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JCTTNKS

KPATKA XAPAKTEPHUCTHKA HAMPOAYKTA /U vu o ¥ 62

A3Fr  U3-1-10

1. HUME HA JIEKAPCTBEHUSA MPOAYKT /MA/MF eeeeeee ]
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CYMAME/] cupon 100 mg/5 ml npax 3a nepopasnna cycneHsus
SUMAMED syrup 100 mg/5 ml powder for oral suspension

2. KAYECTBEH U KOJIMYECTBEH CHhCTAB

Beeku 5 ml ot pastopenns Cymamen cupon 100 mg/5 ml npax 3a MepopasHa CyCrneH3us CbabpiKat
100 mg asuTpomMHLMH (KaTo AUXHApAT).

[1oMOLIIHH BELlleCTBA ¢ U3BECTHO JICHCTBHE:
Beekn ml cpabpka 0, 776 g 3axaposa, koeTo e eKkBHBaIeHTHO Ha 3,88 g/5 ml .
Beexn ml chbpka 7 mg HaTpHid, KOeTo e eKBUBaJIEHTHO Ha 35 mg/5 ml.

3a NbJIHUSA CINUCHK Ha MOMOILLIHUTE BELECTBA BUXKTE Touyka 6.1

3. JIEKAPCTBEHA ®OPMA

[Ipax 3a nepopanHa cycrieHsus
A3WTPOMHLIMH Mpax 3a rnepopaliHa CycrneH3us € 0sia 10 K bITEHHKaBO-05J1a CMeC ¢ XapaKkTepeH BKYC

Ha 4yepelua/baHaH.
PeKOHCTUTYHPAaHUAT a3UTPOMHMLIMH Npax 3a NepopaHa CYCIeH3Hs e 6:1a 10 JKbITEeHHKABO-6s1a

XOMOI€HHa CYCIeH3HUs ¢ XapaKTepeH BKYC Ha yeperna/baHaH.

4. KIMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

Cymames e nokasaH 3a JieyeHHe Ha Clie/IHMTe HHPEKLMH (BXK. Touku 4.4 1 5.1):

[leaHaTpU4HK NALMEHTH HA BB3PACT 6 MeceLla U MO-TOJIEMH ¢ TEer1o noa 45 kg

= OcCTbp CTPENTOKOKOB TOH3HIUT H (JAPHHTUT

- OcTbp OaKkTEpHAJIEH CHHYHUT

- OcTbp OaKkTEepHaEH OTHT Ha CPEHOTO YXO

- [lneBmonus, npuaobura B o6mectsoro (I1110)

= Octpu baKkTepHaIHH MHEKLIMK HA KOXKATa M MOAKOKHATA ThKaH

- Epurema murpaHc (paHeH nokanusupas craauii Ha JlaliMcka Gonecr)

Bb3pacTHH ¥ 10HOWIM ¢ Terno Hal-Manko 45 kg, KOUTO He MOraT /1a IbJITAT TBbP/H JIEKAPCTBEHH

dhopmu:
OcBeH NoKa3aHHATa, IOCOYEHH N0-TOPe, TO3M JIEKAPCTBEH MPOAYKT € M0KA3aH M 3a JIeYEHHeTO Ha:

- Bwb3pacTHu naumenTH ¢ ocTpa ek3auepbauns Ha XPOHHYEH GPOHXHT.

I'pabBa na ce uma npeaBua OGUUMATHOTO PHKOBOACTBO 3a NPaBHIIHA ynorpeda Ha aHTH TEPHAIHY " /e \
CpeacCTBa. (X . N\ &\
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4.2 [{03RpOBKA H HAYHHA HA NPHJIOKEHHE

Jlo3uposka

Heouampuvnu nayuenmu na evpacm 6 meceya u no-zoremu ¢ me2no nod 45 kg
A3UTpOMHUMH TpAOBa Ja ce npunara KaTo eqMHUYHA AHEBHA 1032 (Bx. Tabnuua 1).

Tabauua 1: Tlpenopbky 3a no3upaHe NpH NEAHATPHYHH MALMEHTH HA Bb3pacT 6 MeceLia H No-TOJIEMH ¢
Terno nox 45 kg

Iloka3anue Cxema Ha npunaraHe Ha a3UTPOMULIMH
Octbp GaxrepHaneH cuHyHT
[IHeBMOHHSA, IPHIOOHTA B 10 mg/kg/nen 3a 3 nHu
0OLLECTBOTO WK
OcTpu 6axrepHanuu 10 mg/kg B nen 1, nocneasano ot 5 mg/kg/new 8 auu 2-5
HHPEKLHH HA KOXKaTa H
NOJKOMKHATA THKAH
OcTtop HakrepuaneHs oTHT Ha €INHHYHA 032
CPEeOHOTO YXO 30 mg/kg unm
10 mg/kg/nen 3a 3 aHu
WIH
10 mg/kg B aen 1, nocneasano or 5 mg/kg/nen B axK 2-5
OcTtop cTpenTokokos 20 mg/kg/nen 3a 3 aum
TOH3UJIHT H QAPHHTHT WK
12 mg/kg/nex 3a 5 nuu
Epurema murpanc (panex 20 mg/Kg BeHbXK AHEBHO Npe3 TbPBUSA A€H, MOCIEBAHO OT
NTOKaJIM3UPaH CTanHi Ha ¢AMHHYHa f03a 10 mg/kg B nuu 2 no 10
Jlaiimcka 6osecT)
Tpa6sa na ce oOMHUCNAT cXeMHUTE Ha NEYEHHE, IO3HTE H NPOXBILKHTETHOCTTA Ha JIEYCHHETO, KAKTO
C€ NPEnopLYBA B AKTYATHIWPAHUTE PHKOBOCTBA 34 JICYEHHE APH BCIKO NMOKA3aHHe.

JlHeBHaTa 1032 A3HTPOMHLUMH He TpsGBa 4a HANBHILIABA HEBHATA 4032 32 Bb3pacTHH 500 mg, ¢
M3KIIOYEHHE Ha |-AHEBHHSA Kypc Ha JiedeHue (eAMHHYHA [03a) NpHK OoCThp OakTepuaneH OTHUT Ha
CPEAHOTO yXO, NMPH KOHTO He TpAOBa Aa ce HAJBHILABA MAKCHMANHATa obwia noza 1 500 mg.
MakcumMaHaTa npenopbYHTeIHa 1034 TIPH BCAKO JIEUEHHE MPU NCAHATPHYHH NALMEHTH ¢ TErJo noja
45 kg ¢ 1 500 mg, ¢ nskmoueHue Ha S-aHeBHATa cxema PH OCTBEP CTPENTOKOKOB TOH3WINT H
(bapHUHTUT K NIPH epUTEMa MHrpaHC (paHeH JOKANTH3NUpaH cTaauil Ha JlaliMcka 6onect). Bibkre
Tabnuua 2.

Tabnuua 2: MakcMManHH NpenopbLYHTENTHH QHEBHH NO3H A3MTPOMHLIMH CIIOpe] CXeMaTa Ha

NpHIaraHe
Tenecno | MakcEMa/HA NPeNOPBLUNTEINA JHEBAA 034 A3HTPOMANHH
Terao (kg) | 5 mg/kg 10 mg/kg 12 mg/kg 20 mg/ke 30 mg/kg
(5-anesHa | (3-aHeBHa | (5-aHeBHacxema | (3-mHeBHa cxeMa (cxemac
CXE€Ma, IHH | CXEMa HIIH | CTPENTOKOKOB CTPENTOKOKOB eIUHHYHA
2 no05) 5-nHeBHa (GapHHTOTOH3WINT | (PAPMHTOTOHIWINT, | n03a OCTBP
cxema, 10-nHeBHa cxema, | oTHT Ha
AaeH 1; ned | epurema CPEAHOTO
10-nHeBHa MHIPaHC)
cXeMa, IHH
20010
epHTEMA
MHI'PAHC) _
7 35 mg 70 mg 84 mg 140 mg
2
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8 40 mg 80 mg 96 mg 160 mg 240 mg
9 45 mg 90 mg 108 mg | 180 mg 270 mg
10 S0mg 100 mg 120 mg 200 mg 300 mg
11 55 mg 110 mg 132 mg 220 mg 330 mg
12 60 mg 120 mg 144 mg | 240 mg 360 mg
13 65 mg 130 mg 156 mg 260 mg 390 mg
14 710 mg 140 mg 168 mg 280 mg 420 mg
15 75 mg | 150 mg 180 mg 300 mg 450 mg
16-25 100 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

# Aa He C¢ HANBHINABA AHCBHATA 103 3a Bh3pacTHH 500 mg.
O6emeT, Ko#TO TPAGBa Na ce MPHIIOKHK, 3a Ja Ce NOYYaT rOPHUTE I03H, € NokazaH B TaGnuua 3.

Tabnuua 3: [Ipenopbky 3a npunarase Ha MaKCHMAIHATA JHEBHA 033 H ChOTBETHUTE OGEMH OT
nepopanHata cycnensus (20 mg/ml) npu nexuaTpH4HH NALUKWEHTH HA BH3PACT 6 MECELa M NO-TONEMH C
Terno noa 45 kg

Teaecno Maxkcumaina JneBHA 2032 AIUTPOMHIHH '
Tersno (kg) | S mg/kg 10 mg/kg 12 mg/kg 20 mg/kg [ 30 mg/ke
7 2,00 ml 3,50 ml 4,50 ml 7,00 ml 10,50 ml]
(40 mg)+ (70mg) (90 mg)y++ (140 mg)* (210 mg)*
8 2,00 ml 4,00 ml 5,00 ml 8,00 ml 12,00 ml
(40 mg) (80 mg) (100 mg)++ (160 mg)* (240 mg)*
9 2,50 mi 4,50 ml 5,50 ml 9,00 ml 13,50 ml
(50 mg)+ (90 mg) (110 mg)y++* (180 mg)* (270 mg)*
10 2,50 mli 5,00 ml 6,00 ml 10,00 ml 15,0 m]
(50 mg) | (100 mg) (120 mg)* (200 mg)* (300 mg)*
11 3,00 ml 5,50 ml 6,50 ml 11,00 ml 16,50 m!
(60 mg)+ | (110 mg)* (130 mg)++* (20 mg)* | (330 mg)*
12 3,00 ml 6,00 ml 7,50 ml 12,00 ml 18,00 ml!
| (60 mg) (120 mg)* (150 mg)++* (240 mg)* | (360 mg)*
13 3,50 m] 6,50 ml 8,00 ml 13,00 ml 19,50 ml
(70 mg)+ (130 mg)* (160 mg)++* (260 mg)* (390 mg)*
14 3,50 ml 7,00 ml 8,50 ml 14,00 ml 21,00 ml
(70 mg) (140 mg)* (170 mg)y++* (280 mg)* (420 mg)*
15 4,00 ml 7,50 ml 9,00 ml 15,00 ml 22,50 ml
(80 mg)+ | (150 mg)* 1 (180 mg)* (300mg)* | (450 mg)*
16-25 5,00 ml 10,00 mi 12,50 ml 20,00 ml 30,00 ml
(100 mg) (200 mg)* (250 mg)* (400 mg)* (600 mg)*
26-35 7,50 ml 15,00 ml 17,50 ml 25,00 ml 45,00 m!
(150 mg)* | (300 mg)* (350 mg)* (500 mg) *# (900 mg)*
36- <45 10,00 ml 20,00 ml 22,50 m] 25,00 ml] 60,00 ml
(200 mg)* (400 mg)* (450 mg)* (500 mg) *# (1 200 mg)*

" no3a 5 mg/kg: mpenopruMTenHuTe 4034 ca 1,75 ml (35 mg), 2,25 m! (45 mg), 2,75 ml (55 mg), 3,25 ml (65 mg) ¥ 3,75 ml
(75 mg), xouTo Morat aa GbJAaT NpUNaraHy camo ¢ rpallyMpaHa CIpHHLORBKA 32 NepopanHu GopMH ¢ AeneHns no 0,25 ml.
Tesn croitnocTH ca 3aKkpbIyeHH, 3a na ce NONy4H NOIXOAALA N03d, KOATO Aa ObAe NPHIAraHa, B CIydal ue ce H3noa3sa
rpalyvpana ClipMHUOBKA 33 nepopanun GopmMu ¢ aenenns no 0,50 ml.

" no3a 12 mg/kg: npenoprunTenHuTe 103a ca 4,20 ml (84 mg), 4,8 ml (96 mg), 5,4 ml (108 mg), 6,6 ml (132 mg), 7,2 ml
(144 mg), 7.8 ml (156 mg) » 8,4 ml (168 mg), xouro Morar aa 6naatr fIpHAaraHd caMo ¢ rpanyHpaHa ClipHHLIOBKA 3a
nepopainy Gopmi ¢ aenenns mo 0.20 ml. Tesu cToliHoCTH ca 3aKpBITICHH, 34 14 ce NOJTyYH MoJAX0AN A N03a, KOATO 14 Obac
[IpHJIaraya, B Cy4al 9e ¢ HIMOA3BA IpalyHpaHa CIPHHUOBKA 3a Niepopantn GopMH ¢ aenenns no 0,5 m
*azurpoMuis 40 mg/ml (200 mg/5 ml) npax 3a nepopaiiHa CyCneH3Ns € HAN-NOAXO0AAL 38 NeHeHHe
* Ita He ce HANBMIIABA AHEBHATA 1034 3a BE3pacTHH 500 mg,

2025-09-N013




Bv3pacmuu u onowiu ¢ meano nav-manko 45 kg, koumo ne Mozam 0a eamam mebpou AeKapCmeenu
gopmu

A3UTpOMHLIMH TpAOBa Na ce npunara KaTo eAWHHYHa AHEBHA no3a (Bx. Tabnuia 4).

Tabauua 4: Ilpenopeku 3a Ao3MpaHe MPH BBIPACTHH H IOHOLUH C TErNoO Hait-Manko 45 kg, KouTo He
MOraT Ja MBJITAT TBbPAH JIEKapCTBeHH QOpMH

[Toxazanue Cxema Ha npuiarase Ha a3sUTPOMHLIMH

OcTbp CTPENTOKOKOB TOH3WINT H (PapHHTHT

OcTtbp bakTepHateH CHHYHT
500 mg/neH 3a 3 auK

OcTtbp DakTEpHANIEH OTHT HAa CPEAHOTO YXO
WIH

Octpu exzauepbaunmn Ha XpoHHYeH OpoHxUT*
500 mg B neH 1, nocneasano ot 250 mg/neH B

[THeBMOHMSA, NpuaOOHTa B ob1mecTBOTO" JAHH 2-5

Octpu HakTepHaHH HH(pEKLMY HA KOXKATA H
MOAKOMXHATa ThKaH

Epurema murpasc (paHed sokanusupad craauid | 1 000 mg B aen 1, nocneaeano or 500 mg/neH B
Ha JlaliMcka bonect) aHn 2-10

* 33 eyeHHne caMo Ha Bb3paCTHH

¥ IpH BE3pACTHH NEPOPATTHOTO NEUeHHE MOXKeE Ja Obe NPOBEACHO H CIIE] HHTPABEHO3HO NIeYeHHE,
aKo € KIHHHYHO TI0Ka3aHO 3aBbpLUBaHeTO Ha 0010 7- 1o 10-aHeBeH Kypc Ha NleueHHe (3a
noapodbrocTy BxTe KpaTkara xapakTepucTHKa Ha NPOAYKTA Ha HHTpaBeHO3HUTE HOPMH Ha

AIUTPOMMULIMH )

TpabBa aa ce oOMHUCAAT CXEMHUTE HA JIeYEHHE, A03UTE H NPOAB/DKHTEIHOCTTA Ha JICYEHHETO, KAKTO
ce MpernopbyuBa B aKTYANU3HPAHUTE PHKOBOACTRA 32 JIEYEHHE NMPH BCAKO MOKa3aHHeE.

IIponycnama oo3a

Axo ca w3MHHanW 12 yaca WIM MO-MajKO OT NpOMyCHATaTa jA03a, MalHEHTHLT TpiOea aa Obae
NOCHbBETBAH Ja S MpPHEME BBL3MOXKHO Hafi-CKOpO U cnel ToBa Ja B3eMe CeJBailiata no03a B
obuuaitHoTo BpeMe 110 rpaduk. Ako ca U3SMHHaNHY noseye ot 12 yaca oT 06UUAHHOTO BpeMe 3a NPHEM
Ha 103aTa, MaUMEHTHT TPAOBa fa Obae NOCHBETBAH Ja M34aKa A0 clefBaliara 103a no rpaduk.

CrnenpaiHi nony.Jalinu

bvbpeuno yspeoicoane
He ce Hanara kopurupane Ha ao3ara npH nauuerTd ¢ GFR > 10 ml/min. IIpu naunenty ¢ GFR
< 10 ml/min asuTpoMuLnH TpaOBa Ja ce npuwiara ¢ NOBHIIICHO BHHMaHHWe (BXK. Touka 5.2).

Yeprodpobro yepesicoane

He ce Hanara kopuripane Ha 1o3ara npy nauueHTtH ¢ jeka (knac A no Child-Pugh) unu ymepena
CTeneH Ha yepHoaApobHo yepexkaaHe (k1ac B no Child-Pugh) (Bx. Touka 5.2). Jlunceat aanxu npu
NalMeHTH ¢ TeXKa CTeneH Ha yepHoApodHOo yBpexaaHe (knac C no Child-Pugh). Cnenosarenno
a3UTPOMHULIMH TpsAOBa Ja ce npunara ¢ NOBMUIEHO BHUMaHMe NPU TAKKBA NMALIMEHTH (BK. TOYKA 4.4).

Cmapuecka ev3pacm
He ce Hanara kopurupaHe Ha fo3aTa MpH NaLUMEeHTH B CTap4ecKa BB3PacT (BX. TOUKA
NpH NMalMEHTHTE B CTapyecKa BBL3PAcT HMa MO-rojiiMa BEPOATHOCT A& Bb3HHUKHAT
CbCTOAHHA, Ce MPEeNnophYBa Ja ce NOAX0KIa 0COoOEeHO BHUMATENHO NOpaAy pHC
CbhpJeYHHU apUTMHUR H torsade de pointes (Bxk. Touka 4.4).
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[leauaTpuyHa nonynalus
bezonacHOCTTa M €(PMKACHOCTTAa Ha a3UTPOMMUMH HE Ca YCTAHOBEHM MpH [€lia Ha BB3pacT noa
6 MeceLia 3a HHKOE OT IOKa3aHUATa, H3bpoeHu B Touka 4.1.

HsamMa cboTBeTHa ynotpeba Ha Cymamen 3a le4eHHE Ha OCTPH ex3alepbaiiii Ha XpOHHYEH OPOHXUT
NpH MeIUATPUYHH NALHEHTH.

Hauux Ha npHUioKeHUE
3a nepopaJHo NPHIIOKEHHE CIIeA PEKOHCTHTYHPaHE.

[IpaxbT 3a nepopanHa cycrieH3us TpabBa a ce npuemMa KaTo €QHHMYHA AHEBHa 03a ChC WM Oe3
xpaHa. [IpunoXxeHHETO HENOCPEACTBEHO MPEIH XpaHEHE MoXe Ja noaodpH CTOMAaLIHO-YpeBHATA
NOHOCHMOCT.

[TauuenTure TpsadBa na 6baAT CHLBETBAHM Aa paskialiaT OyTWIKaTa ¢ pEKOHCTUTYHpaHaTa repopasiHa
CYCIIEH3HA NpEAH BCAKA HOBA 034.

3a yka3aHHsi OTHOCHO PEKOHCTHTYHPAHETO Ha JIEKAPCTBEHHA NPOAYKT NMPEdH MPWIOKEHHE BHKTE
TOUKa 6.6,

Ho3ara Ha nekapcTBOTO TpAOBa a ce U3MEPBa ¢ IOMOLITA Ha MTPEAOCTABEHATA CIIPHHLIOBKA 34
riepopaniHH GOpMH.

4.3 IHpoTHBONOKA3ZAHUS

CBpBX4YYBCTBHTEIHOCT KbM AKTUBHOTO BELLIECTBO, EPHTPOMHLWH, MAKPOJIHAHH HIH KETONHAHH
aHTUOMOTHLIH, WIH KbM HAKOE OT NOMOLIHHUTE BEWLIECTBA, H3OPOEeHH B TOuKa 6.1.

4.4 CneunnanHH npeaynpexacHHs H NpeANa3HH MEPKH npH ynorpeba

[loTenunan 3a pe3uCTEHTHOCT

A3HTPOMHLIHH MOXe Aa OnaronpusTcTBa pa3BHTHETO HA PE3UCTEHTHOCT TOpajad CBBP3aHHMTE
ABJrOTpaHHU U NMOHM)KABAlllM C€ HUBA B IU1a3MaTa ¥ TbKaHUTE CNER Kpas Ha JleueHHeTo (BxK. Touka 5.2.)
JleueHne ¢ asUTPpOMHUMH TpAOBa Aa ce 3amouBa caMO CJi€Zi BHUMATE/IHA OLEHKA HA MON3aTa W
PHCKOBETE, KaTO C€ HMa MNPelBUR JIOKanHata npeobnanaBauia pPe3HCTEHTHOCT M KOraro
MPEANOYHTAHATE CXEMH HA JICHCHHUE HE Ca MOKa3aHH.

TeXKHM KOXHH PEAKLIMH U peaKUUMH Ha CBPbXYYRCTBUTEIHOCT

BbB Bpb3Ka C 1evyeHHe ¢ a3SHTPOMHMLMH ce cb0o0l1jaBa 3a PeKU CEPHO3HH alepruyiHH PeaKLuH,
BIJTIOYMTENIHO aHIHOeAeM M aHadWIaKcus (pAAKO JIETATHA), TEXKKH KOXHH He)KeJIJaHH peakiivH
(severe cutaneous adverse reactions, SCAR), BxounTennHo cHHAPOM Ha Stevens-Johnson (Stevens-
Johnson syndrome, SJS), TokcHuHa enMaepManHa Rekponusa (toxic epidermal necrolysis, TEN),
JIEKapCTBEHA PeaKLMs ¢ CO3MHOPUNUA U CHCTEMHH cHMNTOMH (drug reaction with eosinophilia and
systemic symptoms, DRESS), octpa reHepanu3upana exk3anteMaTo3Ha mycrynosa (acute generalised
exanthematous pustulosis, AGEP), kouto Morat ga 6baaT )KMBOTO3aCTpallaBaLH WK JICTANHY (BXK.
Touka 4.8). [Ipu npeanuceaneTo nauMeHTUTE TpAbGBa Aa 6BAAT HHPOPMHPAHH 32 IPU3HALHTE U
CHMIITOMHTE H BHHMATEIHO NMPOCAEAABAHH 33 KOXKHU peakumu. HAKOH OT Te3u peakiiiy npy
JICYCHHE € A3UTPOMMLIMH BOIAT A0 PELIMAMBHPALLH CUMITTOMH ¥ Hallarat no-AbJIbl' EPHOA Ha
Habmonenue M neyeHue, [Tpy BB3HUKBaHE HA alePrHYHa PeakLHA IEUEHHETO ¢ a3UTPOMHLIHH
Tpadra na Onae npeycTaHoBEHO H Tpa6Ba Aa ce Ha3zHAuM noaxoaaiua tepanus. Jlekapure Tpabsa na

CHMITTOMATHYHATa TEparius. //—1—\
0,

Y nbvkasade Ha OT HHTCPBaJIa 5 "1&* Wy f‘iﬂ
& L A

Y abkeHa cbpacyHa penonaspuzauna ¥ QT HHTepBa, BKIIOUHTENTHO PHCK OT pa3s @  EAMOE 4K
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JOBEJAT /IO NMOBHLIEH PHCK OT BEHTPHKYJIAPHH apHTMHH (BKIIOYHTENIHO torsade de pointes), KOUTO

MOTAT [ JOBEJAT A0 ChPCUYEH apecT, a3UTPOMHLIMH TpA6GBA a ce npuiara ¢ NOBHIICHO BHUMaHHE

NPH NAUKMEHTH C TEKYLIH NPOapPUTMHYHK ChCTOAHUA (0COOEHO )KEHH U NMALHEHTH B CTapyecKa

BB3paAcCT), KaTo:

¢ MALMEHTH ¢ BPOACHO WIH JOKYMEHTHPAHO Yab/DKaraHe Ha QT uHTepBana

* MAUHMEHTH Ha TEKYUIO JIEYEHHE ¢ IPYTH aKTUBHH BELUECTRA, 32 KOHTO € H3BECTHO, Y€ YAb/KABAT
QT unTeprana (Bx. To4YKa 4.5)

* [MALHEHTH ¢ ENEKTPONHUTEH AHcOananc, ocoOEHO B CITyYaH Ha XHIOKAITHEMHA H
XHIMOMarHe3neMus

e TMAaUHEHTH C KIMHWYHO 3Ha4YnMa Opagukapava, CbpAeuHa ApHTMHUS WIH TEXKKA ChpAeYHa
HEA0CTAaTbYHOCT

* [MAalMEHTH B cTapyecka Bb3pacT: [laliHeHTHUTE B CTAPUECKa BB3pacT MOXKeE 14 ¢a MNO-NoaaTIuBH Ha
CBBbP3aHHUTE ¢ NeKapcTBOTO edekTH BupXy QT uHTepBana:

XenaTtoTOKCHYHOCT

Toit KaTO HEPHHUAT APOO € OCHOBHHA LT HA €TUMUHUPAHE Ha A3HTPOMMIIMH, a3SUTPOMHLIMH TPAOBa
Na ce Mpuiara BHHMATEIHO MPH MNaUHEHTH CbC 3HAYHUMO YepHOApoOHOo 3abongBane. MMa
cbhOOLLIEHHA 38 CJTy4ad Ha QYIMHHAHTEH XENaTUT, MOTEHLHAHO BOAEL A0 XMBOTO3aCcTpalliaBama
YepHOApOOHA HEIOCTATBYHOCT, NPH JieYeHUe ¢ a3UTPOMHUMH. [IpH NeueHne ¢ a3MTPOMHIIMH ce
¢hOOLIABA CHILO H 38 XENATHT, XOJMECTATHYHA XKBJITEHHLIA, YEPHOAPOOHA HEKPO3a M YepHOApOoOHa
HEeAOCTATHYHOCT, HAKOH OT KOUTO BOIAT AQ HACTHIIBAHE HA CMEPT (BXK. TOo4Ka 4.8). Hikou naumMeHTH
MOXKe a Ca MMaiM NPEALIECTRALLO YepHOApoOHO 3ab0naBaHe UMK Aa ca NpHEeMAld ApYyTrd
XeMaTOTOKCHYHH JIEKApCTBEHH NpoayKTH. IlanueHTuTe TpadBa Aa 6baaT ChbBETBaHHU A CIIPAT
NPWIOKEHHETO Ha A3UTPOMHULIMH H Ja C€ CBBPXKAT ¢ TEXHHUA JICKap NPH Ppa3sBHTHE HA NPH3HALM U
CHMITTOMH Ha YepROoApoOHa quchyHKLMA, KaTo OBP30 pa3sBUTHUE HA aCTEHHUSA, CBBP3aHa C
KBIITEHHLIA, TBMHA YPHHA, CKIOHHOCT KbM KbPBEHE WIHM YepHoaApoOHa eHledanonaTHsa. B Takusa
cllydad BeZjHara TpsaOBa Ja ce U3BbPIAT U3CAEABAHHA Ha YePHOAPOOHHTE PYHKUMOHAIHH
MOKA3aTES/IN,

Huapus, cewpiana ¢ Clostridioides difficile (CDAD), nceBaoMeMOpaHO3€H KOAUT
Hma cprobuienns 3a CDAD u ncepaoMeMOpaHO3€H KOJMT MPH NCYEHUE C a3HTPOMHLUMH H TEKECTTa

UM MO3Ke 12 Bapvpa OT JieKa JKapHa A0 NeTaieH KOJIUT (BK, Touka 4.8). CDAD u
ncesgoMeMOpaHoO3€H KOUT TpaOBa Aa ce HMAT NPEABHA NMPH MALUMEHTH, KOUTO UMAT JAHapHa 1o
BpEME Ha HIIH CJie]l MPUIOXKEHHETO Ha asuTpoMUIHH. Tpabea aa ce oOMHCIHN NpeycTaHOBABaHE HA
TEPANUATa ¢ A3UTPOMULIMH U MpeanprUeMaHe Ha NOATEPKALIK MEPKU 3aeJHO C [TPUIOKEHHETO Ha
cneundu4Ho aeueHue 3a C. Difficile. He TpafbBa na ce naBar nekapcTBeHH NPOAYKTH, KOHTO
HHXHOHMpaT NEpHCTAITHKATA.

HMudexunu, npeaasaHy 1o NoJoB NbT

MHoro BepoAaTHO € Neisseria gonorrhoeae Aa € pe3MCTEHTHA HA MAaKPOJWIH, BKIIOYMTENTHO a3ainaa
A3UTPOMHIIMH (BXK. Touka 3.1). CrenoBaTe/IHO a3UTPOMHLIMH HE CE NPENOPRYBA 3a JICUCHHE Ha
HeyCNOKHEeHa FOHOPEA H Ta30Ba BB3NAJWTENHA HONECT, OCBEH aKO NadOpaTOpHHUTE PE3yaTaTH He
NOTBBPXNABAT YYBCTBHTEIHOCTTE HA MHKPOOPraHHU3Ma KbM a3HTPOMHLHMH. AKO OCTAHE HENleKYBaHO
WJIH € 1eKyBaHO CyOONTHMAITHO, TOBa 3a00nsaBaHe MOXE Aa AOBelE J0 NOABAa Ha KbCHH YCJIOXKHEHHA,
KaTo HHPEPTUIHTET H EKTONMHYHA OPeMEeHHOCT.

OcBeH ToBa, aKO ¢c€ OOMMCIA NMpHlaraHe Ha €ABHUYHA 1038 a3UTPOMHLIMH 33 JIeYeHHe Ha YpeTpuT M
LCPBHLUNT, NpeaAu3BHKaHK OT N, gonorrhoeae unn C. trachomatis (Bx. Todka 4.2), Tpabea na ce
M3KJITIOMH CBHITBTCTBALLA YPOTEHHTANHA HHpeKUMA ¢ Mycoplasma genitalium nopagu BUCOKHA PHCK
OT NOABAa HAa PE3UCTEHTHOCT B TO3H MHKPOOPTraHU3BM.

na 3abaBH NOCTABAHETO HAa AHACHO3A.
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[Tp1 BCHYKH MIALUMEHTH ¢ YPOreHUTaIHH HHOEKLHMH, TIPEAABAHM 110 NOJOB NBT, TPSOBa Aa ce
3aII0YHE NPOBEXIaHETO Ha NIOAXOAAIA aHTHOAKTEpHATTHA TEpanus W MUKPOOHOIOrHYHH

H3cNieNBaHUA 32 NPOCACaAABaHe.

MmuacTeHua rpaBuc
HmMa crobluenus 3a 060CcTpsAHE Ha CHMITTOMUTE HA MHaCTEHHUA MPaBHC M HOBA MOABA HA MHAcTeHEH

CHHIPOM MPH NALMEHTH, MOIyYaBallly TEpanus ¢ a3HTPOMHLMH (BX. To4ka 4.8).

HeuyBCTBUTEIHH MUKPOOPraHHW3MH
YnorpebaTta Ha a3MTPOMMUIIMH MOXE 1a AOBEJE 0 CBPBXPACTEXK HA HEUYBCTBHUTEIHH

MHUKpoopraHusMu. [lpn Be3HHKBaHe Ha CyNepHH(MEKLHA MOXKE Aa C€ HAJIOKAT NPEKbCBAHE HA
JICUEHHETO WIH APYTH NOAXOAALILH MEPKH.

EprotaMHHOBH NPOH3BOAHH
[1pn nalMeHTH, NOMyYaBalliy eproTaMHHOBH NPOH3BO/JHH, € Bb3HUKHAJ €proTH3bM TpH

eIHOBPEMEHHO MPUWIOKEHHUE HA HAKOHW MAKpPOJIUAHHK AHTUOHOTHLIM. HaMa AaHHH MO OTHOILEHHE HA
BB3MOXKHOCTTA 34 B3aUMOJCHCTBHE MEXAY €proTAMHHOBHTE NPOU3BOAHH H a3HTPOMHLMH. BrnpekH
TOBA, NMOPaJH TEOPETHMHATA BE3MOXKHOCT 34 BL3HHKBAHE HA €ProTUIBM, a3HTPOMHLIMH H
eproTaMMHOBH MPOM3BOAHMA HE MOKE J1a CE€ NpHiaraT eAHOBPEMEHHO.

[leaaTpyUyHa nomynalys
Xunepmpodpuuna nuropua cmenoza npu xvpmavema (IHPS)

Hma C'bOﬁl]lﬁHHﬂ 34 CJIY4YaH Ha XHHCP’I‘pO(bH‘-IHﬂ MAJIOPHA CTEHO3a MPH KbpMaucTa CJica

NPWIOKEHHUE Ha a3UTPOMHLIMH Npe3 ObpBUTE 42 AHH cael paxaanero. IlauHeHTHTe H
obrpipkBaimTe nuua Tpadsa ga GsaaT NOMONEHH 1a CE€ CBBPXKAT C TEXHMA JIEKAp, aKO Bb3HHKHE

NMOBpBLUIAHES Ha CTPYA HJIN Pa3Apa3HHTCIHOCT IIPH XPpAaHCHC.

[ToMoLIHH BELLIECTBA C H3BECTHO ACHCTBHE

3axapo3a

A3MTPOMMLIMH TIpax 3a NepopaiHa cycneHsus cbabpka 3,88 g zaxaposa B no3a ot 5 ml. ITauueHTH ¢
pelxH HaceACTBEHH NMpodJieMH HA HEMOHOCHMOCT KbM (DpyKTO3a, IMMIOK030-rallakTO3Ha
manabcopOuns WM 3axapa3o-U30MalTa3eH JCQHLMT He TpaOBa 1a NpUeMaT TOBa JIeKapCTBO.

Hampuu
To3u nexapcTBeH NPOAYKT ChALPXkA 35 mg HATPHH Ha 1033 OT 5 ml, KOUTO ca €KBUBATICHTHH HA
1,75% oT npenopbuHUTETHHA MAKCHMATIEH AHEBEH MPHEM OT 2 g HATPHH 3a BB3PacTeH.

34 NBJIHHUA CIHMCHK Ha MOMOIUHUTE BelleCTBa BHXKTE Toukxa 6.1
4.5 BsaumoaelicTBHe ¢ ApPYrH JIEKAPCTBEHH NPOIYKTH H ApYrH GOpME HA B3auMOAeHCTBHE

BbnpekH ye a3uTpoMHLMH e cnad uuxubnrop Ha CYP450 1 He B3auMoeHCTBa B 3HAYHTEIHA CTETIEH
c¢ue cyocTpar Ha CYP450, unxnbupane Ha CYP3 A4 »e Moxe aa Obae u3kiovyeHa HansJiHO. [lopasH
TOBA C€ MPenopbUYBa NOBHIIEHO BHUMAHHUE NPH €AHOBPEMEHHO NPWIOKEHUE CbC CYOCTpaTH Ha
CYP3A4 ¢ Tecen TepaneBTUMEH HHAEKC.

A3WTpOMHUMH € HHXHOKWTOp Ha TpaHcnoprepa P-raukxonporteut (P-gp). EnHoBpeMeHHOTO
MpUNoKeHHe Ha a3UTPOMHLIMH M cyOcTpaTi Ha P-gp, KaTO AMFOKCHH M KOMXHLIMH, MOKE J1a OBHILH
€KCITO3ULIMATA UM, IIpH NexkapcTBa C TECEH TEPaneBTHUCH HHAEKC C€ NpEnopbuBa NOBUIIEHO
BHUMAHHKHE H KIHHHYHO NMPOCNCASIBAHE H/WIH TEPANEBTHYCH JIEKAPCTBEH MOHHTOPHHI B KOPHIUpaHe
Ha [i03aTa, KakTo € noaxoaawmo. Bue Bpb3ka ¢ ToBa TpAOBa 1a ce HMa NPEABKHA OTHOCHTENHO IBJTHAT
NOMYKHBOT HAa a3HTPOMHLMH (BK. TOYKa J.2).

-
4 ﬂtﬁ‘m .
Henapc*meuu NPOAYKTH, 34 KOUTO € HIBCCTHO, YC VAb/DKABAT QT HHTCPDBAJ] .-»;‘;;"'“"'-

A3NTpOMHLIMH TpaOBa Aa ce H3NOoA3Ba C NOBHLICHO BHHMAHKE NPH NAaLMEHTH, 10 4 ,.J
JeKapCcTBEeHH NPOAYKTH, 3@ KOUTO € H3BECTHO, ue yAbLKaBaT QT uurepsana (Bx. Y03k ‘4;.4);‘1’{&%0
aHTHAPHTMUYHH JiekapcTea oT Kiac [A (Hanp. xuauauH ¥ npokanHaMua) M 111 (n ‘{ % Of ‘ﬁm“ﬂ.jﬁ i

aMHMOJIAPOH H COTAJION), AHTHICHXOTHYHY CPeACTBA (HAaNp. NHMO3HA), aHTHACTIPECRHTY (ﬁaﬁp |
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LHTAIONPaM), QIYOPOXHUHOJIOHH (Hanp. MOKCH(IOKCALIMH H JIEBO(IOKCALIMH), LIH3AMIPH, XJIOPOXHH
H XHIPOKCHXJIOPOXHH.

UndopmanuaTa 3a NeKapcTBEHUTE B3aUMOACHCTBHSA Ha a3UTPOMHULMH C BB3IMOXHH ChITBTCTBALLH
JIEKAPCTBEHH NMPOAYKTH € 0bob1ieHa B Tabnuuara W TekcTa no-105ay. OnucaHHTe JieKapCTBEHH
B3aUMOJIEICTBHS ¢€ OCHOBABAT HA KJIHHHUYHHTE NPOYYBaHHA 3a B3aHMOICHCTBUATA OT TUNA
,JIEKAPCTBO-IEKAPCTBO®, IPOBEZACHH € A3HTPOMHLIMH, HIIH, KBAETO € NOCOUEHO, Ca Pb3MOXKHH
JIEKAPCTBEHH PEAKLIMH, KOMTO MOXE Ja Bb3HUKHAT MPH JICYEHHE C A3UTPOMHULIYH.

Tabnwua 5: KnHHHYHO 3HAYMMH JICKAPCTBEHH B3aUMOAEHCTBHA MEXAY a3UTPOMHIIMH B APYTH
JIEKAPCTBEHH MPOIYKTH

JleKapcTBeH NPOAYKT BianmoaelicTBHE MexaHH3IBM IMpenopbKa OTHOCHO
(TepanesTHuHA 06s1acT) EdexT BLpXy eAHOBPEMEHHOTO
eKCNO3HUHATS NpHJIOKEHHE
ATtopeactaTiH (MHxuOHTOP | AsuTpoMuLMH: ND ATopeactatiH € cyOcTpar| TpsabBa Aa ce noaxoxaa ¢
Ha HMG CoA penykra3zara) Ha CYP3A4 u P-gp. NOBKILIEHO BHHUMaHHKe, Thi
ATOpBAacTaTHH; KaTo B
AsutpomuumH 500 mg «— AUC NOCTMAPKETHHIOBUA
NePOPATHO BEAHBXK THEBHO | > Crax nepHoA uMa chodmenus
33 3 AHH. 3a CTyyad Ha
pabooMuoansa npH
AtopeactaTtuH 10 mg MaLMEHTH, NIOTYyYaBallH
NEPOPANHO BEIHBX IHCBHO. 43NTPOMHLIHAH
ChITbTCTBAILO CBC
B CTaTHHM.
Llnknocnopus AzuTpoMuuMH: ND L{MKTOCTIOPHH € KauHMMHO
(MMyHOCYIpEcop) cybctpar Ha CYP3A4 MPoC/eAAB3HE H
LinknocnopyH: H P-gp c Tecen TepaneBTUYECH
AsurpoMuums 500 mg — AUC TEPANEBTHYCH KHAEKC JIEKapCTBEH
nepopanHo BeaAHbXK AHEBHO | TCnax 24 % #/WNH ce KOHKYpHpa 3a MOHHTOPHHT, KOTaToO €
33 3 JHH. MJTbYHaA €KCKpeLHa., NoAXoAALLo, TpadBa pa
C€ U3BLPIUBAT NO BPEME
Luxnocnoporu 10 mg/kg - HA H CIE] ICYEHHETO C
nepopanHa €JHHHYHA 003a. a3HTPOMHLMH. AKO ce

Hamnara, fo3aTa Ha
LM KJIOCNIOpHH TpAOBa aa

ce Kopurupa.
KonxuuwH (npu noaarpa) | Asutpomuuns: ND KonxuumH e cybcTpar Heobxoaumo ¢
Ha P-gp ¢ TeceH KINHHRYHO

KoaxuuuH; TEPANneBTHUYCH HHACKC. npocuensBaHe No BpeMe

T 57 % AUC. Ha H ClieA JICYEHHETO C

1 22 % Conax A3HTPOMMIIHH.
JaburatpaH (nepopaneH ND Haburarpan ¢ Tpabpa na ce noaxoxja
AHTHKOAryJIaHT) cyberpar Ha P-gp ¢ ¢ MOBHUILEHO BHUMAaHKE,

Ouaksa ce: T€CCH TepaneRTHUEH TeH KaATO

t HaburatpaH UHEKC. NOCTMAPKE THHIOBHTE

AaHHH Mpeanoaarar
MOBHILIEH PHCK OT
KPbBOH3IUBHM TPH
NAUHEHTH, ITOYYaRalIH

a3HTPOMMLIMH
CBLITBTCTBAIIO C
naburarpas.
JIMrOKCHH (ChpAe4HHH ND JUrokcHH e cyberpar Heobxoaumo e
TJIMKO3UAH) Ha P-gp ¢ recen KIHHHYHO
OvyakgBa ce: TEPANEBTHYECH HHACKC.
1 JIMroxcHHn
8
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Bapgaphu (nepopaneH AantpoMuLKH: ND He e u3pecTeH. Tpsabea na ce odMucn

AHTHKOAryJIaHT) Nno-rojisiMa 4ecToTa Ha
Bapgapuu: ND MPOCTCIABaHEe Ha
AsutpoMHurH 500 mg NPOTPOMOUHOBOTO
NEePOpPATHO BEAHBK Hsma npoMsHa B BpEeMeE 110 BPEME HA U
OHEBHO 3a 1 AeH, a cnel NMPOTPOMOHHOBOTO BpEME ClIed JIEYEHUETO ¢
ToBa 250 mg nepopajHo MpH KITHHUYHHTE A3HTPOMHLHH.
BeAHbXK OIHEBHO 3a 4 JHHU. MPOYUBAHHA 32
NeKapCTBCHHUTE
Bapgapus 15 mg - B3auMoeicTBHA, HO HMa

nepopaiHa ¢eIHHWYHA J03a. | NOCTMAPKETHHTOBH
¢cHOOIEHU 32 3aCUIEHO
aHTHUKOAryJ1aHTHO
AeACTBHE HA NEPOPATTHH
aHTHKOAryaaHTH OT
KYMapHHOB THI NMpPH

€ AHOBPEMEHHO
MPWIOXKEHRHE C
a3UTPOMHLIMH.
3abeneskka: CTATHCTHHECKH 3HAMHMHTE NPoMeHH ¢ noBeye oT 10 % ca o6o3Havenn karo “1” H “|”, 6e3
NpOMAHA - KaTo ‘", HeonmpeAeneHH - kato “ND”.

He ce HabnroaaBa KIMHMYHO 3HaAYKUMa NPOMAHA B €KCIIO3ULIUATA HA a3HTPOMHLIUH UNH
€JHOBPEMEHHO NPWIATAHHUTE IEKAPCTBEHM NPOAYKTH MPH KITHHHYHHTE [POy4YBaHHA 3a OLEHKA Ha
BB3MOXKHHTE B3aWMOACHCTBHA OT THNA ,,JIEKAPCTBO-JIEKAPCTBO™ HA A3UTPOMMLIMH C NIEPOpATHU
aHTHALMAHH CPEACTBA (ATYMHHHEB XUAPOKCHI/MarHe3ueB XHAPOKCH ), KapbamasenuH, LETHPH3HH,
LMMEeTHAKH, eaBUpeHL, GnyKOHA30/, METUINPEAHU30J0H, MiAa3onamM, pudabyTus, cunaeHadu,
TeO(PUNKH, TPHA30/1aM, TPHMETONPHUM/CYN(aMeTOKCA30J1 H 3RAOBYAHH.

[leanaTpuyHa nonynamus
[IpoyuBaHHA 3a B3aHMOJEHCTBHATA Ca NPOBEXKAAHH CaMO MPH BbL3PacTHH.

4.6 Deprannter, OpeMeHHOCT H KbpMeHe

bpeMeHHOCT
PenponyKTHBHUTE NPOYYBAHUA MPH XKUBOTHH ca NPOBEACHHU NPHU AO3H 4O YMEPEHO TOKCHYHHTE 32

MaiKkaTra KoHUeHTpaluu. IIpu Te3n npoyuBaHHsd HE C€ YCTAHOBABA JJOKA3aTEJICTBO 33 TEPATOreéHHHU
edexTi. Hama obaye nocTaTbuHH H 400pe KOHTPOIIMPAHH NPOYUBAHHA NMPH OPEMEHHH XKEHH.

HMa ronsm obeM JaHHH oT 06cepBaLlMOHHH NPOYUBAHUA HA €KCIIOIULIUATA Ha a3HTPOMULMH MO BpeMe
Ha 6peMeHHoCT (noBeye ot 7 000 cayuas Ha SpeMEHHOCT ¢ EKCITO3HLIMA Ha a3UTPOMHUHH). [ToBeuero
OT Te3H MPOYYBAHHSA HE NPEANOaraT NOBHLICH PUCK OT HEeXeNaHH (PeTanHH eeKTH, KaTo rojieMH
BPOASHH MaKpOpMaLIHKB WIH ChPACYHOCHAOBH MAN(POPMALIMH.

EnuaeMHONOrH4HUTE JaHHK, CBBP3aHH ¢ PUCKA OT CIIOHTaHeH abopT ciell eKCno3uuug Ha
a3UTPOMHLIMH MO BpEME Ha paHHa OpeMEeHHOCT, ca Heybeaurennu. IIpoyuBaHMATa pH )KUBOTHH HE
NOKa3BaT PENPOAYKTHBHA TOKCHYHOCT (BX. TO4YKa 35.3).

A3nTpoMHLIMH TpAOBa Aa ce H3MoJI3Ba IO BpeMe Ha OpEMEHHOCT CaMo IIPH KIMHHYHA HEODXOAHUMOCT,

Kbpmee
A3ZUTPOMHLIMH C€ EKCKPETHpPA B KbpMaTa /10 3HauuMa creneH. He ce HabnrogapaT cepHO3HU HexXenaHH
edeXTH Ha a3HTPOMHLIMH MPH KBPMEHH KbpMa4eTa, HO €EKTH KaTo AHapHus, r-OH4Ha
JIUTABULIMTE, KAKTO Y CBPBXUYYBCTBHTEIHOCT MOTaT Aa Bb3HUKHAT NPH KbPMEHH

HOBOpPOACHHW/KbpMayeTa A0pH NpH cyOTepaneBTHYHHM 03U, TpabBa aa ce BieMe p
NpeyCTAaHOBH KbPMEHETO WIH Ja C€ MPeyCTaHOBHW/ Ia HE CE NMPWJIOIKH TEpanuAaTa
ce B3eMarT NMpeABU] 10J13aTa OT KbPMEHETO 3a JIETETO K NON3aTa OT TEparnqaTa 3
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DepTUAHTET
[Tpu npoyuBaHuATa 3a eeKTUTE BBPXY (PepTHINTETA, MPOBEACHH NPH TUTHXOBE, ce 3abenssBa

HaMaJieHa 4YecToTa Ha 6peMeHHOCT. 3HaUUMOCTTa Ha Ta3K HaXo/[Ka 3a XOpaTa He € H3BECTHA.
4.7 EdexTn BbLpPXY cniocobHOCTTA 3a MoPpHPaHEe H padoTa ¢ MAINHHA

Cymame]1 MOBJIHABA B yMEpEHa CTeneH cnocodHocTTa 3a wodupane 1 padora ¢ mammun. Uma
cpoOLIEHHS 3a 3aMasHOCT, CBHJIHBOCT H KOHBYJICHH NPH HAKOH MaLUEHTH, IPHEMALIH a3HTPOMHILIHH,
a HAKOH MMALMEHTH Ca MOJYYIIH 3pPHTEJIHO /WK CIYXOBO yBpexaaHe. Topa TpaOpa aa ce MMa
npeaBHA, KOraTo ce OlleHaBa cnoco0HOCTTa HA MAaLMEHTA 3a modupaHe U paboTa ¢ MalIMHH (BXK.

TOUKa 4.8).
4.8 Hexenann NeKapcTBeHH peaKlHH

PesioMe Ha npoduia Ha 6e301macHOCT

Haii-uyecTo chOOLEABAHHUTE HEXKENAHU PEaKLIMK N0 BpeME Ha JieueHue BKNOYBAT AMapui, rnapobonue,
nospbillaHe, kopeMHa 0oJika, raicHe ¥ OTKIOHEHHUS B PE3YNTATHTE OT N1abOpaTOPHUTE H3CIEABAHUA,
JIpyruTe BaXKHH HEXKETaHH PeaKLIMU BKIIOUBAT aHa(pPWIaKTHYHM peakLiuH, torsade de pointes,
aPUTMHH, BKIIIOYMTEIIHO BEHTPUKYapHa TAXHKApIHA, NICEBAOMEMOPaHO3EH KOMHT H YepHOOpOoOHa
HEeAOCTAaTBLYHOCT (BXK. TouKa 4.4). B:B BpBb3Ka ¢ JieyeHHE C a3UTPOMHLIMH c€ ChOOLIARA 3d TEXKKH
kKOxHHU HexxenaHHu peakumu (SCAR), BkmoudnrenHo CMHAPOM Ha Stevens-Johnson (SJS), TokcHuHa
enuaepManHa Hekponnsa (TEN), nekapcTBeHa peakumsa ¢ €03MHOQHINA 4 CHCTEMHH CHMITTOMM
(DRESS) n ocTpa reHepanusupaHsa ek3aHTeMaTo3Ha mmycTynosa (AGEP) (Bx. Touka 4.4).

CnHCcBK Ha HEXEeNaHWTe peakiimy B TabauyeH BUA
HexxeNnaHUTe peakLiy, YCTAHOBEHH OT OIHTA MPH KNIUHHYHUTE HINKHTBAHUA H OT

MOCTMAPKETUHTOBOTO HabnmoZieHue, ca H30poeHH NMO-A0/Iy NO CUCTEMO-OPraHeH KNac U 4eCToTa.

Cnopen 4ecToTaTa Ha Bb3HHKBAHE HEKENaHUTE PEAKLMH CE ONPEAENAT KaTo: MHOro uectH (= 1/10),
uect (> 1/100 no < 1/10), neuectn (= 1/1 000 go < 1/100), peakn (Z 1/10 000 no < 1/1 000) u ¢
HEeH3BECTHA YecToTa (OT HAIMMHUTE JaHHH He MOXKe 214 Obae HanpaBeHa oueHka). BB Beaka rpyna no
YECTOTA HEXKENAHUTE JIEKAPCTBEHH PEaKLWHU Ca NPEACTABEHH B HU3XOAA1H PeAl O OTHOEHWE Ha
TAXHATa CEPHO3HOCT.

Tabnuua 6: CnuchK Ha HeXeJJaHUTE peaklHH B TaOJIMYEeH BUA

CHeTeMO-0praHeH MHuoro uecTn Yecrn HevecTH Peaxu C HeHlBecTHA
KJIAC HECTOTA
Hrdexunn v Kananaosa
HHpeCTALHH [THeBMOHMS
['bOnyHa
HHpEKLHSA
bakrepnaina
HHbexuns
Barunanua
HHEeKINA
DapHHIrHT
[ aCTPOCHTEPHT
Pauur
Opanna
KaHIAHI03a
Hapymenusa Ha [oHuxeH Opoit Jlepkonenus TpombouuTo-
KPbBTA H THMOHATS nUMGPOUHTH HeytrponeHus [TCHHA
CHCTEMA IlosHILEH Opoit Eozunodunna XEMOIHTHYHA
e03HHOQIHIH [losuwen 6poi aHeMHA
[loBhuien 6poit TPOMOOLIMTH
bazodunu [ loHnxeH
IlosuiueH Gpoi XEMATOKPHT . &
MOHOLIHTH o | ;
Mosuiet 6poit A N S|
HEYTPOGHIH n AT }
Hapywenns na AHTHOENEM ‘f - AHadibfariy- ™|
HMYHHATA CHCTEMA CBpBX4YYBCTBH- mﬁa "r;_;;'
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TCIHOCT {BXK.
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To4Ka 4.4)
Hapywenus Ha [Monuxen
MeTabonuimMa H aneTHuT
_XPAHEHETO
IcuxHunn HepzeHoct AXHTaLMA TpeBoxHoOCT
HApYLIEHHS beicnhHue Jdempuym
XamouHHAaLHH
Arpecus
HapyuieHHs Ha [ naBoGo.sHE 3aMagHOCT MuacreHns
HEPBHATA CHCTEMA Hucrey3us IpaByC (BXK.
[IapecTe3us TOYKa 4.4)
COMHONEHTHOCT I'bpu
AHOCMHA
Areysus
XHNECTEINA
IlcuxoMoTopHa
XHIICPAKTHB-
HOCT
ITapocmusg
CHHKOI
Hapylnenus ua 3puTenHo
OUYHTE YBPEKAAHE
Hapymennsa ua Hapymenue Ha [ayxota
yX0TO0 M Ja0HPHHTA YXOTO XHnoaky3uc
BeprtHro THuuTyC
Crpaeunn [Tannuraunu Torsades de
HAPYLIEHHR pointes {Bx.
TOMKa 4.4)
APUTMHH,
BEKTHOUHTEIHO
BCHTPHKYapHa
TaxuKapausa
(B, TOYka 4.4).
Yasmken QT
HHTEpBAN Ha
ENEKTPOKAPIHO
rpaMara (Bx.
TOYKa 4.4)
CLaoBH HADYIDEHHSA | ['opeilH BLIHH XHIOTOHHS
PecnupaTopHn, HucnHes
rPLAHH H PecnupartopHo
MeIHACTHHRJIHH HapYILICHHUE
HAPYUIEHHA Endcrakcue
CroMamHo-4peBHH Huapus [ToBphiiane I"acTpur IMankpeaTHr
HAPYILIEHHRA Kopemua boiika Jarnex [1cenaomembpa
['anene Aucnencus HO3EH KONHT
JHcdarus {BX. TOuka 4.4)
[loaysaue Ha [Ipomsana B
KOpeMa [IBCTA HA €3HKa
Cyxora B
yCTaTa
$1aBu B ycTara
XHnepcaninsa-
1170
Epyxrauns
PnaTyneHIHA
XenatobuaHapHuu [lopHuICHA OTKIOHEHHA B YeproapobHa
HAPYILIEHHA acnaprar- YeprOApOOHaTA HEAOCTa-
aMHHOTpasiche- | PyHKLHSA TBYHOCT {BX.
pa3a XoaecTarwyHa ToYka 4.4)
[loBHicHa KBITCHHULA
ATAHHHAMHHO
TpaHcdepaza
[lonmen
OnnupyOHH B :
KpbBTa | o3
IloBHLIEHA -
ANKAJIHA \ <
N
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¢ocharasa B
KpbBTa

!

HapymeHusa Ha
KOMXATA H
NOAKOAHATA ThKAH

Ob6pus
Ipypuryc
YprHkapus
HepMarur
Cyxa koxa
XUnepxuaposa

Ocrtpa
reHepajJM3npaHa
€K3aHTEMATO3Ha

mycTYN03a
(AGEP)

JlexapcTeeHa
peakKinA ¢
€O3HHOGHIHUA H
CHCTEMHH
CHMITTOMH
(DRESS)
Peakuus Ha
HoTOUYBCTBHTER
HOCT

TokcHuua
enMuaAcpMaiHa
HEeXpOIH3a
CunapoM Ha
Stevens-
Johnson
Epurema

myTHdopme

HapymeHus ua
MYCKYJHO-
CKEJTETHATA CHCTEMA
H CHEXHHHTENHATA
ThKAH

OcTeoapTpur
Muanrus
bonka B Ipba
bonka BbB
BparTa

ApTpanrus

Hapywenun Ha
6nbpeunTe H
NMHKOYHHTE NbLTHILS

Jusypus

bonka B
owuOpeumre
[TosuuieHa ypes
B KPbBTA
[ToBuHlICH
KpeaTHHWH B

KpPBBTA

Octpo
OnOpeuHo
YBPEAAAHE
TyOynonurep-
CTHIHAJIEH

nedpur

HapyiieHHa Ha
BbLINPOHIBOAHTEAHA
TA CHCTEMA H
rbpaaTa

Hurep-
MEHCTPYAIIHO
KbpBCHE
Hapyuienwe Ha
TECTHCHTE

O6n HapywieHHA B
eDEXTH HA MACTOTO
HA MPUIOKEHHE

Orox

ACTCHHSA
Hepaznonoxe-
HHE

YMopa

OTOK Ha NTHLETO
bonka s
obnacTra Ha
BPAKTE
IInpexcna
bonka

[lepudcpen
OTOK

Hicrenapanuna

FloHyxeHH

OuxapboHaTy B

XpbBTa

AOGHOpPMHO
HHBO Ha Kantufl
B KPbBTA
[MoByileHH
XNOPHIK B
KpLBTa
[TosuinicHa
rroKo3a B

KpBbBTA
IoBHIIeHH

OukapboHaTH B

KpBBTa
AGHOPMHO

HHBO Ha HaATpHH
B KpBBTa

HapanssaHus,
OTPABSIHHA H
YCAOXKHEHHA,
BL3HHKHAJH B
Pe3YATAT Ha
HHTEpPBEHUHH

Y CcnoxHeHHe,
BhIHWUKHAIO
cnen
HHTEPBEHLIHA
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CrobulaBaHe HA NOAQINPAHU HEXKENAHU PEAKLIHH
CrofLaBaHeTo Ha NOIO3HPAHH HEXeIaHH PeaKLiMH ciiell paspellaBaHe 3a ynorpeba Ha 1eKapCTBEHHA

MPOAYKT € BaxkHO. ToBa ro3BonfABa Aa NPOABDKH HabMIOASHHETO Ha CHOTHOLIEHHETO NOMI3a/PHCK 3a
NeKapcTBEHHA NpoAykT. OT MEAHLMHCKUTE CIIEHHATHCTH C€ H3UCKBA Jla ChoOWIaBaT BCAKa
noAO3MpPaHa HeXeNaHa peakius upe3 ManwnHuTenna aresuusa no neKkapeTearta, yia. ,,Jlamad I'pyes” No
8, 1303 Codus, Ten: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpenozupane

CUMOTOMM

HexenanruTe peakuut, NOTYUEHH MPH NO-BUCOKH OT NMPENOPLUHTEIHUTE N03HK, €a CXOAHH C
HaOmonaBaHUTe Npy obuuaiinute no3u (Bx. Touka 4.8). TUNWYHKTE CUMIITOMH HA NPEAO3IUPAHE HA
a3MTPOMHIIMH BKJIFOUBAT CTOMALLHO-4YPEBHH CHMITTOMH, Hanp. NOBpPbIUAHE, AHApHS, KOpEMHaA DonKa 1
raJicHe.

Jleuenune

B cay4aii wa npegosdpaHe ca noka3aHd o010 CHMNTOMATHYHO JIeYEHHE U NOAObPKaHe Ha
’KH3HEeHHTE PYHKLHH, H, aKO Ce€ Hanara, MpHIoKEHHe Ha MEULIMHCKH BBIJIEH HIH CTOMAllIHa
MpPOMHBKA.

Hsama naHHU 1o OTHOLWEHHE Ha ¢PeKTUTe OT AUANU3aTa BBPXY EIHMHUHHPAHETO HA A3UTPOMHLHH.
Ob6aue mopany MeXaHH3Ma Ha eIMMHHHpaHE Ha a3HTPOMULIMH € MANIKO BEPOATHO AHaNH3arTa Ja
JoBede OO 3HAUUTENHO OTCTPAaHABAHETO HA AKTUBHOTO BELUECTBO.

5. PAPMAKOJIOI'HYHHA NTAHHHU
5.1 PapMakogHHAMHYHH CBOHCTBA

(dapmakoTepaneBTUYHA rpyna; AHTHOAKTEPHATHY CPEACTBA 38 CUCTEMHO MPHJIOKEHHE, MAKPOITUIH
ATC xon: JOIFAILQ

MexaHu3tM Ha JeHCTBUE

MexaHH3MBT Ha AciCTBHE HAa a3UTPOMMLUMH Ce OCHOBABa Ha MHXMOMpaHeTo Ha GakTepuaiHHs
CHHTE3 Ha NpPOTEeHHH 4pe3 c¢Bbp3BaHe ¢ pubo3oMHaTa cybeanHnua 50 S W uHxubHpaHe Ha
TPAHC/IOKALMATA Ha NENTUAMTE.

Bpi3ka dapMakokuHeTHKa-PpapMaKOAHHAMHKA
EdnkacHocTTa 3aBHCH IJ1aBHO OT choTHOWEHHETO Mexay AUC (mutoin noa kpuBarta

KOHUeHTpatma-speme) H MIIK (MpHHManHa NOTHCKaINA KOHUEHTPALMSA ) 32 NaTOreHa.

MexaHHu3bM Ha PE3UCTEHTHOCT
Pe3sHcTeHTHOCTTA KbM a3UTPOMHMLIMH MOXKE JIa CE OCHOBABAa HA CICAHHTE MEXAHHU3MH:

- Ednykc: PeaucteHTHOCTTa MOXKE 1a ObJie NpUYMHEHa OT NNOBHIIaBaHe Ha Opod Ha
e TYKCHWTE NOMNH B KJleTbuHaTa MeMOpaHa. Topa ce oTHacs caMo 3a MakpoauaM ¢ 14- u
1 5-vuneHHn NpBCTEHY (Taka HapeueHUs M-peHoTHN).

- TlpomsHa B TapreTHaTa cTpykTypa: AQHUHHUTETHT KbM PHOO3OMHUTE MECTA Ha CBLP3BaHE
HaManABa upe3 MeTHaupane Ha 2385 pPHK, npuunHaBaimo pe3ucTeHTHOCT KbM MaKpOJIUAH
(M), nuxko3amuan (L) ¥ ctperrrorpaMHHK oT B-rpynarta (SB) (Taka Hapeuenus
MLSB-¢deHoTUn). MeTUnasure, npuaaBalli pe3HCTEHTHOCT, C€ KOAUPAT OT erm I'eHH.
AQHHHTETBT KbM pHOO3OMHHUTE MECTa HAa CBHP3BAHE HAMAaJIABa M 4Ype3 MyTalHu B 23S
pPHK TapreTHaTa cTpyKTYpa WIH Ype3 MYTaUHH B pHOO3OMHHUTE NPOTEHHH HA T
cybeauHmLa. ~

-  En3umHaTa HHaAKTHBaLUA HA MAKPOJHAWTE € OT MATLK KJIIMHUYEH UHTE
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KPBCTOCAHA PE3UCTEHTHOCT C KJIMHAAMHIMH ¥ cTpenTorpaMuH B. C Makposinaa cnupaMHUiiHH ¢
1 6-usleHeH NPBLCTEH CE NPOABABA YACTHYHA KPBCTOCAHA PE3UCTEHTHOCT.

[Topagu cnabus nepmMuabUIMTET HA BHHIIHATA MeMOpaHa rosevero [ paM-OTpHUATENIHH BUAORE €A ¢
NPUCHILA PE3UCTEHTHOCT KbM MAKPOIHIMN.

KpuTepHH 3a HHTEpIpETHPaHe NPH H3NHTBAHE HA YYBCTBHTEJIHOCTTA

KpuTtepunre 3a uHrepnpervpaHe Ha MITK (MuHHManHa NoTHCKaLa KOHUCHTPALKS ) NIPYU W3TIHTBAHE
HA YYBCTBHTETHOCTTA Ca YCTAHOBEHHU OT European Commitiee on Antimicrobial Susceptibility Testing

(EUCAST) 3a a3uTpOMHLMH H ca H30pOCHH TYK:
https://www.ema.europa.ew/documents/other/minimum-inhibitory-concentration-mic-

breakpoints_en.x|sx

[Ipeobnagasaina npuRoOUTa pe3HCTEHTHOCT
[IpeobnanaBainaTa NpHAOGHTA PE3UCTEHTHOCT MOXKeE a BapHpa reorpadcky H BLB BPEMETO 32

M30paHW BHAOBE K € XKeNaTeNHO [a MMa NIOKaJIHa HHPOPMaLMs 3a pEe3HCTEHTHOCTTa, 0CcOo0eHO npH
nedyeHHe Ha TeXKKH HHPpekumn. [Ipu HeobxoaumMocT TpabBa Aa c€ NOTBPCH EKCIIEPTEH CHBET, KOraTo
JOKanHaTa npeodnagasaina pe3HCTEHTHOCT € TaKaBa, ue M1o13aTa OT aHTHMHKPOOHOTO CPEACTRO MpH
IOHE HIKOH BHUAOBE UH(}EKIMHU € ChbMHHTENHA. Oco0eHO B CllyyauTe Ha TEXXKH HHPEKUHH WIN
HEYCINEIHO JIeYeHHe, TPAOBa 1a ce noucka MUKpOOHMOMOrHyHa HarHo3a ¢ HACHTH(PHLIMpAHE Ha
NaTOreHa U ONpEACTIAHE Ha HErOBaTa YyBCTBHTENHOCT KbM a3 TPOMHLIHH,

Tabnnua 7: IlpeobaanaBawa npuaobuTa pe3HCTEHTHOCT

O06u4aiino UyBCTBHTEJIHH BH/10Be _ _
Aepobnu I pam-nonoxcumennu MUKpoopzanuImu

Streptococcus pyogenes _
Aepobnu I pam-ompuyamenu MUKpoOp2anuImu

Haemophilus influenzae

Legionella pneumophila®

Moraxella catarrhalis L

AHaepobru Muxkpoopzanumu

Peptostreptococcus spp.

2U MUKDOOD2ARUIMU _
Borrelia burgdorferi

Chlamydophila pneumoniae®

Chlamydophila psittaci
Mycoplasma pneumoniae®

Buaose, NpH KOHTO NPHAOCOHTATA PE3HCTEHTHOCT MOXKeE Aa ¢ npobiem

| Aepobru I'pam-nononcumenu MUKPOOPZAHUSMU
Staphylococcus aureus’ l
| Staphylococcus epidermidis

Staphylococcus haemolyticus
Staphylococcus hominis

Streptococcus agalactiae

Streptococcus pneumoniae”’

Crpentokok ot rpynata Viridans

MHKpPOOPraHH3MH ¢ MPHCLINA PE3RCTEHTHOCT
Aepobnu I'pam-ompunuamennu MuKpoop2zaniiamu

" a—

Escherichia coli
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Klebsiella spp.

Pseudomonas aeruginosa

°JInnceaT akTyaJH3HpaHH AaHHH fpu nybnukyBaHero Ha Tabnvuure. OCHOBHATa IUTEpaTypa,
Hay4HaTa CTaHJapTHa JIMTEpaTypa U TEPANEBTHYHHTE NMPENOPHKH NPEANOAAraT Uy BCTBHTEHOCT.
*TloHe eaHH perdoH NOKa3Ba YeCTOTa Ha PE3UCTEHTHOCT NO-BHCOKA OT 50 % 3a pe3nCTeHTEH Ha
METULIWIHH Staphylococcus aureus.

*YyBCTBHTEJIHUTE KbM NMEHULIWIMH LAMOBE Ha Streptococcus pneumoniae € N0-BEPOATHO J1a ca
YyBCTBHTEIHH KbM A3UTPOMHULIUH OTKOJIKOTO PE3UCTEHTHHTE KbM [MEHHLIIUIHH IAMOBE Ha
Streptococcus pneumoniae.

5.2 DapMaKOKHHETHYHH CBOHCTBA

Abcopbuus

[TukoBuTE cCepyMHU KOHLEHTPALUMH (Crax) HA a3UTPOMHULIMH CIIeA NMpUnokeHHe Ha 500 mg
nepopanua cycnensua (40 mg/ml), 1 000 mg npax 3a nepopanna cycnensus, 500 mg (2 x 250 mg)
tabnetkn n 1 000 mg (4 x 250 mg) kancyau npH 3paBy 100pOBOJILM Ha INIAJHO €A CHOTBETHO
0,29; 0,75; 0,34 u 1,07 mg/l. BpemeTo 10 DOCTMraHe Ha MUKOBH IUIa3MEHH KOHUEHTPAUMH ( Tmax) HA
a3UTPOMULIMH CJIeJ NEPOPATTHO NpWoKeHHe Bapypa oT 2 a0 3 yaca. CpeaHara abconoTHa
SHOHANHYHOCT NPH 34paBH 10OpoBonLM ciel npueM Ha S00 mg nepopanHa cycnedsus 4 1 000 mg
npax 3a NepopaliHa CycneH3us B caue € ChoTBeTHO 37 % v 44 % npH npueM Ha rnaaHo.

EdexTsT Ha XpaHaTa BbpXY OTHOCHTEIHATA NEPOpaHa OHOHAIMYHOCT Ha A3HTPOMHLIMH 3aBHCH OT
nekapcrBeHara ¢popma. Cnea npunoxenuero Ha 500 mg nepopanHa cycrnieHsus (40 mg/ml),

1 000 mg nox ¢opmata Ha npax 3a nepopanya cycnensua v 500 mg nepopanHa n03a a3sHTPOMHLIHH
nox dopmMata Ha Tabnerkn (2 x 250 mg) ce nocTUra cXoAHa eKCno3uuMs Npyu npuem ¢ dorara Ha
Ma3HHHH XpaHa CrIpAMO MpHeM Ha riaagHo. Cnea npuioKeHHeTo Ha eAMHUYHa fno3a 500 mg

(2 x 250 mg) noa ¢popmMarta Ha KancyJiu ¢ borata Ha Ma3HKHHH XpaHa CIIPAMO MPUEM Ha I1aHO
CpeAHOTO CbOTHOLIEHUE HA Cmax 1 AUC.24€ 52 % 1 43 % no-Hucko.

Tabnuua 5 nokaira cpeaHara crodidoct (SD) Ha papMaKOKHHETUUHHTE NapaMeTpH NPH Bb3PACTHH
3IpaBH 1OOPOBOJILM Cel CTAHAAPTHH CXEMU Ha NpHiiaraHe Ha TA0NETKH U KalCyJIu.

Tadnuua 8: AUC.24 1 Crax Ha a3HTPOMHLIMH MPH 3-IHEBHATA M 5-IHEBHATA CXEMa HA NMPHUJIaraHe B
NOCAEeAHUSA JEH OT NPHIOKEHUETO

CxemMa Ha AUC,.24 (ng*h/ml) Cmax (pg/ml)
npHJIAraHe,
JiekapcTBena ¢popma
3-nHeBHA cXxema 1,88 (0,96) 0,42 (0,21)
(500 mg aneBHO),
Tabnerka
5-nHeBHa cxeMa 0,80 (0,42) 0,18 (0,10)
(500 mg 1, 250 mg
N2 no 15), rabnerka
5-IHEeBHa cxema 2,1 (0,6) 0,24 (0,08)
(500 mg J1, 250 mg
J2 no J15), kancyna

PaznpeneneHue
A3UTPOMHLMH Ce pa3npencsis B rojfiMa CTeneH U OHnp30 OT I1a3MaTa B EKCTPaBacKyJapHUs

KOMIAapTHMEHT, BKIIOMHUTENIHO B ThKAHUTE, KaTO CIUBHMLH, OAn ApoO U ThKaHM Ha MONOBUTE OPraHH,
KaKTO H B HHTpALEyIapHUA KOMNAPTHMEHT, NO-CIELHAIIHO B HEYTPOQHIHTE, MAKpOGATHTE I
MOHOLHTHTE. PapMaKOKUHETHYHHUTE [MPOYYBAHHA MOKA3BAT 3HAYUTEITHO no-aucgl(n
a3HTPOMHLMH B ThKaHHUTE (10 50 MbTH NO-BHCOKH OT MAKCHMANTHATa KOHLIC
miasMarta). Tosa noka3Ba eKCTEH3WBHO CBBbP3BaHe ¢ TE3M ThKaHH, ¢ 00eM Ha
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HHTPALE/TYIapHUA B €KCTPALETyIapHUA KOMIIAPTHMEHT U B IU1a3MaTa MOXE Ja A0BEE A0 YABDKEHO
HaJIHUHe Ha HUCKH KOHLIGHTPALHH cllel] CTHpaHe Ha JIeYeHHETO.

A3HTPOMHMLIMH NOKa3Ba HUCKA CTENEH Ha CBbP3BaHE C IUIa3MEHUTE NPOTEHHH, TNaBHO ¢ anda |-kncen
FITHKOIMPOTEHH, H CTENIEHTA HA CBBP3BAHE HAMAIIABA C MOBHIUABAHE HA KOHLICHTPALHHTE Ha
aHTHOMOTHKA: 50 %, 23 % 1 7 % cBBp3BaHe ¢ MPOTEHHH NPH KOHUEHTpaluH CboTBeTHO 0,05; 0,1 1

1 mg/l.

buotpancdopmanns

A3UTPOMHULIMH c€ MeTaboNIH3Hpa B MUHHMAJIHA CTEMEH B YepHHs ApoO. OCHOBHHAT BT Ha
6uorpancdopmauna e N-gemMeTinpaHe Ha 3axapra Ae303aMHH. JIpyrure nbTyina BKiIoysat O-
NeMeTHINpaHe, XHIPOAK3a Ha K1aaHHO3aTa (1eKOHIOTHPAHE Ha KAaJAHHO3aTa (Ae30KCH3axap)), H

XHIPOKCWIMpaHe Ha Ae303aMHHa (aMHHO3axap) U MaKpOJIHIHHA NMPBCTEH.

Hsama nokazarencTba 3a KIMHHYHO 3HAYKMMO HHAYLHMpaHe WIH HHXHOHpaHe Ha yepHOAPOOHHS
iuToxpoM CYP 3A4 ypes 0b6pa3yBaHETO HA LIMTOXPOM-METADONIHTEH KOMIUIEKC. ChIIO TaKa HE Ce

yCTaHOBABA aBTOMHAYLHUPaH MeTabONMH3IbM Ha a3HTPOMHLIMH MO TO3H NMBT.

EnvMHHHpaHe

A3{TPOMHLIMH C€ eJIAMHHHpA [NIaBHO Ype3 {(aKTHBHA) AThYHA eKCKPELHA KaTO HEMMPOMEHEHO
JIeKapCcTBO, HO ce eIMMHHHpPa U oA ¢opMaTa Ha MeTaOOJIHTH, KOMTO HE NMPHTEKABAT
aHTHOaKTepUanHo aeicraue, ExckpelMaTa B ypHHATa NPEACTaBIsABa BTOPOCTENEHEH BT Ha
eJIMMUHHPAaHE, KaTo NO-Maiko ot 6 % ot nepopainHa no3a H 0koino 20 % ot 1ekapCcTBOTO, KOETO
JOCTHra A0 CHCTEMHOTO KPhBOOOpallleHHe, ce eKCKpeTHpaT B ypuHara. Iloseue ot 50 % ot
eKCKpenuaTa BB ¢eveca 1 12 % oT ekckpeuysaTa B YpHHaTa ca NoA GopMaTa Ha HEIIPOMEHEHO
CheIUHEHHUE.

Cnen npHIOKEHHETO Ha eAHHKYHA 0034 asUTPOMHLHH 500 mg e W3uHCIIeH Ia3sMEH KITHPLHC

630 ml/min ¢ TepMHHANIEH NOMY>XHBOT NpHOIN3UTENHO 68 Yaca. bLOPEUHHAT KIHPBHC OOMKHOBEHO €
B AHana3oHa 100-189 ml/min, 3HaUHTENHO NO-HUCHK OT IWIA3MEHHS KIHPBHC, KAKTO C€ O4aKBa
Nopaad OTHOCHTENTHO ¢1aboTo yqyacTHe Ha OBbOpeyUHHUs IMbT HAa EJTUMHHHPAHE.

JIMHEeHHOCT/ HETHHEHHOCT
Cnen nepopajiHO NpWIOkKEHKHE Ha JeKkapcTBeHa dopMa ¢ HezabasHO ocBoOOXKnaBaHe
NpPonopLHOHAIHOCT Ha Ao3aTta no oTHouleHWe Ha AUCo.24 M Cax € AOKa3aHa B quanasoda ot 250 mg

no 1 000 mg.

CneluManHy nonyjiaunuy

bvbpeuno yepedcoane

®apMaKOKHHETHKATA Ha a3UTPOMHLIMH € OLiEHEHa TIPH 43 Bb3pacTHH (Ha Bb3pacT 21 1o 85 roanHu)
cllel NEPOPAITHOTO MPHIIOXKEHHE HA EAMHWYHA A03a a3uTpoMHuMH 1,0 g (4 x 250 mg kancynau) npu
yuacTHULH ¢ GFR > 80 ml/min (n = 12), yyacTHuuu ¢ GFR mMexnay 10 1 80 ml/min (n=12) u
yuacTHHLH ¢ GFR < 10 ml/min (n = 19).

dapMakOKHHETHKATA HAa a3UTPOMHULHH Npu y4acTHULUM ¢ GFR Mexay 10 u 80 ml/min He ce
noenuasa {cpeaHnTe Cmax 1 AUCq 120 Ce yBenHuaBaTt chOTBETHO ¢ 3,1 % 1 4,2%, B cpaBHEHHE ¢
yuacTHHUHM ¢ GFR > 80 ml/min). Cpeanure Crax M AUCo.120 ce yBenuuaBat cboTBeTHO € 61 % U
35 % npu yyactHuuH ¢ GFR < 10 ml B cpaBHense ¢ yyactHrm ¢ GFR > 80 ml/min.

JInncBaT 2aHHU 34 NMAaLMEHTH, NOAJIOXKEHH HA AUaJIM3a, HO nopaa MExaHHimMa Ha CJIMMHHHPAHC Ha
a3HTPOMHLHH € MAJTKO BEPOATHO OTCTPAHABAHCTO Ha aKTHBHOTO BCLUCCTBO ITPH AHAJIN3aTa Aa €
JHAYHUTCIHO.

Yeproopobro yepescoane
dapMakOKHHETHKATa HAa a3UTPOMHULIHH € Npoy4eHa NpH 22 BL3PACTHH CIIEA Nepo
MPIWIOKEHHE Ha €AUHHYHA A03a asuTpoMHUMH 500 mg (2 x 250 mg xancyau) np
HopManHa yepoapoOHa gyHkuus (n = 6), knac A mo Child-Pugh (n = 10) u knac
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(n = 6). PapMaKOKHHETHYHHTE NApaMeTPH Ha a3UTPOMMLIMH NTPH y4acTHULM ¢ knac A H B no Child-
Pugh ca croTBeTHO 3 % 1 19 % no-Hucku no otHowieHHe Ha AUC.inr ¥ 34 % 1 72 % no-BHUCOKH 110
oTHOLIeHHE HAa Cpmax, B CPABHEHHE C YYACTHHLH C HOPMAaJIHa YepHOAPOOHa (PyHKLMA.

Cmapuecka sv3pacm

flpn noGpoponum B cTapuecka Bb3pacT (> 65 roanny), Ha KOUTO € faaeH asuTpoMHLUMH 500 mg

(2 x 250 mg kancynu) B aeH 1, nocneasaHo ot 250 mg B anu ot 2 10 5, Ha rnaaHo, AUCq24 B [IHu |
1 5 e coorBeTHO 3,0 M 2,7 ngeh/ml. B gen 5 ca Habnrogaeanu 29 % no-sucoka crtoiiHocT Ha AUC.24,
8 % no-Bucoka CTOHHOCT HAa Crax ¥ 37,5 % no-BUCOKA CTORHOCT Ha Tmax B CPABHEHHE € NMO-MJ1AAH
no6poBosiuH (< 40 ronunn). ToH KaTO TE3U paIHKK HE C€ CYHTAT 32 KIHHHYHO 3HAYHUMH, HE C€
HaJjlara KOpHMrMpaHe Ha 103aTa NpY NMalHeHTH B CTapuecka Bb3pacT ¢ HopMaiHa bbbpeyHa H
yepHOAPOOHA (DYHKLIMSA.

[lenuaTpuyHa nonynauus

(>apMakOKMHETHKATa HA a3UTPOMHULIMH MEpOpaiHa CYCNEH3HsA € oXxapakTepHsHpaHa npH 14 aeua Ha
BB3pacT 6 no 15 roaunm ¢ papuHruT M Npy 7 neua Ha Bb3pacT | A0 3 roAHHH ¢ Bb3NAJIEHHE Ha
cpeaHoTo yxo. [1pu Te3u ABe npoyyBaHUs a3sUTPOMHLMH NEPOpATHA CYCTICH3MA € IIpHJIarasa npH
no3a 10 mg/kg B neH 1, nocneaBano or 5 mg/kg B AHK 2 no 5. Cnea 5-AHEBHO JICUCHHUE CPEAHHTE
ctoiiHocTH Ha AUCq.24 ca cbotBeTHO 3,1 pgeh/ml n 1,8 pgeh/ml. CpenHara cToHHOCT Ha Cpax €

0,38 pg/ml, a choTBeTHaTa CTOMHOCT Ha Tmax € 2,4 4aca NpH geuata Ha Bb3pacT 6 10 15 roaHHHU H
0,22 pg/ml u 1,9 yaca npu nerara Ha Bb3pact | o 5 rogunn. Cpeanure CTORHOCTH HA Crax 1 AUC,.
24 €a 1,7 MbTH NO-BUCOKKM NPHU AeLlaTa Ha BB3PAcT 6 10 |15 roauHK B cpaBHEHHE C lenlaTa Ha Bb3pacT
1 Ao 4 rogMHA.

®OK npu 3-aHEBEH Kype ¢ a3HTPOMHLIMH NepopaiHa cycneH3us npu ao3a 10 mg/kg anesHo e
olieHeHa ChIIC ¥ IpH 16 aena, Ha 6 Meceua no 10 roaunm, ¢ 6axrepuanun uadgexunun. CpeaHara
AUC24 npu 7 geua Ha Bb3pacT 2 ao 4 roguns € 2,90 pgeh/ml, nokaro npu 8-te neua Ha BB3pacT 5
no 10 roguau croiiHoctTa € 2,08 pgeh/ml. Hucka croiinoct Ha AUCy.24 0,74 pgeh/ml e
pErHCTpHpaHa caMoO NPH €IHO AETE BB BL3PacToBaTa rpyna ot 6-mecena 10 2 roJHHH.

(PapMakOKMHETHKATA Ha €IMHMYHA 1032 A3UTPOMHLHH MPH NICAHATPHYHH NALYEHTH, HA KOHUTO ca
npuwioxkeHu ao03u 30 mg/kg, He e mpoyueHa.

5.3 [Ilpeak/HHA4YAH NAaHHH 33 De3onacHOCT

HexnuauyHHATEe AaHHHU Ha 0a3aTa Ha KOHBEHLIHOHATHUTE PapMaKONOTHYHK NMPOYYBaHHA 3a
6e30macHOCT, NPOYYBAHKA 32 TOKCHMHOCT NMPH MHOTOKPATHO NMPUNAaraHe i reHOTOKCHYHOCT He
NOKa3BAT HEXKEJIAHH PeaKLHH, OYEBHIHO CBbP3aHH C XOPAaTa, KOUTO BCE OLIE HE ¢a pa3rielaHH B
apyru ToukH Ha KXIL.

HabmonasaHa e obaue dochonunuaosa (MHTpaUenylapHO HATpynBaHe Ha GochonunuaK) B HAKOU
THKaHH Ha MHULIKH, IIbXOBE H Ky4€Ta, HA KOUWTO ¢a NPWIOXKEHH MHOTOKPATHH A03H a3UTPOMHLIMH.
dochonunuaoia e HabmoaapaHa B CXOAHA CTENEH B ThbKaHW HA HOBOPOAEHHU IUTbXOBE H KYU€ETa.
JloxazaHo e, ye epeKThLT € 0OpaTHM ClieZl CIKMpaHe Ha JICUYEHHETO ¢ a3HTPOMHLIMH. 3HAYHUMOCTTA Ha
TA3H HAXOJKA 3a XOpaTa KaTo HAJIO € HeHM3BECTHA.

[Tpu npoy4yBaHWATA MPH XKHUBOTHH 33 eMOPHOTOKCHYHH €(EKTH, HIBBPLIEHH 10 YMEPEHO TOKCHYHH
3a Maiikata Jo3H (2 10 3 MbTH MO-BUCOKH OT MAaKCUMAJIHATA NPENOPHYHTENIHA AHEBHA 1034 MPH
pb3pacTHH (500 mg Ha Ga3ata Ha ruloLLTa Ha TEJIECHATA NOBBPXHOCT)) HE ¢€ Habnoaasa
TepaToreHeH ¢eKT MpU MULLKHK H IbXoBE. Joka3aHo €, Y€ a3UTPOMHLIMH NpPEeMHHABa Npe3
rnaueHTarta. [pu nabxose ao3u azurpomuiudd 100 n 200 mg/kg TenecHo terno/aex (2 no 3 meTH
Mo-BUCOKH OT MaKCHMAJTHATa npenopbUHTenHa Ao3a 500 mg Ha 6a3zara Ha ruiowITa HA

cnen neyeHue ¢ A03M asuTpoMHLUUH 200 mg/kg/nen (3 mbTH NO-BHCOKH OT MAKkCH
MpenopbYMTENHA JHEBHA 103a NPH Bb3pacTHH Ha 6a3aTa Ha NNOLUTA HA TENeCHa
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6. GAPMAIIEBTUMHH JAHHH

6.1 ChnucbkK HA NOMOIIHHMTE BelecTBA

3axapo3a

Tpunatpues pocdar
XHAPOKCHIPONWILIENYJI034

KcaHTaHOBa ryma

ApoMar yepella

Apomart 6aHaH

ApoMaT BaHH/IHA

KonoupeH, 6e3BoeH CWIMLIHEB JHOKCHI

6.2 HechbBMECTHMOCTH
Henpunoxumo
6.3 Cpok Ba roasoct

[lpax 3a nepopaina CycneH3ua: 2 rOgyuHHu.
[Ipuroreena cycneHsusa: 5 JHH.

6.4 ChnennaaHu yc10BHS 32 CLXPAHEHHE

[pax 3a nepopaiHa CycneH3ua: Ja ce cbxpaHsasa noa 25°C.
[IpHroTeBeHa cycneHs3us 3a NepopajHo NPUICKEHHE: a C€ CbhXpaHaBa noa 25°C.

6.5 BHAH cHABPKARHE HA ONIAKOBKATA
Bcesika 6yrinka Cymamen cupon 100mg/5 ml npax 3a nepopansa cycneH3us cpanppxa 400 mg
a3UTPOMHULIMH, HeOOX0AUMH 3a nNpuroTBgHeTo Ha 20 ml nepopanHa cycneHsus.

KM Bcaka 6yrunka ca npubaBeHH o 5 mi OT CyCIEH3HATA, 3a Ja C€ OCUTYPH MPaBHJIHOTO AO3HPaHE.

Onakoeka: HDPE GyTtunka ¢ nonunponuieHoBa Kanadka, 3allHTeHa OT JOCThNA Ha Jela K
CIIPHHLIOBKA 32 NEPOPANHO J03UpPaHe.

6.6 ChnenHaJHA NpeANaiHA MEPKH NPH HIXBLPJIgHe B paboTa
3a npuroTiHeTo Ha Cymamen cupon ¢ Heobxoaumo aa ce nobaear 12 ml Boga B OyTHnkara.

HﬂﬂaHBT O Ha IB€ MNTbTKH Yal Ha JETETO HCNOCPCACTBCHO CJIE€N NPHEMAHE HA 1034Ta WC OTMHC Hanomy
oCTaHanara CyCni€H3H1.

1. IMIPATEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEDA
Teva B.V.

Swensweg 5, 2031 GA Haarlem
Huaepnanaus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20000867
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9. JATA HA ITBPBO PA3ZPENIABAHEIIONHOBJABAHE HA PA3ZPEHIEHHETO 3A
YIIOTPEBA

JlaTa Ha nbpBO paspewiapane: 21 FOuu 1994 r.
Jara Ha nocaeano nogHorasaHe: 05 Anpun 2011 .

10. JATA HA AKTYAJINZHPAHE HA TEKCTA
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