KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. MME HA IEKAPCTBEHHMS IIPOIYKT /v oo v pd0 O OO S 7

[lunpunon 100 mg/10 ml koHueHTpar 3a UHPY3HOHEH paﬁaop A6 /‘57 06 -08- 0% |

Ciprinol 100 mg/10 ml concentrate for solution for infusion

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

10 ml oT koHUeHTpaTa 3a uH(py3uoHeH pa3TBop (1 amnyna) cveabpxka 100 mg uunpodokcauuH
(ciprofloxacin) kato uunpodaokcauMHoB nakrar (ciprofloxacin lactate). 1 ml ot koHUEHTpaTa 32
uH(py3uoHeH pa3TBop chabpka 10 mg uunpodrokcaunH (ciprofloxacin) kaTo UHNPOPIOKCALIMHOB
nakrar (ciprofloxacin lactate).

[ToMOILLIHM BELLECTBA C U3BECTHO J1EMCTBHE:
Harpwii: 0,0124 mg/ml

3a NMbJIHHUA CIUCHK HA NMOMOILIIHUTE BELLECTBA., BUKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

KoHueHTpat 3a HH)Y3HOHEH Pa3TBOP:
OUCTBP, KBbJITO-3EJIEH Pa3TBOP.

4. KJIMHUYHUA JAHHUA
4.1 TepaneBTHYHH NOKA3AHHA

LlunpuHOA KOHUEHTpPAT 3a HH(PY3HOHEH Pa3TBOP € MOKa3aH 3a JICYeHHUE Ha CJIEAHUTE HHPEKLMUH (BHXK
ToukHd 4.4 u 5.1). CneunanHo BHUMaHHKeE CJIe[Ba 1a ce 00bpHE Ha HATMYHATa HHPOpMaLMs 3a
PE3UCTEHTHOCT KbM LMNPOJIOKCAUMH, NPEAH 1A 3aM0YHE JIEYEHHUETO.

TpsbBa na ce uma npeaBya OPUUHMAIIHOTO PLKOBO/CTBO 3a MOAXOAALIO H3I0JI3BaHE Ha
aHTHOAKTEpPHAJIHU CPE/ICTBA.

Bwv3pacmnu
- Mudexkumnun Ha 10HKUTE AUXATETHU MbTHLIA, MPUYHHEHH OT [ pamM-oTpULaTE/IHK DaKTepHHM:
- ek3auepOalusa Ha XpoHUYHA 0OCTpYKTUBHA OenoapoOHa bonect
[Ipu obocTpsiHe HA XpOHHUYHA OOCTPYKTHBHA OenoapodHa 6onecT uunpodaoKcaluuH
TpsiOBa Ja Ce U3MO0JI3Ba CAMO KOraTo Ce CYMTa 3a Henoaxoadla ynorpedara Ha Apyru
aHTHOAKTEepHaIHH CPEACTBA, KOUTO OOHYAHHO ce Mpenopb4BarT 3a JICYEHHUE HA TE3H
MH(DEKLHH.
- HHDekuus Ha OpoHxHTe U Oesns ApoO NpH KKUCTO3HA GUOpO3a HIIH OPOHXHUEKTA3UH
- MHEBMOHHUS
- XPOHHYEHO CYNypPaTUBHO Bb3MaJIEHHE HA CPEAHOTO YXO.
- OcTtpa ek3auepbaurs Ha XpOHUYEH CUHY3UT, OCOOEHO aKO TOM € NpUYMHEH OT [ paM-
OTpHLATE/IHK DaKTeEpUH
- MHpekunn Ha NTMKOYHUTE MbTHULLA
- OCTBP MUEJIOHEDPHUT
- YCJA0XKHEHH MH(EKLIMKY HAa NMKOYHUTE NMbTHULLA
- DaKkTepHasieH MpPOCTaTUT
- MHdekuun Ha nosoBUTE NMbTHLLA
- OpxXHEenUAUMHT, BKJIIOYHTEIHO Cl1y4au, NPUYUHEHH OT YYBCTBUTEIHHU N
gonorrhoeae




- Bu3nanenus B Mankus Tas, BKNOUYMTENHO Cydad NPUYHHEHH OT YYBCTBUTENHHU Neisseria
gonorrhoeae
- HHGEKLIMH Ha CTOMALLIHO-YPEBHHS TPaKT (HaNp. MbTHHYECKA JUapHA)
- HHTPaabJOMUHATHY KHPEKLNH
- Hudekunn Ha koxaTa H MEKMTE TbhKaHH, NpHiuKuHeHH ot ['pamM-oTpruaTeniu Hakrepuu
- 310Kka4ecTBEH BLHLLUEH OTHT
- HUHbekunn Ha KOCTHTE M CTABHTE
- MHxanaropeH aHTpakc (NPOQHUNAKTHKA CNEN HITATAHE H JICUEHHUE).
Lunpodnokcauus Moxe na ce npuiara B ICYEHHETO Ha MALNUEHTH C HEYTPOMNMEHHA € TPecKa, 3a KOATO
ce mpeanoiara, 4e € puuMHeHa ot daxkrepranHa HHPeKuUS.

Heya u woxowiu

- bpoHxo-nmyaMoHanHH HHEKUMH, MPUYHHEHH OT Pseudomonas aeruginosa, npy NauUeHTH ¢
KHCTO3HA ¢pudpo3a

- YcnoxHeHn YpUHApHH HHPEKUHUH M OCTBP NMUENIOHEDPHT

- Bauieane Ha aHTpakce (npounakTHKA Clied HanaraHe u JieYeHHe)

LlHl'IpOd)J]OI{CElI.IHH MOKE CBHLIO Ja CC HU3MNOJI3BA 34 JICHCHHC Ha TCKKH HHCI)EI{IJ,HH MnpH Icid H KOHOUIH,
KOratTo € CHHUTa, 4€ TOBA € HEDGXUHHMO.

Jleuennero TpabBa na ce 3ano4yHe CaMo OT JIeKApH, KOUTO HMAT OIUT B JIEYEHHETO HA KHCTO3HA
¢dudpo3a H/uAK Ha TeXKKH HHQPEKLIMH MPH Jeua U IOHOWH (BXK. Toukd 4.4 u 5.1).

4.2 [do3npoBKka H HAYHH RA NPAJIOKEHHE

Ho3uposka

Ifozara ce onpeacns OT HHAMKALUATA, TEXECTTA H MACTOTO HA HHPEKLUATA, YYBCTBUTENTHOCTTA KbM
LHAPOMIOKCALMH HA NPUHHHKTENA (MTE) U OT CBCTOAHUETO HA OvOpeyuHaTa HyHKLUMA HA MALMEHTA.
Ilpu Aeua U IOHOWM RO3IUPOBKATA CE ONPEAEas Ha TEJIECHO Tero.

ITpoABIKHTENHOCTTA Ha TEYEHHETO 3aBUCH OT TEXKECTTa HA 3a00/ABaHETO, OT KIMHHYHOTO
NPOTHYAHE M DAKTEPHONOTHYHOTO Pa3BUTHE.

Cnen [TbPBOHAYAJIHO HHTPABCHO3HO JICUCHHC, JICHCHHCTO MOXKE 1A INPCMHHE KbM NEpopanHa T€panus
C TBSJ'ICTKH, aKO € KIIMHHHYHO NOoKa3aHO H CJIC TIPCUCHKA Ha JICK4p4A. IV neuenne T’pﬂﬁﬂa na 6nae
nocacaBaHO OT NEPOPATHO NEHEHHE KOTKOTO MOXKC MO CKOPO.

HpH TCKKH CJIyHaHd, WIH aKO INMauHCHTDBT HE € B CECTOAHHE Jd B3CMaA TabneTku (Hanpumep, NalHeEHTH

Ha NapCcHTCPAIHO Xp&HEHE), Ce€ MNpenopb+ea Aa CC 3anoO4HHC JICHEHHEC C HHTPABCHO3CH
LlHHpG(I)J'IGKCHLI,HH H CC NMPEMHHE KbM TNCPOPASTHO TIDHITIOKCHHE, KOIaTO € Bb3MOI)KHO.

JleyeHueTo Ha UHDEKUMH, NPHYHHEHH OT onpeaeneHu bakrepuu (Banp. Pseudomonas aeruginosa,
Acinetobacter wiu Staphylococci) MoXe 1a H3UCKBa NO-BUCOKH JIO3H H €IHOBPEMEHHO TIPHIIOKEHHE H
Ha APYrH MOAXOAALIH aHTHOAKTEPHAIHH CPEACTRA.

JleueHneTo Ha HaAkou uHeKUMH (Hanp. Bb3NaleHHe B MANIKUS Ta3, HHTpaabaoMuHanHK nHEKUMH,
MHGEKLHH NPH HEYTPONCHUYHH MALMEHTH M MHPEKLIMK HAa KOCTH M CTABH) MOXKE 12 U3HUCKBA
€IHOBPEMEHHO NPHIOKEHHE U HA APYTH NOAXOAAIIM aHTUOAKTEpUAIHA CPEACTRBA B 3aBHCHMOCT OT
YYBCTBUTENHOCTTA Ha NATONCHHHTE NPUUHHHUTENH.

Bwv3pacmnu

Iloxazanne JAHeBHA 1032 B mg




KOJKOTO € BBE3IMOXAXKHO ITI0-

CKOpo)
Hndexuuu Ha nONHKTE AUXATENHY MBTHLIA 400 mg nea NbTH 7 no 14 puu
nuesHo A0 400 mg
TPH IBTH JHEBHO
HUndexunn Ha ropud | OcTpa ex3auepbauna | 400 mg nea meTH 7 10 14 nHK
AHXATENHH MbTHLIA Ha XpOHUYEH CUHY3HUT | AHesHO A0 400 mg
TPW OBTH AHEBHO
XPOHHYHO 400 mg npa nbTH 7 no 14 aun
CyNypaTUBHO nHesHo a0 400 mg
Bb3MaJCHHUE Ha TPH [TBTH JHEBHO
CPEAHOTO YXO
310Ka4eCTBEH 400 mg Tpu bTH 28 nHu oo 3 Meceua
BbHLUCH OTHT JHEBHO
YpuHapuu uHpekuuu | YcenoxHeHH 400 mg nBa MbTH 7 [0 21 AHHW, KaTO MOXe Aa

(BXK. TOUKA 4.4)

HHPEKUHMH HA
MUKOYHHUTE MBTHLLA H
OCTbP MUEJOHEPPHT

aHesHO o 400 mg
TPH ILTH JHEBHO

Obae ¥ NO-NPOIB/IKHTEHO
oT 21 AHK NpH HAKOH
cneunduynu obcrosrencrea
(kaTo Hanp. abueck)

bakrepuanen
NPOCTATHT

400 mg oBa MLTH
nHeeHo 1o 400 mg
TPH MTbTU AHEBHO

2 1o 4 ceamuu (OCTPO)

Hudekuun Ha
reHUTaNHUA TPaKT

OpxuenuaeMuT H
BL3NANCHHE Ha

400 mg nea MeTH
aueBHO 1o 400 mg

nodHe 14 aau

MaJIKHA Ta3, TPH MBTH OHEBHO
MPHYUHEHH OT
qYBCTBUTEJ/IHA
Neisseria gonorrhoeae
["acTpo- Huapus npuudHeHa ot | 400 mg aBa mbTH | nen
HHTECTHHAJIHH H OakTepHaiHM aréHTH | AHEBHO
uuTpaabaoMuranuu | BKI. Shigella spp.
HHPEKLHUH pa3znuyHu Ot Shigella
dysenteriae Tin 1 u
EMIHPHYHO JICYCHHE
Ha TEXKa MbTHHYECKA
Arapus
HAuapusa npuunHeHa ot | 400 mg gBa mbTH 5 [HH
Shigella dysteriae Tun AHEBHO
]
Jnapvs npyuubHeHa ot | 400 mg nBa mbTH 3 IHH
Vibrio cholerae OHEBHO
TudonaHa Tpecka 400 mg apa MbTH 7 OHH
OHEBHO
HurpaabpoMuHanHK 400 mg nBa mbTH 5 no 14 gum
HHpEKUXWH NpHuYvHeHH | AHesHOo Ao 400 mg
ot ['pam-oTpHUATENHH TPH [TbTH AHEBHO
OakTepuu
HMudexkuvu Ha xoxxaTa U MEKHTE THKAHH, 400 mg aBa NMbTH 7 no 14 ogun

NMpAYHHEHM OT I paM-OTpHLATENHH DaKTEepHH

auepHo ao 400 mg
TPH O'bTH AHEBHO

Nudekuun Ha KOCTHTE W CTaBHTE

400 mg aBa mbTH
aHeBHO Ao 400 mg
TP ObTH AHEBHO




JleueHuerto TpsabBa na
MPOABLI/LKY Mpe3 uenus
[EpHOA HA HEYTPONEHUSATA.

400 mg ABa MbTH
aHesHO A0 400 mg
TPH MbTH AHEBHO

[TauMeHTH C HEYTPONEHHS ¢ TPECKA, 334 KOATO
ce npearionara, 4e € MpUUHHEHa OT
bakrepranua uHPexUHA — UNOPODIOKCALIMH
Tpabea na ce npunara B koMbHHauus ¢
noAxoAAL( M) aHTHOAKTEPHANTHH CPEICTBA
CbINACHO OQHUUHATHHTE NPENOPbKH.
HUuxanatopeH aHTpake, npodunakTuka ciaen
eKCMO3ULIMA ¥ NOCNEIBALLO JICYECHHE 3a THLA,
KOWTO C€ HYXIAAT OT MApEHTEPATHO JICYEHHE,
[punarasero Ha nekapeTBOTO TpadBA Na
3aNOYHE KOJIKOTO MOXKE NO-CKOPO Clen
[OTBbPXK/ABAHE HA EKCMO3HLIHATA.

60 aHH OT NOTBBLPKACHUETO
34 ekcno3uuua ¢ Bacillus
anthracis

400 mg aBa NbLTU
AHEBHO

[lecuampuuna nonyrayus

O01a npoAL/IKHETEAHOCT HA
JICYeHHeTO (BH3IMOKHOCT 34
3AN04YBAHE HA NBLPBOHAYAIHO
NAPEHTEPAIHO JIedeHHE C

IHoxa3zanus JAHeBHa 1032 B mg

HHNPOGIOKCANIHH)
bpouxo-6enoapobun nidexkumu npu | 10 mg/kg Tpu meTH 10 no 14 gun
KHCTO3HA PpHOpO3a JHEBHO KAaTO

MaKCHMaJlHaTa [o3a €
400 mg na npHem.
YCnoXHEHH YpHHApPHH HHpEKLHH M 6 mg/kg Tpu mbTH 10 no 21 aum

AHeBHO o 10 mg/kg
TPU NNbTH JHEBHO KaTO

MAKCHMAIHaTa 1032 €
400 mg Ha npueM.

OCTbp NHENOHEPPHUT

HuxanaTopeH aHTpakc,
npodunakTUKa cren eKCno3HLUHA
KaKTO H 34 NAaUMEHTH, H3UCKBALIY
NnapeHTePanHO NeYeHHE.
[IpunaraHeTo Ha nekapcTBOTO TPaOBa

10 mg/kg npa bty
AHeBHO 1o 15 mg/kg
ABAa ITbTH AHEBHO KATO
MaxCcHMaIHaTa [103a €
400 mg Ha npueM.

60 aHH OT NOTBBLPKAABAHE HA
excno3ulmsata ¢ Bacillus
anthracis.

[a 3alMOYHE KOJKOTO MOXE MO-CKOpO
CJIeA NMOTBBPKAABAHE HA
€KCNo3uLMATA.

10 mg/kg Tpu eI Cropen BHAa Ha HHpEKUMUATA
IHEBHO KaTo
MaKCHMaJIHaTa [03a €

400 mg Ha npHem.

Hpyru Texxu HHGEeKUUH

Cmapuecka eb3pacm
[MTauueHTHUTE B cTap4ecka Bb3pacT TpAOBa Aa nmojay4asaT 4033, CboOpa3eHa ¢ TexecTra Ha HHGEeKIUATa

H KPpCATUHHHOBHA KJIUPBHHC Ha NalHUCHTA.

[layuenmu ¢ 6v6peyrno u 4epHoOpobHO Yapedicoane
[Ipenopb4UTENIHY HAYATHH H MOAABPXKALIH J034 32 NALUMEHTH ¢ yBpeacHa Obp0peuHa ¢yHKUMA:

KpeaTHHREHOB KJIHPBHC Cepymen
[ml/min/1,73m?] KpeaTHHHH
(pmol/]
> 60 <i24




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

< 30 >169 200-400 mg na 24 yaca

[TauneHTH HA xeMoaHann3a >169 200-400 mg Ha 24 4yaca (cnen
AHanu13ara)

[laureHTH Ha NnepUTOHEANHA >169 200-400 mg na 24 yaca

AHaau3a

[Ipy naumneHTy ¢ HapylleHa YepHOAPOOHa (DYHKLMA HE C€ HANara KOpUrupaHe Ha gosara.

Ho3upaneTo npy aeua ¢ HapyweHa Os0peuHa W/unu YyeprHoapoOHa GyHKUUA He € OUN0 NPOYyUBAHO.

Hauun na npusoxcerue
Liunpuuon Tpadea na 6bvae npoeepaBad BU3yaiHo npeau ynorpeda. Toli He TpaOBa Aa ce W3non3sa,
aKO € MBbTEH.

[lunpodanokcauns Tpsadea Aa ce npriara KaTo HHTpaBeHo3Ha HHY3uA. [Ipy aeua, uHdysusaTa e ¢
NPOABIAKUTENHOCT 60 MUHYTH.

[lpu BB3pacTHHU NauMeHTH, BpeMeTo 3a HHPY3ua € 60 MuHyTH 3a urnpuHoa 400 mg u 30 MuHyTH 32
unnpuHon 200 mg. baBHaTa UH(Y3KA B rongMa BeHa, LE HaMaNKM JUCKOMQOpTa Ha NALMEHTA U PUCKa
OT Apa3HEHe Ha BEHHTE.

KoHueHTpaThT 3a HHPY3HOHEH pa3TBOp C€ NPHUIroTBA Chell CMECBaHe ¢ APYry CbBMECTHMH
HHQY3UOHHU pa3TBOPH (Bxk. TOUkKa 6.2).

4.3 [IporaBONOKA3AHAA

- CBpPBXYYBCTBUTECTHOCT KbM AKTUBHOTO BELLECTBO, KbM APYId XHHOJIOHH HIIH KbM HAKOE OT
NOMOILHHTE BELIECTBA, H3OPOEHH B TouKka 6.1.
- EnHoBpeMeHHO NpHIOKEHHE HA HHNPOPIOKCAUMH M THIaHUAUH (BXK. TOUKa 4.5).

4.4 Coenuansn npeaynpexicHHAA H IPeANAIHHE MEPKH NPA ynoTpeda

Ynorpebarta Ha uunpodnokcauus Tpsdea aa ce u3dArea Npu NaUUEHTH, KOUTO €A HMATH CEPHO3HU
HEXeJIaHW peaKUMK B MHHAJIOTO NpH YNoTpeda Ha NPOAYKTH, CbAbPXKALIH XHHOJNOHH WIIH
dayOpOXHHONOHH (BXK. ToO4Ka 4.8). JleueHHeTo Ha Te3n NayHeHTH ¢ uMnpodaokcauuH TpadBa aa ce
3aM04Ba CaMO NMPH JIKIICA Ha aNTepHaTUBHH BB3MOKHOCTH 3a JieYeHUe U Ce]l BHUMATEIHA OLEHKA Ha
CHOTHOLUEHHETO MOJ3a/pHCK (BXK. CbILO TO4Ka 4.3).

Texcku unpexyuu u cmecenu ungpexyuu ¢ I pam-nonodcumennu u anaepobHu namozexu
L{unpodnokcauuH MOHOTEpanUsa HE € NOAXOAMALL 32 IeUeHHEe Ha TeXKH HHPEKLIMY ¥ HHPEKLHH, KOHTO
ca NPUYHUHEHH OT ['paM-NOJOKUTENHU WK aHaepobay narorenu. [1pu takuBa uHdexkumnu
uunpodrokcauuH TpaOBa Aa ce npuyiara B KOMOMHALUMSA C ApYTrH NMOAXOAAIH aHTHOAKTEPHANHU
areHTH.

Cmpenmoxoxosu urnghexyuu (sxriouumenno Streptococcus pneumoniae)
LlunpodiokcauuH He ce NpenopbyBa 3a JiIeYeHUE Ha CTENTOKOKOBH WHGEKUMH NOopaaq TUIca Ha
ePHKACHOCT.

Hugpexyuu na norogume nomutya
OpxvenuauaeMUT U BB3NAJICHUE HA MANTKUA Ta3, MOraT Aa 0baaT NPHUMHEHH OT (JTYOPOXHHONOH-
pe3ucTeHTuuTe Neisseria gonorrhoeae. 3a OpxMeNHIEMHUT M Ta30Ba Bb3NaJIHTEHA DonecT,

€MNUPHUYHO BKJIIOYBAHE Ha LMNPOgIOKcaUUH, TpAbBa Aa ce OOMHCIIA caMO B KOMOUHALIKMSC DY
aHTHOaKkTepuaneH areHT (Hanp. uegaloCnOpHH), OCBEH aKO LUINPOGIOKCAUHH-YCTOHYARYN
gonorrhoeae Moke aa 0bae U3KUYeHa. AKO KIIHHHYHOTO NOAOOpeHHe He € MOCTH 74,
OT JIeYEHHETO, TEpANnuUATa TpAOBa Aa ce npepas3rieaa.

Hughexyuu na nuxoyrnume nvmuiia




Pe3sucteHTHOCTTA KbM (PTYOPOXHMHONOHU HA Escherichia coli - Hal-4eCTHAT NaToreH, NPeAW3BHKBALLL
HHPEKUMH Ha NUKOYHHTE ITbTHLLA, Bapyupa B UenHsa EBponeiicku cbio3. [ipenopbupa ce, nekapure,
NpeAnucBaLly J1eKapcTBOTO, [1a B3EMAT N0 BHUMAHHE YCTAHOBEHHUTE JOKATHH JTAHHY 32
PE3UCTEHTHOCT Ha Escherichia coli xbM QJTyOPOXHHOIOHH.

Humpaaboomunaniu unghexyuy

CbuIeCTBYBAT OrPaHHUYSHH JAHHH 32 €(PHKACHOCTTA HA LHNPOMPIOKCALKH NPH ICYCHHE HA MOCT-
XUPYpPruvyHH HHTPaab AOMHHANHH HH(PEKLHH.

Ivmuuvecka ouapus
[Ipu u3bopeT Ha LMNpodaoKcalvH creaBa Xa ce B3eMe NoJ BHHMaHue HHopMauuaTa 3a
PEe3UCTEHTHOCT KbM LIUNPOQUIOKCAUMH HA MATON¢HUTE B CTPAHUTE, KOHUTO CE MOCELIABaT.

Hugbexyuu na xocmume u cmasume
Llunpognokcauun 1padsa aa ce n3non3pa B8 KOMOMHANMSA C APYrd aHTHMHKPOOHH areHTu, 8
3aBUCHMOCT OT PE3Y/ITaTHTE OT MUKPOOHONOrHYHHNTE TECTOBE.

Huxaramopen aumpaxc

Ynorpebara npy xopa, c€ OCHOBABA HA iN-Vifro JaHHWUTE 33 YYBCTBUTCAHOCT U HA €KCNEPHMEHTATHHTE
JJAHHH MPH KHBOTHH, a CHLIIO TaKa H Ha OrPaHUYECHH JAHHMU, TIOJYYEHH NPH Xopata. JlekyBailuuTe
nexapy TpaOBa Aa ce OTHACAT A0 HALMOHATHHUA WK MEXIYHAPOJEH KOHCEHCYC 32 IEYeHHUEeTO HA

aHTpaKca.

Ileduampuyna nonyarayus
Hanon3eaHeTo Ha uMNpodnoKCaLWH NMpy AeLa U IOHOLUM, TPAOBA Aa creiBa HATHYHHTE OPHUHANHH

npenopbky. JledeHnero ¢ uunpoduiokcalvi TpAORa Aa ce 3afoyMHe CaMO OT JieKapu, KOUTO HMAT ONMT
B JIEYUEHNETO Ha KUCTO3HATa PHOpO3a /UK TEXKH HHPEKLHH NPH AELA H IOHOIIIH.

Llnpodnokcaums € nokasa, ye mpuUHHABa apTponaTus Ha HOCENHTE CTABH NPH HEOOHOCEHH
XKHUBOTHH. JJaHHHUTE 332 6€30NacCHOCT OT paHAOMMU3UPAHO ABOHHO-CJIANO NPOYUYBAHE 3a MPUIOKEHHETO
Ha uMnpoguokcaudH npu geua (uunpoduokcaunH: n=335, cpeana Bb3pacT = 6,3 roaHHu; 3a
cpaBHeHHe: n=349, cpeaHa BB3pacT = 6,2 roauHu; Bb3pactoBa rpakiua = | 10 17 roauHn) nokassar
4YEeCTOTA Ha BEPOATHO CBBLP3aHA ¢ JIEKAPCTBOTO apTponaTyi (3abenexmumMu KNHMHUYHH NPU3HALUH H
CHMIITOMM OT CTpaHa Ha craBute) oT JeH +42 ot 7,2% u 4,6%. PecnexkruBHo, CnyvauTe Ha
apTpoONaTus, CBbP3aHa ¢ 1eKapcTBoTO 1 roauHa cnen npuema my ca 9,0% u 5,7%. [louiiaBanero Ha
NOJO3HPAHUTE CAYYAH HA apTpONaTHA Clel ONpeaeISeHO BpeMe OT NpHEMa Ha JIEKapCTBOTO HE €
CTATHCTHYECKH 3HAUHMO MEXKIY ABeTE rpynH. JleueHuero tpadea aa 3anovHe cnejJ BHUMATENHA
NpeuUeHKa Ha ChOTHOIIEHHETO MOJ13a/PUCK NOPAAH Bb3MOXKHH HEXETAHU PEaKLyMH OT CTpaHa Ha
CTaBHMTE W/WUIH NPWISKALIUTE ThKAHH (BX.TOUKA 4.8).

bponxo-6eroopobru unpexyuu npu kucmosna gubposa
B KIHHHUYHHTE M3NHTBAHKUA ca BKIIOYECHU ACLIA H KOHOLUH Ha BB3pacT OT 5-17 roaunu. Ilo-
OrpaHHYEHH JAHHH WMa MMPH JIEYEHHUETO Ha JIeiia Ha Bb3pacT Mexay |1 4 5 roauiiiHa BL3pacr.

Ycnooicnenu unexyuu KQ nuKoYKUMe nNbmua u nueronedpum

Jleuenre Ha MHPEKUHH Ha MAKOYHUTE MBTHILA ¢ LUNPOPIIOKCaUHH Tp2OBa Aa ce UMa NpeABHA,
KOraTo Jpyro Je4eHHe HE MOXKE 12 CE M3TNION3BA H Clie] KaTo TO € O0OOCHOBRAHO OT pe3yJITaTHTE OT
MUKPODOHONMOTHYHUTE TECTORE.

B KAMHMUHHATE W3NHTBAHUA CA BKJIIOYEHM ACUA M KOHOLUY HA Bb3pacT oT 1-17 roaMHu.

Hpyzu cneyupuunu mexcxu ungexyuy
H3nonzBa ce npu Apyry TexkH HHHEKLMH, B CbOTBETCTBHE ¢ ODULIHATHUTE NPENnops
BHUMATEJTHA OLIEHKA NOJ3a/PUCK, KOraTo APYTO JieYEHHE He MOXE /12 Ce NPHIIOKH, C
KOHBEHLMOHAIHATA Tepanis UJIH KOraTo MUKPOOHONIOTHYHHTE TECTOBE OMpaBAaBar |

LIMNPOIIOKCALIUH.
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H3non3eaneTo Ha LMNpodIOKCaLHMH NPH CrieUMPUIHE TEXKH HHPEKLUHH, Pa3THYHH OT TE3H,
CMIOMEHATH NO-rope, He € OHJTO OLIEHABAHO MO BPEME HA KTUHHYHH W3MUTBAHHA H KITMHHYHHS OMNMUT €
orpainyeH. CneaosarefHO ce NpenopbLYBa NPEANA3IUBOCT MPH JieYeHHe Ha NALHeHTHTE C TAKHBA
HH(PEKLHH.

CepvxuyecmeumeaHocm

CBpPbXUYYBCTBHTENHOCT H AlIEPrHYHU pEaKLIMY, BKIKOYHTEIHO aHapHIaKCHA U aHADUIAKTOUHH
peakL MM, MOTAT J1a HACTLIAT BC/CACTBHE HA €MHUYHA J03a (Bx. Touka 4.8) u morar aa Obaar
YKUBOTO-3aCTpalllaBalld. AKO TaKaBa PEaKUMA CE NOABH, TPUEMAHETO HA UHNpodnoKcalMH clneasa Aa
Ce CTpe M 3aAbJUKMTENIHO TpAOBa Aa c€ NpOBEAC a1eKBATHO NleYeHHE.

CbpoeyHoch008U U MOTLHHO-CLO08U edhexmu

CpoOuiaBa ce 3a cnyyan Ha CHHAPOM Ha Kounis npH nauneHTH, nekyeaHH ¢ LiunpuHon (Bk. Touka
4.8). CuHapOoMBT HA Kounis ce onpenens KaTo BTOPHUHH CHPACHHOCHAOBH CUMITOMM HA AJIEPrU4YHa
peakus WIH PeakiMsa Ha CBPbXYYBCTBUTEIIHOCT, CBbpP3aHK C KOHCTPUKLMS HA KOPOHAPHHTE apTepHH,
MOTEHLHAIHO BOJELIA 10 MHOKapaeH HH(APKT.

IIpoodvasicumennu, uneAIUOUIUPAUIU U NOMEHYUATHO HEOOPAMUMYU CEPUOIHYU HENCETARU AeKAPCMBEHU
peaxyuu

Cbob1uaBa ¢e 3a MHOTO PeKH CJIy4ad Ha MPOABIDKHUTENHH (NPOABLKABALLN MECELH UM F'OHHH),
WHBATUAH3HPALLM Y NOTEHLHANHO HeOOpaTUMK CepUO3HU HEXKENAHU IEKAPCTBEHH PeaKLIMH,
3acATaly PaziindHY, NMOHAKOra MHOIMO CHCTEMH B OpPraHu3Ma {MyCKyTHO-CKEJIETHA, HEPBHA CUCTEMA,
NMCHXHMKA U CCTUBHU OPraHH) NpH NAUHWEHTH, NOJy4aBallld XHHOJIOHH H (PIYOPOXHHONOHH,
HE3aBHCHMO OT TAXHATA BB3PacT U BEYE ChILUECTBYBAIUWTE PUCKOBH dakTopH. LiunpognokcauuH
TpaOea na ce cnpe He3abaBHO MPH IMbPBUTE MPHU3HALKY WIH CUMITTOMM HA BCAKA CEPHO3HA HeXKelaHa
peakLMA KaTo nauyeHTUTe TpAOBa 1a Cce MOCHBETBRAT 1A CE CBbPIKAT C TEXHUS JIEKap, NpeanHcal
NEKapCTBOTO, 3a ChBET.

Myckyano-cxeaemnu cucmema

1o npunuun uunpodnokcaunH He TpsdOBa Ja ce U3NO/3Ba MPK NALMEHTH ¢ aHaMHe3a 3a 3abonasane
HA CYXOXKMJTMETO/HAPYLICHHS, CBBP3aHU C IEYCHUE C XHHOMOHU. BunpekH ToBa, B MHOIO peaKH
Cly4aH, cnej MUKpOOHONOrH4YHO NOKA3BAHE HA NPHUYHHMUTE/IA H OLIEHKA Ha CbOTHOLLIEHHETO
puck/non3a, LMnpodIoKcalH MOXKe Ja ¢e MPeantcBa Ha Te3H MNalMEHTH 3a JIieUeHHE HAa HAKOH TEXKH
HH$pekuru, 0coBEHO B Cllyyal Ha HEyCNeX Ha CTaHAApTHATA Tepanus UNH DaKTepHalHK
PE3UCTEHTHOCT W KOraTo MUKpOOHONOrHUHHTE AAHHK MOTAT Aa OTIPABAAAT H3MON3BAHETO HA
LUHNPOPAOKCALIHH,

Tenounum u pasKoC8aHe HA CYXONCURUE
TeHOAUHHUT H Pa3KbCBAHE HA CYXOXKHIHKE (TTO-CMELIMATHO AXHUIECOBO CYXOKHIIHE, HO be3 aa ce
OrpaHM4aBa caMoQ [0 HEro), NOHAKOra IByCTPAHHO, MOXKE 1A C€ NOJIYYH OllIE B paMKuTe Ha 48 yaca ot
3aMoO4YBaHE HA JICYEHUETO C XMHOJIOHH H QITyOPOXHHONOHH KaTO MMa CbOOILUECHHS 32 TAKWBA, PAa3BHIH
ce I0pH 10 HAKOJAKO MECELA C/IEA NPEKPATABAHE HA ACYEHUETO (BXK. ToUKa 4.8). PUCKBT OT TeHAMHMT
H Pa3KbCBAHE HA CYXOXKH/IME CE NOBHILABA NPH NO-Bb3PACTHU NMAaLKEHTH, niaumueHTH ¢ 606peuHo
YBpEKIAHE, MALUEHTH ¢ TPRHCILNAHTHPAH COJIMAEH OpPraH ¥ TaKMBa, IEKYBAHH ChITBTCTBALLIO C
koprukocTeponau. [lo Ta3v npuurHa cpnbTCTBaLNATA YIOTpeda HA KOPTHKOCTEpOUAH TpaOBa na ce
13064raa.

[Ipy nbpBUs NpU3HAK HAa TEHAWHHUT (Hanp. BONE3HEHO NOAYyBaHe, Bb3NaeHHE) JICUEHHETO C
HUNpOQIOKCALMH TpAOBA Na ce NPEeKPaTH U Ja ce 0OMMUCAHM ANTEPHATHUBHO JieUeHHE. 3acerHaTuaT(Te)
kpaiHUK(UuM) Tpadsa aa Obae(ar) nekysaH(H) no noaxoasiy HauuH (Hanp. obe3nBuxkBaHe). He tpadra
13 C€ H3MOM3BAT KOPTHKOCTEPOUIH, AKO C€ NOABAT NPH3HAUM Ha TEHOUHOMATHAL.

1{nnpodnokcaumtn TpabBa aa ce U3NOA3Ba NPEANa3IMBO NIPH NALHUEHTH C MHACTEH
MOJKE Ja HACTBhMH BAOLIABAHE HA CHMNTOMMKTE (BX. TOUKa 4.8).

Anespuama u oucexayus Ha aopmamad U peypeumayus/HecocmambYyHocn Ha Chpog




EnxuaeMHoN0rHYHHTE NPOYUBAHUA NOKA3BAT NOBUILEH PUCK OT aHEBPH3MA U JHUCEKALHA Ha aopTara,

0coOEeHO NMPH NaLHEHTH B CTAPUYECKA Bb3PACT, KAKTO M OT pPErypruTrauqs Ha aopTHaTa H MUTpaJiHaTa

Kj1ana ciea npuem Ha $hayopoXHHoNoHd. ChOOLEHH ca CyYad HA AaHEBPHU3MA H AUCEKALWS HA

aopTaTa, NOHAKOra YCAOXKHEHH NOpalH pa3KbCBaHE (BKIIOUHTEITHO C JETAIEH H3X00) H

perypruTauns/HeROCTATLMHOCT HA HAKOH OT ChbPACYHHTE KNAMU NpH MAaLUHEHTH, NMpUEMaLlH

bnyopoxuHoNoHH (Bxk. ToUKa 4.8).

3atoBa GpyOPOXHHONIOHKTE TPAOBA N1a CE H3NOA3BAT CaMO C/1€]1 BHUMATEIHA OLICHKA Ha

CHOTHOLUEHHUETO MON3a/PUCK H CAICA Pa3riiekaaHe Ha ApyTryd TepaneBTUYHH Bh3MOKHOCTH MNpH

NAaLUEHTH C NONOKHUTENHE (DAMHIHA aHAMHE3a 32 AHEBPH3MA HUITH BPOIEHO 3ad0iaBaHe HA

CbpAEUHHTE KJIaNK, W14 NPH NALMEHTH, THATHOCTHLUMPAHH C MpeaUIecTBalla aHEBPH3IMa H/HITH

JIHCEKALMA HA aopTaTa WiH 3a001%BaHe HA ChPACHHHTE KJIany, WK MPH HATUHMKUE HA NDYTH PUCKOBH

daxkTopu WK 3abonasaHug, npeapasnonaratiu

- KAaKTO 33 aHEBPH3MAa TaKa M 32 U JUCEKaLlMA Ha aopTaTta H 3a perypruTauus/HeJoCTaTbYHOCT Ha
CbpACYHHTE KiamnH (Hanp. HapylICHUSA Ha CheUHHUTENIHATA ThKaH, Hanp. CHHAPOM Ha Marfan
uwiK cuHapoM Ha Ehlers-Danlos, cunapom Ha Turner, Gonect Ha Behcet, xunepronns,
pEBMATOUEH aPTPHUT) HIH JOITBJIHHTENHO

- NpH aHeBpU3Ma M JMCEeKaUMs Ha aopraTta (Hanp. CbAOBH HapyLICHHS, HATIP. apTEPHHT Ha
Takayasu, rHraHTOKJIETBYEH APTEPHUT, WK KU3IBECTHA aTEPOCKIEPO3a HIH CUHAPOM Ha
Sjégren), WK ZONMBIHUTETHO

- MPH PErypruTalHa/HeAOCTATBYHOCT HA ChPASHHHUTE Knanu (Hanp. MHPEKUHO3EH EHIOKADIUT).

PuckbT OT AHCBPH3Ma H AHCCKALHKA HA A0pTaTa H TAXHOTO pa3KbCBAaHE MOXC CBLIO 4 CC MOBHUIIH NPH
MalHEHTH, JICKYBAHH COHOBPEMCHHO CbC CHCTCMHH KOPTHKOCTCPDOKIN.

B cnyuait Ha BHe3anHa 6onka B Kopema, rpbAHHA Kow WK repba nauueHTuTe Tpadsa aa Opaar
NOCHBETBAHH Ja C€ KOHCYJITHpAT He3abaBHO ¢ IeKap B CNICWHO OTACJICHHE.

[TauneHrure Tpabra na 6baaT NOCLBETBAHY A3 NOTHPCAT HE3a0aBHO MeAHLIMHCKA MOMOLL, B Cly4ai Ha
OCTpa AMCIIHE, NOABA HA ChpUedneHe (NalnuTalMy) Wi pa3BHTUE HA OTOK Ha KOpeMa WIH JO/HHTE
KpaHHULIH.

3pumennHy HaApYuieHus
AKO 3PEHHETO C€ YBpEeIH HJIH HACTHIAT KAKBUTO H [1a € €PeKTH BLPXY OunTe, TpAOBa BeaHAra aa ce
NPOBEIE KOHCYATALMA ¢ OPTANMOIION.

Domouyscmeumearnocm

LlunpognokcaumH npHYHHABA peakuun Ha GOTOYYBCTBUTENHOCT. [lauMeHTUTE, NpUMaLLM
uunpoduiokcauuH, TpadBa 1a 6bAaT ChbBETBAHM Oa H30ArBaT NPAKOTO HIJIAraHe Ha CHJIHO CIbHUE HIH
UV obabuBaHe no BpeMe Ha JieyeHHeTo (BX. Touka 4.8).

QEHMQMHQ HEPEHA cucmemda

H3BeCTHO €, Y€ XHHOMOHUTE MOraT Ja Npelrd3BHKAT MbPUOBE WIH Ja [TOHWXAT MbPYOBHA Mpar.
Joknaneanu ca OMAY ¥ CAyvau Ha enunentHien craryc. LlunpoduokcauuH Tpadsa ha ce M3non3ea
npeana3iveo Npy nauueHTH ¢ HapyweHus Ha LIHC, kouTo Morar aa 6baar npeapasnonoKeHd KbM
rbpYOBe. AKO Ce NOABAT MbPUOBE, MPUEMAHETO HA LMNpodaOKcalUMH caeaBa aa Obae rnpeycTaHOBEHO
(BXK. Touka 4.8).

Ilcuxuurnu peaxyuu
[TcHMXWYHH peakuMy MOraT 1a Ce MOABAT OLUE CJIe/l MLPBOTO NPUIOKEHHE Ha LunpodiokcaurH. B
PEOAKH CAyYaH, JeNpecusaTa Wik NCHXO03U MOTaT Ja Mporpecupar 40 HAEH/MHCITH, KOUMTO g CE-3R6MIAT

M 12 AOBEAAT A0 ONMT 3a CaMOYOUICTBO HIIH H3BbPLIBAHE HA CaMOYOHHICTBO. AKO ce I aﬁﬁﬂw N
nenpecus, ICHXOTHYHH PeaKiLiiH, MHC/TH WIH NIOBEAEHUE, CBBP3AHHU ChC CaMOYOHCPRORY
LMNpO¢IOKCaLMH TpAOBa Oa ce NpeyCTaHOBH.

Il EQH@EPHG Heeponamun




Cpoburara ce 3a cJlyuyau Ha CEH30PHA WK CEH30MOTOpHA MNOJMHEBPONATHA, BOACLIH A0 NAapeCTE3HH,
XMUNOECTE3HA, AUIECTEIUA UK CaOOCT NpH NaLUEHTH, MPpUEMALUM XHHONOHH U (PNTYOPOXHHONOHM,
[TauneHnTUTE, KOUTO NPHEMAT LUAPOPAOKCAUMHH, TpAORA na ObaAT NOCHLBETRAHK 1A HHPOPMUPAT CBOA
feKap, npeay ka NpoALIKAT JEHEHHETO, aKo C€ MOABAT CUMITTOMU Ha HEBPOMNATHA, KaTo Oonka,
yCellaHe 3a napeHe, MpaBydKaHe, H3TpblBaHe HAH ¢1adoCT, 3a 1a e NPEAOTBPaTH pa3BUTHETO Ha
NOTEHUHANHO HeoOpaTHMO 3abonasaHe. (BxK. Touka 4.8).

CopOeunu Hapyuienus
TpabBa na ce BHHMABA NPH M3MOA3BAHE HA (JTYOPOXHHONOHH, BKIIOYHTENHO LHNMPOQUIOKCAUMH, NPH

NaLHEHTH C UW3BECTHU PUCKOBH (akTOpH 3a yabkaBaHe HA QT uHTepBana, karo Hanpumep:

- BpoleH yabiaxkeH QT cunapom

- eAHOBpEeMEHHA ynoTpeba Ha lekapcTBa, 32 KOUTO ce 3Hae, ue yab/pkaeaT QT udatepsana (Hanp.
knac 1A u Il aHTHApHTMHYHH CPEACTBA, TPHUHK/IHYHH aHTHACMPECAHTH, MAKpOJIUAH,
AHTHIICUXOTHLH)

- HEKOPHUTHPaH €JIEKTPONUTEH aucOanaHe (Hanp. XHNoKaIHeMHs, XMNOMArHE3HEMHA )

- CbpaeuHo 3abonaBaHe (Hanp. ChbpaeYHa HEAOCTATLYHOCT, HHGAPKT HAa MHOKapAa,
Opaaukapans)

[TaumeHTH B cTapuecka Bb3pacT H XKEHH MOrar Aa 0baat no-4yBCTBHTE/IHH KbM JIEKApCTRA

yawkasaiiy QT uHTepsana. Tosa TpsaOea aa Obae B3eTO oA BHUMaHUE MPH H3MOJI3BAHETO Ha

GIYOPOXHHONOHH, BKIKOYHTENHO LUOPOQIOKCAUUH, IPH Te3d nonmynauuu. (Buwxk Touka 4.2 naumMeHTH

B CTAp4eCKa Bb3pacT, Touka 4.5, Touka 4.8, Touxa 4.9).

Huczruxemun

KakTto npH BCHYKH XWHOMOHH, HMA CHOOLIIEHHS 32 HApYLICHHA B HUBATA HA KPbBHATA 3axap,
BKJIIOYBALLIH, KAKTO XHUITOTJIHKEMHA, TAKA U XMNIEPriuKeMuA {BxK. Touka 4.8), 0OMKHOBEHO Npu
AHabeTHUM B CTapuecka Bb3pacT, Ha KOUTO Ce Mpuiiara CbMbTCTBALLA TEPanus ¢ NepopalHH
XUMOrJMKEMHYHH cpeacTsa (Hanp. rnubedxnamua) uiM ¢ HHCYIUH. CrobiaBaHy ca ciyuau Ha
XUNOrTHKeMH4YHA koma. [IpenoppuBa ce BHUMATENHO NPOCIEAABAHE HA MTIOKO3aTa B KPbBTA NPH
NMaUHEHTH ¢ aHadeT.

lacmpourmecmunainy HapYuieHUuA

[ToaBaTa Ha TeXKa H NEPCUCTHpALNA AUAPHS 10 BPEME HIIH clie]] JieueHHE (BKJIIOUHTENHO HAKOIIKO
CEIMMIH CIIEl JICYSHHETO) MOXKE Aa O3HauaBa KOAUT, CBbP3aH C pHeMa Ha aHTHOHOTHK (JKMBOTO-
3aCTPALLABALUIO ChCTOAHHE C Bb3MOXKeH daTanieH H3X0a) U H3UCKBA He3abaBHO NedeHune (BX. TOUKA
4.8). B Takupa ciayuan, npueMa Ha uunpodnokcaitut cieasa HezabaBHO fa ce NpeKkpaTd 4 Aa 3anoyHe
noaxoasia repanus. JlekapcTea, HaMaNISBaIH NMEPUCTAITHKATA Ca MPOTHBONOKA3aHHU B Ta3H

CHTYALMA.

Hapywenus Ha 6v0peyume u nUKOYHAMA cucmema
HmMa cpolblueHus 3a KpucTalypHs, CBbp3aHa ¢ ynorpebara Ha uunpodaokcaunH (BXK. Touka 4.8).

[TauneHTHTE, NOTYYaBaLlH nMnpodaoKcauuH, TpadBa na 6vpaar aobpe xuapaTupaHd 4 TpAOBa Aa ce
U304ArBa NPEKOMEPHO ATKAIM3HPAHE HA YPHHATA.

Yepeosicoane na bvOpeunama gynxyus

T xaTo uunpodaOKCaurH 40 roaaMa CTENEH ¢e eKCKPETHPa HENMPOMEHEH ypes 6u6peuuTe,
HeoOX0aKMa € KOPEKLIMA Ha J03aTa NMPH NMALMEHTH ¢ HapyleHa ObpbpeyHa QyHKLMA, KaKTO € OMHCaHOo
B TOUuKa 4.2, 3a na ce u3berde yBeIUYaBaHEe Ha HEXENTAHHUTE JICKAPCTBEHHU peakliiy nopanu
HATPYTBaHE Ha LUNPOPIOKCAUHH.

Xenamoburuapnu napyutenus

Cnydan Ha 4yepHoOpoOHa HeKpo3a ¥ XXMBOTO-3acTpaluasaila yepHoapoOHa HeaocTa
AOKNAABAHH NPH NedeHue ¢ nunpoduiokcaumH (Bx. Touka 4.8). B cnyuaid Ha npu3Hgfg
Ha 4epHoapoOHO 3abonaBaHe (KATO HaNPHUMEDP aHOPEKCHA, KbJITEHALA, ThbMHA Y / @
Gone3HeH KopeM), neveHnero TpadBa aa ce NpeKparw.

[ roxo30-6-choctham dexudpozenazen depuyum




XeMOIMTHYHH peaklid ca Ounu 10KI1aIBaHN NPH JEUEHNE ¢ LUNPOQIIOKCALHH MPH NALMEHTH ¢
rmoko30-6-dochar nexunaporeHased gepuumt. Linnpodaokcaunt Tpabea aa ce 3barea npu Te3u
NaLHEHTH, OCBEH aKO MOTEHLHANHATA 0132 HAABULIABA BB3IMOXKHHUA pucK. B 1031 cnyuai, Tpadea na
ce CJIEAH 3a NOTEHLHATHA NOABAa Ha XEMOJIH3A.

Pezucmenmuocm

[lo BpeMe WM cnen Kype Ha JieueHue ¢ Lunpodiokcauit, Morar aa 651aT u3onvpaHy HakTepuu,
KOWTO Ca PE3HCTEHTHH KbM LIMNpodIOKcalMH, ¢ MK 6€3 KIMHUYHO NposABEHa CYNEPHHPEKUMA.
B13MOXHO € [a CbLUECTBYBA ONpeae/ieH pHCK OT H30opa NMpy HAJTHUHE HAa UMNPOdUIOKCaLMH-
pe3UCTeHTHH OaKTEPUH NO BpeMe Ha NPOABKHTENHO NEYeHUE H NPH N€HEHHE HA BHTPEOOTHHYHH
wHpeKUHMH WU HHPEKLUU, NPpUIKHEHH OT Staphylococcus n Pseudomonas Bunose.

Llumoxpom P450
Liunpodnokcauny nuxubupa CYPI A2 1 o TO3U HaUMH MOXKe [1a NpeAHU3BHKA NOBHIIABAHE HA

CEpyMHATa KOHLIEHTPallMd Ha €AHOBPEMEHHO NPHUIAraHH ¢ HErO BEMIECTBA, KOUTO MeTabOoIH3MpaT
ype3 TO3MW €H3UM (Hanp. TCOPUNIHH, KJ103alTHH, O/1aH3ANHH, POTIHHHPOJ, TH3aHHAUH, AYOKCETHH,
aroMenartuH). [lopaaw ToBa, NaUMEHTHTE, KOUTO NPHEMAT TE€3U BELLECTBA EAHOBPEMEHHO C
LHnpogNoKCcalHH cieasa Ja 0baaT npocieasBaHd BHUMATENHO 38 KIIHHHYHH NPH3HALK Ha
MPeAO3UpPaHe, KAKTO U MOXKE Aa Ce HAJIOKH ONpeae/ISHE HA CEPYMHHUTE UM KOHUEHTpaLKMH (Hanp. Ha
TeopuauH) (BK. Touka 4.5). EAHOBpeMEHHOTO NPUWIOKEHUE Ha UHUNPOGNOKCALMH H TUH3aHHWHUH €
NPOTHBOMOKA3HO.

Memompexcam
EnnospemerHa ynorpeba Ha uunpodiokcauyH ¢ METOTPEKCaT He ce NMpenoprusa (BK. Touka 4.5).

Hzcnaedsanun

[1pu uscneasane in-vitro Ha AKTHBHOCTTA Ha UMnpodnokcauuH cpewmy Mycobacterium tuberculosis
MOXKE 1A ce Nojy4aT GalliMBH OTPULATEAHH OAKTEPHOIOTHYHH PE3YIITATH B MPOOH OT NALUEHTH,
KOWTO B MOMEHTA NPHEMAT LKUNPODIOKCALMH,

Peaxyuu om cmpana na MACMOMO HA NPUACHCEHUE

3a peaklliH, Ha MACTOTO Ha NPHICKEHHE ca OMNM AOKIagBaHH NTPH HHTPABEHO3HO MPHIOKEHHE HA
uunpogaokcait. Te3u peakiluy ca No-4€CTH, ako HHPY3uATa ce npuiara 3a 30 MUHYTH WIH No-
KpaTKo BpeMe. Te Morar Aa ce NposiBaT KATO MECTHH KOKHH PEaKUMH, KOUTO M3YE3RaT CKOpPO cel
NPUKIIOUBaHe Ha HHOY3uA. [locnearaiio HHTPaBeHOIHO NMPUNOKEHHUE HE € MPOTUBONOKa3aHO, OCBEH
aKO PEaKLIMATA HE C€ MOBTOPH HJH C€ BIIOLUM.

Hampuu
ToBa nekapcTBO ChAbPKA No-Manko or | mmol Hatpwit (23 mg) Ha n03a, T.e. MOXKE Aa CE KAXKE, 4
NPAKTUHYECKH HE ChALPA HATPHM.

4.5 B3ianMoaeicTBHE C APYrH JIEKAPCTBEHH NPOAYKTH i ApYrAa GopmMH HA B3aRMOJeHCTBHE

Edexmu na dpyeume nexapcmea 8bpxy yunpo@roxcayun:

Jlexapcmea, 3a xkoumo e uzgecmno, ye yovcaeam QT uumepsana
I{unpodnokcaumy, noaodbHo Ha ApyruTe GIyopOXHHOMOHHM, TpAORA Aa ce M3MOI3BA C NMOBHIIEHO
BHMMAaHHE MNpPY NaUHEHTH, NPHEMALIH IEKAPCTBA, 32 KOUTO € M3BECTHO, Ye yapkasar QT unrepsana
(Hanp. knac 1A u Il aHTuapuT™MHUYHM CPpeACTBA, TPULUKNHYHH aHTHACNPECAHTH, MAKPOJIHAH,
AHTUNCHUXOTHLH) {BXK. TOUKa 4.4).

IIpoberuyuo
[Tpobennuua nosnusisa 6LOpeuHaTa cekpeuua Ha uunpodaokcaumy. EaHoBpeme
Ha NpobeHHuUMA U HUNPOdNOKCALNH yBEIHYARa CEPYMHHUTE KOHUEHTPALMH Ha UHNY

Memoxronpamuo




MeTtoknonpaMua yckopasa abcopOuuaTa Ha uMnpognoxkcaumH (nepopaneH), KOeTo Boau A0 Mno-
KPaTKO BpeMe 3a IOCTHraHe Ha MakCHMAITHUTE Ina3MeHHd koHueHTpauuu. He ce Habmionasa edexr
BbPXY OHOHATHUYHOCTTA HA LHITPODNOKCALMH.

Omenpason
EQHOBPEMEHHOTO NIpHNAaraHe Ha UMNPOMIOKCALIMH H OMENPa30a-ChAbPIKALUN NEKAPCTBEHH MPOAYKTH

BOH 10 Jieko peayuupade Ha Cma H AUC Ha unnpognokcauuH.

Epexmu na yumpohaoxcayun vpxy Opyeu 1€Kapcmeenu NPoOYyKmy.

Tuzanuoun

Tw3annaun He Tpadea na ce npunara 3aeaHo ¢ uMnpodaokcauuH (BxK. To4ka 4.3). B eqHO KIHHUYHO
M3MATBAHE CBC 3ApaBU A0OPOBONUM Ca OTUYETEHH NOBULLIABAHE HA CEpYMHATaTa KOHLUEHTpAaLHA Ha
TH3aHUANH (Crax YBeNMUeHue: 7-kpaTtHo, 00xBat: 4 0o 21 nwvtH; AUC yBenuuenue: 10 meTH, 00xBaT:
oT 6 10 24-KpaTHO), KOTaTO CE& Npuaara eqHOBpEMEHHO ¢ nunpodgnokcaunt. [lopuwapaHeTo Ha
CEPYMHHTE KOHLIEHTPALIMH HA TH3aHHIKH € CBbP3aHO CbC 3aCWIEH XMINOTEH3UBEH M CEJATHBEH e(EKT.

Memompexcam

PeHanHUAT TYOyneH TpaHCNOPT HA METOTPEKCAT MOXKe Aa Obe NOTUCHAT NPU eAHOBPEMEHHO
NpUNOKeHUe ¢ UHNpodAOKCaLKH ¥ TOBA MOTSHLMATHO BOAM A0 MOBHINABAHE HA fIa3MEeHUTe HUBA Ha
METOTPEKCAT Y MOBHLIEH PUCK OT METOTPEKCAT-CBbP3aHH TOKCHYHH PEaKLMH. EAHOBpEMHHA
ynorpeba He ce npenopbyuBa (Bxk. ToUKa 4.4).

Teogunun

EJIHOBpEMEHHOTO NPUIOKEHHE HA LMITPOQIIOKCALIMH H TEOPWIHH MOXKE Aa XOBEAC [0 HEXKETAHO
MOBHUIABAHE HAa CEPYMHATAa KOHLUeHTpauus Ha TeoduuH. ToBa MOXke Na A0Bee A0 TEOPHIHH-
MHAYLMPAHH HEXENAHU Peaklii, KOUTO MOraT PaaKo MOorart aa Onaar »KMBOTO-3aCTpaluaBalM HIIH
daranuu. [Ipy eaHOBpeMeHHO NpHIIOKEHHUE, CEPYMHHTE KOHHEHTPAUKHA Ha TeodunuH TpabBa na
ObIAT NPOBEPABAHK M Aa C€ peAYLHpa J03aTa Ha TeOPWIUH NMpU HEOOX0AUMOCT (BXK. ToOUKa 4.4).

Lpyzu xcanmunoeu npouzeo0Hu

[1pu enHOBpEeMEHHO NPHIIOKEHHE HA HUNPOQIIOKCALUUH K KO(PEeHH WIH MEHTOKCHPUITUH
(OKCNEHTHPUIHH) HMa CbOOLIIEHHS 3a NMOBHUINABAHE HA CEPYMHHTE KOHLICHTPALIMH HA TE3H
KCAHTHHOBH NMPOU3BOAHH.

PDenrmoun

EnHOBpeMEHHO NpHAOKEHHE HA LMNPOdAOKCaALMH U (PEHUTOHH MOXKe Aa JOBeNe A0 YBEIHYABAHE HIIH
HaManABaHE HAa CepyMHHMTE HHBA HA (PEHUTOHH, TAKA Y€ CE NPENOpPLYBA NMPOCNEAABAHE HA
JEKAPCTBECHHTE HUBA.

Huxnocnopuwn

[IpexoaHO NOBUILABAHE HA KOHLUECHTPALMATA HA CEPYMHHA KPEATHHHH Ce HaO/10JaBa KOraTo ca ouu
NPWIOKEHH eJHOBPEMEHHO LHIMPOPIOKCALMH- U LUKIOCTIOPHH- ChABLIKALLH JIEKAPCTBEHH NPOAYKTH.
[Topaau ToBa HecTo (ABA MBTH CEIMHYHO) € HEOOXOAUMO Aa C& KOHTPOJKPAT CEPYMHMTE
KOHLEHTPALYH Ha KPEaTHHHUH NPU TE€3H NAUHUEHTH.

Anmazonucmu va sumamun K
EnHoBpeMeHHO npuaokeHne Ha Lunpo¢paoKcaluuH ¢ aHTArOHWCTH Ha BUTaMUH K MOXe na 3acunu
HETOBHTE AHTHKOAryJaHTHH edexTH. HMa MHOro choOLeHHA 32 MOBHULIABAHE HA NEPOpANIHATa
AHTHKOAryJIaHTHa aKTHBHOCT MPH NAaLKMEHTH, MPHEMAaLlH aHTHOAKTEPHATHH areHTH, BKTIOYHTEIHO
GAyOpOXHHOAOHH. PHCKBT MOXeE 11a ce pa3nyyaBa B 3aBUCMMOCT OT BHAA HA HHAEKLIMATS A{ AN
0010TO ChCTOSHKHE HA MALMEHTA, TaKa Y€ PONATA Ha UMTNIpodNoKcaLMH 33 noaumaBa \
(MexayHapoAHO HOPMATH3UPAHO CHOTHOILUEHHE) € TPYAHO Aa ce npeucHH. IIpenop .
Ja ce HabnoAaBa YeCTo Mo BPpEME Ha U MANKO ClIeA €QHOBPEMEHHOTO npnnomel-me
uunpodiokcalmH ¢ aHTaroHUCTH Ha BuHTaMiH K (Hanp. papdapHH, aueHOKyMapod,
Unu GIYHHIUOH).




Hyroxkcemun

B kAMHUUYHHK NpoyUYBaHHA € A0Ka3aHO, Ye eJHOBPEMEHHATa yNoTpeDda Ha RyOKCETHH C MOLLHH
nHxuduTopr Ha CYP450 1 A2 n3oeH3uM, KaTto UiyBOKCAMHH, MOXKE 12 JOBEJEC A0 YBENUYABAHE HA
AUC n Cpax Ha AyN0OKceTHH. Bbnpeku ye HAMAa R0CTATHYHO KIHHHYHH JAaHHU 332 Bb3MOXKHO
B3aMMOAeHCcTBHE C LHNpodaokcaluH, NoAoOHH ePeKTH MOrar aa ce 0O4aKBa NpH €AHOBPEMEHHOTO
npuaokeHue (BX. To4ka 4.4).

Ponunupo

JlokazaHo e B KAMHUYHO NMPOYUBaHE, Y€ €IHOBPEMEHHOTO NMPHJIOKEHHE Ha PONMUHHPOI H
uMnpodguokcaunt, yMepeH uuxuburop Ha CYP450 1 A2 uzoensum, Boau 10 noBHwaBaHe Ha Cpax H
AUC na ponunupon ot 60% u 84%, cborBeTHO. MOHUTOPHHI Ha PONMMHHUPOJI-CBbP3aHHTE HEXeEJ1aHH
NeKapCTBEHU PeaKLHM U KOPEKLIMA Ha /103aTa B 3aBHCHMOCT OT Cy4as C€ NPENOpbYBA MO BPEME Ha U
MAJIKO CJiel eIHOBPEMEHHOTO MNpUJIaraHe ¢ UMnpodaokcaumH (Bx. Touka 4.4).

Judokaun

Toea e OUNO AEMOHCTPHUPAHO NMPH 3APaBH HHAWBUIH, Y€ €AHOBPEMEHHATA ynoTpeba Ha NMaAOKAUH
ChAbPKALUM NEKAPCTBEHH NPOAYKTH ¢ uunpodaokcauuH, ymepeH HHXuouTop Ha CYP450 1 A2
H30€H3WM, HaMaJiaBa KIHPbHCA Ha HHTPaBeHO3HHUA AHAOKAHH € 22%. Bropeku, ye neueHHueTo ¢
MHA0KAHH Ce noHacd noope, Bb3MOXKHO € Bb3HMKBaHE Ha HeXkellaHU pEakLHH B pe3ysiaTaT Ha
B3auMoaeHcTBUETO ¢ LHNPOdIOKCALUHMH MPHU €AHOBPEMEHHO NPUIOKEHHE.

Knozanun

Cnen enHOBpeMeHHO NpwioxkeHWe Ha 250 mg uunpodnoKCaLyH ¢ K103anyH B NPOALLKCHUE Ha 7
IHH, CEPYMHHTE KOHUEHTPAaLMH HAa KJ103andH B N-I€3METHIIKIIO3AMHH ce yBearuasar ¢ 29% u 3 1%,
cbOTBETHO. [IpenopbuBa ce KNMHUYHO HabMOAEHHE H NOAXOOAIUO KOPUTHPAHE HA A03aTa Ha
KJ1034MHH NO BPEME M CKOPO clie]l €THOBPEMEHHOTO NPUIOKEHUE C LIMIPOPAOKCaLMH (BIK. TOUKA 4.4).

Cundenagdun

Cmax H AUC Ra cunaeHadun ca ce ysenHuunu 0Au30 JBa OBTH NPH 34paBU HHIHBUIH CllEqd
nepopanHa ao3a ot 50 mg npuera eaHoBpemeHHO ¢ 500 mg uunpodnokcauuH. [lopaau Tora ce
HM3UCKBA NOBHILIEHO BHUMAHKE NpU NPeANYCBRAHETO Ha UHITPOJUIOKCALHH €JHOBPEMEHHO CbC

cuigeHadu, Kato TpAOBa Aa CE ce B3eMaT NPESABU PUCKOBETE H NON3HUTE.

Azomenamun
B KJIMHHYHH NPOYYBAHHUA € NOKA3aHO, Ye (TyBOKCAMMH, KaTO cuieH HHXUOUTOp Ha CYP450 1A2

H30€H3UM, NoaYepTaHO HHXMOHpa MeTabonu3mMa Ha aroMenaTiH, KoeTo Boau 1o 60-kpaTtHo
MOBUIICHUE HA eKCIIO3MIMATA HA arOMENATHH. BBhNpeKkH ue HAMA KIMHHYHHA JAHHH 33 Bb3MOXKHO
B3auMOaeiicTBYe ¢ unpoduokcalul, ymepeH uuxuburop Ha CYP450 1A2, moxe na ce ouaxsar
noaoduu epexrTn npy eAHOBPEMEHHOTO UM MNpuJIoKeHHe (BXK. "udToxpoM P450" B Touka ,,CneunanHu
npeaynpeXXacHHs v Npearna3Hd MepKHU npy ynortpeba”).

Joanudem
EanoBpeMeHHOTO NPWIOKEHHE Ha UMNPOMAOKCALMH MOXE 12 MOBULLUK KPbBHUTE HHBA HA 30JINHIAEM,
eAHOBpEMEHHATA yNoTpeda He ce npenopbysa.

4.6 Deprranter, OpeMEeHHOCT H KbpMeHe

bpemennocm
HanuuHuTe NaHHM 34 MPHIOXKEHHUETO HA LMNIpodnokcalkH NpH OpeMeHHH XEHH, HE NMOKa3eaT

[lpoyuBaHMA NpH KHBOTHH HE NOKa3BaT OHUPEKTHH WM HHAHPEKTHH YBPE
OTHOLUEHHE Ha PenpoAyKTHUBHATA TOKCHYHOCT. IIpM mMnanu U HEOOHOCEHH XKUBOTI
XHHOJIOHH, € HabnioJaBaHo yBpeXJaHe Ha XPYLUAJIA, KAaTO MO TO3U HAYUH, HE MOXKeE [
NEKapCTBOTO MOXKE Ja MPHYHHU YBpEKJaHE HAa CTABHHMA XPYLUSJ B YOBCLUKHS
HEAOHOCEHH Aeua/mnoAa (BK. Touka 5.3).



Karo npexnasHa Mapka, 3a npeAroyuMTaHe e 1a ce H3bsArea H3noA3BaHeTO Ha LHAPOPNOKCALIMH 10
BpemMe Ha OpeMEHHOCTTA.

Kvpuene

LinnpognokcaumH ce exckperupa B kbpmara. [lopaau noTeHUHanHUa pUCK OT CTaBHH YBpeXIaHHH,
LHnpodnoKcalHH He Tpa0Ba 4a ¢e U3non3sa Mo BpeMe Ha KbPMEHETO.

4.7 EdexTn Bbpxy cnocobnocrra 3a modupane d padora ¢ MAIIHHK

[Topaau cBOUTE HEBPONOTHYHH edeKTH, UHNPOQIOKCALIMH MOXKE Aa OKaXKE BIHUAHHE BbPXY BPEMETO
3a peakuusd. [1o To3n HauuH, cnocobHocTTa 32 WodupaHe Waun padora ¢ MaWTHHK MOXe Aa Obae

HapylleHa.

4.8 Hexe/IaHH peaKIHH

Haii-uecTo crobLliapaHuTe Hexenany gekapereeHy peakunu (HJIP) ca ranexe u guapus, nospuluane,
NpeXoAHO MOBHILABAHE HA TPAaHCAMHHA3KTE, OOpHUB H PEAKLIMH Ha MACTOTO Ha NpHJiaraHe Ha

HHPY3HHUTE,

HJIP, nojiyyeHy OT KIMHUYHK MPOYUBaHHA H OT HabAoAEHUE, CNEA NMYCKaHE Ha nas3apa Ha

urnpodokcauH (NepopaiHa, HHTPaBEHO3HA U CEKBEHLIMANTHA TEPANKA), IPYNHPAHU 10 KATErOPHH
Ha 4€CTOTA, ¢a U30POCHH NO-101y. AHANH3BLT HA HYECTOTATA B3eM2a MO BHUMAHHE NAHHWTE OT ABaTa
Ha4YHHA Ha APHIOXKEHHE, NEPOPATTHO U HHTPABEHO3HO, Ha LIMMPOQIIOKCALIHH,

Knacupuuupane YecTH HeYecTH peakH Muoro peaxu ¢ HEH3BECTHA
Nno OprafHH >1/100 (21/1000m0< | = 1/10000 po < < 1/10 000 JeCTOTA
CHCTEMH a0 <1/10 | 1/100 1/1 000 (He MOXke na
Obae
omnmpeneseHa OT
HAITHYHHTE
JaHHH).
Hudexkuru n M OuuHU
NAPAIHTO3MN CYNMEepHH(PEKUHH
Hapywenus Ha EozuHodnnns JleBKONIEHHA XeMonuTH4HA
KPbBTA H AHeMus aHeMMS
nuMoHaTa HeyTtponexuus ArpaHynouuTosa
CHCTEMA JleskounTO3a [MaHunTONEHUA
TpombounTonenus | (HKHBOTO-
Tpomboumremus 3acTpaliaBania)
[Toruckane Ha
KOCTHHUA MO3BK
(AHBOTO-
3aCTpaLIaBama)
Hapyuenus na AnepruvHu AHapUIaKTUMHH
HMYHHATA peakumH peakuuH
CHCTEMA AnepruyeH oTok/ AHaQWwiakTHueH
aHrHoeneM HIOK (XKMBOTO-
3acTpallaBaill)

(BX. Touka 4.4)
Peaxunu nonobuu
Ha cepyMHa DoJecr

Hapymweunna Ha
eHAO-KPHHHATR
CHCTEMA

CHHIDOM HA




Hapywenuna ua HamarneH XHUNeprinkeMun Xuno-
MeTabonn3-Ma H AMEeTHT XHNOTJIHKEMUS CNHKeMUYHA
XpaHeHeTo (BX. TOUuKa 4.4) koMa (BxkK. TOUKa
4.4)
[TcHXHYHHU [Tcuxomotop-Ha | O6bpkBaHe H [TIcHXHYHH peakund | MaHus
HapywmeHusa** XHUNEpaKTUs- ne30pUeHTaUu (NOTEHLHANHO XHUnoMaHus
HOCT/BB30Y Ia Peakuun Ha 3aBLPLLUBA CHC
be3nokoficTeo CYHLUHIHH
[laTonornunu HIEH/MHUCITH UK
CHHMLIA OFMTH 34
Henpecus caMOyOMACTBO H
(NoOTeHUHATHO camMoyOHiicTRO)
3aBbLPUIBA CBC (BXx. Touka 4.4)
CYHUMIHU HaeH /
MHCITH WK OTIMTH
3a CAMOYOHHACTBO M
caMOyOuicTRO)
(Bx. TO4Ka 4.4)
XanounHauuy
Hapymenus Ha [ naBobonue [lap- u MurpeHxa IepudepHa
HepBHATA 3aMatipaHe IH3ECTEIHUA HapyuweHa HEBPONATHA,
cHuecrema*” Hapywenua Ha | XHnoecTe3us KOOpAYHALNA NOJMHEBPOMNa-
ChbHA Tpemop HapyuweHa noxooka | THA
Bkycoeu [lpunaaeum (BKA. HAPYLICHHUA HA (BxK. TOuKa 4.4)
HapyuleHHA EnunentuueH OOOHATE/IHNA HEPB
CTATYC BXK. TOMKA MHTPAKPAHHMAIHA
44) XHIEPTOHHA H
Bepruro MO3BbUEH
NCEBAOTYMOP
3pHTEeNHH 3PHUTEIHH 3purenHa
HAPYLUCHHA** Hapy LEHUA aeopmaLua Ha
(ARMAONHA) LIBETOBETE
Hapywenus ua TuHuTyC
YXOTO H 3ary6a Ha cmyxa/
nabupuHra** Yspexnase Ha
cyxa
Copaeuns Taxukapaus Kamepna
HAPYLICHHA*** ApUTMHA U
Torsades de
Pointes
(cpoblzaBaHu
MPeOHMHO MpH
NauUeHTH C
PHCKOBH
daxropu 3a QT
Y AbJDKABAHE),
EKT QT-
Y AB/KABAHE
(Bk. Touka 4.4 u
4.9)*
CHHapoM Ha
Kounis
CovaoBu Basoaunarauus Backynur
HAPYILUEHHA*** XHNOTOHHA
Cuxkon
PecnupaTopus, JUCTIHER
rPbAHH H (BKNIOYHUTEITHO
MeIHACTHHANHH ACTMATUYHO
HAPYLUEHHS ChCTOAHHE)




NacTpornTecTuHa | [aneHe [ToBpbluaHE CBbp3aH ¢ npHema | IlaHkpeatur
JIHH HApPYLICHHH Huapus ["acTpovHTECTH | HA AaHTHOHOTHK
HAJTHH K KOJTUT
KOpeMHH OonkH | (MHOro paako ¢
Hucnencus BbIMOXEH (haTalieH
MeTeopHu3bM Hixon) (BXk. TOUKa
4.4)
XenaToOHAHAPHH [MTopHinaeane Ha | YepHoapoOHo YepuoapobHa
HapYLUeHHUSA TpaHc- YBpEKIaHE HEKPO3a
AMHHA3KTE XonectaTudHa (MHOrQ pAIKO Ce
[ToBUiIaBaHe HA | KBATEHHLA pa3BHUBa 10
OunupyOuH XEMaTUT )KHBOTO3aCTPAUIABR
tia yepHoapoOHa
HEXOCTAThYHOCT)
(BX. Touka 4.4)
HapyuwieHus Ha O6pus Peakuuu Ha Ilerexun Octpa
KOXKETA H [Tpypuryc dotouysctsuTenHo | Epurema reHepanu3IvpaHa
NOJKOKHHTE Yprukapus cT {B:K. TOUKa 4.4) MynTHGOpME €K3aHTEMaTo3Ha
THLKAaHH Eputrema HOAO3YM MmycTyno3a
CHHAPOM Ha (AGEP),
Stevens- JIeKapCTBEHA
Johnson peakuua ¢
(MOoTeHUHaTHO €03uHOPUNHA
}HBOTO- CHCTEMHH
3aCTPalnaBall) CHUMITTOMH
TokcHyna (DRESS)
enuaepMAIHA
HEKPOJIH3a
(MOTEHLHAIHO
HKHUBOTO-
3acTpalliasatiia)
Hapywienun HA MyckynHo- Muanrusa MyckynHa cnaboct
MYCKYJTHO- ckenieTHa 0onka | ApTpur TenaosaruHuT
CKeJ1eTHaTa (Hanp. 6onka B [ToBuuieH PynTypa Ha
CHCTeMA, KOCTHTE KpaHHHLMTE, MYCKYJIEH TOHYC H | CYXOXCHIIHETO
H Ooska B repba, | KpaMnu (mMpe AMMHO
CheAHHHTETHATA Oonka B AXUJIECOBO
ThKaR** rspOUTe Cyxoxunue) (Bx.
ApTpaiirus TOUYKa 4.4)
ObocTpaHe Ha
CUMMTOMH Ha
MHACTEHMSA MPaBHC
(BXK. TouKka 4.4)
HapyweHus HA Yepexnase Ha | bwOpeuna
OnbpeunTe 1 OnOpeunTe HeIOCTATBYHOCT
RHUKOYHHTE XeMaTypus
MbLTHINA Kpuctanypus (Bx.
Touka 4.4)
TyOynountepcTu-
LHHAJIEH
HedpHT
OO0 Peakuun | ACTeHUA Orok
HAPYIUEHHA H Ha Tpecka HanoTsaBaHe
e¢eKTH HA MSICTOTO (XHnepxuapo3a)
MACTOTO Ha Ha
NPHI0KEHHE™ ™ HHKEK-
THpaHe u
HHQYy-
3MA
Hicaeasanusa [MoBuasane B | IloBniuera amunasa

KPbBTd HA




anKajHara NaLMeHTH,

pocdarasza NeKyBaHH C
aHTArOHUCTH Ha
BUTAaMHH K)

* Te3un cuOUTHA ca CLOOLLEHH MO BpeME HA NOCTMAPKETUHIOBUA NMEPHOA U ¢ HADMIOABAT NPEIUMHO
cpell MaLMeHTH ¢ A0NbJAHUTENHH pHCKOBH (dakTop 3a QT yabaxaBane (BuxX Touka 4.4).

** CbobuaBa ce 3a MHOIO pe/lkH Cly4an Ha MPOABLIKUTENHH (00 MECELH WX TOAHHU),
MHBATHAH3IUPALLMA M MOTEHLIKANHO HEOOPATHMH CEPUO3HH JIEKAPCTBEHM PEaKLIMH, 3acAralld HIKOMKO,
MOHAKOra MHOIMO CHCTEMO-OPraHHH K1acoBE U CETHBA ( BKJTIOMUTEHO peaklLiHU KaTO TEHAHHMT,
pa3KLCBAHE HA CYXOXKMITHE, apTpaiirui, 60/ka B kpaHHULIMTE, HApYWIEHHE HA NOXOAKATa, HEBPONAaTHH,
CBbP3aHH C MapecTE3UH U HEBPAIrHiA, YMOPA, MCUXHATPHYHH CHMITOMH ( BKIIHOYHTEAHO HAPYIUCHUA
Ha ChHA, TPEBOXKHOCT, NPUCTBNH HA NAHUKA, AENPECHs H MUCIIH 32 caMOyOHIiCTBO), HapylLlleHHE Ha
MaMeTTa M KOHUEHTPAaLUATA U YBPEXKIAHE HA CIIyXa, 3pEHUETO, BKyCa U OOOHAHHETO) BbB BPb3Ka C
ynotpe0ara Ha XHHOJIOHH H (JIyOPOXHHOIOHH, B HAKOH ClIyu4aK, HE3aBUCHMO OT BEYe
ChLUECTBYBALATE PUCKOBH (akTOpH (BX. TOUKa 4.4).

***[Ipu nauxeHTHTE, NpHeMallH GNYOPOXHHOMOHH, ca CLOOIUEHU CIyYau HAa aHeBPH3Ma M IUCEKALUA
Ha aopTaTa, MOHAKOra YCIOXKHEHH NOpanH pa3kbCBaHE (BKIKOYMTENHO C JICTANICH U3X0A)
peryprutauHa/HegoCTaTbYHOCT HAa HAKOHW OT ChPACYHHTE Kiany (Bx. Touka 4.4).

CneaHuTe HEXENaHH PeaKLMM ¢€a ¢ MO-BMCOKA YeCTOTa B KATErOpUATA HA MOArPYyNMTE HA MALHEHTHTE,
MpUeMaLly MHTPABEHO3HO HIIH CEKBEHUMANHO (NMPEMHHABAHE OT MHTPABEHO3HO HA NEPOPANIHO)
NEYEHHE:

9eCTH NOBPBbLUAHE, NPEXOOHO NOBHALLABAHE HA TPAHCAMHKHA3HTE, OOpHB

peqecTH | TpoMOoLMTONEHHs, TPOMOOLIMTEMHS, OOLPKAHOCT M 1€30PHEHTALNA, XATIOLMHALIUH,
nap- ¥ AW3ECTE3Ud, NPHNAALUH, CBETOBBLPTEXK, BU3YANHH CMYILIEHHA, 3aryba Ha cyX,
TaxXHKapaHs, Ba30JHIATALIUA, XHITOTOHHA, NMPEXOAHO YepHOAPOOHO YBpekKaaHe,
XONeCTaTHYeH UKTep, 6rOpeuHa HEAOCTATBYHOCT, OTOK

PEAKH | NAaHUHUTONEHWA, KOCTHOMO3bUYHA JenpecHs, aHaQWIaKTHUYEH LLIIOK, NCHXOTHYHH PeaKLivH,
MUIpeHa, pa3TPOCTBO HAa OOOHATENHHA HEPB, YBPEXKAaHE HA CITyXa, BACKYJIMT,
NaHKpeaTHT, YepHOAPOOHA HEKPO3a, NETEXHH, Pa3KOCBaHE Ha CYXOXKHIIHETO,

IHeduampuunu nayuernmu

YecToTata Ha apTponarva (apTpairus, apTpuT), CMOMEHATH 0-rope, c€ OTHACAT A0 AaHHH, ChOUpaHu
B MPOYHBAHHATA C BB3pacTHU. IIpK neua, 3a aprponartus ce csodiasa 4ecto (Bx. Touka 4.4).

CrobliapaHe Ha MoAO3VpaHH HeXKeNaHH peakiMu

Cro011aBaHeTO Ha NMoA03YPAHH HEXEMAHHM PEaKLMK CNel pa3peluaBaHe 3a ynotpeda Ha IeKapCTBEHHS
NpoAYKT € BakHO. TOB2 NO3BONARA Aa NPOIL/DKM HaOIOASHHUETO HA CHOTHOLLECHHETO MM0J13a/pUCK 32
neKapcTBeHHA NMpoaykKT. OT MeAULIMHCKUTE CIICELMATHCTH Ce H3UCKBA ia ChoOIIlaBaT BCsaKa
NOJO3UpPaHa HeXKeNaHa peakiMs ypes

M3nbnHUTENHA areHuUMA No 1eKapeTBaTa

yi. ,,Jdamad ['pyes” Ne §

1303 Codus

Ten.: +359 2 8903417
yeOcait: www.bda.bg

4.9 IIpenozapane

CuMnTOMH
Hma cvobuieHue 3a npenosupatde ¢ 12 g, KOeTo € AOBENO A0 NEKH CHMITTOMH HA TOKCH
OCTpO npeao3upaHe ¢ 16 g e cwobineHo, ve e noeeno ao ocrpa OuOpeyHa HexocTaTbLY
CuMNTOMHTE NPH NPEAO3HPAHE Ca BUEHE Ha CBAT, TPEMOP, raBodosiue, OTNnagHanocT
XaTIOLUMHaLAH, 00bpKBaHe, abgoMuHaneH guckoMdopr, 66peuna u yepHoapoOHA HE
KAKTO U KPUCTaNypHda H XxemaTypus. UMa ¢cbolenns 3a obpaTuma 6n6peuna TokcHy




JleyeHue

OCBEH PYTHHHUTE MEPKH NMPHU CNELLHUTE CyyaH Hanp. MpeAH3BHKBaHE Ha MOBPbLAHE, MOCASABAHO
OT pHeM HA MEIMUMHCKH BBIJIEH, C€ Npenopb4Ba aa ce cieau 0bOpeyHaTa PyHKUMA, BKIIOUHTEAHO U
pH ¥ KHCENMHHOCTTA Ha YpPHHATA, aKO € HEODXOAMMO, 3a Aa Ce MPeaOTBPATH KPHCTANYpHA.
[launeHTuTe TpsabBa na ca n10Ope xuapaTUpaHd. AHTHALUMAHUTE CPEACTBA, ChbAbPXKALIH KalUMi WK
MarHe3uit Morat TeopeTHYHO Aa HamansaT abcopOuMaTa Ha UMAPOQAOKCALIHH NPH NpeA03UPAHE.

CamMo MaJIKo KotH4ecTBO OoT uunpoduiokcauuH (<10%) ce enuMUpHHpa Ype3 XeMOAHAIH3A WK
MePUTOHEAIHA HANU3A.

B cayuait Ha npeao3upate, cieqpa aa ce npujara ciMnToMatuyHo nedeHne. EKI” monuTopupane
TpaOBa aa ObaaT npeaAnpHETO, NMOpaaH Bb3MOMKHOCTTA 3a yAb/KaBaHe Ha QT nHTepBana.

5. ©®OAPMAKOJOI'NYHH CBOHCTBA

5.1 PapmakogHHAMHYHH CBROHCTBA
dapmakoTepanesTiuHa rpyna: OayopoxusHononu, ATC koa: JOIMAOD2

Mexanuzvm Ha oeticmsue.

Kato ¢1yopOXHHONOHOB aHTHOAKTEPHAJIEH areHT, OaKTepHAHOTO AeHCTBUE HA LiMNpOodOKCaLKH €
pe3yaTar oT RHXxHOHpaHe Ha aAsaTta TMna 1l Tonousomepasa (JJTHK-rupasa) v Tononszomepasa IV,
Heobxoaumu 3a Hakrepuantarta JJHK-pennukauus, TpaHCKpHITLKA, BL3CTAHOBABAHE H
peKkoMOUHaLHA.

PK/ PD ae3agumoomnowierue:.

EduxacHOCTTa 3aBHCH [MIABHO OT CHOTHOLWIEHUETO MEXIY MAKCMMAITHATA KOHUEHTPALHA B CEpYMA
(Cmax) n MmuHuManHaTa HHxHOuTOpHA KOHUeHTpaumsa (MIC) Ha unnpodnokcaumn 3a 6aKkTepruanHu
MaTOreHH M Bpb3KaTa Mexay riowta noj kpusatra (AUC) n MIC.

Mexanuzom na pezucmenmuocm:

In-vitro pe3UCTEHTHOCT KbM LHNpo(IOKCaLHH MOXe Aa Obae npuaodura upes noeraneH rpouec Ha
eneBo pasnonoxenn Mmyrauuu B JJHK rupaza u ronouszomepaza [V. Crenenra Ha KphcTOCAHA
PE3UCTEHTHOCT MEXKY LUNPOPNOKCALMH U APYTH PIYOPOXHHOJIOHH KATO Pe3yTATH € IPOMEH/IMBA.
EanauyHa MyTaUMH, HE MOXKE 1a JOBEAE N0 KNMHMHHYHA PE3UCTEHTHOCT, HO MHOTOOPOMHH MyTaLHH
OOMKHOBEHO BOAAT A0 KIHHMYHA PE3UCTEHTHOCT KbM MHOIO MJIM BCHYKH aKTHBHH BELIECTBA, B
paMKUTE Ha Knaca.

MexaHU3MHTE Ha PE3HCTEHTHOCT, YPE3 HENPOMYCKIIHBOCT H/HITH 3acarallud edaykcHaTa rnoMra 3a
AKTMBHOTO BELUECTBO MOXKE Ja HMAT NPOMEHIUB €(EKT BbPXY YYBCTBHTE/THOCTTA KbM

Gy OPOXHMHONOHHTE, KOATO 3aBUCH OT (PU3UKOXUMHYHUTE CBOMCTBA HA OTIAE/HUTE AKTHBHH BellleCTBA
B PAMKHTE HA KJ1aca U apHHUTET2 HA TPAHCTIOPTHHUTE CUCTEMH KbM BCAKO aKTHMBHO BELUECTBO. BeHuky
MEXAHH3MH Ha Pe3MCTEHTHOCT ca HabaiogaBaHH NMPH KNHHHYHH H30NaTH in-vitro. MexaHHu3MKTe Ha
PE3UCTEHTHOCT, KOUTO AC3aKTUBHUPAT APYTUTE aHTHOMOTHUM KATO HHPWITPALHOHHH OapHepH (4ecTo
npu Pseudomonas aeruginosa) n ¢(paykc MeXaHM3MH MOTAT 44 NMOBIHAAT BbPXY UYBCTBUTENHOCTTA
KbM LUNpodI0KCaLyH.

Hma crobuiesns 3a mnazMua-MeIUHpaHaTa PE3UCTEHTHOCT, KOAUPAHA upe3 qNnr-reHHu.

Cnexmvp Ha ARMUOAKMEPUARHA AKMUBHOCT.
['paHHYHM CTOMHOCTH, KOHTO OTAENAT YyBCTBUTEHHTE LIAMOBE OT LIaMOBETE C YMEpeHa
4YYBCTBUTETHOCT ¥ NOCNEOHUTE OT PE3UCTEHTHUTE LIIaMOBE:

EUCAST Ilpenopvru

Muxpoopraanimu 4YBCTBHTEJIHH pe3H ,ﬁﬂt{- Tf::
Enterobacteria 5 0,25 mp/l R > 0,9 rgpX (TR &
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Salmonella spp. S <0,06 mg/I R > 0,06 mg/l
Pseudomonas S <0,5 mg/l R > 0,5 mg/l
Acinetobacter S<I1mgl R>1 mg/l
Staphylococcus spp, S<1mgi 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 <0,03 mg/l R > 0,06 mg/l
Neisseria meningitidis S <0,03 mg/l R > 0,03 mg/l
[‘paHH4HHK cTOHHOCTH, KOUTO $<0,25 mg/l R > 0,5 mg/l
HE Ca CBBbP3aHH C OnpeaeneH

BUA*

| Staphylococcus spp. — rpaHHYHHTE CTOMHOCTY 32 LMIpodAOKCaLIMH Ca CBBP3aHH ¢ Teparnus ¢

BHCOKH A03H.

*['paHHYHHUTE CTOMHOCTH, KOUTO HE Ca CBBP3aHU C OnpeliesieH B ca onpeAeneHs rjiasHo Ha Haza
apMakoKHHETHUHHW/ PapMaKOoAUHAMHUYHH JaHHU K CA HE3ABHCHMHU OT PA3NpEAC/ICHHATA HA

MUHHMATHATA HHXUOUTOpHa KoHUeHTpauus (MIC) Ha KOHKpeTHHA BHI. Te ce H3NoN3BaT €AMHCTBEHO
332 BUJ0BE, 32 KOUTO He € onpeaeneHa rpaHHYHa CTOHHOCT 3a KOHKPETEH BHI U HE ca 3a Te3u BUAOBE,
NPH KOWTO HE C€ NMPENOPbYBA U3INUTBAHE 38 YYBCTBHTENHOCT.

PaznpocTpaHeHueTo Ha NpHAo0OUTa pe3UCTEHTHOCT MOXKE Aa BapHpa reorpad)CKki U BbB BPEMETO 3a
onpeaesieHH BHAOBE H € XKENaTe/JHO 1a HMa MecTHA HHpopMaUHA 3a pe3HCTEHTHOCTTa, 0cobeHo
KOraTo Ce JIEKyBaT TeXKKH HHDEeKLUH. AKO € HeoOXoaumo, Tpadsa Aa ce ThbpCH €KCNEPTEH ChBET,
KOraTo MECTHOTO Pa3snpoOCTPAHEHHNE HA PEIUCTEHTHOCTTA € TAKOBA, Y€ MON3aTa OT Ar€HTa NPH MOHE
HAKOW BUAOBE HH(EKLIMH € OO BbIPOC.

[ pynupaHe Ha CbOTBETHHTE BHOOBE CIIOPES YYBCTBHTETHOCTTA KbM LUNpoduiokcalHH (3a
Streptococcus species Bx. ToMKa 4.4)

OBHYAWHO YYBCTBHTEJHH BHJAOBE

AepoOnn I'paM-n0JI0KHTETHH MAKPOOPraHH3IMH
Bacillus anthracis (1)

AepobuH I'pamM-oTpARATENHE MEKPOOPIraHH3IMH
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

AHaepoOHR MAKPOOPraHU3MH
Mobiluncus

JApyra MEKpOOpPranu3MH
Chlamydia trachomatis ($)
Chiamydia pneumoniae ($)
Mycoplasma hominis (3)
Mycoplasma pneumoniae ($)

ITPOBJIEM
Aepoban I'paM-noN0XKAETEIHE MEKPOOPTrAEH3MHE




Enterococcus faecalis ($)
Staphylococcus spp.* (2)

AepolOuu I'paM-OTpHIIATEIHH MHKPOOPraHH3MH
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™

AgaepoOHE MEKPOOPraHH3MH

Peptostreptococcus spp.
Propionibacterium acnes

NPHCHINO PEIUCTEHTHH OPTAHHU3IMU

Aepobas I'paM-non0KHTEIHH MAKPOOPraHA3ZMH
Actinomyces

Enteroccus faecium

Listeria monocytogenes

AepoOnr I'pamM-oTpHIIaTEIHR MEKPOOPraHHIMH
Stenotrophomonas maltophilia

ABaepo0EH MEKPOOPraHHIMH
C u3KAIONEHUE HA NOCOYEeHUmMEe No-20pe

Apyra MHKpOOpraHH3MH
Mycoplasma genitalium
Ureaplasma urealitycum

* KnudnyHa epruKkacHOCT € A0Ka3aHa 3a YyBCTBHUTEIHHTE H30NATH MPH OA00PEHUTE KIIMHHYHHI
MOKa3aHus

+ PesuctenTHOCT YecToTa = 50% B eIHA WK NOBeYEe Abp>KAaBH-4Y1€HKU HA EC

($): EcTecTBeHO YyMEpeHa YYBCTBUTEHOCT IPH JIMIICA HA MPUAOOMTHTE MEXAHU3BM HA
PE3UCTEHTHOCT

(1): IIpoyuBanudaTa ¢a NPOBEACHH BbPXY EKCIEPUMEHTATHH XHBOTHH NPH HHPEKLMH B pe3yITaT Ha
MHXANAUKK Ha cnopy Ha Bacillus anthracis; Te3W NpOy4BaHKA NOKA3BAT, Y€ aKO aHTHOMOTHYHOTO
JICYSHHE 3aMOYHE BEAHAra Cie/ eKCrno3suuusTa ce M3bsarsa pa3BuTUeTo Ha OonecTTa, Kato
JIEYEHHETO CE CLCTOH B HAMAIABAHE HA OpOs HA CHOPHTE B OPraHU3Ma 10/ 3apa3HUTE JO3M.
[lpenopbuaHaTa ynorpeba npu xopa, C& OCHOBABA [NIABHO HA in-vifro YyBCTBUTEIIHOCT H Ha
€KCIIEPUMEHTA/IHY AAHHH C JKMBOTHH, 3a€IHO C OrpaHHUYeHHU JaHHH NpH XopaTa. JiByMeceuHaTa
NPOAbJBKMTETHOCT Ha JICUEHHUETO NPU BHIPACTHH ¢ NEPopaneH LUnpoQIoKCalH Ce U3BLPILH B
cneaHuTe 1033, 500 mg OBa MbTH JHEBHO U C€ CUMTAT 3a €(PEKTHBHH 3a NPeJOTBPATABAHE Ha
aHTpakCHa HHpeKLHA npH YoBeka. JlekyBawure nekapu TpabBa n1a HanpasaT ClIpaBKa
HALMOHAJTHMTE WIIH MY>KIYHApPOAHUTE KOHCEHCYCHHA JOKYMEHTH NO OTHOLUEHHUE HA JICYEHHETO HE
aHTPAKC.

(2): MeTHUMNUH PE3UCTEHTHHU S. qureus MHOTO 4€CTO NOKA3BAT KPbCTOCAHA PE3HCTEHTHY
dayopoxrnHononuTe. CTeneHTa Ha Pe3UCTEHTHOCT KbM METHLUWINHA € okoo 20 go S0%
BCHYKH BH0BE CTA(PHIOKOKH H OOHKHOBEHO € MO-BUCOKA NPH BHTPEOOTHHYHH H30NA




5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbyun
Chen vHTpaBeHO3HA MHOY3UA Ha LHNPOQIOoKCaLMH B Kpas Ha HHQY3KA C€ JOCTHIaT CPEAHMTE
MAKCUMAJIHH CEPYMHH KOHLEHTpauuu, ®apMakoKHHeTHKa Ha LUMIMPO(IOKCALMH € JIHHefiHA B 1O30BUS

o6xBat a0 400 mg, NnpunoXeH HHTPABEHO3HO.

CpaBHeHue Ha HapMAKOKHHETHUYHHTE NapaMeTpy NPy AO3HPOBBLYEH PEXXUM [1Ba [MTbTH HA JE€H H TPH
NbLTH Ha JEH NMOKa3Ba, ue HAMA JAHHH 33 HATPYTIBAHE Ha JIEKAPCTBOTO - UMIPOPUIOKCALIMH H HETOBUTE

MeTaOONMHuTH.

60-MHHYTHA MHTPaBEeHO3HA HHPY3HA Ha 200 mg uunpodIOKCALMH UTH NEpOPATTHO MPHIOKEHUE HA
250 mg unnpoduokcaltMH, KaTo ce npwiara Ha BCekM |2 yaca, MMAT €KBMBAJIEHTHA IUIOLL MO
KpHBaTa cepyMHa koHueHtpauus/ speme (AUC).

60-MHHYTHA HHTpaBeHO3HA HHOY3HA 0T 400 mg uunpogdaoxkcauuH Ha BcekH |2 yaca e
OuoexkeusanenTHa Ha 500 mg nepopanna n03a Ha BCekd 12 yaca no oTHowenne Ha AUC.

400 mg uHTpaBeHO3HA A03a npunarasa 3a 60 MuHyTH Ha BcekH 12 yaca BoaH 00 Cpax CXOOHA C Ta3H,
HabmoaaeaHa ¢ 750 mg nepopainHa nosa.

60-MuHyTHA HEPY3Ha oT 400 mg uunpodroKcalMH Ha BCEKH 8 yaca, € eKBHBANEHTHA IO OTHOLLEHHE
Ha AUC Ha nepopanna no3a 750 mg Ha BcekH |2 yaca.

Paznpegenenue

Cepp3BaHeTO Ha LIMNPOQNOKcaUHH ¢ NpoTeHHH € HUucko (20-30%). LiunpognokcaunH npucsLcTsa B
niasmara 4o rojasMa CTeneH B HeiloHu3KupaHsa gopMa X UMa roaaM obeM Ha pasnpenencuue 2/3 L/ kg.
LHunpodnokcauy 10cTHra BUCOKH KOHLUEHTPALIMM B Pa3lIMYHH ThbKaHH, KaTO HanmpuMmep denus apod
(ermMTENHATA TEYHOCT, aNBEONapHHTe Makpodary, OHONCHYHA TbKaH), CHHYCHTE, Bb3NAJCHH J1€3HH
(KaHTapuHa MeXypHa TeUHOCT), KAKTO H B YPOrCHHUTAIHHUA TPAKT (YPHHA, [MPOCTara, CHAOMETPUYM)
KBbIEeTO 0011aTa KOHLEHTPALHA, NPeBMLLAaBa Ta3Hu, JOCTHIHATA B [L1a3Mara.

Memaboauzwvm

HHCKH KOHMLIEHTpaLMK Ha YeTHPH MeTabonuTa ca OMnH cbobileHH ¥ ca O HACHTUDULIMPAHH KaTo:
neseruwneHendnpodnokcaumrt (M 1), cyndouunpodnaokcauun (M 2), okcouunpodnokcaun (M 3) u
dopmunuunpodnokcaunH (M 4). Meraboanture nokassar in-vifro aHTUMHUKPOOHa aKTMBHOCT, HO B
NO-HHUCKA CTENEH, OTKOJKOTO Ta3d Ha U3XOAHOTO CheAHHEHUE.

3Hae ce, ue uunpoduokcaitud e yMepeH HHXuoutop Ha CYP 450 1A2 H3oeH3uMH.

Enumunupane
Liunpognokcauut A0 rojsamMa CTeneH ce EKCKpeTHpa B HEMPOMEHEH By upe3 0bbpeumTe, KakTo U B
Nno-Majika cTencH 4ypes ¢eueca.

ExckpenHs a2 nunpodaoxkcansy (Yo or 103aTa)

Ilepopanso NpHIGKEHHE
YpHHa Denec
LiunpodaokcaluH 61,5 15,2
Metabonutn (M-My) 9,5 2,6

buOpeunnat knupbHe € Mexay 180-300 ml/kg/h, a obwuar xnupshe e mexay 480-600 mlk
[lunpodnokcaunH ce noanara Ha rioMepynHa dunrpauns 1 TyOynaHa exckpeuns. Texkg/Agge
OnOpeuHa PyHKLIHA BOAH A0 YABDKEH MOMYKHBOT Ha uunpodaokcauus Ao 12 yaca. /

ExcTpapeHaTHis KIMPBHC HA UMNPOGIIOKCALHH €€ AB/DKH OCHOBHO HA aKTUBHATA TPaH§-
HHTECTHHAJTHA ceKpeLus U MeTabonusm.




1% oT no3ara ce eKkCkpeTHpa 4pe3 dibukara. [lunpodnokcaiivt ce HaMupa B AITHYKATE BB BUCOKA
KOHUEHTpAaLHA.

Ileduampuyunu nayuernmu
DapMaKOKHHETHYHHTE AAHHH MNPH NEAHATPHUYHH NMAaLUMEHTH, €4 OrPaHHUCHH.

B eano npoyusaHe npy aeua Cmax 4 AUC He 3aBUCAT OT BBh3pacTTa (Hal €4Ha roaHiliHa Bb3pact). He
¢ HabntoaaBaHo 3HavKTENHO NoBULIaBaHe Ha Crnax U AUC cnien MuorokpartHo nosupane (10 mg/kg
TPH bTH AHEBHO).

[Tpu 10 neua ¢ Texxbk cencuc Cmax € 6una 6,1 mg/l (amanasona 4,6-8,3 mg/l) caen 1-uacosa BeHo3Ha
nHGy3Hg Ha 10 mg/kg npy neua Ha Bb3PaCT no-mManky or 1 roauHa B cpaBHeHue ¢ 7,2 mg/l (ot 4,7 -
11,8 mg/l) 3a neua Ha Bbv3pacT Mexay 1 ¥ 5 roavuna sw3pact. AUC cTolHOCcTHTE ca OUTH

17,4 mg*h/L (auanazon 11,8-32,0 mg*h/l} n 16,5 mg*h/l (ananason 11,0-23,8 mg*h/l) B croTBeTHHTE
Bb3PACTOBY I'PYIIH.

Te3u CTORHOCTH ca B rpaHWUMTE, OTYETEHH NPH Bb3PACTHH B TEPANEBTUYHHU N03H. Bb3 0CHOBA Ha
NnonyMalUNOHHHUS PapMAKOKHMHETUUEH aHANH3 HA NEAHATPHUYHH NAUEHTH C PaNTUYHK HHPEKLHH,
NPEANONaracMUaT CpEeACH NOMYXHBOT NPU AeLaTa € NpHoH3uTenHo 4-5 yaca v OMOHANIHYHOCTTA Ha
nepopanHara cycnexsua sapupa ot 50 go 80%.

5.3 [IpeaxkneHuAYHHE JAHHH 32 (e30MacCHOCT

HexknHHUYHHTE JaHHHU HE NMOKA3BaT OCOOEHHU PHCKOBE 3a XOpaTa Ha 06a3a Ha KOHBEHLIHOHAJTHHUTE
POY4YBaHHA HA EOHOKPATHA 1033 TOKCHYHOCT, TOKCHYHOCT fIpH MHOTOKPATHO NPHIIOKEHHUE,
KaHUEPOTr¢HEH NOTEHUMAJ, WM PENPOAYKTHBHA TOKCHYHOCT.

[Togo640 Ha peamua Apyrd XHHOJMOHH, UMITPOGAOKCALHH € POTOTOKCHYEH MPH >KMBOTHH NPH
KITHHUYHO 3Ha4YHUMH HHUBA Ha eKcno3uuma. Jauuure 3a poroMyTareHHOCT (POTOKAPLHMHOTEHHOCT
nokassar cjaabu GoToMyTareHHH UIH POTOTYMOPOreHHH €EKTH Ha UMOPOPIOKCALIUH B ONUTHTE in-
vitro v npH xuBoTHHUTE. To3u epexr € OUN CpaBHHM C TO3H HA APYTUTE THPA3HH HHXHOUTOPH.

Cmasna nonocumocm:

Kakro ce cbobiaea 3a apyrure rupassd HHXUOUTOPH, UHNPOPIOKCALMH NPHYHHABA YBPEKIAHE HA
rONEMHTE HOCEILH CTaBH NPH HEAOHOCEHH XXHBOTHH. CTEINEHTA HA YBPEKIAHE Ha XpYLIAJla BapHpa B
3aBUCUMOCT OT Bb3pacTTa, BUAA U 103aTa; YPEIKIAAHETO MOXKE 1A CE HaMAaJIH, Ype3 NpeMaxBaHE Ha
HATOHBApBaHETO Ha ctasuTe, [IpoyuBaHUsATa CbC 3peNH KHBOTHH (FUTLXOBE, KY4ETa) HE JaBaT
NOKAa3aTe/ICTBa 3a YBpeXKAaHe Ha Xpyluana. B eaHo npoyusaHe npu M1aauM Ky4deTa roHYeTa,
UUNpodoKCalMH NPHYHHABA TEXKH CTABHH NPOMEHH B TEPANleBTHYHHU J03H, Clie/l ABe CEAMMLIH Ha
JIEYEHHETO, KaTO T€ BCE OLUE ¢e HAbnAaBaT K cnel 5 Mecela.

0. PAPMAUEBTHYHHA JAHHH
6.1 ChnHchbk HA DOMOIMHEHHTE BeHIeCTBA
M1e4HA KUCeJIHHA

HATPUEBR €ACTAT

KOHLIEHTPUPAHA CO/THA KUCEHUHA

BOOA 338 HHXKEKLUH

6.2 HecbBMeCTEMOCTH

HBK&PCTBOTO HC TpﬂﬁBa Oa CC CMCCBA C ApVYIK JICKapCTBa, OCBCH TC3H CIIOMEHATH B TOU

OcBeH aKko He € NOTBLPACHA ChBMECTUMOCTTA ¢ APYTH Pa3TBOPHU/IeKapCTBa, UHPY3HOHI
TpaOBa BHHArM Aa Ce NpWiara oTACNHO. Buaumure npu3Hauy Ha HECHBMECTUMOCT ca




MOMBTHABAHE W MPOMAHA Ha UBETa. HecHbBMECTHMOCT Ce nNoABABa NMPH BCHUKH UHDY3HOHHH
pa3TBOPH/NEKAPCTBA, KOWTO €2 PUIHYECKH HITH XUMHYECKH HecTabuaHu npu pH Ha pasteopurte
(Hanp. NEHULUNMHMU, XENAPHHOBH PA3TBOPH), OCOOEHO B KOMOMHALIUA C Pa3TBOPH, KOPHIHPAHHU A0
ankanHo pH (pH Ha pa3srBopute Ha Lunpodaokcauus: 3.9 — 4.5),

6.3 Cpok naroagunocr

5 roauHM

6.4 CroeuxanRy yC/I0BHS HA ChXPAHEHHE

Ja ce CbXpaHsaBa B OpMIrHHAIHATA ONAKOBKA, 33 Na C€ NpeAna3yu OT CBET/IHHA.
To3u tekapcTBEH NPOAYKT HE U3UCKBA CMIELHAIHH TEMNEPATYPHU YCIOBUA 33 ChXPaHEHHE.

6.5 BsaH cCBLALpXKAHHE HA ONNIAKOBKATA

5 amnyau no 10 ml oT KOHUeHTpaTa 3a uHPy3uoHeH pasteop 100 mg/ml, B KyTus.

6.6 CunenuaaHu npeanasHu MepKH 3a ynotpeba

KoHueHTpaTsT 32 HH(PY3HOHEH pa3TBOp TpA0OBa Aa ce paspexa HENOCPEACTBEHO NpeAU NpUIoKeHUe.
Haii-mankoTo koauuectBo € 50 ml.

[{MnpyuHON KOHLUEHTPAT 3a HHTPaBEHO3HA HH(PY3Us € CBBMECTHM ¢ (PH3HOIOTHYEH Pa3TBOP, Pa3TBOP

Ha PrHrep, pasrsop Ha XaprMmad (Punrepos nakrar), 5% wan 10% rarokosen pasreop, 10% pasrBop
Ha ¢pykTo3a H 5% rarokoszeH pasteop ¢ 0,225% NaCl unu 0,45% NaCl.

7. HNIPHTEXATEJI HA PAZPEILIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smalje§ka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PA3PEIIEHHUETO 3A YIIOTPEBA

Per.Ne: 20000524

9. JAATA HA ITBPBO PAZPEINIABAHE/TIOJHOBSABAHE HA PASPENIEHHETO 3A
YIIOTPEDBA

Hara Ha mepBO paspewiaBaHe: 08.09.2000
Jlata Ha nocneaHo nogHoeasaHe: 20.06.2011

10. HATA HA AKTYA/IMIUPAHE HA TEKCTA
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