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KPATKA XAPAKTEPI/ICTHKA?HA HPOAYKTA ?/J /¢ *-9092,,2
I.  VME HA JEKAPCTBEHUSI IPOJYKT . 70356 03-1-1m |
SETPYM 200 mg/5 ml npax 3a nepopanHa cycCrneH3us
ZETHRUM 200 mg/5 ml powder for oral suspension

2. KAYECTBEH U KOJIMYMECTBEH CbhCTAB

AKTHBHO BELLECTBO B 5 ml rnepopasiHa cycneHs3us: a3uTpoOMULIMH auxuapar (azithromycin dihydrate), exs.
Ha 200 mg a3uTPOMHLIMH.

[ [lOMOLIIHO BELIECTBO C M3BECTHO JIEUCTBHUE: 3axapo3a.

34 NbJIHKUA CMTUCHK HA MOMOILLIHUTE BELLIECTBA, BUKTE T. 6.1.

3; JIEKAPCTBEHA ®OPMA
[[pax 3a nepopaliHa cycrneHs3ms.

BbHiIeH BHA: npaxooOpa3Ha cmec ¢ 051 40 nouTH OsJ1 UBST, KOSTO C€ CMECBa C BO/1a J10 NoJiyvyaBaHe Ha
XOMOTreHHa Os1a 10 noyTH 0s/1a CyCreH3us ¢ SrojoB apoMart M JIeK MUpUC Ha DaHaH.

4. KJUHUYHHU JAHHH
4.1. TepaneBTHYHH NOKA3aAHHS

3ETPYM e noka3saH 3a neyeHue Ha ciieHute uHbekumnu (Bx. Touka 4.4 u 5.1):

[leqnaTpyyHy NaMEHTH Ha Bb3pacT 6 Mecella U no-rosiemMu ¢ Terio noja 45 kg

- OCTBp CTPENTOKOKOB TOH3UIHUT U (DAPHHTHT

- OcTbp OAKTEPHANIEH CHHYHUT

- OcTbp OaKTEpHAIEH OTUT HA CPEIHOTO YXO

- [lneBMoOHuMs, npuaoduTa B oduiecrsoro (I1110)

- Ocrtpu OakTepyanHu MH(pEKMHU Ha KOYKATa W MOJAKOKHATA ThKaH

- Epurema Murpasc (paHeH snokaiu3dpan craaui Ha Jlaiimcka Gosecr)
- llapoaoHTaneH abcuec M NnapoaOHTHT

Bb3pacTHW M FOHOLUK € TerJ10 HaW-MaJIko 45 Kg. KOMTO HE MOraT /la IbJITAT TBLP/IX JIEKAPCTBEHH (DOPMH:

OcCBeH NoKa3aHuATa, MOCOUYEHH MO-rope, TO3H JIEKAPCTBEH MPOAYKT € MOKA3aH W 3a JICYEHHUETO Ha:

- Yperpur U uepBuUMT, npeausBukan ot Chlamydia trachomatis

= YPETPHUT W UEPBULIMT, NPEAU3BUKAHU OT Neisseria gonorrhoeae, B KOMOMHALIMSA C APYrO MOAXOASLILO
aHTHOAKTEPHAJIHO CPeACTBO (HANp. LeTPHAKCOH)

= XPOHHYEH NpocTaTtuT, npeausBukan ot Chlamydia trachomatis

- Mek lWwaHKbp




- JluceMuHupana nHdekuna, npean3sikada ot Mycobacterium avium xommnekce (Disseminated
Mycobacterium avium complex, DMAC) npHu xopa, xneeeuid ¢ HIV undekuns B HanpeaHan crtaauu,
B KOMOKHanuA ¢ eTaMOyTON

- [lpodmnakruka Ha nHpexkuus, npeanssukana ot Mycobacterium avium xommnekc (MAC) npu xopa,
xupeelnn ¢ HIV, ¢ HeA0CTATBYHO UMYHHO Bb3CTAHOBIBAHE

- Bub3pacThHu MaliMEHTH C oCcTpa eKk3auecpOalusa Ha XpoHUYEH OPOHXHUT MNH ¢ Ta30Ba Bb3NaNHTEIHA
OonecT, npu rocieaHaTa BUHaru B KOMOWHalKMs ¢ Apyro(K) noaxoaaino(u) antubakTepuanHo(u)
cpeacTso(a) (Hanp. METPOHWAA30N).

Tpabea na ce uma npeaeua oPHIIHANHOTO PHKOBOACTRO 3a NPaBuIHA ynoTpeba Ha aHTHOaKTepHAIHH
CpeacTBa.

4.2, JIo3HpPOBKA H HAYHH HA NPHIOKEHHE

J103UpOoRKa

Heduampuunu nayuenmu Ha 6u3pacm 6 meceya u no-20nemu ¢ meano noo 45 kg

A3WTPOMHLIMH TPsOBa Aa ce NpHiara Kato €AWHHYHA AHEBHA 103a (BX. Tabnanua 1).
Tabnuua 1: [Ipenopbky 3a QO3MpaHe NPU NEAUATPAYHH NAUMEHTH HAa Bb3PacT 6 Mecela U MO-ToJIEMU ¢

rerno nox 45 kg
[lokazaHue Cxema Ha npunaraHe Ha a3UTPOMHLIUH

Octp OakTepHalieH CUHYUT

[IHeBMoOHMKA, npuaodOUTa B 10 mg/kg/neH 3a 3 gHH

oblecTBOTO WK

Octpu 6akTepHasHi 10 mg/kg B aen 1, nocneasaHo ot S mg/kg/nen B AHM 2-5
MH(EKLMHK Ha KOXkKaTa H

MOAKOXHATA ThbKaH

[lapopoHTaneH abcuec u

NapoOJOHTHT
OcTtbp DakTepUaneH OTHT Ha €IWHHYHA 1032
CPEeaHOTO YXO 30 mg/kg uam

10 mg/kg/neH 3a 3 AHH

WiH

10 mg/kg B gen 1, nocneasano ot 5 mg/kg/nen B AHM 2-5
OcCTbp CTPENTOKOKOB 20 mg/kg/neH 3a 3 AHM
TOH3WUIANT KU QapUHIUT WK

12 mg/kg/neH 3a 5 gHu
Eputema MurpaHc (paHeH 20 mg/Kg BeaAHDBXK AHEBHO Npe3 MbLPBHUA ACH, NOCIEABAHO OT
JNOKaM3UpaH CTaaUMH Ha eaAMHH4Ha fo3a 10 mg/kg B Ann 2 go 10

Jlaitmcka GonecT)

Tpabpa na ce 0OMUCAAT CXEMHUTE Ha JieueHHe, JO3UTE U NMPOABILDKUTENHOCTTA Ha ACUEHUETO, KaKTO
C€ NpenopbYsa B aKTyaJW3HpaHHTE PLKOBOACTBA 3a JICUEHHUE MPH BCAKO NOKA3aHUE.

JHeBHATa 103a a3UTPOMUUMH HE TpabBa na HajBHIaBa JHERHATA 1034 3a Bb3pacTHH 500 mg, ¢
M3KNIOYEHHE Ha |-THEBHHUS KYpC Ha JieyeHHe (¢AUHUMYHa 1033) NPH OCThp OakTepUalieH OTHT Ha CPeaHOTO
yX0, MPH KOHTO He TpaOBa Oa ¢e HaaBULIaBa MakcuManHara obwa nosza 1 500 mg. MakchMmanHarta




M3KJIIOYEHHUE HA 5-IHEBHATA CXEMa NPH OCTbP CTPENTOKOKOB TOHIWIUT H GAPHHIHT U NIPH epHTEMA
MHIpaHc (paHeH JoKaausupaHd craani Ha Jlaiimcka 6onect). Buxre Tabnuua 2.

Tabauua 2: MakCHMalHH NPENOPbYUTENHH AHEBHH A03H A3MTPOMULIMH CIIOPEA CXEMaTa Ha NPHIAraHe

Tenecuo MakcHMa1HA NPEeNnopbLYHTEIHA AHEBHA 1038 A3HTPOMHLMH
Terno (kg) | S mg/kg 10 mg/kg 12 mg/kg 20 mg/kg 30 mg/kg
(5-nHeBHa | {3-1HeBHA cxema WIH (S-nHeBHa cxeMa | (3-1HeBHA cxeMma (cxema c
cxema, IHM | 5-AHeBHA cxema, AeH 1 CTPENTOKOKOB CTPENTOKOKOB eOIHHHYHA 1034
2 00 3J) 10-1HEBHA CXeMa, AHM GApHHrOTOH3UIUT | PAPUHTOTOHIUNHT, OCTBLP OTHT Ha
2 no 10 epurema Murpasc) 10-qHeBHA cxeMa, aeH 1 | cpeaHoTo yXo)
epUTEMa MUIPAHC)
7 35 mg 70 mg 84 mg 140 mg 210 mg
8 40 mg 80 mg 96 mg 160 mg 240 mg
9 45 mg 90 mg 108 mg 180 mg 270 mg
0 30 mg 100 mg 120 mg 200 mg 300 mg
l 33 mg 110 mg 132 mg 220 mg 330 mg
2 60 mg 120 mg 144 mg 240 mg 360 mg
3 65 mg 30 mg i56 mg 260 mg 390 mg
14 70 mg 40 mg 168 mg 280 mg 420 mg
15 15 mg 30 mg 180 mg 300 mg 450 mg
6-25 100 mg 200 mg 250 mg 400 mg 600 mg
26-35 150 mg 300 mg 350 mg 500 mg# 900 mg
36 -<45 | 200 mg 400 mg 450 mg 500 mg# 1 200 mg

# J1a He ce HaJIBMIaBa JHEBHATa 1032 3a Bb3pacTHH 500 mg,

ObembT, KOHTO TpabBa Aa ce NpuIoXKH, 3a J1a Ce MOJIy4aT FOPHUTE J03M, € nokazaH B Tabnuua 3.

Tabnuua 3: [penopbku 3a npunaraHe Ha MaKCHMAaJIHaTa JHEBHA 1033 H ChOTBETHUTE OOEMH OT
nepopajiHara cycnensus (40 mg/ml) npu neaMaTpuyHd NalMEHTH HA BB3PAcT 6 Meceua M No-roaeMy ¢
Terno noa 45 kg

TenecHo MakcHManHa AHEBHA 1033 a3HTPOMHIIHK
rerio (kg) 5 mg/kg 10mg/kg | 12mg/kg 20 mg/kg 30 mg/kg
7 1,00 ml 1,75 ml (70 mg)* | 2,25 ml 3,50 mi 5,25 mi
(40 mg)+* | (90 mg)++ (140 mg) (210 mg)
8 1,00 ml (40 mg)* | 2,00 ml (80 mg)* | 2,50 ml 4,00 ml 6,00 ml
(100 mg)++ (160 mg) (240 mg)
9 1,25 ml 225ml(90mg} | 2,75 ml 4.50 mi 6,75 ml
(50 mg)+* (110 mg)++ (180 mg) (270 mg)
10 1,25 ml (50 mg)* | 2,50 ml (100 mg) | 3,00 ml (120 mg) | 5,00 ml { 7,50 ml
(200 mg) (300 mg)
11 1,50 ml 2,75ml (110 mg) { 3,25 ml 5,50 ml 8,25 ml
(60 mg)+* (130 mg)++ (220 mg) (330 mg)
12 1,50 ml (60 mg)* | 3,00 ml (120 mg) | 3,75 ml 6,00 ml 9,00 ml
| (150 mg)++ (240 mg) (360 mg)
13 1,75 ml 3,25 mi (130 mg) | 4,00 mi 6,50 m] 9,75 ml
(70 mg)+* (160 mg)++ (260 mg) (390 mg)
14 1,75 ml (70 mg)* | 3,50 ml (140 mg) | 4,25 ml 7,00 ml 10,50 ml
(170 mg)++ (280 mg) : (420 mg)
15 2,00 ml 3,75 ml (150 mg) | 4,50 m1 (180 mg) | 7,50 ml 11,25 ml
(80 mg)+* ) (B300mg) (450 mg)
16-25 2,50 ml (100 mg) | 5,00 ml (200 mg) | 6,25 ml (250 mg) | 10,00 mi 15,00 mi
{400 mg)




26-35 3,75 ml (150 mg) | 7,50 m]1 (300 mg) | 8.75 ml (350 mg) | 12,50 ml 22,50 ml
(500 mg)# (900 mg)

36- <45 5,00 mit (200 mg) | 10,00 ml 11,25 ml 12,50 ml 30,00 m]
(400mg) . | (450 mg) | (500 mg)# (1200 mg)

" nosa 5 mg/kg: npenopwuMTennure gosv ca 0,875 ml (35 mg), 1,125 ml (45 mg), 1,375 ml (55 mg),
1,625 ml (65 mg) u 1,875 ml (75 mg). Te3u cTOWHOCTH ca 3aKpbIieHH, 3a a Ce NONYYH MOAXOAALA A034,
KOATO A4 ObAe NPHIOKEHA.

12 mg/kg: npenopruntennute ao3u ca 2,10 ml (84 mg), 2,40 ml (96 mg), 2,70 ml (108 mg), 3,30 ml
(132 mg), 3,60 ml (144 mg), 3,9 ml (156 mg) u 4,2 ml (168 mg). Te3u cToliHOCTH ¢a 3aKpBIIEHH, 3a [a ce
MOAYYH NOAXOAALLA 1032, KOATO Aa Obje nmpuioxeHa.

* azuTpomuurH 20 mg/ml (100 mg/5 ml) npax 3a nepopanHa cycneHs3Ha e Hal-noaAXoAALl 3a NeYeHHe Ha
TAKMBA NaLUEeHTH.

* Ia He ce HaJBMLIABA AHEBHATA 1034 32 Bb3pacTHH S00 mg.

Buvspacmru u onowiu ¢ meano nai-manko 435 kg, xoumo He Mozam 0a zbamam meéwpou AeKapcmseHu
dhopmu

A3BUTPOMHLIUH TpAOBa [a ce MpHara KaTo eIMHUYHA IHEeBHa 103a (B, Tabavua 4).

Tabsinua 4: llpenopbky 3a N03MpaHe NPY BB3PACTHH U KOHOLUH C TErjIo Hak-manko 45 kg, KOUTO He Morar
Ja rbJITar TBbPAH NEKAPCTBEHH (POPMH

[loka3zaHue (CXeMa Ha npujiaraHe Ha a3HTPOMMLIMH
OCTbp CTPENTOKOKOB TOH3WINT U (hapUHTUT

OcTtbp OakTepUaneH CUHYUT
500 mg/neH 3a 3 AHM
OcTbp baKkTepHaieH OTUT Ha CPEAHOTO YXO
HJIH

OcTpu ex3auepbauunm Ha XpoHUUEH OpOHXUT*
500 mg B neH 1, nocneneado or 250 mg/nex B

IlHesmoHUA, npHaobuTa B 0becTsOTO” AHU 2-5

Octpu Bakrepuantu uHdpeKUHH Ha KOXKaTa H
MOAKOXHATA ThbKaH

[lapoaouTtaneH abcuec ¥ NapoAOHTHUT
Epnrema murpanc (patet nokanusupad craguii| 1 000 mg B aeu 1, nocneasano ot 500 mg/neH B
Ha JlaiMmcka BonecT) AHH 2-10

Y peTpUT K LUEPBHLIHT, NPEIHIBHKAH OT 1 000 mg kaTo eaMHUyHa 1032
Chlamydia trachomatis

YPDETPHT U UEPBULIMT, NTPEAU3BHKAHH OT 1 000 mg nnu 2 000 mg* karo eguHHUHA AO3a
Neisseria gonorrhoeae, B KOMOWHAUUA C
APYro NOAXOAALILO aHTHOAKTEpPHATTHO
CpPeACTBO (Hanp. UePTPUAKCOH)

XPpOHHUEH NPOCTAaTUT, NPEAH3BHKAH OT 300 mg/nen B 3 nocnenoBaTeNHH AHH CEAMUUHO,
Chlamydia trachomatis 33 3 CEAMHLH
(obia nosa: 4 500 mg)

Mek WwaHKbp 1 000 mg kaTo eAHHUUHA 1032




JleyeHue Ha AMceMUHHUpaHa HHpEKUMS, 600 mg BeaAHBX AHEBHO
npeausBuxkana ot Mycobacterium avium
komnaeke (Disseminated Mycobacterium avium
complex, DMAC) npn xopa, ;xuBeewum ¢ HIV
HHQEKUHS B HanNpeaAHa) cTaduit (B kKoMOHHaLMs
¢ etamOyTon)

[TpodunaxkTuka Ha UHPeKLUA, | 200 mg BeAHBK CEAMHYHO
npeaussukaHa ot Mycobacterium avium
kommnekec (MAC), npu xopa, XXUBeeLly ¢
HIV, ¢ HEROCTATHYHO HMYHHO

Bb3CTaHOBABAHE
TasoBa Bb3nanuTenHa donecT B CaMo npu npeMHHABaHe KbM fiepopaeH
KoMOHHaLua ¢ apyro(H) noaxoaswo(u) MPHEM CJied HHTPABEHO3HO NPHITIOKEHHUE, aKO €
aHTHOakTepuanHo(1) cpeacTeo(a) (Hamp. KITHHUYHO MOKAa3aHo:

METPOHKHAA300)*"

250 mg BeaHBXK IHEBHO 3a 3aBbLPUIBAHE Ha
7-AHEBEH KYpPC Ha NeyeHue

* 3a JleueHHe CaMO Ha Bb3PacTHH

" pY BB3pacTHH MEPOPATHOTO JleHEHHE MOXKE 1a GbJie IPOBEAEHO H CJIEN HHTPABEHO3HO NEUEHHUE,
aKO € KJIHHHYHO N0Ka3aHO 3aBbpLIBAHETO HAa 00wo 7- Ao 10-aHeBeH Kypc Ha neyeHue (3a
noapoOHocTH BrkTe KpaTtkaTa xapakrepHcTHKa Ha NPOAYKTa Ha HHTPaBEHO3HHUTE POPMH Ha
A3UTPOMHULIUH)
' mepopaseH asuTPOMULIMH He TpAOBa [a ce W3NO/3Ba NPU HAYAJTHOTO JIEYEHHE HA TA30BA
Bb3nanuTeaHa donect (3a noapobHocTyH BkTe KpaTkaTta XapaKTepucTHKa Ha NPOAYKTa Ha
WHTPABEHO3HUTE (POPMH HA a3UTPOMHUIIHH).

Tpabea xa ce OOMUTAAT CXEMUTE Ha NleUeHHE, O3IUTE H NPOALIKHTEHOCTTA HA JEYEHHETO, KAKTO
Ce MpenopbUBa B aKTYaATH3HPAHHUTE PBKOBOACTBA 3a JIeUeHUE MPH BCIKO NOKA3aHUE.

ITIponycuama ooza

AKO ca usmuHain |2 4yaca UAM MO-MaNKO OT NPOMYCHATATA [03a, NMALMEHTLT TpAGBa Aa Obae
NOCHLBETBAH 12 4 NMPHEME Bb3MOXKHO Hal-CKOPO H Clie[ TOBa /a B3eMe clieABallara 103a B 00uuaiiHoTO
Bpeme 1o rpaguk. AKO ¢a H3MUHAIH noeeve OT 12 yaca oT oBuualiHOTO BpemMe 3a NpUeM Ha A03aTa,
nauuMeHTsT TPAOBa Aa ObAE NOCHLBETBAH Aa M34aKa A0 cleaBallara qo3a fo rpaduk.

CneuHaiHK NMOnyaalHu

bvopeuno yapescoane
He ce Hanara kopurupasde Ha aosata npu naudeHTH ¢ GFR > 10 mi/min. INMpyn naumenTu ¢ GFR
< 10 ml/min a3uTpoMuumnH Tpabea aa ce npuiara ¢ NOBKILEHO BHHMaHHE (BXK. To4ka 5.2).

Yeproopobro yepexcoane

He ce nanara kopurupane Ha nosata npu nauueHTH ¢ aeka (knac A no Child-Pugh) unn ymepena
cTeneH Ha uYepHOApoOHO yBpexaane (kiac B no Child-Pugh) (Bx. Ttouka 5.2). Jluncear gaHHM npH
NauMeHTH ¢ TeXKKa cTeneH Ha uepHoApoOHO yepexaaHe (knac C mo Child-Pugh). Cnenosatenno
a3INTPOMUILMH TPsAOBA Aa Ce npuJara ¢ NOBULIEHO BHUMAHHUE NPU TAKUBA MAUMEHTH (BXK. TouKa 4.4).

Cmapuecka evipacm
He ce Hanara kopurupaHe Ha 103aTa Npy NaUMEHTH B CTapyecKa BbapacT (Bxk. Touka 5.2). Twii KaTo npw
NALHEHTUTE B CTAPY4ECKa Bb3PACT UMA NO-TOJIAMA BEPOATHOCT 1A Bb3HHKHAT MpoapyTMUU




Ce MNpenoppyusa Aa €€ NoAxoxaa OcoDEeHO BHMMATENHO MOpPaaHd PHCKa OT pa3sBHTHE HA CbPACYHH
apuTMHH W torsade de pointes (ex. Touka 4.4).

[leavarpryHa nonynawus
be30MacHOCTTa ¥ €PUKAaCHOCTTA HA A3WTPOMMLIMH HE Ca YCTAHOBEHM MMPH JIELla Ha Bb3pacT noj 6 Meceua
32 HUKOE OT noxKazaHusTa, HabpoeHu B Todka 4.1,

bezonacHocTTa W epukacHocTTa Ha 3ETPYM 3a neyeHue Ha MOMUYETa B KOHOLIECK Bb3pacT ¢ Ta30Ba
Bb3nanuTenHa 00NECT HE €A YCTAHOBEHH.

Hsama cvoTeeTHa ynotpeba Ha 3ETPYM 3a neuenue Ha ocTpu ek3auepGaunu Ha XpoHHYEH GPOHXHMT
Npyu NegUaTpUHHK NaUUEeHTH.

beionacnoctra u edukacHoctra Ha 3ETPYM npu npesedHums wWau jedeHue Ha WHGEKLHUM C
Mycobacterium qvium KOMIUTEKC NIPY NEAHATPUYHH NALMEHTH HA < 12 rOAMHH HE Ca YCTAHOBEHH.

HauMH Ha NpUNoXKEHHE

3a nepopanHo NMpUICKEHHUE CE] peKOHCTHTYHpaHe. ToyHaTa 1032 ce U3MEpPBa ¢ MOMOLITA Ha
CMPHHLIOBKATA 32 NepOPaiHO N03HpaHE, NMPHAOKEHA KbM onakoskara. Jlozata Tpabea ja ce onpeaens
BB3MOXKHO H2H-TOYHO, KATO C€ M3MO/I3BA NPUIOKEHATA B OMAKOBKATA CIPUHLIOBKA 3a NEPOPATHO
nosupade ot 5 ml. CnpuHuoBKkara e rpagyvpaHa Ha aenexus or 0,5 ml, koeto ocurypsea 20 mg
a3UTPOMHMLIMH Ha BCAKO JE/ICHUE.

[lpu pekoHCTHTYHpaHe CbOTBETHHAT 00em Boja TpsbBa na ce gobapu B OyTWIKaTa C rpaHyaWTE C
NOMOLITA Ha CNPUHLOBKATA 33 NEpopanHH (GOpMH (IOCTABEHA B KyTHATA), JOKATO CE MOJYYH XOMOreHHa
CYCMNEH3MUA.

[IpaxbT 3a nepopanna cycneHsus TpsOBa Aa ce NPHeMa KaTo eIMHUYHA JHEBHA A03a ChC WIIH Oe3

XpaHa. IlpunoxeHnreTo HENOCPECTBEHO NPENH XpaHEeHE MOXKe Ja noo6pH CTOMALIHO-YPEBHATA
MOHOCHMOCT.

[launeHTuTe TpsGBa na ObaaT ChBETBaHY Aa paskiawar OYTHIKATA ¢ PEKOHCTUTYMPaHATa nepopaHa
CYCNEeH3us Npeauy BCAKA HOBA J103a.

3a yKa3aHus OTHOCHO PEKOHCTHTYUPAHETO Ha NEKAPCTREHHS NPOAYKT NPEIH NPUAOKEHHE BHHKTE
TO4YKa 6.0.

4.3. IIporuBonokazanHus

CBPBbX4YYBCTBHTEHOCT KbM AKTHBHOTO BELUECTBO, EPHTPOMHULIMH MAH APYT MAKPOIUAEH aHTHOHOTHK,
WIH KbM HAKOE OT MOMOLIHHUTE BELUECTBA, H30pOEHH B ToUKa 6. 1.

4.4, CrnenHajHH npeaynpexIeHHst ¥ NPeANASHA MEPKH NPH ynorpeba

[loTeHuKnan 3a pe3ucTeHTHOCT
A3BUTPOMHUMH MOX€ Ja OnaronpuaTcTBa pa3sBUTHETO HA PEIUCTEHTHOCT MOPajM CBbP3aHHTE
ABArOTPaHHYU W MOHWXKABALIUKW C€ HHBA B IM71a3MaTa U THKAHUTE Cle/ Kpas Ha JIeYeHHeTO (BxK. Touka 5.2.)




KaTO €€ HMa NnpE€aABUA JIOKANHATA npeoﬁﬂa,nasama PC3HCTCHTHOCT H KOraTto npeanoyruTaHUTEe CXEMH Ha
JCHCHHC HE €4 NMOKAa3aHU,

TexKH KOXKHH peakUMH W PeakLMHY HA CBPbXYYBCTBUTENHOCT

B1B Bph3Ka ¢ ieueHne ¢ a3UTPOMHLIMH ce ChoOLIABA 33 PEKU CEPHO3HU ANEPTHUHH PeaKkLHH,
BKJIIOUHTENHO aHMHOEAEM H aHaunakcua (PAAKO NEeTaNHA), TEKKH KOXKHH HEKENaHH peaKilinu (severe
cutaneous adverse reactions, SCAR), siunountenso cunapom Ha Stevens-Johnson (Stevens-Johnson
syndrome, SJS), TokcuuHa enuaepmanta Hekponusa (toxic epidermal necrolysis, TEN), nekapcTpena
peaKuus ¢ €O3HHOPUNKA H CHCTEeMHH cuMnTOMM (drug reaction with eosinophilia and systemic
symptoms, DRESS), octpa reHepaausnpana exszanteMartosHa nmycrynosa (acute generalised
exanthematous pustulosis, AGEP), kouTo Morar aa 6b4aT )KHBOTO3aCTPALIABALIH WM JETATHH (BXK.
Touka 4.8). [lpu npeanucsanero naupeHTure TpadBa aa ObaaT HHGOPMHUPAHH 3a NMPU3HALMTE U
CHUMITTOMUTE K BHUMATEITHO MPOCAEAABAHH 3a KOXKHM peaklMu. HaKou oT Te3u peakumH rnpH nevexue ¢
a3UTPOMHLIUH BOJAT A0 PELIMAHBHPALLNA CHMITTOMH M Hallarat no-Ibiabr NepHo Ha HAGIOAEHHE H
neyeHue. [pn Bb3HHKBaHE HA ajlepruvHa peakLUus IeYEeHHETO C a3UTPOMULIMH TpAOBa 1a e
NPpeyCTAaHOBEHO W TPAOBA Aa Ce HAa3HAaYM MoAXoasLLa Tepanus. Jlekapure TpaOBa aa 3HaAT, Ye MOXKe Ja
HMa NOBTOpPHA NOABA HA ANEPrUUHUTE CHMITTOMH TIPH NPEYCTAHOBABAHE HA CHMIITOMATHYHATA TEparnus.

Y avxaBane Ha QT uHTepBasia

Y abakena cbpaedHa penonapusanna 0 QT uHTepBan, BKIIOYUTENHO PHCK OT PAa3BHTHE Ha ChpAeYHa

apuTMus U torsades de pointes, ca HaGIOAABaHH NPH JIEYUSHHETO ¢ APYTH MAKPOIMAH, BKAOYHTETHO

a3UTPOMHLHH (BxkK. TOUKA 4.8.) 3aTOBa, THil KATO CAEAHUTE CUTYaUHH MOXE [1a JOBEAAT AO MOBMLIIEH

PUCK OT BEHTPHKYNApHH apUTMHK (BKJIIOYHTENHO torsade de pointes), KOWTO MOrar aa JOBeAaT A0

CbPAEYCH apecT, a3UTPOMHLMH TpsAbBa na ce npunara ¢ NOBHUIEHO BHUMAHHE NPH MALMEHTH ¢ TEKYLUM

NPOapUTMHUYHH CBHCTOAHHA (OCOOEHO JKEHH U NALMEHTH B CTAPYECKa BH3PacT), KaTo:

* MNAalKCHTH C BPOACHO UNH JOKYMEHTHPAHO yab/kaBaHe Ha QT unTepBana

* NAalMEHTH Ha TEKYWIO NICHEHUE C IPYrH aKTHBHU BELUECTBA, 32 KOMTO € H3BECTHO, Ye yab/okasaT QT
HHTepBana (BxK. Touka 4.5)

* MALKCHTH C €NEKTPONTUTEH AncbanaHc, 0co0eHO B Cly4au Ha XMNOKATUEMHS H XMIIOMarHe3neMus

* MalUHCHTH C KNTWHKWYHO 3Ha4MMa Opaaukapaus, CbpACYHa APUTMUA WIIH TEXKKA ChpIevHA
HEAOCTATbYHOCT

* TMAlHCHTH B CTapyecka Bb3pacT: [launeHTHTE B CTapuecka Bb3pacT MOXKE 714 ¢a NO-NOAATIHBY Ha
CBbLP3aHHTE C JiekapcTBOTO edekTH BupXxy QT HHTEpBana:

XenaroToKCHYHOCT

Tb# KaTo YepHHUAT Apo6 € OCHOBHMA NBT Ha ENMMUHHPAHE HA A3UTPOMHLIMH, A3UTPOMHLIMH TpAGBa 1a
Ce rpujlara BHUMAaTEMHO NMPH NalHEHTH CbC 3HAYUMO YepHOAPOoOHO 3abongasane. MMa crobulieHus 3a
Cly4aH Ha QY/IMHHAHTEH XENaTUT, MOTEHUHATHO BOJELL 4O XXHBOTO3acTpallapalla YepHoaApoOHa
HENOCTATBYHOCT, NMPH JieHeHHe C a3UTPOMHLHMH. [Ipyu neveHne ¢ a3UTPOMHLMH Ce CLODLIABA CHLUO M 33
XEMAaTHT, XONECTATHYHA XBITEHHLIA, YEPHOAPOOHA HEKPO3a M YEPHOAPOOHA HEROCTATHYHOCT, HAKOH OT
KOUTO BOAAT A0 HACTbNIBAHE HA CMBPT (BXK. Touka 4.8). Hakou nauneHTH MoXxe na ca uManu
NPEAIIECTBALIO YEPHOAPOOHO 3ab0NaBaHe UM Aa ca MPUEMANTH APYTH XENaTOTOKCHYHH JIEKAPCTBEHY
npoaykTH. IlauneHTrTe Tpsabea na 6bAAT ChBETBAHW Aa CIIPAT NMPUIOKEHHETO HA A3UTPOMHLIMH U A2 ce
CBBPXKAT C TEXHUA NEKap NPH Pa3BUTHE HA NMPHU3HALIM H CHMITTOMH Ha 4epHOAPOOHA ANChYHKUMA, KATO
Obp30 pa3sBUTHE HAa ACTEHHUSA, CBbP3aHa C XbJATEHHLA, ThMHA YPHHA, CKJIOHHOCT KbM KbpPBEHE WK
uepHoApoOHa enuedanonaTvs. B Takusa cnyyau BeaHara Tpa6Ba 1a ¢e W3BbpLIAT U3CIEABAHHA HA
YEPHOAPOOHUTE DYHKLMOHAIHW NTOKA3ATEH.

Hnapus, cebpiana ¢ Clostridioides difficile (CDAD), nceBioMeMBpaHO3eH KONUT
Hma cbhobuenns 3a CDAD u nceBnomeMOpaHo3eH KONUT TIPH IEYEHHE ¢ a3UTPOMHLIKH
MOXE J1a BapHupa OT JIeKa AHapHA 10 neTalicH KONUT (BxK. Touka 4.8). CDAD u ncesaomo!




TpaOBa na ce UMAT NPEABHA NPH NALMEHTH, KOUTO UMAT AHAPUA MO BPEME HA WK CJIE/| IPUIOKEHHETO Ha
a3uTpoMHUMH. TpsaOBa na ce 0OMHCIIH NpeycTaHOBABaHE HAa TEPANMATA C A3UTPOMHULIMH U TIPEATIPUEMAHE
Ha NOAABPXKALUK MEPKH 32e1HO C MPHJIOKEHHETO Ha cneuuduuHo neyeHue 3a C. Difficile. He tpsbBa na
CE AaBaT JIEKAPCTBEHH NPOAYKTH, KOUTO HHXUOHPAT NEepUCTANTHKATA.

HUudekuun, npeaaBaHy no NnoJoB NbT

Muoro BeposTHo € Neisseria gonorrhoeae 1a € pe3MCTEHTHA Ha MAKPOJUIH, BIIIIOYUTENHO azannuia
a3MTPOMHLIMH (BK. Touka 5.1). CnenoBarenHo asMTPOMHULMH He ce NpenopbuBa 3a NEUeHUE Ha
HEYC/I0XKHEHA FOHOPES H Ta30Ba BL3NAJIHTEIHA DONECT, OCBEH aKO 1abopaTOPHUTE PE3YNTATH HE
NOTBBLP2IABAT 1yBCTBHTENHOCTTA HA MUKPOOPraHH3Ma KbM a3UTPOMULMH. AKO OCTaHE HENEeKYBaHO
HNK € NeKyBaHO CyBONTHMaNHO, ToBa 3ab0nABaHe MOXE Ja JOBeIE 0 NMOABA HA KbCHH YCIAMKHEHHS,
KaTo HH(EPTUINUTET U eKTONHYHA OPEMEHHOCT.

OcBeH ToBa, ako ¢ce 0OOMHCIA NPpUaraHe Ha eJMHHYHA J03a a3UTPOMHIIMH 32 JICYEHHE Ha YPETPHT U
LIEPBHLIUT, Npeau3Bukanu ot N, gonorrhoeae vnu C. trachomatis (BX. Touka 4.2), Tpabea na ce
M3K/TIIOUM CHITHTCTBALLA yporeHuTanHa undekuus ¢ Mycoplasma genitalium nopaay BHCOKHS PHCK OT
NOSIBA HA PE3MCTEHTHOCT B TO3H MUKPOOPTaHHIbM.

I1pu TOBa TpsOBa Na ce U3KIIOYHM CHITLTCTRALIA HHEKLMUA, TPeU3BHKAHA OT Treponema pallidum, Thik
KaTO B HHKYOAUHOHHHA NEPHOR CUMNTOMMUTE Ha CHPHIKC MoraT Aa 6bAaT MaCKMpaHW W ToBa 1a 3abaBu
NOCTaBAHETO HA JUArHo3a.

[Tpu BCHUKKM NAUMEHTH C YPOTEHUTANHY NH(PEKLMK, MPEeAaBAHH 110 NOJOB MbT, TPAOBA 14 CE 3aNOUHE
NPOBEXKAAHETO Ha MOAX0AALLA aHTUDaKTepHanHa Tepanus H MUKPOOHOIOrHYHIK WM3CIEABaHHUS 32
npocneaaBaHe.

MHACTEHUS rpaBMC
Mima chobluennd 3a o6oCcTpAHE HA CUMNITOMKWTE HA MMACTEHHS TPABHC W HOBA NMOSBA HA MMACTEHEH
CHHAPOM NPH NALUMEHTH, MNOAYYaBallld TEPANHA ¢ a3UTPOMHULIMH (BXK. Touka 4.8).

HeuyBCTBUTEIHHM MUKDPOOPTaHHW3MY

Ynotpebara Ha a3UTPOMHLIMH MOXE [1a JIOBE/E 10 CBPBXPACTEX HA HEMYBCTBHTEIHH MUKPOOPTaHH3MH.
[py Bb3HMKBaHE HA CyNepUHPEKLIN MOXKE @ Ce HANOKAT NPEKBLCBAHE HA IEUEHUETO HITH APYTH
MOAXOAALLH MEPKH.

EproraMMHOBH NPOU3BOHH

[Tpy mauneHTH, nony4apallln €proTaMMHOBH NPON3BOAHH, € Bb3HUKHAJ €PIrOTH3IBM NPH EAHOBPEMEHHO
MPHIOKECHHE HAa HAKOH MaKpoNIUAHUA aHTHOMoTHLK. HAMa naHHH No OTHOLUEHHUE HA BB3MOMKHOCTTA 3a
B3aUMOCHCTBHE MEXAY €ProTAMHHOBUTE MPOU3BOAHHU H a3HTPOMHUMH. Bhnpeku ToBa, nopaau
TEOPCTHYHATA BB3IMOXKHOCT 33 Bb3HHKBAHE HA €proTU3bM, a3UHTPOMHLUWH U €ProTAMUHOBH MPOH3BOAHH
HE MOJKE /1 C€ NPHJIAraT €AHOBPEMEHHO.

[leanaTpuyuHa nonynauus

Xunepmpoguuna nuropna cmenosza npu xvpmavema (IHPS)

HNMa chobuieHns 3a ciyuan Ha XunepTpodHiHa NWIOPHA CTEHO3a IPK KbPMAveTa Clie/l PHIOKEHHE Ha
a3UTPOMHLIMH Npe3 NbpBUTE 42 AHK cnel paxaaHero. [Mauuenture n o6rpuxsattinre nHua Tpsabea aa
ObAAT NOMOJIEHH 1A Ce CBBPKAT C TEXHHS JIEKap, aKO BL3HHKHE NOBPBLILAHE HA CTPYS WK
pa3Apa3sHHTETHOCT MPH XpaHEHE.

[ToMOLUHM BELIECTBA ¢ H3BECTHO AEHCTBHE




3ETPYM ceuabpika 3axapo3a. [lauvents ¢ peaky HacneACTBEHH NIpoGiEMH HA HEMOHOCHMOCT KbM
(pyKTO34, [MI0KO30-ranakTo3Ha manabcopOums K cykpaza-u3oMaiTa3Ha HelOCTATHYHOCT He TpAGBa na
[NpUEMaT TOBa JIEKAPCTRO.

B 1 6yruaka 3ETPYM 200 mg/5 ml npax 3a nepopanta cycnensus, 20 ml, ce coanpsxkar 14,084 g
3axaposa. Beeku 5 ml o npurotsesara cycneHsus cwvabpka 3,521 g 3axaposa.

4.5. B3iaumopeiicTBHe ¢ APYrH JieKapCTBEHH NPOAYKTH H ApYru GopmH Ha B3aHMozeHCTBHE

Bbnpeku ye asuTpoMuuuH € cnab nuxuburop Ha CYP450 u He B3aUMOAEiiCTRa B 3HAUHTE/THA CTENEH ChC
cybcrpati Ha CYP450, nuxubupane Ha CYP3 A4 ne moxke 1a Obae M3KIOuEHa HambIHO. [Topaau Toea ce
NpenopbyBa NOBHLUIEHO BHHMaHHE NPH €IHOBPEMEHHO NpHIIOKEHKUe ¢bC cybeTpati Ha CYP3A4 ¢ Tecen
TE€paneBTHYEH UHAEKC.

A3WUTPOMULHH € HHXHOWTOp Ha TpaHcnopTepa P-raukonporeunn (P-gp). ExHOBpeMEHHOTO nNpuioskeHue
Ha a3UTPOMHLIHH H CyOCTpaTH Ha P-gp, KaTO AMrOKCHH W KOJIXHLIMH, MOXKE 44 MOBULLW €KCNIO3HLIUATA MM.
[Ipn nekapcTBa € TeCEH TEpaneBTHYEH MHJEKC C€ MPENnopPbYBA NOBULIEHO BHUMAHHE W KIHHUYHO
NPOCNEAIBAHE W/UIIH TEPANEBTUHEH ICKAPCTBEH MOHHTOPHHI H KOPMIHPaHe Ha 103aTa, KaKTo e
noaxoadaio. Bus Bpb3ka ¢ ToBa TpAOBA Aa ce UMa NpeaBUA OTHOCUTENHO ALATHAT NOJYKHBOT Ha
a3MTPOMHLUMH (BXK. TOUKa 5.2).

J1eKapCTBEHU NPOAYKTH, 32 KOUTO € U3BECTHO, e yabkaBaT QT uHTepBana

A3UTPOMHUUMH TPAOBA A4 Ce M3INOM3BA C MOBULICHO BHUMAHUE NPU NMALIMEHTH, NONY4aBalLH JICKAPCTBEHH
NPOAYKTH, 38 KOWTO € H3BECTHO, Ye yAb/kaBaT QT wHTepBana (Bxk. Touka 4.4), KaTO AHTHAPHTMHYHH
JileKkapcTBa OT knac IA (Hanp. XuHWanH v npokanHamua) u Il (Hanp. nodpeTnana, aMMoaapoH 1 coranon),
dHTHINCHXOTHYHK CPEACTBa (Hanp. NMMO3MI), AHTHAENPECAHTH (Hanp. UUTAIONpaM), PIIyOPOXHHONOHM

(Harp. MOKCH(IIOKCALMH H JIEBO(DIOKCALMH), UW3anPHA, XJIOPOXHH H XHAPOKCHXJIOPOXHH.

HHdopmaumaTa 3a N€KapCTBEHHTE B3aMMOICHCTBHA HA a3UTPOMHLIMH C Bb3MOXHH CbITLTCTBALLH
NEKapCTBEHU NpoAyKTH € 0000uieHa B Tabnuuara 1 tekcta no-g0uy. OnucaHMTe JeKapcTBEHH
B3aMMO/ICHCTBUA C€ OCHOBABAT HA KIIMHMYHHTE MPOYUBAHHA 32 B3aUMOAEHCTBUATA OT THNA ,,/IEKaPCTBO-
JIEKapCTBO™, MPOBEJECHH C A3UTPOMHLIMH, HJIH, KBAETO € NOCOUEHO, Ca Bh3MOXHH JIEKAPCTBEHH PeaKLuy,
KOHWTO MOJXKE Aa Bb3HMKHAT NPH JIEHEHHUE C a3UTPOMHLIHH,

Tabauua 4: KnMHU4YHO 3HAUMMM IEKAPCTBEHH B3aUMOACHCTBUSA MEXKAY a3UTPOMHLIMH U APYTH

JICKAPCTBEHH [1pO

IYKTH

NepopanHoO BEIHbLXK
JAHEBHO 3a 3 NHH.

Jlexapcreen npoaykt | BianmopeiicTBue Mexanuism IIpenopbka OTHOCHO
(repaneBTHuHa 00/1acT) | EdekT BLpXY €IHOBPEMEHHOTO
E€KCNOIAIHATA NPHJIOKEHHE
ATOpBacTaTHH A3uTpoMuuuH: ND ATOpBacTaTHH € Tpabsa na ce
(mHxuOuTOp Ha HMG cybcrpat Ha CYP3A4 y| noaxoskna ¢ MOBHILIEHO
CoA peaykrazara) ATOpBAaCTaTHH: P-gp. BHHMaHUE, Thbil Karo B
«— AUC [IOCTMapKETHHIOBHA
AsutpomuuuH 500 mg > Crnax nepuoa Hma

cbOOLIEeHHS 3a ciyuan
Ha pabaomMuonn3a npu
NALMEHTH,

ATopsacrtaruH 10 mg oayyaBalu

NEPOPAIIHO BEAHDBNK a3UTPOMHLIMH

JHEBHO. CBINBTCTBALLO ChC
CTaTHHH.

Lluknocnopun AszutpomuumH: ND Lluknocnopux e KnuHuyHo

(MMyHOCYIpecop) cybcTpaT Ha npocaend ;f;u‘tm




AsuTpoMuuMH 500 mg
NEPOPaATHO BEAHDBK
JHEBHO 3a 3 AHH.

L{knocnopoxu
10 mg/kg - nepopanHa
€AMHUYHA J1034.

Liuknocnopus:
— AUC
TCinax 24 %

CYP3A4 uP-gpc
TE€CEH TepaneBTHYEH
UHIEKC W HIHU ce
KOHKYpHpa 34
XNbUHA EKCKPEILNA.

TEpaneBTHUYEH
AeKapCcTBeH
MOHHTOPHHT, KOraTo
€ NoaAxoAAuLo, TpaOBa
14 C€ H3BBPLUBAT MO
BpEME Ha U cliel
JIEYEHHUETO C
A3UTPOMHUMH. AKO ce
Hanara, 103aTa Ha
LIMKJIOCNIOPHH TpsaOBa
J1a C€ KOpUrHpa.

Konxuuun (npu noaarpa)l Azutpomuusd: ND

KoaxuuuHs:
157 % AUC.
T 22 % Chax

KoaxuuuH e
cyberpar Ha P-gp ¢
TECEH TeparneBTHUYEH
HHEKC.

Heobxoaumo e
KJIMHHYHO
NpocaeaaABaHe Mo
BPEME Ha U Clie]]
JIEYEHUETO C
A3UTPOMMLIMH.

Jlaburarpau (nepopaneH
AHTHKOAryJaHT)

ND

Ouaxsa ce:
T HaburarpaH

HaburarTpaH ¢
cyberpar Ha P-gp ¢
TE€CEH TEPaNneBTHYEH
UHOCKC.

Tpsbea na ce
MOAX0XAa ¢
[TOBHILEHO BHHMAHHE,
ThH KaTo
MNOCTMAPKETHHIOBHTE
DaHHH nNpeanojarar
[IOBHUIEH PUCK OT
KPbBOH3IIUBH MPH
MaUHEHTH,
noJayyapaLii
a3UTPOMMLIMH
CBIBTCTBRALLO C
naburatpan.

Hurokcuu (¢bpaeuxu
FAUKO3HIH)

ND

Ouaxsa ce:
1 Jdurokcuu

JIUTOKCHH ¢
cyOcTpar Ha P-gp ¢
TECEH TepaneBTHYEH
MHJIEKC.

Heobxoaumo e
KIUHUYHO
apocaeasBaHe u
€BEHTYAaJTHO
npociensBaHe Ha
HHUBOTO HA JIUIOKCHHA
1O BPEME Ha H Ciiel
NeYeHUETO C
A3UTPOMHLIMH.

Bapdapun (nepopanen
AHTHKOAryJaHT)

AszutpoMmuumn 500 mg
NEepoOpaiHO BEAHBLK
IHEBHO 3a | aen, a caen
T0Ba 250 mg
NEPOPATHO BEAHDIK
JHEBHO 3a 4 OHM.

Bapdapun 15 mg -
nepopaiHa € JMHUYHA

AsutpomuuuH: ND
Bapdgapuu: ND

Hsama npomsHa B
NPOTPOMOUHOBOTO
BpeEME [1PU KIHHHUYHHUTE
Npoy4BaHus 3a
NEKAPCTBEHUTE
B3aUMOJICHCTBHA, HO
HMa NOCTMAPKETHHTOBH
CHLOOLIEHUR 32

He e u3recTeH.

Tpabea na ce
OOMHCITH MO-rongma
4ecTOoTa Ha
Apoc/ieasBaHe Ha
NpoTpoMOHHOBOTO
BPEME 110 BpEeMeE Ha H
cnel JIEHEHHETO ¢
A3UTPOMHULIMH.
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N034a. 34CUICHO
AHTUKOArynaHTHO
ACHCTBME HaA NEepopaTHU
AHTHKOAryJaaHTH OT
KYMapHHOB THII IT1pH
€HOBPEMEHHO
NPUAOKEHHE C
A3UTPOMHLIMH.
3abenexka: CTaTUCTHYECKH 3HAYUMUTE NpoMeHH ¢ moeeye oT 10 % ca 0603HaueHH kaTo “1” u “|”,
0e3 NpoMsiHa - KaTo “«”, HeonpeAeneHH - kato “ND”.

He ce nabaropasa KNIMHHYHO 3HAYMMA TPOMAHA B EKCMIO3HLIMATA Ha a3UTPOMMLUMH HITH €AHOBPEMEHHO
NMPHUIAraHuTe JICKAPCTBEHH NPOAYKTH IPH KIHHHYHHUTE NMPOYYBAHHA 32 OLIEHKA HA Bb3MOXXHUTE
B3aHMOACHCTBHUA OT THNA ,,JIEKAPCTBO-NEKAPCTBO™ HA A3UTPOMHLIMH C NEPOPaIHA AHTHALIMAHY CPECTBA
(a1yMHHHEB XHAPOKCH//MarHe3neB XHAPOKCHA), kapbaMasenuH, LUeTUPH3UH, UIUMETHAYH, ehaBUpPEHLL,
(h1yKOHA30J1, METHNPEAHM30OH, MUaa30/1aM, putabyTun, cunaeHadgun, TeopunmH, TpUasonam,
TPUMETONPUM/CYN(PaMeTOKCa30N U 3UAOBYAHH.

[leauatpuyHa nonynalus
[IpoyuBanua 3a B3aMMOACHCTBUATA Ca NPOBEXKAAHH CAMO MPH Bb3PACTHM.

4.6. PepruanTeT, OpEMEHHOCT H KbpPMeEHe

bpemeHHoCT

PenpoayKkTHBHHTE NPOYUYBaHUS NPH XHUBOTHH Ca MPOBEACHH NPH 103U 10 YMEPEHO TOKCUYHHTE 32
MaKkaTa KoHueHTpauuu. [lpu Te3n npoyyBaHUs He ce yCTAHOBABA OKA3ATE/ICTBO 33 TEPATOreHHH
epekt. Hama obaue gocTaTbuHy H 106pe KOHTPONHpPaHH NPOYUBAHHSA NPU OPEMEHHH HKEHH.

MMa ronsm obem aaHHW OT 00CEPBALUMOHHH NPOYUYBAHHA Ha €KCMO3IMLMATA HA a3UTPOMHLIMH MO BPEME HA
OpemeHHocT (noseue ot 7 000 ciyyas Ha GPeMEHHOCT ¢ eKCO3HLIMA Ha a3HTpoMHLMH). TToBeueTo oT TesH
NpOYy4BaHHA HE NPEANONAraT NOBHIIEH PUCK OT HeXeNaHH (eTanHy edhekTH, KaTo roNeMH BpOIEHH
ManpopMaLHH WK CbPAEYHOCHAORH MAT(GOPMaLMH.

EnnaemMnonorHyHUTe AaHHU, CBbP3aHM C PHCKa OT CIIOHTaHEeH aGopT ¢ciea eKCo3nLMS Ha a3UTPOMHULIMH
No BpeMe Ha paHHa OpeMEHHOCT, ca HeyOeauTesHU. [IpoyuBaHHATA NpH HKUBOTHU HE NMOKA3BAT
PENPOJYKTHBHA TOKCHYHOCT (BK. TOUKa 5.3).

A3NTPOMHLIMH TPAOBA Ja Ce U3MoN3Ba MO BpeMe Ha GPEMEHHOCT CaMO AIPH KIHHUYHA HEOBXOAMMOCT.

Kiupmene

A3HTPOMHLIMH CE€ EKCKPETHPA B KbPMATa A0 3HauuMa cTenied. He ce HaBmiofaBaT cepHo3HH HEXKelaHu
eekTH Ha A3UTPOMHLIMH TPH KbDMEHH KbpMayeTa, HO e)eKTH KaTo auapHs, rbOu4Ha HHbeKLns Ha
JIMTABHLIMTE, KAKTO ¥ CBPBLXUYBCTBUTEIHOCT MOTaT Ja Bb3HUKHAT NPH KbPMEHHU HOBOPOIEHU/ KbpMayeTa
NOpH NipH cyOTepanesTHuHK n03K. Tpa6Ba Aa ce B3eMe pellieHHe A4 12 CE NIPEYCTAHOBH KbPMEHETO WK
a ce MpeycTaHOBH/Aa He CE NPHIIOKH TEPArHATA C aA3MTPOMHLIMH, KaTo Ce B3EMaT MPEABH NoA3aTa OT
KbPMEHETO 3a AETETO W N0J13aTa OT TEpanuUATa 3a KeHara.

depruaurer
[1pn npoyusanuaTa 3a edexTuTE BHPXY DEPTHIIHTETA, IPOBEAEHH NPH ILTHXOBE, ce 3abeng3Ba HamajIeHa
YECTOTA HA OPEMEHHOCT. 3HAYMMOCTTA Ha Ta3H HAXO/KA 34 XOPaTa HE € U3BECTHA.
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4.7. E¢exTu Bopxy cnocobHocTTa 32 II0dHpaHe H padora ¢ MAlIHHH

3ETPYM nornusea B yMepeHa cTeneH cnocoGHOCTTa 3a wodupaHe # paboTa ¢ MaiinHn. MMa cbobmenus 3a
3aMaAHOCT, CbHAUBOCT ¥ KOHBYNCHU [IPH HAKOH NAaLUEHTH, NPHEMALLY a3HTPOMHLIKH, a HAKOH NALIKEHTH ca
NOJYYHIIH 3DUTENHO WKW CAIYX0BO yBpexaaHe. Tosa Tpa0Ba Aa ce MMa NpeaBUj, KOraTo Ce OLEHABA CNOCOOHOCTTA
Ha MauMeHTa 3a WogupaHe ¥ padora ¢ MalKWHK (BXK. Touka 4.8).

4.8. Hexenanu nexkapcTBEHH peakilnu

Pesiome Ha npoduna Ha 6e3onacHoCT

Haii wecTo choOaBaHHTe HEXeENaHU peakLMy O BpEME Ha JICUEHHE BKIIOUBAT AWapHsl, riiaBoboane,
NOBpbLUAHE, KOpeMHa DO0JIKA, raIcHE ¥ OTIVIOHEHHS B peE3Y/ITaTHTE OT NabOpaTOPHUTE H3CIeIBAHHA.
Jlpyrute BaXXHH HEXETAHU peaKUMH BKIIOYBAT aHa(hHIAKTHYHH peakuuH, torsade de pointes, apuTMum,
BIUIIOYHTENHO BEHTPHKYNAPHA TaXHKapAHs, 1ICEBIOMEMOPaHO3€H KOJHUT U YepHOAPOOHA HEAOCTATLHHOCT
(8x. Touka 4.4). BuB Bpb3Ka € ieUeHHE ¢ a3UTPOMHKLIMH ce ChoDINABA 33 TEKKH KOMHH HEXeIaHH
peakliud (SCAR), BkntounTenHo cuuapom Ha Stevens-Johnson (SJS), TokeuyHa enuaepManna HeKpon3a
(TEN), nexapcreena peakums ¢ €o3nHodpuaus v cucteMHn cumntomn (DRESS) u octpa reHepanusupana
¢K3aHTeMaTo3Ha nycTyo3a (AGEP) (Bx. Touka 4.4).

CNHCBK Ha HEXKEJIAHWTE peakliuu B TabauyeH BUI

Hexenanurte peakuun, yCTAHOBEHH OT OMMTA MPU KIMHHYHHTE M3NUTBAHUA H OT MOCTMAPKETHHTOBOTO
HabmoaeHue, ca U30POEHH NO-10AY NO CUCTEMO-OPraHeH Kiac M Y4ecToTa.

Criope 4ecTOTaTa Ha BL3IHMKBAHE HEKEJNaHUTE PeakUHH ce ONpeAensT KaTo: MHOro Hectd (> 1/10), yectu
(= 1/100 no < 1/10), neuectu (= 1/1 000 ao < 1/100), peaxu = 1/10 000 go < 1/1 000) u ¢ HeusBecTHa
4ECTOTa (OT HAIMYHHTE ITAHHH He MOKe Na Obae HarnpaBeHa oUcHka). Bre Besika rpyna no yecrora
HEXETAHUTE JIEKAPCTBEHH PEAKLIMH Ca NPEACTABEHH B HU3XOIALL pell N0 OTHOWIEHHE Ha TSXHaTa
CEpPHO3HOCT.

Tabauua 5: Cnucbk HAa HeXKeNaHUTE peakLiMM B TabM4eH BUA

Cucremo- MHOro YecTn YecTn HeuecTH Peaxw C Heu3BeCTHA
OPraveld Kjaac YeCTOTA
Hudexuun u KaHaunosa
HHpECTAUHH [IHeBMOHHUS
I'bOHuHa HHpeKU NS
bakrepHanHa
HHpeK1HA
BarvHanHa
HHPEKLKA
QapuHruT
["acTpoeHTEpUT
PUHUT
OpanHa kaHanWao03a
Hapywenun Ha [loHuxcen Opoit JIeBKOTICHUS TpombouuTone
KPbLBTA H NTUMQPOLIUTH HeyTponenus HUA
JdumpHaTa [loBuiueH Bpoii Eo3uHoDunusn XeMONHTHYHA
CHCTEMA €03HHOpUIH aHeMHA
floBHiieH Opoii
Dazogunu [loBHuwsen Opoif
[ToruieH Opoil TpoMOOUUTH
MOHOLIMTU [ToHWxeH
[Tosuien 6poit XEMATOKPHT
HEY TpPOHIIH 2P
Hapyuwenns na AHruoeaem m:}:ﬁw
é-"‘ .",,I_',‘j“‘?'ﬁ_ ' f
L [
12 2 | RN
*a y -
e




HMYHHATA CBpbX4UYBCTBH Ha peakUHs
CHCTEMA TETHOCT (BX. TOYKa
4.4)
Hapyumienus Ha [ToHnxen aneTHT"
meTaboau3IMa u
X PAHEHETO
IMeHXHuHm HepBHOCT Axwuray | TpesoxHoOCT
HapYLIEHHA bescuHue MA Henmupuym
XamouuHauuu
Arpecus
Hapyweunsa Ha [nasobonue 3amasHocT MuacTteHus
HEPBHATA Hucreyiug®? rpasuc (BXK.
CHCTEMA MNapecTesus™ To4Ka 4.4)
COMHONEHTHOCT [bpu
AHOCMuUA
Areyius
Xunecresua™Il
CHXOMOTOpHA
XHINECPAKTHB
HOCT
[lapocmus
CHHKOT
HapyuwieHus Ha 3pUTENHO
OUHTE YBpeXaaHe":
Hapywenns Ha HapyiueHue Ha yxoTo I'myxora™
YXOTO H Bepturo Xunoaky3uc*
nabupunTa Turutyc®
Crpaedur [Tannurauuu Torsades de
HApYLLIEHHA pointes (BX.
TO4Ka 4.4)
ApUTMHH,
BKJTHOYHUTESTHO
BEHTPHKYJIapHa
TaXHKapAUs
{(Bx. TOuKa 4.4).
YawvnxkeH QT
MHTEPBAT HA
eNEKTPOKApAHOr
pamara (BiK.
TO4Ka 4.4)
Couaoeu ["opetiiM BbIHH XUNOTOHHA
HAPYLUEHMHA
Pecnuparopiu, HNucnues
rpLAHY U PecniupaTopHo
MEeAHACTHHAIHH HapylIeHHE
HApPYUIEHHS Enucrakcuc
CromalHo- Huapus [Mospbinaxe ["acTpuT [ankpeaTur
YpEBHM Kopemen KopemHa 6onka®' | 3anex INceBnomemOpa
HAPYWEHHSA auckombopT* Fanene®! Hucnencus HO3EH KOJIUT
Hncarys (BX. Touka 4.4)

[loayraHe Ha kOpema
Cyxorta B ycTara
A38H B ycTarta
Xunepcalinaa

L(AA

Epykrauus

[lpoMsaHa B
LIBETA H2 €3MKa
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®narynenuus”’’

XenaToOnnuapn Xenatut* OtknoHe | YepnoapoOHa
H HAPYHICHHA [loBumena HUA B HEAOCTATBY
acnapTaTaMUHOTPAHC | YepHOAp | HocT (BiK.
¢pepaza obHara TO4Ka 4.4)
[oBHILEHE ¢yHkuua | OynMHUHAHTEH
allaHHHAMHUHO XoJjecra | XenaTtur
TpaHcdepasa THYHA YepHoapobua
[loBHLwIEH XBITEHH | HEKpoO3a
OunupyOuH B KpeBTa | LA
[loBnwena ankanHa
docdaraza B KpbBTa
Hapyuwenns na O6pus*’ Octpa ToxcHuHa
KOXATa U Flpypuryc® reHepany | enuaepMaiHa
NOAKOKHATA YpTUkapus 3UpaHa HEKPOJIM3a
TbKaH Hepmarut ek3aHTeM | CHHAPOM Ha
Cyxa koxa aTO3Ha Stevens-
Xunepxuaposa nyctyios | Johnson®
a EpuTtema
(AGEP) | mynrudopme
JlekapcT
BEHa
peakuus
C
€03UROG
HIIHA Y
CHUCTEMH
H
CHMIITOM
H
(DRESS)
Peakuus
Ha
¢oTouyB
CTBHUTEN
HoCT™
Hapymenns na OcTeoapTpHT Aprpanrus™
MYCKYJIHO- Muanrus
CKeJIETHATA bonka B ropba
CHCTEMA H boska Bb8 BpaTa
CheAHHHTEIHAT
a ThKaH
HapyuieHua Ha Husypus Octpo
6n6peunTe u bonka B 6v0peunTe 6BL6peuHo
NMHKOYHHTE [TosuieHa ypesa B YBpEXKAaHE
NbLTHINA KpbBTa Tybynounrep
[ToBHLIEH KpeaTHHHH CTHIMANEH
B KPLBTA HeppHT
HapywieHua Ha HHTEepMEHCTDY

BL3NPOH3IBOAUTE ATHO KbpBEHE
JJHATA CHCTEMA HapyweHue na
H rLPAATA TECTHCUTE
O6wu Otok
HADYIIEHHS H AcCTeHus
epeKTH Ha Hepasnonoxe
MSICTOTO Ha HUE
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NPHIOKEHHE Ymopa*?

OTOK HA THUETO
bonka B obnactra Ha
bPANHTE

[Tupexcus

bonka

[Tepudepen oTok

HicneapaHusa [ToHMXeHH AOHOPMHO HHBO HA
Oukapbonaru B KaJIMA B KPbBTa
KpbBTA [ToBumenu xnopuau
B KPbBTA
[MoBuLIEHA rNtOKO3a
B KPbBTA
[ToBuweHu
bukapbonaru B
KpbBTa

AOHOPMHO HHBO Ha
HaTpU# B KpbBTA

HapanspaHus, YcnoxHeHue,
OTPABAHHA H Bb3IHHKHANO Clie]
YCJI0KHEHH, UHTEPREHUMA

Bb3HHKHA/IH B
pe3yaTaT Ha
HHTEPBEHUHH

* Tesn HJIP ce Habnionasart camo o BpeMe Ha MPUIOKEHUE HA a3UTPOMHLIMH 32 npopuaakTHKa W/HIN NedeHue Ha
HHpexuuu ¢ MAC.

#1 Ilpn vnpexumu c MAC vectorata Ha Te3u HJIIP e ,,Muoro uectu“ (> 1/10).

#2 TTpu nuexunn ¢ MAC vectorara Ha Tesn HJIP e ,uectu® (> 1/100 no < 1/10).

#3 Ilpu vndexunn ¢ MAC yectorara Ha Tesut HIIP e, neuectu® (> 1/1 000 no < 1/100).

Cbo0u1laBaHe Ha MOAO3UPAHH HEXENIAHW PEAKLIHH

Cbo0uraBaHeTo Ha NOI03MPaHHN HEXENaHH PEaKLMK e pa3pellaBate 3a ynotpeda Ha NeKapcTBeHUs
MpPOAYKT € BaxkHO. T'oBa No3sonsea a Mpoab/bKH HabMOAEHMETO HAa CHOTHOLIEHUETO NOJ3a/PHCK 3a
NIEKapCTBEHHA NPOAYKT. OT MEIHLMHCKUTE CTICLIMATUCTH CE H3UCKBA Aa ChOOLIABAT BCSIKA NOJO3HPaHa
HEXEJlaHa peaKLHA upes:

M3nbaHKTENIHA areHUMs O JieKapeTBaTa

yn. ,,Jlamad ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeGcainT: www.bda.bg

4.9. Ilpenosupane

CumMnTomMu

HexxenaHuTe peakuuH, NOSYYEHH NPH MO-BUCOKH OT MPENOPLUHTENHHTE AO3H, Ca CXOAHHM C
HabniofaBanuTe NpH obuuainuTe 1031 (BX. Touka 4.8). TUNHYHKUTE CHMITTOMK HAa NpeAO3UpaHe Ha
A3UTPOMHLUMH BKAHOUYBAT CTOMALLHO-YPEeBHY CUMNTOMH, HAaIlp. NOBpbLUAHE, 1HapHS, KopeMHa Donka U
rajicHe.

Jleyenue
B ciyvaid Ha npego3upatne ca nokazaHy 00110 CUMNTOMATHYHO JIEYESHUE U AOAAbpKAHE HA XKUIHEHHUTE
dDYHKLMH, U, aKO CE Halara, MPHITIOKECHHE HA MEAUUWHCKH BBIJIEH WIH CTOMAIIHA NPOMUBKA.
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HsMa navuu no oTHOWEHHE Ha ePEKTHTE OT AHANH3ATA BbPXY €IUMHHUPAHETO Ha a3uTpoMuLH. O6aue
nopanu MeXaHH3Ma Ha €THMHHHPAaHE Ha a3UTPOMHLHMH € MAJIKO BEPOATHO AHANH34Ta /14 AOBEAE A0
3HAYUTEJIHO OTCTPAHABAHETO HA AKTUBHOTO BELIECTBO.

5. ©®APMAKOJOIrHUHYU CBOUCTBA

5.1. dapmakoaAMHAMHYHH CBOHCTBA

(PapmakoTepanesTHuHA rpyna: AHTHOAKTEPHAITHY CPEICTBA 32 CUCTEMHO MPUIOKEHHE, MAKPOTHIH;
ATC koa: JOIFA1Q

MexaHn3bM Ha 1elCTBHE

MexaHu3mMBT Ha JEHCTBME HAa A3UTPOMHLMH C€ OCHOBaBa Ha HHXHWOHpaHETO Ha GaKTepUaTHMSA
CHHTE3 Ha NPOTEHHH upe3 cBbp3eaHe ¢ pubo3oMuata cybeaunumna 50 S u uuxuOupaHe Ha
TPaHCTOKALMATA HA NENTH/IUTE.

Bpbika papmakokuHeTHKa-papMakoAHHAMHKA
EdukacHocTTa 3aBHCH I1aBHO OT ¢hoTHOLWEHHeTO Mexay AUC (nnouy noa KpMBaTa KOHLEHTPALIUS-

Bpeme) H MIIK (MUHHManHa noTUCKaINa KOHLUEHTpALIMs ) 33 NaTOreHa.

MexaHU3bM Ha pE3UCTEHTHOCT
Pe3MCTEHTHOCTTA KbM a3HTPOMHLIMH MOXE [1a CE OCHOBABA HA CIIEAHHTE MEXaHH3MH:
- Edaykc: PesucrenTHOCTTa MOXKE Aa ObAe NPUYHHEHA OT NOBHILABaHe Ha Hpos Ha
eykcHHTE NOMNH B KieTbuHaTa meMOpana. ToBa ce oTHacs caMo 3a Makponuau ¢ 14- u
I 5-uneHHn npbeTeny (Taka HapeueHus M-¢peHoTHn).
- llpomsaHa B TapreTHata CTpykTypa: AQHHUTETHT KbM PHEO3OMHHTE MECTA HA CBLP3BAHE
HamansBa upe3 Metuivpade Ha 238 pPHK, npHurHABaILO pE3UCTEHTHOCT KbM MAaKpPOAHIH
(M), nunkosamuau (L) # ctpentorpamunu ot B-rpynara (SB) (Taka HapeueHus
MLSB-¢deHoTnn). MeTnnasure, npuiaBalli pe3MCTEHTHOCT, C€ KOAUPAT OT erm reHM.
AQDHUHHTETHLT KbM PHOO3OMHHMTE MECTA HA CBBP3BaHE HaMaisnBa U upes MyTaumy B 23S pPHK
TapreTHaTta CTpYKTypa HiIH Ype3 MyTaluK B pubO30OMHUTE NPOTEUHU HA [ONIMAaTa
cyOeaznHuLA.
- EH3MMHaTa MHAKTHBAUMWA Ha MaKpPOTUIUTE € OT MATBK KIIHHHYEH HHTEpEC.

[Tpn M-¢peHoTnna ce HaGniopaea NbjHa KPbCTOCAHA PE3HCTEHTHOCT MEXY a3HTPOMMLIMH,
KI1apUTPOMHLIMH, EPHTPOMHULIMH K POKCHTPOMHULIMH. MLSB-dbeHoTUNBT nokasea gonsaHUTENHA
KPBCTOCAHA PE3UCTEHTHOCT C KITMHAAMHMIIMH W cTpenTorpamMuH B. C Makpoaujia cnupaMHLIMH ©
1 6-4NI€HEH NPBCTEH CE NPOABABA YACTHUYHA KPBLCTOCAHA PEe3UCTEHTHOCT.

[Topaau cnabusi nepmuabuiuTeT Ha BEHIWHaTa MemOpaHa noBeueto [paM-OTpULIATENHH BHIOBE €A C
MPHCBHINA PEZUCTEHTHOCT KbM MaKpPOJIMIH.

Kpurepuu 3a MHTEpNpeTUpaHe NPU U3NWTBAHE HA YYBCTBHTENHOCTTA

Kpurepunre 3a unrepnpervpate Ha MITK (MuHMMaNHa NOTHCKALLA KOHLIEHTDALINA ) NMPH U3MUTBAHE HA
4YBCTBUTEJIHOCTTA Ca YCTAHOBEHH OT European Commitiee on Antimicrobial Susceptibility Testing
(EUCAST) 3a asuTpoMuUMH 1 ca u30poeHH Tyk: https://www.ema.europa.ew/documents/other/minimum-
inhibitory-concentration-mic-breakpoints_en.xlsx

[Ipecbnasapawia npuaoduTa pe3sncTEHTHOCT
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[lpeobnanasautara npuaobHTa Pe3NCTEHTHOCT MOXKE 1a BapUpa reorpadicKu ¥ BbB BPEMETO 33 H3OpaHH
BUIOBE U € XKEJIATENHO 1a HMa JTOKATHA HHpOpMALIKS 3a pe3UCTEHTHOCTTa, OCODEHO NPH JIeUeHHE Ha
TEXKKH UHDekuun. [Tpu HeobxoaumocTt Tpabea na ce NOTHPCH €KCNEPTEH CHBET, KOraTo JOKATHATA
npeobnanaealla pe3MCTEHTHOCT € TaKaBa, 4€ M03aTa OT AHTHMHUKPOOHOTO CPENCTBO NPU MOHE HAKOH
BUAOBE HHDEKLUMH € CbMHHTENHA. Ocobeno B cayHanTe Ha TOKKH UHPEKLMH WIH HEYCNEUIHO AEUEHHE,
TpsOBa Aa ce NOMCKa MUKPOOHOMOTHYHA AWarHo3a ¢ HAEHTHHLIMpAHE HA NATOTCHA H ONpeJeAsHE Ha
HEroBaTa YyBCTBUTENHOCT KbM a3UTPOMHLIMH.

[B caednama mabauya mpabea oa 6voam uzbpoenu camo sudogeme, c8bP3aHU ¢ 000BpenUme NOKA3AHUA,
nanp. Borrelia burgdorferi mpabea da ce exuouu camo ako 1exapecmeenusm npooykm € NOKA3aH 3a
Jaumerka bonecm 6 panen cmaoui. |

Tabauua 4: [Npeobnanasaa npuaodUTa pe3IUCTEHTHOCT

O0H4aHHO YYBCTBHTEIHH BHIOBE

Aepobru I'pam-nonoscumennu MuKpoop2anuzmu

Mycobacterfum avium KoMiuiexkc®

Strepmcoccus pyogenes

Aepobnu I'pam-ompuyamenniu MUKpoopzanumu
Haemophilus ducreyi

h—

Haemophilus influenzae

Legionella pneumophila®

Moraxella catarrhalis

AnaepobHu MUKPOOPZaHU3MU

Peptostreptococcus spp.

Porphyromonas gingivalis

Lannerella forsythia

Treponema denticola

| Apyzu MUKPOOPZAHUIMU

Aggregatibacter actinomycetemcomitans (B MUHaNnoto Actinobacillus actinomycetemcomitans)

Borrelia burgdorferi

h_

Chiamydia trachomatis®

Chlamydophila pneumoniae®

Chlamydophila psittaci
Mycoplasma pneumoniae®

Prevotella intermedia

Brnaose, npn KOHTO NPHAOGHTATA PE3HCTEHTHOCT MOXKe A8 € npobiem

Aepobru I pam-nonoxcumennu Muxpoopzanusmu

Staphylococcus aureus”

Staphylococcus epidermidis

Staphylococcus haemolyticus

Staphylococcus hominis

Streptococcus agalactiae
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Sireptococcus pneumoniae”

CrpenToxoku ot rpynara Viridans

Aepobuu I pam-ompuyamennu MuKpoopzanusmu

Neisseria gonorrhoeae

AHraepobnu MuKpoop2aHuIMu

Fusobacterium spp.

Prevotella spp.

MHRPOOE"HHH:ﬁMH C HPHCBIRA DEIHCTERTHOCT

Aepobru I pam-ompuyamennu MuKpoop2anuimMu

Escherichia coli

Klebsiella spp.

Pseudomonas aeruginosa

AHaepobru MUKPOOP2AHUIMU

Bacteroides spp.
°JIunceaTt akTyanu3vMpany AaHHW npy myOnukyBaHeTo Ha Tabauuure. OCHOBHATA IMTEpaTypa, HAYYyHaTa
CTaHAApTHa JUTEpPATYpa U TEPANEBTHYHUTE NPENOPbKY NPEANoIaratT 4yBCTBHTEIHOCT.

‘'TloHe enH peruoH NOKa3Ba YECTOTA Ha PE3UCTEHTHOCT NO-BUCOKA OT 50 % 3a pe3UCTEHTEH Ha
METHULIMIWH Staphylococcus aureus.

"“"UyBcTBUTEAHNTE KbM TMEHULMIAMH L1AMOBE Ha Streplococcus pneumoniae € NO-BEPOATHO 14 ca
4YBCTBHTENHH KbM a3HTPOMULUHNH OTKOJIKOTO PE3UCTEHTHUTE KbM NEHHULMITHH LUAMOBE Ha Streptococcus
preumoniae.

5.2. dapMakOKHHETHYHH CBOHCTBA

Abcopbums

[TukosuTe cCepymun KOHUEHTPALUMH (Crax) Ha a3HTPOMHLMH Cliea NpHaoxkeHHe Ha 500 mg nepopanua
cycnensus (40 mg/ml), 1 000 mg npax 3a nepopanHa cycnensus, 500 mg (2 x 250 mg) TabneTk U

| 000 mg (4 x 250 mg) xancynu npy 3apasu 1o0OpoBOILUM Ha raaHo ca choteeTHo 0,29; 0,75; 0,34 1
1,07 mg/l. BpemeTo 10 nocTuraHe Ha NMKOBH MiasMeHH KOHUEHTpaLUUH (Tonax) Ha A3HTPOMHULMH ClieA
NepopanHo npuiomxkeHue sapupa ot 2 a0 3 yaca. Cpeadara abconoTHa GHOHATMHYHOCT [IPH 3/paBH
pobpoeoaum cnen npveM Ha 500 mg nepopanya cycniensns v 1 000 mg npax 3a nepopaiHa CycrieH3us
B catue € cboTseTHO 37 Y% u 44 % npu npuem Ha rnaaHo.

EdexTsT Ha XpaHaTa BbpXy OTHOCHTENHATA MepopaiHa SHOHANMYHOCT Ha a3MTPOMMUKMH 3aBUCH OT
nekapcteenara gpopma. Criea npunoxenuero Ha 500 mg nepopanHa cycnensus (40 mg/ml), 1 000 mg
noA gopmMaTa Ha npax 3a nepopanHa cycnexsus U 500 mg nepopanHa noza asuTpoMuuMH noa gopmara
Ha TabseTkH (2 x 250 mg) ce nocTUra cXoAHa eKCINO3ULKsA MpU NMPHEM ¢ BoraTa Ha Ma3HUHH XpaHa
CMpsMO NpHeM HA rnaaHo. Chen NpHIoKEHUETO Ha eaMHWYHA Ao3a 500 mg (2 x 250 mg) noa dpopmara

Ha KarcyiH ¢ Oorara Ha Ma3HMHY XpaHa CTIPAMO NPHEM HA THAAHO CPEAHOTO ChOTHOLUEHHE HA Cax M
AUCp24e 52 % u 43 % no-HUCKO.

Tabnuua 5 nokassa cpeanara croliHocT (SD) Ha hapMakOKMHETHUHHTE NMapaMeTPH NPH Bb3PACTHH
34pasu A0OPOBOILUM Clied CTAHAAPTHH CXEMHU Ha NpUIaraHe Ha TableTKH U KariCyiH.

Tabnnua 5: AUCo.24 ¥ Ciax Ha a3UTPOMHULMH MpH 3-1HEBHATA U 5-/HEBHATA CXEMA Ha NPU/IAraHe B
MOCIIEAHNA AEH OT NMPHUIIOKEHHETO

CxeMma Ha npunarasne, AUCo24 (ngeh/ml) Cmax (ng/ml)
JNeKapcTBeHa popma
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3-nHeBHa cxeMa (500 mg | 1,88 (0,96) 0,42 (0,21)
RHEBHO), TabneTxa

S-nuesHa cxema (500 mg | 0,80 (0,42) 0,18 (0,10)

I“-; 250 mg ).12 a0 ﬂS), "y
TabneTka

5-aHeBHa cxema (500 mg | 2,1 (0,6) 0,24 (0,08)

H1, 250 mg 12 no 5),
Kafncy.na

Paznpenenenue

A3UTPOMHLIMH C€ PasnpeleNa B ronsaMa cTeneH M ObP30 OT [U1a3Marta B eKCTPABACKYAapHHA
KOMNAPTHMEHT, BIJTIOUUTEIHO B TBKAHUTE, KATO CAMBHLM, 051 Apob W THKaHHW Ha MOMOBUTE OPraHy,
KaKTO H B HHTpaLENyJapHHI KOMIIAPTHMEHT, MO-CAEUHATHO B HeYTpoduauTe, Makpodarure 1
MOHOUHTHTE. DAPMAKOKUHETUUHMTE NPOYUBAHMS NOKA3ZBAT 3HAYUTENHO NO-BUCOKH KOHLEHTPALIMK Ha
a3UTPOMHMUHMH B ThKaHUTE (0 50 IBTH NO-BHCOKH OT MAKCHMAaJIHATa KOHUEHTpaLua, Habmonaeaxa B
rniaszmara). Tosa nokassa eKCTEH3HBHO CBbP3BAHE C TE3H ThKAHMU, C 00EM Ha pa3NpeAciCHHE B
CTAlIHOHAPHO CbCTOAHKE, BapHpawl o1 23 no 31 /kg. ®a3ara Ha npepasnpeneneHue OT MHTPALIE/Y IAPHHA
B €KCTpaLeynapHHA KOMMAPTHMEHT M B I1a3MaTa MOXKe Ja JOBEAE 10 YALDKEHO HATHYHME HA HUCKH
KOHUEHTpaUUH Cliel CNUpaHe Ha JICHEHHETO.

A3HTPOMHLIHH NOKa3Ba HHCKa CTENEH HA CBbP3BAHE C IUIA3MEHHTE NPOTEHHH, IasHo ¢ anida 1-Kucer
FTMKOMPOTEHH, W CTEMNCHTA HA CBbP3BaHE HAMAJIABA C FIOBHILABAHE HA KOHLIEHTPALIMHTE HA AaHTUONOTHKA;
50 %, 23 % u 7 % cBbp3BaHe C NPOTEUHU NPY KOHLEHTPALHK cboTBeTHO 0,05; 0,1 1 1 mg/l.

buorpaHnchopmMaliunsg
A3HTPOMHLIHH ce MeTabONU3Hpa B MUHKMMANHA CTeNeH 8 YyepHHUA Apob. OCHOBHUAT MbT Ha

OuoTpaHcdopmanua e N-aeMeTUIHpaHe Ha 3axapTa ae303aMud. JIpyrute nbruwa Biousar O-
ACMCTHIUPaHE, XHIPOJIW3a Ha K1aAKHO3aTa (ACKOHIOTHpAaHe Ha KIagHHo3aTa (e30KcH3axap)), 1
XUIPOKCHUIIHpaHe Ha Ae303aMHHa (AMHHO3aXap) U MaKpPOIMAHHS NPbCTEH.

Hama 10Ka3aTencTsa 3a KIMHHYHO 3HA4HMO HHIYLIMPaHE WM HHXHONPaHE Ha YePHOAPOSHUS LIUTOXPOM
CYP 3A4 upes obpaszysaHeTo Ha uuToxpom-merabonuter komineke. ChILO TaKa HE Ce YCTAHOBABA
ABTOMHAYUHPAaH METa00TH3bM HAa a3HTPOMMIUMH MO TO3M IIbT.

EAUMMUHKpaHE

A3BHTPOMHLIMH CE €IMMHHMPA MTABHO Ype3 (aKTHBHA) AUTbYHA EKCKPELHsS KAaTO HENPOMEHEHO JIEKapCTBO,
HO Ce €TMMHHHPA U NOA opMaTa Ha METabONIMTH, KONTO He NPUTEXABAT aHTHOaKTEpUATHO aeHcTBHE.
EkckpeunaTa B ypuHaTa npeAcTaBisBa BTOPOCTENEHEH BT HA €IMMHUHHPAHE, KaTo MO-MaiKo oT 6 % OT
nepopanta no3a 1 okono 20 %o OT IEKapCTBOTO, KOETO AOCTHTA 10 CHCTEMHOTO KPbBOOOpaLLEHHE, ce
€KCKpeTHpar B ypuHata. [loeeue ot 50 % oT ekckpenmaTa Bba derieca u 12 % oT ekckpeuuaTa B ypHHaTa
ca noa (popMara Ha HETIPOMEHEHO CheJUHEHHE.

Cnen npunokeHHeTo Ha eAMHHYHA 11033 A3UTPOMULUKH 500 mg € U3uHCIeH nNna3mMeH KnHpbHE 630 ml/min
C TEPMHHANIEH MOJYKHBOT NpHOIH3UTENHO 68 yaca. BuOpeuHHAT KIHPBLHC 0BUKHOBEHO € B AMANa3oHa
100-189 mi/min, 3Ha4MTETHO NO-HHUCBK OT MNAIMEHHSA KITMPBHC, KAKTO CE OYAKBA NOPaAN OTHOCHTETHO
cn1aboTo yuactHe Ha 6b0peuHHs NbT Ha eTHMHHHUPpAHE.

JIuneHoCcT/HeauHeHoCT
Cnen nepopanHo NpUIoKEHHUE Ha JiekapcTBeHa GopMa ¢ He3a6aBHO 0CBOBOXKAABAHE MPOMOPUHOHATHOCT
Ha no3ata no orHoweHue Ha AUCo24 M Crax € NOKa3aHa 8 AManasoHa oT 250 mg ao | 000 mg.

CneuyanHy norny.naluu
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bvbpeuno yepexcoane

(dapMakoKUHETHKaTa Ha a3UTPOMHMLIMH € OlieHeHa NMpH 43 B8b3pacTHH (Ha Bb3pacT 21 10 85 roauHy)
Cliel NEPOPANHOTO NPHAOCKEHHE HA EAMHHYHA N03a asHTpoMuLMH 1,0 g (4 x 250 mg kancyau) npu
yuacTHHUW ¢ GFR > 80 ml/min (n = 12), yuacrinuu ¢ GFR mexay 10 u 80 mi/min (n=12) n
yyacTHUUM ¢ GFR < 10 ml/min (n = 19).

(PapMakOKHHETHKaTa Ha a3HTPOMHUUMUH npu yyacTHUUHM ¢ GFR Mexay 10 u 80 ml/min He ce noBnusra
(cpeannTe Cmax U AUC.120 ce yBesninuaBat cboTBeTHO € 5,1 % 1 4,2%, B cpaBuenue ¢ yuacThuuuM ¢ GFR
> 80 ml/min). Cpeanute Crax v AUCo.120 ce yBennuasat cboTBeTHO ¢ 61 % 1 35 % npu yuacTHHLH C
GFR < 10 ml B cpaBuenme ¢ yuyacTiuuy ¢ GFR > 80 ml/min.

Jluncear naHHM 3a NalHECHTH, NOAJTOXKECHH HA AMAJIK3a, HO Nopain MEXaHHu3Ma Ha CITHMHHHUDAHC Ha
d3HTPOMHLHH € MANTKO BCPOATHO OTCTPAHABAHETO HA AKTHBHOTO BELIECTBO Nnpyu JHajiniaTta Aa €
3HAYUTCITHO.

Heproopobro yepeacoane

(DapMaKOKWHETHKATA HA a3UTPOMMLIMH € NMpOy4eHa NpH 22 Bb3PacTHU CIed NEPOPATHOTO NPHICKEHHE Ha
€AMHHWYHA 1032 asUTPoMHUUMH 500 mg (2 X 250 mg kancyM) Npy yHacTHHUM ¢ HOpMaJiHa YepoapobHa
pyHKuus (n = 6), knac A no Child-Pugh (n = 10) u knac B no Child-Pugh (n = 6). ®apmMakokuHeTHUHUTE
IapaMeTpH Ha a3UTPOMULHH NpH yuacTHHUUK ¢ knac A ¥ B no Child-Pugh ca croreerHo 3 % u 19 % no-
HUCKK No oTHOWwEeHHE Ha AUCo.inrv 34 % u 72 % no-Brcoku no oTHowueHHe Ha Cmax, B CPABHEHHE C
YYaCTHHUM C HOpPMAaJIHa YepHoApoOHa (yHKUHA.

Cmapuecka ev3pacm

[1pn 100poBONLM B CTapyecKa Bb3PAcT (> 65 rOAHHH), Ha KOUTO € AaAeH a3UTPOMHLMH 500 mg

(2 x 250 mg kancyn) B aen 1, nocneasaHo or 250 mg B guu ot 2 a0 5, Ha raaano, AUCo4B JIHu 1 # S
€ csoTBeTHO 3,0 ¥ 2,7 pgeh/ml. B nen 5 ca nabaogasanu 29 % no-sucoxa croiiHocT Ha AUC.4, 8 %
MO-BHCOKA CTONHOCT Ha Crmax M 37,5 % no-BUcoka cTORHOCT Ha Tinax B CPABHEHHE C NO-MJIAIH
nodposonuu (< 40 roguun). ToH KaTo TE3U PaIUKK HE CE CHUTAT 33 KJIWHHYHO 3HAYMMM, HE Ce Hanara
KOpHIrMpaHe Ha 103aTa Mpy NauUeHTH B CTapyecka Bb3pacT ¢ HopMmainHa 6b0peuna v uepHoapobHa

byHKuUMs.

[leanaTpuyHa nonyaalus

(DapMaKkOKWHETHKATa Ha A3HTPOMHLIMH NEPOPAIHA CYCNEH3USA € OXapaKTEPU3UpaHa Npyu 14 neua Ha
Bb3pacT 6 A0 15 roannHu ¢ gapusruT u npu 7 neua Ha BbL3pacT | 40 5 roauHM ¢ Bb3NalieHHe Ha
CpeaHOTO yxoO. [1pu Te3u ABe Npoy4YBaHUA a3UTPOMHLIMH MEPOPATHA CYCNEH3UA € MPUIaraHa npu A03a
10 mg/kg B en 1, nocnensano or 5 mg/kg B anmn 2 1o 5. Cnen S-AHEBHO ACUEHKE CPEAHHTE CTOHHOCTH
Ha AUCq.24 ca cbotseTHO 3,1 pugeh/ml u 1,8 pgeh/ml. Cpeanara cToitHocT Ha Crmax € 0,38 pug/ml, a
CbOTBETHATA CTOWHOCT HA Tmax € 2,4 yaca npu geuara Ha Bb3pacT 6 10 15 roaunu u 0,22 pg/ml u

1,9 vaca npu aeuata Ha Bb3pact ! 1o 5 ronunu. Cpeanure cToiiHOCTH HA Crax U AUCo.24 ca 1,7 mbTH
NO-BHCOKH MPH JeiliaTa Ha BBL3PACT 6 10 15 roauHK B cpaBHEHHE ¢ IeLiaTa Ha Bb3pacT | A0 4 rouHHU.

DK npu 3-AHEBEH Kype € a3UTPOMMLMH MepopaiHa CycneH3us npu Jo3a 10 mg/kg AHEBHO e oLeHeHa
CbLLO M 1IpH 16 newna, Ha 6 meceua no 10 roanny, ¢ 6axrepuannu nugpekunn. CpeaHara AUCo.24 npy

7 neua Ha Bb3pacT 2 10 4 roaudn e 2,90 pgeh/ml, nokaro npu 8-re aeua Ha sb3pact 5 10 10 roanum
ctonHocTTa € 2,08 pgeh/ml. Hucka croiiHocT Ha AUCo.24 0,74 pgeh/ml e peructpupasa camo npu eaHo
J€TE€ BbB BL3PAacTOBATA I'Pyna oT 6-Meceua a0 2 roauHH.

®apMaKOKHHETHKATA HA €AMHUYHA 1033 a3HTPOMHLHH NPH NEAHATPUUHU NALUEHTH, HA KOUTO Ca
npuiioxkeHn Ao34 30 mg/kg, He e MpoyueHa.
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5.3. IIpeakNHHHYHH JAHHH 38 0€30MACHOCT

HeximHuuHHTe 1aHHK Ha Da3aTa Ha KOHBEHLHOHANHUTE $apMaKONOrHYHM NIPOYUBAHUS 34
0e30MacHOCT, MPOYUYBaHKA 338 TOKCUYHOCT FIPY MHOUOKPATHO NPUAATaHE ¥ reHOTOKCHYHOCT HE MOKa3BaT
HEXEJIaHH PeakUMH, OYEBHAHO CBLP3aHH € XOpaTa, KOMTO BCE OLUE HE Ca pasrfielaHy B PYrH TOUYKH Ha

KXIL

Habmonasana ¢ o6aue gochonunuaosa (MHTpaLenyaapHo HaTpynBaHe Ha GocoUNUAN) B HIKOH
TbKaHH HA MULIKH, 1BXOBE H KY4Y€Ta, HA KOUTO Ca NPHIOKEHH MHOTOKPATHH I03H a3HTPOMHLMH.
Pocdonnnuaosa e HabnoNaBaHa B CXOAHA CTENEH B ThKAHH HA HOBOPOAEHHM TUIBXOBE H KYYETA.
Jloka3zaHo €, ue edexTnbT € 00paTHM ciiest criMpaHe Ha NEYEHHETO € A3HTPOMHLMH. 3HAYUMOCTTA Ha Ta3u
HAXO/Ka 32 XOpaTa KaTo LAIO € HEM3BECTHa.

Ilpy npoyy4BaHHATa NpH XKHBOTHH 32 eMOPHOTOKCHYHH €(PEKTH, H3BBPILIEHH 10 YMEPEHO TOKCHUHH 3a
MaKKara 1034 (2 10 3 MbTH NO-BHCOKH OT MAKCHMANTHATA NPENOPbYHTENHA AHEBHA 032 MPH Bb3PACTHH
(500 mg Ha 6a3aTa Ha NJIOLUTA HA TeNecHaTa NOBbPXHOCT)) He ce Habnonasa TepaTtoreHeH edext npu
MHLIKH W MIIbXOBe. Jloka3aHo e, 4¢ a3sUTPOMHULIMH NpeMrHasa npes nnaveHTara. [1py nnbxose 1034
azuTpoMuuus 100 u 200 mg/kg renecHo Terno/aen (2 40 3 MbTH NO-BUCOKH OT MaKCHMMAJTHATA
npenopbuuTeHa A03a 500 mg Ha Oa3ara Ha nAoLUTa HA TENECHATA NOBBLPXHOCT) BOAST A0 JEKO
3a0asaHe Ha deTanHaTa OCHPHKALMA H HAAIABAHETO HA TErNIO Ha Maiikara. [1pH nepu- u
NOCTHATANHHUTE NPOYYBAHHA MPHU NNBXOBE ce HabJIOAaBAa Jieko 3a0aBsHe cle NeYeHUe ¢ J03HM
azuTpoMuunH 200 mg/kg/neH (3 MbTH NO-BUCOKH OT MAKCUMAIIHATA NPENOPBYHTENHA JHEBHA 1034 NPH
Bb3PaCTHH Ha Da3aTa Ha MJIOLUTA Ha TENECHATa NOBBLPXHOCT).

6. OPAPMAILEBTHYHH TAHHU
6.1. CpHcbKk Ha NOMOMHHTE BellleCTBA
3axapo3sa

MaunuTon

Harpues kapbonar

KcaHTaHOBa ryma

CunvuueB AHOKCHUI, KOJIOMIEH De3BROACH
ApoMar aroaa

Apomart baHaH

3axapHH HaTpuH

6.2. HechbBMECTHMOCTH

He ca u3BecTHu.

6.3. Cpox na roguocr

[lpax 3a nepopanna cycneHsus - 30 (TpuaeceTt) Mecerla.
[IpuroreseHa cycneHsus - 5 aHH.

6.4. ChnennajHH YCI0BHA HA ChXpaHeHHE

[Ipax 3a nepopasiHa cycneH3us: npu Temnepatypa non 25°C.
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[lpuroTBeHa cycneH3ua: npy Temmneparypa nog 25°C.
6.5. Bnan chabpkanHe HA OMAKOBKATA
SETPYM 200 mg/5 ml npax 3a nepopasiiHa CycneHing ce onakoba B kagsba ¢rbkieHa dyrunka ot 30 ml ¢

NOJMHUETUNEHOBA Kanavka Ha BHHT, CbC 3alUMTEH HPLCTEH.
1 G)JTHJ"I Ka, 3a€AHO € AUCTOBKA 34 NaluuCHTa H CIIpPHHLUOBKA 34 MNCPOpPaTHO AO3HPAHC CC TNOCTABAT B

€AHHWYHA CrbBaeMa KapTOHEHA KYTHS.
6.6. ChoenHaIHH NPeANAIHH MEPKH NPH H3XBbLpJIAHe H padoTa
1 6yruaka 3ETPYM 200 mg/ S ml, 20 mi npax 3a nepopanna cycneHsus ceabpxka 800 mg

A3UTPOMHMLIMH BbB BHA Ha Npax 3a nepopanHa cycnedsus (16 g), noctarsuny 3a nosiyyapaHeto Ha 20 mli

CYCNEH3MUAL.
Hpuzomeane na cycnenzuama: KoM CbaAbpXaHHETO Ha OyTunkara ce npubaeaT 12 ml soaa, cien xoeto

OyTHIKaTa ce pa3Kiala eHEPruyHo N0 NonyyasaHe Ha eAHopoaHa cycnensns (20 ml). Ilpeau scaka
ynorpeba OyTuakaTa ce pa3kialia.

7. INPUTEXATEJ HA PABPELHIEHHETO 3A YIIOTPEBA
XUMAKC ®APMA EOO/]
ya. l'opyua”Ne 8A

1618, Codus
bbharapus

8. HOMEP HA PASPEIIFEHHETO 3A YIIOTPEBA

Per. Ne 20130022

9. JATA HA ITBPBO PA3ZPEHNIABAHE / [TOJHOBABAHE HA PASPEIINIEHHMETO 3A
YIIOTPEBA

Hara Ha nbpeo paspewapade: (8.01.2013
JlaTta Ha nocneaHo noaHossaBaHe: 09.02.2018

10. JATA HA AKTYA/IMIUPAHE HA TEKCTA

OKTOMBpH 2025 1.
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