KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA




/awo/ﬁ%/;w owogs

o —— T il e — T Li—

1. HME HA JEKAPCTBEHMUS ITPOAYKT 5‘;,. S
' _é‘;j,zy--r (1 -04- 2005

[unpunon 200 mg/100 ml uHdpy3roHeH pa3TBop
[Tunipunon 400 mg/200 ml undysuonen pasrop

Ciprinol 200 mg/100 ml solution for infusion
Ciprinol 400 mg/200 ml solution for infusion

2. KAYECTBEH U KOJIMYMECTBEH ChCTAB

100 ml ot uady3nonnus pasteop (1 daakon) ceabpxar 200 mg uunpoduokcauut (ciprofloxacing
kato nunpodJokcauuHoB naktar (ciprofloxacin lactate).

200 ml ot utdysuonnus pasteop (1 ¢uakon) cuabpxkar 400 mg UMIPOQIOKCaLHH (ciprofloxacin)
KaTo LUnpodIIoKcaMHOB JlakTat (ciprofloxacin lactate).

| ml ot MH}Y3MOHHMS Pa3TBOP ChAbPXKA 2 M@ UMNPO(IOKCALIMH KATO LIMIIPOGIIOKCALIMHOB JIAKTaT.

[ToMOILIHO BEIIECTBO C U3BECTHO JACHCTBHUE:
[lunpunon [{unpunon 400 mg/200

200 mg/100 ml ml uH(y3MOHEH
MH(Y3UOHEH Pa3TBOP pa3TBOp

Hatpuii 351,03 mg 702,07 mg

3a IbJIHKS CITMCHK MOMOILHUTE BELEeCTBA, BHKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

Mudy3noHeH pa3TBOp: OMCTBP, KBJTO-3€JICH.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

LlMnpyrHON HH(Y3MOHHH Pa3TBOPH Ca MOKA3aHM 3a JIEYEHHE HA CIICJAHUTE HH(PCKIUMH (BHXK TOYKH 4.4 u
5.1). CrietiMa/IHO BHUMAaHHKe cJie/iBa Jia ce 00bpHe Ha HATMYHATA HHOPMALHA 33 PE3UCTEHTHOCT KbM

LMpodIIOKCallMH Mped HAa4aJI0TO Ha JICYECHHUETO.

TpsbBa 1a ce MMa NpeBU/1 OPHULIHATHOTO PHKOBOJICTBO 3a MOJAXO/AIIO H3I0/I3BAHE Ha
aHTHOAKTEepHaJIHU CPE/ICTBA.

Bw3pacmuu
- WUHdeKIMH Ha JOJIHUTE JUXATeJIHH [TbTHILA, IPUYHHEHH OT I pamM-oTpULIaTeHH OakTepUH

- ex3auepbauus Ha XpoHHUYHa 0O6cTpyKTHBHA O€ej10apoOHa bosect
[Tpu oBGocTpsiHE Ha XpOHHYHA 0GCTPYKTHBHA Ges10/1pobHa GosecT LUMpPOQIOKCaLHH
TpsGBa J1a ce W3MOJI3Ba CaMO KOraTo Ce CUMTa 3a HEMNOAXO/s1la ynoTpebara Ha 1pyrH
aHTUOAKTEPHAJIHU CPEICTBA, KOUTO OOMYAHHO Ce MPEnopbUBaT 3a JICHCHHE Ha TE3H
MH(EKLIHH.

- undekuus Ha GpoHxuTe U 6enus 1pod Npu KMCcTo3HA GrOpo3a WM OPOHXMEKTA3HU: -

- NHEeBMOHHA | *'-\\*

- XpPOHHUYEH CYINOPaTHBEH OTHUT

OTpHLIATEJIHN OaKTEPHH




- HUHdexiuy Ha NHKOYHHTE MbTHILA
- OCTBp MHENIOHEPPUT
- YCNOXHEHH HHPEKUHH HA MHKOYHWTE MBTHILA
- 0akTepHalieH MpOCTATHT
- HHbexiMn Ha NOJOBHTE NBTHILA
- OPXMENHAHMMHT, BKIIIOUHTENHO Cly4YaH, IPUYHHEHH OT HyBCTBHUTE/THH
Neisseria gonorrhoeae
- Bb3NaJEeHUA B MAJIKUA Ta3, BKIIOYHTEAHO Cy4ad NPpUYMHEHH OT HyBCTBUTEIIHH
Neisseria gonorrhoeae
- HHdeKLMH Ha CTOMAIIHO-4YPEBHHA TPAKT (HANp. MbTHUYECKa AHapus)
- ADNOMHHAIIHH MHPEKIHUH
- HHbeKIuK Ha KOXKATa M MEKHTE ThKaHH, IPUYHHEHH OT | paM-oTpHLaTETHH baxTepHy
- 3510Ka4YecTBEH BHHILEH OTHT
- HNudexuuu Ha KOCTHTE U CTABUTE
- BauuisaHe Ha aHTpakc (MPodHUIaKTHKA e H3IaraHe H JjeueHue).
[lunpodnokcatH MOXe Jia ce NpHiara B ICUEHHETO Ha NAUHEHTH C HEYTPONEHHA ¢ TPECKa, 33 KOATO
ce MpeANonara, ue € npHYMHeHa ot OaxrepuanHa HHPEKLMS.

Jleya u onowu
- BpoHxo-MyIMOHATHH WHOEKLIHH, IPHYHUHEHH OT Pseudomonas aeruginosa, NpA NALKEHTH C
KucTO3Ha pubpo3a

- VCII0AHEHH YPHHAPHH HH(EKLIMM U OCTBP NMHETOHEPPHT
- Bauiusale Ha aHTpakc (MpoduiakTHKa ClIeq H3arane M Je4cHHE).

L{xnpodnokcaluH MOXKe ChILO Aa CE M3MO0N3Ba M 3a IeYeHHE Ha TEXKKH MHOEKLIUH NpH eua U
IOHOILIM, KOF4aTO Ce CUMTa, 4e TOBa ¢ HeoDXxonuMo.

Jleuenuero TpsaGpa Aa ce 3anouHe CaMo OT JIEKapH, KOUTO HMAT OMHT B JICYEHHETO Ha KUCTO3HA
dubpo3a WK TexXKH HHPEKLMH TIpY fela H 1oHoLH (BX. ToukH 4.4 H 5.1).

4.2 Jo3MpOBKA H HAYHH HA NPHJIOXKERHE

Ho3uposka
To3aTa ce onpeaens OT MHAMKALUATA, TEXECTTa H MACTOTO HA HHQEKLMATA, HyBCTBHTEITHOCTTA KbM

UMNpoGdIOKCaLMH Ha MPUUUHKMTENS (MTe) U OT ChCTOAHHETO HA GbOpevHaTa QyHKLMS Ha MALHEHTA.
[Tpu feua M KHOLK JO3HPOBKATa Ce ONpeAe/if Ha TEIECHO TErNO,

TIpOABIKHTENHOCTTA Ha JIEYEHHETO 3aBHCH OT TEXKECTTA Ha 3a00JIABAHETO H OT KIMHHYHHA U
OakTepHONOrHYHUS KYpC.

CneJ MbpPBOHAYAIHO HHTPAaBEHO3HO JIEYEHHE, IEYEHHETO MOXKE Ba NPEMUHE KbM N€POPATTHO JCHCHHE
¢ TaBNETKH, aKO € KIIMHUYHO TOKA3aHO M CIe[ npeleHka Ha ekapa. IV nedenue TpaOsa na 6bae

MOCAEBAHO OT MEPOPATTHO JICHEHHUE KOJIKOTO MOKE MO CKOPO.
[TpH TEKKHK CAy4aH, WIH ako MALMeHTBT He € B ChCTOSHHE A2 B3eMa TabJIeTKH (HaNpUMeED, MalKeHTH

Ha MapeHTepaIHO XpaHeHe), Ce NPernopbyBa Ja ce 3aro4He JEYEHHE C MHTPAaBCHO3EH
HUMPodIOKCALKMH A0 IPEMHHABAHE KbM MIEPOPATTHO NPUIIOKEHHE KOTATO € BL3IMOXKHO.

JleueHHETO HA HHPEKLIMH, TPUUMHEHH OT onpesienenH GakTepuu (Hanp. Pseudomonas aeruginosa,
Acinetobacter wiu Staphylococci) Moxe 1a M3KCKBa MO-BUCOKH 03K H €1HOBPEMEHHO NPHIOKCHHE H

Ha JpYyTrH IOAXOAAIIY aHTHOAKTEPHAIIHH CPEACTBA.

HH(EKLHMH NPH HEYTPONEHUYHH NMaLMEHTH 1 MHOEKUMH Ha KOCTH M CTaBH) MOXKE /1a M3UC
eIHOBPEMEHHO NIPUIOKEHHE H Ha APYrH MOAXOAAILM aHTUOAKTePHANHH CPEICTBA B 3aB

HYYBCTBHUTCIIHOCTTA HA [IATOrC¢HHUTE MPUYHHHNTCIIA.



Bvapacmnu

IHokaszanue

JIneBHa 1033 B Ing

Ob6ma npoxbL/LKHTEIHOCT
Ha JIEYECHHETO
(BH3MOXHOCT 34 3amo4YBaHe
HA NHLPBOHAYATHO
NapeHTEPATHO JIEIeHHE C

NHIpOodIOKCALHH)
Wndexumn Ha qonHuTe auxatentu nbtama | 400 mg aea MbTH 7 no 14 nuu
auesHo g0 400 mg
TPH ITTH JHEBHO
HMugexuuu Ha Octpa ex3auepbauus | 400 mg aABa NbTH 7 1o 14 nuu
FOpHU AMXATE/IHH Ha XpOHHYHH aHeBHO a0 400 mg
ThTHLLA CHHY3HTH TPU ITBTH JTHEBHO
XpOHUUEH 400 mg ABa IIbTH 7 no 14 auu

CYIIOPaTHREH OTHUT

nHeBHO A0 400 mg
TpH TETH JIHEBHO

310KauecTREeH
BBHILIEH OTHT

400 mg TpH NLTH
JTHEBHO

28 nuu o 3 Mecela

Y pHUHApHH YCIoXKHEHH 400 mg aBa TbTH 7 no 21 aHM, XaTo MOXE Aa
MHDEKLUN (BXK. HHPEKLIMH Ha nHesHo a0 400 mg Obae U no-NpoOAbIDKHTETHO
TouKa 4.4) MAKOYHHTE IMbTHIIA M | TPH MBTH AHEBHO OoT 21 AHH NpH HAKOH
OCTBpP NUEJIOHEPPUT cnettnpuyHu obcToATENCTBA
(kato Hanp. abLecH)
bakrepuaiieH 400 mg nBa MLTH 2 1o 4 ceamMuLu (OCTHP)
[MPOCTATHT AHEBHO (KaTo abliecH)
Nudexumu Ha OpxHEeNHAEMHT U 400 mg nBa MbTH noHe 14 nuu
YPOTreHUTAJIHUA BB3NAJICHHE Ha aHeBHo o 400 mg
TpaKT MaJIKUs Tas, TPH ITbTH JHEBHO
MPUYUHEHH OT
YYBCTBUTE/HA
Neisseria gonorrhoeae
CromamHo-ypesHd | Auapus npuunHeHa ot | 400 mg ABa MBbTH 1 nex
H faKkTepHaJIHU areHTy | AHEBHO
uHTpaabanomuHanuu | BiL Shigella spp.
MHQEKIHH pa3nu4Hy oT Shigella
dysenteriae Thn 1 H
EMITHPHUHO JICUCHHUE
HA TEXKKa ITbTHUYECKa
nuapus
Iuapus npuurHeHa ot | 400 mg 1Ba mbTH 5 n1HH
Shigella dysteriae Tun | N1HEBHO
1
Muapus npuurHeHa ot | 400 mg aea meTH 3 nHH
Vibrio cholerae IHEBHO
Tudonana Tpecka 400 mg aBa MbTH 7 IHH
AHEBHO
Hurpaabnomunanau | 400 mg nBa 0bTH 5 no 14 quu
MHEKLIHH, nuesHo a0 400 mg
npyU4YdHeHHU ot I'paM- | TpH MBTH JHECBHO
OTPHLIATEITHH

bakTepHH




Mudexuud Ha KOXa U MEKH TbKaHH, 400 mg nBa NbTH 7 1o 14 qHu
npuuHHeHu ot ['pam-oTpHuaTenHy 6akrepur | AHeBHO A0 400 mg
TPY TBTH JHEBHO
Nudexuyy Ha KOCTH ¥ CTABH 400 mg aBa MbTH MakcuMyM 10 3 MeceLa
nHeBHO a0 400 mg
TPH ITBTH AHEBHO

[TaupeHTH C HEyTPONEHHA C Tpecka, 3a koato | 400 mg xBa MbTH JleyeHueTo TpadBa 1a
ce npeznosara, ue € Npu4HHEHa oT aHeBHo Ao 400 mg MIPOABIDKH Mpe3 LIC/TUA
fakrepuanya uHpexuus Liunpopnokcaimi | TpH MbTH AHEBHO nepuo/ Ha HEYTPOINEHHATA.

TpsbBa fa ce npwiara €AHOBPEMEHHO C
noaxoagu(u) anTubakTepHaIHA CPeACTBA
ChIJIACHO OQHLMAIIHHTE ITPENOPHKH.

BauwBaHe Ha aHTpakc, npogunakrika cnea | 400 mg Aa nbTH 60 AHHK OT NOTBBLP)KAECHUETO
eKCMO3HLIMA H MTOCNEABALllO JICUCHHE 32 X0pa, | AHEBHO 3a ekcno3uuusa ¢ Bacillus
KOUTO MOTaT Aa 6BAAT Ha NEPOPANTHO anthracis

JIeYEHHE KOraTo € KJIMHUYHO YMECTHO.
IpyeMaHETO HA NEKapCTBOTO TpAOBA Aa
3404 He KOJIKOTO MOXe [MO-CKOPO Clel
MOTBLPKAABAHE HA EKCITO3HLIMATA,

lleduampuvna nonyaayus

Ioxa3zaauna J{HeBRA 1032 B mg O6ma npoAb/KHTETHOCT HA
JeqeHHeTo (Bb3MOKHOCT 32
3aM0YBAHE HA NHLPBOHAYAIHO
HAPEHTEPAIHO IeYEeHHE ©
nunpogIoKcanuH)

BpoHxo-6enoapobHu 10 mg/kg Tpu ITbTH AHEBHO 10 no 14 auum

MHOEKLHH NPH KUCTO3HA KATO MaKcHMAaltHaTa 1034 €

ubpo3sa 400 mg Ha IpHEM.

YcnoXXKHEHH YpUHApHH 6 mg/kg Tpy mTH AHeBHO A0 | 10 0o 21 nHK

UH(EKIIHH U OCTBP 10 mg/kg Tpy MBTH JHEBHO

nHenoHeppuT KaTO MaKCHMasiHaTa J03a €

400 mg Ha NpHEM.

BauiiBaHe Ha aHTpPaKc, 10 mg/kg nBa MbTU JHEBHO 60 DHYU OT NOTBBPXKAABAHE Ha

npo¢uilakTHKa clies no 15 mg/kg aBa NbTH excriosuLMaTa ¢ Bacillus anthracis.

EKCTIO3MLIUA ¥ MOC/IeABALLI0 ITHEBHO KaTO MaKCHMaJIHaTa

JIeYEHHE 3a XOpa, KOUTO no3a ¢ 400 mg Ha npuem.

morat aa 6baaT Ha

MepopaHO JIeUeHHE KOraTo €

KJIIHHHYHO YMECTHO.

[IpuemaneTo Ha 1€KapCTBOTO

TpsaOGBa Aa 3aMmo4yHe KOJMKOTO

MOXKeE IO-CKOpO CIEA

MOTBbPXKAABAHE Ha

€KCMO3BHLIMATA.

JIpyTH T€XKH HHPEKIIWH 10 mg/kg Tpu ITbTH JHEBHO Crnopen Buaa Ha UHQEKLMATA

KaTO MaKCHMAaJIHATa A03a €
400 mg Ha NpHEM.

Cmapuecka eb3pacm
[auseHTHTE B CTAPYECKA BB3PAcT TpAGBa J1a NOMyyaBar 1033, Cbobpa3eHa ¢ Texec

K KpCaTHHHHOBHA KJIHPBHC Ha IallHCHTA.

Iayuenmu ¢ 6v6peyno u 4epHodpobHO yepedcoane




[TpenopbuMTENHN HAYAIHH ¥ NOJUIBPIKALIH 103K 32 NTAUMEHTH C YBPEACHA Ob0peuHa PYHKLHA:

KpeaTHHHHOB KJHPBHC CepymeH Ilepopo.1Ha 103a
[ml/min/1,73m?} KpeaTHHHU {mg]

[umol/l]
> 60 <124 Bk oOnyalHaTa JO3HPOBKA.
3060 124 — 168 200-400 mg Ha 12 yaca
<30 >169 200-400 mg nHa 24 yaca
[TauveHTH Ha XeMoaHaMIH3a >169 200-400 mg Ha 24 uaca (cnen

oyanu3ara)

[lanHeHTH Ha NEPHTOHEANIHA >169 200-400 mg Ha 24 yaca
Juann3a

[Tpu nauueHTH ¢ HapylleHa YepHOAPOGHa QyHKLMA He Ce Hanara KOpHTHpaHe Ha J03aTa.

Jlo3upaHeTo NpH Jeua ¢ HapyueHa 6s0peyuHa WK 4epHoapobHa GpyHKuUMS HEe € OHII0 NpoYUBaHO.

Hauun na npunosicenue
LiunpuHon Tps6sa aa 6bie npoBepsBaH BU3yanHo npeau ynorpeba. Tol He Tp2Osa na ce M3NON3Ba,

aKoO ¢ MBTCH.

LiunpodnokcalyH TpabBa aa ce Npuiara kaTo MHTpaseHo3Ha HHGy3us. I1pu feua, nudysuara e ¢

NpOABKHUTENHOCT 60 MUHYTH.
[TpH BB3PACTHU NAaLMEHTH, BpeMeTo 32 MH(y3Hs e 60 MuHyTH 3a Llunpuron 400 mg 1 30 MHUHYTH 34
[{unpunon 200 mg. baBHata HHY3HA B rojaMa BeHa, 1e HaMaJTX nuckoM@opTa Ha TaUMEHTa H pPHCKa

OT Apa3HeHEe Ha BEHHTE.
MHdy3HOHHUST pa3TBOP MOXE Ja ce BJIUBa AXPEKTHO WIIH CJIeJl CMECBAHE C APYrH CHBMECTIMH

MH(Y3UOHHH pasTBOpH (BK. TOUKa 6.2).

4.3 IlpormBonoka3zaHHA

- CBPbXUYBCTBHTEIHOCT KbM aKTHBHOTO BEIIECTBO, KBM JIPYTH XMHOJIOHH MIIH KBM HAKOE OT

NOMOILHMTE BelecTBa, H30poeHu B Touka 6.1.
- EAHOBPEMEHHO NPUIIOKEHHE HA LIMNPOGIOKCALIMH H TH3AHUAWH (BX. TOUKa 4.5).

4.4 ChneuuanHy npenynpexaeHus ¥ NpeAnas’Hy MEPKH NPH ynoTpeda

Ynorpe6aTa Ha nunpoduiokcaluH TpsOBa fa ce H30iArea NpH MaLMEHTH, KOMTO Ca UMajli CEpHO3HH
He)KeJTaHW PeakLMM B MHHAIOTO NpH ynoTpeba Ha NpoayKTH, ChbABPXKALIM XHHOJIOHH WITH
pnyopoxHHONOHH (BX. To4Ka 4.8). JleueHHETO HA TE3H MALMEHTH C uunpodaokcauuH Tpadbea aa ce
3aMoYBa CamMo MPH JIMICA Ha AJITEPHATHBHH BB3MOXKHOCTH 33 JICUCHHE H C/1¢/] BHHMATE/THA OLICHKa Ha

CHLOTHOLIEHHETO MOJI3a/pHcK (BXK. Ch1Io TOo4Ka 4.3).

Teaicku unexyuu u cmecenu un@exyuti ¢ I pam-noroicumenny y anaepobru namo2enu
L{unpodnokcalldH MOHOTEpanHs He € MOAXOAAL 3a JICUCHHE Ha TEXKH HHO)EKUHH ¥ HHPEKLUHH, KOHTO
MOTaT [a ce Jb/IKAT Ha I'paM-ronoxuTeHH WK anaepo6uu naroredu. [Ipu TakuBa HHQEKUHH

numnpodokcalrH Tpabsa Ja ce npuiara eJHOBPeMEHHO C IPYrH MOAXOALIH aHTUOAKTEPHAITHH
areHTH,

Cmpenmoxoxoeu urgexyuu (exnoyumenno Streptococcus pneumoniae)

HunpodnokcaliMH He ¢e NPEnopbUBa 3a JISHEHHUE HA CTPENITOKOKOBH HHeKLHH TOpagy NHIica Ha
e(pUKacHOCT.

Hudbexyuu Ha nonogume nemuwya

OpxHenUIEMHUT K BB3NAIEHHE HA MaJIK1A Ta3, MOTaT a Ob/IaT NPUIHHEHH OT ¢ayop
PE3UCTEHTHH U30JIaTH Ha Neisseria gonorrhoede. 3a OpXHENIMACMHUT H Ta30Ba BH3NANHTOIN,
eMITMPUHHO BK/IIOYBaHe Ha LUApodoKcauyH, TpAOBa 1a ce oOMHCIIA caMO B KOMOHHALWEL ¢ APSYL... .




aHTMbaKTepHanes areHT (Hanp. ueanocnopuH), OCBEH aKO UHNPOQUIOKCALIMH-YCTORYHMBA
Neisseria gonorrhoeae moxe na 6ble H3KTOYEHa. AKO KIHHHYHOTO NOAOOPEHHE HE € MOCTHTHATO

cnen 3 THM OT JIEYEHUETO, TepanuaTa TpsaOBa Ja ce npepasrieja.

Hudbexyuu na nuxoynume nomuya
Pe3uCTEHTHOCTTAa KbM (IYOPOXHHONIOHH Ha Escherichia coli - HAaR-4eCTHAT NATOreH, NPEIH3BUKBAIL

HH(EKLIMH Ha IMKOYHHUTE ITHTHINA, BapHpa B lienusa EBponeAcky cbio3. [Ipenoprusa ce, ICkapure,
[MpEANUCBALLH JIEKAPCTBOTO, 3 B3EMAT MO BHUMaHUE YCTAHOBCHHTE JIOKATHH IaHHH 32

pe3sHCcTeHTHOCT Ha Escherichia coli xbM (IOPOXHHONOHH.

Humpaaboomunainu ungexyuu

ChlIECTBYBAT OrpaHMUEHH AAHHH 3a eHKACHOCTTA Ha IUMPOGIIOKCALIHH TIPH JICYEHHE Ha [10CT-
XHpYPrHYHa BbTPEIIHO-KOPEMHH HHQEKLIMH.

TTvmruvecka ouapus
[Tpu u360pBbT Ha UMNPOPIIOKCALMH CeIBa Ad ce B3EME I10]] BHHMAHHE HHpOpMALIUATA 32
PE3UCTEHTHOCT KbM LIMNPOMIOKCallMH Ha NaTOTEHUTE B CTPAHHTE, KOMTO CE NMOCEILaBaT.

HH@exguu Ha xocmume U cmasume

LiunpodnokcannH TpabBa Aa ce u3non3pa B KOMOHHALIMA C APYTH AHTUMHKPOOHH areHTH, B
3aBUCUMOCT OT Pe3YJITaATHTE OT MUKPOOHONIOrHYHHTE TECTOBE.

Huxanupane Ha anmpakxc
Vnorpebara ripu Xopa, ce OCHOBABa Ha in-Vilro JaHHM 32 YYBCTBUTE/IHOCT M H3 CKCIIEPUMEHTATHH

JAHHM TIPH XKUBOTHH, & CHIIO TAKA HA OrpaHMYeHH NaHHH NpH Xoparta. JlexyBaluuTe NeKapH TpaOBa ja
CE OTHACHAT [0 HALMOHAIHUSA W/ HIIM MEXJIYHAPO/IeH KOHCEHCYC 10 OTHOLICHHE JIECYCHUETO Ha

aHTpaKca.

Ileouampuuna nonyrayus
H3non3saHeTo Ha UMNPodIOKCALMH NP J€la H IOHOILH, TpsabBa Za ciie/iBa HATHYHHTE O(QHLIRATHH

npenopbky. JleueHHeTo ¢ uMnMpodokcalMH TpsOBa fa ce 3aMovHe CaMo OT JICKapH, KOMTO HMaT OfllT
B JIeYEHHETO Ha KMUCTO3HATa GUbpo3a H/MTH TeKKH HHPEKLUH NPH Jella W IOHOLIH.

LlunpodnoxcauyH e Mokasai, Y€ NpHYHHABA apTPONaTHA Ha HOCEILHTE CTaBH NPH HEAOHOCCHH
>KMBOTHM. JJaHHUTE 3a 6€30MacHOCT OT paHAOMH3HPAHO ABOHHO-CJIANO MIPOY4BaHE 3a MPHJIOKEHHETO
Ha UMNpodIOKCALIME NpuU Aeua (LMIpo@IOKCaLlHH: =335, CpeAHa Bb3pacT = 6,3 roaHHH; 3a
cpaBHeHHe: n=349, cpeaHa BB3pacT = 6,2 roJyHH; Bb3pacTOBa PaHHLIA = 1 go 17 roauHM) pa3kpH, ¢
Nojio3UpaHa YecToTa, CBLp3aHa ¢a IEKapCTBOTO, pa3BUTHETO HA APTPONATHA (3abernek MU KIHHUYHH
NPU3HALIK U CUMITTOMH OT CTpaHa Ha ctasute) ot JleH +42 ot 7,2% u 4,6%. PecriexTHBHO, CiiyyanTe
Ha apTPONaTHA, CBbP3aHa ¢ JIEKapcTBOTO | rofnHa ciell npuema My ca 9,0% u 5,7%. IToBKInaBaHeToO
Ha MOJO3UPAHUTE C/Iy4aH Ha apTponaTHA cjle]] ONpe/lelieHO BpEME OT NpHeMa Ha JIeKapcTBOTO HE €
CTATHCTHYECKU 3HaYMMO MexXAY ABeTe rpynu. Jleuennero TpabBa 1a 3anoyHe cliel BHUMATE/IHA
NpeLIEHKa HAa ChOTHOUIEHHETO M0J133/PHCK NMOpaaH Bb3MOXKHH HEXKEJTAHH peakLHH OT CTpaHa Ha

CTABHTE W/HWIU CheAUHHUTE/IHATA ThKaH.

Epouxo-6erodpobuy ungexyuy npu xucmosna gubposa
B KIHHHYHUTE H3NUTBAHHA Ca BIJIIOUEHH A€Ld M FOHOLIM Ha BB3pacT OT 5-17 roautu. [1o-

OrpaHWYEHH NaHHH HMa MpH JIEUEHHETO Ha Acia HA BH3PAcT MExAY 1 M 5 roauiuHa Bb3pact.

Venooxcnenu ungbexyuu HQ RUKQYHUME RbMUWA U nueaoxepum

JleueHne Ha HH(EKIMH HA IMKOYHUTE MBTHLIA ¢ LunpodiokcauuH TpAOBa Aa ce uma npe

MHKPOOUHONOTMUHHTE TECTOBE.
B KAMHUYHMTE K3MTHTBAHMA Ca BKIIOHEHH JELa Y IOHOIIH Ha BB3pacT oT 1-17 roau

Npyeu cneyuguunu medicku ungexyuu




[punara ce ¥ Npu APYTH TEKKH HHOEKLMH, B CbOTBETCTBHE ¢ OPULMATHHTE NPETIOPBKH, Cl1e)
BHUMATE/THA OLIEHKA MOJI3a/PHCK, KOraTo ApYro JIeYEHHE He MOXe Jla Ce MpHiara WiH CJIC]l HeyClieX Ha
KOHBEHLIMOHATHATA Tepanus ¥ KOrato MUKpoOHONOIHYHHMTE TECTOBE ONpAaBAABAT yroTpedata Ha
LHITPOIIOKCALIHH.

M3nonasaHeTo Ha LUIPOGIOKCALIHH MIPpH cnelUGHUYHN TEXKH HHPEKLMH, pa3iiiiHHi OT TE3H,
CTIOMEHATH NO-rope, He € 610 OLeHABaHO MO BpeME Ha KIIWHMYHA H3NTHTBAHUA W KTUHHYHHA ONHT €

orpanuueH. CnemoBaTenHo ce Npenopbysa NpeanasiiBocT NpH JIEYCHHE HA NIALMEHTHTE C TE3H
HHQEKLHH.

Ceppxuyecmeumennocm
CBpBXUYBCTBHUTETHOCT M ANIEPrUYHM peaKliiH, BKITIOUMTEHO aHa(HIaKCHs U aHa(HUNAKTOMAHH

peaKLMH, MOTaT jia@ HACTHIAT BCJIEACTBHE HAa €IMHHUYHA 1032 (B3K. TOUKA 4.8) u mMorar aa Obpaar
SKMBOTO-3aCTpalIaBaliid. AKO TaKaBa peakliis ¢e NMOABH, MPHUEMAHETO Ha LMnpoqUIOKCallMH ClIeABa Aa

ce Cnpe M € 3aAbJDKHTCIIHO Ja CC INPOBCAC ANeKBaATHO JICHCHHC,

IIpodvasicumennu, UHGQAIUOUSUPAIYYU U ROMEHYUATHO HEeOOPAMUMU CEPUOIHU HENCERANYU REKAPCIEEHY

peaxyuu
C1bo61aBa ce 32 MHOTO PEAKH CIydaH Ha MPOAb/DKUTENHH (POABIKABAILM MECELM HIIH FOJHHH),

HHBANUAU3HpALIM Y NOTEHIMATHO HeobpaTHMK CEPHO3HHU HeXKenaHH JIEKapCTBCHH peakLinH,
3acAralH Pa3IMuHM, IOHSKOTa MHOTO CHCTEMH B OpraHu3Ma (MyCKY/THO-CKEICTHa, HEpBHA CHCTEMa,
[ICHXMKA H CETMBHU OPraHH) NPH NalLMeHTH, NOMy4aBalli XHHONOHHU H QIIyOPOXHHOJIOHH,
HE3aBUCHMO OT TAXHATA BB3PACT M BeUe ChIIECTBYBaIlMTe pUcKOBH dakTopH. LlunpodnokcanuH
Tpa6Ba Aa ce cnpe He3abaBHO NpPH IMbPBHTE NPHU3HALM HITH CHMNITOMH Ha BCAKA CEPHO3HA HEXelaHa
peaklMs KaTo NalMenTUTe TpaOBa Ja ce NOChBETBAT [a C€ CBBbPXKAT C TEXHHA JieKap, npeanncan

JIeKapCTBOTO, 3a ChBET.

;_r‘ﬂ VCKVAHO-CKEAEeMHYU CUCHEMU

[To npuHuKn uxnpodIoKcaLdH He TpaOBa fa ce H3NoA3Ba NPHU NaLMCHTH C aHAMHE3a 33 3abongBaHe
Ha CYXOXHMJIMETO/HAPYILEHUA, CBBP3aHH C JIEHEHHE ¢ XMHOJIOHH. BBripeku ToBa, B MHOIO PEAKH

ciy4ay, clel MUKpOOHOIOrH4HO A0KA3BaHE Ha MIPUYMHUTENA H OLEHKA HA CHOTHOIICHHETO
PHUCK/TION3a, LKNPOGIOKCALIMH MOXKE J1a Ce MPEeANKCBa Ha Te3H MALMEHTH 3a JICUCHHE Ha HAKOH TEKKH

HHpeKUKK, 0cobeHO B ciaydail Ha HEyCneX Ha CTAHAAPTHATA Tepanus WK NpH OakrepHanHa
PE3HCTEHTHOCT, KOraTO MUKpOOHONOrHYHMTE IaHHH MOTAT Aa ONpPAaBAAAT M3IO/I3BAHETO Ha

LHNPOo¢ROKCaLUH.

Tenounum u pazKuceane HAa CYXoHCunue
TeHAMHHUT W pa3KbCBaHE HA CYXOXMITHE (MO-CMNELIHATHO aXHIIECOBO CYXOXKHIINC, HO be3 na ce

OrpaHH4aBa caMmo ZI0 Hero), MOHAKora ABYCTPaHHO, MOXeE /1a CE MOJTyHH OIS B PAMKHTE Ha 48 4aca oT
3aII04BaHe Ha JICYEHHETO C XHHOIIOHH H (QJIYOPOXHHOMOHH KaTO HMa CHODILEHH 32 TaKiBa, Pa3BHIIH
ce JOPH ZI0 HAKOJIKO Mecelia Cliell peKpaTABaHe Ha JieYeHUEeTOo (BXK. TO9YKa 4.8). PUCKDBT OT TEHAWHHUT
1 pa3KbCBaHE HAa CYXOXKWIHE C€ NOBHILABA MPH NMO-Bb3PACTHH MALMCHTH, IALHUEHTH C 0BOpeunHo
yBpexJaHe, MaLMEeHTH ¢ TPaHCILUTAaHTUPaH COTMICH OpraH H TaKUBR, JIeKyBaHH CBITBTCTRALLO C
kopTHKOcTepouaH. [To Tasu NpyHYHHA CHIBTCTBALLATA YNOTPEOa H2 KOPTHKOCTEPOHAK TpsbBa na ce

n361rea.
[Ipy mupBHUA NPU3HAK Ha TEHAMHHUT (Hanp. 6oJe3HEHO NOAYBaHe, BBH3MaJICHHE) IEHEHHETO C

nunpodJiokcauMH Tpa6Ba 1a ce NPEKPaTH U Aa ce OOMHCITH aITEPHATHBHO JICHCHHE. 3acernaTuaT(re)
kpaiHuk(1d) TpaOBa aa 6bae(ar) neKyBaH(H) MO NOAXOAALL Ha'HH (Hanp. ofesnsmkaane). He tpabaa
fla ¢e U3MOA3BAT KOPTHKOCTEPOHH, aKO CE€ MOABAT NMpPH3HALH Ha TCHANHOTIATHUA.

IHayuexwmu c muacmenus 2pasuc

[ [unpodnokcauus TpAGBa Aa Ce M3NO0M3Ba NPEANadMBO NPH NAIMEHTH ¢ MUACTEHHS IPAaBHC, ThH KaTO
MOXe 13 HACTbIIM BAOLIaBaHEe HA CUMIITOMHTE (BXK. TouKa 4.8). o MH*}‘?;"“
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Kiana cnen npueM Ha ¢nyopoxuHonoHH. ChoOuueHH ca ciryyan Ha aHEBPH3MAa H JHCeKaLMA Ha
A0PTATa, NIOHAKOra YCIOXKHEHH I10paad paskbCBaHe (BKIIOYHTETHO ¢ JIETAJICH U3XOM) H
perypruTaLus/HefoCTaThbYHOCT Ha HAKOH OT ChpACUHHTE KIIAMH NMPH NMalKeHTH, NpHEMaLlH
(yopoXHHOIOHH (BXK. TOuka 4.8).
3aToBa (GIyOpOXHHOJIOHUTE TPADOBA a Ce M3IOJI3BAT CaMO CJIEJl BHHMATENHA OLICHKA Ha
CHOTHOILIEHHMETO MOA3a/PUCK M CEA pasIe)KAAHE Ha APYTH TePaneBTHYHH Bb3MOKHOCTH IIpH
MALMEHTH ¢ MOMOXKMUTEIHA haMWIHA aHAMHE3a 3a aHEBPU3Ma WIH BPOJAEHO 3a00NABaHE Ha
CBHPJEYHHTE KAy, WIH NpY NaluMeHTH, THarHOCTULIMPAHH ¢ NMPEALIECTBALIA AHCBPHIMA W/
JUCEKALMA Ha aopTaTa Wik 3a6onaBane Ha ChpACHHHTE KJIANH,HIIM NIPH HaTH4He Ha APYTH PHCKOBH
¢akTopy WK 3ab0NABAHMI, NPEApA3NONAaranly
® KaKTO KbM aHEBPH3Ma M JMCEKAlLIHi Ha a0pTaTa W 33 PerypruTalus/HeJIocTaTbYHOCT Ha
ChpACHHHTE KJIanH (Hanp. HapyleHHA Ha CbeJHHHTEIHATA ThKaH, Hanp. CHHAPOM Ha Marfan
niu curgpom Ha Ehlers-Danlos, cunapom Ha Turner, Gonect Ha Behcet, xuneproHus,
pPEBMATOU/IEH APTPHT, WM NOMMBJIHHTE/IHO
® [pH aHeBpPH3Ma K JINCEKALMA Ha aopTara (Hanp. CbAOBH HApYLICHHS, Hanp. apTepuHT Ha
Takayasu, THFAaHTOKJIETBHEH apTEPHHT, WK U3BECTHA aTEPOCK/ICPO3a HIIH CHHAPOM Ha
Sjogren), WIH AOITBIHHUTENTHO
*  NpH PErypruTalMs/HEAOCTATHYHOCT Ha ChPACUHHTE KIAMK (Hanp. MHQEKLHO3EH
€HJI0OKapAMT).
PUCKBT OT aHEBpH3Ma M JUCEKALIMA HA A0pTaTa M TAXHOTO Pa3sKbCBAHE MOXE CHILIO Aa C€ MOBHILH IPH
MallEHTH, JIEKYBaHH €IHOBPEMEHHO CbC CHCTEMHH KOPTHKOCTEPOH/IH.
B cnyuait Ha BHe3anHa 00JIKa B KOpeMa, rpbAHMA KOUI HITH repba nauueHTure Tpsabdsa na 6baat
NoChBETBAHH J1a C€ KOHCYJITHPAT He3abaBHO € Jiekap B CMIELIHO OTACJICHKE,
[MauuenTHTe TPAGBa Aa GBAAT OCHBETBAHU A IOTHPCAT HE3a0aBHO MEMLIMHCKA MTOMOIIL B CITy4aH Ha
ocTpa JAMCIIHEs, NoABa Ha chpuebueHe (MannUTALKH) WK PA3BHTHE HA OTOK Ha KOpeMa WK AOTHHTC

KpauHHLH.

Domouyscmeumennocm
[unpodtokcaluyH NpHYHHABA PEAKLMH Ha QOTOUYBCTBHTEITHOCT. [laupenTUTE, NpUMALIH

uunpodokcanmH TpAGBa fa 6baaT ChBETBaHM [Ja H30ATrBaT MPAKOTO H3J1araHe Ha CUITHO CJTBHLIC HIH
UV obnbuBaHe Mo BpeMe Ha JISHeHHeTo (BXK. TOUKa 4.8).

Ipumenty HAPYUICHUR
AKO 3pEHHETO Ce YBPEAH WIM HaCTBIIAT KAKBUTO H Ja € edexTH BbpXY O4UTE, Tp2OBa BeaHara aa ce

[MpOBEJAE KOHCY/ITALUA ¢ 0pTaIMOIIOT.,

Llenmpanna nepsna cucmema
H3BecTHO e, Y& XMHOJIOHHTE MOraT Aa MpeAn3BHKAT MbPYOBRE WM Ja NOHKXKAT MbPHOBHA mpar.

JloknaBaHHM ca GWIN U clly4ad Ha enwientHyen cratyc. LunpodnoxcauuH TpabBa Aa ce U3ron3Ba
MpeAnasiHEo NpH NauMeHTH ¢ HapyweHus Ha IIHC, kouro Morat Aa OBAaT Npeapas3rnoNoXeHu KbM

rbpUOBE. AKO CE NMOABAT I'bpUOBE, IPHEMAHETO HA nunpodIOKcaLMH cieBa Aa Obae NPeyCTaHOBEHO
(Bx. TouKka 4.8).

Heuxuunu peaxyuu
[McuxyyHK peakiy MOraT Aa Ce MOABAT OLUe e/l MbPBOTO NPHIOKEHHE Ha LunpodaokcaumH. B

pENKY CyUaH, AETIPECHATA WIH NCHXO3H MOrar a porpecupar ao H1eM/MHCIIH, KOWTO Aa CE€ 3aCHNAT
W 1a NOBEAAT IO OIKT 32 caMOYSHHCTRBO MIIM M3BbpLIBaHe Ha CaMoyOuNCTBO.
AKO ce MOABAT AeNpecHs, MCUXOTHUHH PEaKLMH, MHCITH WIH NOBEACHHE, CBBP3aHH ChC

camoybuiicTo, uunpodiiokcallHH TpadbBa a ce NpeyCTaHOBH.

rafrgs

IIpodviicumenru UHBAAUOUIUDAIYY U ROMEHYUATHO HeobOpamuMu CePUOIRY HelCeaqaRU JeKIPEELk

peaxyuu @IMH o I
Cpo611aBa ce 32 MHOTO PEAKH Cy4ad Ha POXB/DKUTEHH (TPOAB/DKABALLH MECe / TOLIRU ), {fu\\
Y

HHBATMM3UPALLH U MOTEHIHATHO HEOOpPaTHMH CEPHO3HU HEXEIAHN JICKAPCTBCHH PJOARIANE, -.-.‘.-*"3-,4*%'*'
3aCAral(M PasH4HH, TOHAKOra MHOTO CHCTEMHU B OpraHK3Ma (MYCKYITHO-CKE/IeTH? H@Wé f'rema,l;_r i

{ ey

A : LT Xk T
[ICHXMKA H CETUBHH OPTaHH) TIPH NALMEHTH, NONyYaBallld XHHOJIIOHH H (J1yOPOXHHOADHY, Ko Y
I 9/ o



He3aBHCHMMO OT TAXHATA BB3PACT M Beue ChLIECTBYBALIMTE PHCKOBH (akTopy. LinnpodnokcaluuH
Tpa6Ba na ce cnpe He3aGaBHO NPH bPBUTE NPHU3HALM WIH CUMITTOMH Ha BCAKA CEPHO3HA HEXKC/IaHA

peaKius KaTo nauxeHTHTe TpA6Ba 1a ce MOCHBETBAT /1a CE CBBPXKAT C TEXHHA JIEKAP, NPCANHCAT
NIEKApCTBOTO, 3a CHBET.

llepugepna negponamun
CpobiuaBa ce 3a CJTy4ad Ha CEH30pHa MIIH CEH30MOTOPHA IMOJIMHEBPONATHA, BOACILH JO NapeCcTC3NH,

XUIIOECTE3HS, AN3ECTEe3n HIH c1ab0CT NPH NaLMeHTH, MPUEMalld XHHOIOHH! B (ITyOpPOXHHOIOHH,
[TalLMeHTHTE, KOWTO MPHEMAT LHMNPOAOKCALMH, TpA6Ba fa 6BAAT MOCHBETBAHH A8 HHPOPMHPAT CBOSR
Jlexap, TIpeH J1a MPOAB/IKAT JICUEHHETO, aKO Ce MOABAT CHMIITOMH HA HEBPONATHA, KaTo 6oika,

ycellaHe 3a NapeHe, MpaBydKaHe, H3TPbIBaHe Wik c1abocT, 3a 1a Ce NPEIOTBPaTH Pa3BUTHETO Ha
nOTEHUHAJIHO HeobpaTHMO 3abonapaHe. (BXK. Touka 4.8).

Covpoennu HApYUieHUR
Tpsa6Ba fa ce BHUMABA TIPH H3MON3BaHE Ha (QIYOPOXHHOIOHH, BKIIIOYHTETHO HHIIPOGIOKCALIMH, NIPH

MaLMEHTH C M3BECTHH PHCKOBH (DakTOpH 3a yab/DkasaHe Ha QT uHTepBana, KaTo HaNpUMeEp:

- Bpoaen yasmxeH QT cuHapom

- EnsoBpeMeHHa ynoTpeba Ha iekapcTBa, 3a KOHTO ce 3Hae, Ye yAbbkasaT QT nHTepBana (Hanp.
knac [A u [1l aHTHAapUTMUYHU CpeICTBA, TPHLMKIHYHH AHTUAETIPECAHTH, MAKPOJIH/H,
AHTHIICUXOTHLIH)

- HekopHrupaH eeKTPONUTeH auchananc (HANp. XHMOKATMEMHS, XMIIOMarHe3HeMHA)

- CupareyHo 3abonsapane (Hamp. ChpevHa HEAOCTATBYHOCT, HHQAPKT Ha MHOKap/a,
Opanukapaus)

[TauueHTH B CTapUecKa Bh3pacT M )KEHH Morar Aa OBbJaT Mo-4yBCTBHTE/IHH KbM JIEKapCTBA

yab/okaBay QT-unrepsasa. ToBa Tpabsa aa Obae B3eTo NOA BHUMaHUE NPH M3MOJI3BAHCTO Ha

(ITyOPXHUHOJIOHH, BIMTFOUUTENHO LMIPOdIOKCALMH, MPH Te3M AOMyIaLHH. (BXK. TOYKa 4.2 nauueHTH B

cTapyecka Bb3pacT, Touka 4.5, Touka 4.8, Touka 4.9).

Jlucznuxemun
KakTo npu BCHYKH XHHOJIOHH, HMa CHOOILEHMS 32 HapyllICHHS B HHBAaTa HA KpbBHATA 3aXap,

BIJTIOYBAIIM, KAKTO XUIIOTTIMKEMHS, TAKA H XUMEPriINKeMHus (BX. ToUKa 4.8), 0OMKHOBEHO NpH
AHabeTHLM B CTApYECKa BB3PacT, Ha KOMTO C€ NpHiara CHITbTCTBAIA TEpanua ¢ NepopayiHy
XHIIOTTMKEMUYHH CpeacTsa (Hanp. rubeHIuIaMi) K ¢ HHCYNHH, CrobLiaBaHH ca ClTydaH Ha
XUITOrTTHKEMHYHa KoMa. [IpenoppuBa ce BHUMATEHO NPOC/ICAABaHE Ha IM1I0K03aTa B KPbBTA NpH

MalHeHTH ¢ auader.

Hapywenua na cmomMauino-1pesHama cucmema
[TosBaTa Ha TeXKKa U NIEPCHCTHPAILA AHaPHA MO BpeMe HIH CJ1e[ JIeueHHe (BKITIOUHTEHO HAKONKO

CeIMHLIM CJIEf] JIEYeHHE) MOXKE Jia 03Ha4YaBa KOJIMT, CBbP3aH ¢ MPHEMa Ha aHTHOMOTHK ()KMBOTO-
3aCTPalIaBallO ChCTOAHKE C BB3MOXKEH (paTaleH M3X0[) U H3HUCKBA He3a0aBHO JIeYEHHE (BXK. TOYKA
4.3). B TakuBa cl1y4aH, IPHEMAHETO Ha UMNPOGUIOKCALMH Ce/iBa He3a0aBHO Ja ce NPeKpaTH U Aa ce
3anouHe noaxoasia repanus. Jlekapctsa, HamMalABallH MEPUCTAITUKATA Ca [IPOTHBONOKA3AHH B Ta3H

CUTYAaLIUA.

Hapywenus na 6v0peyume y nukoyHama cucmema
HMa choBlieHus 33 KPHCTATYPHA, CBhp3aHa ¢ H3MON3BAHETO HA LIUMPOMIOKCALIHH (Bx. TOUuKa 4.8).

[MalueHTHTe, NONY4YaBaIIM LHIpodaokcayH Tpabpa na 661aT 206pe XMAPATHPaHH H TpsOBa Aa ce
H30ArBa NPEeKOMEPHO AIKA/TH3NpaHe Ha ypHHATA.

Vepeaicoarne na 6ropennama QyHxkyun

Toii xaTo LMIpodIOKCaLMH O TO/1AMa CTENEH ce eKCKPETHPa HENMPOMEHEH pe3 i
HeoOX0AKHMAa € KOPEKLIMA Ha J103aTa MPH NMalMeHTH C HapyllieHa 6BOpedHa GYHKIKA, KAy DA
B TOuKa 4.2, 3a 1a ce u3berHe ypenM4yaBaHe Ha HEXEJIaHHTE JICKaPCTBCHH peaKLNy/fOpa m% _
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Ciyuan Ha yepHOAPOGHA HEKpPO3a H XKHBOTO-3aCTpaliaBalla YepHOAPOOHA HEAOCTATHHHOCT Ca
[OKJIaBaHH NIpH JiedeHHe ¢ uunpodaokcaliy (Bx. To4uka 4.8). B ciy4al Ha NIpH3HALM U CHMITTOMH
Ha YepHOApPOoOHO 3a0osBaHe (KaTo HANpUMep aHOPEKCHA, KBJITCHHLA, ThMHA YPHHA, ChpOekK MM

Gose3HeH KopeM), JIedueHHeTo TpAOBa a ce NpeKparH.

[nioxoszo0-6-ghoccham dexuopocenasen Ooeghuyum

XeMONMTHYHH peaKiiH ¢a GTH JOKJIaABaHH [PH JIEYEHHETO C LIMMPOGIOKCALIMH HA NMALIMECHTH C

roKo30-6-pocdar aexuaporesasen aepuumt. Linnpodokcauunn tpsbsa na ce u3bAraa npu TE3M
NALMEHTH, OCBEH aKo MOTEHIMAIHATA M0JI3a HAJABMLIABA BH3MOXKHHA PHCK. B To3M cayuail, Tpabsa na

ce clIedHM 3a NoTeHLMallHa nosBa Ha XCMOJIN34.

Pezucmenmuocm
[Mo BpeMe WIH ClIER KYPC Ha JieUeHne ¢ LMNpOodIOKCalMH, MOTaT Aa ObAaT H301HpaHH Hakrepuy,

KOMTO €& PE3UCTEHTHH KbM LIMNPOGUIOKCALMH, C WIH 6e3 KIHHHYHO MPOABEHE CYMePHHMEKLHS.
B13MOXHO € a MMa onpesesieH PUCK NpH H3Gopa nopaax HajHuKe Ha LMNpOQIIOKCaLMH-
pe3UCTEHTHH GAKTEPHH 110 BpEME HA MPOAB/DKUTETHO JICHEHHE H MU NIeYeHNEe Ha BBTPeOONHUYHH
HHMEKIHH WK MHGEKLHH, NPHYHHERN oT Staphylococcus v Pseudomonas BUAOBE.

Iumoxpom P4350
Ilunpodnokcauut uHxubupa CYP1A2 u no 1031 Ha4HH MOXKeE J1a NPEAU3BHKA NOBUIICHA CEPYMHA

KOHLIEHTPALIMA HA eXHOBPEMEHHO NPWIAraHH C HEero BELIECTBA, KOUTO META00IH3HNPAT YPE3 TO3M
eH3HM (Hamp. TeOWIHH, KI03aMHH, 0JIaH3aNH1H, PONHHKPOJ, TH3AHHAKH, AYJOKCCTHH, aroMeJiaTHH).
[Topanwn TOBa, NALMEHTHTE, KOUTO NPUEMAT TE3H BEleCTBa €AHOBPEMEHHO C nunpodgIoKcaLUH cie/Ba
na 6baar npocneasbaHH BHUMATENHO 38 KIMHHYHH IPH3HALIM Ha NPENOo3HpaHe, KaKTo H MOXKE 1a Ce
HAJIOXKH OTIpEAeIAHE Ha CEPYMHHTE UM KOHLIEHTPALMHU (Hamp. Ha TEOQUITHH) (BXK. TOYKA 4.5).
EnHOBpEMEHHOTO NMPWIOKEHUE Ha UHNPO(AOKCAUMH H TH3AHHAHH € NPOTHBOMOKA3HO.

Memompexcam
EnxoBpeMenHa ynorpeba Ha LMITpodaoKCalMH C METOTPCKCAT HE CE NpEernophiBa (Bx. TOuKa 4.5).

Jlabopamopru mecmoee
[Ipu onpesienane in-vitro Ha aKTHBHOCTTA Ha LIMNPOQUIOKCALHH CPeILly Mycobacterium tuberculosis

MOXe A3 Ce MoyyaT GaNluMBH OTPHLATEIHA GaKTEpPHONOrHYHH PE3yNTaTH B NPOOH OT NAlMEHTH,
KOUTO B MOMEHTAa NIPHEMaT LIMITPOGIIOKCALIHH.

Peaxyuu Ha cmpana Ha MACMOMO HQ NPUTONCEHUE
3a peakiuy, Ha MACTOTO Ha MPUIOKEHHE ¢a OWIIN AOKIIaiBAHH IIPH HHTPABEHO3HO NPHJIOKEHHE Ha

uunpodnokcanuH. Te3n peakuMH ca no-4ecTH, ako HHPY3HATa Ce NMpHTara 3a 30 MUHYTH HJIM TIO-
KpaTko Bpeme. Te MOrar Jia ce NPosBAT KaTO MECTHHM KOXKHH peakLIMU, KOMTO U34E3BAT CKOPO CIIC/L
npyKmouBaHe Ha UHGy3us. [Tocreasallo HHTPABEHO3HO NPHIOKEHHE HE € TPOTHBOINOKA3AHO, OCBEH

aKO peaKiMATa HC C€ MNOBTOPH HIIH CC BJIOLLIH.

Bapicnu npedynpescoerus 3a ROMowHume sewjecmsd
Liunpuson 200 mg/100 ml uHdy3noHeH pa3Top chabpxa 351,03 mg HaTpHA Ha ¢naxoH (3,51 mg Ba

ml) exBuBanenTHo Ha 17,55% ot npenopryanus ot C30 MaKCHMANCH JHCBCH NPHEM OT 2 g HaTpUH 3a
BBL3PACTEH.

Liunpuron 400 mg/200 ml uady3uoHeH pasTBop cbhabpxka 702,07 mg HaTpUH Ha ¢nakoH (3,51 mg Ha
ml) exeuBanenTHO Ha 35,1% ot npenopbuanus oT C30 MaKCHMAICH THEBECH PHEM OT 2 g HaTpHil 3a
BBL3PaCTCH.

MakCHMATHATA JHEBHA 4038 OT TO3H MPOAYKT € ekBHBanieHTHA Ha 105,3% OoT mpenopbUHTeIHUA
maxcumaseH qHeseH npueM Ha C30 ot 2 g HaTpHM Ha BB3PaCTEeH.
I {unpuHON ce CYUTA 34 NPOAYKT C BUCOKO ChALPIKAHHC HA HaTpHH.

Tosa Tps0Ba fa ce HMA B NPEABHA NPH NALMEHTH HA A¥eTa C HUCKO ChAbPKAHHE Ha HATPHH. a%t,. \
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Eexmu na dpyzume exapcmaa 6bpxy yunpo@hrOKCAyun.

Jlexapcmesa, 3a xoumo e ussecmuo, ye yovacasam QT unmepeana
Liunpodnokcalut, noaobHO Ha ApYTHTE ¢iyOPOXHHONOHH, TPAOBA /2 Ce H3NO/I3BA C NOBHILCHO

BHHMAaHHE NPH NaLMEHTH, MPHEMAILM JIEKAPCTBA, 38 KOUTO € H3BECTHO, Y€ YAB/LKABAT QT unrepBana
(Hanp. xnac IA u Il aHTHapUTMHYHK CPEACTBa, TPHUMKIMYKH aHTHACTIPECAHTH, MaKpOJIH/IH,
AHTHIICUXOTHUH) (BXK. Touka 4.4).

IIpobenuyuo
[MpoGeHnum NOBNHABA BHPXY 6bOpedHaTa cekpeliis Ha uMnpogokcalyt. EfHOBpeMEHHOTO

NPHIOKEHHUE Ha IPpoGeHHIMA U LHNPOIIOKCALIMH YBEIHYaBa CEPYMHHTE KOHLCHTPALMH Ha
LN podIOKCaLIUH.

Memoxnonpamuo
MeTownonpaMun yckopsia abGcopOLmaTa Ha UMNIpodIoKcauunH (nepopaieH), KOeTo BOAH 10 T10-

KpaTKO BpeMe 3a JOCTHIAHE Ha MAKCHMATHUTE TU1a3MeHH KoHUeHTpauwy. He ce HabmonaBsa eqekT
BbpXY OHOHATMYHOCTTA Ha LIMOPOQIOKCALIUH.

Owmenpazon
EnHoBpeMeHHOTO NpHiiaraHe Ha 1MIpodNOKCALHH U OMETPA30J1 ChAbPXKAILH JIEKaPCTBEHH NPOAYKTH

BOIM J10 Jieko peaylupaHe Ha Crox 1 AUC Ha LMIIpodIoKcalHH.

Echexmu na yunpodhnoxcayun evpxy opyeu aexapcmeenu npooyKmu:

Tuzanuoun
Tu3aHMAWH He TpAGBa Aa ce Npiara 3aeqHo ¢ UMnpodrokcaunH (Bxk. Touka 4.3). B eHO KIHHHYHO

M3NKTBAHE CHC 3/IpaBK AOOPOBOJILK Ca OTYETCHH NOBHILABAHE HA CCPYMHATAaTa KOHLCHTPALIMA Ha
3aHUAMH (Crax YBETHYEHHE: 7-KpaTHO, 06xBaT: 4 1o 21 nbTH; AUC yBenuveHxue: 10 neTH, OOXBAT:
OT 6 10 24-KpaTHO), KOT4aTo ¢e MpHAara eIHOBPEMEHHO ¢ uunpodrokcaurt. IloBHIapaHeTO Ha
CepPYMHHMTE KOHLEHTPAUWH Ha TH3aHHIHH € CBBP3aHO ChC 3aCHIICH XHIIOTCH3UBEH U CCAATHBCH CQEKT.

Memompexcam
PenanHuAT TyOyJeH TpaHCIIOPT Ha METOTPEKCAT MOXKE Aa ObAe IOTHCHAT IPH €HOBPEMEHHO

NPHIOKEHHE ¢ LUNPOQIOKCALIMH K MOTEHIMAHO BOAH IO MOBULIABAHE HA ITA3MCHHTS HHBA Ha
MEeTOTPEKCAT H MOBHIIEH PUCK OT METOTPEKCAT-CBbP3aHH TOKCHYHH PEAKIIHH. EaHoBpeMHHa
ynoTpeba He ce npenopbyBa (BXK. Touka 4.4).

Teogunun
EAHOBPEMEHHOTO MPUJIOKEHHE Ha LUNPOdAOKCaLHH H TEOQUITHH MOXE /1a I0BEAE 10 HEXKENAHO

NOBHLIABAHE Ha CEPYMHATA KOHUEHTpaLus Ha Teodunut. Tosa MoxXe Aa foBeae A0 TEOQWIHH-
HHAYLMPaHK HEXKENAHH PEaKUMH, KOUTO MOTaT PA/IKO MOraT Aa OBAT XKHBOTO-3aCTpallaBally WIH
darannu. [To Bpeme Ha KOMOHHALMSA, CEPYMHHTE KOHLIEHTPALMH Ha TeopunuH Tpsbra ga Opaar
NMpoBepABaHy H Ja C& pelylMpa 103aTa Ha TEOQWIMH NpH HeoOxoauMocT (BXK. Touka 4.4).

[pyeu xcanmunogu npou3eo0HY
[Npu eqHOBPEMEHHO NPIIOKEHHE Ha LHNpodokcalnH ¥ KOQEHH WK [MEHTOKCHOWIHH

(OKCTIeHTHOHIHH) HMa CHOBILIEHNS 3a MOBHIIABaHE HA CEPYMHHTE KOHLICHTPallMH Ha TE3H
KCAHTHHOBH [MPOH3BOHH.

Denumount
EaHoBpeMEHHO NPUIOKEHHE Ha [IUNPOGIOKCAlMH H (PEHUTOMH MOXe 1a I0BENC A0

HaMaJisBaHe Ha CepyMHHTE HUBA HA GEHUTOMH, TAKa Ye ce Mpenopp4sa Npocicis
NEKapCTBEHUTE HUBA.

QHMOCHGQHH



[TpexogHO NOBUILIABAHE HA KOHLIEHTPALHMATA HA CEPYMHUS KPEATHHUH CE HabsmoaBa KoraTo ca Gunu
OPHJIOKEHH €HOBPEMEHHO LIMITPOGIIOKCALMH M UMKJIOCTIOPHH ChABPIKAIIH ICKAPCTBEHH MIPOLYKTH.
[Topaau TOBa 4eCTO (ABAa ITBTH CEAMHUYHO) € HEOOXOAMMO Ja €& KOHTPOTHPAT CEPYMHHTE
KOHHEHTPALHH HAa KPEaTUHHH NP TE3H NALMEHTH.

Aumazonucmu na eumamun K
FAHOBPEMEHHO MPWJIOKEHHE Ha LMIPOGIOKCAIMH C aHTAPOHHCTH Ha BUTaMuH K MOXKe na 3ackiu

HETOBMTE aHTHKOarylaHTHH edexkTH. UMa MHOroO cHOOILEHMA 32 MOBHUILIABAHE HA MEPOpANTHATA
AHTHKOAryJaHTHA AKTHBHOCT [IPY MALIMEHTH, NPHEMAILH aHTHOAKTEPUATHH ar€HTH, BIJTIOUMHTETHO
(J1yOpXHHOJIOHH. PHCKBT MOXKE [a € pasiH4yaBa B 3aBHCHMOCT OT BHIA Ha HH(peKLHATa, BB3PacTTa H
oBII0TO CHCTOSHHE Ha MALMEHTa, TaKa ue PosisTa Ha uunpoduiokcaluH 3a nosyinasaHe Ha INR
(MeKIyHapOAHO HOPMATH3UPaHO CHOTHOLIEHHE) € TPYAHO MOXE J1a ce NpeueHH. [1penophUnTeNHO &
INR na ce HabntogaBa 4eCTO N0 BpeMe Ha H MAJIKO ¢iel €AHOBPEMEHHOTO NPUITOXKEHHE Ha
HMnpodIoKcauMH ¢ AHTArOHKCTH Ha BuTamuH K (Hanp. BapdapuH, aneHoKyMapor, ¢heHNpOKYMOH

WK QIIYHHAKOH).

Hynoxcemun
B kMHHYHM IPOYYBAHHS € AOKA3aHO, Ye SAHOBPEMEHHATA ynoTpeba Ha AYIOKCETHH ¢ MOLIHM

uaxuburopn Ha CYP450 1 A2 H30eH3HM, KaTo (TYBOKCAMHH, MOXKE 113 0BEAE A0 YBENHYABAHC HA
AUC # Cnax Ha AyJTOKCETHH. BBENPEKH ye HAMA AOCTATHYHO KIIHHHYHH RaHHH 332 BH3MOXKHO

B3aHMoOaeHcTBHE ¢ LHNPo¢NOKCalH, NOAOOHH edeKTH MOrat Aa c€ 04aKkBa MpH ¢AHOBPEMEHHOTO
npuoxeHHe (BXK. Touka 4.4).

Ponunupon
JToka3aHo € B KJIMHHYHO MPOY4YBaHe, Y€ €AHOBPEMEHHOTO NPHIIOKEHHE Ha PONUHHPOI H

uunpodokcaluy, ymepeH HHxuburop Ha CYP450 1A2 u3oeH3uM, BOAH 10 NOBHIIABAHE HA Cmax H
AUC na ponuaupon ot 60% u 84%, cpoTBeTHO. MOHHTOPHHI H2 POIIHHUPOJT- CBBP3aHUTE HEXETAHH
leXKapCTBEHH peakLMK M KOPEKLMs Ha [03aTa B 3aBHCHMOCT OT ¢J1y4ad ce Npenopbyba rno BpeMe Ha H
MAaJIKO Clie]] €AHOBPEMEHHOTO MpHaraHe ¢ UMIpodaoKCaldH (B, ToUKa 4.4).

Juooxaun
ToBa ¢ 6110 JEMOHCTPHPAHO MIPH 3APaBH UHAMBHIH, Y€ CAHOBPEMEHHATA ynotpeba Ha TUI0KaHH

CHABPIKALIM JIEKAPCTBEHH MPOAYKTH C LIUIPO(NOKCAlMH, yMEPeH HHXHOUTOp Ha CYP450 1A2
W30EH3UM, HAMANABa KIUPBHCA HA MHTPABEHO3HUSA THAOKAHH ¢ 22%. Bhrpeky, 4e JICUCHHETO ¢
TTMAOKAHH ce NOHAcs A00pe, Bb3MOXKHO € Bb3HHUKBAHE Ha HEXKEJIAHH peaKlivH B pe3yJiaTaT Ha
B3aUMOAeHcTBHETO ¢ LMIPOdJIOKCALIMHE IIPH €IHOBPEMEHHO INPHJIOKEHHE.

Knozanun
Cnen enqHOBpEMEHHO NpUIckeHHe Ha 250 mg UMNpoQIOKCALMH C KI03aMnHH B MPOAB/DKCHHE Ha 7

JHH, CEPYMHHTE KOHUEHTpaLMH Ha KJI03arHH ¥ N-1e3MeTIIKIIO3aMHH Ce yBeIHiana ¢ 29% u 31%,

chOTBETHO. [IpenoppuBa ce KIMHUYHO HabNIOeHHe H MOAXOAALIO KOPHIHPAHE Ha 103aTa Ha
KJ103aMH 110 BPEME U CKOPO /el eAHOBPEMEHHOTO MPHIIOKEHHE C LUMNPOPIOKCALIMH (. Touka 4.4).

Cundenaghun

Coax M AUC Ha cunpeHadwun ca ce yBeauuwin 61130 A8a MbTH NpH 31paBH HHAWBHAM CJICA
nepopasiHa fo3a oT 50 mg npuera eqHospemenHo ¢ 500 mg UMNPOQIOKCALHH. [Topanu TOBa ce
WIKUCKBA MOBHMIIIEHO BHUMAHHE TIPH MPEANHCBAHETO Ha LIMNPO(IIOKCAUMH €AHOBPEMEHHO CHC
cunaeHad i, KaTo TpAOBa Ja ce ce B3eMaT MpeIBUl pHCKOBETE H MOJI3UTE.

Azomenamun |
B KIMHKUHM POYYBAHUA € MOKA3aHO, Ye (ITyBOKCAMHH, KATO CIeH HHXHOHTOp Ha C \

M30CH3UM, NoA4epTaHo HHXMOHpa MeTaboIH3Ma Ha arOMEIATHH, KOETO BOAH 110 60 0/.30 N

[IOBMILIECHHKE HA EKCMOZULMATA Ha aroMeNaTuH. Brnpekd 4e HAMa KIUHMYHH JaHH qg}mumg\.ﬁ %\
B3aMMOJIEHCTBHE ¢ LunpodnokcallH, ymepeH uHxuourop Ha CYP450 1A2, mo aa _ée;éifaﬁaﬁ’ji N W \*
o0BHH ehekTH MPH eTHOBPEMEHHOTO MM MpUioxXeHHe (Bx. "LuToxpom P450" I Touka ;,Crenpanii =3
MpeAyNpexKASHUS ¥ NpeaNasHi MEPKH NpH ynoTpebda”). o T ---/5 {,
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3onrnucem

EaHOBpEMEHHOTO MPHJIOKEHNE Ha LMNpodIoKcaLH MOXe J1a MOBHILK KPBBHUTE HHBA Ha 30JIMHJCM,

eIHOBpEeMEHHATa ynoTpeba He ce npenopbHaa.

4.6 DepranuTeT, 6peMEHHOCT H KbpPMEHE

bpemennocm

HanuyHHTe JaHHM 33 IPHIOKEHHETO Ha LIHNPO(IIOKCALMH NP OpEMEHHH JKeHH, HE NOKa3BaT
pa3BuTHE Ha ManOPMALIHH WIH Ha (HETO/HEOHATANHA TOKCHYHOCT Ha LIMIIPOQIIOKCALIHH. IlpoyuBanus
[IPH )KMBOTHH HE NOKA3BAT AMPEKTHH WIH HHAMPEKTHH YBPEKIALLM €PEKTH MO OTHOLIEHHE HA
penpoAyKTHBHATa TOKCHYHOCT. [IpH Mnaau ¥ HeAOHOCEHU XKHBOTHH, TPETHPAHH C XHHOIIOHH, €
HaGmogaBaHo yBpesKaaHe Ha XpyILia, XKaTo 110 TO3H HAUHH, HE MOXeE Aa C€ UIKITIOYH, 1e
IEKapCTBOTO MOXe Ja NPHUYHHY YBPEXKAAHE HA CTABHUA XPYIII B YOBELIKHA OPraHH3bM IpH
HeJOHOCEHH Jena/Tu1ox (BK. Touka 3.3).
Kato npeanassa MApKa, 3a MPeAnoyHTaHe € Aa ce H36Arsa H3No/I3BaHeTO Ha LMITPO(IOKCALMH M0

BpeMe Ha OpeMEHHOCT.

Kvpmene

[ lnpodnokcaHH ce eKCKpeTHpaTt B kbpMaTa. Ilopaan noTeHUanHUA PHCK OT CTABHH YBpeXNaHu1,

uunpodiokcauuH He TpAOBa Aa C€ H3MOJ3Ba MO BpeMe Ha KbPMEHE.

4.7 EdekTn BbpXy cnocofHocTTa 33 modupaHe u padboTa ¢ MAIIHHH

[Topaan CBOMTE HEBPOJIOTHHHH €(PeKTH, LUNPOGIIOKCALHH MOXKE Ja OKKE BIHAHHE BbPXY BPEMETO
3a pearupase. [1o To3u HaYKH, cTOcOGHOCTTA 3a WodHpaHe WK paboTa ¢ MaILMHK MOXE 112 (s

HapylleHa.

4.8 HexelaHn JIeKAPCTBEHH peakHH

Haii-4yecTo cpoblaBaHUTe HEXenaHu aexapeTeeny peakuuH (HJIP) ca rageHe n guapus, MoBpbLUaHe,
PeXOHO MOBHILABAHE HAa TPAHCAMMHA3UTE, OOPUB M peaKLMK Ha MACTOTO Ha NpHiaraie Ha

MH]Y3HUHTE.

HJIP, nosyueHH OT KJIMHHYHM pOYyuBaHMs H OT HaboeHH e, CIeA ITyCKaHe Ha riasapa Ha
uMnpogIoKcalnH (NepopaiHa, HHTPABEHO3HA H CEKBEHUMAIHA TEPAIMNA) rPYNHPaHH M0 KATErOPHH Ha
YecToTa, ca H3BPOoeHH NO-A0y. AHATM3BT HA YECTOTATa B3eMa NTOJ BHHMaHHE AaHHHTE OT /1BeTa

HaYMHAa Ha NPWIOKEHHE, IEPOPATHO U HHTPABEHO3HO, Ha UMNPOGIIOKCALIHH.

Knacugn- YecTH HeYeCcTH peaxkH MHoro peakH ¢ HEH3BECTHA
LHpAaHe Mo >1/100 | > 1/1 000 go < > 1/10 000 g0 < < 1/10 000 yecTOTA (HE
OpraHHH ao < 1/10 | 17100 1/1 000 MOXe J1a Obae
CHCTEMH onpenencHa ot
HAJIUMHUTE
RAHHH).
Undexuuu u ["bOHYHK
napa3uTolx cynepUHGbEKLHH
Hapyuienus Ha Eo3zuHopwinA JleBkoTIeHHA XeMOoIUTHYHA
KpLBTA H AHEMHSA aHeMH
NuMQHaTA HeyTponexus Arparynouurosa
CHCTEMA JleBKOLIMTO3A [TanuuroneHus
Tpombo- (>xuBOTO-
LIMTONICHUA 3acTpalliaBala)
TpoMboLMTEMHAA [ToTtuckaHe Ha

r
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Hapyizenus Ha ANeprudHu AHadpunakTHYHH
MMYHHATA peaxkuuu peakLMu
cHeTeMa AJleprades OTOK AHadunakTHYEH
[aHrHoeaeM MoK (3XUBOTO-
3aCTpalllaBalll)
(BX. TOUuKa 4.4)
Peakuuu nonobHH
Ha cepyMHa boJecT
Hapyiuenun na CuHApOM Ha
eHIOKPHHHATA HeadeKBaTHA
cHCTEMA CeKpeLMa Ha
AHTHAHYPETHY
€H XOPMOH
(SIADH)
HapyuwieRus HA HamaneH arieTut | XHIEPriIMKEMHA XHno-
MeTabonMiMa H XHNOrjavuKeMHs rMUKEeMUYHA
XPaHEHETO (BX. Touka 4.4) KoMa (BK.
Touxa 4.4)
IlcuxuuHH [IcuxOMOTOpHA O6bpkBaHE H [TexuuHn peakuuyn | MaHus
HApYIIeHHA** XHIEPaKTHB- ne30pHeHTALIHA (MOTEHLHMATTHO XHNOMaHKuA
HOCT/ peaKkiuMH Ha 3aRbpIIBA ChC
6e3n0KONCTBO be3nokoACTRO CYHLIUAHH MJEH /
TlaTonorHyHHA MHCJIH MJIH OTIMTH 34
CbHULLA caMOoyOHICTBO H
Henpecusa caMoyOHNCTBO) (BXK.
(MOTEHLMATHO ToukKa 4.4)
3aBbplIBA CHC
CYHLMIHH HACH /
MHCITY WIH ONHTH
3a CaMOYOHHACTRO
¥ camMoy6uitcTBO)
(BXx. To9Ka 4.4)
XanmouvHaluu
HapylieHus Ha I'naBobosnue [Tap- Mnurpesa [TepudepHa
HepBHATA O0bpKBaHe Husectesns HapyiueHa HeBpONaTu,
cucTema** 3amaiiBate Xunoecreins KOOpAUHALMATA NOJIMHEBPO-
HapyueHus Ha Tpemop Hapymena roxoaka | 1nats
ChHA [Tpynagbus (Bka. | HapyueHus Ha (BX. TOUKA
BkycoBy eNUIENTHYCH 00OHATEIHHA HEPB 4.4)
HAPYLIEHUA CTATyC BXK. TOUKa | XHICPTOHHA H
4.4) MO3BYEH
BepTturo ICEBAOTYMOP
3puTeHH 3pUTENHH 3puTtenHa
HApYLIEHHA** HAPYILCHHS pedopManug Ha
(aunIonusa) LIBETOBETE
HapymeHnns na TunuTyC
YXOTO H 3ary6a na ciyxa/
nabupunra*® YBpEeKIaHE Ha
CITyXxa
CohpaeuHHu Taxukapansd Kamepna
HApylueHHs*** apUTMHA H

Torsades de
Pointes




EKT QT-

yIbIIKaBaHe
(BK. TO4YKa 4.4
n49)*
Cbaosu Basoaunarauus BackynuT
HApPYLIEHHAY** XHUIIOTOHHA
CHHKOI
PecnH-paTopHH, Aucnnes
rPLAHH U MeJHa- (BKIIFOYHTEJTHO
CTHHA/HH aCTMaTUYHO
HADYIIEHHS CLCTOSHHE)
CromauiHo- ["aneHe [ToppblIaHE Cerp3aH ¢ npueMa | [laHkpearHr
YpEBHH Muapus | [acTpOMHTECTHH | HA aHTHOHMOTHK
HAapYLUEHHS &JIHH ¥ KOPEMHH | KOJMT
Honku (MHOrO pAIKO C
JAucnencusa BB3MOKEH
MeTeopH3bM daTaneH Haxon)
(Bx. TouKa 4.4)
XenaTo- [Tosuiiabane Ha | YepHOApOOHO YepHoapobHa
GunuapHH TPaHCAMUHA3IUTE | YBpEXIAHE HeKpo3a
HAPYILEHUS [loBuiiaBaHe Ha | XolecTaTu4Ha (MHOT'O PAOKO ce
SnnpyOnH *bJITCHHIIA pa3BHBa 110
XernaTuT YKHBOTO3aCcTpAlllaBa
12 YepHOApOOHa
HeJ0CTATHYHOCT)
(BX. TOuKa 4.4)
HapyiuieHus Ha O6pus Peaklin Ha [Terexun OcTtpa
KOXKATA H [Tpypuryc ¢oTouyscrBuTenH | Epurema reHepanu3npa
NOAKOXKHHTE YpTHKapHs ocT (BX. TOYKA MYJITHQOpME Ha eK3aHTeMa-
THKAHH 4.4) Epurema HOAO3YM TO3Ha
CunapoM Ha IyCTYJI03a
Stevens- (AGEP),
Johnson NEKApCTBEHA
(MOTEHLHATHO peaKis ¢
)KMBOTO3acTpalliaBa | €03HHOPH-IIHS
1) H CHCTEMHH
TokcuuHa CHMITOMH
enmHaepMaIHa (DRESS)
HEKpOJIH3a
(MOTEHLUHATTHO
KHBOTO3acTpalllaBa
ma)
HapyiueHis Ha MyckynHockener | Muanrud MyckynHa cnaboct
MYCKYJ/IHO- Ha OonKka ApTpHT TeHnoBaruHUT
CKEJIETHATA (nanp.6onka B [TopuineH pYIITYpa Ha
CHCTEMA, KpaHHHLIKTE, MYCKYJIEH TOHYC H | CYXOXHIHETO
KOCTHTE H fonxa B repba, KpamIiu (nmpeAUMHO
CLEeAMHUTEIHATS 00JIKa B IbpPAUTE AXHIEecoBo
THKaHY* ApTtpanrus CYXOKWIHE) (BK.
TouKa 4.4)

ObocTpaHe Ha
CHMITTOMH Ha
MHACTEHHA I'PaBHC
(Bx.TO4Ka 4.4

Hapyuienus na YBpexIaHe Ha bnOpeuHa
6b6peunTte H 0ubpeunTe HeJI0CTaTbYHOCT
NMHKOYHHTE XeMaTypHs
MLTHILA KpHcTaTypus (BX.

Toyka 4.4)




TybyJo-
MHTepCTULIMANEH
HeppHT
O6wun Peakuuu | AcTeHud OToK
HapYLIEHHA H Ha TpecKa H3noTasaHe
eeKTH Ha MACTOTO (xunepxuapo3a)
MSCTOTO HA Ha MHXeE-
NMpHIoKeHHe™ ™ KTUPAHE
H HHDY-
3IUA
Hicneapauus [ToBuitiaBaHe B [TopHieHa [lopHinaBaHe
KpLBTa Ha aMmiasa Ha INR (mpu
aNKaJiHaTa MALHEHTH,
gocharasa NEKYBaHH C
AHTAMOHUCTH
Ha BUTaMiH K)

* Tesu cLBUTHA Ca CHODBLIEHH MO BPpEMe Ha TOCTMAPKETHHIOBUA NMEPHOA U ce HabloaBat npeAHMHO
cpe/l MALMEHTH C JOIBIHUTENHK pHCKoBU dakTopu 3a QT yabkasaHe (BX. Touka 4.4).

** CLo61aBa ce 332 MHOTO PEJKH CyYad Ha POJABILKHTENHH (0 MECELM WITH FOAHHH),
HHBATHAM3NPAILH H NOTEHLIHATHO HeoOpaTUMH CEPHO3HH JIEKAPCTBEHH PEaKIvH, 3acArailld HiKOJKo,
[OHAKOTa MHOI'O CHUCTEMO-OPFaHHM KJ1IACOBE U CETHBA (BKIIOUYHTEIHO PEaKLMU KaTO TEHJHHHT,
pa3KECBAHE HA CYXOXWIKE, apTpairud, 6o1Ka B KpafiHuLMTe, HapyIlIEeHHE Ha MOXO/IKATa, HEBPOMaTHH,
CBBP3aHH C NAPECTE3NH U HEBPAITUS, YMOPa, NCUXMATPHYHH CHMITTOMM (BIJTIOYHTE/THO HADYIICHHS
Ha ChHS, TPEBOXKHOCT, MPHCTHIIM Ha NaHHMKA, JENPECHA U MUCITH 3a caMOyOHMICTBO), HapyllICHHE Ha
MaMeTTa ¥ KOHLEHTPALMATAH YBpPEX/IaHe Ha CiyXa, 3peHHETO, BKyca ¥ 0OOHAHUETO) BBB BPB3KA C
ynotpe6aTa Ha XHHOJIOHH H (PJIYOPOXHHOJIOHH, B HAKOHU ClTyHaH, HE3aBHCHMO OT BEYC
CBHILECTBYBALUMTE PUCKOBH (pakTOpH (BXK. TOUKa 4.4).

** [Tpu naLMeHTHTE, pHeMaly GIyOpOXHMHOIOHH, Ca ChOOILCHHM Cy4an Ha aHEBpH3Ma M AHCEKaLMA
Ha A0pPTaTa, NOHAKOra YCIOXKHEHH NOpaay paskheBaHe (BKIIOYHTEITHO C I€TANCH H3X0A) 1
perypruTalHs/HeAOCTATBYHOCT Ha HAKOH OT ChpEYHHUTE KIIarH (BXK. TOHKa 4.4).

CneaHUTe HEXXENaHH PEaKLIMM Ca C MO-BUCOKA YECTOTa B KATErOpUsATa Ha NOATPYIHTE HA NALIHEHTHTE,
[IpHEMALL[Y HHTPABEHO3HA WIH CEKBEHUHAITHA (MpeMHHaBaHe OT HHTPABEHO3HO Ha MEPOPATHO
NIeYEHUE ) Teparus:

9eCTH NOBpBILAHE, MPEXOJHO NOBMILIABAHE HA TpaHCaMUHa3uTe, 0OpHB

HeuecTH | TpoMOoLITONEHHS, TpOMOOLIMTEMHUA, OOBPKAHOCT H AC30PHEHTALIHA, XATIOLMHALIMH,
nap- ¥ AM3€CTE3us, IPHNAaJbLH, CBETOBLPTENK, BU3YaTHH CMYILEHNMA, 3ary0ba Ha cnyx,
TaxyKapaud, Ba30AWIATALUA, XMITOTOHMA,

NPEeXOIHO YEPHOAPOGHO YBPEXKAaHE, XONecTaTHYeH HKTep, 6b0peyHa HEAOCTATYHOCT,
OTOK

peaKH [MaHLMTOIIEHHA, KOCTHOMO3BYHA JIeTIpecHs, aHapWIaKTHUCH LIOK, ICHXOTUHHH pPEaKLHH,
MHIPEHA, pa3CcTPOMCTBO Ha OOOHATENCH HEPB, YBPEICH CITyX, BACKYJIUT, [TAHKPEATHUT,
yepHOAPOOHA HEKPO3a, METEXHH, Pa3KbCBAHE HA CYXOXKHWIHETO

ITeduampuvunyu nayuexmu
YecToTaTa Ha apTpornaTHs (apTpairis, apTpHT), CIOMEHATH I10-rope, €€ OTHACAT 10 IaHHH, chOUpaHu

B [IpOYHBaHMATA C Bb3pacTHH. lIpu aeua, 3a apTponarus ce ¢boOlaBsa uecto (Bxk. Touka 4.4).

Cro0laBaHe Ha moJo3HpaHy HexXelaHH peakKliny

C1b061ABAHETO Ha MOAO3UPAHH HEXENaHHM PeakUMH ciefl paspellaBaHe 3a ynotpeba HaR
NPOAYKT € BakHO. ToBa 1103B0JNABA 1a MPOAB/DKN HAOMIOACHHETO Ha ChOTHOLICHHETY It}
nekapcTBeHHs NPOAYKT. OT MEANLIMHCKHTE CMICLIHATHCTH C¢ H3NCKBA N1a ChOOLLAR -
MOAO3HMpaHa HexXelaHa peakLus Ypes
HanbaguTeslHa areHUus 110 ieKapcTaaTa
ya, ,,Jlaman ['pyes” Ne 8
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4.9 Ipexozupane

CHMIITOMH
HiMa choblieHue 3a npeno3dpane ¢ 12 g KOeTo € JOBEO A0 JIEKH CHMITTOMH Ha TOKCHYHOCT. [IpH

ocTpo npeaoc3upate ¢ 16 g e crobiieHo, ue € oBeno A0 ocTpa 6n0petiHa HEAOCTaThYHOCT.
CHUMITTOMHTE TIpH NPeA03upate ca BUEHE Ha CBAT, TPEMOP, [1aBoboIne, OTaJHAIOCT, MbPUOBE,
XaNOHAHALMH, 00bpKBaHe, abJoMUHaNeH auckoMpopTt, 6p6peuHa U YyepHOAPOOHA HEOCTATBYHOCT,
KaKTO M KpHcTanypHs u xeMmarypus. Fima chobiienus 3a ofpatuma 6p0peuHa TOKCHYHOCT.

JleyeHue
OcBEH PYTHHHHTE MEPKH TIpPH CNICIIHM Cy4aH Hanp. Mpeau3BHKBAHE Ha NMOBPBINAHE, NOCISABAHO OT

NpHEM Ha MEAHLIMHCKH BBIJIEH, CE Npenopr4Ba Aa ce cneau 6b6peuHaTa QyHKUMS, BKIFOYHTEHO U
pH ¥ KHCENMHHOCTTa Ha yPHHATA, aKo € HeoOX0AMMO, 32 a C€ MPENOTBPATH KPHCTATYPHA.
IMaiueHTHTe TpaA6Ba Aa ca Ao6pe XuApaTHPaHH. ARTHALMIHHTE CPEACTBA, CHABPKAILH KATILHA HITH
MarHe3rili MOraT TEOPETHUHO /1a HaManaT abcopOuuaTa Ha UMNPOIIOKCALIMH NPH NPe03UpaHe.
CaMo MalKo KojnuecTBo oT nunpodnokcaunH (<10%) ce ennMHpHHpA 4pe3 XeMoAHaIH3a HIH

[IEpUTOHCA/IHA AHAJ/IN3A.

B cnyuait Ha npefo3npaHe, Cle/sa Aa ce npunara ciMaroMatHuHo seyeHye. EKI” monuTopupane
Tpa6Ba Ja 6baT NPEANPUETO, MOPaAH Bb3MOXKHOCTTA 3a yAb/kaBaHe Ha QT nHTepBana.

5, @OAPMAKOJOI'MYHH CBOUCTBA

5.1 <&dapmakoarHaMU4YHH CBOHCTBA

dapmakoTepanesTHuHa rpyna: Oayopoxunononu, ATC koa: JOIMAO2

MexanuzoMm Ha deucmeue.
Kato ¢yopoXMHONCHOB aHTHGAKTepHATIEH areHT, GaKTepHANTHOTO ASHCTBHE Ha LMNIPO(IOKCAUHH €

pe3y/ITaT OT HHXHOHpaHe Ha ABata THna I1 TonousoMepasa (JIHK-rupa3a) u TonousoMepasa v,
HeoOxoaumH 3a 6akrepruanHara JHK-pernukanus, TpaHCKpUNLMA, BB3CTAHOBABAHE H
pekoMOHHauu4.

PK/PD g3gumoomuouietue:
EduKacHOCTTa 3aBUCH I71aBHO OT CHOTHOILIEHHETO MEXIY MaKCHMAJIHaTa KOHIEHTpallus B cepyMa

(Cmax) H MMUHHMaJTHaTa HHXU6MTOPHA KoHueHTpaLus (MIC) Ha uunpodrokcauuH 3a OakTepranty
MATOTEHH M Bpb3KaTa Mexay ruiomra noy kpusara (AUC) u MIC.

Mexanuzvm HQ PEIUCMEHIMHOCI!
In-vitro pe3MCTEHTHOCT KbM LHNPOGROKCAlMH MOXeE 1 6b4ae npuaocOHTa Ype3 NMoeTarneH npouec npH

neneso pasnonokenu myraunu B JIHK rupasa u ronousomepasa 1V. CreneHra Ha KpbeTOCaHa
PE3UCTEHTHOCT MEXAY LUMNPOGIOKCALWH U IPYTH QIyOPOXHHOIOHH KaTo pe3y/TaTH € IpOMEHIHBA.
EauHK4Ha MyTaLMH, He MOXE 1@ 10Be/le A0 KIMMHHYHA PE3HCTEHTHOCT, HO MHOroOpoiHK MyTallHH
OBUKHOBEHO BOAAT JO KIKHUYHA PE3UCTEHTHOCT KbM MHOIO HIH BCHYKH aKTHBHH BELLECTBA, B

PAMKHTEC Ha Kilaca.

MeXaHH3MUTE 3a PE3UCTEHTHOCT, BKIIIOYBALLH TPOMYCKIHBOCT WIH edJIyKC NoMIa 32 a TIFOTE
#
BElLIECTBO MOTAT Ja UMAT NIPOMEHIIMB €PEKT BHPXY YYBCTBUTEHOCTTA KbM (IyOPXHH ‘./. Opwts, kol 7
y 12

3aBUCH OT QUIMKOXMMHUYHHTE CBOHCTBA HA OTAE/IHHTE aKTHBHH BELIECTBA B PAMKHTE Hg X CadlSy | 9
o !rll.'l.c;? '

apMHHTETa HA TPAHCIIOPTHUTE CUCTEMH 33 BCAKO AKTHBHO BELLCCTRO. Bcuiky Mexat aity; ﬂgj e
PE3HCTEHTHOCT Ca HabMio/aBaHy NpH KJIHHAYHHA H30/1aTH in-vitro. MexaHH3MHTE Ha egj‘di;'reqmocﬂ;;ﬁ;ﬂ .

KOMTO [I€3aKTHBHPAT APYrHTE aHTHOHOTHLM KaTo HHQUITPALMOHHH Gapuepy (HecTOWSH . O B
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Pseudomonas aeruginosa) v epyKc MEXaHU3MUTE MOTAT Jia NOBJIMAAT BBPXY HyBCTBHUTE/HOCTTA KbM

LUTpodIOKCaLIMH.
HUma crobliieHHud 3a INa3MHA-MEINHpaHATa pe3HCTEHTHOCT, KOAHpaHa ¢ qnr-reHH.

Cnexmbp Ha aumubaxmepuania aKkmueHocm
['paHHYHHU CTOMHOCTH, KOMTO OTAEJIAT YyBCTBHTEIHH LWAaMOBE OT HIAMOBE C YMEPEHA UYBCTBUTETHOCT

K Mo-KBECHO OT PE3HUCTEHTHH LIaMOBEC.

EUCAST Ipenopvki

MukpoopraHuiMH YYBCTBHTEJIHH 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/i
Moraxella catarrhalis S 0,125 mg/L R>0,125 mg/L
Neisseria gonorrhoeae S <0,03 mg/l R > 0,06 mg/]
Neisseria meningitidis S <0,03 mg/l R > 0,03 mg/i
Non-species-related S <0,25 mg/l R> 0,5 mg/l
breakpoints*

' Staphylococcus spp. — rpaHHYHKTE CTOHHOCTH 3a LUMNPOIOKCALIMH Ca CBbP3aHH C TEPaNHi ¢ BUCOKH

OO3H.
*"paHHMHKTE CTORHOCTH, KOUTO HE Ca CBbP3aHH C OMpe/IeNcH BHJL Ca OMNPE/IC/ICHH [N1aBHO Ha basa

¢dapmakoKHHETHUHI/ (papMaKOAHMHAMHUYHH JJAHHH U Ca HE3aBUCHUMH OT pasNnpeACIeHHATa Ha
MHUHHMaTHaTa MHXHOUTOpHA KOHUeHTpauusa (MIC) Ha koHKpeTHHA BHA. Te ce H3NMON3BAT CAMHCTBEHO
3a BUJIOBE, 38 KOMTO HE € ONpeIeNAcHa rpaHN4Ha CTOHHOCT 38 KOHKPETEH BHJ M HE Ca 3a TE3H BUJOBE,
rnpy KOWTO HE Ce MPENopbUBa HU3NHTBAHE 338 UyBCTBHTEIHOCT.

Pa3npocTpaHeHHeTO Ha MpUAOGHTa PE3UCTEHTHOCT MOXKeE J1a BapuUpa reorpad)ckH U BbB BPEMETO 3a
OlpeNeIEH) BHOBE H € )KeJaTeHo /1a M¥Ma MECTHA HHPOPMALIHA 32 PE3UCTEHTHOCTTA, oco0eHO
KOraTo C€ NEKyBaT TEXKH MHPpeKInH. Ako e HeoOxonumo, TpsAOBa Aa ce ThPCH EeKCIICPTEH CHBET,
KOraTo MECTHOTO pa3lpOCTpaHeHHE Ha PE3HCTEHTHOCTTA € TaKOBa, Y€ [10/13aTa OT AreHTa NpH MoHe

HAKOH BMA0BE MH(}EKLMH € NMoJ BEIPOC.

[pynupale Ha ChOTBETHHTE BUOBE CIOpe/l UyBCTBHTEHOCTTa KbM LIMIPOQIIOKCALIHH (32
Streptococcus species Bx. TOUKa 4.4)

OBHYAHHO YYBCTBUTEJHH BUOBE
Aepo6uu I'paM-nmoJI0XKHTEIHH MHKPOOPTaHHIMH
Bacillus anthracis (1)

AepoGnru I'paM-oTpHIATE/THA MHKPOOPraHHIMH
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 MEKPOOPraHH3ME
Mobiluncus

Apyrs MEKpPOOpPraHH3MH
Chlamydia trachomatis (3)
Chlamydia pneumoniae (3$)
Mycaplasma hominis ($)
Mycoplasma pneumoniae (3)

BHIOBE, 3A KOUTO ITPHIOBUTATA PE3UCTEHTHOCT MOJXE JA BB/IE
[IPOBJIEM

Aepo6an I'paM-n0/10/KETETHE MEKPOOPIranH3IMH
Enterococcus faecalis ($)

Staphylococcus spp.* (2)
AepoOnn 'paM-oTpHLATETHH MEKPOOPTraHH3IMH

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™

AnaepoOHH MAKPOOPraHH3MH

Peptostreptococcus spp.
Propionibacterium acnes

NMPUCHINO PEZBUCTEHTHHU OPTAHH3IMH

Aepo6an I'paM-n0/10KHTEJTHH MAKPOOPraHH3IMH

Actinomyces
Enteroccus faecium
Listeria monocytogenes

Aepoban I'paM-oTpHOATEIHE MEKPOOPragA3IMH
Stenotrophomonas maltophilia

AHaepoOHH MEKPOOPTaHH3MH
Excepted as listed above

JdApyra MEKpOOpPraHH3MH
Mycoplasma genitalium
Ureaplasma urealitycum

* KnuHuYHATA ¢(DHKACHOCT € I0KA3aHa 3a NOJATIMBH M30/1aTH B OAOOPEHHTE KIIHHHYHU [I0Ka3aHHA
+ Pe3HCTEHTHOCT YecToTa > 50% B eZlHa WM MoBeye AbpPKABU-WICHKH Ha EC

($): EcrecTBeHO YMEPEHO UYBCTBHTEJIHOCT NPH JIMIICA HA NpHACOUTH MEXaHU3MH Ha
PEe3UCTEHTHOCT

(1): [IpoyuBanuaTa ca NPOBEJCHH BhPXY eKCICPHMEHTAIHH XXUBOTHH NpH Hﬂcbemu
MHXaNalHK Ha criopH Ha Bacillus anthracis, Te3n npoy4BaHHA MOKA3BaT, 'e aKo
ledeHHe 3aIIOYHe BEAHAra c/e/ eKCMo3uLMATa ce u30Area pa3sBUTHETO Ha bonec

Ilpenopbuanata yrnorpe6a NpH xopa, ¢€ OCHOBABA IIaBHO HA IN-Vilro 1yBCTBHTC ‘G_ET




EKCTIEPHMEHTATHH JAHHY C )KMBOTHH, 3a€/{HO C OTpaHHYCHH JaHHH NPH Xopata. IIByMeceuHaTa
NPOXBKUTENHOCT Ha JIEYEHUETO NPH BB3PACTHH C NIEPOPAIEH LIMNPO(IOKCALIMH €€ H3BBPIUH B
cneauuTe 103a, 500 mg ABa MbTH JHEBHO U C€ CHUTAT 3a €()EKTHBHH 3a NPSAOTBPATABAHE HA

aHTpaKcHa MH(peKLUs Npy YoBeKa. JIexyBaluaT fekap TpAbBa ia ce 0THACA KbM HAaLHOHAHHA

H/WIH MEXAyHapoAeH KOHCEHCYC MO OTHOLICHHE Ha JICYEHHETO HA aHTPAKC.
(2): MeTHUWAUH PE3UCTEHTHH S. gureus MHOrO YECTO NOKa3BaT KPhCTOCaHA PEIUCTEHTHOCT KbM

GNYyOpPXUHOJIOHHTE.
CTeneHTa Ha PE3UCTEHTHOCT KM METHLIUIMH € 0ko0 20 a0 50% npu BCHYKH BHIOBE

cTadHIIOKOKH H OGUKHOBEHO € T10-BHCOKA NPH BETPeOOTHHYHH H3ONATH.

5.2 dapMaKoKHHETHYHH CBOHCTBA

Abcopbyus
Crnen HHTpaBeHO3Ha MH(pY3Hs Ha LIMITPOGIOKCALMH, B Kpas Ha MH}Y3HA Ce JOCTUraT CPeAHUTE

MAKCHMAJTHH CEpYMHM KOHLEHTpaLuH. PapMaKOKHHETHKA HA UMNPO(QIOKCAlHH € THHEHHA Hall
no3osus 06xsar ao 400 mg, NPUIOKEH HHTPABEHO3HO.

CpaBHeHHe Ha (HapMaKOKHHETHYHUTE [TApaMETPH NPHU NO3HPOBBLYUEH PEXHM /1Ba IHTH Ha ICH H TPH
['LTH Ha leH TIOKA3B4a, Y€ HIMA JAHHH 32 HATPYIIBAHE Ha JIEKapCTBOTO- LMIIPOGIOKCALMH U HETOBUTE

MeTabONUTH.

60-MHHYTHA MHTpaBeHO3Ha HHQY3nA Ha 200 mg LUMMPOGIIOKCALMH HIH NEPOPATHO MPHIONEHHE Ha
250 mg uMnpodIOKCALIMH, KaTo Ce NpHara Ha BCeKH 12 yaca, HMAT €KBUBAJICHTHA TUTOL TTOA

KpHBaTa cepyMHa KoHLeHTpaums/ Bpeme (AUC).

60-MHHyTHa HUHTpaBeHo3Ha HHOY3us o 400 mg uunpodiokcaunH Ha Beeky 12 vaca e
GuoexsuBaieHTHA Ha 500 mg nepopanna 03a Ha Bceku 12 yaca no orHomwenue Ha AUC,

400 mg MHTPABEHO3HA 103a NpHNaraHH Hax 60 MMHYTH Ha BCekH 12 yaca BOAM KO Cmax cxolleH ¢
To3Y, Habmonasad ¢ 750 mg nepopanHa go3a.

60-muHyTHa HHOY3Hs oT 400 mg nunpodokcalHH Ha BCceKH 8 4aca, ca CKBHBATCHTHH 110 OTHOLICHHE
na AUC Ha 750 mg nepopaneH pe>kKUM KaBaHH Ha BCEKH 12 yaca.

Paznpedenenue
CBBpP3BaHETO Ha LHAPOGIOKCALIKH ¢ NPOTENHH € HUCKa (20-30%). LiunpognokcaliH MPHCHCTRA B

[1a3MaTa 10 roJAMa cTelleH B HeoHu3upaHa dopMa M MMa roiam obeM Ha pasnpenesienre 2/3 L/kg.
Hunpodaokcauns JOCTHIa BACOKH KOHLUEHTPALHH B pa3TH4YHH ThbKaHH, KaTO HalpuMep Oenns gpod
(eNUTENHHTE TEUHOCT, ajBeOJaApHUTE MaKpogary, OHONCHIHH TbKaH), CHHYCHTE, Bb3NAJIEHH JIC3UH
(KaHTapHIHa MEXypHa TEYHOCT), KAKTO H YPOr¢HUTAIHHA TPAKT (ypHHa, pOCTaTa, CHAOMETPHYM)
KbAeTO 001aTa KOHLICHTpal|s, MPeBHILiaBa Ta3H, JOCTHIHATA B ILJ1a3MaTa.

buompancgopmayun
Hucky KOHUEHTpalMH Ha ueTHpH MeTabonuTa ca 6unu ChO0IIEeHH H ca Owin HaeHTUPHLUHPAHH KaTo:

aeseTuneHerunpodoxcauud (M 1), cyndoumnpodnokcaiut (M 2), okcouunpodmoxkcauuH (M 3) u
dbopmunLunpodnokcaund (M 4). MerabonuTuTe nOKa3Bat in-vilro aHTHMHKPOOHa aKTUBHOCT, HO B
I0-HUCKA CTENEH, OTKOJKOTO Ta3H HA U3XOJAHOTO ChbCAMHEHHE.

3Hae ce ue LHNpodIoKcaLH € ymepeH HHXH6uTop Ha CYP450 1A2 n3o-eH3nMma.

Eaumunupare
[{npodrokcalH A0 ronsMa CTEMNEH Ce eKCKpPeTHpa B HEMPOMEHEH BUA Hpe3 o0Blp

[0-Majka cTeneH upe3s feneca.




Excxpenus Ha nuapog.ioxcannn (% 0T 103aTa)

Ilepopanao npaIoKEeHHE

Ypusa denec
[{unpodnokcaumH 61,5 15,2
Mertabonurn (M -My) 9,5 2,6

Br6peuHuaT knupbHe € Mexay 180-300 ml/kg/h, a ot kiupbHe e Mexxay 480-600 ml/kg/h.
LiunpodiokcaliMH ce rojuiara Ha rioMepyJ/iHa Guarpalys 1 TyOy/Ha CeKpeLms. CWIHO HapyllieHa
616peuna GpyHKIMA BOOH A0 NMOBHUILIABAHE HA BPEMETO Ha TOJIYXKHBOT Ha iMnpodguIoKcaumH no 12

yaca.
U3ebp6b6peutina KIMPBHC HA LUIPOGIIOKCALIMH C€ AB/DKH OCHOBHO HA AKTMBHATA TPaHC-

MHTECTHHAJIHA CEKpeLls H MeTabOoJH3M.
1% oT go3aTa ce eKcKpeTHpa upes knbukara. Liunpodokcaunt ce HaMHpa B XKIThUKATa BbB BUCOKA

KOHLIEHTpaLHsL.

IleQuampuvnu nayuenmu
(DapMakKOKHHETHYHHUTE JaHHH NPH NEAHATPHYHH NMalMeHTH, Ca OrpaHH"CHH.

B enHo npoyusane npu Aeua Cma ¥ AUC He 3aBHCAT OT BB3pacTTa (Haja eHa roJiuilHa Bb3pacT). He
e HaBI0ARAHO 3HAYMTE THO TioBHItaBaHe Ha Cnax 1 AUC cien MHorokparso gosupase (10 mg/kg

TPH NbTH AHEBHO).

ITpu 10 peua ¢ Texok cenche Cmax € 61na 6,1 mg/l (nuanasona 4,6-8,3 mg/l) cnen l-yacoBa BeHO3Ha
nHby3us Ha 10 mg/kg npy Jeua Ha BB3pacT NMO-MaJIKH OT | rofiuHa B cpaBHEHHE ¢ 7,2 mg/l (ot 4,7 -
11,8 mg/l) 3a neua Ha B3pacT Mexay | u S roauiuHa se3pact. AUC cTofiHOCTHTE Ca Ounn

17,4 mg*h/L (amanazon 11.8-32.0 mg*h/1) u 16,5 mg*h/l (ananason 11.0-23.3 mg*h/l) B ceoTBETHUTE

Bb3PACTOBH IPYIIH.

Te3n cTOMHOCTH ca B IPAHMLIMTE, OTUETEHH NPU BBH3PACTHH B TEPATIEBTHYHM J1034. B13 ocHOBa Ha
MONyJaLHOHHHA (apMaKOKHHETHYEH aHAJIW3 HA NEeAHATPHYHH NALMEHTH C Pa3IHIHH MHQPEKLIHH,
NPEANnoNaraeMoTO BpeMe Ha MOJYKHBOT NpPH JieLaTa ¢ NpubausuTenHo 4-5 4aca H OHOHANIMYHOCTTA

Ha nepopajHara cycneHsus Bapupa ot 50 no 80%.

5.3 IIpeaxiuBEHYBA JAHAH 332 0€30IACHOCT

HexkTHHUYHHUTE JaHHH He MOKa3BaT ocoOeHH PHCKOBE 3a XopaTa Ha 0a3a Ha KOHBEHLUIHOHA/IHHTE
NPOY4BAHHA HA €JHOKPATHA /1032 TOKCHYHOCT, TOKCHYHOCT MPH MHOTOKPATHO MPHIOKEHHE,
KAHLIEPOreHeH MOTEHLHAN WIH PEMPOAYKTHBHA TOKCHYHOCT.

[Mogo6HO Ha peauLia ApyrH XMHOIOHH, UAIPOQIOKCaLHH € POTOTOKCHYEH NMPH XKUBOTHH TMPH
KIMHUYHO 3HAYMMH HMBA Ha ekcrnosuuus. Jlanuure 3a GoToOMYyTareHHoCT / JOTOKApLIHHOTEHHOCT
oKa3BaT c/1abu POTOMYTAareHHH WiH GOTOTYMOPOreHHH €deKTH Ha LUMPOGIIOKCALHH B ONTUTHTE in-
vitro v npH skuBoTHUTE, To3u edekT ¢ OK1 CPaBHUM C TO3H Ha APYTUTe rHpasHH HHXHOUTOpM.

Cmaana nonocumocm.
KaxTo ce cbobiasa 3a ApyrUTe ripasHd HHXUOHTODH, UMNPOQIOKCalMH NPUYKHABE yBPEXKAAHE HA

[OJIEMHMTE HOCELUM CTABH TIPH HEAOHOCEHH XHUBOTHH. CTENeHTa Ha yBpEXAaHe Ha Xpyllsiia Bapyupa B
3aBMCHMOCT OT BL3pPACTTa, BUAA U A03aTa; YPEXKAAHETO MOXKE 11a Ce HaMally, 1pe3 NPpEMaxBaHC Ha
HATOBAPBAHETO Ha cTaBHTe. [IpOYUYBaHHATA CBC 3PE/M KHBOTHH (ILTHXOBE, Ky4€Ta) HE JaBaT
J0Ka3aTeNCTBa 3a YBpEXAaHe Ha Xpyulaia. B eqHo npoyusane NpH MIIaAN Ky4eTa roHiera,
LUNIpOdNOKCALMH NPHYHHABA TEXKH CTABHW NPOMEHH B TepaneBTHIHH I03H, CIE1 ABE C
fleueHHEeTO, KaTo Te BCE olle ce Habmoaasar M ciell 5 Mecela.

6. PAPMAIEBTUYHHA TAHHHU

6.1 Chnuchrk HA DOMOIIHHTE BEIIeCTBA




HaTPHEB JIaKTaT

HaTPHEB XJIOPU
KOHLIEHTpPHpaHa COJIHa KHCeJIHHA

BOOA 34 HHXKCKLIMH

6.2 HecbBMeCTHMOCTH

JlekapcTBOTO He TPAOBA /ia c€ CMECBA C IPYTH JIeKapCTBa, OCBEH TE3H CMIOMCHATH B TO'Ka 6.6.

OcBeH ako He e NOTBBPCHA ChBMECTHMOCTTA C APYT'H Pa3TBOPH/NIEKAPCTBA, HHPYIHOHHHAT PasTBOP
TpaA6Ba BMHACH Jia Ce npwiara oTaenHo. Buaumure npusHaly Ha HSChbBMECTUMOCT Ca Harlp. yTadBaHC,

NMOMBbTHABAHE U MIPpOMAHA Ha LIBCTA.

HecbBMECTHMOCT C€ NOABABA IPH BCHYKK HHOY3KOHHH Pa3TBOPH/JIEKApCTBA, KOUTO Ca PU3N1ECKH
WITH XMMHYecku HecTaGuwiHu npH pH Ha pastBopHTe (Hanp. NEHHUIWIHHY, XENApHHOBY PasTBODH),
ocobeHO B KOMOHHALMA ¢ pa3TBOPH, Kopurupanu ao ankanHo pH (pH Ha pasTeBopuTe Ha

nunpodokcaiuy: 3.9 — 4.5).
6.3 Cpox nra rogaocTt

5 roguHy
6.4 Croensansm yQIOBHSl HA ChXpaHeHHe

To3u nekapcTBed NMPOAYKT He M3MCKBA ClIELHAIHH TEMIECPATYPHH YC/I0BHA Ha ChXPaHCHHE.

Ha ce cbxpaHsBa B OpUrHHaIIHATa ONAKOBKa, 32 A3 C€ NPeAnast oT CBCT/IHHA.
PazrBopBT He TpsAOBa /1a ce 3aMpas3fBa.

6.5 Bua ¥ chABpKARHE HA ONAKOBKATA

@dnakoH, [yMeHa 3anyllaika, aryMuHuesa sanywanka: 100 ml nndysnoneH pasTeop 200 mg/100 ml,

B KYTHA.
dnakoH, ryMeHa 3aMylIaika, aTyMHHHeBa sanywanka: 200 ml ungy3uoHen pastsop 400 mg/200 ml,

B KYTHA.

6.6 CnequaJHu opeiNa3HH MEPKH MPH HIXBLPJIAHE U pabora

I{unpuHon HHYIHOHEH PasTBOP € CHBMECTHM C (PU3HOJIOTHYUEH PasTRBOP, pa3TBOp Ha PuHrep, pastsop
Ha XaprMmaH (Punrepos nakrar), 5% i 10% rmokosen pasteop, 10% pa3Teop Ha ¢pykTo3a u 5%

rmoko3eH pa3Teop ¢ 0,225% NaCl nnn 0,45% NacCl.
[To MUKpOGHH NPHYMHH, IPH CMECBAHE HA LHNPOGIOKCaUNH HHPY3HOHEH pasTBOp C APYTH
CHBMECTHMH € HEro HH(QY3HMOHHH pa3TBOpH, TOH TpAOBa Ja ¢e Npuiara HEMOCPeACTBEHO CIIEA

CMCCBAHC.

7. IIPATEXATEJ HA PAPEINEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CnoBeHHA

8. HOMEP(A) HA PASPEHIEHWETO 3A YIIOTPEbBA

Per.No: 20000137 - 200mg/100ml
Per.Ne: 20040069 — 400mg/200m]




9. JIATA HA ITBPBO PA3PEINABAHE/MIOAHOBABAHE HA PAJPEINIEHHETO 3A
YHNOTPEBA

TlaTa Ha ITepBO paspeiapane: 05.06.2000 — 200 mg/100 ml 1 16.02.2004 — 400 mg/200 m]
TaTa Ha nocreaHo noxHosasane: 20.06.2011 ~ 200 mg/100 ml 1 09.10.2009 — 400 mg/200 ml

10. JATA HA AKTYAJM3NPAHE HA TEKCTA

28 Meppyapu 2025




