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Kputned xapakmepucinuka Ha npodykma - Fpunoserue 1

1. IME HA JIEKAPCTBEHHA ITPO/IYKT

Hunposion 500 mg GuaMupanu TabaeTku
Ciprolon® 500 mg film-coated tablets

2, KAYECTBEH 1 KO/IMYECITBEH CbCTAB S

Beaka ¢uiamupaHa Tabserka [{uoposion 500 mg cpabpxka 582 mg IlunpodokcanmHOB
xuapoxuopuz, MoHoxuapar (Ciprofloxacin hydrochloride monohydrate), expuBanesTHH Ha
500 mg Hunpodaokcainn (Ciprofloxacin).

3a TWIHHA CIACHK Ha NOMOIHHUTE BellleCTBa, BUYKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dmwimupana Tabserka

4. KXIMHNAYHHA JAHHHA

4.1. TepanneBTHYHM IIOKA3AHHUA

duwimupanuTe Tabnerku LinnposioH 500 mg ca npegHa3HAYEHH 3a JIEUEHHE Ha CJACTHHTE
HHPEeKIHH (BXK. TOUKH 4.4 H 5.1). [Ipeau 3anmouBaHe Ha JeueHMETO TpsibBa /la ce OOBpHE
CIeqHAJIHO BHHMAHHE HA HAJHYHATA HHPOpMALMA 32 PE3HCTEHTHOCT KBbM
U podIoKcanH.

TpabBa ma ce mMma npeasn; OPHUHAIHOTO PHBKOBOACTBO 3a IOAXOAAIIO H3NOJI3BaHe Ha
aHTHOAKTEPHA/IHH CPE/ICTBA.

Bs3pacmnuu
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o HMHpeKnuu BHa JOJIHUTE AUXATETHH ObTHIIA ¢ 'paM-oTprLaTesIHH OaKTepuu

0DOCTpsAHE Ha XpOHHYHA OOCTPYKTHBHA Oesioipobra 6osecr
— OpoHXO-IyIMOHAIHE HH(EKIUHN NIPH KHCTO3HA GHOpO3a Win npH OpOHXHEKTAa3HA

bosecr

— ITHEBMOHHSA
e XPOHUYHO CYNYPATUBHO BH3NAJIEHHE HA CPETHOTO YXO

e Ocrpa ekzanepbanus Ha XPOHHYEH CHHYMT, OCODEHO aKO € TpuYuHEeHa oT [pam-
OTpHIIATE/IHH DaKTEpHH

o Hnadexkuun Ha NUKOYHUTE THTHINA

¢ T'OHOKOKOB ypeTpHT H IEPBHLIHT

o OpxHenHIRAHMHT, BKJIOUHTEHO CJIydad, IpHUYMHEHH OT Neisseria gonorrhoeae

e Bn3nanuresHo 3ab00J1ABaHe Ha TA30BHTE OPraHu, NpHYHHEHO OT Neisseria gonorrhoeae

e [IIpu mo-ropHHuTe HH(}pEKIHH HA TeHUTATHUA TPAKT, JOPH KOraTo ce 3Hae WIH € H3BeCTHO,
ye ca npuddHeHH oT Neisseria gonorrhoeae e 0cObBEHO BaXKHO Jia ce MOJYYH JIOKAJHA
nHPOpMaALUA 32 HAUIUYHETO Ha Pe3HCTEHTHOCT KbM LIUNPOQUIOKCAIIHH H [1a ¢e DOTBBPAU
YYBCTBHTETHOCTTA Bb3 OCHOBA Ha J1abopaTOpHO H3c/IeBaHe.

e Hudekunn Ha CTOMANTHO-YPEBHUA TPAKT (T.H. AMAPHA HA IIbTENIECTBEHUITHUTE)

¢ HuTpaabaoMuRasHH RHPEKIHHA o -v--f:-r:;:;-_f“

o HH(peknuu Ha KOXKaTa H MEKHTE ThKaHH, IPAYHHEHH OT I‘paqu-IpHHaTeJIHH ﬁamepml
e MaJIiTHEH BPHIIEH OTHT ;’;” v :- '%_i‘m,_,:

e Hudexnuu Ha KOCTHTE H CTABHTE IR

o Jleduenue Ha HHPEKIHHU IPH HALIHEHTH C HEYTPONIEHHA '
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e [Ipo¢mnakTrka Ha TAKNBA PH NALHEHTH C HEYTPOIECHHA
e IIpodmiaxkTHka Ha MHBA3HBHH HH(peKONH, NpHInHEeHH oT Neisseria meningitides
e HaxanaTtopeH aHTpakc (Ipo(pHIAKTHKA /€] EKCHO3HIHA U JICYCHHUE )

Jeua u woHowiu
e bporxo-nyiMoHanHHN HH(pEKIUH NpH KAcTO3HA (ubposa, mpHYHHeHHN OT Pseudomonas
aeruginosa

e Y(j0KHEHH HH(EKIIUH Ha THKOYHHUTE ITHTUIA U NHEJIOHeDPHT

e HuxanaropeH aHTpakc (mpodHIaKTHKA cJIe]l EKCOO3HINA ¥ JIedeHue )

[funpodokcaniH MoXKe [a ce H3NOA3Ba 3a JieueHHe Ha TeXKH HHQpEKIHH IpH /ena H
IOHOIIIH, KOraTO TOBa ce CIHUTA, Y€ € HeoOXoauMo.

Jleuenuero TpsabBa na ObAe 3alOYHATO CAMO OT JIEKAPH C ONHUT B JICdEHHETO Ha KHCTO3Ha
¢pubpo3a u/win TexXKKu HHPEKIMH IPH Jena | IOHOIH (BX. TOYKH 4.4 H 5.1).

4.2. [lo3upoBKa 1 HAYMH Ha yioTpeOa
Jlo3UpOBKaTa ce oONpeAeas OT NOKA3aHHMATA, TEXECTTa H MACTOTO HA HH(QEKIHATA,

YYBCTBHUTEJIHOCTTA Ha NOPHYHAHHTEA KbM LOHOPOQUIOKcAlHH, OBbOpeuHara ¢yHKIHA Ha
DanMeHTa M TEJIECHOTO TEIJIO PH Aella H I0HOIIH.

[TpOABIKATENHOCTTA HA JICIEHHETO 3aBHCH OT TeXKecTTa Ha 3aboJIABaHeTO, OT KJIMHHIHOTO
IpoTHYaHe U DAKTEpHOJIOTHYHOTO Pa3BUTHE.

JledenHneTo Ha HWHGEKNHHA, NPHYHHEHH OT onpeacneHun Oaxrepum (Hamp. Pseudomonas
aeruginosa, Acinetobacter wim Staphylococci) MoXe jAa H3HCKBA NO-BMCOKH [JO3H

MUOPOMJIOKCAIIHH H  €ZHOBPEMEHHOTO NPWIOKeHHe Ha  JPYTH  NOAXOAAIH
aHTHOAKTEPHA/IHH CPEACTBA.

JleueHHeTOo Ha HAKOH HHQpEKNHUH (HAIp. Bb3HAIATENHO 3a0o0JiiBaHe HA TA30BHTE OPraHH,
HHTpaaOAOMUHAIHN HHPEKIHHA, THPEKIHUH NPH HEYTPOIIEHHYHH [TallHeHTH H NH(PEKIUH Ha
KOCTHTE H CTaBHTE) MOK€ /la H3NCKBA €AHOBPEMEHHO NpUJIaraHe Ha APYTH IOAXOIAIIH
aHTHOAKTEpHAIHE CPEACTBA B 3ABUCHMOCT OT CHOTBETHHTE NNaTONeHH.

Bws3pacmnu
INHoxazanun iaeBHa 032 B O6ma
mg NPOXB/IKHTC/IHOCT
Ha JIeyeHHe
(DOTEHHUATHO
BRKAIOYBAIIO
HATAJTHO
IapEeHTEPAIHO
JeYeHHE C
aMIpodUIOKCAIIMH)
500 mg ABa
Hudexnun HA AOMHUTE JUXATETHA IIFTHHIA ITBTH HEBHO J10 710 14 [HHA
750 Iﬂg ABd “..,,,h:m...”._ '..ﬁ-fx
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IHoxazaHUA /IHeBHA AO3A B O0ma
mg NPOABIKHTESTHOCT
HA JeYeHHe
(DoTEeHIIHAIHO
BRIIOYBANTO
HAYATHO
napeHTePaIHo
JIeYeHHE C
NAAPOgVIOKCAIIHH )
500 mg ABa
Nudexknuy Ha TOPHATE OcTtpo 000oCTpsAHE HA | ITHTH AHEBHO JIO 7 10 14 HY
AHUXATEIHHA IIbTHINA XPOHHYEH CHHYHUT 750 Mg aBa
I'ETH NHEBHO
XPOHHYHO 500 mg ABa
ATHBHO I'bTH AHEBHO 10
CyIiiyp AH it 7 10 14 JIHH
BB30ANIEHHE HA 750 mg ABa
CPEAHOTO YXO ITHTH JTHEBHO
MaJuraeH BLHINIEH
750 Mg Ba
oTHT (B 3aBHCHMOCT ITHTH IHEBHO 28 nHH 10 3 Mecena
OT TeKecTTa)
NH}pexnuu Ha MUKOYHHTE HeycroxHeH OHUCTHT 250 mg /ABa
I'ETHINA I'bTH AHEBHO 0
500 mg ABa 3 AHM
IrbTH AHEBHO

IIpu xxeHH B mpeMeHONAay3a MOXKe a ce
H3I10Ji3Ba 500 mg €IHOKPaTHa 103a

Yca0KHeH IHCTHT,

500 mg ABa
H
HCYCIOKHCH ITbTH AHEBHO 7 AH
nHueJoHe(ppAT
MHHHMYM 10 JTHH,
500 mg /Ba MOXKe xa Opae
YCIOXKHEH ITETHA JHEBHO KO IIPOXBDKEHO 1O
OTHeJIOHEe(PPHUT 750 mg aBa [I0BeYe OT 21 ITHU B
ITbTH AHEBHO OnOpeZieJICHH CIydan
(mamnp. aberecn)
00 a
IIpocraTUT 750 Mg (ocTvp) MO 4 MO 6
ABd ceiMH OHHUIEeH
ITHTH JHEBHO ma (Xp )
T
T'OHOKOKOB YPETPHT H 500 Ing Kato 1 fieH (eAHOKpaTHA
Hudexkunn Ha reHUTATHHAA TPaKT eIHOKpaTHa 11033)
[IEEPBHITAT 1032
OpxuenupANMHT H 500 mg iBa - f%"“:?jﬁ
Bb3NAJIUTEJIHHA IO'bTH ZHEBHO/AQ- [+ e PSRN
& HAA-MAAKO014 THHA
3a00/1IBaHUA HA 750 Mg JBA =7 4 7 S \%?
Ta30BHTE OPTaHH ITBTH AHERHG [ |40 0 o0 & 3
ITJ"IH, rL:.:a .‘LH' E 1 F
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INoxazanuna THeBHA RO3a B O6ma
mg NPOAB/DKHTEIHOCT
Ha JICACHHC
(noTeHIAANHO
BRAIOUBANO
HAYAIHO
NAPpEeHTEPAJIHO
JIeUeHHEe C
RO podIOKCAITHH )
Hudexmuua Ha cTOMAIIHO- JAmapusa, DpuIHHEeHa
YpEBHUA TPAKT H oT, BKJ1. Shigella spp.,
MHTPaabAOMUHAIHA WHOEKIHH | payadHH or Shigella 500 mg xBa
dysenteria THO 1 ¥ 1 AeH
ITETH AHEBHO
EMITAPAYHO JieUeHHe
HA fUapUA HA
ITETEINECTBEHAITHTE
Huapys, IpuYuHEeHa
or Shigella [[5: T‘;lf;ﬁ;?{ao 5 JHH
dysenteriae Tan 1
Huapusa, mpAYUHEHA 500 mg ABa —
ot Vibrio cholerae I'bTH AHEBHO
Trdomana Tpecka 500 g ABa —
I'bTH JTHEBHO
NuaTpaabaoMuHanHA 500 mg ABa
AH(DEKITHH,
ITBTH AHEBHO A0
NIpUYHHEHH OT ['pam- 5 A0 14 AHHU
HIATETHH 750 Mg /iba
orp I'bTH JHEBHO
bakTepnau
500 mg ABa
I'TH JTHEBHO A0
KHTE ThbKaHH 01
Hapexnusa Ha KOXKaTa 1 M€ 750 mg /iBa 7 10 14 OIHH
I'bTH THEBHO
500 mg fiBa
ITBTH JTHEBHO 10 MaKCHMAaJIHO 3
NH(pekau Ha KOCTUTE B CTABHTE 750 mg /Ba Mecemna
II'bTH JIHEBHO
ﬂeﬁﬂﬂe Eanglf;ll’]eml? H’Hg Tsﬁag;}?max;r;m e 500mgasa | Jledennero TpaGBa Aa
HHPEHIH aleHTH €yTpONIeHUA
I'bTH JHEBHO 10 NPOHIDKM IIpe3
Hnnpo@noxcaung TpabGBa Aa ce KOMOMHKpa ¢ APYTH e 750 mg J1Ba eJHs TIepHOJ] Ha
DOAXOAAINH aHTHOAKTEPHAJIHH CPEACTBA B CHOTBETCTB ITHTH JHEBHO HEyTPONICHAATA
O(pUIIHATIHOTO PBKOBOJICTBO.
. 00 Mg KaTo
[Ipopmnakruka Ha HHBa3UBHM MH(peKkINH ¢ Netsseria i ,I[H(I;Ic%ama 1 ieH (eAHOKpaTHA
T, N
meningitidis 1033 A03a)
HMuxanaropeH aHTpaxc — 32 BTOPHYHA TPOPUIAKTHKA
cJIeJ] EKCIIO3HOUA, KAKTO H 3a JICYEHHE Ha JIANa, KOUTO P 6&@\&1{& W) (i
MOTAT Ja Cce JIEKyBaT Ype3 HepopaIHO IIPHJIOKEHHE, 500 mg ABA."" .k wam. BaHE HA
KOraTo € KJIMHHYHO NokazaHo. IIpmwiaragero Ha ITHTH nnegﬁgﬁ:; glcﬁﬂdwh;ﬂﬂ Ha
JIEKAPCTBOTO TpAOBa a 3an0YHEe ,KOJKOTO € Bb3MOKHO

IIO-CKOPO CAAE/ IONO03HPAR WIH HOTBbhPACH KOHTAKT.




ﬂgga U WWOHOLLU

IToxazaHnua /IlHeBna no3a B O0ma
mg OPOABIKMTEHOCT
Ha JEUCHUE
(moreHMBEAIHO
BEAINOYBAINTO
HAYAJITHO
nNapeHTePAIHO
JAENEHHE C
NUIPOQIOKCATIHH)
20 mg/kg
TeJIECHO TerJio
IBa ITETH
Kucrosna ¢pubposa JTHEBHO JI0 10 710 14 JHH
MaKCHAMYM 750
mg Ha 7034
10 mg/kg
TEJICCHO TETJIO
IBA I'BTH
IXHEBHO A0 20
YeanoxkueHH HHPEKNHH Ha MUKOYHUTE ITBTHINA U meg/kg TesecHo 10 710 21 HH
MHeNORepPHT Teryio iBa I'bTH
JTHEBHO 0
MaKCHMYM 750
Ing Ha 03a
10 mg/kg
TeJIeCHO TerJio
HuxanaTopeH aHTpaKC — 3a BTOPHMYHA ITPOPHIAKTHKA —
cJIell eKCHO3HIHNA, KaKTO H 3a JIeyeHue Ha JTH1a, KOUTO JHEBHO 0 15 60 neHa cien
MOTAT Jia ce JIEKYBaT Ype3 [IePOPATHO IPHJIOKEHHE, mg/kg TesecHo IOTBBPK/IaBaHe Ha
KOTraTo € KJIMHUYHO MMoKas3aHo. IIpuiaragero Ha TeIIO BA ITHTH eKCIO3UITHA Ha
JIEKApCTBOTO TPAGBA J1a 3alI09HE KOJIKOTO € Bb3MOXHO II0- THEBHO 110 Bacillus anthracis
CKODO CJIef [IOI03MPaH WM NOTBbPAECH KOHTAKT. MAKCHMYM 500
mg Ha 4034
20 mg/kg
TEJIECHO TEr/10
IBa ITHTH B 3aBHCHUMOCT OT
ApyrH TeKKH HHQEKIHH THEBHO J10 BHIA Ha HH(pEKIUHTE
MaKCHMYM 750
mg Ha Ao3a

Il'epugmpurHu nayueHmu

lepuaTpHYHHMTE NAallMeHTH TpsiOBa Aa MoJiyyaBaT A03a, NoAOpaHa cropes, TeXeCTTa Ha

HH(PEKIHUATA 1 KPEATHHAHOBUSA KJIMPBHHC HA AllHEHTa.

Bu6peuno u uepnodpobHo yepedcoare

[TpenopbydTe/HH HAaYaJHH U TOAABPXKAINA [03H HPH HANMEHTH c Hap miena Obh)

QyHKIHA:
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Cepymen
KpeaTHHHHOB KINDPBHC - Ilepopanna go3a
[mL/min/ 1,73m2]
/min/ 1,73 [Ium ol/L] [mg]
> 60 <124 Brxre obuvaiinmTe no3n
30 — 60 124 no 168 250 — 500 mg Ha Bcexku 12 h
<30 > 169 250 — 500 mg Ha BCeKH 24 h
250 — 500 mg Ha BCEKH 24 h
ITarmnenTH Ha XeMoOAMAIH3A > 169 AN
[TanyuenTH HA TEpHTOHEATHA > 160 250 — 500 mg Ha BeekH 24 h

IAAJIN3a

%

He ce Hajiara KOpHIMpaHe Ha [03aTa OPH MAMEHTH C HapylleHa 9epHOAPO6Ha DYHKIHSL.

Hama mpoyyBaHus 3a Npuiarane IpH Aena ¢ yBpeleHa Gp6pedna u/miw YepHOApOOHA
byHKINN.

Havun na npunoxcerue

TabsetkuTe Tps6GBa Aa ce rHITAT ¢ TEYHOCT Ge3 Aa ce rpBYAT. MoraT Aa ce npueMar ¢ Wi Oes
XpaHa. AKO ce MpHEeMaT Ha [Ipa3eH CTOMaXx, pe3opOIMATa Ha aKTHBHOTO BEIECTBO CTaBa IIO-
Obp30. Kanuar, ceAbpxKall ce B HOPMaJTHHTE XPaHH, HE NOBIHABA 3HAYHMO abcopbumuATa.

TabneTkure munpodokcatMH He TpAGBA Aa ce MpHEMAaT caMoO ¢ MJEYHH NpoAYKTH (Hamp.
NPACHO MJIAKO, KHCEJIO MJIAKO) WIH oforaTeHM Ha MWHEDPAIH IJIOAOBH COKOBe (Hamp.

oboraTeH Ha KaJIMMH HOPTOKAJIOB COK) (BXK. TOUKA 4.5).

[1pH TeX<Ku c/Iy4ad WIH OPH HEF3MOXKHOCT Ha MAIHEHTA /1a NOrThina TabyieTky (Hanp. npw

NanHeHTH Ha €HTEpPaJHO XpaHeHe) ce MNpenmopbhbuYBa TepalUATa Aa Obje 3amoyHaTa
WHTpaBeHO3HA ¢opMa Ha Llunpodokcanun Xukma. Ciieli HHTPaBEHO3HOTO NPWIOKEHHE,
JIEYEHHETO MOXKe Ia MPOAB/IKHA IEPOPAIHO.

4.3. IIporTMBOIOKA3AHUA
¢ (CBpPBXYyBCTBHTE/IHOCT KbM aKTHBHOTO BELIECTBO, KbM APYTH XHHOJOHH HIH KBbM HIAKOE
OT DIOMOIIHUTE BelllecTBa (BXK. TO9KA 6.1).

 ENHOBpeMEHHO NpHlaraHe Ha HHIPOQUIOKCAUH U TH3aHUAMH (BXK. TOYKA 4.5).

4.4. Ciennainy NpeAynpe:KAeHUA H NPeANa3sHu MepKH IpH ynoTpeda
Texcxu underxyuu u cmecenu ungeryuu ¢ I'pam-noaoxcurmenny u aHaepobHU namozenu

Hunpodoiokcanun He € NOAXOMALL 32 JiedeHNe HA TEXKKH MHMEKIHM U HHOEKIHH, KOUTO
Ouxa MorJIH fa ce AWDKAT Ha ['paM-TIOJIOKHTENIHH WIH aHaepOoOHYU [AaTOTeHH. [Ipu nopobuu

HHpeKIuH uunpogpIoKcalMl TpAGBa Aa ce MpHIara €JHOBPEMEHHO C APYTH MOAXOAALIH
aHTHOaKTepHa/IHH CPEJICTBA.

Cmpenmoxoxosu undexyuu (exnovumento Cmpenmoxoxoea nHeeMoHUR )

[IunponoH He ce NpenopbryYBa 3a JIeYEHHE Ha CTPENTOKOKOBH HHGMEKIHH, MNOpaiu
HenocTaTb4Ha e(PHKaCHOCT.

L -

Hndexyuu na cenumanius mpaxm gy N

OpxHenuAHAMMHT U Bb3NTHTENHO 3a60/1ABaHe Ha TAB0BATE OPIATHE MOIAT Jia C6 [DHUMHSAT
OT uIyOpOXHHOJIOH-pe3ncTeHTHA Neisseria gonorrhoeae. Ilunpodnokcanus Tpabha na ce
NpWiara eAHOBPEMEHHO ¢ JPYTO NOAXOAAIIO AaHTHOAKTEPHATHO CTBO, OCBEH AKO MOXKe
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Aa ce U3KJII04H NHITPogUIOKcauMH-pe3ncTeHTHA Neisseria gonorrhoeae. AKo He ce IOCTUTHe
KINHHYIHO NOAOCOpeHNe ciie/] 3-IHEBHO JIeUeHNE, TEPAITHATA TpabBa fa ce npeoneHM.

Hnmpa-abdomunarmu undexyuu

Mma orpaHHYeHH JaHHU 3a e(HKACHOCTTA Ha OHOPO(IOKCAUNH PH JICYeHHETO HAa
NOCTXUDYPTrHYHH HHTPa-aOfOMHHATHE HH(DEKIIN.

ﬂH{IQUH HQ nermewecinecHulume

Ilpn u3bopa Ha uunpogiokcamuH TpaAGBa Nla ce HMa NPELBH HHPOpMAIIMATA 3a
PE3HCTEHTHOCTTAa KbM IANPOGIOKCAIIWH HA CHOTBETHHTE IIaTOI€HH B IIOCETEHHTE CTPAHH.

Hudexyuu Ha xocmume u cmaeume

[TunpoduiokcauuH TpabBa Aa ce H3NOI3BA B KOMGHHALHA C APYyTH aHTHMHUKPOOHH cpe/icTBa
B 3aBHCHMOCT OT Pe3yJATaTHTe OT MUKPOOHOJIOTHYHHATE U3CIIEBAHHUA.

Huxanramopen aumpaxc

M3nos3BaHeTO OpH XOpa ce OCHOBaBa Ha AAaHHATE 3a YYBCTBHTE&JIHOCTTA in-vitro wu
€KCICPAMEHTAIHE [AaHHH TNpPH JKHBOTHH 33€ZHO C OrPaHHYEHH JIaHHH IPH XOpa.
JlexyBamure sekapH Tpabsa na ce cboOpasAT ¢ HAUMOHAIHHTE H/WIH MEKIYHAPOIHH
KOHCEHCYCHH AOKYMEHTH [0 OTHOHIEHHE Ha JIEYCHHETO Ha aHTPAKC.

Zeua u wonowu

IIpu ymorpebara Ha HUNPOGIOKCALMH IPH Aena W I0HONH TpAGBa Aa CrHa3Ba HATAYHOTO
OQHUIOHAIHO PBHKOBOACTBO. JledeHneTo ¢ munpodiokcamuH TpsAOBa fa ce 3amo4Ba caMo OT
JI€KapH, KOWTO HMAT OIUT IIPH JIeYeHHe Ha KHCTO3Ha (PHOPO3a H/Miin TexKKH HHDEKIUH IIPH
Jella ! I0HOIIH.

YcraHOBEHO €, Y€ DHIIPOIOKCANlHH MPeAN3BHKBA apTPOATHA HA HOCEIHTE TejlecHaTa Maca
CTaBH IIPH HE3DEJIH )KUBOTHHU. /laHHHTE 3a 6€30IIaCHOCT OT PaHAOMM3IHPAHO, ABOHHO-CISAIIO
Npoy4BaHe 3a NpHIaraHeTo Ha HHNPOQUIOKCALMH NpH Aena (rpyna Ha [MOpodUIOKCALAH: N=
335, cpeAHa Bb3pacT = 6,3 rOAWHH; KOHTPOJIHA Ipyna: n = 349, CpeAHa Bb3pacT = 6,2
FOZIUHH; Bb3PACTOB IHANIA30H = 1 10 17 FOIMHM) NOKa3BaT YeCTOTa Ha BEPOATHO CBbP3aHa C
JIeKapcTBOTO apTponaTa (ycTaHoBeHa Ha 6asa KJIMHAYHH CHMIITOMH H OIUIAKBAaHHS,
CBBHP3aHHU CBC CTABHTE) JI0 JIeH +42 OT 7,2 % H 4,6 %. ChOTBETHO UecTOoTaTa Ha CBBp3aHaTa ¢
JIEKapCTBOTO apTPONaTHA CJiell €NHOTOAHWIIHO NpocieAABaHe € OuWna 9,0 % u 5,7 %.
YBeJINYEHHETO Ha YeCTOTaTa Ha BEPOATHO CBBbP3aHATa C JICKAPCTBOTO apTPOIIaTHA He Ce e
pa3/iH9gaBa CTaTHCTHIECKH 3HAYHMO MEKAY Ipynure. Jledennero TpaOBa Aa ce 3amodBa camo
CJlei BHHMAaTeJiHA OLEHKA Ha CHOTHOIICHHETO I0Ji3a/pHCK, TIOPaJii BEPOATHOCTTA OT
HeXKeJIaHH PeakUWH, CBBP3aHHU ChbC CTABHTE H/HWIH OKO/JIHUTE ThKaHH.

bponxonyamonanrnu ungexyuu npu xucmosna gubposa

B xwiIHHHYHATe Npoy4YBaHHA ca Omim o0XBaHATH Jella U IOHOIIM Ha BH3PACT MEXAY 5-17
roguHH. ChilleCTByBa MO-OrpaHH9eH ONMT IPH JEUYeHHETO Ha Jela HA Bb3PacT MEXAY 1 | 5
TO/THHH,

YenoxncHenu undexyuu Ha nUKOYHUMe nsmuwd u nueaonedpum

Jledenne ¢ uMnpodIokcanuH Npyd HHPEKIHN Ha MHKOYHATE IThTHIIA TpAGBa Aa ce OOMHCIIH,
KOraTo He MOXe Aa ce MPHJIOXKH JPYTO JiedeHHe u TpAGBa Aa ce 6a3Hpa HA-PEBYATATHTE OT
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JIpyru TeXKH HHQEKIHH CBHIJIACHO OPHIHAIHOTO PBHKOBOACTBO WIH CJiefi BHAMATEIHO
OLIEHABAHE Ha CHOTHOIIEHHETO N0J3a/pPHACK, KOraTo He MOXKe Jia ce H3II0JI3Ba APYro JIedeHHe
WIM i€l HeycleX Ha KOHBEHIHOHAJIHATA Tepanus MW KOraro pesysJaraTture OT
MHKPOOHOJIOTHIHHTE H3CJI€ABAHHA NOAKPENAT H3MN0J3BaHETO Ha UUIOPO¢UIOKCAIUH.
M3mon3BaHeTo Ha IHNPOGUIOKCALMH NPH ONpPENeeHH TeKKH HH(EKHWW, Pa3/IHdHH OT
oTOe/IsI3aHHTE NO-TOPE HE € OHEHEHO B KIHWHWYHH NPOYYBAHUASA U KIMHHYHHMAT ONHUT €
orpadmryeH. 10 Ta3n mpUYrHa ce IpenopbYBa NOBHIIEHO BHUMaHHe IIPH JiedeHHe Ha TAKHBa
MalMeHTH.

CepoxyiyscmeumenHocm

CBPBbXYYBCTBHTEJIHOCT H a&NIepPrHYHE peakOHH, BKIIOYHTEIHO aHapHIakcHA H
aHadMIAKTOHAHH pPeakll MOTaT Ja ce HOSBAT cJiefi eHOKpaTHA Z03a (BXK. TOUKa 4.8) u
MOTaT 7Aa ca >XmBoTozacTpamaBamu. IIpH nosiBa Ha TakaBa peakuus LBIOPOGUIOKCALHH
TpsAOBa Jla ce IpeKpaTH H € HeobXOAUMO aZIeKBaTHO MEIHITAHCKO JIEYEHHE.

Mycxyano-cxkeaemsama cucmema

[To mpasusio UnpodIoKcaliid He TpaAOGBa Ja ce MpHiara NpH NaljHEHTH ¢ aHAMHECTHYHHA
MAaHHA 3a 3a0o/sBaHHA/HAPYIIEHHA Ha CYXOXXWIMATA, CBbp3aHH C JiedeHHe C XHHOJIOHH.
Bonpekn ToOBa IOPH MHOIO peAKH CJIydaH CJie[i MHKpOOHOJIOFHYHO [AOKa3BaHe Ha
€THOJIOTMIHAA NPHYMHHTE/I M NpEeneHKa Ha CHhOTHOIIEHHETO II0Ji3a/PHCK € BB3MOXHO
NpeANHACBaHeTO Ha IMIPOGUIOKCAIIMH HA TaKHBa MAllHCHTH 3a JieYeHHe Ha OIpefieIeHH
TeKKM WHGQEKIHH, 0cOOEHO B CydaWTe Ha HEyCIeXx Ha cCTaHAapTHaTa Tepanus HIH
faKTepHAIHA PE3UCTEHTHOCT, KOTATO MHKPOOHOJIOTHYHATE JJAHHY IIOAKPEIAT H3NO0/I3BAHETO

Ha ANPOQIIOKCAIIHH.

TeHZUHAT WIH pa3sKhCBaHe Ha CyXOXmwiHe (0co6eHO AXHIIECOBOTO CYyXOXKHJIHE), MOHAKOra
BYCTPAHHO MOX€E 4 Ce Pa3BHe MpH IIpHIaraHe Ha UNPodUIOKCaNKH, olle cJief ITbpBHUTe 48
yaca Ha JiedeHHe. PHCKBT 3a NAaTOJIOTHYHO 3acAraHe Ha CYXOXIIHATA MOXe Aa € IIO-BHCOK
IpH NAOHEHTH B CTapyecKa PBb3pacT WIM IPH DAlHEHTH, €AHOBPEMEHHO JIEKyBaHH C
xopTHKOCTepoHAH (BX. Touka 4.8). JleuemHMero ¢ nmnpoduiokcauuH TpAGBa Aa ObAe
[peyCTAHOBEHO TPH BCEKH CHMOTOM Ha TeHAWHHT (Hamp. Gojie3HEH OTOK, BBH3MAICHHE).
TpabBa Aa ce OCHTYPH MOKOM Ha 3acerHaTHs KpaHHHMK. [lunpoduiokcaumH TpsabBa pa ce
M3IOJI3Ba C MOBHIIEHO BHHMAaHHe IIPH NallAeHTH ¢ MAACTeHHA rpaBHC (BXK. TOYKA 4.8).

domovyecmsumesHocm

VeraHoBeHO e, uye [HIpo¢uIOKCaMH NPHYMHABA PEakiHH Ha (HOTOUYYBCTBHTENHOCT.
[lanHeHTHTE, KOUTO IpUeMaT IHIpodUIoKcalMH TpA6Ba Aa 6bAaT IOChbBETBAHM /la U30ArBAT
JMPEKTHO H3JIaTaHe Ha CAJIHA CTbHYEBA CBETJIMHA, KAKTO H Ha Y/ITPABHOJIETOBO OO/IbYBaHe

110 BpeMe Ha JiedeHHeTo (BXK. TO9Ka 4.8).

QEHmQMHﬂ HepaHA CUCTeEMA

H3BecTHO e, 4e XAHOJIOHATE NMPOBOKHpAT IbpUYOBEe WIH NOHMJKABAT Mpara 3a IOABa Ha
repuoBe. 1{unpodiokcannul TpaAGBa Z1a ce H31I0J13Ba ¢ NOBUNIEHO BHUMaHHE NPH NAHEHTH C
napymeHnsa Ha [JHC, kOMTO €BEeHTYaJIHO ca NMpeApasloio’KeH: KbM I'bpuoBe. JleueHnero ¢
nupoduiokcanuH TpAGBa Aa GbAe NMpeycTaHOBeHO M He3abaBHO TpsAOBa Jia ce NOTHPCH
KOHCYJITALIMA C JieKap IpH NOsABa HAa rbpuoBe (BK. Todka 4.8). Bp3MoxHa e nospaTa Ha
ICHXWYHH peakld e[, MbPBOTO NpWIaraHe Ha NMOPOQJIOKCAlMH. B--pe/JKu ciaydaH e
BB3MOYKHO JIEIPECHATA WM IICAX03aTa Jia MPOTPECHPaT /I0 CaMO3aCTpallapaif) ToBeeHHE.
B Te3H cyIydaH JIEUEHHUETO ¢ HAIPOGUIOKCcallHE TpsibBa Aa ce npexpa:@;:fj_;-j “‘ RN
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CeTHBHH HapylleHHs WIH MYCKYJIHAa cJ1abocT, CaMOCTOATENHQ! A/IH B KOMOHHANMA) ca

'
. - oL T . i 5 .
\\ - 5, Lo T
5 gy S - - LS
W, LI - . L '
. / . B - .
T Ay T . .o
B = L T - P
. m ..
R I - - - rl'
- T p s -
PR k r r
S > o
At ' L] I



JOKJIAZIBAHH TIpH MAaUWeHTH, TNoaydaBam nunpoduokcanud. IIpunaraHero Ha
DUIpOJJIOKCAalMH TpaAbBa /la ce NpeKpaTH NpH NALMEHTH ChC CHMITOMH Ha HEBpPONATHA,
BKAOUYBamia 60sika, mapeHe, NapecTe3duH, H3TPhIIBaHe H/WIH ¢1aboCT 3a a ce MpeAoTBpaTH
pa3sBHTHE HA HeOOPATHMO ChCTOAHHAE(BAK. TOYKA 4.8).

Copdeunu HapyuieHus

THH KaTo HROPOPJIOKCAIIHH € CBHP3aH ChC CJIydaH Ha yabpkaBaHe Ha QT wHrepBasa (BXK.
Touka 4.8), TpaGBa na ce mprjara BHAMATeJHO NPH JiedeHHe Ha HAlUeHTH C PHUCK OT
apuTMusa T torsades de pointes.

CmomauwHo-YpesHa cucmema

[TosgBaTa Ha Te)XKa M NMEPCHCTHpAILA AXMAPHA 110 BpeMe WIH ¢Jie]] JIedeHHeTO (BKIIOYHTEHO
0 HAKOJIKO CEOMHIH cJie[l JIEYeHHEeTO) MOXe Ja MOKa3Ba KOJIUT, CBbP3aH ¢ aHTHOMOTHK
(3kMBOTO3aCTpallABaIIO ChCTOAHHE C BB3MOXeEH daTajieH u3x0Z), KOWTO Hajlara He3abaBHO
sedenne (BXK. Touxka 4.8). IIpy TakwBa CIydaH JIEYEHHETO C IHIPoQIokcamuH TpAOGBa
He3a0aBHO 72 OBbjle mMpekpaTeHO H Ja ce 3amovHe moAxoAasma Tepanua. Ilpuwiaaranero Ha
AHTHIIEPUCTAITAIHH JIEKAPCTBa € MIPOTHBONOKA3aHO B TAKHBA CJIyJaH.

bwvbpeuna u nukouna cucmemda

HNMma choOmeHHA 3a KPHCTAJNYPHS, CBbpP3aHa C H3MOJI3BaHETO Ha HHANPOQJIOKCAHH (BXK.
Touka 4.8). INanumentHre, noAydYaBammu nuOpoduiokcanuH, Tpsab6Ba pa Owppgar Aobpe
XHApATHPAHH H TPAOBa Aa ce U30sArBa NpeKaeHO AIKAJIH3HpaHe Ha YpHHATA.

XenamobuauapHa cucmema

Uma chobmeHus 3a coaydal Ha 4dYepHOAPOOHa HEKpo3a H KMBOTO3acTpallaBsalla
yepHOZPOOHA HENOCTATHYHOCT NPH JiedeHHe ¢ DHNpodyokcanuH (BK. Todka 4.8).
Jleyennero TpsibBa Aa ObAe NPEeKpaTeHO NPH MOABa Ha KaKBHTO H fa Owyo Genesw u
CUMIOTOMH Ha 4epHOAPOOHO 3abosisBaHe (KaTo aHOpEKCH:A, HKTEP, ThbMHA YpHHATa, ChpOex
WM OOJIE3HEHOCT Ha KopeMa).

Heduyum mna 2m0x030-6-docham dexuodpozenasa

CpoOIaBaHH Ca XEMOJUTHYHH pPeaknuHd NpPH OpWIAraHeTO0 Ha HUOPOGUIOKCAUHH IIPH

nanueHTH ¢ AePUIHT Ha DIoK030-6-¢hocar aexuaporenasa. llunpoduiokcanus TpsadBa aa
ce H30ATBa IPH TE3H MALNMEHTH, OCBEH 4KO MOTEHIHAIHATA T0JI3a HPEBHINABA Bb3MOXKHHA

pHCK. B To3M ciyuaidl nmoTeHIHMATHATa IOsABa HA XEMOJIMTHYHA peakums TpAaOBa Aa ce
MOHHUTOPUPA.

PeaucmenmuHocm

[To BpeMe WIH cJie/l Kypca Ha JieueHHe ¢ THIPOo¢IOKCAIIHH MOXKE Zia Ce H30JIHpaT OaKTepHH,
KOHTO MOKA3BaT PE3HCTEHTHOCT KbM IHNPOQUIOKCAIHH ChC WIH 0e3 KIMHWYHO H3ABEHA
cynepundexnua. Moxe na #mMa Oco0eH PHCK OT pasBHTHE Ha IHIIPOQJIOKCAIIMH-
pe3UcCTeHTHH GaxkTepHH OpH yAWDKaBaHe Ha BPEMETO HA JICYEHHE M KOraTo ce JICKyBar
HO30KOMHAJIHE HH(pEeKNHH H/Wwin #nHEPEKIHuH, OpAYdHEeHH oTr Staphylococcus #
Pseudomonas.

Lumoxpom P450 o
[{napodnokcanuH uExuOHpa CYP1A2 H 110 TO3H HAYHH MOXKe gg/;ianeng ﬁd gﬁa\gmanane Ha
CepYMHHMTE KOHIIEHTpAllM¥ Ha €JHOBPDEMEHHO NPUJIaTaHH /BEilleCt mm:q CBLUIO Ce
MeTaOH/IH3UPAT OT TO3H €H3HuM (Hamp. TeodH/IHH, KJ103anHﬁ Pﬂﬂﬁﬂﬂpﬂm,l @ﬂ.ssanmﬂ)
EnHOBpeMEHHOTO NpWIaraHe Ha MENPOPJIOKCAIIHH H TH3aH ‘_r . APOTHRI nﬂxﬁaaﬂo. 1o
Ta3® [NpUUINHA [ANUEHTHTE, [PHEMANId TaKWBa Bema,c'raa EJIHOBWEHHO c

nunpodiokcaut, Tpsa6Ba fa ObJAT BHUMATETHO MDHH'I‘OPH];)&H\H» ,aa I{JIIIHH‘IHH CHMIITOMH
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Ha MpeAio3HPaHe H MOXe Jja ce HAIOXKH Olpe/ie/iiHe Ha CEPyMHHUTE UM KOHUEHTpanuH (Hamp.
Ha TeOPHIHH) (BXK. TOUKA 4.5).

Memompexcam

He ce mpenopbuBa €AHOBPEMEHHOTO NpHJaraHe Ha UIPO(JIOKCAIIMH B MeToTpeKcaT (BiK.
TOYKa 4.5).

llosnuaeane Ha rabopamopru uscaedsanusn

AKTHBHOCTTA in vilro Ha uunpoduiokcanue cpeinry Mycobacterium tuberculosis moxe na
N0BeZie A0 (paJIIHBO OTPHIATENHH MHKPOOHOJIOTHYHH Pe3yJITATH Ha NMPOOH OT NallueHTH,
KOHTO IO HACTOSAIIEeM [IpHEMAT IIMIPOJIOKCAITHH.

4.5. BB aHMOAEHCTBHE € APYIrH JICKAPCTBEHH IPOAYKTM M ApyrM (oOpMH Ha
B3aMMOAEHCTBHE

Bausnue na dpyau aexapcmea 8spxy yunpo@AoKCayum:
Obpa3ysame HA XeAaMHU KOMNAEKCU

EnnospemMeHHOTO DpHiarase Ha HUIOPOGUIOKCAIHH (MEPOPATHO) M MHOTOBAJICHTHH KAaTHOH-
ChABPMKAIM JIEKADCTBA H MHHEPAJIHH J00aBKHM (HAUp. KaJIIMH, MArHe3Wd, aJyMHHMWH,
xKeJia30), poedar-cBbp3Balli NONUMEPH (HaNp. ceBesiamep), cykpandar WIH aHTHAIHAHHA
cpencrsa, CHIHO OydepupaHn sekapersa (Hanp. TaGneTkw AUZIAHO3HH), KOHTO ChIBPKAT
MarHe3nH, afyMHHHY WIH KUIIHH HamanasaTt abcopbuuara Ha runpoduiokcanul. [1o Tasn
IIPHYHHA THNIPOGJIOKCAIHH TPAOBa Jla ce puIara HiH 1-2 4aca IpeiH WIN MOHe 4 9aca ciel,
Te3H NPoAyKTH. ToBa orpaHHYEHHE HE Ce OTHACA 3a AHTHAIWAHH cpeicTBa OT rpynarta Ha H-
peuenTopHHATE OJI0KEPH.

XPAaHA U MAeMHU n@ymu

Kanuuar, ceabppikaiy ce B XpaHHTE, He NOBJIUABA 3HAYUMO abcopbuusarTa. Tpabea obaue fa ce
n30ArBa eHXOBPEMEHHHAT IIPUEM CaMO Ha MJIEYHH IPOAYKTH WIH o00oraTeHH Ha MHHepaJIu
HAATKY (HAmp. HpACHO MJISKO, KHCeJI0 MJIAKO, O0OraTeH Ha KadIMi IOPTOKAIOB COK)
3aelHO ¢ OUOPO(dJIOKCAIHH, 3aOTO Te MorarT Ja HaMmMaiaaT abcopbnusara Ha
HHUIPO}IOKCALIHH.

IIpobernuyud

[IpoGenunua nosmusBa 6OpbpedHaTa cekpenusa Ha ODHMIPOQUIOKCANHH. EXHOBpPEeMEHHOTO
npuirarade Ha npoGeHHMUMA W HUNPOGUIOKCAIIMH BOAHM A0 IOBHINABaHEe Ha CEepyMHaTa
KOHIIEHTpaLHA Ha MU PogIIOKCAIIMH.

Edexmu na yunpodgaoxecayur sspxuy opyau aexd éeHU n Kmu.
Tusanudun

TuzanuauH He TpabBa Jla ce MpWwiara €AHOBPEMEHHO ¢ DHIPpodJIoKkcauH (BXK. TOYKa 4.3).
[Ipn eaHO KIMHHYHO NpOy4YBaHe BBPXY 34PaBH HHAHBHAM € YCTAHOBEHO MOBHIIABAHE HA
cepyMHaTa KOHIEHTpALUA Ha TH3aHUJUH (moBHIIaBaHe Ha Cmax: 7 'BTH, HHTEPBAI: 4 A0 21
nIbTH; yBesimdyaBaHe Ha AUC: 10 obTH, HHTEpBas 6 70 24 OHTH) NPH €JHOBPEMEHHO
npmwiarage ¢ punpodgiokcanuH. IloBumienara cepyMHa I{OHueH'rpauHﬂ Ha TH3aHMJHH €
CBBHP3aHa ChC 3aCHJIEH XUNIOTEH3UBEH H CEIATHBEH €(deKT. T

Memompexcam R
BnOpeuHdaT TyOy/ZeH TPaHCIHOPT HA METOTPEKCaT Mpzke* ,ua Ghae.
eIHOBPEMEHHO TIPWJIaraHe Ha MUOPOGJIOKCAIHH, KOETO ummmnm Boim ,110 IOBHIIEHHA
/Ia3MEHH HHBA Ha METOTPEKCAT U TOBHIIEH PHCK OT ‘M ARIMH, CBBHP3aHH C
MeTOoTpeKcaT. ETHOBpeMEHHOTO H3MONA3BaHEe HE Ce npenopﬁiv@{m Tt:mca 4 4)
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Teoduaum

EnHOBpeMeHHOTO mnpwiaraHe Ha UHNpO¢UIOKCAallMH B TeOPHNAHH MOXE [a JoBene A0
HE)KeJIaHO IIOBHIIABaHe Ha CepyMHaTa KOHIEHTpanyAa Ha TeodwanH. ToBa Moxke Aa fosene
[0 HEXXEJIAaHH PeakIHH, CBbP3aHU C TEO(PHJIHH, KOHTO B PEAKH CJIYYaH € BBE3MOXKHO Jla C¢a
*KHBOTO3acTpamasamy wind paranuu. [lo Bpeme Ha eqHOBpeMeHHaTa ynorpeba cepyMHHTE
KOHIIEHTPAllUM Ha TeoprInHA TpAOBa Ja ce INpoBepABaT M aKO € HeoOXOAHUMO J03aTa /ia ce

peayuupa (BX. TOUKa 4.4).
/Ipyau xcaHmuHo8U NPou3600HU

[Tpu enHOBpeMEHHOTO TpHJAraHe Ha IUNPOPIOKCAIHH U KOPeHH WM NeHTOKCHGHWINH
(oxcunenTH(hWINH) HMa CHOOIIEHUsA 3a NOBHINEHW CEPYMHHM KOHIEHTPAUHH Ha TeE3H
KCAHTHHOBH IIPOU3BOIHH.

DeHumoun

EAHOBpEMEHHOTO HOpwWjiaraHe Ha LUOpodgUiokcaniuH W (eHHTOMH MOXe Ja AoBene Ao
NOBHINIEHU WIH TMOHKW)XEHH CEPYMHH HHBa Ha (PEHHTOHH, HOpPaZii KOETO C€ NMpemophuBa
MOHHTOpHpaHe Ha JICKapCTBEHHUTE HUBA.

1lepopaanu aumukoaa2yaaHmu

EXHOBpEMEHHOTO Opwiarafe Ha OHOPOQUIOKCAanHH ¢ BapdapHH MOXKe Aa AOBede [0
NOBHIIABAHE HA AHTHKOAryJaHTHHUTE My edekTtu. FiMa cpoOmeHHA 3a MHOTO CJIydyad Ha

OBHIIIEHA AHTHKOATYJIAaHTHA AKTUBHOCT 0pPH TAlUEHTH, NUpHEMalll aHTHOHOTHIIH,
BKJIIOYHTEITHO (PIIYOPOXHHOJIOHH. PHCKBT MOXKe 7ja Bapupa B 3aBHCHMOCT OT OCHOBHOTO
3abonABaHe, Bb3pacTra M OOMMA CTAaTyC HA TNAalHeHTa, Taka 4Ye IPHHOCHT Ha
dIIyOPOXHHOJIOHMTE 3a yBesimuaBaHe Ha INR (MexiayHapoaHO HOPMAJIHM3HPAHO
ChOTHOIIIEHHE) € TPYAHO Ja ce oueHHu. IIpenopwpuBa ce wecro MmonuTopupane Ha INR no
BpeMe W HENOCPEACTBEHO CJieli €JHOBPEMEHHOTO IpWjaraHe Ha IMOPOPJIOKCALHH C
[IepOPAJTHO aHTHKOAryJIaHTHO CPEJICTBO.

Ponunupon

[Ipn KIMHHYHO MPOyYYBAHE € YCTAHOBEHO, Y€ €JHOBPEMEHHOTO MpWiarale Ha pONHHHPOA U
IUIpo@AOKCAIIMH, YMepeH HHXUOHTOp Ha H3oeH3uMa CYP450 1A2, BoAu N0 NOBHUINIABaHE Ha
Cmax 1 AUC Ha pOMUHHPOJ CHOTBETHO € 60 % H 84 %. IIpenoppuBa ce MOHHTOpHpaHe Ha
HeXKeJIaHATEe PeaKIiii, CBbP3aHH ¢ POIHHHPOJI H CHhOTBETHO KOpHTHpaHe Ha Z03aTa 110 BpeMe
1 HEMOCPEZACTBEHO CJIel €AHOBPEMEHHOTO NIPWIArane ¢ HANPOQIIOKCAIUH, (BXK. TOUKA 4.4).

Knoszanun

Cyte; eAHOBpEMEHHO NpWiaraHe Ha 250 mg OUINPOGUIOKCAUUH ¢ KJIO3alHH B NPOAB/DKEHHE
Ha 7 AHH, CEPYMHHUTE KOHLEHTPAIIAN Ha KJI03anuH H N-Ze3MeTHIK/JIO3alMH CAa NOBUINEHH
ChOTBETHO € 29 % ® 31 %. IIpenoppuBa ce KJIHHHYHO NOPOCIeAsBaAHE H CHOTBETHO
KOPHTHpaHe Ha [03aTa Ha KJIO3allHH N0 BpeME€ H HENOCPEACTBEHO CJIefl €/IHOBPEMEHHOTO

npuiarade ¢ mumpodguokcanul (BX. TOUKA 4.4).

4.6 bpemMeHHOCT M KBpMEHE

BpeMeHHOCT

HasmmgaHuTe JaHHH 3a NMpWIaraHe Ha LHNPOQJIOKCALHH NPH 6PEMBHHH., }Réml HE IIOKa3BaT
Mancdopmanun win ¢eTo/HeOHATATHA TOKCHYHOCT Ha IHIFPO cCauH;, ¥
IPH >KHBOTHH He IMOKa3BaT ANPEKTHH WIN WHAUPEKTHH ynpém,t{amn epoxTH ﬂna OTHOIIECHHUE
Ha pPenpofyKTHBHATa TOKCHYHOCT. IIpH Ms1aau ¥ NpH Hepop;EHH H{HBOTHH C amno:muna Ha
XHHOJIOHH ca HabsonaBaHHu e(eKTH BBPXY He3peans xpymmr, Ilopa.zm ma ”He MOXe Jia ce
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H3KJIIYH BB3MOXKHOCTTA JIEKAPCTBOTO Jla NIPUYMHM YBPEXKZAHHA Ha CTaBHHA XPYLIsUI NPH
He3aBbPIIIWI PAa3BUTHETO CH YOBEIIKM Oprasu3sbpM/deryc (BXK. TOUKA 5.3.).

Karo nDpegmasHa MApka e 3a NpeANOYHTaHEe Ja ce H30ArBa H3M0A3BAHETO HA
IAIPOPAOKCAITAH IO BpeMe Ha OpeMEeHHOCT.

KtLpmMeHe

[HunpoduiokcalluH ce eKCKpeTHpa B KbpMara. [110paau NOTEeHIHATHUAT PHCK OT YBpeXJaHe
Ha CTABHUA XPyIIsa1 THOPOdIOKCAIHH He TPAOBA Z1a ce H3I0JI3BA 10 BpeEME Ha KbPMEHE.

4.7 EdexTH BBppXy cnnocoOHOCTTA 3a ModHUpaHe H padoTa ¢ MAITMHH

[lopazin HEeBpPOJIOTHYHHUTE CH €(eKTH INHUOpOQIOKCAUUH MOKe Za HOBJIHsAEe BpPEMETO 33
peaknua. Ilo Tasm mpuunHa cmocobHOCTTA 32 modHpaHe H paboTa ¢ MAIIHHA MOJXKe Jia €
napyiueHa. Topa Baxku ocobeHO pH KOMOHHHAPAHE C AJIKOXOJL.

4.8. HexesaHH JICeKAPCTBEHH PEaKIlH
Hait-yecro cpobiiaBaHHTe HeXKeJIaHM JieKapceTBeHu peakumn (HJIP) ca rapene u auapus.

[Io-nony ca npencraBenn aaHHHuTe 3a HJIP 3a 1lUNpo/sioH OT KJIHHAYHHTE NPOYYBAHHA H
IIOCTMaPKETHHTOBOTO HabiozaeHne (IepopasiHa, HHTPABEHO3HA H CEKBEHI[MAJIHA Tepanui),
noapeAeHd MO YecToTa. AHAJIHM3BT HA YECTOTaTa BIIIOYBA JAAHHHTE 3a TEPOPATTHO H

HHTDABEHO3SHO ITIPDHJIOKCHHUE HA HHHPO@JIOKC&[{HH.

Cucremo- Yectn HeuecTH Peaxn MHoro peaxu C HeusnecTHA
OpraHHa 21/100 >1/1000 AO >1/10000 RO <1/10000 Jecrora (or
KIacCH(pHKanus 1o <1/100 <1/1000 Hmmmum
<1/10 MO g
Aa ompae
HANpaBEHA
OIICHKA)
Hadexnmmuu 1 MHAKOTHYHH Cepp3aH ¢
nHd(ecTanNA cynepuadexuan | apTEOMOTHK
KOJXHT (MHOI'O
PAAKO C
Bb3MOKEH
daTaneH H3xoxn)
(BxK. TOYKA 4.4)
HapymeHus Ha Eozanodmius JleBkoneHns XeMO/INTHYHA aHEMHH
KpbBTa M AHeMus ArpaRyaonmaTo3sa
AanmMopHaTa Heyrpounerns IlapnuTOnEHHA
CHCTEMA JleBkonuTO3a (>xmBoTO3acTpamaBa-
TpombGouuro- ma)
HeHuA IloTHCKaHEe HA KOCTHHA
TpombonureMus | MO3BK
(;xMBOTO3aCTpanIapa-
mo)
HapymeHnusn Ha AJlepragHa AHadmwiraxriHaHa
HMYHHATA peaxnus peaxmus
CHCTEMA AnepradeH oToK / | AHA(PHIAKTHY €H HIOK
aHruoeneMa (>xaBoTO3acTpamaBan)
(BK. TOUKA 4:4) -
Peamﬂj M I .r.- &
HapymeHHun Ha AHOpeKcHs XunepriiakeMHus dE '
mMerafoansMa M 1@_ ‘.;1 o i
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Cucremo- YecTH Hegecrn Penxn MHoro peaxm C HeuasecTHA
OopraHHa >1/100 >1/1000 KO >1/10000 10 <1/10000 secrora (0T
KiacupHKanms 0 <1/100 <1/1000 HATHTHHTE
<1/10 AAHHM HE
MoOxe na e
HAIIPpABEHA
OIleHKA)
IcrxuwsaHH IIcExoMOTOpHA OObpKkBabe u IIcHXOTHYHHE peaknuH
HaApYII€HHA XMIOEPAKTABHOCT/ | A€30pPHEHTANHAA (BXK. TO9KA 4.4)
BB30yZa Peaknmus Ha
0Ee3mMOKOUCTBO
Spxm cpHAmMA
Heupecus
XaMOMAHALHA
HapymeHnus Ha I'naeobonne ITap-n Murpena IlepudpepHa
HepBHATa 3aMaaHOCT AA3eCTe3HH Hapymena HeBpOIATHA
CHCTEMA HapymeHHA Ha XHnoecre3ns KOOPHHANMS (B:k. TOUKA
CbHSA Tpemop Hapymenns Ha 4.4)
Hapymenna Ha [IpunagenuE (BXK. | MOXOAKaTa
BKyCa TOYKA 4.4) Hapymen#as ga
CBeToBBpPTEXK OOOHAHHEETO
Xuanepecre3ns
HuaTpakpanuaisa
XANEPTOHHA
HapymeHHA HA HapymeHHa Ha HapymeHnus xa
OYHTE 3PEHHUETO IBETOYCEHIAHETO
Hapymenusa Ha TuHATYC KamepHa
yXOTO H 3ary6a Ha cayxa / apHTMHA,
JabnpHHETA YBpeXaHe Ha YIbKABAHE
CIyXa Ha QT
HHTEpBAJIA,
torsades de
pointes*
CrpaevynH Tax@Erapaas
HAPYIIECHHA
CnpoBu Bazoxrnarannd Backysar
HapYIICHHA XHUOOTOHHA
Cauaxon
PecnHpaToOpHH, Juconest (BxUI.
rphAHHA ¥ ACTMATHYHH
MeAUACTHHATHH CHCTOAHHA)
HaApYUICHHA
Cromammno- l'apene | Hospprmane I[TaEKpEATHT
YpeBHH HAmnapua | CroMamHO-
HaApYIICHHA gpeBHA H
KopeMmHa boska
Jacoencusn
I'azose
Xenaro- llopnmenn YepHOAPOOHO YepuoapobHa HEKpO3a
OMITHApHH TPaHCAMHUHA3H yBpeK/aHe (MEOTO PHAKO
HApYHICHHSA lloprmen XosecTaTH4eH OpPOrPECHPAIE 2 JIO
OrpyoHH HKTED xmnamsagrpamﬁm;a
qepno;xpu&ﬂﬂ i
XenarTut Henoéﬁmqﬂacf) fm "*~
Tm;éﬂ 4 4) NN
AT L o b 1
RO E
NG
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Cucremo- YecTH HeuecTH Penxu M=uoro peaxu C HeH3BeCTHA
opraHHa >1/100 21/1000 A0 >1/10000 A0 <1/10000 zecrora (oT
KiaacH(PpHKANHSA no <1/100 <1/1000 HATISIATe
<1 / 10 AAHHH HE
MOe Aa Onae
HAIpaBeHA
OIICHKA)
HapymeHua Ha Ob6pue Peaknan HA Ilerexun
KOXKaTa 1 Crpbex ¢doTto- Epurema mysxragopMe
NOAKOXKHATA YprEKkapas YYBCTBHTENHOCT EpaTeMa HOAO3YM
THKAH (BXK. TOUKA 4.4) Cauapom Ha Stevens-
Johnson (moTeHIMAAHO
JKMBOTO3ACTPANIABAIL)
TokcudaHA
emHepMaaHa
HEKPOJIA3a
(DoTeHEANHO
YKABOTO3aCTPANIaBAINA)
HapymeHHda Ha MyCKyJTHO- Muanrns Myckynna caabocr
MYCKYJ/IHO- ckeieTHa Oosika ApTpHT Tenguanr
CKeJICTHATAa (manp. 6bonxa B MoBumen PasxncBaHe Ha
cHcreMa M KpaHHUIHTE, MYCKYJIEH TOHYC H | CyXO>KIWIHs (IPEAHMHO
CheAHHMUTEIH- Gonka B repba, KpaMii HA AXHIECOBOTO
TA ThKAH fo/Ka B IFLPAHATE) CYXOKPUTHE) (BXK. TOUKA
AprpanrHi 4.4)
ObocTpsiHEe Ha
CHMITTOMHTE Ha
MHACTEHHS TPaBHC (BXK.
TOYKA 4.4)
Hapymenus Ha Vepexane Ha brbpeuna
onOpenrTe 1 opOpenmnTe HeAOCTATBYHOCT
NIHKOYHHUTE XeMmaTypui
IETHINA Kpacranypus
(B2, TOUKA 4.4)
TybynonHTEpCTH-
neaneH HeGpHT
O0mmu ACTeRHA OTok
HApYHIeHHA A Iloprmena HUznoraBane
edexTH HA TeMIepaTypa (xunepxuApo3a)
MACTOTO HA
NPHJICKEHHE
HUscaeaBaHua IloBENICcHA AOHOpMHHK
aJIKATHA NpOTPOMOHHOBH
docdaraza B HHBA
KP'bBTa [lospuniena
aMHJ1a3a

* Tean peaxiHHA

ODANHCHTHTE C A0

I[MeduampuyHu nayueHmu

[IpescraBeHaTa mO-TOpe UeCTOTa Ha apTPONATHA Ce OTHACHA 3a JAHHHTE OT NPOYIBAHHIA Ipu
sp3pacTHH. CHobInasa ce, 4e MpH Jena apTPONaThATa ce Cpella 9ecTo (B TOYKA 4.4).

4.9 IIpenosupane

Mima chobinenye 3a efHHHYEH CJIy9ad Ha npefo3upane oT 12 KO
CHMITTOMH Ha HHTOKcHKauua. Mma cpoblieHne 3a €IAHUICH
oT 16 g, KOeTO € A0BeJIO Ao ocTpa GbOpeuHa HeIOCTATBIHOCT. || '-
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ca chrOo0IMABAHH 10 BPpEME Ha NOCTMAPKETHHIOBHA NEPAO/ H Ca HaOMI0ZaBAHK TPEAHMHO CPEN
THAHKTEIHH PHCKOBH (PAKTOPH 3a yAb/Dkasane QT HEreppana (BXK. TOUKA 4.4).

0 Hpefiosupane
G
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CaMOTOMHTEe Ha NOpeAO3HpaHe BKJIIOYBAT: 3aMasgHOCT, TPEMOp, I/aBobosue, ymopa,
NpunagblM, XallONUHALKMH, OOBpKBaHe, abmoMuHanen auckomgopr, OnbOpedHo u
4YepHOZPOOHO YBpEXKAaHe, KAKTO H KPHCTAIypHsa H XxeMmarypusa. HMma cphobmeHusA 3a
obpaTiMa ObOpeYHa TOKCHYHOCT.

OcBeH PYTHHHHTE CHEIIHA MEPKH ce NpenopbiBa MOHHTOpHpaHe Ha ObOpeuHara QpyHknms,
BKJIIOUBAINO oOmnpesensHe Ha pH Ha ypHHaTa ¥ ako Ce Hajlara MNOAKHC/IABaHE 3a
npodHiaKTHKa HA KpucTanypud. [lanuenTure TpAGBa fa ca AoOpe XUApaTUPAHH.

CaMoO MaJIKO KoJmuecTBo Hunpodsokcans (<10 %) ce eJIHMMUHMPA Ype3 XeMOAHAIH3a WK
NepUTOHECA/THA AUAIH3A.

5. ®DAPMAKOJ/JIOTHYHH CBOUCTBA
5.1 PapMakoAMHAMMYHH CBOMCTBA

dapMakoTepaneBTHYHA Ipyna: PayopOXHHOJIOHOBH aaTAOaKTepHasiHU cpencrBa, ATC koa:
JO1MAO2

Mexanuzosm HA Jelucmeue:

BakTepHIIUAHOTO JeicTBMe Ha IMIOPOQJIOKCAMH, KaTro Ha (IyOpPOXHHOIOHOBO
aHTHOAKTEPHAJIHO CPEJCTBO, C€ OCBIIEeCTBABA Ype3 HHXUOMpaHe Ha JBaTa THDA
romonzomepaza 11 (JIHK-rupaza) ® Tomomsomepasa IV, KoMTO ca HeOOXOAHMH 33
PEIUIHKAIMATA, TPAHCKPHIILHATA, PeNapHpaHeTo M PEeKOMOHHANHATA Ha OaxTepuanHaTa
JHK.

Ceomuoierue PK/PD:

EdukacHOCTTa 3aBHCH OCHOBHO OT CHOTHOINEHHETO MeX/y MaKCUMasiHaTa KOHIEHTpannA B

cepyMa (Cmax) # MEHHMAQTHATAa HHXHOHpAMA KOHIIEHTPaIHsA (MU K) sa nunpodiokcaliiH 3a
GaxTepHATHHSA TATOT€H M CPOTHONMEHHETO MEXK/1y IUIOINTa IIOJ KPHBATa (AUC) u» MUK.

MexanuszsM HA peaucmeHmHocmma.

In vitro pe3HCTEHTHOCT KbM LHIpPOQIOKCaiAH Moxe 7a Opae OpUAOOHTA Ype3 MOoeTaneH
mpolec Ha TapreTHH JIOKAIHA Myranuu Ha /IHK rmpasa ¥ Tomonsomepasa II. CrenenTa Ha
KPBCTOCAHA PE3HCTEHTHOCT MEXKAY IMIPOQIIOKCAIIHH K IPYTH (IYOPOXUHOJIOHHM B PE3yJITar
Ha ToBa € BapnabwiHa. EJWAWYHHTE MyTalHH MoraT Ja HE [0BeJaT A0 KIWHHYHA
DE3HCTEHTHOCT, HO MHOMECTBeHHTe MyTalliH OOMKHOBEHO BOIAT [0 KJINHHYHA
PE3HCTEHTHOCT KbM MHOTO HJIH BCHUKH aKTHBHH BEINECTBA OT TO3H KJIAC.

MeXaHHN3MHTE HA PE3HCTEHTHOCT Ype3 HENPONYCKIHBOCT H/WIM 3acATaNIM edIykcHaTa
noMIa Ha aKTHBHATA CHCTABKA MOraT Aa MMAT pa3/iHdeH e(eKT BbpXy JIyBCTBHTEIHOCTTA
KbM (DJIyODOXHHOJIOHH, KOETO 3aBHCH OT (PH3HKOXHMHYHHTE CBOHCTBA HA Pa3/IHIHHTE
AKTHBHH BeEILecTBA B TO3H KJjac H apHHUTET Ha TPABCIOPTHHUTE CHCTEMH KbM BCAKO OTAIEJTHO
AKTHBHO BeIIeCTBO. BCHUKH in vitro MeXaHW3MH Ha Pe3HCTEHTHOCT ODHKHOBEHO ce
HaOslogaBaT B KJIMHUYHATA IPAKTHKA.

MexaHW3MH Ha PE3HCTEHTHOCT, KOHMTO HHAaKTHBHpAaT Jpyrd aHTHOMOTHIIM, XAaTo
nmponyckiuBocT Ha Gapuepure (decTo npH Pseudomonas aeruginosa) ¥ MeXaHH3MH Ha
edyke, MOTAT 1a IPOMEHAT YYBCTBHTETHOCTTA KbM OEOpPOodIOKCaIMH.

ViMma chobGIIeHNs 3a IUIa3MHAA-MeANHPaHa PE3HCTEHTHOCT, KOAMPaHa ¥Pe3 GHr-TeHH.
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Cnexmaop Ha aumubaximnepuaiia aKimueHocn:
CiienHUTE TPAHHYHA CTOMHOCTH Pa3AeJ/iAT IyBCTBUTETHATE maﬁ m R,

qyBCTBHTETHOCT ¥ IOCJIEHATE OT PE3UCTEHTHHTE MaMose: ' | | - I |
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MuUKpOOPraHM3bM YyBCTBHTEJICH Pe3ucreHTeH
Enterobacteria S <0,5 mg/L R >1mg/L
Pseudomonas S < 0,5 mg/L R > 1mg/L
Acinetobacter S <1mg/L R>1mg/L
Staphylococcus spp.! S <1mg/L R > 1 mg/L
Haemophilus influenzae u S < 0,5 mg/L R > 0,5 mg/L
Moraxella catarrhalis
Neisseria gonorrhoeae S < 0,03 mg/L R > 0,06 mg/L
Neisseria meningitides S < 0,03 mg/L R > 0,06 mg/L
I'paHHdHN CTOMHOCTH, KOUTO S < 0,5 mg/L. R > 1mg/L
He ca CBbP3aHH C oNpeseseH
BU*

. Staphylococcus spp. — TPAaHAYHHETE CTOHHOCTH 3a UIMIPOGMhIIOKCAHH Cca CBBP3aHH C
Tepanusa BbB BUCOKH IO3H.

* TpaHMYHHTE CTOHHOCTH, KOHTO He€ Ca CBHbP3aHH C ONpEAECJIEH BHI, Ca ONpefie/THH
ocHOBHO Ha 6a3a ganHuTe 3a PK/PD 1 ca HezaBucuMmmu oT pasnpefiesienuero Ha MUK
3a orAenHdTe mamoBe. Cieapa a ce H3MOJA3BaT CaMO 3a IIAMOBe, 3a KOMTO HAMA
onpezesieHa HHAUBHAYa/IHa FPaHAYHA CTOHHOCT, HO He H 3a IaMOBe, IIPH KOUTO He ce

npenopbh4YBa H3GI€ABAHE HAd YYBCTBHTE/IHOCTTA.

PasnpocTpaHeHHeTo Ha IpHAOOHTaTa PE3SHCTEHTHOCT MOXKE /ia BapHpa CIOpeJi reorpagckoTo
pasIoJ/IOKEHHE H BbB BPEMETO 32 ONpeZie/IeHH BH0BE MHKDOOPTaHU3MH H € JKeJIaTeJTHO /a
ce M3IOJ3BAT MECTHH AAHHH 3a PEe3HCTeHTHOCTTa, 0cOoDEeHO, KOraro ce JieKyBaT TeXKKH
nadexnuu. Ako e Heobxoaumo, TpAOBa a ce NOTHPCH E€KCIEPTHO CTAHOBMINE B CIydauTe,
KOraTO paslpOCTPaHEHHMETO Ha JIOKAJHATA PE3HCTEHTHOCT € TaKaBa, de ce IOCTaBdA IO/
BBIIPOC IPWIOKHMOCTTA Ha CPEACTBOTO 33 IOHE HAKOH THIIOBE HH(EKLIHH.

'pynupaHe Ha peJIEBAHTHHTE BHZIOBE MHKPOOPraHM3MH B 3aBHCHMOCT OT YyBCTBHTEJTHOCTA
UM KbM nunpodnoxcanus (3a Streptococcus spp. BXK. TOUKa 4.4).

| CTAHJAPTHO YYBCTBUTE/THH MU KPOOPTAHH3MHU

AepoOHHu ['paM-DON0KHTETHH MAKPOOPDTaHH3MH
Bacillus anthracis (1)

Aepobnu 'paM-OTpHUATE/THH MAKDOOPTAHU3MH

Aeromonas spp.

Brucella spp.

Citrobacter koseri

Francisella tularensis

Haemophilus ducreyi | T R
Haemophilius influenzae* LI A S
Legionella spp. el
Moraxella catarrhalis* Gl s s

Pasteurella spp. R AN Ay
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Salmonella spp.*
Shigella spp.*
Vibrio spp.
Yersinia pestis

AHaepobHH MHKDOOPTaHN3MH
Mobiluncus

Apyra MEKpOOPraHH3MH
Chlamydia trachomatis ($)

Chlamydia pneumoniae ($)
Muycoplasma hominis ($)
Mycoplasma pneumoniae ($)

MHKPOOPI'AHMN3MMN, IIPH KOUTO ITPHURIOBUTATA PEBUCTEHTHOCT
MOZKE JA E I1POB/IEM

AepobHH I'paM-n0JI0XKATETHH MUKPOOPTaHA3MH
Enterococcus faecalis ($)

Staphylococcus spp. (2)

Aepobuu 'paM-OoTpHIATENNHN MUKDOOPTraHA3ZMH
Actnetobacter baumannii+

Burkholderia cepacia+*
Campylobacter spp.+*
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae*
Escherichia cohi*
Klebsiella oxytoca
Klebsiella pneumoniae®
Morganella morganii*
Neisseria gonorrhoeae*
Proteus mirabilis*
Proteus vulgaris*
Providencia spp.
Pseudomonas aeruginosa*
Pseudomonas fluorescens
Serratia marcescens™

AHaepoOHH MEKPOODPraHUu3MHU
Peptostreptococcus spp.

Propionibacterium acnes

TOKA3AHO PESBUCTEHTHM MUKPOOPI'AHHU3MHA

AepobHn 'paM-HOJIOKATENHH MHKDOOPraHH3MH

.......

Actinomyces R

Enteroccus faecium N SN

Listeria monocytogenes ;
AepobHH I'pam HLIATEJTHH MHA raHu3MH | ER R
Stenotrophomonas maltophilia Ao e e
AHae HH M I‘aHH3MH ~\L . @ :'};I;:r h._HR..L =y . SR
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C usxmovenue Ha Hanucanume no 20pe

A pyru MUKpPOOPraHn3MHU
Mycoplasma

Ureaplasma urealitycum

* KirHHHYHATa €(PHKACHOCT € AOKA3aHa 3a YYBCTBHTE/THUTE W30JIaTH OPH YCTAHOBEHH
KJIMHAYHHA OKa3aHHs

* Yecrora Ha PE3HCTEHTHOCT = 50 % B €iHa WIH NIoBeve cTpaHH-wWieHKH Ha EC

($):EcrecTBeHa MeXXZHHHA YyBCTBUTETHOCT PH OTCHCTBHE HA MPHAOOHTH MEXaHH3MH Ha
PE€3UCTEHTHOCT

(1): IIpoyuBanusATa ca IPOBEREHH NPH €KCIEPAMEHTAIHO IIPEAN3BUKAHA MH(PEKIIHH NPH
’KMBOTHH 4Upe3 HHXaJHpaHe Ha cnopH Ha Bacillus anthracis; Tesn npoyusanusa noxassar,
Yye 3a[I0YBAHETO Ha aHTHOMOTHIHOTO JIeUeHHE CKOPO CJIe/l eKCIIO3HITHATA Ipefnas3Ba OT
nosaBaTa Ha 3a00/iABaHeTO, aKO JIeueHneTo e 6u/I0 HacOYeHOo KbM HAMaIABaHe Opos Ha
CHOPHTE B OPraHu3Ma 1oz vHpeKnuo3Hara gosa. [IpenoppaBaHoTO H3N0M3BaHE IIPH
XOpa ce OCHOBaBa MPeIMMHO Ha in Vilro YyBCTBHTEJIHOCTTA H Ha eKCIIEPHMEHTATHUTE
JAHHH ITPH )KUBOTHHU 3aeHO ¢ OrpaHUYEeHATe JaHHU IIpH xopa. IIpuema ce, ue npu
BBb3PACTHH JBYMECEUHHAT KypC Ha JIeUeHHE ¢ nepopajieH MANPOdIIOKCAIMH B 03a 500
mg IBa IbTH Ha JeH e e(pUKaceH 3a Ipe/illa3BaHe OT aHTPaKCcHa WHQEKIUA NPH XOpa.
JlekyBamuTe jiekapi TpAOBa ia HANIPABAT CIPAaBKa ¢ HAIJHOHAHHTE H/WIH
MEXYHAPOAHUTE KOHCEHCYCHH AOKYMEHTH 110 OTHOLIEHHE JISUEHHETO HA aHTPaKC.

(2): MeTHOWIMH-PE3NCTEHTHHAT S. aureus MHOIO 4€CTO eKCIIpecHpa eJHOBPEMEHHa
PE3HCTEHTHOCT KbM (PIIyOPOXAHOJIOHK. YecToTaTa Ha pe3HCTEHTHOCT KbM METHIITHH €
OKOJIO 20 710 50 % cpeJi BCHUKH BHAOBE CTA(PIWIOKOKH U € OOMKHOBEHO MO-BHCOKA ITPH

HO30KOMHA/IHUTC H30/J1aTH.

5.2 OapMaKOKMHETHYHM CBOHCTBA

Abcopbuyun

Cren mepopasHO NPWIOXKEHHE Ha €NHOKpAaTHH JA03U OT 250 mg, 500 mg H 750 mg
munpodiokcanud Tabnerkn, munpoduokcannn ce abcopdbupa OBP30 H EKCTEH3UBHO B
roJiiMa CTENEeH OCHOBHO B TBHKOTO YepBO, KaTO JOCTHra MAaKCHMaJIHH CEPyMHH
KOHIIEHTPAIIHH cJej] 1-2 Jaca.

EnHOKpATHHTE JO3H B HHTEPBaJIa 100 — 750 g BOAAT J0 3aBUCHMH OT /103aTa MAaKCUMAaTHH
cepyMHH KoHUOEeHTpauuu (Cmax) Mexay 0,56 m 3,7 mg/L. CepymMHHTE KOHIEHTpAIUH
HapacTBAT IPONOPITHOHAIHO € AO3HUTE 10 1000 Mg,

AbcomoTHaTa OMOHAIHYHOCT € OKO0JI0 70 — 80 %.

YcTaHOBeHO e, 4e jo3a OT 500 mg, IpAeMaHa NepopaJIHO Ha BCEKH 12 4aca, BOAM 10 ILJIOL]
IIOA, KpUBaTa Ha cepyMHa KoHIeHTpanns - BpeMe (AUC), ekBHBaJIeHTHA Ha Ta3H, NOJIydeHa
cJlel HHTPaBeHO3Ha HHPY3HA Ha 400 Mg HRITPOQJIOKCannH 32 60 MAHYTH Ha BCEKH 12 Jaca.

Pasnpedenenue

Cepp3BaHETO Ha HIHNPOJUIOKCAIIMH ¢ IUIAa3MEHHTe NPOTEHHH € HHCKO (20-30 %).
[{nnpodiokcaniyl ce HAaMUpa B IUIa3MaTra OCHOBHO B HEMOHM3HpaHa ¢dopMa H UMa IoJisMm
craijuoHapeH obeM Ha pasmpegesienne or 2 — 3 L/kg renecno Terno. Ijmnpodnokcanuu
JIOCTUTAa BHCOKH KOHIIEHTDAlHH B DazjiMYHH TBKaHH Karo Oenud ppob-{enurenuanna
TEUHOCT, AJIBEOJIADHH Makpodary, 6HONCHYHA THKAH), CHHYCHTE, Bﬁnmmm OTHHIIA
(Be3HKyJIapHa TEYHOCT OT KAHTADHJMC) H YPOIreHHTAIHHA Tﬁaﬁ'r @pﬁﬂa - TEpocTaTa,
EHIOMETPHYM), KBJIETO ce JOCTAraT OOl KOHIIEHTpalay, Hazuam,ﬁ TeBH B H_.naémaTa
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YCTaHOBEHH Ca HHCKH KOHIIEHTpalliH Ha 9eTHPH MeTaboJIMTa, KOHTO ca HACHTHDHITHPAHH
KaTo:  Je3eTwieHenumpoguiokcanmH (M 1), cyndomunpoduiokcammn (M 2),
okconunpodgokcanud (M 3) B dopmwinunpodaokcarus (M 4). MeraGosuTute HMaT
aHTHMHKPOOHA aKTHBHOCT in-vitro, HO No-c/1aba B cpaBsHEHHE ¢ H3XOAHOTO BEIIECTBO.

JHae ce, ye HUnpoduioKkcallvH € ymepeH HHXHOHTOD Ha CYP 450 1A2 H30-€H3HMHTE.

Eaumunupane

[[uopogokcaliuH ce eKCKpeTHpa /0 roJisAiMa cTelleH HempoMeHeH npe3 6u6penuTe U B Ho-
MajIKa creneH ~ ¢ (¢exkanuure. CepyMHHAT eJMMHHALMOHEH MOJYKHBOT NPDH JIHIA C
HOpMaTHa OBOpeuna pyHKUHUSA e IpHOMHU3UTETHO 4-7 Jaca.

Excxkpenun ;;Erl_npod)fo_ncmum (% or no3ara) |

Ilepopa/iHno NpHJIOKEHHNE
I Yl;nﬂa Pexaaum
Hnnpo_a;noxcaunn I_ 44,7 ) 25,0
Merta6Gonur (M1-M4) | 11,3 75

bbrOpeunuaT KNHpPBHC € Mexay 180-300 mL/kg/h, a o6IMAT TesieceH KIHPBHC € MeXAy
480-600 mL/kg/h. [lnnpoduokcanmna ce moanara, KakTo Ha IJIOMepyAHa (GHITpAnMSA, TAKA
M Ha TyOysapHa cekpenud. Te:XKHTe HapymeHWs Ha ObOpeunata ¢yHKIMA BOAAT A0

YABJDKEH MOJY>KHBOT HA IHIPOMIIOKCALIMH A0 12 Jaca.

N3BpHOBOPEYHHAT KIHPBHHC Ha MUNPOJUIOKCAIAH Ce OCHIIECTBABA OCHOBHO Ype3 aKTHBHA
ceKpelrs B YepBaTa H MeTabosiu3upane. 1 % OT A03aTa ce eKCKpeTHpa npes > TIbYHHAA ITHT. B
ATHUKaTa HHNPOQIIOKCALIHH € BB BHCOKH KOHIEHTPAI[HH.

ITeduampuyunu nayueHmu
JlaHHHTE OTHOCHO (papMaKOKHHETHKATa NPH NeAUATPHYHY MAIlHEHTH Ca OTPaHHYEHH.

IIpu egHO npoydBane npu gena Cmax 4 AUC He ca 3aBHCeIH OT Bb3pacTTa (HaJ eAHOTOAUIIHA
Bb3pact). He e Habmonasano 3Ha4MMO MOBUIIaBaHe Ha Cmax 1 AUC cslei MHOTOKpaTHO
upuaarane (10 mg/kg Tpu ObTH Ha JieH).

[Ipr 10 pena ¢ TexxbK cencuc Cmax € Omna 6,1 mg/l. (mHETEpBaN 4,6 — 8,3 mg/L) caen
elHOYacoBa HHTPABEHO3Ha MH(]Y3HA Ha 1034 10 mg/Kg npH ziena Ha Bh3PAcCT MOJ 1 rOAMHA B
cpaBHeHHE ¢ 7,2 mg/L (uHTEepBaN 4,7 — 11,8 mg/L npu Aena Ha Bb3pacT MEXAY 1 H § TOAUHMU.
CrorHocTHTEe Ha AUC 3a CHOTBETHHTE BH3PAacCTOBM Ipynm ca Guiu ChOTBETHO 17,4 mg*h/L
(uaTepBan 11,8 — 32,0 mg*h/L) u 16,5 mg*h/L (uaTepBan 11,0 — 23,8 mg*h/L).

Te3n CTOHHOCTH ca B TpPaHHMIMTE Ha ChOOUIABAHHWTE HPH BH3PACTHH IpH NpHJIaraHe Ha
TepameBTHYHH J03H. Ha 0aza Ha nomynanuoHHHA (apMaKOKMHETHYEH aHAJIH3 TIIPH
neHaTPHYHH MAHEeHTH C Pa3/IMYHH HH(PEKIIUH, IPOTHO3HHAT CPeAieH MONYXKBOT [IPH Aela
€ OKOJIO 4-5 Yaca, a GHOHAJIMYHOCTTA HA MIepOpa/IHATa CyCIeH3|s Bapupa oT 50 210 80 %.

5.3 [peaxnHMHHUIHM JAHHH 34 6€30IIACHOCT

Hex/MHHYHUTE JAaHHHU He MOKa3BaT 0COOEH PHCK 3a XopaTa Ha ﬁaéa Ha Kqﬁﬁemguonaﬂﬂme
H3NHTBAHHA 334 TOKCHUYHOCT IPH €4HOKPAaTHO IIpHJaraHe, Tmf;cmﬂoc'r IIRH MHQI‘OKP&THO
NpWwiaraHe, KaHIlEpOTeHEeH NOTEHIHAJ HIIH PeNpPOAYKTHBHA mxbmqﬁocr Far
ITogo6HO HA MHOTO APYTH XHHOJIOHH, HUIPOMIIOKCAIIAH € tbONmI{cmeH upﬁ )I{EBMHH IpH
KIHHHYHO PeJeBaHTHH HHBA Ha €KCIO3HIHA. lIaHHHTe \3a . dor

(POTOKAHLIEPOr€HHOCT OT €KCIIEPHMEHTH IIPH >KHBOTHH noxasmm] ﬁ e
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dboroTyMoporereH edekxr Ha uunpodiokcaldH in-vitro. To3u epexT e ChIOCTaBHM C TO3U Ha
APYTH THPA3HH HHXUOHTODH.

[TorOoCHMMOCT 1O OTHOIIEHHE HA CTABUTE:
Kakto e cpobmieHO 3a ApPyrH THPa3HH HMHXHOMTOPH, UHOPOJUVIOKCADMH NPUYHHABA
yBpeXKJaHe Ha TOJIEMHTE HOCEIM CTABH IPH KMBOTHH C He3aBBbpIIEH pacrex. (TeneHra Ha

yBpeKZaHe Ha Xpymsjla BapHpa CIOpe/ BB3pacrTa, >KHBOTHHCKMA BHJ H /103aTa;
yBpeXJaHeTO MOJXKE /la ce HaMaJId aKko CTaBHTe He ce HaToBapBart. [IpoyuBanuATa IPH 3peIH
«MBOTHH (IUTHXOBe, Kydera) He MOKA3BaT JAHHHM 3a yBpexjaHe Ha xpyunyvinte. [1pwm
mpoy4YBaHe NPH MU KydeTa OoT mopoaa OMHr1 LHMIPOJUIOKCAHH € JOBEJ A0 TEXKH
IIPOMEHH B CTaBHTE IpH NpWIaraHe Ha TePaleBTHYHH /I03H B NPOABDKEHHE Ha 2 CEZIMUIH,
KOMTO BCe OIIle ce HaOJI10/1aBaT U ¢Jieq 5 Mecena.

6. PAPMAIIEBTHUYHU TAHHHA
6.1 CnMchk HA TOMOINIHMTE BellecTBa

Besika dunamupana Tabnerka IlHIpONOH chAbpKa MUKPOKPHCTA/IHA LEJYJI03a, LAPEBUTHO
HHIIIeCTe, XMAPOTeHU3UPaHO PACTHTEIHO Mac/io, HATPHEB HHIIECTEH IJIMKOJAT, KOJIOW/AEH
CWIMIMEB AMOKCHZ, MarHe3deB cTeapaT, TajJK, THTaHOB amokcun (E 171), TIONHETHJICH
[JIMKOJ, XHIPOMEJI033a, CHMETHKOH, NOJHAaKpWiIaTHa Aucnoepcus (cbonoauMep Ha
MeTAaKPHIOBa KHCEIMHA - eTHIaKPHJIAT).

6.2 HecsBMEeCTHMOCTH
Henpunoxxumo

6.3 CpoOk Ha roZHOCT
5 TOAUHU

6.4 CnenmHuajaHM YCJIOBHA CBXPaHEHHE
J1a ce cpxpansBa noz 25°C!

6.5 /laHHM 3a onlakOBKaTa

PVC/ Al 6iucrepH ¢ 10 pwiMupaHH Tab/IeTKH B KAPTOHEHa KyTHA C JIACTOBKA 34 NAIHEHTA.
T'osleMHHA Ha ONTAKOBKATa X 10 TabJIeTKH.

6.6 CnenMaJsHH NpeANnasHHU MEPKH IIPH U3XBHPVIAHE A pabora

HsMa coelIHa/IHH H3ACKBAHHUA.
Hen3non3BaHUAT OPOAYKT WIH OTHAXbPIHHTE MaTEPHAIIA OT HETO TpsAOBa Aa ce U3XBBPJIAT B
CBOTBETCTBHUE C MEeCTHUTE H3UCKBAHHA.

-. IPUTEXKATEJI HA PASPEINIEHHUETO 3A YIIOTPEDBA

Nme: IOanBbrpeutH Mexukan Puespa OO/1

< Aspec: 1330 Codus, *k.K. “KpacHa nonsaxa”, 01.132, BX.A, afl.7
® Crpana Brirapus

= Paxc: 02 929 06 08

® Tesedbon: 029290608

« e-mail: pro.manager@unimr.com

8. HOMEP HA PA3SPENNIEHHUETO 3A YIIOTPEBA
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9.IATA HA ITbPBO PA3SPEIIABAHE/TIO/{HOBABAHE HA PAGPEINIEHHETO
3A YIIOTPEBA T TN
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