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1. UME HA JIEKAPCTBEHHUA IMPOAYKT

.......

CYMAME/] 500 mg ¢punmupanu tabneTku
SUMAMED 500 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHhCTAB
Besika gpunmupana tabnetka chabpika 500 mg azutpomuumt (azithromycin) (kato auxuapar).

3a NMbJHUSA CMTMCHK HA NMOMOIIHUTE BelleCTBa BUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana tabnerka

CBETIOCHHH, OBaJIHH, IBOMHOM3ITbKHAIM (PUIMHpPaHU TabNeTKH ¢ BATHOHATO pesiepHO O3HaueHHe
Al 500 or eanara ctpana. Slapoto Ha TabseTkara e 6510 10 nNoyTH 6s10.

4. KJIAHWUYHHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

CyMame]1 € noka3saH 3a JieYeHHe Ha cleJHUTe HHPEKLIMHU NPU Bb3PACTHH U FOHOLIHM C TETJIO0 Hal-MaJKo
45 kg (Bx. Touka 4.4 u 5.1):

- OcTbp CTPENTOKOKOB TOH3WIMT U (hapuHruUT

- OcTbp OakTepHalieH CHHYHT

- OcTbp OakTepHaneH OTHT Ha CPENHOTO YXO

- [THeBMOHHMA, npuaoOuTa B o61mecTsoro (I1110)

. OcTtpu 6akTepuaiHu HHPEKLIMK HA KOXKATA M MOAKOXKHATA ThKaH

- Epurema murpasc (paHeH Jokaiu3upas craauii Ha Jlaiimcka 6osecr)
- YPEeTpHUT U LUEPBULIMT, nNpeausBukad ot Chlamydia trachomatis

CyMmame] e 1oKa3aH 3a JIeYeHHe Ha Bb3PACTHH NAaLMeHTH C OCTpa eKk3alepbaliis Ha XpPOHHUYEH
OpPOHXHMT.

T'psabBa na ce nma npeaBua 0opULMATHOTO PHKOBOACTBO 3a NMpaBuIIHa yrnotpeba Ha aHTHOAKTepHaTHH
CpEeACTBA.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

Bv3pacmuu u wonowu ¢ meano nau-manko 45 kg
A3UTPOMHIIMH TpAOBa J1a ce npuiiara Kato €IMHMYHA JIHEBHA 1034,

Tabnuua 1: IlpenopbkH 3a 103WpaHe NpH Bb3PACTHH M FOHOLIH C TEJIO Hali-MaJiko 45 kg-f’f WY
[MokazaHue CxeMma Ha NpHJIaraHe Ha a3UTPOMHLIMH I L) =y
OCTBp CTPENTOKOKOB TOH3HJIUT I N

OcTbp OakTepHaneH CHHYHT A\ 2
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500 mg/nen 3a 3 quu
OcTbp OakTepHaneH OTHT Ha
CPEIHOTO YXO

OcTpa ex3auepbaiius Ha
XpOHHUYEH OpORXUT™*

IlueBMoOHMA, NpuaOGUTA B
obuecTroro’

Octpu Haxrepuanuu urdexuuu
Ha KOXKaTa U NNOJKOKHATA ThKaH
Eputema murpanc (panen I 000 mg B nen 1, nocnensano or 500 mg/neH 8 aHn 2-10
NOKANIM3UPaH CTaaHM Ha
Jla¥iMcka Gonect)
YPpeTpHUT H UEpBHLHT, 1 000 mg xaTo equHHuYHA A03a
npeanssrkal ot Chlamydia
trachomatis

* 3a TeyeHHe caMoO Ha BB3PACTHH

¥ NpH BB3PaCcTHU NEPOPANHOTO JIeUEHHE MOXKeE 12 Obe NPOBEAECHO M ClICd HHTPABEHO3HO JICUEHHE,
4KO € KIMHHYHO NOKa3aHO 3aBbPIIBAHETO HA 00O 7- 10 10-AHEBEH Kypc Ha JeueHue (32
noapobuocT Buxkre KpaTkara Xapakrepuctika Ha npoaykTa Ha HHTPaBEHO3HHTE (JOPMM Ha
a3UTPOMHLIMH )

Tpabea na ce OOMHUCAAT CXeMHTE Ha NeYeHHe, JO3NTE U NMPOBL/DKMTEITHOCTTA HA JIEYEHHETO, KAKTO
CE IpENophLyBa B AKTYAIH3HPAHUTE PHKOBOACTBA 32 JIeYeHHE NPH BCAKO MOKA3AHME.

Iponycrnama oo3a

AKO ca u3MHHANK 12 Yaca WK HO-MaJIKO OT NPOMYCHATATA J034, NALMEHTHT TpsAOBa na 6nae
MOCHBETBAH A2 1 NPUEME BB3IMOXCHO Hal-CKOPO H CJIEAl TOBA [ia B3eMe CJIe/IBALIATA A03a B
0OH4aiHOTO Bpeme No rpadmk. AKo ¢a M3MHHAIH NOBeYe OT 12 yaca oT 06MYaHHOTO BpeMe 3a
MPHEM HA N03aTa, MAUMEHTHT TpsiOBa fna 6bje NOCHBETBAH Jla M34aKa A0 C1eBaliaTa 403a Mo

rpaguk.

Croeunaniy nonyJjaumu

bvbpeuno yepeocoane
He ce Hanara xopurupase Ha no3ata npy nauuentd ¢ GFR > 10 ml/min. ITpu naumenTH ¢
GFR <10 ml/min a3stpoMuum Tpsa6ea fa ce npuiiara ¢ NOBHIICHO BHUMaHHe (BX. TOuKa 5.2).

Yeproopobro yspesicoane

He ce Hanara xopurupaHe Ha 403aTa NpY NALMEHTH ¢ Jleka (Ki1ac A Mo Child-Pugh) unn ymepena
CTENEH Ha 4epHOApPOOHO yBpexnane (kiac B no Child-Pugh) (8. Touxa 5.2). JIuncear aaHHK npH
MALKHCHTH C TeXKa CTeNeH Ha 4epHOAPOOHO yBpexaaHe (K1ac C no Child-Pugh). Cnenoraresnso
a3HTPOMHMUHMH TPAOBA J1a Ce Npunara ¢ NOBUILIEHO BHUMAHUE NPH TRKHBA NALUMEHTH (BXK. TOYKA 4.4).

Cmapuecka eév3pacm

He ce Hanara kopurupane Ha 103aTa NpH MALMEHTH B CTAPYECKA BBH3pacT (BX. Touka 5.2). Tsit kato
NPH NAUKEHTHTE B CTAp€CKa BH3PACT HMA MO-roJIIMa BEPOSTHOCT Ja BL3HMKHAT MPOApUTMUYHM
C®CTOAHNA, CE NPENOPBYBA Aa C€ NOAXMKAA 0COOEHO BHHMATENTHO MOPajiM PHCKA OT pa3BUTHE Ha
CbPACYHH apUTMHH U torsade de pointes (Bxk. Touka 4.4).

I legnaTpuiHa nonmynauus
Hsawma cvoTBeTHa ynorpeba Ha CyMaMep 3a JleueHHUe Ha OCTPH exzayepbayuu Ha XpOHUYEH OpoHxHT

NpH NeARATPHYHH NALUHEHTH. o
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HauuH Ha npuioXeHHe
3a nepopanHO NPUIOKEHHE.

Tabneriure TpabBa Aa ce I'bJATAT LIESH, KATO EAHHHUYHA AHEBHA 1034, H MOXE /1a Ce npuUeMar che
Hnu e3 xpaHa. IIpHAOKEHHETO HEMOCPEACTBEHO NMpPEIH XPAaHEHE MOXKe Aa nonodpu cTroMaliliHo-
YpeBHATA MOHOCHMOCT.

4.3 IIpoTHBONOKA3AHMH

CBpbXYYBCTBHTETHOCT KbM aKTHBHOTO BEILECTBO, EPHTPOMHLIMH, MAKPOJIMAHH WIH KETOIHAHH
AHTUOUMOTHLIH, WIH KbM HAKOE OT NOMOILHHTE BElLLeCTRA, H30poeHH B Touka 6.1.

44 CroennaiHH npesynpexaeHns H NPeANAIHE MEPKH NPH yoTpeba

[loTeHlHAN 34 PE3UCTEHTHOCT

A3HTPOMHUHH MOX€ Aa ONaronpUATCTBA Pa3sBUTHETO HA PE3UCTEHTHOCT MOPaJH CRbP3aHUTE
ABIroTpaviHU B NOHWKABAlIH Ce HHBA B [U1a3MaTa H TbKAHHTE ClIe]] Kpas Ha NeYEHHETO (BXK. TOYKA
3.2.) Jleuenwe ¢ a3UTPOMHLIMH TpAOBa Ja ¢e 3aM04Ba caMO CJI€] BHUMATETHA OLIEHKA Ha Moi3aTa |
PHCKOBETE, KaToO C€ MMa NMpeABHA JOKaNHaTa npeobnanasaina pe3HCTEHTHOCT H KOTaTo
NPCANOYHTAHHTE CXEMH Ha NEeUYEHHE He Ca MOKa3aHH.

TexiH KOKHH PEaKLIMH M peaKiiMi Ha CBPbXYYBCTBUTENHOCT

BB BpB3Ka C JieueHHe ¢ a3HTPOMHLIMH ce ChOOLIaBa 32 PEKH CEPHO3HM ANICPrHYHH PEaKLMH,
BKJIFOUHTE/IHO aHTHOEAEM M aHA(UNAKCHA (PALKO IETANTHA), TEXKKH KOXHH HEXKESIAHH peakiuu
(severe cutaneous adverse reactions, SCAR), BKIIOuHTENHO cHapom Ha Stevens-Johnson (Stevens-
Johnson syndrome, SJS), TokcuuHa ennaepmania Hekponusa (toxic epidermal necrolysis, TEN),
JIEKAPCTBEHA PEAKLIMA C €03UHOQHITUA H CHCTEMHH cHMNTOMH (drug reaction with eosinophilia and
systemic symptoms, DRESS), octpa renepanusupana ekzaHTeMaTo3Ha mycTyJ103a (acute generalised
exanthematous pustulosis, AGEP), kouto morat fja 6baar )HUBOTO3aCTPALIABALLM WIH 1ETANHH (BXK.
Touka 4.8). [lpu npeanucsaneTo nauueHTHTe TpabBa 1a 6bAAT HHPOPMHUPAHH 32 NPU3HALTE U
CHMNTOMHTE H BHHMATEIHO NMPOCACAABAHH 34 KOXKHH peakuud. HAKOH oT Te3u peakiiuy npH
JIEUEHNE C a3HTPOMHMLMH BOAAT A0 peUMAHBHPAIH CUMITOMH M HajiaraT fno-AkIbI NEPUO. Ha
HabnlofieHue n sieyexue. TpH Bb3HHKBAHE HA AIEPrUYHA PEaKLMA JEUEHHETO ¢ ASHTPOMHULMH
Tpa6Ba na Ob/e npeycTaHOBEHO K TpaOBa Aa ce Ha3HauH NOAXOAdLA Tepanya. JlexapuTe TpsaGsa aa
3HAAT, Y€ MOXKE 1a UMa MOBTOPHA MOABA Ha ANEPrudHHTE CHMITTOMHM NPH NPEYCTAaHOBABAHE Ha
CHMIITOMATHYHATA TEPAnu.

Yabmkasane Ha QT unreppana

YawsokeHa copiedHa penonsipusaums B QT HHTepBan, BKIIOUMTENHO PUCK OT Pa3BHTHE HA

ChpacdHa apuTMHA M torsades de pointes, ca HaGnroaBaHK NpH NEUYEHHETO C APYTH MAKPOIHIH,

BIJIIOYHMTE/THO a3HTPOMHLHH (BX. ToYKa 4.8.) 3aToBa, Thi KaTo CIEAHHUTE CHTYaUHH MOXE 1A

AOBEAAT IO IMOBHILEH PHCK OT BEHTPHKYNAPHU apHTMHK (BKIIIOUHTENHO torsade de pointes), KouTo

MOTaT Aa A0BeAaT 10 CbpACUCH apecT, a3UHTPOMHLIH TpAOBa Ja ce npuiara ¢ MOBULICHO BHUMAaHHeE

NpH NaUNEHTH € TEKYLIM NTPOAPUTMHYHH CHLCTOAHHUA (OCODEHO XKEHH M NMALIMEHTH B CTApYECKa

BB3PAcCT), KaTo:

* TMALHEHTH ¢ BPOACHO WK NOKYMEHTHPaHO yAb/bkaBaHe Ha QT wHTepeana;

* TMAUHCHTH Ha TCKYLIO JICYEHHE C APYTH aKTHBHH BELIECTBA, 38 KOMTO € M3BECTHO, Y€ YAb/IKABAT
QT uHrepBana (BK. Touka 4.5);

* TMalHEeHTH C CNCKTPOIHTEH AUCOanaHe, ocobeHo B CTyyan Ha XHNOKaIHeMHS W
XUMNOMAarHe3ueMus;

* MNAUMEHTH C KTHHHYHO 3HaYMMa OpaaHKapAHa, ChpACYHa apHTMHS HIIH TEXKa ChpaeyHa
HEeAOCTATHYHOCT;

¢ [MAaLMCHTH B CTapuecka Bb3pacT: IlalmMeHTHTe B cTapyecka BB3pacT MOXKe Ja ca 1o
CBBbP3aHHTE C JIEKAPCTBOTO €dexTH Bupxy QT uHTepBana.
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XenaToTOKCHYHOCT

Twit kaTO YEpHUAT APOO € OCHOBHUA BT HA ENHMHUHHpPaHe Ha A3UTPOMUILIMH, A3HTPOMHIIMH TpROBa
Ia € npuiara BHHMATEITHO NPH NMAaLHEHTH ChC 3HAYUMO YepHOApoOHO 3abonsaeane. UMa
ChOOLUECHHA 3a C.Tyyad Ha PYIMHHAHTEH XENaTHT, IOTEHUHAHO BOACI 0 )KHBOTO3aCTpalllaBaiiia
yepHOApOoOHa HEAOCTATHUHOCT, IPH NICUEHHE ¢ a3UTPOMHUHH. [1pH NleyeHHe ¢ A3UTPOMHLIMH Ce
cbOOIIABA ChLIO H 32 XENATHT, XOJIECTATUYHA K BIITEHHLA, YepHOAPOOHA HEKPO3a U YEPHOAPOOHA
HEAOCTATLYHOCT, HAKOH OT KOMTO BOIAT A0 HACTBLIIBAHE HA CMBPT (BXK. ToUKa 4.8). Hakou nauveHTH
MOJKE 13 Ca MMAJTH NPENIECTBALLO YepHOAPOOHO 3abonaBaHe WM A C2 NPUEMANTH JIPYTH
X€NaTOTOKCHYHH NIEKapCcTBEHH NpoaykTH. Ilannernture Tpabea na 6boar cpBeTBaHM fa cnpat
NPHIOKEHHETO HA a3UTPOMHLIMH U J1a C€ CBBPXAT C TEXHMS JIEKap NPH pa3RHTHE HA NPU3HALY U
CHMITTOMH Ha YepHOApoOHa TMCHYHKLMA, KaTO OBbP30 pa3BUTHE HA aCTEHHA, CBRbP3aHa C
JKBJITEHHLIA, ThMHA YPHHA, CKJIOHHOCT KbM KbPBEHE WIH YepHoaApobHa eduedanonarths. B Takuea
Cllyyau BeJHara TpaOBa Aa ce W3BbPILAT M3CACABAHUA Ha YepHOAPOOHHTE GYHKLIMOHAHH
MOKA3aTEJIH.

Iuapus, cebpiada ¢ Clostridioides difficile (CDAD), nceBaoMeMOpaHo3eH KOJHNT

Hma cvobiienus 3a CDAD u nceBaoMeMOpaHO3€eH KOMUT MPH JIEUEHHE C a3UTPOMHLIMH M TEXKECTTA
MM MOXKE Aa BapHpa OT JI¢Ka AHApHA A0 JIETaleH KONHT (B, Touka 4.8). CDAD u
nceBAOMEMOPaHO3EH KOMHUT TPAOBa Na ce HMAT MPEABIA NPH NALMEHTH, KOUTO UMAT AHapHA 1O
BpeMeE Ha WITH CJIe[l NMPHIOKEHHETO Ha a3HTPOMHUHH. TpabBa Aa ce 0OMHUCIH NMpeyCTaHOBABAHE Ha
TepanusaTa ¢ aSHTPOMHLIMH H NpeANnpHeMaHe Ha NOAAbPKALIM MEPKH 3a€HO C MIPUWIOKEHHETO Ha
cnelpuyHo neuenue 3a C. difficile. He TpabBa na ce naat nexkapcTBeHH NPOAYKTH, KOHTO
HHXHOHpAT NEPHUCTANTHKATA.

HUuadekunu, npeaaBaHy Nno nojaos neT

MHoro BepoaTHO € Neisseria gonorrhoeae Na € Pe3ACTEHTHA HA MAKPOJH/IH, BKIKOYUTEHO a3a/ivia
a3UTPOMHMIIMH (BX. TOuKa 5.1). CnenoBarenHo a3NTPOMHLIMH He Ce MpernopbyYBa 3a JieYeHHe Ha
HEYCJIOXKHEHa TOHOpes H Ta30Ba BL3NAINTENHA O0NecT, OCBEH ako 1abopaTOPHUTE PE3yATATH He
IOTBbPKAaBaT YyBCTBHTE/IHOCTTA Ha MUKPOOPraHH3Ma KbM a3sHTPOMULIMH. AKO OCTaHE HEJIEKYBaHO
WIH e JIEKyBaHO CybonTuManHo, ToBa 3abonsBaHe MoXke Aa IOBEJE AO NOSBA Ha KbCHH YCIIOMHEHHUS,
KaTo HHPEPTWIMTET M €KTONMHYHA OPEMEHHOCT.

OcBeH TOBa, aKo e OOMUCIIA MPWIAraHe Ha EAWHKWYHA 1032 a3UTPOMHUIIMH 33 JIEYeHHE Ha YPETPHUT H
UEPBHLIMT, NPEAH3BHKAHH OT N. gonorrhoeae unn C. trachomatis (BX. Touka 4.2), Tpabsa na ce
H3KJIIOYH CBITbTCTBALlA YporeHutanHa HHpekUHa ¢ Mycoplasma genitalium nopagy BUCOKHA pUCK
OT MOABA HA PE3UCTEHTHOCT B TO3K MUKPOOPTaHH3IBM.

Ilpn ToBa Tp2OBa Ja ce H3KMIOUN CHIILTCTBALIA HHeKUHS, Npean3BUKaHa ot Treponema pallidum,
Thii KaTO B MHKYOALIMOHAUA NMEPHOJ CUMITTOMUTE Ha CHQWIHC MOraT Aa 6BAaT MaCKMPaHH H TOBa
Na 3abaBH NOCTaBAHETO Ha AUArHO3A.

I1pn BCHUYKH NMALIMEHTH C YPOTCHUTAIHHA HH(EKLMH, NpeadaBaHU MO MOJOB LT, TPAOBa Aa ce
3aM04YHEe NPOBEXKIAHETO Ha NMOAXO0AALLA aHTHDaKTepHalHa Tepants i MUKPOOHONOrHYHH
U3CNIeIBaHKA 32 NpOCcheaAsBaHe.

MuacTeHus rpaBHc
Hma cbobinenns 3a obocTpsaHe Ha CHMNITOMHTE HA MUACTEHHA IPaBHC H HOBa MOABA HZ MUACTEHEH
CHH/POM MpH MaLHEHTH, MTOJYYaBaLlH Teparnus ¢ a3sHTPOMHLHUH {BXK. Touka 4.8).

HevyyBCTBHTEIHH MUKPOOPTraHU3MH

Yl‘lOTpeﬁ&Ta Ha a3HTPOMHLHH MOXC Aa A0BEOC 40 CBPBXPpACTCK Ha HCUYBCTBHTE/IHH _? \
u ¢ fr

MHKpoopranu3Mu. [1pu Bb3HUKBaHE Ha cynepHH(EKLIHA MOXKE 1A Ce HAJIOXKAT NPEKbCB gh“ ..... }

JICYCHHETO WJIH OPYTH NOAXOAALH MEPKH, ;’: .r:i / \E

EQFOTRM HHOBH IIDOH3BOAHH

[Ipy naumeHT™!, NONyYaBawld eproTaMMHOBY NPOU3BOAHH, € Bb3HHKHAN €ProTH3IHEM
e THOBPEMEHHO NPUITOKEHHE HA HAKOU MAKPONUAHHU aHTHOHOTHLK. Hama nauny no

4
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BBL3MOXKHOCTTA 32 B3aUMOACHCTBHE MEXAY €ProTAMHHOBHTE NPOW3BOAHH H a3HTPOMHULMH. Brnpeku
TOBa, NOPAAH TEOPETHYHATA BB3MOXKHOCT 32 Bb3HHKBAHE HA €PrOTHIBM, A3UTPOMHLIMH
€proTaMHHOBH MPOU3BOAHH HE MOXKE Ja Ce NPUIaraT eAHOBPEMEHHO.

[ToMOILHO BELIECTBO C U3BECTHO IelicTBUE

Tosa nexapcTeo crabpka no-manko or 1 mmol varpwii (23 mg) Ha ¢unmmupana tabnerka, T.e. Moxe

Aa C€ KaKe, Ye NPAKTHYECKH HE ChABPXKA HATPHA.

4.5 BsanmopeiicTBRe ¢ APYrH NeKAPCTBEHH NPOAYKTH B APYrH GOPMHE HA B3anMoaeiicTBHe

Bbnpeku ye asHTpoMuLuH € cnab uuxuGurop Ha CYP450 1 He B3aHMO/EHCTBA B 3HAYMTE/THA CTENEH
cbe cybcTpari Ha CYP450, uaxubupane Ha CYP3 A4 He Moxke 1a Obje U3KTIOUEHO HAMBLIIHO. [lopanu
TOBa C€ MPEnopbBa NOBHLICHO BHHMaHHE NPH €JHOBPEMEHHO NPHIIOKEHKE Che Cy6cTpaTH Ha
CYP3Ad4 c TeceH TepaneBTHYEH HHAEKC.
A3HTPOMHLIMH € HHXHOHTOP Ha TpaHcnioptepa P-raukonporens (P-gp). EatosepMensoTo
MPUIIONKCHHE HA a3UTPOMULIMH H CYOCTpaTH Ha P-gp, KaTo AHIOKCHH Y KOJIXMLHH, MOKE 12 NOBHLLH
€KCMO3MLMATA HM. [IpH iekapcTBa ¢ TeCEH TEpaNeBTHUYEH HHAEKC CE MPEMOPHYBA MOBHILEHO
BHUMaHHE W KIHHHYHO MPOC/EAdBaHE WHITH TEPANeBTHYEH JIEKAPCTBEH MOHHTOPHHT W KOPHIHpAHE
Ha n103aTa, KaKTO € noaxoadino. Bue Bph3ka ¢ ToBa Tps6Ba Aa ce KMa NpeABUA OTHOCHTETHO TBITHAT
NOJY>XXHBOT Ha a3UTPOMHULIMH (BXK. ToUKa 5.2).

JlekapcTBeHH NPOAYKTH, 38 KOUTO € H3BECTHO, Ye yabmkaraT QT uHTepBana

A3UTPOMHLIMH TPAOBA 2 Ce U3MON3BA C MOBHILEHO BHHMAHHE NPH MAUMeHTH, NOMyyYaBalli
JIEKApCTBCHU NMPOJAYKTH, 32 KOWUTO € H3BECTHO, Ye yabkaBaT QT uHTeppana (Bk. Touka 4.4), kato
aHTHapUTMHYHH JIEKapCTBa OT K1ac 1A (Hanp. XxnHuauH ¥ npokanHamun) v 111 (anp. noderwmy,
AMHOJAPOH H COTAJION), AHTUNCHXOTUYHH CPEICTBA (Halp. NHMO3K/), aHTHAEHPECAHTH (Hanp.
LHTanonpam), GayopoXHHONOHH (Hanp. MOKCH}AOKCALIMA 1 J1eBOBIOKCALHHE), LH3ANpHI, XJIOPOXHH

H XHAPOKCHXJIOPOXHH.

HH}popmaunsTa 3a lekapcTBEHHTE B3aHMOJAEHCTBHSA Ha A3HTPOMMLUMH C Bb3MOXHH ChITbTCTBALIM
JICKapCTBEHH NPOLYKTH ¢ 000OILeHa B TabavuaTa ¥ TekcTa no-101y. OnHcaHUTE JleKapCTBEHY
B3aHMOJEHCTBHA C€ OCHOBABAT HAa KIIMHHYHHTE MPOYYBAHHA 3a B3aUMOIECHCTBHATA OT THIA
»JIEKAPCTBO-TICKAPCTBO", NPOBEAEHH C a3HTPOMHLIMH, WIH, KBAETO € MOCOUYEHO, Ca Bh3MOKHH
JICKapCTBECHH PEAKLIHH, KOWTO MOXKE [1a Bh3HHKHAT NPH JIEYEHHE C a3HTPOMHLIMH.

Tabnuua 2: KniHHYHO 3HAYHMH JIEKAPCTBEHH B3aHMONCHCTBHSA MEXAY a3UTPOMHLIMH U APYTH

JIEKAPCTBEHH NMPOAYKTH

NEPOPANHO BEAHDBXK
JAHEBHO 34 3 JHH.

Jlekapcreen npoayxr | BaaumoneiicTBHe Mexannibm IIpenopbka oTHOCHO
(TepaneBTuuHa 006aacT) | Edext BupXy €AHOBPEMERHOTO
eKCNO3HIHATA NpHJIGKEHHE
ATOpBacTaTHH AsurpomMuumH: ND ATOPBACTaTHH € Tpabba na ce
(nuxudutTop na HMG cybctpat Ha CYP3A4 | noaxoxaa ¢ noeMiineHo
CoA penykrasara) ATOpBacTaTHH: H P-gp. BHHMaHHeE, Thi KaTo B
< AUC MOCTMAaPKETHHTOBHSA
AsutpoMuuH 500 mg | e Cpex Mnepuoa uMa

CboOlLleHHs 3a CTyyau
Ha pabaomuonusza npu
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JHEBHO 3a 3 aHM. MHACKC W/ HIH ce € NOAXOAALIO, TpAOBa

KOHKYpHpA 3a Ja C€ W3BBLPLIBAT MO
| luknocniopoHu AUTbYHA €KCKpELIHA. | BpeMe Ha H chea
10 mg/kg - nepopasnHa NEUYEHHETO ¢
€AHHHYHA 1034, a3HTPOMUUHH. AKO ce

Hajiara, 1034Ta Ha
LIMKJIOCTIOPUH TpsOBa
13 C& KOPHrHpa.

Konxuumn (npu nogarpa) Azurpomunmu: ND Konxuuus e Heobxonumo e
cybcTpar Ha P-gp ¢ KJIHHU4YHO

Konxuuus: TECEH npocaeasBaHe no

T 57 % AUC,., TEpaneBTHUEH BpEME Ha H CNeJl

1 22 % Cpax UHJEKC. JIEYEHHUETO C

a3UTPOMHLIUH.

Haburarpan (nepopanen | ND Haburarpan e Tpabsa na ce
AHTHKOAryJaHT) cybctpar Ha P-gp ¢ NOAX0XAa C MMOBULIEHO

Ouakea ce: T€CEeH TepaneBTHYECH | BHMMaHME, Thil KATO

1 HaGuratpan HHJEKC. NOCTMAPKETHHIOBUTE

AaHHH Npeanoaarar
MOBULIECH PUCK OT
KPbBOH3IIUBH NPH
MaLHEHTH,
NOTyYaBallH
43HTPOMHUHH
ChITETCTBALIO C
naduraTpax.

HAHroKcHH (ChpacHHY ND Jurokcun e cyberpar | Heofxonumo e
IITHKO3UAH) Ha P-gp ¢ Tecen KNHHHYHO

Ouaksa ce: TEepaneBTHYEH NpocieAIBaHe U

1 Anrokcun HHIEKC. €BEHTYAJIHO
fnpocjieasBpaHe Ha
HUBOTO Ha ANIrOKCHHA
Mo BpeMe Ha W clieq

JICYEHHETO C
A3HTPOMHLIHH.
BapdapuH (nepopanen | AsurpoMuumid: ND He e u3BecTeH. Tpabea aa ce
aHTHKOAryJIaHT) OOMMCITH MO-roJiAMa
Bapdapun: ND 4YEeCTOTa Ha
AsutpomuunH 500 mg NpocieAABaHe Ha
NEPOPATHO BEAHBXK Hsama npomsHa B NpoTpOMOHHOBOTO
AHEBHO 3a | 1eH, a cnen | mpoTpoMOHHOBOTO BpeMe BpEMe 10 BpeMe Ha H
TOBa 250 mg IPH KTHHHUYHHTE Cllell ICUCHHETO C
NEPOPAJIHO BEAHLXK Mpoy4RaHHA 3a a3UTPOMHLIHH.
JHEBHO 32 4 QHMK. JIEKapCTBEHUTE
B3aHMOJAENUCTBHA, HO UMa
Bapdapus 15 mg - NMOCTMAPKETHHIOBH
nepopanHa eaMHUYHA CHOOLIEHHUSA 3a 3aCHIICHO
no3a. aHTHKOATyJaHTHO

AECKCTBHE HA NEPOPATHH
aHTHKOAryjaaHTd OT

KYMaPHHOB THN MpH -
€AHOBPEMEHHO ﬂ s
NPUIOKEHHE C f:ff;* | ﬂh‘
A3HTPOMHLHH. J AT S
3abenexKa: CTATHCTHYECKH 3HAYHMHTE NMPOMEHH ¢ noBeue oT 10 % ca 0603HaYEHH K T&
Oe3 MpoMAHa - KaTo “—”, Heonpenenery - kato “ND”. X :._:;, _
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He ce nabmonasa KIMHWYHO 3HaYMMa NPOMAHA B €KCMO3HLIMATA HAa A3UTPOMHKLIMH WIH €/JTHOBPEMEHHO
MPUAAraHHUTE IEKAPCTBEHH NPOAYKTH MPH KIUHHWYHUTE MPOYUBAHKS 32 OLIEHKA Ha BE3MOXHHTE
B3aHMOJACHCTBHSA OT THMA ,JIEKAPCTBO-IEKAPCTBO™ HA A3UTPOMHLNH C NEPOPATHM aHTHALIUAHH
CpeACTRa (alyMHHHEB XHAPOKCHI/MarHe3MeB XUAPOKCH), KapOaMa3enHH, LIETHPH3HH, LIUMETHINH,
eaBupeHL, QIyKOHA30J1, METHINPEIHHA30/IOH, MHAA301aM, pHdabyTHH, cunaeHadui, TeopuHH,
TpHAa30/1aM, TPHMETONMPHM/CYNPaMeTOKCa30/ H 3KI0BYAHH,

llequaTpuyHa nonynaius
[IpoyuBaHMs 3a B3aHMOOEHCTBUATA Ca MPOBEKIAHH CaMO NPH Bh3PacTHH.

4.6 DeprHanTeT, OPEMEHHOCT H KhPMEHE

bpeMeHHOCT
PenpoaykTHBHHTE NPOYUBAHHA TIPH )KHBOTHH ca MPOBEAECHH NPH J03H A0 YMEPEHO TOKCHYHHTE 38

Mankara KOHUeHTpauuH. [1pu Te3n npoyyBaHHUs He ce yCTaHOBSBA AOKA3ATEIICTBO 32 TEPATOTEHHU
edextd. HaMa obaue noctaThunu M 106pe KOHTPOIMPaHH NPOYYBAHHA MPH OPEMEHHH >KEHM.

HMma ronsm obeM naHuy ot 06cepBailnOHHH NPOYUBAHHUS Ha €KCIIO3MLIMATA HA A3UTPOMMIIMH 110 BPEME
Ha OpemeHHOCT (noeeye ot 7 000 coryuas Ha HpEeMEHHOCT ¢ eKCo3MLUMA Ha a3uTpoMuLMH). [ToBeyeTo
OT T€3H MPOY1BAHHA HE MPEAINoNaraT NoBULICH PUCK OT HEXENMAaHH (peTalHu eEeKTH, KaTo rofieMH
BPOAECHH MAIPOPMALIMH WIH CBPACYHOCHA0BH MaipOpMaLIMH,

ENHAeMHOIOTHYHHTE JaHHH, CBBbP3aHH ¢ PHCKA OT CMIOHTAHEH abopPT Cliel EKCMO3KLMA Ha
a3UTPOMMLIMH MO BpeMe Ha paHHa OpeMEHHOCT, ¢a Heybeautenuu, [IpoyusaHusATa IPH KHUBOTHH HE
MOKa3BaT peNpOAYKTHBHA TOKCHYHOCT (BXK. TOUKA 5.3).

A3UTPOMHLIMH TPAOBaA na ce H3NON3BA MO BpeMe Ha OpeMEeHHOCT caMo NMpH KIWHHYHA HEOGXOOHMOCT.

Knpmene
A3HTPOMHLMH Ce EKCKPETHpa B KbpPMaTa 0 3HauynMa cteneH. He ce HaGnonaBaT ceprHo3HH HexeNlaHH

e(eKTH Ha a3HTPOMHLIMH NPH KbPMEHHK KbpPMadeTa, HO edeKTH KaTo AHapHs, re6H4Ha HHdeKuns Ha
JIMTABMLIMTE, KAKTO U CBPBbXHYBCTBUTEIHOCT MOTaT 1a Bb3HHKHAT NPHU KbPMEHH

HOBOPOACHH/ KbpPMayeTa JOPH NpH cyOTepaneBTHYHH 1034, Tpa0Ba Aa ce B3eMe pellieHHe Aalu Jia ce
MpeyCTaHOBH KbPMEHETO MJIH Ja C€ NPEYCTAHOBH/Ia HE C€ NMPHIIOKH TEPANHATA ¢ a3UTPOMHLIMH, KaToO
C¢ B3cMaT NMPEABHJ MNON3aTa OT KbPMEHETO 3a ACTETO M 110N13aTa OT TepankaATa 3a JKEHaTa.

DepTUnUTET
Ilpn npoyuBaHHATa 3a €QEeKTUTE BHPXY (PEPTHUINTETA, NPOBEACHH MIPH TUTLXOBE, ce 3abens3na

HamaJieHa YecTOTa Ha OPEMEHHOCT. 3HAYMMOCTTA Ha Ta3H HAXOAKa 3a XOPaTa HE € H3BECTHA.
4.7 Edexrtn BLpXy cnocobHocTTa 32 modHupane n pabora ¢ MAIIHHH

CyMamen noB/iugBa B YMEPeHa CTenleH cnocoGHOCTTa 3a modHpane u pabota ¢ MaiHHK. UMa
CLODWICHHUA 32 3aMasHOCT, CBHIMBOCT H KOHBYJICHH NPH HAKOM NMALMEHTH, NPUEMALIH A3HTPOMHLIHH,
a HAKOMW NAaLMEHTH Ca NOTYYHIM 3PHTENHO WHIIHK CITyX0BO yBpexaaHe. Tora Tpsa6Ba aa ce HMa
Npeasua, KOraTo ¢€ OUeHsABa COoCOOHOCTTA Ha NMalMeHTa 3a odupaHe U paboTa ¢ MaLIHHH (BX.
Touka 4.8).

4.8 HexenaHH JeKAPCTBEHH PeAKIHH

Pestome Ha npoduna Ha 6e3onacHoCT
Hait yecTo choOllaBaHMTE HEXENaHH PEaKLUM N0 BpeMe Ha JieYeHHe BKIIOYBAT JHapHs, I1aBo
NOBpbLIaHE, KOPEMHA 00MIKa, rafieHe ¥ OTKIOHEHHSA B PE3YNTaTUTE OT 1a6opaTOPHUTE H
Jlpyrure BaKHH HEXENaHU peakLMH BKIIOMBAT aHaHUNAKTHYHH peakuuH, torsade de
APUTMHH, BKIIOYHTE/IHO BEHTPHKY1apHA TaXUKApAKA, NCeBAOMEMOpaHO3€eH KONHT M
HEAOCTATBYHOCT (BX. Touka 4.4). BbB Bpb3Ka ¢ JieueHHe C a3UTPOMHLIMH Ce CHOOIL




enuaepmanHa Hekponnsa (TEN), nexapcTsena peakiuys ¢ €03HHOGWIMA H CHCTEMHH CHMITTOMM
(DRESS) 1 ocTpa reHepanusupata ekzaHteMarosHa nycrynosa (AGEP) (sx. Touxa 4.4).

CHUCHK Ha HEXKENAHUTE PEAKIMH B TabAUYEH BHA

HexxenaHure peakiuy, yCTAHOBEHH OT ONTMTA NMPU KJTHHHYHHTE U3MUTBAHUA H OT
OCTMAapPKETHHIOBOTO HabmoeHNE, ca H3GPOEHH MO-A0MY MO CHCTEMO-OPraHeH KIIAC W 4eCTOTa.

Crnopea yecToTata Ha Bb3HMKBAHE HEXENaHHTE PEAKLMH Ce ONPEENAT KAaTO: MHOIO 4€CTH (= 1/10),
yecTH (= 1/100 no < 1/10), Hewectn (> 1/1 000 ao < 1/100), peaxu (> 1/10 000 no < 1/1 000) u ¢
HEM3BECTHA 4€CTOTA (OT HATHYHHUTE JaHHK He MOXe Ja Ob/ie HanpaBeHa oleHka). Bhe Bcaka rpyna fno
HECTOTa HEXKEITAHUTE JIEKAPCTBEHU PEAKLIMH Ca NPEACTaBEHH B HU3XO/ALL pell NO OTHOLUEHHE Ha

TAXHATa CCPHO3HOCT.

Tabauua 3: CiHChbK Ha HeXeEIaHHTE PEAKLMH B TabJIHUYeH BHA

Cucremo-opranen | Muoro YecTH Heuecrn Peakn C nenzBecTHA
KJIac 9eCTH 4eCTOTA
Hudexkunn n Kanaunoza
andecTallHH ITHEBMOHI#
[ 6uuna
HHpeKuHA
baktepuanHa
uH(pexuna
Barunanua
HH(EeK1HS
Qapusrur
["acTpoeHTe-
PHT
PuHHUT
Opanxa
KaHOAWAo03a
Hapymennna Ha [Tonnmxen JleBkonenus TpomboumTo-
KPbLBTA H Opoi Heyrponenus NEHUA
anmbnara NUMQOLIMTH Eosunoguius XeMONUTHYHA
cHCcTEMA [Topuien [ToHiueH aHEMUSA
Opoii Opoi
€03HHOG WU TpoMboLTH
[loBuiueH [ToHuxken
Opoii XEMATOKPHT
Oazodpunm
[loBuinten
Opoii
MOHOLMTH
[ToBuiiieH
Opoii
HEYTPOOHUNH
Hapymenus na AHruoeaem AHajpunak-
HMYHHATA CBpbXUyBCTBH THYHA
CHCTEMA TENHOCT (BX. peakuus
TO4YKa 4.4)
Hapymienns na [loHnxen .
MeTab0H3IMA H aneTHT o '" WA -};\H
o WNTHO pI
_XpaHEeHeTo A ¥
enxnunn HepeHoct Axxcutaumns /1 TpeBoskuobty. -\ ¢
HAPYIIEHHR BescbHue ' Héampuym™ \ |
Xbnouwsnarmmy,
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Hapymenng na [ nasobonue 3aMasgHoCT MmuacreHus
HEPBHATA CHCTEMa Hucreysus rpaBHC (BX.
[lapecresns TOYKA 4.4)
ComHonen- ['bpu
THOCT AHocMmuA
Areysus
Xunecresus
[lcuxomotop-
Ha
XHUINEepaKkTHB-
HOCT
ITapocmus
CHHKOT
Hapynienus na 3pHUTENTHO
OYHTE YBPEXNAHE
Hapymenus Ha Hapyiuenue ['nmyxora
YXOTO H Ha yXOTo XMM0oaKy3uc
NabnpunTa Bepruro Tunuryc
Copaeysn [Mannwrauuu Torsades de
Hapymeuus pointes (BX.
Touka 4.4)
ApPHTMHH,
BKJIHOUHTETHO
BEHTPUKYJIaPH
a TAXHKapaHA
(BX.
TOYKa 4.4).
Yawxen QT
MHTEpBAN Ha
ENEKTpOKap-
AHOTrpamMara
(BK. TOUKA
4.4)
CwaoBn ["'opelnu XHNOTOHHA
HApYLICHHSA BBLJIHH
PecnHpaTopnHn, Hucnaes
rPLAHH H Pecnupatopno
MEeAHACTHHAIHH HapyueHHe
HaApyileHHUSN Enucrakcuc
Cromamno- Huapus [ToBpbLIaHE I'actpur Ilankpearur
IpEeBHH Kopemna 3anex [IceBnoMem-
HapymeHnns Oonka Hucnencus OpaHo3eH
Fanene Hucdarus KOJIUT (BXK.
[TonyBane Ha TOuKa 4.4)
KopeMa IlpoMsana B
CyxoTa B LBETA Ha
ycTaTa €3HKa
3By B ycTarTa
XHrepcaniaa-
LM
Epyxraums Pign oS
PnarynexHums /‘:;r”i {70 #
XenaToOHAHADHH [TosHineHa OrknoHeHus
HApYWICHHA acrnaprataMu- | B
HOTpaHcepa- | uepHOApPOD-
3a HaTa
¢yHkuna
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[loBuiena Xonecratnu- | GynMunaHTeH
alaHUHAMHMHO- | Ha XE€NaTUT
TpaHcgepasa | kwATeHHUa | YepHoapoGHa
[loBuiien HeKpo3a
Ounupyoun B
KpbBTa
[NoBniieHa
afiKanHa
¢ocaraza B
KpPbBTa
Hapymenns ua Obpus Octpa Tokcuuna
KOXKATA H [Ipypuryc TeHEpaNHn3y- | enuiaepmMaiHa
NOAKOXKHATA Y prdxkapus paHa HEKpOnH3a
ThLKaH HepMaTtur ek3aHTeMa- | CHHApPOM Ha
Cyxa Kkoxka TO3Ha Stevens-
XHNEepXuapo- | Nycrynosa Johnson
3a (AGEP) Epurema
JlexapcTseHa | MynTugopme
peaKkLms ¢
€03MHODHU-
JINS M
CUCTEMHH
CUMITTOMH
(DRESS)
Peakuns Ha
¢$OTOYYBCTEBH
TE€JIHOCT
Hapymenus ua OcTteoapTpuT Aprpanrus
MYCKYJIHO- Muanrus
CKeJIeTHATA bonka B repba
CHCTEMA H bonka pbB
CheAHHHTETHATA BpaTa
ThKAH
Hapyuienus Ha Husypus OcTtpo
OnOpennTe 1 bonka B OBOpeuHo
NHKOYHHTE OuOpeunTe YBpeKAaHe
NbLTHINA [loBuuieHa Tybynounrep-
ypesa B KpbBTa CTULHAJICH
[osuiuen HehpuT
KPEaTHHHUH B
KPBbBTa
Hapymennna Ha HuTepMen-
BBL3NPOH3BOAHTE/I CTPYaJHO
HATA CHCTEMA H KbpPBEHE
rbpaaTa Hapyuienue
Ha TECTHCHTE
O6un Orok
HAPYLIEHHA H AcCTeHMs
¢ eKTH Ha Hepaznonoxe-
MACTOTO Ha HUE
MPHAOKEHHE YMopa
OT1oK Ha
JIHLIETO
bosika B
obnacTra Ha
CbpauTe
[Tnpexcus

2025-09-N012
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bonka

[lepudepen
OTOK

Hicnheapannn [ToHWXKeHH AOGHOpMHO
OukapOoHaTu | HHBO HA KaHii
B KPBHBTA B KpbBTa
[loBHiIeHH
XJIOPHAH B
KpBLBTA
[loenineHa
rJI0KO3a B
KpBLBTA
IloBuieHn
OukapboHaTH
B KpbBTa
ADBHOPMHO
HHUBO Ha
HATPHH B
KpbBTa

HapansBanns, YcnoxkHeHue,
OTPABHHHSA H BL3HHKHAJIO
YCAOKHEHHS, cnen
BL3HHKHANA B HHTEPBEHLIUA
pe3yATAT HA
HHTEpPBEHIHH

CrobllapaHe Ha NONO3IHPAHH HEXEJIAHH peaKiiiH
CrobaBaHeTo Ha NOAO3HPAaHK HEXKEIAHH Peakiiiy clie]l paspeLuaBaHe 3a ynotpeba Ha ekapcTBeHus

MPOAYKT € BadkHO. T0Ba no3Bo/ABa 1a NPOABRIDKH HabIIOASHHETO HA CHOTHOIIEHHETO TO3a/PHCK 3a
NIeKapCTBEHHS NMPOAYKT. OT MEAHLMHCKHTE CIICLIHATMCTH C€ M3HMCKBA J1a chobl11iaBaT BCAKa
MONO3NUPAHA HEXKEIIAHA peaklua upe3 U3nbnHHTENHA areHiMs no JieKkapeTeaTta, ya. ,,Jdamad [pyes”
Ne 8, 1303 Codua, Ten: +359 2 8903417, yeGeaiit: www.bda.bg.

4.9 Ilpeaozmpane

CHMMOTOMH
HexenaHHTe peakLHH, MOJYYEHH MPH NO-BHCOKHK OT MPENOPBUYHUTEIHHUTE 03K, CA CXOIHHU C

HabntoaBaHuTe npH obmuaiinkTe 1034 (Bxk. Touka 4.8). TUNHUHKTE CUMNITOMM Ha NpeO3UpPaHe HA
A3UTPOMHLIMH BKJIIOYBAT CTOMALUHO-YPEBHH CHMITTOMH, Hanp. NMOBpbllaxe, AHapua, KopeMHa 6oska u
rajieHe.

JledyeHue
B cny4aii Ha npeaoskpaHe ca rnokasaHH o010 CHMIITOMATHYHO JIEYEHHE H NoAObPKaHE Ha

XKH3HEHHTE DYHKIMH, U, aKO C€ Haara, NPUIOXKEHHE HA MEMLIMHCKH BBIVIEH WIH CTOMAaIlHA
NPOMMBKA.

Hama paHuM 110 OTHOLIEHHE Ha eleKTHTE OT AUANH3ATA BbPXY CTAMHHHPAHETO Ha A3UTPOMMIMH.
Obaue nopaau MexaHH3Ma Ha €TMMHHUPAHE Ha a3HTPOMMLIMH € MANKO BEPOATHO JHAJIM3aTa A4
JOBeAEe N0 3HAYHTENTHO OTCTPAHABAHETO HA aKTHBHOTO BELLECTBO.

5. ©®APMAKOJOINYHHM CBOHCTBA

5.1 OapmMakoAHHAMHYHE CBOHCTBA

']

(bapMakoTepaneBTHYHa rpyna: AHTHOaKTEpHATHH CPECTBA 38 CHCTEMHO NMPHIIOK H’b B |
ATC koxn: JOIFA10 AR
\‘~‘=. ;-’_rf;._" RN
\‘2\-41 o,
11 wo r}‘f-}, . _ "D vy
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MexaHu3nM Ha neHcTBUE

MexaHH3MBT Ha AeiCTBHE Ha A3UTPOMHLIMH CE OCHOBABA HA MHXHOHpPAHETO Ha bakTepuanuus
CHHTE3 Ha NPOTEHHH 4pe3 CBbp3BaHe ¢ pubo3oMHaTa cybeanunua 50 S u HHxUBHpaHe Ha
TPAHC/IOKalMATA Ha MENTHINUTE.

Bps3ka @aguammnmm—@agmaxogﬂ HAMUKA

EdukacHocTTa 3aBUCH ITaBHO OT ChOTHOLUEHHETO Mexay AUC (miomy noa KpHBara
KOHUEeHTpauus-Bpeme) U MITK (MHHMMaNHa MOTHCKALIA KOHUEHTPALIMA) 32 MAaTOreHa.

MexaHH3bM Ha Pe3HCTEHTHOCT

P€3HCTEHTHOCTTa KBM a3UTPOMHLIMH MOXeE JIa C€ OCHOBABA HA CACAHKTE MEXAHU3MU:

- Ednyxkc: PesuctentHocTTa MOKe 1a 6b/ie IPHYKHEHA OT NOBULIABAHE Ha GPOs Ha
e()TyKCHHTE NOMIHK B KJI€ThYHaTa MemOpana. TORa ce OTHACH caMo 3a MaKponHaM ¢ 14- u
15-uneHHu npbeTeHn (Taka HapeueHus M-deHoTHn).

- IlpomiHa B TaprerHara cTpyxTypa: AGHHHTETLT KbM PUGO3OMHHTE MECTa HA CBLP3BAHE
HamasiBa 4pe3 MeTHnHpake Ha 235 pPHK, nprudnaBaiio pe3sHcTeHTHOCT KbM MaKpoIHan
(M), nuHko3amunu (L) v ctpentorpamuu ot B-rpynara (SB) (Taka HapeueHHs
MLSB-¢enoTun). Merunasure, npunaBaiii pe3sHCTEHTHOCT, ¢ KOAHPAT OT erm reHH.
AQHHHTETBT KbM PHOO3OMHHTE MECTA Ha CBBLP3BAHE HAMANABA H UpPe3 MyTaumH B 23S
pPHK TaprerHara cTpykTypa mis upes MyTaunu 8 puGo30MHMTE NPOTEHHH HA rONAMATA
cybenuHuIIa.

- EH3uMHAaTa HHAKTHBAUMA HA MAKPOTHIMTE € OT MATbK KIIMHUYEH HHTEpEC.

[Ipn M-eHoTHna ce HaGnmoAaBa ITbiIHA KPBCTOCAHA PE3UCTEHTHOCT MEXTY a3UTPOMHLIUH,
KJIADHTPOMHUHH, EPHTPOMULIMH H POKCHTPOMHLMH. MLSB-deHoTHITBT NOKa3Ba KONLIHKTETHA
KPBCTOCAHA PE3HCTCHTHOCT € KIMHAAMHUHH M CTpenTorpaMuH B. C Makponnaa CiMpaMHLMH ¢
16-uneHeH NPLCTEH Ce NPOABABA YaCTHYHA KPBCTOCAHA PE3UCTEHTHOCT.

[fopanu cnabus nepmuaSwivTeT Ha BLHIWHATa MemOpaHa noBeuero I"paM-OTPHLIATETHH BUAOBE Ca ¢
NMPHCBILA PESHCTEHTHOCT KbM MaKPOJIHIH.

Kpurepuu 3a HHTEpPNIpETHpaHE NPH M3NUTBAHE HA YYBCTBUTETHOCTTA
Kpurepuute 3a unrepnperupane Ha MITK (MHHMMaIHaA noTHcKala KOHLEHTpAaL4 ) NpH U3NHTBaHE

Ha 4yBCTBHTENIHOCTTA Ca yCTAHOBEHH OT European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 3a a3uTpOMHLMH H ca W3GpOeHH TyK:

https://www.ema.europa.ew/documents/other/minimum-inhibitory-concentration-mic-
breakpoints en.xlsx

[Ipeobnanasama npuaobuTa pe3MCTEHTHOCT
[lpeobnanasaimara npuaoGHTa PE3UCTEHTHOCT MOXKeE Aa BapUpa reorpadCckKH H BbR BPEMETO 32

H30paHH BUJIOBE H € JKENAaTEIHO 1a MMa JIOKaIHA MH(POPMALIHA 32 PE3HCTEHTHOCTTA, 0cobeHo NpH
NeYeHHe Ha TeXKH HHpexunu. Ilpn Heobxoaumoct Tpsabea aa ce noTspeu EKCTIEPTEH CHBET, KOraTo
floKanHaTa npeobiajaBania pe3HCTEHTHOCT € TaKaBa, Ye Mo3aTa OT aHTHMHKPOGHOTO CPeACTBO MpH
MOHe HAKOW BUAOBE HH(EKLMH € CbMHUTENHA. OCOBEHO B CITyuauTe Ha TEXKKH HHPEKIUH HIH
HEYCIICLIHO JIEHeHHe, TPAOBa Aa ce NoucKa MUKPOSHOMIOrMYHA AHArHO3a ¢ HACHTHPHLHPAHE Ha
naToreHa W ONpeAcNsHe Ha HEroBaTa YyBCTBUTENHOCT KbM a3UTPOMHLIMH.,

Tabauua 4. Tpecbnagapaiua npUACOHTA PE3IHCTEHTHOCT

Obuuaiino 9yBcTBHTE/IHH BHAOBE

Aepobnu I'pam-nonodcumennu MUKpoOpZaRuImMu

Streptococcus pyogenes

Aepobnu I pam-ompuyamennuy MUKpoopeanusmu

Haemophilus influenzae

Legionella pneumophila®

Moraxella catarrhalis

12
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AHaepobru Muxpoopzanumu

Peptostreptococcus sSpp.
Apy2u muxpoopzanuimiu

Borrelia burgdorferi

Chlamydia trachomatis®

Chlamydophila pneumoniae®

Chlamydophila psittaci

Mycoplasma pneumoniae®

Braose, NpH KOHTO RPHAOOHTATA PE3HCTEHTHOCT Mose a3 € mpob.aem

Aepobru I pam-nonoxcumenu MuKpoop2anumu

Staphylococcus aureus’

Staphylococcus epidermidis

Staphylococcus haemolyticus
Staphylococcus hominis

Streptococcus agalactiae

Streptococcus pneumoniae’”

CrpenTokokH oT rpynara Viridans

AHaepobnu MuKpoopzanusmMu

Fusobacterium spp.

Prevotelia spp.

Mukpoopraﬂusmn C IIDHCHIIA DEIHCTEHTHOCT

Aepobru I pam-ompuyameniu MuKpoop2aHuImMu

Escherichia coli

Klebsiella spp.

Pseudomonas aeruginosa

°Jlunceat akTyaqM3upaHH AaHHH npH nyOnukysaHero va Tabnuuure. OCHOBHATA JIMTEPATYPA,
HAYYHATa CTAHAAPTHA JMWTEpATypa H TEPaneBTHYHHUTE TIPENOPBLKH MPEANoarat 4yBCTBUTEIHOCT.
‘TloHe e1HH perHoH NOKAa3Ba YECTOTa Ha PE3UCTEHTHOCT NO-BHCOKA OT 5O % 3a pe3snuCTeHTEH Ha
METHLWIHMH Staphylococcus aureus.

HUyYBCTBUTEHHTE KbM NECHULIMIHH LAMOBE Ha Streptococcus pneumonide € no-BepoOATHO Jia ca
YYBCTBHUTEHU KbM a3UTPOMMLIMH OTKOJIKOTO PE3UCTEHTHHTE KbM NEHULIWIHH 111aMOBE Ha
Streptococcus pneumoniae.

5.2 DapMAKOKHHETHYHH CBOHCTBAa

Abcopbuua
[TukoBHTE cCepyMHH KOHLEHTPAUUH (Crax) H2 a3UTPOMHMLMH ciiel npuwioxenye Ha 500 mg nepopanna

cycneHs3ua (40 mg/ml), 1 000 mg npax 3a nepopaiHa cycnensus, 500 mg (2 x 250 mg) TabneTkH U

1 000 mg (4 x 250 mg) xancynu npu 3apaBH A0OPOBOIIN Ha rliaaHo ca choTBeTHOo (,29; 0,75; 0,34 1
1,07 mg/l. BpeMeTo A0 AOCTHraHe Ha NUKOBH ITa3MEeHH KOHUEHTPAUMH (Tmax) HA A3UTPOMULIMH CliE]
nepopanHo MpHAOKEeHHe BapHpa ot 2 10 3 yaca. Cpeanata abcomoTHa OWOHANTWYHOCT NPH 37paBy
nodposonuu caea npueM Ha S00 mg nepopanua cycnensua u [ 000 mg npax 3a nepopajiHa cycneH3us
B cawie € CbOoTBETHO 37 % 1 44 % npu npHeM Ha ragHo.

E¢ekTbT Ha XpaHaTa BbPXy OTHOCHTENHATa NepopaHa OMOHATMYHOCT Ha aam'pomuuw(@\
N
nekapcrBeHara ¢popma. Cnea npunoxkennero Ha S00 mg nepopanna cycneHsus (40 . - "'-m- 2

1 000 mg nopx ¢popmara Ha npax 3a nepopansa cycneHsusa ¥ 500 mg nepopanHa 1o HREHM.
noa ¢opmara Ha Tabnetkn (2 x 250 mg) ce NOCTHra CXOAHA EKCIIO3HLIHS NPH NPpHGH ;', @m*raﬂia

!
\ f\
Ma3HUHH XpaHa CpAMO NpUeM Ha raaaHo. Crnen NprAOKEHHETO Ha IMHHYHA 1 Sﬁ mg.:  * J LS f
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(2 x 250 mg) noa ¢popmata Ha kancynu ¢ forata Ha Ma3SHHHH XpaHa CHpAMO MPHEM Ha MMagHO
CPEAHOTO CHOTHOMIEHHE HA Crax U AUCq.24 € 52 % 1 43 % no-Hucko.

Tabauua 5 nokasea cpenHata croitHocT (SD) Ha (papMakOKHHETHUHMTE napaMeTpH NMpH Bb3PacTHH
3paBH JOOPOBOJILH CNEMl CTAHAAPTHH CXEMH Ha NIPWIaraHe Ha TabieTkH 1 KarncyJimu.

Tabnnua 5: AUCo.24 M Crnax Ha a3UTPOMMLIMH NPH 3-HEBHATA W S-AHEBHATA CXeMa Ha NpHIaraHe B
NOCJIEAHHA JE€H OT MPHIIOKEHHETO

Cxema Ha AUCg24 (ngeh/ml) Caa (pg/mi)
NnpRJIarane,
JiekapcTeena gopma
3-nHEBHA cxeMa 1,88 (0,96) 0,42 (0,21)
(500 mg aneBHO),
TabneTka
S5-mHeBHa cxeMa 0,80 (0,42) 0,18 (0,10)
(500 mg A1, 250 mg
J2 no 115), rabnetka
5-IHEeBHA ¢xXeMa 2,1 (0,6) (0,24 (0,08)
(500 mg A1, 250 mg

A2 no J15), xancyna

PasnpenencHue

A3BWTPOMHLIMH C€ pa3npezens B ronaMa cTereH 1 6bp30 oT Iia3mara B €KCTPABaCKyJIapHHA
KOMMapTHMEHT, BKTIOYHTENHO B ThKAHHUTE, KATO CITHBHLM, 641 1po6 H ThKaHM HA MONIOBUTE OPraHHy,
KaKTO 1 B HHTPALIETyJADHUA KOMMAPTHMEHT, 110-CIIELMATHO B HEYTPOGHINTE, Makpodarure u
MoHoLMTHTE. DAPMAKOKMHETHYHHTE NMPOYYBAHUA NOKA3BAT 3HAYUTENIHO 10-BHCOKH KOHLIGHTpALIUHK Ha
A3HTPOMHLHH B TbKaHUTE (10 50 MBbTH NO-BHCOKHM OT MaKCHMAalHATA KOHLIEHTpauus, HabmonasaHa B
nasmarta). ToBa NOKa3Ba eKCTEH3UBHO CBBLP3BAHE C TE3H ThKAHM, ¢ 06EM Ha pasnpeacsicHUe B
CTALlHOHAPHO CBCTOsIHME, Bapupall oT 23 no31 I/kg Pazara Ha npepasnpeaenexme ot
HHTPALICTy1apHHA B EKCTPALIETyJapHUA KOMIAPTHMEHT H B TJTa3MaTa MOXKE 112 JOBEAE 10 YIBIKEHO
HalM9he HA HUCKH KOHLICHTPALMH Clie/l CITHPaHE Ha JIEYEHHETO.

A3IHTPOMMHLIMH MOKa3Ba HUCKA CTENEH HAa CBbP3BAHE C IUTA3MEHHTE MPOTEHHH, [TIABHO C anga 1-kucen
FMMKONPOTEHH, N CTENCHTA HA CBbP3BaHe HAMANABa C NOBULIABAHE HA KOHLIEHTPALMKUTE HA
anTHoHoTHKA: 50 %, 23 % 1 7 % cBBP3BAHE C IPOTEUHH NIPH KOHLEHTPALMH CHOTBETHO 0,05;0,1

1 mg/1.

buotpancgopmaLug

A3BHTPOMHLIHH ce METaboNH3Mpa B MHHUMAJIHA CTETNEH B YepHHS apod. OCHOBHHAT ITLT Ha
buorpanchopmanna e N-nemeTunupane Ha 3axapra 1e303aMuH. Jpyrure npruwma sxmousar O-
AEMETH/IMPAHE, XHIPOJIM32 Ha KIAIHHO3aTa (ACKOHIOTHpaHe Ha K1aAnHO3aTa (I€30KCH3axap)), 1
XHOPOKCHIIHPAHE Ha Jie303aMKHa (AMHHO3aXap) U MAKPOTHAHHKA MPbCTEH.

Hsama nokasarencTsa 3a KIMHHYHO 3HAYMMO MHAYLMpaHe WIH HHXHGHpaHe Ha YepHOAPOOHUSA
uproxpom CYP 3A4 upes o6pasyBaHeTo Ha LHTOXpOM-MeTaboNHTeH KoMmeke. Chilo Taka He ce
yCTaHOBABAa aBTOHHAYLIMPAH MeTaboNU3IbM HA a3UTPOMHULIMH 110 TO3H ITBT.

EnuMubnpane
A3HTPOMHLHH C€ EIHMUHHPA FNABHO Ype3 (aKTHBHA) XIbUHA €KCKPELIHA KaTO HEMPOMEHEHO

JIEKapCTBO, HO C€ CNHMUHKHPA W MOJ popMaTa Ha METAOONHTH, KOHTO HE NPHUTEXaBaT

aHTHOaKTepuanHo aeicteue. Exckpeumara s yprHaTa npeactapissa BTOPOCTEINEHEH TBT HA
€TMMHHHPAHE, KaTO No-Manko ot 6 % oT nepopanna a03a v okono 20 % ot JIEKapCTBOTO, KOETO
AOCTHIa 10 CHCTEMHOTO KPBBOOOpAlEHHE, ce eKCKpeTHpar B ypuHata. [ToBeue ot Sq,%fﬁtrw » ﬂ;};‘“q«_\\
eKCKpeLmaTa BbB dereca 1 12 % OT ekckpeunATa B ypHHaTa ca o] popMara Ha H &7

CBCIHHCHHE.
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B Ananaszona 100-189 ml/min, 3HauMTENHO NO-HUCHK OT MAa3MEHHS KIHPBHC, KAKTO CE 04aKBa
NOpPaJan OTHOCHTENHO cnaboTo yyacTHe Ha OLOPEUHUS BT Ha €IMMUHUPAHE.

JIMHEHHOCT/HENMUHEHHOCT
Cnen nepopajiHo NpuIoXeHHe Ha JleKapcTBeHa GopMa ¢ He3a6aBHO OCBOBOXKIaBaHE
NPOMNOPLUMOHANHOCT Ha Ao3aTa no oTHoWEHHE Ha AUC.24 1 Crax € A0Ka3aHa B aAManazoHa ot 250 mg

a0 1 000 mg,

CroeuHaiaHu nonyjaaluy

bvbpeuno yapexcoane

QapMaKOKMHETHKATA HA a3HTPOMHLMH € OLEHeHa npy 43 Bb3pacTHH (Ha BB3pacT 21 ao 85 roanuu)
Ci€A NEPOPATHOTO NPUIIOKEHHE HA CANHHYHA 21032 a3UTPOMUIKH 1,0 g (4 x 250 mg kancynu) npu
y4acTHULM ¢ GFR > 80 ml/min (n = 12), yyacthuum ¢ GFR mexay 10 1 80 mY/min (n = 12) u
yyacTHHuM ¢ GFR < 10 ml/min (n = 19).

DapMakOKHHETHKATa Ha A3HTPOMHLIMH NpH yuacTHULH ¢ GFR Mexcry 10 u 80 mV/min He ce
noB/IHsABa (CpeAHUTE Crax M AUC.120 c€ yBENHUaBAT CHOTBETHO € 5,1 % 1 4,.2%, B CpaBHEHHE ¢
yuacTHULM ¢ GFR > 80 ml/min). Cpennute Cumax 1 AUCq.120 ce yBemuaBaT choTBeTHO ¢ 61 % 1
35 % npn yuyactnnum ¢ GFR < 10 ml B cpaBrense ¢ yqacTuuus ¢ GFR > 80 mV/min.

JIMncear aHHK 3a NauUeHTH, NOIOKEHH Ha AMATH3A, HO NOopajgn MEXaHU3MAa Ha EJIMMHHHPAHE Ha
a3HTPOMHUMH € MAJIKO BEPOSTHO OTCTPAHABAHETO Ha AKTHBHOTO BEILECTBO MIPH AHANN3ATA 1A €
3HAYUTEJIHO.

Heproopobro yepexcoane

(PapMakOKHHETHKATA Ha A3HTPOMMLMH € NPOyHEHa NMpH 22 Bb3PaCTHH CJie NepOpaIHOTO
MPUIOKCHHE HAa CAMHHYHA 1032 a3uTpoMHUMH 500 mg (2 x 250 mg xancynu) npu yyacTHHLH ¢
HOpMaJiHa HepHOAPOOHa gyHkims (n = 6), knac A o Child-Pugh (n = 10) u knac B no Child-Pugh
(n = 6). PapMaKOKUHETHYHUTE NapaMeTPU Ha A3UTPOMULIMH NIPH YYaCTHHUA ¢ kiac A 1 B no Child-
Pugh ca choTBetHO 3 % 1 19 % no-uucku no otHowenne Ha AUCq.inr ¥ 34 Y% 1 72 % NO-BHCOKH 1O
OTHOLUCHHE HA Crax, B CPABHEHHE C YYACTHHIM C HOPMAJIHA YepHOAPOGHA dyHKIIHA.

Cmapuecka ev3pacm

IIpy nobpoBonum B ctapyecka Bu3pacT (> 65 roAMHH), Ha KOHTO € AajeH a3suTpoMHIIHH 500 mg

(2 x 250 mg xancynu) B neH 1, nocneasano ot 250 mg B 14 oT 2 A0 5, Ha rinaaHo, AUCo.4 B IHu 1
H 5 e cboTBETHO 3,0 1 2,7 pugeh/ml. B aen 5 ca Habmogapauu 29 % no-BUcoxa CTOWHOCT HA AUCo.24,
8 %o Mo-BHCOKA CTOMHOCT Ha Crax H 37,5 % No-BHCOKA CTOMHOCT Ha Thnax B CPABHERHME ¢ MO-MJIAIH
n06pososuy (< 40 roguuu). Thit KaTo Te3u Pa3NIHKK HE CE CYMTAT 3a KIHHHYHO 3HAYHMH, He ce
Hallara KOpUrHpaHe Ha n03aTa Npy NaUMEeHTH B CTapyecKa Bb3pacT ¢ HopMasHa 6u6peuna K

YepHOoAPOOHa PYHKLMS.

IleguaTpuyHa nomyaaums

DapMakOKMHETHKATa Ha a3HTPOMHLHH NEPOPaTHA CYCTIEH3HS € OXapakTepH3dpada npu 14 neua Ha
BB3pacT 6 1o 15 roaunn ¢ bapuHTUT 1 npu 7 Aeua Ha Bb3pacT | 50 5 rOIHHK ¢ BE3NANEHHE Ha
cpeanoto yxo. [1py Te3n ase npoyusaHns a3suTPOMULMH NEPOpaIHA CYCTICH3NA € NnpwiaraHa npH aosa
10 mg/kg B nen 1, nocneasaro ot 5 mg/kg B Anu 2 o 5. Clien 5-IHEBHO Nevenue CPEAHHTE

croAnocTH Ha AUCo.24 ca cvoTeTHO 3,1 pgeh/ml u 1,8 pgeh/ml. Cpeanara croiinocT Ha Cpgy €

0,38 pg/ml, a cboTBEeTHATA CTOHHOCT HA Thax € 2,4 Yaca NpHU AeuaTa Ha Bb3pacT 6 10 15 roauHH u

0,22 pg/ml n 1,9 yaca npu neuara Ha Bb3pact | Ao 5 roguun. CpeaHure cTOHHOCTH Ha Cogy 1 AUC.04
ca 1,7 mbTH NO-BHCOKH NpPH fieLiaTa Ha Bb3pacT 6 40 15 roaMHu B cpaBHeHHe ¢ AelaTa H&Mﬂ'}ﬂ@? “HON._
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no 10 roaunn croitnoctTa € 2,08 pgeh/ml. Hucka croitHoct Ha AUCo.24 0,74 pgeh/ml e
PErHCTPHpaHa CaMo MpH €IHO AETE BbLB Bb3pacTOBaTa rpyna ot 6-Meceua a0 2 roaHHH,

PapMakOKHHETHKATA Ha €JHHHYHA 1032 A3UTPOMHLIMH NPH NEJUATPHYHH MALHEHTH, HA KOHTO ca
nprnoxeHu 5034 30 mg/kg, He e npoyuena.

5.3 IIpeaxnnurunn JaHHR 32 6e30MACHOCT

HexnnnnuHuTe faHHH Ha 6a3aTa Ha KOHBEHUMOHAIHHTE (apMaKOIOrHYHH NPOYYBAHMS 34
Oe3onacHOCT, NPOY4BaHKA 33 TOKCHYHOCT PH MHOTOKPATHO NPUIATAHE H FEHOTOKCHYHOCT He
MOKA3BaAT HEXKEIAHH PEAKLIMK, OYEBHAHO CBbP3aHH ¢ XOpaTa, KOHTO BCE OILE HE ca pa3riciaHy B
apyru Touki Ha KXI1,

HabmonasaHa e o6ave ¢pochonnnunosa (MHTpaLeTyapHO HATPyTBaHe Ha GOCHOTHNKUAK) B HAKOH
ThbKaHH Ha MMLIKH, NITbXOBE U Ky4eTa, Ha KOHTO Ca NPWIOKEHH MHOTOKPATHH JO3H a3HTPOMULIMH.
Doconunuaosa e HabMoABAHA B CXOHA CTENEH B ThKAHU HA HOBOPOAEHH ILTHXOBE M Kydera.
JlokazaHo e, ue eekTT € 06paTHM clNell CIMpaHe Ha JIEYEHHETO ¢ a3UTPOMHLMH. 3HAUMMOCTTA Ha
Ta3u HaXOJIKa 3a XopaTa KaTo IO € HEH3BECTHA.

I1pn npoyuBaHHsATa NPH XKHUBOTHH 32 eMOPHOTOKCHYHH e(eKTH, H3BBLPIUCHH 10 YMEPEHO TOKCHYHH
3a MaHKaTa 1034 (2 10 3 MbTH N0-BHCOKH OT MaKCHMaJIHaTa NPENOPBYHTETHA AHEBHA 1032 npu
BB3pacTHH (500 mg Ha 6a3aTa Ha ruUTOLITA Ha TENIECHATA MOBBPXHOCT)) He ce HabmomaBa
TepaTOreHeH e(beKT NpH MULIKHK 1 TUIbXOBe. JI0Ka3aHO e, Ye a3MTPOMMLIMH MPEeMKUHABA npes
nnaueHTara. Ilpu mibxose Ao3u asutpoMuuH 100 1 200 mg/kg TenecHo Terno/nex (2 no 3 mbTH
MO-BHCOKH OT MakCHManHarTa npenopbsuuTeivHa 103a S00 mg Ha Ga3aTa Ha MUIOLTA HA Te/leCHATa
NOBBPXHOCT) BOIAT [0 JIeKO 3abaBsiHe Ha (eTanHaTa ocHPHKALMA U HALABAHETO HA TEMIO Ha
Markara. [1pu nepH- u nocTHaTaNHHMTE NPOYUBAHKA MPH TUTHXOBE ce HaGII01aBa Jieko 3a6aBaHe
cje] 1eueHHe ¢ 103K asuTpoMULIMH 200 mg/kg/neH (3 NuTH No-BHCOKH OT MaKCUMATHATA
MpEenopsYHTENHA AHEBHA 1033 NPH BB3PACTHH Ha 0a3ata Ha MNOLITa Ha TeJleCHATA NOBLPXHOCT).

6. ©APMALEBTHYHH JAHHU

6.1 ChnrcbK HA MOMOLIHHTE BelleCTBA:

Hnpo PuIMOBO NOKPHTHE
Kanunes xuaporendocdar XUNpoMenosa

XHUnpomenosa Ouseruren unanrotuH (E 132)
LlapeBH4HO HUILECTE Turanos anmokcna (E 171)
[IpexxenaTHHU3NPAHO HHILLECTE [Tonucopdbar 80
MukpokpucTanHa ueaynosa Tank

Harpues naypuncynogar

MarHesueB cTeapar
6.2 HecubBMeCTHMOCTH
Henpunoxmimo

6.3 Cpox na roguocr

3 roogMHu |
6.4 ChnenmanHH YC/JOBHA HA ChXPAHEHHeE o — ‘
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6.5 BnrancLALPKAHRE HA ONAKOBKATA

2 ¢punmupanu Tabnetiu B 6nucrep (PVC/Al donno). Ennn 6nuctep B KapToHeHa KYTHA.
3 ¢punmupann Tabnerku B 6nuctep (PVC/Al ponno). Enun 6nuctep B kapToHeHa KyTus.

0.6 CrneunanuH npeana3HH MepKH NPH HIXBLPJAAHE H paGoTa

Hama crenManiu W3NCKBaHHA 32 H3XBBPIIAHE.

7. ITIPHTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEEA
TevaB.V.

Swensweg 5, 2031 GA Haarlem
Hunepnausus

8. HOMEP(A) HA PA3PEIIIEHHETO 3A YIIOTPEBA

Per. Ne 20010175

9. JHBATA HA ITBPBO PA3PEINIABAHEMIO/JHOBSABAHE HA PA3PEIIEHHETO 3A
YINIOTPEBA

Jara Ha mbpBo paspewaeane: 21 FOnu 1994 r.
Jlara Ha nocienHo nogHoeapaue: 23 Mespyapu 2011 r.

10. JATA HA AKTYAJ/IM3UPAHE HA TEKCTA
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