KPATKA XAPAKTEPUCTHKA HA [TPOJYKTA



1. HME HA JIEKAPCTBEHHA ITPOAYKT

[innpuHon 100 mg/10 ml koHueHTpaT 3a HHGY3HOHEH pa3TBOP

Ciprinol 100 mg/10 ml concentrate for solution for infusion

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

10 ml oT koHueHTpaTa 3a Hudy3uoHeH pastsop (1 aMnyna) cwabpxka 100 mg uMnpodnokcauvn
(ciprofloxacin) kato UHNpogIOKCcaUUHOB nakrtar (ciprofloxacin lactate). | ml oT KOBLEHTPATA 32
HHGY3UOHEH pa3TBOp chabpika 10 mg uunpodnokcaund (ciprofloxacin) kaTo HMNPOPIOKCALHHOB

nakTar (ciprofloxacin lactate).

[lOMOWHM BELIECTBA ¢ H3BECTHO ACHCTBHE:
Harpuii: 0,0124 mg/ml

3a MBJAHMS CIOUCHK Ha NOMOLWHHKUTE BEIHIECTBA, BHXKTC TOUKA 6.1.

Kpamia xapaxkmepucimuxa wa npogyxma  [IpuAomence 1
KonueHTpar 3a MH(Y3HOHEH Pa3TBOP: foms Pee. e ... A 0CG00 5 A, Y
SucTbp, TO-3€1eH pasTBOp. - LR AV A VR A0 I T

Paspewenus Me

| BG/MAMP - 650323/01“8202
4. KJMHWYHHU JAHHH |Ogosusrue e oo e

4.1 TepaneBTHYHH ROKA3ZAHHS

[[MOpuHO KOHUEHTPAT 32 UHPYIHOHEH PA3TBOP € MOKAa3aH 3a IeYeHHE HA CAeIHHTE HHOEKIHUH (BHK
Touku 4.4 u 5.1). Cnelnanno BHHUMaHue cieasa aa ce obbpHe HA HallH4YHaTa MHQOpMallng 3a
PE3UCTEHTHOCT KM LUMNPOQIIOKCALIMH, TPEAH /1A 3aMOYHE JIEUEHHETO.

TpsdBa ga ce uma npeaBu OOUUHANHOTO PBKOBOACTRO 38 NOAXOAALLO H3MON3BAHE HA
aHTUOAaKTEepHATHH CPEICTBA.

Bwv3pacmnu
- MH(ekuun Ha TONMHHUTE NUXATE/HW NbTHILA, NPHYMHEHH OT [ paM-oTpularenHu OaKTEePHH:
- exzauepdalua Ha XpoHHYHAZ OOCTPYKTHBHA OeslogpobHa donecr
[1pu obocTpaHe Ha xpoHuuHa oOCTpyKTHBHA DenoapobHa bonecT uMnpo¢IoKCalluH
Tpsi0Ba 112 e U3M0J13Ba CAMO KOraTo CE& CUMTA 34 Helnoaxosiua ynorpedara Ha Apyru
aHTHOAKTEPHAJIHH CPeICTBa, KOUTO 00MUaiiHO Ce NpenopbYBAT 3a JICYEHHE Ha TE3H
UH(EKLNY,
- HH(peKund Ha OpoHxuTe H 6enua apod npu kMcTo3Ha Pubposza HiaH OPOHXHEKTAZUH
- [THEBMOHUS
- XPOHUYEHO CYIIYPATHBHO BB3a/ICHHE HA CPEAHOTO YXO.
- Octpa ex3auepdaums Ha XpOHUYEH CUHY3UT, 0COOEHO aKo TOH € npu4MHeH ot [ pam-
OTpULIATETHH DaKTEpHH
- HUHbekuny HA MUKOYHHUTE IThTHIIA
- OCTBp MUEAOHEPPHAT
- YCNROKHEHHU UH(pEeKUMH HA NHKOYHHTE MbTHINA
- DakTepHaJieH MpoCTaTuT
- HHtbekiiy Ha NONOBUTE MBTHLIA
- OpXMENUIHMHUT, BKJIKOUYMUTENHO C1YHAH, NPHUKMHEHH OT UYBCTBHTENHN Neisseria
gonorrhoeae




- Bwm3nanenuns B Mankus Tas, BKTIOYHTENHO CYUad NMPUUHHEHH OT YyBCTBHTEIHH Neisserid
gonorrhoeae
- MH(EKLUHH Ha CTOMALIHO-YPEBHUA TPAKT (HAMP. MbTHHYECKA IUAPHA)
- HHTPaadIOMHHATHYA UHPEKLIHH
- MHdexuun Ha KoXkaTa v MEKHTE ThKaHH, TPHYMHEHH OT [ pam-0TpuLaTeTHH DaKTepHH
- 3710KauyeCTBEH BBHLUEH OTHT
- HUHpeKkMH Ha KOCTUTE M CTABHTE
- MuxanatopeH aHTpake (npoduiakTuka cies u3naraHe | ic4cHue).
LiunpodnokcauuH Moxe Ja ce npuiara B JISHEHHETO HA MALMEHTH C HEYTPOIEHHs C TPECKa, 3a KOATO
ce npeanonara, 4e € NpHYHHEHa oT BakTepyanHa HH(EKUHA.

Heya u 1onouiu

- bpoHxo-nyAMOHanH4 MHEKUHMH, NPUYHHEHH OT Pseudomonas aeruginosa, NMPU NALHEHTH C
KMCTO3HA Pudpo3a

- YCI0KHEHH YPHHAPHH HH(EKUMH U OCTHP NHEOHEDPUT

- Bauvwsane Ha aHTpakc (NpodunakTUKa CIE H3IaraHe H JICUEHHE)

L{unpodnokcaunt MOKE ChLIO 1a CE U3MOM3Ba 3d IEUSHHE HA TEXKH HHQSKLHH MPH AeLa H IOHOLIH,
KOraTo ¢e CYHTa, Y€ TOBA € HEOOXOTUMO.

JleyeHueTo TpsadBa Ja ce 3anouHe caMmo OT JIeKapH, KOUTO HMAT OfHT B JIECYEHHETO HA KUCTO3HA
(bubpo3a WKWK HA TEXKKH HHEKLMH NPH AEUA U IOHOLIH (BAK. ToukHd 4.4 U 5.1).

4.2 o3upoBKA H HAYHH HA NMPHJIOKEHHE

o3upoBka

Jlo3aTta ce onpeaesis OT HHAMKALMATA, TEKECTTA M MICTOTO H2 HH(PEKUIMUATA, YYBCTBUTEIHOCTTA KbM
UHINIpOGhIOKCAUMH HA NPHYUHUTENA (MTE) K OT ChCTOAHUETO Ha OBOpeyHaTa PyHKUMA HA MALMEHTA.
[1pu Aeua U IOHOWHKW OO3UPOBKATA CE OTPEACNA HA TEJIECHO Tero.

[lpoabmXUTENHOCTTA HA NEUYEHUETO 3aBMCH OT TEXKECTTA Ha 3a00AABAHETO, OT KIHHHYHOTO
OpOTHYaHE U DAKTEPUONOTUYHOTO Pa3BHUTHE.

Crnea mbpBOHAYaHO MHTPABEHO3HO JICHYECHHE, JIEYEHUETO MOXKE 1a MPEMHUHE KbM MepopaiHa Tepaiia
¢ TabNETKH, aKO € KITMHWYHO MOKA3aHO H CJIie MpeleHKa Ha nekapd. IV neyexue Tpsadsa jga Onae
MOC/AEABAHO OT MePOPANHO JIeUeHHe KOJIKOTO MOXKE MO CKOPO.

ITpu TexkKM cirydau, HiH aKO [ALUEHTHT HE € B ChCTOAHME [1a B3eMa TabnaeTkH (HanpHMEp, NalHEHTH
Ha MapeHTEPaIHO XPAHEHE), Ce NPEenopbyBa Aa € 3aN04YHE JICHEHHE ¢ HHTPABEHO3EH
LIMOPODAOKCALMH H Ce MIPEMUHE KbM MEPOPalHO NPUIOKEHHE, KOTaTO € Bb3MOXKHO.

JleyeHreTo Ha MHGMEKUHH, NPHYMHEHH OT onpeaeaeHd bakrepyu (Hanp. Pseudomonas aeruginosa,
Acinetobacter wiu Staphylococci) Moxe a2 H3IUCKBA NO-BHCOKH A03U U €THOBPEMEHHO NPUIIOXKCHHE U
Ha APYTH NOAXOAIUH aHTUOAKTEPUATHH CPE/ICTRA,

JleyetneTo Ha HAKOH HHPEKUMH (HaMp. Bb3NaNCHUE B MAIKUA Ta3, HHTPAabIOMUHAITHH HHPEKLIMA,
MHQEKUMH [IPK HEYTPONEHHYHH NAUHEHTH H MHPEKIIMKM HA KOCTH U CTaBH) MOX€E 112 HIHCKBA
eAHOBPEMEHHO MPHJIOKEHHE W HA APYTrH NOAXOAALIHM AHTHOAKTEPHAIIHK CPEACTBA B 3aBUCUMOCT OT
YYBCTBUTC/IHOCTTA Ha MATOTCHHWTE IIPHUYMHUTEIIH.

Buv3pacmnuu

IToxazanue AdesHa 1o3a B mg | O0ma npoAb/DKHTETHOCT
HA JIEYEHHETO
(BKII0OUBAIA

npeMHHABAHE KbBM

[epopajaHo JeUeHHe




KOJIKOTD € Bb3MOXKHO NO-
CKOpo)

HH(I)ﬂKuHH HA OOJTHHTC NHMXAaTe/THH MMTbTHIIA

400 mg npa NbTU
AHeeHO 1o 400 mg
TPH TBTH AHEBHO

7 no 14 anu

HHbekunH Ha ropHu
AHXATe/HH NbTULLA

OcTpa ex3auepdauus
Ha XPOHUYECH CHHY3HT

400 mg aga NbuTH
AHeBHO 10 400 mg
TPH MBTH JIHEBHO

7 no 14 nHHU

XPOHHYHO
CYMYPaTHBHO
Bb3MaJICHHE Ha
CPEAHOTO YXO

400 mg aBa MbTH

AHesHo 10 400 mg
TPH ITbTH AHEBHO

7 1o 14 nHu

310Ka4ecTBEH 400 mg Tp1 NbTH 28 AHu ao 3 Meceua
BHLHILEH OTHT OHEBHO
Ypwnnapny vHQeKIHMKA | YCaoKHEHH 400 mg aBa nbpTH 7 10 21 aHU, KaTO MOXKE 1a

(BXK. Touka 4.4)

HH(pEKUHH Ha
MUKOYHHTE [TBTHLLA H
OCTBP NUECITOHEPPHUT

nHesHO 10 400 mg
TPH IBTH AHEBHO

Obae U NO-NPOAL/IKUTENHO
oT 21 AHHW npH HAKOH
crieurpHYHE 0OCTOATENCTBA
(xaTo Harp. abuecH)

bakTepnaneH
MPOCTATHT

400 mg aBa MbTH
nHeBHO a0 400 mg
TPH MbTH JIHEBHO

2 1o 4 ceaMuLH (OCTPO)

HNudekuuu Ha
reHUTAJIHKUA TPAKT

OpXHenuaeMur M
Bh3NAICHUE Ha
MaJIKHA Tazs,
[IPHYHHEHH OT

400 mg aBa ILTH
aHeBHO A0 400 mg
TPH TBTH JHEBHO

nove 14 aHu

4yBCTBHTE/HA
Neisseria gonorrhoeae
["actpo- Huapus npuunHeHa ot | 400 mg aBa mbTH 1 nen
HHTECTUHATHH H OaKkTepuaJHU areéHTH | JHEBHO
uHTpaabaoMuHanuu | BkA. Shigella spp.
HHGbEKLIHMK pasnuuHu ot Shigella
dysenteriae Tun I v
EMITUPHYHO NEHUCHUE
HA TEXKKA MbTHUYECKA
auapud
Hrapuysi npuurHeHa ot 400 mg aBa nbTH 3 OHH
Shigella dysteriae Tun AHEBHO
]
JAvapus npyuMHeHa ot 400 mg aa NBTH 3 AHuU
Vibrio cholerae [IHEBHO
Tudounna Tpecka 400 mg nBa NbTH 7 IHH
IHEBHO
HutpaabaoMuHanHu 400 mg nBa nbTHU 5 no 14 gHu
UHGpEKUHH NpUYHHeHn | aHeBHO a0 400 mg
oT I'pam-oTpuLIaTENHU TPY O'bTH AHEBHO
baktepuu
HUHbekuuHn Ha KOXKAaTa M MEKHTE ThKAHM, 400 mg nBa nuTH 7 no 14 nHu

NPUYHHEHH OT | paM-oTpHLATENIHH OaKTEpHH

aHeBHO o 400 mg
TPH NBTH JHEBHO

HMudexuun HA KOCTHTE H CTABHTE

400 mg aBa mbTH
aHeBHO oo 400 mg
TPH N'bTH JHEBHO

MakcuMyMm 10 3 Mecena

[lawyieHTH ¢ HEYTPOTICHHUE C TPECKA, 3a KOATO
¢e npearoara, ye € npuuuHeHa oT

400 mg ABa NbTH
axesHo 1o 400 mg

JIeuenvero Tpadea na
NPOALIDKH NIPe3 LEIIHs




DakTepranHa HHpEKUHA — uUNpodIoKCalHH

Tpa0OBa na ce npuiara B KOMOMHAUWA C

noaxoasi¥) aHTHOAKTEPHATIHH CPe/ICTRA

CbIIACHO OPUUHATTHHTE NPENOPBKH.

TPH INBTH NHEBHO

[IEPHUOa HA HEYTPONCHHUATA.

HHxanaTopeH aHTpakc, NpoMHIaKTHKA CJie
€KCMO3HLUKUA Y NIOCSIBALIO NSHCHHE 3a JIHLA,
KOHUTO ¢€ HYKIAAT OT [apeHTEPAHO JeHEeHHeE.
[ IpuyiaradHeTo Ha J1eKapCcTBOTO TpAOBa Ja

3AMOYHE KOTKOTO MOXKC NO-CKOPO CJIEN
MNOTBLPK/JaBaHC HAa CKCITO3HUHUATA.

AHCBHO

400 mg nea MbTH

60 OHU OT NOTBBPYKIACHHETO
332 eKcno3HuLME ¢ Bacillus

anthracis

Heouampuuna nonvaayus

IHokazanun

AneBHA 1032 B mg

O0ma npoIL/GKHTEIHOCT HA
JACYLHHETO (BH3MOKHOCT 32
3aM0YBAaHE HA MbPBOHAYAIHO
NAPEHTEPAJIHO JeUeHHe C

wHnpo¢IOKCANHH)
bpouxo-6enoapobHH HHPEKLUWH ITPH 10 mg/kg Tpu nbTH 10 no 14 auu
kxcTo3Ha $ubpoza JHEBHO KaTo
MAaKCHMAaJIHATA 1034 €
400 mg Ha npueMm.
YcnoxHeEHHU YPHHAPHH MH(EKLIIUH H 6 mg/kg Tpu NbTH 10 po 21 auu

OCTBP NHEAOHSPPHT

adesHo ao 10 mg/kg
TPH ObTH JHEBHO KATO
MaKCHMaJTHaTa 1034 €
400 mg Ha npueMm.

MHxanaTopeH aHTpakce, NpohHTakTHKA
clieq] eKCNO3nLUMA KakTo H 3a
NAUMUEHTH, M3UCKBALIH TTAPEHTEPATHO
neueHue. [lpunaranero Ha
NeKapcTBOTO TPAOBA Ja 3anovHe
KOJIKOTQ MOXE TO-CKOPO cliell
MOTBLPKAABAHE Ha CKCMOZULIHATA.

10 mg/kg nBa mbTH
aHesHO a0 15 mg/kg
JBA ITbTH JIHEBHO KATO
MaKCHMATHATa 1034 €
400 mg Ha npuem.

60 nHM OT MOTBbLPKAABAHE Ha
eKkcno3uuusaTa ¢ Bacillus
anthracis.

JpyrH T€KKH HHPEKUUY

10 mg/kg Tpu NbTH
IJHEBHO KATO
MaKCUMaHaTa 1034 €
400 mg Ha npueM.

Cnopen BHAa H2 HHPEKLMATA

Cmapuecka ev3pachi

[TauveHTHTE B CTapyecKa Bh3pacT TpAOBA Aa NOMyuasar 1034, Cr00pa3eHa ¢ TexXecTTa Ha HHPEKUUATA

H KPCATHRHHHOBHA KJIIHPDBHC HA MNMallHCHTA.

Hayuenmu c 6vbpeuno u yepHoopodro yepescoare

[TpenoppuuTenHY HAYATHHA U MOAABPXKALIK A03M 33 NAUMEHTH € YBpedeHa ObOpevyHa yHKLUA:

KpeaTHHHHOB K/JAHPBHC Cepymen [lepopoana go3a
[ml/min/1,73m?] KPeaTHHHH [mg]
[pmol/]]
> 60 <124 Bk obnuaiiHaTa 103HPOBKA.
30 — 60 124 — 168 200-400 mg Ha 12 yaca
< 30 >169 200-400 mg Ha 24 yaca
[lanpeHTH Ha XeMOoaHANTK3a >169 200-400 mg na 24 uaca (cien

A



AHANH3aTa)

[TauueHTH Ha NEepUTOHEaIHA >169 200-400 mg na 24 vaca
oHaIU3a

Ilpy mauMeHTH ¢ HapylieHa YepHoApOoOHa (PYHKUHS HE C& Hajlara KOpMrupaHe Ha 103ara.
Jlo3rpaHeTo np# Aeua ¢ HapyuweHa 0b0pevHa HWHIH YepHOApOoOHa (YHKUUA HE € OHIIO POYUBAHO.
Havuw na npuroxcenue

Lvnpudon Tpadea na Ovse npoeepaBaH BU3yasHO npeau yrotpeda. Toi He TpadBa aa ce u3nos3ea,
dKO € MBbTCH.,

llunpogaokcauux Tpadea 1a ce npunara kato uHTpaBeHo3Ha uHdy3us. [lpu aeua, undysuara e ¢
OPOOBIBKHTEIHOCT 60 MHHYTH.

[Ipn BB3pacTHH NaLMEHTH, BpeMeTO 3a UHPY3us € 60 MuHyTH 3a urnpuHon 400 mg u 30 MuHyTH 32
uunpuxon 200 mg. bapHaTta wH$y3Hs B royisiMa BeHa, LIE HaMaaH AMCKOMQOpTa Ha MalHeHTa H PHCKa
OT ApPa3HEHE HA BEHHTE.

KoHleHTpaTshT 3a MH(Y3UOHEH pPa3TBOP Ce MPUroTBS Clie] CMECBAHE € PYTH ChbBMECTHMM
HHODY3HOHHM pa3TBOPH (BXK. TOUKa 6.2).

4.3 IIpoTHBONOKAZAHHS

- CBpBbXUYYBCTBUTEJIHOCT KbM AKTHBHOTO BELIECTBO, KbM APYTH XHHOJIOHH KIH KbM HAKOE OT
IIOMOUIHHTE BELUIECTBA, H30poeHH B TouKa 6.1.
- ENHOBPEMEHHO NpUnokKEHUE HA UMNTPOGAOKCALIMH M TH3aHUIWH (BXK. ToUKa 4.5).

4.4 CrHneuuHajHu OpeIyYNpexIAeHH: H KPEXNa3HH MEePKH NpH ynoTpeda

Ynorpebara Ha uMnpodaokcaunH TpaOBa 1a ce H30ArBa Npy NaUHEHTH, KOUTO €4 HMAIIH CEPHO3HH
HEKE/IAHH PEeaKliMM B MUHAIOTO MpH ynoTpeda Ha NpoayKTH, ChAbPKAIH XHHOJNOHH HITH

bnyopoxuHoaoHH (XK. Touka 4.8). JleueHHETO Ha TE3H NALHENTH ¢ LMApodIoKcauuH TpAOBa na ce
3aMo4Ba caMo TIPH JIMICA HA aJITCPHATHBHH BBE3MOXKHOCTH 3a JISUSHHUE M CJIe] BHUMATE/IHA OLICHKA Ha

CbOTHOLUEHHETO MON3a/PUCK (BXK. CBIIO TOUKa 4.3).

Teocku ungpexyuu u cmecenu ungperyuu ¢ I pav-norodicumetny u aHaepodHu namocenu
[{nnpogrokcaliid MOHOTEpanuA He € MOAXOAALI 3a JIeUeH!E Ha TEXKH HHPEKUNH H HHOEKUHH, KOHTO
Ca NPHYHHEHH OT [ paM-NIOJIOKUTENHH HIIH aHaepoOHU natoreHy. [Ipu Taknsa HHPEKLHH
LHMpodIokcaLtH TpAOBa fAa ¢e npunara B KoMOMHAUKA C APYrH NOAXOAAIIH aHTHOAKTEPHAIHH
AreHTH.

Cmpenmoxoxoe unpekyuu (graiouumenno Streptococcus pneumoniae)
L lunpodaokcaut He ce NpernopbUBa 3a JSYEHHE HA CTENTOKOKOBH MH(EKLMH NOpadH JIMNca Ha
eukacHocCT.

Hugexyuu na norosume nomuiya

OpxHenuanaeMuT M Bb3NajieHHe Ha MaNKHA Ta3, MOrar aa ObaaT NPHYMHEHH OT (PITyOpPXHHOJIOH-
pesucTeHTENTE Neisseria gonorrhoeae. 3a OpXHEMHAEMHUT U Ta30Ba Bb3NaIHTENHA HOJIECT,
EMIHPHYHO BKJIIOYBAHE HA UMITPOodIOKcaLMH, TpsIOBa na ce OOMHCIIA caMO B KOMOMHALMA ¢ ApyT
aHTHDAKTEpHaNEH areHT (Harnp. uedanocnopuH), OCBEH ako UMNPOQIOKCALMH-YCTOHYHBA Neisseria
gonorrhoeae Moxe na Obae U3KIIOYeHa. AKO KIIWHUYHOTO NOJOOPEHHE HE € OCTHUTHATO cnen, 3 IHH
OT JICYEHHETO, TepanuATa TpaORa Aa ce npepasrniesa.

Hudbexyuu na nuxounume nemuiia
Pe3dcTeHTHOCTTA KM (DIIYOPOXHHONIOHH Ha Escherichia coli - Hall-ueCTHAT NATOreH, MPEIH3BHKBALL
MHPEKUHH HAa MHAKOYHUTE NbTHWA, Bapupa B uenus Esponeticku cbio3. [Ipenopbysa ce, nexapure,




NpeanucBally JeKapCcTBOTO, A4 B3eMarT MoJ BHUMAHUE YCTAHOBEHHUTE JIOKAIHHW IaHHH 32
PE3UCTEHTHOCT Ha Lscherichia coli KbM GIOPOXHHOMOHH.

Humpaaboomunainu unchexyuu
CbLIeCTBYBAT OTPAHUYECHH [IAHHH 33 ePHKACHOCTTA HA UMNPODIIOKCALIMH I1PH JIEUYSHHE HA MOCT-
XHUPYPrHUHH HHTpaabAOMUHANHHU UH(EKUHH.

Hvmuuuecka ouapis
[Ipn u360pbT Ha uMNpodoKkCaUMH CAeaBa Aa C& B3eMe 110/ BHUMaHHe HHGopMaLdaTa 3a
PE3UCTEHTHOCT KbM LMITPOdIOKCAlMH HA MATOTEHUTE B CTPAHUTE, KOMTO CE€ MOCCLIaBaT.

Hingperyuu na kocmume u cmasume
Lunpogrokcauud Tpadea aa ce uznoszea B KOMOMHaLMA ¢ IPYrd aHTHMHKPOOHH areHTH, B
3aBHCHMOCT OT Pe3YJITATHTE OT MUKPOOHOJIOrHUHUTE TECTOBE.

Huxaramopen anmpaxc

Ynorpebara npu Xopa, Ce€ OCHOBARA Ha in-Vitro TAaHHMTE 32 UYYBCTBUTCIHOCT H HA €KCMEPUMCHTATHUTE
JAAHHH TIPH KHUBOTHH, a CBIIO TaKa M HA OrPAHUHSHH IaHHH, NOJIYYEHHU M1pH Xopara. JIeKyBamure
NieKapH TpA0Ba Ja ce OTHACAT 10 HALMOHAJIHHS H/WITH MEKAYHAPOIEH KOHCEHCYC 3a JIEYCHHETO Ha
aHTpaKca.

Heouampuuna nonviayus

M3noa3saHeTo Ha UMNPOGIOKCALMH MPH Jelia H IOHOWIM, TPAOBA 1a CeBa HATHYHHTE O(HLIHAIHH
npenopbku. JleyeHueto ¢ uunpodaokcauMH TpaOBa fia ce 3al04He CaMo OT JIEKapH, KOUTO HMat ONMT
B JIEUSHHETO HA KHUCTO3HATA (PUOPO3a W/UTH TEKKU HHOEKLMH NIPH A€Ld W IOHOILH.

LivnpognokcauuH e nokasas, ue MPHYMHABA apTPONaTHA HA HOCCLHTE CTABH NPH HEAOHOCCHH
KHUBOTHH. [laHHUTE 3a HE30MACHOCT OT PaHJAOMH3UPAHO ABOHHO-CAANO NPOYUBAHE 3a MPHJIOKCHHETO
Ha uunpoduiokcalud rnpu aeua (uMnpoduiokcalut: n=3335, cpeiHa Bb3pacT = 6,3 roauHH, 3a
cpaBHeHHe: n=349, cpeaHa Bu3pacT = 6,2 roaHHM, BL3pAacTOBA rpaHkua = 1 10 17 roaMHy) nokaspar
YECTOTa Ha BEPOSTHO CBBP3aHA ¢ NEKAPCTBOTO apTponaTua (3adefeKuMM KIMHWYHH MPH3HALUM H
CUMITOMHU OT cTpaHa Ha ¢taBuTe) oT Jen +42 ot 7,2% u 4,6%. PecnexTueHo, CiydyanuTe Ha
apTpoNaTHs, CBbP3aHa ¢ IEKapcTBOTO 1 roguHa cnen npuema my ca 9,0% u 5,7%. 1loBHinaBaHeTo Ha
[TOAO3UPAHUTE CIIYYaH Ha apTponaTHe ClIeA ONPe/ICNCHO BpeMe OT NMpHEMa Ha JIEKapCTBOTO HE €
CTATHUCTHUMECKH 3HAUMMO MEXY JBETE Fpynu. JleueHHeTo TpAOBa Aa 3ano4He cJiel BHUMATe/Ha
MpeLieHKa Ha ChOTHOLIECHHUETO ION3a/PUCK MOPadHd Bb3MOXKHH HEXENaHU peakUkH OT CTpaHa Ha
CTABUTE W/UJIH NPHIIEKALIMTE ThKaHU (BK.Touka 4.8).

bponxo-beacopobuu unperyuu npu xucmozna Gubposa
B KMMHHYHMTE M3NMUTBAHUS C& BKJIKOUEHH JIela W FOHOIIKA Ha Bb3pacT OT 5-17 roaunu. Ilo-
OrpaHvueHH JaHHH UMA MPH JIEUEHHETO Ha Jelia Ha Bb3PpacT MEXay | M 5 roAvLuHa Bb3pAacT.

Ycaoscnenu ungpexyuu na nuxoynume nvmunya u nueronedpum

Jledenue Ha MHEKLMK HA MMKOYHHUTE MMbTHILA C UMNPOdIoKcaunH TpaOBa 1a ce YMa NpeaBui,
KOraTo ApYro JEYEHHE HE MOXKE a C€ H3ION3Ba W Cled KaTo TO € 000CHOBAHO OT PE3yJITATHTE OT
MUKPOOUONIOTHYHHTE TECTORE.

B KJIMHHYHHATE U3NUTBAHHUA €A BKJIIOUYEHH J€La H FOHOLIH Ha Bh3pacT oT 1-17 roauHH.

Hpveu cneyugbuurniu mescxu unperyuu

Hznonsea ce npy ApyrH TEKKHA UHOEKIIMH, B CbOTBETCTBHE ¢ O(PHUHATIHHTE MPENOPBKH HIH CNE
BHHMATE/IHA OLIEHKA N0.133/pHUCK, KOraTo JPYro JICUSHHUE HE MOXE Aa CE MPKI0KH, CJIe] HEYCNeX Ha
KOHBEHLIMOHANHATA TEPAMA KK KOraTO MUKPOOHOOTHYHKTE TECTOBE ONpaBrasar ynorpedara Ha
UUNPOdIOKCALIMH.

M3nonsBaneTo Ha LHAPOMNOKCALIMH NPU CEUM(UYHH TEXKKH HHPEKLHH, Pa3jIHUHH OT TE3HU,
CNOMEHATH NO-rope, He € DHIIO OLIEHABAHO MO BpeMe Ha KJIMHHYHM U3NUTBAHHA H KIIHHUYHHA OfNHT €



orpaHuyed. CNeJ0BaTelHO C& NPEnopbYBa NPEANa3IHBOCT NPH JIEYEHHE HA IALMEHTHTE C TAKHBA
HHEKLUH.

Cepvxuyscmeumennocn

CBpbX4YBCTBUTEIHOCT M ANCPrUdHH PEAKUMH, BIIIOYUTEIHO aHa(HIaKCHA W aHAMHIAKTOHIHH
peakLlHH, MOTAT [1a HACTBIIAT BCJACACTBHE HA €AMHUYHA 1034 (Bx. Touka 4.8) 1 morar jJa 6baar
AKUBOTO-3aCTPaLUABALLIM. AKO TAKARA PeaKLIMA CE MOSABH, MPUEMAHETO HAa UHNPOGIOKCAUHH C1€/IBa A4
CE CMPE H 3a0bJDKUTENIHO TPsiOBa Ja ce MpoBeAe aASKBATHO JICUEHHE.

[Ipoovadicumeniu, UHBATUOUIUPAMU U HOMEHYUATHO HEOOPAMUMY CEPUOIHU HENCEAAHU TeKAPCMEeHY
peaxyuu

CpodlIiaBa ¢e 32 MHOIO peKH CNYYau Ha NPOIbIKUTETHH (MPOABKABALLH MECELIH HJIH [OJIHHH ),
HHBAMTHAW3UPALIH H NOTSHLUMAIIHO HEOOPATHMH CEPHO3HH HEXKEJIAHH JIEKAPCTBEHU PEAKIIHH,
3aCATallH PasIHYHH, [IOHIKOTa MHOIO CUCTEMH B OpPraHu3Ma (MYCKYJIHO-CKEJIETHA, HEPBHA CUCTEMA,
NCUXHKA M CETHBHH OPTaHu) MPH NALMEHTH, MOTYHABALIM XHHOIOHH K (PJIyOPOXHHOIOHH,
HE3aBMCHUMO OT TAXHATA BB3PACT H BeUe CHLILISCTBYBAUINTE PHCKOBH $akTopu. Liunpodnokecaliny
Tpa0Ba 1a ce cnpe He3adaBHO NPH MbPBHUTE NMPH3HALM MK CHMIITOMH Ha BCAKA CEPUO3HA HEWKENAHA
PEAKLMA KaTo NauHeHTHTe TpAORa Jda ce MOCHRETBAT JJa CE CBBPKAT € TEXHHUA JICKAD, Mpeanucan
JIEKapCTBOTO, 3a ChBET.

Mycryano-cxeremnu cucmema

[To npuHumn uunpodaokcaumy He TpaOBa JAa ce W3NO0JI3BA PH NALUKWEHTH C aHAMHE3a 3a 3a00NABaHe
HA CYXO)XWIHETO/HapYIICHHWA, CRBbP3aHH ¢ IeUeHHe ¢ XMHOJIOHH, Banpeky ToBa, B MHOFO PEAKH
CJIyyau, cinel MUKpOOHOIOrMUHO AOKAZBAHE HA IIPHUYHHHTENS U OLEHKA HA ChOTHOLUECHHETO
PUCK/TI0/13a, HMNPOQIOKCALHH MOXKE J1a Ce MPSANKCBA HAa TC3H MALHMEHTH 3a JICYEHHE Ha HAKOH TEHKKH
HHPEKUHH, OCODEHO B CTYUail Ha HeYCIeX HAa CTaHAapTHATa Tepanus Wiu OakTepHasHy
PE3UCTEHTHOCT H KOraTo MUKPODUONOrHUHHATE JaHHW MOTaT Aa ONpaBIaAT U3I0N3BAHETO HA
UHMINPOdIOKCALIHH.

Tenounum u pazrbeeane HA CYXONCUIUEC

TEeHAMHUT K PA3KbLCBAHE Ha CYXOXKHIHE (MO-CIIELKANHO aXHIICCORO CYXOKUIHE, HO De3 n1a ce
OrpaHH4aBa caMo JI0 HEero), MOHAKOra ABYCTPAHHO, MOXKE Ja ce MONyYH ollle B paMKHTE Ha 48 vaca ot
3aM10YBAHE HA JIEYEHUETO C XUHOJOHH W (h:TYOPOXUHONIOHU KaTO MMa CHODILECHHA 3a TAKHBA, Pa3BHIH
Ce JOPH A0 HAKOJIKO MeCeua clie]l NIPeKpaTaBaHe Ha JedeHUeTo (BxkK. Touka 4.8). PUCKBLT OT TEHAHMHHUT
H Pa3KbCBAHE HA CYXOXHTUE C€ MOBULIABA NPH NO-Bb3PACTHH MAIIMEHTH, TTALMEHTH ¢ OBOPEUHO
yBpCHKIaHE, NAIIUEHTH C TPAHCILIAHTUPAaH CONIW/IEH Oprad M TaKUBa, JICKYBaHH ChITbTCTBALLO ¢
KopTukocTepouan. [1o Ta3u npyuuHAa CLIBTCTBALIATA YITOTpeOa HA KOPTUKOCTEPOHIN TpAOBa 1a ce
n30srea.

[Ipn nbpBHA NPU3HAK HA TEHAHMHUT (Hanp. 60JE3HEHO NOYBAHE, BB3NAACHHE) JICYEHHETO C
uunpodgrokcalMH TpAOBA Ja ce NpeKpaTH U J1a ¢ 0OMHCIN ATEPHATUBHO NedeHUe. 3aCerHaTHAT(Te)
kpaiiHuk(uK) TpsaOBa na Obae(ar) nekysad(u) no noaxoasul Hauyud (Hanp. obe3npuxeane). He Tpadsa
A4 ¢€ H3MOJI3BaT KOPTUKOCTEPOUIM, aKO C€ NOABAT MPH3HALIM HA TEHIKHONATHSL.

Linnpedoxcauun Tpadea aa ce W3oN3Ba NPEANA3IYMBO MPH NALHEHTH ¢ MUACTEHUA rPaBUC, ThH KaTo
MOJKE Ja HACTBIIK BJIOLIABAHE HA CHMNTOMHTE (BXK. TouKa 4.8).

Anespuzma u QUCeKayUa HA qopmama u peeypeumayus/ HeQOCMAmMbYHOCH K ChPOCHHUME KiaHu
EMHIEeMHONOTHYHHTE NMPOYYBAHWSA NOKA3BAT MOBULICH PUCK OT AHEBPHU3MA H AHMCEKALIMA HA a0pTara,
0cODEHO NPH NaLUeHTH B CTAPUECKA Bb3PACT, KAKTO U OT PETYPruTalus HA a0PTHATA M MHTPAIHATA
Ki1ana cien npHeM Ha GpayopoxuHonoHu. Crobuiesd ca ciay4ad Ha aHeBpU3Ma M IHCEKALIMA Ha
aopTaTa, MNOHAKOTra YCA0KHEHH NOpagy pa3KbCRaHE (BIUTIOHUHTENHO ¢ NETAJIEH H3X0A) H
pEryPruTaLMa/HeOCTATbYHOCT HA HAKOH OT ChPAEYHHUTE Kilanu NpH NaLMEHTH, NPHEMALLH

Ty OPOXHHOOHH (Bx. TouKa 4.8).

Jatosa QUIyOPOXHMHOIOHHMTE TPAORA Aa ce M3MONI3BAT CaMO Cil€l BHUMATEJIHA OUCHKA Ha
CHOTHOLUEHHETO MOMI38/PHCK K ClIEN Pa3rieKIaHe Ha APYTH TePaneBTHYHH Bb3MOXKHOCTH MpH
MALMEHTH ¢ NOJIOKUTENHA pamMuiina aHAMHE3A 33 aHEBPU3MA HIIM BPOAEHO 3adonapaHe Ha




CbPACYHHTE KJIAMH, WK MPH MALHEHTH, JHarHOCTHLMPAHH ¢ fIpeallecTBalla aHeBPH3Ma H/HITH

AxceKauys Ha aopraTta UnM 3abosiaBaHe Ha CbhpJeYHHTE KA, I NMPH HAJTMYME HA APYTH pUCKOBH

dakTOpH WK 3a00NABAHHUA, NPEAPAINONATraLlH

- KaKTO 32 aHEBPH3MA TaKa H 3a H JUCEKALIHA HA A0pTaTa M 3a PEerypruTalHs/HeA0CTATLYHOCT Ha
ChpAEYHHUTE Knanu (HANp. HAPYLIEHKs Ha CheIMHHTEIHATA ThKAH, HAMp. cCHHApoM Ha Marfan
Wit cuHapom Ha Ehlers-Danlos, cutapom va Turner, donect Ha Behcet, xunepronus,
PECBMATOHIEH apTPHUT) M AONBJIHHTEIHO

- NPH aHEBPH3MA M JIMCEKallMs Ha aopTtaTa (Harnp. ¢bA0BUA HAPYIUEHUA, HAMIP. APTEPHHT Ha
Takayasu, ruraHTOKN€TbYEH APTEPUUT, WK U3BECTHA aTEPOCKICPO3a WIH CHHAPOM Ha
Sjégren), UNH AOTTBIAHHUTENHO

- MPH PErypruTalla/HeJ0CTATBYHOCT HA ChPASUYHUTE KAanu (Hanp. WHPEKUHO3EH CHAOKAPAHMT).

PHCKBT OT AHCBpH3MA W NHUCCKAllMA HA a0pTaTa U TAXHOTO Pa3KbCBAHE MOXKE CBLUIC Aa CC NOBHIIH npy
MNAaLHCHTH, NICKYBaHH €NHOBPCMCHHO CBC CUCTEMHU KOPTHKOCTCPOHIHN.

B cnyuaii Ha BHe3anHa Dosika B KOpeMa, rpbAHMS KO WM repba naileHTHTe Tpabsa na ovaar
[IOCHBETBAHH Aa C& KOHCYITUPAT He3abaBHO C JieKap B CNEUIHO OTACNEHUE.

[Tayuentute TpadORa 1a OBAAT NOCHBETBAHU Aa MOTLPCAT HEe3aDABHO MeIMLIMHCKA MOMOLL B CJ1yYaH Ha
OCTpa JUCIHEA, NO9BA HA chbpuedHeHe (NaNnUTALMH) UK PAa3BUTUEC HA OTOK HA KOpEMA WIH JOJHUTE
KpaHHHLM.

IpumenHu HAPVIEHUS
AKO 3pEHHMETO C€ YBpEIH WIIH HACTBNAT KAKBHTO U /1a € edeKTH BLPXY OUHuTe, TpaOBa BeHAra ja ce
MPOBEAE KOHCYIITAUMA C OPTaNIMOIOr.

Domouyscmeumeanocm

Linnpognokcanuyt npu-UHABA peakUHy Ha GOToUdyBCTBUTENHOCT. [lanMeHTHTE, TIPHMALLIH
UMIpOdIIOKCALMH, TPAORa na ObJAT CHBETBAHH Oa H30ArBAT NPSKOTO M3JlaraHe Ha CH/IHO CJIBHUE UM
UV o0abuBade no BpeMe Ha Je4eHHETO (BiK. Touka 4.8).

Lenmpanna nepena cucmema

M3BECTHO €, Y€ XHHOJIOHUTE MOraT Ja NPEAU3BHKAT CHPUOBE HIIH A2 MOHWKAT I'bPUOBHA Npar.
JloxiapsaHu ca OUIH K cliydas Ha enwienTHueH ctaryc. Llunpodaokcaund TpsabBa aa ce u3noIsea
peANa3IHBO MpH NAUMECHTH ¢ HapylueHuAa Ha LIHC, kouTo Morar aa ObaaT npeapasnonoXxeHH KbM

repYOBE. AKO C€ [TOABAT MbPUOBE, NPHEMAHETO HA LHNPOQIOKCALIHH Cle/iBa 1A OBb/e NpeyCTaHOBEHO
(BK. TOuka 4.8).

[lcuxuunu peaxyuu

[ICHXHYHH peaklMu MOTET Ja Ce MOABAT OLIE CaeA NbPBOTO MPHIOKEHUE Ha UUMNpodaokcauuH. B
PEIKH ClTy4au, ASNpPeCHATa WK MICHXO3M MOTAT Ja NPOrpecHpaT 10 UAEH/MHUCIY, KOHTO Ja C€ 3aCHAT
4 Aa A0BEAAT N0 OIUT 3a CaMOYOHHCTBO MW U3RBPIIBAHE HA CaMOYOUIHCTBO. AKO c€ MOABAT
Aerpecus, NCUXOTHYHM PEaKUMK, MUCIIH WIH MTOBEJEHKE, CBBP3aHH ChC CaMOYOUHCTRO,
LUNPOQUIOKCALlMH TPAOBA J1a C€ NPEYCTAaHOBH.

Hegug&egﬂa HesponAantiti

Cro0wara ce 3a cnyyad Ha CEH30pHA WAM CEH30MOTOPHA MOJHHEBPONATHA, BOICIIH 10 NAPECTE3HH,
XMITOECTE3UA, AU3ECTEZNS MITH ¢1a00CT NMPH [ALHEHTH, NPHEMALM XHHOIOHU U (PITyOPOXHHOIOHH.
[TauHeHTHTE, KOUTO NpHeMaT UMNPOodIOKCalHH, TPAOBa Aa ObAAT TOCHBETBAHMU 132 HHOPMHUPAT CBOS
nekap, IpeaH 1a NPOALIKAT JIEYEHHETO, aKO ¢e NOABAT CHMNITOMH HA HEBPONATHA, KaTo DOJIKa,
ycellaHe 3a NapeHe, MPaByUuKaHe, U3TPhIIBaHE WM C1adOCT, 3a Aa C€ MPEAOTBPATH PA3BUTUETO HA
[IOTEHLUHAIHO HEOOpaTUMO 3abonasaHe. (BX. Touka 4.8).

Cppoeunu napyuieHus
TpabBa na ce BHUMaBa NPH U3NOA3B8aHe HA (IIYOPOXHHONOHH, BIJIFOUHTENHO LHMPOMAOKCALUH, HPH
MALHEHTH C U3BECTHH PUCKOBH (haKTOpH 3a yaAbKapaHe Ha QT uHTepBana, KaTo HanpHMep:




- BpoaeH yabikeH QT cunapom

- eIHOBpEMEHHA yroTpeDda Ha JieKapCTea, 3a KOMTO ce 3Hae, ue yabwpkasatr QT unrepsaia (Hanp.
knac 1A u HI anrnapurMuudK cpeacTea, TPHUMKIHYHH aHTH/IENPECAHTH, MAaKPOIHIH,
AHTUINCHXOTHLIH)

- HEKOPHIHPaH €NeKTPOJSIUTEH AKUCOanaHC (Hanp, XMNOKANHEMKA, XUITOMATHE3HEMHS )

- CBbPAEYHO 3a00NABaHE (HAMNp. ChPASYHA HEAOCTATLYHOCT, HH(PAPKT HA MUOKApa,
Opaaukapaus)

[TalueHTH B cTapyecKa Bb3pacT M XKeHH MOraT fa ObIaT NO-4yBCTBUTE/NHH KbM JIEKapCTRa

vavkaeawu QT nnrepsana. Toea Tpadea aa ObAe B3ETO 10,1 BHUMAHHE NMPH HU3M0J3BAHETO Ha

PAYOPXHHONOHY, BKIIKOYUTETHO LMIPO(IOKCALMH, NTpH Te3H nomyaaudi. (Bux touka 4.2 nauueHTy

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

Hucaruxemus

KakTo npH BCHUKH XHHONOHM, HMa ChOOLIIEHH 3a HAPYLUEGHHS B HUBATa HA KPhBHATA 3axap,
BKJTIOUBALLM, KAKTO XHITOFTMKEMHA, Taka U XHNEPIrITHKEMUA {BXK. Touka 4.8), OOMKHOBEHO MpH
AMaOeTHUH B CTapYecKa BBh3pacT, Ha KOHMTO ¢€ Nnpuiara ChIbTCTBALLA TEpanUA ¢ IEPOPATHH
XHUMOMMHMKEMHYHH CPeACTRA (HAmp. MMOeHKIaMKA) MK ¢ MHCYIWH. ChoDIlaBaHu ca Ciy4aH Ha
XHIIOraMKeMHuuHa Koma. [lpenopuusa ce BHUMATETHO NpOCAegBaHe Ha IJII0OKO3aTa B KpBBTA NpU
NaluUdeHTH ¢ AHaderT.

[ acmpounmecmunainy HapYVeHus

[TosaTa Ha TEXKKA ¥ NIEPCUCTHPALLA AHAPUS 110 BPEME HITH CITe/] NEHEHHE ( BKTFOUHTEIHO HAKOIKO
CEIMULM CJie/l JIEYEHUETO) MOJKE 1a 03HAYABA KOJIMT, CBbP3aH ¢ MPHEMa Ha aHTHOMOTHK (KMBOTO-
3aCTPALLIABALIO ChCTOSHHE ¢ Bb3MOMKEH (haTaieH U3X0/) H H3UCKBa He3a0aBHO NeveHyue (BXK. TOMKA
4.8). B TakuBa cnyvaud, npueMa Ha UunpodIoKCallMH clieaBa He3abaBHO J1a C€ NPEKPATH H A2 3aIl04He
noaxoaswa repanus. JlekapcTea, HaMaigBally MePUCTAITHKATA €A POTHBONOKA3AHH B Ta3H

CMTYALIHSA.

Hapyvwenus na Ovopeyume u nuxoynama cucmema

Mma cboblieHns 3a KpUcTanypHs, cBbp3ana ¢ ynorpedarta Ha LiunpodaokcauuH (Bx. To4ka 4.8).
[ManmeHTHTE, NOMYUYaBaK UMIIPOGIOKCALHH, TpAOBa a ObaaT nobpe XxuapaTupaHy y TpsadBa na ce
130SrBa MPEKOMEPHO aANKanH3UpaHe HA ypHHATA.

Vepeowcdane na bvbpeunama gyuxyus

Tbi KaTO LMITPOJUIOKCALIMH A0 ro1IMa CTENEH CE EKCKpeTHpa HEMPOMEHEH upe3 ObOpenuTe,
HeOo0XO0AMMA € KOPEKLMA Ha 103aTa NpH NalMEHTH ¢ HapylleHa ObOpeyHa QYHKLHA, KAKTO € ONIMCaHO
B TouKa 4.2, 32 Aa ce u30erHe yBeMUYaBaHE HA HEXKENAHUTE JIEKAPCTBEHHU PEaKUMH N0paau
HATpyITBaHe Ha LHNPOQIIOKCALHH.

Xenamobwiuapru napyuienus

Cny4yau Ha yepHOAPOOHA HEKPO3a U KMBOTO-3aCTpalllapalla YepHOAPOOHA HENOCTATBYHOCT Ca
AOKTIAABAHH NPH JISUECHHE ¢ UMMNpodIoKcalMH (Bx. Touka 4.8). B ciiyuald Ha npH3HalUH H CUMITTOMH
Ha 4epHOApoOHO 3abosaBaHe (KaTo HANPUMEP aHOPEKCHS, K bITEHHLA, ThbMHA YPHHA, CbPOEXK MM
Oosie3HEH KOpeM), TEUCHHUETO TPSiIOBa Aa ce MpeKpaTH.

loxo30-6-hocham dexudpozenazen deduyum

XeMOJHUTHYHH peakuuH ca OW1M N0KIaJBaHH MPH JIeueHHE ¢ LUNpOodIOKCalvH NPH NALMEHTH C
rnoKo30-6-gocdar aexuaporenased aebuuur. Hunpodnokcaliud Tpadea ga ce u30ArBa rnpH Te3u
NAaLMEHTH, OCBEH aKO MOTEHUHANHATA MOJ13a HA/IBHILABA Bb3MOXKHKA pUCcK. B To3H ciyyail, Tpadsa na
ce ¢Jiedn 3a NOTEHLHAIHA MOgBa HA XEMOJIM3a.

Pezucmenmuocm

[lo Bpeme unu cneq Kype Ha JAeueHHe ¢ uMnpodaoKcauyH, MOraT fa Obaar U30JMpaHd DaKTepUH,
KOWTO Ca Pe3UCTEHTHH KbM LNPOQIOKCALIMH, C HIH 683 KIMHUYHO MPOSBeHa CYNePUHPEKLIHA.
Bb3MOXKHO € na ChINECTRYBA ONPEAENIEH PUCK OT H300pa NPy HATHYME Ha LUMNpogIoKCaLHH-
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PE3UCTEHTHHN DaKTEPUH MO BpEME Ha MPOABIKHTEHO JTCUEHHUE U [TPU JeHeHHE Ha BbTPEOOIHHYHH
HHPEKLHUH H/ UMDY UHOEKLHU, NpUUHHEeHU OT Staphylococcus W Pseudomonas BUIOBE.

{{umoxpom P450

[lunpodnokcaunt unxudupa CYP1A2 # 1o 1031 HAUMH MOXKE Ja NpeAM3BHKA MOBHLIABAHE HA
CEPYMHATA KOHLUEHTPALMS HAa €AHOBPEMEHHO NPHIANAHN C HETO BELLIECTBA, KOUTO META0OTH3MPAT
4pe3 TO3M €H3UM (HAMP. TEOPHUIHH, KII03aAMKH, OJIAH3aNHH, POMTUHUPOI, TU3AHHAHH, JYTOKCETHH,
aromenartud). Ilopagu ToBa, MaLUMEHTUTE, KOUTO MPUEMAT TE€3H BELUECTBA €THOBPEMEHHO C
uMnpodgiokcalmH cieasa aa 6saaT NpocneasaBaHH BHHMATEHO 32 KIIHHUYHA NPU3HALH Ha
NpeJo3HpaHe, KAKTO U MOXKE Ja ce HAJIOKH ONpeAcIsHe Ha CEPYMHHTE MM KOHLIEHTpALIHH (Harp. Ha
TeoduanH) (BK. Touka 4.5). EAHOBPEMEHHOTO NPWIOKEHHE HA LIUIIPOPIOKCALMH U TH3AHHAHH €
NPOTHBOMNOKA3HO.

Memompexcam
EanoBpemeHHa ynotpeda Ha HMNpOo(hAOKCALIMH ¢ METOTPEKCAT HE C& NpenopbYBa (BxK. Touka 4.5).

Hzcaedsarun

[Mpu u3cnensaue in-vitro Ha aKTHBHOCTTA Ha nMnpoduiokcauuk cpewy Mycobacterium tuberculosis
MO3KE 12 ce Moyyar GalllliBy OTPHUATENHH OaKTePHOIOTHUHH PE3yNTaTy B IPOOK OT MalMeHTH,
KOUTO B MOMEHTA MPHEMAT LIUMNPOPJIOKCALIMH,

Peaxyuu om cmpana Ha MACMOMO HA RPUIOICEHUE

3a peakuMH, Ha MACTOTO Ha MPUIOKEHHE ca OMNM AOKIaABAHH NMPH HHTPABEHO3HO MPHIIOKCHUE HA
uurpodiokcalid. Te3u peakUHH ca NO-4ecTH, ako HHQY3UATA ce npunara 3a 30 MHHYTH HJTH 110-
KpaTko BpeMe. Te Morar 4a ce nposBaT KaTo MECTHHU KOYKHH PEAKLIMH, KOMTO H34€3BaT CKOPO CJie
npuKiatoyBaHe Ha WHPY3uA. [locnensaiio HHTPABEHOZHO MTPHIIOKECHHE HE € MPOTHBOMNOKA3aHO, OCBEH
AKO peakLHATa He C€ MOBTOPH WJIH CE€ BNIOIIIH.

Hampuu
‘Tosa jexkapcTBo cpabpxa no-manko ot 1 mmol varpuit (23 mg) Ha no3a, T.€. MOXKe 1A C¢ KaxXe, ye
NPaKTHYECCKH HE ChAbPKA HATPHH.

4.5 BianmoaeiicTBHE ¢ ZPYrH JIeKAPCTBEHH NPOAYKTH H XPYrH JOPMH HA B3IANMOACHCTBHE

Eexmu na opyzume aexapcmea 8bpxy Yunpoprokcayuu.

Hexapemsa, 3a koumo e uzgecmuo, ye yovaxcasam QT unmepsaia

[lMnpognokcanny, nogo6HO Ha ApyTrHTe GUIYOPOXHHOJIIOHH, TPAOBA Ja CE U3M0J/13Ba C MOBHILEHO
BHHMAaHHE MIPH MALKUEHTH, IPUEMAaILIH JIEKAPCTBA, 3a KOMTO € U3BECTHO, Ue yaAbkaeaT QT unrepsana
(Hanp. knac [A u lll anTHapUTMHUYHH CcpeacTBa, TPHUHMKJIHUHH aHTUACIIPECAHTH, MAKPOIHIH,
AHTHIICHUXOTHLH) (BK. TOo4Yka 4.4).

Hpobenuyuo
[Tpobenuuna noenuasa OOpeuHaTa ceKpellusd Ha LHNpodaokcauuH. EJHOBpEMEHHOTO NPUNOKEHHE
HA NPOOCHULMA W UUNPOGIOKCalHH YBEIHYARA CEPYMHUTE KOHLIEHTPALMH HA LIMITIPOQIOKCALIHH.

Memoxronpamuo

MeToknonpamua yckopasa abcopOuusta Ha unpodokcalyH (epopaneH), KOeETo BOAH A0 M0~
KpaTKO BpeMe 3a JOCTHUraHe Ha MAKCHMAJIHMTE M1a3MeHH koHUueHTpauuu. He ce Habmonasa edexT
BbPXY OMOHAIMUHOCTTA HA LUNPOGhIOKCALIHH.

Omenpazon
EAHOBPEMEHHOTO MpHUaraHe Ha UMNPOGMIOKCALIHH H OMENPa3oi-ChbAbPHKALLM JIEKAPCTBEHH MPOJYKTH
BOAM A0 N€KO peayuHpaHe Ha Chnae 1 AUC Ha LMnmpoduiokcarvy.

Edpexmu na yunpodproxcayun 8bpxy Opyeu 1eKaApCmeeHu RPOOYKIL
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Tuzanudun

TuzanuaMH He TpaOBa Aa ce npuara 3aefqHo ¢ uunpod.IokcaunH (Bx. Touka 4.3). B enHO KIIHHHYHO
M3MHTBAHE CBC 31paBH JOOPOBOJILM €4 OTYETEHH MOBHILIABAHE HA CEpYMHATATa KOHLCHTpauus Ha
ti3aHugHH (Ciax yBEIHUeHHE: 7-KpaTHO, 00xBaT: 4 1o 21 nbtH; AUC yeenuuenne: 10 nbpTH, 00XBaT:
oT 6 o 24-KpaTHO), KOrarTo ce npuaara eJHOBpEMEeHHO ¢ UHIpod.1okcaumH. [lopuiIapaneTo Ha
CepYMHHUTE KOHLIEHTPAIMH HA TH3AHHIWH € CBBLP3aHO ChC 3ACHIEH XMITOTEH3HBEH H CENaTHBEH S(eKT.

Memompexcam

PenanHuaT TyOyJleH TPAHCNOPT HA METOTPEKCAT MOKe Aa Obae MOTHCHAT NPH EAHOBPEMEHHO
[IPUIOKEHHE C LMIPOGIOKCALMH Y TOBA NOTEHUHATHO BOAM [0 MOBHLLABAHE HA [LTA3MEHMTE HHBA HA
METOTPEKCAT Y MOBULUEH PUCK OT METOTPEKCaT-CBbP3aHH TOKCHYHH peakuud. EAHOBpeMHHA
ynotpeda He ce npenopsusa (8. Touka 4.4).

Teopunur

EAHOBPEeMEHHOTO NPHAOKEHHE HA UITPODIOKCALIMH H TEODHIHH MOXKE Aa JOBEIE 10 HEKEMAHO
MOBHIIIABAHE HA CEpPYMHATA KOHUEHTpaLHs Ha TeodpunuH. Tosa Moxke 1a noBeae 40 TEODUIHH-
HHIYUHPAHH HEXKEIAHU peEaKUMH, KOMTO MOTaT psAIKO Morart aa Obaat AKMBOTO-3aCTPAIlABAILMH HILH
¢artaiHu. [Ipyu enHOBpEMEHHO MPUIIOKEHHE, CEPYMHHTE KOHLIEHTPALMK Ha TeoHIIHH TpsA0Ba Aa
ObAaT NPOBEPABAHH U /1a Ce peAyLMpa 03aTa Ha Teo(QUIHH NpH HeodXxoaumocT (BK. Touka 4.4).

Hpyeu kcanmunosy npouzsoony

[Ipy eqHOBPEMEHHO NPHIOKEHHE HA LIHMPOGIOKCAIIMH U KOEHH WM NEHTOKCH(PIWINH
(OKCTIEHTAPHINH) HMA CHODLLEHHS 3a MOBULLIABAHE HA CEPYMHHTE KOHUCHTPALWH Ha TE3H
KCAHTUHOBH NPOU3BOAHH.

Denumoun

ENHOBPEMEHHO NIPUIIOKEHHE HA LUHMMPOdAOKCAUHH U PEHHTOMH MOXKE Aa NOBEAE A0 YBEJIUYABAHE HITH
HamasfaBaHE Ha CEPYMHHMTE HHUBA Ha PEHHUTOHH, TAKa Y€ CE€ MPEMOPBUBA NPOCIEIABAHE HA
NeKapcTBEHUTE HHBA.

LHuxrocnopun

[MpexoaHo NOBHILABAHE HA KOHLIEHTPALMATA HA CEPYMHHA KPEaTUHMH ce Hab/io1asa Korato ca buiiu
MPUNOHKEHH €AHOBPEMEHHO LMNPOMIIOKCALUH- H LHKIOCIIOPHH- ChIbpPKALI(H NEKAPCTBCHHU MIPONYKTH.
[Topaau TOBa Y4ecTo (ABA MBTH CEAMHUUYHO) € HEOOXOIUMO 1a C€ KOHTPOJIMPAT CEPYMHHTE
KOHUEHTPALKH Ha KPEATHHHUH MPH TE3H NALUKEHTH.

Anmaeonucmu na sumamun K

EnHOBpeMEHHO NIPUIOKEHHE HA UUNPOPIOKCALMH C AHTArOHUCTH HA BUTAMHH K MO3Ke na 3acuiiu
HErOBHTE aHTHKOAry/1aHTHH edektd. MMa MHOro cboOlieHUs 3a MOBHILIABAHE HA NEpopaiHATA
AHTHKOAry/JJAHTHA aKTUBHOCT MPYU NALMUEHTH, NPUEMALLH aHTHOAKTEPHANHHM areHTH, BKITIOYHTETHO
(UIYyOpXHHOJOHH. PUCKBT MOXE Ja C€ pa3iuyaea B 3aBUCMMOCT OT BHJA Ha HHEKLIUATA, BL3PACTTa U
Of1IOTO CHCTOSIHME HA MALMEHTA, TaKa 4e poJiiTa Ha uunpodaokcauuH 3a nopuiuasade Ha INR
(MEXIYHAPOAHO HOPMATH3UPAHO CHOTHOLLEHHE) € TPYAHO aa c¢ npeueHu. [Ipenopbunrenno € INR
Aa ce Hab104aBa YECTO MO BPEME HA H MAJIKO CI1€/] € AHOBPEMEHHOTO MPHIIOKEHHE HA
LUNpohIoKCalMH ¢ aHTaroHucTy Ha BUTaMuH K (Hanp. BapdapuH, auenokymapon, (peHnpokyMOH
Unu QayyuHIHCH).

Hyrorcemun

B KJIHHHYHY NPOYYBAHHA € I0KA3aHO, Y€ €AHOBPEMEeHHaTa ynotpeda Ha NyJIOKCETHH ¢ MOLIHH
unxubuTopu Ha CYP4A50 1A2 uzoeHzuMm, KaTo (PIYBOKCAMHH, MOXE 4 JOBEAE [0 YBENHYaBaHEe Ha
AUC # Cp, Ha AYNOKCETHH. Bbhnpeku Ye HAMa A0CTATbYHO KJIHHHYHH JAHHH 34 Bb3MOXKHO
B3aUMOACHCTBHE C LIMNTPOPIOKCALMH, NOoJodHY edeKTH MOTaT aa ¢ce OHaKBa MpH €JHOBPEMEHHOTO
OpUIOKEHHE {BXK. Touka 4.4),

Ponunupor
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JIoKa3aHo € B KIIMHMYHO NPOYUEaHE, Y€ €1HOBPEMEHHOTO MPHIOKEHHE HA POIMHUPOS U
LHpodnokcauut, ymepeH uHxuburop Ha CYP450 1 A2 u3oeH3um, BOOW 20O MOBHILABAHE HA Crax H
AUC na ponnuupo ot 60% u 84%, choTBETHO. MOHUTOPHHI HA POITUHHPOJI-CBBP3AHUTE HEXKEIAHH
NEKAPCTBEHH PEAKLIMK U KOPEKUNA HA 103aTa B 3aBUCHMOCT OT C/lyHas CE€ Npenopsysa no BpeMe Ha u
MAaJIKO Che/l EAHOBPEMEHHOTO NpHaaraHe ¢ uMnpodaokcalrH (Bx. Touka 4.4).

Jluookaun

Toea ¢ Ouil0 AEMOHCTPUPAHO NIPH 3paBH HHAWBKHHM, Ue eIHOBPEMEHHATa ynoTpeba Ha n1110KauH
CbObPKALLH JIEKAPCTBEHH NPOAYKTH ¢ LIMNPodIokcalvH, yMepeH HHxuOuTop Ha CYP450 1A2
M30€H3WM, HaMallaBa KIIMPbHCA HA HHTPaBEHO3HUS NuaoKauH ¢ 22%. Benpeku, ye TeUeHUeTo ¢
NHAOKAHH ce NOoHaca A00pe, Bb3MOXKHO € Bb3HHKBAHE HA HEXKEJIAHH PEaKUHH B PE3YJIaTaT Ha
B3aHMO/ICHCTBUETO € LUMTPOPNOKCALIUMH NPH €AHOBPEMEHHO NPUTOKEHHE.

Knozanuu

Crier enHOBpeMEHHO NpHiIokeHHE Ha 250 mg uunpodUioKCalMH © KI103aNHH B [IPOIB/DKEHHE Ha /
AHHW, CEPYMHHUTE KOHLIEHTPAUYH Ha KJI03allHH H N-Ie3METHIIKIO3annH ¢e yeeanuasar ¢ 29% u 3 1%,
CbOTBETHO. [IpenopbuBa ce KTHHUYHO HAOIAeHHE U MOAXOAALIO KOPHTIHpaHe Ha J03aTa Ha
KJ103aMKH I10 BPEME U CKOPO 18/ €HOBPEMEHHOTO NMPHIIOXKeHHE ¢ LMNpodIoKcallMH (BX. Touka 4.4).

Curdenagun

Cmax H AUC Ha cungenadun ca ce yseTHuMIK OJ1M30 ABA HbTH NPH 34PaBH MHAMBUIHM CJIE]L
nepopajiHa go3a ot 50 mg npuera eqHospemerHo ¢ 500 mg uunpoduokcauuH. [lopaau ToBa ce
M3UCKBA MOBHLICHO BHUMAHKUE TIPU MPEANUCBAHETO HA LMNPOGUIOKCALIMH €JHOBPEMEHHO CbC
cunaeHadu, KaTo TpAOBa Aa ¢e e B3eMar MpeaBUI PHCKOBETE U MOJI3HUTE.

Azomeaamun

B wiMHHYHK poy4BaHUs € NoKazaHo, Ye PpayrokcaMuH, kaTo ciieH uHxuburop Ha CYP450 1A2
H30€H3HM, OAYEPTAHO HHXHOMPA MeTab0JIn3Ma HA aroOMENaTHH, KOETO BoAM A0 60-KpaTHO
MOBHILEHUE HA EKCNO3ULMATA Ha aroMenaTid. Benpeku ye HiMa KNIMHUYHY JAHHHU 34 Bb3MOXKHO
B3aHMOJEHCTBHE C LMIIPO(IOKCaurH, ymepeH uuxnburop na CYP450 1A2, Moxke na ce o4akBar
MOA00HH eheKTH NPH EAHOBPEMEHHOTO UM NpHIMKEHHE (BK. "uuToxpoM P450" B Touka ,,Crieunanyu
NpeaynpeKACHHA U NpeAna3Hi MEepkU npy ynorpeda').

Joanudem
EaHOBpPEMEHHOTO NPUAMKEHHE HA LUITPOMIOKCALIMH MOXKE /1a [TOBHIIIM KPBBHHTE HABA HA 30JINHACM,
EHHGBPE:MEHHE&T& YHOTPQGB. HE CC HpﬁﬂOp’b‘lBﬂ.

4.6 DepTHAHTET, OPEMEHHOCT H KbpMEHE

bpemennocm

HannyHuTe hanHM 3a NpUAoKEHHETO HA LUNPOdIIOKCAUHH TIpH GPEeMEHHH >KeHH, HE MoKa3saT
pa3sBHUTHE HA MANQOpMALIMY UMM Ha GETO/HEOHATATHA TOKCHYHOCT Ha LIUMPO(JUIOKCALIUH.

[IpoyuBaHHst npu >KHUBOTHM HE TMOKA3BaT JHPEKTHH MM WHAMPEKTHH YBpEKAALM edeKTH To
OTHOLUEHHE HA PEMPOAYKTHBHATA TOKCHYHOCT. [lpd Mnaad M HENOHOCEHH >KWBOTHHU, TPETHPAHH C
XHHOJIOHH, € HAOMIOJaBAHO YBPEX/IaHE HA XPYIIAIA, KATO 110 TO3WM HAYMH, HE MOXKE [a C¢ M3K/TIOUH, Ue
JEKApCTBOTO MOXE Oa [PUYMHHM YBPEKAGHE HA CTABHUA XPYLUAT B YOBELIKUA OPraHH3bM I1IpH
HEZOHOCEHM Aela/mino (BkK. Touka 5.3).

KaTo npeanaszna Mspka, 3a npeanoyrTaHe € 1a ce H30Area M3MNoJI3BaHeTO Ha TUNPOGNOKCALIHH 10
BpEME Ha OpPEMEHHOCTTA,

Kvpmerne
LlunpognokcaluH ce ekckpeTupa B KbpMaTa. [lopaand NoTeHLHANHMS PUCK OT CTABHH YBPEXKIaHHA,
LMMPOdNOKCALHH He TpAOBa na ce U3IONI3BA 10 BpeMe Ha KbPMEHETO.

4.7 EdekTn BLpxy cnocobHocTTa 32 modupane 1 padbora ¢ MAKHHHA
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[Hopann cBouTe HEBPONOrHUYHH e(eKTH, LHMPOPIOKCALMH MOXE /1a OKAXKE BIHIHHE BLPXY BPEMETO
3a peakuus. Ho T03M HauuH, cniocobHOCTTA 3a WodHpaHe Wiy paboTa ¢ MALIKHK MOXKe Ja Obae

HapyLLUeHa.

4.8 Hexenanu peakyHu

Hait-uecTo chobl1aBraHKTe HeKeTaHU nekapcTBeHd peakunu {HJIP) ca raaeHe 1 inapus, MOBpbILAHE,
MPEXOAHO MOBHILABAHE HA TPAHCAMMHA3ZHUTE, OOPHUB U PEaKLMKU HA MACTOTO Ha MPHJIaraHe Ha

UHpY3UHTE.

HJIP, nonyueHHn oT k1MHUYHY NPOYUBAHHKA W OT HADMIOAEHHE, ClIeA YCKAaHe Ha Ma3apa Ha

LIUOPOGUIOKCALMH (riepopaiHa, HHTPABEHO3HA W CeKBEHLMANIHA Tepanua), (pyIMPaHH Mo KATEropuH
Ha Y€CTOTa, Ca H3OPOEHH NO-1011y. AHATH3BT HA YECTOTATa B3eMa O] BHHMAHUE JaHHHUTE OT 1Bata
Ha4yMHA Ha MPHIOKEHHE, MEPOPATHO U HHTPABEHO3HO, HA LUITPOdTOKCALMH.

Knacudunupan JeCTH HEYECTH PeAKH Muoro peaAkH | ¢ HEH3BECTHA
€ O OpPraHHH >1/100 |2 1/1000 po< | = 1/10 000 no < < 1/10 000 YecToTAa
CHCTEMH 710 < 1/100 1/1 000 (He MOXe fa
1/10 Obae
OTpesiesicHa OT
HAJIMYHHTE
JTAHHH).
Hndexuuu u ["BOMyHU
AapasHTO3H cynepuHpek-
LUK
Hapywenust Ha Eozunodunua | JleskoneHus XeMOTUTHYHA
KPbLBTA H AnHemus aHEMMUA
JHEMpHATA Heyrponenus Arpa”youuTo3a
cHCTEMA JleBkouuToza ITaHuuTOIEHUA
TpomboumTOneHd | (3 KMBOTO-
b 3acTpaliaBalia)
TpomGouuremus | [loTuckane Ha
KOCTHHS MO3BK
(>KHUBOTO-
3acTpaluaBania)
Hapymenns na AJlepru4yHu AHadunaKkTH4YHH
HMYHHATA peaKkuum pEaKLIHH
CHCTEMA AnepruueH oTok / | AHaQUWIaKTHYEH
AHCHOCIEM HUIOK (SKMBOTO-
3aCTpallaBall)
(BkK. Touka 4.4)
Peakuun nopodHH
Ha cepyMHa
bonect
Hapyuienns Ha CHHapOM Ha
eHT0-KPHHHATA HeaJ eKBATHA
cHCTeMA CeKpeLMrs Ha
AHTHIHYPETHY
€H XOpMOH
(SIADH)
Hapywiennn na HamaneH XUnepriuKeMHus XHUrno-
MeTaADOaH3-Ma H aneTuT XHIOrnUKeMHs rJIMKEMMHYHA
XpaAHEHETO (BX. TOouKa 4.4) KoMa (BXK.
TOouka 4.4)
[icuxnyun ficuxomorop- | OObpkBaHe H [lcuxnunm MaHus
HAPYUWeHHA ™ * HA N€30PHEHTALMS peakUHH XUINOMaHMs
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XHIEPAKTHUB- Peakuunu Ha (MOTCHLUAIHO
HOCT/BB30Yyaa | DE3MOKOUCTBO 3aBbPIIBA ChC
[TaTonoruynu CYMIM/IHA UIEH /
ChHHLIA MMCJTH HJTH OTIMTH
Jenpecus 33 CAMOYOHHCTBO
(MOTEHHAIHO 1 caMOYOHICTRO)
3aBbPUIBA ChC (Bk. Touka 4.4)
CYHLIHJIHNA UACH /
MHCITH WJTH OMUTH
3a CaMOyOHIICTBO
U caMOyOUICTBO)
(BK. Touka 4.4)
XaToUMHALUH
HapymeHsus Ha [ naBoGonue [lap- u MurpeHa [lepudepna
HepBHATA 3amaiiBaHe AH3ECTE3U HapyuweHa HEBPOIIATHA,
cHcTemMa** HapyieHus XHMOECTE3NA KOOpAHHALUSA NOJUHEBPOIA-
Ha ChbHA Tpemop Hapywena THA
Bkycoewu [lpunagsum (BKA. | MOXOJKa (BX. TOUKA
HAPYLLCHUS EnunentHueH HApPYLUICHHA HA 4.4)
CTaTyC BK. TOUKA | ODOHATENHHA
4.4) HEpB
Bepruro HHTPaKpaHHAIIHA
XUINEPTOHHUA H
MO3BbYEH
[ICEBIOTYMOP
3puTennn 3PUTETTHH 3puTenHa
HApYIIeHHuA** HapyuICHHA nedopmalHa Ha
(AMILTONHA ) L{BETOBETE
Hapyirenus na TunuTtyc
YXOTO H 3aryba Ha ciyxa /
JabHpHEHTA** YBpexaaHe Ha
cyxa
Copaeudn Taxvkapaus KamepHa
HApYUWIeHHA *** ApUTMHA H
Torsades de
Pointes
(cboO1aBaHU
pEeTUMHO TPy
MALMEHTH C
PHCKOBH
dakTopH 3a
QT
Y ABJKABAHE ),
EKT QT-
yAbJuUKaBaHe
(BxK. TOuKa 4.4
u4.9)*
Connosn Bazonunarauus Backyaur
HApYUICHHH *** XHANOTOHHSA
CHHKON
Pecnu-paTopHas, HucnHen
rPbAHH H (BKJIIOYMTEITHO
MEIHACTHHAJIHH acCTMAaTH4YHO
HAPYIIEHHS ChCTOAHHE)
TF'acrponntecrn | I'anene | llopphinane CBbp3aH ¢ [laHkpeaTuT




HAJTHH Huapus | [actpounTecT | npuema Ha
HADPYIICHHA MHAJIHHU U AHTHOHOTHKKOJIH
KOPEMHH T
OOJTKH {MHOrO PAAKO C
Jlucnencus Bb3MOKEH
MeTteopuzsm ¢ataneH u3xoa)
(Ba. TOuka 4.4)
XenaToOdnauap {loBuinaBaHe Yeprnoapobuo YepHoapoOHa
H HAPYILUEHHS HA YBPEHKIAHE HEKpO3a
TPAaHCAMHHA3H | XOJIeCTaTH4YHA (MHOIO PAAKO ce
TE AKBIATEHHLA pa3BWBa 10
[loBuuwagaHe XE€NaTHUT XKUBOTO3ACTpalLa
Ha OHNUPYOUH BaLlla
4epPHOAPOOHA
HeJIOCTATbYHOCT)
(BK. TOuka 4.4)
Hapymienus Ha O0pus Peakuuu Ha [leTexuu Octpa
KOKaTa H [Ipypuryc ¢oTouyBcTBUTENH | EpHTEeMa reHepaniu3upa
NOKOKHHTE Yprukapud OCT (BXK. TOHKA MYJITHROPME Ha
ThKaAHH 4.4) Eputema EK3aHTEMATO3
HOJ03YM Ha MycTyJI03a
CuHapoM Ha (AGEP),
Stevens- JIEKapCTBEHA
Johnson peakiLud C
(MOTE€HLKATHO €O3HHOPpUAUS
HKHUBOTO- H CHCTEMHHU
3aCTpallaBalll) CHMMTOMH
TokcHyHa (DRESS)
enuaepManHa
HEKPON3a
(NOTEHUHATHO
HKHBOTO-
3aCTpallaBalla)
HapymeHnuns na Myc¢KyJsHO- Muanrus MycKynHa
MYCKYJIHO- CKeneTHa ApTpHUT cnaboct
CKeJIeTHATA 00.1Ka [Tosuien TeHa0BarMHHUT
CHCTEeMa, (nanp.6onka B | myckyneH ToHyc | Pyntypa Ha
KOCTHTE H KpaHHHLUTE, K KpaMnH CYXOMHUITHETO
ChbeIHHHTEJHAT 6oika B rppda, (NpeauMHO
a ThKaH** Oonka B AXHIIECOBO
IbpJAUTE CYXOXKHNHUe) (BK.
ApTpanrus Touka 4.4)
O0ocTpsaHe Ha
CHMIITOMH Ha
MHACTEHHSA
rpaBuC (BXK.
Touka 4.4)
Hapymenunn Ha Yepexnane Ha | brOpeuna
OLOpennTe 1 OBOpeuuTe HEAOCTATBYHOCT
MHKOYHHUTE Xemarypus
NLTHINA Kpucranypus
(Bx. TOyKa 4.4)
TyOynonHrepcTu-
LHaJicH
HEPPHT
O0mn Peakun | AcTeHusn Orok
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HAPYIIEHHAA H H Ha Tpecka H3noraraHe
e¢peKTH HA MSCTOTO (xuriepxuaposa)
MACTOTO HA Ha
NPHJICKEHHE™ * HHXECK-
TUPAHE
H UHOY-
3UA
HicneaBanns Iloenmapane B | [loBHiIEeHA [ToBHuIaBaHE
KPbBTA Ha aMMJ1aza Ha INR (ripu
aJIKaaHaTa MalUeHTH,
docharasa NEKYBaHH C
AHTArOHKCTH
Ha BHTAMHH K)

* Te3u cubuTHA ca cbOOLLEHH MO BpeMe HA MOCTMAPKETHHIOBHA NEPHO H c€ HAO/I10AaBaT IIPEAHMMHO
cpea MNalUWeHTH ¢ A0MThTHUTENHH puckoBd dakTopu 3a QT yabmkasane (BHK Todka 4.4).

** CvoOtinasa ce 3a MHOTO peKH ¢1y4al Ha MPOJbJKUTETHH (K0 MECELIM WIH MOJAHHU),
WUHBATHAH3ZUPALIN ¥ NIOTEHLUHATHO HEOOPATUMHU CEPUO3HM NEKAPCTBEHH PEAKUMH, 3acAralllH HAKOJKO,
MOHAKOra MHOMO CHCTEMO-OPraHHM K1ACOBE U CeTHURA {BKIIIOUHTENHO PEaKIHH KaTO TEHIHHHT,
pa3KbCBAHE HA CYXOXKHIHE, apTpasirus, 00nKka B KpaltHULKMTE, HapyLIeHME Ha MOXO0AKaTa, HEBPOMNATHH,
CBbP3aHH € NAPECTE3HH, ASNPECHs, YMOPa, HAPYLUEHHE HA NAMETTa, HAPYLUEHHA HA CbHA H
YBPEAKAAHE HA CJlyXa, 3PEHHETO, BKyca U OOOHAHUETO) BBB BPB3Ka C yOTpedaTa Ha XMHONOHH U
(IyOPOXUHOIOHH, B HAKOM CIy4aH, HE3aBUCHMO OT Be4e ChLISCTBYBALUMTE PUCKOBH (DAKTOPH (BIK.
Touka 4.4).

**¥*]1pu nauMeHTUTE, NpdeMalin GayoOpOXHHOOHH, ca ChOOLWEHH CAyYal Ha aHEBPH3Ma H AUCeKalHs
Ha a0pTaTa, MOHAKOra yC/I0KHEHH Mopaay pa3kbepaHe (BIIIOYUTENTHO C JETANEH H3XO0) H
perypruTauus/He0cTaTbYHOCT HA HAKOH OT ChPACYHHTE KJTanu (BxK. Touka 4.4).

CieaHure HEKENAHU PEaKLIMM Ca C NMO-BUCOKA YECTOTd B KATErOPHUATA HA NIOArPYIIHTE HA NAUHSHTUTE,
MPUEMALLH HHTPABEHO3HO WK CEKBEHUHAIHO (MpeMHHABaAHE OT HHTPABEHO3HO HA NEPOPATIHO)
NeUeHUe:

JeCTH NOBPBLUAHE, IPEXOJHO NOBHUUIABAHC HA TPAHCAMHHA3HTC, 06PHB

He4ecTH | TPOMOOLMTONEHHS, TPOMOOLIMTEMHA, OOBPKAHOCT H IC3OPHEHTALINA, XATKOLUHHALMH, [1ap-
H TH3ECTE3HA, MPUNABLIH, CBETOBLPTEX, BU3YAIHHU CMYUIEHHA, 3aryda Ha CiyXx,
TaXHKapAHA, BA30ANIATALMA, XU[TIOTOHHUA, MPEXOIHO YEPHOAPOOHO YBPEXKIAHE,
XOJIECTATH4YEH HKTEep, ObOpeuHa HeJOCTATBYHOCT, OTOK

PeAKH NaHUMTOINIEHUSA, KOCTHOMO3LUHA AeTIpecHs, aHaQWIaKTU4YCH WOK, ICHXOTHYHH PEaKLIHH,
MHMIPEHa, Pa3TPOHCTBO HA OOOHSATE/IHUA HEPR, YBPEXKIAaHE HA CIIyXa, BACKYJIMT,

NAHKPCATHT, qepﬁoﬂpoiiﬂa HCKPO3a, MMCTCXHH, PA3KOCBaHE HA C)’KO}I{HHHETO.

{leouampuunu nayuenmu

UecToTaTa Ha apTponatus (apTpairus, apTPHT), CIOMEHATH M0-rope, ¢ OTHACAT A0 JaHHM, ChOHpaHH
B IPOY4YBAHUATA C Bh3pacTHU. [Ipr meua, 3a aprponarus ce ¢boOLaBa 4ecto (BxkK. Touka 4.4).

Couo0i1aBaHe HA MOJO3INPAHH HEWKETAHU PEAKLIMM

CboOlLasaHeTo Ha NOJO3UPAHH HEXKENAHK PCAKLIMK Clie]] pa3peliaBane 3a ynotpeda Ha feKapCTBEHHS
MPOOYKT € BaxkHo. ToBa No3BoIIgBa A2 NPOABIDKH HAOIIOAEHHETO HA ChOTHOLIEHHETO MOJI3a/PUCK 32
NEeKAPCTBEHHUA MPOAYKT. OT MEIMLMHCKHTE CICIMAANCTH ce U3MCKBA Aa cbodLIaBaT BCAKa
MO03MPaHa HEXKEIAHA PeaKlMa upes3

Ms3nmbanvTenHa areHuus no sexapereara

v, ,,Jdamsad ['pyer” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiiT: www.bda.bg
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4.9 IIpeaosupane

CHMITOMH

Hma cboblueHue 3a npenozupate ¢ 12 g, KOETO € JOBEJIO A0 €KW CUMIITOMHU Ha TOKCHYHOCT. Jlpw
OCTpO MNpeno3upate ¢ 16 g e cxo0WEHO, He € noBeno Ao ocTpa 0L0peyHa HeaoCTaTbYHOCT.
CHMIITOMHTE NPH NPEIO3UPAHE Ca BUCHE HA CBAT, TPEMOD, r1apodONuUe, OTNANHAIOCT, MbPUYOBE,
XamoUMHaluH, 00bpKBaHe, adioMUHaNeH AHckoMpopT, ObOpeuHa n YepHOIPOOHA HEAOCTATBYHOCT,
KaKTO M KPUCTATYpHS U XeMaTypus. Mima cboOluenus 3a obparrmMa 0s0pedHa TOKCHYHOCT.

JleueHuHe

(OcBeH PpYTHHHUTE MEPKH TMPH CICLUIHHTE Cilyvad HANp. rnpeaAv3BHKBaHE HA NOBPBIIAHE, NOCNEABAHO
OT IIPHEM HA MEUUMHCKH BBIVIEH, CE IIPENopbUBa 1a ce cnead ObOpeyHaTa GyHKUM:A, BKIIOYUTETHO U
pH u xMcenMHHOCTTa HA YPHHATA, aKO € HeoOX0AHMO, 3a [1a Ce MPeAOTBPaTH KPHUCTATYPHAL.
[TaumenTtuTe TpAOBa Ja ca 100pe xuapaTHpaHH, AHTHALWHUTE CPEACTBA, ChAbPXKALLM KAILIMH UM
MarHe3Hd MoraT TeOpETUYHO a HaManaT abcopOuMATa Ha LUIIPOdIOKCALIMH MPH NPEeA03HpaHe.

CamMo MJIKO KONHYeCTBO OT unnpodnokcauHH (<10%) ce eMMHUpHHUpPA Ype3 XEMOAHATH3A H.TH
ACPHTOHEaHa AUan3a.

B cnyuait Ha npeao3upane, ciepa pa ce npuiaara cumnromaTadyHo gevenue. EKI MmonntopHpane
TpsaOBa fa 6baaT npeanpuero, Nopaad Bb3MOXKHOCTTA 3a yab/kapaHe Ha QT uHTepsana.

5. ®OAPMAKOJOI'HYHH CBOMCTBA

5.1 @apmakoAMHAMHYHH CBOHCTBA
(PapMmakoTepanesThuna rpyna:; OayopoxuHononu, ATC koa: JOIMAO2

Mexanuzvm Ha Oeucmeue:

Karto duryopoxusonoHos antubakrepuaneH areHT, 6akTepHaJHOTO JeHCTBHE HA LMIPOMIOKCALHH €
pe3y/aTaT oT HHXHOHMpaHe Ha asara Tuna Il Tonowsomepasa (JIHK-rupasa) u Tonousomepasa |V,
HeoOXoaHMMmH 3a OakrepuanHaTta JJHK-pennukanus, TpaHCKpUILNS, Bh3CTaHOBABAHE U
peKOMOHHAaLHSL.

PK / PD gzaumoomuowuenue:

EdukacHOCTTa 3aBHCH MABHO OT CHOTHOIIEHHETO MEXIY MAKCHMAIHATA KOHLUEHTPALUHS B cepyMa
(Cmax) 1 MuHUManHaTa HHXHOuTOpHA KoHUeHTpauus (MIC) Ha uunpodrokcauyH 3a OaKTepHATHH
HATOrEHH M Bpb3Kata MexXay ruiomTa noa kpusata (AUC) u MIC.

Mexanuzvm Ha pezucmenmuocm:

In-vitro pe3uCTEHTHOCT KbM Uuipodiokcaliid MoxXe fa Obae npuaobura ypes noeTaneH npoiec Ha
ueseso pasnonoxkedd mytaund B JIHK rupaza u tonousomepaza [V, CteneHra Ha KpbpCTOCaHa
PE3UCTEHTHOCT MEXAY LIMITPOPAOKCALMH U APYTH (NYOPOXHHONOHHW KAaTO pe3yJITaTH € IIPOMEHIINBA.
Eannuuna MyTauuu, He MoKe Ja NOBee 10 KIMHHYHA Pe3HCTEHTHOCT, HO MHOMOOpOHHH MyTaLlMH
OOHKHOBEHO BOIAT 10 KTMHUYHA PE3HCTEHTHOCT KbM MHOTO H/H BCHYKH AKTUBHH BELUECTBA, B
paMKUTe Ha KJaca.

MexaHHU3MHTE Ha PE3UCTEHTHOCT, YPe3 HENPONYCKIHBOCT H/HAN 3acaratuy eduiyKcHara rnomma 3a
AKTUBHOTO BELLIECTBO MOXKE J1a HMAT MPOMEHITHE €(DEKT BbpPXY JYBCTBUTENHOCTTA KbM
(d1YOPXHUHOMIOHHTE, KOATO 3aBHCH OT (PU3MKOXHMMHUHHTE CBOKMCTBA Ha OTAS/IHUTE AKTHBHU BELIECTBA B
pPaMKHTE Ha Kj1aca 4 a)MHHTETa HAa TPAHCAOPTHUTE CUCTEMH KbM BCAKO AKTHBHO BellecTBO. Benuku
MEXAHHU3MHM Ha PE3UCTEHTHOCT ca HaOMI0/JaBaHH NMPU KITHHHYHH W30aTH [n-vitro. MeXaHH3MHTE Ha
PE3UCTEHTHOCT, KOUTO AC3aKTHBHPAT APYTUTE aHTUOMOTHUH KATO HH(PUITPALMOHHH DapHepH (4ECTO
npy Pseudomonas aeruginosa) v epaykc MEXaHU3MH MOTAT /14 MOBHAAT BbPXY UYBCTBUTECIHOCTTA
KbM LUNPOQPIOKCALMH.
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Hma CLDﬁLL[BHHFI 34 TUlasMHI-MeAnMpaHarta pe3dCTEHTHOCT, KOOJHpaHa vpe3 qnr-reHi.

Crexmvp HQ auMUOAKMEPULTHA AKIMUBGHOCHL.

I paHWYHH CTOHHOCTH, KOUTO OTACAT 4YyBCTBHTEHUMTE I1AMOBE OT LUIAMORBETE C YMEpEHa

HYBCTBHUTC/ITHOCT H [TOCJICAHHUTC OT PE3UCTCHTHHUTE LIAMOBE!

LUCAST Hpenopwxi

Mukpoopranusmu YYBCTBHTE/THH PE3HCTEHTHH
Enterobacteria S <0,25 mg/l R > 0,5 mg/l
Salmonella spp. S <0,06 mg/l R > 0,06 mg/]
Pseudomonas S <0,5 mg/l R > 0,5 mg/l
Acinetobacter S <1 mg/l R > 1 mg/l
Staphylococcus spp, S5 <1 mg/i R> 1 mg/l
Haemophilus influenzae S <0,5 mg/l R > 0,5 mg/l
Moraxella catarrhalis S <0,125 mg/l R > 0,125 mg/l
Neisseria gonorrhoeae S £0,05 mg/l R > 0,06 mg/l
Neisseria meningitidis S <0,03 mg/l R> 0,03 mg/l
[ pasruHK CTOAHOCTH, KOWTO HE S £0,25 mg/l R>0,5mg/l

ca CBbP3aHHU ¢ ONpeaeneH BUA™

1 Staphylococcus spp. — rpaHHYHHTE CTOMHOCTU 32 UUNPOQIIOKCALIMH Ca CBBP3aHH € Tepanus ¢

BHCOKH AO3H.

*['pannuHKHTE CTOMHOCTH, KOWTO HE Ca CBBLP3aHK C ONpeJcsieH BUA ca OnpeaeieHy rasHo Ha 6asa

dbapMakKOKMHETHYHH/ (PapMaKOAMHAMHYHH JIAHHU W ¢a HE3ABHCHMHU OT pa3npeaeseHHATa Ha
MUHUMAITHATA HHXUOUTOpPHA koHUeHTpauua (MIC) Ha koHkpeTHus BUA. Te ce W3NOA3BAT €IHHCTBEHO
33 BUOBE, 3a KOUTO HE € ONMpenefieHa rpaHHuYHA CTOMHOCT 32 KOHKpeTeH BH/ U HE €A 3a TE€3H BHAOBE,

[IPH KOHWTO HE CE NPernopbUBa U3NMHUTBAHE 3d YYBCTBHTEIHOCT.

PasnpocTpaHeHHeTo HA NpUAOOHTA pe3UCTEHTHOCT MOXKe 1a Bapypa reorpackH H BbB BpEMETO 3a
OTpeNeieHM BUAOBE M € XKEJATENHO /12 UMA MECTHA HH(MOPMALIMS 33 PE3UCTEHTHOCTTA, OCODEHO
KOraTo C€ JIEKyBaT TeXKH HHPEKLIMH. AKO € HeoOx0AKMO, TpsSOBa Aa ce ThPCH €KCTIEPTEH ChBET,
KOraTo MECTHOTO Pa3pOCTPAHEHHE HA PE3UCTEHTHOCTTA € TAKOBA, Y€ NON3aTa OT areHTa NpK NoHe
HAKOH BHAOBE HH(EKLHH € 1o/ BBNPOC.,

I'pyniupane Ha CbOTBETHHUTE BHAOBE CHOPEA UYBCTBHTEIHOCTTa KbM LUMNpOdIoKCaLHH (32

Streptococcus species BX. Touka 4.4)

OBHYAWHO YYBCTBUTEJIHU BHOBE

AepoOonu I'paM-no0KHTEITHH MEHKPOOPTAHH3MHA

Bacillus anthracis (1)

Aepobnu I'pamM-oTpHUATE,ITHH MEHKPOOPTraHH3IMH

Aeromonas spp.
Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilus influenzae*
Legionelia spp.
Moraxella catarrhalis*
Neisseria meningitidis
Pasteurella spp.
Salmonella spp. *
Shigelia spp.*

Vibrio spp.

Yersinia pestis

AHaepoOHH MHKPOOPraHH3MH
Mobiluncus
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JApyra MUKpOOpPranH3MH
Chlamydia trachomatis ($)
Chlamydia pneumoniae (3)
Mycoplasma hominis ($)
Mycoplasma preumoniae ($)

BHJAOBE, 3A KOUTO MIPUTOBHTATA PEBUCTEHTHOCT MOXKE JA BB/E
HPOBJIEM

Aepobun I'pamM-noioXuTeTHH MHKPOOPraHH3MH
Enterococcus faecalis ($)
Staphylococcus spp.* (2)

AepoOnu I'paM-oTpuIIaTE.IHE MAKPOOPTAHH3MH
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*

AHaepOOHH MHKPOOPraHH3MH
Pepiostreptococcus spp.
Propionibacterium acnes

NPACHINO PESUCTEHTHH OPI'AHU3IMU

AepobOuu I'paM-no1okHTEIHA MEKPOOPTAHH3MH
Actinomyces

Enteroccus faecium

Listeria monocytogenes

Aepobun I pam-oTpHIATEIHH MHKPOOPTAHH3IMH
Stenotrophomonas maltophilia

AHaepoOHH MHKPOOPraHH3MH
C U3KTIOYEeHUE HA NOCOYEHUINE NO-20Pe

JApyra MHKPOOPTraHH3MH
Mycoplasma genitalium
Ureaplasma urealitycum

* KnuHuuyHa epHKACHOCT € JOKAa3aHA 3a YYBCTBUTETHUTE W30J1aTH MPU 0A00PEHHTE KIIHHHYHH
noKa3aHHs

+ PesuctenTHocT uectoTa > 50% B eiHa vK noseue AbpkaBH-uleHKH Ha EC

($): EcTecTBeHO yMepeHa HyBCTBUTENHOCT NPH JIMIICA HA NPUACOUTHTE MEXaHU3bM Ha
PE3UCTEHTHOCT

(1): TpoyuBanusTa ca NpOBEACHH BbPXY EKCIIEPHMEHTAIHH XKHBOTHH NMPH HHPEKLIMK B pE3yJITAT Ha
HHXaNalyH Ha CIOpH Ha Bacillus anthracis; Te3d MpoyuBaHHs 1I0KA3BaT, 4¢ aKO AHTHOHOTHYHOTO
JICYCHHE 3aM0YHE BeIHAra C/€ €KCNO3HIMATA ce U30s8rBa pa3BUTHETO Ha DOASCTTa, KATO JICHCHHETO
ce CbCTOM B HAMANTAIBAHE Ha OpOs Ha CIIOPHTE B OpraHH3Ma noj 3apasHurte ao3u. [lpenopbuanara
ynoTpeda npu Xxopa, c¢ OCHOBABA MJIABHO HA in-Vvifro YyYBCTBUTENHOCT U HA EKCMIEPHMEHTAJIHH JAHHH
¢ }UBOTHH, 3a€AHO ¢ OFPAHWMEHW aHHHM Npu xopara. JIByMeceuHaTa npoIb/KHTETHOCT Ha
IEYEHHETO NPH Bb3PACTHH ¢ NEPOpaneH UMIPOGhIOKCALIMH ¢e M3BbPIIH B CAeAHHTE 1034, S00 mg aBa
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MbTHU IHEBHO U C€ CHUTAT 3a €(PEKTHBHH 3a NpeJOTEPATIBAHE HA AHTpaKkCHa UH(GEKUHA MPH HOBEKA.
JlekyBaluure nekapH TpsaOBa Ja HAMPABAT CIMPABKA HALMOHATHUTE WK MY>X1YHApOAHHTE
KOHCEHCYCHM JOKYMEHTH O OTHOLIEHHE HA IeYEeHUEeTO Ha aHTpakc.

(2): MeTHUHMNKH PE3HCTEHTHH S. qureus MHOTO Y€CTO MOKA3BAT KPbCTOCAHA PE3HCTEHTHOCT KbM
pryopxuHononnTe. CTeneHTa Ha Pe3UCTEHTHOCT KbM METUIIMIIMHA € 0K0:10 20 1o 50% npu BCHYKH
BHACBE CTAPHIIOKOKH U OOUKHOBEHO € MO-BUCOKA NMPH BbTPEOOTHUYHH H30/1ATH.

5.2 dapmMakOKHHETHYHH CBOHCTBA

Abcopbyun

Cnen MHTpaBeHO3HA UH(PY3HA HA LUNpodioKCALMH B Kpas HA HHDY3HA C€ NOCTHrAT CPEHHTE
MAKCUMATHH CEPYMHH KOHUEHTpaUHU. DapMakOKMHETHKA Ha HMITPOQIOKCALMH ¢ IMHEHHA B N030BUA
obxear A0 400 mg, NpUAOKEH HHTPaBEHO3HO.

CpaBHeHHe Ha (PAPMAKOKHHETHYHUTE NAPAMETPH NPH JO3HPOBBUESH PEKUM ABA NBTH HA JIEH H TPH
[TbTH HA JEH MOKAa3Ba, Ye HAMA JAHHH 33 HATPYNBAHE HA JIEKAPCTROTO - LHNPOGAOKCAUMH H HErOBHUTe
METADOJIMTH.

60-MUHYTHA MHTPABEHO3HA HHDY3Ks Ha 200 mg uunpodioKcauvH HAH MEPOPATHO NPHIIOKEHHE Ha
250 mg uunpodIOKCaLMH, KaTo ce npHiara Ha Beeku 12 daca, HMaT eKBUBANECHTHA [LTOLL MOA
KpuBaTa cepyMHa koHueHTpauus/ speme (AUC).

60-MHuHyTHA MHTPaBeHO3HAa MHPY3HA oTF 400 mg uunpodgrokcaliMy Ha Bceky 12 yaca e
6uoekBuBaneHTHa Ha 500 mg nepopanHa no3a Ha Bcekd 12 vaca no orHowenune Ha AUC.

400 mg uHTpaBeHO3HA 1032 NpHIaraHa 3a 60 muHyTH Ha Bceku 12 yaca Boau AO Crax CXOAHA C Ta3H,
HaOntogasaHa ¢ 750 mg nepopanHa Ao3a.

60-MuHyTHA HHPY3HA oT 400 mg uunpodiokcalyH Ha Bcekd § yaca, € €eKBUBANEHTHa 10 OTHOLLICHHE
Ha AUC Ha nepopasnna 103a 750 mg na Bceku 12 vaca.

Pasnpeoeaenue

CBbp3BaHETO Ha LHNPOGUIOKCALIMH ¢ MpoTerHU € Hucko (20-30%). LiunpognokcauuH NMpUCHCTBA B
ra3Mara 0 rojisimMa CTefleH B HeHoHH3upaHa GopMa ¥ uMa rossim obem Ha pasnpeneneHue 2/3 L/ kg.
[unpodsiokcaliut 10CTHUra BUCOKH KOHLEHTPALIMH B Pa3/M4HH ThKaHH, KaTO HanpuMep Oeus apod
(enuTenHaTa TEYHOCT, ANIBEONAPHHUTE Makpodark, 6UONCHYHA ThbKaH), CHHYCHTE, Bb3NAJICHH JIC3UH
(KaHTapyaHA MEXYPHA TEUHOCT), KAKTO H B YPOr€HHTIHHA TPAKT (YPHHA, NIPOCTaTa, CHAOMETPUYM )
KbeTO obwaTa KOHLIEHTpauus, MpeBrillaBa Ta3H, JOCTUTHATA B IJla3MaTa.

Memaboauzem

HuHCKM KOHLEGHTpALIMK HA YETHPHU MeTaboIMTa ¢a OMIH CbOOLIEHH H Ca OHTH MASHTH(PHLUHPAHH KaTO:
nezetuieHewnpoduokcaunt (M 1), cyndounnpodokcaunt (M 2), okcouumnpodaokcaudt (M 3) u
dopmunuunpodnokcaunt (M 4). MeraGonutrre nokasear in-vitro aHTHMHKpOOHAa aKTHBHOCT, HO B
MO-HUCKA CTENEH, OTKOJKOTO Ta3H Ha H3XOAHOTO CheJMHEHUE.

3Hae ce, ue punpodokcalivH € yMepeH HHXubuTop Ha CYP 450 1A2 uzoeH3uMA.

Erumunupane
HunpoduokcauuH A0 rofsmMa cTeNneH ce eKCKPeTHpa B HeMPOMEHEH BUA Upe3 ObOpELHTE, KAKTO H B
MO-Majka cTeneH 4pes geleca.

Exckpennsa na unnpodguiokcanut (% or go3ara)

Ilepopa/ino NpHIOKEHHE
YpuHa Denec
I {unpodnokcauun 61,5 15,2
MeTtabosutu (M;-M3) 9.5 2.6
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bnOpeuynnaT kupbHe € mexaty 180-300 mil/kg/h, a oOwmsT knupshc e Mexxay 480-600 ml/kg/h.
LlunpognokcaunH ce noaaara Ha rnoMepysina Guiarpalius ¥ TyOynHa exckpeuns. Texko napyweHara
OBOpeyYHa PyHKUMA BOAU A0 YIBDKEH MOJYKHMBOT HA uMnpodnokcaumy Ao 12 yaca.

ExcTpapeHaNHUA KNMPBHC Ha UHMPOPIOKCAUHH ¢€ AbIKH OCHOBHO Ha AKTHBHATA TPaHC-
MHTECTHHAJIHA CEKPELHA U METADOTH3M.

1% ot ao3arta ce ekckpeTHpa upes abukata. LiunpodmokcaunH ce HaMHpa B X1bYKATA BbB BHCOKA
KOHLEHTPALIUA.

Heduampuunu nayuenmu
DapMaKOKHHETUUHHTE JaHHU NPY NEANATPHYHH NALKEHTH, Ca OTPAHHYCHH.

B eano npoyusane npu aeua Cpax 1 AUC He 3aBUCAT OT Bh3pacTTa (Haj eaHa FoJAMUIHA Bb3pacT). He
¢ HabnroaaBaHO 3HAYMTENHO noeutnabaHe Ha Cma U AUC ciien muorokpatao go3upane (10 mg/kg
TPH OBTH ZHEBHO).

[1pu 10 geua ¢ Texbk cencue Crax € Ouna 6,1 mg/l (ananasona 4,6-8,3 mg/l) cien 1-wacoBa BeHO3Ha
uHGy34a Ha 10 mg/kg npu gena Ha Bb3pacT no-Manku ot 1 roauHa B cpaeHenue ¢ 7,2 mg/l (o1 4,7 -
11,8 mg/l) 3a neua Ha eb3pacT Mexkay | M 5 roauiuHa Be3pacT. AUC croiiHocTHTE ca OUITH

17,4 mg*h/L (auanazon 11,8-32,0 mg*h/1) u 16,5 mg*h/! (ananazon 11,0-23,8 mg*h/l) B cboTBETHUTE
Bb3PACTOBH MPYIIH.

Te3u cTORHOCTH ca B rPaHHLHTE, OTYETEHU IIPU Bh3PACTHHU B TEPANCSBTHYHHM J1034. Bb3 OCHOBA Ha
MOfYJ1aLMOHHHA (PapMAaKOKHHETHUYCH aHAAH3 Ha NEAUATPUHHH NALHEHTH C Pa3iMiHH HHPEKUMH,
[MPEANOIAraeMHAT CpeleH MOMY>KHBOT MPH JelaTa € NpUdIU3uTeNnHO 4-5 yaca W OMOHAIMYHOCTTA Ha
nepopanyHara cycrieHus sapupa ot 50 go 80%.

5.3 IlpeakIHHHYHA JaHHH 32 6€30NACHOCT

HexTHHHYHHUTE AaHHU He NMoKa3eaT ocobeHy PHCKOBC 34 XOpaTa Ha 0a3a Ha KOHBCHLUMOHAJIHUTE

Nnpoy4saHHA Ha €OHOKpPaATHA A03a TOKCHYHOCT, TOKCHYHOCT [MPH MHOTOKPATHO MPHJIOMKCHHC,
KaHUCPOIrCHCH NOTCHIHMA, HITH PETIPOAYKTHBHA TOKCHYHOCT.

[ToobHO Ha peanua ApYry XMHOTIOHH, LHPo¢IoKCaUMH € POTOTOKCHYEH NpPH KHBOTHH NPH
KJIHHHYHO 3HA4YHMH HUBA Ha eKcno3uums. Javnure 3a roTomyTareHHOCT/ hOTOKAPLIMHONEHHOCT
nokassart cn1adn GoToMyTareHHH UK POTOTYMOPOreHH! e()eKTH Ha HHIIPOGIIOKCALHH B ONIUTUTE IN-
vitro ¥ 1pH kuBoTHUTE. T03H edekT ¢ 61 CpaBHUM C TO3H Ha APYTHTE T'Hpa3HH HHXHOWTOPH.

Cmasna noHocumMocm,

Kakro ce cbob1maera 3a apyrure rupasHi HHXHOHTOPH, UHNPOMIOKCALIMH MPHYHHABA YBPEXKIaHe Ha
rOJIEMUTE HOCEIUH CTABH NMPH HEAOHOCEeHH KMBOTHY. CTeNeHTa Ha yBPEXJIaHEe HA XPYId/ia BapHpa B
3aBUCHMOCT OT Bb3pacTTa, BUAa K 403aTa; Ype:KIaHEeTO MOKE Ja Ce HaMallH, upe3 npeMaxBaHe Ha
HATOHBAPBAHETO HA cTaBuTe. [IpoyuBaHHMATA CBHC 3pesid XKUBOTHH (IUTbXOBE, KyUETa) HE 1aBaT
AOKA3ATEJICTBA 34 YBPEXKAAHE Ha Xpyllana. B eaHo npoyyBaHe NpH MnajH Ky4ueTa M'OHYETa,
HUIPOQNOKCALUMH FAIPHYHHABA TEXKKH CTABHH [TPOMEHH B TEPAMEBTHYHH 103H, CJCT JBE CEAMHLH Ha
JICUYEHHUETO, KAaTO TE BCE OLle ce HAOIIOaaBAaT M ¢liea S5 Mecena.

6. GOAPMAIEBTHYHH JAHHHU
6.1 CnHcbK HA NOMONMIHHTE BElleCTBA
MJIEYHA KHCEJMHA

HaTHUPEB eIeTaT

KOHLEHTPUPAaHA COJIHA KHCEJIMHA
BOJA 3a HHKCKIIHN
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6.2 HecbBMecTHMOCTH

JlekapcTBOTO He TPAOBa Aa ce CMecBa C APYTH JIEKApCTBa, OCBEH T€3W CIOMEHATH B TOUKa 6.6.

OcBeH ako He € NOTBbP/CHA CbBMECTHMOCTTA C IPYTH Pa3TBOPH/NeKapCTRa, HH(PY3HOHHHUAT pa3TBoOp
TpAOBa BHHArK Aa ce NpMara oTaeJHo. BUunumure npyuzHaluM Ha HECHBMECTHMOCT Ca Hanp. yTasBaHe,
MOMBTHABAHE M NPOMAHA Ha LBeTa. HECHBMECTHMOCT ce NMOABABA MPH BCHUKMA UHPY3HOHHH
pa3TBOPH/TEKAPCTBA, KOUTO ca (PHIMUESCKHU WK XUMUYECKH HeCTaOWIHH npu pH Ha pa3TBOpHUTE
(Hanp. NeHUUHJIMHH, XETTAPHHOBU pa3TBOPH ), 0coOEHO B KOMOMHALUA C pa3TBOPH, KOPHUTUPAHH A0
ankanHo pH (pH na pasteopuTte Ha unnpodnokcaunt: 3.9 — 4.5).

6.3 Cpok Ha roaHocT

5 roOmUHHU

6.4 CuoennajHd yCI0BHA HA ChXPAHEHHE

Jia ce cbxpaHsBa B OPHIHHAITHATA OMAKOBKA, 34 a € Mpeanasy OT CBETIIMHA.
To3u nekapcTBEH NPOAYKT HE H3UCKBA CASHUASIHU TEMNIEPATYPHHU YCIOBHA 34 ChbXPAHEHHE,

0.5 Bua # chaLpPKAHHE HA OHAKOBKATA

5 ammynn no 10 ml ot xonuenTpara 3a uH¢y3uoHeH pazteop 100 mg/ml, B kyTus.

6.6 CpoennanHy NpelnasHn MEPKH 3a ynoTpeda

KOHUeHTpaTHT 32 MH(Y3UOHEH pa3TBOP TPAOBa Na ce pa3pexaa HEMOCPEICTBEHO MPEAH MPUJIOKEHHUE.
Ha#-mankoro xoauuectso e 50 ml.

LinnpyHON KOHUCHTPAT 32 MHTPABEHO3HA HHQY3HS € ChbBMECTUM ¢ (PU3HOIOTHUYEH PA3TBOP, pasTBOp

Ha PuHrep, paztBop Ha XaprmaH (Punrepos naktar), 5% unn 10% rmokosed pazrsop, 10% pastsop
Ha ¢pykTo3a U 5% rmoko3eH pazteop ¢ 0,225% NaCl unu 0,45% NaCl.

7. IIPUTEXKATEI HA PASPEIHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjei’ka cesta 6, 8501 Novo mesto, Ci1oseHHs

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per.Ne: 20000524

9. JATA HA IBPBO PASPEITABAHE/MMOAHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Hata na nupso paspetuasane: 08.09.2000
IaTta Ha nocnegHo noaHoeaBaHe: 20.06.201 1

10. JAATA HA AKTYAJIM3UPAHE HA TEKCTA



