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| NANbAHWUTENHA ATEHLWS N0 NEKAPCTBATA

1. HME HA JEKAPCTBEHHUS IPOAYKT [ Koarwa xapanmepoomine e mpomme Tome
Lunpo6aii 500 mg dunmupanu TabneTku | Kom Pez. e ......... .»@0_{ OCP”ZJ ........................
Ciprobay 500 mg film-coated tablets Paapewetue N:

samamp . ¥ 240~ (“5 ..................
2. KAYECTBEH U KOJJWYECTBEH CHCTAB | Z90002He e/

Beska punmupana tabnetka cpabpika 500 mg uunpoduiokcalmt (KaTo XHApOXJIOpHA).

3a NbJHKA CNIUCHK HA NMOMOLIHHUTE BELIECTBA, BHIKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
®unmupana Tabnerka.

[Tpoabnroearu, moutH Genu ao 61eno xbaTeHUKaBu TabneTku ¢ otnevarano “CIP score 500" ot ennara
cTpaHa u noroto Ha “BAYER” (kpwcTa) Ha 1pyrara crpaHa.

Tabnerkara Moxe na Oble paszeneHa Ha 1Be paBHH J103H.

4, KJIUHHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

Llunpobait 500 mg puamupanu TabneTku ca npe/Ha3HauYeHH 3a JieueHHe Ha ciieHuTe HHGEKUHH (BK. TOUKH
4.4 u 5.1). [Ipeau 3anouBaHe Ha neyeHHeTo TpAOBa Na ce 0ObpHE CneLUanHO BHUMAHHE HA HAJIMYHATA

MH(pOpMaLHA 32 PE3UCTEHTHOCT KbM LIUNPOGIIOKCALIMH.

Tpsabsa na ce uMa npeaBU OGULHATHOTO PBKOBOCTBO 3a MOAXOAALLO H3MOJ3BaHe HA aHTHOAKTEepHAIHH
CpeACTBA.

BnapacTHu
. MHdeximu Ha N0THATE IMXATETHH MbTHLIA ¢ [ paM-oTpuuaTenHy Gakrepuu
- obocTpsiHe Ha XpOHHYHa 00cTpyKTHBHA OenoapobHa Gonect. [1pu obocTpsHe Ha XpOHHYHA
obctpykTHBHa Genoapobna Gonect Liunpobaii TpadBa na ce 3non3Ba caMo KOraTo ce CuMTa 3a
HenoaxoAdia ynorpebaTta Ha Jpyry aHTHOAKTepHalTHH CpPeCTBa, KOMTO 00HUaiiHO ce
NpenopbyBaT 3a JeyeHHe Ha Te3M HHPEKLHH.
- OpOHXO-NYIMOHATHH HH(EKIIMH NPH KUCTO3HA pubpo3a UK npH OpoHXHeKTa3us
- MHEBMOHHUS
. XPpOHHYHO CYNYypPaTUBHO Bb3MaJIEHHE HA CPETHOTO YXO
w OcTpa ex3alepOalns Ha XPOHHUEH CHHY3HT, 0c0OEHO aKo e npu4YKHeHa oT [ paM-oTpuLaTenHu
OakTepuu
. HHdexumn Ha NHKOYHKUTE MBTHLIA o~

- HeycnosxHen ocTbp uMeTHT. [lpu HeycnoxHen octbp upctHt Linnpobaii T
caMo KOraTo ce CYMTa 3a HenojAxoasiia ynorpebara Ha Apyru antubakre
KOHUTO 00MYaHHO ce NPenopbUBaT 3a JIeUeHHEe Ha Te3H HHDEKLIHH.

- OcTbp nuesnoHedpur

- VenoxkHeHH HHPEKLMH Ha MTHKOYHWTE MbTHILIA

- BakTepuaneH npoctartur



. HH(peKkunH HA reHHTATHHUA TPakT
- FOHOKOKOB YPETPHT H LEPBHLUMT, MPHYHHEHH OT YyBCTBHTENHA KbM LMIPOQIOKCaLNH
Neisseria gonorrhoeae
- OPXMENMHUIHIMMHT, BKITIOUHTEITHO CITy4aH, IPHYHHEHH OT YYBCTBHTEIHa KbM IunpodnokcaiuH
Neisseria gonorrhoeae
- Ta30Ba Bh3NANUTENHA GONECT, BKJIIOUHTEHO CTy4aH, IPHYMHEHH OT YyBCTBHTENHA KBM
uunpodnokcauun Neisseria gonorrhoeae

. HHdeknuy Ha cTOMAIIHO-YpEBHHA TPaKT (T.H. IHaAPHA HA NBTELIECTBEHHULIUTE)

. Hurpaabaomubanyu nedexuun

. HHbekunu Ha KoxaTa ¥ MEKHTE ThKaHHM, IPHYKHHEHH OT [ paM-oTpuLaTenHu GakTepuH
. ManurueH BLHLIEH OTHT

] HHdexunu Ha KOCTHTE M CTaBHTE

. IMpodrnakTHka Ha HHBA3WBHH HHEKUHK, NPHUYHHEHH OT Neisseria meningitidis

] HHxanaropeH aHTpakc (ROCTEKCNO3ZMLIHOHHA NPOGHIAKTHKA U JIEUEHHE)

L[nnpoqmoxcauuu Moxke Ja Obje U3MOI3BaH MpH NCYCHUETO Ha HEYTPONCHHYHH MNalHeHTH C [MOBULIEHA
TEMIEPATYpa, KOraTo ¢e nipeanojara 4¢ npH4yHHara © 6aKTepua.nHa HHd)eKl.IPIﬂ.

,ﬂegg H HOHOILIH

¢ bponxo-nynMoHanuu HHeKLMH, NpUYKRHERH oT Pseudomonas aeruginosa, Npy NauMeHTH ¢
KHCTO3HA Pubposza

. Venoxsend HH(EKUMH Ha MHKOYHWTE METHILIA H OCTBP NHENoHEpHT
] HuxanatopeH auTpaxc (MOCTEKCNO3MUHOHHA NMPO(HIIAKTHKA H IEYEHHE)

Hunpodnokcaliud Moxe Aa ¢e W3MOJI2Ba 3a JIeUeHHE Ha TEXXKH UH(EKLMH TIpH Aelia U FOHOILH, KOTaTo ce
CYHTE, Ye TOBA € HeoOXoauMO.

Jleuenneto Tpadea Aa ObAE 3aM0YHATO CAMO OT JIEKAPH C OMMT B JIeYeHHETO Ha KucTo3Ha (pubposa n/wnm
TEKKH HH(EKLIHH NPH Jlella H FOHOLWIH (BX. TOMKH 4.4 1 5.1).

4.2 Jo3upoBKa H HAYHH HA NPHIOKEHHE

ﬂOZ‘IHQOBKa

Jo3upoBkara ce onpeens OT NOKA3AHHATA, TEXKECTTa U MACTOTO Ha WHGEKLHATA, YyBCTBHTEAHOCTTA HA
NPHYHHHTENA KbM LHNpodiokcauuH, 6u6peuHaTa yHKIHA Ha MAUKHEHTA H TENECHOTO TErJ0 NpH Aela H
FOHOLIIH.

Gampﬂonomqnom pa3BHTHE.

Jleuenuero Ha uHpEKLHH, NPHYHHEHH OT onpeAeneHH bakrepuu (Hanp. Pseudomonas,
Acinetobacter wnu Staphylococci), Moe 1a H3UCKBA NO-BHCOKH RO3H LMNPOdNoKe
NPHIOKEHHE Ha APYTH MOAXOAIIH aHTUOAKTEPHAITHH CpeCTRa.

[+



JleyeHueTo Ha HAKOH HH(PEKUMH (HAMP. TA30BA PE3NANMTENHA OonecT, HHTPaabOMHHAITHY HH)EKLIHH,
HHQEKLHH MPH HeYTPONeHHYHH NTALMEHTH H HHEKLHH Ha KOCTUTE H CTABHTE) MOKe [1a H3HCKBa
€AHOBPEMCHHO NMpHAaralHe Ha ApYTH NOOXOAAIH aHTHGaKTepHaJ'lHH CpeacTea B 3aBHCHMOCT OT CBEOTBCTHHTC

NaToOreHH.

Bwapacmuu

Ioxkazannsn

JIneBHA J03a B mg

O6ma npogb/KATETHOCT HA
JeveHne (DOTEHNHATHO
BKJIIOYBAIIO HAYMATHO
NapEeHTePaIHO JIeYeHHE ¢

Bb3INAJICHHE Ha
CPEIHOTO YXO

ITbTH AHCBHO

nunpodIoKcaAnHH)
HHdekunH Ha OONTHUTE NHMXATENHH ITHTHLIA 500 mg npa mbTH 7 no 14 nHu
IHeBHO A0 750 mg Apa
NMbTH JHEBHO
Hudekunu Ha Octpo obocTpaHe Ha 500 mg oBa MBTH 7 no 14 oguu
TOPHHTE JUXATENHH | XPOHHYEH CHHY3HT AHeBHO no 750 mg apa
NBTHILA N'bTH JHEBHO
XpoHu4HO 500 mg npa ieTH 7 no 14 nuu
CYMypaTHBHO oHeBHO 10 750 mg nBa

ManurHeH pbHILIEH
OTHT

750 mg nBa NbTH
IHEBHO

28 nuu o 3 mecena

Hudexunu Ha
MHKOYHHTE ITHTHILA
{px. Touka 4.4)

Heycnoxuen octep
UHCTHT

250 mg nea meTH
JHeBHO g0 500 mg npa
OBTH AHEBHO

3 ouu

IlpH xeHH B MpeMeHoNay3a MoXe
Ia ce uanonssa 500 mg enHoKpatHa noza

YCNoXHEH LIMCTHT,
Octbp nuenoHedpUT

500 mg nBa WbTH
JHEBHO

7 NHH

YcnoxkHeH
nHenoHepuT

500 mg nsa meTH
JaHeBHo ao 750 mg nsa
MBTH JHEBHO

MUHUMYM 10 nHH, MOXe a
6be NponbDKeHo A0 NoBEYE
oT 21 aHu B HAKOHW 0cobDeHH
cayyan (Hanp. abcuecH)

Bakrepuanen
[IpOCTATHT

500 mg oBa mbTH
nHeBHO A0 750 mg npa
ITbTH JHEBHO

2 — 4 ceqMHuH (OCTBP) 10
4 — 6 cenMHULUK (XPOHHYEH)

Hndexuun Ha
TeHHTATHHA TPaKT

I'cHOKOKOB YPETPHT ¥
LIEPBHLIMT, MPUYHHEHH
OT YYBCTBHTENHA

Neisseria gonorrhoeae

500 mg kato
€JHOKpaTHa 103a




INoxkazanns

JHeBHa J03a B Mg

O61wa npoabLIKBTEIHOCT HA
JieyeHHe (MOTEAMHATHO
BKJIHYBAIL0 HAYATHO
nApEeHTEPAIHO Jleuenne ¢
MHOpogIOKCANNAR)

OpxHenHAMAUMHT H
Ta30Ba Bb3MAIMTENHA
fonect, BKIIOYHTENHO
caydau, MpHYHHEHH
OT YyBCTBHTEJIHA
Neisseria gonorrhoeae

500 mg nga MbTH
JAHeRHO A0 750 mg ABa
ITETH JIHEBHO

Haii-Manko 14 nHu

Hndexunn na Huapus, IpHUHHEHA OT 500 mg aBa MbTH 1 nen
CTOMAIHO- GakTepuH, BKI. JHEBHO
YpEBHHUSA TPaKT U Shigella spp. paznnuun
uHTpaabnomunan- | or Shigella dysenteria
HH MHbEeKUHH THN 1K eMIIMpUYHO
JIieUeHHe Ha AHapHs Ha
MBTELICCTBEHHLIKTE
Juapus, npuuHHeHa ot 500 mg nBa nuTH 5 OHH
Shigella dysenteriae JAHEBHO
THN ]
Junapus, TpHUHHEHA OT 500 mg aBa mbTH 3 anu
Vibrio cholerae ZAHEBHO
Tudounnua Tpecka 500 mg nea mLTH 7 aHu
JHEBHO
HHuTpaabaoMHHaNHH 500 mg nBa meTH 5 mo 14 puu
unrdexuyy, npiudHeHH | gHeBHO Ao 750 mg oBa
ot ["paM-oTpHLATENHH N'bTH AHEBHO
Bakrepun
Hudexiiun Ha koxkaTa H MEKHTE ThKaHH, 500 mg nBa mbTH 7 no 14 aun

NpHYHHEHH OT l"paM—mpnuaTenHH GaKI‘epHH

aHeBHo 1o 750 mg npa
BT AHEBHO

Hudexuuu Ha KocTHTE M CTaBHTE

500 mg gpa mbTH
nHerHo A0 750 mg nea
ITBTH AHEBHO

MAaKCHMATHO 3 MeceLa

HeyTpomeHHYHH MALMEHTH ¢ NOBHILEHA
TeMrnepaTypa, KoraTo ce npeamnonara 4e
npHuYKHaTa e 6aKTepUaiHa HHpEKIUA.
LInnpodnokcauuu Tpabea Aa ce KoMOKHHpa
¢ ApyrH NMOAXOASLIM aHTHOAKTEPHATHH
CpPEACTBa B CHOTBETCTBHE C OHHULHAIHOTO
PBKOBOACTBO.

500 mg aga ETH
ngHesHo po 750 mg asa
[TBTH JHEBHO

Jledyenuero Tpabea ga
NPOABIAKHM Npe3 LeNHs NepHos
Ha HeyTpoIleHHATa

IMpodunakTHka Ha HHBa3HBHH HHQEKLIHH ¢
Neisseria meningitidis

500 mg karo
€/THOKpATHa 1034

1 neH (enHOKpaTHa n03a)

HHxanatopeH aHTpakc —3a
NOCTEKCIIOZHLMOHHA NMPODUNAKTHKA, KAKTO U
3a JleyeHHe Ha JIMLA, KOMTO MOTAT 1a ce
JIEKYBAT 4pe3 NEPOPaNHO NPUIOKEHHE,

500 mg oBa meTH
JHEBHO




Ilokazanng JHeBHA 103a B Mg O0ma npoALIKHTETHOCT HA
Jieuenne (MOTeHAAINHO
BEIIYBAMO HATRIHO
NAPEHTEPATHO JIEHEHHE ¢

nEnpodgIoKCcANHE)
KOFaTo TOBa € KITHHHYHO NOKa3aHo.
[Npunaranero Ha nekapcTBoTO TpAGBA Na
3aMQU4He KOJNKOTO € BE3MOXHO MO-CKOPO
CJIe/l NOAO3HPAH HJIH NOTBBPAEH KOHTAKT.
Heduampuuna nonyagyusn
INoxazanus Jaepna n103a B mg Obma
DPOAL/LKHETENHOCT HA
JedeHHe (IOTEeHNHAJIHO
BKJIIOYBALIO HAYAIHO
OAPEHTEePANHO JeYeHHE
¢ muapodaoKcAnIH)
Kncrosna gubposa 20 mg/kg TenecHo TerNo ABA MBETH AHEBHO 10 no 14 nuu
10 MakcHMyM 750 mg Ha posa.
YenoxHeHH HHPEKUHH Ha 10 mg/kg TenecHo Terno aea MLTH JTHEBHO 10 po 21 gHu
MAKOYHHTE OBTHIIA H OCTBP o 20 mg/kg TenecHo Terno ABa NbTH
MHENOHePPHT JIHEBHO SO MakcHMyM 750 mg Ha jo3a.
WnxanatopeH aHTpakc — 3a 10 mg/kg TenecHo TErTo ABa ITbTH JHEBHO 60 nena cnen
MOCTEKCNIOIULHOHHA no 15 mg/kg TenecHo Terao Aea mbTH NOTEbPXKIABAHE Ha
npodunakTHka, KakTo H 3a IHeBHO N0 MakcHMyM 500 mg Ha nosa. €KCIO3HLUA Ha
JeyeHHe Ha JIHLA, KOMTO MOTaT Bacillus anthracis
7ia C€ NIEKYRaT Ype3 NepopaTHe
NPHIIOKEHHE, KOraTo ToBa e
KIIHHHYHO TTIOKA34HO.
[IpunaraneTo Ha TEKapCTROTO
TpAGBa A 3aMOYHE KOJKOTO €
BB3MOXKHO TTO-CKOpPO clel
NOAO3HPaH HIIH NOTBbPIEH
KOHTAKT.
Jpyru TexxkH HHbEeKUHH 20 mg/kg TenecHo TeMIO /1Ba MbTH JHEBHO JI0 B 3aBucuMocT oT
MakcHMyM 750 mg Ha nosa. BHZa Ha UH(EKLUNHTE

Hayuenmu ¢ cmapueckd es3pacm

lNauneHTHTE B CTapyecka pb3pacT TpAOBa Ia NONyHaBaT 1034, NOAGPaHA CIIOpPEs TEXeCTTa Ha HHDEKUHUATA H
KpeaTHHHHOBHA KJIMPBHC Ha MalHeHTa.




Hayuenmu ¢ 6v0peuno u wepunoopobio yepexcoane

INpenopryYHTENHH HAYATTHH H TOATbPAALUH JI03H [IPH MALHEHTH ¢ HapylleHa 6ubpeuna QyHKHA:

KpeaTHHAHOB KJIHPHHC Cepymen Ilepopanna no3a
[mL/min/1,73m?] KPeaTHHHH [mg]
[nmol/L]

> 60 <124 Brxre obuyaitnnte
JO3H.

30-60 124 no 168 250 - 500 mg Ha
Bcekd 12 h

<30 > 169 250 — 500 mg Ha
Bcekd 24 h

[MTauneHTH Ha xeMoauanusa > 169 250 - 500 mg Ha
Bcekd 24 h (cnen
JHaJIn3a)

IMauueHTH Ha NepuUTOHeanHa > 169 250 - 500 mg Ha

Ivanu3a BcekH 24 h

He ce Hanara kopMrupaHe Ha 103arta MpH MaLHEHTH ¢ HapylleHa YepHOapoOHa GyHKUHA.

Hama npoyusanus 3a npuiarade npu Jeua ¢ yppeaeHa ubpeuna wnin uepHoapofHa GyHKUMH.

Hauun pa npunoxeHHe
Tabnetkute TpaOBa Ja ce rbATAT ¢ TEYHOCTH, Ge3 Aa ce AbBuar. Morat aa ce npHeMar ¢ win 6e3 XpaHa. AKo

ce NpHeMaT Ha npa3eH CTOMAaxX, AKTHBHOTO BellecTBO ¢e abcopOupa no-6bp30. Tabnerkure
UHMpOGIOKCALHH MOXKE Ja ce PHEeMaT 10 BpeMe HA XPAHEHHH, CHABPHKALUM MIEUYHH NPOIYKTH HIH
oBorarenn Ha MHHepanu HanuTkA. Obaue TabneTkHTe UMNpodIokcauMH He TpaGBa fa ce NpuiaraT
€AHOBPEMEHHO C MJIEYHH MPOAYKTH (Hanp. NpACHO MIAKO, KHCENO MIAKO) WIH 000raTeHH Ha MHHEpaTH
HanuTKK (Hanp. oboraTeH Ha KailHii MOPTOKAIOB COK), KOraTo TE3H NPOAYKTH HIH HANHTKHA CE MPHEMAT
CaMOCTOATETHO OTJENHO OT XpaHeHUATa. ClietoBaTeHO TabIETKHUTE LHNMPOdhIOKCALHMH TpsAGBa Ja ce
npunarat unM 1-2 yaca npenu, HAK Hal-Manko 4 yaca cie MIEYHH NPOAYKTH HITH 00OTaTeHH Ha MHHepanu
HANHTKH, KOTaTO TE3H NMPOIYKTH ¥ HANIMTKH CE MPHEMAT CaMOCTOATENTHO OTAEAHO OT XPaHEHHATA, KAaKTO Cce
NPenopbYBa 3a JIEKAPCTRA, ChABPXKAUIK Kanlui (BxK. Touka 4.5, naparpad XpaHa W MITeuHH NPOAYKTH).

IMpH TeAKH ClyHaH HIH NMPH HEBB3MOXKHOCT Ha NALMEHTa Ja NMOrTblIa TabneTky (Hanp. npy MaLHEHTH Ha
EHTEPAIHO XpaHeHe) Ce NpenopryBa JIEYEHHETO J1a 3aM0YHe ¢ HHTPABEHO3¢H LMNPOAOKCALIHH, AOKATO €
BB3MOXKHO NMPEMHHABAHETO KBM IIEPOPATHO IIPHIIOKEHHE.

TabneTkute uMnpodnokcaunH He TpAOBa Ja ce CMAYKBAT H CIICAOBATENIHO HE A MOAXOIAILH 3a JIe4eHHE Ha
BB3PacTHH M AL, KOWTO HE MOTaT Aa noribiat Tabnetku. [IpH Te3n naunesTy MoXKe Ja Ce H3NON3Ba apyra
nexapcTeeHa GopMa (mepopanHa CyCcreHIus).

Ako 6171€ nporycHaTa 103a, T4 TpaGea Aa 6bIe IPpHeTa NO BCAKO BPEME, HO HE NO-KBCHO OT 6 uaca npeau
creABallaTa niaHHpata Jo3a. AKO OCTaBaT NMo-MaJiko OoT 6 vaca npeau CnejiBallaTa 103a, NporycHaTaTa
Jo3a He TpabBa Ja ce NpHeMa H JISYSHHETO TpAOBa J1a NPOABJ/UKH, KAKTO € NPEANHCaHo, ChC CIIEABALIATA
nnanxpara 103a. He tpabea na ce npuema nBokiHa no3a, 33 1a ¢€ KOMIIEHCHPA NPOMycHaTaTa A03a.

4.3 IlporHBonoxasanus

¢  CBpBbXYYBCTBHTE/IHOCT KbM AKTHBHOTO BELIECTBO, KbM APYTH XMHOJIIOHH HIH KBM
NOMOUIHHTE BetilecTBa, H30poeHH B To4Ka 6.1.

¢ EnHOBpeMEHHO NpHImKEHHE HAa LMNPO(IOKCaLMH H TH3aHWAHH (B, TOYKa 4.



44 ChnensajnH npelynpexaeHHS A NPeANA3HH MEPKH NPH ynorpeba

VYnotpebarta Ha nxnpodnokcalus Tpsabsa fa ce W30ATBa NPH TALIMEHTH, KOHTO €a MMaJIH CEpHO3HH
HEXKENIAHH PEaKLMH B MHHAJIOTO MpH ynioTpeba Ha MPOIYKTH, ChIBPHKAIIH XHHOMIOHH KIH (JIyOPOXHHOIOHH
(Bx. Touka 4.8). JleuenneTo Ha Te3M NALMEHTH ¢ LMIpodIOKcaUHE TpAOBa Aa ce 3ano4Ba caMo MpH TUNca
Ha aJITepHaTHBHH Bb3MOXKHOCTH 34 JIeYeHHE H Cfie/l BAHMATENHa OLEHKA HA ChOTHOLIEHHETO NMO3a/PHCK
{BxkK. cbIMO TOUKa 4.3).

Texku ey U cMeceHH HHGeKUMH ¢ ["paM-nonaokuTeNHH H aHaepoOHH MaToreHu

MouoTepanus ¢ uMnpodUIOKCAUHH He € MOAXONALIA 3a JievMeHHe HA TEXKH W CMECEHH WH(EKLIMH, KOHTO
6Hxa MOFIH Ja ce Ib/KaT Ha ['pam-nonoxuTenHd Hnu aHaepoOHu nartoreHd. [Ipu nmomobHu HHekUMH
uMnpodokcaiH TpaORa Aa ce npuUiara eAHOBPEMEHHO ¢ APYTH NOAXOMALIM aHTHOAKTEPHAIHH CPEACTBA.

CTpenToKOKOBH HHEeKLUHH { BRIIOUMTENHO Streplococcus pneumoniae)
LlunpodnokcauyH He ce MpenopLYBa 3a JEUEHHE HAa CTPENTOKOKOBH HMHOEKUMH MOpafd HEAOCTAThYHA
edHKacHOCT.

HUndreknny Ha reHUTANHUS TPaKT

['OHOKOKOB YPETPHT, LIEPBULIMT, OPXHENUAHAHMHT M TA30Ba BB3MAMMTEITHA GONECT MOTaT Jia Ce MPHYMHAT OT
M30JIaTH Ha pe3UCTEHTHA Ha quryopoxuHonoH Neisseria gonorrhoeae.

Mo Ta3su mpuynHa uunpodnokcaiiy TpAGBa Ja ce Npwiara 3a JICYeHHWe HA IOHOKOKOB YPETPHMT WIH
LIEPBHLIHT CaMO aKo MOXe J1a e U3K/IOUH pe3UCTeHTHa Ha uunpodnokcauut Neisseria gonorrhoeae.

[Ipn OpXHENHAMAMMHT U Ta30Ba Bb3NajWTeNHa 0ONECT eMIMpPHuYEH UUNpPoQIOKCAllMH MOKE Aa ce UMa
npelasu B KOMOHHALMA ¢ APYro NOAXOOAO aHTHOaKTepHaTHO CcpeacTBO (Hanp. uedanoCnOpHH), OCBEH aKo
MOXKE Ja ce HM3KIIYH PE3WCTEHTHa Ha uunpoduiokcauun Neisseria gonorrhoeae. AKO He Ce MOCTHTHE
KIHHHYHO noaoOpeHHe ciel 3-THEBHO ieveHHe, TepanusaTa TpAGBa fa ce NMpPeoueHH.

HH@CKQHH Ha NMHAKOYHHUTE NHTHIIA

PeancrentHocTTa KbM priyopoxuHononw Ha Escherichia coli, Hal-4ecTHTE MATOreHH, NPHYMHABALLH
MH(eKLHH Ha TUKOYHHTE MBTHLLA, BapHpa B Lienksa Esponeiicku cuio3. [IpenopbunTento e npeqnuceaiyure
TIEKAPH /12 B3eMAT NIPEABHI pasnpOCTPAHEHHETO HA IOKANHATA pe3HCTeHTHOCT Ha Escherichia coli kM
(TYOPOXHHONOHH.

OuakBa ce eIHOKPATHATA 1033 LHMNPOGUIOKCALIHH, KOSTO MOXKE a C& H3MON3BA NPH HEYCNOXKHEH LUMCTHT NpU
*KEHH B MpeIMEHONay3a, 13 € CBLP3aHa ¢ NO-HUCKA eHUKACHOCT, OTKOJIKOTO MPH NO-TONIMa
NPOAB/DKUTENHOCT Ha neueHHero. Toea chiuo TpAOBa 1a ce B3eMe MpeaBHI, Thi KaTO KMa OTHOLLEHHE KbM
YBEJIHUABAINOTO ¢& HHBC Ha pe3ucTenTHoCT Ha Escherichia coli KbM XHHONOHM.

Hurpa-abaoMHHaIHH HHDEKUHH
Hma orpaHHyeHH JaHHH 32 ePHKACHOCTTA HA LHNPO¢IIOKCALMH NPH JISYEHHETO HA MOCTXHPYPrHYHH HHTpA-
abOOMHHATHH HHOEKIHH.

,ﬂnapm{ Ha NbTEMICCTBCHHLIUTE

Ipu usbopa Ha uunpodnokcanuH TpAGBa Aa ce UMa NpeaBua HHOOPMAIHATA 38 PE3HCTEHTHOCTTa KbM
LUNPOGIIOKCALHH HA CHOTBETHHUTE NATOTEHHU B NIOCETEHHTE CTPAHH.

HHdekllMH Ha KOCTHTE M CTABHTE
Hunpodnokcauux Tpabea ga ce H3NoN3Ba B KOMOHHALIMA C APYTH RHTHMHKPOOHH CpeICTBA B 3aBUCHMMOCT OT
Pe3y/ITaTHTE OT MHKPOOHONOTHYHHUTE H3C/IEABAHHS,

HuxanaTopeH aHTpakc
H3nonssaHeTo npu xopa ¢e OCHOBaBa Ha JaHHHTE 33 4yBCTBHTEHOCTTA IN-Vitro U eKCrepH

MPH KMBOTHH 33€AHO C OrpaHHYEHH JaHHH MpH Xxopa. Jlekysawumre nekapu TpaGsa
HALMOHATTHHTE K/ HITH MEXTYHAPOHK KOHCEHCYCHH AOKYMEHTH MO OTHOLIEHHE Ha ey




[enuarpuyHa nomynaums
Ipn ynotpebara Ha wANpo¢OKCALMH MPH Aella M I0HOLIH TpAGBa 1a ce cnassa HATHHHOTO OHLIHATHO

prkoBoacTBO. Jleuenuero ¢ uunpodnokcalMH TpsabBa Aa ce 3arouBa caMo OT JIeKapH, KOHTO HMaT OIMT C
JeveHHe Ha KACTO3HA dHOpo3a W/HITH TEXXKH HHOEKLHH NIPH JIElla H FOHOLLH.

VeraHoBeHO €, Ye LMOpoQIoKcaluH MpeaU3BHKBA apTpoNaTHa Ha HOCEIIMTE TEJIECHATa Maca CTaBH MPH
He3penu XKuBOTHH. JJaHHuTe 32 Be30NacHOCTTA OT €IHO paHAOMH3HPaHO, JBOHHO-CIIANO NPOYUYBAHE 33
MPUWIOKEHHETO Ha UMNpodokcanuH npu aeua (rpyna Ha uunpodgnokcauuH: n=335, cpeaHa Bu3pacT =
6,3 roauH{; KOHTpONHa rpyna: n=349, cpeHa BB3pacT = 6,2 roOMHH; Bb3pacTOB qHana3oH = | 1o

17 rogMHH) NOKa3BaT YECTOTA HA TIOAO3PEHHE 3a CBbP3aHa C IeKapcTBOTO apTponaTka (ycTaHOBeHa Ha Daza
KIHHHYHH CHMIITOMH H OTUIaKBaHHA, CBBP3aHH Che cTapHuTe) A0 AeH +42 ot 7,2 % u 4,6 %. CroTBeTHO
YeCTOTATA Ha CBhP3aHATA C JIEKAPCTBOTO apTPOMNATHA Clle €JHOTOAMITHO NMpocaeaapaHe € 6rna 9,0 % u
5,7 %. YBennueHHeTO HA YeCTOTaTa HA MOJO3pPEeHHE 3a CBbp3aHa ¢ IEKapcTBOTO apTpoIaTHY HE ce
Pa3NHYABA CTATHCTHYECKH 3HAYHMO Mexy Ipynurte. Jleuennero TpaOBa 1a ce 3anousa camo clel
BHHMAaTETHa NPELIEHKA Ha ChOTHOLLEHHETO NT0J13a/PHUCK MOpaaK BEPOATHOCTTA OT HEXKENAHH PeaKLHH,
CBBP3aHH ChC CTZBHTE H/HIIH OKONHHUTE ThKaHH (BxK. To4uKa 4.8).

EBponxo-nynamonannu ungpexyuu npu kucmosna gubposza
B xnMHHYHWTE Npoy4BaHud ¢a 06XBaHATH AELA H KOHOUIM HA BL3pacT mexay 5 u 17 rogunu. CeluecTeyBa
NO-OrpaHHYEH OMUT [IPH JIEYEHHETO HA Aelia Ha Bb3pacT Mexay | M 5 roguHu.

Yenoocnenu ungpexyuu na nuxounume nomuwa u nueacHedpum

Jleuensie ¢ uMNpodIoKcalMH MpH HHGEKUUH Ha THKOYHHTE ITBTHLIA TpAGBa 1a ce oOMHCTH, KoraTo He
MOJKe [1a ce IPUIIOKH Jpyro jiedeHue, U To TpaOBa Aa ce Gasupa Ha pe3yATaTHTe OT MUKPOOHONIOTHUHHTE
H3CICIBaHHA.

B KNIHHHYHHTE NPOYYBAHWA €A BKIIOYEHH LA H IOHOLIH Ha 8b3pacT Mexkay 1 u 17 roauHH.

Hpyau cneyugdpuunu mexcxu ungexyuu

Jpyru Texku HHGEKLHH ChIIIaCHO OPHLIMATHOTO PLKOBOACTBO WIH Clie]] BHHMATENHO OlleHsBaHe Ha
CBOTHOLIEHHETO MM0J13a/PHCK, KOTATO HE MOXKE [1a CE H3MOM3Ba JPYTO JEYEHHE WIH ClIel HEYCIEX Ha
KOHBEHIHOHAHATA Tepanys W KOraTo pe3y/TaTHTe OT MUKPOGHONIOTHYHHTE U3CIe\BAHUSA TIOAKPENAT
M3M0M3BAHETO HA LIAMTPOpIOKCALIMH,

H3non3eaHeTo Ha LKHNPodhAOKCAUHH NMPH CreHPHUHH TEXKH HHPEKLHH, Pa3HuHH OT OTOEIA3aHHTE MO-
rope, He € OLIEHEHO B KJIHHHYHH NPOYYBAHHA H KIHHHYHUAT ONMUT € orpaHuyeH. [1o Tasu npuumHa ce
NPENopHYBa MOBHUIIEHO BHUMAHHE NP JIEYEHHE HA TAKHBA NALMEHTH.

CBpBXHYBCTBUTENHOCT

CBpPBXUYBCTBHTEITHOCT M ANEPrHYHH PEaKUHH, BKIIOMUTEIHO aHa(pHIaKeHs H aHAQHTaKTOUIHH peakLHH,
MOraT a ce MOABAT CJIen €AHOKpaTHA no3a (B, To4ka 4.8) u Morar na ca kuporozacTpawasawmy. [Tpu
NOABA HA TaKaea peakuysd uunpoduokcauHy TpabBa Aa ce NpeKpaTH | € HeoDXOIHMMO aNeKBaTHO
MEIHLIHHCKO JIEYEHHE.

C'I:Qge‘lHO-C'I:QOBH H MO3BYHO-CBAOBH CQBKTH

CrobuaegaHu ca cny4yaH Ha CHRIpOM Ha KyHHC NpH nalHeHTH, 1eKYBaHH ¢ LMNpodaokcaluH (BxK. TOYKA
4.8). CunapoMbT Ha KyHHC e onpeeneH KaTo ¢bpaevHO-ChJOBH CHMITOMH, BTOPUYHM HA JTEPrHYHA WX
CBPBXYYBCTBHTEIHA PEakLIUA, CBbp3aHa CbC CBHBAHE HA KOPOHAPHHTE apTePHH, M NOTEHLHAIHO BOJEILH A0
HHapKT Ha MHOKapaa.

HQOQ'!:J'DKP[TBJ’IHH, WHBANTHAH3IHNPAIHA H NOTEHHHATIHO HeOﬁQ&THMH CEPHO3IHH HEXKCNIAHH NICKAPCTBEHH

peakLHA
Crobiara ce 3a MHOTO peOKH CITyYaH Ha NPpOALIDKHWTEIHHA (nponwvxaaamu MECELIH HIIH T

MHBATHAM3HPALIUM B MOTEHLIMATHO HeOOPaTHMH CEPHO3HH HEXENAHH JIEKAPCTBEHH peak
pa3IM4HH, IOHSKOra MHOTO CHCTEMH B OpraHH3Ma (MYCKY/IHO-CKeJIeTHa, HEPBHA CHCTEMA, B
CETHBHH OPraHH) NMpPH MaLUEHTH, TIONydaBallll XHHOJIOHH K (yOpOXHHONOHH, HE3aBHC Mté
BB3PACT H BEUE CHIIECTRYBAIUHTE pHCKOBH (akTopH. Lnnpodokcaunt Tpadsa na ce cnpesHe:
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OBPBHUTC NPH3HALH HITH CHMINTOMH HAa BCAKAa CEPHO3IHA HEXKElaHa peaKnna KaTOo MAalHCHTHTE TpﬂﬁBa Jace
MNOCHBETBAT [1a C€ CBBPXKAT C TCXHHA JICKap, IpeaANnHcan NeKapCTeOTQ, 3a ChBET.

TeHTWHHT U pasKbCBaHE HA CYXOMKHIHE

Mo npasuno uunpodokcauyH He TpAOBa Aa ce MpUara NpH MaLMeHTH ¢ AHAMHECTHYHH JaHHHM 32
3abonABaHKA/HAPYILICHMS HA CYXOKUIMATA, CBLP3aHH C JieYeHHe ¢ XMHONOHH. Brrpekn ToBa NpH MHOTO
pelKH cIy4aH cljiel MUKpOOHOTOrHYHO A0KA3BaHE HA €THOMOTHYHHA NPHYHHHTEN U NPELIEHKa Ha
CBOTHOLLIEHHETO NON3a/PHCK € Bb3MOMKHO NpeNHCBaHEeTO Ha LIMMpO(NOKCaLHH Ha TAKHBA MAaLMEHTH 33
JISYEHHE Ha ONpeIeneHH TexxkH HHbekIMH, oco0eHo B CITyyanTe Ha Heycnex Ha CTAHAApPTHATA TEPanus WK
OaKkTepHaaRa Pe3HCTEHTHOCT, KOraTO MUKPOOHOMOTHYHHTE JAHHH NOAKPENAT H3MON3BAHETO HA
LIMMpO]IOKCALIHH.

TeHaAMHHT U pasKbCBaHE HA CYXOKHITHE ([0-CIIELIHATHO aXWIECOBO CYX0XKHIIHE, HO Oe3 Ia ce orpaHHYaBa
CaMo 0 Hero), MoHAKOra JBYCTPaHHO, MOXKE [ia CE MOJIYYH OLlE B paMKHTE Ha 48 yaca oT 2ano4YBaHe Ha
AGYEHHETO C XHHONOHH H (PNYOPOXHHOIOHHM KaTO HMa CHOOIIEHHA 3a TAKHWBA, PA3sBIIIM C& NOPH 0 HAKONKO
Mecela ciel peKpaTaBaHe Ha nedeHHeTo (BK. Touka 4.8). PUCKBT OT TEHOIHHKT M pa3KhCcBaHe Ha
CYXO0KHNTHE Ce MOBHMLLABa NPH N0-Bb3pacTHH MaLHEHTH, MalueHTH ¢ 6b0peyHo yBpexaaHe, NalUHeHTH ¢
TPAHCIUIAHTHPAH COMHAEH OPraH H TaKHBa, NEKYBAHH CHITHTCTBALIO ¢ KOpTHKocTepouan. [To Tazn npuumnHa
CBITBTCTRALIATA YHOTPeDa HA KOPTHKOCTEpOHIH TpAOBa Aa ce u3lbArea,

[Tpu MbpBHA NpH3HAK Ha TEHAWHHT (Hanp. 6ONe3HeHO NOAYBaHe, BB3MAJIEHHE) JIEUSHHETO C
uunpodnokcauuH TpaOBa Aa ce MpeKpaTH U Ja ce 0OMHCIH aNTepHaTHBHO JledeHHE. 3aceTHATHAT(Te)
kpafHuk(uM) TpaGea na 6bae(at) nekyraH(k) no noaxoasul HauuH (Hanp. obe3aswksane). He Tpabea na ce
H3NON3BAT KOPTHKOCTEPOUAH, aKO Ce MOABAT MPU3HALM HA TEHIHHOMATHS.

[TauneHnTy ¢ MHACTEHHA rpaBHC
Iunpodiokcaunt TpaGea Ja ¢ H3MOI3RA C NOBHIICHO BHUMaHHE NPH NAUMEHTH C MHACTEHHSA IPaBHC,
3aLI0TO CHMNITOMMTE MOXKe 1a ce 060cTpAT (BK. Touka 4.8).

AHBBEHBM& H AHCEKALIMA HA aopTaTa H pel !p[‘ﬂT&gHﬂfHGQOCTaTB‘{HOCT Ha CLPACYHHTE KJIANH
EI'IH,D,EMHOJ'IOFH'-IHHTC NpoOy4YBaHHA MOKA3BaT NMNOBHUICH PHCK OT aHCBPH3Ma W IHCCKALIHA Ha aopTara,

0co0EHO NMPH MaLHEHTH B CTAPYECKA BB3PAcT, KAKTO H OT perypruTalMa Ha aOpTHATa M MHTpaJHaTa Kiamna
ciien npueM Ha duryopoxuHonaoHH. CbhoblLueHH ca ciyyad Ha aHeBpH3Ma H JMCceKallds Ha aopTara, MOHIKOTa
YC/I0)KHEHH MOpaJy pa3KbCcBaHe (BKIIOYHTENHO € IETANIeH H3X0A) M perypruTalus/HeJOCTaTbYHOCT Ha
HAKOH OT ChPACYHHTE KJIanH NpH NMaLHeHTH, IpHeMaLIH ¢ITyopOXHHONOHH (BXk. Touka 4.8).
3atoBa (uryopoxuHonoHuTe TpabBa 1a ce H3NON3BAT CaMo Cliell BHUMATE/HA OLleHKa Ha ChOTHOLLIEHHETO
NONT33/PHCK H Cre]| pasriexJaHe Ha APYTH TepaneBTHYHA BE3MOXXHOCTH NPH MaLHEeHTH ¢ MOJOKHATEHA
(baMHJ'lHa aHAMHE3a 3a aHCBpH3MA HIIH BPpOACHO 3abonaBaHe Ha CBPACYHHTE KJaMnH, HIH IIPH MaLKeHTH,
JUaTHOCTHLIHPAHH ¢ NMpeALIECTBalla aHEBPH3Ma W/HIIH IHCEeKalMa Ha aopTaTa WiH 3abonsBaHe Ha
ChPIOCYHUTE KJIATH, HITH NPH HAJIHYME Ha APYTH PHCKOBH (akTopy WiH 3abonsapaHus, npeapasnonarals
®  KAKTO 33 AHEBPH3Ma, TAKa W 33 AMCEKALMA HA A0PTATA H 33 PErypruTalHa/HEOCTATEYHOCT Ha
cbpleuHHTe Kiany {Hanp. HapylueHHs Ha CheIHHHMTENHATA ThKaH, Hanp. CHHAPOM Ha Marfan nin
cuHapom Ha Ehlers-Danlos, curapom Ha Turner, Oonect Ha Behcet, xunepToHus, peBMaTOHICH
APTPHT) KK AOTLAHHTEHO
® [IpY aHeBpH3Ma M JMcekallig Ha aopTaTa (Hanp. ChAOBHM HApyLUeHHA, Hanp. apTepunt Ha Takayasu,
THraHTOKJIETHYEH apTePUHT, MIIH H3BECTHA aTEPOCKIIEpo3a Wk CUHAPOM Ha Sjégren), HIH
JOMBJHHTENHO
®  NpH peryprurauus/HelocTaTbYHOCT Ha ChPAEUHHUTE KIanH {Hanp. HHEKUHO3eH eHAOKAPAMT).
PHCKBT OT aHEBpH3Ma K AMCEKALMA Ha a0pTaTa H TAXHOTO Pa3sKbCBaHe MOXE CbIUO [ C€ MOBHIUM NPH
NAaLHeHTH, IeKYBaHH €IHOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOH]IH.
B cnydait Ha BHe3anHa 6onka B KopeMa, FPbAHHS Kol Wi rbpba nanueHTuTe Tpadea na Obaar
HOCHBETBAHH /12 C€ KOHCYITHPAT HezabaBHO ¢ Jiekap B CHIELIHO OTAENEHHUE,
[MauuenTure TpadBa Aa GBAAT NOCHBETBAHH Aa MOTHPCAT HE3a0ABHO MEJHLIMHCKA TIOMOLL B C
JHMCOHENA, NosBa Ha cbpLebueHe (MannmuTaLMH) HIH pasBHTHE HA OTOK HA KOpeMa WK J0H
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3pUTeNHY HAPYLIEHUS
AKO 3peHHeTO ce HapyLIH WIH ce NPOSBAT KAKBHTO H Na GWI0 NOC/EHIHM 3a OUKTe, TPAOBA Ja ce
KOHCYJTHPATE He3aBGaBHO ChC CNELMANMCT 110 OYHH 5OTECTH.

DoTouyBCTBHTENHOCT

YcTaHOBEHO €, Y€ LHNpoUIOKCaUMH MPUYHHARA peakUMH Ha GOoTodyBCTBHTENHOCT. [laliMeHTHTE, KOUTO
npueMat LMnpoduiokcaurH Tpabea aa 6baaT nochbBeTBaHK Aa U30ATBAT JUPEKTHO H3JIaraHe Ha CHIIHA
CJTBHYEBA CBET/IMHA, KAKTO H HA YITPABHONETOBO 00TLUBAHE N0 BpPeMe Ha JieueHHeTo (BxK. Touka 4.8).

I'zpuoee
H3eecTHO e, ue UMnpodIOKCaUHH, KAKTO ApYrd XHHOMOHH, MPOBOKHPA MsPUOBE FIM NOHKXKABA TIpara 3a

nosBa Ha repuoBe. CHOOIIABA Ce 3a ClyuaH Ha enmunenTHyeH ctatyc. LiunpodnokcaunH Tpabea na ce
H3MOT3Ba ¢ NOBHILEHO BHUMaHKe MpU nauueHTH ¢ HapyweHua Ha LIHC, kouTo epeHTyanHo ca
npenpasnoNokeHH KbM repuoBe H eJHOBpeMeHHaTa ynoTpeba Ha IeKapcTea, 32 KOMTO € H3BECTHO, de
Npeaq3BHKBAT I'bPYOBE HJIH MOHIXKABAT NIpara Ha repuoBeTe, TpAOBa da ce n3darea (Bx. Touka 4.5). [Ipu
NoABa HA MbPYOBE JIeYeHHeTO ¢ uunpoduiokcalmy Tpadea na 6vae npeycTanoBeHo (BXK. Touka 4.8).

HGQHQCQHE HEBPOMATHA

CrobuiaBa ce 3a clTydaM Ha CeH30pHA MM CEH30MOTOPHA NONHHEBPONATHS, BOACILH A0 MAPECTE3HH,
XHIIOECTE3HA, IH3ECTE3U WM ¢1abocT NpH NALKUSHTH, IPHeMALLH XHHOAOHHU H (IyOpOXHHONIOHH.
[TanneHTHTE, KOHTO MpHEMaT LUNpodIokcalH, TpA6Ba na 6bAaT NOCHBETBAHH Aa HHGOPMHUPAT CBOA JieKap,
NpelH Ba NPOIBIIKAT JICYEHHETO, aKO Ce MOSABAT CUMIITOMH Ha HEBpOMAaTHA, kato fonka, ycellane 3a
napeHe, MpaByJYKaHe, H3TPLIIBAHE WK c1aboCT, 3a Aa ¢ NPeAOTBPATH PA3BHTHETO HA MOTEHIHATHO
neoOpatumMo 3abonaeaune. (Bx. Touka 4.8)

[lcuxHyHH peakiLHu
Br3moxkHa € noABaTa Ha NCHXUYHH PeakliM#l IOpH cllel TLPBO NMpuiaraHe Ha wunpodnokcauuH. B peakn

CITyHqaM € BL3MOXKHO AeNpecrsaTa HAH NCHX03aTa a MPOrpeCHpaT A0 CYHLIMAHNW HaMePEeHHA/MHCITH,
NpPEPacTBALLH B OITMTH 33 caMOyOHICTBO WK M3BBPLUBAHE HA CAMOYOMHACTBO. AKO ce MOABAT JenpecHs,
NICHXOTHYHH PEaKIIMH, MHCITH UJTH NIOBEJEHHE, CBBP3aHH CbC CaMOyOHHCTRO, NeYeHWeTO ¢ LIMNPOQGIOKCAUHH
TpabBa Ja ce NpeyCTaHOBH.

ChpevHH HapylieHHs
Tpabsa na ce BHMMaBa ¢ ynotpebarta Ha pyOpOXHHONIOHH, BKIIOYHTEHO IHAPOGdIOKCALHH, NIPH NALHEHTH

C H3BECTHH PHCKOBH (aKTOpH 3a yabibkaBaHe Ha QT uHTepBana, Kato Hanpumep:
e CHHAPOM Ha BpoaeHHd yanmkeH QT wurepean
*  cIHOBpPEMEHHa ynoTpeba Ha NEKapcTRa, 338 KOHTO € U3BECTHO, e yAb/LkapaT QT uHTepBaia (Hanp.
AHTHapHUTMHYHHM cpencTra kiac [A u IIl, TpHUMKNHYHKH aHTHAENpecaHTH, MAKPOIHAH,
AHTHUTICUXOTHIIH)
HEKOPHTHpaH eNeKTPONKTEH auchanaHe (Hamp. XHIOKaNTHeMHs, XHTIOMarHe3ueMHs )
cBpAe4HO 3abonsAeaHe (Hanp. cbpaeiHa HEAOCTATBYHOCT, MHOKapAeH WHpapkT, Opagukapaus)

IManesTHTe B CTapUuecKa BB3pacT H XKEHHTE MOXeE a ObJaT no-4yBCTBHTENHH KbM NIEKapCTBa, yIBDKABALIH
QTc unrepeana. [To Ta3u npHuHHa TpAOBa Aa ce B3eMAaT MEPKH NMPH H3NON3BaHETO Ha (UIYOPOXMHOIOHH,
BIJIIOYHTENTHO LMMPOQUIOKCALIMH, NPH TE3H MOMyJaLHH.

(Bx. Touka 4.2 [TauuenTH B cTapuecka Bb3pact, Touka 4.5, Touka 4.8, Touka 4.9).

HHCFJ'IHKeMHSI

KakTo npu BCHYKH XHHONOHH, ce cboOIIABA 33 HADYIUEHHS B HUBATA HA KPBBHATA 3aXap, BKIIOYBALIH, KAKTO
XHIOTJIHKEMHA, TaKa H XHIeprivkeMHs (Bxk. Touka 4.8), 0OHKHOBEHO NpH Bb3pacTHH AHa0eTHMI-HA K

Ce Mpuiara ChITbTCTBALIA TEPANUS ¢ NEPOPATHH XHITONHKEMHYHH cpelcTBa (Hanp. rmHogy
uHcyAHH. ChobliaBaHK ca ClTyyad Ha XHUNOMTHKeMHYHa KoMa. [IpenophuBa ce BHUMATE
Ha J1IOKO3aTa B KPbBTA MPH NALMUEHTH ¢ AuabeT.
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CTOMaIIHO-YpeBHa CHCTEMA

[TosiBaTa Ha TeXKa K MEPCHCTHPALLA JHAPHA 10 BpeME HIH cliel JIeYeHHETO (BKIFOUUTETHO J0 HAKOJIKO
CeIMHLH Clef NeYeHHeTo) MOXKe Aa NoKa3Ba KOMHT, CBBP3aH ¢ AHTHOMOTHK (3KHBOTO3aCTpaLIABALIO
CBLCTOAHHE C Bb3MOXKeH daTaneH u3xon), KoHTo H3MckBa HezabasHO neyenne (Bx. Touka 4.8). [1pu Takusa
CIy4aH TeYeHHETO ¢ LMNpodoKkcalHH Tpabea HezabaBHO fa GbIe NPEYCTAHOBEHO H [ C€ 3aII0YHe
noaxoaswa Tepands. [IpunaraneTo Ha AHTHNEPHCTANTHYHH JIEKAPCTBA € MPOTHBOMNOKA3aHO B TAKHBA
CIIyua.

bu6peyuna ¥ nuko4Ha cHcTeMa

Hma crobiueHus 3a KpUcTaTypHs, CBbp3aHa ¢ H3MON3BaHeTO Ha LUNpodaokcalus (Bx. Touka 4.8).
INanuenTHTe, Nomy4asatnu uHnpogokcatuH, Tpadea aa 6paat noGpe XuapaTHpaHH H TpAGBa Na ce u3barea
npeKajeHo alKaTH3HpaHe Ha YpHHATA,

VepeneHa 6u0peuHa GyHKIHA

IToHexxe LUnpO(IOKCALMH OCHOBHO C€ €KCKPETHDPA HENPOMeHEH 4pes ObOpeuuTe, € HeoOX0UMa KOPEKIIHA
Ha J1034Ta MPH NALKEHTH ¢ yBpeaeHa Onipeura GpyHKUMA, KAKTO € OIHCaHO B TOuka 4.2, 3a na ce usberne
YBENMUYEHHE HA HEXEAHHTE JIEKAPCTBEHH PEAKIIHM MOPANH KyMyJIMpaHe Ha uunpodrokcalyH.

XenatoOunnapHa cHcTeMa

Hma crobieHns 3a ciy4yad Ha 4epHOApoGHa HEKpPO3a H KMBOTO3aCcTpallaBAILA YepHOApoGHa
HEIOCTATEYHOCT MPH Ne4eHHe ¢ uunpoduiokcarH (Bx. Touka 4.8). Jleyennero Tpabea na 6bae
NpeycTaHOBEHO MPH MOSBa Ha KaKBHTO U 3 Guno fene3u 1 CHMOTOMH Ha YepHoapoOHo 3afonasaHe (karo
aHOPEKCHA, WHITEHULA, ThMHA YPHHA, cbpbex Han GonesHeH KopeMm).

ECQHLJ,PIT Ha FJ'IIOKOBO-G-QOCQET AeXyAaporedala

C1o0LlaBaHH ca XEMOJIMTHYHH PeaKLHH TPH MPHIAraHeTo Ha LMNpodIoKCALHH NPH NAUMEHTH ¢ AeDHIHT
Ha rmokozo0-6-¢ocdar nexuaporenasa. LiunpognokcaumH Tpabea Ja ce M36ArBa ApH TE3H MALHEHTH, OCBEH
aKO NOTeHLHAJIHATA MOoN13a NPEBUIIABA BE3MOXKHHA pHck. B To3u ciyuaii noteHUManHara nossa Ha
XEMOJIMTHYHA peaKuHa TpAOBa 1a ce MOHHUTOPHpA.

PeancrenTHOCT

ITo BpeMe WM cef Kypca Ha NIeYeHHe ¢ UHIpOdIOKCALHH MOXKeE J1a ¢e H30UPAT GaKTepuM, KOMTO MOKa3BaT
PE3HCTEHTHOCT KbM LMNpognoKcalH ¢b¢ UK 6e3 KIMHWYHO U3ABEHa CynepHHdeKkimA. Moxke na uma
0cobeH PHCK OT pa3BHTHE Ha LUNPOGIOKCALHH-Pe3IHCTEHTHH GAaKTEPHH NPH YIb/DKAaBaHe HA BPEMETO Ha
JIEYEHHE M KOTaTo ce NIeKYBaT HOIOKOMHATHH HH(EKUMH H/WIH HH(PEKUME, MPHYMHEHH OT BUAOBE
Staphylococcus w Pseudomonas.

[luToxpom P450

Hunpodnokcauns nuxnbupa CYPIA2 v no To3n Ha4uKWH Moxke Aa NOBEAE A0 NOBHIABAHE CEPYMHHTE
KOHUEHTPAaLKK Ha €AHOBPEMEHHO NPUIAraHH BELIECTBA, KOUTO Ce MeTabONM3HPAT OT TO3H €H3UM (Hanp.
TeouIMH, KN03an1H, ONaH3anuH, PONMHHPON, TH3aHHIHH, AYTOKCETHH, aroMenarthH). ITo Tasu npuuuua
NalHeHTH, MPHEMALIM TAKHBA BEILECTBA €JHOBPEMEHHO ¢ UMnpoduiokcaunH, Tpabea Aa 6bAAT BHHMATETHO
Hab/II0JaBaHH 33 KJIMHHYHH NMPH3HALH HA NPE0o3MpaHe H MOXKE 13 C& HAJIOXKH ONpecaHe HA CepyMHUTE
MM KOHLIEHTpPaLIMH (Hamnp. Ha Teodunux) (Bx. Touka 4.5). EnHoBpeMeHHOTO npunarave Ha uunpodnoKcaluH
M TH3aHHJIUH € NPOTHBOMOKA3aHO.

MertoTpekcar
He ce npenoppuBa eIHOBPEMEHHOTO NpPUIAraHe HA HUNPOGIIOKCALIME W MeTOTpeKcar (Bxk. Touka 4.5).

[TopnugeaHe Ha nabopaTopuu u3caenBaHus
AKTHBHOCTTA in vitro Ha uunpodnokcaimt cpeury Mycobacterium tuberculosis Moxe na no
hanuHBO OTPHUATENHH GAKTEPHONOTHYHH PE3YITATH B IPOBH HA MALMEHTH, KOUTO MOHA
UHMpodACKCaLHH,

4.5 BaaamopeiicTBHE ¢ IPYrH JeKAPCTBEHH NPOIYKTH H APYrd (JOPMH Ha BiaH

S >

Bnuanue Ha APpYTH METUKAMEHTH BbPXY UMNPOQIIOKCALNH:

TN Ly MO
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J]'exagcmsa, 34a KOumo € u3gecmuo, ue EOBJDICGBGM QT unmepsdaia

[unpodnokcalunH, kakTo Apyru (GayopoXHHOIOHH, TpA0Ba Aa ce H3NON3Ba BHUMATEIHO NMPH NIALHEHTH,
TIOJTYYABRALUH JICKAPCTRA, 33 KOUTG € H3BECTHO, u¢ yAbmKaear QT uHTepBana (Harp. aHTHApUTMHYHH
cpencta Knac [A w 11, TpHUHKIHYHN aHTUASPECAHTH, MAKPOIHIH, AHTHIICHXOTHLHK) (BXK. TovKa 4.4).

Obpazysane Ha xeraMHU KOMIAEKCU
EnHoBpeMeHHOTO npiiaraHe Ha LHNPO(IOKCailHH (MEPOPATHO) H MONHBATEHTHH KATHOH-CbIbPKALIH

JIeKapcTBa W MUHEpANTHH N00aBKK (Hanp. KAJILHA, MarHe3Hi, aTyMHHHIA, Xena30), docdaT-CBbp3BallH
noaaMepH (Hanp. CeBenamep HAH NaHTaHOB KapOoHaT), cykpaidar WIH aHTHALMAHH CPeACTBa, CHITHO
Oydepvpany nexapcTea (Hanp. TabNeTKH AWAAHO3HH), KOMTO ChABPAAT MarHesuit, anyMHBHIA WIH KanLHii,
Hamanasat abcopbungra Ha uunpoduokcaund. [1o Ta3u npudHHAa UMMpodUIoKcaLMH TpsabBa ha ce npunara
1-2 yaca npeayn WiK noHe 4 yaca cnea Te3H NpoAyKTH. ToBa OrpaHH4EHHEe He Ce OTHACA 38 aHTHALMIHH
cpeacTsa, NpHHAANEXKAIH KM Kiac H2-peuentopun OmoxepH.

Apang u maeunu npodykmu
Kanuuar, cuabpikall ce B HOPMATHHTE XPAHH, HE MOBJHABA 3Ha4HMO abcopbuunaTa Ha uMnpodnoKcalH

(mepopanHo).

CnepoearenHo TabneTkure UHMNPOQAOKCALMH MOTAT A2 CE MPHEMAT N0 BPEME HA XpaHEHHA, ChABPXKAIIU
MIIEYHH NPOAYKTH WK 000raTeHn Ha MHHepaIn HanuTkH. O6ave TabneTkuTe LMNPOGIOKCALWH, MPHIAraHk
€IHOBPEMEHHO ¢ MJESYHH MPOAYKTH HITH of0oraTeH Ha MHHEPAIH HAMTHTKH (Hanp. MNPACHO MIIAKO, KHCEJO
MIIAKO, 060raTeH Ha KaJLWH NOPTOKANOB COK), KOraTo TE3H MPOAYKTH WAH HAMHTKH ce MpHUeMaT
CaMOCTOATENTHO OTOEIHO OT XpaHEHHATA, MOTaT Ja HaMaJIAT abcopOLMATa Ha LMNPOdIOKCALMH.

INopaau ToBa TpaGBa Aa ce M26Arpa eAHOBPEMEHHHAT MPHEM HA MJIEYHH NPOXYKTH HAH 00OraTeHH Ha
MMHEpanH HANHWTKM, IPHEMAHH CAMOCTOATENHO OTAEIHO OT XPaHEHHATA, ¢ TabneTkuTe LMNpOodIOKCALMH U
TabneTkuTe LUNpodokcaruy Tpsbsa aa ce npuiarat WK 1-2 yaca npeau, WiK Hail-Manko 4 yaca cnen
MJIEYHH NPOAYKTH HIH ODOraTeHH Ha MHHEPAJIH HAMMTKH, KOraTO TE3H NPOAYKTH M HAMHTKH Ce pHeMAT
CaMOCTOATEIHO OTAEIHO OT XPaHEHHATA, KAKTO Ce NPENopbUBa 34 NIEKapCTBa, CBAbPIKALLM KK (BXK.
TOYKa 4.2}.

Buxre cbiio naparpaga no-rope OGpasyBaHe Ha X€JATHH KOMTUIEKCH.

IIpobenuyud
[Mpobennuua nosnuaea 6s0pevHaTa cekpeLs Ha nunpodokcauH. ETHOBpeMEHHOTO NPHIOKEHHE HA

HpOSCHHL[I’I,El H uunpodmoxcauuﬂ BOOH 00 MMOBHILIABAHE HA CEPYMHATA KOHLUCHTPALIKA HA unnpodmoxcauuﬂ.

Memoxnronpamuo
MertoxknonpaMua yckopsisa abcopbuuara Ha uMnpodnokcaiH (epopaneH), KOeTo BOAK A0 CbKPaTeHO

BpeMe 3a JOCTHraHe Ha MAKCHMAJIHH M1asMeHH koHUeHTpauuu. He ce Habmonapa edekT Bbpxy
OGHOHANTHYHOCTTA Ha LUNPOQIOKCALKH,

Omenpazon
EnHOBpEMEHHOTO NpHIOKEHHE HA LIMIIPOGUIOKCALIMH M JIEKAPCTBa, ChAbPKALLH OMENpPa3oll, BOAH JI0 JIEKO

HamaneHde Ha Cmax u AUC Ha uMnpodnokcariuH.

Edekrn Ha 1iMnpodnokcaliH BLPXY ADYIH JIEKAPCTBEHH MPOIYKTH:

Tusanudun
Tuzanunux He TpaGBa Ja ce mpunara eAHOBPEMEHHO ¢ LIMNpodokcalMH (Bx. TouKa 4.3). [Tpu enHo
KIHHHYHO MPOYUBAHE BLPXY 3APABH HHAWBH/M € YCTAaHOBEHO MOBHILIABAHE HA CEPYMHATA KOHLIGHTpALHA Ha
TU3aHUAMH (HapacTBaHe Ha Cmax: 7 mbTH, HHTEpBA: 4 M0 21 mbTH; yBenuyaBaHe Ha AUC: 10 nuwH,
HHTepBa: 6 10 24 MbTH) NpH €AHOBPEMEHHO NpHiarade ¢ yunpoduiokcauus. [losHwenara cepy
KOHUEHTPALUHA Ha TH3aHUIHH € CBbP3aHa ChC 3aCHIEH XHITOTEH3HBEH H CEaTHBEH edeKT.

Memompexcam
Bu6peunnaT TyGynen TpaHCOPT HA MEeTOTpeKcaT Modke Aa Obe NOTHCHAT NPH €IHOBpe

Ha LlHl'lpO(l)J'[OKC&[IHH, KOC€TO NOTEHUHANHO BOAH 00 MOBHIUICHH MN1a3MEHH HHBA HA METO
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PHCK OT TOKCHYHH peakimy, CBLP3aHH ¢ MeToTpeKkcaT. EAHOBpeMEHHOTO H3MON3BaHe He ce Mpenopbyea
(Bk. Touka 4.4).

Teodhunun

EOHOBPEMEHHOTO NIpHIaraHe Ha UMMPOQUIOKCAUHH U TEOQHIHH MOXKE Aa AOBee A0 HexkelaHO MOBHLIaBaHe
Ha cepyMHaTa KOHLEHTpauua Ha TeotdninH. Toea Moxe 1a NoBefie 10 HeXENaHH PeaKLHH, CBBP3aHH ¢
TeO(HIHH, KOUTO B PEAKH CTy4ad € Bb3MOKHO J1a ¢4 XKHBOTO3acTpaluaBaiuy wik ¢aranHu. [Tpu
enHoBpeMeHa ynoTpeda TpAOBa Aa ce MPOBEPABAT CEPYMHHTE KOHUCHTPALIWHA HA TEOQHIMH H, aKO €
HeoOXoAMMO, 103aTa My Ja ce peaylmpa (Bx. Touka 4.4).

Lpyzu KCanMmunoey NPoU3EOoHY

ITpu enHOBPEMEHHOTO NpHIaraHe Ha LUnpodraokcauyuH U KOGeHH Wi NeHTOKCH$HIHH (OKCIEHTHHNIHH)
WMa CHOOLUEHHA 3a MOBHIIEHH CEPYMHH KOHLIEHTPALHH HA TE3H KCAHTHHOBH NPOH3BOIHH.

Denumoun

EnHoBpeMeHHOTO NpwiaraHe Ha LUMNPOQIOKCALHH U PEHUTOMH MOXKe Ja I0Bee A0 NOBHIICHH WIH
MOHMXKEHH CEPYMHH HMBa Ha )eHUTOHH, MOpalu KOETO ce NMpenopbYra MOHHTOPHPAaHE Ha JIEKAPCTBEHUTE
HHBA.

QNMOCFIOQNH

Habmoznaea ce npeXoAHO NOBHIUEHHE HAa KOHLUEHTPALMATA Ha CEPYMHMS KPEaTUHHMH, KOTAaTO
LUNpodIOKCALIHH H JIeKapcTBa, ChABPKALIE LMKIOCMOPHH, Cé Npuiarat eAHoBpeMeHHo. [Topaan Toea
yecTo (ABa MLTH CEJIMHYHO) CE HAJIAra Aa ¢e KOHTPOIMPAT KOHLIEHTPALIMHTE HA CEPYMHHS KpeaTHHHE NpU
Te3M TIALHEHTH.

Anmazonucmu na sumamun K

EanoBpeMeHHOTO MpuiiaraHe Ha UMNPO(NOKCALIHH ¢ AHTArOHHCT Ha BUTaMHH K Moxe la JoBene Ao
MOBMILABAHE HA AHTHKOAryTaHTHUTE My eEKTH. PUCKBT MOke Aa BapHpa B 3aBUCHUMOCT OT OCHOBHOTO
3abonseane, Be3pacTTa M OOIIHA CTATYC Ha MALMEHTA, TaKa Ye NPUHOCHT HA UMMPOQIOKCALIHH 3a
yBennyapaHe Ha INR (MexxayHapoaHO HOpMAIH3HPaHO CHLOTHOLIEHHE) € TPYOHO Aa ce oueHH. INR Tpsbea
YECTO Ja C€ MOHHMTOpHpA M0 BpeMe H HEMOCPEACTBEHO CIEA eHOBPEMEHHOTO NPUWIOKEHHE Ha
uMnpodaoKcaLHH ¢ aHTaroHHCT Ha BuTaMuH K (Hanp. BapdapuH, aueHokyMaporn, GeHnpoKyMoH uiu
(pnyMHAHOH).

MOKCEMUH
B KIMHMYHH NPOYYBaHHUA € JOKa3aHO, Ye eJHOBpeMeHHaTa ynoTpeba Ha OyOKCETHH ¢ MOILHA HHXUOHTOpH
Ha CYP450 1A2 n3oensum, kato ¢uiyBokcaMuH, Moxe ja foseae Ao nosuiasade Ha AUC u Cmax Ha
JYJIOKCETHH. Bbnpekn ue He ¢a HANHYHH KIMHHYHYU AaHHH 33 Bb3MOXKHO B3aUMOIEHCTBHE C
uMnpodaokcaliH, NOROOHA eeKTH MOXKE 1 CE OUaKBaT MPH €IHOBPEMEHHO NMpunoxeHue (BX. Touka 4.4).

Ponunupon
Ipx eaHO KIMHHYHO MPOYYBAHE € YCTAHOBEHO, Y€ eHOBPEMEHHOTO NMPHJIAraHe Ha POTTHHHUPOI H

LHApodoKcaLlH, yMepeH HHXHOUTOP Ha uzoensum CYP450 1A2, soau ao noeriuaeane Ha Cmax 1 AUC 32
ponuHHpon cboTBeTHO ¢ 60 % u 84 %. [Ipenopbusa ce MOHMTOPHpPAHE HA HEKENAHHTE PEAKLMH, CBBP3aHH C
POMHHHPON H CHOTBETHO KOPHIHpPaHe Ha A034Ta MO BPEME H HEMOCPEICTBEHO Cllel, NHOBPEMEHHOTO
npunarate ¢ uMnpodgaokcauuH (Bx. Touka 4.4).

Judoxaun
JoxasaHo e npH 3apaeu Ao6poBosLy, Ye eJHOBPEMEHHATa yNioTpeba Ha NTeKapCTBa, ChABPYKAILH JIKAOKAHH,
¢ uunpodoKcauH, yMmepeH HHxH6HTOp Ha CYP450 1A2 usoensum, HaMansBsa KIHpEHCA Ha

HHTPABEHO3HHA JIMAOKAHH ¢ 22 %. Bbrpeku ye neveHHeTo ¢ TMAOKaWH ce NoHacA 106pe, BbaM
B3aUMOAEHCTBHE C LIUMPOQIIOKCALIMH, CBBP3aHO C HEXENAHH PEaKIMH, MOXKE Ja Ce NMPOABH
€IHOBPEMEHHO NPHJIOKEHHE.

Knozanun
Crien eAHOBpEeMEHHO nNpunaraHe Ha 250 mg uunpodiokcalMH ¢ KJ103aMuH B NMPONLIKEHH
CEpYMHHTE KOHUSHTPALHH Ha K103anud U N-JeMeTWIKN03alHH ¢a MOBHLLEHH CBOTBETHO C
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[Npenopbura ce KIHHHUYHO NPOCEIABaHE H CHOTBETHO KOPHIHpaHe Ha [034Ta Ha KJIO3aMNKH 110 BpeMe U
HEMOCPENCTBEHO ClieA eQHOBPEMEHHOTO NpWiarale ¢ NHNpodnokcauuHs (BK. Touka 4.4).

Cundenaghun

Cmax u AUC Ha cunneHadin ca ce YBEHYHIH NPHOTH3HTENHO ABYKPATHO NPH 3ApaBH J0OPOBOIUM criel
nepopaiHa ao3a ot 50 mg, naaena egHospemeHHo ¢ 500 mg unnpodnokcanux. [To Ta3n npuynHa Tpadea na
ce BHMMaRa, KOraTo ce MpealtcBa HIPOQIOKCalHH €THOBPEMEHHO ChC CHIIACHA(MI, OTHHTAMHKH
Bb3MOKHHTE PHCKOBE H MOJ3H.

Azomenramun

B KNYHHYHH NpoyYBaHUA € A0Ka3aHO, Ye ¢UTyBOKCaMHH, KaTo MolieH HHXHOHTOp Ha CYP450 1A2
H30€H3HM, NOAYEPTAHO HHXHOUPa MeTabonu3Ma Ha aroMenaTHH, KOeTo BoaH A0 60-KpaTHO yBENHYEHHE Ha
€KCII03ULMATA Ha aroMenatvH. BerpekH ye He ¢a HUTHYHM KITHHHUYHH JAHHH 34 BE3MOXHO B3aHMOJIEHCTBHE
¢ uunpodrokcaunt, ymepeH HHXHOHTOp Ha CYP450 1A2, nogobun edexT MOXe a ce O4YaKBat MpH
eNHOBpeMEHHO pHAmKeHne (BxX. "uproxpom P450" B Touka 4.4).

3oanudem
EOHOBPEMEHHOTO NMpHIaraHe Ha UIPOQUIOKCALIMH MOXKE 12 MOBHLIN HHBOTO HA 30JIMIMAEM B KPHBTA,
eHOBpeMeHHATa yroTpefa He ce NPenopEYBa.

Jexapcmea, 3a KOUMo e u3geCmHo, e npedu3guKean Zbpuose Wil NOHUICAGAmM NPpaza Ha 2epyoseme
LlunpodnokcaunH Moxe fa Npeau3BHKa MbPY0OBE WIH 1A NOHKWKH npara Ha repuosere. [lopanu Toea
€IHOBPEMEHHOTO JIEHEHHE ¢ LMNMPOIOKCAIIHH H JIEKAPCTRA, 33 KOWTO € M3BECTHO, Y€ NPEIH3BHKBAT
I'bpYORE WM MOHWKABAT TIPara Ha MbPUYOBETe, KaTo HallpuMep, HO He caMo, TpaMason, CelleKTHBHH
HHXHOMTOPH Ha o6paTHOTO 3aXBallaHe Ha CepOTOHMHA, TpaOBa a ce u3baATBa, THi KaTO TOBA MOXKeE A4
YBEMHYH PHCKA OT MEPYOBE (BKIFOYHTETHO CTATYC EMHNENTHKYC).

4.6 ®PepTHIHTET, OpeMeHHOCT H KbpMeHe

BpemeHHOCT
Hanuuynnre nanHm 3a npunaradeTo Ha uMnpodgnokcauyH npH OpeMEHHH JKeHH He HoKa3BaT MasiopMaliuu

WK PeTo/HeoHaTanHa TOKCHYHOCT Ha Lunpodnokcaudt. [IpoyuBaHHaTa MPH JKUBOTHHU He MOKa3BaT
JAUPEKTHH WITH HHAHPEKTHH YBPEXIaUH e(eKTH Mo OTHOLUIEHHWE HA PeNpPOAYKTHBHATA TOKCHYHOCT. [Tpu
MNagHd U NPU HEPOJIEHH XKHMBOTHH C €KCIIO3MLMA HA XHHONOHH ca HaOnmonaBaHu eeKTH BLPXY He3penns
XPYLlU1, IOPagH TOBa HE MOJKE J1a C€ M3KITIOYH Bh3MOXKHOCTTA IEKAPCTBOTO Aa MPHYHHH YBPEXIaHHA Ha
CTABHHA XPYLLUAJ NPH He3aBBPLUI Pa3BHTHETO CH YOBELIKH OpraHu3bm/deTyc (B, Touka 5.3).

Karo npennasna Mapka e 3a npeAno4uTaHe 1a ce H30ArBa H3NON3BAHETO Ha UMNPOgIOKCALMH O BpeMe Ha
OpeMeHHOCT.

KepMeHe
Liunpodnokcaitnt ce ekckperupa B Kbpmara. [lopaqy NOTeHLMAIHHA PUCK OT YBPEXKAAHE HA CTABHMSA

Xpyisan uunpodnokcaurH He TpAGBa 1a ce U3MON3Ba [0 BPEME Ha KbpMeHe.
4.7 Edexrn prpxy cnocobnocrTa 3a modupane n pabora ¢ mamnnn

IMopanu HeBpoNOru4HUTE CH edherTH HUMpodIOKCALMH MOXKE 13 NOBIHAE BpeMeTO 3a peakumsd. [1o Tasu
npu4HHa cnocoDHOCTTA 3a WwodHpaHe W paboTa ¢ MAIIMHE MOXE Ja € HapyLUcHa.

4.8 Hexenann JeKkapcTBeRH PeaKIHH

Haii-yecTo crobluasanuTte Hexkenanu nekaperseHy peakuu (HJIP) ca raneHe U qHapus.
[lo-nony ca npencrasenn pannuwre 3a HJIP 3a Ilunpobait or xnuHH4HHTE np [
MapkeTHHroBoTo HabmomeHue (mepopanHa, HWHTPaBEHO3HAa W CEKBEHLHaNHA Tepan g b

yecToTa. AHANM3BT HA YECTOTATA BKJIOYBA JAHHHTE 3a NMEPOPaTHO W HHTPABEHO3
UMNPOGIOKCALIHH.
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Cucremo-opranna Yecrn HeuecTn Penkn Mpuoro peakn | C Hen3secTHa
KJaacHpHUKAIHA >1/100 oo >1/1 000 no >1/10 000 mo <1/10 000 yecToTa (0T
<1/10 <1/100 <1/1 000 HAJIHYHHTE
JIAHHH He MOXe
a Obae
HanpaBeHa
OLIeHKA)
Hudexuuu u MUKOTHYHH
HHecTanun cynepuHdeKuun
Hapyumenuns Ha EosuHodunus | JleBkonenus XeMOoNHTHYHA
KPBBTA H AHemust aHeMus
Jum@pHAaTa cHCTEMA HeyTponenus ArpanysouuTos’
JleBkoMTO3a a
Tpombouurtone | [MaHuuToneHus
HHS (>kuBOTO3acTpa-
TpombouuTemu | masaiua)
s [ToTuckane Ha
KOCTHHS MO3bK
(»xMBOTO3ACTpA-
111aBAILO)
Hapywmenus Ha AnepruuHa AHnadunakTH4H
HMYHHATA CHCTEMA peakuus a peakuus
Anepruyex Anadunaktuye
oTOoK / H LIOK (3KMBOTO-
aHruoeneM 3acTpallasaill)
(Bxk. Touka 4.4)
Peakuun,
Hanono0sABaLH
cepyMHa boJjiect
Hapyuenns Ha CuHapoM Ha
€H/JOKPHHHATA Hea/eKBaTHa
cucrema ceKpeLus Ha
AHTHMYDETHYEH
XOPMOH
(SIADH)
Hapymenus Ha Hamanen XunepriiukeMus XunornukeMuy
MeTa00JIH3IMA H aneTuT W npueM | Xunornukemus Ha KOMa (BXK.
XPAHEHETO Ha XpaHa (BxK. Touka 4.4) Touka 4.4)
Ilcnxuunu [Tcuxomoropua | O6bpkanocT M | [lcuxoTHuHM Mauus, BKJL.
HApYUIeHHA* XUNEpaKkTHBHOC | 1e30pHEHTALMs | peakLuu XUNOMaHHUs
T/ BB30Yyaa Peakuus Ha (noTeHuMaNHO
0e3nokoiicTBO | KyTMHHMpALLH B
ABHOpMHH CYMLUHMIHH
CbHHULLA HamepeHus/MHC
Henpecus JIK MITK ONHTH 32
(noteHumanHo | camoyOucTBO M
KYJIMHHHpALla B | U3BBPLLUBAHE HA
CYHULUIHH camMoyOuCTBO)
HaMmepeHus/MUC | (Bxk. Touka 4.4)

TIM MK OTTUTH 3a
camoyOHcTBO H
M3BLPLIBAHE Ha
camoyBucTBO)
(BkK. Touka 4.4)
XanounMHaumu
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Cucremo-opranna Yectn Heuectn Penkn Mpmuoro peakn | C HeuzpecTHa
KiIacHpHKauus >1/100 o >1/1 000 no >1/10 000 mo <1/10 000 yecToTa (0T
<1/10 <1/100 <1/1 000 HAJIHYHHTE
JAHHH HE MOXKe
na 0bae
HanpaBeHa
OlIEHKA)
Hapymenus Ha ["naBobonue [Tapa- u Murpena [epudepna
HepBHATA cHCTEMa™ 3amasHoCT JM3ecTe3nu Hapyuiena HEBPOTATHS H
Hapyuienus Ha | Xunoecresus KOOpAMHALMS MOJIMHEBPONATH
ChHS Tpemop Hapywenus Ha |4 (BXk. TOuka
Hapywenus nHa | [lpunagbun MoxojKara 4.4)
BKyCa (BKI. Hapyiienus Ha
enuIenTUYeH 00OHSHHETO
craryc) (BxK. HMHTpakpanunaix
Toyka 4.4) a XUMepTOHUS H
CeeToBbpTek | pseudotumor
cerebri
Hapymenuns na Hapywenus Ha | HapylueHus Ha
ouure* 3peHuneTo (Hanp. | LBeToycellaHeT
JIMTIIONHA) 0
Hapywenus Ha Tunutyc
YXO0TO H 3aryba Ha
JabupuHTa* ciyxa/yBpexaaH
€ Ha ciryxa
Cupaeynu Taxukapaus Kamepna
HApyleHus** ApUTMHUA U
torsades de
pointes
(cboblaBaHm
MpeHMHO MpH
MaLMUEHTH C
PUCKOBH
thakTopu 3a
yIbJI2KABAHE Ha
QT uuTepaana),
EKI" ¢ ynbnxen
QT wuuTepBan
(Bxk. Touka 4.4 u
4.9)
CuHapom Ha
KyHnuc
CbaoBH Baszoaunatauus | Backynur
HapyuleHHa ** XUnoToHus
CuHkon
PecninpaTopHu, Juenues (Bki.
rPBAHN H acTMaTH4HH
MeIHACTHHAJIHH CbhCTOSIHUSA)
HapyueHust
Cromamno-ypeBHH | ['aneHe [ToBpbiiane Cebp3aH c [Nankpeatnt
HApyUIeHHs! Junapus Cromatuxo- aHTUOHOTHK
YpeBHa H KOJIUT (MHOTO
KopemHa Oonka | paako ¢
Hucnencus Bb3MO3KEH
["azoBe (aTaneH usxon)

(Bxk. TOuka 4.4)
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Cucremo-opranna Yectn Heuecrn Penkn Mmuoro peakn | C HensBecTHa
KaacHpnKanus >1/100 mo >1/1 000 no >1/10 000 no <1/10 000 decToTa (oT
<1/10 <1/100 <1/1 000 HAJHYHHTE
JAHHH He MOKe
na Obae
HalpaBena
OlIeHKA)
Xenato-0n1HApHH [ToBuieHH YepHoapobHo YepHonpoOHa
HAPYLIeHHS TpaHCaMHHa3u | yBpexxJaHe Hekpo3za (MHOro
[ToBuiueH XonectaTuyeH | paako
OuaMpyOHH MKTEp nporpecHpaiia
XenaTtur J10 )KMBOTO-
3acTpaluasalia
yepHOApoOHa
HEJIOCTaTb4HOCT
) (Bx. Touka
4.4)
Hapywenust Ha O6pus Peakuuu Ha [Terexuu Octpa
KOKaTa H Copbex ¢dorouyscteu- | Epurema reHepaiu3vpaHa
MOAKOMXHATA THKAH Yprukapus TENHOCT (BXK. mynTuhopme €K3aHTEeMaTo3Ha
Touka 4.4) Epurema nycTynos3a
HOJ03yM (AGEP)
Cunzpom Ha JlekapcTBeHa
CTtHuBBHC- peakuus ¢
JbxoHebH e03uHO(UIHA U
(MOTeHUMANIHO | CHCTEMHH
’KMBOTO3acTpa- | CUMNTOMH —
LIaBaLl) DRESS
Tokcuuna
enuaepMaiHa
HeKponu3a
(MOTEHLHAIHO
JKMBOTO3AcTpa-
111aBalLa)
Hapymenus Ha MyckynHo- Muanrus MyckyiHa
MYCKY.JIHO- ckenerHa Oonika | ApTpUT cnabocT
CKeJIeTHATA (nanp. 6onka s | [loBuieH TenauHuT
CHCTEeMa H KpaF]HHU,HTe, MYCKYJICH TOHYC PaskbeBane Ha
CheJIHHHTEe/JIHATA Goska B repba, | M Kpammu CYXOKHITHUS
TbKaH* 6GoJIKa B (mpeauMMHO Ha
FbpanTE) AXHIIECOBOTO
ApTpanrus CYXO0XKHIIUE)
(BK. TOuka 4.4)
OO6ocTpsiHe Ha
CHUMITOMHUTE Ha
MUACTEHHS
rpaBuc (Bx.
Touka 4.4)
Hapymenus Ha YBpexnane Ha | bbOpeuna
0LOpeunTe U OBOpeLuTe HEeN0CTaTb4HOCT
NHKOYHHTE Xematypus
MbBTHILA Kpucranypus

(BxK. Touka 4.4)
TyOyno-unrep-
CTHLMANIEH
HepuT
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Cucremo-opranna Yecrn Heuecrn Penxn Muoro peakn | C Hen3BecTHa
KJacHpHKAIHA >1/100 po >1/1 000 no >1/10 000 no <1/10 000 4ecToTa (0T
<1/10 <1/100 <1/1 000 HANHYHHTE
JAHHH He MOXKe
na 6be
HanpaBeHa
OLleHKA)
O6H HapyIIeHHsA AcTteHus Orox
H epeKTH Ha [ToBuuiena HznoraBane
MSICTOTO HA TEMIeparypa (xHnepxuaposa)
NpUIOKeHHe™
Hicnensanun [ToBu1lIeHa [ToBuleHa YBenuueHo
ankanHa amunasa MEK/1y HAPOHO
tdocaraza B HOpPMAaTH3HPAHO
KpBbBTa CbOTHOLLEHHE
(NpH NaLHEeHTH,
JIeKYBaHHU C
AHTArOHMCTH Ha
BHTaMHH K)

*CboOliaBa ce 3a MHOTO peJIKH ClTyyad Ha TMPOABLKUTENHH (10 MeCellM WIH FOJJMHH), HHBAJTHIM3HPALIH H
MOTEHLHAIHO HEOOPAaTUMH CePHO3HH JIEKApCTBEHH PeaKLMH, 3acATalli HIKOJIKO, TOHAKOra MHOTO CHCTEMO-
OpraHHH KJIacOBE M CETHBA (BKJIIOYMTEIHO PeaKLMH KaTO TEHJHHUT, pa3KbCBaHE HAa CYXOMKHIIHE, apTpaJIrus,
Oonka B KpaiiHULMTE, HAPYILEHHE Ha MOXO/KATa, HEBPOTIATHH, CBBP3aHM C MapecTe3nH M HeBpaJrui, yMopa,
NCUXHATPUYHH CHMNTOMH (BKJIKOYHMTEIHO HApYIUEHWS Ha CbHA, TPEBOXKHOCT, NPHUCTBIIM HA TaHMKA,
Jenpecus U MUCIIH 3a caMOyOMHCTBO), HapyLIeHHe Ha MaMeTTa U KOHLEHTPALMATA, H YBpexK/1aHe Ha cllyxa,
3PEHHETO, BKyca M ODOHSHHETO) BBB Bpb3Ka ¢ ynorpedaTa Ha XWHONOHH M (IIyOPOXHMHONOHH, B HAKOH
CllyyaM, HE3aBMCUMO OT Beu€e ChbLUECTBYBalLMTe PUCKOBH (pakTopH (BkK. TOUKa 4.4).

**[Tpu naumeHTuTe, NpuemMaly (GJIyOpOXHHOJIOHH, ca ChOOIIEHH Cy4ad HA aHEeBpH3Ma M JUCEKALWs Ha
aoprara, TMOHAKOra YC/IOXKHEHH TMopajad  pa3KbCcBaHe (BKJIIOYHTEIHO ¢  JIeTaJieH  HW3Xod) |
peryprurauus/He10CTaTbYHOCT Ha HAKOM OT ChpAEYHHTE Ki1anu (Bxk. Touka 4.4).

[leguaTpHyHa nonynaims
IlpencraBeHarta no-rope yecToTa Ha apTPONATHA (APTPAIrks, apTPHT) Ce OTHACH 3a JaHHHTE OT MPOYUYBaAHHSA
npu Bb3pacTHH. ChoOLLaBa ce, Ye NMpH Jela apTpornaTisaTa ce cpeuia no-4ecto (k. Touka 4.4).

CnboOmiaBaHe Ha Mo/I03MPaHH HEXeNaHH PeaKiiK

CrboOLiaBaHeTo Ha MM0/I03HPAHH HEXkENaHW PeakLMK cliejl paspeliaBaHe 3a yrnorpeda Ha JieKapCcTBEeHUs
NPOAYKT € BaxkHO. ToRa No3Bonsea Aa NPOAb/KH HaOMOAEHHETO Ha ChOTHOILIEHHETO M0J13a/PUCK 3a
JIeKapCTBEHHUA MPOAYKT. OT MEAMLIMHCKHMTE CMELMAIUCTH ce U3UCKBA Jla ChOOLLABAT BCsKA NOA03MpaHa
He)KeNaHa peakLus upes

H3nbauuTenHa areHUUs M0 JekapcTBara

ya. ,.Jlamsan [pyes” Ne 8

1303 Cocdwms, buarapus

Ten.: +359 2 8903417

yebcalT: www.bda.bg

4.9 Ilpepo3upane

Mma crobiieHne 3a eJMHUYEH Cllydail Ha nipeo3upane ot 12 g, KoeTo e J0BEJIO 10 JIEKH CHM

ocTpa ObOpeuHa HelOCTaTbYHOCT.
CuMnToMHTE Ha Mpeo3MpaHe BKJIFOYBAT: 3aMastHOCT, TPEMOp, ri1aBodosne, ymopa, I
XaloUMHAUMK, 00bpKaHoCT, abaoMHHaNeH AHcKoMpopT, OBOpeuHo U YepHoapoOHO
KpHUCTanypHs H Xxematypus. Mma cboOiienus 3a obpatuma 6b0peyHa TOKCHYHOCT.
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OcBeH pyTHHHHTE CrEIHA MEPKH, Halp. M3Mpa3BaHe Ha CTOMaxa, Noc/eABaHo OT MeJHLIMHCKH BhITIEH, Ce
NpenopbpuBa MOHWTOpHpaHe Ha 61L6peuHaTa GyHKUHS, BRIIOYBALLO onpeaensHe Ha pH Ha ypHHaTa H, ako ce
Hanara, NOAKHCABaHeE 3a NpodHIaKTHKA Ha kpucTanypud. [lanmeHTrTe TpAGBa Oa ca noOpe XHApaTHPaHH.
Kanupii Wy Marsesuii CoabpaKAIIMTE AHTHALMAY MOTaT TEOPETHYHO Ja HamMalaT abcopbuunaTa Ha
uunpodiokcauuH npu npeao3upade. Camo Maiko KonuuecTBo uunpoduiokcauns (<10 %) ce enumuHupa
4pe3 XeMOAMANTH3a MITH MIEPHTOHEATHA 1HATH3a.

[pu cnyuyait Ha npeao3upaHe TpAOBa Ja ce NPIIOXKH CHMITTOMATHYHO JieueHHe. Tpabea aa ce sabmonasa
EKT nopanu Bp3MOXHOCTTA 32 yab/bkasane Ha QT uHrepsana.

5. ®APMAKOJOIHYHH CBOMCTBA
5.1 @apmaxoJHHAMH'IHH CBOHCTBA
QapmMakoTepaneBTHyHa rpyna: Onyopoxunononu, ATC koa: JOIMAO2

MexaHH3bM Ha JEHCTBHE:

BaktepuumasusT edext Ha uunpoduiokcauuH, kato GayopoXHHONOHOBO aHTHOAKTEPHANHO CPEACTBO, Ce
OCBILUECTBARA Ype3 HHXHOHpaHe Ha ABaTa THna Tonuzomepasa Il (JIHK-rupa3sa) u Tononsomepasa IV, xouro
ca HeoDXOMMMH 33 perUTHKALMATA, TPAHCKPHIILHMATA, PENapHPaHETO H pekoMOHHAaUMATA Ha GakTephanHaTa
JTHEK,

CroTHoUIeHHE PapMakOKHHETHKa/ QapMakogHHAMKKA:

EdukacnocTTa 3aBHCH OCHOBHO OT ChOTHOLIEHHETO MEKIY MAKCHMAJIHATa KOHUEHTpaLus B cepyMa (Cmax) H
MHHHMaTHaTa HHxUOHpawa koHueHTpauns (MHK) Ha uunpodnokcalnd 3a 6akTepHaTHUA NaTOreH U
CBOTHOLIEHHETO MEXKIY miomuTta noa kpueara (AUC) u MHK.

MexaHU3bM Ha PE3IUCTEHTHOCT.

In vitro peanctenTHOCT KbM LMMpodokcalluH Moke na Gbae NnpuaoOHTa Ype3 MoeTaneH Npolec Ha
TapreTHH JokanHd MyTauuu Ha JIHK rupa3sa u Tononzomepasa IV. CteneHTa Ha KpBCTOCAHA PE3HCTEHTHOCT
MeXy LHMNpodIOKCaLH H Opyr $IyOpOXHHOTIOHH B PE3yNTaT Ha TOBA € BapuabunHa. EAHHUYHK MyTaLK#
MOTAaT Ja He NOBEJAT 10 KIHHHUYHA PE3UCTEHTHOCT, HO MHOXKECTBEHHTE MYTALIMH OOMKHOBEHO BOOAT A0
KJIMHHYHA PEIUCTEHTHOCT KbM MHOTO MIH BCHYKH aKTHBHH BELHECTBA OT TO3H Kiac.

MexaHH3MHKTe Ha Pe3UCTEHTHOCT YPE3 HEMPOMYCKITHBOCT H/HMITH 3aciraly eduiyKkcHaTa roMna Ha akTUBHaTa
ChCTaBKa MOTaT a UMAT pasyiMueH eQeKT BbPXY YYBCTBHTENHOCTTA KbM IyOPOXHHONOHH, KOETO 3aBHCH OT
(hM3UKOXHMHMYHHTE CBOMCTBA HA Pa3IHYHHTE aKTHBHH CHCTABKH B TO3H Ki1ac i adMHHTETa Ha
TPaHCOOPTHHTE CHCTEMH KbM BCAKA OTAENTHA aKTHBHA ChbeTaBka. BeHUKM in vifro MexaHH3MH Ha
PE3MCTEHTHOCT OOHMKHOBEHO ce HabMoaaBaT B KIMHHYHHK H3oMaTH. MeXaHH3MK Ha pe3HCTEHTHOCT, KOUTO
MHAKTHBHPAT APYrH aHTHOHOTHLH, KAaTO MPOMYCKIHBOCT Ha Bapuepure (yecto npu Pseudomonas
aeruginosa) U MeXaHH3MH Ha e(lTyKC MOTAT Ja MPOMEHAT YyBCTBHTENHOCTTA KBM LIMMPOQIOKCALIHH.

Hma cpobrienns 3a mnazMua-MeIHHPaHA PE3HCTEHTHOCT, KOOMPAHA YPE3 (NI-reHH.

CnekTsp Ha AHTUOAKTEPHAIIHA AKTHBHOCT:

CnenHure rpaHH4YHH CTOHHOCTH pa3nenaT YyBCTBHTENHHTE IMaMOBE OT LHAMOBECTE C YMEPCHA
YYBCTBUTC/IHOCT H PE3UCTEHTHHTE LLAMOBE!

lpenopvru na EUCAST

MukpooprasuimMn YyYBCTBHTEAHH Pe3ncrerig ;ﬁ’
Enterobacteriaceae S$<0,25 mg/L R > 0,5 mypAe \
Salmonella spp. S < 0,06 mg/L R > 0,06 mm
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Pseudomonas spp. §$<0,5mg/L R > 0,5 mg/L
Acinetobacter spp. S<1mg/L R>1mg/L
Staphylococcus spp.! S<1mgL R>1mg/L
Haemophilus influenzae S £0,06 mg/L. R > 0,06 mg/L
Moraxella catarrhalis 5<0,125 mg/L R > 0,125 mg/L
Neisseria gonorrhoeae $ 0,03 mg/L R > 0,06 mg/L
Neisseria meningitides S £0,03 mg/L R > 0,03 mg/LL
I'paHHYHH CTOHHOCTH, KOHTO He §$<0,25 mg/LL R>0,5mg/L
ca CBBLP3aHH ¢ onpeaenieH Bua *

1. Staphylococcus spp. — rpaHHUHATE CTOHHOCTH 33 UHMPOGIIOKCALIMH ca CBbP3aHK C TepamnHs
BBB BHCOKH JO3H.

* I'paHHYHHTE CTORHOCTH, KOHTO He Ca CBbP3aHH € OMPEAE/ICH BU, €A ONPeeIeHH OCHOBHO
Ha 6a3a naHHuTe 3a PK/PD u He 3aBHcaT ot paznpenencHueTo Ha MHK 3a oTnennure
supoBe. Crieasa 1a ce H3MOM3BAT CaMOo 3a BUIOBE, 3d KOHTO HAMA OfpefieNieHa
WHOMBHIYa/lHa TPaHH4HA CTOHHOCT, HO HE W 33 BU/IOBE, NPH KOHUTO HE Ce TPEnophYBa
H3ClIeiBaHe Ha YyBCTBUTEIHOCTTA.

PasnpocTpaneHHeTo Ha NpUaoOHTATAa PE3HCTEHTHOCT MOXKE A2 BAPHPa COpe/l reorpadckoTo pasnonoxeHne
Y BbB BPEMETO 3a ONpPEAE/IEHH BHIOBE MUKPOOPTaHH3MH H € JKelIaTe/THO Aa Ce M3MOI3BaT MECTHH TaHHH 3a
PE3HCTEHTHOCTTA, OCO0EHO KOTATO e JIeKYBaT TeXkH HHpeKUuH. Ako e HeoOxoaumo, Tpadea Ja ce NnoTbpcH
EKCNEPTHO CTAHOBHLIE B CTyYaMTe, KOraTo pa3ipocTpaHEHHETO Ha NOKATHATA PE3UCTEHTHOCT € TaKaBa, ue
e M10CTaBs MO/ BBINPOC MPHICKHMOCTTA HAa CPEICTBOTO 32 MOHE HAKOH THMOBE HHEKUHH.

['pynupane Ha peneBaHTHHTE MHKPOOPTaHH3MH B 3aBUCHMOCT OT YyBCTBHTENHOCTA MM KBM
uunpodnokcauuH (3a Streptococcus spp. Bx. Touka 4.4)

OBHKHOBEHO YYBCTBHTEJHI MUKPOOPI'AHH3IMU

Aepobiu [ 'paM-NONOKUTENHH MHKPOOPraHH3MH
Bacillus anthracis (1)

Aepobuu 'paM-OTpHLATETHH MHKPOOPTAHH3MH
Aeromonas spp.

Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilius influenzae*
Legionella spp.
Moraxella catarrhalis*
Neisseria meningitidis
Pasteurelia spp.
Salmonella spp. *
Shigella spp. *

Vibrio spp.

Yersinia pestis

AHaepoOHH MHUKPOOPTaHH3MHU
Mobiluncus

Jpyru Mukpooprauuamu
Chlamydia trachomatis (§)

Chlamydia pneumoniae ()

Mycoplasma hominis ($)
Mycoplasma pneumoniae ($) K
Y

%;..

>
MHKPOOPI'AHH3IMH, ITPH KOUTO ITPHAOBHUTATA PESHCTEHTHOCT $
YR
=
oD

JIA E IIPOBJIEM Fn?

Aepobuu I'paM-noNOKHTENHH MUKPOOPTaHH3IMH \ o] ;a;i

Enterococcus faecalis (§) N Rt

Staphylococcus spp. *(2) \'%y‘._‘_ \ *ﬁ";
\ e K
N *iin:ui S
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Aepobuu ['paM-OTpHLIATENHH MUKPOOPraHHU3MH
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*

AHaepoOHU MUKPOOPTraHH3MHU
Peptostreptococcus spp.
Propionibacterium acnes

MHKPOOPITAHU3IMH C B TPEINTHO NPHCHINA PESUCTEHTHOCT

Aepobun ['paM-nonoKHTENHH MHKDOOPraHW3MH
Actinomyces

Enteroccus faecium
Listeria monocytogenes

Aepobuu ['paM-OTpHLIIATENHH MHKPOOPTaHH3MH
Stenotrophomonas maltophilia

AHaepoOHU MUKDOOPraHHIMH
C usxmoueHue Ha ONUCAHUMe no-20pe

Lpyri MUKpoOpraHu3Mu
Mycoplasma genitalium
Ureaplasma urealitycum

*  KnuHuvHaTa e(HMKACHOCT € A0Ka3aHa 3a MYBCTBUTEIIHMTE M30/aTH NpH omoOpeHHTE

KITHHUYHU MOKa3aHHA

HYecToTa Ha pesucTeHTHOCT > 50 % B eqHa MM MoBeye cTpaHH-wieHky Ha EC

(§): EcrecTBeHa yMepeHa UyBCTBHTETHOCT IPH OTCHCTBHE HAa MPUOOOHTH MeXaHH3MH Ha
Pe3HCTEHTHOCT

(1): TlpoyusanuaTa ca NnpoBedeHH NPH eKCIEPUMEHTANHO NMpeAH3BHKAHH HHOEKLHH pH
KHBOTHH 4Ype3 HHXaNHUpaHe Ha criopu Ha Bacillus anthracis; Te3u npoy4sanus nokassar, 4e
3aN0YBAHETO HA AHTHOHOTHYHOTO JIEYEHHE CKOPO CJiefl EKCITO3HLIAATA Mpeanassa ot
nosBara Ha 3a00ABaHETO, KO JIeHeHUETO € 6110 HacoUeHO KbM HamansaBaHe Gpos Ha
CNOpHTE B OpraHK3Ma noj HHgekLuo3HaTa fo3a. [Ipenopb4BaHOTO HAMON3BAHE NMPH XOpa
¢e OCHOBaBa NNPEIHMHO Ha i1 Vitro HyBCTBHTE/IHOCTTA W HA eKCMIEpUMEHTAIHHTE IARHH MpPH
MKHMBOTHH 33€HO C OrpaHHYEHHTE NaHHH NpH xopa. [IpueMa ce, Ye npy Bb3pacTHH
JBYMECEHHHAT KypC Ha JleueHHe ¢ nepopaneH uunpodnokcarut B go3a 500 mg 1Ba msTH
JHEBHO € ehMKaceH 3a NpeAna3BaHe OT aHTpaKcHa HH(ekLuua npu xopa. Jlekypauure
JIeKapH MOraT [a HallpaBAT CNpaBKa C HALIHOHAIHUTE W/HITH MEeXAYHAPOIHKHTE
KOHCEHCYCHH A0OKYMEHTH MO OTHOLIEHHE ISYEHHETO Ha aHTPaKc.

(2): MeTHUMAHH-PE3UCTEHTHHUAT S. aureus MHOFQ Y€CTO €KCTIPECHPa €THOBpEMEHHA
PE3HUCTEHTHOCT KbM (hTyOpPOXHHONOHH. HecToTaTa HA Pe3UCTEHTHOCT KbM METHLIH
oxono 20 no 50 % cpen BcHYKH BHAOBE CTaWIOKOKH H € 0GHKHOBEHO MO-BHCOKA
HO30KOMHAJIHMTE M30JIaTH.
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5.2 @apmakoKHHETHYHH cBOHCTEBA

Ab6copbuus

Crnen nepopajicH NpUeM Ha eAHOKPATHH J03H oT 250 mg, 500 mg u 750 mg uunpodnokcaunH non popMara
Ha Tabnetks, uunpoduiokcanus ce abcopbupa 6bp30 K B ronsAma CTeNneH OCHOBHO B TEHKHTE YepBa, KATO
IOCTHra MAaKCHMAaJTHH cepyMHH KOHLEHTpauuH cnel 1-2 yaca.

EnnoxparHuTe no3u B MHTepBaa 100 — 750 mg BoasT A0 3aBUCHMH OT [03aTa MAKCHMATHH CEpPYMHH
KoHUeHTpauuH {Cmax) Mexay 0,56 u 3,7 mg/L. CepyMHUTE KOHLEHTPALIMM HAPACTBAT NPONOPUHCHAITHO C JO3UTE
no 1000 mg.

AbconmoTHata GuoHanH4YHoCT € oKkono 70 — 80 %.

YcraHoBeHo e, ue ao3a ot 500 mg, npueMana nepopajiHo Ha 12 yaca, BOOW OO IWWIOL O KpHBaTa Ha
cepyMHa KoHLeHTpauus - speme (AUC), ekBUBaNIEHTHA Ha Ta3H, MOJYUCHA Ce] HHTpPaBEHO3HA HH(Y3HUA Ha
400 mg uunpoduokcanry 3a 60 MMHYTH Ha BcekH 12 daca.

Paznpeaenenue

CBEP3BaHETO HA LHNPOQIOKCAIIMH ¢ IUIa3MEHHTE IPOTEHHH € HHCKO (20-30 %). Liunpodnokcaumh ce
HaMHpa B [UIa3MaTa OCHOBHO B HeifoHM3HpaHa thopMa i HMa ronam obeM Ha pa3npefeneH e B CTALHOHAPHO
cweroanue ot 2 — 3 L/kg TenecHo Terno. LiunpognokcalldH 1ocTUra BUCOKH KOHLEHTPALMH B PA3THYHH
TBKaHW Karo Hanp. 0san Apob (emuTeaiHa TEHHOCT, aJlBeONIapHH Makpodard, GHONMCHYHA ThKaH),
CHHYCHTE, BB3NANMTEIHHTE OPHULIA (BE3UKY/IAPHA TEUHOCT OT KAHTAPUANC) M YPO-TEHHTAIHHA TPaKT
(ypuHa, npocTaTa, €HIOMETPHYM), KBAETO C€ JOCTHTaT OOLIM KOHUEHTPAMH, HABHINABAILH TE3H B
Tia3mMara.

BuoTtpaHchopmaliig

YcTaHOBEHH Ca HUCKH KOHLUEHTPALIMH Ha YeTHPH MeTabonuTa, KOUTO ca HWACHTHPHURPAHH KaTo:
AeerwneHunnpodnoxcauud (M1), cyndouunpodnokcaius (M2), okcoupnpognokcauut (M3) u
dopmunuunpodnokcauy (M4). MeraGonurure UMaT aHTUMHKpOGHa AKTUBHOCT in-vifro, HO Mo-cnaba B
CPaBHEHHE C M3XOJHOTO BELIECTBO. 3HAE ce, 4e LunpodroKkcalHH € yMepeH HHxubuTop Ha CYP 450 1A2
U30-EH3UMHTE.

EnuMHHHpaHe

IunpodnokcalMH ce eKcKpeTHpa Ao rojama creneH HenpoMeHeH npes 6u6peupTe H B NO-MaJika CTEneH — ¢
tdexannure. CepyMHHAT €THMHAHALIMOHEH NTONYXKHBOT MPH JIHLA ¢ HOpManHa ObOpeuna dyHKuma e
npubnusutento 4-7 yaca.

Exckpenns sa muupodiaokcannn (% or qo3ara)

Tepopaaao NpAAGKEHHE
¥Ypuna Pexanun
Lunpodnokcauuy 44,7 25,0
Mertabonurn {(M1-My) 11,3 7,5

br6peunuar xwinpeHe € mexay 180-300 mL/kg/h, a obmuar tenecex knupbHe € Mexxay 480-600 mL/kg/h.
Ilunpodnokcaltut ce noajiara kakro Ha rioMepynna dbuntpanns, Taka U Ha TyGynapHa cekpeuus. TexkuTe
HapylueHHs Ha 61bOpevHaTa (PyHKLHS BOOAT OO YABDKEH NOTYKHBOT Ha HHNpodoKcalMH 1o 12 Jaca.

KakTo W ¢ MeTabonuaupane. 1 % oT no3aTa ce eKCKpeTHpa Mnpe3 #UTbYHUA MbT, B %iby
LHNPOGIOKCAUWH € BbB BUCOKH KOHLEHTPALIHH.
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[MeayaTpHYHH DaLHEHTH

I[aHHPlTe OTHOCHO CbapMaKOKHHeTHKaTa [pH NIEAHATPHYHH MNMAUKUCHTH Ca OI'PaHHYE€HH.

ITpu enxo npoy4sane npu neta Crpax H AUC He ca 3aBHcenH OT Bb3pacTTa (Haa eqHOroAMiHa Bb3pact). He
e HabmoaaraHo 3a0enekuMo NoBrIuaBaHe Ha Cpax M AUC crnen MHorokpatHo npuaokenue (10 mg/kg tpu
IIETH HA JEH).

IMpu 10 peua ¢ Texcpk cencuc Cmaxe 61na 6,1 mg/L (uurtepsan 4,6 — 8,3 mg/L) cnen eanoyacosa
HHTpaBeHo3Ha HHYy3ns Ha go3a 10 me/kg npu geua Ha BB3pacT moja | roguHa B cpagHeHue ¢ 7,2 mg/L
(unTepean 4,7 — 11,8 mg/L) npu neua Ha Bb3pacT Mexay | U 5 ronunu. CroitHocTute Ha AUC 33
CBbOTRETHHTE Bb3pacTOBH IpynH ca 6win cboreetHo 17,4 mg*h/L (uaTeppan 11,8 — 32,0 mg*h/L) u 16,5
mg*h/L (unrepean 11,0 — 23,8 mg*h/L).

Te3u cToiiHOCTH ca B rpaHHUMTE Ha CEOOIIABAHKMTE 32 BE3PACTHH MPH NpPWIAaraHe Ha TepaneBTHYHH n03M. Ha
Ha3ara Ha MOMy/TaUMOHHHA (apMaKOKWHETHYEH aHA/H3 NIPH NEAHATPHYHH TALIHEHTH ¢ PA3NHYHH HHGEKIIMH,
NPOTHO3HHUAT Cpe/ieH NOMYIKHBOT IIPH feLa e okono 4-5 yaca, a GHOHATMYHOCTTA HAa NMepopalHaTa
cycnensua papupa ot 50 go 80 %.

53 IlpeakIHHHYHH JAHHH 32 He30NACHOCT

HexnmunuunTe JaHHK He MoKa3BaT ocobeH pHCK 3a XopaTa Ha 6a3a Ha KOHBEHUHOHATHHTE M2NUTBAHHA 34
TOKCHYHOCT Ha €AMHHYHATA [03d, TOKCHYHOCT NMPH MHOTOKPATHO NpHiaraHe, KaHLEPOreHeH NOTEHLIMAN WK
penpoIyKTHBHA TOKCHYHOCT.

[Tono6Ho Ha MHOrO APYrH XHHOJIOHH, LMNPOQUIOKCaLiH € (POTOTOKCHYEH NPH KHBOTHH NPH KJTHHHYHO
3HAYHMMH HHBA Ha ekcnoszuuua. JlaHauTe 3a poTomyTareHHOCT / (POTOKAHLIEPOTEHHOCT MOKA3BaT ¢1ad
thoToMyTareHeH H foTOTyMOporeHeH edekT Ha UMNPogIIOKCaLMH in Vifro W NpH eKCIIEPHMEHTH ¢ XKHBOTHH,
To3u edekT e CBMOCTABHM C TO3H Ha APYTH FHPa3sHH HHXHOHTOpPH.

IHoHoCHMOCT 3a CTaBHTE:

Kakro e crobuiaBaHo 3a ApyrH rHpa3HH HHXHUOHTOPH, LHNpOhAOKCALIHH NPHUHHHABA YBPEXKAaHE HA
FOJEMHTE HOCELH CTaBH NPH )KHBOTHH C HE3aBbpLieH pacTex. CTeneHTa Ha yBpeXkaaHe Ha XpyLusaia BapHpa
CMOpej BL3PacTTa, JKHBOTHHCKHSA BHA W 1033Ta; YBPEXKAAHETO HA CTABHTE MOMKE 113 C& HAMAJIH, aKO CTaBHTE
He ce HaToBapBear. [IpOyHBAHUATA MPH 3PNy KHBOTHH (TUTBXOBE, KyUeTa) HE MOKa3BaT JaHHH 3a YBpeXaaHe
Ha xpyuwanure. [Ipu eaHo npoyusaHe BbPXY MJIaau KydeTa oT nopoaa OHiren qunpogIoKcalMH e J0BeN 10
TEKKH NPOMEHH B CTABHTE NPH NPHAAraHe Ha TEpPaneBTHYHH J03H B POABJDKEHHE Ha 2 CEAMHLH, KOHTO BCe
ouwle ce HabnloaaeaT u cren 5 Meceua.

6. DPAPMANEBTUYHU JAHHH

6.1 CnHcebk HA TOMOMHHTE BEmIeCTBA

ChpueBuHa Ha TableTkaTa:
MukpokpucTanna nenynosa

KpocnosuoH

Hapesnuno Huecte

MarHesnes cTeapar

CHNHLHEB JHOKCHA, KOIOHAEH Oe3BoacH

O6BHBKa Ha TabneTkara:
XunpoMenosa

Maxkporon 4000

Tutanoe avokenn (E171)

25



6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogsOCT

5 ronMHu

6.4 Chnennanns ycI0BHA Ha ChXpaHeHHe

To3u nekapcTBeH NPOLYKT HE H3HCKBA CMELIHANHN YCIOBHA HAa ChbXpaHEHHE.

6.5 Buan chabpxaHHe HA ONAKOBKATA

EnwH oT cliefHHTE MBPRHYHH ONAKORBYHH MATEPHATH € H3MON3BaH:

[Mpospauen GesupereH wiu 61 HenpospaueH 6auctep ot PVC/PVDC/Aluminium
[Mpospauen GesusereH unu 6an HenpoapadeH 6anctep ot PP/Aluminium

Bnucrep ot Aluminium/Aluminium

IonemuHa Ha onakoBkaTa: 6, 8, 10, 12, 14, 16, 20, 28, 50, 100, 160 xuaun 500 Tabnerky B ONaKOBKa.
He scuuku BHAOBE ONaKoBKM Morar Aa Ob1aT NycHaTH B npoaaxo0a.

6.6 Chennanam npenna3HY MepKH NPH HIXBLPJIAHE

Hama CNEUHAJIHH H3UCKBaHHA.

7. TPUTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA

Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen, ['epmaHus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEFA

20010821

9. JATA HA ITBPBO PAIPEINIABAHEAIOMTHOBABAHE HA PA3PENIEHHETO 3A
YHOTPEEBA

JlaTa Ha mupBO paspewasaHe: (2 okTomBpH 1996 T.

Jlata Ha nocrieqHo MOAHOBABAHE:! 02 aprycr 2012 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

02/2026
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