KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

| 8 UME HA JIEKAPCTBEHUA ITPOAYKT

30BHUPAKC 250 mg npax 3a UH(}Y3HOHEH pa3TBOP
ZOVIRAX 250 mg powder for solution for infusion

2. KAYECTBEH U KOJIMMECTBEH CBHCTAB

N3MbNABNTENHA ATEHUWA NO NIEKAPCTBATA

Kpamka xapaxkmepucmuka Ha npogykma - [lpuaoxerue 1

Kpem Pe2. Ne ,..200-309(553

Paspewerue Ne

connp. . 2583 , 0T-06- 7005
- N5 TP

Bcexku gnakon 3OBHUPAKC cbawvpxka 250 mg aunknoeup (aciclovir) noa ¢popmara Ha HaTpUeBa co.l.

34 MbJIHUA CINUCHK HA MOMOILIIHUTE BELIECTBA BUXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

[1pax 3a uH(Y3UOHEH pa3TBOPp.

JlekapcTBEHHUAT NpOAYKT € noAa (popmara Ha JTMOPUIU3UpAH Npax 3a HHDY3HOHEH pa3TBOP.

4. KIUMHHUYHHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

& Jleuenue Ha UHPEKUUH, TPUUUHEHU OT Herpes Simplex Virus (BKNIOUYMTEIHO MPU HOBOPOJEHH).
® Jleyenue Ha uHdekuumn, npuuuHeHu ot Varicella Zoster Virus.
* [IpopunakTika Ha HHPEKUMU, NpHUHHEHHU OT Herpes Simplex Virus npu

UMYHOKOMITPOMETHUPAHU MALUEHTH.

s [IpopunakTuka Ha UHDEKUMH, pUUHHEHH OT Cytomegalovirus NpyU NaLUMEHTH C

KOCTHOMO3b4HA TPAHCIVIAHTALlUA.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKECHHE

3OBUPAKC TpsaOBa aa ce npuiiara Kato MHTpaBeHO3Ha UH(PY3Us B NpoabikeHUe Ha | yac.

KypcbT Ha neyeHue cbe 3OBHUPAKC oOMKHOBEHO npoabikaBa S5 IHH, KaTO B 3aBUCHMOCT OT
CbCTOAHHUETO HA MaUMEHTa U OTFOBOPA KbM JICUEHUETO TOBA MOXKE /1a c€ NpoMeHH. JleueHneTo Ha
xeprieceH eHuepanaut 0OMKHOBEHO npoab/kaa 10 aHu. JleueHMETO HA HEOHATANIEH Xeprec
OOMKHOBEHO npoab/ikaBa 14 qHH 32 KOKHO-JIMFaBUUYHH (KOXKa-O4H-ycTa) MHpeKuun U 21 J1HK 3a
JIMCEMUHHUPAHO 3a001sBaHe WM 3a00/11BaHE Ha LIEHTpa/HaTa HEPBHA CHCTEMA.

[TpoabkuTenHocTTa Ha npodunakTHyHoTo npunokenue Ha SOBUPAKC ce onpenens ot

NMpOABJKHTCIIHOCTTA HA PUCKOBHA NMCPHO/L.

/1o3HpoBKa NpPH BL3PACTHH

[Ipn naumMeHTH Cbe 3aTIbCTABAHE, HA KOUTO HHTPABEHO3HO C€ Mpujara auMKJIOBUp, 103HPaH Bb3
OCHOBA Ha /IEHCTBUTEIHOTO UM TEJIECHO TErJ10, MOXKE Ja Ce NoJy4aT NOBULLIEHH TJIa3MEHH
KoHUeHTpauuHu. [lopaau ToBa npu nauMeHTH CbC 3aTIbCTABaHE TPAOBA 1a c€ OOMHUC/IM HaMaJIsiBaHE Ha
j103aTa, 0COOEHO MpU TakuBa ¢ ObOPEYHO YBpEX1aHE WK B CTapyecKa Bb3pacT.




[Ipy nauneHTH ¢ HHPEKUUHU, NpUYHHEHH OT Herpes Simplex Virus (¢ W3K104Y€HHE HA XeprieceH
eHuedanur), ce npenopbuBa npuioxkeune Ha 30BUPAKC B no3u 5 mg/kg TenecHo rermno npes
8 yaca, ako ObLOpeuHaTa QYHKLHS HE € YBpe/IeHa.

[1pu naumeHTH ¢ XepneceH eHuedanur ce npenopbusa npunoxkeHue Ha SOBHUPAKC B n1o3u 10 mg/kg
TEECHO TerJio npe3 8 yaca, npu ycioBue ye 0bOpeuHata QyHKLHA HE € YBpe/eHa.

3a npouiiakTHKa Ha UHPEKLMHU, NpUUMHeHH oT Herpes Simplex Virus npy UMyHOKOMNPOMETHPaAHH
nauMeHTH, ce npenopbusa npuioxenue Ha 30BUPAKC B no3u 5 mg/kg renecHo rerno npe3s 8 yaca,
aKko ObOpeyHaTa PyHKUMS He € yBpe/ieHa.

[Ipn nauneHTH ¢ UH(peKUMH, npuuruHenu ot Varicella Zoster Virus, ce npenopbysa NpUJIOKEHHE Ha
30BHUPAKC B no3u 5 mg/kg tenecHo Terno npe3 8 yaca, ako Ob0peuHaTa GpyHKLHMS HE € YBPeE/IeHA.

[ Ipy HUMYHOKOMIIPOMETUPAHHU NALMEHTH ¢ HH(pEKLMHU, NnpUuuHHEHH OT Varicella Zoster Virus ce
npenopwusa npuaoxeHue Ha 30BUPAKC B no3u 10 mg/kg TenecHo tersno npe3 8 yaca, npu yciosue
ye ObOpeuHaTa QyHKLMA HE € YBpeaeHa.

3a npodunaktuka Ha CMV uH(pekumns npu nauMeHTH ¢ TPaHCIUIAHTALIMA Ha KOCTEH MO3bK Ce
npenopbuBa npuiokeHne Ha 30BUPAKC B no3a 15 mg/kg, nHTpaBeHO3HO, TPH NMbTH IHEBHO MNpe3

8 yaca, ako ObOpeuHara pyHKUHMA He e yBpeaeHa. [Ipy nauHeHTH ¢ KOCTHOMO3bUYHA TPAHCIIAHTALMS
Ce MnpernopbyBa TEpanUaTa a 3arnovyHe S5 AHHU Mpeau onepaumsaTa M aa npoabiizku 10 30 JHuU clien Hes.
YCTaHOBEHO €, Y€ NMPHJIOKEHUETO Ha BUCOKH 1034 UHTpaBeHo3eH 3OBUPAKC namanssa yectorata U
3a0aBs pa3BuTHeTo HAa CMV MHpekuusaTa. AKO JIeYEHHETO C BUCOKH /103U HHTPABEHO3HO MPHIIOKEH
3OBHUPAKC ce nocneasa oT nepopajieH NpMeM Ha BUCOKH /103H aLIMKJIOBHP B NMPOAb/IKEHHE HA 6
Mecela CMBPTHOCTTA M YECTOTaTa Ha BUPEMMUSATA CblIIO C€ HaMassBarT.

Jlo3HpoBKa NpH KbpMaveTa H Jena
Jlo3ara Ha 30OBUPAKC 3a kbpmaueTa W aelia Ha Bb3pacT Mexay 3 meceua U 12 roJuHH ce W34MucisBa
Ha 0a3aTa Ha TENeCHOTO TErO.

[Tpr kbpMaueTa v feua Ha Bb3pacT 3 meceua v noseve ¢ HHPEKLUH, NpUYUHEHH oT Herpes Simplex
Virus (¢ u3kito4eHHe Ha XeprieceH eHuedanur), ce npenopbusa npuioxkedue Ha SOBUPAKC B no3m
10 mg/kg TenecHo Tersio MHTPaBeHO3HO Ha BCekH 8 yaca, ako ObOpeyHaTa hyHKLMS HE € yBpe/IeHa.

[Ipu kbpmayeTa M aeLla Ha Bb3pacT 3 Mecella U rnoBeue ¢ xepneceH eHuedanur TpsdBa 1a ce npuiara
UHTpaBeHO3HO 3OBHUPAKC B 1034 o1 20 mg/kg TenecHo terjio Ha BCekH 8 yaca, ako ObOpeyHara
$YHKUHSA He e yBpeeHa.

3a npoduiakTka Ha MH(OEKUHUH, TPUUUHEHU OoT Herpes Simplex Virus npu HMyHOKOMIPOMETHPAHH
Kbpmauera v aeua, ce npenopbysa 30OBHUPAKC 3a uHTpaBeHO3HO NpUI0KEHHWE B CbLLATA /103HPOBKA
KaTo 3a JIeYeHHe Ha Xepriec cuMIuieKe HHGpekumH - 20 mg / kg TenecHo Tersio Ha Bceku 8 yaca, ako
ObOpeyHaTa QyHKLMA HE € YBpeaeHa.

[Ipn kbpmauera u aeua ¢ UHEKUHH, npuarHeHu ot Varicella Zoster Virus, ce npernopbusa
npunoxkenue Ha 30OBHUPAKC B no3u 10 mg/kg TenecHo terno npe3 8 yaca, ako 6b0peuHara pyHKUMS
HE € YBpe/eHa.

[ Ipn uMmyHOKOMNIpOMETHpaHHU KbpMaueTa v aeua ¢ uHdekuus ¢ Bupyca Ha Varicella Zoster,
3OBHUPAKC unTpaBeHo3HO noa popmarta Ha HHPY3us TpsaOBa na ce npunara B 1034 ot 20 mg/kg
TEJIECHO TEerJlO0 Ha BCEKH 8 yaca, ako ObOpeuHaTa QyHKUMA HE € yBpeaeHa.
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OrpaHM4Y€HHU JaHHHU NoKasear, ye 3a npodunaktuka Ha CMV uHbekuUs npu jeua Ha Bb3pacT Hajl
2 rOJIMHHU, C MPOBEJACHA KOCTHOMO3bYHA TPaHCIUIAHTALMA, MOXE J1a C€ MPUJIOKH J103aTa 3a Bb3PaCTHH,

[Ipu kbpMaueTa u Jeua ¢ yBpeaeHa 0OboOpeuHa pyHKLMA € HeoOX0oauMa NoaAXOo/as1ia NMpoMsHa Ha
n103aTa, B 3aBUCUMOCT OT CTeNneHTa Ha yBpexxaaHeTo (Bx. Tadn. 3 u 4, JJozuposeka npu 6vopeurno

vepedcoane).

Jlo3HpOBKA IpH HOBOPOJAECHH

Jlosuposkara Ha 30OBUPAKC npu HOBOpOAEHH M KbpMaueTa Ha Bb3pacT /10 3 Mecella ce U3UYUCIIsBA

Ha Oa3aTa Ha TeIeCHOTO TErJo.

[Ipy kbpMaueTa, JIEKYBaHH 3a YCTAHOBEH HEOHATAJIeH XEpriec WK MPH CbMHEHHUE 3a HEOHaTaJ/IeH
Xeprec, npenopbYrTe/IHATA CXeMa Ha A03UpaHe € auukioBup 20 mg/kg TenecHo Terj10 HHTPaBeHO3HO
Ha BCeKH 8 yaca 3a 21 AHMW NpU JAMCEMUHUPAHO 3a00JIBAHE WK 3acAraHe Ha LIeHTpa/iHaTa HepBHa
cuctema, WM 3a 14 nuu npu 3abosisiBaHe, 3acArailo caMo K0Xarta U JIMFraBUMHUTE MeMOpaHH.

[Ipn kbpmaueTa ¢ yBpeaeHa 0b0peuHa GyHKUMA € HeoOX0AMMa NOAXOAsLIA MPOMSHA Ha J103aTa, B
3aBMCUMOCT OT CTEMEHTa Ha YBPEXKAAHETO (BXK. [lo3uposka npu 6vopeuno yepexcoane).

/l03HpOBKa NPH NAHEHTH B CTApPYeCKa Bb3pacT
[Ip1 nauneHTH B cTapyecka Bb3pacT TpAOBa J1a c€ uMa NpeBH/1 Bb3MOKHOCTTA OT OBOpEUHO
VBpEX/1aHe U 103MpoBKaTa TpsaOBa aa Obae KOpUrupaHa B 3aBUCUMOCT OT ToBa (BXK. Jos3uposxa npu

OBOPEUHO yepedcoane).

TI'psabBa na ce noaabpka aieKBaTHa XHapaTauus.

Jo3npoBKa npu 0b0peuHo yBpexkaane
[IpenopbuBa ce noBuieHoO BHUMaHUe rpH npuioxenue Ha SOBHUPAKC npu naumeHTH ¢ yBpeaeHa
ObOpeuHa pyHkuus. TpgaOBa na ce noaabpka ajeKBaTHa XHApaTaLMS.

Kopurupanero Ha no3ara rpu nauMeHTy ¢ 0b0peyHo yBpexK/aaHe ce OCHOBAaBa Ha KPeaTMHWHOBMUS
KJIMPBHC, B €IMHULIK ml/min npu Bb3pacTHH W IOHOLLIK W B eAMHMLM ml/min/1,73 m’ npu kbpmaueTa U
Jlela Ha Bb3pacT noj 13 roauuu. [1penopreyBa ce 103MpoOBKaTa /1a c€ KOpUrupa no CjaeH1s HauuH:

Tabanna 1: IIpenopbunTe/iHA KOPEKIHSA HA J03HPOBKATA NPH BL3PACTHH H IOHOWIH ¢ O0bOpeuHO
YBpexK/J1aHe 32 JieueHHe Ha HHPeKuHH, npHunHeHH oT Herpes Simplex Virus uiau Varicella

Zoster Virus:

KpeaTHHHHOB KJIHPBHC

Ho3upoBka npu HHpeKNHsA ¢
BHpyca Ha Herpes simplex uin
Varicella zoster

Jlo3HpoOBKa NpPH XepneceH
eHueda T HJIH NPH
HMYHOKOMIIPOMETHPAHH
nannenTH ¢ Varicella zoster

BE€/1Hb)K HA BCEKH 24 yaca.

25 — 50 ml/min 5 mg/Kg TeNiecHO Teryo, npujaraHu 10 mg/kg TenecHo Terno, npuiaraHu
BE/IHbXK Ha BCEKM |2 yaca. BE€HbXK Ha BCekH |2 yaca.
10 —25 ml/min 5 mg/kg TenecHo Terno, npuiaraiu 10 mg/kg TenecHo Terno, npuiaraHu

BE/IHBXK Ha BCEKHU 24 yaca.

0 (npu anypus) — 10 ml/min

2,5 mg/Kg TenecHo Terio, npujiaraHu
BE€JIHbXK HAa BCEKH 24 yaca.

5> mg/kg TenecHo Terno, npuaaraHu
BE/IHBK Ha BCeKHU 24 yaca.

[lauuMeHTU HA XeMoaMaJiu3a

2,5 mg/Kg TenecHo Terno, rnpujiaraiu
BE€/IHbK Ha BCEKH 24 yaca cjien
auanusa.

5 mg/Kg TeflecHO Terno, npujaralu

BE/IHb)K Ha BCEKH 24 yaca cie;
JIMaIu3a. A o SR

e

P F'ul:

I
L




Tabiamna 2. [IpenopbunTe/iHa KOPEKLHS HA J03HPOBKATA NPH HHTPABEHO3HO
PHJI0’KEHHE HA AUMKJIOBHP NPH Bb3PACTHH U IOHOIIH ¢ 0b0peuYHO YBpekK/I1aHe 3a
npopuiaakTuka Ha unpexkuusa ¢ CMV

KpeaTHHHHOB KJIHPBHC

Ho3upoBka

25 1o 50 ml/min

|5 mg/kg TenecHo Tero, npuiaraHu BeaHbK Ha BcekH |2 yaca.

10 no 25 ml/min

|5 mg/Kkg TenecHo Terno, npuiaraHu BeHbK Ha Bceku 24 yaca.

0 (npu anypus) no 10 ml/min

7,5 mg/Kg TenecHo TerJo, npuiaraHu BeJHbK Ha BCekH 24 yaca.

[laumeHTH HA XeMo1Maiu3a

JAHAJTU3A.

7,5 mg/kg TenecHo Tero, npuiaaraHy BeJHbK Ha BCeKH 24 vaca cien

Taomua 3: IlpenopbynTe/IHA KOPEeKIHA HA JO3HPOBKATA MPH HOBOPO/IEHH, KbPMavYeTa H Jela
¢ 0b0peuHo yBpexk/aaHe 3a JieueHHe HA HHPexkuun, npuunnenn ot Herpes Simplex Virus nan

Varicella Zoster Virus:

KpeaTHHHHOB KJIHPBHC
(ml/min/1,73 m?)

Ho3upoBka npu HHpeKnus ¢
BHpyca Ha Herpes simplex uin
Varicella zoster

—

Jlo3HpoBKa npu xepneceH
eHIePAJIHT HJIH NIPH
HMYHOKOMIIPOMETHPAHH
nanuenTH ¢ Varicella zoster

25 =50 ml/min

10 mg/kg TenecHo Terno, npujaraHu
/1Ba MbTH HA JIEH.

20 mg/kg TenecHo Terno, npujiaraHu

[ ABa ITbTH Ha ACH.

10— 25 ml/min

5 mg/kg TenecHo Terno, npuiaaraiu

[ ABa ITbTH HA ICH.

10 mg/kg TenecHo Terno, npuiaraiu
JBa N'bTH Ha JIEH.

0 (npu anypus) — 10 ml/min

2,5 mg/kg TenecHo Tersno, npuiaaraHu
/1Ba MbTH Ha JIEH.

5 mg/kg TenecHo Terso, npuiaraHu
NBa NMbTH Ha JIEH.

[ lauMeHTH HA XeMmoauaIM3a

2.5 mg/kg TenecHo Terno, npuaaraHu
J1Ba NMbTH HA JIEH CJIe/1 JHasu3a.

5 mg/Kg TenecHo Terso, rnpujaraiu
J1Ba N'bTH Ha JI€H CJ1€/1 AHaIu3a.

Ta6amna 4. IlpenopbunTe/iHAa KOPEeKIHS HA J03HPOBKATA NPH HHTPABEHO3HO NPHJIOKEHHE HA
AUHKJIOBHP NPH KbPMaYeTa H Aena ¢ 0b0pevHo yBpexk/iane 3a npopHIAKTHKA HA HHPEKIHH ¢

CMV

(ml/min/1,73 m?)

KpeaTHHHHOB KJIHPBHC

JHo3upoBKka

25 no 50 mlI/min

20 mg/kg TenecHo Terao, npuaaraHu BeIHbK Ha Bceku |2 yaca.

10 10 25 ml/min

20 mg/kg TenecHo Terso, npujiaraHyd BeAHbXK Ha Bceku 24 vaca.

0 (npu anypus) a0 10 ml/min

10 mg/kg TesniecHO Terso, npuiiaraHu BeAHbK Ha BCEKM 24 yaca.

[lauMeHTH HA XeMoaMaausa

AHdJIU34.

10 mg/kg TenecHo Terio, npuaaraHu BeAHLK Ha Bceku 24 yaca crej




4.3 IIpoTHBONOKa3aHHUA

3O0BHUPAKC e npoTHBONOKa3aH Npy NAUHEHTH ¢ H3BECTHa CBPBbXUYBCTBUTENHOCT KbM aLUKIIOBHP
WK BANALIMKIIOBHP, YIH KbM HEKOE OT NTOMOLLHUTE BELLECTBRA,

4.4 CpeunaaHH NpegynpexicHHN H NPEANAIHH MEPKH npH ynorpeba

[pu naunenTH, Ha kouTo 3OBHPAKC ce npunara UHTpaBeHO3HO WM BbB BUCOKH NEPOPANHU N03H,
TpaOBa a c€ NOANbPKA AACKBATHA XHApPaTaUHA.

MutpaseHo3HuTe A03H TpAOBA Ja ¢e npunarar upe3 uHPY3usa B NpOABDKEHHE HA €JHH 4ac 3a /1a ce
n3derde oTnarase Ha auuKioBup B OwbpeuunTe. bpp3a unu bonyc nHxkekuusa Tpabea aa ce u3darea.

PucksT o1 660peyHo yBpeknaHe ce ypenuuapa npu ynotpeda ¢ Apyru HedppoTOKCHYHH NEKAPCTRA.
Heobxonumo e Buumanue ako 3OBHUPAKC ce npunara ¢ apyru HeppOTOKCHUHH JIEKAPCTRA.

Ipunooicenue npu nayuenmu ¢ OvOPEUHo y8pedcoane U NPpu RAYUEHMU 8 CMAPUECKA 8b3Pacm.
ALUKNOBUP ce eIMMHHHKPA npe3 ObOpeurTe. 3aToBa NpH NaLKMENTH ¢ yBpeaeHa ObOpevuHa pyHKUUs
NnpujaraHaTa ao3a Tpadsa aa 6bae HamaneHa (Bxk. Touka 4.2). [1pu nuua B crapuecka Bb3pacT UMa
BepoATHOCT ObOpeuHaTa pyHKUMA 1a € HamaneHa v 3aTroea TpsabBa aa ce oOMucan HeobxoauMocCTTa
OT HaMalliBaHE Ha J03aTa NP Ta3u rpyna nauueHTH. KakTo nauueHTHTE B CTapyecka Bb3pacT, TaKa U
T€3U ¢ yBpeaeHa ObOpeuHa QyHKUHA, €A ¢ NOBULLIEH PUCK OT Pa3BUTHE Ha HEBPOJOTUYHH HEXKEJTAaHH
peakuus v TpaOBa Aa ObAaT BHHMATEIHO NPOC/IeAsBaHH 3a MOABa Ha TakuBa peakuuu. [lpu
AOKJIaZBaHUTE CAYYaH, NPH MpeKpaTABaAHE HA NEUEHHETO Te3H peakiMH OOUKHOBEHO ¢a Ounu
obpaTHMH (BxK. TOUKa 4.8).

[TpoABLMKUTENHOTO HIIM NOBTOPHOTO MPOBEXIAHE Ha KYPCOBE Ha NeHeHUE C ALIMKIOBUD ITPH
NALMEHTH € TEXKbK UMYHEH Ae(ULIUT MOXKEe J1a IoBEAE A0 pa3BUTHE HA LLIAMOBE OT BUPYCA C HaMalleHa
YYBCTBUTENHOCT, KOMTO MOXE Ja HE C€ NOBIUABAT MPH NPOALINKABALLO JIEUYEHHE ¢ ALMKAOBUD (BK.
TO4YKa 5.1).

[1pu nauuedtn, npuemaid 3OBHUPAKC B no-Bucoku 103m (Hanp. npH xepneceH eHuedanur), ce
npenopsuBa Aa ce NpocieasBa ChCTOARHETO Ha OLOpeuHaTa PyHKLUA, 0CODEHO NPH NALMEHTH C
AEXUAPATALIME UITH TIPHU HANNHYHKE Ha HAKAKBO ObOpEeUHO yBpeKaaHe.

Pasteopenat 3OBHUPAKC vma pH npubnuszurenno 11,0 v He Tpabea aa ce npunara nepopanHo.

To3m nekapcTeen npoaykT cbabpxka 28,03 mg HaTpuit Ha (NaKkoH, KOMTO ¢ca eKBUBaJIEHTHH Ha 1,4%
OT MPENOPDUHUTESTHUA MAKCUMANIEH AHEBEH MpHEM OT 2 g HaTPHi 3a Bh3pacTeH.

4.5 BzaumopgedicTBHe ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYFR JOpPMH HA B3aHMoaelcTBHE

ALMKJIOBUP CE €IMMUHHPA MABHO HENPOMEHEH C YPHUHATA, Ype3 akTUBHA 6b0peuHa TyOyJiHa
cekpeltis. EAHOBpEMEHHHUAT NPHEM HA JIEKAPCTBa, KOMTO CE €JIMMUHHPAT MO TO3H MBT, MOXKE /13
AoBeAE A0 NOBHUIIABAHE HA [J1IA3MEHHTE KOHUEHTPAUMUH Ha auMKroBHp. [10 TO3U MeXaHH3bM,
npobeHeuna U UUMETHINH BOAAT A0 noBuinaraHe Ha AUC Ha auMknoBup W HaMangaBaT 6s0peyHus
KAMPBHC Ha aUMKNOBHpP. Bee nak, nopaau ronsgMara TepaneBTUYHA WIHPUHA Ha aLUKIIOBHD He €
HeobXxoanma npoMaHa B A03aTa.

HeoOxoaumo € noBHilieHO BHUMaHHWE NpH NMALKEHTH HAa € AHOBPEMEHHO JIEHEHHE ¢ HHTPABEHO3EH
3OBHUPAKC u nekapcTBa, KOMTO C€ KOHKYPHpPAT ¢ aUMKAOBHP 33 €AMH H ChIL LT HA ENUMHHHUpAHE.




MMa BB3IMOXKHOCT 33 MOBHILIABAHE HA I1a3MEHUTE KOHLUEHTPALMKM HA €ANHHAS WK NBATA NPOAYKTA,
MK Ha TeXHUTe MeTtabonuTty. YcraHoBeHM ¢a nopviuaBaHe Ha AUC Ha auMKI0BHp U HA HEAKTHBHUS
METabOIMT HA HMYHOCYTIpecopa MUKO(EHONAT MOGETHI, H3NOJI3BAH NPH NALKMEHTH C
TPaHCNINAHTALMA, IPH €AHOBPEMEHHO NPUIOKEHHE HA JABATa NPOAYKTA.

[Tpy eQHOBpEMEHHO NMPUIOMHKEHHE Ha IUTHH ¢ BUCOKH 103U MHTpaBeHO3eH 3OBHUPAKC e
HEOOXOAUMO CEPYMHHUTE KOHLIEHTPALIHK Ha NIMTHI Aa ce NPOCHeNSBaT BHHMATENHO, Thit KaTO UMa
PHCK OT JIUTHEBA TOKCHYHOCT,

HeobxoauMo e noBHUIEHO BHUMAHHWE {C MOHHTOPHPAHE HA NPOMEHHTE B 6bOpeuHaTa QyHKUHA) ripu
MHTpaBeHO3HO NpHnoxkeHue Ha 3OBHUPAKC, enHOBpeMEHHO € NEKApPCTBa, KOWTO BIMAAT NO APYT
Ha4YuH BbpXYy ObOpeuHaTa PpyHkuMna (Hanp. UMKIOCNOPUH, TAKPOJAKUMYC).

ExcnepUMeHTaNHO NpOoyUYBaHe MpH NeTUMa NAaLMEHTH OT MBXKH NOJI [10Ka3Ba, Y€ €AHOBPEMEHHOTO
npunoxkedue cb¢ 30BUPAKC nosuinaea AUC Ha 0010TO KONHYECTBO NPUAOKEH TEOPUIHH C
npubausurenHo 50%. Ilpenopsupa ce aa ce M3MEPBAT MIA3MEHHTE KOHUEHTPALUH MO BpeMe Ha
eAHOBpPEMEHHO npunoxeHue ¢be 30BHUPAKC.

4.6 @eprHanTeT, DPEMEHHOCT H KbpMeHe

PepTHIAHTET
Buxre KNMHUMYHK W3NTUTBAHUA B TOYKA 5.2.

bpemennoct
3OBHUPAKC 3a untpasenosHa uHdpy3us Moxe 11a ce npHnara no BpeMe Ha GpeMEHHOCT CaMo ako
MOTEHUHATHWTE NOJI3H OT NEYEHHUETO HAJBULLIABAT Bb3MOXKHHUTE PUCKOBE 3a T0A.

B nocTMapKeTHHIOBHS PErMCTHP Ha cnyvyanTe Ha OpeMeHHOCT HMa NaHHM 3a U3XO04a Ha
OpeMEeHHOCTTA MpH XEHH, npuemany paznuukun popmu Ha 30BHUPAKC. JlaHHuTe OT perucrspa He
MOKAa3BaT yBEJIHUABAHE HA OpOs Ha BpOAEHUTE JeEKTH NPy deua Ha Maiiku, npuemanu 30BUPAKC,
B CpaBHEHHeE ¢ odLlaTa nonynaumd. BpoaeHute nedekTH He NOKa3BaT CXOACTBO WIH 0CODEHOCT,
npeanonaraiua oduia NpUyYMHa.

Knpmene

Cnen nepopanHo npunoxenne va 1034 ot 200 mg 30BUPAKC, net nbTH AHEBHO, ALMKIOBUD CE
yCTaHOBABA B KbpMaTa B KOHUEHTpauHu ot 0,6 10 4,1 nbTH NO-BUCOKHU OT CbOTBETHHUTE TJIa3MEHH
KOHUEHTpauuH. I1o TO3H HAYMH, NMPH KbpMEHE AETETO MOXKE [a NPUEME aLIHKIOBHP B A03H A0

0,3 mg/kg/24h. 3aToBa ce npenopbuBa NOBUILIEHO BHUMaHUE NnpH npunoxkeHue Ha 30BUPAKC npu
KbpPMAauKH.

4.7 EdeKTH BBpXY cnocoOHOCTTA 3a modapaHe n pabora ¢ MamiHHA

30BHUPAKC ce u3noniea npeAMMHO NPH AALIMEHTH, KOMTO Ca XOCTIMTAIH3UPAHK M HHOpMaLKa 3a
cnocobHOCTTA 33 Wodupane H padora ¢ MamIMHK OOMKHOBEHO He e npunoxuma. He ca npaBeHu
npoyusaHHs 3a usciienbare Ha efexra Ha 3SOBHUPAKC 8bpxy cnocobHocTtTa 33 odupaHe v padora ¢
MALUKHH,

4.8 HexeaHn 1eKapCcTBEHM peaKilHH
YecToTaTa Ha HEXKENAHHTE PEAKLIKK NO-A0NY € NPUOAH3NTENHO H3UHC/IEHa. 32 NOBEYETO HEXETAHH

PCAKUHH JTUIICBA NOAXO2A11IA HHCIJOPMEILIHH, 34 Ad CC MU3HHUC/IHK HECTOTaTa Ha HOKC/TAHUTE peaKUHH.
B nonbnHeHHe HexeNlaHHuTe JICKAPCTBCHH pCaKUHWH MOraT Aa BapHvpart no 4eCcTtoTa B 3aBHCHMOCT OT




NMOKa3laHHETO.

Bbznpue’ra € CJIcOHaTa KJ'I&CHCI)HKHI.IHH Ha HOKCIIAHHUTC JICKAPCTBCHH PCAKUHH 1O OTHOLUCHHUE Ha

YyecToTara:
MHoro uectu (> 1/10); uectu (> 1/100 mo < 1/10); Heuectu (> 1/1 000 no < 1/100); peaxu (> 1/10 000

no < 1/1 000); mHoro penxu (< 1/10 000).

Hapymenun Ha KPbBTA H JIHMCIIHHTEI CHCTEMA
Heuecmu: HamaneHue Ha XeMaTONOrMYHH NoKa3aTenu (HHEMHH, TpOMﬁDUHTDI’IE‘HHH, HEBI{DHEHHH)

HapyumeHnus Ha HMYHHATA CHCTEMA
Mnoeco peoxku: anapunaxkTyyHa peakuLms

IIcuxHuHH HApYMIEHHS H HAPYIIERHA HA HEPBHATA CHCTEMA
Mroco pedxu: rnasobosive, 3aMasHoOCT, Bb30yaa, 00bpKaHOCT, TPEMOP, aTaKCHS, IH3APTPHS,
XaNMOLUHHALIMH, ICHXOTHYHA CUMIITOMH, MbPUOBE, COMHOJIEHTHOCT, eHUedanonaTus, koMa

['openocoueHnTE HEXENAHHU peakLIMKM B MOBEYETO Chy4au ¢a o6paTUMHU M OOMKHOBEHO ca choOIaBaHu
Ipy nauueHTH ¢ OuOpeuHo yBpexaaHe Way ¢ APYry npeapasnonarail gaxTopH (BxK. Touka 4.4).

Cba0BH HapylleHHS
Yecmu: dnebut

PecnupaTopHu, rPbAHH H MEAHACTHHAJIIHH HAPYIICHHS
Mnoeo pedku. NTMcNHes

CroMamHO-"pPeBHH HAPYIIECHHS
Yecmu: raaeHe, NOBpbHLIAHE
Mnoeo pedxu: nnapus, bonka B KopeMa

Xenaro-0HIHAPDHR HAPYUIEHHA
Yecmu: oOpaTMO NOBULIABAKE HA CTOWHOCTUTE HA YEPHOAPOOHUTE EH3UMHU
Mnoeo peoxu: 0bpaTUMO NOBHIIABAHE Ha CTOMHOCTHTE Ha OUNHUPYOHHA, KbITEHHLA, XENATHUT

Hapymenus Ha K0XaTA H MOJKO0KHATA ThKAH
Hecmu: cupbex, ypTHkapHua, odpusH (BKNIOYHTEAHO QOTOYYBCTBUTENHOCT)
Mroeo peoxu: anrnoeaem

Hapymenus ua 60pennTe H NHKOYHHTE NHTHINA
Yecmu: NOBUUIABAHE HA CTOMHOCTHTE Ha YPEATA U KpeaTMHWHA B KPbBTA

B HAKOM ciyuaH MOXe Aa ce npoasH 6bp30 NOBUILABAHE HAa CEPYMHHTE CTOWHOCTH Ha ypes H
KpeaTHHHH. [IpHema ce, ue Te3u peakuuy ca B 3aBUCHMOCT OT BbPXOBHTE MJ1a3MEHH KOHLEHTPALIMH U
OT XWIparauusaTa Ha NauxeHTa. 3a Ja ce u3berne pasBUTHETO HA NOJOOHHU peakuuu, Npu
WHTPaBE€HO3HO NPHIOKEHHE, JIEKAPCTBOTO He TpADBA Ja ce npuiara KaTo HHTpaBeHO3Ha 0oNycHa
HHXXeKLMA, & KaTo UHPy3u4 3a nepuoa oT 1 yac.

Mroeo peoku: ocTpa 6b0peuHa HEAOCTaTHUYHOCT, YBpekaHe Ha ObOpeyHaTa dyHKuus, 601K B
obnactra Ha 6BOpeumTe.

[Ipenopnusa ce noaabpKaHe Ha NOAXOAALIA XHIpaTaLMA Ha NauueHTa. YBpexkaaHeTo Ha 6u6peuHara
QyHKLMA OOMKHOBEHO ce MOBMHABa 6bP30 OT pexuapaTupailia Teparnus H/HIK peayLMpaHe Ha 103aTa,




WIIK OT NPEKPATABAHE NMPUNOKEHHUETO HA NPOAYKTA. Bhnpeku ToBa, B HIKOH CNy4au Ce pa3syBa OCTpa
ObpOpeuHa HeAOCTaTbUHOCT.

bonkara B oOsiactta Ha 6BLOpeunTe MOXke na Obae cBbp3aHa ¢ 6BOpeUHa HeJOCTATHLHYHOCT.

O0mu Hapymenns H eGpeKTH HAa MECTOTO HA IPHJIOKEHHE
Mno20 pedxu: yMopa, NOBULLIECHA TEMNEPATYPa, JTOKATIHA BL3NMATHUTENHH PEAKLIHH

HabnionasaHu ca TEXKH JTOKATHYA BB3NAIUTE/IHH PEAKLIMH, MOHAKOra BOJELUM A0 YBPEKIAHE HA
KoxKarta, npH ciydyaiHo nonaaade Ha 30BUPAKC ekcrpaBsackynapHo npyu HHGY3uA.

Cbofl1aBaHe HA NOAO3UPAHU HEXEJIAHW peakLUH

CpoOluapaHeTO Ha [ORO3MPAHH HEXENIAHH PEaKLMy Cliell pa3peluasaHe 3a ynorpeba Ha nekapcTBeHHS
NPOAYKT € BaKHO. TOBa MO3BONABA 1A NPOALIKYA HABAIOACHUETO HA ChOTHOLUEHHETO NOA3a/pUCK 3a
NeKapCTBEHUA NpoayKT. OT MEAMLIMHCKUTE CNELIHAJIMCTH C€ M3UCKBA Jla ChoD1HABAT BCAKA NOA03HpaHa
HexkeNnaHa peakuus Ha:

M3nbiHWTENHA areHuus No eKkapcTBara

ya. ,.JdamsaH I'pyeB* Ne 8

1303 Codms

Ten.: +359 2 890 34 17

yeGcaiiT: www.bda.bg

4.9 Ilpeao3zupane

IIpH3HAUH A CHMOTOMH

[Ipeno3rpaHeTo Ha HHTPABEHO3EH ALIMKJIOBHP BOAM A0 MOBUIIABAHE CTOWHOCTHTE Ha CepyMHUS
KPEaTUHHH, CEPYMHHA YPeeH a30T, ¢ NocneBaiilo pa3siTue Ha 6n0peuna HenocTaTbuHocT. Crien
[peno3vpaHe € ONMHUCBAT HEBPOIOTHYHH €(eKTH, BKIIIOUBALLM O0BPKAHOCT, XaNkOUMHALIMY, Bb3OY A,
NMPpHUNaabLH U KOMa.

Jlewenne

[laureHTuTe TpaOBa na 6baaT HabMHOdaBaHU BHUMATENHO 33 NPU3HALIK Ha TOKCHYHOCT.
XeMoaHan3aTa 3HaHHTEAHO AONPUHACH 32 OTCTPAHABAHETO HA ALMKIOBHP OT KPBBTA H 3aTOBa
TpabBa na ce 00CHAU KATO TEpaNeBTHYEH METO MPU CHMIMTOMATHUHO NPeI03UpaHe.

5.  GOAPMAKOJOIHYHHU CBONCTBA

5.1 dapMakoIHHAMHYHH CBOHCTBA

PDapmaxorepaneBTHyHa rpyna: I[Ipsako aeicTBall¥ NPOTHBOBUPYCHHU cpeacTBa, Hykneosnau u

HYKJICOTHIH, € H3KIL. HA HHXHOUTOPH Ha OOpaTHATA TPAHCKPHITA3A.
ATC xon: JOSABO1

MexaHH3bM Ha AelicTBHE

ALMKAOBHP € CHHTETHYEH MyPUHOB HYK/IEO3UIEH aHANOr, KaTO NPU YCIIOBHA in Vilro y in vivo
NpoABABAa UHXHOHUTOPHA aKTUBHOCT Cpellly HoBEIKKM Herpes BUPYCH, BKNouHTeNnHO Herpes simplex
virus (HSV) tun |1 v tvn 2, Varicella zoster virus (VZV), Epstein Barr virus (EBV) #
Cytomegalovirus (CMV). B xieTbu4uy KynTypH, auHKIOBHP NPUTEXABA Haii-BUCOKA aHTUBHpPYCHA
akTUBHOCT cnpamo HSV-1, nocnensana ot (akTHBHOCTTA ce NOHWXKABA) aKTUBHOCT crpamo HSV-2,

VZV,EBV u CMV.




MuxuburopHata akTMBHOCT Ha aumiiopup 3a HSV-1, HSV-2, VZV, EBV u CMV ¢ Bucoko
ceftekTHBHA, EH3HMBLT TUMMAUH kuna3za (TK) npu 3apaeu HenHdekTHpaHU KIETKH, HE U3N0JI3Ba
e(PEKTHBHO aUMKIIOBHP KaTo cybcTpat. B pesyarar Ha TOBa TOKCUYHOCTTA Ha Npenaparta KbM 3ApaBu
KNeTKH Ha Oo3aiiHuuM ¢ HucKka. Exsumbr TK, aktueupan ot HSV, VZV u EBV, npespbuia
AUHKNOBHP B HYKJICO3HHHA aHANOr auMKI0BUP MOHOGOCPAT, KOHTO NO-HATATLK Ce MPEBPbHLUL OT
KIETbYHHTE €H3UMH B AHGochaT U Hakpad B Tpudocdar. Aunknosup Tpudochar B3aMMoaencTsa ¢
BupycHaTa JIHK noanumepasa, kato upe3 BK/IiouBaHe BbB BEPHraTa BOAM A0 HEWHOTO npexbepane. Mo
TO3U HAYMH UHXUOUpa perivkaumaTa Ha BupycHara JJHK.

DapMaAKOAHHAMHYHHE ePEeKTH |

[IpoABAKUTENTHOTO HITH NOBTOPHOTO MPOBEXAAHE HA KYPCOBE Ha JIEUEHHE C ALMKAOBHD MpH
MaLHEHTH C TEXKbK HMYHEH AehHUHMT MOXKe Nla A0BEAE A0 pa3BUTHE HA LUAMOBE OT BUPYCa ¢ HAMAIEHA
YYBCTBHTE/IHOCT, MPH KOHTO MOXKE 132 HMa PE3UCTEHTHOCT KbM MPOIbIAKABALLOTO JIEYEHUE C

NpOoAYyKTA.

1py NOBEUETO OT U30JMPAHUTE MPH KIMHUYHK ClIy4au BUPYCH C TIOHHIKEHA YYBCTBHTENTHOCT Ce
YCTAaHOBABA OTHOCHTE/IHO HAMAIABAHE Ha CbAbPaHKMeTo HAa BUpycHa TK. Onucear ce ¢buo Taka
lamoBse ¢ npoMereHa BpycHa TK win JIHK nonnmepasa. [1pu ycnosus in vitro, npu npunoxeHue Ha
auukoBHp cpewly HSV, cblio Moxke aa ce noayuyu pasBHTHE Ha BUPYCHH LLIAMOBE C NOHW)KEHA
4yBCTBUTENHOCT. He € ycTaHOBeHa Bph3kaTa Mex iy HyBCTBHTENHOCTTa Ha HSV KbM aumkiosup,
onpeaeneHa NpH yCAOBHUA /1 Vitro ¥ KIIMHUYHHUA OTTOBOP CNIPAMO TEpanuaTa ¢ APOAVKTa.

Bcnuku nauneHTH TpabBa aa 6baaT npeaynpeAeHH 3a Bb3MOXKHOCTTA OT BUPYCHA TPAHCMHCHA,
O0CODEHO NPH HaNKUUYKE HA AaKTHBHHM JIE3UH.

3.2 @apMaKOKHHETHYHH CBOHCTBA

Abcopbnun

AUHKNOBHp ce abcopbupa camo yacTHuHO B yepsata. CpenHaTa nepopanta GHOHATMUHOCT BapHpa
mexay 10 v 20%. ITpu rnanyeake ca AOCTHIHaTH CpeHH BbPXOBH KOHUEHTPAUMU (Cmax) OT

0,4 Mukporpama/ml npubausurento 1,6 vaca cnen eqna aosa ot 200 mg, npunoxena nox Gopmara Ha
MEpOpaiHa CyCNICH3HA UK Kancyna. CpeaHnTe cTadUIHK BbPXOBH NnazMeHu KOHUEHTPALUMH (Cssmay)
ce nopuwasar no 0,7 mukporpama/ml (3,1 mukpomona) cnen go3u or 200 mg, npUIaraHH Ha BCEKH

4 vaca. [TouTH MpoNOpPUUOHANHO MOBHILIABAHE € HAOMIOAABAHO N0 OTHOWIEHHE Ha HUBATA HA Csmax
cnen ao3u ot 400 mg u 800 mg, npunaranu Ha 4 4aca, CbC CTOMHOCTH, AOCTHIALLUM CLOTBETHO 1,2 H
1.8 mukporpama/ml (5,3 u 8 Mukpomona).

Painpeaxenenne

Cpeannar obem Ha pasnpeaeneHue ot 26 | nokassa, ue aLMKIOBHP € pa3npeaenieH B OOLIUTe TeNeCHH
TEYHOCTH. Y CTAHOBEHHTE CTOMHOCTH criea nepopaiiHo npunoxernue (Vd/F) sapupar ot 2,3 10

17,8 L/kg. Tt kaTO CBbP3BaHETO C MJIA3MEHHTE MPOTEUHH € OTHOCHTENHO cnabo (9 1o 33%), He ce
O4aKBaT JICKAPCTBEHH B3aHMOAEHCTBHA, BK/IIOUBAILHM H3MECTBAHE OT MACTOTO Ha CBbP3BAHE,
KonueHTpauuute B iuksopa ca 50 % OT CbOTBETHHTE M1a3MEHH KOHLIEHTPAUKUH B PABHOBECHO
CbCTOAHME.

MeTaboanzsm

ALIHKJIOBHP C€ EKCKPETHPa OCHOBHO HENMPOMEHEH npes 6b0peunTe. EQHHCTBEHMAT H3BECTEH
MeTabonuT B ypuHaTa e 9-[(kapbokcumeToKcH) MeTHN ryanuH, U npeacTtasnsaea |10-15% or go3ara,
OTHAENEHA ¢ YpPHHATA.




EnaMunupane

Cpenuara crctemHa ekcnosuuusa (AUCo.») KbM aLKBKIOBHP BapHpa Mexay 1,9 n

2,2 muxporpama*h/ml cnen enna nosa ot 200 mg. Ilna3zmMeHUAT MONYKHUBOT clea nepopaneH npueM
NPH Bb3PACTHH Bapypa Mexay 2,8 v 4,1 yaca. buOpeunuaT knupbHe Ha aunknosup (CLr= 143 l/h) e
CbLUECTBEHO MO-BHCOK B CPaBHEHUE C KPEATHHHHOBHA KIIMPBHC, KOETO MOKa3Ba, Ye TyOyHaTa
CEKpeLus B NON'bITHEHKE HAa roMepy/iHaTa QUIITpalLKs, JONpPHHACA 32 SIUMHHHPAHETO Ha
JeKapcTBOTO OT ObOpeuuTe. [1onyKUBOTHT U OOLUUAT KIUPHHC HA ALMKITOBUP 3aBUCAT OT ObOpevHara
dyHkuua. CnenosaTtenHo, NpH NALKHEHTH ¢ yBpeaeHa 6b0peuna GyHKUMA ce NpenopbyBa KOPEKLIMA Ha
no3ara.

I1pn HOoBOpOAEHH Ha BB3pAcT 00 3 Meceua, NpH HHGY3UA Ha auuknosup B 1034 ot 10 mg/kg 3a
nepuos ot | yac, Ha UHTepBan ot 8 yaca, NNasMeHUAT NOAY>KHBOT ¢ 3,8 yaca.

CnenHaHu rpyni NANHEHTH

[Tpu nauueHTH ¢ XpOHHUHA OBLOPEUHA HEOOCTATLYHOCT CPEAHUAT MNAa3MeH NOAYXHUBOT € 19,5 uaca.
[lo BpeMe Ha XxeMOAMANHK3a CPEAHUST IUTa3MEH NOJYKUBOT Ha aUHUKIIOBHp € 5,7 vaca. [InazMeHnTe
KOHLIEHTpaLIMH Ha aLIMKJIOBUP F10 BpEME Ha AWANK3a cnagar npudausurento ¢ 60 %.

an MAUHCHTHTC B CTAPpYCCKA BB3PACT OOHIMAT TeneceH KJIHPDBHC CC HaMaiaBa C HApaCTBAHE HaA
Bb3pacTTa, 3aciHO C HAMANIABAHCTO HA KPCATHHUHOBHA KNHPBHC, BBENPEKH HE € HATHLEC ManKa
[NIPpOMAHa B TCPMHHAIHNA TUTa3MEH MOTYKHBOT.

KJIUMHHYHHA HINHTBAHHA

Hama nnpopmauus 3a edexkra Ha nepopanHute GpopMu Unu HHxkekunoHHUTE hopmu 3OBUPAKC
BbpXY (pepTHIHUTETA NPH keHd. B eaHo usnursane npu 20 Mbke ¢ HopManeH Opoii Ha
CNEPMATO30HUIUTE NPHU NEPOPATIEH NIPHEM Ha aLIMKIIOBHP B J03H A0 | g AHEBHO 33 nepvoa A0 WECT
MECeLla He C€ YCTAHOBABAT NPOMEHH B Opod, MOp(OJIOTUATa U NMOABHXKHOCTTA Ha CIIEPMATO30UAMUTE.

3.3 IIpeaxAHHHAYHH ZTAHHH 38 6€30MaACHOCT

MyTareHnocr
PesyartaTuTe oT rojisiM 6poit NpoyuBaHus 3a MyTar€HHOCT in vitro W in vivo noka3ear, 4ye auuKJIOBHp €
MaJIKO BEpPOATHO Ja NPEeACTAB/IABA PHUCK 338 TEHOMA NPH HOBEKA.

Kanueporeanocr
B nposeaeHnTe NpoyuBaHUs 3a NPOAB/DKUTENEH NEPUOA OT BPEME NMPH MUMIKH M MIBLXOBE HE €
YCTaHOBEH KaHUEPOreHeH ePeKT Ha auUKIOBHP.

OepruaureT

I1pn onuTH NpU NABXOBE KU Ky4yeTa C aUMKIIOBHP B 103, MHOrOKPaTHO Ha/1BULLIABALIH
TEPaNeBTHYHHUTE CE€ YCTAHOBABAT 0OpaTHMH €(DEeKTH BbpPXY CNIEPMATOreHe3aTa, aCOUMUpaHy ¢ oOLa
MHTOKCHKaUHA. M3cneasaHu ca aBe nokoneHUs MULLIKH. IIpu nepopaneH npueM Ha aLMKIORHD He ca
YCTaHOBEeHUH e(peKTH BuPXY DepTHANTETA.

Teparorennoct

CHCTEMHO NPUIOKEHHE HA RUMIUTOBUP B MEXAYHAPOAHO NPUETH CTAHAAPTHH H3NHTBAHUA HE MOKA3Ba
€MOPHOTOKCHYHM HITH TEPATOrEeHHH edeKTH Npu 3aiLiM, MIbXOBE WIK MULLIKH. T1py HecTaHaapTHH
H3INHUTBAHKA NPH MNTLXOBE ca HaOdNoAaBaHK (eTalHY AHOMAJIMKU, HO CaMO CJIe/l IPUJIaraHe Ha TONKOBA
BHCOKH AO03H, NMPHUIOKEHH NOAKOKHO, NPH KOUTO € NPUUYKHEHA TOKCHYHOCT npu Malikara.
KNIMHHYHOTO 3HAYEHHE Ha TE3W NaHHH HE € YCTAHOBEHO.
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6. PAPMAIIEBTHYHHA TAHHHA

6.1 CnucbK HA NOMOINHHTE BellleCTBA

Harpues xuapokcna (Bx. Touka 4.4)

6.2 HecbBMECTHMOCTH

Pa3TBOPEHHUAT KOHLIEHTPAT W MPUTOTBEHUAT HH(PY3IHOHEH Pa3TBOp He TpAOBaA 1a ce CMeCBaT ¢ APYrH
NEeKapCTBEHH NPOIAYKTH, C H3KIHOUYEHHE HA NOCOMEHHTE B TOUKa 6.6. CneLHalHi Npeana3Hy MepKH
NPH U3XBBHPAAHE U padorTa.

6.3 Cpok na roguoct

5 roauHu.

6.4 ChnennajnH YOIOBHS HA CBXPAHEHHE

Ha ce cbxpanasa noa 25°C.

6.5. Bua A cLbABLPKAHHE HA ONAKOBKATA

BropuuHa ONakoBKa: KapTOHEHA KyTHUS.,

fIbpBHuHa onakoBka: (IakoH OT CBETNO CTHKIIO, 3aMeqaTtaH ¢ ryMeHa 3anylianka.

KonH4yecTBO B €1Ha OnakoBKa: 5 (nakoHa.

30BHUPAKC npeacrasnasa crepune nuodunuzupan npax 8 17 ml ¢aakoH ot cTbkao THn | ¢ rymena
3aflyllajika U alyMHHHeBa obxarka ¢ mnactmacoBo flip-top kanaue. JlexkapcTBOTO ¢e A0CTaBA BbB
¢nakoH 3a €AHOKpaTHA ynoTpeda H He ChbAbPXKA KOHCEPBAHT.

6.6. CrennaanH NpeaAna3AH MEPKH NPH HIXBLPJIKHE H paboTa

Pa3TBapane

Heobxoaumata noza 30BUPAKC tpabea aa ce npunoxu ypes MHTpaBeHO3Ha HHY3Hs 33 NEPHOA OT
| uac.

3O0BHUPAKC 250 mg npax 3a vudy3noHeH pasrsop TpabBa aa ce pastsopy B 10 ml Boaa 3a
WHXEKLIHM WIH HHPY3HOHEH pa3TBop Ha HaTpues xJyiopua (0,9 % w/v), 3a aa ce nonyuu pasTeop,
Chabpall 25 mg auuxknosup B 1 ml.

[Ipenu npuaoxkeHHe Ha npenopbyaHara J03a € HeOGX0AUMO Ja ce onpeaesin OpoAT Ha (PAAKOHMTE,
KOHTO TpaOBa [1a C€ pa3TBOPAT H KOHUEHTPALIUATA Ha MPOAYKTa. 32 pa3TBapsiHe Ha NE€KApCTBOTO, BbB
BCeKkH (pnakon Tpabea na ce npubaBH NPenopbYAHOTO KOJTHUECTBO Pa3TBOPHUTEN M CieA TOBaA 1a ce
pa3kiaTH BHHMATEHO, IOKATO ChbABPKAHHETO Ha (hlaKOHA ce Pa3TBOPH HAIbJIHO.

Cnen pasteapane 30OBUPAKC moxe na ce npunoxu upes nepdysop.

ANTEPHATHBHO, MPHIOTBEHHAT Pa3TBOP MOXKE ROMBIHUTENHO Aa Obae paspedeH 40 KOHLUEHTpaLUs Ha
aUUKIIOBHD HE NMo-BUCOKa oT 5 mg/ml (0,5 % w/v) 3a npunarane upes urdysus:
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[Ipubasere HeoOxoaumus obem OT NMPUIrOTBEHHUA Pa3TBOP KbM M30paH HHY3HOHEH pa3TBOpP,
KaKTO € NpenopbyaHo No-A0Jy W pa3knarete 400pe 3a a €€ OCHTYPH AO0CTATbYHO CMECBAHE.

[Tpy HOBOpPOAEHHU U f€l1a, KBAETO € HE0DX0AMMO Aa ce mpuaarat Majikv no obem pa3TBopH ce
npenopbyBa paspexnadeto Aa 6bae Ha 6azara Ha 4 ml o1 npurorsenns pazrsop (100 mg
alUIKIOBUp), JobaBeHH kbM 20 ml pazTBop 3a HHPY3UA.

[1py BB3pacTHH Ce NpenopbyYBa M3NOJ3BAHETO HA HHPY3IUOHHHU cakose, cbabpxawd | 00 mi
HH(PY3IMOHEH pa3TBOP, JOPH KOTaTO TOBA L11€ OCHIYPH KOHLEHTPALMA HA aLMKITIOBUD 3HAHUTEITHO O
0,5 % w/v. Ilo To31 HauuH eann 100 ml undy3uoHeH cak MOXe aa ¢ U3NOJI3BA 33 BCAKA A03a MEXIY
250 mg n 500 mg aunxnosup (10 u 20 ml npuroTeen pa3TBROp), HO BTOPH HHPY3IUOHEH cak TpabBa aa
ce W3noJ3ea 3a 0o3u mexay 500 u 1 000 mg.

[1pu pasTeapane no npenopbyaduTe cxemu, 3OBUPAKC e cbBMecTHM Ccbe cneaunte HHPY3UOHHH
pazTBOpPH U € cTabMNEH 3a nepuoa ao 12 yaca npu craiiHa Temneparypa (ot 15°C no 25°C):

-  HudysuroHeH pa3tBop Ha HaTpHes xnopua (0,45 % u 0,9 % wiv);

-  Knpysznonen pasrsop Ha Harpues xjopua (0,18 % w/v) u rmokosa (4 % w/v);

- HadyszuoneH pa3Teop Ha HaTpHeB xJopug (0,45 % w/v) u rmokosa (2,5 % w/v);

- (CmeceH HHY3UOHEH pa3TBOP Ha HaTpHes aakrtat (Hartmann).

ITpn pazreapsHe Ha 30BUPAKC no ropeonucaHara cxeMa, L€ c€ MONyUYH KORLIEHTpaLUs Ha
ALIMKNOBHUP HE NO-BUCOKA OT 0,5 % wiv.,

[Tpwn pasTBapsaHe no onucaHua HaundH 30BUPAKC uma pH okono 11.

Tbi KaTO NPOAYKTHLT HE CbABP)KA KOHCEPBAHTH, pa3TBaApAHETO U pa3pekaaHero TpabBa aa ce
W3BBLPLUBAT MPH HAMBIHO ACENTHYHH YCAOBHA, HENOCPEACTBEHO NpeaHn ynoTpeba U BCHUKH
HEU3NMOI3BAHU KOIIUYECTBA Pa3TBOp TpAOBa 1a c& H3XBBPIAT.

Pa3TBOpEHHUAT WAK pa3peacH NPOAYKT He Tpadpa na 6bac 3ampazasaH.

[1py BUAMMO NOMBTHABAHE MIK KPUCTAJIM3MPAHE Ha Pa3TBOpa, NPeaH MJTH 10 BpeMe Ha NMPHJIKEHWE,
NPOAYKTHT TpaOBa Aa ce U3XBbPIIH.

7. INPATEXATEJ HA PAZPEILIEHHUETO 3A YIIOTPEBA
GlaxoSmithKline Trading Services Limited

|2 Riverwalk,

Citywest Business Campus,
Dublin 24,

HUpnauans

8. HOMEP HA PA3PEIIEHHUETO 3A YIIOTPELA

Per. No 20020069

9. JATA HA ITBPBO PAZPEINABAHE/TIOMHOBABAHE HA PASPELHIEHHUETO 3A
YIIOTPEBA

Jata Ha nbpBO paspeulasane: 28 anpun 1988 r.
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Harta Ha nocneaso noaHosgsaHe: 19 centemspu 2012 r.

10, JATA HA AKTYAJINBUPAHE HA TEKCTA
07/2025

13




