CocrTaB

Oeticmsyrwuw,ee seu,ecmao: GIyKoHa307I;
100 M1 pacTBOpa comepzxkat (prykoHasosna 200 mr;

gcnomMozameibHble Beu,ecmaed: HaTpus S0eTaT, HaTpUs XJIOPUM, BoOa IOJis MHBEKINU.
JIekapcTBeHHas1 popMa

PacTtBOp o151 uHQy3UN.

OcHoBHble (pu3uKko-xuMuyecKkue ceolicmaed: Ipo3padyHbiii, OeCIIBETHHINM UJIU CBETIIO-
2KeJITOTO IIBeTa pacTBOP.

QapMaKOTepaneBaneCKaﬂ rpyiiiia

[TpoTuBOTrPUOKOBLIE CPELICTBA [JII CHCTEMHOTO IIpUMeHeHusi. [I[pon3BOHbLIE TPHUA30IIa.
Kom ATC J0O2A CO1.

(I)apMaKOI[HHaMHKa

MexaHu3M OenCcTBUS

®nykoHa3071, IPOTUBOrPUOKOBOE CPEACTBO KjIacca Tprua30y0B. [[epBUYHBIM
MeXaHN3MOM ero OelCTBUS SIBJISIETCS IOoaBieHue TPubKoBoro 14 anbda-1aHOCTEPOII-
OEeMEeTUJINPOBaHUS, OTIOCPEIOBAaHHOT 0 IIMTOXpOoMOM P450, 4TO aBnsgeTcs
HeOTheMJIEMBIM 3TAIlOM OMOCHHTEe3a rPUOKOBOI0 9ProcTepoia. AKKymynsaius 14
anbda-MeTUI-CTEPOJIOB KOPPENIUPYET C IIOCIEOYIOIIel IIOTeEPEN 3procreposia
MeMOpaHOM rpuOKOBOM KJIETKH U MOXKET OTBeYaTh 3a IIPOTUBOIrPUOKOBOM
aKTUBHOCTHIO ryKoHa305a. OIIyKOHA30JI ABJIIeTCs 00Jiee CeJIEKTUBHBIM K I'PUOKOBBLIM
dbepmenToB muTOoXpoma P450, yeM K pa3/IMuYHBIM cuUCTeMaM (epPMEHTOB IIMTOXPOMa
P450 mnekomnuTamIIInX.

[TpumeHeHue prykoHa30sa B fo3e 50 Mr B CyTKU B TedeHUe 28 OHEU He BIUAI0 Ha
YPOBEHBL TECTOCTEPOHA B IJIa3Me KPOBU Y MYXKUYUH UJIU Ha YPOBEHb 3HOT€HHEIX
CTEepPOUOOB y XKEHIIUH PeNpPOayKTUBHOIO Bo3pacTa. ®i1ykKoHa30i B go3e 200-400 mr B
CYTKH, He IIPOSABIISI KJIMHUYECKH 3HAQYUMOTO BINSHUS Ha YPOBEHb 9HOOT€HHBIX
ctepounoB unu orBeta Ha ctumynsaiunuio AKTT (AKTT) y 3mopoBeiX OOPOBOIBIIEB
MYyZKCKOTO I10J1a.

HccnegoBaHre B3aUMOOENUCTBUSA C @HTUIIMPUHOM IPOAEMOHCTPUPOBAJIO, YTO
npuMeHeHue 50 Mr ¢pyKoHa30J1a pa30BO UJIM MHOTOKPATHO He BIUSET Ha



MeTabO0Iu3M aHTUIIMPUHA.
YyscmeumeabHOCMb in Vitro

®nykoHa301 in vitro meMoOHCTPUPYET IIPOTUBOTPUOKOBOM aKTUBHOCTHIO B OTHOIIIEHUH
BumoB Candida, Bo3HUKaroIIMe 4alle Bcero (Bkmtodasi C.albicans, C.parapsilosis,
C.tropicalis). C.glabrata meMoHCTpUpPYyeT IMINPOKUM AUANa30H YyBCTBUTEJILHOCTHU K
¢dnykoHaszony, Torga Kak C.krusei ectb K HEMYy PE3UCTEHTHOM.

Takxke QIyKOHA30JI in vitro meMoHCTPUPYyeT aKTUBHOCTh KakK nmpotuB Cryptococcus
neoformans u Cryptococcus gattii, Tak 1 ITPOTUB 3HOIEMUYHBIX IIJIECHEBLIX TPUOOB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum u
Paracoccidioides brasiliensis.

B3anMocCBsi3b d)apMaKOKI/IHeTquCKHX 141 d)apMaKO)II/IHaMI/IquKI/IX CBOMCTB

CormacHoO pe3yJibTaTaM UCCJIeJOBaHUU Ha XKHWBOTHBIX, CYIIIECTBYET KOPPETALUSI
Mmexnay MIIK u 3¢pdpeKTUBHOCTHIO IIPOTUB 3KCIIEPUMEHTAIbHEIX MOeJied MUKO30B,
BhI3BaHHBIX BugaMu Candida. CorjacHO pe3yabTaTaM KJIMHAUYECKUX UCCIeJOBaHNH,
CyIIeCTBYeT JIMHEWHas 3aBUCUMOCTb MeXKAY IIoInaabio mon Kpusou (AUC) u mo3ou
¢dnykoHazona (mpumepHo 1:1). Takke cyIliecTByeT IIpsiMasi, HO HeJOCTaTOYHas CBSI3b
Mexkay AUC unu mo301 U MOJIOKHUTENbHOM KIIMHUYECKOM OTBETOM Ha JIeUeHue
OpanbHOTO KaHOWO03a U B MEHBIIIE! CTEIIeHU - KaHOUAeMHUH. AHAJIOTUYHO JIeUeHU
UMHQEKIUM, BLI3BAHHLIX IIITaMMaMM, K KOTOPHIM (PIIYKOHA30JI IEMOHCTPUPYET BEICOKYIO
MIIK, MeHee yIoBJIETBOPUTEILHEIM.

MexaHU3M PEe3UCTEHTHOCTHU

Mukpoopranu3Mbl poga Candida meMOHCTPUPYIOT MHOTOYMCJIEHHBIE MEXaHU3MBbI
PE3UCTEHTHOCTH K a30JIbHBIM ITPOTHBOTPUOKOBEIX CpeacTB. OIIYKOHA30JI
OEeMOHCTPUPYET BBICOKYI0 MIIK mpoTuB mmTaMMOB I'prOOB, KOTOPhLIE UMEIOT OOUH UJIH
00Jiee MEXaHU3MOB PE3UCTEHTHOCTH, YTO OTPHUIIATENIbHO BIUseT Ha 3(pPEeKTUBHOCTD in
Vivo ¥ B KIMHUYECKOU npakTuke. Coo0Ilaiochk 0 CoydasiX Pa3BUTUSA CynepUHPEKITUU
Candida spp., To, yem C. Albicans, BugamMu, 4aCTO HEYyBCTBUTEJIbHEI K (PJIIYKOHa30IIy
(manpumMep Candida krusei). [ ledeHUsA TaKUX CIIy4daeB CJiefyeT IPUMEHSITh
aJIbTepHATUBHBIE ITPOTUBOTPUOKOBLIE CPEICTRA.

dapMaKOKHHETHKA

dapMaKOKMHETUUYECKHUE CBOMCTBA (PJIyKOHA30J1a MOA00HE ITPY BHYTPUBEHHOM U
ImepopajgbHOM IPUMEHEHHUN.

Abcopbuus.



YpoBeHb mpemnapara B IJla3Me KPOBU U CUCTEMHAasi OMOOOCTYITHOCTD IIpeBhIaioT 90%
YPOBHA (PIIYyKOHA30J1a B IJla3Me KPOBHU, YTO OOCTUTAETCS IIPU BBEIEHUN IIpenapara.
MakcuMaribHas KOHIIEHTpalids B IIJla3Me KPOBU AocTturaercs dyepel3 0,5-1,5 yaca
nnocJse npueMa npemnaparta. KoHnieHTpanus B 1jia3Me KPOBU IIPOIOPIMOHATIbHA J03€.
PaBHOBecHas KOHIleHTpanus Ha ypoBHe 90% mocTuraeTcst Ha BTOPOU [eHb JIeYeHU
ITPYU TPUMEHEHUY B IIEPBLIN AeHb HAarpy30YHOM 03kl BABOE ITPEBHIIIAET OOBIYHYIO
CYTOYHYIO JO3Y.

PacnpedeneHue.

O0OBeM pacrpefesieHrsI IPUMePHO paBHa 00IIeMy coepKaHUI0 BOOLI B OpTaHU3MeE.
CBsi3bIBaHMte ¢ OeJIKaMH I1J1a3MBl KpoBU HU3Koe (11-12%).

®dyKOHAa30JI XOPOILIO IPOHUKAET BO BCE UCCIeayeMble JKUOKOCTU OpraHu3Ma. YpPOBEHb
¢bnykoHa305a B CIIIOHE U MOKPOTE ITomo0eH KOHIIeHTPAIlMK IIpenapaTra B mjasMe
KpOBHU. Y OOJIBHEIX TPUOKOBEIM MEHUHTUTOM YPOBEeHb (PJIYKOHA30JI1a B CITMHHOMO3T OBOM
kugkoctu gocturaet 80% KOHIIEHTPAIUM B IIJla3Me KPOBH.

Bricokue KOHIIeHTpaluu (pJIyKoHa30jla B KOXKe, IIPEBHIIIA0IINE CHIBOPOTOYHEIE,
OOCTUTAIOTCSI B POTOBOM CJIO€, SIIHUAepMUce, mepme u rnore. ®rykoHa3on
HaKalJIMBAaeTCsI B POTOBOM CJIO€.

Memaboausm.

®nykoHa3051 MeTaboIu3upyeTcss He3HaUYUTEeNNbHO. [Ipyu BBeIeHUH 03k, MeYeHOU
paguoakKTUBHEIMU U30TOnaMu, TOJIBKO 11% ¢ykKoHa3051a BEIBOOUTCS C MOYOU B
n3MeHeHHOM Bupe. OIyKOHa30J1 ABISETCS CeIeKTUBHBIM MHTUOUTOPOM M30(hpepMEHTOB
CYP2C9 u CYP3A4, a Takxke uHruouropom ¢pepmenrta 2C19.

IKCcKpeuus.

[Tepuop nonyBEIBeOeHUS (pJIyKOHA30J1a U3 IJIa3Mbl KPOBU COCTaBJIsAeT 0K0Ji0o 30 4acos.
BomnbIllast yacTh IIpemnapaTa BeIBOOUTCS noukKaMu, npudeM 80% mo3bl 00HApPYyKUBAETCS
B MO4Ye B HeU3MeHeHHOM Bupe. KimupeHc prykoHa301a IponopuuoHaaeH KIUPEeHCy
KpeaTUHUHA. LIUpKyIupyIOIuX MeTab0JIMTOB HE 00HapyKeEHO.

IToueuHass HeOocmamo4yHOCMb.

YV manueHTOB C MOYEYHON HeOOCTAaTOYHOCThIO TSIXKEIO0N CTeleHu (CKOPOCTh
KJIy0OO4YKOBOM pUIbTPaALIUN

ITauueHmubl NoJHcUI020 BO3pPACMA.

HN3MeHeHUs1 (apMaKOKMHETUKY Yy MMAIIMEHTOB II0XKUJIOTO BO3pacTa 3aBUCST OT
rmapaMeTpoB QyHKIIUU TTOYEK.



IToxa3zaunus

I[loka3aH O 1e4eHusI TaKux I"pI/I6KOBBIX I/IH(beKI_II/Iﬁ Y B3POCIIBIX (CM. Paszpen

«®apMaKOJIOTUYECKHE»):

KPUIITOKOKKOBEIM MeHUHTUT (CM. Pa3zgen «OcoOeHHOCTH MPUMEHEHUSI»);
Kokuuauouaos (cMm. Pasmen «OCOOEHHOCTH TPUMEHEHUSI»);

MHBa3WBHbBIE KAHUI03;

KaHOUO03 CIIM3UCTHIX 000JI0YEK, BKII0Yasd KaHOUI03 POTOTJIOTKH U KaHOUO03
MMUINeBOAA, KaHOUOYPHUS, XPOHUUYECKUHN KaHOUI03 KOXKHU U CIIM3UCTHIX 000I0YEK;
XPOHUYECKUU aTpopruUeCKn KaHOua03 (KaHOMUO03, BEI3BAHHBIN HCIIOJIb30BAaHUEM
3yOHBIX ITPOTE30B) IIpU HE3()GEKTUBHOCTU TMTHEHBI IOJIOCTY PTa UJIU MECTHOM
Tepanuuy;

BarvHaJIbHBIM KaHOUO03, OCTPHIU UJIU PELUOUBUPYIOIINM, KOrga MeCTHasd
Tepanus He SIBISIeTCS I1ejieco00pa3Ho;

KaHOUOO3HLIM OalaHUT, KOTrga MecTHas Tepalus He SBJISeTCs 11eJIeCO00pa3Hou;
OIepMaTOMUKO3bI, BKIII0Yasi MUKO3 CTOI, MUKO3 I'/TAAKOM KOXKH, IaXOBOU
OIepMaTOMUKO3, PA3HOIBETHHIM JIUIIal U KaHOUOO3HbIe MHPEKIINK KOXKH, Koraa
IIOKa3aHO MPUMEHATH CUCTEMHYIO TePaIlunio;

nepMaTOpUTHO OHUXOMMKO3, KOT[la IpUMeHeHNe OPYTUX JJeKapCTBEHHBIX CPEACTB
He SIBJISIeTCS 11eJIecoO00pa3HBIM.

[TpodunakTrKa TakKux 3ab00IeBaHUM ¥ B3POCIIBLIX:

penuanB KPUIITOKOKKOBOTO MEHUHTHUTA YV ITAIIUEHTOB C BEICOKUM PHCKOM €ro
Pa3BUTHUSA;

penuauB KaHguOgo3a POTOTJIOTKY UJIU MUIlleBoAa y nmanueHToB ¢ BUY ¢ BEICOKUM
PHUCKOM €r0 Pa3BUTHUS;

CHUXKEHNe YaCTOThl PelIMAUBOB BarnHaJIbHOT0 KaHaumo3a (4 unu 6ojee ciydaen
B r'of);

npodunakTuKa KaHOAUAO3HBIX MHPEKIINHN y MallieHTOB C OJIUTEeIbHON
HeuTpomneHuel (HalpuMep, NallMeHTOB CO 3JI0KaYeCTBEeHHBIMHI 3a00JIeBaHUSI MU
KPOBH, KOTOPHIE IIOIy4YaloT XUMUOTEPaInuio UK NalueHTOB IIPU TPaHCIIJIaHTalluu
reMOII03TUYEeCKHUX CTBOJIOBHIX KJIIETOK) (cM. Pa3zmen «®apmMakoIorudecKue
cBorcTBa. PapMakoIOruYecKue»).

q)J'IYKOHa?,OJ'I IIPUMEHATE OETAM OT POXKIOCHUA OJIA JICHEHHNA KaHONUO03a CIIM3UCTBIX

o00o0JI0ueK (KaHOuOo3 POTOTI'JIOTKH, KaHONOO03 MNUIIeBOOa), MHBA3WBHEIX KAHIUI030B,

KPUIITOKOKKOBOTO MEHUHTHUTA U [/ MPOPUITAKTUKNA KaHOUOO3HBIX NHPEKIUN Y

IIallME€HTOB CO CHU2KEHHBIM UMMYHHUTETOM. HpenapaT MO2KHO IIPHUMEHATH KdK

IIOOOEeP2KUBAIOIITYIO TEPAIIUIO OJIs IIPEeAyIIpeXKOeHnda pellugrnBa KPUIITOKOKKOBOT' O

MEHUHITHUTa y OeTen C BBICOKMM PHUCKOM €T0 Pa3BUTHII.



Tepaluio MOXKHO HAaYMHATh A0 MOJTYUYEeHUsI Pe3yJIbTaTOB KyIbTYPAIbHBIX U OPYTHUX
mabopaTOPHBIX UCCIIEIOBAHMM; IIOCIIE IOJTYYEeHUsI Pe3yJIbTaTOB aHTHOAKTepHUaIbHO!
Tepamnuu cliefyeT CKOPPEKTHUPOBATh COOTBETCTBYIOIINM 00pa3oM.

IIporuBONIOKa3aHUA

e [ToBHIIIEHHAS YYBCTBUTENBHOCTD K (PJIyKOHA3011y, APYTUM a3010BBIM
ITPOU3BOIHBLIM UJIX K JTI000MY M3 BCIIOMOT'aTEIbHBIX BEIIIECTB 3TOTO IIpermapara.

e OOmHOBPEMEHHOE IpUMeHeHre (QIYKOHa30/Ia U TepdeHaanHa NaueHTaM,
KOTOpBIE IIPUMEHSIOT (PJIyKOHa30JI MHOTOKpPaTHO B m03ax 400 MI' B CYTKH U BBIIIIE
(cornacHO pe3ybTaTaM HUCCIedOBaHUs B3aUMOLOENCTBUS MHOTOKPaTHOT O
IPUMEHEHUS).

e OmHOBpEMEHHOE IpUMeHeHte (QIYKOHA30/Ia U APYTUX JTeKapCTBEHHBIX CPENCTB,
KOTOpPbIe YOIUHSIOT nHTepBaa QT u MeTabonMu3upPyI0TCs C ITOMOIIbIO0 (hepMeHTa
CYP3A4 (manpumep, uu3alpuaa, aCTeMHU30J1a, IUMO3Uaa, XUHUOUHA U
sputpomuiinaa) (cm. Pazgensl «B3auMonericTBUE C OPYTUMU JIeKapCTBEHHBIMU
CpeacTBaMU M ApPyTrHUe BUOLI B3auMOOenuCcTBui» U «OCOOEeHHOCTU IPUMEHEHHUS »).

B3auMoOOeHCTBHE C IPYTHMH JIEKapCTBEHHBIMH CPEICTBAMH H IPpyrue BUObI
B3aMMOIEeUCTBUHA

HpOTI/IBOHOKaSaHO OOJHOBPEMEHHOE IIPUMEHEHHNE (I)J'IVKOHaE}OJ'Ia 1 HU2KEYKaAd3aHHBIX

JIEKAPCTBEHHEIX CPEeOCTB.

Iuzanpud. Coo06111a10Ch 0 Pa3BUTUHU ITOOOUYHBIX PeaKIUM CO CTOPOHEI Cepflla, B TOM
4uCJie 0 MapOKCU3MaJIbHOM XKeJTyJOYKOBOM TaXUKapAUM THUIIA IUPYIT y IIAllieHTOB,
KOTOpPhIE OOHOBPEMEHHO IIPUMEHAIN (GIyKOHa30 1 nu3anpun. OmHOBpeMeHHOe
npuMmeHenue 200 mr ¢piykoHas3osa 1 pa3 B cyTku u 20 Mr musanpuga 4 pa3a B CyTKHU
MIPHUBOOMIIO K 3HAUHUTEJIbHOMY IIOBLIIIIEHWIO YPOBHS LI3allpua B IIJla3Me KPOBU U
yonuHeHue nHTepBasia QT. OgHOBpeMeHHOe IpuMeHeHne QIIyKOHAa30JIa U u3anpuaa
MIPOTHUBOMNOKa3aHo (CM. «[ITpOTHBOIIOKa3aHUSI»).

TeppeHaduH. V13-3a ciydaeB Pa3BUTHUS TSAXKEJIbIX CEPOEYHBIX apUTMUM, BEI3BaHHBIX
yonuHeHneM nHTepBaia QTc y manumeHToB, KOTOPbIe IPUMEHSIOT a30JIbHEBIE
MIPOTUBOTPUOKOBHIE IEKAPCTBEHHBIE CPENCTBA OMHOBPEMEHHO C TepheHaguHOoM, ObIITH
IIPOBEJEHEl UCCIeqOBaHUsl B3aUMOLEUCTBUS 3TUX JIEKAPCTBEHHEIX CPencTsB. [Ipu
npuMeHeHUH QIyKOoHa30sa B fo3e 200 Mr B CyTKU He BHISIBIEHO yYOJIMHEHUE
uHTepBasna QTc. IIpu npuMeHeHUn PpraykKoHa3osna B go3ax 400 mr u 800 Mr B CyTKHA
OBI710 3apUKCUPOBAHO, UTO ITpuMeHeHue prykoHa3oma B mo3e 400 M B CyTKU UJIN
BHIIIIE 3HAYUTEJILHO IIOBHIIIIAET YPOBEHD TepdeHaanHa B Ijila3Me KPOBU IIPHU
OOHOBPEMEHHOM IIPUMEHEHUY 3TUX IIpenapaToB. COBMeCTHOE IIPUMEHEHN e
bnykonaszomna B go3e 400 Mr unu BeIIIE C TepheHaOuHOM IPOTUBOIIOKA3aHOo (CM.



«I[IpoTuBOnOKa3anusa»). [Ipu npumMeHeHnun QIyKOHa30ja B go3e Huxe 400 MI B CyTKH
OOHOBPEMEHHO C TeppeHaguHOM CJieqyeT IPOBOOUTH TIIaTEIbHBI MOHUTOPUHT
COCTOSIHUS ITallueHTa.

Acmemu3on. CoBMeCTHOe ITIpUMeHeHne (QIIYKOHa30Jla U aCTeMU30J1a MOXKET
YMEHBIIUTh KJIUPEHC acTeMu30Jia. BEI3BaHHOE 3TUM MIOBHIIIIEHUE KOHIIEHTPallUuu
acTeMu30Jia B IIJla3Me KPOBU MOXKET IIPUBECTU K yOJIuHeHUto uHTepBana QT; B pegkux
cjly4asX - 0O IIapOKCU3MaJIbHOU XKeJIyJOYKOBOU TaXUKapOUU TUlla NUpysT.
OnHOBpEMEeHHOe ITpuMeHeHne (QIIYKOHAa30J1a U aCTeMU30JIa IIPOTUBOMIOKA3aHo (CM.
«[TpoTuBOIOKa3aHUSI»).

ITumo3u0d u xuHuOduH. CoBMeCTHOe IpUMeHeHre (pIyKOHa30/Ia U TUMO3uga Uin
XUHUOUHA MOKET IPUBOAUTH K YTHETEHUIO MeTabonu3Ma MUMO3Uga UIU XUHUOWHA,
XOTS COOTBETCTBYIOIIMX UCCIeAOBaHUM in vitro u in vivo He rmpoBogunu. [1oBhIIIIEHHUE
KOHIIeHTPAalluy MUMO3uaa UIN XUHUOWHA B IIJTa3Me KPOBU MOXKET BHI3BaTh YAJIMHEHHE
uHTepBana QT ¥ B peOKux ciaydasix IPUBOOUTH K Pa3BUTUIO IaPOKCHU3MalIbHOU
KeJIyOOYKOBOU TaXMKapOuM Tulla nupysT. OMHOBpEMEHHOE IPUMEHEHNEe
(prykoHa30ma U TUMO3Una UM XUHUONHA ITPOTUBOMNOKAa3aHo (CM.
«[TpoTuBOIOKa3aHUS»).

IpumpomuuuH. OCTHOBPEMEHHOE IIPUMEHEHNE SPUTPOMUIINHA U QIIYKOHA30/Ia
MOTEHIIMAaJIbHO MOXKET IIPUBOOUTE K IIOBLIMIEHUIO PUCKA PA3BUTHUS
KapauoTOKCUYHOCTH (yanuHeHHe nHTepBasna QT, mapokcu3ManbHas Kelygo4KoBas
TaxHKapOus TUIla IUPYIT) U, KaK CJIeACTBUE, K BHE3alIHOU CEPAEeYHOU CMEPTH.
[TpruMeHeHVEe KOMOWHAIIMY OAaHHLIX JTIEKAQPCTBEHHLIX CPECTB ITPOTUBOMIOKAa3aHO (CM.
«IIpoTuBOIOKa3aHUSI»).

He pekomeHOyeTCsI OHHOBPEMEHHOE TpuMeHeHUe (GJIYKOHAa30J1a C
HUXKENPUBEeNEeHHBIMU JIEKapCTBEHHLIMH CPEICTBAMHU.

I'anoppaHnmpuH. ®IyKOHA30J1I MOXKET BhI3BaTh ITOBHIIIIEHNE KOHIIEHTPAlUU
rajoaHTpHHA B IIJlTa3Me KPOBHU 3a cueT yrueTeHuss CYP3A4. OgpHOBpeMeHHOE
MIPUMEeHEeHNE 3THUX JIEKAaPCTBEHHBIX CPENCTB IMOTEHIMAIbHO MOXKET ITPUBOOUTH K
MTOBBIIIIEHUIO PUCKA PA3BUTHUS KapAUOTOKCUYHOCTH (yannHeHue naTepBana QT,
MapoKCcHU3MaJibHas XKeIyJoYKoBas TaXuKapOus TUIIA MUPYIT) U, KaK CIeOCTBUE, K
BHEe3aITHOM cepraedHor cMepTHu. CrnenyeT usberaTh MpuMeHeHNsT KOMOMHAIIUY JaHHBIX
JIeKapCTBEHHBIX cpencTB (cM. Pa3men «OcoOeHHOCTY IPUMEHEHUS»).

CoBMecCTHOEe IIpPUMEHEHHuEe Q)HYKOHaBOHa U HU2KE€YKA3adHHBIX JIEKAPCTBEHHEBIX CPEOCTB
Tpe6yeT OCTOPOZKHOCTH.

AmuodapoH. OgHOBpeEMEHHOE IPUMeEHeHNe (PJIyKOHa30Jla C aMAOAapOHOM MOXKET
IIPUBECTU K yOJiMHeHuI0 nHTepBaia QT. ®yKoHa30J1 CjieayeT C OCTOPOXKHOCTHIO



MIPUMEHSTHL BMECTE C aMHUOOapPOHOM, 0COOEHHO B Cjly4yae ITPUMEHEHUST BEICOKOM MO3bI
¢pnykonaszomna (800 mr).

CoBMecTHOe IpuMeHeHue (GIIYKOHA30/Ia U HUXKEeYKa3aHHBIX JIEKAPCTBEHHLIX CPEICTB
TpeOyeT OCTOPOXKHOCTU ¥ KOPPEKIINU TO3HI.

BausiHue Opyaux seKkapcmeeHHbIX cpedcme Ha (pAYKOHA301.

HccnemoBanue B3aMMOOEMCTBIS MOKA3aJIi, YTO OQHOBPEMEHHOe yIIoTpeOieHne MHIIH,
IIpUMeHeHHue IIMMeTUANHA, aHTAlluI0B UK OajibHelIlee 00IydyeHre BCero Teia ajis
Imepecagku KOCTHOIO MO3Tra He MMeeT KJIMHUYECKH 3HAaYMMOT'0 BIMSHUS Ha
abcopbuuio prykKoHa30J1a IpU ero nepopajalbHOM IPUMEHEHUH.

PugpamnuuuH. OgHOBpEMEHHOE IIpUMeHeHUe PIyKoHa30Ja U pudpaMnounuHa
npuBoauino K cauxkeHnio AUC Ha 25% u cokpalllaeT mepuof II0JIyBbIBEAeHUST
dnykonazona Ha 20%. [TosTomy Oji manueHTOB, IPUHUMAIOIINX pPU(PaMININH,
ClleqyeT pacCMOTPETH 11eJIecO00Pa3HOCTh MTOBHIIIIEHUS 03kl (JIIyKOHAa30J1a.

I'uopoxaopomuasud. B uccnegoBanum papMakKOKNHETUYECKOTO B3aUMOIEMCTBUSA
OOHOBPEMEHHOe MHOTOKpaTHOe MPUMeHEeHNe TUAPOXIOPpOTHAa3Uaa 300POBEIM
noOpoBoOJIbIlaM, KOTOPHBIE ITOTydanu (hJIyKOHAa30JI, IIOBHIIIAIO0 KOHIIEHTPAIIUI0
¢pnykoHa3omna B nna3Me KpoBu Ha 40%. Takue nmapamMeTphl B3aUMOOENCTBUS HE
TPeOyIOT U3MEHEHUN B peKuMe J03UpPoBaHUs QIyKOoHa30JjIa y MalleHTOB, KOTOPhIE
OOHOBPEMEHHO IIOJIy4al0oT MOYETOHHEIE CPENCTBA.

BausHue ¢paykoHa3o01a Ha Opy2ue sekapcmeeHHble cpedcmad.

®nykoHa301 ABASETCSA YMEPEHHBIM HHruouTopoM nurtoxpoma P450 (CYP)
nsopepmeHToB 2C9 u 3A4. Takxke (PIIyKOHA30I ABISETCSA MOIIHBIM MHTHOUTOPOM
2C19. IIpu ogHOBpEMEHHOM IIPUMeHEeHUHU C (PJIIyKOHA30JI0M CYIIIeCTBYEeT PUCK
MIOBBIIIIEHHUS B IIJTa3Me KPOBU KOHIIEHTPAIIUU OPYTUX COeAUHEHUNW, KOTOPhIE
MeTabonu3upyTcsa CYP2C9, CYP2C19 u CYP3A4. IToaToMy IIPUMEHSThH TaKue
KOMOMHaIIMM IIpelrapaToB CIeOyeT C OCTOPOXKHOCTHIO, IIPU 9TOM HEe0OXOOUMO
TIaTeJIbHO HabJIIogaTh 3a COCTOSHUEM MallueHTOB. YTHeTallllee IeliCTBUEe
(brykoHa3oma Ha epMeHTHI COXpaHsaeTCs B TedeHue 4-5 CyTOK II0CJIe ero
MIPUMEHEHUS B CBSI3U C €ro OJIUTENbHLIM IIEPHUOOOM MONMyBeIBemeHus (cM. Pasgen
«ITpoTHBOIOKA3aHUS»).

Anvppernmaruaom. IIpu omHOBpEMEHHOM IIPUMeEHEHUU anb(peHTaHuIa B go3e 20 MKT /
KT u ¢pykoHa3oa B fo3e 400 mr Habmiomanock AByKpaTHoe yBenuuenue AUC10,
BO3MOXKHO, u3-3a uHruoupoBanus CYP3A4. MoxeT noTpeboBaThCsI KOPPEKTHUPOBKA
OO3bl anb(peHTaHUMIa.



AmumpunmuauH, HopmpunmuauH. OIyKOHA30JI YCUIUBAET OeHCTBUE
AMUTPUNTUINHA U HOPTPUNTUINHA. PEKOMEHIOYeTCs U3MepPsITh KOHIIEHTPAIIuU 5-
HOPTPUNTHUINHOM U / UJTH S-aMUTPUIITUIINHA B Hadajie KOMOMHUPOBAHHOM TePAITuu U
yepe3 1 Hepeno. B ciiyyae HeE0OXOOMMOCTHY CIeOYEeT OTKOPPEKTUPOBATH O3y
AMUTPUNTUIVHA / HOPTPUIITUIINHOM.

Am¢pomepuyun B. OnpHOBpeMeHHOe TpUMeHeHMe (PIyKoHa30ja U aMpoTepuliuHa B
UHPUIIMPOBAHHBIM MBIIIIAM C HOPMaJIbHBEIM UMMYHUTETOM U MHOUIIMPOBAHHLIM
MBIIIIaM C TOHU2KEHHBLIM UMMYHUTETOM IIPUBEJIO K TAKUM pe3yabTaTaM: HeOOJIbIIION
aOOUTUBHBIN IPOTUBOTPUOKOBHIY 3 dekT nmpu cuctemMuol undekiuu C. albicans,
OTCYTCTBHE B3aUMOMOENCTBUS IIPU BHyTpHUUepenHou nHperuuu Cryptococcus
neoformans ¥ aHTarOHMW3M [BYX ITpellapaToB IIpU CUCTeMHOU nHPeKIuu Aspergillus
fumigatus. Knuanyeckoe 3HadyeHMe pe3yIbTaTOB HEM3BECTHO.

AHmukoaz2yasaHmeol. Kak 1 mpu IpUMeHEHUU OPYTUX a30JIbHBIM IIPOTUBOIPUOKOBBIX
CPeACTB IPU OOHOBPEMEHHOM IIpUMEeHeHUH (PIyKoHa30Jjia U BapdpaprHa
3a(puKCUpPOBaHLI ClIy4yau Pa3BUTHUS KPOBOTEeYEHUM (reMaTOMBbI, HOCOBOTO
KPOBOTEYEHUS, XKeTyIOUHO-KUIIIeYHBIX KPOBOTEUYEHNM, TeMaTyPUUu U MEJIEHHI) B
COYeTaHUU C YOJIUHEHUEM IIPOTPOMONMHOBOTO BpeMeHu. [Ipu oHOBpEMEHHOM
npuMeHeHUu QIYKOHAa30J1a U BapdaprHa HabII0gaI0Ch IBYKPAaTHOE ITOBLIIIIEHTE
MMPOTPOMOMHOBOTO BPEMEHHU, BEPOSITHO, BCJIEACTBUE YyrHETEHUsI MeTabonu3mMa
BapdapuHa yepe3d CYP2C9. CnenyeT TilaTeNbHO KOHTPOJIMPOBATh MTPOTPOMONHOBOE
BpeMs y IallieHTOB, OOHOBPEMEHHO IIPUHUMAIOIINX aHTUKOATyJISHTH KyMapuHOBOTO
UM MHOaHeOuoH. MoxkeT moTpeboBaThCAa KOPPEKLUS NO3bl aHTUKOATYJISIHTA.

BeH300uaszenuHbl KOpOMKO020 Oelicma8us, Hanpumep mMudad301aM, Mpua3ondm.
[TpumeHeHME (PIyKOHA30J1a IOCJie IepOpalbHOr0 IPUMEHEHUS MUa30IaMa
MIPHUBOOMIIO K 3HAUUTEJIbHOMY IOBBIIIIEHUIO KOHIIEHTPAIlMM MUAa30jIaMa U K YCUJIEHUIO
IICUXOMOTOPHEBIX 3¢ PeKToB. OMHOBPEMEHHOE NPpUMeHeHre pIyKoHa3o01a B go3e 200
MT ¥ MHUJa30jIaMa B 0o3e 7,5 MT IepopajbHO IPUBOOUIIO K MoBeIIIeHNI0 AUC u
repuopa mojyBeIBedeHUs B 3,7 U 2,2 pa3a COOTBETCTBEHHO. [IpuMeHeHUEe
¢pnykonaszomna B go3e 200 mr B cyTku u 0,25 MT Tpma3ojiaMa IIepopajibHO ITPUBOOUIIO K
noseinenuo AUC u nepuona nonyBeiBenerusd B 4,4 u 2,3 pa3a cOOTBETCTBeHHO. [Ipu
OOHOBPEMEHHOM ITpuMeHeHuM (IyKOoHa30Jla ¥ Tpral3ojiaMa HabJiomanoch
NOTEeHIIMPOBaHUeE U MPOJIOHTanusa 3QpeKToB TpHalojlaMa.

Ecnu nmauyeHTy, KOTOPHIM IIPOXOOUT KypPC JiedeHus (pIIyKoHa30JI0M, He00X0OUMO
OOHOBPEMEHHO Ha3HAYUTh Tepamnuio 0eH30aua3enuHaMu, 0O3y IMOCIeIHUX CIeoyeT
YMEHBIINUTh U YCTAHOBUTD HaAJIeKallui HaJi30p 3a COCTOSTHHEM ITallieHTa.

KapbamazenuH. ®nykoHa30J1 yrHeTaeT MeTabonu3M KapOaMa3elrHa 1 BhI3BIBAET
MTOBHINIIEHNE YPOBHS KapOaMa3enuHa B CBIBOPOTKe KpoBUu Ha 30%. CyliecTByeT pUCK
Pa3BUTHUS TOKCUYHOCTHU CO CTOPOHHBI KapOaMa3enuHa. MoxkeT moTpeboBaThCSA



KOPPEKTUPOBKA O03H KapOaMa3enrHa B 3aBUCUMOCTH OT YPOBHS €r0 KOHIIEHTPAluu U
OEeuCTBUS Ipelapara.

baokamopul Kaavyuesvix KaHasi08. HeKOTOpkIe aHTAarOHUCTHL Kanbiiusd (HupeouInH,
WCPAOUIIMH, aMJIOOUNUH U ¢penoaurni) Metabonusupyetcsa pepmentom CYP3A4.
®nyKoHa30/1 IOTEHIIHAIbHO MOXKET IOBBIIIIaTh CUCTEMHYIO 9KCIIO3UIINI0 OJI0KATOPOB
KaJIbIIMEBBIX KaHAJIOB. PEKOMeHOyeMbIN TIATENbHLIM MOHUTOPHUHT PA3BUTHUSA
MOOOYHBIX PEaKIIUH.

Ilenexokcub. [Ipu omHOBpeMeHHOM ITpuMeHeHUU ¢GiykKoHasona (200 Mr B CyTKHU) U
reniekokcuba (200 mr) Cmax u AUC 1eekokcuOa IMOBHIIIIanuCh Ha 68% u 134%
COOTBETCTBEHHO. [Ipy OMHOBpEMEHHOM IIPUMEHEHUH Iie1eKoKcuba 1 GpryKoHa3ona
MOZKeT IOTPeboBaThCS YMEHBIIIeHHEe MO3H IIeJIeKOKCuba BIOBOe.

Llukaopocgamud. OmHOBPEMEHHOE TPUMeHeHNe MuKIodpochamMuaga 1 GIyKoHa30/Ia
ITPUBOOUT K ITOBHIIIIEHUIO YPOBHS OMNMUPYOHMHA U KpeaTUHUHA B CHIBOPOTKE KPOBU. ITU
ImperapaThl MOXKHO MMPUMEHSATH OOHOBPEMEHHO, YUYUTHIBAsI PUCK ITOBBIIIIEHU S
KOHIIeHTpaluu OunIupyorHa 1 KpeaTUHUHA B CBIBOPOTKE KPOBH.

®eHmaHus. Coobiranoch 00 OOHOM JIeTalbHOM ClIydae MHTOKCHUKAIUU (PeHTaHUIIOM
BCJIECTBUE BO3MOKHOI'0O B3auMOAeUCcTBUSA ¢peHTaHumna u gpaykoHasosna. briio
IIPOAEMOHCTPUPOBAHO, YTO (JIYKOHA30JI 3HAUUTETBHO 3aMeIJIsi/I 3JIMMUHAIINIO
dbenTanumna. [1oBhIIIEeHNE KOHIIEHTPAIMY (PeHTaHN/Ia MOXKET IIPUBECTH K YTHETEHUIO
OBIXaHMS, IO3TOMY CJIeyeT THIaTeJIbHO KOHTPOJINUPOBATh COCTOSTHHE TallueHTa.
MozxkeT noTpeboBaThCS KOPPEKIM O03bl (peHTaHMIa.

HHaubumopusl 'MI'-KoA-pedykma3sbi. COBMECTHOE IpuMeHeHue GJIYKOHA30/Ia U
nuruno6uTopoB 'MK-KoA-penykTa3sl, KOTOphle MeTabonu3upyiTcsi CYP3A4
(aTopBacTaTUH U CUMBACTAaTHH), UK UHTUOUTOPOB ' MI'-KoA-penyKTa3sl, KOTOPhIE
MeTabonusupywTca CYP2C9 (dhmyBacTaTuH), MOBHIIIAET PUCK PA3BUTUS MUOIIATHUU U
pabgoMmuonusa. B cnydae He0OXOOUMOCTH OOHOBPEMEHHOTO IPUMEHEHHUS 9TUX
IpenapaToB cjieayeT THlaTelIbHO HaOIoaaTh 3a NaleHTOM OTHOCUTEJIBHO
BO3HMKHOBEHHUS CUMIITOMOB MUOIIATHUM ¥ PabOoMMOIN3a U IPOBOAUTH MOHUTOPUHT
ypoBHs K®K. B ciiydae IOBHIIEHNS YPOBHS KpeaTUHKHUA3E], a TaKXkKe [IpU
OUarHOCTUPOBAHUU UJIM ITOO3PEHUM Ha MUONATHIO / pabooMHUOIN3 TPUMEHEHUST
uHrnoutopoB 'MI'-KoA-penyKkTashl cjieqyeT NpeKpPaTUuTh.

Osaanapub. Ymepenubie uHruoutopsl CYP3A4, Takue Kak GpryKoHA3071, YBEJIMYUBAIOT
IJjIa3MeHHble KOHIIEHTPAIMU Olanapu00B, II09TOMY UX OJJHOBPEMEHHOE ITPUMEHEHMNE
He pekoMeHAyeTcs. Ecnu Takoi KOMOMHaIMM HeNb3s u30exkaTh, IIPUEM ojlarapuoy
orpaHuuyuBarT go3amu 200 Mr 2 pa3a B CyTKHU.



HmmyHocynpeccopbl (Hanpumep, LUK/A0OCNOPUH, 38€POAUMYC, CUPOAUMYC U
makpoaumyc).

IukaocnopuH. ®1yKOHA30J1 3HAUUTEJIbHO ITOBHIIIaeT KOHIleHTpanuoo u AUC
LUKJIocnopuHa. [Ipu ogHOBpeMeHHOM NNpuMeHeHun (piyKoHa3osa B fo3e 200 mMr B
CYTKHU U IIUKJIOCIIOPMHA B Ho3€e 2,7 Mr / Kr / cyT Habmoganock yBenudeHue AUC
nuKJocnopuHa B 1,8 pa3a. 9Ty npenapaThl MOXKHO IIPUMEHATh OOHOBPEMEHHO IIPU
YCJIOBUU YMEHBIIIEHUS O03bI [IUKJIOCIIOPUHA B 3aBUCUMOCTHU OT €r0 KOHIIeHTPAalluu.

3Jeepoaumyc. ®PIyKOHA30JI MOXKET IIOBHIIIATH KOHIIEHTPAIIUI0 3BepojiuMyca B
CLIBOPOTKE KpoBU yTeM uHrudbupoBanus CYP3A4. XoTs uccnemoBaHui in vitro u in
Vivo He IPOBOAUIIY, U3BECTHO, YTO (PJIyKOHA30JI MOXKET IIOBHIIIATh KOHIIEHTPAIIUI0
9BEPOJIUMYyCa B CHIBOPOTKE KpOBU nyTeM mHrubupoBanus CYP3A4.

Cupoaumyc. ®1yKoHa30JI IOBHIIAET KOHIIEHTPalUD CUPOJINMYyCa B IIJla3Me KPOBY,
BEPOSITHO, IIyTEM NOoHaBlieHus MeTabonu3Ma cuponumyca pepmeatTom CYP3A4 u P-
TJIUKOIIPOTEUH. JDTU IIpenapaThl MOXHO IIPUMEHATH OLHOBPEMEHHO IIPU YCIIOBUU
KOPPEKTUPOBKHU [O3LI CUPOJIMMYyCa B 3aBUCUMOCTHY OT YPOBHS KOHIIEHTPaIlUU U
a¢dpdekTOB npemnapara.

Takpoaumyc. ®1yKOHA30JI MOXKET MOBHIIIIAaTh KOHIIEHTPalUI0 TaKpPoJIuMyca B
CHIBOPOTKE KPOBU B 5 pa3 IpU ero rnepopajbHOM IIPUMEHEHUN HU3-3a IOgaBlIeHU s
MeTabonu3Ma Takponumyca pepmentoMm CYP3A4 B kunieuHuke. [Ipu BHYTPUBEHHOM
MIPUMEHEHUU TaKPOJIUMyca He HabJIIoganoch 3HaYNTEJIbHBIX U3MEHEHUU
(papmakokuHeTUKHU. [TOBHIIIIEHHBIE YPOBHU TAaKPOJIMMYyCa aCCOLMUPYIOTCS C
He(pPOTOKCUYHOCTHIO. [103y TaKpoIuMyca [AJjis IepopajbHOT0 IPUMEHEHHUS CIIeoyeT
CHUXKaTh B 3aBUCUMOCTH OT KOHIIEHTPAaIluM TaKPOJIUMYycCa.

JIozapmat. ®1yKOHa30J1 yrHeTaeT MeTa00JIM3M J103apTaHa K ero aKTUBHOTO
MmeTabonuta (E-31 74), uTo 00ycioBIuBaeT OOJIBIIYIO YaCTh aHTaroHUu3Ma K
penenTopaM aHruoTeH3uHa Il npu npuMeHeHUU jio3apTaHa. PekoMmeHayeTcs
OCYIIECTBJIAATh IOCTOSSHHBIM MOHUTOPUHT apTepUaJbHOIO AaBJIeHUs y ITallueHTOB.

MemadoH. ®TyKOHA30JI MOXKET IMOBHIIIIAaTh KOHIIEHTPAIIUIO MEeTaloHa B ChIBOPOTKE
KpoBu. [Ipu omfHOBpeMEeHHOM IIPUMEHEHUU MeTafoHa U (pJIyKOHa30/1a MOXKET
nmoTpeboBaThC KOPPEKTUPOBKA HO3bI MeTagoHa.

HecmepouoHble npomusosocnaaumenvHvle npenapamolt (HI1BII). T1pn
OOHOBPEMEHHOM IIpUMeHeHUuu c ¢pnykoHa3onoM Cmax u AUC ¢pnypburnpopeHa
noBbianuck Ha 23% u 81% COOTBETCTBEHHO 110 CPaBHEHUIO C COOTBETCTBYIOILIMMU
IMOKa3aTeIsIMU IIPU IPUMEHEHUHU TOJIbKO pypounpodeHa. AHAJIOTUYHO IIPU
OOHOBPEMEHHOM IIpuMeHeHuu GJIyKoHa30ja ¢ palreMmuuyeckum nbymnpoperom (400 mr)
Cmax u AUC ¢dapMaKoJIOTUYeCKHN aKTUBHOTO n3omepa S - (+) - ubynpodeHa



noBbIanuchk Ha 15% u 82% COOTBETCTBEHHO I10 CPaBHEHUIO C COOTBETCTBYIOIIUMU
IMoKa3aTelsIMU IPpU IPUMEeHEeHUU TOJIBKO palleMudecKoro ubynpodeHa.

®1yKOHA30JI IIOTEHIIMAJIBHO MOXKET IOBHIIIAaTh CUCTEMHYIO 9KCIIO3ULIUI0 OPYTUX
HIIBII, koTopsie MeTabonusupyotrca CYP2C9 (HanpumMmep, HallpOKCEH,
JIOPHOKCHKaMa, MeJIOKCuKaMa, JUKodeHakKa). XOTs CIlellnalIbHBIX UCCIIeNOBaHUMN He
IPOBOAUIIH, (PJIyKOHA30JI MOKET MOBHIIIIaTh CUCTEMHYIO 3Kcmo3unuio apyrux HIIBII,
KoTopble MeTabonu3upytcsa CYP2C9 (HanmpuMep, HaIPOKCEH, JIOPHOKCHUKaMa,
MeJIOKCHUKaMa, TUKJIogpeHaKa).

PekoMmeHayeTCs MepuoOaMdYeCKU OCYIIEeCTBISITh MOHUTOPUHT ITOO0YHBIX peaKIuil 1
TOKCUYECKUX IIPOSIBIIeHUM, cBI3aHHBIX ¢ HIIBII. MoxkeT moTpeboBaThCs
KoppekTupoBKa no3sl HITBII.

®eHumouH. PyKOHa30JI yTHETAeT MeTabomu3M (peHUTONuHA B IeUEHMU.
OnHOBpEeMeHHOe MHOTOKpaTHOe mpuMeHeHne 200 Mr ¢piykoHa3oma u 250 mr
(beHMTOMHA BHYTPUBEHHO IIPUBOAUT K mOBHIIIeHUI0 AUC24 peruTonHa Ha 75% u C
min Ha 128%. IIpu 0gHOBpEMEHHOM IIPUMEHEHUU 3TUX JIEKaPCTBEHHBIX CPENCTB
cienyeT IMIPOBOOUTHL MOHUTOPUHT KOHIIEHTpaluu (eHUTOUHA B CBIBOPOTKE KPOBU BO
n3bexkaHue Pa3BUTHUS TOKCUYECKOT0 AeHCcTBUS (peHUTOUHaA.

ITpedHu3oH. Coob1Iasnochk 0 ciiydae, KOrfa y naldeHTa ocjie TpaHCIIaHTalluu
reyeHy Ha (GOHe MPUMEHEHUS ITPegHN30Ha Pa3BUIach OCTPas HeAOCTATOYHOCTb KOPHI
HA[IIOYEeYHUKOB, BO3HUKIIIEH ITOCIIe IIPeKpalleHus TPEXMECSIYHOT 0 Kypca Tepanuu
dbrykornazomoMm. OTMeHH (GJIYKOHA30J1a, BEPOSITHO, BEI3BAJIO YCUIEHNE aKTUBHOCTH
CYP3A4, uyTo mpuBEJIO K YCKOPEeHUI0 MeTabonu3Ma npengHu3oHa. CiaeayeT TIaTeIbHO
cleguTh 3a MalleHTaMu, KOTOPhIe Ha MTPOTSXKEeHUH OJIUTEeTbHOTO BpeMeH!U
OOHOBPEMEHHO IIPUMEHSIOT (QIIyKOHA30JI ¥ IPETHU30H, C [eIbI0 MPEeayIpexKIeHUS
Pa3BUTHUS HEIOCTATOYHOCTHU KOPH HAAIIOYEYHUKOB IIOC/Ie OTMEHHI (pTyKOoHa301a.

PugpabymuH. ®1yKOHA30JI IIOBHIIIAET KOHIIEHTPAIuio prudadyTHHA B CLIBOPOTKE
KpOBHU, 4TO IpuBOoauT K yBenuueHuio AUC pudabytura mo 80%. [Tpu ogHOBpeMEHHOM
npuMeHeHUUN QIyKOHa30Jja U pudadyTruHa cO00IIasoCh O Cliy4dasiX pa3BUTUSA YBEUTA.
[Tpu mpuMeHEeHUU TaKOoM KOMOMHAIINY JIEKAPCTBEHHLIX CPEACTB CIeayeT YYUTHIBATh
CUMIITOMBI TOKCUYECKOTO elcTBUs pudadyTuHa.

CaksuHasup. ®nykoHa3o noshiliaeT AUC u Cmax cakBruHaBupa npuMepHo Ha 50% u
55% COOTBETCTBEHHO M3-3a II0JlaBJIeHNsI MeTaboIM3Ma CaKBUHABUpPA B IIeUeHU
depmenTom CYP3A4 u uepe3 uHruOMpoBaHue P-rmukonporernHa. BlauMoaencTBus
MexXkay (pJIyKOHa30JI0M ¥ CaKBUHABUPOM / PUTOHAaBUPOM He MCCJiefoBajiach, I03TOMY
OHU MOTYT OBITH O0OJIee BhIpaKeHHBIMU. Mo3KeT NoTpeboBaThCsI KOPPEKTUPOBKA MO3bI
CaKBUHaBHUDPA.



ITpou3soOHble cyabpoHUAMOYeBUHbL. [Ipy OMHOBPEMEHHOM IIpUMeHEeHUU (PIIYKOHA3011
ITPOJIOHTUPYET IIEPUO ITOJTyBbIBEIEHUS ITePOPATbHBIX ITPOU3BOIHBIX
Ccynb(POHUIMOUYEBUHEI (XJIOPIPOINIaMuIa, TITUOeHKIaMua, TIMIU3KUaa U Ton0yTaMuaa)
ITPYU WX TPUMEHEHUH 300POBLIM TOOPOBOJIbIIaM. PEKOMEHIYeTCsI MPOBOOUTD
PETYISIPHBIM KOHTPOIb YYPKY B KPOBU M COOTBETCTBYIOIIMM 00Pa30M CHUXKATh I03Y
ITPOU3BOIHBIX CYTb(POHUIMOUYEBHUHEI IPH OTHOBPEMEHHOM IIPUMEHEHUHU C
pnykoHazomom.

TeouaauH. Tlpumenenue ¢piaykoHasosna no 200 Mr B TedyeHnue 14 nHel OPUBEIIO K
CHU2KEHUIO CPeJHET0 KJIMpeHca TeopUusIrHa B mina3Me KpoBu Ha 18%. IlammeHTH,
KOTOPHBIE IIPUMEHSIOT TEO(PUINIUH B BBICOKUX [03aX UIU UMEIOINX MOBHIIIIEHHBI PUCK
pPa3BUTHUSA TOKCUYECKUX ITPOSBJIEHNN TeO(pUIIINHA 10 APYTUM IpPUYUHAM, CJIegyeT
YCTaHOBUTH HAA30P II0 BEISIBIIEHUIO IIPU3HAKOB PA3BUTUSA TOKCUUECKOTO IEeUCTBUSI
TeopuInuHa. Tepanuio cieayeT U3MEHUTD IIPU IIOSIBIIEHNHN TPHU3HAKOB TOKCUYHOCTH.

TogpauumuHub. Bnusaue TopauuTuHUOY BOo3pacTaeT IIPU OOHOBPEMEHHOM
IIPUMEHEHUM C JIEKAPCTBEHHBIMU CPeNCTBaMU, KOTOPhle IPUBOAAT K YMEPEHHOMY
nuHruoupoBaHus CYP3A4 u moiiHoro narubuposanusa 2C19 (Hanpumep, GpirykoHa3omn).
[ToaTOMy peKOMEHIOYETCS CHU3UTH A03y TohauuTuHUOy 00 5 Mr 1 pa3 B CYTKH B
KOMOMHAIIMSIX C 9TUMU IIperapaTaMu.

Ankanoudvl bapsuHka. PIyKOHA30JI, BEPOSITHO, U3-3a nuHrudbuposanuss CYP3A4 moxkeTt
BBI3LIBATH ITOBHIIIIEHNE KOHIIEHTPAIIUU aIKaJoua0B OapBUHKA B IJTa3Me KPOBU
(HampuMep, BUHKPUCTHHA U BUHOIACTHUHA), YTO IPUBOOUT K PA3BUTHUIO
HeNPOTOKCUUYeCKUX 3(pPeKTOB.

Bumamun A. Coo011aoch, 4TO y MalleHTa, KOTOPLIM OIMHOBPEMEHHO IPUMEHSINT
TPaHCPETUHOEBY KUCJIOTY (KHCJIOTHasA ¢popMa BUTaMuHa A) U (PIIyKOHA3O0]I,
HaOJIIoganuch MOOOYHEBIE PeaKIIMM CO CTOPOHHBI IIeHTpalbHOM HepBHOU cucteMul (ITHC)
B (popMe IICEBOOTYMOP I'OJIOBHOTO MO3ra, UC4Ye3 II0CJIe OTMEHHI (pJIyKOHa30/1a. OTH
JIeKapCTBEHHEIE CPEeNCTBa MOXKHO IIPUMEHATH OQHOBPEMEHHO, HO CllenyeT IOMHUTE O
PHCKe BO3HMKHOBEHUS IMTOOOYHBIX peakuui co ctopousl LIHC.

BopukoHaszoa (marudburtop CYP2C9, 2C19 u CYP3A4). OgHOBpeEMEHHOE TPUMEHEHUE
BOpHKOHa30Ja BHYTPh (1o 400 Mmr kKaxparle 12 gacoB B TedeHue 1 gusa, 3aTtem 1o 200
MTI Kaxkable 12 yacoB B TedyeHHue 2,5 gHeu) u ¢piaykKoHa3oma BHYTPb (400 mr B 1-11 meHb,
3ateM 1o 200 Mr Kaxkpanle 24 4aca B TedeHUe 4 JHelU ) IPUBENO K MOBHIIIEHUIO
MaKCuMallbHOM KOHIeHTpauuu u AUCT BopuKoHa30a B cpegHeM 00 57% (90% [IU:
20%, 107%) u 79% (90% OU: 40%, 128%) cooTBeTCTBEHHO. Hen3BeCTHO, IIPUBOOUT
CHHUJKEHNE O03Hl ¥ / UJIM YaCTOTH IIPUMEHEHUST BOPUKOHa30/Ia uin (pIyKoHa3osa K
yCTpaHeHUIO TaKoro a¢gdekTa. [Ipu npuMeHeHUN BOPUKOHA30IIa ITocie GiayKoHas3oja
cienyeT IMTPOBOOUTL HAOIIOMEHUS II0 Pa3BUTHUIO MTOOOYHBIX 3 (HEKTOB,
aCCOIIMHUPOBAHHBIX C BOPUKOHA30JIOM.



3udosyouH. ®nykoHa3oi moBkiiaeT C max u AUC 3umoBynuHa Ha 84% u 74%
COOTBETCTBEHHO, YTO 00yCJIOBII€HO CHUXKEHNEeM KIUpeHca 3UI0ByaIrnHa IPUMEPHO Ha
45% mpu ero nepopajabHOM IPUMeHeHUHU. [lepuo 1moTyBeIBeeHUsT 3UI0OByAuHA ObI
TaKxXKe MMpoAJieH npuMepHo Ha 128% mocre nmpuMeHeHuss KOMOUHaUUU piyKoHa30ja u
3upoByAuHa. [0 COCTOSTHMIO ITAllMeHTOB, IIPUHUMAIOIINX TaKyi0 KOMOMWHAIINIO
JIEKapPCTBEHHBIX CPEJICTB, ClIegyeT HaOIomaTh 0 PAa3BUTHUIO TOOOYHBIX PeaKIU,
CBSI3aHHBIX C TPUMEHEHUEM 3UIOByOINHA. M0OXXHO PacCMOTPETH 11eJIeCO00Pa3HOCTh
CHUKEHUS OO3bl 3UAOBYOUHA.

A3umpomuuyuH. I[Ipy OMHOBPpEMEHHOM IIpUEME Pa30BOM IPUMEHEHUHN a3UTPOMUIIMHA B
no3e 1200 mr u ¢pnykoHasosa B go3ax 800 Mr B mpoilecce OTKPBITOTO
PaHIOMU3UPOBAHHOTO TPEXCTOPOHHET O ITEPEKPECTHOTO UCCIIeOOBAHN’sI, B KOTOPOM
MPUHSAIYN yyacTue 18 300poBLIX TOOPOBOJIBIIEB, OIIEHUBAJIN BIUSHUE a3UTPOMUIIIHA U
(nykoHa3omna Ha ¢papMaKOKMHETUKY OPYT APyra IpU UX OOHOBPEMEHHOM IpUEME
pa3oBoM npuMeHeHnH B go3ax 1200 mr u 800 M COOTBETCTBEHHO, HUKAaKNX 3HAUYUMBIX
(bapmMakoKMHETUYECKHUX B3aUMOOENCTBUM BHISIBIIEHO He ORIJIO.

ITepopaavHblie KoHMpauenmuabsl. IIpoBoanIOCh 2 (papMaKOKMHETUYECKUX
KCCJIeOBaHUsI MHOTOKPATHOTO IpUMeHeHUs (GIyKOHa30J1a 1 KOMOMHUPOBAHHOTO
IIepopajbHOr0 KOHTpauenTusa. [Ipu npumMmeHeHuu ¢GpiyKoHa3oia B fo3e 50 mMr
BJIMSTHUSI Ha YPOBEHb TOPMOHOB He OBIJIO, TOTHa KaK IMPU IIpuMeHeHuU (HIyKoHa30JjIa B
mo3e 200 mr B cyTku Habmomanock yBenuuenue AUC sTuHUISCcTpaguoina Ha 40% u
JieBOHOpTrecTpena Ha 24%. 3To CBUOETENbCTBYET O TOM, YTO MHOTOKpPaTHOE
npuMeHeHMre (pJIyKoHa30Jjla B YKa3aHHBIX J03aX BPs[ JIM MOXKET BIUATH Ha

9 HEeKTUBHOCTh KOMOMHUPOBAHHOI'O II€POPAIbHOI0 KOHTPAIIeIITHBRA.

OC00eHHOCTH IPUMEHEHU ST

Iepmamogpumus. CormacHO pe3yIbTaTaM HCCIIeIOBaHus QIyKOHA30JIa OJIs JIeYeHUs
nepMaTopUTHUH y meTel QIyKOHa30JI He IpeBhIlIaeT Ipu3eodyIbBUH 110

9 heKTUBHOCTH, OO MOKa3aTenb apPeKTuBHOCTH cocTaBnsgeT MeHee 20%.
[TosToMy ¢GJIyKOHA30JI HE CIeayeT IIPUMEHSTh IS JIeUeHUs NePMaTODUTUH.

Kpunmoxokko3s. [Jloka3aTeabCTB 3¢ HeKTUBHOCTH (PIIyKOHA30J1a OJIS JTeYeHUs
KPUIITOKOKKO3a APYTUX JIOKaIu3aluul (HalrpuMep, J1erOYHOro KPUIITOKOKKO3a U
KPUIITOKOKKO3a KOXKH) HEeOOCTAaTOYHO, ITI03TOMY PEKOMEHOAINM 110 J030BOT0 PexXuMa
OJIsI IeYeHUsT TaKuX 3a00IeBaHUM HET.

I'rybokue sHOemuveckue Muko3ul. [loKka3aTenbCTB 3pPeKTuBHOCTH (HIIyKOHA30Ia O
JIeueHus OpPyrux GopM dHAEMHUYHEIX MUKO30B, TAKUX KaK ITapPaKOKIHUANOUIOMHUKO3,
THCTOIIJIa3MO03 ¥ KOXHO-TUM(PAaTUUYECKUN CIOPOTPUX03, HEJOCTATOUYHO, TIO3TOMY
PEeKOMEeHOAlluH 10 JO30BOT0 pexkuMa OJIs JIeYeHusT TaKuX 3a00ieBaHuil HeT.



IToueuyHas cucmema. ITaleHTaM ¢ HapyIIeHUSIMU (PYHKIIMYM IOYeK IIperapaT ciaeayeT
MIPUMEHSTH C OCTOPOKHOCTHIO (CM. Pasmen «Cnocob mpuMeHEeHUS U TO3BI»).

HedocmamouHocmb HaOno4yeyHuko8. KeTOKOHa30J1, KaK U3BECTHO, BLI3BIBAET
HEeOOCTAaTOYHOCTh HAAMMOYEYHUKOB, 3TO TaKXKe MOXKET KacaThCs (GJIyKOHA3071a, XOTsI
HabJrogaeTcs: pegko. HemocTaToYHOCTh HAAIIOYEYHHKOB, CBsI3aHHAS C
OOHOBPEMEHHEIM JIedYeHUeM IIPeIHN30HOM, ONKUCaHHas B pa3fese «B3aumMoaencTBue
OPYTUMH JIeKapCTBEHHLIMHU CPEeACTBAaMU U OPYyTrue BUIOLI B3aUMOIOEeNCTBUM. BrnusHue
¢bnykoHa3osa Ha Opyrue J1eKapCTBeHHbIe CPedCTBa ».

Co cmopoHbl 2enamobuauapHol cucmemsl. ITariueHTaM ¢ HapymeHUuIMU QYHKIIUN
IIe4YeHH IIpelapaT ClenyeT IIPUMEHSATh C OCTOPOXKHOCTRIO. [IpuMeHeHne QIIyKOHa30J1a
aCCOLIMMPOBAJIOCh C BOBHUKHOBEHNEM PEOKNX CIIydaeB Pa3BUTUS TAXKeEJION
rermaTOTOKCUYHOCTH, BKJTIOYAas JIeTaJIbHBIE CIydau, TJIaBHBIM 00pa30M Y ITAllieHTOB C
TSI2KEeJIBIMU OCHOBHBIMHU 3a00jieBaHUSIMU. B ciiydae, Korma pa3BUTHE
rernaTOTOKCUYHOCTH aCCOILIMUPOBAJICA C IpuMeHeHueM (pIyKoHa30Jjia, He OTMEYEHO ee
SIBHOU 3aBUCUMOCTH OT OOIIleM CYTOYHOM [O03bI, AJIMTEILHOCTU Tepalliu, mojia uilu
Bo3pacTa naiueHTa. OOBIYHO remaTOTOKCUYHOCTD, BEI3BaHHAasI (PIIYKOHA30JI0M,
oOpaTuMa, a ee IPOSIBIEHUS MUCYE3al0T IIOCJie IPeKpallleHNUs TePaluu.

[TarreHTHI, Y KOTOPHIX IIPH IPUMeHeHNH QIyKoHa30J1a HaOIIogaoTCsI OTKIIOHEHU
pe3ynbTaToB GYHKIIMOHAIBHBIX IIP00 MeYeHH, ClIeyeT YCTAHOBUThD TIAaTeIbHOe
HaOofeHue 10 Pa3BUTHUIO 00Jiee TSIXKEeJIOT0 MoPaXKeHus IIeYeHHu.

[TanmeHTOB cliegyeT IPOUHOOPMHUPOBATE O CUMIITOMAaX, KOTOPHIE MOTYT
CBUOETEJIbCTBOBATh O CEPbE3HOM BIUSHUU Ha MeYeHb (BhIpaXKeHHast aCTEeHUS,
AHOPEKCHs, IIOCTOSTHHA TOIIHOTA, PBOTA U XKeJITyXa). B TakoM ciiyuae mpuMeHeHUe
dbnykKoHa30J1a ciegyeT HeMeaJIeHHO IPEKPATUTDb U IPOKOHCYIbTUPOBATHCS C BPAYOM.

CepoeuyHo-cocyducmas cucmema. HeKOTOpEIe a30JIbl, B TOM 4HKCJie U (PIyKOHA307I,
acconuupyTcsa ¢ yomuHeHveM uHTepBaia QT Ha OKI'. ®nyKoHa3051 yOJIuHAET
HHTepBasn Q-nyTeM yrHETEHUs BHIIPSAMIISIONIEro KaaueBoro Kanana (Ikr). Yonuuenue
uHTepBana QT BciencTBrue OeWCTBUS APYTUX JIEKAPCTBEHHBIX CPENCTB (HAIIpUuMeD,
aMMUOIapoHa) MOXKeT YCUIUBATLCS B pe3ynbTaTe yrHeTeHus pepmenta CYP3A4
nutoxpoma P450. Coobuianock 00 0YeHb PEAKUX ClIydasax youHeHue untepBaia QT u
IMapOKCU3MaJIbHOM KeJTyJOYKOBOM TaXUKapOUM TUIIA MUPYIT IIPU IPUMEeHEeHU!U
dnykoHazomna. Takue coobIleHUST KacalucCh MMAallMeHTOB C TSAXKeIbIMU 3a00JIeBaHUSMU
IIPY COYeTaHUM MHOTUX (paKTOPOB PUCKa, TAaKUMU KaK CTPYKTypPHbIE 3a001eBaHUSA
cepmla, HapyIIeHUs 3JIEKTPOJIMTHOTO0 oOMeHa ¥ OMHOBPEMEHHOE MPUMEHEHNE OPYTUX
JIEKapPCTBEHHBIX CPEJICTB, BIUSIONINX Ha HHTepBaa Q-. [lalfueHTH C TUIOKaTueMuen u
IPOTPECCUPYIOLIEN CEPOEeYHON HEOOCTAaTOYHOCTHI0O UMEIOT IMOBLIIIIEHHBIN PUCK
BO3HUKHOBEHUS YTPOXKAIOIINX XKU3HU KEJIYOJOYKOBLIX aPUTMUM U ITaPOKCU3MaTbHOU
KeJyoo4YKOBOY TaXWKapOUU TUIIA TUPYIT.



®yKOHA30II CjiefyeT C OCTOPOXKHOCThIO IPUMEHSTH MTallieHTaM C PUCKOM pPa3BUTHUSI
aputMmui. OOHOBPEMEHHOE IIPUMEHEHME C JIEKaPCTBEHHBIMU CPEeOCTBaMU,
mpostoHTupPyioT nHTepBan QTc u MmeTabonu3aupyioTcs ¢ momoirbio pepmenta CYP3A4
nutoxpoMma P450, npoTuBonoka3aHo (cM. Pa3gensl «IIpoTUBONIOKa3aHUSI» U
«B3amMopencTBUE C APYTUMU JIEKapCTBEHHBIMU CpeNCTBaMU U OPYTHUe BUOEL
B3aUMMOOENCTBUI»).

I'anopanmpuH. T'anodauTpun siBnasiercs cyoctpatoM pepmenta CYP3A4 u
nponoHrupyeT uHnTepBan QTc npu npuMeHEeHUU B PpeKOMEHAOBaHHBIX
TepalneBTUYeCKUX no3ax. OODHOBpeMEHHOe IpUMeHeHue rajodaHTprHa U
dbrykoHazosna He pekoMeHAyeTcs (cM. Paspmensl «IIpoTuBOnIOKa3aHUusa» U
«B3auMopieiCTBUE C APYTUMHU JIeKapCTBEHHBIMU CPEACTBAaMU U OPYyTUe BUOBI
B3aMMOOENCTBUI»).

Annepauveckue peakuuu. ITpu npuMeHeHUU QIyKoHa30Ja PeIKO CO00IIaaoCh O
Pa3BUTHUM TaKUX 9KC(HOIMATUBHBIX KOXKHBIX peaKiuii, cikHOApoM CTuBeHcCa-/[2KOHCOHA U
TOKCUYECKUM 3muaepManbHbIil HeKponu3s. [TanueHTs co CITHM oM Gojiee CKIOHHEI K
Pa3BUTHIO TSAKEIBIX KOXKHBIX PeaKLUl IPYU IPUMEHEHNN MHOTUX JIEKapPCTBEHHBIX
cpenctB. Ecnu y maimeHTa ¢ TOBEPXHOCTHOM I'PUOKOBOM MHGEKITUEH TTOSBIISAIOTCS
BBICHITIAHUS, MOXKHO CBSI3aTh C MIpUMeHeHUeM (PIIyKOoHa30J1a, JajibHeunee
IIpUMeHeHMe [IpelapaTa cjenyeT IpeKpaTuTh. Eciiu y manueHTa ¢ U”HBa3UBHOU /
CUCTEeMHOM IrpubKOBOM MHGPEKIMEN ITOSIBISIIOTCS BLICHITIAHUS Ha KOXKe, 3a ero
COCTOSTHMEM HY2KHO TIIaTEeIbHO HaOI0OaTh, a B ClIy4yae Pa3BUTHUS OyJII€3HBIX
BBICHITIAHUU UJIM ITOJIMMOPGHOMN 3pUTEMEI IPUMeHeHUs QIyKOHa30Jj1a CleayeT
IpPEKpPaTUTh.

I'unepuyscmeumeavHOoCcMb. B pegkux ciaydasix coo0Iaaoch O Pa3BUTUHU
aHapunakTuyeckux peaknuu (cMm. Pasgen «IIpoTUBOIIOKA3aHUS»).

Llumoxpom P450. ®nyKoHa301 SIBISIETCSA YMEPEHHBIM UHTHOUTOPOM (PEePMEHTOB
CYP2C9 CYP3AA4. Takxke (hyKOHA30JI ABJISETCS MOIIHBIM HHTUOUTOPOM (pepMeHTa
CYP2C19. CnenyeT HabmogaTh 3a COCTOSHUEM TTAllMEHTOB, OOHOBPEMEHHO
IPUHUMAaIOMUX (JIyKOHA30JI U IIpenapaThl C Y3KMM TepaleBTUUYEeCKUM OKHOM,
KOoTOophle MeTabonmu3upytoTcs ¢ yaactueM CYP2C9, CYP2C19 u CYP3A4 (cM. pa3pgen
«B3aumMopenicTBUE C OPYTUMU JIEKaPpCTBEHHBIMU CPEOCTBAMHU U OPYTHUE BULEL
B3aMMOOEHUCTBUI»).

TeppernaouH. CnegyeT THlaTeIbHO HAOMIOOATh 3a COCTOSTHHEM MallueHTa IIpu
OOHOBPEMEHHOM IIpUMeHeHUU TepdheHannHa u PraykKoHa3osa B go3e MeHee 400 Mr B
cyTku (cM. Pasgensl «IIpoTuBomOKa3aHus» U « B3aauMoaencTBre C OPpyruMu
JIeKapCTBEHHBIMHU CPEACTBAMHU U OPYT¥e BUOBI B3aUMOOENCTBUM»).



BcnomozameavHble seuecmea. [Ipenapat cConepXuUT pacTBOP HATPUS XJIOPULA, YTO
clegyeT yUYUTHIBATh IPU Ha3HAUEHUU NallieHTaM, KOTOPHIM HeOOX0OMMO OTPaHUYUTh
ynotpe0biieHre HaTPpUSA U XKUIKOCTH.

CrnocoOHOCTH BJIMATH Ha CKOPOCTHh PEaKIIMH IIPH YIIpPpaBJIeHUH
ABTOTPAHCIOPTOM MJ/IHM PadoTe C MeXxaHHu3MaMH

HccnemoBauuii BIUsHUSA GJIyKOoHa30/1a Ha CIIOCOOHOCTD YIIPaBISITh aBTOTPAHCIIOPTOM
WUJIM OPYTUMU MeXaHu3MaMU He ITPOBOOUIIN.

[TareHTOB ciIeayeT MPOUHGOPMHUPOBATL O BO3MOXKHOCTH PAa3BUTUS T'OJIOBOKPYKEHU S
WM CyOOPOT IpHU IpuMeHeHue ¢piaykoHas3omna (cMm. Pazgen «IToO0uHEIE peaKITum»).
[Tpu pa3BUTHUM TAKUX CUMIITOMOB HE PEKOMEHOYeTCS YIIPaBJISATh aBTOTPAHCIOPTOM
u1 padboTaTh C MEXaHHU3MaMH.

IIppuMeHeHHe B mMepPHO]] 0EPEMEHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

I[laHHBIE, TOTyYEeHHBIE IIPU PA30BOM HJIU ITIOBTOPHOM IIpUMEHEHUU (QIIYKOHA30JIa B
00BIYHBIX A03ax (<200 Mr / CyT) HECKOJIBKMM COTHSIM OepeMEeHHBIX XKEHIIUH B TeUeHUe
I TpuMecTpa OepeMeHHOCTH, He ITPOAEeMOHCTPUPOBAJIN HexKenaTeJIbHBIX 3¢ (EKTOB Ha
mon. Coo011asoch 0 MHOTOYXCIIEHHBIX BPOXKIEHHBIE TTaTOIOTHUN Y HOBOPOXKOEHHBIX
(BkTto4as OpanudpeHusi, OUCIJIa3uio YIIIHON PAaKOBUHBI, Ype3MepHOe YBeTnYeHne
rmepegHero poOHWUYKA, UCKPUBJIeHHE Oenpa, IIJIeY0JIUKThOBHUM CHHOCTO3), MaTepHu
KOTOPHBIX IIPUHUMAJIM BBICOKHE 03k (ryKoHa3oa (400-800 Mmr / cyT) B Te4eHHE II0
KpaliHel Mepe Tpex uiu 6ojiee MecsIeB OJis JedeHne KOKIuanono3a. CBsi3b Mexay
npuMeHeHHeM (IYKOHA30JIa U 9TUMM CIy4assMHU He olpedeseHa.

HccaedosaHua HA s#cuBOMHbIX penpol0yKmuB8HOU MOKCUYHOCMU.

He cnenyeT mpuMeHSTh OOLIYHEIE O3Bl (DIYKOHA30JIa ¥ KPATKOCPOYHEIE KYPCHI
JleueHus GIIYKOHA30JIOM B IIepuon 6epeMeHHOCTH, 3a UCKII0UeHneM KpalHen
HEeoOXOOUMOCTH.

He cnemyeT npuMeHSATh BEICOKHME OO3bI (IIYKOHA30/Ia U / UITHU OJINTENbHBIE KYPCH
edyeHuss GIIyKOHA30JI0M B Ilepuop 0epeMeHHOCTH, 3a UCKIIIOUYEeHUEM JIeYeHUs
UHpEKIUY, IIOTeHIIHAaIbHO YTPOXKaKIIue KU3HU.

®dyKOHa30J/I IPOHUKAET B I'PYQJHOE MOJIOKO U OOCTUTraeT HU3KOU KOHILIEHTpallui, YeM B
nna3Me KpoBu. KopmiieHue rpyabio MOXKHO IIPOLOJIZKaTh IOCJIEe Pa30BOr0 IPUMEHEHU T
00BIYHOM 03kl (QIIYKOHA30J1a, 4YTO cocTapisieT 200 M UM MEHBbIIIe.

KopMuTh rpypio He peKOMEHOyeTCsI IPU MHOTOKPAaTHOM IpUMeHeHuu (pJIyKoHa3oja
WUJIV TIPU IPUMEeHEeHUU OONbIuX m03 p1yKoHa3oIa.



Cnoco0 mpuMeHeHHUsI U 1035l

Ilo3a ¢prykoHa30j1a 3aBUCUT OT BUOA U TSIKECTHU I'PUOKOBOM MHOEKIHUN.

[Tpu HeOOXOAMMOCTH MHOTOKPATHOTO IPUMEHEeHHUs IIpenapara jieueHuss nHGeKIui
clenyeT IIPOAOoJIKaTh M0 UCUYE3HOBEHUS KIMHUYECKUX U JTaO0OPaTOPHBIX ITPOSBIIEHUN
aKTUBHOCTU I'pubKoBOM nHPeKIuu. HegocTaTouHas IPOaOIKUTETbHOCTD JI€YeHUS
MOKET ITPUBECTHU K BO30OHOBIIEHUIO aKTUBHOT 0 NH(PEKIIMOHHOTO ITpOoIlecca.

[IpenapaT IPUMEHSTh BHYTPDb UM BHYTPUBEHHO ITyTeM uHpy3unu. Cnocob
IIPUMEHEHU S ITpenapaTa 3aBUCUT OT KJIMHUYECKOTO COCTOSTHUS IalueHTa. HeT
HeoOXOOUMOCTH B U3MEHEHUHU CYTOYHOU MO3Hl IpellapaTa IIpU U3MEeHEHUH IIyTU ero
IIPpUMEHEeHU C IpueMa Ha BHYTPUBEHHBIM U HAa000OPOT.

PacTtBOp o5t mHQY3Ul CciiefyeT BBOOUTH CO CKOPOCThIO, He ImpeBhimatonien 10 M /
MUH.

Cosmecmumocmb npenapamada.
MUKOCHUCT COBMECTUM C TAKUMHU PAacTBOPaAMHU:

e 5% u 20% pacTBOp TI'IIOKO3bI
pacTtBop PuHrepa;
pacTtBOop XapTMaHa;

pPacTBOpP KaJlus XJI0pHuaa B I'NTIOKO3€;
4,2% u 5% pacTBop HaTpus OukapOoOHaTa;

3,5% pacTBOpP aMHUHO3UHY;

0,9% pacTBOp HaTpUusd XJIOpPUOaA

nuanadnaekc (6,36% pacTBOp OJi UHTPanepUTOHealbHAsaA OUannu3a).

MuUKOCHUCT MOKHa BBOOUTH B UH(MY3UOHHYIO CUCTEMY BMECTE C OOHUM U3 YKa3aHHBIX
BBIIIIE PACTBOPOB. XOTSI CIydyau HecneuupuiecKo HeCOBMECTUMOCTH IIpelaparTa C
OPYTUMM CPeACTBaMU He ONUCaHbl, He PEKOMEHAYEeTCS CMeIIuBaTh MUKOCUCT C
OPYTUMMU IIpeliapaTaMu Iepen nHpy3uen.

PacTBop gns uHGy3ul npegHa3HadyeH TOJILKO AJIA Pa30BOro MpUMeHeHus1. Pa3BeneHue
ClIemyeT OCYIIECTBISTh B aCENTUYECKHUX YCIIOBUSIX. PacTBOp HEOOXOOMMO IIPOBEPUTH
Ha HaJu4yue IMTOCTOPOHHUX YAaCTUIl U U3MEHEeHUe OKpacKu. PacTBop cremyeTt
KMCIIOJIb30BaTh TOJILKO TOTHA, KOT'[la OH ITPO3PaYyHbIM U HE COOEPKUT ITOCTOPOHHUX
yacTull. Hercnonb3oBaHHBIE OCTATKU ITpenapaTa Heo0X0oUMO YHUYTOXKUTD.

Bapocrzie.

Kpunmokokkos.



JledeHre KPUIITOKOKKOBOTO MEHMHTHATA PEKOMEHAyeMasl Harpy304yHas go3a
coctaBiseT 400 Mr B IepBBIU [IeHb, HoAmepxKuBatoias go3a - 200-400 mr / cyT.
[TpoOomKUTEILHOCTD JIeUueHusT OOBIYHO COCTaBIseT He MeHee 6-8 Hemens. [1pu
MHOPEKIMAX, YTPOKAIINX XKNU3HU, CYTOYHYIO O3y MOXKHO yBenu4uTh 10 800 Mmr.
[TogmepzkuBaroiias Tepanus Ojis IpegynpekXaeHns peluuanBa KPpUIITOKOKKOBOT O
MEHUHTUTA Y TallieHTOB C BEICOKUM PHUCKOM €T0 Pa3BUTHUA: PEKOMeHOyeMas go3a
coctaBsseT 200 Mr / CyT B TeueHHe HEOTPaHUUYEHHOI'0 BpEMEHHU.

Kokuuoduouoos. Pekomenngyemas mo3a coctasasieT 200-400 mr / cyT.
[TpomonKuTEeNbHOCTE JIeueHus cocTtaBisgeT 11-24 mecsia uiau Oobllie B 3aBUCUMOCTH
OT COCTOSIHMS malimeHTa. [IJIs meuyeHuss HeKOTOPLIX GopM MHGMEKIIUHU, 0COOEHHO OJIs
JIe4eHUSI MEHUHTUTA MOXKET OBITH 11eJIeCO00Pa3HBIM IPUMEHEHHE TO3HI

800 mr / cyT.

HWuBa3uBHLINM KaHOuOo3. Harpy3souyHas mo3a cocTtasisgeT 800 MI B IIepBHIU OEHB,
nonaep kuBatoias go3a - 400 mr / cyt. OOBIYHO peKoMeHayeMast IPOOOIKUTEIbHOCTh
JIeYeHUusI KaHOuOeMUH COCTaBJISIET

2 Hefeu II0CJie IEePBLIX HEraTUBHBIX PE3yJIbTaTOB KYyJIbTYPHl KPOBU ¥ UCUE3HOBEHUS
MIPHU3HAKOB U CUMIITOMOB KaHOUIEMUHU.

KaHoudo3 causucmuix 060s104exk.

Kangupo3 poTOrjoTKu: Harpy3ouHas go3a cocTtasisgeT 200-400 Mr B IepBbIY [€HD,
noppepzxuBaroiiasa go3a - 100-200 mr / cyT. IIpomoiKUTeTbHOCTE JIeYeHU A
cocTtaBnseT 7-21 meHb (IO JOCTUXKEHHUS PEMUCCHUH), HO MOXKET OBITh YBEeIUYEHa I
MMalleHTOB C TSAXKETBIM UMMYHOOEe(QUIIUTOM.

Kaugupo3 nuieBoga Harpy3ouHas go3a cocTanisgeT 200-400 Mr B IIepBbIY [€HB,
nopgaepxkuBatoiiasa go3a - 100-200 mr / cyT. IIpomomKUTETbHOCTh JT€YEeHU A
coctaBnseT 14-30 gHel (IO JOCTUXKEHUS PEMUCCUHN), HO MOXKeT OBLITh YBeIUUeHa [IJIs
ManUueHTOB C TSIKEIBIM UMMYHOOEeDUIIUTOM.

Kaspunypus pekomerngyeMasi go3a coctaBnseT 200-400 mr / cyT B TedeHue 7-21
OHeu. [171 malueHTOoB C TSIXKeJIBIM UMMYHOOe(QUIIUTOM ITPOAOIXKUTEILHOCTD JIEYEHU A
MOZKHO YBEJINYUTE.

XpoHUYECKU aTpopudeCKN KaHONO03 peKOMeHayeMas fo3a coctasnsgeT 50 Mr / cyT
B TeYeHUeEe
14 oHein.

XpOHWYECKNU KaHOU03 KOXKY U CIIM3UCTHIX 000/I04€eK peKOMeHayeMas 1o3a
coctaBsusgeT 50-100 mr / cyT. I[IpOmOIXKUTENTBHOCTD JIEYEHUSI COCTaBJIAEeT 00 28 gHen,
HO MOXKeT OBITh yBeIUYeHa B 3aBUCUMOCTH OT TSIKECTH U BUAa MHPEKIIUU UIu
CHUKEHWEe UMMYHUTETA.



[MpepynpexaeHus pelyuauBa KaHOUI03a CIU3UCTHIX 000JI0YeK Y MmanueHToB ¢ BUY,
KOTOpPbIE UMEIOT BBICOKUU PUCK €0 Pa3BUTHUS.

Kauguno3 poTorjioTKY, KaHOUA03 NUIlleBOoda: peKoMeHayeMas go3a COCTaBJIsieT
100-200 mr / cyt unu 200 Mmr 3 pa3sa B Hegenw. [IpogomKuTenbHOCTh JIEYHEHU A
SIBJIIETCSI HEOTPAHUYEHHBIM [JI allMeHTOB C IOAaBI€eHHBIM UMMYHUTETOM.

[TpodunakTrKa KaHOUOO3HBIX MH(PEKIUY y TallUeHTOB C OJIUTEJIbHOU HEUTPOIIEHUEN.
Pexomenpnyemas go3a cocrainseT 200-400 mr. JleueHue ciienyeT Ha4yuHATH 3a
HECKOJIBKO JHEU OO0 0KHUAaeMOIr0 Pa3BUTHUSA HEUTPOIIEHUY U IPOAOJIXKATh B TedeHue 7/
IOHEeI MOocjie IOBHIIIeHu Yncia HelTpoduioB 6osmee 1000 / mm 3.

[TarmmeHTHI MOXKUIIOTO BO3pacTa.

I[lo3y HeoOXxoOuMO IoAOMpPaTh B 3aBUCUMOCTHU OT COCTOSTHUS (PYHKIIMH ITOYEK (CM.
Huxe).

[TalieHTHl C IIOYEYHOM HEOJOCTAaTOYHOCTRIO.

®nyKOHaA30JI BEIBOOUTCS U3 OpraHU3Ma NIPEUMYIIeCTBEHHO C MOY0Y B HEU3MEHEHHOM
Bupge. [Ipu pa3oBOM IIpUMEHEHUU KOPPEKTUPOBATh NO3Y IIpenapara He TpeOyeTcs.
[TaumeHnTaM (BKJII0OYas AeTel) C HapylleHueM (QyHKIIUU MOYEK ITPU HeOOXOOMMOCTH
MHOTOKPAaTHOI'O IIPUMEHEHU ITpellapaTa B IIEPBHIM OeHb JIeYeHUS CJIefyeT IPUMEHSITh
HayvajbHYyI0 703y 50-400 Mr B 3aBUCUMOCTH OT ITIOKa3aHuu. Ilocsie 3TOro CyTO4Hy0
mo3y (B 3aBUCUMOCTHY OT IOKa3aHUM) CIeOyeT PaCCYUTHIBATHL B COOTBETCTBUM C
HUXKecCIenyoome Tadbnulie:

KaupeHc kpeamuHuHa (M/1/MUH) IIpoueHT OT PEeKOMEHAYyeMOH 035l
> 50 100 %

=< 50 (6e3 muanu3sa) 50 %

PerynsipHbell guanus 100 % mocne KaxXaoro guajan3a

[TanueHTH, HaXOOAIMECs Ha PeryJasapHOM Ouanu3e, OOJIKHEBI nonydaTth 100%
PEeKOMeHAyeMOU NO3HI IOCJIe KaXKaoro guann3a. B neHs, Korga quanus He
IIPOBOAUTCS, TTAllMEHT JOJI2KEH MOIy4aTh 03y, OTKOPPEKTUPOBAHHBIM B 3aBUCUMOCTHU
OT KJIUPpEHCa KpeaTUuHUHA.

ITauyueHnmul ¢ HapyweHuem pyHKUUU NeyeHuU.




®nyKOHa30II CIeayeT IPUMEHSITh C OCTOPOXKHOCTBIO ITallMeHTaM C HapyHIeHUSMU
(yHKILIMY TeYeHU, TOCKOIbKY HH(pOpMallnuM 10 IpUMeHeHUI0 (IIyKOHa30j1a 3TOU
KaTeropuu namueHTOB HeJOCTaTOYHO.

Iemu.
He cnenyet npesBbIilIaTh MAKCUMAaJIbHYIO CYTOYHYIO 003y 400 mr.

Kak v nmpu aHa/OTUYHBIX UH(PEKIIUSAX Y B3POCIIbIX, AJINTEILHOCTD JIEYEeHUSA 3aBUCUT OT
KJIMHUYECKOU ¥ MUKOJIOTUYECKOU OTBeTa. MUKOCUCT IIPUMEHATh 1 pa3 B CyTKHU.

Ilo3upoBKa IIpenapara OeTsIM C HapylleHreM QYHKIINYU IOYeK NPUBENEeHEl BHIIIIE.,
dapmakoknMHeTHUKa (PprIyKOHa30J1a He UCCcJiefoBaiach y IeTel C II0UYeYHOU
HeOOoCTaTOYHOCTHhIO (cM. Huzxke nHOPMAIIHIO IT0 TPUMEHEHNI0 HOBOPOXKIEHHEIM, Y
KOTOPBIX YacTO HaOJII0gaeTCs MepBUYHAasI He3PEJIOCTh MOYEeK).

Ilemu 8 8Bo3pacme om 12 nem.

B 3aBHCHMOCTHY OT MacCCHI Tejla U myOepTaTHOTO Pa3BUTHUS Bpady CJIeOyeT OIeHUTh,
KaKas mo3a ([OJ1s1 B3POCJILIX UJIH [JIS JeTel) SIBISeTCS ONTUMAJIbHOM OJIs MallieHTa.
KnuHrudyeckue maHHBIE CBUOETEIBCTBYIOT O TOM, YTO y AeTel KJIUpPeHC (pIyKOHa301a
BBIIIIE IO CpaBHEHMIO CcO B3pocnbiMu. [Ipumenenue 0o3 100, 200 u 400 Mr B3pOCIIBLIM U
mo3 3, 6 u 12 Mr / Kr geTsaM OPUBOOUT K OOCTHUXKEHUNIO COIIOCTaBUMOMN CUCTEMHOU
9KCIIO3UIUH.

Ilemu 8 8Bo3pacme om 28 OHell 0o 11 nem.

Kaupupmos cnu3ucTteix 0001049€K: HadaiabHas J03a COCTaBNsAaeT 6 MT / KT / CyT,
nopmepzxKuBarlas no3a -3 Mr / Kr / cyT. HayanbHyI0 03y MOXKHO IPUMEHATH B
TIEPBHIM OEHB C IIeJIbi0 00JIee OBICTPOTO JOCTUXKEHUSI PABHOBECHOM KOHIIEHTPAIINH.

HWMHBa3uBHLBIN KaHOXWO03, KPUIITOKOKKOBEIM MEHUHTHUT [A03a COCTaBisaeT 6-12 mr / Kr /
CYT B 3aBUCUMOCTH OT CTEIIeHHU TSIXKeCTHu 3a00jieBaHus.

[TogmepzxuBariias Tepanus OJid IpegynpeXaeHus peluauBa KPUIITOKOKKOBOTO
MEHVHIUTA Y OeTel C BBICOKUM PHUCKOM €r0 Pa3BUTHUSA: J03a COCTaBJIsIeT 6 MI' / KT / CyT
B 3aBHCUMOCTHU OT CTEIEHU TSIKeCTU 3ab0ieBaHuUs.

[TpodunakTrKa KaHOMA03a y DallueHTOB C UMMYHOAe(pUIIMTOM: J0o3a cocTaBnsgeT 3-12
MT / KT / CyT B 3aBUCUMOCTH OT BHIPA’KE€HHOCTH U IPOLOIKUTETbHOCTHA
UHOYLMPOBAHHON HEUTPOIIeHUU (CM. [103HI OJIsT B3POCIIHIX).

Ilemu 8 8Bo3pacme om poatcoeHus 0o 27 OHell.



Y HOBOPOXKOEeHHBIX (hJIYKOHA30JI BEIBOOUTCS U3 OpPraHu3Ma MeqJjieHHo. [JlaHHbIe 110
bapMakokuHETHKE, Ha KOTOPBIX 0Q3UPYIOTCS OO3HI OJII MOHOIIEHHBIX
HOBOPOXK[EHHLIX, YKa3aHHbIe HUXKe, IPUBedeHHl B pa3aere «PapMaKOKUHETUKA».

ITOHOIIIEHHBIX HOBOPOXKOEHHLIX B Bo3pacTe oT 0 0o 14 mHeM: m03bl, aHAJIOTUYHLIE
YKa3aHHBIM BHIIIIE 071 geTer oT 28 gHeu oo 11 net, ciegyeT IpUMEHATh KaxKasle 72
yaca. He crenyeT npeBHIIaTh MaKCUMaJIbHYI0 003y, COCTaBIAIOIIYI0 12 MI / KT
Kaxprele 72 4daca.

IIOHOIIEHHBIX HOBOPOXKOEHHBIX B BO3pacTe OT 15 mo 27 mHeu: mo3bl, aHAJIOTUYHEIE
yKa3aHHBIM BhHILIE OJId geTeun oT 28 gHeu o 11 jet, ciienyeT npuMeHATh Kaxable 48
4acoB. He crenyeT npeBnIlllaTh MaKCUMaJIbHYIO 403y, COCTaABJISIONIYIO0 12 MTI / KT
Kaxnbie 48 4acos.

HeTn
[IpenmapaT NIpuMEHATH OETAM OT POXKOEHUSI.
Ilepeno3upoBka

[Tonmy4yeHO cooOleHKe O Iepeno3uPoBKe (GIYKOHA30JI0M; OMHOBPEMEHHO COO0GIIaIoCh
0 TAJIIIOIMHALIMSAX 1 ITapaHOUIaIbHOM II0BEOEeHNH.

[Tpu mepemo3upoBKe HEOOXOOUMO IIPOBECTH CUMIITOMATUYECKYIO ITOOIEePKUBAIOIIYIO
Tepanuio U IIpu HeoOXOOUMOCTU IPOMBITH XKETYI0K.

®nykoHa30/1 B 3HAUYUTEIBHOU CTEIIeHU BRIBOOUTCS C MO4YOM; GOPCHUPOBaHHBIN OUYypPE3
MOXKEeT YCKOPHUTH BEIBeleHHe npernapaTa. CeaHC reMoanann3a NpPOgOIXKUTEIbHOCTHIO
3 4yaca CHUXKaeT YpoBeHb (pJIyKOHa30J1a B IJla3Me KpoBU Ha 50%.

ITo6GouHBbIE peaKIuu

Co CMOPOHbBI cucmembsbl Kposu u /zumd)amuqecrcoil cucmembvl: aHEMUS, aTPAHYJIOLIUTO3,
JIeUKOIIEeHUs, HGI:ITpOl'IeHI/ISI, TpOMGOHI/ITOHeHI/If{.

Co cmopoHbl UMMYHHOU cucmeMbl: aHapunakcus.

Memabosuyeckue u aiuMeHmapHble paccmpoiicmed: CHUXKEeHHUEe alllleTUTa,
AQHOPEKCHSI, TUIIEPTPUTTIAIIEPULEMHUSI, TUIIEPX0JIECTEPUHEMHU ST, TUIIOKAJIMEMHUS.

Ilcuxuueckue HapyweHusA: 6eCCOHHI/IHa, COHIINBOCTS.

Co CMOPOHDbI H@pBHOﬂ cucmembl: TOJIOBHAas OOk, cyooporu, TOJIOBOKPYZXKEHHue,
IIapeCTe3nu, HapylmeHusa BKyCa, TPeMOop.



Co CMOpPOHbI OP2AHO8 CAyXd U 8ecmuby15pHO20 aNNAPama: BEPTHUTO.

Co cmopoHbl ceplua: TapoKcu3MaribHas XKeIyJgo4YKoBasd TaXUKapAusa TUMA «IUPYIT»,
youHeHue nHTepBaia QT.

Co cmopoHbl JHce1y0oUHO-KUWeyYHo20 mpakma: 00k B XKUBOTE, TUApPesi, TOIIHOTA,
pPBOTA, 3amop, OUCIIEIICHUSI, METEOPHU3M, CYXOCTh BO PTY.

Co cmopoHbl 2enamobuauapHoli cucmeMbl: TIOBHIIIIEHNE YPOBHS
anaHnHaMuHoTpaHcdepassl (AJIT), acmaprTaTtamuHoTpaHcdepa3sl (ACT), mieno4YHoMn
dbocdaTtasnl, xonecras, xKenTyxa, IIOBLIIIEHNE YPOBHSA OMIUPYOHUHA, TeYeHOYHas
HEeOOCTaTOYHOCTh, TemaTOLEe UIIOISIPHBIA HEKPO3, TeHaTUuThH], TenaToLelTI0JIIPHON
TMopaXkeHus.

Co cmopoHbl KOdHCU U NOOKOMCHOU MKAHU: CHIIIb, 3y[, MEOUKaMEeHTO3HbIU IepMaTuT,
KpaluBHUIIA, IIOBBIIIIEHHOE IIOTOOTHOEJIEHNEe, TOKCUUYECKUU SIIHOePMalbHbId HEKPOJIU3,
cuHapoMm CTuBeHCa-[[KOHCOHA, OCTPHIM I'eHepaln30BaHHBIN 9K3aHTEeMaTO3HbIN
yCTyJie3, 3KC(PonuaTUBHBEIN OePMaTUT, aHTUOHEBPOTUYECKUU OTEK, OTEK JIHUIIA,
aJionenus.

Co cmopoOHbI ONOPHO-08U2AME/AbHO20 ANnapama u coeuHumenbHolU MKAaHU:
MUANTHUs.

Obujue HapyweHuUus U peakuuu 8 mecme 8s8edeHusi: TIOBHIIIIeHHAs YTOMIISIEeMOCTb,
HeJoMOTaHue, aCTEeHHUS, JINXOpaaKa.

IIemu. YacTtoTa u XxapakTep MOOOYHLIX PeaKIIuil U OTKJIOHEHUN OT HOPMBI Pe3yJIbTaTOB
s1abopaTOpPHBIX aHAJIM30B B X0€e KJIMHUYECKUX UCCJIeJOBaHUM C Y4aCTUEM JeTel
COIIOCTABUMBI C TAKOBBIMHU y B3POCIIHIX.

CpoOK rogHOCTH
3 roga.
YcinoBusi xpaHeHusi

XpaHUTH B HEIOCTYIIHOM [JIsI leTell MecTe. XpaHUTD IIPU TeMIepaType He Bhimie 25 °
C.

VYnakoBka
[To 100 M1 pacTBOpa B IJTaCTUKOBOM OYTHIJIKE, B KAPTOHHOU KOPOOKeE.

KaTel"OpHH OTIIYCKa



ITo penenry.
ITpou3sBomourenn

AJIKOH ITAPEHTEPAJIC (MHOWA) JITH, Uapusa / AHLCON PARENTERALS (INDIA)
LTD, India.

MecTOHaxOXIOeHHe IIPOU3BOIHUTEJIsA M €0 aJipeC MeCTa OCyIIeCTBIICHHUNA
oesiTeJIbHOCTH

CII-918, ®eus-1II, UugycTtpuanbHbii paioH, bxuBanu (Pagxkactan), 301019, Uugus.
SP-918, Phase-III, Industrial Area, Bhiwadi (Rajasthan), 301019, India.

N CTOYHHUK MHCTPYKIIUH

HMHCTPYKIIKUS TIeKapCTBEHHOTO CPeACcTBa B3sATa U3 0PpUIIMaIbHOTO HCTOYHUKA —
T'ocyqapCTBEHHOT'0 peecTpa JIeKaPCTBEHHEIX CPEeNCTB YKPAuHHL.



http://www.drlz.com.ua/

