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2. KayecTBeH M KOIMIECTBEH CHCTAB
JlexapcTBeHo BemnecTso: Fluconazole 5 mg/mi

3.Jlexapcreena q)opma'
Cupon
Onpcapue Ha IeKapCTBEHUS DPOAYKT: BHCTED Oe3uBeTeH CHpoI.

4. Knuawyau napsu

4.1. Hoxazauus

Jlesenre ¥  nNPOQUNAKIMKA HAa MHKOTHYHE  MH(EKUHM [OPHYHHEHH  OT
MHKPOOPIaHM3MH, YYBCTBHTENHHE Ha fluconazole.

1. Kpunrokokosa (MEHHHIHT IpHauHeH ot HH(eknus ¢ Cryptococeus i ipyru dopmu
Ha uHGeKyuM — Hagp. OenonpobHnA, KoxHH). 3a JedyeHHe Ha NauweHTH 0e3 HMyHHa
HENOCTATEYHOCT, KakTO Mo 3a neueHue Ha nanuent cs¢ CIIHMH, cieq
TPaHCIIAHTAIHS Ha OPTaHd Wi NpH MAUeHTH ¢ Apyri GOpMH Ha HapyIIEHHS B
uMyHuHs otrosop. Fluconazole Moxce a ce H3MON3Ba KAaTO HOMIBPIKALIO JICUEHHE 32
OpeXOTBPATsABAHE HA PEHUAUBHTE OT KPHIITOKOKO3a Npy napents cbe CITH.

2. CucreMpa KaHoMmo3a, AAUCEMHUHHpAHA KAHAHA03a BKIIOYHTENHO KaHIMNEMMS H
npyra Gopmu Ha uHBasmBHA mHOexuus ¢ Candida xaro NEPHTOHHT M 3acsraHe Ha
eHIOKapha, ouuTe, OenuTe JpoboBe, MHKOYHUTE NBTHINA, YepHHUS Apo0, cie3kara H
npyru opranpu. Jiedenuero e moxazano ocof0eHO IpU NaeHTH CBC 31I0KAYECTBEHH
3a0071BaHKg, KOHTO MONYYaBaT IMTOCTATHON HIH HMYHOCYNPECOpH HNH Ca
Npenpasnonoxend KeM undeximn ¢ Candida xpmxamy ce Ha ApyrH dakropw.

3. Kannunosa #a IMraBEIATE HAp. NpH HHGEKIHE HA YCTHATA KYXHHA i
hapunKca, XpaHOIIPOBOZA U HEMHBA3HBHE OpPOHXO0-G€M0APOOHN HHMEKIHY, HATIIHE
#a Candida B ypunaTa, KOXXHO-IHTaBHYHA ¥ XPOHHYHA OpaiHa aTpobuyuta KaHHA03a
(BB3maneHue B pe3ynTaT Ha MHGEKNHs IPH W3KYCTBEHO 3B60mpoTesupane). B Tesn
CIIyJaH Morat Jia Ce JeKyBaT KakTo MMYHOKOMIIDOMETHpaHHTe OOMHH, TAKa ¥ IHIATA
C HHTaKTHA HMYyHHA CHCTEMA.

4. Kaupmposa Ha reHUTaIHNUTe BKIIOYBANIA OCTPA H PELUAUBHpPAIIA
BYIBOBATHHAIHA KAHAKIO03a, APODMNAKTHYHO 3a Ja HaMalH pPeli{BEpaHeTO Ha
BarMHa/lHaTa KaHAujo3a (3 Wiy mopedye cioydas B IPONLIDKEHHe Ha 1 rommua),
OanasuT B pe3ynrar Ha nHbpekqus ¢ Candida.

5. IlpopunakTHra Ha MUKOTHYHE HHGOEKIVH IPH NAKKEHTH ChC 3TT0KAUSCTREHH
3a00JBAHMSA, KOUTO C2 C IOBHINEH PHCK OT Te3d HHGMEKIHH Cilefi XUMHOTEpAis ¢
LIHTOCTATHIH MITH CHEJ IBUCICUCHHUE.

6. JlepMaTomuk03a, OHMXOMHKO34 H KaHAMA032 HA KOXKATA. s P -UE
7. CucTeMHY eHIEeMEYHE MUKOTHYHA HHOEKIHH P HMYHOKOMAETEHTHI -~
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OANHMEHTH Karo KOKUMIOHOMMKO3a, TIApaKOKIMAMOMAKO3a, CIOpPOTPHX032 H

XHCTOIIA3MO32.

3. Ilpopunaxrhxa Ha:

- penHZHBH Ha opotapuHreatHa KauAnKo3a upy nanuentH cve CTTVH

- IBPBUYHA M BTOPHYHA NMPOQHIAKTHKA HA MHUKOTHYHHA HH(EKIMH OpH NANHECHTH
ChC 3T0KAYECTBEHN 3a00N5BaHHs, KOUTO ¢a C TIOBRIIEH PHCK OT I0ogBaTa Ha Te3n
uHQEKnHN ¢le] XEMUEOTEPaIK ¢ TUTOCTATHIH WK CIIEH IbYUeiicyeH e,

JleuerneTo MOXe [a ce 3anodHe AOPH NPENH NONYYaBaHE Ha Pe3yNITaTHTe OT HOCABKA

WM JpYyrH NabopaTopHu M3CHENBaHMsi, HO Cle[ TONyYaBaHeTo Ha pE3YNTATHTE

ACHSHHETO ¢ aHTHMHKOTHIHHE CPeACcTBa Tpa0Ba a Ob/¢ IPOMEHEHO B 3aBHCHMOCT OT

TAX.

IlpenapaTrsT € NpeAHasHaueH 3a JCYCHHUE BA Jena, MIANE)KH KaKTo M Ha BB3PACTHH
HaHeHTH.

IIpenaparsT CHABPKA MaKCHMAalHO KoJmdecTBO oT (.24 g 3axap B 10 ml. Karto ce
Cl1a3Ba NpenophYBaHaTa JO3HPOBKA MIPenapaThbT MOKE Ia CE H3HON3Ea H OT HalHEeHTH
CBC 3aXapeH fuader.

4.2. Jo3apoBKa H HAYMH HA NPHI0KEHTE

Jinepnara no3a ot fluconazole Tpabpa jia ce ompenenu B 3aBUCHMOCT OT BHAA Ha
OPHYMHUTEN? Ha HHQEKUHATa M TEKECTTa Ha MUKOTHYHaTta MHQekuus. Ako
XapaKTephbT Hd HMH(EKIWATa Halara [OBTAapsHe Ha [MO3HPOBKATa, TO JEYEHHETO
TpsOBa MOa HpPOABKA JOKATO KIMHWYHETE M JaboparopHure IpOsiBH Ha
3abongBanero 0T3BYJAr.

IlpexneBpeMeHHOTO NpeKparIBaHe Ha JCYCHHETO MOXKE Aa KOBEAE A0 HMOBTAPAHE HA
nHpEKIUATA.

Ilpu mamuentr cbe CIIMH, KprTOKOKOB MEHMHIHT WM PEOUIHBHpPaINa KaHAUO03a
HA opodapHHKCA HAH XpaHONPOBOAA 3a IIPeAOTBPATSBaHE Ha pPEUHZUBHTE
ofUKHOBEHO ce Halara Jia c& IPOMBIKH C HOMUIBPIKAINQ JISHEHHE.

Bo3pacTau

Jleuenue

1. TIpu KpEOTOKOKOB MEHHHTHT HAaTOBapBamaTa fo3a obukHOReHO € 800 mg

(10 mg/kg), a momgepxkamara fo3a ¢ 400 mg (5 mg/kg/aHeBHO) eMH BT NHEBHO.
Ilpu apyrn noxanu3aliny Ha XPHITOKOKOBaTa HHQEKIus Ko3ata obukHOBEHO ¢ 400
mg npes nepsuA AeH U cnex Tosa 200-400 mg 1 neT AHeBHO. IlpogpmxuTeNHOCTTa
Ha JIeYeHHUeTo Ba KPUOTOKOKOBUTE HH(pEKRHUH 3aBHCH OT KIMHUYHUTE ¢ 1a00paTopHu
pe3ynTaTH, HO IIPH KPUNTOKOKOB MEHHETHT JICYEHHETO TPAOBa A IPONGIIKH NOHE 6-
8 cepMum.

HpodunaxTuka Ha PeHAHBHPALY KPHITOKCKOB MEHHHIHT NpH manuerty cee CITHH
cHeJi mpeKpaTABaHe Ha IbPBOHAYANHOTO arpecuBHO ieueHne — fluconazole Tpsbea na
CE MpHnara IOCTOAHHO B AHEBHa fo3a oT 200 mg.

2. Ilpn xampunemmsi, JUCEMHHHpaHa KaHIUTO3a M ApyrH opransxm ©opMu Ha
madexnun ¢ Candida Havannarta f03a e 00uKHOBeHO Bucoka 800 mg mHesHO U cnen
ToBa ¢ 400 mg gHEeBHO.

ITo-rucoku HatoBapeamu 7034 (10 mg/keg/mHeBHO) ¥ 10~ BUCOKH ITORNBPIKAIIH: ,uosﬁ-..
(5 mg/kg/nreBHO) OOHMKHOBEHO Cce JaBaT Ha NANHEHTH ChC 3J10Ka?§'5B‘eﬁPI{ 1 .
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3a0ongBanHa  CIEN HHTEH3HBHA NPOTHBOTYMODHa XHUMHOTCpands WAl CJIB,[{
TPAHCIIAHTAOHA Ha XOCTCH MO3IBK, XHPYPrudecka HHTEPBCHIHA B ¥



CTOMAIHO-YPEBRMA TPaKT 4 chpueto. IIpoABIKHTENHOCTTa Ha JICUEHHUETO 3aBHCH OT
KAMHHYHAS OTroBop u obOukHOBeHO mnpofbmkasa 10-14 mHu xaro npm Texku
CBCTOSHHA MOXKE J1a IPOJBIKH JOPU FIOBEYE.
3. Ilpu opodaprrreansa xagauno3a obuxaoseHo fo3ata e 50-100 mg 1 opT AHEBHO B
npopebxenye Ha 7-14 mam. 1lpm cepro3nO MMYHOCYIpEecHpaHH IaHWEHTH Ao3ara
Tpabea ga 6nae mo-Bucoka (100 mg/nueBHo) Korato e HEOOXOHMUMO Aa ce HMpHeMa
IpONBIDKHTENHO Bpeme. IIpH arpoyua opaiHa KaHAHZO3a BBR BpB3Ka €
H3KYCTBEHO 3p0ompoTesnpase pozata obukHoBeHO ¢ 50 mg 1 OBT gHeBHO B
Ipojsiokeprie Ha 14 pgEM, xaro 3p0mTe TpsAOBa €NHOBPEMEHHO ¢ TOBa JAa C€
ne3rHGEeKIUpar ¢ JOKaNHA aHTHCcenTHIH. IIpH ApyrH WEGEKIHN BEPXY JIAraBHLIHTE
npuunneny ot Candida (c H3KMIOYeHHE Ha rEeHUTANHMTE — BIDK TEKCTA HO-HAZONY)
Harp. e3oharyy, HHBa3HBHY OpoHxo-0enonpobHE HE(QEKIWA, KAHAHAYPHS, KOXHO-
JIMTaBHIHA KaHAupo3a B Ap. oduknoreHo edexTHBHATa AHeBHA A03a € 50-100 mg B
npoasIDKeHue Ha 14-30 num.
Ipu namuenty coe CIIVH penmpupupanero Ha opodaprHrealHaTa KaHAUI03a CEH
IpeKparseaHe Ha HaroBappamiata (arpecHBHA) (asa Ha JISUCHHETO MOXKE [ia ce
MpEeAOTBpartH ¢ no3a ot 150 mg 1 neT ceamuano.
4. Tlpu neueHuero Ha BarMHaNgaTa KaHAMAO03a ¢ Ipunara nepopawmao 150 mg
fluconazole egus NBT JHEBHO.
3a f1a ce HaManH N0ABATa HA PEITMAMBHpAINa BaruHanya kanaunosa fluconazole Moxe
JAa ce JaBa MOBTOPHO B A032 150 mg 1 IrsT MeceuHo clief MEHCTPYaMOHHUS IHKBIL
KypcsT Ha negenue e nuausunyaned — 4-12 mecena. Ilpu Hakon ciygan fluconazole
MOJKE Jia Ce TIprUiara mo-decto Hanp. 150 mg 2 neTH cenmuyno. Enpaugna gosa oT
150 mg ce u3moN3Ba ChHILO 32 Jieuer e Ha OananaT Jbbxain ce Ha Candida nadexuns.
5. Tlpu xoxHE HAhEKIMA BITFOYBalNM MEKOTHYHK 3a00/I1BaHusA HA KOXKaTa Ha
Xommiioto u nopbenpunara, Tanoro ¥ Candida mEGexuun Ipenopkysanara 103a €
150 mg 1 ueT ceqmuyso unu 50 mg nuepno. JleyeHnero npoaknKaBa OGNKHOBEHO 2-
4 cemmMuiy, HO ACYCHHETO HA MUKOTHYHHTE 3200MfBaHMS Ha KOXKAara Ha XOHHUIOTO
MOJKe JIa H3MCKBA [[PUNATaHeTo Ha npernapara 0 6 CeIMMIT.
Ipu passonBereH nuilei npenoprysanara fo3a € 50 mg AHEBHO B MPOABIDKEHHE HA
2-4 cemvuny unn 300 mg eAuHE AT CCAMUYHO B IPOABINKEHKE HA 2 CEIMMIIM.
IlpenopruBanara 1032 3a JICYeHHe Ha MUKOTHYHY 3a00iMBanus Ha HOKTHTE € 150 mg
1 T ceamuyno. JleueHueTo TpAOBa A2 IIPOABIDKH JOKATO HOBHUTE HOKTH 3aMECTAT
3aCerHaTUTe HOKTH. ToBa OOHKHOBEHO M3MCKBa 3-6 Mecena, a IIpHM MUEKOTHYHH
ja0ongBanyg Ha romeMure Ipbserti — 6-12 mecena. Tpsabea ma ce otrbemexu, ue
CTENICHTA Ha PacTeX Ha HOKTHTE € TBEPAC HHAHBHIYAIeH H 32BHCH OT BB3DAcTTa Ha
nanpenTa. JOpH YCIEMHOTO JieyeHye Ha XPOHHYHATZ MHUKOTHYHA MHQEKIHZ Ha
HOKTHTE MOJKe HOHAKOoTa Ja Obje mocnejsaa OT NOCTOSHHA NIPOMiHa Ha HelHara
topma.
6. TIpu cHcTeMHH eHACMMYHE MHKOTHYHH Hadeknuy HeobxoauMara nosa e 200-400
mg ZHEBHO [1aBaHa B MPOALIDKeHHe Ha 2 roJuHy. [IpoAbmKiTEeNHOCTTa Ha IEYSHHETO
€ HHIUMBMAyRJIHO M € Ccpeino 0pH Kokuuaomukoza 11-24 Mecema, mpH
IapakoKIuaoMeko3a 2-17 Mecema, npm cnoporpuxosa 1-16 Mecema u OpH
XHCTOIIIasMo3a 3-17 mecena.

IHpodunaxmura
Tpu nanpentu cec CIIAH penpusipanero Ha opoQaprHreansaTa KaH }




3a npesoTBpaTsBate pelIUBAPAaHETO Ha KPHOTOKOKOB MEHHHIHT TIPH HAIHCHTH ChC
CITMH e npeobxogmMmo cleAd 3aBEpMIBAHE Ha HAToBapBamiara ¢asa Ja ce jasa
noctosaHo fluconazole B mreBna no3a 200-400 mg.

IipenoTaparapaHeTo Ha KaHJUAO3aTa C€ H3BBPINBA B 3aBHCHMOCT OT MHHBYYaIHET
PHCK IpE MHKOTHYHaTa ME(EKIMs KaTo IpenopbuBaHaTa ;o3a € nore 50-400 mg
JHEBHO.

IManuenTs ¢ BUCOK PHUCK OT CUCTEMHa WHQEKIWMS Hamp. Te3H ¢ NPOABIDKHUIENHA
HeyTpoduiIHa JIEBKOIIEHHS npenopeyBaHnara fo3a ¢ 400 mg aeesso. Haii-nobpe ¢
neyennero ¢ fluconazole ma 3amouse HAKONKO JOHM Npeny OYaKBaHara IOfBa Ha
HeYTpohMIiHa NEBKOISHS 1 IEYSHHETO Aa IPONBIDKH omme 7 DHu¥ cnen Kato OposT Ha
HEYTPOHIHHATE NEBKOIUTH JOCTHTHE HHEBO OT 1000/mm?>.

Jlena

Jeuenue

IpoqbIDKATENHOCTTA HA JICYEHHNETO 3aBycy NOR00H Ha aHATOIMYHH HHQEKIUM IIpU
BB3PACTHY OT KIMHHHuTe 1 JlabopaTtopHu pesynTatd. [Ipe gena He Tpabsa na ce
HaIBHIIaBaT MaKCHMAalHKTE AHEBHN JO3H 3a Be3pacTHH. Fluconazole ce mpunara B
eMHHEUYHA 032 SKETHEBHO.

TipenopbuBanaTa fo3a Ha fluconazole npy kaHzwpoza Ha Jmrasunure ¢ 3 mgkg
nuesHo. Tlpe3 nepBHA ieH Ha JIeJeHHeTo TpA0Ba fa ce JlaBa HaroBapsaina Jjo3a o1 6
mg/kg, KoATO TBBEpAE 6BP30 BORH [0 PaBHOBECHO CHCTOAHME (OINE Ha BTOPHA ICH).
Jledennero Ha cucreMHa Kanmunmoza u mHObekmum c  Cryptococcus H3HCKBa
npwiaragero Ha fo3a ot 6-12 mg/kg naeBHO B 3aBHCHMOCT OT TEXECTTa Ha
3200JBaHETO.

Ipocunaxmura

Ipsr wMyHOKOMIpOMETHpaHH NAIMEHTH, KOMTO ¢a ¢ PHCK OT Ppa3BHTHECTO Ha
HeyTpo(dHIHA JCBKONEHNA CIEN XUMHOTEPanyd HIIH JIbUeTepanus ¢ HeoOXoaumMo 3a
OpodHIaKTUKA Ha MEKOTAYHHTe HHOEKIHH [IpenapaThT Ja ce haa B gosa 3-12
mg/kg AHEBHO B 3aBHCHMOCT OT CTENIeHTa M NPOABIDKUTEIHOCTTA HA NpeH3BHKaHaTa

HeyTpo(QuiHa JeBKolleHus: (BIJK 103aTa IPH BE3PACTHH).

IIpu gena ¢ yepenena OnOpeuna GyHKiEA JHEBHATA [032 € HAMANIEHA B 3aBUCHMOCT
oT cTemenTa Ha OBOpeusioro yEpexxaaHe (Bmx maparpada Ilaumentu ¢ yBpemeHa
OnOpeyna QyHKIHS). '
Jema no 1-Meceyna su3pact
IIpu mHoBoponeHy jena exckpenmsara Ha fluconazole e Gasua. Ilpes mepsure 2
CefIMHIM OT XKHBOTA JO3UPOBKATa Ha mpenapara € B mg/kg B e eAHaKBa ¢ Tasy 1pU
IpyruTe fella, caMo 4e J03WTe ce IpuiaraT Ha Beexu 72 uaca. IIpes mepsute 2-4
CeIMHIM OT XXHBOTA Ce [IpUJara chINaTa £o3a Ha BeekH 48 yaca.

TpniioikeHne NpH HAMERTH B CTAPYECKa Bb3pacT

Axo 6n6peunara GyHKIMS HE € YBpelicHa ce M3Hoi3Ba obuyaiiHara nosuposka. Hlpn
HanyeHTd ¢ 656peuHH: HapyIuenys (KpeaTHHRHOB KIHpbHE < 50 ml/min = 0.8 ml/sec)
cXeMaTa Ha JI03HPase € IpHCIocobera KakTo € HOCOYEHO NO-HaoIly.

Hauuentn ¢ yBpeaena 6n0peuna GpyHKus
Fluconazole ce n3npupa rnasHo Upe3 OLOpenyuTe B HENPOMEHEH BHJ C
HeobxoauMO Za ce mprHcnocobsgea mosaTa OO BpeEMe Ha nequue'ro.




OoTHa4ano Hacumama jgosza or 50-400 mg u pHeBrara no3a (B 3aBHCHMOCT OT
NOKa3aHUETO) C& HaMaldBa HAIONOBMHA NIpH TalMeHTH ¢ OnOpedeH KpeaTHHHHOB
wmpeHe rox 0.8 ml/sec. Ilpw manwenTH Ha NPOABIKHUTEN A QUaNN3a I03aTa TpA0Ba
Ia OBpje TOBTOpEHA CIIE BCAKA HHanH3a,

Kpearuaunos knupeHE (ml/sec) Hoza Fluconazole
>0.8 100 %
0.8-02 50 %
Ipunooicenue

KonmgecTBoTO Ha CHpONa ce W3MepBa H CE IIpHJara IIOCPEeICTBOM IIPHIIOKEHATA
MepHTEeNHA Yalka (IUI0TO ChAbpAKAHWe Ha MEpHTeNHaTa vaimka € 35 ml cmpom)
pasrpadeHa Ha JIeNeHHs oT mo 5, 10, 15, 20, 25 1 30 ml. 1 ml cupon ceappxa 5 mg
fluconazole. Ilpenu 52 ce noreine cuponsT TpsdBa Ja ce 3aBpIKH B yCTara 3a 2 MAH.
(“npomupane”).

4.3. llpoTHBONOKA3aAHUS

[IpenaparsT € NpPOTHBONOKA3AH NpY IIAIIHEHTH C YCTAHOBEHA CBPHXYYBCTHTENHOCT
keM fluconazole mimm KBM HSKOS OT CBCTABKUTIE Ha Ipelapara WM KBM JIPYIH
a30JI0BU NPOH3BONHY; SAHOBpEeMeHHa YIIOTpeda ¢ acTeMur301n i repdeHanyH.

4.4 Coenmannn ApesynpekIeHns

Mnoro psgxo nedeHHero c¢ fluconazole Moxe Ha ¢ cBBp3aHO CBC CEPHO3HU
BIIIIOYHUTENHO (WaTAMHH YepHoApoOHH HapymieHrd. Ilpu Tesm ciysau He €
HabmroZiaBaHa OYCBHAHA BpB3Ka MeXHy odlnara OHEBHA [03a, MPOABIDKHTCIHOCTTIA
Ha JICYEHHETO, ToJa HIH BH3PACTIa; NMalMeHTH C TEXKH KIMHAYHM CHCTOSHES
(CIIHH, 3nokayecTRes] 3a00sgBaHuA) ca ¢ NoBUIIeH puck. Chea mpexparspaHe Ha
JIEYEHHETO IOKa3aTeNkTe 3a HapyDicHa depHoapobHa (GyHKKUEA OOHKHOBEHO ce
BE3CTAHOBABAT CHOHTAHHO 0 HOpManHK CTOHHOCTH.

ITanwenTH TpH KOWTO Ca HalmNe MOKasareNH 3a HapylleHa depHOApoOHA GyHKIMS
cBBp3aEM ¢ Jeyenmero ¢ fluconazole TpsAOBa BHHMATENHO Ja ce NPOCIEAIT 34
Pa3sBUTHETO Ha TIO-T&KKH YepHORNpoOHH YBpEXZaHHsd, Ipu Koero Tpgsbsa fa ce
06cHaN NpexpaTABane Ha JISYeHeTo ¢ mpenapaTa.

B peaxu cinyyau IManpAeHTHTe MOYaT a pa3BUAT alleprHYHHE KOXHYA PeaKIUH 110 BpeMe
Ha neuenwero c¢ fluconazole. Ilo-yecTo HanuuMero Ha ek3agreM [OHAKOTa
CBHIIPOBOZAEH OT Pa3BUTHETO Ha eKC(ONHATABHE KOXHH 3a00IMBaHHS Karo CHMHApOMA
Ha Stevens-Johnson ¥ TOKCHYHa eNMMASpMaNTHa HEKPOIM3a ce HabMIoJABAT FHABHO NPH
naupentH ckc CIIMH. Axo nanpeHTH ¢ HOBBPXHOCTHH ACPMAaTOMHKO3H Da3BUAT
0OpHE, KOHTO BEpOATHO MOXKE Ja € CBBp3aH ¢ JeenneTo ¢ fluconazole, To neyennero
c mpenapara TpAOBa Ja ce mpexpard. IlalueHTH ¢ HMHBa3WMBHA HIN CHCTEMHA
MHKOTHYHA HHpeKIusa TpsiOsa fa Ob1aT BHUMATENHO MOHHTOPHPAHM M IEYEHHETO C
fluconazole Tpabpa na ce mpekpaTw, ako Te pa3BMAT OYIO3HHM YBPEXHAHWA HIH
erythema multiforme.

EIHOBpeMEHHOTO NPHIIOKEHAE C NU3aIpuL TpatBa Ja ce U3BEPIUBa BHHMATEIHO

( Bk JlexapcTBeHM B3aUMOJEHCTBHA).

4.5. JlekapcTBeHM B3aHMO/IeHCTBIA
Anmuxoazyranmuy: 1lpy nanuenrd, IONydYaBallyl KyMapHHOBH/,
(Bapthapun) fluconazole ysennyapa mpoTpoMOMHOBOTO BpeMeE.




Acmemuson, mepghenadun: Fluconazole ce HamecBa B 6noTpancdopmaluaTa Ha Te3H
AHTHXHUCTAMHHHK CPEeACTBA IIpH HalMeHTH, KOUTO IO B3eMaT eHOBPEMEHHO C TE3H
cpenuueHnd. IIpefByu/] HA BB3MOMKHUS DHCK €XHOBPEMEHHOTO H3NON3BAHE HA TC3H
FieKapcTBEHH cpeicTa ¢ fluconazole e npoTUBONOKAa3aHO.

Xudpoxnopomuazud: IlpoyusaHe npu KXoeTo 34paBy HOOPOBOAHM MpHEMaT
fluconazole 3aemHO © XMIPOXNOPOTHA3HI 334 NO-ABITO BpPEME [OKa3Ba IIOBHINEHH
nnaMeHd Husa Ha fluconazole (mopumenue ¢ 40 %). Tozm pesynrar Be Hamara
IpoMAHA B CXeMara Ha [josupane Ha fluconazole mpm panweHTH, KOHTO
€XHOBPEMEHHO M3II0JI3BAT AWYPETHIIH.

Bewjecmea coovporcawpu cyngpanunypes: Fluconazole yseniqara mnasMeHuTe HUBA U
yOBIDKaBa BPEMETO Ha NIONYEIHMUHUPaHe Ha efHOBPEMEHHO NPHIIOXKEHH HepopaiHK
cyndapunypeiiny creruaenns (MOeRKIaMuiA, AU ¥ TonOyTamu). Hupara Ha
KpBBHaTa 3aXap TpaAOBa Ja ce MOHMTODHpAT IIO-BHHMATe/THO IpH HalMeHTH
m3non3BamH  egHoBpeMenHo fluconazole w Te3m Belmectpa, Karo Jdo3ara Ha
XHUIOTIHKeMIIHHTE CPeZCTBa TpaOBa Aa ce Aprcnocody, ako ToBa € HeobXoauMo.
Muoazonam, mpuazonam: Fluconazole noreHimpa efexra Ha KpaTKOTpaHO
meiicTamaTe OeH30[Ma3eNMHOBH XUNHOTHIM. IIpOABIDKHTENHOTO IpHIarage Ha
MHA12307iaM € CBBp3ado ¢ 3.5 meTH mo-Bucokus AUC B cpapHEHME C HOpMalHHTE
HuBa; npu tprasonama AUC e 2 nbTH N0-BHCOKA B CPABHEHKE ¢ HOPMAIHUTE HABA.
Penumoun: EanoBpeMeHHOTO npunarade Ha fluconazole u depuTOoMH BOmM [0
3HAYNTENHO YBEJIHICHNUE HUBOTO Ha (JEHUTONHA.

Pugpamnuyun: EpmospeMenHoTo npunarane Ha fluconazole u pudamMnunue ckbcasa
¢ oxono 20 % BpeMeTo Ha TIonyenEMuEHEpase Ha fluconazole.

Pucpabymun: Fluconazole morennmpa edexra Ha pupabyTnra KaTo yBelHM4aBa
edexra My ¢ 80 % u ype3s ToBa BEPOATHO H HETOBATA TOKCHYHOCT.

IJuzanpud: Fluconazole Moxe Aa mexuOHpa GmoTpaHCchOpMallisTa Ha LH3aNpPUAA,
KOETO MOXE ia JOBEE IO [IOBHINEHA TOKCHYHOCT Ha NU3alpy/ia U TOBHIIEH PHCK OT
Pa3BUTHETO Ha 3JIOKAYECTBEHA apATMH.

Iuxnocnopun: Fluconazole yBemayaBa 3HA9YMTENHO NNasMEHWTE HHBA Ha
HUKIOCHOpHE A HpH Hanuenrs ¢ Op0pedna TpaHCIUIaHTanms, JOKATO XPH JAPYTH
ClIyJad TOBa YBEJHYCHHE € HE3HAYMMO. 3aToBa IpPH €AHOBPEMEHHO [IPMIIOXKEHUE HA
fluconazole u nuKnOCIOpUH TpsOBa A2 ce MOHMTOPHpAT HHBaTa Ha HHKIIOCHIOpHHA.
Teogpunun: Fluconazole yBemmuaga niasMeRATe HUBa Ha TEOQHIHHA.

Judoeyoun: Fluconazole B mo-sucoxu jmo3E (400 mg m moBede) 3HAYMTENHO
yBenu4apa IUIa3MEHNTE HHBA Ha 3UAOBYAHHA,

Amppomepuyun B: Mexanu3aMbT Ha NclicTBHE Ha JIBeTe AHTHMHKOTHYHH CPEACTBA
BO3H JI0 2HTArOHM3BM Ha TexHute 00mm edexru. IIpaxthnkara obade nokassa, ve
noNy4eHuaT edekT (aHTArOHUCTHYEH, ANUTHBEH BEPOSTHO CHHEPTHCTHYEH) 3aBHCH
OT TOB4, KOE OT [BETE aKTHBHH BEIIECTRA Ce pHilara IEPBO KM KOW BHAOBE MBOMIKM
ca HalHie.

Taxponumye: Fluconazole ysenuyapa InasMeHHTE HHBA HA TaKPOIHMYC, KOETO MOXKE
fa JAOBeRe N0 KIMHWYHY IPOSBH Ha HEroBaTa TOKCHYHOCT (He(POTOKCHYHOCT,
XunepriuKeMus H Xuoepkammemus). [Ipy eNHOBPEMEHHO H3NOI3BaHE Ha JBara
npenapara € HeoGXOAUMO Nja ce MOHHTOPHpAT IJa3MEHKTE HHBa Ha TakpoluMyC X
€BEHTYAIHO J4 ce HaMall HeroBaTa J03a.

Opamiu  konwmpayenmusy: [Ipn  €GHOBPeMEHHO IIPHMNIOXKEHHME Ha ORANHM
xouTpauentuey u fluconazole ce HabmoxaBa KakTo JEKO yBemudenue, TaKaE-ifko -
HaMaleHue Ha XOpMOHanHUTe H@Ba (E€CTPAgHOIL, nesox—xoprecagf y ""IIf)_FzF RN
e/IHOBPEMEHHOTO HM INpPUIOKEHHE NalHeHTHTe TpsdBa ma ce Moﬁuz;pnpétée::3§§ R
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EBEHTYAIHN CTpPaHUYHH e(PEeKTH Ha XOpMOEHTe (0cofeHo Te3d ABDKAmM C€ Ha
eCTpaguoia).

4.6. bpemMenHoCT H KbpMeHe

Ilpu Opemennm xeHn fluconazole e wm3nons3pan psaxo. [Ipu excrepEMeHTaIHH
xusotHH fluconazole npenu3BUKBa HeXenaHd e(eKTH BEPXY II0Aa CAMO BEB BHCOKH
J03H, KOUTO B CHIIOTO BpeMe ca TOKCHYHH 33 JXHBOTHHTE-Maiku. Te3nm HaxOAKH He
ce OTHACAT 32 TepanepTHuHuTe mo3u Ha fluconazole. Fluconazole we Tpsabea ma ce
mpuiara Ha OpeMeHHM JKeHH C M3KGOYCHHE HA MAUHEHIKM C  TeXKH
’KHBOTO32CTPAIIABAlE MMKOTHYHM HHGEKIMM, IpY KOHTO OYaKBaHaTa IIOn3a OT
JIEYSHHETO KOMIIEHCHpa MOTeHLUANHMsS pHck 3a mnoga. Fluconazole ce mampuea ¢
KbpPMATa B KOHIIEHTPAIlHA CXOJHM C T€3H B IUIA3MATa; 3aT0Ba € HEMOAXONAMO A2 Ce
JiaBa Ha MalKH KbpPMAaUKH.

4.7. BaugHue BLPXY CIOCOOHOCTTA 32 mMofHpake H padoTa ¢ MAIIMHE
IlpakTHuecKuaT ONMT IIOKazBa, e JedyeHwero ¢ fluconazole He mopsusABa
crmocoBHoCTTA 3a modHpane Ha MOTOPHH [IPEBO3HHE CPelCTRBa HIH padoTa ¢ MallHEH.

4.8, Hexenanu jJeKapeTBeHH peaKmuun

Ffluconazole o6uxuoBenHo ce nonacs nobpe. Hali-gecro mabmrozaBanuTe HexenaHn
eheKTH ca Te3W OT CTpaHa Ha CTOMANIHO-YPEBHHS TPakT. Te BKIIOYBAT AHOpEKCHS,
Aucnencys ¢ 6onka, AHaprs H MeTeopu3bM. JIpyrH Hexenanu eeKTH ca riapofonne
u koA obpusy. Ipy Haxon nanuentn ocobero Tesm cbe CIIMH r 3noxauecTBery
Tymopu Jieuenmero ¢ fluconazole mnm momoOHH NpemapaTH BOAM AO HPOMEHH B
O6BOpeunHaTa (YHKIMA, XEMaTONOTMYHHTIC NOKa3aTeld H [0 HapymeHHs B
NoKa3aTeNnTe Ha YepHoxpobHara (ynxuus (Bix Crenualane ApeAyNpexXICHN), HO
KAMEMYHEATA 3HAYMMOCT Ha BCHMKHM Te3W HaXOJKM € CHOpHA M TAXHaTa BpE3Ka ¢
JICYEHHETO € CHMHHTENHA. [Ipy 00CTOATENCTBA KBAETO HE € YCTaHOBEHA OYEBUNHA
NpUIHHEA B3a¥MOBpB3Ka Ofxa mabmonaBany excdoinaTHBHM KOXHH 3aboisiBauis
(Biox Coeusanyy NpeRYyIpeXJeHHA), IhPYOBE, JEBKOIEeHUs, TPOMOOUKHTONCHHA H
AJTOTIEIIHA.

Koraro HaIfieHTH JIEKYBaHH 32 TIOBBPXHOCTHA MHKOTHYHE HHQEKIEN pasBHAT KOXeH
06puB, KOHTO MOXE Jia Ce 0yaxea Ipu negenreto ¢ fluconazole, To nevenwero Tpadaa
aa ce npekpatu. Koraro ce pazeue ex3anTeM Ha KOXaTa IpH NANMEHTH JIEKyBaHH 32
HMHBa3HBHH MHKO3M € HeoOXoamMo A4 € MOHHTOPHPAT BHHMMATEIHO H KOraro ce
paseye Oyno3eH [epMaTHT JcyeHHeTo TpaOBa He3a0aBHO @ Cce HPEKpaTH.
Anadunaxeust crnen segenne ¢ fluconazole ummm npyr¥ a30l0BH CHE[WHCHAA €
HabmIogaBaHa pAnKo.

4.9. IIpenozapane
Crobmasa ce 3a 1 chyyait Ha mpezosmpade c¢ fluconazole. 42-ropguinen nauAeHT
sapasen cpc CIIMH pasBu xamonuHan@e M M[apaHOMAHO TIOBEJCHHE CHEA
normsimaneTo Ha 8200 mg fluconazole. ITanuenTa 6enie npuer B GONHHNA H HETOBOTO
CLCTOSHHE Ce OBNans 3a 48 Jaca.

[lpr mpemo3upae MOXE Aa CE& HAJNOXHM CHUMIOTOMATHYHO JiedeHHe (C MOLBpiKaNy
MEpKH H cToMautHa npoMuska). Fluconazole ce HanpyBa IIiaBHO ¢ ypHHATA. Herono*ro
eMMMHBYpPAHE MOXe fa ce YCKOpM dype3 QopcHpasa auypesa. Enpa i 3- -Iiacosa .
XeMOHANH3a HaMalIgBa IiazMenuTe My suea ¢ okono 50 %.

5. ®apmMakoJOTHMYHHH JAHHH




dapMaKoTepaneBTHIHA FPYNa
CrucTeMHH aHTUMHKOTHYHY CPEicTBa

5.1. PapMaxoAEHAMNYHM CBOiicTBA

Fluconazole e TpHa3oNn0BO aHTHMEKOTHYHO CPENCTBO, KOETO clenuGuIne uHXuOHpa
CHHTE3aTa Ha procTepoi B MeMOpaHHTe Ha IEOHUIHMTe upe3 ONOKHpaHe Ha €H3HMAa
muroxpoM P-450 B rebuaxure. [lpr xopa 6noxapaseTo Ha TO3H eH3UM Onarogapenne
HA HEropata BHCOKA CHeNHQUYHA aHTHMHKOTHYHA aKTHBHOCT € KIMHHYHO
HesHaummo, Hali-uyectBurenHu kbM fluconazole ca cnenHuTe MHKPOOpPTaHH3MH:
sugoeere Candida, Cryptococcus, Microsporum m Trichophyton. Fluconazole e
e(EKTHBEH CBINO Cpeuly €HAeMHYHH MHEKOTHYHHM MHQEKIHH IpPUIKHEHW OT
Blastomyces dermatitidis, Coccidiodes immitis (BKIIOYHTENHO BBTpEUEpPENHH
pradexnunr) u Histoplasma capsulatum.

PesucrenTtrure mamose srnousar Candida krusei n Candida glabrata; fluconazole ne
€ NOJXOZAM 34 ieweHne Ha nHdeknun ¢ Aspergillus u zygomycosis.

5.2. DapMakoKHUHETRIHN CBOHCTRA
dapMmaxokyHerHunHute cBolictBa Ha fluconazole ca' cxompM ciaex HEroBoTO
HHTPABEHO3HO MM Hepopalino npuioxkense. IIpu opamso npunoxenue fluconazole
ce pesopbupa noOpe; HeropwWte Iya3MeHH HuBA (M CHMCTEMHa OMOHAIMYHOCT)
noctarat 90 % ciesn METpaBeHO3HO npuckeHne. Koraro ce npueMa 3aeRHO C XpaHa
pesopbmsta Ha fluconazole me ce nosmmsea. Koraro ce IpumemMa Ha THamHO
MaKCAMAIHY IDIa3MEHY KOHICHTpamiy ce Hadmoznasar ciex 30-90 MUH. 1 HEroBOTO
BpeME Ha mnolyenmuMpHupane ¢ oxomo 30 waca. IImasmeHuTe KOHIEGHTpalUH ca
NpONOPIHMOHANHE Ha TIpHeTaTa Ao3a. Cles MOBTOPHO NpHIIcKEHHEe Ha 1 mnepHa 103a
PaBHOBECHH Ia3MeHH KOoHIeHTpauy B 90 % ce mocrurar B TeueHue Ha 4-5 THH.
[lpunaradero Ha HayalHa No3a (Ipe3 OHPBHS [EH HA JNEYCHWE) BE3JM3allla Ha
yIABOEHATA OOMKHOBEH2 NHEBHA Jio32 BOAH JO NOCTHTaHE HAa PABHOBECHO CHCTOSHHE
Olle Ha BTOpHA NeH OT jeyenmero. O0eMBT Ha pasnpe/ieficHHe Ha Mpenapara
npuOIMKapa TO3W HAa BOJATA B YOBCINKHA oprank3sM. CBBP3BAHETO C HIIA3MEHHTE
npotenn# € Bucko (11 no 12 %).
Ffluconazole mpemunaBa pnoOpe BBHB BCHYKHM TENECHM TBKaHH ¥ TEYHOCTH.
Konnenrpanunte Ha fluconazole B cmropkara W Xpauxure ca €IHAKBH C TE3H B
maasMara, konnenTpaguure Ha fluconazole B rprOHavyHO-MO3BUHATA TEYHOCT NPH
OanwesTd ¢ MHKOTHYeH MeHHHTHT ca okoino 80 % oT croTBeTHHTE IUIA3MEHH
KoHHenTpanuu. Fluconazole rocTura BUCOKHM KOHIICHTpAIlMH B KOXKAara H T€ ca HO-
BHCOKM OT T€3H B CEpyMa, BHCOKM KOHIEHTPAHHH CE JOCTHraT 0CO0EHO B POrOBHIL
CcIIOii, enuaepMuca B IEpMaTa KakTo B B OTAeNeHaTa 0T, ToH ¢ HaTpynBa B pOroBus
cnoii Ha xokara. EpgHa ameBHa fo3a oT 50 mg € cppp3aHa ¢ KOHHEHTpauuara
fluconazole paeua Ha 73 pg/g TekaH cher 12 xHM M 7 JHM chel NpeKparABaHe Ha
JNIEYSHAETO KOHI[EHTpaluaTa e Bce ome 5.8 pg/g Thkan. Jlozata ot 150 mg 1 meT
CEAMIYHO BOJY A0 KOHIeHTpalHus Ha fluconazole B porosus ciol oT 23.4 pg/g ThKau
Ha CeAMMSA JIeH H 7 IBH CIef BTOpara 1032 KOHIeHTpanusTa € 7.1 pg/g TeKan.
Konuenrpanuara ua fluconazole s HoxTHTe clien 4 Meceria JeyeHHe ¢ fosa ot 150 mg
1 meT cemmuumo e 4.05 pg/g ThkaH B HOKTATE Ha 3npasy Jmua # 1.8 pg/g B
sacergatuTe HOXTH. HuBoTo Ha fluconazole moxe fa ce u3MepH Bee OINg B-;aom:me 6
Mecena cliet npeKparsIBaHe Ha JISUeHUETO. Yok Ty -
Haii-3gaunMuaT 0eT Ha eKcKpenus ca Ox0perute; okono 80 % ot ppnera'ra ho3a ¢
INOSBABA B YypuHATa B HENpoMecHeH BuA. KnupeHCET Ha | &
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HpaBOTPONIOPIHOHANEH HA KpeaTHHWHOBHE KIHpBHC. Hanmuuuero Ha MerabonuTH B
KpBBHATa IUPKYNalHd HE € YCTaHOBEHO. JIBIFOTO BpeMe Ha NOAyeNMMHHEpAHE OT
IUIa3MaTa Japa BB3MOKHOCT 33 H3MOJZBAHETO Ha eWHMYHA 1032 [PH BaruHanHA
KAaHAHAOMHKO3a M H3MI0JI3BaHETO Ha I03H | BT AHEBHO X 1 BT CEAMHYHO IIPH APYTH
HMOKa3aHuA.

IIpoBeneHo Ge mpoyyBare nNpy KoetTo Osxa cpaBHeHH KOHUCHTPaNMHTE B CIHOHKATA C
KOHUCSHTPAlHATE B IAa3MATa cliel nprmarageto Ha 1 mosa or 100 mg fluconazole,
kosTo Oe nproxeHa mox (jopMara Ha CyCHEHCHA OCTaRala 2 MHH. B yCTaTa B Torasa
TIOTHBINaHa WM ChHINaTa 03a IPHETa KaTo KalcynH. YHorpebara Ha CycrneHcHs O¢
CBIOPOBOKCHA ¢ Haii-BHCOKaTa KoHIeHTpamua fluconazole B cmonkata 5 MHH. Chex
opueMadeTo H Oenie 182 rpTH NO-BHCOKA OTKOIKOTO KOHHEHTPAIMATA JOCTHIHATA B
CIIOHKATa 4 yaca clief IpHeMaHeTo Ha Kancynure, [IpubnmsurenHo 4 Yaca mo-KbCHO
AUC (0-96) B cmonkata G 3HAUNTEIHO NMO-BHCOKA NPH CYCIHEHCHATZ B CPABHEHHE C
kancymurte. He 6axa pabmoapann pa3iniyus IpH €AHMHHHPAHETO OT CIIOHKaTa H Ha
(apMaKOKHHETHYHHTE NOKA3aTeld B MIia3sMara NpU JBETe JieKapcTBeHM (opMH Ha
mpenapara.

5.3. llpeaxnunuann JaHHH 33 6€e30XacHoCT

Kanyepozennu ceoiicmsa:

He Ge mokazaHa KamreporenHa akTHBHOCT Ha fluconazole mpu MHIUKH M IUTEXOBE
TpEeTHpPaHHu IrepopanHo ¢ Jo3u 2, 2.5, 5 wm 10 mg/kg nresno (oxono 2-7 mbTH HO-
BHCOKHM OT Te3H NMPEeNOpBEYBaHH [IPH X0pa) B NPOALIKEHAE Ha 24 Mecena. IIpa MBXKKH
mnexoBe Tpetupanu ¢ 5 u 10 mg/kg nrepHo 6axa oTOenA3aHH HO-J9ECTO CIydad Ha
XeTlaTonenynapeH afeHOM.

Mymazennu ceoticmea:

Cnen akrusHpane Ha MeTabonmu3Ma, HO chINo U Ge3 rakopa akTHBHpaHe fluconazole
NIOKa3Ba OTPHIATENHH PE3yNTarH MPH TECTa 32 MyTaTEHHOCT IPOBCAEH YIpH 4 LIaMOBe
ga S. typhimurium u npum nuvdoma Ha Mmmka o L3178Y. Iluroremernydu
HIpOYYBaHES in vivo (KIETKH 0T KOCTEH MO3BK HA MHIIKHA CIIE/ OPAJIHO IPHAMKCHHES
pa fluconazole) u in vitro (woBemxu maMbormTu Tpetupasu ¢ fluconazole B nosa
1000 pg/ml) He moka3axa HAKAKBH IPOSBH HA XPOMO3OMHH MYTallHH.

Depmunumem:

Fluconazole ne noBmusaBa QepTUNUTETa HA MBXKH H JKEHCKH IUIBXOBE TPETHpaBH
TEPOPANHO ¢ AHEBHM M03H oT 5, 10 mwmi 20 mg/kg nnn napeATepanHo B JO3H OT 5, 25
w75 mg/kg, Ho Bee II4K HAYAIOTO Ha paknaaHeTo 6¢ sexo 3abaBeHo Ipy mepopalii
ro3u of 20 mg/ke. Tpu nepuHaTaNHO HpOyYBaHEe Ha ILIBX0BE Ha kouTo fluconazole
ce TIpuarame BeHo3Ho B Ko3u 5, 20 u 40 mg/kg HAKONKO XKEHCKH IUTBX0BE IMoKa3zaxa
GYHKIIMOHANHC HApyIIeHHE Ha MAaTOYHMTE KOHTPAaKNMH H YABIKABaHE Ha
PAKAAHETO. 3acerHaTiTe JKEHCKH IUIHX0BE IONyyaBaxa mnpenapara B 1031 20 mg/kg u
40 mg/kg.

oz or 5 mg/kg ge mopnugBar paxaaHeTo. HapylieHHATa Ha paxAaHETo ca
CBBP3aHH ¢ yBeNMUeHUS Opoif MBPTBOPOICHO IOTOMCTBO H YBEIHICHATA HeoHAaTallHA
CMBPTHOCT CHOTBETHO HA H3NOM3BaHHTE H03H. EQEKTET BEPXY pOKHAHETO € CBhpP3aH
C HaMaleHHe Ha KOHUEHTPAlHHTE HAa ECTPOTE€HHTE CNEnu(HYHO 3a TPETHPAHHTE
BHAOBE IPUUMHEHO OT HpWiarasero Ha Bucoku gnosk fluconazole. IlonoGHu

XOpMOHAIIHHY NPOMEHH HE Ca YCTAaHOBEHY IIPH XEHH, JICKyBaHH C fluconazole. i,
7 B PABFE P

6. @apManeBTHYHH JAHHU

6.1. Crricnk Ha MOMOMHATE BEMECTRA



Sorbitol 70 % non crystallizable, Saccharine sodium, Glycerol 85 %,
Carboxymethylcellulose sodium, Sodium benzoate, Citric acid (monohydrate), Cherry
flavor, Purified water

6.2. HechsmecTramoeT
He ca u3secton.

6.3. Cpok Ha rogHocT
3 rosuHH.

6.4. Coxpanenne
Jla ce ceXpaHsABa Ha CyX0 B TEMHO MACTO IIpH TeMirepaTypa o 25°C.

6.5. Bup Ha onrakoBKAaTa
Bupn ma onakopkarta: kadsas ctexknen ¢maxor or 100 ml ¢ mpennasna xamadka Ha
BHHT, INIACTMACOBAa MepHUTeNHa Jalmka 5-30 ml, micToBka 1 xapTOHEHa KyTHsL.

6.6. Ykazanug 3a ynorpeba
3a IepopaHO NPIIOKEHHE.

6.7. Ykazanusi 32 oTBapsaHe HA (GIAKOHZ ¢ NpenazHa KanauKka

®nakoBET € cHab#eH ¢ IpefmazHa Kanadka, KOATO Ipellia3Ba OTBapAHETO MY OT
Jena. Ilpu orBapsHe HATHCHETE KaljadkaTa CHITHO HAAOIy H g 3aBBpTETe IO NOCOKa
Ha 4acOoBHHKOBaTa cTpenka. Cnen ymortpefa kamaukara TpsabBa oTHOBO Ja OBAE
3/IpaBO 3aBHHTEHA.

7. Xlpurexartes Ha pa3pemeHReTo 3a ynorpedba
Leciva a.s., Prague, Czech Republic

8. Permcrpanmonen Homep

9. Hara mna paspemennero 3a ynorpeda/ Jlata ma yab/braBane Ha
paspeIeHueTo 34 ynorpeba
10. lata na nociegHAaTa PEAAKINS HA TEKCTA
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