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1. MME HA JIEKAPCTBEHUS MPOAYKT

Cymamen dopre cupon 200 mg/5 ml npax 3a nepopaina cycnen3us
Sumamed forte syrup 200 mg/5 ml powder for oral suspension

2 KAYECTBEH U KOJIMYECTBEH CHbCTAB
Beeku 5 ml Cymamen gpopre cupon cbabpikat 200 mg asurpomuums (azithromycin) (kato JUXKparT).
[ToMOLIHK BELIECTBA C U3BECTHO JIEHCTBUE:

Beeku ml evabpka 0,756 g 3axaposa, koeTo e eKBUBaIeHTHO Ha 3,78 g/5 ml.
Beekn ml cvabpoka 7,0 mg Hatpuii, koeTo e ekBuBasIeHTHO Ha 35 mg/5 ml.

3a MbJIHKUA CITUCHK HA MOMOLIHHUTE BELLECTBAa BUXKTE Touka 6.1

3. JEKAPCTBEHA ®OPMA
[Ipax 3a nepopanna cycneHsus
A3WTPOMMLIMH NpaXx 3a nepopaiHa CycrieH3Hs e 651a 10 KbITEHHKaBO-05/1a cMec ¢ XapaKTepeH BKYC

Ha yepeia/OaHaH. PEKOHCTHTYMPAHHAT a3UTPOMHIIMH MPax 3a NepopasHa CycreHsHs e 651a 10
KBJITEHHKABO-05/1a XOMOT€HHa CYCIEH3Hs C XapaKTepeH BKYC Ha yeperua/GaHaH.

4. KIUHUYHU JAHHU
4.1 TepaneBTHYHH MOKAZAHHS

Cymamen ¢popre cupon e nokasaH 3a jieueHHe Ha cieIHHTe HHDEKLUMH (BXK. TOuku 4.4 1 5. | ):

| leqinaTpHYHK NAUMEHTH Ha Bb3pacT 6 MeceLa U No-rojeMH ¢ Terao noa 45 kg

= OCTBp CTPENTOKOKOB TOH3UJIUT U (hapHUHIHUT

= OcTbp OaKkTepHaIEH CHHYHT

= OcTbp OaKTepHaneH OTHT Ha CPETHOTO YXO

- llneBmonus, npuaobura B obuectsoro (I110)

= Octpu OakTepHaHi MHPEKUMH Ha KOJKAaTa M MOJKOXKHATA ThKaH

- Epurema murpanc (panen nokanusupan craauii Ha Jlaiimcka Gonecr)

Bb3pacTHH W FOHOLIK C TErJ10 Hai-MaiKo 45 kg, KOMTO He MOTraT Aa Ib/TaT TBBP/H JIEKAPCTBEHH

_CDD[!MH:

OcBeH [MOKA3aHHUATA, NMOCOYCHH NO-rope, TO3H JICKAPCTBEH MPOAYKT € MNOoKa3aH M 3a JICYEHHUETO Ha:

- Bw3pacTHu naumueHTH ¢ octpa ex3auepbaums Ha XpOHHUYEH GPOHXHT.

I'psbBa na ce uma npeaBua 0PULHATHOTO PLKOBOICTBO 3a MPaBHJIHA ynorpeda Ha aHTHOaKTepUasIHH
Cpe/ICTBa.
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4.2 T03HpoBKA H HAYHH HA NPHJIOKEHHE

EOSH POBK4

[eouampuunu nayuenmu na evapacm 6 meceya u no-2onemu c mea2no noo 435 kg
A3HTpOMHLMH TPAGBaA Aa Ce MpUara KaTo eMHHUYHA JHEBHA 1034 (Bx. Tabnuua 1).

Tabnuua 1: Ipenopwiy 3a jo3upaHe Npy neaHATPHYHY NALMEHTH Ha BBE3pacT 6 Meceua | Nno-roineMH ¢

Terno nog 45 kg
[Tokazanue

Octbp Gakrepnanen cUHyHT

CxeMa Ha NIpHIaraHe Ha A3HTPOMHLIMH

[TveBmouns, npuaoOHTa B 10 mg/kg/nen 3a 3 auu
oblecTroTO WK

OcTtpu Gaxkrepuantu
HHQEKLIMK Ha KOXKATA H
MOJKOXKHAaTa ThKaH

10 mg/kg B neH 1, nocnensano ot 5 mg/kg/neH B aAnu 2-5

OcTop 6akTepHaneH oTHT Ha eAHMHHUYHA 1032
CPeAHOTO yXO 30 mg/kg unn
10 mg/kg/neH 3a 3 AHM
WK
10 mg/kg B nen 1, nocneapano ot 5 mg/kg/ned B auu 2-5
OCTBp CTPENTOKOKOB 20 mg/kg/neH 3a 3 auu
TOH3WIHT ¥ QapHHTHT WK
12 mg/kg/neH 3a 5 Aum

Eputema Murpanc (panen
JIOKANN3HUpaH CTaaui Ha

20 mg/kg BeAHBK THEBHO Mpe3 MbPBHA JIEH, NOCIEABAHO OT
¢avHu4Ha no3a 10 mg/kg B avm 2 1o 10

Jlaiimcka Oonect)

TpabBa na ce OOMUCIAT CXEMHTE Ha nedYeHHe, NO3HTE M MPOTBLKHTENHOCTTA Ha JICYEHHETO, KAKTO
C€ NpenopbYBa B aKTYAIM3HPAHHTE PHKOBOACTBA 32 JICYEHHE PH BCAKO MOKA3aHME,

JHeBHaTa no3a a3MTPOMHLMH He TPAGBA 1a HAABHLIABA JHEBHATA 11034 34 Bb3pacTHHU 300 mg, ¢
H3KJIIOUEHHE Ha |-NHeBHHS KyPC Ha leyeHHe (eaMHUYHa 103a) NPH OCTHp DakTepHasieH OTUT Ha
CpE€aHOTO YXO, NPH KOWTO He TpAOBa Ja ce HaIBHIIIABa MAKCHMANTHATA 061a no3a 1 500 mg.
MaxkcumanHarta npenopbuMTeNHa 103a NPH BCAKO JICYEHHe NPH NEAHATPUYHH NAUMEHTH C TETNIO MO,
45 kg ¢ 1 500 mg, ¢ n3knoueHue Ha S-aHeBHaTa cxeMma IIPH OCTHP CTPENTOKOKOB TOH3WIMT M
(GDApHHTHT U IIPH epUTEMa MUIPaHC (paHeH JIOKanu3HpaH craauit Ha JlaiiMcka 6onect). BiokTe
Tabauua 2.
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Tabnuua 2: MakcuManHu NpenopBuHTENHA IHEBHH O3 A3UTPOMHLIMH CTIOPE]l CXEMATa Ha

IpHIaraHe
Terecno | MakcHMaIHA NpeNopLYHTE/IHA JHEBHA 1038 A3NTPOMBIHH
Terao (kg) | 5 mg/kg 10 mg/kg | 12 mg/kg 20 mg/kg 30 mg/kg
(5-anesHa | (3-mHeBHa | (5-OHeBHa cxema | (3-IHeBHa cxema (cxemMa ¢
CXeMa, IHH | CXeMa WK | CTPENMTOKOKOB CTPENTOKOKOB eAMHUYHA
2 no 5) S-nHeBHa (hapHHrOTOH3WINT | GapHHrOTOH3IUIHT; | 1033 OCTBD
cXema, 10-nHeBHA cXxeMa, | OTHMT Ha
A€H 1; JeH | epuTema CPEOHOTO
10-nHeBHa MUTPAHC) yX0)
cXema, JHH
21010
epHUTEMA
MHTPaHC)
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
10 50 mg 100 mg 120 mg 200 mg | 300 mg
11 35 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 70 mg | 140 mg 168 mg 280 mg 420 mg
15 75 mg 150 mg 180 mg 300mg 450 mg
16-25 100 mg 200 mg 250 mg 400 mg 600 mg
26-35 150 mg 300 mg 350 mg 200 mg# 900 mg
36 -<45 | 200 mg 400 mg 450 mg 500 mg# 1 200 mg

# Jla He Ce HaJIBMINABE NHCBHATA A03a 33 Bh3pacTHH 500 mg.

ObembT, KOHTO TpaOBa Na ce NpHUIoKH, 3a Aa ce NOJYyYaT ropHHUTE AO3H, € NokKas3aH 8 Tabauua 3.

Tabnuua 3: Tpenopeky 3a NpuiiaraHe Ha MAKCHMANHATA JHEBHA 11033 M CHOTBETHHTE OGEMH OT

nepopanHara cycnensus (40 mg/ml) npu neaHaTpUYHH NAUMEHTH HA BBH3PACT 6 MECELIA M NO-TONEMH C

Terno nox 45 kg
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Tenecuno Makcumanna JHeBHA 1034 A3HTPOMHLHH
Terno (kg) S mg/kg 10 mg/kg 12 mg/kg 20 mg/kg 30 mg/kg
7 1,00 ml 1,75 ml 2,25 ml 3,50 m] 5,25 ml
(40 mg)+* (70 mg)* (90 mgp+ (140 mg) (210 mg)
8 1,00 ml 2,00 ml 2,50 ml 4,00 ml] 6,00 mi
(40 mg)* {80 mg)* (100 mgH+ (160 mg) | (240 mg)
9 1,25 ml 2,25 ml 2,75 ml 4,50 ml 6,75 ml
(50 mg)+* (90 mg) (110 mg)++ (180 mg) | (270 mg)
10 1,25 ml 2,50 ml 3,00 ml 5,00 ml 7,50 ml
(50 mg)* (100 mg) (120 mg) | (200 mg) (300 mg)
11 1,50 ml 2,75 ml 3,25 ml 5,50 ml 8,25 ml
(60 mg)+* (110 mg) (130 mg)++ (220 mg) (330 mg)
12 1,50 ml 3,00 ml 3,75 ml 6,00 ml 9,00 ml
(60 mg)* (120 mg) (150 mg)++ (240 mg) (360 mg)
13 1,75 ml 3,25 ml 4,00 ml 6,50 ml 9,75 ml
(70 mg)+* (130 mg) (160 mg)H+ (260 mg) (390 mg)
14 1,75 ml 3,50 ml 4,25 ml 7,00 ml 10,501
(70 mg)* (140 mg) (170 mg)++ (280 mg) AAZQ: _;_
15 2,00 m] 3,75 ml 4,50 m 7,50 ml g?ﬁ .
(80 mgyt* | (150 mg) (180 mg) (00mg) /|40t
16-25 2,50 ml 5,00 ml 6,25 ml 10,00 ml (‘i Q081 2.
(100 mg) (200 mg) (250 mg) (400 mg) s




26-35 3,75 ml 7,50 ml 8,75 ml 12,50 ml 22,50 ml
(150 mg) (300 mg) (350 mg) (500 mg)# (900 mg)

36- < 45 5,00 ml 10,00 ml 11,25 ml 12,50 ml 30,00 ml
(200 mg) (400 mg) (450 mg) (300 mg)# (1 200 mg)

" no3a 5 mg/kg: npenoprunTenture nosu ca 0,875 ml (35 mg), 1,125 ml (45 mg), 1,375 ml (55 mg),
1,625 ml (65 mg) 1 1,875 ml (75 mg). Te3n CTOHHOCTH ca 3aKpbriIeHH, 3a aa ce AOTYYH MOAXOAALLA
034, KOSTO Aa 6bae NMpHIIoKEHA.

™12 mg/kg: npenoprunTenanTe 103K 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). Teau cToiinocTH ca 3aKPBICHH, 32 Ja
CE NMOJY4H rnoAXoAALLa 1034, KOATO Aa O6bae NpHIoKEHA.

¥ asuTpoMHLH 20 mg/ml (100 mg/S ml) npax 3a nepopanHa cycneH3us e Hail-NOAXOMALL 32 NeYeHHe
Ha TAKMBA MALUEHTH.

" Ila He ce HanBHMILABa THEBHATA /1033 33 BB3PACTHH 500 mg.

Bvspacmuu u wonowu c meeno navi-manxo 435 kg, koumo ne Mozam da 2vaimam mevpoU NEKApCmeenu
Gopmu

A3WTPOMHLMH TPAOBa Aa ce NpUMara KaTo eAMHHYHA AHEBHA f03a (BX. Tabnuua 4).

Tabnuua 4: Ipenopwiu 3a JO3UpaHe NPH BL3PACTHH M IOHOLIH ¢ TErNO Hal-Maiko 45 kg, KOMTO He
MOraT /a r'bJITaT TBbP/AH JIEKapCcTBeHH HOpMH

[loka3zaHue Cxema Ha NpUJIaraHe Ha a3MTPOMMIIHH
OCTBp CTPENTOKOKOB TOH3WIHT H (papHHIHT

Octbp bakTrepnanen cuHyuT
500 mg/nen 3a 3 auu
OcTbp GakTepuaneH OTUT Ha CPEAHOTO yXO
WIH

OcTpH ek3auepOalMH Ha XPOHUYEH OPOHXHTF
P po Po Po 500 mg B neH 1, nocneapaHo or 250 mg/nex B

[1HeBMoHus, npuaoOHTa B 001ecTBOTO" IHH 2-5

OcTpH 6akTepHanHu MHPEKIMY Ha KOXKATA K
NOAKOMXHATA ThKaH

Epurema murpanc (panen nokanusupas cranmit| 1 000 mg 8 aen 1, nocieasaHo ot 500 m g/neH B
Ha JlaiimMcka Gonect) aHu 2-10

* 33 Jle4yeHHe caMo Ha BE3PACTHH

¥ Npu BBL3PACTHH NEPOPATHOTO JIeYeHHe MOXe a 6bae MPOBEAECHO H CAEd UHTPABEHO3HO JIEUEHHE,
KO € KIIHHUYHO NOKA3aHO 3aBBLpIBAHETO Ha 0bulo 7- go 10-aHeBeH Kypc Ha neyeHue (3a
noapoOHocTH BikTe KpartkaTa Xapakrepuctika Ha npoxykTa Ha HHTPaBCHO3ZHUTE (GOPMH Ha

a3HTPOMMLIMH)

Tpabsa na ce OOMHCIAT CXEMHUTE Ha NleueHHe, JOIUTE H NPOALIDKHTEIHOCTTA Ha JICYEHHETO, KAKTO
CC NMPENopbY4Ba B aKTyanHU3HpaHHTE PbKOBOACTBA 34 JIEUCHHE NPH BCAKO NMOKA3ZAHHE.

Ilponycuama oosa

AKO ca M3MMHaIH 12 yaca WIM MO-MAlKO OT NPONYCHATATa A03d, MALHEHTHT TpaOBa aa Obae
NMOCHLBETBAH Ja 4 NMPHEME BB3MOXKHO HAH-CKOpPO M Clel TOBa Ja B3eMe cleABallaTa 1033 B
obu4aiiHoTO BpeMe no rpadmk. AKo ca H3MHHANIH noBede ot 12 Yaca ot OBHUARHOTO BpEME 3a NpUeM
Ha 103aTa, NaLUHeHThT TpAOBa na 6bae NocLBETBaH Aa H34aKa A0 CACABALLATA 8034 IO rpaguk.

CrieuydaiHy nonyaaium ‘_ﬁ_ﬂuu}; o

bwvbpeuno yepexcoane a!@azﬁ
He ce Hanara kopurupaHe Ha aosata npH nauueHTd ¢ GFR > 10 mV/min. [Tpu naumenT l‘-r‘&*f

< 10 mV/min asurpomuumn Tpsbea na ce npuara ¢ noeuieHo BHUMaHHe (BX. Touka 52)F |
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Heproopobro yepesicoane
He ce Hanara xopHripase Ha f03ara npH nawuuenTy ¢ jeka (kiac A no Child-Pugh) wnu yMEpeHa

CTENEH Ha YepHOApoOHO yBpexaane (knac B no Child-Pugh) (Bx. Touka 5.2). Jlunceat saHHH npwu
NaUMEHTH € TeXKa CTeneH Ha uyepHoApobHo yepexxaave (kiac C no Child-Pugh). Cneposatenno
a3MTPOMHLIMH TPsOBa fa ce NpUIIara ¢ NOBHUIEHO BHUMaHHE MPH TaKWBa NMAUNWEHTH (BXK. Touka 4.4).

Cmapuecka sv3pacm
He ce nanara kopurapaHe Ha 103aTa NpH NaUMEHTH B CTapyecKa BL3pacT (Bxk. Touka 5.2). Twit kaTo

NpY NAUHEHTHTE B CTAPHECKA BB3PACT MM MO-TOjIAMa BEPOATHOCT A3 BH3HHKHAT MPOAPHTMHYHH
CHCTOAHHA, Ce MpEfIopBUBa Aa C€ MOAX0XkAaa 0CcoDeHO BHUMATENHO Nopaad PHCKa OT pasBHTHE Ha
CbpPACYHH apUTMHH H torsade de pointes (Bxk. Touxa 4.4).

[leamaTpuyHa nonyjaaing

besonacHocTTa H eduxacHoCTTa Ha a3UTPOMMLMH HE C4 YCTAHOBEHH NpH Jeua Ha BB3pacT Moj
6 Mecella 3a HUKOE OT NOKazaHHATa, H3OpOoeHH B Touka 4.1.

Hsama cworBeTtHa ynorpe6a Ha Cymamen dopre cupon 3a JeueHHe Ha OCTPH ex3auepbanuu Ha
XPOHHUYEH OPOHXHUT NpHU NeJHaTPHUHH MMALUEHTH.

HauuH Ha npunoxexne

3a nepopanHo NpHIOKEHHUE e PEKOHCTHTYHpPaHE.

[Ipax®T 33 nepopaiiHa cycneH3us TpaGBa [a ce NpHeMa KATo €IMHHYHA THEBHA 1033 ChC WK 6e3
xpaHa. [IpunoxeHueTo HenocpeaCTBEHO NPEaN XpaHeHe Moxe Na nogo6pu CTOMALUHO-YPEBHATA
MOHOCUMOCT.

INaumenrure TpaGea fa Gbaat ChBETBaHHM fia pasKiallaT GyTHIKATa ¢ PEKOHCTHTYHpaHaTa
epopaiHa CyCrIEH3HA NPEeAH BCAKA HOBA [034a.

3a yKa3aHHWs OTHOCHO PEKOHCTHTYHMPAHETO Ha JE€KAPCTBEHHA NMPOAYKT NpPeAH NPUIOKEHHE BHIKTE
TOuKa 6.6.

/losaTa Ha nekapcTBOTO TpAGBa Na ce H3IMEpPBa ¢ NOMOLITA Ha NPEAOCTABEHATa CIPHHLIOBKA 3a
nepopanHu GOpMH.

4.3 IIporuBonokazauun

CBPBLXYYBCTBUTENIHOCT KbM AKTHBHOTO BELIECTEO, EPHTPOMMLIMH, MAKPOTHAHN WIH KETOJTHAHA
aHTUOMOTHLIM, WITH KbM HAKOE OT NOMOIIHUTE BELIECTBA, H3GPOEHH B Touka 6. 1.

44 CuoenuanRm npeaynpexAeHHd H NPeANA3HH MePKH NPH ynoTpebda

[loTeHuHan 3a pe3IUCTEHTHOCT

A3HTPOMHMUMH MOXe fAa OnaronpHaTcTBa pa3BHTHETO Ha PE3HCTEHTHOCT nopaad CBbp3aHHUTE
ABArOTPaHHH W MOHW>KABALIM CE HUBA B IUTA3MAaTa H THKAHHTE CIEA Kpas Ha JIeMEHHETO (BXK. TOUKa 3.2.)
Jleyenue ¢ asuTpoMMUWH Tpa6Ba Ja ce 3anouBa caMoO CleJ BHHMATEHA OLEHKA HAa MON3aTa W
PMCKOBETE, KaTo Ce€ HWMa TNpPEABHA JIOKallHaTa npeobnagaeaina pe3HCTEHTHOCT M KOMaTo
NpCANOYHTAHNTE CXEMHU HA JICYEHHE HE Ca NMOKa3aHH.

TeXKH KOXHH peaKLiMH H PEaKLIWy Ha CBPbXYYBCTBHTENHOCT
BLB Bpb3ka ¢ neveHHe ¢ a3HTPOMHLMH ce cho0LIaBA 33 peIKH CEPHO3HM ajlepruuHy peak

BKJIFOYHTE/THO AHrHOEIEM H aHapunaKcHs (pSAKO JIETATHA), TEXKH KOXHH HEXENaHH pe
(severe cutaneous adverse reactions, SCAR), BkmounTesTHo cuHapom Ha Stevens-John @ SVer

’ . [
Johnson syndrome, SJS), TokcuyHa ennaepmanHa Hekponusa (toxic epidermal necroly 3 ¢y < \
JIEKApCTBEHA PCaKLIUs C €03UHOPWINA ¥ CUCTEeMHH CUMITOMH (drug reaction with eos ) ?_i; ):
systemic symptoms, DRESS), ocTpa reHepanninpaHa ex3aHTeMaTo3Ha myctyno3sa (ac TRy

5
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exanthematous pustulosis, AGEP), xouto Morat na 6baaT )HBOTO3aCTPALIABAILH WIH JIETATHH (BXK.
Touka 4.8). Ilpu npeanuceaneTo nauMeHTHTE TpAGBa fa 6bAAT HHGOPMHPAHH 33 NPHU3HALMTE K
CHUMIMTOMHTE H BHUMATEIIHO MPOCICAABAHH 38 KOXKHH peakuud. Hakon ot Tean peakunu npu
JIEYCHHE C a3HTPOMHULIUH BOJAT 10 PCLIMAMBHPALIH CHMITTOMH H HaJlaraT no-AbJIbr NEPHOJ Ha
HabnoaeHye u iedeHse. IIpn BE3HUKBAHE Ha ANepruyHa PeaKiHs JICHEHHETO C asUTPOMHLIMH
TpAGBa aa 6b1e NpeyCTaHOBEHO H TPAGBA Aa Ce Ha3HAYH NOAXOAALLA TEPAIHA. Jlekapurte Tpabsa na
3HAAT, Y¢ MOXKE 1a M¥MA NMOBTOPHA NMOABA HA aNE€PrHYHHTE CHMIITOMHU NPH NMPEYCTAHOBABAHE HA
CHMNTOMAaTHYHATA TEpaIM4.

Y aowpkasade Ha QT uHTEpRaNa

YanbkeHa chpaeyHa penonspusauns 4 QT uHTepsas, BKIIOYMTEHO PHCK OT Pa3BHTHE Ha

CbpAcyHa apuTMHs H torsades de pointes, ca HaGmonaBaHH NpH Jie4eHUETO ¢ APYTH MaKPOJIMIH,

BK/IIOYHTETHO 83HTPOMHULIMH (BXK. TouKa 4.8.) 3aT0OBa, THil KATO CNEAHMTE CUTYaLIMH MOKE aa

AOBEAAT 0 MOBUILIICH PHCK OT BEHTPHKYJIAPHH apUTMHH (BKITIOYHTENHO torsade de pointes), kouTo

MOTraT Jia JOBEAAT A0 ChPACYEH apecT, a3HTPOMULIMH TpsaOBa [a ce npuiara ¢ NOBUILEHO BHUMAHHE

[IpA MALHEHTH C TEKY LK NPOAPHTMHYHH CHCTOAHHSA (0COOEHO XKEHH M MALIKEHTH B CTApUECKa

BB3PACT), KaTO:

* MalUHEHTH C BPOACHO WIH AOKYMEHTHpaHO yabiDkaBaHe Ha QT uHTepBaia

® TNaUWEHTH Ha TEKYIIO JNCYCHHE C APYT'H AaKTHBHH BEILECTBA, 32 KOWTO € H3BECTHO, Y€ YABDKABAT
QT uHTepBana (Bxk. Touka 4.5)

* MNALHUEHTH C CICKTPOJIUTEH aucbananc, ocobeHo B CTyYad Ha XUIIOKATHEMHUA H
XHIIOMArHE3HEMHA

* MALUMEHTH C KIMHHYHO 3HAYHMAa Opaaukapamsa, CbpAcHHa APUTMHS WM TEXKA ChPACUHA
HeAOCTATBYHOCT

¢ MNAalLMEHTH B CTap4yecKa Bb3pacT: [laimeHTHTE B CTapyecka Bp3pacT MOXKE A ca No-NoAaT/IMB4 Ha
CBbP3aHHTE C JIEKApCTBOTO epekTH BbpXy QT uHTEpBana.

XenaroTOKCHYHOCT

TBH kaTo YepHHST Apo6 € OCHOBHHA LT HAa EAMMMHHPAHE HA A3UTPOMHLIMH, A3HTPOMHLIMH TpaOBa
Ja ce Mpujiara BHUMaTEeMHO NIPH NAaLHEHTH CbC 3HAYUMO HYepHOoApoOHO 3abonasane. UMa
ChOOIEHNS 32 cTydau Ha PYIMHHAHTEH XeNaTHT, NOTERLHAIHO BOAEIL 10 KHBOTO3aCTpalLlaBalya
4€PHOAPOOHA HEROCTATBUHOCT, NPH JIeUeHH e ¢ a3UTPOMULMH. TIpy fedenHe ¢ a3HTPOMULIMH ce
ChOOLIABA CBIUO M 3a XEMATHT, X0/IECTATHYHA JKBATEHHLA, YEPHOAPOOHA HEKPO3a K yepHOoApOoOHa
HEOCTATBYHOCT, HAKOH OT KOUTO BOJAT A0 HACTBNBaHE HA CMBPT (BXK. Touka 4.8). Hakown nauuentH
MOXe /1a ca HMaJTH NPeALIECTBALLO HePHOAPOOHO 3a601aBaHe WK N2 ca NPUEMAITH APYTH
XCMAaTOTOKCHYHH NEKAPCTBEHH NPOAYKTH. [TauneHTHTE TpAbGBa Na 6baaT chBeTBaHM Ja CrpaT
NPHIOKEHHETO HA ASHTPOMHLUKH K 1a Ce CBBPXKAT C TEXHHA JICKap MPH pa3sBMTHE Ha NPU3HALM H
CUMITTOMH Ha 4e€pHOAPOOHA AHCGYHKUMA, KaTO 61P30 PAa3BUTHE HA ACTEHHS, CBBHP3aHa C
KBJITEHHUA, ThBMH2 YPHHA, CKIIOHHOCT KbM KbPBEHE WIH YepHOapoOHa eHuedanonaTus. B Takusa
ClTyHqaH BeqHara Tps0Ba a ce H3BLpLIAT H3C/IEABAHUS Ha YePHOAPOGHHUTE BYHKLIMOHATHH
NnoKasaTeJiu.

Juapusd. ceppsana ¢ Clostridioides difficile (CDAD), nceBaoMeMGpaHO3eH KOIUT

Hma crobumenns 3a CDAD u ncesnomembpaHo3eH KONUT NPH NEYEHHE ¢ A3UTPOMHLIMH H TEXECTTa
WM MOXKE Na Bapypa OT JieKa JHapHs J0 JieTalleH KOaHT (Bxk. Touka 4.8). CDAD u
nceBaoMeMOPaHO3€EH KOJIMT TpsOBa Na ce HMAT NPEABU NPH MALMEHTH, KOMTO WMAT AUapUs 1o
BPEME Ha WITH ClIEA NMPHIIOKEHUETO Ha a3HTpOMHLUMH. Tpabea na ce o6MucaH npeycTaHOBABaHE Ha
TEpPAnHUATa C A3HTPOMHLMH H NIpEANpHEeMaHe Ha NOANBPXKALLH MEPKH 3ae[JHO C NMPHIOKEHHETO Ha
cneunduuHo aevenue 3a C. Difficile. He Tpa6Ba a ce naBat JeKapeTBEHH MPOAYKTH, KOUTO
HHXHOHpAT NepUCTATTHKATA.

WUndexunu, npeaasany no nojaos mprt
MHoro seposTtHo e Neisseria gonorrhoeae na e pe3svcTeHTHa Ha MaKpOJIHIH, BKIIOUYUTE QS
a3HTPOMHLKH (BXK. TOYKA 5.1). Crie10BaTeIHO a3UTPOMHLIMH HE CE MPENopbLYBa 32 Jiey @
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HITH € JIEKYBAHO CyOOTITHMAIIHO, TOBa 3a00Ns1BaHe MOXE 11a IOBEE 10 NOABA Ha KbCHHU YCJIOKHEHHS,
KaTo HHEPTUIUTET U eKTONHYHA GPEMEHHOCT.

OcseH ToBa, ako ce OOMMCAA NpunaraHe Ha eJMHHYHA 1033 A3UTPOMHLIMH 3a JIEHEHHE HA YPETPHT M
LIEPBHULINT, NPeANU3BUKaHHU OT N. gonorrhoeae wim C. trachomatis (Bx. Touka 4.2), Tpa6sa na ce
H3KTIOYH ChIBTCTBALA YpOreHHTaIHa HHekumsa ¢ Mycoplasma genitalium nopaay BUCOKHS pHCK
OT NMOABA Ha PE3HCTEHTHOCT B TO3H MHKPOOPraHU3LM.

[Tpu ToBa TpabBa Na ce M3KNIOUH CLITBETCTBAIA HHbEKUNS, Tpeau3BuKana ot Treponema pallidum,
TBH KaTO B HHKYOALMOHHKA MEPHOJ CHMITTOMHTE Ha CUHWINC MOraT Aa 6bAaT MacKMpaHH H TOBA
Na 3a6aBH NOCTABAHETO Ha JHATHO3A.

Ilpn BCHUKH NaLHeHTH ¢ YPOreHHTAIHH HHEKLIMH, NPEAABaHH 110 MOJI0B MLT, TPAORA 1a ce
3aN0YHe NPOBEXAAHETO Ha NOAXOAAIA aHTHOAKTEpHAIHA Tepanis H MUKpPOOHOIOMHYHY
H3CJIEIBAHHKA 32 MPOClieAABaHE.

MuacreHus rpaBuc
Hima cboO1edns 3a 060CTpAHE Ha CHMATOMHTE H& MHACTEHHS MPABHC M HOBA MOABA HA MMACTEHEH

CHHZPOM NpPH MNALMEHTH, NOTYy4aBallH TEpalHs ¢ a3UTPOMHLIWH (BXK. TOuka 4.8).

HeuyBCTRUHTENHHA MUKPOOPraHH3MH

Ynotpebarta Ha a3HTPOMHLIMH MOXE [a A0BeJIE O CBPBLXPACTEXK HA HEMYBCTBHTEIHH
MHKpPOOpraHu3mH. I1pH BE3HHKBAHE Ha CyNepHH(EKLMS MOXKE A Ce HAJIOHKAT NPEeKbCBaHe Ha

JACHCHHETO WIH APYTH NOAXOAALIHN MCPKH.

EproraMuHoOBH NMPOH3BOAHH

Ilpn nauneHTH, NOTy4aBaluH eproTaMHHOBH TIPOM3BO/HH, € Bb3HUKHAN €ProTH3bM TIPH
€NHOBPEMEHHO NMPWIOKCHHE Ha HAKOH MARKPOJIKAHHE aHTHOHOTHLIM. HAMa naHHK no oTHoLIeHHe Ha
BBL3IMOXKHOCTTA 33 B3aUMOJCHCTBHE MEKAY €ProTaMHHOBHTE NPOH3BOAHH ¥ a3UTPOMMLHMH. Benpeku
TOBA, NOPaAH TEOPETHYHATA BB3MOXHOCT 32 BL3HHKBAHE Ha €PrOTH3IBLM, a3HTPOMULIUH U
€pProTaMiHOBH NPOU3BOJHH HE MOXKE 1A CE MPHJIAraT eJHOBPEMEHHO.

[leaAnaTpuyHa nonyaauus

Xunepmpoguuna nunopra cmenosa npu kvpmavema (IHPS)

HMMa chobiieHns 3a cnyuyan Ha XHNepTpodHUHA NHIOPHA CTEHO3a NIPH KhpMaUeTa cliell
MPUIOKCHHUE HA A3UTPOMHLIMH Npe3 MbpeUTE 42 AHU chea paxkaaHeTo. [lauueHTHTEe U
oOrpkBaiuMTe HUa TpaOBa Aa 6BAAT MOMONEHH 12 CE CBBLPXKAT C TEXHHS JIEKAP, aKO Bb3HHKHE

NOBPBLUAHE HA CTPYA WIH Pa3sApa3HHTEIHOCT NPH XpaHEHe.,

I1OMOLIHH BellleCTBa ¢ H3BECTHO ACHCTBHE
3axapo3za

A3WTPOMHLIMH Npax 3a NepopaHa CycneH3ns chabpxa 3,78 g 3axaposa B 1o3a ot 5 m). [TaluenTs ¢
PeAKH HAC/IEACTBEHH NPOoOJIEMH HA HENOHOCHMOCT KbM (PPYKTO3a, IIIOKO30-Ta1aKTO3Ha
ManiabcopOLMs WK 3axapa3o-W3oManTaleH JedHUUT He TpAOBa Aa NpHeMAaT TOBa J1eKapCTBoO.

Hampuii
To3n nekapcTBeH NpoAYKT cbABPXka 35 mg HaTpHii Ha A03a OT 5 ml, KOMTO Ca eKBMBANIEHTHH Ha
1,75% ot npenopbuuTENHHA MaKCUMANIeH AHEBEH NPHEM OT 2 g HaTpHii 33 Bb3pacTeH.

3a MbAHKA CNHUCHK HA NOMOLUHKTE BEHIECTBa BIOKTe Touka 6.1,

4.5 BianmopelcTBHE ¢ APYTH JIEKAPCTBEHH NPOIYKTH B APYTrH GOpPMH HA B3AAMOSS UH'
SA=

BbnpekH ue asuTpoMuLH ¢ cnab naxubuTop Ha CYP450 1 He B3aumMoaeiicTsa B 3 / ¥
cuC cybeTpath Ha CYP450, unxubupane Ha CYP3 A4 He Mmoxke na 6bie M3KTIOUEH] 1§
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TOB2 C€ NpEnoph'iBa NOBUILIEHO BHHMAHWE NPH €IHOBPEMEHHO MPHIOKEHHE Che CYOCTpaTH Ha
CYP3A4 c TeceH TepaneBTHYEH HHIEKC.

A3BHTPOMHLIMH € MHXHOUTOpP Ha TpaHcnoprepa P-rankonporeun (P-gp). EnnospeMennoto
MPUIOKEHHE HA a3UTPOMHLIMH H CyOCTpaTH Ha P-gp, kaTo AMrOKCHH M KOIXHUMH, MO>Ke 18 NOBHILY
ekcnosuumaTa UM. Ilpu nekaperea ¢ TeceH TepaneBTHYEH HHAEKC ce NpenopbyYBa MOBHILEHO
BHHMaHHC 1 KIHHHYHO NPOCHEIABAHE WIIH TEPANCBTHYEH JIEKAPCTBEH MOHHTOPHHT 1 KOpPHrupaHe
Ha 03aTa, KakTo € NOAXOAAIo. BLB Bpb3Ka ¢ TOBa TpAGBA Aa ce WMa NPeABUA OTHOCHTENHO IbIrHST
NOJTY?>KHBOT Ha A3UTPOMHLMH (BX. TOYKa 5.2).

JlekapcTBeHH NPOAYKTH, 38 KOHTO € M3BECTHO, Ye yabmkasar QT uHTepsana

A3HTPOMHLIMH TPAOBA Aa Ce U3NOJ3BA C NOBULLIEHO BHUMAHHE MTPH NALHEHTH, NOTYyYaBallH
IEKAPCTBEHH NIPOAYKTH, 38 KOHTO € H3BECTHO, Ue yawkaBaT QT uHTepBana (BK. Touka 4.4), Kato
AHTHAPHTMHYHH NIEKApCTBa OT Knac |A (Hanp. XuHuaKH 1 npokannamun) M 111 (anp. nodermnun,
4MHOJIAPOH H COTAJION ), AHTUIICHXOTHYHH CPEACTBa (HAMp. MHUMO3HL), AHTHAECMPECAHTH (Harp.
LMTasIonpam), ¢uIyOpOXHHONIOHH (HAaMpP. MOKCHAIOKCALMH M JNIEBO(IIOKCALIMH), LIW3ANPHA, XJIOPOXHH
H XHAPOKCUXJIOPOXHH.

Hndopmanusata 3a nekapcTBEHHTE B3aUMOAEHCTBHS Ha a3UHTPOMMLMH C BH3MOXKHM CBITBTCTBALIH
JIEKapCTBEHH NPOAYKTH € 060011eHa B TabnHuaTa W TekcTa no-10y. ONUCaHHTe NEKAPCTBEHH
B3aHMOACHCTBHA C€ OCHOBABAT Ha KJIMHUYHHUTE NPOYYBAHUS 33 B3aUMONECHCTBUSTA OT THIIA
»JIEKAPCTBO-IEKAPCTBO ™, MPOBEAEHH C A3HTPOMHULMH, WIH, KBETO € NIOCOYEHO, Ca BL3MOMCHI
JICKapCTBEHN PEAKLIMM, KOHTO MOXE /1a Bb3HHKHAT [PH NIEYEHHE ¢ A3UTPOMHLIKH,

Tabnuua 5: KnuHHYHO 3HAYMMH IeKapCTBEHH B3aUMOJEHCTBUS MEXIy a3UHTPOMHLIMH H APYTU
JIEKAPCTBEHH NPOAYKTH

Jlexapersen npoaykT | BsammoaeiicTBHe MexaHH3IBM IIpenopbka oTHOCHO
(TepanenTHuHa 06nact)| Edexr Bupxy €AHOBPEMEHHOTO
eKCNO3HIHATA NPHJICKEHHE
ATOpBacTaTHH Asutpomuiiuy: ND ATOpBaCTATHH € Tpabea na ce
(vuxuburop Ha HMG cyocrpar Ha CYP3 A4 | noaxoxaa ¢ noBHINEHO
CoA penykraszara) ATOpBaCTATHH: P-gp. BHUMAHHE, Thi KaTo B
— AUC AOCTMAPKETHHIOBUA
AsurpoMuunH 500 mg | o Chax epUoa HMa

NEPOPATHO BEHBXK
JJHEBHO 3a 3 JHH.

AropeactaTHH 10 mg
NEePOPaIHO BEIHDBXK
JAHEBHO.

CHOOLLEHHA 3a ClTy4aH
Ha paboMHONIH3a npU
NMallMEHTH,
MoJTy4aBaly
a3UTPOMHULIHH
CBHITBTCTRALLO ChC
CTATHHH.

Linxnocnopun
(MMyHOCYyTIpecop)

Asutpomuuus 500 mg
NepopaHO BEAHDXK
JAHEBHO 3a 3 QHH.

Lluxnocnopoun
10 mg/kg - nepopanna
€JUHHUYHA J034.

AzutpoMuuuH: ND

nknocnopun:
« AUC
TCmax 24 %

Lluknocnopux e
cyOcTpar Ha
CYP3A4uP-gpc
TE€CEH TEpaneBTHUYEH
HHAEKC WHIH ce

KOHKypHpa 3a
KNbYHA EKCKPELIUA.

KnunnuHo
pocieasBaHe U
TepaneBTHYEH
JIEKapCTBEH
MOHHUTOPHHI", KOraTo
€ MoaxoafAIo, Tpadsa
Ja C€ W3BBLPLIBAT IO
BpeMeE Ha H ciiell
JIEYEHHETO C
a3HTPOMHULHH. AKO ce
Hanara, 103aTa Ha
HUKNOCHOE H TDPHORE

Konxuumu (npu noparpa)l Asurpomurmn: ND

Konxuumu:
T 57 % AUCy,

KonxuiuH e
cybcTpat Ha P-gp ¢
TECEH TepaneBTHUYEH
HHJIEKC.
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T 22 % Cinax

JICHEHHETO C
43UTPOMHLIMH.

Haburarpan (nepopanen
aHTUKOAryJIaHT)

ND

Ouaksa ce:
1 Haburarpan

Haburatpan e
cybcrpar Ha P-gp ¢
TE€CEH TEpaneBTHYEH
HHIEKC.

TpabBa na ce
MOAXOIKAA C
MOBUILICHO BHHMAaHHE,
ThH KaTO
MOCTMApPKETHHIOBHTE
JAHHH npeanonarar
MOBHLUEH PUCK OT
KPLBOHU3IHBH NpH
NaLMeHTH,
MoNyYyapaillu
a3HTPOMMHLIHH
CBITBTCTBALLO C
AaburaTpas.

Hurokcu (cspaeynu
TUKO3UIN)

ND

Ovakpa ce:
T Avrokcun

JIHTOKCHH €
cyocTpar Ha P-gp ¢
TECEH TepaneBTHUYEH
HHJAEKC.

Heobxoamumo ¢
KJIMHUYHO
NpocaeasBaHe H
€BEHTYAJTHO
npocieaaBaHe Ha
HUBOTO Ha AHUTOKCHHA
[0 BpeMe Ha U Clef
JIEYEeHHETO C

a3UTPOMHLIHH.

Bapdapux (nepopanen
aHTHKOAryJaHT)

AsutpomMHunH 500 mg
NEePOPANHO BEOHBK
JHEBHO 3a | neH, a cnen
TOBa 250 mg
NEPOPATTHO BEAHDBK
JAHEBHO 3a 4 OHH.

Bapdapun 15 mg -
nepopanHa eAHHHYHA
n03a.

Azurpomuuun: ND
Bapdapun: ND

Hsama npomsna B
NpoTPpOMOHUHOBOTO
BpEME NPH KIUHUYHHTE
Npoy4YBaHHS 3a
NIEKapCTBEHHTE
B3aHUMOAECHCTBHA, HO
HMa HOCTMapKeTUHIOBH
cLoOLIeHNs 3a
3ACHIIEHO
AHTHKOAryJIaHTHO
AeHCTBHE HA NMEPOPATTHH
aHTHKOArylaHTH OT
KYMapHHOB THII NpH
€AHOBPEMEHHO
NMPHIOKEHHE C

A3HTPOMHLIHH.

He e uzBecTeH.

Tpsabra na ce
OoOMUCITH No-roismMa
YECTOTA Ha
NpocaeasBaHE HA
MPOTPOMOHHOBOTO
BpeMe MO BpeEMe Ha U
Clell JIEUEHHETO ¢
a3UTPOMHLIHH.

Jabenexkka: CTaTHCTHHECKH 3HAYHMHTE NPOMEHH ¢ noeue oT 10 % ca 0603HAYEHH KaTo “1"u“]”,
Oe3 npoMsHa - kaTo “—”, HeonpeaeneHH - karo “ND”.

He ce Ha0nonasa KIMHKUYHO 3HAYMMa NPOMAHA B €KCMIOZHLIMATA Ha A3UTPOMHLIMH WIIH
CIHOBPEMCHHO NpHIaraH|Te JCKapCTBEHH NPOAYKTH NPH KIIHHHYHHTE NPOYYBaHHA 34 OLICHKA Ha

BE3MOXKHHTE B3aMMOJEHCTBHA OT THNA ,,JICKAPCTBO-IEKAPCTBO* HA a3UTPOMHLIMH C nepop
AHTHaLMHH CPECTBA (ATyMHHHEB XHAPOKCH/MArHe3HeB XUAPOKCHA), kKapbamasenu
UHMETHAHH, epaBUpeHL, (QIyKOHa301, METHANPEAHH3ONOH, MUA30/1aM, pudabyTHu

TCOOUIMH, TPUa3oNaM, TPUMETONPUM/CYIPAMETOKCA30 M 3HAOBYAMH.

[leanaTpyuna nonynauus

[lpoyuBaHuns 3a B3aMMOACHCTBHATa Ca NIPOBEXKIAHH CAMO MPR BBb3PACTHH.
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4.6 @epTHaHTET, GpeMENHOCT H KbpMeHe

bpemenHocT

PenpoaykTuBHHMTE NPOyuBaHHA NPH KHUBOTHH Ca MPOBEAEHH TPH J03H [0 YMEPEHO TOKCHYHHTE 3a
MaHKaTa KOHUEHTpauKH. [IpH Te3n nNpoyyBaHUs He Ce YCTAHOBABA 0KA3ATEICTBO 32 TEPATOre€HHN
edextn. Hama obaue noctaTbusu B 106pe KOHTPOTHPaHH NPOYYBaHHS npH OPEeMEHHU XKEeHH.

HMa ronam obem gaHHH oT 0GcepBaUMOHHM NPOY4BAHHA HA EKCMO3MLMATA Ha A3UTPOMHLIMH 1O BpEME
Ha OpeMeHHocT (oseue ot 7 000 cityuas Ha 6PEeMEHHOCT C eKCIIO3HUMA Ha asuTpoMHuLIHH). [loBeyeTo
OT TE3H NpOyHBaHKUA HE NPEANOIAraT MOBHILIEH PHCK OT HeXeJlaHH (eTanHH eeKTH, KaTo rojleMH
BPOIEHH MaN(OPMALUKH HIH ChPAEYHOCHAOBH MAT(DOPMALIHH.

EnnaeMHONnornuHuTe AaHHH, CBBP3aHH C PHCKA OT CIIOHTaHEH abopT cle eKCno3uLMg Ha
a3UTPOMMLINH MO BPEME Ha paHHa OPeMEHHOCT, ca HeybeauTenHu. [IpoyuBaHnsTa NPH KHBOTHH He
[TOKa3BaT pErpoayKTHBHA TOKCHHHOCT (BXK. TOYKa 5.3).

A3MTPOMHLIKH TPAOBa Na ce H3MOM3RA N0 BPEME HA GPEMEHHOCT CaMO NnpH KJIHHWYHA HEOOXOJUMOCT.

KbpmeHe

A3HUTPOMHLMH C€ eKCKpEeTHpa B KbpMaTa A0 3HaunMa creneH. He ce Ha6monarar CEPHO3HH HeXenaHu
edeKTH Ha A3UTPOMHLIH NMPH KbPMEHH KbPMaUeTa, HO e(peKTH KaTo AHapus, reOMuHa HHPEKUHA Ha
JIATaBHLINTE, KAKTO H CBPbXYYBCTBHTEIIHOCT MOTaT Aa Bb3HUKHAT NMPH KbPMEHH
HOBOPOACHH/KbpMayeTa 0PH MpH cy6TepaneBTUuHK N03H. Tpatea 1a ce Bieme peLlICHHE JaJIH Aa Ce
NpEYCTAHOBH KbPMEHETO WIH A C€ NPEYCTAHOBW/AA HE C€ NPHIOKH TEPANHATA C A3UTPOMULIMH, KATO
CE B3EMaT NpCABHA MojI3aTa OT KbPMEHETO 32 JCTETO M MOJI3aTa OT TePanuATa 3a )KeHaTa.

@Oepruaurer
[Ipn npoy4BaHusTa 33 edeKTHTE BBPXY (epTHNHTETA, NPOBEACHH MPH TUTLXOBE, ce 3a0eN3Ba
HamaJleHa 4€CToTa Ha GPeMEHHOCT. 3Ha4MMOCTTa Ha Ta3H HAaXOJIKa 33 XOpaTa HE € U3BECTHaA.

4.7 EdexTn Bbpxy ciocobuocTTa 33 modupane n pabora ¢ Mamunn

Cymamen ¢opTe cHpon NOBIHABA B yMEpeHa CTerNeH cnocobHOCTTa 3a irodupaHe U padbora ¢
MamuHH. MmMa chobtuenns 3a 3aMasHOCT, CbHIMBOCT M KOHBYJICHH TIPH HAKOM NALMEHTH, npHeMaLLH
a3UTPOMHLIMH, @ HAKOH NALMEHTH Ca NONYYHIH 3PHTEIHO W/WIIK CITyXOBO yBpexaaHe. Tosa Tpsabea na
C€ HMa NPE/IBUA, KOTaTO C€ OLEHABA CNOCOOHOCTTA Ha NaLMEHTa 32 wodHpaHe W paboTa ¢ MallMHA
(BxK. TOuKa 4.8).

4.8 Hexenann NnexapcTBeHH peaKnuH

Pesiome Ha npoduna na 6ezonacHocT

Hal yecTo cbo6LIaBaAHHTE HEKEeaHKU PeaKLIMH 10 BpEME Ha JICUEHHE BIUTIOYBAT Juapus, rnasobonue,
NOBPBHILAHE, KOpEMHA 00JIKa, rafieHe W OTKIOHEHHS B PE3YJITATHTE OT TaGOPAaTOPHUTE H3CAEIBAHUA,
JlpyruTe BaXKHU HEXeNlaHH peakLuMyu BKIIOUBAT aHaQHIAKTHYHH peakuuy, torsade de pointes,
apUTMHH, BKJIHOUHTE/IHO BEHTPHKYIApHA TaXHKapAusl, NceBAOMEMOpaHO3eH KOHT H YepHOapobHa
HEOCTATbYHOCT (BX. TOUYKa 4.4). BbB Bpb3Ka € JleueHHE ¢ a3UTPOMMULIMH Ce CHLOBLIABA 33 TEXKH
KOXHH HexXenaHu peaklnu (SCAR), BRirounTeIHO cCHHApPOoM Ha Stevens-Johnson (S] S), TOKCHYHA
enrpepmanta Hekpousa (TEN), nexaperseHa peakuns ¢ €03MHOMUINA ¥ CHCTEMHH CHMITTOMU
(DRESS) u ocTpa reHepanu3vpana eK3aHTEMAaTO3Ha mycTynosa (AGEP) (Bx. Touka 4.4).

CnMchk Ha HexenaHUTe peakLMy B TabnnyeH BHA
HexenaHuTe peakiMHi, yCTAHOBEHH OT ONIHTA MPH KIIMHHYHUTE W3MMTBAHHA H OT

NOCTMAPKETHHIOBOTO HAb/IOACHHE, ¢a H3GPOEHH NO-40Y MO CHCTEMO-OPraHeH Kiac

Cnopea uecToTaTta Ha Bb3HHKBAHE HEXKEIAHHTE PEaKLUHH Ce ONPEAENAT KATO: MHOTO
4ecTH (2 1/100 o < 1/10), Heuectu (> 1/1 000 g0 < 1/100), peaku (= 1/10 000 no <
HEH3BECTHA YECTOTA (OT HAJIMYHHUTE JaHHH He MoxXe Jla 6be HanpaBeHa oueHka). B
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HECTOTa HEXKENAHHTE JICKAPCTBCHH PeaKLIMM Ca NPeACcTaBeHH B HU3XOALIL pel N0 OTHOLIEHHE Ha
TAXHATa CePHO3HOCT.

Tabnuua 6: Cnuchk Ha HEXENAHNUTE PeakLiMH B TabIHueH BHU]1

CHcTemo- Mmnoro YecTn Heuectn Peakn C HenspecTrna
OpraHeH KJac 9€CTH 4eCTOTA
Hudexknnn n Kanaunosa
HHpeCTALHH ITHeBMOHMA
['6uuHa
HHOEKLUs
baxrepuanHa
HH}pEeKLIHS
BarunanHza
HHpEKLHS
DapuHTHT
["acTpoeHTEepHT
PHHHT
Opanra
KaHAHAO3a
Hapymenns na IMonuxen JleBkoneHus TpomboumTo-
KPLBTA H Opoii HeyTtponenus NneHus
AuMbHaTa NUMPOLIUTH Eosunodunusa XeMOUTHYHA
CHCTEMA [loeuileH IloBuien 6poii aHeMHA
Opoii TPOMOOLIMTH
€O3UHODHIH [Mouwxen
[ToBuLeH XEMaTOKPHUT
bpoii
bazodrin
[ToBuiuen
Opoii
MOHOLIMTH
[loBHLIEH
Spoi
HEeYTPOQHIH |
Hapymenna na AHrunoenem ARadunak-
HMYHHATA CBpPBbXYYBCTBH- THYHA
CHCTeMa TEJIHOCT (BXK. peakums
TOuKa 4.4)
Hapymeunn Ha [lonwxken
mMeTaboH3IMa H aneTuT
XpaHeHeTo
Icaxuyunn HepeHoct Anrauus | TpeBOMKHOCT
HApYUIEHHSA bescbHue Henupuym
XanmounHaiiuu
_ Arpechs
Hapymenns Ha I'naBoGonne 3aMasHOCT MmuacreHus
HepBHATA Hucreysns rpaBHcC (BiK.
cHCTEeMA [lapecTesus TouKa 4.4)
CoMHOoneHTHOCT I'vpy
AHoCMuS
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[lapocMus

2025-09-N013

CuHKoN
Hapymenna Ha 3puTenHo
OYHTE YBpexKIaaHe
Hapymenns Ha HapymieHue Ha I nyxora
YXOTO H YXOTO XHNoaky3ue
Aa0HpHHTA Bepruro Tunuryc
Copaeyns [MTannuraumn Torsades de
HapyUienUus pointes (BX.
TO4YKa 4.4)
ApPHUTMMHH,
BKJTHOUMTEITHO
BEHTPHKYNap-
Ha TaxHKapaus
(BXK.
TOUKa 4.4).
Yabemxen QT
HMHTEpBaJ Ha
eJIEKTpOKaApaAH
orpaMara (BX.
Touka 4.4)
Cba0BH I"'opewy BBAHK XHUNOTOHUA
HAPYLIEHHASN
Pecnuapatopnn, Hucnxes
rpLAHH H PecnupartopHo
MCIHACTHHAJIHH HapylleHHe
HAPYIHIEHAY Enucrakcue
CromamHo- Huapus [loBpriaHe [acTpuT [lankpeatuT
YpPEeBHH Kopemna 3anek [IceBnomeM-
HapYUICHHA Oonka Hucnencus OpaHozeH
["aneHe Hucdarus KOJMT (BXK.
IlonyBane Ha TOUka 4.4)
KopeMa [IpomsaHa B
Cyxora B ycraTta LIBETA HA
J3BH B ycTaTa €3HKa
Xunepcaliisa-
L(UA
Epykrauus
DaaTyneHums
XenaTobunuapnu [loBuwieHa Oriione- YepHoapobHa
H HApYHIeHHS acrnapTaTaMMHO- | HHA B HEAOCTa-
TpaHcepasa YyepHO- TBYHOCT (BXK.
[loBuieHa apobHara TOYKa 4.4)
ATAHHHAMHMHO- | yHKLMA DyIMHHAHTEH
TpaHcdepasa Xonecra- XENMaTUT
[ToBHinen THYHA YepHoapobHa
Ounupy6buH B XBLITEHHLA | HEKpO3a
KpbBTa
IMosumena
aNKaIHa
¢docdaraza B
| KpBBTA
Hapymennsa Ha OO0pue Ocrtpa
KOXKATR H [pypuryc reHepan
MOAKOXKHATA YpTHkapus 3UpaHa
ThKaH Hepmatur €K3aHTe
Cyxa koxa TO3Ha
12
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Xunepxuaposa | mycrynosa | CMHIPOM Ha
(AGEP) Stevens-
JlexapctBe- | Johnson
Ha peakuus | Epurema
¢ €03HHO- MYJITHODME
Gunua H
CUCTEMHH
CUMITTOMH
(DRESS)
Peakimsa Ha
(hoTo-
YYBCTBH-~
TEJHOCT
Hapymenns na OcTeoapTpuT ApTpanrus
MYCKYJIHO- Muanrus
CKEJIETHATA bonka B repba
CHCTEMA H bonka BbB
CheAHHHTE/IHATA BpaTa
TbKAH
Hapymenua ga Ansypus OcTpo
0n0pennTe B bonka B 6v0Opeuno
NAKOYHHTE 0BOpeunTe yBpexKaaHe
NbLTHIRR [loBuinieHa ypes Tybynounrep-
B KPbBTa CTULHAJIEH
[loBumen HepuUT
KpeaTUHHH B
KPbBTA
Hapymenus na HurepMen-
Bb30POR3BOIATE CTPYaliHO
JHATA CHCTEMA H KbpPBEHE
rbpAATA Hapymenue Ha
TECTHCHTE
O6mu Orok
HAPYUWIEHHA H AcCTeHMS
edeKTH HA Hepaznomno-
MSCTOTO HA KeHue
NPHJICKEHHe YMmopa
Orok Ha nMueTo
bonaka B
obnacrra Ha
I'bpAMTE
[Tupekcus
bonka
[lepudepen
OTOK
HicneaBanns IToHwxeHH AOHOPMHO HHBO
OukapboHaTH | Ha KalHii B
B KPBbBTA KpbBTa
IToBuIEHN
XJOPHIH B
KPbBTA
[lopuLeHa
rJII0KO3a B
KpBbBTa
[ToBuiEeHH
b6ukapboHaTH 8
KpbBTa
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AOHOPMHO HHBO

HAa HATPHH B

KPbBTa
Hapanssanus, YcnoxHeunve,
OTPABSHHA H Bb3HUKHAJIO
YCJI0KHEHRH, cien
Bb3HHKHAJIR B UHTEPBERLIHA
Pe3yJTAT Ha
HHTEPBEHIIMHA

ChobulaBaHe HA MOAO3IUPAHU HEXKEJTAHH peakKLIHH
CrobuiarateTo Ha nogo3HpaHu HexenaHu PEaKLIHH CiieA pa3pelaBaHe 3a ynorpeba Ha IeKapcTBeHNA

MPOAYKT € BakHO. T0Ba Mo3BOIsABA Aa MPOIB/DKM HAOMIOAEHHETO HA CHOTHOLWEHHETO NoJi3a/pHcK 3a
NEKAPCTBEHUA NPOIYKT. OT MEAMLIMHCKHTE CNELIHATMCTH Ce U3KMCKBA Aa CLOBILABAT BCSKA
NOL03HpaHa HEXENAHA peaKLMs upe3 U3mbaHuTe IR areHuMs o JiekapeTsara, yi. . Jlamsy I'pyeB”
Ne 8, 1303 Codus, Ten: +359 2 8903417, yebcaiir: www . bda.bg.

4.9 Ilpenosmpane

CuMnromu

Hexxenanure peakuuu, Noy4eHH NpH No-BHCOKH OT MPEeNnOPBHUHATETHHTE Z03H, Ca CXOAHH C
HabmoaaBaHKTe Npu o6uyaiinute 1o3u (Bxx. Touka 4.8). THNMYHUTE CUMNTOMM Ha Npeao3rMpaHe Ha
43HTPOMHUNH BKIIIOYBAT CTOMALIHO-YPEBHH CHMITTOMM, Harp. NOBpPbILAaHe, AMapus, KOpeMHa 60sika M
rajcHe.

JleueHue

B ciryyaii Ha npeao3upane ca nokaszaHH o610 CHMNTOMATHYHO JIeYeHHe | NOAABbPAaHe Ha
KU3HEHHUTE (YHKUHHK, H, aKO CE Hanara, NPUIIOKEHHE Ha MEAHLIMHCKH BbIVIEH WK CTOMAIIIHA
NPOMHBKA.

HaMa naHHKM NMo OTHOLlIEHHe Ha eeKTHTE OT AHaIN3aTa BbpPXY CAMMHHHPAHETO Ha a3HTPOMHLIMH.
Obadye nopann MexanusMa Ha CIUMHMHHPAHE Ha a3HTPOMHLIMH € Manko BePOSATHO NHANM3aTa /1a
AOBEAE 10 3HAUHUTEIHO OTCTPAHABAHETO HA AKTHBHOTO BELECTRO.

5. ®APMAKOJIOTHYHHU JAHHHU

3.1 <dapmakoaAWHAMHYIHH CBOHCTBA

®apmakoTepaneBTHYHa rpyna: AHTHOaKTEpUaTHH CPEACTBA 38 CUCTEMHO MPUIOKEHUE, MAKPOJTHIH
ATC xkon: JOIFA10

MexaHu3bsM Ha aeiicTane

MexaHH3MBT Ha JeiiCTBME HAa A3UTPOMMLIMH CE OCHOBABA Ha HHXHOMpaHeTO Ha GakTepHaTHMS
CHHTC3 Ha NpOTCHHH 4Ype3 CBbP3BaHE C puOo3oMHarta cybeaunnua 50 S u uHxuGupaHe Ha
TPAHCJIOKALIUATA HA NEMTUANTE,

Bpb3ka dapmakokHHeTHKa-papMakogMHAMHKA

EdnxacHoCTTa 3aBHCH r1aBHO OT CHOTHOLIEHHETO Mexay AUC (rnow, noa kpuBara
koHLeHTpauus-speme) H MITK (MuHMManHa noTHekala KOHLEHTpaLys) 3a NaToreHa.

MexaHu3bM Ha Pe3IUCTEHTHOCT

Pe3ucTeHTHOCTTA KBM AAUTPOMHUHHH MOXKE Z1a C€ OCHOBABA HA CJIEAHHTE MEXaHH3IMHU®

- Ednykc: PeancTteHTHOCTTA MoXe na Obac MpHYHHEHA OT NOBHLUAaBaHe Ha OHOs Tz
eTyKCHNTE NOMNHK B KeTh4HaTa MemGpana. ToBa ce OTHACH caMo 3a Makpas

2 |
15-uneHHn npbeTeHn (Taka Hapedenus M-deHoTHn). g | 2T
- [Ilpomsua B Tapretsara cTpykTypa: AQUHHTETBT KbM PHGO3OMHHTE MECTS Spihgne T f,
Hama/laBa pe3 MeTHIMpate Ha 23S pPHK, npuuMHABALIO PE3HCTEHTHOCT RbM Y (PONKAOMY - 5‘ ,4’
f ‘ p ,--’ ‘\;\r.-:h ",,I.;.-
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(M), jmuko3amuau (L) n crpentorpamuun ot B-rpynara (SB) (Taka HapeYCHMS
MLSB-¢penotun). Metunasute, npunasaiiy pe3sucTEHTHOCT, ¢& KOAMPAT OT erm reHH.
APHHUTETHT KbM pHOO30MHKMTE MECTa Ha CBEP3BaHE HAMANABA U 4ype3 MyTauuu B 23S
pPHK raprerHaTa cTpykTypa Wik Ypes MyTaLHH B pHGO30MHHTE NPOTEUHH HA rosgMara
cybeauHuULA.

- EH3WMHaTa HHAKTMBaLIMA HA MAaKPOJIUAUTE € OT MAJTbK KIHHHYCH HHTEpeC.

[1pu M-¢enotuna ce nabnronaBa mbjiHa KPLCTOCAHa PE3HCTEHTHOCT MEXKIY a3HTPOMHLIHH,
KITApHTPOMHLUHH, EPHTPOMHLIUH H POKCHTpOMHUHH. MLSB-dbenoTHsT nokazea nonsiHUTEHA
KPBCTOCAHA PE3UCTEHTHOCT C KIMHAAMHUKMH U ctpenTorpaMuH B. C Makponuaa cnupaMuuuH ¢
16-1IeHEH NPBCTEH CE NPOSBABA YACTHYHA KPBCTOCAHA PE3UCTEHTHOCT.

[lopanu cnaGus nepmuaGHIHTeT Ha BBHLIHATA MeMBpaHa NOBEYETO I'paM-oTpHLATEIHH BHAOBE ca C
NPHCHILA PE3HCTEHTHOCT KbM MaKPOJIH/Y.

KpHuTepud 33 MHTEpNpeTHpaHe NpPH W3NMTBaHE Ha YYBCTBHTENHOCTTA
KpuTepuure 3a uHTepnpernpare Ha MITK (MuHMMaHa noTuckanma KOHLICHTPaUMA ) NPH HINHTBaHE

Ha 1YBCTBHTENHOCTTA €A yCTAHOBEHH OT European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 3a asutpoMniiuH 1 ca u3Gpoenu Tyk:

https :/fwww.ema.europa.eufdocumentsfotherfminimum-inhibitagx-concentration-mic-
breakpoints en.xlsx

[IpeobnagaBaia npuaobura pesucTeHTHOCT

[IpeobnanaBainara npuaoGHTa PE3HCTECHTHOCT MOKE A BapHpa reorpadcku U BbB BpEMeTO 3a
W30paHH BUAOBE H € XKeJaTeHO Aa UMa JiokanHa HHdopMaLws 3a PE3HCTEHTHOCTTA, 0CODEHO NpH
NIeYeHre Ha TeXKH uHdekunu. [Ipn neobxonnmoct Tpabea aa ce noTbpeu CKCIIePTEH CHBET, KOTaTo
NoKalHaTa npeobnanasalila pe3SHCTEHTHOCT € TAKABA, Y€ M0JI3aTa OT AHTUMHKPOOHOTO CPEACTBO NpH
MOHE HAKOH BHAOBE HHPEKUMH € CbMHHUTENHA. OCOBEHO B CTyHaHTe Ha TEKKH MHOEKLIMH WK
HEYCNEIHO NeYeHHe, TPAOBa Na ce NMOHCKa MHKpOOHONOrMYHA AHArHo3a ¢ HIEHTU(HLIMpaHE Ha
MaTOreHa U ONpeae/isHe Ha HEroBaTa YyBCTBHTENNHOCT KbM a3HTPOMHLIMH.

Tabnuua 7: lpeobnanasaia npuao6HTa pe3nCTEHTHOCT

O6uualiHO YyBCTBHTE/IHH BHAOBE

Aepobuu I pam-nonodicumennu MuKpoopzanusmu

Streptococcus pyogenes

Aepobnu I'pam-ompuyamenu Muxpoopzanusmu

Haemophilus influenzae
Le
Aﬁﬂraxeﬂa catarrhalis

. T . b, T — A A T

ionella pneumophila®

R A T A T . Al P |

| -
Axaepobru muxpoopzanuzmu

Peptasrregtﬂmccus Spp. _ _ _ _ _ _ ) _ |
Apyzu muxpoopzanuzmu__ _ _ _ _ . _

Borrelia burgdorferi

Chlamydophila pneumoniae®

Chlamydophila psittaci

Mvcoplasma preumoniae®

A ik . PP A e a— A L —

Bunose, npn KOHTO NpHAOGATATA Pe3HCTEHTHOCT MoXKe 1a e IpoGaem

| Aepobru I'pam-nonoxicumennu muxpoopzanusmu _ i _

Staphylococcus aureus’

| Staphylococcus epidermidis

Staghylomccu_.s' haemolyticus
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Staphylococcus hominis

T Al ikl T . . T

Streptococcus agalactiae

Streptococcus pneumoniae*

Crpenrokokn ot rpynara Viridans

Anaepobrnu muxpoopzanumu

Prevotella spp.

MBKpPOOPrasH3IMH € NPHCHINA PEIHCTEHTHOCT

Aepobuu I'pam-ompuuamenny MUKpoop2anuzmu

Escherichia coli

Klebsiella spp.

Pseudomonas aeruginosa

°JlMncear akTyanu3dpaHy AaHHH NpH MyOGauKyBaHeTo Ha TaGauuuTe. OCHOBHATA JIATEpaTypa,
Hay4HaTta CTaHnapTHa IMTEPATYpa U TEPANCBTHUHHTE NPENOPBKH NPEANO/iaraT YyBCTBUTEIHOCT.
"[IoHe eInH pErHoH NOKA3Ba YECTOTa HA PEIUCTEHTHOCT TO-BHCOKa OT S0 % 3a pEe3UCTEHTEH Ha
METHUWINNM Staphylococcus aureus.

“"YyBCTBUTEIHHTE KbM NEHHLIWAHH LAMOBE Ha Streptococcus pneumoniae € NO-BepoOATHO 1a ca
HYBCTBUTCIHH KbM a3HTPOMHIIHH OTKOJIKOTO PE3MCTEHTHHTE KbM NMEHULMIHH LIAMOBE Ha
Streptococcus pneumoniae.

5.2 PapMaKkoKHHETHYIHH cBOHCTBA

Abcopbuns

[TnkoBHTE CEpyMHH KOHLIEHTPAUHH (Cimax) HA A3UTPOMMLMH clie]] npunoxkeHue Ha 500 mg
nepopansa cycnensns (40 mg/ml), 1 000 mg npax 3a nepopanna cycnensns, 500 mg (2 x 250 mg)
Tabnetku u 1 000 mg (4 x 250 mg) kancynu npu 3apaBH A0GPOBONLM HA FAANHO ¢4 COTBETHO
0,29; 0,75; 0,34 u 1,07 mg/l. BpeMeTo 10 1OCTUraHe Ha MHKOBH TL1a3MeHM KOHLECHTpaLMH (T nax) HA
a3HTPOMHLIUH CNI€]] IEpOpaJiHO NMPHIOXKEHHe BapHpa ot 2 Ao 3 yaca. CpeaHara abcoMOTHA
OHOHATHYHOCT NPH 31paBH Z00POBONLK clte1 MpHeM Ha 500 m g nepopatia cycnessus 4 1 000 mg
[Ipax 3a NepopaiiHa CyCren3u B catile e cboTBeTHO 37 % u 44 % npu npHem Ha rnagHo.

EdekTsT Ha xpaHaTa BbpXy OTHOCHTENHATA NepopaiHa GUOHANTMMHOCT Ha a3HTPOMHLIMH 3aBHCH OT
JiekapcTeeHaTa popMa. Crnea npunoxenunero Ha 500 mg nepopanua cycnenzus (40 mg/ml),

1 000 mg noa ¢opmara Ha npax 3a nepopanta cycneHsus u 500 mg nepopaiHa 103a a3MTPOMHLHH
noa ¢opmara Ha Tabnetku (2 x 250 mg) ce nocTUra cxooHa eKCrno3HLUS npH npueM ¢ dorara Ha
Ma3HWHH XpaHa crpAMO NpHeM Ha rnagHo. Criea NPUIOKEHHETO Ha eJHHHYHA 1033 500 mg

(2 x 250 mg) nox dopmara Ha Kancyau ¢ 6orata Ha Ma3HMHM XpaHa CTIPAMO NMPHEM HA ITIagHO
CPEAHOTO CHOTHOLUIECHHE HA Criax H AUCp24€ 52 % 1 43 % no-Hucko.

Tabnnua 5 nokaspa cpeanara croiitoct (SD) Ha hapMakoKuHeTHYHHTE NapaMeTpH NpPH Bb3PacTHH
34paBH A0OPOBOJIUM CJIEA CTAHAAPTHU CXEMH Ha NpWIaraHe Ha TabneTkH u KancyJiu.

Tabauua 8: AUCo.24 H Crax Ha a3UTPOMHLIMH NPH 3-AHEBHATA U 5-IHEBHATa cXeMa Ha MpuiaraHe B
MOCJIEAHHUS [IEH OT NPUIOKEHHETO

Cxema Ha AUCq24 (pgeh/ml) Cmax (1g/ml)
NpHIATaHE,
JeKapcTBeHa popma
3-n1HeBHa cxema 1,88 (0,96) 0,42 (0,21)
(500 mg aneBHO),
TabneTka
5-AHeBHa cxeMa 0,80 (0,42) 0,18 (0,10)
(300 mg A1, 250 mg
2 no 15), Tabnetka
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S-aHeBHa cxeMa 2,1 (0,6) 0,24 (0,08)
(500 mg A1, 250 mg
A2 no 15), kancyna

Paznpenenexue
A3BUTPOMMHLIMH ce pasnpenens B rojisiMa CTerneH U Oup30 OT Ina3Mara B €eKCTpaBacKyaapHHA

KOMIapTHMEHT, BKJIIOYMTETHO B TBKAHHUTE, KATO CIMBHLM, 651 Ap06 M ThKaHM Ha NONOBUTE OPraHH,
KaKTO W B HHTpALCTyNapHHs KOMMAPTHMEHT, NO-CMELMATHO B HEYTPOQHIUTE, MakpodaruTe 1
MOHOLWMTHTE. PDapMaKOKHHETHUHUTE NMPOYYBAHHSA NOKA3BAT 3HAUUTETHO NMO-BUCOKH KOHLUEHTpALIMH Ha
23HTPOMMUHH B TEKAHHTE (10 50 MbTH NO-BHCOKH OT MAKCHMATHATA KOHUEHTPALMS, HAbMIONaBaHa B
nnasMara). ToBa MoKasBa €KCTEH3UBHO CBbP3BAHE C TE3H THKAHH, ¢ 00eM Ha pasnpeacneHne B
CTALIMOHAPHO CLCTOAHHE, BapHpal ot 23 no 31 I/kg. ®a3ara Ha npepasnpenenenue ot
HHTPALICTyIapHHs B €KCTpALICTyIADHHA KOMMTAPTHMEHT H B TJ1a3MaTa MOXe Ja 0BEE 10 YIbMIKEHO
HalIM4HE Ha HUCKH KOHLIEHTPaLMH CleA CIIHPAHE HA IEYEHUETO.

A3MTPOMHLHH NOKA3Ba HUCKA CTENEH HAa CBBP3BAHE C IUTa3MEHHTE [POTEHHH, MMIABHO ¢ ada 1-kucen
FIHKOMNPOTEHH, H CTENEHTa Ha CBBLP3BAHE HAMAIIABA ¢ NMOBHLIABAHE HA KOHLEHTPALMHUTE HA
aHTHOHoTHKa: 50 %, 23 % u 7 % cBbp3BaHE C NPOTEHHN NPH KOHUECHTpauud cboTeeTHO (,05; 0,1 ¢

1 mg/1.
buorpanchopmMaiius

A3HTPOMHLIMH ce MeTaboNK3Hpa B MUHMMAJIHA CTENEH B YepHUs 1pod. OCHOBHHAT MBT Ha
6uoTpanchopmanna € N-gemMeTiinpane Ha 3aXapTa Ae303aMHH. Apyrure nbrHIna BTIOYBAT O-
ACMCTHIIMPaHe, XHAPOJIM3a Ha KINAAMHO3aTa (AeKOHIOTHPAHE Ha KJIaqHHO3aTa (aesokcuzaxap)), u
XHUIPOKCHIIHpaHE Ha A€303aMHHa (aMHHO3aXap) U MaKPOTHAHKS NPBCTEH.

Hama nokasarencrsa 3a KIMHHYHO 3HAUMMO HHIYLHPAHE WIH HHXHOHMpaHe Ha YepHOAPOOHHUS
uutoxpom CYP 3A4 upes obpasyBaHeto Ha uMTOXpOM-MeTaGonHuTen KoMILtexc. ChIlo Taka He ce
yCTaHOBsBA aBTOHHAYLIMPAH METabOIN3bM Ha a3UTPOMULIMH IO TO3H ITHT.

EnuMuHupane

A3HTPOMHUHH C€ eTMMHHUPA [NIABHO upe3 (AKTHBHA) XKTbYHA CKCKPELIHA KaTO HEMPOMEHEHO
JIEKApCTBO, HO C€ €TMMHHHKPA K o] opMaTa HA METAGOIHTH, KOUTO He NPUTEKABAT
aHTHOakTepuanHo aelicTeue. EkckpennsTa B ypuHata INPEACTaB/IABA BTOPOCTEINEHEH BT Ha
CIMMUHHUDPAHE, KAaTO MO-MANKO OT 6 % OT nepopaiiHa A03a 1 0koNo 20 % OT NEKAPCTBOTO, KOETO
AOCTHra A0 CHCTEMHOTO KpBBOOOpallleHHE, Ce eKCKpeTHpaT B ypuHata. [Toseue ot 50 % ot
€KCKpEUHATa BB (pereca U 12 % oT exckpeumsaTa B ypunara ca nop ¢opmara Ha HenpoMeHeHo
CbEAMHEHME.

Cnex npuiokeHHETO Ha eAMHMYHA 1033 A3HTPOMHUMH 500 Mg € U3UHCJIEH TUTa3MEH KIHPBHC

630 ml/min ¢ TepMHHANEH NOMYXHBOT NPHGAU3UTENHO 68 Yaca. bLOpEeYHHAT KITHPBHC OGUKHOBEHO €
B tHanasona 100-189 ml/min, 3HAUUTENHO MO-HUCHK OT TUTa3MEHHS KJIHPBHC, KAKTO ¢€ OMaKBa
Opajax OTHOCHTENIHO €1a00TO yyacTHe Ha 6BLOPEUHHs BT Ha ENMMHHMpAHE.

JIMHEHHOCT/HeNHHEHHOCT
Crnen nepopaiiHo NpHIOKEHUE HA JEKAPCTBEHA dopma ¢ HezabaBHO ocBOGOKIaBaHe
NPOTIOPLUHOHANTHOCT Ha A03aTa No OTHoWeHHEe Ha AUC .24 M Chiax € I0Ka3aHa B IHaNazoHa ot 250 mg

no I 000 mg.

CneuHaiHu NOMYNalKuH

bvbpeuno yapeacoane
PapMakOKHHETHKaTa Ha a3HTPOMHLIMH € OlieHeHa Mpu 43 BB3PACTHH (Ha Bb3pacT 21 1o S5 ToAumm
C/I€A NEPOPATHOTO NPHITOKEHHE HA CAHHHYHA 1032 A3HTPOMHLIMH 1,0 g (4 X 250 mg kaffoRti) 1T
y4acTHHLHM ¢ GFR > 80 mV/min (n = 12), yyacthuum ¢ GFR Mexay 10 1 80 ml/min (3 G
ydacTHULUH ¢ GFR < 10 ml/min (n = 19).
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(PapMakOKHHETHKATA Ha a3HTPOMHLIMH NpH yyacTHHIM ¢ GFR Mexxny 10 u 80 ml/min we ce
NoBNMsIBa (CpeAHUTE Cinax H AUCo.120 Ce yBennuaBat cboTBETHO € 5,1 % u 4,2%, B cpaBHEHHE ¢
y4acTHHLH ¢ GFR > 80 ml/min). Cpeasure Cumax 8 AUCo.120 ce yBenHuaBat choTBETHO ¢ 61 % M
35 % npu yyactHuum ¢ GFR < 10 ml B cpaBHenne ¢ yuacthuuu ¢ GFR > 80 m/min.

Jluncear AaHHH 34 NMalHCHTH, NOANIKCHH Ha AHA/IM34a, HO nopaayu MCxaHmW3imMa Ha CIHMHHHPAHE Ha
A3HTPOMHHHH € MAJTIKO BEPOATHO OTCTPAHABAHETO HA AKTHBHOTO BEMIECTRO MNpH AHANH3aTa na ¢
3HAYUTC]THO.

Yeproopobro yepexcoane

DapMakOKHHETHKATa Ha A3HTPOMULNH € NPoyyYeHa NpH 22 BBL3PACTHH Clie] NePOPaHOTO
PHIOKEHHE HA €IHHUYHA 1033 a3UTpOMHULMH 500 mg (2 x 250 mg Karncyin) npy y4acTHHLY ¢
HOpMaiiHa HepoapoOHa pyHkuusa (n = 6), knac A no Child-Pugh (n = 10) u knac B no Child-Pugh

(n = 6). dapMaKOKHHETHYHHTE NapaMeTPH Ha A3UTPOMHLIMH MPH YUACTHHLM ¢ Ki1ac A H B no Child-
Pugh ca cxotBeTHO 3 % 1 19 % no-Huckn no orHoweHHe Ha AUC.incH 34 % U 72 % 0-BHCOKH IO

OTHOIIEHHE HA Cnax, B CPABHEHHE C YHACTHHLM C HOPMATHA YePHOAPOSHA PyHKLMA.

Cmapuecka ev3pacm

I1pu nobposonim B cTapuecka Bb3pacT (> 65 roauuu), Ha KOUTO € JafieH asHTpoMHLMH 500 mg

(2 x 250 mg kancynn) B nen 1, nocneasato or 250 mg B 4HM OT 2 10 5, Ha ranHo, AUCs04 B HHu |
H 5 e choTBeTHO 3,0 ¥ 2,7 pgeh/ml. B fien S ca Habmogaeanu 29 % no-BHCOKa CTOHHOCT Ha AUCp 24,
8 % no-BHcoka cToitHOCT HAa Cpex M 37,5 % NO-BUCOKA CTOMHOCT HA Tonex B CpaBHEHHE C NMo-MJIau
n06posonLy (< 40 roanHH). Thii KaTO TE3H Pa3nHKH He Ce CUMTAT 3a KIHHHYHO 3HAYHMH, HE ce
Ha/lara KOpHripaHe Ha 103aTa NpH MaLHEHTU B CTApHECKa Bb3PACT ¢ HopMasiHa 6ubpedHa n

YepHOApOOHa (PYHKIINS.

Ileanatpuyna nomynauus

DapMakOKHHETHKATA HA A3MTPOMHLIMH MEPOPAITHA CYCHIEH3UA ¢ oxapakTepu3dpaHa npH 14 acla Ha
BB3pacT 6 A0 15 roauHu ¢ hapuHruT U npu 7 nena Ha Bb3pacT | 10 5 roAnHK ¢ Bb3NAICHHE Ha
CpexHOTO yX0. I1pH Te3u ABe NPOYYBaHMA A3HTPOMHLIMH NEPOPATHA CYCMIEH3HA € NPUiaraHa npu
nosa 10 mg/kg B nen 1, nocnensano or 5 mg/kg B aAuM 2 1o 5. Cnen 5-AHEBHO NeueHue CPEIHHUTE
CTOHHOCTH Ha AUC,.24 ca choTeeTHO 3,1 pgeh/ml 1 1,8 pgeh/ml. CpegHara cTOMHOCT Ha Coge €

0,38 ug/ml, a cvorBeTHaTA CTOMHOCT Ha Tmax € 2,4 uaca Npu AeuaTa Ha BBL3PACT 6 10 15 ronMuy U
0,22 pg/ml v 1,9 yaca npu neuata Ha Br3pact | ao 5 ronunu. Cpeanute cToMHOCTH Ha Cogx ¥ AUC.
24 €2 1,7 MbTH MO-BHCOKM NpH JenaTa Ha Bu3pact 6 Ao 15 roguHy B CpaBHEHHE C leLlaTa Ha Bb3pacT
1 10 4 roaunw.

OK npu 3-1HeBeH Kype ¢ a3HTPOMHLKMH NEpPopatHa Cycrensus mpu ao3a 10 mg/kg nHeBHO e
OLIEHEeHA CBIIO H NpH 16 nenia, Ha 6 Mecena no 10 roaunn, ¢ Gakrepuanuu undexunn. CpeaHata
AUCo 24 npu 7 neua na swp3pact 2 10 4 rogunu e 2,90 pgeh/ml, nokaro npu 8-Te AcLa HA BbL3PACT 5
a0 10 ropunm croitHoctra € 2,08 pgeh/ml. Hucka croiinoct na AUCq 24 0,74 pgeh/ml e
perucTpHpaHa camoO NpH €XHO AETE BLB Bb3PACTOBATA I'PyNa OT 6-Mecena 10 2 roAHHH.

PapMaKOKHHETHKATA HA €AMHHYHE 033 A3MTPOMHMLIMH TIPH NEAHATPHYHH NALKEHTH, Ha KOMTO ca
nprioxkeny no3u 30 mg/kg, He € npoyyeHa.

5.3 IIpeaxannrunn 1annan 3a 6e30nacHOCT

HexnuHnyHuTe NaHHM Ha 6aszaTa HA KOHBEHLMOHANHHUTE GAPMAKONOrHYHM Npoy4YBaHHA 3a
6e30NacHOCT, NpOyYBAHHA 33 TOKCHYHOCT NPH MHOTOKPATHO NPH/IATaHe M FeHOTOKCHYHOCT He

NOKa3BaT HEXCEIAHH PCAaKLIMH, O4CBHHO CBBP3aHH C XOpaTa, KOMTO BCe Ollle He ca pasriie]aHH B
Apyry Touky Ha KXII. / WA 1y
. Z,

Habumonasana e obaue docponununosa (MHTpalenyapHo HaTpynBaKe Ha c])ocdaonunuﬂ;( |
A

TbKaHH HA MHLIKH, ILTBXOBE W KY4€Ta, Ha KOHTO Ca NPUIOKEHH MHOTOKPATHH A0O3H a3

docoannnnosa e HaboNaRaHA B CXOAHA CTENEH B ThKAHK HA HOBOPOACHH TLTHXOBE 11!,1q?q
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HokasaHo e, ue edekThT ¢ 00paTHM cliel CHpaHe Ha IEYEHHETO ¢ a3MTPOMULMH. 3HAYMMOCTTA Ha
Ta3H HaXO/Ka 3a X0paTa KaTo LAJIO € HEH3BECTHA.

[1pu npoyusaHusTa NpH KNUBOTHH 32 EMOPHOTOKCHUYHH €(PEKTH, UIBBPIIEHH [0 YMEPEHO TOKCHYHM
3a MadkaTa 403H (2 10 3 TbTH MO-BHCOKH OT MAKCHMAJTHATA MPENOPLUMTEITHA AHEBHA 103a MPH
Bb3pacTHH (500 mg Ha Oa3ara Ha nyowITa Ha TeNecHaTa MOBLPXHOCT)) He ce HabmoaaBRa
TEPaTOreHeH eieKT NPH MHULLIKK U MTbX0Be. JIokasaHo €, Ye a3UTPOMHLIMH NPEMHHABA Tpe3
nnauenTtara. lipu nsxose Ao3u asutpomuunt 100 1 200 mg/kg Tenecho terno/ner (2 1o 3 MbTH
Nno-BUCOKH OT MakcUManHarta npenopbyuTensa 1o03a 500 mg Ha Gasara Ha mIOLITA HA TeJleCHATa
NOBBPXHOCT) BOJAT 10 JieKO 3abaBsHe Ha (eTanHaTa ocuUKaLINA M HAQAaBaHETO Ha TErJ1o Ha
Maiikara. [Ipu nepy- M NOCTHaTANHKTE NPOY4BaHHS NPH IUTLXOBE ce HaGmoaaBa JIeKo 3abaBgHe
cnen nedcHue ¢ ao3u asuTpoMuumy 200 mg/kg/nen (3 mbTH NO-BHCOKM OT MaKCHMAJTHATA
NpenopbYUTENHA IHEBHA 1032 NPH Bb3pacTHU Ha O6a3aTa Ha IUIOLUTA HA TENECHATA MMOBLPXHOCT).

6. PAPMALEBTHYHH JAHHH

6.1 CnacbKk HA NOMOIHATE BelleCTBA:

3axapo3a

Tpunatpues docar
XHAPOKCHITPOIIUNLENY03a

KcaHTaHoBa ryMa

Apomar yepelia

Apomart baHau

ApoMaTt BaHHNIHA

KonouaeH, 6e3soaeH CHWIHLMEB IHOKCHI

6.2 HecLBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roamoct

Ilpax 3a nepopanHa CycneH3us: 2 rOaHHH.
[TpuroTeena cycnensus: 5 auu (15 ml); 10 aum (30 ml u 37,5 mi)

6.4 Crnenuaanu ycja0BHA 38 ChXpaHeHHe

[1pax 3a nepopanna cycneH3ua: aa ce cbxpanssa non 25°C.
IIprroTeeHa cycneHsHa 3a nepopanHo NPWIOKEHHE: Aa ¢e CbXpaHasa nop 25°C.

6.5 BaancbabpxkanHe HA ONAKOBKATA

Cymamen popte cupon 200 mg/5 ml npax 3a nepopanHa CycneH3HA ce Npeaiara B onakoBKH,
MPEAHA3HAYEHH 3a NpUroTBane Ha 15 ml, 30 ml wau 37,5 ml cupon.

Onakoska: HDPE 6yTHika ¢ nonunponuieHoBa Kanayka, 3al[HTeHa OT JOCTbIA Ha ella K
CIIPMHLIOBKA 34 Opa/IHO JO3HpaHe.

6.6 Croennannn npeAna3HH MePKH NPH AIXBLPJAHE H paboTa

3a npurotegHeto Ha 15 ml Cymamen ¢opTe cupon e HeoGxoaumo aa ce a06aBAT 9,5
OyTHNikaTa, koATO chAbpka 600 mg asHTpoMHLIUH.

3a npuroTeaHeTo Ha 30 ml Cymamen dopre cupon e HeoGXoAMMO aa ce nobassT 16,
OyTHiKaTa, koaTo chabpxka 1200 mg a3MTpOMULIUH.
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3a npuroTeauero Ha 37,5 ml Cymamen dopre cupon e HeobxoauMo aa ce gobasar 20,0 ml Bona B
byTunkara, koaTo chabpxka 1500 mg a3uTPOMHULIHH.

KM Beska OyTiika ca npubaBeHn no 5 ml ot cycnensusra, 3a na ce ocurypu NPaBHJTHOTO OO3HpaHE
Ha NMpOaYKTa.

JlaBaHeTo Ha ABE IMBTKH 4ail HA AECTETO HENOCPEACTBEHO Cile NMPHEMAHE Ha J034Ta 1lie OTMHE Hagony
OCTAHANaTa CYCIeH3NA.

7.  IIPHTEXATEJI HA PASPEIHEHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5, 2031 GA Haarlem
Hupepnanaus

8. HOMEP(A) HA PAIPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20010176

9. JATA HA ITBPBO PA3PENIIABAHE/MIOJHOBSABAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha mepBo paspelasane: 21 FOuu 1994 .,
Jara Ha nocneaHo noanoeseane: 05 Anpun 2011 r.,

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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