KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA
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. ] * *."_:E;_ﬂ '-s"*"u._*"'r:"}“-;_jf_:. Ma
Ciprinol 500 mg film-coated tablets —

e o L, .

2, KAYECTBEH U KOJIMYECTBEH CHhCTAB

Hunpuuaon 250 mg ¢punmupanu tabierku

Beska dpunMrpana Tabierka ceaepxa 291,0 mg unnpodnokcaMHoR XHAPOXIOPH MOHOXHAPAT
(ciprofloxacin hydrochloride monohydrate), expuBanenres Ha 250 mg uMnpodOKCaLHH
(ciprofloxacin).

Iiunpuaon 500 mg punmupann Tabnerxu

Beaka gunmupana tabaerka cbabpxa 582,0 mg uunpodoKcauMHOB XMAPOXIIOPUA MOHOXHPAT
(ciprofloxacin hydrochloride monohydrate), eksuBanenten Ha 500 mg uunpodaokcaums
(ciprofloxacin).

3a MBJHMA CIHUCHK HA MOMOLIHHTE BELUSCTBA, BIXKTE TO4YKaA 6.1

3. JIEKAPCTBEHA ®OPMA
¢rumMHpana Tabnerka

LHunpunon 250 mg dunmupanu Tabnerku

TabsieTkute ot 250 mg ca Genu, Kpbrim, GUIMHPaHN TabIETKH, FaAKH OT €AHATA CTPAHA H C
OENUTENHA YepTa OT APYraTa.

TabnerxuTe Morar pa ce pa3aesaT Ha €NHAKBH NTOJOBUHH.

Lunpunon 500 mg duamepasy tabnerku

Tabnerkure ot 500 mg ca 6enu, oannu, huTMHpaHu TabaeTkH, rAJKKM OT €QHATA CTPaHa H C
AENUTEHA YepTa OT JPYraTa.

TabneTkuTe MOTaT Aa ce pa3fenar Ha €JHAKBH NOJOBHHHU.

4. KJIVHAYHM NAHHHA

4.1 TepaneBTHUHH NOKAZAHHS

LlunpuHon pHiIMUpanu TabseTKl ca NOKA3aHH 3a eUeHUe Ha ciieqHuTe nHdeKuuy (BIKTe Touku 4.4
H 5.1). CneuManHo BHMMaHHe clieBa Ja ¢€ 0ObpHE Ha HANHYHATA HHOPMALIMS 33 PE3UCTEHTHORT

KBbM UMOPODIOKCAUMH NPeH HAYaj0TO Ha IEUEHHETO.

Tpsabsa na ce imMa npenBua 0GHUKMATHOTO PEKOBOACTEO 33 NOAXOAALIO U3NOI3BAHE HA
aHTUOAKTepHAIHH CPeJICTBA.

Bvipacmuu
- MHpeknuu Ha JONHHTE AMXATENHH IbTHIIA, MPHUHHEHH oT [ paM-oTpHUaTe i
- ex3alepbauya Ha XpoHHYHa 00CTpYKTHBHA OenonpobHa Sonect
I[1pn obocTpsare Ha XpoHndHa 0OCTPYKTHBHA GestoapobHa Gone t ,
Tpsa0Ba na Ce H3MOJI3Ba CAMO KOTaTo C& CUMTA 33 HENOAXOAALLA MNigTpebinty




AHTHOAKTEPHAIHH CPEACTRA, KOWTO OOHYAMHO Ce MPenopbyuBarT 3a JIEUcHHE Ha TE3H
HHPEKLIHH.
- HHGpEKUHA Ha OporxuTe 1 Oenua Apob npH KHCTO3HA (PUOPO3a HITH GPOHXHEKTAZHM
- THEBMOHMUS
- XPOHHYHO CYMYPaTHBHO BB3MAICHHE HA CPEIHOTO YXO.
- Octpa ex3anepbauya Ha XPOHHYEH CHHY3HT, OCOBEHO aKO TOH & NpHYHHeH OT [ 'pam-
OTpHLATETHH DAKTEPHH
- HMupekunn Ha MUKOYHHTE MbTHINA
- OOHMKHOBEH HEYCHOXHEH OCTBD LIMCTUT
[Ipu HeycnoXHEH OCTBP LHUCTUT TPAOBA Aa Ce M3IIOM3BA CAMO KOTaTo €€ CUMTA 34 HEMOAXOAALLA
ynoTpebaTa Ha ApyrH aHTHOaKTepHAITHH CPECTBA, KOUTO OOMYaHO Ce NPEMOPBYBAT 32 ICUEHHE HA
TE3H HHPEKLIMH.
- OCTbp NUENOHePPHUT
- YCJIOKHEHHW UHPEKLIHE Ha IUKOYHUTE METULIA
- DakrepuaneH npocTaTHT
- HHadexunu Ha nomosuTe NbTHING
- FOHOKOKOB YPETPHT H LICPBHLUMT, MPHYHHEHH OT YYBCTBHTE/IHH
Neisseria gonorrhoeae
- OPXHEMHAUAWMHMT, BKIIFOYHUTEIHO CIYYaH, MPUYHHEHH OT YYBCTBUTEJIHH
Neisseria gonorrhoeae
- BBb3MAJICHHA B MAJIKUA Ta3, BKIIOYUTEHO CyYad MPHYHUHEHH OT YyBCTBHTETHH
Neisseria gonorrhoeae
- Hudekuny Ha CTOMAILHO-YPEBHUS TPAKT (Hamp. IbTHHYECKA JHAPHs)
- HHTpaadbaoMHHaNHA HHEKIMH
- HMuheKkuny Ha KokaTa M MEKHTE ThKaHH, Npu4MHeHy ot ['paM-oTpHUaTenHu akrepuu
- 3N10KAYECTRBEH BRHIICH OTHT
- Hupekiy Ha KOCTHTE H CTaBHTE
- [TpojunaxTika Ha UHBa3UBHH HH(PEKLIHH, npu4HHEeHH OT Neisseria meningitidis
- HHxanaropeH aHTpake (MpoHIaKTHKA Cie H3NaraHe 1 JeYeHue).
I{unpodnokcanun Moxke Aa ce MpHiara B JICYUEHHETO HA MALMEHTH ¢ HEYTPOIIEHHS C TPECka, 3a KOSTO
ce Npearnoara, 4€ € MpUYMHEHa OT OaKkTepHanHa HHpEKIHA.

eua u ronowu

- bpOHXO-ITy/IMOHAITHH HHEKLUH, MPUYHHEHH OT Pseudomonas aeruginosa, Py NMALHEHTH C
KHCTO3HA pubpo3a

- YCNoXHEHH YPUHAPHH MH(DEKLHK H OCThP [THETIOHEPPHUT

- Bauisane Ha anTpakc (podUIaKTHKA Clie] H31araHe | JIEYEHHe).

L{nnpodnokcaunn Moxe chINO Aa Ce U3M0/3Ra 34 JICICHHE U HA TEXKKH UHQEKIMHU NMPH JELA 1
FOHOHIN, KOTaTO C& CYMTA, Y€ TOBA € HEOOXOIUMO,

JleyenueTo TpsadBa na ce 3anmouHE caMo OT JIEKAPH, KOMTO UMAT OMUT B JICYEHHETO HA KHCTO3HA
¢udpo3za /KK TEKKHM MHPEKLMK NPH A W FOHOWHM (B3K. To4kH 4.4 1 5.1).

4.2 Jlo3HpoBK2 H HAYHH HA NIPHIOKEHHE

Jlo3aTa ce onpenens OT HHAUMKALMATA, TEXECTTAa H MACTOTO HA UH(EKUMATA, Uy BCTBUTETHOCTTA KbM
LHIEPOGIIOKCALME HA IPHYHHUTENS (HTE) H OT ChCTOAHHETO Ha 6b0peuHaTa GpyHKLUMA HA MaLHEHTA.
[lpy neua v roHouIM AO3KUPOBKATA ce ONMpeAcs Ha TEAECHO TETIO.

[IPOTHYAHE H DAKTEPUOIOTHYHOTO Pa3BUTHE.
JleueHueTo Ha HHQEKUMH, TPHUUHEHH OT ONpeacsieHn bakTepuu (Hanp. Pseud .

Acinedobacter wiu Staphylococci) Moxe 1a H3UCKBA NO-BUCOKH J03H H €IHOBPE
Ha APYTH NOAXOJALIH AHTHOAKTEPHAITHY CPE/ICTBA.




JleweHHeTo Ha HAKOM MHGDEKLUH (HAMp. BL3NANEHHE B MANKHUA Ta3, HHTPaaGIoMUHATHN HHBEKLMH,
HHOEKUHH NPH HEYTPOTIEHHYHH NIALUKMEHTH H HHOEKLHH HA KOCTH M CTaBH) MOKE Ja H3HCKBA

CAHOBPEMEHHO IIPHIIOXKCHHE H HA JAPYTH NOAXOAAIIK aHTHOAKTEPHAJIHH CPEICTBA B 3aBHCHMOCT OT
UYBCTBHTE/THOCTTA HA NIATOT€HHHTE NPHYHHUTENH.

Buvspacmnu

Ilokazanne

JAHeBHA 032 B mg

O0ma IpoabAKHTEAHOCT
HA JI€IEHHELTO
(BBE3MOXKHOCT 32
3ano4YBaHe HA

CYNypaTHBEH OTHT

OHEeBHO a0 750 mg
NBa NbTH JHECBHO

NbPBOHAYAIHO
NAPEHTEPATHO JIEUEHHE C
HHOPOGIOKCAIIHH)
Mudexnnu Ha gofHure auxarendu nxtama | S00 mg aBa meTH 7 no 14 aHu
AHEBHO 10 750 mg
ABA IBTH JIHEBHO
Hudexunu Ha ropun | Octpa exsauepbauus | 500 mg ABa ouTH 7 no 14 auu
AMXAaTeTHH TbTHILA Ha XPOHHYHH aresHO Ao 750 mg
CHHY3HUTH ABA ITETH AHEBHO
XpoHHAYEH 500 mg nea ImeTH 7 1o 14 nHu

310Ka4YecTBEH
BLHUICH OTUT

750 mg npa nbTH
JHEBHO

28 nuu no 3 Meceua

Y puHapHH nHpeKkunm
(BXK. TOouka 4.4)

HeycnoxueH ocThp
LIMCTUT

250 mg aABa mbTH
AHeBHO 00 500 mg
JIBA METH JHEBHO

3 NHH

Ilpv XKeHH B IpeMeHoIIay3a MOKe 1a ¢€ H3NOA3Ba
€AHOKpaTHa A03a o1 500 mg

YCnoxHeH LIHCTHT,
OCThp nuenonedpur

300 mg nea mbTH
JHEBHO

7 oHuU

Ycaoxuenu
MHENOHEPPHTH

500 mg nBa mbTH
JHEBHO A0 750 mg
IBa ITbTH JHEBHO

[Tore 10 nuu, Moxe Ia
OPOIBIIAKHE H MO-BJATO0 OT 21
OHH OPH HAKOH CIELHHUHIHH
obcToarencTea (KaTo Harp.
abuecu)

baxrepuaneun
[POCTATHT

500 mg nBa NbTH
AHEBHO 10 750 mg
[1Ba ITbTHU JHEBHO

2 0o 4 ceamuum (ocTvp) U 4
40 6 ceaMHUH (XPOHHYEH)

Hudexuun Ha
YPOT€HHTATHUS
TPakT

| '0OHOKOKOB ypeTpuT
M LEPBHLMT,
MPHUYUHEHH OT
YYBCTBHTE/HA
Neisseria

 gonorrhoeae

500 mg karo
eJHOKpaTHa a03a

| neH (eagHOKpaTHa Jo3a)

OpxvenuaeMuT u
TA30Ba
BBH3NATUTENHA
bonect,
BKJAIOUUTETHO
Cly4aH, IpHYHHEHH

500 mg aga mbTH
AHEBHO A0 750 mg
ABa NBbTH JHEBHO

noHe 14 qun

OT YYBCTBHTENHA




Neisseria

gonorrhoeae
["acTpo- Huapus npuurdena | 500 mg apa meTH | neH
WHTECTHHAHM M oT DaKTepHaHA IHEBHO
MHTPAa0IOMHHAIIHK | areHTH BKJ. Shigella
HHpeKUUH SppP. paz/IM4yHHU OT
Shigella dysenteriae

THN | ¥ eMOMpUYHO
JICYEHHE HA TECHKKA

ITbTHUYECKA JHAPHS
JHapua npuunnena | 500 mg apa nbTH 5 AHM
ot Shigella dysteriae | nHeBHO
THII |
HMuapus npuumdeda | 500 mg gea nbTH 3 AHH
ot Vibrio cholerae JHERHO
Tugounna rpecka 500 mg gra rbTH 7 nHu
AHEBHO
Mutpaabnomunanun | 500 mg nea metH > 1o 14 quu
HHpEKLUH AHeBHO 10 750 mg
NpHYHHEenH oT ['pam- | ABa MbTH AHEBHO
OTPULATE/THH
OaxrepuH
Mudekuun Ha KoxkaTa H MEKHTE TBKaHHU, 300 mg apa MbTH 7 no 14 guun

APUYHHEHH OT I'pamM-oTpHLaTenHu OakTepun | aueBHo a0 750 mg
ABa MTbTH JHERHO

HMudexuun Ha KOCTHTE ¥ CTaBHATE 500 mg nBa nMbTH Maxkcumanno 1o 3 Mecena
aHeBHO a0 750 mg
84 MbTH AHEBHO

[lanmeHTH ¢ HEYTPONEHHUA C Tpecka, 3a koaro | 500 mg ABa mbTH JleyenueTo TpaOBa na
C€ NpeanoJara, Ye € IpUuYMMHEHa OT AHEeBHO A0 750 mg NpOABJDKH Npe3 LICTTHA
OakTepuanya uapeknus LHunpodnokcamun JABA IMbTH JHEBHO MEPHUO Ha HCYTPONICHHATA

TpabBa aa ce npuiara eAHOBPEMEHHO C
MOAXOMALI(H) AHTHOAKTEPHAIIHM CPECTRA
CBIJIACHO ODHUHATTHUATE [PENOPHKH.

IlpoginakTHka Ha HHBAa3HBHY HH(EKLUH, 500 mg kato | neH (enHOKpaTHA f03a)
NMPUYHHEHH OT Neisseria meningitidis €HOKpATHA /1033

BauwBaHe Ha anTpakc, npodunakraka cnes | S00 mg apa mpTH 60 181 OT NOTBBLPKACHHETO
EKCNO3HLMA M MOCJICABALIO JICHEHHE 3a XO0Pa, | HEBHO 3a ekcno3uuua ¢ Bacillus
KOHTO MOrat ga 0saaT Ha MeEpPOpaHoO anthracis

JIeUEeHHE, KOraTo € ymectHo. IlpuemaneTo Ha
JIEKapCTBOTO TpsAOBa Aa 3anoyHe KOJKOTO
MO3K€ ITO-CKOPO C/lel MOTBbPKIaBaHE Ha
CKCNO3HLIMATA.

Heduampuuna nonyaayus

Hoxazanan JAneBHA 10332 B Mg O0mAa OpoIbIKHTEIHOCT HA
JIeYeHHEeTo {Bb3MOKHOCT 32
3aN04YBaHe BHA MHPBOHAYAIHO
NAPEeHTEPATHO JICYECHHE C

HNPOPIOKCIHAR )

Kucroszna gubposa 20 mg/kg nBa NbTH ZHEBHO
KaTO MaKCUMAaJIHATA
eIHoKpaTHa n03a € 750 mg




YcaokHeHH ypuHapHy uHdekuuu | 10 mg/kg nea neti aHesHo | 10 g0 21 aHu
H OCTBP NHENCOHEPPHT no 20 mg/kg npa nbLTH
AHEBHO KaTo MAKCHMAaJiHaTa
eaHokpaTHa go3a € 750 mg

BauiuBaHe Ha aHTpakc, 10 mg/kg nBa msTH AHeBHO | 60 AHH OT MOTBBLPIXKAABAHE Ha
npogunakryuka cien ekcnosuuna | 1o 15 mg/kg nsa nbTH excnozuuuara ¢ Bacillus

M MOCJICABALLO JICYEHHE 3a XOpa, | AHEBHO KATO MaKCHMAIIHaTa | anfhracis.

KOHMTO Morar Aa OsaaT Ha eAHOKpaTHa ao3a € 500 mg

NepopaHO fIEYEHHE, KOraTo €
KJIMHHYHO YMeCTHO. llpuemanero
Ha JiekapcTBOTO TPAOBa na
3aMOYHE KOJIKOTO MOXE MO-CKOPO
cjeJ NOTBbLPAKIAABAHE Ha
€KCTIO3ULIUSITA.

Jlpyr# Texkn nHdekunu 20 mg/kg nBa nbTH AHeBHO | Criopen BHAa Ha UH(pEeKLIMATA
KATO MaKCHUMalHaTa
€AHOKpaTHa f1o3a € 750 mg

Cmapuecka ev3pacm
I launeHTHnTe B cCTapyecKa BBh3pacT TpaOBa A3 NoayyvaBaT 4034, Cho0pa3eHa ¢ TeKeCTTa HA HH(PEKIUATA
H KPEaTUHHHOBHMA KJIHPBHC HA NALHEHTA.

Hauuenmu c 6vOpeyno u yepHodposHo yepexcoane
IIpenopbYHTENHH HAYATTHH B NOAABPKALLK A03M 33 MAHEHTH ¢ yBpeaeHa ou0pevHa QyHKLHS:

KpeaTHHHHORBR KIHPLHC Cepymen Ilepopoana go3a
[ml/min/1,73m?] KpeaTHHHE [mg]

[pmol/1]
> 60 <124 Bux oOMuaifHaTa 1O3UPOBKA.
30 - 60 124 — 168 250-500 mg Ha 12 yaca
<30 >169 250-500 mg na 24 yaca
[laupenTH Ha xemMogHanK3a >169 250-500 mg Ha 24 yaca (cnen

OHAJTH3ATA)

[launeHTH Ha NepHTOHEATHA >169 250-500 mg Ha 24 yaca
AHasu3a

[Ipu naupeHTH ¢ HapyuIeHa YepHOApoOHa QYHKLIHA HE ce Halara KOpurupaHe Ha J03aTa.

JlozupaHero npu Aena ¢ HapyieHa OBOpeyHa Wy yepHoapobHa GyHKLUA He € OMIIo NPOy4BaHo.

Havun na npunosicenue

Tabnerkure TpabBa Aa ce mornuuaT 6€3 1a ce ABBYAT, C TEYHOCT. Te MOTAT /1a ¢ce pUeMar
HE3aBHCHMO OT XPaHEHETO. AKO ce MpHEMAT Ha Mpa3eH CTOMaX, aKTHBHOTO BEIIECTBO ce abcopbupa
no-06p30. TabneTkure LUNPodAOKCAUMH MOXKE Ja € MPHEMAT N0 BPEME HA XpaHEHHA, ChAbpIKallH
MJIEYHH NIPOAYKTH UK 00OraTeHH Ha MuHepaln HanuTKH. O0aue TabneTKUTES UUNpOQIOKCaLHH HE
TpsOBa 1a ce MpHIaraT ¢AHOBPEMEHHO ¢ MJICYHH NPOIYKTH (Hanp. MpsACHO MJIAKO, KHCEJIO MIAKO) WU
oboraTeHH Ha MHHEPANH HANMTKH (Hanp. o6oraTeH Ha KallHii MOPTOKAIOB COK), KOraTo Te3H
POAYKTH WIN HAMHTKH CE MIPUEMAT CAMOCTOATESTHO OTACIIHO OT XpaHeHnudara. CnegoBaTenHo
TabaeTKUTe nMInpogonkcauu Tpadea fa ce npiarar wid 1-2 vaca npeaw, HAv Hal-manko 4 yacs

CJICJ MJIEYHH MPOIYKTH WU 000raTeHy Ha MUHEPAIH HAMKHTKHA, KOFATO Te3H NMPOIYKTH /;- AT
CH MPHEMAT CAMOCTOATEIHO OTAEIHO OT XPAHEHUATA, KAKTO C€ MPENopbYBa 3a JIEKapey \b Yo
CBABPIKALLN KaILUi (BXK. Touka 4.5, maparpad XpaHa 4 MIIC€4HH NPOAYKTH).

[IpH TeXKKH CliydyaH Wi MPH NALHEHTH, KOUTO HE MOTaT Ja npuemar tabnerku (Hampy.
MapeHTEpaTHO XPAHEHE), C& NPENOPHUBA JIEUSHHETO Ja 3aM0YHE C HHTPABEHO3EH
Ja ce NMpeMHHe Ha NEePOoPaIHO ICUYCHHE NPH NLPBA BE3MOXKHOCT.



Axo Oblle mponycHaTa /103a, T TpAGEa 1a 6b/e MpHeTa o BCAKO BpeMe, HO He NMO-KBCHO OT 6 yaca
Npeay cneaBalaTa IJiaHHpaHa 403a.

AKO OCTaBar Mo-Maiko oT 6 Yaca A0 CleJBallaTa 1034, IPOMYCHATaTa 1033 He TpAOBA J1a ce MpHeMa H
Ne4eHUeTo TPAOBa J1a NPOXBIKH, KAKTO € NPEeAnMcaHo, ChC ClIeABallaTa nianupaHa 1o3a. He Tpabsa
1a ce nNpuemMa NBOHHA 1034, 3a Ja ce KOMIICHCHpa NponycHaTaTa 103a.

4.3 IIpornBonmokazaHus

- CBpPbXYYBCTBHTENHOCT KBM aKTHBHOTO BELIECTRO, KbM APYTH XHHOJIOHH WIH KbM HAKOE OT
NOMOIIHHUTE BEUIECTBA, U30POEHH B TOUKa 6.].

- EnHOBpeMeHHO MpHnoskeHue Ha LMNPOQIOKCALMH M TH3AHHAKH (BXK. Touka 4.5).
4.4 Coenuaann npeaynpexieHHs B npeAna3HA MEPKH NpH ynorpeda

Ynorpebata Ha upnpodiokcauyH TpA6Ba Aa ce H30ArBa NPH NALMEHTH, KOMTO Ca HMAJIH CEPHO3HH
HEXKETAHHW pCaKUMK B MMHAJTIOTO [IpH YyHoTpeda Ha MpoAYKTH, ChABPXKALIH XHHONOHH WK
ryopoxuHOIOHH (BXK. To4kKa 4.8). JIeueHHETO HA T€3H MALMEHTH ¢ LUNpoduoKcalH TpaGea aa ce
3aot4Ba caMo MpH JTUICa HA AITCPHATHBHH Bb3MOKHOCTH 3a JICYEHHUE H CJ1E/] BHUMATENHA OLICHKA Ha
CHOTHOLIEHHETO NMOJI3a/PUCK (BXK. CHLIO TOYKA 4.3).

Teorcku ungpexyuu u cmecenu unghexyuu ¢ Ipam-noroxcumennu u anaepobuy namozenu
LlunpognokcaumH MOHOTEpanuA He € MOAXOAAL 3a JJeYSHHE HA TeXKH HHMEKLMH U HHPEKLIHH, KOUTO
ca NPHYMHEHH OT [ paM-noiokuTeHH UM aHaepoGHH natorenn. Ipu Takuea MHpEKIHN
LMIIPOMNOKCaLMH Tps6Ba fa ce npuiara B KOMOHHANMS ¢ APYTH NOAXOMALIH AHTHOAKTEPHAIHH
areHTu.

Cmpenmokokosu unpexyuu (exuouumenno Streptococcus pneumoniae)
LnpodiokcanuH He ce Ipenophypa 3a IEYeHHE Ha CTPENTOKOKOBH HHGEKITMH TIOpajiy JUIICA HA
eHKACHOCT.

Hupexyuu na norosume nvmuya

[ OHOKOKOB YPETPHT, LIEPBHIIUT, OPXHETIHAEMHT M TA30Ba BL3MaauTenHa Gonect, Morar aa 6baar
PUYHHEHH OT (IIyOpXHHONOH-pe3UcTeHTHU Neisseria gonorrhoeae. ITopanu ToBa NANPoQROKCALUH
TpsOBa 1a C¢ MpUIara 3a JICYCHHE Ha FOHOKOKOB YPETPHT HIIH LIEPBHLMT CAMO aKO LIMIPO(IOKCALMH-
ycrounBarta Neisseria gonorrhoeae Moxe na Obae U3KITIOYEHA.

3a OpXHENHAEMHT H Ta30Ba Bh3NANMTENHA GONECT, EMIIMPUYHO BKIIOYBAHE HAa LMIPO(IOKCALHH,
TpsAbBa na ce OOMKCA caMO B KOMOHHALMA ¢ IPYT aHTHOaKTepHaneH areHT (Hamp. uedarocnopHH),
OCBCH aKO nMnpogdrokcanus-ycroiiuusata Neisseria gonorrhoeae moxe na 6nae m3koueHa. AKO

KIIHHUYHOTO NOJ00PEHHE He € MOCTUMHATO CIIER 3 AHM OT JICUEHHETO, TepanyaATa Tpsa6Ba 1a ce
npepasriena.

Hudbexyuu na nuxounume nemuya

PesucteHTHOCTTA KbM rTyopoxunononn Ha Escherichia coli - Hali-4ecTMST NaToreH, NpeaU3BAKBALI
HH(EKLNH Ha THKOYHWTE MbTHILA, Bapupa B Lienua Esponeiicky cpios. [Ipenopbysa ce, ekapure,
NPEAITHCBALUH JIEKAPCTBOTO, Aa B3EMAT NOJ BHUMAHHE YCTAHOBEHHTE JIOKATHH JaHHH 34
PE3HCTEHTHOCT Ha Escherichia coli kbM (PIOpOXHHONOHA.

Enuandba qo3a uMnpognokcanit, KOSTO MOXE Aa C& H3MOM3BA NPH Heycnmcﬂe ; /-\ 211~
MCHOIIay3aJTHH XKCHH, Ce OYaKBa fa Oblie CBbp3aHa ¢ No-HUCKA e(PHKACHOCT B ot #ﬂ

NpOOBMKATENHO AeueHHeTo. Topa TpadBa aa Obae B3eTo noa BHHMaHHE No of |
MOBHILABAHE HA HUBOTO HA PE3UCTEHTHOCT Ha Escherichia coli kbM XHHONO

Humpaabdoomunannu undheryuu




ChblUeCTBYBAT OrpaHHYEHH JaHHH 3a edHKaCHOCTTA Ha UNPOQIIOKCALIMH IIPH JIEYSHHE Ha NOCT-
XHPYPrUiHH HHTPaabaOMHHATHH HH(PEKITHH,

Homuuuecka ouapus
[1pH H300pET Ha UMTIPO(AOKCALMH CTeABA Aa Ce B3eMe NOJ BHUMaHHe HHPOpMaLHATa 32
PE3MCTEHTHOCT KbM LIMNPO(IIOKCALIMH HA NNATOTEHHTE B CTPAHUTE, KOHTO CE MOCEIIABAT.

Hugpexyuu na xocmume u cmasume
[unpodaokcauuH Tpabra Aa ce u3non3sa B KOMOHHALMSA ¢ PYTH aHTHMHKPOOHH areHTH, B
32BHCHMOCT OT PE3YNTATHTE OT MHKPOOHOTOrHYHUTE TECTOBE.

Huxanupane na anmpaxc

Ynotpebata npu Xopa, ce OCHOBABA Ha in-Vifro JaHHWUTE 3a YyBCTBUTEIHOCT H HAa €KCTIEPUMEHTAIHHTE
JaHHH TIPH >KMBOTHH, a CbLIO TAKa H Ha OrPaHHYEHH JaHHH, IOTYYEeHH OpH Xopara. JIekysalumre
NIEKapH TpADBA 1a & OTHACAT A0 HALMOHATHHSA H/HIH MEXKAYHAPO,IeH KOHCEHCYC 34 JIEYEHHETO Ha
aHTpaKkca.

lleouampuuna nonynayus

H3nonssanero Ha UMIIPOGIOKCALMH NPH JIEUA H IOHOLIM, TPaOBa Aa ClieiBa HATMYHUTE OQULMATHH
MpenopbKH. JleueHneTo ¢ uunpoduokcauH TpsAdBa Aa ¢ 3aN0YHe CaMo OT JICKAPH, KOUTO UMAT OIIUT
B JIEUEHHETO HA KHCTO3HaTa (pubpo3a H/WIH TEXKH HH(PEKIHH NPH JIela H FOHOLIH.

LurpodiokcauuH e mokasan, Ye NpUYHHABE apTPOINaTHA HA HOCEILHTE CTARH ITPH HEOHOCEHH
KHBOTHH. JlaHHHTE 3a O€30MACHOCT OT PaHIOMH3UPAHO ABOHHO-C/IAIIO MPOYYBAHE 33 MPHIOKEHHETO
Ha LHnpoduokcauyd npy aeua (uunpodokcalMH: =335, cpeaHa Bu3pacT = 6,3 rouHy; 3a
cpaBHeHHe: n=349, cpeaHa Bb3pacT = 6,2 roAMHH; BE3pacToBa rpasuna = 1 1o 17 roguuu) mokaspat
YECTOTA HA BEPOSITHO CBBP3aHa ¢ JIEKApCTBOTO apTponaTus (3adeeskuMU KIIMHMYHM MPHU3HALHK H
CHMITOMH OT CTpaHa Ha crasure) A0 en +42 ot 7,2% u 4,6%. PecniekTHBHO, CITy4aHTe Ha
apTponaTH:A, CBbp3aHa ¢ nekapcTsoro | roauHa cnen npueMa my ca 9,0% u 5,7%. TloeuiuaBaHeTo Ha
NOAOZHPAHHTE CITYYaH Ha apTPONaTHs CEA ONPEACISHO BPEME OT MPHEMA HA JIEKAPCTBOTO HE €
CTATUCTHYECKH 3HAYHMO MEXAY ABeTe rpynu. JleuenuneTo TpAOEa Aa 3anoyHe CJiel BHHMATEIHA
NPEeLCHKA HA ChOTHOIIECHHETO NTOA3a/PHCK MOPaH BE3MOXHH HEXKEJTaHH PeaKiHH OT CTPaHa Ha
CTABHTE W/HUIH NPWIEKAIUTE THKAHH (BXK TOUKa 4.8).

bpouxo-b6enodpobnu ungexyuu npu xucmosna gubposa
B KMHHHYHHTE H3NUTBAHUSA Ca BKIIOYEHH JCLIA H FOHOLIH HA BB3pacT oT 5-17 roauHu. Io-
OrpaHUYCHH JaHHW HMA MPH JICYEHHETO Ha Jela Ha Bb3pacT MeKAY | U 5 roamiliHa BB3pacT.

Yenooienenu unpexyuu na nukounume nomuiya U nueronedpum

JleueHHe Ha HHEKLUMK HAa MHKOYHUTE MTBTHLLA ¢ BUNPOGIOKCalMH TpAOBA J1a ce npuilara, Koraro
APYTO JICHEHUE HE MOXKE JIa C€ M3MOA3BA H CIeA KaTo TO € 0OOCHOBAHO OT Pe3yJITATHTE OT
MUKPOOHONOTHYHHUTE TECTOBE.

B KIMHHYHUATE W3MHTBAHKA €2 BKIIOYEHH JENa H IOHOWIH Ha BB3pacT oT 1-17 roamuy.

Hpyeu cneyuguunu mescxu unbexyuu
[Ipu neuenvie Ha Ipyru Tk UHPEKLIMHY, B CLOTBETCTBUE ¢ ODHIHATHUTE NPENOPHKH WK ClIel
BHUMATECITHA OLCHKA MOJI38/PUCK, KOTaTO APYro JISUSHHE HEe MOKE Ad ¢ MPHIIOKH KITH Cllef] HeycneX
Ha KOHBCHUWOHAJIHATA TEPAIHS U KOraTo MHKpOOHOJIOrHYHATE TECTOBE ONPaBAaBar ynorpedara Ha
UMITPOGIOKCALIUH.

H3non3eanero Ha uMIpodaoKcaUMH NpH cnelU@HIHN TEKKH HHEKITHH, pa:mmH
CIIOMEHATH [I0-TOpe, He € DHII0 OLEHABAHO M0 BPEME HA KIIMHHYHH H3IHTBAHKAS JKTHE m&m@
orpaHiyeH. CHeoBaTe/IHO ce NPEMoPbYBA NPEANA3IMBOCT MPH JICUEHHE Ha M3 fed

HHPEKIHH.

C8poXuyscmeumenriocm




CBpPBLXYYBCTBHTENHOCT H AJIEPruiHHA PEAKLHH, BKIIOUMTESIHO aHaPHNAKCHA H AaHADHUIAKTOMIHH
peaKkLM{, MOraT J1a HaCThIIAT BCJEACTBUE Ha AHHHYHA 1033 (BK. Touka 4.8) u morar aa Obaar
KHMBOTO-3acTpalaBailH. AKO TaKkaBa peakUuMs CE MOABH, MPHEMAHETO Ha LUNPOQIOKCaLMH CJIe/IBa A4
CC Cripe H € 3aJB/DKHTEHO Ja Ce NPOBEAES aeKBATHO JICUeHHE.

LIpoowaxcumenny, uHGQRUOUUPAIYY B ROMEHYUATHO HEODDAMUMY CEPUOIHU HEHCEAAHU TeKAPCMBEHU
pearyuu

Cvo0LiaBa ce 3a MHOrO pelKy cliy4aH Ha MPOAL/LKHTENHH (IPOABKABALIH MECELUH HIH FOIHHH),
MHBATHAW3HPALIH H NOTEHUHUANHO HeOOpaTHMH CEpPHO3HH HEKENaHH JIEKAPCTBECHU PeaKLIMM,
3acAratili pasjidiHH, NOHIKOra MHOTO CUCTEMH B OpraHu3Ma (MyCKYJIHO-CKE/IEeTHA, HEpPBHA CUCTEMA,
MCHXHKA H CETHBHH OPraHHd) NpH MaUHEHTH, [IOTyYaBallA XHHONOHK H (DJTYOPOXHHOJIOHH,
HE3aBHCHUMO OT TAXHATA Bh3PacCT H BEUYES ChLIECTBYBALMTE PUCKOBH (akTtopH. Llunpodnokcaunn
TPAOBA /1a ce cnipe He3abaBHO NPH ITBPBHTE [IPH3HALM WIH CHMITTOMH HA BCSKA CEPHO3HA HEXKE/1aHa
peakuMa KaTo NauMeHTHTe TpAOBa Ja e MOCHBETBAT Aa CE€ CBBPXKAT C TEXHHS JIeKap, Mpealucall
AEKAPCTBOTO, 34 ChBET.

Myckyano-cxeremuna cucmema

[lo mpuHIKN uHnpohaoKcalH He TpAOBa fa ce W3MON3Ba NPH NAlMEHTH ¢ aHAMHE3A 3a 3a00IABaHE
Ha CYXOXHIMETO/HAPYLICHHA, CBBP3aHH C JISYEHHE ¢ XUHOJIOHU. BBIpekH ToBa, B MHOTO PeIKH
CJTy4daH, C/ICA MMKpPOOHOIOrHYHO JOKAa3BaHE HA MPHYHHHTEIA M OLIEHKA HA ChbOTHOLIEHHETO
PUCK/TION3a, UMITPOQIIOKCALHH MOXKE Aa CE MPEANHCBA HA TE3H MALMEHTH 33 JICUCHME HA HAKOH TEXKKH
nHdeKxHrH, 0COBEHO B cyyaii Ha HeyCnex Ha CTaHAApTHATa Tepanua WiH fakTepHaiHa
PE3UCTEHTHOCT H KOTaTO MHKPOOHONOTHYHHUTE JAHHH MOTAT J1a ONPaBAadsT H3MOA3BAHETO HA
HHOpPOdIOKCALHH.

Tenounwum u pazxvceane Ha CyXONCURUE

TenanuuT 1 paskbcBaHe Ha CyXOKHNKE (NO-CNIELIHAIHO aXHIIECOBO CYXOXKUITHe, HO Oe3 n1a ce
OrpaHd4aBa caMo AQ HETo), NOHAKOra ABYCTPAHHO, MOJKE /1A C€ M0JY4YH Olle B paMKHTe Ha 48 yaca ot
3aN04BAHE HA JICHCHHETO ¢ XMHOJIOHH # QUTYOPOXHHOJIOHH KATO HMA CHOOHICHHA 3a TAKHBA, Pa3BUIIH
CE IOPH A0 HAKOJIKO MECeLla C/ic] MPeKPaTABAHE Ha NeveHHeTo. PUCKBLT OT TEHAWHHUT H pa3KbCBAaHE Ha
CYXO0XXHWIHE C€ MOBHULIABA NPH [10-Bh3PACTHH NMALAECHTH, NMAlIHEHTH ¢ OBOPEeUHO YBpEKAaHe, NaLUHEHTH
C TPAHCILNAHTHPAH COJIK/EH OPraH Y TAKHBA, JIEKYBAaHH CBHITHTCTRALO ¢ KOpTukocTepouau. I1o Ta3un
NpAYHMHA CBTBTCTBAIATA YNOTPEDA HA KOPTHKOCTEpOUaH TPsOBa Na ce H3bATBa.

IlpH nbpBHs MpH3HAK HA TEHAWHHT (HANp. OONE3HEHO MOYBAHE, Bh3NATEHUE ) JIEYEHHETO C
LUNPOMIOKCAHH TPAGBA 4 ce NpeKpaTH U Ja ce OOMHCIIH ATEPHATHBHO JICYEHHE. 3aCErHATHAT(TE)
KpaHHHK(LH) TpaOBa 1a 6pae(ar) nekyBaH(k) o MOAX0AsA1, HaUMH (Hanp. obe3asmxeane). He TpsaGea
Aa C€ M3MO0JI3BAT KOPTHKOCTEPOHIHU, aKO CE MOABAT MPHU3HAILH HA TCHAHHOMATHS,

Hayuenmu ¢ muacmenus 2pasuc
[{unpodnokcauns Tpabaa aa ce u3no3Ba NPeANA3IMBO NMPH NALMEHTH ¢ MUACTEHHS IPABUC, 3aL10TO
CHMIITOMHWTE MOXKe 1a ce 0bocTpaT (BXK. Touka 4.8).

Anespuzma u Oucexkayun HQ aOpMama U PezypPeumanus/HedocmamvyHOC KA CoPOCYRUME KIany
EnuaeMHOTOrHYHUTE MPOYYBaHHA MOKA3BAT MOBHILEH PHCK OT AHEBPH3MA H JHCEKALMA HA aopTaTa
OCODEHO MPH NAUMEHTH B CTAPYECKA BE3PAcT, KAKTO M OT PETYPruTalis Ha A0PTHATA H MHTPAIHATA
KJ1ana ciel npHeMm Ha pnyopoxuHononu. ChoOIEHH ¢a CTyYaH Ha aHEBPU3MA W IUCEKALHS Ha
aopTaTa, NOHAKOra YCIOKHEHH NOPadK Pa3KbCBAHE (BKIIOYHMTENHO € JICTAJIeH M3X04)
perypruTailus/HeA0CTaTbYHOCT HAa HAKOH OT ChPICYHHTE KIIANK MpPH NaLMeHTH, NpHEMallH
(PTYOPOXHHONIOHH (BK. TOuKa 4.8).

3arosa QuryopoxHHonoHuTe TpAORA 13 Ce H3MOM3BAT CAMO CJIE/], BHUMATEHA OLCHKZFE
CHOTHOLLIEHHETO M0/3a/PHUCK W CNIe/ pa3riexaaHe Ha APYTH TEPANCETUHHH Bb3) MRS Seiht m
NALMCHTH ¢ MOJMOXKHTEIHA (PaMHIIHA aHAMHE3A 33 aHEBPH3MA, WJIH EpO,.ElBHO 3B AR

AUceKalMs Ha aopTaTa WITH 3360.115133}1& HA CHPSYHHTE KJIAllH, WIH [OPH He @
(pakTOpH WM 3abonABaHUS, PEIPAZNONAraLLH E



- KAaKTO 33 aHEBPH3Ma TaKa H 33 M IUCEKALMA HA A0PTaTa M 3a PEryprurauua/HeA0CTaTBYHOCT
Ha CbPAEYHHTE KJ1AmNH (HaIp. HapyLIEHHUA Ha Chb¢IMHUTEIIHATA ThKAaH, HANP. CHHAPOM Ha
Marfan i cunapom Ha Ehlers-Danlos, cuiapom Ha Turner, Goaect Ha Behcet,
XHUNEPTOHHA, PEBMATOUAECH APTPHUT) WU JONBIHHTEAHO
- TIpH @HEBPH3MAa W AUCeKald Ha aopTara (Hamp. CbAOBH HaApPYLWICHHA, HANp. apTEPUHT Ha
Takayasu, ruraHToKIETbYEH aAPTEPUNUT, WIH H3BECTHA ATEPOCKIEPO3a WM CHHAPOM Ha
Sj0gren), Wi JOILAHUTEHO
- TIPH PErypruTaldsa/HEA0CTATBHHOCT Ha CHPJICYHHATE KJIAMH (Hanp, HH(PeKUHO3eH
EHAOKApAHUT).
PHCKBT OT aHEeBpPH3Ma H JUCEKAllMA HA A0PTATA H TAXHOTO Pa3KbCBAHE MOXKE CHILO Aa C¢ MOBULIH NMPH
MaUKEHTH, TICKYBaHH €JHOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOH/IH.
B cayuaii Ha BHe3anHa 6onka B kopema, rpeAHHA Kolll Wi rbpba naliMeHTHTe TpAORa 1a Obaat
MOCHBETBAHM /1a C€ KOHCYJITHPAT He3a0aBHO C NiIeKap B CIIELIHO OTACIICHHE.

[launenture TpabBa na 6LAaT MOCHBETBAHM A4 NOTHPCAT HE3a0aBHO MEAULIHHCKA NOMOLL B CAy4ait Ha
OCTpa JUCHHEes, TIOABA Ha chbpllcOHeHe (MANNMUTALIMK) WIH PAa3BUTHE HA OTOK HA KOpeMa UJIH JAOJTHUTE
KpaHHHLH.

Domouyscmeumennocm

Llunpodiiokcanuy npyuuuHABa peakuyi Ha POTOUYBCTBUTENHOCT, [lauMeHTUTE, NpHEMalH
LHHNpodaoKcaurH TpAOBa 1a 6bAAT CHBETBAHH Aa U3OArBAT MPAKOTO H3/1araHe Ha CHITHO CIThHIIE HITH
UV obGibuBaHe no ppemMe Ha JieueHHETO (BK. TOUKa 4.8).

IpumenHy Hapyuienus
AKO 3PEHHETO Ce YBpear WH HACTBIAT KAKBHTO M /1a € e(DEeKTH BLPXY OuuTe, TpAOBA Be/HATA /1A Ce
NMPOBEIE KOHCYITAUMA € 0PTAIMOJIOT.

Lenmpanna nepena cucmema

HM3BecTHO €, Ye XMHONOHKTE MOTAT 1A NPEAU3BHKAT MBPYOBE HIIH Ja MOHMKAT MEPUOBHSA (par.
Joknaneanu ca O M cayyau Ha enuienTydeH craryc. Llunpodnokcauun Tpabea j1a ce M3No3Ba
npeanasnmeO NMpH NanHeHTH ¢ HapyLueHus Ha LITHC, kouTo morar aa 6baar npepasnookeHd KbM
rbp4oBe. AKO C€ MOSABAT I'bPUOBE, NPHEMAHETO Ha LUNPOGdIOKCALMH ClleaBa 1a Obae MPeyCTaHOBEHO
(BK. TOuKa 4.8).

Hepugpepna nesponamus

Cro0luaBa ce 3a cilydyau Ha CEH30pHA WIK CEH30MOTOPHA MOJIMHEBPONATHA, BOAELIHM 0 NapeCcTe3nu,
XHIIOECTE3HA, H3ECTE3UA WIH CJ1abOCT NPH MAUMEHTH, MPHEMALIH XHHOTOHH W (GITyOPOXHHOIOHH.
[lanmenTrTe, KOHTO NpHeMaT nunpodokcayH, Tpabea Aa 6bAAT NOCHEBETBAHW A3 HHGOPMHUPAT CBOS
neKap, fIpeau Aa MPOoabMKAT JICYEHHUETO, aKO CE NMOABST CHMITTOMH Ha HeBponaTusi, Karto OoJika,
yCelaHe 3a mapeHe, MpaByuKaHe, H3TpbhBaHe WIH ¢1adoCT, 3a Na ¢ MPeAOTBPATH Pa3BUTHETO Ha
MOTEHLHATHO HeoOpaTUMO 3adbonsraHe. (BxK. Touka 4.8).

Hcuxuunu peaxyuu

B13MoxHa € 1oaBaTa Ha ICHXHYHK PeakuUMH JOPH CIIEA IbPBOTO [IPHIOKEHHE HAa IUNPO(IOKCaLMH.
B peaky ciyyau € BE3MOXKHO AenpecHaTa HiIH NICHX034Ta [1a IPOrpecHpar a0 CYHUMAHH
HaMEepPEHHA/MHCITH, NPEPacTBaliH B OMHT 34 CaMOYOHICTBO WM H3BLPIIBAHE HA CaMOYOHHCTBO. AKO
CE MOABAT ASTIPECHA, NCUXOTHYHH PEAKLIMH, MUCIIH HWIH MOBEIEHHE, CBRBP3aHH ChC CAMOYOHICTRO,
nunpodIoKkcaumH TpabBa Aa e NPeyCTAHOBH.

Cwpoeunu napyuenis

T'pabea na ce BHHMaBa npH U3NOI3BaHE HA (JTyOPOXHHOIOHH, BKTIOMHTEIHO LIMII

MaUKWCHTH ¢ H3BECTHH PHCKOBH (akTopH 3a yabipkapaHe Ha QT uHTEpRana, Ka

- BpoaeH yabpker QT cungpom

- ¢AHOBPEMEHHA ynoTpeda Ha JIeKapCTRa, 32 KOMTO Ce 3Hae, Ye YIb TR
knac IA u [l anTnapuTMuuHK cpeacTBa, TPHLUMKIMYMHY AHTHASPeCa @
MaKPOJHAH,AHTHIICUXOTHLH )

- HEKOPHTHPAH €IEKTPOJIUTEH AucOataHc (Hanp. XHIMOKAJIHEMMS, XHIOM




- CbpAeYHO 3ad0NABaHe (HATIp. CEPACYHA HEAOCTAThYHOCT, HHGAPKT HA MHOKapa,
Opannkapaus)

IlaumMenTH B CTapyecka BB3pacT ¥ XeHH MOraT Ja ObJaT Nno-4yyBCTBHTEITHH KbM JICKApCTBRa

yabkmkasau QT unrepsana. Tosa tpaGea aa Obae B3eTO o1 BHHMaHHWE NMPU M3N0JI3BAHETO HA

(/TyOPXHUHOJIOHH, BKIHOYHTENHO TIHMPOMNOKCALHH, NP Te€3H nonynauud. (Bx. Touka 4.2 nauHMeHTH B

CTap4yecKa Bb3pacT, Touka 4.5, Touka 4.8, Touka 4.9),

Hucaruxemusn

KakTo npy BCHYKH XHHOJIOHK, HMA ChOOILIEHH 32 HApYIIIEHUS B HUBATa HA KPBBHATA 3axap,
BKJIIOYBALLH, KAKTO XHIIOTIIHKEMHA, TAKA U XUNCPriAukeMus (Bxk. Touka 4.8), OOUKHOBEHO IPH
AHaOETHLH B CTAPYECKA BB3PACT, Ha KOUTO C€ NPWIara ChIIETCTBAILA Tepanus ¢ IMepopaHU
XHIIOrTUKEMU4YHY CpeACTRa (Hanp. rAHdeHKNaMHa) HiH ¢ HHCYJIMH. ChoOIaRaHM ca c/iyyau Ha
XMMOrIHKEMHYHA koma. [IpenopsuBa ce BHUMATEIHO MPOCACAIBAHE HA IJIH0K03aTa B KPBBTA IIPH
NalHEHTH ¢ AuaderT.

CmoMauiHo-4pesHu RapyueHus

[lospaTa Ha TeKKa ¥ NIepCUCTHPALIA JHAPUSA IO BPEME HITH ClIEA AeveHHe (BKITIOMHTETHO HAKOJIKO
CeIMMLIHM CIIE]T ICYEHHETO) MOXKE [a O3HAYaBa KOJHT, CBBP3aH ¢ MPHEMAa Ha AaHTHOUMOTHK (3KMBOTO-
3acTpalllaBallo ChCTOAHHE C Bb3MOXKEH (aTajicH U3X0A) H H3MCKBA HE3a0aBHO JieUueHHE (BXK. TOUKA
4.8). B TakMBa ciy4yau, npuema Ha LMnpodIIoKcaLyH clieBa He3a0aBHO J1a Ce MPEKPaTH | Aa 3ar10vHe
NOAXOAMALA TepanHA. JIeKapcTBa, HaMATSABAIIM NNEPUCTAITHKATA €4 NPOTUBONOKA3aHU B Ta3H
CUTYalH4.

Hapyuenus na 6vbpeyume u nuxounama cucmema

MMa cho0LeHHs 3a KpUCTaTypHs, CBBp3aHa ¢ ynoTpedara Ha uunpodnokcauuH (BX. Touka 4.8).
[lauMeHTHTE, Mony4YaBay LUNpogaokcauH Tpadea xa 0Obaar xodpe xuapaTtupaHu i Tpsadsa na ce
H304rBa [IPEKOMEPHO AIKAIW3HPAHE HA YPHUHATA.

Yepeoicoane na dOvbpeunama gynxyus

T'pi KATO HUNPOPIOKCALMH A0 rojigMa CTENMEH Ce EKCKPETHPA HEMPOMEHEH upes OLOpeutTe,
HEOOX0MMA € KOPEKIIMA Ha J03aTa [MPH NALKHEHTH ¢ HapyuleHa Ou0pedHa GyHKUHS, KAKTO € ONMHCAHO
B TOuKa 4.2, 3a na ce H30erHe yBelHYaBaHe Ha HEXEIAHUTE ICKAPCTBEHH PeaKUMWH MOpain

HATPYTIRAHE Ha LHIPOIIOKCALIMH.

Xenamoburuapnu Hapyuienus

Crydan Ha yepHOAPOOHA HEKPO3a M KHBOTO-3aCTPAINABAILA YEPHOAPOOHA HEAOCTATHYHOCT Ca
JOKNaJABaHH ApH JeyeHue ¢ uunpoduokcauns (Bixk. Touka 4.8). B ciyuail Ha npu3HaUW U CUMIITOMH
Ha YepHOAPoOHO 3a00sBaHe (KaTO HAIPUMED aHOPEKCHS, XXbITEHHIIA, ThMHA YPHHA, CHPOexk WK
bonesHen KopeM), NeveHneTo TpAOBA Aa ce NPEeKPAaTH.,

I'moxo30-6-goctham dexudpozenasen Oeduynm

XeMOMHTHYHY PeaKLHu ca OWIH JIOK/IaABaHH [IPH ASUEHHE ¢ UNPOGUIOKCALMH MPH MALHEHTH C
[JII0K030-6-docthaT nexvaporedased qeduuur. Liunpodnokcauun Tpadsa ga ce 3darea npu Te3u
MAaLHCHTH, OCBEH aK0 MOTCHIIMAIHATA NO/13a HAIBMIABA RE3MOXKHUA puck. B To3u ciyuai, TpsOea na
ce CJIEH 3a IOTEeHlMaJIHA NOJBRa Ha XEMOU3A.

Pezucmenmnocm

o BpeMe Wi ciiea Kype Ha eueHue ¢ UnpoiIoKcallnH, OAKTePHH, KOHTO Ca Pe3UCTEHTHH KBM
UMIIpOdIOKCaLMH, MoraT Aa ObAaT H30NAHpaHH, ¢ WK 6e3 KIMHHYHO MPOsBEeHa CynepHHDCKLNA.
Bb3MOXKHO € Aa MMa ofnpeaesnieH pHCK OT W300pa [MPH HAJIHYHME HA LHMPO(IOKCAIIMH-PE3UCTEHTHH

HH(EKLHH, TpHUHHEHH OT Staphylococcus u Pseudomonas sudose.

Lumoxpom P450 x

[unpodnokcauns nuxuGupa CYP1A2 v o To3H Ha4HH MOKe 13 MPeAH3BH} 22
CepyMHaTa KOHUCHTpAllMA Ha €AHOBPEMEHHO NIPHAIATAHH C HETO JIEKapCTBa, K¢




Ype3 TO3W CHIHM (HaMp. TCOMUIIHH, KI103aNKHH, ONAH3ANKH, POIIHHHPO, TH3aHHUIHUH, 1y10KCETHH,
aromenatut). [lopagu ToBa, nalMeHTHTE, KOMTO NPHEMAT TE3H JIEKAPCTBA CAHOBPEMEHHO C
LHIPOQUIOKCALMH clieIRa Aa ObAaT NMpocieasIBaHH BHUMATENHO 33 KTHHHYHH MPH3HALIM Ha
NpeAO3MpaHe, KAKTO U MOXKE J1a C& HAIOXH ONpeACNAHe HA CEPYMHMTE MM KOHLUCHTPALIKU (Hanp. Ha
TeoHInH) (BK. ToUKa 4.5). EAHOBpEMEHHOTO NPWIOIKEHHE HA NMIIPOQIOKCALHH W TH3aHHIHH €
OPOTHBOMOKA3HO.

Memompexcam
EnnoespemenHa ynotpeba Ha UMnpodioKCaLMH ¢ METOTPEKCAT HE C€ NpenophuBa (BK. Touka 4.5).

Hzcaegdsanun

[1pn onpenensne in-vitro Ha akTHBHOCTTA Ha uMnpodokcaimt cpeury Mycobacterium tuberculosis
MOXKE J1a C€ MoAyuaT GaaBy OTPHIATETHH OaAKTCPHONOrHYHH PE3YATaTH B MPOOH OT MALHEHTH,
KOHUTO B MOMEHTA [IPHEMAT LIHITPOGIOKCAIHH.

Hampuu
ToBa nekapcTBO ChABpKa NO-Maiko oT 1 mmol HaTpuii (23 mg) Ha dunmupaHa Tabnerka, T.e. MOXKe
Ja e KAXKEe, Y MIPAKTHYECKH HE ChIbpKa HATPHH.

4.5 BzammopeiicTBHe ¢ ApYrH nexapeTBEenH HPOAYKTH H APYrA GopMH HA B3aAMojAelHcTBHE

Edpexmu na opyzume nexapcmesa sevpxy yunpodaoxcayuu:

Jekapcmea, 3a koumo e uzgecmio, ye yoviaxcasam QT unmepsaia

[unpodnokcalumH, noaobHo Ha ApyruTe GayopOXHHOIOHH, TPAGBA Ja CE€ H3MOA3BA C MOBHLICHO
BHHMAaHMEC MPH NALMEHTH, IPUEMAIIH NEKAPCTBA, 32 KOMTO € H3BCCTHO, ue yawnkasatr QT HHTepRana
(nanp. kiac IA u Il anTHapuT™MUuHK cpeacTBa, TPHUHKIHYHHA aHTHAENIPECAHTH, MAKPOTHIH,
AHTHIICHXOTHUH) (BXK. Touka 4.4).

Dopmupane Ha Xeramuiu KOMIIEKCH

EnHOBpEMEHHOTO NMPUIOKEHHE HA LHANPOQIOKCalUH (NepopaieH) H MOJTHBAIEHTHH KaTHOH-
ChABPKALLH JICKAPCTBA H MHUHEpaHU N00aBKH (HANPUMEP Kaniiuii, MarHesui, alyMHHHH, XKeJi30),
(ocdaTHH NONMMEPHH CBBP3BALIH BELISCTBA (HANPUMED CeBeJaMep HIH JIaHTEH KapOoHaT),
CyKpangart WK aHTHAUKAX U CIITHO OydepupaHu cpeacTea (Hanp. AHJAHO3HH TabJeTKH),
ChABPXKALLH MarHe3uH, aTYMHMHHN HITH KallliHii HAMAaNABAT YCBOABAHETO HA HMMPOQIOKCALIMH.
CnenoBatenno, uunpodokcaums cnejasa Ja 6vae npHemax Wiy 1-2 yaca npeau wik Hal-Mako 4
4aca clie/l TE€3H NCKAPCTBEHH MPOAYKTH. OrpaHHUYE€HUETO HE Ce OTHACH 0 aHTHALMAH, IPUHaANEKAaLIH
10 xiaca Ha H2-peuenropru Gnokepm.

Xpana u Maeunu npooyrmu

Jo31Te KaILHH, KaTO YacT OT €AHO XPAHEHE He BIHAAT 3HAYUTENHO Ha abcopOLuaTa Ha
punpoduiokcauuy (nepopaino). Cnenoratento TabieTkuTe UMNPOPIOKCALHH MOTAT 1A CE MPHEMAT
MO BPEME Ha XpPaHEHHA, ChAbLPXKAUIM MJIEYHH NPOAYKTH HIH 000raTeHH Ha MUHEpanu HanHTkU. Obaue
TabJIETKNTE NHITPOGUIOKCALIHH, NPHIAraHH €JHOBPEMEHHO C MJIEYHH MPOTYKTHA HIH 0OOraTeHH Ha
MHHEPaH HANKTKH (HaIp. MPSICHO M KMCEJ0 MJISKO, MOPTOKANIOB COK 000raTeH ¢ Kajluit), Koraro
TE3H MPOAYKTH WIH HAIIUTKH CE PUEMAT CAMOCTOSATENTHO OTAES/IHO OT XpaHeHHATa, MOTaT J1a HaMassaT
abcopOumaTa Ha LMNPOdITOKCALHH.

EQHOBPEMEHHHUAT NpHeM Ha MIICYHH IIPOIYKTH HIIH 000raTeHr Ha MHHEDAITH HATIMTKY, MPHUEMAaHH
CaMOCTOSATE/IHO OTAE/IHO OT XPaHEHHUATA, C TaDNETKH MNpodIIokcauuH Tpadra fa CEMTOILRAY
TabNeTKuTe uunpodaokcalH TpaOea na ce nmpyiarat iy 1-2 yaca npeau, Wik // MY TLicE %})
cJied MITEYHH NPOAYKTH HAXW 00OTraTeéHH HA MHHEPAIH HAMTMTKH, KOTaTo Te3H M0 - ¥
IMpHEMAT CaMOCTOATENHO OTACIIHO OT XPaHCHUHATA, KAKTO CC MPpCNIOpbLYBa 3a JIG
KanuMi (BK. Touka 4.2).

Buxre cuio naparpada no-rope O6pa3yBaHe Ha XeNaTHHA KOMILIEKCH.




Hpobeneyuo
Ilpobeneuna nosnuasa 6uOpeuHaTa cekpelrs Ha uunpoIokca. EQHOBPEeMEHHOTO NPHIOKEHHE
Ha npobeHenn u UMNpodIOKCaUHH YBETHUABA CEPYMHHTE KOHUESHTPALUH Ha LUNPOQIIOKCALIUH.

Memorronpamuo

Mertoknonpamus yckopssa aGcopOuunarTa Ha uxnpodnoxcaluut (nepopaseH), KOETo BOIH A0 [10-
KpaTKo BpEME 3a AOCTHIAHC Ha MAKCHMA/IHUTE NUIa3MeHH KoHUeHTpauun. He ce nabmonapa edekr
BBPXY DMOHATMYHOCTTA HA HHNPO(IOKCALIMH.

Omenpazon
EHOBPEMEHHOTO MpHIAraHe Ha LMNPOGIOKCALIHH M OMEPA30/ Ch/IbPKAIIHN JIEKAPCTBEHH MTPOYKTH
BOJH 10 JIEKO peayunpaHe Ha Cnax 1 AUC Ha unnpodnokcanms.

Edpexmu na yumpognoxcayun evpxy dpyeu nexapcmeenu npooykmis.

Tuzanudun

TrzanuauH we Tpabea na ce npunara saeaHo ¢ uunpodokcaluy (Bxk. Todka 4.3). B €440 KAMHUYHO
M3IIUTBAHE CbC 3APABH A0OPOBOILM Ca OTUETCHH MOBHIIIABAHE HA CEPYMHATa KOHLEHTpalMA Ha
TU3AHHAMH (Crax yBETHUCHHE: 7-KpaTHO, 06xBaT: 4 10 21 meH; AUC yBenudenue: 10 nbTH, 06XBar:
OT 6 10 24-KpaTHO), KOTaTo Ce MphJlara €IHOBpeMeHHo ¢ uunpodnokcaunH. [ToBHIIABAHETO HA
CEPYMHHTE KOHLEHTPALMK HA TH3aHUAWH € CBBP3aHO ChC 3aCHIIEH XHIIOTEHIUBEH U Ce1aTHBEH e(eKT.

Memompexcam

PeHannuat TyGynieH TpaHCIOPT Ha METOTpeKCaT Movke Aa ObJie MOTHCHAT NP ¢AHOBPEMEHHO
NPUTOKEHHE ¢ UMNPOPIIOKCALMH H NOTEHIHAITHO BOAH A0 NOBUIIABAHE HA TUTA3MEHHTE HHBA Ha
MCTOTPEKCAT H MOBHIIICH PHCK OT METOTPEKCAT-CEbP3aHH TOKCHYHH peakli. EqHoBpeMeHHa
ynorpeba He ce npenopbusa (BiK. Touka 4.4).

Teogdhurun

ENMHOBPEMEHHOTO NPUTOKEHHE Ha LMIPOQIIOKCALHH M TeO(IIUH MOXKE J1a A0BE/IE N0 HEKENAHO
MOBHILIABAHE HA CepyYMHATa KOHLUEHTpalUs Ha TeoiH. Tosa MOXKe Aa JOBeAe A0 TCOQHITHH-
HHIYLHUPAHH HEXCIIAHH PEAaKLHH, KOHTO PAAKO MOrar Ja ObJaT JKHBOTO-3acTpallaBallll HIH
atanHu. [1pH eTHOBPEMEHHO MPHIOKEHHE, CEPYMHHTE KOHLEHTPALMH HA TeohITHH TpAOBa 1a
ObaaT NpoOBEpPABAHH H /ia Ce peAyLIHpa J103aTa Ha Teo(GHIHH NPH HeOBXoqMMOCT (BK. TouKa 4.4).

Hpyau kcanmurnosu npouseoonu

[lp eaHoBpeMeHHO NPIIIOKEHHE HA IMAPO(IOKCAIHH B KOhEeHH WK [IeHTOKCHHINH
(OKCeHTHOWIMH) MMa CBOOILEHHMS 33 MOBMIIABAHE HA CEPYMHHTE KOHLICHTPALMH HA TE3H
KCaHTHHOBH TIPOW3BOIHH.

Denumout

EQHOBPEMEHHO NPUIOKEHHE Ha UUNPOGIOKCALMH U (peHHTORH MOXKe Ja JOBEAE A0 YBEJIMYABaHE HITH
HaMaJIABaHEC Ha CEPYMHHTE HHBA HA (DEHUTOMH, TaKa Y€ Ce TIPENophYBa Npoc/ie/AiBaHe Ha
JIEKAPCTBEHUTE HUBA.

Luxnocnopun
Ilpexoatio noBHlLaBaHe Ha KOHLICHTPALMATA HA CEPYMHHS KPEaTHHHH ce Habnioaasa korato ca 6unu
MPHIIOKEHH ETHOBPEMEHHO LUNPOPIOKCALMH- U LIHKIOCTOPHH- ChAbPIKALIH JIEKAPCTBEHH MPOIYKTH.
Ilopanu Toea uecto (ABa IbTH ceAMHYHO) € HEOGXOAMMO Ja Ce KOHTPOJIUPAT CEPYMHHTE
KOHUSHTPALIMK HA KPEATUHHH TIPH TE€3H NMAlHEHTH.

Anmazonucmu Ha sumamun K RN

EAHOBPEMEHHO NpUAOKEHHE Ha HANPOQIOKCAUMH ¢ AHTArOHHCTH HA BHTAMHH i AOAKE J:{ Wi\ 7
ot o '

HErOBHUTE AHTHKOAryJIaHTHU edekTH. Ma MHoro crofbmenns 3a noBulaBaHe r- iE1G 24 ”

AHTHKOArYNaHTHA aKTUBHOCT TIPH MTALMEHTH, NPHEMALLH aHTHOAKTEPHATTHH aren pg_ TjGareito /3
(hnyopxHHOOHH. PUCKBT MOXeE na ce pazinvaBa B 3aBHCHMOCT OT BMAA HA HH(pER A3 '




00I1OTO CCTOSHHE HA MALMEHTA, TAKA Y€ POJIATA Ha uunpoduiokcalMH 3a nosHinaeade Ha INR
(MEXTYHApOAHO HOPMAIM3HPAHO CHOTHOLIEHHE) € TPYAHO Aa ce npeueHH. [TpenopbunTenHo € INR
1a ce Hab/IIoaBa YECTO MO BPEME Ha M MAJIKO CJIE/] €JHOBPEMEHHOTO MIPHIOKEHHE Ha
UHIPo(IOKCALMH ¢ AHTArOHKUCTH Ha BuTaMuH K (Hanp. BapdapuH, aleHoKyMapo, (eHnpoKyMoOH
U GIYUHAHOH).

Hyvroxcemun

B kNHHUYHK NPOYYBAHUA € AOKA3aHO, Ye eHOBPEMEHHATa ynoTpeda Ha JyJOKCETHH ¢ MOLIHH
HHXHOHTOpH Ha CYP450 1A2 u30eH3uM, KaTo (byBOKCAMHH, MOXE [a AOBEAE A0 YBEIMYABAHE HA
AUC un Cpax Ha AynokceTHH. Bobripekn ue HAMa JO0CTAThYHO KAHHHYHH JAHHH 33 BB3MOKHO
B3aUMOACHCTBHE ¢ LMNPOJUIOKCAUKH, [I0g00HH €(eKTH MOTAaT Jla ce OYAKBa MPH €AHOBPEMEHHOTO
pHIokeHHe (BXK. Touka 4.4),

Ponunupon

JIokazaHo € B KNMHUYHO NpOYyUBaHe, Ye €HOBPEMEHHOTO NPHIOKEHHE Ha PONTMHHPON H
LANPOMIIOKCALUH, yMepeH HHXUOUTOp Ha CYP450 1A2 u30eH3MM, BOAH J0 NOBUIIABAHE HA Crax
AUC Ha ponunmnpon ot 60% u 84%, cvoreerHo. [TpenopbyBa ce MOHHTOPHHI HA POITHHHPOJI-
CBBP3aHUTC HEXKENAHN JIEKAPCTBEHM PEaKkUHH M KOPEKLMA Ha A03aTa B 3aBUCHMOCT OT C/Iy4as Io
BPEME HA U MANIKO CISA CAHOBPEMEHHOTO NpHaarate ¢ uunpodaokcauut (Bx. Touka 4.4).

Jludoxaun

Toea e Ouno AEMOHCTPHPAHO NpH 3APaBH HHAMBUAM, Ye €HOBPEMEHHATA ynoTpe0a Ha JIMI0KauH-
ChAbpXKAILM JIEKAapCTBEHH NIPOAYKTH ¢ LUApo(roKkcaiH, ymMepeH HHXHOuTOp Ha CYP450 1A2
WU30CH3MM, HaMaJIIBa KIIUPHHCA HA UHTPABEHO3ZHUA JHAOKAHH ¢ 22%. BLpeKky, 4e 1e4YEeHHETO ¢
JTAO0KAUH ce MmoHaca A00pe, Bhb3MOXKHO € BE3HHKBAHE HAa HEXKeJJaHH PeaKIHH B pe3yiarar Ha
B3aUMOJICHCTBHETO ¢ LIMNMPOUIOKCALIHH TIPH SIHOBPEMEHHO NPHIOKEHHE.

Knozanun
Cnen ennospeMeHHO npunoxenune Ha 250 mg uunpodiokcaldt ¢ KN03an1H B MPOABDKEHHUE Ha 7
AHH, CCPYMHHTE KOHUEHTPALUHH Ha KJIO3anTuH H N-Je3METUIIKII03ankKH ce yBenuuasar ¢ 29% n 31%,

cbOTBETHO. [IpenopbuBa ce KIHHHYHO HADTIOAEHNHE H NOAXOAALIO KOPHTHpPaHe Ha 103aTa Ha
KJIO3alHH 10 BpEME H CKOPO ClIe] €JHOBPEMEHHOTO MPUIOKEHHE ¢ UHNMPOQIIOKCALUMH (BXK. TOUYKA 4.4).

Cunoenaghur

Crax W AUC na cunaenadmn ca ce yBenuummu O1H30 JBa ITHTH TNPH 3APaBU HHIAMBHIH CJIe],
nepopanHa ao3a or 50 mg npuera enHoppemerHo ¢ 500 mg nunpoduiokcauus. [lopaau Tora ce
H3UCKBA NIOBUIIICHO BHUMAHHE MNPH IPEANUCBAHETO HA UMIPOQIIOKCALUMH €AHOBPEMEHHO CBC
cunaesadun, kato TpaOBa 1a ce ce B3eMaT NPeABH]] PHCKOBETE H MOM3HUTE.

Aeomenamun

B KIHHHYHH IPOYUYBAHUS € MTOKA3aHO, Y€ (PITYBOKCAMHH, KaTo ciiieH HHXHOuTOp Ha CYP450 A2
H30EH3HUM, MOAYCPTAHO HHXHOKpa MeTabo/1M3Ma Ha ArOMEJIATHH, KOeTC BOaH a0 6(0-KpaTHO
NOBHILCHHE Ha €KCMO3ULIMATA HA arOMENIATHH. BBNpeKy 4e HAMa KIHHHYHH JaHHH 32 Bb3MOXKHO
B3aUMOJCHCTBHUE C LMNPOpIIOKCauHH, ymepeH unxuoutop Ha CYP450 1A2, moxe fa ce o4akBat
noAO0OHH epeKTH NPH €AHOBPEMEHHOTO HM TIPHAOKeHHe (BXK. "LHHTOXpoM P450" B Touka ,,Cneunainu
NpeaynpexkAeHUd W NMpeana3Hi MEPKH nopu ynorpebda').

Joanudem
EAHOBPEMEHHOTO NPHIGKEHHE HA LUANPOMIOKCALMH MOKE A NOBHLIH KPLBHHTE HHBA HA 30JMTH/IEM,
¢AHOBpeMEeHHaTa ynoTpeda He ce MpenopuyBa.

4.6 PepruaHTeT, SPEMEHHOCT H KEPMEHE

bpemernnocm
Hannunnrte 1aHHK 33 MPHIOKEHHETO HA LHMIPOGIIOKCALIMH NPH OPEMEHHH JKEHR,




[pH )KMBOTHH HE NOKA3BaT JUPCKTHH HIH HHAMPEKTHH YBPEXKIALUH e)eKTH N0 OTHOILIEHHE HA
PENPOAYKTHBHATA TOKCHYHOCT. I1pH Mnany U HeZOHOCEHH KHBOTHH, TPETHPAHH C XHHOIOHH, €
Ha0M0OaBaHO YBPEKIAHE HA XPYIUAIA, KATO NO TOZH HAYMH, HE MOXKE 14 C€ H3KTIOUH, Ye
NEKApCTBOTO MOXKE [1a IPHYHUHH YBPEK/IaHE HAa CTABHHSA XPYUIS B YOBELIKHS OPraHHU3bM [IPU
HCAOHOCEHH eua/ nnog (Bx. Touka 5.3).

Kato npeana3sna mspka, 3a npeAnoYUTaHe € Aa ce N3BATBa H3MOI3BAHETO HA LHUNpoQIoOKCalMH Mo
BpeMe Ha OpeMeHHOCTTA.

Kvpmene
Hunpognokcaumn ce ekckpetipa B kbpMara. [Topaay DOTEHIMATTHHSA PUCK OT CTABHH YBPEKIAHMS,
UHNPOGIIOKCaLMH He TPAOBA Aa ce M3M0/I38a 110 BPEME Ha KbPMEHETO.

4.7 Edexrn Bbpxy cnoco6HocTYa 332 modupane u padora ¢ MamnBH

Ilopanu ceourte HeBponoruyHU edeKTH, LUNPOQIOKCALIMH MOXKE A3 OKAXKE BIIMAHHE BHPXY BPEMETO
3a peakuus. [1o To3u HauuH, cnocoGHocTTa 3a WodHpaHe UM paboTa ¢ MaLIMHA MOKe N1a Obe
HapylIeHa.

4.8 Hexenann nekapcTBeHH peakniuH

Hajki-uecto ch0o01aBanuTe HeXXenauu nexapcTeeHH peakuuu (HJIP) ca ragene u quapns.

HJIP, nony4YeHu OT KIMHHYKH NPOYYBaHHA U OT HAOMOIEHHE, Cllel IyCKaHe Ha nazapa Ha
LHMPOIOKCAIMH (I1EpOpaHA, HHTPABEHO3HA M CEKBEHLHMAIHA TEPAIHA) FPYNHPAHH 110 KaTErOpHU Ha

4€CTOTa, ca H30POEHH T10-A0NY. AHAIH3BT HA YECTOTATA B3EMA M0/ BHHMAHWE J2HHHTE OT [BATA
Ha"uMHA Ha MPUIOKEHHE, NICPOPAIHO ¥ HHTPABEHO3HO, HAa IHNPOGIOKCALIMH,




Knacunpuunpa | Yecrw HeuecTn Peaku MHoro peakH C HensBecTHA
He mo opraHuud | > 1/100 > 1/1 000 no | > 1/10 000 no < 1/10 000 qecToTa
CHCTEMH Jlo < < 1/100 < 1/1 000 (He MOXe 1a Obae
1/10 OonpeAcnacHa oT
HATHYHUTE
JAHHH )
Hudexknun n ["BOHYHU
NAPAINTO3H CYEpPHH-
exumn
Hapymenns na Eo3nHO- JleBkonenus XeMOIHTUYHA
KPbLETA H punns AHemus aHeMuA
nameHaTa HeyTtponexua ArpanyiouuTosa
CHCTEMA JleskouwTO3a [TaHumMTONEHKA
TpomboLHTO- (>KHBOTO-
NCHUA 3aCTpaIlaBala)
TpombouuT- [loTHcKaHe Ha
EMHSA KOCTHHS MO3BK
{’KHBOTO-
3aCTpalIaBalia )
Hapymennsa Ha ANepruuHH AHapHIaKTHIHA
HMYHHATA peaKLHu peaKIHH
cHcTeMa AneprudeH AHaUAAKTHYEH MIOK
OTOK/ (*XHBOTO-
aHTHOEEM 3acTpalliaBalll)
(Bxk. Touka 4.4)
Peakunn noaodHU Ha
cepyMHa Oonect
Hapyuienns Ha CuHapoM Ha
€HA0- HeaaeKBaTHA
KPHHHATA CEKpeLIMA Ha
cHcTEMA AHTHAHRYPETUYCH
xopMoH (SIADH)
Hapymenns Ha Hamanen Xunep- XHNOTIHKEMHYH
MeTabonuiIMa u aneTHuT TIIHKEMHA a KoMa (BX.
XPAHEHETO XHUNOrTUKeMHA TOUKA 4.4)
(BX. TOuka 4.4)
IcuxHuHn [lcnxomo- QO0BbpKBaHE H IlcuxHyHM peakumH Maunus
Hapyue-Hua** TOPHA Ae30PHEHTa-IMA | (TOTEHUHAJIHO X HITOMaHuA
XHIIEp- peaKkLKH Ha 3aBLPIIBA ChC
aKTHMB-HOCT/ | DE3MOKOHCTBO CYHITHJTHH
BL30yna [TaToNorHYHH HACH/MHACIH WIH
CbHHULUIA OIIMTH 34
Henpecus CaMOyOHMHCTBO H
(NOTEHHANHO caMoyOMiCcTBO) (BK.
3aBLPLIBA CLC TOYKa 4.4)
CYHUUHU
HACH/ MHCIH
WJIH OIIHTH 32
CaMOYOHICTRO
Hu
camMoyOHICTBO)
(BX. TOYKa 4.4)
XamoudHaluuH
Hapyuwienua Ha ['napobonue | Ilap- u MiurpeHa
HEepPBHATA 3aMaiBaHe AA3ECTE3US Hapyinena
cHcTema** Hapywenua | Xunoecrtesna KOOPAUHALUATA
Ha ChHA Tpemop Hapymesa noxozaka
BkycoBu [Tpunanbuu Hapyuienns Ha
HAPYLICHHA | (BKIIL. ODOHATEIHHSA HEPB
CHOMICITHYSH HurpakpannanHa




CTATYC BX. XUMEPTOHHA H
TO4YKa 4.4) MO3bYEH
Beprtiro [ICEBAOTYMOp
3puTennn 3pUTENHH 3puTtenHa
HApYLeHHR ™ * HapyLLEHKS pedopmanus Ha
(AKIIOMIA) LIBETOBETE
Hapyiurenns Ha TuHHTYC
YXOTO H 3aryba Ha
nabupunra** cayxa/
yBpeKAaHe Ha
ciyxa
Cupacunn TaxHKapans KamepHa
HapyweHua*** ApUTMUA H
Torsades de
Pointes
(cpOOIaBaHH
ApeaIHMHO NIpH
NALMEHTH C
PUCKOBH (paKTOPH
3a QT
YIBJIKABAHE),
EKI" QT-
yaAbIKaBaHe (BX.
Todka 4.4 u4.9) *
CrwaoBu Baszoavnarauua | Bacxynur
HApYLLIE- XHITOTOHHUA
HHA*** CHHKoOI
Pecnu- JIMCnHes
PATOPHH, (BKIIOYUTEIHO
rPbAHH W ACTMATHYHO
MeaHa- CHCTOAHUE)
CTHHAJ/IHH
HAPYUICHHS
CTomatmino- ["anene IloBpbmane | Huapua, IlaHkpeaTHT
YPEBHH Huapus MacTpoun- CBBP3aHa C
HAPYUIEHHS! TECTHHAJIHA | MpHUEMa Ha
H KOPEMHH aHTHOHOTUK,
DOSTKK BKITIOYUTCHO
Hucnencus [ICEBJIO-
Merteo- MEMOpPaHO3CH
PH3BM KOJIUT (MHOTO
pAOKO ¢
Bb3MOXEH
taTaneH u3xon)
(BK. TOuka 4.4)
XenaTobuauap IloBuma- YepuoapobHo YepHoApOoOHa
HH HAPYHICHHS BaHE Ha yBpEXKAaAHE HEKpO3a
TpaHcaMu- XomectaTuuHa | {(MHOMO PALKO C¢
Ha3uTe KBITCHHLA pa3BHBa A0
IToBuiua- XenaruT XKHBOTO3acTpatlaBarl
BaHE Ha a 9epHOAPOOHA
Dunu- HEQOCTATBLUHOCT)
pyOHHa (BK. Touxa 4.4)
HapyuieHna Ha O0pus Peakuwnu Ha [feTexnu
KOXKATA K [Tpypuryc (OTOUYBCTBH- Eputema
NOAKOXKHHTE YpTHKapuA | TeNHOCT (BXK. MYJITHDOPME
THEKaHH Touka 4.4) Epxrema HOnO3yM

CHHapom Ha Stevens
Johnson




(NOTEHIHAIHO EO3HHODIINA U
>KHROTO- CACTEMHH
3aCTpaliaBaL) CHMIITOMH
TokcuuHa (DRESS)
enuacpMaiia
HEKpoOau3a
(MOTEHUHAIIHO
>KMBOTO3acTpallaBa-
1a)
Hapymenua ua Myckynao- | Muanrus MyckyiHa crabocT
MYCKYJ/IHO- CKeJIeTHa ApTpHT TeHOOBArHHUT
cKeJleTHATAa 0olIKa [ToBHrincH PynTypa Ha
cHCTeMa, (Hamp.Qonka | MyCKyJIEH CYXOXWIHETO
KOCTHTE H B TOHYC H KpaMIlH | (NpeauMHO
ChCAHMHHATE/THA KpaliHMLIMTE, AXHNecoBo
TA ThKaH** Oo/Kka B CYXOXKHITHE) (BXK.
rep0a, ToukKa 4.4)
Oonka B ObocTpsiHe Ha
TbpAUTE CUMIITOMH HA
ApTpanrus MHACTEHHA MPABUC
(BxK. TOUKa 4.4)
Hapyuienus Ha Yepexkaane | buOpedna
OnOpeunTe H Ha HEA0CTa-
NUKOYHHTE 0bOpeuuTe ThYHOCT
NLTHIIA Xemarypusd
Kpucranypus
(BK. Touka 4.4)
TyOynounrep-
CTHLHMATECH
HeDPHT
O6mu AcTeHus OToK
HAPYLUEHHS H Tpecka HianorsBane
ePexTn Ha (XumepXuapos3a)
MSICTOTO HAa
NpPHIOKEHHEe**
HicneasaHus [lopumasan | IloBuuIeHA IloBUILaBaHE Ha
¢ B KPbBTA aMunaza INR (nipu
Ha MALUUEHTH,
aJiKajaHaTa NEKYBaHU C
docdaraza AHTarOHUCTH HA
BHTaMHH K)

* Te3u cuOHTHA ca CHLODLIEHH NO BpeMe Ha TIOCTMAPKETHHIOBUA NEPHOA ¥ c€ HAOMIOAABaT NPeIUMHO
Cpel MalHEeHTH C IOIBIHHTEIHH PUCKOBH ¢akTopH 3a QT yaw/pkaBaHe
(Bx. TOUKa 4.4),

#* Cbo0OILaBa ce 33 MHOTO PEAKH C/TY4ad HAa NPOABDKUTETHH (A0 MECeUH WITH TOAUHH),
MHBATMAU3HPALLH U MOTEHLHANHO HEODOPATHMH CEPHO3HH JIEKAPCTBEHH pPeaKkLIiHH, 3aciAraiii HAKOJIKO,
OHAKOra MHOFO CACTEMO-OPTaHHH KJ1aCOBE H CE€THBa ( BKIIKOUMTENHO PEeakiMK KaTO TEHAUHHT,
Pa3KbCBAHE HA CYXOXMIIME, apTpaiirti, 00JKa B KpaHHHIIMTE, HAPYLICHHAE Ha TIOXOKATa, HEBPONAaTHH,
CBbP3aHH C NApPECTE3INH, ACNPECHA, YMOPa, HApYLUEHUE HA NTaMeTTa, HapyLIEHHs: HA ChbHA U
YBPEXIAHE Ha CITyXa, 3PEHUETO, BKyca H 0OOHSHHETO) BbB BPb3Ka ¢ ynoTpedara Ha XHHOJIOH
(bNyOPOXHHONOHH, B HAKOH C/IYH4aH, HE3ABUCHMO OT BEY€E ChILECTBYBALIMTE PHCKOBU (aKys
Touka 4.4).

***[Ipn nanuenTATe, NpUemaiH GayopOXHHOJIOHH, €A CHOOLIEHN cyvad Ha aHEBPH
HA aOPTAaTa, MOHAKOra YCAOKHEHH NOpaay Pa3KLeBaHe (BKIMIOUUTETHO € JIETaNeH H3X(jn)
pErypruTanHa/He0CTaThYHOCT HA HAKOH OT ChpAeYHHTE Kiany (Bx. Touka 4.4).

Heduampuunu nayuenmu




HecToTaTa Ha apTponartus (apTpairks, apTpHT), NPeacTaBeHa MMo-rope, ¢e OTHACA A0 JaHHH, ChOUpaHu
B MPOYUBaHHATA ¢ BH3pacTHH. I1pK neua, 3a aptponarus ce cwobinaBa uecto (BK. Touka 4.4).

Cpo0iiiaBaHe Ha NOAO3UPAHH HEXKETAHH PEAKLIMH

Cro011aBaHETO HA TOO3UPAHH HEKEIaHU PeaKlMK Clie/l pa3pellaBaHe 3a ynorpeda Ha NeKapCTBEHUS
MPOAYKT € BakHO. ToBa NO380NARA [1a NMPOIb/IKU HabIOJEHHETO Ha ChOTHOLIEHHETO TOJI3a/PHCK 3a
NEKAPCTBEHUA NMPOAYKT. OT MEAULIMHCKMATE CIIELIMANIHCTH CE€ M3HCKBA 13 ChOOLABaT BCAKA
MOA03MPAHA HEKENAHA PEAKLINA Ypes

M3nbaHMTEIHA areHIHs MO JIeKapCTBaTa

yi1. ,,JlamsH I'pyer” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcait: www.bda.bg

4.9 Ilpenozupane

CUMOTOMH

Hma cbolLieHHe 3a npeao3rpane ¢ 12 g, KoeTo e J0BENOo A0 JIEKH CHMITTOMH Ha TOkcHuHocT. [1pu
OCTPO NpEao3HpaHe ¢ 16 g € cLob1IeHo, Y4e € 1oBeIo N0 ocTpa OBOpeYHa HEAOCTATHYHOCT.
CHMITOMHTE NPH Npefo3UpaHe ca BUEHE Ha CBAT, TPEMOD, IN1aBofosine, OTHagHATOCT, [hPUOBE,
XamoudHauuHt, obbpkBane, abJoMHHANCH AHCKOoMpOpT, OB0peuna u yepHOAPOOHA HETOCTATHLUYHOCT,
KaKTO H KpUCTanypus U xeMatypuia. Mma crobuienuns 3a oOpaTuma 0b0pedHa TOKCHYHOCT.

JleueHne

OCBEH PYTHHHHTE MEPKH [1PH CNICUIHHK CIIyYaH Hanp. MPEAU3BHKBAHE HA NMOBPBINAHE, IOCIEABAHO OT
NPHUEM Ha MEAHLIMHCKH BBITICH, C€ MPEeNnopbYBa Aa ce ciiequ ObopeyHaTa pyHKLUHS, BKIOUYHTEHO H
PH H KkMCETHHHOCTTA Ha ypHHATa, NpH HEOOXOAUMOCT, 34 [1a € MIPEAOTBPATH KPUCTATYPHS.
[laumentute TpabBa aa ca nobpe xuaparupaHd, AHTHALMIHHUTE CPEICTBA, ChAbPKALIM KaTLUH M1
MarHe3uH MoraT TEOPETHYHO Aa HaMmanaT abcopOuuara Ha UHMITPOdIOKCALME [IPH NMPENO3HPaHE.
Camo manko Konu4ecTso oT uunpodokcaudt (<10%) ce eTHMHAAPa upe3 XeMOAHATH3a UK
MEPUTOHEAIIHA IHANN3a.

B ciyuaii Ha nipeao3upane, cneiBa Jia ¢ npuiara CHMNToMaTH4Ho Jeuenue. EKIT MoHuTOpHpaHe
TpadBa na OBAAT NpeanpueTo, Nopaay BE3MOKHOCTTA 3a yabbkaBaHe Ha QT WHTEpBAIA.

5. SAPMAKOJOI''MYHHU CBOHCTBA

5.1 ®dapMakoIHHAMHMYHH CBOiiCcTBA
tDapMam"repaneBTHqHa rpyna: @nyopoxuHonoun, ATC koxa: JOIMAO2

Mexanuzvm na oeticmeue:

Karo ¢pyopoxHHOMIOHOB aHTHOAKTEPUANEH areHT, OakTepuanHOTO ICHCTBHE Ha LIHNPOQIOKCALIHH €
pe3ynTaT 0T HHXUOUpaHe Ha asarta Tvna Il Tononzomepasza (JIHK-rupasa) v rononsomepasa IV,
HeoOxoauM#u 3a GaKkTepHalHaTa JHK-perumukauuns, TpaHCKpHILHA, BE3CTAHOBABAHE H
peKOMOUHaLHA,

PK/PD gzaumoomuciuenue:
E¢nkacHOCTTa 3aBHCH FTaBHO OT CHOTHOLIEHHETO MEXKAY MAKCUMAIHATA KOHLEHTPA
(Cinax) ¥ MUHUMa/IHATA HHXHOUTOpHA KoHUeHTpauua (MIC) Ha uHpodaoKcalH 3¢
MaTOreHH H Bpb3Kara MexXay moliura nog kpusata (AUC) n MIC.

MexanuzbM Ha pezucmenmuocm:

In-vitro pe3uCTeHTHOCT KBM LMnpodIokcaln Moxke Aa 6bae npuaobuTa upes Toc
UCJCBO paznonoxkeHyd mytauuu B JIHK rupasa u rononsomepaza IV. Crenenra Ha kpb




PE3UCTEHTHOCT MEXKIY HMIMpogUIOKCaUHH H APYTH PIYOPOXHHOIOHH KATO PE3yNTAT € NPOMEHIIHBA.
EnunHuHa MyTauuu, He MOXKe a TOBEIE 10 KIHHHYHA PE3UCTEHTHOCT, HO MHOrOOpOHK My TalluH
OOMKHOBEHO BOJAT J0 KIMHHYHA PE3UCTEHTHOCT KbM MHOTO MJIM BCHYKH aKTHBHH BELIECTBA, B
paMKHTE Ha Kiaca.

MexaHU3MHTE 38 PE3HCTEHTHOCT, YPe3 HEeNMPOITYCKIIHBOCT HJIH 3acaramy eduiykcHaTa oMina 3a
AKTHBHOTO BELHECTBO MOXE Ad UMAT MPOMEHIIHB €(PEeKT BbPXY YYBCTBUTCAHOCTTA KbM
GJ1yOpXHHONIOHMTE, KOATO 3aBHCH OT (PUIMKOXMMHYHHTE CBOMCTBA HA OTACJHHTE AKTHBHH BELLECTBA B
paMKHUTE Ha KJaca ¥ aMHUTETa Ha TPAHCIOPTHHTE CHCTEMH 32 BCAKO aKTHBHO BeilecTBO. BCHUKH B
in-vifro MEXaHH3MH Ha PE3HCTEHTHOCT ¢a HAOMIOAaBaHH YeCTO NPH KIIMHUYHU M3071aTH. MexanusMHure
Ha PE3UCTEHTHOCT, KOMTO AE3aKTHBUPAT APYrHTe aHTHOMOTHLM KATO HHOHATPALIMOHHHA DapHepH
(uecTo npu Pseudomonas aeruginosa) n epayke MEXaHH3MHTE MOIaT Aa MOBAUSAT BbpPXY
YyBCTBHTEHOCTTA KbM LMOPOIOKCALHH,

MMa cHobiienud 3a I1asMua-MeauupaHaTa pe3CTEHTHOCT, KOIUpaHa 4pes (Nnr-relu.

Crexmup Ha anmubaxmepuaing aKkmueHocH.
I paHH4YHK CTOHHOCTH, KOHTO OTJE/IAT YyBCTBHTENIHHATE IIIAMOBE OT [IIAMOBETE C YMepeHa
qYBCTBHTEAHOCT H NOCJIEAHUTE OT PE3UCTEHTHUTE LLAMOBE:

EUCAST Ipenopvku
Muxpooprassimn YYBCTBHTEJIHH pPe3HCTEHTHH
Enterobacteriaceae S <0,25 mg/l R > 0,5 mg/l
Salmonella spp. S <0,06 mg/l R > 0,06 mg/]
Pseudomonas spp. S <0,5 mg/] R > 0,5 mg/l
Acinetobacter spp. S <1 mg/l R>1 mg/l
Staphylococcus spp.’ S <1 mg/l : R > 1 mg/l
Haemophilus influenzae S <0,06 mg/l R > 0,06 mg/l
Moraxella catarrhalis S <0,125 mg/l R > 0,125 mg/]
Neisseria gonorrhoeae S <0,03 mg/l R > 0,06 mg/l
Neisseria meningitidis S £0,03 mg/l R > 0,03 mg/l
[ paHd4uHM CTOHHOCTH, KOUTO S <£0,25 mg/l R > 0,5 mg/l
HE ca CBBLP3aHHU ¢ ONpeeNeH
BUO*

! Staphylococcus spp. — MpaHHYHHTE CTORHOCTH 32 LUHIIpOoGIOKCALMH Ca CRbP3aHH € TEPAllns C BUCOKH
NO3H.

*I'paHHYHHTE CTOHHOCTH, KOHTO HE Ca CBBP3aHHU C ONpPEAENeH BHA Ca ONpeAe/ICHH TMaBHO Ha Dasza
(PpapMakOKHHETHYHH/(apMaKOAMHAMHYHH JJAHHM U ¢4 HE3aBUCHMH OT pa3peic/IeHHATa Ha
MHHHMaHaTa HHXUOUTOpHA KoHIeHTpauusa (MIC) Ha koHkpeTHHs BHaA. Te ce H3MOA3BAT €AMHCTBEHO
3a BAUJOBE, 32 KOUTO HE € ONpeAe/ieHa TPAHHYHA CTOMHOCT 32 KOHKPETEH BUI H HE €4 3a Te3H BUJOBE,
IIPH KOHTO HE C€ PENOpPbUYBA U3NMUTBAHE 3a YyBCTBHTEIHOCT.

Pa3npocTpaHEeHUETO Ha NPUAOOUTA PE3UCTEHTHOCT MOXKE 12 BAPHPA reorpad)cKy H BbB BPEMETO 3a
OMpeJCICHH BUAOBE H € JKEJIAaTeHO /la KMA MECTHA HH(POPMALIHA 33 PESHCTEHTHOCTTA, 0CODEHO
KOTaTo C¢ ICKYBaT TEeKKH HHbeKIIMHA. AKO € HeoOXxoaumo, TpAOBa 1a ce ThbPCH €KCMEPTEH ChBET,
KOraTo MECTHOTO pa3lpOCTPaHEHHUE HAa PE3UCTEHTHOCTTA € TAKOBA, Y€ MOJI3aTa OT ATEHTA NPH [OHE
HAKOH BH0BE HHQEKLMHU € TIOJ] BhIIPOC.

Streptococcus species Bx. Touka 4.4)

OBHYAHHO YYBCTBHUTEJIHH BUJAOBE

Aepobun I'pam-noN0kKHTEIHH MEKPOOPraHH3MH
Bacillus anthracis (1)

Aepobun I'pam-oTpHuaTeiHH MHKPOOPTraHHIMH




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

Vibrio spp.

Yersinia pestis

AHaepoOHH MHKPOOPTaHH3IMH
Mobiluncus

JIpyru makpoopraunsmua
Chlamydia trachomatis ($)
Chlamydia pneumoniae ($)
Mycoplasma hominis ()
Mycoplasma preumoniae (%)

BHUAOBE, 3A KOUTO MIPUAOBHTATA PE3HCTEHTHOCT MOXKE JA BB/IE
INPOBJIEM

AepoOnn I'paM-N0I0KHTEIHH MEKDOOPTraHHIMEA
Enterococcus faecalis ($)

Staphylococcus spp.* (2)

Aepobru I'paM-oTpHRATETHH MEKPOOPTaHH3IMHA
Acinetobacter baumannii+
Burkholderia cepacia+*
Campylobacter spp.+*
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae*
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae *
Morganella morganii*
Neisseria gonorrhoeae*
Proteus mirabilis*
Proteus vulgaris*
Providencia spp.
Pseudomonas aeruginosa*
Pseudomonas fluorescens
Serratia marcescens™

AHaepoOHH MEKPOOPraHM3MH
Peptostreptococcus spp.
Propionibacterium acnes

NPUCDHINO PEUCTEHTHH OPrAHU3MH

Aepobnu I'paM-NIOIOKHTEIHH MEKPOOPTAHHAZMH
Actinomyces

Enteroccus faecium

Listeria monocytogenes

Aepobnn I'paM-oTpHnAaTE/IHH MHKPOOPraHH3IMH
Stenotrophomonas maltophilia

AnaepodHE MEKPOOPraHH3MH




C u3KIR04eHUe A HARUCAHUME NO-20pe

Apyra MEKpOOpPraHu3MH

Mycoplasma genitalium

Ureaplasma urealitycum

* Knnununata eUKacHOCT € J0Ka3aHa 3a YyBCTBHTENHH H301aTH NPH 0A00pEeHHTE KITHHHYHH
[MOKa3aHUA

+ PesncTeHTHOCT yecToTa > 50% B egHa MM noBeue AbpKaBU-wieHkH Ha EC

($): EcTecTBeHO YMEpeHa Uy BCTBHTEIHOCT MPH JIHIICA HA NPUAOOHTH MEXaHH3MH HA PE3UCTEHTHOCT
(1): IlpoyuBanusiTa ca npoBeieHU BbPXY EKCNEPUMEHTATHH KHBOTHH NPH HHQEKLKH B pe3y1TaT Ha
HHXaJlallMK Ha ciopu Ha Bacillus anthracis; Te3n npoy4YBaHUs NOKa3BaT, ye aKO aHTHOHOTHUYHOTO
NEYEHHUE 3aMOYHEe BeIHAra Ciie/l €KCMo3HUMATA ce H30sArBa pa3BHTHETO Ha DonecTTa, Karo
JIEYEHHETO C€ ChCTOM B HAMAISIBAHE HA OpOA Ha CTIOPHTE B OPTaHHW3Ma I10/1 3apa3HHTE JO3H.
[Ipenopbuanara ynotpeba npu xopa, ce OCHOBaBa IIaBHO Ha in-vifro YyBCTBUTEIHOCT U
€KCIMIEPHMEHTAIHH JAHHH € )KUBOTHM, 33¢/IHO ¢ OTPAaHAYECHH JAHHH NPU xopata. /[ByMeceyHara
NMPOAB/GKHTETHOCT HA JICUEHHETO MPH BB3PACTHH ¢ NEpopayieH LUnpoduiokcaumH, NpyueMaHl B 1034
500 mg nBa MbTH OJHEBHO ¥ CE CUMTA 3a €(PEKTHBHO 34 MPEAOTBPATABAHE Ha AHTPAKCHA HHEKLUA
npu 4oseka. JlekyBalure nexkapu TpaOBa Ja HaNpaBAT CMPABKA ¢ HALMOHAJTHUTE W/HUITH
MEXKAYHAPOIHUTE KOHCEHCYCHH JOKYMEHTH [0 OTHOLIIEHHE HA JIEYEHHETO HA aHTPAaKC.

(2): METHLIWINH PE3UCTEHTHH S. gureus MHOTO YECTO MMOKA3BAT KPbCTOCAHA PE3UCTEHTHOCT KbM
bIYOpPXHHOJIOHHTE.

CTeneHTa Ha PE3UCTEHTHOCT KbM METHLIMIIHH € 0KoI0 20 no 50% npH BCHYKH BUAOBE
CTAQHIOKOKH H OOHKHOBEHO € MO-BUMCOKA NPH BbTPeOONHUYHH H301aTH.

5.2 ®MapMaKOKMHETHYHH CBOHCTBA

Abcopbyus

Cnep nepopailHo NpHIOKEHUE Ha ¢AMHHYHM A03u oT 250 mg, 500 mg u 750 mg uunpodaokcauuH
TabneTku, LunpodguiokcalyH ce abcopbupa ObpP30 U EKCTEH3HBHO, OCHOBHO OT TBHKHTE YEPBa, KATO
AOCTHra MakCHMaJjlHa CEpyMHa KOHUEHTpaus 1-2 yaca mo-KbCHO.

Envnuunmn aosu ot 100-750 mg poaar 1o 71030-3aBUCHMH MaKCHMAJIHY CEPYMHH KOHLIEHTPALIMK
(Cinax) Mexxay 0,56 1 3,7 mg / . CepyMHHTE KOHIIEHTpaLMH CE MOBHIIIABAT [POMOPLHOHAIHO C
yBe/IHYaBaHeTO Ha Ao3u go 1000 mg.

AbconrOTHATA OHOHATHYHOCT e okono 70-80%.

500 mg nepopanHa noza, 1aBaHa Ha Bcexd 12 yaca BOAM 10 EKBUBAJIEHTHA IUIOLL N0 KPHBATA
cepyMHara koHueHTpauHa-speme (AUC) Ha Tasu, noay4veHa upes HHTpaBeHo3Ha HHPY3ua oT 400 mg
LHNPOQIOKCatUH aaeHH 3a 60 MHHYTH Ha BcekH 12 yaca.

Paznpedenenue

Cebp3BaHeTO Ha uUnpodaokcald ¢ MpoTeHHu ¢ HHCko (20-30%). Llunpoduokcaluy npyuchCTea B
riasMaTa A0 rojsMa CTeneH B HeHOoHH3MpaHa hopma u uMma rosisaM obeM Ha paznpenenenue 2/3 I/kg.
[lurnipodnokcaliH 40CTHrA BUCOKM KOHLEHTPALME B Pa2IHYHH THKAHH, KATO Harpumep Senus apob
(enuTesIHATA TEUHOCT, ATBEONAPHHTE MaKpodary, GHONCHYHA ThKaH), CHHYCHTE, Bb3NATCHH JE3HU
(KaHTApHIHA MEXYPHA TEYHOCT), KAKTO M YPOr€HHUTAJIHUA TPAKT (YPHHA, IPOCTATa, SHAOMETPHYM ),
KbIETO OOLIATA KOHLIEHTPALIMA MPEBHILABa TA3H, JOCTHIHATA B TUIA3MATA.

buompanciopmayis
HHckH KOHUEHTpALMK HA YeTHPH MeTa0oIHTa ca OUNH CHOOLIEHH U ca OnnH HﬂeHTHd)HLudp&HH KaTo:
aeseTuneHeunnpogaokcaund (M 1), cyndormnpoduiokcaunn (M 2), okcounnpoduiokca auy
popmunumunpoduokcaumd (M 4). MeTaboIMTHTE NOKA3BAT if-Vilro aHTUMUAKPOOHA agtBN
10-HHCKA CTEMNEH, OTKOAKOTO Ta3H HA U3XOJHOTO CheIUHEHHE.

JHae ce, 4e UMMpoQIOKcaUHH ¢ ymepeH MHXHOHTOp Ha CYP 450 1A2 w3oeH3uMHA

Eaumunupane
[lunpodnokcaumy 10 roasma cTeneH e eKCKpPeTHpa B HEIIPOMEHEH BH, upe3 OhOR
MO-MaJjika CTeneH upes geueca. CepyMHHAT eIMMHHALIMOHEH NOJIYXHBOT NPH HHIANRY
0bOpeuHa PyHkuMg e npubnuzurenHo 4-7 yaca.




Exckpenns Ha unnpogaokcannn (% ot no3ara)

IlepopaiHo OIpPHIOKEHHE

Ypuua ¢penec
Llunpodnokcaiun 44,7 25,0
MeTtabonutn (M-My) 11,3 7.5

buOpeunnar impbHe e mexcay 180-300 mi/kg/h, a obwmaT inpbHe € mexay 480-600 ml/kg/h.
Liunpodnokcaunn ce noyara Ha ranoMepysiHa GUITpauus U TyGysHa cekpeums. TeXxKo HapylLueHaTa
Ou0Opeuna pynkung Boau 0 yaLIKEH NONTYXKMBOT Ha UMnpodaokcannH ao 12 gaca.

H3BbHOBLOpedHNS KITHPBHC HA LIMNIPOQIOKCALIHH CE VKM OCHOBHO HA AKTHBHATA TPAHC-
HHTECTHHAJIHA CCKPEUHA U MeTabonzbM. 1% OT Ao3aTa ce eKCcKpeTHpa upe3 *HIbHKaTa.
Llunpodnokcaivn ce HaMHpa B *THYKATA BbB BUCOKA KOHLCHTpAUMS.

Heduampuunu nayuenumu
DapMaKOKMHETHYHHTE IaHHH NPH NeIHATPHYHM ALMEHTH, ¢a OrPaHHYEHH.

B eqHo npoyusase npu aeua Crax 1 AUC He 3aBHCAT OT Bb3pacTTa (Haa eJHa roAMinHa Bu3pacT). He
¢ HabJIF0aBaHO 3HAYMTENHO NoBHILaBaHe HA Crax M AUC cnen MHorokpatno nosupate (10 mg/kg
TPHU ITETU JHEBHO).

Ilpu 10 neua ¢ Texek cencHe Crax € Oina 6,1 mg/l (amanaszona 4,6-8,3 mg/l) cnen 1-yacosa BeHosHa
HHQy3us Ha 10 mg/kg npu neua Ha Bu3pacT no-Maiiku or 1 roguHa B cpaBHenue ¢ 7,2 mg/l (or 4,7 -
11,8 mg/l) 3a ncua Ha Bb3pacT Mexay | v 5 roauiuna sp3pact. AUC croitHocTHTe ca GriH

17,4 mg*h/L (nunanaszon 11,8-32,0 mg*h/l) u 16,5 mg*h/l (muanazon 11,0-23,8 mg*h/]) B cbOTBETHHTE
Bb3PacTOBH I'PYIIH.

Te3H CTOHHOCTH Ca B rpaHHLMTE, OTYETEHH NPH BB3PACTHH B TEPANEBTHYHH 103H. Bb3 0CHOBa Ha
NOTNyNAUHOHHHS (PapMaKOKHHETHUCH aHAIH3 Ha MEHATPHUHH NALHEHTH ¢ PA3IHYHH HHQEKLIHH,
MpeAnoJaraéMuAT CPENICH MOJY>KUBOT NPH Aeuara e npubnuzurendo 4-5 yaca u OMOHANHMYHOCTTA HA
nepopanHara cycnensus sapupa ot S0 no 80%.

53 IIpenxiHHAYHE JaHHA 33 6€300ACHOCT

HeknuHHYHHTE NaHHK HE MOKa3BaT 0COGEHH PHCKOBE 3a XOpaTa Ha 6232 Ha KOHBEHUHOHATHHUTE
MPOYUYBAHHA 3a TOKCUYHOCT, MPH €THOKPATHO IPANaraHe, TOKCHYHOCT IIPH MHOTOKPaTHO
[MPHJIOKEHUE, KAHUCPOrEHEH NOTEHUMAI, WIIH PENMPOAYKTHBHA TOKCHYHOCT.

[lonobHO Ha pennua Ipyrd XHHOMIOHH, UHIPOQIOKCAHH € (POTOTOKCHYEH NPH #HBOTHH MPH
KNHHHYHO 3HAYUMM HHBA Ha eKcno3ulkd. JiaHHuTe 3a hoToMyTareHHoCT/POTOKApLIMHONEHHOCT
NMoKa3BaT c1abu HoToMyTareHHH WU GOTOTYMOPOreHHH €(PEKTH Ha LMIPOQIOKCALHMH B ONUTHUTE in-
vifro v Npy xUBOTHUTE. To3u edexT e 611 cpaBHUM ¢ TO3M HA APYrUTE FHPA3HH UHXHOHUTOPM.

Cmasna nonocumocm:
KakTo ce chobuiasa 3a Apyrure rupasHd HHXHOMTOPH, UHIPOQUIOKCALMH MPHYHHABA YBPEKIAHE HA
FOJICMHTC HOCSIIH CTABH NPY HEAOHOCEHH »XHUBOTHH. CTEIICHTA HA Y8PeXK/IaHe Ha XpYLIAia Bapupa B
3ABHCHMOCT OT Bb3pPAcTTa, BHAa 4 A034Ta; YPEXKAAHETO MOXKE A C& HAMAIH, Ype3 NIpeMaxBaHe Ha
HATOBApBaHETO Ha CTAaBHTE. [IpoyuBanusaTa ¢be 3penu KHBOTHH (IUTEXOBE, KYUETa) HE N3EHT
AOKA3aTe/CTBA 3a YBpEXKAaHe Ha Xpywsana. B enHo npoyueaHe npyd MIaan KydeTa rgk a0 ”Effdﬁ
LHITPOQIIOKCALIMH IPUUHHABA TEXKH CTABHH [IPOMEHH B TEPANECBTHUHH 103H, CIIE/
JICYEHHETO, KATO TE BCE OLIE Ce HADJIOOABAT H Clield 5 Mecela.

6. OAPMAIEBTHYHH JAHHHA

6.1 CnuebK HA NOMOUHATE BemecTBa



Japo va Tabnerkara:

Kpockapmenosa HaTpuii

CunuiueB AHOKCH, KOJOUIEH 6e3BOICH
MHUKpOKpHCTaNHA UETY103a

Harpues unmecten rnukonar (Tumn A)
[loeuaon K-25

Marxesmves cTeapar

PUIMOBO MOKPUTHE:
XHUIpoMeNno3a
[ponunenrnukon

Tank

Twutanor auoxcug (E171).

6.2 HecnEMecTHMOCTH

Henpuwioxumo

6.3 Cpok Ha roaHOCT

3 TOAMHH

6.4 Cpoensaanu ycjoBHS HA ChXPaHeHHE

To3u nexapcTBeH NPOIYKT HE M3UCKBA CIICLIHATHH YCJIOBUA HA ChXPaHeHHE.
6.5 BajaH chabpxkaHHe HA ONAKOBKATA

Al/PVC-PVDC 6nucrepn.

Liunpuuon 250 mg dunmupanu tabnerku
Kytus ¢ 10 punmupanu Tabaetku (1 6nucrep ¢ 10 hpunmupann TabneTkn).

Lunpuron 500 mg dunmupann TabneTku
KyTtus ¢ 10 ¢unmupanu tabaerku (1 6aucrep ¢ 10 punmupany tabaetks).

6.6 CrenHajJHA NpeANA3IHA MEPKH NPH H3XBLPJISHE

Hama crieliMaiHH H3HCKBaHMAL.

7. INPHTEXATEJI HA PASPEINIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBenns

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

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

9. JAATA HA ITHPBO PABPEIMIABAHE/MOIHOBABAHE HA PA3PE|
YIIOTPEBA



Jlata Ha nepBO pazpeniaBane: 25.08.2000
JlaTa Ha nmocneaHo nogHoesasade: 20.06.2011

10. JATA HA AKTYAJ/IH3UPAHE HA TEKCTA




