KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. AME HA JIEKAPCTBEHNUA ITPOAYKT

CYMAME]] 500 mg puwiMupauu tabnerxu
SUMAMED 500 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Besaka drimupasa Tabnerxa crabspxa 500 mg asurpoMuuuH (azithromycin) (Kato nMxuapar).

UINLAHUTENHA AT EHUWA NO NEKAPCTBATA
Kparmwa

XEDAKINGDUCTIR MR
H8 npogyxma - Npusoxernss |

KomPoz. b . &elDQ AL 25

3a ITBJIHHUS CITHCHK HA MOMOILHUTE BelIeCTBa BIDKTE TOUKA 6.1.

3. IEKAPCTBEHA ®@OPMA

drnmupaHa TabneTka
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4.1 TepaneBTHIHH NOKA3ANRSA

CyMame e nokasaH 3a feyeHHe Ha MH(EeKIMH NMpH Bb3PAaCTHH U FOHOHIH C Terjo Hai-Manko 45 kg (Bx.
Touxa 4.4 1 5.1):

- OcCTbp CTPENTOKOKOB TOH3HIIUT U (PAPHHTHT

- OcTpp bakTepHAIUEH CUHYHT

- OcTbp baKkTepHanieH CHHYUT

- Octbp bakTEepHaATIeH OTHT HA CPEIHOTO YXO

- IlueBMoHwua, npuaodura B obwectsoro (I1110)

- Octpu 6aKkTepHaIHM HHPEKUHMM HA KOXKATA H MOJKOKHATA THKaH

-  Epurema murpaxc (paneH sokanv3upaH cragnid Ha Jlaiimcka bonect
- YperpuT M LUepBHLHT, npeau3Buxkan ot Chlamydia trachomatis.

CyMaMez € noOkasaH 3a JICYCHHUE Ha BBb3PACTHH MALMCHTH ¢ OCTpa ek3ancpbauma Ha
XPOHUYEH OPOHXHT.

TpabBa na ce uma npeapua OPHUMATHOTO PBKOBOJACTBO 3a IpaBuWiHara ynorpeba Ha
aHTHOAKTEpPHATHUTE JIEKAPCTBA.

4.2 1o3apoBKa B HAYHH HA ONPHJIOKEHHE

Hozuposka

Buspacmnu u ionowu ¢ meano Hait-manko 43 kg
AzurpoMiiH TpAOBa Aa Ce Mpriara KaTo ¢QMHMYHA JHEBHA 1034,

Tabmuia 1: [ Ipenopuku 3a Aosxpane MpU Bh3PACTHH H IOHOILH C TEITIO Hal-mManko 435 kg
[ToxazaHue CxeMa Ha npunaraHe Ha 83UTPOMULIMH

Octop
CTPENITOKOKOB
TOH3WIHT H
(bapHHruT

Ocrbp HDakTepuaneH 500 mg/nen 3a 3 auu
CHHYHT

Octpa exzauepbanus
Ha XPOHU4YECH

| OpOHXHT »




[THeBMOHMNA,
mpuaoOUTa B
o0IIecTBOTO

Octpu OakTepHATHH
HHQEKIIUH Ha
KOJXKATA U
MOJAKOMXKHATA ThKaH

EputreMa MUrpaHc 1 000 mg B gen 1, nocneasaHo ot 500 mg/aeH B JHu 2-10
(paHeH JIoxanu3upaH
craaui Ha JlarMcka
6onecT)

Ypetpurt H 1 000 mg xaTo eqMHUYHA 0032

LIEPBHLIMT,
Npeau3BUKaH OT
Chlamydia
trachomatis

% 33 IeYeHHe CaMO Ha Bb3PACTHH

» [IPH BH3PACTHH MIEPOPATHOTO JIedCHHUE MOXKE 1a Oblie MPOBEACHO H CIICA MHTPaBEHO3HO JICICHHE,
aKo e KITHHHYHO NOKA3aHO 3aBbpluBaHeTo Ha obiio 7- 1o 10-71HeBeH Kype Ha JieueHHe (3a
noapoSHOTH BHKTE KpaTkara XapakTepHCTHKAHA MPOIyKTa HA MHTPABEHO3HHTE (POPMH Ha

a3UTPOMMLUH)

TpabBa Aa ce OOMHUCIISAT CXEMHTE Ha JICUEHHE, AO3UTE K MPOAB/DKUTEIHOCTTA Ha JIEYCHHETO, KAKTO
ce NperopbyBa B aKTYATH3HpaHHTe PHKOBOACTBA 34 JICYCHHE IPH BCAKO MOKa3aHHe.

IIponychama oo3a

AKO ca H3MMHATH 12 yaca swiM no-Manko Ot NPOMyCHATATa 1034, NalHeHTHT TpAdBa na Obae
MOCHBETBAH 1A £ [IPHEME BB3IMOXKHO HaH-CKOpO ¥ CJIE/ TORA J1a B3eMe CJieiBalliaTa 1033 B
o6uualiHoTO BpeMe Mo rpaduk. AKO ca H3MHHAIIM NOBeYE OT 12 yaca oT 00MYaHHOTO BpeMe 3a IpHEM
Ha [03aTa, MALMEHTHT TpA6Ba Aa 6be OCHBETBAH Aa U34aka JO0 ClIeJBAIaTa A03a No rpaduk.

CrennanHy moirysJaimH

bvbpeuno yepexcoane
He ce Hanara kopurupaHe Ha no3ara npu nauueHtd ¢ GFR > 10ml/min. Ipu naumenTn ¢ GFR < 10
ml/min azuTpoMHLMH Tp6Ba Aa ce NMpuUIara ¢ TMOBHILICHO BHMMAaHKE (BXK. TOYKA 5.2)

Ueprnoopobro yepesicoane

He ce Hajara KOpMrMpaHe Ha jo3ara npy naudeHTH ¢ geka (knac A no Child-Pugh) nnu yMepeHa
cTerieH Ha depHoapobHo yspexaate (knac B no Child-Pugh)(sx Touka 5.2). JIuncear naHHM npH
MALMEHTH ¢ TEXKKa CTeNeH Ha yepHoApoGHo yepexaaH (knac C no Child-Pugh). Cnexorarenno
a3UTPOMMLIMH TPAGBA J1a Ce IpHara COBHLIEHO BHHMAHUE TIPH TaKKBA NMAaLMEHTH (BX. Touka 4.4)

Cmapuecka gv3pacm

He ce Hanara KOpMTHpaHe HAa J03aTa MpPH MALMEHTH B CTapuecka Bb3pacT (BXK. Touka 5.2). TuH KaTo
[p¥ NIALMEHTHTE B CTApUECKa Bb3pacT UMa HO-rojiAMa BEPOSTHOCT J1a Bb3HUKHAT MMPOapHTMHYHH
CHCTOSHHSA, CE MPENopbYBa [Ia ce MOAX0KAA 0CO0EHO BHHMATENHO NOPaAK PUCKA OT pa3BUTHE Ha
chpAeuHM apuTMHEH H torsade de poites. (Bx. Touka 4.4)

IleanaTpu4Ha NOMYNALHA
Hsima choTBeTHa yriotpeba na Cymamen 3a jiedeHHe Ha OCTPH eK3auepOaumy Ha XpOHHY

NpH NejHaTpHYHH HAUIKCHTH.




[Mpennarar ce ApyTH IEKApCTBEHH POPMH, KOMTO MOXKE [la ca NO-TOAXOAAIIH 32 JeIeHHe Ha
NAaLMEHTH, KOWTO HE MOTAT Ja NOrBIIAT TaGNeTKH, KAKTO H REAHATPHYHH TaUMEHTH € TErIO noA 45

kg.

HaunH Ha NpHIOKEHHNE
3a nepopatHO MPUIOKEHHE.

Tabnerkure TpaOBa Aa ce IBIITAT UEIH, KATO €AHHKMYHA IHEBHA 038, ¥ MOXE J1a C€ MPHUEMAT CHC HIIH
6e3 xpana. [TpHioKeHHETO HENOCPEACTBEHO NMPeAH XpaHEHe MOXE fia noao0pH CTOMaUIHO-YpeBHaTa
NOHOCHUMOCT.

4.3 IIpoTHBONOKA3ZAHHS

CBpbX4YYBCTBHTEIHOCT KbM aKTHBHOTO BEILECTBO, €PHTPOMHLIMH, MAKPOIHIHH MM KETOJIWIHH
AHTMOHOTULM, WIH KbM HAKOE OT MOMOIUHHTE BEIecTBa, W3OpOeHH B ToUKa 6.1.

4.4. Coenua/Hu NpeaynpexacHns ¥ OpeAnadHa MepKH NpH ynoTpeba

[ToreHLMAaN 33 PEIMCTEHTHOCT

A3UTPOMHMLIMH MOXE 13 GNAaronpHATCTBa PasBHIHETO HA PESUCTEHTHOCT MOpamy CBbP3AHHMTE IWINOTPAHM U
[OHIDKABAIIM CE HUBA B IVIABMATA M THKAHHTE CJIE KPad HA JISUSHHETO (Bk. ToUKa 5.2.) JledeHue ¢ a3uTpOMHLIMH
TpsGBa J1a Ce 3ar04Ba CaMo CJiejl BHUMATETHA OLCHKA Ha MOMT3aTa ¥ PHCKOBETE, KATO C& HMA NMPEBHA JIOKATHATA

npeoOnafaBallia PEIHCTEHTHOCT W KOraTo MPeANoYHTaHHTE CXCMH HA JIUCHHE He Ca NOKA3AHH.

Texaa KoxHH PEaKIH H DEAKIHH HA CBYBhXYYBCTBHTETHOCT
BB BpL3Ka C JIEYEHHE C A3MTPOMMLIMH e CHhOOILABA 32 pelkH CEPHOGHH AICPIVMHM PEakiiH, BIUOUHTEIHO
aHroeneM W aHadunakcus (PANKO JIETATHA), TEXKH KOKHH HEXENIaHH peakimy (severe cutaneous adverse

reactions, SCAR), BKIOIHTETHO cuHIOpoM Ha Stevens-Johnson (Stevens-Johnson syndrome, SJS), TokcH4Ha
emepMaTHa Hekposma (toxic epidermal necrolysis, TEN), nekapcTsera peakipid ¢ e03HHOMHIHA W CUCTEMHH
cumrmmomu (drug reaction with eosinophilia and systemic symptoms, DRESS), octpa renepaiusvpaHa
eicaHTeMATO3Ha IycTynoza (acute generalised exanthematous pustulosis, AGEP), xouro morar ja Onuar

PeaKLMH IPH JIEYEHHE C A3UTPOMMLIMH BOJAT JI0 PELUAIMBHpALI CHMITTIOMH H HANARAT NO-AWTYBI MEPHOM Ha
HabumoneH#e W nedeue, [IpH BL3HMKBaHE HA AIEPIHUHA PEAKLMA JIEYEHHETO C a3MTPOMULIMH Tps0Ba aa Orle
MPEYCTAHOBEHO M TPAOBA [a C€ HAZHAYM TMOAXOIANIA Tepants. Jlexapure TpaGBa na 3HAAT, Y€ MOKE Ja HMa
FIOBTOPHA TIOABA Ha AIEPTHYHHMTE CHMITTOMH TTPH IMPEYCTAHOBABAHE HA CHMITTOMATHMHATA TEPAITHA.

Y anmxasarie Ha Q1 WHTepaana

VIwDKeHa ¢hpacdHa penoympisaimvd u QT vHTepBan, BKTIOHHTEHO PUCK OT PR3BHTHE Ha CHPACHHA apHTMHd H
m&mhm@mmmmmmcwmmmmwm(m
Touka 4.8.) 3aToBa, THi KATO CNEOHWTE CHTYAlMH MOXE A2 JOBeJar 0 NOBHIUCH PHCK OT BCHTPUKYIApHH
apUTMHH (BKTOUMTESTHO torsade de pointes), KOHTO MOTaT Jia JOBEAAT A0 CHPOCHCH apecT, a3HTPOMHLIHH Tpabea
mwmmcmmmwmummcwmwmmmm(mmmmn
NALMCHTH B CTApPYESCKAa BB3PAacT), Karo:

. MALMEHTH C BPO/JICHO WM JIOKYMEHTHPaHO yakbkasaHe Ha QT HHTepBana;

’ namieﬂmHa'rexymcneqermecnpymaxnmmnemacma,aammemnecmo,qeyWQT
uHTepBaa (K. TOUKa 4.5);

. MALMEHTH C eNEKTPOTHTEH Auchananc, 0cobeHO B CTy4an Ha XHITOKANTHEMHA H XHITOMAMHCIHCMMAL

' MalMeHT ¢ KIMHUYHO 3HauMMa Opagukapivsd, ChpACYHA apHIMMd WIM TEKKa CbpiaedHa
HEJIOCTATEYHOCT;

. NaLMeHTy B cTapaecka Bu3pact: [lalpieHTiTe B CTapuecKa BE3pacT MOXKE J1a Ca NO-TIONATIIHBYA HA

. CBBP3AHHTE C JIEKapcTBOTO ¢dextv BEpXY QT uHTepBana.

XenaToTOKCHYHOCT

TpROBY/fiz »
3
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Thit KATO YEPHUAT JPOG € OCHOBHUA ITET Ha E/IMMHHHPAHE HA A3UTPOMHLIMH, a3HTPOMHLIMH
BHHMATEITHO TIPH TIALWEHTH CbC 3HAYMMO uepHompoOHO sabanssaxe. Mma chOOIEHHS
YIIMMHAHTEH XETIATHT, TIOTEHIMATHO BOZEL 0 JKMBOTO3ACTPALUABALIA YePHOAPOOHA HCIQCTETPHHOCER ML .
nevenne ¢ asuTpoMuliH. [IpH NeveHKe ¢ asMTPOMHLIMH C¢ ChOOINABA CHIO M 33 Xer: T Sxbivectar

JKBJITEHHMLIA, YEPHOAPOOHA HEKPO3a M HepHOAPOOHA HEIOCTATBYHOCT, HAKOH OT KOHTO BOAAT JA§ W




cMBPT (BK. TouKa 4.8). HiAkoH nanpeHTv MOXE Jia ca MMATH IPEALIECTBALLO YePHOAPOOHO 3a00/MBAHE HITH Jia Ca
MpyEeMATH PYTH XEMATOTOKCHUHHM leKapcTBeHH mpoykmi. INarpermire TpsaGea fa ObAAT ChBETBAHH Ja CITpaT
APHWICHKEHHETO HA a3MTPOMMLIMH U Jia CE CBB[MKAT ¢ TEXHMA JieKap TMPH pasBHTHE HA NPH3HALIM ¥ CUMITTOMH Ha
yepHOIPOOHA TMChYHKLIS, KATO GHP30 PasBUTHE HA ACTEHHA, CBBP3AHA C )KKTTCHHLIA, TBMHA YPHHA, CKIIOHHOCT
KbM KbPBEHE WM 9epHOIposHA eHLedanonarys. B TaxuBa cryuau BeqHara TpaOBa aa ce H3BBPILIAT HICICIBAHUA
HA 9epHOMPOOHUTE QYHKIHOHATHH MOKA3ATEITH.

Tuapus. ceepaana ¢ Clostridioides difficile (CDAD), ncep1oMeMOpaHO3eH KOIHT
Hma crobmienms 32 CDAD K niceroMeMOpaHO3eH KOJIHT 1PH JIEYEeHHE C 83HTPOMHIMH U TEXKECTTa UM MOXKE Ja

Bapypa OT Jieka Mapust 10 Jetated koauT (k. Touka 4.8). CDAD u niceromMeMOpaHO3EH KOTHT TpADBA A3 ce
MMaT TIPEABHI NPM NALMEHTH, KOWTO MMAT JMapHi 1O BpeMe HA WM Clie]] NPHIIOKEHHETO HA A3HTPOMMLIKH.
Tps6Ba Aa ce OOMMCITH NMPeyCTAHOBABAHE HA TEPAITMATA C a3MTPOMMLEAH H MPEITIPHEMAHE HA NOLTBMKALIN MEDKH
3ae/IHO ¢ MPUIIOAEHHETO Ha crietmdirno sieveHue 3a C. difficile. He TpsOBa na ce Napar JCKAPCTBEHH NPOAYKTH,
KOUTO HHXHOMPAT NEPHCTATTHKATA.

HMudexipm, npeaaBaHy 1o NOJOB BT

MHoro pepoaTHO € Neisseria gonorrhoeae Pa € Pe3HCTCHTHA Ha MAKPOITHTH, BIITFOUMTENTHO a3aTH/A a3HTPOMHLIMH
(Boi. TouKa 5.1). CrnefoBaTeHo a3UTPOMULIMH He C€ MPETIopbBa 3a JICYCHHE HA HEYCTIOKHEHA NOHOPEeA 1 Ta30Ba
BRAMAMTENHA OONECT, OCBEH aKO JalOpaTOpHHMTE pe3yjITatd He MOTBLPKIABAT YYBCTBUTEJIHOCTTA HA

Muwmmammmmm.Ammmexywmwenmamcyﬁommm, TOBa 3a00/sBaHe
MOJKE 712 IOBee J0 TIOABA HA KBCHH YCII0KHEHHS, KATO HH(EPTWIMTET H eKTONHYHA OPEMEHHOCT.

OCBEH TOBA, aKO ce OOMMCIA MPIIArase Ha ¢IUHWYHA J033 a3HTPOMULMH 33 JICYCHHE HA YPECTPHT M LIEPBHLIMT,
npemoenkank ot N, gonorrhoeae win C. trachomatis (8. To4ka 4.2), TpsbBa ia ce MBKMOTH CHITHTCTBALLA
yporeHHTaHA ¥exiwn ¢ Mycoplasma genitalivan NOpaaM BUCOKNS PHCK OT MOABA HA PE3UCTEHTHOCT B TOSH
MHKPOOPI AHM3IbM.

IIpu ToBa TPAOBA AA C€ MBKIOMH CHITETCTBAILA HH(EKLIMA, npeapssHKaHa ot Treponema pallidum, Thi KaTo B
HHKYOAlHOHHMA TIEPHO/] CHMITTOMMTE Ha CHOHITMC MOTaT ia ObJAT MACKHPAHH H TOBA ia 3a0aBH OCTABAHETO HA
JAHArHo3a.

[Tpy BCHMUKW MALMEHTH C YPOIeHMTaTHH HH(EKLMH, fpeaBaHKH Mo NOJOB ITET, TpsOBa Ja ce 3anouHe
FIPOBEXKAAHETO HA MOIXOAAILA AHTHOAKTEPHATHA TEPAITHA  MUKPOOHONOTHYHH H3CIICABAHMA 32 [IPOC/IE/IABAke.

MuacTeHus rpaBic
Hima cLoDIieHHs 32 000CTPSHE HA CHMITTOMHTE Ha MHACTEHHA IPABHC M HOBA NOSBA HA MUACTCHEH CHHAPOM MpH

TIAIMEHTH, TIOMTY4aBally TEPAnHA ¢ aS3UTPOMMLIVH (Bok. ToUKa 4.8).

Heuyscraumesnn MHKpOODIraHHIMMH
Vriotpebara Ha asMTPOMHIMH MOXKeE Ja JOBeAe 10 CBPBLXPACTEX HA HEMYBCTBHTEHH MMKpoopraHu3Mu. Ilpu
BL3HUKBAHE HA CYTIEPUHPEKLIAS MOXKE AA Ce HATIOHKAT NMPEKBCBANH JICUSHHETO WITH APYTH NOAXOALIM MEPKH.

EproraMUHOBH IMPOU3BOIHH

[py naupeHT™, NOMTyYaBallli €PrOTAMHMHOBH TPOM3BOMHHM, € BL3HMKHAN €ProTH3BM IIPH EAHOBPEMCHHO
NPWIOKCHHE HA HAKOH MAKPOIMAHM aHTHOHOTWIM. HiMa faHHM Mo OTHOIICHHE HA  BB3MOXKHOCTTA 34
R3AMMOJIEHCTRHE MEXKIY €pPrOTAMHHOBHTE ITPOM3BOIHH M a3HTPOMMLIMH. BhIpeky ToBa, MOpamH TeOpETUYHATA
BR3MOYKHOCT 34 BE3HHKBAHE HA €PrOTHUZHM, A3UTPOMHIMH H €PrOTAMHHOBH MPOM3BOAHK HE MOXKE /1 C€ IpHIarar
€THOBPEMEHHO.

TloMOLLIHO BEIHECTRO C MIBECTHO NICHCTBHE
ToBa JlexapcTeO Chabprka No-Masiko or 1 mmol Harpuii (23 mg) Ha druiMHpata TAONETK, T.C. MOXE JIA C€ KK,

Yye MpaKTHIECKH HE ChABPA HATPHHA.
4.5 BaauMopneiicTBHe ¢ APYTE JCKAPCTBEHH NPOAYKTH B APYrA GOPMH Ha B3aHMOAEHCTBHE

Brnpeky e a3uTpoMULH € cnab uHxuburop Ha CYP450 1 He B3aHMOACHCTBA B 3HAUUTE/HA CTCMCH
che cyberpatu Ha CYP450, uaxubupane Ha CYP3A4 He moxe Aa Ob/ie H3KIIIOYEHO HAITHITHO. [Topanu
TOBA Ce MAPENnopbhyBa NOBHIUCHO BHHMAHME NpPH EJHOBPEMECHHO TNPHIOXKEHHE ChC CYOCTpa
CYP3 A4 ¢ TeceH TepalieBTHYEH HHAEKC.
A3MTPOMHIMH € HHXUOUTOp Ha TpaHcnoprepa P-rimkonporenH (P-gp). EAHOBEPMEHHOTO
NPUIOKEHHE HA a3UTPOMHLIMH K CYOCTpaTH Ha P-gp, KaTO JUrOKCHH H KOJIXHLIUH, MOXE
excno3uuusaTa MM. [Ipy nekapcTBa ¢ TeCeH TepaneBTHICH HHIEKC C€ Npenoprysa NOBHIL
BHHMaHHE H KIHHUYHO NMPOCcieasBaHe W/ WK TEPATICBTHYEH JIEKAPCTBEH MOHMTOPHHT H K
Ha 7103aTa, KaKTO € MOAXoAsmo. Bse Bpb3ka ¢ ToBa TpAOBa Aa C€ MMa NpeaBUA OTHOCHTE
MOJYKHBOT Ha a3UTPOMHULHH (BXK. TOYKA 5.2).




JlekapcTBEHH NPOAYKTH, 38 KOHTO € W3BECTHO, Ye yab/pkaBaT O HHTepBana

A3MTpOMHLIMH Tpa6Ba Ja ce W3MOou3Ba ¢ MOBHIIECHO BHUMAHHE NIPH NalMEHTH, NOTy4aBalln
NeKapcCTBEHH [POAYKTH, 32 KOMTO € H3BECTHO, 4e yabnkasar QT uxTepBana (Bk. Touka 4.4), kato
AHTHAPHTMHYHH JIEKapCcTBa OT Kiac A (Hanp. xMHHAKH K nipokanHaMun) u 11 (Hanp. nogeTnnun,
aMHOJAPOH M COTANON), AHTUNICHXOTHYHH CPECTRA (HAMp. MUMO3HA), AHTHACNPECAHTH (Hanp.
uTanomnpam), GayopoXHHOAOHH (Hanp. MOKCHIOKCALIMH H JIEBO(IOKCALHH), LH3ANPHI, XJIOPOXHH U

XHAPOKCHXJIOPOXHH.

UndopmMalMaTa 3a JIEKAPCTBECHUTE B3aWMOAEHCTBUA Ha asHTPOMMUHMH ¢ BB3MOXKHH CBITBTCTBAILH
JIeKApPCTBEHH NPOAYKTH € obobuweHa B Tabnuuata K TekCTa MO-aody. ONMKCAHHTE JEKapCTBEHM
B3aUMOIENCTBUS C€ OCHOBAaBAT Ha KIMHWMHWTE [MpPOY4YBAHWA 3a B3aHMOACHCTBHATA OT THIA
,IeKAPCTBO-JIEKAPCTBO", MPOBENCHH C A3UTPOMHLMH, HIH, KBIACTO € MOCOHEHO, Ca BBIMOXHM
NeKapCTBEHH PEaKLiMH, KOHTO MOXKeE Ja Bb3HMKHAT NPH JIeYEHHE C a3HTPOMMIIHH.

JlekapcTeen npoaykT | BzagmoaeHcrBHe MexasHIbLM Ilpenopska OTHOCHO
(TepaneBTHYHA EdexT BbPXY eAHOBPEMEHHOTO
obnacr) eKCNIO3HINHATA NPpAJIOKEeRHe
ATOpBacTaTHH AsutpoMHALMH: ND ATOpBAaCTaTHH ¢ | Tpsabpa na ce
(nuxubdburop Ha HMG cyGerpar Ha CYP3A4 | noaxoxxaa ¢ NOBHIIEHO
CoA peayxrazara) u P-gp BHHMaHMe, Thil KaToO B

AsutpomuupH 500 mg | ATOPBACTATHH: E:;E’:;P*‘:ﬂﬁﬂmﬂﬂima
EPOPATIHO - BEAHER | »AUC chOOIIEHHUA 33 CIIydau
AHEBHO Ha 3 MHH Ha pabaoMHONN3a TIPH
Atopsactarud 10 mg — Cmax MALUCHTH,
NepopamTHO  BEIHBXK TOJTy4aBallly
JTHEBHO, a3UTPOMHLIMH
CBITBTCTBALLO ChC
CTATHHH
[{umocnopuH AzurpoMuumH: ND [{uxmocnopuH e | KnuHuuHo
(HMYHOCYTIpECOp) cyOcTparT € cyOcTpar Ha | IpociesBaHe H
CYP3A4 wun P-gp c | repaneBTHtEH
LIMKAOCTIOPHH: TeceH TEPANeBTHUCH | JIEKAPCTBEH
Asutpomuuua 500 mg HHOCKC W W/WIH ¢€ | MOHUTOPHHI, KOraro ¢
HEpOPAJHO BeHDIK —AUC KOHKYpHp2 3a »JIBbUHA | Moaxonsiuo, tpadea na
OHEBHO 3a 3 AHH. CKCKpCLMA ce H3BBPIIBAT 1O
T Cmax 24% BpEMeE U cnen
JICYEHUETO c

asUTPOMMIMH. AKO ce
Hajara, Jo3ara Ha
LIMKJIOCTIOPHH  TpAOBa
Jla C& KOpHIHpa.

Komxuuus (npu | AsurpoMuuuH: ND Konxuuun e cyocrpar | Heobxoaumo €
nojaarpa) Ha P-gp ¢ TeceH | KNIHHUYHO

KonxuuuH: TeparneBTHYECH HHACKC | MPOCIEASBaHe o

Me :
1 57% AUC 0-t Bpe .
JIEYEHHETO

1 22% C max A3HTPOMHLL / sy \
Haburarpan ND Haburatpan e | TpsOpa @ " 7 ngft*fﬂ
@‘BPDPMEH cyﬁcma'r Ha P-gp ¢ | mooxoxaa OYIesy e, 17"




LN

aHTHKOAI'yJ1aHT) Ouaksa ce: TeCEH TEpAneBTUMEH | BHUMAHHE, TbH KaTo
HHICKC. MOCTMAPKETHHIOBUTE
1 Haburarpan OAHHH  TPEATNOJIArar
NMOBHIIEH PHCK  OT
KPbBOU3NUBH IpH
NalMEeHTH,
noJTy4aBaili
a3MTPOMMLIUH
CBITETCTBALIO C
naburarpaH.
IurokcuH (cepaeqsd | ND JurokcuH e cybcrpar | Heobxomumo e
FIIMKO3HIH) Ha P-gp ¢ TeceH | KIHHHYHO
Ovaksa ce: TepaneBTHueH HHIEKC | mpocneasBaHe H
€BEHTYAaJIHO
T Anroxcut npol;};,uﬂaaﬂe Ha

HUBOTO Ha ANIOKCHHA
Mo BpEeME H Ha clel
JIEYEHUETO C

a3UTPOMMIIHH.

Bapdapun (nmepopanes
aHTHKOAryJ1aHT)

AsurpomuiivH 500 mg
NEPOPAITHO BEeIHBXK
AHEBHO 3a | JeH, a cnea
TOBA 250 mg
[epPOPaTHO BEAHBXK
IHEBHO 3a 4 AHH.

Bapdapuan 15 mg -
riepopajiHa  €AHHHYHA
a03a

AsuTpoMutMH: ND

Bapdpapun: ND

HamMa npoMsHa B
npoTPOMOHHOBOTO
BpEME
KIUHHYHHTE
MPOYYBaHHUA 3a
NEKAPCTBEHHTE
B3aHMONEHCTBHA,
HMa
MOCTMAPKETUHTOBH
ChOOILCHMSA 3a
3aCHNCHO
AHTHKOAryJaHTHO
NEUCTBHE Ha
NePOPAIHH
aHTUKOAI'YNIaHTH oT
KYMapHHOB THII TIpH
eIHOBPEMEHHO
MPUITIOKEHHE c

a3HTPOMMLIMH.

1npH

HO

He e n3BecTen,

Tpabea na ce obMucnu
Mo-rojigMa 4YecToTa Ha
npocneaBaHe Ha
IpOTPOMOHHOBOTO
BpeMe [0 BpeMe Ha M
cnef  JICICHHETO C
A3UTPOMHLIMH

JabeiexKa; CTATUCTHYECKH 3HAYMMHUTE TIPOMEHH ¢ ToBeve oT 10% ca obo3HauenH karo ,,1“ 1 ,,|” Oe3
TMPOMSHA — KaTo ,,+>* HEOTIpeeIeHH — KaTo “ND”

He ce Habmopnasa KIMHHYHO 3HAYMMA NPOMAHA B EKCMIO3HLMATA HA A3HTPOMHLIMH HITH ELHOBLX
[PUIATAHUTE JICKAPCTBEHH NMPOAYKTH NpPH KIWHHYHWTE MPOY4YBaHHA 3a OLICHKA Ha HY

B3aUMOJICICTBHA OT THMOA ,JIEKAPCTBO-IEKAPCTBO" HA Aa3SHTPOMHLMH C NEpPOpasHH FHALRE
cpeacTBa (alTyMHUHHEB XHAPOKCHA/MarHe3ueB XUAPOKCHA), Kapbama3enuy, LETUPH3HH,] [IFE f




edaBupeHL, GIyKOHa30/1, METHT MpeJHH30NOH, MHOa3oaM, pudabyTuH, cuianeHadua, TEODHIHH,
TpHA307aM, TPUMETONPUM/CYIPaMeTOKCa30J H 3HIOBYAHH.

[TegpaTpuuHa nonynanuus
[IpoyuBaHus 3a B3aUMOACACTBHATA Ca MPOBEKAAHHK CaMO IMPH BB3PACTHH,

4.6 QepTHIRTET, peMEHHOCT H KbpMeERE

bpeMeHHOCT

PempoyKTvBHHTE MPOYYBAHMS TIPH ¥MBOTHH Ca MPOBEJCHH NPH 03U JI0 YMEPSHO TOKCHUHHTE 33 MAHKATA
KOHLEHTpaLH. [TpH Te3u Mpoy4BaHKs He Ce YCTAHORABA JOKA3ATENICTBO 3 TEpaToreHHH edektd. Hama obave
AOCTATEMHH M A00pe KOHTPOIMPAHH NPOYUBAHNA IPH OPEMEHHM JKEHH.

Mma romsm obeM JaHHM OT 0OCepBallOHHM MPOYYBAHMA HA eKCIO3ZHIMATA HA a3UTPOMHIIMH MO BpEME Ha
6pemenHocT (nosede ot 7 000 cmyuas Ha GpeMEHHOCT ¢ EKCMOGHLMA Ha asuTpoMHuMH). TlosedeTo ot Te3n
MPOYdBAHHA HE MPEMIONATAT MOBMILIEH PHCK OT HEXeNaHM (eTamHH epeKTH, Karto rojieMH BpOJCHH
MariOPMALIH WIH CHPASYHOCHIOBH MANDOPMALHH.

EnuneMHONOrHYHUTE JAHHY, CBBP3aHM C PUCKA OT CIIOHTAHEH a0OPT CIieA eKCMOSHLIMA Ha asHTPOMMIIMH IO

BpeME Ha paHHa OpeMeHHOCT, ca HeybeawrenHu. [IpoyiBaHKATa MPH HUBOTHH HE TOKASBAT PEMPOXYKTHBHA
TOKCHUHOCT (BoK. TO4Ka 5.3).

A3HTPOMMLIMH Tps0Ba Ja C& H3NOJI3BA 110 BpeME Ha GPEMEHHOCT CaMO IPH KITMHUMHA HOOOXOMMOCT.

KxpMmeHe
A3UTPOMMLIMH CE EKCKPETHPE B KbpMaTa [0 3Ha49uMa crerieH. He ce HAGIONABAT CepHOBHH HEXKENIAHH e(eKTH

HA a3HTPOMHLIMH [pH KHPMEHH KBpMayeTa, HO e(peKTH KATO AHapHi, MLOHYHA HHGEKII Ha JIMMaBALIMTE, KAKTO
M CBPBXYYBCTBHTSIHOCT MOI4aT [Oa BL3HHKHAT NpH KbPMEHH HOBOPOANCHWKBpMaueTa [OpH Ipy
cyOrepanesTiHM 103d. TpabBa Ja ce BieME€ pelUcHHME JATM A C€ NMPEYCTAHOBH KHPMEHETO WIH Ja Ce

[IPEYCTAHOBM/NIA HE CE MPHIICAH TEPAITHATA C a3HTPOMHLIMH, KATO Ce B3eMAT TIpeIBH/ O/3aTa OT KbPMEHETO 34
IETETO U NOJI3ATA OT TEPaITMATA 34 JKEHATa.

deprwHTeT

INp1 npoyuraHKsTa 33 ehexTHTe BHPXY (GePTHIMTETA, POBE/ICHH [PH ILTHXOBE, Ce 3a0e/I138a HAMATICHA YeCTOTa
Ha OPEMEHHOCT. 3HAUMMOCTTA Ha Ta3K HAXOJIKA 3a XOpaTa He € W3BeCTHA.

4.7 EdexTn Bbpxy cnocobuocrra 32 modupane 1 pabora ¢ MAIARH

CyMaMe[, NOBJIMSBA B YMEpeHa CTeneH crnocofHocTra 3a wodupade U pabota ¢ mauiuHK. Hma
CHODLIEHKA 3a 3aMasHOCT, CHhHJIHBOCT H KOHBYJICHH IIPH HAKOU MALHEHTH, ITpHEMAIH a3HTPOMMIIUH,
a HAKOM MALMEHTH ca MOMYYWIM 3PHTEIHO WM CIyXoBO yBpexzdaHe. Topa Tpabpa fa ce uMa
TIpeBHA, KOTaTO c€ OLEHABa CrocoGHOCTTa Ha MaliMeHTa 3a modupane u pabora ¢ MamuHH (BX.
Todka 4.8).

4.8 HexelanH JeKapPCTBCHH PeaKIHEH

PestoMe Ha npoduia Ha 6€30IaCHOCT

Hait yecTo cHOOIMABAHMTE HEXEJIAHH PEAKLIMM 0 BpeMe Ha JieueHUe BIUTIOYBAT AMApHA, raBodonue.
NOBpPbIaHe, KopeMHa 60JIKa, rafieHe H OTIJIOHEHHS B PE3y/TATHTE OT J1abOpaTOpHHUTE HIOCIEABAHMS
JIpyruTe BaskHM HEXeNaHH peakLMM BKIIOYBAT aHAhWIAKTHYHH peakiuH, torsade de pointes, appTMuy,
BKITIOYUHTESTHO BCHTPHKY/NApHA TaXWKapOuA, NceBaoMeMOpaHO3eH KOJIMT MW UepHOApoOHa
HEOCTATBYHOCT (BiK. Touka 4.4). Bbe Bpb3Ka ¢ JIeueHHe ¢ a3UTPOMHIHMH € ChOOIIABA 38 TEXKH KOXKHH
nexenand peakuuu (SCAR), BxmoumrenHo cuHApoM Ha Stevens-Johnson (SJS) TokcuyHa
enuaepmManna Hekponusa (TEN), nekapcrseHa peakud ¢ €03MHOQWIHA H CHCTEMHH CH
(DRESS) 4 ocTpa reHepalnu3HpaHa ex3aHTeMaTo3Ha mycrynosa (AGEP) (px. Touka 4.4).

CrMcEK Ha HEXKeJIaHWTE peakUHH B TaOIH4YeH BHII

Hesxenanure peakiiii, yCTAHOBEHH OT ONMUTA NPH KIIMHHYHATE U3NMHUTBAHKA H OT OCTMApK
HabmoaeHue, ca H30pOEHH NO-A0JY MO CHCTEMO-OPraHeH Ki1ac H 4ecToTa.




Cnopes 4ecToTaTa Ha Bh3HHKBAaHE HEXENAHHUTE PEaKLMH Ce ONPEACIAT Kato. mHoro yecty (> 1/10),
yect (> 1/100 mo < 1/10), Hewectn (> 1/1 000 mo < 1/100), peaxu (> 1/10 000 po < 1/1000)uc
HEH3BECTHA YeCToTa (OT HATMYHKMTE JaHHU HE MOXe [a Ob/ie HanpaseHa ouieHka). BsB Bcaka rpyna no

4ecTOTa HEKENAHHTE JIEKAPCTBEHH peakUMH ¢a MPEACTABEHM B HU3XOMAIR pei HO OTHOLIICHHE Ha
TIXHATA CEPUO3HOCT.

Ta6mutia 3: CIMCHK HA HEXKETAHHWTE peaklyH B TabiHIeH BUL

Cacremo-opran | Mueo | Hecrn HeuecTH Peaxkn C HeH3BECTHA
€H KJac ro yecTOTR
qecT
H
Huadexnan H Kanaunaosa
aEdecTANEE [THeBMOHHSA
[M-6HuHa BHPEKINA
BakrepuanHa
WHpEKIHS
MapHHrUT
I"acTpoeHTepHT
PUHHT
| OpanHa KaHAKHM03a _
Hapymiepnd Ha [Touwxke | JIeBKOMEHUI TpombolroneH
KpbHBTA H H Opo#t HeyrponeHus Us
AnMpRaTa numdonu | Eozunodunus XeMONUTHYHA
CHCTEMA TH [Mosuizen 6po aHeMMA

[Touie | TpoMOOLMTH
H Opoi TToumxeH
e03uHOd | XeMAaTOKpHT
WK
[ToBuuie
H Opo#
6azodun
H
[Tosuie
H Opoii
MOHOLIMT
H
[ToBuiie
H OpoH
HeYTpOoQ

HITH

HapymeHng Ha [Touuxe | JIEBKONCHHA TpomboLMTONEH
KpbBTA H H Opo# HeyTponeHus U

aamMBaTa mumbouy | Eozunodrumis XeMonuTHYHA
CHCTEMA TH [TosuieH OpoH
[loume | TpoMOOLIMTH

H OpoH [ToHwxeH
6azopun | XeMaTOKPHUT

W
[loBulue




H Opoi

MOHOLIUT
H
[ToBuiiie
H Opoi
HEYTPOD
WIH
Hapyuienud Ha AHrvoeaem AnadmnakTH4yHa
HMYHHATA CBpBXYYBCTBHTEIIH peakuuA
cHCTEMA OCT (BXK. TouKa 4.4.)
Hapymienns na [loHW)KeH aneTuT
MeTabo1H3MA B
XPAHEHETO
IlcAaxnunH HepBHocT AdKUTanUs TpeBoxuoCT
HapyUICHBA bescvHMe Henupuym
XamouHHalHs
Arpecus
Hapymenna Ha I'nasobo | 3amasgHoCT Muacrenus
HepBHATA Iue Hucreysus rpaBuc {BxK.
CHCTEMA [lapecTesus Touna 4.4)
COMHOAEHTHOCT F'epu
AHOCMMHA
Areys3us
XHnepcTe3us
[lcuxomoTopHa
XHIIEPAKTHBHOCT
[Tapocmus
CHHKON
HapymeHHA HA 3pUTEIHO
O9HTE YBpPEXKAaHE
Hapymenus aa HapyuieHue na I nyxora
YXOTO H YXOTO XHIIOAKY3UC
NAOHpHHTA Bepturo TuHuTyC
Cohpaeunn [TanmuTaumu Torsades de
HAPYIICHHES pointes (BX.
Touka 4.4.).
ApUTMHH,
BKJTIOYHTEITHO
BEHTPHKYJIapHa
TaxHKapaus (BX.
TOuKa 4.4).
Yavmxen QT
UHTEPBAN
eNnexTpoKah
amara ( /
4.4).
CbaoBu ["'opeiy BBJIHH XHUNOTOYHE
HapYIenAd N\ *




CroMamBAo-qpe
BHH HApYIICHRSA

Auap

[loBpbinia
He
KopeMHa
bonka
["'anenHe

['acTpur

3anek
ucnencus
Hucharus
[Tonyeate Ha
KopeMa

Cyxorta B ycrara
A3BM B ycTaTa

[lankpeaTur
IIceBnomemOpaH
03€H KOJIUT (BXK.
TOuKa 4.4).
[IpoMsHa B useTa
Ha €3WKa

Xunepcaidpauys
Epyxrauns
QaaryacHuHA
Xenarobunnnapu [TorMieHa Otnonenus B | HepHoapobHa
H HAPYIICHHS acnapTaTaMHHOTpaHd | YepHOAPOOHATa | HEJOCTATBUHOCT
cepaza dyHKUMA (BXK. TO4Ka 4.4).
[ToBHineHa XonecraTuuHa | OynTMHHAHTEH
ANTAHHHAMHHOTPAHC | XKBJITEHHLA XETNaTUT
pepaza YepHoapoOHa
[ToBHuIEH HEKpO3a
OMnupyOHH B KpBBTA
[ToruiieHa ankanHa
¢pocdartasa B KpbBTA
Hapymenns Ba Obpus Octpa Tokcuuna
KOKATA H [Ipypuryc reHepATHIUPaH | enHaepMaiHa
MOAKOKHATA Yprukapus a HeKkponusa
ThKAaH HepMatur ex3aHTeMaTo3Ha | CHHApOM Ha
Cyxa koxa IMyCTYJ103a Stevens-Johnson
Xunepxuaposa (AGEP) Eputema
JlekapcTBeHa MYJITHOOpME
peaKums ¢
€O3UHODUTHA U
CUCTEMHH
CHMITTOMH
(DRESS).
Peaxius Ha
CBPBXYYBCTBUT
€JIHOCT
Hapymesus Ha OcteoapTHTH Aptpanrus
CKeJleTHATA Muanrus
CRCTEMA H boaka B repba
CheAHHHTEIHAT bonka BBB BpaTta
A ThKaH
Hapymenns #a Husypus Octpo 6HB6peuno
0u0pennre B bonka B 6s6peunTe
NHKOYHHTE [loBuiueHa ypes B
NbTHOIA KpbHBTa
IloBHIlLIER KPEATHH B
KPbBTA
Hapymenns na HutepMecTpyanHo




BBL3NPOH3IBOXHT KbpBEHe

eNIHATA CHCTEMA HapyueHue Ha
H r'bpAATA TECTHCHTE
O6mu Otok
HAPYDUCHHS H AcCTECHHUS
e(peKTH Ha HepaznonoxeHue
MSCTOTO HA YMopa
DpHACKEeHHE OTOK Ha JHLETO
bonka B o6nacTra Ha
IbpAMTE
[Tnpexcus
bonka
[lepudepen oTox
H3acieBaHUSA [Tonmke | AOHOPMHO HUBO Ha
HH KaJIH| B KPHBTA
6uxapbo | IloBumeHH Xnopuau
HaTH B B KPBBTa
KpPbBTa [loBHuieHa rmoko3a
B KPBLBTA
AGHOpPMHO HHBO Ha
HATPHH B KPBHBTA
HapansBaHHus, YcnoxXHEHHE,
OTpaBsiHES H BB3HUKHAJIO Clief
YeJI0XKHEeHUS, UHTepPBEHLUA

BL3IHHKHBAJIH B
pe3yJITAT HA
HHTCPBERIHH

CrobluaBaHe Ha NOAO3HPAHHU HEXENlaHH peaKLvuH

Cro01aBaHeTo Ha IOAO3UPAHHM HEXKENAHH PeakliHH Ciie] pa3peluaBaHe 3a yrnorpeda Ha NeKapCTBeHHS
NPOAYKT € BAXKHO. TOBa NO3BOJIABA Ja NPOAB/DKHY HaOMIOACHHUETO HA CHOTHOLICHHETO TO3a/PUCK 32
NIeKApCTBEHHA MPOAYKT. OT MEULIMHCKHTE CIIECLHAIIMCTH C€ H3HCKBA Aa ChOOILaBAT BCAKA NOJ03UpaHa

HeXXeIaHa peakuus upe3 ManbisuTrenda areHLya No JieKapcTpara, yi. ,,JlaMau ['pyes” Ne 8, 1303
Codusa, Ten: +359 2 8903417, yebeaitr: www.bda.bg.

4.9 Ilpeno3znpane

CUMITTOMH

HexenaHnre peakivm, NOJYYEHH NMPH NO-BHCOKH OT NPENOPBUYMTEITHUTE J03H, €8 CXOIHH C
HaOmioaaBaHWTe NPH oOHUaiHHTE A03H (BXK. Touka 4.8). TunU4YHATE CHMITTOMH Ha NPeIO3HPaHe Ha
a3MTPOMHLHMH BKJIIOYBAT CTOMALUHO-YPEBHU CHMIITOMM, HaNp. NOBpPbIAHE, ZHAPHUA, KOpeMHa 60J1Kka 1
raJacHe.

JleyeHue TS
B cnyuaii Ha npeao3HpaHe ca MoKasaHH 0010 CHMOTOMATHYHO J€YEHHE H NOJABPIKAHE HA
GYHKLUMU, H, KO € Hanara, NPHAOKEHHE Ha MEAHLIMHCKU BBINCH UK CTOMAIIHA NPOMHB
Hsama njaHHY No OTHOLIEHHE HA eEeKTHTE OT AUAIU3ATa BHPXY €TUMHHHUPAHETO HA a3UTP
Obaue nopaau MeXaHH3Ma Ha eJIMMUHUPaHE HA a3UTPOMMUIIMH € MAJTKO BEPOATHO JTHAIH3
JO IHAYUTENHO OTCTPAHABAHETO HA AKTHBHOTO BELLIECTBO.




5. DPAPMAKOJIOTYYHH CBOACTBA

5.1 ®apMaxoABHAMHYHH CBOHCTBA

DapmaxorepareBTH4IHa rpyna: AHTHOaKTepUaTHH J1eKapeTBa 3a CHCTEMHA ynoTpeba. Makponuan.
ATC kom: J 01FA 10

MexaHu3bM Ha JeHCTRHE
MeXaHu3MBT Ha ACHCTBYE HA a3HTPOMMLIMH C€ OCHOBaBa Ha HHXMOUpPaHETO Ha DaKTepHaNHHI CHHTE3

Ha MPOTEUHH 4pe3 CBbp3BaHe ¢ pubo3oMHaTa cybearHuua 50 S ¥ MHXHOHpaHe Ha TPAHCIOKALMATA Ha
NEeNMTHINTE.

Bpb3ka dhapMakokuneTHka-(papMaKo AMHAMHKA
EdukacHocTTa 3aBMCH [NIaBHO OT CbOTHowleHHeTo Mexay AUC (ol moa  kpHeara
kOHLeHTpauua-speme) 1 MITK (MMHHMaNIHa MOTHCKAIA KOHLIEHTpAalMs) 3a NaToreHa.

MexaHu3bpM Ha PE3UCTEHTHOCT
Pe3sucTeHTHOCTTA KbM a3HTPOMHIIMH MOXKE [1a ¢€ OCHOBABa Ha CIEAHHTE MEXaHH3MH:

- Edayxc: PeancreHTHOCTTa MOXe 1a GbAe IpHUHHEHA OT NOBHINIaBaHe Ha Opos Ha edIIyKcHUTe
MOMIIH B KJIeThbYHaTa MemMOpana. ToBa ce OTHACA CaMo 32 MaKpOJIHAM ¢ 14- 1 1 5-uieHHH NPBCTEHH

(Taka HapeueHns M-deHoTHn).

- IlpomaHa B TapreTHaTa CTpyKTypa: AQHHUTETET KbM pHOO30OMHHTE MECTA Ha CBbp3BaHe
HaMaigBa upe3 Metwinpade Ha 23S pPHK, npuuMHABaNIO pe3HCTEHTHOCT KbM Makpoauau (M),
nunkosamuaH (L) u crperrrorpamMunu ot B-rpynara (SB) (Taka Hapeyenus MLSB-¢eHoTHn).
Merwnasute, TNPUIABAIM PEe3HCTEHTHOCT, C€ KORMPAaT OT €IT TeHH. AQUHHMTETBT KbM
pHOO3OMHHUTE MECTa Ha CBBbp3BaHe HamMansBa H upe3 MyTauuu B 23S pPHK Tapretnata cTpykrypa
WIH upe3 MYTalui B puGO30MHUTE IPOTEHHH Ha rojiamara cybeauHuua.

- Ex3uMHaTa HHAKTHBAL[MS HA MAKPOJIUAMUTE € OT MUTBK KIIHHHYEH HHTEPEC.

[Ipu M-¢peHoTHna ce HabmiofaBa IbIHA KPBCTOCAHA PE3HUCTEHTHOCT MEXAY a3sHTPOMHIIMH,
KJIAPUTPOMMLIHH, €PHTPOMHMLMH H POKCHTpoMHUMH. MLSB-¢eHOTHHBT MOKa3Ba OMBIHHTENIHA
KPBCTOCRHA PE3HCTEHTHOCT ¢ KIMHAAMHLUMH W crpenrorpaMuH B. C makponuaa criMpamMMuyH C
16-usieHEH NMPBCTEH Ce IPOABABA YaCTHUHA KPBCTOCAHA PE3UCTEHTHOCT,

IMopanu cnabus nepMuabUIHTET Ha BHHIIHATA MeMOpada noeevero | pamM-oTpuilaTeNHy BHAOBE Ca C
NPHCHING PEIUCTEHTHOCT KbM MaKpOJHIH.

KpHTepHH 38 UHTEPIPETHPAHE NIPH UINWTBAHE HA YYBCTBHTENHOCTTA
Kpurepunre 3a unrepnperipale Ha MITK (MHHUMAaIHA MOTUCKAIIA KOHLIEHTpALMs) NPH U3NHWTBaHe

Ha YYBCTBHTEIHOCTTA ¢a YCTAHOBEHH OT European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 3a asUTpOMHIIMH H ca H30POCHH TYK:
https://www.ema.europa.ew/documents/other/mbreakpoints en.xlsx

[IpeobnanaBpania NpUAOCOHTE PEIUCTEHTHOCT
[IpeobnagaBamara npuAOOMTa PE3UCTEHTHOCT MOXE [a Bapupa reorpackd M BBB BpEMETO 3

u36paHK BUAOBE M € XKENATEAHO A8 MMa JIOKaTHA HH(GOpMAlHs 38 PE3UCTEHTHOCTTA, 0COOEHO MpH
neyeHHe Ha TexxkH uHbpeximm, [lpy HeoOxoguMOCT TpAOBa Aa ce NMOThPCH EKCMEPTEH CHBET, KOraTo
JoKaTHaTa npecbnaaasaiia pe3HCTEHTHOCT € TakaBa, 4e 110J13aTa 0T aHTUMHKPOOHOTO CPEACTBO MpH
[MOHe HAKOH BHAOBEe MHPEKUWH € ChMHHMTeNnHa. OcofeHO B CiyyauTe Ha TEKKH HHOEKUMH HIH
HEyCHEIIHO JicdeHWe, TpAOBa [a ce MOMCKa MHKPOOHONOrMYHA AMAarHo3a ¢ HACHTH(HIMpaHe Ha
NaToreHa ¥ onNpeAe/isHE Ha HErOBAaTa YyBCTBHTEIHOCT KbM a3HTPOMHULIKH.

Tabnuua 4: [Ipeobnagapama npuaobura pe3HCTEHTHOCT

O0nuaiino TYBCTBETEIRH BHI0OBE

Aepobru I pam-nonoocume R MUKpOOPaHuImMu

Streptococcus pyogenes




Aepobnru I'pam-ompuuamennu MuKpoop2anuImMu

Haemophilus influenzae

Legionella pneumophild’

Moraxella catarrhalis

Anaepobru MuKpoopzaruimu

Peptostreptococcus spp.

dpyzu MUKpoop2anuImu
Borrelia burgdorferi

Chlamydia trachomatis0

Chlamydophila pneumoniae(

Chlamydophila psittaci

Mycoplasma pneumoniae()

Braose, npH KOHTO NpHAOCGHTATA Pe3HCTERTHOCT MOME A& € Hpobiiem

Aepobru I'pam-nonodxncumentiu MUKpoopzanu3mu

Staphylococcus aureus+

Staphylococcus epidermidis

Staphylococcus haemolyticus

Staphylococcus hominis

Streptococcus agalactiae

Streptococcus pneumoniae f+

Cmpenmoxoxu om zpynama Viridans

Anaepobru Muxkpoopzanusmu

Fusobacterium spp.

Prevotella spp.

MHEKpOOpPramg3MH ¢ NPHECHINA Pe3HCTERTHOCT

Aepobrnu I'pam-ompuyameninu MUKpoop2anu3mu

Escherichia coli

Klebsiella spp.

Pseudomonas aeruginosa

°JIurcBAT aKTYAIH3HPalH NaHHK NpH my6nuKyBaHeTo Ha Tabauuure. OCHOBHATA JIHTEPATYPa,

HAYYHATA CTAHAAPTHA JIMTEPATYpa M TEPANCBTHYHHTE NPEIIOPHLKH MPEATNoIarat YyBCTBHTETHOCT.

+TToHe €HH pEerHoH MOKa3Ba YeCTOTa Ha PE3MCTEHTHOCT NMo-BUcoka OT 50 % 3a pe3uCTeHTeH Ha
MeTHLIIHH Staphylococcus aureus.

++YyBcTBUTEIHHTE KbM NEHHULIWINH 1IaMOBE Ha Streptococcus pneumoniae € Nno-BepoATHO [a ca
9YBCTBUTEIHH KbM a3UTPOMHLIMH OTKOJKOTO PE3HCTEHTHHUTE KbM MEHALIWINH LIaMOBE Ha

Streptococcus pneumoniae. —

5.2 PapMakOKHHETHIHH CBOHCTBA

AOcopOuus

[TuxoBHTE cepyMHH KOHUEHTpauH (Cmax) Ha a3UTPOMMIIMH Cliell IPHIoKEHHE Ha 500 m
cycniersus (40 mg/ml), 1 000 mg npax 3a nepopanHa cycneHsud, 500 mg (2 x 250 mg) ra
000 mg (4 x 250 mg) Kancyn4 npu 3xpaBK Jo6poBONLM Ha raaHo ca croTBeTHO 0,29; 0,75,




L

mg/1. BpeMeTo K0 IOCTHraHe Ha MTHKOBH IUIa3MEHH KOHLiEHTpaLMH (Tmax) Ha a3uTPOMHLIMH ClieN
nepopanHo NMpHIcKeHHe Bapupa oT 2 A0 3 yaca. CpegHara abcomoTHa OHOHATUYHOCT NPH 3APaBH
nobposoiy cien npHeM Ha 500 mg nepopanna cycneHsud M 1 000 mg npax 3a nepopasiva CycreH3uA B
canie ¢ croTBeTHO 37 % U 44 % nipu npHeM Ha riajaHo.

EdexTbT Ha XpaHaTa BEPXY OTHOCHTEIHATA NNepopajHa OMOHATHYHOCT HA A3HTPOMMLIMH 3aBUCH OT
nekapcTreHarta dopma. Cnen npuwioxeHHeTo Ha 500 mg nepopanna cycnensus (40 mg/ml), 1 000 mg
nox dhopMaTa Ha Ipax 3a nepopanna cycneHsua H 500 mg nepopanHa n03a a3UTPOMHULIMH o popMaTa
Ha Tabnerku (2 x 250 mg) ce NoCTHra CXOaHAa eKCIO3HLKA MPH NMpHeM ¢ 6orara Ha MasHUHU XpaHa
COpSMO MpPHEM Ha raaHo. Cnen npuioKeHHeTo Ha eqMHM4YHa 103a 500 mg (2 x 250 mg) noa popmara
Ha Kancyiu ¢ 6orara Ha Ma3HWHH XpaHa CIIPAMO MPHEM HA rJIaJJHO CPEAHOTO CHhOTHOLIEHHE Ha CTal H
AUCO0-24 e 52 % 1 43 % m0-HHUCKO.

Tabnuua 5 nokassa cpeanaTa cToiHOCT (SD) Ha DapMAKOKMHETHYHHTE NMapaMeTpH IPH BB3pacTHH
3ApaBy A0OPOBOJILIH CJIE] CTAHAAPTHU CXEMU Ha IpHiaraHe Ha TabJeTKH B Kancyu.

Tabnuua 5: AUCo.24 M Cax Ha a3WTPOMMLIMH NPH 3-THEBHATA H 5-AHECBHATA CXE€MAa Ha IIPUJIaraHe B
[OCACAHUA OEH OT MPHIOXKEHHETO

Cxema Ha npmjarase, AUC ¢.24 (pg/h/ml) Cuax (pg/ml)
JleKapcTBeHa gopMa

1,88 (0,96 0,42 (0,21
3-nueBHa cxema(500 mg (0,96) 0.21)
AHEBHO ), TabeTKa

5-mnenHa cxema (500 mg /{1, 0,80 (0,42) 0,18 (0,10)
250 mg 12 no J15), Tabnerka

5-naesHa cxema (500 mg /11, 2,1 (0,6) 0,24 (0,08)

250 mg 12 no J15), Kancyna

Paz eJICHUE

A3HTPOMHLIMH C€ pa3rpefie/il B rojsiMa cTeneH H OBp30 OT IUia3Mara B eKCTPaBacKyJIapHHA
KOMIIAPTHMEHT, BKIIOYHMTEIHO B THKAHHUTE, KATO CIMBHLU, 6ANn Apob M ThKAHH HA NOJIOBUTE OPraHu,
KAKTO KM B HHTPAUEHYJaApHHs KOMIIAPTHMEHT, TO-CMELHAIHO B HeyTpoduaHTe, Makpodarure H
MOHOHMTHTE. DAPMAKOKHHETUYHHUTE MPOYUYBAHHA MOKA3BAT 3HAYUTENHO NO-BUCOKKH KOHUCHTPAIMH H
a3HTPOMHUMH B ThKaHHTe (10 50 mbTH MO-BHCOKH OT MakCHMaJlHATa KOHLEHTpauus, Habmonasana B
ra3Mara). Tosa noka3Ba €KCTEH3MBHO CBBP3BAHE ¢ TE3H ThKaHH, ¢ 00eM Ha pasnpelacsicHHe B
CTAUMOHADHO CBbCTOAHME, Bapupair oT 23 a0 31 lVkg ®azara Ha nDpepasnpeacicHHE OT
HHTpALICTYJIAPHHASA B CKCTPAUECYIApHHA KOMIIAPTHMEHT ¥ B IUTa3MaTa MOXKe Jia A0Bede N0 YABJ/DKEHO
HaJIMYHe Ha HUCKHM KOHLICHTPALHUH Clie] CrnypaHe Ha J1eUeHUeTo.

A3UTPOMHUMH NOKA3Ba HUCKA CTeneH Ha CBBP3BAHE C IUIa3MEHUTE NMPOTEHHH, IJIaBHO ¢ aida 1-kucen
rMUKOMNPOTEHH, M CTENEHTa Ha CBBHP3BaHE HaMajsBa ¢ IOBMIIABAHE HA KOHLIEHTpalUuTe Ha
aHTHOMOTHKaE: 50 %, 23 % 1 7 % cBBp3BaHe C MPOTEHHH MPH KOHUEHTpaLKHu ¢roTBeTHO 0,05; 0,] u |

mg/1.

buotpanchopManus

A3UTpOMHIIMH ce MeTabonu3upa B MHHHMaIHA CTe€neH B uepHUs ApoO0. OCHOBHHAT NbT HA
OnotpaHchopmauns ¢ N-JeMeTwnHpaHe Ha 3axapra Ae3o3aMuH. Ipyrure mbTHmia BkmxouBat O-
neMeTHIHpaHe, XHAPOJH3a Ha KIaAWHO3aTa (ISKOHIOrUpaHe Ha KiIaAuHO3aTa (Ae30Kcu3axap)), M
XHAPOKCHIIUpaHE Ha e303aMHHA (aMHHO3aXxap) U MaKpOJIHAHHA TIPHCTEH.

Hama pokasarencTBa 3a KIMHMMHO 3HAYMMO HHOYLUHMpAaHE WiH HHXHMOMpaHe Ha 4YepHoApoOHuA
uuToxpoM CYP 3A4 uypes obpaszyBaHero Ha uuroxpoMm-merabonureH Komiviekc. ChbHIO Taka He ¢
YCTAHOBABA aBTOHHAYLMpaH MeTaboH3bM Ha a3UTPOMHILIHH I10 TO3H ITBT.

EauMUHHpaHe

JIEKapCTBO, HO Ce €IMMHUHHMPA ¥ noJ hopMaTa Ha MeTaOONIUTH, KOMTO HE NIPHTEXKABAT AaHTHO
neiticteve. EkckpelusaTa B ypHHaTa HNpPeACTABIABA BTOPOCTENEHEH MhT HA €IHMHH




no-mMaiako ot 6 % ot nepopanHa n03a H okoso 20 % or 1eKkapcTBOTO, KOETN AOCTHra A0 CUCTEMHOTO
KpbBOOOpaltcHHe, ce eKCKpeTHpaT B ypHHaTa. [loBeue oT 50% exckpeuusTa BuB Peueca ¥ 12 % or
eKCKpEeLHATa B ypHHATa ca o ¢popmaTa Ha HEMPOMEHEeHO ChEIHHEHHE.

Cnen NpUIOKEHHETO HA €IMHUYHA /1033 a3uTpoMuLMH 500 mg e H3uucaeH mnasmeHn KWiHpBHC 630
ml/min ¢ TEPMHHANEH MOMYKHBOT NpHOH3KuTeiHO 68 uaca. brOpeuHUAT KNHPBHC OOMKHOBEHO € B
nvanaszona 100-189 ml/min, 3HAYUTENHO NMO-HUCHK OT [L1a3MEeHUS KIHPBHC, KAKTO CE€ OYaKBa ropaau
OTHOCHTEJTHO ¢1aboTo yqacTve Ha OLOpeUHHUs BT HA ENIHMHHHPAHE.

JInHeHOCT/HeNUHEeHHOCT

Crnen nepopaiHo NMPHIMKEHUE Ha tekapcTBeHa dopMa ¢ He3abarHO ocBOOOKAaBaHE
NPONOPLMOKBATHOCT Ha A03aTa Mo oTHoueHHe Ha AUC .34 H Cyax € I0Ka3aHa B AHana3zoHa or 250 mg
10 1 000 mg.

CrieljHanHy nonyaalyu
bvbpeuno yspexcoane

dapMakoOKHHETHKATA Ha A3UTPOMHLIMH € OLleHeHa npH 43 Bp3pacTHH (Ha BB3pacT 21 no 835 roamHH)
clies MEpOPATHOTO NMPUIOKEHHE HA AHHUYHA J03a asHuTpoMHLMH 1,0 g (4 x 250 mg kancynu) npu
yyactHHIM ¢ GFR > 80 mi/min (n = 12), yuactHuim ¢ GFR mexny 10 u 80 ml/min (n =12) u
yuacTHALM ¢ GFR < 10 ml/min (n = 19).

QapMakoKHHETUKATa Ha a3HTPOMHLKH NpH yyacTHUAUM ¢ GFR mexxny 10 u 80 ml/min ne ce noenuasa
(cpeanure Chax H AUC o120 ce yBennuasat cboTBeTHO € 5,1 % u 4,2%, B cpaBHeHHe ¢ yyacTHHLM ¢ GFR
> 80 ml/min). CpeaHHTe Cunax H AUC o120 c€ yBenHuaBaT cbOTBETHO ¢ 61 % 1 35 % nipu y4acTHULWM €
GFR < 10 ml B cpaBHeHne ¢ yuactHuiy ¢ GFR > 80 mi/min.

JIMncBaT gaHHH 34 NalKeHTH, NOMIOKEeHH Ha JUaAIH3a, HO nopafgd MeXaHU3Ma Ha eJIMMHHHpaHe Ha
A3UTPOMHLIHH € MaJIKO BEPOATHO OTCTPAHABAHETO Ha AKTHBHOTO BEILCCTRO NPH AMANU3aTa Ja €

3HAYHTECIIHO.

Hepnoopobro yepesicoare

DapMaKOKHHETHKATa Ha A3UTPOMHLIMH € MMpOoY4€eHa NpH 22 BB3PACTHHU CNe/l NEPOPANHOTO NPUITOKEHHE
HAa €OHMHWYHA A032 asuTpoMHMLMH 500 mg (2 x 250 mg kKancyiy) NpH YYaCTHHLM ¢ HOPMaJIHA
yepHoZpobHa dyukuua (n = 6), knac A no Child-Pugh (n = 10) u xnac B no Child-Pugh (n = 6).
DapMaKOKHHETUUHHUTE NIapaMEeTPH Ha a3UTPOMHLIMH IIPpH yuacTHHIM ¢ knac A u B no Child- Pugh ca
¢HOTBETHO 3 % ¥ 19 % no-Hucku no orHoleHHe Ha AUC.inr¥1 34 % ¥ 72 % no-BUCOKH MO OTHOIEHHE

HA Cmax, B CPaBHEHHE C YYACTHHMLM ¢ HOPpMAa/IHa YepHOAPpOOHA QYHKLIHS.

Cmapuecka ev3pacm

[Tpu noSposoaiM B cTapuecka Bb3pacT (> 65 ronMHK), Ha KOMTO € JaacH azuTpoMHLHH 500 mg (2 x 250
mg Kancyjd) B AeH 1, nocneasano or 250 mg B aAHu ot 2 10 5, Ha rnagHo, AUCe4B JHY 1 H 5 ¢
crorBeTHO 3,0 u 2,7 ng*h/ml. B nen 5 ca vabmonasann 29 % no-sucoka crofHocT Ha AUCo0-24, 8 %
no-BUcoka ¢roifHocT Ha Cmax M 37,5 % no-BHCoka cTOMHOCT Ha Tmax B CpaBHEHHE C MO-MJIaaH
po6posonlM (< 40 roavHu). ThH KaTO TE3HM PA3NIMKHU HE C€ CUMTAT 33 KIMHWYHO 3HAYMMH, HE Ce Hajlara
KOPDMTHpaHe Ha A03aTa NpH NalUWeHTH B CTapyecKa BH3PAcT ¢ HopManHa Os0pedHa u yepHOApoOHa

byHKiIHS.

[lenpaTpydna nomynauus

dapMakOKHHETHKATAa Ha a3UTPOMHMIIHH NepopalHa CyClleH3HA € OoXxapakKTepHsupada npd 14 nena Ha
BB3pacT 6 1o 15 roguHu ¢ GapyuHruT U NNpu 7 aeua Ha Bu3pacT | 10 5 roAWHU ¢ BBh3IaleHHue Ha CpeTHOTO
yxo. ITpu Te34 ABe Npoy4YBaHHUA a3HTPOMHLIMH NIepOpaiiHa CYCIICH3Hs € NpunaraHa npy gos3a 10 mg/kg B
aeH 1, mocneasaHo ot 5 mg/kg B 10K 2 g0 5. Cnen S-aqHeBHO nedeHUue cpeTHHTE CTOHHOCTH Ha AUC .24
ca cpoTBeTHO 3,1 mg*h/ml u 1,8 mg*h/ml. Cpennara crotinoct Ha Cmax ¢ 0,38 ng/ml, a choTBETHATA
cToiiHOCT Ha Tmax e 2,4 9aca npu aeuarta Ha Bu3pacT 6 Ao 15 roaunu ¥ 0,22 ng/ml u 1,9 4aca npu
aenara Ha Bu3pact | A0 5 roguHH. Cpeanure ctoifHocTH HA Cmax 1 AUCo-r ¢ca 1,7 nbTH MO-BUCOKH
NpH JeLara Ha Bb3pacT 6 Do 15 roiMHy B CpaBHEHHE ¢ ACLATA Ha BB3pacT 1 a0 4 roaHHH.

@K npu 3-gueBeH Kype ¢ a3UTPOMHLHH NMEpopaliHa cycnensud npH ao3a 10 mg/kg nHEBHO € olieHeHa
ChIUO U NTpH 16 aena, Ha 6 Mecena no 10 roaunu, ¢ bakrepraniu uHpexkunn. Cpeqnara AUC,24
aella Ha BB3pacT 2 00 4 roguuu € 2,90 mg*h/ml, nokato npu 8-Te nena Ha Bw3pact 3 Ao 10 ¢
ctotiHocTTa € 2,08 mg*h/ml. Hucka crofivocT Ha AUCo.24 0,74 mg*h/ml e perucrpupana ¢
€IHO JieTe BbB Bh3PacTOBaTa rpyna oT 6-Mecena A0 2 FrOAHHH.

(dapMaKOKHHETHKATA Ha €AHHHYHA 033 a3HTPOMHLHH NpH [IeIHATPHYHH NALMEHTH, HA KO
npwioxeHH ao3u 30 mg/kg, He e mpoyveHa.




5.3 IllpeaxIEEA4YHH JaHHH 3a 6e30DaCHOCT

HexnuHuyHMTEe JaHHM Ha 06azaTa HA KOHBEHUMOHANHHTE (apMaKOMOrdYMHM MPOYHBAHMA 3a
fezonacHocT, MPOYUBAHHA 32 TOKCHYHOCT NPH MHOTOKpPATHO MNpHiaraHe M TFeHOTOKCHYHOCT He
[IOKA3BAT HEXKEJIAHH peakiMK, OYEBHAHO CBLP3aHH € X0PaTa, KOUTO BCe OILE He ¢a pasrjielaH! B IpYry
Ttoukd Ha KXI]I.

Habmionaeana ¢ obade dochomunuaosa (HHTpallenyapHO HaTpynBare Ha GocdOIUNMIHN) B HAKOH
ThKaHH Ha MHLUIKH, TUTbXOBE H KYy4YeTa, Ha KOMTO ca MPHIONKEHH MHOTOKpaTHH N03H a3UTPOMHLIMH.
docdonunuaosa € HaOMOJaBaHa B CXOJHA CTEMNeH B ThKaHH Ha HOBOPOINEHH TUTBXOBE H KYy4Ye€Ta.
TToka3aHo e, ue eeKTHT € 0OpaTHM cJie] CHpaHe Ha JIEYCHHETO ¢ a3UTPOMULIMH. 3HAYHUMOCTTA Ha Ta3H
HaXOJ[Ka 3a XOpaTa KaTo LAI0 € HEU3BECTHA,

[Ipu npoyYBaHKATA NPH KUBOTHU 33 eMOPHOTOKCHYHH €(EKTH, H3BBPILCHH H0 YMEPEHO TOKCHUYHH 3a
maiikata 703H (2 A0 3 IBLTH TO-BHCOKH OT MAaKCHMajiHATa MpEenophuMTE/IHA [HEBHa 103a IpH
pe3pacTHd (500 mg Ha 6a3aTa Ha NIOIITa HAa TENIECHATA NOBBPXHOCT)) HE Ce HaObMOJaBa TEPATOrCHEH
edeKkT mpu MHIIKKM H TUTBXOBe. J[oKa3aHO €, Ye asUTPOMHUMKH NpEMHHABA fIpe3 miaueHTarta. Ilpu
mIexoBe Ao3d asurpomuimH 100 u 200 mg/kg TenecHo Tersio/aeH (2 Ao 3 mBbTH [O-BHCOKHM OT
MaKCHMAJIHATA NpenopryuuTe/Ha no3a 500 mg Ha OazaTa Ha IUIOLITA HA TEJIECHATA MOBBPXHOCT) BOOAT
no nexko sabapsHe Ha deranHata ocupHKalLMs M HAAJABAHETO Ha Terno Ha Maiikara. [Ipu nepu- u
NOCTHATAIIKUTE MPOYYBAHMA NpPH IUIBXOBe ce HabmopaBa neko 3abaBsHe clel Jie4eHHe C J03H
asurpomuumn 200 mg/kg/aen (3 METH MO-BHCOKHM OT MAKCHMATHATA NMPENOPbIMTENIHA AHEBHA 032 IPH
BB3PACTHH Ha §a3aTa Ha [UIOLITA Ha TEjlecCHATa MOBbPXHOCT).

6. DPAPMAIEBTHYHH JAHHHA

6.1 CoHchK HA NOMOIHHTE BeINeCcTBA:

Anpo ®uaM0OBO HOKPHTHE
Kanumer xuaporen pocdar Xunpomenosa

XHIIPOMENN3a Ouseruren HHAUroTHH (E 132)
[JapeBuuHO HHMILIECTE Turaunoe auokcun (E 171)
[IpexenaTHHU3IHPAHO HHILECTE [MToaucopbar 80
MHKpOKpHUCTAIHA LITY103a Tank

Hatpues naypun cyngat

MarHe3ues cTeapart

6.2 HecbBMECTEMOCTH

HerpHioxkuMo

6.3 Cpok HA rogaHOCT

3 roaKHH

6.4 ChoenuajHH YCJIOBHE HA CLXpaHeHHeE

To3u nexapcTBed NPOAYKT HE H3UCKBA CTISLIMAITHH YCIIOBHA HA ChXPaHEHHE.

6.5 BHa H chaLpKAHHE HA ONAKOBKATA

3 dunmupanu Tabnerku B 6iucrep (PVC/Al donvo). Exqun 6nuctep B kapTOHEHa KYTHA.

6.6 CroenrajHRA npeANa3sEH MEPKH IPH H3XBLpJasHe H paboTa

Hsama cnieHaIHH U3UCKBAHHA 338 U3XBBHPIIAHE.




7. TIPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5,2031 GA Haarlem

HunepraHans

8. INMPUTEXATEJ HA PASPEINIEHHUETO 3A ITAPAJIEJIEH BHOC
“Becra Men” EOO/L, yn. "Kshuo Ckopues” Ne8, 5350 TpsBHa, brirapus

9. HOMEP(A) HA PAZPEINIEHHETO 3A YIIOTPEBA
20010175

10. ATA HA ITBPBO PA3PEINIABAHE/TIOJHOBSIBAHE HA PASPEINIEHUETO 3A
YIHIOTPEBA

JlaTa Ha mbpBO paspemasatne: 21 IOuu 1994 r.
IaTa Ha mocnenHo noaHopABane: 23 Mespyapu 2011 r.

11. JATA HA AKTYAJIHIUPAHE HA TEKCTA




