KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA

UME KAF EEH!:RHHTEHHA ATEHLINS 10 NEKAPCTBATA
b HA JE CTBEHMA MPOAYKT Kpamya xapamnepucmu«a Ha npcgyrrma TMouAcxaHus 1

JOBHUPAKC 250 mg npax 3a HH}Y3HOHEH pa3TBOp
ZOVIRAX 250 mg powder for solution for infusion

k7 14 W Y
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2. KAYECTBEH M KOJMYECTBER ChCTAB  {000000M0 Mo ooy ans st

-----------------

Bcexn ¢pnaxon 30BHPAKC craspxa 250 mg amuknosHp (aciclovir) non ¢opmata Ha HaTPHEBA COIL

3a OBITHMA CIIHCHE HA TOMOIDHKTE BEIECTBA BIKTE TO9Ka 6.1.

3. JEKAPCTBEHA ®OPMA

[Ipax 3a undy3HoHEH pasTROP.
JlexapCTBEHUAT MPOAYKT e Nox $Hopmara Ba modunnsnpan npax 3a uEY3HOHEH pasTBOD.

4. KJIHHHYHH JAHHH
4.1 TepaueBTHYHE HOKAIARKA

Jlegenue Ha HEGeKuwy, DpHIHHEHH OT Herpes Simplex Virus (BKMOTHTENHO IPH HOBOPOACHH).

o  Jledenne Ha MEQeKkH, npuunneHy oT Varicella Zoster Virus.

. [Ipodunakruka Ha HHGeKkuHH, npuaunend ot Herpes Simplex Virus npu
MMYHOKOMIPOMETHPAHH NALAEHTH.

. IpodmmakTuka Ha uHbekmn, npuausess ot Cyfomegalovirus NPy NALUEHTH C
KOCTHOMOZBYHA TPAHCIVIAHTALIMA.

4.2 lo3HpoBKA H HAYHH HA NPHIOKEHHE
30BHPAKC tpabtiBa na ce npHiara KaTo HHTPaBCHO3HA HHY3HA B IPOALLKEHNE HA 1 dac.

KypcsT Ha neverne cbe 30BUPAKC 06HKHOBEHO OpOAB/DKABA 5 IHK, KATO B 3aBUCHMOCT OT
CBCTOSHHMETO Ha NAUMEHTA M OTTOBOpPa KbM JIEIEHHETO TOBA MOXe Aa ce npoMenn. JleueHueTo Ha
xXepneceH eHiethannT o0uKHOBERO NpoasUKaBa 10 qup. JleyeHAETO HA HEOHATAICH XEPHEC
06nKHOBEHO NpoB/IkaBa 14 AHK 33 KOKHO-IMTABHYHH (KOXKa-OvH-ycTa) HE(GEKInH 4 21 1AH 32
OUCEMHHAPAHO 3a00IABaHe WK 3300/19BaHE HA EHTPA/THATA HEPBHA CHCTEMA.

IpoabimkaTemmocTTa Ha npoduuakTuHoTO Mprroxenne Ba 30BUPAKC ce onpeznens ot
NPOABIDKATCIIHOCTTA Ha PUCKOBHS NEPHOA.

Jl03HpOBKa IPH BL3PACTHR

[TanpeHTHTE ¢ HAAHOPMEHO TETTIO He TPAGBA Ja MOMY9ABAT 4034 38 TAXHOTO PEAHO TENCCHO TEJIO.
Jlo3aTa, KofTo nomy4aear TpAGBa 1a GbAC M3YHCIEHa KATO 32 BB3PACTHH C HACAIHO TENIECHO TETIIO,

8 gaca, ako 6b6peunara yHKIHA He € yBpeAcHa.

[pu naumenTv ¢ XepreceH exnedanur ce Npenopbusa npwiokeHne Ha 30BUPAK
TENECCHO Tero npes 8 gaca, IpH yenoere 9e On6peunara GyHKIHA He € YBpeseHa.



3a npodrunakTiKa Ha WHOEKIHY, npHupHern oT Herpes Simplex Virus npy IMyHOKOMIIPOMETHPaHH
[ANMEHTH, ¢e TpenopbuBa nprioxeHue Ha 3S0BUPAKC B no3n 5 mg/kg TenecHo rerno npe3 8 uaca,
axo 6ubpeunara GyHKIHA He € YBpPeAcHa.

Ilpn nanmenTH ¢ nubekumn, npuauHenn ot Varicella Zoster Virus, ce npenopbhyuBa NPUIOKESHHE HA
30BUPAKC B xo3u 5 mg/kg TenecHo Terno npes 8 waca, ako 6s0pedanara GyHKIHA HE € YBpeOeHa.

Tpy AMYHOKOMIIPOMCTHpAHY NALMEHTH ¢ MH(EKIWH, IPHIHHERH ot Varicella Zoster Virus ce
upenopryuesa nprioxkerie Ha 30BUPAKC & nosm 10 mg/kg Tenecno Terno npes 8 yaca, npw yCIIoBHe
ge 6u6peunara GyHKImA He € yBpeaeHa.

3a mpodrnaxrrka Ha CMV uHdeKIMA Ipy maLMeHTH ¢ TPAHCIIAHTAINA HA KOCTEH MOIBK CE
npenopsisa npunoxenne Ha 30BUPAKC B no3a 15 mg/kg, MHTpaBEeHO3HO, TPH UBTH JHERHO HPE3

8 vaca, axo 6u0peynara pynxus ve e ypeaena. IIpH nanMeHTH ¢ KOCTHOMO3BYHA TPAHCILIAHTALS
C€ NpenopbIBa TEPAIHATA Ja 3AII09He 5 JHH IIPE/H ONepanyaTa H 3 NPOXbIDKHA A0 30 auu cnen Hes.
YCTaHOBCHO €, 1€ IPHNIOXCHHETO Ha BUCOKH No3H HHTpaBeHOo3¢H 30BHPAKC Hamanipa 9e€CToTaTa H
3a0aes passurrero Ha CMV HHbEKIHATa. AKO ISUECHHETO C BUCOKH JO3M HETPABEHO3HO NPHIOKEH
30BHPAKC ce nocnenBa oT nepopaleH npreM Ha BECOKH JO3H AIMKIIOBAD B MPOXBILKCHHE Ha 6
MECENA CMBPTHOCTTA M 9ECTOTATA HA BUPEMHMNTA CBIIO ¢ HAMANABAT.

JI03UpoBKa IPH KLPMAaYueTa H Aena
HJosara Ha 30BHPAKC 3a xspMadera B fiela Ha BB3pacT MeXAy 3 Mecenia H 12 TOAHHM ce H3UKCIABE
Ha 6a3aTa Ha TEJECHOTO TErNo.

TIpH KBpMadeTa ¥ [ella Ha BB3PacT 3 Mecella H oBede ¢ HHbEKUNN, npuausern or Herpes Simplex
Virus (¢ u3xmodeHEe Ha XepreceH ennedanur), ce npenopbusa npurokenne Ha S0BUPAKC B nosu
10 mg/kg TemecHo TerNo HATPaBEHO3HO Ha BCeKH 8 gaca, ako 6b6peunata GyHKIMA HE € YBpenecHa.

ITpu xepMageTa ¥ AeHa Ha BB3PacT 3 Mecella | MOEede ¢ xepreceH eHuedandt Tpabsa aa ce npunara
uHTpaseno3no 30BUPAKC B gosu or 20 mg/kg TenecHo Terno Ha Beexn 8 yaca, ako Gu6peunara
bynxima He € yBpenena.

3a mpodunaxtuka Ha HEGeKuMH, TprunHeHH oT Herpes Simplex Virus npa HMyHOKOMITIPOMETHPAHH
KbpMadeTa H Jiena, ce npenopbusa 30BHPAKC 3a HHTpaBeHO3HO NPHIOKEHHE B CBINATA ZOIHPOBKA
K4TO 34 JICYCHHE Ha XEPIieC CHMIUIEKC HHpeKuuH - 20 mg / kg TellecHO Terno Ha BCEKH 8 4aca, aKko

6n0peunara byHKIHA HE € yBpeAcHa,

[Ipx xepmadeTa H Aena ¢ HHGEKOMH, TPHIMHEHH OT Varicella Zoster Virus, ce npenopbusa
npunoxerre Ha 30BHPAKC B aosu 10 mg/kg renecro Terno npes 8 9aca, ako 6ubpednara ¢pyHkuus
HE € YBpCACHA.

1Ipn AMyHOKOMIpOMETHpAHH KBpPMavueTa H Jieliad ¢ HHdeKnws ¢ eupyca Ha Varicella Zoster,
3O0BHUPAKC nuTpaseno3no nox gopmara Ha HHY3us TpAOBa na ce nprnara B o3k ot 20 mg/kg
TENECHO TETIIO Ha BeeKH 8 daca, ako GrOpedHaTa GpyHKIMA HE € YBpeJCHA.

Orpanvyeny NaHHKM NOKa3BaT, ue 33 mpodmiakTika Ha CMV HHekmnA NpH Aena Ha Bb3pacT HaJL
2 ropvHM, ¢ IpOBEACHa KOCTHOMOIBYHA TPAHCIUIAHTALIA, MOJKE /3 CE IIPHIIOKH JI03aT4 32 Bh3PaCTHH.

Ilpn xepMadeTa M fena ¢ yRpeaeHa On6pedna QyHKIHS € Heo0XoauMa OIXOAAIIIA MPOMAHA Ha
no03aTa, B 3aBHCHMOCT OT CTeneHTa Ha yepexaanero (Bx. Tabn. 3 u 4, Josuposka npu bvbpevno

yspescoane).

Jlo3npoBKka NpH HOBOPOIeHA
Hosnposkara Ha 30BUPAKC nps HOBOpOAEHH H KbpMavueTa Ha BB3pacT A0 3
Ha Da3aTa pa TENECHOTO TErJIo.

IIpu xEpMatcTa, ICKYBaHH 33 YCTAHOBCH HEOHATAIECH XCPIIEC HIH IPH CEMHE
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Xeprec, NpenopbYMTe/IHATA CXEMa Ha J03upaHe ¢ auukioBup 20 mg/kg TenecHo TErno HHTPABEHO3HO
Ha BcekH 8 gaca 3a 21 nHHM Opu JUceMHHHpaHO 3a00NIBaHE HIIH 3acAraHe Ha IICHTpalHaTa HEpBHA
cuctema, wiu 3a 14 1uu npu 3a6oMsBaHe, 3aCATaIO CaMo KOXKATa ¥ JIMTaBUYHATE MEMOpaHH.

IIpu xppMauera ¢ yBpeneHa 6s0peuna ¢pyHkuus e HeoOxoaAuMa NOAXO/AIIa NPOMIHA Ha 103aTa, B
3aBMCHMOCT OT CTETIEHTa Ha yBpexaaneTo (Bxk. Josuposka npu 6vopeuno yspesicoane).

J03HpOBKA MPH MANHEHTH B CTAPYECKA Bh3PacT

ITpu nanpeHTH B cTapyecka Bb3pacT TpAOBa Ja ce MMa MpeIBH Bb3MOXKHOCTTA OT OB0pedHo
YBpeKJIaHe ¥ I03UpOBKaTa TpsOBa Ja ObJe KOpHrupaHa B 3aBUCHMOCT OT ToBa (Bx. [Josuposka npu
b6wvbpeuno yspeosicoane).

Tpsabsa na ce noanbpKa afieKBaTHA XHAPATALIHA.

Jlo3npoBka npu 6L0peyHo yBpekaane
[IpenopsuBa ce noBumeHo BHUMaHue npu npmwiokenne Ha 3S0BUPAKC npu naumeHTH ¢ yBpeaeHa
OB0peuna pynkuua. Tpsabsa na ce noTbpiKa ageKBaTHa XHAPATaLHA.

Kopurupasero Ha 103ata npy namueHTH ¢ 660pedHo yBpeKaaHe ce OCHOBaBa Ha KPeaTHHHHOBHS
KIIMPBHC, B SAMHALA ml/min NpH BH3pAacTHH M FOHOLIM U B €MHMIM ml/min/1,73 m? npu KbpMadeTa 1
nena Ha Bp3pact nof 13 rogunm. IlpenopruBa ce H03MpOBKATa /1a C€ KOPHTHPA 10 CNEIHHSA HAYHH!

Ta6auna 1: llpenopbunTeiHA KOPEKIHS HA J03HPOBKATA NPH Bb3PACTHH H IOHOIIH ¢ 0b0peyHO
yBpekIaHe 3a Jeyenne Ha uHpexkunn, npuunnenn ot Herpes Simplex Virus nan Varicella
Zoster Virus:

Kpearnaunos kaapeac | [lo3upoBka npu uadexnus ¢ BApyca Ha Jlo3npoBKa NpH xepnecex
Herpes simplex nin Varicella zoster eHnedaJuT HIH NpH
HMYHOKOMIIPOMETHPAHH
nanuenTH ¢ Varicella zoster
25-50 ml/min 5 mg/kg TenecHo Terno, npuaarasy Beausk | 10 mg/kg TenecHo Terno,
Ha BcekH 12 gaca. MpHUIAaraHy BEJIHBX Ha BCCKH
12 gaca.
10-25 ml/min 5 mg/kg TenecHo Terno, npunaranu seanbxk | 10 mg/kg TenecHo Terno,
Ha BCEKH 24 uaca. MpHJIaraHH BEIHbXK Ha BCEKH
24 gaca.
0 (npu anypus) -10 ml/min | 2,5 mg/kg TenecHo Terno, npuiIaraHyu 5 mg/kg TenecHo Teruo,
BEAHBK Ha BCEKH 24 gaca. NpHJIaraHd BEIHbK Ha BCEKH
24 gaca.
[NanuenTn Ha xemouamu3a | 2,5 mg/kg TenecHo Terio, NpHIaraH 5 mg/kg TenecHo Terno,
BEIHBXK Ha BCEKH 24 yaca clie]l 1Hau3a. MpHIaraHd BEJAHBXK Ha BCEKH
24 gaca cneJl 1Manusa.




Tabanna 2. IpenopbuynTeHA KOPEKIHs HA 103HPOBKATA NPH HHTPABEHO3HO
NpHJI0KeHHe HA AMHKJIOBHP NPH BH3PACTHH H IOHOIIH ¢ 0b0pevYHO yBpekKIane 3a
npoduIaKTHKA Ha HHpeknus ¢c CMV

KpearHHHHOB KIHpBHC

Jo3uposka

25 no 50 ml/min

15 mg/kg TenecHo Tero, MpHIaraHyu BeJHbXK Ha Beeku 12 yaca.

10 mo 25 ml/min

15 mg/kg TenecHo Terno, NpHIaraHy BEIHBXK Ha BCekH 24 yaca.

0 (ipu anypwus) xo 10 ml/min

7,5 mg/kg TenecHo Terno, NpHIaraHi BEAHBK Ha BCeKH 24 Jaca.

[TanmenTH Ha XeMOaHaIH3a

7,5 mg/kg TenecHo Terno, NpUIaraHi BEIHBXK Ha BCeKH 24 yaca cien

JHaln3a.

Tab6auna 3: [IpenopbyATeIHA KOPEKIHA HA 103HPOBKATa NPH HOBOPOJAEHH, KbpMaveTa H Jena
¢ 6L0peuHo yBpexkaaHe 3a Jedenne Ha nHdexunn, npuunnenn or Herpes Simplex Virus uin

Varicella Zoster Virus:

Kpearununos kiupbae | /lo3HpoBka npu HHpEKIHSA ¢ BUPYCa HA Jlo3HpoBKa NIpH XeplieceH
(ml/min/1,73 m?) Herpes simplex niam Varicella zoster ennedaJuT WIH NpH
HMYHOKOMIIPOMETHPAHH
nanueHTH ¢ Varicella zoster
25-50 ml/min 10 mg/kg TenecHo Terno, npunarany aga | 20 mg/kg TenecHo Tero,
IIBTH Ha JIEH. MpHJIaraHy [Ba IbTH Ha JEH.
10-25 ml/min 5 mg/kg TenecHo Terno, npuiaraHy 1sa 10 mg/kg TenecHo Tero,
IIbTH HA JICH. NPHJIAraHy JIBa TbTH Ha JIEH.
0 (mpwm anypus)- 2,5 mg/kg TenecHo Terso, mpuiarasy Aa | 5 mg/kg TenecHo Terno,
10 ml/min I'BTH Ha JICH. [pWIaraHH 1Ba IbTH Ha JIEH.
IMauuenTy Ha Xemoananu3a | 2,5 mg/kg TenecHo Terno, npuiaraiu asa | 5 mg/kg renecHo Terno,
I'bTH HA JIeH Cllel] J1anu3a. NPHIAraHy JBa IIbTH Ha JIEH CIEN
JIMajn3a.

Tab6auna 4. lpenopbynTeTHA KOPeKIHA HA J03HPOBKATA NIPH HATPABEHO3HO NPH/IOKEHHE HA
AUMK/IOBHD NPH KbpPMaveTa H Jena ¢ 6b0peyno yBpexaane 3a NpopHIaKTHKA HA HHPEKIHA ¢

CMV

KpeaTHnuHOB KAHPBHC
(ml/min/1,73 m?)

Jo3upoeka

25 no 50 ml/min

20 mg/kg TenecHo TErio, MpUIAraHH BeJHBXK Ha BCekH 12 vaca.

10 1o 25 ml/min

20 mg/kg TenecHo Terno, MpUIaraHk BEIHBXK Ha BCekH 24 Jaca.

0 (mpu anypus) go 10 ml/min

10 mg/kg TemecHo Terno, MpHIAraHy BeJHBXK Ha Bceku 24 gaca.

[TanmuenTH Ha XeMoaManM3a

10 mg/kg TenecHo Terno, NpHIaraHy BeJHBX Ha BcekH 24 yaca ciej
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4.3 IIporHBONOKA3aHHAS

3OBHUPAKC ¢ NpoTHBONOKA3AH NPH MaLMEHTH ¢ H3BECTHA CBPBLXYYBCTBHTCIHOCT KBM AIIHKIOBHD
HJIH BaIAIMKJIOBHD, WK KbM HAKOE OT IIOMOILHATE BEILECTRA.

44 CpoendanHua npeAyOpexIeHHn H NPeANA3IHH MEPKH OPH YNOTpeba

Ilpr nammentH, Ha korro 3S0BHPAKC ce npuiara HHTpaBeHO3HO HIIH BBB BHCOKH [IEPOPATIHH 103H,
TpaOBa Ja ce MONIEPKA AJEKBATHA XHAPATAIHSA.

UnrpaserosHnTe 103K TpAOBa Aa ce MpHiIarar 4pe3 HHQY3HA B IPOARDKEHAE HA CIHA 9ac 32 Jia C&
n3lerne oTarade Ha aUHKIOBUD B 6b0penire. Brpsa uin 6omyc HEpkekus Tpabea Aa ce u3bsrea.

PucksT oT 660pedno yBpexkmane ce yBenH4aBa npu ynotpe6a ¢ Ipyru HehpoTOKCHIHH ICKapCTRA.
Heo6xonumo e Bunmanme ako 30BUPAKC ce npunara ¢ npyr# He(PPOTOKCHUHH JIEKAPCTBA.

IIpunoocenue npu nayuenmu c Gvbpeunc yepexcoarie 4 NPU NAYUERTTY 8 CIIAPYECKA Gb3PACHI.
ANUKNOBHP cE ENMMHHENDA pe3 6s0pennTe. 3aToBa NPH NANKEHRTH ¢ YBpeaeHa 656pedana yHKIHs
npunaraHara fo3a Tpsafsa na 6wae HaManeHa (Bx. To9ka 4.2). [Ipy naIa B cTapYecKa Bbh3pacT HMa
BeposTHOCT 6b0peunara GpyHKMa Aa e HaMasieHa | 3aToBa Tpabpa Aa ce oOMHCITH HE0OXOAMMOCTTA
OT HAMA/IABAHE Ha 103aTa [IPH Ta3M Ipymna nanseHTH. KakTo manmeHTHTe B CTapIeCKa B3pacT, T2Ka 1
TE3H ¢ yRpeficHa OL0peTHa GPyHKIHA, ¢4 C NOBMIICH PUCK OT PAa3BHTHE Ha HEBPOIOIHYHA HEKEAHH
peaximu u TpAOBa Na OBAAT BHEMATEHO MPOCIEASBAHY 33 OABA Ha TakuBa peaknuH, [Ipn
JOKIAABAHUTE CIIyJaH, OPH NPEKPATIBAHE Ha JIEYCHHETO TE3H PEaKIMH 0GHKHOBEHO ca OHIH
0bpatumu (BXK. TouKa 4.8).

IIpoABEKHTENEOTO HIH HOBTOPHOTO IPOBEXKIAHE Ha KYPCOBE Ha MEYCHHE ¢ AHKIIOBHP NPH
TAIHEHTH ¢ TEKBK MMYHEH Ae(HIIT MOXE Ja AOBEAE A0 Pa3BHTHE HA MIAMOBE OT BHPYCa ¢ HAMANCHA
YYBCTBATENHOCT, KOMTO MOXKE Jia HE CE MOBIMABAT IPH OPONLKABAIIO JICICHHE C ANUKIOBHD (BX.
TOouKa 5.1).

ITpn nauuenty, npuemamy 3OBUPAKC B no-BHCOKH A03H (HAIIP. IPH XeprieceH eRNedannT), ce
[PenopsYBa Aa ¢ MPOCIeAaBa ChCTOAHHETO Ha 6p0pednara Gynkmps, 0cobEHO IPH NALMCHTH C
IeXuApaTalHs Wi OpH HATHYHE Ha HAKAKBO GROpEIHO yBpeKAaHe.

Pasrsopennsr 30BHPAKC mma pH npabmmsurenno 11,0 1 He Tpabea ja ce npsnara nepopansHo.

To3u nekapcTBeH NPOAYKT Chabpxka 28,03 mg HaTpwit Ha (GrakoH, KOHTO Ca CKBHBACHTEH Ha 1,4%
OT NpENOPHYMTEIHHEA MaKCHMAalEeH JHEBCH IIPHEM OT 2 g HaTpui 3a BB3PacTcH.

4.5 BzaaMojeiicTBHE ¢ IPYTH J€KaPCTReHA TPOAYKTH H APYTH HOPMHE HA BIARMOZEHCTBHE

AIMKJIOBHp C€ STMMHHMpA TTIaBHO HEPOMEHEH ¢ YPHHATA, Upe3 akTHBHA OnOpeuna TyOynHa
CCRpGll}IJI. E.Ill'IOBpeMCHEHHT l'IpHEM Ha nexapcrna, KOHTO CC CIMMHHHPAT 10 TO3H IIBT, MOXKE Aa
JoBeTIe N0 TIOBMINIABAHE HA INA3MEHHTE KOHIEHTpanHH Ha anuinoBHp. [lo To3H MeXaHu3bM,
npobeHenH ] 1 HHMETHAHH BOAST A0 nopHmasane Ha AUC Ha alMKIOBAp H HaMaiBaT 650pCHHAA
KIHPBHC Ha anEiuioBEp. Bee mak, mopaan roagmara TepanesTHIHA ITAPHHA Ha aHKIOBUP HE €
Heo0XxoauMa NMpoMaHa B J03aTa.

HeobxomuMo € OBHIMEHO BHUMAHKE NPH NAIMEHTH HA CAHOBPEMCHHO eYCHHE C MHTPABEeHO3EH
30BHPAKC 1 nexapcTBa, KOHTO ¢€ KOHKYPHPAT C AlMKIIOBHD 33 NHH H CHII BT HA €]
HMa Bh3MOKHOCT 32 HOBHINABAHE HA MIA3MCHUTE KOHIEHTPAITHH Ha €/IMHHA HIIH JBYS
HITH Ha TEXHHTE McTaboymMTH. YcTaHoBeHH ca mopHmabane Ha AUC Ha anmiiioBHp /
MeTaboMHT Ha HMYyHOCYTIPECOpa MEKO(EHONAT MO(ETHI, H3MON3BaH NPH NALMCHT)
TPAHCIIAHTALHA, IPH €MHOBPEMEHHAO NIPHIIOKCHAE HA IBATA NPOAYKTA.

[Ipy eAHOBPEMEHHO NPHICKEHHE HA IMTHI ¢ BUCOKH A03H HETpaBeHO3eH 30BHPA
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HeobxoauMo CEPYMHHTC KOHIICHTPAIIHH Ra JuTHIA f1a ce npocacoaBaT BHAMATCNIHO, ThH KaTo HMa
PHCK OT THTHCBA TOKCHIHOCT.

HeoGxoauMo ¢ moBHIIEHO BHUMAHAE (C MOHHTOPHpaHEe Ha npoMeHHTe B Op0peunara pyHkuas) npu
HHTpaBeHo3HO mpHiaokenne Ha 30BUPAKC, egHoBpeMCEHHO © TeKapcTBa, KOHTO BIHAAT 1O APYT
Ha9HH BBpXy Ge0peuHaTa dynxmms (HAp. QEKIOCHOPHH, TAKPOIHMYC).

ExcnepHMeHTAIHO NPOyYBaHEe HPH NE€THMa NAIMESHTH OT MB)KKH IIOJI [10Ka3Ba, Y€ eIHOBPEMEHHOTO
npunoxkenre cs¢ 3OBHAPAKC nosrmaea AUC Ha 06IMoTe KONAYECTBO NPHAOKEH TEOQUIKH C
npubmusprenno 50%. [Ipenopbysa ce Ia ce H3MepBarT Ma3MeHHTe KOHIIEHTPALIY 10 BpeMe Ha
eAHOBpeMeHHO npuiaokenne ¢s¢ 30BHPAKC.

4.6 @eprTHIATET, DpeMEHHOCT H KbPMEHE

PepTHIRTET
Binxre KnuHiHM M3NATBAHKASA B TO9Ka 5.2.

Bpemennoct
30BHPAKC 3a HHTpaBeHO3HA HRQY3HA MOXE Ja C€ IPHJIATa 10 BpeMe Ha DPeMeHHOCT CaMo ako
MOTEHIMATHHTE [10713H OT JICYEHHETO HA/IBHILIABAT BE3MOKHHUTE PHCKOBE 34 IUIOAA.

B nocTMapkeTHHTOBHA perucTsp Ha ciydanTte Ha GpeMEHHOCT MMa JaHHH 3a H3X0/ia Ha
6pemMeHHOCTTa IPH JKeHH, IpHeMaIH pa3nuunu dopmu Ha 30BUPAKC. JlanHuTe oT perucTspa He
TIOKa3BaT yBe/IHIaBaHe Ha Opos Ha BpozaeruTe ActhexTn npH Aena Ha Maiikn, npuemame 30BHPAKC,
B CpaBHEHHE ¢ 00mara nonynanus. Bpoenure redeKTH HE NOKAa3BaT CXOACTBO HWIM O0COGCHOCT,
npeanonaraia obia nmpuaHuHa.

Knpmene

Cnen nepopamio npunoxerue Ha 1034 ot 200 mg 30BHPAKC, ner mbTH AHEBHO, aIJMKIOBHD CC
YCTaHOBABA B KbPMaTa B KOHIeHTpaumy ot 0,6 1o 4,1 mbTH N0-BHCOKM OT CHOTBETHHUTE IU1a3MCHH
KOH1eHTpauy. [1o To3H Ha9MH, IPH KbpPMEHE ACTCTO MOMKE Aa IPHEME aMKIOBHD B J03H JI0

0,3 mg/kg/24h. 3aToBa ce NpenopbYBa NOBMIIEHO BHUManue npy npunoskerne Ha 3S0BUPAKC npu
KBbPMAadKH.

4.7 EdekxTn BEpXy cnocoGHOCTTA 3a modupane u pabora ¢ MAIDHHEA

30BHPAKC ce H3MON3Ba OPCAMMHO TIPA NALMEHTH, KOUTO ¢a XOCIHTATM3HPAHA H HE(QOPManys 3a
cnocobrocTTa 32 modupane u padoTa ¢ MaIMHK 0OHKHOBEHO He € NpuiIoxkuma. He ca mpaeenn
Ipoy4BaHHA 3a H3cieasaye Ha edexra Ha 30BHPAKC pbpxy ciocobHocTTa 32 modupane u pabora ¢
MaIIHHH.

4.8 Hexenann JeKApCTBEHH PeAKHAU

Yecrorara Ha HEXEIAHNTE PEAKL{MH NO-A0IY € IPHOTH3HTEIIHO M3IMCTICHA. 3a NOBEIETO HEXKENAHH
PEaKIHH MHIICBA OXXoAAmA HH(GOPMAIA, 34 2 ¢ N3THUCIIH 9eCTOTaTa Ha HEKE/IAHHTE PEaKIMH,
B nomrenEEHAE HEXCIaHATE ICKAPCTBEHH PEeaKknuy MOTAT Ja BAPUPAT IO YeCTOTa B 3aBHCUMOCT OT
MOKa3aHHETO.

anpne'ra € cIeaHaTa Knacn(bnxamm Ha HEKCIAHHTE CKApCTBCHH PEAKIHH 10 OTHOUICHHC HA
HECTOTAaTa:

Muoro wectd (> 1/10); wectu (> 1/100 po < 1/10); meuectd (> 1/1 000 mo < 1/100); peaxn (> 1/10 400
no < 1/1 000); muoro peaku (< 1/10 000).

Hapymenus 5a KpbBTa H JAMOHATA CHCTEMA
Heyecmu: namManenne Ha XeMaTONOTHIHN NOKA3aTenH (aHEM#A, TPOMOOIHTONE

Hapymenns HA EMYHHATA CHCTEMA



Muozo pedxu: anadHIAKTHIHA PEAKIAS

IIcAXHYHE HAPYIIEHAA M HAPYICHAS HA HEPBHATA CHCTEMA
Mnozo pedxu: rnasobonue, 3amMasHoCT, Bh30yna, 00BPKaHOCT, TPEMOD, ATAKCHS, MH3aPTPHA,
XaNMIOMVHALDNK, OCHXOTHYHH CUMIITOMH, TbPYOBE, COMHONICHTHOCT, eHIedanonarasa, KomMa

T'openocoyesnTe HeXKeTaHH PEAKIMH B [IOBEYETO CITY9aH Ca 0OpaTHMH H OOHKHOBEHO ca ChoOmaBaHy
IpH NaiHesTH ¢ G50pEeTHO yBpexKate HIH ¢ APYrH OpepasnoNaramH GakTopH (Bx. Touka 4.4).

CpaoBH HApYIHEHHS
Yecmu; dnebur

PecnHpaTopHR, rphAHH H MeIHACTHHAIHE HAPYIICHHEA
Muozo pecri. nucnHes

CroMamHo-IpeBHA HAPYLICHAN
Yecmu: rafeHe, NOBPHINAHE
Mnozo peoxu: maapus, 60IKa B KOpeMma

Xenaro-0HIHADHH HAPYIICHHR
Yecmu: 06paTHMO NOBHILABAHE HA CTOHHOCTHTE Ha JEPHOAPOOHHTE CH3UMH
Mnozo pedxu: oGpaTHMO NIOBHIIaBaHE HA CTOHHOCTHTE Ha OHNUPYOHHA, HKBITCHULIA, XENATHT

HapylmieHAd HA KOXKATA H NOAKOKHATA ThKAH
Yecmu: chpbex, ypTHKapHA, OOPHBH (BKIFOYHTENHO GOTOTYBCTBHTENHOCT)
Mhuozo pedru: anTHOCIEM

Hapymenna na 6n0penATe H IHKOYAATE DL THIIA
Yecmu: IOBMINABaHE Ha CTOHHOCTHTE HA YPEATA H KPSATHHHHA B KPHBTa

B HAKOH CNy9aH MOXE Jia C& NPoABH ObP30 NOBHIIABAHE HA CCPYMHMTE CTOHHOCTH Ha Ypes U
kpeaTuHhH. [[puema ce, Je Tean peaknuy ca B 3aBHCHMOCT OT BEPXOBHTE IUTA3MEHH KOHIICHTPALUH H
OT XHApATallHATa Ha MANMeHTa. 3a Ja ce H3feruc pa3BHTHETO HA NIOROOHH PEaKIMH, IIpH
HHTPaBCHO3ZHO IPHIOKEHHE, IEKAPCTBOTO He TpA(Ba a Ce npinara KaTo HHTpaBeHo3Ha borycHa
HIDKCKIHA, 8 kaTo HH(y3HA 3a nepuon ot 1 gac.

Muozo pedxu: octpa 6B6petHa HEIOCTATHIHOCT, YBpEKIaue Ha Ob0pe HaTa (pymuma Gonka B
obnactra Ha GubpenuTe.

[IpenopryBa ce noambpKaHe Ha OIXOAAINA XMAPATAIHA HA AUHEHTa. YBpexaaHeTo Ha 6r0peunara
GyHKIHA 0GHMKHOBEHO ce OB/ HsABa OBP30 OT peXHAPATHPAIA Tepanus W/ peAyHpaHe Ha A03aTa,
HIH OT IPEKpaTABaHe NPHIOKEHHETO HA MPOAYKTA. BLIpexy ToBa, B HAKOH CIY9aH Ce Pa3BHBA OCTPa
650peyHa HENOCTATHIHOCT.

Bonkata B obnactra Ha 6u0pennTe MOxe Ma b€ cBBp3aHa ¢ 6LOpeuHa HeAOCTATEIHOCT.

O6in HRpYIleRAd H ¢PeKTH HA MACTOTO HA GPHIOKEHRE
Muozo pedxu: yMopa, NOBHIIEHA TEMIIEPATYPa, NOKATHH BH3MATHTEIHH PEAKIMH

HabmonaBalu ca TeXKH TOKATHH Bb3MAJHTEIHH PEAKIHH, NOHAKOTa BOACIM 0 YBPEXKIaHE HA
KOXaTa, I cirygaidno nonanane Ha 30BUPAKC ekcTpaBacKynapHO NPH HHQY3HsL.

CrobniaBaHe Ha NONO3NPAHH HEKENAHHA PEAKUMA
CrobmaBaneTo Ha OZO3HPAHK HEXETAHH PEaKLV# CleJ| Pa3peniaBaHe 3a Yo

MPOAYKT € BaxHO. TOBa No3BOJIsABa A3 NPOALIDKE HAOMOACHHETO HA CHOTHOIIE
JIEKapCTBEHHAY HPOAYKT. OT MEAHIMHCKHTE CHELMAIMCTH C€ H3ACKBA I
[ONO03HPAHA HeKeNaHa peakiHA Jpe3 HAIlHOHATHA CHCTEMA 33 ChOOMABAHE:
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HarbneuTenna areHIus 1o JeKapeTeara
yi. ,,Jlaman Upyes”™ Ne 8

1303 Cogra

Ten.: +359 2 890 34 17

yebcaliT: www.bda.bg

49 Ilpesosmpane

[Ipu3Band 1 CHAMOTOMH

Ipenosupanero Ha HHTPABCHO3ICH AKKIOBHP BOAH IO NOBHIIABAHE CTOMHOCTHTE HA CEPYMHHS
KPeaTHHHH, CEpYMHHA YPEEH a30T, ¢ MOCIeABanlo pa3pATHe Ha GBOpeHa HemocTaTbIHOCT. Cren
NPENO3UPAHE CE ONKCBAT HEBPOAOTHIHE €eKTH, BKIIOUBAIM 00LPKAHOCT, XaMOIHHALY, B30y,
OPHOAXBIH H KOMA.

Jeuenne

[MaimmenTure Tpadea na 6b1aT HAGMIOJABAHEH BHMMATEIHO 33 MPH3HAIH HA TOKCHYHOCT,
XeMonHaIHM3aTa 3HAYHTEIHO AONPHHACA 33 OTCTPAHABAHETO HA ANMKIOBHD OT KPBBTa M 3aTOBA
TpabBa fa ce 00CHAN KATO TEPaNeBTHYEH METO/ IIPA CHMITTOMATHYHO IIPE03HpaHe.

5. ®APMAKOJIOTAYHH CBOMCTBA

5.1 d®apMakoARHAMEYIHH CBOHCTBA

®dapmakorepaneeTydHa rpyna: [Ipako meficrsanid OpOTHROBHPYCHH cpeacTsa, Hykneosuns u
HYKJICOTHIH, C H3KJ1. HA HEXHOHTOPH Ha ofpaTHAaTa TPaHCKpHIITA3a.
ATC xoa: JOSABO1

Mexanu3ibM Ha JeHcTBRE

AIMKJIOBHD € CHHTETHICH ITYPHHOB HYKJICO3HACH aHANOT, KaTo IPH YCIIOBHA in Vifro U in vivo
NpoABABA HHXHOHTOPHA AKTHBHOCT CPEITy JOBEIKH Herpes BUPYCH, BEMOIRTENHO Herpes simplex
virus (HSV) tun 1 u ™vn 2, Varicella zoster virus (VZV), Epstein Barr virus (EBV)
Cytomegalovirus (CMV). B kieTpuny xyITypH, alMKIOBHD IPHTEKaBa Haili-BHCOKA aHTHBHPYCHA
akTHBHOCT cpamo HSV-1, nocnezipana oT (aKTHBHOCTTA c€ MOHIKABa) akTHBHOCT cnipsamo HSV-2,
VZV, EBV u CMV.

HuxnbATOpHATA aKTHEHOCT Ha anUKNoBHp 33 HSV-1, HSV-2, VZV, EBV u CMV e BHCOKO
cenckTHBHA. EnsHMBT THMuauH KuHasa (TK) npn 3apaBH HeHHGEKTHPAHA KICTKH, HE H3LI0I3BA
eeXTHBHO anMKIIOBHD KaTo cyGeTpaT. B pesynTar Ha TOBA TOKCHYHOCTTA Ha TIPENApara KbM 3/[PaBH
KIeTKN Ha Ho3aifHHIN ¢ HHcka. Emsumet TK, akruBupan or HSV, VZV 1 EBV, npespsma
AIMKIOBAP B HYKIICO3INIHHNS aHATIOT allMKIoBup MoHo(dochar, KoiiTo Mo-HaTaTkK CE NPERPBINA OT
KNETBIHHTE eH3uMH B udocdat B Hakpas B TpHdochaT. ANMKIOBAD TpHochaT B3AHMOICHCTRA ¢
supycHata JIHK nonuMepasa, kato 4pe3 BKTIOUBAHE BB BEpUTaTa BOAM 10 HEHHOTO npekkeBane. Ilo
TO3HM HAYHH HHXAOHpA PEeINMKAIHATA Ha BupycHata JTHK.

PapMaKoIHHAMHYHH ePeKTH
IIpOXBICKHTEIHOTO HIH NOBTOPHOTO NPOBCHKAAHE HA KYPCOBE HA JISYCHHE ¢ AIHKJIOBHP NpH
NanmUEHTH ¢ TEOKBK HMYHCH ,uetbmm'r MOXE na Q0BeAe OO PasBHTHE HA aMOBE OT BHpYyCa ¢ HAMAJICHA
YYBCTBHTEIIHOCT, IIPH KOHTO MOXKE [13 MM Pe3HCTEHTHOCT KbM NIPONBIDKABAINOTO NE€UCHHE ¢
NPOAYKTA.

Ipe ToBE9ETO OT H3ONMPAHHTE NPH KIMHHIYHK CIY9aH BHPYCH ¢ TIOHIDKEHA TYBCTBHT!
YCTAaHORBSBA OTHOCHTEIHO HaMaNABaHe Ha CHIBPKAHAETO Ha BHpycHa TK. OnmcBar ¢
maMoBe ¢ npoMeHeHa BHpycHa TK wim JIHK nonuMepasa. [Ipu yenoBes in vitro, up
anuKnoBHp cpemy HSV, crmo Moxe na ce noayyun pa3BHTHE Ha BUPYCHH MAMOBE C
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gyBcTBHTENHOCT. He € yeTanoBeHa BpE3KaTa MEXIY IyBCTEMTETHOCTTa Ha HSV KbM aunkioBup,
OIIPEIENCHA NIPH YCIOBHA i vifro W KIIMHWSHHSA OTFOBOP CHPAMO TEPAMHATA ¢ IIPOAYKTA.

Bceraxy namyuentn Tpabra aa 6bAAT OpeaynpeaAcHH 3a BE3MOXKHOCTTA OT BHPYCHA TPAHCMHUCHS,
0co0eHo IIpH HATHYHE Ha AKTHBHH JIC3HH.

5.2 (@apMaKOKHHETHYHH CBOHcTBa

ABcopbnna

ArmxnosHp ce abcopbupa camo YacTHgHO B uepBara. Cpeanara nepopaiHa OHOHAIHYHOCT BapHpa
MexAy 10 1 20%. IIpu rnaxyBane ca QOCTHIHATH CPEAHM BEPXOBH KOHIEHTPAIHH (Cmax) OT

0,4 Muxporpama/ml npuGnusuTenHo 1,6 gaca cien eana ao3a ot 200 mg, npunoxeHa nox dopmara Ha
TNIEpOpanHa CycneHsus WiH kancyna. Cpequare cTabwing BhpPXOBH IWIa3MCHH KORIEHTPAIHH {Cssmax)
ce mosEmagar 1o 0,7 muxporpama/ml (3,1 Mukpomona) cnex gozu ot 200 mg, mpunaraHy Ha BCCKH

4 gaca. [To9TH DPONOPLHOHAIHO OBHIIABAHE ¢ HaGIOZABAHO 10 OTHOIICHHE HA HABATA HA Cosmax
cnen o3y ot 400 mg 1 800 mg, npuarany Ha 4 gaca, ¢hC CTOHHOCTH, JOCTHIAIH CHOTBETHO 1,2

1,8 mmkporpama/ml (5,3 u 8 Makpomona).

Paznpenenenne

Cpennnsar obeM Ha pasnpeaenenne ot 26 | mokasea, ue ALKIOBHD € PAa3NpEAEeH B 0DIUTE TENECHN
TEYHOCTH. Y CTAaHOBEHHATE CTOMHOCTH ciief nepopansHo npwioxkenue (VA/F) sapupart ot 2,3 110

17,8 L/kg. Tni xaTo cCBBP3RAHETO ¢ MNAa3MEHUTE UPOTeHHH ¢ oTHocuTemmo cnabo (9 no 33%), ne ce
0YaKBaT JeKapCTBCHH B3aHMOMCHCTBHSA, BKIIOYBAIIH H3MECTBAHE OT MACTOTO HA CBBP3BaHE.
Konnenrpaupnre B maKBopa ca 50 % OT CROTBETHHTE IVTA3MEHN KOHIEHTPALHH B PABHOBECHO
CBCTOAHHE.

Mertabonuibm

AIIMKJIOBHD C€ €KCKPETHPa OCHOBHO HENMpOMEHEH npe3 OsOpermre. ENMHCTBCHHAT U3BECTEH
MeTaboHT B ypHHATA € 9-[(xapbokcumeTokcr) MeTHIryannn, v npeactasnasa 10-15% or nosara,
OTHCICHA C ypHHATA.

EnaMuBEpane

Cpennara cacreMHa excnosmina (AUC).) KM annknoBHp Bapupa MeXy 1,9 u

2,2 mukporpama*h/ml cien egua no3a ot 200 mg. IInasMeHMAT NOMYXHUBOT CICA NEPOPANCH IPHEM
NpH Bb3pacTHH Bapupa mexay 2,8 1 4,1 gaca, Bs6peqnusT xmmprsac Ha aupknosup (CLr=14.3 /h) e
CBINECTBEHO TO-BHCOK B CPABHEHHC ¢ KPEATHHMHOBHS KNHPBLHC, KOSTO TI0Ka3Ba, 3¢ TyOyanara
CEKPENHs B JONMBIHEHAE HA TIIOMEPYAHATa (PHITpaLHA, AOMPHHACA 33 CTHMEHHPAHETO Ha
neKapcTBOTO oT OBOpermTe. [TonyKuBOTHT H OOMMAT KIMPBHHC Ha AUKIIOBHP 3aBHCAT OT OBOpeUnaTa
¢yHkups. CneaoBaTelHo, IPH NAIHEHTH © YBpeAcHa Ob0peTna QyHRIH ce npenopbIBa KOPEKIus Ha
Jl03aTa.

IIpn HOBOpOAEHH Ha BB3IpACT 10 3 Mecena, npy HHQY3Ha Ha auuknoBup B no3n ot 10 mg/kg 3a
nepuon ot 1 9ac, Ha HETepBa) OT 8 "aca, INTa3MEHHAT MOJMYKHBOT € 3,8 gaca.

CroenHajiny rpynH NaOHEATH

Ipu nanueHTH ¢ XponndHa GrOpeYHa HEAOCTATHIHOCT CPENHIAT IUIA3MEH NOMYXHBOT € 19,5 gaca.
ITo Bpeme Ha xeMoAMaTH3a CpeAHHAT IUIA3MEH NOXYKHBOT Ha AIMKIOBHD ¢ 5,7 gaca. IInasmennre
KOHLICHTPALMH Ha aHKIOBHp 110 BpEME Ha JHANMH3a CTIafiaT NpHOIHIHTENHO ¢ 60 %.

Ilpn nmanmenTHTE B CTapuecka Bh3pacT OOMMAT TENECEH KIHPBHC C& HAMATABA ¢ HAPACTBAaHE Ha
BB3PACTTA, 33¢/IHO ¢ HAMAJIABAHETO HA KPCATHHHHOBHS KNHPERHC, BHIPEKH 9 € HAHIIE MAKa
NPOMAHA B TEPMHHAIHHA IUIA3MEH MONYKHUBOT.

KnranvYAE H3NHTBARAS

Hama nadopmanns 3a edekra HA nepopanHUTe QOPMH HIIH HEXKEKITHOHHHTE dop
BEPXY (epTHIHTETa NpH xenn. B exuo wammrsane npu 20 Muxe ¢ HopManeH Opoi Has .
CIEPMATO30HANTE NPH NMepopancH MPHEM HA ALMKNOBHD B 103K 10 1 g AHEBHO 32 I @,{k RG” K
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Mecella He Ce YCTAHOBABAT MPOMEHH B 6pod, MopdonoruaTa H NOABIKHOCTTA Ha CIEPMATO30HHTE.
5.3 IpeaknuEHYEH JaHUH 323 GezomacrocT

MyTareamoct
Pesynratute ot ronaM 6poi npoyusaHus 33 MyTar¢HHOCT in Vifro H in vivo TIOKa3BarT, ¥¢ AUHKIOBHP €
MaJKo BEPOATHO Jia IPEICTARIARA PUCK 3a TCHOMA IIPH J0BEKa.

Kanneporennoct
B npoesenuTe NpoyIBaBHs 3a OPOAB/KHTEIEH IICPHOA OT BPEME MIPH MHIIIKK H IVTBXOBE HE €
YCTaHOBEH KaHLIEPOreHeH epeKT Ha alMKJIOBHP.

PDepTHARTET

ITpH OIHTH NpH NITEXOBE H Ky9eTa ¢ allUKIIOBHp B J03H, MHOI'OKPATHO HAIBHIIABAIIH
TEPalEBTHIHATE CE YCTAHOBABAT 06paTHMH e()eKTH BLPXY CIIEPMATOTEHE3aTa, ACONMUPaHH ¢ obma
HHTOKCHKauA. HacienBann ca gee mokoAcHUS MANKH. [Ipu nepopalicH NpHeM Ha AHKIOBHp HE ca

YCTaHOBCHH e(peKTH BBPXY (ePTHIHTETA.

TepaTorennoct

CHCTEMHO NPHIOKEHAE Ha aMEKNOBHD B MEXAYHAPOJHO IPHETH CTAHA3PTHH H3IHTBAHKA HE II0Ka3Ba
eMOPHOTOKCHYHH HIIH TEPATOTCHHH e()eKTH IIPH 3aii1|, ILUThXoBe WIH MEMKH. [Ipy HeCcTaHaapTHH
HAIHTBaHHA OpH ILTBXOBE ca HabmomaBaHH (peTaTHH AaHOMAIIME, HO CaMO CIIC] IPHIATaHE Ha TOJNKOBa
BHCOKH /103, IPHJIOXKEHH TOAKOXHO, TIPH KOATO ¢ NPHIMHEHA TOKCHIHOCT OPK MalKkara.
KJINHHYHOTO 3Ha9CHHE Ha Te3H JaHHH HE € YCTAaHOBEHO.

6. PAPMAINEBTHYHH JAHHU
6.1 CHHCHK HA DOMOINHATE BELIECTBA
Harpues xunpokcna (Bx. Touka 4.4)

6.2 HechbEMecTHMOCTH

Pa3sTBOpeHMAT KOHIEHTPAT H IPUTOTBECHUST MH(Y3IHOHEH pa3TBOp He TP:AGBa Na ce CMECBAT ¢ IPYTH
TIEKAPCTBEHH MPONYKTH, ¢ R3KIIOYCHKE HAa IOCOYSHHTE B Todka 6.6. Cnermanam npeanasiu MepKH
IIPH M3XBLPASHE H paboTa.

6.3 Cpox pa rogaoct

5 roaunu.

6.4 Coenuannm yC/IOBHS HA ChXpAHEHHE

Ja ce cexpanssa non 25°C.

6.5. BHJ B chALpXKAHEE HA ONAKOBKATA

Bropuina onakoBKa: KapTOHEHA KyTHS.

ITeppHYHA OnaKoBKa: GNAKOH OT CBETNIO CTHKIIO, 3aMevaTaH ¢ ITyMEHa 3alyIIanka.
KonuuecTBo B €Ha ONaKoBKa: 5 (akoHa.

30BUPAKC npeacrapisisa creprwicH mHodhunu3upad npax B 17 ml ¢prakoH oT CTBKIO THO

jamymanka ¥ alyMHHHEBa ofkarka ¢ rulactMacoBo flip-top kamaze. JlekapcrsoTo ¢
(raKoH 3a €MHOKpaTHA YHNOTpeba U He CHABPKA KOHCEPBAHT.
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6.6. Cpenaannu NpeANa3HH MEPKH OPH HIXBLPIAAHE U paGoTa
Paireapsane

HeobxomuMmara no3a 30BUPAKC 1psa6pa 1a ce NpHIQKH upe3 HHTpaBeHOo3Ha HH(pY3HT 32 IEpHOX 0T
1 gac.

30BUPAKC 250 mg npax 3a uady3noneH pasTeop TpaOBa fia ce pa3TBopH B 10 ml Boxa 3a
HHXEKIHH WITH HH}y3HoHeH pa3Teop Ha saTpuer xuopua (0,9 % w/v), 3a na ce IoaydH pasTeop,
chAbpxam 25 mg ampiosdp B 1 ml.

Npenu nprioxkeHne Ha OPENOPHIAHATA 038 € HEOGXOIAMO a ce onpeAeiH GposT Ha (IAKOHHTE,
KOUTO TPAGBA Aa Ce Pa3TBOPAT H KOHUSHTPALMATA HA NPOAYKTA. 3a PasTBapsHe Ha NEKapCTBOTO, BhR
BCeKH (nakon TpaGBa Aa ce NpHOaBH NpenoOpbYaHOTO KOMMIECTBO PA3TBOPHTEN M CIIEM TOBA 12 C€
Pa3sKIaTH BHHMATCIHO, JOKATO ChABPKAHKETO Ha (IaKOHa ¢€ Pa3TBOPH HAIBJIHO.

Cnen pasteapane 30BHPAKC Moxe fa ce nprioku gpes nepdysop.

AJNTepHATHBHO, IPHTOTBEHHAT PA3TBOP MOXKE AOITBIHATENHO Aa Oblie paspeAcH A0 KOHUSHTPANU Ha
aIMKNIOBHP HE N0-BHCOKA oT 5 mg/ml (0,5 % w/v) 3a npunarane upes aagysus:

Ipn6apete HeoGXOMMMHSA 0GCM OT NPUTOTBEHAA PA3TBOP KbM H3GpaH HH(YIHOHEH PasTBOD,
KaKTO € NIPENopbhYaHo No-J0My H pa3kiaTere 1o0pe 3a 1a ¢¢ OCHTYPH JOCTaThIHO CMECBAHE.

I[Ipy HOBOPOACHH H O€NA, KhAETO € HeoGX0auMo 1a ce IPHIAraT MaJIKH o 00eM pasTBOpH ce
TpenophyBa paspexaaneTo aa 6sae Aa Gasara Ha 4 ml oT npurorserud pasTeop (100 mg
AUHKIOBHD), nobaseHu kpM 20 ml pasTop 3a HH}Yy3HA.

IIpH BB3PACTHH CE MPEnOPHYBa HINOM3BAHETO HAa HHMY3HOHHH CaKoBe, Chbpkamy 100 ml
HHE)Y3HOHEH Pa3TBOD, ZOPH KOTATO TORA 1€ OCHTYPH KOHLSHTPAUHS Ha alHMIUIOBHD 3HAYHTENHO 110
0,5 % wi/v. Ilo To31 Hauve emuH 100 ml uady3noHeH cak MOXKE 13 C& H3MOM3Ba 33 BCAKA J1034 MEXTY
250 mg 1 500 mg ammxaorap (10 1 20 ml npuroreen pa3TROp), HO BTOPH MH(Y3HOHEH Cak Tpadsa Aa
ce u3m0M3Ba 3a go3u Mexry 500 i 1 000 mg.

[Ipu pasteapane mo npenopbayanute cxemu, SOBUPAKC e chBMECTHM CHC ClIEIHHTE HH(Y3HOHHH
PasTBOpPH ¥ € cTabHieH 32 nepHoA 1o 12 gaca npH ctaiina remneparypa (ot 15°C no 25°C):

- Hudysuonen pazrsop Ha Hatpues xiopHz (0,45 % u 0,9 % wiv);

- Hudysnonen pasrsop Ha Hatpues xnopux (0,18 % w/v) u rmokosa (4 % wiv);

- Hndysnorer pa3reop Ha Hatpres xmopui (0,45 % w/v) u rimokosa (2,5 % w/v),

CmeceH Hady3HOHEH Pa3TBOp Ha HaTpHeB AakTar {Hartmann).

IIpn pasteapsne Ha 30BHPAKC no ropeonmcanara cxeMa, e ¢€ NOTyIH KOHNCHTpalua Ha
AIMKNOBHD He no-sucoka or 0,5 % wiv.

Iipu pasreapsse no onucamms Hauns 3OBUPAKC uma pH okxono 11.

Tbil KaTO IPOAYKTET HE CBABPYKA KOHCEPBAHTH, PasTBAPSHETO H pa3pexkaaneTo Tpabsa na ce
H3BBPHIBAT IIPH HABJIHO ACENTHIHH YCIOBHA, HEMOCPEACTREHO npean ynotpeba u BCHIKH
HEH3NOJI3BAHH KONMKYECTBA PA3TBOD TPaOBa Ia ce HIXBHPIIAT.

Pa3TBOpeHHAT WM paspeficH NPORyKT He Tpalea na GBS 3aMpassaBaH.

IlpH BRAMMO IOMBTHSABAHE HITH KPUCTAIH3IAPAHE Ha Pa3TBOpA, NPEIH HIIH 10 BPEME HA
NPOAYKTHT TpsAGBa Na ce H3XBHPIIH.
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7. IPHTEXATEJI HA PASPEILIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

12 Riverwalk,

Citywest Business Campus,

Dublin 24,

Hpnanmus

8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20020069

9. JATA HA ITBPBO PA3PEINIABAHE/TIONHOBABAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

Jara Ha mepBO paspemasane: 28 anpun 1988 1.

JlaTa na nmocneano nogaoBABaEe: 19 cerrremepn 2012 1.

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA
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