KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
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Kom Poz. N oK OovoldYy
1. UME HA JJEKAPCTBEHMUSI ITPOAYKT e

al=l1y-

Lunpunon 100 mg/10 ml koHUEHTpAT 32 HH(Y3HOHEH paarﬂgp - {X) -g.;z.g ik t1 -0- 2025§
Ciprinol 100 mg/10 ml concentrate for solution for infusion . g

2, KAYECTBEH 1 KOJIMYECTBEH CbCTAB

10 ml ot KoHUEHTpaTa 3a HHYy3HoHeH pastBop (1 ammyna) ceabpyka 100 mg uunpodiokcaluy
(ciprofloxacin) xato uunpodJiokcaMHoB nakrar (ciprofloxacin lactate). 1 ml OT KOHLIEHTpaTa 3a

nHdy3HMoHeH pa3TBop chabprka 10 mg uunpoduiokcaumt (ciprofloxacin) Kato LUIPO(JIOKCALIMHOB
nakrar (ciprofloxacin lactate).

[TOMOILIHM BElIECTBA C U3BECTHO JICUCTBHUE:
Harpwii: 0,0124 mg/ml

3a MbJIHUSA CIIMCHK Ha MOMOILIHUTE BEIIECTBA, BHXKTE To4Ka 6.1.

3 JEKAPCTBEHA ®OPMA

KoHiieHTpar 3a MH(Y3MOHEH Pa3TBOP:
OMCTBP, XKBIATO-3€JIEH pa3TBOP.

4. KJIMHUYHHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHS

[ {MrpHHOJ KOHLIEHTpAT 3a HH(Y3MOHEH pa3TBOp € MOKa3aH 3a JICYeHHE Ha CIICIHUTE MHpEeKUUH (BHXK
Touky 4.4 u 5.1). CieuasiHO BHUMaHHUe Clie/iBa 1a ce 00bpHe Ha HaJlM4HaTa MHpOopMali 32

PE3UCTEHTHOCT KbM LIMIPO(IOKCAIMH, NIPE/IM a 3a104HE JIEYEHHETO.

Tps6Ba na ce uMa npeaABU 0QUIMATHOTO PHKOBOJICTBO 3a MOJAXOAALLO H3I10JI3BaHE Ha
aHTHOAKTEepHAJIHU CpeJICTBA.

Bw3pacmnu
- WUHpekunn Ha JOJIHUTE JUXATE/IHH MTbTHINA, TPHYHHEHH OT ['paM-oTpHLIaTEIHH OAKTEPHH:

- ex3alepbanus Ha XpoHUuHa oOcTpyKkTHBHA GenoapobHa Goect
[1pu oGocTpsiHe Ha XpOHMYHA 0OCTPYKTHBHA Ges1oApodHa bosecT LUunpodioKcalMH
TpsOBa 1@ ce U3M0JI3Ba CaMO KOraTo ce CHMTA 3a HEMOAXO/As1a ynorpebara Ha Jipyryd
aHTHOAKTEpHAIHH CPE/ICTBA, KOWTO 0OMYaNHHO ce NpenopbYBar 3a JICHCHHEe Ha TE3H

HH(EKLIMH.
. nHpexums Ha GpoHxuTe U Oesinst Apod NpH KUCTO3HA ¢ubpo3a UM OpOHXHEKTA3UH

- [THEBMOHMS
. XpOHHYEHO CYIypaTHBHO Bb3IMaJICHHE Ha CPEIHOTO YXO.
- OcTpa ek3aniepOalus Ha XpOHUYEH CHHY3HT, 0COOEHO aKO TOH € MPUYHHEH OT ['pam-

OTpHLIATETHH OaKTEPHH
- MHpexunm Ha MUKOYHHUTE ITbTHIIA

- OCTBP MHEJOHEPPHUT
- YCJI0)KHEHH MH(EKLHMH HAa MTHKOYHHUTE ITbTHILA

- DakTepHasieH NNpOCTaTHT

- MHdekiuu Ha 1oJI0BUTE MbTHILA
- OpXHENUIMMHT, BKIIOYHTEIHO Cily4aun, MPHUHHEHH OT HyBCTBHUTC/IHH

gonorrhoeae




- Bb3naineHus B MAJKHS Ta3, BKITIOYUTENHO CTydal NPUYHHEHH OT 4yBCTBHTEHHN Neisseria
gonorrhoeae
- UH(EKIMK HA CTOMAIIHO-YPEBHUS TPAKT (HAIp. IETHUYECKA NHAPHA)

- MHTpaabaOMHHANHU HHQEKLUHH
- WndeKkuun Ha KOXATa 1 MEKHTE ThKaHH, NPUYMHEHH OT I'paM-0TpHLIaTEHU OakTepHH

- 3n0xavecTBEH BbHILUECH OTHT

- HHbpexMy Ha KOCTHTE U CTaBUTE

- HuxanaropeH anTpakc (mpodunakTHKa el HiNaraHe u Jie4eHHe).

[{unpodnokcalMH MOXE Ja ce TIpHiara B JICUeHHETO Ha NMAUHEHTH ¢ HEYTPOMNEHUA C TPECKa, 3a KOATO
ce MpeAnoJiara, 4e € NPUYMHEHa OT HaKTepHaiHa MHQEKLIHS.

ﬂ&ﬂﬂ U ognHoutu

- BpoHX0-nyIMOHATHH MHGEKIIWH, NPUYHHEHH OT Pseudomonas aeruginosa, NpH MaLUCHTH ¢

KMCcTO3Ha Pubpo3a
- YcnoxHeHH ypHHApHHE HH(EKLHY B OCTBD MHENOHEPPUT
- BauuiBane Ha aHTpake (mpoduIakTHKa cne HNaraHe H ieueHHue)

unpodnokcaluuH MOXeE CBILO Jla Ce U3M0JI3BA 3a ICYCHHE Ha TEXKKH HH(pEKUMH NIPH ACLA U IOHOLIIH,
KOraTo CE CYMTA, Y€ TOBA € HeoOXO0AUMO.

JleuerueTo TpAOGBa Aa Ce 3AMOYHE CAMO OT J1€KapH, KOMTO HMAT ONHUT B JIEYCHHETO HA KUCTO3HA
dbubpo3a WHIK Ha TEKKH MHGOEKLHH NPU AcLa U FOHOWH (BX. To4kH 4.4 1 5.1).

4.2 /Jlo3npoBKa 4 HAYHH Ha NPHJIOKEHHAE

ﬂOBHQOBKﬂ

Jlosata ce onpeeNs OT MHAUKALMATA, TEXKECTTa H MACTOTO Ha HH(EKLMATA, HYBCTBUTETHOCTTA KbM
LKNPOGIOKCAIIMH Ha MPHYHHUTENS (MTE) M OT CHCTOAHMETO Ha OBOpeyHaTa ¢ yHKLIHA HA NALHEHTA.
[Ipu meua v IOHOLIH AO3MPOBKATa Ce ONpeAe/s Ha TEJICCHO TETO.

[TpoABL/DKMTEIHOCTTA Ha JICYEHHETO 3aBUCH OT TEXKECTTa Ha 3a00NABAHETO, OT KNIHHHYHOTO
npoTiyaHe U 6aKTEpHOIIOTHYHOTO Pa3BUTHE.

Cne MbpPBOHAYAJIHO HHTPABEHO3HO JIEYEHHE, IEYEHHETO MOXKE 1a IPEMHHE KbM NMEpopalHa TepanHs
¢ TabAeTKH, aKo € KIMHMYHO TIOKa3aHO U ClieN fpelieHKa Ha Jiekaps. [V neuenne TpaOea la Onae
[OCAEABAHO OT MEPOPASTHO JIEHEHHE KOJIKOTO MOXKE IO CKOPO.

TTpH TEKKHM CITYHaH, WK aKO MAlMEHTHT HE € B ChCTOSHUE /ia BaeMa TabneTku (HanpuMep, NalveHTH

Ha TIAPEHTEPAIHO XpaHeHe), ce NPEeNnopbuBa Aa Ce 3ano4He JIEHEHHC C HHTPaBEHO3CH
HUNPOGIIOKCALIHH U Ce PEMHHE KbM NMEPOPATHO NPHIOKEHHE, KOraTo € Bb3MOXKHO.

JleuenneTo Ha MHGEKUMH, PUUMHEHH OT onpejencHy 6akrepuu (Hamnp. Pseudomonas aeruginosa,
Acinetobacter unu Staphylococci) Moxe 1a M3UCKBA NO-BUCOKH 03U H €HOBPEMEHHO NMPIIIOKCHUC U

Ha APYrHd MOAX0AAUIM aHTHOaKTepHanHy CpeacTBa.

JleuenueTo Ha HAKOM MHGEKLUHM (Hamp. Bh3najeHue B MAIKHA Ta3, MHTpaabAOMHHATIHH UH(BEKLMY,
MHGEKLHNH NPH HEYTPONEHUYHH NaLMEHTH M MHQEKIMH Ha KOCTH H CTAaBH) MOXE 12 H3IUCKBA
eIHOBPEMEHHO MPUIOKEHHE H Ha JIPYTH MOAXOAAIIM aHTHOAKTepHANHH CPEACTBA B 3aBUCHMOCT OT
4yBCTBHTEJIHOCTTA Ha NIaTOTCHHUTE NMPHYHHHTEIH.

Buvapacmnu

¥t
/4

IToxazanne THepsa ao3a B mg | O0ma mpo




KOJKOTO € BH3IMOXKHO BO-

CKOpo)
Hudexuyn Ha AOTHHTE JHXATEHH ITBTHILA 400 mg aBa ITETH 7 no 14 nuu
aHeBHO g0 400 mg
TPY O'BTHU JHEBHO
Undeximn Ha ropau | Ocrtpa exsauepbaumus | 400 mg npa mbTH 7 no 14 gum
JMHXATETHY TbTHLLA Ha XpOHHUYEH CHUHY3HT | AHEBHO 0 400 mg
TPHU ITBTHU JHEBHO
XPOHHUYHO 400 mg apa IbTH 7 no 14 nuu
CYIMYpPaTHBHO aHeBHo Ao 400 mg
Bb3MajieHue Ha TPH ITBTH AHEBHO
CPEAHOTO YXO
3noka4yecTBEH 400 mg TpK NBTH 28 nuu no 3 meceua
BbHIICH OTHT JHEBHO
YpuHapai HHOEKLHH | Y CITOXKHEHH 400 mg aBa MbTH 7 no 21 gHH, KATO MOXE Aa

(BK. TOMKA 4.4)

HHPEKLUH Ha
MAKOUHMATE NIBTHIIA U
OCTHP MHUEIOHEPPHT

aHesHo A0 400 mg
TPHU MbTH AHEBHO

Obae ¥ NO-NMpOABIBKHTEIHO
oT 21 OHM NpH HAKOH
crielPUIHH 0OCTOATEACTBA
(xato Hanp. abLiecH)

bakrepuanen
MPOCTATHUT

400 mg asa NLTH
guesHo 10 400 mg
TPH IbTH AHEBHO

2 1o 4 ceamuuu (0CTPO)

Hugexuuu Ha
reHUTAJIHHSA TPaKT

OpxyenuaeMHT H
Bb3NAaJICHHE Ha

400 mg Ara MbTH
aHeBHo a0 400 mg

noHe 14 nHu

MaJIKus Ta3, TPH MBTH AHEBHO
MPUYHHEHH OT
4yyBCTBHUTEJIHA
Neisseria gonorrhoeae
["acTpo- HNuapus npuunieHa ot | 400 mg ABa MbTH 1 nex
UHTECTHHAJIHHU H OakTepHaslHH areHTH | IHEBHO
uHTpaabnoMuHanau | BKJL Shigella spp.
HHpEeKLHHA paznu4HM oT Shigella
dysenteriae Tun I u
eMIMAPHUHO JICUECHUE
Ha TEXKa MbTHUYECKA
nHapus
Nuapus npuurHeHa ot | 400 mg asa mbTH 5 nHM
Shigella dysteriae Tvn JTHEBHO
]
Inapus npuuuHena ot | 400 mg nsa MbTH 3 AHH
Vibrio cholerae AHEBHO
TrudounHa Tpecka 400 mg apa TBTH 7 OHY
JHEBHO
HNuTpaabaoMHUHaTHU 400 mg Apa MeTH 5 no 14 aum
MHGEKUMH NpUYHHeHH | aHeBHO 10 400 mg
oT ['paM-OTpHLATENHH TPU NbTH JHEBHO
bakTepHH
400 mg gBa ILTH 7 10 14 nHH

Wndekimm Ha KoXxKaTa ¥ MEKUTE ThKaHH,
npHUKHEHH OT ['paM-OTpHLIATENHH DaKTepru

aueeHo o 400 mg
TPY ITLTH JHEBHO

Hndexkunn Ha KOCTHTE U CTaBUTE

400 mg aBa MbTH
gHeBHO Ao 400 mg
TPH ITHTH JHEBHO




[TaupueHTH C HEYTPOTICHUA C TPECKA, 32 KOATO

ce mpejrnoara, ue € NpUYHHEHa OT

GakTepuaiHa HHPEKLHA — UMIPOGIOKCALUH
TpaGBa ja ce npwiara B KOMOUHALMA C
noaxoadil(1) aHTHOaKTepUaIHH CpeICTBA

CBhINIAaCHO OOULHATHUTE NPENOPDHKH.

400 mg ara ObTH
aHesHO a0 400 mg
TPH NBTH JHEBHO

Jleuennero Tpabsa na
POABJLKH Ipe3 LeNus

UHxanatopeH aHTpake, NpoQHIaKTHKa ClleA
eKCIIO3HLUA ¥ NMOCISABALLO JIeUeHHe 3a TULa,
KOWTO C€ HYAOAAT OT NapEeHTEPATTHO JICHCHHE.
[Ipunaranero Ha IEKapcTBOTO TpAGBa fa
3aM0YHE KOJKOTO MOKE MO-CKOpOo cliel

NOTBLPKIABAHC HA €KCTTO3HIIHATA.

400 mg nsa mTH
OHEBHO

60 1HH OT NOTBBLPKIACHHAETO
3a excnosuimsa ¢ Bacillus
anthracis

Ileduampuuna nonyrayus

[Toxazanus

/IHeBHRA 1032 B mg

O6ma npoAbJKHTEJIHOCT HA
Je9eHHETO (Bb3MOXHOCT 38
3ANO0YBAHE HA NLPBOHAYMAJIHO
NapeHTEPaANHO Je4YeHHE ¢

[Iepuo]l Ha HEYTPOIICHHATA.

nUIpod.IOKCANRH)
bponxo-Genoapobun Hudekuny npy | 10 mg/kg Tpu MeTH 10 no 14 pHu
KHcTO3Ha (pubpo3sa OHEBHO KaTO
MaKCHMallHaTa a03a €
400 mg Ha npHEM.
YCnoKHEHH ypHHApHU HHOEKUMH U | 6 mg/kg TpH AIbTH 10 mo 21 num

OCTBP NTHENOHEDPHUT

auesHo ao 10 mg/kg
TPH NIbTH AHEBHO KATO

MaKCHMAJTHaTa 1103a €
400 mg Ha nIpHeM.

HHxanaTtopeH aHTpakKc,
npoGWIaAKTUKA CE EKCIO3HLINA
KaKTO W 3a MaLUMEHTH, H3HCKBALLH
NapeHTEpaHO JICYECHHE.
[IpwiaraHeTo Ha J€KapcTBOTO TpAOBa
13 3aMo4vHe KOJIKOTO MOXE NMO-CKOpO
clen NoTBbPXKAABaHE Ha
€KCNO3ULIMATA.

10 mg/kg ABa NBTH
nHeBHO Ao 15 mg/kg
NBa MHTH JHEBHO KATO
MaKCHMaJiHaTa 11034 €
400 mg Ha npUeM.

60 nHH OT NOTBBPXK/JABAHE Ha
excrnosuuMsaTa ¢ Bacillus
anthracis.

JIpyTH Texku HHGEKLNUH

10 mg/kg Tpu MBTH
JTHEBHO KaTo

MaKCHMMalHaTa J103a €
400 mg Ha NpHEM.,

Criopea BHaa Ha HHQEKLMATA

Cmapuecka 8b3pacm
[ManMeHTHTe B CTapuecka Bb3pacT TpAGBa a noNyyasar 1038, choOpaseHa ¢ TEXECTTa Ha HHpEeKIHUATA

H KpCaTHHHHOBHA KJIHPpBbHC Ha MTaHHCHTA.

Hayuenmu ¢ Ov6peuro u ¥eproOpobro yepexcoare
[IpenopsUUTEIHK HAYATHH M NOAAbPXKAILN A03H 38 NALIHCHTH C YBPEACHA 61pO6peuHa QyHKLUA:

KpeaTHHHHOB KJAHPBLHC Cepymen
[ml/min/1,73m?) KpeaTHHHH
jpmol/l}
> 60 <124




AUaJin3ad

30 -60 124 — 168 200-400 mg Ha 12 yaca

<30 >169 | 200-400 mg Ha 24 4aca

[TaumeHTH Ha XeMoguanu3a >169 200-400 mg Ha 24 vaca (cnen
IUATH3ATA)

[TauyeHTH Ha NEPUTOHEATHA >169 200-400 mg Ha 24 vaca

ITpu NaMEHTH ¢ HapyllleHa YepHoApobHa QyHKIMA He ce Hanara KOpurupate Ha 103aTa.

Jlo3upaHeTo NpH Aeua ¢ HapylieHa 6x6pedHa W/win 4epHoApoOHa ¢GyHKIHA He ¢ OWI0 NpoyYBaHoO.

Havuun na npunooicenue

LiunpuHon Tpa6pa na 6be npoBepABaH BU3yanHo npeay ynorpeba. Toi ne TpsaOBa Ja ce U3no3Ba,

aKO € MbTCH.

[{unpoguokcanyH TpabBa Aa ce Mpuiara Karo HHTpaBeHO3HA uHysus. [Ipu aeua, uudy3uaTa € ¢

MPOABDKUTETHOCT 60 MHHYTH.

[Mpu BB3PACTHU NMALMEHTH, BPEMETO 33 HH(Y3HA e 60 MUHYTH 32 LMIPHHOJI 400 mg u 30 MUHYTH 32
nunpunoa 200 mg. baBHara HHQY3MA B roaMa BEHa, 11i€ HaMallH guckoMdopTa Ha NMaLHeHTa H pHUCKa

OT Jpa3HeHe Ha BEHHUTE.

KouleHTpaThT 33 MH(Y3HOHEH pa3TBOp Ce MIPUroTBA Clleft CMECBAHE ¢ IPYT'H ChbBMECTHMH

HHGY3IMOHHH pa3TBOpH (BX. Touka 6.2).

4.3 IlpoTuBONOKA3AHHSA

- CBP'BX‘-I}/BCTBHTBHHOCT KbM AKTUBHOTO BEIIECTBO, KBM APYrH XHHOJIOHH WIH KbM HAKOC OT

NOMOLLIHUTE BellecTBa, M30poeHH B TOUKa 6.1.
- EQHOBpPEMEHHO NPUIOKEHHE Ha LNPodIIOKCALMH M TH3AHHMMH (BX. TOUKa 4.5).

4.4 CoenaanHf npeAynpexieansi H Npexua3sHA MEPKH NpH ynorpebda

Ynotpebara Ha unpodtoKkcaliMH Tpabsa fa ce U304rsa NpH NallMEHTH, KOUTO Ca KMalH CCPHO3HH
HEXENaHH PeakiiMH B MHHAJIOTO NpH yrnoTpeda Ha NPOAYKTH, ChABbPKALLH XHHONOHH HNTH

(nyopoxuHosoHH (BX. To4Ka 4.8). JleweHneTo Ha TE3H MALMEHTH C uunpoduiokcalMH TpadBa aa ce
3anoy4Ba CaMo MPH JIMIICA HA ANTEPHATHBHH BH3MOXHOCTH 38 JIe4CHHUE H CJIC] BHUMATE/HA OLCHKA Ha

CBOTHOLIEHHETO No3a/pucK (BXK. cblIo Touka 4.3).

Texcru ungexyuu 4 cmecery undexyuu ¢ I pam-noRoNcumesHy u anaepobul nNamMozenu

LlunpogokcalitH MOHOTEPAIHA He € MOAXOAALI 32 JIEUEHHE Ha TCHKH HHPEKUIMU U MHPEKLIMH, KOUTO
ca MPpHYHHEHHM OT [paM-110/10:KHTETHI WIH aHaepOOHH NaTOTCHH. I[1pyu TakuBa HHGEKUMH

LMNpodIoKcaulH TpaGBa Ja ce Nprara B KOMOHHAUMA ¢ APYTH TIOAXOUILIH aHTHOAKTEpHANIRH

drC¢HTH.

Cmpenmoxoxogy unhexyu (6KIOYUMERHo Streptococcus pneumoniae)

LunpodokcaldH He ce Npernopbysa 3a e4eHHe Ha CTENTOKOKOBH HH(EKLMY NTopaaH JIUIca Ha

e(PMKaCHOCT.

Hucpexyuu Ha noaogume Nbmuuia

OpXHENHUIWICMHAT M BB3NATCHHE Ha MalIKHA Ta3, MOTaT Ja 6baaT MPUYHHEHH OT (ITYyOPXHHOJIOH-
pesucteHTHUTE Neisseria gonorrhoeae. 3a OpXHENHACMHT M Ta30Ba BHINATHTCIHA bonecr,
eMIIMPHYHO BKJIIOYBAHE Ha UMnpodokcalH, Tpabsa na ce oOMHCIA caMmo B KoMOMHaALIUA CBPY
N .
aHTMOaKTepHaneH areHT (Hanp. LedalocrnopHH), OCBEH ako uunpodioKcalHH-yCTOHY /.4, Vigdibiis M

gonorrhoeae Moxe Aa 6bae H3KIIOUEHa. AKO KITHHHYHOTO noao6bpeHHe He € NMOCTHT
OT JIeYuEHHETO, TepalusaTa TpaOBa Aa ce npepasrieja.

Hnexyuu na nuxounume nbmuiya
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PesycTeHTHOCTTA KbM (ayopoxuHononu Ha Escherichia coli - Hali-4eCTHAT NATOrEH, MpelM3BHKBALLL

HHOEKUMH HA THKOYHHMTE ITHTUILA, BapUpa B LieIHA EBPONEACKH CBIO3. [TpenopbuBa ce, 1€KapHUTE,
NpeANKCBALIH JIEKAPCTBOTO, /12 B3CMAT 1101 BHHMAHHE YCTaHOBEHHUTE JIOKAIHH 1aHHH 33
pesucTeHTHOCT Ha Escherichia coli kbM (IOPOXHHOIOHH.

Humpaaboomurnannu uHexyuu

ChbLIECTBYBAT OFPaHHUEHH AaHHU 33 €()MKACHOCTTA Ha LMMPOGIIOKCALIHH MPH JIEYEHHE Ha MOCT-
XHPYPrHYHH HHTPaabXOMHHATHH HHEKLIKH.

ITemuuyecka ouapus
[Tpu u3b0pHT HA LMnpodIoKcaLMH clie/[Ba 1a ce B3eMe o] BHUMaHHE MHpOopMaLMATA 3a

PE3UCTEHTHOCT KbM LIMMPOGPIOKCAUMH Ha NMATOTeHHTE B CTPAHUTE, KOMTO C€ NoceLlasar.

Hugexyuu na xocmume u cmagume

L{unpodokcaiwH Tpsabea ha ce H3MON3BA B KOMOMHALUA C APYTH AHTHMHKpPOOHHU areHTH, B
3aBUCUMOCT OT PE3YITATHTE OT MUKPODHOIOrHYHHTE TECTOBE.

Huxanamoper anmpaxc
Ynorpebarta npy Xopa, ce OCHOBaBa Ha in-vifro JaHHHUTE 33 YYBCTBUTECAHOCT H HA €KCNEPUMEHTAITHHTE

[{aHHM TIPH JKWBOTHH, a CHLIO TAKA H Ha OrPaHHUCHH JaHHK, NIOJIy4€HH NpH Xopara. Jlekysawmure
nekapu Tpa6Ba Ja ce OTHACAT A0 HALIMOHATIHMA W/WIH MEXKIYHAPOICH KOHCEHCYC 3 JIEUCHHETO Ha

aHTpaKca.

IleQuampuuna nonYAayus
HM3non3saHeTo Ha LMNpodIOKCaliH NpH felia | 10HOILY, TpAOBa Aa ciie/iBa HATHYHHTS o(pHLIHANTHH

npenophKkH. JleueHHeTo ¢ LMnpoduIoKcalMH TpsOBa [ia ce 3aNMoy¥He CaMo OT JIEKApH, KOUTO HMAT OIIHT
B JICYEHHETO Ha KMCTO3HATA (prbpo3a u/Mny TeKKH HHOEKLWH NPU AeLia U FOHOILIH.

[{unpodokcauuH € NoKasan, Y€ NPUUHHABA apTPONaTHA Ha HOCCILIMTE CTaBH NPH HEAOHOCCHH
>KHBOTHH. J[aHHUTE 32 6€30MaCHOCT OT PaHAOMH3HUPAHO ABOHHO-CIIAMNO MPOYyHBaHe 33 NPHUIIOKEHUETO
Ha uunpohaoXcalMH npu Aeua (uunpoduokcauny: n=335, cpeaHa BB3pacT = 6,3 TOMHMHHY, 32
cpaBHeHHe: n=349, cpenHa Bb3pacT = 6,2 roAHMHH; Bh3pacTOBa IpaHHLA = 1 mo 17 ronuHu) 1okasBar
HeCTOTa Ha BEPOSTHO CBHP3aHa C JIEKapCTBOTO apTponaTus (3abenexHMH KIKHHYHA NPU3HALM H
CHMIITOMM OT cTpaHa Ha crasuTe) ot JleH +42 ot 7,2% u 4,6%. PecnekTuBHO, CyuanTe Ha
apTponaTHi, CBbp3aHa ¢ JIEKapcTBOTO | rouHa ciaen npuemMa My ca 0,0% u 5,7%. IlouillaBaHETO HA

MOJXO3MPAHHTE CTYYaH Ha apTPONaTHA cJie]l ONpeeeHO BpeMe OT PHEMa Ha JIEKapCTBOTO He €
CTATUCTHYECKH 3HAYHMO MEXAY JABETe rpynu. JleueHneTo TpAOBa Aa 3all0YHE cl1el BHUMATENHA

MpeLeHKa Ha CHOTHOILIEHHETO NOA3a/PHCK NOPAId BE3MOKHH HEXEaHU peakiliH OT CTpaHa Ha
CTABMTE W/WIH NpHIEKAIIMTE ThKaHH (BXK.TOYKa 4.8).

Bpouxg-6eno0pobuu unexyuu npu KUCMo3na dubpoza

B KIMHMYHHTE M3IHTBAHUS ¢4 BKMIOYEHH JELa H IOHOLIH Ha BB3pacT oT 5-17 roaunu. lio-
OrpaH{4eHH JAaHHH MMa NpH JICUEHHETO Ha eLla Ha Bb3pacT MEXY 1 1 5 roauilHa BB3pacT.

VenoxcHenu undexyui HG NUKQYHUMe nemuwa ¥ nueasoneppum
JleueHune Ha UHMEKLMH HA THKOYHHTE NBTHILA C LMIPOQIOKCALHH TpsaOBa Ja ce HMa NpeaBUL,
KOTraTo APYro Je4eHUE He MOXE J1a Ce U3MOJI3Ba M CJIE/1 KaTo TO € 000CHOBAHO OT pe3y/ITaTHUTE OT

MUKpPODHOIOTHYHHTE TECTOBE.
B KIMHHYHMTE W3NMTBAHKA Ca BIUTIOYEHH €L H IOHOIIM Ha BB3pacT oT 1-17 roanHy.

Jlpyeu cneyuuunu mexicku un@Pexyuu

HMznonsBa ce Npy APYTH TEXKKH HHPEKLIMH, B CbOTBETCTBHE C o(pHIMANTHHTE NPENOPD
RHMMATEJ/HA OLIEHKA MOJ13a/PHCK, KOTaTo ApYro JIEYeHHEe He MOXKe J1a C€ NPUITOXKH, C
KOHBEHLIMOHATHATA TEPanua HiIH KOTaT0 MUKPOOHOIOrHYHHTE TECTOBE ONpaB/iaBa

LHIPOPIOKCALIHH.




M31o3BaHeTo Ha HUIPOQIOKCALMHE NPU CIIEUM(BUYHA TEXKKH HHPEKLHY, Pa3nH4HH OT TE3H,
CIIOMEHATH M0-rope, He € G0 OLIEHABAHO MO BpeMe HAa KIIMHUYHU H3MUTBAHUA H KIMHHYHHA OIIHT €

orpaHn4eH. CleJOBATEHO Ce MPENOPBYBa MMPEANa3THBOCT [PH JICUCHHE Ha NALKMECHTUTE C TaKHBa
MH(EKLHH.

Cepoxuyscmgumennocm
CBPBXUYBCTBUTETHOCT H AlEPrUuHH PeakliH, BRIIOYHTEHO aHaduiakcns ¥ aHaQHIaKTOUAHHU

peakLiM, MOraT /1a HaCTBIAT BCASACTBHE Ha €AHHUYHA 1034 (k. TOuKa 4.8) m Morat ja 6paar
’KMBOTO-3aCTpAalLABalIi. AKO TadKaBa peaklus ce MOoABH, MIPUEMAHETO Ha unnpodIoKCaLMH clieBa Aa

ce crpe H 3abJUKUTENHO TpAOBa Ja ce MpoBele a1eKBAaTHO JICHEHHE,

IIpodvaxicumennu, uHEAIUOUUPAUIY U NOMEHYUATHO HEOOPAMUMY CEPUOIHU HEXNCENGHU NeKAPCMEEHY

peaxyuy
Cbo611aBa ce 33 MHOI'O PEAKM C/Ty4YaH Ha NPOAB/DKATENHHA (MPOAB/DKABAILM MECELIH WIIH FOAHHH),

MHBAJIMAU3UPALUM H MOTEHLHATHO HeOOpaTHMK CEpHO3HHU HeXKeJIaHH JIEKaPCTBCHH PCaKLIMH,
3aCATaLlM Pa3/IMUYHHU, TOHAKOTa MHOTO CHCTEMH B Opraiu3Ma (MyCKYyJTHO-CKeNIeTHa, HEpBHA CHCTEMa,
TICHXMKA ¥ CETUBHH OpraHH) NpH NMaLHEeHTH, NOTy4aBallld XMHOJIOHH U (1yOPOXHHOIIOHH,

HE3aBHCUMO OT TAXHATA Bb3PACT W BeYe ChILECTBYBAILMTE pUCKOBHU (pakTopH. LlnnpoduokcauuH
Tpa6Ba Aa ce cnpe He3abaBHO NPH MbPBUTE NPU3HALIM HIH CHMITTOMM Ha BCAKA CEPHO3HA HEXKE/NaHa
peakliys KaTo NMauueHTHTe TpabBa a ce MOCHBETBAT a C& CBBPIKAT C TEXHHUA JICKAP, MPEANHCa

I1eKapCTBOTO, 3a ChBET.

Mycxynrno-cxeremnu cucmema
[To npuxin udnpodiokcanux He TpabBa 1a ¢e W3MNOJI3Ba NPH NMALMEHTH ¢ aHAMHE3a 3a 3a00IBaHe

Ha CYXOXWIHETO/HapyIeHHS, CBbP3aHH C JISYEHHE C XMHOIOHH. BBpekH TOBa, B MHOTO PEAKH
caydaH, ciie MUKpOOMONOTrHYHO A0KA3BaHE HA NPHUHUHHTENA H OLICHKA Ha CbOTHOLIEHHETO
PUCK/TION3a, UMNPOdIIOKCALIMH MOXeE Jia C€ MPEANNCBa Ha Te3H NTALMECHTH 38 JICYCHNE Ha HAKOH TCKKH
uHbpEKLMH, 0cOBEHO B Cly4ail Ha Heycnex Ha CTaHAapTHaTa Tepanus Wiy 6akTepHaTHH
PE3UCTEHTHOCT H KOraTo MHKPOOHONOrHuHUTE JaHHK MOraT Jja ONpaBaasT U3MoN3BaHETO Ha

LUITPOPIIOKCALIMH.

Tenounum u pazkvceane Ha CYX0NCUaUue
TeHAHHHUT ¥ pa3sKhCBaHE Ha CyXOXKHIWE (M0-CNCLMATHO aXHIIECOBO CYXO0XKHIHE, HO be3 na ce

orpaHM4aBa caMo 110 Hero), MOHAKOora AByCTPaHHO, MOXe /1a C€ MOJTY'H OLUE B PAMKHTE Ha 48 yaca ot
3aMOYBaHe HA JEUEHHUETO C XMHOMOHHU M (JIYOPOXHHOJIOHM KaTO MMa ChoDLLIEHHA 32 TAKHBA, Pa3BH/IH
ce JOPH JI0 HAKONKO Mecella e/l peKpaTABaHe Ha ICUEHHeTO (BXK. ToUKa 4.8). PUCKBT OT TEHAUHUT

H pa3KbCBAHE HAa CYXOXKWIME CE MOBHILABA NPH NO-Bb3PACTHU NALMEHTH, NALIHEHTH C 6p6peuHo
yBpeKAaHe, NalHeHTH ¢ TPaHCIU1aHTHPaH COMKMAEH OpraH M TakMBa, NIEKYBaHH CHIIBTCTBALIO C
KoprHkocTepouau. ITo Ta3u npUuMHa CHITETCTBaIATA yrioTpeba Ha KOPTHKOCTEPOHAH TpsaOBa aa ce
u304rea.

[pu mbpBUA NPH3HAK Ha TCHAWHKT (Hanp. OoNe3HEeHO MOAYBAHE, Bh3NAICHHE) JIEHEHHETO C
nunpodokcaly TpAGBa 1a c€ NPEKPATH M Aa ce 0OMHCIIH alNTepHATHBHO JICHEHHE. 3acerHatusar(Te)
kpaiHUK(LM) Tpa6Ba na 6bae(aT) NekybaH(H) No NOAXO/ALL HA4MH (Hanp. obesnpixBaHe). He Tpabsa
1a ¢e U3MOA3BaT KOPTUKOCTEPOUIH, 8KO C€ MOABAT NPU3HALU HA TCHAHHOMATHA.

LunpodnokcauyH TpabBa a ce H3N0I3Ba MPEANasIuBO NPH NAUKEHTH C MHAaCTEHHA rPaBHC, TBH Karo
MOPKE JIa HACTBIM BIIOLIABAHE HA CUMNTOMUTE (BX. ToUKa 4.8).

Anespusma u Qucexayus Ha aopmMama u pe2ypumayus/HedocmanteYHocm Ha CopoeyHume Kiany
EnuaeMHONOTHYHHTE NPOYYBaHHA MOKa3BaT MOBMILEH PUCK OT aHEBPH3Ma M IHCCKALIMA Ha a0pTaTa,

0COBEHO IPH MAUMEHTH B CTAPHECKA BB3PACT, KAKTO H OT PErYPIUTALIAA HA ODTHATA U MyTPARHAT]
KTana cies npueM Ha uryopoxuHononu. ChoGILeHH ca Cllydal Ha aHEBPU3MA H IIHCRHe oA 7, N

aOpTaTa, MOHAKOra YCI0KHEHH MOPai pa3skbCBaHe (BIJIIOUMTENIHO C JIETAaNeH M3X04 G \‘?*f ~

perypruTalHa/HEAOCTATEMHOCT HA HAKOU OT ChpJeYHUTE KIAMH MPH NALHCHTH, TIAOMAL B s = \

$GIyOpOXHHONOHH (BK. TOUKa 4.8). E i h}? 3 } Ef |
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3aTosa GIyopOXMHONIOHKTE TPAOBA Aa CE H3MO/3BAT CaMO CIEA BHHMATE/HA OLCHKA Ha
CHOTHOILIEHHETO MOJ3a/PHCK M CIEA pasrfiexaaHe Ha Apyry TepaneBTHYHU Bb3MOKHOCTH TpH
MALMEeHTH ¢ NOJoXHTENHa GaMIIHA aHaMHe3a 3a aleBPH3Ma MM BPOAEHO 3a0onABaHe Ha
CHPAEHHHTE KJIalt, WIH NpH NalMEHTH, AHarHOCTHUMPAHH C NPEALISCTRALLA aHEBPH3MA W/ Uu
[MCEKALMA Ha aopTaTa Wik 3a6onsBaHe Ha ChPACYHNHTE KianH, HIH NPY HAJIHYHE HA IpYTr'd PHCKOBH

daxropu wix 3abonasaHuA, MpeApasnoarally
- KAKTO 32 AHEBPH3Ma TAKA M 3a M JIMCEKALME HA 20PTaTa U 3a perypruraius/He;loCTaTbHHOCT Ha

CHPACHHMTE Ki1anH (HAMp. HapyLieH!s Ha CheAMHHUTE/IHATA ThKaH, Hanp. CHHAPoM Ha Marfan
nnn cunapom Ha Ehlers-Danlos, cunapom Ha Tumner, Gonect Ha Behcet, xunepronud,

peBMATOUAEH APTPHUT) HIH AOITBJIHUTENHO
- MpH aHEBPH3Ma U JUceKalMa Ha aoprara (Hanp. ChAOBH HAPYIICHHA, HATIP. ApTEPUHT Ha
Takayasu, FHFAaHTOK/IETHYEH aPTEPHHT, HIH H3BECTHA ATEPOCKICPO3a MM CHHIPOM Ha

Sjbgren), niv AOITBLIHATENHO
- [P PerypruTalHa/HeI0CTaTLUHOCT Ha ChPACUHMTE Kilanu (Hanp. HH(EeKIHO3eH EHAOKAP/HUT).

PHCKBT OT aHEBPH3Ma H [MceKallus Ha aOpTaTa H TAXHOTO pa3kbCBaHE MOXE CHILO A2 Ce NOBMILIH NpH
MALKEHTH, JIEKYBAHH €IHOBPEMEHHO CHC CHCTEMHH KOPTHKOCTEPOUIH.

B cnyuvait Ha BHe3anHa 60J1ka B KOpeMa, IPbJHKA KOIU WK rbpba NalHeHTHTE TpadBa aa 6baar
MOCHhBETBAHH A3 C€ KOHCYJITHpAT He3a0aBHO C JIEKap B CIICIIHO OTACNCHHE.

[MauueHTHTE TPs6Ba Aa GBAAT NOCHBETBAHHU A MOTHPCAT HE3a6aBHO MEAMLIMHCKA ITOMOLL B CTy4aH Ha
OCTpa JMCITHEA, NOABa Ha chplecOHeHe (NannuTalKK) Wi pa3BUTHE HA OTOK Ha KOpEMa WIH JIOJTHHTE

KpaHHLIH.

3pumennu HAPYVUICHUR
AKO 3pEeHHETO €€ YBPEIH WIH HACTBIIAT KAKBHUTO H [a € e(eKTH BBPXY OUHTE, TpabBa BeHAra aa ce

NpoBee KOHCYNTauus ¢ oTalIMosor.,

Domouyscmeumesnocm
Lunpod1okcalH NPpHYKHABA PEaKLMK Ha GoTouyBCTBUTENHOCT. [launeHTHTe, NpAMalliH

uunpodIoKcaumH, Tpa6sa aa 6b4aT ChbBETBaHK Aa H30ATBAT NPAKOTO HU3NAraHe Ha CUIIHO CIIBHLE I
UV o6nbyBaHe 1o BpeMe Ha JeueHneTo (BXK. Touka 4.8).

QEH?HEMH{I HepgHa cucmemd
H3BecTHO €, Ue XMHOJIOHHUTE MOraT Aa Nnpeanu3BUKAT I'bpiOBC WUITH 3 NMOHIDKAT I'bpYOBMA TIpar.

Joknaasanu ca GWId U clyday Ha eMWISNTHYEH cTaTyc. LlnmpoduiokcaluH TpaOBa fa ce U3no/3Ba
fpeAna3ALMBO MpH nauxeHTy ¢ Hapymenus Ha [IHC, konto Morat Aa 6baaT NpeapasronoKeHH KbM
rbpUOBe. AKO C€ MOABST I'bPYOBE, MPHEMAHETO HA LMNPOgJIOKCaLIMH CIeBa A2 ObI¢ NpeyCTaHOBEHO

(BXk. TOUKa 4.8).

Ilcuxuunu peaxyuu
[TcHXHUYHH peakLMyd MOraT [a c€ MOABAT Olile CJICA ITbPBOTO NMPHI0XKEHHE Ha nunpodgnoxcaunt. B

peKH CIy4aH, ACIPECHATa WM NICUX03M MOTaT J1a MporpecHpar 1o HIEeH/MUCITH, KOUTO Aa CE 3aCHNAT
1 12 JOBEAAT 10 OMMT 33 cCaMOYOHHCTBO WK H3BBPILBAHE HA CAMOYOHIHCTBO. AKO Ce IOABAT
aenpecus, ICMXOTHYHH PEaKLHK, MUCIH WK NOBEACHUE, CBbP3AHH CbC camoyOuiicTBO,

nunpodiokcaldH TpA0Ba fa ce npeyCTaHOBH.

Ilepughepra nesponamus
Cpo6111aBa ce 33 CTyYau Ha CEH30pHA WiIH CEH30MOTOPHA MOJMHEBPONATHA, BOACILK 10 NAPECTEINH,

XHIIOECTE3Ms, AN3ECTE3Ms WIH cNabocT NpU NALMEHTH, MPUEMALLIM XHHOJIOHH H QIyopO
ITanmeHTHTe, KOUTO MpHeMaT Lunpodrokcalny, Tpaéea fa ObAAT MOCHBETBAHH A
feKap, peaM Aa NPORBIDKAT JICYEHHETO, 2KO Ce MOABAT CHMATOMH Ha HEBpOnNaT
yCelllaHe 33 MapeHe, MpaByUKaHe, M3TPBIIBaHe WM C1abocCT, 38 [a ce NpeRoTEpa
NOTEHIMATHO HeoOpaTHMo 3abossaeaHe. (BX. ToUKa 4.8).




Cupodeunu Ha eHUA

Tps6Ba Ja ce BHMMaBa NpH M3MON3BaHe Ha (ITyOPOXHHONOHH, BIIIOUHTENHO LIMNPOGIOKCALIUH, PH
[ALMEHTH C U3BECTHH PHCKOBH (pakTopH 38 yabbkaBaHe Ha QT UHTepBana, KaTo HanpUMep:

- BpoAcH yas/pkeH QT cHHApOoM

- eZHOBpeMeHHa ynoTpefa Ha IeKapcTBa, 3a KOMTO ce 3Hae, ue yabpkasar QT uHrepsana (Harp.
knac 1A u 1] aHTHApUTMHYHHY CpeaCTBa, TPHUMK/INYHH aHTHAENPECAHTH, MAKpOIUAH,

AHTHIICHXOTHLIH)

- HEKOPHTHPaH eNIEKTPONHTEH JuchHanaHe (Hanp. XMIOKATMEMUSA, XHIIOMarHe3HEMHA)

- chbpieuHo 3abosssane (Hanp. ChpAevHa HEAOCTATBYHOCT, MH(apKT HA MHOKap/a,
Opangukapans)

[TaumeHTH B CTap4ecKa Bb3pacT M XkKeHH MorarT Jia 0bJaT No-4yBCTBHTEIHH KbM JICKapCTBa
yab/okaeaii QT unTeppana. Tosa TpaOpa na Ok4e B3€TO NOA BHUMAHHE MMPH H3MOI3BAHETO HA
hITYOPXHHONOHH, BKIIOYMTETHO LMNPO(IOKCALMH, TIPH Te3u nonynauuy. (Brk Touka 4.2 nauUEeHTH

B CTapuecka Bb3pacT, Touka 4.5, Touka 4.8, Touka 4.9).

Lucenuxemus

KaxTo npy BCHYKH XHHOJIOHU, HMa cH00UIeHHA 3a HapyLlieHUs B HUBaTa Ha KPbBHATA 3axap,
BKJIIOYBALLM, KAKTO XMITOTIMKEMHS, TaKa U XHNEepriiMKeMus (Bxk. TouKa 4.8), 0OOMKHOBEHO NpH
auabeTHlld B cTap4ecka Bb3pacT, Ha KOUTO C€ MNpu/ara ChITbTCTBallla TEparnMs ¢ neEpopaittu
XMIOrJIMKEMHYHH CpeICTBa (Hamp. rMUGeHKIaMua) UK ¢ MHCYIKH. CpobluaBaHu ca ciryva Ha
XUMOFIMKEMHYHA kKoMa, [IpenopruBa ce BHUMATEIHO IPOC/ISAABAHE Ha ITTIOKO34aTa B KpbBTa NPH

alMeHTH ¢ qUaderT.

lacmpounmecmunainy HAPYWEHUR

[ToseaTa Ha TeXKa H NIEPCHCTHPAILIA JHAPHSA 110 BpeMe WIH Cliefl AeUeHHe (BKIIOYUTENIHO HAKOJIKO
celIMHLIM CJIe[] JIEHEHHETO) MOJKE J1a 03HAUaBa KOJ/IMT, CBbP3aH C NpHeMa Ha aHTHOMOTHK (PKHBOTO-
3aCTpalIaBallo ChCTOSHHE C Bb3MOXeH daTaneH H3X0) 1 M3HCKkBa He3abaBHO JieyeHHE (BXK. TOUKa
4.8). B TakuBa cTyuau, pHema Ha UHnpodnokcalHa cie/pa He3abaBHO J1a ce MPEKpaTH H J1a 3aM04He

noaxodua Tepanusd. JlekapcTsa, HaMaiABaLUY NIEPHCTANTUKATA Ca MPOTHBONOKA3aHH B
CHUTYalU4.

Hapywenua Ha bv0peyume 4 nukoyHama cucmema

TAa3H

MMa cho6ImeHnd 3a KpHCTAIYPHS, CBbp3aHa ¢ ynoTpedara Ha UHNpodIOKCalMH (BX. To4Ka 4.8).
[ManmenTyTe, NOMy4YaBaluy uunpoduokcauuy, Tpabsa na 6baat no6pe XuapaTupaHu 1 TpsOBa na ce

n30srsa NpeKOMEpHO ajlKaJu3vMpaHe Ha YpHHaTa.

Yepeaxcdane na 6vbpeunama hynkyus

Tl KaTO UMMPOGIIOKCALIHH A0 FONsMa CTENEH Ce EKCKPETHpa HENpoMeHeH upes Obbpeuure,
HeoGXO0MMa e KOPEeKLIHA Ha A03aTa IPH MauMeHTH ¢ HapylleHa 6b0peuHa QyHKUMA, KAKTO € OfHCaHO
B TO4Ka 4.2, 3a 1a ce u3berne ypeinyaBaHe Ha HEXKENAHWTE NCKAPCTBEHH peakUMH nopanu

HaTpyINBaHe Ha UUNPOPIOKCALIUH,

XenamoOuauapHu HAPYWEHUR

Cny4ad Ha YepHOApOo6GHa HEKpPO3a H KMBOTO-3aCTpalilaBalla 4epHOIPOGHA HEJOCTATHHHOCT Ca
[OKNaJBaHH TIPH JICYSHHE ¢ LHNpodIIoKcaluH (Bx. Touka 4.8). B ciryuali Ha npH3Haly M CHMITTOMH
Ha yepHoapoOHO 3abonapaHe (KATO HarnpHMep aHOPeKCHA, XXbIATCHULA, ThMHA YPHHa, cppbex UK

GOJIe3HEH KOopeM), JIeueHHeTo TpAOBa 1a ce NpeKpaTH.

Inioxo30-6-ghocgham dexudpozernazen oeuyum

XeMOMHTHYHH peaKLMK ca 61Ny JOKIaBAHH NPU JIEUEHHE C LMNPOIIOKCALIMH NpH MaLMeH s
rI0K030-6-tocar nexuaporeHaseH aepuumt. Lunpoduokcannt Tpabsa na ce n30Arsa * *ﬁiﬂﬂ”ﬁ n, \

NalUeHTH, OCBEH aKo MMOTCHUHMANTHATA 10132 HAABHUILIABA Bb3IMOXXHHA PHCK. BTo3snc
ce CJienaH 3a NoTeHLHAaJNHA TT0dBa Ha XCMOJTH34a,

Pezucmenmuocm




[To BpeMe WK ClIel Kype Ha JieyeHue C LMMpoghIoKCaLuH, MOraT fa 6bAaT H30IMpaHu HaxkTepun,
KOHTO Ca PE3HCTEHTHH KbM IMIIPOGIOKCALMH, ¢ WIH 0e3 KIKHUYHC NposseHa CYNEPUHPEKLIUA.
BbaMOXHO € [1a ChILECTBYBa ONMpEAe/ieH puck ot #360pa NpH HATMYKE Ha LMNPO(IOKCALH-
PE3HCTEHTHH GaKTEpHH MO BpEME HA MPOABIDKHTEITHO JIEHEHHE H TIPH JICHECHHS Ha BLTPEOOIHUYHH
HHQEKLMA WKITH HHGEKUHH, IPUHUHHEHH OT Staphylococcus ¥ Pseudomonas Bupose.

Iumoxpom P450
Lunpodnoxcauus uuxubupa CYP1A2 u no T03M HaUMH MOXE J1a NPEAXN3BHKA NOBHIIABAHE HA

CEepYMHATa KOHLIEHTPALUA Ha eJHOBPEMEHHO MPUNAaraH! C HEro BELUECTBA, KOMTO Metabonusupar
Ype3 TO3M €H3UM (Halp. TeOMHIKH, KIO3aMUH, OTaH3aMNH, PONIKHAPON, TH3AHHWHH, Iy/IOKCETHH,
aromenatus). [Topaau TOBa, MALMEHTHTE, KOWTO NMpHEMAaT TE3M BEIIECTBA EAHOBPEMEHHO C
LHIpodAOKCALMH criefBa Aa 6p1aT NpocieasBaHi BHAMATEIHO 33 KITMHUYHH NPpU3HALK HA
[peA03HpaHe, KAKTO M MOXKE /1a C€ HAJIOKH ONpEIe/IAHE HA CEpYMHHMTE MM KOHLICHTpalHK (Hanp. Ha
Teopuink) (BX. Touka 4.5). ETHOBpEMCHHOTO NPHAOKEHHE Ha LUNPOQUIOKCALMH ¥ TH3AHHIHH €

MPOTHBONOKA3HO.

Memompexcam
EnHoBpeMeHHa ynotpe6a Ha LMMPOQIOKCALHH ¢ METOTPEKCAT HE CC Npenopb1ba (BXK. TOUKA 4.5).

Hacneosanus
[Mpu u3cneaBaHe in-vitro Ha AKTHBHOCTTA HA LMNPOPIOKCALMH CpelLy Mycobacterium tuberculosis

MOJKe [ ¢€ NOyYaT QaNIMBH OTPHUATENHM GaKTEPHONOTHYHU PE3YIITATH B POOH OT NaUMEHTH,
KOHMTO B MOMEHTa NPHEMAT LUTIPOQIIOKCALIMH,

Peaxyuu om cmpana Ha MACMOMO HA NPUROHCEHUE
3a peakLMH, HA MACTOTO Ha NPHIOXKEHHE ca OWIY JOKITaABAHH NPY MHTPABCHO3HO NPHIIOKCHHEC Ha

uunpodrokcalnH. Te3u peakiuy ca no-4ecTH, ak0 HHQy3usiTa ce npunara 3a 30 MMHYTH WY TIO-
kpaTko BpeMe. Te MoraT Aa ce nposBaT KaTO MECTHH KOXXHH peakLiMi, KOHTO H34€3BaT CKOPO CJIEA

NpUKTIOYBaHE Ha WH}y3us, [TocenBalto HHTPABEHO3HO NPHIOKEHHE HE € NPOTHBONOKA3AHO, OCBEH
aKO peaKLHATa HE ¢ MOBTOPH WJIH Ce BIIOLUH.

Lo

Hampuu
ToBa NEKapcTBO ChAbPXKA N0-Manko ot | mmol HaTpuii (23 mg) Ha 1034, T.€. MOXeE Aa Ce Kaxe, e

MPAaKTHYECKH HE ChABPKA HaTpUH.

4.5 B3aumojeiicTBHe ¢ APYFH JeKAPCTBEHH NPOIYKTH H IPYrd GopME Ha B3AHMOACHCTBHE

Egexmu na opyzume nexapcmea 6bpxy yunpo@ roKCauun:

Jexapcmea, 3a Koumo e ussecmno, ye yovuxcagam QI unmepeara
I unpodoxcauH, noao6HO Ha APYTHTe QIIyOPOXHHOJIOHH, TpaGBa Ja C€ U3MO0JI3BA C MOBUIICHO
BHHMaHHE NPH NMalMEHTH, IPHEMAILH JICKApCTBa, 3@ KOUTO € H3BECTHO, € YARKABAT QT uuHTEepBaANa

(uanp. i1ac IA u Il aHTHapuTMHYHH CPEACTBA, TPHLUMKIHYHH aHTHACNPCCAHTH, MaKPONHAH,
AHTHINCUXOTHLH) (BXK. TOUKA 4.4).

IIpobenuyuo
[1poGeHULIMA NOBIMABA OnOpeunaTa cekpelya Ha nunpogrokcaunt. EAHOBpEMEHHOTO NPUIIOXKEHHE

Ha npoGEeHHILMA ¥ UUIPOGIOKCaMH YBETHYaBa CEPYMHUTE KOHLEHTPALMM Ha LUITPOdIOKCALIMH.

Memoxronpamuo
MeToKIonpaMua yckopssa abcopOLUMATa Ha LUNPOQIIOKCalHH (nepopasieH), KOeTo BO/
KpaTKO BpEME 33 JOCTHIaHe Ha MAKCHMATHHTE T/1a3MEHH KOHLICHTPALHH. He ce nabmio

BBbPXY OHOHAJIMHHOCTTA Ha IUNPOQIOKCALIHH.

Omenpazon




EIHOBPEMEHHOTO NpWiarase Ha LMNpoQIoKCaUMH H OMENpa3os-ChbABPXKALLM JIEKAPCTBCHH MPOLYKTH
BOAHM A0 Neko peayuupate Ha Crax U AUC Ha umnpodiiokcauuH.

Egexmu Ha yunpo@aoxcayun evpxy Opyeu NeKapcmaenu RPOOYKIMU.

Tusanudun
TusaHMAMH He TPS6Ba Aa ce NpHara 3aeHo ¢ LMnpodnokcalkH (Bx. Touka 4.3). B €1HO KIMHA4HO

M3NUTBAHE CbC 3APaBH JOOPOBOMLM ca OTHETCHH NIOBHIIABAHEe Ha CEPYMHATATa KOHUCHTPALUA Ha
TH3aHUAHH (Cmax YBEIHUEHHE: 7-KpaTHO, 06XBaT: 4 10 21 mbTH; AUC yseauyenue: 10 nuTy, 00XBarT:
oT 6 10 24-KpaTHO), KOTaTo ¢e Npuiara eAHOBPEMEHHO ¢ uunpodnokcauuH. [lopnuiapaneTo Ha
CEepyMHHTE KOHLIEHTPALIMH Ha TH3aHW/IMH € CBHP3aHO ChC 3aCHIICH XHIIOTEH3MBEH H CE1aTHBCH eeKT.

Memompexcam
PenanuuaT Ty6yjieH TPAHCTIOPT Ha METOTPEKCaT MOXe /1a ObJie MOTHCHAT NPH €JHOBPEMEHHO

NPHIOKEHHE ¢ UHNPOGIIOKCALMH W TOBA MOTEHLMATHO BOAM 10 MOBHILIABaHE HA IUIA3SMEHHTS HHBA HA
METOTpPEKCAT K MOBHUIIEH PHCK OT METOTPEKCAT-CBbP3aHH TOKCHYHH PCaKLIAH. EnnospeMHHa

ynorpeda He ce npenopbusa (BX. To4Ka 4.4).

Teogpuaun
EAHOBPEMEHHOTO NMPHIOKEHHE Ha LMNIPodIoKcalMH U TEOPHIHH MOXKe [1a J0BEJE 10 HEXEaHO

[MOBHIIABAaHE HAa CEPYMHATA KOHUEHTpalusa Ha TeopuinH. Toa MOXe a ROBEIE AC TEO(WINH-
HHYHHpaHH HEXENTaHH PEaKLMH, KOHTO MOraT psKO Morat Aa Obaat »KHMBOTO-32CTpaIIABALLA HWIH
datasiuy. [IpH eAHOBPEMEHHO NPHIIOKEHHE, CEPYMHHTE KOHLCHTPALIMH Ha Teo(wiuH TpAbBa na
6bIaT NPOBEPABAHH H [a Ce peayLrpa A03aTa Ha TeOOHWIHH NpH HEOOXOAUMOCT (BK. TOUuKa 4.4).

Jpyeu xcanmunogu npou3e00HU
[IpH €QHOBPEMEHHO NIPUIOKEHHE Ha LIHMPOGIOKCALMH U KOPEHH KK EHTOKCU(PHIMH
(OKCTIEHTHOMIHH) UMa ChOOLLEHHS 3a MOBHLIABAHE HA CEpPYMHMTE KOHLICHTPALMH Ha TE3H

KCAHTHHOBH NTPOMU3BOAHH.

DeHumouH
ExHoBpeMeHHO NPHIOKEHHE HA UHUNpodIOKCaLIHH H PEHHTOMH MOXKE /12 IOBEAC A0 YBE/IHHABAHC WIIH

HaMaJ/IiBaHe Ha CEPYMHHTE HUBA Ha (GEHUTOMH, TAKa Y€ Ce NpenopbUBa NpocieadBaHe Ha
JIeKapCTBEHUTE HUBA.

Iuxnocnopun
[IpexoAHO NMOBUILIABAHE HA KOHLEHTPAaUMATA HA CCPYMHHS KPCATUHHH CC HaGniogaBa Kkorato ca OnIM

MPHIIOKEHH €JHOBPEMEHHO HUMPOGIIOKCALMH- H HMKIIOCTIOPHH- CHABPIKALUH TEKAPCTBEHH TIIPOZLYKTH.
IMopaau ToBa uecTo (ABa ITbTH CEAMHYHO) € HEOOXOAHMO Aa €€ KOHTPOJIHPAT CEPYMHHTC
KOHLEHTPAIMH Ha KPEATHHHUH NpPH Te3H NalHeHTH.

Aumazonucmu na sumamun K
EnHoBpeMeHHO NPUI0XKEHHE Ha LMNpodIOKCALWH C AaHTATOHUCTH HA BUTAMHKH K Mo3xe na 3aciiu

HEroBHTE AaHTHKOAryJaHTHH edexT. Ma MHOro cho0lieHHd 34 MOBHIIABAHE HA NEpOpalHaTa
AHTMKOATYJIAaHTHA AKTHBHOCT [PH NALMEHTH, NPUEMALLH aHTHOAKTEPHA/IHY AreHTH, BIIIIOYHTEIHO
dnyopxHHONOHH. PUCKET MOXKE Aa ce pa3iiiaBa B 3aBUCUMOCT OT BMAA Ha uHekinsaTa, BL3pacTTa U
OBIIOTO CHCTOSHME HA TALMEHTA, TAKa Y€ POJIATa Ha LMNPOQUIOKCALIMH 32 MOBHILABAHE HA INR
(MEeXKAYHAPOAHO HOPMATTM3UPAHO CHOTHOWIEHKHE) € TPYAHO A2 CC MPELICHH. [Tpenopruurenyo € INR
Aa ce HabmoAaRa 4ecTo M0 BPEME Ha U MAJIKO cieji eTHOBPEMEHHOTO NPHIIOKEHHE HA
ENPOGIOKCALMH ¢ AHTATOHMCTH Ha suTaMuH K (Hanp. papdapHH, aLleHOKYMapoJl, PEeHIp

WK QNyHHIHOH).

NTOKCEMUH

B KIMHMYHH NPOYYBAHUA € A0Ka3aHO, Y¢ HOBPEMCHHATA yrnoTpeba Ha 1yNOKCETHH
urxuburopu Ha CYP450 1A2 n30eH3nM, kato QIyBOKCaMHH, MOXKE a IOBEAC /10 yBE
AUC u Cpax Ha AyNOKCeTHH, BpnpekH ye HAMa A0CTATBHHO KJIHMHWYHH JaHHH 32 Bb3M



B3aMMOAEHCTBHE ¢ LMNpOdIOKCaLHH, NOA00HH e(eKTH MOraT ia € O4aKaa MpH €HOBPEMCHHOTO
npuiokeHue (Bx. Touka 4.4).

Ponunupon
JokazaHO € B KNIMHHYHO MPOYyHBaHe, Y€ eAHOBPEMEHHOTO NMPHIIOXKEHUE Ha POITMHKPO]I U

wunpodrokcalut, ymepeH nHxuburop Ha CYP450 1AZ n3o¢H3MM, BOAHU [0 NOBULIARAHE HA Crmax H
AUC Ha portuuupon ot 60% u 84%, croTBeTHO. MOHHTOPHHI Ha PONIHHUPO/-CBbP3aHHTE HEKE/IAHH
NIeKapCTBEHM PeaKildi M KOPEKLHs Ha J03aTa B 3aBUCHMOCT OT Cly4as ¢€ NpenoprHsa o BpeMe Ha U
MaJIKO cJie/l eHOBPEMEHHOTO Npuiarate ¢ nunpoduoxcauut (Bx. Touka 4.4).

Jluooxat

ToBa e 6110 JEMOHCTPHPAHO TPH 3PaBH HHAUBKU/MY, 46 €IHOBPEMEHHATA YNOTpe6a Ha JTMIOKaHH
ChAbLPKAILM JIEKAPCTBEHH MPOJYKTH C LMMPOdIOKCALMH, yMepeH HHXHOMTOD Ha CYP450 1A2
W3OCH3MM, HAMAJIABA KJIMPBHCA HA UHTPABEHO3HUA NTHAOKAaUH ¢ 22%. BhrpekH, Y€ IeHEHHETO C
JIMAOKAKH ce NoHaca f06pe, Bh3MOKHO € BL3HMKBAHE HA HEX(ENIaHH PEaKlWM B pe3ynaTar Ha

B3aHMOAEICTBUETO ¢ LUNPOQUIOKCALIHH MTPH €JHOBPEMEHHO NPHIIOKCHHE.

Knozanun
Cnexn eHOBpeMEHHO NpuioxeHne Ha 250 mg uunpodnokcalyH ¢ KI03aMyH B POAb/DKEHNC Ha 7

IHH, CEPYMHHTE KOHLIEHTPALMM Ha KJI03aMKHH U N-1e3METHIIKIO3ANHNH CE yBe/HaBar ¢ 29% u 31%,
croTBeTHO. [TpenopbuBa ce KIHHYHO Hab/oAeHHe U NOAXOAALLIO KOPHTHpaHe Ha 103aTa Ha
KJI03aMHH 10 BpeMe U CKOPO Cl1€]] €IHOBPEMEHHOTO NPHIIOKEHHE C UMNPOGIOKCALHH (BXK. TOHKA 4.4).

Cundenagun
Cnax H AUC Ha cunnenadun ca ce ysenuuwis 651430 1Ba MbTH NPH 34paBA HHAHBHIH CJIE[

nepopaiHa f1o3a oT 50 mg npueTa eaHoBpeMeHHo ¢ 500 mg uunpoduiokcanu. [lopaau ToBa ce
WRUCKBA IOBHILIEHO BHUMAHHNE TNIPH NPEANKCBAHETO Ha LIMIPO(IIOKCALHH €AHOBPEMEHHO CBC

cwiaeHadu, kaTo TpAOBa a ce ce B3eMaT NpeBHA PUCKOBETE H MOJI3UTE.

Azomenamun
B kIMHMYHH NPOYUBaHHMA € NOKA3aHO, Ye (TyBOKCAMMH, KaTO CWIEH HHXHOHTOP Ha CYP450 1A2

H30€H3UM, Nof4epTaHo HHxUOupa MeTaboM3Ma Ha aroMenaTHH, KOETO BOJM 10 60-kpaTHO
[MOBHILICHHE HA eKCHO3MLIMATA Ha aroMenaTiH, Boipeky ye HAMa KIHHHYHHA AaHHH 33 B3MOXHO
B3auMoeicTare ¢ Lunpoduiokcauut, ymepeH nHxuburop Ha CYP450 1A2, moke na ce o4akBaT
noxoOHH edheKTH NPpH €HOBPEMEHHOTO HM APWIOKEHHE (BXK. "LIHTOXPOM P450" B Touka ,,CrieyanHH

peaynpexaeHHs U npeanasHi MEpKM npu ynotpeba”).

Joanuodem
ENHOBPEMEHHOTO NNPHIOKEHHE HA HUTPOdIIOKCALIH MOXE J1a NIOBHIIM KPBBHHTE HHBA Ha 30MMKICM,

eIHOBpeMeHHaTa ynorpebda He ¢ npenopr4ba.

4.6 Pepruaurter, 5)peMEEHOCT H KbPMEHE

bpemennocm
HanuuHUTe NAHHH 33 IPUIOKEHHETO Ha LMIPO(IOKCALIMH NMPH OpeMeHHH >KEHH, HE MOKa3Bar

pa3BHTHE Ha MaT(pOpMaLIMH HaK Ha (eTo/HEOHATAIHA TOKCHYHOCT Ha LMIPO¢NOKCALIUH.
[TpoyuBaHMA TpH KHBOTHH He TMOKa3BaT AWPEKTHH WM HHIUPCKTHH YyBPCK/AUIH e)eKTH Mo
OTHOIIEHWE Ha PEMpOAYKTHBHATA TOKCHYHOCT. [Ipy Mnaau ¥ HEJOHOCEHH KHBOTHM, TPETHpaHH ¢

HeI0HOCeHH Jaeua/tutof (BA. Touka 3.3).
Karo npeanasHa MApKa, 3a NpeAnoYnTaHe € a ce M3OArBa M3MON3BAHETO HA LIMNPOd

BpeMe Ha OpEMEHHOCTTA.

Kvpmene




[ [unpodIoKCalHH Ce eKCKpeTHpa B KbpMmara. [lopanu noTeHIHANHKHS PUCK OT CTABHH yBPEXKIAHNA,
uanpodIoKcaurH He TpabBa 1a ce U3MoI3Ba No BpeME Ha KbPMEHETO.

4.7 EdexTH BLpXy cnoco6HoCTTa 32 modupaHe H paboTa ¢ MaNIHHKA

[Topam CBOMTE HEBPONOTHHHU €DEKTH, LUITPOQIIOKCALMH MOXKE 12 OKaKe BIHAHNE BbPXY BPEMCTO
3a peaknus. ITo To3u HauvH, cocoGHOCTTA 3a WodHpaHe WK paboTa ¢ MallIHHK MOXe /i3 6bae

HapyLLIECHA.

4.8 HexenanH peaknuH

Haii-yecTo choBIaBaHUTE HexeNaHH JiekapcTseHH peakuud (HJIP) ca rageHe U qMapus, NoBphllaHe,
MpexoAHO NOBHIIABAHE Ha TpaHCaMHHA3MTe, OOPUB Y PEAKIMH Ha MACTOTO Ha NMpUIaraHe Ha

HH(pY3IUHUTE.

HJIP, nony4eHH oT KIMHHYHHU MPOYYBaHHUA H OT Hab/oACHHE, C1e/l NYCKaHe Ha nasapa Ha

punpodnokcaluH (nepopanHa, HHTpaBeHO3Ha H CEKBCHIHATHA Teparu), rPyAHpPaHH 110 KaTerop1u
Ha 4ecToTa, ca H3GpoeHH No-10ay. AHANK3BT Ha YECTOTaTa B3€Ma N0Jl BHHMaHHE JAHHMTE OT [IBata
HAYMHA Ha NPUIIOKEHHE, MEPOPATTHO U HHTPABEHO3HO, KA LIMTIPOPIOKCALIMH.

Knacudpuuupane YeCTH HeYecTH peakH MHuoro peaku ¢ HEH3IBECTHA
1Mo OPraHHH > 1/100 > 1/1 000 no < > 1/10 000 po < < 1/10 000 YecToTa
CHCTEMH ao < 1/10 | 1/100 1/1 000 (He MOJKE 1A
Obae
onpeneseHa ot
HAJIMYHHUTE
OaHHH).
Undexuuu I'e6uuHn
Napa3suTo3u CynepuHpeKIHH
HapymeHus Ha Eosnnoprnus JleBkOMEHUA XeMOJIUTHYHA
KpbBTA H AHeMmus aHEeMUS
JuM{pHATA HeyTponeHus ArpaHyJiowudrosa
CHCTEMA JleBKOUMTO3a [TaHuUTONECHHA
TpomboiuToneHus: | (KHBOTO-
TpombouuTeEMHS 3acTpalliaBaiia)
[ToruckaHe Ha
KOCTHHA MO3bK
(>xHBOTO-
3aCTpalllaBalla)
HapymieHHs Ha AnepruiHu ABapQUNAKTHYHH
HMYHHATA DEAKLUH peaxLuu
CHCTEMA AneprudeH OTOK/ AHadunaKkTHYCH
aHTHOEIEM HIOK (AKHBOTO-
3acTpallaBalil)
(BX. Touka 4.4)
Peakuuy nono6HH
Ha cepyMHa OonecT
HapyuieHHA HA CHHApPOM Ha
eH10-KPHHHATa HeaaeKBaTHa
CHCTEMA CeKpeLns Ha
AHTHRHYPETHYE
H XOPMOH
Hapyuwenns Ha HamaneH XunepraukeMHs
mMeTa00NH3-Ma H areTuT XHUNOTJIHKEMHA

XpaHEHeTO

(BK. TOuKka 4.4)




IIcHXHYHH IMcuxomorop-Ha | OOBpKBaHE H [MTcuxuudyu peakiuy | MaHus
HapyLzeHus** XHIEpaKTHB- Ne30pHeHTaLIuA (NMOTEHLHAJTHO XunoMaHusA
HOCT/BB3Oyna PeaklHH Ha 3aBbPLLUBA CBC
6e3mokoCTBO CYHLIMIHH
ITaToNOTrHYHH HAer/MHCIIM WIH
ChHHIIA OTMTH 34
Henpecus caMOyOHACTBO H
(MOTEHLIHAITHO caMoyOrliCTBO)
3aBBpUIRA CHC (BX. TO4Ka 4.4)
CYHUHIHM HACH /
MHCITH WNK OMHTH
33 CaMOyOHUNCTBO H
camMoyOHHCTBO)
(BK. TouKa 4.4)
XaATKLHHALHH
Hapywenua Ha I'nmaBobonue [lap- u Murpena [MepugepHa
HEepBHATA 3amaliaHe AH3eCTE3N HapyuieHa HEBPOMATHA,
cHeTeMa** HapymeHua Ha | XHNOECTE3HA KOOpAHHALIMA I[TOJIMHEBpONa-
CbHA Tpemop Hapy1iieHa moxoaka | THA
BxycosH [Ipunagbuy (Bx. HapyLIeHHUA Ha (BX. Touka 4.4)
HapYUICHHA Enunentuuen 00OHATEITHUA HEPB
CTATYC BXK. TOHKA HHTpaKpaHHaJHa
4.4) XHIEPTOHHA H
Bepruro MO3bYEH
NCEBAOTYMOP
3puTentu 3pHTENHH 3puTeNHa
HapyleHua™** HapYyIHCHHA geopMalIiA Ha
(AMMIQMHA) LIBETOBETE
HapyieHHs Ha Tuuutyc
YXOTO H 3ary6a Ha cityxa /
JabHpUHTA™™ YBpexnaHe Ha
ciyxa
CopaeyHHd Taxukapans KamepHa
HapyleHHa*** APHTMHA U
Torsades de
Pointes
(cpobiiaBaHu
npeAUMHO ITPU
MALLHCHTH ¢
PHCKOBH
¢axtopu 3a QT
yIbIDKABaHE),
EKI" QT-
yIbIXKapaHe
(BK. TouKka 4.4 H
4.9)*
CobaoBu Bazoaunarans Backynur
HApYLUeHHA*** XHUINOTOHHUA
CuHkon
Pecnu-paTopHH, JqucnHes
IrpbAHH H (BKIIIOYHUTEIHO
MeAHACTHHAJIHH aCTMaTHYHO
HAPYWIEHHS CHCTOSHHE)
I'acTpounTecTHHa | I'ageHe IToBpbillaHe Cpbp3aH ¢ npueMa | [laHkpeaTHT
JIHM HAPYLLICHHY Nuapus | FacTpouHTecTH | Ha AHTUOHOTHK
HalIHU H KOJIMT
kopeMHM 60IKH | (MHOTO PAAKO C
Hucnencns Bb3MOXKEH (paTalieH
MeTeopH3bM n3xo1) (BxK. ToUXa

4.4)




XenaTobunnapHu [Moeumabase Ha | YepHoApoOHO YepHoapobua
HapYLWCHUA TpaHC- yBpex1aHe HeXpo3a
aMHHa3UTe XonecraTu4Ha (MHOIQ pAAKO Ce
[loBMinaBaHe Ha | XKBINTEHHULA pa3suBa a0
Ounnpy6uH XeNnaTHT )KUBOTO3ACTpalllasa
ma YyepHoapoOHa
HeJI0CTATBYHOCT)
(Bx. Touka 4.4)
HapymeHust Ha Ob6pus PeakudH Ha [Terexnn Octpa
KOXKATA H [pypuTtyc doTouyecTsuTenHo | Epurema reHepai3upaHa
NOJKOMKHHTE Y pTHKapns cT (Bx. Touka 4.4) | MynTudopme €K3aHTEMaTO3Ha
ThKaHH EpuremMa HON03YM MyCTYyJI03a
Cuuapom Ha (AGEP),
Stevens- JIEK2PCTBEHA
Johnson peakiuHs ¢
(MOTEHLHAIHO e03NHOPIIHA U
XKUBOTO- CHCTEMHH
3acTpallapaill) CUMIITOMH
ToxcHuHa (DRESS)
ENUACPMaAIHA
HEKPOJIHU3a
(MOTEHLMAIHO
>KNBOTO-
3acTpalliaBalla)
HapyineHHs Ha MyckyHo- Muanrus MyckynHa ciaboct
MYCKYJIHO- ckenetHa 6onka | ApTpHUT TenposarunuT
CKe/1eTHATA (Hanp. 6onka B | [ToBHIIEH PynTypa Ha
CHCTEMA, KOCTHTE KpaliHHLIUTE, MYCKYJIEH TOHYC H | CYXOXKWINETO
H 6onka B repba, | Kpammnu (npeauMHO
CheJHMHHTENHATA 6onka B AXWIecoBO
ThKaH** "bPAUTE CYXOXKHINE) (BXK.
ApTpanrus TouKa 4.4)

OboctpsaHe Ha
CHMMNTOMH Ha
MHUaCTEHHA MPaBHC
(BX. TOuKa 4.4)

HapymeHHus Ha VepexnaHe Ha | bboOpeuHa
6n6peuuTe O6u6penure HEAOCTATBYHOCT
NMHKOYHHTE Xemarypus
NbTHINA KpHrcrarypus (BixK.
ToukKa 4.4)
Ty6ynoHHTEPCTH-
IHaneH
HEDPHT
Obun Peaxumu | ACTEHHA OTOK
HapYLIEHHA H Ha Tpecka H3noTapane
edeKTH HA MACTOTO (XumepxXuapo3a)
MSICTOTO HA Ha
npHIoKeHHe** HHKEK-
TUpaHe H
HHQY-
3IUS
H3cneapanus [losumarade 8 | [loBHIlICHA aMH1a3a ITopHilapaHe Ha
KPBLBTA Ha INR (npu
aJIKaTHaTa MayMEHTH,
¢ocaraza S

* Te3u cbOUTHA ca CHOOIIEHH MO BpeMe Ha NOCTMAPKCTHHIOBHA NMEPHOI H CO Hab
Cpel NALMEHTH C JOMBbIHUTETHN PUCKOBH QaKTOpH 32 QT yawiokaBaHe (BHK TOUKE
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** Cp,06aBa ce 38 MHOTO PEAKHM CIYYaH Ha NPOJBDKHTENHH (0 MECELIH WIH N'OAKRHH),
MHBAIMIM3HPALIHA W MOTEHLKATHO HEOOPaTHMH CEPHO3HHU JICKAPCTBEHH PEaKLIMH, 3aCAralli HAKOJIKO,
MOHAKOra MHOI'O CHCTEMO-OPraHHH KJ1acOBe M CeTHBa (BKIIOYHTENIHO peaKMH KaTO TCHAHHHT,
Pa3KBCBAHE HA CYXOXKWIHE, apTpanrus, 6o/ka B kpalHULMTE, HAPYLICHHE HA MOXOAKAaTa, HEBPONATHH,
CBBP3aHH C NAPECTE3UH M HEBPAITHA, YMOPa, ICHXHATPHYHH CHMITOMH (BKIIOUHTENIHO HApYIICHHA
Ha CbHA, TPEBOKHOCT, MPUCTBITH HA MAHHKA, AETIPECHA U MUCITH 33 CaMOyOHIiCTBO), HapylLIEHUE Ha
[IAMeTTa ¥ KOHLICHTPALMATA H yBpesKAaHe Ha clyXa, 3peHHETO, BKyca U 00OHAHNETO) BbB BPB3Ka C
yriorpe6aTta Ha XMHONOHH H GIyOPOXHHOJIOHH, B HAKOH CTy4aH, HE3aBHCHMO OT BEUeE

CBHILECTBYBAILKTE PUCKOBH dakTopH (BX. Touka 4.4).
***[Ipy MALMEHTHTE, MpHeMAalH (IyOPOXHHOJIOHH, Ca CHODIIEHH Cy4al Ha aHCBPH3MA U NHCCKaLlnA

Ha aOPTATa, TIOHAKOTa YC/IOXHEHH NOpajii pasKbCBaHe (BKIIOYUTENHO C JIETaNeH U3X0Z) H
PErypruTalua/HEAOCTATBYHOCT Ha HAKOM OT ChpJEYHHMTE Ki1anH (BXK. To4Ka 4.4).

CnenHMTE HEXEIaHM peaklMH ca ¢ MO-BUCOKA YeCTOTa B KATErOpPUATA Ha NOArPYINHTE Ha MAUHECHTHTE,
NpMEMallld HHTPABEHO3HO WM CEKBEHIIHANHO (TpeMHHABAHE OT HHTPaBCHO3HO Ha NEpOpPaiHoO)

JEYCHHC!

YECTH NospblIaHe, IPEXOAHO NOBMIIABAHE Ha TPAHCAMHHA3UTE, OOpHUB

HedecTH | TPOMOOLMTONEHUs, TPOMOOUHTEMHA, OOBPKAHOCT H AC30PHEHTALHA, XaTIOLIHHALMH,
map- ¥ AU3ECTE3HU, PUNAAbLU, CBETOBLPTEXK, BU3YANHH CMYLICHHS, 3aryba Ha cliyX,
TaXMUKAPIHA, BA30JWIATALMA, XUIIOTOHHA, IPEXOAHO UepHOAPOOHO yBpekKIaHe,
xoJsiecTaTHueH HKTep, ObOpedHa HeAOCTaTbYHOCT, OTOK

PeAKH | NaHUMTOMNEHH, KOCTHOMO3BYHA AeNpecHs, aHAQUIAKTHYEH ILOK, ICHXOTHYHH PECaKLMH,
MUIpeHa, pa3TpoHCcTBO Ha OOOHATE/IHUA HEPB, YBpEXKOaHE Ha CllyXa, BaCKYJIHT,
NaHKpPeaTHT, YHepHOApoOHA HEKPO3a, IETEXHH, PA3KOCBAHE HA CYXOXKMITHETO.

Heduampuynu nayuenmu

YecToTaTa Ha apTpoOnaTha (apTpajiris, apTpHT), CIIOMEHATH NO-TOPE, C€ OTHACAT A0 aHHH, chOHpaHH
B NPOY4BaHMATA ¢ Bb3pacTHH. [Ipu aeua, 3a apTponaTus ce cbobuiasa uecto (BXK. Touka 4.4).

CrobliaBaHe Ha MOA03UpAHH HEXEIAHH PEaKIHH
Cb0BLIABAHETO Ha MOAO3UPAHH HEXeJIaHH peakLiMH ClIe/l pa3pellaBaHe 3a yroTpeda Ha JIeKapCTBeHHS

MPOAYKT € BaxkHO. TOBa M03BOAABA 12 MPOXL/KM HAOMIOAEHHETO Ha ChOTHOLLIEHHETO 1noJ3a/pUCK 32
nekapeTBeHHUA MpoAyKT. OT MEAHLMHCKHUTE CIIELMATMCTH CE H3HCKBA Ja cbob1aBar Beska
MoJ03HpaHa HeXeJlaHa peakLns upes

H3npiHMTE/IHA areHUUA NOo JIeKapCcTBaTa

yi. ,,Jlamas ['pyeB” Ne 8

1303 Cocbus
Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 IIpego3upane

CumiroMy
Hma crobuienue 3a npeaosupande ¢ 12 g, KoeTo € J0BeNO A0 JICKU CUMITTOMH Ha TOKCHYHOCT. [Tpn

0CTpO npenosupane ¢ 16 g e cboblLeHo, ue € A0BeNo A0 0cTpa 6B0peHa HEAOCTATHHHOCT.
CHMIITOMHTE MPH TIPEAO3UpAHE Ca BUEHE Ha CBAT, TPEMOP, [N1aBoOoJIHe, OTIAJHATIOCT, MHPUOBE,

XaNoLMHALMH, 0GBPKBaHe, a6I0MUHAEH AUCcKoMdopT, 6p6peuHa U YepHOAPOOHA HEOCTATHUHOCT,
KAKTO ¥ KPUCTanypHs 1 xematypusa. UMa croOuienns 3a obpatima 6p0pedHa TOKCHYHOCT.

JleyeHHe
OcBeH pYTHHHHTE MEPKH I1pH CMICILHUTE CJY4aH Harp. NPpEIU3BHKBaHE HA NOBpbILAH

OT NpHeM Ha MEAMLIMHCKM BBIJIEH, Ce MPENopbYBa Aa ce cien 6b0peuHara $yHKLMA,
pH M KHCENMHHOCTTA Ha YPHHaTa, ako ¢ HeoOX0AMMO, 33 1a Ce MPEe0TBPATH KPHCTa




[MaupenTHTe TpAGBa fa ca Aobpe XMUApaTHPaHH. AHTHALMAHUTE CPEACTBA, ChABPKALIM KAJILHH WIH
MArHE3Mil MOraT TEOPETHYHO Ja HaMansaT abcopOuMATa Ha LHMPOQUIOKCALIMH NIPH NPEJO3HPAHE.

CaMo MaiKo KoudecTBo ot tunpoduokcarut (<10%) ce eTMMHPHUPA YPE3 XEMOAHAIN3a WIH
NepUTOHEANHa AHATH3A.

B cnyuait Ha npepo3upaHe, ce/Ba a ce rpuiara CHMITOMATHYHO JICUEHHE. EKI" MmoHuTOpHpaHe
Tpa6Ba 1a 6baar NpearnpHeTo, NopaaH Fh3MOXKHOCTTA 33 YABL/KABAHE Ha QT unrepnana.

5. ®OAPMAKOJOI'MYHH CBONCTBA

5.1 @apmakogHHAMHYHH CBOHCTBA

dapMakoTepanesTHyna rpyna: ®nyopoxuHonony, ATC kon: JOIMAQZ

Mexanuzom na oeucmeue.
Kato dTyopoXHHOIOHOB aHTHOAKTEpHANEH areHT, 6akTEPHATHOTO ICHCTBHE Ha IUNpOdIOKCALIMH €

pe3yNTaT oT HXMGHupaHe Ha ABaTa THna Il Tonoxsomepasa (JJHK-rupasa) u Tononsomepasa 1V,
HeoOxonuMH 3a 6axrepranuara JIHK-peruinkanus, TpaHCKPHIUMA, Bb3CTRHOBABAHE H

pexoMOMHaLH.

PK / PD ezaumoomnowienue.
EdmracHOCTTa 3aBHCH TJIaBHO OT CHOTHOLIEHHETO MEXKY MAKCHMAaTHATA KOHLCHTPALHA B CEpyMa

(Cmax) ¥ MUHAMaJTHAaTa MHXMOUTOpHA KoHLeHTpanua (MIC) Ha uunpodguokcanyH 3a OaKTepHATHU
naToreHH M Bpb3KaTa Mexay ruiourra noj kpusata (AUC) u MIC.

Mexanuzom na pezucmenmuocm:
In-vitro pe3UCTEHTHOCT KbM LUNpodaokcaun Moxke aa 6bae npruaodHTa Ype3 NOETancH Npouec Ha

LenieBo pasmnosoxern myrauuu B JIHK rupasa u Tonounsomepasa [V. CreneHTa Ha KpbCTOCaHa
DEIUCTEHTHOCT MEXKAY LIMNPO(IOKCALMH K APYTH QIyOPOXHHONOHH KATO PE3YNITaTH € MPOMCH/IHBA.
EauHu4Ha MyTalldK, He MOXeE Ja JOBeAe 0 KIHHUYHA PE3UCTEHTHOCT, HO MHOroOpoiiHK MyTaLH
OGUKHOBEHO BOAAT A0 KIMHHYHA PE3UCTEHTHOCT KbM MHOIO HIIM BCHYKH aKTHBHH BELICCTBA, B
paMKHTE Ha Kiaca.

MexaHH3MHTE Ha PE3HCTEHTHOCT, Ype3 HENMPOMYCIIMBOCT H/WIH 3acAraly edaykcHaTa nomna 3a

AKTHBHOTO BEIIECTBO MOXKE [1a MMAT NPOMEHINB €PEKT BhPXY YYBCTBUTE/HOCTTA KbM
(bITyOPXHHOJIOHHTE, KOATO 3aBHCH OT (PHIHKOXHMHYHHTE CBOHCTBA Ha OTACTHHTE aKTHBHH BCILICCTBA B

PaMKHTE Ha Kiiaca M aQHHUTETA Ha TPAHCMOPTHUTE CHCTEMH KBM BCAKO aKTHBHO BELICCTBO. Bcuuku
MEXaHH3MU Ha PE3UCTEHTHOCT ca Hab/MoaaBaHH NPH KIHHUYHY H30JIATH in-vitro. MexaHW3MUTe Ha
DE3UCTEHTHOCT, KOUTO AE3AKTHBMPAT APYrHTe AHTHOMOTHLM KAaTO HHUITPAaLIMOHHH Gapuepy (4ecTo
npu Pseudomonas aeruginosa) u eQiTyKC MEXaHU3MH MOTAT 112 OBIHAAT BEPXY HyBCTBHTC/IHOCTTA

KbM LUNPOPIOKCALIHH.,
HMa choOlieHHs 3a I1a3MHA-MeHHpaHaTa pe3UCTEHTHOCT, KOJAHpaHa Ype3 qnr-reHy.

Cnexmup Ha anmubaxmepuania aKkmugHocm.

['paHHUHK CTORHOCTH, KOUTO OTAENAT YyBCTBUTEIHHTE IIAMOBE OT IAMOBETE ¢ yMEpeHa
YyBCTBHTENHOCT M MOCNEAHUTE OT PE3UCTEHTHHTE I1aMOBC:

EUCAST Ilpenopvku

MuaxkpoopralH3MH JYBCTBHTE/IHH Pe3HCTEHTHH
Enterobacteria S £0,25 mg/l R > 0,5 mg/l
Salmonella spp. S <0,06 mg/l R > 0,06 eHLAs
Pseudomonas S <0,5 mg/l R>0,5
Acinetobacter S<1mgl R>1 i 2
Staphylococcus spp, S <1 mgl R>1 RER TR
Haemophilus influenzae S <£0,5mg/l R >0, B m:,..,, =
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Moraxella catarrhalis S <0,125 mg/l R>0,125 mg/]
Neisseria gonorrhoeae S <0,03 mg/l R > 0,06 mg/]
Neisseria meningitidis S <0,03 mg/l R > 0,03 mg/l
["'panH4YHK CTOHHOCTH, KOHTO S <£0,25 mg/l R > 0,5 mg/l
He ca CBbp3aHHU C OnpeaeNeH

BHO*

1 Staphylococcus spp. — FpaHHYHHTE CTOHHOCTH 3a UMMPOQUIOKCALIHH Ca CBbP3aHH C TEpanii

BHCOKH AO3H.
*I"paHHYHHTE CTOHHOCTH, KOMTO HE Ca CBbP3aHM C ONPEAEIEH BH/ Ca OTPEIC/ICHH INIaBHO Ha Oa3za

dapMakokuHeTHYHW hapMaKoJHHAMHUHK JQHHH H €3 HE3aBUCHUMH OT pasnpe/ic/iCHHATA Ha
MHHMMaJIHaTa HHXuGuTOpHa KoHuenTpauusd (MIC) Ha koHKpeTHHs BUA. Te ce H3MOM3BAT CAHHCTBEHO
1a BUIOBE, 33 KOUTO HE € OrpeesieHa rpaHiyHa CTOHHOCT 38 KOHKPETEH BH H HE Ca 32 T¢3H BHAOBC,

[PH KOMTO He Ce Mpenopb4ba H3NMTBaHE 32 YyBCTBUTEIHOCT.
Pa3npocTpaHEHUETO Ha MPUAOOHTA PE3UCTEHTHOCT MOXeE JIa BapUpa reorpadCku M BbB BPEMETO 34
ONpeieNIeHH BHAOBE U € XKeNaTeHO a UMa MECTHa HHOPMALMS 33 PE3UCTEHTHOCTTA, ocobeHo

KOaTO e JIEKYBaT TeXKH HHDEKUHH. AKO € HeoOXonuMo, TpAOBa ia ce TbPCH EKCTICPTEH ChBET,
KOTaTO MECTHOTO Pa3NpOCTPaHEHHE Ha Pe3UCTEHTHOCTTA € TaKOB&, Y€ M0/13aTa OT &r¢HTa NMpPH MOHE

HAKOH BHAOBE MH(PEKLUM € 11O/ BBIIPOC,

['pynupaHe Ha CbOTBETHHTE BUJOBE CIOPEN HyBCTBUTETHOCTTA KBM LHNpOQUIOKCALHH (32
Streptococcus species Bx. Touka 4.4)

OB AMHO YYBCTBHUTEJHH BUIOBE
Aepobun I'paM-noN0KHTETHH MHKPOOPranu3MH

Bacillus anthracis (1)
AepoOnn I'pamM-oTpHIATE/IHH MEKPOOPravH3MH
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

AnaepoOHH MEKPOOPTraHKHIMH

Mobiluncus

JIpyra MEKPOOPraHH3IMH

Chlamydia trachomatis (3)

Chlamydia pneumoniae ($)

Mycoplasma hominis (3)

Mycoplasma pneumoniae (3)

BHUJIOBE, 3A KOUTO INIPUAOBUTATA PESUCTEHTHOCT MOKE A BBAE

ITPOBJEM
Aepobnn I'pam-no0XKATETHH MHKPOOPraHA3IMH

Enterococcus faecalis (3)

Staphylococcus spp.* (2)
Aepobuu I'paM-0TpURATEIHH MUKPOOPraHH3MH

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*
Providencia spp.
Pseudomonas aeruginosa*
Pseudomonas fluorescens
Serratia marcescens™

AnaepoOAM MHKPOOPTraHH3MH

Peptostreptococcus spp.
Propionibacterium acnes

NPUCHIO PESUCTEHTHH OP'AHH3MH

Aepobru I'paM-noJ0KHTETHH MAKPOOPIraHHA3MH

Actinomyces
Enteroccus faecium

Listeria monocytogenes
AepoOnd I'pamM-oTpHIaTEIHHE MAKPOOPranA3MH
Stenotrophomonas maltophilia

AHaepoOHH MAKPOOPraHHu3MH
C uskaiouenue Ha RoCoverume no-20pe

JApyran MEKpOOpraHH3MH
Mycoplasma genitalium
Ureaplasma urealitycum

* KnunuyHa epUKacHOCT € 0KA3aHa 32 YYBCTBUTEIIHHTE H30M1aTH NP OA00PEHNTE KITMHAIHH
NoKa3aHuA

+ Pe3sMCTEeHTHOCT UecToTa = 50% B eAHa WM NoBeve AbpxKaBH-41eHKH Ha EC

($): EcrecTBeHO yMepeHa UyBCTBUTEIHOCT TPH JIMIICA Ha IIPHAOOHTHTE MEXaHHIBM Ha
PEe3UCTCHTHOCT

(1): [TpoyuBaHusTa ca MPOBEACHH BhPXY €KCIEPHMEHTANIHH KHBOTHH NpPH HHbDEKIIUN B pe3yiITaT Ha
MHXananuM Ha cniopu Ha Bacillus anthracis; Te3u Ipoy4BaHUs NOKA3BAT, 4€ 8KO AHTHOHOTHYHOTO
nedeHKe 3aMouHe BeHara Cliell eKCIo3uLmATa ce u36arsa pa3sUTHETO Ha DolecTTa, KaTo
JIeYeHMETO ce ChCTOM B HaMaiuBaHe Ha Opod Ha COpUTE B OpraHK3Ma IO 3apa3HUTE JO3H.
ITpenopbuanara ynorpefa npH Xopa, ce 0OCHOBABA IVIABHO Ha in-Vilro YyBCTBUTENHOCT U Ha
EKCIICPHMEHTAIHM AaHHH C XKHBOTHH, 33€IHO € OrPaHHUCHH AaHHM NPH XOpaTa. JiByMeceuHaTa
OPOXBb/DKHATENIHOCT Ha JICYEHHETO NPH Bb3pacTHH ¢ NEpopaieH uunpoduIoKcalluH ce H3BBPILH B
cnenxnTe 103a, 500 mg aBa MHTH AHEBHO M CE CUMTAT 3a €eKTHBHHM 3a NPEAOTBPATABAHE HA

aHTpaKcHa MH(PEKLMA NpH YoBeka. JIeKyBallMTe TeKapH TpAOBa [a HAMPAaBAT CNpaBKa
HALIMOHAIHUTE WIH MY)K/AYHAPOJHUTE KOHCEHCYCHH JOKYMCHTH MO OTHOLICHUE HA JIEHCHUETO Ha

aHTpaKC.
(2): MeTHLHIMH PE3UCTEHTHH S. quPeus MHOIO YeCTO NMOKA3BAT KPhCTOCAHA PESHCTCHTHOCT KbM
dbnyopxuHononute. CTeneHTa Ha pe3UCTEHTHOCT KbM METHLIWIMHA € OKOJIO 20 o 50% npu BCHYKH

BuJioBe cTadWIOKOKH M OGHKHOBEHO € MO-BUCOKA NPH BHTPeOOIHHYHN H30MATH.

5.2 ®apmMakoKHHETHIHH CBOHCTBA

Abcopbyus
Cnex MHTpaBeHO3HA HH(Y3HA HA UMNPOQIOKCAHH B Kpad Ha UHOY3UA CE JOCTHrar

MaKCHMATHY CepYMHM KOHLEHTpalUnH. PDapMaKOKHHETHKA Ha uUnpodIOKCaLHH € U
ob6xsat 10 400 mg, npuoxkeH HHTPaBCHO3HO.



CpaBHeH#He Ha (papMaKOKHMHETHYHHTE NapaMeTpH NPH A03HPOBLYEH PEXXUM Ba TETH HA ICH ¥ TpH
ILTH Ha JIE€H MOKA3Ba, Ye HAMA JaHHH 33 HATPYIIBAHE Ha IEKapCTBOTO - LMMNPOQIOKCAMH M HETOBUTE

MeTa0OHNTH.

60-MHHYTHa MHTpaBeHO3Ha HHpy3us Ha 200 mg UMNpodIOKCalMH WK NEPOPAHO NPUICKEHHE Ha
250 mg uunpodioxcalt, KaTo ce npuiara Ha BCeKH 12 yaca, AMaT EKBHBAJIEHTHA IUIOML TTI0AL

KpHBaTa cepyMHa KoHLeHTpaLus/ Bpeme (AUC).

60-MHHYTHa HHTpaBeHO3Ha MHOY3us oT 400 mg uunpodiokcaltid Ha Beek 12 yaca e
6uoekBUBalIEeHTHa Ha 500 mg nepopaina f03a Ha Becekd 12 vaca no othouleHHe Ha AUC.

400 mg MHTPaBeHO3Ha 032 NpunaraHa 3a 60 MUHYTH Ha BCekH 12 uaca BOAH A0 Cmax CXOJIHA C TA3M,
HabmomaraHa ¢ 750 mg nepopanHa Ao3a.

60-mMuHyTHa MHY3Ha or 400 mg uunpodokcauuH Ha BeekH 8 yaca, € eKBHBAJICHTHA 110 OTHOLUCHKE
Ha AUC Ha nepopansa g03a 750 mg na Bcexu 12 vaca.

Paznpeoenenue
CBBP3BaHETO Ha LMNpPOdIOKCALMH ¢ IPOTeHHH € Hucko (20-30%). LiunpodnokcalMi NpUCHLCTBa B

[1a3Mara 0o rojnsMa cTeleH B HeiloHuzupaHa dopma M uMa rosism obem Ha pasnpeaenenne 2/3 L/ kg.
L{unpodnokcauuH JOCTHra BUCOKH KOHUEHTPALMHU B Pa3THYHH ThbKaHH, KaTO HaNpHMep 6enusa apod
(enuTeHATA TEYHOCT, aJIBE0apHUTe Makpodard, 6HONCHYHA ThKaH), CHHYCHTE, BB3IANEHH JIE3HH
(KaHTapHIHA MEXYPHZ TEYHOCT), KAKTO M B YPOr€HHTATHHS TpaKT (YpHHa, NpocTara, E€HAOMETPHYM)
KBAETO 001naTa KOHLIEHTpAL|s, IPEeBUILIABA Ta3H, JOCTHIHATA B rulasMarta.

Memaboauzvm
Hycku KOHLIEHTpALMK Ha yeTHpy MeTabonuTa ca GHiH chobieHH u ca 61T HACHTHOUIHMPAHH KaTo;

aeseTwieHeuunpodnokcauus (M 1), cyndouunpopnokcalnH (M 2), OKCOUUNPOPIOKCAIIHH M3)wu
dopmummnpodnokcaunx (M 4). MetaGonurire NOKa3Bat in-vilro aHTHMHKpOOHA aKTHBHOCT, HO B
M0-HHCKA CTENEH, OTKONKOTO Ta3X Ha M3XOAHOTO CheIMHEHHE.

3Hae ce, ye uunpodaokcauu ¢ ymeper uHxu6uTop Ha CYP 450 1A2 #30€H3UMH.

Enumunupane
L{nnpodaoKkcaluH A0 ro1saMa CTENSH ce eKCKpeTHpa B HENMPOMEHEH BHJ Hpe3 6nOpeLUTe, KAKTO U B

no-Majika creneH upes deteca.

Exckpenus Ha gunpod.aoxcaund (% OT 103aT13)

ITepopa/1HO NPHJIOKEHHE
Yprua Penec
] lunpodiokcalyt 61,5 15,2
Metabonuti (M -My) 9,5 2,6

Br6peuHnaT knupsHC e Mexay 180-300 ml/kg/h, a oOLUHAT KIIMPBHC € MEXKIY 480-600 ml/kg/h.

[ lunpodnokcanuH ce noanara Ha riIoOMepyiHa dunTpauns u TyOynHa ekckpeums. Texxo HapylieHaTa
6b0peuHa GyHKUHA BOAHU AC YABDKEH NOMYXKHBOT Ha nMnpodiokcatinH 40 12 yaca.

EKCTpapeHaTHHA KIMPBHC Ha LMNPOQIOKCALMH Ce AB/DKH OCHOBHO Ha aKTHBHATA TpaHC-
MHTECTHHAIHA CeKpeLHs ¥ MeTabOoNH3M.

1% oT fo3aTa ce eKCKpeTHpa 4pe3 ¥IbuKara. LlunpodiokcalMH ce HaMHpa B JUTbKATA BLB BHCOKA

KOHIIEHTPAaLH1A.

Heduampuunu nayuenmuy
dbapMaKOKKHETHUHUTE JAHHH [IPH MEAHATPHHIHH NAUKCHTH, ca OrpaHHHCHH.




B exqno npoy4pase npH Aeua Cmex ¥ AUC He 3a8BHCAT OT BH3pacTTa (Hajl €1Ha rofMiuHa BB3pacT). He
e HaBIIONABAHO 3HAYMTENHO NoBUILaBaHe HA Camax 1 AUC ciieq MHOrOKpatHO fo3upane (10 mg/kg

TPH MBTH JHEBHO).

[Ipu 10 nena ¢ Texnk cencHe Cmax € 61a 6,1 mg/l (nuanasoxa 4,6-8,3 mg/l) cnen 1-uacona BeHO3Ha
HHOY3ua Ha 10 mg/kg npH feua Ha BL3PACT 0-MaJKU OT 1 rOAMHA B CPABHEHHE C 7,2 mg/l (or 4,7 -
11,8 mg/l) 3a neua Ha Bb3pacT Mexay 1 u 5 roauuina sb3pact. AUC cTOHHOCTHTE ca bunu

17,4 mg*h/L (auanasox 11,8-32,0 mg*h/1) 1 16,5 mg*h/l (auanaszon 11,0-23,8 mg*h/l) B CbOTBETHHTE

BL3PAacTOBH IPYIIH.

Te3u CTOMHOCTH ¢a B PPAHMLIMTE, OTYETEHH MPH Bb3PAaCTHH B TEPANeBTH4HH No3H. BB3 oCHOBA Ha
TOMyAanMOHHUS (PapMaKOKMHETHYEH aHANIM3 Ha NeJHAaTPUYHH NALHEHTH C Pa3INHH HHPEKLHY,
MpeAnonaraeMHAT CPEieH MONYKHBOT NMpH JeLiaTa ¢ NPUOIU3NTENHO 4-5 Yaca H OHOHAIMYHOCTTA Ha

nepopajHaTa cycrneHsus Bapupa ot 50 a0 80%.
3.3 IpexkiAHAYHA JAHHHE 32 0€300aCHOCT

HeKkIMHWYHHTE NaHHH He MOKA3BaT 0ocoBEeHH PHCKOBE 3a XopaTa Ha 6a3a Ha KOHBEHLUMOHAIIHUTE
MpOYYBAHHA Ha €JHOKpAaTHa 1033 TOKCHYHOCT, TOKCHYHOCT NPH MHOTOKDPATHO MPH0KEHHE,
KaHL|epOreHeH NOTEHLUAN, HIIH PENPOAYKTHBHA TOKCHYHOCT.

[Tono6HO Ha peavHa APYTH XHHOAOHH, LUNPOQIOKCalHH € (GOTOTOKCHMEH MPH XKHBOTHH TIPH
KIIMHUYHO 3HAYKMH HHBA Ha €KCO3HLMA. JlaHHuTe 33 doToMyTareHHOCT/ GOTOKAPIIMHOI€HHOCT
foka3BaT c/1ab GOTOMYTareHHH WK (OTOTYMOPOTEHHHU eeKTH Ha LHNPOGIOKCALMH B OTTHTHTE in-
vitro v ipu xuBoTHUTE. TO3M €deKT € O CpaBHUM € TO3H HA JIPYTHTEC THPa3HH HHXKOHUTOPH.

Cmaera noHocumMocm.
KakTo ce choOltaBa 3a Apyrure rHpasHu UHXHOMTODH, LIMIpOdUIOKCALIHH MPHYHHABA YBpPEXK/IAHE Ha

roJIEMHTE HOCEILM CTARH TIPH HEJOHOCEHH KMUBOTHH. CTENEHTa Ha YBpPIK/1aHE Ha XPYILANA BapHpa B
3aBHCHMMOCT OT Bb3PAcTTa, BUAA M J03aTa; yPEeXIaHeTO MOXeE 1a C& HaMallH, Ype3 NpeMaxBaHe Ha
HATOHBAPBAHETO Ha CTaBHTE. [IpOyUBaHMATA CHC 3PEJIH XUBOTHH (IUTHXOBE, Ky4eTa) HE NaBaT

[I0Ka3aTeNICTBa 3a YBpeXaaHe Ha Xpyluana. B enHo npoydBaHe NMpH MJIaJH Ky4eTa FroHYeTa,
LUIPOMIIOKCALHMH MPUUNHABA TEKKH CTABHH NPOMEHH B TePaneBTHYHM 103H, C/ICA ABE CEAMHLIM Ha

JieYeHHeTO, KaTo Te Bee olle ce Habaroaasar u cnej 5 Meceua.

6. ®APMAIEBTHYHHU JAHHH

6.1 ChnHcbK HA IOMOIIHATE BelleCTRA

MJIEYHA KMCEITHHA
HaTHPEB €ACTaT

KOHLIEHTPHpaHa COTHa KUCE/IMHA
BOAA 33 HH)KCKLHH

6.2 HecbBMEeCTHMOCTH

JIekapcTBOTO He TPAOBaA Aa ce CMECBa C IPYTH JIEKApCTBA, OCBEH TE3H CNIOMEHATH B TO'KA 6.6.

OCBEH aKO HE € MOTBhPAEHA ChBMECTHMOCTTA C JIPYTH Pa3TBOPH/NICKAPCTBA, MHQY3HOHHHAT Pa3sTBOP

Tps#6Ba BUHANH JIa Ce TIpWiara OTACAHO. BUauMHuTE NpH3HALM Ha HECHbBMECTHMOCT Ca HAMp. yTaABaHC,
IOMBbTHABAHE H TIpoMsHa Ha LBeTa. HeChBMECTUMOCT ce NosABABa NPH BCH'KH UHQY3HOHHH
Pa3TBOPH/NIEKAPCTBA, KOUTO ¢4 PUIHMHECKH HITH XMMHYECKH HecTaOHJIHH pH pH Ha pasT
(Hanp. MEHUUAITHHH, XENapHHOBH pa3TBOpH), 0COOEHO B KOoMOHHaLMA C pa3TBOPH, KOP

ankanto pH (pH Ha pasTeopuTe Ha Limpogiokcaum: 3.9 — 4.5).

6.3 Cpox HA roAHOCT




5 roauHHM
6.4 ChnenuajHH yCJIOBHA HA CHXpAHECHHE

Ila ce chbXpaHaBa B OpUrHHAIHATA OMAKOBKa, 33 Aa C€ MPEAINa3H OT CBETIIHHA.
To3n NekapcTBEH MPOAYKT HE M3MCKBa CNELIMA/IHK TEMITEPATYPHH YCI0BHA 33 ChXPaHCHHE.

6.5 Buau cbabpkaHHe HA ONMAKOBKATA
5 ammy;nu no 10 ml or koHueHTpata 3a H}y3HoHeH pasreop 100 mg/ml, B KyTH3.

6.6 Cpoenuandn npeanasHi MepkH 3a ynorpeba

KoHueHTpaTbT 33 HH(Y3HOHEH pa3TRop TpAOBA fa ce pa3pex/a HEMOCPEACTBEHO NPEAH NMPUIIOKCHHE.

Haii-MankoTo konuuecTBo € 50 ml.
LiunpHHON KOHLEHTPAT 34 HHTPaBeHO3Ha HH(Y3HA € ChBMECTHM € HU3HOIOrHHEH PasTBOP, pasTBOp
Ha Purrep, pastBop Ha XapTMaH (Punrepos nakrat), 5% uin 10% rmokoseH pasteop, 10% pasteop

Ha bpyKTo3a M 5% rmoko3seH pasteop ¢ 0,225% NaCl um 0,45% NaCl.

7. IIPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoseHusd

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per.Ne: 20000524

9. JTATA HA ITHPBO PASPEHIABAHE/TIOAHOBABAHE HA PASPEHNIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nepso paspemiasane: 08.09.2000
Ilata Ha nocaeqHo noaHoesaBaHe: 20.06.2011

10, JATA HA AKTYAJIMZUPAHE HA TEKCTA
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