KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA,
MAKET HA OITAKOBKA H JIMCTOBKA



KPATKA XAPAKTEPUCTHKA HA MIPOAYKTA



1. HUME HA JJEKAPCTBEHHSA MPOAYKT
A3ubuot 250 mg puamMupaHH TabneTkH

Azibiot 250 mg film-coated tablets

207902 0F

2. KAYECTBEH U KOJIMYECTBEH CbCTAB .
Z 9207 170 N

A3ubuot 250 mg dunmupaHu TabneTKu
Bcaka ¢puamupana Tabnetka cbabpika 250 mg a3MTPOMULMH (azithromycin) KaTo a3UTPOMHLMH
nauMxuapar (azithromycin dihydrate).

[TOMOLIHO BELIECTBO C U3BECTHO AEHCTBHE:
Bceska ¢punmupana tabnetka chabpixa a0 0,50 mg HaTpui.

3a MbJIHUA CMIHMCHK HA MOMOLHHTE BELLECTBA, BUXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
®unmupaHa Tabnerka

Benu uan noutu 6enu, GpuaMupanu, NpoabAroBaTH TabneTku (AbkuHa: 13,8-14,2 mm, wupoynHa:
6,3-6,7 mm), ¢ Haanuc "S19" or enHara crpana.

4, KJIUHHUYHHA JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHHA

A3MBHOT € NMOKa3aH 3a JIeYeHHe Ha ciieJHUTE HHDEKLIMU NPH BH3PACTHH H KOHOLLH € TEIJI0 Hak-Manko
45 kg (Bx. Toukn 4.4 1 5.1):

- OCTbp CTPENTOKOKOB TOH3WIHT U (JapHHIHT

- OcTbp GaKTepHaIeH CHHYHT

- OcTbp OakTepHaieH OTHT Ha CPEAHOTO YXO

- [HeBMoHHs, npuaoduTa B obuiecteoTo (II10)

- Octpu GakTepHaIHH HHEKLMHM HA KOXKATa M MO/IKOXKHATA ThKaH

- YperpuT K uepBUUMT, npeaussuka ot Chlamydia trachomatis.

A3MOHOT € MoKa3aH 3a JieYeHHe Ha Bb3PaCcTHH MALMEHTH ¢ OCTpa eK3alepdalus Ha XPOHHYEH
OpOHXHT.

Tpsa6Ba 1a ce UMaT npeBUA OPHLIMATHHTE PbKOBOJICTBA 3a NpaBHiIHa ynoTpeba Ha
aHTHOAKTepHaJTHUTE JIEKapCTBa.

4.2 [lo3upoBKa H HAYHH HA NPHJIOKEHHE

£03H pOBKa

Bw3pacmuu u lonout ¢ me2no nat-maiko 45 kg
A3HTPOMHMLIMH TpAOBa J1a ce NpHJiara Kato eIMHUYHA IHeBHa /103a.

Tabnuua 1: Tpenopbky 3a 03MpaHe NPH Bb3PACTHH H KOHOWIM € TErNO Hai-MasKk

Iloka3aHue Cxema Ha npuJiaraHe Ha a3MTPOMMLIMH
OcTbp CTPENTOKOKOB




TOH3HIHT K HapHHIHT

OcTbp baxkTepuaneH CHHYHT
500 mg/neH 3a 3 AHM
OcTtbp GakTepHaneH OTHT Ha
CPEIHOTO YXO HIH
Ocrpa ex3auepBaums Ha 500 mg & aew 1, nocneagano ot 250 mg/aeH B AHH 2-5
XpPOHHYEH OpoHxHT*

IMHeBMOHMA, MPHIOOKTA B
obuiecTsoTo”

OctpH GakTepHaTHH
HHGEKUMH Ha KOXKaTa U
MOJAKOKHATA ThKaH
VpeTpHT # LEPBHLIMT, 1 000 mg xaTo egUHHYHa 1034
npeaussukaH ot Chlamydia
trachomatis

* 33 leueHHe caMo Ha Bb3PACTHH

# NpH BL3PACTHH NEPOPATHOTO NeHeHHe MoXe Jia Gbae NpoBeseHO K cnejl HHTPaBEHO3HO IEHEHHE,
aKO € KIMHHYHO MOKa32HO 3aBbPLIBAHETO HA 0010 7- 10 10-THEBEH KyPC Ha feueHHe (3a
noapoGHocTH BrxkTe KpaTkara XapakTepHCTHKA Ha MPOAYKTA HA HHTPaBeHO3HKTe GOPMH Ha
A3IUTPOMHMLIHH)

Tpa6Ba 1a ce OGMHUCIAT CXEMHTE Ha ICUEHHE, JO3UTE H IPOAB/DKHTENHOCTTA Ha ICUCHHETO, KAKTO
Ce NpenopbyBa B AKTYATHIHPAHHTE PHKOBOACTER 32 JieYeHHe NPH BCAKO MOKa3aHHe.

fIponycnama doza

AKO ca M3MMHAMH 12 Yaca WM MO-MaNKO OT NPOIMYCHATATA A03a, NALMEHTHT Tpadea na 6bae
NOCHBETBAH 12 § MPHEME Bh3MOXKHO Haii-CKOPO H Cliefi TOBa J1a B3EME CJI/BatIara 103a B obuyaiHoTo
ppeMe no rpaduk. Ao ca M3MHHaNK nosede oT 12 yaca oT 06u4aifiHOTO BpeMe 3a NpHeM Ha 103aTa,
naLKeHTHT TPAGBA Aa G116 NOChRETBAH Aa H3YaKa 0 clleBaliaTa 103a Mo rpadux.

Cneumansy noMynauHH

Bvbpeuno ygpescdane
He ce nanara kopurupane Ha nozara npu naunedtd ¢ GFR =10 ml/min. [Ipu nausents ¢ GFR
<10 mV/min asuTpoMuLH TpaGBa Aa ce PUNAra ¢ MOBHLICHO BHUMAaHHE (BX. Touka 5.2).

Yeproopoburo yspescoane

He ce Hanara KopuripaHe Ha 103aTa npu nauueHTH ¢ neka (kiac A no Child-Pugh) unn ymepena
cTeneH Ha uepHoapobHo yspexaaue (knac B no Child-Pugh) (sx. Touka 5.2). Jlunceat ganHu npu
NaLMEHTH C TEXKa cTeneH Ha yephoapoGHo yspexaaue (kiac C no Child-Pugh). Cnenoparento
a3UTpOMHUMH TPa6Ba 1a Ce NpHiara ¢ OBMIUEHO BHHMAHHE NPH TAKWBA NAUMEHTH (BXK. ToUKa 4.4).

Cmapuecka gv3pacm

He ce Hanara KOPHIHpaHe Ha [03aTa PH NAUMEHTH B CTapHecka BB3pacT (Bx. Touka 5.2). il kato
Npy NaUHEHTHTE B CTAPYECKA Bb3PACT HMA NO-TONAMA BEPOATHOCT 2 Bb3HKKHAT npoap = o
ChCTOAHHA, CE NPENOPLYBA 14 ¢ NOAX0XKaa 0coDEHO BHHMATEITHO MOpaiH PUCKA OT paypfiyie H

chpaeuHM apUTMUH H torsade de pointes (Bik. Tovka 4.4).

[legMaTpuyHa noiynauxa




Hsama cboTBeTHa ynoTpefa Ha A3MGHOT 3a NeYEHHE Ha OCTPH eK3alepbaUMy Ha XpOHHYeH O6porxut
npl NEAHATPHHHHA NAUMEHTH.

IMpennarat ce APYTH NeKapcTBEHH (OPMH, KOHTO MOXKE 1a Ca MO-NOAXO/IALIM 3 JIEHEHHE HA
NALHEHTH, KOWTO HE MOFaT 1a NorTbIIAT TabAeTKH, KaKTO H NEJIMaTPUHHH NALKMEHTH C TErI0 Noj
45 kg.

HauHH HA MPHIOKEHHE
3a nepopasHO NPHIOKEHHE.

TabneTkuTe MoXe Aa ce NpHemar cbe HiH 6e3 xpaHa. TIpHIIOKEeHHETO HEMOCPEACTBEHO NPEaH
XpaHeHe MoXe 1a nofAoGpH CTOMAILHO-YPEBHATA NTOHOCHMOCT.

A3ubrot 250 mg dunmupanu Tabnetky TpAGBa fa ce ILITAT LENH KaTO eIHHHYHA IHEBHA A034.
4.3 IIpoTHBONOKA3IAHAA

CBpBbXUYBCTBUTENHOCT KbM aKTHBHOTO BELLECTBO, EPHTPOMHLIKH, APYTH MAKPOSHIH WIH KETORHAHH
AHTMGHOTHLIM WK HAKOE OT MOMOLUHHKTE BelecTra, H36poeHH B Touka 6.1.

4.4 CrenHanuH npegynpexIeHus H OPeABAIHE MEPKR npH ynorpeba

[ToTeHuHan 3a pe3UCTEHTHOCT
A3MTPOMMLAH MOXe Aa G1aronpHATCTBa PA3BUTHETO HA PE3UCTEHTHOCT NOPAJH CBbpP3aHUTe

ABArOTPaiiHK K MOHWKABALLM CE HMBA B [UIA3MATA H TBKAHHTE C/IEA KPad Ha JIeYeHHeTO (BX. Touka
5.2.) JleueHue ¢ asuTpoMuunH TpAGBa Aa ce 3anoypa camo cnejl BHHMaTe/1Ha OUCHKa Ha non3ara i
PHCKOBETE, KATO Ce MMa NPEBHIL IOKANHATA NpeodaanaBalla pe3HCTEHTHOCT M KOraTo
NpeanoYHTaHHTE CXEMH Ha IeYEHHE HE Ca NOKA3aHMU.

Tesmks KOXKHH PEaKLUMM K PEAKLHY HA CBPBLXYYBCTBHTENHOCT

BB Bpb3Ka ¢ JIEUEHHE C a3MTPOMHLIMH Ce ChoO1aBa 33 peAKH CEPHO3HM ANCPTHYHM PEaKLH,
BIIFOUHMTE/HO AHTHOEEM H aHa(uaakcHa (PAAKO JeTanHa), TEKKH KOXHN HEXENAHU PEakumH (severe
cutaneous adverse reactions, SCAR), BmounTeNHO CHHAPOM Ha Stevens Johnson (SJS), TokcuuHa
ennzepManHa Hexponusa {toxic epidermal necrolysis, TEN), nekapcTeena peakuys ¢ €03uHOQHANS H
cucTeMud cumrrTomu (drug reaction with eosinophilia and systemic symptoms, DRESS), octpa
reHepanM3NpaHa eK3aHTeMarTo3Ha mycTyJiosa (acute generalised exanthematous pustulosis, AGEP),
KOHTO MOFaT [a GbaaT KMBOTO3aCTPalIABALIH WK NeTanHH (Bx. Touka 4.8). [1pu npeanucsanero
nauueHTHTe TPAGBA Aa 6bAAT HHPOPMHPAHH 3a NPU3HALMTE K CHMITTOMHTE H BHHMATETHO
NpocneASBaHH 33 KOXHH peakuuy. HAkon oT Te3u peakumi NpH NeYeHHe ¢ a3HTPOMHLIMH BOIAT A0
PeLHIHBAPALLY CUMITTOMH W HANarar No-Obj1bl NEPUO. Ha HAGMIONECHHE U JIEUCHHE. [Tpu BB3HKMKBaHE
Ha a7epruyHa PEeakiuA EeUEHHETO C a3UTPOMHULHH TpAGBa Na Gbae npeycTaHOBEHO U TpaOBa Aa ce
HasHayM noaxonAwa tepanus. Jlexapure TpaGBa Ia 3HaAT, Y€ MOXKE 12 UMA NMOBTOPHA NOsABA HA
aNepruuHHUTEe CUMITOMM NPH NPEYCTRHOBABAHE Ha CHMITTOMATHYHATA TEpanus.

Vabmxagane Ha QT unrepeana
YnbmxeHa chbpaedHa penonapuzaung H QT WHTepBa, BIIIOUHTENHO PHCK OT PasBUTHE Ha ChpEHHA
apuT™uA U torsades de pointes, ca HabmoaaBaHK NpK JIEYEHUETO C APYTA MAKPOAKH, BKIIOUHUTENHO
a3UTPOMHLMH (BK. TOUKa 4.8.) 3aTOBa, Thii KATO CNEAHHTE CHTYALKH MOXE N1a 0BEAAT A0 NOBHILCH
PMCK OT BEHTPHKYNIZPHH aDHTMHH (BKJTIOMMTENHO torsade de pointes), KOMTO MOTaT 1a A0BEAAT 10

Chp/EYEH APECT, A3UTPOMHLIMH TPAOBa Ia Ce MPHIIara ¢ NOBKHLIEHO BHHMAHHE NPH NaLHEHTH ¢

NaLUHEHTH:

- C spozeHo unK NOKYMEHTHpaHo yab/hkasaHe Ha QT untepsana

- Ha Tekywlo NeYeHHe ¢ APYrH aKTUBHH BEWIECTBA, 38 KOHTO € H3BECTHO, Ue
nHTepBana (Bxk. Touka 4.5)

- C enekrponnTeH aucbanaHc, 0cOOEHO B Cily4an Ha XHIIOKATHEMHA H XHIO



- C KNAMHHMYHO 3Ha4YMMa BpaanKkapams, ChPACYHA aPHTMHA WIH TEXKA ChpaeyHa HeI0CTaTBYHOCT
- IMauHeHTH B cTapyecka Bb3pacT: [lauyeHTHTe B CTapuecKka Bb3pacT MOXKe Ja ca Mo-NOAATAHBH
Ha CBbP3aHUTE ¢ NeKapcTBOTO edekTH Bbpxy QT HHTepBana.

XenaToTOKCHYHOCT

Tbii KaTo uepHUAT Apol € OCHOBHMA MbT Ha ETMMUHHPAHE Ha a3HTPOMHIUMH, ynoTpebara Ha
@3MTPOMHLIMH TPAGBa Na GbAe € MOBMLIEHO BHHMAHHE NPH NALMEHTH C YepHOAPOGHH 3abonasaHKs.
Hma cpobuieHns 3a cay4ad Ha by AMHHAHTEH XETIATHT, NOTEHUHANHO BOAEL 1O
KABOTO3ACTPALLABALLA HEPHOAPOOHA HENOCTATBUHOCT, NPH JIEUEHHE C a3UTPOMULIKH. [1pH Nevenne ¢
A3HTPOMHMLIMH Ce CHODLIABA CHUIO M 32 XEMATHT, XO1eCTaTHYHA XbITEHHUA, YepHOAPoBHa Hekpo3a H
4epHOAPOOHA HEAOCTATBLYHOCT, HAKOH OT KOMTO BOAAT 0 HACTBIBAHE Ha CMBPT (BXK. Touka 4.8).
HsikoM nalpeHTH MOXKE Aa ca MMATH NPENIECTBALLO YePHOAPOGHO 3a6019BaHE HAW MOXKe Ja ce
OK@KeE, U€ MPHEMAT JPYrH XeNaTOTOKCHUYHM JIeKapcTBeHH nponykTH. [Nauuentute Tpabea ga 6uoar
CHBETBAHH [A CMIPAT NPWIOKEHHETO Ha A3HTPOMHLMH H 11a CE€ CBBPIKAT C TEXHHA NEKap NpH pasBHTHe
Ha MPH3HALM M CHMNTOMU HA YepHOAPOGHA AucdyHKUMA, KaTo ObP30 Pa3sBUTHE HA ACTEHNA, CBLp3aHa
¢ KBATEHHUA, ThMHA YPHHA, CKJIOHHOCT KbM KbDBEHE WiH YepHoapoGHa eHuedanonarks. B Takupa
ciyuau BeaHara TpabBa /ja ce W3BBPLLAT H3CIENBAHHA Ha YePHOAPOGHMTE by HKIHOHANHY
NoKas3aTeny.

Iuapua, cevpaana ¢ Clostridioides difficile (CDAD), ncesnomembpanosen konut

Hma crobiuenns 3a CDAD u rncesaomeMOpaHo3eH KONHT MPH JIEUCHHE ¢ A3HTPOMMLIHH H TEXKECTTA
MM MOJKE [12 BAPHPa OT JiEKa AMapus 10 NeTaneH konut (8x. Touka 4.8). CDAD u
nicesfioMeMOpanoO3eH KOMHT TpAORA Aa ce HMAT NpeBH/ PH NALWEHTH, KOHTO HMaT AUapus no Bpeme
HA WY e TIPHIIOKEHHETO Ha a3HTPOMULIMH. Tpabsa fia ce oOMHMCIH NpeycTaHOBsBaHe Ha
TepanuaTa ¢ a3UTPOMHLIMH W NIPEANPHEMAHE Ha NOANBPXKALIA MEPKH 3a€1HO C NPHIOKEHUETO Ha
cneunduuHo nevetne 3a C. difficile. He Tpabsa na ce 1aBaT N1eKapCTBEHH NPOAYKTH, KOMTO
HHXHOHpAT NepHCTANTHKATA.

Hudekunn, npenasaiy no nogoB mLT

MHoro seposTHo € Neisseria gonorrhoeae na € pe3HCTEHTHA Ha MaKPONUAH, BKIIKOYHTENHO a3aiIHI3
a3IUTPOMHLIMH (BXK. Touka 5.1). CneaosaTeHO a3UTPOMHUMH He CE NMPENOpBUBa 3a NeYeHHe Ha
HeyCJIOXKHEHa roHopes M Ta30Ba Bb3NaNATENHa BonecT, ocBeH ako nabopaTOPHHTE pe3ynTaTH He
NOTRLPKAABAT YYBCTBMTE/IHOCTTA HA MHKPOOPraHHW3Ma KbM a3UTPOMHLMH. AKO OCTaHE HEJIEKYBAHO
WM € JIEKYBaHO CYOONMTHMAIHO, TOBA 3a00/14BaHe MOXE 1a IOBEIe 0 MOSBA HA KHCHH YCIOKHEHH,
KaTto HHPEPTIIMTET K eKTONHYHA GPEeMEHHOCT.

OcBeH TOBA, aKO ce 0OMHCIIA NpuNaraHe Ha €IMHHYHA 033 a3HTPOMHLIMH 34 JIeUeHHEe Ha YPETPHT U
LICPBHLIHT, Npean3suKanu oT N. gonorrhoeae win C. trachomatis (Bk. Touka 4.2), Tpsafea nia ce
M3KJTIOUH CHIBTCTBAILA YporeHuTanHa undexumns ¢ Mycoplasma genitalium nopaan BUCOKHA PHCK
OT MOABA HA PE3HCTEHTHOCT B TO3H MHKPOOPraHHIbMm.

IMpu ToBa TPAGBA Aa CE M3NIOUH CBNIBTCTBAMA HH(EKUNS, Npean3BHKaHa oT Treponema pallidum,
Tbii KaTo B HHKYBaLUMOHHUA NEPHO/ CHMITTOMHTE Ha cHWAKC MoraT a 6bAaT MACKHPaHH M TOBa
Aa 3a0aBu NOCTABAHETO Ha JHArHO3A.

TIpH BCHMKH MALKMEHTH ¢ YPOreHHTaNHH HHeKLHK, Npe/iaBaiy No NooB mkT, TpabBa Aa ce
3anou4He MPOBEKAAHETO Ha NOAXOMALLE AHTHOAKTEpHANHA TEPanuA B MHKPOSHONOrHYHK
H3C/IEBAHHKA 32 NPOC/eABaHE.

MuacTeHHn rpaBHc
Hma cpobiuenns 3a 0o6ocTpsiHe Ha CHMINTOMHTE Ha MHACTEHUSA MPABKC M HOBA NOABA H

CHHIPOM NPH NAUMEHTH, NOTYUABALIH TEPAMHSA C A3UTPOMHUMH (BXK. Touka 4.8).

HeuyBCTBHTENHH MHKPOODTAHHIMM




VnoTpebara Ha a3HTPOMHLUHH MOXKE Aa J0BE/E 10 CBPBXPACTENK HA HEHYBCTBHTEIHH
MuKpooprakuimu. [Ipy Bb3HUKBaHE Ha CyNEPHHMEKLMA MOXKE 1A CE HANOXKAaT NPEKBLCBAHE Ha
NIEHEHHETO HITH APYTH MOAXOAALLH MEPKH.

EproraMMHOBH NPOH3BOAHM
TIpy NauMeHTH, NONy4aBaLii €proTaMHHOBH NPONU3BOAHM, € Bb3HUKHAT €ProTHIBM NpH

eHOBPEMEHHO NPHIOKEHHE HA HAKOM MAKPONHAHM aHTHOHOTHLM. HAMa NalHK no oTHOWIEHHE Ha
BE3MOMKHOCTTA 33 B3aMMO/IEHCTBIE MEKIY EProTAMUHOBHTE MPOH3BOIHH M a3HTPOMHULIMH. Bhnpeku
TOB&, NOPaAH TEOPETUYHATA Bb3MOXHOCT 32 BL3HHKBAHE Ha €PrOTH3IBM, a3HTPOMHUHH H
€pProTaMUHOBH NPOM3BO/IHH HE MOJKE 1A Ce MPHIIAraT eAHOBPEMEHHO.

Harpuii:
Toga NexapcTBO ChIbLPHKA No-Manko oT 1 mmol Hatpwii (23 mg) Ha N030Ba CAMHMUA T.€. MOXE 14 CE
K@XKE, Y€ MPAKUYECKHN HE ChAbPXKE HATPHI.

4.5 BiaumopeiicTBHe ¢ APYTH JCKAPCTBeHH NPOAYKTH H Apyrd GopMH HA B3auMoAeHcTBHe

BrLipeky uye a3uTpomuumH e cnab naxubutop na CYP450 1 He B3auMoaehcTBa B 3HAUHTENHA CTENEH
cbe cyberpatu Ha CYP450, uxubupane Ha CYP3A4 ne moike 1a Gbae HIKIMIOYEHO HAMBIHO. IMopanu
TOBA CE MPENnopb4Ba NOBHLIEHO BHHMaHHE MPH e1HOBPEMEHHO NPUIIOKEHKE ChC CyGCTpaTH Ha
CYP3A4 ¢ TeceH TepaneBTHYEH HWHICKC.

A3UTPOMHUHH € HHXxHGHTOp Ha TpaHcropTepa P-rmuxonporenH (P-gp). EnnoeepmentoTo
NPUAOKEHHE HA A3HTPOMHLIMH Y cyGeTpaTh Ha P-gp, Karo AMrOKCHH ¥ KONXHUMH, MOXKE 1a NOBHLIH
excnosiuuaTa uM. [IpH NekapcTBa ¢ TeceH TEPANEBTHYEH HHAEKC Ce NMPenopLYBa NOBUILEHO
BHHMaHHeE H KIIHHHRYHO MpOC/IeIsABaHe WY TEpPaneBTHUEH JIEKAPCTBEH MOKHTOPHHT H KOPHIHpaHe
Ha 003aTa, KaKTOo € noaxoaalno. Bbe Bpb3ka ¢ ToBa Tpabsa aa ce HMa NpeiBU OTHOCHTENHO OBLJTHAT
MOMY>KHBOT HA A3HTPOMMLIMH (BX. TO4Ka 5.2).

JlekapcTBEHH N KTH, 33 KOMTO € M3BECTHO, 4e yabmkasar QT uhTepeana

AsuTpoMKUHH TpaGBa Aa ce HINON3BA C MOBHULIEHO BHHMAHHE MPH MALMCHTH, MOTyHaBalH
NEeKapCTBEHH TIPOIMYKTH, 33 KOWTO € M3BECTHO, 4e yanmikasat QT nurepsana (Bx. Touka 4.4), kato
AHTHAPUTMHYBY NleKapcTBa oT k1ac A (Hanp. xunuany i npokandamun) u 111 (Hanp. nogeTunua,
AMHONIAPOH H COTANION), AHTHIICUXOTHYHH CPEACTBA (HAND. TMMO3HI), AHTHACTIPECAHTH {nanp.
umtanonpam), GpyopoXHMHONOHH (HANP. MOKCHGIOKCALHH H NEBOGIOKCALIMH), LIM3AMPHIL,
XJIOPOXHH H XHAPOKCHXIOPOXHH.

HMHdopMaLmaTa 32 NeKapCTBEHHTE B3AHMONEHCTBUSA HA a3UTPOMMLIMH C BL3MOXKHH CBHITLTCTBAINH
NeKapcTBEHHU NPOIyKTH € 0606LeHa B TABNHLATA H TEKCTa N0-10/1y. ONUCaHUTE JIeKapCTBEHH
B3aMMOJECHCTBHA CE OCHOBABAT HA KITMHMYHHTE NPOYUBaHKUA 3a B3aHMOICHCTBHMATA OT TUNA
,JIEKAPCTBO-IEKAPCTBO", NPOBENEHH C A3HTPOMHLIMH, WIH, KBETO € NOCOUEHO, Ca BhIMOXKHU
NEKAPCTBEHH PEAKLWH, KOHTO MOXE 1a Bb3HHKHAT NPH JIEYEHHE C A3UTPOMMLIMH.

Tabnnua 2: KnHHUYUHO 3HAYHMH JIEKAPCTBEHH B3AHMOACHCTBHS MEXKY a3HTPOMHLIMH H APYTH
JIEKAPCTBEHH NPOAYKTH

JlexapcTBen npoaykt | BiaumonelicTBue Mexanginm IIpenopska OTHOCHO
(TepaneBTHYHA EdexT BLPXY e1HOBPEMEdHOTO
obaacr) €KCNO3ANHATA HPHJIOKEHHE
ATopBacTaTaH Asutpomuupn: ND ATOpBAcCTaTHH € 3Lt
(uHxuburop Ha HMG cyberpar Ha CYP3A4
CoA penykrasara) ATopBacTaTHH: H P-gp.

«— AUC

Asurpomuut S00 mg | > Crax
NEpOPANHO BEAHBIK
OHEBHO 33 3 AHH.




ATtopeactatud 10 mg
NepopaIHO BEAHBK
OHEBHO.

NALUHEHTH,
noJsiyyasatiy
A3UTPOMMLIMH
CHITBTCTBALIO CBC
CTATHHH.

Lluknocnopux
(MMyHocCynpecop)

AsurpomuumH 500 mg
NEPOpanHoO BEAHBHK
JHEBHO 32 3 JHH.

Huknocropouu
10 mg/kg - nepopaaHa
eIMHUYHA n03a.

Asutpomuuun: ND

Llnknocnopux:
« AUC
1Cmax 24 %

Linknocnopus e
cyoctpar Ha CYP3A4
H P-gp ¢ TeceH
TepaneBTHYEH HHACKC
W/WITH c& KOHKypHpa
33 #IbUHA
€XCKpeLHA.

Knuunuso
npocneasBaHe u
TepaneBTHUYEH
NEKapCTBEH
MOHHTOPHHT, KOraTo €
noaxoasio, Tpadsa
Jia ce U3BbPLUBAT MO
BpeMe Ha W cnief
NIEUEHHETO C
A3UTPOMMULIMH. AKO ce
Hanara, 103ata Ha
UKKAOCNOPHH TpAbBa
1a CE KOPHTHpa.

Konxuuus (npn
noaarpa)

Asutpomuumn: ND

Konxuuus:
t 57 % AUCy.,
122 % Crax

Konxuuu e cyberpar
Ha P-gp ¢ Tecen
TepaneBTHYEH
HHAEKC.

Heobxoaumo e
KTMHHYHO
npocneaaBate no
BpPEME Ha M clte]]
NIEYEHHETO ¢
A3UTPOMHLIHH.

Jaburarpan
(nepopanex
AHTHKOZrYJIaHT)

ND

Ouaxea ce:
1 Haburarpan

JaburarpaH e
cyGerpar Ha P-gp ¢
TECEH TepaneBTHYECH
HHAEKC.

Tpabsa na ce
MOAXO0XKAA C
NOBHILEHO BHHMaHHE,
TbH KaTo
NOCTMAPKETUHIOBHTE
JAHHM Npeanonarar
NOBHLIEH PHCK OT
KPBBOM3IMBY TIPH
NaLHEHTH,
NONY4aBalLlH
23UTPOMMLIHH
ChIBTCTEALLO C
Jaburarpa.

JIvurokcuH (copaculu
THKO3MOH)

ND

Ovaxsa ce:
T Hurokcux

JlurokcHH e cyberpar
Ha P-gp ¢ TeceH
TepaneBTHYEH
HHJAEKC.

Heo6xonmumo e
KINHHHYHO
MpocneaseaHe u
€BEHTYaJTHO
npocneasBaHe Ha
HHBOTO Ha AMTOKCHHA
110 BpEME Ha u cael
STIEYEHHUETO ¢
A3UTPOMHLIHH.

Bapdapux (nepopanex
AHTWKOATYJIAHT)

Asutpomuuut 500 mg
NepopaHO BEAHBK
OHeBHO 3a | neH, a cnen,
ToBa 250 mg
NEePOPATHO BEAHBXK
AHEBHO 3a 4 AHN.

Asurpomuumn: ND
Bapdapun: ND

Hsama npomsaHa B
npoTpoMOHHOBOTO
BpEME NPH
KIHHHUYHHTE
Mpoy4BaHuA 3a
JIEKAPCTBEHHTE

He e n3BecTen.

Tpabaa aa ce
0OMHCTIH 1o-ronaMa

4YeCcTOTa Ha




Bapdaput 15 mg - B3aUMO/IEHCTBHA, HO
nepopasHa €AHHKYHA vMa

no3a. NOCTMAPKETHHIOBH
¢nobiuennsa 3a
3aCUIEHO
AHTHKOAryJJaHTHO
DeACTBHUE HA
NepoOpaIHH
AHTHKOAryJaHTH OT
KYMapHHOB TH MpH
€IHOBPEMEHHO
NIPUIOKEHHE C
A3UTPOMMLIHH.
Jabeneskka: CTATHCTUYECKH 3HAYHMHTE NMpoMeHH ¢ noseue oT 10 % ca obo3nauenn karo “17 u “|”,
fe3 npoMsHa - KaTo “—”, HeonpenenexH - kato “ND”.

He ce HabmonaBa KIMHHYHO 3HAYMMA NPOMSAHA B €KCNO3MLMATA HA A3UTPOMHUMH UITH €1HOBPEMEHHO
NPHNAraHUTe NeKapCTBEHN NPOdYKTH NP KNHHHYHHUTE NPOYUBAHHS 32 OLIEHKA HA BH3MOXHHTE
B3aMMOJEHCTBHA OT THNA ,,IEKAPCTBO-NEKAPCTBO™ HA A3UTPOMHLIUH C NIEPOPATHH aHTHALIMAHH
cpeacTBa (ATyMHUHHEB XUAPOKCHI/MATHEINEB XMAPOKCHA), KapbamMas3enuH, UETHPH3KH, LIMMETHIMH,
ehuBapenL, GAYKOHA30, METHINPEAHHIONOH, MUa3onam, pudabyTuu, cHieHahHN, TEOQUIHH,
TPHA301aM, TPHMETONPHM/CYN1(aMeETOKCA30MT H 3UAOBY THH.

IeayaTpHyHa NOMyJaHg
ITpoyuBaHus 3a B3aMMOAEHACTBUATA Ca MPOBEKAAHH CAMO MPH BE3PACTHH.

46 Depruanter, GpeMEeAHOCT B KbpMeHe

bpeMeHHOCT:
PenpoayKTHBHHTE TIPOYYBAHHS MPH KHBOTHH Ca NIPOBE/IEHH NPH J03H [10 YMEPEHO TOKCHUHUTE 32

malikaTa koHueHTpaukH. [IpH Te3u NpoyuBaHNd He C€ YCTAHOBABA JOKA3ATENCTBO 33 TEPATOrEHHH
edexti. Hama oBaue gocTaTbyHy 1 105pe KOHTPOUPAHH MPOY4BAHHA NIPH OPEMEHHH KEHH.

Wma ronam obem aaHHH oT 06cepBALMOHHA NPOYUBAHHA HA EKCMO3MUMATA HA A3UTPOMHUMH NO BpeMe
Ha 6pemennocT (noeeue ot 7 000 ciyas Ha GPEMEHHOCT € EKCTIO3HLIMS HA A3UTPOMMLIMH). IMoeeuero
OT T€3H NPOYYBAHMA HEe MPEANONAraT NOBHIICH PUCK OT Hexenanu peTanki e(ekTH, KaTo ronemMu
BPO/IeHH Man(hOPMALIMHM HIH ChPAEYHOCHAOBH Man(opMaLkH.

ENuAeMHONOTHYHHUTE JAHHH, CBBP3aHH C PHCKA OT CNOHTaHeH abopT cea eKCno3nLMA Ha
a3UTPOMMUHH M0 BpeMe Ha paHHa GpeMeHHOCT, ca HeyGeauTenHH. [1poyyBraHHATa NPH HKHBOTHH HE
MOKa3BaT penpoAyKTHBHA TOKCHYHOCT (B3K. Touka 3.3).

A3HTPOMHLMH TpAGBA [ CE H3MON3Ba N0 BPEME Ha GPEMEHHOCT CaMO NPH KIMHHYHA HEOOXOAHMOCT.

Kupmene
A3HTPOMHLIMH Ce eKCKpPeTHpa B KbpMaTa 10 3HauumMa creneH. He ce HabnioaaBaT CEpPHO3HH HEXENIaHH

edeKTH Ha a3UTPOMULIMH NPH KbPMEHH KbpMa4eTa, HO e(eKTH KaTo IHapHd, ru0HyHa HHpeKLUA Ha
JIMraBHLIMTE, KAKTO K CBPBXUYBCTBHTENTHOCT MOTaT Aa Bb3HUKHAT NPH KbPMEHH
HOBOPOAEHW/KbPMayeTa A0pH npu cyGTepanesTuHy 1o3u. Tpabsa na ce B3eMe peLICHHE 1anK 1a ce
NpeyCTAHOBH KbPMEHETO WIH J1a C€ NIPEYCTAHOBM/ A He C& NPHIOKH TEPANHATA C ASHTPOMHLMH, KATO
ce B3eM€ NpeaBH] NO3aTa OT KbPMEHETO 3a AETETO H M0/3aTa OT TepanHATa 3a eHara.

é@w Np
®eprunurer ™
ITpu npoyuBaHug 3a eheKTHUTE BbPXY DEPTUIUTETA, NPOBEAEHH NPH NILXOBE, Ce g i

YecTOTa Ha 6peMeHHOCT. 3HaueHHETO HA TA3X HAXO0/1Ka 33 XopaTa He € H3BCCTHA.

4.7 EdexTtn Bbpxy cnocobHocTTa 32 modupane u pabora ¢ MALIHHH



A3uBHOT NOBNHABA B YMEPEHA CTENEH CNIOCOGHOCTTA 3a Wwodrpade u pabora ¢ Mawnnu. Hma
CHOGLIEHHMS 32 3aMAAHOCT, ChbHIHMBOCT M KOHBY/ICHH NPH HAKOH MALMEHTH, NPHEMALIH a3HTPOMHLMH,
a HAKOM NAUMEHTH ca MOYYHAH 3PHTENHO WHITH CnyXoBo yepexnaHe. Tosa Tpsbsa na ce uMa
npeBwi, KOTaTo ce OLEHABA CIOCOGHOCTTa Ha NalMenTa 3a wodupaHe K pabora ¢ MaLHHK (BXK.

Touka 4.8).

4.8 HexelanH JeKAPCTBEHH PEAKIHH

Peziome Ha npoguna Ha HezonacHocTt

Haii 4ecTo ChOBIABAHHTE HEXEIaHH PEAKILMH 110 BpeMe Ha NeYeHHE BKINIOUBAT 1uapui, riasobonne,
NOBpbLIAHE, KOpeMHa 6oNKa, rafieHe H OTKIOHEHHA B PE3yITaTUTE OT NnaGopaTOpPHUTE H3ICEIBAHKA.
JIpyruTe BaXKHH HexeAaHH PEAKUMH BKIIOYBAT aHADHNAKTHYHH PEaKLIMM, torsade de pointes,
APUTMHH, BKNIOMUTENHO BEHTPHUKY1apHa TaxWKapaus, ncepnoMemMOpaHO3eH KOTHT U HepHOApoOHa
HeIOCTATBYHOCT (B, ToUka 4.4). BuB Bpb3Ka C ACUYEHHE C A3HTPOMHLIHH Ce ¢1o0111aBa 33 TEKKH
KOXHH Hexxenanu peakuun (SCAR), BRIIOHHTENHO CHHAPOM Ha Stevens-Johnson (8JS), Tokcu4na
ennaepmaina Hekponusa (TEN), nekapcTBeHa peakuus ¢ €03HHOGHIIMA H CHCTEMHH CHMITTOMH
(DRESS) 1 ocTpa reHepan13HpaHa eK3aHTEMATO3Ha MyCTy103a (AGEP) (x. Touka 4.4).

Cr#ChK HA HEXKENAHWTE PEAKIIHY B TabaygyeH BHA

Hexenanure peakuuH, yCTAHOBEHH OT OnUTAa MpH KIHHHYHHATE HITTMTBAHHA M OT

NoCTMAPKETHHIOBOTO HabmonaeHue, ca H36p()eHH Me-A00Y Mo CHCTEMO-OpPraHeH Kiac H HeCToTa.

Cnopea YecToTaTa Ha Bh3HHKBAHE HEXENAHHTE PEaKLHM CE ONPEaENAT KaTo: MHOTO HECTH = 1/10),
gectH (> 1/100 go < 1/10), Heuectu (= 1/1 000 go < 1/100), peakn (2 110000 no<1/1 000) n ¢
HEeH3BECTHA uecToTa (OT HAIWYHHTE NAaHHK He MOXe Na Gbae HanpaBeHa oLEHkKa). B1e Beaka rpyna no
YeCTOTa, HEXKENAHHTE NIEKapCTBEHY PeakLiMK Ca MPEACTaBeHd B HU3XOAALL, pell O OTHOWEHHE Ha
TAXHATA CEPHOIHOCT.

Tabauua 3: CnkchbK Ha HEXKENAHKTE PEAKLHH B TabnHueH BUA

Cucremo- MHoro Yectn Hevuectn Peaxu C Hen3BeCcTHA
OopraHeH Knac qecTH 4ecTOTA
Hudexnut H Kannunosa
nRdecTallHl ITHeBMoOHHA

sOuuHa
AHpeKuHA
BaktepHaiva
HHpEKLHA
BaruHanHa
HHpeKUHA
DapUHIHT
TacrpoeHTepUT
Punur
OpannHa
KaHAHKo3a
Hapyiuenus Tonmxes Gpott | Jleskoneuns TpombounTonesns
Ha KPLBTA H AUMBOLHTH HeyTtponetina XeMmonHTHYHA
anmpuaTa [Mosuiuen 6poit | EoluHodunus aHeMHA
CHCTEMA e03HHOGUNH Mosuwex Gpoi
MosHwen Gpolt | TpoMboumTH
6azodunu TMonwxeH
[Mosumex Gpoil | xeMaToxpur
MOHOLIMTH
Mosuwen Gpoit
HeyTpodHIH
HapyweHun Anrnoenem
Ha MMYHHATA CBpbXUyBCTBH-
cHCTeMA




TENHOCT (BXK,

TouKa 4.4)
Hapyuwennsa IMToHuken
HA aneTut
merabonnima
M XpPaHEHETOo
TcnXHYHH HepeHocT AxuTauns TpesokHOCT
HApYIIEHHSsE BescbHue Henvipuym
XamounHauua
Arpecns
Hapywenus [naeobonue 3aManHoCcT MmuacTeHHs TpaBKC
HA HEPBHATA Hducreysus (e Touka 4.4)
cHeTEMA [MapecTe3us Ispu
CoMHONEHT- AHOCMHA
HOCT Arey3us
Xunecresua
[MeuxomoTOpHa
XHNEpPaKTHBHOCT
Tapocmun
CuHkon
HapyiueHHR 3purenno
HA OuMTE yBpeKaaHe
HapyweHus Hapywexne Ha Cmyxora
HA YXOTO H yXoTo Xunoaky3muc
NabMpHHTA Bepruro THHUTYC
Copaeutn Manmnuraunn Torsades de pointes
HApYIUEHHHA (B, Touka 4.4)
ApHTMHH,
BIJTIOYHTEHO
BEHTPAKYNIapHa
TaxuKapaua (BxK.
ToukKa 4.4)
VYawmxen QT
HHTEpBAT Ha
eNeKTPOKapIMo-
rpaMara (BXX. TOUKa
4.4)
CuaosH [opeumn BLAHH XUnoToHHA
HAPYWEHHA
Pecnn- HucnHen
paTOPHH, PecnHpaTopHO
IPLIHH A HapyLlleHHe
MENHACTH- Enucrakcuc
HAJIHM
HApYILEHHHA
Cromaniso- Jnapus TMoBpblnaHe lactpur MMaukpeaTuT
YpeBHH Kopemna Gonka | 3anek Tcesnomembparo-
HApYilleHHS lanene Hucnencua 3€H KOJHT (BK.
HNucgarus TouKa 4.4)
Monxysane Ha [TpomsaHa Ha 1BETA
KopeMa Ha e3HKa
CyxoTa B ycTaTa
HA3isu B ycTaTa
Xunepcannsa-
LM
Epykranmna
DaTyIeHIHA
XenaTo- IToeninexa OTkN0HEHNA B
6uavapun ACMAPTATAMMHOT | YepHonpolHa-
HAPYWEHHA panciepasa Ta GYHKUHA

INoeuleHa

XonecraTu4Ha




anaHHHAMHHO WBJATEHHLA XEmaTuT
TpaHcdepasa YepHoopobHa
lMosunwex Hexpo3a
OunupyOuH B
KpBATA
[ToBHwieHa
anKanHa
dpocdaraza B
KPbBTa
Hapyuienus OGpun Octpa TokchuHa
Ha KOXATA H [TIpypuatyc reHepanuinpa- | enqaepManHa
NOAKOMKHATA Yprukapns Ha HeXponu3a
TBKAH Hepmatut eK3aHTeMaTo- CHHApOM Ha
Cyxa koxa 3Ha mycTynosa | Stevens-Johnson
Xunepxuaposa (AGEP) Epurema
JlexapcTBeHa mynTngopme
peakLima ¢
€03HHOQUIIHA H
CHCTEMHH
CHMIITOMH
(DRESS)
Peakuus Ha
¢oTouyBCTBHTE
JIHOCT
Hapyienun OcteoapTpHr ApTpanrus
Ha MYCKYITHO- Muanrus
CKeeTHATA Bonka B repba
cucTeMa, Boska sbB Bpata
CheHHHTE-
HATA THKAH H
KOCTHTE
HapyieHus m3ypus Octpo 01bOpeuto
Ha GnOpennte bonka B yBpexaaHe
H NHKOYHHTE 6nbpeunTe TyGynouHTEpCTH-
NbLTHIIA [MoBHieHa ypes upaneH Hepput
B KPbBTA
TToBuen
KPeaTHHHH B
KpBBTa
Hapywenus Hutep-
Ha MEHCTPYANHO
Bb3MPOH3IBO- KbpBEHE
IOHTENHaTa Hapyuwenre na
CHCTEMA H TECTHCHTE
rLpaara
O6mn OTtok
HAPYLIEHHA H Acrtenun
edeKTH HA Hepasnono-
MACTOTO Ha WeHHUe
npHaIcKeHNne Ymopa
OTok Ha AHLETO
Bonxa B
obnacTra Ha
rbpanTe
[Mupexcua
Bonka
Tlepudepen oTok
Hacneapanusa [MoHumxery AGHOPMHO HHBO
fuxapfonaTn B | Ha Kanuii B
KpBBTA KPLBTa




TMosHwenn
XNOpHAN B
KpbBTa
TosHineHa
FII0KO34 B
KpbBTa
MosHweHn
OuxapboHatu B
KpbBTa
ABOHOPMHO HHBO
HA HATPHI B
KpbBTA
Hapanspanus Ycnoxuenne,

» OTPABANMSA ¥ Bb3HUKHANO
YCTIOXKHEHUH, cnen
BBIHHKHAJIH B HHTEPBEHIIHA
pesyJITaT Ha
HHTEPBEHIHH

CpoblLiapaHe HA MOAC3UPAHH HEXENAHH PeaKLIMH

ChOBILaBAHETO HA MOJO3MPAHM HEKENAHH PEAKLIHHM ClIE] paspelaBaHe 3a ynoTpeba Ha NeKapCTBeRNA
npoayKT e 8axHo. Toea no3sonApa 1a NPOALIKH HaGNIOAEHHETO HA CLOTHOLICHHETO Non3a/pUCK 32
NeKapCTBEHHA NPoyKT. OT MEAMLMHCKHMTE CTICUMATHCTH CE M3HCKBA Ja ¢hob1iaBaT BCaka
Noa03MpaHa HeXKellaHa peaKLins upes

H3mbNHHTENHA areHuMs 1o leKkapcTeaTa

yA. . Jdamau [pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yeGeaiiT: www.bda.bg

4.9 [Ilpexosmpane

CumnroMu

HexxenaHuTe peakumnu, NOTy4EHH NPH NO-BUCOKH A03H OT NPENIOPLUHTENHHTE 03K, €A CXOHM ©
uaGnioaBaHMTe NpH o6HuaitniTe 403K (8. Touka 4.8). TANMUHKTE CHMITTOMH Ha NPeN03MPaHEe Ha
a3UTPOMHLMH BKMIOYBAT CTOMALIHO-YPEBHH CHMIITOMH, HAMp. MOBPBLIAHE, AHAPHSA, KOPEMHA Gonxa u
raaeHe.

Jlguenune

B ciryuaunTe Ha Npeo3upaHe ca MoxasaHH oSO CHMITTOMATHYHO JIEYEHHE W NIOMbPAHE Ha
KHU3HEHHTE DYHKLHHM, K, AKO Ce HAJlara, MPHIOKEHHE HA MEOHLMHCKH BBITICH HIIH CTOMalllHA
MPOMMBKA.

Hsima naHHH 1O OTHOLIEHHE HA e(peKTHTE OT AHANH3ATA BbPXY CIMMHHHUPAHETO HA A3SHTPOMHLIHH.
O6aye Nopany MEXaHH3Ma Ha ENTUMHEYPAHE HA A3HTPOMHKLUMH € MATKO BEPOATHO IHANH3aTa A4
HOBeAe A0 3HAUHTENHO OTCTPAHABAHETO HA AKTHBHOTO BELWIECTBO.

5. @®APMAKOJOIMYHH CBOMCTBA
51 @apMaKoJHHAMHIHH CBOHCTBA

dapmaxoTepaneBTH4Ha ;| AHTHOaKTEpHANTHM CPEACTBA 32 CHCTEMHO NMPHIIOKCHHE,
ATC kon: JOIFA10

MexaHH3bM Ha AeHcTBHE



MeXaHH3MBT Ha AeiCTBHE HA A3HTPOMMLUMH CE€ OCHOBaBA HA HHXHOHPAHETO Ha OaKTepHATHMA CHHTE3
Ha [IPOTEHHH upe3 CBbpP3BaHe ¢ pubo3oMHaTa cyGeanHHua 50 S v MHxubHpaHe Ha TPAHCMOKALIMATA Ha
nenTHAMTE.

Bpnika dpapmakoxHHeTHKa-hapMaKOIWHAMHKA
EdukacHOCTTa 3aBHCH IMIaBHO OT ChOTHOLEHHETO Mexcay AUC (nsiow noa kpusara
KoHUeHTpauua-peme) U MITK (MUHHMATHA NOTHCKALIA KOHLUEHTPAUHA) 32 MATOreHa.

MeXxaHU3MH Ha PE3MCTEHTHOCT: PE3HCTEHTHOCTTA KbM a3HTPOMHLIMH MOXeE Aa ¢e OCHOBaBa Ha

CNEHHTE MEXaHHIMH:

- Ednyke: PesuctenTHocTTa MOKe Aa Objle NPHHMHEHA OT MOBHIIABaHE Ha Gpos Ha eduryKkCHHTe
noMnu B KieTb4yHata MemOpana. ToBa ce OTHacA caMo 3a Makponuau ¢ 14- u 15-uneHHH
npbcTenn (Taka HapeueHns M-denoTHn).

- MpomaHa B TapretTHaTa cTpyKTYpa: AQUHHTETBT KbM PUGO3OMHHUTE MECTa HA CBBLP3BAHE
HamansBa upes MeTunupae Ha 23S pPHK, npHuHHARAIIO PE3UCTEHTHOCT KbM Makponuau (M),
nnHkosamuan (L) v cTpentorpamunu ot B-rpynara (SB) (taka Hapeuenna MLSB-deHorun).
MeTtunasuTe, MpUAABALIH PEIUCTEHTHOCT, CE KOJIWPAT OT erm reHH. AQUHUTETHT KbM
pHBO30MHHMTE MecTa Ha CBBLP3BAHE HaManAsa M upes MyTauuu B 23S pPHK Taprersara
CTPYKTYpa MIH YPe3 MyTauuu B pHGO30OMHHTE NIPOTEMHHU Ha ronsmara cybeauHuua.

- EH3MMHATA MHAKTHBALMSA HA MAKPONKIHTE € OT MATLK KIIHHHYEH HHTEpEC.

Ipu M-geHoTuna ce HabN1OAaBA ITB/IHA KPCTOCAHA PE3HCTEHTHOCT MEXY a3UTPOMHLIMH,
KIJIAPUTPOMHLIMH, EPHTPOMHLIMH H POKCHTPOMHLMH. MLSB-deHOTHNIBT NOKa3Ba AOMBIHATENHA
KPBCTOCAHA PE3UCTEHTHOCT ¢ KIHHAAMHLNH H cTpentorpaMiH B. C mMakponnaa cnHpamHLIBH ¢
16-uneHeH NPBCTEH Ce NPOABABA YACTHYHA KPBCTOCAHA PE3UCTEHTHOCT.

Mopaau crabus nepmeaCHUIMTET Ha BLHIHATA MeMOpaHa noBeyeTo I'pam-OTPULIATENHN BHIIOBE €4 C
NPHCHILA PE3HCTEHTHOCT KbM MAKPOJTH/IH.

KpHTepHH 3a MHTEPOpPETHPAHE NPH U3NHTBAHE HA YYBCTBHTENHOCTTA

Kpurepuure 3a unrepnperupane na MITK (MuHMMANHa NOTHCKALIA KOHLUEHTPALHS) MPH H3MTHTBaHE
Ha YyBCTBMTEJTHOCTTa ca ycTaHoBeHH ot European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 3a a3uTPOMHLMH H ca H3OPOeHH TyK:
https://www.ema.europa.ew/documents/other/minimum-inhjbitory-concentration-mic-
breakpoints_en.xlsx

[peoGaanasaiia npuaobUTa PEIHCTEHTHOCT
TMpeobnapagaiiara npunobKuTa pe3sMCTEHTHOCT MOKeE Ja Bapupa reorpadicku  8bB BpEMeTO 3a

H3GpaHH BHIOBE M € XENATENHO Ja MMa JIOKANHA HH(OPMALIHA 3a PE3UCTEHTHOCTTA, 0cOOEHO NpH
neveHue Ha TexkH HHpekumH. [Tpu HeobxoauMoCT TpabBa Na ¢¢ NOTHPCH eKCMEPTEH ChBET, KOraTo
noKansaTa npeobnasaraia pe3UCTEHTHOCT € TAKaBa, Ye MoN13aTa OT aHTHMHKPOGHOTO CPEaCTBO NpH
MOHE HAKOM BHAOBE HHEKLIHH € chbMHHTenHa. OcobeHo B CyHaHTE Ha TEXKH HHOEKUHH KK
HEyCNELHO NeueHue, TpabBa Aa ce oHCKa MHKpOOHONOTHUHA AMarkHo3a ¢ uieHTH(ULHpaHe Ha
MaToreHa W OnpeeNiiHe Ha HETOBATA YYBCTBUTENHOCT KbM a3HTPOMHLIMH.

Tabnnua 4: [Npeobnanasawa npuaoOKTa PE3HCTEHTHOCT

: OGH9aliA0 TyBCTBHTE/HH BH10BE

Aepobru I'pam-nonoxcumennu MUKpOOP2AHUSIMU

| Streptococcus pyogenes

[
i AepobBru 2pam-ompuyameniit MUKPOOP2AHUIMYU
E—M_ ———— ——ean

' Haemophilus influenzae




Legionella pneumophila®
Moraxella catarrhahs
Anaepoﬁuu Muxpoopeanmu |
Peptostreptococcus spp.

| ,El.pyru -ﬁukpooprauuaﬁu
Chlamydta trachomatts

C hlamydophzla pneumomae

Chlamydophrla psrttacz

Mycoplasma pneumomae

e s i e e J—

Buaoze, NPH KOHTO upunoﬁnTaTa peancTenTnocT MOJKe 1A € npoﬁ.neM

Aepoﬁuu zpa.u—nonomumeﬂuu MUKPOOP2AHUSMU

- N, Ay U U P O |

Staphylococcus aureus *

(e e i . —

Staphylococcus eprdermtd:s

Staphylococcus haemolyticus

Staphylococcus hominis

Streptococcus agalactiae

-

. Streptococcus preumoniae

r

Crpenroxoku ot rpynara Viridans

0

AHaepobru MUKPOOP2AHUIMH

r

Fusobacterium spp.

 Prevotella spp.

=

MHEKpPOOPraHu3MH ¢ NPHCHINA Pe3HCTEHTROCT

[
Aepobnu IpamM-ompuyamennu MuKpoopZanizmu

Escherichia coli.

'Klebsiella Spp-

. Pseudomonas aeruginosa

2
Anaepobru muxkpoopzanuzmu

‘ Bacteroides spp.

°JIunceaT aKTyanu3MpaHH JaHHH npH my6nvkyBaneTo Ha Tabanuure. OcHOBHATA nuUTEpaTypa,
Hay4HATa CTAHOAPTHA JTHTEPATYPA H TEPANEBTHYHHTE NPENOPHKK NPEANoaraT 1y BCTBHTENHOCT.
*TIoHe eq{H PErvoH NOKa3Ba YECTOTA HA PEIUCTEHTHOCT NO-BUCOKA OT 50% 32 pe3UCTEHTEH Ha
MeTHLUHNKUH Staphylococcus aureus.

**YyBCTBHTEJHHTE KbM NEHHLMIHH LAMOBE Ha Streplococcus pneumoniae € 1o-BeposTH

Streptococcus pneumoniae.

52 ®@apmakoKHHETHYHH CBOHCTBA

Abcopbyus




TMukoBHTE CEPYMHH KOHUEHTPALMH (Crax) Ha 23HTPOMHLIMH ClEA NpUOKeHHe Ha 500 mg nepopanya
cycnen3ua (40 mg/ml), 1 000 mg npax 3a mepopaiHa CyCrneH3ug, 500 mg (2 x 250 mg) TabneTku

1 000 mg (4 x 250 mg) xancysu nNpH 31paBH T06POBONLK Ha MAAHO Ca CHOTBETHO 0,29;0,75: 0,34 1
1,07 mg/l. BpemeTo 20 AOCTHraHe HA TMKOBH NNa3MeHH KOHUEHTPALMH (Tmax) Ha A3MTPOMHLMH CNEa
NepopasHO NpHiIoxkeHue Bapupa ot 2 Ao 3 daca. CpeaHara abcontoTha SHOHATHYHOCT MPH 31paBH
nobpoeonuy cnea npreM Ha 500 mg nepopanna cycnen3ua u 1 000 mg npax 3a nepopanHa CycrneH3ua
B callie € CLoTBeTHO 37% 1 44% npH NpHEM Ha FNagHo.

EdexTbT Ha XpaHaTa BbpXY OTHOCHTENHATA NepopaiHa GHOHATHYHOCT HA A3HTPOMHUHH 3aBHCH OT
nexapcTeeHata dopma. Crien npunoxkenyeto Ha S00 mg nepopanta cycnenzus (40 mg/ml), 1 000 mg
noa GopMaTa Ha npax 3a nepopanua cycnexsus u 500 mg nepopanta 103a a3sHTPOMMLHMH NOA
dopmara Ha TabneTku (2 x 250 mg) ce NocTHra CXOAHA EKCMO3HLUHA NPH MPHEM C forara Ha Ma3sHHHH
XpaHa CrpAMO npueM Ha raaaxo. Cnes npiIokeHneTo Ha eauHuyHa 1o3a 300 mg (2 x 250 mg) non
dopmara Ha kancynu ¢ 60raTa Ha Ma3HHHH XpaHa CPSMO NPHEM Ha MMaaHO CPEAHOTO CLOTHOLUEHHE
Ha Cumax H AUCp.24 € 52% n 43% no-HHCKoO.

Ta6auua 5 nokassa cpeaHara croiiHoct (SD) Ha papMakOKMHETHYHHTE NAPAMETPH NPH Bb3PacTHH
30paBu NOBPOBOIILM ClIEA CTAHAAPTHHY CXEMM HA MPHIaraHe Ha TablIETKH M Kancyny.

Tabnuua 5: AUC0-24 u Crax HA @3UTPOMHLMH NPH 3-IHEBHATA M 5-AHEBHATA CXEMA HA MpHJiaraHe B
Noc/eIHHA IeH OT TIPHIOKEHHETO

Cxema Ha npuaarase, AUCq24 (ngeh/ml) Cuax (pg/ml)
JexapcTBena dopma

3-aueBHa cxema (500 mg 1,88 (0,96) 0,42(0,21)
JHEBHO), TabNETKa

5-nuesHa cxema (500 mg A1, 0,80 (0,42) 0,18 (0,10)
250 mg A2 no [5), Tabnetka

5-nHeeHa cxema {500 mg 11, 2,1(0,6) 0,24 (0,08)
250 mg 12 no 15}, kancyna

Paznpedenenue
A3MTPOMMLIMH Ce pa3npenens B rolaMa cTeneH H 6bp30 OT N1a3Mara B eKCTPaBaCKYJIApHHA

KOMMAPTHMEHT, BKIIOMHTEIHO B TBKAHHTE, KaTO CIHBHLM, 631 Apob 1 TbKaHU Ha NONOBHTE OPraHH,
KAKTO W B HHTpALIENyIAPHHUA KOMNAPTHMEHT, 10-CNeUHaNHO B HeyTpodunuTe, Makpodarate 1
MoHouuTHTe. DapMaKOKHHETHHHHTE MPOYYRAHHA OKA3BAT 3HAYUTEIHO NO-BHCOKH KOHLUCHTPALUMH Ha
A3UTPOMMUMH B ThkauHTe (A0 50 IMHTH NMO-BUCOKK OT MAKCHMATHATA KOHLUEHTpaUKs, HabofaBaKa B
nnasmara). ToBa NOKa3Ra EKCTEH3HBHO CBBP3BAHE C TE3H THKAHH, C 00EM Ha pasnpefenenye B
CTALMOHAPHO ChCTOsiHKE, Bapupaul ot 23 no31 Vkg da3aTa Ha npepasnpeaeneHHe ot
MHTpPaLENyapHUs B EKCTPALIERYTAPHUA KOMNAPTHMEHT H B IU1a3MaTa MOXe 1a JOBEAE A0 YABIKEHO
HaNM4YHe Ha HHCKM KOHLIEHTPALMH CJIEN CIIMPAHE HA NIEYEHHETO.

A3HTPOMHLIMH NOKA3BA HHUCKA CTENEH HA CBLP3BAHE C MUTASMEHUTE NIPOTEHHK, MNABHO ¢ anda |-kucen
FMHKOMPOTEHH, H CTEMNEHTA HA CBBbP3BAHE HAMA/IABA C MOBHINABAHE HA KOHLICHTPAUMHTE HA
anTHOHOTHKA: 50%, 23% 1 7% cBbp3BaHe C IPOTEHHH MPH KOHUEHTpaluK croTeeTHO 0,05; 0,1 1

1 mg/l.
Buompancdopmanun
A34TPOMHLUMH ce MeTaBonn3upa B MUHHHMAITHA CTENEH B YepHHA apo6. OCHOBHHAT NbT HA

GuoTpacopmauns e N-nemerwinpare Ha 3axapra aesozamus. Jipyrure nbruwa sknoysar O-

XMAPOKCHIMPaHe Ha 1€303aMHHA (AMHHO33aXap) H MAKPOIHAHHA NPLCTEH.

Hsma QoKa3aTeNcTsa 32 KIHHHYHO 3HAYMMO HHAYLHPaHE HNH HHXHOHpaHe Ha Y
uutoxpoM CYP 3A4 upes o6pa3yBaHeTo Ha LIMTOXPOM-METabOIMTEH KOMIIIEKC
YCTaHOBABA ABTOHHIYUHPaH MeTabon3bM HA A3UTPOMHLMH MO TO3H MBT.

Enumunupane



A3HTPOMHULIHH CE EJIMMHHHPA 11aBHO 4pe3 (AKTUBHA) HKITbYHA CKCKPELWs KaTo HENPOMEHEHO
NEKapCTRO, HO CE ENIMMHMHUPA H NON (opmMaTa HA METa0OMUTH, KOMTO He NPUTEXaBaT
aHTubaxTepuanHo aeiictene. EKckpeumMaTa B ypHHaTa NpeCTaB/I18a BTOPOCTENEHEH NBT Ha
eIMMHHHpaHE, KaTo No-Masko oT 6% oT nepopanya no3a ¥ 0kono 20% OT NekapcTBOTO, KOETO
AOCTHra 0 CHCTEMHOTO KpbBooGpailenue, ce ekckpeTHpat B ypuHara. [loseue ot 50% ot
ekcKpeLmaTa BbB deueca v 12% OT eKCKpeLHATa B ypHHaTa ca noa ¢opMaTa Ha HenpoMeHeHo
CheIHHEHHE.

Cnen npunokeHHETO Ha €IMHMYHA 1032 a3HTPOMHUKH 500 mg € H3YHCIIeH NNa3MEH KIHPBHC

630 m!/min ¢ TepMHHaNEH NONYKUBOT NPHOIH3HTENHO 68 yaca. BHOPEUHNIT KIUPBLHC OOUKHOBEHO ¢
8 nuanazona 100-189 mi/min, 3HaYHTENHO MO-HHUCBK OT IIA3MEHHA KIIHPBHC, KAKTO CE€ O4aKBa
NOpaax OTHOCHTENHO cNaboTo yuacTHe Ha GBOpeUHHS MBT HA EMUMHHAPAHE.

Jlunetinocn/venunetinocm

Crea nepopanto NpUIokKeHHe Ha JekapeTBeHa gopma ¢ HesabasHo oceobox 1aBaHe
NPONOPLUHOHATHOCT Ha Ao3aTa no oTHowenue Ha AUCo.24 ¥ Cmax € A0Ka3aHa B AHANa30Ha 0T 250 mg
ao 1 000 mg.

Crelianim nomynaum

Bvbpeuno yspexcoane

(DapMaKkOKHHETHKATA Ha a3HTPOMHLIMH € OLleHeHa NpH 43 BbapacTuu (Ha BB3pact 21 ao 85 roaunn)
crefl IEPOPATHOTO IPHIoKERUE Ha eNHHHYHA 103 a3HTpoMHLMH 1,0 g (4 x 250 mg kancynu) npu
yuacThuum ¢ GFR > 80 ml/min (n = 12), yuacriuun ¢ GFR mexay 10 1 80 mV/min (n = 12} u
yuactanuu ¢ GFR < 10 ml/min (n = 19).

(apmMakoKKMHETHKATA Ha a3HTPOMHLIMH NpH yuacTHuuM ¢ GFR mexay 10 1 80 ml/min He ce
nopnusea (cpeaHuTe Cmax 1 AUCo 120 C€ YBENTHHABAT CHOTBETHO € 5,1% u 4,2%, B cpaBHenne ¢
yuactHuum ¢ GFR > 80 ml/min). Cpeanure Cmax W AUCo.120 ce yBenu4aBat choTBeTHO ¢ 61% H
35 % npu yuacthuun ¢ GFR < 10 ml B cpaBHenne ¢ yuacTiuum ¢ GFR >80 ml/min.

Jluncear JaHHH 3a MAUHEeHTH, NOATMKEHH HAa AHaTH3a, HO NOpalH MeXaHH3Ma Ha €TMMUHHPAHE Ha
a3UTPOMHLHH € MANKO BEPOATHO OTCTPaHABAHETO HA aKTHBHOTO BELUECTBO NPH THaIM3aTa Ja €
3HAYHTENHO.

Yeprodpobro yepexcoawne

(DapMaKOKHHETHKATA HA A3UTPOMHLIMH € NPOYUEHa NPH 22 BB3PACTHH Cllell NepopantHoTo
IPUIOHKEHHE Ha eNUHHYHA 71033 a3UTpoMHLMH 500 mg (2 x 250 mg Kancysm) npi y4acTHHLM C
HopManHa uepHoapobua dyHkums (n = 6), knac A no Child-Pugh (n = 10) n xnac B no Child-Pugh
(n = 6). DapMaKOKHHETHUHHTE MapamMeTpH Ha A3UTPOMHLIMH NPH y4acTHHUH ¢ Ki1ac A H B no Child-
Pugh ca choteetHO 3 % H 19 % no-kuckn no otHowesde Ha AUCq.inr 1 34% u 72% mo-BHCOKH 11O
oTHowenue Ha Cmax, B CPaBHEHHE C y4ACTHHLIM C HOpMaiHa YepHoapobHa dyHKumA.

Cmapuecka evapacm

[pu noGposonuu B crapuecka 8b3pacT (> 65 roHHK), Ha KOMTO € AaAeH a3uTpoMHLrH 500 mg

(2 x 250 mg kancynu) B aen 1, nocneasano ot 250 mg 8 AHK oT 2 10 5, Ha rnaaHo, AUCe248 [lpn |
u 5 e cborBeTHO 3,0 1 2,7 pgeh/ml. B aen 5 ca HaGmogasanu 29% no-sucoxa croiiHoct Ha AUCO-

noGpoeonuy (< 40 ronuHn). THi KaTo Te3W Pa3iMKH HE CE CHMTAT 33 KITHHHYHO 3HaY
HANAra KOPHTHpaHe J03aTa NPH NaUHEeHTH B CTAPYECKa Bh3pacT ¢ Hopmanta 6u6pe

yepHOAPOOHa QyHKLHA.

Heouampuuna nonyrayun
DapMaKOKHHETHKATA HA A3HTPOMHLIMH [IEPOPaNHA CYCMEH3HA € OXapaKTepH3npaHa
Bb3pacT 6 20 15 roguuuy ¢ GapHHrUT ¥ NpH 7 Aeua Ha Bb3pacT | 10 5 TOAUHH € Bb3N
cpenHoTo yxo. [1py Tean aBe NpoyuBaHHA a3UTPOMMLMH MEPOPATHA CYCIIEH3UA & NPUI



no3a 10 mg/kg B aen 1, nocneagato or 5 mg/kg 8 auu 2 10 5. Crielt 5-AHEBHO NedeHHe CPEHHTE
croiinocTy Ha AUCo.24 ca chotBeTHo 3,1 pgeh/ml n 1,8 pgeh/ml. Cpeanara ctofocT HA Crax €

0,38 pg/ml, a cvoTBeTHaTa CTONHOCT H2 Tinax € 2,4 Yaca Npu feuata Ha Bb3pacT 6 o 15 ronuHu 1
0,22 pg/ml u 1,9 yaca npu neuara Ha sb3pact | a0 5 ronunu. CpearuTe cTOMHOCTH Ha Cmax M AUCo-
24 ¢a 1,7 mbTH NO-BHCOKHM NpH A€LAaTa Ha BB3pacT 6 40 15 roadHN B CpaBHEHHE C [IELIATA HA BBh3pacT
1 no 4 roanHU.

@K npu 3-AHEBEH KypC C a3MTPOMHLIMH Mepopansda cycnensHs npu nosa 10 mg/kg ahesto ¢
OLiEHeHa ChIIO K NpH 16 neua, Ha 6 meceua 1o 10 roauny, ¢ Gakrepuantu WHpekuny. Cpennara
AUC.2¢ npu 7 neua Ha sb3pact 2 ao 4 roauuy e 2,90 pgeh/ml, nokato npu 8-Te neua Ha BB3pacT 5
10 10 roanHu croiinoctta € 2,08 pgeh/ml. Hucka croitnoct Ha AUCo.24 0,74 pgeh/ml e
PErHCTPHpaHa caMmo NPH efIHO AeTe BbB Bb3PacToBaTa rpyna oT 6-Meceua 10 2 rofuHH.

DapMaKOKMHETHKATA HA eIHHHYHA 033 a3UTPOMHLIMH NPH NEAHATPHYHH NALMEHTH, HA KOUTO ¢
npunoxexu Ao3u 30 mg/kg, He € NpoyveHa.

5.3 TIpeax.THHHYHH 1aHHH 33 feonmacHocT

HexTHHHYHHTE AaHHHW Ha 5a3aTa HA KOHBEHLMOHATHHTE HapMaKONOrHYHH MPOyYBAHUS 32
6e30NacHOCT, MPOYYBAHHA 32 TOKCHYHOCT MPH MBOTOKPATHO NpHiaraHe H FeHOTOKCHYHOCT He
NIOKA3BAT HEXENAHH pPeaKL{HK, OYEBKAHO CBBP3AHH C XOPaTa, KOWTO BCE OLIE HE ¢a pasrnelaHH B
apyru Toukd Ha KXITI.

Habmozaasana e obave doconunuaosa (MHTPALETYapHO HATPyNsaHe Ha Gocdonunuan) B HAKOH
THKAHM Ha MALIKH, TUThXOBE M KYH4eTa, HA KOMTO ca NPHIOKEHH MHOTOKPATHH JA03H a3HTPOMHLMH.
dochonunKaoia e HabnofaBaHA B CXOHA CTeNeH B ThKAHH Ha HOBOPOIEHH ILTBXOBE H Ky4eTa.
JlokazaHo €, 4e epeKTHT € 0BpaTHM crie/l CNIMPaHE Ha JIEYEHHETO ¢ A3HTPOMMUMH. 3HAYMMOCTTa Ha
Ta3W HAXO/KA 33 XOPATa KaTo LAJIO € HEU3BECTHA.

TTpy MPOYUBAHKATA NPH KUBOTHH 33 eMOPHOTOKCHYHM €EKTH, H3BLPLICHH 10 YMEPEHO TOKCHYHH 32
MaiikaTa 1034 (2 0 3 MBTH MO-BUCOKH OT MaKCHMAIIHATA NIPENOPHUMTENHA JHEBHA 103a MPH
ebapacTHH (500 mg Ha 6a3aTa Ha NNOLUTA HA TENECHATA NOBBLPXHOCT)) He ce HabMmo1aBa TePATOreHeH
edeKT NP1 MUILKH U rbXoBE. JI0KA3aHO €, Ue A3HTPOMHLIHH NPEMKHABA NPE3 M1aUEHTATA. IMpu
rwbXxoBe 103k asutpoMuuuH 100 u 200 mg/kg TenecHo Terno/aeH (2 40 3 MbTH NMO-BACOKH OT
MaKCHMAIHATA NpenoppunTenHa Ao3a S00 mg Ha 6a3ara Ha IUIOIITA HA TENECHATA MOBBPXHOCT) BOAAT
10 nexo 3a6apdne Ha eTannaTa ocCHGUKALMA M HA/VIABAKETO Ha TEMJIO Ha Malikata. ITpu nepu- H
MOCTHATAHUTE NPOYYBAHUA MPH NIBXOBe ce Habonasa nexo 3abapaHe cneq nedeHHe ¢ 1031
asurpomMuunH 200 mg/kg/nex (3 MbTH NO-BHCOKH OT MAKCHMANHATA NPENOpPbUMTENHA AHECBHA 11032
TpM BH3PACTHH Ha $a3aTa Ha IUIOLITA HA TENECHATA MOBBPXHOCT).

6. GAPMAIIEBTHYHH JAHHHA
6.1 CoEcbk HA TOMOIMHEHATE BeNIECTBA

Anpo va Tabnerkara

MukpokpHcTanHa uenynosa(E460)
[TpexkenaTuHHU3MpaHO KapTOHEHO HHLECTe
Hatpues naypuncyndar

Xunpomenosa (E464)

Kpockapmenoza Hatphi (E468)

KonouneH 6e3ponen cunnunes anoxcua(ES51)
Maruesues creapat (E470b)

DUIMOBO MOKPHTHE
Xunpomenoza 5 cP (E464)

Turanoe avokeun (E171)




Makporon 400

6.2 HecbBMecTHMOCTH

Henpuioxumo.

6.3 Cpok na roanoct

5 ronuHu

6.4 Creunajinu ycJIOBHSl HA ChbXpPaHEeHHE

To3u NeKapcTBEH MPOAYKT HE H3UCKBA CMELIMATHH YCJIOBHS HAa ChXPaHeHHe.
6.5 Buau cbabpkaHHE HA ONAKOBKATA

Bauctep (nenpospauen 651 PVC/PVAC-dunm, Al-dosuo): 4 u 6 Gpuimupann Tabnetku, B KyTHS.
He BCHUKHM BHIOBE OTMIAKOBKH MOraT a ObaT MycHATH Ha nasapa.

6.6 CneunnajHH NpeANAa3HH MEPKH IPH H3XBbPJsiHe H pabora

Heu3snon3saHuaT JeKapCTBEH MPOAYKT MM OTNAABYHHTE MAaTepHasH oT Hero TpadBa na 6baar
YHHILOKEHH B CbOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. TPUTEXATEJ HA PASPEIIEHHMETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, ‘Emarjeéka cesta 6, 8501 Novo mesto, ClioBeHHs

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per.Ne: 20140207

9. JIATA HA ITBPBO PA3PEINABAHE/TIOJHOBSAABAHE HA PASPEHIEHHUETO 3A
YINIOTPEBA

Jlata Ha mepBO paspeluasate: 26.06.2014
Jlata na nocnenHo nogHoessaxe: 14.06.2019

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

05 Mapr 2026

IMonpo6Ha nHGOpMAaLIKs 3a TO3U JeKapCTBEH MPOAYKT € NpeocTaseHa Ha yebcakta Ha ASywih
Arenims no Jlekapcrsara (UAJT) http://www.bda.bg.



