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/a /Jo,z;g_
1. MME HA JIEKAPCTBEHUS TPOJYKT - 7 200 & 21-05- 2078

JleBokca 5 mg/ml uHy3noHeH pa3TBOp jo6peHue e ......... ) T
Levoxa 5 mg/ml solution for infusion ) .

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Ennn ml uHdy3uoHeH pa3TBop cbabpika 5 mg neeodiokcauut (levofloxacin) (kato xemuxuapar).

Bceku ¢nakon ot 50 ml undy3uonen pasreop chabpka 250 mg nesodnokcauus (levofloxacin) (kato
XeMHXHJIpaT).

Beeku ¢nakon ot 100 ml uady3noHen pazteop chabpxka 500 mg nesodnokcaumn (levofloxacin)
(kaTo XeMHXHApAT).

IToMOLIIHM BELECTBA C H3BECTHO JIEHCTBHE:

Bcekn ml uHpy3nonen pasteop cbavpxka 0,15 mmol (3,54 mg) Hatpwii (kato xn0pun).
50 ml undy3uonen pasrop ceabpxkat 7,70 mmol (177,10 mg) HaTpuii (kaTo XJa0pua).
100 m1 uuy3noHen pasterop cvabpkat 15,40 mmol (354,20 mg) Hatpuit (kaTo Xa0pun).

3a MbAHUA CIIHMCHK Ha NMOMOILIHHTE BEleCTBAa BHXKTe Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

Hudysnonen pasrsop

BUCTBp 3€1eHHKABOXKBIT pa3TBOp, 0€3 YyKAH YacTHLIU
pH:4,5-5,1

OcmonapureT: 290 mOsmol/Kg £ 5 %

4. K/IMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

Jlerokca MH(Y3HOHEH Pa3TBOP € MOKAa3aH MPH Bb3PACTHH 3a JIeYEHHE Ha ClieJHUTe HH(EKLNH (BXK.
Touku 4.4 u 5.1):

- OcTbp nuenoHepUT H YCI0KHEHH HHPEKLMH Ha MMKOYHHTE MbTHIIA (BK. Touka 4.4)
- XpoHuueH GakTepHaneH NpocTaTUT
- HuxanaTopeH aHTpakc: NpoHIaKTHKA clel] eKCIO3HLIMA U JieueHue (BkK. Touka 4.4)

3a nieueHre Ha U3OpoeHHTe no-nony MHpekumu Jlepokca Tpabea na ce ynorpebspa caMo Koraro ce
CuMTa 3a HemoaxoAasia ynorpebara Ha Apyryu aHTHOAKTEPHATHH CPEACTBA, KOMTO OOMKHOBEHO Cce
npenopb4BarT 3a JeueHHe Ha Te3H HHPEKLHH.

- [Tpuaobura B 0OLLECTBOTO MHEBMOHHSA
- YcnoxkHeHH HHGEKLIMH Ha KOJKaTa i MEKMTE ThbKaHH

i 't. ){ .
i ”)f\
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HCOGXOJZ[HMO € Ja C€ B3€Mar npeas1/ OCIJHLIHaJ'IHHTC PBKOBOACTEA 34 INpaBHIIHA
am‘n6ampuanume cpeacrsa.
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4.2 [lo3BpoBKa H HRAYHN HA DpPRJIOKERHE

Jleokca HH(Y3HOHEH pasTBOp ce MpHiara nod $popmara Ha 6aBHa HHTPaBeHO3HA HHGY3IHs BEHBXK
HIIN ABA MLTH AHEBRHO. JJO3HPOBKATA 3aBHCH OT BHUJA H TEXKECTTA HA HHPEKLIUATA B YyBCTBHTEIHOCTTA
Ha NPENONAracMHA MIATONeHEH pHUHHUTEN. JleueHHeTO ¢ 1eBodUIOKCALIMH Clel TbPBOHAYATHO
NPANOXKEHHE HAa HHTPABEHO3HHS NMPOTYKT MOXe 1a Ob/ie 3aBBPLIEHO ¢ NOAXOAALIA NEPOpaHa GopMa
B csoTBeTcTRHE ¢ KXI1 Ha puaMupanuTe TabneTky 1 aKo ce CMeTHe 3a MOJXOAAILC 38 KOHKPETHHA
naupenT. [Topanyu 6MOEeKBHBANEHTHOCTTA Ha NapeHTEPaNHHTE H NIEPOpaliHH GOpMH, MOXKeE 1a ce
[IpHiIara chlnata AO3UpPOBKA.

03 BKa

Morar na 6baT Za€HH CNEAHMTE NPENOPBKH 32 N0o3HpaHe Ha JleBokca:

Hozupoexa npu nayuenmu ¢ nopmaina 6vbpeuna Qyrkyun (kpeamununos xnupvuc > 50 ml/min)

ITokazanne JiHeBHA 1030Ba cXeMa O6nia DpoAL/LKHTETHOCT Ha
(cnopeo mexcecmma na nevenneTo’!
unchexyusma) {cnoped medicecmma Ha

ungexyuama)

Mpuaobura B obwectsoTo 500 mg eqHH WIH OBa ITBTH 7—14 nnn

THEBMOHHA JHEBHO '

Octbp nuenonedpur 500 mg BeHBK IHEBHO 7—10 gun

YenokHeHH HHPEKLMH Ha 500 mg BeaAHbK NHEBHO 7 - 14 puu

OTAENMTENIHATA CHCTEMa

XponudeH 6axrepuanes npoctatHl 500 mg BEIHBK AHEBHO 28 nnu

VYenoxHeHH HHbeKuHH Ha koxkata | 500 mg enun win ABa mbTH 7 ~ 14 num

MEKHTE ThKaHH AHEBHO

HaxanaTopeH aHTpakc 500 mg BeHBK IHEBHO 8 ceamMuun

TMpoaB/DKHTENIHOCTTA HA NEYEHHETO BKIIOUBA HHTPaBEeHO3HO IUTIOC NEPOPANHO NeueHHe. Bpemero,
BeobxoAMMO 3a NPeMUHABAHE OT HHTPABEHO3HO HA MEPOPANHO ICYEHHE 3aBUCH OT KIIHHHYHATA
CHTYyaLus, Ho 0O6HKHOBEHO € 2 10 4 HH.

Cneyuannu nonyaayuy
Losupoexa npu nayuenmu ¢ napyuera 6vopeuna gynkyus (xpeamununoe kiuporc < 50 ml/min)

Jlo3oBa cxema
250 mg/24 uaca 500 mg/24 uaca 500 mg/12 uaca
KpeaTHHHHOB KIHPBHC nepEOHauaINa 003a; | NbpeOHauYAMa 003Q:| NbpsoHAvANHA 0034:
250 mg 500 mg 500 mg
50 ~ 20 ml/min nocaedeauya; rocaedsawa: nocredaawya.
, 125 mg/24 4aca 250 mg/24 yaca 250 mg/12 vaca
19 - 10 ml/min nocreoeaiya. nocredsawa: nocredsauya:
125 mg/48 vaca 125 mg/24 yaca 125 mg/12 qaca
< 10 ml/min
(BKN. XeMoaHANTH3A H nocredsauya; nocredsaya: nocredsawa:
CAPD)! 125 mg/48 yaca 125 mg/24 yaca 125 mg/24 yaca

! He ce nHanara TipHEMAaHE Ha NOMMBTHHTEHHK A03H CIEA XeMOZHATH3a HIIH TIpo,
am0ysiaTopHa nepuToHeanHa auanusa (CAPD).
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Hapywena weprodpobra gpynxyus
He ce Hanara KOpHTHpaHe Ha J03aTa [IpH NALMEHTH ¢ YBpeaeHa qepnonpoﬁﬂa byHkumA, ThH KaTO
NEBOUIOKCALIMH Ce METab0NN3Mpa B HESHAMHMTEIIHA CTENICH B YPHHA APOG M C¢ EKCKPETHPa OCHOBHO
ype3 GuOpeunTe.

Honynayus ¢ cmapuecxa ev3pacm

He ce Hanara kopeKuna Ha JO3MPOBKATA NPH NALMEHTH B cTApYecka Bb3PAcT, OCBEH B CIyYaHTe Ha
HapyweHa 6u6peuna pyHkups (BxK. Touka 4.4 ,, TeHAWHHTH K PyNITYpa Ha CYXOWKHIHA"
»YawkasaHe Ha QT uHTepBana”™).

Heduampuvna nonyrayus
Tpunoxenrero Ha JIeBokca € MPOTHRONOKAAHO NPH JeLla H FOHOWH (BX. TouKa 4.3).

Hauux na npunoxeHue

Jlerokca 5 mg/ml uHdy3HOHEH pa3TBOp € NpenHa3HaveH caMo 3a OaBHa HHTpaBeHO3Ha HHQY3#HA,
KOATO Ce MprUlara BeAHBXK HIH ABa ITETH AHCBHO. BpemeTo 3a nHpy3na Tpabra aa 6vae Hali-Manko
30 MuHyTH 33 250 mg win 60 MuHyTH 33 500 mg Jlepokca 5 mg/m! undy3noHeH pasTBOp (BXK.
TouKa 4.4}.

3a HeCbBEMECTHMOCTH BHDKTE TOYKa 6.2 , a 38 CBBMECTHMOCT ¢ APYTH HH(Y3HOHHH pa3sTBOPH BHXKTE
TOUKa 6.6.

4.3 lpoTHBONOKA3ZAHHSA

Jlepokca HHGY3IHOHEH pa3TBOp He TpaOBa na ce npunara:

- MPH MALHEHTH CbC CBPBXYYBCTBHTENHOCT KbM KTHBHOTO BEILECTBO, KbM APYT'H XHHOJIOHH
MIIH KBM HAKOE OT NOMOLIHHTE BellecTna, M3bpoeny B Touka 6.1.

- TIPH MALMEHTH C erHIeTicH

- MpH NalMEHTH C aHAMHE3A 3a YBPEKAaHHA Ha CYXOXKWIMATA, CBbP3aHH ¢ MPUIOKEHHETO Ha
$nyopoxuHonorn

- NpH Aella KK IHOIIH

- TI0 BpeMe Ha OpeMeHHOCT

- MO BpeMe Ha KbpPMeHe

4.4 CpensaaHn npeaynpexieHHd H NpeIna3HR MEPKH HpPH ynorpeda

Ynorpebara Ha AeBodokcaLH Tpabpa aa ce H36Arsa NPH NALMEHTH, KOHTO €3 HMaJIA CEPHO3HA
HEXENaHN PEaKkIMH B MHHAJIOTO ITPH ynoTpeba Ha NpoAyKTH, ChABPXALIH XMHOJIOHH HITH
¢myopoxuiononu (ex. Touka 4.8). JleuerneTo Ha Te3W NaUAEHTH ¢ JieBodokcauuH TpaGaa na ce
3a1104BA CAMO IIPH JIHINCA HA ATTEPHATHBHH BE3MOKHOCTH 3a JIEHEHHE M CTE/l BHUMATENHA OLEHKA Ha
CBOTHOLLIEHHETO MOJ13a/PHCK (BXK. CHLIO TOYKA 4.3).

Puck om pezucmenmuocm

llonsama e BepoATHOCTTa METHLIWIHH-PE3HCTEHTHHTE S. aureus Aa NPHTEKABAT KPbCTOCAHA
PE3HCTEHTHOCT CNpAMO (PITyOpOXHHOJIOHH, BKAIOYHTEHO nesodnokcauud. [lo Tasu npuanHa,
AeBOGIIOKCALIHH HE CE MPENOPLYBa 3a JICYCHHE Ha JOKa3aHH WiH noao3upand MRSA undexumn,
AoKaTo NabopaTopHUTe Pe3yATaTH He NOTHBPAAT UYBCTBHTEIHOCTTA HA MHKPOOPTAHH3MHTE KBbM
neBodIoOKcalHH (M B ciTyyali, 4e oSH4aiiHHTe NpenoprYsaHd aHTHOAKTEpHATHI CPeACTBA 3a JIeUeHHe
Ha HHexumu, npruunHenn ot MRSA ca nenogxoasuy).

Pe3snctenTHOCTTa Ha E.coli (Hali-4ecTHAT maToreH, NpHYHHABALL HHGEKIIMH Ha MHKOYHHMTE MBTHILA)
KBM (UIyOpPOXHHOJIOHH BapHpa B pamkkTe Ha EBponelickus cuio3. Ipd npeanuceake ce
Ia ce HMa NMPEABHIL IOKANHO YeCTOTATA HA PE3HCTEHTHOCT Ha E. coli kbM duyopo:

Huxanamopen aumpaxc
Vnorpebara npu xopa ce OCHOBABA Ha in Vilro JAHHHTE 3a YyBCTBHTEIHOCT Ha
E€KCNEPHMEHTAHH JAHHM BbPXY XHWBOTHH 3a€JHO ¢ OrpaHHYeHM NaHHH MpPH XO)
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CMIA3BAT HALMOHATIHHTE K/HITH MEXKAYHAPOJHH KOHCEHCYCHH JJOKYMEHTH M0 OTHOLIEHHE Ha JIEYEHHETO
Ha aHTPAaKC.

Hpoovadcumennu, URGQIUOUIUPAUIU U ROMEHYUANRO HeODpamuMu CEPUD3INY HEJCENARI NEKAPCMEERU
peaxyuy

Crobmasa ce 3a MHOTO PEAKH CJIy4aH Ha NPOABDKHTETHH (IEPOIb/DKABALIM MECELIH WITH MOHHH),
HHBATIM3HPALIH W NOTEHLHAITHO HEOOPATHMH CEPHO3HH HEKEJIAHH JICKAPCTBEHH PEaKLMH, 3acATallH
PA3NIMvHH, MOHAKOTa MHOIO CHCTEMH B OpranHiMa (MyCK}’JIHO-C](eJ]BTHﬂ., HEPBHA CHCTEM4, NNICHXHKA H
CETHBHH OPTaHH) NpH NALHEHTH, NOy4YaBatilH XHHOJIOHH H UIYOPOXHHONOHH, HE3aBHCHMO OT
TAXHATA BB3PACT H Bed€ CHIUESCTRYBALIMTE PHCKOBH (dakToph. JleBoduokcauns Tpabpa aa ce cnpe
He3a0aBHO NMPH MHPBHTE MPH3HALIH HIH CHMITTOMH Ha BCAKA CEPHO3HA HEXE/IAHA PEAKIHA KaTo
nauyeHTHTe TpAOBa Ja ce NOCHBETRAT A2 Ce CBBPXKAT ¢ TEXHHA NieKap, NpeAnucan 1eKapcTBOTo, 3a
CBBET.

Ipodvaxcumennocm na unghysusma

Ipenops4BaHaTa MPOABDKHTETHOCT HA HHPY3HATA, KOSTO TpAGBa Aa ce crbMOAaRa € OHE

30 MuHyTH 32 250 mg win 60 MuHYTH 32 500 mg JleBokca uHy3HoHeH pa3TBOp . H3BecTHO €, e no
BpeMe Ha HHY3HA Ha JIeBOQ/IOKCALIMH MOTAT J]a HACTBIAT TAXHKAPJHA H BPEMEHHO MIOHWKEHHE Ha
KPbBHOTO Hanarake. B peaxy cimyyan, kaTo NocaeACTBHE OT PA3DHK CAajl HA KPLBHOTO HajlAraHe Moxke
Ja HaCTBITH LMPKYJIATOPEH KoJlanc. AKO HaCTBIIH PA3KO CTadaHe Ha KPBBHOTO HANAraHe 1o Bpeme Ha
uHby3HaTa Ha NeBoduiokcaluH (-H3oMep Ha odnokcaumn), HHPy3HaTa TpabBa na 6bae npekpateHa
HezabaBHoO.

Tenounum u paskvceane Ha CyxXoxcunue - g
TeHAUHHT K pa3KbCcBaHe Ha CYXOXKHIIHe (MO-CHeLHANHO aXHIeCOBO CYXOXKIIHE, HO 6e3 na ce
OrpaHHYaBa CaMo A0 HETO), MOHAKOra ABYCTPAHHO, MOXE /12 € NOMy4H Oll¢ B paMKHTE Ha 48 yaca or
3aM104YBAHE Ha JICYCHHETO C XHHOMOHH H (GIyOpOXHHONOHN KaTo MMa ChOOILICHHA 3a TAKHBA, Pa3BHIIH

ce JOPH A0 HAKOJIKO Mecella cliell IPeKpaTABAHE Ha ICYeHHETO. PHCKBT OT TEHAMHHUT M pa’KbCBaHe Ha
CYXOXKWIHE Ce MOBHILIABA NPH NMO-Bb3PACTHH NALMEHTH, TIALMEeHTH ¢ 6x0peyro yBpexkaaHe, NalHeHTH

¢ TPAHCIIAHTHPAH COMHJIEH OPraH, NPH NalHeHTH, MoTyJyaBalty AaeBHH 1034 mo 1000 mg
NeBOIOKCALIMH H TAKHBA, JTEKYBaHH CHITETCTRAILO ¢ KOpTHKOcTeporau. [o Tazy npuynHa
CBITPTCTBALIATA YNIOTpe6a Ha KOPTHKOCTEPOHIH TPpA6Ba na ce H3barea (Bx. Touka 4.5).

Ilpu mepBHS NpH3IHAK HAa TEHAHHHT (Hanp. 60JIe3HEHO NOAYRAHE, PE3NANCHRE) JICUHEHHETO C
AerodnokcaurH TpadBa 1a ce NPEKPaTH H 4a ce 0OMHMCIIH aNTEPHATHBHO JIeYeHHE. 3aCerHATHAT(Te)
kpaiinuk(up) Tpabea na 6vae(ar) nexysan(n) no noaxonsur Ha4pH {Hanp. obesnekeane). He tpaGea
Ja ce W3MON3BAT KOPTHKOCTEPOHAH, 8KO CE [TOABAT NMPH3HALH HA TEeHAHHOMATHA,

Muoxaonyc

Crobuiapany ca ClTydaH Ha MHOKJIOHYC MpPH NAaLMEHTH, NpHeMallii NesodnokcaluH (Bk. Touka 4.8).
PHCKBT OT MHOKJIOHYC C€ NOBHIIABA TIPH NO-Bb3PACTHH NAlHEHTH H NPH NAUHEHTH ¢ 6B0pedHo
YBpexaaHe, ako 103aTa Ha 1eBOGOKCAlHH He Ce KOPHTHpa CNope | KPEaTHHHHOBHA KIIHPBHC.
JlepodnokcaumH Tpabea Aa ce ApeKpaTy HezebaBHO NMpH MLPBATA MOABA HA MHOKIIOHYC H Aa ce
3aMOYHE NOAXCAALO JISYCHHE.

Clostridium difficile-cavpsano 3abonneane ‘ :
HAuapni, ocobeHo ako € TexKa, YNOpHTa H/HWIH ¢ KbPBaBH IIPHMECH, IO BPEMe Ha KIIH Clell NEYeHHE C
neBodIOKCALNH (BKTIOYHTENHO HAKONKO CEAMHLM Cllel IEUEHRETO), MOXkKe Ja Gble CHMITTOMATHYHA
3a Clostridium difficile-ceppiato 3a6onasane (CDAD). Texectra Ha CDAD Bapupa no creneH ot
JieKa 10 XKHBOTO3aCTpallaRalla, KaTo Hai-TexkaTa ¢opMa € nceBaoMeMOpaHo3eH KOMHT (BX.
Touka 4.8). ETo 3am0 e BaXkHO Ta3H HArH03a Ja ce HMa NpeBU/ NPH NALHEHTH ¢ MOABA Ha TEXKa

noaxoadwa Tepanua. [IpoaykTH, KOHTO HHXHOHpPAT NEPUCTANITHKATA, C8 HIPOT
TaKaBa KIHHHYHA CHTYallus.
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Hayuenmu npedpasnonodicenu KM 2bpuose

XHHOJIOHWTE MOTAT Ja MOHWKAT I'PYOBHA Mpar ¥ TOBa Aa JoBene 10 npunaasiy. Jlepodnokcauun e
MPOTHBONOKA3aH NPH NAlLMEHTH ¢ aAHAMHE3a 3a eMHICNCHA (BK. Todka 4.3) M KakTo ApyTHTe
XHHONOHHM, TpAOBA a ce H3NoN3Ba ¢ NOBHIIEHO BHHMaHHe MPH NAlHEeHTH, NPepa3noNoKEHH KbM
T'BPYOBE WIH NPH CHITBTCTBALLO NIEUYSHHE ¢ AKTHBHH BEILECTBA, KOHTO MOHIKABAT LiepeOpanHus
TBPYOB Mpar, Karo TeodmHH (BX. To4ka 4.5). B cilyyali Ha KOHBYJICHBHH I'bp4OBe (BXK. TOYKa 4.8),
JleYeHHETO ¢ NeBodIOKCALHH TPAOBA 1a ce NMPEYCTAHOBH.

Hayuenmu ¢ deuyyum na 2moxo30-6-gpocham dexudpozenaza

TManupeHTHTE ¢ NATEHTHH WIH H3ABEHH Je(ekTH B aKTHBHOCTTA Ha IMOK030-6-0ocdar
JEXHAPOTEHA3aTa MOTAT J1a MPOABAT CKIOHHOCT KbM XEMOJIMTHYHH PEaKLMH Nps JeHeHHe ¢
XMHOJIOHOBH aHTHOaKTepHaniu cpeacTsa. [Ipu npunaraxe Ha neBOQIIOKCALMH NIPH Te3H NALHEHTH
Tpa0Ba Ja ce M3BBPLIBA BHUMATEIHO MOHHTOpHpaHe, 0co0eHO 3a MosBa Ha XeMOJTH3a.

Hayueumu c yépec)ena 6vopeuna gynxyus
JleBodnokcaLMH ce eTHMEHHPA OCHOBHO Ype3 616peLTe, NopaH KOETo € HeOOXOAUMO MPH
naiueHTH ¢ Op0peuHn HapyLieHns fo3ata Ha JleBokca pa ce KopHrHpa (BxK. Touka 4.2).

Peaxyuy Ha cepuXHyECMBUMERROCn!

JleBodokcalMH MoKe [a NPHYHHA CEPHO3HH, NOTEHLHMANHO GaTanHH peakLuu Ha
CBPBXYYBCTBHTETHOCT (HAIp. AHTHOEAEM A0 aHAGHIAKTHYCH LWOK), KOWTO NOHAKOra HaCcTHLNBAT ClIe/
HavanHaTa Jo03a (BikTe Touka 4.8). [NannenTure TpabBa He3a6aBHO Ja NPEKPATAT NEYEHUETO H Aa ce
CBBPIKAT € JIEKYBallHA CH JIEKAp WIH ¢ NeKap oT 61p3a NOMOLI, KOHTO i€ MPHIOKAT CHOTBETHHTE
CNCIIHH MEPKH.

Teorcku KOJICHUE HEXNCERaHU pearyiy
TexKH KOXXHH HexemnaHu peakuuH (SCARSs), BKMOYBAIIM TOKCHYHA enHaepManHa Hekponnsa (TEN:
H3BECTHa owle KATO CHHApOM Ha Lyell), curapom Ha Stevens Johnson (SJS) 1 nekapcTBeHa peakims ¢
eosuHoQWINA U cHcTeMHH cuMIToMH (DRESS) 1 ocTpa reHepanisipana eK3aHTEMAaTO3Ha MyCTya034
(AGEP), kouTO MOXKE Ja ¢a XKHBOTO3aCTpaLlaBalllH HIH € JIETAIEH H3XO, Ce ChoOIIaBaT BLB BPb3Ka €
~ ynorpebata Ha nepodnokcaumH (Bx. Touka 4.8). Ilpn npeaNHCBaHETO Ha NEKAPCTBEHMA IPOIYKT
nalgeHTHTe TpA6Ba fa 6B1aT HHGOPMHIPAHH 3a NPH3HALIMTE H CHMITTOMHTE Ha TEXKKH KOKHH peaKiliy
¥ Aa ObaaT HaGMOAABAHH C MOBHILEHO BHUMAHKE. AKO C€ MOABAT NPH3HALM H CHMITTOMH,
NoKa3are/iHK 38 Te3H peakUHH, MPUWIokeHHeTo Ha NepodnokcanuH TpsOpa HezabaBHO Ja ce
MPEYCTAHOBH H Aa c¢ OOMHCAK ATTEPHATHBHO JiedeHHe. AKO MAalKEHTHT € Pa3sBWI CEPHO3HE Peakilna,
kato HanpuMep SJS, TEN, DRESS unu AGEP npu ynotpe6ara Ha nepodokcaumH, nedeHue ¢
nepodnokcalHH He TpAGBa Ja ce 3ano4YBa OTHOBO NPH TO3M AALMEHT.

Huczrnuxemun

KakTo ApH BCHMYKH XMHONOHH ce ckobllaBa 3a HapylleHHe B HHBAaTa Ha KPbHATA 3aXap, BKIIOYBALIH,
KaKTO XHIIOTJTHKEMMS, TAKA M XHIEPIIIHKEMHs, KOHTO c¢ HabmoaaBaT no-4ecTo npH NaUHeHTH B
cTapyecka Bb3pacT, cOMKHOBEHO NpH AMabeTHIH, Ha KOWTO Cce MpHiara ChITETCTBALA TepPanH ¢
MepopanHy XHIOTTHKEMHUYHH CpeacTRa (Hanp. raubGeHxIaMua) Wik ¢ HHcyIHH. CrobiiaBaHu ca
CJIyYaH Ha XUnMoriHKeMudHa koma. [IpenoppiBa ce BHHMATENRHO MpocefqBeHe Ha INIIOKO3ATa B
KPHBTA MpH NaLMeHTH ¢ Avaber (Bxk. Touka 4.8).

Jleuennero ¢ nesodnokcauuH Tpabba Ja ce npekpaTH He3abaBHO, aKko MALMEHTLT CHOOLLY 32
IOMCFIIHKEMHA H TpAGBa na ce OOMHCIIH anTepHaTHBHA AHTHOAKTEpHANHA TEPAITHA KOATO HE BKIIOYBA
¢)JIyOpPOXHHONOHH.

1lpesenyun na pomocencubunuzayun
Mpu nevyeHne ¢ nepogokcalsH e HabmogaBaHa nosea Ha GoToUyBCTBUTENHOCT (8. Touka 4.8). C
uen npepeHUHA HA GOTOCCHCHOMTH3ALHMA NO BPEME Ha JICHEHHETO ¢ NCBOPIOKCALIHH B
NPEeKPaTABAHETO MY €& NPENOPBHYBA NALMEHTHTE Aa HE C& HTAraT HEHYXKHO Ha CHI
CBETJIHHA HJIH Ha H3KYCTBEHH YB nbun (HanpuMmep yITpaBHONETOBA JIaMIIa, COJa)

Hauuenmu, JAEKVEANU C AHMUAZORUCIU RQ BUMAMUH K
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IMopany BBE3MOXKHO MOBHIIABAHE Ha NOKa3aTenute 3a xoarynauus (PT/INR) w/ninm Ha kbpBeHe RpH
MaLUeHTH, JIEKYBaHH ¢ JAeBoduIOKCaluH B KOMOHHALIMA ¢ aHTarOHHMCT Ha BHTaMuH K (Hanp.
sapdapuH), noxasaTeluTe 3a Koaryaauus Tpabea fa ce NpOC/eAABAT NPH € THOBPEMEHHO MPHITOKEHHE
Ha TE3M ICKAPCTRa (BXK. TouKa 4.5).

Hcuxomuunu peaxyuu
Ha6niogasaHu ca NICHXOTHYHY pPeaK[MH [P NAUMEHTH, IPHeMALIH XHHONOHH, BKII. JIEBOGIOKCALMH.
MHoro paako Te MpoOrpecHpar A0 CYHUHIHH MHCIH M IIOBEASHHE, NOHAKOTa JOPH C/EA NpHIaraHe Ha
€JHOKpaTHa A03a neBodaoxcaurH (BxK. Touka 4.8). B cyua#, ye mauMeHTsT paspie NogoGHu
peaKiHH, TPHEMBT Ha NeBodokcalH TpabBa Aa ce MpeycTaHoBH He3a6aBHO NPH ITLPBHTE NPH3IHALM
' WM CHMITTOMH Ha Te3H PEaKiH ¥ NalHeHTUTe TpabBa a ce NOCHBETBAT Aa ce OOLPHAT KbM Nekaps,
Ha3Ha4YMn TepanHATa, 3a Hacoku. TpaGea aa ce oOMHCAH anTepHATHBHA aHTHOAKTEPHUATHA Tepanis,
KOATO He BK/IIOUBA (NTyOPOXHHONIOHH H Jia ce NPeANpHeMaT Noaxoasiuy Mepky. [Ipenopsusa ce
MOBMIIEHO BHUMAHHE, aKO 1eBOGIOKCALIMH Ce TIpIUIara Npu NCHXOTHYHH NalUMeHTH WIH NpH
MALKEHTH ¢ aHaMHe3a 3a NCUXKYHH 3a60/1aBaHuA.

Yowawcasane na QT - unmepsana

Heo6xoaumo € NOBHILEHO BHHMAHHE, KOTATO (ITyOPOXHHONOHH, BKIL. IEBODNOKCALMHH Ce MpHaraT

MPH NALHEHTH ¢ H3BECTHH PHCKOBH (akTopy 3a yaAnbkaBane Ha QT unTeppana, KATO HANpUMeEP:

- CHHJAPOM Ha BpoZReR yankeH QT HHTEepBa.

- €IHOBPEMEHHO MPWIOKEHHE C JICKAPCTBA, 3a KOMTO € M3BECTHO, 4e yabmkapaT QT nHrepsana
(nanp. anTHapuTMHLH Ktac [a | I, TpHLMKNMYHY aHTHAEGNPECAHTH, MAKPOIHIH,
AHTHIICHXOTHLM).

- HEKOPHTHpaH eJIEKTPONIHTEH AWcOaNaHC (Hanp. XHIIOKaTHEMMS, XHITOMarHe3sHEMHA )

- CBPAEYHO-CBAOBH 3abonsBanua (Hanp. cepAeyHa HEZIOCTATHUHOCT, HHG)apKT HAa MHOKapaa,
6panuxapaus).

Hauueumre B CTApUYECKA Bb3PACT H XKEHHUTE Ca MO-YYBCTBHTENHH KbM CPEACTBA, KOHTO yIH/KABAT

QTc uurepsana. [lopanu ToBa, C€ H3MCKBA NMOBHILEHO BHHMAHKE KOTATO C€ HAMOT3BAT

(GIYOPOXHHONOHH TIPH TE3H MOIMYJIALHH NAIHEHTH, BKA. T1€BOGIOKCALHH.

(B Touku 4.2 ,, Honynayua 6 cmapuecka svapacm ™, 4.5, 4.8, u 4.9).

Ilepugpepna nesponamun

Crob11aBa ce 3a CTy4aH Ha CeH30pPHa WIH CEH30MOTOPHA NOIMHEBPONATHA, BOASIM J0 NapecTesHy,
XHIOECTE3HA, AN3ECTE3HA WK CnaboCT NPH MALMEHTH, NPHEMALIH XHHOJIOHH H (ITyOpPOXKHOJIOHH.
TTaupeHTHTE, KOHTO TIPHEMAT JieBODAOKCALIHH, TpRGBa Na GbAAT NOCHBETBAKH Aa WHGOPMHPAT CBOA
nekap, npeay Ja NPOABIKAT JIEYEHHETO, aKO Ce MOSBAT CHMITTOMH Ha HEBPOMATHA, KaTo 6oJKa,
yCeluaHe 3a napeHe, MpaBy4KaHe, U3TPBABaHEe WIH cabocT, 32 Ja ce NPeROoTBPaTH Pa3BHTHETO Ha
NOTEHUHANHO HeoOpaTHMO 3abonaBane (Bx. Touka 4.8). '

Xenamobupuaprnu napywenus

Cnyuau Ha yeproapoGHa Hekposa 10 daTaiHa HepHOAPOoOHa HEAOCTATHHHOCT ¢a JOKIAABAHH €
NeBoGIOKCAUHH, NPeAMNMHO NMPH NMALMEHTH C TEXKH CHITHTCTBAIIH 3a00/19BAHKA, HATIP. CENICHE (BXK.
touka 4.8). [launenTrre TpAbBa na 6BAAT OCHBETBAHK Ja NPEYCTAHOBAT JIEYEHHUETO H Ja CE CBBPXKAT
CEC CBOA JIEKAP, aK0 CE MOABAT NPH3HALM H CHMITOMH Ha YepHOApobHO 3a00N1BaHe, KaTO AHOPEKCHA,
HKTep, TEMHA YPHHA, cbpOex wnu GonesHeH KopeM.

Obocmpane Ha MUACMEHUR 2Pasuc
DyOpPOXHHOIOHHTE, BKIIOMHTENHO J1eBO(IIOKCALMH, TIPHTEKABAT HEPBHO-MYCKY/IHH GIOKHpAINO
JeHcTBHE H MOraT Aa o0OCTPAT MyCKyJ1HaTa c1abocT IpH NnauMeHTH ¢ MHacTeHuA rpaBuc. Cnen
ynorpe6a Ha QuTyOpPOXHHOJIOHH NPH NAUKEHTH ¢ MHACTEHHA MPABHC B MOCTMAPKETHHTOBHA NMEPHOJ ca
HabNIOAaBaHH CEBP3aHH ¢ MPHIOKEHHETO HM CEPHO3HH HEXEIAHH PeakLiH, BKAIOUHTETHO CMBPTHH
CTyuaH H HeoOXOAWMOCT OT TOANOMaraHe Ha JHulaHeTo. Ynorpebata Ha nepodokc
NpENopLYBA NPH MALHEHTH ¢ AHAMHE3A 38 MMACTEHHR rpaBlC (BXK. Touka 4.8).

Hapywenusa na 3peruemo
ITpu yBpexxaaHe Ha 3PEHHETO HIH aKo c€ HabMONABAT HAKAKBH €)eKTH BBPXY OU
TpabBa fa 6bAAT KOHCYNITHpaHK He3a0aBHO OT CNELHANMCT NO O4YHH GonecTw (Bx.
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Cynepungexyjun

VYnorpeGaTta Ha neBoduioKcaLH, 0co0eHO aKo € MPOABDKHTENHA, MOXeE [ OBEAE A0 CBPBXPACTEX
Ha HEYYBCTBHTENHH MHKPOOPTraHH3MH. AKO MO BpeMe Ha JEYEHHETO BB3HHKHE CynepHHGeK1H,
TpaORa 1a 6BAAT B3ETH NOIXOAAIIH MEPKH.

Anespuzma u Oucexayus Ha AOPMAMA, ¥ Peypeumayus/HedoCmamvyHoCm HA ChpOEUHUME KAanu
ENMHaeMHONIOrHYHHTE NpOYYBAHKA MOKA3ZBAT MFOBHIICH PHCK OT AHEBPH3MA H JHCEKallMs Ha aopTara,
ocobeHo NMpH MALMEHTH B CTAp4ecKa BBIPAcT, KAKTO H OT PerypruTalts Ha a0pTHATa H MHTpaNHATa
Knana cnea ynorpe6a Ha GuryopoxHHONOHH. ChoDLIEHH Ca CTyual Ha AHEBPH3MA H IHCCKALIMA Ha
aopTAaTa, MOHAKOra YCAOKHEHH NOpaaH pa3KbCBaHE (BKJHOYHTENHO C JICTANEH H3XO0M) H
peryprurauia/HeJOCTATEYHOCT HA HAKOH OT ChbpPASYHHTE KJIAIH TPH NMALHEHTH, NPHeMallH
¢$pnyopoxnsHonoHH (Bx. Touxa 4.8).

CnepoBarento GayopoXHHONOHHTe TpAOBa J]a ce H3MON3RAT CaMoO Cllel BHUMATENHA CLIEHKA Ha

CBHOTHOIIEHHETO NOM3a/PUCK H ciel 0OMHCIAHE Ha APYTH TEPANCBTHYHH BE3MOXKHOCTH NPH NALHEHTH

C TIOJIOXKHTENHA GaMHIHA AHAMHE3a 38 aHeBpH3Ma WIH BpoAeHo 3abonaBaHe Ha CBPACHHHTE KIAllH,

WIH NPH NalHEHTH JHATHOCTHLMPAHH ¢ Mpe/IliecTBallla AHEBPH3Ma H/HIH JHCEKalHA HAa A0PTATa HIH

3a0onABaHe Ha ChpAEUHNTE KIAIH, WIH NPH HANHYHE Ha APYFH PHCKOBH GakTOpH WiH 3a6onaBaHHs

npeapasnonaraiy

- KAXTO 33 aHEBPH3Ma, TAKA H 32 JHCEKAL[MA HA A0PTATA H 33 PErYPrUTalMA/HEAOCTATLHHOCT Ha |,
CBHPACHHHTE KIANH (HANp. HapyllleHHA Ha CheJIMHHUTENHATa ThKAH, Halp. CHHAPOM Ha Marfan
M cuaapoM Ha Ehlers-Danlos, curapom Ha Turner,6onect Ha Behcet, xunepronus,
PEBMaTOHIEH aPTPHT) WIH JONBIHHTEHO

- NpH aHeBpH3Ma H AMCeKallid Ha aopTaTa (Hanp. ChAOBH HAapYLUCHHA, HANp. aPTCPHUT Ha
Takayasu, THraHTOK/ICTEYEH aPTEPHHT, WITH HIBECTHA ATEPOCKIICPO3a HIIM CHHAPOM Ha
Sjdgren), wiH DOHBIHHUTEAHO

- ' [pH perypruTau{a/HeIOCTaTEYHOCT Ha ChpAEYHHTE KianH (Hanp. HHGEKUHO3eH eHIOKAPINT).

PuCKDBT OT aHeBpHIMa U JHCEKALHSA HA A0PTATa H TAXHOTO Pa3KbCBaHE MOXKE CHIUO Aa C€ MOBHILUH NpH
MNaKeHTH, NCKYBAHH ¢HOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOHIH.

ITpu BHezanHa Gonka B KopeMa, rpbAHKHA K01 WiH repba nauueHTHTE TpAOBa Aa 6BAAT NOCHBETBAHK
Na ce KOHCYATHpAT He3abaBHO ¢ ICKap B CNEMIHO OTAENCHHE,

NauuenTHTe TPAGBa Na 6BNAT NOCHBETBAHH Ja MOTHLPCAT He3abaBHO MEIHUMHCKA TIOMOLLL B CTyyak Ha
OCTpa AMCIHEA, N0ABA Ha chplebHeHe (NANNMTALMH) KK Pa3BHTHE Ha OTOK Ha KOpeMa HiH JONHUTE
KpaliHHLH.

Ocnrop nanxpeamum

IIpn nauxeHTH, KOMTO NpHEMAT JICRO(IIOKCALIMH MOXE Ja ce HabnonaBa OCTEP MAHKPEATHT.
IMaumenTnTe Tpabea Aa 6BAAT HH(OPMHPAHH 38 XaPAKTEPHHTE CHMITTOMH Ha OCTPHA NMAHKPEATHT.
IIpu nossa Ha rajgeHe, HepasnonaoXKeHHe, KOpeMeH JHCKOM(OpT, ocTpa KopeMHa Golka Wi
NOBpBINAHE NaLFeHTHTE TpRORa Na HBAAT NOATONKEHH Ha He3abaBeH MEAMLIMHCKH npernel. AKo ce
NoAO3Mpa OCThP NAHKPEATHT yRoTpeSaTa Ha NeBodIOKCALHH TPAGBA Ja ce NPeyCTAHOBH; AKO Ce
NOTBBPAM - ynotpeGaTa Ha NeBodhnokcaliMH He TpAGBa fa ce 3anousa 0THOBO. H3KckBa ce noBHLIEHO
BHHMAHME NPH MaLMEHTH ¢ aHAMHE3A 34 NAHKPEaTHT (8. Touka 4.8). )

Hapywerua na xpvema
KocTHOMO3BYHA HEAOCTATHYHOCT, BIUTIOYHTENHO NIEBKONEHHS, HEYTPOTICHHA, NAHLATONICHNS,
XCMOJHUTHYHA aHCMHA, TPOMGOI.[HTOHCHHH, annacTHYHa aHeMHA WIH ArpaHyJIOLHTOo34a, MOXKE fa ce
passue MO BpeMe Ha JeueHHeTo ¢ Nepodnokcalme (Bx. Touka 4.8). IIpu ceMBeHRe 3a HAKOE OT TE3H
HapyuIeHHs Ha KpbBTa TpaOBa Aa ce cie/lH KpbBHATa KapTHHAa. B cmyvaii Ha aOHOpPMHH pe3ynTaTH,
TpabBa na ce oOMHCIH HpexpaTsBaHe Ha NEUEHUETO ¢ NeBodaoKcaluH.

Bausanue evpxy nabopamopuu uscre0sanun

[Tpn nauueHTH, JeKyBaHH ¢ neBOQUIOKCALIHH, ONPEAENAHETO Ha ONMHATH B YPHH:
amuuBo-NONOKUTENHH Pe3yJITATH H J1a Ce HANOKH NOTBLPAJABAHETO Ha MO
pe3yNITaTH NpH TECTA ¢ NO-CNeLMPHIHH METOAH.
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JleBodhnokcaLmH Moxe na MEXHOHpa pacTexa Ha Mycobacterium tuberculosis u criefoBaTeNHO MOXeE
na nane GAIIMBO OTPHLIATE/HH Pe3yaTaTH rpH GaKrepHoNorHyHaTa THArHOCTHKA Ha TyOepKynosa.

Howmo H) BELISCTBO(A

Hampuii

To3n nekapcTBed NpoAykT chabpka 177,10 mg (7,70 mmol) narpuii 8 50 ml man 354,20 mg

(15,40 mmol) watpuii 8 100 ml BHpY3HOHEH pa3TBOp, KOETO € ekBHBaNeHTHO Ha 8,85 % win 17,71 %
OT NPENOPBYHTERHHA MAKCHMAJIEH THEBEH XPAHHTENCH MpHeM OT 2 g HaTpHii Ha C30 3a BB3pacTHY.

4.5 BsaumogaeiicrBHe ¢ APYIH JEKAPCTBEHH NPOAYKTE H APYrH GOopME Ha BiarMojelicTBRe

KTH Ha neKa) HH NPONYKTH BBDXY JIeBOdIOKCALAH

Teopunun, henbyghen wi no066H U HeCMEPOUOHY NPOMUBOELINANUMESHY CPEOCMEa

[py KIHHMYHO Npoy4BaHe He ca HabMoAaBaHH (apMaKOKHHETHYHH B3aHMOACHCTBHA MEXTY
neBoduioKcauMH K TeopwiHH. Bee Nak € BE3MOXKHO 1a HACTBITH H3PA3€HO CHIDKABAHE Ha ILPUOBHA
Tipar npH ¢JHOBPEMEHHO MPHIIOKEHHE HA XMHONOHH H TeOGUTHH, HECTEPOHIHH
NPOTHBOBBAMAIMTEIHH IEKAPCTRA WIH APYTH CPEACTBA, KOHTO NOHHKABAT MbPUYCBHA npar
KoHueHTpauunTe Ha nesodnokcallt ca ¢ okono 13 % no-BHcok npH Kannyue Ha penbyden,
OTKONKOTO MPH CAMOCTOSTEHO NPHUIOKEHHE.

IIpobeneyud u yumemudun

[MpoGenenya H LUMETHAHH UMAT CTATHCTHYECKH 3HAYHM e(eKT BLPXY €THMHHHPAHETO Ha
nepodnokcauMH. BrOpeyHHAT KIHPBHC Ha IEBOQAOKCALHH C¢ MOHWKABA OT LIUMETHAHH (24 %) K
npoSexeuna (34 %). Toea e Taka, 3aLI0TO M ABETE NEKapcTBa Morat na Gnokupat 610peyHaTa
TyOy/nHa cekpeLys Ha neBodrokcauvH. Belipekn ToBa, MOMyYSHHTE B NPOY4BAHETO CTATHCTHUECKH
3HaYMMH GapMaKOKWHETHYHH PalTHKH TPH H3CNEIBAHHTE A03H BEPOATHO HAMA Aa HMAT KIMHHYHA
JHAYHMOCT. '

Heo6x0a1MO € NoBHIEHO BHUMaHHe, KOTaTo JIeBO(UIOKCALMH Ce MpHJIara €IHOBPEMEHHO ¢
NIEXapcTRa, KOHTO HMaT eeKT BhpXy TyOynHara 6u6peyHa cexpenms, kato npobeHeuun 1
LHMETHAMH, oco0eHo npH nalyeHTH ¢ OnOpeyHoO yBpeKIaHe.

Kopmuxocmepoudu :

PHCKBT OT TEHIHHHT N pa3kbCBaHe Ha CYXOKWINATA € MOBHLICH TPH NALMEHTH, TEKYBaHH
€IHOBPEMEHHO C KOPTHKOCTEPONAHK K NeBodmokcauuH. CreaoBaTenHo TpaGea aa ce M3bArea
€AHOBPEMEHHATA YNIOTpeda Ha KOPTHKOCTEPOHAH € JIEBOGIOKCALMH (BX. Touka 4.4).

Hpyza 3navuma ungopmayus
KnuHHuHE thapMakonoriyHH Npoy4yBaHHA MOKA3BAT, Ye GapMaKOKHHETHKATa Ha 1eBO(IOKCAlHH He

ce NOBAMABE B KTHHHYHO 3HAUHMA CTENEH NPH €AHOBPEMEHHO NPHIOKEHHE HA IEBOGIIOKCALMH CbC
Clle[JHHUTe JeKapCTBa: KAILMEB KapGoHaT, IHIOKCHH, NTHOGeHKIaMI], paHHTHIHH.

EdekT Ha n1eBodIOKCAUHH BBPX TH JIEKapCTBEHH {1 KTH

Luxnocnopun
[TomyXHBOTBT Ha LIMIJIOCTIOPHH ce yAb/kaBa ¢ 33 %, Korato ce Npriara eJHOBPEMEHHO ¢
JIeBOGIOKCALIHH.

Anmazonucmu na Bumamun K
IMoeuienn noxasarens 3a koarynauua (PT/INR) w/inu kepsene, kouro Morar Aa 6bar b Te
thopma, ce HabnoaaBaT NpyM NalMEHTH, IEKYBaHH ¢ JIeBOdIOKCalMH B KOMOMHALIMA ¢
puTaMHH K (Hanpumep apdapun). [1o Tasu nputuHa, TecToBeTe 3a Koaryaauus Tpabs:
NPH NALMEHTH, IEKYBAHH ¢ QHTANOHUCTH Ha BUTaMHH K (Bxk. Touka 4.4).

BG/H/0145/001/1B/014



Jexapcmea,3a xoumo e uzsecmno, ye yovmicasam QT unmepsara

JlesodmoxcaunH, nonoGHO Ha APYTH (ITyOpOXHHONOHH, TPAOBa Aa c€ npunara ¢ NOBHIIEHO BHUMAHHE
NpH MaLHEHTH Ha JICYEHHE C JICKAPCTBA, 38 KOMTO € H3BECTHO, Ye yaAbokasat QT uHTepBana
(Hanpumep aHTHApUTMHULK Knac [A u HI1, TPHLMKNHYHE AaHTHAETIPECAHTH, MAKPOIHIH,
AHTHNCHXOTHIM) (BXK. Touka 4.4 ,.Yowancasane na QT-unmepeana’).

Apyza eascna unpopmayun

B npoyusate 3a (HpdpMakOKHHETHYHO B3aHMOIEHCTBHE, IEBOGIOKCALMH HE MORIHABA
¢apMakoKHHeTHKATa Ha TeodmiHa (xoifTo e cydcrpat Ha CYP1A2), koeTo nokassa, 4e NeBOQUIOKCALHH
e e HHxuOuTop Ha CYPIA2,

4.6 DepTRINTET, GPeMEHHOCT H KbpMeHe

bpeMeRHOCT
HanHuTte 3a ynotpeba Ha neodnokcaunH npy 6peMeHHH JKeHH ca orpaHuueHu. [IpoyuraHus Bbpxy

MHBOTHH HE MOKA3BAT NPAK WIK HENpPAK yBpexaall edeKT no OTHOLIeHHE HA PenpoAyKTHBHATA
TOKCHYHOCT(BK. TouKa 5.3). Brnpeky ToBa, MOpaaH IHNCaTa Ha JaHHH NPH XOpa H Nopaju
eKCNIEPHMEHTANTHO YCTAHOBEH PHCK OT YBPEXAaHHA Ha HOCEIHHTe XPYIIWIH NPH PacTALIHA OPraHH3bM
chen npuaarase Ha IyOpOXHHONOHH NeBOodIOKCAIHH He TpAORa Ja ce H3MOo3Ba NpH GpeMEHHH
*eHH (px. ToukH 4.3 1 5.3).

KxpmeHne ' .
JleBogitoKkcanMH € MPOTHBOMOKA3aH 3a YNoTpeda NpH KepMelIH xkeHH. Hama aocTareuHo

nHbpopMaLMa 38 eKCKPELIMATA Ha IeBOGIOKCAHH B MaMYHHOTO MJIAKO, HO OPYrHTe (IIyOPOXHHONOHH
¢e eKCKpeTHpaT B MaifuHoTo Mnako. [lopany nuncara Ha JaHHK NPH X0pa K NOpaaK
€KCIEPHMEHTAJTHO YCTAHOBEH PHCK OT YBPEXKNAHHA Ha HOCEIHTE XPYUIATH NPH PACTALIMA OPraHH3bM
cnen Mpuiarade Ha (UTyOpPOXHHONOHH NeBO(IOKCALMH He TPAGBa [a Ce M3TI0N3Ba NPH KEHH, KOMTO
KbpMST (BX. TOukH 4.3 1 5.3).

QOepTUIHTET _ .
JleBodnokcalHH He NPEAH3BHKBA YBpeXJaHe Ha GepTHIHTEeTa WIH PENPONAYKTHBHOCTTA NIPH IUTbXOBE.

. 4.7 EdexTn BLpxy cniocobnocTTa 32 modapane H pabora ¢ MAMHAR

JlesodnokcaunH NOBIHABA B MAJIKA WIH B YMEpeHa cTeneH cnocobHocTTa 3a wodHpaHe U pabota ¢
MalUHHA. HAaxoH HexeNaHH IeKapCTBEHH peakiH (HanpHMep 3aMaiiBaHe/CBETORBPTEXK, CHHIHBOCT,
IPHUTENTHH CMYILIEHHA) MOTAT 118 HApyLIaT cNocoOHOCTTa Ha MalLMEHTHTE Ja ce KOHUEHTPHPAT H Ja
pearupar, nopaas KOeTo € Bb3MOXKHO 18 BE3HHKHE OMACHOCT OT CHTYalMH, B KOHTO TE€3H
¢nocoGHOCTH ca oT ocobeHa BaxkHoCT (HanpHMep wodHpaHe H paboTa ¢ MaLIMHHK).

4.8 Hexelann JeKapcTBeHH PeaknEl

IMpeacraseHara no-aomy MHGOpMalHa ¢€ OCHOBABA HA AAHHH OT KIIHHHYHH MPOYYBaHHS NPH MOBEYE
oT 8 300 narmeHTH, KAKTO H NPOLB/LKHTENEH NOCTMAPKETHHIOB ONHT.

Hesxenanute peakiliy ca NoApeaAeHH Mo YecToTa, CNopea clieIHaTa KOHBEHLIMA: MHOTO YeCTH

(= 1/10), uectu (= 1/100 no < 1/10), Heuectu (= 1/1 00¢ no < 1/100), penku (= 1/10 000 no < 1/1 000),
MHoro peaks (< 1/10 000), u ¢ HeH3BecTHA YeCTOTA (OT HANMYHHTE JAHHHU He MoXe aa Onae
HANpABEHa OLIEHKA).

an BCAKO I'PYNMHPAHE 110 HECTOTA, HEXEJIAHWTE JICKAPCTBEHH PCAKLIHH CE H36pOﬂB&T B HH3XO0AAll pE€n
Mo OTHOLISHHE HA TAXHATA CEPHO3HOCT. '
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Hexenanu peakuyu B TabnyueH Bug

Cucremo- - |Hecrm: {Hegecym ' | Peaxs " {C nemigecTnn nectors
opragen kasc - | (2 1/100; ao. 141000 go - (21110000 Ao . {{or mamuinmye ;Ililill
SRS <me) <1168y - .<1IIM) C U | me Mowe jta Gt ¢
L AR i -unpamnienn)
Hudexumy 1 r0MYHH
uHbecTalMH HHOEKIHH
BKNFOUHTE/THO
KaHAHAO3HH
HHpeKUnH,
naTroreHHa
PE3HCTEHTHOCT
Hapymenus Ha NeBKONEeHHA TpoMboLHTONEHNS KOCTHOMO3ZbYHA
KPbETa 1 eo3HHOWINA | HEeyTponeHHs HEAOCTATLYHOCT,
numdHaTa CHCTEMA BKJIFOUHTENHO
AIUIaCTHMHA AHEMHA,
NaHLMTONEeHMA,
arpaHyJIoHMTO3a,
XEMOJIMTHYHA AHEMHS
HapymeHnus Ha AHTHOCACM aHa(uNaKTHYEH WOK®
HMYHHATa CHCTeMa) CBPBXYBCTBHTEHOCT | AHAQWIEKTOMIEH 1WOK
(Bxk. TOuKa 4.4) (BX. TOuKA 4.4)
ExnoxpHHEH CHHIPOM Ha
HapyLIeHHs HeafiIeKBaTHa CEXpeLs
HA AHTHAHYPETHYEH
xopmMoH (SIADH)
Hapymenns AHOpEKCHA XMIMOTJTHKEMHA XHIEPriTHKEMHA (BX.
Ha ocobeHo mpu TouKka 4.4)
'| MmeTabonxama NauMeHTH ¢ auaber,
H XPaHEHETO XHMOTIHKeMHYHA KOMa|
(Bx. TOuka 4.4)
TMenxnynn GeacpHue TPEBOKHOCT NCHXOTHYHH PEaKlMH | ICHXOTHYHH
HapyieHus* ChCTOAHME Ha | (Hamp. ¢ HapylUIcHHA CBC
obBpkaHOCT XamOLMHALMH, CKJIOHHOCT 38
HEPBHOCT [ApaHoN) CaMOHApaHABAHE,
AenpecHs BKJIKOYHTENHO
Tpesora CYHLMOHH MHCJIH HIH
aGHOpMHH OTIHTH 33 '
CHHHILA camoyOuiicTBo (BXK.
KOLIMApH Touka 4.4),
DEAUPHYM Manmi,
NaHUK aTaka
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HapyuwieHHnsa Ha
HEpBHATa
cucrema*

1

rnascbonune
3aMaiiBaHe

CBHJIHBOCT

TpeMop -
AMCrey3Hs

KOHBYJICHH (BIK.
ToukH 4.3 1 4.4)
napecresms
HapyHISHHE Ha
naMerTa

nepHgepHa ceH30pHa
HEBpONaTHA (BX.
Touka 4.4),
CEH30MOTOpHA
nepHdepHa
HeBponaTtHd (BK.
To4Ka 4.4);
NapocMHus,
BKJIOYMTENHO
aHOCMMKA,
JUCKHHE3HH,
eKCTpanupaMHIHK
HapylueHHs,
arcyzus,

CHHKOT,
OeHHrHeHa
HWHTpaKpaHHanHa
XHIIEPTOHHA,
MHOKJIOHYC,
HeBpanrus

HapyuieHns Ha
ounTe*

3PHTE/IHH HapYLICHHS,
KAaTO 3aMBIJIEHO
3peHHe

(Bx. Touka 4.4)

npexoaHa 3aryba Ha
3peHHe (BXK. To4ka 4.4),
YBEHT

Hapywenua Ha
YXOTO H
JaOMpHHTa™*

BEPTHIO

THHHUTYC

3aryba Ha ciyxa,
HapYIIEHKA Ha clyxa

Copaeynn
HapyLeHun**

| TAXHKapaua

NAIMHTALHA

KaMepHa TaxHKap/aHs,
KOATO MOKE J1a AOBeNe
J0 CBPAEUEH apecT,
KaMepHa apHTMHA H
torsade de pointes
(cro0LaBaHu
MpeauMHO NPH
NAUHEHTH C PUCKOBH
daxTopn 3a QT
YIBJDKABRHE),
yawokapaHe Ha QT-
HHTepBana Ha EKI
(Bx. TOUKH 4.4 1 4.9)

Coba0BH Hapylue-
Hug**

Omnaca ce
camo 3a iv
JAEKaPCMEeHYU

dopmu:
PnebuT

XHMIOTOHHA

PecnupaTopru,
TPBAHH H
MEAMACTHHATHH
HapyLIEeHHA

HHCTIHEA

6poHxocnassM,
aJIepruv4€H NHEBMOHHT

BG/HA145/001/1B/014
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CToMaIIHO-9peBHH
HApYIIeHAA

avapus
NOBpPbLIaHEe
rajiese

Gonka B
obnacrra Ha
KopeMa
AUCTIETICHA
¢natyneHumA
3arek

-| nuapua — kbpBaBa

JMapHs, KOATO B MHOTO
peaky cayduaHu Moxe fa
Obae nokasares 3a
€HTEPOKOJHUT, BKI1.
ncesaoMeMbpaHo3eH
KonHT (BX. Toyka 4.4),
NaHKpeaTHT (BX.

Touka 4.4)

XenaroOWnuapHHu
HapylleH!s

NOBHIICHK
CTOHHOCTH Ha
yepHOAPOOHH-
Te EH3HMH
(ALT/AST,
anKaiaHa
docdarasa,
GGT)

NOBHIIEHH
CTOHHOCTH Ha
6uwnnpy6uH B

KpBbETa

KBJITCHHLA H TEXKH
4epHOAPOGHH
YBpexIaHHui,
BKITIOUHTENHO QaTanHH
Cy4aH ¢ ocTpa
yepHOApOOHA
HEI0CTaTBYHOCT,
TIPEXHMHO MpH
NALMEHTH C TEXKH
CBITHTCTBALIA
sabonasaHns (BXK.
Touka 4.4),

XenaTuT

Hapyuiennd Ha
KOXaTa H
NOAKOXKHATA
ThkaH ®

olpue
npypHTyc
YPTHKapHs
XHIepXHIpo3a

| Touxa 4.4), puxcupanal

JIEKAPCTBEHA PEaKIHS
¢ eo3uHOWIMA H
CHCTEMHH CHMITTOMH

(DRESS) (k.

NeKapcTBeHa epynum1s

TOKCHYHA €ITHAEPMATHA
HEeKpOJIH3a,

CHHApPOM Ha Stevens-
Johnson,

epHuTeMa MyaTHdopMe,
peaKklUHH Ha
($OTOUYBCTBHTENTHOCT
(BXx. TOouKa 4.4),
JICBKOLHTOKIACTEH
BacKyJIUT,

CTOMATHT,
XHMEPIHIMEHTALMA Ha
KOJXarTa,

OCTpa reHepalM3HpaHa
€K3aHTEMaTO3Ha
mycryio3a (AGEP)
(pxk. Touka 4.4)

Hapywenus Ha
MYCKY/THO-
CKeJleTHaTa
CHCTEMA H
CheAMHHTEIHATa
ThKaH*

apTpairus

MHAaIrHs

YBpEXNaHHA Ha
CYXOKHITHATA (BXK.
Touku 4.3 u 4.4), Bk
TEHAUHHT (Harp.
TeHAHHHT Ha
AXMIecOBOTO
CYXOKHIHE),
MYCKyJHa crnabocT,
KOSTO MOXeE [1a € OT
0co0€HO 3HAYCHHE
TNPH NALHEHTH C
MHACTCHHSA IPaBHC
(Bxk. TOuKa 4.4).

pabaoMHonN3a,
PYNITYpA Ha CYXOXKHITHA
{Hanp. Ha AXWIeCOBOTO
CYXOxIINeE) (BK.
ToukH 4.3 1 4.4),

pYNTYpa Ha JIHTAMEHT,
pynTypa Ha MycKyn,
apTpHT. :

BG/H/0145/001/1B/014
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Hapywexns Ha NOBHLICHH octpa 6B6peuna
6uOperpre H CTOHHOCTH HA | HEAOCTATHYHOCT
MKOYHHTE CepyMHUA (namp. BCNEACTBHE
TBTHINA KpEaTHHHH HHTEpPCTHLUHANEH
HedpHT)

Obmm HapyieHus | Omuacs ce acTeHuA HOHPEKCHA | 6onka (Bkn. 6onka B
1 ehekTH Ha CamMo 3a iv obnactra Ha rep0a,
MACTOTO Ha Rexapcmaeenu I'bPAHTE H
npHIoKeHHe™* dopmu: KpaiHALMTE)

Peaxumn Ha

MACTOTO Ha

HH(Y3HS

(6onka,

3auEpBABAHE)

" AHadunakTHIHH B aHAHIAKTOHAHH PEaKLIMH MOMAT NMOHAKOTA 4a ¢e HAGNIONABAT JOPH Cel MbPBATa
zo3a.
® KOXHO-TMraBHYHM peakiuy MIOHAKOra MOTAT J1a c€ NOABST IOPH clle ITbPBaTa J03a.
*Cpobliasa ce 2a MHOTO PEJKH CIIYYaH HA MPOABIDKHTENHH (A0 MECELIN HIIH TOIHHH),
HHBAJTHIH3HPALIH H NMOTEHLHANHO HeOOPaTHMH CEPHO3HH JIEKAPCTBEHH PEAKLHH, 38CAraulH HAKONKO,
NOHAKOra MHOIO CHCTEMO-OPTaHHH K1aCOBE H CETHBA (BIUTIOUHTENIHO PeakliMH KaTo TeHAHHAT,
Pa3sKbCBAHE HAa CYXOXKMMe, apTpairii, 60ka B KpaifHULINTE, HApYLIEHHE HA MOXOAKATA, HEBPOTIATHH,
CBBP3aHH ¢ NAapecTe3Hd H HEBPATHA, YMOPA, IICHXHYHH CHMIITTOMH (BKJIIOUUTE/IHO HAPYILEHHS Ha
CbHA, TPEBOXKHOCT, PHCTHITH HA MAaHHKAa, AETIPECHR H MHCJIH 38 CaMOyOHHCTBO) HapylIeHHe Ha
NamMeTTa H KOHUEHTPALMATA, YBpeKAaHe Ha ClTyXa, 3peHHeTo, BKyca H 000OHAHHETO) BES BpPh3Ka ¢
ynotpebara Ha XHHOJIOHH H (UTyOPOXHHOJIOHH, B HAKOH CITyuaM, He3aBHCHMO OT Bede
CHIIECTBYBALIMTE PUCKOBH GaKTopH (BK. TouKa 4.4). -
**[1pu naipenTHTE, NMpHEMALIH GITYOPOXHHONIOHH, €2 ChOOLIEHH CTyYal Ha AHEBPH3MA M JUCEKALHA
Ha AOPTATA, NIOHAKOra YCJIOKHEHH NOPajH pa3KheBaHe (BIUTIOYHTEITHO ¢ AETANEH U3X0A) U
perypruraLisa/HeI0CTaTLYHOCT Ha HAKOH OT ChPAEYHHTE KIarnH (B, Touka 4.4),

Jpyru HexeslaHH edeKTH, KOHTO ce CBBP3BAT ¢ MPHIOKEHHETO HAa (PITyOPOXHHOMOHH ca:
- TIPHUCTBITH Ha NopdHpHA TIPH MALIMEHTH, CTPAAAIIM OT NOpPHpPHA.

Cnobmagane Ha NOAO3MPAHH HEWKENAHH DEAKLIHN

CrobiuaBareTo Ha N0J03HPAHH HEXENAHH PEaKLMH Clie]] pa3pelliaBaHe 3a yrnoTpefa Ha EKapCTBEHHS
NpoAyKT € BaxkHo. ToBa no3ponsABa Aa MPOABLKK HAOMONECHHETO HA CHOTHOLIEHHETO NON3a/PHCK 38
JIEKapCTBEHHA MPOIYKT. OT MEAMUHMHCKHTE CNELIMATHCTH Ce H3KCKBA Aa ChOOIUABAT BCAKA
NOJ03HPaHa HEXeNaHa peakuus upe3 M3mIHKTeNHa areHIHs No jekapersara, yi. ,,Jlamsx I'pyes”
Ne 8, 1303 Codms, Ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 TIlpenosupane

I[To nanHK Ha NPOYHBaHKS 328 TOKCHYHOCT, MPOBEACHH BBPXY MHBOTHH WK Ha GapMakoioruyHu
NPOYUBAHHA CBC CYTIPATEPANEBTHYHH I03H, HaH-BaXKHHTE NPHIHALM, KOHTO TPSOBA Aa ce O4aKBaT
cneg octpo npeaosupasxe ¢ Jlepoxca HHQY3IHOHEH Pa3TBOp Ca CHMITTOMH OT CTPaHa HA LEHTPAIHATA
HEpBHA CHCTeMa, KaTo 0ObLPKAHOCT, 3amaiiBaHe, HAPYIIEHO Ch3HAHWE, KOHBYJICHBHH I'bpUOBe,
yawmkasane Ha QT-unrepsana.

B noctMapkeTHHroBHs nepuoa ca Habmiopasanu IL[HC edekrn, xaTo: ChCTOSHHE
KOHBYJICHH, MHOKJIOHYC, Xa/IIOLIMHALINM H TPEMOP.

BG/H/0145/001/1B/014
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IIpn npexo3upane TpaGBa Aa ce NPHNOKH CHMITOMaTHYHO NedeHne. Heobxonumo e EKT
MOHHTOpHpaHe, NopalH Bh3MOKHOCT OT yARDKasaHe Ha QT unTepBana. XeMoauanusara,
BKIIOYHTENHO nepuToneannaTa anannia i CAPD, e ca edextuBHH 3a OTCTpansBaHe Ha
nesodaoKcalHH oT opranH3Ma. He cblliecTBYBa cnetindiyeH aHTHAOT.

5. ®APMAKOJIOTHYHHA CBONCTBA
5.1 ®dapmaxonasaMHuHE cBoiicTBa

dapmakoTepaneBTH4YHa rpyna: XHHOJIOHOBH aHTHOaKTepHanHK cpeacTBa, PyopoxHrononu, ATC
kox: JOIMAIL2 ‘

JlesodnokcauMH € CHHTETHYHO aHTHOAKTEpHANHO CPEACTBO OT rpymnara Ha QIYOPOXHHOIOHHTE H € S
(-) eHaHTHOMEpP Ha PALEMHYHOTO AKTHBHO BELUECTBO OGUIOKCAILIHH.

Mexann3pM Ha aelicTaue :
Karo ¢imyopoxuHon0ROBO aHTHOaKTEPHANHO CPEACTBO, JIEBOGIOKCALMH JeHCTRa BBPXY KOMILTEKCa

JHK-THK-rupasa 1 TononsomMepasa [V.
Bpb3ka ¢apMakokHHeTHKa/(hapMakoaHHAMMKA

CrenenTa Ha 0aKTepHLIHATA AKTHBHOCT Ha JIeBOGUIOKCALIMH 34BHCH OT CHOTHOUIEHHETO Ha
MaKCHMasHaTa cepyMHa KOHUEHTPalHA (Cnar) WM mowra noa kpueaTa {AUC) 1 MHHHManHaTa
HHxHOupania koHuerTpaunsa {MIC).

MexaHn3IbLM Ha PEINCTEHTHOCT
Pe3ucTeHTHOCT KBM JIEBOGUIOKCALHH ce MPUAOOHBa NOETAITHO Ype3 MyTaliHK B ABata Ta II

Tonon3lomepasy, JIHK rupasa n Tononsomepasa V. Jlpyru MexaHH3MH Ha pe3HCTEHTHOCT, KaTo
HapylleHa MPOITyCKIHBOCT Ha KIEThYHUTE MeMOpaHH (decto npu Pseudomonas aeruginosa) n
eTyKc-MEXaHH3MH MOTaT ChILO Ja OKaKAT BIHAHHE BBPXY YYBCTBHTENTHOCTTA KbM JIEBO(IOKCALIHH,

-Hafimonaea ce KphCTOCAHA PE3UCTEHTHOCT MEXULY JIEBOGIOKCALHH | APYTH (TyOPOXHHOIOHH.
TTopanu MexaHW3Ma Ha NEHCTBHE, KATO LAJIO HAMA KPBCTOCAHA PEIMCTEHTHOCT MEXIY
NepodNOKCALHHE M APYTHTE K1aCOBE aHTHOAKTEPHAIHM CPEACTEA.

I'paHHyHY CTOHHOCTH 38 H3NHTBAaHE 38 YYBCTBHTENHOCT
Toaxysarenrure xpHTepun 3a MIC (MuHHAManHa MHXHOMpala KOHLCHTPALMA) 38 H3NHTBAHE Ha

YyBCTBHTECAHOCTTA ca ycTaHOBEHH oT EBponeiickus koMHTeT 3a H3cneaBaHe Ha AHTHMHKpPOOHaTa
yyscTBHTENHOCT (EUCAST) 32 ieBodiokcaniiH ¥ ca H3OpPOEHH TyK:
https://www.ema.europa.ew/documents/other/minimum-inhibitory-concentration-mic-

breakpoints_en.xlsx

YecToTaTa Ha Ppe3HCTCHTHOCT MO’KE Ja BApHpa reorpadcki U ¢ BPEMETO 3a OnpeeieHH BUIOBE,
TIOPaJIH KOETO € HKEIaTENTHO 1a MMa HHGOPMALIMA 3a JIOKANTHATA PE3UCTEHTHOCT, 0COOEHO KOTraTo ce
NeKyBaT TexXKH HHpekunH. [Ipn HeoGxoaumocT Tpabea na ce TbPCH H MHEHHETO Ha CTICLIMAITHCT,
KOTATO PasnpoCTPaHEHHETO HA PE3UCTEHTHOCT € TAKOBA, Y€ TOJI3aTa OT JIeKAPCTBEHUS NPOAYKT NpH
HAKOH BH/I0BE HH(GEKLHH € Mo BBIIPOC.

O0u4aiino YYBCTBHTETHH BHIOBE

Aepobnn rpaM-nonokuTennn 6akrepnn
Bacillus anthracis

Staphylococcus aureus methicillin-uyacmeumennu
Staphylococcus saprophyticus

Streptococci, group Cu G

Streptococcus agalactiae

‘Streptococcus pneumoniae

BG/H/0145/001/1B/014
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Streptococcus pyogenes

AepobHE rpamM-oTpHnATe/IHE GaKkTepHH
Eikenella corrodens

Haemophilus influenzae

Haemophilus para-influenzae

Klebsiella oxytoca

Moraxella catarrhalis

Pasteurella multocida

Proteus vulgaris

Providencia rettgeri

AHaepofnn GakTepER
Peptostreptococcus

Apyra

Chlamydophila pneumoniae
Chiamydophila psittaci
Chiamydia trachomatis
Legionella pneumophila
Mycoplasma pneumoniae
Mycoplasma hominis
Ureaplasma urealyticum

Bapose, 3a xouTo leHJIOﬁ!lTlTa.pefillcTellTHOCT Moxe aa 6bae npoGiaem

Aepobuu rpaM-nooxatTedn 6axrepan
Enterococcus faecalis

Staphylococcus aureus methicillin-pesncrenTHu®
Koarynaza orpuuareniut Staphylococcus spp.

AepoOHE rpaM-0TpHIATEIHH GaKTepHA
Acinetobacter baumannii
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

Anaepodun Gaxrepun
Bacteroides fragilis

BpoaeHo pe3HCTEHTH mamMoBe

Aepofnn rpaM-noaoxHTeIHA HaKTEPpHEA
Enterococcus faecium

* MeTHLITHH-PE3HCTEHTHHTE S. aureus € MHOIO BEPOSTHO A2 NIPHTEKABAT KO-Pe3i
po np pes
¢ITyOPOXHHONIOHH, BIJTIOHHTEHO H KBM. JIEBOGUTOKCALMH.

BG/H/145/001/1B/014
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5.2 ®apMakoKHHETHYHH cBolicTBa

AbGcopOims
[Mepopanno npunoxenusT nesodnokcalinH ce abcopbupa 6BP30 H MOUTH HAITEITHO, KATO MAKCHMAMHH

I1a3MeHH KOHLEHTPAllHK ce OOCTHTaT A0 1-2 4aca. AGcomoTHaTa 6orannyHocT ¢ 99 — 100 %.
Xpanara HMa He3HauHTeneH edekT BppXy abcopbLmaTa Ha 1eBodNOKCALHH.

PaBHOBECHO CBCTOAHHKE ce AocTHra 110 48 vaca cnen npunarade Ha 500 mg BenHDbXK WIH ABA ITETH
JHEBHO.

Paznpenenenne
IpubnuzurenHo 30-40 % ot feBodrOKCALHH Ce CBbP3BAT C IUIA3MEHHUTE NPOTEHHH.

Cnen eaHOKpaTHO H Mﬂorbxpamo npunarane Ha 500 mg cpeanHaT obeM Ha pasnpeneieHHE €
npubnusurenno 100 1, koeTo nokassa WIMPOKO pasnpeneneHHE B TENECHHTE ThKAHM.

HEHHKBHHC B THKAHHTE H TEJIECHHTE TCUHOCTH.
JlepodnokcaunH neHeTpupa B GPOHXHANHATA THraBHLA H GPOHXHANHUS CEKPET, B &/IBEOITAPHHTE

makpodary, 6enoapoGHaTa ThKaH, KOXKATa (TEYHOCTTA HA KOXKHUTE MEXYPH), MIPOCTATHATA THKAH H
ypHHaTa. [IpoHNKBa B He3HAMMTENTHA CTENEH B Lepe6poCNMHANHATA TEMHOCT.

Buotpatcopmanma .

JleBodutokcaumH ce Metabonusupa B ceBeeM caba crenen, ¢ meTaboHTH necMeTr-neBodIokcanuH
u nesoiokcaunH N-okcha. Tean MeTaGonHTH cbeTaBAT < 5 % OT 103aTa H Ce eKCKPETHpAT B
ypuHata. JIeBogaoKcaLKH € CTSPEOXHMHYHO CTAOHIIEH H HE NPeTHPIABA XHPAJIHA HHBEPCHA.

EnumuHupane
Cnea nepopallHO H HHTPaBEHO3HO MpPHIOKEHNE Ha NeBodUIOKCALIHH, TOH Ce eIHMHHHPA OTHOCHTENHO

6asHO oT nna3mara (1 6 - 8 waca). ExckpeunsTa ce ocrIecTBABa MMaBHO npe3 6s6peunte (> 85 % ot
NPHJIOKEHATA 103a).

CpeaHuaT npusHAeH o610 TeNleceH KIHPBHC Ha JieBo(dIoKCalMH ¢liell NpHIaraHe Ha eHOKpaTHa 103a
o1 500 mg e 175 £29,2 ml/min.

Hsama ronemu paznnums pbB (papMakOKHHETHKATA Ha EBOMNOKCALMH ciiel HHTPABEHO3HO H
NEpOpaiHO NMPHIOKEHUE, KOETO NOKA3BA, Y€ NEPOPASHHAT W HHTPABCHOZHHAT HAYMH HA NPHIOKEHHE
€a B3aMMHO 3aMEHACMH.

JInneHHoCcT .

Jlerodokcauun Hma nHHelHa GpapMakOKHHETHKA NpH AuanasoH ot 50 ao 1 000 mg.

Croeumaniy nomyJjaanus

Hayuenmu c 6v6peuna nedocmamvunocm

dapMakoKHHETHKATa Ha JIEBOUIOKCALIMH ce MoBIuABa oT Op0peyuHo yBpexkzaHe. C HaManaBaHe Ha
6B6peuHaTa yHKIHMA, HAMATIABAT M eTUMHHUpaHeTo npe3 616peunTe  GLEPEUHHUA KITHPBHE, a
€MAMHHALHOHHHAT MOTYXKHBOT C¢ YIbJDKABA, KAKTO ce BHKAA OT TabHuaTa No-nomy:

QapMakoKHHETHKA NpH 610peuHa HEAOCTATHMHOCT CAEA NpHIIaraHe Ha €JHOKPATHA MepopanHa 103a
ot 500 mg

Cl, [ml/min] <20 20 - 49
Cly [ml/min] 13 26
tin [hi 35 27
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Hayuenmu 6 cmapuecka av3pacm 7
Hsama cTaTHCTHYECKH 3HaUMMM PadIHKH B KHHETHKATA Ha NeBOQUIOKCALIMH PH MIAAH H NALHEHTH B
CTapyecKa BL3PACT, OCBEH PA3fIHKUTE B KPEATHHHHOBHA KITHPEHC,

Paznuyua, obycnosenu om nona

OTaenHu aHAIW3K NPH MB3KE H JKEHH MOKA3BAT MAJIKH A0 FPAHHYHH NTOJIOBH Pa3fiHiHA BLB
¢dapmakoknHeTHKaTa Ha neBoduokcaunH. Hama nokazartencTsa 3a KIIMHHYHATA 3HAYHMOCT Ha Te3H
pazIHYHA.

53 IlIpeaxnuun4nn nanns 3a Gezonacnoer

HekTHHHYHHATE JaHHH HE MOKa3BaT 0cobeH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHIIHOHANTHUTE
ApOYYBAHHUA HA COHOKPATHA 0038 TOKCHYHOCT, XPOHHYHA TOKCHYHOCT, KAPIIHHOTEHEH NOTEHLMAN H
TOKCHYHOCT 3a penpOayKHHATA H Pa3BHTHETO.

JlepookcallMH He MpeAM3BUKBa YBpexkaaHe Ha GepTHTETa WIH PENpPOLYKTHBHOCTTS MPH IWTHXOBE
M IMHCTBEHMAT My edieKT BBPXY IUI0/a € 3a6aBeHo Ch3pARaHE BC/ICACTBHE TOKCHIHOCT NPH MalikaTa.

JleBodiokcauMH He NpeH3BHKBA reHHH MYTALMH B 6aKTEpHANHHTE WIH KIEeTKHTE Ha Go3alfHHLM, HO
NPEIH3BHKBA in Vitro XpOMO30OMHH abepaliui B GesoapoOHUTE KIETKH Ha KUTalickd xaMcrep. Teau
e(deKTH MOraT Aa ce TWDKaT Ha HHXHOHpaHe Ha TomousoMepaza Il. /n vivo TecToBe (MHKpOHYKIIEYC,
ofMeH Ha CeCTPHHCKH XpOMaTHAH, HenpeABHAEH cHHTe3 Ha JIHK, AoMHHaHTHH NeTanHy TecToBe) He
MOKa3BaT FeHOTOKCHYEH MOTEHIIHAL. '

HscnensaHuaTa BLPXY MHILKH TOKA3BAT, Y€ JIEBOMIOKCALIMH HMa (POTOTOKCHYHA AKTHBHOCT CaMO MpH
MHOTO BHCOKH 103H. [IpH w3cnensane 3a (oTOMyTareHHOCT NeBO¢IOKCALMH He NOKa3Ba

F¢HOTOKCH4eH noreHuHan. [1pu npoyusane 3a GOTOKAHIEPOTeHHOCT ¢e HabmoaaBa peaylMpaHe Ha
TYMOPHOTO Pa3BHTHE.

Karo apyru dnyopoxunononn, nesoduiokcaiyy nokassa edekT BspXy XpyuluTe (OTAENBAHE M
KYXHHH) MIPH [LTHXOBE U Ky4eTa. Tean HaxO/IKH ca NO-H3Pa3cHH NPH MIAINTE JKUBOTHH.

6. GAPMAIEBTHYHH JAHHH

6.1 CoHcbK B2 IOMOOIHHATE BEIECTBA
Harpues xyopua

Conna kucennna 5N (3a kopHruapaHe Ha pH)
Boaa 3a Htokexumn

6.2 HecsBMeCTHMOCTH

Jleroxca nHdysHoHeH pa3TBOp He TPAOBA Na CE CMECBA C XENapHH WIH ANKaNHH pa3TBOPH (HANpHMEP
HaTpHeB XHApOreH kapBoHaT).

Tosu nexapcTBes npoaykT He TpaGBa a ce CMecBa ¢ APYTH JIEKAPCTBEHH NPOLYKTH, OCBEH
MOCOYEHHTE B TOUKA 6.6.

6.3 Cpox Ba rognoct
Cpox na 200n0cm 6 onaxoexa 3a npodaxcba: 3 roannHn

Cpox na 200H0Cm CheQ npemaxeare Ha 6bHWHAMA onaxoeéxa: 3 aHu (TpH cTai
Cpox na zo0nocm cred neppopupane na cymenama sanywanxa: (Bx.Touka 6,6}

-
- b
.

______ - s
A

b
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Cnred nvpso omgapsane:

Ot MUKpPOOHONIOrHYHA TTIeIHA TO4KA, OCBEH B CIIHaHTe, KOTaTO HAYHHBT Ha OTBapAHE M3KIIIOYBa
PHCK OT MHKpOGHO 3aMBbpcABaHe, NPONyKTET TpAOBa He3abaBHO ia Ce H3MO/I3Ba. AKO HE CE H3NOJI3Ba
He3abaBHO, CPOKET H YC/IOBHATA HA ChXpaHEeHHe ca OTTOBOPHOCT Ha MoTpebHTeNA.

6.4 Cnennanug ycjJ0oBHE HR ChbXpaHeHHe
Crxpanssaiite ¢pakoHHTe PLB BHHIUIHATA KAPTOHEHA ONAKOBKA, 33 114 CE IPEAINAs3AT OT CBETIHHA.
6.5 BuaH cLALPXKAHEE HA ONAKOBKATA

50 ml dakoH OT NPO3pavHO CTHK/O THN I, 3anevaTan ¢ GpoMoOyTHIIOBA ryMeHa 3aMyLIasiKa H
anyMuHHeBa Kanauka. Beexn dnakoH ceabpxa 50 ml pasteop. Onakoekn ot 1, 5 1 20 drakoHa.

100 ml, ¢pnakoH oT Mpo3pavHO CTHKMO THN I, 3aneuaraH ¢ 6poiuoﬁy*mnona ryMeHa 3anmyluanKa n
aTyMHHHeBa Kanauka. Bcexy ¢nakon ceabpxka 100 ml pazreop. Onakosk ot 1, 5 1 20 ¢nakona.

He BCHYKH BHI0BE ONAKOBKH MOTaT Aa Obaat mycHaTH B poaaxba.
6.6 CnennajHH NpeAnA3HEA MEPKH NPH H3XBLpasHe u pabora

Camo 3a eHOKpaTHa ynotpeba. HeHsnonseaHOTO KONHYECTBO C€ H3XBEPIIA.

4

ITpoayxTrT TpaAbBa Na ce NpoBepH BU3YATHO 33 YACTHLIM H MPOMAHA B LIBETA NIPEAH NPHIOKEHHE,
Hznon3ea ce caMo GUCTBP 3eN1eHHKABOXKKIT pa3TBop 63 npHMec Ha YacTHLIH.

JleBokca HHbY3HOHEH pa3TBop TpAOBa Aa ce W3non3ea HezabaBHo (A0 3 4aca) cnex nepdopupane Ha
TyMEHATA 3aImyIuanKa, 3a Aa ce u3berHe SaxrepuanHo lambpeapane. [To Bpeme Ha HHOY3HA He ¢
Heo6XoaMMO MPOIYKTHT Aa ce Mpe/nasBa OT CBETIHHA.

To3u nexapcTBeH NPOAYKT MOKE Aa C& NPUIAra CaMOCTOATENHO HIIH C eJHH OT CNIEAHHTE PasTBOPH:
0,9 % pa3TBOp Ha HATPHEB XJIOPHA

5 % nexcTpo3a HIXKEKLHOHHA

2,5 % pexctposa B pasTeop Ha Punrep

KoM6uHipaHH pa3TBOpH 3a NapeHTEPATHO XpaHeHe (AMHHOKHUCEITHHH, BEITICXHUAPATH, EJIEKTPOIHTH)

XHMHuHATA H PHIHYHA CBBMECTHMOCT Ha JIEBO(IOKCALHH HH(Y3HOHEH PAa3TBOP ¢ FTOPHHTE PasTBOPH
€ AeMOHCTpHpaHa B NpoawDKeHHe Ha 4 uaca npH cTaliHH YCII0BHA.

Bx. Touka 6.2 3a HeCLBMECTHMOCTH.
HeusnonsgaHMAT NPOAYKT WIH OTHAABEUYHNTE MaTepHANH OT Hero TpAOBa Na ce H3XBLPJAT B
CHLOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA. :
7. MNPHUTEXATEJ HA PASPEILIEHHETO 3A YIIOTPEBA
Teva B.V.

Swensweg 5

2031 GA Haarlem

Huaepnanans

8. HOMEP HA PAZPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20100230

BG/HA145/001/1B/014
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9. JATA HA ITBbPBO PASPEINABAHE/MIOJHOBABAHE HA PASPEIIIEHHETO 3A
YIIOTPEBA

Jarta Ha mspBo paspemasane: 01.04.2011 r.
Jlata Ha nocneaHo noaHoessasane: 03.01.2018 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

BG/H/0145/001/1B/014
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