KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



. HUME HA JIEKAPCTBEHHMS IMPOAYKT o000V ? -~

unpuHo 250 mg duamupaHu TadbneTKH

unpunon 500 mg GpuaMupanu TabaeTKH FL5/6 -

0 6 -08- 2026

Ciprinol 250 mg film-coated tablets
Ciprinol 500 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

[lunpunon 250 mg ¢puamupanu TablIETKH

Beska dunamupana tabnetka cbabpka 291,0 mg uMnpodiokcaluHOB XHAPOXJIOPH/ MOHOXH/IpAT
(ciprofloxacin hydrochloride monohydrate), ekBuBanenteH Ha 250 mg uMnpogoKcaluH
(ciprofloxacin).

[{unpunon 500 mg ¢puamupanu TadieTKu

Besika dunmupana tabnerka cbabprka 582,0 mg uunpodiokcauMHOB XMAPOXJIOPHI MOHOXH/IpaT
(ciprofloxacin hydrochloride monohydrate), exkBusanenten Ha 500 mg umnpodokcaumH
(ciprofloxacin).

3a MbJIHUSA CMUCHK HA MOMOIIHUTE BELLECTBA, BUKTE TOUKa 6. ]

3. JIEKAPCTBEHA ®OPMA

¢uamupaHa tadneTka

[[unpuHoa 250 mg puiamupaHu TabneTku

TaGnerkure ot 250 mg ca 6enu, Kpbriv, GUIMHUpaHH TaDIETKH, IN1aJKH OT €/1HaTa CTpaHa U ¢
JICJIMTEJIHA YepTa OT Apyrara.

TabnerkuTe morar /1a ce pa3aesisT Ha €IHAKBHU MOJOBHUHH.

[lunpuuon 500 mg ¢puamMupanu TabIeTKH

Ta6nerkuTte ot 500 mg ca 6esnu, oBajHU, GUIMUPAHHU TAONETKH, IJ1aJAKH OT €/1HaTa CTpaHa H C
JeJINTETHA YepTa OT Jpyrara.

TabnerkuTe Morar 1a ce pa3ie/isaT Ha €1HAKBH [MOJIOBHHH.

4. KJIMHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHHA

[lunpuHon ¢punmupaHu TabIeTKH ca MOKA3aHM 3a IeYEHHUE HA ClIeAHUTE HHPEKUMH (BHKTE TOUYKH 4.4
u 5.1). CneumnasiHO BHUMaHHKeE cie/iBa a ce 00bpHE HAa HaJIMYHaATa MH(pOpPMaLIKA 32 PE3UCTEHTHOCT

KbM LIMNPO(DIOKCALIMH MPEJAX HAYaJ0TO Ha JICYEHUETO.

Tpabsa na ce uma npeaBua 0PULHATHOTO PLKOBOACTRBO 3a MNOAXOAALLO H3I0/13BaHEe Ha
aHTHOAKTEepHAJIHU CPEJICTBA.

Bw3pacmuu
- UHdekuun Ha NOJHUTE AUXaTeIHU MbTULLA, NTPUYHHEHH OT | pam-oTpHua
- ek3alepOalus Ha XpoHHYHa oOCTpYKTHBHA OenoapoOHa bonec
[Tpu oOocTpsiHe HA XpoHHYHA OOCTPYKTHBHA OenoapodHa doe 1y
TpsAAOBa /1a ce W3M0J13Ba CaMO KOraTo Ce CHMTa 3a HEernoaxoasiua EONREED ff




aHTHOaKTepHalHH CPEACTBA, KOMTO OOM4ANHO CE NPETNOPBHUBAT 3a IEYEHHE Ha TE3H
HHEKLHH.
- HHbEKLHU] Ha OpoHxuTe W Benua Apod npu kUucTo3Ha GUdPO3a UK OPOHXHEKTA3HH
- NMHEBMOHHA
- XPOHHUYHO CYNypPaTHBHO BbH3NAJECHUE HA CPEAHOTO yXO.
- OcTpa ex3alepOdauna HA XpOHUYEH CUHY3HUT, 0CODEHO aKO TOU € npuUuHeH oT [ pam-
oTpULaTeNnHH DakrepHu
- Hudekunu Ha NMKOYHUTE MBTHILA
- ODMKHOBEH HEYCMOXKHEH OCTBP LIHCTHUT
[IpH HEYCNOMKHEH OCTBP LIMCTUT TpAOBa 1a e M3N0/138a CaMO KOraro ce CHHTA 3a HENOoAXoaA11a
ynorpebaTa Ha ApyrH aHTHOAKTEpHAIHU CpeJCTBa, KOUTO OOMUAHHO Ce NpernopbYBar 3a JIeUeHHe Ha
Te3H HHPEKLUH.
- OCTBP NUENOHEDPUT
- YCIOXXHEHH HHQEKLKH Ha MHKOYHUTE MbTULIA
- BaxkrepuwaneH npocTaTHT
- Hudexuuu Ha NONOBUTE NBTHLIA
- FOHOKOKOB YPETPHT # LEPBHUMT, TPUYHHECHH OT YYBCTBUTEIHH
Neisseria gonorrhoeae
- OpXHENHAHAHMHT, BKNIOYHTEITHO CY4aHn, NPHUUHEHH OT YyBCTBHUTEJIHH
Neisseria gonorrhoeae
- Bh3MAJIEHHS B MAJIKHA Ta3, BKIIOUYHUTEIHO CYyHaH PUYHHEHH OT HYBCTBUTENHU
Neisseria gonorrhoeae
- HHdexiiuy Ha CTOMAIIHO-YPEBHHS TPAKT (HAMp. MbTHHYECKA JHAPHSA )
- HutpaabaoMHHaANHHA HHPEKLWH
- Hudexunn Ha KoXKaTa U MEKUTE TbKAHHW, NPHYHHEHH OT | paM-oTpULAaTENHH OaKTepHH
- 3A0Ka4YECTBEH BLHLICH OTUT
- HNHudexuyu Ha KOCTHTE K CTaBUTE
- [Tpodunaxrrka Ha WHBa3UBHU HHEKUWH, TPUIHHEHH OT Neisseria meningitidis
- MHxanatopeH aHTpakc (NpodunakTHka cnej U3laraHe U ne4eHue).
[unpodnokcaluH MOXe Aa ce MpHiara B JICHEHUETO Ha MAUKUEHTH C HEYTPOTICHHA C TPECKA, 33 KOATO
ce Mpearnonara, 4e € npuuuHeHa ot SaxrepranHa HHPEKLH.

Heya u ronouiu

- Bponxo-nynMoHanHH HHEKUWH, npuuuHeHH OT Pseudomonas aeruginosa, 1py NalHEHTH C
KHcTo3Ha pubposa

- YCnoxHEeHH ypyHaApHH HHDEKLIHH U OCTBP NHEJIOHEDPHT

- BauiwiBaHe Ha aHTpakc (NPOoQHIaKTHKA CNAEA U3NaraHe M JICUeHHUE).

[ [unpodokcausH MOXe ChILO Ja C€ H3TOM3Ba 32 JEUEHHE H Ha TEHKKH HHPEKLIKWH NpH JeLa H
IOHOLIM, KOTaTO CE CYHTA, Y€ TOBA € HeOOXOIHUMO.

JleuenueTo TpaGBa Oa ce 3aNOYHE CAMO OT JICKAPH, KOHTO HMAT OfIHT B JICYEHHETO HA KHCTO3HA
¢pubpo3a WHIH TexKH HHPEKLIMH NPH Aeua U IOHOLWIH (BXK. TOUKH 4.4 K 5.1).

4.2 [lo3apoBKxa H HAYHH HA NPHJIOKEHHE
Jlo3aTa ce onpenens OT HHAHKALMATA, TEXKECTTA U MACTOTO Ha MH(EKIUATA, UyBCTBHTETHOCTTA KbM
nHnpodIoKcallMH Ha NPUMUHATENA (MTE) H OT CHCTOAHHETO Ha OBOpeuHaTa (PyHKIMA HA NALMEHTA.

an Aela H IOHOUIH A03dpOBKAaTa CE€ Onpeneiia Ha TCJICCHO TErO.

[1poaLmKUTENHOCTTA HA JIEYEHHETO 3aBHCH OT TEKECTTA HA 3a00/19BaHETO, OT KAHHHY
NpoTH4YaHe U DAKTEPHONIOrHYHOTO Pa3BHTHE.

Ha APYrd NOOXONALIH aHTUOAKTEPHANHH CPECTBA.



JleueHneTO HA HAKOH HHGEKUMHA (Hanp. Bb3naneHue B MalK1a Ta3, HHTpaabIOMKUHAIHH HH(EKLUHH,
HH(}eKUWH NPy HEYTPONEHHYHH NAUHEHTH H HHPEKLIMA HR KOCTH Y CTABH) MOXKE Na U3HCKBA

e IHOBPEMEHHO MPUJIOKEHHUE U HA APYTH MOAXOAALUN AaHTHOAKTEPHANHH CPENCTBA B 3aBUCHMOCT OT
YyBCTBHTE/JHOCTTA HA NATOr€HHUTE NPHYHHHUTEINH.

Bwv3pacmnu

Ilokazanue

JAHeBHA 1032 B mg

Oéma npoABL/LKHTETHOCT
HA JICYeHHeTo
(BL3MOKHOCT 32
3anouyBaHe HA

NLPBOHAYAIHO
NAPEHTEPATHO JICHEHHE C
NHOpodIOKCANHH)
Hudexunn Ha QONHHTE AUXATEAHHU MBTHILA 500 mg aBa NbTH 7 8o 14 puu
AHeBHO A0 750 mg
[Ba NbTH JHEBHO
HUndexkunn Ha ropHn | Octpa exzauepbauma | 500 mg apa muTH 7 no 14 guu
IHMXATENHH MbTHILA Ha XpPOHHYHH OHEeBHO g0 750 mg
CHHY3HTH OBa NbTH JHEBHO
XpOHHYEH 500 mg aBa mbTH 7 no 14 auu

CYIMypPATHBEH OTHUT

OHeBHO 10 750 mg
[Ba MLTH AHEBHO

310KavueCcTBeH
BbHIIIEH OTHT

750 mg aBa mbTH
JAHEBHO

28 a4M 1o 3 Mecena

YpHHApHHU HHPEKLUHUH

(BX. TouKka 4.4)

HeycnoxHeH ocThp
LIUCTHUT

250 mg aBa NuTH
auesHo Ao 500 mg
JiBa ITbTH AHEBHO

3 OHH

[lpH xkeHH B NpEeMEHONAY3a MOXE [1a C€ H3NOI3Ba
eqHOoKpaTHa no3a ot 500 mg

YCNOXHEH LIUCTHT,
OCTBbP [THENOHEPPHT

500 mg aBa mbTH
JAHEBHO

7 NHU

YCcnoxHeHu 500 mg aBa nbuTH [Tone 10 nHu, Moxke na
nuenoHedpUTH aHeeHO 1o 750 mg NPOABJDKHU M NO-ABITO OT 21
ABa MbTH AHEBHO IHH MpH HAKOU CneUMPUIHH
obcroaTencTna (KaTo Hamp.
abiiecn)
bakTrepuaneH 500 mg aBa meTH 2 0o 4 ceamuuM (ocThp) U 4
MPOCTATHT AHeBHO A0 750 mg a0 6 ceaMHLH (XpOHUYEH)
ABA MLTH JHEBHO
Hudexkunu Ha ["'oHokokos yperput | 500 mg karo | aeH (eaHoOKpaTHa 4034)
YPOreHUTATHHA H LIEPBHLNT, eIHOKpaTHa 1034
TPaKT MPUYHHEHH OT
YyBCTBHUTE/IHA
Neisseria
- gonorrhoeae

OpxuenuaeMuT H
Ta30BA
Bb3MNAJIUTE/HA
Oonecr,
BKJIIOUHUTETHO
ciiy4au, NPpUYAHEHH
OT YYBCTBHTEJHA

500 mg nBa mpTH
AHesHO 1o 750 mg
ABa MbTH JHEBHO

node 14 oquu




Neisseria

gonorrhoeae
["acTpo- Hunapus npruudHena | 500 mg aga NbTH | neH
UHTECTHHAIHU H oT HakTepuHanHH OHEBHO
UHTPaaOAOMHHAIIHM | areHTH BKN. Shigella
HHPEKLIHUH SPpP. pa3/IHYHH OT
Shigella dysenteriae

TAN | H eMIUPHUYHO
NeYeHHE Ha TEXKKa
NbTHUYECKA QHADUA

Huapusa npuunkeda | 500 mg asa nbTH 5 AHM
ot Shigella dysteriae | nHeBHO
THN |
Iunapus npuunHeda | 500 mg aBa mbTH 3 AHM
or Vibrio cholerae AHEBHO
Tudouana Tpecka 500 mg asa nbTH 7 IHU
AHEBHO
Hutpaaboomunanuu | 500 mg apa nbTH 5 no 14 puu
HHpEKLUH AHeBHO no 750 mg
IIPUYMHEHHU OT [ paM- | ABA MbLTH JHEBHO
OTPHLIATENHH
Oakrepuu
Hudexuun Ha KoXkaTa M MEKHTE TbKaHH, 300 mg oBa npTH 7 1o 14 nuu

npuuHHeHHu or ['pam-oTpuuarenty 6akrepun | aveBHO 10 750 mg
ABa IbTH AHEBHO
HH}ekuHn Ha KOCTUTE M CTABHUTE 500 mg nea nmbTH MakcumanHo a0 3 Mecena
AHEBHO A0 750 mg
[iBa ITbTH AHEBHO

[TauueHTH ¢ HEYTPONEHHUS ¢ Tpecka, 3a KoaTo | 500 mg nsa NbTH JleueHuero Tpabsa na
ce npejnojara, 4e € npuuYHHeHa ot AHeBHO a0 750 mg NPOABLIDKA Npe3 Lenus
baxrepuanHa uHdekuua Liunpodaokcauux JiBa TbTK JHEBHO NepHoa Ha HEYTPONEHUATA

TpaOBa Aa ¢e Npuiara ¢ IHOBPEMEHHO ¢
noaxoasiy) aHTubakTepuanHu CpeacTBa
ChIIACHO OPHULIHATHHTE NPENOPBKH.

[IpogunaxkTHKa HA HHBa3HBHH HHOEKUMHH, 500 mg karto 1 nen (eaHOKpaTHA 103a)
NpU4YHHEHH OT Neisseria meningitidis €HOKpaTHa A03a

BauiuBaHe Ha aHTpaKkc, npopunaktuka ciesg | S00 mg nsa nby 60 IHU OT NIOTBBPIKAEHHETO
EKCNO3ULIMA W NOCNEARAILO NCYECHHUE 34 X0pa, | AHEBHO 3a excno3uuug ¢ Bacillus
KOHUTO MOrar na Onaat Ha nepopanHo anthracis

JIEYEHUE, KOraro € ymectHo. [IpuemMaHeTo Ha
NeKapcTBOTO TpAOBA Aa 3anmoiHe KOJKOTO
MOJKE MO-CKOPO clie]l NOTBbLPXKAaBaHe Ha
eKCIMO3HULIUATA.

Ileduampuuna nonyrayus

Ioxa3zannsa JAneBna 103a B mg Ob6ma npoAL/IKATETHOCT HA
JiedeHHeTO (Bb3MOKHOCT 3a
3an04YBAHEe HA MbPBOHAYANHO
NapeHTepPATHO JICIEHHE C
NHOPOPIOKCANHH
Kucrozna pubdposa 20 mg/kg npa mbTH aHesHo | 10 no 14 gun
KaTO MakCUMalHaTa
eIHOKpaTHa ao3a e 750 mg




YenoskHedn ypuHapHu uHgpekuuu | 10 mg/kg na mvtu auesHo | 10 no 21 auu
H OCTBP MHETOHEDPUT no 20 mg/kg nBa nuTH
NHEBHO KATO MaKCUMasHaTa
eAHOKpaTHa ao3a € 750 mg

BauiiBaHe Ha aHTpakc, 10 mg/kg aBa mbTH AHeBHO | 60 AHH OT NOTBBPXKAABAHE HA
npodunakTuka cnes ekcno3muya | ao 15 mg/kg aga nbTH excnosvumaTa ¢ Bacillus

Y MOCAEABALIO NEYCHHE 3a XOpa, | AHEBHO KATO MAaKCHMMAajiHaTa | anthracis.

KOUTO Morar aa 0bJar Ha eaHOKpaTHa no3a e 500 mg

IepPOPATHO JICYSHHE, KOTaTo €
KITMHUYHO YMECTHO. [IpruemMaHeTo
HA IEKapCTBOTO TPAOBA na
3aMO4YHE KOJIKOTO MOXKE MO-CKOPO
cie/ MOTBbPXKAAaBaHe HA
€KCMO3ULIHATA.

JIpyry TeXKH UHPEKUHH 20 mg/kg osa nbvTH aHeBHo | Cnopen suaa HAa HHexUMATa
KaTO MAKCUMAJTHATA
¢xHoKpaTHa ao3a € 750 mg

Cmapuecxa ev3pacm
[TaLMeHTHUTE B CTapyYecKa Bh3pacT TpabGBa 1a nony4asar 0o3a, chodpa3eHa ¢ TeKeCTTa Ha HHQeKLHATa

M KPEaTHHMHOBUA KJIHPBHHC Ha NALMEHTA.

Ilayuenmu c 6vbpeuro u ueprHoopobro yepeacoane
[lpenopbUHTEAHH HaYaJiHH H NOAABPKALLH JO3H 33 NALKEHTH C yBpeeHa OL0peuHa ¢yHKUMA:

KpeaTHHRHOB KJIRPBHC Cepymen IMepopouana no3a
[ml/min/1,73m?] KpeaTHHHH [mg]

[umol/]]
> 60 <124 Bux obHuaiiHaTa J03HPOBKA.
30 — 60 124 — 168 250-500 mg Ha 12 yaca
<30 >169 250-500 mg Ha 24 yaca
[TauneHTH Ha XeMoOaHanU3a >169 250-500 mg Ha 24 vaca (cnen

AHANH3ATA)

[larigeHTH Ha NEPUTOHEATHA >169 250-500 mg Ha 24 yaca
Ouanu3a

[Ipy mauueHTH ¢ HapyLIEHa YepHOAPOOHa QYHKLMA HE C€ Halara KOpHMrupaHe Ha 103ara.
Jo3zupaHeTo nNpu aeua ¢ HapyuieHa ObOpeuna Wi YepHoapoOHa QyHKIMA HE € OHIIO NMPOY4BAHO.

Hauun na npunoxcernue
Tabnerkure Tpsabea Aa ce nornsiuat 6€3 Ja ce ALBYAT, ¢ TEYHOCT. Te MoraT fa ce mpueMar
HE3aBHCHMO OT XPaHEHETO. AKO C€ NMPHEMAT Ha Mpa3eH CTOMAaX, AKTHBHOTO BELIECTBO ce abcopOupa
no-6up30. Tabnerkure uuMnpoduoKcaLxH MOXe [a ce NMpHUeMar No BpEME Ha XPaHEeHHs, ChAbPIKalH
MJICYHH NPOAYKTH WK oforareHd Ha MuHepanu HanuTkH. Obaue TabieTkuTe UMNPOQIOKCAUUH HE
TpaAOBa Aa c¢ NpUIaraT eAHOBPEMEHHO € MJICYHH NPOAYKTH (Hanp. MpACHO MIIAKO, KHCENO MIIAKO) WK
oforareHH Ha MHHEPaIM HAaNUTKH (Hanp. odoraTeH Ha KaJLMil MOPTOKAIOB COK), KOraTo Te3H
NPOXYKTH WIH HAMUTKH C€ MPHEeMAT CAMOCTOATEHO OTACIHO OT XpaHeHusATa. CneosaTeTHO
TabaerkuTe unnpodonkcaudH Tpabea aa ce npuiarart WM 1-2 yaca npeau, WM Hal-Manko 4 yaca
cieq MIeYHH NMPOOYKTH WiH 000raTteéH Ha MHHEpATH HaNHTKH, KOraTo TE3H NPOAYKTH M /
CH MPHEMAT CAMOCTOATENHO OTAENHO OT XPAaHECHHATA, KAKTO CE NPENOpPbUBA 34 JIEKAPCTRE
CbhAbPKALIMA KaNUuUi (Bxk. Touka 4.5, naparpag XpaHa H MJICUHH NPOAYKTH).

[Ipy TeXKKH Cy4au WK NpYU NAUMEHTH, KOUTO HE MOTAT Ja NpHemaT TabnaeTKH (Hanp.
NapeHTepanHO XpaHeHe), e NpenopbYBa JECYEHHETO Ja 3aM0YHE ¢ HHTPABEHO3EH LIUMP
[a ce NPeMUHE Ha NEePOPaNHO JIEYEHHE NPH IbPBa Bb3MOXKHOCT.




Axo Gbae nponycHaTa 103a, T4 TpaOBa n1a 6b1e NpHeTa No BCAKO BpPEME, HO HE M0-KbCHO OT 6 Yaca
nmpead CNeABalaTa niaHupaHa 403a.

AKO OCTaBaT No-MaJIKO OT 6 yaca o cnejBaliarTa Jo3a, NponmycHaTaTa Jo3a He TpsadBa 1a ce npHeMa H
neueHueTo TpAOBa Aa NPOABLDKH, KaKTO € NpeAnycaHo, cbe cleaBalara niaiupada n1o3a. He tpadsa
1a ce MpHeMa ABOiIHA 1034, 3a a C€ KOMMNEHCHPa NnponycHaraTa 103a.

4.3 IIporHBONmOKA3AHHA

- CRpBbX4YYBCTBHTETHOCT KbM aKTHUBHOTO BEILECTBO, KbM JPYTH XHHOIOHH WIH KbM HAKOE OT
MOMOLUHHUTE BelleCcTBa, M30poeHH B TOUKa 6.1.

- EnHOBpEMEHHO MPUIIOKEHHE Ha UMNPodIOKCalMH ¥ TH3AHMAHH (BXK. TOUKa 4.5).
4.4 ChnenHa/IHH NpeJYUPEXKACHHSA H NPEANA3HH MEePKH NPH ynorpeda

Vnorpebara Ha uunpodnokcauuy TpaOea na ce H3dArsa npu NauUEeHTH, KOUTO Ca UMAITH CEPHO3HH
HEXKEJIAHW peaKLUHH B MUHAIOTO NPH YNoTpeOda Ha NPOAYKTH, ChbAbPAKALLH XHHOJIOHH WIH
dbayopoxuHONOHM (BkK. TOouKa 4.8). JleueHueTo Ha Te3n MauMeHTH ¢ uunpodgoKkcaumH Tpadaa na ce
3af04YBa CaMO IPH JIHINCA HA ANTTEPHATHBHH Bb3MOXKHOCTH 32 NEUYEHHE W CNel BHHMATENHA OLICHKA Ha
CHOTHOWIEHHETO NON3a/pUCK (BXK. CBLLO TO4YKa 4.3).

Texcku ungperxyuu u cmecenu unexyuu ¢ I pam-nonoocumennu u anaepobuu namozenu
Llunpodnokcauns MOHOTEPANUA He € NMOAXOAALL 32 NEYCHHE HA TEXKKH HHPEKUHH H HHPEKUHH, KOUTO
ca NpUYHHEHH OT ["pam-nonokUTeNHH WM aHacpoOHU natoreHy. I1py TakMBa HHDEKUMH
uurnpodiokcauus TpabBa Aa ce npiiara B KOMOMHAUHA C APYTH NOAXOAALIH aHTHOAKTEPHATHH
ArcHTH.

Cmpenmoxoxoeu ungexyuu (sxrioyumeano Streptococcus pneumoniae)
[lunpodnokcaliiH He ce NMPenopbYBa 3a JICYEHHE Ha CTPENTOKOKOBH HHGOEKUHH NopaH JIMIICa Ha
eUKACHOCT.

Hudexyuu na norogume nomuiya

[TOHOKOKOB YPETPHT, LIEPBHLIHT, OPXHEIHAEMHT H Ta30Ba Bb3najauTenHa bonecr, Morat aa 6baar
npHYHHEHH OT PITyOPXMHONOH-PE3UCTEHTHU Neisseria gonorrhoeae. Ilopaam ToBa UMIIPOQIOKCALIMH
TpsabBa 1a ce npunara 3a jleYeHUe Ha FOHOKOKOB YPETPUT WJIH LEPBHLMT CaMO ako LIMIIPOJUIOKCALIMH-
yctoiiunsara Neisseria gonorrhoeae Moxke aa Oblie H3KITIOUEHA.

3a OPXHENHAEMHT K TA30Ba Bb3NANHTEIHA HonecT, eMIUPUYHO BINIIOYBAHE HA LIMIPOGIOKCALIMH,
Tpabea aa ce oOMuUcna camo B xomOuHauus ¢ Apyr aHTMbaKTepuaneH areHT (Harp. uedaiocnopuH),
OCBeH ako uunpodgnokcauuH-ycroifunpara Neisseria gonorrhoeae moxe na 0bae H3KINI0UeHa. AKO
KIHHHYHOTO Noao0peHre He e NMOCTHIHATO e 3 AHH OT JIEUeHHETO, TepanuaTa Tpadbsa na ce
npepasrieja.

Unperxyuu na nuxkounume nomuiya

Pe3sucTeHTHOCTTA KbM (QITyOPOXHHONIOHH Ha Escherichia coli - HAH-4eCTHAT NMATOTEH, NPEeAH3BUKBALL
HHMEKUMH Ha MHKOYHKUTE MbTHLIA, BapHpa B ueiua EBponeiicku cpios. [lpenopbusa ce, nekapure,
NPeANUCBalllH JIEKAPCTBOTO, Ja B3EMAT 1O BHUMAHHE YCTAHOBEHHTE JIOKAJTHH IaHHH 32
pe3ucTeHTHOCT Ha Escherichia coli kxbM QIOPOXHHOJIOHH.

EAMHHYHA 1033 UMNPOdAOKCaLIHH, KOATO MOXKE Aa C€ H3MON3Ba MIPH HEYCIIOKHEH LIYK
MEHOMNAY3aJIHY XKEHH, ce 04akBa 1a 6bae CBbp3aHa C NO-HHCKA €PUKACHOCT B Cpe /t
NPOABMHKHTENHO NteueHueTo. ToBa TpsOBa 1a OHbAe B3ETO MO BHHMAHHE MO OTH {EhAe S
IOBMILABAHE HA HUBOTO HAa PE3UCTEHTHOCT Ha Escherichia coli KbM XUHONOHM. > XY

Hnumpaaboomunannu ungexyuu




CruulecTByBaT OrpaHHYeHH JaHHH 3a eprKacHOCTTa Ha UNPOGIOKCALHH MPH JIEYEHHUE Ha MOCT-
XHPYPrU¥4HH HHTPaab1OMHHATHY HHEKLHNH.

ITemnuvecka ouapus
{Ipn u360pbT Ha UKMNpodIIOKCALIMH CIEABA & Ce B3eMe MOA BHUMaHWe HHpOpMaUHATa 33
PE3UCTEHTHOCT KbM LUITPOQIIOKCALHH Ha MATOFEHUATE B CTPAHUTE, KOWTO CE€ MOCELIABAT.

Huhexyuu na xocmume y cmasume
LinnpodnokcauuH Tpadea 1a ce M3noA3sa B KOMOMHALMA ¢ APYTA AHTUMUKPOOHHU areHTH, B
3aBUCUMOCT OT PE3YJITaTUTE OT MHUKPOOHOMOrHUHUTE TECTOBE.

Huxaaupane na anmpaxc
Ynorpebara npu xopa, ce OCHOBasa Ha in-vifro JAHHHWTE 3a UYBCTBUTENIHOCT H HA EKCNEPHUMEHTATHHTE

A@HHU [pH XHBOTHH, a ChLLIO TaKa ¥ HA OrPpaHU4EHH JaHHMU, NOJYYEHH NpH Xopara. JlekyBawuuTe
nekapu TpabBa Aa ce OTHACAT A0 HALMOHATHUSA W/HIH MEXAYHAPOAEH KOHCEHCYC 33 JICHEHHETO Ha

aHTpakca.

[leduampuuna nonyaayus

H3non3saHeTro Ha UMNpoGhAOKCALMH NPU Aela M KOHOLIM, TPAOBA Oa CneBa HATHYHHTE OPHULIHATHH
npeniopbkH. JleueHuero ¢ uunpodnokcalud TpaOBa Ja ce 3aMovHe CaMO OT JIEKAPH, KOMTO HMAT ONMT
B JICYEHHETO HA KMCTO3HATA PUOpO3a W/HIK TEXKKH HH(PEKLMH MPU ACLA H IOHOLIH.

[{unpodgnokcalMH € nokasasn, 4e NPUYHHABA apTPOlaTHA Ha HOCELIHTE CTABH MPH HEAOHOCEHH
’KHUBOTHH. JlaHHUTE 3a 6€30nacHOCT OT PAHAOMUIHPAHO ABOHHO-CJIAIO NPOYYRAHE 3a MPUITOKEHHETO
Ha uunpodnoKcaluMH npy aeua (uMnpodnokcauuy: n=335, cpeaHa Bb3pacT = 6,3 roauHy; 3a
cpaBHeHHe: n=349, cpeaHa Bb3pacT = 6,2 rogvHu; Bb3pacrosa rpaduila = 1 go 17 roauHu) nokassat
4EeCTOTa Ha BEPOATHO CBBbP3aHa C JIEKapCTBOTO apTponarua (3abenexxuMH KIHHHYHY NTPU3HALIM U
CHMITTOMM OT CTpaHa Ha ctaBute) 10 [les +42 ot 7,2% u 4,6%. PecnekTuBHO, ClTyyauTe Ha
apTpoNaTHi, CBbp3aHa C iekapcTBOTO | roguHa crien npuema My ca 9,0% u 5,7%. IoBuiliapaHeTo Ha
NOJO3HPAHUTE CyUYaH Ha apTPONATHA CIER ONPEAECTICHO BPpEME OT NPHEMa Ha JIEKAPCTBOTO HeE €
CTATHCTHYECKH 3HAYHMO MEXIy ABeTe rpynH. JleueHuero TpaOBa na 3anouHe cnen BHUMATEHA
npeleHKa Ha CbOTHOLIEHHETO NOM3a/PUCK NMOPAIH BL3IMOXKHHU HEXEJIAaHH PEaKLMH OT CTpaHa Ha
CTABHUTE W/ MM NPHNCKALWTE ThKaHH (BXK TOUYKa 4.8).

bponxo-6erodpobru unexyuu npu xucmozna ubposa
B KIHHHYHWTE MU3NWTBAHHUA Ca BKIIIOYEHH Jela K IOHOLUH Ha Bb3pacT oT 5-17 roauHu. Ilo-

OrpaHHYCHH JaHHH HMA IMNpH ACUCHHCTO Ha N€tla Ha BB3pacT MEXAY | 1 5 ropuiIHa Bb3pacT.

Veroxcuenu unghexyuu Ha@ nUKQUHUME RYMUWA U NUETOHEDDUM

JleyeHre Ha MHPEKLHM HA MUKOYHUTE MBTHILA ¢ UMNPOMNOKCALUH TpAOBa Aa ce npunara, Korato
APYTo JISYEHHE HE MOXKE Aa CE€ M3MO0/38a U C/ie]] KaTo TO € 0OOCHOBAHO OT pPE3yaTaTHTe OT
MUKPOOHONIOrHYHHUTE TECTOBE,

B KJAMHAYHHTE H3TTUTBAHHA Ca BKIKOYEHH ACLA W IOHOLIK Ha Bb3pacT OT 1-17 roguHH.

Lpyeu cneyupuunu mexcxu ungexyuu
[Tpu neyeHue Ha JPYrHA TEXKH HHPEKINU, B CHOTBETCTBHE C OPHLMATHHTE NPENOPBKH HWIH Cleq,

BHMMATE/IHA OLICHKA NON3a/PUCK, KOraTo APYro JeYeHHe He MOXeE J1a Ce MPHIOKH WIH cle] Heycnex
Ha KOHBEHLIHOHATHATA TEpanHa H KOraTo MUKpODHONOrHYHUTE TECTOBE ONpaBAaBaT ynotpebara Ha
LIMNTPOdQIOKCALHUH.

H3non3saHeTo Ha LMNIPOdIIOKCALIMH NpH CeHPHUHH TEXKHA HHPEKUHH, Pa3IHYHH - .
CMOMEHRATH NMO-Tope, He € OWIO OUIEHABAHO MO BpeMe Ha KIIMHWUYHY U3MHTBAHHA U K
orpaHuueH. Clie1oBaTeNTHO ce MPENOpbLYBa NPEANna3iuBOCT NPHU JIeUeHHE Ha NaLMey
MH(EKLIUH.

Cepvxuyscmeumenrnocm




CBPbXYYBCTBHTEIHOCT H A1EPrHYHH peaKUHH, BKIIIOYHTETHO aHAQHAAKCH H aHaDHNIAKTOMAHH
peakLdH, MOraT Aa HACTBLIAT BCJIEACTBHE HA eAMHHYHA 1032 (BXK. Touka 4.8) u moraT na 6baar
JKHBOTO-3aCTpallaBaild. AKO TaKkasa peakurs ¢€ NOSBH, NPHEMAHETO Ha LHMpodOKCalUMH ClieBa aa
CE Crpe H € 3aJbJIKUTENIHO Ad Ce NPOBeAe aIEKBATHO NEYEHHE,

CopOeuHOCH008U U MOTBUHO-CHOO6U eDexmi

Crobiyapa ce 3a cnyuad Ha CHHApOM Ha Kounis Npy nauMeHTH, hekyBaHH ¢ LiunpuHon (BxK. Touka
4.8). CunapomsT Ha Kounis ce onpeaens KaTo BTOPHYHHU CbPACYHOCHAOBH CUMIITOMH HA ajlepruiHa
peakLHA WIH peakiMA Ha CBPBXYYBCTBHTENHOCT, CBbP3aHH ¢ KOHCTPUKLIMA HA KOPOHAPHHTE apTEPHH,
NMOTECHLHANHO BOACLIA A0 MUOKAPAECH HH(APKT.

IIpodvadicumenny, UNBANUOUIUPAUIU U NOMEHYUATHO HeoDPaAMUMY CePUOIHU HeXNCeAaH U NeKaAPCMBEHU
Peaxyuu

CbobuiaBa ce 3a MHOro peIkM CNy4aH Ha NPOALKMTENIHM {MPOAB/DKABALLM MECELIM WIH FOIHHH),
WHBATHANU3HPAILUH H NOTEHLHATTHO HEOOpaTHMH CEPHO3HH HEXXEJIAHH JIEKAPCTBEHH PEAKIIHH,
3aCArally pa3IMuHK, HOHAKOra MHOrO CHCTEMH B OpraHu3ma (MyCKY/THO-CKeJIETHa, HEpBHA CUCTEMA,
MCUXHKA U CETHBHU OPraHMu) NpH MauKUeHTH, NOTYYaBaLId XHHOJOHHU U PIIYOPOXUHOJIOHH,
HE3aBUCHMMO OT TAXHATa Bb3PacT H BeYE ChLUCCTRYBAIUUTE PHCKOBU dakTopu. LlunpodrokcaluH
TpaOBa Ja ce cnpe He3abaBHO NMPU MbPBUTE NPH3HALIM HIH CUMIITOMH Ha BCAKA CEPHO3HA HEXelaHa
peaKLMs KaTo NalyeHTUTE TPAOBA /1a Ce NOChBETBAT Aa C€ CBBPXKAT ¢ TEXHHA JIEKap, Mpeanucan
NEeKapcTBOTO, 34 ChBET.

Myckyano-creremua cucmema

[To npuHUMN UUNpOdNOKCallMH HE TPAOBA X2 Cce W3MON3Ba NPH NALMEHTH ¢ aHaAMHeE3a 3a 3abonsiBaHe
HA CYXOXXKINHETO/HAPYLIEHHUs, CBbP3aHH ¢ NEUCHHE ¢ XHHONIOHH. BbrpekH ToBa, B MHOTO peAKH
CAYYaH, cJied MUKpOOHONOrHYHO JOKA3BaHE Ha MPHUYMHHTENS H OLIEHKA HA ChOTHOLIIEHHETO
pHCK/MON3a, UMNpOdIOKCAlIMH MOXE Aa C€ NPEANHCEA HA T€3W NALMEHTH 33 JIeYEeHHE HA HIKOM TEXKH
uH}peKkLuH, ocobeHo B CiTy4ait Ha HeyCneX Ha CTAHAAPTHATA Tepanui Wik OakTepyanHa
PE3UCTEHTHOCT U KOTaTO MHKpOOHOMOrHYHHTE JaHHH MOTaT Ja ONpaBAasT MU3MNON3BAHETO HA
LHNpodIOKCaLHH.

Tenounum u pazKeCeaHe HA CYXONCURUE
TeHAHHUT H pa3KBECBAHE Ha CYXOXKWIIHE (MO-CNELHANTHO aXKUIIECOBO CYXOXHUITHE, HO Oe3 11a ce

OrpaHu4yaBa caMo /10 Hero), MOHAKOra ABYCTPaHHO, MOXKE J1a C€ NOJYYH Olle B paMKuTe Ha 48 yaca oT
3aMO4BaHe Ha JIEYEHHETO ¢ XHHOMOHH H PIyOPOXHHOIIOHH KATO HMa CHOOLUEHHA 38 TAKHBA, PA3BUIIH
ce JOPH 10 HAKOJIKO Mecella Clie]l NPEKPaTABaHE Ha NCYEHHETO. PUCKLT OT TEHAMHHMT Y pa3sKbCBaHE HA
CYXO0XKHIHE C€ MOBULIABA NMPH MO-Bb3PACTHH NALMEHTH, NAUUEHTH ¢ 6BOpevHO yBpexaaHe, NauyueHTH
C TPAHCILTAHTHPAH COMHICH OPraH U TaKHBA, NTEKYBAaHH CBIIBTCTRALLO ¢ KOpTHKOCTEpouau. [To Tasu
IpU4KHa CHITBTCTBALLATA YNOTpeda HA KOPTHKOCTEPOHIH TpabBa Aa ce u3bdbArsa.

Ilpx nepBHs NpU3HAK HA TEHIUHUT (Hanp. OOJNIE3HEHO NOyRaHe, Bb3NAJCHUE) NCUEHHETO C
uMnpogIoKcauMH TpAOBA Aa Ce NPeKpaTH K Aa ce OOMHCIM anTePHATHBHO JICUEHHE. 3acerHaTUsT(Te)
kpaiiuuk(uM) TpadBa na Onae(ar) nekysad(u) no noaxoasul HauuH (Hanp. obe3npukBade). He Tpabsa
Aa C€ M3N0I3BAT KOPTHKOCTEPOUIH, AKO CE MOABAT NPHU3HALM HA TEHIHHOMATHA.

Ilayuenmu ¢ Muacmenus 2paguc
LiunpodnoxcauuH TpadBa Aa ce U3nonN3Ba NpeAnad/IHBO NPH NaLUKEHTH ¢ MHACTEHHS MPaBHC, 3aLIOTO
CHMITTOMHTE MOXKE Ja ce obocTpaT (BXK. TOUKA 4.8).

Anespuzma u oucexayus Ha aopmama u pe2ypeumayiil/Heo0ocmampyHOCm HA ChpOeyHume Kianu

EnnaceMHONOrMYHHUTE NPOYYBAHHA MMOKA3BaT MOBHILIEH PHCK OT AaHEBPH3MA H IHCEKALIMA Ha aopTara
0co0eHO NpHU MaLMEHTH B CTAPUECKA BB3PACT, KAKTO K OT PErYPruTalids Ha aopTHaTa
Kana caell npHeM Ha QuyopoxHHOMOHH. Cho0Leny ca ciyyan Ha aHeBpU3Ma W IHgk
aopTaTa, NMOHAKOra YCJIOKHEHH NOPaaM pa3KbeBaHe {BKIIOYHTETHO € JeTalleH H3XYR
peryprurauus/HeaoCTaThYHOCT Ha HAKOH OT ChPACYHHTE KA NpH NaUHEHTH, HPRE
¢dbnyopoxHHONOHH (BK. Toyka 4.8).




3aTtoBa GAYOPOXHHOOHHTE TPAOBa Aa ce U3NOA3BAT caMO Ciel BHHMaTe/1Ha OLEHKA Ha
CbHOTHOLUEHHETO NOJI3a/PHUCK M Clied pa3rfieKaaHe Ha APYTH TEpaneBTHYHH Bb3MOXHOCTH TpH
MaUMEHTH C NONOXKHKTENHA (PaMUIHA aHAMHE3a 33 AHEBPHU3Ma, WK BPOACHO 3abonaBaHe Ha
CbpACUHHTE KNaNH, WK NPH NALHEHTH, AHaTHOCTHUHPAHHM C NpeauiecTBallla aHeBpU3mMa 1/ Wim
AMCEKALUA HA aopTaTa WK 3a0oNsABaHe HA ChpIEYHHTE KJIAMH, WIH MPH HAJIHYHE HA APYTH PHCKOBH
¢akTOpH KM 3ab0NABaHUA, Npeapa3noaray
- KaKTO 33 aHEBpPH3MA TaKa M 3a W JAHCEKALMA Ha a0pTaTa v 3a PerypruTauua/HEAOCTATBYHOCT
HA CbpAeYHHTE KJanH (Hanp. HapylUEHHWA Ha CbEAUHUTENHATa ThKaH, Hanp. CHHIPOM Ha
Marfan win cuuapom Ha Ehlers-Danlos, curapom Ha Turner, 6oaect Ha Beheet,
XHIIEPTOHKA, PEBMATOMICH APTPHT) KN JOMBIIHHTEIHO
- MpH BHEBPU3IMA H AWCEKALIMA Ha aopTaTa (Harnp. CbIOBH HapyUIEHHs, Hanp. apTePHUHUT Ha
Takayasu, rTMraHTOKNETBUEH APTEPHUHT, HIM H3BECTHA aTEPOCKIEPO3a WIH CHHAPOM Ha
Sjbgren), Wnx JOMBIHATENHO
- TIPH perypruTanusa/HeI0CTaTbHHOCT Ha ChbPICYHHTE Ki1any (Hamnp. HHpEKUHO3EH
€HAOKApOHT).
PUCKDBT OT aHEBPKH3MA W JUCEKALIUA Ha a0PTATA ¥ TAXHOTO pa3KbCBaHE MOXKE ChIIO Aa CE& NOBHLIH NpH
MaudEeHTH, NEKYBaHH €JHOBPEMEHHO CbC CHCTEMHH KOPTHKCCTEPOUIH.
B cayuaii Ha BHe3anHa 6oska B KopeMa, MpbAHMA Kol WaK ropba nauueHTure TpadBa aa 6paar
MOCHBETBAHH [a C€ KOHCYNITHPAT He3abaBHO C JIEKap B CNELLHO OTACNEHHUE.

FaupentnTe TpabBa ga 6BbAAT NOCHBETBAHM Aa NOTHLPCAT He3a0ABHO MEIHLIMHCKA NMOMOLIL B ClTyYa#d Ha
OCTpa AUCTHEs, NOABa Ha Chpuebuene (TaANNHTAaLHK) HIH Pa3BUTHE Ha OTOK Ha KOPEMa MJIH JONHHTE
KpaHHLH.

Domovyscmsumennocm

[{unpognokcalyH NpHYHHABE peakuy Ha GOTOUYBCTBUTENHOCT. IlauneHTUTe, MpHeMaliu
uunpodaokcauut Tpadea ga Obaar ¢bBETBaHU Ja H30ArBaT NPAKOTO H3NaraHe Ha CHIIHO CIbHLE HIH
UV obabuBaHe no BpeMe Ha JIeueHHUETO (BXK. Touka 4.8).

3pumennu napyuieHus
AKO 3PEHHETO Ce YBPEAN WU HaCTBLIAT KAKBHTO H Aa € epeKTH BbpXYy O4MTe, TpaOBa BeJHara 1a ce
MpoBejie KOKCYJATauHs ¢ opTaaMonor.

QEHMQMHH HEPBHA cucmema

U3secTHO €, Ue XHHOJIOHUTE MOTraT Aa NPeAU3BUKAT MbPUOBE HIIH Aa NMOHWKAT MbpUOBHA Npar.
Jloknanrauu ca GUIM M CTyyan Ha enunentyuyeH cratyc. Liunpodgnokcanun TpadBa aa ce H31o13Ba
MpeAna3HBO MPH NaUMEHTH ¢ Hapyiuenua Ha LIHC, kouto morat aa 6baar npeapa3nonokeHu koM
[bpHOBE. AKO C€ MOABAT I'BPUOBE, IPHEMAHETO HA LMNPOQIOKCALHH ceasa Aa Obae NpeyCTaHOBEHO
(Bxk. Touka 4.8).

Ilepughepra neeponamus
CroO111aBa ce 33 CTy4Yad Ha CEH30PHA WK CEH30MOTOPHA NOJHMHEBPONATHA, BOAELIH A0 NApPECTE3HH,

XHIIOECTE3USA, AU3ECTEIHA WIH CJ1a00CT NpH NaLMEHTH, NPUEMALIIH XHHONMOHH H (UTYOPOXHHOJIOHH,
[MauyeHTHTEe, KOMTO NpHeMaT Lunpodaokcaumy, Tpadea 1a 6baaT MOCHRETBAHHA 13 HHPOPMHUPAT CBOS
fekap, NMpeaH Aa MPOAB/DKAT JIEYEHUETO, aKO Ce MOABAT CHMIITOMH Ha HEBpoNaTHi, KaTo bonka,
ycellaHe 3a NapeHe, MpaByukaHe, H3TPhIBAHE WM CaboCT, 3a a Ce NPEAOTBPATH Pa3BUTHETO HA
MOTEHUMHATHO HeOOpaTHMO 3ab0saBane. (BK. Touka 4.8).

IIcuxuurnu peaxyuu
B13MOXHa € NogBaTa Ha NCHXHYHH PEaKLMH OPH cliel NbPBOTO NPHIIOKEHHE Ha UHNPOQIIQ
B peaku ciyuaH € Bb3MOXHO JenpecHaTa Wid NcKHXo3aTa 4a NporpecHpar A0 CyHLIHI
HaMEpPEeHUR/MUCITH, NMPEPACTBALIHN B ONUT 3a CAMOYOMICTBO WiIH H3BLPLUBAHE HA CayPByil
ce MOABAT AENPECHA, NICHUXOTHYHH PEaKLIMK, MHCIIH WIH MTOBEACHHE, CBbP3aHH ChC Faliyy Cuaeails.
uHnpogaokcalHH Tpabea Na ce NpeycTaHOBHY. % e ;
AN

Covpoeynu HapyueHus




TpaGea Aa ce BHHMaBa Npu M3non3BaHe Ha GAyOPOXHHONOHH, BKHOYHTETHO LUNPOQIIOKCAUMH, MpH

NalLMEHTH ¢ U3BECTHH PHUCKOBH PaKTOpPH 3a yabkaBaHe Ha QT wHTepBana, KaTo HarnpuMep

- BpoaeH yabvaxkeH QT cHHapom

- eJHOBpeMEHHa yrioTpeda Ha JiekapcTBa, 33 KOUTO ce 3Hae, ue yawnkasat QT uarepsana (Harp.
iwiac [A v [l aHTMapuTMHUHKU CpEACTBA, TPHLUMKIHYHHA aHTHACNIPECAHTH,
MaKpOIHIH,aHTHNCHXOTHLIH )

- HEKOPHIUpaH eneKkTpoNuTeH aucbanaHce (Hanp. XUNoKalHeMHsa, XHIIOMArHe3HEMHS )

- cbpAedHO 3abonasaHe (Hanp. chpaAeYHA HEJOCTATHYHOCT, UH(APKT HA MHOKapa,
Opaaukapaus)

[laueHTH B cCTapyecKa Bb3PACT H XKEHH MOrar aa ObAAaT No-4yBCTBUTEIHH KbM JIEKAPCTBA

yaskasainy QT uHTepsana. Tosa Tpabsa aa 6bae B3€TO NOA BHHMAHUE [TPH H3NOA3BAHETO HA

bAYOPXHHONOHH, BKTIOYHTENHO LHNPOGIIOKCalMH, MPH Te3H nonyJjaudy. (Bx. Touka 4.2 nalHeHTH B

cTapuecka Bb3pacT, Touka 4.5, To4ka 4.8, Touka 4.9).

Hucenuxemun

KakTo npH BCHUYKH XHHOJIOHH, HMa CLOOWICHUS 32 HapyllI€HHUS B HHBATa HA KPBBHATA 3aXap,
BKJIIOMBALLH, KAKTO XHIMTOrNHKEMHS, TaKa H xunepriaukemus (8x. Touka 4.8), 0OMKHOBEHO NpH
aMabeTHLIM B CTAPYECKA BbL3PACT, HA KOMTO C€ NpWiara CbABTCTRALLA Tepanksg ¢ NepopanHy
XWMOTIMKEMHYHH cpeacTaa (Hanp. rmubenknaMun) Ui ¢ MHCyauH. CrodbuiaBanu ca cirydad Ha
XUMOriuKeMHYHa Koma. [lpenopbuBa ce BHUMATENHO NPOCIIEAABAHE HA IIIOKO3aTa B KPBBTA IMPH
nalueHTH ¢ aHaber.

Cmomawno-ypesnu Hapyuienus

[TosBaTa Ha TeXKKA H NMEPCUCTHPALLA AHAPHS 10 BpEMe WK chell JIeYEHHE (BIITIOUHTEIHO HAKOMKO
CEOMHLIM CJie]] NeYEeHHETO) MOAKE J1a O3HAYABA KOJUT, CBBLP3aH C [pUeMa Ha aHTHOHOTHK (KHBOTO-
3aCTPallaBallO CHCTOSHHUE € Bb3MOXEH daTaneH W3Xoa) u U3HCKBa He3abaBHO neueHune (BXK. Touka
4.8). B Takmsa cirydau, mpHeMa Ha UMNpodIOKCALMH cyieaABa He3aDaBHO A Ce NMPEKPATH U Ja 3anoyHe
noaxoasaula tepanus. JlexapcTsa, HAaMaIABALIH NMEPUCTAIITHKATA €A MPOTHBOIOKA3aHU B Ta3H

CUTYaLMA.

Hapyuwienua na 6vbpeyume u nuxoynama cucmema

Hma cpoOilieHHs 32 KpUCTATYpHA, CBbP3aHa ¢ ynoTpebara Ha uMnpodiokcauuH (Bxk. To4ka 4.8).
IMauueHTHTE, NOSYy4aBawiy uunpodokcauuH Tpadea qa 6vaaT nobpe xuaparHpaHu U Tpadea aa ce
H30ArBa NPeKOMEpHO aNKanu3MpaHe Ha YPHHATA.

Vepexcoare na bvbpeynama pyrniyun

Tt kaTo UMNPOGAOKCALIMH A0 TOAAMAa CTCHEH Ce EKCKpeTHpa HenpoMeHeH 4pe3 Onbpeuure,
HeoOXxonHUMa e KOopeKiiHa Ha 103aTa NPH MaUKMEHTH ¢ HapylieHa O0b0peuHa QyHKLHS, KAKTO € OMTHCAHO
B TOUKa 4.2, 33 na ce u3berne ypeanyagaHe Ha HEOXEJIAHHTE JICKAPCTBEHH peakLMH nopaiu
HATPYTNBAHE HA LIMNPO(NOKCALIUH.

Xenamobuwiruapru Hapyuienus

Cnyuau Ha yepHOApOOHA HEKPO3a M XHBOTO-3aCTpatlapaiia HepHoApOoOHA HEAOCTATHLYHOCT Ca
NOK/1aABaHH [PH JeueHre ¢ uunpoduokcauut (BX. Touka 4.8). B cnyuyait Ha npyu3Hald H CUMNITOMH
Ha yepHoApoOHO 3abonsaBaHe (KaTO HaNpPHUMeEp AaHOPEKCHS, K bJITEHULIA, ThMHA YPHHA, ChpOex WiH
Bone3HeH KopeM), TeYEHHETO TPAOBA fa Ce NPEKpPaTH.

Loxo30-6-pocham dexudpozenazen degpuyum
XeMONHTHYHY peakLiny ¢a OUIM AOKNAABaHH MPH JEUEHKE ¢ LMIPOPIOKCALMH NPH NALHEHTH C

rnoko30-6-pocdar aexuaporenazeH aeduumnt. Llunpodnokcauun Tpabea na ce u3dArsa npu re3u
NauMEeHTH, OCBEH aKO NOTeHLMATHATA NMO/I3a HAABHILABA Bb3MOXHUA PHCK. B TO3u ciyy
ce C/ieM 3a NOTeHUHaNHA MoABa Ha XeMOJTH3a.

Pezucmenmuocm
[To BpeMe UnK cliel Kypce Ha JieueHHe ¢ UHNpOQIOKCALMH, DaKTEpHH, KOUTO ca pe3
LUUNpogIOKCaliMH, MOraT Aa ObaT U30NUPAaHH, ¢ UK O€3 KIMHHYHO NposBeHa CyIl



B13MOXKHO € 1a MMa onpeneneH puck oT H3dopa npy HaTHUKE HA UMNPOGIOKCALIMH-PE3HCTEHTHH
DaKTEpHH NO BpEME HA MPOABIKUTETHO JCUEHHUE W NPU NiedeHUe Ha BbTPeOOTHHYHH HHPEKLMH WK
nHdekUHH, npuurHeHH ot Staphylococcus u Pseudomonas eudose.

L{umoxpom P450

Linnpodnokcaunn nuxubdbupa CYPIA2 ¥ mo TO3M HA4MH MOKe Aa NMpedH3BHKa MOBHILNABaHE Ha
cepyMHaTa KOHUEHTpaLus Ha e€IHOBPEMEHHO NPHiaraHy ¢ HEro JEKapcTaa, KOMTO ce MeTabonu3upar
upe3 TO3W €H3UM (Hanp. TeOQUUH, KI03aNyuH, ONaH3aMHH, POMTHHHAPOJI, TH3aHHIAHH, AYJIOKCETHH,
aroMesiatiH). [lopaau TOBa, NALMEHTUTE, KOUTO NMPHEMAT TE3HK JIEKAPCTBA €AHOBPEMEHHO C
LUNpodIOoKCaLMH cileBa Aa 6baaT nNpocneasiBaHd BHHMATENHO 33 KIIHHHYHH NPH3IHaLM Ha
Mpeao3upaHe, KAKTO M MOXKE J1a ce HaJIOKH ONpeenaHe Ha CEepYMHHTE UM KOHLEHTPALUHH (Harp. Ha
TeouIHH) (BX. Touka 4.5). ETHOBpEeMEHHOTO NPWIOXKEHHE HA UMNPOMAOKCALMH M TU3aHHIHH €
[IPOTUBOMNOKA3HO.

Memompexcam
EaHoBpemerHa yriorpeda Ha LnpoQIOKCaLHMH C METOTPEKCAT HE CE NPENOPHUBA (BXK. TOUKA 4.5).

Hicreoganus

[Ipu onpenensiue in-vitro Ha akTUBHOCTTA Ha UUNpodaokcalunH cpewy Mycobacterium tuberculosis
MOJKE Jia ce nosyqar paniumBy OTpULATENHHA OaKTEPHOTOrHYHH PE3YATATH B MPOOH OT NMALMEHTH,
KOWTO B MOMEHTA NPUEMAaT [UTNIPOdIOKCALIHH,

Hampuii
ToBa JekapcTBO ChABPAKA MO-MaKo oT 1 mmol Hatpuit (23 mg) Ha ¢punmupana Tabnerka, T1.€. MOXE
Aa ce KaKe, Y€ [PAKTHYECKH HE ChABbPIKA HATPHH.

4.5 BiauMoAeHCTBHe ¢ APYIH JeKAPCTBEHE NPOAYKTH H APYrH pOpMH HA B3IAHMOZCHCTBHE

Eghexmu na Opyzume nexapcmea 6bpxy yunpo@roKCayun:

Jlexapcmea, 3a koumo e uzgecmuo, ye yowrcasam QT unmepeaia

LunpodnokcauyH, noaodHo Ha Apyrure (JIyOpPOXHHONOHRH, TpAOBA Na ce U3n038a ¢ MOBHILECHO
BHHMaHHE NPH NALKEHTH, IPHEMALIIN NEKAPCTBA, 32 KOUTO € U3BECTHO, Y€ yawnKasar QT uHreprana
(wanp. knac 1A w III anTnapuTMuuHM cpeacTBa, TPHUMKIWYHY AHTHUAEMPECAHTH, MAKPOJIHIH,
AHTHIICHXOTHUM) (BX. TOUKa 4.4).

Dopmupane Ha Xeramuu KOMNIexcy

EAHOBpPEMEHHOTO NPUIOKEHHE HA UMNPOGUIOKCALIHH (NepopaiieH) H NMOJHBAIEHTHH KaTHOH-
CBHIOBPXKAUIM JIEKAPCTBA U MUHEpaTHH 100aBkH (Hanpumep KallUid, MarHe3uH, aTlyMHHHH, JKeNlsa30),
dochaTHH NOTUMEPHH CBBP3BALLH BEILECTBA (HATIPUMEP CEBEIAMEDP WIH JIAHTEH KapOoHar),
cykpandar wi aHTHauuaM ¥ cwiHo 6ydeprpanu cpenctea (Hanp. AMIaHo3uH TabneTku),
ChABPIKALIM MarHe3uii, ATyMHHHIA WIH KanUHA HaMasBaT YCBOABAHETO HA LMNPOPIOKCALIHH.
CnepoBarenHo, uvnpodaokcaluyH caeasa Aa Obae npyueMad WiK 1-2 yaca npeau WiH HaH-mManko 4
yaca cjef Te3H JeKapcTBeHH NpoayKTH. OrpaHHYEeHHETO He Ce OTHACA A0 aHTHAUMIOH, TPUHALNekKallH
30 kjaaca Ha H2-peuenropHu 6nokepH.

Xpana u MareyHu npooykmu

Jo31Te KaILHHA, KATO 4acT OT €AHO XPaHCHE HE BIHAAT 3HA4UMTENHO Ha abcopduuara Ha
nunpodnokcaunH (nepopando). CnegosarenyHo tabaerkure uunponokcauuH MOrar Ja ce npHeMmar
10 BpeMe Ha XpaHEeHHs, CbAbPKAIH MJICYHHY NPOLYKTH MM 00OrareHN Ha MUHEpasid HanHTKU. Qbaue
TabneTkure LuunpohAOKCaLMH, NPUIAraHi €IHOBPEMEHHO C MICYHH NPOAYKTH WIH 060Ly CHHAA N1p
MUHEpaNH HAMUTKH (Hanp. NpacHO M KHCENo MJISKO, NOPTOKAJIOB COK o0orareH ¢ kan .'/* b ROFGTC %
TE€3H NPOAYKTH MW HANMTKH CE NMPUEMAT CAMOCTOATENHO OTAENHO OT XpaHeHHATa, MUTEY Aa kD

abcopOuuaTa Ha UMNPOPITOKCAUUH. %‘ BT~




EQHOBpEMEHHHAT NpHEM Ha MJICUHK NPOAYKTH HJIH 00OraTeHH Ha MHMHEPAIH HaMHTKY, MPHEMaHH
CAMOCTOSTETHO OTOENHO OT XPAHEHHWATA, ¢ Tabnerku uunpodaokcaunH Tpsadsa na ce u3dbaraa u
tabneTkute uUnpodnoxcaluH Tpadea aa ce npunarar wiu 1-2 vyaca npeau, WK Harn-Manko 4 yaca
Clel MIEYHHU NPOAYKTH WM 060raTeHH Ha MUHEPAITH HAMTHTKH, KOraTo T€3d NPOAYKTH H HAMHTKH Ce
IpHeMaT CaMOCTONTENHO OTAENIHO OT XPaHEHHATA, KAKTO C€ MPENOPbYBA 34 JIEKAPCTBA, ChAbPIKALIH
KaniMi (BxK. Touka 4.2).

Bwxrte cbuio naparpaga no-rope ObpasysaHe Ha X€NaTHH KOMILIEKCH.

IIpobeneyuo
[Ipo6eHenna nosnussa 6u6peuHaTa cekpelns Ha uMnpodaokcaurt. EAHOBPEMEHHOTO NPHIIOKEHHE

Ha npobeHeura H UMNPOGIOKCALMH YBEIHUYABA CEPYMHHUTE KOHLUEHTPAUMH HAa UMNPOPIOKCALHH.

Memoxnronpamuod

MeTtoknonpamug yckopsira abcopOuunsara Ha uMnpogaokcalHH (NepopajeH), KOeTo BOAH A0 MO-
KpaTKO BpPEME 3a AOCTUraHE HA MaKCHMAITHHTE IUia3MeHH koHueHTpauuu. He ce nabntonasa edekr
BbPXY OHOHATHYHOCTTA Ha UHITPOQUIOKCALIMH.

Omenpazon
EaunoBpeMeHHOTO Npuiarale Ha uMnpodnoKkcalmMH H OMENPa3on ChAbPIKAUIM JIEKapCTBEHH NPOAYKTH
BOJH A0 feKo peayuHpaHe Ha Cpa H AUC Ha unnpodnrokcanus.

Epexmu na yunpogaoxcayur 6bpxy Opy2u Aekapcmeery npooyKmu.

Tizanudun

Tu3anuauH He TpsaOBa Aa ce npuiara 3acaHo ¢ uunpodgaokcauut (Bxk. Touka 4.3). B eqHo KIHHHYHO
M3MUTBAHE ChC 3APaBH NOOPOBOJILM Ca OTYETEHH MOBHILIABRHE HA CEPYMHATA KOHLUEHTPaLUHUA Ha
TH3aHUAUH (Cnax YBeTHUeHHe: 7-kpaTHO, 00xBat: 4 no 21 meTH; AUC yBennuenue: 10 nbTH, oOXBaT:
oT 6 10 24-KpaTHO), KOraTo ce NMpunara eAHOBPEMEHHO ¢ uunpodokcauuH. [lopHilaBaHeTo Ha
CEpYMHHTE KOHLIEHTPALMH HAa TH3aHUAWH € CBbP3aHO ChC 3ACHIIEH XHIOTEH3UBEH H CEAATUBEH eeKT.

Memompexcam

Penanuuar TyOyneH TpaHCNOPT HA METOTPEKCAT MOXKe J1a Ob/ie MOTHCHAT NPH €AHOBPEMEHHO
NpUIoKEHHE ¢ LMNPOdAOKCALIMH H MNOTEHLMATHO BOAU 4O NOBHINABRAHE HA IUIA3MECHHTE HYBA Ha
METOTPEKCAT H NOBHLIEH PUCK OT METOTPEKCAT-CBbP3aHH TOKCHUYHH peakuHd. EAnoBpemeHHa
ynoTpeda He ce npenopbUpa (BXK. Touka 4.4).

Teogunuu

EnHOBpeMEHHOTO NPUNOKEHHE HA LMITPO(IOKCALIMH U TEOQWIHH MOXKe [1a OBEJE A0 HEXENAHO
NOBHILIABAHE HA CEPYMHATA KOHLIEHTpaLUHUA Ha TeodrwinH. Toea Moxke aa aoBede 10 TeOQHITUH-
HHAYLUMPAHH HEKENAHU pPeakLH, KOUTO pAAKO MoraT Aa 6saaT »KuBOTO-3aCTpalaBaiily WK
darannu. [Ipu eAHOBpeMEHHO NPIIOKEHHNE, CCPYMHHTE KOHUEHTPpalLMH Ha Teoduaunx TpabBa aa
ObaaT NpoBEpIBaHH H /A Ce pedyLHpa A03aTa Ha TeOPHIHH NPH HEOOXOAHUMOCT (BXK. TouKa 4.4).

Zpyau kcanmunogu Rpou3gOOHU

[py eqHOBPEMEHHO NMPUIOKEHUE HAa LIMITPOQUIOKCAUMH H KODEHH WKW NEHTOKCHPHUIUH
(OKCNeHTU(WIHH) HMA ChOOLLEHUSA 3a MOBULLABAHE HA CEPYMHUTE KOHLUCHTPALMH Ha TE3H
KCaHTUHOBH NMPOH3BOJHH.

Penumour
EnxsoBpemMeHHO npunoxeHHe Ha uunpogokcalrH U GEHHTONH MOXKE 1a NOBEAE N0 YBEIHY
HaMaJaBaHe Ha CEpYMHHMTE HUBa HA (EHUTOMH, TaKa ye ce MpenopbUBa NpocieaaBaHe
JeKapCTBEHHUTE HHBA.

L{uxnocnopun
[TpexoaHo nosuilaBaHe Ha KOHLEHTPaUMUATa HA CEPYMHHMA KPEaTHHKHH ce Haboaa
NPUI0KEHH €AHOBPEMEHHO UMITPOPNOKCALHH- H UHKJIOCTIOPHH- ChABPXKALIH JIeKa




Mopanu ToBa YyecTO (ABa NBTH CEAMHUYHO) € HEODOXOAMMO 1a C€ KOHTPOJIUPAT CEPYMHHTE
KOHUEHTpALKHX HA KPEATHHUH MPH TE3HU NALMUEHTH.

Aumazonucmu Ha sumaviun K
EnHoBpeEMEHHO NpUAOKEHHE HA UUNPOMDIOKCALMH ¢ AHTATOHUCTH HA BUTAMUH K Moke 1a 3acHiM

HErOBHUTE aHTHKOarynaHTHU edektd. MMa MHOro cboblueHna 3a NOBKILABAHE HA MepopanHara
AHTHKOATY/IaHTHA aKTHBHOCT NPH NaUKEHTH, NpUeMaiiy aHTUOAKTEpUaTHH areHTH, BKIIIOMHTENTHO
¢GayopxXuHONOHM, PHCKBT MOXe [1a ce pa3nnyaBa B 3aBHCUMOCT OT BH/Ja Ha HHPEKLUATA, Bb3pacTTa H
00LLIOTO CHCTOAHUE Ha MALMEHTA, TaKa Y€ poaaTa Ha uunpogrokcalMH 3a nopuiuasaHe Ha INR
(MeXAYHApOOHO HOPMAIM3UPAHO ChOTHOLWIEHHE) € TPYAHO Aa ce npeucHH. [lpenopruurento e INR
Ja ¢e HabmoaaBa 4eCTo No BPEME Ha W MANKO ciel EAHOBPEMEHHOTO TPHJIOKEHHE Ha
uMnpodIoKcalMH ¢ aHTaroHHeTU Ha BUTaMHuH K (Hanp. sapdapuH, aueHokymMapoin, GeHnpoKymMoH
WA GIYyHHIHOH).

Hyaoxcemun

B KAMHHYHH NPOYHBAHUA € 0KA3aHO, YE €AHOBPEMEHHATA yNnoTpeba Ha AYJTOKCETHH C MOLUHH
uuxuouTopu Ha CYP450 1A2 u3oeH3aum, kato GuyBOKCaMHMH, MOXKE J1a A0Bee 10 YBEIHYaBaHe Ha
AUC U Crax Ha JyNOKCEeTHH. Bbripeky ye HAMa JOCTAThbYHO KITHHHWYHH JaHHHU 33 BB3MOKHO
B3aMMOJCHCTBHE C LIMNPOQIOKCALMH, NOJOOHH ePeKTH MOraT Aa C€ OYAKBa fIPH €AHOBPEMEHHOTO

NPUWIOKEHHE (BXK. Touka 4.4).

Ponunupon

JloKa3aHO € B KIIHHAYHO NMPOY4YBaHE, Y€ €AHOBPEMEHHOTO NPHIIOKEHHE HA PONHHHUPOI H
uunpodokcaliii, yMepeH HHXHOnTOp HAa CYP450 1A2 usoensum, Boau A0 nopuilaBaHe Ha Cpax H
AUC Ha ponuuupon ot 60% u 84%, cvoreerHo. [Ipenopbuea ce MOHHUTOPHHI HA PONUHHPOJI-
CBBP3aHHTE HEXEIaHU NEKAPCTBEHH peakLMH U KOPSKUHMA Ha N103aTa B 3aBUCHMOCT OT CAAyuas no
BpEME Ha U MAJIKO cjlefl €IHOBPEMEHHOTO MpuiaraHe ¢ uMnpodnokcauuH (Bx. Touka 4.4).

JTuookaun

Toea e 6110 IEMOHCTPUPAHO NPH 3ApaBH KHIHMBUAH, Y€ eAHOBpEMEHHATA yrnoTpeda Ha IHA0OKanH-
ChAbPKALIH IEKAPCTREHH NPOAYKTH ¢ uMnpodrokcauuy, ymepeH vaxuourop Ha CYP450 1A2
H30€H3HM, HAMANABA KNHPBHCA HAa HHTPABEHO3HUA NUAOKAKH ¢ 22%. BBhnpekH, ye NeueHHeTo ¢
NUOOKAUH ce NOHAcH 1odpe, Bb3MOXHO € BE3HHKBAHE Ha HEXKE/IaHH PeakUMH B pe3yslarat Ha
B3aUMORCHCTBHETO ¢ LUNPOGIOKCALMH NPH €AHOBPEMEHHO NPHIIOKECHHE,

Knozanun
Cnen enHospeMeHHO npunoxeHue Ha 250 mg uanpodaoKCauuH ¢ KO3anuH B NPOABDKEHHE Ha 7

IHM, CEPYMHUTE KOHLICHTPALUKH Ha KN03anHH H N-Ie3METHIIKI03anKH c¢ yBenuyasar ¢ 29% v 31%,
crOTBeTHO. [IpenopbuBa ce KAIHHHYHO Hab/I0ACHHE H NOAXOAALIO KOPHIHpaHe Ha ao3aTa Ha
K/103allHH N[O BPEME K CKOpO Cell €AHOBPEMEHHOTO NpUIokKeHrHue ¢ HHnpodaokcauuH (BK. Touka 4.4).

Cundenagun
Cmax H AUC Ha cunaeradun ca ce ypennunnu 61M30 IBa MbTH NMPH 34pasy HHAUBKHIAM Cea

nepopanHa g03a ot 50 mg npuera eanospemerto ¢ 500 mg uunpodnoxkcauuH. [Topanu Toea ce
H3MCKBA NOBHILICHO BHUMAaHHE NPH NPSANUCBAHETO HA LIMMPOQIOKCaLHH € JHOBPEMEHHO CbC
cunaeHacdun, kato TpaOBa a ce ce B3eMaT NpeaBU PUCKOBETE H IOI3UTE.

Azomenramun
B KNIMHHYHH NPOYYBAHHUA € NOKA3aHO, Y€ PIYBOKCAMHH, KaTo cwieH uHXubutop Ha CYP450 1A2

M30€H3UM, NoauepTaHo HHXUOKpa MeTabonu3Ma Ha aroMenaTuH, koeto Boay 1o 60-k
NOBHILIEHUE HA €KCMNO3ULMATA HA aroMeiaTHH. Bbrpeky ye HAMA KIIMHWYHHY AaHHH
B3auUMoOaeicTBHE ¢ uunpodnokcaumH, ymepeH HHxHOHTOp Ha CYP450 1A2, moxke
nogoOHHU ePEeKTH NPH €AHOBPEMEHHOTO UM NPUIOKEHHE (BXK. "UuTOoXpoM P450"
nNpeayNnpeXAeHHs U Npeana3Hd MEpKH npH ynorpebda”).

3oanuoem




EnHOBPEMEHHOTO NpHNOXKEeHHe HA HNPOPNOKCALINH MOXKE 1a MOBHIUH KPbBHHTE HHBA HA 30MTHAEM,
eJHOBpeMeHHaTa ynotpeba He ce npenopbysa.

4.6 DepTHAHTET, OPpEMEHHOCT H KbpPMEHe

bpemennocm
HaiuuHUTE AaHHH 33 NPUIOKEHUETO HA UMNPOGIOKCAUHH NpH OpeMEeHHH XKEHHU, HE NOKA3BaT

pasBuTHE Ha MadopMaLIMH WK Ha PeTO/HEOHATANHA TOKCHYHOCT Ha uunpoduiokcaudy. [Tpoyusanus
MPH XKUBOTHH HE MOKA3BAT AUPEKTHH WIH HHAWPEKTHH yBpexaaluiH €hekTy No OTHOLIEHNE Ha
penpoOaYKTHUBHATA TOKCHYHOCT. [1py Mnaam v HEOHOCEHH KHBOTHH, TPETHPAHHU C XMHOMIOHH, €
Ha0J1I0JaBaHO YBPEXKAAHE HA XPYLIAIa, KaTO MO TO3H HAYHH, HE MOJXKE A CE H3KIIOUH, Ye
JIEKAPCTBOTO MOXKE 1a MPUUYHHH YBPEKAAHE HA CTABHUA XPYIUAT B YOBELWIKHA OPraHu3bm NpH
HeJOHOCEHM Acua/ nnoa (BxK. Touka 5.3).

Karo npeanazsa Mapka, 3a Npeano4yHTaHe € 1a ce n3barsa U3non3BaHeTo Ha UMNpoGAOKCALMH 10
BpeMe Ha OpeMEHHOCTTA.

Kvpmene
LlnnpodnokcauHH ce ekcKpeTHpa B Kbpmara. [lopanu noTeHuHanHus pUCK OT CTABHH YBpPEKIaHKA,

uMnpodaokcalmH He TpabBa Aa ce U3NnoJ3Ba 110 BpEME HA KbPMEHETO.

4.7 EdexTH pupxy cnocodHocTTa 32 WodgHpane H padoTa ¢ MAIIHHH

[Topaan crOHUTE HEBPONOTHYHY edekTy, LUIPOPIIOKCALIMH MOXE 1a OKaXKEe BTHAHHE BbPXY BPEMETO
3a peakuya. ITo To3n HaumH, cnocoBHOCTTA 32 IodHpaHe UnK paboTa ¢ MALLMHHK MOXE 1a Obae
HapylueHa. |

4.8 HexelanH JeKapCcTBeHH peaKIHH
Haii-uecTo choliaBaHHTe HeXxelaHH ekapeTeeHH peakuuH (HJIP) ca ragene u guapus.
HJIP, nosiy4eHH OT KIIHHHYHHA NPOYYBaHKA U OT HaOMoaeHHE, CeA MyCKaHe Ha ra3sapa Ha

uunpodioKcaluH (NepopaiHa, HHTPABEHO3HA M CEKBEHLHAIHA TEPANHs) rpyNHpaHH 1o KaTEropui Ha
4ecToTa, ca H30poeHn No-10y. AHANTH3BLT HA YECTOTATa B3EMa NOA BHHMaHHE JaHHUTE OT ABata

Ha4YHHa Ha MNPUIOKEHHUE, MNEPOPATHO H HHTPABCHO3HO, Ha LlHHpGClJJ'IOKC&llHH.




Knacupuuupa | Yecrn HevecTn Penxn MHoro peaks C Hew3BEeCTHA
He mo opraunn | > [/100 >1/1 000 no | = 1/10 000 no < 1/10 000 yecTora
CHCTEMH Ho < < 1/100 < 1/1 000 (He MOXe aa Obae
1/10 onpeacneHa ot
HATHYHHUTE
OAHHH)
Hudexkuuu H [MOMynK
Napa3uTo3H CYMEPHH-
(peKunn
Hapyuienus na Eo3uHO- JleBKoTNEeHUA XeMOoNuTHYHA
KPbLETA H punng AHeMHus aHEMUA
JauMoHaTa HeyTponeHus ArpaHyJOUHTO3a
CHCTEMS JleBkounTO3a [TaHuuTONEHHA
TpombowsTo- {(XKHUBOTO-
MEHUA 3acTpawsaBalla)
TpombouuT- [ToTHCKaHe Ha
eMMA KOCTHHS MO3BK
(AHnBOTO-
3acTpawaBaia)
Hapywenus Ha Anepraysu AHaQWIaKTHYHH
HMYHHATA peaxkuuH peakuMH
cHCTemMa AneprudcH AHapWIaKTHYEH LIOK
OTOK/ (>XMBOTO-
aHruoeaeM 3acTpalllaBalll)
(kK. TO4Ka 4.4)
Peakuuy noaoOHHU Ha
cepyMHa 0onecT
Hapyumienns Ha CHHIpOM Ha
eHa0- HealeKBaTHa
KPHHHATS cexpeuHs Ha
cucTemMa aHTUAUYPETHUCH
xopmoH (SIADH)
Hapyuienus Ha Hamanen Xunep- XHNOrMHKEMHYH
mMeTabonnimMa H aneTyT FMUKEMHA a KoMa (BX.
XpaHeHeTo XHNOTIHKEMHSA TO4Ka 4.4)
(BK. TOUKa 4.4)
Teuxuunn [IcuxoMo- O0bpkBaHe H [IcHXHUuHH peakumu MaHus
HapylueHHa** TOpHA Ae30pHeHTa-uHa | (MOTEHUHMATHO XunomManus
XHunep- peakuHH Ha 3aBBPLIBE ChC
aKTUB-HOCT/ | De3nokoHcTBO CYHLIMIAHHA
Bb30YyOa [TaTonOTH4YHH WAeH/MHUCIIH WK
CbHHLIA ONHTH 32
Jlenpecusa CaMOyOuUHCTBO H
(MOTEHLUHANHO camoybuiicTso) (Bx.
3aBbPIIBE CBC TOYKa 4.4)
CYHLHIHH
HIen MHUCITH
WM OTTHTH 33
caMoyOHuiicTBO
H
caMOyOHHCTBO)
(BX. TOUKa 4.4)
XanoLuHHalHH
HapywieHnn Ha [masobonue | Ilap- n MurpeHa
HepBHATA 3aMaiiBaHe AN3ECTE3UA Hapyuexa
cucrema™™ Hapywenua | Xunoecreius KOOPAWHALKATA
Ha CBHHA Tpemop Hapyuiena noxoaka
Bkycosn [lpunaabuu HapyieHua Ha
HapyLleHua | (BKJ. oDOHATENHHA HEPR
ENWIENTHYEH WUHTpakpannanna




CTaTyC BX.

XHINIEPTOHHA H

TOUuKa 4.4) MO3bYEH
Bepturo NceBA0TYMOp
3pHTENHH 3pUTENHH 3puTenHa
HapYLUeHHA ™™ HapyIleHUA negopMauHn Ha
(aMnyionus) LIBETOBETE
HapyuieHua Ha TuHUTYC
YXOTO H 3aryda Ha
NAOHpHHTA™™ cayxa/
YBpEXKAAHE Ha
cnyxa
Copaeunn Taxukapaus KamepHa
HapyureHun*** APUTMHUA H
Torsades de
Pointes
(¢choOLaBauu
NpeAUMHO ITPH
MalMEHTH C
PHUCKOBH (paKTOpH
3a QT
yAbJKABAHE),
EKI" QT-
yIbKABAHE (BX.
Touka 4.4 1 4.9)*
CHHIOpOM Ha
Kounis
Crnaosn Bazoownatauus | Backynur
Hapylue- XHMIOTOHHA
HUA*** CHHKoON
Pecnu- Jncnues
PATOPHH, (BKJTIOUHMTENHO
rPLAHY H ACTMaTHYHO
MeHa- CbCTOAHHE)
CTHHAJIHH
HAPYLUEHHS
CroMalIHO- ["anene [Tospuiiane | JiHapus, [TankpeaTuT
YypeBHH Huapus ["acTpouH- CBbp3aHa C
HApYUIEHHS TECTUHANHH | nMpuema Ha
H KOPEMHH AHTHOHOTHK,
bonku BKJIKOYHUTENHO
Hucnencua | MceBmo-
Merteo- MeMOpaHOo3eH
PH3IBM KOJIUT (MHOTO
PAIKO C
Bb3IMOXKEH
¢araneH u3xon)
(8. Touka 4.4)
XenaToOuaunap [Toaunma- YepuoapodHo YepHoapoOHa
HH HApPYIUEHHSA BAHE HA yBpE}KAaHE HEKpO3a
TPAHCaMH- XonecratiuHa | (MHOIroO paako ce
Ha3uTe K bIITSHHLA pa3BHEBa RO
[loBH1LAa- Xenarur XHBOTO3ACTpalllaBall]
BAHE HA a yepHoapobHa
bunu- HENOCTATBYHOCT)
pybuHa (Bk. Touka 4.4)
Hapywenus Ha Ob6pus Peakuun Ha [leTexuu
KOXaTa H [Ipypuryc (bOTOUYBCTBH- Epurema
NOIKOKHHTE YpTUKApUA | TEAHOCT (BXK. MYJITHOPME
ThKAHH TO4YKa 4.4) Epurema HOOO3YM




Cunapom Ha Stevens- | JlexapcteHa
Johnson peakuys c
(NnoTeHUHANHO €O3UHOPHNNA H
HHBOTO- CHCTEMHH
3acTpailiasaill) CHMINITOMH
TokcHiHa (DRESS)
enuaepmanna
HEKPONH3a
(MOTEHUHANHO
>KUBOTO3aCTpALIABA-
11ia)
HapylweHus na MyckynHo- | Muanrus Myckynna cnabocr
MYCKY.JIHO- CKeleTHa ApTpHT TeHaoBarHHUT
CKeJieTHaTa Gonka [loBHLUEH Pymnrypa Ha
cHCcTeMa, (Hanp. MYCKYJIEH CYXOXHWIHETO
KOCTUTE H 6onka B TOHYC U Kpamny | (MpeaAuMHO
CheJHHHTEIHA KpaHHHLMTE, AXWnecoBo
Ta ThKan** Oosika B CYyXOoXunue) (Bx.
repoa, TOo4Ka 4.4)
foJika B Ob6ocTpaHe Ha
rbpAMTE CHMITTOMH Ha
Aprpanrus MHACTEHHA [PABHC
(BK. Touka 4.4)
HapyiueHusn Ha Yepexaane | bnbpeuHa
6n0peunTe M Ha Henocra-
NMHKOYHHTE obOpeunTe | THUHOCT
NbTHINA XemarypHs
Kpucranypus
(BX. TOuKa 4.4)
TyOynouuTep-
CTHLHANEH
HeppPHT
O6mu AcCTeHHA OToK
HAPYUIEHHA H Tpecka H3noTaBaHe
ePeKTH HA (xvnepxuapo3sa)
MACTOTO HA
_OpHJIOKEHHE™™
HicneapaHHs ITopuiragan | Iloeuiuena [ToBmasaue Ha
€ B KpbBTA aMuiasa INR (npu
Ha MAUHEHTH,
alKajJHaTa JIEKYBaHH C
¢docdaraza AHTArOHUCTH Ha
BUTAMHH K)

* Tesu chOUTHA ca ChOOLLEHH MO BpeMe Ha NOCTMAPKETHHIOBHUSA MEPHOA M ce HabmoaaraT NpeUMHO
cpe MaLMEHTH C JOMBAHUTENHY pPUCKOBH (pakTopy 3a QT yarmkasaHe
(BX. TOUKa 4.4).

** Cpo0wasa ce 3a MHOTO PeIKH CITy4aH Ha NPOAB/DKHTENHY (O MECELH HITH FOJHHH ),
WHBATMAM3HPALIN W MOTEHLIHATHO HEOOPaTUMHU CEPUO3HM JIEKAPCTBEHH PEAKLIMH, 3aCAraLH HAKOJIKO,
MOHIKOra MHOIO CUCTEMO-OPraHHH KJ1ACOBE U CETHBA (BIUTFOUHTEIHO PEAKLHH KATO TEHOHHHUT,
pa3KbCBaHE HA CYXOXKMIIME, apTpainrus, 6onka B KpaliHHIMTE, HAPYLICHUE HA MOX0/KATa, HEBPOIIATHH,
CBBP3aHH C NAPECTE3UH H HEBPAITHS, YMOpPA, [ICHXHATPHYHH CHMITTOMH ( BKJIHOUMTENHO HAPYLICHH
Ha ChH#A, TPEBOXCHOCT, NPHUCTHITH Ha MAHUKA, AeNpecHs K MUCIH 32 caMOYOHHCTBO), HapyLUEHHKE HA
NaMeTTa U KOHLUEHTPALMATA M YBPEXKAaHE Ha CAyXa, 3pEHUETO, BKyca H ODOHAHHETO) BB B

CBHLUECTBYBALUHTE PUCKOBH (PaKTOPH (BXK. TOuKa 4.4).
***[Tpy naumeHTHUTE, NpUeMaLiy GayopoOXHHONOHH, Ca CHOOIIEHH CAyUYan Ha aHe
Ha a0PTAaTa, NOHAKOra YCJIOKHEHH NOPaad PasKbCBaHe (BIIIOUHTEITHO € JIETAICH
perypruTauua/HeA0CTaTbYHOCT Ha HAKOU OT ChPACYHHUTE KianH (BXK. Touka 4.4).




Heoduampuunu nayuenmu
YecToTaTa Ha apTponatus (apTpairus, apTpuT), NpeacTaBeHa no-rope, ce OTHacg 10 JaHHH, CbOMpaHK
B NpOy4BaHHUATA C Bb3pacTHH. [Ipu aeua, 3a apTponarks ce cboOLiaea 4ecTo (BxK. Touka 4.4).

CnobulasaHe HA NOAO3UPAHN HEXENAHU PEaKLIMK
CphobuiaBaHeTo Ha MOAOIMPAHH HEXENAHU PeaKLMY Cle pa3pellaBaHe 3a ynoTpeda Ha JiekapcTBEHHA

NPOAYKT € BaXKHO. TOBa NO3BONABA Ja MPOABL/KH HAOMIOAEHHETO HA CbOTHOLLEHUETO MOI3a/PUCK 32
NEKAPCTBEHHUA NMpoAYKT. OT MEARLMHCKHTE CIELHATMCTH CE H3MCKBA Ja choOL1aBaT Becaka
NOAO3UPAHA HEXeNaHa peakiua vpes

H3nbaHHTENHA areHUUA O NeKapCcTBaTa

yn. ,,Jlamsad ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417
yebcaiiT: www.bda.bg

4.9 Ilpenoznpane

CUMNOTOMH

HMma cbobuieHue 3a npeao3dpale ¢ 12 g, KOETO € AOBENO A0 JIEKH CHMITTOMH Ha TOKCHYHOCT. [1pH
OCTpPO npeao3rpane ¢ 16 g e c»ol1UEeHO, Ye € JoBeNO A0 ocTpa 6b6peuHa HeZOCTaTHYHOCT.
CuMIToMHTE NpU NpeAO3MpaHe ca BUEHE Ha CBAT, TPEMOP, riiaBodboinue, OTNAAHAIOCT, MbpUOBE,
XanOLHHALHKHK, 00bpKkBaHe, abaomuHaned AuckoMpopT, ObOpeuHa U YepHOAPOOHA HEAOCTATHYHOCT,
KaKTO M KpUcTanTypms u xemarypus. Mima ¢cbobiuenuns 3a obpatuma 610peuHa TOKCHUHOCT.

Jleuenne

OCBEH PYTUHHHTE MEPKM MPH CNELLIHHA CIYYAH Hanp. NPpeAU3BHKBaHE Ha MOBPBLIAHE, NOCISABAHO OT
NpHUEM Ha MEAKLIHHCKH BBIJIEH, CE NpPenopbUBa Aa ce cineau dudpeyHaTa PyHKLUHA, BKIIHOYHTENHO H
pH 1 KucenuHHOCTTA HAa ypHHATA, NpH HEOOXOAUMOCT, 3a Ja C& MPEAOTBPaTH KPHCTATYPHA.
[TauneHTHTE TPAOBA Aa ca noOpe XxuaApaTHpPaHU. AHTHALMAHWTE CPEACTBA, ChAbPKALLUM KATLUHH WiH
MarHe3ui MOraT TEOpeTUYHO a HaManAT abcopbuuaTa Ha uMnpodnoKcalKH NPU Npeao3HpaHe.
CaMo Manko xonvuecTso ot uunpodokcaumH (<10%) ce enMMHUHKpa Ype3 XEMOIUANTH3A WY
NEePUTOHEATHA JHaN3a.

B cayuaii Ha npeno3upate, ciesa Aa ce npuiara CHMNToMaTH4Ho nevyeHue. EKI™ MoHuTOpupaHe
TpabBa aa 6bJaT npeanpHeTo, NOpaau Bb3IMOKHOCTTA 3a yaAb/kaBaHe Ha QT uHTeprana.

5. @®APMAKOJIOIrH4YHHM CBOUCTBA
5.1 PapMAKOAHHAMHYHH CBOHCTBA
dapmakorepanesTU4Ha rpyna: ®ayopoxuHononuu, ATC xoa: JOIMAO2

Mexanuzom na deticmeaue.

Kato ¢uiyopoxHHONOHOB aHTHOAKTEpHANICH areHT, DAKTEPUATHOTO ACHCTBHE HA LIMNPOQIOKCALHH €
pe3yaTar oT UHXHOHpaHe Ha aeaTa Tina Il ronousomepasza (JIHK-rupasa) v Tononzomepasa 1V,
HeoOxoaumu 3a OakrepranHara JJHK-peruiMkauus, TpaHCKPHIILMSE, Bb3CTRHOBABAHE U
pekoMbuHaum.

PK/PD g2aumoomuouierue:
EdukacHOCTTA 3aBUCH MMABHO OT CHOTHOLIEHHETO MEXY MakcuMAanHaTa KOHLEHTpa
(Ciax) ¥ MUHHMaNTHATa HHXHOUTOpHA KOoHUeHTpauua (MIC) Ha uunpodnokcauuH 3a
MaTOr€HU W Bpb3KaTa Mexay naowra noa kpusara (AUC) u MIC.

Mexanuzvm Ha pesucmenmuocm: s & /



In-vitro pe3uCTEHTHOCT KbM UHNpodaoKcaLHH MoXe Aa Obae npuaoduTa upes noeTaneH apouec Ha
ueneso pasnonoxeHd mytaund B JIHK rupasa v Tonmousomepasa V. CteneHTa Ha KpbCTOCaHa
PE3UCTEHTHOCT MEXAY UHNPOdQIOKCAUMH H APYTH (IIYOPOXHHOJIOHH KaTO PE3YITAT € NPOMEHIIHBA.
EanHKYHA MyTaLIMK, HE MOXKE N2 IOBEAe A0 KIIMHHYHA PE3UCTEHTHOCT, HO MHOrOOPOHHN MyTaLiK
OOHKHOBEHO BOJAT 0 KIHHHYHE PE3UCTEHTHOCT KbM MHOMO MJTH BCHYKH AKTHBHHU BELIECTBA, B
pPaMKHKTE Ha Kiaca.

MexaHW3IMHTE 3a PE3HCTEHTHOCT, YPe3 HENPOITYCKAKMBOCT WM 3acarawiy epnykcHata nomna 3a
AKTHBHOTO BELLECTBO MOXKE Ja HMAT MPOMEHIHUB eQeKT BbPXY YYBCTBUTENHOCTTA KbM
GIYOPXHHONOHHTE, KOATO 3aBHCH OT QU3MKOXHUMHYHHUTE CBOMCTBA HA OTACNMHUTE aKTHBHH BELLIECTBA B
paMKHTE Ha Kj1aca v apHHUTETA Ha TPAHCIIOPTHUTE CUCTEMH 32 BCAKO AKTHUBHO BEILECTBO. BeHuky B
in-vitro MEXaHW3MH HA PE3UCTEHTHOCT ¢a HabntoaaBaHH YeCTO NPU KIUHHYHU U30onaTH. MexaHHu3MuTe
Ha Pe3HCTEHTHOCT, KOMTO IE3aKTUBHPAT APYTUTE aHTHOHOTHLM KaTo HHPHUITPaUHOHHM DapHepH
(vecto npu Pseudomonas aeruginosa) v epiykc MEXaHU3IMUTE MOraT Aa NOBJIMAAT BHPXY
UYBCTBUTETHOCTTA KbM LIHMPOPIOKCALIHH.

Hma cpobLueHus 3a miasMua-MeAMHPaHaTa pe3UCTeHTHOCT, KOAvpaHa Yypes qnr-reHH.

Cnexmuvp Ha anmubaxmepuaina aKkmugHocm.
I"'paHUYHH CTOHHOCTH, KOMTO OTACAAT HyBCTBHTE/HHTE L1aMOBE OT LIIAMOBETE € YMEpPEHa
YYBCTBHTENHOCT H MOCACOHUTE OT PE3IHCTEHTHHTE LIAMOBE:

EUCAST Ilpenopvxu

MakKpoopraHHIMH YYBCTBHTE/IHH PEeIHCTEHTHH
Enterobacteriaceae S <0,25 mg/l R > 0,5 mg/l
Salmonella spp. S <0,06 mg/l R > 0,06 mg/l
Pseudomonas spp. S £0,5 mg/l R > 0,5 mg/]
Acinetobacter spp. S <1 mgfl R>1 mg/l
Staphylococcus spp.’ S <1 mg/l R > 1 mg/l
Haemophilus influenzae S <£0,06 mg/l R > 0,06 mg/l
Moraxella catarrhalis S <0,125 mg/i 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
["'paHu4HH CTOHHOCTH, KOHUTO S <£0,25 mg/l R > 0,5 mg/l
HE ca CBbP3aHM C OfIpeAesicH

BAO*

! Staphylococcus spp. — rpaHHUHATE CTOMHOCTH 32 LMMPOQJIOKCALMH €4 CBbP3aHH C TEPAINHA ¢ BUCOKM
AO3M.

*I"'paHUYHHUTE CTOMHOCTH, KOMTO HE C& CBBP3aHH C ONPEICIEH BHA Ca OfIpeeeHH rnasHo Ha Hasa
dbapMaKkOKHHETHYHIW/ (PapMAaKOOUHAMUYHH AaHHH K C& HE3@8BUCUMM OT paslpeac/ieHUATa Ha
MHHHMAaTHaTa HHXHOKHTOpHA KOHUeHTpauud (MIC) Ha koHkpeTHus BHA. Te ce H3NON3BAT €QHHCTBEHO
3a BUIORBE, 32 KOWTO HE € OnpelesieHa rpaHH4YHA CTOMHOCT 3a KOHKPETEH BUA U HE Ca 33 Te3U BHAOSBE,
Mpy KOHTO HE CE NPENOPBYBA H3NUTBAHE 32 UyBCTBHTE/IHOCT.

PasnpocTpaHeHneTo Ha NpuacOUTa PE3UCTEHTHOCT MOXE Ja BapHpa reorpagcky H BbB BPEMETO 34
onpeacsieH! BHAOBE U € XKENATE/THO Aa UMAa MECTHA HHPOpMAaLUA 38 Pe3HCTEHTHOCTTA, OCOOEHO
KOTaTo C€ JIEKYBAT TeXKKH HHpekiuu. Ako e HeoDxoauMo, TpaOdBa na c€ TbPCH EKCNEPTEH CHBET,
KOraTo MECTHOTO pa3lpOCTPAHEHHE HA PEIUCTEHTHOCTTA € TAKOBa, Ye 110/13aTa OT areHTa Npy NoHe
HAKOH BHAOBE KH(EKIIMH e Mo BLApOC.

A g
['pynupaHe Ha CbOTBETHUTE BHIOBE CNOPE HYBCTBHTEIHOCTTA KBM LIUNPOPIOKCALHH (46 }\"‘B
Strepfococcus species BX. Touka 4.4) ‘F

OBHAYAMHO YYBCTBHUTEJHH BUJNOBE
Aepoban I pamM-nON0KHTEJNHH MHKPOOPTaHH3MH




Bacillus anthracis (1)

Aepobun I'pamM-oTpHIATETHH MAKPOOPTAHHIMH
Aeromonas spp.

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

Vibrio spp.

Yersinia pestis

AHaepoOHH MHKPOOPragH3IMH
Mobiluncus

JIpyra MEKpOOPraHH3IMH
Chlamydia trachomatis (3)
Chlamydia pneumoniae (%)
Mycoplasma hominis (3$)
Mycoplasma pneumoniae ($)

BUIOBE, 3A KOUTO IIPHIOBHUTATA PESUCTEHTHOCT MOJKE JIA BB/IE
[IPOBJIEM

Aepobunr I'paM-nonoxHETENHE MEAKPOOPTARH3IMHA
Enterococcus faecalis ($)
Staphylococcus spp.* (2)

Aepobuu I paM-oTpHLIATETHH MEKPOOPraHH3IMH
Acinetobacter baumannii+
Burkholderia cepacia+*
Campylobacter spp.+*
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae™
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae*
Morganella morganii*
Neisseria gonorrhoeae™
Proteus mirabilis*

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

AnaepoOHH MEKPOOPraHH3MH
Peptostreptococcus spp.
Propionibacterium acnes

NMPACHINO PEZUCTEHTHH OPI' AHHU3MHU

Aepobnn ' paM-noT0KATEIHE MEKPOOPTAHHIMH
Actinomyces

Enteroccus faecium

Listeria monocytogenes

AepoOnun ['pam-oTpHUATEIHE MEKPOOPTAHH3IMH




Stenotrophomonas maltophilia

AHaepoOHH MEKPOOpPranHiIMH

C uzKT0UEeHUEC A HANUCAHUME NO-20Pe

JApyra MEKpPOOpPranH3iMH

Mycoplasma genitalium

Ureaplasma urealitycum

* K1MHUYHATA ePHKACHOCT € QOKA3aHAa 3a YYBCTBUTENHH W301aTH NPU 0J00PEHUTE KAHHUYHH
MoKa3aHHd

+ PesucrenrHocT uecrora 2> 50% B egHa wiH nosede AbpxaBH-wieHkH Ha EC

($): EcTecTBEHO yMEPEHA YYBCTBUTEHOCT MPH JUMCca HA PUAOOKWTH MEXAHH3MH HA PE3UCTEHTHOCT
(1): [IpoyusaHuATa ca NpOBEAEHH BbPXY €KCIIEPUMEHTAIIHH KHBOTHH NPH HH(PEKLHUHA B pE3yNTaT Ha
WHXANALWH Ha cnopy Ha Bacillus anthracis; Te3n Npoy4YBaHKA MOKA3BAT, Y€ aKO AHTHOMOTHYHOTO
NedyeHHe 3aroYyHe BeaHAara cjej eKCno3MUUATa ¢ce H30area pazsuTUeTO Ha DonecTTa, KaTo
JIEHEHHETO CE CbCTOM B HAMaIAiBaHe Ha OposA Ha cnopuTe B OpraHu3Ma Noj 3apasHuTe A03H.
[IpenopwuanaTa ynorpeba npu xopa, ce OCHOBaBa INaBHO Ha in-vifro YyBCTBUTEHOCT U
EKCTIEPHMEHTANTHK JaHHH C XXKMUBOTHH, 3a8€AHO C ONPaHHYeHU JaHHHU NP Xoparta. /IsymeceuHara
NPOABLDKHUTETHOCT Ha JIEYEHUETO NPU BL3PACTHH C NEpPOpasieH UUNpPodIOKCALMH, TPHEMAH B 1032
500 mg ABa MbTH JHEBHO M CE CUMTA 33 €GEKTUBHO 3a NPEJOTBPATABAHE HA aHTPaKCHA UH(pEKUNS
npH yoseka. Jlekysaiiure nekapy TpsOBa Aa HANMpaBAT CNpasKa ¢ HALUMOHATHUTE WHJIH
MEXAYHAPOAHHTE KOHCEHCYCHHU JOKYMEHTH IO OTHOLUEHHE Ha JICYEHHETO HA AHTPAKC.

(2): MeTHLHIHH pEe3HCTEHTHH S, aureus MHOIO YeCTO NMOKa3BaT KPbCTOCAHA PC3UCTEHTHOCT KbM
(IIYOPXMHOIOHHTE.

CreneHTa Ha PE3IUCTEHTHOCT KbM METHUMIHH € 0Kk010 20 a0 50% npH BCHYKH BHAOBE
cTaHUJIOKOKH U OOGMKHOBEHO € MO-BHCOKA NIPH BLTPEOOIHUYHY H30NATH.

5.2 PapMAKOKHHETHYHH CBOHCTBA

Abcopbyun
Cnea nepopanHo npunoxeHue Ha equHHYHHU 003K oT 250 mg, 500 mg u 750 mg uunpodnokcaumx

tabneTkH, unnpodnokcaunH ce abcopbrpa 6Bp30 M eKCTEH3UBHO, OCHOBHO OT TBHKUTE Y€pBa, KaTo
AOCTHra MaKCHMAaJIHa CepyMHa KOHLEHTpalug 1-2 yaca no-KbCHO.

Eaunuunn ao3u or 100-750 mg Boaat 4o 4030-3aBUCHMH MAKCHMAITHH CEPYMHH KOHLICHTPALIMK
(Cmax) Mexcy 0,56 1 3,7 mg / |. CepyMHHTE KOHLIEHTPALIYH CE NOBHILABAT MPOMOPLUUOHANHO C
yBenu4aBaHero Ha 1034 10 1000 mg.

AbcomoTHara duoHanuuHocT € okono 70-80%.

500 mg nepopanHa a03a, JaBaHa HA BCEKM |2 vaca BoAK 0O €KBHBAJICHTHA IO MO KPHBATA
cepymuara koHueHTpauus-speme (AUC) Ha Tta3H, nomyyeHa upe3 nHTpaBeHo3Ha HHY3us oT 400 mg
uMnpogoKcaumH gaaeHH 3a 60 MmuHyTH Ha BCcekd 12 yaca.

Pasznpeodenenue

CeBpp3BaHETO Ha UUNpodIIOKcaMH ¢ NpOoTeUHH € HUCKO (20-30%). Liunpodaokcauux npHCHCTBA B
L1a3Mara 10 rojiiMa CTerneH B HeiloHu3upaHa gopMa » uma roasamM obem Ha pasnpeaeneuue 2/3 l/kg.
L {unipodurokcaliH 1ocTUra BACOKH KOHLIEHTPALWK B Pa3iIH4YHH TbKaHH, KaTo Hanpumep denus apod
(enuTENHATA TEYHOCT, AIBEOIapHHTE Makpodary, OUONCUYHA ThKaH), CHHYCUTE, Bb3MNaJICHU J1€3HH
(kaHrapHaHa MEXypHa TEYHOCT), KAKTO U YPOreHUTATHUA TPaKT (YpHHA, IPOCTaTa, EHIOMETPHYM),
KbAeTo ¢O1AaTa KOHLIEeHTPaLHUa NpesriiaBa Ta3u, JOCTUIHATA B IU1a3Mara.

Buompancgopmayun
Huckd xoOHLIEHTpAaLMK Ha YeTHpH MeTabonuTa ca OuNnx cbodLeHH Y ca OUNU HAEHTHPHUMPAHH KaTO:
nesetuneHeurnpognokcauut (M 1), cyndounnpodpnokcauus (M 2), okcoumnpodaokcauut (M 3) v
(popmunuunpodnoxcauux (M 4). MeraGonuTHTe Nokassar in-vitro aHTUMUKpoOHa agTARHQUAS W \
MO-HUCKA CTETEH, OTKOJIKOTO Ta3W HA H3XOAHOTO ChbeRHHEHHUE. Qg."’s‘ %QO
3Hae ce, ue uunpodaokcauut € ymepeH HHXUOMTOp Ha CYP 450 1 A2 nzoenznmu

Erumunupane




LlnnpodnokcaunH oo ronsaMa cTeneH ce eKCKpeTHpa B HEMPOMEHEH BH/ Upe3 OBOpeLIHTe, KakTo H B
no-Majka crenet upes geueca. CepyMHUAT €THMHHALMOHEH MNMOJTYKHBOT NMPH HHAHWBHAH ¢ HOpMaHa
O0nOpeuHa pyHkuua e npubansnuTenno 4-7 4aca.

Exckpenns Ha unnpodaokcaunn (% or 103aTa)

IlepopasiHOo NpHJOKEHHE

Ypuua denec
LinnpodaokcaluH 44,7 25,0
Metaboantu (M-My) 11,3 7,9

bLopeunnsaT kaupbHe € mexay 180-300 ml/kg/h, a obwuar knupere e mexay 480-600 ml/kg/h.
LiunpodnokcauuHt ce nojajara Ha raoMepysiHa puiatpauus ¥ TyOynHa cekpelus. Texko HapylleHaTa
O0BOpeuHa dyHKUMA BOAU A0 YABKEH NOJYKHUBOT Ha LMNpodiokcauuH ao 12 yaca.

H3B1bHOBLOpEeUHMA KIMPBHC HA LMIIPOQIIOKCALMH C€ ABIXKH OCHOBHO Ha aKTHBHATA TPaHC-
MHTECTHHAIHA ceKpeuua U MeTabonusbM. 1% OT no3aTa ce eKCKpeTHpa Ypes AIbuKarTa.
LlunpodnokcaumH ce HaMHpa B HTbYKATA BbB BUCOKR KOHLIEHTPaUMHSA.

[Teduampuunu nayuenmu
PapMaKOKHHETHYHHUTE JAHHH NPH NEAHATPUUHH NALMEHTH, C4 OrPaHUYEHH.

B eauo npoyusane npu aeua Cmax H AUC He 3aBycAT OT Bb3pacTTa (Haa eaHa roauiuHa Bb3pact). He
e HabmoaasaHo 3HaYuTENHO nouaBaHe Ha Cnax ¥ AUC caen MHorokpatHo aosupase (10 mg'kg
TPH MBTH AHEBHO).

fpu 10 neua ¢ Texsk cencue Cmax € Ouna 6,1 mg/l (gwanasona 4,6-8,3 mg/l) cnen 1-uacosa BeHO3HA
nudysua Ha 10 mg/kg npu Aeua HA BL3pAcT No-Manky ot |1 roguHa B cpasHeHue ¢ 7,2 mg/l (ot 4,7 -
11,8 mg/l) 3a neua Ha BBp3pacT Mexay | 1 5 roguuina Bs3pact. AUC croitHocTHTe ca Ounu

17,4 mg*h/L (auanason 11,8-32,0 mg*h/l) u 16,5 mg*h/l (ananazon 11,0-23,8 mg*h/l) 8 cboTBETHHTE
BB3PaCTOBU FPYIIH.

Te3u CTOKHOCTH ca B rPaHHLIMTE, OTYETEHH NPH BH3PAaCTHH B TepaneBTHYHH N034. B13 ocHOBa Ha
NoMyJiaLlKOHHHKS (PapMakOKHHETHYEH aHAJIN3 HA NEAHATPHYHH NALWEHTH C Pa3IMUHH HHOEKLUH,
npeAnoiaraéMHMAT CpecH NMONYXUBOT NpH Acuara € npudnunsurento 4-5 yaca U OHOHANHYHOCTTA Ha
nepopanHara cycneH3us sapupa ot 50 go 80%.

5.3 IIpeaxiHanvHd YaHHH 332 6€300aCHOCT

HexiMHHUHUTE JaHHH He NMoKa3BaT 0coOeHH pHCKOBE 3a XopaTa Ha 0a3a Ha KOHBEHUHMOHATHUTE
pOyUBaHHA 32 TOKCHYHOCT, NMPH €AHOKPATHO NpUiaraHe, TOKCHYHOCT NNPH MHOTOKPATHO
MPUIOKEHHE, KAHLEPOreHEH MOTEHLIHAN, HIIK PENPOLYKTHBHA TOKCHUYHOCT.

[Tono6HO Ha peAULIA APYTH XHHOMOHH, UMNPOGNOKCALMH € POTOTOKCUYEH [IPH JKHBOTHH IMPH
KJIMHHYHO 3HAYWMH HHUBA HA eKCno3HLUMA. JJaHHuTe 32 POTOMYTAareHHOCT/(POTOKAPLIHHOTCHHOCT
noxa3saT cjiadH GOTOMYyTareHHH WK (OTOTYMOPOTEHHH €PEKTH HA LMIPOQIIOKCALIMH B ONIWTHTE in-
vitro v npH XXUBOTHHTE. To3u edekT e GUn cpaBHUM C TO3U Ha APYTHTE FHPA3HH UHXHOUTOPH.

Cmasna noHocuMocm.
Kakro ce chobLuasa 3a Apyrure rupasHi HHXHOMTOPH, LMIPODIOKCALMH NMPUYHHABA YBPEXKAAHE HA
roJIEMMTE HOCEILH CTABH NPH HEQOHOCEHH KUBOTHHU. CTeneHTa Ha yBpeXIaHe Ha XpyLusia BIpupa F
3aBHCHMOCT OT Bb3PAcTTa, BUAA W A03aTa; YPEKAAHETO MOXKE 1a C€ HAMAaJTH, Upe3 npeMakBanaiig Mo
HaTOBapBaHETO Ha craBuTe. [IpoyuBaHKATA CHC 3PEaH XHBOTHH (MNIBXOBE, KyUeTa) /s ABAT
N10Ka3aTeNCTRA 33 YBPEXKJaHe Ha Xpylisia. B eaHo npoyusaHe Mpy MIanH KyueTa FgAusTS
LMNPodIOKCAUMH NPUUHHSBA TEKKH CTABHH NMPOMEHH B TEPANeBTHUHY RO3H, cnel dBE Je)
NIEYEHUETO, KaTo TE BCe oLle ce Habnonaear v ciea 5 Meceua. 2




6. ©GOAPMAIIEBTHYHH JAHHH

6.1 Cnuchbk HA NOMOIHHTE BelleCTBA

Aapo Ha rabnerkara:

KpockapMenosa HaTpUH

CunuvuHeB IHOKCHI, KOoMaeH De3soneH
MuUKpoKpUCTaATHA LEeTYyN03a

Hatpuer HuwecTeH raMkonar (Tun A)
[fosnnon K-25

MarsHe3uneB creapat

MOHAMORBRO NOKPHTHE:
Xunpomenosa
[IponuneHraukon

Tank

TutauoB aokeun (E171).

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpox Haroanoct

5 TOAUHH

6.4 CuoenHanHH YC/IOBHA HA CHXPAHCHHE

To3u 1eKkapCcTBEH NPOAYKT HE H3UCKBA CNICLIMATHH YCIOBHSA HA CbXPaHEHHE.
6.5 BuaH cLALPXKAHHE HA ONAKOBKATA

A1/PVC-PVDC baucrepn.

Llunpudon 250 mg gunmupanu tabneTku
KyTus ¢ 10 punmupanu Tabnerku (1 6nuctep ¢ 10 dpunmupanu tabnerkn).

[lunpuson 500 mg punmupaHu TabneTku
KyTus ¢ 10 ¢punmupanu tabaetku (1 6nucrep ¢ 10 punmupann rabierku).

6.6 ChnennalHH npeaNA3HH MEPKH NPH H3XBHLPJISHE

Hama crieljMayIHH N3UCKBaHU.

7. IIPUTEXATEJ HA PA3PENNIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjei‘.ka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Per.Ne: 20000504 3a Tabnerkure ot 250 mg
Per.Neo: 20000505 3a tabnerkure ot 500 mg




9, JATA HA IThPBO PASPEIIABAHE/TIOJHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

HaTa Ha mbpeO pazpewtasade: 25.08.2000
Narta Ha nocaeaHo noaHoBagaxe: 20.06.201 1

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

17 FOun 2026




