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1. HME HA JIJEKAPCTBEHMS POJAYKT PGUAMP = e T SRS
CYMAME/] 250 mg TBBbpau Kancyiu
SUMAMED 250 mg hard capsules

2 KAYECTBEH U KOJIMYMECTBEH CBHCTAB
Beska kancyna ebabpxka 250 mg asuTpomuumt (azithromycin) (kato auxuapar).

3a MbJIHUA CITIUCBK HA MMOMOILIHUTE BELIECTBA BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

TI'Bbpam kancyiu

T'Bbpan xKenaTHHOBH, HENPO3pPavyHH KarICYJIH ChC CBETJIOCHHBO TAJI0 M CHHBO Karaue, pasmep 1.
ChabpikaHHETO Ha Karicysiata e 61 10 JIEKO JKbITeHHKAB KPUCTaleH npax 6e3 MUpHC.

4. KJUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA

Cymamen e nokasaH 3a jie4eHHe Ha ClieIHUTe HHAEKLIMK NPH B3PACTHH H FOHOLIHM C TEMIO HAM-MaJIKO
45 kg (Bx. Toukn 4.4 u 5.1):

- OcTbp CTPENTOKOKOB TOH3WIHMT H (hapHHIHT

- OcTbp OakTepuaieH CHHYHT

- OcTbp OakTepHaNeH OTHT Ha CPEIHOTO YXO

- IlneBMoHMs, npuaobura B o6mectsoro (I1110)

- Octpu bakTepuanHu HHPEKLUMH HA KOXKATa U MOAKOXKHATA ThKAH

- Epurema Murpanc (paHen nokanusupan craamii Ha Jlaiimcka Gosecr)
- YpeTpHuT ¥ UepBHUMT, npeausBukan ot Chlamydia trachomatis

Cymame] e nokasa 3a JIeYeHHe Ha Bb3PACTHH NALMEHTH ¢ OCTpa ek3alepOalus Ha XPOHHYEH
OpPOHXHT.

I'psabBa na ce uma npeaBUI OPULHATHOTO PHKOBOACTBO 3a MPABHITHA ynorpeda Ha aHTHOaKTepHaIHH
Cpe/ICTBa.

4.2 Jl03HpOBKA H HAYHH HA NPH.IOKEHHE

Jlo3upoBka

Bwvspacmuu u ionowu ¢ meeno nai-manko 45 kg
A3WTPOMHLIMH TpAOBa J1a ce npuJiara KaTo eIMHWYHA JIHEBHA /1034.
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Tabnuua 1. TIlpenopbky 3a No3MpaHe MIPH BB3PACTHH H IOHOWH € TELAO Had-Maiko 45 kg

[lokazaHHe Cxema Ha npuaaraie Ha a3UTPOMHMLIMH

OcTbp CTPENTOKOKOB TOH3WIHT
H QapHHIHT

OcTbp OakrepuaneH CHHYHT
500 mg/neH 3a 3 aHK
OcTbp OakTepHaned OTHT Ha
CPEAHOTO YXO Wid

OcTpa ex3auepbanus Ha 500 mg 8 aen 1, nocneasano ot 250 mg/aeH B qHH 2-5
XpOoHHYeH OpoHXHT*

[THeBMOHMA, npuaOOHTA B
oOiecTrOTO”

Octpu daxrepHaniny HHpeKLUMH
Ha KOXKaTa K NMNOAKOXKHATA ThKaH

EputeMa murpaHc (paHeH 1 000 mg 8 gex 1, mocneasano ot 500 mg/neH B AHu 2-10
JIOKAU3HpaH CTaanuM Ha
Jlafimcka Oonect)

YPpEeTpHT U UEePBHLINT, 1 000 mg xaTo eaMHU4YHA f03a
npeau3Bukal ot Chlamydia
trachomatis

* 3a 1eueHuHe caMo Ha BB3PACTHH

" pH BB3PacTHH NEPOPATHOTO NEYEHHE MOXKE Aa Gbae MPOBEICHO H CNeA HHTPABEHO3HO JIEYEHHE,
aKo € KJIHHHYHO NMOKa3aHO 3aBBpLIBaHETO Ha 0010 7- oo 10-aHeBeH Kypc Ha neueHue (3a
noApobHOCTH BixkTe KparTkaTa xapakTepHCTHKa Ha IPOIYKTa HA MHTPABEHO3HHTE dopmu Ha

a3UTPOMHLIMH).

Tpsbea na ce OOMHCIAT CXeMHTE Ha leUeHHE, AO3UTE H NPOABDKHTEIHOCTTA HA JICHEHHETO, KAKTO
CC NMPENOpbYBa B aKTYAJIW3UPAHNTE PHKOBOACTBA 32 JICHEHKE NIPH BCAKO NMOKa3aHHe.

IHponycuama doza

AKO c2 M3MHHaNM 12 yaca WK No-MaNKo OT NPONYCHATAaTa 1034, MALUEHTBT TpabBa na 6bae
NOCHBETBAH N2 A lpHEME Bb3MOKHO Hall-CKOPO M ClleA TOBA 12 B3EMe ClieaABalllaTa J103a B
0bHyaiiHOTO Bpeme no rpaduk. AKO ca H3MHHAIH NoBeue OT 12 uaca oT 0BHYaliHOTO BpeMe 3a
MPHEM Ha J03aTa, NauMeHThT TPAOBa Na Ob1€ NOoCchBETRAH Na M34aka A0 CJIe/IBALIATa 4034 N0

rpadHk.

Crieltnaniy nNonynaiiym

bvbpeuno yepexcoane
He ce Hanara kopuripane Ha nosarta npu nauueHtH ¢ GFR > 10 mUmin. [Tps naunenth ¢ GFR
< 10 mV/min asurpomuumn Tpabsa aa ce npwiara ¢ NOBHIIEHO BHHMaHHe (BXK. TOUKa 5.2).

Yeproopobro yspecoane

He ce nanara kopurupaHe Ha 103aTa npu nauMeHTH ¢ jleka (kiac A no Child-Pugh) s yMEpeHa
CTeneH Ha yepHoapobHo yBpexaaHe (kiac B no Child-Pugh) (Bx. Touka 5.2). Jlunceat naHHM npw
MALMEHTH C TEXKKA CTeneH Ha YepHoapobHo yepexaaHe (knac C no Child-Pugh). CnenoBarento
a3HTPOMMLIMH TPAOBa 1a Ce NpUara ¢ NOBUILEHO BHUMAHKE NP TAKHBA NAHEHTH (BX. TouKa 4.4).

Cmapuecka ev3pacm
He ce Hanara Kopurapase Ha o3aTa [pH NALKEHTH B CTapyecka BBb3pacT (BxK. Touka 5.2). Tsii kato
pH NALHCHTHTE B CTAPYECKA BL3pacT HMA NO-ToN1AMa BEPOATHOCT Ja Bb3HHKHAT NPOAPHTMUMHH

CBCTOAHHA, CC NPENOPBLYBaA Aa C€ NOAX0XKIA 0COOEHO BHHMATENHO NOPAIH PHCKA OT P
CbpPACYHH apHTMHH M torsade de pointes (Bx. Touka 4.4).
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[leauaTpuyHa nonynarys

Hsawma cboTBeTHa ynotpeba Ha Cymamen 3a neueHMe Ha OCTPH exzayepbayuu Ha XpoHHYEH OpOHXHT
[IpH NeJUaTPHYHH NALMEHTH.

Ilpeanarar ce Apyru nexkapcTBeHH GOPMH, KOHTO MOXe Aa ca MO-NOAXOARIIH 33 JeYeHHE Ha

MAalHCHTHU, KOUTO HE MOraT Aa nornsliaT KAarcyJin, KaKTO H MNCAHATPHYHH NALHECHTH € Teriao noa
45 kg.

HauuH Ha npuiokeHHe

3a nepopanHo NPWIOKEHHUE.

Kancynure TpaGpa qa ce rwirar LeH, KaTo eJHHAYHA HHEBHA 4034, HAH-MAJIKO €IMH HAac Nnpeay Win
JIBa 4aca cjej/l XpaHeHe.

4.3 IIpoTHBONOKAIAHHUSN

CBpPbXYYBCTBHTETHOCT KbM AaKTHBHOTO BELLECTBO, EPUTPOMHLIMH, MaKpOJIMAHH WIH KETONHAHU
aHTHOMOTHLIM, WITH KBM HAKOE OT MOMOLIHHTE BELLIECTRA, H30poeHH B Touka 6.1.

4.4 Croeunanum npeaynpexIeHHs H NPeANA3HA MePKH NPH ynorpeba

IloTeHUHan 3a pe3UCTEHTHOCT

A3UTPOMULIMH MOXe€ a GaronpHATCTBA PA3BHTHETO HA PE3HCTEHTHOCT nopajay CRbP3aHUTE
ABIFOTPAHHH W NOHKKABALLM Ce HHBA B I1a3MAaTa M THKAHWTE CJeJ Kpas Ha JICYeHHEeTO (BX, TOUKa
3.2.) JleyeHue ¢ a3UTPOMHMUKMH TPAGBA 1a Ce 3a0YBa CAMO /i€l BHUMATENHA OLEHKA Ha MoA3aTa 1
PHCKOBETE, KaTO C€ MMa NPeABHA JIOKATHATa npeobianasama pesucTEHTHOCT M KOTaTo
NpearnoYUTAaHHTE CXEMH Ha JIeueHHE HE Ca NOKa3aHH.

Te)KH KOKHH pEaKuMU U PEaKLIWM HAa CBPbXYYBCTBHTENHOCT

BB BpB3Ka C leyenne ¢ a3UTPOMHLMH ce ChOOLIABa 3a PEAKH CEPHO3HH aNepruyHm peakiMH,
BK/IFOYHTETHO aHTHOEAEM H aHa(WIaKCHA (PAAKO NIETANHA), TEXHKH KOXKHH HEXKEJIAHH PeaKkLiiH
(severe cutaneous adverse reactions, SCAR), BkatouuTenHo cHHApoM Ha Stevens-Johnson (Stevens-
Johnson syndrome, SJS), TokcuuHa enuaepmanta Hekponusa (toxic epidermal necrolysis, TEN),
JIeKapCTBCHA PEaKLIMs C CO3MHOQHINA U CHCTEMHH CHMNTOMH (drug reaction with eosinophilia and
systemic symptoms, DRESS), octpa renepanusupasa ek3aHTeMaTo3Ha MycTyniosa (acute generalised
exanthematous pustulosis, AGEP), kouto moraT na 6maar XHWBOTO3aCTpalLABALLH WIH JIETATHH (BXK.
Touka 4.8). Ilpn npeanucsaneTo nauueHTHTE TpAGBa 1a 6BLAAT HHDOPMHUpPAHH 32 MPHU3HALMTE H
CHMITTOMHTE U BHUMATETHO NIPOCAEASBAHH 38 KOXHH peakuHH. Hakou ot Tesu peaxuuu npu
JICHCHHE C a3UTPOMHULIMH BOAAT 10 PELIMAMBUPALUM CHMITTOMH W HAJIarar no-Ibabr NEPHOA Ha
HaOnmoneHue u neverue. [py BL3HMKBaHE Ha aepruyHa peakLms JEUEHHETO ¢ a3UTPOMHLIHH
TpAOBa Aa Obae MPeyCTaHOBEHO W TPAGBA [a ce HAZHAYH NOAXO/ALLA TePaIIHs. Jlexapure Tpsabea na
3HAAT, Y€ MOXKE 1a MMa NOBTOPHA NOABA HA ANIEPTHYHUTE CUMITTOMH NPH NPEYCTaHOBABAHE HA
CUMITTOMATHYHATA Teparus.

Y awpkasade Ha QT nHTepBana

YabmxeHa cepieuna penoagpu3aumns n QT UHTEpBaN, BKITIOYHTENHO PHCK OT pa3BUTHe Ha
Cbp/ieHa apUTMH H torsades de pointes, ca HaOMIOABAHHU NPH NEYEHHETO ¢ IPYrH MAKPOIHIN,
BKTIOUHTEIHO a3HTPOMHLUMH (BX. Touka 4.8.) 3aToBa, Thii KaTo CIEAHUTE CHTYaLMH MOXe /14
AOCBEAT 10 NOBUIUCH PHCK OT BEHTPHKY/IAPHH apHTMHUH (BKNOYMTENHO torsade de pointes), kouTo
MOraT Aa A0BEAAT 10 ChpAeyeH apecT, a3UTPOMHLIMH TpsaOBa 21a ce npunara ¢ NOBUIIEHO BHH

BB3PACT), KATO:

* MNalWeHTH ¢ BPOACHO UK JOKYMEHTHpPaHO yAbkaBaHe Ha QT uurepeana;

¢ MAaLHCHTH HA TEKYLIO NIEYEHHE C APYrH aKTHBHK BELLECTBA, 32 KOWTO € U3BECTHO
QT unreprana (Bx. Touka 4.5);
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® TMALMEHTH C €AEKTPONIUTEH AUCOanatc, 0cOOEHO B CTYYaH HA XHNOKAIHEMUS H
XMINOMarHe3ueMmsA;

* MNaUMEHTH C KIIHHHYHO 3Ha4YWMa OpaauMkapavs, CbpACYHa apUTMHA WITH TEXKa ChpACUHA
HEOCTATBYHOCT,

* MNAUHEHTH B CTapyecKa Bb3pacT: [laiimeHTHTE B cTapuecka BB3pacT MOXKE Aa ¢a NO-NOJAT/IMBY HA
CBBP3aHUTE C JIEKapCTBOTO edekTH BepXY QT untepBana.

XeNnaToTOKCHYHOCT

T'bH KaTO HEPHUAT APOG € OCHOBHHA NBT Ha EIMMHHHPAHE Ha a3UTPOMMLIMH, A3UTPOMHLIMH TPAOBa
Aa e Npyaara BHUMATEHO NMPH NALMEHTH CbC 3HAYMMO YepHOAPOOHO 3abonaBane. UMa
CLOOLICHHA 3a Cy4ad Ha QYIMHHAHTEH XeNaTHT, MOTEHLHATHO BOAEL [0 KHBOTO3aCTpaLIABalLA
4€pHOAPOOHA HEAOCTATHYHOCT, NPH JIEYEHHE C a3UTPOMHLIMH. [1IpH JleueHHe ¢ A3UTPOMMLIMH ce
ChOOMIaBA CHILO W 38 XeMaTHT, XONECTATHYHA X HITEHULA, YepHOAPOGHA HEKPO3a H YepHOAPOGHa
HE0CTaTbYHOCT, HAKOH OT KOWUTO BOAAT AO HACTBLIIBAHE HAa CMBPT (BXK. TOYKA 4.8). HakoH natueHTH
MOXe [1a Ca HMaJIH NIPEAWECTBAIlO YePHOAPOOHO 3abonaBaHe WK Na ca NpHeMany Apyru
XCTIAaTOTOKCH'HH IEKapCTBCHH NMpodyKTH. [TauneHTHTe TpsabBa na 6baaT cxBeTBaHM aa cnpar
MPHIIOXKEHHETO HA a3UTPOMHLIMH M J12 C€ CBBHPXKAT ¢ TEXHHUA JIEKAp NPH Pa3sBUTHE HA NMPH3HALM H
CHMITTOMH Ha 4epHOApoOHa NuCGyHKIMA, KaTo ObP30 pa3BUTHE HA aCTEHMI, CBBP3aHa C
KXBJITCHHLIA, TPMHA YPHHE, CKIIOHHOCT KbM KBPBEHE WIH uepHoapoOHa eHuedanonatus. B takusa
CJTy4au BeHara Tpsdea 1a ce M3BBPIIAT H3CIEABAHHA HA YEPHOAPOSHUTE DYHKUMOHATHH
NnoKasaTeJsH.

Huapus, cevpaana ¢ Clostridioides difficile (CDAD), niceBiomeM6paHO3eH KOAUT

HMma cpobuienns 3a CDAD u ncesnoMeMOpaHO3eH KOMKT NPH NEUEHHE € a3HTPOMHLMH K TEXECTTA
HM MOXE J1a BapHpa OT JieKa [HapHA 10 JIETANIEH KOJHUT (BXK. Touka 4.8). CDAD u
nceBAOMEMOpaHO3eH KONUT TpAGBa a ce MMAT NPEABH NPH NAUKEHTH, KOHTO HMAT AHAPHS N0
BpEME Ha MK CIER NPUIOKEHHETO Ha a3UTPOMHLIMH. Tpsbsa na ce 0OOMHUCIH NpeycTaHOBABAHE Ha
T€panuATa ¢ a3HTPOMHLHH H NPEANPUEMAHE Ha NOAABPXKALIH MEPKH 3a€HO C NMPHIOKEHHUETO HA
cneunduuHo eyenne 3a C. difficile. He Tpsabsa na ce napat nexapcTBeHH NPOYKTH, KOUTO
MHXKOHpAT NepUCTAITHKATA.

Wndexunu, npeaaBaHy 1o NOJIOB NLT

MHoro BeposTHO e Neisseria gonorrhoeae Aa € pe3UCTEHTHA Ha MAKPOJIMAH, BISIIOYMTEHO a3aTH/a
a3HTPOMHLIMH (BX. TouKa 5.1). CnenoBareiHO a3UTPOMHLIHH HE CE MPENOpbYBa 32 IEUEHHE HA
HEYCNIOXKHEHA rOHOPEA U Ta30Ba Bb3NanUTeNHa 001ecT, OCBEH ako NaboOpaTOPHHUTE PE3YIITATH HE
MOTBbPAKIAABAT YYBCTBHTEJIHOCTTA HA MUKPOOPraHH3Ma KbM a3UTPOMHULIMH. AKO OCTAHE HEIEKYBAaHO
WIH € JIEKYBaHO CyOonTHMaNHO, ToBa 3ab0/11BaHe MOXE Aa NOBEAE O NOSBA HA KbCHH YCJAOKHEHHA,
KaTo HHQEPTHIMTET H eKTONHYHA OPEMEHHOCT.

OcBeH TOBa, ako ce 0GMUCIA NpuiaraHe Ha €IMHHYHA 032 3UTPOMELIMH 33 JIEYCHHE HA YPETPHT M
LEPBHLIMT, NPpEANU3BUKAHH OT N. gonorrhoeae win C. trachomatis (BX. Touka 4.2), Tps6Ba na ce
H3KNIOUYM CHITBTCTBALIA ypOoreHUTanHa HHeKuHs ¢ Mycoplasma genitalium nopaayn Bucokus puck
OT NMOABa Ha PE3UCTEHTHOCT B TO3W MHKPOOPraHH3BM.

[Tpu ToBa TpAGRA Aa ce M3KNLOUN CHITBTCTBALE HHbEKUMS, NpeausBHKaHa oT Treponema pallidum,
ThH KaTo B HHKYOAUMOHHHSA NEPHOM CHMITTOMUTE Ha CHUIMC MoraT Aa 6bIaT MAaCKKpaHH U TOBA
na 3abaBH NMOCTABAHETO HA AHATHO3A.

Ipy BCHMKM MAUMEHTH C YPOTEHHTANHH HHDEKLMH, NPeaBaHu 110 NOJIOB MbT, TPIGBa Aa ce
3aN0YHe NPOBEXKAAHETO HA NOAXO/AAIMIA aHTHOAKTEpHaHa TEparTHa H MUKPOOHONOrHYHH
U3CJieABaHUA 3a MpocieaaBaHe.

MuacTeHKs rpaBuc

HMma cbobLueHna 3a 060cTpsiHE Ha CHMITTOMHTE Ha MHACTEHMR TPABUC H HOBA MO
CHUHAPOM ITPH MALIHEHTH, NOJTyYaBaLly Tepanus ¢ a3 HTPOMHLHH (BX. TouKa 4.8).
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HeuyBCTBUTENHH MHKPOOPTaHU3MH

Ynotpebara Ha asSUTPOMHLIMH MOJKE Jla AOBE/E 40 CBPBLXPAcTek HAa HEYYBCTBHUTEIHMU
MHKpoopraHu3mMH. IIpu Bb3nuKkBaHe Ha cynepHHEKIMA MOXe Aa Ce HANOKAT MPEKbCBaHe Ha

NEYECHHETO WM APYTH NOAXOAAIH MEPKH.

EproraMuHOBU NpOH3BOIHH

[Tp1 mauMeHTH, NoNy4aBaly €proTaMMHOBH NIPOM3BOAHH, € Bb3HHKHAJ EProTH3IbM NpH
CAHOBPEMEHHO NPHUIOKEHHE HA HAKON MaKpPONHIHM aHTHOHOTHLIM. HaMa nasuu mo oTHOINEeHMe Ha
BH3MOXKHOCTTA 32 B3AUMONCHCTBHE MEXKIY €PrOTAMMHOBUTE NPOU3BOAHN H a3HTPOMHLIMH, Bhnpeks
TOBa, NOPAAH TEOPETHYHATA Bb3MOXHOCT 38 Bb3HHKBAHE HA €ProTH3ILM, a3HTPOMHLIMH U
€PrOTaMHHOBH NPOU3BOAHH HE MOXKE 1a C€ NPUIAraT eAHOBPEMEHHO.

TIOMOLIHO BEHIECTBO ¢ H3BECTHO AcHCTBHE

ToBa nexapcTBo chabpia no-Manko ot 1 mmol Hatpwuii (23 mg) Ha Kancyna, T.e. MOXe Jia ce Kaxe,
Yye NPaKTHYECKH HE ChAbPXKa HATPHIA,

3a ITbJIHMA CIIHCBHK HA MOMOUIHHMTE BELLECTRBA BWKTE Touka 6. 1.
4.5 BsaumopeficrBue ¢ Apyry NexapceTBeHR NPOAYKTH H APYTH HOPMH HA BIAHMOACHCTBHe

Bbnpekn ye a3uTpoMHLHH € cnab uHXxHOuTOp Ha CYP450 v He B3aumoaeiicTBa B 3HAUMTETHA CTenen
cke cyOctpatr Ha CYP450, unxubipare Ha CYP3A4 He Moxke 1a GbAe H3KJIIOYEHO HAITBITHO. [Topanu
TOBa C€ NPENOpLYBa MOBULIEHO BHUMAaHHE NPH €AHOBPEMEHHO NPHIIOXKEHHE CbC CYOCTpaTH Ha
CYP3A4 c TeceH TepaneBTHYEH HHIEKC.

A3HTPOMHLIMH € HHXUOMTOP Ha TpaHcnopTepa P-raukonporeun (P-gp). ExnosepMeHHOTO
NPUNOKEHNUE Ha ASHTPOMHLIMH H CYOCTpaTH Ha P-gp, KaTo IHUIOKCHH M KOTXMIMH, MOXE 132 NOBULLH
excno3numsaTa HM. [Ipu nekapcrea ¢ TeceH TEpaneBTHYEH MHIEKC CE NPENOPHYBA MOBHULICHO
BHUMAaHHE M KTHHHYHO NpOoC/iesBase WHIH TEPaneBTHYEH JIEKAPCTBEH MOHUTOPUHT H KOPHTHPaHe
Ha 103aTa, KaKTO € noaxonquio. Bue Bp13ka ¢ Tosa TpsabBa aa ce uMma NpeABH OTHOCHTENHO ABJICHAT
AONY>KHBOT Ha a3HTPOMHLMH (BXK. TOYKa 5.2).

JlekapcTBEHH MPOAYKTH, 38 KOHTO € M3BECTHO, Ye yawpkasat QT uxTepBana
A3HTPOMHLIMH TpaA0Ba fa ce H3MON3Ba ¢ NOBHUILIEHO BHHMAHUE NPY NALMEHTH, NOTYYaBaLH

JIEKApCTBEHH NPOJYKTH, 32 KOWTO € H3BECTHO, Ye yabkaBsaT QT uxrepeana (Bx. Touka 4.4), kato
aHTHAPHTMHYHH JIEKapCTBa OT knac 1A (Hanp. XHHuIuK u npokanHaMun) U 111 (Hanp. noderwiua,
aAMHOJAPOH H COTaNOJ), aHTHIICHXOTHYHH CPEACTBA (Hanp. MMMO3MA), AHTHACHPECAHTH (nanp.
UHTaI0npam), GITyOPOXHHONOHH (Hanp. MOKCHGIOKCALIMH H JIEBOGIIOKCALIMA), LM3aNpPHA,
‘x.nopoxuu H XHAPOKCHXJIOPOXHH.

HudopmaumsaTa 3a IeKapcTBEHHTE B3aMMOIEHCTBUA HA A3HTPOMHLIMH C Bh3MOXHH ChITLTCTBAILH
NIeKapCTBEHH NMPOAYKTH € 0bolLeHa B TabivuaTa U TekcTa No-aoiy. ONMCaHHTE 1eKapCTBEHH
B3aMMOAEHCTBHA C& OCHOBABAT Ha KIIMHUYHHUTE NPOYYBAHHUA 3a B3aUMOIEHCTBHATA OT THIA
»»[ICKAPCTBO-JICKAPCTBO™, MPOBEIEHU C a3HTPOMHLUHH, WIH, KbAETO € NOCOYEHO, Ca BH3MOYKHH
NICKApCTBEHH PCAKLHH, KOHTO MOXKE 1@ Bb3HUKHAT MPH JICUEHHE C a3UTPOMHULIUH.

Tabnnua 2: KNMHAYHO 3HaUYHMH JIeKapCTBEHH B3aUMOAEHCTBHA MEXIY a3HTPOMMLIHH H APYTH
JIEKAPCTBEHH NPOAYKTH

JlekapcTBeR NpoaAyKT BaanmoaelicTane Mexanuaem ITpenopbka 0THOCHO
(repaneBTHYHA 0bnacT) Edext Bbpxy €AHOBPEMEHHOTO
EKCNOIHUHATA | mpHaOKeHHe
ATOpBACTATHH (KHXHOWTOP Ha | AsuTpoMHUMH: ND ATopBacTtaTkH ¢ cybcrpar Ha| Tpalea aa ce
HMG CoA peaykrazara) CYP3A4 u P-gp.
ATOpBacCTaTHH:
AsnrpoMuidHd 500 mg « AUC
NEPOPANHO BEAHBXK JHEBHO 3a | « Capax
3 AHn.

Atopsactatil 10 mg
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NEPOPATHO BEAHEK JHEBHO,

Huxnocnopun
{(MmyHocynpecop)

Asurpomuruus 500 mg
NEPOPANHO BEAHBLXK JHEBHO 34
3 OHW.

Huxnocnopuuu 10 mg/kg -
mepopaiya eIMHHYHA 4033,

AzutpoMuunH: ND

LiMkaocniopHH:
— AUC
1Cmax 24 %

LinknocnopuH e cyberpar
Ha CYP3A4 u P-gpc
TECEH TEPANERTHYCH
UKRIEKC WHIH Ce
KOHKYpPHpA 38 KITb4YHA
CKCKPELINA.

KnuHnyHo npocaeasBaHe
U TEPaneéRTHUCH
IEKAPCTBEH MOHHTOPHHT,
KOTaTo € NoaxXoaaIlo,
TpsOBa Aa ¢€ HIBBLPILBAT
10 BpEME Ha ¥ ClIen
NEYEHUETO ¢
AHTPOMHIIHH, AKO C¢
Hajara, A03ara Ha
LIMKIOCTIOPHH TpabBa Aa ce
KOpHIHpa.

Komxuuun {npx nogarpa)

AsuTpoMuLmH: ND

Koxuuun e cyderpar Ha
P-gp ¢ TeceH

Heobtx0auMo e KIIHHHYHO
MPOCACAABAHE 110 BPEME HA

Konxunmh: TEPaneéBTHYCH HHACKC. M CNed TCUEHUETO ¢
T 57 % AUCp. A3UTPOMHLIHH.
1 22 % Caax
HaGurarpax (nepopaieH ND HaGurarpan e cybeTpar Tpa6Ba na ce noaxoxaa c
AHTHKOATYIAHT) Ha P-gp ¢ TeceH [TOBHILICRO BHUMAaHHE, Thil
Quaxea ce: TEPANEBTHYEH WHACKC, KaTO NOCTMAPKECTHHIOBUTE
1 Haburarpan JaHHMH npeanojarar
MOBHUICH PHUCK OT
KPbBOH3NIHBH [TPH
MALMEHTH, MOTy4aBallH
A3UTPOMHMLINH
CBHITbTCTBALLO C
BaOHraTpaH.
JINTOKCHH {(ChpACYHH ND JAMroKCcHH ¢ cyGeTpar Ha HeolxoauMo ¢ kimHu4HO
FIHKO3NWIN) P-gp ¢ Tecen [POCISaABaHE H
Ouaxea ce: TCPANCETHYEH HHEKC. €BEHTYAIHO NPOCHEASBAHE
T AHrokcHH Ha HHBOTO HA AMIOKCHHA
N0 BPEME Ha H clie
JEYEHHETO ¢
A3HTPOMHLIHH.
Bap¢apun (nepopaniesx AsurpoMnuse; ND He e u3BecteH. Tpabra na ce obMncau
AHTHKOATY IaHT} Mo-roasMa 4YeCToTa Ha
Bapgapun: ND pociiegeaHe Ha
AaznrpoMuumH 500 mg NpOTPOMOUHOBOTO BpeMeE

NEPOPANTHO BEAHBIK JHEBHO
3a | neH, a cnel Toea 250 mg
NEpOPaNHO BEIHBX NHCBHO
38 4 JHH.

Bapdapnu 15 mg - nepopanHa
¢IMHUYHA 1034,

Hama npomMsana B
NPOTPOMOHHOBOTO BpEME
NpH KTHHHYHKTE
NPOYYBAHHUA 32
NEKAPCTBEHHTE
B3AHMOACHCTBHA, HO HMA
MOCTMApPKETHHIOBH
ChOOLICHHSA 3a 3JACHNICHO
AHTHKOAT'YIAHTHO ACHCTBUE
Ha NepopaiHH
AHTUKOArYJIAHTH OT
KYMapHHOB THI pH

CAHOBPCMCHHO NPHNOXKCHUE

C A3HTPOMHIHH.

M0 BPEME Ha M ClIEA
NEYCHHETO C
a3UTPOMHLIHH.

3abenexxa: CTaTHCTHYECKH 3HAYHMHTE TIpoMeHH ¢ noBeye oT 10 % ca o6o3naveny kato “1” u “|”, 6e3 npoMsaHa - KaTo
“” HeonpeaeaeHH - kato “ND”.

He ce HabniogaBa KIHHHYHO 3HaYHMa NPOMAHA B €KCIO3ULIMATA HA A3HTPOMHLIMH WIH
€/lHOBPEMEHHO NPWIAraHHTE JIEKAapCTBEHH NMPOAYKTH NPH KIHHHYHUATE NPOYYBaHHA 34 OLICHKA Ha
Bb3MOKHHUTE BIAHMOACACTBHA OT THINA ,JIEKAPCTBO-IEKAPCTBO™ HA A3UTPOMMLIMH C NepopanHH
AHTHALMAHH CPEACTBA (ATYMHHHEB XHAPOKCHI/MarHe3HeB XUAPOKCHA), KapbaMasenuH, UeTHPH3HH,
LIMMETHAHH, ePaBHPEHL, QITyKOHA30/1, METHINPEAHH30I0H, MKAa3onam, pHhabyTun, cunaesadun,
TCOQUIIHH, TpHa30JIaM, TPHMETOTIPHM/CYIPAMETOKCA301 H 3HAOBYAHH.

[TeguaTpHyHa nomynamnus
[IpoyuBaHus 3a B3aUMOJCHCTBUATA Ca NMPOBEXIAAHH CaMO MPH Bb3PACTHH,
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4.6 DepTHIAHTET, OPpeMEHHOCT H KbpMeEHe

bpeMeHHOCT
PenpooyKTHBHHTE NPOYHMBAHUA MPH XKHUBOTHH Ca NMPOBEACHH NPH J03H OO0 YMEPEHO TOKCHYHHTE 3a

MaiikaTta KoHueHTpauuH. [Ipu Te3u npoyuBaH1a He Ce€ YCTAHOBSABA A0KA3aTENCTBO 34 TEPATOTEHHH
epexru. Hama obaue qoctareynu U 100pe KOHTpONMpaHH NMPOYyYBaHHA NPH OpEMEHHH JKEHHU.

HFima ronsaM obeM AaHHH OT 06CEpPBALMOHHH MTPOYYBAHUS HA €KCMO3HLIMATA HA a3KTPOMHLIMH MO BPEME
Ha 6peMeHHOCT (noseuye ot 7 000 ciyyas Ha OPEMEHHOCT ¢ eKCNOo3MIIHMA Ha a3uTpoMHUHH). [ToBeueto
OT T€34 NPOYYBaHHA HE NPEANONAraT NOBHILEH PUCK OT HEXeaHH peTanHK edeKTH, KaTO rojieMH
BpOAEHH MaQopMaLi HITH CbLPAESHHOCHAOBH ManOpMaLIHH.

EnHaeMHONOrHYHUTE JaHHH, CBBbP3aHH C PUCKA OT COHTaHEH abopT cnell eKCNo3HLMA Ha
a3UTPOMHLMH M0 BpEME Ha paHHa OpEeMEHHOCT, ca HeyOeauTenHu. [IpoyuBaHusaTa NpH JKUBOTHH He
NoKa3BaT pernpoayKTHBHA TOKCHHYHOCT (BX. TO4Ka 5.3).

A3WTPOMHLIMH TpAOBa Aa Ce U3MOJ3Ba MO BpeMe Ha OpeMEHHOCT camo NpH KIHHHYHA HEOOXOAHUMOCT.

KbpMeHe

A3UTPOMHIIHH C€ EKCKpETHpa B KbpMaTa A0 3Hauuma cteneH. He ce Habmoaasat cepro3ud HexkelaHH
e(deKTH Ha A3UTPOMHLMH NPH KbPMEHH KbpMayeTa, HO eeKTH KaTo AHapHs, M01una MHpeKUHa Ha
NTATaBHLWTE, KaKTO U CBPBLXUYYBCTBHTETHOCT MOTaT Ja Bb3HUKHAT NMPH KbPMEHH
HOBOpPOJAEHW/KbpMaveTa A0pH npu cyOTepaneBTHYHN A03K. TpaGBa Aa ce B3eMe pelleHHe Jalii Aa Ce
MpeycTaHOBH KbPMEHETO HJIH A C€ NMPEYCTAHOBW/ 1A HE Ce NPUAOKH TEPANTHATA C A3UTPOMULIMH, KaTO
CE€ B3EMAT NPEABHA NOMN3aTa OT KbPMEHETO 3a JAETETO H NMOJ3aTa OT TeparnnuaTa 3a )KEHATA.

DepTUIUTET
Hpu npoyuBaHudaTa 3a epexTHTe BHPXY (PEpTUNHTETA, IPOBEAEHH NPH TUTEXOBE, CE 32051382
HaMmaJsicHa YeCToTa Ha OpeMeHHOCT. 3HAYMMOCTTA Ha Ta3¥ HAXOJIKa 33 XOpaTa HE € U3BECTHaA.

4.7 EdexTH BbpXYy cnocobHOCTTA 32 WoPpHpaRe B paboTa ¢ MAINHHA

Cymame/] NOBNHABA B YMEPEHA CTENeH cnocoOHOCTTA 3a WwodHpaHe U pabota ¢ MadHyd. UMa
CboOIIEeHHs 33 3aMATHOCT, CBHIIHBOCT H KOHBYJICHH MPH HAKOH NMNAaLMEHTH, NPHEMALIH a3UTPOMHLIKH,
4 HAKOH MalIHEHTH Ca NOJIYYHIH 3PHTEITHO W/ HITH CIIyXOBO yBpexaaHe. Toea TpabBa aAa ce nma
NpeABHA, KOTATO Ce€ OLICHABA CMIOCOOHOCTTA Ha NMAaLMEHTA 3a wodKpaHe K paboTa ¢ MalIMHK (BXK.
TouKa 4.8).

4.8 HexenaHu NeKApCTBEHH peaKIAH

PestoMe Ha npoduna Ba 6ezonacHocT

Haii yecTo crobiaBaHuTe HEXKeNaHU PEaKLIMHK N0 BPEME Ha JieUeHHe BKJTIOUBAT JHAPHA, rnaBobonue,
NOBPBILAHE, KOPEMHA 00JIKa, raAeHEe H OTKIIOHEHHUS B PE3YJITATHTE OT NabopaTOpHHTE H3CNEABAHHA.
JApyrure BaxXHH HeXKelaHH peakumMs BI1IOYBAT aHaUIaKTUMHM peakuuy, torsade de pointes,
apHTMHH, BKJTIOYHTEJTHO BEHTPHKYJIaDHA TAXHKAPAHA, NCeBAOMEMOPAHO3EH KOMHT H YepHOApOOHa
HEOOCTaTBYHOCT (BX. TOUKa 4.4). BBB Bpb3Ka C JIEUEHHE C a3HTPOMHLIMH C€ ¢bOOLIABA 32 TEKKH
KOXXHH HexkenaHH peakumnu (SCAR), prmounTenHO CHHAPOM Ha Stevens-Johnson (SJS), TokcHuna
enuaepMaiHa Hekpoiusa (TEN), nekapcTBeHa peakuus ¢ €03HHOGUNHA U CHCTEMHH CHMITTOMH
(DRESS) ¥ ocTpa reHepanu3npaHa ek3aHTemaTo3Ha myctysnosa (AGEP) (Bx. Touka 4.4).

CnUchbK Ha HEXKEaHUTE peakLM B TabnHueH B
HexenaHure peakuuy, yCTAHOBEHU OT ONKTA NMPH KITHHHYHHTE H3NWTBAHHA H OT

NOCTMAPKCTHHIOBOTO HaﬁﬂlﬂﬂeHHe, Cca H36PDEHH no-J0aY M0 CHCTECMO-OPraHEH Kiac

yectH (= 1/100 no < 1/10), aewectu (= 1/1 000 ao < 1/100), peaxn (= 1/10 000 go <
HEHU3BECTHA 4eCTOTa (0T HATMYHHTE JaHHH He Moxe Aa Oble HanpaBeHa oLeHKa). Bs
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YCCTOTA HEXKEIIAHHUTE JICKAPCTBCHH peakLHU Ca MpCACTaBCHH B HU3XOO41l] pe NO OTHOLUIEHHEe HA
TAXHATA CCPHO3HOCT.

Tabmmua 3. CnuchK Ha HEXENAHKTE PEAKUHH B TablIHYeH BU/

CucTeMo-opratex Muoro yecrn | Yecru Heuvectn Peaxu C HeH3BecTHS
KJAAC q4e¢TOTA
Hudexunn 1 Kanaunosa
HHpECTRUHM [THeBMOHHA
I'vOnuHa
HHEeKIIHS
bakrepnanna
nadekuns
BaruHanHa
HH}EKIIHA
QapHHTHT
["acTpoeHTeput
Punur
OpanHa
KaHAWa034a
HapyweHnsa Ha IToHuxkeH Opoii JleBkoneHus TpombGoliuTo-
KPBBTAR H JHMPHATA amMouuTH HeyrponeHus neHus
CHCTEMA [TosuieH Spoii Eosunodpnns XeMOInuTHYHA
e03IMHOPUNHN [loBuimen Gpoi aHeMHA
[ToBrmex Opoi TPpOMBOLINTH
Gazodpuau [TouuxeH
IloBuiien 6pohi XEMATOKPHT
MOHOIHTH
Ilosmuen 6poit
HeyTpoguny
HapyweHHa Ha AHTHOELEM AHapHNaKTHYHA
HMYHHATA CHCTEMA {CBpPBLXYYBCTBH- peakuus
TEIHOCT (BXK.
| Touka 4.4)
Hapymenna Ha [MouruxeH
MeTaboan3imMa u aneTuT™
XpPAHEHETO
[IeHxnaum HeprHocT AXHTauns TpepoxHoCcT
HADYIIEeHHA beicuHue Heanpurym
XamnouMHaUKS
Arpecus
Hapyuienun ns ["naroGonme 3amMasHocT MuacTeHus
HEPBHAT& CHCTEMaA Ancreyans IPaBMC (BXK.
[Tapectesus TOYKa 4.4)
COMRONEHTHOCT I'spu
AHOCMHA
Areysus
XHnecre3ns
[TcxomoTopHa
XHIIEPAKTHBHOCT
[lapocmus
CuHxon
Hapywmennna Ha 3puTenHo
OuHTE YBDPEKAAHE
Hapyulesns na Hapywenyde na I'myxora
yxo1o u AabupnuHTa YXOTO XHI0AKY3UC
BeprHro TuaUTYC
Cunpaeunn [Manmuraiun Torsades de
HAPYLUEHHS pointes (B,
TO4Ka 4.4)
APHTMHH,
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rpaMaTa (BXK,

To4ka 4.4)
Cb20BH HAPYLICHHA ['opemu BuIHK XHITOTOHKSA
PecniHpaTOpHM, JIHcIHES
PHLAHH H PecriupatopHo
MEeIHACTHHAJHH HAPYICHUE
HAPYLI¢HHA | EnxcrakcHe
CTOMRUIHO-4YPEBHH HNnapus [Tospbulane ["acTpur [NankpeatHT
HAPYLICHHS KopeMna Gonka Janek [TceBnomembpa-
l'anene Aucnencus HO3€H KOJMHT (BX.
Hncoarus TOYKa 4.4)
[TonysaHe Ha [Ipomana B 11BeTA
Kopema Ha €3UKa
CyxoTa B ycTara
S3Bn B yCcTara
Xunepcainpa-
LHA
Epykrauns
@ naTy IeHIHS
XenaTobnauapuu Xenatur Orkaonenns 8 | Yepuoapobua
HApYLUCHHSA [NosHwena 4YepHOAPOOHA- | HENOCTATHLYHOCT
acrapTaTaMy{HO- Ta PyHKLHA (BX. Touka 4.4)
Tpaucdepasa XonecratnyHa | DyIMHHAHTEH
[MosHuIeHa KBITCHULA XCRNaTHT
alaHHHaMHHO- YepHoapobua
TpaHcgepasa HEeKpo3a
[ToBHIineH
Ounnpy6buH a
KPBBTa
[loBHiCcHA
aKaaHa
¢ocdarasza B
KPHBTA
Hapywenns Ha Ob6pus Octpa TokcuuHa
KOXATA H [Ipypuryc [CHEPATH3N- eNHACpMAIHA
NOJAKONHATA ThKAH Yprukapus paHa HEKPOAN3a
HepMmatur EK3aHTeMa- CHHApOM Ha
Cyxa xoxa TO3HA Stevens-Johnson
XHnepxuaposa MyCTYy103a Epurema
(AGEP) MYyITTHHOPME
JlekapcTBeHa
peakumi ¢
CO3HHODHANA
H CHCTEMHH
CHMIITOMH
{DRESS)
Peakiua Ha
(POTOMYBCTBHUT
CAHOCT
HapyweHns Ha OcreoapTpur ApTpanrus
MYCKYJ/HO- Munanrus
CKENIETHATA CHCTEMA bonxa B repba
H CHeAHHHTEIHATA bonka LB BpaTa
TbK&H
HapyweHus Ha Jn3ypus Octpo 6B6peuHo
6nOpeunre n bonka B yBpEKAAHC
NHKOYHHTE NBLTHILA OnOpeunte TyOynouxrepcTu-
[loBHileHa ypes B uHanes HegpuT
KPBBTA
IMosuwen
KPCATHHHH B
KPLBTA
HapyuieHus Ha HutepmeHCTpy-

BbLAMPOHIBOAHTEIHA ANTHO KbPBEHE
T4 CHCTEMS H Hapyuenne Ha
bpAATA TECTUCHTE

Obiun HapyIUeHRA H OT1okK

epeKTH Ha MACTOTO AcCTeHHA

HA NPHJOKEHHE HepaznoaoxeHue
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Ymopa

OTok Ha UMLeTo
bonka B obnacrra
Ha I'bPaHTC
[Inpexcus

bonka
Ilepudepen oTok

HacaenBauns [MonmkeHn AOHOPMHO HHBO
Oukapbonary B Ha KalHH B KpbBTa
KphBTa [ToBuicHM
XJIOPHAU B KPLBTA
[loBHICcHA
IIIOK03a B KPBBTA
[ToBHLteHH
OHkapbOHaTH B
KpbBTa
AOHOPMHO HHBO
Ha HaTpHH B

KPhBT&

HapausBanus, YcCaoXHeHHe,
OTPABAHHR H BL3HHKHAJIO Chen
YCOMHEHHS, HHTEPBCHLIUA
BL3IHHKHAJIH B
Pe3YJATAT HA
HHTEPBEHUHH

CboOlilapane Ha NOAO3UPAHH HEXENAHH peaKLidH

CboblaBaHeTo Ha NOAO3MPAHH HEXENaHH PEakLMK ClIeN pa3pellaBaHe 3a ynotpeba Ha TeKapCcTBEHUA
NPOAYKT € BaXKHO. ToBa No3BoNsBa Aa BPOABIKH HAOMOAEHHETO Ha CHOTHOILIEHHETO NON3a/PHCK 34
JeKapcTBeHUs NPOAYKT. OT MEAMLIMHCKHTE CNIELIMANIHCTH C€ W3HCKBA Aa ChOOIABAT BCAKA

NOAO3MpaHa HeXeNaHa peakuus ypes HinbnHnTenHa areHums no fekapcrsara, yi. , Jlaman ['pyes”
Ne 8, 1303 Codus, Ten: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpenoznpane

CUMIITOMH

Hexenanure peakiuH, NONTYYEHH NPH NMO-BUCOKK OT NPENOPBUHTENHATE A03H, Ca CXOIHH C
HabonapaHKuTe NpU o6uuaiiHnTe 1034 (BXK. Touka 4.8). THNHUYHKTE CUMNTOMH Ha Npeao3HpaHe Ha
a3UTPOMHLIMH BK/IIOUBAT CTOMALUHO-YPEBHH CUMIITOMM, Hanp. NOBpbLIaHe, AWapus, KopeMHa 60/1Ka H
rajieHe.

JleueHue

B ciyuyail Ha npeao3upaHe ca nokasaHu 00110 CUMITTOMATHYHO JICYeHHE H NoAnLPKaHe Ha
)KM3HECHHTE QYHKLHH, H, aKO Ceé HAnara, NPWIiOKEHUE Ha MEAHLIMHCKH BbIVICH HAH CTOMALIHA
NPOMMBKA.

Hsama naHHM MO OTHOLUEHHE HA €PEeKTHUTE OT AUANU3ATA BbPXY €THMHHHPAHETO HA A3UTPOMHLIMH.
Obaue nopaau MexaHH3Ma Ha ENUMMHUPAHE Ha A3UTPOMHIIHH € MAJKO BEPOATHO MAM3aTa Ja
OOBEAE A0 3HAUHTETHO OTCTPAaHABAHETO HA aKTHBHOTO BEILECTBO.

5. ®APMAKOJIOrHYHU CBOMCTBA
5.1 ®apMakoIHHAMHYHE CBONHCTBA

(PapmakoTepaneBTHYHa rpyna: AHTHOAKTEPHATHH CPECTBA 338 CHCTEMHO NPHJIOKEHHE, MAKPOJITHAM
ATC kon: JOIFAI10
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MexaHH3bM Ha AeHCTBHE

MeXaHH3MBT Ha AEHCTBHE HAa A3UTPOMMLIMH CE OCHOBABA Ha MHXHOUPAHETO HA GaKTepHATHHS
CHHTE3 Ha NPOTCHHH Ype3 CBBp3BaHe ¢ pubozomHaTa cybennnunua 50 S u uHxubnpaue Ha
TPaHCIAOKALMATA HA MeMTHAHTE.

Bpbika dapMakokuHeTHka-hapMakoAHHAMHKA
EdukacHocTTa 3aBHCH rMaBHO OT ChOTHOLWEHHETO Mexkay AUC (mnou nox kpHuBata
KoHueHTpauusa-speme) U MIIK (Muaumanna noTHckaina koHueHTpaluMs) 3a narorexa.

MexaHH3bM Ha Pe3UCTEHTHOCT
PE€3HCTEHTHOCTTAa KBM a3UTPOMHULIMH MOXKE /12 CE OCHOBABA Ha CJIEIHHTE MEXaHUIMH:
-~ Ednyke: Peancrentnoctra Moxke Ja 6be npHuHHEHa OT NoBulliaBaHe Ha Gpos Ha
eIyKCHUTE MOMNH B KneThyHaTa MeMOpana. ToBa ce OTHAacs caMo 3a MakpoaMam ¢ 14- u
15-uneHHH nprcTeHn (Taka HapeyeHUs M-deHoTumn).

- [lpoMsHa B TapreTHata CTpyKkTypa: AQHHHTETHT KbM PHGO3OMHHTE MECTA Ha CBBP3BaHeE
HaMansBea 4pe3 MeTwiHpane Ha 238 pPHK, npHYHHABALIO PE3NCTEHTHOCT KbM MAKPOJIUIH
(M), nuHko3amuam (L) u ctpenrrorpamMuHH oT B-rpynara (SB) (Taka HapeueHus
MLSB-denoTHn). MeTnnaznre, NpUIaBaLK PE3HCTEHTHOCT, C& KOAHUPAT OT erm IeHH.
AQUHHTETBT KbM PHOO3OMHHTE MECTa Ha CBbP3BAHE HAMAJIABA H Ype3 MyTalMH B 23S
pPHK TapreTHaTa cTpykTypa WiH 4pe3 MyTauMH B pub030MHHTE NPOTEHHH HA rONAMATA
cybeauHuLa.

- EH3MMHATa HHAKTHBAUMA HA MAKPOJIMIMTE € OT MAITHK KJIHHHYEH HHTEPEC.

[lpu M-eHoTnna ce HabnroaaBa IMhIHA KPLCTOCAHA PE3UCTEHTHOCT MEMRY A3MTPOMHLIMH,
KI1apHTPOMHLIHH, EPUTPOMHLIMH H POKCHTPOMHULMH. MLSB-deHoTHIBT HOKa3Ba nONMBAHKTENHA
KPBCTOCAHA PE3HCTEHTHOCT € KJIMHAAMHLMH M ¢cTpenTorpamud B. C Makponuaa cnupaMunmH ¢
16-uneHeH NPBCTEH Ce NPOABABA YaCTHYHA KPbCTOCAHA PE3UCTCHTHOCT.

ITopaau cnabus nepMuabunuTeT Ha BbHIUHATA MeMGpaHa noseueTo ["paM-OTPHLIATENHH BUAOBE Ca C
MPUCHLIA PEIHCTEHTHOCT KBM MakpOJIHIH.

Kpurepun 3a HHTEpripeTHpaHe NpU N3NWTBAHE HA YYBCTBHTENHOCTTA
Kpurepunte 3a uHrepnpetupane Ha MITK (MMHHMAaNHA NOTHCKAIA KOHLIEHTPaUHS ) NPH U3NHTBAHE

Ha 1y BCTBUTE/IHOCTTA Ca yCTAHOBEHU OT European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 32 a3uTpoMHuLHH H ca W306poeHH Tyk:
https://www.ema.europa.eu/documents/other/minimum

breakpoints en.xlsx
[ipeobaanasaiila npuaoGHTa pe3UCTEHTHOCT

[IpeobnanaBaiara npuaoGHTa pe3UCTEHTHOCT MOJKe J]a Bapupa reorpad)cku W BbB BPEMETO 32
H30paHH BUAOBE M € XENaTe/THO /1a MMa JIOKAIHA HH(POPMALIUA 33 PE3HCTEHTHOCTTA, 0COBEHO npH
NEYCHHE Ha TeKKH uHdekLWH. [Ipy HeobxoauMoCT TpAGBa Ha ce NOTHLPCH eKCIIEPTEH CHBET, KOTATO
NoKajHaTa npeobnanaBauia pe3SHCTEHTHOCT € TaKasa, Ye MoN3aTa OT AHTUMHKPOGHOTO CPeaCTBO npu
MOHE HAKOH BUJIOBE HHOEKLMH € ChMHHTENHA. OcobEHO B CITyyaHTe Ha TEKKH HHbEKLMY WIH
HEYCNELIHO JIcUeHKe, TpPAOBaA 1a ce MOMCKa MUKPOOHOIOrHYHA AHArHO3a ¢ WACHTHOHLMpPaHe Ha
NaToOreHa U onpelensHe Ha HEroBaTa YyBCTBHTETHOCT KbM a3HTPOMHLIMH.

-inhibitory-concentration-mic-

Tabnunua 4: Ilpeobaanasaia npuaoGHTA PE3IUCTEHTHOCT

O6H42iin0 TYBCTBHTE/INH BHAOBE

Aepobru I pam-noaojcumennu MUKpoopzanusmu

Streptococcus pyogenes

Aepobru I'pam-ompuyamesnu MUKpoopzanuimu

Haemophilus influenzae

Legionella pneumophila®

Moraxella catarrhalis
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Anaepobru muxpoopzanuzmu

Peptostreptococcus spp.

Apyzu muxpoopzanusmu
Borrelia burgdorferi

Chlamydia trachomatis®

Chlamydophila pneumoniae®

Chlamydophila psittaci

Mycoplasma pneumoniae®

Bunobe, IpH KOHTO NPHAOGHTATA Pe3HCTEHTHOCT MOXKe JIa € NPob.aem

Aepobnu I'pam-nonodcumennu MUKpoopzanumMu

Staphylococcus aureus*

Staphylococcus epidermidis

Staphylococcus haemolyticus

Staphylococcus hominis

Streptococcus agalactiae

Streptococcus pneumoniae"

CrpenTokokH ot rpynara Viridans

Anaepobru Muxpoopzanuzmu

| Fusobacterium spp.

Prevotella spp.

MHEKpPOOPraHH3IMH ¢ NPHCHINA PE3HCTEHTHOCT

Aepobru I'pam-ompuyamennu MuKpoopzanuzmu

Escherichia coli

Klebsiella spp.

Pseudomonas aeruginosa

°JInnceat akryanu3upaHu JaHuu npu nySauKysaHeTo Ha Tabnuuute. OCHOBHATA JIMTEpATYpa,
Hay1yHnara CTaHAapTHa JIMTEpaTypa U TepaneBTUMHKUTE NPENOPbKU MPEANONAraT YyBCTBUTEHOCT.
"TIOHe eMH pEerMoH NOKa3Ba YECTOTAa Ha PE3UCTEHTHOCT NMO-BHCOKA OT S0 % 3a PE3UCTEHTEH Ha
METHLUHAMH Staphylococcus aureus.

"HyBCTBHTENHHTE KbM NEHHLUWIMH IHAMOBE Ha Streptococcus pneumoniae € Mo-BEPOATHO A4 Ca
YYBCTBHUTC/ITHH KBM a3UTPOMHLHH OTKOJIKOTO PE3HCTEHTHHTE KbM MEHULIMJIMH 1LAMOBE Ha
Streptococcus pneumoniae.

5.2 @apMaKoKHHETHYHH CBOlicTBA

Abcopbuns

[TukoBuTe CepyMHH KOHUEHTpAUHH (Crax) Ha 23HTPOMHLIMH CliE npunoxenue Ha 500 mg nepopannHa
cycnensus (40 mg/mi), 1 000 mg npax 3a nepopansa cycnensus, 500 mg (2 x 250 mg) TabneTkH u

1 000 mg (4 x 250 mg) kancynu npu 3apaBu A06POBOIILM HA TJIAAHO ca CHOTBETHO 0,29: 0,75; 0,34 u
1,07 mg/l. BpeMeTo 20 AOCTHraHe Ha NMKOBH MIA3MEHH KOHUEHTPALMH { Tmax) HA A3UTPOMHULIMH Clle]
NEepopanHo NpHIOKEHHE BapHpa oT 2 0 3 yaca. CpenHata abcomoTHa GUOHANTHYHOCT NMPH 30paBi
robpoBoaLM cnen npueM Ha SO0 mg nepopanna cycnensus u 1 000 mg npax 3a nNnepopanHa CyCrneH3us
B cauie € ¢boTBeTHO 37 % 1 44 % npu npHeM Ha rnaaHo.

EQexThT Ha XpaHaTa BLPXY OTHOCHTEHATA NEPOPaTHa GHOHATHUHOCT Ha a3HTPOMH
nekapcTseHara dopma. Cnen npuioxkenHeto Ha 500 mg nepopanta cycnensus (40
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(2 x 250 mg) nox popmara Ha Kancyyu ¢ borata Ha MA3HUHH XpaHa CIPAMO MPUEM Ha TNaaAHO
CpeAHOTO ChOTHOWEHHE HA Crpax M AUCs24€ 52 % u 43 % no-uucko.

Tabnunua 5 nokaspa cpeaHara croiHocT (SD) Ha papMakOKUMHETHHUHHUTE NapaMeTpy NPH BbIPaCTHU
3paBH JOOPOBONLM clie] CTAHJAPTHH CXEMHW Ha NpWiaraHe Ha TabneTku u KancyJsu.

Tabnuua 5: AUCo.24 ¥ Cinax Ha a3UTPOMHLIMH NPH 3-AHEBHATA U S-AHEBHATA CXEMa Ha TIpWiaraHe B
[IOCJIEAHHA AEH OT NPHIOKEHHETO

Cxema Ha AUC,.24 (ngeh/ml) Conax (ng/ml)
npuaaraHe,
JieKapcTBena popma
3-IHeBHa cXeMa 1,88 (0,96) 0,42 (0,21)
(500 mg aHeBHO),
Tabnerka
5-nHeBHa cxema 0,80 (0,42) 0,18 (0,10)
(500 mg A1, 250 mg
J2 no 15), Tabnerka
5-IHeBHA cxeMa 2,1 (0,6) 0,24 (0,08)
(500 mg 11, 250 mg

J12 no 15), kancyna

Pasnpenenenyie

A3HTPOMMILIHH Ce pa3npenesid B rojisMa cTeneH W 6bp30 OT ny1a3Mara B €KCTpaBacKyJlapHUA
KOMMAPTUMEHT, BKIHOUUTENHO B TbKAHHUTE, KATO CIMBHIIH, 041 Apod M TbKaHH Ha NMOJIOBUTE OPraHH,
KaKTO H B MHTPAUENyIapHHd KOMIAPTHMEHT, NO-CNeLHaIHO B HeyTpodunuTe, Makpodarure 1
MOHOLUMTHTE. PapMaKOKHHETHYHHTE MPOYYBAHUA NMOKA3BAT 3HAYMTEIHO NTO-BUCOKH KOHLIEHTPaUHH Ha
a3UTPOMMLHH B TbKanuTe (A0 50 MbTH MO-BUCOKH OT MakCHMAaJIHATAa KOHLIEHTpalUua, HabnionapaHa B
nna3Mara). ToBa NoKa3Ba €KCTEH3WBHO CBBLP3BAHE ¢ TE3W ThKAaHH, ¢ 0OEM Ha pa3npeaciicHHE B
CTaUMOHAPHO cbeToAHME, BapHupall oT 23 no31 kg dazara Ha npepasnpeneneHue oT
HHTpaUETyNapHHA B eKCTpaUeylapHus KOMNApPTHMEHT B B IU1a3MaTta MoxKe 4a A0BeAe A0 YABIAKEHO
HAaNUYKHEe HA HUCKHM KOHLIEHTPALMH C/E] CUPaHe Ha TCYEHHETO.

A3IHTPOMHLIMH MOKA3BA HHCKA CTENMEH HA CBbP3BaHE C MIa3MEHHTE NMPOTEHHH, rMaBHoO ¢ anda 1-kncen
rMUKOTNIPOTEUH, H CTEMNEHTA Ha CBBP3BAHE HAMANIABA ¢ MIOBHLIABAHE HA KOHLICHTPALIMUTE Ha
aHTHOHOTHKA: 50 %, 23 % n 7 % cBBp3BaHE C NPOTEHHH NPY KOHUEHTpAaLUU ¢boTBeTHO (0,05; 0,1 1

1 mg/l.

buotpancopmaums

A3SHTPOMHLMH ce MeTabonu3npa B MUHHHMANHA CTeneH B YepHua Apod. OCHOBHUAT MbT Ha
ouotpaHchopMaums € N-geMeTHIHpaHe Ha 3axapTta Ae303aMUH. J{pyrure nbTHIIa BKOYBAT O-
JeMeTWIHpaHe, XUAPOAU3a Ha KNaJHHO3aTa (AEKOHIOTHPAHE Ha Ki1aaMHo3aTa (1e30KCH3axap)), H
XHIPOKCHIHpaHe Ha Ae303aMiHa (aMHHO3axap) H MAKPONHARUA MPBCTEH.

Hsama nokasaTtencTsa 3a KIMHWYHO 3HAYHMO MHAYLUHMPAHE WKW HHXUOKpaHe Ha YepHOApOOHHA
uutoxpoM CYP 3A4 upes obpazyBaHeTO Ha LMTOXPOM-META00NHTEH KOMILTEKC. CBLIO Taka He ce
YCTAHOBABA ABTOMHAYLIMPAH MeTaboNMH3bM Ha a3UTPOMMLIMH MO TO3U MbT.

EnxnMuHMpaHe

A3BUTPOMHUHH Ce EIMMHHMPA MMABHO 4pe3 (AKTUBHA) HKThbYHA EKCKPELIMA KaTO HENMPOMEHEHO
JIEKapCTBO, HO CcE eIUMHHHMPA U 110/ hopMaTa Ha MeTaboNUTH, KOMTO He NnpUTexXaBat
aHTHOaKTepHaNHO AeHcTBHE. EKCKpeunsTa B ypUHATa NPEACTABNABA BTOPOCTENICHEH LT Ha
CIIMMHUHHUPAaHE, KaTo no-Manko ot 6 % ot nepopanHa ao3a ¥ okono 20 % ot aekapcTBoTOo, KOeT

eKCKpeLATa BbB deueca B 12 % oT ekckpeunsaTa B ypHHaTa ca noa popMara Ha He
CLEAUHECHHE.

Cnea npunoXXeHUeTo Ha eAMHHYHA 1033 a3sUTpOoMHLIMH 500 mg € u3uncneH nnasme
630 ml/min ¢ TepmMHHAIEH NOJYXKBOT nipubnusuTento 68 yaca. brbpeuHnsT kaup
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B AnanazoHa 100-189 ml/min, 3Ha4UMTEAHO NO-HHCBK OT NJIa3MEHMS KIHPBHC, KAKTO Ce OYaKBa
NOpaaHu OTHOCHTENHO ¢1aboTo yyacTHe Ha 6BOpeyHHs NbT Ha ETHMHHHPAHE.

JInHeHOCT/ HENNHEHHOCT
Cnen nepopaiHo nprAoKeHHE Ha JlekapcTBeHa popMa ¢ HezabaBHO OcBOOOKaBaHE
MPONOPUHOHANHOCT Ha fo3aTa no oTHoleHHe Ha AUCo.24 M Crax € 10Ka3aHa B AManasona ot 250 mg

a0 1 000 mg.

CneunanHy nomynauun

bvbpeuno yepeocoane
(DapMaKOKHHETHKATa Ha a3UTPOMMIIMH € OLlleHeHa NpH 43 Bb3pacThu (Ha BB3pacT 21 10 85 rOQHHH)

C/I€A NEPOPATHOTO NPUIIOKEHHE Ha €IMHUYHA 103a a3UTPoMHLUMH 1,0 g (4 x 250 mg kancynum) npu
yuacTHULM ¢ GFR > 80 mi/min (n = 12), ygactauum ¢ GFR mexay 10 u 80 ml/min (n = 12) n
yyacTHHLMU ¢ GFR < 10 ml/min (n = 19).

DapMakOKHHETHKATA Ha a3HTPOMHLIMH NpH yyacTHHLM ¢ GFR mexry 10 u 80 mI/min ue ce
NORAHABA (CPEAHHTE Crmax B AUCo.120 C€ yBENHYABAT CHOTBETHO C 5,1 % M 4,2%, B cpaBHeHME ¢
yuacTHHUM ¢ GEFR > 80 mI/min). Cpennnre Crax 4 AUCo.120 ce yBenMuaBat crhotBeTHO ¢ 61 % H
35 % npw yuactHHim ¢ GFR < 10 ml B cpasrenue ¢ yuacTauum ¢ GFR > 80 m/min.

Jluncear naHHM 3a NAUHCHTH, IMOUIOKECHHN Ha JHANH3a, HO Nopaau MeXaHN3Ma Ha CIIMMHHHDpaHE Ha
A3HTPOMHIHH € MAJIKO BCPOATHO OTCTPAHABAHETO HA AKTHBHOTO BEILECTBO MpHd AHAJIH3aTa lia €
SHAUNTCITHO,

Yeprnoopobro yapesxcoane

(QapMaKkOKMHETHKATa HA a3MTPOMHLIMH € NPoyUeHa NpH 22 BL3PACTHH Cle]] TIEPOPATHOTO
MPUJICKEHHE HA €AMHHYHA 1033 a3UTPOMHULIMH 500 mg (2 x 250 mg xancynu) NpH y4acTHHLM C
HOpManHa YepHoApobHa (yHkums (n = 6), knac A no Child-Pugh (n = 10) u knac B no Child-Pugh
(n = 6). PapMaKOKHHETHYHHUTE NapaMETPH Ha a3UTPOMHLIMH NPH YYacTHHLH ¢ Knac A u B no Child-
Pugh ca cb0TBeTHO 3 % 11 19 % no-uuckn no otHoweHHe Ha AUCq.ineH 34 % 1 72 % Mo-BHCOKH NO
OTHOLIEHHE HA Cpmax, B CPABHEHHE C YHACTHHLM ¢ HOPMAJIHA YePHOAPOGHA BYHKIHS.

Cmapvecka ev3pacm

ITpu nodposonuy B cTapyuecka BB3pacT (> 65 roAWHH), HA KOMTO € JafieH a3HTPOMULIH 500 mg

(2 x 250 mg kancynu) B aen 1, nocneasano ot 250 mg B AHK ot 2 10 5, Ha rnagHo, AUC,248 Jum |
n 35 e cboTBeTHO 3,0 M 2,7 pgeh/ml. B nen S ca Habmoaasauu 29 % no-Bucoka croitHocT Ha AUC. 24,
8 % no-BHcoka CTORHOCT Ha Crmax M 37,5 % no-BHCOKa CTOMHOCT HA Tpnax B CPaBHEHHE C MO-M/IAH
aobposonus (< 40 roaunm). ThH KaTO TE3W Pa3NUKU HE CE CUHMTAT 33 KITHHHYHO 3HAYMMH, HE Ce
Hanara KOpMrHpaHe Ha f03aTa NpH NAaLKEHTH B CTapyecka Bb3pacT ¢ HOpMaJiHa 6u6peyHa u

yepHoApoOHa ¢yHKLMsI.

IlenuaTpuyna nomynalus

(DapMaKOKHHETUKATA HAa a3MTPOMHLIMH NEPOPATHE CYCNIEH3MS € oxapakrepusMpaHa npH 14 peua Ha
BB3pacT 6 10 15 roaunu ¢ papunruT ¥ npu 7 aeua Ha Bb3pacT | 0O 5 rOAMHH ¢ Bh3NajeHue Ha
cpeaHoTo yxo. [Ipu Te3u ase npoy4BaHUs a3HTPOMMUMH NEPOpasHa CyCrIeH3Hs € MPUIaraHa npH
no3a 10 mg/kg B e 1, nocnenparo or 5 mg/kg B aHu 2 no 5. Criel 5-AHEBHO NeUeHHE CPeaHNTE
crodHocTH Ha AUC,.24 ca cpoTBetHO 3,1 pgeh/ml 1 1,8 pgeh/ml. Cpeanara croiiHoCT Ha Copgx €

0,38 ug/ml, a crorBeTHaTa CTOHHOCT Ha Tax € 2,4 Yaca Npu feLlaTa Ha BH3PACT 6 10 15 roanHY 1
0,22 pg/ml u 1,9 vaca npu aeuara Ha BB3pacT 1 40 5 roannn. CpeanuTe CTOMHOCTH Ha Cumax H AUC,.
24 Ca 1,7 MbTH NO-BUCOKM NpPHU JieLIaTa Ha Bb3pacT 6 10 15 rogHHU B CpaBHEHHME ¢ eLaTa Ha B

| 1o 4 roanum.

@K npw 3-1HeBEH Kypc ¢ a3UTPOMHULIMH NEpopasiHa CycrieH3us nipH 103a 10 mg/k
OLICHEHa CbLIo U npH 16 aeua, Ha 6 meceua a0 10 roauHm, ¢ OakrepuanHH uHpe
AUCo.24 npu 7 neua Ha B3pacT 2 10 4 rogund e 2,90 pgeh/ml, aokaro npu 8-re
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a0 10 roauHy crofinoctTa € 2,08 pgeh/ml. Hucka crofinoct na AUCo.24 0,74 pgeh/ml e
perucTpupaHa caMo NpH €4HO AETE BBB Bb3pacTOBATA I'pyna oT 6-Mecelia 0 2 rOAHHH.

MapMakOKHHETHKATa Ha €AHHHYHA 40338 A3UTPOMMLIMH MPH NeAHATPHUYHH NALHEHTH, Ha KOUTO ca
npunoxeHu 2o3u 30 mg/kg, He € npoyueHa.

5.3 [peaxknHHAYHH A2RHH 32 Ge30DACHOCT

HexnuHHYHHTE JaHHKW Ha 6a3aTa Ha KOHBEHUHOHANHKTE (PapMaKOJOTHYHH NPOYYBAHHA 3a
0€30MacHOCT, MPOYYBAHHA 32 TOKCHYHOCT NPH MHOTOKPATHO NPWIAraHe H FreHOTOKCHYHOCT HE
NOKA3BaT HEXKENAHH peaklid, OUEBHIHO CBbP3aHHU C XOPaTa, KOUTO BCE OLLE He ¢a pasriieRaHH B
apyrs Touku Ha KXIT.

HabnionaeaHa e obaue dpocthonunnaosa (MHTpanenysapHO HaTpynBaHe Ha GocPONUNUAN) B HAKOH
THKaHH Ha MMLLKH, TUTbXOBE K KYYETa, HA KOHTO Ca NMPWIOKEHH MHOTOKPAaTHH A034 a3HTPOMMLIMH,
docgonnnnuaosa e HabnosaBaHa B CXOHa CTENEH B ThKaHH HA HOBOPOAEHH ILTbXOBE H KYYETA.
Hoka3aHo e, ye epekThT € o6paTHM cnea cnMpaHe Ha JIEYEHHUETO ¢ A3UTPOMHLIMH. 3HAYUMOCTTA Ha
Ta3K HaXOJ1Ka 3a XOpaTa KaTo L0 € HEH3BECTHA.

[Ipn npoy4YBaHUATA NPH XKHBOTHH 32 eMOPHOTOKCHYHHU e(EKTH, H3BBPILEHHU 1O YMEPEHO TOKCHYHH 3a
MaiikaTa 2031 (2 10 3 ITLTH NO-BHCOKY OT MAKCHMAJIHATA MTPENOPBEYHTENHA JHEBHA 1034 NPH
Bb3pacTHH (500 mg Ha 6azaTta Ha MnoLUTa Ha TeneCcHaTa NOBBPXHOCT)) He ce HabMoAaBa TepaToreHeH
e(peKT NpA MULIKHK M ruTbXoBe. JlokasaHo e, ue a3MTPOMHLIMH NpeMHHaBa npe3 IiaueHTaTa. [1pyu
IUTEXOBE 103H asuTpoMuLMH 100 u 200 mg/kg TenecHo Terno/aen (2 Ao 3 MbTH No-BUCOKH OT
MaKCHMaIHaTa npenopbunTena no3a 500 mg Ha 6a3arta Ha TUIOLITa HA TENECHATA MMOBBLPXHOCT) BOAAT
A0 neko 3abaBaHe Ha deTanHaTa ocHPUKALIUA M HAANABAHETO Ha TErNO Ha MaiikaTa. Ilpn nepu- U
NOCTHAaTaTHUTE NMPOYUBAHUA TTPH IUTBXOBE c€ Habnroaara neko zabasaHe ciiel JeUeHHe ¢ 4034
asuTpoMulMH 200 mg/kg/nen (3 muTH NO-BHCOKH OT MaKCHMAaJTHAaTa NpenopbyHTeNHa AHEBHA 1034
NpH BL3paCTHH HA 0a3aTa Ha IUIOLITa Ha TEJIECHATa NOBbPXHOCT)

6. PAPMALEBTHYHH JAHHH
6.1 CnHchLK HAa NOMOIMIHHTE BeHIeCTBA:

MukpokpucTanHa nenyno3a
Harpues naypuncyndar
MarsesueB cTeapar

TwuranoB anokcnn (E 171)
HUuanrornn (E 132)
Aenatnn

6.2 HecnhBMECTHMOCTH

Henpunoxumo

6.3 Cpox na roanocr
3 roauHH
6.4 CrnenuajHH yCJIOBHSA HA ChbXPAHEHHE

Ha ce cpxpansea noa 25°C.

6.5 BuaH cBLABPKAHHE HA ONAKOBKATA

6 xancynn B 6nucrep (PVC/PVDC//Al ponno). Enun Gnuctep B kapTOHEHa KyTUS.
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6.6 Cnenmannn npeana3HA MepPKH NPH HIXBLPJaAHE i pabora

Hsama crneniaiiy H3HCKBaHHA 32 U3XBBPJISHE,

7. ITPUTEXATEJI HA PASPEIIIEHUETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5, 2031 GA Haarlem

Huaepnanans

8. HOMEP(A) HA PA3ZPEILIEHHETO 3A YIIOTPEBA

Per. Ne 20000866

9. HOATA HA ITBPBO PABPELHIABAHE/TIOJHOBSIBAHE HA PASPEIIEHMETO 3A

YIIOTPEBA

Jata Ha mpBo paspewapase: 21 FOun 1994 r.,
Hata Ha nocneaHo noaHoesBaHe: 23 ®espyapu 2011 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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