KPATKA XAPAKTEPHCTHMEA HA IIPOXVETA—
U3MbLTHWTENHA ATEHUMA NO JEKAPCTBATA

Rpamya XaparmepueIuKa Ha RPOGYIMA - flpuAoxeHus 1
1. HME HA JEKAPCTBREHHUSA IIPO,
AVEY ) ko pon o SREHRZ LA

Asrrpoke 500 mg dbunmupans Tabnerxku - S € ?JH&
Azitrox 500 mg film-coated tablets Paspetietue Ne ! ‘gé/ /9/7 /7/1 01
2. KAYECTBEH H KOJMYECTBEH CLCT wl-me | Y — eossnismeeenens . evontrersenspireres

Besxa GuiMApana TaGiaeTka ChIbpka asUTPOMMLME JMXWApAT (azithromycin dihydrate) 524 mg
¢poTBETCTRAl Ha 500 mg asHTpoMHLEH (azithromycin).

3a ITHITHHASA CIHCHK HA IOMOIIHHTE BEMEeCTBa BIDKTE TouK4 6.1,

3. JJEKAPCTBEHA ®OPMA

Dunmupana TabneTka.

Omicanne Ha NpoJyKTa:

Asurpoke 500: Genm 1o noyry Genu kpbria GHIMHPAHY TabneTky ¢ OBATHA (opMa.
4. KJMHHAYHH JAHHHA

4.1 TepanepTHYHH NOKAIAHHA

A3UTpOKC € NOKa3aH 3a jiedeHHe Ha WH(EKIMH, NPUMWHEHW OT ©IHH WK NOBEHE OT &/HH
YYBCTBHTEHH HA a3¥TPOMUIHE MHKPOOPTaH 3MH (BXK. TOUKa 3.1):

. Hudexipm Ha ropHETE JAMXATEAHH THTHING: (PapHRTHT/TOHIHJIHT, CHHY3HT, Bh3ATICHHE Ha
CPETHOTO YXO

. Hudexnuu Ha OONHWTe AHXATENHH IThTHINA: GPOHXHT H IHEBMOHUH, npHAODKTH B

o0IEecTBOTO

. Hudexiin Ha KOXaTa M MEKHTE ThKaHHU: CpeHO d3pascHa Gopma Ha acne vulgaris, epurcMa
MHTPpaHc (rbpBH cTaguii Ha JlafiMcka 6GotecT), epH3nnen, HMIETUIO H BTOPHYHA TIHOCPMHA.

. [lonoBo mpejgaBaHn 3afonseanms: HEYCIOKHEHH TeHHTATHH HH(ECKUHH NPHYMHCHH OT
Chlamydia trachomatis.

TpaGBa 713 ce B3eMAT mpeABHA oQHUMANHMTe PHKOBOACTBA 33 MpaBHIHATA YNoTpeba Ha
AHTHOAKTEPHATHHTE EKAPCTBA

42 Jlo3EpoBKka H HAYHH Ha OPUICKEHHE

O3BpOBKA
Bu3pacminu, 6KAIONUMENRO NAYUCHMY 8 RANPEORANA Eb3PAC U Jeyd C MENECHE ME2N0 HAD 435kg
3a neveHue Ha uE(EKIME HA FTOPHETE ¥ JONHATE JHXATE/IHH [THTHINA, HA KO)KATA H MEKHTE ThKaHH
{c M3KIOYEHHE Ha epHTEMa MHATpanc) obmata n03a a3HTPoMHIEE ¢ 1500 mg, koATO ce MpHeMa B

npoabDKeHHe Ha 3 M (10 eaHa GuMEpaHa Tabnetka ot 500 mg BEAHEK Ha JEH).

3a cpemHo w3paseHa dopma Ha acne vulgaris, ofmaTa 1032 € 6 g U ce PENOpHYBA B CIEAHASL

BEAHBXK Ha JeH Mpe3 7-IHEeBHH HHTCPBAJIH.



3a epureMa MHrpaHc ofImara o3a a3sHTPOMHUMH € 3 g, KOATO C¢ IpMeMa, KakTo € NOCO4YeHO!
1000 mg (2 ¢punmMmpanH TabneTky ot 500 mg HaBeAHEK) Mpe3 IIEPBHA JIEH Moc/eABaHH oT 500 mg
(emra punMupana TaGreTka ot S00 mg) oT BTOpMA A0 NETHY ASH KATO eHOKPATeH JHEBEH TIPHEM.

3a NedeHHe Ha HEYCHOKHENM FeHHTANAE MHdekma npuanHeny ot Chlamydia trachomatis nosara
e 1000 mg (ase pummupann Tabnetk or 300 mg) npHeTH HABEAHBXK, EAHOKPATHO.

Jleua ¢ TenecHo Teruio nox 45 kg
A3UTpOKC TabeTky MoXe Aa 6hAe IPWIAraH caMo Ha JeLia ¢ TErNo No-rofisMo ot 45 kg, pu KoHTo
7a ce H3MoN3Ba oOHYaiina 1032 3a BE3pacTHH. 32 Aena ¢ Teryo noAd 45 kg Morat Aa ce H3NON3BaT

APYTH neKapcTBeHd GoPMH a3HTPOMMIMH, HATIP. CYCIICH3HM.

[To-eB3pacTHH XOpa:

[pH 1o-BB3pacTsy XOpa ¢e M3GON3EA CHIUATA JOSHPOBKA, KAKTO HPH BHIPACTHH naumerTd. Thi
KZTO TO-BB3PaCTHHTE XOpa, MOrar fa ObIaT NALMEHTH CHC CHIBTCTBAINM NPOAPHTMHH, ce
npenopsIBa OBHIICHC BRIMAaRHMe, NOPaaH PHCK OT chpAedra apuTmus | torsades de pointes (Biok
Touka 4.4).

Bvbpeuna nedocmanmsynocm

[Ipu nammenTH ¢ Nexo yBpenena Gu6pedna gpyukmdsa (KpeaTnuiuos KIHppHC >40 ml/min) He e
Heo0X0IHMa KOPEKIMA Ha NO3HpoBKaTa, [IpH NanmeHTH Che CTOMHOCTH Ha KPeaTHHWHOBHA KITHPBHC
< 40 ml/min e NpenoppYHTENHO O3 Ce NOAX0XK/a ¢ MOBHIICHO BHUMAHHE.

Yeproopobna nedocmamsunocm

ABHTPOMMIIMH ce MeTa00mH3Hpa B HYepHHs ApoO H Ce eKCKPeTHpa 4pes AIbIKATA, ¥ HE TpAGRa fa
ce MpHiara K TIALUMEHTH, CTPAJIAIH OT TexKa depHoApobHa HenocTarsIHoCT. He ca nporesianu
NPOY4BAHHA, CRBP3AHH ¢ NPIIArAHE HA A3WTPOMHLIHH [IPH TE3H MALHEHTH.

B cayuait na nponycnama ooza

[TponycHaTaTa Ao2a, TpabBa na Obe B3eTa KONKOTO € BE3MOJKHO TIO-CKOPO M CeABAIHTE JO3H
Tpa0Ba Ja OBAAT DpHeMaHH B 24-9aCOB HHTEPBAIL

Havun na npuroocenue:

AsmTpokce punmupann Tabnerksn Tpabea Na ce NOrMLIAT nenH. Te MOraT fa ce NPHEMAT C HIIH Oes
xpana.

4.3 HporHRomoxazanas

A3HTPOKC € IMPOTHBOMOKA3aH NMPH NALHEHTH, KOUTO €4 CBPBXYYBCTBHTENHH KbM A3HTPOMHLMH,
€PHUTPOMMIIHH, MAKPONIMAHH H KSTOTHAHH aHTHOHOTHIH WIH KbM HAKOE OT IOMOIHHTE BEHIECTRA,

HOCOYEHH B TO4YKa 6.1.

Tlopaa® TeOpeTHYHATA BE3MOXKHOCT OT NOABA Ha ePrOTH3LM, A3WTPOMHIIME He GHBa 1a ce mpHrara
3a€JIHO C JIEKAPCTBEHM NPOMYKTH, ChABLPAIIH eproTaMHHOBH NPOM3BOIHH (BXK. TOUKa 4.4).

44 Coenuansy npelynpexacHus H upeANa3sHH MEPKH NpR ynorpeda

Anepeuuny peaxyyu: KakTo TpH epETPOMHIIMH H APYTH MAKPOIH/IH, B PEIKH CIIyHaH ce cho0masa
33 CEPHOZHM ANEPrUYHH pealcu}m BKJIFOYMTENHO aHTHOeNeM M aHadmiakcust (pAnKo q)a'ra:mn)

neprHoa 33 HabmoaeHHe H NcUeHne.




AKO BBIHMKHE ANeprWdHA Peakijs, JIEKApCTBOTO TpaAGBa Aa Obpie COpsHO H A3 ce 3anodvHe
noaxondnia repanua. Jlekapure Tpabea Aa 3HAAT, 4e € BH3MOKHA MOBTOPHA MOABA HA ANCPIHIHHTE
CHMITTOMH TIPH CIIMPAHe HA CHMITTOMATHYHATA TEPar.

VepeacOane na uepnodpobrama dyuxyus: Teil XaTo 4epHOAPOOHHAT BT ¢ OCHOBHMAT IET 32
eMMMHEpAHE HA A3UTPOMHITHH, ICUEHHETO Ha TIALMEHTH ChC CEPHO3HO YepHOApPOOHO 3abonssane
Tpa6Ba 1a ce rpoBexaa ¢ 0cobeno puuManHe. I1py NPUIOKEHHETO HA a3UTPOMHLIEH Ca IOKIA/IBAHA
CIlyuay Ha 3AMUNTAIIRANT XETIATHT, NOTEHIMAIHO BOJEI] A0 XMBOTO-3aCTpaliaBailia 4epHOAPOOHA
HeAOCTATBYHOCT (BK. Touka 4.8), HAKOH NAllHEeHTH MOXKe Ja 2 HMAITH OpeAX0KIAIo YepHOAPOGHO
3a00IsiBaHe WIH MOXS /i €& IMPHEMANH APYT XeNaTOTOKCHYEH JIeKapeTseH MpONyKT.

B ciydaii, ye BH3HHKHAT TpPHIHALIA M CHMITOMH Ha uepHoApoOHa mucyHKmuA, kato Gspso
pa3BHRANIA CE ACTEHHSA, aCOIMHpaHA ¢ XWITEHHLA, IIOTHMHABAHE HAa YPHHATA, CKIOHHOCT KbM
KbpBEeHe WIH uepHonpoGHa enuedancnaTns, He3abaBHo TpabBa ha ce HA3HA49aT TECTOBe 32
H3cJIe/BAHE Ha YepHoapobHara Gynkima. [Tpuiarasero Ha a3HTPOMHILMH TPAOBa Nla ce CTpe, ako ce
TIOABH YepHOMPoOHa AUCHYHKIHA.

Epeomamun. IIpH DaiMeHTH NpHeMaIllH €ProTaMHHOBM HOpPOIYKTH, CPTOTHIMET C& YCKOPARA [pH
SIAHOBPEMEHHOTO MM TIPHIATAHE ¢ HAKOH MAKPOIHIHA aHTHOHOTHIA. HaMa NaHHH 38 BE3MOXKHO
BIaHMOZIEHCTBHE MeKIY eproraMyH M asuTpOMMIMH. BBOpekH ToBa, mMOpaaH TEOPCTHYHATA
BBIMOMNHOCT OT TIOABA HA €PTOTHIBM HE ce MPeTopbYBa AHOBPEMEHHOTO IPHIAraHe Ha
A3HTPOMHIEH H €PrOTAMHH.

Cynepungbexyuu: Kaxkto W mpu Opyrn aHTHOMOTHYHHM [PONYKTH, ¢e Mpenophisa CieAcHe 3a
NPH3HALH Ha CYNEpUHEKIHH, IPAYHHEHH OT HEYYBCTBHTEHN MHKPOOPTaHH3MH (Hamp. rE0HuHH
WHpeKLpH).

Cnysan wa pmapus, npuuvdena ot Clostridium difficile (CDAD) ca foxnanpaHH npH
NPAJIOKEHHETO HA MOYTH BCHYKM aHTHOAKTCPHANHH JEeKapcTBa, BKIMOYHTENHO a3HTPOMHLIMH, M
fHeifHaTa OCTpOTA MOXE Aa BapHpa OT Jieka auapud ao ¢aranen xonmt. IlpmnoxenueTo Ha
amnﬁamepnamm JIEKapCTBa NpOMEHA HOpMATHATA cbnopa Ha neﬁenmo YepBo, KOETCe BOAM 10
cepbXpactex Ha C. difficile.

C.difficile npowsBexa ToxcHHH A ¥ B, Kouto gonprHacsat 3a noseata Ha CDAD. Bepurure Ha
C.difficile npoAyUApaIny XHNEpPTOKCHH, YBeIH4aBaT 3a60/eBaeMOCTTa H CMBPTHOCTTA, Thil KaTo
Te3d HHpEKIHA MOrar Aa ca pedpakrepHd Ha aHTHMMKpOOHATa Tepanms M MOTAT 1a N0BeAar 10
kosextommpd. CDAD Tps6Ba 1a ce HMa IpeBH [PH BCHUKH NAIMEHTH, IPpH KOUTO ynorpedara Ha
aHTHOROTHUM € ChIIpoBoAeHA ¢ quapui. Heo0XoawMo € BHHMATETHO MeAHIMHCKO NPOCACIABAHE,
Teit kato CDAD Moxe [a ce MoABABAa MOBEYE OT NBa Meceua Cie/l TNPHIOKEHHETO Ha
anTHOaKTepHATHHTE AreHTH.

Vepexcoane na Gobpeunama gyrxyus: TIpd MaUMeHTH ¢ TEXKO yBpexnpawe Ha GnOpeunara
¢yHKIAS (cKOpocT Ha rnomepyiHa (iTpanus < 10 ml/min) ce HaGmoaaea 33% ysenuueHue Ha
CHCTEMHATA eKCIIO3HIHA KBbM a3HTPOMHLIHH (BX. TOUKa 5.2)

Yovancenu copoeuna penonapuzayus u QT-unmepsan:
VARDKeHH ChpedHa penonApesauda B QT-uATepBan, choOmapally 3a pUCK OT HACTBNBaHE Ha
chpaenHa apHTMHA M torsades de pointes, ca HabmoniapaHH IO BpeMe HA JIEYEHHCTO C ApYTH
MakpoiuH. TIps MaiHesTH ¢ MOBHIIEH PHCK OT YABWDKEHA CHPAETHA PENOJIAPH3ALMA [10406eH
eeKT Ha, A3UTPOMKIIHH HE MOJKE HAITBIHO Ra Gbae M3KmoYeH (BXK. Touxa 4.8), cneaoBaTento e
HeOOX0AMMO BHHMAHHE NPH NAIMSHTH:
* ¢ BpOJeH Win AokyMeHTHpaH yAwLked QT unrepran.
*  Ha JIEYSHHKE C JPYTH AKTHBHH BEHIECTBA, 3a KOHTO CE 3HaE, 4e yAE
KATO aHTHAPHTMHOM OT Kki1ac [A (XMHHIWH H NpPOKaHHAMMA) H
AMHOAPOH M COTAIION), LM3ANpHA K TepheHanuH




* ¢ EIeKTPONIMTHO HapylmeHHe, 0c06eHO B CIIyYan Ha XHIIOKATUEMHS M XHIIOMATHE3HEMHA
* ¢ KIMHMYHO 3HauydMa Opaaukapaus, ChbpAeTHA AapHTMHMA WM TEXKa CbpAevHa
HETOCTATHUHOCT.

Myasthenia gravis: Jloxmasasy ca CIy4an Ha exiauepbanys Ha CHMITOMHTE Ha MHACTCHHA IDaBHC
¥ HOBO HAYaliO Ha CMHIPOM HAa MHACTEHHs [ipH NIALMEHTH HA fle9eHHE ¢ a3HTPOMMITHH (BXK. TOYKA
4.8).

Cmpenmoxoxosu ungheryuu; OOGEKHOBEHO NEHALMIMHE € THPBHAT W300p 3a NeucHHe HA HapHHIHTH
H TOH3WINTH, TIPHYUHEHH OT Streplococcus pyogeries, KaKTo H 338 NpOQHIAKTHKA HA OCTpa
peBMaTHYHa TpeckKa. B noBeweTo cAyYay a3HTPOMHUHH € e(PEKTHBCH Cpemly CTPSIOTOKOKH,
npuauHgeamy MHGEKLMH Ba MesodapuHKC, HO HAMAa JaHHH 33 HETOBaTa E€(QHKACHOCT NpH
NpeAOTBPATABAHE Ha OCTpa PEBMATHIHa TPecKa.

4.5 B3ammoaelcTBHY ¢ APYTH JeKapCTBedl KPOAYKTH H APYTH HOPMA Ha B3aHMOACHCTBHE

IIprnaraneTo Ha a3HTPOMMLIHH HA TAUHEHTH, NPUHEMAnIyd APYTH JIEKAPCTRA, KOMTO MOTAT a Y ABIDKAT
QT-unrepsana, Tpabea Ja cTapa MHOTO BHAMATEITHO (BXK. ToukKa 4.4)

Autnannam: [lo BpeMe Ha (ApMAKOKHHETHYHO NPOY4YBaHE HAa e(EKTHTE HA EAHOBPEMECHHOTO
NPHJIAraHe Ha a3HTPOMMIIMH ¢ AHTHALMIHH TeKapCTBeHH NPORYKTH HE ¢a HaOMIOZABAHH NIPOMEHH B
ofmara GHOHATHYHOCT, BBIPEKH 4e M3MEPEeHHTE IUIa3MEHH KOHLICHTPALMH C€ TIOHIDKABAT ¢ OKOJIO
25%. Ilpn nanuerRTH, IpHEMalli H 33UTPOMHIMH H aHTHALIAAH, OBETS JICKAPCTRBA HE Tpabea na ce
IpHEMaT eIHOBPEMEHHO. AHTPOMHIMH Tpa6Ba fa ce mpueMa Haf-Maiko 1 4ac mpelw W 2 vaca
Ciiell IpHEMA HA AHTHAIICH HPOAYKT.

Hernpasun: [Ipy 3apasy DoOpORONIN €AHOBPEMEHHOTO HPHNAraHe 3a 5 OHH H3 a3UTPOMHUHH H
20 mg uerupusun npu steady-state He nokaszsa GapMaKOXHHETHEHO B3ANMOJCHCTBHE B 3HAHTEIHH
npoMes B QT-uHTEpBana.

JAapasosns ((EpeoxCHHACIME)Y: EAHOBPEMEHHOTO NpHIarane Ha AHOAHO3MH M AHEBHH J03H OT
1200 mg asuTPOMULIMH NPH 6 NMALKMEHTH He € OKA3WI0 BIMAHWE BBPXY (apMaKOKWHETHKATa Ha
JWRAHO3HH B CpaBHEHHE ¢ Mnauebo.

Jd@roxcan # Koaxannn (cyGerparn Ha P-rankonporenn):

B pesyrraT Ha eJHOBPEMEHHO NPWIOKEHHE Ha MAKPOJIHMAHW AHTHOMOTHIM, BKITIOUMTEIIHO
ASHTPOMHUIMH, ChC CyOcTpaTH Ha P-IMMKONpOTEMH KATO JUIOKCHH M KOJNXHITHH, & ¢bo0miaBa 3a
MOBHLUIaBaHEe Ha CEpyMHUTe HHBa Ha cyGeTpara Ha P-rimkonporensa. [lopany ToBa, ako a3iTPOMMIHH
¥ cyGeTpaTHTe Ha P-TIHKONPOTEHH KATO SHTOKCHH ce TPHIATAT e/IHOBPEMEHHO, TpAOBa 1a ce uMa
ApeaBHR BB3MOKHOCTTA 33 NOBMIICHM CEPYMHE KOHNEHTpauun Ha aurokcud. Heofxomumo e
KTMEMYHO NPOCAESASBAHE M €REHTYAIHO HICISBAHE HA CCPYMHHMTE HHBA HA JNHUTOKCHH IO BpEME H
ClIe/l MPeKpaTABaHE HA IEYSHHETO ¢ ASHTPOMMIMH.

3uposynun: EHokpatai 1034 or 1000 mg, KakTo M MpHAOKEHH MHOTOKPATHH A03H oT 1200 mg wik
600 mg a3uTpOMHLIMH, HE OK23Ba BIHAHHE BHPXY HapMaKOKHHETHYHHTE MOKA3ATENH B ILNATMATA WiIH
CKCKpelMATa HA 3MIOBYAMH 9pe3 YPHHATA, KAKTO W HA HETOBHS TMIOKYPOHHAMDAH MeTaboiwWT.
[MpHeMaHeTO HA A3WTPOMHLMH [OBMIIABA KOHUSHTPALMHTE HA KIMHHYHO AKTHBHHA MeTabosHT,
hocopHNHpaH 3MOBYIHH, B MOHOHYKICAPHHMTE KIETKH Ha NepHdepHOTO KphBooOpBHICHHE.
KJIMHHIHOTO 3HasieHHe Ha Te3W JAHHH HE € HA'RIHO H3MCHEeHO, HO T¢ MOraT ja ca OT mojsa 3a
N2LHEHTHTC.




NP EPUTPOMHIIME H pyruTe Makpomumd. IIpu asurpomMullEH He ce HabmonaBa WRAIAYKLHA WIK
HHAKTHBAITAA Ha IMTOXpoM P450 NOcpeIcTBOM KOMILIEKCA IHTOXPOM-METa00THT.

Eprovamun: [opagu TeopeTHyHara BBIMOKHOCT OT NOABA Ha €PrOTHIEM HE C€ IpenophiBa
eAHOBPEMEHHOTO My MPHIIArade ¢ a3HTPOMHIH (BX. Touka 4.4).

IIposexpani ca papMaKOKBMHETHIRW H3CIACABAHNA BLPXY A3HTPOMHIIHH H CIe[IHHTE JIEKapCTBA, KOUTO
ce 3Hae, Ue MPeTHPNABAT 3HaYMTENeH UToxXpoM P450 Merirpan MeTaboNHzbM.

ATtopeacraTan: EJHOBPEMEHHOTO npHeMaHe Ha aTopBacTaThH (10 mg AHEBHO) B A3HTPOMEIIH (500
mg [OHEPHO) HE NMpOMEHs TUIa3MEHaTa KOHLIEHTpPALWA Ha aTopBacTaT#H (onpefcneHa Ha fazaTa Ha
uexuGupanero va HMG CoA-penyxrasara).

Kap6amasenun: [To speme Ha npoyuBane Ha (GapMakOKWHETHIHHTE B3AHMOJCHCTRBHA, IPOBE/IEHO TIpH
31paRA JOGPOBOIH, € YCTAHOBEHO, Ue He TIORMABA 3HAYAMO ILUTa3MeHHTE HABA HA KapbamasenuH wik
Ha aKTHBHHTE My MeTaboImTH.

Humerngan: [o BpemMe Ha ¢apMakOKHHETHUHO TIpOydYBaHe Ha e(EeKTHTe HAa €JHOKpaTHa [J03a
[HMETHIHH, TPHeTa 2 9aca IIPEH asHTPOMMIIAH, He ¢ HabmoAaBaHA NPOMAHA BHB HAPMAKOKHHETHKATA
HA A3WTPOMHLMH.

KyMapHBOBE anTHK0aryianTs: [1o BpeMe Ha npoysBare Ha papMaKOKMHETHYHHTE B3aHMOZCHCTBHA,
a3HTPOMMIIH He € TORTHA AHTHKOAryAaHTHW! edekrT Ha enHoKpaTHa Xo3a BapdapuH 15 mg,
TIPWIOXKEHA Ha 3apaBi aodpoBonmy. flo speMe Ha MOCT-MapKETHHIOBAA NEPHOA Ca NOKNIAABAHH CITy4aH
HA TIOTCHLHPAaHe HA AHTHKOATYJIaHTHHA €(eKT KaTo PesylTaT OT €HHOBPEMCEHHOTO NPHIOKEHHE Ha
A3HTPOMMIHH H OPAIHM AHTHKOArYJAaHTH OT KyMapHHOB THIL. BBIpEKH Ye He € YCTaHOBCHA NIPHYMHHO-
CE/ICTBEHA BPbaKa, TpAOBa a ce MHCIIH 33 YeCcTOTaTa HA NPOC/TeNIBaHe Ha NPOTPOMOHHOBOTO BpEMe,
KOTaTO a3MTPOMHLMH C¢ MPEANKUcBa Ha MAlMeHTH, PHeMalli OpaiH{ aHTHKOAryJIaHTH OT KyMapHHOB
THII.

HMuxnocuopan: ITo Bpeme Ha $HapMaKOKHMHETHUHO MPOyYBaHe NPH 3APaBH A0OPOBONLM, HA KOUTO B
MpOAB/DKEHHE Ha 3 HM e npriaraHa 500 mg AHeRHA 1034 a3HTPOMMIMH H ¢iie]] TOBA SJHOKpaTHa 1033
10 mg/kg THKAOCTIOPHH 1epOpaNHo, oryeTeHHTe Couax B AUCo.s Ha IMKNOCTIOPHH ca OWiH 3HAYHTEITHO
nosumeny. ClenoBaTENHO, ¢HOBPEMEHHOTO MPATIOXKEHHE HA TE3H JIEKAPCTBa TpAGBa NpeiBapHTEIHO
BHEMarenHo na ce obMucnn. B coywaii, ve ¢IHOBpeMEHHOTO KM INPWIATAHE € OMNpaBJaHO H
HAJIOKHTEIHO, CIIEABA /Ia C& MOHHTOPHPAT CTOMHOCTHTE Ha NMKIOCTIOPHH M IIpH HeOOXONUMOCT fa ce
KOPHTHpA JO3UPOBKATA MY.

Edapapenn: ExHoBpeMeHHOTO TIpwIoxKeHHE Ha 600 mg eAHOKPATHA /1032 a3HTPOMHIMH H 400 gneBHA
11034 e(haBHPEHI B POXBIDKEHHE Ha 7 IHH HE BOAM 10 HAKAKBH KIMHHYHO 3HATHMH (apMakOKHHETHIHH
B3aMMoOZcicTBHA.

®ayxonaszon: EqroepeMeHHOTO Nprtoxkeste Ha 1200 mg eqHOKpaTHa 1034 a30TPOMHIMH HE NIPOMEHA
dapmakoxkunerukaTa Ha 800 mg enHOKpaTHa q03a QuiykoHason. OOmIATA KCHOZHIHEA M BPEMETO Ha
NOMYKHBOT Ha A3MTPOMMIMH OCTABAT HENPOMEHCHH TIPH €IXHOBPEMEHHOTO MY MPHIIOKCHHE C
¢$ykoHazon, BEOPeKH TOBA ce HabMOAaBa KIHAWYHO HE3HATMMO HAMAIABAHE Ha Cmax (18%) BHa
A3HTPOMHIIMH,

Hapunasap: EgHorpeMeHHOTO upmmoxeHune Ha 1200 mg egHokpaTHa no03a a3HTPOMHLMH HAMA
CTATHCTHYECKH 3HAUAM eheKT BhPXY (apMaKoKHHETHKATA Ha HHIMHABMD, Npiiacar Q) mg TpH
IBTH JHEBHO 33 5 AHH.




Meraanpeanuzoaon: Ilo Bpeme Ha npoyupaHe Ha (PapMAKOKHHETHIHHTE BIaUMOJCHCTBHS,
NPOBEIEHO MK 31paBy JOOPOBONIM, e YCTAHOBEHO, Y& a3HTPOMULIHH He NOBJIHABA 3HATHMO
¢$apMAKOKHHETHKATA Ha METHIINPEAHA3ONOH.

Muaazonam: EEOBpeMEHHOTO NpHioKenye Ha 500 mg asUMTPOMELMH JHEBHO 33 3 AHH He BOAH JI0
KIMHHYHO 3HAYMMH [IPOMEHH BLB hapMakoKuHeTHKaTa H hapMakaZIHHAMMKATA Ha €HOKpaTHa 1032
or 15 mg MusazonaM MpH 34paBH JOGPOBOLH.

Headraanup: EnrorpemenHoTo npunoxente Ha 1200 mg eHOKpAaTHA 032 A3HTPOMHLAH H
HenuHaBup npu steady-state (750 mg Tpu 0BTH THEBHO) BOAM A0 YBEIHYABAHE Ha KOHLIEHTPALHATA
Ha azutpomuiuH. He ce HabmoaaBaT KHHWIHO 3HAYMMH HEXKEAHH PEeaKilui H HE C€ Hallara KOPeKIHA
Ha J03aTa.

Puadabyran: EnHOBpeMeHHOTO npwioxkeHHe Ha pHPabyTHH M aIUTPOMHIMH HE TIOBIMABA
CepyMHHTEe KOMUCHTDALMH HAa HWTO €JHO OT JIeKapCTBAaTa. YCTAHOBEHa € HEYTPOMEHHA NpH
xKOMOHHHPAHOTO MM TipEnOxkeHue. T ce CBBP3BA ¢ NMpHAraseTo Ha pugabyTvH H He € YCTaHOBeHa
TPHYHHHO-CIIEACTBEHA BPE3Ka ¢ ynoTpeGara Ha a3uTpoMHLIFH (BXK. Touka 4.8).

Cuaanenadunu: [Ipn 3npass JoOPORONIM MEXKE, HAMA JAHHH 38 BJIMAHHE HA a3HTPOMHIIMH (500 mg
AHesHO 3a 3 aEKH) BEPXY AUC u Cya, Ha cHneHadI WIH HETOBHA IT1ABEH METAOOIHT.

Tepgenagun: Ilo ppeme Ha (apmakokHHeTHYHMTE MPOYUBAHMA HAMA JAHHH 34 HACTHIWIH
B3aMMOEHCTBIA MEK/y a3HTPOMMIIHH M TepdeHaauH. B HAKOH OT ci1ydanTe He € GUIO BEIMOXKHO 1a
CE M3KJIIOYH HAMBJHO BEPOATHOCTTA OT B3aHMOJCHCTRHA, HO HAMA KOHKPETHH JOKA3ATE/ICTBA 32
TAXHATA [IPOARA,

Teopuana: Hama faHHHM 33 KIMHHYHO 3HAYHMO (PAPMAKOKHHETHHHO B3aHMONCHCTBHE IIPH
€/THOBPEMEHHOTO ITHJIOXKEHHE HA a3HTPOMHIIHH H TEOMHIHH.

Tprazonam: [Ipn 14 3npasu noGpoBOIIM €XHOBPEMEHHOTO MPHIOKEHHE HAa a3UTPOMHIIHH 500 mg
Ha neH [-Bu u 250 mg Ha zes I-pu cne 125 mg Tpuasonam Ha e II-pH HAMAT 3HAYHM edeKT BHPXY
HSKOM OT (hapMaKOKHHETHMHHTE NPOMEHIIHBH 33 TPHA30/1aM B CPABHEHHE C TPHA30/IaM H mauebo.

TpuMeTonpAM/CYIPaMETOKCAZO: €HOBPEeMEHHOTO MPHIONEHHE Ha  TPHMETONpPHM/
cyndameroxcaszon DS (160mg/800mg) 3a 7 nrH ¢ asurpoMunEH 1200 mg Ha ned 7 HaMa 3HATHM edekT
BBEPXY HMKOBHTe KOHLSHTPAalldH, o0IMaTa eKCHOIMIMS WM EKCKpelpsTa ¢ YPHHATa KaKTO Ha
TPUMETOTIPHM, TaKa K Ha cynbamMeTokcason. CepyMHHTE KOHLICHTpallHH Ha a30TPOMHIIAH ca 1ono0Hu
Ha Te3H, HabMoAABAKA NPU OCTAHATMTE MIPOYYBAHHA,

4.6 Pepranmrer, GpeMeHAOCT H KbpMene

Bpemennocm

Ilpoyusanuss BLPXY XHMBOTHM Ca HAfpaBeHH ¢ J03H AOCTHramld CPEJHHTE TOKCHYHH RO30BH
KOHUeHTpaimy. TIp# Te3w NpoyuBaHHs HE ca HAMEPEHH JAHHH 32 YBpekaase Ha deTyca, JBKAWO ce
HA A3MTPOMHIMH. JIMTICBAT HOCTATHIHH H A06pE KOHTPONNPAHK H3CTeNRaHMA Ha OpeMEHHH JKeHk, Thi
KATO H3C/IC/IBAHHATA TIPH KMBOTHH HE BHHATH ¢ ITOKA3aTEHH 32 NOBIHABAHETO IPH XOpa 110 BpeMe
Ha GpeMeHHOCT azHTPOMHLIMH TPA6Ba [a ce NpHIara cCaMo HpH NHTica Ha JpyTa alTepHATHBA.

Kvpmene
Hama namuu 3a TOBa JaflH a3HTPOMHLMH CE€ €KCKDETHpa B KbpMarta. Thi Karo
fIpEMHHABAT B KbpMaTa, A3HTPOMHELHH TpAGBa Aa ce TpHiara OpH KBpPMC 2
JIEKYBAIIMAT JIEKAp € NPeleHHN, Y€ MOTSHIHAIHWTE MON3H NPEBHIIABAT NMOTCH
IUI0A3.




4.7 Edextn Bbpxy cunocobBocrTa 32 modapane ¥ paboTa ¢ MAIMHAR

He ca H3BecTHH NaHHH 38 RIHAHHE HA A3UTPOMULIH BEPXY CTIocOBGHOCTTa 3a modHpase 1 Npy paboTa
¢ MABIHHH,

4.8 HexenasH JexapCTBEHH PeaKNHA

Tabnuuara no-Aonay 0600UIaBa HEOKETAHKTE PEAKIHH OT 83HTPOMHLIHH, YCTAHOBERH NPH KIHHHIHH
MpOYYBAHHSA W Clej MyCKaHe Ha nasapa.

I'pynMpaHeTo MO 9€CTOTA € HANPABEHO Ype3 H3MION3BaHE Ha C/SQHATR KOHBCHIIMA: Mauoro uecTH
(=1/10); Yects (21/100 no <1/10); Hewectu (1/1000 no <1/100); Pemxu (1/10000 xo <1/1000); Mnoro
penkd (<1/100000) u C HenspecTHa 9ecTOTa (OT HAHYHMTE NAHHK HE MOXKE Ja 6bae HanpaBeHa
OLICHKA).

HexenaHd peakiiMd BB3MOXKHO WIH BEPOATHO CBBP3aHH C a3HTPOMHIIHH, HaGmonaBaHH 10 BpEME Ha
KIHHAYHHATE MPOYYBAHHA H MOCT—MAPKETHHTOBHA OIIHT,

CHCTEeMO-OTAHEH KJACOBE YecroTa [HexenauH NekapcTBEHH
peakian
Hudexnnn n uadecTanay Hewectn Kangua03H, OpalHH KaHJHJO3M
BArHHATHH HHPEKITHH
C seH3BecTHa 9ectora  |[[IceBaoMeMOpaHO3eH KOMHT (BXK.
rouka 4.4)
Hapymenns Ba KpbBTa Heuect JleBxoneHNs, HEYTPOIeHHA
AamHATA CHCTEMA C neu3pectHa wectora  [[poMOOLMTONCHHN, XEMONHTHIHA
jaaeMs
Hapymensas Ba sMyraara) Hedectu AHTHOEAEM, CBPBXIYBCTBHTEIHOCT
CHCTeMs
C HemzpecTHa yecToTa |[AHadHiaakTHuna  peakima  (BX.
rouka 4.4)
Hapymieansa aa meraboansma 5| Heaecrn AHOpEKCHS
XpaneHeTo
Hcenxaunyg HApPYINeHHS Heaecrn HepsHocT
Peaxu Bu3byna
C uem3pecTHa yecToTa  |Arpecud, OeanoKOHCTBO
Hapymenanu Ha  BepBEATA YecTH 3aMaaHOCT, rnaeobonme,
CHCTEMA ’HT napecTe3nd, AUCIey3HA
Heuectn XunoecTes3ns, COMHONEHTHOCT,)
MHCOMHHA
C HEeH3BECTHA YECTOTA  [CHHKOIL, KOHBYJICHA, NICHXOMOTOPHA
XUTIEPAKTHBHOCT, AHOCMHS, arey3us,
napocMua, MuacTeHus rpaBuc (Bx|
roaka 4.4)
Hapymenns Ha 09aTe YectH HapymeHo BxKIaHe
Hapymenss Ha Yyxoto n Yectn [T myxora
na0EpHETA
Hedectn Hapymes cayX, THHHTYC
Pegxn epTHro
CopAeviHE BAPYIEHHS Heuectu TlanmmTaumy

C nemzpectna gecrora  [Torsades de pointes (B
apuTMis  (BXK. ;
BEHTPHKYAAPHS FROGIRID THfke

=< I
C1HA0BR RApyIIEHHs C HeH3BecTHA 9€CTOTR | XHMOTEHIMA (/ ';:g /ggi""“_‘;ﬁv%
-l TN

.




CromamBo-4pesHH MHoro yecTr E,napwl, xopemHa Oorika, rajgene,
RApYIIeHnns CTEOPHIBM
YecTh —ﬂ'Ionprbmch, AHCTICTICUA
Heuectn CacTpuT, KOHCTHIIALHS
C Hem3eecTHa decTota  [lamkpearur, ofeslBerseaHe Ha
e3HKa
Xenato-Onanapan Rapymenns | Heaectn P(ena’mr
Penxu 'VBpexfaHe Ha  YepHOAPOOHA
byHKIHS
C HeM3BECTHA MeCToTa  [UepHOAPOOHA HENOCTATHYHOCT (BiK.
rouka 4.4)*, 3anIalusail XeTaTHT,
qepHOAPOOHA HEKpOo3a,
XOJIECTATHYHA KBJITEHHLA
Hapymenus Ha xoxkara u Yectu O6pHB, NpypHTYC
TORROMHATA THEIH Heqectn CurtpoM  Ha CTHBBH-/IHOHCBH,
peakuud Ha (OTOTYBCTBHTENHOCT,
pHA,
Penxu OcTpa reHepanH3Hpasda
eK3aHTEMATO3Ha HyCTY/03a
({AGEP)
C HEM3BECTHA 9E€CTOTA OKCHYHE enuaepMan
HeKpOIH3a, epuTeMa My TTHdOpME
PYWEHAY HA Mycxynnc:l YeeTn ApTpanrus
KeJeTHATA CHCTEMA

CARHRTEIRATA ThKIAH |

lepymemu Ba GuGpennre m
NRKOMHETE MHTHINA

C HeuspecTHa YeCTOoTa

Octpa 616peuna HemOCTATHYHOCT,
HHTEPCTHIHAICH HE(DPHT

O0mu sapymends H eQeKTH H
SCTOTO Ha NpPHACKEHAE

YecTn

'Y mopa

Heuectn

[Bonka B 061acTTa HA TEPANTE, OTOK,
HEPA3MONOKCHHE, ACTEHHN

H3zcaensadas

Yecrr

Hamanen 6poti JEMPOHUTH,

Hamanen  Opoit  eysuHO(WIH,

aMalicHO HMBO Ha OuxapOoHar H
BTA

Hexzectn

VBemueHH HHBA Ha  ACHApTaTY
otpancdepasa, AJIAHHH|
uHoTpaHchepasza, CwinpyOHH B
BTa, yped B KPBETA, KPEATHHWH B
PEBTA, IPOMEHEHO HUBO Ha KaaHi
'bBTA

C HEM3BECTHA YECTOTA

awipken QT-uHTepsan (Bx. Tom:ai
4.4)

* KOSTO PAAKC BOAH AO CMBPT

C&oﬁg@@aﬂenaluunmggaanlﬁnmmuunipggsggg

Cho0masaneTo Ha TOJO3MpaHH HEXEMaHH peaklMH clief paspemaBaHe
feKapCTBEHHS MPOAYKT € BaxkHO. ToRa no3BonsBa Aa NPOIBIDKH HAOMONEHHET) A
ONza/PHCK 34 JeKapCTBEHHA NMPoayKT. OT MEAHIMHCKHTE CIICHHATHCTH C€ §
BCAKA MOAO3HPaHa HEKeNaHa peakius upes: M3MbiHUTeNHA areHLMA 110 Jif
I'pyes” Ne8, 1303 Codus, Ten.: +35 928903417, yebeaiir: www.bda.bg.




4.9 Ilpenozspane

Hexenannte edexrr, HabGmoaaBaHy cleR NpyiaraHe Ha A03H, NpeBHIIABAIIK NPEIOPHIAHHTE, Ca
noAOOHH Ha Te3W, NPOSBEHH IIPH NPHEM Ha TEpaneBTHIHA JO3H.

THIMYHKHTE CHMITOMH Ha TpEJO3HpaHE HA MAKPONHAHHMTE aHTHOHMOTHIW BKMOuBAT OOpaTHMa
3ary6a Ha CIyXa, TeXKO H3paseHo rafieHe, OBphLiaHe W Auapui. B Takupa ciydan © HeoOX0MHMO
I& C€ BKIIOUAT CHMITTOMATHYHO TOBJHABAIM JICKADCTBA, KAKTO M 12 OhIar B3eTH MEDKU 3a
NOATLPXKAHE HA KUHEHHTe PyHKIMH [IPH HEOOXOMHMOCT.

5.  ®APMAKOJIOIHYHH CBOMCTBA
5.1 PapMakoIAHAMHYHHA CBOHCTBA

MdapmMakoTepaneBTHYHA rpyna: AHTHOaKTEpHATHH JeKapCTha 3a CHCTEMHA ynorpeba. Makpommam.
ATC kon: JO1FA10

Mexanuzom na oeiicmeue:

ASHTPOMHIIMH € MAKPOJIAJIEH aHTHOMOTHK OT IpynaTa Ha asanHaure. Monexynara e noxyyieHa 4pes
npubaBsHe HA a30TEH aTOM KEM JIAKTOHHMA NpheTed Ha erythromycin A. XAMHYECKOTO MME Ha
a3UTPOMEILIAH 9-deoxy-9a-aza-9a-methyl-9a-homoeiythromycin A. Monexynnara maca e 749,0.

MexaHH3MBT Ha JeiiCTBHE Ha a3HTPOMHIMH ce Oaldpa HA MOTHUCKAHC CHHTE3aTa Ha MPOTCHHH B
GaxTepuuTe, dpes cBBpsBaHe ¢ pubosommara 50S cyGenuHuna M HHXWGMpaHe Ha NETTHAHATA
TPAHCIIOKALHS.

Mexaruimu 3a 6b3HUKEAHE HA PEIUCTMERMHOCT

Pe3HCTEHTHOCTTA KbM a3HTPOMULIHH MOXE A4 € BpozieHa Wil npuaofuta. OCHOBHHTE MEXAHM3MHA
33 BBLIHHKREAHE HA PE3HCTEHTHOCT MPH GAKTEPMHTE ¢4 TPH: MPOMAHA B MACTOTO Ha JeHCTBHE,
TIpOMAHA B TPAHCTIOPTHHTE MEXAHHSMH Ha aHTHOHOTHKA, MoaMdHITpaHe Ha aHTHOHOTHKA.
TTBIHA KPBCTOCAHA PE3HCTEHTHOCT € YCTAHOBEHA NPH Streptococcus pnetimoniae, §-XeMOATHIHK
CTPENTOKOKH OT Ipyna A, Enterococcus faecalis v Staphylococcus aureus, BKIIOTHTCIHO
METHIMIMH PEIMCTeHTHHTE iamose Ha S. aureus (MRSA) kbM CPHTPOMHIHH, 83WTPOMHIUH,
ApYrd MAKPONTKAAM H IIMHKO3AMMIH.

Tpanuyu
Tpanmus na MUK no EUCAST (EUCAST - Epponeiicka Komurer za Ompezenide Ha
Anrumuxpobuara Uyscteurentoct) (BepeHs 1.4, 2009)

TlaToren Buaoso-cnexudsunn rpasuna (S </R>)!
YyscTBATETHH Pe3BECTeRTHA

Staphylococcus <lmgl > 2 mg/l
Streptococcus A, B, C, G <0,25 mg/l > 0,5 mg/l
Streptococcus pneumoniae <0,25 mg/! > 0,5 mg/l
Haemophilus influenzae <0,12 mg/l > 4 mg/l
Moraxella catarrhalis <0,5mg/l >0,5mg/l
Neisseria gonorrhoeae <0,25 mg/l > 90,5 mg/l

! EpUTpOMHIHH MOXe [a C€ H3MON3Ba 3a ONpelelsHe HA UYBCTBHTEIHOCTTA HA TOCOYCHHMTE

MHKPOOPraHH3MH KbM APYrHTe MaKpoIHa¥ (a3HTPOMMIMH, KISPHTPOMHITHH H POKC
Makponaaute NPWIMKEHM WHIPaBEHO3HO cCa AaKTHBHH Cpelly Legionellg

(epurpomuis MMK:< 1 mg/l 3a maonupanu AuBH BHzioBe). MakponuauTe ca
NeueHHe Ha MH(exwwuy, npuuuHenn ot Campylobacter jejuni (epuTpOME
H30JIMPasH JUBH BHAOBE). ASHTPOMHINH € O H3TON38aH 3a NCYeHNC Ha H)
ot S.typhi (MHK < | mg/l 3a m3onupand ek BugoBe) H Shigella spp.

i
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?BzanmoBpbakata Mexay MMK Ha MakponuaRTe no oTHOmeHHe Ha f. influenzae ¥ KITHHWYHUA
oTroBop e cnaba. ClefoBaTenHo, rpaHHLATEe HA MAKPONHAMTE H TOA0OHMTE apTHOHOTHIIH Ca
duxcHpann npu onpesensHe Ha Aubus TR H. influenzae Kato cpeleH.

Yyscmeumenrocm

YecToTaTa Ha NPHIOSHTATA Pe3HCTEHTHOCT MOXKE /13 Bappa B 3aBHCHMOCT OT reorpadckoro
NIOJIOMEHHAE Y ¢ BPEMETO 3a onpezienesd Buaope. [1o TazH npudHia € NPENOPEIHTEIHO HAAHHe Ha
HHOPMALINS, OTHOCHO PE3HCTEHTHOCTTA B KOHKPETHATA CTPaHa, 0cOOCHO MpH JIEYEHHE Ha TEXKH
nadexipm. HeobxonuMo € excrneprHo MHeHHe, B CiydaH e ocoGeHOCTHTe HA Pe3HCTeHTHOCTTa
MOJYIATaT [OJl BRIPOC e(PeKTHBHOCTTA OT MPHIAraHeTo HA a3HTPOMHIIMH.

Tabmuna: AgTHOaKTEpHANICH CIEKTHP HA a3WTPOMUIIHH

YyBCTBHTEIHE MEKPOOPIraHAIMA

Aepoban I'paM-NoaoxATEIHA MAKPOORTAHEIMH

Staphylococcus aureus
MerHiHnyH - IYBCTBHTEIHH

Streptococcus pneumoniae
TenupnuH - YYBCTBHTEIHH

Streptococcus pyogenes

Aepoban I'paM-0TpEOATEIHY MEKPOODPTAHHIMEA

Haemophilus influenzae
Haemophilus parainfluenzae

Legionella pneumophila

Moraxella catarrhalis

Pasteurella multocida

AdgepobHA MEKDOGPrannIMe

Clostridium perfringens

Fusobacterium spp.

Prevotella spp

£ O?‘Lh yromondas Spp.

| JIpYra MEKPOOPTaHHIMHE

Chlamydia trachomatis

BrgoBe, IpA KOHTO Npodjaem MoxKe Aa ObAe NPETOGHETATA PE3SHCTEHTHOCT

Aepotin I paM-00JI0KETENHE MUKPOOPTraAAIMH

Streptococcus pneumoniae
TTeHHIHUNHH - CPENHO TYBCTBUTEIIHH
IMeaMpIHE - pe3NCTeHTHH

MEKpOOpPragH3ME ¢ BPOACHA PEIRCTEHTHOCT

Aepotru I'paM-no/IoxKATE N HE MEKPOOPTARN3IME

Enterococcus faecalis

Cradumokoxn MRSA, MRSE*

ARaepolHE MEKDOOPranHEIMHA

T'pynara Bacteroides fragilis

* MeTHIMIMH-PE3UCTEHTHHTE CTaQITOKOKH €€ OTIHYARAT ¢ MHOTO IIHPOKO Pa3fipoCTPaHeHa
npURCGHTa PE3HCTEHTHOCT KbM Makpouay. [locTareHH ca B Tasu rpyna, ThH KaTO PAAKO NPOABABAT
YYBCTBHTEJTHOCT KbM A3UTPOMMLIMH.

Cnea oueHkaTa Ha NMPOYIBAHUATA, NMPOBEJCHH NPH Jiella, ynorpebara Ha a3HTPOMHIHH HE Ce
TIPENOPHYEA 32 IEYEHHE Ha MANAPHA, HUTO KATO MOHOTEPAIIHA, HWTO B KOMOMHALMHA € [ICKapCTBa Ha
OCHOBATA HA XJIOPOKBHH MM APTEMH3HHKH, Thi KATO HE € YCTAHOBEHO, Ye € HE eH
OT aHTHMAJIapHIUHWUTE NIeKaPCTBa, TPEnoPLYAHH NPH JICHEHHE HA HEYCIOKHE '




52 DapMaAKOKHRETHYHH CBOiiCTBa

Abcopbyun
BHOHAMHYHOCTTa Ha A3HTPOMHIMH Clief IEPOPAiHO NpWIoKeHne ¢ npubmamremdo 37%, a
MAKCHMAJIHA [UIa3MeHa KOHIeHTpalws ce NocThra 2-3 gaca caef pheMaHe Ha TeKapCTBOTO.

Pasmmpedencnue

Cnez nepopaHo NPUIOKEHHe A3MTPOMHIIEH Ce Pasfpe/es MIHPOKO B OPraHusMa.
DapMaKOKHHETUIHUTe NPOYIBAHKA NOKA3BaT, Y€ KOHIEHTPAUMATa HA a3MTPOMHIIEH, H3MEpEHa B
THKAHHATE, ¢ 3HAYMTENHO NMO-BMCOka (1o 50 IhTH) OT H3MepeHaTa B ramara. ToRa MOKa3Ba, He
a3HTPOMHIHH B TOJIAMa CTENEH CE CBBP3Ba C ThKAHKTE.

CBBpaBaHETO CBC CEpyMHHTE NPOTEHHH Bapupa B CHOTBETCTBHE C MIa3MeHaTa KOHIICHTpauMsi B
uHTepBan o1 12% 1pn 0,5 pg/ml 1o 52% npu 0,05 pg/ml cepys, Cpeannar ofem Ha pasnpenenesHe
npu steady state susa (VV ss) nocrara 31,1 Vkg.

Enumunupane:

KpaltiMaT nnasmes eNHMHHAIMOHEH MOTY>HBOT OTPa3ABa B rojaMa CTeNeH eIMMHHANMOHHUA IOy
JKMBOT OT TBKAHHTE, KOKTO € OT 2 0 4 AHH.

ITpubmizaremo 12% ot #HTpaBeRo3HO TIPHETATA 033 83HTPOMHLIMH C€ eKCKPETHPa HEMPOMEHEHA B
YPHHATA B NPONL/DKCHHE Ha CHACHBaliyTe TP AHHA. B ReACTBHTCAHOCT BHCOKH KOHICHTPALMH OT
HernpoMeHeH a3HTPOMHIIMH Ca OTKPHTH B HOBEIIKATA HIIbUKA.

B :TpuKaTa ce OTKpHMBAT Ollle AeceT MeTalomuTa, KOHTO ca oOpasypaHk upes N- u O-neMeTHMpana
XHIPOKCWIHpaHe HA J€303aMHHHM H arjHKOHOBH NPECTEHH, W 4pe3 pasnafaHe Ha KAaqHHOSHH
chenuHenns. CpaBHEHHMeTO Ha pesyITaTdTe, NOJAyYeHH OT TedHo XpoMaTarpadickd ©
MHKPOGHONIOTHICH AHAIH3 NOKA3Ba, 96 METAGONHUTHTE HE A3HTPOMHIH HE C2 MHKPOGHONOTHIHO
aKTHBHH,

Ilpy H3NWTB2HUA HA HBOTHH CA HAMEPEHY BHCOKH KOHLEHTPALMA A3HTPOMHIIHH BBB $aroiyTHIe.
VeTaHOBEHO €, 4e TIO BpeMe Ha AKTHRHA (aroimrosa ce ocsob0XkIaBaT NMO-BHCOKH KOHLIEHTPaIMHE
AINTPOMMIIMH B CPABHEHHE ¢ KOJIHIECTBOTO 0cBoGoeHO OT HeakTHBHHTe (aronuty. Criea0BaTe/Ho
NPH MAMKTBAHAS HA KMBOTHH H3MepeHHWTe KOHUCHTPALMM a3UTPOMKITMH B HHEKTHpaHaTa TEKaH ca
BHCOKH, B CpaBHEHHE ¢ HeMH(peKTHpaHaTa.

53 TpeaxaEHHYH" AAHHEH 32 fe300acHOCT

Tlpy W3MUTBaHMA HA JKHBOTHH ¢ N03upoBKa 40 ITETH NO-BHCOKA OT KNIHMHHYHATA TEPaNeBTHIHA 034,
asHTPOMHIIH npHIMHaBa obpatuma (ocomumpacza, HO KATO TMPaBWIO He ce Habmopaeat
TOKCHKOIIOTHYHH TIOGIIEACTRHA, CBHp3aHM ¢ ToBa. He e yCTaHOBEHO A3HTPOMHMIMH Ja NpHMHHABA
TOKCHMHH Peakiyi HPH MAUBCHTH, MPHEMAILH NPENopLINTeIHATS 031,

Kapyunozenen nomenyuan

JearocpodHd M3NWTBARHAA TpPH KUBOTHH 33 OOEHKA HMA KApIHHOTEHHMA NOTEHUHal HE ca
ApoBeKNAHM, Th KaTo JIEKApCTROTO € OPCAHASHAYEHO CaMoO 34 KPaTKOCPOYHO JICUCHHC H HAMA
HHJITHKAIHH 33 XapIMHOI€HHA AKTMBHOCT.,

Mymazenen nomenyuar
A3HTPOMHIIMH He NOKA3B& MOTCHIMA 33 T€HHH ¥ XPOMO3OMHH MyTalgu MpH in vitro u in vivo

H3CICABaAHHA.

Penpodyxmuena moxcuunocm

TepaTareHeH ehexT. [Ipu misxoBe, noNyyagaly asHTPOMHIMH B 036 ot 100 A
TerJio JHEBHO, BOOW JI0 JIEKO H30CTaBaHE HA OCH(PHKAIMATA Ha IO/ ¥ A0 HHPACFBUH
Terno Ha Mafikara. [lpu nepuHaTansp H noCTHATANHY H3CACABAHHS HA IUTHONS £

3abapdgie Ha Pa3sBHTHETO, BCASACTRIC HA JICHYEHHE C Q3HTPOMHIIHH B J03H



6. PAPMANEBTHYHHA JAHHH
6.1 Cuhnmchk Ha DOMONHHTE BEMECTBA

IpexxenaTHHU3HPAHO HAPCBHYHO HHIIECTE
HATPHERa KPOCKAPMENI03a

KaJIHEB XUAporeHgochar

M4rHe3HeB cTeapar

HATPHEB naypuicyadat

xumnpomenosa 2910/5

THTAHOB JUOKCH]

makporon 6000

TaNK

CHMETHKOH eMyJicka SE4

nomacopbar 80

6.2 HecpBmecTumocTH

HenmpstioskuMo

6.3 Cpox ma roasoct

3 roaMHH

6.4 CnenHaJHH YCIOBHA HA ChXpaHeRHe
Ja ce cexpanara nox 25°C. Jla ce chxpaHdpa B OPHTHHA/IHA BBTPEINHA ONAKOBKA.
6.5 Brau cpbpKaAHEE HA OHNAKOBKATA

PVC/Al GaucTep, TUCTORKA 34 [TALMEHTA, KAPTOHEHA KYTHA.

Komyuecrsa B efHa ONAKOBKA!
Asnatpoke 500: 3 dbumupand TaGneTKH.

6.6 CuenEaiEA NpeanaaE MEPKHA UpPH H3XBLPJgHE B pabora
Hama cnetganiy H3HCKBaHHA.

7. NPHTEXATEJ HA PAIPEOIEHUETO 3A YHOTPEBA
Zentivaks.,

U kabelovny 130
102 37 Prague 10,

Yemxka Perrybunika
8. TIPUTEXATEJ HA PA3SPEINIEHHETO 3A HAPAJIEJIEH BHOC

“Bbecra Mex” EOO/, yn. Kerao Ckopaes Ne8, 5350 Tpasha, brirapus
9, HOMEP (A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20040404




10. JATA HA IIHPBO PASPEINABAHE/MONHOBSIBAHE HA PAZPEIIEHVETO 3A
YIIOTPEBA

19.08.2004/ 18.12.2009

11. JATA HA AKTYAJIHZUPAHE HA TEKCTA
05.03.2021 r.




