KPATKA XAPAKTEPHCTH

1 HME HA JEKAPCTBEHHA ITPOAYKT

Kumoxc 400 mg ¢punMupanu tabieTku 31
Kimoks 400 mg film-coated tablets d

2  KAYECTBEH M KOJIHYECTBEH CbCTAB 1

Beska dpunmupana tabnetka chabpxka 400 mg MmoxcudnokcalH (moxifloxacin) (kaTo XHAPOXJIOPHA).
[ToMOLIHO BEUIECTBO ¢ M3BECTHO AeHCTBHE: OLBETHTEN ChHCET *BITO (E110).
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3a THAHHKSA CIIHCHK HA NOMOLLEHHATE BELIECTBA BHXKTE TOYKA 6.1
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3 JJEKAPCTBEHA ®OPMA

dunmupana rabnaerka
[lpoxbaropatH, ABOMHOU3IIbKHANH, Oea0 OopaHkeBH GUIMHpaHH TabETKH C JeNUTeTHA YepTa OT k
eJHaTa CTPaHa. 5
JlenWTenHATa YepTa € CaMo 32 YJIECHABAHE Ha CYYNBAHETO C LEJ T10-IECHO MbIITAHE, A HE 32 pa3felsHe Ha'
paBHH JO3M. @

PazmepuTe Ha Beaka Tabnerka ca npubnuzurendo 20 mm x 8 mm. ~
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4 KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHAS

KumMoxke e noxasaH 3a JieueHHe Ha cleAHUTE OaKkTepHalHi HHQEKLMM NpH MAalUeHTH Ha Bb3pacT 18 u
noBeye roAHHH, MPHUHHEHH OT OaKkTepHH, YYBCTBUTENHH KbM MOKCH(pOKCauuH (BX. ToukH 4.4,4.8u -

5.1).
[Tpn cneanuTe nokasaHu Mokcugnokcaun Tpabpa da ce H3MON3BA CaMO, KOraTo ce CMATA 32
HEMOAXOAALIO 2 C€ H3NOM3BAT ApYrH aHTHOAaKTEpHaNHi CPEACTBA, KOMTO OOMKHOBEHO CE Npenopbp4Bar .
3a Jle4eHe Ha TaKuBa HHQEKLINH: B
- OcTtbp OakTepHaleH CHHY3UT (aA€KBATHO AWArHOCTHLHPAH ) E
- Octpu ex3auepfanuy Ha XpoHHYHA 00CTpYKTHUBHA GenonpobHa GonecT, BKIIOYHTENHO OPOHXHT &
(aIekBaTHO AUArHOCTHLIMPAH ). t%

[Tpu cnequute nokazaHus Kumoke Tpsabea aa ce H3Mon3Ba caMo KOraTo ynorpebara Ha Apyrd
aHTHOaKTepUaJIHi CPeACTBa, KOUTO OOHKHOBEHO CE€ MPENOPbYBAT 32 MbPBOHAYAIHO JIEYCHHE Ha TE3H .
HHEKLMH ce CMATAT 32 HEMOAXOAALIM UIH KOTraTo NeHEHHETO Ha HHQEeKUHsATa € ONIIO HEYCNELHO:




- Ilpuaobuta B o011€CTBOTO MTHEBMOHNS, OCBEH B TEXKKHU Cllyuan )
- Jlexa mo yMepeHa Ta3oBa Bb3nanuTenHa OonecT (T.€. HHPEKUHH HA TOpHUA MeHUTANIEH TPAKT Ha .
XKEHHTE, BKIIOUYHTEIIHO CAJIMHHTHT ¥ eHAOMETPHT), O€3 cBbp3aH Ty0O-0oBapHaeH UM Ta30B ';'-.'

abcuec.

I1‘

Knmokc He ce npenopbyBa 3a ynoTpeba KaTo MOHOTEpAIUg MPH JeKa 10 YMEepeHa Ta30Ba Bb3NAIUTEHA |
OonecTt, HO TpAOBA Ja ce nMpuaara B KOMOHHALMS ¢ APYro MOAXOAALIO AHTHOAKTEPHAIHO CPEeACTBO (Harp,; 1
nedasocnopyH) Nopaay NOBUIIEHATa PE3UCTEHTHOCT Ha Neisseria gonorrhoeae KbM MOKCH(IOKCAIIHUH, £

!J-r
OCBEH aK0 pe3HCTeHTHaTa KbM MokcudokcauuH Neisseria gonorrhoeae Moxe aa Obae H3KMIOYEHA (BX. .iw;-

TOYKH 4.4 1 5.1).

.t
i

KuMoKcC MoXe J1a ce M3MON3Ba M 33 3aBbpIIBaHE HA KYPC Ha JICUCHHE MPH MALUCHTH, KOUTO Ca NoKasaly ’
noaoOpeHne No BpeMe Ha MbPBOHAYAJIHOTO JieYeHHEe C HHTPaBEHO3HO NPWIOKEHHE HAa MOKCHGIOKCAlMH =|.:
3a CeJHUTE NMOKA3aHH: i
- [IIpupoOuta B 0011leCTBOTO MHEBMOHHS :

- YcnoxHeHH HHOEKLIMY Ha KOXKATA U KOXHHTE CTPYKTYPH 4

g

Kumokc He TpaOBa ia ce H3MON3Ba 3a 3aMo4YBaHe HA JeYeHHe 33 KaKbBTO U Ja € THN WH(eKLHs Ha KO}KaTﬂh:
H KOXHHUTE CTPYKTYPH HJIH 33 T€XKA MHEBMOHHS, NpuaoduTa B 00LIECTBOTO. ::

T
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TpsabBa xa ce uMat npeaBua opHLUHANHUTE YKa3aHUA 3a NpaBuiHa ynoTpeda Ha aHTHOaKTepHanHu
CpEACTBa.

4.2 A O03HpOBKA H HAYHH HA NPHJIOKEHHE E

J103HpOBKA (BH3PACTHH)

[IpenoprsuBanarta Ao3a e eaHa punmMupaHa tabnerka o1 400 mg BeIHBXK AHEBHO.
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bvbpeuno/uepnodpobro yspexcoane
He ce Hanara azantupaHie Ha 103aTa TpU NALMEHTH ¢ IEKO A0 TEXKKO HapylueHue Ha 6bOpeyHara K
hYHKUMS WIH NPY NALUMEHTH HA XPOHUYHA JHANH3A, T.€. XEMOJMAN3a 4 NPORB/DKUTENHA aMOynaTtopHa
MEPUTOHeaNHA AManu3a (BX. ToOUYKa 5.2 3a noBeye WHGOpMALIMA). .

t
Hsama moctaTbuHO JaHHHM 34 MaLKEHTH ¢ yBpeaeHa yepHoapoOHa pyHKuMA (BX. TOUKA 4.3). T

Hpyeu cneyuannu nonynayuu B
He ce Hanara kopurupaHe Ha A03aTa [PH NaLKMEHTH B CTaApPUYECKa Bh3PacT U MPH MALMEHTH C HUCKO o
TEecHO TErIo.

ITeouampuuna nonyarayus |
MokcudpnokcalH € MPOTHBOMOKA3aH IPH Jeua H Howmu (< 18 rognHu). !
EduxkacHocTTa ¥ 6€30nacHOCTTa Ha MOKCH(IOKCAUHWH MPH JeLa U IOHOLIH HE ca YCTAHOBEHH (BXK. TO'-II{H
4.3).

HauyuH Ha NpHAOXKEHHE )
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PunMupaHaTa Tabnerka TpadBa Aa ce Norabplla Lgia ¢ JOCTaTbYHO KOMHYECTBO TEHHOCT H MOXKE Ja Ce
MpUeMa He3aBMCUMO OT NpHUEeMA Ha XpaHa.
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[1poabaKHTENHOCT HA NPUIOKEHUE
Kumoxe TpaGBa Aa ce H3MO03Ba [PU CIEAHATA NPOJBIMHUTEIHOCT HA JIEUeHUE:!

- Ocrtpa ex3auepOains Ha XpOHHUHA OOCTpyKTHBHA BenoapoOHa 00/1eCT, BKITIOYHTEIHO OPOHXHT
5 -10 auun
- [lpumobura B 0bLIECTBOTO MHEBMOHHA 10 AHH
- OcTop OakTepHalleH CUHY3MT -7 OHU
- Jlexa no ymepeHa Ta3oBa Be3nwIUTENHA OonecT -14 aHH 4
KuMoOKC e u3cneaBaH B KIMHHYHH OpOYUYBAHHA 3a JIeueHUe 10 14 JHHU. o

S Sl P
P EmE RN - cammeJd s mmed -

| M - -—-r-!n"-l_'ﬂ-l-—-",'.l-r-u EE LN L R
R—— amas m  somamcam

- P

LR o B RN

Cexsenyuanno (WHmpageHo3Ho, ROCAE08AKO OM NEPOPATHO) ReHenue 3
B KIMHHYHH NPOYYBAHHUA CBC CEKBEHLHAMHO NEYESHUE [MOBEYETO NallHEHTH NPEMHHABAT OT
WHTPABEHO3HO KBM MEPOPATHO JIeHEHHE B paMKUTe Ha 4 AHH (NMpKUAOCOHTA B OOLIECTBOTO MTHEBMOHNA) HJIH
6 nuu (ycnoxHeHu HHOEKLUH Ha koXKaTa M KOXKHHTE CTPYKTYpH). [IpenopsuBanara obiua .Eif
NPOABKHTENHOCT Ha HHTPABEHO3HOTO H NEPOPaNHOTO NedeHue e 7 - 14 1uu 3a npuaodbuTara B
00lECTROTO MHEBMOHHMA H 7 - 21 NHH 3a YCIIOKHEHH HHQEKLHK HA KOXKATa B KOXKHHTE CTPYKTYPH. i,

[TpenopbuntenHara xosa (400 mg BEAHBXK JHEBHO) ¥ NPOABIKHUTENHOCTTA HA ICYEHHETO 32 .FIEIE}'B&HOTO-
NoKa3aHue He TPAOBa aa ce npesHilaBar. 1l

4.3. IIporHBONOKa3aHHA

- CBpBXUYBCTBUTEJIHOCT KbM aKTHBHOTO BELIECTBO, KbM APYrH XHHOJOHY HUITH KbM HAKOE OT

MOMOLIHHTE BELIECTBA, H3OpOeHH B TouKa 6.1. "F
-  BpeMenHocT u xbpMeHe (Bx. To4uka 4.6). g
- [laumeuTH Ha BB3pACT noj, 18 roauHu.
- [MauueHTH c aHamMHe3sa 3a 3abonABaHe/HapYIIEHNE HA CYXOKUIIHATA, CBbP3aHO € JIEYEHHE C G

XHHOJIOH. 2

B npeakIMHHYHE U3CTEABAHUS U B H3CIEABaHNA IPH XOpa Clle]l eKCMO3HLMA Ha MOKCH(IOKCAlHH ca i
HaGI0AaBaHM IPOMEHHM B ChpAEYHATA eneKkTpodU3noaorus noj ¢opmara Ha yabaxkasare Ha QT

uHTepBana. Ilopaan NpHYMHY, CEBP3aHH C 6€30NacCHOCTTAa Ha JIEKAPCTBOTO, MOKCH(IOKCALIKH € :

NPOTUBONOKA3aH MpPH MALHEHTH ChC: N

- BpoaeHo unu HoKyMeHTHPaHO NPHAOOKTO yab/kaBaHe Ha QT WHTepBana

- EnexTpoJiNTHH CMYLIEeHHs, 0cOOEHO NPH HEKOPUIrHpaHa XHIIOKATHEM U :

- KnuaunyHo 3na4KuMa Spagukapaus

-  KauHu4HO 3HaYKHMa ChpAEYHa HEJOCTATBYHOCT C HamMalleHa ¢pakLUMa Ha H3TJACKBaHe Ha JABaTa

Kamepa m

-  MuHana aHaMHe3a 32 CHMIOITOMAaTHYHH apUTMHH .
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Mokcubnoxcal#H He TpabBa aa ce npujara eqHOBPEMEHHO ¢ APYrH EKapCTBa, KOUTO yAbaxkasat QT
MHTEpBana {BXK. CbILO TO4YKA 4.5).




[Topaau OrpaHH4eHHTE KIMHHYHM JaHHA MOKCH(QIOKCALIMH CHLLIO € NPOTHBOMOKA3aH NPy NALHEHTH C
HapyweHa YepHoapobHa ¢pyHkius (Child Pugh C) u npu nauneHTH ¢ NOBHILIEHHE HA TPAHCAMHHA3ZHTE ‘1
> 5 mbTH Hag ULN.

4.4 CnennalHH npeaynpexieHHs H NpeANa3HR MepKH NpH ynoTpeba

Ynorpebara Ha MoKkCH(OKcauuH TpaOBa Aa ce n30Area Npu NaLMEHTH, KOWTO €A HMAITH CEPHO3HH E |
HeXKeNaHM peakliMH B MHHANOTO NpH ynoTpeda Ha NMPOAYKTH, ChbAbPKALIH XHHOOHH HIIH ; §
bayopoxuHoaou# (BXK. Touka 4.8). JleueHneTo Ha Te3W NaLMEHTH ¢ MOKCH(IOKCallUH TpsAOBa fa ce 3!_—5
3an04YBa CAMO IPH JIUTICA HA AITEPHATABHA Bb3MOXHOCTH 34 JIeUeHHE U Ciel BHHMATE/IHA OLIEHKA Ha ':
ChOTHOWEHUETO 10/13a/PHCK (BXK. CBILO Touka 4.3). :

[Ton3aTta OT NEUESHHUETO C MOKCH(IOKCALIHH, 0COOEHO MPH HHQEKIHY C HUCKA CTEMEH HA TEXKECT, Tpaﬁna 'i
na 6b1e 6anaHcupaHa ¢ HHQOpMaLMATa, ChABPXKALLA CE B pasaena ¢ NpeaynpexacHys U npeanasHu .__3-.1
MEPKH. '

Jaf;
.:-‘-‘u.l' Tl

1
VY abmkaBade Ha QTc¢ MHTEpBana ¥ NOTEHUNWATHU KAWHHYHH ChCTOSHHA, CBhP3aHM ¢ YAbkasane Ha QTc;

YcTaHoBEHO €, 4e MOKCH(IOKCAllHH yABIKAaBa QTc HHTEpBaia Ha eleKTpOoKapAKMOorpaMarTa IpH HAKOH ‘[
nauventy. [1pu aHanu3a Ha EKT', nosyyenu B nporpamara 3a KAMHHYHO NpOy4BaHe, YAb/DKABAHETO Ha "
QTc ¢ mokcHPIoKkcaluH € 6uno 6 msec £ 26 msec, koero e 1,4% B CpaBHEHHE C H3XOAHOTO HHBO.

Toii KaTO )KEeHHTE Ca CKJIOHHH Aa MMAT No-abier 6a3oB QTc wHTEpBAT B CPaBHEHHE C MBXKETE, TE MOrarT -
aa ObAaT No-4yBCTBHTENHH KbM NieKapcTBa, yabinkasaiy QTc. IlauneHTHTe B CTapuecKa Bb3pacT ChLUO -
Morart Aa 6baaT No-noJaTIMBH Ha edeKTH, CBbP3aHH C NeKkapcTa, 3acaramy QT uarepsana. 9
JlekapcTBa, KOHTO MOTaT Ja HAMa/AT HUBaTa Ha KaluH, TpabBa 1a ce U3I0JI3BAT C NOBHLIEHO BHIMAHHE }i
NMpH MalMEHTH, nony4apaly Mokcudaokcauus (Bx. chlio ToukH 4.3 1 4.5).

Mokcudaokcauut TpabBa na ce npuiiara ¢ MOBHIIEHO BHUMAHKUE NPH NALHEHTH ¢ NPOABIDKHTENHH
NPOAPUTMHYHH CHCTOSHUS (0COOEHO MPHU XKEHH M NaLMEeHTH B cTapHecka Bb3pacT) KaTo oCTpa Muoxap,una

HCXeMus UK yabnkasaHe Ha QT uHTepBana, TbH KaTO TOBA MOXeE Ja A0BeJ€E A0 NOBHLUEH PHCK OT ﬂ
BEHTPHKYNapHH aDHTMHH (BKIFOUHTENHO torsade de pointes) v cbpaeveH apecT (BXK. CbIio Touka 4.3). -
CrenenTa Ha yabmkaBaHe Ha QT Moxe na ce yBear4d ¢ HapacTBaHe Ha KOHLICHTPALIMHTE Ha rF

nekapcTBoTo. CleaoBaTeIHO MaKCHMAaNHAaTa AHEBHA 1032 He TpA0Ba Ja ce npeBHIlaBa. 15
AKO 10 BpeMe Ha JIEYEHHETO ¢ MOKCH(UIOKCALMH C€ NOABAT NPH3HALHK 33 ChpJeUHa APUTMHA, JICUCHHETO: 'f
TpaGBa na ObAe npeycTaHOBEHO U ja ce u3Bbpiuy EKT . ,,I,ii

CBpBbXUYYBCTBHTEIHOCT/ANEPrUYHY PEAKIIHH

HMa croBueHns 3a CBPbXYYBCTBHTENHOCT U aJICPrUvHH PeaklMH Clel bPBOTO NIPHAOKECHHE HA i
dNyOpOXHUHONIOHH, BKITIOYHTEMTHO MOKCH(IOKCALRH. AHa(HUIaKTHYHHTE peakiii Morar ja nporpecupa’r*
10 HBOTO3ACTPAILABALIL ILIOK JOPH CJEA TbPBOTO NPHIOKEHHE. B cllyyaH Ha KIMHHYHH NPOABH Ha
TEXKKH PEAKLHH HA CBPbXYYBCTBHTENHOCT, MPUEMBT HA MOKCH(IOKCALIHH TpAOBa 1a Ce IpeyCTaHOBH H
1a ce 3anouyHe MoAXOAALLO JieueHue (Harp. JeYeHHe Ha 1LHOK).

—_——a .
r. .

o2
Fape—— A

TexxH HepHOApOOHH HApYLIEHUA
[pu neveHue ¢ MOKCH(IIOKCALIMH HMa ChoOLIEHHA 3a CIy4Yan HA QyTMUHAHTEH XENaTHT, NOTEHLHATHO

BOJELI JI0 YEPHOAPOOHA HEAOCTATBYHOCT ( BKJIIOYHTENHO daTaiHH ciydaH) (BK. Touka 4.3). Haunenm*r%‘
TpabBa na 6bAAT CHBETBAHHM [1a CE CBBLPXKAT ChC CBOA JIEKap Npeln NPOAbIKABAHE HA NEUYEHHETO, aK0 |




Pa3BHAT NPU3HALIM M CHMNTOMH Ha QYJIMHHAHTHO YepHOApoOHO 3abonsaBaHe kaTo Obp30 pa3BHBalla ce .|
aCTEHMA, CEbP3aHa C XKBJITEHHIIA, ThMHA YPUHA, TEHACHUHUA KbM KbPBEHE HJIH 4E€PHOAPOOHA
eHledanonaTHs.

B cnyuaute, B KOMTO C€ MOABAT NPH3HALM HA YepHOApoOHa aucyHKus, TpaOBA 1A Ce H3BbpIIAT
TECTOBE/H3CAEABAHUA HA YepHOApoOHATa QyHKIHS.

b B
—
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TexKH KOXHU HeXeNaHH peakIlny f :
TexkH KOXKHH HEXEJIAaHH peakLMH (severe cutaneous adverse reactions, SCARS), BKIHOUYHTETHO TOKCHYH

enMAEpMAaHa HeKponu3sa (toxic epidermal necrolysis, TEN: u3BecTHa oule kato CHHApoM Ha Lyell),
cuHApoM Ha Stevens Johnson (Stevens Johnson syndrome, SJS), ocTpa reHepalu3npaHa €K3aHTEMATO3HA
nycTyJosa (acute generalised exanthematous pustulosis, AGEP) 1 nexapcTseHa peakuus ¢ eO3HHOMMITHA |
i cuctemuy cumnromu (DRESS), kouTo MoraT Aa 6bIaT *KMBOTO3ACTpALIABALIA MK C NIETANEH U3XOJ, C&}
cbOOLIABAHH TIPH MPUIIOKEHHE Ha MOKCH(IoKcamyH (BXK. Touxa 4.8). KbM MOMeHTa Ha IpeANKUcBaHe |
nalKeHThT TpabBa Aa 6bae nHGOpMHUPaH OTHOCHO MPHU3HALMTE H CHMITOMHTE Ha TEXKH KOXHH
peakLHH, ¥ 1a 6be BHUMATENHO MPOCHENABAH. AKO CE NOABAT NPU3HALIK U CHMIITOMH, N0KA3aTe/HH 32
Te3d peaKLiH, NPUIOKEHHETO Ha MOKcudIokcauuH TpabBa Obae npeycTaHoBeHO He3abaBHo, U 1a ce
OOMKCTH aNTEPHATHBHO JIeYeHHe. AKO MALMEHTDHT € pa3Bui cepuo3Ha peakuus kato SJS, TEN, AGEP u
DRESS npu npunoxesdne Ha MOKCH(NIOKCALIHH, JEHEHHETO C MOKCH(IOKCALIHH NMPH TO3H MALMEHT

HHKOTa He TpaOBa 1a ce Bb30OHOBsBA.
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[layueHTy, Npeapa3noIoKeHH KbM NpUNagbuy

U3BecTHO e, Ye XHHOJOHHTE OTK/IKYBAT NPHOaAbUH. Y noTpebaTa npy NalUHeHTH ¢ HAPYLICHHA HA I_[HC |
WIH MPH HATHYHE Ha APYT¥ PHCKOBH (PaKTOPH, KOUTO MOTAT [ia NPEAPAasnoNoKat KbM NPpUNagbuy Wil na,a
HAMaNsT npara Ha MPHNAnbLUKHTE, TPAORA Na CTaBa C NOBHILEHO BHUMaHHe. B ciyuail Ha npUnagsLy n
JIEYEHHETO ¢ MOKCH(IOKCAIHH TpaOBa Aa ObAe MPeKpaTeHo H Aa ObAaT NpelNpHETH NOAXOAALIH MEPKH, i‘é

5
1

l.
"
L.

[1poabIXKHTENHH, HHBATHAHINPALIK M NOTEHUHATHO HeoOpaTHMH CEPHO3HH HEXKENAHH JIEKAPCTBEHH
PEAKLIHH 1

C1obuaBa ce 3a MHOTO PeAKH CNy4ad Ha NPOABIKUTENHH (MPOIbKABALUIN MECELIH HIIM TOJAHHH), a
MHBAJTHAMU3HPALLH U [TOTeHLHATHO HEOOPAaTHMH CEepHO3HH HEXeNlaHU TEKapCTBEHU peaKlMH, 3acarailli
pa3sIH4HH, TIOHAKOra MHOTO CHCTEMH B OpraHuW3Ma (MyYCKYJHO-CKeNeTHa, HEPBHA CUCTEMA, ICHXUKA H
CEeTHMBHH OpPraHH) IPH MalueHTH, HOyYaBalld XHHOJIOHH H (IYOPOXHHONIOHH, HE3AaBUCHMO OT THXHATA '
EBH3pacT M Beue ChIIECTBYBaLIMTE pUCKOBH dakTopd. Mokcudnokcanun Tpabsa Aa ce cnpe He3abaBHO
[IpY MBPBHTE NMPH3HALM UKW CUMIITOMH Ha BCAKA CEPHO3HA HEXENAHA PEAKLUA KaTO NaLMEHTHTE TpHﬁBﬂyL

12 C€ MOCHBETBAT /A CE CBhPXKAT ¢ TEXHHA NieKap, NpeAUcall JIEKapCTBOTO, 3a ChBET. u

k]
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[TepudepHa HeBpONaATUA |
NmMa cpollieHns 3a ¢1yuan Ha CeH30pHa HITH CEH30MOTOPHA NTOJIMHEBPONATHS, BOJEHIA 10 NApPECTEINH, -
XHMOECTE3NH, AU3ECTEIUH HIIK C1abocT NPH NALMEHTH, NOMY4YaBalld XHHOJOHH H (1yOPOXHHOJOHH, :
BKTIOUUTENHO MOKcHAIOKcauuH. [TauueHTHTe, IeKyBaHd ¢ MOKCHdIOKCauuH, Tpabsa na 6baar i"-
CbBETBAHH Ja HHGOPMHPAT CBOA JieKap Npead NPOLbIKABAHE Ha IEYEHHWETO, aKO pPa3sBHAT CUMIITOMH Ha;, !
HEBpONaTHA KaTo 00JKa, napeHe, U3TPhIIBaHe, CKOBAHOCT HIIM ¢nabocT, 3a Aa ce MpeAOTBPATH f;i _.

Pa3sBUTHETO HA MOTEHLUHAIHO HeoOpaTUMO CbCTOSHME (BK. TouKa 4.8). ki

[ICHXW4YHY peaKLUH




MHCJIH 32 CaMOYOMHCTBO M CAMOHAPAHABALIO MOBEAEHUE KAaTO ONKUTH 3a caMOyOuiicTBO (BX. Touka 4.8).
B cnyuaii ye nauUeHTHT pa3BHe TaKKWBa peakLUuu, ynorpedata Ha MokcuduiokcalMl TpAbBa na 6uae

MpeycTaHOBEHA M Ja ObAaT NpeanpHeTH NoaAxoadH Mepki. [Tpenoprysa ce MOBHLISHO BHUMAHKUE, aKo ' i:
MokcHdrokcauuH TpsaOBa Ja ce H3NOoN3Ba MPH NCHXOTHYHH NALMEHTH UITH NPYU NALMEHTH ¢ aHaMHe3a 3a ',

NCUXHYHO 3a00N1dBaHeE.

CBBp3aHa ¢ aHTHOUOTUK AUAPUA, BKJ. KOJIUT

B1B BpB3ka ¢ ynoTpebara Ha LIMPOKOCHEKThPHH AHTHONOTHLH, BKITFOYHTETHO MOKCH(DJIOKCALIMH, HMa
ChOOIIEHHd 3a CBbp3aHa ¢ aHTHOHOTHK auapusa (AAD) u ¢cBbp3aH ¢ aHTHOHOTHK KOJMT (AAC),
BIJIIOUHTENHO NceBaoMeMOpaHo3eH KONUT M Anapus, cebp3aHa ¢ Clostridium difficile, kouTo Morar na
BaApHUpAT Mo TEXeCT OT JeKa Auapua 1o ¢ataned konur. [lopaay Topa e BaXXKHO Ja ce MMa NpeaBHJ Ta3H
IMarHo3a nNpy NalHeHTH, KOUTO Pa3BUAT CEPHO3HA AMAPHA 10 BpeMe Ha Uk cnes ynoTpebara Ha
MOKCHG}IOKCAIMH. AKO UMa NOJ03PeHHA 3a Ui ce MOoTBspAH AAD unu AAC, U3BbpIIBALIOTO CE
JIeYueHHe C aHTHOAKTEpHAIHH CPEACTBA, BKIKOUMTENHO MOKCHQIOKCalHH, TpadBa Ja ce npeKkpaTH U
He3a0aBHO Ja ce NpelnpUeMarT aIcKBaTHU TEPANEBTHYHU MEPKH.
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Ocgen ToBa TpA6Ba Aa ce NpeAnpueMaT NOAXOAALIN MEPKH 33 KOHTPON HA HHOEKIMUTE, 32 Ja Ce HaMa# | [‘

PHCKBT OT npeaaBane. JlekapcTBa, HHXMOMPALLK NEPUCTANITHKATA, Ca MPOTHBONMOKA3aHH NPH MALIHEHTH,
KOHTO pa3BHAT CEpPHO3HA AHapu4.

[layHEeHTH ¢ MHACTEHHA CPABUC
MoxcudmokcauuH TpAdBa 1a ce W3rno/3Ba ¢ NOBYWILIEHO BHUMAHKE NPH MALMEHTH ¢ MRAaCTEHHA rpaBuC,
Thil KATO CHMIITOMHUTE MOTAT Aa ce 060CTpAT.

TeHAMHUT U pa3KbCBAHE HA CYXOXKHIHE
TeHAUHHUT H pa3KbCBaHE HA CYXOXKUIUE (MO-CIELHMANHO aXHIECOBOTO CYXOXKHIIHE), TIOHAKOra

IBYCTPAHHO, MOXKE [1a C€ NOJIYUH Ollle B paMKHUTE Ha 48 Jaca OT 3anoypaHe Ha JICUEHHUETO C XHHOJIOHH H
$NYOPXHHOMIOHH KaTo ¥Ma ChOOIIeHHA 3a TaKUBA, Pa3BUITH Ce JOPH A0 HAKOMKO Mecela ciel

NPEKpaTABaHEe Ha JCYEHUETO (BX. TOMKH 4.3 U 4.8). PUCKBT OT TEHAHHHT H Pa3KbCBaHE HA CYXOKUITHE ce i

MOBHLIABA NPH NMO-Bb3PACTHH NAUUEHTH, NAUUEHTH ¢ OBbOpeUHO yBpex1aHe, NauueHTH ¢
TPAHCIJIAHTHPAH COJUAEH OPraH H TAKWBA, NEKYBAHU ChIIBTCTBALLO C KOPTUKOCTEPOHAH. [10 Tasu
MpUYKHHA CLMBLTCTBAINATA ynoTpeba Ha KopTHKocTepouan TpabBa aAa ce u3bdarea.

mokcHdokcalH TpAOBa Aa ce NpeKkpaTH U Aa ce 0OMUCIH ANTEPHATHBHO JeUeHHe, 3acerHaTia(Te)
kpaliHuk(1in) Tpa6Ba na Obae(ar) nekyesaH(n) no noaxoaA Ha4yuH (Hanp. obesasuxsane). He Tpabpa na’t
Ce U3MON3BAT KOPTUKOCTEPOHH, aK0 CE MOABAT NPU3HALHK HA TEHIWHONATHA.

AHeBpH3Ma M INCEKAL(WA Ha a0pPTaTa U PerypruTauus/HeOCTATbYHOCT HA CHPACYHHUTE KIIAMY

EnuaeMrHonorMyHuTe Npoy4YyBaHHA NOKa3BaT MOBHLIEH PHCK OT aHEBPH3MAa H JHCEKallWs Ha aopTaTa,
0c0oOEHO NpH NalHeHTH B CTap4yecKa Bb3pacT, KAKTO U OT perypruralig Ha aOpTHATA U MUTpajlHaTa

kiana cien ynorpeda Ha GpJyOpOXHHOOHHU.

[Ipn mepeug npU3HAK HA TEHOUHHT (Hanp. 60N1e3HEHO NOAYBAaHE, BLIMATCHHE) TEUEHHETO ¢ .

- .
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[Tcuxu4HH peakl#y MOTaT Aa HACTBLIAT ACPH H CJEA MBPBOTO MPHIOKEHAE HA XHHOJIOHHU, BKIKOUUTEIHO: |-
MOKCH(IOKCALHH. B MHOIO peaku ciay4ad AerpecuATa UiIH NCHXOTHYHHTE PEaKLMH ¢a Nporpecupany ,uq ."
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CooOLIIeHH ca ¢Jiy4ad Ha aHeBpH3Ma Ha aopTaTa, NOHAKOra yCJIMKHEeHH Nopaan pa3kbCBaHe
(BKJIIOUHTEIHO C JIETAEH U3XO0) H PerypruTauusa/HeJoCTaTbYHOCT Ha HAKOH OT ChbpAEYHHUE KJ1aNu MPH

MalMeHTH NpHeMally GIyopOXHHOIOHH (BX. To4Ka 4.8).

=, . mm TERa oY o Thder I,

e - RSl
[ S,

i
il

3atoBa (hmyopoxuHONoHUTE TpAOBa a ce U3NOI3BAT CAMO CIe] BHUMATEIHA OLEHKA HA ChOTHOLIEHHETO i

da- wm et

MON3a/PHCK H Cllell pasriiexjaHe Ha ApYrd TepaneBTHUYHH BE3MOXHOCTH NPH NALWEHTH C NONOXKHTENHA |
daMunHa aHaMHe3a 32 aHEBpU3Ma WK BPOJIeHa aHOMANKA Ha ChbpAESYHATA KNana, Wi Npu NauMeHTH, :j:
NHArHOCTHUMPAHH ¢ NpelIecTBalla aHeBpU3Ma H/HIH JUCEKALHS Ha aOPTaTa, WM BpOJcHA aHoManus
Ha ChpJcYHATA KJlana, Wiy Npu HATUYKME Ha JPYrH PUCKOBH GaKkTOpH WM 3ab0nsBaHuA, 1
mpeapasno/arauy:
- KAKTO 32 aHEBPH3Ma Ha aopTaTa, TAKa U 33 AUCEKLUA U peEryprurauns / HeQOCTATHYHOCT Ha i
chpAeyHaTa Kiana (Hanp. HapylieHHs Ha CheAUHUTENHATA ThKaH, KaTo CHHAPOM Ha Maphan, |
cunapom Ha Enepc-Jlannoc, cuuapom Ha ThpHbp, GonecT Ha Bexyer, XunepToHHs, PEBMATON/IEH :
APTHPT) WIH JOMBIHUTETHO |
- 33 aHEeBpH3Ma H JHCEKLUUA Ha aopTara (Hanp. BaCKyJNapHH HapylLICHHMs KaTo, apTepUHUT Ha A
Takafcy, rHraHTOK/IeThUYEH APTEPHT, H3BECTHA ATEPOCKIIEP03a WM CHHAPOM Ha CbOPreH) HIH !
AOMbJHHUTENHO A
- 3a perypruTalMa/HefOCTATHUHOCT HA ChpeUHaTa Kiana (Hanp. MHbeKnHo3eH eqHokapauT). I

i
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PHCKBT OT aHEBpHU3MA W JHCEKALMS Ha a0pTATa U TAXHOTO Pa3KbCBAHE MOXE CHLIO Aa C€ YBENWYM NMPH ! ﬂ
NauyeHTH, JJeKyBaHH €AHOBPEMEHHO ChC CUCTEMHH KOPTHKOCTEPOUIH. )

B cny4aif Ha BHe3anHa 6ojika B kopeMa, rpbAHHMA Kol WK rbpba nauuentute Tpabsa aa 6bnaar :
NOCHBETBAHHM J1a CE KOHCY/THPAT He3abaBHO C NieKap B CIEIIHO OTALNEHHUE. (i

MaunenTtute TPA6Ba Aa 6bAAT NOCHBETBAHM A3 NOTHPCAT He3ab0aBHO MEAUUMHCKA IOMOIL B Cllyya#i Ha )i
OCTpa AHCIIHEA, NOABa Ha chpuUeOUeHe (NaNNUTaLHH) HAH Pa3BHTHE HA OTOK HA KOpeMa HIIH NOJTHHTE

KpadHHLH.

[TaupeHTn ¢ 6L6peyuHO yBpeKAaHe %
[TauHeHTHTE B CTAPUECKA Bb3PacT ¢ OnOpeunn HapyweHus TpadBa Aa H3noa3BaT MOKCHQUIOKCALIMH i
BHHMATEHO, aKO HE €a B CbCTOAHME Ja NOANbPXKAT aJleKBATEH NIPHEM Ha TEYHOCTH, ThH KaToO
REXHAPATALHATA MOXE Ja YBEJTUUY pUcka oT ObOpeyHa HEAOCTAThYHOCT.

HapylueHus Ha 3peHHETO
AKO BE3HHKHAT HapylleHHs Ha 3pEHHETO MITH HAKAKBH e¢peKTH BhpXY ouuTe, HezabasHo TpAOBa na ce

MOThPCH KOHCYATALIHSA CbhC CMELHANHCT (BX. TOYkH 4.7 1 4.8). 3

Hucrnuxkemus A
KaxkTo npu BCHUKKM XMHOJIOHHU, U ITPH MOKCH(IOKCALlMH ¥Ma CHOOILEHHSA 34 HAPYLUIEHHsA B HUBATA Ha it
KPBbBHATA 3aXap, BKJIIOUYBAILM, KAKTO XHTIOMIMKEMHA, Taka H XHNepriukeMus (Bx. Touka 4.8). [1pu
NalHeHTH JEKyBaHH ¢ MOKcUdiokcaunH ce Habmoaasa JUCTITHKEMHA NPEAHMHO NIPH  NTAHHCHTH B B
cTapuecka BB3pacT ¢ AuabeT, Ha KOWTO ¢e NpHIara ChIIbTCTBALIA Tepanid ¢ NepopaiHi |
XUMOTIHMKEMUYHH CPeACTRa (Hamp. cyadoHunypea) Uian ¢ UHCynHH. ChoOasaHu ca Ciiydan Ha

XUMOTJIMKEMKBYHa KoMa. [IpenopptBa ce BHUMATEIHO NPOCAEAABAHE Ha MIOK03aTa B KPbhBTA MTPH

naoHesTH ¢ Juaber.
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[lpenoTBpaTaBaHe Ha peakUHH Ha QOTOUYYBCTBUTEIHOCT il
H3BecTHO e, ue XHHOJOHUTE NPHYHHABAT peakiiy HA POTOUYBCTBUTENHOCT. Bhnpeku ToBa sii;
Mpoy4YBaHHATA NOKA3BAT, Y€ MPH MOKCH(IOKCALIMH UMa MO-MATHK PUCK OT Bb3HHKBAHE Ha ,
(GPOTOUYBCTBHTENHOCT, o
He3aBucHMO OT TOBa nalKMeHTHTEe TpsadBa Ja 6b/1aT ChBETBAHH 1a U30ArBaT eKCNO3ULIMA Ha
yATPaBHONETOBO 0OmbuBaHe WM OOLIMPHA W/ WK CHJIHA CTbHYEBA CBETIIHHA MO BPEME Ha JIEUEHHETO C
MOKCH(IOKCaUKH (BX.TO4Ka 4.8).

[TlauneHTH ¢ JedULHT HA TIIOK030-6-thochar aexuaporeHasa .‘
i
[TauyeHTHTE ¢ haMHIIHA aHAMHEE3a UITH ¢ JelicTBUuTENned ASDUIIUT Ha rMOK030-0-hocdar nexuaporeHasa; i,

Il

ca CKJIOHHH KbM XEMOJUTHYHH PEaKLHH, KOraTo ce eKyBaT ¢ XHHOMOHH. CneaoBaTeniHo, py Te3u
NALKEHTH MOKCHPAOKCaLHH TpA0Ba fa ce Npuiara ¢ NOBHLIEHO BHUMAHUE,

:
}
[lauueHTKY ¢ Ta30Ba Bb3NalUTEeNHA DojecT 3
[Ipn naiMeHTKH ¢ yCIOXKHEHa Ta3oBa Bb3ananuTenHa 6onect (Hanp. cBbp3aHa ¢ TyO00-oBapHaneH HiH ¥
Ta30B adcliec), 3a KOUTO Ce CUMTa, Ye € HeoOX0oAHMO HHTPABEHO3HO JIeUeHHE, NeHeHHeTo ¢ KuMoxc He ce;’

Mpernopb4Ba.

TazosaTta sp3najnuTtensa bonect Moxe aa 6bJe NpUHHHEHA OT PE3UCTEHTHATA KbM (PIYOPOXHHOOHM
Neisseria gonorrhoeae. CneloBaTe€NHO, B TAKHBA Cy4ad eMIIHPHYHO APUIOKCHHAT MOKCH(IIOKCALIMH
TpabBa fa ce npusara eJHOBPEMEHHO € APYT NOAXOAALL RHTHOHOTHK (Hanp. uedanoCnopHH), OCBEH aKo -
MoOXe Ja Obae HIKIIoUEHA Pe3UCTEHTHATa Ha MoKcndnoxcalluH Neisseria gonorrhoeae. AKO He ce .
MOCTUTHE KIMHUYHO MOJ00peHHe ciel 3-AHeBHO JICUeHHKE, ICYEHNETO TPAOBa Ja ce pepasrneaa. .

[MauueHTH ChC CMELHATHY YCIOXKHEHH HHPEKLIHH Ha KOXKaTa H KOXKHUTE CTPYKTYPH (cSSSI)
KnuanuHata epHKacHOCT Ha UHTPABEHO3HO NPHIIOKEHHUS MOKCHGIIOKCALIMH NTPU IEYEHHE HA TEXKH
UH(EKLHHU cnel u3rapgaHe, Gacuut U HHpEKUUH Ha AMabEeTHO CTBNAIO ¢ OCTEOMHENNT HE € YCTaHOBEHA. !

BaauMoneicTBHE ¢ OUOTOrHYHHA TECTOBE

JleueHneTo ¢ MOKCH(IOKCALMH MOXeE Ja NOBJIHAE HAa TeCTa C KyaTypa oT Mycobacterium spp. H4pes
NOTHCKAHE Ha MHKOOaKTepHANHKA pacTex, NpUUHHABaiKH GanInuByY OTPULIATENIHH PE3YJITATH B NpobH,
B3€TH OT MAallMEHTH, KOUTO NOJYy4YaBaT MOKCHU(IIOKCALIHH B MOMEHTA. Q ;

[lanuenTtH ¢ HHpekunn ¢ MRSA
MokcudiokcalHR He Ce NPENOophUYBa 34 fieYeHHE HA HHPEKIHH ¢ METHLMITUH-PE3UCTEHTEH X
Staphylococcus aureus (MRSA). B cayuait Ha nogo3npava iy noTEEPACHA HUHPEKLIUSA, NPHUHHEHA OT
MRSA, neuenuero Tpabra Ja 3anoyHe ¢ NoAXOAA100 aHTUOAKTEPHATHO CPeACTRBO (BK. TOUKa J.1).

[lenaTpHyHa NoNynalus
[Mopaau HeXENAHUTE peakilMi BhpXY XpYLIAia MpH IOBEHHIIHU )KUBOTHH (BXK. Touka 5.3), ynorpebata Ha *

MoxkcHdIOKCALMH APH Aela H IOHOLIH < 18 roAnHH € NpoTHBONOKa3aHa (BX. Touka 4.3).

y
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KuMoxc cpappka chHCET XbITO anymuHues nak (E110): Moxe na npequssuka anepruyHy peakuud.
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KuaMoxc chabpxa no-mManko ot 1 mmol Hatpuit (23 mg) Ha eaHa Tabnerka, T.e. MOXeE a ce Kaxe, 4e
NPaKTU4eCKH HE ChAbPXKA HAaTpHH.

|
4.5 B3anMoaeHcTBHE ¢ JPYrH JEKAPCTBEHH NPOAYKTH H Apyrd GopMH Ha B3adaMoAeHCTBHE Ei

BzauMoneficTBIA ¢ JeKapCTBEHH NPOAYKTH i
He Moxe aa ce H3KIIOYH aaMTHBEH eeKT BRbpXY yabmkaBaneTo Ha QT uHTepBana npy Mokcudaokcauusy:

U JIpYTH JEeKapCTBEHH NPOAYKTH, KOWTO MoraT aa yasikar QTc nHrepana. Tosa Moxe xa 1oBeie 10 |
MOBULIEH PUCK OT BEHTPHKYNAPHH apHTMHH, BKJIOUHTENHO forsade de pointes. CneaoBaTenHo by
SAHOBPEMEHHOTO MPHIOXKEHHE HA MOKCU(IOKCALIUH C HAKOH OT CeAHHTE NEKAPCTBEHH NIPOIYKTH € ¥
MPOTHBONOKA3AHO (BX. ChILO TOUKa 4.3): :1
- aHTHapMTMHYHH CPEACTBA OT knac A (Hanp. XMHWAMH, XUAPOXHHUAMH, IH30TTHPAMH]) a
- aHTHapHTMHYHH cpeacTtBa oT knac [l (Hanp. amuoaapoH, cotanosn, JodeTunu, U0y THIUA) g
- aHTHIICUXOTHYHM CpelcTBa (Hanp. PEHOTHAIUHH, TUMO3HI, CEPTUHIOJI, XalONepUI0, :
CYNTOMNPHI)
-  TPULUHMKIWYHH AHTHAENPECAHTH
- ONpeAcneHH aHTUMHKPOOHH cpeacTBa (CakBUHABHP, cnapdiokcall, epUTPOMHLIMH 1.V.,
NeHTaMMIMH, aHTHMANApHHHHN cpeacTBa, 0cobeHo XanodaHTpHH)
- onpenefleHH AaHTHXMCTAMUHH (TeppeHaaKH, aCTEMH30/1, MH30JIACTHH)
- apyr# (uMcanpux, BAHKAMHH i.v., benpuiun, nudemMasun).
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MokcugnokcaluH TpaOBa Aa ce U3n0J3B8a C IOBUIIEHO BHHMAHUE TIPH NMALHEHTH, KOWUTO mpUeMar
JIEKAPCTBA, KOMTO MOTAT a MOHWXXAT HMUBATA HAa Kanuii (Hanp. OpMMKOBH M THa3SWAHW AHYPETHULIH,
TAKCATHBU H KJIU3MH [BHCOKH A03H], KOPTHKOCTEpOU O, aMpoTepHuMH B) iy nexkapcTBa, KOUTO ¢a )
CEbP3aHH C KIIMHH4HO 3HauMMa Gpajukapaus. “

Tpabsa g1a ce ocTaBM HHTEPBAN OT OKONO 6 Yaca MeXx Oy NpHjlaraHeTo Ha NpOAYKTH, CbAbPXKAY

OMBAIEHTHH HIIH TPUBANEHTHH KATHOHM (HANp. aHTHALMIH, ChAbPXKAWY Marde3ni HiH alyMHHHH,
IHIAHO3HH TabIeTKH, CYKpandaT H CpeICTBa, ChAbPKAIIM KEAA30 UM LUMHK) H NPUJIAraHeTo Ha o
MOKCHG}IIOKCALHH.

EAHOBPEMEHHOTO NMPUN0KEHHE HA AKTHBEH BBIVIEH ¢ MepopaiHa fo3a oT 400 mg MOKCH(IOKCALHH EO,E[H |
10 H3pa3eHa npepeHlHa Ha abcopbunsiTa Ha 1eKapCTBOTO H HAMAJIEHA CHCTEMHA HANMHYHOCT Ha ;;
nekapcTsoTo ¢ noseude oT 80%. [Nopanu ToBa eaHOBpeMeHHaTa ynoTpeda Ha Te3d IBE ieKapcTBa HE ce  ©
penopbysa (C U3KIIOUEHNE HA CyYaHTe Ha NPeAo3KpaHe, BX. ChIo ToYka 4.9). G

Cex MHOFOKPATHO A03MPaHe TPH 3paBd 106POBOJLH MOKCHDIOKCALMH NOBHIIABA Cpax HA JUTOKCHH G
npubnusuTenHo 30%, 6e3 aa nopnausisa AUC mnu Hali-HUCKHTE HHBA. He ce H3MCKBAT npeAnasHy MEpKH !

npH yrnoTpeda ¢ AMrOKCHH.

|
B npoy4BaHus, NpoBedeHH ApH J0OpoBONLM ¢ AuabeT, ENHOBPEMEHHOTO NMPHIIOKEHHE HA NepopalleH |
MOKCH(IOKCAIMH ¢ riubeHKIaMu BOAK A0 HaMansBaHe ¢ npHOAu3uTenso 21% Ha AHKOBUTE ILUIA3MEHH
KOHI[eHTpaluuy Ha rmubenxnamMua. Kombunauysra oT rmubeHKNaMuR H MOKCH(]IOKCALIHH MOXe ,
TEOPETHYHO AAa JOBEIE JI0 JieKa M NPexOAHa XHnepriaukeMus. Brnpeky ToBa HabmoRaBaHUTe ‘1
hapMakOKMHETHYHH POMEHH 32 ITHOEHKIAMH HE Ca ROBENH 10 NPOMEHH BB (hapMaKOJHHAMHYHHATE

* L]




napaMmeTpH (KpBBHA IIOK03a, MHCYIMH). ClieqoBaTeiHO MeX 1y MOKCHGUIOKCALIMH H MNTMOEHKIAMH HE e i
HabJ101aBaH0 KJIHHHYHO 3HAYHMO B3aHMOIECHCTBHE.

Ipomenu ¢ INR i§:
[onam Opoit cnydau, noKa3palliy IOBHIIABAHE HA AKTHBHOCTTA HAa MEPOPATHUTE aHTHKOArYNaHTH, €A .
CHOOIIEHH NPH NaUMEHTH, NOyYaBally aHTHOAKTEPHAITHY CPEACTRA, 0COBEHO (GyOPOXHUHONOHH, |
MaKPOJIHIH, TETPALMKIHHY, KOTPAMOKCA30 U HAKOHU LiedanocnopdHi. HHdekinoznure u B'bSHB.JlHTeJIHﬁE;E
CHCTOSIHHS, Bb3PAcTTa H OOLIMAT CTATYC Ha NMalHeHTa W3riexaa ca puckoBd $axkTopH. [1pH Tesu
0OCTOATENCTBA € TPYAHO Ja € NpeLieHA Jalk HHPEKUHATA HITH JICYEHHETO €a MIPHUMHHUIIH HapYIIEHHEeTO *!

Ha INR (MexkayHapoaHO HOpMaNTH3WPaHO CBOTHOLIEHME, international normalised ratio). IIpeanasxa : ii,_}
MApKa, KOATO MOXE a ce npeanpueme, € INR aa ce Habniogapa no-4ecto. AKo € HeoOX0aHMO, 1103aTa Hm;
NepopATHHA AaHTHUKOArYJAHT TPAOBa Aa c€ KOPHIHPa, KAaKTO € NOAXOASAILO., _3;1-
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KauKHuyH# npoyuBaHUA HE MMOKA3BaT B3aUMOJECHCTBHA Clie/l €THOBPEMEHHOTO NPHJI0KEHHE HA 5
MOKCH(IOKCALUMH ¢ PAHHTHAKH, TPOOEHELIH, NEPOPATHH KOHTPALCITHBH, KalldeBy K00aBKH, Mﬂp(bl»il{?h;_
MpHNAraH napesTepasHo, TeoOUIHH, UHKIOCIMOPHH HITH HTPAKOHA30/I. -_ '[i

i
In vitro npoyuBaHusa ¢ YOBELIKM €H3UMH OT rpynara Ha uutoxpoM P450 nonkpenart teau Haxoaku. KaTto
Ce MMaT NPeABUA TE3H PE3YITaTH, € MAJIKO BEPOATHO META0ONMUTHO B32aUMOASHCTBHE YPE3 CH3UMHUTE OT |
2H

rpynara Ha uuToxpom P450. 5

l

B3auMoaelicTeie ¢ XpaHa i_
(v 1:

Mokch}nokcalH HAMA KIMHUYHO 3HAYMMO B3aUMOJIEHCTBHE C XPaHH, BKIIIOYHTENHO MJIEYHU npo,uymm.:

4.6. DepTHIHTET, OPEMEHHOCT H KbPMEHE d

bpeMeHHOCT x
BesonacHocTTa Ha MOKCH(IIOKCALIHH NIPH OpeMEHHOCT IPH X0pa He € oueHeHa. I1poyyBaHuiaTa Npu o

>KHBOTHH MOKa3BaT PenpoJyKTHBHA TOKCHYHOCT (BX. TOuKa 3.3). [ToTeHUHaATHUAT PUCK NPH XOpa HE € i
u3BecTeH. [1opaiy eKCepUMEHTAHHSA PUCK OT YBPEXKAaHe OT GyOpPOXHHONOHH Ha XpPyIUAsa B i
HOCELLMTE CTABH NPH HE3PENH )KMBOTHH M OGpaTHMH YBPEXZaHNs Ha CTABHTE, ONIUCAHU NIPH Aela, ai
MOJy4aBauld HAKOH GIyOPOXHHONOHH, MOKCH(IOKCALIMH He TpAOBA Na ce H3NON3Ba Npu OpeMeHHH
keHH (BX. Touka 4.3). -

KBnpMeHe
JIunceaT AaHHHU 3a KppMelny xkeHu, [IpeksIMHHYHATE JAHHH M0Ka3BAaT, Y€ MaJIKi KOJITHYECTBA

MOKCH(IOKCALIMH CE€ CEKPeTHPAT B xbpMara. [lopaau nuncaTta Ha JaHHHU MPH XOpa W NOpaiu o
EKCIIEPHMEHTANTHUA PHCK OT YBpEXIaHE OT (PIYOPOXHHOJIOHH HA XPYILIAA B HOCEILUMTE CTaBH MPH |
HE3PEaM XUBOTHH, KbPMEHETO € NPOTHRONOKA3aHO M0 BPEME Ha IEYEHHETO ¢ MOKCH(IOKCAIIMH (BX.
Touka 4.3). :::

DEePTUIHTET
[TpoyuBaHusTA NP XHUBOTHH HE NOKA3BAT YBpexkAaHe Ha epTHANTETA (BXK. TOUKA 5.3). i

4.7 EdexTn BLpxy cnocobnocTTa 32 Mo Hpade H paloTa ¢ MAIIHEH




He ca u3BbpLUBaHY NMPOYYBAHHSA HA MOKCH(IOKCAUHH 3a eEeKTUTE BbPXY CMNOCODHOCTTA 33 IWodHpaHe H-.{ﬁ;
pabora ¢ MalIMHK. BeIpekd ToBa GpayopoXHHONOHUTE, BKIIOUUTETHO MOKCH(IOKCAIIMH, MOTAT Ja
AOBENAT A0 HAPYILIABAHE HA CIOCOOHOCTTA Ha NnalKeHTa Ja wodupa Uiy aa paboTi ¢ MallMHHU [TOpaix

peakiud Ha [{HC (Hanp. 3amadgHOCT, OCTpa npexoaHa 3aryba Ha 3peHHe, BX. TouKa 4.8) HIIH ocTpa H
KpaTkoTpalina 3aryba Ha ch3HaHHe (CHHKOI, BX. To4ka 4.8). [lauueHTuTe TpabBa na ObAAT CHLBETBAHU A&

HabII0aBaT KaK pearnpaT Ha MOKCH(GIOKCALMH Npean aa WwodupaT Wil paboTaT ¢ MallIMHH.

-.,a-h

e ] e h
-'.'.E.":n!l-_ﬁ.n.' vl syl il o
- - - 5 A

—h iy Loy
- —_ am— LT

R
-
-

4.8 Hesxe1aHH JIEKAPCTBEHH PEAKIIHH
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[To-nony ca H3OpOEHHN HEKENAHWTE peaki i, 6a3HpaHHd HA BCUYKH KIHHHYHH [TPOYYBAHHA H NMOAYYECHH
OT NIOCTMAPKETHHTOBH ¢hoOWweHus ¢ MokcudokcauuH 400 mg (mepopaiHo U CEKBEHLHAIHO JICUCHHE),

COPTHPaHH IO HECTOTA. ;;:'
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OcBeH rafieHe B JHapUd, BCHUKH HEXXENIaHH peakiny ca HabmoaaBaHH ¢ 4eCTOTH oA 3%.

1
[Mpe BCAKO FPYIHPAHE B 3aBHCHMOCT OT YECTOTATA, HEXEIAHUTE IEKAPCTBEHH PeakluH ca H3GPOCHU B |
HH3XOMAL pell 110 OTHOUIEHHE HA TAXHATA CEPHO3HOCT. HeCTOTHTE ce ONpeaenar KaTo: 4

- 4ectH (=1/100 po < 1/10) 4
- Heuecty (>1/1 000 no < 1/100) .
- peaku (= 1/10 000 go < 1/1 000)
- MHoro peak# (<1/10 000) 0
- ¢ HEeHU3BEeCTHa YECTOTa (0T HAMWMYHMTE AaHHU HE MOXe [a ObJie HanpaBeHa OLEHKA) o
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Cacremo- YecTH Heuectn Peaxn MHuoro peakn C He#bﬁ:‘l‘ﬂa
oprafen 9ecToya
xnac (MedDRA) 5
.
Hadexnnn n Cynep- .
HHecTaAHN HH(EKLNH, A,
IIbJKAILY CE HA H
PE3UCTEHTHH ?j."’
faKTepHH HITH {
reOMHKH, ¢,
Hanp. opanHa u i
BarMHaaHa 5
KaHHA032 i
Hapynieana Ha AHeMus YBenuueHo a
KpbBTA H JleBkonenus(un) HHBO HA i
JuM¢pHaTAa Heytponenus npoTpoMOuH/Ha i ;
CHCTEMA TpombouuTorne manieHo INR H
HHS ATpaHyNOLHUTO- ‘ 31..* -
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Al [TaHUHTONECHHS -
KpbBHa L
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Y AbKeHo 'I
MpOTPOMOHHOBO !
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INR St
x
Hapyiuienns Ha AJIEpruyHH Anadunakcus, ';
HMYHHATA peaKkLHH BKJ1. MHOI'O psAAKO o
CHCTEMA (Bx. Touka 4.4) | sxkmBoTO3acTpa- ¥
aBALI ..E,_- -
LWOK (BX. TOUKA !
4.4
Anepruyen eznem/ g
aHTHOCAEM L
(BKUI. H!
NAPHHTeaneH T
OTOK, ¥
NOTEHLHATHO g
KMBOTO3aCTpa- %
LLIaBalll, .
BX. TOUKA 4.4) _: 5
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HapymieHnus Ha

CHUHApPOM Ha

TOuKa 4.4)

€HIOKPHHHATA HeaZleKBaTHa
cucrema CeKpeLus Ha ¥
aHTHAHYPETHUYH .
U XOPMOH 1
(SIADH) T
Hapywienus na Xunepaunuae- | XunepravkeMua | XHOOTITHKEMHA Th
MeTabonH3MA B MHS Xunepypukemust | XHIOFIMKEMHY- 1
XPaHEHETO Ha KOMa 1|
i
Heuxuunn Peaxnuu na Emounonansa Henepconanuia }
Hapymenus* TPEBOKHOCT naGUITHOCT uus 4
[TcuxomoropHa | Jenpecus (B [McuxOTHYHH (I
XHnepakTHBH- | MHOTO PeaKH pEaKIMH il
oct/ caydaH (MOTEHLHATHO £)
pp30yIa MOTEHLMATHO 3aBBPIIBALLH i
33aBbPLIBAILLA CbC | CBC
CAMOHApaHABALIO | camOHapaHsBa- 1
NOBEAEHUE KaTO | 11O MOBEACHHE )
CYULUAHH KaTo o
waeanu/MHCIHU CYHLHAHH 0
UNY OMUTH 32 HaeauuH/MHCIIH o
caMoyOuiicTRO, HJIK OTTHUTH 34 *’}‘
BX. TouKa 4.4) caMoyOHHCTBO, i
XanonuHaumH BX. Touka 4.4)
JeTHpHYM b
Hapymenuns na | ['nasobonue [lap- u XHUMOECTE3NnA XHUnepecre3ns )
HEPBHATA BueHe Ha CBAT AH3EeCTE3INA Hapylienus Ha *‘:'
cCHCTeMa * Hapywennua Ha | oDoHsHUETO 0
BKYyca (BKJI. aHOCMHSA)
(Bkn. arey3us B | [TaTonoruuuy )
MHOI'0 PEAKH CHHHINA
cClaydaH) HapyieHna o
O6bpKBaHe U KOOPAHHALIUSA s
Ae30pHEHTaLUUs | (BKJ. HAPYLIEHHA il
HapylieHus Ha | Ha NOXOAKATA,
CbHS ocobeHo 9
(rnasHO MopaiH i
GeschHue) 3aMasHOCT £
Tpemop UITH +]
CBeToBBpPTEXK CBETOBBLPTEXK)
CBHHIHBOCT [Mpunagbuy BKII. =
rpaHa Man (BiK.

Hapyiuero
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i
BHUMAHKE i
Hapyuienns Ha i
ropopa :f |
AMHe3us | ;
[lepudepHa §1
HEBPOIATHA U
NOIHHEBPONATHSA ;1
Hapyulenus Ha 3puTenHu dorodhodus [IpexonHa 1
OYHTE™ HapYILIEHHH, 3aryba Ha '}5:"5
BKJI. 3peHUe
QUILIONHSA 1 (ocobeHo tf!’
3aMBIIIEHO B X0Ja Ha
3pEHHE peakUHUTE Ha
(ocobeHo B LHHC, i
XoJa Ha BX. TOYKH 4.4 3
peakLHHUTE HA 1n4.7) .
LIHC, mx. VBeut u H
TOUKa 4.4) NIBYCTPAHHa i
ocTpa %)
TPaHCH/TIOMHHA- 3
LM Ha HpHca &
(Bx. Touka 4.4) il
HapymenAus HA TuHATYC
YXOTO H YBpexIaHe Ha : ‘;
AabupuaTa® ciayxa, BKIL. it )
rnyxota 1
(obuxHOBEHO i
o6paTiMa) £
Copaeunn VabmkapaHe Ha | YabikaBaHe Ha | Benrpukynapun | HeyroyHeHs
Hapymeans** QT QT TaXHapHTMHUH apUTMUH i
TpU naLuedTH ¢ | (Bx. Touka 4.4) | Cuukon (T.e. Torsade de T
xunokanuemMua | CopuecbueHe 0CTpa Pointes (Bxk. ]]
(BX. Toukk 4.3 u | Taxukapaus KpaTKoTpaliHa TOUKa 4.4) u
4.4) [IpencepaHo 3aryba Ha CopaeueH apect A
MBKJEHE Ch3HAHHE) (8. TOUKa 4.4) -
AHIHHA
NEKTOPHUC .
CbioBu Baszoaunatauus | XHNepTOHUA BackynuTt y
Hapymenna** XUMOTOHHUA H
PecnupaTopna, TucnHes i
rphLAHY H (BKJL i
MEAHACTHHAHH acMaTH4HH
HAPYIEHHA CbCTOSAHUA) .




CromMamno- ["agene Mounxasane Ha | Iucdarus
YpEeBHH [ToBpbluaHe aneTura CToMaTuT
HAPYIICHHS CToMamHO4YpeB- | U TpUeMa Ha Cerbp3aH C
Ha H KOpeMHa XpaHa aHTHONOTHUK
bonka 3anek KOIUT
Jnapud Hucnencus (BK.1.
dnaryneHuns ncesgomMeMOpa-
[‘acTpurt HO3€H KOJIHUT, B
[lopuniexa peaKy cayuaH :.
amuJiiasa CBbP3aH C -5::
’KHBOTO3acTpa- .
IIABALLH )
YCIOMHEHHA, |
B:K. TOuKa 4.4) Ly
Xenarobnnn- YBennyapaHe Ha | YUepHoapobHo XenreHuna QOyIMUHAHTEH i
APHHE TPaHCAMMHA3K- | YBpEXKAAHE XenaTut XEMaTHT, 4
HAPYIICHHS TE (BKJ. (raBHO MOTEHLUHAIHO o
NMOBHUIABaHE HA | XOJIECTATHUEH) BOZELL O j’ |
LDH) YXMBOTO3acTpall an
[loBHLIEH aBailla )
OunnpyOuH 4yepHOAPOoOHa gt
{loBulIEHa HEAOCTaTb4HOCT e
raMaryiyTaMmmn/i- (BKn. daTanHu ;,_,-E'
TpaHcdepasa c/y4aH, BiK. ii
YBejinyaBaHe Ha to4yka 4.4) i
alKanHara )
¢ocdarasa B
B KPBbBTa _d
HapymeHnus Ha [TpypuTtyc Bynosnu koxxun | Octpa:
KOXKATA H O6puB pEaKIHH KaTo reHepHiH3upa-
MOAKOKHATA Y pTuKapus CHHIPOM Ha HA .
TbhKa# Cyxa koxa Stevens-Johnson | ex3aHTEMAaTO3-

HIIH TOKCHYHA

Ha nyétynosa

enuaepMaiHa (AGE?)
HeKpon3a Heka;ﬂ};raeﬂa
(NOTEHUHANTHO peaki ¢
AKHUBOTO3ACTPa- | CO3HHGDUNHA
L1aBallH, H CUCTEMHH
Bk. Touka 4.4) | cUMITOMU
(DRESS)
(Bx.TOYKA 4.4)
dukcHpana
nekapgTBeHa
epyniys
QOTORYBCTBH-
TesH I IeaKLHH

|
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Hapymenus na ApTpanrus TenguHuT (BX. Pa3kbcBaHe Ha M HOIH3a

MYCKYJIHO- Muanrus To4Ka 4.4) CYXOXKHIIHE 1
CKEeJETHATA Myckynsu (BK. Touka 4.4) A
CHCTEMA H KpaMIiH ApTpHUT
CLEeXHHHNTE/THA- MycCKkynHH MyckynHa o
TA ThKaH* MOTpenBaHHs PUTHOHOCT

MycKynHa Exzauepbatius 11
cnaboct Ha it
CHMIITOMHTE Ha d‘
MHACTEHKA :
rpaBUC i1
(BK. TO4YKa 4.4) 4
Hapymenns Ba Hexuapartauua | bubpeuno s
ou6pennte H YBpEXKAaHE 4
NHAKOYHHTE (BKJIL *1
NLTHING MOBHILABAHE HA '
BUN u It

KpeaTHHHHA) b3
BrOpeuna A
HENOCTATBYHOCT ; I{
(BK. TOuka 4.4) !
O6umu Hepasnonoxe- | Otok i
HapylieHdd B Hyue (rMaBHO ig
edeKTH Ha acTEHHA WK 3
MSACTOTO yMopa) 31
HA Bonesnenu =' ﬂ
npHJIoKeHne™ CLCTOAHUSA {
|

(Bxs1. OONKA B
rbpoa,
rPbAHAA KOLL,
Ta3a "
KpaliHULIUTE)
H3noTaBaHe




*CpoblaBa ce 3a MHOMO PEAKM ClTyYad Ha NPOAB/DKHTENHH (10 MECELIM WM FOJHHH), HHBaanuanpamH |
H NOTEHIIMATHO HeoOpaTHMHU CEPUO3HH IEKAPCTBEHH PEAKLHH, 3aCAralliH HAKOJIKO, MOHAKOTa MHOIO 4
CHCTEMO-OPraHHH KJIaCOBE H CETHBA (BKIIIOUYHTENHO peaKLMH KaTO TEHAWHHT, pa3KbCBaHE HA cyxo}KHnHe; ;;
aprpanrus, 001Ka B KpaHHHUHTE, HApYIIEHHE HA NOX0JKaTa, HEBPONATHH, CBbP3aHK C NapeCTE3HH H E
HEBPAJITHA, YMOPa, TICHXUATPHUHH CUMIITOMH { BKIIIOYHTETHO HAPYIIEHHUA HA CBHSA, TPEBOXHOCT, *
NPHCTBIIH HA NMaHHKa, ASNPECUd W MUCIIH 34 camMOoyOUNCTBO) HapyLICHHE Ha [MaMeTTa H KOHH&HTpauHHTa, '
H YBpEXIaHe Ha CNyXa, 3peHHETOo, BKYca # 000HAHKHETO) BLB BPh3Ka ¢ ynoTpebaTa Ha XHHOJIOHH H

dAYOPOXHHOJIOHH, B HAKOH Clyuad, HE3aBHCHMO OT BeY€ ChLICCTBYBAlLlHTE PUCKOBH (QaKTOpH {BX. TOUYKS
4.4). hn[

**[Ipn nauueHTHTE, NpUeMalLy GNYOPOXHUHOIOHH, Ca CHODIIEHH Cliyyad Ha AaHEBPH3MA U JUCEeKalus HEI
a0pTaTa, NOHAKOra yCJA0XHEHH NMopaau pa3KbCBaHe (BICTIOUHTENHO C JIETANEH U3X0X) H
peryprutalua/He10CTaTbYHOCT Ha HAKOHW OT ChPACHHHUTE KNalu (Bx. Touka 4.4). B

el "

MMa MHOIO pelxH ciy4ad Ha cboblilaBaHe Ha CeHUTE HEXENAaHH PeaKU Uy Clie]l TEUCHHE C JpYrH
¢JIYOPOXMHONOHH, KOUTO € Bb3MOKHO A1a Bb3HUKHAT M0 BpEME Ha IEYCHUETO ¢ MOKCU(IOKCALIMH:
MOBHMIIEHO BbTPEeYEpPENnHO HAIATAHE (BKIIOYUTENHO [ICEBAOTYMOP UEpeOpH), XHNEPHATPHEMHS,
XHAEPKAILIMEMHSA, XEMONHTHYHA aHEMU4.
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CrobuiaBaHe HA NOJO3HPAHH HEXKENAHH PeAKNHH i
Cpo0LaBsaHeTo Ha NMOA03MPaHH HeXEeNlaHH peaklLuy Cliel] pa3pellaBaHe 3a ynorpeba Ha TeKapCTBEHHS  F

NPOAYKT € BayKHO. TOBa MO3BONABA Aa NPOAbIKH HaONKOACHHETO HAa CHOTHOLLIEHUETO MON3a/PHCK 32 ‘
IEKAPCTBEHHUA NPOAYKT. OT MEIULUNHCKUTE CNIELHATKCTH CE M3UCKBA J1a ChbOOLIABAT BCAKA [I0A03HpaHA |
HeXeNnaHa peakius Ype3:M3nbaHuTeNHa areH1us no aekaperaaray.. ,Jlamsas 'pyes® Ne 8 J
1303 Codus 3
Ten.: +359 2 8903417 |
yebcaiiT: www.bda.bg
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4.9 IIpeao3upane :

HsaMa npenopbyaHy cneuu@HYHN MEPKH Clel Cny4daiHo npeaosupane. B ciny4ail Ha npeno3npaHe :
TpsiOBa ga ce mpUJIoKH CHMNTOMATHYHO nedenne. Tpabra 1a ce u3pbpLIH MoHUTOpHpaHe Ha EKT ¥
Nopajy Bb3MOXKHOCTTA 3a yAbikaBaHe Ha QT unteppana. EXHOBPEMEHHOTO MPUIOKEHHE HA aKTHBEH '
BBIJIEH C nepopaiHa ao3a oT 400 mg MokCU(ROKCAllWH L€ HAMAIH CHCTEMHATa HATHYHOCT Ha .
neKkapcTBoTO ¢ noBeye oT 80%. YnoTpebaTta Ha akTMBEH BBIJIEH B HAUYanoTO Ha abcopObuuaTa MOXe 1a
ObJe noJie3Ha 3a NPEAOTBpATABAHE HA NPEKOMEPHOTO MMOBHLIABAHE HA CHCTEMHATA €KCIIO3HIIHA Ha
MOKCH(IOKCALIMH B ClTy4al Ha Npeao3upaHe Mpu NepopaiHo NPUITOKEHHE,
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5 GAPMAKOJOIrH4HHU CBONCTBA

5.1 dapmakoIHHAMAYHH CBOHCTRA ,_,;

dapMakoTepaneBTHYHa rpyna: XHHOJOHOBH aHTHOaKTepHanHu cpeacTsa, pnyopoxuHonons, ATC xona:
JOIMA14 :
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MexaHW3BM HA JEHCTBHE
MokcudiokcallMH UMa in Vitro akTUBHOCT CPELLy LUIHUPOK CNEKThP OT rpaM-MoJIOXKHTEIHH H IrpaMm-

OTPHUATCIIHH NATOICHH.

[ S r LT R - —a

A on ek
Fary™ B ' I RN

BakTepHuUMAHOTO AcCTBHE Ha MOKCHQIOKCAMH € Pe3yJITaT OT HHXHOHpaHETO U HA [BETE
tronousomepasu THN 11 (JIHK rupaza u tononzomepasa [V), HeobOXonumMH 3a periHkanus, Tpam:,xpunuu
H Bb3cTaHoBaABaHe Ha OakTepuannata JJHK. Msrnexna, ue C8-meTokcH rpynara ZONpyHacs 3a

OakTepun B cpaBHeHue ¢ C8-H rpynara. Hannunero Ha ronsM OUUMKIOAMUHOB 3aMECTHTEN HA MO3HLIHA :
C-7 npenoTspaTaBa aKTHBHUS e(payKC, CBbP3aH ¢ norA unu pmrA renurte, HabmonaBaHH MPH HAKOH
rpaM-TNoJIOXKHTENHH DaKTepHn.

MOBULICHATA AKTHBHOCT W NMO-HUCKATa CEJICKLHA Ha Pe3UCTEHTHN MYTAHTH HA rpaM-NIOJOXHUTEIHH %
A1
ih
5

PapMakoAHHAMHYHHTE MPOYYBAHHA MOKA3BAT, Ye MOKCUDIOKCALHH NPUTEKAaBa OakTepHIIHIHO i

AeiCTBHE, 3aBHCHMO OT KOHLEHTPALKATA. Y CTAHOBEHO €, Ye MHHHMAITHUTE OAKTEPHLHAHY »
koHUeHTpauuy (MBC) ca B rpaHHLIMTE HA MUHHMAJTHUTE HHXHOUTOPHH koHueHTpauuH (MIC). :.ﬁ

EdekTt upxy upesHaTa duiopa npu xopa i

CneaHuTe NpoMeHH B upeBHata dropa ca HabngapaHu pH JOOPOBOIILHK CEAR MEPOPANTHO npmm:-xeuue
na moxcudnokcaumn: pu Escherichia coli, Bacillus spp., Enterococcus spp. W Klebsiella spp. ce
HabnronaBa HamaleHue, KaKTo H NIpH aHaepobuTe Bacteroides vulgatus, Bifidobacterium spp.,
Eubacterium spp. u Peptostreptococcus spp. Tlpn Bacteroides fragilis ce nabnionasa ypenuuenue. Tesd .
MPOMEHH C€ HOPMAJIM3UPAT B pPAMKHTE Ha ABE CEAMHULIM.

MexaHU3bM HA PE3UCTEHTHOCT

MexaHH3MHTE Ha Pe3UCTEHTHOCT, KOUTO MHAKTHBUPAT NEHULHUIHHHTE, LIEPATOCITOPHHHTE,
AMUHOTTHKO3UINTE, MAKPONHAUTE H TETPALMKIIMHHTE, HE BIHAAT Ha aHTHOAKTEpHATIHATA AKTHBHOCT Ha
MokcHQiokcaluH. JIpyrd MeXaHHW3MH Ha PE3UCTEHTHOCT KaTo OapHepHTe cpelily TPOHHKBaHe (4ecTo
cpelllaiu npH Pseudomonas aeruginosa) v MEXaHU3MHTE 3a €IIYKC MOraT CBILO Ja MOBNHAAT HA
4YYBCTBHTEIHOCTTA KbM MOKCU(IOKCALH.

In vitro pe3sucTeHTHOCTTA KbM MOKCH(DIOKCALIMH Ce pa3BHBA MOETANHO Ype3 MyTallMi Ha MULIEHATa 4 B b
npete TonousoMepasy tun Il — JIHK rupasa u tonousomepasa [V. Mokcudnokcaruu € cnab cyderpar 3a::
AKTHBHUTE MEeXaHH3IMH 32 e()IyKC B rpaM-TIOJIOKUTETHH OPraHU3MH. ;‘;
KpwcTocana pe3sucTeHTHOCT ce Habnioapa ¢ Apyry GpuyopoxHHOIOHH. Bbenpeku ToBa, ThH KaTo
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MoKcH(IOKCAllMH HHXHOMpA eIHaKBO akTHBHO Tononsomepasa 1l u 1V B HAKOH rpaM-TIOJOKHUTEIHH .

OakTepuu, TakuBa GakTepHH Morar ja ObAaT pe3MCTEHTHH KbM APYTH XHHOJOHH, HO YYBCTBHTE/IHH HA '
MOKCHQIOKCALIHH. g

KpUTUYHH rpaHULIH .
EUCAST KIMHHYHH MpaHHYHH cTOHHOCTH Ha MIC ¥ rpaHU4YHY CTOHHOCTH OT AUCK-AH(YIAOHEH TECT 3@

-

Mokcuduoxcauut (01.01.2012); G
MEKpOODPranH3bM _ YyBCTBHTEAHH Pe3sicTenTHH B
Staphylococcus spp. <0,5 mg/l > 1 mg/l
> 24 mm <21 mm
S. pneumoniae <0,5 mg/l > 0,5 mg/l |
> 22 mm <22 mm f




Streptococcus rpynu A, B, C, G < 0,5 mg/l > 1 mg/l
> 18 mm <15 mm
H. influenzae < 0,5 mg/l > 0,5 mg/l
> 25 mm <25 mm
M. catarrhalis <0,5 mg/l > 0,5 mg/l
> 23 mm <23 mm
Enterobacteriaceae <0,5 mg/l > 1 mg/l
> 20 mm <17 mm
['paHHYHK CTOHHOCTH, HECBBP3aHH C <0,5 mg/i > 1 mg/l
onpegeycH Bua*

* 'paHn4HNTE CTOMHOCTH, HECBBLP3aHH C ONPEAECIEH BH], ca ONPEAEICHH IMABHO Bb3 OCHOBA Ha

¢apMaKoOKHHETHUHH/(papMaKOIMHAMUYHHA JaHHU U ca HE3ABUCHUMH OT pasnpeaeneHueto Ha MIC 3a
KOHKPETHH BuaoBe. Te ce H3MOM3BaT CaMo NMPH BHUIOOBE, 32 KOMTO HE € JlafleHa BUAOBO CrelHHYIHA |
FpaHH4YHa CTOHHOCT, M HE Ca MpeHA3HAYCHH 3a U3MO3BaHe NPH BUIOBE, 3a KOWTO BCE OLLE NPEACTOM Aa

par e gl FA e

" v

ce OHPE,IIEJ'[HT I{EHTB PHHTC 3a HHTCPNPCT HPEHE.

MHUKpOOHOJIOrHYHA YYBCTBHTEIHOCT

PasnpeneneHHETO Ha NPHIOOKTATA PE3UCTEHTHOCT MOXKeE Jla BapHpa reorpacky ¥ BbB BpEMETO 3a
H30paHu BUIOBE, U € XKEMaTeHO Ja ce NoAy4YH UHGOopMALHA 3a JJOKATHATa PpE3UCTEHTHOCT, 0CODEHO Mp
lleyeHHe Ha TeXKH HHPeKHHH. AKo € HeoOXoauMo, TpaOBa na ce MOThPCH €KCNEPTHO MHEHHE, KOraTo
YeCTOTATA Ha JIOKATHATA PE3HCTEHTHOCT € TaKaBa, 4e 110/13aTa OT JIEKapCTBOTO [IOHE IIPH HAKOW BHAOBE

HHEKLUHH € NOJ BBITpOC.
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O6BKROBEHO YYBCTBHTENHH BHIOBE

AepobHH rpaM-noaoUTETHH MUKPOOPTaHH3MH

Gardnerella vaginalis
Streptococcus agalactiae (rpyna B)

Streptococcus pneumoniae*
Streptococcus pyogenes* (rpyna A)

Staphylococcus aureus™ (4yBCTBUTENHH Ha METHLIUIINH)

"'pyna Streptococcus milleri * (S. anginosus, S. constellatus u S. intermedius)

I'pyna Streptococcus viridans (S. viridans, . mutans, S. mitis, S. sanguinis, S. salivarius, S. thermophilus)

A,

1 .

AepoOHHU FrpaM-OTPHULIATEIHH MHKPOOPraHH3MHu
Acinetobacter bawumanii

Haemophilus influenzae*

Haemophilus parainfluenzae*

Legionella pneumophila

Moraxella (Branhamella) catarrhalis*

AHaepoOHH MHUKDQOPTraHH3MH
Fusobacterium spp.

Prevotella spp.

w2 PYTH MUKPOOPraHU3MH
Chlamydophila (Chiamydia) pneumoniae*

Chlamydia trachomatis*
Coxiella burnetii

—— — i —



Mycoplasma genitalium
Mycoplasma hominis
Mycoplasma pneumoniae*

Bunose, npr xoHTO NpAAOOETATA Pe3HCTEHTHOCT MOXE a Obae npobaem

AepoOHH rpaM-noNOXKHTENHHA MUKPOOPraHU3IMH
Enterococcus faecalis*

Enterococcus faecium*

Staphylococcus aureus (PE3UCTEHTHH Ha METHUHINH)

AepobHH rpaM-OTpHLIATENHY MUKPOQPraHU3IMHU
Enterobacter cloacae*

Escherichia coli*

Klebsiella pneumoniae**

Klebsiella oxytoca

Neisseria gonorrhoeae®’

Proteus mirabilis*

AHaepoOHM MHKPOOPraHH3MHU
Bacteroides fragilis™*

Peptostreptococcus sEp.*

OpraHniMu ¢ BpoaeHA PE3HCTERTHOCT

AepoOHH rpaM-OTpHLIATENHH MUKPOOPraHU3MHU
Pseudomonas aeruginosa

* AKTHBHOCTTA € JeMOHCTPHpaHa B AOCTATbYHA CTEIEH NMPU YYBCTBHTENHH LIAMOBE B KIIHHHYHH
MPOYBAHHA Ha 0J00peHH KIIHHHUHH NOKa3aHK4.

i";

- [l{amoBeTe, mpoAyUMpally IHPOKOCTIEKTEPHH OeTa nakramasu (ESBL), ca 0OHKHOBEHO PE3UCTEHTHH |
Ha (PIYOPOXHHOJIOHH
“YecToTa Ha PE3UCTEHTHOCT > 50% B €QHA MK MOBEYE CTPAHHU
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5.2, PapMaKOKHHEeTHYHH CBOHCTBA
2
AbcopOumsa 1 OUOHANTHYHOCT
Crien nepopalino MpUnoXKeHHe Mokcudokcauus ce afcopbupa 6bp30 H MOYTH HABIHO. AGCOMIOTHATA *;
OHOHATHYHOCT € NpHbnu3uTenHo 91%.

T .
= e -‘_-'IF‘_ =l Wy g

e T

dapmakokuHerrkara e JuHelina B HHTepBana S0—800 mg eqHokpaTHa go3a v a0 600 mg BeAHBXK ,uHEBHQL
3a nepuoA oT 10 quu. Cnen nepopanna n03a ot 400 mg nukoBH koHueHTpauun oT 3,1 mg/l ce nocturar B

pamkuTe Ha 0,54 yaca cnea npunoxxeHueto. [InkoBure W Hali~-HUCKHTE [LNa3MEHH KOHLUEHTPaUKWH B T|
paBHOBECHO ¢bCTOAHKE (400 mg BeAHBX AHEBHO) ca choTBeTHO 3,2 1 0,6 mg/l. B paBHOBECHO c&croanné&f

eKCIIO3HLIHATA B IO30BHA HHTEPBAN € npHOnu3uTenHo ¢ 30% no-BHcoka, OTKOJIKOTO CE€A TbPBATa J03a. Jr
e

Pasnpenenenue a1t
Mokcudnokcaivs ce pasnpeRens Obp30 B eKCTpaBacKy/lapHHTe NPOCTpaHCTBa; cnef A03a oT 400 mg ce |
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Haomoaasa AUC ot 35 m-gh/l. O0eMbT Ha pasnpeaeNeHHe B PABHOBECHO ChCTOAHHE (VSS) €

npuoausuTeaHo 2 1/kg. In vitro u ex vivo exCnepUMEHTH NOKa3BaT CBbP3BAHE C IPOTEHHUTE
npubnusutenno 40-42%, He3aBUCUMO OT KOHLEHTPALKATA Ha NeKkapcTBOTO. MokcudokcalyH ce
CBBP3Ba OCHOBHO ChC CEPYMHHUA anOyMHEH,
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eAMHHYHA nepopaiiHa Ao03a oT 400 mg MOKCH(IOKCALIHH:

= pwe
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TbKaH KonneHTpanug CHLOTHOIIIEHHE MACTO: MJa3Ma
[Inasma 3,1 mg/l -
CmoHka 3,6 mg/] 0,75-1,3
MexypHa Te4HOCT 1,6' mg/l 1,7
bpoHxuanHa JMraBuLa 5,4 mg/kg 1,7-2,1
AnBeonapHy Makpodary 56,7 mg/kg 18,6-70,0
TeyHOCT, MOKPHBAILA EMUTENA 20,7 mg/l 5-7
MakcHiapeH CHHYC 7,5 mg/kg 2,0
ETmMonaneH cHHYyC 8,2 mg/kg 2,1
HazanHu mosnumnn 9,1 mg/kg 2,6
UHTepcTHUHANTHA TEHHOCT 1,0° mg/l 0,8—1,4>
YKeHCKH PeHUTANIEH TpaKT* 10,,2‘l mg/kg, 1,72

* HHTPABEHO3HO NPHIOKEHHE HA equHHYHA Ao03a oT 400 mg

' 10 yaca cnen NpHIIOKEHHE

2 . KOHUEHTPAUHS Ha HECBBP3AHO NIEKAPCTBO
o'r 3 yaca 1o 36 4aca cnell noaafra

‘ B xpas Ha uHDY3HA

buoTpanchopmaliud

Mokcudnokcauus npeTbpassa GuotpaHcdopmauus ot daza I v ce excxpetupa upe3 6v0peLnTe U

MThUKATa/PEKATHUTE KaTO HEMPOMEHEHO TeKapCTBO, KakTO U noJ popmaTa Ha Cyngo-CheIHHEHHE (M])

U rmokyporua (M2). M1 u M2 ca eauncTBeHHTE METAaOOIUTH, KOKTO Ca OT 3Ha4eHHe 32 YOBEKa, KaTO H
JIBATa ca MUXPOOHOJOTHYHO HEAKTHBHH.,

B xnuHuuHHY npoyusanus ¢asa [ u in vitro npoyusaHus He ca HabnionaBaHd MeTabONHTHH |
bapMaKOKMHETHYHH B3aHMOAENCTBHA C APYTH JIeKapCTBa, NOANOKEHH Ha buoTpancdopmauus oT dasa 1, B
BK/TIOMBAIIK €H3UMH OT Ipynara xa uyutoxpoM P450. Hama aaHHu 3a okcuaaTuBeH MeTaboNU3bM.

EnMMHHHpaHE

MokcH(pIOKCaUuH ce eNMMHEHPA OT MIa3MaTa ChC CPEeH TEPMUHANEH NOMYKHUBOT OT NPUONHIHTENHO ~
12 yaca. CpeaHaTa cTOMHOCT Ha ObIIMA TENeCeH KNINPBHC cnef Ro3a oT 400 mg sapupa ot 179 1o
246 ml/min. BrOpeunnaT K1MpbHC € okono 24 — 53 ml/min, koeTo npeanonara yacTHYHa TyOynHa

peabcopOLKA Ha eKapcTBOTO OT OLOpeumTe.

Cnen nosza ot 400 mg, Bb3CTAHOBABAHETO OT YpHHaTa (NpuOnu3uTenHo 19% 3a HenpoMeHEHOTO
nexapcTso, npubnusutento 2,5% 3a M1 u npubnusurenno 14% 3a M2) u pexanuure (NpUOIHU3HTENHO
25% 3a HEMPOMEHEHOTO JeKapcTBo, mprbnusutento 36% 3a M1 u 6e3 pp3craHoBABaHe 3a M2) Bb3NH3a

Ha npubnunazntenHo 96%.

EAHOBPEMEHHOTO MPHIIOKEHHE HA MOKCH(IIOKCALIMH C PAHHTHKH HITH NPODOEHENN HE NPOMEHS

6bOpeuHHs KIMPBHC Ha U3XOQHOTO NIEKAPCTRO.

HHHHEH?HH 6 crmapyiecka 8b3pacm u nayuenmu ¢ HUCKO MEAECHO MELIO
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[1pu 3apaBr A0GPOBOJILM C HUCKO TEIECHO TErNO (KaTO XEHU) H NpH A0OpOBONLM B CTapyecka Bb3pacT
ce HaOnoaaBaT No-BUCOKH MNA3MEHH KOHLIEHTPALHY, 3

Bvbpeuno yapeacoane 1
dapMakOKHHETHUHHUTE CBONCTBA HA MOKCHU(TIOKCALIMH HE C€ Pa3iHyaBaT 3HaudMO MPH MALHEHTH C
6BOpeyYHo yBpexaaHe (BKIYHTENHO KPEaTUHUHOB KNHpBbHC > 20 ml/min/1,73 m?). C HaManaBaHeTo Ha ||
6BOpeuHaTa QYHKUMA KOHUSHTpaUKHUTE Ha MeTabonnta M2 (rniokypoHUA) ce moBHIIABAT C PaxkTop OT
2,5 (¢ kpeaTMHHHOB KIHPBHE < 30 mi/min/1,73 m?). !
Yeproopobxo yepexcoane E-F;
Bb3 ocHOBa Ha npoBeaeHuTE gocera GapMakOKHHETHYHYU MPOY4BAHHA NPU NAllHEHTH C YEPHOAPOOHa !
HegoctarbuyHOCT (Child Pugh A, B), He € Bb3MOXHO Aa e onpeaeiny Jamy UMa HEKaKBH pa3HyHnA B iy
cpaBHeHHKe ChC 3ApaBu qoo6poeomiu. Hapynmienara uepHoapoOHa pyHKIHA € CBbp3aHa ¢ M0-BHCOKA
eKCro3HuHa Ha M1 B nnasmMara, J0KaTo eKCno3vLMATa HA OCHOBHOTO JISKapCTBO € CpaBHHMA C
eKCNO3ULUATA MPH 3paBy Ao0posoiuy. Hama nocTaTb4HO ONMUT B KIHHHYHATA YIOTpeda Ha g
MOKCH(NOKCALHH NPK NAUKEHTH ¢ HapylleHa 4epHoApo0Ha PpyHKIHA. I
E

5.3. Ilpeaxkaanu4HH JaHHH 32 6e30nacHOCT

EdexTi BbpXYy XeMaTOMOETHYHATA CUCTEMA (JIEKO MOHHXKABaHE HA OpOd HA EPHTPOLMTUTE U |
TpoMOOUUTHTE) ca HabmogaBaHH NpH IIBXOBE M MalimyHH. KakTo npy ApyrH XMHOJIOHH, TIPH ITBXO0BE, |
MaliMyHU U Ky4eTa ce HabmoaBa XenaToTOKCHYHOCT (MOBUIIEHH HYEPHOAPOOHH €H3MMH H BaKyoJlapHa
nerexepauus ). [Ipy MaliMyHu € Bb3HHKHaNa TokcHuHOCT Ha LTHC (kouBysncuu). Tesn edexth ce
Habmoaarat caMo ciej TpeTHpPaHe ¢ BUCOKH H03H MOKCH(IIOKCALMH WM Clied NPOABIIKUATENHO
TpETHPaHE.

[

MoxkcH$pnokcalrH, noJ00HO Ha APYTH XUHOJIOHH, € NTEHOTOKCHYEH IIPH in VIiro TeCTOBE, H3NON3BallH
bakTepun WK KieTku ot Oo3alinnnu. Toil kaTo Te3n edekTu Morar Aa ObAaT 0OACHEHH Ypes3
B3aMMOIeHCTBHE ¢ TMpa3aTa B OaKTepUUTE H, ITPH NO-BHUCOKH KOHNEHTPALIHH, Ype3 B3aUMOJEACTBHE C
TornonzoMepa3sa Il B kneTkute Ha 003aiHUIIM, MOXE Ja ce ONpeAend NparoBa KOHLEHTPALHA 32
reHOTOKCHUYHOCT. IIpH in vivo TecToBe HE € YCTAHOBEHO HaJIUYUE Ha TEHOTOKCHYHOCT BBIIPEKH (aKTa, ye
ca H3NMOJI3BAaHH MHOTO BUCOKH J03K MOKCHIoKkcaurH. [10 TO3H Ha4HH Morar a ¢c€ YCTaHOBAT
NOCTaTb4YHH rpaHXLM Ha 6e30macHOCT 3a TepaneBTHYHATa 1032 NpH YoBeka. MoKXCH(IOKCaUHH He €
KaHLEeporeHeH B NPOY4BaHE HA UHULHALMA-AKTHBHpAHE MPH MNBXOBE.
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MHOro XHHOJIOHH ca (OTOPEAKTHRHH H MOFAT Ja HHAYLUNPAT GOTOTOKCHYHH, GOTOMYTAr€HHH H
dorokaHueporeHHH edexT. [IpoTHBHO Ha TOBa 3a MOKCH(GIOKCALMH € 0KAa3aHO, Y€ € JIHIUCH OT
doToTOKCHYHH ¥ POTOrEHOTOKCHYHH CBOKMCTBA, KOTaTo € M3C/I€ABaH B 00CTOHHA nIporpama ¢
NPOYYBAHUSA in Vifro U in vivo. IIpy ChILUKTE YCIOBHA APYTH XHHOJIOHM HHOYLHUPAT €QEKTH.

[Ipu BHCOXH KOHLIEHTpPAILHU MOKCH(IOKCALMH € HHXHOUTOP Ha Obp3us KOMIIOHEHT Ha 3abaBeHNs
H3NPABUTENEH KAJHER MOTOK HA CHPLIETO K 10 TO3U HAYHH MOXKE Ja A0BeAe N0 yabokaBaHe Ha QT
uHTepBasa. TOKCHKONOMHYHKTE NMPOYyUBaHUsS, MPOBEASHH MPH Ky4eTa ¢ nepopandy o3y = 90 mg/ke,
BOJleLUM A0 Mia3MeHH KOHIEHTpauuu > 16 mg/l, ca nosenyu no yabmkasaHe Ha QT unTeppana, Ho He3
apuTMHH. CaMo ciiesl MHOTO BHCOKO KYMYJATUBHO WHTPABEHO3HO MPUI0KEHHE ¢ mosede OT S0 MbTH
no3ara npH xopa (> 300 mg/kg), rogeio o nnasMeHd koHueHTpauuy > 200 mg/l (Han 40 nbTH
TEpANneBTHYHOTO HMBO), ¢a HabMoaaBaHu 00paTHMU He(aTAIHH KAMEPHH apUTMHH.
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H3BecTHO €, Ye XMHOMOHUTE NPHYMHSABAT JIe3UH B Xpylusijia HA OCHOBHUTE AHApPTPOAHAIIHH CTaBH [IPH
He3penH >kuBOTHH. Haii-HucKaTa nepopanHa 103a MOKCHQUIOKCALHH, MPHYHHABAILA TOKCHYHOCT Ha
CTABUTE NMPH IOBEHHJIHH KyueTa, € OMIa YeTHpy NbTH NO-rojisMa 0T MaKCHMATHATA NPenopbUHTENHA
TepanerTHYHa Ao3a ot 400 mg (npu npuemane Ha TenecHo terno ot 50 kg) Ha 6a3za mg/kg, ¢ mna3MeHu
KOHLIEHTpALMH ABa A0 TPH MbTH MO-BHCOKH OT MakCHMalTHATa TepaneBTHYHA A03a.
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UscnenBaHuATa 3@ TOKCHYHOCT TPH ILUTLXOBE H MaliMyHH (MHOTOKPATHO J03MpaHe A0 LLECT Mecela) He
MOKA3BAT JAaHHH 3a OKyJoToxcH4eHd puck. [IpH kyuera Bucoku nepopainu fo3u (= 60 mg/kg), Boaery 11
Tia3MeHH KOHLieHTpaluny = 20 mg/l, npu4nuHsaBaT NPOMEHH B €EKTPOPETHHOrpaMaTa i B U30JIUPAHU
cClay4yaM aTpous Ha peTHHATA.

[IpoyuBaHus BbPXY pENPOAYKIMATA, NPOBEACHH BbPXY IUTBXOBE, 3aHLU ¥ MalMyHH, nMOKas3par
npeMUHaBaHe Ha MOKCH(IOKcaLiH mpe3 ruraneHTata. [IpoyysaHus npu mirbxose (EPOPasIHO U
HHTPAaBEHO3HO) H MaliMyHH (NepopallHC) He NPEACTABAT A0KA3ATENICTBA 3@ TEPATONCHHOCT UK
yBpex1aHe Ha depTUINTETA Clie] npuiaraHe Ha MOKcHQIokcaluH. Jleko MoBHlIeHa 4eCToTa Ha
mMandopMalMy Ha npeuuieHy u pebpa e HabmoaasaHa NPH 3apoAHILH Ha 3aluK, HO caMo rpu nosa (20
mg/kg MHTPABEHO3HO), KOATO Ce CBbP3BA C Te)KKa TOKCHYHOCT 3a MakikaTa. Habmopasa ce yBennueHue
Ha ciydyauTe Ha abopTH npu MalMyHH W 3afiliy Y TEPaNEBTHYHH MJIa3MEHH KOHUCHTpPAIIMH 34 X0pa. .@i
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[Tpu nobxore ce HAGMIOAABA HAMANABAHE HA TETJIOTO Ha NIOAOBETE, YBEJIMUCHA MPeHaTalHa 3aryoa, ne

YBETHYEHA NPOABIKHUTENHOCT HAa OPEMECHHOCTTA M NTOBHILEHA CNOHTAHHA AKTHBHOCT Ha HAKOH MBXKH H -
KEHCKH MTOTOMCTBA TIPH JI03H, KOHTO ca 63 bTH MakCHMallHaTa NpenopbyYnTeaHa fo3a Ha 6asa mg/kg ¢ - E
nna3MeHH KOHUEHTPaLKMH B 00XBara Ha TepaneBTHYHATA 034 32 Xopa.
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6 PAPMAINEBTHYHH JAHHHA
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6.1 CnHcebK HA DOMONIHATE BelllecTBA

ChbplLEeBHHA:
MuKpoKpHcTanHa Lenyino3a

Huiecre, npexeaaTHHU3IUPaAHO

YacTUUHO 3aMecTeHa, XUAPOKCHNIPONUILENYI03a
HaTtpues naypun cyngar

Hartpues creapundymapar

. Le  adee tetom .
R N P e '._'.E..r:t-n.:.-_r .

AT R

[loxpuTHeE: 4
[TONUBHHHUIIOB AJIKOXON
Tutanos quoxeua (E171)
Makporon 4000 '
Tank

CoHeer xba10o FCF anymuuaues nak (E 110)
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6.2. HecrBMECTHMOCTH
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6.3 Cpox Ha rogHocr
3 rOOURH
6.4 CnennaiH¥ yCJIOBHS HA ChXPAHEHHE

Tosu JEKAPCTBEH NPOAYKT HE H3UCKBA CIICLHHAIIHH TEMIICPATYPHHU YCIIOBHA 34 CbXpPaHCHHE.
,I[a CE CbXpaHiBa B OPHI'HHAJIHAT& ONaKOBKa, 34 Na CC MIPEAIIA3H OT CBETIIMHA.
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6.5 Buja # cpoaABpKAHHE HA ONAKOBKATA
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dunMHUpaHHTe TaONETKH Ca ONAKOBaHH B 61MCcTEpH B TBBPAM HenpospadyHd OPA/ALU/PVC ¢onno/ALU
6auctepu. Beexu 6nuctep chabpxa S Tabnerku unu 7 Tabnetku. JIuTorpagupaHaTa KAPTOHEHA KYTHS  :)
cbabpxka 1 6aucrep ¢ 5 Tabnetku (5 Tabnerku) unu 1 6nucrep cve 7 Tabaetku (7 Tabnetku) unn 2
dnucrepa ¢ 5 Tabnerku (10 TabneTkr) ¥ NUCTOBKA.

He BcHYkM BHAOBE ONMAKOBKY MOrar aa ObJaT NYCHATH Ha nasapa.
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6.6 CnenHajaHu NpeINna3HH MepKH NPH H3XBLPJIAHE

Hsama crienManHu H3HCKBaHHA.

7 MPHATEXATEJ HA PASPEILEHHETO 3A YIIOTPEBA
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ALKALOID-INT d.o.0., Slandrova ulica 4, 1231 Ljubljana - Crnuce
CnoBeHuA

Ten.: + 386 1 300 42 90

tdaic: + 386 1 300 42 91

uMenn: infoiwalkalgid. si
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8 HOMEP(A) HA PAIPEHIEHHETO 3A YIIOTPEBA

Per. No 20170368

9 JAATA HA ITBPBO PA3PEILIABAHE/TIOJHOBSABAHE HA PAJPEIIEHHUETO 3A :
YIIOTPEBA y

Harta Ha obpBRO paspeuwaBane: 11 Jdekemspu 2017
Jlata HA nocjaenHo noaHoBsaBade: 23 IOuu 2022 -*

10 HATA HA AKTYAJIUBUPAHE HA TEKCTA
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