KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHMUS ITPOAYKT

3onubuoruk 1000 mg npax 3a HHXKEKLMOHEH Pa3TBOP
Zolibiotic 1000 mg powder for solution for injection

3onubuoruk 2000 mg npax 3a HHIKEKLIMOHEH Pa3TBOP
Zolibiotic 2000 mg powder for solution for injection

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

3oaubuoTuk 1000 mg npax 3a HHKEKLIMOHEH Pa3TBOP

Beeku duiakon 3onubuoruk ot 1000 mg, ceabpika 1000 mg uedaszonun noa popmara Ha uedasonuH HaTpHiA
(cefazolin sodium).

[loMolHHK BelecTBa ¢ U3BECTHO AEHCTBUE:

Beceku gnakon cuabpka 2,21 mmol Hatpuit (50,84 mg).

3oaudbroTuk 2000 mg npax 3a HHKEKLIMOHEH Pa3TBOP.

Beeku daakon 3onubuortuk ot 2000 mg, ceabpaka 2000 mg uedaszonun non popmara Ha uedazonuH HATPHI
(cefazolin sodium).

[lomouHK BeLecTBa ¢ U3BECTHO AEHCTBHE:!

Bceku uakon cbabpxka 4,4 mmol narpuii (101,6 mg).

3a M'bJIHUA CMUCHK HA NMOMOILHHUTE BELLECTBA BUIKTE Toyka 6.1.

VL2920 ) £
£ 230525 2015 s

3 JIEKAPCTBEHA ®OPMA

[Ipax 3a HHXKEKLIMOHEH Pa3TBOP.

4. KIIMHUYHU JAHHHA
4.1. TepaneBTHYHH NOKA3AHMS

301MOMOTHK € MOKa3aH 3a JICYEHHE Ha CIeAHUTE UH(EKLMH, IPUYHHEHH OT YYBCTBUTEIHH KbM

JICHCTBHETO MY OaKTEpPHH NPH BB3PAaCTHH U Jiella Ha Bb3pacT Hax | Mecenl (BxK. Touka 4.2 u 4.4):

* MHQEKLIMH HA PECITUPATOPHUS TPAKT: XPOHHUYEH OPOHXMT, MHEBMOHMS;

* HHPEKLMHU HA YPUHAPHUS TPAKT (OCTHLP NUeNOHEDPHT);

* HHEKIIMK HA KO)KAaTa U MEKUTE TbKaHMU;

* EHJOKAp/HT,

* NepyuorepaTHBHA MPOPUIAKTHKA- NEPUONEPATUBHOTO MPHUIIOKEHHE Ha Lie(a30JIMH MOKE J1a HaMaJTH
YECTOTaTa Ha MOCTOINEPATUBHU HH(PEKLIUHU NPH MALUHEHTH MOJIOKEHH HAa CENTHYHH, UJIH NMOTEHLHUATHO
CENTHYHH XUPYPrHYHHU NPOLIEYPH;

* JICYEHHE Ha MALMEHTH ¢ OAKTEPHEMHs, KOATO Bb3HHMKBA BbB BPb3Ka C MJIM CE MO/I03HPa, Y€ € CBhP3aHa C
HAKOS OT U30pOEHHUTE 10-rope HH(pEKLIHH.

AKO € Bb3MOXKHO TpsOBa na Ob/ie TecTBaHA YyBCTBUTEIHOCTTA HA MPUYMHIBALIUA OpFﬂHHE’bM KbM
JICYEHUETO, BLITPEKH, Y€ TeparnusATa MOKE /1a 3al0YHe Mpeau Aa ca HaJTMYHU pe3yJITaTH.
Heobxoanmo e na ce cnassar ouuHamIHUTe NMPEnopbKH 3a MoAxo/dina ynorpeda Ha 4




4.2. 1o3MpoBKa H HAYHH HA NIPHJIOKEHHE

o3upoBkKa
Jo3MpoBKaTa 3aBMCH OT UYBCTBHTE/THOCTTA Ha NATOrEHUTE H TEKECTTA Ha 3a00aBaHETO

Bw3pacmuuy
Obu1uaiHaTa A03a 33 BE3PAacTHH € KaKTO CJie/Ba:

Bua Ha MH(pEKUNATA Ho3uposka YHecToTa Ha JHeBHa
[IPHIOKECHHETO R03a
Jlexn no creneH HHPEKILIMH, 500 mg Ha Bceku 8 yaca 1,5¢g
MPUYUHEHHU OT HYBCTBUTEJIHH l g Ha Bcexu 12 4aca 2g
[ paM-nonoxurentu
MHKPOOPraHH3MH
HeycnoxkHeny HH(bexLHHM Ha 1 g Ha Bcexn 12 yaca 2g
lYPHHAPHHSA TPaKT
YMepeHu 10 TeKkH UHGEKUHH lg Ha Bcexu 6 0o 8 3g-4g
(npuyuHenHu ot ['pam- yaca
OTPHUATE/THY
MHKPOOPTaHU3IMH)
KusoTozacTpaliaBallu lgnol5g Ha Bcexu 6 yaca dg—-6g
MH@EKLMUH

B u3kitouMTenHu cnyyau npoayKThT MOXKE Jla Ce mpuiara B Ao3a 10 12 g Ha JeH.

IIpu nayuenmu c yepeoena bvbpeuna yHkyus, cxemama Ha NPUIASAne e Kakmo caedeaq:

KpeaTUHUHOB KITUPBHC CepymeH JHeBHa 103a Hurepean Ha
(ml/min/1,73 m?) KpeaTHHUH A03HpaHe
(mg/100 ml) | _ .
> 35 _ <L,5 Ob6uyaiiHa nosa HEINpOMEHEH
35-54 1,6-3,0 OOuyaiiHa gosa Hait-manko Ha 8
YACOBH HHTEPBAIH
11-34 3,1-4,5 [IonoBuHara oT 12 yacoBU HHTEpBAITH
_ _ obuyaiiHaTa no3a B '
<10 >4.6 [lonoBuHATA OT Ha 18-24 uacosu
obuyalHara go3a HHTEPBAIH

[lpn naureHTH, NOANOKEHH Ha XEMAOMANH3A, CXEMATa Ha MPHUJIAraHe 3aBHCH OT YCJIOBHMATA Ha AHAa/IM3aTa.

Ja nepuonepamuera ynompeba 3a NpeAOTBpaTABaHe HA MH(EKLIHK, 103aTa 3aBUCH OT THIIA U
NMPOAB/DKHTENIHOCTTA HA ONepaLuaTa.

[Ipenopbuntensn no3u:

HauanHaTa no3a € ot 1 g 10 2 g, NpunoxeHa HHTPABEHO3HO WITH HHTPaMycKyJTHO 30 MuHyTH 10 1 "ac npeau
Ha4aJioTo Ha ornepauusTa. 3a AbLJICH ONEPATHBHY HHTEPBEHLIMH (Haj 2 yaca) ce npunara gpyra zo3a ot 500
mg no | g HHTPaBEHO3HO MJIKW HHTPAMYCKYJIHO MO BpEME Ha ONepaL|siTa.

J031poBKaTa U MPOALKUATEHOCTTa HA TIPHMJIaraHe 3aBHCAT OT TUMNA H MPOALLKHTENHOCTTA Ha
orepauuaTa.

[Nocroneparusho ce npunarat 500 mg no 1 g UHTPaBEHO3HO HIIH HHTPAMYCKYJTHO HA MHTEPBAIH

oT 6 yaca a0 8 yaca B paMkuTe Ha 24 yaca.




npoaLIKH 3a 24 1o 48 uaca.

Ilayuenmu 6 cmapuecxa év3pacm

He ¢ neobxoanmo kopurupatne (NpoMsHa) Ha 103aTa MpH Bb3pacTHHU NMALHEHTH ¢ HopManHa 6u6peuna

pyHKLMS.

lleduampuuna nonyrayus (na ev3pacm nao I mecey))

I1pn neku no yMepeHH HHPEKUHH ce npenopbuBa 0011a THEBHA O03a OoT 25 mg/ kg TenecHo Terno ao 50
mg/kg TenecHo Terno, NPpUIOKEHH KaTO TPH HIH YETHPH PaBHO pa3AcieHH JO3U.
[Ipy Texkkn nHpekuHr, MOXKE Aa ce npuiara, obima axesHa ao3a 2o 100 mg/kg 1. T., NpUIoKeHH KaTo TpH
WY YETHPH PABHO pa3ae/ieH! JI03H.

YKa3zaHus 3a 103UpaHE NMPHU KbpMaueTa, aeija (OpUEHTUPOBBYHH N03H)

Terao 25 mg/kg nHerHO, B 3 103M 25 mg/kg nHeBHO, B 4 103U
kg eJHHU4YHA fA03a B mg (Ha | Heobxonum obeM | eanHuuba noza B | HeoGxoaum obem 3a
8 yaca) 3a pazpexkaaHe B | mg (Ha 6 yaca) paspexxaaHe B ml —
ml— g0 125 mg/mi oo 125 mg/ml
4,5 kg 40 mg 0,35 ml 30 mg 0,25 ml
9,0 kg 75 mg 0,6 ml 55 mg 0,45 ml
13,5 kg 115 mg 0,9 ml 85 mg 0,7 ml
18,0 kg 150 mg 1,2 ml 115 mg 0,9 ml
22,5 kg 190 mg 1,5 ml 140 mg 1,1 ml
Terno 50 mg/kg aHeBHO, B 3 n03H 50 mg/kg nHeBHO, B 4 1034
kg €MHUYHA 1033 B mg Heobxoaum obem | eannununa go3a B | Heobxoaum obem
34 paspexiaHe B mg (Ha 6 yaca) 3a paspeXXaaHe B
(Ha 8 yaca) ml - 2o 225 mg/ml ml — a0 225 mg/ml
4,5 kg 75 mg 0,35 ml 55 mg 0,25 ml
9,0 kg 150 mg 0,7 m] 110 mg 0,5 mi
13,5 kg 225 mg 1,0 ml 170 mg 0,75 ml
18,0 kg 300 mg 1,35 mi 225 mg 1,0 ml
22,5 kg 375 mg 1,7 ml 285 mg 1,25 ml
Hosopoaeuu:

He e ycraHoBena 6esonacHa yniotpeba npH HoBopoaeHH (Bik 1.4.4). He ce npenopbusa ynorpebaTa Ha
neda3loiHH NPH NeAHATPHYHH NANHEHTH BKA Bh3pact nox 1 Mecen.

Leuya ¢ 6vbpeuna nedocmamvurnocm

KpeaTHHHHOB KAUPBHC Jozupoeka uedazonus HMuTepran Mexxay oo3uTe
(ml/min/1,73 m?) (mg/kg) (B yacose)

> 50 7 (no SOOTng/,uﬂza) 6 108

25-50 7 ] 12

10-25 7

<10 7




JlosupoBKarta npu Jeua, NoOAN0OXKEHH Ha Xxemoauanusa € 7 mg/kg Teryio B Ha4alIoTO Ha JeueHueTo. Thi kato
CEpYMHHTE HUBA Ha uedasonud cnagar ¢ 35% go 65 % no BpeMe Ha auain3a, ce npuiara no3a ot 3 no 4
mg/kg Terno Mexay QUalH3HUTE cecuu (IMaNu3eH HHTEpBaI — 72 vaca).

[IpOABIXKUTENHOCT HA 1EYCHUETO

IpoABMKUTENHOCTTA HA JIEYEHHETO 3aBHCH OT X0Aa Ha 3abonasaHero. B cboTBeTCTBHE ¢ OOLIHMTE NPHHLKNH
Ha aHTUOHOTHYHATA Tepanus, Ne4eHneTo ¢ nedazonuH Tpabea Aa NPOILIKH Hall-Manko 2 10 3 AHM clien
JIUNICA Ha TEMNEPATYpa WM HMa IOKa3BaTE/ICTBO 3a OTNAJaHe HA MPHYHHHTENS.

HauyuH Ha nprIoKeHHE

I OTOBMAT pa3TBOp, MPUIrOTBEH KAKTO € NOCOUMEHO Ce npunara aeaboko HHTPaMyCKYJTHO WIH HHTPABEHO3HO.
Bux cuiuo Taka 1.6.6.

Humpamyckyano npunoicenue.

3a HHTPaMyCKYTHO MPUJIOKEHHUE NPOAYKTHT Tpabea aa ce paspenu B 0,5 % pasTBop Ha JHMAOKAHH.
HeoOxonumata nosa (makc. 1 g) Tpabsa na 6bae HHXEKTHPaHA B IOJIAM MYCKYJI.
UHTpamyckynHoTo npunoxenue Tpabsa na ce W3MON3Ba caMO NIPH HEYCITOKHEHH HHDEKLIMHA.
Pasteopere ¢ 0,5 % pa3TBop Ha n1MAOKauH cboOpa3Ho HHOpMaLMATa B TabuLaTa:
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Obem Ha PnakoHa KonuuecTBo Ha paszpeauTen
500 mg 2 ml
lg 4 ml

Humpaeeno3no npunoxcenue

Pa3TBOpH 32 MHTPABEHO3HA MHMKEKLMA MM HH(Y3HA Ce TIPUTOTBAT UPE3 pasTBapaHe HA CyXaTa CyOCTaHLHA ¢
BoJa 38 HHKekiuH uin 0,9 % pastBop Ha HaTpHeB xnopu. M3nonssa ce Haii-Manko 4 mi ot pastBopHTens
338 BCEKH I'paM CyXO BeUleCTBO.

3a NpUroTBsSHE Ha pa3TBOPH 3a HHTPABEHO3HA HHDY3uA, GaHKa 3a HHY3Hs ce mbaKu ¢ 50 — 100 m1 0,9 %

pasTBOp Ha HATPHEB XJIOPHA, OCTaBs CE cyXara cyOCTaHLMA Aa Ce pa3TBOPH HAITBJIHO M ¢e 3anousa 6aBHa
UH]Y3U4.

Humepmumenmna unmpageHo3na ungyus.

[To-Bucoku aneBHM n03u (4 g — 6 g 8 2-3 eAWHHYHH [03K) CE NPUIAraT Ype3 HHTPaBEHO3HA HHY3HA (Haz
20-30 MHHYTH).

L{upexmna unmpaseno3na unjiCeKyus

Hosa ot 1000 mg uedazonuu moxe aa 6bae npunoxkeHa ¢ 6aBHa MHTPABEHO3HA HHXKEKLHMA (3-5 MHHYTH)
AHPEKTHO BbB BEHATA, UJIK Ype3 CUCTEMA.

Pazreopu Ha Lleasonux B 1HAOKaHH He TPAOBA [a ce nMpUaaraT HHTPABEHO3HO.

YKaszaHud 3a pa3TBapaHe Ha AeKapCTBEHHA NPOAYKT Npeay NPUIOKEHHETO MY — BHXK T.6.6.

4.3. TIIporHBONOKA3aAHHS

CBPBXUYYBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO, KbM IPYrH LE(ATOCIOPHHH HIH KbM HAKOE OT
MOMOLLHKTE BELECTBa, H3bpoeHu B T.6.1.

[Ipeaminna Texxka peakius Ha CBPbXUYYBCTBUTENHOCT KbM NMEHULMIHH WK KbM KOHTO M 14 e THI GeTa-
AKTaMHH aHTHOHOTHUM.




4.4, Cneunajauu npeaynpexaesus N NpeaAnasnd MEPKH 3a ynotpeba

— Jla ce npunara ¢ BHUMaHHe NPH NaUHEHTH, C aJIEpruyHa qydaresa, ¢ OpoHXHaaHa acTMa WM CEHHA
xpema. [lpeau npunarane na uedaszonuH TpaOBa ga ce U3c/IeABaT NpeAUIlIHA peakliMi Ha
CBPBXUYBCTBUTENHOCT KbM JIpYrH OeTa-nNakraMu (NMEHUUWIHHA WIH LedaTOCNOPHHH).

— [lpu naumeHTH, 32 KOMTO ca ROKJIaABAHH PEAKLIHH HA CBPbXYYBCTBUTEIHOCT, YIIOoTpebaTa Ha
NieKapcTBEeHH NMPOAYKT TpabBa na Obae cnpsaHa H Aa ¢e HazHauM NOAXOAAIO CUMITTOMATHYHO
neuenue. Tpadbea na ce UMaT NpeABUA KPCTOCAHU ANIEPrHYHH PEaKLHH C APYTH LedanoCIOpHHH H
MOHAKOra KpbCTOCAHH QI€EPTUH ¢ NEHHUHNUHH. [IpH W3BECTHA CBPBXYYBCTBHTE/THOCT KbM
NEHUUWNHHY TPpAOBa a ce MMa NpeaBuA KPBCTOCaHa aneprus KbM Apyru OeTa-nakTaMHH
AHTHOHOTHULM KaTO Le(dallOCNOPHHH,

— llpy nauneHTH ca nOKNaABaHM TEXKH peakLiMM HA CBPBLXYYBCTBUTEIHOCT, BKIIIOUHTENHO
aHauakcHs KeM OeTa-nakTaMHK aHTUOMOTHLM (BHXKTE TouKa 4.8). [To-BepOATHO € Te3u peakLuy
Aa c€ MOABAT MPH JIHLA C AHAMHE3A 3@ CBPbXYYBCTBUTE/IHOCT KbM OeTa-naktamu. [Ipu namuenTy ¢
yBpeaeHa Ob0pedHa (pyHKUNS NPy CKOPOCT Ha IIoMepyJiHa (urrpanya nox 55 ml / min, Moxe na ce
O4aKBa HaTPyMNBaHe Ha ueda3oHH, 3aTOBa € HeoOX0AUMO aanTHPAHE Ha 103aTa WIH YAB/DKABAHE
Ha WHTEpBasia MeXIYy OTASIHHTE NMPHIOKEHHS (BIDKTE TOUKA 4.2). Bbrpeky, ue uedazonuH paako
MPUYMKHABA yBpexKaaHe Ha ObOpeuHaTa pyHKuUMs, NPENOPBLUMTENHO € Ja ce H3cneasa OndpeunaTa
GyHKUHA, 0COOEHO NMPH TEKKO OOJIHM NALMEHTH, KOUTO MOTYYaBaT MAKCHMAJIHH KOJIMYECTBa H NPH
MalHEHTH, KOUTO MOY4HaBaT APYry HE(PPOTOKCHUYHH JIEKAPCTBRA, NMPHIAraH! €IHOBPEMEHHO KaTo
AMHHOFJIUKO3HAHW WK MOLLHH AHYPETHUM (Hanp. dypo3emua).

~ Ilo u3kmoueHHe KoarynauMaTa Ha KpbBTa MOXKe 1a 6B HapyIIeHa 110 BpeME Ha JIEYEHHETO C
tedazonuH, [TauMeHTHTE B PHCK Ca T€3H ¢ PHCKOBH (QaKTOPH, NPHUHHABALLK AeDHLMT HAa BUTAMMH
K WM 3acaraiy Jpyru MEXaHW3MH Ha CbCUPBAaHETO (NAPEHTEPAIHO XPAHEHE, XPAHHUTENHH
AeUUHTH, HaMalleHa yepHoApoOHa U 6b6peuHa PyHkums, TpoMGourTonenus). ChCHpPBaHETO MOXKeE
CbUIO a Obje HapYILEHO B NMPUCHCTBHETO Ha CBBLp3aHy 3abonsBanund (Hanp. xemodunus, 138a Ha
CTOMaxa H ABaHANECETONPBLCTHHKA), NPUUUHABALLN WIH BIIOLIABAIIK KpbBOH3NHUBU. ClIe10OBATEIHO
MPpH NALMEHTH C TE3H 3a0oNna8aHusa TpAOBa Aa ce npaBaT ObP3H TECTOBE. AKO MOKA3ATENUTE HA TECTA
Ca HaMalleHH, KONN4eCTBOTO Ha BUTamuH K (10 mg / ceaMuuHo) Tpadea ga 6vae KOpUrHpaHo.

—  Ilcegoomembparnozen xonum cevpian ¢ ynompeba na anmubuomuyu
Crvo01uaBany ca cllyyaun Ha KOJIUT CBBP3aH ¢ ynorpe6a Ha aHTUOMOTHLM ITPH ynoTpe6aTa Ha NOUTH
BCHYKH aHTHOWOTHLK. TexkecTra My MOXke Jia Bapupa OT JieKa O *HBOTO3acTpaluaBawa {Bx. TO4YKa
4.8). IIpu Texxka, NpOAL/DKMTEIHA AUapus TpAOBa 1a ce UMa NpPEeOul, Ye MOXKE [1a € CBbP3aHa C
MpeAU3BUKAH OT aHTHOUOTHLUM NceBaOMeMOpaHo3eH KOIHT. THi KaTo TOBA CHCTOAHHE MOXKE 13
Onae kuBoTO3aCTpaltaBallo, TpabBa He3abaBHO Ja Ce NpeyCcTaHOBH yrioTpefaTa Ha ueda3zonuH 1 na
Ce 3aMovHe NoAXOAALIO JIeYeHHE. AHTHIIEPUCTANTHLIMTE Ca MPOTUBOMNOKa3aHU. [IpoabmkuTenHarta
ynoTpefa Ha uea3onuH MOXke 1a NPOBOKHPA CBPBXPACTEXK Ha HEMYBCTBHTEIHH MHKPOODPTaHH3MH.
ChnenosarenHo nauveHTHTE TpaOBa Aa ObJaT BHUMAaTENHO HAGMO1aBaHH 3a MOTEHLIMATHH
cyneputdexuuu. Ilpu npodsa Ha TakuBa TpAOBa fa Ce B3eMaT MOAXOJAILH MEPKH.
- Hwrzocpouna mepanus uiu mepanus ¢ 6UCoxda 003q
* [Ilpenoppusa ce pefosHa nNpoBepka Ha QYHKLMHTE HA OpraHHTe, BKMOYNTENHO 6u0peuHa,
4ePHOAPOOHA H XEMOIOETHYHA PYHKLIMA 110 BPeME Ha ABJTOCPOYHO WM JICYEHHE C BUCOKH
n034. Cpolluara ce v 3a NOBUILEHH YepHOAPOOHH EH3UMH ¥ MPOMEHH B KPbBHHTE KJIETKH
(Bx. TOuka 4.8).
" [lpy nauueHTH ¢ XUNEPTOHHA H NPH CbPACUHA HEAOCTATBYHOCT TPAOBa Aa ce MMa NpeaBH
CbAbP>KAHUETO HA HATPHH B HIXKEKLMOHHHTE pa3TBopH (48 mg Ha 1 g nedazonun).

* [leguaTpuyHa nonyJaus
Ledazonuu He Tpabpa na ce mpHnara Ha HEOHOCEHH W HOBOPOEHH JIElla Ha BB3pacT Ao 1 -mecel, TbH KaTo
HAMa HalM4YHH JaHHHW U He € ycTaHoBeHa Oe3onacHocTTa Ha ynoTpebara.




Humpamerxanno npunosxcenue
He ce npunara uHrpatekanHo. CrobluaBaT ce€ TeXKKH MHTOKCHKALIMK HA LEHTpaJHaTa HEPBHA CHCTEMA
(BIJIIOYHMTETHO KOHBYJICUH) CJIEA UHTPATEKATHO NPUIOKEeHHE Ha Le(da30IHH.

Bceku ¢nakoH ¢ uedasonuH ot 1 g chabpxa npubnuzurento 50,84 mg Hatpwii.
Beeku ¢nakoH ¢ nedasonui ot 2 g ceabpyka npubnusurento 101,6 mg vaTpui

4.5. BiaumoaelcTBHE ¢ APYIH JeKAPCTBEHH NPOAYKTH H ApYra GopMH HA B3aHMoAcHCTBHE

Eonoepemennomo npunodcenue e RpomueoOnoKa3aHo
Anmubuomuyu

[ledasonuH He TpaOBa ga ce U3M0n3Ba 3a€AHO C AHTUOMOTUIIM, KOUTO UMAT OAKTEPHOCTATHYEH HAUKH Ha
NelcTBYe (Hanp. TETPALMKIHHH, CYIPOHAMUINA, EPUTPOMHULIMH, XJ10paM(EHHKON), Thil KaTo NpH in vitro
TECTOBE ca HabJIronaBaHW aHTarOHUCTHYHH edexTH.

EOHospeMennomo npuioycerue e npomieonoKaIano
IIpobeneyuo

[IpH e1HOBpEeMEHHO NMPUITOKEHHE HA Ue(a30/IHH ce HaMalaBa ObOPEUHHAT KIHPDBHC.

Ilpeoynpexcoernun
Bumamun K1

Hakou uedanocnopunu kato uedamannon, uedasonnt 1 uedoreTaH MOraT Aa NPHUMHAT CMYLUEHHSA B
meTabonu3Ma Ha BuTaMiuH K1, ocobeHo B cimyvaute Ha aeduunT Ha BuTamud K1. Tosa Moxke na wsucksa
nodaraHe Ha BuTamMuH K1.

Anmuxoazyranmu

LleanocnopuH1Te MHOTO PAAKO MOTAT Aa JOBEAAT A0 HAPYILEHHA B ChCHPBAHETO HA KPBLBTA (BX. TOUKA
4.4). AKO ce H3non3BaT €IHOBPEMEHHO NEPOPATHH AHTHKOATYJIAHTH WK BUCOKH JO3H XENapHH,
napaMeTpuTe Ha cbcHUpBane TpadBa na 6baar HabmonaBaHu.

Hegpomoxcuunu azenmu

He Mozxe 1a Obae H3KITIOUEHO YBENUYAaBaHE Ha HEPPOTOKCUUHUTE ePEeKTH HA AHTHOHOTHIMTE (Harmp.
AMHUHOTJIHKO3KAH, KOJIKCTHH, NOJTHUMHKCHH B) M nuyperunu (Hanp. ¢pyposemua). CroiinocTrTe TpsGBa na ce
Ha0/IOIaBaT BHHMATEIHO, KOTAaTO TE3M JIEKAPCTBEHU NPOAYKTH CE NpUiara eAHOBPEMEHHO ¢ LiehasOnHH.

Jlabopamopru uzcreosarus

TecToBeTe 3a kKauecTBEHO AOKA3BAHE HA IJIKOKO3a B ypHHaTa, ¢ H3noJ3sade Ha Benedict's, Fehling's pasteopu
WK TabneTku MeaeH cyndat, MoraT fa Aagat (GailmBo-NoNOKUTENHH pe3ynTaTi. ToBa He ce cTyuBa npy
M3MOI3BaHE HA €H3MMHO-0a3upaHu METOH.

Moxe na ce Habnronasa NO3UTHBHPAHE HA JAPEKTHHA U HHAHPEKTHUA TecT Ha Coombs, BKITFOUHTETHO
NpH HOBOPOAEHH, KOraTo Ha MaikaTa ca npuiaraiy uedanocrnoprHHH Npeay pakIaHeTo.

4.6. PepraanTer, 6peMEHHOCT H KbpPMEHe

bpeMEHHOCT:

be3onacHoCTTa Ha Lie(hasoNHH NIpH BpeMe Ha GpeMEeHHOCT NPH XOpa HE € YCTAHOBEHA, MTOPajiH KOeTo
MPHNIOKEHHETO HA IPOOYKTA MO BpeMe Ha OPEMEHHOCT, 0cofeHO npe3 MBPBUS TPHMECTHP, TpabBa Aa cTaBa
Cjiell BHMMAaTeHa OLEHKA Ha CbOTHOUICHHETO MoJi3a-pUck. U3BeCcTHO e, ue uedazonuH npeMUHaBa npes
MnaaleHTara.

KbpMeHe:




B KbpMdaTa Ca YCTAHOBCHH MHOI'O HHCKH KOHLUCHTpPAallHH Ha I_IBCI)B.SGJ'IHH. ]_[e(!)aSOJ'IHH MOXKC Ja [TpU4YHHH

ceHcuOMNU3aLUMs ¥ NMPOMAHA B YpeBHaTa (iopa, KaKTO U rbOWYHH HHPEKLIHY NPH KbPMAYETO, NOPaaH KOETO

CEC NIpeEnopwUYBa KEPMCHETO A OBbae MNpCyCTaHOBCHO.

4.7,

Edexrn Bbpxy cnocodHOCTTA 32 modupane H paboTa ¢ MANUHHHE

He ca nposexnany npoyusaHusd 3a ePeKTUTE BBPXY cocoOHOCTTA 32 wodupaHe U paboTa ¢ MalIMHA,
BbiipexH TOBa, HAKOH HE)KEJIaHH peakLMH (HanpuMeEp alicprUdHH peaKLMH, 3aMasiHOCT) MOTaT [a MOBAUAAT

cnocoOHOCTTA 3a wodupaHe UK paboTra ¢ MaIMHU. (BHXK ToYKa 4.8).

4.8.

HexenaHH J1eKapCcTBEHH PeaKUHH

HJIP ca nocouenu no-pony cbrinacHo MedDRA 6a3a naHHM Ha CUCTEMO-OpPraHHHUTE KJIAaCOBE W YeCTOTA.

HecroTure ce onpeaenst karo: Muoro yectu (>1/10); uectu (>1/100 <1/10); Heuectn (>1/1000 <1/100);
peaku (>1/10 000 <1/1000); muoro peaxu (<1/10 000), c Hen3BecTHa YecToTa (4ecTOTaTa HE MOXKeE na Obae
onpeaesieHa OT HATHYHHTE JaHHH):

TepMHH 0T CHCTEMO-

i ' - .
L .
e .
TS
" _._'_".. e T e e e T
- .. - . Lot A
- assaet ot

OPFaHHATA Yecru Heuectn Penxn: 1 MHoropenkn | 7
KaacHpHKauna | N - | oo Aeeron
Hudekunu n HHpecTaAUHH PHHHT 1 [IpoabmkHTETHATA KUK
MHOTOKpaTHa ynotpelba
MOXe 13 A0Bene 10
CYNEPHHPECKLHA KN
KONOHM3ALMA ¢
yCTOHUHBH HakTepuH
HITH
APOKAM (OpamHa
MACYHHUA, MOHONHAA
BATAHANHC)
HapyuwieHus HA KpbBTA TpombounToneHu, HapyuieHua Ha
H AUMPHATA CHCTEMA HEYTPONEHHA, KPEBOCHCHPBAHETO,
NEBKOMEHMA, KspBeHe *
€O3UHOH KA,
arpaHynouuTO3a,
XEMOTTHTHYHA aHEMHA,
rpaHyIOUHTO3a,
NEBKOUHNTC3A
MOHOLINTO23,
TUMQOUUTONEHKA,
Gazodunus
Hapywenna Ha AJICPTHYHH Texxun peakuvu Ha JacTpatasany
HMYHHATA CHCTEMS KOXHH PECAKLIMH CBPBLXUYBCTBHTENHOC JKHBOTA
KaTQ EPHTEM, T KaTO aHagHIAKTHYEH
YPTHKApHA H AHIHOHEBPOTHYEH ok **
CbpOeXK OTOK H
MEIHKAMEHTO3HA
Tpecka
Hapywienus Ha XHUMEPrIHKEMHA,
MeTROOIHIMA H XHUNOrNHKEMHA
XPARHEHETO
HapymweHua na aMagHOCT Konayncuu®
HEPBHATA CHCTEMA
Pecnuparopun, ITnespaneH M3NMKUB, AUCITHEA
FPLANH H UK IUXATENEH AUCTPEC,
MEIHACTHHANHH awHua
HAPYWEHHR
CTOMALIHO-YPEBHNH Ulnapus, raaexe, [1cesaomembpanoleH
HAPYIEHHHA NOBpLLIAHE, 3aryba KONMHT *
Ha ANcTHT
Hapywenus Ha IO6pus Eputema TokcHYHA eNHAEPMANHA
KOKATR H My TRGOpME, ekponusa, CHHAPOM Ha
NOAKOXHATA TLKSH HMHOEAEM

H
lStevens-J ohnson




XenaTobHauapHH Jleko, npexoaHo Epcmcuuﬂ NOBHILIABAHE HA Dﬁpmu XCNATHT A
HAPYLUEHHR NOBHLLUABAHE HA aMa GT, OunvpyOun v/ XonecratHyHa
ASAT, ALAT Ju LDH HCHJTEHHLA
H aNKaIHH
¢ocparaza
HapyuieHns na HuTepcTHLIMATEH HEPPHT H
OnbpeunTe K npyri 3a6onaBaHNA Ha
YPHHAJIHHA TPRKT OL6penuTe *
OGN HapYLLICHHA H kbnebum, Hepa3nonokeHHe, YMOPA,
eEKTH HA MACTOTO TpoMBopaetuTH 100IIKA B MBpOATE
HE NPUIOKEHHE

" PUCKOBYM MALIMEHTH 3a TE€3W PEaKLIMK ¢a Te3H ¢ jiunca Ha BuTamud K uinu apyru dakropu, Bonetu 1o
HapyUICHHA Ha KPbBOCHCHPBAHETO, W NALIKEHTH CbC 3a00NIIBAHMA, KOUTO NMPEOH3IBHKBAT WIH 3aCW/IBAT
KbPBEHETO.

" KOETO MOsKE J1a HANOXKH HE3a0ABHO WHTEH3IHBHO JIEUeHHe.

¥ OcofeHo B ciyuaii Ha npeno3npaHe WK HENPOMEHEHO N03HpaHe NpH 6B6peyHa HeTOCTATEYHOCT.

" B ciryuau Ha TeXKa H NOCTOSHHA AUApHs [0 BPEME WIIH clie]l IedeHHeTo ¢ uedasonuH TpsOBa aa ce
MOTHLPCH NIEKAp, ThH KaTO TOBA MOXE J1a € CUMITTOM Ha cepHo3HO 3abonsasaHe (ncesaoMeMOpaHo3eH KOUT),
KoeTo TpstbBa fa ce neKkysa He3abaBHO (Harp. ¢ nepopasieH BAaHKOMULUMH 250 mg, npunokeH 4 mbTH
nnesHo). IlaunenTHTe TpaOBa Na C€ BB3AbPIKAT OT CAMOJICUEHHE C JIEKAPCTBA MOTHCKALIM NEPUCTANTHKATA.
% Haii-Beue npy naumeHTH ¢ TEXKH 3ab0a9BaHuA Ha KOMOMHHpaHa fekapcTBEHa TePaIus.

B ¢/yuaH Ha TeXKa ¥ NepcUCTHpalia IUapHs 1o BpeMe Ha WIH cliel] IedeHHeTo ¢ neda3onuH Tpsbaa Ja ce
NOTBPCH KOHCYNTALUSA CbC CIIELIMANIHCT, Thif KATO TOBA MOXKE Ja € CUMITTOM Ha CepHO3HO 3a00aBaHe
(ncerroMeMOpaHO3eH KOJHT), KoeTo TpaOBa Aa ce nekyBa HezabasHo. [IprunoxeHneTo Ha cpencTea
MOTHUCKALLH YPCBHATA NEPHCTANITHKA € NPOTHBOMOKA3aHo. (BXK. Touka 4.4). [IpogemkurenHata ynorpeba Ha
uedanocnopud Moxe a1a A0BEE A0 MPEKOMEPEH PacTeX Ha YCTONUHBH Ha AEHCTBHETO Ha Leda3omHH
Oakrepuu karo Enterobacter, Citrobacter, Pseudomonas, Enterococci unu Candida.

[IpoyuBanus
[Ipexoauo ysenuuenue Ha SGOT, SGPT, ypes B kpsBTa # ankanHa ¢ocdaTaza 6€3 KIHHAYHHA JaHHH 33

0BLOpeuHo WK yepHoapobHO yBpexaaHe. JlaHHHTE NPH XKUBOTHH NOKA3BAT, Y€ CHILECTBYBA NOTEHLMATHA
He(MPOTOKCHYHOCT Ha ueda3onuH. Brrnpeku ve He € HaOnroaaBaHa MpH xopa, T TpAOBa aa ce BleMe nox
BHUMAaHHE, 0COOEHO NMPH NaLHEHTH, NOJTy4YaBall BUCOKH JO03H, TIpUAaraHH 3a Mo-AbArH NEPHOAH OT BPEME.
Panko ca ¢Lo0LIaBaHH CyyaH 3a pa3BHTHE HA HHTEPCTHLHANICH HEPUT U HeonpeaelieHH HedporaTHuH.
[loBeueTo OT Te3H CHOOLUEHHS Ca 3a MAUKEHTH C TeKKH 3a00AIBaHUA Ha KOMOHHHpaHa JiekapcTaeHa
Tepanus. Ponara Ha uedasonvy B pa3BHTHETO Ha HHTEPCTHUHMANEH HeDPHUT H APYrH HepPONaTHH He e
yCTaHOBEHa.

HMimMa peaku cnyyad Ha ROKIaABaHE HA: HAMAJIEH XeMOTA00UH M / HIK XEMaTOKPHT, aHEMHUS, alljlacTHYHA
aHEMHA, MAHUMTONEHHA U XEMOJAUTHYHA aHEMMUS.,

[To BpeMe Ha neveHHeTO ¢ HAKOU LeanoCnOpHHU ¢a CLOOLIIABAHH CHLIO:

KowmapH, CBETOBBPTEK, XMNIEPAKTUBHOCT, HEPBHOCT WM TPEBOXKHOCT, 6€3ChHHE, CHHIHBOCT, ¢1a00CT,
ropeLllt BbJIHH, HAPYIIEHO LIBETHO 3peHue, OOBPKBAHE U ENHNENTONEHHA AKTHBHOCT.

ChobutaBaHe Ha NOAO3UPAHH HEXKETAHHW PEaKLIMH
C10011aBaHETO HA NOAO3UPAHH HEXENTAHU peaxLny ciell pa3pellaBaHe 3a ynotpeba Ha JeKapcTBEHUe
MPOAYKT € Ba)XKHO. TOBA MO3BOJIABA A3 NPOAL/DKH HaOMIOAEHHETO Ha CHOTHOLLICHHUETO MON3a/PHCK 3a
JIEKAPCTBEHHUA NPOAYKT. OT MEAHLIMHCKUTE CIICLMAIMCTH ¢€ H3HCKBA Aa ChoOLIaBaT BCIKa MoAo
HeXKeJlaHa peakUUs upes:

H3nbAHHTEHA AreHHsA M0 JEeKAPCTBATA
yi1. ,,Jlamau I'pyes* Ne §

1303 Codus




brnrapus
Ten.:+359 2 8903417

4.9. IIpeao3upane

CHMNOTOMM:

CHMNTOMHTE MOraT Ja BKIOYBAT 6onka, pneGUT U Bb3NasieHHe Ha MACTOTO Ha HHxkekTupaHe. [Tpu
MalUeHTH, HA KOUTO C€ NMPHIaraT BUCOKH A03H, MOTaT [ia ¢€ HabnioaasaT CBETOBLPTEXK, NapecTeE3UH H
rnasobonue. [1pu nauneHTH ¢ yBpeaeHa 6b6peuHa QyHKLKA € Bb3MOKHA NOABATA HA MbPUOBE.
OTKIOHEHHETO Ha NabOPAaTOPHUTE NOKA3aTeIM MOXKE Ja BKAKOYBA MOBUILEHHE Ha KpeaTuHuHa, BUN,
4epHOAPOOHHTE eH3WMH K OUnupyOHHa, nonoxutener Tect Ha Coombs, TpomGouurosa u
TPOMOOLIMTONEHHS, €03MHODUITHA, IEBKONIEHHUA, KAKTO ¥ YAB/DKABAHE HA NPOTPOMOHHOBOTO BpEME.

JieyeHue:

B cnyuait Ha nosBa Ha rbPUYOBE, NPUIOKEHHETO Ha IEKAPCTBEHHAT NMPOAYKT TpAOBa a ce cripe He3abaBHo.
B3MOKHO € A1a ce NPUITOXKH NOAXOAALLO U KIMHWUYHO MOKA3aHO aHTHKOHBY/ICUBHO neyeHue. JKu3nennTe
¢yHKuHM ¥ napameTpuTe TpAOBa Na ce HabnonapaT BHuMaTenHo. B ciydaii Ha Texao npenosupane,
0COOEHO MpH MaureHTH ¢ 6BOpedHO yBpexaHe, KOMOUHAUMA OT XeMOAHANK3a U XeMonepdysus Moxe na e
e(eKTHBHA, BBIPEKH Y€ HAMA JaHHH 3a TakuBa ciydad. [lepuroHeanHara qHanusa He € eeKTHBHA.

5. DAPMAKOJOIMYHHU CBOACTBA
5.1. @apmMakoIHHAMHYHH CBOHCTBA

dapmakoTepanesruyta rpyna: [Ipyru Geta-naxraMHu aHTHOMOTHLM, NbPBA reHepanus HedarocnopHHH.
ATC kon: JO1DB04

PexcuM Ha nelicTBuUE:
baxrepuiMaHaTa aKTHBHOCT Ha Leha301MH ce ABMKH HAa MHXUOHpPaHeTO Ha CHHTe3a Ha GakTepHanka

KA€ThYHA CTeHA (10 BpeMe Ha MepHOAa Ha pacTesk), NPHYWHEHO OT HHXMOHpaHe Ha NEHHIMIMH-CBbP3BaLLH
npoteHu (PBP) kaTo TpaHcnenTuaasu.

dapmakokHHeTHKA U hapMaKOAHWHAMUKA:
CTeneHTa Ha OaKTePHUMAHATA aKTHBHOCT 3aBHCH OT NEPHOJa OT BPeMe, KOraTo HUBOTO Ha cepyMa
HaIBHUIaBa MHHHUMAIHATA HHXKHOUTOpHA KoHueHTpauus (MIC) Ha naToreHa.

MexaHH3MH Ha YCTOHYHBOCT:

Pe3HCTeHTHOCTTA KBM Liea3onuH Moxe 1a ObJie NPUUHHEHA OT CIEJHHTE MEXAHHIMHU!
- UHaKTHBHpaHe OT P-nakramasu. Liedazonun nposesaea Mpoka cTaGHUITHOCT Cpellly NEHULMAWHAZH Ha
rpam-rojoKHUTENHH O2KTepUH, HO MaJIKa CTabWITHOCT Cpelity MHOMKECTBO TUIa3MHAHM KOAHpaHH [3-
NaKTamasH, Hanp. B-nakramasu ¢ paswupen cnekTsp (ESBL) wim ypes XxpoMo30MHO KoaUpaHu B-nakramazn
oT Tuna AmpC.

- HamaneH agpuuuTer Ha PBPs cpemy uedasonun. Ilpuaoburara pe3sUcTeHTHOCT Ha MHEBMOKOKH M APYTH
CTPENTOKOKU CE€ MPUHHHIBA OT MOANU(HKALIMK Ha Beye chblitecTByBaiiM PBP kato cneacTeue ot npouec Ha
MyTauLHs. 3a pa3inka OT TOBA OTHOCHO METHLUWIHH- (OKCALIWJIMH-) PE3UCTEHTHUS CTAPUNOKOK, Ch3aBaHETO
Ha nonmbiiHWTeNIeH PBP ¢ HaManeH apunuTeT cpeury neda3oniH € OTTOBOPEH 3a pe3HCTEHTHOCTTA.

- HEaJIeKBaTHO NPOHHKBAHE Ha Le(a30/1H Npe3 BbHIIHATA KNeTh4Ha MeMOpaHa Ha rpaM-OTPHLL

Dakrepuu, raka ye uHxubupaHero Ha PBPs e vegocraTbuno.

= HAJIMYHETO HAa TPAHCNIOPTEH MEXAHH3BM (EUTYKCHH NOMNH), CIOCOOEH AKTHBHO 12 TpaH
Le(a3oNnuH M3BBH KAETKATA.

YacTHuHa MITH MbJIHA KPBCTOCAHA PE3HCTEHTHOCT Ha Le(a30NIHH Ce MPOABABA C APYTH II




edanocnopuHH.

KpHUTHYHY rpaHULy

Obuiara cepys OT pa3peKIaHHs ce U3NI3BA 33 TECTBaHe Ha Heda3zonuu. CreaHHuTe MUHUMANHH
HHXHOHUTOPHH KOHLICHTPALMH Ca ONPEJECIICHH 3a YyBCTBHTEIHU U YCTOHYMBH MUKPOOM:

EUCAST (EBponeiickn KOMHTET 32 U3NHTBAHE HA AHTUMHUKPOOHA YYBCTBUTENHOCT) KPHTHUHH MPAHHLM
(2011-01-05, Bepcus 1.3):

IlaToren IMogatamBoctT/akTHBHOC | Pe3HCTEHTHOCT
T

Enterobacterales (camo npu < 0,001 mg/| >4 mg/l

HH(}EKLUHH Ha YpHHAPHHUSA TPakKT)'

Staphylococcus spp. - -2

Streptococcus groups A, B, C, G -3 -3

Streptococci ,,Viridans®“-group < 0,5 mg/l > 0,5 mg/l

Non species-related break points* | < 1 mg/l > 2 mg/l

(M3xmouenne: Staphylococcus

spp.2)

' Miskntountento 3a E. coli n Klebsiella spp. (c nakmouenue na K. aerogenes)

* YyscTBUTENHOCTTA Ha Staphylococcus spp xbM Leda30IHH ce U3BEXAA OT YyBCTBUTENHOCTTA Ha
Oxacillin, pecn. uedokcuTHH. YcToHUHBHTE Ha METULIWIHH (OKCAUMNHH / nedOKCHTHH) cTatdhHITOKOKH ca
OLICHEHH KATO YCTOHUMBH Ha UE(aOCMOPHHH, HE3ABUCHMO OT pe3yJ/ITaTa OT TECTa 3a YYBCTBHTEIHOCT.

* beTa-NaKTaMHaTa YyBCTBMTENHOCT Ha 6eTa-XeMONMTHYHHTE CTPENTOKOKOBH rpymH A, B, C u G ce
olpenens OT HyBCTBUTENHOCTTA KbM MEHULIU/IHH.

* BB3 OCHOBa Ha GapMaKOKHHETUUYHH JaHHH

HYBCTBUTEIHOCT:

PasnpocTpaHeHHeTo Ha NPUAOOHTATa PE3HCTEHTHOCT MOXE J1a BapHpa reorpadckKu M BbB BPEMETO 3a
H30paHu BUIOBE M € XKeJIaTe/IHA MECTHA UH(OPMALIMA 32 PE3UCTEHTHOCTTA, 0COBEHO NMPH JIeYeHUe Ha TEXKKH
nudexumu. [Ipn HeobxoanMocT Tpa6Ba 1a c€ NOTHPCH CHBET OT EKCMEPT, KOraTo MECTHOTO
pa3npoCTPaHEHHE HAa PE3HCTEHTHOCT € TakoBa, He NOJIC3HOCTTA Ha ar€HTa TNPH NOHE HAKOH BHAOBE
WHPEKUHH € oA BBIPOC.

YecTo Bbh3IIIpDHEMYHBH BHAOBE

Gram-positive aerobes

Staphylococcus aureus (methicillin-susceptible) ©

Staphylococcus saprophyticus®

Streptococcus agalactiae®

Streptococcus pneumoniae

Streptococcus pyogenes®




Gram-negative aerobes

Citrobacter koseri

Bunoge, 3a kouTO NpHao6HTATA PE3HCTEHTHOCT MOXKE A4 MPEACTABJABA
npod.em

Gram-positive aerobes

Staphylococcus aureus?

Staphylococcus epidermidis”

Staphylococcus haemolyticus™

Staphylococcus hominis®

Staphylococcus pneumoniae (penicillin-intermediate)

Gram-negative aerobes

Escherichia coli™

Haemophilus influenzae

Klebsiella oxytoca '

Klebsiella pneumoniae™

Proteus mirabilis”

Inherently resistant species

Gram-positive aerobes

Enterococcus spp.

Staphylococcus aureus (methicillin-resistant)

Staphylococcus pneumoniae (penicillin-resistant)

Gram-negative aerobes

Acinetobacter spp.

Citrobacter freundii

Enterobacter spp.




Legionella spp.

Morganella morganii

Moraxella catarrhalis

Proteus vulgaris

Pseudomonas aeruginosa

Serratia marcescens

Stenotrophomonas maltophilia

Anaerobes

Bacteroides fragilis

Others

Chlamydia spp.

Chiamydophila spp.

Mycoplasma spp.

° JluTepaTypHH DaHHK, CNpaBOYHHLM U TepaneBTHYHH HACOKH NMOAKPENAT NOAAT/IMBOCTTA.
" B noHe eauH PEerMoH CTErNeHTa Ha PE3UCTEHTHOCT € > 50%.
” Hama HannYHK TEKYLUM JaHHM; B TPOYUYBaHUA (HaJ 5 rOAMHHK) NPOLIEHTHT HA PE3UCTEHTHOCT e > 50%.

3
B paiiona Ha 00HOCTTA NPOLEHTHLT Ha Pe3UCTEHTHOCT <10%.
* 1llamoge, npouseexaaiuu ESBL, ca BuHary ycroftunsu

Hpyra ungopmanms:
Pe3aucTeHTHUTE KbM NEHULMIMH Streplococcus pneumoniae ca KPbCTOCAHO YCTORUMBY Ha LIeDaIOCIOPHHH

kaTo Leda3oIuH.

3.2, PapMaKOKHHETHYHH ¢BOHCTBA

Liedbasonun ce npunara napeHtepaiHo. MakcHManHu cepyMHH HUBA CJIEA 1.M. HHKEKLIMATA Ce JOCTHTa Clel,
30 oo 75 MUHYTH.

CepymHa koHueHTpauus (ug / ml) cneq MHTpaMycKyJTHO MPHWIOKEHHE

Hoza 30 min 1 h 2 h 4 h 6 h

500 mg 36,2 36,8 37.9 15,5 6,3
l g 60,1 63,8 54,3 293 13,2




CepymHa koHueHTpaums (ug / ml) cnen MHTpaBeHO3HO MpUNOXKeHue Ha | g
5 min 15 min 30 min | h 2h 4 h

188,4 135,8 106,8 73,7 45,6 16,5

Oxkono 65 - 92% ot uedasonuy ce cBbp3ra ¢ nasMennre nporenHy. ledazonny npoHuksa MaOro no6pe B
ThKaHHUTE, BKJIKOYHTE/IHO CKEJICTHATA MYCKYIaTypa, MHOKapAHaTa ThKaH, KOCTHATA ThKaH, TEKAaHUTE Ha
HITHUKATA M HUTBYHHA MEXYD, SHIOMETPHYMA H BarvHaiHaTa ThKaH. Lledasonun npemuHaBa nnaueHTapHaTa
Oapuepa 1 CBLLO Ce eKCKpeTHpa B KbpMaTa. Judy3nara B IMKBOp LepeGpOCIMHAIHC M BOJAHA TEYHOCT HE €
NOCTATBYHA,

LlecazonuH He ce metabonusupa. [lo-ronsmara 4acT oT NpuUiIOKEHATa 1034 CE M0/N1ara Ha IIOMEpYIHa
GHATpaLiMA U Ce eTMMHUHMPA C YPUHATA B MHKPOGHONOrHHHO akTHBHA dopMa. TTo-Masika HacT ce ekckpeTHpa
C 2xuTbHKaTa. [lnasMeHUAT Moy XKHBOT Ha €TUMHHHPAHE € OKOJIO 2 Yaca; MPH MaLneHTH ¢ Gp6peuHo
YBpEKJaHe TOBa BPEME MOXKE Jla ce YIBbJIKH.

S5.3. IlpeakjiunuuHH JaHHH 32 Oe30macCHOCT

IlosTOpHOTO NpHAOKEHHE HA LUE(A30NHH NPH KyYeTa U IUIBXOBE C Pa3sNUYHH HAYMHH HA HHXKEKTHpPaHE B
npoAb/DKEHHE Ha | 10 6 Mecela He Noka3Ba 3HAYUTEHH eEKTH BbPXY OHOXMMHYHHUTE U XeMaTONOHUHHTE
napameTpy. B HAKOW NpOy4YBaHUs ca OTKPHTH NPHU3HALIM HA HEBPOTOKCHYHOCT.

Ciien MHTPaMyCKyTHO HHXEKTHPaHe LiedhasoNMHBT Ce MOHACS 3J1€ HA MACTOTO HA MHIKEKTHpAHe.
[Ipoy4BanusTa BbpXY penponyKTHBHOCTTA HE Ca NOKA3a/lH TePaTOreHHA AKTHBHOCT M BIIHAHHE BHPXY
obLuTe penporykTHBHH QyHKunH. He ca H3BbpLIBaHU NPOYYBaHHA 38 MYTAreHHOCT M KapLIEHOTEHHOCT.

6. PAPMAINIEBTHYHHN JAHHHA

6.1. Cnncbk HA NOMOHIHUTE BEMECTBA
JlekapCTBEHUAT NPOAYKT HE ChABPIKA MOMOLLHH BELECTBA.
6.2. HecbBMecTHMOCTH

edhazonuH e HECEBMECTHM € aMHUKALIMHOB cyJidar, amobapbuTan HaTpHil, ackopGHHOBA KHCEAWHa,
ONEOMHUMHOB CyNpaT, KAILMEB ITTIOKOXENTOHAT, KAliUeB INIIOKOHAT, IWMETUIHHOB XHAPOXJIOPUL,
KOJIUCTHH METaH Cy(POHAT HaTPUii, EPUTPOMULIMHOB INTIOKOXENTOHAT, KAHAMHULMH cyadar,
OKCHTETPALMIJIUH XUAPOXNOPHA, NeHTo0apbuTan HaTpHil, noMMHKCHH B cyndart, reTpaumkayHoB
XUPOXJIOPU.

6.3. Cpok Ha rogHocTt
Cpok Ha rogHocT; nBageceT U deTHpd (24) mecena.

Cpok Ha rogHOCT cliell pa3TBapsHe:

Ot MHKpOOHOIOrMYHA reaHa TOUKa MPOAYKTHT TPAOBa Aa Ce H3M0A3BA BEJJHAra CNe/ pa3TRapaHe. B
NPOTHBEH CITy4aH, BPEMETO H YCJIOBHATA 33 ChbXPaHEHHE MpeaH ynoTpeba ca OTTOBOPHOCT Ha noTpebuTens
oOHKHOBEHO He TpsOBa Aa HaaBvwasaT 9 yaca npu Temneparypa noa 25°C wim 12 yaca npu Temnepartypa
oT 2°C - 8°C, ocBeH ako pa3TBapFHETO HANMPABEHO NPH KOHTPOJIHPAHU W BATTUIAMPAHH aCETITHYHH YCJIOBHS.

6.4. Cneunajnny yci0BHS HA CbXPaHEHHE

Ha dnakona:
Ycnoeus Ha cexpaHedure: la ce cpxpaHssa nog 25°C.
Ha ce cvXpaHssa B OpMrMHaNHAaTa OMakoBKd, 3a 1a ¢e NpeAnasy oT CBeT/IHHa,




6.5 BHA n cbaAbpkKaHNE HA ONAKOBKATA

[Ipax 3a HHXKEKUKHOHEH pa3TBOP, NOcTaBEH B He3lBeTeH CThKIEH duakoH TN I, 3aTBOpeH che
OpoMOyTHNOBa rymMeHa 3amyanka, anyMUHHeBa 00KaTka, MOCTaBEH B KAPTOHEHA KYTHS.
Beaka kyTus cbabpaka 1 gnakoH wnu 10 ¢iakoHa.

He BcHukM BROOBM ONakoBKW Morar aa ObaaT mycHaTH Ha nasapa.

6.5. CneunanHn npeanas’HH MepPKH NPH H3IXBLPJIsHE B paboTa

Pa3sTBOp 332 MHTPABEHO3HO NMPUIOKEHHA (AUPEKTHA HHTPaBEHO3HA HHXKEKLMA) CE MIPUIOTBS YPE3 pa3TBapsHE
Ha ChAbPXKAHHETO HA UIAKOHA BBB BOJa 3a HHxkekuud win 0,9% pa3TBop Ha HaTpHeB XJIOpHI. 3a
pasTBapsHe Ha BCEKH IpaM Leda3oNuH ce u3noy3ea rnoHe 4 ml ot pa3TBopHTeNs.

[Ip1 uHTpaMyCKyJIHO NpUIOkKEHHE, HeoOXonMMaTa 103a TpA6Ba fa ObAe HIKEKTHPAHA B TONAM MYCKYJI.
[IpH MHTPaMyCKYNIHO NPHIIOKEHHE CbABPKAHUETO Ha ¢akoHa Tpsbsa na ce pastsopu B 0,5% pasTsop Ha
nvaokauH. Llepazonuu 1000 mg ce pasreapsa B 4 ml ot pazreopuTens.

Pa3TBapaHeETO W NPUJIOKEHHETO HA ChAbPXKAHHETO Ha (pnakoHa TpabGBa a ce HaNpaBH MPH aCENMTHYHH
ycnoBus. [Ipeau npuiaoxkenue, pasTsopsT TpadBa BU3YalTHO Ja c€ NPOBEPH 32 BUAUMH YACTHUH H MPOMAHA
Ha useTa. M3non3eanTe camo NMpAacHO NpUroTBeHu, OucTpH H Ge3UBETHU pa3TBOpH. Usternere camo eaxa
no3a. HeusnonssanusaTt pa3teop TpabBa Ja ce M3XBBPIH B ChOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. ITPUTEXKKATEJ] HA PASPEHIEHHETO 3A YIIOTPEBA

TEHAMMW/ FOPBIT EOOJ]
yi. ..Llanko LlepkoBckn® Ne 80, rp. Codus 1421

yi—apas-Hapeu’-Ne-3.-rp-Codus 13

bnnrapus
Ten.: +359 2 9631328

are:+3592-8665107
8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

IR L ML Id I Bk e e e =y = = AR IRFD T

2000 mg Perncrpausonen Ne 20220212

9. JATA HA ITBbPBO PA3PEIIIABAHE/TIONHOBABAHE HA PA3ZPEIUEHUETO 3A

YIIOTPEBA
Jarta na nopBo paspewanane:_13.07.2022
JlaTta Ha nocneaHO NOAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
035/252




