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i Ti'MTENTHA ATEHLMA N0 NEKAPCTRATA
1. HUME HA JEKAPCTBEHHUS MPOAYKT UolILAI M nhA
Kpamxa xapakmepucmuka Ha npogykma - [Tpuroxexue 1

Aznduot 500 mg punamupaHu TabneTku Kom Pez. Ne ... VQOX‘*’DLLL ...................
Azibiot 500 mg film-coated tablets

Paapewenrue Ne

BG/MA/MP - ...... :(lD‘k(’s/1 ........ i
2. KAYECTBEH H KOJIMMECTBEH CbCTAB OGOBPEHUE N ... 7 R

Besika duamupana tabnetka cbabpika 500 mg asMTpoMuUMH (azithromycin) kato 524 mg
A3UTPOMMUMH AUXUAPAT (azithromycin dihydrate).

[ToMOLLIHH BELECTBA C M3BECTHO JeHcTBHe: 2,85 mg nakTo3a MoHOXHApaT/TabneTka.

3a MBbJIHHUA CIHUCHK HA MOMOLLHHUTE BELLLECTBA, BK. TOUYKA 6.1,

3. JIEKAPCTBEHA ®OPMA

dunmupana TabneTka
TaGnerkute ca ¢ oBanHa Gopma, Oe1M M HMAT Je/IHTENHA YepTa.
Tabnerkara moxe 1a Ob/1e pa3/ieieHa Ha /IB€ PaBHH J103H.

4. K/IHMHHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHH

A3HOHOT € MoKa3aH 3a JeYeHHe Ha ClieIHMTe HHGEKLIMK NPH Bb3PACTHH M FOHOLIM C TErI0 HAi-MaJKo

45 kg (Bxk. Touku 4.4 u 5.1):

- OcTbp CTPENTOKOKOB TOH3UIMT U (PAPHUHTHT

- OcTbp OakTEpHANEH CHHYHT

- OcTbp DakTEpHaNeH OTHT Ha CPEIHOTO YXO

= [THeBMOHMS, npuaoduTa B obwwecteoTo (I1110)

- OcTpu OakTepHanH1 HHPEKLHH HAa KOXKATa M NO/IKOXKHATA ThKaH

- Eputema murpanc (paHeH nokanu3upas craauid Ha Jlalimcka Gonecr)

- VpeTpuT U uepBUUMT, npeaussukan ot Chlamydia trachomatis

- YpeTpuT U uepBUUMT, NpeausBUKanu ot Neisseria gonorrhoeae, B koMOHHaLMS C APYTO
NOAXOAAO aHTHOAKTEpHANTHO cpecTBO (Hanp. uedrpuakcon)

- Mek WwaHKbp

A3u0HOT € NoKa3aH 3a JieyeHHe Ha Bb3PACTHH NAaLMEHTH C OCTpa ek3auepbaLms Ha XpOHHYEH
OPOHXHT.

Tpabsa na ce umar npeasua opUUHATHHTE PLKOBOJCTBA 3a NMpaBWiHa ynoTpeda Ha
aHTUOaKTEepHAIHUTE JIEKAPCTBA.

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

HOZH pOBKa

Bwspacmuu u onowu ¢ meeno nai-manko 43 kg
A3UTPOMHLIMH TPAOBA Na ce MpHIara Kato eMHHYHA JHEBHA 1034,

Tabnuua 1: [lpenopbky 3a 103HpaHe MpH BL3PACTHH W IOHOLLM C Terio Hah-manko 45 kg
ITokazanue CxeMa Ha npuiaraHe Ha a3HTPOMHLIMH
OcTbp CTPENTOKOKOB




TOH3HIHT H (PAPHHTHT

OcTbp GaxTeprasieH CHHYHT
500 mg/neH 3a 3 aHu
OcTbp OakTepHaneH OTHT Ha
CPENHOTO YXO HIH
Octpa exsauepbawus Ha 500 mg B aeH 1, nocnearaHo ot 250 mg/aeH B oHM 2-5
XpoHHveH 6poHxut*

[HeBMoHMA, NpHao6HTa B
obectroTo”

OcTpH bakTepHanHu
HHbEKLHHY Ha KOXKaTa H
NOAKOXKHATA ThKaH
EpuTtema MurpaHc (paHeH 1 000 mg B aen 1, nocneapaso ot 500 mg/nex B nHm 2-10
NOKaNW3MpaH CTafui Ha
Jlaiimcka BonecT)

Y peTpuT ¥ LepBHLMT, 1 000 mg kato egMHKUYHA 033

npeaussukan ot Chlamydia

trachomatis

YPperpuT 1 UepBHLIMT, 1 000 mg nunu 2 000 mg* kaTo equMHH4YHA 1032

npean3BHKaHH oT Neisseria
gonorrhoeae, B koMOHHALMA
C ApYTo NOAXOAALLO
aHTHOaKTepHaNHO CPENCTBO
(nanp. uedrpuakcon)

Mek WwaHkb 1 000 mg kaTo egHHMYHA JO3a
p g

* 33 leueHHe CaMO Ha BL3PACTHH

* pH BB3PACTHH NEPOPANTHOTO JIeYeHHe MOXKe Aa Gbje IPOBEAEHO H Clle] MHTPABEHO3HO JIEUEeHHE,
AKO € KITMHHYHO MOKAa3aHO 3aBbPLIBAHETO HA 06uio 7- o 10-aHeBeH Kypc Ha NeueHue (3a
noapobHocTH BikTe KpaTkaTta xapaxrepHcTiKa Ha NPOAYKTa HAa HHTPaBEHO3HUTE JOPMH Ha
A3UTPOMHLIMH)

TpaGpa na ce 0OMHCIIAT CXEMHTE Ha JIEHEHHE, NO3UTE H MPOABDKHTETHOCTTA Ha IGUEHHETO, KAKTO
ce MpenopLYBa B aKTYATW3HPAHHTE PBKOBOACTBA 33 JICUEHHE NPH BCAKO NOKa3aHHeE.

Hponycnama doza

AKo ca H3MHHANH 12 yaca WK NO-MaiKo OT NPOMycHATaTa 1034, NalueHTLT TpabBa Aa Obae
NOCHLBETBAH [12 A NPHEME BL3MOXHO HAl-CKOpO B C/ied TOBA Aa B3eMe CNeBaluaTa 1o3a B obuuaitHoto
BpeMe 1o rpadHk. AKo ¢a U3MHHAIKH noBeue oT 12 vaca oT 0OMYaHHOTO BpeMe 3a IIPHEM HA [103aTa,
nauMeHTsT TPAOBa na Obae NochBETBAH A3 W34aKa O ceaBallara a03a no rpaduk.

CrneuuManyy nonyaaumu

Bwbpeuno yepexcoane
He ce Hanara kopurupase Ha ao3ara npH nauneHTH ¢ GFR > 10 ml/min. [Ipu nauwenTn ¢
GFR < 10 ml/min a3uTpoMuuuH TpaGBa Aa ce npunara ¢ NOBHILIEHO BHUMaHHeE {BX. TouKa 5.2).

YeproopobHo yepecoane
He ce Hanara kopurupaHne Ha no3ara npH nauHeHTH c neka (knac A no Child-Pugh) nnu yme
cTeneH Ha YepHoapobHo yepexaade (knac B no Child-Pugh) (Bx. Touka 5.2). Jluncear nan
NALHEHTH C TEXKKA CTENEH Ha YepHoApoOHO yBpexkaaue (knac C no Child-Pugh). Cnenosaft
a3IMTPOMULIMH TpabBa f1a ce Npuiara ¢ NOBUILEHO BHUMAHUE MNpPH TAKHBA MALKEHTH (BXK. T



Cmapuecka au3pdacm

He ce Hanara kopurupane Ha 103aTa NpH NaUKEHTH B cTapyecka Bb3pacT (Bx. Touka 5.2). Twil kaTo
NpH NaUKWEHTHTE B CTApYECKA Bb3PacT HMA MO-roaaMa BEpOATHOCT 1a Bb3HHKHAT APOAPHTMHYHH
CBCTOAHHSA, CE MPENnopLYBa A4 Ce Noaxoxaa ocobeHo BHHMATENTHO NOpagd PUCKA OT Pa3sBHTHE Ha
ChpAeYHH apUTMHH U torsade de pointes (Bk. Touka 4.4).

[MeanaTpuyHa nonyaauus

Hgama cvoTBeTHa ynotpeba Ha A3HOMOT 3a IeUeHHE Ha OCTpH ek3auepOalrH Ha XpOHHYEH OPOHXHT
APy NEAHATPHYHH MALIMEHTH.

[pennaraT ce npyru nexapcTeeHH HOPMH, KOHTO MOXKE 13 €a MO-NIOAXOIALLH 33 NEYEHHE Ha
NaLMeHTH, KOMTO HE MOTaT Ja MONTbLIAT Ta0AETKH, KAKTO H NeJHaTPHUHH NALMEHTH C TErno noa
45 kg.

HaukH Ha npuIocKeHHe

3a nepopanHo npuAcKeHHe.

TabaerkuTe TpAOBa Na Ce MBJTAT LENH, KATO €AMHHYHA AHEBHA 033, H MOXE A3 C€ MPHEMAT ChC KM
Oe3 xpana.

[MpunoKeHHeTO HENOCPEACTBEHO NpeJH XpaHEHe MOXKE Aa NoA0OpH CTOMAILHO-YpeBHATA
NOHOCKHMOCT.

Azubuor 500 mg TaGneTkure Morar Aa ObaaT pa3aeNeHd Ha ABE PaBHU NOJOBHHH, KOMTO MOFaT Aa
ObJaT H3NO3BAaHH 3a aanTHpaHe Ha qo3arta. Lianara taGneTka uny nonoeuH TabneTka Tpabea na ce
npUeMe KaTo eAMHUYHA AHEBHA 034 CHINACHO NMPENIOPBKHUTE 3a JO3HPAHE.

4.3 IlpoTHBONOKA3AHHA

CBp’bX‘-{YBCTBHTCJIHOCT KBbM aKTHBHOTO BCIICCTRO, EPHTPOMHUUHH, MaAKPOJIHAHH HIH KETOAHAHH
AHTHOHOTHLM WIH HAKOE OT NTOMOLIIHHUTE BELISCTBA, H36POCHH B TOouka 6.1.

4.4 CneunsaiHH BpeayNpeXAeHHA H NpeANasHH MepKH NpH ynoTpeba

HoTeHupMan 33 pe3UCTEHTHOCT
A3UTpOMHLMH MOXKeE 12 61aronpUATCTEA Pa3BHTHETO HA PEIUCTEHTHOCT NOPAAH CBLP3aHUTE

ABJIrOTpaHHH H MOHKWXKABALUK CE HHBA B IU1a3MaTa H THKAHHTE Clle] Kpad Ha JledeHHeTo (BXK. TOHKa
5.2.) Jleuenue ¢ azutpomuumH TpsabBa Aa ce 3an04Ba CaMo CNe BHMMATENHA OUEHKA Ha 10/13aTa |
PHCKOBETE, KATO C€ MMa NPEABH/ JIOKATTHATa NpeoblaaaBalla pe3HCTEHTHOCT H KOraTo
NpeANOYUTAHHTE CXEMH HA ICYEHHE HE Ca MoKa3aHy.

TexXKH KOKHM PeaKiLuy H PeakLMy HA CBPbXYYBCTBHTEIHOCT
BBE BpB3Ka ¢ IeHeHHE C a3HTPOMHLIMH C€ ChODILABA 32 PEOKH CEPHO3HK aNeprudHH peakLIHH,
BIJIOUHTENIHO aHMHOSAEM H aHadHIaKCHs (PAKO NeTanHa), TEXXKH KOXKHH HeXeNaHH peakLiH (severe
cutaneous adverse reactions, SCAR), Bkntountento cuHapoM Ha Stevens Johnson (SJS), TokcuuHa
enuaepmanHa Hekpoausa (toxic epidermal necrolysis, TEN), nekapcTseHa peakums ¢ €03HHOPHINA H
cHcTeMHH cuMnToMH (drug reaction with eosinophilia and systemic symptoms, DRESS), octpa
reHepasu3MpaHa eK3aHTeMaTO3Ha mycTyno3a (acute generalised exanthematous pustulosis, AGEP),
KOHTO Morat ja 6baaT :KHBOTO3acTpallaBauly WiH JeTank# (Bx. Touka 4.8). Tlpu npeanuceaneto
naiuMeHTHTe TpAGBa Na 6bAAT HHHOPMHPAHH 3a PHU3HALMTE U CHMIOTOMHTE H BHUMATENHO
fipocefABaHH 32 KOXKHH peakuyd. Haxkou oT Te3u peakunH npu JeueHUE ¢ a3UTPOMHLIMH BOAAT A0
PELMAHBHPALLM CHMITOMH H HANAraT No-Ibabr nepHos, Ha Habmonenue v neuenue. [1pH Bb3HHKBaHe
Ha a/IEpruyHa peakuKs, IEYCHHETO C a3UTPOMHLMH Tpabea na 6bae npeycTaHoseHo W TpabBa na ce
Ha3Ha4M noaxoaawa tepanus. Jlexapute TpaGBa 1a 3HAAT, 4e MOXKE Aa MMA MOBTOPHA NOABA Ha
aneprHYHHTE CHMNTOMH NPH NpeyCcTAHOBABaHEe HA CHMITTOMATHUHATA TEPanHs.

Yapmkaeane va QT uHTepeana
YabnxkeHa cepaevHa penonapuzauua 1 QT naTepran, BKIIOYHTENHO PHCK OT Pa3BUTHE HA '
cbpaeqHa apuTMHA K torsades de pointes, ca HabnlonaBaHK NPH TEYEHHETO C APYrH MaKpon



BIJIIOUHTENHO a3UTPOMHUMH (B, Touka 4.8.) 3aTosa, THH KaTo CAEIHHTE CUTYAUHH MOXKE 1a
JOBEAT 10 MOBMIIEH PHCK OT BEHTPHKYJNapHH apHTMHH (BKIIOMKTENHO torsade de pointes), kouto
MOrar Ja AOBeJAT A0 ChpAeYeH apecT, a3HTPOMHLWH TpAOBa A2 ce MpHiara ¢ NOBHILIEHO BHUMAaHHE
MPH NAUKEHTH C TEKYLLUH MPOAPHTMHUHHU CHCTOAHHA (0COOEHO KEHH U NALKEHTH B CTapyecka
BB3PACT), KATO MALKHEHTH:
- ¢ BPOIEHO WIH AOKyMEHTHpaHo yab/nkasade Ha QT uHTepsana;
- Ha TEKYLUO JIEYEHHE ¢ APYTH AKTHBHH BELLECTBA, 33 KOHTO € H3BECTHO, Ue
yabmkasaT QT vHTeppana (Bxk. Touka 4.5);
- ¢ enekTponuTeH aucbanaHc, ocobeHO B cayuan Ha XHIMOKATHEMHA U
XMIIOMarHe3HeMHs;
- ¢ KIHHHYHO 3HauWMa Gpaaukapiavs, ChpAeYHA APHTMHSA HITH TEXKA ChpAEYHa
HEJOCTATBYHOCT;
- B cTapuecka Bb3pacT: [lauueHTuTe 8 cTapUecKka BB3pactT MOKE 04 ca NO-NOJATIHBH
Ha CBbP3aHUTE C NekapctBoTo edexTH BbpxXy QT uHTEpBana.

XenaToToOKCHYHOCT

Twii kaTo YepHHAT Apo0 e OCHOBHHMA NbT Ha €THMHHHPaHE HAa a3HTPOMHUMH, yoTpe6aTa Ha
a3UTPOMHLIHH TpAOBa fa ObAe C NOBUILEHO BHUHMAHME MPH MALMEHTH ¢ YepHOApOOHH 3abonABaHus.
Hma cpobiuenns 3a ciny4an Ha Gy IMHHAHTEH XENaTHT, NOTEHUHATHO BOJEL A0
*AMBOTO3aCTpalLlaBalla YepHOAPOGHA HEIOCTATBYHOCT, MPH JIeYEHHE ¢ asuTpoMHumny. [pu neyenue ¢
A3UTPOMHLIHH Ce ChODIIABRA CBILO H 33 XEMATHT, XONECTATHYHA XKBITEHHLA, YePHOAPOOHA HEKpO3a U
yepHOApoOHA HEAOCTATLYHOCT, HAKOW OT KOMTO BOAAT A0 HACTBNBAHE HA CMBPT (BXK. Touka 4.8).
Hsaxou nauueHTH MOXKe Aa ca HMaiy NIpeLECTBALIO YepHOApoOHO 3abonaBaHe WK MOXe Ja ce
OKaJKe, 4€ MPHEMAT APYTH XeNaTOTOKCHYHH JieKapcTBeHHM npoaykTy. [launenTure Tpabea na 6baar
CbBETBAHHU Ja CNPAT NPHUIOKEHUETO HA A3HTPOMHULIMH K A CE CBbPKAT C TEXHHS IEKAP NPH Pa3BUTHE
Ha MPU3HALM H CHMIITOMH Ha yepHoApobHa AMchYHKUHA, KaTO 6BP30 pa3sBHTHE Ha ACTEHHSA, CBBP3aHa
C XXBJITEHHLIA, ThMHA YPHHA, CKIOHHOCT KbM KbpBEHE WK uepHoApobHa eHuedanonaTus. B rakuea
cny4au BegHara TpAOBa [1a ce M3BBbPILAT H3CNTEeNBAHHA HA YepHOAPOOHHTE QYHKUHOHANHH
MOKA3aTeH.

Hwnapus, cewp3ana ¢ Clostridioides difficile (CDAD), ncepnomemMbpaHo3eH KOAMT

Hma crobuwenns 3a CDAD n ncesnomeMOpaHo3eH KOMMUT TIPH JICUEHHE C A3HTPOMHLIMH H TekecTTa
HM MOJXE Jia BapHpa OT JieKa JHApHA A0 feTaneH KonuT {sx. Touka 4.8). CDAD u
ncesaomemMOpaHozeH KOIUT TPAOBA Aa ce HMAT NpPeABHA NPH NALUMEHTH, KOUTO HMAT AMAPHA 110 BPEME
HA WIH CNeA MPUIOKEHHETO HA a3uTpoMHLKH. Tpabea ga ce oGMKCAH NpeyCTaHOBABAHE HA
TepanuATa C a3MTPOMHLIMH U NpeANpHEMAHE HA NOAILPXAUIH MEPKH 3a€HO C NPHIOKEHHETO Ha
crnewripuuHo nevenue 3a C. difficile. He Tpabea na ce nasart nekapcTBeHH NPOAYKTH, KOUTO
HHXHOMpAT NEPUCTANTHKATA.

Hudekuny, npegapaly no nojace nbT

MHoro BepoaTHo e Neisseria gonorrhoeae na € pe3CTEHTHa Ha MAKPOIMAH, BKJIIOUHTENHO a3ana
a3UTpOMHLMH (BX. Touka 5.1). CnefoBaTeNHO a3HTPOMHLMH HE Ce NPENOPHYBA 34 IeYEHHE Ha
HEYCJOKHEHA rOHOpes ¥ Ta30Ba BL3NAAUTEAHA OONECT, OCBEH aKo JabopaToOpHUTE pe3ynTaTi He
NOTBBLP>KAABAT Yy BCTBHTEIHOCTTa HA MMKPOOPraHH3Ma KbM a3UTPOMHMUMH. AKO OCTaHe HeneKyBaHo
WK € NekyBaHo cyDonTumanHo, Tosa 23aboisBaHe MOXe 13 NOBEAE N0 MOABA HA KECHH YCIOMKHEHHS,
KaTo HHQEPTWINTET H eKTONMHYHA OpeMEHHOCT.

OcseH ToBa, ako ce 0OMKCAS IPHIaraHe Ha eANHHYHA 1032 A3HTPOMHLIMH 32 JIEYEHHE HA YPETPHT M
LIEPBHUMT, IpeAU3BHKaHH OT N. gonorrhoeae vinun C. trachomatis (Bx. Touka 4.2), Tpabsa aa ce
H3KMIOHH CHITLTCTBALLA YpOreHHTanna ubekuns ¢ Mycoplasma genitalium nopaau BUCOKHA pHCK
OT NOABA HA PE3UCTEHTHOCT B TO3H MUKPOOPTraHW3bM,

[1pu ToRa Tpabea Na ce W3KIIOYH CHIBTCTBALLA HHEKLUHNA, npeauzsHkana or Treponema pal
Thil KATO B HHKYOaUHOHHHA IEPHOI CHMIITOMHTE Ha CUDUAXC MOraT aa ObaaT MaCKHpaHH
na 3a6aBH NOCTABAHETO HA AHArHO3A.



[Tpy BCUYKKM NALMEHTH € YPOreHUTANHH HHEKUWH, NpeaaBaHH No NoioB NbT, TpAGea 4a ce
3aN04He NPOBEMHIAHETO HA NOAXOAALIA AaHTHOaKTepHalHa Tepanid U MUKpOOHONOrHYHK
HIC/IeNBAHUA 32 NPOCNEAABAHE.

Muacrenuna rpaBuc
HmMa c¢bobiueHus 3a 000CTpAHE HA CHMITTOMHTE Ha MHACTEHHS FPABHC H HOBA NOABA HA MHACTEHEH

CHHAPOM MpH NAUHEHTH, NOJTYHABALM TEPANHA C a3UTPOMULIMH (BK. Touka 4.8).

He4yyBCTBUTENIHH MHKDPOOPraHH3MH

VYnotpe6Gata Ha a3UTPOMHLIMH MOXKE Aa NOBEIE 0 CBPBXPACTEXK HA HEUYBCTBUTENHH
MHKpoopranusmH. [1pu Bb3HHKBaHE Ha CynepyHbEKLMA MOXKE 1a CE HANIOXKAT NPeKbCBaHe Ha
JIEYEHHETO WIH APYTH NOAXOAALIH MEPKH.

EproTaMHHOBH NPOU3BOAHH

an NauKeHTH, NONnyYaeallH eproTaMHHOBH MPOH3BOAHH, € BE3HHKHAN €ProTH3IBLM NPH
CAHOBPEMEHHO NPUIOKCHHE HA HAKOH MAKPOTHAHH aHTUOHOTHLIM. HAMA NaHHHK NO OTHOLLEHHE Ha
Bb3MOKHOCTTA 38 B3aMMOJEHCTEUE MEXIY €ProTaMUHOBHTEC MPOH3BOAHH H A3HTPOMHLIHH. B'bl'lpEKH
TOBa, MOpajH TCOPETHYHATA Bb3MOMKHOCT 3a Bb3HHKBAHC Ha €ProTHIbM, a3HTPOMHLUHH H
CproTaMHUHOBH NPOH3BOAHH HE MOKE 1A CE NpHiarat €AHOBpPEMEHHO.

[oMOWHO BELECTBO ¢ U3BECTHO NeHCTBHE

OunMupaHuTe TabneTkyn cbabpiKar nakrosa. [launeHTy ¢ peaxu HacneacTBeHH pobaeMu Ha
HEMOHOCHMOCT KbM TaJIaKT03a, Tb/IEH NAKTa3eH AehHLMT HNKW MIOKO30-ranakTo3Ha manabcopbuna He
TpaOBa Aa NpHEMAT TOBa JIEKAPCTRO.

®unmupanuTe Tabnerkn chabpkar HaTpHii. ToBa nekapeTBo ChABpKA No-Manko ot 1 mmol HaTpui
(23 mg) Ha n030Ba eAHHHLA T.€. MOXE Ja CE KaKeE, Y€ MPAKTHYECKH HE ChIbPHA HATPHIA.

4.5 BianmopeiicTBHe ¢ IpPYTH JieKapCTBeHH NPOAYKTH H ApYra GopMH Ha B3aHMoAelcTBAE

Bunpeku ue azuTpoMunuH e cnab HuxubuTop Ha CYP450 1 He B3auMoeHCcTBa B 3HAUHUTE/IHA CTENEH
cbe cyberpatn Ha CYP450, unxubupane Ha CYP3 A4 e moxe fa 6bae HikmoveHo HanbaHo. [lopaau
TOBA C€ NPENopbYBa MOBHLIEHO BHHMaHHE NPH eHOBPEMEHHO MpPUIoKeHHE Che cyOCTpaTH Ha
CYP3A4 c TeceH TepaneBTHUEH HHAEKC.

A3ZHUTPOMHUHH € HHXHOHTOP Ha TpaHcnopTepa P-rnukonporens (P-gp). EnnosepmeHHoTO
NpHIMKEHHE Ha A3UTPOMHULIMH M cyOcTpaTH Ha P-gp, KaTo AMIOKCHH H KONXHUHH, MOXE 1a MOBHIUH
eKCMO3HUMATA UM. TIpH NekapcTBa ¢ TECEH TepareBTHYEH HHAEKC C€ MPenopLYBa MOBUILEHO
BHHMaHHE H KJIMHUYHO MPOCNeABaHe H/WIH TEPaneBTHYEH JIEKADCTBEH MOHHTOPHHI H KOPHIHpaHe
Ha J03aTa, KAKTO € NoAXoAAlo. Bue Bpb3ka ¢ ToBa TpabBa Aa ce HMa NpeaBH OTHOCHTENHO ABATHAT
MOTY>KHBOT HA A3MTPOMHLMH (B3K. TOuKa 5.2).

JlekapcTBEHM NPOAYKTH, 38 KOMTO € M3BECTHO, 4€ YAbbkasaT QT nurepsana

AzurpoMuuME TPAGBA 12 C€ M3NOM3BA ¢ NOBHLUIEHO BHHMAHHE NPH NALKEHTH, NOTY4ABALIY
NeKapcTBeHH NPOLYKTH, 33 KOUTO € H3BECTHO, Y€ yOb/ukaeaT QT unTeppana (Bx. Touka 4.4), kaTo
AHTHAPHUTMHYHU NleKkapcTBa OT knac 1A (Hanp. xuHuAMH W npokauHamun) u 111 (Hanp. nodernnup,
aMHOJAPOH H COTANON), aHTUNCHXOTHYHH CpencTsa (Hanp. NHMO31I), AHTHASNPECAHTH (HAnp.
uMTanonpam), GIyopoOXHHONOHH (Hanp. MOKCHGIIOKCALMH K IEBOGIOKCALMH), LH3aNpa,
XJIOPOXHH M XHIPOKCHXJIOPOXHH.

HHudopMaunaTa 3a IEKAPCTBEHHTE B3aHMOZEHCTBHA HA A3HTPOMHULIHH C BB3MOMKHH ChITLTCTBALLN
NeKapcTBeHH MpoAyKTH € 0boGuieHa B Tabnnuara u TekcTa no-noay. ONHCaHHTE TeKapcTBEHH
B3aUMOICHCTBHA CC OCHOBABAT Ha KJTHHHYHHMTE TIPOYUBAHHA 34 B3aHMOJEHCTBHATA OT THNA
,»IEKAPCTBO-JIEKAPCTBO™, MPOBEJEHH C a3HTPOMHLIMH, H/IH, KBAETO € MOCOYEHO, Ca BL3MOXKHH
JIEKAPCTBEHH PEAKLIMH, KOUTO MOXKE 13 BL3HUKHAT NPH IEYEHHE C A3UTPOMHLIMH.

Tabnuua 2; KNTHHHYHO 3HAYMMH TIEKAPCTBEHH B3aMMOAEHCTBHA MEXKIY a3HTPOMHLIKH H
JIeKapcTBeHH NPOAYKTH



JlexapcTeen npoaykT | BiaumogeicreHe Mexauuinm Hpenopbka 0THOCHO
(TepaneBTHYHA Edexr BBpXY eHOBPEMEHHOTO
objacT) €KCMO3HIHATA NpHJICKEHHE
ATOopBacTaTiH AzHTpoMuunH: ND ATOpBaCcTaTHH ¢ TpaGea na ce
(uaxubuTOop Ha HMG cyoctpar Ha CYP3A4 | noaxoxkaa ¢
CoA penykra3ara) ATOpBacTaTHH: u P-gp. MOBHUIEHO BHHMAHHE,
«— AUC Thil KaTO B
AzutpomuuiH 500 mg | o Cou MOCTMAPKETHHIOBUA
NepopalHO BEIHBbK nepHoa HMa

AHEBHO 3a 3 AHH.

AvopsactatuH 10 mg
NEpOPATHO BEAHDBK
IHEBHO.

choOLIeHHA 3a clyyaH
Ha pabaoMHoNH3a NpH
MauneHTH,
nofy4yaBaLly
a3UTPOMULIHH
CBITBTCTBALLO ChC
CTATUHH.

HuknmocnopuH
(MmMyHOCYMpecop)

Asutpomuumt 500 mg
NepopaitHO BEAHBK
IHEBHO 3a 3 JHM.

Luknocnopoun
10 mg/kg - nepopanHa
eAHHHYHa [03a.

AsutpomMuuunH: ND

Huknoenopuu:
«» ALUC
TCmax 24 CVD

1 1xsrocnopuy €
cyberpar Ha CYP3A4
u P-gp ¢ Tecen
TEpaneBTHYEH HHAEKC
1/ WM C€ KOHKYpHUpa
33 KTbUHA
EKCKPELHA.

KauwHuuHO
npocieasBaHe H
TepaneBTquH
NeKapcTBEH
MOHHTOPHHT, KOTaTo €
noaxonqmo, Tpabsa
Ja C¢ H3BBLPLIBAT NO
BPEME Ha H clen
JIEUCHHETO ¢
a3UTPOMHLHH. AXO ce
Hanara, Jo3aTa Ha
LMKIOCnopyH TpaGea
HA CE KOPHTHpa.

Konxuuws (npu

Asurpomuunn: ND

Konxuumu e cyberpar

Heobxoanmo e

nozarpa) Ha P-gp ¢ Tecen KJIHHHYHO
Konxuumn: TepaneBTHUYEH MpOCEASBAHE N0
157 % AUCy, HHOEKC. BPEME Ha H ciiel,
122 % Crax NeYeHHETO ¢
a3MTPOMHLIHH.
Haburarpan ND JaGurarpan e Tpabea na ce
(nepopanen cybcrpar Ha P-gp ¢ NOAX0KAa ©
AHTHKOAryJIaHT) Ouaxsa ce: TECEH TEPaneBTHYEH | TIOBMLIEHO BHHMAaHHE,
1 Haburatpan HHIEKC. TbH KaTto
NOCTMAPKETHHIOBUTE
J@aHHH Npeanonarar
NOBUILEH PHCK OT
KPBBOM3/IHBH NIPH
NauUeHTH,
nonyvapauu
a3HTPOMHLIMH
CBHIBTCTBALIO C
naburaTpaH.
JHrokcHH (CbpoeyHn ND Hurokcuu e cyberpar | HeoGxoaumo e
FJIHKO3H[IH) Ha P-gp c TeceH KAMHHYHO
Ouaxsa ce: TepaneBTHYEH npocneasBaHe H
1 Aurokcuu HHOeKc. €BeHTYANTHO

npoceasBaHe H;
HUBOTO Ha JUIG

no BpeMe Ha W gnbd




JIECYEHHETO C

JHeBHO 3a 1 AeH, a cnen
ToBa 250 mg
MepopanHo BeaHbXK
JHEBHO 33 4 AHY.

Bapgaput 15 mg -
nepopanHa eAHHHYHA
ao3a.

npoTpoMOHHOBOTO
BpeMe MpH
KIHHHYHHTE
MIPOYHBAHHA 3a
JIeKapCcTBCHUTE
B3AMMOAEHCTBHUA, HO
Hma
MOCTMAPKETHHIOBH
cbobuieHnd 3a
3acH/IEHO
AHTHKOArYJJAHTHO
AeiicTBHe Ha
nepopaiHH
AHTHKOArYNaHTH OT
KyMApHHOB THIT NPH
€0HOBPEMEHHO
NPHIIOKEHHE C
A3MTPOMHLIHH.

a3HTPOMHLIHH.
Bapdaput (nepopanen | AsurpoMuuuH: ND He e u3BecteH. Tpabea na ce
8HTHKOArynaHr) oOMHCAH No-roNama
Bapdapun: ND YecToTa Ha
A3nUTpoMHIIMH 500 mg npocnenaBaHe Ha
MepopatHo BeAHBX Hsama npomaHa B npoTpoMbHHOBOTO

BpEME MO BpEME Ha H
cnea NEHEHHETOo C
a3HTPOMHLIHH.

3abenexKa: CTATHCTHUYECKH 3HAYHMHTE NMPOMeHH ¢ noeeye oT 10 % ca o6o3HaueHH kato “1” u “|”,
Oe3 nmpomAHa - kaTo “—", HeonpeaexeHH - Kato “ND”.

He ce nabnonaea KAMHAYHO 3HAYHMMA TIPOMAHA B EKCIOZHLUMATA HA A3HTPOMHUMH WIH €IHOBPEMEHHO
MPHJTATAHHTE JIEKAPCTBEHH NMPOAYKTH NMPH KIHHHYHHUTE NMPOYYBAHHA 32 OLEHKA Ha Bb3MOKHHTE
B3aHMOJEHCTBHA OT THNA ,,IEKAPCTBO-JIEKAPCTBO™ HAa A3HTPOMHLIMH ¢ NEPOPATHH aHTHALIUIHH
CPeACcTBA (ATyMHHHEB XHIPOKCHI/MarHe3HEB XHIPOKCHA), kapbaMa3enuH, UETHPH3HH, LHMETHIHH,
etuBapeHL, GNyKOHA30J1, METHITNIPEIHH3ONOH, MHAa30naM, pudabyTHH, cunaeHadun, TeodiHH,
TpHa30/1aM, TPHMETONIPUM/cYNaMeToKca3oN H 3HTOBYAHH.

IleanaTpHyHa nonynauus

[TpoyuBanus 3a B3aHMOAEHCTBHATA Ca MPOBEXIAHA CAMO NPH BL3PACTHM.

4.6 PepTHAHTET, OPEMEHHOCT H KbpPMEHE

BpemeHHocT

PenpoaykTHBHHTE Npoy4BaHHA MPH JKUBOTHHU Ca NPOBeAeHH NPH J03H 10 YMEPEHO TOKCHYHUTE 32
MakikaTa KOHUEHTpauuH. [1py Te3u NpoyyYBaHHA HE C€ YCTAHOBABA JOKA3ATE/ICTBO 32 TEPATOT€HHU
edextu. Hama obaue nocrarbynm u 1o6pe KOHTPONHpaHH NPOy4YBaHHA NPH GpeMeHHH JKeHH.

Hma ronam obem paHH#H OT 06CepPBALMOHHH NPOYHBAHHA HA €KCNIO3ULIMATA HA A3HTPOMHLIMH 110 BpeMe
Ha BpemerHocT (noBeue ot 7 000 cnyuas Ha OpeMEHHOCT ¢ eKCno3HLUMA Ha a3uTpoMHLUMH). [loseyeTo

OT TE3H MPOYYBAHUA HE NPEANONATAT NOBULLEH PHCK OT HexenaHHu QeTanHu edekTH, KaTo roaeMu
BPOJEHH MaiOpMaLHK WIH CbpAEYHOCHAOBH Man(popMaLHH.

EnuvaeMHONOrHYHHUTE HaHHU, CBBLP3aHH C PUCKA OT CNIOHTAHEH 3,60pT CJEN CKCIIO3HLUHA Ha

a3HTPOMMUMH NO BpeMe Ha paHHa GpemenHocT, ca HeyGeantentu. [IpoyuBaHuaITa NpH SKHBOTHH HE

MOKa3BaT PeNpoayKTHBHA TOKCHUHOCT (BXK. TOUKa 5.3).

A3HTp0MPILlHH TpﬂﬁBa Aa ce H3MNON3Eka No BpEME Ha GpeMeHHOCT CaMO NPH KIIHHHYHA teod

KnpMmene

700 Kz,



A3HTPOMHUMH Ce EKCKPETHpa B KbpMaTa 10 3Hauuma cteneH. He ce HabnmionaBaT cepuo3HM Hexenanu
€(peKTH Ha a3UTPOMHLIMH MPH KbPMEHH KbpMayeTa, HO €pEeKTH KaTo AHApHsA, MbOWYHA UH(pEKLIMA Ha
NHraBHUMTE, KAKTO H CBPBLXYYBCTBHTETHOCT MOTAT 14 Bb3HHKHAT MPH KbPMEHH
HOBOPO/IEHH/KbpMaueTa J0pH NpH cybTepaneBTHYHH A03H. Tpabsa aa ce B3EMe pellEHHEe 1any 1a ce
MpeyCTaHORH KbPMEHETO HIIH Aa Ce MPEYCTAaHOBH/NA He Ce NMPHJIOXKH TEPANHATA C A3HTPOMHLIMH, KaTo
ce BIEMe NpeIBHA Mon3aTa OT KbPMEHETO 3a ASTETO H NON3aTa OT TEPAaNUATa 3a JKEeHaTa.

Deprunurer
IMpu npoyuBaHna 3a edekTuTE BHPXY (PepTHUIHTETA, NPOBEIEHH MPH [UTLXOBE, ce 3a0eni38a HaManeHa

YecToTa Ha OpeMeHHOCT. 3HaYEHUETO Ha Ta3K Haxo/lKa 33 XOpaTa He € W3BECTHA.
4.7 [EdexTu BBpXy cnocobHocTTa 32 modHpane n paboTa ¢ MAlIHHA

A31064OoT NnoBMABA B YMEpEHa cTeneH cnocobHocTTa 2a WwodHpaHe W paboTa ¢ mamuHH. HMa
CBOOLLEHHS 32 3aMAHOCT, CBHIMBOCT W KOHBYJICHH MPH HAKOM MAaLHEHTH, NPpHEMALLH A3HTPOMHLIMH,
a HAKOH NaLMeHTH ca MONY4YHIIH 3PHTETHO W/WIH CyXOBO yBpexnaHe. Toea TpabBa aa ce uma
npenaBKa, KOraTo ce OLeHsABa crnocobHOCTTa Ha NaldeHTa 3a wodupaHe W paboTa ¢ MalMHKU (BK.
Touka 4.8).

4.8 HexelaHR JeKapCTBEHE PEaKnHA

Pesome Ha npodmna na GesonacHoct

Haii yecTo croOLIaBaHKTE HEXKENAHH PEAKLIMH MO BPEME Ha JIEUSHHE BIITIOYBAT AHapHA, raBoboiue,
NoBpblIaHe, KopeMHa 0o/Ka, rajieHe U OTK/JIOHEHHS B pe3yNTaTHTe OT NabopaTOpHUTE H3CeIBaHHA.
Jpyrure BakHU HexkeNaHH peakLiMi BKIIOUYBAT aHaQUNIaKTHUHH peakuuu, torsade de pointes,
aPHTMHH, BKITIOYHTENHO BEHTPUKYJIApHa TaXHKapaus, nceBaoMeMOpaHo3eH KOMUT U YepHOApoOHa
HEJOCTATBLYHOCT (BX. TOUKa 4.4). Bba Bpb3Ka ¢ leYeHHe ¢ a3UTPOMHLIMH ce cbobLIAaBa 3a TeXKh
KOKHH HexxenaHH peakuu (SCAR), BkmounTenHo cunapom Ha Stevens-Johnson (SJS), Tokcuuna
enuaepmanta sekponuia (TEN), nekapcTeeHa peakuus ¢ €03MHOQWIHA H CHCTEMHH CHMITOMH
(DRESS) u octpa reHepanu3npaHa ex3aHTemaTo3Ha myctynosa (AGEP) (k. Touka 4.4).

CrMCchK Ha HEXKENIAHUTE peaKUHH B TabJIn4eH BHI
Hexenauure p€aKUHr, YCTAHOBEHH OT OIHTA NPH KAKHHYHATEC U3INHTBAHHA W OT
NOCTMAPKETHHIOBOTO Haﬁmo,uenue, ca HBGPOGHH no-o7y no CHCTEMO-OPraHeH Kiac H HeCToTa.

il

Crnopea 4yecToTaTa Ha Bb3HHKBAHE HEXKENAHUTE PeakLMU ce ONpEeNaT KaTo: MHOro decTH (> 1/10),
yecTH (= 1/100 no < 1/10), Hewectn (= 1/1 000 no < 1/100), peaxu (= 1/10 000 no < 1/1 000) n c
HEW3BECTHA YECTOTA (OT HANHYHWTE JaHHH HE MOXe Aa 6bae HanpaBeHa oueHka). Bns Beaka rpyna no
4eCTOTa, HEXENAHUTE JIEKADCTBEHH PEAKUMH Ca NMPEeNCTABEHH B HU3XOAAL pell 0 OTHOIIEHHE Ha
TAXHATa CEPHO3HOCT.

Tabnuua 3: CnHcbk Ha HEKeNaHWTE peakuHy B TabnuyveH BHI

Cucremo- Mmuoro YeceTn Heuectn Penku C HensBecTHA
OpraHeH Kiac YECTH 4eCcTOTA
Hudekunn u Kangunosa
HH(pecTaAUHH INMHeBMOHMUA
I'b6uuna
nHbexuus
Baktepuanna
uHpexuus
Barunanna
uHbexumnsa
dapuHruT
lacTpoeHTepuT
Punut




OpanHa

KaHAKWAO3a
Hapywennsn Mouwxed Gpoii | Jleskonenus TpomGountonenus
HA KPLETA H AUMGOLHTH HeyTponenus XeMonuTHYHa
aumdHaTa Mosuwen 6po#i | Eoznnodunns aHeMHA
CHCTEMA eo3HHOdHAN [osuwen Gpoii
[osuiueH Opoii | TpomBounTH
dazodunn [MoHwxern
MMoeuiteH Bpoii | xemaTokpuT
MOHOLMTH
losHweH Gpoi
HeyTpodHIH
Hapywennn AHrvoenem AnHapunakTH4YHH
HA UIMYHHATA CepbXxuyBCTBH- peaxLHu
CHCTEMA TEMHOCT {BXK.
Touka 4.4)
Hapyweuusn IMoHuxkeH
Ha aneTur
meTabonnima
H XPaHEHETO
MenxHuHn HepeHocT AXHTaUHA TpeBoxHoCT
HAPYWEHHS beschHHE Henupuym
XamounHauua
Arpecus
Hapywenus ['nasoGonne 3aMasHoCT MHacTeHHA TPABHC
Ha HepBHATA Jucreysns (Bx. Touka 4.4)
CHCTEMA Tapecte3ns I'bpu
CoMmHOneHT- AHOCMHUA
HOCT Areysua
XHAnecresun
INcuxomoTopsa
XHMNEPAKTHBHOCT
[Mapocmus
CuHKON
Hapyuwennn 3purento
HA OYMTE YBpEKAAHE
Hapywennn Hapymenue Ha Cayxota
HA YXOTO H YXOTO Xunoaky3Hc
nabupuuTa BepTHro TuHHTYC
Cupaeunu [Nannmurauuk Torsades de pointes
HAPYLIEHUA (BX. Touka 4.4)
ApHTMHH,
BKJTIOYHTENTHO
BEHTPHKYyJIapHa
Taxukapaus (Bi.
Touka 4.4}
Vawmxen QT
HHTEpBaI Ha
€NeXTpOKapaAHO-
rpamara (Bxk. To4YKa
4.4)
CraoBu Fopewn BBJIHKA XHIoTOHMA
HADYUWICHHA
Pecnn- Hucnhea
paTopHH, PecninpaTopHo
rpuaHn 1 HapyLlleHHe
MEQHACTH- Enucrakcue
HAJHH

HApYileHHS




CromamHo- Huapus [Tospbuiane lacTpur IMaHkpeaTtHr
YpeBHH Kopemua Gonka | 3anek {lcesnomembpano-
HapyWeHHs laaene Hucnencua 3EH KONIHT (BK.
Hucarus Touka 4.4)
TloaysaHe Ha [Mpom:aHa Ha upeTa
KopeMa Ha e3HKa
Cyxora B ycTarta
S3Bu B ycTaTa
Xunepcanupa-
(7]
Epyxrauna
OnatyieHuHA
XenaTto- [osuwena OrwioHenua 8 | YepHoapobHa
Gunuapnu acrnapTaraMHHO- | YepHoapoOHa- HEAOCTAaTbYHOCT
HapyLIeHHs TpaHcdepasa Ta yHKUMA (BK. Touka 4.4)
IMosuwena XonecratnyHa | PyaMHHAHTEH
aNnaHUHAMHHO KBITEHHLA XenaTuT
TpaHcepaza Yeproapobua
TosuiteH HEeKpo3a
SunHpyOuH B
KpbBTa
Tosuuexa
ankanHa
tocdaraza B
KPBBTA
Hapywenns Obpus OcTtpa TokcuuHa
Ha KOXATaA U l'lpypm'yc reHEpanHiHpa- enuaepManHa
MOAKOMHAT Yprukapus Ha HEKpoJH3a
Hdepmarur €K3aHTeMaTo- Cuuipom Ha
4 TbKaH Cyxa koxa 3Ha mycrynosa | Stevens-Johnson
Xunepxuaposa (AGEP) Epurema
JlekapcTeena MyNnTHOpME
peakuma ¢
£03HHOGHINA U
CHCTEMHH
CHMIITOMH
(DRESS)
Peakuus Ha
(doTouyscTBHTE
JIHOCT
Hapywennn OcTeoapTput ApTpanrus
HA MYCKYJIHO- Muanrus
CKeJIeTHATA Bonka B rpba
cHCTeMa, bonka peB BpaTa
CHC¢AHHHTEN~
HATA TBKAH H
KOCTHTE
Hapywenus Husypus Octpo 6uOpeuHO
Ha 6ulpeuuTe bonka B yBpexaaHe
H NMHKOYHHTE HubpeunTe Ty6ynouurepctu-
NbLTHIILA [Mosuwena ypes UMaJieH HeQpHT
B KpbBTa
IMoBuiuex
KPEaTHHHH B
KPBBTA
Hapymeuu Hnrep-
o HA MEHCTPYaHO
BL3TPOH3BO- Kbpaene
AMTEHATA Hapywenre na
TECTHUCHTE

CHCTEMA H




repiaTa

Oomu Otok

HapymeHus AcTeHHA
Hepaznono-

H edeKTn KeHMe

Ha MSACTOTO Ymopa

Ha OrToK Ha NHUETO

NPH/I0KEHH bonka B

e obnactra Ha
rbpaure
Mupexcus
Bonka
[Tepudepen oTok

Hicaeasan [MoHnxeHH AOHOPMHO HHBO

He OvukapboHaTH B | Ha kanuli B

KpPbBETA KPbBTa

[ToBHiLEHH
XJIOpHIM B
KpbBTa
[ToBHILEHA
FAKOKO3a B
KPbBTA
INosuenu
6ukapboHaTH B
KpBBTA
AGHOPMHO HMBO
Ha Hatpuli B
KpBbBTA

Hapaunssa- YcnoxHeHHe,

HHS, BB3HHKHATIO

OTPABAHHA H crnen

YCAONKHEHNH, HHTEPBEHLIHA

BL3IHUKHAAM B

pe3ynaTaT Ha

HHTEpBeHUHH

CrobwaBaHe HA NOAO3IMPAHH HEIKEIAHH PEAKLIHH
CrobapaHeTo Ha MOA03HPAHH HEXENAHH PEAKUHK Clie] paspeluaBaHe 3a ynotpeba Ha NeKapcTBEHHUA

NpoOyKT € BaxkHo. ToBa NMO3BOIABA Aa NPOAL/IKH HaDNIOAEHHETO Ha CHOTHOLIEHHETO MOJ3a/PUCK 34
JIeKapCTBeHHA NpolykT. OT MEIUMLIMHCKHTE CNELHATIUCTH ce HRUCKBA A3 ChOOLIABaT BCAKA
MOAOMPAHA HEWENAHA peakLus upes

HanbiuuTeHA areHLMd no JeKapcTearTa

yi. ,,Jlamax I'pyer” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaiit: www.bda.bg.

4.9 Ilpeaozupane

CumnTomu

Hexenanute peakuuy, NoTy4eHH MpH NO-BHCOKH J03H OT NIPENOPbUYHTENHHTE A03H, ¢a CXOAHH C
HabnonapaHuTe npy obuuaiHuTe no3u (Bk. Touka 4.8). THNHYHHTE CUMNTOMH Ha Npeno3HpaHe Ha
a3MTPOMHLIMH BKIOYBAT CTOMALIHO-YPEBHY CHMIITOMH, HANP. MOBPbLIAHE, AHAPHA, KOpeMHa 6onka 1
rageHe.

Jleuenne
B cayuante Ha npenozupane ca nokasaHu oOLIO CHMITOMATHYHO NIEHEHHE M MOAALPKAHE Ha/
AM3HEHUTE DYHKLIMH, H, KO CE HAJIara, NPHIOKEHHE Ha MEAMLIMHCKH BbIJIEH WK CTOMAaLl
NPOMHBKA.



Hsama navHu no oTHOwWeEHHe Ha epeKTHTE OT JHANH3ATA BbPXY EIMMHHHPRHETO Ha a3HTPOMHLIMH.
Obaue nopanu MexaHH3Ma Ha ETMMUHHPAHE HA A3HTPOMHUHNH € MAJIKO BEPOATHO AHan13aTta aa
JOBEE N0 3HAYMTENHO OTCTPAHABAHETO HA AKTHBHOTO BELLECTRO.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 dapmMakoaHHAMHYHH CBOHCTBA

(apmakoTepaneBTH4YHA | AHTHOAKTEPHAIHH CPEACTBA 33 CHCTEMHO MPHIIOKEHHE, MAKPONHIH
ATC xon: JOIFA10.

Mexanu3tm Ha aeficTBHE
MexaHH3mMBbT Ha AEACTBHE HAa A3HTPOMMLUMH C€ OCHOBABa Ha HHXUOWpPaHeTo Ha GaKTepUaTHHA CHHTE3

Ha MPOTEHHH UYpe3 CBbp3BaHe ¢ pudosomHaTa cybeanndua 50 S n nuxubupane Ha TpaHcIOKaUMATaA Ha
NENnTHANTE.

Bpbika dapMakokHHeTH Ka-gbapmaxoguuam HKa

EdukacHocTTa 3aBHCH rNaBHO OT choTHoWweHHeTo Mexkay AUC (nnow noa kpusara
koHueHnTpauua-epeme) H MITK (MHHHManHa noTHckalua KOHLIEHTpawKA) 3a MaToreHa.

Mexannamu Ha PE3HCTEHTHOCT:
PeszncTeHTHOCTTA KBM a3HTPOMHLIHH MOXKE Aa C€ OCHOBaBa Ha CNIEAHHTC MEXAHH3IMH:

- Ednyke: Pe3srcTeHTHOCTTa Moske Aa Obe NpUUNHEHA OT NOBHLIABaHe Ha 6pod Ha edykcHuTe
NOMINH B K1eTb4yHaTa MeMbpana. ToBa ce OTHaca camo 3a Makpoluau ¢ 14- u 15-unennn
npbeTeHH (Taka HapeueHud M-dreHoTH).

- I1pomsana B TapreTHaTa cTpPyKTYpa: AQPUHUTETLT KbM PHOO3OMHHTE MECTa Ha CBLP3BaHe
HamalfaBa 4ype3 MeTunHpaHe Ha 23S pPHK, npuunHsaBalO pe3UCTEHTHOCT KM Makpouau (M),
nuHKo3aMua (L) u crpentorpamuny ot B-rpynara (SB) (Taka napeuenuns MLSB-denotnn).
Merunazure, npyaaealli pesucTeHTHOCT, ¢€ KOAHPAT OT erm reHH. AQUHHTETBT KbM
puOO30MHHTE MecTa Ha CBLpP3BaHE HaManaBa v upes myrtauud B 23S pPHK TapreTHara
CTPYKTYpa WM 4pe3 MyTamuy B puOO30MHHTE NPOTEHHH Ha roaMarta cybeMHuua.

- EH3¥MHaTa HHAKTHBALKA HAa MaKPOJIHHTE € OT MANBK IVIHHHYEH HHTEpEC.

[Tpu M-¢eHoTrna ce HabmoaaBa MbAHA KPBCTOCAHA PEIHCTEHTHOCT MEXKAY A3HTPOMHUHH,
KIIApPHTPOMHLHH, EPHTPOMHLIMH H POKCHTPOMHULHH. MLSB-denoTHNET Nokazea AonbaHKHTENHA
KPBCTOCAHA PE3HCTEHTHOCT ¢ KIHHAAMHLUMH H cTpentorpamud B. C makponuaa cnupaMuiinH ¢
16-wieHeH NpLCTEH ce NPOABABA HACTHYHA KPbCTOCAHA PE3HCTEHTHOCT.

[Nopaan cnabus nepmuabunuter Ha BLHIIHATA MeMOpaHa noseveTo ['paM-OTpHLIATENHH BUAOBE Ca ¢
NpHCHLIA PE3UCTEHTHOCT KbM MaKpOJIH/H.

Kpurepun 3a nHTepnperupaHe Npy U3NHTBAHE HA UYBCTBHTENHOCTTA
Kputepunre 3a unTepnpeTHpane Ha MITK (MUHHMMaNHA NOTHCKAIHA KOHLEHTPALKA) MpH H3MUTBAHE

Ha YYBCTBMTEJHOCTTA ca ycTaHoBeHH oT European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 3a asuTpoMuumH H ca H3GpoeHH TyK:
https://www.ema.europa.ew/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xlsx

Ipeobnanapaina npuaobyTa pe3HCTEHTHOCT
I[IpeobGnanasamara npuaobHTa Ppe3HCTEHTHOCT MOXeE Aa BapHpa reorpad)cky U BbB BPEMETO 3a

H30paHH BHIOBE M € XKENaTeNHO Aa MMa JoKalHa HHOPMALMA 3@ PE3HCTEHTHOCTTA, OCOBEHO MpH
JieyeHne Ha TeXKH HHpekumu. Ipn HeobxoaumocT TpAGBa Na ce NOTHPCH EKCNEPTEH CHBET, KO
NokanHaTa npeofiaaaBalla pe3HCTEHTHOCT € TaKaBa, Ye Moi2aTa OT AHTUMUKPOBHOTO cpe
NOHE HAKOH BHIOBE HHEKLUHH € CbMHHTENHA. OCOOEHO B CTyYanuTe Ha TeKKH HHDEKLHH
HEYCMEUIHO NeyeHue, Tpabea Aa ce NoHCKka MUKPOGHOIOrHYHA AHArHo3a ¢ WASHTHDHLND




AaTereHa U ONpeacnaHe Ha HEroBata 4yBCTBHTEIHOCT KbM a3HTPOMHLUHH.

Tabnnua 4: Ipeobranasaiua NpuaoGHTa PEIUCTEHTHOCT

O0n4aiino YYBCTBHTE/HH BHAOBE

Aepoﬁnu by PAM-ROIONCUMETHU MUKPOOP2AHUIMU

Streptococcus pyogenes

Aepoﬂnu zpwu-ompuuame.anu MUKPOOP2ARUIMH.

' Haemoph:lus ducreyt

Haemophdus mﬂuenzae

Leglonella pneumophrla

Moraxella catarrhalis

Amxepoﬁuu MUKPOOP2AHUIMU

Peptostreptococcus spp.

-

. I[pyrn MHKpOOpPranniMu

I Borrelia burgdorferi

| Chlamydia trachomatis®

‘ Chlamydophila pneumoniae®

Chlamydophila psittaci

T
Mycoplasma pneumoniae®

!
'Brnose, NpH KOHTO APHAOGHTATA PE3HCTEHTHOCT MOXKeE Aa € npobiem

f
- Aepobnu 2pam-nonoxcumentu MUKpoOpean usmu

r
| Staphylococcus aureus”

' Staphylococcus epidermidis

Staphylococcus haemolyticus

Staphylococcus hominis

T
- Streptococcus agalactiae

i
| Streptococcus pneumoniae’’

f
. CTpenToxokH ot rpynara Viridans

. Aepobru Ipam-ompuyamenru MuKpoopzanuzmu

!
. Neisseria gonorrhoeae

' AHaepo6Hu Muxpoopzanuzmu

f
. Fusobacterium spp.

‘ | Prevotella spp.

l'

Mnxpoopraﬂnmu ¢ NPHCHINA PEIHCTEHTHOCT

Aepoﬂnu Fy pav-ompuuameInu MUKpOOp2anusmu

| Escherichia coli.




Klel;:siella Spp.

Pseudomonas aeruginosa
Anaepobuu muxpoopzanuzmu
Bacteroidés .spp. -

°Jlnncear akTyaniu3MpaHy JaHHKU npH nybaukyBadero Ha TabnuuuTe. OcHOBHATA NUTEPATYpA,
Hay4HaTa CTAH/ApTHa JIKTEPATYPa H TEPaNeBTHYHHTE NPENOPbKH NPEANOaraT 4yBCTBUTENHOCT.
‘TloHe eaMH perdoH NoKa3Ba YECTOTa HA PE3UCTEHTHOCT No-BHCOKA OT 50 % 3a pe3ucTeHTeH Ha
METHUMIHH Staphylococcus aureus.

“"HyBCTBHTE/IHHTE KbM NMEHHLMIHH LAMOBE Ha Streplococcus pneumoniae € NO-BEPOATHO 1a ca
YYBCTBHTETHH KbM a3HTPOMHLMH OTKOJNIKOTO PE3UCTEHTHHTE KbM NIEHHUHIIHH [1aMOBe Ha
Streptococcus pneumoniae.

5.2 dapMakokHHeTHYHH CBOiicTBA

Abcopbyun
[THkoBuTE CEpYMHH KOHUEHTPAUHH {Cnax) Ha a3HTPOMHLIHH Cea npuiokeHHe Ha 500 mg nepopanHa

cycnensus (40 mg/ml), 1 000 mg npax 3a nepopanHa cycnensus, 500 mg (2 x 250 mg) rabnetku u

1 000 mg (4 x 250 mg) kancynu npH 3apaey AOOPOROILM Ha TadHO ca cboTeeTHO 0,29; 0,75; 0,34 n
1,07 mg/l. BpemeTo 0 AOCTHraHe HA MHKOBH MJTa3MEHH KOHLUEHTpaunH (Tmax) Ha a3HTPOMMUKH crief
nepopanHo NpUAOKEHHE BapHpa ot 2 1o 3 yaca. CpenHara abcomoTHa OHOHATMYHOCT NPH 34pagH
nobposonuu cnen npuem Ha 500 mg nepopanta cycnensus v 1 000 mg npax 3a nepopanna cycneHzus
B calle ¢ CboTBeTHO 37% 1 44% npH npueM Ha rnagHo.

EdexrsT Ha XpaHaTa BbpXY OTHOCHTETHATA NEpopaHa OHOHANHYHOCT HA A3HTPOMHLIMH 3aBHCH OT
nekaperseHata popma. Cnen npuioxenuero Ha 500 mg nepopanHa cycnensus (40 mg/ml), 1 000 mg
noa (opMarta Ha npax 3a nepopanHa cycneH3ud W SO0 mg nepopanHa 1033 A3HTPOMHLMH NMOA
dopmata Ha Tabnetku (2 x 250 mg) ce MOCTHra cXoAHa eKCIO3ULMA MPH NPUEM ¢ Gorata Ha MasHHHH
XpaHa CrpaMo NPHEM Ha rnagHo. Cnea NpUIoKEHHETO Ha eAnHK4Ha 1o3a 500 mg (2 x 250 mg) nox
¢opmara Ha kancynu ¢ GoraTa Ha Ma3HHHH XpaHa CNpAMO MPHEM HA TNIAAHO CPeJHOTO CHOTHOLICHHE
Ha Cnax M AUCo.24 € 52% ¥ 43% no-Hucko.

Tabnuua 5 noka3sea cpenHara cTofiHocT (SD) Ha hapMaKOKMHETUYHHTE NAPAMETPH NPH BL3PACTHH
3pasH A0OPOBOALM CIEN CTAHAAPTHH CXEMH Ha MpHiaraHe Ha TabNneTKH H Kancyiq.

TaGmuua 5: AUCo.24 M Cinax HA a3HTPOMHLMH MPH 3-AHEBHATA W 5-AHEBHATA CXEMA Ha NPUJIAraHe B
MOCASAHHA IEH OT MPHIIOKEHHETO

Cxema Ha npHIarase, AUCq.24 (ng=h/ml) Comax (ng/ml)
Jexapersena opma

3-nHeBHa cxema (500 mg 1,88 (0,96) 0,42 (0,21)
[IHEBHO), TabaeTka

5-nneBHa cxema (500 mg M1, 0,80 (0,42) 0,18 (0,10)
250 mg 112 no J5), Tabnetka

5-nneBHa cxema (500 mg J1, 2,1(0,6) 0,24 (0,08)
250 mg 12 no /15), kancyna

Pasnpeneaenue
A3MTPOMHLIMH Ce pa3npesiens B rofiiMa cTereH ¥ 6bp3o OT N1a3Marta B eKCTPaBacKy/IapHHs

KOMITAPTHMEHT, BKJIFOUMTENHO B TbKAHHTE, KATO CIHBHLM, 641 Apo0 H TbKAHM HA MOJIOBHTE OPraHH,
KAKTO M B HHTPaUETyapHHA KOMIIAPTHMEHT, M0-CMELHANTHO B HEYTPOQHINTE, MaKpodaruTe u
MOHOUMTHTE. PapMaKOKHHETHHYHHTE MPOYUBAHKA NOKA3BAT 3HAYNTETHO NO-BHCOKH KOHLIEHTP
a3UTPOMHMUMH B TEKAHUTE (10 50 MbTH [I0-BUCOKH OT MAKCHMAIHATA KOHUEHTPALIHA, Habn
niaszmara). Tosa Noka3Ba €KCTEH3MBHO CBbP3BaHE C TE3H ThKaHM, ¢ 06EM Ha pasnpenenex
CTALHOHAPHO CbCTOAHKE, BapHpall oT 23 o3 ] I/kg ®asara Ha npepasnpeneneHue or




MHTPALETYJApHUS B €KCTPALIENYN1apHUA KOMITAPTHMEHT H B NJ1a3MaTa MOXe Aa J0BeAE N0 YAbIKEHO
Ha/lH4YWe HA HUCKY KOHUEHTPALHH Clief CIHPaHe HA IeYEeHHETO.

A3HTPOMHLUHH NOKA3Ba HUCKA CTEMNEH HA CBLP3BAHE C MIa3MEHHUTE NPOTEHHH, rNaBHo ¢ anda l-kucen
FIMKONPOTEHH, H CTEMEHTA HA CBbP3BAHE HAMANABA C NOBULIABaHe HA KOHLUEHTPALMHTE Ha
anTbuoTHka: 50%, 23% u 7% CBBP3BaHE C MPOTEMHH NPH KOHUEHTpauun cboteeTHO 0,05; 0,1 1

I mg/l.

Buorpauchopmauus

A3MTPOMHLHH ce MeTabou3Hpa B MUHHMAITHA CTENeH B YepHHA 2pob. OCHOBHHAT NbT Ha
fuoTpancopmauus e N-geMeTnnnpaHe Ha 3axapra ge303amuH. Jlpyrute nbTHwa Batoysar O-
JAeMETWIHPaHe, XHAPOJIM3a HA KIAOHHO34TA (ACKOHIOTHPaHE Ha K1aAHHO3aTa (ae30KcH3axap)), H
XHIPOKCHNIAPAHE Ha 1€303aMHHa (aMHHO3aXap) H MaKPOJHIHHA NPLCTEH.

Hama nokasaresicTsa 3a KIIHHHYHO 3HaYHMO HHIYUMPAHE HIM HHXHOHpaHe Ha YepHOAPOOHHUA
uuTtoxpom CYP 3A4 ypes o6pa3yBaHeTo Ha UHTOXpoM-MeTabOnHTEH KoMnaeke. ChlIo Taka He ce
YCTaHOBABA ABTOMHYLMPaH MeTabOTHIbM Ha a3HTPOMHMLIMH 10 TO3M MBT.

EnumuHunpane
A3UTPOMHLHH C€ ETMMHHHPA rABHO Ype3 (AKTHBHA) JKNBbYHA EKCKPELIMA KATO HEMPOMEHEHO

JIEKApPCTBO, HO CE EIMMHHHAPA H noJ (opmara Ha MeTabONHTH, KOMTO He NPHTEXKABaT
aHTHOAKTEpHANHO JedcTBUe. EKCcKpeluaTa B ypHHaTa NpeAcTaB/sBa BTOPOCTENEHEH TBT Ha
SMMUHHpaHe, kaTo no-Maiko ot 6% Ot nepopanHa ao3a U okono 20% oT NekapcTBOTOo, KOETOo
AOCTHra 10 CHCTEMHOTO KpbBOOOpallueHHe, ce exckperHpat B ypuHara. [Toseue ot 50% ot
eKCKpeunaTa Bbe deueca M 12% OT ekckpeuuaTa B ypHHaTa ca noj ¢opMara Ha HENPOMEHEHO
ChEIUHEHHE.

Cnen npunoXeHHETO Ha EAMHHYHA 033 a3UTPOMHUMH 500 mg e H3UMCIeH M1a3sMeH KIHPBHC

630 ml/min ¢ TepmHHaneH nonyxHeoT Npuban3uTenHo 68 uaca. BEOPeUHUAT KNIMPBLHC OGHKHOBEHO €
B AuanasoHa 100-189 ml/min, 3HaYHTENHO NO-HUCHK OT NNAZMEHHA KITHPLHC, KAKTO CE OYaKBa
nopaax OTHOCHTENTHO cnaboTo yyacTue Ha 6bOpeyHHS BT HA ENHMHHHpaHE.

JIMHEAHOCT/HEeNNHEHHOCT

Cnen nepopalHo NPHIOKEHHE HA JeKapcTBeHa hopma ¢ HesabGaBHO OcBOOOKAABAHE
NpONOPUHOHATHOCT Ha f03aTa o oTHoLeHHe Ha AUC).24 M Crax € A0Ka3aHa B gnanasona ot 250 mg
ao 1 000 mg.

CrieuHanHH NOMYIALHH:

Bvbpeuno yepexcoane

(DapMaKOKHHETHKATA HAa a3HTPOMHLIMH € OleHeHa NpH 43 BB3pacTHH {Ha Bb3pacT 21 o 85 roannu)
Clle/ NEPOPATHOTO MPHIOKEHHE Ha eAMHHYHA 1032 a3HTpoMHLMH 1,0 g (4 x 250 mg kancynu) npu
yuacTHHUH ¢ GFR > 80 ml/min (n = 12), yuacthnun ¢ GFR mexay 10 u 80 ml/min (n = 12) u
yuacTHHUH ¢ GFR < 10 ml/min {n = 19).

(DapMaKOKMHETHKATA HA A3MTPOMHULMH npH y4acTHHLUM ¢ GFR Mexay 10 ¥ 80 ml/min ne ce
nornuAsa (cpeaHHTEe Crax H AUCo.120 ce yBeNIHUaBaT cOTBETHO € 5,1% u 4,2%, B cpaBHEHHE ¢
yuacTHHLH ¢ GFR > 80 ml/min). Cpeanure Crax 1 AUCs.120 Ce yBenuuasaT ¢boTBeTHO ¢ 61% n 35%
npH yuacTHuum ¢ GFR < 10 ml B cpaeHenue ¢ yuacThuum ¢ GFR > 80 ml/min.

Jlunceat ganHu 3a MatHEHTH, NOAJIOKEHH HA AHAJIH34, HO NOpagH MEXaHH3MA HA €NHMHHHUPAHE HA
A3HTPOMHIHH € MAKO BEPOATHO OTCTPAHABAHETO HA AKTHBHOTO BELUCCTBO NpK AHANH3ATA fa €
JHAYHUTEITHO.

Heprodpobro yepexcoarne
(dapMaKOKHHETHKATA Ha A3HTPOMHULIMH € NPoyUeHa NpH 22 Bb3pacTHH clie NEPOPaTHOTO
NPUIOKEHNE HA eAHHHYHA 1032 a3UTPOMHLHH 500 mg (2 x 250 mg karncynn) npy yyacTH




HOpMaJlHa YepHoapoOHa gyHkuMg (n = 6), knac A no Child-Pugh (n = 10) 1 wnac B no Child-Pugh
(n = 6). PapMakOKWHETHYHHTE MapaMeTPH Ha A3UTPOMHLIMH NPH YHacTHHLUM ¢ Knac A W B no Child-
Pugh ca cvorBeTHO 3% 9 19% no-Hucku no oTHoweHHe Ha AUCq.inr 1 34% 1 72% no-eucoku no
oTHOWeHHE Ha Cay, B CPABHEHHE C YYACTHHLM ¢ HOPMAJTHA YEPHOAPOOHA PyHKLNA.

Cmapuecka ew3pacm

[1pu no6poBonuM B cTapyecka Bb3pacT (> 65 roAnHM), Ha KOUTO € AafeH azuTpoMHurH 500 mg

(2 x 250 mg kancynu) B oex |, nocneapano ot 250 mg B aHK ot 2 0o 5, Ha rnaguo, AUCo248 Hu 1
“ 5 € cyoTBeTHO 3,0 U 2,7 pgeh/ml. B aex 5 ca Habnionaeann 29% no-sucoka croiinoct va AUCO-
24, 8% no-eucoka cToiHOCT Ha Chnax M 37,5% no-BHCOKA CTOHHOCT HA Trmax B CPABHEHHE ¢ NO-MNAAH
nobpoeonuu (< 40 roguuu). THil KaTo Te3M PasIMKKR HE CE CYMTAT 33 KJIHHHUYHO 3HAUHMH, HeE ce
Hajnara KOpUrkipaHe J03aTa MpH NaLHEHTH B CTapyecka Bb3pacT ¢ HopMaiHa 6u0peuna u
4epHOAPOOHa QyHKLHA.

{leouampuuna nonyaayun

(PapMaKOKHHETHKATA HA A3UTPOMHLIMH NEPOPAIHA CYCNIEH3NA € OXapaKTepH3upaHa npH 14 neua Ha
Bb3pacT 6 1o 15 roaunu ¢ hapHHruT M npy 7 aeua Ha Bb3pacT | A0 5 roaMHH ¢ BL3NANEHHE HA
cpeaHoTo yxo. [IpH Te3n ae Npoy4BaHHs a3MTPOMHLMH NEPOPATHA CYCMEH3UA € MpUlaraHa npu
no3a 10 mg/kg B neH 1, nocneaparo ot 5 mg/kg B auM 2 1o 5. Cnea 5-IHEBHO NeYeHHe CpesHHTE
ctoitHocTH Ha AUCq.24 ca cvotBeTHo 3,1 pgeh/ml u 1,8 pgeh/ml. Cpeanara ctoiiHocT Ha Crypy €
0,38 pg/ml, a ceoTBeTHATA CTOHHOCT Ha Tmax € 2,4 Yaca NpH AcuaTa Ha BB3pAcT 6 A0 |5 roauHH U
0,22 pg/ml 1 1,9 yaca npu neuara Ha Bb3pacT | 1o 5 roauHu. CpeaHuTte cToHHOCTH HA Crax W
AUCo24 ca 1,7 MbTH NO-BHCOKH MPH AeLIaTa HA Bb3pacT 6 A0 15 roanHH B CpaBHEHHE ¢ JeuaTa Ha
Bb3pacT | 10 4 roaHHu.

K npu 3-aHeBen Kypc ¢ a3MTPOMHLKMH NepopanHa cycneH3us npH po3a {0 mg/kg aHeBHO e
OUEHEHa CLLIO K pH 16 Jeua, Ha 6 Meceua Ao 10 roauHn, ¢ Gakrepnanuu uHdekuud. CpeaHaTa
AUCq.24 npu 7 neua Ha sb3pact 2 10 4 roauny € 2,90 pgeh/ml, nokaro npu 8-Te neua Ha Bb3pact 5
10 10 roannu crofinoctTa € 2,08 pgeh/ml. Hucka croitnoct na AUCo-4 0,74 pgeh/ml e
perucTpHpaHa camo MpH €HO JeTe PbB Bb3pacToBaTa Ipyna oT 6-Mecela 10 2 TOAHHH.

(apMakOKMHETHKATA HA €JMHWMHA 1034 a3UTPOMHLIMH NPH MEIHATPHYHY MALIMEHTH, HA KOMTO Ca
npunokedd 1034 30 mg/kg, He e npoyueHa.

5.3 IlpeakNHHHYHH JAHHH 3a $e30MACHOCT

HexiuHH4HHTE AaHHU Ha DazaTa HA KOHBEHUMOHAHHTE (ApMaKOIOrHYHH NPOY4BaHHA 32
OeszonacHocT, MPOYYBAaHHA 33 TOKCHYHOCT MPH MHOTOKPATHO NpHIaraHe M reHOTOKCHYHOCT HE
NoKa3BaT HEeXEJIAHH PEaKLMH, O4EBHAHO CBBP3aHH C XOpaTa, KOMTO BCE OLUE HE Ca pa3rieaHH B
Apyru ToukH Ha KXII.

Habnionasana e obaue doconunnaoza (MHTpauenynapHo HaTpyneaHe Ha GocHONHNHAK) B HAKOH
TLKAHH Ha MHLIKH, IUTbXOBE H KYU€eTa, Ha KOHTO Ca NPHACKEHH MHOTOKPAaTHH X034 a3UTPOMMLIMH.
@ocdonunraosa e HabNIOAaBaHA B CXOOHA CTENEH B TbKaHH HA HOBOPO/JEHH IUILXOBE H Ky4eTa.
HokazaHo e, ve edexTnT € 06paTHM Crien cnHpaHe Ha JEYEHHETO C a3UTPOMMULIMH. 3HAUHMOCTTA Ha
Ta3H HaX0JKa 3a XOpaTa KaTo LIANIO € HeW3BEeCTHA.

[1pu npoyuBaHUATa NPH KKBOTHH 332 eMOPHOTOKCHYHH e(eKTH, H3BbPLIEHH 0 YMEPEHO TOKCHYHH 33
MaiikaTta 1034 (2 00 3 NBTH NO-BKHCOKH OT MaKCHMAaJIHATa NPenopbUYMTENIHA AHEBHA 1032 NPH
Bb3pacTHH (500 mg Ha Ga3ara Ha nnoLuTa Ha TelecHAaTa NOBBLPXHOCT)) He ce HaGMIOAaBa TepaToreHeH
edEeKT NpH MHLUKK 1 nabXxoBe. JOKa3aHo €, ue a3UTPOMHLMH NpeMHHaBa npe3 ruiauentata. [1pu
MIBXOBE A03H a3uTpoMHLAH 100 1 200 mg/kg TenecHo Terno/nex (2 Ao 3 NbTH NO-BUCOKH OT
MaKCHMAITHATA npenopbumTenHa fo3a 500 mg Ha 6a3aTa Ha MoWTA HA TENECHATA NOBBPXHOCT) BefiR e

no neko 3abapsHe Ha ¢eTanHaTa OCHPHKALMA H HALIABAHETO HA TErIO Ha Maiikara. [Tpu nepg/m\\)*‘% 164,00
NOCTHATAIHUTE NPOYYBaHHA NPH NILXOBE ce HabaloqaBa neko 3abaBsaHe cien JieueHHe ¢ N03M ~$“

Wy =

asutpomMuuuH 200 mg/kg/neH (3 MHTH NO-BHCOKM OT MAKCHMANHATA APENopbUMTENHA AHEE: agﬁffa R -,
NpH BBL3pacTHH Ha §a3aTa Ha NIOLUTA HA TEIECHATa MOBbPXHOCT). ol WA ;
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6. CAPMALEBTHYHH TAHHH

6.1 Concbk HAa NOMOUIHHTE BEHIECTBA
HAopo na mabremrxama:

MpexeSaTHHH3HPaHO HULIECTE

KpPOCNOBHIOH

KaauMeB xuaporeH gocdar

HATPHEB JlaypUicCyipar

marHe3HeB cteapar {E470b)

durmvoso nokpumue:

xunpomenosa (E464)

THTanoB auokcua (E171)

NaKTo3a MOHOXMApAT

TpHauetvd (E1518)

6.2 HechbBMECTHMOCTH

Henpuioxumo

6.3 Cpox na roanoct

5 rOAHH

6.4 CpeusajHH yCJI0BHA HA CbXPAHEHHe
To3u nexkapcTBeH NPOOYKT He HIUCKBA CIIELHANHY YCIOBHA 33 ChXpaHEHHE,

6.5 B=aA B cLILpKaHHE HA ONAKOBKATA

BrnucrepHa onakosxka (Alu ponno/PVC donmo): 3 puimupanu tabnerku no S00 mg (1 6aucrep ¢ no 3
TabNeTkn), B KyTHS.

6.6 Cnensajnn npeana3ud MePKH NPH H3XBLPJAHE H paboTa

Hsama cneupanHy H3UCKBaHHA

Heu3nons3paHUAT NekapeTBer NPOAYKT HAH OTHAABYHHTE MAaTEPHAITH OT Hero TpAOBA 1a ce U3XBbpPAAT
B ChOTBETCTBHE C MECTHHTE H3INCKBAHHA.

7. IIPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje&ka cesta 6, 8501 Novo mesto, CnopeHms

8. HOMEP(A) HA PASPELIIEHHETO 3A YIIOTPEBA

Per.Ne: 20060211

HOM
9, JATA HA ITBPBO PA3PEIIABAHE/TIOTHOBABAHE HA PA3PEIHEHI/IEK

YIIOTPEBA
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