KPATKA XAPAKTEPUCTHKA HA [IPOJYKTA
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Ciprinot 200 mg/100 ml solution for infusion oA N frioomirriraniern e

Ciprinol 400 mg/200 ml solution for infusion

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

100 ml ot undysuornua pazreop (1 dnakon) ceaspxar 200 mg uunpodnokcauus (ciprofloxacin)
KaTo uMnpodIokcauMHOB nakrar (ciprofloxacin lactate).

200 ml ot undysuorHusa pasteop (1 pnakon) ceaspkar 400 mg umnpodnokcauns (ciprofloxacin)
Kato uMnpodgaokcallHoB nakrar (ciprofloxacin lactate).

1 ml oT uHdy3uoHHUS Pa3TBOP CHABLPNKA 2 ME HUNPOHAOKCALMH KATO LIUNPOJUIOKCALIMHOB JIAKTaT.

[ToMOIIHO BEIIECTBO C UIBECTHO NCHCTBUE:

[IunpurHon Lunpunon 400 mg/200
200 mg/100 ml ml HHDY3HOHEH
WH(Y3HOHEH pa3TBOP | pa3TBOP

Hatpu#i 351,03 mg 702,07 mg

3a MbJIHHA CNHMCHK MOMOILIHUTE BEHIECTRA, BUKTE TOouka 6.1.

3. JEKAPCTBEHA ®OPMA

HHuy3noHeH pa3TrOp: OUCTHP, KBATO-3ETEH.

4, KINMHHYHHA JAHHH
4.1 TepaneBTHYHH NOKA3AHHUA

LlunpuHOA HH(Y3IHOHHH pa3TBOPH €a MMOKa3aHH 3a JISYECHHUE Ha CIeHHTE HHOEKIMH (BHK TOUKH 4.4 U
5.1}). CnenpanHo BHUMAHUE CNeABa 1a ce 00bPHE Ha HanuuHaTa UHAOPMALUA 32 PEIUCTEHTHOCT KbM
uunpodnokcaurH Mpeayd HauanoTo Ha JIEYEHHETO.

Tpadsa na ce uma npeABHA OPULMATHOTO PHKOBOACTBO 32 NOAXOAALLO H3NOA3BaHE HA
aHTUOAKTECpHAJIHU CPEACTRA.

Bv3pacmnu
- MHbeKUHH HA JONHKMTE JUXATENIHH MbTHILA, TPHYHHEHH OT ['paM-oTpHLaTeTH! DaKTEpHUH
- ex3auepdaung Ha XpoHHUHA 0OCTPYKTUBHA OenoapobHa Gonect
[pu oGocTpane Ha XxpoHuuna o0CTpyKTHeNA Oenoapobua SonecT UunpodgAcKCaumH
TpAOEa 1a C¢ M3II0A3BA CAMO KOTaTO CE CUMTA 33 HEMoaxoadla ynorpedara Ha Apyry
aHTHOAKTEPHANIHH CPEACTBA, KOMTO O0HYAHHO ce NpenopbYBaT 3a NEUSHUE Ha TE3H
HHpeKLUH,
- nH@ekuHA Ha OponxHTe 1 Benus Apod npu kUCTO3HA PUOPO3a HIH OpOHXHE
- IHEBMOHHA
- XPOHHYEH CYNOPaTUBEH OTHT




- Octpa ex3alepdauua Ha XPOHHUECH CHHY3HT, 0CO0EHO ako To# € npuunHeH ot ['pam-
OTPULIATEJTHH OaKTepUH
- Mudekurn Ha NUKOYHHUTE ThTHLLA
- OCTBP NMHUENOHEHPHT
- YCIOKHEHH HHEKLUHH Ha MUKOUHHUTE MTbTHILA
- DakrepHaneH npocTaTHT
- Mudekudn Ha NONOBUTE MBTHILA
- OPXMEITUOUMMT, BKIIOUUTENHO Cay4au, MPUYUHEHH OT YYBCTBUTENHH
Neisseria gonorrhoege
- BBb3MAJIEHHUA B MAJIKUA Ta3, BKIIQYHTEIHO C/Iy4ad NPHUYHHEHH OT YYBCTBHTENIHH
Neisseria gonorrhoeae
- HHdekunu Ha cTOMalIHO-UPEBHHUA TPAKT (Hamp. MbTHAYECKA AWapys)
- ABnoMUHATHH HHpEKLHU
- MHbeKLHH Ha KOKATa H MEKHTE ThKAHH, NPUYMHEHHW OT | paM-oTpHuaTenHK DaAKTEpHH
- 3710Ka4Ye€CTBEH BBHILEH OTHT
- HHdekurH Ha KOCTHTE H CTABHTE
- BauBaxe Ha aHTpake (MpoduMnakTHKA CliEI W3JlaraHe d JICHUEHHUE).
Llunpognokcauus MOXe 1a ce npujiara B JICHEHHETO HA MAIMEHTH ¢ HEYTPONEHHMS ¢ TPECKA, 3a KOATO
C€ Mpeanonara, ye¢ € IpUUMHeHa ot DakTepHaiHa UHDEKLHS.

Heya u onoutu

- bpoHX0-MyIMOHATHY MH(EKLIMK, NPHYHHEHH OT Pseudomonas aeruginosa, TIpH NaLHEHTH C
KACTO3Ha pubdpo3a

- YenoxHeHd YpPUHAPHUA HHPEKLIMH 1 OCThP MHETOHEGPHT

- Baumeane Ha aHTpake (podHUIakTHKA ClIe H3araHe U JISYEHHE).

Lvnpodnokcalimy Moxke ChIIO Na ¢ H3ANOI3BA U 32 JISUEHHE HA TEXKKH MHPEKLHH NMPH AcLA U
IOHOLLIM, KOTaTO CE CUHMTA, Y€ TOBA € HEOOXOAHMO.

JleueHueTo TpAOBA Aa Ce 3aMouHe ¢caMo OT JIEKAPH, KOUTO UMAT OTIUT B ICYEHHETO HA KMCTO3HA
prOpo3a WK TeKKH HHPEKLUMHE NP AeLA U KOHOWM (BXK. Toukd 4.4 1 5.1).

4.2 J103HPOBK2A H HAYHH HA NPHI0KEHHE

Jlo3upoBka

JlozaTa ce onpenens OT HHAMKALMATA, TEXKECTTA H MACTOTO Ha MHPEKMATA, YYBCTBHUTE/THOCTTA KbM
LUTNPOAOKCAUMH HA MPHUUHHUTENA (MTE€) H OT CHCTOSHUETO Ha ObOpevHaTa QYHKIMA HA NALMEHTA.
IIpy Aeva u 1OHOWH NO3HPOBKATA CE OMpelens Ha TENECHO TerIo.

[IpOaBbIKUTENHOCTTA HA NEUECHUETO 32BHCH OT TEXKECTTA HA 3aD0JIABAHETO H OT KIIMHHYHHA H
DakTepHONOrHYHHUA KYPC.

Cnea NbLPBOHAYATIHO MHTPABEHO3IHO JeHeHHe, IEUEHHETO MOXKE J1a MPEMHHE KbM NepOPaIHO NEUeHUE
¢ TaONETKH, aKo € KNHHHYHO MOK23aHO K CJIen, npeueHka na nekapsa. IV nedenune tpadBa na Obae
IOCJIEABAHO OT MEPOPATHO JIEYEHHE KOJIKOTO MOXKE MO CKOPO.

IIpu Texku cnyyan, WK 2KO NALMEHTHLT HE € B CbCTOSHHE /1A B3EMA TaONeTKH (HanpHMep, NauHEHTH
Ha MAPEHTEPANHO XPAHEHE), Ce& NPEenopbHBa Aa e 3an0YHE JIGYCHHE C MHTPABEHO3EH
LUTPOGUIOKCALIMH A0 NPEMHHABAHE KBM NMEPOPANHO NPUIIOKEHHE KOTATO € Bb3MOKHO.

JleueHneTo Ha HHPEKUMK, IPUUMHEHH OT onpeaeneHu Hakrepuu (Hanp. Pseudomonas aeruginosa,
Acinetobacter wiu Staphylococci) Moxe Ja M3MCKBa NO-BUCOKH J03H H €THOBPEMEHHO MPHIIQ
Ha IPYTH NOAXOAAUM aHTUOAKTepUaniu CpeACTRA.

JleyeHHETO HA HAKOW UHMDEKIHMH (Hafp. Bb3MAICHHE B MAJIKUS Ta3, MHTPaadJOMHMHATH
HHPEKLMH NPH HEYTPONEHHYHU MAlUMEHTH W HHQEKIHH Ha KOCTY ¥ CTABH) MOMKE 13 H



ENHOBPCMCHHO MPHAOKESHHE U HA APYTH MOAX0OAs1IH aHTuﬁal{TepHaﬂHH cpeiacTea B 3aBMCHMOCT OT
HYBCTBHTC/IHOCTTG HA NNTATOICHHHUTE MPHYHHHTEIH.

Bw3pacmmy

IHoxazauue

JneBHa no03a B mg

O6ma npoaL/LKHTEIHOCT
HA JIRUCHULTO
(BBE3IMOXKHOCT 32 3anoYBaHe
HA N'bPBOHAYATHO
MAPEHTEPATIHO JICUEHHE ¢

MHNPOQJIOKCAIHH)
Hudexuuu Ha roaHuTe auxarendu npTuiia | 400 mg aa nbTH 7 10 14 nHu
JHeBHO 10 400 mg
TPH I'bTH JHEBHO
Hudekumu Ha Octpa exzauepbauus | 400 mg apa mbTH 7 no 14 nHu
FOPHH AHXAaTe/HH Ha XPOHHYHH AHerHO 1o 400 mg
MTbTHIIA CHHY3UTH TPU MBTH AHEBHO
XpOoHUYEH 400 mg aBa MbTH 7 no 14 nuu

CYHAODPATHBECH OTHT

aHesHo a0 400 mg
TPH ITHTH IHEBHO

3nokayecTBEeH
BbHIIEH OTHT

400 mg Tpn NbTU
JTHEBHO

28 nHU A0 3 Mecela

Y punapsu
UHPpeKHH (BK.
Touka 4.4)

Y CIIOKHEHH
HHPEKLIHH Ha
NMUKOYHHTE MbTULLA U
OCTbp NHUENOHEPPUT

400 mg nBa NbTH
gHeBHO Ao 400 mg
TPHU MbTH THEBHO

7 mo 21 aHM, KaTO MOKE Ja
Obe H NO-NPOABIKHTETHO
ot 21 nHU npH HAKOH
crieduuHM 00CTOATENCTRA
(kaTo Hamnp. adLuecH)

bakrepuanex
NMPOCTATUT

400 mg nBa MbTH
AHeBHO (KaTo abuecu)

2 no 4 ceamMuuy (OCTHP)

Hudekuun Ha

OpxuenuaeMur U

400 mg nBa nbTH

noHe 14 nHu

YPOT€HUTAJIHUS Bb3NaJICHHE Ha AHeBHo 1o 400 mg
TPaxkT MaJIKU$ Tas3, TPH LT JHEBHO
NPUHUHEHH OT
JYBCTBUTE/IHA
Neisseria gonorrhoeae
CromamHo-upesHd | JlMapua npuunHeHa ot | 400 mg nsa nbT4 1 nex
H DakTepuaiHH areHTd | AHEBHO
MHTpaadAOMUHANHY | BKI. Shigella spp.
MHGbEKLMU pa3nuunu ot Shigella
dysenteriae tvn 1 v
EMIIHUPHYHO NEUSHHE
Ha TEKKA [TbTHHHECKA
auapus
Huapusa npyuunsena ot | 400 mg aga NuTH d HM
Shigella dysteriae Tun | IHEBHO
]
Jnapusg npuurHeHa ot | 400 mg nBa mbTH 3 M
Vibrio cholerae JHEBHO
Tudounana Tpecka 400 mg nga nbTH 7 OHK =
AHEBHO /@
HMuTpaabaoMuHaiHH 400 mg nBa MbTH 5 no 14 pun // S
HHBEKLHH, nHeBHO 10 400 mg e B ks

NPUYUHEHH OT | pam-
OTPHLIATENHH

TPH 'BTH AHCBHO




DakTepuu
MHudekuuu Ha KOXKA U MEKH TLKAHH, 400 mg a8a rpTH 7 no 14 ouu
NpuurHEHH OT 'pam-orpruartenHu 6aktepuu | aHeBHO Ao 400 mg
TPH MbTH JHEBHO
Hudexunn Ha KOCTH 1 cTaBu 400 mg nBa NbLTH Maxkcumym 10 3 Meceua
AHeBHO a0 400 mg
TPU TbTH JIHEBHO
[MauMeHTy ¢ HEYTPONEHHA ¢ Tpecka, 3a koaTo | 400 mg aBa NbTH Jleuenuero TpsadBa na
CE€ fpeanoara, Y€ € NpUuUYHHEHa OT AHeBHO a0 400 mg MPOJB/IKH NPE3 LEJIHS
Oaktepuanya uHdekuua Liunpodnoxkcauuu TPH ITBTHU AHCBHO MEPUOJ Ha HEYTPOIICHHATA.
TpsAOBa Ja ce NpHiara ¢ JHOBPEMEHHO ¢
noaxoasawy M) aHrudOakTepHaIHHu CpeICTBa
CBIIIACHO OPULIMASTHUTE TIPENOPHKH.
Bauisaxe Ha antpakc, npodunakruka ciea | 400 mg asa nbTH 60 nHH OT NOTBBLPKACHHUETO
EKCMO3MLHMA H TIOCNISABALIO JIEUCHHE 32 XOpa, | JIHEBHO 3a excrio3uuua ¢ Bacillus
KOWUTO Morar /1a ObJaT Ha MePOPaTHO anthracis
JIEYEHHE KOTATO € KIIMHHYHO YMECTHO.
[IpuemMaHeTo Ha nekapcTBOTO Tpabea Aa
3aMOYHE KOJIKOTO MOXKE [10-CKOPO CJIEN
(OTBHPKAABAHE HA EKCMO3HLIHATA.
lleduampuuna nonyiayus
Hokazanus /{neBHA 2032 B mg O0ma npoabL/BKHTEIHOCT HA
JIeYeHHEeTO (BH3MOKHOCT 3
3aMoUBAHE HA MBPBOHAYAHO
NAPEHTEPAIHO JICHCHHE C
Hnpod IOKCaAlHH)
Bponxo-0enoapobuu 10 mg/kg Tpu nbTH AHEBHO 10 mo 14 num
UH(EKLHH NMPU KHCTO3HA KaTo MaKkCMMasHaTa 103a €
¢bubpoza 400 mg Ha npuem.
YCnoxHeHH YpUHapHU 6 mg/kg Tpy 0bTH aHeBHO a0 | 10 no 21 nuwm
MH(EKLINH H OCTHpP [0 mg/kg Tpy nbTH AHEBHO
nuenoHedpur KaTO MaKCUMaJlHaTa [4o3a e
400 mg Ha npyem.
BauineaHe Ha aHTpakc, 10 mg/kg apa nbTH AHEBHO 60 nHY OT NOTRLpPAK/AaBaHE Ha
npodHiIaKTHKa clen 10 15 mg/kg nBa nbTu excriosMuuata ¢ Bacillus anthracis.
CKCMO3HLMA U T10CIeBAII0 JAHEBHO KaTO MAKCHMAIHATA
NEeYEHHE 3a X0pa, KOUTO n03a e 400 mg Ha npuem.
mMorart aa 6sjJar Ha
IEPOPATHO IEYCHHE KOraTo €
KJIHHUYHO YMECTHO.
[IpremaneTo Ha JIEKapCTBOTO
TPAOBA J1a 3aMOYHE KOJIKOTO
MO3KeE [10-CKOpO Clieq
MNOTBbPKAABAHE Ha
EKCHO3UIUATA.
HpyrH Texxyd HHPEKUHH 10 mg/kg TpH NBTU JHEBHO Cnopen BMaa Ha WHpeKUHATA
KaTO MAKCHMAJIHATa J03a €
400 mg Ha npuem.

Cmapyecka gv3pach

[TanneHTHTE B CTapUecKa Bb3pacT TpAOBA Aa NoayuaBar 103a, Chodpa3eHa ¢ TEXECTTa Ha H

A KPCATHHHHOBHA KIIHPBHC HA NaLMUCHTA.




Hayuenmu ¢ 6v0peyno ¥ “epHoOpObHE yepesicoune
IIpenopbUHTE;THA HAYATHH 1 TIOAbPKAUIH TO3H 32 NALIMEHTH C YBpeleHa OpOpeuHa PyHKLMA:

KpeaTHHHHOB KJIHpPBHC Cepymen IlepopoJsina a03a
[ml/min/1,73m?| KpeaTHHHH [mg]

[pmol]
> 60 <124 Bix obuuaiinata 103¥poBKa.
30— 60 124 — 163 200-400 mg na 12 yaca
<30 >169 200-400 mg Ha 24 uvaca
[TayueHTH HAa XeMoIManu3a >169 200-400 mg na 24 yaca (cren

JAHATH3aTa)

[TauueHTy HAa nepuToHeanHa >169 200-400 mg #a 24 yaca
aManysa

I1py mauueHTy ¢ HapyuieHa 4epHoApoOHa PYHKUHA HE ce Halara KOpUrHpaHe Ha J1034Ta.
JlosvpaHeTo npu Aeua ¢ HapyweHa 0b0pedHa H/UAK YepHOIPpOoOHA (PYHKLHUA HE € OHJIO NIPOYUBAHO.
Hauun na npuioxceriue

| lunpunon TpsadBa na ObAe nposepasan BU3yanHo npeau ynortpeda. Toil ne Tpadsa na ce nanonsea,
AKO € MBTEH.

[{unpotnokcauus TpadBa 1a ce MpMjiara kaTo MHTpaseHo3Ha uHdysua. [lpu gena, MHQYy3uHaTa € ¢
NPOALJBKATENHOCT 60 MUHYTH.

[Tpu BB3pacTHU NaUKEHTH, BpemMeTo 3a HHAY3KA € 60 mumyTv 3a Llunpunon 400 mg 1 30 MuHyTH 32
Hunpuuon 200 mg. barnata uHbhy3us B rongma BeHa, 111e HamMany AucKoMGopTa Ha NauuenHTa ¥ pyucKa
OT Apa3HEHE HA BEHUTE,

HHby3HOHHUAT pa3TBOp MOXKE /1a CC BJIMBA JIMPEKTHO HJIM CJIE CMECBAHE € JPYTH ChBMECTHMH
HWH(}PY3UOHHH pa3TBOPH (BXK. TO4Ka 6.2).

4.3 IlporHBOoRmOKA3ZaAHHSA

- CBPLX‘I}'BC‘TBHTEHHOCT KBbM aKTHBHOTO BELIECCTBO, KEM APYTrHd XHHOJIO0OHH HIH KbM HAKOC oT
[NOMOLI{HUTE BeLIECTBA, H30poeHH B Touka 6.1.
- EnHOBpeMEHHO NIPIIOKEHHE HA UMNPO(IOKCaLHH H TH3AHHUAWH (BXk. TO4YKa 4.5),

4.4 CrneuHa/IHH NpeayNpeXIcHNS H NPeANa3sHH MEPKH NPH ynorpeda

Vnorpebara Ha uunpoduiokcauuH Tpadea aa ¢e H30Area nMpu NaUMEHTH, KOUTO Ca MMAJIM CEPHO3HH
HEXKE/IaHH PEaKUHH B MHHAJIOTO NpH ynoTpeda Ha NpOoAYKTH, ChAbpKALIM XHHOJOHH HJTH
(bTyopOoXHHONOHH (BXK. To4Ka 4.8). JleueHHETO Ha Te3M MALMEHTH ¢ UMnpodaoKcalHH TpadBa aa ce
33110484 CaMO NPH JIMICA HA AITEPHATUBHH BB3MOXKHOCTH 34 JICUCHHE H ClIed BHHMATE/IHA OLICHKA Ha
CHOTHOLIEHHETO MON3a/pUCK (B3K. CbILO TOYKA 4.3).

Teoicku ungpexyuu u cmeceny ungexyuu ¢ I pam-nooxcumeinu u aiaepobHu RAmMozent
HunpoduiokcalluH MOHOTEpANUS HE € MOAXOAALN 33 JISHEHHE HA TeXKH HHDEKLIUH U HHPEKLHH, KOUTO
MOFaT Ja Ce AbDKAT Ha | paM-NoIoKUTEHH win aHaepoOuy natoreHu. [Tpu TakuBa uHdeknnu
unnpoduIokcaluMH TpIOBa 1a ce Mpuaara eAHOBPEMEHHO ¢ APpYTd NOAXOAALUY AaHTHOaKTepHaTTHH
ArcHTH.

Cmpenmoxoxosu undbexyuu (eriouumeano Streptococcus preumoniae)
[{unpodaokcalliH He Ce NPENOPbYBA 3a JEHCHHE HA CTPENTOKOKOBH MH(EKLIUH TOpaaH JIUICca Ha
e(pMKaACHOCT.

Hudheryuu na nososume nomunia
OpXHENHAEMHT H Bb3MAJICHHE HA MalKKA Ta3, MOTraT 1a 6baaT NPHYHHEHHU OT (PJ1yOPXHH
PE3UCTEHTHH H30J1aTH Ha Neisseria gonorrhoede. 3a OpXUENHIEMHUT W Ta30Ba Bb3NAJUTE




EMITHPHYHO BKIIIOYBAHE HAa BUNMPOQIOKCALHH, TpAORA Oa ¢ce 0OMHUC/IL CaMO B KOMOMHALUA C JpYT
aHTHOAKTEPHANEH areHT (Hanp. uedaJocnopHH), OCBESH aKo LUNPOdIIOKCalMH-YCTOHYHBA
Neisseria gonorrhoeae moxke Ja Ob/e U3KTIOUEHA. AKO KIIMHMYHOTO NMOA0DpEHHE HE © MOCTUTHATO
cliell 3 JHH OT JICHEHHETO, TepanusaTa TpAOBa Aa ce npepasrieaa.

Huchexyuu na nuxounume nemuya

Pe3udcTeHTHOCTTA KbM (hIIyOPOXHHONOHH Ha Escherichia coli - HAR-YECTHAT NATOreH, MNpeIM3BUKBAlLl
WH(EKLUMY Ha MMKOYHHMTE MbTUILA, Bapupa B uenus Epponeticky curo3. [Tpenopbusa ce, nekapure,
[PEOIIUCBALIH JICKAPCTROTO, Aa B3eMaT MO BHUMAHKME YCTAHOBEHHTE JIOKAJIHH AaHHH 3a
PE3UCTEHTHOCT Ha Lscherichia coli kbM (PNOPOXHHONOHH.

Hnmpaaboomunainu ungpexiyiiu
CobiIecTBYBAT OrpaHHYeHH aHHH 3a ePUKACHOCTTA HA UHNPOQIOKCALUNH NPH JEUEHHE HA NOCT-
XUPYPru4yHa BhTPELHO-KOPEMHH HH(EKLIHH.

Temuuvecka ouapus
[1py u3bopbT Ha UMODpodIOKCAUHH Ciie[Ba Aa ce B3eMe Mo/l BHUMaHHE HH(POPMALUATA 3
PE3UCTEHTHOCT KbM LIMNPOGUIOKCAIIMH HA NATONSHHUTE B CTPAHHTE, KOMTO €& NOCELlaBar.

Hupexyuu na xocmume u cmasume
Lunpodnokcaiinn TpsaOBa Aa ce M3non3ea B KOMOUHALMA ¢ APYTH aHTHMHUKPOOHU areHTH, B
3ABUCUMOCT OT PE3Y.ITaTUTE OT MUKPOOUOJOrHUHHUTE TECTORE.

Huxarupane na anmpaxc
Ynotrpebara npy Xopa, ce OCHOBABA Ha iH-Vilro JaHHH 3a YyBCTBUTEIIHOCT H HA €KCIEPHMCHTATHH
MAHHH TP KMBOTHM, A CBILIO TAKA HA OFPAHMYEHH JaHHH [py Xopara. JlekyBamuTe nekapH TpsAOBa aa

C€ OTHACAT A0 HALMOHATHHS /UM MEKIYHAPOACSH KOHCEHCYC MO OTHOLIEHHE NEYSHUETO HA
aHTpaKca.

Heouampuyna nonyaayus

HM3nomeaneTo Ha UMIPOMIOKCALHH [PU J€Lia H IOHOLLHK, TPIOBa Aa ClieBA HATHYHHTE OPHLUHAIHH
Mpenophky. JleweHHeTo ¢ uMnpodaokcaumH TpsAOBa 1a ce 3anovHe ¢aMo OT JICKapH, KOUTO HMAT OTtHT
B JIEUEHHETO Ha KHCTO3HATA Pubpo3a U/UNK TeKKH HHPEKUMH TIPH ACUA H IOHOIUH,

LinnpodaokcayH € nokasan, ue MpHYHHIABa apTPOIIaTHA Ha HOCELUMTE CTABH MPH HEAOHOCEHH
KUBOTHH, JaHHHTe 32 B€30MacHOCT OT paHAOMH3MPAHO ABOMHO-CIANO NPOYYBAHE 38 MPHIOKEHHETO
Ha uunpodgaokcaurt npu geua (uunpodiokcaunt: n=335, cpeana Bp3pact = 6,3 rojJuHH; 34
cpaBHeHHe: n=349, cpenHa BB3pact = 6,2 rOAMHU, Bb3PAcTOBa rpaHuua = 1 go 17 roaMHn) paskpi, ¢
N0J03MpaHa YeCTOTa, CBbp3aHa ca JEKapCTBOTO, PA3BUTHETO HA apTponaTus (3adenexnmMu KIMHWYHH
NpU3HALM U CHMIITOMHM OT ¢TpaHa Ha ctaeuTe) ot Jen +42 ot 7,2% u 4,6%. PecnekTHBHO, CTy4YaHTe
Ha apTponarus, CBbp3aHa ¢ JieKapeTBoTO | roguna ciaen npuema My ca 9,0% u 5,7%. 1loBUiaBaHeTo
Ha MOAO3HMPaHMUTE C/Y4YaH Ha apTponaTys CJell ONpeae/ieHO BpEME OT MPHEMA Ha JIEKAPCTBOTO HE €
CTATHCTHUCCKH 3HAYMMO MeXAY ABeTe rpynu. JleueHuero Tpabea ga 3ano4He cnej BHHMATETHA
MPELICHKA HA CHOTHOLUEHHUETO 0/13a/PUCK MOPAIH Bb3MOXKHUY HEXKENAHH peaKHH OT CTPaHA Ha
CTABUTE U/WNH CHEIUHUTESIHATA ThKaH.

bponxo-6eaodpobru unerxyuu npu Kucmosna ubposa
B wIMHHUYHHTE M3NUTBAHHA €A BIIOYEHH JICIia W WOHOLWHK Ha Bb3pacT oT 5-17 roausm. Ilo-
OrpaHUYEHH JaHHH HMa [P JICUEHHETO Ha AcLa Ha Bb3pacT Mexay | ¥ 5 roanuiHa Bp3pacT.

Yerooicuenu ungexyun Ha nukounume noMmunia ¥ nueIoHePpuin

JleyeHue Ha MHGMEKUHMHY HA NHKOYHHMTE NbTHIIA ¢ UunpodiokcallvH TpsOBa 1a ¢ce uMa NpeaBu,
KOraTo Apyro JI4EHHE HEe MOXE [1a ce NMPUIoKe U Tpadea na ce OCHOBABA HA PE3YNTATUTE OT
MHUKPOOHONOTMYHUATE TECTOBE.

B KJIMHMYHKTE H3NUTBAHHUA Ca BKIKOUEHHW ASLA Y FOHOLIH HA BB3PACT OT 1-17 roavHu,




Hpveu creyupuyunu mesicku undgexyun

[lpuniara ce u ripH 2pyTrH TEXKKH HHPEKUMH, B CbOTBETCTBHE C OPHUUATHUTE NPENOPHLKH, CJIET
BHHMATE/1HA OUEHKA NOJI3a/PHCK, KOraTto ApYro JeyeHHe He MOXKE Aa ce Mpuiara HiH CJea HEYCrneX Ha
KOHBEHLIHOHATTHATA TEPAaIlus U KOraTo MHKpOOHOJIOHYHKTE TECTOBE OMpaBiaBaT yrnorTpedara Ha
UHNPOdIOKCALHH.

HM3nonseaHeTo Ha nMNpOQUIOKCaLiMH NpH CEUMPUYHN TCKKH HHPEKLMH, Pa3iIM4HH OT TE3H,
CIIOMEHATH NO-TOpPE, HE € OUN0 OUEHABAHO MO BPEME HA KIIMHMUYHH M3IUTBAHUA Y KIIMHUYHHS ONNT €
orpaHuyeH. CneaoBaTelHo e NPenopbYBa Mpena3MBOCT PH JIEYEHHE Ha MaLHEHTHTE C TE3H
MH(PEKLHH.

CepbxuyecmgumetHoci

CBPBXYYBCTBHTEIHOCT U AIEPTUUHH PEaKUHH, BKIIOUMTENHO anadmiakcus ¥ aHahunakTou IHu
peaklUHu, MOTaT 1a HACTBHIIAT BCIEACTBHE HA €AHHHMYHA 103a (BXK. Touka 4.8) v Morart za Obaar
KMBOTO-3aCTpalLaBalllM. AKO TAKABA PeakUMs e MOsSBH, NIPUEMAHETO HAa UMIPOQUIOKCALIMH ClleaBa A
Ce ClIpe H € 3aAbJDKUTEIHO Aa ce NMPOBeAE aJCKBATHO JICUEHHE.

[Ipooviancumenny, ungaIUOUUPALLY U NOMEHYUATHO HeQOPAMUMU CEPUOIHY HENCEAAHU TCKAPCINBECHU
peaxyuy

CboOLIagra ce 3a MHOIQ PEIKH CITyuad Ha IMPOIB/BKHTENHH (POIBJIKABALH MECELH HIIM I'OJIHHH),
HWHBAIMAH3HPALLH H MTOTEHUHAIHO HeOOpATUMH CEPHO3HH HEXEIaHH JIEKapCTBEHH PeaKLHH,
3acATalllH PAIHYHH, MOHAKOTa MHOrO CHCTEMH B OpraHH3Ma (MYCKYNHO-CKE/IeTHA, HEPBHA CHCTEMA,
ICUXHKA H CETHBHU OPraHu) NpH NaUKMEHTH, NOTY4YaBalK XHHOJIOHH U (U1yOPOXHHOJIOHH,
HE3aBHCHMO OT TAXHATA Bb3PAcT H Beue ChIIECTBYBALUUTE PACKOBH (akTopu. Llunpodokcanvy
TpAadBa 1a ce cnpe He3a0aBHO NpU MbPBUTE [IPU3HALIM MJIH CHMIITOMH HA BCSIKa CEPHO3HA HEXesaHa
peakUHs KaTO MauMeHTUTe TPAOBa Na ¢e NOCHBETRAT /1A C€ CRLPMAT C TCXHU NISKAP, NPeANUCcan
NEeKapCTBOTO, 32 ChBET.

Myckyano-cxeaemuu cucmema

[To npuHUMN LUUNPpodAOKCALIHH He TPSOBa Ja Ce U3NOA3Ba NPH MAUHEHTH C aHaMHE3a 3a 3abonaBaHe
Ha CYXOXKH/IMETO/HApYLIEHHS, CBLP3aHM C JISYEHHE C XHHOJIOHH. BBbIpekH ToBa, B MHOI'O PSIKH
CIIy4aH, CIIeA MUKPOOHOJIOrHYHO A0Ka3BaHE HA MPUYHMHHTENA H OLUEHKA HA ChOTHOIIIEHHETO
pHCK/NO3a, UMNPOodIOKCALIMH MOKE Ja C€ HPE/INUCBA HA TE3H MALMEHTH 32 JIeYEHHE HA HAKOW TEXKKH
HH(EKUHH, OCOOEHO B cNyuail Ha HEyCeX Ha CTaHAapTHATA Tepanus Wi npy dakrepyanHa
PE3UCTEHTHOCT, KOraTo MHKPOOHONMOrMYHUTE AaHHU MOTaT /12 ONPaBAAAT H3MOA3BAHETO HA
UMNpo¢IOKCALIHH.

Tenounum u pazxvCeane Hd CYXOHRCUINE

TeHAUHUT 1 pa3KbCBAHE HA CYXOKHIIKE (I0-CTIELMANTHO AXKISCOBO CYXOKUNUE, HO 0e3 fa ce
OrpaH1uaBa camo J0 HEro), MOHAKOra ABYCTPAHHO, MOKE J1a CE [I0NYUH OLLUE B pAMKHTE Ha 48 yaca OT
3A1I0YBAHE HA JJEUYEHHETO C XHHOMOHH H (IIyOPOXMHOJIOHM KATO UMa CbOOLLEHUA 32 TAKHWBA, PA3BHIIH
CE JOPH 0 HAKOJIKC MECELA Cile MpeKpaTABAHE HAa NCUSHHUETO (BxK. TouKa 4.8), PHCKBT OT TEHAHHHUT
H Pa3KbCBAHE HA CYXOXKHUIIHE Ce NMOBHIIABA NPU NO-BbL3PACTHH NALHEHTH, MALHEHTH ¢ OB0peUHO
YBPEHKAAHE, NALMEHTH € TPAHCINAHTHPAH CONMASH OPraH U TAKHUBA, JIEKYBAHH CBITBTCTBALLO C
KopTHKOCcTepouau. [1o Tazu npuunHa CHLIBPTCTBANIATA YIIOTPEOa HA KOPTHUKOCTEPOUIU TPAOBa Aa ce
u304rea.

ITpu nbpBHA NpH3HAK HA TEHAUHHUT (Hanp, OOJIC3HEHO [MOYBAHE, Bh3NATEHHE) JCUEHHETO C
LMNpOIOKCaUMH TPIOBA Aa Ce MPEKPATH H A ce OOMMUC/IN aTEPHATHBHO JIEHEeHHE, 3aCErHaTHAT(TE)
kKpalHHK(LH) Tpsabea 1a Obae(ar) nekypan{H) 1o noaxoaAll HauuH (Hanp. obezasixeane). He tpsadea
Aa €€ U3NMOA3BAT KOPTHKOCTEPOHIN, 2KO CE MOSBAT NPU3HALM HA TEHAHHONATHA.

Hayuenmu c Muacmenua 2pasuc
LUunpodnokcauun TpadBa Ja ce H3N0A3Ba NPEANAZIHBO MPH MALUHEHTH C MHACTEHHA MPABHC, ThH
MO3KE 14 HACThIKW BJIOLIABAHE HA CUMNTOMHTE (BXK. TOUKa 4.8).

Anegpuzma u Oucexayusa HA AOPMAMA U PeCyPUMAyUs/HeOOCMAMbYHOCH HA CHPOCYHUIT
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EnuaeMHONOrHYHHUTE IPOYYBAHUS MOKA3BaT MOBHMILCH PHCK OT aHEBPU3MA H IMCEKaLMs Ha aopTara,
0CO0EHO MpPH NALMEHTH B CTAPUYECKA BB3PACT, KAKTO H OT PerypruTauus Ha a0pTHATa U MUTpanHara
Kj1arna ¢jiea NpyueM Ha PpayopoxuHoaoHd. ChodlieHH ca ¢iyyad Ha aHEBpU3MA M JTHCEKAUMs Ha
a0PTAaTa, MOHAKOra YCAOKHEHH NMopaay pa3KkbCBaHe (BKJIIOUUTEIHO € JETAIEH H3X0) U
perypruTrauMs/He10CTaTbYHOCT HA HAKOH OT ChPASHHHTE KJalu NMPH NalUHEHTH, TIPHEMALIHN
(bnyopOXHHONOHHU (BXK. Touka 4.8).
3atora GAYOPOXHHONOHWTE TPAOBA Aa ce M3MOJ3BAT CaMO CJIe BHUMATEAHA OLUEHKA Ha
CHOTHOLIEHUETO MON3a/PUCK U CIed pa3riekaaHe Ha Apyrd TepaneBTUYHH Bh3MOKHOCTH IIpH
[NAUUEHTH C MONIOXKHTETHA (paMUIHA AHAMHE3A 3a AHEBPH3MA MU BpOACHO 3aD0NABaHE Ha
CbPACYHHTE KNAMH, UIH NPH NMALMEHTH, JUArHOCTHUMPAHH C TIPEIIIeCTBAIA AHEBPH3MA H/HITH
AWCEKALMA Ha aopTaTa Wi 3a00NBaHE HA ChP/ICUHHMTE KJIANU, MIIH [IPU HAJTWYHME HA JPYTH PUCKOBH
¢daxkTopu WK 3abonABaHUA, NPeApa3NoNaralu
® KAaKTO KbM AHEBPU3MA W JUCEKALMA HA 20PTaTa W 3d PErypruTalys/HeJoCTaTbYHOCT Ha
ChbpIeYHUTE KIANK (HANp. HAPYIUEHHS HA ChEeHHUTEIHATA ThKAH, HAafmp. CHHApOM Ha Marfan
vunu cuiapoM Ha Ehlers-Danlos, cunapom na Turner, donect Ha Behcet, xunepronms,
PEBMATOHIEH ApPTPHT, HIH AONBLJIHHUTEIHO
® [IpH AHEBPHU3MA M JHCEKALMA HAa aopTaTa (Hanp. CbAOBH HAPYIIEHHS, HAMP. apTEPHUT HA
Takayasu, raraHTOKJIETbYEH apTEPHHUT, MITH U3BECTHA aTEPOCKAEPO3a UM CHHAPOM Ha
Sjdgren), KnH NONBIAHWTENHO
¢ [pH peryprutauns/HeloCTaTbUYHOCT Ha ChpACUHHTE KIanH (Hanp. HH(pEKLHOo3eH
CHIOKAPIMT).
PUCKDBT OT aHeBpH3Ma M AMCEKALIMA HA A0PTATa W TAXHOTO pa3KbCBAHE MOXKE ChLIO [a C€ MOBHIUH NPH
MaudeHTH, JIEKYBaHH €/IHOBPEMEHHO CbC CUCTEMHH KOPTHKOCTEPOU/IH.
B cnyuali Ha BHe3anHa Ooika B Kopema, IPbAHHA Kol Wi rbpba nauMeHTHTe TpaOBa na Onaar
MOCHBETBAHH /14 C€ KOHCYNTUPAT He3a0aBHO © NEKAp B CRCIIHO OTOCIICHHE.
[TaumexTrTe TpaOBa Ha ObJAT NOCHBETBAHM Aa MOTHPCAT He3aDaBHO MEAMLIMHCKA NOMOUL B cay4ak Ha
OCTpa JUCIIHEd, N0ABa Ha CbpueOHeHe (MaNTUTALIMH) UK PA3BHTHE Ha OTOK H& KOPEMa WM I0/THUTE
KpaHHMLH.

Domouygcmeumesnocm

[ {unpodnokcaumy NpUyHHABA peakurH Ha GOTOUYBCTBHTENHOCT. [laumMenTUTE, MpHMAaLLU
uunpodnokcauuH Tpadsa Aa ObAaT CHBETBAHM [1a H30ArBAT NPSKOTO H3JIAraHe Ha CHAHO CIBHLE HITH
UV obnbyBaHe 110 BpeME Ha ieueHUeTo (BXK. Touka 4.8).

Ipumeanu HAPYVuieHUs
AKO 3pEHHETO C€ YBPEIU HIIM HACTBIAT K3KBHUTO H J1a € e(PeKTH BLPXY OUYHTE, TPAOBA BE/HAra 1A Ce
IpoBeae KOHCYITALMA ¢ OTATIMOJIOT.

[{enmpanna nepena cucmemda

HM3BecTHO €, 4e XHHOJIOHHUTE MOraT Ja MpeAH3BHKAT IbPUOBE UIIH Jia NOHHKAT [bPUOBHA Mpar.
JIokaaBaHu ca OUNK M ClIydau Ha enuaenTHueH ctatye. LiunpoduiokcauuH TpaOBa na ce H3non3sa
Mpeana3ivBo Mpyu NauMeHTH ¢ HapyueHus Ha LUHC, kouto morat aa 6baaT npeApasnoaoKeHH KbM
rbpyoBe. AKO ce MOABAT I'bPUOBE, IPHEMAHETO Ha LMNPOdJIOKCALMH clieBa Ja Obe peyCcTaHOBEHO
{(BXK. TO4uKa 4.8).

Hcuxuunu peaxyuu
[NMcuxnynn peakurn MOrar Aa ce TIOSABAT OLLE CJIC] (TbPBOTO NPHICKEHHE Ha IMNpodJIokcaun. B
PeaKH CIYYaH, NerpecusTa HIH NCHXO3M MOTrar [a porpecupar A0 HASH/MHCIH, KOUTO 1a ¢e 3aCHIIAT
d Aa 10BeJAT A0 OIHT 3a CaMOyOMICTBO HJIM H3BBPLLIBAHE HA CaMOYDHHCTBO.

AKO ce NOABAT JETPECHs, ICUXOTUUHY peakuum, MUCTH WY MNOBEACHHUE, CRLP3aHH Che
camMoyOHHCTBO, LunpoduiokcaluH TpsaOBa 1a C€ NPEYCTaHOBH.

[Ipodsascumeany, uHEATHOUIUPALYY U ROMEHYUATHO HEOOPAMUMU CEPUOTHU HEHCEAARU
peaxyul f:ﬂ. /e
ChoBLuasa ce 32 MHOrO PE/IKH CTyuaH Ha NPObLIKUTENHH (MTPONBILKABALLM MECELIM WK OTIAH: -
WHBANHAM3MPALLH H NOTEHLIHATHO HEOOPATHMH CEPHOZHH HEXKEIAHH JIEKAPCTBEHH PeaKIl % P
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3acArailM pasjiH4HH, MOHAKOra MHOIQ CHCTEMH B OpraHu3Ma (MYCKYJTHO-CKE/IETHA, HEPBHA CHCTEMA,
ICHXHKE W CETUBHH OPraHu) Npu MaldeHTH, MoJTyYyapatiyd XHHOAOHU U (GNYyOPOXHHOIOHH,
HE3aBHCHMO OT TSXHATa BB3PAcCT H BeYe ChILECTBYBAILUTE PHCKOBH (pakTopu. LiunpodnoxcaumnH
Tpadea f1a ce cnpe He3adaBHO IIPH MbPBUTE IIPU3HALA HJIH CHMITOMH HA BCSIKA CEPHO3HA HEXKENaHa
peaKuMs KaTo NaLydeHTHTe TpadBa 1a e NOCHBETBAT /1A Ce CBBLPKAT C TEXHHA JIeKap, Npeaican
JIEKapCTBOTO, 3a CHBET,

{lepuchepua nesponamus

Cpof1asa ce 3a cllydau Ha CeH30pHA W4 CEH30MOTOPHA MOJIMHEBPONATHA, BOJAELUH 10 NapeCTE3MH,
XHIOECTE3UA, AU3ECTE3US UTH CNabocCT NMPH NALHEHTH, NPHEMALLH XHHOIOHH 4 (TyOpOXHHOJIOHH.
[TauneHTHTE, KOMTO NMpHeMaT UMNpodAOKCALHH, TPAORA Ja OBLAAT NOCHLBETBAHH A3 HH(POPMHPAT CBOS
nekap, npeau 4a MpOoIXbJDKAT JTEUSHHETO, aKO ce MMOABRIAT CHMINTOMH Ha HEBpornaTHi, KaTo Doka,
yCelllaHe 3a NapeHe, MpaByyKaHe, H3TPBIIBAHE HWIH cilabocCT, 3a Ja Ce [IPEAOTBPAaTH pa3BHTHETO HA
MOTEHLHAIHO HeoOpaTHMO 3a0onapane. (Bx. Touka 4.8).

Copoeunu Hapyiuenus

TpabBa na ce BHMMaRa NpH H3MOA3BAHE HA DIYOPOXHHONOHH, BKIKOYHTEIHO UHIPOMIOKCAUHH, NPH

MALMEHTH ¢ U3BECTHH PUCKOBM (DaKTOPH 3a YAb/kaBaHe Ha QT mHTepBana, KaTo HampHMeEP:

- BpoaeH yabmkeH QT cuHapom

- EnnoBpeMeHHa ynoTpeba Ha nekapcTBa, 3a KOHTO Ce 3Hae, Ye yab/bkaeat QT uHTepsana (Harp.
wiac [A u Il aHTHapUTMUYHK CpeaCcTBa, TPHLMKIUYHU AHTHAETIPECAHTH, MAKPOJIHIH,
AHTHIICUXOTHLH )

- Hekopurupax enektponnred gucbanade (Hanp. XHIOKAIHEMHS, XUITOMarHe3HeMus)

- CopaeuHo 3a0oaseane (Hanp. ChbpAeYHa HEAOCTATHYHOCT, HH(APKT Ha MHOKapAa,
Opanukapaun)

[lariueHTH B cTapyecKa BB3pacT M )KEHHM MOTaT Ja ObJaT No-4yBCTBUTENHH KbM JIEKAPCTBA

yaskagawu QT-vunreppana. Toea Tpa0OBa na Obae B3€TO MoA BHHMAHUE MPH U3MOJI3BAHETO HA

(IIYOPXHHONOHH, BKIIKOUHTEITHO UHINPOPAOKCALIMH, [IPH TE3H TIOIMY/IAUHH. (BK. TOUKa 4.2 MaLMeHTH B

cTapuecka Bb3PacT, To4ka 4.5, Touka 4.8, Touka 4.9).

Huczauxemus

KakTto npu BCHUKH XMHOIIOHH, HMa ChODLICHHA 3a HapYLUEHUWS B HUBATa Ha KPHBHATA 3axap,
BRJIFOMBALLMN, KAKTO XNIOTJIRKEMHS, TAKA U XUIIEPrIUKeMUs (BxK. Touka 4.8), OOMKHOBEHO MTPH
AuadeTvllH B CTAPYECKA BB3PACT, HA KOHUTO C€ MpHjara ChbIbTCTRALNA TEPAnus ¢ NepopasiHi
XHITOFTMKEMHUYHU CpeacTBa (Harp. rnudeHKIaMua) WK ¢ HHCYJIHH, ChoOLaraHu ca ciy4aH Ha
XHNOrIHKeMH4YHA KoMa. [IpemopbuBa ce BHUMATETHO MpOCcneNaBaHe Ha MIOKO3aTa B KPBBTA NpH
MaLuMeHTH C gHaberT.

Hapywenua na cmomauino-upesHama cucnemd

[TlosiBaTa Ha TeKKa KM mepcHCTUpalIa THAPHA 10 BpEMe MIIM Cite]l JIEUEHUE ( BKIIIOYHTETHO HAKOJIKO
ceMULM Ciel IEYSHUE) MOXKe J1a 03HA4AaBa KOJIHT, CBbP3aH ¢ MpUEeMa Ha aHTUOUOTHK (XKHBOTO-
3aCcTpallaBallo ChCTOAHHE C Bb3MOXkKEH (haTaleH U3X01) H H3MCKBA He3a0aBHO JTeUeHHE (BXK. TOUKA
4.8). B Takura ciyyau, npueManeTo Ha umnpodIioKcaUuuH clieaea He3abaBHO a ce NpeKpaTH K aa ce
3anouHe NoAxoAAIla Tepanui. Jlekapcrsa, HaMa/IaBallK NEPUCTAITHKATA Ca NPOTHBOIIOKA3aHU B Ta3H
CHTYaLHA.

Hapywenua na Ovbpeyume u nuxounama cucmema

HMa choblueHMs 3a KPHCTATYPHS, CEBbP3aHA C H3MON3BAHETO Ha LMNpodIokcalkH {Bxk. To4Yka 4.8).
[launenTtaTe, nomyyasaiy unnpoduokealiyH Tpadea aa ObaaT JoOpe XuapaTupaHu ¥ TpADBa Aa ce
n305rea NpeKkOMEPHO ANIKANU3HpaHe Ha YPHHATA.

Yepeosicoane na bvbpeunama @yuxyus
TvH kaTo UMNPOJUIOKCALIHH 0 FOiiMa CTEMEH Ce eKCKPETHPA HEMPOMEHEH upes 0b0peunTe,
HeoDX0AMMa € KOPEKLIMS Ha 103aTa NPy [IALHEHTH ¢ HapyuieHa 0b0pedna (pyHKUHA, KAKTO
B TO4Ka 4.2, 32 1a ce u3derde ysenyyapaHe Ha HEXKENAHHTE JIEKAPCTBEHH PEaKUMH Mopaan
HATpyNBaHe HA LHUMPOGAOKCAIHH.




Hapywenua na xenamoduiuaprama cucmema

Cryvyan Ha JepHOAPOOHA HEKPO3a H KHBOTO-3acTpallaBaia YepHOAPOOHA HEAOCTATUYHOCT Ca
AOKJIAABAHH IPH jicueHue ¢ uHnpodokcaurH (Bxk. Touka 4.8). B cnyuait Ha npU3HaLy H CHMITTOMH
Ha 4epHOApoOHO 3a00aaBaHe (KATO HANPUMEDP AHOPEKCHSL, XKbATEHNLA, ThbMHA YPHHA, ChPOCK HAH
O0NE3HEH KOpEM), TeyeHueTo TpadBa 1a Ce NpeKpaTH.

I 10K030-6-hocgham dexudpocenazen deuyum

XEMOIMTHYHH peaKkLUH ca OH/H DOKTAABAHH MPH JIEYEHHETO ¢ HHNPOGIOKCALIMH HA MAUMEHTH C
rmoKo30-6-ocdat nexuaporeHazen geguuur. Liunpodaokcauns TpadBa aa ce H304Arsa NpH Te3y
NALKMEHTH, OCBEH aKO MOTCHUMATHATA M0J13a HaJBULIABA Bb3MOXKHHS pUCK. B To3u ciyyail, Tpadsa 1a
ce CJISM 3a NOTEHLMAITHA MOSABA HA XEeMOH3a.

Pe3ucmenmnocm

Ilo Bpeme M ciiea Kype Ha JiedeHHe ¢ uunpodiokcaurt, Morat Aa 6baaT u3onupaHt GaKTepuy,
KOHTO Ca PE3UCTEHTHU KbM LIHITPOGIOKCAUKH, C HJIH 683 KIIMHHYHO NPOSBEHa CyNepHHPEKUHS.
BB3MOKHO € na MMa onpeieNieH PUCK MpX #300pa TIopaIH HaTHYHE Ha LMIPOQIOKCaLIHH-
PE3HCTEHTHH BaKTEPHUH MO BPEME HA MPOIBbIDKHTENHO JIEYEHHE H MPH JICYEHHE HA BETPEOOIHUYHH
MH(pEeKIMK 1/ WK undekiun, npuurnHedd ot Staphylococcus u Pseudomonas BUAOBE.

L{umoxpom P430

Hunpogpnokcaunn nuxudupa CYP1A2 m no To31 HaduH MoXKe a MpeAM3BHKA [TOBULICHA CEPYMHA
KOHLIEHTPAUMS Ha € THOBPEMEHHO TPHIATaHU ¢ HETO BELLECTBA, KOHTO META0ONIM3HPAT YPE3 TO3H
CH3UM (Hanp. TeOUIHH, KII03aNUH, OJ1aH3aIIMH, POITHHUPO.N, TH3aHAAUH, 1YJIOKCETHH, EFOMENIATHH ).
[lopany ToBa, NALIMEHTUTE, KOUTO MPUEMAT Te3H BEILECTRA ¢IHOBPEMEHHO C LIMNPOQNIOKCALMH ClleBa
na 6bJAaT NPOCIEeAABaAHH BHHMATENHO 3a KJIHHHYHH NPH3HALM Ha NPeNO3HpPaHe, KAKTO H MOJKE Ja e
HAJIOXKH OMpPEAL/SHE Ha CEPYMHUTE UM KOHIIEHTPALUHH (Hanp. Ha TeoWwIHH) (BX. Touka 4.5).
ENHOBPEMEHHOTO NPUNOKEHHE HA UMNPOGMNOKCALHMH H TH3AHHAWH € MPOTHBOIIOKA3HO.

Memompexcam
EnHoBpeMeHHa ynotpeda Ha uunpodiToKcalMH ¢ METOTPEKCAT He ¢e MPENopbUBa (BxK. TOUKa 4.3).

Jlabopamopuu mecmose

[1pu onpeaensHe in-vitro Ha akTUBHOCTTA Ha wunpodaokcau cpey Mycobacterium tuberculosis
MOXKE J1a C€ NonyyaT GaiiBi OTPULATENHE CAKTEPHONIOTHYHH PE3YNTATH B POOH OT NALMENTH,
KOMTO B MOMEHTA MpHEMAT LIMNPORAOKCALIHH.

Peaxyuu na cmpana Ha MACMOMO HA NPUTONCERUE

3a peakuuy, Ha MACTOTO Ha TIPH/IOKEHHE ca OUNM JOKITaIBAHH TIPH HHTPABEHO3HO NMPUIOKEHHE Ha
uvnpodrokcaud. Te3u peakiyH ca no-4ecTH, ako HHpYy3uATa ce npunara 3a 30 MHHYTH HIIH 110-
KpaTko speme. Te Morar aa ce npOABAT KaTO MECTHH KOXKHH PeakLMM, KOHTO H3YE3BAT CKOPO Clie]
NpUKIOYBaHe HA WHPY3u4. [locsenBaio UHTPABEHO3HO MPHUIIOKEHUE HE € MPOTHBOMNOKA3aHO, OCBEH
aKO PEAKLIMATA HE Ce MOBTOPH KIIH C€ BNOLLH.

Baoicnu npedynpesicoenus 3a NOMOWHUME 8euieCInga
Lunpunon 200 mg/100 ml undy3uosen pazreop cbabpka 351,03 mg HaTpuit Ha ¢uakoH (3,51 mg Ha
ml) ekeHBaneHTHO Ha 17.55% ot npenopbuanus ot C30 MakcuMaied AHEBEH NPHUEM OT 2 g HATPUH 34
Bb3pacTEH.

Linnpunon 400 mg/200 ml undy3uoHeH pazTeop cbabpxa 702,07 mg HaTpuH na (prakod (3,51 mg Ha
ml) ekBuBanieHTHO Ha 35,1% ot npenopbyanus 0T C30 MakcHMaeH JHEBEH NNPHEM OT 2 g HATPHH 32

BbL3PACTEH.

MaxkcumanHaTa AHEBHA /1032 OT TO3U NNPOAYKT € eKBUBaNeHTHA Ha 105,3% oT npenopsuure
MaKCHMaseH AHeBeH npueM Ha C30 ot 2 g HaTpuid Ha BBL3PaCTEH.

LinnpuHOII ce cyuTa 3a TIPOAYKT ¢ BHCOKO ChAbPKAHUE HA HATPHH.

Toea TpsadBa na ce uma B NpeaBKA [IPH NALMEHTH HA META C HUCKO ChAbPXKAaHUE HA Ha




4.5 BsaumoneiicTBHe ¢ APYrH JeKAPCTBEHH NIPOAYKTH H ApYrH (POPMH HA B3aHMOICHCTBHE

Egexmu na opyzume rexapcmed 8bpxy yunpopaokcayun:

Jexapcemeaq, 3a Koumo e ussecmuo, ue yovwicasam Q1 unmepeaia

HunpoduokcaunH, nogoOHo Ha ApYTHTE (BIyOpPOXHHOIOHH, TPAOBA Aa CE H3NOI3Ba C NOBHLIEHO
BHUMAHHE MPH MALMEHTH, NPUEMALIM JIEKapCTBa, 3a KOMTO € H3BECTHO, Ye yab/kasar QT MHTepBana
(Hamp. knac IA u I anTHapuTMUYHM CpeacTBa, TPULIMKITHYHA AHTUAENPECAHTH, MAKPOIH/IH,
AHTUMNCHUXOTHLH) (BK, TOUKa 4.4).

[Ipodenuyuo

[Tpobenuuma nosnuasa BepXy ObOpeuHaTa cekpentus Ha runpoduokcaunH. EnHoBpeMEHHOTO
NPHIOKEHHE Ha NPOSeHNUMA M LMIPODIOKCAUMH YBEIHYABA CEPYMHHTE KOHLIEHTPALIMH HA
UMIPO¢IOKCALIHH.

Memoxaonpaviuo

MeTokoripaMu yekopsaea abcopOuUMAaTa Ha UHOPOPUIOKCaLHH (NepopalieH), KOETO BOAH A0 Mo-
KpaTKO BPEME 3a JOCTUIaHE Ha MAKCHMAJIHHTE IUIA3MeHH KOHUEeHTpalMy. He ce HaGnmronasa edekt
BLPXY OHOHANIMUHOCTTA HA LMOPOQIIOKCALIHH.

Omenpazon
EAHOBPEMEHHOTO NpUiarate Ha Udnpodrokcanus ¥ oMenpason ChbAbpiKaliy NEKapCTBCHN NPOYKTH
BOAHW 10 Jeko peayuMpaHe Ha Crpax U AUC Ha uMnpodnokcauuH.

Egexmu na yunpogpaoxcayun evpxy opyeu sexapcmeeHu RPOOVKmMu:

{uzanuoun

TuzaHuaHH He TpgOBa Aa ce npuiiara 3aeiHo ¢ LHMNpoGdIoKCaurH (Bx. Touka 4.3). B eHO KIHHHYHO
M3MIUTBAHE CbC 3APABH JOOPOROIIM Ca OTUCTECHU MOBHILABAHE HA CEPYMHATATAa KOHLIEHTPAalKs HA
TH3aHUIUH (Crmayx YBEHUEHHE: 7-KpaTHO, 00xBaT: 4 10 21 nbtu; AUC yBenuuenue: 10 Ty, 00XBaT:
oT 6 10 24-KpaTHO), KOTaTo c& Npuiara €eIHOBPEMEHHO ¢ uunpodnokcauuH, ITopuiasaHeTo Ha
CEPYMHMTE KOHLEHTPALHWH HA TH3aHHMIMH € CBbP3aHO ChC 3aCHIEH XHITOTEH3HBEH M CENaTHBEH €(EKT.

Memompexcam

Penanuusar TyOyneH TpancnopT Ha METOTPEKCAT MOKe 1a Obae NOTHCHAT NPH €AHOBPEMEHHO
IPHJIOXKEHHE C LMIPOQIIOKCALMH H ITOTEHLMAITHO BOAM A0 NOBHLIABAHE HA [UIA3MCHUTE HHBA Ha
METOTPEKCAT H MOBHLIEH PHCK OT METOTPEKCAT-CBbP3aHd TOKCHYHHK peakury. EaHOBpeMHHa
ynorpeba He ce npenopbuka (BK. Touka 4.4).

Teogunun

EQHOBpEMEHHOTO NPUAGKEHHE HA LMIPODNOKCALHH H TeODUIHH MOXKE A JOBEAE 10 HEXKEIAHO
NOBUINABAHE HA CEPYMHATA KOHUEHTPAUMA Ha TeoduuH. ToBa MOKe [a AOBEC A0 TEOPHIIHH-
HHOYLHPAHH HEKENAaHH peakiiiy, KOMTO MOTaT PAIKO MOrar aa Osaar AKHBOTO-3aCTpallaBallii WK
¢aranuu. [lo epeme Ha KOMOHHALMA, CEPYMHHTE KOHUSHTpaUHH Ha TeoduinH Tpadsa oa Obaar
NPOBEPABAHH H /14 C€ peaAyLHrpa 103aTa Ha TeOPHIHH NpH HeobBXoauMOCT (BK. Touka 4.4),

Lpyeu kcanmunosu nPou3600HU
Tlpn e1HOBPEMEHHO MPUIOKEHHE HA HUIMPOGIOKCALIMH M KO(erH WY NEHTOKCHPHIHH

(OKCIEHTH(HNMH) UMa CHOOLIEHHA 32 MOBUIIIABAHE HA CEPYMHWUTE KOHLIEHTPaUMy Ha TE3H
KCAHTHHORH MPOH3BOIHH.

Denumour
EnHoBpeMeHHO NpUaoKeHHe HA UMNPOMIOKCAUMH U (PeHHTOWH MOXKe 1a A0BEAE 10 Y
HaAMAa.IBaHEe Ha CEPYMHHMTE HUBA HA (PEHUTOHUH, TaKa Ye Ce MPEnopbuBa MpoCieIsaBaH
NE€KAPCTBEHUTE HHUBA.




Huxrocnopusn

[IpexonHo noBUIIaBaHe HA KOHUEHTPALIAATA HA CEPYMHHS KpeaTHHHH ce Habnoaasa Korato ca Ouiu
NPUJIOKEHH €/IHOBPEMEHHO LMIPOJUIOKCALIMH U LIUMKITOCTIOPHH CBhABPKALLY JICKAPCTBEHH MPOIYKTH.
[lopaan TOBa 4eCTO (ABa MbTH CEAMHYHO) € HEODXOIUMO 14 C€ KOHTPOJIHUPAT CePYMHHTE
KOHUEHTPALUMKW HA KPEATHHHH IIPH T€3H NALHCHTH.

Aumazonvucmu Ha eumayun K

EaHOBpEeMEHHO NPHIIOKEHUE Ha UMAPOQIIOKCALIMH ¢ RHTAMOHUCTH Ha BUTaMHH K MOke Ja 3acuiu
HEMOBUTE aHTHKOArynaHTHH edekTH. Hima MHoro ¢cLo0u1eHns 3a noBUIIABAHE HA NEpopaIHaTa
AHTHKOAT'YJIAHTHA AKTUBHOCT MPH NALUMEHTH, IPUEMAIIH aHTHOAKTEPHAIIHH areHTH, BRIHOUYHTETHO
(pIyOPXHHOIOHH. PUCKBT MOXKe 1a ce pa3iinyasa B 3aBUCHMOCT OT BHJA HA MHPEKUMATA, BB3PACTTA U
OOIIOTO CHCTOAHME HA MALMEHTA, TaKa Ye PonATa Ha LMnpodiokcalliH 3a nosHinasane Ha INR
(MEKAYHAPOAHO HOPMATU3MPAHO CHOTHOUIEHHE) € TPYAHO Moxe Ja ce npeueHH. [Ipenopbunrenno €
INR na ce HabmogaBa vecTo no BpemMe Ha H MaJIKO cJie]l EAHOBPEMEHHOTO NPHIOKEHHE Ha
LIMMPOPNOKCALMH C aHTATOHUCTH Ha BuTaMuH K (Hanp. BapgapiiH, aeHoKyMapoJ, (PeHMPOKYMOH
HUAX PAYUHIAOH).

Hyviaoxcemun

B KJIMHUYHH NPOYUBaHHSA € I0KA3aHO, Y€ €IHOBpEMEHHATa yNoTpeOda Ha TyJIOKCETHH C MOLHH
HHXHOHTOpH Ha CYP450 1A2 u3oeH3uM, KaTo GNyBOKCaMHH, MOXKE Ja JOBEAE 10 YBE/IHYaBaHEe Ha
AUC # Cpax HA IYNOKCETHH. BHIIPEKH Y€ HAM2 AOCTATHUYHO KJIHHHYHM JAHHH 32 BB3MOXCHO
B3aHMOJECHCTBHE C LIMNPOGUIOKCAUMH, NOA00HH ePEKTH MOrar ja ce 04akBa IPH €THOBPEMEHHOTO
NPWIOKEHKE (BK. TOUKA 4.4).

Ponunupon

HokKazaHo € B KIIMHUYHO IPOYyUYBaHE, Y€ €JHOBPEMEHHOTO NPHAOKEHHE HA POTTHHHPOJ H
uHIpogaokcauyt, ymepeH HHXHOWTOP HA CYP450 1 A2 u30eH3uM, BOAW OO MOBHINABAHE HA Chax H
AUC nHa poniHrpon ot 60% u 84%, ¢hbOTBETHO. MOHHTOPUHI HA POITMHUPO.- CBBP3aHUTE HEXKEJIAHH
NEKAPCTBEHH PEaKLMK W KOPEKLIMS HA [103aTa B 3aBHCHMOCT OT clly4as ¢€ NpenophyBa Mo BpeMe Ha H
MaJIKO CIEA €JHOBPEMEHHOTO MNpuiaraHe ¢ uMnpodaokcaumy (Bxk. Touka 4.4).

Judoxaun

Toea e Ouno aAeMOHCTpHpaHO NMPH 34paBH MHAYMBU/IH, Y€ €IHOBPEeMEHHATa ynoTpeda Ha JHIOKauH
CHIBPAALIM EKAPCTBEHH NPOaYyKTH ¢ Iunpoduiokcaluy, ymepeH naxubntop na CYPA50 1A2
W30CH3HM, HaMansgBa KIMPBHCA Ha MHTPABEHO3HU JHAOKAUH ¢ 22%. Bohnpek#, ye NCUYCHHUETO C
NMAOKAHH ce NoHacs no0pe, Bb3MOKHO € Bb3HHKBAHE HAa HEKeNlaHU PEaKLHH B Pe3yJ1aTaT Ha
B3aHMOAEHCTBHETO ¢ UMNPODIOKCALHH NPY EAHOBPEMEHHO TIPHIOKEHHE.

Kagzanuu

Csen €IHOBPEMEHHO NMpunokeHue Ha 250 mg uunpodaokealiit ¢ KN103afndH B IPOALIKCHHE HA 7
OHH, CEPYMHHTE KOHLEHTPAUMH Ha KJI03anuH U N-Ie3MEeTHIKIO3anuH ce yBesiuuaga ¢ 29% u 3 1%,
CbOTBETHO. llpenoppyBa ce KIMHMYHO HADTOACHHE W NOAXOAALLO KOPHTHPAHE Ha A03aTa Ha
KJIO3AMHH 110 BPEME M CKOPO CAE €JHOBPEMEHHOTO NPUIOKEHHE ¢ LHIpodIokcaluH (Bx. Touka 4.4).

Curnoenagun

Cmax H# AUC Ha cungeHadun ca ce yseMUUAM G130 ABAa MBTH MPU 34PaBH HHAHBHAH Clie]
nepopaiHa a103a ot 50 mg npuera eaHoBpeMeHuo ¢ 500 mg uunpodaokcaumt. Ilopanu Tosa ce
M3UCKBA MOBHLUCHO BHUMAHHKE MIPM NPEATTUCBAHETO HA LMNPOPIOKCALHH €AHOBPEMEHHO ChC
cunfeHagua, kato TpadBa Aa ce ce B3eMaT MPeABHA PUCKOBETE H MOJIHTE.

Azomeramun

B KIHMHHYHH NPOYYBAHHSA € [I0KA3aHO, Ye (PYBOKCAMHH, KaTo cuneH HHxHOnWTOp Ra CYP4
H30€H3HM, NOJYEPTAHO HHXHOHWpa MeTadoNIH3Ma Ha aroMeNaTHH, KOETO BOAH 10 60-kpa
MOBHLIEHUE HA €KCNO3ULMATA HA aroMeJaTHH. Buopeky ue HaMa KTYMHHYHY JAHHU 34 KHO e

B3aUMOIeHCTBHE ¢ uMnpodaokcauuH, ymepen nuxuburop Ha CYP450 1A2, moxe na ebq&i@aﬂtﬁ:ﬁﬁﬁﬁ?
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NoaoOHH eeKTH NpH €THOBPEMEHHOTO UM NpHIIoKeHHe (BK. "uuToxpom P450" B Touka ,,Cneuuvanym
npeaynpexacHHs W peanasHu Mepky rnpu ynorpebda”).

Joanuocem
EHOBpEMEHHOTO NPUAOKEHHE Ha HHNPOMIOKCALIMH MOKE a IOBHIIY KPBBHUTE HUBA HA 30JHTHIEM,
eIHOBpPEMEHHATA YITOTpeDa HE ce npenopbUBa.

4.6 MepTHJIHTET, PEMEHHOCT H KbPMEHe

bpemernnocm

HanuuyHure 0aHHU 3a DIPUIOKEHHETO HA LIMIPOGNOKCALMH NpY OPEMEHHH XKEHHM, HE MOKA3BAT
pazBUTHE Ha MaJIpOpMaLHK HITH Ha (PETO/HEOHATATHA TOKCHYHOCT Ha uurpoduiokcaumy. [Ipoyusanus
[PH >KMBOTHH HE NOKA3BAT JUPEKTHH UIH WHIHPEKTHU YBPEKAALLM ePeKTH MO OTHOLIEHHE Ha
pPENPOAYKTHUBHATA TOKCHYHOCT. [Ipu MJ1adu U HEAOHOCEHH >KUBOTHH, TPETHPAHU ¢ XHHOJ/IOHH, ©
HaOFOAaBaAHO YBPEXKAAHE HA XPYLUANA, KaTO IO TO3H HAUYKMH, HE MOKE 1A CE& H3KITIOYH, Y€
JICKAPCTBOTO MOKE A NMPUUYMHK YBPEXK/JAHE HA CTABHUA XPYLIAJ B YOBELIKUSA OPraHHW3bM IPH
HeAOHOCEHH AeLa/mnoa (BxK. Touka 5.3).

Karto npeanazna Mapka, 3a npeanodyuTaHe € Ja ¢€ H30Area n3noI3BaHeTo Ha LHAPOQIIOKCALIHH MO
BpeMe Ha OpPeMEHHOCT.

Kvpuene
LiunpogaokcatuH ce ekckperupat 8 kbpMarta. [lopaau noTeHUHAJIHUA PHCK OT CTABHU YBPEXKIAHMA,
uvnpoduiokcallH He TpAOBa Aa ¢e H3MOJ3BA M0 BpeMe Ha KbPMEHE.

4.7 EdexTH BbPXY cn0COOHOCTTA 32 LIOPHPAHE H padoTa ¢ MAUTHHH

[Topanu cROHUTE HEBPONOTrHUYHU edeKTH, LHMTPOPAOKCALMH MOXKE [1a OKAXKE BIIHAHHE BbPXY BPEMETO
3a pearupare. [1o To3M HayMn, crnocoBHOCTTA 3a WwodgHpade ik paboTa ¢ MAWKHHK MOXE Ja Ob/le
HapyLUICHA.

4.8 HexenaHn NeKapCcTBCHH peakiHH

Hait-uecTo croOilaBannTe HexxeNaHH jJeKkapcTeeHd peakiin (HJIP) ca ragene U anapua, NOBPbIIAHE,
MPEeXOIHO MOBHLIABAHE HA TPAaHCAMHMHA3ZHTE, OOPHB M peaKlMK HA MACTOTO HA NpPUIAraHe Ha
HH)Y3IHHTE.

HJIP, nozydenyd OT KINHHHYHY IPOYUYBAHHUA H OT HADIIOAEHHE, ClIe] MyCKAHe Ha Ma3apa Ha
uunpoduiokcalidt (lepopanHa, MHTPABEHO3HA M CEKBEHLIMAJIHA TEPanus) rpynHpaHH Mo KaTeropyy Ha
YECTOTa, Ca W3OPOEHH NO-A0MY. AHAIM3BT HA YECTOTATA B3€Ma MO BHUMAaHHE JaHHHUTE OT ABETa
Ha4MHA HA NPUWIOKEHHE, NSPOPANHO ¥ HHTPABEHO3HO, HA LMNpPodIOKCaLIMH.

Knacudmu- qecTH HEYEeCTH peaAKH MHuoro peaks C

IAPAHE HO >1/100 |>1/100000< | > 1/10000 o< | <1/10 000 HEU3BECTHA

OpraHHH a0 < 1/100 /1 600 4eCcToTa (He

CHCTEMH 1/10 MOXKE /14
obae
onpeacscHa
oT
HAJIHYHHUTE
ARHHH).

Hadexnunun n [ bOHUHH

IApa3sHTO3N cynepuHgpeKLU

H
Hapymienua na EosuHoduiua | JleekoneHud XEeMOJIUTHYHA

KpBLBTA H AHneMus aHeMus1




JaM¢pHATA HeyTponenus Arpanynouurosa
CHCTEMA JlekouuToza [ lanuMTonenus
TpomOo- (>kxuBoTO-
LIUTOTIEHUSA 3acTpallaBauia)
TpombouuTemus | [Toruckane Ha
KOCTHHUS MO3BK
(>3XMBOTO-
3acTpallaBallla)
Hapymenns na ANEpruyHu AHa(QHIaKTHYHH
HMYHHATA peakuuu peakIuH
CHCTEMA AsiepruveH oTok | AHaWIakTHYeH
/aHrHOEEM IIOK (3KHBOTO-
3aCTpaLlaBalll)
(Bk. TOUKa 4.4)
Peakiuuu nogobuu
Ha CepyMHa
donecr
Hapymenns Ha CuHapOM Ha
eHAOKPHHHATA HeaeKBaTHA
CHCTEMA CEKpelrs Ha
AHTH/IHYPETH
YeH XOPMOH
(SIADH)
HapymeHnusa Ha Hamaneu XunepriukeMus Xurno-
MeTabOoINIMA N ANeTHT XHMOrTHKEMU rIMKEMUYHA
XPaHEHETO (BK. TouKa 4.4) KOMa (BX.
Touka 4.4)
Ilcaxuaan [TcuxomoropHa | OOBpKkBaHe H [TcuxHUHH Manus
HAPYIUeHHA** XHIMEPAKTHB- AC30PHEHTALMA pEcakunu XHNOMaHHA
HOCT/ peaKkuuH Ha (MOTEeHUHAITHO
O€3NKOHCTBO Oe3MOKONHCTBO 3aBbPLLIBA CBC
[laTtonoruunu CYMUHIHHU HACH /
CBHHILA MHCIIM AJIH ONUTH
Henpecus 32 CAMOYOMHCTBO
(MOTEHLIMATHO H CaMOyOUICTRO)
3aBbPLIBA CbC (BxK. TOUK2 4.4)
CYMLIMIHHA KAEH /
MHCIIH WK
OIIMTH 33
caMOYOHHCTBO U
CaMOyOMICTBO)
(kK. Touka 4.4)
XanouHHALHU
Hapymenns 5a [ napobonue [Tap- Murpena [Tepudgepna
HEPBHATA Ob6LpkBaHe Hu3ecTesns HapyuieHa HEBpOIAaTHA,
cucremMa*# 3amaiipaHe Xunoecresus KOOPAHHALMATA NOJIHHERPO-
Hapyuwienus Ha | Tpemop Hapyuena naTus
CbHA llpunagbum MOX0AKa (BK. TOUKA
Bkycosu (BKN. HapylieHus Ha 4.4)
HapyllIeHHs CHICTITHYCH OOOHSATENHHNS HEPB
CTATYC BXK. TOUKA | XMINEPTOHHA U
4.4) MO3bYEH
Bepruro [ICEBIOTYMOD
3pHTEAHHA 3pHUTENHH 3puTtenHa
HApYWIEeHHH ** HapyLIEHNS nedopmMalHa Ha




(aunnonun) LIBETOBETE
Hapymensus Ha Tunautyc
YXOTO H 3aryba Ha cnyxa
JAOHpHHTA** /
yBpEXKIaHe Ha
cayxa
Copaeunn Taxukapaus KamepHa
HAPYLIEHHA *** ApUTMUA H
Torsades de
Pointes
(cbobinaBaHu
npeAUMHO
npu
MAUHEHTH C
PUCKOBH
(daKTopH 3a
QT
YAbAKABAHE )
, EKT QT-
YAbL/DKABAHE
(B2K. TOUKA
44u49)*
CraoBH Bazogunarauua | Backynur
HAPYIIEHUH ¥ ¥ XHAOTORWA
CHHKON
Pecnu- Jlucnues
pPATOpHH, (BKJIKOYHUTESIHO
(pLAHH H aCTMATUYHO
MeaHAa- CbCTOAHHE)
CTHHAJIHH
HAPYIICHHA
CroManiHo- ["anede lloepbliaHe Cebp3an ¢ [lankpeatur
YpeBHH Huapus | 1 acTpOMHTECTH | NpyUeMa Ha
HApYmICeHHS HaJIHH | AHTUOHUOTHK
KOpPEMHH DONKH | KOJIAT
Hucnencus (MHOTO paaKoO €
Mereopuibm BL3MOXEH
(haTancH U3Xoa)
(Bak. Touka 4.4)
Xenaro- [ToBuinaBpaHe YepraoapoOHO YepHoapobHa
OHJIHApHH Ha YBPEHKAAHE HEKpPO3a
HAPYHICHHS TPaHCAMHHA3NT | XONeCTaTHYHA (MHOro paaKo ce
€ KBITCHULA pa3zBuBa go
[ToBMinaBaHe XeNaTHT >KHBOTO3AaCcTpaLlas
Ha OunupyouH atia yepHoApoOHa
HEA0CTATHLYHOCT)
(BA. Touka 4.4)
Hapyumenns ua O6puer Peakuuu Ha [leTexuu
KOKaTa H [pypuryc ¢dorouyscTeuTen | EpHTema
NOAKOKHHTE Yprukapus HOCT (BXK. TouKa | MyaTHdOpME
TbKAHH 4.4) Epurema Hoao3yM

CHHAapoM Ha
Stevens-

' Johnson




(NOTEeHUHANHO JexkapcTBeHa
>KHBOTO3aCTPALIAB | PEAKUMA <
au) ' 2O3MHODH-
TokcuuHa hEPE Ry
enuiaepmaliia CUCTEMHH
HEKpOJIn3a CHUMITTOMM
(TOTEHLIMAJIHO (DRESS)
YKHBOTO3aCTpawIas
ama)
Hapywenun Ha MyckynHocken | Muanrus MycKynHa
MYCKYJ/JIHO- eTHa Qonka ApTpuT cnabocT
CKe/IeTHATA (Hanp.bonka B | [loguinen TenaoBarMHUT
CHCTEMA, KpaHHHLHTE, MYCKYJI€H TOHYC | pyINTYypa Ha
KOCTHTE H Gonka B repba, | ¥ KpaMnu CYXOMXKHJIUETO
CheIHHHTEJHA Oonka B (npeauMHO
TA ThKAH** rbpaHTE Axunecoso
ApTtpanrus CYXOXKHIIHE) (BK.
Touka 4.4)
ObocTpsHe HA
CHMITTOMH Ha
MHUACTEHUS IPABHC
(BK.TOUYKA 4.4)
Hapymenusd na Yepexaare Ha | bnOpeuna
OnOpenuTe H OBOpeLTe HEAOCTATHYHOCT
NHKOYHHTE XEMATYpHA
OLTHIA KPUCTAITYPHS
(Bx. TOUKa 4.4)
Tybyno-
HUHTEPCTHLHANEH
HedpUT
O6mmn Peakum | ActeHus Orok
HApYUICHHA H H Ha TpecKa HanorseaHe
epeKTH Ha MSCTOTO (xvnepxuapo3sa)
MACTOTO HA Ha
OpUICKCHHAE** | HiDKe-
KTUPaHE
1 HH(]Y-
3UA
Hicnexpanns [logHinaBane B | [loBHIilteHa IloBHuaBaHe
KPbBTA Ha aMMnasa Ha INR (npu
anKaqHaTta MaLHEHTH,
docdarasa JEKYBAHU C
AHTArOHHCTH
Ha BHTaMUH
K)

* Tesu cpOMTHA ca CHLOOLIEHH MO BpEME HA IOCTMAPKETHHIOBUSA NEPHOA, H C& HADIOIaBAT NPEAHMHO

CpeA MALMEHTH ¢ JONBLIHUTETHH puckoBu dakropu 3a QT ynwmxasane (BK. Touka 4.4).

** Cpollasa ce 3a MHOTO peIKH CyHad Ha NPOAB/LKUTETHU (10 MECELIM MITH TOOHHH),

HHBAJIHOH3HPALIKR H NTOTCHUHUATTHO HEOﬁpﬂTHMH CECPHUO3HH NeKapCTBCHHU PCAKIHH, 3acAralid HAKOJIKO,

MMOHSKOra MHOTO CHCTEMO-OPraHHH KJIacOBE U CETUBA { BKNKOYMTENHO PEAKLUHH KaTO TeHAHHHT,
pa3sKbCBaHEe Ha CYXOXKWIMe, apTpanrus, 001Ka B KpaHHMLKXTE, HApyLICHHE Ha NOXOAKATA, HCBPON
CBBP3aHH C MapecTe3HM, Renpecus, yMopa, HapylIeHHE Ha MaMeTTa, HapyLIeHHs Ha ChHA H
YBPEH/AHE HA CITyXa, 3pEHHETO, BKYCa H OOOHAHKHETO) BbB BPb3Ka C YIIOTpedaTa Ha XHHOJIOH
(IIyOPOXHUHONMOHH, B HAKOH CJIy4au, HE3aBHCHMO OT BeUe CBLIIECTBYBALUMTE PUCKOBH (aKTO

Touka 4.4).




** [Ipu nauueHTuTe, NnpUeMawH GIyopPOXHHONOHH, €4 CHOOILIEHH CIYUaH HA AHEBPU3MA W 1NCEKALIMA
Ha aopTara, MOHAKOra YCAOKHEHH NTOPAA PAa3KbCBAHE (BKIKOUHTEIHO C JIETANEH H3X0A) H
PErYPruTaLns/HENOCTATHYHOCT HA HAKOH OT ChPAEUYHHTE KJIanu (Bxk. Touka 4.4).

CieIHUTE HeXe/laHU PeakUMHM ca ¢ MO-BHCOKA YECTOTa B KaTeropHaTa Ha NOArPYNUTE Ha NaUMEHTHTE,
NpHeMall1 HHTPABEHO3HA WIHM CEKBCHLIHA/IHA (PEMHUHABAHE OT MHTPABEHO3HO Ha MEPOPATHO
NIeYEHUE) TepaIus:

JeCTH IHOBPBLUAHC, ITPEXOAHO ITOBHIIABAHE HA TPAHCAMHHAZHUTE, DﬁpHB

HeYECTH | TPOMOOLIMTONECHUS, TPOMOOLMTEMUS, OOBPKAHOCT U JIe30PUEHTALMA, Xall0UHHALMH, Nap-
H JU3ECTEe3Hs, NPHIIALUH, CBETOBLPTEXK, BU3YAIHH CMYLLEHHUS, 3aryba Ha CayXx,
TaXHKapAMs, Ba30IHIATALMA, XUIIOTQHUS,

MPEXOAHO YePHOAPOOHO YBPEXKAAHE, XOJIECTATHYCH HKTEP, ObOpeUHa HEAOCTATHYHOCT,
OTOK

pPeaKH MaHUMTONEHMUA, KOCTHOMO3bYHA ACNpecHs, aHapuaaKTHYEH LIOK, ICHXOTHYHH PEaKLHH,
MHIPEHA, pa3CTPONCTBO HA ODOHATENCH HEPB, YBPEIACH CJIyX, BACKYITUT, NAHKPEATHT,
4EPHOOPOOHA HEKPO3a, METEXMH, PA3KBCBAHE HA CYXOMKHIIHETO

[eduampuunu nayuenmu
Yecrorara Ha apTponartus (apTpairus, apTpuT), CIIOMEHATH NO-TOPE, C€ OTHACAT A0 AAHHH, CHOHPaHH
B MpOYYBAaHHUATA ¢ Bb3pacTHH. [1pu aeua, 3a aprponarus ce cho01aBa HecTo (BxK. TOUka 4.4).

CpoOmarpane Ha Noja03MpaHKn Hexelanl peakuuu

Cpo0LIaBaHETO HA NOAO3UPAHH HEXEIAHU PeaKi[iy clie/] pa3pelaBaHe 3a ynorpeda Ha nekapCTBeHHs
PoAYKT € BaXHO. TORA No3BosgBa 1a NMPOABMKY HAOMOAEHHETO HA CHOTHOLICHHETO [10/134/PUCK 32
NeKapeTBeHHd MPoaykT. OT MeAHUMHCKUTE CIEUHATUCTH Ce M3UCKBA A4 CHhODLIABAT BCAKA
MOAO3HPAHA HEKENaHa peaklus Ype3

HanbaHUTEHA areHLMs o JIeKapceTBaTa

yi. . Jlamal ['pyes™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yeGcalT: www.bda.bg

4.9 Ilpenosmpane

CumnroMu

Hma cbobluenue 3a npeaosupane ¢ 12 g KoeTo e JoBesio 10 NeKH CMMITTOMH Ha TOKCHYHOCT. Ilpu
OCTpO npenosnpaHe ¢ 16 g € cpoOLIEHD, Ye € J0BeNo A0 ocTpa OsOpeYHa HENOCTATHYHOCT.
CuMnTOMMUTE NIPH NPSAC3HPAHE ca BUCHE HA CBAT, TPEMOP, IN1aBo0O0s1Me, OTIAAHAIIOCT, MbPUOBE,
XanoLUHHaUMH, 00BpKBaHe, adOMHHATIEH AUCKOMDOPT, OB0peyHa ¥ YepHOAPOOHA HEIOCTATBUHOCT,
KaKTO H KPHCTaTypHs U Xemarypus. FiMa cbobuieHus 3a obpatima Hp0peuHa TOKCHUHOCT.

JIeueHHE

(OCBEH PYTUHHHUTE MEPKHU MPH CNELIHA Cydau Halp. NPeAU3BHKBAHE Ha [IOBPBLUIAHE, MOCAEBAHO OT
[IpMEM Ha MEULIHHCKH BBITICH, CE MPENOPBHYBA Aa c€ cliean 010OpetHaTa PyHKUMA, BKIIOYHTEIHO H
pH M KHCEAHUHHOCTTA Ha YpHHATa, aKO € He0OX0AHWMO, 34 1a ce NPeAOTBPATH KPHCTANLYPHA.
[ManwmenTute TpadBa ga ca noOpe XuapaTUpaHd. AHTHALMIHHTE CPEICTBE, ChABPXKALIM KANUMH HITH
MAarHe3ul MOraT TEOPETHYHO Aa HAMAJIAT adcopOuMATa Ha UMOPOPIOKCAUMH MNPH NPEIO3HPAHE.
CaMo Manko KonudecTso oT uunpoduiokecaust (<10%) ce enMMupHHpa Ypes3 XeEMOIHATH3A HITH
nepuTOHCATHA AUANIU3A.

5. PAPMAKOJOI'TYHHU CBOHCTBA




5.1 dapmakoaHHAMHYHH CBOHCTBA
DapmakorepanesTiyiHa rpyna: ®ayopoxunoiouu, ATC kon: JOIMAO2

Mexanuzem na oeucmeue.

Karto ¢hnyopoXxHHOAOHOB aHTHOAKTEPHAIEH areHT, OAKTEPHANHOTO ASHCTBUE HA UMOPOMIOKCAUMH €
pe3ynTaT oT uHxHOWpaHe Ha agarta THna 1l Tonouwsomepasa (JIHK-rupasa) u tonousomMepasa 1V,
HeobxoauMu 3a OakTepnannara J[HK-pennukauus, TpaHckpunums, Bb3CTaHOBABAHE H
peKoMOUHaLKA.

PK/PD gzaumoomuouienue:;

EduxacHOCTTa 3aBHCH IMABHO OT ChOTHOLIEHUETO MEK/Y MAKCHMAIHATA KOHLEHTPaLKA B CCpyMa
(Cimax) H MUHHMATTHATA HHXKHOUTOPHA KoHueHTpauus (MIC) na uunpodnokcauut 3a OaKTepHaIHH
NaTOreHH U Bpb3KaTa MEexAy miowra noa kpupata (AUC) u MIC.

Mexanuzvm na pezucmenmuocm:

In-vitro pe3UCTEHTHOCT KBM UUIIpodIOKCalMH MOXeE [1a Obae MpuAoDHTa upe3 rmoeraneH npouec npH
uesieBo paznosoaed mytauun 8 JIHK rupaza u tonousomepasa [V. CreneHnra Ha KpbueTOCaHa
PE3UCTEHTHOCT MEKAY LMITPOMIOKCALMH H APYTH (GNYOPOXUHOJOHH KaTO pe3y/ITaTH € MPOMEHITHEA.
EnuHuuHa MyTalHH, HE MOXKE 1A J0BeAE 0 KIHHHYHA PE3HCTEHTHOCT, HO MHOIOOPOHHH MYTAallHH
OOMKHOBEHO BOAAT A0 KIIHHUYHA PE3HCTEHTHOCT KbM MHOIO M/ BCHUYKH AKTUBHM BELLIECTBA, B
paMKHTE Ha Kjtaca.

MexaHu3MuTe 32 PE3UCTEHTHOCT, BKIIIOYBALIW MPONYCKIMBOCT WU €BAYKC IOMITA 3a aKTUBHOTO
BEILECTBO MOraT Aa UMaT NPOMEHIHE ePEeKT BbPXY YYBCTBHTECIHOCTTA KbM (AYOPXHHOIOHHUTE, KOATO
3aBUCH OT (PUZHKOXHMHUYHHUTE CBOMCTBA HA OTACIHUTS aKTUBHH BELIECTBA B paMKHTE HA KNaca u
ahMHHUTETA HA TPAHCTIOPTHHTE CHCTEMH 3a BCIKO aKTHBHO BelECTBO. BCHUKH MEXAHH3IMM HA
PE3HUCTEHTHOCT C¢a HADMOAaBaHH NPH KNHHHUYHM H30AaTH in-vitroe. MexaHu3sMHTE Ha pe3UCTEHTHOCT,
KOUTO JI€3aKTHBUPAT APYTUTE aHTHOWOTHLIM KaTO HHPUATpaLUOHHH DapHepH (4ecTo rnpu
Pseudomonas aeruginosa) n edykc MEXaHUIMHTE MOraT Aa NMOB/IMAAT BbpPXY YYBCTBUTCIIHOCTTA KbM
HANPO¢IOKCALIHH.

Hma cboOweHna 3a niasMui-MmeJuHpaHaTa pe3UCTEHTHOCT, KOAHPaHa ¢ (nr-reHH.

Crexmovp Ha anmubaxmepuaIna akmMUgHOCm.
[ paHUUHM CTOHHOCTH, KOUTO OTAC/AT UYBCTBHTENIHHU 111aMOBE OT LIIAMOBE C yMepeHa 4yBCTBHTEIHOCT
H MO-KbCHO OT PE3UCTESHTHH LIIAMOBE:

LUCAST llpenopeku

Mukpoopranusms YYBCTBHTEIHH pe3HCTeHTHH

Enterobacteria S <0,25 mg/l R> 0,5 mg/l

Salmonella spp. S <0,06 mg/L R > 0,06 mg/L

Pseudomonas S <0,5 mg/l R> 0,5 mg/l

Acinetobacter S <1 mg/l R > 1 mg/l

Staphylococcus spp’ S <1 mg/l R> 1 mg/l

Haemophilus influenzae S 0,06 mg/l R > 0,06 mg/l

Moraxella catarrhalis S <0,125 mg/L R> 0,125 mg/L

Neisseria gonorrhoeae S <0,03 mg/l R > 0,06 mg/l

Neisseria meningilidis S <0,03 mg/l R > 0,03 mg/l

Non-species-related S <0,25 mg/l R > 0,5 mg/l

breakpoints™ e

' Staphylococcus spp. — FpaHHYRHTE CTORHOCTH 38 LHNPOdIOKCALIMH ca CBbp3aHH ¢ Tepa @ﬁ%ﬂzﬁyﬁ
JO3H. ey S
*I'paHYHKTE CTOHHOCTH, KOMTO HE €a CBbP3aHH ¢ ONPeAeseH BU/L Ca ONpedeeHH Mia 134 %

thapMakOKHHETHYHH/ (PapMaKOAHHAMHUHY IaHHH Y Ca HE3aBUCHUMHU OT PA3NpPeNCSAE€HHUA



MHHHMaHata HHXHOWTOpHA KOoHUeHTpauus (MIC) Ha KoHKkpeTHHA BHA. Te ce u3noa3eaT € IMHCTBEHO
33 BUIOBE, 32 KOUTO HE ¢ ofipeacieHa rpadiuHa CTOMHOCT 3a KOHKPETEH BHA H HE Ca 3a Te3M BMAOBE,
NpH KOKWTO HE CE NPENnopbYBa UINUTBAHE 3@ YYBCTBUTEIIHOCT.

PaznpocrpaneHHeTo Ha NpUIOOMTA PE3UCTEHTHOCT MOXKE /12 BApUpa reorpa(cky M BbB BPEMETO 34
OMpe/IeJIeHH BUAOBE M € XKEeMaTeaHO A2 HMa MeCTHA HHGOPMALIHA 3a Pe3UCTEHTHOCTTA, OCODEHO
KOraTo C€ JIEKYBAT TEXKK HHDeKUMH. AKO € HeoOX0ooMMO, TPsOBa 1A C€ ThPCH €KCNEPTEH CHBET,
KOraTo MECTHOTO pa3npoCcTPAHCHWE HA PE3UCTEHTHOCTTA € TAKORA, Ye MOJI3aTa OT arC¢HTa MpH MOHE
HAKOH BUAOBE HH(EKLIMH € NoA, BLIPOC.

[ pynupane Ha ChbOTBETHUTE BU/IOBE CIOPEA YYBCTBUTETHOCTTA KbM LIMIMPOPIOKCALMH (32
Streptococcus species Bx. Touka 4.4)

OBHYAMHO YYBCTBUTEJIHHA BUAOBE

Aepobun I'pamM-n10/103KHTETHH MEHKPOOPraHH3MH
Bacitlus anthracis (1)

AepoOnu I'paM-oTpHnaTeNHH MEKPOOPTAHH3MH
Aeromonas spp.

Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilus influenzae*
Legionella spp.
Moraxella catarrhalis *
Neisseria meningitidis
Pasteurella spp.
Salmonella spp.*
Shigella spp.*

Vibrio spp.

Yersinia pestis

AuaepoOHH MHKPOOPIraHH3IMH
Mobiluncus

JIpyrd MHKPOOPraHH3MH
Chlamydia trachomatis ($)
Chlamydia preumoniae ($)
Mycoplasma hominis ($)
Mycoplasma pneumoniae ($)

BUOBE, 3A KOUTO IIPUAOBHUTATA PESUCTEHTHOCT MOKE JIA BBJAE
IMPOBJIEM

AepoOHH I paM-n010KHTETHH MEAKPOOPTAHH3MH
Enterococcus faecalis ($)

Staphyvlococcus spp.* (2)

AepoOHu I' pam-oTpHUATETHH MHKPOOPraHHIMH
Acinetobacter baumannii+
Burkholderia cepacia+*
Campylobacter spp.+*
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae*
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae*
Morganella morganii*
Neisseria gonorrhoeae*
Proteus mirabilis*
Proteus vulgaris*
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Providencia spp.
Pseudomonas aeruginosa®*
Pseudomonas fluorescens
Serratia marcescens*

AHacpoOHH MHKPOOPraHH3IMH
Peptostreptococcus spp.
Propionibacterium acnes

MPACHIO PESUCTEHTHH OPT'AHH3MH

AepoOnn I paMm-no1oskuTe THE MEHKPOOPTaHH3MH
Actinomyces

Enteroccus faecium

Listeria monocylogenes

Aepobun I paM-oTpHBaTe/ITHH MHKPOOPTAHH3MH
Stenotrophomonas maltophilia

AHaepOoOHH MHKPOOPTAHH3IMH
Excepted as listed above

APpYrn MEKPOOPraHa3Mu
Mycoplasma genitalium
Ureaplasma urealitycum

* KnuHHuHaTa epMKacHOCT € JoKa3aHa 3a NoJAaT/IMBH H30AATH B 0400pEHHTE KIIMHHYHH MOKa3aHKA
+ Pe3ucTeHTHOCT yecToTa > 50% B ¢aHa WK NoBeye AbpyKaBU-uneHKH Ha EC

($): EcrecTreno ymepeHo YyBCTBUTETHOCT MPH JIMIICA HA NPUIODMTH MEXAHH3MH HA PE3HCTEHTHOCT
(1): [lpoyusanusaTa ca NpoBeACHH BbPXY €KCIEPHMEHTAIHH JKHBOTHH NIPH HH(EKLIMK B PE3YIITAT HA
MHXAIaUHK Ha ciopH Ha Bacillus anthracis;, Te3d npoy4YBaHHA MOKa3BaT, Y€ aKO AHTHOHOTHYHOTO
neYeHHUE 3anoYHe BeIHara ¢Jea €KCNO3HLMATa C€ M30sArBa pa3BUTHETO Ha DONECTTa, KaTO JIEYEHHETO
Ce ChCTOM B HAMANIABaHe Ha Opos Ha CIIOPHUTE B OpraH13Ma rnoj sapasHure no3u. llpenopbuanara
ynotpeda npu Xopa, ce OCHOBARA I1ABHO HAa {N-Vitro YyBCTBUTENHOCT M EKCHEPHMEHTANHY AJAHHH C
KUBOTHM, 3a€HO C OrpaHHYE€HU JaHHHU NIpu xopata. JByMeceynaTa npoab/KHTEAHOCT HA IEYCHHUETO
NpH Bb3PACTHU C OepopaiicH UUNPodnoKcalliH ce H3BbPLLUH B clieAHUTE 1033, S00 mg nea mbTy
JIHEBHO ¥ CE CYMTAT 32 e)eKTUBHH 3a NPEAOTBPATABAHE HA AaHTPAKCHA HH(EKIH [IPH Y0BEKA.
JlexyBaluuar nekap TpadBa Aa ce OTHACA KbM HAUHOHAIHUA W/ KWW MEKIYHAPOAECH KOHCEHCYC NO
OTHOLLEHUE Ha JICYEHHETO HA AHTPAKC.

(2): MeTHUMTUH PE3UCTEHTHH S, Qurels MHOIO 4€CTO MOKA3BaT KPbCTOCAHA PE3UCTEHTHOCT KbM
GYOPXHHOJIOHHTE.

CTeneHTa Ha Pe3NCTEHTHOCT KbM METHLIINH € 0Kono 20 10 50% npH BCHUYKH BUAOBE CTA(HIOKOKH
¥ OOHKHOBEHO € MO-BUCOKA ITPH BBTPEOOTHUYHH H3O0JIATH.

5.2 PDapMakoOKHHETHYHH CBOHCTBA

Abcopoyus

Cnen nuHTpaBeHO3Ha MHPY3UA HA LUMNIPOGUIOKCALIMH, B Kpasd Ha HH(pY3HA C& JOCTHTAT CPEAHHUTE
MAaKCHMAJIHH CEPYMHH KOHUEHTpauuH. PapMakoKMHETHKA Ha UMITPOGIOKCAUMH € THHEHHA Hall
no30BuA 0bxeat a0 400 mg, NpHNOKEH HHTPABEHO3HO.

CpaBHeHUe Ha papMaKOKHHETHYHHTE MapaMeTpH NPy JO3UPOBbYEH PEXHUM JBa MbTH HA ASH U TPH
MbTH HA ACH MIOKA3Ba, Y€ HIMA JaHHM 3a HATPYIIBAHE HA JIEKAPCTROTO- LIMNPOMIOKCAIMH H HEFOBHTE
METADOIHTH.

60-MUHYTHA HHTpaBeHO3HA HHDY3HA HA 200 mg uuNpodIOKCaUUH HIH NEPOPATIHO NPUTTOKEHHE HA
250 mg uUnpoMAOKCcalUMH, KaTO ¢ NpUiara Ha Bceku |2 vaca, MMaT eKBHBANEHTHA MIOL 110]1
KpUBaTa cepymMHa KoHueHTpaums/ speme (AUC).

60-MuHYTHA HHTpaBeHO3Ha HHDY3HA oT 400 mg uunpodokcaluH Ha Bceku 12 vaca e
6noeksuneaneHTHa Ha 500 mg nepopajiHa n03a Ha Beekd 12 yaca no orHowmenne Ha AUC




400 mg yHTpaBEHO3HA 103a npuiaraly Haa 60 MuHyTH Ha Bcekd 12 yaca Boau no Cmax CXOO€H ¢
TO3K, HaO/oaarad ¢ 750 mg nepopanHa no3a.

60-mnnyTHa HHQy3ua ot 400 mg uunpodnokcaurH Ha Bcekd 8 Haca, ca eKBUBANCHTHH M0 OTHOLIIEHHE
Ha AUC na 750 mg nepopaneH pexxuM JaBaHU Ha BCEKH 12 vaca.

Paznpedenecnue

CBBbp3RaHETO HA LMINpOdIIOKCalHH ¢ mpoTeHHH e HHeka (20-30%). Llunpodnokcauun npucbeTaa B
riazMara Ao rojsma cTeneH B HeHoHnn3upaHa hopMa u uMa roiaM odeM Ha pasnpeaenenue 2/3 L/kg.
HunpodaokcauHH 10¢Tvra BUCOKM KOHLEHTPALMH B Pa3IMUHH ThKAHH, KATO Hanpumep Oenuna apod
(enMTENHUTE TEYHOCT, ajiBeoNapHUTE MaKkpodard, OHONCHYHH ThKaH), CHHYCHTE, Bb3NajeHH J1S31U
(kaHTapHHA MEXYPHA TEUHOCT), KAKTO H YPOreHUTAJIHUA TPakT (YPUHA, [IPOCTaTa, €HAOMETPHYM)
KbJIETO 00W1aTa KOHIIEHTpALMs, [IPEBUIIABA Ta3{, AOCTMrHATA B 1a3Mara.

buompancdopuayus

Hucku KOHUEHTpauuH Ha 4YeTupH MeTabonauTa ca Ounu chob1eHn U ca OUAN WICHTUHUHPAHKW KATO!
nesetusieHeLUnpodokcaunH (M 1), cyadouunpodnokcauut (M 2), okcouunpodnokcauut (M 3) u
popmununnpodnrokcann (M 4). MetabonuTHTE Moka3sar in-vifro aHTHMUKPOOHA AKTHBHOCT, HO B
O-HHCKa CTEMEH, OTKOJIKOTO Ta3K Ha H3XOIHOTO ChEHHEHHE.

3Hae ce ye uurpoduiokcaunH e ymeped HHxuouTop Ha CYP450 1A2 n3o-eH3uma.

Eruvunupane

[[MnpodaoKcauMH 10 roisaMa CTeneH ce eKCKpPeTHpa B HEMPOMEHEH BH] 4ype3 ObOpeLHTe, KAKTO 1 B
no-Majika CTerneH upes detieca.

Exckpenns Ha uanpoduaokcanuu (% ot g03arta)

Ilepopaano npHaoKenHe

Ypuna Penec
Liunpodnokcaumn 61,5 15,2
MeTabonutu (M,-Ms) 9,5 2,6

buOpeuHuAT kKnupbHC € Mexkay 180-300 ml/kg/h, a oBmaT knnpbHe e mexay 480-600 ml/kg/h.
Llvnpodgnokcaumd ce nognara Ha raomepyiiHa unTpanus W TyOyiiHa cexperus. CHIHO HapylleHa
OnOpedHa PpyHKIIHMA BOOH 10 TOBHIIABAHE HA BPEMETO HA MOMYKHMBOT Ha HUANpoQoKcalmH a0 12
yaca.

M3ebp0OBOPEYHNE KIUPBHC Ha UHNPOQPNOKCALMH ce AB/KH OCHOBHO HA aKTHBHATA TPAHC-
MHTECTUHAJIHA CEKPELMA W MeTabOTH3M.

1% o1 go3ata ce ekckpeTHpa 4pes *rbukarta. L{unpodnokcauuy ce HaMHpa B XK/THUKATA BB BHCOKA
KOHLICHTPALH4.

[eduampuunu nayuenmu
(DapMaKOKHHETHUHHTE AAHHH MPH NEeAHATPHYHHN NALKCHTH, Ca OrPaHHUEHH.

B eano npoyuBaHe npu Aeua Cmax 1 AUC He 3aBHCAT OT BB3pacTTa (Haa €1Ha roauiliHa Bb3pacT). He
¢ HaOynoaBaHo 3HaunuTeHO nosuwasane Ha Cpa 1 AUC cnen MHOTOKpaTHo go3upate (10 mg/kg
TP O'bTU JAHEBHO).

[Ipn 10 neua c TexbK cencHe Crax € Guna 6,1 mg/l (auanaszoua 4,6-8.3 mg/l) cnen 1-yacosa BeHO3Ha
nHOY3ua Ha 10 mg/kg npu neua Ha BL3pacT no-mainkyu ot 1 rogrHa B cpasHenue ¢ 7,2 mg/l (ot 4,7 -
11,8 mg/1) 3a Aeua Ha BL3pacT mexay | ¥ 5 rogmiuba ev3pact. AUC cToliHocTHTE ca Dun
17,4 mg*h/L (auanazon 11.8-32.0 mg*h/l) n 16,5 mg*h/l (ananazon 11.0-23.8 mg*h/l) s ¢
Bb3PacTOBH IPYIH.
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Te3u cTOMHOCTH ¢4 B rPaHULMTE, OTUETEHH MPH BH3PACTHH B TepaneBTHUHHK A034. B3 ocHOBa Ha
MOMYJALMOHHHS (GapMaKOKHHETHYEH aHAN3 HA [IeAMATPUYHM NALMEHTH ¢ pa3IiYHY HHOCKUHWH,
NPeanoiaraeMoTo BPEME Ha NOIYKUBOT MPHM JelaTta € npHoaMIMTenHo 4-5 yaca H OMOHANHYHOCTTA
Ha nepopanHarta cycrnensns sapupa ot 50 no §0%.

5.3 1lpeaixiHHHYHH JAHHH 32 0€30MACHOCT

HexnuHWYHKUTE faHHK HE NTOKAa3BaT OCODCHHM PUCKOBE 3a Xopara Ha 0a3a Ha KOHBEHUWOHAJTHHTE
NpOy4BaHUs HA €THOKPATHA 10332 TOKCHYHOCT, TOKCHYHOCT MPH MHOTOKPATHO MPHIOKEHHE,
KaHLIEPOTEHEH TIOTCHLMA WITH PENPOIYKTHBHA TOKCHUHOCT.

[TonodHO Ha penunua APYTH XUHOJOHH, UHNPOGMNOKCAUMH € (POTOTOKCHYEH APH XKHBOTHHU NPH
KJIMHAYHO 3Ha4YMMY HUBA Ha ekcno3ulus. Jlanaure 3a goroMyTrareHHOCT / QOTOKAPUMHOTCHHOCT
noxaseat cabu GoTOMyTareHHU uiK PoToTYMOPOreHHH €EKTH HA LUNMPOMIOKCALHH B OITUHTHTE IN-
Vitro v npu XHBOTHHUTE. TO3H eeKT e OHIT CpaBHUM C TO3H Ha JAPYTUTE THPa3sHU HHXHOHUTODH.

Cmasna nonocumocm;

KakTo ce ¢hoOiasa 3a Apyrure rupazHd HHXUOUTOPH, LHIUITPOGUIOKCALIMH NMPHYHHABA YBPECHKIAHE HA
FOIEMHUTE HOCEIH CTaBH NPH HEAOHOCEHU KUBOTHH. CTeneHTa Ha yBpeKJaHe HA Xpyllsijia Bapupa B
3aBUCHMOCT OT Bb3pacTTa, BUAA U 103aTa; YPEKIAHETO MOKE /14 C€ HAMaJIH, 4pe3 NPeMaxBaHe Ha
HATOBApBaHETO Ha ¢TaBuTe. [IpoyuBaHUATA ChC 3peiin 3 KUBOTHH (TUTHXOBE, Ky4eTa) HE 1aBat
J0Ka3aTeJICTBA 3a YBPEXKAAHE HA Xpyulsina. B efHO npoyyBaHe Npy MJIaaU Ky4€Ta rOH4YeTa,
UUNpOQIOKCALIMH NPHYHMHABA TEXKH CTABHH NPOMEHU B TEPANMEBTHYHH JO3H, C/Ie[ JBE€ CCAMHULIN Ha
NIEYEHUETO, KATO TE€ BCE OLLE ce HabaoaasaT M ciaej 5 mecela.

6. PAPMAILIEBTUYHH JAHHHA

6.1 CuaHcbk Ha TOMOIIHHATE BeNleCTBA
HATPHEB JIAKTAT

HATPHEB XJIOPH]

KOHUEHTpUPaHa CONHA KHUCEeIMHa

BOJA 3@ HHKEKUMH

6.2 HecbBMeCcTHMOCTH

JlekapcTBOTO He TpAOBA Aa ce CMECRa ¢ JAPYTH JEKApCTRA, OCBEH TE3H CIIOMEHATH B TOUKA 6.6.

OcBEH aKko He € NOTRBPACHA CHBMECTUMOCTT € IPYTH Pa3TBOPU/IIEKAPCTRA, HHPY3HOHHHAT pa3TBOp
TpsOBa BUHArd Aa ce npuiara oTAeNHO. Buanmure npu3Hayn Ha HECHBMECTUMOCT €a Harfp. yTanaBaHe,
[IOMBTHABAHE W MPOMAHA HA [BETA.

HecbBMecTMMOCT Ce MOABABA IPH BCHYKH HH(PY3HOHHH Pa3TBOPH/IEKAPCTEA, KOMTO Ca PU3HHECKH
HJTH XHMHYeckH HecTabuauu npu pH Ha pazTeopuTe (Hanp. HEHULMIIMHH, XENAPHHOBH Pa3TBOPH),
0cobeHO B KOMOMHAUMA C pa3TBOPH, KopurupaHu 10 ankanHo pH (pH Ha pasteopuTe Ha
qunopodnokcaumH: 3.9 — 4.5).

6.3 Cpoxk na rogaoct

5 TOAHHU

6.4 CrneuuanHn ycJI10BHA HA CbXPAHEHHE

To3n nekapcrBen NpoayKT HE U3UCKBA CIIELMAIHM TEMITEPATYPHH YCIIOBHS Ha ChXPAHEHHE.

Ja ce chxXpaHsBa B OpHrHHAIHATA ONAKOBKA, 33 A4 CC NpeAnasy OT CBETIIMHA.




PazreopbT HE TpAORaA Na ce 3aMpasapa.
6.5 BuaH chabpkaHHe HA ONAKOBKATA

(dnakon, rymeHa 3anyluaika, anyMuHiesa sanywanka: 100 ml nagy3vonen pasrsop 200 mg/100 ml,
B KYTHA.
MdnakoH, r'yMeHa 3anyinaika, anyMuHyesa 3anyuanka: 200 ml undy3uonen pazreop 400 mg/200 ml,
B KYTHUA.

6.6 ChnenunanHH npeanazHu MEPKH NPH H3XBBLpJIAHE H paGoTa

LlnpuHOT HH)Y3UOHEH pa3TBOp € ChBMECTHM ¢ (DM3HONOrHYEH pa3TBOP, pa3TBOp Ha Punrep, pasTeop
#a XaptmaH (PuHrepos nakrar), 5% win 10% rnwokosex pasteop, 10% pasteop Ha ¢ppykrosza u 5%
rimoko3eH pa3teop ¢ 0,225% NaCl unm 0,45% NaCl.

[1o MUKPOOHH NPUYHHHK, NPy CMECBaHe HA UHIPO(IOKCALHH HH(Y3UOHEH pa3TBOp C APYIH
ChBMECTHMH C HETO MH(PY3HOHHH Pa3TBOPU, TOH TpsiOBa j1a ce MpHara HENOCPEACTBEHO CIEN
CMECBAHE.

7. IIPUTEXATEJI HA PASPEIHEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEBA

Per.Ne: 20000137 — 200mg/100ml
Per.Ne: 20040069 — 400mg/200ml

9. JATA HA IIBPBO PASPEIIABAHE/MMOJAHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpeo pazpewasane: 05.06.2000 - 200mg/100m! u 16.02.2004 - 400mg/200ml
Jara Ha nocneano noguossaBane: 20.06.2011 - 200mg/100m1 u 09.10.2009 - 400mg/200mi

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




