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WHCTPYKLIAA | COTRACOBAKO i
IO IPUMEHEHUIO JICKAPCTBEHHOTO IIperiapara Ui MeITUIIHHCKOro IpUMECHEHH

PryKOoHA30J1

Perncrpannonnsiii Homep:

Toprosoe nazsanue npenapara: Onykonason

Mexaynapoanoe HenareHToBaHHOe HazBanne: OIyKoHa30N

Xumu4eckoe nazpanme: 2-(2,4-pu¢ropdennn)-1,3-6uc(1H-1,2,4-rpuason-1-mn)
IporaH-2-01

JlekapcTBennas ¢opma: pactBop it HHQY3H

Cocras ma 1 ma:

Axmuenoe sewecmeo:

f' ®nykoHa3on -2,0mr
Bcenomoeamenvuvie sewgecmea:
Hatpus xmopun - 9,0 Mr
Bonaa gnst nebpekiuii - g0 1 Ma

‘ Onucanne

IIpo3paunsiii, GecBeTHBIH pacTBOP.

®apmakoTepanesTHYECKas rpynna
IIporuBorpubkxoBoe cpencrBo
Koa ATX: JO2ACO1

DapmMakoI0THIECKHE CBOHCTBA
Dapmaxoounamuxa

Ilpencrasurens knacca MpOU3BOAHBIX TpHasona. O6nanaer BECOKOCTEIMBHIHEM

AeHcTBHEM, HHIMOHpDYS aKTHBHOCTh LTOXpoMa P450 rpu6os. brnokupyer
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NpeBpallleHHe JIaHOCTEpoJa KIETOK TIpuOOB B 3procrepol; yBeJIHYHBAeT
NPOHUIIAEMOCTH KII€TOYHOH MeMOpaHbl, HapYIIAET €€ POCT U PETIHKALIHIO.
®IryKOHa30/, SBIACH BBICOKOM3OMpATENBHEIM I LuTOXpoma P450 rpubos,
NPaKTHIECKH HE YIHETAET 3TH (PEPMEHTH B OPraHHU3Me 4eJoBeKa (B CPaBHEHHH
UTPaKOHA30JI0M, KJIOTPHMA30JI0M, 5KOHA30JIOM M KETOKOHA30JIOM B MeEHBIIeH
CTENICHH IOAABIACT 3aBUCHMBIC OT 1uTOXpoMma P450 okuciauTensHble NpoLeccs B
MHKpOCOMax IeYeHH denoBeka). He obnamaeT aHTHAHAPOreHHON aKTHBHOCTBIO.
AXTHMBEH TpH ONIOPTYHUCTUYECKUX MHKO3aX, B TOM YHMCJe BeI3BaHHBIX Candida
spp.  (BKIIOYas  reHepaiM30oBaHHble  (GOPMBI  KaHAMI03a Ha  (DOHE
ammynonenpeccun), Cryptococcus neoformans u Coccidioides immitis (Bkmodas
BHyTpu4epenubie uadexuum), Microsporum spp. w Trichophyton spp.; npu
SHAEMHYECKUX MMKO3aX, BHI3BaHHBIX Blastomyces dermatidis, Histoplasma
capsulatum (B TOM YHCIIE TIPM HMMYHOJETIPECCHH).

Coobmanocs o ciydasx cymepHH(EKIHH, BbI3BaHHOM OTIMYHBIMU oT Candida
albicans mrrammamu  Candida, xoTopble 9acTo O0GNAafalOT  [PUPOIHOMN
PE3UCTEHTHOCTBIO K (urykonasomy (mampumep, Candida krussei). B nono6ubix
CIly4asX MOXeET NOTpe6OBaThCA ANbTEPHATHBHAS IPOTUBOTPHOKOBAS Tepanys.
DapmakoKkuremuka

Ilocne BHYTpDHBEHHOIO BBEINEHHA (IYKOHA30] XOpOWIO MPOHMKAET B TKAHH H
XKHUAKOCTH OpraHu3ma.

Pacnpeoenenue

KoHueHTpauus B IUIa3Me KpOBH HaXOAMTCA B MPAMOH HpONOpUMOHANBHOH
3aBHCHUMOCTH OT J103bl. KOHIIEHTpallMi aKTHBHOTO BEHIECTBA B IPYJHOM MOJOKE,
CYCTaBHOH JKHMOKOCTH, CIIOHE, MOKpOT€ M TEPHTOHEAILHON  KHAKOCTH
aHaJIO'MYHbI TAKOBBIM B ILJIa3Me KPOBH.

B noToBO# XKHAKOCTH, SNHACPMHCE H POrOBOM CJIO€ (CEIEKTHBHOE HaKOILIEHHE)
JOCTUTAIOTCA KOHIICHTPAIMK, NIPEBHIAIONINE [Ta3MEHHBIE,

Xopomo MPOHMKAET B CIMHHOMO3IOBYIO XHAKOCTH; IIPH 'PUOKOBOM MEHHHTHTE

KOHLIEHTpallMA B CHHHHOMO3I'OBO# XHAKOCTH COCTaBIAET 0k0J0 85 % oT TakoBoit

B ILIa3Me KpOBH.




90 % paBHOBecHas KOHIEHTpauus (IykoHazona B IuasmMe kposu (Css)
nocTuraercs kK 4-5 nHro. BeeneHue «ynmapHoi» 1036l (B MEpBHIN A€HB), B 2 pa3a
NPEBHIIAIONIEH OOBIMHYIO CYTOYHYIO O3y, MO3BOJISET JOCTHYbh KOHLEHTPALHH,
cooTBeTcTBYyI01IEH 90 % Css, Ko 2 gHIO.

Kaxymmiics 06bseM pacnpenenenus (Vy) npubimkaercs K 06IIeMy cOAepKaHHIO
XHUIKOCTH B opranusme. Cs3b ¢ Oenkamu 11a3mel KpoBy Huskast — 11-12 %.
Memab6onuzm u evieedenue

Iepuon momyseiBenenus (Tip) — 30 u. SIBnserca unruburopoM wusodepmeHTa
CYP2C9 B nedenn. BrBoautcs npeumMymectBeHHO noukamu (80 % — B
HeM3MEHEeHHOM BHIe, 11 % — B Buae MerabGonurtos). Kiupenc durykonasona
NpoIopuMoHaneH KipeHcy kpeatunuHa (KK).

®apMakoKHHeTHKa (IyKOHa30ja CYMIECTBEHHO 3aBHCHT OT (GYHKUHOHAILHOIO
COCTOSIHMA N0YEK, ITPU 3TOM CyIIeCTBYeT oOpaTHast 3aBHCHMOCTh Mexay T, u KK.
Iocne remonuanwsa, B TeueHHe 3 4, KOHLECHTpaLus IIyKOHa30Ja B IIa3Me KPOBH
cHkaeTcst Ha 50 %.

®apMakoKHHETHKa (ITyKOHa3071a CXOAHA DU BHYTPUBEHHOM BBEJIEHHH U IIPHEME
BHYTPb, 4TO MIO3BOJIAET JIETKO MEPEXOAUTH C OTHOIO BU/ia IPUMEHEHUSA HA APYTOM.

MdapMaKkOKMHETHKA V JIeTeH

V neteii ObUIH NOMy4eHBI CleAylomHue papMaKOKHHETHYECKHUE TapaMETPHI:

Bospact Jo3a (mr/kr) Iepuon ITnomans
MOMYBbIBE- | IO KPHBOH
JieHHs (yac) | (MKr-1/mn)

11 queit — 11 mec | OmHOKpaTHO — B/B 3 MI/KT 23 110,1

9 mec — 13 ner OAHOKpPATHO — BHYTPb 2 MI/KT 25,0 1 94,7

9 mec — 13 ner OnHokpaTHO — BHYTpPb 8 MI/KT 19,5 362,5

5 ner — 15 ner MHorokpaTtHo — B/B 2 MI/KT 17,4* 67,4*

S ner — 15 ner MHorokpaTtHo — B/B 4 Mr/kr 15,2* 139,1*

5 ner — 15 ner MHorokpaTHO — B/B 8 Mr/kr 17,6* 196,7*

Cpennuii Bospact | MHOrokpaTtHo — BHyTph 3 Mr/kr | 15,5 41,6

7 net

* roKa3aTelb, OTMEUYEHHBIH B MOCICAHUM E€Hb
HenoHomeHHBIM AeTAM (OKoJO 28 Henenk pa3BHTHA) (PIYKOHA301 BBOTMIH

BHYTPHBEHHO B 103¢ 6 MI/KT KaXsli 3-H JCHb 10 BBEJICHUA MaKCHMYM 5 7103 B TO
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BpeMs, MOKa JECTH OCTABaJUCh B OTAENICHMHM HWHTEHCHBHOW Tepamuu. CpenHuit
IIEPHOJ TONXYBBLIBEAEHHs cocTaBisul 74 4 (B npenenax 44-185 4) B 1-H zeHs, ¢
YMEHbIIEHHEM Ha 7-H JieHb B cpefiHeM 1o 53 4 (B mpenenax 30-131 4) u Ha 13-i
JIeHb B cpefineM 110 47 4 (B npenenax 27-68 4).

3HayeHMs IUIOMALH MMOJA KpuUBOH cocTaBsuid 271 Mkr-a/mi (B npegenax 173-385
MKr-4/Mm) B 1-# eHb, 3aTeM yBelnW4HBATUCh 10 490 Mxr-u/mi (B npeaenax 292-
734 Mxr-4/mit) Ha 7-# 1€Hb U CHHXKATUCH B cpefHeM 0 360 MKr-u/mi (B mpemenax
167-566 mxr-4/mi) k 13-My gHio.

O61emM pacnpenenenus coctapimsn 1183 mu/kr (B npenenax 1070-1470 mu/kr) B 1-
¥ neHb, 3aTeM yBenuduBaiica B cpeaneM ao 1184 mu/kr (B npemenax 510-2130
MII/Kr) Ha 7-# nens u n1o 1328 mur/kr (B npenenax 1040-1680 min/kr) Ha 13-i1 geHs.

DapMakOKHMHETHKA Y MOXUJIBIX MAlIMEHTOB

Ilpy onHOKpaTHOM NpHMEHEHUH (uiykoHaszosia B f03e 50 Mr BHYTpPbh MOXHIIBIM
NanMeHTaM B Bo3pacTe 65 Jer W cTapiie, HEKOTOpble W3 KOTOPBIX OJHOBPEMEHHO
NpUHMMANH [JAYPETHKH, YCTAHOBJICHO, 4TO MaKCHMallbHas KOHUEHTpauus B
mnasMe kpou Cmax gocturanack 4epes 1,3 4 mocie npueMa M coctapisia 1,54
MKI/Ma, cpenuue 3Hadenus AUC — 76,4 = 20,3 Mkru/mi, a cpennuil nepuof
nomyseiBeieHHs — 46,2 4. 3HaueHHs 3THX ()apMaKOKMHETHYECKHX I1apaMeTpoB
BBIIIE, Y€M Yy MOJOJABIX MNauueHToB. ONHOBPEMEHHBIH IIPHEM IUYPETHKOB HE
BbI3biBal BhipaxeHHOro u3MeHeHHss AUC m Cmax. Kmupenc xpeatunua (74
MJI/MHH), TIPOLIEHT (UIyKOHAa30J1a, BEIBOAUMOTO MTOYKaMH B Heu3MeHHOM Buje (0 —
24 4, 22 %) u noveuHsldi kaupeHc Gaykonasona (0,124 MI/MUH/KT) y HOXKHIIBIX
NalMeHTOB HIXKE MO CPaBHEHHMIO C MOJOABIMH, 9TO, BEPOSTHO, CBS3aHO C
TIOHMXEHHOW NOYe4HOH QyHKIHeH, XapaKTepHO# I MOXWIOTO BO3pacTa.

DapMaKOKMHETHKA YV NAIUEHTOB C NOYE€YHOH HEIOCTATOYHOCTEIO

VY NanMeHTOoB ¢ THKEIOH MMOYEeYHOH HENOCTATOYHOCTHIO (CKOPOCTh KIIyGO4KOBOM

¢unpTpamu < 20 MII/MHUH) HepHoA NOMYyBRIBEACHUA yBenuunBaics ¢ 30 1o 98 4.

Iloxa3zanus K NPpBEMEHCHHIO




- KpunToxokko3, BKIIOYass KPHINTOKOKKOBEIA MEHHHIMT M HMHQEKUHH ApyroH
JOKaNnu3auuy (HampuMep, JNErKuX, KOXH), KaK y IMAl[MEHTOB C HOPMAaJIbHBIM
HMMYHHBIM OTBETOM, TaKk H Yy TMallMEHTOB C Ppa3IUYHBIMH (opMaMHu
HMMYyHozenpeccun (B ToM uucine y GoneHbix CITM[IoM, mpH TpaHCIUIaHTAUMH
OpraHoB); MOAJEPXKHUBAIOMIAA Tepamuid C UENbI0 NPOMHIAKTHKH PELUIABOB
KpUIITOKOKKO3a y 6onbHbIx CITAIoM.

- I'eHepanu3oBaHHBIH KaHOWAO3, BKIIOYAS KaHIAWAEMHIO, OHCCEMUHUPOBAHHBIN
KaHAM[03 M Apyrue (OpMBI HMHBa3HBHOW KaHAWAO3HON HH(QEKIHH, TaKHe Kak
HHGpeKuH OpIOUINHBI, SHAOKApa, IMla3, OPOHXONEroYHOM CHCTEMBI X MOYEBBIX
myTed, B TOM 4YHCIE€ Yy IIAIlHEHTOB CO 3JIOKAYE€CTBEHHBIMH OIMYXOJIAMH,
HaXOASAIIMXCA B OT/EJCHHAX WHTCHCHBHOH TEpalMy, MalMEeHTOB, MONYYaroLIuX
IUTOTOKCHYECKHE HJIM UMMYHOACNPECCHBHBIE CPEJICTBA, 4 TAKXKE Y MALMEHTOB C
APYTUMH (aKkTOpaMH, NpeApacnoaraioliiMy K Pa3BHTHIO KaHAK103a.

- Ilpodunaxtika rpubkoBbIX MH(EKUHHA y NAUEHTOB CO 3I0KAYE€CTBEHHBIMH
OITyXOJIIMH Ha OHE XMMHO- WJIH Jy4eBOH Teparnuu.

- I'mybGoxvie »HAEeMHYeCKHE MHKO3BI (KOKIMIMOMHKO3 H TIHCTOIUIa3MO3) Y
NALHEHTOB C HOPMAITLHEIM HMMYHHTETOM.

- Kannn,uos MHILEBOJA U CIM3UCTBIX 00004€K Yy JIeTeH.

IlporrBONIOKA3aHAS

INoBpileHHas YyBCTBUTENBHOCTh K KOMIOHEHTAM IIpenaparta, a Takoke K JApYruM
NPOTHBOIPHOKOBBIM CPEACTBAM ~ IIPOH3BOIHBIM a30J1a; OAHOBPEMEHHBIN MpHEM
TepdpenanuHa (Ha (oHe MOCTOSHHOrO MpUMeHeHHA (uiykoHazona B go3e 400
Mr/cyT U Oonee), a Taloke Npyrux npenaparos, yumMHAoumx uHTepBan QT u
Metabonu3upyrommmucs ¢ nomonmio  uH3odepmenta CYP3A4:  acremmson,

IH3AIIpUA LR, SPATPOMHLINH, THMOSHA U XHHHU/AHH,; ICPHO/ JIaKTalHH.

C 0CTOpPOKHOCTHIO

Ileyenoynas HEZOCTATOYHOCTD, MTOYCYHAA HEQOCTAaTOYHOCTD, NOABJIICHHE CBHIIIA Ha

¢one npumeHeHHA ¢uyKoHa3ona y NAlMEHTOB C MOBEPXHOCTHOH TIpHOKOBOI




HHQEeKIMeli W  WHBAa3MBHBIMHW/CHCTEMHBIMM  TPHOKOBHIMH  HMHGEKLHAMH,
OTHOBPDEMEHHOE nNpuMeHeHHe TepdeHanuHa U (IykoHa3zola B J03e MeHee
400 Mr/cyTr, NOTEHUHATHHO TPOAPUTMOTEHHbIE COCTOSHHMA Yy IMALMEHTOB C
MHOXXECTBEHHBIMH ¢akTopamMu pHcka (opraHwdeckde 3a0ojeBaHUs CepAla,
HAapylWIEHus  JJEKTponuTHOro  OajgaHca,  ONHOBPEMEHHOE  IPUMEHEHHE
JIEKaPCTBEHHBIX CPEJCTB, BBI3BIBAIOLIMX aPUTMHUH, OTHOBPEMEHHOE NMPUMEHEHHE C
puabyTHHOM M ApYyruMHM HHAYKTOpaMH LHTOXpoma P450, aneTuicanuiuioBoi

KHCIIOTOH), 6€peMEHHOCTD.

IIpuMenenne npx GepeMeHHOCTH H B NEPHO/ IPYAHOT0 BCKAPM/ITHBAHHS
ANEKBaTHBIX M KOHTPOJMPYEMBIX HCCIEOBAaHUN OepeMeHHBIX MXEHIOHH He
npoBoAuaock. OmucaHbl Cyd4ad MHOXECTBEHHBIX BDOXKAEHHBIX TIOPOKOB Y
HOBOPOX/ICHHBIX, MaT€pH KOTOPBIX HAa NPOTSKEHUH Ooblled 9acTH WM BCEro
NEepBOro TpUMECTpa NMOTyqalid Tepanuio (IyKoHa30JI0M B BEICOKOH f03e (400-800
Mr/CyT) 1O IIOBOAY KOKLIHAHOMIAOMMKO3a. DBBUIM OTMEYeHBl Cleaylomme
HapylieHus pa3BUTHA: Opaxuuedanus, HapylleHHe Ppa3BUTHS JHIEBOH 4YacTd
Yyepena, HapymleHHe (GOpMHpPOBaHHA CBOJA 4epemna, BONYbs NacThb, HCKPHBICHHE
OepeHHbIX KOCTeH, HCTOHYEHME M YHJIHMHEeHHe pebep, apTpPOrpumno3 H
BpOXJEHHBIE NOPOKM cepaua. B Hacrosmiee BpeMs HET J0Ka3aTeNbCTB CBA3M
MNEPEYNCIICHHBIX BPOXACHHBIX aHOMANMi C NpPUMEHEHHEM HH3KHX 103
duykonaszona (150 Mr oqHOKpaTHO [UIs JIeUeHHs BY/IbBOBarMHAIHHOIO KAHAM033)
B NIEPBOM TPUMECTpE GEPEMEHHOCTH.

Cnemyer w3berath mnpuMeHeHHs (UIyKOHa3ola NpH OepeMeHHOCTH, 3a
HUCKIIOYCHHEM CIIy4aeB TOKEJIBIX H MOTCHUHAIBHO YIPOXAIOMIMX KUA3HH
rpuOKOBEIX HHOEKIHH, KOr4a OXKujaemas 1N0Nb3a NpUMeHeHHs QIIyKoHa3ona Ajis
MaTepH 3HAYHTENLHO MpPEBHIAET BO3MOXHBIM pHCK Md Iuiopa. Ilockoneky
KOHIEHTpalus (IyKoHa307a B IPyJHOM MOJIOKE M B IUIa3Me€ KPOBH OJAMHAKOBA,

IIPHUMEHEHHE MpErnaparta B IEpHOA I'PYAHOI0 BCKaApMITHBAHHUSA ITPOTHBOIIOKA3aHO.

Cuocob npamMenenns H 103bI

. iFY




PacTtBop nna mHQy3uit BBOOAT BHYTPHBEHHO KamelbHO CO CKOPOCTBIO He Goinee
200 mr/ygac.

Cyrounas no3a ¢urykoHa3ona 3aBUCHT OT XapakTepa M TSXKECTH TI'pHOKOBOM
unexumu. [Ipu nepeBosie ¢ BHYTPUBEHHOTO BBEACHHS Ha IIPMMEHEHHUE TIpenapaTa
B (opMe, @peiHa3HaYeHHOW [UIi INpUeMa BHYTpb, H Hao0OpOT, HeT
HEOOXOUMOCTH U3MEHATH CYTOYHYIO J03Y.

Pacteop mis uHQy3uit coBmectuM ¢ 20 % pacTBOpPOM HEKCTPO3BI, PacTBOPOM
Punrepa, pactsopom XaptMana, 5 % pactBopoM nexctposst u 0,9 % pacTtBopoM
Kayds Xinopuaa, 4,2 % pacTBopoM Hartpus rujapokapbonara, 0,9 % pacrBopom
Hatpus Xnopuaa. MHQy3suu MOXHO NpOBOAWTH C HOMOMIBIO OOBIYHBIX HaGOpOB
IJ1A TpaHChY3HH, UCTIONBE3Ys OJUH U3 NIePEUHCIIEHHBIX BBIIIE PACTBOPHTENEH.
Bspocnvie

- Ilpn xpunmoxokxoeom MeHuH2ume W KPUNMOKOKKOBbIX UHMEKyusx oOpyaux
nokanusayuy B TIEPBBIA JIeHb NPHMEHAIOT, B cpenHeM, 400 mr ¢urykonasona, a
3aTeM MNpomoDKaloT JiedeHue B jgo3e 200400 mMr 1 pas B cyTkm.
IIpono/KUTENBHOCTD JIEHEHHS NPH KPUNTOKOKKOBBIX MH(EKLUMAX 3aBHCHT OT
KITHHAYECKOMN 3¢ PeKTHBHOCTH, MMOATBEPKIACHHOH MHKOJIOTHYECKUM
HCCJIEIOBAaHUEM; TIPH KPHIITOKOKKOBOM MEHHHTHTE JIE4€HHE 00OBIMHO MPOLOHKAFOT
MHHHMYM 6-8 Henensb.

- Jna npogurakmuxu peyuoueéa KpunmoKOKKOB020 MeHuHzuma y 6GonbHbIX
CIIH][Jom nocnie 3aBepLICHHsi IOJHOrO Kypca IEPBHYHOIO JIEYESHHS TEPAIHIo
¢dunykoHazonoM B Jo3e 200 Mr/cyT MOXKHO NpONOIKATH B TEYEHHE OYEHb
JUTATEIIBHOTO CpoKa (BO3MOXEH NEePEX0] Ha EPOPalbHYIO hopMy).

- Ilpn kanoudemuu, OuccemuHupoeanHom KAHOUOO3e W OpY2UX UHBAZUBHBIX
KAHOUOO3HbIX UH@eKyusx N03a COCTaBiseT B cpeaHeM 400 Mr B nepBsbie CyTKH, a
3ateM — no 200 mr B cyrku. Ilpn HenocTaTodHOH KIMHHYECKON 3()EKTHBHOCTH
no3a ¢uykoHaszolla MoOXeT OHTh yBemmdeHa no 400 mr/cyr. JnuTeasHOCTH
TEpalMH{ 3aBHCHT OT KIMHHYECKOH 3¢QeKTHBHOCTH.

- IHpogunaxmuxa zpubxoevix unexyuu y nayuenmoe co 3OKAYECMEEHHLIMU

onyxonimu Ha (poxe Xxumuo- wIu JAy4e60U mepanuu PEKOMEHAyeMas 1o3a
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cocraBisier 400 Mr 1 pas/cyr. DnykoHa30)1 NPUMEHSIOT 3a HECKOJIBLKO JHEH 10
OXKHAEMOro MOSABJIEHUs HEHTPOINEHUH U NOCIE YBeJIHYEHHS YHCIIa HEATPODHHIOB
Gonee 1000/MKI1 NeYeHHe NPOJOIDKAIOT €1E B TeYEHHE 7 CYTOK.
- Ilpu anyboxux sHOemuveckux Muko3ax MOXeET TOTPeGOBATHCA NPHMEHEHWE
npenapara B fo3e 200-400 mr/cyT B TeyeHHe 10 2-X JieT. [[NATENLHOCTH TEPANUH
ONpEJCNAIOT HHAMBHAYAIbHO; IIPH KOKUMIHOMJOMHMKO3€ OHA COCTABISET
11-24 Mmecsnes, npu rucromnasMose — 3-17 MecsueB (BO3MOXeH MEpeXol Ha
nepopaisHyio hopmy).
emu
Y neTedt, kak M NpPH CXOAHBIX MHGEKIMAX y B3POCHEIX, JIHTEILHOCTD JIEUEHHUS
3aBUCHUT OT KIMHHYECKOro U MHUKOJIOruYeckoro 3ddexra. ¥V nereit npemapar me
ClelyeT NpUMEHATh B CYyTOYHOH [03€, KOTOpas MpeBbIlana OBl TakoBYH Yy
B3pOCJIBIX, TO €CTh He Oonee 400 Mr B cyTku. [IpenapaTt nmpuMeHsOT €XeqHEBHO
1 pas/cyr. Ilpn HeoOGXOAMMOCTH TPOBENECHUA NIUTENBHOW TEPAaNHM HCMONB3YIOT
CIEeNHAIbHBIC IEKapCTBEHHBIE GOPMBI JJIA JETE.
- Ilpu Kpunmoxoxxoeom meHuHzUMEe U KPUNMOKOKKOBLIX UHDeKyusx Opyaux
JIOKanU3ayuy, a TAKXKe IIPH 2eHepATU306aAHHOM KAHOUOo3e y ETel peKOMeHIyeMas
no3a cocrapiasger 6-12 Mr/Kr/cyT, B 3aBHCHMOCTH OT TSXeCTH 3a00jeBaHHA.
JlnutenbHocTs Tepanud — B Tewenwe 10-12 memens (mo nmabGoparoporo
HOATBEPKACHNA OTCYTCTBHSA Bo30y/IMTeNell B CTHHHOMO3IOBOH KHAKOCTH).
- [lna npogunaxmuxu peyuouea KpURMoKOKK08020 MeHuHzuma y oemet, 6016HbIX
CIIH]Jom, mocne 3aBeplieHHs MOJHOTO Kypca HEPBHYHOrO JIEYEHHS TEPAITHIO
¢ryKoHa3onoM B fo3€ 6 MI/KI/CYT MOXHO NPONODKATh B T€YEHHE UIHTEIHHOTO
Cpoka.
- Ilpu xanoudose causucmeix obonowex y peTeil peKOMeHIyeMmas Ji03a
¢dnyxoHazona cocraBiuser 3 MI/Kr/cyT. B nepBblii neHs MOXeT ObITh BBeleHa
yaapHas no3a 6 MI/KT ¢ mensio Goiee OBICTPOro JOCTHKEHHS NOCTOSHHBIX
PaBHOBECHBIX KOHUEHTpauui. JUTHTEILHOCTL TEpaliiK — He MeHee 3 HeJlellk.
- IIpu xanouoose nuweeooa y nereit GprykoHa3on MPHMEHSIOT OHOKPATHO B 036
3 mr/kr/cyr. B nepBsiii leHp MOXET ObITh BBeI€Ha yaapHas 1o3a 6 Mr/Kr/cyr,
8
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JIMTEIbHOCTD Tepanuy — He MeHee 3 HeleNb U ellle B TeueHue 2 Helelb Mmocie
perpeccuu CHMIITOMOB.

- s npogunakmuxu epubkosvix uHpexyui y Oemeu CO CHUNCEHHBIM
UMMYHUMEMOM, ¥ KOMOPbIX PUCK PA36UMUA UHMEKYUU C8A3aH ¢ Helmponexue,
PAa3eueaowjeiics 6 pesyromame YumomoKCUYECKOU XUMUOMEpAnuu uiu 1y4eeou
mepanuu, QIYKOHa30] TIPUMEHAIOT OJHOKPAaTHO B 03¢ 3-12  Mr/kr/cyr.
JHTENBHOCTE TEpany — 10 yCTPAaHEHHs HHAYLMPOBAHHOMN HEHTPOTIEHHH.

Ilpumenenue npenapama y oemeii ¢ ozpacme 00 4 nedenv

Cnenyer uMeTrp B BHAY, YTO y HOBOPOXAEHHBIX (IYKOHA301 BBIBOAUTCA
MeieHHo. IlepBrie 2 Henmenu JKW3HM Mpenapar NPUMEHSIOT B TOH Xe J03e
(B MI/KT), 9TO ¥ y AeTel cTapiiero Bo3pacra, HO C HHTepBajioM 72 vaca. Jlersm B
BO3pacTe 3-X M 4-X HeJeNb Ty e A03y BBOAAT C MHTEPBAIOM 48 4.

Hoorcunvie noou

Ilpy omcymcmeuu Hnapywenuii @yukyuu novex clenyer UPHAEPKUBATHCA
06GBIMHOr0 peXXMMa J03MPOBaHUS NIpeapara.

Hayuenmvi ¢ HapyweHuaMu yHKYyuYy novex

ITpu KK menee 50 mu/mMuH TpebyeTcst KOppEKLIUA peXXUMa JO3UPOBAHUA.

@dnykoHa30] BBEIBOJUTCA B OCHOBHOM IIOYKAaMH B HeW3MeHeHHOM Buue. [lpu
OJHOKDAaTHOM MpPHMECHEHMH H3MEHEHHE O03bl He Tpedyercs. Y MauHeHTOB C
HapyIlleHHAMH (YHKIMH TOYEeK IIpH MHOTOKPaTHOM NpPHMEHEHHH Mpernapara
CleAyeT NepBOHAYAILHO BBECTH yAapHyo Ao3y or 50 mr go 400 mr, mocie gero

CYTOUHYIO 103y (B 3aBHCHMMOCTH OT [OKa3aHHMH) ONpENENsIOT IO CleNyIome

tabiuune:
Kanpenc xpearnanna (MJ1/MHH) IponenT pexomenxyemMoii 103bl
>50 100 %
<50 (6e3 nuamm3a) 50 %
INTanneHTH, HAXOAAMIMECS HA TOCTOAHHOM 100 % mocne kaxxmoro ceanca
Juanase AHannza




Y demeil ¢ napywenusamu @ynxyuu nouex CyTOYHYIO HO03y Ipernapara cienayer
YMEHBIIHTE (B TOH € MPOTNOPLHAOHATIBHONW 3aBUCHMOCTH, YTO U Y B3POCIBIX), B
COOTBETCTBHUHU CO CTEMEHBIO BHIPAXKEHHOCTH NMOYEYHOM HEJJOCTATOYHOCTH.

PacTBop nmpenapata CONCPXHUT HATpUA XJIOpPHA; B KaxaoM (iakoHe Ha
100 mn comepxkwurcs mo 15 mMons Na' (nonos Hatpus) u Cl (monoB xiopuna),
CJIEIOBATENbHO, Y MAllMEHTOB, KOTOPEIM TpeOyeTcs orpaHuueHue MoTpeGreHus

HaTpHUA UITH XKXUIAKOCTH, HCO6XOILHMO YYUTBIBATh CKOPOCTHh BBCACHHNA XHIAKOCTH.

Ilobounoe gelicTBHe

DyKoHa3071, KaK MPaBUIIO, XOPOLIO IEPEHOCUTCH.

B 3aBHCHMOCTH OT 4YacCTOThl BO3HMKHOBEHHS BBIJEIAIOT CIEAYIOIIME TIPYIIbI
no6ouHsIX 3¢ dexToB: yacto — Gonee 1 %, veuactro — 0,1-1 %, peaxo — 0,01-0,1 %;
o4eHsb penko — Menee 0,01 %.

Annepauueckue peaxkyuu: 4acTo — KOXKHasA ChIllb, HEYACTO — JIEKAPCTBEHHAs ChIIb,
KpanuBHULA, KOXHBIA 3y, peAKO — MyNbTH(OPMHAs 3KCCyaTHUBHAs IpuTeMa (B
ToM 4ucne CcHHApoM CruBeHca-/DKOHCOHA), TOKCHYECKHH 3IUAEPMAasIbHbIN
Hekpoyk3 (cHHApoMm Jlaiieiuia), aHadMIaKTOMAHBIE pEaKUUH (B TOM 4HCIIE
AHTHOHEBPOTHYECKHH  OTEK, OTE€K JIMIa), OCTPBIH  TreHepalu30BaHHEIH
9K3aHTEMATO3HEIH IMyCTyne3, 9KPOTHaTUBHBIH IePMATHUT.

Co cmoponbl yeHmpanvHoU HepeHOU cucmembl. 4acTo — FOJIOBHAs 60NIb, HEYACTO —
rOJIOBOKPYXXCHHE, TapecTe3ns, OECCOHHHIA, COHIMBOCTb, CYROPOrH, U3MEHEHHE
BKyca, BEpTHI'0, PEIKO — TPEMOP.

Co cmoponbt nuweeapumenvHou cucmemvl: 9acTo — OOJIb B XKHUBOTE, TOILIHOTA,
pBOTa, AMapes, MNOBHINCHHE AaKTHBHOCTH ajaHWHaMHUHOTpaHcdepassr (AJIT),
acnapraramuHoTpaHcdepasst (ACT), menodHoit ¢ocdoraszsr (ILP), HeyacTo —
JMCIIENICUS, METEOPH3M, 3amop, CYXOCTh CIM3HMCTOH OOGOJOYKM MONOCTH pTa,
XONnecTas,  KelITyXa, IunepOmuMpyOHHEMHA, peako —  [EYeHOYHas
HEJO0CTaTOYHOCTBD, TenaTur, renarouesuIoiIspHoe IIOpaXXeHHeE,

I'CIIaTOIICJUIIOJIXpHHﬁ HEKPO3, rCNaTOTOKCHYHOCTh, B HEKOTOPBIX ClydYasix ¢

J€TalbHBIM HUCXOIOM.




Co cmoponwr opzanoe Kpogemeoperus: HEYacCTO — aHEMHs, PEAKO — JIEHKONEHN,
TPOMOOLIUTONEHN, HEUTPOTIEHHS, AarPaHyJIOLUTO3.

Co cmoponvl cepdeuno-cocyoucmoni cucmemvl; PEAKO — YUTHHEHWE MHTEpBaia
QT, apuTMusA XeTyno4ykoBas TaXHCHUCTONMYECKAs THUIA «mHpysT» (forsade de
pointes).

Ilpouyue: HEeyacTO — CHH)KEHHE aIIeTUTA, MOBbIIICHHAS MNOTIUBOCTh, MHAJITHA,
cnabocTh, aCTEHHS, MOBBIIIEHHAS YTOMIISEMOCTD, JIHXOPA/IKa, PEAKO — HapyLICHHE
GYHKUMH TOYEK, aIONEelMs, THIEPXONECTEPUHEMHUS, TI'HUIEPTPUIIHLEPHIEMHS,

THIOKaJIUEMHUA.

* IlepexosnpoBka
Cumnmomsl: TaUIOLIMHALIAY, TIAPAHOMTAIBHOE MOBEJIEHHE.
Jleuenue: cuMnToMaruyeckoe, GopcupoBaHHEIN auypes. I'eMoauanus B TeyeHue
3 49 CHW)XaeT KOHIEHTpauuio (IykoHas3oda B IUIa3M€ KPOBH TIPUOIHM3MTENBHO HA

50 %.

B3anMmoaeiicTBHE ¢ APYrHMH JIEKAPCTBEHHBIMH CPEACTBAMH

Acmemuzon. OnHOBpeMEHHOE NpUMEHEHHE (JIYKOHA30JIa H acTEMH30J1a MOXKET
CHIKATh KIIUPEHC nocieanero. ITosrlmenne KOHIEHTPAIMH aCTEMH30J1a B IUIa3Me
KPOBH MOXET NpHBeCTH K yanuHenuto uHTepBana QT wu peaxkum ciaygasm
BO3HMKHOBEHMA forsade de pointes. COBMeCTHOE NPUMEHEHHE acTEeMH30Ja H
({yKxoHa301a IPOTHBOMOKA3aHO.

ITumoszuo. OpHOBpeMeHHOe MNpUMeHEHHE GUIYKOHa30jla M MHMO3HMAAa MOXET
OpUBECTH K MOAABICHHIO MeTabonM3Ma mHMMO3HMIa, B pe3ylbTaTe 4Yero
NOBBILACTCS KOHUEHTPALMs MHMMO3K/A B IUIa3Me KPOBM, YTO MOXET NPHBECTH K
yanaHeHuro uaTepBana QT u penkuM cimydasM BO3SHUKHOBEHHUS torsade de pointes.
CoBMecTHOE NpAMEHEHHE TUMO3KIa B IyKOHA301a [IPOTHBOIIOKA3aHO.
Tepgenaoun. OnHOBpeMEHHOE TIpHMEHeHne QIykoHa3zona B go3ax 400 mr/cyT u

Oonee ¢ TtepdeHamuHOM NpoTHBONOKasaHo. JledeHue ¢uykoHasonom B 1o3ax
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Mmenee 400 mMr/cyt B coyeTaHuM ¢ TepdeHaAWHOM HEOOXOMUMO NPOBOMMTH ITOJ
TIIATEIBHEIM KOHTPOJIEM Bpaya.

Xunuoun. CoBMECTHOE NIpUMEHEHHE (QIYKOHA30/1a U XUHHIHHA MOXET IPUBECTH K
MOJIaBICHUI0O MeTabonM3Ma XWHHAMHA, YTO MOXET MPUBECTH K Y/UTMHEHHIO
uaTepBaia QT W peakuM ciy4asM BO3HHUKHOBEHMSA forsade de pointes.
CoBMecTHOE NpIMeHeHHEe XHHUAMHA U (PIIyKOHA301a IIPOTHBONOKA3aHO.
Luzanpuo. Tlpu oxHOBpEeMEHHOM NpHMEHEHHH (IYKOHA301a M LHU3ANpHAa —
HEXeNaTelnbHbleé peakuMM CO CTOPOHBl CepALd, BKIOYAads NapOKCH3MEI
XKeJTyIo4KOBO# TaxukapauH (forsade de pointes). OgHOBpeMeHHOE NPHMEHEHHE
Lu3anpuaa ¥ GpIykoHasona npomaonoxaﬁno.

IOpumpomuyun. OIHOBpPEMEHHOE IpPUMEHEHHE (IIyKOHA301Ma H IPHUTPOMHLHHA
TIOBBIIIAET PUCK KapAHOTOKCHYHOCTH (yAnrHeHue HHTepBana QT, BO3HHKHOBEeHHUE
torsade de pointes) u, cneoBaTeNbHO, BHE3AMHOM OCTaHOBKH cepaiia. COBMECTHOE
MIPMMEHEHHNE 3pUTPOMUIIMHA U (UIyKOHA30J1a IIPOTHBOIIOKAa3aHO.

Azumpomuyun. B  OTKpeITOM  paHIOMH3HPOBAaHHOM,  TPEXCTOPOHHEM
NIEPEKPECTHOM HccleoBaHHM Ha 18 310poBBIX nN0OpOBONBIIAX OIEHHBAM
BIUAHME asuTpoMuimHa B go3e 1200 mMr Ha QapMakoKMHETHKY OmHOM
nepopansHoi 10361 800 Mr ¢uiykoHaszona, a Takxke BIUAHHE (QIIYKOHA30na Ha
¢apMakOKMHETHKY asuTpoMuuuHa. He ObUIO BBIABIEHO CYIECTBEHHOTrO
(apMaKOKMHETHYECKOTO  B3aHMMOJACHCTBHA  MEXOYy  (QUYKOHAa30lI0M H
a3UTPOMHMLIMHOM.

Angpenmanun. Tlpn coBMecTHOM mpHMEeHeHHM (uykoHazona (400 wmr) u
BHYTPUBEHHO alipeHTannia (20 MKI/KT) y 3M0pOBbBIX JOOPOBONBIEB INIOAAb TOA
KpHBOH «KOHIeHTpanus-BpeMs» oTr 0 go 10 uacos (AUC,,) andenranuna
HOBBIIANAchk B JBa pa3a, BEPOATHO BCIEACTBHE MHIHOMpOBaHHA H30(QepMeHTa
CYP3A4. Moxet norpeboBaThCsi KOPPEKIUA A036I alideHTaHIa.

Ankanoudnr 6apeunxa. XOTs B3aHMOJEHCTBHE MeXOy (IyKOHA30IOM H
ankaioufaMu OapBMHKa HE HW3YYanoch, (IYKOHA30J MOXET NOBBIIIATH

KOHLICHTPAl[HM ANKanoH0B 6apBHHKA B IUIa3sMe KpOBH (HanpHMeEp, BUHKDHCTHHA
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JWIH BMHOGIACTHHA), YTO MPHBOJUT K HEHPOTOKCHYHOCTH, 33 CYET HHIUOUPOBAHHS
uzopepmenta CYP3A4.

Amumpunmunun, HOPMPUNMUIUH. ®nykoHa3on  TOBBILIAET  3(@exrt
AMUTPHITATIMHA ¥ HOPTPUNTHIMHA. KOHUEHTPALMIO S5-HOPTPUNITHIMHA H/WIHA
S-aMHTpHNTHIIMHA ClIEAyeT M3MEPHTh B Hauane KOMOMHUPOBAaHHOHM TepanuH H
yepes omHy Henemo. J03a aMHTPHIITHINHA/HOPTPUNTHIMHA JOIKHA OBITH
CKOPPEKTHPOBaHa, eCiI¥ 3TO HeoOX0AHUMO.

Amgpomepuyun B. OnHoBpeMeHHOe BBeleHHe (iyKkoHasona u amdortepunnHa B
MHOUIMPOBAHHEIM MBIIIAM C HOPMAIBHBIM HMMYHHTETOM U MMMYHOACOULIMTOM
[aT0 CIeOyIOIMe pe3yibTaThl: HEOONbIIOE YCHJICHHE MPOTHBOIPHOKOBOTrO
>(¢exra mpu cucreMHol uHbexumn, BbizBanHoH C. albicans, orcyrcTBHE
B3aUMOJEHCTBHA NpH BHYTpUYepenHOW WHOeKuuH, Bbi3BaHHON Cryptococcus
neoformans, W aHTarOHHW3M JBYX JIEKADCTBEHHBIX CPEACTB INPH CHCTEMHOH
uH(EKUMH, BbI3BaHHOH A. fumigatus. KiMHH4YeCKoe 3HAYCHHE pE3YNbTAaTOB,
HOJyYEHHBIX B 9THX HCCIEN0BAHHUIX, HEU3BECTHO.

Anmuxoazynanmui. OIyKOHA30N YBEIHYHBAET NPOTPOMOMHOBOE BpeMs HEMPAMBIX
AHTHKOAryJISHTOB - IPOM3BOAHBIX KyMapHHa (Hampumep, BappapuHa) B CpeIHEM
Ha 12 %, mo3ToMy HEOOXOAMM TINATENBHBI KOHTPOJb MPOTPOMOUHOBOTO
BpEMEHH Yy TALWeHTOB, NPHHHMAOUMX  (IYKOHa3’01 M  HEeNpsMBbIe
AHTHKOATYJIAHTH - POU3BOHBIE KyMapiHa. Bo3MoxHO, noTpebyeTcs KOppeKIms
J103b1 BapdapuHa.

Ayemuncanuyunoeas  xucroma. Ilpp  ONHOBPEMEHHOM  NPHMEHEHHH C
ANETHICAMMIIWIOBOH KHCIOTOM clielyeT coOMOZaTh OCTOPOXHOCTh (PHCK
Pa3BUTHS GPOHXUATBHOH aCTMEI).

Benzoduazenuns Kopomkozo Oeiicmeui (mMudazonam, mpuazonam). Diyxonason
NOBBINIAET IUIa3MEHHYIO KOHIIEHTPALHMIO MH/Ia30/1aMa, B CBA3M C 9€M, OBBIIIAETCS
PHCK pa3BUTHA IICHXOMOTOPHBIX 3(¢extoB (Haubonee BBIPAKECHO MpH
npUMeHeHHH (ITyKOHA30/1a BHYTPb, 9€M BHYTPHBEHHO).

TIpu coBMECTHOM NpUMEHEHHH (ryKoHa3oua B fo3e 200 Mr B CyTKH H TpHasoiama

B nose 0,25 mr BHyTph yBesmdmBaerca AUC H nepHOA noiy MMHHALMH
13
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Tpuasonama B 4,4 pasa u 2,3 pasa, COOTBETCTBEHHO. [loTeHIMpoBanwe H

NpOJIOHrHpoBaHUe 3 @deKkTa Tpuazonama ObUIO OOGHApYXEHO NPH COBMECTHOM
IIpAMEHEHHH c dirykoHazonoM. Ilpp  comyrcTBylomie  Teparuu
OeH30NMa3eNMHAaMM Yy  MAlHEHTOB, MONYYalOWMX  (IyKOHa3od,  J03a
OeH301a3eNUHOB JOKHA OBITH CHHXKE€HA, M HALMEHTH! JOJDKHBI HAICHKAIUM
obpa3om HabmoaaTHC.

broxamoput kaneyuesvix kananos. HekoTopele aHTarOHHCTHI KAIBIIMEBBIX KaHAJIOB
(audenunun,  WCpaAMNHH, AaMJIOAHMIIMH, BepanaMuil W (DENOJUIIHH)
merabonusupyorcs CYP3A4. ®nykoHa3on NOTEHUUANBHO MOXET YCHIMBATh
CHCTEMHBIE 3(@QEKTH aHTaroHUCTOB KAJIBLHEBHIX KaHAIOB. IIpH COBMECTHOM
NPUMEHEHHUH OJIOKAaTOPOB KaIBLHMEBBIX KaHAIOB H (IyKOHa30/ia peKOMEH/IyeTcs
NPOBOAMTE YacTbIH MOHMTOPHHT NOGOYHBIX 3¢ deKToB.

Bumamun A. Y onHOro manMeHTa, MOMyYaBHIEr0O KOMOHHHPOBAHHYHO TEPAIMIO
HOJIHOCTBIO TPaHC-PETHHOEBOM KHUCIIOTOH (KMCoTHas ¢opma BHTamuHa A) M
¢ayxoHa3onoM, OBUIO COOOIIEHO O pPa3sBHTHUM HEXeNaTeNbHBEIX 3(M¢EKTOB €O
CTOpOHBI LeHTpanbHOH HepBHOH cHcTeMsl (LIHC) B Buzge moGpokauecTBeHHOM
BHYTPUYEPENHONA THIEPTEH3MH, KOTOpas pa3pelliniach MOCIe  OTMEHBI
¢mykonasona. KomOuHanus ¢urykoHasona ¥ BUTaMHHAa A MOXeET MPUMEHSATHCH,
€CII¥ NPHHATH BO BHUMAHHE DUCK pasBHTHA MOGOYHBIX 3((EKTOB CO CTOPOHBI
IHHC.

Bopuxonason (naruburop uzodepmentoB CYP2C9 u CYP3A4). OnHoBpeMeHHEIH
npHeM BHYTPb BopHKoHasona (400 mr xaxaeie 12 4yacoB B IepBHIi jI€Hb, 3aTeM
200 mr xaxnasie 12 9acoB B TeyeHue 2,5 quei) u gaykonasona (400 Mr B mepBbii
neHs, 3ateM 200 mr/cyrku B TedeHHe 4 qHeH) y 8 310pOBBIX MYXYHH TIpHBEN K
YBEJIHYEHHIO MaKCHMalIbHOH KOHHEHTpauuH B Iuiasme kpoBu (Cmax) m AUC
BOpHKOHa30/1a B cpenHem Ha 57 % (90 % noBepuTensHbIit uuTepBan: 20 %,
107 %) 1 79 % (90 % nosepureneHbii uaTepBan: 40 %, 128 %), cooTBETCTBEHHO.
CHuxeHye 0361 H/WIM HacTOTH NPHEMA BOPHKOHa30Ma # (urykoHa3zona, Kotopoe

6bl NO3BOJIO YCTPAHHTH 3TH 3(deKTh, He ObUIO ycTaHOBIeHO. [lanMeHTOB,
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PHCK pa3BHTHsl TOKCHYHOCTH kapOamazermHa. MoxeT moTpeGoBaThCs KOPPEKIUA
103b! KapbaMa3zenuWHa B 3aBUCHMOCTH OT €r0 KOHIIEHTPALKMH B [LIa3Me KPOBH HIH
110604HBIX 3¢ dexToB.

Jlosapman. ®nykoHa3on MHrHOWUpyeT NpeBpallieHHe JI03apTaHa B €r0 aKTUBHBIH
merabonut (E-31 74), ocHoBHO# »ddekT KoToporo mnpossisercs B 6iiokane
peuenTopoB aHruoTeH3uHa II, 9To npoucxoauT BO BpeMs J€YeHUs JI03apTaHOM. Y
NAalMEHTOB, OJHOBPEMEHHO MOJYYalOmMMX (IYKOHA30M W J03apTaH, AOJDKHO
MIOCTOSIHHO KOHTPOJIMPOBAThCA apTEPUATILHOE AAaBJICHHE.

Memaodon. ®nyxoHa3051 MOXeET MOBBIINATE KOHIEHTPALMIO METANOHA B IIa3ME
KPOBH, II0O3TOMY MOXET 110Tpe00BaThCA KOPPEKLHA JO3I IIOCIEAHETO.
Hecmepouonsie  npomueosocnanumenvnvie  npenapamer  (HIIBIT). Tlpu
COBMECTHOM INpPHUMEHCHHH ¢aykoHasona u ¢urypbunpodena Cmax um AUC
¢aypbunpodena ysenmnuusatotes Ha 23 % u 81 %, coorBerctBenHo. KpoMe Toro,
Cmax u AUC ¢apMakonorndeckd akTMBHOro usoMepa [S-(+)-uGynpodena]
nospnuarTcd Ha 15 % u 82 %, COOTBETCTBEHHO, NPH COBMECTHOM IIPUMEHEHUH
¢rykonazona ¢ panematoM ubynpodena (400 Mr) mo CpaBHEHHIO ¢ IPHEMOM
TOJIBKO paniemMara uoynpodena.

Taioke ¢urykoHa30n MOXET YBEIMYHBAaTH CHCTEMHYKW d3Kcrmosunumio HITBII,
KoTophle MeTabonusupyrorcs n3odpepmentom CYP2C9 (manpumep, Hampoxces,
JIODHOKCHKAM,  MENOKCHKaM, OHKIodpeHaK). PekoMmeHxyeTcs  MpoBOAMTE
THIATENbHBIH KOHTPONb PasBUTHA MOOOYHBIX IQ(EKTOB, BEI3BAHHBIX MPHEMOM
HIIBII. Bo3moxna xoppekims go3st HITBII.

Hepopanvhvie 2Uno2nuKemMudecKue npenapamei, npou38ooHbie
cynv@ponunmoyesurvi (XIOpIponaMus, rIHOeHKIaMU, MIANU3MA U TONOYTaMu).
Ilpu ¥X OIHOBPEMEHHOM IPHMEHEHHH ¢ (IyKOHA30I0M IEPHOJ ITOJYBLIBEACHHA
IIEpOpaIbHBIX TMIIOTTIHKEMHYECKHX Ipenaparos, TPOH3BOHBIX
CynbGOHHIMOYEBHHEI, YAJIHHACTCS, 4YTO MOXET IMPHBECTH K Pa3sBHTHIO
runornukeMun. CiefyeT NepUOAMYECKM KOHTPOJHMPOBATh  KOHLEHTPALMIO
IIOKO3bI B IUIa3M€ KPOBH H, TIPH HEOOXOXHMOCTH, CHHXATb O35l

THIIOTIAKEMHYECKHX JIEKAPCTBEHHKIX IIPEIaparTos.
16
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OJHOBPEMEHHO TMOJYYAIOIUX BOPHUKOHA30J M (IyKoHa30l, HeobXoaumo
TINATENBHO HaOONATh.

TI'anogpanmpun. ®yKoHA30J1 MOXKET YBENHYUTh KOHLEHTPALMIO ralodaHTpUHA B
IUTa3Me KpOBH 3a cueT MHrubmposanus usodepmena CYP3A4. OnHOoBpeMeHHOE
NpUMeHeHHe (GIoykoHa3ona M rajo(aHTpHHA MOXET MOBBIMIATH PHUCK
KapauoTokcHyHocTH (ymivHeHne uHTtepBana QT, torsade de pointes) u,
CIIEIOBATENbHO, BHE3alHOH OCTaHOBKM cepaua. OmOHOBpeMEHHOE NpHMEHEHHE
¢ryKoHa30M1a ¥ rayiopaHTpHHA HE PEKOMEHAYETCH,

TI'uopoxnopomuazud yBenuuuBaeT KOHLUEHTpALMIO (JIyKOHA30/1a B IIa3Me KPOBH
Ha 40 %, HO 3TO He TpebyeT M3MEHEHUs pexHuMa JO3MpOoBaHMA (IyKoHA30Na y
MalMEHTOB, MOIY4alOIKX OAHOBPEMEHHO INYPETHKH.

3udoeydun. ®nykonason nossimaer Cmax u AUC 3unoByauHa Ha 84 % u 74 %
COOTBETCTBEHHO, BCICICTBHC CHHDKEHHUS Ha OKolo 45 % KiIMpeHca 3uUA0BYIOWHA
nocie ero npHeMa BHYTpbh. [lepwon NOmy3IMMHHALMK 3UAOBYAMHA TaKke OBLI
yIUIMHEH NIpHMEpHO Ha 128 % mocie 0ZHOBPEMEHHOr0 NpHeMa ¢ (QIyKOHA30JIOM.
[TanueHTOB, MOMyvYaroOmMMX KOMOMHALMIO 3MIOBYyAMHa W (mykoHazona, ciemyer
TIIATENBHO HAOMIOAATE 110 MOBOAY pa3BUTHS NOGOYHEIX 3 dEKTOB 3HIOBYAUHA, H
IIpH HeOOXOAUMOCTH YMEHBIIUTD 103y 3UIOBYIHHA.

Hnzubumopor I'MI'-KoA-pedykma3er. PUCK pa3BUTHS MHONATHH B pabIoMHOIIH3a
NOBBIINAETCA IIPH COBMECTHOM IIPUMEHECHHHM QUIYKOHa30la W HHIHOMTOPOB
I'MI'-KoA-penyxrassl, merabonusupyrommxcs usodepmentom CYP3A4, rtakux
KaK aTopBacTaTHH M CHMBacTaTuH, Win uzopepmerrom CYP2C9, takux Kak
¢duyBactatiH. Ec comyTcTByromas Tepanus HeoOXoguma, NMAalMeHTa ClelyeT
TIIATeNBHO Ha0moAaTh MO MOBOAY Pa3BHTHA CHMIITOMOB MHOIATHH M
pabnomMuonH3a, H JODKEH KOHTPOJIMpPOBATHCA YPOBEHb KPEATHHKHHA3EL
Huruburopsl ' MI'-KoA-peaykra3sl JOMKHBI OBITE OTMEHEHBI, €CJIH HabmonaeTcs
MOBBIIICHHE KOHLEHTPAUHH KPEaTHHKHHA3bl WIH JUArHOCTHPOBaHbI MHOMNATHS
Wi pabaOMHOIIN3 HIIM €CTh NOJO3PEHHE Ha HUX.

Kapbamasenun. ®Piykonason uHrubupyer merabonusaMm kapOamazenuHa o

NOBHIIACT KOHHEHTPAIKIO KapbamasenuHa B rasme KposH Ha 30 %. CymecTsyer
15
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Ilepopanvnvie konmpayenmuesl. MHOTOKpaTHOE TNpUMeHeHHWe (iykoHa3ona (B
nosax 50-200 Mr) He oka3bIBaeT BIHAHHA HAa 3)(HEKTHBHOCTH KOMOMHUPOBAHHBIX
NIEPOPANIBHBIX KOHTPALICIITHBOB.

IIpeonuzonon. CoobimeHo o ciydae pa3BHTHS OCTPOH HENOCTATOYHOCTH KOPBI
HQMOYEYHUKOB Yy TALIMEHTa C [EPECAXEHHOHW I[I€YEHbI0, [MOJIy4YaBHIETO
NPEAHU30JI0H, KOT/Aa Tepanus (IyKoHa30J0M, IPOBOJANMAd B TeUCHHE 3 MeCsLEeB,
6bu1a otMeHeHa. [IpenmnonoxuTensHO OTMeHa (DIYKOHA30/1a BhI3BAJIA [TOBEIIIEHHE
aktuBHOCTH H30odepMmenta CYP3A4, 4To npuBeno K yBelMYEeHHIO MeTabonu3ma
npeaHu3onoHa. IlalMeHTs, y KOTOpPBIX NPOBOAUTCHA MJIUTENLHOE JIEYEHHE
¢ITyKOHa30JI0M U NMPEAHHU30IOHOM, HOJDKHBI TIIATENFHO HAOMIOAATHCA M0 MOBOLY
HEJIOCTaTOYHOCTH KOPBI HaMIOYE€YHHUKOB [TOC/IE OTMEHBI (IIYKOHA301a.
Pugpabymun. OQHOBpEeMEHHOE NpUMEHEHHE (IIyKOHa3071a U puQpabdyTHHa MOXET
OpPHBECTH K TMOBBILCHHUIO IUIA3MEHHBIX KOHUEHTpamui mnocnegHero. AUC
pudabyruna yBenuuuBaercsi 10 80 %. Ilpm onHOBpEMEHHOM NPHUMEHEHHH
¢nykoHazona ® pudabyThHa OMMCAaHBEI Clly9ad YyBeHTa. llaiueHTOB,
OJHOBPEMEHHO TOoTydaomux pudadyTuH u GIIyKoHa30l, HEOOXOUMO TIIATENLHO
HabmoaaTh.

Pugpamnuyun. OpHoBpeMeHHOE TIIpUMEHEHHe (IIyKoHa3ona W pHdaMIULHAHA
npuseno k cHmwxeHHro Ha 25 % AUC u Ha 20 % pnmurensHOCTH mepuona
HONyBbIBe[IcHHUA (uTyKoHa3ona. [Ipy oAHOBpeMeHHOM NpUMEHEHUH pH(paMITUIIAHA
# (pIIyKoHa3071a HeoOX0AMMO YBEIHIUBATH A03Y (IIYKOHA301a.

Caxeunasup. ®iryxonason nossimaer AUC u Cmax cakBuHaBHpa NpUMEPHO Ha
50 % u 55 %, COOTBETCTBEHHO, 3a CYE€T HHTHOMpPOBAHHUA MEYEHOYHOTO
Merabonusma cakBuHaBupa u3odpepmenToM CYP3A4 wu  unruGuposanus
P-rnuxonporedHa. BsauMopelicTBME €O  CaKBHMHAaBHDOM/PUTOHABHPOM  HE
H3y4ajJoch M MOXET HMMETh Oojice BRIDOKEHHBIA XapakTep, NpPH 3TOM MOMXKET
noTpeGoBaThC KOPPEKUMsA 103kl CAKBHHABHPA.

Cuponumyc. ®@TyKoHa30M NOBBIIAECT KOHLUEHTPALHIO CHPOITHMYCa B IIa3Me KPOBH
NpENNONOKMTENBHO  ITyTeM  HHrubupoBanus  Merabonmu3Ma  cuponumyca

m3opepmentoM CYP3A4 u  P-rimukonporennoM. Ilpn  oaHospemenHoM
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NPUMEHEHHH CHPOJIAMYCa U ITyKOHa301a MOXET NOTPe0oBaThCs KOPPEKLMA 03Bl
CHpPOJIEMYCa B 3aBUCUMOCTH OT €ro 3¢ QeKTa Wi KOHUEHTPAUHH B [1a3Me KPOBH.
Taxponumyc. OIyKOHA30J MOBHILAET IUIA3MEHHYIO KOHIIEHTPAIMIO TaKpOJIMMyca
B 5 pa3 [IpH NpHEMe NOCIeJHEro BHYTPh B CBA3M ¢ HHIHOHpOBaHHEM MeTabomM3Ma
tTakposumyca u3odepmeHToM CYP3A4, wu3-3a uero Bo3pacTaeT pHCK
HEe(POTOKCHUECKOro AeiCcTBHA. B 3aBHCHMOCTH OT KOHIIEHTPALMH TAKPOIMMYCa B
IU1a3Me KpOBH €r0 J103a JOJKHA OBITh CHHKEHA.

Teopunnun. ®OnyxoHa3on yMIMHSET NEPUOA MONMYBBIBEACHHUA TeODHMILIMHA H
YBEJIMYUBACT PUCK Pa3sBUTHA MHTOKCHKAIMH (He00X0a1Ma KOPPEKIHsS ero JO3kl).
Denumoun. ONHOBpPEMEHHOE TNpHUMEHeHHe (UIykoHazona M (EHHUTOUHA
CONPOBOXKJIAETCS TOBEHINICHHEM KOHLUEHTPAIMH MOCHEJHET0 B KIHMHHYECKH
3Ha4uMoOH creneHu. IlosTtoMy Heo6XOZMMO MOHHMTOPHPOBAaHHE KOHIIEHTPAIMH
¢enuTonHa W nonbop ero AO3bl  JIM  OOECHeYeHHS TepaneBTHYECKOH
KOHLIEHTPALUH B IUTa3Me KPOBH.

@Denmanun. bbul 3aQUKCHpPOBaH OJWH CMEPTENbHBIH CIy4all WHTOKCHKALMK
(deHTaHnIOM H3-32 BO3MOXXHOIO OJHOBPEMEHHOTO IPHMEHEHHS ¢ (PIyKOHA30JI0M.
Kpome Toro, 610 mokazaHO Ha 3JOpPOBBEIX AOOpPOBONBIAX, YTO (UIYKOHA30I]
3HAYMTENBHO 3aJepXKUBaeT BhiBejcHUe (eHTanwna. [losbimeHne KOHUEHTpalHH
¢eHTaHWIA MOXET NPUBECTH K YTHETEHUIO [AbIXaHUA. [lalMEeHTOB HOKHEBI
THIaTEIbHO HaOJIOATh B CBA3HM C MOTEHUMAIBHBIM PHCKOM YrHETEHHS [IBIXaHHSA.
I'Ipu HeOOXOAMMOCTH KOPPEKTHPYIOT 103y PeHTaHHUIIA.

Lenexoxcu6. Tlpu coBmecTHOM mnpuMeHeHHM Qaykonaszona (200 mr/cyr) u
uenekoxcnba (200 mMr) Cmax u AUC nocnennero yBenuuuBaetca Ha 68 % u
134 %, coorBercTBeHHO. [IpH COBMECTHOM NpPHMEHEHUH C (UIYKOHA30J0M /033
eJieKokcHba MoXeT ObITh YMEHBIIIEHa B 2 pasa.

Luxnocnopun. ®rykoHa301 3HAYHTENLHO YBEIWYHBACT KOHLIEHTPALMIO B TLIAa3Me
kpoBH H AUC muknocnopusa. Ilps onHoBpeMeHHOM NpuMeHeHHHU QITyKOHa30/14a B
no3e 200 Mr/cyT ¥ DHKJIOCHOPHHA B 103¢€ 2,7 MI/Kr/cyT HaOnmonaeTcs MoBLIICHHE

AUC munxiocniopusa B 1,8 pasa. Jlannas xkoMOHHAaLHsA BO3MOXHA IPH YCJIOBHH
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CHDKEHHS J03bl LMKJIOCTIOPHHA B 3aBUCHMOCTH OT €r0 KOHIEHTPALMK B IUIa3Me
KPOBH.

Huxnogocpamud.  KomOumupoBaHHas  Tepanus  UMKIOPOCHaMHIOM U
(GIyKOHA30]I0M TPUBOAMT K TOBBIIEHHIO KOHIEHTpanuu OWIMpyOuHa ™
KpeaTWHHMHA B IJ1a3Me KpoBU. KoMOuHanusa MoxeT ObITh IPUMEHEHA TOJBKO ITOCIIe
OLICHKM PHCKa MOBBIILEHHS KOHLEHTpaluy OUnupyOMHA U KpeaTHHHHA B IJIa3Me
KPOBH.

Jeeponumyc. DIyKoHa30 MOXKET TMOBBINIATH IUIa3MEHHYIO KOHLIEHTPALMIO

9BEPOJIUMYCa B CBsI3U ¢ HHrHOupoBanueM uszogpepmenta CYP3A4.

Ocobbie ykazanusn

Jleuenne HeoOXOIUMO NMPOAOIDKATH JO MOSBICHUS KIHHUKO-TEMATOIOTHYECKOM
pemuccud. [IpexaeBpeMeHHOE NpeKpalleHUe JIeHeHUs TPHBOAMT K PELUAHBAM.
JledyeHHe MOXHO HA4YMHATH IPH OTCYTCTBHHM DPe3yJIbTaTOB I0CEBA HJIM APYTHX
nabopaTOPHBIX aHANM30B, HO NP HX HATMYHMH PEKOMEHIYETCA COOTBETCTBYIOIIAs
KOPPEKITH:A NPOTHBOIPHOKOBOH Tepanuu.

B xone neueHns HeoOXOAMMO KOHTPOJIMPOBATh MOKA3aTeNH KPOBH (KJIETOYHEIM
COCTaB, CBEPTHIBAEMOCTH), (PyHKUMIO modek H nedeHn. Heobxomum xoHTpoOmb
IIPOTPOMOMHOBOrO0 HMHJEKCa IpPU OJHOBPEMEHHOM INPHMEHEHHH C HENpPSMBIMH
aHTHUKOAryJIsAHTaMH - IPOH3BOAHBIMU KyMapHHa. [IpH BOZHUKHOBEHUH HapylCHHUS
(bYHKI{MH TTOYEK U NTEYCHH CleAyeT IPEKpaTHTh IPUMEHEHUE Npenapara.

B penxux ciyvasx npHMeHeHHe (IIyKOHA30Jla COMPOBOXKIAIOCH TOKCHYECKHMHM
H3MEHEHHSIMHU NICYCHM.

B cmydae renatoToKCH4ecKHX 3(P(EeKTOB, CBA3AHHEIX C (UIYKOHA30jI0M, HE
OTMEYEHO 3aBHCHMOCTH HMX Pa3BHTHA OT OOWel CYTOYHOH AO3BI, AIUTENbHOCTH
TepanuH, I1ojla 1 BO3pacTa NaluueHTa.

Ienatotokcuieckoe fAeicteae ¢uykoHa3ona oOBIMHO OBUIO  OOpaTHMEIM;
IPH3HAKH €ro HCYe3alM IOCle MpeKkpalleHus Tepanmud. I[lpw mnosBieHHn
KIHHHYECKHX NPH3HAKOB IIOPAXEHHA NEYCHH, KOTOphIE MOTYT OBITH CBA3aHBI C

¢yKoHa30I0M, TIPENAapaT CleayeT OTMEHHTb.
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Ha ¢done npueMa npenapara y nalMeHTOB OTMEYATNCH PeAKHE CIy4ad pa3BHTHA
3KC(HOMHMATUBHEIX KOXKHBIX Peakiuif, Takux kak cuHApoM CtuBeHca-/KOHCOHA U
TOKCHYECKHH  snuacpManbHbli  Hekponmu3. bonshele CIIMAom u  co
3]10Ka4e€CTBEHHBIMH HOBOOOpa30BaHUAMH 0ojiee CKIOHHBI K Pa3BHUTHIO TSKEIBIX
KOXHBIX peakuyy Ipyd NpYMEHEHHWH MHOTHX npenapaToB. B Tex ciydasix, korzaa y
MalHEeHTOB C MMOBEPXHOCTHOH rpubkoBoi HHQeKuel pa3BUBaeTCsA ChINb, H OHA
Pacl€HMBAETCs KaK ONpPEENIeHHO CBSA3aHHasA ¢ QIyKOHAa30JI0M, Ipenapar cieayeT
OTMEHHTH. [IpH MOSABIECHHMH CHIMK Yy MAIUEHTOB C CHCTEMHBIMH TPHOKOBBIMU
MHQEKUUAMY, UX CIIEAYeT TIIAaTelbHO HaOM0aTh, ¥ NMpPH MOABICHUHU OyIUIe3HBIX
W3MEHEHHH UMM MHOro(OpMHOM 3pHTEMBI (PIIyKOHA30/1 HEOOXOJUMO OTMEHHUTb.
PexomeHayeTcs OCyIIECTBIATh KOHTPOJIb KOHIIEHTPAIlMi HUMKIOCTIOPUHA B ILIa3Me
KpOBH Yy TAaUMEHTOB, MNONy4YamoummX (IyKoHa30d, Tak Kak y MalMeHTOB C
nepecaXxeHHOM NoYKoH NpuMeHeHHe ¢uiykoHa3ona B fo3e 200 Mr/cyT NpUBOAUT K
MEJICHHOMY YBEJIMYEHHUIO KOHIEHTpalHH LHKIOCIIOPHHA B IIa3Me KPOBH.
HeobxomuMo cobmoaTte OCTOPOXHOCTh NPH OJHOBPEMEHHOM MPHMEHEHHH
¢nykoHaszona g pu¢dabyTuHOM WK JpYTHMH IIpenapaTamy,
MeTabonmusupyromuMucs cucremoi muroxpoma P450. Kax w npu npumeneHun
OpPYrHX a3070B, (QUIYKOHA30]1 B pEJKUX CIydasX MOXET BHI3BIBATh
anadunakTyeckue peaknuu. Kak u apyrue a3oisl, GIyKoOHa30]l MOXET BbI3RIBATh
ysenmaenne uatepBaia QT na OKI'. Ilpu npumernennu ¢uyKoHas3oia yBeIHdeHHE
unTepBana QT u Mepuanwe WM TpeneTaHHE KETyJOYKOB OTMEYAIH O4YEHb PEIKO
y OOJIBHBIX C TSDKENBIMH 3a00/I€eBaHHAMH C MHOXXECTBEHHBIMH (aKTOpaMH PHCKa,
TaKUMH KaK oOpraHu4yeckue 3a0oneBaHHs CepAua, HApyIICHHS 3JIEKTPOJIMTHOIO
fanasca ¥ cnocoOCTBYIOmMas pa3BUTHIO NOKOOHBIX HAPYIIEHHI COMyTCTBYIOIIAsN
teparmug. IlosToMy TakMM MalMEeHTaM C  [IOTEHUHANBHO  OMNACHBIMH
NPOAapUTMUYECKMMH COCTOSHHAMH INPHUMEHATh (IyKOHa30l cClegyer ¢
OCTOPOXKHOCTHIO. Jloka3aTenbcTBa 3¢eKTHBHOCTH (ITyKOHA30/a MpH JICYCHHH
JPYTHX BHAOB OHACMHYHBIX MHKO30B, TaKMX KaK MapakOKUHIHOHAOMMKO3,

CIOpPOTPpHX03 H THCTOIUIA3MO3 OIPDAHHWYCHBI, YTO HE IMO3BOJACT OIPCACIHTH

KOHKPETHBIC PCKOMCHIOAUHH IO JO3HPOBAHHIO. d)nyxouazon ABISICTCH MOIHBIM
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uaruburopoM m3odepmenta CYP2C9 u ymepeHHBIM HHIHOUTOPOM H30(hepMeHTa
CYP3A4. ®nyxonazon taike sBisercs uHruoburopom uzodepmenra CYP2CI19.
Ilpp ongHOBpeMeHHON TepamMM JE€KapPCTBEHHBIMH IIpenapaTaMH C  Y3KHM
TEPalNeBTHYECKUM  npoduneM,  MeTabonu3upylomUMHC  H30(epMEeHTaMHu
CYP2C9, CYP2C19 u CYP3A4 pexomeHayercs COOIOAATE OCTOPOXKHOCTb.
XenmmHaM  JeTopoXHOro  BoO3pacTa  CleqyeT  MCIOJIB30BAaTh  CPEICTBA
KOHTpaLeNIIHH.

Coobmanoch 0 ciyyasx cynepuH(eKIuM, BbI3BaHHOH oTiHuHBIMH oT Candida
albicans wrammamu Candida, xotopple 4YacTo 00namalOT IPUPOAHOM
PE3UCTEHTHOCTHIO K (iaykoHazomy (manpumep, Candida krussei). B momoOHBIX

Cly4asX MOXKeT MoTpeboBaThCA aTbTepHAaTHBHAA MPOTHBOrPHOKOBas Tepamnus.

Bansinne Ha cnocoOGHOCTL YHPaBIAATH TPAHCHOPTHLIMH CpeACTBaMH,
MeXaHH3MaMH

B nepuox neueHus HeoOXoauMO cOOMOAATH OCTOPOXKHOCTH IPH BOXKICHHH
aBTOTPAHCIOPTa M 3aHATHH JPYIMMH IIOTEHUIMAJIbHO OINACHBIMH BHIAMH
NEeATETbHOCTH, TpeOylomlMMHM TOBBILICHHOH KOHLEHTPAalWH BHUMaHUA H
OBICTPOTHI IICHXOMOTOPHBIX peakuui. IIpy npuMeHeHHu npenapara HeOOXOAUMO

YYHTHIBATH BO3MOXHOCTD Pa3BUTHS FOJIOBOKPYXKEHHS M CyIOpOT.

dopma BbINYCKA

PactBop ans uHgy3uil 2 Mr/mi.

ITo 100 Mn B OyThUIKM K3 HDONMITHIEHA 6e€3 KoJMayka HIM C HaBapHBAE€MbIM
€BPOKOJINavYKOM, HIIH IUTACTHKOBBIM KOJNA4YKOM, HIIH NPOOKOH HHOY3HOHHOI.

I[To 1 OyTeuike BMecTe C HMHCTPYKUHMEH MO MEIULHMHCKOMY NPUMEHEHHIO
MOMENIAT B MaYKy U3 KapTtoHa kopobounoro. ITo 10, 15, 24, 36, 40, 42, 48, 72,
80, 84, 96 OyTHUIOK B I1a¥Kax MOMEIIAIOT B KOpoO U3 KapToHa.

JHna cmayuonapoé

ITo 1 6yThiIKe B repMETHYHO 3alasgHHbIA NaKeT U3 TUICHKU MOJMMEPHOM, min 6e3

nakerta. [To 10, 15, 24, 36, 40, 42, 48, 72, 80, 84, 96 OyTHLIOK B repMETHYHO

.
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3anasHHBIX MaKeTaxX WiHK 63 NakeToB BMECTE C MHCTPYKLHMAMH MO METULIHHCKOMY
NPHMEHEHHUIO NTOMELIAOT B KOpob U3 kapTroHa. Konu4yecTBO HHCTPYKLUMH paBHO

KOJIMYECTBY Oy TBUIOK.

Ycnosus xpaHeHHR
B cyxoM, 3amumeHHOM OT cBeTa MecTe NpH Temneparype ot 2 go 30 °C.
He 3amopaxuBarts.

XpaHHUTb B HEJOCTYITHOM JUIs A€TEH MecTe.

Cpok rognocrn
2 roaa.

He ncnons30BaTh no3ke Cpoka rofHOCTH, YKa3aHHOIO Ha YIaKOBKe.

YcaoBua ornycka

OTnyckaroT 1o peLenry.

Hpon3soanTesib /Oprann3anus, NPEHAMAIOIAS NPETEHIHH

3A0 «UCT-PAPM»

Poccus, 692525, IpumMopckmii kpait, r. Yccyputick, yn. Bonouaesckas, 120-5.
Ten./axc (4234) 33-69-88, 33-81-27.

e-mail: secret@eastpharm.ru

JnpekTop no perucTpaldn A.B. Yopuu
000 «®apmaPer»
(1o 10BEPEHHOCTH)
22
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MUVHHVCTEPCTBO 3JPABOOXPAHEHNS POCCUICKQI GEIEPAIIAAL

WHCTPYKLIUSA

MHH3OPAB POCCHH

§</)F7 00 1.6~ 1712 14
COTJNACOBAHO

I1I0 IPUMEHEHHIO JIEKAPCTBEHHOI'O IIperapaTta JJid MEAULIMHCKOTO TPUMEHEHHN A

D1yKOHA30J1

pacTBop AJst HHDY3Hi 2 Mr/mJ

000 «<UCT-®APM», Poccun

Hzmenenue No 1

121214 5,

»

JlaTa BHeceHHs VI3MeHeHUs «

Crapas pepakuus

Hosas pepakuus

®dopma BbImycKa

PactBop nns undy3uit 2 Mr/mi.

ITo 100 mn B OyThUTKM M3 NONUdTUIEHA Oe3
KOJIIayka 28)h c HaBapHBaeMbIM
€BPOKOJINAYKOM, W TTaCTHKOBBIM
KONINAayKOM, MM NPOoOKO# HHQY3HOHHOMH.

[Io 1" 6yThBUIKE BMECTE C MHCTPYKUHMEH IO

MEIUIIMHCKOMY TIMNPHMCHCHHUIO TIIOMCLIAIOT B

‘mayky M3 kapToHa kopobounoro. ITo 10, 15,

24, 36, 40, 42, 48, 72, 80, 84, 96 6yTbUIOK B
naykax MoMeIIAoT B KOpob U3 KapTOHa.

Lns cmayuonapoé

[To 1 OyThUIKE B FepMETUYHO 3alasHHBIA
nakeT W3 IUIEHKM TOMUMepHO#, uau 6Oe3
nakerta. [To 10, 15, 24, 36, 40, 42, 48, 72, 80,
84, 96 OyTbUIOK B T€pMETHYHO 3allasHHBIX
nakerax umm  6e3

Mak€ToB BMECTE C

MHCTPYKUHSIMHA 1o MeIULIHHCKOMY
NIPUMEHEHUIO TIOMELIAIOT B KOPOO M3 KapTOHa.
Konu4ecTBO MHCTPYKIMH paBHO KOJIMYECTBY-

Oy TBUTOK.

dopma BbLITYCKA

PacTBop mns uady3uit 2 Mr/mi.

ITo 100 M B OyTHUIKH NOJM3THNEHOBLIE Oe3
KOJINavKa YT g HaBapHBaeMbM
€BPOKOJINA4YKOM HITH TUTACTHKOBBIM
KOJIMAYKOM WJIH NpoOKo# HHY3HOHHOM.

[To 1 OyThulke B TEPMETHYHO 3aNasHHOM
NaKeTe M3 IUIEHKH MOJMMepHOH wunu Ges3
MakeTa B Iayke M3 KapToHa KOpOOOYHOro
BMECTE C MHCTPYKUMEH 10 NPHMEHEHHIO, HIIH
6e3 mayku (I8 CTalMOHAPOB).

Ot 1 no 96 6yTeUIOK 6€3 NMauek B TEPMETHYHO
3anasHHBIX [MaKeTax HIM 0e3 MakeToB ¢
PaBHBIM

KOJIMYECTBOM PIHCprKLII/Iﬁ 1o

IIPUMEHEHHUIO B SAUIUKE U3 KapTOHa

ro¢ppupoBaHHOrO (JUIS CTALIHOHAPOB).




Wzmenenue Ne 1 x UHCTpykIuu 1Mo MeANIIMHCKOMY TTpUMeHeHuto npenapara C. 2

Crapas pegakuus HoBas penakuus
[IponsBoautens/Opranusauus, IIpousBoanTeib/opranuzauus,
NPUHUMAIOMAs MPETEeH3UH NPHHUMAKOLIAS MPETEH3UH
3A0 «UCT-OAPM» 000 «CT-©APM»

Poccus, 692525, Ilpumopckuii kpai, 692525, Poccus, [Ipumopckuit kpai,

r. Yccypwiick, yi. Bonouaesckas, 120-b. r. Yccypwuiick, yia. Bonoyaesckas, 120-b.
Ten./dakc (4234) 33-69-88, 33-81-27. Ten./dakc: (4234) 33-81-27, 33-69-88. -
e-mail: secret@eastpharm.ru e-mail: secret@eastpharm.ru

['eHepanbHBIA JMPEKTOP

000 «UCT-DAPM»

Ckauko 0 .B.
« » 2014 r.

A
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MHH3IPAB POCCHY

AN-004196~ 150118

MUWHUCTEPCTBO 3/IPABOOXPAHEHW A POCCI/II/ICKOI/I @E%EPALII/II/I ‘

UFHALOBA

MHCTPYKIIWA

110 MEJUIITMHCKOMY IIPUMEHCHHIO JICKAPCTBECHHOTI'O IIperiapaTa

PiyxkoHa30.1

PacrBop nast undysui, 2 mr/mi

000 «<UCT-®PAPM», Poccus

JlaTa BHeceHust U3meHeHus «

N3menenue Ne 2

P n 1 )

» 0U 1890 T.

Crapasi peaakuus

Hosasi pepakuus

CocraB Ha 1 mun:

Axmuenoe sewyecmeso:

®nykonaszon — 2,0 Mr
Bcnomozamenvuvie ewyecmesa:
Hartpus xnopua — 9,0 mr

Bopna ans unbekumi — 10 1 mi
IIpousBoauTenb/Opranu3amnus,
NPHHHMAKOIIAs MPeTeH3HH

000 «MCT-DAPM»

692525,  Poccus,  Ilpumopckuii

r. Yccypuiick, yi. Bonouaesckas, 120-b.

Ten./bakc: (4234) 33-81-27, 33-69-88.
e-mail: secret@eastpharm.ru

Kpai,

Cocras Ha 1 mur:

Jleticmsyiowee eeugecmeo:

®nykonazon — 2,0 Mr

Bcnomozamenvhvie sewgecmsa:

Hatpus xnopua — 9,0 mr

Bopna nns uabekumii — 1o 1 ma
IIpon3BoauTe/n

1: 000 «1UCT-PAPM»

692525, Ilpumopckuii kpai, r. YccypHick,
yi1. Bonouaesckasi, 120-b.

2. 000 «®Papmacunres-TiomMeHb»
625059, r. Tiomens, 7-oii kM BenwxkaHckoro
Tpakra, 1. 2.

IIperen3un norpeduTe/eii HANPaBJIsITHL MO
ajapecy:

000 «MUCT-PAPM»

692525, Ilpumopckuii Kpaii, r. YccypHiick,
yi. Bonouaesckas, 120-b.

Ten./akc: (4234) 33-81-27, 33-69-88.

e-mail: secret@eastpharm.ru

[IpencraBurens

000 «UCT-DAPM»

M3 PO
BKCIEPTHbIA OTYET
UIEHCTBUTEJIEH JUISI JIAHHOMN
BEPCHH JIOKYMEHTA
000000000O0T11

OIBY

LINDEIH

\\ ;//( Ao e ‘1_,/' ‘4
\ < DPAPNL- P\\ g




MHWHHUCTEPCTBO 3/IPABOOXPAHEHHWA

1

MUH3IPAB POCCHH
A -902126~ 5 pg49
OCCI/II/ICKOI/I d)EIIEPAHI/II/I

r\/)l ;;;‘\H“

—g——"

WHCTPYKLUA
10 MEJULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITIAPATA

D1yKoHAa30J1

pacTBoOp A HHPY3Hi, 2 MI/mi

000 «<UCT-®PAPM», Poccus

Uzmenenue Ne 3

JlaTa BHeceHHs1 3MeHeHUS «

¢ A
2 N'a 490
| { &

» 20 T

Crapas pepakuus

HoBas pepaxkuus

®opma BbINYCKa

PactBop s uHy3ul 2 Mr/mi.

[To 100 Mn B OYTBUIKH MOJHITHICHOBBIE 0€3
870171 c HaBapHBAaEMbIM
WITH TUIACTHKOBBIM
KOJIITAYKOM, HJIH MPOOKOH HHPY3HOHHOM.

[To 1 OyTbUIKE B TE€PMETHYHO 3alassHHOM ITIAKETE
U3 [UIEHKH MTOJIMMEPHOH MM 63 1makeTa B 1avke
M3  KapToHa  KOpoOOYHOro  BMECTE  C
MHCTPYKLIHEH 10 NPUMEHEHHIO, Win 6e3 nayku
(s CTaMOHAPOB).

Ot 1 10 96 GyTbUIOK O€3 Mayek B repMETHUHO
3arasiHHBIX TaKeTax WK 6e3 MaKeTOB C PaBHBIM

KOJIITadykKa
CBPOKOJIITIa4YKOM,

KOJIMYECTBOM MHCTPYKIHI 110 TPUMEHEHHIO B
AIIMKE U3 KapTOHA ro(pHPOBAHHOTO (IS
CTAaLlMOHAPOB).

Ycii0Busi XpaHeHHUs

B cyXxoMm, 3aLIMIIEHHOM OT CBETa MECTE IIPH
temneparype ot 2 110 30 °C. He 3amopaxuBats.
XpaHuTh B HEJOCTYITHOM JUIS IETEN MECTE.

IIpousBoauTenns

1. 000 «ICT-DAPM»

692525, [IpumopcKuii Kpaii, I. Y CCypHHCK,
yi. Bonovaesckas, 120-b.

2. 000 «®PapmacunTe3-TOMEHb»

625059, r. Tromens, 7-0i kM BenmkaHnckoro

dopma BeINYCKA

PactBop it uHy3u# 2 Mr/mi.

[To 100 mn B OyTBUIKH MOJMITHIEHOBBIE 0€3
KOJINa4Ka WK C HaBApPHBAEMBIM €BPOKOJIIIAYKOM,
WIM IUIACTMKOBBIM KOJIIA4YKOM, HJIH HpoOKoH
UH(}Y3HOHHOH, WIN KOJITTAYKOM
(EBpOKOJINAaYKOM).

[To 1 OyTbUIKE B FEpMETHYHO 3alasHHOM ITaKeTe
U3 TJIEHKH [OJIMMEPHOH WM 6e3 rmakera B mayke
U3 KapTOHa KOPOOOYHOro BMECTE ¢ MHCTPYKIHMEH
110 TPUMEHEHHIO.

Ot 1 10 96 6yTeUTOK 6€3 MaueKk B repMETHYHO
3amasHHBIX MaKeTax WK 03 MaKeTOB ¢ PaBHBIM
KOJINYECTBOM HHCTPYKIIMH 110 IPUMECHEHHIO B
AIIMKE U3 KapTOHA ToYpUpOBaHHOrO (U1
CTaLMOHAPOB).

Yci0Bus XpaHeHHs

B 3amuieHHoM OT CBE€Ta MECTE IIPH
temneparype He Boie 30 °C.

He 3amopaxuBaTts.

XpaHuTh B HEIOCTYITHOM JUIs JIETCH MecTe.
IIpousBoauTEIb

1. 000 «CT-PAPM»

692525, TIpumMopckuit Kpa, r. Y CCypHHICK,

yi. Bonovaesckas,120-b.

Teun./daxc: (4234) 33-81-27, 33-69-88

e-mail: secret/@eastpharm.ru




€2
N3menenne Ne 3 K HHCTPYKLIHH 110
MEIHIIHHCKOMY NIPHMEHEHHUIO JIEKAPCTBEHHOTO Mpemnapara

TpakTa, a.2.

IIperen3un noTpedbuTe/ICH HANPABJISATH M0
aapecy:

000 «UCT-OAPMy,

692525, Ilpumopckuii Kpaii, . Y CCypHHICK,
yi. Bonovaesckas, 120-b.

Ten./daxc: (4234) 33-81-27, 33-69-88
e-mail: secret@eastpharm.ru

2. 000 «®apmacunres-TromMeHb»

625059, r. TroMeHnp, 7-0i kKM BenmxaHckoro
TpakKTa, 1.2.

IIperen3un noTpeduTE/ICH HANPABJIATH 110
ajpecy:

000 «CT-DAPM», Poccus,

692525, TIpumMopckuii kpai, . Y CCypHiCK,
yi. Bonouaesckas,120-b.

tei.: 8-800-100-1550
www.pharmasyntez.com
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