KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA,
MAKET HA OITAKOBKA H JIMCTOBKA



KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHHA IMTPOJAYKT

A3ubuot 40 mg/ml npax 3a nepopaiiHa cycrneH3us /0 /20 /X’Z

Azibiot 40 mg /ml powder for oral suspension
2. KAYECTBEH M KOJIMYECTBEH CbCTAB Z 792 17 -03- 2026

I ml or nepopannara cycneHsus cbabpika 40 mg a3MTPOMHLUMH (azithromycin) (KaTo a3HTPOMHLMH
auxuapar (azithromycin dihydrate).

HOMOI.IJ,HH BELIECTBA C H3BECTCH C(bBKT
I ml ot nepopanHara cycneHsus cbabpka 773,24 mg 3axaposa v 1,47 mg HaTpuil.

3a MbJIHUA CIIMCHK HA MOMOLLHHUTE BELLECTBA, BHXKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
Ipax 3a nepopaJiHa cycrneH3us

Ban no novru 6an npax.

4. KJIMHHYHHU JTAHHH
4.1 TepaneBTHYHH NOKA3AHHHA

A3MOHOT € NoKasaH 3a JieueH’e Ha ciieaHuTe HHpEKUHH (BK. ToUkH 4.4 1 5.1):
[leanaTpU4HHU NALMEHTH HA Bb3pacT 6 Mecela | Nno-rojieMu ¢ teryio noa 45 kg
- OcTbp CTPENTOKOKOB TOH3HIUT H QApHUHIUT

- Octbp OakTepHaieH CHHY3HT

- OcTtbp OakTepHaneH OTHT Ha CPEHOTO YXO

- [THeBMoHuUs, npuaoduTa B odwwectsoto (I1I10)

- OcTpu OakTepHanHu HHOEKLHH HA KOXKAaTa H MOJKO)KHATA ThKaH

Bb3pacTHH M IOHOLLM € Terno Hai-manko 45 kg, KOMTO He MOraT /1a I'bATaT TBbP/IH JEKAPCTBEHH
dopmu:

OcBeH nokazaHUATa, MOCOYEHH MO-IOpe, TO3M JIEKAPCTBEH NPOAYKT € M0Ka3aH M 3a JICYEHHETO Ha:
- YperpuT U uepBHUMT, npeaussukan ot Chlamydia trachomatis

- Bb3pacTHH NaLMEHTH ¢ OCTpa ek3alepOalns Ha XPOHHYEH OPOHXHUT

Tpabea na ce umar npeasua OGHUHATHHTE PHKOBO/CTBA 3a NpaBHiIHA ynoTpeda Ha
aHTHOAaKTepHaIHUTE JIeKapCTBa.

4.2 Jlo3MpOBKAa H HAYHH HA NPH/I0KEHHE

Jo3u POBKa

——

-~
Teouampuunu nayuenmu na 6v3pacm 6 meceya u no-2oaemu ¢ me2io noo 43.kg\"
A3MTpOMHLIMH TpAOBa 12 ce npuiara KaTo e1IHOKpaTHa IHEBHA J103a (BaK. Tabnuua 1), - ; \ 5 \)
Tabnuua 1: Ipenopbku 3a 103MpaHe NPH NeAHaTPUYHH NALMEHTH Ha BB3pacT 6 '&eccna M N0-TOJIEMH ~- /]
c terno noa 45 kg \ L b/
IlokazaHue CxemMa Ha npuiaraHe Ha a3MTPOMHLMH N7 8 pe A
OcTbp OakTepHasieH CHHYHT 10 mg/kg/nen 3a 3 aHu ' :




HIIH
[THeBMOHUS, npuaoOuUTa B 10 mg/kg B nex 1, nocaeaeano ot 5 mg/kg/aex B AHu 2-5
00111ecTBOTO

OcTtpu DakTepHanHu
MH(pEeKUHK Ha KoXkKaTa H
M0/IKOXKHATa ThKaH

OcTbp OakTepHaieH OTHT Ha e/IMHUYHA /1032
CPEeaHOTO YXO 30 mg/kg
HJIH
10 mg/kg/nen 3a 3 anu
WK
10 mg/kg B nex 1, nocneasano ot 5 mg/kg/nen B auu 2-5
OcCTbp CTPENTOKOKOB 20 mg/kg/nen 3a 3 aHu
TOH3WJIMT W (papUHIUT HIH

12 mg/kg/nen 3a 5 aHH
TpsaGsa 1a ce OOMHUCIIAT CXEMHTE Ha JieYeHHE, A03UTE H NPOABL/DKUTENHOCTTA Ha JICYEHHETO, KAKTO
ce NpenopbBa B aKTYaTM3HPaHHWTE PbKOBO/ICTBA 3a JICYEHHE NPH BCAKO MOKa3aHHe.

JlHeBHaTa 103a a3MTPOMHLIMH He TpsAOBa Na HaJABMILABA JHEBHATa /103a 3a Bb3pacTHH 500 mg, ¢
M3KJIOYEHHE Ha | IHEBHHA KYpPC Ha JleueHue (€IMHHYHA [103a) NPH OCTbP OaKTepHaleH OTHT Ha
CPeIHOTO YXO, NPH KOHTO He TpaOBa Ja ce HajBMILAaBa MakcHmanHarta obwa nosza 1 500 mg.
MakcumasiHaTa npenopbyYHTE/IHA 1034 MPH BCAKO JICYEHHE MPH NEAHATPHYHH NALMEHTH C TErJIO Moj
45 kg e 1 500 mg, ¢ M3KJIIOYEHHE HA 5 THEBHATA CXEMa MPH OCTBbP CTPENTOKOKOB TOH3H/IMT H
¢dapunrut. Biwkre Tabnuua 2.

Tabauua 2: MakcuMallHH NPENoOpPbYHTENTHH IHEBHH 1034 a3HTPOMHLMH CNOpE] cXxeMara Ha

npHjiaraHLe
TesecHo MakcHMaHAa THEBHA /1032 A3HTPOMHUHH
TerJio (kg) 5 mg/kg 10 mg/kg 12 mg/kg 20 mg/kg 30 mg/kg
(5-nHeBHa (3-nHeBHa (5-nHeBHa cxema (3-nHeBHa cxema (cxema c
cXema, IHH cxXema WiH CTPENTOKOKOB CTPENTOKOKOB enHHUYHA
2105) 5-nHeBHa (apUHrOTOH3WINT (apHHrOTOH3WAHMT) | 103a OCTBP
cxema, aeH 1) OTHT Ha
CpeIHOTO
yX0)
7 35 mg 70 mg 84 mg 140 mg 210 mg
8 40mg 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 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 70 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# 1200 mg
# Na He ce HaJIBMILIABA THEBHATA 1034 3a Bb3pacTHH 500 mg. i
e
OGembT, KOiiTO TpsiGBa 1a Ce MPHIIOXKH, 32 14 Ce NONTYHaT FOPHHUTE JI03H, € NOKa3aH B'Taﬁnuua_’:__}-'
Tabauua 3: [TpenopbkH 3a MAKCHMaIHATa THEBHA /1032 H COTBETHUTE 00EMH OT| nepopaJmaTa A "‘\ '-.‘-\'\‘.
cycnensus (40 mg/ml) 3a neqMaTpHYHH NaLMEHTH Ha Bb3pacT 6 Meceua u no- ronemi c Terno noa 1o )
45 kg \EAN 2L, ff‘x’f
TenecHo MakcumaJiHa IHeBHa 1033 a3HTp0Ml’Illlrl\“ idil /
Terzo (kg) 5 mg/kg 10 mg/kg 12 mg/kg | 20mg/kg J 30 mgfk%g,




T 1,00 ml 1,75 ml (70 mg)* | 2,25 ml 3,50 ml 5,25 ml (210 mg)
(40 mg)+* (90 mg)++ (140 mg)
8 1,00 ml (40 mg)* | 2,00 ml (80 mg)* | 2,50 ml 4,00 ml 6,00 ml (240 mg)
(100 mg)++ (160 mg)
9 1,25 ml 2,25ml (90 mg) | 2,75 ml 4,50 ml 6,75 ml (270 mg)
(50 mg)+* (110 mg)++ (180 mg)
10 1,25 ml (50 mg)* | 2,50 ml (100 mg) | 3,00 ml (120 mg) | 5,00 ml 7,50 ml (300 mg)
(200 mg)
11 1,50 ml 2,75 ml (110 mg) | 3,25 ml 5,50 ml 8,25 ml (330 mg)
(60 mg)+* (130 mg)++ (220 mg)
12 1,50 ml (60 mg)* | 3,00 ml (120 mg) | 3,75 ml 6,00 ml 9,00 ml (360 mg)
(150 mg)++ (240 mg)
13 1,75 ml 3,25 ml (130 mg) | 4,00 ml 6,50 ml 9,75 ml (390 mg)
(70 mg)+* (160 mg)++ (260 mg)
14 1,75 ml (70 mg)* | 3,50 ml (140 mg) | 4,25 ml 7,00 ml 10,50 ml (420 mg)
(170 mg)++ (280 mg)
15 2,00 ml 3,75 ml (150 mg) | 4,50 mI (180 mg) | 7,50 ml 11,25 ml (450 mg)
(80 mg)+* (300 mg)
16-25 2,50 ml (100 mg) | 5,00 ml (200 mg) | 6,25 ml (250 mg) | 10,00 ml 15,00 ml (600 mg)
(400 mg)
26-35 3,75 ml (150 mg) | 7,50 m1 (300 mg) | 8,75 ml (350 mg) | 12,50 ml 22,50 ml (900 mg)
(500 mg)#
36-<45 5,00 ml (200 mg) | 10,00 ml 11,25 ml 12,50 ml 30,00 ml
(400 mg) (450 mg) (500 mg)# (1 200 mg)

" no3a 5 mg/kg: npenopbuntenHuTe ao3u 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). Te3un cToiHOCTH ca 3aKpbINIEHH, 3a 1a Ce NOAyUH NOAXOAAlla 1033, KOATO aa Obae

MPUITOXKEHA.

12 mg/kg: npenopwuntentute no3u 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) n 4,2 ml (168 mg). Te3u cToHOCTH ca 3aKpbIVIEHH, 3a Ja Ce MOJy4H
NOAXOAALIA 103a, KOATO 1a ObJie NPHIoKeHa.
* azutpomuunH 20 mg/ml (100 mg/5 ml) npax 3a nepopasnHa cycneH3us € Hai-NnoAXoAAll 3a JieYeHHe Ha TaKUBa

MNauHEHTH.

* na He ce HaJABMILABA JHEBHATA 1032 32 Bb3pacTHH 500 mg.

Bwzpacmuu u onowiu ¢ me2no nati-wanko 45 kg, koumo ne mozam oa cbamam mebpou AeKapCmeeHu

opmu

A3MTPOMHUMH TpsAOBA Na ce Mpuara KaTo eIMHUYHA JHeBHa 103a (BK. Tabnuua 4).

Tabnuua 4: [penopbkH 3a 103HpaHe NPH BH3PACTHH H IOHOLLM € Ter10 Hai-Manko 45 kg, KOHTO He
MOraT Aa I'bJTAT TBbPAH JIeKapcTBeHH Gopmu

[TokazaHue

Cxema Ha npuiaraHe Ha a3MTPOMHUUMH

OcTbp CTPENTOKOKOB TOH3HJIHUT H (JapHHIUT

OcTtbp GakTepHalleH CHHYHT

OcTbp OakTepHasieH OTHT Ha CPEHOTO YXO
OcTpH ek3auepballik Ha XpOHHYEH OpOHXHUT*
[THeBMOHMS, npuaoGHTa B 00LIECTBOTO”
Octpu GakTepHaiHH MHEKLHK HA KOXKaTa 1

NMNOAKOXXHATA ThbKaH

500 mg/nex 3a 3 1HH
HIIH

500 mg B neH 1, nocnensavo ot 250 mg/nex B
IHH 2-5

YpeTpuT U LEPBULIMT, MPEAH3BHKAH OT

Chiamydia trachomatis

1 000 mg KaTo eAMHMYHA 11032

* 3a leyeHHe caMo Ha Bb3pacTHH

" npu BBH3pacTHH NEPOPATHOTO IeHeHHE MOXKeE /1a Objie MPOBECHO M ClIe/l HHTPABEHO3HO JIEUEHHE,:
aKO € KJIMHMYHO MOKA3aHO 3aBbPLIBAHETO Ha 060 7- 10 10-aHeBeH Kype Ha ieHenne (3a
noapobHocTH, BukTe KpaTkaTa XapakTepucTHKa Ha MpoayKTa Ha HHT‘paBCHOSHH'Ee cbopMM Ha
a3UTPOMHIIHH) .
Tpabpa na ce OGMHUCIAT CXEMHUTE Ha JIeUeHHE, 103UTE U nponbmxme.nHOCTT:;k'a.nequueTo KaKTO
Ce MpenopbyBa B aKTyaIH3UpaHUTE PLKOBOJCTBA 3a JieYeHHe NMPH BCAKO MoK x

anne.

\%:
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Iponycuama doza

AKO ¢a M3MHHAITH 12 uaca KWITH No-MaJiko OT NpOMyCHATaTa 4033, nauueHTbT Tpabpa aa 61ae
MOCHLBETBAH Ja A MPHEME Bb3MOXKHO Haii-CKOpO H cJiel TOBA Ja B3eme cieaBaLiaTa 103a B 00H4aiHOTO
Bpeme no rpaduk. AKO ca H3MHHANHK noeede oT 12 yaca oT o6HuaiiHOTO BpeMe 3a NIPHEM HA J103aTa,
nauKeHTsT TpaOBa Aa 6bAe MOCbBETBAH A3 H3IYaKa [0 CeABaulaTa 4032 o rpaduk.

CrienHanHy nomyaauuu

bvbpeuno yspexcoane

He ce Hanara kopHrupaHe Ha go3ata npH nauxeHtH ¢ GFR 210 mVmin. Tpu nauyenTs ¢

GFR < 10 ml/min a3s#TpoMHIWH TpaGea A2 ce mpriara ¢ NOBUILIEHO BHUMaHKE (BXK. Touka 5.2).

UYeprodpobno yepexcoane

He ce nanara kopurupase Ha no3aTa MpH nauxeHTH c aexa (iac A no Child-Pugh) nnu ymepena
cTeneH Ha yepHoapobHO yBpexknaHe (iac B no Child-Pugh) (Bx. Touxa 5.2). Jluncear savHH npu
MALKEHTH ¢ TEXKA CTeneH Ha YepHoapobHo yepexaaHe (knac C no Child-Pugh). Cnenosarenno
aIMTPOMHLKH TpAGBa Ja ce npuiara ¢ NOBHILIEHO BHHMAaHHE NPH TAKHBA NALHEHTH (BXK. Touka 4.4).

Cmapuecxa gvipacm

He ce Hanara xopirupaHe Ha J03aTa NPH NAIMEeHTH B CTapyuecka Bu3IpacT (BxK. To4uka 5.2). Twii kaTo
NpPH NALKEHTHTE B CTAPYUECKA BB3PacT HMa MO-TO/IAMa BEPOATHOCT Ja Bb3HHKHAT MPOAPHTMHYHH
CBCTOAHMA, C€ MPENOPBYBA Ja Ce Moaxoxaa ocobeHO BHHMATENHO NOPaH PUCKA OT Pa3sBHTHE Ha
chpAieYHH apuTMHH H torsade de pointes (Bx. Touka 4.4).

leanarpuyHa nomynauus
BezonacHocTTa H €HKACHOCTTA HA A3MTPOMHLIMH HE Ca YCTAHOBEHH NpH Jela Ha Bu3pacT nox 6

Mecela 32 HHKOE OT MOKA3aHHATa, H30poeHH B Touka 4.1.

Hsama croTBeTHa ynoTpeba Ha A3HOHOT 3a IeYEHHE Ha OCTPH eK3auepOaLiiK HA XPOHHYEH OPOHXHT
NPH NEAHATPHYHH [ALHEHTH.

Hauuy Ha npUIokKeHHe
3a nepopallHO MPHICKEHHE CAEA PEKOHCTHTYHpAHE.

Ipax®T 33 nepopanHa cycnen3na 1pabsa aa ce NpHeMa KaTo eHHHYHA NHEBHA 2033 CbC HH Oe3
xpaHa. [TpnioXkeHHETO HEMOCPEACTBEHO NPEAM XpaHeHe MOKe 1a MoAoOpH CTOMAIHO-4YpeBHATA
NOHOCHMOCT.

MNMauueHTHTe TpAOBa Aa GbAAT CHBETBAHK A3 pa3KknallaT OyTHIKATA ¢ PEKOHCTHTYHpaHaTa NEpopanHa
CYCMeH3Hsl IPEAM BCAKA HOBA J03a. 34 YKA3aHHA OTHOCHO PEKOHCTUTYHPAHETO Ha JieKAPCTBEHHA
NPOIYKT MpeIN NPHIOKEHUE, BIXKTe To4Ka 6.6.

43 MpoTRBONOKAIAHAS

CBpBXYYBCTBHTENHOCT KbM AKTHBHOTO BEILECTBO, EPHTPOMHLIHH, APYTH MAKPOIHAH WITH KETOTHAHK
aHTMOHOTHLM WX HAKOE OT MNOMOLLHHUTE BEILECTBa, H30poeHH B TOuKa 6.1.

44 CrensajHm DpeAynpexieREEd H NPeAHAIHHA MEPKH NpH ynorpeba

TloTeH1tMan 332 PE3HCTEHTHOCT
A3MTPOMHIMH MOXe Ja GIaronpuaTCTBa pa3sBHTHETO Ha PE3UCTEHTHOCT MOPAJH CBBP3E

}.'l’bJ'Il'OTpaﬁHlfl H TIOHIDKABALUM C€ HUBA B [UTa3MaTa ¥ ThKAHHTE CC Kpad Ha /, IEq
" ‘. 7
k0

5.2.). Jleuenue ¢ a3UTpPOMMLIME TPAOBa Ja ce 3aM0¥Ba CaMO CJ1e/] BHHMATENHA
PHCKOBETE, KATO C& MMa MPEABHA JIOKANHaTa npeobnanasaiia pe3HCTEHTHOCT
NPeANOYMTAHHTE CXEMH Ha JICHEHHE HE Ca MoKa3aHH.

TexXKH KOXKHH PEAKIIMH H PEaKLMH Ha CBPbXYYBCTBHTENHOCT



BbB Bpb3Ka c NeueHHe ¢ a3UTPOMHLMH ce cboOLIaRa 32 pelKH CCPHO3HH aNepriuyHi peaKLuH,
BKJTIOUYMTENTHO RHFHOENEM H aHadHNaKcHA (PAAKO JIETATHA), TEXKH KOXHH HEXENaHH peakiLiuH (severe
cutaneous adverse reactions, SCAR), BkounTenHo cuaapom Ha Stevens-Johnson (Stevens-Johnson
syndrome, SJS), TokcuyHa enuaepManua Hexponnsa (toxic epidermal necrolysis, TEN), nekapcreena
peakLms ¢ €03MHOMHUIHA H cHcTeMHK cuMmToMu (drug reaction with eosinophilia and systemic
symptoms, DRESS), octpa renepanniupana exzaHTeMaTo3Ha MycTyno3a (acute generalised
exanthematous pustulosis, AGEP), kouto Morar na 60aT }KHBOTO3aCTpALLABAILH KN TETATHH (BXK.
Touxa 4.8). Ilpn npeanuceaneTo nauyeHTrTe TpAGBa Aa 6bAAT HHPOPMHPAHH 32 NPHU3HALIMTE H
CHMITTOMHTE H BHHMATENTHO NPOCEIABaHH 33 KOXKHH peakuuy. Hakou OT Te3u peakiuymu Npy nedeHue
C 3UTPOMHLIMH BOAAT 00 PeLMIHBHPALIH CHMITTOMH H HANaraT No-AbTbI MEPHOA Ha HabmoaeHue u
neyeHue. [IpH BPL3HHKBAHE HA aNCPrUYHA PEaKLMA JICYEHHETO C a3NTPOMHLIMH Tpsadea fa Obae
NPEeyCTaHOBEHO M TPAOBa Aa ce Ha3HAYM NOAXOANALIA Tepanus. AKO Bb3HHKHE ANEPrutHa peaKius,
a3MTPOMHLIMH TpAGBa na 6bAae cnpAH H Ja ce 3ano4He NoAXoAALla Tepanus. Jlekapure Tpabea na
3HAAT, Y€ € BH3MOXKHA NOBTOPHA MOABA HA ANEPrHYHHTE CHMITTOMH NIPH CIIHPAHE HA
CHMITOMATHYHATA TEpanuA.

Y awmokasate Ha QT uxrepsana

Y rbnkeHa cepacyHa penosnapu3auna u QT uHTepRan, BKIIOYHTETHO PHCK OT Pa3BHTHE HA ChpicyHA

apuTMna M torsades de pointes, ca HabmoaaBaHH NPH TEHEHHETO € APYrH MAKPOJIHAH, BIUTIOUHTENHO

a3UTPOMMUHH {BX. Touka 4.8.) 3aToBa, THii KATO CACAHHTE CHTYALMH MOXKE [a NOBEJAT 0 MOBHILEH

PHCK OT BEHTPHKYJIAPHH apHTMHH (BKJIIOYHTENHO torsade de pointes), KOMTO MOrar Aa AoBeJaT 4o

ChpACYEH APECT, A3UTPOMHLIMH TPAGRA fa ce npunara ¢ NOBHIIEHO BHUMAHHE NPH NALHEHTH ¢

TeKyllls NPOAPHTMHYHH CHCTOAHHA (0COOEHO XKeHH H NALMEHTH B CTAp4YeCKa BL3pacT), KaTo:

- ITauHeHTH ¢ BPOAEHO WIH AOKYMEHTHpaHO yAwDKkasaHe Ha QT uxrepsana

- MauxeHTH Ha TEKYIIO ledeHHe ¢ ApYrH aKTHBHH BELLieCTBa, 33 KOMTO € U3BECTHO, Ue
yabmkasaT QT uaTepnana (Bx. Touka 4.5)

- [MaumenTu ¢ enexrponure aucbanaxc, ocobeHo B Ciyyad Ha XHMOKATHEMHA H
XHUMOMAarHe3HeMHs

- [MalHEeHTH ¢ KIHHHYHO 3HauMMa OpaaMKapius, ChbpAeYHa ApHTMHA HIM TEKKa ChpeyHa
HEIOCTaTBYHOCT

- IMauneHTH B cTapuecka Bh3pacT: [lanMeHTHTe B cTapuecka Bb3paCT MOXE Jia €a MO-NIOAATIHBH
HA CBBP3BHHTE ¢ JieKapcTBOTO edekTH BBpXy QT uHTEpBana:

XenaToTOKCHYHOCT

Tl kaTo yepHRAT APO6 € OCHOBHHUA ITHT HA ETHMHHUPAHE Ha A3UTPOMHLIMH, a3UTPOMHULIMH TpaGea na
Ce MpUJara BHUMATENHO MPH NMaLMEHTH ChC 3HAUHMO uepHoapoGHo 3abonasane. HMa chobwenna 3a
ciyyaH Ha (ynMHHAHTEH XENnaTHT, NOTCHLMAMHO BOALIL 10 XKHBOTO3aCTpAalllaBalla YepHoaApobHa
HEOCTATLYHOCT, NIPH JieYeHHe ¢ a3HTPOMHLMH. [IpH ledeHHe ¢ a3MTPOMHLMH ce Chob1ABa CBINO U 3a
XeNnaTHT, XONECTATHYHA KhITEHHLIA, YepHOAPoOHA HEKPO3a H YepHOApoOHAa HENOCTATEYHOCT, HAKOH
OT KOHTO BOJAT AC HACTBIBAHE Ha CMBPT {BX. Touka 4.8). Haxon nauvenT Moxe 1a ca HManH
npealecTBamo YepHoapoGHo 3abonaBane WIH Aa ¢a MPUEMATTHAPYTH XENATOTOKCHYHH JICKAPCTBEHU
npoaykTH. [aiyenTTe Tpa6ea na GbAAT CHBETBAHH A3 CIIPAT NPHIOKEHHETO HA A3HTPOMHLIMH H Ia
Ce CBBPXKAT ¢ TEXHHUA JIEKap NMPH Pa3BHTHE HA MPH3HALIM H CHMITTOMH Ha MepHOoapoOHa auchyHKIMA,
KaTo OBbp30 pa3sBUTHE HA ACTCHHA, CRLP3AHA € XBITEHHLIA, ThMHA YPHHA, CKIOHHOCT KbM KbpBEHE HITH
yepHoapoOHa eHuedanonatia. B Takupa cnyuau seaHara Tpa0Ba Aa ce H3BLPLIAT H3CAEABAHHA HA
YepHOAPOOHUTE GYHKLIHOHAIHH NOKA3ATENH.

Juapun, cevpsana ¢ Clostridioides difficile (CDAD), ncesgomemGpaHo3eH KonuT

Hma crobienus 3a CDAD 1 nceBgoMeMOpaHO3eH KOJIHT MPH NICUSHHE ¢ A3HTPOMHIIMH H TEXKECTTa
HM MOXE J1a BAPHPa OT JIeKa RAHAPHA A0 NeTaneH KOMHT (BK. Touka 4.8). CDAD u
ncespomemOGpaHo3eH konuT TpaOBa Aa ce HMaT NpeABHA NPH NAUMEHTH, KOWTO HMAT AHAPUA MO
BPEME HA WITH CJCA NMPIWIOKEHHETO Ha a3HTpoMHLMH. Tpabea na ce oOMHCIH npey:
TEpaNMATA ¢ A3HTPOMHUMH H NpeANpHEeMane Ha MOAABPKALIH MEPKH 338HO C ITp
cneundunno neveHue 3a C. Difficile. He TpaOpa aa ce naBaT nekapcTBeHH npo.
MHXHOHPAT NEPHCTANTHKATA.




HudekunH, npenasaHy no noios Mt

MHoro BeposaTHO ¢ Neisseria gonorrhoeae aa ¢ pe3MCTEHTHA Ha MAKPOHMAH, BKIIOYHTENHO a3anuKia
a3uTPOMMLIMK (BXK. Touka 5.1). CneaopaTenHo a3sHTPOMHLIHH HE CE MPENOpbYBa 34 JECHEHNHE Ha
HeyC/IOJKHEHa MOHOPES M Ta30Ba Bh3nanuTenHa Gonect, ocBeH ako nabopaTOpPHHTE Pe3y.ITATH He
NOTBBLPKAABAT 4YBCTBHTETHOCTTE HA MHKPOOPraHH3Ma KbM a3HTPOMHLIHH. AKO OCTaHe HeJIeKyBaHO
WIH € NeKyBaHO CYOONTHMANHO, ToBa 3a00naBaHe MOXe 1a JoBee KO MOARA HA KbCHH YC/IOKHEHHS,
KATO MHEPTHIHTET H €KTONMMYHA GPEMEHHOCT.

Ocsen ToBa, ako ce OOMHMC/A NpUIAraHe Ha eARHHYMHA 038 A3HTPOMHLIMH 32 JIEHEHHE HA YPETPHT
LiePBHLIMT, NMPeAN3BHKAHH OT N. gonorrhoeae wiu C. trachomatis (Bx. Tovka 4.2), TpabBa fa ce
H3KJIIOYH CBITBTCTBALIA yporeHHTantHa HHexLua ¢ Mycoplasma genitalium nopany BHCOKHA pHCK
OT MOABA HA PE3HCTEHTHOCT B TO3H MHKPOOPTaHH3IBM.

ITpu ToBa TpsGRa Na ce H3KITIOYH ChITETCTRAlA HHEKLMA, NTPpeAn3BHKaHa oT Treponema pallidum,
Thii KaTO B HHKYOALKOHHUA NEPHOA CHMIITOMHTE Ha CHQHJIUC MOraT Aa 6BAaT MACKHPaHH H TOBa
Aa 3abaBy NOCTABAHETO HA JHArHo3a.

an BCHYKH NALHCHTH ¢ YPOrCHHTATHH HH(beKLlHH, NnpeaapaHH no nonoe nswT, TPSIGBa Aace
3ano4He NpPoBCHKAAHETO Ha noaxoanaiia amﬁamepnanﬂa Tepanuia H MHKPOGHOJ'IOI‘H‘IHH
H3C/TICABAHHA 34 MpOCNeIABaHE.

Muacrenus rpasuc
HMa crobiueHus 3a 060CTpAHE HA CHMITTOMHTE HAa MHACTEHHA MPABMC M HOBA NOABA HA MHACTEHEH

CHHAPOM NPH NalHEHTH, MOXYyYaBalllH TePanHa ¢ a3UTPOMHLMH (BXK. Touka 4.8).

—
—

He4yBCTBMTENHH OPraHH3MH

Ynorpeﬁa’ra Ha a3IUTPOMHLHH MOXKE I8 NOBCAC 10 CBPBXPACTCIK HA HCUYBCTBHTCITHH
MUKpoOopraHu3mH. [Ipd Br3HMKBaHE Ha cynepHHGEKUMI MOXKE fa Ce HANIOKAT MPeKbCBaHe Ha
JICYEHHETO HIH APYTH MOAXOAAUIA MEDKH.

EproTaMHHOBH NpoM3BONHE

an MalHeHTH, NoNY4YaBalulH €proTaMHHOBH NMNPOHU3BOAHH, € BE3HHKHAN CProTHIBM NpPH
€IHOBPEMEHHO MPHIOKCHHE Ha HAKOH MaKpONHOHH anmﬁuornuu. Hama JAAHHH O OTHOWCHHEC Ha
BB3MOXHOCTTA 38 B3aMMOSHCTBHE MEXKAY eProTAMHHOBHTE MPOH3BOMHH H a3HTPOMMLIMH. Bhnpexks
TOBAa, NOpaNH TEOPETHUHATA BB3IMOXKHOCT 34 Bb3HUKBAHE Ha €ProTHIBM, a3HTPOMHLHH H
€proTaMHHOBH NMPOH3BOAHH HE MOXKE & Ce IpHIAraT CAHOBPEMEHHO.

IlegHaTpuiHa nOMyJaups
Xunepmpoghuuna nuropra cmenosza npu xepmanema (IHPS)

Hma cpobienus 3a cydan Ha XunepTpodHuHa NTHIOPHA CTEHO3a IPH KbpMaveTa cliell TPHIoKEHHE
HA a3HTPOMMIIHH Npe3 MepBHTe 42 AHK cnen paxaadeto. [launenTvre u obrprokBainuTe THLA TPAOBa
Aa GBAAT MOMOJIEHY 1a CE CBBPIKAT C TEXHHS NIEKap, aKO Bh3HHKHE MOBPLILAHE Ha CTPYA HWIH
Pa3apasHUTENTHOCT TIPH XpaHeHe.

3axaposa

6,5 ml ot cycneH3uATa CHABPKA 5 g 3axapo3a. Tora TpAGEa Aa ObAe BIETO NOJ BHUMAHUE NPH
nanHeHTH ¢he 3axapeH Auaber. [anueHTy ¢ peaxy HacneaCTBEHH npobiaeMH Ha HEMOHOCHMOCT KbM
¢$pyKTO3a, NIOKO30-ralaKTo3Ha ManabcopOLMa WM 3aXapo30-H3IOMANTA3HA HEOCTATEUHOCT He
Tpa6Ba na MpHeMAaT TOBA JIEKAPCTBO.

J1a ce Kaxe, ue NPaKHYecKH He ChAbPKa HATPHIA.

4.5 BaammojelicTBHE ¢ APYIH JEKAPDCTBEHE NPOAYKTHE H APYTH POpMH HA

Bropexy ye asHTpoMHLMH ¢ cnab uHxuburtop Ha CYP450 u He B3aumozeficTsa B 3Ha



cbe cyGerparu Ha CYP450, naxubupane Ha CYP3A4 He moxe na 6bae m3kmoueHa HamenHO. [Topagu
TOBa Ce NPenopbYBa NOBHILIEHO BHHMaHHE NPH €1HOBPEMEHHO NMPHIIOXKEHHE ChC CyOCTpaTH Ha
CYP3A4 ¢ TeceH TepaneBTHYEH HEAEKC.
A3MTPOMHUEKH € HixHOHTOp Ha Tpancnoprepa P-rankonporent (P-gp). EqHoBpemenHoto
NPWICKEHHE HA a3HTPOMHIMH H cyOcTpaTH Ha P-gp, KaTo IMroKCHH M KOJIXHLHH, MOXKE A8 NOBHIUH
eKCNo3uLMATa MM, [IpH nekapcTaa ¢ TeceH TEPANeBTHYEH HHJIEKC CE NMPEnophyBa AOBHILEHO
BHHMAHHE M KIIHHAYHO MPOCcieasBaHe W/uny TepaneBTHYeH IeKapCTBeH MOHUTOPHHT H KOPHTHpaHe
Ha 703aT4, KAKTO e Noaxoasilo. BLe Bpbika ¢ Tora TpAOBa Ja ce HMa NPEABH/ OTHOCHTETHO ZbIATHAT
MONYXHBOT Ha a3HTPOMHLIMH (BX. TO4Ka 5.2).

JlekapcTBeHH NPOJYKTH, 38 KOMTO € HIBECTHO, Ye yIbkasaT QT WHTepBana
AauTpomuuuH TpabBa Aa ce H3NON3BA C MOBHILIEHO BHHMAHHE NPH NALHEHTH, NONy4aBallH
JIEKAPCTBEHH MPOAYKTH, 38 KOHWTO € H3BECTHO, Ye yAbDKasaT QT uHTepsana (Bxk. Touka 4.4), kaTo
aHTH2pUTMHYHH JeKapcTBa ot xiac 1A (Hanp. xMHuaKH H npokanHamua) U IT1 (Hanp. aoderHina,
aMHOJAPOH M COTANON), AHTHNICHXOTHYHH CPEACTBA (HAIp. THMO3HA), AHTHAENPECAHTH (Hanp.
uMTanonpam), GIyopoxXHHONOHH (Hamp. MOKCH(NOKCALMHE H IeBOQUIOKCALIHH), IHA3ANIPHA, XJIOPOXHH

H XHAPOKCHXIIOPDOXHH.

Hudopmaumara 3a NekapcTBEHHTE B3aHMOACHCTBHUA HA A3HTPOMMIIMH ¢ BE3MOXHH CBIThTCTBALIH
NeKapCTBEHH MpoAyKTH e 06obieHa B Tabnuuara 1 Tekcra no-nosy. OnvcaHuTe eKapCTBEHH
B3aHMOJEHCTBMA CE OCHOBABAT HA KJIHHHYHHTE NPOY4BaHHA 38 B3aUMOCHCTBHATA OT THIA
»/IEKAPCTBO-1EKAPCTBO", NPOBEAEHH C A3HTPOMHLIHH, HITH, KBAETO € MOCOYEHO, €3 Bh3MOXKHH
NEKAPCTBEHH PEAKIIHH, KOHTO MOXE Ja Bh3HHKHAT ITPH JICHEHHE C a3HTPOMHLIMH.

Tabauna 5: KnHHUYHO 3HAYHMH NIEKAPCTBEHH B3AHMOAEHCTBHA MEXTY A3MTPOMHIMH H IPYTH

JICKAPCTBEHH NPOAYKTH
JlekapcrBed BpoaykT | BiammopeiicrBae MexanHism Hpenoptka oTHOCHO
(TepaneTruna o6aact)| Edext BBLpxY €1HOBpPEMEHHOTO

eKCIOIANHANTA OpPHJIMKEHHE
ATOpBacTaTHH AsnTpomuunH: ND ATOpBAacTATHH € TpaGra na ce
(unxu6urop Ha HMG cyberpar Ha CYP3A4 1| noaxoxaa ¢ NOBHIIEHO
CoA penykrasara) ATopBacTaTuH: P-gp. BHHMaHHE, ThH KaTo B

— AUC MOCTMAPKETHHTOBHUA
AsutpoMuiHH 500 mg | & Cuux AiepHoa HMa
NEPOPANTHO BEIHBK cboOLIeHHA 32 CTyyan
IHEBHO 3a 3 IHH. Ha pabnoMHoNH3a NpH

NaLHEHTH,
Aropsacratud 10 mg NONTY4aBalliA
TIEPOPAITHO BEAHBK a3HTPOMMLIHH
IHEBHO. CBITLTCTBALIO ChC
CTATHHH.

Luxmocnopud AsurpomuiiaH; ND 1{uxsocnopuH € KiuHHYHO
(uMyHOCYnpecop) cyberpar Ha NIPOCNEASBAHE H

LuknocnopuH: CYP3A4uP-gpc TepaneBTHYEH
AsurpomiusH 500 mg | « AUC TECeH TCPANeBTHYCH JIEKAPCTBEH
NepoOpaNtHO BEIHEXK 1Cmax 24 % HHAEKC H/HAH ce MOHMTOPHHT, KOraTo
JHEBHO 3a 3 AHH. KOHKYpHpa 3a € noaxomALLo, Tpabea

FTHYHA EKCKPELMA. Jla ¢¢ H3BBPIUBAT N0

Husocniopons BpeMe Ha M cnef
10 mg/kg - nepopanHa JICUEHHETO ¢
eNHHUYHA A034.
Konxuuu (npu nogarpa) AsutpomuimH: ND KomxuumH e

cybcrpar Ha P-gp ¢

:>\ ’ Fr-'?‘_-“' Fvﬂ“bb




Konxuumu:
157 % AUCoy
122 % Crnax

TeCEeH TepaneBTHYEH
HHACKC.

npocieasBaHe 1o
BpeMe Ha H clien
JIGYEHHETO ¢
A3UTPOMHIHH.

Haburarpas (nepopaneH
AHTHKOAryNIaHT)

ND

uaxsa ce:
1 Haburatpan

HabGuratpau ¢
cyberpar Ha P-gp ¢
TeCeH TEpaneBTHYEH

MHAEKC.

Tpsabsa na ce
noaxoxaa c
NOBHIIEHO BHHMAHHE,
ThH KaTo
NOCTMAPKETHHIOBHTE
NaHHH Npeanonarat
MOBHLIEH PHCK OT
KPBLBOHTHBH NPH
NALHEHTH,
NoyJyaBaiiu
A3MTPOMHILIKH
CBLITBTCTBALID C
naburarpaH.

Juroxcus (cppaeuHu
CTHKO3HAH)

ND

Ouaxsa ce:

1 JAurokcuu

JIMrokcuH e
cyOcTpar na P-gp ¢
TEeceH TepaneBTHYCH
HHACKC.

Heobxoaumo e
KIHHHYHO
npocneasaBaHe v
€BEHTYANHO
MpocieaaBaHe Ha
HHBOTO Ha JUIOKCHHA
Mo BpeMe HA H cleq
JIEYeHHETO ¢
A3MTPOMHMLIHH.

BapdapuH (nepopaneq
AHTHKOAIYJIAHT)

AsurpoMHUHH 500 mg
NepOpANtHO BEAHBXK
JIHeBHO 3a | feH, a cnex
ToBa 250 mg
MNEPOPATTHO BEAHBK
DHEBHO 32 4 AHH.

Bapdapun 15 mg -
nepopaiHa eIWHHYHA

no3sa.

AsurpomutnH: ND
Bapdapun: ND

Hama npomaHa B
MPOTPOMGHHOBOTO

BPEME NpPH KIHHHYHHTE

NpOY4BAHHA 38
NeKapCcTBEHHTE
B3aHMOASHCTBHA, HO

HMa [MOCTMAPKETHHIOBH

c¢b0o0LIEHHA 3a
3aCHIIEHO
AHTHKOATYJIAHTHO

AeiicTBre Ha NepopaNHK

AHTHKOATYJIAHTH OT
KYMAapPHHOB THII TIPH
€IHOBPEMEHHO
TIPHIOXKEHHE C
A3UTPOMHULIMH.

He e m3BecTeH.

Tpabra na ce
obmucnH no-ronsama
4ECTOTa Ha
NpocieaABaHe Ha
NMpOTPOMOHHOBOTO
BpEME IO BpeME Ha H
clieN JIEYSHHETO ¢
A3HTPOMHLIHH.

3abenexxka: CTATUCTHYECKH 3HAYMMHTE NpoMeHH ¢ noBeve ot 10% ca o6oinauenu kato “1” u “|”,
6e3 npoMaAHa - KaTo “—”, HeonpeneneHH - kato “ND”.

He ce HabmoaaBa KIHHHYHO 3HAYHMA NPOMSAHA B EKCMO3HUMATA Ha a3UTPOMHIIK
€AHOBPEMEHHO MPUIIArAHNTE JIEKAPCTBEHH NIPOAYKTH NPH KIHHHYHUTE NpPoyY
BB3MOXKHHTE B3aHMOAEHCTBHSA OT THIA ,,ICKAPCTBO-TIEKAPCTBO™ HA A3HTPOMHLIM
AHTHALMAHY CPeACTBA (ATYMHHHEB XHAPOKCH/MarHe3nes XHIAPOKCHA), kapbam
LMMETHAMH, ebaBupenil, GIyKOHa30/, METHINPEIHH3ONOH, MHaa3onaM, pudad

TeohHINH, TPHA30NaM, TPHMETONPHM/CyN(aMeTOKCa30N H 3HACBYTHH,




Heanatpuyna nonynauus
[NpoyusaHHs 32 B3aWMOACHCTBHATE €a NPOBKAAHH CAMO NPH BB3PacTHH.

4.6 deprunuret, HpeMeHHOCT B KbpPMeHe

BpemenHocT
PenpoayXTHBHUTE NPOYYBaHHA NPH XHBOTHH ¢a NPOBEAEHH NPH A03H A0 YMEPEHO TOKCHYHHUTE 32

maiikaTa KoHUEHTpauni. [IpH Te3H Npoy4BaHHA He ¢ YCTAHOBABA AOKA3ATENCTBO 32 TEPATOreHHH
edexti. Hama obaue nocTarsunH v 406Gpe KOHTPOIHPAHH TPOYYBAHHA MPH GPEMEHHH XKEHH,

Hma ronam ofieM AaHHH 0T 0GcepBaUMOHHK NPOYYRAHHA HA €KCNOZHLIMATA Ha A3UTPOMHULIMH MO Bpeme
Ha 6pemensoct (noseue ot 7 000 cayyad Ha GPEMEHHOCT C €KCTIOIHLMA Ha a3UTPOMHLMH). TloBeueTo
OT T€3H NPOY4BaHHA HE MPEANONAraT NOBHILIEH PHCK OT HeXKeNaHH QETaNHH eeKTH, KaTo rofieMH
BpOZeHH Man(OpMaLHH HIH ChPAEHHOCHAOBH MaiGopMalIUH.

EnuaeMHONOTHYHHTE JaHHH, CBBP3AHH C PHCKA OT CNOHTRHEH abopT chell eKCMOo3HLUHA Ha
A3MTPOMHUMH 10 BPeMe Ha patiHa OpeMeHHOCT, ca HeyOeauTenuu. [IpoyuBannsTa py MHUBOTHH HE
MOKA3BaT PENPOLYKTHBHA TOKCHYHOCT (BXK. To4Ka 5.3).

A3HTPOMHLMH TpA0Ba 1a C¢ M3MON3Ba MO BpeMe Ha GPEMEHHOCT caMo MpH KTHHHYHA HeoBX0AUMOCT.

Knpmene
A3HTPOMHLMH CE€ EKCKpEeTHpa B XbpMaTa A0 3HauHMa crerned. He ce Habmozapat cepHO3HH HeXenaHH

edeKTH Ha a3UTPOMHLIMH NPH KbPMEHH KbDPMAYETa, HO ¢(EKTH KATO AHAPHA, MbOHYHE HHOEKLMA Ha
JIUFABHMLMTE, KAKTO H CEBPbXYYBCTBHTEIHOCT MOrAT A8 BE3HHKHAT NPH KbPMEHH
HOBOPOIEHK/KLpPMAYeTa A0pH Npu cyGTepaneBTHYHH fo3u. TpaGsa na ce B3eMe peleHHE JATH Aa Ce
NpeyCTAHOBH KbPMEHETO WIH AA Ce NPEYCTAHOBH/A C& OTKAXE NEUCHHETO C a3HTPOMHLHH, KaTo ce
B3eMe MPEABH/ NOT3ATAa OT KhPMEHETO 33 JAETETO H [10/13aT8 OT TCPAHATA 33 HKEHATR.

Oepranurer

IIpu npoyuBanms 3a GEPTUIUTET NPOBEACHH NPH IUTbXOBE, ¢a Ha0MmoNaBaHH PeAYLHPAHH HMBA HA
6peMeHHOCT ciel PHeMa Ha A3UTPOMMLIMH. 3HAMEHHETO Ha TOBA OTKPHUTHE NMPH XOPaTa HE €
H3BECTHO.

4.7 EdexrH BLPIY cnocobBocTTA 32 modpnpane B pabora ¢ Mamuan

A3nbHOT NOBTHABA B YMEPEHA CTeNeH cnoco0HOCTTa 3a mwodupate H pabora ¢ MamHHK. HmMa
chOOIIEHHS 32 3aMafgHOCT, CHH/IMBOCT M KOHBY/ICHH NPH HAKOH MALMEHTH, NPHEMALUH a3HTPOMHLIHH,
2 HAKOH NALMEHTH Ca NOJYYHIIH 3PHTETHO H/WIH CITyXOBO yBpexxaaHe. ToBa Tpabsa na ce nMa
npeasu, KOraTo c€ OHeHsBa cnocobHOCTTa Ha NallHeHTa 3a WodupaHe H paGoTa ¢ MaLIHHK (BK.
ToukKa 4.8).

48 Hexenann JeKADCTBERR PeAKNHA

PesiomMe Ha np_ogbmla Ha GezonacHocT

Haii yecto crofuiaBaHHTe HEKENAHHM PeakiliHi N0 BpeMe Ha JieueHue BKITIOHBAT AWapus, rnasobonue,
nospbiIaKe, KopeMHa GONKa, raieHe U OTIVIOHECHHA B Pe3y/ITATHTE OT 1a0OpaTOPHITE H3C/IC/BAHHA.

HEZOCTATBYHOCT (BK. TOUKa 4.4). BEB Bpb3Ka C JISUeHHE € a3HTPOMHUIIMH ce ¢bob »
KOXKHH HexkenaHu peakuuu (SCAR), BmounTtennHo cHHApOM Ha Stevens-Johnson (S
ennaepmanua Hekponusa (TEN), nexapcTBeHa peakiis ¢ CO3HHOQUINS H CHCTEMH
(DRESS) 1 ocTpa reHepaliu3ipana eksaHTeMarosHa myctynosa (AGEP) (ex. Touka

CHHCHK HA HEXENAHHTE Ppeakiuu B TabnuieH Bua



Hexenannte pCaKLMH, YCTAHOBEHH OT ONUTA NPH KITHHHYHHTE W3NHTBAHHA H OT
NOCTMAPKETHHIOBOTO H&SIHO}IBHHC, ca HSGPOCHH No-A0aY Mo CHCTEMO-OPTAHCH KJAac H YECTOTa.

Cniopen, 4eCTOTATa HA BL3HHKBAHE HEXKEJIAHKTE PEAKLIMH CE ONPENENAT KaTo: MHoro uecTd (> 1/10),
uect (= 1/100 po < 1/10), Heuectu (= 1/1 000 go < 1/100), peaxn (= 1/10 000 no < 1/1 000) u c
HEH3IBECTHA 4ECTOTA (OT HATHYHHTE NaHHH He Mojke Ja Obie HanpaseHa oueHka). Bbs Besaka rpyna mo
4eCTOTa HeXKeNaHWTE JIEKAPCTBEHH PEakLHH ca MPeACTABEHH B HH3XOAALL pell N0 OTHOLIEHHE HA

TAXHATA CEPHO3HOCT.

Tabnuua 6: CrUChK Ha HEXeNaHHUTe peakiuy B TabnuueH pua

Cucremo- Mauoro Yecth Hegectn Peaxn C
oprafes Kjiac JeCTH HEH3BECTHA
JecTora
Hudexnun Kanaunosa
HHpecTARHEA ITHeBMOHNA
I'b6Huna
HHbEKIHSA
baxrepuanya
HHbpEKLHA
Barudanua
HHOEKLHA
®apuHruT
TacTpoeHTe-
pHT
Punur
Opanna
KAHAHA038
Hapymwenns Ha IMounwxen JleBkonenus TpomGouu-
KPBBTA H 6poii HeyTtpone- TONEHHA
aamMpaaTa TUMGOLIMTH HUA XeMOonuTHy-
CHCTEMA IMosMiueH EosuHodu- Ha aHeMus
6poit Hs
€O3HHODHITH
IMoBumen
6po#i TNoBxiueH
Sazoduiu Opoii
ToBHinEH TpOMGOLIUTH
6poit TomnxeH
MOHOLIHTH XEMATOKPHT
MMosumen
6poii
HeyTpothuin
Hapymenss na AHrHOEAEM AHagunax-
UMYHHRTA CepbxuyBCT THYHA
CHCTEMA BHTENTHOCT peakuus
(BX. TOMKA
4.4) i
Hapymenss Ha Monmxen T
meTafoauimMa B aneTuT %?“‘ -
XpARHEHETO T/ ap i
Icaxaune Heperoct Axcvrauns || 5 || Tpenongd
HApDYLIEHHASR BeschHue % GIHPHYM
RN

NV, i

-
—

s




Hapymendas na InapoGonue 3amasHoCT MuacTtenus
HEePBHATA Hucreysus rpaBuc (BX.
CHCTEMA INapecre3na To4Ka 4.4)
CoMHONEHT- bpy
HOCT AHOCMHA
Areysni
Xunecreznn
[Neuxo-
MOTOpHa
XHnep-
aKTHBHOCT
[NapocMus
CuHkon
Hapymenns ra 3puTenHo
OuHTE 'YBpexaHe
Hapymenns Ha Hapywenue T'nyxora
YXOTO H Ha YXO0TO Xunoakysuc
aAabHpuETA Bepruro TyHUTYC
Copneunsn Mannurauun Torsades de
HAPYIEHHN pointes (Bx.
Touka 4.4)
ApHTMHH,
BIJTFOUHTEJI-
HO BEHTpH-
KynapHa
TaxXHKapaAMuA
(BXk.
TouKa 4.4).
Y anmked
QT uurepsan
Ha
CNCKTpOKap-
JHOrpaMaTa
(BX. TOYKA
4.4)
CuaoBn Topewun Xunorouus
Hapylmienns BWIHH
Pecnmparopns, Hucnunes
IPbIHH H Pecnuparop-
MeAHACTHHAJRH HO
BApYICHAR HapylleHHe
EnuxcraxcHe
Cromamuo- HAnapus loepbiuane Tacrpur INanxpearnT
YpeBHH Kopemna 3anex INcesnomem-
HApYHIEHHS Gonxa Jducnencus
I'anene Hucdarus
IloayBaHe Ha
Kopema
CyxoraB
ycrara
S3Bu B
ycrara
Xunepcanu-
BaLIKA
Epykrauua




Onatynex-
HGE

XenaroOunuapa IMoBuurena Orknonenva B | YepHoapob-
HADYmEeHAH acnaprar- YepHOapob- Ha HexocTa-
aMHHO- Hata OyHKUMA | TBYHOCT (BXK.
TpaHc(epaza | XonecraTuuHa | Touka 4.4)
IMoeumena HBITEHHLA DyaMHHaH-
ANaHHHAMH- TEeH XenaTHT
HOTpaH- YepHoapob-
chepasa Ha HeKpo3a
Moeumen
61unupy6uH B
KPbBTa
IToBuineHa
ankanHa
docdaraza B
KPbBTa
Hapyumiennn Ha Ob6pus Ocrpa renepa- | TokcuuHa
KOWATa B Ipypuryc AM3IHpaHa enuaepMan-
HOAKOKHATA YprHkapua | eKk3aHTeMa- Ha
ThKAH Hepmatur TO3HA HEKpOJIH3a
Cyxa koxa MycTyn034 Cungpom Ha
Xwunep- (AGEP) Stevens-
XHApO3a JlexapcteeHa | Johnson
peakimsd c Epurema
eozuHobMnKA | MymTHGOpME
H CHCTEMHH
CHMITTOMH
(DRESS)
Peakuus Ha
doTouyBCTBH-
TEJTHOCT
Hapymensau ua OcTteoapTpuT Aprpanrus
MYCKYJIHO- Muanrus
CKeNeTHATA bonka B
cHCTeMa H repba
CheAHHHTE/HATA bonka BLB
THKAH Bpara
Hapywenus na JAuzypus Octpo
61.0pennTe B Bonka B 6u6peuHo
NHEKOYHHTE 6p6peumTe YBpexKIaHe
OBTHIA FloBHinena Ty6yno-
ypes B HHTep-
KpBBTa CTHLIHANEH
IMosumeH Hedput
KpeaTHHHH B
KPBLBTA
Hapymenas na Hurepmen-
BL3NPOH3IBOAHTE CTpyanHo A
JIHATA CHCTEMA H KbpBEHe / ;3
rbLpaaTa Hapyuenue 1S
HA TECTHCHTE [ 5]
O6mu Orox A\ B
HApYImICHHS H Acrenns \\" a
edexTH Ha Hepa3snono- Ny

HKECHHC




MECTOTO HA
OpPH/IOKEHHE

¥Ymopa
Orok Ha
JHLETO
bonka B
obnacTra Ha
repauTe
TTupekcus
Bonka
Mepudepen
OTOK

Hicnensanns

INonmxenu
Oukapbo-
HATH B KPBBTA

AbBHOpMHO
HHMBO Ha
Kanubi B
KPbEBTa
IMoeuienu
XJIOpHAH B
KpBBTa
[ToBHweHa
JIEOKO3a B
KPbETA
IToBHIEHH
OukapboHaTH
B KPbBTa
ABHOpPMHO
HHBO Ha
HaTpHH B

KpbBTa

Hapanusannsg,
OTPABAHAA H
yCOKHeHHS,
BbL3HHKHA/H B
PE3YATAT HA

Ycnoxnae-
HHe,
BB3HHKHAIO
chaen
HHTEpPBEHLIMA

BETEPBEHI AN

Cro0mapane Ha NOAO3IMPAHH HEXKENAHH PEAKIIMH
CpofWmaBaHeTO HA NIOA03HPAHH HEXEIaHH PeakiUuy chell pa3peiuasaHe 3a ynotpeba Ha JiekapCcTBeHHA

npoaykr e BaxkHo. ToBa No3BoNABa A8 NPOIL/IKH HAbMIOASHHUETO HA CHOTHOLIEHHETO TIOJI38/PHCK 34
ReKapcTBEHHA NpogyKT. OT MEAHLMHCKHTE CNELMATIHCTH C& HIHCKBA Ja CLoOUIaBaT BCAKA
MONO3MPaHa HEXKENAHA PEaKLnA upes

H3meiHHTENHA areHUHA NO IEKapCTBaTa

yA. ,JlamaH I'pyes” Ne 8

1303 Codnn

Ten.: +359 2 890 3417

yeGeaiiT: www.bda.bg

4.9 [Ilpenosmpane

CumrmroMu
HekenaHHTe peakiuy, NOTY4EHH NPH NO-BHCOKH OT APEMOPBLUYHUTENHHTE JO3H, C4 CXONHH,
uabnronapaHuTe npu oOuvadivnTe nos3u (Bxk. Touka 4.8). TunHYHHTE CHMITTOMM HA
A3UTPOMMUMH BK/TIOMBAT CTOMALIHO-YPEBHH CHMITTOMM, Hafp. NOBPbIIaHE, AHAPHS,
rajieHe,

JleyeHue 3

B cnyuaii Ha mpeao3npaHe ¢a NOKa3aHH o0LI0 CHMITTOMATHYHO JIEYEHHE H NOATD Hel 5
> 3 A4

(YHKIMM, H, KO Ce Hanara, NPWIOoKEHHe Ha MEJHLIHHCKH BBITICH H/TH CTOMALIHA npoum.- Trve o
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HsiMa jaHHH N0 OTHOILCHHE HA €(PEKTHTE OT AHANH3IATA BHPXY C/IHMHHHPAHETO HA A3MTPOMHLIHH.
OGaue nopand MexaHH3IMa Ha €THMHHHPAHE HA A3UTPOMHMLUMH € MANIKO BEPOATHO JHanH3aTa 1a
J0BeJe A0 3HAUMTETHO OTCTPAHABAHETO HA AKTHBHOTO BEILIECTBO.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 ddapmakoausamMuaTHHE cBolicTBa

MdapMaKkoTepanesTHYHA: AHTHOAKTEPHAIIHH CPEACTRA 33 CHCTEMHA YNoTpeba, MakponHIau
ATC kon: JOIFA10.

Mexauuznm Ha JeficTBie
MexaHu3MBT Ha AelicTBHE Ha a3UTPOMHLIMH C€ OCHOBaBa HA HHXHOHpaHeTO Ha GaKTepHaNHUA CHHTE3

Ha MPOTEHHH Ype3 CBbp3BaHe ¢ pubo3oMHaTa cybenunuua 50 S H HHxHOHpaHe HATPaHCIOKALMATA Ha
NeMTHAKTE,

Bpb3ka dapmakokuHeTHka-(hapMaKoIHHAMUKA
EduxacHocTTa 3aBMCH MaBHO OT cboTHOWEHHeTo MeskRY AUC (nnowl noa kpueara
KoHueHTpauua-speme) 1 MITK (MuHHMATHA MOTHCKALA KOHLCHTPALMA ) 3a [TATOTeHA.

MexaHH3IbM HA Pe3HCTEHTHOCT:
Pe3HCTEHTHOCTTA KbM 83HTPOMMLIHH MOXKE Ja C€ OCHOBABA HA CAEAHUTE MEXAHW3MH:

- Edaykc: PesucTeHTHOCTTa MOXKE Aa ObAe NpUYHHEHA OT NOBHILABAHE Ha OpoA Ha
eTyKCHHTE NOMITH B kieTbiHaTa membpaHa. Tosa ce oTHaca camo 3a MakpoiHaH ¢ 14- 1
15-uneHHH NpbLCTEHH (Taka HapedeHHa M-deHoTHn).

- [IpomsaHa B TapreTHaTa CTPyKTypa: AQHHHTETHT KEM pHOO3IOMHHTE MECTa Ha CRbP3BaKe
HaMansBea 4Ype3 MeTHadpade Ha 23S pPHK, npHyMHABALIO PE3HCTEHTHOCT KbM MaKPOJIHIH
(M), nunkozamuau (L) u crperrrorpamuby or B-rpynara (SB) (Taka HapeueHus
MLSB-¢deHoTHN). MeTHNa3HTE, MPHAABAIIH PEIMCTEHTHOCT, C€ KOAMPAT OT erm reHu.
AQHHHTETET KbM pHOO3OMHHTE MECTA Ha CBBEP3BAHE HAMAIABA H Hpe3 MYTALHH B 23S
pPHK TapreTHaTa cTpyKTypa WM Ype3 MyTallHH B puOO30OMHHTE NPOTEHHH Ha ronsMara
cyOeannHua.

- EnH3uMHaTa HHAKTHBALHA HA MAXPOHAMTE € OT MATLK KIMHHYEH HHTepec.

[Ipn M-¢peHorina ce Habmonasa MbJIHA KPBCTOCAHA PE3HCTEHTHOCT MEKAY A3UTPOMHLIHH,
KJAPHTPOMHLMH, EPUTPOMHLIMH H POKCHTPOMHUUMH. MLSB-deHoTHNbT Nokassa AONBIHATENHE
KPBCTOCAHA PE3HCTEHTHOCT ¢ KINHHIAMHUMH M ctpenrorpamik B. C Makponnia cnupaMHIiHH ¢
16-ureHeH NPBCTEH CE NPOABABA YACTHYHA KPBCTOCAHA PE3HCTECHTHOCT.

IMopanu ciabusa nepMHaGHANTET Ha BBHILHATA MeMOpaHa noredeTo I'pamM-OTPHIIATETHH BHAOBE Ca C
NPUCHILA PE3UCTEHTHOCT KbM MAKPOIHAH.

K MH 38 HHTEPN He NpK H3NUTBAHE HA HTEJTHOCTTA
Kpurepuure 3a unrepnperupane Ha MITK (MHHHManHa NOTHCKAIIA KOHUEHTPALIMA) [IPH U3IIHTBAHE
Ha YYBCTBHTEJIHOCTTA ca ycTanoBeHH oT Ewropean Committee on Antimicrobial Susceptibility Testing
(EUCAST) 3a a3HTPOMMLIMH H ca H30POeHH TYK:
https;//www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-

breakpoints_en.xlsx

ITpeobaagasama NpuaocbHTa PE3UCTEHTHOCT
[TpeoGnanasamata npuACOHTA PE3HCTEHTHOCT MOXKeE Ja BapHpa reorpagckH H BB B

H BHA
n3b 08C H € XKENATC/THO Ja HMa JIOKAJIHA HH MALNA 334 HCTCHTHOCTTA,

JokaHata npeobnasasallla Pe3HCTEHTHOCT € TAKABA, Y€ r0/13aTa OT aHTHMHKPOOHOTO cpe,
NoHe HAKOH BHOBE HHpeKUMH ¢ cbMHUTeNHA. OcobeHo B CTyyaHTe Ha TeKKH HHPEKLMH WK



HEYCNMELIHO NEUCHHE, TpﬂﬁBﬂ ha ce noucka MHKPOGHOJIOI'H‘IHR AMarsosac Hnenmq)uuupaue Ha
AaTor¢Ha U OnpeacisHe Ha Heropata YyBCTBHTEIHOCT KbM A3HTPOMHWLHH.

Tabaunua 7: INpeobaanapaiia npuaobHTa pe3HCTEHTHOCT

O6u9aliHo YYBCTBHTE/IHH BHAOBE

Aepobuu Fpam-noroncumeinu Muxpoop2eHuzmil

Streptococcus pyogenes

Aepobru I'pam-ompuyamenu MUKpoOpzaHuImMu

Haemophilus influenzae

| Legionella pneumophila®

Moraxella catarrhalis

Anaepobnu Muxpoopzanumu

Peptostreptococcus spp.

| [Apyzu muxpoopzanuzmu

Chlamydia trachomatis®

Chlamydophila pneumoniae®

Chlamydophila psittaci

Mycoplasma pneumoniae®

Brpose, NpH KOHTO NPAZOOHTATA PE3ACTEHTHOCT MOKE AA € mpofuieM

Aepobru I'pam-noroxncumenty MuKpoopzanuImu

Staphylococcus aureus’

Staphylococcus epidermidis

Staphylococcus haemolyticus

Staphylococcus hominis

Streptococcus agalactiae

Streptococcus pneumoniae™

CTpenToKoKH OT rpynaTta Viridans

Anaepobru MUuKpoopzanuImu

Fusobacterium spp.

Prevotella spp.

MEKpPOOPranH3MHE ¢ DPHCHINA PE3ACTEHTHOCT

Aepobnu I'pam-ompuyamensu Muxpoop2aniGmMu

Escherichia coli

Klebsiella spp.

Pseudomonas aeruginosa

Anaepobru Muxpoopzanuzmu

Bacteroides spp.

°JIMncear akTyalHSHPaHH JaHHK NpH MyOaKKyBaHeTo Ha TabnuuuTe. OCHOBHATA THTEpPATYpa,
Hay4yHaTa CTAHAAPTHA JHTEPATYpa H TepaneBTHYHHTE MPeNn0oPbKH NPEANQIaraT UyBCTEHTENHOCT.
*TloHe enMH PErHOH MOKA3BA YECTOTA HA PE3HCTEHTHOCT NO-BHCOKA OT 50 % 3a pe3ncTeHTeH Ha
meTuLwTiH Staphylococcus aureus.

“YyBcTBHTENHHTE KbM NEHHUWIHH LIAMOBE Ha Streptococcus pneumoniae e nO-BEPOATHO Aa ca
YYBCTBKTENHH KbM a3UTPOMHLIAH OTKOJAKOTO PE3NCTEHTHHTE KbM NEHNIMIHH LLIAMOBE Ha
Streptococcus pneumoniae.

5.2 ®apMaKkoKHHETHYHH cBONCTRA

Ab6copbumns
TMuxoBuTe cepyMHH KOHUEHTPAUHU (Crax) HA 83HTPOMHLMH CNEJ MPHIOXKeHHe Ha 500
cycnensus (40 mg/ml), 1 000 mg npax 3a nepopansa cycnensus, 500 mg (2 x 250 mg

1 000 mg (4 x 250 mg) kancynu npu 3apaBy A06pOBONLK HA TNIAAHO ca choTBeTHO 0,29;
1,07 mg/l. BpemeTo AC AOCTHraHe Ha MUKOBH MIa3MeHH KOHUEHTPAUMH (T ) HA a3




nobpoeonum cnea npiem Ha 500 mg nepopanHa cycnensus ¥ 1 000 mg npax 3a nepopaiHa cycneH3us
B cawue e cboTeTHO 37 % u 44 % npu npveM Ha rianHo.

EdexTbT Ha XpaHaTa BbPXY OTHOCHTENIHATA Nepopaika OHOHAIMYHOCT Ha a3HTPOMHLIMH 3aBKCH OT
nekapeTeeHata gopma. Cnen npunoxkenneto Ha 500 mg nepopanya cycnensus (40 mg/ml), 1 000 mg
nop (ropmata Ha npax 3a nepopaiHa cycnenaus ¥ 500 mg nepopanHa 1o3a a3UTPOMULHH NMOA
topmaTta Ha TabneTkH (2 x 250 mg) ce nocTHra cxoHa €KCHO3HLUMA NMPH NpHeM ¢ foraTa Ha MasHHHK
XpaHa crpsAMo NpHeM Ha raagHo. Cien npunoxeHUeTo Ha eanHIrYHa 2o3a 500 mg (2 x 250 mg) non
dopmaTa Ha Kancy/u ¢ 6orara Ha Ma3sHHHH XPaHa CNPAMO NPHEM Ha FI&JHO CPEJHOTO ChOTHOLISHHE
Ha Chax H AUCo24 € 52% 1 43% no-Hucko.

Tabnuua 8 noxa3pa cpenHara crofitoct (SD) Ha dapMaKOKHHETHYHHTE MAPaMETPH NPH Bb3PacTHH
3ApaBH A0OPOBO/LIK ClEA CTAHAAPTHH CXEMH HAa NPHIaraHe Ha TAONETKH H KATCYIH.

Tabmiua 8: AUCe.24 ¥ Cirax Ha 23UTPOMHUME RpH 3-JHEBHATA K 5-THEBHATA CXEMa Ha NpH/araHe B
MOCAEAHHA A€H OT MPHIOKEHHETO

Cxema Ha npHJarane, AUCy24 (pgeh/ml) Coax (ng/ml)

JAexapcreena dopMa

3-nHeBHa cxema (500 mg 1,88 (0,96) 0,42 (0,21)
AHeBHO), TabneTka

5-pneBua cxema (500 mg 1, 0,80 (0,42) 0,18 (0,10)
250 mg A2 no 115), Tabnerka

5-nnesna cxema (500 mg 1, | 2,1 (0,6) 0,24 (0,08)
250 mg 112 no 115), kancyna

PasnpeneneHue
A3UTPOMHLMH C€ pasnpeesia B rojiMa cTeneH H Obp30 OT Iia3Marta B eKCTpaBacKyNapHHS

KOMIIAPTHMEHT, BKHOYHTEIHO B TBKAHHTE, KATO CJIMBHLIM, 6an Apo0 M THKAHH HAa NOMOBKTE OPraHu,
KAKTO H B HHTpPALETyIAPHHA KOMIIAPTHMEHT, NO-CNELHAIHO B HeyTpoduiuTe, Makpodarure u
MOHOLHTHTE. (DapMAKOKHHETHYHHTE MPOYYBAHHSA MOKA3BAT 3HAYHTETHO NO-BHCOKH KOHLUSHTPALIHH Ha
A3UTPOMHULIMH B ThKaHHTE (00 S0 MLTH NO-BHCOKH OT MAKCHMATHATA KOHLEHTpauua, HabmoaasaHa B
nna3Marta). ToBa Noka3Ba eKCTEH3HBHO CBBP3BaHE C TE3H ThKAHH, ¢ 00eM Ha pasnpeaeneHue B
CTALMOHAPHO CLCTOAHHE, BapHpaill ot 23 a0 31 l'kg. ®azata Ha npepasnpeneneHue ot
HHTpALCTY/IApHHA B CKCTPALETy/IapHHA KOMITAPTHMEHT H B TU1a3MaTa MOXe Aa A0Bee A0 YAWDKEHO
HAJTHUME HA HUCKH KOHLEHTpalUM Cliell cupaHe Ha Ie4eHHETO.

A3HTPOMHUNMH MOKA3Ba HHCKA CTENCH HA CRBLP3BAHE C IUTA3MEHHTE MPOTEHHH, TMAaBHO ¢ anda 1-Kucen
FTHKONPOTEHH, H CTENEHTA HA CBLP3BAHE HAMAIIABA C NOBHILABAHE HA KOHUEHTPALHUTE HA
antHGnoTuka: 50%, 23% u 7% cBbp3BaHe C NPOTEHHH NPH KOHLEHTpaipu cbotBeTHO 0,05; 0,1 n

1 mg/l.

Buotpancdopmaiius
A3MTPOMHLIHH ce MeTaGOMH3Npa B MHHUMAJTHA CTENEH B YepHUA Apo0. OCHOBHMAT BT HA
6uorpancgopmaiua e N-geMeTinHpaHe Ha 3axapTa Ae303aMiH. Jpyrire mbTHILA BIJIIOY
IeMeTHIHpaHe, XHAPONH3a Ha KIaIMHO3aTa (IeKOHIOTMpaHe Ha KIaguHo3aTa (Ae30KCH
XHOPOKCWIHPaHE Ha A€303aMHHA (AMHHO3AXAP) M MAKPOJIHAHHA NMPBCTEH.

Hsama aokasarencTsa 3a KIHHAYHO 3RAYUMO HHAYLHpaHe WiH HHXWOHpaHe Ha YEPHOX
uuroxpom CYP 3A4 upes obpasyeaHeto Ha uHToxpoM-meTabonurer koMiuiekc. Chio
YCTaHOBABA ABTOMHAYLIMPAH MeTaboNM3BEM Ha A3UTPOMHLMH 110 TO3M MEBT.
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AMTPOMHLIMH CE €TUMHHHPA IAaBHO 4pe3 (aKTHBHA) AUTHYHA eKCKPeLIHA KATO HEMPOMEHEHO
NIEKAPCTBO, HO CE eIMMHHKPa H noA Gopmara Ha MeTaboNHTH, KOHTO HE MPHTEXKABAT
aHTHOaxTepuanHo AeticTeue. EKckpeuHaTa B ypHHATA MPEACTARIABA ETOPOCTENEHEH BT Ha
€J1MMKHHHpPaHE, KATO No-Manko ot 6 % oT nepopaiHa 103a H okono 20% oT eKapcTBOTO, KOETO
AOCTHra 10 CHCTEMHOTO KpbBooOpallieHHe, ce eKCKpeTHpar B YphHarta. [loseue ot 50% ot
eKCKpeLaTa BbB (eueca H 12% oT ekcKpeLsTa B ypiHaTa ca noA ¢opMara Ha HENPOMEHEHO
CHEAHHEHHE.

Crnen npunokeHHETO HA €IMHHYHA 1032 a3UTPOMHLHH 500 mg e HIUMCNEeH IUTa3MEH KITHPBLHC

630 ml/min ¢ TepmMuHaNeH NOMYKUBOT NpuOnH3KTENHO 68 Yaca. BEOpPEeYHHAT KIMPBHC OOHKHOBEHO €
B Ananasoxa 100-189 ml/min, 3HauMTENHO MO-HHCHK OT MNA3MEHHS KIIMPBHC, KAKTO € 04aKBa
nopajH OTHOCHTEMHO c1aBoTo yyacTHe Ha OLOPEUHHA MBT Ha eTMMHHUPAHE.

JIuHeHHOCT/HENHHEHHOCT

Cnen nepopaiHO NPWIOKEHHE Ha JexapcTBeHa (opMa ¢ HezabaBHO ocBOGOX JaBaHe
NpoNopLHOHANHOCT Ha no3aTa no oTHoweHHe Ha AUCo.24 H Crax € TOKa3aHa B AHanasoHa ot 250 mg
ac 1 000 mg.

Cneunanyy monyialuu

Bv6peuno yepexcoane

PapMaKkOKHHETHKATA HA a3HTPOMHLIHH € OLIEHeHa NpH 43 Bp3pacTHH (Ha BB3pacT 21 ao 85 roguun)
cJie] NEpOPaNHOTO NPUIOKEHHE HA eAHHUMHA 1032 a3uTpoMHLEH 1,0 g (4 x 250 mg kancynu) npy
yuactHuu ¢ GFR > 80 ml/min (n = 12), yuactiuum ¢ GFR mexay 10 # 80 ml/min(n=12) n
yqactauu ¢ GFR < 10 mY/min (n = 19).

QapMaKOKHHETHKATA Ha a3UTPOMULIMH NpH y4acTHHUM ¢ GFR mMexay 10 u 80 ml/min He ce nosnussa
(cpeanute Cmax H AUCq120 ce yBenuuapat cboTBeTHO € 5,1 % u 4,2%, B cpaBHEHHE C YYACTHHLM C
GFR > 80 ml/min). Cpeanure Crmax H AUC.120 ce yBenHuasat cboTeeTHO € 61 % 1 35 % npn
y4acthuuu ¢ GFR < 10 ml B cpaBHenue ¢ yuactHuim ¢ GFR > 80 mb/min.

JiunceaT AAHHH 38 NALMEHTH, MOAMOKEHH HA IHaAH38, HO MOPaJH MEXaHH3Ma Ha eTHMHHHpaHE Ha
a3HTPOMMLIHH € MAJIKO BEPOATHO OTCTPaHABAHETO HA AKTMBHOTO BELIECTBO NPH AHANIH3ATA 14 €
3HaYHTENTHO.

Yeproopobro yaspexcoane

(DapMaKOKHHETHKATA HA A3MTPOMHLIKH € NPOyUeHa NMpH 22 Bb3PACTHH Cliel IEPOPANHOTO
MpUNoXKeHHe Ha eaMHHYHA fo3a asurpomuiaH 500 mg (2 x 250 mg kancynu) npy y¥acTHHLM ©
HopManHa yepoapobra dynkuua (n = 6), knac A no Child-Pugh (n = 10) 1 kaac B no Child-Pugh (n =
6). ©apMaKOKHHETHYHHTE MAPAMETPH Ha A3WTPOMHLIMH NPH YYacTHHLH ¢ K1ac A H B no Child-Pugh
ca ¢croTBeTHO 3% MU 19% no-Huck# no otHowmeHue Ha AUCq.inr 1 34% 1 72% no-sucoks no
oTHOWEHHE HAa Crmax, B CPABHEHHE C YYaCTHHLM ¢ HOPMATHA YepHOApobHa QyHKIMs.

Cmapuecka év3pacm
IIpu nobposonik B cTapyecka Bb3pacT (> 65 roAHHH), Ha KOHTO € JaJeH a3HTPoMHLMH 500 mg (2 x
250 mg xancynu) B AeH 1, nociaeasano or 250 mg B quu ot 2 1o 5, Ha rnanHo, AUCoue o l nSe
cboTBeTHO 3,0 1 2,7 pgeh/ml. B nen 5 ca vabmonasanu 29% no-pucoxa croiiHoct Ha AUC.24, 8% no-
BHCOKA CTOHHOCT Ha Crax H 37,5% no-sHcOKa CTOHHOCT Ha Tmax B cpaBHEHHE C MO-MNAAH
AobposoniM (<40 roguHH). Tl KaTO Te3H PA3THKH HE CE CUMTAT 32 KITHHHYHO 3HAYHMHM,
KOPHIMpaHe Ha 03aTa NPH NALHEHTH B CTApYeCKa BB3PacT ¢ HOpMANHa 650peyHa 1 ue

bYHKLMS.
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Ieouampuuna nonyrayun
DapMakoKHHETHKATA Ha A3HTPOMHLIHH NEPOPAJIHA CYCTICH3HA € 0XapaKTepH3upaHa npH
BB3pacT 6 1o 15 roausu ¢ papuHruT u npu 7 aeua Ha BB3pacT | 40 5 roauH# ¢ BB30ACH

~. T



10 mg/kg B nen 1, nocnensavo or S mg/kg B anu 2 no 5. Cnen 5 nHeBHO NeyeHue CpeaHATE
crotinoctn Ha AUCq.4 ca chotseTHO 3,1 pgeh/ml u 1,8 ug-h/ml. Cpeanara croitoct Ha Cpax €

0,38 pg/ml, a choTBeTHaTa cTOHHOCT HA Trex € 2,4 Yaca 1pu AeuaTa Ha BB3pacT 6 A0 15 rogMHH H
0,22 pg/ml 4 1,9 yaca npu feuara Ha pbapacT 1 no 5 roannu. Cpeanure croiHocTy Ha Cpax M AUC) 24
ca 1,7 msTH NO-BHCOKHM MpH JeLaTa Ha Bb3pacT 6 40 15 ronuHH B cpaBHEHHE ¢ AeLiaTa Ha Bb3pact | no
4 roauuu.

@K npn 3 nHeBeH Kypc ¢ a3HTPOMHLIMH NEpOpanHa CycneHsna npH no3a 10 mg/kg aHeBHO e oleHeHa
CBILO M MpH 16 Aeua, Ha 6 meceua o 10 roannu, ¢ 6akrepuanyn uudexunn. Cpearara AUCo.4 ipu 7
Zeua Ha Bb3pacT 2 10 4 roannu e 2,90 pgeh/ml, aokaro npu 8-te newia na Bu3pacr 5 ao 10 roanHK
croiiHoctTa € 2,08 pgeh/ml. Hucka crolinoct Ha AUCo.24 0,74 pgeh/ml e pernctpipaHa caMo npu
€/IHO [IETe BLB BL3PACTOBATA rpyna OT 6-MeceLa 10 2 roJuHH,

DapmakOKHHETHKATA HA €HHHYHA 1033 a3HTPOMHLIMH NMPH NEAHATPHYHH NALHEHTH, HA KOHTO ca
nprnoxkend o34 30 mg/kg, He e npoy4eHa.

5.3 IlpeaxnHBYHE JaHHH 33 GezomacHoCcT

HexnuununuTe naHHM Ha 6a3aTa Ha KOHBEHLHOHAMHUTE (apMAaKONIOrMYHH NPOYYBAHHA 32
6e30nacHOCT, NPOY4BAHHA 32 TOKCHYHOCT NPH MHOTOKPATHO NpHAarale H NeHOTOKCHYHOCT He
NOKAa3BaT HEXKENAHH PeakuMH, O4EBHAHO CBBbP3aHH ¢ XOPATa, KOHTO BCE OLLE HE €a pasrfie]aHH B
apyru Touku Ha KXT1.

Habnronasana € o6ave ¢ochonunuaosa (HHTpaLE yIapHO HATPYTIBAHE HA GOCGONUITHAM) B HAKOH
ThKAHH HA MHIUKH, TUIEXOBE H Ky'YeTa, HA KOHTO €A NMPAIOKEHH MHOMOKPATHA I03H A3WTPOMHLIHH.
®ocdonununosa e HabmozaBaHa B CXOHa CTENECH B ThKAHH HA HOBOPOIEHH ILTBXOBE M KyueTa.
Jloka3aHo e, He edexTbT € 0OpaTHM cref CTMpaHe Ha NEMEHHETO C a3HTPOMHLIMH. 3HAYMMOCTTA Ha
TA3M HAXOJKA 38 XOpaTa KaTo LIAI0 € HeH3BECTHA.

ITpu npoyuBaHWATA APH KUBOTHH 32 eMOPHOTOKCHYHH e()eKTH, HIBBPILEHH 10 YMEPEHO TOKCHUHH
3a MaiikaTa A03H (2 A0 3 METH NO-BHCOKH OT MAKCHMATHATA NPENIOPHLUKTEHA JHERHA 1034 [IPH
pB3pacTHM {500 mg Ha 6a3aTa Ha MIOLITa HA TENECHaTa MOBLPXHOCT)) He ce Habmonasa
TepaToreHeH eEeKT NPH MHUIKH H IUTbXoee. JlokazaHo €, ye A3HTPOMHIMH NPEMHHABA TTpe3
wiauenrata. IIpu mrsxope no3u asurpomuind 100 u 200 mg/kg renecro Terno/aeH (2 1o 3 meTH
NO-BHCOKH OT MAKCHMATHATA npenopbunTenta 103a 500 mg va GaszaTta Ha fUIoLITa HA TENECHATA
TIOBBbPXHOCT) BOJAAT A0 JICKO 3a0aBAHe Ha (peTanHaTa ocH(PUKALKMA H HAAAABAHETO HA TEVIO Ha
Maitkata, [Tpn nepy- M MOCTHATANHHTE NPOYUBAHKA NPH TLTLXOBE ce Habmonasa neko 3abapane
crien NedeHHe ¢ 103H asuTpoMHLKH 200 mg/kg/neH (3 MbTH NO-BHCOKH OT MaKCHMAIHATa
NpenopbYHTE/IHA JHEBHA 1034 NIPH BB3PACTHK Ha 6azaTa Ha IUIOLITA HA TEECHATa MOBBPXHOCT).

6. GOAPMAIIEBTHYIHH JAHHH

6.1 CnBchk HR DOMOIHHETE BEHECTBA

3axaposa

XHAPOKCHITPONHILIENY O3

Be3pojeH TpHocHOBeH Hatpues docdar (E339)

KcanraHosa ryma

KonouneH 6e3B0ReH CHNHLIMEB JHOKCHA

Apomar Ha OaHaH (3axapo3a, MANTOAEKCTPHH, r'yMa apabHKa, apoMaTHH BelLIeCTBa) i & :
Apomat Ha 4Ba yepetua (33Xapo3a, MANTOJEKCTPHH, IyMa apaGuka, apoMaTHH BewlecTgp)s (™00 v
BaHunos apomat (MAITOJEKCTPHH, apOMaTH3aTOp, ECTECTBEHH apOMaTHH Bemectsa) || o+ 1 = 7«

6.2 HecbBMECTEMOCTH

Henpunoxumo.



6.3 Cpox ua roguocr
Ilpeou paspexcoane: 3 roguHH

Cned paspexcoare.

Byrnnky ¢ 15 ml u 22,5 ml cycnensns:

Cnep paspesxaaHe, NpoayKTsT Tp26Ba na ce H3MON3Ba B paMKHTE Ha 5 AHH. [Jla ce chXpaHaBa oA
25°C.

Byrunxu ¢ 30 m] & 37,5 ml cycnensus:

Crnen pa3pexaaHe, NpoxykrsT Tpabsa ga ce Hamonsea B pamkHTe Ha 10 aun. [la ce cxxpaHasa non
25°C.

6.4 CoenmainH yC/IOBHS HA CLXpaHeHHE

Jla ce cbXxpaHsaBa B OPUTHHAJIHATA ONAKOBKa, 3a [a Ce Npeamnasy oT Biara.
To3u NekapcTBeH NPOAYKT He H3UCKBA CMICHHATTHH TEMIIEPATYPHH YCJIOBHA HE ChXPaHEHHE.

3a ycnoBuATa Ha ChXpaHeHUe clell pa3TBapasHe Ha ICKAPCTBEHKUA NPOLYKT, BHXKTE TO4Ka 6.3,
6.5 BHa ¥ chALpAAEEE HA OTAKOBKATA

ByTiwika (kadapo CTBKIO), 38TBOPEHA ChC 3alMTEHA OT Aella kanavka, PP/PE, xanauxa Ha BuHT ¢
MNOANOPEH NPBCTEH:

- 12,6 g npax 3a npuroTeaHe Ha 15 m! nepopanHa cycnen3us (¢ 600 mg a3MTPOMHLMH), B KyTHA,
- 18,9 g npax 3a npuroTasaHe Ha 22,5 ml nepopanHa cycnensus (¢ 900 mg a3sHTPOMHLIMH), B

KyTH4,
- 25,2 g npax 3a npurotesxe Ha 30 ml nepopanna cycnensus (¢ 1 200 mg asuTpoMuLkH), B

KyTHs,
- 31,5 g npax 3a npuroTeaHe Ha 37,5 ml nepopanta cycnensus (¢ 1 500 mg a3uTPOMHIIHH), B
KYTHSA.

Onaxopkure ca ceabnenu ¢ 10 ml PE/PP cnpyHuoBKa 3a nepopaiHO NpUIoKEHHe, rpagyHpaHa ¢

napacrteate ¢ 0,25 mi ¢ apanrep.
TMpuroTeeHara cycneHzus ChABPIKA HAMHITLK OT 5 ml, 38 Na ce rapaHTHPa NPEeOCTABAHETO HA ITHIIHA
nosa.

He BcHYKH ONaKOBKH MOTAT 42 ca IMYCHATH HAa Na3apa.

6.6 Coensajnn npeAna3’HH MePKH NpH H3XBLPJIAHE H pafora

Hama crielmaniy H3INCKBaHUA 338 YHHIIOKABAHE.

HeH3noN3BaHHAT NEKAPCTREH MPOOYKT WM OTNANbYHHTE MaTEpHaIH OT Hero Tpabpa aa 6waar

YHHMIIOXCHH B CHOTBETCTBHE C MCCTHHTE HIHCKBAHHA.

TlepopanHara CycneH3us € XOMOTEHHA CYCeH3Hs oT GIeA0 XKBITE A0 KaABO-KBITR Ha LIBAT C
XapakTepeH BKyC Ha 6aHaH M nuBa Yepelua.

ITpuroTBaHe Ha CYCNICHIUATA:

Pasknatete a06pe koHTeiiHepa ¢ mpaxa. C noMouITa Ha CNPHHLOBKATA ([IPHIOMKEHA B
100aBs KONIMYECTBOTO BOJA, NPEBAPEHA W OXJIA/IEHA, OTIHCAHO NO-AONY KbM Npaxa.
Cnen nobaBaHe Ha NOCOMEHOTO KOMHYECTBO BORA, 3aTBOPETE ONAKOBKaTa, 00bpHeTe 1, ,
C¢ CMECBa C BOJATA H Ce pa3kiaiaiTe eHEPruyHO OO NOJMy4YaBaHe Ha eJHOPOAHA CYCreH3
Mopaau 3arybu npH NpHIOKEHHETO ¢ NPHUTOTEA NO-TONAM 00eM CYCIeH3NA.
3a 15 ml (600 mg) roToea cycnenzua: pobasere 9,0 mi soza.

3a 22,5 ml (900 mg) roroea cycnensus: aobasere 12,5 ml Boza.



3a 30 ml (1 200 mg) roTora cycnensus: nobdasere 16,0 ml Boza.
3a 37,5 ml (1 500 mg) rorosa cycneusus: nob6asere 19,0 ml Bona.

[lpu nobassne Ha Bona OyTunkata TpaOBa 1a ce IbPXKH HAKIIOHEHA, TAKA Y€ MO-ro/AMara 4acT oT
Mnpaxa /1a He € B 10JIHaTa 4acT Ha OyTH/IKaTa, B NPOTHBEH Cy4ai MpaxbT MOXE Ja MOJIenHe o
JBHOTO.

Cnen nobassHe Ha NOCOYEHOTO KOJIMYECTBO BOJIA, 3aTBOPETE MIBTHO OYTHIKATA, BeHara oGbpHeTe
HAKOJIKO IThbTH, TaKa Ye NpaxbT [a Ce CMECH C BOJIaTa M paskiaTeTe eHepriu4Ho. Toea criomara 3a
MOJTy4aBAHETO HA €HOPOIHA CYCMEH3HS.

[Ipenn npunoxenue 6yTunkara TpabBa 1a ce OTBOPH M CMPHHLIOBKATA J1a Ce MOCTABH B I'bPJIOTO Ha
OyThnkara.

T NPHTEXATEJI HA PAPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBeHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per.Ne: 20170122

9. JIATA HA ITbPBO PA3ZPEHIABAHE/TIOJHOBABAHE HA PASPEIIIEHUETO 3A
YIIOTPEBA

Jlara Ha mbTBO paspeiuaBane: 27.03.2017
Jlara Ha nocnaenHo nogHoeaeaHe: 05.01.2022

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
05 Mapr 2026

[onpo6ua nadopManus 3a TO3M JIeKapCTBEH MPOAYKT € NpeJocTaBeHa Ha yebcaiita Ha ManbanuTenHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.
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