. «YTBEPXKJEHO»

BapmaKosoruIecKail KOMHTET
TocyaapcTsenHoOro yupex/ieHus
«llenTp besonacHocTH dpapManeBTHIECKOH
npoayknuH» MHEHCTEpCTBA 3paBo0XpaHeHHs
Pecny6auxm YabexucTau

9‘7 2045+ L6

WHCTPYKIMS 110 MEIAUIIMHCKOMY IIPUMEHEHHIO
OYIUC®

Toprosoe HasBanue npenapata: Oymuc®

JeficrByromee Bemectso (MHH): ¢pnykonazon

JlexapcTBeHHas opma: TabIeTKH

Cocras:

Kaxxnas tabneTka comep>KuT:

akxmueHnoe eeuyecmeo. paykoHazon 150 mr;

6cnomozamenvuvie  Geujecmea: LEIUIION03a MHUKpokpucTamuyeckas (PH102), 1axTo3bl

MoHoruIpaT, noBuaoH K-30, M30IpONMIOBBIA CHOUPT, OYMIICHHBIN TalbK, MarHus cTeapar,
- HaTpus KpaxManrukoisT (Tum A), HaTpust KpocKapMesuIosa.

Onmucanme: Oemple, KPyTible, IVIOCKHE CO CKOMIEHHBIMU KpassMy TaOJIETKH, ¢ IMHUEH pa3ioma Ha

OJIHOM CTOpPOHE.

®apmakoTepaneBTHYecKas rpynna: IIpoTuBoMuKkpoOHBIE NpenapaTsl CUCTEMHOTO AEHCTBUS.

[IpoTHBOrpHOKOBEIE IpenapaThl CHCTEMHOTO AeiicTBus. [IpousBoaHbIe Tpraszoia. OIyKoHa30Il.

Kox ATX: JO2ACO1

®apmakoIornyecKne cBoicTBa

DapMaKkoOUHAMUKA

MexaHu3M JeHCTBUSL ,

@OIyKOHA30J1 SIBJISIETCS BBICOKOCENEKTUBHBIM MHIUOUTOpoM ¢epMeHTa gaHocTeposa 14-o-
JIeMeTuIa3sl nuroxpoma rpudka Paso. 10T epmeHT npeobpasyeT TaHOCTEPON B 3PrOCTEPOIL.
[Tocnenyromass moTepsi HOPMAIbHBIX CTEpOJIOB KOppelIMpyeT C HakolleHueM 14-o-
METHJICTEPOJIOB B rpubKax, 4TO U IPOSIBIAETCS (PyHIUCTATUIECKON aKTUBHOCTBIO (DIIyKoHA3071a.
JleMeTuiMpoBaHMe KIETOK MJISKOIHUTAIOIUX rOpa3l0 MEeHee TyBCTBUTEIBHO K MHTHOUPOBAHHUIO
(hIyKOHA30JI0M.

Pe3ncTeHTHOCTE

Xopomo u3BeCTHa BO3MOXKHOCTh pa3BUTHUS PE3UCTEHTHOCTH K (uiykoHaszony. I'pubOkoBbie
U30JIATH], JEMOHCTPUPYIOIINE CHIDKEHHYIO YYBCTBUTEIBHOCTh K JPYIMM a30jlaM, TaKXKe MOTYT
JEMOHCTPUPOBATh TIOHIDKEHHYIO BOCIPHUMYMBOCTE K (IykoHa3omy. YacTtoTa pa3BUTHA
JIEKapCTBEHHON YCTOWYMBOCTHU [JIS1 Pa3IMYHBIX IPHOOB, B OTHOIIEHUH KOTOPHIX IIOKa3aH 3TOT
npenapar, HeU3BECTHA.

Pe3ucteHTHOCTS K (PIIyKOHA30Ty MOKET BO3HUKHYTH U3-3a U3MEHEHUS Ka4eCTBa WIIA KOJIMYECTBA
neneBoro gepmenta (Jianoctepos 14-o-1eMeTunassl), CHIDKEHUS 10CTylla K MAIIEHH IIpernapaTa
WIA HEKOTOPOH KOMOMHAIIMY 3TUX MEXaHU3MOB.

Toueunsie mytanuu B reae (ERG11), konupyromewM ieneBoi GepMeHT, IPUBOAAT K U3MEHEHUIO
MUIIEHU C TOHIKEHHBIM CpoAcTBOM K aszonaMm. Ceepxokcmpeccus ERGI1 mpuBomur k
00pa30BaHUIO BBICOKMX KOHIIEHTpALWH IeeBOro (epMeHTa, YTO CO374aeT HeOoOXOAMMOCTH B
Ooee BBICOKMX BHYTPUKIETOYHBIX KOHIIEHTpALMAX Ipenapara JJIs HHTUOMPOBAHUS BCEX
MOJIEKYJI (pepMeHTa B KIIETKE.

BTopoii ocHOBHOM MeXaHW3M JIEKAPCTBEHHOW YCTOMYMBOCTU BKIIIOYACT AKTHUBHBIA OTTOK
¢ryKoHa30I1a U3 KJIETKH [TOCPEICTBOM aKTHBAIUK ABYX TUIIOB TPAHCIOPTEPOB MHOJKECTBEHHOTO
OTTOKa JIEKapCTBEHHBIX CPEICTB: OCHOBHBIX IIOCPENHHKOB (KomupyeMmblx reHamu MDR) u
cynepcemeiictBa AT®-cesa3pBatomux kacceT (koaupyembix renamu CDR). IloBeimenme




perymanuu resa MDR npuBOOUT K pe3UCTEHTHOCTH K (hIyKOHA30JIy, TOTAa KaK IIOBHIIIECHHE
peryisnud reoB CDR MOXeT IpUBECTH K pE3UCTEHTHOCTH K HECKOIBKMM a30J1aM.
VYeroiuusocts y Candida glabrata 00pI9HO BKIIIOYAET MOBBINIEHHE perysuuu renoB CDR, uto
NPUBOAUT K PE3UCTEHTHOCTH K HECKOJIBKUM azonaM. [ u30is1Ta, y KOTOPOro MUHHMAIbHAS
uHruoupyromas koxuentpanus (MUK) oTHOCHTCS K KaTeropuu MpoMexyTouHoi (ot 16 mo 32
MKI/MJI), peKOMEHyeTCsl caMasi BEICOKast 103a (hIIyKoHa301a.

AHTUMUKpPOOHAs aKTUBHOCTh

Beuto mokaszano, 4To (IyKOHa30J aKTHBEH IPOTUB OOJBIIMHCTBA H30JSTOB CJIEIYFOIIIX
MHUKPOOPraHU3MOB KaK i1 Vifro, Tak U IpU KIMHHYECKUX HHEKIHSIX.

Candida albicans

Candida glabrata (MHOTHE H30JIATEH UMEIOT IPOMEXKYTOIHYIO JyBCTBUTEIHHOCTB)

Candida parapsilosis

Candida tropicalis

Cryptococcus neoformans

Crenyromue JaHHBIE in Vifro JOCTYIIHBI, HO X KIMHAYECKOe 3HAYCHHE HEM3BECTHO. [10 Kpalinei
mepe 90% u3 cienyromux rpuboB JIeMOHCTPUPYIOT in vitro MUK, MEHBIIYIO WK PaBHYIO TOYKE
9yBCTBUTENBHOCTH JUId (PIIyKOHA30J1a INPOTUB H3OIITOB AHAIOTMYHOTO pPOJA WM TPYIIIIEI
opranu3MoB. Oxnako 3(dexTHBHOCTH (IIyKOHA307a NPH JEYCHUH KIMHHYECKUX HH(EKIHH,
BBI3BAHHBIX OTUMM IprOaMu, He OblIa yCTAaHOBJIEHA B a€KBATHBIX M XOPOIIO KOHTPOJIHPYEMBIX
KJIMHIUYECKUX HCCIIeIOBAaHUSIX.

Candida dubliniensis

Candida guilliermondii

Candida kefyr

Candida lusitaniae

Candida krusei cnegyer cauTaTh yCTOMYHMBEIM K (paykoHaszomy. YcroituuBocTh C. Arusei, To-
BH/IMMOMY, 00yCJIOBJIEHA CHIKEHHEM YyBCTBUTEILHOCTH IIEJIEBOTr0 ()epMeHTa K MHIUOUPOBAHMIO
areHTOM.

DapmaKOKUHEMUKa

@apmaxkoxkuseTndeckne cpoiictBa (@K) ¢raykoHazona cXoXd Tociae BHYTPUBEHHOTO WU
IEPOPAILHOrO  BBEAECHMSA. Y  3I0pOBEIX J0OPOBONBLEB OHOJOCTYIHOCTH IEPOPAIBHO
npuMeHseMoro (uykoHazona cocTaBisieT Ooimee 90% IO CpaBHEHHIO C BHYTPHBEHHBIM
BBeJicHHEM. BHOSKBHMBaIEHTHOCTh OBLIa yCTaHOBIeHa Mexay Tabnetkoi 100 Mr um obemmu
KOHIEHTpAlsIMH CYCIIEH3UH IIPY BBEJCHUH B BUIE OTHOKpaTHOU 10361 200 Mr.

[Tocne mnepopansHOro mnpuéMma NHKOBBE KOHIEHTpanuu B Iia3Me (Cmax) Y 3I0pPOBBIX
JNOOpOBOJNIBIIEB HATOMAK JOCTHTAIOTCS Mexay 1 # 2 dYacaMd C KOHEYHBIM IIEPHOJOM
IOYBBIBEAEHM U3 TUIa3Mbl pubm3uTensHo 30 yacos (quamaszoH: ot 20 xo 50 gacos).
YcToiunBEIe KOHIEHTPAIUH JOCTUTA0TCS B TedeHue 5—10 mgHed mocie mepopaibHEIX 103 0T 50
10 400 Mr oimH pa3 B JieHb. BBeieHue ynapHo# 1035 (B IEPBHIi I€HB), B IBa pa3a PEBhIIIAI0IEN
OOBIYHYIO CYTOYHYIO /103y, IPHBOJHUT K KOHI[EHTPAIMAM B IUIa3Me, OJIM3KUM K paBHOBECHBIM, Ha
BTOpOM JeHb. Kaxymmiics o6beM pacnpeneneHus (aykoHa3oida NpuOIMKaeTcs K 00meMmy
00BeMy BOJBI B opraHusMme. Cs3piBaHHe ¢ Oenkamu 1uiasmbl Huszkoe (0T 11 mo 12%). ITocie
OTHOKPATHOTO MJIX MHOIOKpPATHOI'O IIpMeMa BHYTpb B TedeHue 14 qHelt (IyKoHA30)I MPOHUKAET
BO BCE HCCIEIYEMBIE JKMAKOCTH OpraHuiMa (cM. Tabmuiy Hipke). Y 3T0pOBHIX H0OPOBOJIBLER
KOHIEHTpauy (IIyKoHa30J1a B CJIFOHE ObLIM paBHBI MIIA HEMHOTO MPEBBIINIAIA KOHIEHTPALIUH B
IUTa3M€ HE3aBUCHMO OT JO03bl, IIyTH HWJIA INPOAODKUTEIBHOCTH IpueMa. Y MaIMeHTOB ¢
OpOHX03KTa3aMH KOHIEHTpauX (IIyKOHa3071a B MOKPOTE MOCJIe OJHOKPATHOTO IIPHEMa BHYTPh
150 mr 6BpUIM paBHEI KOHIIEHTPAIMSM B IIa3Me Kak depes 4, Tak u uepe3 24 gaca 1mociie nmpruema.
VY manueHToB ¢ TpUOKOBBEIM MEHHHIHTOM KOHIEHTpAalUu# (DIyKOHA30la B CIMHHOMO3TOBOM
xunkoctd (CMXX) coctasiaror npubmsutensHo 80% OT COOTBETCTBYIONIMX KOHIEHTpALUNA B
I1a3Me.




OnHOKpaTHas TepopaibHas g03a (piaykonasona 150 mr, BBefieHHas 27 nanyeHTaM, IPOHUKAET B
TKaHb BJIarajiuina, B pe3yJibTaTe 4ero COOTHOIIEHUE TKaHb: I1a3Ma BappupyeT ot 0,94 1o 1,14 B
TeyeHue nepBhIX 48 yacos mocie npuema. OJHOKpaTHAs IepopaibHas 103a GiykoHaszona 150 mr,
BBeJIeHHas 14 manWeHTKaM, [POHMKAET B BarvHAJIbHYIO JKHAKOCTh, B pE3yJIbTaTe 4Yero
COOTHOIIIEHHE KUIKOCTE: mIa3Ma coctaBisieT oT 0,36 10 0,71 B TedyeHue nepBBIX 72 4acoB IIOCIIE
rpreMa J035l.

Haaasle Cmax w1 AUC, moslydeHHBIE B XOJl€ HCCIEJOBaHUS BIMAHHWA NHINA Ha TEpaImuio,
BKJIFOUaBIIEro mpueM Tabnerox ®VIIUC® (dpaykonasona) 310poBEIME 100POBOIBLIAMHI HATOMIAK
U C JKHPHOM MHIIeH, MOKa3ald, 4TO BO3JEHCTBHE IpenapaTa He 3aBHCUT OT muiud. ITosTomy
O VIIUC® MOKHO IPHHAMATH HE3ABUCHMO OT IIPHEMa IAIIH.

CooTHOomEeHHE KOHIEHTPalHH
Tkanb nIn

¢ayxkoHa30.1a B TKaHH (KHAKOCTH) /
KHIKOCTH miazme*

* OTHOCHMTENBHO KOHIEHTpalWii B IUasMe y IHI C
HOpMaJIbHOH (yHKIIHEH ITOYEK.

'f' HesaBucuMo OT cTeleH: BOCIAJIEHHUs] MO3TOBBIX 000I09€eK.

COuHHOMO3roBas 0.5-0.9
JKUIKOCTB T

CmroHa 1
MoxpoTta 1

XKunxocts Bongeips 1

Moua 10
Henopexnéunas 10
KOXa

Hortu 1

XKunxocts Bomapips 2
Txanu Bnaraaumma 1

XKunxocts Baaramuma 0.4-0.7

Cpenuuii kupeHc y B3pocisix cocrasisieT 0,23 (17%) miu/Mus/Kr. Y 340pOBBIX J0OPOBOJIBIEBR
(IyKOHA30J1 BBEIBOJUTCS B OCHOBHOM ITOYKaMH, IIpU 3TOM IpuMepHO 80% BBEIEHHOH 03Bl
BEIBOJMTCS C MO4Yoi B Hem3MmeHeHHOM Buae. Okono 11% m03BI BEIBOOUTCS C MOYOM B BHJE
MeTa0OJIUTOB.

dapMakOKMHETHKA (IyKOHA30JIa 3aMETHO 3aBHCUT OT CHIKEHHUS QyHKIMK modek. CymecTByer
oOpaTHast 3aBUCHUMOCTh MEXIy IEepHOIOM IIOIyBBIBEAECHUS U KIMPEHCOM KpeaTHHHHA. J[o3y
npenapara ®YIIMC® moxeT MOTpe60BaTHCS YMEHBIIUTE Y TIALMEHTOB ¢ HapyIIeHHeM GyHKIIA
nmodek (cM. paszen 4.2 Criocod mprMeHEHHUs B JA03BI»). 3-9aCOBOM CeaHC I'eMOUalli3a CHIKAET
KOHIIEHTPAIUIO B I1a3Me puMepHo Ha 50%.

Iayuenmur 0emckozo 6o3pacma

VIMeroTCsl OTpaHHYeHHBIE TaHHbBIEe y MAllMeHTOB B Bo3pacTe OT 61 qHS 10 MeHee 9 MecsIeB.



Y manueHToB JETCKOro BO3pacTa (HeIOHOIIEHHbIe; TeCTAOHHbIN BO3pacT oT 26 10 29 Helelb U
IIOCTHATAJILHBIA BO3pAcT OT pojKAeHHs 10 1 1H) cpeqauii (%cCv) KIUpeHe B TedeHHe 36 4acoB
nocie poxxaenust coctasui 0,180 (35%, N=7) Mi/MUH/KT, KOTOPEBIi yBETHIUBAIICS CO BPEMEHEM
1o cpennero 3nadenns 0,218 (31%, N=9) mn/mun/kr uepes 6 nueit u 0,333 (56%, N=4) Mi/MuUH/KT
depes 12 HeH. AHATOIIIHO, IEPHO MOTYBBIBEACHHUS COCTABMII 73.6 Yaca, KOTOPBIH yMEHbIIATICS
CO BPEMEHEM JI0 CpeHero 3HadeHus 53.2 yaca dyepe3 6 aHeil u 46.6 gaca gepe3 12 mmeit. B
HCCIIeI0OBaHNM 13 IalMeHTOB JETCKOTO BO3pacTa (HEIOHONIEHHBIE M JOHOIIEHHBIE JETH CO
CPETHMM IeCTallMOHHBIM BO3pacToM 37 Helelns, Auana3onoM GA ot 24 no 39 Hemenb; cpeqHuM
IOCTHATabHBIM BO3pacToM [PNA] 19 nueit, nmanaszonom PNA: ot 5 1o 262 nueit) 12 MuaneHnes
MOJTyYHMIIA YAApHYyIo 103y 25 mr/kr, u 9/12 (75%) nocturim AUCO0-24 >400 mr*u/n B TedeHue
nepBeIX 24 gacos. IlomynanuonHas GpapMakoKHHETHYECKAs MOJIENIb C MCIIOIb30BAHUEM TaHHEIX
55 nmanmenToB nerckoro Bozpacta (GA ot 23 o 40 Hemens, PNA ot 1 1o 88 nmeit) mokasana, 4to
yAapHas 103a 25 Mr/Kr Heobxoauma aist qoctmwxenus nenesoit AUC >400 mr*u/n B Tedenue 24
9acoB IIOCJIC HaJajla TepaluMyd Yy DaUeHTOB JETCKOr0 BO3pacTa MIIafile 3 MeCSIEB.
ITopnepxuBaromas 103a 9 MI/KT B JeHb JOJDKHA HCIIONIB30BATHCS y JETed, POAUBIIHXCS C
TeCTalMOHHBIM Bo3pacToM MeHee 30 Hemenb, U 12 MI/KT B JeHBb y JeTell ¢ reCTalHOHHBIM
BO3pAaCTOM, PaBHBIM WM mpeBbimaromuM 30 Henens (cM. pazgen 4.2 Crnocob mpuMeHeHHs U
JI03BI»).

Ilomynsunonnas (apMakOKMHETHYECKas MOIEIb C HCIONb30BaHMEM JaHHBIX 21 peGeHka B
BO3pacTe OT POXKACHUS 10 17 JeT, KOTOPEIM IIPOBOAMIACE ITOJUIEPXKKA IKCTPAKOPIOPAILHON
meMOpanHo# oxcurenanuu (OKMO), u 19 mereit 6e3 DKMO B Bo3pacTe 0T pOKAEHUS 10 2 JIET
ToKa3zalia, 9TO KIMPEHC OBLI CBS3aH C CHIBOPOTOYHBIM KPEaTHHHHOM, B TO BpeMs Kak Ooiee
BBICOKMI 00BEM pacmpeleleHus ObUT CBs3aH ¢ HammuueMm nomaepxkku DKMO. MenuanHbi
00beM pacnpeznenenus coctaBui 1,3 w/kr y gereit ¢ DKMO u 0,9 j1/kr y Tex, KTO He HCIIOIb30BaT
9KMO. MozenupoBaHue 10Ka3ajio, 4TO Ul JOCTIKEHHs lieeBoro 3HaueHus AUC0-24 >400
MI*4/J1 B TedeHue NePBEIX 24 yacoB y neTeil, Haxoxsmuxcst Ha DKMO, Heobxouma ynapHas 103a
35 mr/kr (cM. pazzen 4.2 «Crnocob mpiuMeHEHHs! ¥ JT035I»).

Hayuenmuer noscunozo 6ospacma

DapMaKOKMHETUYECKOE HCCIIe0BaHMe OBLIO MPOBEJEHO C ydacTueM 22 MalHeHTOB B BO3pACTe
65 JeT ¥ cTapIne, HOIYYaBIINX OZHOKPATHYIO IEPOPabHYIO 103y durykonasona 50 mr. JlecsTs u3
9TUX ITalMEHTOB OJHOBPEMEHHO IPHHUMAIA AUYPETUKUA. Cmax cocTaBuia 1,54 MKr/mMil u
Jocturanach 4epes 1,3 gaca mocie npuema 10361 Cpennee 3nauenne AUC cocrasuio 76,4 + 20,3
MKI*4/MII, @ CpeHUH KOHEYHBIN IEePUO MOIYBBIBEAEHNUs cOoCcTaBUI 46,2 gaca. DTH 3HAYCHUS
(papMaKOKMHETHYECKHX NapaMeTpPOB BbIIE, YEM AHAJOTWYHBIE 3HAYEHHUS, MOTydEHHBIE IS
3I0POBBIX MOJIOJBIX T0OPOBOIBLEB MYKCKOro 1oJ1a. COBMECTHBIN PHEM IMYPETHKOB He 0Ka3all
cymecrBeHHOrO BiusiHusA Ha AUC mm Cmax. KpoMe Toro, xmmpesc xpeatununa (74 mi/mun),
IPOLEHT IIpernapaTa, BOCCTAHOBIEHHOTO HeM3MEHEHHBIM B Mode (oT 0 mo 24 wacos, 22%), u
OLICHKHM [TOYEeYHOro KimpeHca drykonaszona (0,124 Mi/MUH/KT) y TOXKUIBIX JEOeH OBLIN B IIEJIOM
HIDKE, YeM Y MOJIOZBIX 100poBoIbLeB. Takum 06pazom, H3MeHeHre pacupeaerenns GIryKoHa3ona
y TIOJKHIIBIX JIFOJeH, TO-BUAUMOMY, CBA3aHO CO CHIDKEHHON (yHKIMEH modek, XapaKTepHOU Ui
9TO# rpymbl. ['padvk KOHEIHOTO IepHO/ia MOIYBEIBEICHHUS KOXKIOTO CYyOBEKTa B CPaBHEHUH C
KIMPEHCOM KpeaTHHUHA 110 CPaBHEHMIO C IIPOrHO3UPYEMOM KPHBOMW IEPHO/A IOIyBEIBEACHUS -
KJIMPEHC KpeaTHHUHA, TIOTYIEHHOM OT 3I0POBBIX CyOBEKTOB M CYOBEKTOB C Pa3IMYHOM CTENEHBIO
IIOYEYHOHN HETOCTATOYHOCTH, II0Ka3all, 4To 21 u3 22 cyObekToB monand B 95% JoBepHUTeIbHEIH
UHTEpBall NPOTHO3UPYEMBIX KPHMBBHIX INEPHOZA IOIYBHIBEICHUS - KIMPEHC KpeaTWHWHA. DTH
pe3ynpTaThl  COIVIACYFOTCS € THIIOTE30M O ToM, 4dYTO 0OojJee BBICOKME 3HAYEHHUS
(hapMaKOKMHETHYECKHX IapaMeTPOB, HAOIIOJAeMbIX y MOXWIBIX JIOJAEH 110 CPaBHEHHIO C
HOPMaJIbHBIMU MOJIOBIMH J0OPOBOJIBIIAMHI MY>KCKOTO 110714, 00YCIIOBIICHBI CHIKEHMEM (DYHKINH
II0YEK, KOTOPOE OXKUAACTCS Y MOXKHIIBIX JIFOIEHA. '



IToxa3zaHus K NpHMeHEHHIO
O YLIUC® nokasaH npu cleayIOMHX IPUOKOBBIX UH(EKIUIX Y B3POCIIBIX (CM. pasiel
«DapMaKoIUHAMUKAY).

e Octpslif BarMHATBHBINA KaHIN03, KOTa MECTHAS TepaIus HelelIecoo0pa3Ha.

e KaHaumo3Heli 6anaHUT IpU HEIEIec000pa3HOCTH MECTHOM Tepayy.
Tepanust MoxeT GBITH HayaTa JO TOTO, KaK CTAHYT U3BECTHBI PE3YJBTAaThl KyJIbTYp M APYTHX
7a00paToOpHBIX HCCIeJOBaHMH; ONHAKO, KaK TOJBKO 3TH Ppe3yldbTaThl CTAHYT H3BECTHEL,
IPOTUBOTPHOKOBAsI TEpAIUs JOJDKHA OBITH COOTBETCTBYIOIIMM 00pa3oM CKOPPEKTHPOBAHA.
Cnenyer y4yuTHIBaTH OQUIHMANBHBIE DPEKOMEHJAMM 110 HA[IEXKAMeMy MCIOIb30BAHHIO
IPOTUBOIPHOKOBEIX IIPENapaTos.

Crocod npuMeHeHHsT H 10351

Jlo3upoBka

B3pocnvie

OnHoxpaTHas 103a coctaBiser 150 mr.

Oco0ble IpyIIIEl HAIMEHTOB

Ioorcunvie nayuenmer

Eciu HeT Ipr3HaKoB 0Y€YHON HEJOCTATOYHOCTH, CIELYeT IPUMEHSTE COTJIACHO PEKOMEH AN
110 OOBIYHO TO3UPOBKE.

Iloyeynas nedoocmamounocmo

DITyKOHA30]I IIPEUMYIIECTBEHHO BBIBOIMTCS C MOYON B HEHM3MEHEHHOM BHie. KoppeKTHpOBOK
IIpY OJHOKPATHOM Tepanuu He TpeOyeTcs.

Ilevyenounas nedocmamounocme

Mwmerotcst orpaHideHHbIE JaHHBIE O MAllMeHTaX C [EYEHOYHOW HEeTO0CTATOYHOCTBIO, IIO3TOMY
(myxkonason creryeT Ha3HAYATH C OCTOPOXKHOCTHIO TIALMEHTAM C HApyIIeHHeM (yHKIHHI IIeYeHN
(eM. pasgensl «Ocobsle ykazanus» u «[10609HbIE EHCTBUY).

IHayuenmor 0emcxozo éo3pacma

BesomacHocTh ¥ 9 (GEKTHBHOCTH NpPH MOKA3aHHSAX K TEHUTAILHOMY KaHAMI03y y JeTeil He
YCTaHOBJIEHEI.

Texymue moctymHele JaHHBIE B OTHOLICHWH JPYIUX II€IMATPHUECKUX MOKA3aHWUIl OMFMCAHBI B
paznene «llobounsie neiicteus». Ecmm tpebyercss nedenwe moapoctkoB (or 12 mo 17 mer),
JIO3MPOBKA JOJDKHA OBITH TaKOH JKe, KaK Y B3POCIBIX.

Criocob npumeHeHus

Tabnerku ciexyeT mporaaTeBaTh HEIUKOM U IPHHAMATE HE3aBHCHMO OT IIPHEMa IIHIIII.

ITob6o4nble neiicTBHS

IIpenapar @ YIIMC® 065I9HO XOPOIIO MEPEHOCHTCSL.

Y HEKOTOPHIX HAalHEeHTOB, OCOOEHHO C Cephe3HbIMU (HOHOBEIMH 3a00JIEBAHUSMH, TAKAMH KaK
CIIA/T u pax, HabrO1auCch U3MEHEHHS B pe3ylbTaTaX QyHKIMOHATBHBIX TECTOB OYEK M KPOBH,
a TaKkKe IEYCHOYHbIC HApyIICHHs BO BpeMs JIeUeHHS (IIYKOHA30JIOM W CPaBHUTEILHBIMH
nperapaTaMu, HO KIMHUYECKOE 3HaYCHHE U CBS3b C JIEUEHUEM HESCHEL.

HOC”)’I/MCIPK@I’HUHZOBMZI onvlm

Kpowme Toro, B Te4eHrE HOCTMAPKETHHIOBOTO ONBITA HAOIFOIAIMCE CIeIYIONIe HeKelaTeIbHEIe
SIBIICHUSI.

Hapywenusi co cmoponer ummynnoil cucmenmsr: B peIKHX CIlydasx cO0OmMAanocs 06 aHabuIakcuu
(BKIIFOYasl aHTUOHEBPOTHYECKHIA OTEK, OTEK JIMAIA U 3yT).

Obwue Hapywenus u peakyuu 6 mecme 66eOeHus: ACTEHWS, YTOMJIAEMOCTh, JHMXOPAIKa,
HEZIOMOTaHUeE.

Hapywenus co cmoponwr cepoya: ynmHenne untepsaia QT, xelym09koBas TaXUKapaus THIIA
KIHAPYITY.

Hapywenus co cmoponsr nep6Hoil cucmemui: CyIOPOTH, TOIOBOKDPYKEHHE.



Hapywenus co cmopoHel Kkpoeu u aumpamuyeckou cucmemvl: JEHKONEHHUs, BKIIOYAs
HEUTPOIIEHUIO U arpaHyIOLUTO3, TPOMOOIUTOIICHHUS.

Hapywenus co cmoponer memabonusma: THIEPXOJIECTEPHHEMUS], THUIIEPTPUULEPHIEMUS,
TUTIOKAINEMHS.

Kenyoouno-xuueynvie Hapyuienus: XolecTa3d, CyXOCTb BO pPTy, TIeNaTOEUTIOISIPHOE
IIOBPEX/IEHHUE, TUCIETICHS, PBOTA.

Hapywenus co cmoponul opeanog 4yecme: NU3BpaIlleHuE BKYCa.

Hapywenus co cmopoHvl MbluLeyHOU, CKeNemHOU U COeOUHUMENbHOU MKAHU: MAAJITHASL.
Hapywenus co cmoponvr nepenoil cucmemvl: 6ECCOHHUIA, MAPECTE3Nsl, COHIMNBOCTh, TPEMOD,
BEPTHUTO.

Hapywenus co cmoponvt kodtcu u nOOKONCHOU Kiemyamku: OCTPHIA TeHEpaIr30BaHHBIHA
9K3aHTEMAaTO3HBIN ITYCTYJIE3, JIEKAPCTBEHHAs CBIIb, BKIIOYas (PUKCHPOBAHHYIO JTEKapCTBEHHYIO
CBIITb, TOBBIIIEHHOE IOTOOTAEIEHNE, S9KCHOINATUBHBIE KOXKHEIE 3a00JI€BaH!SI, BKITI0Yast CHHIPOM
CruBenca-/[)KOHCOHA M TOKCHYECKHI SIHIEPMAaTbHBIA HEKPOJIM3, JIEKAPCTBEHHAS PEeaKius C
sosuHopummell u cuctemMHeMH cumnromamu (DRESS) (cm. pasmen «OcoOble yka3aHHA»),
aJIOTeIHsL.

ITo604HBIE peakIIiy Y HallHeHTOB JETCKOr0 BO3pacTa

Xapaktep # 4acToTa HOOOYHBIX 35(G(EKTOB M OTKIOHEHHH J1abopaTOpHBIX IIOKa3aTesel,
3aperuCTPUPOBAHHBIX B X0J€ KIMHUYECKHUX MCIBITAHUN y JEeTed, COOCTABUMEI C TAKOBBIMH Y
B3POCIIBIX.

IIporuBonokazanus

OVIIMC® (prykoHa3011) MPOTHBONOKA3aH TANMEHTAM C MOBBHIIIEHHONH UyBCTBHTENLHOCTBIO K
(ykoHa30ry MM K T0O00MY M3 €ro BCIIOMOTaTeNbHBIX BENIECTB B cocTase. HeT madopmanun o
INEPEKPECTHOM TIUIEPYYBCTBUTEIBHOCTA MEXIY (GIYKOHA30JI0M W JAPYTHMH  a30JIbHBEIMU
IPOTUBOrPUOKOBEIMH  cpesicTBaMH. CremyeT coOMIOZaTh OCTOPOXKHOCTH IPH HAa3HAYEHHHU
npenapara @YIIUC® mauweHTaM C MOBBINEHHOH YyBCTBHUTEIBHOCTHIO K JIPYTHM a30laM.
CoBMeCTHBIN ITpUEM JpyruxX IpernapatoB, KOTOpBIE, KaK M3BECTHO, YUIHHSIOT uHTepBan QT u
MeTabomm3upyrorces nocpenctsoM (epmenta CYP3A4, Takux Kak SpUTPOMUIMH, IIHMO3HI H
XMHHUJVH, IPOTHBOIIOKAa3aH NallueHTaM, IPUHUMAIOIIMM ()IYKOHA30IL.

JlekapcTBeHHbIE B3aNMOIeiCTBHS

®uykonaszon sBisercss ymepeHHbIM uHrHoOutopoM CYP2C9 u CYP3A4. ®iaykoHa301 Takxke
aBisieTcs cuiabHBIM HHruouTopoM CYP2C19. ITammeHTs, monydaromne JiedyeHue MpernapaToM
OYLIUC®, koTopble TakKe OJHOBPEMEHHO NPUMEHSIOT IpPeHapar ¢ y3KHM TepaleBTHIECKAM
OKHOM, MeTabomsupyromumMes nocpeactsom CYP2C9 u CYP3A4, 10/DKHEI HaOIIOAAThCS Ha
OpeaMeT NMOOOYHBIX PeaKIii, CBSA3aHHBIX C OJHOBPEMEHHO NPUHUMAEMBIMH Ipenapatamu. B
JOIIOJIHEHHE K HaOII0JaeMBIM/3aJ0KyMEHTAPOBAHHBIM B3aUMOIEHCTBUAM, YKA3aHHBIM HIKE,
CYIIECTBYET PHMCK IIOBBIIIEHMS  KOHIIGHTpallMd B IUIa3M€ JIPYTUX  COEAMHEHMI,
MeTtabommsupyromuxcs nocpeactsoM CYP2C9, CYP2C19 u CYP3 A4, nprHAMAaEMBIX COBMECTHO
¢ ¢uaykonazonoM. IloaToMy ciieayeT NpOSBISTE OCTOPOKHOCTH IIPU MCIOIBG30BAHHU OITHX
KOMOMHALMA, a 3a NaldeHTaMU CIeAyeT TINaTeldbHO Habmoxats. WHrubupyromuit sddext
(irykoHa3ona Ha pEepMEHTH COXPaHIETCs B TeYeHHE 4—5 MHE oclie MpeKpalleHus Je9eHns 13-
32 JUIMTENFHOTO II€pHOZa IIOIyBBIBEACHMS (IykoHa3ona. HaOmogamuce KIMHAYECKH WIIH
IOTEHIMAJbHO 3HAYMMBbIE JIEKapCTBEHHbBIE B3aUMOAEUCTBUS MeXIy mpemapatom ®VIIUC® u
CJIEIYIOLIIMMH areHTaMu/KIaccaMu, KOTOpbIe 6oliee MOAPOOHO OIMCAHEBI HIKE:

Abpoyumunuod

Hccnenosanus 1eKapCcTBEHHOTO B3aMMOJEHCTBHS IIOKAa3hIBAIOT, YTO IIPA COBMECTHOM IIPHEME C
¢uyxonazonom (cumpHelM nHrEOUTOp CYP2C19; ymepennsiit uarucurop CYP2C9 u CYP3A4)
CHCTEMHOE BO3/elcTBAE aOpPOIUTUHMOA W €ro aKTHBHBEIX METa0OJIMTOB YBEIMYMBAIIOCE.
M36eraiiTe OZHOBPEMEHHOTO IIpUMeHeHHs abpouuTuHuGa ¢ Impemapatom @ YIUC®.
JlomomHUTENbHBIE CBEICHUS CM. B MH(GOPMAIIUK 10 Ha3HAYEHHUIO a0pOIUTHHUOA.



Anvghenmarnun

Wccnenoanne HabI0aI0 CHIDKEHIE KIIMpPeHca i 00beMa paclpeielieHns, a TaKKe yUIMHEHHe
tY% anb(eHTaHUIA TMOCTE COIMYTCTBYIONMIEro JedeHHs (IyKOHa307I0M. BO3MOXKHBIN MexaHu3M
neiictus — uHruouposanre CYP3A4 pmykonazonoM. MoxkeT moTpeboBaThCs KOPPEKTUPOBKA
JI03UPOBKH albQeHTaHUIA.

Amuooapon

OnnoBpemMenHOe IpHMeHeHHE (IIYKOHA307a ¢ aMHOJAPOHOM MOYKET YBEIMYMTH YIIMHEHUE
untepBana QT. Crexyer cobmomaTh OCTOPOXKHOCTb, €CIHM HEOOXOIMMO OJHOBPEMEHHOE
npuMeHenne (GIyKoHa3oja 1 aMHo/IapoHa, 0COOEHHO C BEICOKUMH J03aMu (irykoHasom1a (800 mr).
Amumpunmunun, Hopmpunmunun

DiyKoHa30]1 YCHIMBAeT JeHCTBUE aMHUTPUNTAINHA W HoprTpunTwiuba. ConepkaHue 5-
HOPTPUNITWIAHA W/WIA S-aMUTPUNTHIMHA MOXXHO H3MEPUTh B Hadale KOMOMHHUPOBAHHOM
Tepanud U depe3 1 Hememo. JI03MPOBKY aMHTPUNTHIMHA/HOPTPUNTHIMHA CJIEAYET
CKOPPEKTHPOBATH, €CITH HEOOXOIMMO.

Amepomepuyun B

OnHoBpemMeHHOE BBeJeHME (IIyKOHa301a H aM(OTepuIiHA B HHOUIMPOBAHHEIM MHTAKTHEIM H
UMMYHOCYNIPECCHPOBAHHBIM ~ MBIIIAM  II0Ka3ajJ0  CIEAYIOIIME pe3yibTaThl:  HeOOJIBIION
a[UIMTUBHBIA TPOTHBOrpUOKOBEIH 3(dekt npu cucremuonn wunpextmu Candida albicans,
OTCYTCTBHE B3aUMOIEWCTBUS NIpH BHyTpudepenHod uHbekmmu Crypfococcus neoformans u
AQHTarOHW3M [BYX IpeNapaToB IIpH CHCTeMHOH wuHbpexkuun A. fumigatus. Kiunaudeckas
3HAYMMOCTH PE3YJILTATOB, IIOJYYEHHBIX B 5TUX HCCIIEOBAHUIX, HEU3BECTHA.

Asumpomuyun

OTKphITOE PaHIOMH3MPOBAHHOE TPEXCTOPOHHEE IEPEKPECTHOE HCCIIEJ0BAHKME C ydacTheM 18
3I0POBBIX JI00POBOJIBLEB OILEHMIIO BIVSHHE OJHOKPATHOM MEpOpanbHOM 1035l a3UTPOMHIMHA
1200 mr ma dapmakoxkuneTHKy ¢rykonazona 800 Mr, a Takke BiusHHEe (IYKOHA30Ia Ha
¢apmakokuHeTuKy asuTpommnuHa. He OBUIO HMKAKOro 3HaYUMOro (hapMaKOKMHETHYECKOTO
B3aMOJIEHCTBHUSA MEXIY (IIyKOHA30JIOM M a3UTPOMHUIIAHOM.

Brnoxamopul kanvyuesvix Kananoe

HexoToprle aHTaroHMCTHl KalbIUEBBIX KaHAJIOB (HU(EIWIMH, WCPAJUIUH, aMJIOJUIINH,
Beparnamuil ¥ QenoqunuH) Metabommsupyrotes CYP3A4. ®nykoHa301 MOXKET YBEIHIMBATEH
CHCTEMHOE BO3/JICMCTBHE aHTAarOHUCTOB KaJIBIIMEBBIX KAaHAIOB. PeKOMEH/IYeTCs YacThIi
MOHHUTOPHHT TOOOYHBIX 3(PeKTOB.

Kapbamazenun

®ykoHa3on HHrHOMpyeT Meraboinm3M KapbamasenuHa, W OBUIO OTMEYEHO yBEIUYEHHE
CBIBOPOTOYHOrO KapOamazemmHa Ha 30%. CymecTByeT pHCK pa3BUTUS TOKCHYHOCTH
kapbamasenuna. MokeT NOTpeOOBAaThCS KOPPEKTHPOBKA JO3MPOBKM KapOaMas3eluHa B
3aBUCHMOCTH OT U3MEPEHUH KOHIeHTpauuu/>ddexra.

L]enexoxcub

Bo Bpewms comyTcTByromero nedenns ¢iykonasonoM (200 mr B aeHs) u nenexokcrnoom (200 mr)
Cmax 1 AUC nenexoxcuba yBemmdumuck Ha 68% u 134% coorBercTBenHo. Ilpu couetanuu c
(J1yKOHA30JI0M MOXKET IIOTPEOOBATHCS TOJOBHHA JO35I LEIEKOKCHOA.

AnmuroazynsaHmel KyMapuHoeozo paoa .

[IpoTpoMOUHOBOE BpeMs MOKET OBITH YBEIMYCHO Y IAIIMEHTOB, IPHHUMAIOMIUX OJHOBPEMEHHO
OVIMC® u aHTHKOAryJIsSHTH KyMapHHOBOTO psana. B mOCTMapKeTWHIOBOM OIIBITE, KaK U B
Cly4ae ¢ JPYTUMH a30JbHBIMH IPOTHBOIPUOKOBBIMH IIpelapaTaMH, COOOMAIOCh O CIydasx
KpOBOTeYEHHS (CHHSKH, HOCOBOE KpPOBOTEUCHHE, IKEIYHOYHO-KHMIIEYHOE KPOBOTEYEHHE,
reMaTypust U MEIEHA) B CBS3HM C YBEJIWYEHHEM IPOTPOMOMHOBOTO BPEMEHH Yy IALMEHTOB,
nojyqaromux (IIyKOHA301 OXHOBPEMEHHO ¢ BaphapuHOM. PeKoMeHIyeTcs TINATeIbHbIH
MOHMTOPMHI IPOTPOMOMHOBOIO BpPEMEHH Y MANMeHToB, mnodydaromux PYIMC® n
aHTHKOATYJITHTBI KYMapHHOBOTO psiia. MosxeT moTpeboBaThCsi KOPPEKTUPOBKA 03HI BapdapuHa.
Huxnogochamuo



Kom0OunupoBanHas Tepanus mukinodochaMuioMm u (IIyKOHA30JI0M MPUBOJUT K MOBBINEHUIO
YPOBHS OMIupyOHHA U KpeaTHHHHA CHIBOPOTKU. KOMOMHAIMIO MOYKHO MCIIOJIb30BATh, YUUTHIBAS
BEICOKH PUCK IIOBBILIEHHS YPOBHS OUIUpyOrUHA U KpeaTHHUHA CBIBOPOTKHU.

Luxnocnopun

®VYIIMC® 3HAYMTENHHO MOBHIMAET YPOBEHb IUKIOCIIOPHHA Y MAMEHTOB C TpaHCIIIAHTAIHelt
IIOYKHA HE3aBHCHUMO OT HaJIW4YMs II0YEYHOHM HEJAOCTATOYHOCTH. TIIaTeNbHBIH MOHUTOPUHT
KOHIEHTPALUi IUKJIOCIOPHHA M CBIBOPOTOYHOIO KpEaTWHHHA PEKOMEHIYETCS y MaIlMeHTOB,
nonygaronmux ®VIIUC® u nukmocnopus. DTy KOMOHHAIMIO MOXKHO IPUMEHSTH, YMEHBIINB
JIO3UPOBKY IIUKJIOCIOpPHHA B 3aBUCHMOCTH OT ITOKa3aTejieil KOHIICHTPAIIH.

Denmarun

BE11 3aperucTpupoBaH OQWH JIETAIBHBIA CIydail BO3MOXKHOTO B3aMMOJCUCTBHS (EHTAHWIA W
¢irykoHa3oma. ABTOp NpHINEN K BBIBOLY, YTO NAIMEHT yMEP OT MHTOKCHUKAIMU (DEHTAHHIOM.
Kpome TOro, B paHIOMU3UPOBAHHOM NEPEKPECTHOM WCCIIEOBaHMA C 12 310pOBEIMHU
no0poBoNbIAaMK  OBLIO IOKa3aHO, 4YTO (IYKOHA301 3HAYMTEIPHO 3aepikal BEIBEJCHHE
(benrannna. [ToBrlmenHas KOHIEHTpanus (EeHTaHUIA MOXKET IPUBECTH K YTHETEHUIO IBIXAHHS.
Huzubumopwr I'MI-KoA-pedyxmaswvl

Pucx Mumonaruu u pabaomMmonusa yBeIWYHMBACTCS IPU COBMECTHOM IpueMe (IIyKoHa30ja ¢
uarubutopamu I'MI'-KoA-penykrassl, merabommsupyronmmmucs depes CYP3A4, Takumu Kak
aTopBacTaTHH M cuMBacTaTuH, Wiad depe3 CYP2CY9, takumu kak (ayBacTaTHH (CHUIKEHHE
IIEYEHOYHOro MeTabonu3Ma craTuHa). Ecam HeoOXoauMma COMyTCTBYIOINAS Teparms, CIeIyeT
HaOMIoJaTh 3a NAlUEeHTOM Ha IIPeIMET CHUMIITOMOB MHOIATHH M pabJOMUOIIN3a, a TaKKe
KOHTPOJIMPOBaTh KpeaTWHUHKHHA3y. MHruoutopsr I'MI-KoA-penykTas3sl clielyeT OTMEHMTE,
ecid HaOJIIOJaeTcsl BBIDAKEHHOE IIOBBIIEHWE KpPEaTHHUHKUHA3BI, JUATHOCTUPOBAHA WIIA
[I0J103peBaeTcs Muonatus/padaomuonu3. MoxkeT moTpeOOBaThCS CHIDKCHHWE O3B CTATHHOB.
IToxpobrOCTH CM. B MH(OpMAIMK O Ha3HAYEHUH CTATUHOB.

T'uopoxnopomuazuo

B wuccnenoBaHum  (apMaKOKMHETHYECKOTO  B3aUMOJIEWCTBHS  COBMECTHOE  BBEJECHHE
MHOT'OKPaTHOM 036l THAPOXJIOPOTHA3HU/1a 30POBEIM TI00POBOIIBIAM, IIOJIyYaBIIAM (IIyKOHA30II,
YBEIIMYMBAET KOHUEHTpanuoo (iykoHa3ona B 1iazme Ha 40%. DddexT Takoil BeIUIMHEI HE
JI0JDKEH TpeDOBaTh M3MEHEHUS peKHMa JT03MpOBaHUs (IyKOHA307a y CYOBEKTOB, MOTYYABIIMX
COILYTCTBYIOIUE IUYPETUKH.

Hopymunub

VYmepennsie uHruOuTOpl CYP3A4, Takme kak (haykoHa30JI, MOTYT MOBBIIIATE KOHIEHTPAIMIO
uOpyTHHUOA B IUIa3Me W YBEIMYMBATH PUCK IMOOOYHBIX PEaKIUil, CBA3AHHBIX C HOPYTUHHOOM.
Ecmu nbpytunn6 u ¢rykoHa301 Ha3HAyarOTCs OJHOBPEMEHHO, YMEHBIIUTE 03y MOPYTHHUOA,
KaK yKa3aHO B MHCTPYKIMH II0 Ha3HA4eHWIO MOpyTHMHMOA, W TMAalMEHTa CJIEIyeT TIIATEeIbHO
Ha0JIr0/1aTh Ha IPeMET JIFOOBIX TOOOYHBIX PeaKIHii, CBI3aHHBIX C HOPYTHHHOOM.

Heaxapmop  u  xombunayuu  @Qukcuposannoi  003vl  ueakagpmopa  (Hanpumep,
mesaxagpmop/ueaxagpmop u usakagpmop/me3saxagpmop/snexcaxagpmop)

CoBMecTHOE IIPUMEHEHHE ¢ UBaKa(TOpPOM, MOTEHIMPYIOLUIMM PEryIATOPOM TpaHCMeMOpaHHOI
npoBoaumocTi Mykosucuuao3a (CFTR), yBenuuuno Bo3neiictBue mBakadtopa B 3 pasa. Ilpu
OTHOBPEMEHHOM IIPUMEHEHHH ¢ yMepeHHbIM uHruoutopom CYP3A4, takum kak ¢ykoHas3oml,
PEKOMEHIYeTCsl CHIDKEHHUE 103l UBakadTopa (1w KoMOMHauH uBakadTopa) B COOTBETCTBUH C
HMHCTPYKLMAMU 10 Ha3HAYEHUIO HBakadTopa (im KoMOuHaIuu uBakagTopa).

Jlembopexcanm

OIHOBpeMEHHEIN TIpreM (IIyKoHa3oa yBeanuuBaeT Cmax 1 AUC TeMO0peKcaHTa IpUMEpPHO B
1,6 1 4,2 pa3a COOTBETCTBEHHO, YTO, KaK OJKU/IAETCsI, YBETMYUT PUCK TIOOOYHBIX PEAKIIHiA, TAKHX
KaK COHJMBOCTh. V3GeraiiTe OJHOBPEMEHHOro IIpuMeHeHHs npemapata ®YI[UC® ¢
1eMOOpPEKCaHTOM. '
Jozapman

@yxkoHa30]l MHTHOMpPYeT MeTaboIM3M Jio3apTaHa J0 ero akTuBHoro Mmertabomurta (E-31 74),
KOTOPBI/A OTBeYaeT 3a OOJNBIIYI0O YacTh aHTaroOHMW3Ma PeLEeNTOpPOB aHrHOTeH3uHa II, KOTOpHIH



BO3HMKA€T BO BpeMs JIeYeHHs jo3apTaHoM. [lamueHTaM ciieyeT MOCTOSHHO KOHTPOJIMPOBATH
apTepuagbHOE JaBJICHUE.

Jlypasuoou :
ComyrcTByromee npuMeHeHHe yMepeHHBIX HHruoutopoB CYP3A4, Takux Kak (IyKoHa3ol,
MOXKET YBEJIMYUTh KOHIEHTPAIMIO JIypa3uJOHa B IIa3Me. ECIM COmyTCTBYIOMIEro IPUMEHEHUS
130eKaTh HEBO3MOJKHO, YMEHBINHTE 03y JIypa3uIOHA, KaK YKa3aHO B MHCTPYKIUH IO
Ha3HAYCHUIO JTypa3uIoHa.

Memaoon

@IyKOHa30] MOXET ITOBBICUTH KOHIEHTPAIMIO METaJ0HA B CHIBOPOTKE. MOKET MOTPeOOBATECS
KOPpPEKTHUPOBKA JO3UPOBKH METAI0HA.

Hecmepouonwvie npomusosocnanumenvHuvie npenapanbi

Cmax 1 AUC ¢mypbunpodena Opimu yBeamdens! Ha 23% u 81% cOOTBETCTBEHHO IIPH COBMECTHOM
npreme ¢ (pIyKoHa30JI0M 10 CPaBHEHHIO C IIPUEMOM TONIBKO (iaypbunpodena. Ananorudao, Cmax
u AUC ¢apmako1orndecky akTUBHOTO u3omepa [S-(+)-ubynpodena] osumm yBenudensl Ha 15%
1 82% COOTBETCTBEHHO IIPU COBMECTHOM IpreMe (hIyKOHa30Ja ¢ paeMUIecKuM uoympodheHoM
(400 Mr) mo cpaBHEHUIO C IIPHEMOM TOIBKO palleMUIecKOro HOympodeHa.

XOTs cIenuanbHO HE H3y4anoch, (IYKOHA30J7 MOXKET yBEIMYMBATH CUCTEMHOE BO3IEHCTBHE
JApYyTUX  HECTEPOMAHBIX  I[POTHBOBOCHAIMTENBHBIX  mpemaparoB  (HIIBII), kotopsre
metabomusupyrores CYP2C9 (Hanpumep, HAIPOKCEH, IOPHOKCHKAM, MEJIOKCHKAM, IUKIO(EHAaK).
PexomenyeTcs yacTslii MOHUTOPUHT NOOOYHEIX 3P (PEKTOB ¥ TOKCHIHOCTH, cBsA3aHHBIX ¢ HITBII.
Moxxet otpedoBaThCst KOppeKTHpoBKa q03upoBku HITBII.

Onanaput

VYmepennsle uHruouTopel CYP3A4, Takme Kak (IykoHa30J, MOBBIMAIOT KOHIEHTPAIUIO
onamapuba B IUIa3Me; OJHOBPEMEHHOE IPHMEHEHHEe He peKoMeHayercs. Ecim xoMOuHanum
HeNb3sl u30eKaTh, YMEHBIIUTE JI03y OJlanapuba, Kak yKa3aHO B MHCTPYKIMH IO Ha3HAYEHHUIO
onamapuba.

Ilepopanvuvie koHmpayenmugul

brimi mposenensl [Ba (papMaKOKUHETHYECKUX HCCIIEOBAaHUS ¢ KOMOMHUPOBAHHBEIM OpAlIbHBIM
KOHTPALENTHBOM C HCII0JIb30BAHUEM HECKOJIBKHX 7103 (irykoHa30J1a. He ObLTO BEISBIIEHO HUKAKUX
CYIIECTBEHHHIX 3(()EKTOB Ha ypOBEeHb FOPMOHOB B HCCIIEAOBaHUHU (PIyKOHA30ia B H03e 50 Mr,
Torja Kak mnpu go3e 200 mr B 1eHs AUC STHHMIIICTpaaroIa U JIEBOHOPrecTpeia YBEIMIMINCh Ha
40% u 24% cooTBeTCTBEHHO. TakuM 00pa3oM, MHOTOKpaTHOE IpUMeHEHHE (DIyKOHA301Ia B STUX
J03aX BPsJI JIM IOBJIHMSAET Ha 3G PEKTHBHOCTE KOMOMHUPOBAHHOTO OPAIBHOTO KOHTPAIEITHEBA.
Ilepopanvhvie 2unoznuxemuxu _
Knuanyecky 3Ha9MMas THUIOITMKEMHS MOXKET OBITh BBI3BaHA NpPHUMEHEHHEM IIperapaTa
®VIIUC® ¢ mepopanbHBIMU THUIOTTHKEMUAYECKIMH CPEICTBAMM; OJMH JETAJbHBIA HCXOa OBLI
3aperrCTPUPOBAH U3-3a TUIIOTIMKEMUH B CBS3U ¢ KOMOMHHPOBAaHHEIM ipuMeHeHneM ®YIIUC® u
rmu6ypuga. ®VIIUC® camkaet MeTaboi3M TONOyTaMUa, TIHOYPH/IA U TIHIIN3HAA ¥ TIOBBIIAET
KOHIICHTPALIMIO 3TUX CPECTB B IU1a3Me. [Ipu oJHOBpeMeHHOM npuMeHeHuH npenapata ®YI[C®
C OSTUMH WM JPYIMMM II€POPAIbHBIMM TUIOITHKEMUYECKHMH CpEICTBAMH Ha OCHOBE
CyIb()OHMIMOYEBHHEI CIETYET TIIATEIBHO KOHTPOIAPOBATH KOHIIEHTPALHIO TIFOKO3HI B KPOBU U
IIpU HEOOXOJUMOCTH KOPPEKTUPOBATE 103y CYJIb(G)OHUIMOYEBUHEL.

Denumoun

OVIIMC® moBblIaeT KOHIEHTpAMio (EHHTOMHA B IlIasMe. PeKOMEHIYeTCs TINATeIbHbII
MOHHTOPHHI KOHIIEHTpAI[n¥ (PEHATOUHA y AIUEHTOB, Hoydaromux ®YIIVC® u dpernrTous.
Ilumo3zuo

OnHoBpeMeHHOE IpUMEHEHNE (IIyKOHA30J1a ¢ MUMO3UI0M MOXKET IPUBECTH K WHTUOUPOBAHUIO
MeTaboIu3Ma MMMO3K/Ia, XOTS 3TO He U3YJalIoCh in Vitro WM in vivo. [ToBBIIIEHHe KOHIIEHTPAIIUH
MMO3MJa B IUIa3M€ MOXKET IIPUBECTH K yanuHeHuto uHTepBana QT u penkum ciydasm
XKEITYA0YKOBOM TaXWKapAuy Tula «moupysT». CoBMecTHOe NIpuUMeHeHHe (GIyKoHa30/la W
IIAMO3K/1a IPOTUBOIIOKA3aHO.

IIpeonuson



bein 3aperucTpupoBaH ciydail, Korja y IIallMeHTa C TPaHCIUIAHTUPOBAHHOW II€UEHEBIO,
IPUHAMABIIETO IPEIHU30H, Pa3BUIACh OCTPasi HEJOCTATOYHOCTh KOPHI HAJIOYEUYHUKOB, KOIJa
ObuTa mpekpaimeHa 3-mecsyHas Tepanus ¢urykonazonoM. [Ipexpamenue npueMa ¢ryKoHa30a
IIPE/IIOJIOKUTENBHO BEI3BAJIO IOBBIMIEHHYIO akKTUBHOCTE CYP3A4, uTo mprBeno K HOBHIIIECHUIO
MeTabosu3Ma npegHu30Ha. [lanueHToB, HaXOASIUXCS Ha JIUTEIBHOM JIeYeHHH (IIyKOHA30JI0M
1 TPEJHHU30HOM, CIEAyeT TIATeJbHO KOHTPOIMPOBATH Ha IpeJIMEeT HEJOCTATOYHOCTU KOPEHI
HaJIIOYE€YHHUKOB, KOT/Ia IMpeKpaImaeTcs mpueM (GIrykoHas3ona.

Xunuoun

OnxHOBpEMEHHOE NpUMEHEeHHEe (PIIyKOHA30/1a ¢ XUHUINHOM MOXKET IPUBECTU K HHTUOUPOBAHUIO
MeTaboIM3Ma XUHHUIUHA, XOTS 3TO He M3y4alloch in Vifro WM in vivo. [I[puMeHeHne XWHUIAHA
OBLI0 CBSI3aHO ¢ y/uIHeHHeM uHTepBata QT U peaKuMu caydasMy apuTMUH 110 TUILY KITHPYITY.
CoBMmecTHOe mnpuMeHeHHE (IyKoHa3oila M XHWHUAWHA IMPOTHBOIIOKa3aHO (CM. pasfien
«[IpoTBOIOKA3aHUAY).

Pugppabymun

IToctynaimu cooOmeHus O TOM, 4YTO CYIIECTBYET B3aMMOJEHCTBUE, Koraa (IIyKOHA30I
IPUMEHSETCS OTHOBPEMEHHO ¢ pr(habyTHHOM, YTO IPUBOJUT K ITOBBIIICHHUIO YPOBHS pudadyTuHa
B chIBOpoTKE A0 80%. Bpumm coobmenus o6 yBeWTe y HAIMEHTOB, KOTOpPHIE OTHOBPEMEHHO
IpUMeHsIH QuykoHaszon u pudadyrus. [larmuentsl, noxydaromue pudabyTHH U (IyKOHA30I
O/THOBPEMEHHO, JOJDKHBI HAaXOAUTHCS MO/ TIIATEIbHBIM HAOIIOIEHUEM.

Pugpamnuyun

Pudamnuums ycunmBaeT MeTaboIM3M OJHOBPEMEHHO NpUMeHsieMoro mpenaparta ®VIIMC®. B
3aBUCHUMOCTH OT KJIMHUYECKHX 0OCTOSTENBCTB CIeAyeT PaCCMOTPETh BO3MOKHOCTD YBEITHUEHUS
103561 ipenapata @ YIIUC® npu ero npuMeHeHHH ¢ PUGAMIUITHOM.

Caxeunaeup

®aykonaszon ysenmuuBaeT AUC cakBuHaBHpa npuMepHO Ha 50%, Cmax IpuMepHO Ha 55% u
CHIDKaeT KJIMpEHC CcakBHHaBUpa mnpuMmepHo Ha 50% wu3-3a MHTHOMPOBAHHS IIE€YECHOYHOIO
Mmerabomm3ma cakBuHaBupa CYP3A4 w wuHrubOupoBanus P-rimkonporewmHa. MoxeT
HOTpeOOBaThCSI KOPPEKTHPOBKA IO3MPOBKU CAKBUHABHPA.

Kpamroepemenno Oeiicmeyioujue bern3o0uasenutol

ITocne nmepopanbHOro mpreMa Muga3oiama GIryKoHa30J IPUBE K CYIIECTBEHHOMY ITOBBIIICHHIO
KOHLEHTpAIlMd MHja3ojiaMa U ICUXOMOTOPHBIX 3P (eKToB. DTO BIUSHHE Ha MUIA30JaM, IIO-
BUIUMOMY, OoJiee BBIp@KEHO IIOCIE MEpOpalbHOro mpueMa (IyKoHa301a, dYeM IIpH
BHYTPUBEHHOM BBeJeHMM (iaykoHasona. Ecim KopoTkomeWcTByromue OeH301ua3elHbI,
KOTOpBIE METa0ONU3UPYIOTCS CUCTEMOM NUTOXpoMa Piso, Ha3HAYArOTCS OTHOBPEMEHHO C
(I1yKOHA307I0M, CIEIyeT pacCMOTPETh BO3MOXKHOCTH CHIDKEHHS 03B OEH30/IMa3eliHa, a 3a
NalMeHTaMU CJIeyeT BECTH Ha/ljIexalnee HaOIroJeHue.

Cuponumyc

@iyKoHa30J1 yBEIUYMBAECT KOHIEHTPAIMIO CHPOIMMYyca B IIIa3Me, IPeAIOI0KUTEIEHO, IyTeM
uHruoupoBaHus Metabommu3ma cuponumyca aepe3 CYP3A4 u P-rmuxonporenH. DTa KoMOUHAIHS
MOJKET HCIIOJIB30BAThCS C KOPPEKTUPOBKOM JO3MPOBKH CHPOJIMMYCa B 3aBUCHMOCTH OT
u3MepeHni 3¢ GpexTa/KOHIEHTPAIUH.

Taxponumyc

@JyKOHA30JI MOXKET yBEIMYMBATh KOHIIEHTPAIMIO IEPOpaIbHO IPHHUMAEMOr0 TaKpoIuMyca B
CBIBOPOTKE [0 5 pa3 u3-3a MHTUOMpoBaHUs MeTabomm3ma Takpoimumyca depes CYP3A4 B
KUIIEYHUKE. [Tpu BHYTPHUBEHHOM BBEJICHUU TaKpolmMmyca CYIECTBEHHBIX
(bapMaKOKMHETUIECKUX U3MEHEHUI He Ha0Ir01a10Ch. [IOBBIIIEHHBIE YPOBHH TAKPOJIUMYyca ObLIH
CBsI3aHBI C HE(POTOKCUYHOCTEIO. J[03UPOBKY IIEpOpaIbHO IPUHIMAEMOT0 TaKpOIUMYca CIeayeT
YMEHBIIATh B 3aBUCUMOCTHU OT KOHIIEHTPAILIUU TaKpOJIUMYycCa.

Teogpunnun

®VIUC® yBenmmuuBaeT KOHIIEHTPAIINIO TeOGUIITIHA B CEIBOPOTKE. PeKoMeHIyeTcs TIaTe TbHEH
MOHHTOPHHT KOHIIEHTpaIliy Teo(HUIIINHA B CHIBOPOTKE y MAIMEHTOB, monydaomux ®YIIUC® n
TEOPUILIUH.



Topayumunubd

CuctemHoe Bo3JelicTBHe TOohaUUTUHMOA YBETMYHMBAETCS, KOraa TO(GAIMTHHHO HA3HAYAETCS
COBMECTHO C ()IIyKOHA307I0M. YMEHBIIUTE 103y TOMAIUTHHIOA P OJHOBPEMEHHOM IPHEME C
¢yxonaszonoM (T. €. ¢ 5 Mr J1Ba pa3a B IeHb 10 5 MT OIMH pa3 B JI€Hb, KaK YKa3aHO B HHCTPYKLUK
K TohanuTuHuoy).

Toneanman

BoszeiicTBue TonBanTaHa Ha IIa3My 3HauuTenbHO yBenmuuBaetcs (200% B AUC; 80% B Crmax),
Korga tonsanTaH, cyoctpar CYP3A4, Ha3HauaeTcst COBMECTHO C (DIIyKOHA30JI0M, YMEPEHHBIM
uaruouTopom CYP3A4. DTO B3aMMOEHCTBHE MOXKET NPHUBECTH K PUCKY 3HAYUTEIHHOTO
yBEIMYEHHUs IOOOYHBIX DPEaKLUi, CBS3aHHBIX C TOJIBATAHOM, B YaCTHOCTH, 3HAYMTEIHHOIO
nuypesa, 00e3B0KHBaHUS M OCTPOI IOYEIHOI HeT0CTaTOYHOCTH. Ecii TosiBanTan u (IryKoHa3011
Ha3HAYar0T OJHOBPEMEHHO, B 9TOM CJIydae 103y TOJIBaNTaHa CleyeT YMEHbIINTh B COOTBETCTBHH
C MHCTPYKIMSMM 110 Ha3HAYEHHIO TOJIBANITaHa, a NalFeHTa CIeyeT PEerysIpHO KOHTPOJIMPOBATh
Ha IIpeIMET BO3HUKHOBEHHUSI TIOOOYHEIX PeaKLUil, CBI3aHHBIX C TOJIBAIITAHOM.

Tpuazonam

®nyxonaszon ysennuusaeT AUC Tpuazonama (oXHOKpaTHas 103a) IpuMepHO Ha 50%, Cmax Ha 20—
32% wu ysenu4usaet t/2 Ha 25-50% u3-3a uHrHOUpoBaHUS MeTabonu3Ma Tpraszojama. Moxer
O0TpeOOBaThCsI KOPPEKTUPOBKA JOZUPOBKU TPHA30JIaMa.

Anxanouowr 6bapsunxa

XoTs 3TO HE U3yJanock, HIIyKOHA30J MOXKET IIOBBIIIATh YPOBEHB ANKAIOMI0B GapBUHKA B IL1a3Me
(mampuMep, BUHKPHCTHHA U BUHOJIACTHHA) U IPUBOJUTE K HEMPOTOKCHYHOCTH, 9TO, BO3MOXKHO,
CBSI3aHO ¢ HHruOupyromuM aeiicruem Ha CYP3A4.

Bumamun A

Ha ocHoBanuu oT49eTa 0 ciIydae y OJHOIO IalUeHTa, IOJIyYaBIIIero KOMOMHIPOBAHHYIO TEPAIIUIO
MOJIHOCTBIO TPAHC-PETUHOEBOM KHUCIOTOH (KucioTHas ¢opMa BUTaMuHA A) U (PIyKOHA30II0M,
Pa3BUIINCh HeXellaTelbHble 3QQEKTHI, CBSI3aHHbIE ¢ IIeHTpalbHOM HepBHOM cuctemoit (ITHC), B
BH/IE TICEB/IOOIYXO0JIM MO3ra, KOTOpas Hcdesia ocie NpeKpanieHus Je9eHus GpIyKoHa30I0M. DTy
KOMOMHAIIMIO MOJXXHO HCIOJIB30BaTh, HO CJIEAYET YYUTHIBATH YaCTOTy BO3HMKHOBEHUS
He)XeIaTeabHBIX 3 QexToB, cBsa3anHbIX ¢ [[HC.

Bopuxonaszon

Ms6eraiite O0ZHOBPEMEHHOrO IIpHeMa BOPHKOHa301a W  (UIyKOHA30l1a. PeKoMeHayeTcs
MOHHMTOPHMHI IOOOYHBEIX 3Q(PEKTOB U TOKCHIHOCTH, CBSI3aHHBIX C BOPUKOHA30JI0M; OCOOEHHO,
€CJIM BOPUKOHA30J1 HAYMHAIOT IPUHUMATh B TeUeHHE 24 4 1ociie ocIeaHel 10361 GIIyKoHA307Ia.
3uoosyoun

®nykoHazon yBelIuduBaeT Cmax U AUC 3umoBynuHa Ha 84% u 74% COOTBETCTBEHHO M3-3a
CHIDKCHHUS KIIMpEHCa 3W/IOBYJIMHA TIPW TIepopanmkHOM Tipreme mpumepHo Ha 45%. Ilepuon
IOJTYBBIBECHMS 3UIOBYIMHA yBEIMYIMBAEeTCsS INpuMepHO Ha 128% mocie OIXHOBPEMEHHOIO
npuMeHeHuss ¢ (uykoHa301g0M. [JanMeHTOB, WONyYarOmMX 5Ty KOMOWHAIMIO, CJIEAYET
KOHTPOJIMPOBATh Ha IIPEIMET Pa3BUTHUS IOOOYHBIX PeaKLUi, CBI3aHHBIX C 3UIOBYIHHOM. MOYKHO
PacCcMOTPETh BO3MOXKHOCTH CHIDKEHHSI JO3UPOBKH 3UI0BY/IHHA.

Bpauu 10JDKHEBI 3HATH, YTO MCCIEA0BAHUS B3aUMO/ICHCTBHS C IPYTUMH MIpeNapaTtaMu, KpoMe Tex,
KOTOpEIE IIEPEYUCIIEHE] B pasjielie «PapMaKoIOorHIecKie CBONCTBAY, He IPOBOIMIINCH, HO TAKHE
B3aUMOJEHCTBUS MOTYT UMETh MECTO.

Oco0rble ykazanus

(1) Hospexncoenue newenu: ®YIIVIC® crenyeT HasHadaTh C OCTOPOKHOCTHIO IALHEHTAM C
HapymeHneM (QyHKuun nedenu. [Ipuém npenapara @ VIIUC® 6511 CBA3aH ¢ PEIKUMHE CIydasMH
CEPBhE3HOM renaToTOKCUYHOCTH, BKIIIOYas JIeTaIbHBIE UCXO/bI, B IEPBYIO OYepeIb Y MAI[HEHTOB C
CEPBE3HBIMU COIIYTCTBYIOIIMMHU 3a00JIeBaHUSAMHU. B CiIydasx remaTOTOKCHYHOCTH, CBSI3aHHOU C
npuémom npenapata ®VIIAC®, He HaGTIOATOCH OYEBHMIHOM CBS3M C OOIIEH CYTOYHOM 103011,
IIPOJOJDKMTENBHOCTRIO TEpallly, IIOJIOM WM BO3PAacTOM IAl[MEHTa. | emaTOTOKCHMYHOCTH
npenapata ®YIUC® o6rruHO, HO He Bceraa, GbIa 06GPATHMOM TpH IIpEKpaIeHUN TEepPaInH.



ITarMeHToB, y KOTOPBIX BO Bpems Tepamuu mpemapaToM @ VIIMC® m3mensioTcs mokasaTenn
GyHKIMK TE€deHH, cielyeT HaOJIoJaTh Ha NPeIMeT Pa3BUTUS 0OJiee CEPhe3HOTO MOPaKEHHMS
nedenn. [Ipuém npenapara ®VIIAC® creqyeT IpeKpaTUTh, CIM Pa3BUBAIOTCH KIMHUYECKHIE
IPU3HAKA U CUMITOMBI, COOTBETCTBYIOIIUE 3a00JI€BAHUIO IEYEHH, KOTOPBIE MOTYT OBITh CBSA3aHBI
¢ mpuémoM npenapara ®VIHC®.

(2) Anagpunakcua: B peaxux ciydasx coo0Imanoch 00 aHapHUIaKCHH.

(3) Aepmamonozuueckue HapywieHus: cooOIATOCh O BO3HUKHOBEHHH 3KC(HOIMATHBHEIX
KOXXHEIX PacCTPOMCTB BO Bpemst JiedeHus mperapatoM @ VIIUC®. V mamueHToB ¢ cephe3HBIMU
COIIyTCTBYIOIIMMU 3a00JIeBaHUAMHU OBUIM 3apeTUCTPUPOBAHEI JIEeTaTbHBIE UCXO/BI. [lalueHTsl ¢
rIyO0KO YKOPEHMBHIIMMHUCS TPUOKOBHIMH HHQEKIMSMH, Y KOTOPHIX BO BpeMs JI€YEHHUS
npenapatoM ®OVIMC® mnosBisercs ChIb, [JOMKHB HAXOJUTHCA TOX IIPHCTATBHBIM
HaOJIOIEHUEM, M IIPUEM IIperapaTa cieJyeT IPEeKpaTHTh, eCld MOPaKEHHs MPOrPECCUPYIOT.
ITpuém ¢irykoHa3071a IS JIeYeHHs] IOBEPXHOCTHOM IPHOKOBOM MHGEKIUY CIeNyeT IPEKPATUTh
€CJIM Y TAIlHEHTOB IOSBIIAETCS ChIIIb, KOTOpPAs MOXKET OBITH CBS3aHa ¢ MPUEMOM (hIIyKOHA30JIa.
(4) IMomenuyuanevusiii 6ped 014 NA00A: HET aJEKBATHBIX M XOPOIIO KOHTPOJIUPYEMBIX
KIMHUYECKHX HccienoBanuii mpenapata ®YVIIMC® y 6epeMeHHEIX sKeHIMH. B oTueTax o ciydasx
OIMUCBIBACTCSA KapTHHA OTYETJIMBBIX BPOJKICHHBIX AHOMAJUI y MIIa[EHIEB, IMOJABEPTIIUXCS
BHYTPUYTPOOHOMY BO3/I€HCTBUIO BEICOKOH J03BI MATEPHHCKOTO (hirykonasomna (400—-800 Mr/nens)
B TeUeHHUE OOJbIIEH YacTU WM BCErO IIEPBOrO TPUMECTPA. DTH 3apErMCTPUPOBAHHEIE AHOMAIIIH
AHAJIOTMYHBI TE€M, KOTOphlE HaOJOAANNCh B HMCCIEJOBAHUSIX HA JKMBOTHBIX. Ecim mpemapar
®VIIUC® ucnonp3yercst Bo BpeMs 6epeMEeHHOCTH MM eCJIH MAIHEHTKA 3a0epeMeHena BO BpeMs
IIpreMa IIpenapara, ee cieayeT IpOHH(GOPMHPOBATH O IMOTEHIMATBHON OMACHOCTH JUIS IUIOAA.
DddexTrBHBIE MEPBI KOHTPALETIINH CIIEIyeT PAaCCMOTPETh XKEHIIMHAM (PePTHIILHOTO BO3pACTa,
KoTopsle Jedarcst mpemapatoM ®YIIMC® B mose or 400 mo 800 Mr/meHp, M IPOXOIDKATH
IPUHAMATh WX B TE€YEHHME BCETO IIEPHOZA JICUEHHUs M IpPUMEpPHO B TedeHue 1 Hememu (56
IEPUOIOB  IOJYBBIBEJEHUS]) IIOClIe IpuéMa TIOCIeTHEeH J03bl. DIHIEMHOJOTHYECKHE
HCCIIeIOBAaHMS YKa3bIBAIOT Ha IOTEHIHAIBHBIN PHCK CAaMOIIPOU3BOIBHOTO ab0pTa U BPOXKIEHHBIX
aHOMaJIMH y MIIaJIEHIIEB, MATEPU KOTOPBIX JEYHIUCH (PIyKoHa30I0M B 03¢ 150 Mr 0JJHOKpaTHO
UJIA TIOBTOPHO B IIEPBOM TPUMECTPE, HO 3TH MUAEMUOIOTHYECKHIE HCCIIEI0BAaHMUS OTrPaHHYEHEI,
U 5T Pe3yJIbTATHI HE OBIIM MOTBEPIKIEHBI B KOHTPOIMPYEMBIX KIMHUYECKUAX UCCIIETOBAHMSIX.
Obmue cBeneHUs

HexoTopele a3oibl, BKIrodas (IyKoHa30J, CBs3aHBl C yIuIMHeHHeM wuHTepBana QT mHa
sIeKTpoKapauorpamme. OirykoHa301 BhI3bIBaeT yanuaenue QT mocpeacTBOM HHIHOUPOBaHUS
TOKa BeIIpsAMIIgroniero kamnumeoro kaHana (Ikr). Yiomuaenwe QT, BwI3BaHHOE IpyrUMHU
JIEKapCTBEHHBIMM  CPEJCTBAMM  (HAaIpUMEp, aMUOJApOHOM), MOXET OBITh YCHIEHO
IOCPeNCTBOM MHIubupoBanus nuroxpoma Piso (CYP) 3A4). B xome mOCTMapKETHHIOBOTO
HaOm0eHusd OBUIM 3aperHCTPUPOBAHBI penkue ciydaw yamuHeHus QT M KelymoYKoBOM
TaxXUKapJuy THIA «IUPY3T» y HNAlUEHTOB, IPUHUMABIIUAX (HIYKOHA30J. BOIBIIMHCTBO 3THX
COOOmEeHNH Kacalauch TsDKEIOOONBHBIX MAllMEeHTOB C MHOXKECTBEHHBIMHU COIYTCTBYIOUIUMHU
daxTOopaMH pHCKa, TaKMMU KaK CTPYKTypHble 3a0ojieBaHMs CepAlla, HapylIIeHHs
9JIEKTPOJIUTHOrO OajlaHca U COIyTCTBYIOIIMX IIPErapaToB, KOTOPBIE MOTJIM CIOCOOCTBOBATH
sToMy. IlanueHTsl ¢ runoxanueMuel U MPOrpeCcCUpPYIOMEN CepAedHOl HeI0CTATOYHOCTRIO
IIOJBEPIKEHBI ITOBBINIEHHOMY PHCKY BO3HHKHOBEHHS ONACHBIX IS JKU3HHU JKEIyJTOYKOBBIX
apUTMUH U XKeJIyJOYKOBOU TAXUKAPIUH THIIA KITHPYITY.

@yKoHa30Jl CleAyeT Ha3HayaTh C OCTOPOKHOCTHIO TAlMEHTaM C 3TUMH IIOTEHI[HAIBHO
IPOAPUTMHUIECKUMHU COCTOSHUSIMH.

OnnoBpeMeHHOe npuMeHeHHEe (IIyKOHA30JIa W OPUTPOMHIMHA MOXET YBEIHYUTH PHCK
KapIuOTOKCMYHOCTH (yanuHeHHBIH uHTepBan QT, apuTMus THUOA «IIHPYIT») W,
CJIeI0BATENIbHO, BHE3ANIHOU cepaednoit cmepTu. CrenyeT nzberats 3TOi KOMOMHAIIMH.
@yKoHa30JI clIelyeT Ha3HadaTh ¢ OCTOPOXKHOCTBIO MAllMEHTaM C HapyIIEHHEM II0YEYHOM
GyHKIIUH.




V nanueHTOB, IPUHAMAIOIIUX a30JIbl, BKI0Yas (IIyKOHA30J, OTMEYanach HaJ0YeYHHKOBAs
HEeIOCTaTOYHOCTh. Y IalMeHTOB, HIPUHUMAIOIMUX (IYKOHA30J, OTMEYAIHCh 0O0paTHMEIE
clIy4ad HaJIOYE€UHUKOBOM HEIOCTATOYHOCTH.

Brin 3apeructpupoBanbl cinydau cynepuHpexkuun sugamu Candida, otnmugasiMa ot C.
albicans, KOTOpBIE 9aCTO M3HAYAIBHO HE BOCIPUUMYMBEI K ipenapary ®VIIUC® (manpumep,
Candida krusei). Takue ciydam MOryT motpeGoBaTh albTepPHATHBHOW MPOTHBOTPUOKOBOM
TEpaIuy.

Kanneporenes u myrareses

®1yKoHa30II HE TOKa3al HUKAKUX JO0KA3aTeNbCTB KaHIIEPOTEHHOrO IIOTEHNHANa y MBIIIeH I
KpBIC, IIOJy4aBIIMX €r0 IEPOpPaJbHO B TedeHHe 24 MecsleB B g03ax 2,5 MI/KI/meHs, 5
mr/kr/nens unu 10 Mr/kr/meHs (mpuMepHO B 2—7 pa3 Gojblle PeKOMEHIYeMOM O3Bl IS
9eloBeKka). Y caMIlOB KphIC, IONy4YaBIIUX 5 Mr/Kr/meHb u 10 Mr/kr/meHb, HaOII0IaIo0Ch
YBEIMYEHHE JaCTOTHI FeNaTOIEILIIOJISIPHEIX aIEHOM.

@ykoHa30Jl, ¢ MeTabOIMYECKOH aKTHBaLUeH uiu 6e3 Hee, Jal OTPUIATEIbHBIA Pe3yIbTaT B
TecTax Ha MYTareHHOCTh B 4YeThIpeX ITaMmax S. fyphimurium W B CHCTEME MBIIIHHOMN
mamdomer L5178Y. IlutoreHerwyeckue WCCIENOBaHUS in vivo (KIETKH KOCTHOTO MO3ra
MBIIIEH [0CTIe IEPOPaNbHOro BBeAEHUS (BIyKOHA30I1a) | in vitro (4e0BedecKue TUM(OIIMUTEL,
IoJBeprmuecs Bo3AecTBHIO (uykoHasona B mo3e 1000 MKr/mi) He moKasand HHKAKHX
IPU3HAKOB XPOMOCOMHBIX MYTaIlHil.

Ilpumenenue npu depemeHHOCHU U 6 REPUOO TAKMAUUU

Bepemennocmo

Tepartorennsle 3G heKThI

IToTeHIMaNEHEIN Bpe/ U 1012

ITpuMeHeHre BO BpeMs OEpEMEHHOCTH CilelyeT W30erarTh, 3a HCKIIOYEHHEM MAI[MEHTOB C
TSDKEJIBIMH MUT IIOTEHIUATBHO ONACHBIMHU IS J)KU3HU TPUOKOBBIMH MH(EKIMSIMH, Y KOTOPHIX
(yKoHa30JI MOXKET IPUMEHSTBCS, €CIH OJKUAaeMasl I0Jb3a MPEBBIIIAET BO3MOKHBIA PHUCK I
mwiona. Heckonbko OmyOIMKOBaHHBIX OTYETOB O CIIy4yasX OIMCHIBAIOT KAPTHHY OTYETIMBHIX
BPOXKJIEHHBIX aHOMAJIMiA y MJIaJICHLIEB, IOBEPIIINXCSI BHYTPUYTPOOHOMY BO3IEHCTBHIO BEICOKOIA
10361 MaTepuHCKOro (aykonazona (400—800 mr/meHs) B TeyeHue OONBIIEH YaCTH MM BCETO
IIEPBOTO0 TPUMECTPA. OTH 3aPETMCTPUPOBAHHBIE AHOMAIMM AaHAJOTUYHBI TEM, KOTOpBIE
HaOJIIOJaliCh B MCCIIEOBAHHUAX HA JKUBOTHBIX. D()(EKTUBHBIE MEPHI KOHTPAIENIMH CIIEIyeT
paccMOTpeTh y JKEHINMH (EPTUIBHOIO BO3pACTa, KOTOPHIE NPOXOJST JIeYeHHE MpernapaToM
OVYIIUC® B no3e 400-800 Mr/aeHp, M MX CIeIyeT HPHAECPKUBATECS B TEUCHHE BCETO nepuo/ia
JICYCHUsT U NMPUMEPHO B TedeHue 1 Henenn (5—6 mepuoIOB MOIYBBIBEAECHHS) IIOCIE MpHéEMa
nocnenHei 10361, Eciin ®VIIUC® npumenseTcs BO BpeMs 6epeMEHHOCTH M eCIIH IalleHTKA
3abepeMeHena BO BpeMs IpHeMa Iperapara, ee cieayeT IpouH(pOpPMUPOBATh O HOTEHIHAIbHON
onacHocTH JuIs 1ioaa. CrioHTaHHBIE aOOPTHl M BPOXK/ICHHBIE aHOMAJIUH OBLIH MPEIIOKEHEl KaK
IIOTCHIMATbHBIE PUCKH, CBA3aHHEBIE ¢ IpUEMOM 150 Mr ¢urykoHa301a B Ka4ecTBe OJHOKPATHOI
WJIA MHOTOKPATHOH! /03Bl B IIEPBOM TPHMECTpe OEPEeMEHHOCTH Ha OCHOBE PETPOCHEKTHBHBIX
SMUIACMHUOJIOTHYECKUX HCCIeNoBaHMM. HeT ajexBaTHBIX H  XOpOIIO KOHTPOIUPYEMBIX
uccrenoBanuii npenapara ®YVIIUC® y 6epeMeHHBIX sKeHIMH (CM. pasen «Ocobsle YKa3aHus).
Wccnenopanus v mosei

B oTyerax o ciy4asx onmucheIBaeTCs XapaKTepHast U pe/ikasi KapTHHA BPOXKIEHHBIX 1e(GEKTOB CpeIu
MIIa[ICHIIEB, MaTEPX KOTOPHIX I0JIydaid BeIcokue 1035l (0T 400 mo 800 mr/mens) dhiaykonaszona B
TeyeHre OOJbIIEH YacTH HIM BCEro IEpBOro TpuMecTpa OepemenHoctu. OcobeHHOCTH,
Ha0rojaeMble y 3TUX MIJIAJICHIIEB, BKIIOYAOT Opaxuiedannio, aHoOMaIbHOE JIHUI0, aHOMAIbHOE
pa3BUTHE CBOJA Yepemna, BONYBIO IIaCTh, UCKPUBIICHHE O€JIpeHHOW KOCTH, TOHKHE pebpa u
JUTMHHBIE KOCTH, apTPOrPUIIO3 M BPOXKAEHHBIN MOPOK cepaua. DT 3G GeKTs aHaJOTHYHEI TEM,
KOTOphIe HAaOIIOJAINCh B MCCIIEIOBAHUSIX HA XMBOTHBIX. DIUIEMHUOIOTHYECKHE UCCIIETOBAHMU
IIPENONIaratoT MOTEHIHAIbHBIA PUCK CaMOIIPOU3BOIBHOIO ab0pTa U BPOXKAECHHBIX aHOMAJIHMA Y




MJIA/ICHIIEB, YbHM MaTepH moirydand 150 mr ¢aykoHa3omna B BUe OJHOKPATHOM MIIM MHOTOKPATHOM
JI03BI B IIEPBOM TPHMMECTPE, HO OTH 3MHUIEMUOJIOTHYECKHE HCCIEIOBAHUS OTPAHUYEHBI, W OTH
pe3yIbTaThl He OBUIH IOATBEPXKICHBI B KOHTPOJIUPYEMBIX KIMHMIECKHMX UCCIIEJ0BAHUSIX.
HccnenoBanus y )KUBOTHEIX

®I1yKOHA301 BBOJMIICS IEPOPATHFHO OEpeMEHHBIM KPOIHMKAM BO BpEMsl OpPraHOT€HE3a B JBYX
uccienoBaHuax B no3ax 5 mr/kr, 10 mr/kr m 20 mr/xkr m 5 wmr/kr, 25 Mr/xr u 75 Mr/xr
COOTBETCTBEHHO. YBEIMYEHHE Beca MaTepy OBLIO HapyIIEHO IIPU BCEX BapHAHTAaX JO3UPOBKH
(mpumepno ot 0,25 1m0 4 pa3 xiumHEYecKo# 10361 400 MI HA OCHOBE CpPaBHEHMS ILIOIIAIH
noBepxHoctu Tena [IIIIT]), a aboptel mpomcxommmu mpu 75 mr/kr (mpumepHo B 4 pasa
kauHIrYeckoi 1036l 400 mMr Ha ocHoBe IIIIT); HeOmarompusaTHBIX 3(G(EKTOB AU IUIOga He
HabIII0IaI0Ch.

B HECKOJBKMX MCCIEOBAaHUSX, B KOTOPHIX OepeMEHHBIE KpBICHI MOJIyYand - (IIyKOHa30I
[epopaabHO BO BpeMs OpraHOreHes3a, IPUPOCT Beca MaTepd OBLI HApyIIeH, a BeC IIIAIEHTH
yBenuumics npu 25 mr/kr. He Oputo Hukakux 3¢ ¢ekToB Ha mIox mpu 5 mr/kr wim 10 mr/xr;
yBEIMYEeHHE aHATOMMYECKUX BapHaHTOB IUIOAA (CBEPXKOMIUIEKTHBIE pebpa, paclIipeHue
MOYEYHON JIOXaHKM) U 3aIeP)KKH OKOCTEeHEHHs HaOIromamuch mpu 25 mMr/xr u 50 Mr/xr u 6oiee
BBICOKHUX J103ax. IIpu noszax ot 80 1o 320 Mr/kr (mpuMepHO B 2—8 pa3 6oJible KIMHAYECKOM J035I
400 mr na ocHoBe IIIIT) sMOpHoneTaTBHOCTS y KpHIC OblIa yBEeIWYEHa, a aHOMAJIUH ILIOJa
BKJTIOYAJIA BOJHUCTEIE pedpa, BOTYBIO IIACTh ¥ aHOMATBHYIO KpaHHO(DAIHAIBHYIO 0CCH(PUKALIHIO.
Ot 3QPEKTH COrIacyroTcsi ¢ MHTHOMPOBAHHEM CHHTE3a SCTPOr€HA y KPHIC M MOTYT OBITH
pe3yIbTaTOM H3BECTHHIX 3((PEKTOB MOHIKEHHOIO SCTPOreHa Ha OepeMEeHHOCTh, OPraHOreHe3 1
POIEL.

JlakTanus

®J1yKOHA30JI IPUCYTCTBOBA B HU3KHUX YPOBHSX B TPYZHOM MOJIOKE OCTIE IIpUeMa OHOKPATHOI
1036l 150 Mr Ha OCHOBaHHMHU JaHHBIX HcciIefoBaHUs 10 KOPMSIIUX )KEHIIUH, KOTOPHIE BPEMEHHO
UJIA COBCEM MPEKPaTHIM IPYJHOE BCKapMJIMBaHUE B TE€YEHHUE OT 5 JHEH a0 19 mecsieB mocie
ponoe. PacyeTHas cyTouHas Jo3a (IyKOHa30Jda IS MIIAJCHIEB W3 TPYJAHOrO MOJIOKa
(mpexmonarasi, 4To cpeaHee IHOTpeOlIeHHMEe MOJIoKa cocTaBiseT 150 MI/KI/IeHb) Ha OCHOBE
Cpe/IHeH IIMKOBOW KOHIIEHTPALMU B MOJIoKe (2,61 MKr/mi [auanason: 1,57-3,65 mxr/mi] gepes 5,2
Jaca oce npremMa J103sl) coctaBuia 0,39 MI/KI/fIeHb, 9TO COCTaBISIET NpUOIU3UTENHHO 13% OT
PEKOMEHIyeMOM IeTCKOM 03Bl I opodapuHreaqbHOro Kanaumao3a. (MapKupoBaHHas JeTCKas
7103a COCTaBIsE€T 6 MI/KI/JIEHb B IIEPBBIM JIEHb, 3aTe€M 3 MI/KI/I€Hb; pacdyeTHas JeTCKas 103a
coctaBisier 13% oT momnepxkuBaromei Jo3sl 3 Mr/kr/meHn). Her maHHBIX 00 ypOBHSX
(ykoHa3011a B MOJIOKE IIOCIIE MHOTOKPATHOTO MPHMEHEHWUsI WM [OCIIe IpUeMa GONIBINOM 10351
¢aykonaszona. Omy6iuKoBaHHOE MCCIIeJOBaHHE 96 KOPMSIIUX TIPYABIO JKEHIIMH, KOTOpHIE
nednnick GirykoHaszonoM 1o 150 mr yepes neHs (B cpeareM 7,3 Kancyinsl [auana3os ot 1 1o 29
Karcyl|) OT KaHIu103a IPyIH, CBI3aHHOTO C JIaKTAIlWeW, He BBIABHIIO CEPHE3HBIX IOOOYHBIX
peakuuii y wmianeHnes. CiemyeT NpOSBIATH OCTOPOXKHOCTh NP HA3HAYEHHM IIperapara
OVIMC® kopMsmeit xKeHmuHe.

DepTUIbHOCTD

®J1yKOHA3011 HE BIMsI Ha (QepTUIIFHOCT CaMIIOB M CaMOK KPBIC, KOTOPHIM BBOMIIM NIEPOPAIBHO
©KEIHEBHBIE J103BI 5 MI/KT, 10 MI/Kr mmm 20 MI/KT WIM IApEHTEPAITBHO 5 MI/KT, 25 MI/KT wim 75
MI/KI, XOTsS Hayalo poJOB OBLIO HEMHOro 3aaepxano mpud 20 MI/KT IepopambHO. B
NepUHATAIbBHOM HCCJIEIOBAaHUM BHYTPHUBEHHOIO BBEJCHMS KpbicaM IpH S5 Mr/kr, 20 mr/kr u 40
MI/KT UCTOIHMS ¥ IPOJIIEHHE POJIOB HaOIFOIAINCH Y HECKOIBKHUX caMOK mpy 20 MI/KT (IpEMEPHO
B 5-15 pa3 Goipime pekoMeHAyeMO# 03Bl Uil denmoBeka) W 40 MI/Kr, HO He IpH 5 MI/KT.
Hapymenus B poiax OTpaXaduch B HEOOIBIIOM YBEIWYEHMH YHCIA MEPTBOPOXKIEHHBIX
JETCHBIIIECH W CHUKEHMH HEOHATaJIbHOM BBEDKMBAEMOCTH IPH 3TUX YPOBHSX 103. DhOEKTH Ha
POABI y KpBIC COTIACYIOTCS C BHAOCHENM(UYIECKMM CBOHCTBOM CHIDKEHHS 3SCTpOTeHa,




BBI3BIBAEMBIM ~BBICOKMMH JI03aMH  (piIyKOHa301a. Takoe TOpPMOHAJIbHOE W3MEHEHHE He
HaO0JIF01aJI0Ch Y JKESHIIUH, JICYMBINUAXCS (IIYKOHA30JI0M.

Bruanue na cnoco0HoCHb YRPAGAAMb A6MOMPAHCROPHIOM U OPYZUMU MEXAHUIMAMU

IIpu yrpasiieHuy TPaHCIOPTHBIME CPEACTBAME MM paboTe C MEXaHU3MAaMH CJIeyeT YIUTHIBATS,
9TO MHOIZIda MOT'YT BO3HUKAThH IOJIOBOKPY)KEHHE MM CyIoporu. IlanuentaM peKOMeHIyeTcsl He
YIPaBILATh TPAHCIIOPTHBIMA CPEICTBAMM HIM paboTaTh ¢ MEXaHH3MaMHU, [I0Ka OHH HE y3HAIOT,
KaK Ha HUX BIseT npenapat ®VI[HC®.

IlepenosupoBka

Iloctymamu ~ cooOmeHHs 0  Iepef03UpOBKE  (IIyKOHA30JI0M,  CONPOBOXIABIIEHCS
TaJUIOLNUHALMAMY U TapaHOUJATbHBIM OBEJIEHUEM.

B ciy4ae mepeo3upoBKH ClieyeT HadyaTh CUMITOMATHIECKOE JIedeHue (¢ HOAIePKIBAIOIIIMHE
MepaMH W IPOMBIBAaHMEM JKeIy/IKa, €CITH 3TO KITMHIHYECKH ITOKA3aHO).

®IyKOHA30]1 B OCHOBHOM BBIBOJUTCS C MOYOH. 3-4aCOBOM CeaHC reMOualn3a CHIKAET YPOBEHb
B II1a3Me IpuMepHO Ha 50%.

Y MEILIei | KpBIC, TIOTyYaBIIX OYeHb BBICOKME J03bI (hiIyKOoHA301a, KIMHUYeCKre 3PPEKTH ¥
000MX BH/IOB BKITIOYATN CHIDKEHHE MOTOPUKH M JBIXaHMUS, IITO3, CIe30TeUeHNe, CIIOHOTEUCHHUE,
HeJIep)KaHHe MOYH, IIOTEPIO pedaexca BRIPSIMICHUS M IIUAHO3; CMEPTH WHOT/A IIPEIIECTBOBAIH
KJIOHUYECKHUE CYTOPOTH.

®opMa BBIyCKA
Ilo 1 Tabnerke B Gmmcrepe, mo 1 GmucTepy BMecTe C HMHCTPYKIHMEH MO MEIUIMHCKOMY
IIPMMEHEHHUIO B KAPTOHHOM yTIaKOBKeE.

YciaoBus xpaneHust
XpaHUTP B CyXOM, 3alIMIIEHHOM OT CBETA MECTe IIpU TeMIlepaType He Beime 25°C.
XPpaHUTH B HEJOCTYITHOM IS IETEM MECTe.

Cpok rogsHocru
4 rona.
He nprMeHATh mociie HCTeYeHHst CPOKa TOAHOCTH.

YcioBus oTnycka U3 anTex
bes penenra

ITponsBoguTenn
Kusum Healthcare Pvt. Ltd.

AZlpec Ipou3BOACTBA
SP-289(A), RIICO Industrial Area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan), Maxus

HanvenoBanue M ajpec OpraHHM3aNdH, NPHHHMAKOIIEH NpeTeH3HH (NPeIJOKeHHS) IO
Ka4vecTBY JIEKapPCTBEHHBIX CPEeICTB Ha TeppuTopun Pecny6ankn Y30ekucran

HIT OO0 «<BARAKA DORI FARM»

100022, r. Tamxkent, Skkacapatickuii paiton, yin. Kuauk Xanka Hymm 91

Ten.: +998 78 150 97 97; dakc: + 998 78 150 97 87

Cort.: +998 93 388 87 82

E-mail: pv@kusum.uz

Web-caiit: kusum.uz



