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OBIHAS XAPAKTEPUCTHEKA JIEKAPCTBEHHOTO TIPEITAPATA

1. HAUMEHOBAHHWE JEKAPCTBEHHOT O IIPEITAPATA
Budenn, 200 mr, srrodunmmsar Ui TPHIOTOBNIEHNS pacTBopa A HH(y3Hii

2. KAYECTBEHHBINA U KOJUUYECTBEHHLIN COCTAB

Heiicmeyiouee getecmao; BOPHKOHAZON
B xaxxmom (praxoHe comepKuTes BopHKonazona 200 mr.

[Mocne pactsopenus mnpenapara B 1 mu pacrtsopa couepiurest 10 Mr Bopukonasona. [locne
PacTBOPEHHA nepes BBeneHreM TpeGyeTces NOONTHUTENLHOE Pa3BeeHHe.

Benoatozamenvruie gewecmea, HaAu4Ue KOMOPLIX HAOO YHUMbBIGHNL 6 COCMARE ACKAPCMBEHHOZO
npenapama.
Harpueras cons cynp(pobyrunosoro adupa f-urknonexctpuna 3200 Mr.

TToNHELA CIIHCOK BCIIOMOTATENLHBIX BEILECTR MpHBEEH B paznene 6.1,
3. JEKAPCTBEHHASI ®OPMA

JIodunuzat Ansg NPUTOTORAEHHS PACTROPA 4718 HH{y3HH.

JInodhrmi3upoRaHHEbIH MOPOUIOK UK JMOpHNH3HPOBAHHAs Macca OesIoro LBeTa.

4, KIIMHUYMECKHE JAHIDLIE
4,1. IloxazaHHus K NPHMCHEIHIO

Budenn — 2T0 NpOTHROIPHOKOBBIH npenapaT W3 Tpynnbl TpHAazojoB, KOTOpeH obnazaer
IIHPOKHUM CHEKTPOM NEHCTBHS W IPHMEHSETCA Y BIPOCHBIX M JeTeH B BOzpacre OT 2 JIET H
CTapLIE IO IIPHBEAEHHBIM HUKE TOKA3aHUIM:

o JleueHHe HHBAZHBHOIO ACIIePrHIAEsa.

e JleueHue kaHAHAEMHH Y TalHeHTOR €3 HelTponeHMH.

o Jlewenue ycTOHYHBBIX K (UIYKOHA30TY CEPLE3HLIX MHBAZHBHBIX HH(EKUHA, BRI3BAHHBIX
rpubamu pona Candida (8 Tom uucne C. krusei).

¢ JleueHne TDKENBIX TPUOKOBBIX MH(exumil, BeIzBaHHBIX pubamu poda Scedosporium u
pona Fusarium.

» Bu}penn cnenyeT NpHMEHSTEH IVIaBHBIM 00pa3’oM Y NAUUEHTOB ¢ NPOTPECCHPYIOUINMY U
IOTEeHUHATLHO YTPOKATOUIUMH SKHIHH HHPEKLIMSIMU.

e [IpoduakTHKa HMHBA3HBHBIX TpHOKOBBIX HH(EKUHH Yy NaUHEHTOB, KOTOpbIM Obina
BBITOIHEHA AJUIOTEHHAS TPAHCIINAHTALMS IEMOTIOITHYECKHK CTBONMOBEIX KieTok (T CK),
H ¥ KOTOPBIX UMEETCS BBICOKHI PHCK PA3BUTHA 3THX HH(EKLIMI.
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4.2. PeoxyM I031POBAHHS N crocol npiMeHenst

PexxnM pHo3HpoBaHus

[Tpu HeoOXONHMOCTH 1O HAa4aja M BO BPEMs TEPANHK BOPHMKOHA30AOM CIEAYCT BBIABIATL H
KOppPEKTHPOBATh  TAKHE HApYIIEHHA 3EKTPOJMTHOrO OOMEHa, KaKk THIIOKATUEMHA,
rUIIOMarHHeMHusl H MHIIOKaNnLIueMus (eM. paznen 4.4).

Tepanus
Bspocavie nayuennnt

Tepanuio cnefyeT HAYHHATE C BHYTPHBEHHOTOG BBEACHHS HIIH T[EPOPATBHOrO TNPHEMA
YCTAHOBIEHHOH Harpy3ouHoi no3ei mpenapata Budena st AOCTHKCHHS KOHLEHTPALMH
Mpenapara B [JasMe KpoBd Ha JieHb 1, 6nu3xol K paBHOBeCHON KOHUEHTPALMH. YuHTHIBas
BHICOKYIO OMONOCTYNHOCTL Ipemapara [pH rnpueMe BHYTph (96 %; oM. paszzen 5.2), npw
HANMHYMY  KAMHHYECKHX TIOKa3aHui MOMKHMO MeHsATh crocod NpHUMEHEeHMs rperiapaTa ¢
BHYTPHBEHHOTO HA NepopaibHBIH 1 HA000pOoT.

MoapoGHbIe peKOMEHIAIIHH 110 JO3HPOBAHHIO MPENapaTa pHBeLeHb! B ciieayiouet Tabnuue.

Buyrpuseuno Ilepopadnioe npumMenenie
[TauuenTtsr ¢ Maccoit | [TauMeHTsl ¢ Maccoil
tena 40 kr Tena MeHee 40 kr*
i 6onee*
Pesxnm 6 Mr/xr kaxusie | 400 mr kaxkaele | 200 mr KAKABIE
Hacermaromet pospr | 12 yacon 12 vacos 12 qacon

(nepebie 24 yaca)

Mopnepsxusaromast | 4 Mr/kr aea pasa B | 200mr asa pasa B | 100mr jasa paza B

noza (depes 24 yaca | CYTKH CYTKH CYTKH
nocJae Havyaja
JIeHeHHs)

* OTHOCHTCH TAKKE K TALUEHTaM B Bo3pacTe oT 15 neT u crapuie.

Ipodonicumenvrocp mepanu
JHTENLHOCTE Teparnuy A0MKHA OBITh MaKCHMMaJIbHO KOPOTKOH € YUeTOM KJIIMHHYECKOro H
MHKOJIOTHUECKOIO OTBETa y NauueHToB. [IpH ROArocpouHoM fIpUMEHEHHH BOPHKOHa3ona (B
teuenne Gonee 180 auelt, wnn 6 Mecsauen) TpebGyeTes TUATENBHAS OUEHKA COOTHOLIEHHS TOJIB3bI
u pucka (cM. pasnensi 4.4 u 5.1).

Kopperyus 003wl {V 83p0CA6IX)
[Tpy HemepeHOCHMOCTH NAIMEHTaMH TIpenapara B 03¢ 4 Mr/Kr BHYTPHBEHHO [Ba pa3za B CYTKH
03y clieayeT YMEHBLIMTE 0 3 MI/KT ABa pa3a B CYTKH.

B cnyuae HEROCTATOYHOrO OTBETA HA TEPANIMIO IEPOpanbHas NOANEPMKHBAIOLIAS [03a MOYKET
Beith yBenmpuena no 300 Mr asa pasa B cyTku. Jns mauueHTOB ¢ Maccoit tena MeHee 40 xr
repopaspHas K03a MoxeT ObITh yBennuera no 150 Mr aBa pasa B CYTKH.

B crnyuae HenepeHOCHMOCTH BBICOKHX JI03 NEPOPATBHYIO J03Y IOCTENEHHO CHHKAIOT C LIArOM
50 Mr 10 nocTHXKEHHS noanepkusatoiiell no3n1 200 Mr ABa pasa B CyTKH (Y NAIMEHTOB ¢ MAcCoi
tena Menee 40 kr — 100 mMr asa paza B CyTKH).

PekoMeHJauY 0 NIPpUMCHCHHIO TpefapaTta B npodmnalc"m YECKHX HETAX IIPHUBCIEHE] HHIXE,

(2.
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meaa (om 12 0o 14 nem ¢ maccoit mena < 50 xe)

Boprronaszon cienyer Ha3HawdaTk B TAKHX )K€ J03aX, KaK M y AeTell, [MOCKOIBKY ¥ MTOAPOCTKOB
MIAAIIErO BO3pacTa MeTaboaM3M BOPHKOHA301a Oonee cXoim ¢ MeTaboNMu3MOM y JeTel, ueM y
B3POCHEIX.

PGKOMGHIE}/CTCSI CIeayroasl CXxemMa IpueMa nperapara:

Buayrpuseuito ITepopasannoe npuMerenne
Pexxim Hacslaroweii | 9 Mr/kr kaxasie 12 vacos He pexomenayercs
H03bI
(nepsnbie 24 yaca)
Hoanep:xusaromast 1034 OMr/kr aBa pasa B CYTKH
(wepes 24 wuaca nocne | 8§ MIVKI ABA paza B CYTKH (MakcumanbHas  gosza 350 mr
Havaga Jedens) JIBa pasa B CYTKH)

[Tpumeuanue. [lo pedynpTaTamM ONYJISUHOHHOTG (DAPMAKOKHHETHUECKOTO aHalM3a MNaHHBIX
112netelt ¢ ocnabreHHbIM UMMYHUTETOM B BO3pacTe OT 2 10 < 12 neT ¥ 26 MoApoCTKOE ¢
ocnabeHHBIM HMMYHHTETOM B BO3pacTe ot 12 no < 17 ner.

Pexomenjyercs HauMHATE TEPANMIO C BHYTPHBEHHOIO BBEIEHHS IpEraparta; BO3MOKHOCTL
NEPOPANIBHOIO NpHEMa CIENYET PACCMATPUBATEL TOJNBKO MOCHE 3HAYUTENRHOrO KAHHHUECKOro
yiyuinenns. CnefgyeT OTMETHTDL, YTO YPOBHH BO3AEHCTBHS BOPHKOHA307a MPH BHYTPHBEHHOM
BBEJIEHMH NIpenapara B o3¢ § MI/Kr npibIu3MTeNLHO B ABA pa3a BLILLE, MEM TIPH [epopaibioM
npueme B 103e 9 Mr/kr.

Hpyeue epynnvt nodpocmicoe (om 12 6o 14 nem u ¢ yaccoii meaa = 30r2; om 15 do 17 rem
HE3AGUCUMO OM MACChl meia)
Bopukonazon HazHaualoT B 038X, AHAIOMYHBIX 203aM T B3POCTILIX.

Koppexuusa nosnt (v pereit {or 2 no <12 net] W NOAPOCTKOB MJIAJIIErO BO3PACTA C HHU3KOM
Maccoii tena [or 12 jio 14 net ¢ Maccoli Tena < 50 kr])

[Ipy HenOCTATOYHOM OTBETE MALMEHTA Ha TEPANHIO 10323 /IS BHYTPUBEHHOIO BBEACHHA MOMKET
ObITh yBeNH4eHa ¢ waroM | mr/kr. ITpu HenepeHOCHMOCTH MALMEHTOM TEPANMH 03y AN
BHYTPHBEHHOI'O BBE/ICHHS CICAYET YMEHBLUIATE ¢ 11AroM 1 MI7/xT,

[Ipumenenne npenapata y mereil B pospacte ot 2 10 < 12 €T ¢ NMeYeHOUHOR WM NOUYEYHOI
HEJOCTATOYHOCTBIO HE H3y4anoch (cM. pasznenst 4.8 u 5.2).

[IpodunaxTiyeckoe NpUMEHEHHE Y BIPOCABIX H AETEN

C uenbl0 npOQMIAKTHKH JICUCHHE PEKOMEHAYETCS HAYHHATL B JeHb [POBEACHHS
TPAHCIUIAHTAUMH M MOXeT nponosnkatees no 100 aneif. JnurensHocTs 0pohHIaKTHYECKOTO
NPUMEHEHHSA AOMKHA ObITh KAK MOXKHO Oojiee KOpOTKOH M noubupaThesa Ha OCHOBE OUEHIH
pucka pasBHTHS HHBasHBHON rpnbropoil uudexumn (MI'M), onpemensemoro mo HaaMuuio
HEUTPONICHUH WiM HMMyHOcynpeccud. JleweHHe MoeT mpomokarhes He Gonee 180 mmeit
MOCNE TPAHCIJIGHTALIHU B Cjly4ae MPOJOIKHTENBHOH HMMYHOIENPECCHH HIM  PEaKiHH
«TpaHcImanTat npotus xossuHa» (PTIIX) (em. paspen 5.1).

Josupopka

B coorBercTByIOmuUX BO3PACTHEIX TIPYNNAX PEKOMEHAOBAHHBII PEXUM JOINPOBAHMS IIPH
NPOQHIAKTHYECKOM NPHMEHEHUH [penaparta sBAsSeTCs TaKiM JKe, Kak W NpH MPUMEHEHUH C
uenbto Jtedenus. Mudopmanmsa o pexumax N03WpPOBAHHS [pH NEYEHHH TNPeJoOCTaBleHa B
TabaHuax BhILIE.

L¥F)
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JIUTEIEHOCTE PO (QHIAKTHYECKOrQ IPHMEHEH WS

B XIHHUYECKHX HCCAENOBAHIIX 0e30MacHOCTh U 3QEXTUBHOCTE IIPHMEHECHHA BOPUKOHA30/14 B
teuenne Gonee 180 nreit Oplna H3yveHa HEAOCTATOUHO.

[Ipi IIHTENLHOCTH TPOQHWIAKTHYECKOTO MpHMEHEHHs BopukoHazoina Ooaee 180  anei

(6 Mecsiien) TpeGyeTcs TIIATENbHAS OlEHKA COOTHOILIEHHS NOMB3EI H PHCKA (CM. pasjensl 4.4
5.1).

Hipkec ieayIonye HHCTPYKIMK IPHMEHHMbL KAK Jiist TSPy, TAK H JUlst TPOQUIaKTHKH
Koppexyus 003bi

[lpy NpUMEHEHHH C LENBIO NPOHIAKTHKH HE PEKOMEH/YETCA KOPPEKTHPOBATE 03kl B CiyHvac
HEI0CTATOUHOM >QPEKTHBHOCTH TIPEenapaTa MK MOSBICHUS CBA3aHHBIN ¢ HHM HEWENATENBHBIX
peakiiil. TIpH BOSHHKHOBEHHH CBA3AHHLIX C TPUMEHEHHEM JaHHOIO MIpenapaTa HeXKeNaTeNbHBIX
peakiiuil 1enecoofpa3Ho OTMEHHTH BOPHKOHA30JM M PACcCMOTPETh BO3MOMNHOCTE NPHMEHEHHS
aNbTEPHATHBHOTO NPOTHBOTPHOKOBOrO IIpenapata (cM. pasnens: 4.4 u 4.8).

Kopperuust 003v1 npu COGMECHINOM RPUMENEHUY ¢ OPV2UMI IIPCRapaInau

Pudabytnn wid  (EHHTOMH MOXHO IPHMEHATL COBMECTHO € BOPHKOHA3O0JOM. €C/N
TOJUIEPIKHBAIOIAS [I03A TIOCNENHEr0 YBeHeHa JIo 5 MI/KT BHYTPHBEHHO /1BA pa3a B CYTKH {Cm.
pasyesnst 4.4 u 4.5).

DiaBupens MOXKHO TNPHMEHITH COBMECTHO € BOPHKOHA3Z0JIOM, €CNH ITOANCPKMBAOILAs 034
BOpHKOHAz0MA yEenndena 1o 400 mr xaxanie 12 yacos u go03a ahaBUpeH3a yMeHbuIeHa na 50 %,
T.e. o 300 Mr onuH pa3z B cyTku. llocne apexkpauieHust Tepanuyd BOPHKOHA30IO0M CJIILAYET
BO30OHOBHTE fpHeM 3(aBupensa B HauaNbHOoH n03e (oM. pasaens! 4.4 1 4.5).

Ocolple rpynnIe! NALNUEHTOB

Hooicunwle nayuenno
Koppekuus 70361 Y IOXKHIBIX natyenTos ne tpebyeres (eM. paznen 5.2),

Hapvuenue chynryuu novex

V Nal#eHTOR C YMEPSHHBIM HIIH TSHKEIBIM HapylIleHueM QYHKIHHE nouek (KIHPpeHe KpeaTHHUIHA
< 50 Mi/MHH) HAOMIOAAETCS HAKOMJIEHHE BCIIOMOTATENILHOIO BEIIECTBA JISKapCTBREHHON (opMbl
IS BUYTPUBEHHOrO BBEAGHHS — HaTpuesas conb  cyhb(obyTtunosoroe a(Qupa [
upknogexctpuna (SBECD). TakuM mauuedTam BOPHKOHA30M CAAYET HazHa4aTh MEPOPanbHo,
33 HCKJIIOYEHHEM TeX CIy4aeB, KOTAa COOTHOLUGHHE PHCKA M [MOIB3BI ONPaBIbIBAET Ero
BHYTPHBEHHOE BBEleHNe. Y 3THX NAanHeHTOB HeoOXOANMO TIIATEIEHO KOHTPOIHPOBATE YPOBEHD
KPEeaTHHHHA B CHIBOPOTKE KPOBH, 4 B CJIyuyae €ro [OBBILIEHUSI CIEAYET paccMOTPeTh
BO3MOKHOCTE MEPEX0a K NEPOPanbHOMY MPHENMY BOPHKOHA30/a (eM. pasjen 3.2).

BopukoHazon BBIBOAHTCS Npu remoiuanze ¢ knupedcom 121 my/mud. Ceanc remoauanisa
TIPOONIKUTENBHOCTRIO 4 Maca He NPHUBOAMT K BRIBEIEHHIO 3HAUHTEIbHON 4acTH BOPHKOHA30A,
uTO H30aBIAET OT HEOOXOAMMOCTH KOPPEKLINH JO3LL.

BecnomoraTensHoe BeIIECTBO JeKapcTBeHHOM (POpMBI st BHYTpUBeHHOro epeacHus SBECD
BBIBOJIMTCS TIPH TEMOHANH3E C KIHPEHCOM 55 MJ/MUH.

Hapyutenue ghvurxyuu nevenu _

Y MalUKEeHTOB ¢ HUPPO30M MeueHH Jerkoi M yMepenHOH cTerneHu TaxecTH (knacc A w B no
kinaccHpuranny Yaknma-[1er0) pekoMEHOYeTCs HCMONL30BATL CTAHJAPTHYIO HACBILIAIOLLYIO
103y BOPHKOHA30JIa, HO YMEHBIIATE [IOISPKHBAIOLIYIO NO3Y BAROE (CM. paznen 5.2).
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BOpHKOHA307 HE H3yHaJICH Y MalHeHTOR C THKE
no xnaccupuranun Yafnna-I1s10).

Mmerorest orpaHHyernble nanuele 1o 6esonacHocT Budenna y nmaudeHToB ¢ OTKAOHSHHEM OT
HOPMBI BUOXUMHYECKHX nokasatenei (hyHKUMH NEYeHH (ypoBHAMH
acrnapraramunotpanchepasst (ACT), ananunanuunotpancdepasel (AJIT), mwenounoii Gocdarazpl
(Uid) umu obmero CwmnpyOrna Oonee ueM B 5 pa3 MNMpEeBOCXOMNSIUINMM BEPXHIOW TPaHMILY
HOPMBI).

[TprMeHeHHe BOPHUKOHA30MA COTIPOBONIAANOCH MOBBIIEHHEM OHOXHMHUECKHN [MOKazaTenei
(YHKUMH TEYeHH WM KIMHHYECKHMH NPH3HAKAMH TMOPDKEHHA NEYESHH, HATIPHMED WKEATYXOH.
Benencteue 3Toro GONBHBIM ¢ TSDKENBIM HapylleHHeM (ByHKUHH M1e4eHH BOPUKOHA30M CICAyeT
Ha3Ha9YaTh TOJNBKO B TEX CAyYasx, KOTHAa OYKHIAeMas IoJb3a TIPEBBIAET BO3MONKHLIA pHCK. 3a
NAUMEHTAME ¢ THKEIBIM HapyLUEHHEM (DYHKUIHU MeueHu CNeAyeT OCYLUECTBILATH TIIATeNbHOe
HabIIONEH e C LIENTBIO BRIABNICHHS IPH3HAKOB TOKCHYHOCTH npernapata (cM. pasznen 4.8).

ETH

Besonacrocts ¥ agdexTuBHOCTs Budenna y reteil Mianie 2 aeT He yctanosnena. Mveronmecs
JIaHHBIE TIPUBOJIATCS B pasaenax 4.8 ¢ 5.1, #o BBIHECTH 110 HHM PEKOMEHIAIHH IO A03HPOBAHUIO
HEBO3MOIKHO,

Criocod npuMeHenns

[Tepen BuyTpuBeHHOM wuH(y3ueid Buenn caegyer pacTBOPHTH M 34aTE€M HOMNOJHHTENLHO
pazeect (e, paszen 6.6). [Ipenapar He npeanazxaven a1 00AIOCHOIO BRENEHHS.

Budenn pekoMeHIyeTCs BBOOUTL CO CKOPOCTELIO He Oonee 3 MI/Kr B yac B TeueHue 1-3 uacos.

4.3. Ilporusonoxazanus

[ HIepyyBCTBUTENLHOCTE K ACHCTBYIOUEMY BEUIECTBY MilH K /moboMy W3 BCAOMOTATEIbHBIX
BEIIECTR, MEPEUHCICHHEIM B Toapasaene 6.1.

Coemecrroe rnpumenenne ¢  cyberpatamu  CYP3A4,  rtepdenanvHoM, acTeMH30JIOM,
UM3anpHAOM, MHMO3MAOM, XMHUAMHOM WAH  HMBAOpajHHOM, I[OCKONBKY  YBEIHYEHHBIE
KOHLEHTPALlMK 3THX JIEKAPCTBEHHBIX CPEACTB B NAA3Me KPOBH MOIYT MPHBECTH K YUIAHHEHHIO
uatepsana QTc ¥ B peaxux ciayyaaXx K BO3HMKHOBEHHIO JKEAYHLOUKOBOH TaxMKapAHW THMA
«mupyaT» (torsades de pointes) (cM. paznen 4.5).

CosmecTHoe npHMeHeHHe ¢ pudaMmHIKHOM, xapbamasenuuom, (enobapbutanom
npenapatamMu 3sepobos MPOABIPSRICHHOTO, MOCKOABKY 3TH NEKAPCTBEHHBIE CPEACTBA MOryT
CYLIECTBEHHO YMEHBUIHTE KOHIIEHTPALMI BOPHKOHA30Ma B ITa3Me KpoBH (eM. pasaen 4.5).

CoBMeECTHOE NPUMEHEHHE CTAHBAPTHBIX 103 BOPHKOHAa30na ¢ adasupeHzom B pozax 400 mr
OJWH pa3 B CYTKHM WJH BLILIE MPOTHROMNOKAZAHO, MOCKOJILKY d()aBUpEH3 3HAUHTENLHO CHIDKAET
KOHIEHTPALHH BOPHKOHA30/1a B IUIAa3ME KPOBHU 3JIOPOBBIX UCHBITYEMBIX MPH Takux J0O3ax.
BopHKOHA301 TalOKe CYHISCTBEHHO [TOBBIIAET KOHIEHTPAMH 3PaBHPEH3a B [1a3Me KPOBH (CM.
paznen 4.5; undopmaunio o Gonee HU3KHUX 103aX CM. B paszene 4.4).

COBMECTHOE TIPMMEHEHHE C BRICOKMMU 103aMK puTonasupa (400 mr u Gonee aBa pasa B cyTxH),
HOCKOIBKY PHTOHABHD B 3TOH A03€ 3HAYHTENBHO YMEHDBIIAET KOHLEHTPALMH BOPHKOHA30MA B

h
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I1a3Me KPOBH Y 3MOPOBBIX HCIIBITYEMBIX {(CM. paszeln 41fhJ;;ﬂ:(ho:]ﬂzatilng&@-ﬁgﬂeqﬂglcm- HO3aX
cM. B pasnene 4.4).

CoBMeCTHOE TpPHMEHEHHE ¢ ANKATOMOAMH CIIOPLIHBH (3PrOTaMHHOM, JHTHAPO3ProTaMHHOM),
apnsomuMica cybctpatamu uutoxpoma CYP3A4, NOCKoNbKY MOBBILICHHE KOHUEHTPAUWH 3THX
HPENaparos B [11a3Me KPOBH MOYKET MPHBECTH K 3proTusMy {cM. pasnea 4.5).

CoBMECTHOE NPHUMEHEHHE C CHPOJIMMYCOM, TOCKOJIBKY BOPHKOHA30d MOXET 3HAYMTENBHO
MOBBLIATE KOHIIEHTPAIIHM CHPOJIMMYCa B 1iiazMe kporw (cM. pazaesn 4.5).

CoBMECTHOE NPHMEHEHHE BOPHKOHA3Z0JIA ¢ HAIOKCETONIOM, sipisioumncs cyberpatom CYP3A4,
MOCKONBKY TNOBBILUEHHAS KOHUEHTPAILMS HAUIOKCEroid B IjasMe KPOBH MOMXKET YCKOPHTH
CUMIITOMEI OTMEHBI ONMHOKHAOB (cM. pazaen 4.5).

CoBMecTHOE TMpPHMEHEHUE BOPHKOHA30JA ¢ TOJBANTAHOM. ITOCKOMLKY CHIBHBIE HHIHOHTOPDI
CYP3A4, taxye Xak BOPUKOHA30J, 3HAUHTEIRHO NOBBHIAIOT KOHLEHTPALHIO TOJBANTaHa B
nnazMme Kposu (cM. pazaen 4.5).

CoBMecTHOE MPHMEHEHNE BOPHKOHA30Ma C  JYPa3sHAOHOM, [IOCKONLKY — 3HAYHTENBHOE
TIOBBILUEHHE YPOBHS BO3JIEHCTBHS JIYPa3HIOHA MOMKET NPHBECTH K CEPLE3HBIM HEKENATENBHBIM
peaxtsiM (eM. pasjaen 4.5).

CoBmecTHOE NpHMEHCHKE ¢ BECHETOKIAKCOM B Havale 11 BO BpeMst noaﬁopa HJ03b1 BEHCTOKIAKCE,
IOCKONLKY BODPHKOHA30JI BEPOATHO 3HAYUTENBHO NOBBIUIACT KOHICHTPAaLHED BEHETOKIIAKCa B
NIasmMe KPOBH W MOBLIIACT PHCK PasdBUTHA CHHIAPOMA JIN3HCA OIIYXOIH (CM. pasacn 45)

4.4, Ocolbie yiazaHHsI H MePbl MPeI0CTOPOIKIOCTH NPH NPHMCHEHHH

[unepyuyBCTBUTENLHOCTE
Budenn crnemyeT ¢ ocTOPOIKHOCTBIO HazHAYaTh ITallAEHTAM C THIIEPUYBCTBHTEIBHOCTBIO K
Apyrum asonaM (oM. taioke pasnel 4.8).

IpoJonKHTENLHOCTE TePATHHT
JMATEeNBHOCTE NeUSHUS JISKAPCTBEHHBIMU (DOPMAMU [UIsI BHYTPHBEHHOTO BBEAEHMA HE JOKHA
IpPEeBBIATE 6 Mecsies {CM. pasnern 5.3).

CepreuHo-coCYHUCTRIC HAPYIIEHS!

IlpuMenenne BOPHKOHA30MA CONPOBOMAANOCH yanuHennem Hutepsana QTc. Coobuwanocs o
PEIKHX CINy4YasX Pa3sBHTHS WKeNYNOUKOBOH TaxukapAHH THia «nupyaT» (forsades de pointes)
fIpH NIpHEME BOPHKOHA30/A ¥y MALHEHTOB ¢ (PAKTOpaMH PHCKA, TAKUMH KAK KapIHOTOKCHUYECKAs
XHMHOTEpANUsd B aHAMHE3€, KapJHOMHOMATHA, TMNOKaNHeMHs M CONYTCTBYIOLIAs Tepanus
npernapaTamMi, KOTOPLIE MOTJH  CHOCODCTBOBATE  PA3BHTHIO  JAHHOTO  OCHOMNCHEHMS.
Bopuxonazon cieyeT ¢ OCTOPOXKHOCTBIO HA3HAYATL [ALMEHTAM C YKA3aHHBIMH HHXE
NOTEHLUHATBHO NPOAPHTMHUYECKHME COCTOSIHUSAMH.

° Bpoxnennoe unu npuobperennoe yanuHenne nutepnana QTc.

° Kapmuomuonarus, B 0co0EHHOCTH MPH HAHUKH CEPASUHON HEOCTATOUHOCTH.

J CunycoBast Spamixapans.

J CyILecTBYIOMNE apHTMHH ¢ KITHHIYECKHMHI CHMITTOMaMH.

® CoBmecTHOE NPUMEHEHHE JIEKAPCTBEHHEIX NPENapaToB ¢ YCTAHOBNEHHOH CHOCOGHOCTHIO
yanuaeate uHTepBan QTc. [lpu HeobxoaumocTu 0 Hadaia M BO BpeMsi Tepariu
BOPHKOHA30JIOM CIEYET BbIABIATE H KOPPEKTHPOBATE TAKHE HAPYILIEHHS 2NEKTPOJHTHOTO
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COOTBETCTBYET SKCMEPTHOMY OTUETY

IIPOBENCHO HCCNENOBAHHE € YYACTHEM 3J0PUBEBIX ,uquuuunbucn, B ROTOPOM OICHABAMT
BIHSIHHE HA JUTHTENBHOCTE HHTepBaa QTc oxHOKpaTHBIX 03 BOPHKOHA30MA BIUIOTE 10
03, B 4 pa3za IpPeBBIUAIONIMX CTAHJAPTHBIE CYTOUYHblE NO3bl. Cydaes YIUIMHEHHS
WHTEPBAIa BRIIIE MOTEHIMANBHO KIMHUYECKH 3HAMHMOrO 1oporosoro sHaveHns 500 mcex
BEISIBNEHO He Ovu10 (cM. paszen 5.1).

Peaxuii Ha HHQYIHIO

[Ipy npuMeHEeHMM JAeKapCTBEHHON (DOPMBI BOPHKOHA30NA NN BHYTPHBEHHOIO BBENEHUA
HaGMIO/IUTHCh peakluy Ha HH(Y3HIO, FAaBHBIM obpasonm npuausel ¥ TowwHoTa. C yueTom
CTENEHH TIKECTH CHMIITOMOB CJIEYET PACCMOTPETh BOIMONKHOCTE MPEKPALEHHs TEUeHHs (CM.
pasnen 4.8).

[enaroTOKCHIHOCTE

B KIMHAYECKHMX HCCHASAOBAHUIX [IpH JIEUEHHM BOPUKOHA307OM HAOMIOJANNCE ClyuaH
CEpPBE3HBIX Peakiii cO CTOPOHB! NeUeHH (BKIIOUast FeNnaTaT ¢ KIMHHYECKHMH TIPOSBIICHHIMHU,
XonecTas  PyIbMHHAHTHYHO TIEHEHOUHYI) HENOCTATOHHOCTE, B TOM YHCHE CO CMEPTEILHBIM
uexonoM). Peaxuum co CTOpOHBI NeyeHM HaOmIOJanuch B OCHOBHOM ¥ TALMEHTOB ¢
cepbe3libIMU OCHOBHBIME 3abonesanusmMy (rnasupiM obpazoM remobnacrosamiu). [pexonsuye
PEAKilMK CO CTOPOHB! MEYEeHH, BKIIOUAS TeNaTHT W IKEITYXY, HaOIIoNanuch y NMalueHToB, He
MMEIOUIMX  JIPYTHX  BBIABACHHRIX  (paktopo  prucka.  (DyHKIMS  neueHH  00BIYHO
BOCCTAHABIHBAACK TTOCTE NPEKPALISHUS Tepanuy (cM. pasnen 4.8).

MOHHTOPHHT ()YHKUHH TIEUEHH

[Tanmen eI, MosygaoUie NedeHne npenaparoM Budien  0MKHE HAXOAHTHCS MO TUIATEILHBIM
HabMofeHHeM C IEeNBI0 BEISIBACHHS MPU3HAKOB renaTtoTokeiuynocTH. Knnunyeckoe Habnionenue
JIOJDKHO BKITIOUAThL NabopaTopHYIO ONeHKY (WYHKLUHM [eHeHH (B YacTHOCTH. ONpEAEneHHe
ypoeua ACT m AJIT) B navane newemust rnpenaparoM Budeun u no meHoluell mepe
eXKEHEJENBbHO B TeYeHHe MepBoro Mecsua tepanud, JAHTENsHOCTh JIGYEHWs A0KHA OblTh
MAKCHMAIBHO KOPOTKOH, OJHAKO, €CIIH 110CIE OLEHKH NOML3bl 4 PHCKA TEPAnUs IPOL0SKAETCs
(cM. pasnmen 4.2), NpH OTCYTCTBHH H3MeHeHHi OHOXMMHYECKHX nokazateneil QyHKUNH nevery
YacTOTa 00CAeJOBAHNSA MOKET OLITE YMEHBLIIEH [0 OAHOrO pa3d B MECHIL.

HpH CYIHCCTBCHHOM IIOBLIIICHHH OUOXHMMHUECKMX TOKazaTenci (bYHKLIE/IH TICHUCHH BH(])@HI[
CHNEeRyeT OTMEHHUTE, €CJTH TOJIBKO IO 3aiJIIOUEHHIO 3pata COOTHOMIEHME PHCKA M MTOAB3BE JICUYCHNS
Y ITallHCHTa HE onpaBnmsae'T HpOoAOIDKEHHKE €0 npHeMa.

MOHHTOPHHT QYHKIHH ITEUYEHH C/IeAyeT OCYIIECTRIATE KaK y JA€TeH, TaKk ¥ y B3POCTBIX.

Cephe3Hble HeweTaTeNbHbIE PeaKIlit €O CTOPOHE]I KOMKH

s  (DOTOTOKCHYHOCTE

Kpome Toro, npumenenue npenapata Budenn ©pino  cBf3aH0 ¢ peakuMsaMH
(POTOTOKCHYHOCTH, BKIIONAS TAKHE PEaKLHH. KaK BECHYLUKH, JEHTHIO, akTHHHUECKHT
kepato3 H ncesaonopqupus. CylHecTByeT NOTCHUMANLHO [TOBBILICHHBIR PHCK KOMHBIX
peakuMil/TOKCHYHOCTH TPH OFHOBPEMEHHOM MPUMEHEHHH (BOTOCEHCHOUMH3HPYIOLIHX
cpencTe (Hampumep, MeTorpexcara 1 T.A.). [lpu Tepamuu npenapatom Budena scea
falueHTaM, BKIIouas geTell, pexomeHayeTes H3beraTs BO3ACHCTBIA NPIMBIX COJTHEYHBIX
nyueH W NPUMEHATH 3AUMTHBIE MEPBl B BHAE HOLWEHHMA 3AlIHTHOH OAEKIBl I
MCTIONIb30BAHHs COJNHIE3AUIMTHBIX CPEACTB C BBICOKMM KOI(PQUUHEHTOM 3alMTHI OT
conneunsix nyyei (SPF).

o [Tnockoxnerounsl pak koxu (TP
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

win 6onesHb LOysHA) y MALMEHTOR, “HEKOTOPHIE—H3—KOTOPBIN—HMEAH—B—aHaMHee
()OTOTOKCHYECKHE PeakuHH. ECIH BO3HHKAIOT (POTOTOKCHUECKHE PEaKiMH, Crleayer
MONYUHTh KOHCYJIBTALMIO PAa3IHYHBIX CIICUHAIUCTOB, OLCHHTE HEOOXOMUMOCTE OTMEHDI
npenapara BueHa ¥ nMpHMeHeHH ajJbTepPHATHBHBIX TPOTHBOTPHOKOBBIX MPENapaTos, a
TAaKKe HANpaBHTh [ALHEHTA K Jepmaroyiory. Tem He MeHee, €CJIM NpHMEHEHHE
npenapata Bupenn 6yneT npomieHo, Asl PAHHETO BLIABICHUS U NEUEHUS TIPEIPAKOBBIX
3a0oneBannil KOXH JO/DKHA PETYNSPHO BHITIOJHATHCS OEPMATONOTHUYECKAs OLEHKa.
TIpumenenne npenapara Budenn cremyer mpexpaTuTh, eClH BBIABJIEHB! MPEAPAKOBEIE
32601eBaHIs KOJKH HTH TUTOCKOKJIETOUHBIH pak KoK (cM. HIke pasnen «Jlautensroe
TICUSHHEN ).

e TshKenple KOKHBIE HEXETATEIbHDIE pEaklHH

IMpH npuMeHEHHW BOPUKOHA307a OBUIM  3aperHCTPHPOBAHBI  TSHKENLIC  KOXHBIC
nexxenarensusie peaxumun (TKHP), smovas cuuapom Crusenca — xoncona (CCIID),
TOKCHYeCKWH anuaepManeHBeIl  Hekponuz (TOH) wu  smexapcrsenHas peakuus C
sosuHopuaMell M cHcTeMHBIMH cuMrnToMamu (drug reaction with eosinophilia and
systemic symptom — DRESS), koTopbie¢ MOryT YrpowaTh KHU3HH HAH HPUBOANTH K
neranpHoMy Hcxony. [IpH rosBneHuy CBLIMY 3@ NALMEHTOM CIelyeT BECTH TLATenbHoe
HabnioneHNe U OTMEHUTE BuheH npH NporpeccHpoBaHHN MOPDKEHHS KOKH,

SIBIIeHHS CO CTOPOHBI HAANIOUSUYRHAKQB

Coobmanocs o ciydasax o0parHMOoH HaiIoYeyHUKOBOH HEZOCTATOMHOCTH Y [MALHEHTOB,
MOJIYYAIOIMX a30JIbl, BKJIIOYAs BOpPHKOHAa30j Hazaroueynuxopas HEIOCTATOUHOCTL Obuia
3aperHCTPHPOBAHA Y NALMEHTOR, [TOJYUABUIMX A430Jbl OAHOBPEMEHHO ¢ KOPTHKOCTEPOULAMH
une Ges HMX. Y TTALHEHTOB, MNOMYUABWIHX a30/bl 0e3 CONyTCTBYIOUIErO HasHauYeHMs
KOPTHKOCTEPOUIOB, HAAMOUEUHUKOBAS HENOCTATOUHOCTbL CBA3aHA € NPAMBIM YTHETEHHEM
azoNaMH  CTepoHjoreHesa. Y NAalHeHToB, [ONYHYAIOWMX KOPTHKOCTEPOMABI, YIHETEHHUE
BOPHKOHA30JIOM MX MeTadonusMa, ornocpencsanioro uuroxpoMoM CYP3A4, MOXET NPHBECTH K
U30LITOYHOMY COJMEPIKAHNIO KOPTHKOCTEPOHIOB B OPraHu3Me 1 NONaBNECHHIO (YHKLHMH KOPLI
HazmoueyHuKkoB {cM. paszmen 4.5). Y NanueHTOB, MOMAY4aBIIHX BOPHKOHA3OJ COBMECTHO C
KOpPTHKOCTEpOHAaMu, Taoke Obll 3aperucTpuposad cuiapoM Kynmura ¢ nociaeayroued
HAJIIOYEYHHKOBOH HEAOCTATOUHOCTLIO Uik (e3 Hee.

[lanpenTs!, NPOXOMILINE UTHTENBHYIO TEPAMHIC BOPHKOHA30JIOM MW KOPTHKOCTEPOWIAMH
(BKJTIOUAs WHTAISLHOHHBIC KOPTHKOCTEPOHIBL, HampHmep OyJAeCOHHMI W HWHTPAHA3AILHBIE
KOPTHKOCTEPOHUABI), NOKHBEI HAXOAWTBCH IIOA TLIATEAbHEIM HAOMIONCHHEM HA NPEAMET
PA3BUTHs JUCOYHKIUKM KOPbl HANMOYEUHIKOB KAK BO BPEMS TEpPanHu, Tak U NOCHE OTMEHDI
BOpHKoHa3ona (cM. paznen 4.5). TlauueHToR cieayeT NPOHHCTPYKTHPOBATE O HEODXOMIMOCTH
HEMENJICHHOrO O0palneHns 3a MEIWIMHCKOH MOMOIUIBI0 B CAYYae BO3HHKHOBEHHS Y HHX
NPH3HAKOB ¥ CHMIITOMOB CHHApPOMA KyIIMHTa UITH HaAOUEYHHKOBOH HEAOCTATOYHOCTH.

Onurensuoe neyeHue ,

[Ipu anurensHOM NpuMeHeHuy npernapara Budens (8 uensx Tepanuy Wi npopuUIaKTHKH) B
tevenne Gonee 180 quel (6 mMecsres) HEOOXOANMO TUIATENLHO OLIEHHBATE COOTHOILIEHHE PHCKA
M [ONB3B,, IIOITOMY  BpaYaM  CREAYET  YUHTLIBATE  HE0OXOHMMOCTL — OTpaHHUEHHS
MPONOIKUTEILHOCTH NIpUMeHenns npenapata (eM. pasgens 4.2 u 5.1).

]—Ip}g ANUTENBHOM NPHMEHEHHH Tipenapara BI‘S(])E:HI.{ ObLi 3aperucTPHpROBAHLI Cllyal pa3BHTHII

nnockoknerounoro paka koxu ([IPK) (sxmouas [1PK in sifi nnn Sonezne boysna) (cMm. paznen
4.8).

Y nanueHToB, NEpEHEeCLHX TpaHCIIaHTalMIo, cooflIanoch O ciydasX HeHH(EKLHOHHOTo
MEePHOCTHTA ¢ IIOBBINIEHHEM YPOBHs (JTOPHCTHIX coelMHeHWH H 1enouHoit Qocdarasel. [lpu
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npenapara Budern (cum. pasnen 4.8).

He)xenaTenLHbIe peakiuuy ¢O CTOPOHB! OpraHa 3peHius

Coof1nanoch 0 Ciayvasx [UTHTENBHO COXPAHIBIIHXCS HEKENaTeABHBbIX PEaKlni €O CTOPOHBI
Oprama 3peHHsl, BKJIIOYAS HEYETKOCTH 3PEHHs, HEBPHT 3PHTENHHOIO HEpBA M OTEK JHCKA
3pHTeNBHOro Hepea (eM. pasnen 4.8).

HexenarenbHble peaKIHM CO CTOPOHBI TOYEK

YV Taxen06oNbHEIX TTALREHTOB, Nonyuasunx Budeni, Habnioaniuch cayyan pasBUTHS OCTPOil
noveunoif HemoCcTATOUHOCTH. [JauMeHThl, NMonyuarolye BOPHKOHA3OM, MOTYT NPHHHMATL H
Apyrue He()pOTOKCHYHEIE NEKAPCTREHHBIE CPEJICTBA  HMETh COMYTCTBYIOUINE 3a00MeBaH s, UTo
MOKET IPUBOAHTE K CHIDKEHHIO (DYHKIME novek {cM. paznen 4.8).

MoHHTOPHHT QYHKLMHK HOUEK

3a mamMeHTaMH CIeAyeT BecTH HAaOMIOAenHe ¢ LEAbIO BBIABACHHT TPH3HAKOB HAPYLICHIH:
gynkupn nouek. Taxoe waGiiofeHHe JOMKHO BKIOUaTs JabopaTopHoe ofcnenoBanue. B
YACTHOCTH OTIpPeJieSIeHHe YPOBHS ChIBOPOTOUYHOrO KpeaTHHHHA.

MOHUTOPHHT QYHKLHN TOHKEAYACUHOH JKENe3hl

[ManwenTrl, 0COOCHHO METCKOTO BO3DPACTa, ¢ JakTopamMy PHCKA PA3BHTHA OCTPOro HaHKPEaTHTa
(manpumep, HemasHo mposenenHas xumuorteparnus, 11T CK) npu tepanun Budennom 0/KHEI
HAXOMUTHCS I10J TINATeNbHBIM HaOmoZeHueM. B Takol KAMHHYECKOH CHTYAIMH MOXET
pPacCMaTPHBATHCT BO3ZMOMHOCTE KOHTPOJISI YPOBRHS CHIBOPOTOUHON aMHNIa3hl MK JIHITA3LL.

[IpuMeHenue y neret

BesomacHocTs B APPEKTHBHOCTE Mpenapara y JeTell mMiamie 2 JIeT He YCTaHOBJIEHa (CM.
pasmenst 4.8 u 5.1). BoprkoHason noxaszad JeTsiM B BO3pacTe OT ABYX JeT ¥ crapule. bonee
BBLICOKAS YACTOTa NMOBBILIEHUST YPOBHEH neueHouHbIX (BepMeHTOB HabmoAanNach y MauleHTOB
JEeTCKoro po3pacta (M. pasnen 4.8). (DYHKINIO MeUeHH CAEAYeT KOHTPOJANPOBATL W Y HeTeit, u y
B3pOCBIX. [Ipy nepopansHOM HpHMeHeHHH OMONOCTYNHOCTL NpenapaTa MOXKET DbITh CHHKEHA
y nerell B Bospacte oT 2 Ao <12 ger ¢ manpabcopbUHeH W OYeHbL HH3KOH OTHOCHTEABLHO
BO3PACTHOH HOPMBI Maccoif Tena. B Takux ciydasx PEeKOMEHAyeTCsl BHYTPHBEHHOE BBEAEHHE
BOPHKOHA30MA.

o Cepbe3HbIe KOJKHBIE HeKenatensiee peakuuu (Brarovuas [PK)

UactoTa pa3sBHTHS (POTOTOKCHHUECKMX peaKklUnui y neTeit Bellle., YUHUTHIBAA BOIMOKHOCTDL
pazputust [1PK, B 3T10H ronynsuyy NauHenTos ONpasAaHo IIPHMEHEHNE CTPOTHX MED 10
3auMTe OT Bozjeiicteust yaerpaduoneroporo obnyuenus. [lpu passutn y perell
SIBIICHUH, CBA3AHHEIX ¢ (DOTOCTAPEHHEM KOXH, TAKHX KAaK JIEHTHCHHO3 HMAH BECHYILIKH,
JAKE TIOCHE TNpPEeKpalleHWs Tepanuy  pekoMeHayercs  u3beraTb  BO3AEHCTBHS
YALTpa(HONETOBOrO OONYyUeHHs M MPOROIKATL MOCASAYIOUIEE AEPMATONOTUYECKOC
HaOmoneHue.

[poduiakTuka

[1Ipy BOSHHKHOBEHHH CBSI3AHHBIX C MPUMEHEHHEM JAHHOIO NPEnapaTa HeXENnaTebHbIX peakii
(reraToTOKCHYHOCTE, TSKENBIE KOKHbBIE Peakuuu, Brsodas GoTtoTokcHunocTs # [TPI(, Tsukensle
WIH JJIATENBHBIE HAPYIUEHHS 3PEHHST W NMEPUOCTHT) CEIyeT PACCMOTPeTh uenecoodpazHocTh
OTMEHEI BOPHKOHA30/1a H NPUMEHEHHS aTbTEPHATHBHBIX TPOTHBOrPHOKOBEIX MipernaparTos.

Genytond (eyberpar CYP2CY v cunpunlit nuayvrop CYP450)
{Ipn onmHOBpEMEHHOM NpHMEHEHHH (EHHTOHHA W BOPHMKOHA3071a HEOONXOLHM TLUATENBHbII]
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KOHTpOJb ypoBHeH (eHuToHHA. COBMECTHONO TPHMENSHHTE BOPMAYHAIQNA 1T (HEHHIOMHA

cnenyer u30erarhb, 3a HCKIIOUGHHEM TEX CIIYwach; —KorAa—oXiaaeMan—nofba—fpesoiuaeT
BO3MOKHBIH puck (cM. pasgen 4.5).

Ddasupens (unaykrop CYP450; nurudurop u cyderpar CYP3IA4)

Ipy COBMECTHOM MNPHMEHEHMH C (PABHPEH3OM 03y BOPHKOHA3Z0NA CHEAYET YBENMUUTEL [0
400 Mr xaxcaple 12 yacoB, a 103y 3(asupeHsa ymenbmnTs 10 300 Mr xamxaeie 24 daca (oM.
pasgensl 4.2, 4.3 u 4.5).

Cnasneru (cyberpar CYP3A4)

Oscupaeres, YTO KOHUEGHTPAUMH TInazder#da B mia3Me KPOBM, 4 TalkKe PHCK YAJAMHEHHs
unteppana QTc 6yayT yBeNnHUIMBATLCS NPH COBMECTHOM TIPHMEHEHMH ¢ BOPHKOHA305ioM (CM.
pasmen 4.5). B ciyuasx, Xorxa COBMECTHOTO MPHMEHEHHS THX MPEerapaToB HENb3s n3dexars,
PEKOMEHIOBAHO HacToe nposeaerie DKI

Hruruburops! THposuHKHHa3k! (cybeTpar CYP3A4)

OskEAeTes], YTO KOHUEHTPALHS MHTHOMTOPA THPO3WHKHHA3E! B MNIa3Me KPOBH, @ TaKie pHCK
HeNEJIATENBHBIX peaKuit OyyT YBEAHUNBATLCA MPM COBMECTHOM MPHMEHEHHHM BOPHKOHA30MA H
MHrHOHTOpA THPO3HHKHHAZE, MeTabonuzupyemoro nocpencrsom CYP3A4. B cryuasx, xoraa
COBMECTHOTO IIPHMEHEHHS 3THX MPElapaTOB HEBO3MOXKHO H30EXKaTh, CNEAyeT CHH3HTh N03Y
HHrHOUTOPa THPOIMHKHHA3E H IPOBOAMTE TLIATEABHBIN KJIMHUYECKHH KOHTPOIbL COCTOSHHS
manuenTa (cM. paznen 4.5).

Pudabyrau (cunpHbii HEavKTOP CYP450)

TIpu coBMecCTHOM NpHMeHEHWH pH(aldyTHHa H BOPHKOHA30NA PEKOMEHIYETCH TIHATENbHbII
KOHTPO/b IOKasarTeseil obLiero aHanusa KpOBH H HEXKeNaTeNbHBIX peaxuuit Ha pudabyTin
(ranpumep, yeeurta). Cnenyer wusberaTs COBMECTHOIO TNPHMEHEHHs BOPHKOHA30Ja H
pudabyTina, 38 HCKIIOUEHHEM TeX CNYyYaes, KOrfa OXKHIAAEMAas MOMb3a MPERBIIIAET BOIMOKHBII
puck (cM. pazzen 4.5).

Putonasup (cnnprbli nraykrop CYP450: nnruburop u cyberpar CYP3IA4)

Crneayer usGerarb COBMECTHOIO [IPHMEHEHHS BOPHKOHA30Jla M PHUTOHABHDPA B HU3KHX J03aX
(100 Mr 2 pasa B CYTKH), 34 HCKJIOUEHHEM TEX C/IYUaeR, KOrAa COOTHOLIGHHE NMOJIb3bl H PHCKA
OTIPaBABIBACT IPHMEHEHHE ¥ MalHeHTa BopHKoHazona {cM. pasnesns 4.3 n 4.5).

eepoaumyc (cyderpatr CYP3A4, cyGeTpat P-riiMkonpoTenHa)

CoBMeECTHOE TNPHMEHEHHE BOPHKOHA30MA M OBEPONHMYCA HE PEeKOMEHIAYETCS, TMOCKOIbKY
MPEANOIaraeTes, YTO BOPHKOHA30/ 3HAUMTENBHO YBEAUYUBACT KOHUEHTPALHH 3BEPONUMYyCA.
Mmeromuxes Ha CeroAHsINHUE JEHDb JAHHBIX HEAOCTATOMHO JUIS BRIHECEHHWS! pEKOMEHIAH 10
JO3UPOBAHUIO Nperaparta B aTol cutyanuy (cM. pasnen 4.5).

MertanoH (cyberpar CYP3A4)

[Ip1 COBMECTHOM MPHUMEHEHHH METAA0HA M BOPHKOHA30JIA PEKOMEHIYETCH YaCTBIA KOHTPONL
HeXeNaTeNbHBIX peakuuit M MPU3HAKOB TOKCHYHOCTH METANOHA, BKIAKOUAs YAIHHEHWE
unTepBaia QTc, mockoneKy cofepiaHHe METaA0HA NOBLILIACTCS 1PH COBMECTHOM MPHMEHEH I
¢ BOpUKOHa30A0M. MokeT noTpefoBaThes CHHXKEeHHE [0361 METaAoHa (cM. pasnen 4.5).

Omnuars! kopoTxoro geiicteua (cvberpatet CYP3A4)

[Ipy cOBMECTHOM NMPUMEHEHKH ¢ BOPHKOHAZ0JIOM allb()eHTaHuAa, (PeHTaHKAa i APYTHX OMHATOB
KOPOTKOrO eHCTBH, MONOOHBIX 110 CTpyKTYpe anbhenTanuny ¥ metabomzupyemplx CYP3A4
(HampuMep, cydeHTaHnna), HeoOXOOUMO PacCMOTPEThL BO3MOYKHOCTHL CHHIKEHHS  A03bI
nepeddcieHHbix  onuaros  {cM. paszgen 4.5). Tlockonsky IpH COBMECTHOM MPHUMEHEHHH
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ANBMEHTAHNNA ¢ BOPHKOHA3ONOM MEPHOXN MOMYBbIBEICH]) QTG HTA A Y BSHIHBASTS B 4

pasa, a TaKKe YUMTHIBAS TOT (JaKT, UTO COTARCHO—OMNyOIHKOBaHHEM —AAHHLIM —ORHOFO
HE3aBUCHMOTO HCCIIENOBAHKA, ONHOBPEMEHHOE IIpHMEHEeHHE (EHTAHWIA H BOPHKOHA301a
NPHBOIMNO K yBemmuenmio cpeanero suaueHus AUCo.. (entanuna, mMOXeT NoTpefosarses
YACTEBH MOHHTOPHHT HEXKENaTeAbHLIX PEaKUMil, CBA3AHHBIX ¢ NPHMEHEHHEM OTTHATOB (BKIIOMAs
goJiee IUTHTENLHEIT MOHUTOPHHT ABIXATEAbHOH (hyHKUIHH).

Onnatet Jutnrenbroro neficteus (cyberparel CYP3A4)

[Ipy COBMECTHOM YIPAMEHEHHH ¢ BOPHKOHA30JI0M OKCHKOAOHA H APYTHX OMHATOB MTHTENLHOTO
neitctpus, metabonusupyemsix CYP3A4 (HanpuMep, IHIpoKONOHa), HEOOXOAUMO PACCMOTPETE
BO3MOIKHOCTE CHMIKEHHSI 03Bl MEPEUHCIeHHBIX onuaros. MoweT noTpedoBarTnes “acTbii
KOHTPOJIb HEXEATENBHBIX Peakuuil, CBA3aHHLIX ¢ MPHMEHEHeM oHaToB {cM. pazien 4.5).

Davkonaszon (naruburop CYP2C9. CYP2C19 u CYP3A4)

CoBMeCTHOE TepopanbHOe MpPHMEHEeHHEe BOpPHMKOHA30qa W (PIyKOHA30Jia NPHBOLHIO K
3HAYHTENLHOMY yBeauueHuid Cp,x # AUC; Bopykomazona y 370pOBBIX N00OPOBOALUEB.
Hen3BecTHO, KaKOe CHIMKEHKE 035t H/HITH YaCTOTHI IPHMEHEHUS BOPHKOHA30Ma | (pIYKOHA30/0
npupeno ©Osl K Hcue3HOBeHHIO jaHHoro oadexta. Ilpn npuMeHEHMM  BOPHKOHA30ja
HeMOCPEACTBEHHO  Mocie  (pNyKOHa3oJa  PEKOMEHJYETCs  OCYUICCTBAATE  MOMMTOPHHT
He)KeNATENBHBIX PEakiil, CBA3aHbIX ¢ ApHMEHeHHeM BOPUKOHa3ona (cM. pasiesn 4.5).

BeroMorarensbuele BEIISCTRA

Hampuit
ATOT AeKapcTBEHHBIH npenapar coaepxut 221 mr natpus Ha (aKoH, 4To dKBHBancHTHO 11 %
pexoMennosanHoH BO3 MakenmMansHoH CyTOUHOMH O3B! 2 I HATPUS AUIS1 B3POCTIOro,

LiuxnoQexcmpunbl

TlopoImoK U1 TIpHIOTOBNEHHs pacTBopa AT HH(Y3HH COREPNHT LHKAoAEKCTpHHEL (3200 mr
UMKIOAEKCTPHHOB B KWKAOM (Uakone, 4To dKBHBAIEHTHO 160 MT/mMi1 npH BOCCTAHOBICHHH B
20 M, cM. pasmensl 2 u 6.1), KOTOpBIE MOTYT BJHMATH Ha CBOHCTBA (Hanpumep, TOKCHHHOCTH)
NEHCTBYIOMIErO BEIECTBA M JAPYTHX JIEKAPCTBEHHLIX rpenapartop. Bomnpockl HesonacnocTi

UHKIOACKCTPUHOB OBIIH YUTeHBl NpH paspadoTxe W oueHke 0€30MAacHOCTH JIEKapCTBEHHOrO
Ipenapara.

HOCKOHBKY HUKITOOCKCTPHHEL BBIBOAATCA 13 OprasMiMa  uepes I[o4HKM, Yy [MalHMeHTOB <

HapylICHHCEM (l))’HKI.lHH MOYCK OT )’MBPEHHOI‘:I JO TKeA0H CTEMEeHH MOXKET TIPOUCKOIHTHL
HAKOTIIEHHE HHKIOACKCTRHHAE,

4.5. BzapMopeificTBHe ¢ APYrHMH JICKADCTBEHHLIMI NPENapaTaMi H ApyrHe BHbL
B3auMojeiicTBA

Bopukounaszon serabonusupyercs usodepmentamit wroxponma P450 (CYP2C19, CYP2C9 n
CYP3A4) n uHruGUpyeT UX aKTHBHOCTD. MHrubHTOpBl HAY HHAYKTOPBI ITHX M30(EPMEHTOB
MOTYT, COOTBETCTBEHHO, [OBBILUATE HMIIY NOHWKATL KOHLUEHTPALMH BOPHKOHA3ONA B [1JIa3ME
KPOBH, & TaKXKe CYUIECTBYET BEpOSTHOCTL [OBBILIEHHR BOPHUKOHA30AOM  [MJa3MEHHBIX
KOHLIEHTpaLHH BElIeCTB, MeTaloNu3upyeMbix aTuMmu u3odepMmeHTamMu nuTOXpoma P450, B
JacTHOCTH, [N BewulecTB, Merabonusnpyemeix  Hi3odepmentom CYP3A4,  nockoneky
BOPHKOHA30T ABIAETCS CHIILHBIM HHTHOUTOpOM H3ogepmenTa CYP3A4, xota yemuenne AUC
3aBUCHT OT cyOcTpara (M. Tabiuly HHKe).

McenenoBanust B3auMOICHICTBUS  JIEKAPCTBEHHBIX CPEICTB OBIMHM [POBEAEHBl € YHaCTHEM
3NOPOBBIX B3POCHEIX JHI MYMCKOFO MORa € MHOIMOKPATHBLIM HEPOPANIbHBIM  [IPHCMOM
BopukoHazona B a03e 200 Mr pasa paza B cyTku (2 p/CyT) IO IOCTHIKEHHS DaBHOBECHOM
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

cnoco$os BBEJCHHS TIPENapaTa,

BopuxoHason ciaegyer ¢ OCTOPOMNKHOCTBIO [PHMEHATh C JIGKapCTBEHHBIMHM  CPCICTBAMH,
ciocobHeMu yautuHsTe uHTepsan QTe. Tawke npoTHBOINOKA3AHO COBMECTHOE MPHMEHEHHE
BOPHKOHA30/14 ¢ BEIECTBAMH, MeTaboausupyeMbiMH naodepyentom CYP3A4 (kyna oTHOCATCS
HEKOTOPHIE AHTUTHCTAMUNHEIE MPENApaThl, XMHMIHH, UH3ANPIA, THMO3ML M HBabpayuH),
KOHUEHTPAIMH KOTOPLIX B IIa3Me KPOBH OH MOMKET YBEIHUHBATL (CM. HHe 1 pasaen 4.3).

Tabnuua B3auMOAeHCTRHS ISKAPCTBEHHEIX CPEACTB

BaauMomelicTBus  MEXIy BOPHKOHA30IOM H  JPYrHMH  JIEKAPDCTBEHHBIMH  CPEACTBAMH
TepeuncieHs! B Tabnuue Hike (YCIOBHEIE 0B03HAUEHIS: OMMH pa3 B CyTKu — «l p/cym, nBa
paza B CYTKH — «2 p/CyT», TpH pasa B CYTKH — «3 p/cyT» W HE ycTaHOBIeHO — «H/Y»).
HampaBnenue cTpeaky Ui KOKIOre (PapMakoKMHETHUECKOro fiapamerpa ocHosaHo Ha 90 %
JIOBEPHTENBHOM HHTEPBAJIEC COOTHOLISHHS CPEJHUX I'€OMETPHUYCCKHX 3HAUEHHH U O3HawaeT «B
npenenaxy (<), «amwke» (}) uwinn «eeiue» (1) auarnazona 80-125 %. 3pesaouxa (*) ykaseiBaeT
na peyctoponnee s3anmoneticraie. AUC,, AUC, u AUC)_, 06031auaIoT naowaik noa Kpusoii
HA NIPOTSIKEHHH HHTEPBAlla BPEMEHH MEXJY BBEICHHEM IBYX 103, ¢O BpemeHd 0 10 nepsoii
nojpjalomeiicss oBHApY)KEHRIO KOHIEHTpamuu u  co  BpeMenn (O 1o GecKOHEUHOCTH
COOTBETCTBEHHO.

Bzaumojueiicteus B T&GHHHC OpeaCcTasJieHbl B CICAYIOLIECM MopPAOKE: npenaparsl.
MPOTHBOMNOKA3aAHHBIC K OJHOBPCMCHHOMY NPHMEHEHMIO] IIPCAPAThL, Tp€6YIOU.EHC KOpPPCKIHH
J03b] HIK TIIATEABHOIC KAHHHYCCKOIO nu/uny 6HONOrHUecKoro MOHHUTODPHIHIE, H TIpCNapaTnl. He
obnanaolre CYUICCTBEHHERIM (l)ap]‘viEIKOKHI—!GTH‘]E‘CKHM B3AHMOIEHCTBHEM, HO B3AUMOAEHCTBHE C
KOTOPBIMH IIPCACTABIACT KITMHUYECKH H HHTEPEC B ITOH Tepaﬂequec;coﬁ 00RacTu,

Jlekapersennoe cpencrso|BzanmoaeiicTBue Pexomenaamin
(Mexanuzm e3aumodeticnens) H3menenist reoMeTPHYMCCKON0 [ 0THOCHTENLIIO
cpenuero (%) COBMECCTHOrO
ApHMCHEHTsE
AcreMuzon, uusampun, numoszui, Hecmotps Ha  TO, 4TO
XUHHAMH, TepdeHanny H|COOTBETCTBYIOLLNE Iporusonoxasano (M.

usabpanud (cyGempamot CYP3A4) |ucenenosanns He NPOBOANANCE, pasaen 4.3)
YIOBLILICHHBIE — KOHLEHTPaLMH

AaHHLIX JCKApCTBCHHBIX
CPEeACTs 8 I1J1a3zMe KpOBH MOTYT
IPHBECTH K YAAHHEHHIO

untepBana QTc u, B peaxux
CHyuastX, K BO3HHUKHOBEHHIO

KENYIOUKOBOH TaXHKAPAMH

THna  «nupyaT»  (torsades de

pointes).
Kapbamazenun wu Oapburyparei|Hecmotps  nHa 70O, yTO
JUTHTENILHOTO JIeHCTBHS (BKIHOUAs,|COOTBETCTRYIOLINE IMporusonoxaszamo  (CM.
HO He OTPAHKUIUBASICE: | HCCIEAOBAHUS HE NPOBOIHIUCE, |pazaen 4.3)
(dexobapburan, medobapburtan) kapbamazennn u GapbutypaTel
(cunviwvie undyxmopor CYP450) ISTUTENBHOTO JeitcTaist

3HAYUTENBHO CHHIKAKOT

KOHHUHSHTPAUHH BOPIIKOHA301A B
Ta3Me KPOBH.
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JlexapcTBenHoe CpencTBo Bsam\mnef;r:'rmie (MOCNE J.::I_?,g;@feglﬂ@g}.m; 10121
(Mexanuzm g3aumodeiicmeus) HaMmeHennst-reoseTpHIeeRoro o THoCHTeRsHE
cpenuero (%) COBMECTHOFO
OpHMCHCHHS

D¢aBupens (HEeHYKNEO3UIHBIH}
HHrubuTop o6paTHOH
TPaHCKPHUIITA3EL) (undyrxmop

CYP450; unzubumop u cybempam
CYP344)

Ddasupens B nose 400 mr 1 p/eyT

OJHOBPEMEHHO C BOPHKOHA30JI0M
%

B no3e 200 Mr 2 p/eyt

Diapupens B noze 300 Mr 1 p/eyT
OIHOBPEMEHHO € BOPHKOHA30TIOM
B no3e 400 mr 2 p/cyt

Cma daBupensza Tna 38%
AUCT spasipensa | ua 44 %

Cinax ' BOpHKOHA3071a Yua 61 %
AUCT BopukoHasona I ua77%

[To cpaBHeHMIO C 3haBHPEH3OM
B go3e 600 mr 1 p/eyT,

Cinax ahaBHUpenza —
AUCt s(asupema Twa 17%

Ilo CpPAaBHEHHIO c
BOpHKOHa30N0M B g03e 200 mr
2 pleyr,

Ciax BOPHKOHAZONA Twa 23 %
AUCT popuikonazona ¥ na 7 %

[Tpumenenne

BOPHKOHA30MA B
CTAAAPTHBIX  J103aX  C
a(asupeHzoM B 103€
400 mr 1 p/cyT uan BeILIE
npoTHBONOKazamo  {cM.
pazaen 4.3).

BopukoHazon MOXKET
MPUMEHATLCS COBMECTHO C
paBUPEH3OM, €Cciu
MOAAEPIKHBAIOLIAas 1034
BOPHKOHA30Aa NOBBILIEHA
no 400 mr 2 p/eyT, a no3a
apaBUpeH3a CHHIKEHA 10
300mr 1 pleyr.  Tlocne
TpeKpalleHHs Tepanuu
BOPHKOHA300M
BO3BPALLAIOTCA K
[pUMEHEHHIO 3(aBHpEH3a
B uauannHOoH mose  (cMm.
paznenst 4.2 n 4.4).

ANKaNmOHAEl CHOPBIHBH (BKIIOUAS,
HO HE OTPaHHYHBASCHL: 3IPrOTAMHH
H JUTHAPOIPrOTAMHUH)
(cybempanir CYP3A4)

Heemotpa Ha TO, yTQ
COOTBETCTBYIOIME
HCCIIeACBAHUS He TIPOBOIUITHCE,
BOPHKOHA30N MOIKET
IPHBOOHTE K [TOBRILIEHHIO
KOHUSHTpalH ANnKanouaoB
CROPRIHEH B [IE3Me W, Kak
CJIEACTBHE, K 3PTOTH3MY.

[MTpoTuBonoKasano  (cM.
paznen 4.3)

Jypasumon
(eybempam CYP3A4)

HBCMOT]DSI Ha& TQ, HTO
COOTBETCTBYHOIIHE
HCCNENOBaHHA HC NPOBCIHIHCE,
BOPHKOHAZ0J. BEPOATHO, MOXKCT
CYUIECTBEHHO TMMOBBILIATE
KOHLCHTPAUNH JIYpasiioHa B
a3Me KPOBU.

[Tpornsonokasano  (cum.
pazaen 4.3)

Hanoxceron
(cybcmpam CYP3A4)

Heecmorpas Ha  TO,  uTO
COOTBETCTBYIOLIHE
HCCTIEA0BAHHSA HE ITPOBOAHIKCE,
BOPHKOHA30J, BEPOATHO, MOIKET
CYLIECTBEHHO NOBBILATE
KOHIEHTPALHH HANOKCErona B
IJ1a3MEe KPOBH.

IMporusonokazano  (cMm.
paznen 4.3)

OTYETY
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JlekapcTBenHoe CPEACTBRO Bsarmonei-‘:r'rm{e (MOCNEQC BeroMenpauni, 2
(MexaHu3M e30UMOdeiicmEis) HanmcnenstreoMerpiieckoro{ 0 THOCHTCMLHO
cpeanero (%) COBMECTHOT0
NPIMECHEHIA
Pu¢abytun
(cunbrptii undyxmop CYP450)
Cnenyer naberath
300 mr 1 p/eyt Cmax BOpUKOHA3ONA + HA 69 %|COBMECTHOTO TPHMEHEHHS!
AUCT BopukoHazona d ua 78 % BOpHKOHA301a 1
puadbyTHHa, 3a
300 mr 1 p/cyT (pu coBMecTHOM|[]o VCKITIOUEHHEM Tex

CPaBHEHHIO c

NPUMEHEHNH C BOPHKOHA30J0M BIBOPHKOHA30/I0M B J03€ 200 mr

no3e 350 mr 2 p/cyT)*

300 mr 1 p/eyT (Ipi COBMECTHOM

OpUMEHEHHH C BOPHUKOHA30JIOM B

nose 400 mr 2 pleyr)’

2 pleyr,
Chax BOpMEOHa3071a dua 4%
AUCT sopukonazona v na 32 %

Cimax prpaGyrana Tua 195 %
AUCT pudabyruna T ua 331 %
[To CpaBHEHHIO
Bopukonaszonom B fnoze 200 mr
2 pleyr,

Cinax BOPHKOHAz201a T ua 104 %
AUCt popuxonasona T na 87 %

CITy4aeR, KOT4a 0XHaaeMas
MONBL3a MPEBBILAET
BO3MOMKCHBIH PHCK.
[Topnepxuparomas  ao3a
BOPHKOHA30/a MOKET
OBITS yBEJIHUEHA Jite
5 mr/kr BHYTPHBEHHO
2 pleyr wnm ¢ 200 Mr g0
350 Mr  nepopanpHo 2
p/eyT (co 100 mr g0 200 mr
MEePoOpUILHO 2 p/eyT ¥
MauMeHTOR ¢ MACCOH Tefa
smenee 40 xr) (cm. pasaen
4.2).

[Tpu COBMECTHOM
npunMeHeHn  puhabyTuna
it BOPHKOHAZ0AA
peKOMEHIyeTCS

TUIATESbHBIH KOHTPOIL
noxazartesei obmero
aganuza KPOBH U

HeWeNaTeNLHEIX  peakuiii
na pugabyrnn (Bapumep.
YBEHTA).

Pupamnuuun (600 mMr 1 pleyr)
(cunvuutii undyrmop CYP450)

Cmax BOpHKOHA3074 dua 93%
AUCTt oprxonazona ¥ na 96 %

[Iporusonokazamo  (cm.

pazien 4.3)
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MoAd T

JlekapcTeentoe CPEaCTRO
(MexaHuIM e3aUMOOCHCGUA)

BaaumomeiicTeie
Hsmenenu
cpeaneroc (%)

(MOCNEOC

COBMECTHOIO
IIpPHMEHENR

R,

Putonasup (MHrHOHTOP TIPOTEA3E)
(cunvuwiti  undyxmop  CYP450;
unzubumop u cybempam CYP3A44)

Bricokas mo3a (400 mr 2 p/cyT)

Huskas mosa (100 Mr 2 pleyt)

Cmax B AUCT puronapupa -
Cumax BOpHKOHA30MA + Ha 66 %
AUCrt Boprxouasona 4 na 82 %

Comax  puTOHABMpa + Ha 25%
AUCT puronasupa ua 13 %
Cinax BOPHKOHA3071a b Ha 24 %
AUCT Bopukosasona ¥ ua 39 %

COoBMECTHOE NpPHMEHEHHE
BOPHKOHA30/IAa H BBICOKHX
no3 putonasupa (400 Mr u
BLILIE 2 pleyT)
nporusonoKazano  (cM.
paszaen 4.3).

Cnenyet u3berath
COBMECTHOrO [TPHMEHEHHS
BOPHKOHA30TA "
PHTOHABUpA B HH3KHX

ao3ax (100 mr 2 p/eyt), 3a
MCKNIOYEHHEM Tex
CIyqaes, KOTa
COOTHOLHEHHE TOMB3BI 1
pucKa ONpaBABIBACT
TIpUAEHeHHE
BOPHKOHA3071A.

[Tpenapatsl
IPOJBIPSIBICHHOTO
(undyrmoper CYP450; unoyrmopoi
P-enuxonpomeuna)
300mMr 3 pleyr (coBmecTHO ¢
OJHOKPATHOH JO30H
sopuxorazona 400 mr)

3eepofos

CornacHo
ONTYOITHKORAHHOTO
HE3aBUCHMOTO HCCIENOBAHNS,

AUCy.. BOpukOHazona + Ha
59 %

JaHHBIM

IIporusonokazano  {cM.
paznen 4.3}

Tongantan
(cy6empam CYP3A4)

Heemorps Ha TO, UTo
COOTBETCTBYIOHINE
HCCNEAOBAHKS HE TPOBOXHANCE,
BOPUKOHA30JI, BEPOSITHO, MOWKET
CYLIECTBEHHO TOBRIILIATE
KOHLICHTPALUIKD TOJBANTaHa B
NAA3ME KPOBH.

Ifporneonokasamo  (cum.
paznen 4.3)
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JlekapcTeennoe cpencTBo Bsmmonei’:lcrmze (MOCNEQCBeserepagumi, 0012,
(Mexanu3M e3auNM00eiicCmeiin) H3menens-reoveTpHTecRorotoTHOCH e O
cpenuero (%) COBMECTHOT0
MPHMCHCHHS

BeHeTOKNAKe
(cy6empam CYP3A44)

Heemotps Ha  TO, 41O
COOTBETCTBYIOLLHE
HCCJICIOBAHHS HE MTPOBOAHIIKHCE,
BOPHKOHA30J1, BEPOSITHO, MOMKET
CYLIECTBEHHO MIOBBIIATD
KOHLICHTPAlHH BEHETOKIIaKca B
TiasMe KPOoBH.

OnHOBpEMEHHBIH
BOPHKOHA30MA

IPOTHROMOKA3AH B Hadase
H BO Bpems nonbopa 103kl

npueM

BeHeTo1akea (CM. paszaen
4.3), Heobxoaumo
CHWIKEHHE 03D
BEHETOKJIAKCaA B
COOTBETCTBHH c
HHCTpYKUHER o
MIPHMEHEHHIO npH
MOCTOSHHOM  €XKEHEBHOM
JO3UPOBAHHH;
pPEKOMEHIYETCSt

TIATENBHBIH  MOHUTOPHHT
MIPH3HAKOB TOKCHYHOCTH.

®aykonazon (200mr 1 pleyr)
(unzubumop CYP2CY, CYP2CI9 u
CYP3A4)

Ciax BOpHKOHA30TA Tua 57%
AUCt Bopukonazona | 1a 79 %
Crnax (haykonazosna H/Y
AUCT dykonazona H/Y

HewussecTHO,
0361 nivnu
TPUMEHEHHS
BOPHKOHA30M4 i
(haykoHazona npueeno Obl
K HMCUC3IHOBSHHI JIAHHOIO

CHHIKEHHC
YaCTOTEI

adidexra. [Tpu
TIPUMEHEHHH
BOPHKOHA30/1a
HEMOCPEACTBEHHO  [OCHe
(pyroHazona

PEKOMEHIYCTCH HPOBOAHTD
MOHHTOPHHT
HEKEJIATE/IEHBIX pealcuuﬁ .
CBA3AHHBIX C
NPUMEHECHHCM
BOPHKOHA3OA,
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Jlerapersenuoe
(mexanuznr e3aumodelicmein)

CPENCTBO

Bsaumogeitersne ([JOCTEOD

e Cal

Peromduaauins 1012)

Hssmenennsr TEOSETITICCROTO
epensero (%)

UTHOCHTCALITO
COBMECTHOIQ

NIPHMCEHCHHS
denutonn Crnenyet nsberats
{eybempam CYP2C9 u cunbnbil COBMECTHOTO ITIPHMEHEHHs
unoyrmop CYP450) BOPHKOHA30MA H

(erutTOUNA, 3a

300 mr 1 p/eyr Cmax BopHKOHaz07a | Ha 49 %|HCkoueHHEM Tex
AUCTt Bopuxonazona d Ha 69 %]|cayuaen, Koraa okHAaeMas

1107630 NpeBblaeT

BO3MOYKHBI PHCK.

Pexomenayercs

TLHATENbHEII KOHTPOJIb

YpOBHEH  (peHUTOMHA B

300 Mr 1 p/eyT (npu coBMecTHOM
TIPHMEHEHHH C BOPHKOHAZ0MOM B

noze 400 mr 2 p/cyT)*

Chax  (enuTonna Tha 67%
AUCt pennrouna T na 81 %
[lo CPaBHEHHIO c
BOPHKOHA30710M B gosze 200 mr
2 pleyT,

Ciax BOPHKOHA30JI4 Tua 34 %
AUCT Bopukonasona T ua 39 %

naaszmMe KPoBH.

GeHuToHH MOMWKET
HIPUMEHSTECA COBMECTHO C
BOPHKOHA30JIOM, eciH

NMoAepHBaonias 1034
BOPHKOHA30/1a YBENUYEeHA
IO 5 MI/KI BHYTPHBEHHO
2pleyt uau ¢ 200 mr o

400 Mr nepopansuo
2pleyr (co 100mr mo
200 mr [1epopaIbHO
2 p/eyr ¥y [AUUEHTOB C

maccofi tena meHee 40 xr)
(cM. paznen 4.2).

JletepmoBHp
(udyrmop CYP2C9 u CYP2C'19)

Cinax BOpHKOHAZOMA dua39%
AUCq.1»  BOpHKOHazoma  na
44 %

C\; Bopukonasona 4 na 51 %

Ecin  HeT BO3MONKHOCTH

u3bexaThb COBMECTHOI'O
[IPUMEHEHHS
BOPHKOHA30/1a N
JIETEPMOBHPA, cnenyer
KOHTPOJTHPOBATE

cHiKeHHe 3pPeKkruBHoCTH
BOPHKOHA3ONA.

Onyxnokcauuuing
(unoyrmop CYP450)

Coobuianocs 0 3HAYUTELHOM
CHHIKEHUH KOHLEHTPALIHH
BOPHKOHA30J1A B [1A3ME KPOBH.

Ecnun  nenp3g  usbexarn
COBMECTHOI0 MPHMEHCHHSA

BOPUKOHA3ONA ¢
(pAYKIOKCALMIIHHOM,
CIElyeT  KOHTPOJTHPOBATE

cHHXeHHe IPPEeKTHBHOCTH
BOpHKOHA30Ma (HAMpHMEp,
C MOMOUIBIO
TEPANEBTHUCCKOTO
NEeKapCTBEHHOTO

MOHHTODHHTA); MOWKET
noTpeboBaTLCs
TOBBILUEHHE hilex3
BOPHKOHA30JA.
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JlexaperseHntoe
(Mexanuszm g3auMoedelicnenn)

CpEacrTBo

Bzaumogeilersue ([10CTEND

PeRONIEAGIDTL, ()12

Hasmenennusreosrer PITICCROTO
cpeaunero (%)

OTHOCHTCALIY
COBMCECTHOI'D

S,

NPHMCHEHHS

I'naznern®d HecmoTpa Ha  ToO, uroiEcin  Henn3s  u3bemars
(cybcmpanm CYP3A44) COOTBETCTBYIOLLHE COBMECTHOIO IPHMCHEHHS,

HCCIIEA0BAHNS HE MIPOBOMIIIHCE,| PEKOMEHAYETCS  4acThlil

BOPHKOHA30T, BeposATHO,|MouuTOpHHr  IKIT (oM.

[TOBBIHIAET KOHUEHTpaluu|pazaen 4.4).

riaspernfa B ruiasMe KpOBH U

MOBLILIACT  PUCK  YJTHIICHHS

nutepeana QTc,
HMuraburoper THPO3HHKHHAa3E! | HecmoTps Ha TO, uto|Ecnn Henb3s  w3bekato
(Bxmovast, HO HE OTPAHHUMBASCE:|COOTBETCTBYIOLIHE COBMECTHOrO NPHMEHEHHS,
AKCHTHHHO, 0O3yTHRHO,|MCCITENOBAHMS HE MTPOBOIUIIHCE, | PEKOMEHIYETCS CHHIKEHHE
xabo3aHTHHUO, HEePUTHHHO, | BOPHKOHA30/ MOXKET MOBLILLATE| X035 UHrEOHTOpPA
KOOHMETHHHUD, Hadpadennd, KOHUEHTPAUHHE B IJA3ME KPOBH | THPOZHHKHHA3E] 1
Ja3aTHHUG, HWJIOTHHUO, MHIHOHTOPOB THPOIMHKHHAZLL, | TIATELHBI KIHHHYECKHIT
CYHMTHHHO, uOpyTHHNO, | MeTabonuanpyemerx CYP3A4. |monutopuur (cM. pasien
prubouukmb) 4.4).
(cybempamer CYP3A4)
AHTHKOATYJSHTEI

Bapgapun (onroxparHbil npiem

B jJ03e¢ 30Mr CoOBMEcCTHO

BopukoHazoaoM 300 mr 2 p/cyT)

(cybcmpam CYP2C9)

Jpyrue nepopansHble KyMapHHLI
(BrIOYas, HO HE OrpaHHUHBASICE:

(hEHMPOKYMOH, aLlEHOKYMApOJI)
{cybecmpamet CYP2C9
CYP3A4)

-

MaxcumansHoe yBeJIMHEeHHE

MPOTPOMOHUHOBOrO BpeMeHH —

MpHONH3ATENBHO B 2 pasa.

Hecmotps Ha  TO,  4TO
COOTBETCTBYIOUINE

HCCIIE0BARHS HE [TPOBOIHITHCE,
BOPHKOHA30 MOYKET [OBBILIATE
KOHLEHTPALMHY KYMApHHOB B
TIA3Me, YTO MOMKET MPHUBECTH K
YBENUUEHUIO NPOTPOMBHHOBOMG

BPEMEHH.

Pexomeniayercs
TLUATENbHBI MOHHUTOPHHT
MPOTPOMOHIIOBOFO
BPEMEHH  WJH
COOTBETCTBYIOMIUX
noxasateneil Koarymnsuu;
H03Y AHTUKOAryASHTOR
CHERYET CKOPPEKTHPORATH
COOTBETCTBYIOUIHM
odpazom.

ApYTHX

Vpakadtop
(ey6empam CYP3A4)

Hecmorps Ha TO, 4TO
COOTBETCTBYIOLIHE

HCCIIe0BAHHNSI HE TIPOBOHAKCE,
BOPHKOHA30M BEPOSITHO
MOBLILIAET TIa3MeHHbIe
KOHLUEHTpALH nBaxadTopa
OAHOBPEMEHHO € PHCKOM
NOBBILIEHHS BEPOSITHOCTH
pasBHUTHA HENCEIATENbHBIX

peaxLui.

PexomeHyeTes CHHKEHHE
JI0361 HBaKa(pTOpA.

' OTUETY
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LR

Hamenenns—reowret PHIECROTO
cpenrero (%)

T AULITLIUAIDITY

COBMCCTHOIQ

ﬂpl!MCHCHHH
bensonuasenuye! (cybcmpantet Cnenyer paccMOTPETh
CYP344) BO3MOXHOCTE  CHMIKGHHS
0351 BEH30IHA3ETIHHOB,
Munazonam (0,05 mr/xrCornacuo JAHHLIM
BHYTPHBEHHO OJIHOKPATHO) ONnyBNHKOBAHHOTO
' HE3ABHCHUMOTO  HCCIEAOBaHNS,

Mupgazonam (7,5 Mr nepopansHO
OJHOKPATHO)

Hpyrne BeH30aHa3e N HHE
(BkyIOYas, HO HE OrpAHHYHBASCE:
TPHA30J1aM, AJIPa3oaMm)

AUCq., mupaszonama T B 3.7
pas3

CornacHo
OITyBIHKOBAHHOIO
HE3aBHCHMOTO HCCIeEOBAHM,
Crnax MUIA30IAMA T53.8 paz
AUCOq..» mumazonama T 5 10.3

IAHHBIM

pas

Hecmorpa Ha TO, 4yTQ
COOTBETCTBYIOLINE
HCCAEORAHUA HE NPOBOIHNHCE,
BOpPHKOHA30J BEPOSITHO
TIOBBILIAET MAA3MEHHBIE
KOHIIEHTPaLHH IPYTHX

OeH30Ma3eHHOB,
meTabonmsnpyemerx  CYP3A4,
4TO, B CROIO OUEPEE, IPUBOANT
K ANUTENBHOMY CEAATHBHOMY
ahdexry.

MMMyHOIEIIpECCaHTHI
(cybcmpamer CYP3A4)
Cuponunmyc (pazoBas 103a 2 MI)

JBEPOIMMYC
(maroice cybempam P
2RUKORPOMELHa)

BOPHKOHA30IOM y
Cuax usxnocriopuna T ma 13 %|Nat#enTos, yxe

AUCT  uuxnocnopiuua T pa|TOIYHAOUMX

70 % LIHKNROCHOOPHH,
peKOMEHAyeTCs BIBOE
[uxmocniopiH (y peLMITHEHTOB CO CHH3UTD 003y
cTafuneHON (yHKUMEH moYeqHoro HUKIOCIIOPHHA H

Cornacto

oryORHKOBAHHOFO
HE3ABHCUMOTO  MCCREHOBAHMS,
Chax CHPOITHMYCa T 86,6 pasa
AUCq.., cupomuvyca T e 11 paz

AaHHLIM

Hecmorpst HA  TO, YTO
COOTBETCTBYIOLIHE
HCCIEAOBAHUA HE TIPOBOAHIICE,
BOPHKOHA30I. BEPOATHO,
CYLIECTBEHHO MOBLHLAET
KOHLEHTpaUWy 9BEpPOJIAMYCa B
IIa3Me KpoOBH,

CosnmecTHoe NpUMEHEHUE
BOPHKOHA3OMNA H
cUponuMyca
NpOTHBONOKA3aHO  (CM.
paznen 4.3).

CoBMECTHOE IpHMEHEHHE
IBEPONTHMYCA H
BOPHKOHA30NA He
DEKOMEHLYeTCsl,
IMOCKOJBKY OHACTCS, UTO
BOPUKOHA30] 3HAYHTEIBHO
TIOBBIHIAET KOHLEHTPALIHIO
IBeponuMyca (CM. paznen
4.4).

B cnyuae nauana repanuu

10
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Hiamenennsgreorret PITMCCROTO
cpenuero (%)

OTHOCHTCIILITG
COBMECTHOO
npuMcHenus

TpaHCILIaHTaTta,
LHKJIOCIIOPHH Ha
AJNHTCABHOFO

IOJTYHaIOILH X
NPOTHKEHUH
BpeMEHH )

Takpomumyc
0,1 mr/xr)

(pazopas o34

Cinax TAKpOIHMMYycCa Tua 117 %
AUC, taxpoanmyca T na 221 %

TILATENBHO
KOHTPOIUPOBATE ero
YPOBHH. [NoBelIeHNE
YPOBHEH  LHMKJIOCIIOPHHA
MPHBOMIIO K PA3BUTHIO
HE(PPOTOKCHUHOCTH.,
Hocne 3aBepLIeHMts
TEPAITHK __BOPHKOHAZOAOM
cieayer TIATES I
KOHTPOJMPOBATL _ VPOBHU
LUHKNOCIOPHHA W TIpH
HeOOXOMMMOCTH_HOBBICHTE
€ro J03y.

B cnyuae nauana Tepanuu
BOPHKOHA30/A0M y
MauMeHTOR., yaKe
MONYHAIOUIUX TAKPOIMMYC.
PEKOMEHJIYETCS  CHU3HTh
O3y  TakponuMyca  Ha
TPeTH H TILATENBHO
KOHTPOJIHPOBATE ero
YPOBHH. [loBrlenKe
ypoBHeH TaKPOIUMYCa
[MPUBOIMIC K  Pa3BHTHIO
HE(PPOTOKCHUHOCTH.

[locie JABEPIIEH M
TEPAITHE __ BOPHKOHAZQJIOM
CIASAYeT TIBATEARNO
KOHTPOJIHPOBAT:  YOBHH

TAKPOJIHUMYCH H I
HeoOXOAUMOCTH TORBICUTE

€ro JIo3y.
Onuars! INHTERBHOTO NeiiCTBHS Crenyet PaccMOTPETE
(cybecmpamol CYP344) BO3MO'KHOCTE  CHHIKEHMS
Cornacro JOaHHBIM|IO3LI  OKCHKONOHA
Oxcuxonon (pazoras f1o3a 10 Mr) |onyBiHKoBaHHOTO APYTHX OTIHATOR
HE3aBHCHMOIO UCCNEIOBAHMS, |JUIMTENBHOTO  JeficTRYs,

Comax Oxcuxomonal B 1,7 paza
AUCq. oxcuxonona T 3.6
pasza

MeTabOMH3UPYEMBIX

CYP3A4 (nanpumep,
rHAPOKOAOHA). Mowxer
roTpedoBaTees HacteHi

KOHTPOJb HEXKEAATCIBHBIX
peak H#A, BO3HHKAROIHX
MPH APpUMEHEHKEH OITHATOB.




COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
w1 11,04 2025 Ne 9837
JlexapcTeeHHOE epeiaeTeoi Baanmogeficreue  ([10CTE OO BegoMusaauin, 1012)
{(mexanizm e3aumooeiicmena) Hamenennsd TCOMETITIECROT G OTHOCHTEARIT
cpeauero (%) COBMECTHOIro
npIMeHeHns
Meranon (32—-100 mr 1 p/cyT) Cmax R-metamona (axrusHoro) PexomennayeTcs — 4acThIit

{eybempam CYP3A4)

T Ha 31 %
AUCT R-meraznona (aKTHBHOTO)
T ua 47 %

Cax S-meTamona T 65 %

AUCT S-meranona T ua 103 %

KOHTPOJL HEWEIATENILHBIX

peakilifi ¥ BBIABICHHE
NPU3HAKOB  TOKCHYHOCTH
MeTajoHa, BIUTIOUAS]
YATHHEHHE WHTEpBana
QTec. Moxer

notTpefoBaThCs CHHIKEHHE
JI03BI METAJOHA.

Hecteponnusie
[IPOTHBOBOCIIANHTENBHEIC
cpencrea (HIIBC) (eybempams:
CYP2C9)

Cimax S-nbynpodena T na 20 %
AUCq., S-ubynpodena T ua

Pexomennyercs  vactsiil
KOHTPONE HEXENATENbHBIX
peakiid M [IPH3HAKOB

Hoynpoder  (pazomas  mo3a|l100 % TOKCHUHNOCTH, BbI3BAHHBIX
400 Mr) HITBC. Mosxer
Crnax ﬂHKJTO(l)eHaKa T Ha 114 % HOTpeﬁouaTbcsl CHIIKEHHE
Huxnopenax  (pasosas  103a| AUC,,, T mixno(enaxa na103bl HITBC.
50 i) 78%
Omenpazon  (40mMr 1 p/eyT) | Com omenpazoia T ua 116 %|Koppexuss 03]
(unzubumop CYP2C19; cybempami AUCT omenpaszona T ua 280 % |BOpHKOHA3ONA He
CYP2CI9 u CYP3A44) Crmax BOpHKOHA307a T Ha 15 % PEKOMEHIyeTCs.

AUCT Bopuxonazona T na 41 %

Bopukonazon MOMET  TaiKe
MHTHOUPOBATL MeTaboaAu3M U

APYTHX HHTHOHTOPOB
TPOTOHHOTO Hacoca,
SIBTISIFOLLIHXCsl cybeTpataMi
CYP2C19, 4TO MOJKET
NPUBECTH K TIOBLIUIEHHIO
KOHUEHTPAII JTHX
NEeKapCTBEHHBIX  CPEACTE B

[J1a3Me KPOBH.

B cnyuae nawana Ttepanuu
BOPHKOHA30I0M y
MALHEHTOB, yiKe
MOTYUAFOUIMX OMEFIPA30Nt B
nozax 40 Mr WAH BBIE.
PEKOMEHIYETCHd  CHU3HTh
JI03Y OMETPAZ0JIA BABOE,

ITepopansHele KOHTPALICHITHEE!

(cyGempam CYP3A4; wuneutumop

CYP2CI19)
HopartacTepos/aTHHEIICTPaAHOI
(1 mr/0,035 Mr 1 p/eyT)

Cinax aTHHMMZCTPaznona T ua
36 %
AUCt stusumerpagiona 1 Ha
61 %

Cinax HOPITHCTEPOHA Twa 15 %
AUCt Hopartucrepona | Ha
53 %

Cinax  BOPHKOHAZ0MA Tha 14 %
AUCT Bopukonazona T na 46 %

Homumo MOHMTOPHHIA
HENKENATENBHBIX  PEaKllH,
CBSA3AHHBIX c
TIPUMEHEHHEM
BOPHKOHA307a,
PEKOMEHIYETCS
MOHHTOPHHT "
HEXeJNaTeNIbHbIX  PeaKili.
CBA3ANHBIX C
NPHMEHEHHEM  OpaibHbBIX
KOHTPAUENTHBOB.
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I/I3l\1eﬂel"iii IMCOMCTPHYCCKROTO

OTauCHTCIILHO

epeanere (%) COBMECTHOT0

TIPIMCHCHNH
OnuaTel KOPOTKOrO AeiicTaus Crenyer paccMOTPETh
(cybempamst CYP3A44) BOBMMIKHOCTL  CHHIKEHHS!
1036 ans(peHTaHNAA,
Anp(eHTanun (20 mxr/xr (eHTaHHIA W APYrHX
OOHOKPAaTHO MpH coBMectHOM|CornacHo JIAHHBIM | OTIHATOR KOPOTKOTO
NPHMEHEHHH ¢  HAIOKCOHOM)|OMyOIHKOBAIHOIO JlefcTys, ToRoOHBIX 1O
HE3ABHCHMOI0 HCCEOBRHHNS, |CTPYKTYpe anb(leHTaHuIy
AUCy.., anpenramnna Ts 6 pasin MeTabOIU3HPYEMEIX
CYP3A4 (nanpumep,

Menran (pazogas no3aiCornacuo JaHHbiM|Cy(QeHTanHIa).

5 MKI/Kr)

OMyOAHKOBAHHOTO
HE3aBHUCHMOrO HCCHEAOBAHMSI,
AUCq.. denranuna T 8 1,34

Pexomenyercst
NpOoBeJICHHE
PACUIHPEHHOTO W HACTOro

pasa KOHTPOJs v LEeBIO
BLISIBNICHUSA NPH3HAKOB
YIHETEHHA  HBIXATENLHOM
(hyHKLrH a ApYrux
HEXETATeNbHBIX PeaKuni,
CBA3RHHDBIX c
MPHMEHEHHEM OITHATOB.
Cratunse! (HanpumMep, nosacrathH)| Heemorps Ha  TO, uro|B cIyuasx, Koraa
(cybempanmor CYP3A4) COOTBETCTBYIOIIHE HEBO3MOWKHO u30exaTn
HCCNENAOBAHUS HE [IPOBOANIINCE,| COBMECTHOTO MPHMEHEHHs
BOPHKOHA30I MOBLILIAET|BOPUKOHAZ0NA U CTATHHOB,
Na3MeHHble KOHLEHTPaLLHK|MeTaboIM3UPYEMBIX

CTATHHOB, METabOH3HPYEMBbIX
CYP3Ad4, uro, B cROIO OUEpens,

CYP3A4,
PacCMOTPETH

caeayer

MOYKET pHBeCTH K|HEOOXOAMMOCTE CHUKEHHS
palIOMHOTH3Y. JIO3LI CTATHILA.
[Ipenapater cyneonHunmouesnust|Hecmotps  wa 1o, uto|Pexomenpyertcs
(BKJIIOUAS, HO HE OFPAHMYHMBASNCH:|COOTBETCTBYIOLIME TUATENBHBIT KOHTPOb
TONOyTaMHLL, TIHITH3HA, [HCCIEAOBAHHS HE TIPOBOAMIHCE, YPOBHS [IIIOKO3bI B KPOBH.
rnudypum) BOPMKQHAZOI BepoaTHo!Cnenyer pPaccMOTPETh
(cybempamer CYP2CY9) IOBBICUT KOHLEHTPAHH | HeODXOAHMOCTE CHHIKEHHS
fIpenapaToB O3Bl npenaparon

CYJ'IB(])OHHHMO‘IBBI’IHB] B THAa3ME
H BBISLIBATE THITOTITHKEMHKIO.

C)’HB(I)OI!I’IJTMO'%@BHI-Ibi.

Ankanounel OappunHka (Biomouas,|Heemorpss wa 1o,  uro|Crenmyer PaccMOTPETH
HO HE OrPaHHYHBASICE: |COOTBETCTRYIOLUINE BO3MOIKHOCTE  CHIDKSHMS
BUHKPHCTHH ~ H  BHHONACTHH)|MCCAEAOBAHUS HE NPOBOAMINCE, 103D AAKATIOH A0
(cybempamor CYP3A4) BOPUKOHA30N BEPOATHO|OAPBHHKA,

IOBBICHT KOHUEHTPAHHH

anKanonaon OapBHHKA B [11a3Me

" PHBOAHTS K

HEHPOTOKCHYHOCTH.

1D
[
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cpennero (%) COBMECTHOro

fpHMeHeHHs
Hpyrue wuHTHOHTOpEl Ipoteassl|Knuuuueckue vccnenopanus He|Moser notpedoBaThCd
BHY (BrTrOUAA, HO HE |IPOBOOUINCE, Pesynbrarel|TiiaTesapHoe  Habmonenue
OTPaHHYHBAACK! CAKBHHABHD, |HcCHenoBaHMit in vilroic LUENBID  BLUIBIEHMUS
AMIpPEHABHp U HE:JI(I)HHEIBH[J)* YKa3bIBAIOT  HA  TO,  YTO|IPH3HAKOB JIEKAPCTBEHHOI!

A

(cybempamel u uneuOumops: | BOPUKOHAZON MOIKET| TOKCHYHOCTH u/unu
CYP344) HHIHOHPOBATE MeTaboIM3M [OTCY TCTBIS
yHrHOHTOpOB nporeassl BUY, alsddextusrocTu
uHrHbuTOpEl nporeazsl BMY Binpenapara, a  TaKxke
CBOIO OQUEpe/h MOFYT TAKKe|KOPPEKIHs A03EI.
WHIHOMPOBATE meTabonu3M
BOPHKOHA3OJIA.
Hpyrue HeHyKIeosuansle Kannndecke ucenenopanna He|Mower notpeboBathes
HHTHONTOpPEL 0BpaTHOH | TIPOBOIHIIHCE. PesynbTarelTiaTeIbROe  HabmoneHe
TPaHCKPHITA3EI (HHHMOT)|uccnenoramnit in vitrolc UEbI0  BLIABJICHHSA

(BKHIO‘I&H, HCG HE OrpaHHYHBasCh.
*

yKazeBaioT Ha 1o, yro HHUOT

MPH3HAKOB JISKAPCTBEHHOT

IEMaBHPIHH, HEBUpANHH) [MOTYT HHIHOUPOBATE | TOKCHUHOCTH H/nu
{cybcmpaniol, un2uOUMopL! (MeTadoIM3M  BOPUKOHA30Md, a|OTCYTCTRHS
CYP3A4unu undymoper CYP450) |zopukonason MOKET[3(P(PEeKTHBHOCTH
MHIHOHPOBATH MeTabonu3M|Ipenapara, a  TaKKe
HHHOT. KOPPEKLHS JO3EL
Hannwie o pamstiy d2(asupensa
Ha BOPHKOHA30J  [O3BOJISIIOT
CHeNaTh BBIBOJA O TOM, YTO
MeTaboau3mM BOPHKOHA30/1a
MOXET  YCHIHBATHLCS nox
nefictuem HHHUOT,
Tperunonn FHecmoTps Ha  TO, uto|Bo BpeMsl neueHus
{eybempam CYP344) COOTBETCTRYIOUIHE BOPHKOHA30J0M M TIOcTe
HCCIIEIOBAHHST HE TIPOBOIMITHCE, |€T0 OTMEHEI

BOPHKOHA30JI MOIKET NMOBBILATE
KOHUEHTPALUHUIO TPETHHOHHA W

NOBLIIATE pHCK
HeXKeNaTeNbHBIX peaiuii
(TakuX Kaxk  [CEBACONYXONL
TOJIOBHOIC MO3ra,

THIEPKATILIHEMHST).

PEKOMEHIYETCST KOPPEeKUUs
JIO3B! TPETHHOKHA.

Humernaun (400 mr 2 pleyT)|Chae Bopukonazona T na 18 %|Koppexkuus 10361 He
(necneyughuveckuil ureubumop| AUCt BOPHKOHAZ0IA T na 23 Y%|TpebyeTcs
CYP450, ROGLIULGENT pH
HCEAYOOUHO20 COOEPICUMO20)
Huroxcur  (0,25Mr 1 p/eyn){Chax JHFOKCHHA —|Koppexuus JO35] He
(cybempam P-enuxonpomeuna) AUCT nirokcuna «» Tpebyercs
Wupurasup (800 mr 3 p/eyT)|Cia HHAMHABHPA —:Koppexkuus 103l He
(uneubumop u cybempam CYP3A4)| AUCT nnnuuanypa «» TpedyeTes

Coax BOPHKOHA30JI2 —

AUCT Bopukonazona <

i
(V5]
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Pereargunamgt, 1712)

JlekapcereeriHoe cpeacTso|BaanmoneiieTsne (MOCNEND ()
(MexarHumM 3aUMO0eiicIGun) MsmeneIsreone TP eeROTO O THOCHTEABHO
cpeanero (%) COBMECTHOTO
IIpIMCHEH s

MaxposuaHele aHTHOHOTHKH

Oparponurms (1 r 2 pleyT)
(unzubumop CYP3A4)

Azutpomunnn (500 Mr 1 p/eyT)

Cuax 1 AUCT BoprKOHA30NA
Cinax 1 AUCT Boprixonaszosna
BozaelicTBue BopuKOHA301a Ha

JPHUTPOMUIHH HITH
A3UTPOMHIIHH HEH3IBECTHO.

Koppekuus nosst He
TpedyeTcs

Muxodenonosast kucnora (1 r
OIHOKPAaTHO)

(cybempam Y[ D-
ZOKYPOHUNMPAHChepasvl)

Cinax MHKO(EHONOBOH KHCIOTBI
—

AUC, MuxoheHonoB0#
KUCJTOTLI <

Koppexust 1o3et He
Tpedyeres

S,

KopTHKOCTEPOH LY

TIpeanunsonon (pazosas nosa
60 mr)
(cybempam CYP3A44)

Cinax npeﬂﬁu'somﬂaT Ha 1l %

AUCq... npeannzononaTl ua
34 %

Koppekijis 10361 He
Tpebyercs

[TainieHThI, TPOXOISILNE
IUTHTENBHOE NIeYeH e
BOPHUKOHA3OMOM H
KOPTHKOCTEPOHAAMH
(BKIOYAS HHTISALHOHHBIS
KOPTHKOCTEPOHIBL,
Hanpumep OynecoHunI |
HHTpaHA3AIbHbIE
KOPTHKOCTEPOUIBI),
JAOAMNHBI HAXOJIUTRCS 11O
TIMATETBHBIM
HabRIOIeHHEeM Ha TNipeiMeT
PAIBHTHA AHCPYHKUHH
KOPB! HAATIOYEUHHKOR, KAK
BO BPEMS JIEUCHHS, TAK H
1OCHE OTMEHBI
BOPHKOHA30J (CM.

paszaen 4.4).
Panuturnn (150 Mr 2 p/eyT) Cmax # AUCT Boprkonaszona < {Koppexuus 1036l He
(noswiuiaem pH ocenydounozo Tpebyeres

co0epaIcUMO20)

4.6. PepTHALHOCTD, GEPEMEIHOCTE 11 JAKTALHS

bepemeHHOCTE

Hanupix 0 npuMeHeHun npenapata Budiens y GepeMeHHbIX KEHIIMH HeJ0CTATOUHO,

B uccnenopanuax ua SKMBOTHBIX oOHapyxela penpoiykKTHBHas TOKCHYHOCTD (CM. pasaen 5.3).
IToreHuHaTBHEIN PHCK JUIS YeNIOBEKA HEH3BECTEH.,

BH(I)BH,H, HEC CHELYET NPHUMCHATL BO BpeMs 6CPEMCHHOCTH, 3a UCKIIOUEHHEM TeX CJIY4acB,

24
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HeHnIHHBL C JETOPOAHBIM IOTEHLIHAJIOM
HenmMHEBL, crocodHLIE K ACTOPOMNACHNIO, JO/MKHBlL NPHUMERATH  HAAESKHBIE METOb
KOHTpPAUEHIHH BO BPEMs BCErO Kypca JISUEHHU.

JlaxTanus
Jaufple 0 NPOHMKHOBEHMH BOPHKOHA30Na B TPYIHOE MOJOKO OTCYTCTBYIOT. [IpH Hauane
nieyenus npenapatoM BHdeHa rpyanoe BCKapMITMBaHHe J0JDKHO OBITE MPeKPaileHo.

PepTUILHOCTE

B uccnenoBaHHn Ha Kppicax HE OTMEUANOCh HAPYIISHHS PEerpOAyKTHBHOMN (JYHKIIMM CaMLOB #
camok (em. pazznen 5.3).

4.7. Bansaue na cnoco0HOCTL YNPABJSITL TPAHCHOPTHLIMII cpeacTsamu n padorars ¢
MEXAHIMAMH

Budenn oxazplBaeT YMEPEHHOE BHHSHHE HA CHOCOONOCTL  YIPABISATL TPAHCHIOPTHBIMH
cpelcTBaMK M paboTaTk ¢ MexaHu3zMaMH. [Ipenapar MoKeT BBI3BATL OPEXOIAALIHE U 00paTHMBIC
HAPYIUEHHS 3DEHMs, BKAIOYad HEUETKOCTL 3PEHMA, HapyLIEHHE/YCUAEHHE 3PHTENLHOFO
BOCIIPHATHS! H/HIH cBeTOG0s3Hb, [1pH HATHYHY TAKHX CHMATOMOB MALMEHTR TOMIKIEl H3GeraTsh
TOTEHIHAILHO OIACHEIX AEHCTBHH, HalPHMEp YNpaBji€HHs TPAHCIIOPTHBIMH CPEACTBaMH MIIH
pPabOoTh! C MEXAHH3MAMH.,

4.8. Hesrenarennunle peari

Pezrome npodyrig 6e30IacHoCTH

[Ipodune Ge3omacHOCTH BOPHKOHA307a JUIs B3POCHBIX YCTAHOBIEH Ha OCHOBE 00BEeAHHEHHOMH
0asel JaHHEBIX O 0@30ITacHOCTH, MojyueHHbIX y Gonee uem 2000 mauwenTos (Bkmouas 1603
B3POCHBIX ITAUMEHTA B HCCIENOBAHHIX C IPHMEHEHHEM BOPHKOHA30Ma [N JIeUeHHs) o
HONOIHATENBHO 270 B3pOCBIX NAIMEHTOB B HCCHELOBAHUAX ¢ NPHMEHEHHEM BOPHKOHA3OIIA /sl
NpoMIAKTHKE). 3TH NAUHEHTH IPeACTAaBNMIOT COO0H PasHOPOARYIO TIPYIINY, BKIIOUYAIOILYIO
man ¢ remobnacrozami, BWY-uHQUuMpoBaHHBIX MHMU ¢ KAHAHZO30M MHIIEBOAA U
pedpakTepHeIMH IPHOKOBBEIMH MH(pEKUMAMH, AL Ge3 HelTponenun ¢ Kanauaemued wiu
ACTIEPTHILIEZOM, a TAIOKE 3UOPOBLIX 10GPOBOBIER.

K nanbonee 49acTeiM HEXENATENbHBIM PEAKLHMSIM OTHOCHAWCE 3PHTENLHBIC HAPYLIEHHS.
[HPEKCHS, CBITIL, PBOTA, TOLUHOTA, Auapes, rofonnas 0ok, nepupepuyecKiiit 0Texk, OTKIQHEHHS
OT HOPMBI OHOXHMUYECKHX TOKazaTeNeH (YHKIHE IIEUEHH, PECTIHPATOPHbBI AHCTPECC-CHIHAPOM
i abgoMHHANLHAg DONG.

Hexenarenpnele peakumn ObuIH OOBIMHO JIErKO WM YMEPEHHO BhIpaxeHbl, Kaunuuecku
3HAUMMONM 3aBHCHMOCTH 0€30macHOCTH IperapaTta OT BO3PAcTa, pPACKl HIH MMONa [pH
COOTBETCTBYIOLIEM aHalIN3e JAHHBIX HE BLIIBICHO.

TabanuHoe pe3roMe HEeKENATENLHBIX PeaKiuil

B Tabnuue HHXKe IepeuiicIe bl HexKenaTeNbHbIe Peakuny Mo00H MpHUHHHON 00YCIOBIEHHOCTH
I UX YaCTOTHEIE KATErOPHH B COOTBETCTBHH C CHCTEMHO-OPraHHbIM KnaccoM y 1873 Bapocnbix
13 obbeauHeHHBIX TepanesTHueckoro (1603) w npodumnaxruueckoro (270) wuccieaopauii,
MOCKONBKY DONBIIMHCTRBO M3 HUX HOCHJIO OTKPBITLIH XapakTep.

[
h
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clenyiommM obpasoM: OueHb uacto (2 1/10); wacro (ot 2 /100 no < 1/10); wneuacto (oT
> 1/1000 mo <1/100); peaxo (oT> 1/10000 mo < 1/1 000); ouens penxo (< 1/10 000) nmn
HEN3BECTHO (HEBO3MOIKHO YCTAHOBHTE TIO HMEIOLLHMCS JAHHBIM),

B xkanpoH KaTeropHi 4acTOoTh! HEXKENaTeNLaLIe PeaKlHi APCACTABICHEI B MOPSIAKE CHHIKCHIA

CTCHEHH CCPLE3HOCTH

Hesxenateapinie PEaKIHMH Y MOMY4YaBIIHX BOPHKOHA30] NALHEHTOB!

CuceremHo- Ouenn Hacro Heuacro Peaxo Heuzpecrno
oprauuelii Kaace [ vacro
Wudexmmmn n CHHYCHT ncesroMeMop
UHBA3HU AHO3HBIH
KOJLUT
JobpoxavecTBeHHBIE, [TnockoxmeToMH
3NI0Ka4ECTBEHHBIE H BIH paK KOxuu
HeYTOUHEHHEIE (TTPK) (sxmouasi
HOBOOOpa3oRaHus TPK in sita wnn
(BKJIFOUAS] KHCTEL U fone3Hb
[TOJIHIIBL) Boyaua)**
Hapymenus co ArPAHYIOLNTO3 . |[HEHOCTATOUH |[AHCCEMHHHPO
CTOPOHB! KPOBH H MaHUHUTONEeHHsA,  OCThb BaHHOE
naM{aTHIEeCKOH TPOMOOLIHTONIEHHS [KOCTHOTO BHYTPHCOCYH
CHCTEMBI 2, IeHKOTICHIS, MO3TE, CTOE
AHEeMUS nuMQaacHON CBEPThIBAHNE
aTusl, KPOBH
nO3HHOYMIHS
Hapymeuus co rHITEPUYBCTB RHAGHIAKTOH

CTOPOHEI HMMYHHOMH
CHCTEMBI

HTCABHOCTD

Has peaKums

SDHOOKpPUHHEIE
HapyIueHus

HEOCTATOUH
0CTh
HAATIOUCHHHUK
0B,
FUITOTHPEO3

rHIEPTAPEO3

Hapyienus repreprrHITOrTIHKEMHES,
MeTaboNIH3IMa 1 HECKUH  [PHITOKAJIMEeMMUH,
MATaHHs OTEK CHIIOHATPHEMUS
[Teuxuuecxkue NETIpeccHs,
HapyLIEHHs TaJTFOLMHALIHH,
TPEBOIKHOCTE,

DecconHuLA,
TPEBOIKHOE

BO3DYIKACHHE,
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COZHAHHS
Hapyinenns co COJIOBHAS CYLOPOTH, OTEK MeueHoYHas!
CTOPOHEI HEPBHO  DOJIB 0OMOPOK, TPEMOP, [FOJIOBHOIO  PHUE(]ANIONATH
CHCTEMB! FUIEPTORMS MO3Ia, 51, CHHAPON
napectesis, snuedaronar| uiieHa —
COHNIHBOCTB, st Bappe,
FOAOBOKPYIKCHHE DKCTpallHpaM HHCTAI'M
MIHOE
pPaccTpoicTs
o,
nepugepuuec
ICEL51
HeHponaTus,
ATAKCHSA,
rHIeCTe31s,
THCreB3usI
Hapyuenns co BPUTENBH [KPOBOU3IUSHNE B [HApYIUEHHE QTPOQHsI
CTOPOHEI Oprasa bl CETUATKY CO CTOPOHBEI  BPHTENBHOTO
3PEHHUS HAPYIIEH BPHTEABHOTO HEPBA,
s’ HepBa', OTeK TIOMYTHEHHE
THCKA POFrOBHIIH]

RPHTEABHOMO
Hepna®,
OKYTOTHPHBI
i Kpus,
UTIIIOTIHS,
CKJIEDHT,
onedapiT

Hapyienus co
CTOPOHLI OPraHa
cilyxa H JabHpHHTA

TYTOYXOCTh,
BEPTHIO,
[LyM B YLIax

Hapywenus co
CTOPOHEI cepaa

HAJDKENYOUKOB
as ApUTMHIL,
TaXUKapLis,
OpanuKapans

(prbpunnsim
5
DKEITYIOUKOB,
PKENYIOUKOBA
51

psl,
SKESTYIOUKOBA
51
TaxHKapAus,
YIUTHHEHTE
HHTEpBaAIA
QT na
NJIEKTPOKAPIL

DKENYIOUKOBAR
TaxuKapamns
THIA
THPYIT»
(torsades de

DKCTpacHcTompointes).

TOMHAs
ATPHOBEHTPHK
YIS pHAs
OJI0Kana,
OroKxana
HOYKKH ITYUKa
['mca, yanoBo#
PHTM
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OBAT
TaxHKapIus
Hapyienus co ApTepHaNbHAS TpoMBo(ned
CTOPOHEI COCYAOB MUIIOTEH3HS, HT,
bneGur TTIMQAHTHT
Hapyinenus co HapyLeH OCTpbIi
CTOPOHBI He pecrupaTopHLIi
JBIXATeIbHOM NBIXAHHS® [THCTPeCC-
CHCTEMB], OpraHos CHHAPOM, OTeK
rpYAHOH KIETKH H MerKHX
CPEeNOCTCHHS
Henynouno- nHapesr, [XeiauT, MEPHTOHHUT,
KUHICYHBIE PBOTA,  |THCHIEIICHS, 3ariop, MaHKPeaTHT,
HapyLICHUN OONBE B [HHTHBHUT OTEKIINIT
PKHBOTE, S3BIK,
TOLUHOTA AYOREHNT,
raCTPOIHTEPH
T, FJIOCCHT
Hapymenus co OTKIIOHEH PKEJITYXa, MEUSHOUHAS
CTOPOHEI IEUEHH 1 [HE OT XOJIECTATHUECKAs HEI0CTaTOMH
JKETTUEBBIBOMSLMX  [HOPMBI  PKEJITYX4, OCTD,
nyTekh GUOXUMA [FenaTHT rernaToMeras
UECKUX nsl,
[TOKA3ATES XOJCLHCTHT,
e XOJIENUTHAS
(pyHKUHH
eteHH
Hapymenus co CHITID SKC(OIHATHBHEIR CHHIPOM TOKCHYECKHI KomKHas
CTOPOHBI KOXH U NepPMATHUT, Crnperca — priaepManbH KpacHas
TIOOKOYKHBIX TKaHe ATIOTIELINS, Jlconcona®, it Hekpoms®, BonuaHka*®
MaKyonanynesta [mypnypa, IIEKAPCTBEHHA BECHYLIKH™,
51 CLINB, 3V, KPArYBHULA, 51 peakuus ¢ AeHTHro®
SpHTEMA, e pruvueck PO3HHO(HIHE
potoTokcuunocTs Wit nepmaTut, i U
o narnysne3Has CHCTeMHBIMH
ChIMb., CHMIITOMaMH
vakynesnas  (DRESS),
ChIfb. IK3IEMa QAHTHOHEBPOTH
UEeCKHH OTeK,
AKTHHHYECKHH
Keparos’®,
[1CeBAOTTOPQH
P,
MHOTO(POPMHa




COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
nr 11,04 2025 K= 9877
(nocn Eﬂ'?ﬁl%ﬂ.e_l‘l??lz HOCTE 0012)
MTCOpHas,
rlexapCTBEHHA
51 CLINTb
Hapyiuenus co DONE B CITHHE APTPHT,
CTOPOHBI MBIILIEUHOIT, frepuocTuT™
CKENMEeTHOH U i
COEIHHUTEILHOH
TKaHH
Hapymenus co OCTpas MOYevHas: [HeKpo3
CTOPOHBI TIOYEK H HEAOCTATOYHOCTD, [TOUSHHEIX
MOUEBBIBOJSIHHX reMaTypis KaHAbLEB,
nyTeH NPOTEHHYPHS
. HepUT
Ofmue HapylIeHUs HTHPEKCHs BOJB B FPYAHOI  peakiius B
pEaKIiK B MECTE KIETKe, OTEeK MECTE
BBEICHHSI A’ acrenus, KHOY3HH,
03HOO rpUNMononod
ROE
naboneBaHNe
Jlabopatopusle U TOBBIICHHEIH [MOBBILLIEHHEI
HHCTPYMEHTAIbHLIE VPOBEHL H ypoBeis
JlAaHHBIE KpPeaTHHMHA B MOUEBHHELI B
KPOBH KPOBH,
[OBBILICHHEI
1 ypOBeHb
XOJIeCTepHHa
B KPOBH

*HJIP, BEIABIEHHBIE B IIOCTPErHCTPAIIIOHHOM NEPHOAE

**Kareropus

HacToThl

CCHOBaHa

Ha pe3ynprarax

HADJIIOAATENBHOTO  MCCNENOBAHHS  C

HCIIOJIB30BAHHEM DEAIBHBIX NAHHEIX H3 BTOPHUYHBIX HCTOUHNKOB HH(})O[)M&LIHH g L Beuun

Bicﬂrorlae'r (heSpunbHYIO HEHTPOIEHUIO 1 HERTPOIIEHKIO,
BI(JIIO‘-I&ET UMMYHHYIO TPOMOOLIMTONEHHUECKYIO TTYPIIYDY.
? BRIOYAeT PHITAHOCTE 3aTHITOUHBIX MBILILL H TETAHHIO.

“ JHIE]ANONATHIO

BxniouaeT
3Hue(banonamro

THIIOKCHYECKU-WUIIEMHYECKYID

ant{)qaeT AKATH3MIO W NIAPKUHCOHU3M,
® CM. nyHKT «3pHTENbHEIE Hapymenusy B pazaerne 4.8,

B TeuesHue

IOCTPErHCTPALIMOHHOIO

nepHona

ObIn

[IPOXOIKHTENEHONO HEBPHTA 3PHTENBHOTO HEpRa. Csm. paznen 4.4,

CM paznen 4.4,

BKmoqaeT AUCITHOD K OJBIIKY MpH (U3KnuecKod Harpy3ke.
¥ Brumouaer NeKapCTBEHHOE MOPAWKEHHE MEYEHH, TOKCHYECKUH renaTHT, relaTole/IonsipHoe
MOPAa’KEHHE IEYEHH U I'eNaTOTOKCHYHOCTD.
' Brunouaer nepropbuTANLHBIH OTEK, OTeK ryd U OTEK CIM3UCTON POTOBOIl TIOJIOCTH.

3aPErHCTPHPOBAH

H METOﬁOJ’IH‘]eCKy!O

cry4ai
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3pumensuble HapYULens.

B paMxax IJIMHMMECKHX HCCIEOOBAHHI OYCHL 4YaCTLIMM HENENATCABHLIME  PEaKIUSIMH,
CBA3AHHBIMH C BOPHKOHA3070M, OBLIM 3pHTENbHBIE HapylleHus (BKIIOUas HEUSTKOE 3peHue,
cBeTOOOA3HB, XJIOPOINCHIO, XPOMATONCHIO, UBETOBYIO CIIENOTY, LHAHONCHIO, HapyHICHHE CO
CTOPOHLI OpraHa 3peHwns, HAINYHE B IIONE 3PEHHA palyXXHBIX KPYWKKOB, HOUHYIO CIICIOTY,
OCHHJUIONCHIO, (OTONCHIO, MEPLATENBHYIO CKOTOMY, CHIJKEHHE OCTPOTHI 3PEHHS, SAPKOCTD
3PUTENBLHOIC BOCIIPHATHS, Ae(EKT AOM% 3PeHN, TJIARAIONINHE TTOMYTHEHHS CTEKIOBUIHOIO TENa
H KCAMTOICHIO). IDTH 3PHTENbLHbIE HApYIIEHWs WMEeAH npexomdumnil xapaktep W Obuin
TOJIHOCTBIO OOpPATHMBI, CaMOCTOSITENBHO paspeluanucs B OONLIIHHCTRE CNYUQEB B TEYeHHE
60 MHHYT M He OCTaBIsLIH T1ocie cebs Kakux-NHb0 KAWHHUECKHX 3HAUYWMBIX TTOCREICTBHH B
OTHAJCHHOM TIepHoAe. [1pH MOBTOPHOM NpHMEHEHHH BOPHKOHA30MIA OTMEUAIOCH ocNabieHue X
BHIpAXECHHOCTH. Hapyienus 3peHns, xax npasuno, ObIIH JETKO BBIPAKEHHI, PEAKO TpeboBanu
NpeKpalledus JeYeH s 1 He NPMBOJMAH K KaKUM-TH00 NOCNEeNCTRHAM B OT/aleHHOM TepHoie.
Hapywenus sperust MOTyT OBITE 0OycClOBNEHBI (0JIee BEICOKHMH KOHUEHTPAIMSIMH TIpenapara B
T1a3Me KpoBM H/MIH Oonee BLICOKHMHE JIO3AMH.

MexaHu3M pasBUTHS 3PUTENBHBIX HapyIUEHMH HEH3BECTEH, XOTs, BEPOSTHEE BCEro, HX
BO3HHKHOBEHHE CBA3AHO € HelCTBMem Ipenapata Ha ceTyatky. [IpH M3YYeHUH BIHAHNS
BOPHMKOHA30JIa Ha (DYHKLIHIO CETYATKH B HCCIACAOBAHHM C YYACTHEM 3M0POBBIX MODPOBOILIESE
OBUTO BRIABJIEHO CHHYKEHHE aMIIHTYIBI BOMH Ha aekTpopeTHHorpaMme (DPI7) na doue npuema
sopukoHazona. C rnomoueio IPT u3MepsaroT aaekTpuueckuil TOK B ceTyaTke. VaMeHeHHs Ha
SPI' He nporpeccHpOBany IPH NPOAOMKEHHH JCUcHHS B TeueHue 29 mHel ¥ HONHOCTHIO
HCUe3aTy TIoce OTMEHbBI BOPHKOHA30A.

B mepron mocTperHcTpalOHHOTO NPUMEHEH s COOOIIAIOCh O CIyHasX NPOAOKHTENbHBIX
HEeXXeJaTENbHBIX PeaKiil cO CTOPOHB! opraua 3peHust (CM. pasien 4.4).

Koocnvre pearcyuu

Y NauneHToB, HOAYYABIIHX BOPHKOHAZ01 B KIHHHYECKHX HCCIEHOBAHHMAX, OUEHb YacTo
OTMEYAIMCEL KOMKHBIE PEAKUHH, OJHAKC ITH TNALHMEHTLl HMMENH Cephe3HbIe OCHOBHBIE
3a00/IeBaHHs W OAHOBPEMEHHO NPHHHMAIHN APYTHE JMEKApCTBEHHBIC CpeacTsa. B GonkiunHeTEe
CHYYaeB ChINb Obl1a Nerkoi MM yMepeHHol cTeneHH TAXKecTH. Bo BpeMs JIEUeHHs TIPErnapaToat
Budenn y nanuMeHToB BOZHHMKAMM TSHKENBIC KOXKHBIE HeXenatenshbie peakuuu (TKHP), Takue
kax cuniapoMm Ctupenca — Dxoncona (CCH) (HewacTo), TOKCHUYECKHMH IMUAECPMANTBHBI
nexposms (TOH) (peakxo), mexapcTBeHHAs PEAKUNHs ¢ 303MHOGHINEH M CHCTEMHBIMH
cumnroMami (DRESS) (penko) u muorodopnsuas sputema (peaxo) (eM. paznen 4.4).

[Ipy MOSBACHMM CBHHIM 33 NAIKEHTOM CISAYET BECTH TLIATENLHOE HAGMOJeHHEe ¥ OTMEHMTh
Budenn mnpu nporpeccHpoBaHuM mopaxeHus KoxH. Co0BIAnoch O TAKUX  PEaKLMAX
(DOTOUYBCTBUTENEHOCTH, KAK BECHYLUKH, NEHTHIO M AKTHMHHYECKHH KepaTo3, OcoBeHHO mnpi
JUTATENBHOH Tepanuy (eM. pazaen 4.4).

Coobianocs 0 crydasiX [JIOCKOKRETOYHOro paka koxu (Bxmiouas [TPK in sity unu Gonesnn
boyana)* y nauueHToB, nonywaBlHX BHeHZ B Te4eHHE TATENLHOTO BPEMEHH, MEXAHH3M
BO3HHKHOBEHHS OIYXOJIH HeU3BecTeH (oM. paznen 4.4).
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Buoxuaiweckue noxasamenu Qyuxkyuy neveinu (IOCNEOOBATEN LHOCTE 0012
Obiuass yacToTa NOBBILECHHS YPOBHS TPAHCE

BEPXHIOIO TpaHHuy HopMbl (BI'H) (uto we obs3atensHo 6b[J’[O HexenaTeNbHOH peakuuei) y
MallMeHTOB, ITOJIYYaBIUHX BOPUKOHA3ZOM B XOJE KIMHHYECKHX HecnreRoBaHui, coctamsia 18,0 %
(319/1768) y B3pocmeix u 25,8 % (73/283) y mauHeHTOB JETCKOTO BO3PACTA, MONYHABLINX
BOPUKOHA30JI B TEPANEBTHUCCKHUX H NPOQHUIAKTHUECKHX UeNssx cOBOKYNHO. OTKIOHEHHS OT
HOpMBl OHOXHMHUYECKHX Tokazarenell ¢yHxumn mevenn moryr OwiTe cBsizaHel ¢ Bonee
BBICOKHMH KOHIEHTPALMSAMHK IIperapara B IUtazMe KpoBH W/iH osee BBICOKMMM A03amH. B
OONBIIMHCTRE CJIYUAeB OHOXHMHIUECKHE [TOKa3aTe I PYHKIHH [TeYeHH HOPMANIM30BBIBATHCEH NP1
IPOAOKEHHH JiedeHHsT 0e3 M3MEHeHU IO3bl WITH I10CIe KOPPEKIHY J03bl, B TOM YHCIE [10Ce
OTMEHBI TEPATIHH.

[Ipy npuMEHEHHH BOPHKOHA30MA HMENIH MECTO Cly4ad CepLe3HOi TIenaToTOKCHUYHOCTH v
MAUHEHTOB ¢ HPYTHMH CEphEe3HBIMH  OCHOBHBIMH  3abosieBaHusiMH. [ €naTOTOKCHYHOCTH
OpOABJISANACE B BHIE JKEATYXH, TenaTHTa H IeYEHOUHOH HEeLOCTATOUHOCTH C JICTAIBHLIM
HexonoM (em. pasnen 4.4).

Pearyuu na ungysiuo

Ilpr BHYTPHUBEHHOM BBEJEGHHH BOPHKOHA30Ja 3A0POBLIM IOOPOBONLIAM BO Bpems HHQY3HI
HaOMIOAaNHCh aHa(HIIAKTOWAHBIE PeakUdH, BKIIOWAas TNPUIMBB, JAHXOPAIKY, TOTAHBOCTE,
TAXHUKAPJKIO, YYBCTBO CTECHEHHS B TPYIM, OJBIUKY, OOMOPOUHOE COCTOAHME, TOLUHOTY,

KOMHBIH 3y1 ¥ CBHIb. ITH CHMITOMSBI TOABAANMCE Cpasy IOcie Hauana RHQY3UH (CM. pazjen
4.4).

IIpoghunaxmura

B XoZe OTKpPBITOTO CPaBHHTENIBHOIO MMOTOUEHTPOBOrO HCCIACAOBAHWS A/ CPABHEHHS
BOPHKOHA30d W WTPAKOHA301a KAK CPEJCTB MEePBHYHON NpOpHIAKTHKH Y B3POCHABIX H
TOIPOCTKOB, peuunuenTos angorenusix ['CK, paHee He HH(HUMPOBAHHLIN MOATBEPKACHHOHN
wi nojospesaemoi  MII'M, oxonuarensHas oTMeHa npenapara o npwanHe HS 6ouia
saperucTpuposada y 39,3 % nauweHTOB B rpyIme BOPUKOHA30MA O cpasHeHHIo ¢ 39,6 %
[MAlMEATOB B IPYNIIE HTPAKOHAa30/a. Hexenarensuble peakiiMi ¢ CTOPOHS! HEYEHH, BO3HHKIIHE
[ocje Havana NevyeHHsS U TpeOOBABLUME OKOHUATENLHOI OTMEHBI Mpenapara HCCAemOBaHHS.
nabmonanuce y 50 nanuentor (21,4 %), nonyuapwux sopuxonasosn, u y 18 nawenros (7.1 %),
[MOJIy4aBLIHN UTPAKOHAa3011.

Hemu

besonacHOCTE BOPHKOHA30NA H3YyYaNach B KIHHHYECKHX HCCNenoBanusx y 288 meteil B
sospacte oT 2 g0 < 12 jer (169) u & Bozpacte ot 12 g0 < 18 et (119), xoTOpLIC MOMYUATH
sopuxonasos it npoduraktuky {(183) u nedenus (105). besonacHocTh ROPHKOHAZONA TAKKe
HONONHKTENLHO Heenenosanack y 158 merelt B Bospacre or 2 o <12 ner B nporpammax
IIPHMEHEHHT HE3aperiCTPHPOBAHHOrO TIPenapara B WHIMBHAYalAbHOM nopsake. B menowm
npouae Ge30MacCHOCTH BOPUKOHA30NA Yy MALMEHTOB AETCKOro Bo3pacTa ObII AHANOTHYEH
TAKOBOMY Y B3pOCTBLIX. OAHAKO y NAIHEHTOR JETCKOrO BO3PACTE. 1O CPABHEHHIO CO B3POCIBIMH.
B KAMHHYECKHX HCCNEROBAHMAX Habiojanacs TEHIEHUHs K Oohee BBICOKON wacroTe
IOBBILIEHUS YPOBHA [I€YEHOUHBIX (DEPMEHTOB, OTMEUCHHON KaKk HEeNeIaTesbHAS peaKiis
(noseIIeHwWe YPOBHS TpaHcaMuHaz Ha 14.2 % y merefi no cpapHenuio ¢ 5,3 % y B3pochbix).
Hannple NOCTPErHCTPALMOHHOTO HABMIOAEHHUS YKA3BIBAIOT HA TO, YTO Y AETEH KOWKHbIE peakLi
(0CODEHHO dpHTEMA) MOTYT BCTPEUATHCS UALLE, UEM Y BIPOCHLIX. Y 22 nauueHTon mMaajume 2
€T, TIOAYYABIIHX BOPHKOHA30J B NPOrPaMME NPHMEHEHHS HE3apericTPHPOBAHHOrO Npenapara
1pH He3Q(QEKTHBHOCTH APYrHX METOMAOB JEUSHHS. HAONIOJANHCE CAEAYIOLINE HEKeNaTeabHble
peakuuyu (A9 KOTOPBIX HE MOMKET ObITh HCKIKUEHA CBS3b C BOPHKOHA3Z0JOM): peaKiyis
cBeTouyBCTBUTENBHOCTH (1), aputmus (1), nankpearur (1), noeeiuienne ypoeHs Ounupy0una B
kpoBH (1), MOBBILEHHE YPOBHS nevYeHOYHeIX (epmenTos (1), cwimms (1) M oTex HmcKa
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3PUTENEHOTO Hepsa (1). B 10cTperncTpalionngy epuoje¢oont 7IOCE -Gy APl FaHKReaTHTa

y mereif. —

CooblueHHE 0 N0A03PERACMBIX HEMESNATENBLHBIX PEAKIMAX

Baxxno coofmare o [IOJO3PEBACMbBIX  HEKGAATSIIBHBIX  PCAKIIMAX  TI0CHE  PErHCTPalliH
NEKapCTBCHHOIC IIperrapaTta ¢ UEhsI0 obecneuenus HENPEPRIBHOIC MOHHTOPHHIG COOTHOINCHHSA
KIIONB3A-PHCK» JICKAPCTBCHHOTO  IIpErapara. MeIHLHHCKHM pEl60TE‘II/I](aM PEKOMEHAYETCH
co0bIATE O MOOBIX TIOJO3PEBAEMBIX HEKENATEABHBIX PCAKIIHIX JCKApCTBEHHOTO npenapara Hepes
HALHOHATIBHBEIE CHCTEMEI COOBIIEHHSI O HEXENATEbHBIX peaKkuHaAX FrocymapcTts — HiICHOB
EBpaBHFICICOTO JKOHOMHUICCKOT G COI034.

Pecnybairka Kazaxcran

Anpec: 010000, r. Actaua, paiton Bafikonsip, yn. A. Mmanoea 13 (bL{ "Hypcayner 2)

PITI na [IXB «HanuoHanbHeIH LEHTP 3KCNEPTH3bl JEKAPCTBEHHDLIN CPEACTE ¥ MEAHLIMHCKHX
magennit»  KoMuTeTa MemMUMHCKOrO M (PapMaleBTHUCCKOrO KOHTpons MuHHCTEpCTBA
3apaBooxpaneHus Pecniybmixu Kazaxcran

Ten.: +7 (7172) 235-135

On.mouta: farm@dari.kz

CaiiT B ME(pOPMALIHOHHO-TEAEKOMM YHHKALMONHON ceTi «MuTepre™: https://www.ndda.kz/

Poccuiickasn Megepaunsn

Anpec: 109012, r. Mocksa, CnassiHckas nnomans, 1.4, ctp. |

MepepanpHas cnyxba 0 HAL30PY B CPepe 3ApaBoOXPAHEHH

Ten.: +7 800 550 99 03

3. nouta: pharm@roszdravnadzor.gov.ru

Caiit B HHPOPMAITHOH HO-TENEKOMM YHHKALIHOHHOH CeTH «Mureprery:
https://www.roszdravnadzor.gov.ru/

Ksiprozckasa Pecnydmuka

Anpec: 720044, r. buwkex, yiu. 3-a Jluuus, 25

JemapTamMenT JeKapCTBEHHEIX CPEACTB M MEAHURWHCKHMX H3iesnit npu  MunucrepceTse
3npasooxpanenust Kelproizckoit Pecnyonukn

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

On.mouta: vigilance@pharm.kg

Calit B nHQOPMALHOHHO-TEACKOMM YHHKALHOKHOH ceTH «MuTepHeT»: htip://www.pharm kg

4.9. [Tepenoznponra

Coobimanocs 0 3 ciayyasX HeYMBILICHHOH MePeio3UPOBKH B XOAE KIMHHYECKUX HCCIEI0BAHMH.
Bee cayuan HaGMIONANKCE ¥ ACTEH, TOMYUHBIINX BOPHKOHA30JI BHYTPUBEHHO B 103€, B I5ITh pa3
[peBsiuasueil pexoMenHoBaHHYIO.

CUMOTOMBI
Enuncreennoil neskenaTensHol peakuueil Gi1a caeTo00sI3Hb AAUTENLHOCTHIO 10 MUHYT.

Jleuenue

AHTHIIOT BOPHKOHA301A HEH3BECTEH,

BopiKkoHa307 BEIBOAWTCS NIpH reMoauanise ¢ kaupeHcom |21 mu/mun. BenomoratessHoe
BEIIECTBO JeKapcTBeHHOH (Gopmbl ana BHyTpuBeHHoro speacHusi SBECD seisoamres rpu
reMonuanize ¢ WiupercoM 355 mn/mun, B ciywae nepeno3HpoBKM [EMOAHANH3  MOMKET
c110coGCTBOBATE BhIBeAEeHMIO BopHKkonasona # SBECD w3 opranusma.
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5. DAPMAKOJIOTHYECKHE CBOICTBA (MOCTMEMOBATENLHOCTS 0012

5.1. PapmakogHHAMBYECKHE CBOHCTBA
MapmaxoTepanesTHueckas rpymna: [llpoTusorpudroseie  npenapaTbl  AAA  CHCTEMHOIO
npuMeneHns. [IpoTHBOrpHOKOBBIE NPEnaparsl sl CHCTEMHOrO NpHMeHeHus. lIpoussonnee

TpHa3o/a H TeTpazofa. BopHkoHazon,
Kon ATX: JOZACQO3

Mexaiuzar deticmeus

BopHKOHA30JI — 3TO NPOTUBOTPHOKOBEIH Mpenapat TpHazonerof rpynbsl. OCHOBHON MEXaHH3M
HEHCTBHA BOPHKOHA30M 3aKJIOUACTCS B HHMHOHPOBAHHH  ONOCPENOBAHHOH TIpHOKOBBIM
uptoxpoMom  P450  peaxumu  memerwmupoBaHus  4-anbda-nanocrepona,  ABJSIIOUEHCS
KJIFOYEBBIM 3TaroM OHMOCHHTE3a aprocrepona B rpiudax. Haxonnenune 14-anspa-MeTHICTEPONOB
KOppeJIHpyeT ¢ IOoChenylomel motepeil aproctepona, BXOOSIIEIO B COCTaB  KACTOYHO
MemOpanel rprboB; 3TOT MPOLECE, BO3MOXHO, JIEKHT B OCHOBE MPOTHBOrPHOKOBOrG ACHCTBUS
BOpHKOHA3zoNa. [1oKa3aHo, YTO BOPHKOHA30 (oJiee CeNeKTHBEH 110 OTHOLIEHHIO K (PEpMEHTaM
cemeiictBa nuuroxpoma P-450 rpubos, uenM no OTHOWEHHIO K paziuuHbM (PepMenTaM cemeieTna
uuToxpoma P-450 MuexonuTaommx.

Knnunuecxag 3 HeKTHBHOCTEL B Be300aCcHOCTh

Bopuxonazon in vifro DEMOHCTPHPYET LIHPOKMH CHEKTP NpOTHBOIPUOKOBOH AKTHBHOCTH B
otnomennn supos Candida (BKmoOuast pesCTeHTHLIE K (nykouazony urrammel C. krusei w
pesucrentabie wraMmmel C. glabrata w C. albicans), a Taxoke NPOSBISET QYHTHIMAHOE NeHCTBIHE
B OTHOIIEHHH BCEX H3YYEHHBIX BHJIOB poua Aspergillus. Kpome Toro, B yCnoBMaX in vitro
BOPHKOHA30N 001anaeT npoTHBOrpHOKOBEIM AeHCTBHEM NPOTHB HOBBIX NMaTOreHHBIX Ipudos,
wanpumep rpuboB  poxpa  Scedosporium  wnw  Fusarium, HMEIOLHMX — OTPAHMYEHHYIO
YYBCTBHTENBHOCTh K CYIUIECTBYIOIHM [IPOTHROrPHOKOBLIM CPEACTBAM.

Krunnueckas 3 (heKTHBHOCTb, ONPEHEAseMas KaK YacTHYNBI 1AM [MOARBIH OTBET. Oblia
OKa3ana OTHOCHTENBLHO rpuboB poma Aspergillus, 8 Tom uucne A. flavus, A. fumigatus, A.
terreus, A. niger, A. nidulans; rpubos pona Candida, sxmovas C. Albicans, C. glabrata, C.
krusei, C. parapsilosis u C. fropicalis, a TaK)Xe MpOTHB OrpaHHYeHHOro vucna wrammos ('
dubliniensis, C. inconspicua v C. guilliermondii, a Taioke BUIOB Scedosporium, B TOM 4HcTe S.
apiospermum, S. Prolificans, v rpuboB pona Fusarium.

Jpyrue rpubKrosble HHPEKIHH, MPH KOTOPBIX NPUMEHSUICS NMpenapar (4acTo ¢ YacTHHHBIM HilH
MOJIHBIM OTBETOM), BIJIIOUANH B cebs OT/IeNibHBIe Chyvyad HH(exnui, BBI3BAHHLIX IpHlamMH
poma Alternaria Blastomyces dermaiitidis, Blastoschizomyces capitafus, a maxyce poxa
Cladosporium, Coccidioides immitis, Conidiobolus coronatus, Crypiococcus- neoformans,
Exserohilum rostratum, Exophiala spinifera, Fonsecaea pedrosoi, Madurella mycetomatis,
Pgecilomyces lilacinus, pona Penicillivm, swmouas P. marneffei, Phialophora richardsiae,
Scopulariopsis brevicaulis w pona Trichosporon, skniouas nH(pEKUNY, BpI3BaMHKbIC 1. beigelii.

AXTHBHOCTB MpenapaTta B YCJACBHAX [ Vitro 1O OTHOLIEHMIO K KIMHHUECKHM HITAMMaM
Habmopanace 1nst rpubos poma Acremonium, pona Alternaria, poma Bipolaris, pona
Cladophialophora w  Histoplasma  capsulatum, npudem  pocT OOMBIUMHCTBA  LUTAMMOB
MOAAR/ISIICS TIPH KOHUEHTPALHAX BopHKoHazona oT 0,05 mMxr/mMa 1o 2 Mxr/ma,

B ycmoBusxX ir vifro BBISBIEHA AKTHBHOCTH BOPHKOHA30JIA B OTHOWEHWM TIpHOOB poaa
Curvularia u poga Sporothrix.

L2
L)



£,

vt 11.04.2025 Ne 9832
UorpanuiHLIC SHAYCHHA (MOCNELOBATENLHOCTL 0012

[Tepen HauyasioM Teparny HEOOXOHHMO IONYUHTS0OpPasHE-FPHOKOBOH IO ATy P H-FPOBeCTH

COOTBETCTBYET ZKCNEPTHOMY OTYETY

Apyrue Hamnexalnde nabopaTOpHLIE HCCIeNOBaHHsA (CePOIOTHYECKHE, IMCTONATONOTHUCCKHE)
OISt BBIACICHHS ¥ MOCHTH(UKALHK TIATOTEHHBIX MHKPOOPTaHH3MOB-po30yanTeaell HH(EKIHH.
Tepanust MokeT OBITH HAuara A0 TMOAYUEHHS DE3yNbTATOB KYJALTYPANLHOTO H APYTHX
nabopaTOpHBIX  HCCJACNOBaHKMH,  ONHAKO  Iocne  NOAYueHuss  ITHX  Pe3yjbTaToB
TIPOTHROHH(PEKUHMOHHOE JEUEHHE CASLYET COOTRETCTRYIOMMM 00pa3oM CKOPPEKTHPOBATE.

K BrzaMm, KOTOpbIE ualle BCErO CAYXKAT NPHYHHOH TrpHOKOBBIX HH(EKUHI Yy uesoBexa,
ortaocsates C. albicans, C. parapsilosis, C. tropicalis, C. glabrata w C. krusei, npHyeM 1718 Beex
3THX BUAOB MHHHManbHad MHTHOUpyrowmas xouueHtpauus (MHUK) sopukxonasona cocrapiser
menee 1 Mr/i.

OnHaKo akTHBHOCTH BOPHKOHA30MA i1 Vifro B OTHOLIEHHH BUIOB poaa Candida ve opunakosa. B
vyacTHocTH, MUK popukoHazona ans pe3dcTeHTHBIX Kk (aykoHazony wrtammos C. glabrata
MPONOPUHOHATEHO BBIUE, YeM IS IUTAMMOB, YYBCTBHTENBHBEIX K (UayKoHasomy. Takmm
obpazoM, HeoOxomumo wuneHTH(HuMposath Candida no yposus pupa. IlpH BO3MOKHOCTH
BLITOJIHEHHS HCCTIEIORAHMUS 10 ONPEASNEHHI) YYBCTBHTEIBHOCTH IPUOOB K MPOTHBOrPHOKOBLIM
rnpenapartaM Yoiy4eHnnie smavenus MUIC MOryT WHTEpPNpeTHPOBATECS C HCIOJNB30BAHHEM
KPHTEPHER  TPAaHHL  4YBCTBHTRNLHOCTH  Esponefickoro KoMHTETa MO ONPEAENEHHIO
UYBCTBHUTEJLHOCTH MUKPOOPIaHn3MOB K aHTHOakTepransHbiM cpeacTiam (EUCAST).

Ipaunusl uyscTBUTENBHOCTH cornacio EUCAST

Buper Candida i Aspergillus IMorpanusHepie  3HAYEHNS  MHHIMAIBIBIX
unrudupyomnx  kouuenrpaunit  (MHK)
(mrin)
<Y (uyBcTBUTEALHBIE) | > ¥ (yeTofdnBnie)

Candida albicans’ 0,06 0,25

Candida dubliniensis’ 0,06 0,25

Candida glabrata Hannpix  n#enocratouno | JH
(AH)

Candida krusei JIH JH

Candida parapsilosis’ 0,125 0,25

Candida tropical is' 0.125 0,25

Candida guilliermondii’ JIH JIH

He zaBucauwe ot Buma Bo3Oymurens | JIH JIH

rorpasuynble 3uauenns ans Candida’

Aspergillus fumigatus® ! |

Aspergillus nidulans’ ] 1

Aspergillus flavus JTH" JH°

Aspergillus niger JIH JH°

Aspergillus terreus JIisS JH*

He saBucsingme or  supa  so3dymurens | JAH JH

[IOrpPaHHYHbIE SHAYSHHS'

[
rammer ¢ Benuuwpamu MMWK BRIIE nNOrpasMyuHOro 3HAueHWs UYBCTBHTEJIBHOCTH /

ymepenHoit uyBcTBHTeNbHOCTH (H/Y) BBIABASNNCL PEAKO HIM HE BLIABISNHCH BOODILE.
Maentuduxammo moboro M3 TaKHX H30MITOB H HCCACAOBAHHE €ro UYBCTBHTENBHOCTH K
TPOTHBOTPHOKOBEIM CPeACTBAM HEOOXOAHMO BBINONHUTE TOBTOPHO H B CAYUAE MOATBEPIKACHHS
OJIYYEHHOTO PE3YJAbTATA M30MAT CASAYST HANpPaBHTL B MOBepouHylo naboparopurd. [lo
NMONYYEeHUsT OOBEKTHBHBIX JAHHBIX O KIMHHYECKOM OTBETE Ui NOJTBEPAACHHBIX H30/ITOB ¢
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MUK BeuIE TEKYIIErO [OrPAHHYHOIO 3HAYCHHS Xﬁpﬁffﬁ?ﬁﬁ;ﬂi;&m— LA3PIATEL (AQIDKHEL

coobmiatees KaK ycrofumpble. Knunuueckiii 'orper—76-Y6 050 AOCTHTRYT TIPH HHQCRIITG
BRI3BAHHBIX ITEPEYHCIISHHBIMH HIDKE BHAaMU BO3OymITenefi, koraa 3Havenns MIMK Obima amke
VAH PABHBI STIHAEMHOMOTHYECKHEM TpaHuuHbM 3HaveHus. [Tosromy nonynaunn C. albicans,
C. dubliniensis, C. parapsilosis w C. tropicalis IMKOro THIIA CHMTAIOTCS YYBCTBHTEIBHBIMH,

2 DNHAEeMHOTOTHYECKHE noporoseie 3Hadenus (ECOFF) ans 3THX BHAOB B LIENOM BBILIE, YeM
s C. albicans,

> He sapucsiume OT BHEA BO3GYAMTENs NOTPAHMMHBIC 3HAYCHHS OMPENENSIHCh TAABHLIM
obpaszoM Ha ocuose nannbx GK/OM u He sasuesT oT pacnpeneneHHs MUK KOHKpPETHEIX
sunios Candida. Ouy npenHazsHauYeHbl TONLKO I OPraHM3MOB, Y KOTOPBIX HET OMNpPeAeNeHHBIX
IOrPaHHYHBIX 3HAYEHHH 4YBCTBUTEIBHOCTH.

* Paspenrenne / ynocTOBepeHHE Ha BPEMEHHOE HCIONb3oBanue / npumenenne — 2. YKakute
Oykey R co crmegyomimM xoMMeHTapueM: «B  HEKOTOPBIX KJMHHUECKHX CHTYaHsIX
(nenHBazuBHbe (GOpMBl HHpEKUHA) BOPHKOHAZON MOMET HCIIOAL30OBATECK TIPH  YCIOBHH
JlOCTATOYHOTO BO3ACHCTBHAN.

> ECOFF mns 3TUX BWIOB, KAk TMPABHIO, HA OAHO ABYKDATHOE DAasBElCHHE BBIE, UeM /s
A. fumigatus.

% He saBucsiumie oT Bra BO3BYIATENS [TOIPAHHYHEIC 3HAUCHHS He GBLTH ONpeneNensl,

OrpIT KTHHHYECKOTO NPHUMCHCHHJI
B paMKax NaHHOIC paszlena NONOYKUTENBHBI PE3YALTAT NPUMEHCHH NIperapaTa ONpeAeNsaeT s
KaK NORHBIA MMM YaCcTHUHEIN OTBET HA JICUHEHHE,

HMudexuuy, Bobl3BaHHLIE Aspergilius: 3(Q(EKTHBHOCTE Y NAUMEHTOB € A4CMEprunnesoM i
HEONAronpUsI THEIM IPOTHO30M ’

B ycnoBHsX in vifro BOPHKOHA30J IPOSIBISET NPOTHROrpHOKOBOE AeHCTBHE NPOTHB Pa3HBIX
BHAOR pona Aspergillus, DQQexTHBHOCTE BOPHKOHAZ0NA K €O TIONOMKHUTENBHOE BAHAHME HA
BLDKHBAEMOCTh B CPAaBHEHMHM CO CTaHaapTHoi repanmefi am@otepuunHoM B npu nepBHYHOM
JMeYeHWH  OCTPOrc  HMHBAa3WBHOIO  acrnepruwuiesa  ObUin TMOKA3aHLl B OTKPBITOM.
PAHNOMH3HPOBAHHOM, MHOPOLEHTPOBOM HCCAEA0OBaBKM C  yyacTHeMm 277 nauueHTos ¢
ocnaBaeHHbIM HMMYHHTETOM, NOJNYYABIIMX JieueHHe B TeueHHe 12 nHegens. BopurxoHazoll
BBOJMIIM BHYTPHUBEHHO B BHIIE HachIIaonei 1o3bl O MI/KE KaKable 12 4acoB B TEYEHNUE IEpBBIX
24 yvacoB, a 3areM B BMJIE nopiepiuBatoulei N03kl 4 MI/KP Kaxcable 12 4acoB B TEHEHHE HE
meHee 7 nuedt. anee moxuo Osu10 nepeliTy K r1ONy4YeHHIO Tpenapara Mepopajbio B 03¢
200 Mr xaxpmeie 12 uacos. MenuaHHas NPOROKHTENLHOCTS B/B TEPANNH BOPHKOHA3Z0IOM
cocrapnasana 10 mauedt (mmanaszon 2—85 ameit). MennanHas NpoOLOIIKHTENBHOCTL IEPOPANLHOL
TEPANHU BOPHKOHA3OIOM T10CHE B/8 Teparuy cocrapnsaa 76 aueil (ananazon 2-232 nus).

yﬂOBHGTBOpHTCHBHMﬁ obmuit oTBer (HOJ‘II!OG HAH  4YacTUUIHOL  HCUEIHOBEHHE - BCCX
ACCOLMHPOBAHHEIX TNPH3HAKOB, CHMIITOMOB H pel‘iTFei‘IOFp’d(l)H‘ICC!{HX/6pOHXOCKOH[/I‘IECKHX
I’IBMGHBI-IHI:JI, HMEBHIHXCA Hd HCXOOMHOM ypOBHB) nabmonancs Y 53 % NALHECHTOR, MOJYYABHINN
BOPHKOHA30J, [0 CPaBHEHHIC C 31 % npaunHeHToB, NMoayHapinx  npenapar CpaBHCHHA.
BeDKHBAEGMOCTE NAHUEHTOB Ha MPOTHKCHUH 84-nHerHOTO nepyuoaa Ha (IJOHG [TpUMCHCHHA
BOPHKOHA30JIa OpIna CTATHCTHYECKH 3HAUMMO BBIHIEC, dUeM Ha (I)OHe NPHMEHEHHA Iperiaparta
CpaBHCHHA, NPH 2TOM OLInu MPOACMOHCTPHPOBARE] KIIWHHYCCKH H CTATHCTHYECCKH 3HAYHMBIC
MPpeHMYLIECTRBE BOPHKOHA30NA KaK B [aHE NMPONOMKHTEABIOCTH NepHona O HaCcTyIACHM!
CMEPTH, TaK H B IAaHE NPOROIDKUTEABIOCTH IMEpHoda KO OTMEHBI NpeHapara B CBA3M C €ro
TOKCHYHOCTERIO.
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T0 HeCHeNORBAHHE TOXTBEPIMIIO PE3YABTATDI T eﬂbmyt,iﬁ;l:‘g::ﬁﬂg@%ﬁ@%@?@;gﬁg}@tq@@ﬂ, B
KOTOpoM OBIT TONyuYeH TONOXHTEIBHBIH P

HeBIArONMPHITHOrO NPOTHO3d, BIUIOYAS DPEAKLMIO «TPaHCIIAaHTAT NPOTUB  XO3SMWHA»  H,
ocobeHHO, uepefpaneHple uH(pexurn (06urHo  conpoBoxpawowmecs nouth  100%-Hoil

TETANBHOCTHIO).

OTH MCCNSHOBAHMS BKIIIOUAIH CIYUAH achepruiiiesa rojoBHOr0 MO3ra, NPHIATOUHBIX Ha3yx
HOCd, JIETKHX H JHCCeMHHHPOBAHHOH WH(EKUMH Yy ManHeHTOB NOC/E TpaHCMIaRTalHy
KOCTHOTO MO3ra ¥ OpPraHoB, y MALHEHTOB ¢ remMobIacTo3amMu, APYTHMH 30KaYEeCTBEHHBIMH
omyxonsmu 1 CITH oM.

Kangunemus vy nauueHTos 6e3 HeHTponeHHy

D{QPerTHBHOCT, BODPHKOHA30JNA B CpaBHeHHl ¢ ampoTepiuuHoM B ¢ MOCHEeLYIOLIHM
MpUMEHEHHEM  (AYKOHA30JA B KAuecTBe NEPBHUMON  Tepanum  Kaniuaemun  Onuia
MPOJEMOHCTPUPOBAHA B OTKPLITOM CPaBHWTENBHOM McciaeaoBanuu. B uwccnenoBanui
yuacteoBaiu 370 manuentos Ges wueiitpomeHnu (crapme 12 €T) ¢ NOATBEPKAEHHOM
Kanmuaemued, W3 KOropelx 248 mnomywuanu BopukoHason. JleBATh NALHEHTOB B TpyIe
BOPMKOHA30MA M S nauuentoB B rpynie amdoTepuunHa B ¢ nocaeaylouwM MpHMeHeHHEM
(pryKOHAZ07a TAKIKE MMENH TIPUOKOBYIO MHQEKHHIO NyDOKHX TKAHCH, NOATBEPKICHHYIO
MHUKOIIOTHUECKHM HCCNeAOoBAHHEM. [TauMeHTBl ¢ [0YeHHOH HELOCTATOMHOCTBIO B ITO
HCCAGIOBAHNE HE BKIIOUANHCE. MenuanHas npoAOIIKHTE bHOCTL JeUSHNS cocTarnana 15 anei
B 0beux rpynnax jeueHHS. B COOTBETCTBHI ¢ NMPOBEAECHHON KOMHTECTOM [0 aHAIM3Y JIAHHBIX
(KAJT) ouenkoil pe3yaLTaTOB, KOTOPLIE OBLIH MACKUPOBAHBL B OTHOUICHHH HCCNEAOBABUIETOCS
NIEKAPCTBEHHOIO Npenapara, NpH NepBUUYHOM ananuse DRaronpuaTHLA OTBET OMPENEeNIncs Kak
[ICUE3HOBEHHE MJIM Oc/abienye BCeX KAMHHUCCKHX TPH3HAKOB H CHMNTOMOB HH(EKIHH ¢
otcyreTeueM rpubos pona Candida B KpoBH M B HHMHLUMPOBAHHEIX YUACTKax CIyOOKUX TKaneii
gepes 12 Hemedsb nocie okonuanus Teparii (OT). MauuenTsi, He TPOLIEALLINE OIEHKY uepes 12
uepens mociae OT, paccMmaTpuBamuch Kax He OTBETHBIIME Ha JledeHHe. B arom aHanuse
GnaronpusiTHei oTeet Habnionancs y 41 % nauuenTos B 00EHX rpynnax JeueHus.

[Ipy BTOPHUHOM @HATMZE, B KOTOPOM HCIIOAB3OBANMCE pe3ynbTaTsl oueHxd otseta KA B
caMyIo IocueanIoe BpeMennyto Touky (OT unn uwepes 2, 6 nnu 12 wenens nocne OT), uacrora
6AaronpHSITHOrO OTBETA HA TEPAINIO BOPHKOHA30AOM M aM(JOTEPHUMHOM B ¢ nocnenyiomnm
npuMeHerneM (PaykoHazosa cocrassa 65 % u 71 % COOTBETCTBEHHO.

PGSYJ'II:TEITI:I OUECHKH HCCIe[oBatTe/IeM YHauWnoroe HCxXola JCHCHHA B KOGKIOH M3 HA3BAHHBIX
BPEMECHHDBIX TOYEK NPUBOIATCH B cne,aymmeifi tabnuiue.

Bpemennasa mouxa Bopukonazon (N = 248) Ampomeprnun B
ayronazon (N = 122)

QT 178 (72 %) 38 (72 %)
2 Hepens rocne OT 125 (50 %) 62 (51 %)
6 nenens nocne OT 104 (42 %) 55 (45 %)
12 nenenw nocne OT 104 (42 %) 51 (42 %)

Taxennie pedpaxrepasle nadekuni. splasanubie sunaMu Candida
B KIMHHYECKOM HCCIIENOBAHVH TPHHSIH YUYACTHE 35 MMAMEHTOB C THKEIBIMKE PEPPAKTEPHBIMH
CHCTEMHBIMH ~ HH(EKINSIMY, BBI3BAHHBIMH  Bumamu  Candide  (BKIIOYAad  KAHIWIEMHIO,
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AUCCCMMHHMPOBAHHBIL KaHAMNO3 ¥ ApyrHe djopMbl HHBASHBHORO S KAV AeRa) TY, K'O‘E‘Opblk
npensiAyinas npoTHBOTPHOKOBas Tepanus, B yae ;

BraronpusTHeli OTBET Ha JieUueHWe BOPHKOHA3OJIOM Habiopancs y 24 NaUMeHToB (Y 15
ITAHEHTOB TIOJHEIH OTBET, ¥ 9 IALHEeHTOB HYacTHUHEI oTBeT). Y NMallieHTOB, HH(OHIMPOBAHHEBIX
Pe3HCTEHTHEIMH K (DNyKOHA30Jy LITAMMAMH, HE NPHHALACKAMMH K BHLY albicans,
OnaronpUATHRIM OTBET Ha NedeHue Habmomancs y 3 W3 3 nauueHToB, HHQUUHpoBaHHbIX (.
krusei (momnueiit otBeTr), ¥ y 6 u3 8§ namtenTtor, unduunponanuex C. glabrata (y 5 — nonueiil

OTBET, ¥ | — wacTuuHblfl oTBeT). HaHHbIE 0 KAHHHUECKOH 3(B)eKTUBHOCTH NONTBEPKAANHCD
HEMHOTOUYHCIICHHBIMH ~ PE3YJIBTATAMH  ONPENENIeHHS UyBCTBHTENBHOCTH  BO3DyImuTeNeH K
pernapary.

HMuadexuui, splzganuse rpubaMu poaa Scedosporium w Fusarium
Bemma nponemoncrpuposana 3G(EeKTHBHOCTE BOPHKOHA30MA [POTHB CREAYIOUIMX DPEIKHX
MaTOreHHBIX TPHOOB.

["'pubsr pona Scedosporium: ycneliroe neueHne BOPHKOHA3010M OBITO 3apernctprporanc y 16
(y 6 — nomusli oreT, y 10 — wacrtaunelii) u3 28 nauventos ¢ WHQeKUnel, Bp3BaHHOR S.
apiospermunt, 1 y 2 (y oOOHX HAIMEHTOB YACTHUHLIA OTBET) M3 7 MALHEHTOB ¢ HH(EKLMeEH,
BBI3BAHHOMN S. prolificans. Kpome TOTO, MONOKHTENLHBIH OTBET Ha neyeHue otMeuen y | w3 3
MaUHEHTOBR ¢ WHOIEKLHSMH, BBI3BAHHBIMH Oosiee ueM OJHHMM MHKPOOPraHH3MOM, BKIIO4As
Scedosporium spp.

I'pubrl pona Fusarivm: cemb (3 nauMeHTa ¢ [IOAHBIM OTBETOM 11 4 TAllMEHTA ¢ YACTHHHBIM) U3 17
MalUMeHTOR OBIIM YCHGUIHO [NposieyeHbl BOpHKOHazofoM. Y 3 M3 9THX 7 TNalHEHTOB
Habmozanacs nHpeKkumst a3, y | — undexuds npHaaTouHbix nasyx Hoca 1 y 3 NauueHToB —
nucceMuHupoBannas wHQexkund. Eme 4 mauuenta ¢ Qysapuosom Obtv HHBHIMPOBAHDI
HECKONBKHMH BO3OYOUTENSAMH; Y 2 H3 3THX NALHEHTOB HCXOA JEUeHUS OB YAAUHBIM.

Y BoNBIIMHCTBA MAMEHTOB, NONYUABUINX BOPHKOHAZON JUIK JICUEHHS BBILICYKA3aHHBIX PEAKHX
undekuuii, Habnonanacs HENePeHOCHMOCT TIPHMEHSIBLIEHCS paHee NpoTHBOrpHOKOBOL
Teparti UK YCTOHYHBOCTL K HEH.

HepsraHas npoHNAKTHRA HHBa3uBHeL rpubkoseix vHGexuui (MW — sdidextuBROCTE IIpH

npuMenedry v peuurndentos TCK. panee He wH(OMUMDOBAHHLIN HOATBEDIGIEHHOH wd
(- nopospesaemoit UI'H
' Bopukonazon cpapHHBaNM ¢ HTPAKOHA3OIOM [PH [PHMEHEHHH B KAYeCTBE MEPBHUHOI
NPOQUIAKTUKH B XOAE OTKPBITOrQ, CPaBHUTEIBHOIO, MHOTOLUEHTPOBOrO HCCIEAOBAHHS L
YIACTHEM  B3POCJBIX M TOAPOCTKOB, peunnueHToB amnoreHHelx ['CK, panee ne
HH(UUMPOBAHHBIX NONTBEKACHHON unH noxo3pesaemoii UM, braronpusaTaeiM pe3ynbTaToM
JTEYSHHS CUHTANACE BO3MOYKHOCTEL NPOAOIIKATE IPOQHIaKTHIECKOe TPHMEHEHHNE HCCNeaYeMOro
npenapara Ha npoTskennk 100 puelt nocne Ttpamcrmantanmu 'CK (0e3 nepepsiBa
INIHTENLHOCTHIO > 14 nuefl) u BeDKMBaeMocTh 0e3 MOATBepKAeHHOH 1in nogosperaemoli MTH
Ha npoTskeHnH 180 nrelt nmocne tpancnaantauns ['CK. B moaudiunposanuoi B COGTBETCTRHH
¢ HasHaueHHbIM JjedenueM (MITT) rpynrme macuuTbiBanocs 465 PEUMITMEHTOB AJUIOMEHHBIX
I'CK, npuuem y 45 % mnauseHToB Obln OCTphlit MuenonaHsid nefikos (OMJI). Cpemn Bcex
nanuesTos 58 % v npencTosno MuenoabnaTHBHOS KOHAHUHOHHpoBauue. [Ipodunaktnyeckoe
MpHMEHEHHE HCCJIEAYEMOro Ipernapara HauyMHANM HENOCPEACTBEHHO I10CHe TPaHCINAHTALLIH
['CK: 224 nanueHnTta nojgyvany BOPHKOHA30M, ¥ 241 raupedT moaydan uTpakoHaszosn, Meanana
IPOJOIDKATENLHOCTH NPOYHAAKTHUSCKOTO NPHMEHEHHS HCCASLYEMOro Npernapata B MnomnysisuHi
MITT coctaBuna 96 gueil ans Boprkonasona 11 68 gneit fns nrpaxoHasosna.

[Toxazatenu 3(1)(1)€ICTHBHOCTH H IPpYTHE BTOPWUYHBIE KOHEUHEIC TOUKH NPEeJCTaBJICHBI B Tadbnuue
HHXE.
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B nurepsan (W) -

(P PexTHBHOCTE  JIEUSHHS
na nedp 180*

109 (48.7 %)

$0(33.2%) | 164% (7.7 %. | 0.0002%%
25.1 %)

DPPeKTHBHOCTE  JICUCHHS

121 (54,0 %)

96 (398%) | 154% (6.6 %, | 0.0006%F

ia geHs 100 242 %%)**
KomauecTtBo  mawuentos, | 120 (53,6 %) | 94 (39.0 %) 14,6 % (5.6 %, | 0,0015
MOAYYABUIMNX HCCHEAYEMBIIT 23,5 %)

npernapar c
MPOQUIAKTHYECKOH LENBIO
B TEUEHHME KaK MHHHMYM
100 nueit

KonuuecTBo BBEDKHMBLLIHX

184 (82,1 %)

197 (81,7%) | 0.4 % (-6.6 %, | 0.9107

naneHTos X 180 mHio 7.4 %)

Konuuecteo maumeHToB ¢ | 3 (1,3 %) 52,1 %) -0,7 % (-3,1 %, | 0,5390
JOKa3aHHokH W 1.6 %)

BEPOSITHON U],

pasBuBiueiics k 180 nmio

Konuyectro nanuentoB ¢ | 2 (0,9 %) 4 (1,7 %) -0.8 % (2.8 %, | 0,4589
JOKA3adHOH I 1,3 %)

BEPOATHOH WI'H,

pazsuBmretics k 100 rnio

Konnuecteo mammeHTon ¢ | 0 3(1,2%) -1,2% (2,6 %, | 0,0813
JoKazanHoil HITH 0,2 %)

BEPOATHOMH HT'N,

Pa3BHBLIEHCS NPH IpHEME
HCCREAYEMOT0 Iperapara

* HepBH‘{HElSI KOHEYHasA TOUKa HCCAeNOBAHHS

¥+ PasHoCTh OTHOHIEHH,
PAHIOMH3ALHIO

95% W wu p-zHaueHue,

NOJYYSHHEBIE [OCNE TONPAaBKH Ha

Yacrora cnyuaes sapaxenus UI'M nocne neuenust ko auwo 180 n nepsuyHas xoHeuHas Touka
HCCIIENIOBAHHMS, ONpeIesieMas KaK yCIeUHoe IedeHue 1o AaHHbIM Ha aeHs 180, y naunesTos ¢
OMIJI u MuenoabnaTHBHBEIM KOHAWLIHOHHPOBAHHEM COOTBETCTBEHHO NPEACTaBNeHbl B TabiaHle

W't nocne mevyeHus —
JeHs 180

HIDKE.
OMLJI

KO![G‘II!MB ~rouxn | Bopuxonason | Wrpaxouason | Pasuocrs HPOLEHTHBIX
‘HCCTETOBANIIS - SN (N 98) (N = 109) noJieft i 95 %
g OB EPHTENBHBIT nHTepBan
YactoTta ciyuaes 3apaxkeHus | | (1,0 %) 2 (1,8 %) -0,8 % (4,0 %; 2,4 %)**

O PeKTHRHOCTE NEUeHNus Ha
Jens 1807

35 (56,1 %)

45 (41.3 %)

14,7 9% (1,7 %; 27,7 Yoy *

* HepBH‘IHaH KOHCHUHaA TOUKA HCCIISAOBAHNAA
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** J1pu 3anace 5 % Ovina NoKazaHa He MEHbLIAN 3(1)()61(TP1411-10CF|5- ------ LHOCTL 0012

FEE PosnocTh IIPOLIEHTHBIX noneii, 95 % Iﬂ/{ MOy USHHAL-TIOCAE nrmrmmcu Ha nqn ﬂnmﬂmqnmn

MuenoadaaTHBHOE KOHAHLHOHHPOBAHNE

: Hpouem"nbn

 OPHKOHAZON - ---I'Iqurcon'mo.n

’(N—143) ot : . _
ﬂOBEpI!TeﬂbﬂbIlI lil-iTepBaJI
YactoTa cnyuaes | 2 (1,6 %) 3 (2.1 %) ~«0 5% (-3,7 %, 2, 7 %)**

sapaxkeust  MI'M  nocne
neueHus: — AeHb 180

AdupexTuBHocTs nedenus Ha | 70 (56,0 %) 53 (37.1 %) 20,1 % (8.5 %0 31,7 Yo)**
neHs 180*

* TlepBHYHAS KOHEWHAS TOUKA HCCACIOBAHHS
** Ilpu zanace 5 % Ovla nokazaua He MeHbiuas 3(HheKTHBHOCTD
#*% PasHOCTE NPOLEHTHERIX Koneit, 95 % HM, nonyuenHas nocie NONpaBky Ha paHIOMH3ALHIO

Bropuunas npopunaxtaka UM — sdhdekTHsHOoCTs NPH NPUMEHEHHMH Y DELMITHEHTOR JJIst
TpancmmanTanuy ['CK, panee HH(MHUIHPOBAHHLIX IOATBEKAEHHON 1 roaospesaemoit MI'H
IIpuMenenre BOpPHKOHA30Ja B KAYECTBE BTOPHUHOM NPOPHAAKTHKH H3YyUanock B XOnC
OTKPBITOrO, HECPAaBHHTENBHOTO, MHOTOLEHTPOBOIC HCCNEAOBAHHMA € YHACTHEM B3POCIBIX
ranHeHTos, peuunueHToB annorenusx ['CK, pavee HHQHLUMPOBAHHBIX MOATBEPIKIEHHOR HWIIH
nonozpesaemoil MII'M. B xauvecTse nepBHYHOH KOHEYHOH TOUYKH HCHONB3OBMIK HACTOTY
HHQULINpOBAHUS ToxTRepIKIeHHON HnK ropospesaemoit MITM Ha mpoTshxenuu nepsore roja
nocie rpancruiantaguy  [CKL TMonysnsumss MITT  cocrosna w3z 40 nauneHTos, paHee
nHpuuuposaHukix MM, prmiovast 31 nauMenTa ¢ acnepruiie3oM, 5 nauMedToB ¢ KauJAua030M H
4 mauuenTta ¢ apyrumMu MM, Meauana npogoisiTebHOCTH NPOQHIAKTHUECKOTO APHMEHEH IS
ucenenyeMoro npernapata B nonyainud MITT coctarnna 95,5 nws.

Monrsepiknentsle win nopospesaemeie MM pazsunics y 7,5 % (3/40) nauneHToB B TEUEHNE
nepsoro roja nocie tpancrnadtanun NCK, srmovast opui cilyvall KaHAWIEMHN, OJHH Cayuail
cuepocrniopuoza (obe wHpekIMH Kax peutaus uMmesumielics panee MIM) w ommuu cnyuait
3uroMuxo3a. Bepkueaemocts Ha aeHs [80 coctasmma 80,0 % (32/40), a uepes 1 ron — 70.0 %
(28/40).

[TponoIKUTENBHOCTE TEPAruu
B xmunudeckux Hcecneposarusax 705 nauMeHTOR nonywanin Bopukonasont dHonee 12 Hemesn,
npuueM 164 u3 HUX DONyUaay BOPHKOHA30: Bonee 6 nMecses.

Memu

[Tarpmecar Tpu (53) mauueHTa ASTCKOIO BO3pacTa B Bo3pacte 0T 2 no < 18 ner monywanu
JIeYeHHEe  BOPHKOHA30JIOM B JBYX  MPOCHEKTHBHBLIX  OTKPBITBIX  HECPABHHUTEIBLHBIX
MHOTOUEHTPORBIX KJIMHHYECKMX HccnenaosaHusx. B ogHo uHeenenosanne ObUl  BKIIOYEH
31 magMeHT ¢ BO3MOXKHBIM, MOATBEPKACHHLIM MW BEPOATHBIM HHBA3HBHBIM ACHEPTHIIIEIOM
(MA), #u3 xoTopsix 14 NaNUeHTOB HMEIW NOATBEP:KACHHBIH wiu BeposTHRIT MA 1 Obin
BIMOYeHs! B aHanu3sbl addexruraocty MITT. Bropoe uccaenopanue prinouano 22 nayuenTa ¢
HHBA3HBHEIM KaHaumo3oM ¢ kanauiaemued (MKK) u xammmmozom numesoza (KIT), koropeim
Opia HeoOXOIUMa NEepPBUYHAS TEparus WM «Tepands cracenus», 17 M3 KOTOPHIX OBUTH
BKIMIOYeHH! B aHanu3bl addexturnoctu MITT. ¥V naunenror ¢ MA nokazarenan yactors o0Wwero
oTBeTa yepes 6 Henenb cocTasisuid 64,3 % (9/14), noxazarens obumero orsera coctasms 40 %
(2/5) cpeny nauMenToB B Bo3pacre o1 2 1o < 12 ner u 77,8 % (7/9) cpely nalMeHTOB B BO3PAcTe
ot 12 o < 18 ster. Jlnsa nauuenton ¢ MKK rnoBanereiit oreer Ha moment OT cocrasun 85,7 %
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(6/7), v y naumentos ¢ KIT rmoGaneusiit oTset|Ha MOMEHT, O -c c’ranmn “70 % ("ZZT'O)_ Ofuuas
yactoTta orBeta (MKK 1 KIT 06peaunensl) cocrapusma 28,9 % (8 '3 RS ETEN 6T 2 702 12 et

u 62,5 % (5/8) nas noppoctkos o1 12 no < 18 nert.

Knnanueckne neesieoBanus 1o ouenke unrepnana QTc

JIjist OLEHKH BIIMSTHHA TPEX NEPOPANbHEBIX 03 BOPHKOHA30NA M KeTOoKoHa30a Ha udTepsan QTc
Orio  nposeneHo  rnanebo-KOHTPONHPYEMOE,  PaHNOMH3IMPOBAHHOE,  NEPeKpecTHOoe
HCCHENOBAHHE ¢  OJHOKPATHLIM TPHEMOM  TNpernaparta  3J0pOBbIMH  J10ODOBOABLAMHA,
CrOppeKTHPOBAHHOE OTHOCHTEABHO TUIAUEDO CpefiHee MAaKCHMaibHOE YAJIHHEHHE HHTEpBasa
QTc mo cpaBHEHHIO ¢ MCXOMHBIM YpOBHEeM cocTaBnsno 35,1 mcex, 4,8 Mcex n 8,2 mcex nocne
npumenenns 800 mr, 1200 Mr u 1600 Mr BopukoHa3zona, coorsercreenno, u 7,0 Mcex nocne
[IpUMEHEHHs KeTokoHasona B fo3e 800 mr. Hu y ofnoro yuacTHHKa HCCICOOBAHHS YIATHHEHNE
narepeasia QTc He coctaBnano = 60 mcek o CpPaBHEHHIO ¢ MCXOAHBIM ypoBHem., Cryuan
YIUTHHEHHS] MUHTEpBaNa BBILIE TMOTEHUWANLHO KIHMHHYMECKH 3HAUHMOrO [MOPOTOBOI0 3HAUCHWS
500 mcex oTCYTCTBOBANM.

5.2, GapmaxoKiHeTHYEeCKHE CBOIiCTBA

O6as xapakreprcTHKa QapMaKOKHHETHKH

(dapMakOKHHETHKY BOPHKOHA30JA H3YUalli Y 3/IOPOBBIX JIHLL, TIPpeACTaBHTENEH 0CODBIX Py H
MANHEHTOB C rprOKoROH HH(eKuned. Bo BpeMst nepopansHOro rpHMeHEHHs BOPHKOHA3ona B
no3e 200 mr wiu 300 Mr 2 paza B CyTKH Ha npoTskenud 1[4 guelt y MaUHEHTOB C MOBBILLICHHbBIM
pucKoM acrepruyiesa (B OCHOBHOM B CBSI3H CO 3JIOKAUECTBEHHBIMH HOBOOODA30BAHMSIMH
muM(pOHIHOR  MJIM  KPOBETBOPHON  TKaHW)  HaOmoaaemple  (PapMaKOKHHETHYSCKHE
XAPAKTEPHCTHKI NIpenapara, TAKHe KaK CKOPOCTh ¥ PABHOMEPHOCTE BCACLIBAHHS, CIIOCOBHOCTE K
HAKOTLICHHIO W OTCYTCTBHME NHHEHHONH 3aBHCHMOCTH (HApMAKOKMHETHUECKUX ITAPaMETPOB OT
10351, OLUTH CXOJKHMY C QHANOTHYHLIMHA NTOKA3aTCNIMH ¥ 3A0POBLIX NIHLL,

Abcopbyus

Bopukona3zon ObICTPO M NPAKTHUYECKH TIOJHOCTLI) BCACLIBAETCS T1OC/E NMEPOPanbHOrO MPHEMA;
MaKCHMAILHBIC KOHIEHTpaUruH B ruiasMe KpoBH (Cpygy) AoCTHTAIOTCS 4epes 1-2 daca noche
npuema. AbcontoThas GMOAOCTYHOCTE BOPHKOHA30MA TIPH NEPOPANBHOM TIPHEME COCTABMsIET
96 %. Tlpy MHOTOKPATHOM TIPHEME CYCTEHZWH BOPHKOHA30MA s MpHeMa BHYTPL ¢ MHIIEH ¢
BBICOKHM cofiepykaHueM Kupa Cpay v AUCT ymensmmarores Ha 34 % u 24 % COOTBETCTBEHHO.
BcaceiBaHie BOPHKOHAZ0MA HE 3aBHCHT OT u3Merenuii pH xenynounoro coka.

Pacnpedenenue

OBbeM pacripeflelieHHsl BOPHKOHA30/1a B PABHOBECHOM COCTOSHMH cocTaBnseT 4.6 i/kr. uTo
VKa3BIBACT HA [IHPOKOE PACIpeleNieHne rnpenapara B Tkanax. Cpassipanne ¢ Genkamu rrasmbl
cocrapnsieT 58 %.

BOpHKOHa?»OH B KOHLUCHTPALMAX, MOANAIOLIMXCH ONPeIENeHHIO, BBEIBICIH BO BCEX 06])213L18X
CITHHHOMO3TOBOH JKHAKOCTH, 0T06P&HHE>3X b 8§ nauHeHTOR, YUACTBOBABILIINX B [IporpaMme
FIDEMEHEHUWST HE3APETHCTPHPOBAHHOTO TIpeHapara NpH I-IGE)(])(])&KTHBHOCTH APYTUX METOHOB
NEUCHHI.

Buompanchopmayua

Heeneporanus in vitro [nOKazand, YTO BOPHKOHA3Z0N METAQOAH3IHPYETCA  ITEHUEHOMHBIMII
uzodgepMmenTamMu uutoxpoma P450 — CYP2C19, CYP2C9 u CYP3A4.

ﬂJISI (I)ElpMElKOKHHGTHKH BOPHKOHA30J1d XapaxkTepHa 3Ha4UTC/IbHas MEKHHIHBHAYAJIbHAS
BapHa6€HBHOCTB.
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meTabosraMe Bopukonaszona. [t aToro depmenTa XapakrepeH FeHETHYSCKHIT MOnMMMOpdnsm.
Hanpumep, HU3KOH AKTHMBHOCTH MeTabOMM3UPYIOIIMX BOPHKOHA30J (JEPMEHTOB MONKHO
oxugars v 15-20 % npencrasureneit azuarckod pacel. Cpeou npeacrasuTenei esponconaHol
¥ HErpoOHHOH pac paclpoCTPaHEHHOCTL JHI C HH3KOH MeTaDONH3HPYIOWEH AKTHBHOCTLIO
(epmenTor cocrapnser 3—5 %. Mcenenopanus y 340pOBBIX NIPEACTABMTENEH €BPOMEOHIHOI
packl ¥ SATNOHIEB TOKA3AMM, YTO Y NAllHEHTOB ¢ HH3KOH MeTabomm3upyloulell akTHBHOCTLIO
(pepmenton BozmeiicTene (AUCT) npenapara B cpeanem B 4 pasa BeILIE, YeM Y IOMO3HIOTHBIX
YY4aCTHUKOB ¢ BBICOKOH MeTabOoNM3HpPYIOUWEH AKTHBHOCTBIO. Y FETEPO3HIOTHBIX YYACTHHKOB C
BBICOKOH MeTaGOMH3HPYIONIEH aKTHBHOCTHIO (JepMEHTOB BO3ACHCTBHE BOPHKOHA30/1A B CPEAHEM
B 2 pasa BBIUE, YeM Y FOMO3HMFOTHBIX YYAaCTHHKOB C BBICOKOH MeTabOJM3HPYIOLeH
aKTHBHOCTBIO (DEPMEHTOB.

OCHOBHBIM MeTaGOIHTOM BOPHKOHA3071a ABsIETCs N-OKCHL, JON KOTOPOro cocTasiser 72 %
OT HUPKYAMPYIOUMX MEYEHHBIX PaiHoakTHBHON MeTKoH MeTaGoNHTOB B IUTasMe KPOBH. JTOT
MeTabonuT 06aanaeT MUHHMUIBLHON POTHBOrPHOKOBOH AKTHBHOCTLIO W HE BAMACT Ha oburyio
3 eKTHBHOCTE BOPHKOHA30NA.

InuMuUHAYUS

BOPHKOHEBOH SNMHMHHHPYETCA  NOCPREACTBOM MeTadoau3aMa B TIEUEHH, NnpH 3TOM B
HeHU3MEHEHHOM BHAE C MOUOH BRIAeAseTes meree 2 % 1036 npénapara.

[Tocne MHOrOKpaTHOrO BHYTPHBEHHOTO BBEIEHHS M TNEPOPAILHONO fApHEMa MEYEHHOrO
PaNMOAKTHBHON METKON BOpHKOHA30sa B Moue obHapywupaioT npumepno 80 % u 83 %
PAJAMOAKTHBHON METKW COOTBETCTBEHHO. [locne mnepopankHOro IpHeMa ¥ BHYTPHBEHHOrO
BBEIEHHST OCHOBHAs wacTh (> 94 %) paanoaxkTHBHOH METKH BBLIBOAKTCS B TEUCHHE MNEPBLIX
96 uacos.

[IpOAOIKHTEIBHOCTS TEPMHHANBHOMO TIEPHOMA [TOJIYBLIBEICHHS BOPHKOHA30J14 3ABHCHT OT A03bi
M COCTAaBAAET MpUOAM3IMTENBHO 6 uacoB Hocae nepopansiore npuema 200 Mr npenaparta. B
CBS3H C HEeTHHEHHOCTHIO (apMAKOKMHETHKH TEPMHHANLHBEIN TEPHON TONYBLIBCACHHS HE
TI03BOJIAET TIPOTHO3UPOBATE NAPAMETPE! HAKOTUIEHHS 1LTH 2IHMUHALIH BOPHKOHA30A.

Junetinocme (Heaunetinocniv)

(GapMaKOKUHETHKa BOPHKOHA30JA HMEEeT HenuHefinsiil Xapakrep 34 CYeT  HAChIUIEHMS
merabompueckux Tnyrei ero mpespawernit. [Ipn  yBenmumyenwu 1036l HabmozaeTcs
HENpONOpUMOHAILHOe (Gofee BLHIpAXKEHHOE) NOBBILIEHHE YpOBHs Bozzefictsus. Cornacio
pacyeTaM, YBeHUYEHHE MMPUHHMAaEMOoil nepopanbio 103el ¢ 200 Mr 2 paza B cytkn go 300 mr 2
paza B CYTKH INpPHUBOJHMT K yBenumuenuio posxeiicrsust {AUCT) B cpeanem B 2,5 pasa. [lpu
MPUMEHECHHH TIEpOpanbHON momaepkuBatoiei 1o3e! 200 mr (unn 100 MT y mannenTos ¢ Maccoii
tena Menee 40 KF) MOCTHraeTesl YPOBEHB BO3ZACHCTBHS BOPUKOHAZONA, aHATOTHYHBIA TAKOBOMY
npd  B/B  BReNeHWH npenapata B no3e 3 MIYKT.  [lpy NpHMEHEHWH  TEPOPaAnbHOI
nomnepxupaomei qo3er 300 mr (wrn 150 Mr y naumeHToB ¢ maccoll Tena menee 40 xr)
JOCTHTAETCS BO3AEHCTBHE BOPHKOHAZ0IE, AIAIOMHYHOE BO3ACHCTBHIIO IPH B/B BREJAEHHH B 103€
4 mr/xr. Tlpu npuMeHEHHH PeKOMEHIYEMBIX HACKILIAIOWNX [03 BHYTPUBEHHO HIIH MEPOPANIbHO
Onu3KHe K PABHOBECHBIM KOHLUCHTPALNH BOPHKOHA30MA B [INA3ME KPOBH JOCTHIAIOTCA B TEUEHHE
NMEePBBIX 24 YacOB ITOC/E BREJEHMS WM TNpHema npenapaTa. bes npuMeHeHHs HaChiLAOLeH
J03BI TIPH MHOTOKPATHOM IPHEME ABA pa3a B CyTKH Hali10AaeTcs HAKOIUIEHHE Tpernapara ¢
HOCTHYKCHHEM PABHOBECHON KOHIEHTpALMH BOPHKOHA30Ma B [UIa3Me KPOBH y OOJBLUIMHCTES
TAHUEHTOB KO JHIO 0.

41



e

L

DapmarKoKUHEMUYECKAA-PAPMAROOUHAMUYECK 3aeucu].;rgcmlﬂ ENOBATEN L ! OCTh 0012
™ ]

B 10 TepaneBTqucI{Hx HCCHeHOBaHHHX h{eﬂ]{]‘ll"\ PI[:’\PTTIIP'M H—nal PH‘\.A'QTTLLI('\!/T 'rrnunr-‘-U'rpanHH

COOTBETC Tﬁ T 3KCMEPTHOMY OTUETY

fpenapara B IIa3Meé KPOBH Y OTACNBHLIX NAUMEHTOB BO BCEX MCCIEJ0BAHUSAX PaBHINACH
2425 ur/Mn (MEXKKBapTHNBHBIH  pasmax ot 1193 ngo 4380 ur/ma) w3742 ur/mn
{(MeskkBapTHABHEIH pasMax or 2027 go 6302 ur/mn) cooTseTcTBEHHO. [TOMOKHTENBHON CBA3H
MEXIY CPEOHHMH, MAaKCHMAaNbHBIMM W/  MHHHMAIBHBIMH  3HAYEHHIMH KOHLEHTpPAlHH
BOPHKOHA3071a B IIA3ME KpoBH M I(PPEKTHBHOCTLIO TMPEMapaTa B HCCIEHOBAHHIX C €ro
NPUMEHEHHEM B TEPANICBTHUECKHX LEJSIX HE BBUIBICHO, B HCCENOBAHMAX C TNpHUMEHEHWeM
BOPHKOHA30/1a B IPO(HNAKTHHYECKHX LENSIX TAKast CBA3b HE U3YUajlach.

B PEIYALTATE aHaIH3a AaHHBLIX MO (bapmaxoxmiem;{e H (])apzwlaxo,uuﬁawmxe, NOAYUEHHBIX B
KAHHHYECKHX HCCICAOBAHUSX, ObLia BBISIBACHA MOJOMKHTENBEHAS CBSI3hL MeXNLY KOHIEHTRaluAMH
BOPHKOHA30/Aa B HIazME H OTKIOHCHHIMH OT HOPMBI OHOXMMHUSCKUX TIOKazaTeled (EJYHKIIHH
MEYEHHU M 3PUTENILHLIMH HAPYLUICHHAMH. KOppE‘,KHHH JO36I 8 HCCRCACGBAHHAN C MPHMCHEHHCM
BOPHKOHA30JA B HpO(l)I’IJ'[aKTE'I‘IGCKHX LUCIAX HE H3yvanach.

PapMAKOKHHETHKA Y TAaMEHTOB O0CO0bIX TDVYII

Hoyeynas nedocmamounocnio

Y DAUHEHTOB C YMEPEHHBIM I TOKEIbIM HApYIICHHEM (YHKUMHM T0YeK (YPOBHSMH
KpeaTHHMHA B CRIBOPOTKE > 2,5 MI/UT) HAOMIONACTCH HAKOIJICHHE BCIIOMOIATENLHOIO BEIUECTRA
NEKapCTBEHHON HOPMBI JNIST BHYTPHEEHHOTO BBEICHUS — HATPHEBAS COJb CYABL(OBYTHIOBOTO
sthupa B-pkaoaekcTpuna (cM. pasgenst 4.2 u 4.4).

[Hevenounas nedocmanoynocme

Ilocne onMHOKPATHOTO NMEpopaIbHOro puema Bopukonazona (200 Mr) y nalHeHTOB ¢ LHPPO3ON
MeYEeHH JIEFKOH HIIH yMEpeHHOM crenesu TskecTH (Knace A w B no knaccuduxauny Yaitnaa-
IIbro) moxasatens AUC Gbin ma 233 % Boliie, qeM y NALHEHTOB ¢ HOPMalbHOM (pyHkumeil
nedenl. Hapymenne (yHKOMH feUeHy He BAWANO HA CBA3LIBAHHME BOPHKOHA307A C OefKam
KPOBH.

B uccieoBaHHH ¢ MHOTOKPATHBIM TEPOPANLHBIM NpreMom npernapara sHadenie AUCT Geino
ONMHAKOBEIM Y TALUHEHTOB ¢ LMPPO30OM Meveli yMepeHHoi crenenu Tsokecty (kriace B no
kaaccuuranun Yatinga-[1er0), nmonyyaBwmx popyuxonazon B noagepxupatomeii nosze 100 mMr
[IBa pa3a B CYTKH, ¥ ¥ YUACTHHKOB C HOPMabHON QyHKLHEH NeueHH, HONYIaBIing BOPHKOHAZOIN
B nosze 200 Mr nsa pasa B cyTkd. JanHble no (apMakOKHHETHKE NPenaparta y MalHeHTOB ¢
TSOKENBIM LHppo3oM neueHu (xiaace C no xnaccu(uxauun Yainna-ITei0) oTCYTCTBYIOT (CM.
pazzensl 4.2 u 4.4),

.HIH,]CI HOOCUAO20 ga3pacing

B uccnenoranuy ¢ MHOFOKPaTHBIM NEPOpaNbHBIM NpHMEHeHHeM npernapara 3HaueHus Cpyay 1
AUC; y 3/10pOBEIX MOKHIIBIX MYKUKH (2 65 ner) Obiax cooTreteTBeHHo Ha 61 % u 86 % sblue,
UeM y 3JOPOBBIX MOJIOABIX MYKUMH (18-45 neT). CywecTBeHHBIX pazauunil B 3HAUeHHAX Ciaq M
AUC, MeXay 3J0POBBIMM TIOMHIBIME IKEHIUMHAMH (> 65 7eT) W 3IMOPOBBIMH  MONO/BIMH
xenuHamu (18-45 rner) ve nabnropanocs.

B repanesruyeckux HCCICAOBAHMAX KOPPEKLHS JO3b! B 3aBHCHMOCTH OT BO3PACTA YUACTHHKOB
HE OCYLIECTBIUIACh. BLila yCTAHOBIEHA B3AHMOCBA3L MENIY KOHUCHTPALIHAMH NPEnapara B
miaasMe KpoBH ¥ BO3pacTom nauueHToB. [Tpodirnn GesonacHocTs BOPHKOHAZONA Y MAUHEHTOR
MOJIOZOTO M TIOYKHAOr0 BO3PACTa Db CX03K, MOITOMY HEeOOXOAMMOCTE B KOPPEKLIHH JI03k] Y JIHIL
MOKUJIONO BO3PACTa OTCYTCTRYET (M. pasaen 4.2).
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Ho3bl mpenapata, peKOMEHIYEMBIC K IpPHMEHE
pesynpTaraM TONYASUHOHHOTO (apMaKOKHHETHYECKOro auanuza o0beIMHEHHBIX JaHHbIX 112
aereil ¢ ocnabieHHBIM HMMYHHTETOM B Bospacte oT 2 n0 <12 ner u 26 nOAPOCTKOB ¢
ocabNeHHBIM MMMYHHTETOM B BO3pacte oT 12 no <17 ner. B 3 uccnenoBaHHsIX 110 OLEHKE
(papMaKOKHHETHKH Mperapara y NalHeHTOB JCTCKOro BO3PACTA M3YUalH MHOTOKPATHEIE J03bI
Bopukonazona 3, 4, 6, 7 u 8 MI/Kr mpH BHYTPHBEHHOM BBEJEHHH /jBa pa3a B CYTKM H
MHOTOKpPATHEIE 035! (B ()OpME MOPOLIKA Ul IPUTOTOBNEHHS CYCIIEH3HH TSl 1PHEMA BHYTPD)
4 mr/kr, 6 Mr/kr 1 200 Mr npu nepopannHOM npueme 2 paza B cyTku. Hacklalouise A03b
6 MI/KT NpH BHYTPHBEHHOM BBEJCHWH JBA pPasa B CyTKH Ha A€Hb | ¢ MOCeAYIOLINHM BREACHHEM
10361 4 MI/KI BHYTPHBEHHO JIBA pa3a B CyTKH ¥ 10351 300 MI nipH nepopansioM pHEME [Ba pasa
B CYTKM B (popme TabneTox H3ydyadd B OMHOM MCCIEAOBAHHM 110 OUEHKE (PAPMAKOKHHETHKH
mperapaTa ¥ MONPOCTKOB, Y gAeTell oTMevanach Oofiee BBIpAYKEHHAS MEKUHAHBHINYATBHAS
BapHadOeNIbHOCTh, YEM Y B3POCIIRIX.

[Ips cpaBHeHHH MAHHBIX IO (papMAKOKHHETHKE Mpemapata y ACTed M B3pOCabIX BbLIo
YCTaHOBJICHO, YTO NporHosupyemoe obuee Bozaekcrane (AUC,) y neteil nocne B/B BBeACHHS
HACBIMAOIIEH 103k 9 MIVKr OBIIO COMOCTABHMO € BO3AEHCTBHEM Y B3POCHEIX TOCHE B/B
BBEACHHS HACKIIAIOMEH 10361 6 Mr/Kkr. [IporHo3upyemoIil cyMMapHLIH YpoBeHh BO3ACHCTBHS Yy
AeTel nocie B/B BBEACHMA IMOJUIEPKMBAIOUWMX 103 4 U 8§ MI/Kr aBa pasa B CyTkM ObUI
COMNOCTABHMM C TAKOBEIM ¥ B3POCIBIX TOCHKE B/B BBEACHHS Ipernapata B 103aX 3 U 4 MT/Kr asa
pasa B CYTKH COOTBETCTBeHHO. [Tpornosupyembiil cymmapunlil ypoBeHb BO3ASHCTBHS Y aeTel
[1OC/Ie IMepopaNILHOIO NpHeMa NONIEPMKUBAIOEH 1036l 9 MIY/kr (MakcuMym 350 Mr) aBa pasza B
CYTKH ObUI COTOCTABHM € TAKOBBIM Y B3POCHLIX FIOCIE [IEPOPANBHOrO NPHEMA MIPENapaTa B 103e
200 mr npa pasa B cyTku. [Ipy BHYTpHBEHHOM BBEICHMH Tperaparta B H03¢ 8§ MI/KT YPOBEHb
BO3JEHCTBHST BOpUKOHAzona Oyner npubaH3uTeALHO B 2 pasa INPeBBINATE  YPOBEHD
BO3NEHCTBHS IIPH NEPOPATLHOM IpHeMe npernapara B 103¢ 9 Mr/r.

ITopnepsxuparomas 103a AJsl B/B BBEACHHS Y ACTEH BBLILIE, UM Y B3POCIBIX, B CBA3M ¢ HATUHHEM
y meteit Oonee BeIpaXxeHHON CIOCOBHOCTH K 3MinMUHAIMM Ipenapara, obycnopielnoil Gosee
BLICOKHM COOTHOILIEHWEM MAacchl MeveHH k macce Tena. OnHako GHONOCTYNHOCTH Tperapara
TP NEPOPaIEHOM NpHeMe y netell ¢ mansabcopOunel v oueHb HH3KOH OTHOCHTENTEHO BO3pACTA
MacCOMH Tena MOXKET OBITE CHIDKEHA. B Taknx crnyuasx pexoMeHayeTcs BHYTPHBEHHOE BBELCHHE
BOPUKOHA30MA.

YpOBHM BO3AEHCTBHS BOPHKOHA307A Y OONBUIHHCTRA NOAPOCTKOB ObLIM COMOCTABMMBL C
TEKOBBIMH Y B3POCTBIX MAUMEHTOB, NOJIYUABIUHX MNpenapar No Takol e cxeMme JeueHns.
OnHaxo y HEKOTODBIX NALMEHTOB PAaHHEro NOAPOCTKOBOrO BOIPACTA ¢ HU3KOH Maccoil Tema
Habnomancsa Gosiee HH3KHIT YPOBEHB BO3ACHCTBHS BOPHKOHA3ONA, MeM Y B3pOCHBIX. Briosme
BEPOATHO, UTO Y 3THX NMAUHEHTOB METaboNH3M BOPHKOHA30nma Oonee cX0X ¢ MeTaDOIH3MOM Y
Hered, ueM Yy I[OJPOCTKOB/B3pochblX. Mexoms 13 pe3yabTaroB  MONyISLUMOHHOIO
(papMaKOKHHETHUYECKOTO aHANIM34, MOAPOCTKH B Bo3pacTe ot 12 a0 14 neT ¢ Maccoit Tena Mexece
50 KT 10JDKHBI IONYYaTh JeTCKHUe 10361 Ipenapara (cM. pazaesn 4.2).

Hpyzue ocobuie epynnot

Hon
B uccnenosaHnu ¢ MHOTOKpaTHBIM TEpOpanbHbIM npuMereHdem npenapata Chpgx 1 AUCT y
30OPOBBIX MOJIOABIX XEHINWH ObutH cooTBeTcTBeHHO Ha 83 % 1 113 % Boiwe, yem y MOIOABIX
300p0oBEIX MyurH (1845 net) B a1oM Ke uccaenoBaniy He GBINO BBISBICHO CYIHECTREHHBIX
pasiuaii B Cigy 1 AUCT y 300POBBIX NOKHIIBIX MY>KUIHH H 310POBBIX NOKUILIX WERLMH (> 65
JIET).
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B nporpaMme KIHHHYECKOTO H3YUEHUS KOPPeKiis ﬂ03bi BaBHI‘QTH mc*.‘m:m“.‘r'ﬁ ona “nyaCTﬁmcoa He
ocymecTBasnack. IIpo¢uns Ge30NacHOCTH W KOHLEHTPANIA TPCHADATA. & HNaiME KpoBy y

JKEHIIHH M MyKdaun Obutd cxoxwmmu. TakkM o6pazom, KOppexkuds 03kl Tipenapata B
3@BHCHMOCTH OT IOJa He Tpedyercs.

5.3. Haanbie pokannndeckoil 6e300aciiocT

TOKCHKONOIHYECKHE HCCNENOBAHNS ¢ MHOTOKPATHBIM NPHUMEHEHHEM BOPHKOHA30& TOKA3aNH,
4TO NPENAaparT OKasplBaeT TOKCHUeckoe nelicTsue Ha nedeHs. [IPHIHAKH TernaroToOKCHYHOCTH
NPOSIBASIIMCE  NPH  KOHUEHTpALMSX fperapara B [IA3Me  KPOBH, COOTBETCTBYHOLIHX
KOHLEHTPALHAM TIPH IPUMEHEHHH B TEpareBTHUECKHX 103aX Y JHOACH, UTO XapaKTepHO W s
JpYyrux NPOTHBOIPHOKOBRIX MpenaparoB. Y Kpbic, MbHueld u cofak BOPHKOHA30N TaKKe
BBRI3HIBAT MHHHM@JILHBIE H3MEHEHHMS B HAANOYEHHHKAX. B pe3ynbTare CTAHAAPTHBIX
(papMaKonoOrHUecKHX HecnenoBauil Ge30MacHOCTH, TeHOTOKCHUHOCTH HIM KaHIEPOreHHOro
IIOTEHLHANA HE OBIFIO BLBIBACHO 0COOBIX (PAKTOPOB PHCKa AMS YENoBeKa.

B wuccmemopammax BAMSAHMS Openapata  Ha  PENpOAYKTHBHYK (DYHKLHIO BOPHKOHA30
IPOAEMOHCTPHPOBAI  HAJMYHE  TEPaATOMCHHOIQ (McclleqoBaHHe  Ha  KpbIcax) M
3MOPHOTOKCHYECKOTO (MCCNEeNoBaHMe HA KPOMHKAX) NOTEHLHAMA TNPH CHCTEMHBIX YPOBHSIX
BO3JACHCTBHS, COOTBETCTBYIOIMX TaKOBBIM MPH [PUMEHEHHH TIpernapara y 4enoBeka B
TEPANEeBTHYECKUX [103aX. B MCCNENOBAaHUH TIpe- H MOCTHATAIBLHOrO pasBHTHS Y KPBIC npn Gosee
HH3KHX YPOBHSIX BO3JEHCTBHS, YeM IPH NPHMEHEHHUH Ipenapara y JIoJAeH B TeparneRTHUYECKHN
Z03aX, BOPMKOHA30JI YBEIHYHBANI TPOJOJDKHTEILHOCTE OEPEMEHHOCTH W PONOB M BLI3LIBAT
[aTONOIHYECKHE POMALI € TMOCACAYIOWIEH CMEPTBID CAMOK M CHHMKEHHEM [epHHaTanbHOIl
BEDKHBAEMOCTH IIOTOMCTBA. Bnusuue Ha poasl, BEPOSITHO, OMOCPENOBaAHO
BHAOCHENH(UHECKIMH  MEXaHH3MaMH, BKJIIOUAs CHIOKEHHE YpOBHEH  acTpanmona, W
COOTBETCTBYST  BJHIAHHIO, OKa3bIBAEGMOMY  JAPYFHMH  A20J1bHBIMH  [POTHBOIPHOKOBBIAH
npernaparamMyd. BOpHKOHA30M TNPH  YPOBHSX BO3AGHCTBUS, COOTBETCTBYIOIIMX  YPOBHSIM
BO3AEHCTBHA, HADMIOAABILMMCS [PH TIPHMEHEHIH IPENAPATa Y 4eJIOBeKa B TEPANeBTHUECKHX
A03aX, HE OKa3bIBajl HEONAronpHATHOTO BIMSHMS Ha PEIPOJYKTHBHYIO (PYHKUMIO CAMLOB W
CaMOK KPBIC.

Pe3ynpraThl JOKIMHHYECKHX TOKCHKOJIOTHYECKUX HCCIENOBAHMIT ¢ MHOTOKPATHBIM BBEASHHEM
npenapara  BHYTPHBEHHO  CBHAETENBLCTBYIOT O TOM, 4UTO  [JABHLIMH  3(yperTamu
BeriomorarensHoro Bewlectsa SBECD sBnsauch BakyomM3amust 3MUTEIHUS MOUEBBIX nyTedl i
akruBauua Maxpodarob B MEUEHM H JErkux. B CBA3H ¢ TNONOKHTENLUBIMH PE3yALTATAMIH
MaKCHMH3aLHOHHOIO TECTa Ha MOPCKKx ¢BHHKax (OPMT) Bpauam npu rasHaueHHH npenapara
CAEAYET YUYUTHIBATS  BO3MOIKHOCTD  Da3BUTHSI  PEaKLMM  IHAEPUYBCTBHUTENLHOCTH  OpH
BHYTPHBEHHOM BeeIeHHH. CTaHOapTHLIE ICCNEIOBAHHS [eHOTOKCHYHOCTH H DPENPOAYKTHBHOI
TOKCHYHOCTH BenoMorartensroro sewtecrsa SBECD we poisipunu ocoboll omacHocTs s
qenopeka. Meenenopanns no uzyqeanto xanueporednoct SBECD ne nposoaunuce, [okasano.
qt0 npumMeck SBECD sBrasercss ankumipyrouiuM MyTareHoM M 10 J@HHBIM HCC/eIoBaniii
obnamaer KaHUEPOreHHBIM [ASHCTBHEM Y IPLI3YHOB. DTy IPHMECH CJIEAyeT CYHTaTh
MOTEHUHANBHO KAHLIEPOTEHHOM 11 Yenosexa. B cBeTe aTuX (JaKToOR JNMHTENBEHOCTL TPHMEHEHSs:
JIEKAPCTREHHON (POPMBI IJIS BHYTPHBEHHOrO BBEICHMS He IOJIKHA MPEBBIIATE 6 MECLES.

6. DPAPMAIEBTHUYECKHUE CBOVCTBA
0.1. Hlepesetib BENOMOTaTEILULIX BEIIECTD

Harprenas cons cynnpobyrunosoro adgupa B-unknonekerpuna
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0.2. HecoBmecTinocTs

Budgenn nens3s BBomHTE nyTeM HHQY3HH OJHOBPEMEHHO € HAPYIHMH HpenapataMi sl
BHYTPHBEHHOI0 NPHMEHEHHS YEPe3 OJHY M Ty e HMH()Y3HOHHYIO CHCTEMY MM KaHIONIO.
Heobxo1M0 0CMOTPETh NMAKeT AMS TOro, YToOLl YOSIHTELCA, UTO €ro BCE €T0 COAEPKHMOoe BBII0
BBEAeHO nauuenty. Ilocne oxoHuanus HH(pY3uM npenapata Budena HHPY3HOHHYIO CHCTEMY
MOMKHO HCIIONIB30BATE ISl BBEJAEHHS APYTHX [IPEnapaTos Uil BHYTPHBEHHOTO MPHMEHEHHSL.

llperrapaTsl kpoBr M OblcTpas MH(YINA KOHLUEHTPHPOBAHHBIX DPACTBOPOB JAEKTPONUTOB. [lo
Hayana  Tepanud  BOPWKOHA30JIOM  CJCLYET  OTKOPPEKTHPOBATE  TAKHEe  HAPYLIEHIS
SNEKTPONUTHOrO OOMEHa, Kak THIOKANHeMHs, THTIOMArHUeMHs H THEOKaJBLUAeMUus (CM.
paspensl 4.2 w pasnen 4.4). Bugenn zanpemiero BBOANTE OMHOBPEMCHHO C IIpenapaTaMi KPOBH
# KOHIEHTPHPOBAHHBIMM DPACTBOPAMH 3JMEKTPOIMTOB, BROIHUMBIMYE TyTem ObicTpoil wH(y3mu,
Lade Yepes OT/IENbHBIE UH(Y3HOHHBIS CHCTEMBI.

[lonnoe mapentepansHoe nuranue. [lonHoe napentepanshoe mutanne (TIIT) we caedyem
MpeKpamaTy NpH HasHaveHuy npenaparta Bu(eHa, OAHAKO PacTBOP MHTATENBHBEIX BELWECTB
CIICAYET BBOIAUTL Ye€pe3 OTACNbHYID WH(PY3HOHHYIO cHcTemy. [Ipif  BBedeHHH uepe:
MHOTOKaHAIBHBIH KaTeTep pacTBop nutarensHbix BewecTs Juist [T u Budenn pomxnb
BBOJMTRLCA Uepes3 pasHble BXOALL Budena Henbss passoiuts 4,2 %-HbIM PacTBOPOM HaTpHs
Ouxapbonara ana uH(ysuH. COBMECTHMOCTh ¢ pacTBOPOM HaTpus GukapfoHarta B APYTHX
KOHLIEHTPALHIX HEH3BECTHA.

Hamnpii nexapcTBeHHBIH TIpemapaT He CJeAyeT CMCLIHBATL C APYTHMH JIEKAPCTBEHNBIME
npenaparaMu, 3a HCKIIOUEHHEM YHOMIHYTBIX B riojpasiene 6.0,

6.3. Cpox roanocru (cpox XpaHeHnin)

3 roaa.

[IpenapaT xpaunnth npu remreparype vuxe 30 °C.
XpaHuTh BOCCTAaHOBNEHHEIH pacTBOp Npu temneparype ot 2 °C no 8 °C ue Gonee 24 yacos.

C MHKpOGHONIOFHUECKON TOYKH 3pEHHS NOCRE PACTBOPEHHS MPErapatr CJeAYeT HCIIONb30BATh
neMeienHo. Ecnn oH He OBUT HCIIONB30BAH HEMENIEHHO, 38 BPEMSl W YCJOBHS XPAHEHHS N0
MOMEHTA HCIIONL30BAHNS OTBEHACT INOJB30BATENb, [PH 3TOM CPOKH XpaHeHHs OOBIYHO He
JOJUKHBI IPEeBRIIATE 24 yaca ripu temneparype o1 2 °C no 8 °C (B XONOAUNBHHKE), €CIH TONBKO
KOHIEHTPAT HE TCOTOBUJAH B KOHTPOJNHPYEMBIX M COOTBETCTBYIOUIHX  HEODXOAHMBIM
TpebOBAHHAM ACENTUUECKHX YCIOBHSIX,

6.4. OcobLie MepBI IPETOCTOPOKIIOCTH NPH XPAHEHITH
Yenosus XpaHeHHs TI0CHE BOCCTAHOBIEHHS HEKAPCTBEHHOMO TIPErapata cM. B nogpasaene 6.3.
0.5. Xapaxrep u cozepiKanne nepsuyHOIl ynakoBKI

3400 mr mpemapata BO ()naxoHe U3 Apo3pauHoro GECLUBETHOrO CTEKA THIIA | BMECTHMOCTEIO 30
MJI, YKYTTOPEHHOM CEPOIl CHIMKOHU3HPOBaHHOfl MonHMepHo XIopOyTHAN30IPeHOBOH NpobKOii,

00KaTOM ATIOMMHHEBBIM YIOTHHTEILHEIM KOJIBLUOM C AHCKOM W3 nojaunponuieda tuna «flip -
of.



PN

COOTEETCTEYET 3KCNEPTHOMY OTUETY
5 : + ik
P P

¥ T Ui LU T
1 (I)JIEIKOH BMECTE C JHCTKOM-BKIaAbIIIEM B I(ElpTOH!I- W, KQp IK{‘— C - KOk TPPJ}BM IEDROIo
o L LW | JO= 1l b 1|1 PR 2 )
BCKPBITHSA (B BHAC 3aKJIeCHHOrQ Xjarnada ¢ HHMKHEH CTOPOHBL KOPOOKH H 3aKJIICCHHOTC KIAIAHA
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C nyHKTUPHOHR nephopHpoBaHHON JIMHUEH A/ BCKPBITHS C BEPXHEN CTOPOHBI KOPOOKH).

6.6. OcoObie Mepbl NPEROCTOPOIKHOCTH  OPH  YHHYTOMKEHHH  HCN0Ab30BAHIOIO
JIEKAPCTBENNOr0  Tpenapara Wi 0TXO0H0B, HOJYUCHHBLIX  110CJA€e  HPUMEHEeHs
AEKAPCTBEHHOT0 IPenapara il padorbl ¢ s

Beck HEHCNONL30BAHHLIH J'leKapCTBeHHbIﬁ fipeliapat Wi OTXOABL CICLYCT YTUIUIHPOBATL B
COOTBCTCTBHH C MCCTHBIMH TPBGOBQHHSMH.

Budena 200 Mr, THO(GUINIAT JUIS IPUTOTORAEHHS PACTROPA As uH(YIHH

JInodumuzar pactsopsiercst nmubo 19 Mt Bogsl ans Mubekuwi, nubo 19 Ma pacTsopa HaTpus
xnmopupa 9 wmr/ma (0,9 %) ang BuyTpUBEeHHBIX MH(Y3HH NS TONYUYEHHS TPO3PAUHOTo
KonneaTpara odsemom 20 M, conepikaitiere [0 mr/ma sopukonasona. Ecim pacTBOpHTENb He
BCACHLIBAETCA BO (DIAKOH NMOA CcHNIOH sakyyma, Budenn ne wucnonpsyoT. Hnd H3BneueHwHs
To4H0r0 06Bema (19,0 M) BOIB! IJIst HHBEKUHHA WM pacTBOpa HaTpusa xnopuaa 9 mr/vi (0,9 %)
IS BHYTPHBEHHLIX WH(Y3HH PEKOMEHAYSTCS HCIMOML30BATEL CTAHAAPTHLIT (HeaBTOMATHUECKHIT)
wrpuil  odbeMom 20 M. DTOT mpenapaT NpenHa’sHaueH TONBKO UL OJHOKPATHOTO
HCIIONIB30BAHMA, H BECh HEMCNONB30BaHHBH pacTsop JosbkeH ObITh YTHAM3MPOBaH. MoXKHO
HCIIONB30BATE TONBKO NPO3PAUHEIH PAacTBOP 0€3 BUAHMbIX YACTHIL

st BHYTDHBEHHOTO BBEHEHHS HeOOXOAuMbIE 00BEM OOAYUEHHOTO [IOCAE PACTBOPEHHS
KOHLEHTPaTa J00aBIAIOT K COBMECTHMOMY C MPEMapaToM PEeKOMEHIOBAHHOMY pacTBopy Ul
uadysuit  (cM.  Tabmany HWKE) AAS  NOAYUEHHs [OTOBOIO  pacTBOpa  BOPHKOHA3OMA.
conepaamtero 0,5-5 mr/mn jleficTBylonero selecrsa.

Konuentpar MOKHO Jajiee PazBOIUTE CHEAYIOUMMH PACTBOPAM:

Pacteop HaTpusa xmopuaa 9 mr/mi (0,9 %) s uHbeKLui

Crnosxuplit pacTBOp HATPHS JIAKTATA IS BHYTPUBEHHBIX KH(y3uil

5 %-Hpli pacTBOP IOKO3BI H pacTBOpP PuHrepa naxrarta A BHYTPHBEHHBIX HHGY3HIT

5 %o-HbIH PACTBOP IMIOKO3EI M pacTBOp HaTpus xaopnaa (0,45 %) sl BHYTPHBEHIILIX HH(Y3Uil
5 %-REli pACTBOP MMIOKO3BI IUTS BHYTPHBEHEBIX HH(Y3K

5 %-Hplii pacTBOP rMIOKO3b! B 20 M3KB PACTROPE Ka/MHs XJ0PHAA JUIS BHYTPHBEHHLIX HH(Y3H Ik
0,45 %-npli pacTBOpP HATPHS XJIOPHAA IS BHYTPUBEHHLIX HH(pY3nit

5 %-HBIi pacTBOP TIOKO3BI 1 paAcTBOP HATpHs xnopuaa (0.9 %) s BHYTPHBEHHBIX HA(GY3H

CoBMECTHMOCTD BOPHKOHA30M& C APYFHMH DACTBOPAMH, TMOMHMO YKA2aHHBIX BbLILIE H B
foapasaene 6.2, He W3BECTHA.

Heofxoanmiie 061LeMbl KonuenTpara npenapata Budena 10 nvr/vn

Obbem wonuentpara npenapara Budeun (10 mr/mn), neobxopnmsiii  gas
BBEACHHS B COOTBETCTBHI €O CACAYIOLIIIMIT CXEMAMU JIO3HPOBAHIIS
Macea HJoza 3 mr/r | Josza 4 mr/ir | Jo3a6 mr/rr Hdoza 8 mr/r | Hoza 9 wmr/kr
Tena (kosmmueerso | (KotnyecTso | (oamuecrso | (KoamuecTso | (KoJanmuecTno
{kr) (pNAKOHOB) praxonon) (ps1aKonon) (hiaxounoB) duiakonon)
10 - 4,0 v (1) - 8.0 mn (1) 9,0 mn (1)
15 - 6,0 mn (1) - 12,0 ma (1) 13,5 ma (1)
20 - 8,0 Mmn (1) - 16,0 M1 (1) 18,0 M (1)
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25 . 10,0 (1) |- 200 @y o 225 M)
30 9,0 M (1) 12,0 (1) {1800 = 0 Do (25— 97 Oun ()"
35 10,5 Mt (1) 14,0 v (1) 21,0 mn (2) 28.0 My (2) 31,5 M (2)
40 12,0 st (1) 16,0 mi (1) 24,0 mn (2) 32,0 M (2) 36.0 M (2)
45 13,5 st (1) 18,0 mu (1) 27,0 Mn (2) 36,0 ma (2) 40,5 mna (3)
50 15,0 mn (1) 20,0 M (1) 30,0 mn (2) 40,0 M (2) 45,0 mn (3)
55 16,5 mn (1) 22.0 mn (2) 33,0 M1 (2) 44.0 mn (3) 49.5 mu (3)
60 18,0 M1 (1) 24,0 mn (2) 36,0 M1 (2) 48.0 nvut (3) 54,0 M (3)
65 19,5 M1 (1) 26,0 mn (2) 39.0 ma (2) 52.0 mn (3) 58.5 ma (3)
70 21,0 M (2) 28,0 M (2) 42.0 mn (3) - -
75 22,5 mn (2) 30,0 M (2) 45,0 ma (3) - -
80 24,0 mn (2) 32,0 mn (2) 48,0 ma1 (3) - -
85 25,5 mn (2) 34,0 mn (2) 51,0 ma (3) - -
o0 27,0 mn (2) 36,0 ma (2) 54,0 ma (3) - -
95 28,5 mn (2) 38,0 M (2) 57,0 ma (3) - -
100 30,0 M (2) 40,0 v (2) 60,0 M (3) - -

HOHOJ’[HI’ITGJ’EBHBH HH(I)OpMaU.HSI JUET MEIMUHHCKHX ])a6OTHIEKOB TpHUBEIOEHA B KOHIE
JHUCTRA-BIJIAOBIIEIA UL ITalHeHTa.

7. JEPIKATEJDL PEFTHCTPAIIMOHHOT'O YAOCTOBEPEHH A

[ipaitzep Unx.

66 Xancon Bynssap Mer, Heto-Hopk, wrar Huo-Hopk 10001-2192, CLUIA
+1(212) 733-2323

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

7.1. IIpepcrasnreib Jep:KATEIsl PErucTpalHodHOre yI0CTOBEPEeHNS

Peenybanra Kazaxcran

Qunnan xomnanuy Plizer Export B.V. (ITdaiisep Sxcnopr bu.Bu.) 8 PecnyGnuke Kazaxcran
050000, r. Anvatel, Meneyckuit paiton, np. H. HazapGaesa, a. 100/4

Ten.: +7 (727) 250 09 16

Daxe: +7 (727) 250 42 09

On.noura: PlizerKazakhstan(@pfizer.com

Poceniickan ®egepanns (a Taxske ans Koiproizeroii Peeny6anki)

000 «Ildaitzep Munopainy

123112, r. Mocksa, [1pecuenckas vab., n. 10, BL «bawus na Habepexnoityn (brox C)
Ten.: +7 (495) 287-5000

daxc: +7 (495) 287-5300
On.noura: Russia@pfizer.com

8. HOMEP PETHCTPAIIMOHHOI'O YAJOCTOBEPEHH S

JIFT-NeQ02079-PT-KZ

9. JATA NNEPBUYHOW PECUCTPALIIN
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10. JATA IEPECMOTPA TEKCTA

O6as XapaKTepHCTHKA IEKapCTBEHHOro npenapara Budena nocrynsa Ha oHLHANBHOM caliTe
YITOJIHOMOUEHHOTO Oprasa rocyaapctsa — wieHa Espazuiickoro coiosa B HH(DOPMAaLMOHHO-
KOMMYHHKAUMOHHOM cetit «lHTepHery 1 (nM) Ha WHOOPMALHOHHOM NopTane EBpasuicKoro
IJKOHOMHYECKOTO  COl03a B WH(OPMALHOHHO-KOMMYHHKauWoHHOH  cetn  «Murtepner»
https://ecc.eacunion.org.
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