTPOJIEM C II€JIbIO BBISIBJICHUS MPU3HAKOB TOKCUYECKOTO
JIEUCTBUA Mpenapara.

eTh

BbezonacHocts u 3¢ dextuBHOCTS Tpenapata Budenn y nereir B Bo3zpacte ot 0 10 2 seT He
yCTaHOBJICHBI. VIMeronuecss Ha CEeroHsIIHUNA JA€Hb JaHHbIE NMpUBEACHBI B pasnenax 4.8 u 5.1,
OJIHAKO HEBO3MOXKHO JIaTh PEKOMEHAIMHU 110 PEKUMY JT03UPOBAHUS.

Ipumenenue y oemeii (om 2 0o < 12 nem) u noopocmkog 6 eospacme om 12 do 14 nem ¢ Huzxou
maccotii mena (< 50 ke)

Bopukonaszon nogpocTtkam B Bo3pacte oT 12 1o 14 net cneayer Ha3HayaTh B TAKUX K€ J03aX, KakK
Uy JI€TeH, TOCKOJIBKY y TIOJIPOCTKOB B Bo3pacTe oT 12 10 14 net Metaboim3mM BOpUKOHa30J1a 6oJiee
CXO0K C METabOJIM3MOM Yy JIeTeH, 4YeM Y B3POCIbIX.



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.04 2026 N= 701&
RO ORATEEHOCTE 00T
'é'i'z'c CHAIL ANs_—__IprHeMa
BuyTpuBeHHO
BHYTPb
Pexxum Hachlmammei | 9 mr/kr kaxaeie 12 gyacos He pekomenayercs

A03blI
(mepBble 24 yaca)

0,225 mu/kr (9 mr/kr) 2 paza B
[Monnep:kuBamomas 103a

(uepe3 24 4yaca mocae | 8 MI/KT 2 pa3a B CyTKU CYTXH
T — [MakcumanbHas mo3a 8,75 mu
(350 mr) 2 paza B cyTkH]|

[Tpumeuanue. 1o pe3ynpTaTaM NOMyJISIIUOHHOTO (hapMAaKOKMHETHYECKOT'O aHAIM3a NaHHBIX 112
JeTel ¢ OoclIabJeHHBIM HWMMYHHUTETOM B Bo3pacte OoT 2 1m0 < 12 jeT u 26 TOAPOCTKOB C
oca0IeHHBIM UMMYHHUTETOM B Bo3pacte oT 12 1o < 18 ner.

PekoMeHayercss HauMHATH TEPANUI0 C BHYTPUBEHHOTO BBEACHHUS IIperapaTa; BO3MOXKHOCTH
MEPOPATLHOTO TPHEMa CJICAYyeT pacCMaTpPHBaTh TOJIBKO IMOCIE 3HAYUTEIBHOTO KIMHUYECKOTO
YIIyYIIEHUST ¥ BO3MOKHOCTH TMAallME€HTa MPUHUMATh TEepOpabHbIe JEKAPCTBEHHBIE CPEACTBA.
CrnemyeT OTMETHTBH, YTO YPOBHH BO3JICHCTBUS BOPWKOHA30J1a NMPU BHYTPUBEHHOM BBEICHUHU
mperapara B 103¢ 8 MI/KT TPUOIM3UTENBHO B 2 pa3a BhIIIE, YEM MTPH MEPOPATTLHOM MIPHEME B 103€
9 MI/KT.

dapMakOKMHETHKA U IIEPEHOCUMOCTb 00Jiee BBICOKUX /103 BOPMKOHA30JI1a JUIsl IpUeMa BHYTPh Y
JleTel He U3YYaJIUCh.

Jlpyeue epynnol noopocmkos (om 12 0o 14 nem u ¢ maccoiu mena > 50 ke, om 15 0o 18 nem
He3a8UCUMO Om MAccvl meia)
BopurkoHa301 Ha3HAYAIOT B 033X, aHATOTUYHBIX J103aM IS B3POCIIBIX.

Koppexyus 0o3vi (v demeti om 2 0o < 12 nem u nodopocmkos 8 gozpacme om 12 do 14 nem ¢
HU3KoU maccot mena (om 12 0o 14 nem ¢ maccoui mena < 50 k)

[Tpu HEmOCTaTOYHOM OTBETE MAIMEHTa Ha TEPAITUIO 1032 JIJIS IEPOPATHLHOTO IPUMEHEHUST MOYKET
ObITh yBenuueHa ¢ marom 0,025 mur/kr (1 mr/kr) [unu ¢ marom 1,25 ma (50 mr), eciu u3HavaIbHO
npenapar TpUHUMAICS B MaKCUMalbHOW mepopanbHOi mgo3e 8,75 mun (350 mr)]. Ilpm
HEMEPEHOCHUMOCTH TMAlMEHTOM Tepanmuu 103y Ui MepOpalbHOTO MPHUMEHEHUS CIEAyeT
ymenbmath ¢ marom 0,025 mur/kr (1 mr/kr) [mnm ¢ marom 1,25 mi (50 mr), ecnmu M3HaYaIbHO
npenapaT NpUHUMAJCS B MaKCUMaJIbHOU TiepopalibHoM f03e 8,75 mit (350 mr)].

[Ipumenenue npenapara y aereil B Bo3pacTe oT 2 10 < 12 jeT ¢ NeYeHOYHON WM MOYEeYHOU
HEJI0OCTaTOYHOCTHIO HE U3Y4aIoch (CM. pazaensl 4.8 u 5.2).

Cnoco0 ImpuMeHeHus

BuyTpb, HE MeHee ueM 3a 1 4 10 epl WiIM CIIyCTSl He MeHee | 4 mocne efbl.

NHCcTpyKIMs MO MPUTrOTOBJIECHUIO JIEKAPCTBEHHOIO MpenapaTa NpuBeieHa B pasuene 6.6.

4.3. [IpoTuBONOKA3aAHUS
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e ['WmepuyBCTBUTEIBHOCTH K BOPHKOHA3O0JLY MK K IFO0OMY B%HOMQ“EJE(I-JJTBHH)I( BEIIECTB,

MEPEUYUCIICHHBIX B Moapasnaene 6.1.

e OpHoBpeMeHHOe mNpuMeHeHue ¢ cyOctpatamu uzodpepmenta CYP3A4: teppenanuw,
acTeMM30JI, LU3aNpua, MUMO3UJ, XUHUJIUH WM UBAOpaINH, MOCKOJIbKY MOBBIIICHHbBIE
KOHIIGHTPALMM 3TUX JIEKAPCTBEHHBIX CPEACTB B IUIa3ME KPOBU MOTYT TPUBECTH K
yuimHeHn0 uHTepBaia QTc W peakuMm ciydassM BO3HUKHOBEHHS HKEITyJIOYKOBOMU
TaXWKapAuu THIA «upys>1» (torsades de pointes) (cm. pazzaen 4.5).

e OpHOBpEeMEHHOE NMPUMEHEHHE ¢ pU(AMIUIIMHOM, KapOama3enuHoM, peHobapOuTaiom u
3Bepo00EM MPOIBIPSABICHHBIM, IOCKOJIBKY OTH JIEKapCTBEHHBIE CpPEJICTBA MOTYT
3HAYUTEIHHO CHU3UTH KOHILIEHTPAIMIO BOPUKOHA30JIa B IJIa3Me KpOBH (CM. pazzen 4.5).

e OpHOBpeMeHHOE MNpUMeHeHue ¢ pudadyTHHOM, TaKk Kak pupaOyTHH 3HAYUTEIHHO
CHI)KAeT KOHIEHTPALMIO BOPUKOHA30J1a B IJIa3Me KpoBH (cM. pazzen 4.5 u 4.4).

e OpHOBpeMEHHOE MPUMEHEHHE BOPHKOHA30JIa B CTAaHIAPTHBIX 033X C 3(aBUPEH30M B
no3ax 400 mr u Bpie 1 pa3 B CyTKHM MPOTHUBOIOKA3aHO, MOCKOJBKY 3(aBUPEH3 B ITUX
J103aX 3HAYUTENIFHO CHI)KACT KOHIEHTPAIMIO BOPUKOHA30J1a B IJIa3Me KPOBH 30POBBIX
JIOJIeH MU TaKUX J103aX. BOpHKOHA30I1 TakKe 3HAUYUTENBHO YBEITNUMBAET KOHIICHTPAIUIO
adaBupeH3a B mia3Me KpoBu (cM. pasnen 4.5; uadopmanuo o 60yiee HU3KUX J103aX CM. B
pasnene 4.4).

e  OpHOBpEMEHHOE MPUMEHEHHE C PUTOHABHPOM B BBICOKHX 1103ax (400 Mr u BbIle 2 pa3a B
CYTKH), IMOCKOJbKY PHUTOHABUP B ATOH 03¢ 3HAYUTEIBHO CHUXKAET KOHLIEHTPAIHIO
BOPHKOHA30J1a B TJIa3Me KPOBH Y 3JI0POBBIX JIt0oIeH (cM. pazzen 4.5; uadopManuio o osee
HU3KHUX J103aX CM. B pazjene 4.4).

e OpHOBpEMHEHOE MIPUMEHEHHE c aJKaJIouaaMu CIIOPBIHBU (oprotamuH,
JTUTHAPOIPTOTAMHH), SBISTFOITUXCS cyOocTparamu m3odepmenta CYP3A4, mockonbky
NOBBIIIEHHAsT KOHLEHTpAIMsI 3TUX JIEKAPCTBEHHBIX CPEJCTB B IUIa3ME KPOBU MOXKET
MIPUBECTHU K 3proTu3My (CM. pazzaen 4.5).

e OJHOBpPEMEHHOE MPUMEHEHHE C CHPOJUMYCOM, IIOCKOJIbKY BOPHKOHA30J MOXKET
3HAYUTEIBHO YBEIMYHUTh IUIa3MEHHBIE KOHLIEHTPAIIMH cuposiuMyca (cM. pasaen 4.5).

e OpaHOBpEeMEHHOE NMPUMEHEHUE C HAJIOKCETOJIOM, SBISIOIIUMCS CyOCTpaTOM IIMTOXpOMa
CYP3A4, nockonbKy MOBBINIEHHBIE KOHIIEHTpPAllUM HAJIOKCeroja B IUIa3ME€ MOTYT
CIPOBOLMPOBATH CUMIITOMBI OITMOUTHON aOCTHHEHIIUH (CM. pa3zen 4.5).

e OpaHOBpEMEHHOE TNPUMEHEHHE C TOJBANTAHOM, IIOCKOJIbKY CHJIbHBIE HMHTHOUTOPHI
nuroxpoma CYP3A4, takue kak BOPHMKOHA30JI, 3HAUYMTEIBHO IMOBBIIIAIOT IJIA3MEHHbBIC
KOHIIEHTPAIIMU TOJBANTaHA B IJIa3Me KpoBH (CM. pazfen 4.5).

e OpHOBpEeMEHHOE NMPUMEHEHHUE C BEHETOKJIAKCOM B Hauaje MPUMEHEHHUs] BEHETOKJIaKca U
BO BpeMs (a3bl TUTPOBAHMS 03Bl Mperapara, Tak KaKk BOPUKOHA30JI, BEPOSTHO, MOXKET
3HAYUTENIbHO MOBBIIATH IUIA3MEHHbIE KOHLIEHTPALUKU BEHETOKJIAKCa U PUCK Pa3BUTHS
CHHJIpOMa JIM3Huca ommyxonu (cM. pasaen 4.5).

e OpHOBpeMEHHOE NpPHUMEHEHHE C JIypa3sHJOHOM, TaK KaK 3TO MOXXET NPUBECTH K
3HAYUTEIIbHOMY YCHJIEHUIO BO3JCHCTBUS JIypa3uJoHa M BO3MOXHOCTH Pa3BUTHS
CEpbE3HBIX HEXKENATEIbHBIX peakuuil (cM. pazaen 4.5).

e OpaHOBpeMEHHOE TNpUMEHEHHE ¢ (UHEPEHOHOM, TaK KaK 3TO MOXET MPUBECTH K
3HAYUTEIIbHOMY YCWJICHHIO BO3JCHCTBUS (PUHEpEHOHA U BO3MOXKHOCTH Pa3BUTHS
CEpbE3HBIX HEXKENATEIbHBIX peakuuil (cM. pasaen 4.5).

4.4. OcoOble yKka3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN

FI/IHGD‘-IVB CTBUTCJIBbHOCTD
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BopukoHaz3om cienyer ¢ 0CTOpOKHOCTHIO Ha3HAYATh ndﬂgmlﬁ%;ﬁﬁéﬁgkﬁﬁgﬁﬁoérﬂm K

JpyruM azojam (cM. Takxe pasnen 4.8).

HexenaTenbHbIC SBICHUS CO CTOPOHBI CEPASUYHO-COCYIUCTON CUCTEMEI

[IpuMeHeHre BOpUKOHA30J1a CBA3aHO C yuIMHeHneM uHTepBaia QTc Ha anekTpokapauorpaMme.
Coo0mranocs 0 peIKHuxX Cllydasx MepLUaHus/TpeneTaHus KeJlyA0YKOB Y TalUeHTOB ¢ (haKTopaMu
pUCKa, TaKUMHU KaK KapJMOTOKCUYECKas XHUMUOTEpamnusi B aHaMHe3e, KapJuOMHUOMaTHs,
TUIOKAJIMEMHUsl U CONMYTCTBYIOLIAasl Tepamnus MpenaparaMu, KOTOpble MOIJIM CHOCOOCTBOBAThH
Pa3BUTHUIO JAHHOTO OCJIOKHEHUSI.

BOpI/IKOHaBOH CIeaAyeT C OCTOPOXHOCTBIO TIPUMCHATH Yy MHNAOUCHTOB CO CICAYIOIIMMU
MOTCHIUUAJIBHO MPOAPUTMHYCCKUMHA COCTOAHUAMMU:

. Bpoxxaennoe nium npuoOpereHHoe yuyimHeHne uarepsaia QTc.

o Kapanomuonarus, 0cOOEHHO B COYETAaHUH C CEPJCUHON HETOCTATOYHOCTHIO.

. CunycoBast OpaguKapaus.

o Cy1iecTByole apuTMUH C KIMHUYECKUMU MPOSIBICHUSIMH.

o OpnHoBpeMeHHOE MPUMEHEHHE JIeKapCTBEHHBIX MpenapaToB, yaauHsommx natepsain QTc.
ONEKTPONUTHBIE  HApYUIEHUs, HAOpUMEp THUIOKAIMEMHUIO, THUIIOMarHUEMHUIO U
TUIOKAJIbLIUEMUIO, CIIEAyeT KOHTPOIUPOBATh U KOPPEKTUPOBATh, IPU HEOOXOAUMOCTH, 10
Hayaja ¥ BO BpeMs Tepaluu BOPHKOHA3oyoM (cM. pazzaen 4.2). Ilpu uccnenoBaHum Ha
3I0POBBIX JOOPOBOJIBIIAX BIUSHUA BOpukoHazoja Ha wuHTepBan QTc ma OKI mpm
NPUMEHEHUN OJJHOKPATHBIX J103, MPEBBIIAIONINX OOBIYHYIO THEBHYIO 7103y HE Ooiiee, yeM B
4 paza, ObUIO YCTAaHOBJICHO, YTO HU y OJHOTO M3 JOOPOBOJBIIEB HE HAOII0IAIOCh
MPEBBIIICHNUS] UHTEPBaja BbIIIE KIMHUYECKH 3HaunMoro nmopora B 500 mcek (cMm. paznen
5.1).

['enaToTOKCUYHOCTH

B ximHn4eckux ucciae10BaHusAX Py JeYeHMH BOPUKOHA30JI0M HAOJII0JAJIUCH CITy4au CepPbe3HbIX
peaKIii CO CTOPOHBI NMEYeHU (BKIIIOYAs TeMaTUT ¢ KIMHUYECKUMHU MPOSIBICHUSIMU, XOJIECTa3 U
(yIbMHHAHTHYIO MEYEHOUHYIO HEJOCTaTOYHOCTb, B TOM YHCJIE CO CMEPTEIBbHBIM HCXOJI0M).
HexxenarenbHble SBIEHUS CO CTOPOHBI MEYEHU HAOIIOJANNCh, B OCHOBHOM, y MAIlMEHTOB C
Cepbe3HbIMU 3a00JIEBAHUSAMH, TJIABHBIM 00pa3oM, 3JI0KAYECTBEHHBIMU OIyXOJIIMH CHCTEMBI
KpoBH (remoOriactozamu). Y TalHEHTOB 0e3 Kakux-mu0o (akTOpoB pHcka HAOIIOANNCh
IPEXOSIIUE PEAKIIMU CO CTOPOHBI IEUEHH, BKIIK0Yas TeNaTuT U kenTyxy. Hapymenus ¢pyHkuun
neuyeH 0ObIYHO OBLIM 0OpPATUMBI U IIPOXOIUIIN TIOCIIE TIPEeKpaleHus JeueHus (cM. pa3aen 4.8).

MOHI/ITODI/IHI‘ d)VHKHI/II/I INCYCHHU

[MTanmeHTsI, MOMyYaroIuKe Je4eHre npenapatom Budena qomKHbl HAX0UTHCS IO TIATETbHBIM
HaAOJIIOJICHUEM C IIENbI0 BBISBJICHHUS MPU3HAKOB IeMaTOTOKCHYHOCTH. KiMHHMYeckoe BeneHue
TaKUX IMAIUEHTOB JOJKHO BKIIOYATh Ja0OpaTOPHYIO OLEHKY (YHKIMH TeYeHU (B YaCTHOCTH,
onpenenenue aktuBHOCTH ACT u AJIT) B Hayane jedeHns BOPUKOHA30JI0M U HE pexke 1 pasa B
HENENI0 B TEUEHHWE TMEPBOrO Mecsla Tepanuu. JTUTeNbHOCTh JIEYCHHsI JOJDKHA OBITh
MaKCHMaJlbHO KOPOTKOHM, OJIHAKO, €CIIU MOCJe OIEHKH IMOJb3bl U PUCKA TEparus MpoAoKaeTcs
(cM. pazgen 4.2), mpu OTCYTCTBHHM M3MEHEHHH OMOXMMHUYECKUX MOKa3aTeneil (GyHKINH IeUYeHU
4acTOTa JaOOPaTOPHOTO 0OCIIEIOBAaHUS MOXKET OBITh YMEHBIIIEHA IO OJHOTO pa3a B MECHIL.
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CJICAYyCT OTMCHHUTD, CCJIM TOJIBKO COOTHOIICHUC PUCKA U MMOJIB3bI TCpalliu COTJIaCHO MGHHHHHCKOﬁ
OIICHKE HE ONPABABIBACT €€ JaNbHEHIIee MpUMEHEeHHE (CM. pa3aen 4.2).

MOHUTOPUHT PYHKIIMH [TEYEHH CIeTyEeT OCYIIECTBIATh KaK y JIeTeil, Tak U y B3POCIIbIX.

3pUTEIbHEIC HAPYIICHUS

Coo0manoch 0 ciydasx TUTEIFHO COXPAHSBIIMXCS HEXENATeIbHBIX PEAKIHHA CO CTOPOHBI
OopraHa 3peHHs, BKIIOYash HEYETKOCTh 3pPEHUs, HEBPUT 3PUTEIBHOTO HEpBA M OTEK IUCKa
3pUTETHLHOTO HepBa (cM. pasnen 4.8).

HexxenaTenpHbIe IBISHUS CO CTOPOHEI ITOYEK

VY Tsokeno0OJIbHBIX TMAIMEHTOB, MONYYaOIIMX BOPUKOHA30JI, OTMEYAIHNCh CIy4aul Pa3BHTHUS
OCTpOI MOYEYHOH HEJOCTATOYHOCTH. [laMenTsl, moyyaronye BOpUuKOHa3051, MOTYT IPUHUMATD
U Jpyrue HepOTOKCHYHBIC JIEKAPCTBEHHBIE CPEACTBA M MMETh COIYTCTBYIOIIHE 3a00JIeBaHMS,
YTO MOXKET IMPUBOJIUTH K CHUKEHHUIO (DYHKIIMU TIOYeK (cM. pa3zaen 4.8).

MonuTtopuHr d)VHKUI/II/I IIOYCK

[TaruenToB crneayeT HAOMIOIAThH C IENBIO BBISABICHUS MPU3HAKOB HApPYIICHUS (DYHKIIUU MOYEK.
s aToro HEOOXOAMMO MPOBOIUTH JIAOOPATOPHBIE MCCIIENOBAHUS, B YaCTHOCTH, OMPEIENAThH
KOHILICHTPAIMIO KPEaTHHUHA B CBIBOPOTKE KPOBHU.

MonuTopuHr dYHKIWY TOKEITYI0YHOMN JKeJIe3bl

[TaneHThl, OCOOEHHO JETCKOr0 BO3pacTa, HMMEMoNMe (HAKTOphl PUCKA Pa3BUTUS OCTPOTO
NaHKpeaTUTa (HelaBHAs XMMHOTEpaNysl, TPAaHCIUIAHTALMs TEMONIO3THYECKUX CTBOJIOBBIX KJIETOK
(TI'CK)) npu Teparuu BOPUKOHA30JIOM JOJDKHBI HAXOJUTHCS O] TIIATENbHBIM HalmroneHuem. B
TAKOM KIMHUYECKONW CHUTyallud MOXKET PpPacCMaTpHUBAThCS BO3MOXKHOCTb KOHTPOJSI YpPOBHS
CBIBOPOTOYHOM aMMJIa3bl WJIN JIMIIA3BI.

HexxenaTensHbIC IBICHHUS CO CTOPOHBI KOXKH

e @DOTOTOKCUYHOCTH

Kpome Toro, mnpumenenue mipemapata Budenng ObUIO CBsS3aHO € peaKIUSIMU
(OTOTOKCUYHOCTH, BKJIIOYAs TaKUE PEAKIMH, KaK BECHYIIKH, JIEGHTUTO, aKTHHUYECKUI
Keparo3 u rnceBponopdupusi. CylecTByeT NOBBIIICHHBI PHUCK Pa3BUTUS KOXKHBIX
PEeaKINii/TOKCUYHOCTH TIPH OJHOBPEMEHHOM MpPUMEHEHUU (OTOCCHCHOUTU3UPYIOMINX
npemnapaToB (Hampumep, MeToTpekcar u T.11.). [Ipu tepanuu npenaparom Budenn Bcem
nanueHTaMm, BKIIoYas JeTeil, peKoMeHayeTcsl u30eraTh BO3AEHCTBUS IPSIMBIX COTHEYHBIX
Jy4ell W TPUMEHATh 3allUTHBIE MEpbl B BHUJAE HOIICHUS 3alUTHOM OAECKABl U
MCIIOJIb30BAaHUS COTHIE3AIIUTHBIX CPEJICTB C BHICOKUM (DAKTOPOM 3aIIUTHI OT COJIHEYHBIX
nyueii (SPF).

e Ilnockoknerounslii pak koxu (ITPK)
Coobmmanocs o ciayyasx pazputus [IPK (Bkmrouast [1PK in situ wnm Gonesnp boysna) y
NaIMEeHTOB, HEKOTOPBIE M3 KOTOPBIX UMEITH B aHAMHE3€ (POTOTOKCHYECKUE peakinu. Ecim
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

CTELMAINCTOB, OLEHUTh HEOOXOAMMOCTh OTMEHBI mpemnapara Budenn m nmpumeHeHus
aIbTEpHATUBHBIX MPOTUBOIPUOKOBBIX MPENapaTroB, a TakKKe HANpaBUTh MalMEHTa K
nepmarosnory. Tem He MeHee, eclii IpUMeHeHHe npenapara Budenn Oyaer npoieHo, s
pPaHHETO BBISIBJIICHUS U JICYCHHUS MPEIPaKOBBIX 3a00J€BaHUM KOXKU JOJDKHA PETYJISIPHO
BBITIOJIHATHCS JiepMaTosiorniyeckas oreHka. [lpumenenue mpemnapara Budena crnemyer
NPEKPaTUTh, €CIM BBISBICHBI MpeapakoBbie 3aboneBanust koxu uian [IPK (cm. Huxe
pazzen «lmuTenbHoe IeYEHUE» ).

e (Cepbe3Hble KOXKHbBIE HEKENATEIbHBIC PEaKIIUU

Bo Bpemsi jedeHus BOPHUKOHA30JIOM Yy TMAllMEHTOB HAONIONATUCh CIIy4ad TSDKEIBIX
HE)KENIATENIbHBIX KOXHBIX peakuui, Takux Kak cuHapoM CruseHca-/[)o0HCOHa,
TOKCHYECKHH AMUIACPMAIbHBIA HEKPOJU3, JIEKAPCTBEHHAS] PEAKIUSA C 303MHOPUIHEH U
cucreMbiMu cumnromamu (DRESS), koTopbie MOTYT OBITH KHU3HEYTPOXKAIOIIUMHU WIIH
cMepTenbHbIME (cM. pasnen 4.8). [lpu mosBIeHUU CHINKA 3a MAIMEHTOM CIEAYeT BECTH
TIIATEJIbHOE HAOJIIOJICHNEe W OTMEHUTh BudeHn mpu mnporpecCHpoBaHUU MOPaKEHUS
KOXKH.

HexenaTensHbIC SIBISHHUS CO CTOPOHBI HAIMOYCYHHUKOB

OOpartumMble cily4ad HaAMOYEYHUKOBOW HENOCTATOYHOCTH OBLIM 3apErUCTPUPOBAHBI Y
NAlMEeHTOB, MOJYyYaroIlMX a30ibl, BKIoyas BopukoHazosn. Coobmanoch 0 ciaydasx
HEJOCTATOYHOCTH KOPBI HAAIIOYEYHUKOB Yy IMALMEHTOB, IOJyYarOlUX a30Jbl OJHOBPEMEHHO C
KOPTUKOCTEPOUAAMU MU 0€3 HUX.

VY nmanueHToB, MOJIYyYaroHIMX a30jbl 0€3 KOPTUKOCTEPOHIOB, Pa3BUTHUE HEAOCTATOYHOCTU KOPBI
HAAMOYCUYHUKOB CBS3aHO C MPSMbIM HHTUOMPOBAHNEM CHHTE3a CTEPOUIOB a30JaMH.

Y  panMeHTOB, NPHUHUMAIOIIUX KOPTUKOCTEPOW[bI, HWHTHOMpPOBAaHHME HX MeTadoIu3Ma
nzopepmentom CYP3A4, cBsi3zaHHOE C BOPHKOHA30JI0M, MOXXET NPHUBECTH K H30BITOYHOU
BBIPaOOTKE KOPTUKOCTEPOUIOB U MOAABICHHIO (DYHKIIMHM KOPHI HAMOYEYHUKOB (CM. paznen 4.5).
Cunapom KymmHra ¢ u 6e3 nocieayomero pasBuTHs HEOCTaATOYHOCTH KOPbI HAANOYEYHUKOB
TaKK€ OTMEYalcsd y  [AlUEHTOB, IOJYYaOIIUX  BOPUKOHA30]1  OJHOBPEMEHHO C
KOPTUKOCTEPOUIaMHU.

[TaneHTHI, TMONydYalONMe JUIMTEIhHOE JICUCHHE BOPHUKOHA30JIOM W  KOPTHKOCTEPOHIAMH
(BKJIIOYAs] WHTAISIMOHHBIE KOPTUKOCTEPOWIBI, Hampumep OyJIECOHUA M HWHTpaHa3aJIbHBIC
KOPTUKOCTEPOU/IBI), JOJDKHBI HaXOAWTHCS IO/ TINATSIBHBIM HAONIONCHHEM Ha MpeaMeT
HapymeHus: GyHKIUU KOPbI HAAMOUYEYHUKOB KaK BO BpeMs JICUCHHs, TaK M MOCJe MPEKpaleHHs
MpUMEHEHHUs BOpUKOHa30da (cM. pazzaen 4.5). [TanueHTsl JoKHBI OBITh TPOMH(GOPMHUPOBAHBI O
TOM, 4YTO HGO6XO,Z[I/IMO 06pau1aTbc;1 3a HeMeHﬂeHHOﬁ MGI[HHHHCKOﬁ nmomMomibro, €CJIn y HHUX
MOSIBIISIIOTCSL  TIPU3HAKH ¥ CUMIITOMBI CHHApoMa KymwHra wiMm HEJOCTaTOYHOCTH KOPBI
HaAIIOYCYHUKOB.

JIIuTenbHOE JIEUEHUE

[Ipu anuTensHOM MpUMEHEHUH Ipenapara Budenn Obutu 3aperucTpupoBaHbl Cliydyan pa3BUTHA
miockokeTouHoro paka koxu [IPK (Bkirouast I[1PK in situ mnu 6one3np boysna) (cMm. pazaen 4.8).

Y mnamnueHTOB, TMEpPEHECHIMX TPAHCIUIAHTAIIMI0, COOOIIATIOCh O CIydasX HEHMHGEKITMOHHOTO
9
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MOSABJICHHUU Yy IMAallUCHTA 60.]'[6171 B KOCTAX U PCHTI'CHOJIOTHYCCKUX IMPHU3HAKOB IICPHUOCTUTA MOCIIC
KOHCYJbTAIMM PA3JIMYHBIX CIHCIUAIUCTOB CJIEAYET PAaCCMOTPETh BO3MOXKHOCTH OTMCHBI
npemnapata Budenn (cm. paznen 4.8).

IIpodunakruka

[Ipy BOBHMKHOBEHUH HEXKEIATEIbHBIX PEAKIIUNA, CBA3aHHBIX C IPUMEHEHHUEM JJAHHOTO IIpenapara
(renaToTOKCUYHOCTH, TSDKEJIbIe KOJKHBIE peaklny, BKiItovas ¢poroTokcuuHocTh U [1PK, Tsoxensie
WIN JJIUTETIbHBIE HApYIICHUS 3pPEHUS M MEPUOCTUT) CIEAYET PacCMOTPETh LeJIeco00pa3HOCTh
OTMEHbI BOPUKOHA30J1a U IIPUMEHEHUS aIbTePHATUBHBIX MPOTUBOIPUOKOBBIX MPENapaToB.

HapkoTrndeckue aHanbIeTUKN KOPOTKOro nercteus (cyocrparsl n3zodhepmenta CYP3A4)

[Ipy COBMECTHOM TMpPHMEHEHHH C BOPHKOHA30JI0OM andeHTaHWaa, (EHTaHWIa € JPyTUX
HapKOTHUYECKUX AHAIBIETUKOB KOPOTKOTO NEHCTBHUS, MOJOOHBIX MO CTPYKTYpe al(eHTaHWITy U
merabomm3upyembix CYP3A4  (mampumep, cydeHTaHuna), HEOOXOAMMO PACCMOTPETh
BO3MOXKHOCTh CHIMDKEHHSI 103bI IEPEUNCICHHBIX HAPKOTUYECKUX aHAJIbI€TUKOB (CM. pasnen 4.5).
[TockonbKy TepHoA TOTyBBIBeIEHHS al(eHTaHWIa MPH €ro OJHOBPEMEHHOM NPUMEHEHHHU C
BOPUKOHA30JI0M YyBEJIWYMBAaeTCs B 4 pa3a, a TakKe Yy4YUThIBasS TOT (PakT, YTO COIJIACHO
OITyOJTMKOBAHHBIM JTAHHBIM OJTHOT'O HE3aBUCHUMOTO HCCIICAOBAHUS, OJHOBPEMEHHOE ITPHUMEHEHHE
q)eHTaHI/IJIa U BOPHUKOHA30JIa MPHUBOJAUIIO K YBCIWYCHHUIO CPCAHCTO 3HAYCHUSA IUJIOMAAW IO
kpuBoii «koH1eHTparusa-Bpems» (AUCo.) (QeHTaHuma, MOXET TOoTpeOOBaThCS YaCTHIN
MOHUTOPHUHI  HCKCJIATCIIbHBIX HBHGHHﬁ, CBsI3aHHBIX C MNPUMCHCHUCM  HAPKOTHYCCKHUX
aHAJIBT'€TUKOB, BKIIFOYAs 00JIiee MPOAOIDKUTEILHBIA MOHUTOPUHT (DYHKITUH JBIXaHUSI.

HapkoTnyeckue aHanbl€TUKHN UINTEIRHOTO0 aeiicTus (cyocrparsl nzodepmenra CYP3A4)

Crnenyer npeaycMOTpeTh BO3MOKHOCTb CHUKEHHUS J103bl OKCUKOZOHA U JIPYTUX HApKOTHYECKUX
AQHAJIbI'€TUKOB [UIUTEIBHOTO JCUCTBUS, KOTOpble MeTabonu3upytorcs uzopepmenrom CYP3A4
(HampuMep, THAPOKOAOH) MpPH OJHOBPEMEHHOM IPUMEHEHUH C BOPUKOHA30JI0M. MoXer
noTpeOOBaThCS YaCTHIE MOHUTOPHUHI HEXKEJATEIbHBIX SIBJICHUHN, CBS3aHHBIX C MPHUMEHEHHEM
HapKOTHYECKUX aHATBT€TUKOB (CM. pasnen 4.5).

Denurond (MOIIHBIA MHAVKTOD ImToxpoMa P450 u cybcrpar uzodepmenra CYP2C9)

[Ipu ogHOBpEMEHHOM MPUMEHEHHH ()CHUTOWHA U BOPUKOHA30J1a PEKOMEHIYETCSI OCYIIECTBIISATh
MOCTOSTHHBIM KOHTPOJb KOHIEHTpanuu ¢enutonna. CrnemyeT wu30eratb OJHOBPEMEHHOTO
NPUMEHEHHsT BOPHKOHA30J1a M (DEHUTOMHA 32 UCKIIIOUEHHEM TeX CIydaeB, KOT/Ia OXKHIacMast
MOJIb3a MPEBBIIIACT BO3MOXKHBIN PUCK (cM. pazaen 4.5).

Ddasupens (naaykrop CYP450; uaruburop u cyocrpar CYP3A4)

B ciydae 0oIHOBpEMEHHOro NMPUMEHEHUs BOPUKOHA30J1a M 3(haBUpPEH3a 103y BOPUKOHA30I1a
cienyet yBennuuTh 10 400 mr kaxkasie 12 dacos, a 103a 3(haBUpeH3a J0DKHA OBITh CHHKEHA 10
300 mr kaxxnpie 24 9 (cM. pasnen 4.2, 4.3 u 4.5).

I'mazgern6 (cyocrpar nsodepmenra CYP3A4)

O)KI/II[aeTCH, 4TO OAHOBPEMCHHOC IIPHMMCHCHHUC BOPHUKOHA30JIa IIOBBIIIACT KOHUCHTPAIUIO

10
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ry1a3ieruoa B rjaa3Me KpOBU U MOBBIIIAET PUCK Y HHHGHPI‘M&‘MHCE(%I_]!)IE—[?!IIEJ?4'|5)-IJECJII/I

HEBO3MOXHO I/136€)KaTI> OOIHOBPCMCHHOTO MNPUMCHCHHA, PCKOMCHAYCTCA 4YaCTO MTPOBOAUTH
MoHutopunr OKT'.

Muaruburopsl Tuposunkunassl (cyocrpar nzodpepmenta CYP3A4)

Oxumaercs, 9YTO OJHOBPEMEHHOE MPUMEHEHHE BOPHUKOHA30J1a C MHTHOUTOPAMU TUPO3HMHKHUHA3BL,
MetabonuzupyeMmbiMu  u3odpepmerToM CYP3A4, mpuBOAWT K TOBBINICHHIO KOHIICHTPAIIUU
WHTHOUTOpA THPO3WHKMHA3HI B IIa3Me KPOBH U PUCKY MOOOYHBIX peakiuil. Eciam HEBO3MOXKHO
u30exarb OJHOBPEMEHHOI'O TPUMEHEHHS, PEKOMEHJIyeTCs CHU)KEHHME JO03bl MHTHOUTOpa
TUPO3UHKUHA3HI U TIIATEIbHbIN KIMHUYECKU MOHUTOPUHT (CM. paszen 4.5).

Pudadyrun (cunsHblil naaykrop CYP450)

OnHOBpeMEHHOE NpPHUMEHEHHE BOpHKOHA3zona W pudadyThHa NPOTHBONOKA3aHO, TaK Kak
puhabyTrH 3HAYUTENHFHO CHUKAET KOHLIEHTPALIUIO BOPUKOHA30J1a B TJIa3Me KPOBH.

PuronaBup (MoOmHBIN HHAVKTOp I1mroxpoMa P450. warmOutop M cybcrpar m3odhepMeHTa

CYP3A4)

Crnenyer nzberaTb COBMECTHOTO IPUMEHEHHS BOPUKOHA30J1a U pUTOHABUPA B HU3KUX A03ax (100
MI 2 pa3a B CYTKH) 3a MCKJIIOYEHHEM TEX CIIyyaeB, KOIJla COOTHOIIEHHE IOJIb3bl OT MpHEMa
BOPUKOHA30J1a 3HAYUTEIIBHO MPEBHIIIAET PUCK OT UX COBMECTHOT'O IMPUMEHEHUS (CM. pa3zaeisl 4.3
u4.5).

OBeposmnmyc (cyocrpar uzodepmenra CYP3A4 u P-immkonporensa)

OpnHOBpeMEHHOE IIPUMEHEHHE BOPHMKOHA30jJa M 3BEpPOJMMYyCa HE PEKOMEHIYyeTcs, TaK Kak
OJKHJACTCs, YTO BOPUKOHA30JI 3HAYUTEIIBHO MOBBIIIAECT KOHIEHTPALNIO dBEPOJIUMYCa B IIA3ME
KpoBU. Ha nmaHHBII MOMEHT HE MMeeTcs OCTaTOYHOM HMHGOpMAIMM JUIsl PEKOMEHIAIUH IO
KOPPEKIIUU PeXUMa T03UPOBaHUsS (CM. pa3zen 4.5).

MeranoH (cyocrpar nsodepmenra CYP3A4)

IIpn otHOBpEeMEHHOM MPUMEHEHUH BOPUKOHA30JIa K METaJJ0HA PEKOMEH/Ty€eTCsl 9aCThIi KOHTPOJIb
3a MPOSBICHUEM HEXEIATENIbHbIX U TOKCHYECKHX 3((EKTOB METaJ0Ha, BKIIOYAs yJUIMHEHHE
uaTepBana QTc, MOCKOIBKY coJiep)kaHie METa0Ha MOBBIIIACTCS TP COBMECTHOM NPHUMEHEHNHT
¢ BOpuKOHa30JI0M. [Ipy HE0OX0TUMOCTH 1032 METaI0Ha MOXKET OBITh CHHKEHA (CM. pazzen 4.5).

Ddnykonazon (uarndurop uzodepmentos CYP2C9, CYP2C19 u CYP3A4)

OnHOBpEeMEHHOE IPUMEHEHUE BOPUKOHA30J1a U (pIIyKOHA30J1a BHYTPb Y 3/I0POBBIX JOOPOBOJIBLIEB
NPUBOJIUT K 3HAYNUTEIILHOMY MTOBBIIICHUIO MAaKCUMAITbHOW KOHIIEHTPAIUH B T1a3Me KPOBH (Cmax)
u AUCt BopukoHazona. HewsBecTHO, Kakoe CHIKEHHME J103bl W/WIM YacTOTHl NMPUMEHEHHS
BOPHKOHA30Ja 1 (hIIyKOHA30J1a IPUBEIO ObI K MCYE3HOBEHUIO aHHOTO 3¢ dekTa. B Tom ciydae,
€CIIM BOPUKOHA30J NPUMEHSETCS HEMOCPEICTBEHHO TMocie (IIyKOHA30/a, PEKOMEHAyeTcs
NPOBOJIUTHh THIATEIBHBIA KOHTPOJIb HEXKEJIATEIbHBIX pPEaKIMH, CBSI3aHHBIX C MPHEMOM
BOPUKOHA30]1a.

BcnoMorarebHEBIC BEISCTBA
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Caxapo3sa (MOCNEODBATENBEHOCTE 0012)

DTOT JIeKapCTBEHHBIN mpenapat conepkuT caxaposy (0,54 r va 1 mi). D10 cneayer npuHUMATh
BO BHUMaHUE MPU MPUMEHEHUH y MAIMeHTOB, CTPalaloluX caxapHbiM nuadetoM. [lanuenTtam c
PEIKO BCTpeyaroleicsl HaclIeACTBEHHONW HEeMEPEeHOCUMOCTBIO (PPYKTO3bI, TIIOK030-TaTaKTO3HOM
MajgbabcopOImen Wi ae@UuIMTOM caxapasbl-M30MalibTa3bl HE CJEAyeT NPUHUMATh ATOT
npenapat. MoKeT HaHECTH Bpe]] 310POBBIO 3y00B.

Hampuu

JlanHbIil ipenapat coAepKUT MeHee 1 MMonb (23 Mr) HaTpus Ha 5 MJI CyCHEH3UH, TO €CTh, 110
CYTHU, HC COACPIKUT HATPUA. HaHI/IeHTOB, co6moz[a101unx AUCTY C IMOHWKCHHBIM COACPKAHUCM
HaTpUs, HEOOXOIMMO NPOMHPOPMHUPOBATH O TOM, YTO OTOT JIEKAPCTBEHHBIH Mpemnapar
MPaKTUYECKHU HE COACPKUT HATPUSI.

CTH

BezonacHocTh M 3 HEeKTUBHOCTH pemnapaTa y AeTeil Miiajie 2 JeT He yCTaHOBJIEHA (CM. pa3/elibl
4.8 u 5.1). BopukoHna3os nmokasaH [yl IPUMEHEHUs] Y AE€TE€H B BO3pacTe OT 2 JET U cTape. Y
JeTEeH dYale OTMEYaloCh ITOBBIINICHHE AKTUBHOCTH (epMeHTOB medeHu (cM. pazaen 4.8).
OYHKIUIO MEeYeHU CcleAyeT KOHTPOJIUPOBAaTh M y JeTeil, W y B3pOCibIX. buomoctymHocTh
BOPHKOHA30J1a IPY IPHEME BHYTPh MOXKET OBITh OTpaHWYEHA y JIeTel B Bo3pacTe oT 2 10 < 12 yet
¢ ManmpabcopOruel U oueHb HU3KOW OTHOCHTEIBHO BO3PACTHOM HOPMBI Maccoi Tema. B Takumx
cllydasix MoKa3aHO BHYTPUBEHHOE BBEJCHUE BOPUKOHA30IIA.

e Cepbe3Hble KOKHBIC HEXKelaTeabHble peakiuy (Bkiatogas [1PK)
YacTora (OTOTOKCHUECKUX PEAKUUN y JAeTel BBIIIE. YUUTHIBAS BO3MOXXKHOCTb Pa3BUTHSA

I1PK, B 3TOl nomyssiiMy MalMEeHTOB ONpaBAaHO, IPUMEHEHNUE CTPOTMX MEP IO 3alIUTe
KOXKH OT yJibTpaduoneroBoro usiaydenus. Ilpu passutun y aereil siBneHuil, cBsI3aHHbIX €
¢dorocTapeHneM KOXH, HalpuMep JICHTUIO WM BECHYIIKH, PEKOMEHIyeTcs n30erarb
COJIHIIa ¥ TNPOJOJDKATh IOCIEAYIOIIEee AEPMATOJIOTHYECKOe HAOIOJCHUE AaXe Iocie
IIPEKPALLEHUS JICUCHMUS.

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aMMO/EHCTBUA

Bopukonazon merabonusupyercs m3odepmeHtamu murtoxpoma Psso (CYP2C19, CYP2C9 u
CYP3A4) u uarubupyer ux akTUBHOCTb. VHTMOUTOPHI WIM MHAYKTOPHI 3TUX H30()EPMEHTOB
MOTYT, COOTBETCTBEHHO, IOBBIIIATh MM MOHMXKATh KOHLIEHTPALMM BOPUKOHA30jJa B IUIa3Me
KPOBM, a TaKX€ CYIIECTBYET BEpOSTHOCTh IIOBBIINICHUS BOPUKOHA30JIOM IIJIa3MEHHBIX
KOHIIGHTPalMil BELIECTB, META0OIM3UPYEMbIX 3TUMHU M30()epMEHTaMH LUTOXpoMa Piso, B
YacTHOCTH, JUIsI BemlecTB, MeTabomu3upyembix uzopepmeHToM CYP3A4, mockoibKy
BOPUKOHA30J SIBJISIETCS CUIIbHBIM HHruOuTOpoM nzodpepmenta CYP3 A4, xots yennuenne AUC
3aBUCHUT OT cyOCTpara (CM. TabJIUIly HUXKE).

HccnenoBanusi B3aMMOJEHCTBHS JIEKAPCTBEHHBIX CPEACTB OBUIM TMPOBEACHBI C Y4YacTHEM
3I[OpOBBIX B3pOC.HBIX JINI My)KCKOFO Imojia ¢ MHOI‘OKpaTHbIM HepOpaJII:HI:IM HpI/IeMOM
BOpHKOHa30Ja B 03¢ 200 Mr 2 pas3a B CyTKHU 10 JOCTH)KEHUS PAaBHOBECHOW KOHIIEHTPALMH. DTH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 06.04 2026 N2 7016

pe3yNbTaThl aKTyalIbHBI U 711 APYTUX TPYII Ma I/ICHTOB"EI lch‘o‘ggﬁ%lk B¢ %'&!Jaﬁé’lra-l <l

BopukoHa3on cieayer ¢ OCTOPOKHOCTBIO TPHUMEHATh C JIGKAPCTBEHHBIMH CPEICTBAMH,
crocoOHbpIMU  yanuHATH UHTepBan QTc. Takke MPOTHBOIIOKA3aHO COBMECTHOE NPHUMEHEHUE
BOPHKOHA30J1a ¢ BelecTBaMu, MetadbonuzupyeMbiMu n3ohepmenTom CYP3A4 (kynma oTHOCSATCS
HCKOTOPBIC AHTUTHCTAMUHHBIC IMpeHaparbl, XWHWUAWH, OU3AIIpUL, MUMO3U U I/IBa6pa,Z[I/IH),
KOHIICHTPAIIUU KOTOPBIX B IJIa3Me KPOBH OH MOKET YBEJIIMYHMBATH (CM. HIDKE | pazzier 4.3).

Tabauna B3auMoieicTBUS BOPUKOHA30Ja ¢ APYTUMHU JEKapCTBEHHBIMU CPEACTBAMHU

B3aumonelicTBuss MeXAy BOPHUKOHA30JI0OM U APYTMMH JIEKAPCTBEHHBIMHU  CPEICTBAMU
nepevnciieHbl B Tabnuiie Huxke (yciaoBHbIE 0003HaueHus: 1 pa3 B cyTku — «1 p/cyT», 2 pa3a B
CYyTKH — «2 p/cyT™», 3 pa3a B cyTku — «3 p/cy™» u He ycraHoBineHo — «H/Y»). Hanpasnenue
CTPEJIKU JUIsl KaXI0T0o (hapMaKOKMHETHYECKOTo mapaMeTrpa ocHoBaHO Ha 90 % moBepuTenbHOM
WHTEpPBaJie COOTHOIIEHUS CPETHUX TeOMETPUUYCCKUX 3HAUYCHUW M O3HAYAeT «B IMpeaenax» (<),
«Hmwxke» (|) nmm «seime» (1) auamazona 80—-125 %. 3Beznouka (*) ykas3bIBaeT Ha JBYCTOPOHHEE
B3aumoseiictue. AUC:, AUC; u AUCo » 0003Ha4aoT Mmiouia s noJ KpUBOKW Ha MPOTSHKEHUH
WHTEpBaja BPEMEHU MEXKIYy BBEICHHEM ABYX 1103, cO BpemMeHH ( 10 mepBOM MOAMArOLIEHCS
00OHapy>KEHUIO KOHLEHTpaIUU U co BpeMeHH () 10 6ECKOHEUHOCTH, COOTBETCTBEHHO.

B3anmopelicTBust B TaOnmuIe MpelICcTaBleHbl B CIEAYIOUIEM MOpSAKE: Ipernaparsl,
IIPOTUBOIIOKA3aHHbIE K OJHOBPEMEHHOMY NPHUMEHEHUIO; Mpenaparbl, TpeOyrolue KOppeKIU
JI03bI WM TIIATEIBHOTO KIMHUYECKOTO W/UIIM OMOJIOTMYeCKOro MOHUTOPUHTA, U Mpernaparsl, He
o0ajaromue CyecTBeHHbIM (apMaKOKHUHETUYECKUM B3aUMOAECHCTBUEM, HO B3aUMOAEHCTBHE C
KOTOPBIMH IPEJICTABISAET KIMHUYECKUH UHTEPEC B 3TOM TEPaneBTHUECKONW 00IaCTH.

JlekapcTBeHHOE cpencrso | B3aumoaeicreue Pexomengaunu npu

(mexanusm 63aumooericmeus) N3menenus OTHOBPEMEHHOM
(papmakoKkuHeTHYECKUX NPUMEHEeHUH
napamerpos (%)

Actemu30i, 1U3anpui, MUMo3uji,| B3aumoneiicteue HE

XUHUWH, TeppeHa uH 1 |M3y4aJIOoCh, onnako ([IporuBonokazano  (cMm.

nuBabpauH [cybcmpamei|IOBBILICHHBIE  KOHIEHTpauuu [paszaen 4.3)

usopepmenma CYP3A4] JTaHHBIX JIEKapCTBEHHBIX

CpPEACTB MOTYT TPHUBECTH K
ynHeHnto uatepasia QTc u B
penKux CiIyvasx
BO3HHUKHOBEHHUIO

JKEITyJOUKOBOM TaxuKapAauu
TAma «mapy3T» (torsades de

pointes).
KapbGamazenun u  mutenbHO|B3aumoneiicTBue He|llporuBonokazano  (cMm.
NENCTBYIOIINE 0apOUTYpaThl | M3y4alioch, oJHako|pa3zaen 4.3)
(BKJIIOYAsi, HO HE OTPAHMYMBASCH): |KapOaMa3enuH ¥ JUITUTEIbHO
¢denobapburan,  medobapOutan|aeiicTBytomue  6apOUTypaThl
[MmowHblEe UHOYKMOPBL YUMOXPOMA|BEPOATHO, MOTYT 3HAYHTEIHHO
Pyso] CHIKaTh IIJIa3MEHHBIE

KOHIICHTpAMK BOPHUKOHA30J1a.
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ot 06.04 2026 N= 701&
JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁtﬁnhi W "'l'mn
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)
DdaBupens (HeHYKJICO3H THBII
WHTUOUTOP obpaTtHoOI
TPAHCKPHUIITA3BI) [unoyxmop
yumoxpoma Pyso; uneubumop u
cyocmpam uzogepmenma
CYP344]
OnHOBpEMEHHOE OpUMEHEHHE | Cmax D aBUpPEH3a T 38 %|IIpuMeHeHHe CTaHAAPTHBIX
s¢asupensa B 103e 400 mr 1 p/cyt| AUCT sdpaBupensa T 44 9 03 ~ BOPUKOHA30la W
W BOPHKOHA30MA B J03€ 200 Mr|Cpex  BopuKoHazoma 61 % |>daBupensa B goze 400 mMr
2 pleyr AUCt Bopukonasona 4 77 % |1 p/eyr  wmu  Beime
NMPOTHBOMOKA3aHO  (CM.
paznen 4.3).
OnnoBpemenHoe  mpumeHeHue|B cpaBHeHun c 3daBupenzoM|OmHOBpEMEHHOE
300 mr ndasupenza 1 p/cyr u|600 mr 1 p/cyT: NPUMEHEHHE  BO3MOXKHO,
Bopukonazona 400 Mr 2 p/cyT”  |Cumax a(aBupensa —>|ecd  TOAJEPKUBAIOIIAS

AUCt »odasupensza T 17 %

B cpaBHEHMHU ¢ BOPHKOHA30JI0M
200 mr 2 p/cyT:

Cmax BOpHKOHa30J1a T 23%
AUCt BopHuKoOHa3oia $7%

71032 BOpPHKOHAa3051a OyneT
noBeimeda g0 400 mr 2
p/cyt, a nmo3a sdaBupeH3a
camkena 110 300 mr 1 p/cyT.

IIpuy  ormMeHe  Tepanuu
BOPHUKOHA30JI0M,
HayaJlbHast n03a

a(aBupeH3a MODKHA OBITH
BOCCTAHOBJIEHA (CM. pa3Jien
4.4).

Ankanouspl CIOPBIHBY (BKJIIOUas, | Bzaumoaeiicteue He|llpoTruBomokazano  (cM.
HO HE OrPaHUYMUBASCh): IPrOTaMHUH U3y4allOCh, OAHAKO CYIIECTBYET |pa3nen 4.3)
" JTUTHUIPOIPTOTAMUH ) |[BEPOSITHOCTH, YTO BOPUKOHA3OI
[cybempambi u3oghepmenma|MOXeT BbI3bIBATh IOBBIIICHUE
CYP344] KOHLEHTpalui JAHHBIX
IpernapaToB B IJIa3Me€ KPOBH U
PUBOJUTH K DPTOTU3MY.
Jlypasunon B3anmoneiicteue He|llporuBonokazano  (cMm.
[cybcmpamur u3oghepmenma |u3y4anoch, oJHaKo|pa3aen 4.3)
CYP3A44] BOPUKOHA30J1, BEPOSITHO, MOYKET
3HAYUTEIHHO MOBBIIIATH
IUIa3MEHHbIE  KOHIEHTpaluu
JTypa3uoHa.
Hanokceron B3anmoneiictBue He|llporuBonokazano  (cMm.
[cybcmpambr uzoghepmenma|u3y4anoch, oJHaKo|pa3zaen 4.3)
CYP3A44] BOPUKOHA30J1, BEPOSITHO, MOYKET
3HAYUTEIHHO MOBBIIIATH
IUIa3MEHHbIE  KOHIEHTpaluu
HaJIOKCEroJa.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.04 2026 N= 701&
JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁ'ﬁhhi W "'1'11)14
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)
OuHEepEeHOH Bzaumonerictue He|[IpoTuBomoka3zano  (cM.
[cybocmpamei usogepmenma|u3y4anoch, oJHaKo|pa3zaen 4.3)
CYP344] BOPHUKOHA30J1, BEPOSITHO, MOXKET
3HAYUTEIIbHO MOBBILIATD
IUIa3MEHHBbIE  KOHIIEHTpAaIlUU
(dbuHEepeHoHa.
Pugabyrun
[mowHblll uHOYKmMOp Yumoxpoma
Pasof
300 mr 1 p/cyT Cmax BopukoHazoina | 69 % IIporuBonoka3zano (cm.
AUC; Bopukonazona | 78 %  |pa3gen 4.3).
Crnax pudadyruna T 195 %
AUC; pugabytuna 1 331 %
B cpaBHeHuH ¢ BOPUKOHA30JI0M
B no3e 200 mr 2 p/cyT,
300 mr 1 p/cyt (pu cOBMECTHOM|Cpax  BOpHKOHa30ma 1 104 %
IPUMEHEHUHU C BOPHUKOHA30JIOM B|AUCT BOPHKOHA30J1a T 87 %
no3e 400 mr 2 p/cyT)’
Pugammnunun Cmax BOpHKOHa301a ¥ 93 %|IIpornBonokaszano  (cm.
(600 mr 1 p/cyT)| AUCT Bopukonasona v 96 %  |paszen 4.3)

[Mowmbiii uHOykmop yumoxpoma
Pysof

PuronaBup (MHruOUTOp mMpoTeas)
[mowHblll uHOYKmop yumoxpoma
Pyso;  uneubumop u cybcmpam
usopepmenma CYP3A4]

Bricokue no3s1 (400 mr 2 p/cyT)

Cmax 1 AUCt puroHaBupa <
Cmax BOpHKOHa30Ma < 66 %
AUCt BopHuKoOHa3oia 482 %

OnHoBpeMEHHOE
PUMCHCHHUE

BBIIIIE 2
NMPOTHBONOKA3aHO
paznen 4.3).

BOPUKOHA30J71a U BBICOKHX
103 putoHnasupa (400 mMr u

p/cyT)

(cm.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.04 2026 N2 7016
JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁtﬁnhi W "'l'mn
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)
Huskue 10361 (100 Mr 2 p/cyT)*  |Cmax  puTOHaBHpa 25 %|Criemyer u3beraTh
AUCt puroHaBupa 13 %|COBMECTHOIO MPUMEHEHHUS
Cmax BOpHKOHa30ma < 24 % BOPHKOHA3071a u

AUCT Bopukonasonma ¥ 39 %  (PUTOHaBHpa B HHU3KHX
no3ax (100 mr 2 p/cyT), 3a

UCKJTIOYEHHEM Tex
CIIyJaes, Korja
COOTHOILIEHHE TONb3bl U
pucka OTIPaB/ILIBACT
pUMEHEHUE
BOPHUKOHA3071a.
3Bepoboit MIPOABIPSIBIICHHBIHN
[urnoykmop yumoxpoma Psso u P-
2nuKonpomeutal
300 mr 3 p/cyt (omHOBpemeHHoe|CormacHo  maHHBIM  ofHoro|IIporuBomoka3ano  (cMm.
MPUMEHEHHE C  OJHOKPATHOM|OIMyOIMKOBAHHOTO pasmen 4.3)
103011 BopukonHazona 400 mr) HE3aBUCUMOI'0 UCCIIEAOBAHUS:
AUCo.» BopuKoHa3om1a ¥ 59 %
TonBantan B3anmoneiicteue He|llporuBonokazano  (cMm.
[cybcmpam u3oghepmenma |u3y4anoch, ontHaKo [pa3zen 4.3)
CYP34] BOPHUKOHA30J1, BEPOSITHO, MOYKET
3HAYUTEIHHO MOBBIIIATH
IUIa3MEHHbIE  KOHIEHTpaluu
TOJIBAIITAHA.
Benerokmakc BzaumogeiicTBue He|OaHOBpEMEHHOE
[cybeTpar CYP3A] U3y4anoch, OJIHAKO | TPUMEHEHUS
BOPUKOHA30J1, BEPOATHO, MOKET |BOPUKOHA30J1a u
BBI3BIBATH 3HAYUTEIILHOE | BEHETOKIaKCca
MOBBILICHHE MJIa3MEHHBIX | IPOTHBOMOKA3aHO B
KOHIIEHTpAIlMi BEHETOKIIAKCca. |Havale Tepanuu
BEHETOKJIAKCOM M BO BpEeMsI
TUTPOBAHUS JI03BI

BEHETOKJIakca (CM. pasnen
4.3). TpebyeTcst CHIKEHUE
JI03bI BEHETOKJIaKca B (paze
IIOCTOSIHHOU CYyTOYHOM
036l B COOTBETCTBUU C
WHCTPYKIUSIMHA 1o
NPUMEHEHHUIO  Ipernapara
npu MTOCTOSTHHOM
€XeJIHEBHOM NPUMEHEHUH;
pEKOMEHTyeTCs
THIATEIbHBIA MOHHUTOPHUHT
MPU3HAKOB TOKCHYHOCTH.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.04_2026 N2 7016
JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁtﬁnhi W "'l'mn
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)
®nykonazon (200 mr 1 p/cyT)|{Cmax BOPHKOHA30Jj1a T 57 %|HeusectHo, KaKoe
[uneubumop usoghepmenmos| AUC: BOPUKOHA301A 1799, |cHUXKEHHE [03bl W/HIN
CYP2CY9, CYP2CI19 u CYP344] |Usmenenns Cmax u  AUC,|[4aCTOTHI MpPUMEHEHUS
¢dIykoHa301a HE yCTaHOBJICHHI|BOPHKOHA30]1a u
¢ykoHaszona npuBeno Obl
K HCYC3HOBCHHIO JTAHHOIO
addexra. [Tpu
MPUMEHEHUN
BOPHUKOHA30J1a
HEIMOCPEICTBEHHO  TOCTIe
¢rykoHazomna
PEKOMEHTyeTCsl TPOBOJIUTH
MOHHUTOPHHT
HEXEJNAaTeIbHBIX PEaKIni,
CBSI3aHHBIX c
MpUMEHEHUEM
BOPHUKOHA3071a.
denutouH Cmax BopHKoHa30ma ¥ 49 %|Cremyer n3beraThb
[cybcmpam usoghepmernma| AUCT BOPUKOHA30IIA 4 699% |omHOBpeMeHHOro mpHEMa
CYP2CY9 u mownvii uHOYKMOP|Cpox  denuromHa T 67 % BOPUKOHA307IA u
yumoxpoma Pasof AUCt denntounna T 81 % dbeHuTOUHA, 3a
300 mr 1 p/cyt B CpaBHEHMH ¢ BOPUKOHA3010M |ICKTIOUCHHEM Tex
300 Mr 1 p/cyT (OMHOBPEMEHHOE|D()) mr 2 p/eyT,  Cumax|C'1YU2€B, KOT/IA NONIB32 JUI
NMPAMEHCHAE C BOPHKOHA30TIOM B ponimconasona 1 34 0/, |TALUEHTA MIPEBBIIIACT
nose 400 mr 2 p/eyr)* AUCt BopHuKoOHa3oia 1390, PHCK
Pexomennyercs
KOHTPOJIMPOBATH
IJIa3MEHHBIC
KOHIIEHTPAIUN
dbeHuTonHa.
OnHoBpeMEHHOE
MPUMEHEHHUE  BO3MOXKHO
TOJILKO B ClIy4ae, eciH
MOJJICPKUBAONIAsT /1032
BOPHUKOHA30J1a Oyner
yBeIMYEeHa N0 S5 MI/KT
BHYTPUBEHHO 2 P/CYT WUJIH C
200 mr no 400 Mr BHYTpPH
2 p/cyr (y DaIMEHTOB C
Maccoi Tema meHee 40 kxr
co 100mr nmo 200 wmr
BHYTphr 2 p/cyT)  (cMm.
pazzen 4.2).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.04 2026 N2 7016
JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁ'ﬁhhi W "'1'11)14
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKkuHeTHYECKUX NPUMEHEeHU N
napamerpos (%)
JlerepmoBUp Cinax BOPHKOHA30J1a $399% Ecaun HEBO3MOKHO
[undyxmop usoghepmenmos| AUC,.12 BopukoHasona ¥ 44 % |[u30exkath
CYP2C9 u CYP2C19] C12 BopukoHasona ¥+ 51 % OJIHOBPEMEHHOT'O
MIPUMEHEHUS
BOPHKOHA30J1a u
JIETEPMOBHPA, HEOOXOIUMO
OCYILECTBIISTh

MOHHUTOPUHI Ha TMpEaMET
CHIDKEHHS 3(PPEKTUBHOCTH
BOPHKOHA30J1a.

DTy KIOKCAMIUTHH CooOmanocs o 3HaunTenbHOM|Ecmu  Henmb3s  w30€kKaTh
[urnoyxmop CYP450] CHIDKCHUU KOHIIEHTPAIlUH |COBMECTHOTO MPUMEHEHUS
BOPHKOHA30J1a B TIa3Me KPOBU. |BOPUKOHA30J1a c
(bITYKIOKCAITUIUTUHOM,
ClIeyeT KOHTPOIUPOBATH
BO3MOXKHOE CHU)KEHHE
3¢ (HeKTUBHOCTH
BOpPHKOHA30J1a (Hampumep,
c MOMOILIbIO
TEpaneBTUYECKOT0
JICKapCTBEHHOTO
MOHUTOPHHTA); MOXET
noTpeboBaThCs
MOBBILICHHE J103bl
BOPHKOHA30J1a.
JlemGopekcaHT BzaumoneiictBue He (Cnenmyer n30erarob
[cybcmpam uzoghepmenma|n3y4vanoch, OJIHAKO |OJIHOBPEMEHHOTO
CYP3A44] BOPUKOHA30J1, BEPOSATHO, |[IPUMEHEHUS
MOBBIIIACT KOHIIEHTPAIMIO |BOPUKOHA30J1a u
JeMOOpeKkcaHTa B IIa3Me |JIeMOOpeKCcaHTa.
KPOBH.
I'mazneru6 BzaumopeiicTBue He|Ecnu HEBO3MOYXHO
[cybcmpam uzoghepmenma|n3y4vanoch, OJTHAKO, | u30exkKaTh
CYP3A44] BOPUKOHA30J1, BEPOSATHO, |OJTHOBPEMEHHOTO
MOKET MOBBIIIATH | TPUMEHEHUS,
KOHIEHTpAUIO TJa3ernda B|peKOMEHIyeTcs 4acTo
miasMe  KPOBH U PHCK|IPOBOAUTH  MOHHUTOPHHT

yuinHeHust uateppaia QT.

OKI (cMm. paznen 4.4).
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ot 06.04 2026 N= 701&
JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁtﬁnhi W "'l'mn
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)
WNHrubuTopsbl THPO3UHKUHA3HI Bzaumonerictue He|Eciu HEBO3MOXXHO
[cybocmpamei usogepmenma|u3y4anoch, OJTHaKO|n30ekKaTh
CYP344] (Bxiiouasi, HO  HE|BOPHUKOHA30J MOKET MOBBIIIATH|OJHOBPEMEHHOIO
OTPaHUYUBASCH): AKCUTUHUO, IJTa3MEHHbIE  KOHIIEHTPAIH|IPUMEHEHHUS,
603yTUHUO, Ka003aHTUHHO, HUHTHOUTOPOB THUPO3MHKHUHA3KI,| pEKOMEHIYETCSI CHUKECHUE
LEPUTUHUO, KoOuMeTnHUO, MeTabomm3upyembix CYP3A4. (mo3br WHTHOUTOpA
nabpacdenuo, Ja3aTUHUO, TUPO3HMHKUHA3BI u
HUJIOTUHUO, CYHUTUHUO, THIATEIbHBIN KIMHUYECKUN

nOpyTUHUO, pUOOITMKINO

MOHMTOPHUHT (CM. pa3zen
4.4).

AHTHKOAryJsHTBI

Bapdapun (30 Mr ognokpatHo|MakcuMmajabHOE  YyBEIUYCHHE
OJTHOBPEMEHHO C BOPHKOHA30JIOM | TIPOTPOMOHHOBOTO BpeMmeHH | Pekomenayercs
300 mr 2 p/cyT) OBLIO MPUOIM3UTENHHO B 2 pa3a.|TIAaTeIbHbIA MOHUTOPHUHT
[cyocmpam usogepmenma POTPOMOMHOBOTO
CYP2C9] BPEMEHU WJIU IIPOBEJICHHE
JIPYTHX TIOIXOISIIIX
AQHTHKOATYJISIIIUOHHBIX
TECTOB, a 03y
AQHTHKOATYJISTHTOB CJIETyeT
COOTBETCTBYIOIIUM
00pa3oM KOPPEKTUPOBATH.
Hpyrue nepopanbHbie| Bzaumoericteue HE
KyMapwHbl, BKJIIOYas, HO HE|U3y4ajaoch, OJTHAKO
OTPaHWYMBAsACH): (PEHIPOKYMOH, | BOPUKOHA30JI MOXET
aIrleHOKYMapoJ YBEIMYUBATH TJ1a3MEHHBIC
[cyocmpambi u30ghepmeHmog|KOHIEHTPAIITH KyMapUHOB, YTO
CYP2C9 u CYP3A44] MOKET IPUBOJUTH K
TIOBBIIIICHUIO
IPOTPOMOMHOBOTO BPEMEHH.
NBakadTop BzaumogeiicTBue He|PekomMeHlyeTcs CHHM)KEHUue
[cybcmpam usogepmenma|uzyuanocs, 0JIHAKO| 1036 UBaKa(TOpA.
CYP344] BOPUKOHA30J1, BEPOSTHO, MOKET
MOBBIIIATH TTa3MECHHBIE
KOHIIGHTpanuu  uBakadrtopa,
9TO MOXET MPHUBOIUTH K
MIOBBIIICHUIO PHUCKA Pa3BUTHS
0OOYHBIX PEaKITUil.
D30MUKIOH B3anmoaeiicTBre He 3y4anock, | PeKoMeHyeTcs CHUXEHUE

[cybocmpam uzopepmenma
CYP344]

OJIHAKO OKUJIAeTCH, 91O
BOPUKOHA30T YBEINYNBACT
IMJIa3MCHHBIC KOHICHTpAallUU H
CeaTUBHBIN ahdexr
930MHUKJIIOHA.

J03bI D30IIMKJIOHA.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.04 2026 N2 7016
JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁ'ﬁhhi W "'1'11)14
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKkuHeTHYECKUX NPUMEHEeHU N
napamerpos (%)
benzoanazenuHnl Pexomennyercs  OLEHHUTH
[cybocmpamei usogepmenma 11EeJIECO00Pa3HOCTh
CYP3A44] CHHKCHUS O3Bl
O€H30IMa3ENNHOB.

Mupazonam (0,05 wmr/xr B/B

OJTHOKpATHas J1032)

Munazonam (7,5
OJTHOKpATHas /10332 BHYTPb)

Mmr

CorimacHo  JaHHBIM
OmyOJIMKOBAaHHOTO
HE3aBHCHUMOI'0 MCCIIEIOBAHUS
AUCo. mumgazomama T B 3,7
pasza

OJHOI'0

CornacHO  JTaHHBIM
OnyOJIMKOBAaHHOTO
HE3aBHCHUMOTO UCCIICJIOBAHHUS
Cmax MuZazomama 1T B 3,8 pa3
AUCo.« Muma3zoiama T s 10,3
pasza

OJHOI'O

Hpyrue OCH30/1Ma3eTIHHbI
(BKITFOUAS, HO HE
OTPAaHUYUBASCh,  TPHUA30JIAM,
anmpasosiaM)

Bzaumopeiicteue HE
U3y4anoch, OJTHaKO
BOPUKOHA30J1, BEPOSITHO, MOXKET
BBI3bIBATh HIOBBIILICHHE
IUIa3MEHHBIX  KOHLIEHTPAIUi
TIPYTUX OEH3011a3€EIHHOB,
KOTOpbIE ~ METa0OJIH3UPYIOTCS
nmoa JercTBreM wu3o¢pepMeHTa
CYP3A4, u BbI3BIBaThH pa3BUTHE
IIPOJIOHTUPOBAHHOT O
celaTUBHOTO 3 deKTa.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

042026 N= 7016

JlexkapcTBeHHOE CpeacTBo
(mexanusm e3aumooericmeus)

B3aunmoneiicTBue

RS i

HN3menenunst
(hapMakoKHHETHYECKHUX
napamerpos (%)

OTHOBPEMEHHOM
NPUMECHCHHHA

NMMmyHOZETIpECCAHTBI
[cybocmpamei usogepmenma
CYP3A44]

Cuponumyc (2 MT OJJHOKPATHO)

OBepoauMyc
[maxoce cyocmpam P-gp]

[Huknocnopun
MEPEHECIINX

(y TmanueHToB,
TPaHCIUTIAHTAIIIO
MOYKH M  HAXOMAIIHUXCI B
CTaOUIILHOM COCTOSIHUH,
MOJTYYAOIINX  ITUKJIOCIIOPUH  Ha
MPOTSHKEHUN JUTUTEIIBHOTO
BPEMEHH)

CornacHo JTAHHBIM
HE3aBUCHMOI'O HCCIIEeIOBaHUs,
Cmax cUpOJIEMYycCa T B 6,6 pa3
AUCo-» cupormumyca T B 11 pas3

B3anmoaeiicTBre He N3y4anoch,
OJIHAKO BOPUKOHA301,
BEPOSITHO, MOXET BBI3BIBATH
3HAYUTCIIBHOC IIOBBIIIICHHUC
IJIa3MEHHBIX KOHIICHTPAIIUHA
ABEPOJIUMYCA.

Cmax 1mKimoctopuaa 1 13 %
AUCT nukiiocrnopuHa 170 %

OnHoBpeMEHHOE
PUMCHCHHUE
BOPHUKOHA30J1a
CUpOJIIMYCa
NMPOTHBOMOKA3AHO
pasnen 4.3).

n

(cm.

OnHOBpEMEHHOE
HPUMEHEHHUE
BOPUKOHA30J1a
IBEPOTHMYCa
peKoMeHayeTcs,
MOCKOJIBKY 0KHJIA€TCs, YTO
BOPUKOHA30J1 MOKET
3HAYUTCIIbHO IIOBBIIIIATH
KOHIIEHTpaluu
aBepouMyca (CM. paszaen
4.4).

n
HC

[Tpu Ha3HAYCHUH
BOPUKOHA30J1a MalMEHTaM,
MOJTyYaro UM
LUKJIOCIIOPHH,
PEKOMEHIyeTCs
YMEHBIIUTh 03y
LIUKJIOCIIOPUHA BIBOE U
KOHTPOJINPOBAaTh €ero
KOHIICHTPALUIO B
a3zMe
[ToBpiIeHNE
KOHIICHTPalluH
LUKJIOCIIOPUHA
CONPOBOXKAAECTCS
HEPPOTOKCUUHOCTHIO.
Ilocne OTMEHBI

BOPHUKOHA30J1a
HEOOXOJIMMO
KOHTPOJUPOBATH

KOHIICHTPALIUIO
LIMKJIOCIIOPUHA
HE0OXOANMOCTH

KpPOBH.

n oIpu

YBCIHNYUTH €0 A03Y.
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LA

JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁ'ﬁhhi W "'1'11)14
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKkuHeTHYECKUX NPUMEHEeHU N
napamerpos (%)
Takponnmyc (0,1 MI/KT|Cpnax  Takpormmyca T 117 %|Ipu Ha3HAYCHUH
OJTHOKPATHO) AUC; Takponumyca 1221 % BOPHUKOHA30J1a ITallEeHTaM,
MOJTyYarouuM
TaKpOJIUMYC,
PEKOMEHIyeTCsl  CHU3HTH
03y 710 OJIHOM TpEeTH
WCXOTHOM JI036I Hu
TIIATEIBHO
KOHTPOJIMPOBATh YPOBEHb
TakpoJuMyca B IuIa3Me
KpPOBH. IloBbIIEHNE
KOHIICHTPAIIUN
TaKpoJIuMyca
COMPOBOXKAACTCS
HEe(PPOTOKCUIHOCTHIO.
IIocne OTMEHBI
BOPHKOHA30Ja
HEO00XO0IMMO
KOHTPOJUPOBATE
KOHIICHTPALIMIO
TaKpOJHUMYyCa )4 IpH
HEOO0XOIMMOCTHU
YBEIUYHUTh €ro J03Y.
HnurensHo JEWCTBYIOIINE Cnenyer OLICHUTD
HapKOTUYECKUE aHaAIbICTUKU BO3MOXKHOCTh  CHHIKCHHS
[cybocmpamei usopepmenma JIO3BI OKCUKOJOHA u
CYP3A44] JIpYTHUX JUIATEIBHO
JIEUCTBYIOIINX
HApPKOTUYECKUX
aHaJIbIETHKOB,
MEeTabO0IN3UPYEMBIX
uzopepmentom CYP3A4
(Hampumep, TUAPOKOIOHA).
MozxkeT IIOHAJOOUTHCS
KOHTPOJIb  TMalMeHTa ¢
KOPOTKUMHU HWHTEPBaIaMHU
Ha TpeaMeT  pa3BUTHUA
HE)KEJIATENIbHBIX pPEaKLUM,
CBSI3aHHBIX c
HApPKOTUYECKUMHU
aHaJIbLIeTHKAMHU.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.04 2026 N2 7016
JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁ'ﬁhhi W "'1'11)14
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKkuHeTHYECKUX NPUMEHEeHU N
napamerpos (%)
Oxkcukoaon (10 mr ogHokpatHo)|CorjlacHO  J1aHHBIM ~ OJIHOTO
OmnyOJIMKOBAaHHOTO

HE3aBHCHMOT'0 HCCJIEIOBaHUS,
Cmax okcuxomonal B 1,7 pas
AUCy..c OKCHKOJIOHA Ts 3,6 pa3

Mertanosn (32-100 mr 1 p/cyT) Cmax R-Meramona (axtuBHOTro|PekomeHmyercs  dYacThId
[cybcmpam uzoghepmenma|MeTaboIUTA) ) 31 %|KOHTPOJIb COCTOSTHUS
CYP344] AUCt R-metagona (akTuBHOro|lMalliCHTa  Ha  MPEIAMET
meraGosura) T 47 % pa3BUTHUS HEXKETaTEeIbHBIX
Cumax S-Metayiona T 65 % peakIuii ¥ TOKCUYHOCTH (B
AUCrt S-meragona T 103 %~ |TOM  HCIC,  yUIMHCHHC
WHTEpBaja QTD),
CBSI3aHHBIX C METaJOHOM.
Bo3moxkHO, NOHAZO00UTCS
CHI)KCHHE JI03bI METAJ/IOHA.
Hectepounnsie

MIPOTHUBOBOCIIATUTEIILHEIC
cpenctBa (HIIBC) [cybcmpamut
uzoghepmenma CYP2C9]

Pexomennyercs  wacThii
KOHTPOJIb COCTOSTHUS
NalnydeHTa Ha  MOpeIMeT

Pa3sBUTUA HEKECIATCIbHBIX

Nbynpoden
OJTHOKPATHO)

(400 mr

Cmax S-ubynpodena T 20 %
AUCy.., S-ubynpodena 1 100 %

peaKuuii M TOKCHUYHOCTH,
ces3anHeix ¢ HIIBC.
Bo3moxxHO moHamoOuTCs
cumxenne no3el HIIBC.

Juxnodenak (50 Mr oTHOKpATHO)

Cmax mukinodenaxka T 114 %
AUC . muxnodenaka T 78 %
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JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁ'ﬁhhi W "'1'11)14
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)
Omenpazon (40mr 1 pleyT) |Cmax  omempasoma T 116 %|Koppexus J03BI
[uneubumop usoghepmenma| AUCt omenpazona T 280 % BOPHKOHA30J1a HE
CYP2C19; cybempam|Cp,,x  BopukoHasoma 1 15 %]|TpeOyercs.
usogpepmenmos  CYP2C19  u| AUCt popukonasona T 41 %
CYP3A44] IIpu  Havane  neyeHus
BopukoHaszon Takxke Moxker|BOPUKOHA30JIOM y
yrHETaTh JCUCTBHE H Jpyrux ANHCHTOB, yxe

WHTUOUTOPOB MIPOTOHHOMN
MOMITBI, KOTOpBIE  SIBJISIOTCS
cybcTtpaTtamu n3odepmenTa
CYP2C19, 4To MOKET
OPUBOIUTH K  TOBBILIECHUIO
IUTA3MEHHBIX  KOHIIEHTpalun

OTUX JICKAPCTBCHHBIX CPEACTB.

MOJTyYaIONUX OMEIpa3oil B
mo3e 40 Mr wmnIm  BHIIIC,
PEKOMEHIyeTCSl CHIDKCHHE
JI03BI OMETIPA30JIa BIBOE.

IlepopanbHble KOHTPAIETITUBEI
[cybcmpamei usogepmenma
CYP3A44, UHeUOUMOP b
usopepmenma CYP2C19]

Hop3TuCTepOH/3THHUIICTPAIUOI| A ('t HOPATHCTEPOHA 1 53 04 |CBSI3aHHBIX c
(1 mr/0,035 mr 1 p/cyT) Cmax BOpHKOHazoNa T 14 %|TPHMCHEHHEM
AUCt BopHuKoOHa3oia 1460, |HCPOPAILHBIX
KOHTPALIETITUBOB u
BOPUKOHA30J14.

Cinax STHHUIIICTPANONA 136 %
AUCt sTtuHMIBCTpaanoia )
61 %

Cmax HOPATUCTEpPOHA T 15%

Pexomennyercs KOHTpOIIb
COCTOSIHUSI MAIMeHTa Ha
peaMeT pa3BUTHSA
HE)KENNATeNbHbIX pPeakLuH,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.04 2026 N= 701&

JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁ'ﬁhhi W "'1'11)14

(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM

(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)

Hapxotuueckue aHAJIbIEeTHKH Crnenyer OIICHUTH
KOPOTKOT'O NercTBUS BO3MOXXHOCTh ~ CHIJKEHUS
[cybcmpamul uzoghepmenma JI03BI andenranuna,
CYP3A44] dbeHTaHMIa W JAPYTHUX

HApPKOTUYECKUX
AndenTtanun (omnokpaTtHasi|CorjlacHO  JaHHBIM  OJIHOTO|aHAJIBIETUKOB KOPOTKOIO
n03a 20 MKT/KT C|0mmyOIMKOBAaHHOTO JeicTBus, UMEIOIITUX

OAHOBPEMCHHBIM IHPHUMCHCHHUEM

HaJIOKCOHA)

®enTanun (OgHOKpaTHAs 103a 5

MKT/KT)

HE3aBUCHMOT'O HCCIICIOBAHUS:
AUC andenranmna T8 6 pas

CoriacHO  JTaHHBIM
OIyOJIMKOBAHHOTO
HE3aBHCHMOT'0 MCCIIEOBAHNUS:
AUCo ¢enranmma T B 1,34

OIHOTO

CXOXKYyI0 ¢ aleHTaHUIOM
XUMHUYECKYIO CTPYKTYpy U
MEeTabO0IN3UPYEMBIX

uzopepmentom CYP3A4
(Hanmpumep, cydeHTaHuma).

[TarmenTsl JIOJKHBI
HaXOJUThCS noJ
TIIATEIbHBIM "
HOCTOSIHHBIM
HaOr01eHuEM ISt
IPEJOTBPALCHUS
YTHETEHUs byHKIHIH
IBIXaHUS WO JAPYTHX
OOOYHBIX 3 PeKToB,
CBSI3aHHBIX C IPHEMOM
HapKOTHYECKUX

AQHAJIBI€TUKOB  KOPOTKOTO
NENCTBUSL.

pasza
Crarunsl (Hanmpumep, JioBacTaTuH)|B3anmoseiicTBue He|Ecin HEBO3MOXHO
[cybcmpambr uzoghepmenma|N3ydanochb, OJHAKO, BEPOSITHO, U30exKaTh
CYP3A44] BOPUKOHA30J1 MOXET |OTHOBPEMEHHOTO
YBCINYNBATDH IJTIa3MCHHBIC [ TPUMCHCHU A
KOHIEHTpaluu CTaTHHOB, | BOPUKOHA30J1a U CTAaTHHOB,
KOTOpbIE  METa0OJIM3UPYIOTCS |KOTOPBIE
nzopepmentrom CYP3 A4, uro B|MeTabOIU3UPYIOTCS
CBOIO ouepenp, moxet|u3zopepmentom CYP3A4,
MPUBOIUTH K paOAOMHUONU3Y.  |CIIEyeT OLICHUTH
BO3MOXKHOCTh ~ CHUKECHUS

JO3bI CTaTHHA.
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JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁtﬁnhi W "'l'mn
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)
IIpousBoaHbIe Bzaumonerictue He|Pexomennyercs
CyJTb(OHIWIMOYEBHHBI  (BKIIIOYAs, |U3y4YaJIOCh, OJTHAKO, | TIIATEIbHO
HO HE OTPAaHUYHUBASICH): [BEPOSITHO,BOPUKOHA30]T MOXKET |KOHTPOJIMPOBAThH
TOJNOyTaMHU/I, TJIMTNW3H]L, | yBEIUYUBATh MJ1a3MEHHbIE | KOHIIEHTPALIMIO TJIFOKO3bI B
TIIMOSHKIIaMIT) KOHILIGHTpAllMM  TPOU3BOJHBIX |[1a3Me KpoBu. Crenyer
[cybocmpamei usogepmenma|CynbHOHUIMOYCBUHBI 1|pacCMOTpPETh
CYP2CY] SIBJISITBCS PUYMHOM | HEOOXOIUMOCTh CHIKEHHS
TUIOTJIMKEMHH. JI03BbI IpenapaToB
CyJTb()OHMIMOYCBHHBI.
Ankamouasl OapBHHKA (BKIIOUas,|B3aumoneiicTBue He|PekomMeHlyeTcs  OLIEHUTh
HO HE OTPaHUYMBASCH): | U3YUAIOCh, OJTHAKO |11eJIeCO00Pa3HOCTh
BUHKPUCTUH u BHUHOJIACTHH |BOPUKOHA30J1, BEPOSITHO, MOXKET | CHUYKEHUS JI03bI
[cybcmpamur uzoghepmeHma|NOBBILIAT COJIepKaHuUE |aTKATOUI0B OapBHHKA.
CYP3A44] aJIKaJon1I0B OapBHHKA B IJIa3Me
KPOBU u BBI3BIBATH
HEUPOTOKCUYHOCTb.
Jllpyrue wHTHOUTOpHI mpoTeassl| Kimmauueckue uccnenoBanus He|MoxeT noTpedoBaThC
(UIT) BUY (Bxirovas, HO HE|NIPOBOJMUIIUCEH. Pe3ynbrarhl | THIATENHHBINA KOHTPOJIb
OTPAaHUYUBASCH): CaKBUHABH, |[UCCIIEOBAaHUN in Vifro|COCTOSIHUSL TIallueHTa Ha
aMIpeHaBUp U HeN(UHABUP |CBUIAETENBCTBYIOT O TOM, UTO|TIPEIMET PA3BUTHS TIOOBIX
[uneubumopui #|BOPUKOHA30J]1 MOKET YTHETaTh|[IPOSIBICHUI
cyocmpamuiuzogepmenma MeTaboJIU3M WHTHOUTOPOB |JIEKapCTBEHHON
CYP344] nporeazsl BHWY. B cBoroo|TOKCMYHOCTH u/um
ouepenib, MHTHUOUTOPBI|OTCYTTCBUS
IIPOTEa3bl B1Y MOTyT 3¢ (HhEeKTUBHOCTH
MOJIaBJISTh MeTaboIH3M |[Ipernapara. BosmoxHo,
BOPUKOHA30J1a. MOHAIOOUTCS  KOPPEKIIHS
JI03bI ITPETapaToB.
Hpyrue HeHykJieo3uiHble| Kitmanueckue uccnenoBanus He| Moxet noTpeboBaThCs
WHTUOUTOPHI 00paTHOH |TPOBOTUITUCE. Pe3ynbTarhl | TIIATENBHBIN KOHTPOJIb
TPAHCKPHUIITA3EI (HHMOT)|uccnenoBanuii in Vilro|COCTOSIHAsI IIallMEHTa Ha
(BKJIIOYasi, HO HE OTPAHUYUBASNCH,|[IOKA3AU, UYTO METAa0OJIU3M |IpEAMET pa3BUTHUA
JeNaBUP/IVH, HEBUPAIHH) |BOPUKOHA30JIA MO>KET |JIeKapCTBEHHON
[uHeubumopvl  unu  UHOYKMOpbHI|YTHETATbCA TOJA  JeHCTBHEM|TOKCHYHOCTH u/unu
yumoxpoma Pyso u cyocmpamerHHUOT, a BOpUKOHA301 B|OTCYTCTBUS
usopepmenma CYP3A4] CBOIO OYepelb MOXKET yTHeTaTh |3 (HEeKTUBHOCTH
metabonnsm HHUOT. npernapara. Bo3moxHo,
PesynbTarsl BIIMSIHUS |[TOTpEOyeTCsT  KOPPEKIIHs

adaBuUpeH3a Ha BOPUKOHA30I
MO3BOJISIIOT MPEANONIO0KHUTH, YTO

MeTab0I13M BOPUKOHA30J1a
MOXET MHTyIIPOBATHCS
HHUOT.

J103BI IIPENapaToB.
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(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKkuHeTHYECKUX NPUMEHEeHU N
napamerpos (%)
TpeTtuHouH Bzaumopeiicteue He|PekoMeH1yeTcs KoppeKius
[cyocmpam usogepmenma|u3y4anoch, OJIHAKO, | 103l TPETUHOMHA BO BPEMSI
CYP344] BOPUKOHA30J1 MOKET ITOBBIIIATH |JICUEHUS] BOPUKOHA30JI0M U

KOHILCHTpAIMK TPETHUHOMHA H|IIOCJIIC €TI0 OTMCHBEI.
ITOBBIIIATH pHUCK PAa3BUTHA

IMIOOOYHBIX peakmuit
(MmauomaTHYecKou
BHYTPUYEPEITHON THIIEPTEH3HH,
TUIEPKAJIBLIUEMUN).

Humernmua (400 Mr 2 p/cyT)|Cmax  BopukoHa3oma T 18 %|Koppekumn — mo3er  He

[Hecneyuguuecku uneubupyem| AUCt Bopuxonazomna T 23 %  |[Tpedyercs
yumoxpom Pyso u  nosviwaem

yposensb pH orcenyoounoco cokal

Hurokcun (0,25 mr 1 p/cyT)|Cmax TUTOKCHHA «> Koppeknmn 110361 He
[cyocmpam P-enuxonpomeuna]  |AUCT QUTOKCHHA <> TpeOyercs

Nuanuaasup (800 Mr 3 p/cyT)|Cmax HHAUHABHpPA <> Koppekiiun ~ 10361 He
[uneubumop u cyocmpam| AUCT MHANHABUPA <> Tpebyercs

usopepmenma CYP3A4] Cinax BOpUKOHA30J1a <>

AUCT BOpHKOHAa30J1a <>

AHTHOUOTHKHU TPYTIIIBI Koppekuuu 1031 He
MaKpOJIHUIO0B Tpedyercs

OputpomunuH (1 T2 p/cyr) Cimax 1 AUCT BOpUKOHa30Jja <>

[uneubumop uzoghepmenma

CYP344]

Asurpomunus (500 mr 1 p/cyT)  |Cmax 1 AUCT BOpUKOHA30I1a <>

Bnusinue BopukoHa3o1a Ha
MEeTab0JIM3M IPUTPOMUIITHA
WIN a3UTPOMULITHA

HEH3BECTHO.
MuxkodenonoBas kuciora (1 r Cinax MUKO(EHOIIOBOM KHCTOTH |[Koppekuu 10361 HE
OJTHOKPATHO) > Tpedyercs
[cybcmpam ypuoun-5 - AUC; MuxkodeH0I0BOMI
ougpocgham-- KHCJIOTHI <>
2NIOKYpOHUImpancgepasvl]
Koptuxocreponsl
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JlekapcTBeHHOE cpencrso | B3aumoaeincreue TAJTEAY Fé‘l&(ﬁié'ﬁﬂﬁtﬁnhi W "'l'mn
(mexanusm e3aumooericmeus) N3menenus OTHOBPEeMEHHOM
(papmakoKHHETHYECKHUX NpUMeHeHUH
napamerpos (%)
[Tpenuuzonon (60 Mr ogHOKPATHO) |Cmax IPEIHU30I0HA T11 % Koppexkunun  no3e1  He
[cybcmpam uzogpepmenma AUCo.npennmsononal 34 %  |Tpebyetcs
CYP3A44]
[TanmeHThl, MOJyYaromue
JUTUTETTLHOE JeYeHue
BOPUKOHA30JI0M u
KOPTUKOCTEPOUIaMU
(BKJTIOYAsT MHTAJSIUOHHBIE
KOPTUKOCTEPOU/IBI,
HarpuMep OyAecoHua |
WHTpPaHAa3alIbHbIC
KOPTUKOCTEPOHU/IBI),
JOJKHBI HaXOJUTHCS TIOJ
TIIATETLHBIM
HaOJIOZICHUEM Ha MPEIMET
HApYIICHUS (PYHKITUH KOPBI
HAAMOYEUYHUKOB, Kak BO
BpeMsl JICYCHHS, TaK U
nocine MIpeKpalieHus
PUMEHECHUS
BOPHKOHA30J1a (cm.
pazzen 4.4).
Panutuaun (150 mr 2 p/cyr) Cmax 1 AUCT Bopukonasona <> [Koppekuun 1036l HE
[nosviwaem pH scenydounozo Tpedyercs
cokal

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

KeHIMHBI C 1€TOPOAHBIM MOTEHIIMAIOM
KeHuuubl penpoAyKTHBHOIO BO3pacTa IMpH MpUMEHEHUH mpenapata Budenn momxHbl Beceraa
UCII0JIb30BaTh HAJICKHBIE METObl KOHTPALICTILIUH.

bepemennocTh

Joctarounoit uHpOpMAMM O MPUMEHEHWH BOPUKOHA30ia y OepeMEHHBIX >KEHIIWH HeT. B
HCCIICJOBAHMSX Ha )KUBOTHBIX YCTAaHOBJIEHO, YTO IpEnapar OKa3bIBacT TOKCUYECKOE NEHCTBHE Ha
PEeNpONyKTHBHYIO GYHKIHMIO (cM. pazneln 5.3). Bo3MOXKHBII PUCK /7S YeJIOBeKa HEU3BECTEH.

BOpI/IKOHaBOH HC CJICAYCT NMPUMCHATH BO BPCMA 6epeM€HHOCTI/I 3a UCKIIIOYCHUECM TCX CIIy4acB,
Korga oxXuagacmas 1oJib3a Ajid MaTCpu ABHO IMPEBLIIIACT BO3MOKHBIH PHUCK OJId I104a.

JlakTanms
JlaHHBIE O TNPOHMKHOBEHMM BOPUKOHA30Jla B TPYAHOE MOJOKO OTCYTCTBYIOT. IIpm Hauane
MPUMEHEHUS Mpenapara rpyJHOE BCKapMIMBAHUE CIEAYET NPEKPATUTD.
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DdepTUabHOCTD

B uccrnenoBanum Ha Kpbicax He OTMEYAJIOCh HAPYIICHUS PENpPOAYKTUBHON (PYHKIIMU CAMIIOB U
caMok (cM. pazzaen 5.3).

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padoTath ¢
MeXaHU3MaMH

BopukoHa301 OKa3bIBaeT yMEpEeHHOE BIIHMSHHE Ha CIIOCOOHOCTH YIPABISATH TPAHCIOPTHBIMH
cpeacTBaMu W paboTath ¢ MexaHM3MaMd. BOpPHUKOHA301 MOXET BBI3BATh NPEXOJANINE U
oOpatumble HapyIICHHsS 3pEHHs, BKIIOYas BO3HUKHOBEHHE «IIEJICHBD» TIEpell TJIa3aMH,
W3MEHEHHOE/yIyUIIeHHOe 3PUTEBHOE BOCTIPUATHE W/UIU CBEeTOOOs3Hb. [Ipy Hamwumu Takwmx
CHUMIITOMOB TAIIMEHTHI JTOJDKHBI M30€raTh BBITIOJTHEHUS MOTEHIIMAIbHO OIACHBIX NEHCTBHIA, B
YaCTHOCTH YIIPABJICHUS TPAHCIIOPTHBIMY CPEICTBAMHU WIJIH UCIIOJIB30BAHUS CIIOKHOU TEXHHUKH.

4.8. HexkennaTeibHbIe peakuuu

Pesrome npoduiis 0esonacHocT

JlanHble 0 0€30MaCHOCTH BOPHUKOHA30JIa y B3POCIBIX YCTAHOBIIEHBI HA OCHOBAaHUU PE3YyJHTaTOB
00beTMHEHHON 0a3bl TaHHBIX 10 0€301aCHOCTH, MOJMYyYeHHBIX Y Oosiee yem 2000 manueHToB (B
ToM unciie 1603 B3poCibIX MALMEHTOB B TEPANEBTHUECKUX HccleqoBaHusAX U 270 MainueHToB B
MPOPUITAKTHIECKUX HCCIAEAOBAHUX ), MPEICTABICHHBIX T€TEPOTeHHON MOMYJIAIMeH (MarueHThI
CO 3JIOKQUYeCTBEHHBIMH HOBOOOpa3zoBaHMAMHU KpoBH, BUNU-uHpHUIMpOBaHHBIE NAIMEHTHl C
KaHAWI030M TIUIIEBOAa M pedpakTepHBIMH TPUOKOBHIMU HH(EKIUAMH, TMAIMCHTHI 0e€3
HEUTPONICHUH ¢ KaHTUACMHUEH WIIH acTIepTUilIe30M, a TAKKe 3[J0POBBIC JOOPOBOJIBIIBI).

Haubonee pacnpocTpaHECHHBIMU HEXKEIATEIbHBIMU PEAKIUSMU SIBISIOTCS HApPYIICHUS CO
CTOPOHBI OpraHa 3peHusl, OTKJIOHEHUE OT HOPMBI PE3yJIbTaTOB (PYHKIIMOHAIBHBIX P00 TCUCHH,
JUXOpPAaJKa, ChIllb, PBOTA, TOIIHOTA, AUApesi, TOJOBHAas O0Jb, mepudeprudecKue OTeKu, 00Jb B
JKUBOTE U YTHETCHHE JIbIXaHUSI.

HexenaTtenbHble peakiuu ObUIM OOBIYHO JIETKO WJIM YMEPEHHO BbIpaxeHbl. KimHudyecku
3HaYMMOM 3aBHCHUMOCTH O€30IacHOCTHM TWpermapaTa OT BO3pacTa, pachl WM [OJa Tpu

COOTBETCTBYIOIIEM aHAJIM3€ JaHHBIX HE BBISABJICHO.

TabauyHOE pe3roMe HEXKENATEIbHBIX PEAKIINT

B Tabnune Huke nepedncieHsl HexenaTeabHble Peakliuy 0001 NpUYUHHONW 00yCIOBIEHHOCTH
Y MX YaCTOTHBIE KAaTETOPUU B COOTBETCTBUU C CUCTEMHO-OPIaHHBIM Kj1accoM y 1873 B3pocibIx u3
o0bemuHeHHBIX TeparneBTudeckoro (1603) m mpodunaktuueckoro (270) wuccnenoBaHui,
MOCKOJIbKY OOJIBIITMHCTBO U3 HUX HOCHIJIO OTKPBITBHIN XapakTep.

Kareropuu 4actoThl ompenesnstoTcs CienyomuM oopa3om: odeHb yacto (= 1/10); gacto (oT
>1/100 mo <1/10); Hewacto (ot > 1/1000 mo < 1/100); peaxo (ot >1/10000 mo < 1/1000); oueHb
penko (< 1/10 000); yacToTa HEM3BECTHA - HEBO3MOXHO OIPEICIUTh YaCTOTy Ha OCHOBAHHUH
HUMCHOIINXCA JaHHBbIX.
B kaxx70i KaTeropuu 4acTOThl HEXKeNATebHbIE PEaKIUU MPEICTABICHBI B MOPSIKE CHIKCHHS
CTETICHH CEPhE3HOCTH.
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HexenarennHbIe PCaKklMu y MoJydaBIIMX BOPUKOHA30JI MAIUCHTOB!:

CucremHo- Ouenb Yacro Heuacto Peaxo Yacrora
OpraHHblii kjacc | 4vacro (= | (ot =>1/100 g0 [(oT > 1/1 000 (oTr > HEU3BECTHA
1/10) <1/10) xo <1/100) | 1/10 000 xo (Ha
<1/1 000) | ocHoBaHMHU
HMeINXCcs
AAHHBIX
OlIeHUTh
HEBO3MOKHO)
Nudexmum u CUHYCHUT MCeBAOMEMOP
WHBa3UNU AHO3HBIN
KOJIUT
JloGpokayecTBeHHbIE, MJI0CKOKJIETO
3JI0KaYE€CTBEHHBIE U YHBIN paK
HEYTOYHEHHbIE (BKITIOYAst
HOBOOOpa3oBaHUs MIJIOCKOKJIETO
(BKJItOYAst KUCTHI U YHBIN paK
TIOJIMIIBI) KOXH in Situ
i 0OJIe3Hb
Boyana)*, **
Hapymenus co ArpaHyIoLHUTO3 HEI0CTATOUHOCHHIPOM
CTOPOHBI KPOBHU U , CTh KOCTHOTO |TUCCEMUHUP
muMaTH4YeCcKOn MaHIUTONEHUS, MO3Ta, OBaHHOT'O
CUCTEMBI TPOMOOLIUTOTCHTUM(DaICHOTIABHY TPHUCOCYT
s TUS, MCTOTO
MEUKOIMEeHUs, PO3UHO(UINS CBEPTHIBAHUS
AHEMUS
Hapymenns co aHa(UIAKTO
CTOPOHBI UMMYHHOM UIIEPYYyBCTBUMTHBIE
CUCTEMBbI TEJIbHOCTh  [peakUuu
OHJIOKpUHHBIE HE0CTATOYHOTUIIEPTUPEO3
HapyIICHUS CTh KOPBI
HAAOYECYHUK
OB,
TUIIOTUPEO3
Hapymenus nepudepude rumnoKaIueMus,
MeTabonu3zmMa u CKHE€ OT€KH [UIIOTJIUKEMHUS,
MUTaHUS CUIIOHATPUEMUS
IIcuxuueckue nernpeccus,
HapyIICHUS raJUTFOIIUHAIIHH,
TpeBora,
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AKHTAII, TMOCHAEOUESTENEBRYPLTE U0 T2]
0CCCOHHHIIA,
CIIyTaHHOCTb
CO3HAHUS
Hapymenus co rOJOBHasg  CyIOpOTH, 0TEK MeYeHOYHas
CTOPOHBI HEpBHOW  00JIb 0OMOPOK, rOJIOBHOTO  PHIIedaonar
CUCTEMBbI TpeMop, MO3ra, W, CHHIPOM
runepronus’, puiedanonar [uitena — b
napectesus,  ps’, appe,
COHJIMBOCTb,  PKCTpamupaM HUCTarMm
rOJIOBOKPYKEHUHTHOE
€ paccTponCTBO
5 -
)
nepudepuiec
Kast
HeWponarTus,
aTaKkcus,
UIIECTE3NS,
MM CTEB3US
Hapymenus co HApyIICHUS [KPOBOW3IUSHUE HAapyUIeHHE @ATpoQus
CTOPOHBI OpraHa spenns’ B CETYATYIO CO CTOPOHBI  BPUTEIBHOTO
3peHus 000JI0UKY IJ1a3aBPUTEIHLHOTO HEPBA,
HepBa’, OTEK [OMyTHEHHE
nHcKa [POTOBHIIBI
BPUTEIILHOTO
Hepsa®,
OKYJIOTUPHBIN
KpH3,
UTLTOTHS,
CKJIEPUT,
oedapur
Hapymenus co FUII0AKy3us,

CTOPOHBI OpraHa
ciryxa 1 Ja0upuHTa

BEPTUTO, LIIYM
B yIlIax

Hapymenus co

CTOPOHBI cepra

HAKETYOUK
oBast
apuTMUs,
TaxXUKapIUs,
Opanukapaus

PKCJIIYTOYKOB,
PKCJIY1IOYKOBaA

BDKCTPACUCTOJI
s,

PKETY I0YKOBa
5T
TaXUKapAus,

bUOpMILIAUAAPUTMUS

TUTIA
ITAPYIT»
(torsades de
pointes),
MOJTHAS
ATPUOBEHTPU
KyJIsIpHast
O10Kama,
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yuthieane 6 rokama - - - U0 Te
MHTEpBaga  HOXKKHU
QT na myuka ['uca,
DIIEKTPOKApP AUy 3JI0BOM
orpamme, PUTM cepana
HaHKEITy 104K
oBast
TaXUKapaus
Hapymenwus co aprepuaiibHas [rpomOodedun
CTOPOHBI COCYJI0B CUIOTEH3UsA, [T, TUM(aHTUT
pedut
Hapymenus co YTHETEHUE  [OCTPBIi
CTOPOHBI NBIXaHUS® — [peCHMpPATOPHbI
NBIXaTeNbHON mucTpecc-
CUCTEMBI, OPraHOB CHUHIPOM, OTEK
IPYAHOU KJIETKU U IETKUX,
CpEeNOCTEHUS
Kenynouno- nuapes, XEeHIINT, MEePUTOHMUT,
KHIIIEYHbIE pBOTa, OOJIb |[THCTICTICHS, MaHKPEATUT,
HapyLICHUs B )KUBOTE,  Barop, OTEK SI3bIKA,
TOIIHOTA  [MHIMBUT MyOJECHUT,
raCTPOIHTEPH
T, TJIOCCUT
Hapymenus co OTKJIOHEHHE PKENITyXa, neyeHouHast
CTOPOHBI IEUEHU U OT HOPMBI  XOJIECTATUUECKAHET0CTATOYHO
YKEJTUEBBIBOJAIIUX  [PE3YJITATOB 1 KENTyXa, CTh,
nyTeit (byHKIIOHAN reraTuT rermaToMeranm
bHBIX d,
MEYEHOYHBIX XOJICUCTHUT,
TECTOB XOJIEITUTHA3
Hapymenus co CBIIb BKC(HOIUATUBH (CHHAPOM TOKCHYECKUH KOXKHAs
CTOPOHBI KOXKH U bIif epMatuT, (CTUBEHCAa — PHHAEpMaNb (hopma
MMOAKOKHBIX TKaHEH QIIOTICIIMS, H)KOHCOHag, HBIH CICTEMHOI
MakyJonamnyJies myprypa, HeKpoIu3®, KpacHOi
Hasl ChIIb, KpanuBHUIIA, [IEKaPCTBEHH BOTYaHKU™,
KOXKHBIN 3y/l, @JUIEpPrHYECKU@si peaklusi ¢ BECHYIIKU ™,
ppUTEMa, W IepMaTUT, PO3UHO(UIH [IEHTUTO™
(boTOTOKCHYHOC[Tanmyie3Has e u
Tp** CHIIIb, CHCTEMHBLIMHU
MakKyJsipHasi CUMITOMamH
ChInb, oK3eMa (DRESS)?,
AQHTMOHEBPOT
MYECKUU
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AKTUHHNYCCKHU
i KepaTo3*,

KpOBU

rceBaomnopd
MPHSL,
MHOTO()OpPMH
ast spuTeMa,
rcopuas,
ITeKapCTBEHH
asi ChITTh
Hapymenwus co 00Jb B CIIMHE ~ APTPHT,
CTOPOHBI MBITIIEYHOMH, MEPUOCTHT™,
CKEJIETHON 1 kx
COETUHUTENbHOMN
TKaHU
Hapymenus co ocTpas HEKPO3
CTOPOHBI MOYEK U MmoYeYHasT MOYEHHBIX
MOYEBBIBOJISIIINX HEIOCTATOYHOC KaHAIBIICB,
myTel Th, TEMATypUsl [MPOTCHHYPHUS,
HepUT
OO6mme HapyIIeHUS U [TUXOpajika [0OJb B TPYIHOM peaKIus/BOCII
peaKIuu B MecTe KJIETKE, OTeK  [JICHUE Ha
BBEICHHSI 1701 AR MecTe
ACTEHMS, 03HOO MHBEKIIUH,
IPHUIIIONOA00
HOE
3aboieBaHUE
JlaGoparopHbie u MOBBIINICHUE  [TOBBIIICHUE
WHCTPYMEHTAIIbHBIC KOHIICHTPAIIMU [KOHIICHTPAILN
JTaHHBIC KpEaTHHUHA B |1 MOYECBHUHBI

B KPOBH,
IMOBEIILICHHE
KOHLIEHTpaIu
17
XOJIECTEpUHA

B KPOBH

*HJIP, BBIABIICHHBIE B TOCTPETUCTPALIMOHHOM IEPHOJIE.
**% Kareropuss 9acTOTBl OCHOBaHAa Ha pe3yJbTaTax HaAOMIOAATEIIBHOTO WCCICIOBAHUS C
UCIIOJIb30BAaHUEM PEATIbHBIX JAHHBIX U3 BTOPUYHBIX HCTOYHUKOB HH(popManuu B [lIBennn.

! BiimrowaeT heOpuiIbHYI0 HEHTPOIEHHIO H HETPOIIEHHIO.
? BKIIIOYaeT MMMYHHYIO TPOMOOIUTONEHHYECKYIO TTYpITypY.
3 BKITIOYaeT pUTHAHOCTD 3aTHIIOUHBIX MBI U TETAHHIO.
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{100C OB HOC R 0012
‘Bxmoyaer THITOKCHYECKU-UIIEMUYECKY IO 3Hue<ﬂmona%5 LB abottty KYIO

3HIIe(hATONATHIO.

> BKIIIOYaeT aKaTU3HIO U TTAPKMHCOHH3M.

6 Cm. myHKT «3puUTenbHbIe HApYLIEHUs» B paszene 4.8.

" B TeueHHe NOCTPErHCTPALMOHHOTO MEpHO/Ia ObLT 3aPErHCTPHPOBAH CITydail POIOIKUTEIBLHOTO
HEBpUTA 3pUTENbHOrO HepBa. CM. pazzaen 4.4.

8 Cm. paznen 4.4.

? BKImIouaeT IUCIHOY, O/BIIIKY HpU (U3HYIECKOi HArpy3Ke.

10 Bxmrouaer jiekapcTBEHHOE TTOPAKEHUE MEYCHH, TOKCHYECKUH TeMaTUT, TeNaToLe/LTIONISPHOE
NOpaKEHHE MEYEHH U I'eTaTOTOKCUYHOCTb.

' Bkmouaet nepuopOUTANBHEIIA OTEK, OTEK I'y0 M OTEK CIM3HUCTOH POTOBOM MONOCTH.

Onucanue OoTAEILHBIX HEXKEIATEIbHEIX PEaKIINT

Hapywenue éxycosoco socnpusamus

B Tpex uccnenoBaHusx OMOAIKBUBAIEHTHOCTU C MCIOJIb30BAHUEM MOPOIIKA IS IPUTOTOBICHHUS
CYCIIEH3UH JJis pueMa BHYTPb CBSI3aHHOE C JIeYUeHHEM U3MEHEeHHe BKyca oTMeuanock y 12 (14 %)
HannucHTOB.

3pumenvHule Hapyuienus

B KJIMHUYECKUX HCCIIEIOBAaHUSAX OYCHb YaCTHIMU HEKEIATCIbHBIMH PEAKIIUAMH, CBI3aHHBIMH C
BOPUKOHA30JI0M, ObUIM 3pUTENbHbIC HApyIICHHs (BKIIOYas HEYETKOE 3pEHUE, CBETOOOS3Hb,
XJIOPOTICHIO, XPOMATOIICHIO, IIBETOBYIO CIIEIIOTY, ITHAHOIICHIO, HAPYIIEHUE CO CTOPOHBI OpraHa
3peHUsl, HaJW4ue B TOJE 3PEHHUS PAIyKHBIX KPYKKOB, HOUHYIO CJEMOTY, OCIHJUIONCHIO,
(doTONCHIO, MEpIATEeIbHYI0 CKOTOMY, CHIDKCHHE OCTPOTBI 3pPEHHUS, SPKOCTh 3PUTCIHHOTO
BOCTIpUATHSA, ACPEKT TONS 3pEHHS, IUIABAIONIME TOMYTHEHHS CTEKIOBHJHOTO Tela |
KCaHTOIICHIO). DTH 3pUTEIbHBIC HAPYIICHUS UMETH MPEXOISAIIUN XapaKTep U ObLTH MOTHOCTHIO
00paTHMBbI, CAMOCTOSITENIEHO Pa3peliaiuch B OONBINIUHCTBE CAy4yaeB B TeueHHe 60 MUHYT U HE
OCTaBJISIM TIOCHIE Ce0s KaKUX-THMOO KIMHUYECKHX 3HAYMMBIX ITOCIEACTBHM B OTJAJIEHHOM
nepuoge. lIpu TMOBTOPHOM TPUMEHEHWHM BOPHKOHA30Jla OTMEUYAIOCh OCIA0JICHHE WX
BBIp@XCHHOCTH. HapyiieHus 3peHusi, Kak MpaBUIO, OBUTH JIETKO BBIPAXKEHBI, PEIKO TpeOOBaIN
MPEKpAIICHHUS JICYCHUS U HEe TIPUBOIIIN K KAaKUM-THOO MOCIEICTBUSAM B OTAAJICHHOM TEPUOJIC.
Hapynienust 3peHusi MOTyT ObITh 00YCIIOBJICHBI 00JIee BBICOKUMHU KOHIIEHTPAIUSMH Mpernapara B
T1a3Me KPOBU U/WIH 00Jiee BBICOKUMU JO3aMH.

MexaHu3M pa3BUTHS 3pUTEIbHBIX HApYIICHUH HEU3BECTEH, XOTs, BEpPOSTHEE BCEro, HX
BO3HMKHOBEHHE CBSI3aHO C JEHCTBHEM IIpemapaTa Ha ceT4yarky. llpu u3yueHuW BIUSHUS
BOPUKOHA30ja Ha (PYHKIMIO CETYATKH B HCCICAOBAHUHM C YYaCTHEM 3JI0OPOBBIX JOOPOBOJIBLIEB
OBLIO BBHISIBJICHO CHIDKEHHE aMIUTMTY/IBI BOJIH Ha anekTpopetuHorpamme (OPIY) Ha pone mpuema
BopukoHa3oia. C nomouisto OPI™ u3mepsroT anekTpudyeckuil Tok B ceTyatke. M3zmenenus na OPI°
HE MPOrPEeCCUPOBAIA NIPU MPOJOJLKEHUN TEPANUU B TeUeHHE 29 AHEH W MOJHOCTBHIO MCYE3aIN
10CJIe OTMEHBI BOPUKOHA301a.

B nepuoa IMoCTpECruCTpaliuOHHOr0 MPUMCHCHUA COOGH.IEUIOCB 0 CdlIydadx MOpOAOJIKUTCIIBHBIX
HEXeJNaTeJIbHBIX PEeaKIuii CO CTOPOHBI opraHa 3peHus (cM. pazaen 4.4).

Koowcnvie peaxyuu

Y NauMeHToB, IOJIY4YaBIIMX BOPUKOHA301 B KIMHUYECKMX HCCIEAOBAHUSAX, OYEHb 4YacTo
OTMEYaJINCh KOXKHbIE PEAKIIMU, OHAKO 3TH MAlMEHThI UMEJIN CEPhE3HbIE OCHOBHBIE 3a00JI€BaHUS
¥ OJTHOBPEMEHHO MPUHUMAIHU JPyTUE JEKapCTBEHHbIE CPEICTBA. B OONBIIMHCTBE CITyyaeB ChIIb
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Obl1a JIETKOM WM CpeIHEH CTenmeHu TsokecTH. Bo Bb%:ﬂ%ﬂﬁ%}aﬁ}&i :B'Fll/l:%b-lejllillﬂ \

NaIMEeHTOB BO3HUKAIN TSDKENbIE KOXKHBIE HexenaTenbHble peakiuu (TKHP), Takue kak cunapom
Cruenca — JIxoncona (CCJI) (HewyacTto), TOKCHYECKMU srnuaepManbHbid Hekpoiaus (TOH)
(penko), nekapcTBEHHass peakuusi ¢ 303uHOGMIMed u cucreMHeiMu cumnTomamu (DRESS)
(penxo) u mHOTOOpMHAs puTeMa (peako) (cM. pazaen 4.4).

[Tpr TOSIBJIGHWW CBHINIM 3a TAIIMEHTOM CJIEIyeT BECTH TIIATEIbHOE HAOJIOJCHHE U OTMCHHTH
Budenn mnpu mnporpeccupoBaHuM moOpaxeHHs Koxku. Coo0Iamoch O TaKuX pPeaKIUsaxX
(OTOUYBCTBUTEIBHOCTH, KaK BECHYIIKH, JICHTUTO W aKTHHHYECKUH KepaTo3, O0COOCHHO TNpH
JUTUTENbHOU Tepanuu (cM. paszaen 4.4).

Coobmanocs o ciydasx [IPK (Bxmrowass ITPK in situ wnu 6orne3ns boysHa) y mamueHTOB,
noiy4yaBmux BudeHa B Te4eHHE UIMTENBHOTO BPEMEHHW; MEXaHHM3M BO3HUKHOBEHUS OIMYXOJIH
HeusBecTeH (cM. pazzaen 4.4).

Buoxumuyecxue noxazamenu ynxyuu neveHu

OO6mas yactoTa TMOBBIIICHUST YPOBHs TpaHcamuHa3 > 3 pa3 BI'H (uto He oOs3aTenbHO OBLIO
HE)KEJIAaTEJIbHOM peakuueil) y MalKMeHTOB, MOJYy4YaBIIMX BOPHUKOHA30J B XOAE KIMHUYECKHX
uccinenoanuii, coctanisier 18,0 % (319/1768) y B3pocnbix u 25,8 % (73/283) y manueHToB
ACTCKOI'0 BO3pacCTa, IOJTYyYaBIINX BOPUKOHA30J B TCPAIICBTUYCCKUX U HpO(bI/IHaKTI/I‘-IGCKI/IX oesax
COBOKYIHO. OTKJIOHEHHS OT HOPMBI OMOXMMHUYECKUX TIOKa3areiel (yHKIIUU IIEYSHH MOTYT OBbITh
CBsI3aHBI ¢ 00JIee BHICOKMMHU KOHIICHTPALUIMU IIpenapaTa B I1a3Me KpOBH M/ 00Jiee BBICOKUMH
no3amMu. B OonpImMHCTBE ciaydyaeB OMOXMMHYECKHE TIOKa3zaTedd (QYHKIUH  TIEYCHH
HOPMAJIU30BbIBAJIUCH TIPU MPOJOJIZKCHHUU JICHCHUA 663 HU3MCHCHUA NO3bI WJIH IMOCJIC KOPPCKIHUN
JI03bI, B TOM YHCJIE TTOCTIE OTMEHBI TEPAITUH.

[lpy npUMeHEHHH BOPHKOHA30JIa HMEIH MECTO CIIy4al CEPbE3HON TIemaTOTOKCHYHOCTH Y
MNanuceHTOB C JApPYIruMH CCPbLE3HBIMH OCHOBHBIMU 3a6OJIeBaHI/I}IMI/I. ['enaTOTOKCUYHOCTH
IPOSIBIISIACH B BHJIC JKEJITYXH, TEITaTUTA U IEYEHOYHON HEJOCTATOYHOCTH C JIETAIbHBIM HCXOI0M
(cMm. pazmen 4.4).

Ipogunaxmuxa

B Xoae OTKpBITOrO CpaBHUTEIBHOTO MHOTOLEHTPOBOTO MCCIECIOBAHUSA Uil CPaBHEHUS
BOPUKOHA30Jla M WTPAKOHA30JIa KAaK CPEICTB MEPBUYHONH NTPOMUIAKTUKHA Y B3POCIBIX U
MOAPOCTKOB, penunueHToB aytoreHHbIX ['CK, panee He HHPUITMPOBAaHHBIX MOATBEPKICHHON HITHA
nogo3peBaemoit  MI'M, oxoHuarenbHas OTMeHa mpemapara mo npuuuHe HS  Obuta
3apeructpupoBaHa y 39,3 % mnanueHTOB B Ipynmne BOPUKOHA30jJa IO cpaBHEHUIO ¢ 39,6 %
NAalMEeHTOB B TPyIIe UTpakoHa3ojia. HexenarenbHble peakiiMy O CTOPOHBI MEYEHH, BO3HUKIIIHIE
nocjie Hayaja JiedeHHs] U TpeOOBaBIIME OKOHYATENIBbHOM OTMEHBI IpernapaTa HCCIeAO0BaHUS,
Habmonanuch y 50 manuentos (21,4 %), moxydyaBmmx BOpuKoHa3on, 'y 18 mamuentos (7,1 %),
MOJIy4aBUINX UTPAKOHA30JI.

CTH

be3onacHocTh BOpMKOHA301a M3y4aiach B KIIMHUYECKUX UCCIEIOBAaHUAX Y 288 NieTeil B Bo3pacTe
ot 2 1o 12 ner (169) u B Bo3pacte ot 12 no < 18 net (119), koTopsIe Moydan BOPUKOHA30I IS
npodumnaktuku (183) u nedenns (105). besomacHOCTh BOpPHKOHA30Ja TAKXKE JIOMOJHHUTEIBHO
uccienoBanace y 158 nmereit B Bozpacte or 2 1o < 12 jeT B mporpaMmax paHHEro JOCTyIa K
HEe3aperucTpupoBaHHOMY Tmpenapary. B 1menom npodunb 06e30macHOCTH BOPUKOHA30MA Y
NaIMEeHTOB JIETCKOTO BO3pacTa ObUI aHAJIOIMYeH TaKOBOMY y B3pocCibIX. OHAKO y MAIMEHTOB
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JIETCKOTO BO3pacTa, 0 CPaBHEHHIO CO B3POCIIBIMHU, B Knn%;wg%%ﬁe%wﬂgﬁn&oﬁéﬁa%

TEH/IEHIH K 00Jiee BBICOKOW YaCTOTE MOBBIILICHUS YPOBHS [IE€YEHOUHBIX ()epPMEHTOB, OTMEUEHHOM
KaK HeXeJaTelbHble SIBICHUS (MOBBILIEHHWE YPOBHS TpaHcamuHa3z Ha 14,2 % y nereil mo
cpaBHeHHIO ¢ 5,3 % y B3pOCIbIX). JJaHHBIE TOCTPErHCTPALIMOHHOTO HAOIOICHUS YKA3bIBAIOT HA
TO, YTO y JIeTell KOXKHBIE peakiuu (0COOECHHO JIpHUTEMa) MOTYT BCTpEYAThCS dHaIle, 4eM y
B3pOCIIbIX. ¥ 22 MalnueHTOB MiIajule 2 JIET, MOJIy4YaBUIMX BOPUKOHA30J B MPOTrpaMMe PaHHEIro
JoCTyla K HE3aperucTpUpOBAaHHOMY Mpemnapary mnpu Hed(h(EKTUBHOCTH JAPYTUX METOAOB
JIeYeHHsI, HAOIIOAIUCEH CIEIYIOIMe HeKeIaTelbHble Peakuuu (11 KOTOPBIX HE MOXKET OBbITh
WCKIIFOYEHA CBS3b C BOPUKOHA30JI0M): peakiusi CBEeTOYyBCTBUTEIbHOCTH (1), aputmus (1),
na"kpeaTHt (1), moBblIeHNe ypoBHs OnnupyOrHa B KpoBH (1), HOBBIIIEHHE YPOBHS EUEHOYHBIX
dbepmenToB (1), ceimb (1) 1 oTek Iucka 3puTensHOTO HepBa (1). B mocTperucrpaiimoHHoOM nieproie
co00IIaNIOCh O CIIydasx MaHKpeaTuTa y JIeTei.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmare 0 TOAO03pPEBAEMBIX HEKENATETbHBIX PEAKIUAX TIOCIE PErHCTPaIlUH
JIEKApCTBEHHOTO Tperapara C LeJbl0 00eCTeYeHus] HeMpPEephIBHOIO MOHUTOPUHIA COOTHOILICHHMS
«TOITb3a — PHCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEKOMEHIYETCs
coo0IaTh 0 JIIOOBIX MMOI03PEBAEMBIX HEXKEIaTeIbHBIX PEaKLUIX JEKapCTBEHHOTO MIpernapaTa uepes
HalmMOHAJIbHBIE CHCTEMbI COO6H_I€HI/I}I O HCXKCIATCIIbHBIX PCAKIUAX TOCYAapCTB — YICHOB
EBpa3uiickoro 3KOHOMUYECKOTO COK03a.

Poccuiickas ®@enepanus

®denepanbHas ciry:k0a 1o Haa30py B cdepe 3ApaBOOXPaHECHUS

Anpec: 109012, Mocksa, CnaBsHcKas miomap, 1.4, crp.1

Tenedon: +7 800 550 99 03

OnexTponHas noyra: pharm@roszdravnadzor.gov.ru

Cair B nH()OPMAITMOHHO-TEIEKOMMYHHUKAITHOHHON ceTu «HTEepHET»:
http://www.roszdravnadzor.gov.ru

Kbipreckas Pecny0iuka

JlemapTtaMeHT JIEKapCTBEHHBIX CPEACTB M MEAMIMHCKUX HW3AeIuil mnpu MuHHCTEpCTBE
3npaBooxpaneHust Kelpreizckoit PecriyOmmiku

Anpec: 720044, r. bumikek, yi. 3-a JIuaus, 25

Ten.: +996 (312) 21-05-08

On.moura: vigilance@pharm.kg

Caiit B mHGOPMAIIMOHHO-TEIICKOMMYHUKAIIMOHHOM ceTu «MHTepHeT: http://www.pharm.kg

Pecnyosiuka Kazaxcran

PI'TI na [IXB «HaunoHanbHBIA LEHTP 3KCIEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEAULMUHCKUAX
u3nenuit» Komutera MemumuHCKOro M (apMaleBTUYECKOro KOHTposii MuHucTepcTBa
3npaBooxpaneHust Pecny6omuku Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonsip, yi. A. Umanoga 13 (bL] «Hypcaymnet 2»)

Ten.: +7 (7172) 235-135

On.moura: farm@dari.kz

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKAIMOHHOM ceTH «HTepHeT: https://www.ndda.kz/
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4.9. [lepeno3upoBka

N3BecTHO 0 Tpex ciiyyasx ClIydyalHOW Mepeo3upOBKY B X0/€ KIMHUYECKUX UccaenoBannii. Bee
YIOMSHYTBIE CJIy4ad TPOU3OIUIM Y JAeTeil, KOTOpPHIM BHYTPHUBEHHO ObUIa BBEJCHA 1032
BOPUKOHA30J1a, 10 MATH pa3 MPEBbIIIAIONIAs PeKOMEHOBAHHYIO.

CumMnromsl
Nmeercst cooOuieHrne 0 eAMHUYHOM CIydae CBETOOOS3HU, MPOIOIKUTENBHOCTBIO 10 MUHYT.

Jleuenue
AHTUIOT BOPUKOHA30JI1a HEU3BECTEH.

Bopukonazon BBIBOOWUTCS B XOA€ TremMoauanuza ¢ kiaupeHcoMm 121 mu/muH. B ciydae
NepeI03UPOBKU IeMOINATH3 MOXKET CIIOCOOCTBOBAThH BHIBEICHUIO BOPUKOHA30J1a U3 OPraHU3Ma.

5. DPAPMAKOJIOTTYECKUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHe CBOMCTBA

®dapMakoTeparneBTUYECKass TPYIIa: TPOTUBOTPHUOKOBBIE CPEICTBA CHCTEMHOTO JEHCTBHS;
MIPOU3BOHBIC TPUA30JIa U TETPaA30Ja.

Kox ATX: JO2ACO03

Mexannsm neiicTBus

BopukoHazon — mpoTUBOrpUOKOBBIA MperapaT W3 TPYINIbl TPHa30JI0B. MexaHu3M JeHCTBUSA
BOPUKOHA30J1a CBS3aH C MHTUOMPOBAaHUEM NEMETWIMPOBaHUS 140-cTepoia, OMmOCpeaOBaHHOTO
4yepe3 TPUOKOBBIH ITUTOXPOMOM P4so, KOTOPBIM SIBISIETCS KJIIOYEBBIM JTarioM OWOCHHTE3a
sprocrepona. Haxomnenue 140 -MeTuicTeposia KOppElIMpyeT € MOCIENyIOLIed MoTepen
procrepojia B TPUOKOBBIX KIETOYHBIX MeMOpaHax, 4dYTO, BO3MOXXHO, OOYyCIIaBIMBAcT
IPOTHBOIPUOKOBYIO aKTMBHOCTh BOPMKOHA30ja. BBIJIO yCTaHOBIEHO, YTO BOPHKOHA301 OoJjee
CEJICKTMBEH B OTHOILIEHUH H30(epMEHTOB LUTOXpoMa P4so rpuOKOB, uyeM B OTHOIIECHUU
pa3sTUYHBIX (PEPMEHTHBIX CUCTEM ITUTOXpoMa Psso MIleKOMUTAIONTHX.

Kimmanueckas 3¢ heKTUBHOCTD M 0€30IMaCHOCTD

In vitro BOpUKOHA30J1 00J1a/1aeT MIMPOKUM CHEKTPOM MPOTHBOIPHOKOBOTO JCHCTBUS: aKTHBEH B
orHomenun Candida spp. (Bkmiouas mrammbl C. krusei, ycToW4duBbIE K (DIyKOHA30y, U
pesuctentHsle mrammbl C. glabrata w C. albicans), a Taxke TpOsSBIsSeT (PYHTHIUAHYIO
aKTUBHOCTb B OTHOILIIEHUH BCEX M3YYEHHBIX IITaMMOB Aspergillus spp. Kpome Toro, B ycinoBusx
in vitro BOPUKOHA30J1 00JaJaeT MPOTHBOIPUOKOBBIM JCHCTBHEM MPOTHB MATOT'CHHBIX TPHOOB,
CTAaBIIUX AKTyaJIbHBIMU B IOCJIEAHEE BpeMsl, BKIro4Yas Scedosporium spp. unu Fusarium spp.,
KOTOpPbIE OTPAaHUYEHHO YyBCTBUTENBHBI K CYIIECTBYIOIIUM MPOTUBOTPHOKOBBIM CPEACTBAM.

Knunangeckass 3QQpeKTUBHOCTh (C YAaCTUYHBIM MJIM TIOJHBIM OTBETOM) BOPHKOHA30JIa ObLIa
MIPOJICMOHCTPUPOBAaHA TIPU HWHQEKIMIX, BBI3BAHHBIX Aspergillus spp., Bkimouas A. flavus, A.
fumigatus, A. terreus, A. niger, A. Nidulans, Candida spp., Bkmouas C. albicans, C. glabrata, C.
krusei, C. parapsilosis n C. tropicalis, a TaK)Xe B OTHOIIICHUU OTPAaHUYCHHOTO yucia mraMMoB C.
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dubliniensis, C. inconspicua n C. guilliermondij, Scedos"gl()l;l;tJEs‘agEfK%Ey:é I::czl;fbglz;:emum,

S. prolificans, v Fusarium spp.

Jlpyrue rpruOKoBbie HHMEKIINH, TIPU KOTOPBIX IPUMEHSUIICS BOPUKOHA30JI (YACTO C YACTUUHBIM HJTH
MOJTHBIM OTBETOM ), BKJTFOYAJIA B ¢€0s1 OT/IeTbHBIE CiTydan HHEKINH, BRI3BaHHBIX Alternaria spp.,
Blastomyces dermatitidis, Blastoschizomyces capitatus, Cladosporium spp., Coccidioides immitis,
Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala spinifera,
Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicilliums spp., BKiitouas
P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon spp., BKJIro4as
T. beigelii.

[IponemMoHCTpUpOBaHA AKTUBHOCTH BOPUKOHA30J1 i71 Vitro B OTHOLICHUH KIIMHUYECKUX ITAMMOB
Acremoniums spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma
capsulatum. PocT OONBIIMHCTBA IITAMMOB IMOJABIISIICS MPH KOHIICHTPAIUSX BOPUKOHA30JIa OT
0,05 MKIr/MJ1 10 2 MKI/MIIL.

BrisiBiIeHa Takke akTUBHOCTh BOPUKOHA30J1a in vitro B oTHOomeHun Curvularia spp. u Sporothrix
Spp., OJTHAKO KIIMHUYECKOE 3HaYeHHE TaHHOTO d(h(eKTa HEU3BECTHO.

Ilorpannunble 3HAYECHUS

[lepen HauaaoM Tepamuu HEOOXOAMMO MOJYUYUTH OOpa3lbl TPUOKOBOM KYyJIBTYphl U MPOBECTU
Jpyrue HaJuiexkalue J1abopaTopHble MCCIIEAOBaHUS (CepOIOruyeckre, rUCTONaTOIOTHYECKUE)
JUISL BBIACTICHUS! U MICHTU(PHUKAIIMN MMaTOT€HHBIX MHKPOOPTaHU3MOB-BO30yAUTENEH HH(EKINH.
Tepanus MoxkeT OBITH HayaTa 1O TMOJYYCHUS pPE3yJbTaTOB KYJIbTYPAIBHOTO M JIPYTHX
7a00paTOpHBIX  HCCIEAOBAHUN,  OJHAKO  TOCJE€  TOJyYeHUss  OTUX  PE3yJbTaToB
MPOTUBOMH(EKIIMOHHOE JIEYEHHE CIIEeIyeT COOTBETCTBYIOLIUM 00pa30oM CKOPPEKTUPOBATD.

K BumamM, KoTopbIe Yale BCero ciyat MpHIUHON rPHOKOBBIX HH(MEKINI Y YeIIOBEKa, OTHOCSTCS
C. albicans, C. parapsilosis, C. tropicalis, C. glabrata n C. krusei, ipraeM 00OBIYHO /ISl BCEX 3TUX
BUIOB MUHHMaJIbHass WHTHOUpYytomas koHnentpanus (MUK) BopukoHaszona cocraBiseT MeHee
1 mr/m.

OpnHako aKTHUBHOCTH BOPHKOHA307a in vitro B oTHomieHun Candida spp. He omuHakoBa. B
gactHocTH, MUK BOpukoOHa30ma s pe3ucTeHTHBIX K (iykoHazony mrtammoB C. glabrata
IPONOPLHUOHATIBLHO BBIIIE, YEM JIJISl IITAMMOB, UyBCTBUTEIBHBIX K (pirykoHa3omy. Takum ob6pazom,
HeoOxoaumo uaeHtuduuponats Candida no ypoBHs Buma. [Ipy BO3MOXHOCTH BBITIOJHEHUS
UCCIIEIOBaHMS TIO OIIPEICIIEHUIO YyBCTBUTEIBHOCTU IPUOOB K MPOTUBOTPHOKOBBIM MpenapaTam
nosrydyeHHble 3HaueHuss MUK MoryT HHTEpnpeTHpoBaThes C UCTONb30BAaHUEM KPUTEPUEB MPAHUIL
YYBCTBUTCIILHOCTU EBpOHGﬁCKOI‘O KOMUTETa 1o OMpCACIICHUIO YYBCTBUTCIIbHOCTHU
MHUKpPOOPTaHU3MOB K aHTHOakTepuaibHbiM cpeactBam (EUCAST).

I'paguiiel yyBcTBUTEILHOCTH corytacHo EUCAST

Bunwl Candida n Aspergillus Ilorpannynbie 3HAYeHHWS] MHHHUMAJBHBIX
UHruoupywmmux konuenrpamuii  (MUK)
(mr/n)
<Y (4yBCcTBHTEJIbHBbIE) | > VY (YCTOHYHBBIE)

Candida albicans’ 0,06 0,25

Candida dubliniensis’ 0,06 0,25
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Candida glabrata Jlannpix | HeAdctaTodno T AL - = 12 YT

(AH)
Candida krusei JIH JIH
Candida parapsilosis’ 0,125 0,25
Candida tropicalis’ 0,125 0,25
Candida guilliermondii’ JIH JIH
He 3aBucamme ot Buaa Bo3Oynutens | JAH JH
MTOTPaHUYHbIE 3HAYCHUS TSI Candida’®
Aspergillus fumigatus® 1 1
Aspergillus nidulans® 1 1
Aspergillus flavus JIH® JIH?
Aspergillus niger JH° JIH?
Aspergillus terreus JIH® JIH®
He 3aBucamme ot Buaa Bo3Oynutens | JAH JH
NOrpaHUYHbIE 3HAYCHHS’

I MIrammel ¢ Benmumaamp MUK Bplle NMOrpaHUYHOrO 3HAYEHHS YYBCTBHTEILHOCTH /
MPOMEXKYTOUHOU uyBcTBUTENBbHOCTH (U/IT) BBIABISUIMCH PEIKO WIIM HE BBISIBISUIHCH BOOOIIIE.
WNnentudukanuio 1r000ro M3 TaKUX H30JISATOB W HCCIEIOBAHHE €r0 YYyBCTBUTEIBHOCTH K
MPOTUBOTPUOKOBBIM ~ CPEICTBAM HEOOXOIWMO  BBIINOJHUTH IOBTOPHO U B  Cilydyae
MOATBEP)K/ICHUSI TOJIYYEHHOIO pe3ysibTaTa M30JSAT CJelyeT HaNpaBUTh B IOBEPOUYHYIO
naboparopuro. Jlo TmoNydeHHUS OOBEKTUBHBIX JaHHBIX O KIMHHUYECKOM OTBETE s
MOATBEPKICHHBIX U30J5T0B ¢ MUK BbIlIe TEKYIIEro NOTPaHUYHOTO 3HAYEHUS YCTOMYUBOCTH
9TH U30JISITHI JOJDKHBI COO0IATHCS KakK ycTolunBbie. Kiimanueckuit otBeT 76 % OBLI JOCTUTHYT
pu UH(EKIHUAX, BEI3BAHHBIX IEPEUNCIICHHBIME HIDKE BUIAMH BO30YAUTENCH, KOT/1a 3HAYCHUS
MUK Obii HWKE WIM PaBHBI SMHUJIEMHOJIOTHYECKUM T'PAHUYHBIM 3HadYeHHsM. [losTomy
nonyysiiun - C. albicans, C. dubliniensis, C. parapsilosis wn C. tropicalis aukoro THMIa
CUUTAIOTCS YYBCTBUTEIHHBIMHU.

2 DNUIEMHUOIOTHYECKIE noporoBsie 3HaueHus (ECOFF) mnis 3Tux BUIOB B 11€7I0M BHIIIIE, YeM
s C. albicans.

3 He 3aBucsAmue OT BUAAa BO30OYAUTENs MOTPAHUYHBIE 3HAYECHUS ONPEAENSAINCH TJIABHBIM
o0pa3oM Ha OCHOBE MJAaHHBIX (HapMaKOKWHETHKH/(papMaKOJIMHAMUKH M HE 3aBUCIT OT
pacnpenenenuss MUK konkpetrHbix BuaoOB Candida. OHM TpeqHa3HAYCHBI TOJBKO MJIs
OpPraHU3MOB, Y KOTOPBIX HET OINPEIEICHHBIX MOIPAHUYHBIX 3HAUEHUH YyBCTBUTEIBHOCTH.

4 Paspemienue / yqocToBepeHHE HA BPEMEHHOE MCIIONb30BaHNE / IPUMEHeHHe — 2. YKaKuTe
OykBy R co crenytroumm koMMmeHTapueM: «B HEKOTOpBIX KIMHUYECKUX CHUTYaIUsX
(HemnBa3uBHBIE (HOpMBI HHGEKIMI) BOPUKOHA30JI MOXKET HCIOIB30BAThCS TPH YCIOBUU
JIOCTAaTOYHOTO BO3JICHCTBUS.

> ECOFF 151 5TUX BHMOB, KaK IIPaBWjIO, HA OJHO JBYKPaTHOE Pa3sBelCHHUE BBINIE, YEM [T
A. fumigatus.

6 He 3aBucsmume oT BUa BO30YUTENs HOTPAHUYHbIE 3HAYEHHS He ObLITH ONpeIeIeHbI.

OIBIT KIMHUYECKOI0 IPUMEHEHUS
B pamMkax naHHOTO pasjeia IOJIOKUTENIbHBIA PE3ysIbTaT IPUMEHEHHUs IIpenapara Onpeaeisercs
KaK IOJHBIN WM YaCTUYHBINA OTBET HA JICYCHHUE.
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Hudekuun, BbI3BaHHBIC ImTaMMaMK Aspergillus  spp.. 3b(OEKTMBHOCTL Yy NAIMEHTOB C
acIepruIe30M U HEOIArONPHUATHLIM IPOTrHO30M

B ycnoBusix in vitro BOpUKOHa30J MPOSBISIET MPOTUBOTPUOKOBOE JIeHCTBHE NPOTUB Aspergillus
spp. DPEeKTUBHOCTh BOPUKOHA30JIa M €r0 IOJIOKUTEIHHOE BIHUSHHE Ha BBDKHBAEMOCTH B
CpaBHEHHH CO CTaHJIAPTHOW Tepamued am(pOoTepUIIMHOM B mpu mepBUYHOM JIEYEHUH OCTPOTO
WHBA3WBHOTO  acmeprusuiesa OBLIM  TOKa3aHl B OTKPBITOM, PaHAOMH3WPOBAHHOM,
MHOTOIICHTPOBOM HCCJICIOBAaHUH C ydacTHeM 277 TMaIeHTOB C OCIA0JICHHBIM MMMYHUTETOM,
MOJy4YaBIIMX JIe4eHUe B TeueHue 12 Hexenb. BopukoHA3051 BBOAWIM BHYTPUBEHHO B BHE
HACBIIIAIOMICH 03Bl 6 MI/KT Kaxkaple 12 4acoB B Te4eHHE MEpBhIX 24 YacoB, a 3aTEM B BHJIE
MOJICPKUBAIOIIEH 1036l 4 MT/KT KaKple 12 4acoB B TeueHHE He MeHee 7 mHei. Jlamee MOKHO
ObUIO TepelTH K MONy4YeHMIO Ipemapara mnepopaibHOo B o3¢ 200 Mr kaxasie 12 yacos.
MenuanHas IpoI0JKUTEILHOCTE B/B Tepaniii BOPUKOHA30JI0M cocTaBisiia 10 mHel (quanazoH
2-85 nuHeit). MenuaHHast IPOJAOJDKUTEIBHOCTD MEPOPATBHOM Tepanuy BOPUKOHA30JI0M T1OCIIE B/B
Tepanuy COCTaBisuIa 76 nHe (quanazon 2—232 mHs).

Y 1oBAETBOPUTENBHBI  OOMMI  OTBET (MOJHOE WM YAaCTHYHOE HCUE3HOBEHHE BCEX
ACCOIIMMPOBAHHBIX TPU3HAKOB, CHMIITOMOB M PEHTI€HOTpadpuuecKnX/OpOHXOCKOMMYECKUX
M3MEHEHUH, UMEBIIMXCS Ha WCXOJHOM YPOBHE) HaOmonaics y 53 % mauueHToB, MOJy4YaBIINX
BOPUKOHA30J, MO cpaBHEHHIO ¢ 31 % mMmanMeHToB, NOJy4YaBUIMX Ipenapar CpaBHEHUS.
BbpkuBaeMOCTh MAIMEHTOB Ha MPOTSHKEHUH 84-THEBHOro mepuoaa Ha (oHE NpHUMEHEHUs
BOPUKOHA30j7a ObUIa CTaTUCTMYECKH 3HAYMMO BBIIIE, YeM Ha (OHE NMPUMEHEHUs Ipernapara
CpPaBHEHHUs, MIPH 3TOM ObUIM MPOJEMOHCTPUPOBAHBI KIMHUYECKH M CTATUCTUYECKU 3HAYUMBIE
IIPEUMYIIECTBA BOPUKOHA30Ja KaK B IUIAHE MPOAODKUTEIBHOCTH NEPUOAA IO HACTYIUICHUS
CMEpPTH, TaK U B IJIaHE MPOJOJLKUTENBHOCTH MEpHoJa 0 OTMEHBI IperapaTra B CBSI3U C €ro
TOKCUYHOCTBIO.

910 HCCICAOBAaHUC TOATBCPANUIIO PE3YJILTAThI NPCABIAYIICTO IMPOCICKTUBHOTO UCCIICA0OBAHUA, B
KOTOPOM OBUI TIOJYYEH IIOJIOKUTEILHBIA pe3yabTaT y MalUeHTOB ¢ (akTopaMH pHCKa
HEOJIAroNMpHUATHOTO MPOTHO3a, BKIIFOUAsT PEAKIIUIO «TPAHCIIAHTAT MPOTHUB XO3SMHA» U OCOOECHHO
nepedpanpubie nHpekIH (00buHO conmpoBokaatoiuecs noutu 100%-Hoii JeTaaTbHOCTHIO).

OTH uCClefoBaHMsl BKJIIOYAIM CIydyal aclepruiie3a IOJIOBHOIO MO3ra, NMPHUAATOYHBIX Ma3yX
HOCA, JIETKUX M JIMCCEMUHUPOBAHHON MH(EKIMU y MAIMEHTOB C TPAHCIUIAHTATaMU KOCTHOTO
MO3ra M COJIMAHBIX OPraHOB, I'€MaTOJOIMUECKHUMH 3JI0KaU€CTBEHHBIMH HOBOOODPAa30BaHUSIMH,
pakom u CITH{om.

Kannunemus y nanmeHToB 6e3 HeUTponeHnu
D¢ heKTUBHOCT, BOPHKOHA301a B CpaBHEHWH ¢ amdorepurmaoM B ¢ mocnexyromum
npuMeHeHneM (IIyKoHa3ojla B  KA4yecTBe TEPBUYHOW Tepanmuu KaHIUAEMHH Oblia
POJEMOHCTPUpPOBAaHA B OTKPHITOM CpPaBHUTEIBHOM HCCIEAOBaHMU. B  wHccinenoBaHuun
yaactBoBamu 370 mamueHTOB Oe3 HedTpomeHuW (crapme 12 5eT) ¢ TOATBEPKICHHOU
KaHIUJIEMHUEH, M3 KOTOpbIX 248 mojdydaJii BOPUKOHA30J. JleBATh MAIMEHTOB B TpYyIIe
BOPUKOHA30J1a U 5 TAIMEHTOB B Tpymme amdoTepuilnHa B ¢ moclienyromuM TpUMEHEHHEM
bayKoHa30Ma TaKXKE HMMEIH TPUOKOBYIO HWH(OEKIUI0 TIyOOKHX TKaHEW, MOATBEPKICHHYIO
MUKOJIOTHYECKHM UCCIIeJOBaHHEeM. [lalMeHThl ¢ TIOYeYHOH HEIO0CTaTOYHOCThIO B  ITO
HCCIIEIOBAHUE HE BKIIIOYAIMCh. MenanHast mpoI0KUTEIbHOCTD JISYEHUS COCTaBsuia 15 nHeil B
obeunx rpynmnax jeueHus. B nepBuyHOM aHanu3e OJIaronpusTHBIN OTBET, 10 olleHKe Komurera mo
ananusy naHHbix (KA/I), He uMmeromiero 10CTymna K UCClelyeMOMY JIEKapCTBEHHOMY Ipernapary,
OTIpEICIISIICS KaK MCUE3HOBEHUE WJIH TOJIOKHUTEIbHAS TUHAMUKA BCEX KIMHHUYECKHUX MPU3HAKOB
40




COOTEETCTEYET 2KI(

ot 06
¥ CUMITOMOB MH(EKIUH ¢ OTCYTCTBHEM I'pHOOB_pojia A AR o P U kb

ydacTkax riyOokux TkaHei depe3 12 Hemens mocne okonHdanus Tepanuu (OT). ITauuents, He
npouieAmune oueHky udepe3 12 uemens nocie OT, paccmaTpuBaMCh KaKk HE OTBETHBIIME Ha
neyenne. B 3TomM ananmse OnaronpusTHBIM oTBeT Habmomancs y 41 % nanueHToB B 00enx
IpyMnmnax JeueHus.

[Ipu BTOpHYHOM aHaIM3€, B KOTOPOM UCIIOIB30BAIUCH PE3YIbTaThl OlleHKH oTBeTa KA/l B camyro
nocneHo BpeMeHHylo Touky (OT wmm uepes 2, 6 wnu 12 megens mocine OT), wactora
OJIaronpusATHOrO OTBETAa Ha TEPaNui0 BOPHUKOHA30JI0M M aMm@oTepulrHOM B ¢ mocnemyromum
npruMeHeHneM ¢uryKkoHasouna coctasisiia 65 % u 71 % cOOTBETCTBEHHO.

Pe3ynbTarhl OLIEHKM HCCIEAOBATENIEM YJA4YHOTO HCXOJA JICUCHUS B KaXJAOW M3 HA3BAHHBIX
BPEMEHHBIX TOUYCK MPUBOIATCS B CICAYIONICH TaOIHIIE.

Bpemennaa mouka Bopuxonazon (N =248) | Am¢pomepuyun B —
dykonazon (N = 122)

OT 178 (72 %) 88 (72 %)
2 "enpenb nocie OT 125 (50 %) 62 (51 %)
6 Henenp nociie OT 104 (42 %) 55 (45 %)
12 nenens nocie OT 104 (42 %) 51 (42 %)

Tsoxensle pedpakTepHble nHGEKIMH, BbI3BaHHble Candida spp.

B uccnenoBanuy MpHUHSIN y4acTHe 55 MalMEHTOB C TSHKENBIMU pepakTepHBIMU CUCTEMHBIMU
nHpeknuamu, BbI3BaHHBIMH Candida spp. (BKIOYas KaHIUACMHIO, JTHUCCEMHUHUPOBAHHBINA
KaHIUA03 W Jpyrue (OpMBl WHBAa3UBHOTO KAaHIWI03a), Y KOTOPBIX MPEIbITyINast
MPOTHUBOTPUOKOBAsE  Tepamus, B YaCTHOCTH  (IyKoHa30i0M, Obuia  Hed)PEKTUBHOM.
BnaronpusTHBII OTBET Ha Je4eHHWE BOPUKOHA30JI0M HaOmonancs y 24 mnamueHtoB (y 15
MAIMCHTOB TIOJHBIN OTBET, y 9 MAIlMeHTOB YaCTUYHBIN OTBET). Y MallMeHTOB, HHPUIIUPOBAHHBIX
pE3UCTEHTHBIMA K (IIyKOHA30JIy INTaMMaMH, He TNpUHAUIeKAIUMU K Buny albicans,
OJIaronpHATHBIA OTBET HA JICUCHHE HaOmogaIcs y 3 u3 3 manueHToB, nHbuimpoBanubix C. krusei
(moytHBIN OTBET), U 'y 6 3 § mauueHToB, HHGpUuUpoBaHHbIX C. glabrata (y 5 — NOMHBIN OTBET, Y
1 — 4gactuuebld oTBeT). JlaHHBIE O KIMHUYECKOH A(G()EKTUBHOCTH MOATBEPKIAIUCH
HEMHOTOUMCIICHHBIMU ~ PE3yJbTaTaMH  OMNpPEACNCHUS YyBCTBUTEIHHOCTH BO30OyAUTENeH K
npernapary.

Nudexnun, Be13Badable rpubdbaMu poaa Scedosporium v Fusarium
beuta mpoaemoHcTpupoBaHa S()(PEKTUBHOCTH BOPUKOHA30J7a MPOTUB CIEAYIOIMUX PEIKUX
NaTOT€HHBIX TPUOOB.

I'pubsr poma Scedosporium: OnaronmpusTHBI OTBET Ha JICUEHHE BOPUKOHA30JIOM OBLI
3aperucTpupoBan y 16 (y 6 — mosHbIi 0TBET, y 10 — 9acTUuHBIi) U3 28 MalueHToB ¢ HHEKITUEH,
BBI3BaHHOH S. apiospermum, n'y 2 (y 000MX MAIMEHTOB YaCTHYHBIA OTBET) U3 7 MAIMEHTOB C
uH(pexmen, BeI3BaHHOMU S. prolificans. KpoMe TOTO, MOJ0KUATEIBHBIN OTBET Ha JICUEHNUE OTMEUCH
y 1 u3 3 nmanueHToB ¢ MHGEKIUIMHU, BHI3BAHHBIMU 0OJIEe YeM OJJHUM MUKPOOPTaHU3MOM, BKITFOUast
Scedosporium spp.

['pulsl pona Fusarium: cempb (3 manMeHTa ¢ OJHBIM OTBETOM U 4 TIAIMEHTa C YaCTUYHbBIM) U3 17
NaIMEeHTOB OBUIM YCIICIIHO MPOJICYSHBI BOPUKOHA30JI0OM. Y 3 U3 3THX 7 MallMeHTOB HabroAamach
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uHpekua 1na3, y 1 — wuHOEKnus NpuIaroYHbIX 'WQg&QEQé%E'“ﬂ_IEQE?":ﬁaEﬁeI'HM' —

nucceMuHupoBaHHas HHpexkmua. Eme 4 manmenta ¢ Qy3apro3oM ObUIM HWHQHUIIMPOBAHBI
HECKOJIbKUMH BO30YIUTEISIMU; Y 2 U3 9THX MAIIMEHTOB HCXO/I JICUCHUS ObUT YIauHBIM.

VY GONBIIMHCTBA MALMEHTOB, MOJyYaBIINX BOPUKOHA30JI JUIS JICYEHHS BBIMICYKAa3aHHBIX PEAKHX
uHOeKuii, HabIoganach HEMEepeHOCUMOCTh TNPUMEHSBIICHCS paHee MPOTUBOTPHOKOBOMA
Tepanuu Wik yCTOMYMBOCTD K HEH.

[lepBuuHas npoduIakTuka WHBa3UBHBIX TpHUOKOBLIX MHbekmit (M) — 3¢ dekTuBHOCTL npu
npuMmeHeHur y pernunueHToB ['CK, paHee He WH(UIMPOBAHHBIX TOATBEPKICHHOW WU
nonospeaemoit UI'

Bopukona3on cpaBHHBaIM ¢ UTPAKOHA30JIOM MPU TPUMEHEHUH B KAuyeCTBE IEPBUYHOU
npoQUIAKTUKA B XOJAE OTKPBITOTO, CPaBHUTEIHHOIO, MHOTOIIEHTPOBOTO WCCIEAOBAaHUSA C
y4acTHUEM B3POCIBIX U MTOJIPOCTKOB, perunueHToB aioreHHbIx ['CK, panee He nHDUIIMPOBAHHBIX
MOATBEPKACHHON MK nogo3peBaemoit MI'M. biaronpugaTHbIM pe3yabTaToOM JICUCHUSI CUUTAIACH
BO3MOXXHOCTh TIPOJIOJDKATh MPOPUIAKTHYECKOE MPUMEHEHHE HCCIeIyeMOoro mpernapara Ha
npotspkennn 100 grert nocne tpancmutanTanuu ['CK (6e3 mepepbiBa I TENBHOCTHIO > 14 mHEH)
U BBDKHMBAaEMOCTh 0€3 MOATBEpKIACHHOM min mnopo3peBaemoit UI'M Ha mpotrsoxenun 180 mHeit
nocie TpancutadnTanuu ['CK. B MoauduimpoBaHHO# B COOTBETCTBUM ¢ HA3HAYCHHBIM JICUCHUEM
(MITT) rpymnme HacuuThIBasIoCch 465 perumnuerToB autoreHHbx ['CK, mpudem y 45 % manueHToB
Ob1 ocTpbiii MuenouaHbd Jeiiko3 (OMJI). Cpeam Bcex marmueHTOB 58 % JHIl MPEACTOSIIO
MUEN0abaTUBHOE KOHIUIMOHHpOoBaHue. [Ipodunaktudeckoe MNPUMEHEHHE HCCIETyeMOro
npernapara HaYMHAJIM HenocpencTBeHHo nocie TpancmianTanuu ['CK: 224 nanuenTa nojyvyanu
BOPUKOHA30J1, M 241 mpnamueHT nojydyal WTpPakoHa3ol. MeauaHa NpOAOKUTEIBHOCTU
PO UITAKTHIECKOTO IPUMEHEHUS HcciemyemMoro npenapara B nmomnyssiiua MITT cocraBuma 96
JTHEH JUIsl BOPUKOHA30J1a U 68 qHEl AJis UTpakoHa307a.

[Tokazatenu 3¢h(HeKTUBHOCTH U ApyTHe BTOPUYHBIC KOHEUHbIE TOYKU MPEICTABICHbI B TAOIHIIE
HIDKE.

Koneunbie Touku | Bopukonazon | UTpakonasou | PazHocth P-
HCCJIeI0BAHNSA N=224 N=241 NMPOLEHTHBIX 3HAYCHUE
poaen M 95 %
AOBEpPUTEIbHBIN
uHTepsaJua (JIN)
OddextuBnocts neuenus | 109 (48,7 %) | 80 (33,2 %) 16,4 % (7,7 %, | 0,0002%*
Ha neHp 180% 25,1 %)**
OddextuBnoctsy neuenus | 121 (54,0 %) | 96 (39,8 %) 15,4 % (6,6 %, | 0,0006**
Ha neup 100 24,2 %)**
KomnuectBo mammentos, | 120 (53,6 %) | 94 (39,0 %) 14,6 % (5,6 %, | 0,0015
I10JTy4aBIINX 23,5 %)
HCClIelyeMblid TIpenapar
npopUIAKTUIECKON
Lenbl0 B TEUEHUE Kak
MuHuMyM 100 nHei
KomnyectBo BepKHMBIIHX | 184 (82,1 %) 197 (81,7 %) | 0,4 % (=6,6 %, | 0,9107
nanueHToB K 180 g0 7,4 %)
KonnuectBo manmenTos ¢ | 3 (1,3 %) 52,1 %) -0,7%  (-3,1 %, | 0,5390
JOKa3aHHOM 503051 1,6 %)
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BEpOATHOM U, (O CEQOBATEREROCTE 0012)
pazBuBmieiica Kk 180 nHio
KomuuectBo manuenToB ¢ | 2 (0,9 %) 4 (1,7 %) -0,8% (2,8 %, | 0,4589
IOKa3aHHOMI 1500 1,3 %)
BEPOATHOMN nIu,
pazBuBmieiica k 100 qHio
KomnuuecrBo mamuenTos ¢ | 0 3 (1,2 %) -1,2% (2,6 %, | 0,0813
IOKa3aHHOM 1400 0,2 %)
BEPOATHOMN nIu,
pa3BUBILIEHCA TPU NTpUEME
HCCIEAYEeMOro npenapara

* JlepBu4Has KOHEYHAsl TOUKA MCCIIEIOBAHUS
** PasnHocte oTHOmeHWH, 95 % JIM u p-3HaueHuwe, MOJNyYEHHBIE IIOCIE TMOMPAaBKU Ha
PaHAOMU3ALHIO

Yacrora cinyvaeB 3apaxenusi MI'M nocne neyenust ko aHo 180 u mepBUYHAs KOHEYHasi TOYKa
HCCIICAOBAaHUs, OIIpCALCIIAICMan KaK yCIICIIHOC JICUCHUC 10 JAdHHBIM Ha JICHb 180, Y MaluUcHTOB C
OMJI u muenoabiaTUBHBIM KOHAULIMOHUPOBAHUEM COOTBETCTBEHHO MPEICTABIIEHBI B TaOJHLIe
HUXKE.

oM
Koneunsie TO4kH | Bopukonaszon | Urpakonasos | PasHocrtb NMPOLEHTHBIX
HCCJIeT0OBAHUSA (N=98) (N=109) aoJieit " 95 %
AOBEPUTEIbHbIH HHTEPBAJI
(AH)
Yacrora ciydaeB | 1 (1,0 %) 2 (1,8 %) —0,8 % (4,0 %; 2,4 %)**

3apaxenus HWI'M  mocne
neyeHusi — aeHb 180
O¢ddextuBnocts  neyenus | 55 (56,1 %) 45 (41,3 %) 14,7 % (1,7 %; 27,7 %)***
Ha jieHb 180*

* TlepBuuHasi KOHEYHAsI TOYKA UCCIICTOBAHUS

** IIpu 3anace 5 % Obu1a Moka3aHa He MeHbIas 3G (HEKTUBHOCTh

*#%* PasHOCTB MPOIEHTHBIX JoJei, 95 % [IU, momydeHHas rmocie nomnpaBKu Ha PaHIOMHU3AIUIO

MuenoadaaTuBHOE KOHAUIIMOHUPOBAHUE

Koneunsie TO4kH | Bopukonason | Urpakonason | PasHocrh NMPOLEHTHBIX

HCCJIeT0OBAHUSA (N =125) (N =143) aoJieit U 95 %
AOBEepHUTEJbHbIN HHTEPBAJI
(AH)

Yactorta ciyqaes | 2 (1,6 %) 32,1 %) —0,5 % (3,7 %; 2,7 %)**

3apaxenus NI mocne
jieyeHus — jaeHb 180
OddextuBnocts geuenus | 70 (56,0 %) 53 (37,1 %) 20,1 % (8,5 %; 31,7 Y%)***
Ha 1eHb 180*
* [lepBuuHasi KOHEUHAs TOYKA UCCIICTOBAHMS

** [Ipu 3amace 5 % ObL1a Moka3zaHa He MEeHbIIas YPPEKTUBHOCTD

*** PazHOCTH IPOLIEHTHBIX J1051eH, 95 % JIV, monmydueHHas 1mocsie monpaBKu Ha paHI0MHU3AIHIO
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Bropuunas npodunaktuka UIT'H — 3ddEeKTUBHOCTS NPU MIPUMEHEHUHU V DPELMIIUEHTOB I

tpancanTaimu ['CK, panee nHGUIMPOBAHHBIX NOATBEPKIEHHOM UK nogo3peaeMoit UT'H
[IpumeHeHre BOpPUKOHA30Ja B KAdyeCTBE BTOPUYHOM MNPODUIAKTHKH H3YyYaloCh B XO7e
OTKPBITOI'O, HECPABHUTEIBHOIO, MHOTOLEHTPOBOIO MCCIEIOBAHUS C YYacTHEM B3POCIBIX
MaIUMeHToB, penunueHToB amwtoreHHbIX ['CK, panee mHQHUIMPOBAHHBIX MOATBEPKACHHON WU
nogo3peBaemoil MI'MM. B kadecTBe NEpBUYHOW KOHEYHOM TOYKHA MCIOIB30BAIM YacTOTY
UHOQHUIMPOBAHUS TOATBEPKJICHHON Win mono3peBaemoil ' Ha mpoTshkeHHH NMEpBOTO Toja
nocie TtpaHcmantamuu ['CK. Ilomymsiius MITT  coctosina w3 40 nDanueHTOB, paHee
uHumpoBanHbeix MU, Bkmtovas 31 manueHTa ¢ acepruiiie3oM, S TalMeHTOB ¢ KaHAW030M U
4 manuenta ¢ apyrumu UT'M. Mennana npoaomKUTETbHOCTH TPO(PHIIAKTHIECKOTO TPUMEHECHHS
uccienyemoro npenapara B nonyiasuud MITT cocrasuia 95,5 nus.

[onTeepxnaenusle nu noxospesaemsie UI'N passunuce y 7,5 % (3/40) manueHToOB B TeueHHUE
neporo roaa mnocie Ttpancmantauuu ['CK, Bximrowas 1 ciywaid kanguaemuu, | cioydait
crenocnopuosa (00e nHpeknnu Kak pernuans umesiieiics panee UI'M) u 1 cmydaii 3uromukosa.
BreokuBaemocts Ha ieHb 180 cocrasuiia 80,0 % (32/40), a wepes 1 rox — 70,0 % (28/40).

[Ipo o KATENBHOCTD TEPAIIHU
B ximHnyeckux wuccienoBaHusx 705 ManMeHTOB MOJy4Yalld BOPHUKOHA30i1 Ooniee 12 Henmenb,
npudeM 164 U3 HUX MOTydYaar BOPUKOHA30JI 0oJiee 6 MECSIIEB.

CTH

[Marpaecar Tpu (53) manmeHTa AEeTCKOro Bo3pacta OT 2 no < 18 mer monmydyanu JedeHue
BOPUKOHA30JIOM B JIByX IPOCHEKTUBHBIX OTKPBITHIX HECPABHUTEIbHBIX MHOTOLEHTPOBBIX
KIIMHUYECKHUX HCccieloBaHusAX. B o1HO uccnenoBanue Obul BKIIOYEH 31 MallMEeHT ¢ BO3MOXKHBIM,
NOJATBEPXKIECHHBIM HWJIM BEpOSATHBIM HWHBa3uBHBIM acnepruiuiezom (MA), u3 kotopeix 14
MAlMeHTOB WMEJU TIOJATBEPKACHHBIM WU BEpOATHBIH WA W OBUIM BKIIOYEHBI B aHAIM3BI
s dexruBaoctu MITT. Bo BTOpOoe uccnenoBanue ObUTO BKIIFOUEHO 22 MAIMEHTa ¢ MHBA3UBHBIM
kaaauno3oM ¢ kauaunemuent (MKK) u kanauno3om numesoza (KIT), koTopeim Obli1a HEOOX01MMa
NEepBUYHAS TEPANus WIM «Tepanus CraceHus», 17 U3 KOTOphIX OBUIM BKJIIOYEHBI B aHAIU3
apdextuBHOCTH MITT. V manmenTor ¢ A moka3arenu 4acToThI OOIIETO OTBETA Yepe3 6 Heeb
cocraBnsui 64,3 % (9/14), mokazarens obmiero orsera cocraisut 40 % (2/5) cpenu nanueHToB B
Bo3pacte ot 2 1o < 12 ner u 77,8 % (7/9) cpenu nauueHToB B Bo3pacte oT 12 go < 18 ner. ns
narueHToB ¢ KK rmobanpabiii orBeT Ha MoMeHT OT coctaBui 85,7 % (6/7), U y maliMeHToB ¢
KII rno6anbnsiit orBer Ha MoMeHT OT coctasisin 70 % (7/10). Hactorta obmero orsera (MKK u
KIT o6bemuHeHBI) cocTaBisiia 88,9 % (8/9) mis nereii ot 2 no < 12 net u 62,5 % (5/8) nns ot < 12
no 18 ner.

Knnandeckue ucciaeaoBanus o oleHke naTepanga QTc

JI1s1 OLleHKH BIUSIHUS TPEX MEPOPAIbHBIX 103 BOPUKOHA30JIa U KeTOKOHa301a Ha untepsai QTc
OBLIIO TPOBEICHO IIAIIE00-KOHTPOIUPYEMOE, PAaHIOMU3UPOBAHHOE, TIEPEKPECTHOE UCCIICIOBAHNE
C O/THOKpPATHBIM IPUEMOM TIperiapara ¢ y4aCTHEeM 3I0POBBIX J0OPOBOIbIeB. CKOPPEKTHPOBAHHOE
OTHOCHUTEJIFHO TIanefo cpeHee MakCUMalbHOE yainHeHne mHTepBaita QTc mo cpaBHEHHUIO ¢
UCXOJIHBIM YpOBHEM cocTtaBisuio 5,1 mcek, 4,8 mcexk u 8,2 mcek mnociie npumeHenus 800 mr,
1200mr u 1600 Mr BOpMKOHa30j7a, COOTBETCTBEHHO, W 7,0 MCEK TOCJI€ MNPUMEHEHUS
KeTokoHa3oJ1a B o3¢ 800 mr. Hu y oiHOro ydyacTHuKa UcciieJoBaHusl yiIMHeHe natepsana QTc
HE COCTaBIsI0 > 60 MCEK MO CpaBHEHUIO C HMCXOJHBIM YpoBHeM. Hu y OIHOro ydacTHuka
UCCIICIOBaHMsI HE HAONIOAANoCh YAJIMHEHUS WHTEpBaja, MPEBBIMIAIONIETO MOTCHIIUATHHO
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KJIMHUYECKH 3Ha4YUMbIi mopor B 500 Mcexk.

5.2. apmakokuHeTHYECKHE CBOHCTBA

O6mas xapakTepucTuka papMakOKMHETUKH

DapMaKOKHHETUKY BOPUKOHA30J1a M3YYajaH y 3J0POBBIX HAIlMEHTOB, MpPEACTAaBUTENECH OCOOBIX
TPYyNII W TAUEHTOB ¢ TpuOKoBoi wuHpeknueir. Bo BpeMs mepopalbHOTO0 NPUMEHEHHS
BopuKoHa3oia B 103 200 mr unum 300 Mr 2 pa3a B CyTKU Ha NPOTSDKEHUNU 14 1HEH y MalueHTOoB ¢
MOBBIIICHHBIM PHUCKOM acrleprusuie3a (B OCHOBHOM B CBSI3U €O  3JI0KaYECTBEHHBIMU
HOBOOOpPa30BaHUSAMM  JUM(OUIHOW  WJIM  KPOBETBOPHOHM  TKaHM)  HAOIIOZaeMble
(apMaKOKMHETHYECKHE XapaKTEPUCTHKU Iperapara, Takhue Kak CKOPOCTh M PaBHOMEPHOCTh
BCaChIBaHMs, CIOCOOHOCTh K HAKOIUIGHMIO W  OTCYTCTBHE JIMHEHHOW 3aBUCHMOCTH
(apMaKOKMHETHUECKUX MapaMeTPOB OT J03bl, ObLIM CXO0XH C aHAJIOTMYHBIMU MOKA3aTeNsiMU Y
3/10pOBBIX NAI[UEHTOB.

®apMaKkOKMHETHKAa BOPHKOHA30JIa HMEET HEJIWMHEHWHBIA XapakTep 3a CYeT HaChIIECHUS
MeTa0OJIMUeCKuX TyTell ero mpespamieHuil. Ilpm yBennyenun 1036l HaOMIOMACTCA
HEMpOoNopIMoOHaNbHOE (00Jiee BBIPAXEHHOE) TOBBIIEHWE YPOBHS Bo3aecTBUsA. (CoriacHo
pacueraM, yBeJIM4YEHHE IPUHUMAaeMOH nepopaibHo 1036l ¢ 200 Mr 2 pa3a B cytku a0 300 mr 2
pasa B CyTKM NpHBOAMT K yBenuueHuto Bo3zeiicTBus (AUCT) B cpegnem B 2,5 pasza. Ilpu
IPUMEHEHHUHU NIepopabHOM noaaepxkuBaromeit 10361 200 mMr (nau 100 Mr y manieHToB ¢ Maccou
Tena mMeHee 40 Kr) TOCTUTAaeTCsl YPOBEHb BO3CHCTBUS BOPHKOHA30J1a, aHAJOTUYHBIM TaKOBOMY
IIpY B/B BBEIEHUHM Ipernapara B 703€ 3 MI/KT. [Ipy npuMeHeHnH epopaibHOM MoIAep KUBAOLICH
10361 300 mr (o 150 Mr y manueHToB ¢ Maccoit Tena meHee 40 Kr) TOCTUTAeTCsl BO3/ICHCTBHE
BOPUKOHA30J1a, aHAJIOTHYHOE BO3JICHCTBHIO PH B/B BBEACHUHU B J103¢ 4 MI/KT. [Ipu npumenennn
PEKOMEHAYEMBIX HACBHIIMIAIOIINUX /103 BHYTPUBEHHO WJIM MEpOpaIbHO OJM3KHE K PABHOBECHBIM
KOHIIEHTpAllU BOPUKOHA30Ja B IJIJa3M€ KPOBU JOCTUTAIOTCS B TEUEHHUE NIEPBHIX 24 4acoB mocie
BBEJICHMS WIM IpueMa npenapara. be3 mpuMeHeHus HachIAIIEH 103bl MPU MHOTOKPATHOM
npuemMe 2 pasa B CyTKM HaOJI0JaeTcss HaKOIJICHHE Mpernapara ¢ JOCTH)KEHHEM pPaBHOBECHOU
KOHIIEHTPAllUU BOPUKOHA30JI1a B TJIa3Me KPOBU y OOJIITMHCTBA MALIUEHTOB KO JTHIO 6.

AOGcopbuus

Bopukona3on ObICTPO W MPAKTUYECKU MOJTHOCTHIO BCACBIBACTCS MOCHe MpuemMa BHYTPh; Cmax
nocTturaercs yepe3 1-2 vaca mocne nmpuema. AGCONIOTHAs OMOIOCTYITHOCTh BOPUKOHA30J1a TIPH
preMe BHYTPh olleHuBaeTcs B 96 %. bbiia yctaHoBIeHa OMOAKBUBAIEHTHOCTH MEXKIY Ta0JIeTKON
200 Mmr u cycnensuen s mpuema BHYTph 40 mr/mi npu mpueme 200 mr cycnenszuu. [lpu
MHOTOKPATHOM TMpHUEME CYCIICH3UU BOPHKOHA30JIa C MHINEH ¢ OONBIIUM COJCPKAHUEM KUPOB
Cmax 1 AUCrt cHmxkarorcs Ha 58 % u 37 %, cooTBEeTCTBEHHO. BcackiBaHME BOPHUKOHA30J1a HE
3aBUCUT OT U3MEHEHMI pH Xkeiry104Horo coxa.

Pacrnpenenenue

O0nem pacnipeenieHrst BOPUKOHA30J1a B PABHOBECHOM COCTOSTHUM COCTaBIIAET OKOJIO 4,6 J1/KT, 4TO
YKa3bIBACT HA aAKTUBHOC PACTIPCACIICHNC BOPUKOHA30J1a B TKaHH. CBs3bIBaHUE C 6eJIKaMI/I IJ1a3Mbl
KpoBHU cocTaBisieT 58 %.

BopukoHa3on B KOHIIEHTpAIUsAX, MOJIAIONINXCS OMPEIEICHUIO, BBISIBICH BO Bcex oOpasmax
CIIUHHOMO3TOBOW JKUIKOCTH, OTOOpPAHHBIX Yy 8§ MAIMEHTOB, YYacTBOBaBIIMX B IMPOrpaMMe
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JICUCHMUA.

Buorpancdopmarnus

CornacHo JaHHBIM HCCIEIOBAaHMUU i1 Vitro BOPUKOHA30JI META0OIM3UPYETCS IMOJ JCHCTBHEM
n3odepmenToB muroxpoma P450 neuenmu.

Jns  (papMakOKMHETHKM BOPUKOHA30Ja XapaKTepHa 3HAYUTENIbHAs MEXHHIUBHIyalbHAasI
BapruabeIbHOCTb.

WccnenoBanus in vivo CBUACTENBCTBYIOT O TOM, 4TO n30depmeHT CYP2C19 urpaer BaxxHyro posib
B MeTaboIM3Me BOPUKOHA30J7a. DTOT (PepMEHT AEMOHCTPUPYET IeHETUYECKHH MOIMMOp(U3M,
HanpuMep, MOHMKEHHBIM MeTabonu3M BOpPHUKOHa30ja Bo3MoxeH y 15-20 % mnpencraButeneit
a3MaTCKOro MPOUCXOXKACHUS U y 3-5 % mpencraBuTeNell €BPONEOMAHONM M HEIPOMAHOM pac.
HccnenoBanus y 340pOBBIX NPEACTABUTENECH €BPONCOUIHON pachl U SAMOHIECB NOKA3aliH, YTO Y
NAIMEeHTOB C HU3KOH MeTaboym3upyrouei akTUBHOCThIO (epmentoB BozzaeiictBue (AUCT)
mpernapara B cpeiHeM B 4 pasa BBIIE, YEM Y TOMO3UIOTHBIX YYaCTHHKOB C BBICOKOU
METa0OIM3UPYIOMIE  aKTUBHOCTBIO. Y  TETEPO3UTOTHBIX  YYAaCTHMKOB C  BBICOKOHU
METabOoIM3UPYIONIEH aKTUBHOCTHIO ()EPMEHTOB BO3/ICHCTBHE BOPUKOHA30J1a B CPEHEM B 2 pasa
BBIIIIE, Y€M Yy TOMO3UTOTHBIX YYAaCTHHUKOB C BBICOKOM METa0OIM3UPYIOMIEH aKTHBHOCTBIO
(dbepMeHTOB.

OCHOBHBIM META0O0JIMTOM BOPUKOHA30J1a SIBJIETCSE N-OKCH/I, 10JIs1 KOTOPOro coctaBisieT 72 % ot
00111ero KoJM4ecTBa HUPKYIUPYIOLHX B I1a3Me KPOBH META00JINTOB C PaIMOAKTUBHOM METKOIA.
OrtoT MeTabonuT 001aJaeT MUHUMAJIBHOW MPOTUBOIPUOKOBON aKTUBHOCTBIO U HE BHOCUT BKJIAJL
B KIIMHWYECKUH 32 (HEKT BOpUKOHA30IIA.

DIMMUHALUA

BopukoHa3oi BHIBOAUTCS OCPEACTBOM META00IM3MA B [IEUEHHU; B HEU3MEHEHHOM BH/I€ TOYKaMU
BBIBOAUTCS MeHee 2 % OT BBEICHHOU J103bI Mpernapara.

[Tocne MHOTOKpATHOTO MpUeMa BHYTPb U BHYTPUBEHHOTO BBEICHUS MEUEHHOI'O PaIUOAKTUBHON
METKOH BOpHKOHAa30ja B Mode oOHapyxkuBaeTcs okoyio 83 % u 80 % paanoakTUBHON METKH,
cooTBeTcTBeHHO. bombias yacts (> 94 %) pannoakTHBHOI METKH BHIBOAUTCS B TEUEHUE MEPBBIX
96 vacoB nocse npueMa BHyTpb U BHYTPUBEHHOTO BBEICHUS.

[Tepuon nonyBeiBeaenus (T1/2) BOpUKOHA305a 3aBUCUT OT J03bl U COCTABJISIET MPUMEPHO 6 4 TpU
npueme npenapata BHyTpb B jgo3e 200 Mr. B cBsizu ¢ HenmHEHHOCTHIO (hapMaKOKWHETHKH
BenuurHa T1/2 HE MO3BOJSET NMpeAcKa3aTh KyMYJISIUIO WIH BbIBEJCHIE BOPUKOHA30IA.

q)aDMaKOKI/IHeTI/I‘-IGCKaﬂ-d)aDMaKO JUHaAMHWYCCKas 3aBUCUMOCTD

B 10 TepameBTHYECKUX HUCCIEIOBAHMUSAX MEIUWAaHA CPEAHEH M MaKCHUMaJIbHOW KOHIEHTPALUH
mpernapara B IUTa3Me€ KPOBH Y OTJICNBHBIX TAIlIEHTOB BO BCEX HCCIICIOBAHUSIX DPaBHSIIACH
2425 ar/mi (MeXKBapTUILHBIN paszmax ot 1193 mo 4380 ur/min) u 3742 Hr/mi (MEKKBapPTHIIHHBINA
pasmax ot 2027 mo 6302 Hr/mi) cooTBeTCTBEHHO. [IONOKHUTENHEHOW CBSI3U MEXAY CPEIHUMH,
MaKCHMaJIbHBIMA 1 MUHUMAJIBHBIMU 3HAYCHHUSIMHM KOHIICHTPAIIMA BOPHUKOHA30J1a B TUTa3Me KPOBU
1 2QEKTUBHOCTHIO Tperiapara B UCCICOBAHUAX C €r0 MPUMEHEHUEM B TEPATIEBTUIECCKIX IENSIX

HE BBIABJICHO, B HCCICAOBAHUAX C IMPHUMCHCHUCM BOPHKOHA30J1a B HpO(bI/IJ'IaKTI/I‘IeCKI/IX Oeax
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TaKasA CBA3b HC NU3y4dalacCh.

B pesynbprate aHanuza JaHHBIX MO (hapMakOKMHETHKE U (hapMakoIWHAMUKE, MOJTYYCHHBIX B
KIIMHUYECKUX MCCIIETOBAHUAX, OblIa BBISIBICHA TOJOKUTEIbHAS CBS3b MEXKYy KOHIEHTPAIIUIMU
BOPUKOHA30ja B IJIa3Me€ U OTKJIOHEHUSIMH OT HOPMbI OMOXMMHYECKUX IMOKazareiaed (QpyHKuuu
MEYEHU U 3pUTEIbHBIMU HapylieHusMu. Koppekuus 1036l B MCCIEIOBAHUAX C MPUMEHEHUEM
BOPUKOHA30J1a B MPOPHUIAKTUYECKUX LIETSAX HE U3ydaach.

dapMaKOKMHETHKA Y 0COOBIX T'pYyHOIl TanuEHTOB

Toueunas neoocmamoynocmo

B uccnenoBannu BOpuKoHa301a Ipu OJHOKPATHOM MpUeMe BHYTpb B A03€ 200 Mr marmeHTamMmu ¢
HOpMalibHOU (PyHKIMEH MoYeKk M MalMeHTaMHU C HapylleHueM (QYHKIMH TOYEK OT JIETKOH
(xmupenc kpeatunuHa (KK) 41-60 mu/mun) mo tsokenmort (KK < 20 mu/munH) crenenHu
(dapMaKOKMHETHKA BOPUKOHA30J1a CYIIECTBEHHO HE 3aBUCUT OT CTEICHU HapylIeHUS (QYHKIUU
nouek. CBA3bIBaHNE BOPUKOHA30J1a ¢ O€JIKaMU IJ1a3Mbl KPOBH IIPUMEPHO OJIMHAKOBO Y MAI[UEHTOB
C PA3JIMYHOM CTEMEHbIO TOYEYHOM HEIOCTATOUHOCTH (CM. paznensl 4.2 u 4.4).

Ileuenounas neoocmamoynocme

[Tocne ogHOKpaTHOrO TMEepopalibHOrO npuema mpemnapara B go3e 200 mr AUC: BopukoHa3zona
Obuta Ha 233 % BbIIIE y MAIMEHTOB C IIMPPO30M IEYCHHU JIETKOM WM CPEeTHEH CTENeHH TSHKECTH
(xmaccel A u B mo knmaccudukanun Yaina-I1p10) mo cpaBHEHUIOC MAlMEHTaMHU C HOPMaJbHON
¢ynkuueit neuenn. Hapyiienne (QyHKIMM MEeYeHH HE BIMSUIO HA CBS3bIBAHHE BOPHKOHA30JIA C
OeJKaMu TIIa3Mbl KPOBH.

[Ipu MHOTOKpaTHOM npueme npenapata BHyTpb AUCT BOpHKOHA30J1a COMTOCTaBUMa y MAallUEHTOB
CO CpellHel CTeMeHbIo IUppo3a nedeHu (kinacc B mo knaccudukanuu Yaina-I1s10), moxyyaBmmx
npenapar B nojjaepxuarorieit m1o3e 100 Mr 2 pa3a/cyT, 1 y TAllMEHTOB ¢ HOPMaJIbHOH (yHKIIHEH
IIEYECHH, MOJy4yarolmMX BOpuKoHa3zon B J1o3e 200mr 2pasza B cyrku. CBeneHud o
(dapMaKOKMHETHKE BOPUKOHA30JIa y TMAIUEHTOB C TSKEIOW CTEMEHBI0 TSHKECTH MEYCHOYHOMH
HenoctarouHocTH (kimace C no kinaccudukanuu Yaina-I1e10) Het (cM. pa3aenst 4.2 u 4.4).

Jluya nooswcunozo ospacma

[Ipn MHOrOKpaTHOM NpHremMe BOPUKOHAa30J1a BHYTPb Cmax 1 AUC: y 310pOBBIX MOKUIIBIX MY>KUHH
(= 65 ner) 6bu HA 61 % 1 86 % COOTBETCTBEHHO BBIIIE, YEM Y 3/I0POBBIX MOJIOBIX MY KuuH (18—
45 net). 3HaunMbIX pa3auduil Cmax 1 AUC: y 310pOBBIX MOXHWJIBIX KEHIIMH (> 65 5er) u
3I0POBBIX MOJIOJBIX KeHIIHUH (18—45 51eT) He BBISBICHO.

B TCPANICBTUYCCKUX HUCCICAOBAHUAX KOPPCKIHUA NO3bI B 3aBUCUMOCTH OT BO3pacCTa YHACTHUKOB
HE OCYIIECTBISUIaCh. Bbljla yCTaHOBJIEHA B3aWMOCBS3b MEXAYy KOHIICHTPAI[USIMH IIperapara B
1a3Me KpoBU M BO3pacToM manueHToB. [Ipoduns Ge30macHOCTH BOPUKOHA30JIa Y TAIMEHTOB
MOJIOJIOTO U MTOKMIJIOTO BO3PAcTa OBLII CXOK, TOATOMY HEOOXOIMMOCTh B KOPPEKIIMU JI03bI Yy JTHII
MOXKHJIOTO BO3pacTa OTCYTCTBYET (cM. pazzen 4.2).

pyaue ocobvie cpynnul

Ilon

IIpu MHOrOKpaTHOM IIpHEME BOPUKOHA30J1a BHYTPb Cmax U AUCT y 310pOBBIX MOJOBIX KECHIIHH

obu1H Ha 83 % u 113 % cOOTBETCTBEHHO BBIIIE, YEM Y 370POBBIX MOJIOABIX Myk4uH (1845 mer).
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B aToMm ke mccneqoBaHuu He OBLIO BBISIBICHO 3Ha‘II/IMI)I:IJ; I%éﬁﬁﬁ%%max QI:MJ;CE—TT {f BBIX

MOXKHWJIBIX MY>KYUH U 3JI0POBBIX MOKUJIBIX KEHUIUMH (> 65 net). B mporpamme KIMHUYECKOTO
M3YYEeHHsI KOPPEKLUs 103bl B 3aBUCUMOCTHU OT I10J1a YYaCTHUKOB He ocymiecTBisuiack. [Ipoduns
0€30MacHOCTH ¥ KOHIICHTPAITUH TIperapara B Iia3Me KPOBHU Y KESHIIUH U MY>KUYUH OBLITH CXO0KHMHU.
TakuMm oOpa3om, KOppeKIHs 103kl MTpernapaTa B 3aBUCUMOCTH OT I10J1a He TpedyeTcsl.

CTH

Jlo3bl mpemnapara, peKOMEHAyeMbIe K NMPUMEHEHUIO Yy JIeTell U MOAPOCTKOB, ONPEAEIIEHBI IO
pe3ynbTataM MOMYJISIUOHHOTO (apMaKOKMHETHYECKOr0 aHaiu3a OOBEAMHEHHBIX JaHHBIX
112 ngereit ¢ ocnaGiaeHHBIM MMMYHHTETOM B Bo3pacTe oT 2 a0 < 12 meT u 26 mOJgpOCTKOB ¢
oCJIa0JICHHBIM UMMYHHUTETOM B Bo3pacte oT 12 mo < 18 mer. B 3 nccnenoBaHusix mo OICHKE
(dhapMaKOKMHETHKH TpernapaTa y MalMeHTOB JASTCKOr0 BO3pacTa M3ydald MHOTOKPATHBIE O3B
BOpHKOHa307a 3, 4, 6, 7 1 8§ MI/KT TIpy BHYTPUBECHHOM BBEJICHUH 2 pa3a B CYyTKH U MHOTOKpaTHBIC
710361 (B (hopMe MOPOIIIKa JAJIsl IPUTOTOBJICHUS CYCIICH3UHU JJIS IPUeMa BHYTPb) 4 MI/KT, 6 MI/KT U
200 Mr mpu TepopalbHOM TpueMe 2 pa3a B CyTKd. Haceimarommue 10361 6 MI/KT Tpu
BHYTPHUBEHHOM BBEJCHHUH 2 pa3a B CYTKH Ha JIEHb | ¢ TOCIEAYIOMUM BBEJICHHEM 03Bl 4 MI/KT
BHYTPUBEHHO 2 pa3a B CyTKH M 7035l 300 Mr mpu mepopaabHOM IpueMe 2 pa3a B CyTKH B popMme
TaOJIETOK W3y4Yadd B OJHOM HCCJICIOBAHUU IO OICHKE (apMaKOKHHETUKH TMpernapara y
MOJIPOCTKOB. Y nieTeill oTMeuanach 0osiee BhIpa)XKCHHAss MEKUHIUBUIYyajdbHas BapuabeIbHOCTbD,
YEM Y B3pOCIIBIX.

IIpu cpaBHeHUM [aHHBIX O (hapMaKOKWHETHKE IIpernapara y JAeTeil M B3POCHBIX ObLIO
YCTaHOBJICHO, YTO MporHo3upyemoe obimee BozneicTue (AUC:) y aereii mocie B/B BBEICHUS
HaCBIIAIONIEH 103bI 9 MI/KT OBUIO COITOCTAaBUMO C BO3/IEHCTBUEM Y B3pOCIIBIX MIOCIIE B/B BBEACHUS
HacChIIIAoNIen 10361 6 MI/Kr. [IporHo3upyemslii cyMMapHBbIid ypOBEHb BO3ICHCTBHS Y JeTel ocie
B/B BBEJICHUS NOJAEPKUBAIOLINX 1103 4 U § MI/KT 2 pa3a B CyTKH ObLI COIOCTaBUM C TAKOBBIM Y
B3pOCJIBIX TIOCIIE B/B BBEJICHUS Ipernapara B 103aX 3 U 4 MI/KT 2 pa3a B CYTKH COOTBETCTBEHHO.
[Ipeanonaraemass oO0mias KOHLIEHTpalUMs BOPHMKOHA3oJla Yy JeTell INpu IpueMe BHYTpPb
HoJIepKUBatoIen 10361 9 MI/Kr (MakcuManbHO 350 Mr) 2 paza B CyTKH COIOCTaBUMA C TAKOBOU
y B3pOCIIBIX TIPU MIpUEME BOPUKOHA30ia BHYTPph B 103e 200 Mr 2 pa3a B cyTku. KoHueHTparus
BOPUKOHA30J1a MPH BHYTPUBEHHOM BBEACHUU B 03¢ 8 MI/KT B 2 pa3a BBIIIE, YeM IPH MpHEME
BHYTPb B 03¢ 9 MI/KT.

[Tonnep>kuBatoias 103a JUisl B/B BBEJIEHUS y JIETEH BBIIE, YEM Y B3POCIBIX, B CBSI3U C HATMUUEM
y nereil Gosee BBIpAKEHHOW CIIOCOOHOCTHM K AJIMMHUHAIMK TpernapaTta, o0ycJIOBICHHOH Ooiee
BBICOKMM COOTHOIIIEHHEM Macchl IleueHu K Macce Tena. OqHako OMOA0CTYIHOCTD Npenapara npu
nepopabHOM TIpUeMe y JAeTel ¢ MambabcopOuuell U O4YeHb HH3KOH OTHOCHTEIBLHO BO3pacTta
Maccoi Teja MOKET ObITh CHM)KEHA. B Takux ciydasix pekoMeHAyeTcsl BHyTPUBEHHOE BBE/ICHUE
BOPUKOHA30J1a.

VY OONBIIMHCTBA IMOJAPOCTKOB YpPOBEHb BO3ICHUCTBUS BOPHKOHA30JIa COOTBETCTBYET AITOMY
NIOKA3aTeNIo y B3pOCibIX MAllMEHTOB, MTOJyYaBIIMX Ipenapar Mo Takou ke cxeMe jeueHus. Tem
HE MEHEEe, OTMEYaJINCh MEHBIINE 3HAUEHUS YPOBHS BO3JCHCTBHS BOPMKOHA30J1a Y HEKOTOPBIX
NAllMEHTOB PaHHEro MOJPOCTKOBOTO BO3pacTa € HHU3KOM Maccoi Tesla MO CPAaBHEHHUIO CO
B3pOCIBIMH. BriosiHe BEepOSTHO, YTO Y 3TUX NAIIMEHTOB METa0O0IM3M BOPHKOHA30J1a 00Jiee CXOXK ¢
MEeTa0oaM3MOM y gAered, d4eM y B3pociblX. OCHOBBIBasACh Ha  MOMYJIALMOHHOM
(apMaKOKMHETUYECKOM aHalM3e, MOAPOCTKU B Bo3pacTe oT 12 mo 14 jer ¢ maccoil Tena MeHee
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paznen 4.2).

5.3. /laHHbIe TOKJIHMHUYECKOH 0€30MACHOCTH

TOKCHKOJIOTUYECKHE MCCICNOBAHUSI ¢ MHOTOKPATHBIM MPUMEHEHHEM BOPHUKOHA30JIa TOKA3aJIH,
YTO IMperapar OKa3bIBaeT TOKCHYECKOE BO3JICHCTBHE HA TIeueHb. [IpU3HaKku TenaToTOKCHYHOCTH
IMPOSBJIAIINCH Ipyu  KOHOCHTpALUAX IMpeliaparta B IUIa3MC KPOBH, COOTBCTCTBYHOIIUX
KOHIICHTPAIIUSM TIPU MPUMEHEHUHU B TEPAIEBTUYECKUX J103aX Yy JIFOJCH, YTO XapaKTEpHO W IS
JPYTUX MPOTHBOIPUOKOBBIX MPEMapaToB. Y KPbIC, MBIIIEH 1 cOOAK BOPUKOHA30JI TAKKE BHI3bIBAI
MUHHMaJIbHbIE U3MEHEHHS B HAAMOYCYHHUKAX. B pe3ynbprare craHAapTHBIX (apMaKoJIOTHUECKUX
WCCJICIOBAaHU 0€30MacCHOCTH, TeHOTOKCUYHOCTH WJIM KaHIIEPOT€HHOTO TOTEHIMana He OBLIOo
BBISIBJICHO 0COOBIX (haKTOPOB PHCKA JJIsI YEIOBEKA.

B wuccrnenoBanusX BIMSHHUS TpenapaTa Ha PENPONYKTUBHYIO (YHKIMIO BOPUKOHA30JI
IPOJEMOHCTPUPOBAT  HAJMYUE  TEepaToreHHoro  (MccieloBaHME  HA  Kpbicax) W
SMOPHUOTOKCHYECKOTO (MCCeIOBaHHE Ha KPOJMKAxX) IMOTEHIMala MPU CHCTEMHBIX YPOBHSIX
BO3/CICTBUS, COOTBETCTBYIOLIMX TAaKOBBIM IpU IPUMEHEHHWH IIpernapara y 4eJIoBeKa B
TepaneBTUYECKUX J03aX. B uccnenoBanuu mpe- U MOCTHATAIILHOTO Pa3BUTHUS Y KpBIC ITpH OoJiee
HU3KUX YPOBHSIX BO3ACWUCTBHUA, YEM NPU NPUMEHEHUU IIpenapaTa y JIIOAEH B TepaneBTHUECKUX
J103aX, BOPHKOHA30Jl YBEJIMYUBANT MPOAOKUTEIHHOCTh OEPEMEHHOCTH M POJOB M BBI3bIBAJ
[ATOJIOTUYECKUE POABI C MOCIEAYIOIEH CMEPTHIO CaMOK M CHI)KEHHEM IepHHATaIbHOU
BBDKMBAEMOCTH ITOTOMCTBA. BiusiHuE Ha pOibl, BEPOSATHO, OMIOCPEIOBAHO BUIOCTIEIU(PUUECKUMU
MEXaHW3MaMM, BKJIIOYas CHUXKEHUE YPOBHEH ACTpaauojia, MU COOTBETCTBYET BIUSHUIO,
OKa3bIBAEMOMY JIPYTMMH a30JbHBIMU IPOTHUBOTPHOKOBBIMHU Ipenaparamu. BopukoHazon mnpu
YPOBHSIX BO3JEHCTBHS, COOTBETCTBYIOIIUX YPOBHAM BO3ACUCTBHUS, HAOIIOAABIIUMCS MPH
NPUMEHEHUH IperapaTa y 4eJ0BeKa B TEpaleBTUYECKUX J103aX, HE OKa3bIBaJl HEOIAronpusATHOTO
BJIMSIHUS Ha PETPOIYKTUBHYIO (DYHKIIMIO CAMIIOB MJT CAMOK KpBIC.

6. PAPMAIIEBTUUYECKHUE CBOVICTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

Caxapo3za

KpemHuns TuOKCH T KOJTONTHBIN O€3BOIHBIN
Tutana Tuoxkcug

Kamenr xcanranoBas

Harpus uurpara quruapar

JIumonHas kuciora 0e3BoaHas

Hatpus 6enzoar

ApomatuzaTop aneabCUHOBBII

6.2. HecoBMecTHMOCTD

JlaHHBIA JIeKapCTBEHHBIH Mpenapar Hellb3si CMEIIMBATh C IPYTHMH JISKAPCTBEHHBIMH TIpENapaTamy,
3a UCKJIFOUEHUEM YIIOMSIHYTHIX B pazfene 6.6.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs)

2 rona.
49



COOTBETCTBYET ZKCNEPTHOMY OTUETY
P

ot 06.04 2026 N= 7016

(NMOCNEOOBATENEHOCTE 0012)

Cpok ronHocTH TOTOBOH cycnen3uu He Oonee 14 nueit mpu temneparype He Bbime 30 °C, He
XPaHUTh B XOJIOAUIBHUKE, HE 3aMOPaXKHUBATh.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NPH XPAHEHUH
Xpanuts npu remmneparype 2 — 8 °C.

VYcioBus XpaHeHUs MOCIIE€ MPUTOTOBIEHUS JIEKAPCTBEHHOTO Mpernapara cM. B pasuene 6.3.

@DI1aKoH CleayeT AepkKaTh MIOTHO 3aKPITHIM.

6.5. XapakTep u coaep:kaHue NEPBUYHONH YIIAKOBKH
[Topomok 1t MPUrOTOBIECHUS CYCIIEH3UU IS IPHEeMa BHYTpPb, 40 Mr/muL.

45 T nopoika Bo (JIaKOH U3 MOJUITHIIEHA BBICOKOM TIOTHOCTH 00beMoM 100 M1, YKyIOpeHHbIH
MOJIMTIPONIAJIEHOBOM KPBIIIKOW € MPOKJIAJAKON U3 MOJMATUICHA HU3KOW IUIOTHOCTH C 3aIUTON OT
JETEW U C KOHTPOJIEM IIEPBOTO BCKPBITHSL.

1 ¢rnakon co mmpuiemM Ha 5 MII, aganTepoM, MEPHOU YaIIKoil Ha 23 MJI U JIMCTKOM-BKJIa IbIILIEM
IIOMEUIAIOT B KAPTOHHYIO MAuKy.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHUHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde NpPHMEHEeHUs
JIEKAPCTBEHHOI'0 NMpenapara u Apyrue MaHUMYJIALIMHU ¢ PenapaTomM

Yxazanua no npucomosnenuro cycnenzuu

1. AKKypaTHO BCTpAXHUTE (JIAKOH C TIOPOIIKOM, 3aT€M BCKPOUTE €ro.

2. Crenyer 106aBuTh Bcero 46 Mi1 BOJBI: OTMEPHTE 23 MJI BOZBI C TOMOIIIBIO MEPHOM Yalllku
(3amoTHUTH YamKy 10 pucku). JJo6aBeTe Bomy BoO ¢iakoH. C MOMOIIBIO TOW XK€ MEPHOM YalllKu
oTMephTe eme 23 mit Boabl. J[00aBbTe 3TO KOTHYECTBO BO (hJIAKOH.

3. 3akpoiiTe (IaKOH ¥ SHEPTUIHO BCTPSXUBANUTE B TeUCHUE | MUHYTHI.

4. CHuMHTE KPBIIIKY C 3aIIUTON OT eTeil. BetaBbTe afganTtep B TOpIbIIKO (IakoHa.

5. [Ipukpernure KpbIIIKY 0OpaTHO.

6. 3anuuuTe Ha 3TUKETKE JaTy OKOHYaHMsI CPOKA T'OAHOCTH CYCIIEH3MH (CPOK T'OJHOCTH

rOTOBOM cycrnieH3uH 14 nHel).

[Tocne pa3BeaeHust 00beM CYCIIEH3UH COCTABIISIET 75 MII, YTO AaeT MOJIe3HbIH 00beM 70 MII.

HHcmpyKL;uu no UCNnoOJb306AHUIO CYCNEH3UU.

[Tepen xaxapiM ynorpedieHreM (hJIakoH ¢ CyCrieH3ue HeoOX0MMO BCTPSIXUBATh B TeueHue 10
cekyHZ. ['OTOByI0 cycmeH3ui0 HEOOXOIMMO TPUMEHSTh, MCIOJIB3YSl MEPHBIH IINpHIIL,
MIPEJCTABICHHBIN B KaXKJI0M YITaKOBKE.

J1st 1ONOMHUTENBHOM HHpOPMALIUK 00 MHCTPYKIMH MO UCHIOIB30BAHUIO CM. JIUCTOK-BKIIAIBIIIL.
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7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHMUSA
Coenunennsble llITaTtel AMepukn

[aiizep Unk.

66 Xancon Bymnbap Uct, Heio-Hopk, mrat Hero-Hopx 10001-2192, CIIIA.
Ten.: +1 (212) 733-23-23

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

7.1. [IpencraBuTeib AepKaTessi PeriCTPAIMOHHOIO Y0CTOBEPEHUs

IIperen3uun norpedbuTeiell HANPABIATS I10 AJIPECY:

Poccuiickas ®@enepanus (a Taxxe 1451 Kpiproizckoii Pecry0nkm)

00O «Ildaitzep MaHOBaIIUN»

Anpec: 123112, r. Mocksa, [Ipecuenckas Ha6., a. 10, BL] «bamns na Habepexuoit» (brmok C)
Temn.: +7 (495) 287-50-00

®daxc: +7 (495) 287-53-00

On.moura: Russia@pfizer.com

Pecnyosiuka Kazaxcran

Ounuan komnanuu Pfizer Export B.V. (Ildaiizep Oxcnopt bu.Bu.) B Pecnyonuke Kazaxcran
Anpec: 050000, r. AnmaTel, Meneyckuii paiios, ip. H. Hazap6aega, n. 100/4

Ten.: +7 (727) 250 09 16

@axc: +7 (727) 250 42 09

On.noura: PfizerKazakhstan@pfizer.com

8. HOMEP PETUCTPAIIMIOHHOT'O YIOCTOBEPEHHUS
JITI-Ne(003272)-(PT-RU)

9. IATA NMEPBUYHOM PETMCTPAIIMHA (IIOJATBEPXKJEHHSI PETMCTPAIIUN,
INEPEPETUCTPAIIN)

Jlara nepBuuHo# peructpanuu: 26.09.2023

10. JATA IEPECMOTPA TEKCTA

OOmast xapakTepUCTHKa JIGKApCTBEHHOTO mpemnapara Budenn nocrynHa Ha MHPOPMALMOHHOM
nopraiie EBpa3suiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHHUKAIIMOHHON CETH
«MuTepueT» https://eec.eacunion.org.
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