C2-Internal

KPATKA XAPAKTEPHCTHUKA HA TIPOAYKTA
1. HME HA JEKAPCTBEHUS [TPOAYKT
Konucrer Ansores 1 Munuon Mexayrapoass eauiuui (IU) npax 3a HEKEKIHOHEH/MHQY3HOHEH
pazrsop
Colistin Alvogen 1 million international units (IU) powder for solution for injection or infusion
2. KAYECTBEH H KOJHYECTBEH ChHCTAB
Bcexu ¢nakoH ceaspka | MHIHOH MexXIyHApoHH exuHuIM (IU) KomMcTHMETAT HATpHi
(colistimethate sodium).
[TomomEo(k) BemecTBO(a) ¢ HABECTHO ACHCTREE:
To3u nexapcTBeH NPOAYKT ChAbpKA HATPHil, mo-Manko ot 1 mmol (23 mg) Ha ¢pnaxon, 1.

NPaKTHYCCKH HE ChABPYKA HATPHH.

3a OLNHES COHCHK HA IIOMOIIHHTE BEIIECTBA BHKTE TOYKa 6.1,
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3. JEKAPCTBEHA ®OPMA N3NMLIHWTERHA ﬁfﬁﬂﬂ!ﬂﬂ !'?E] I e"—’ '3{ Bfﬂ‘ﬁ
Kpamia XapaKmepuUCMUKa Ha npagysIna - Fipuadsesya 1 ‘s
[Tpax 3a MHKeKIHOHEH/HHGY3UOHEH Pa3TBOD Ko Poe. N ... .10 {.}O Ge

REUUI. D

CrepuneH, nuodunuznpasn, Oan npax.

Paspewerue Ne B VAL HE J}’/&J—

1 1 -03- ZUZZ i
4. KJIMHAYHA ,JIAHI'IH ‘OQO&JBHUG N" .......................... seellsrserncrarcesrasonane Tesrcrasas

4.1 TepanesTHYHH NOKAa3aHAN

KonuctiH AnBOTEH € NoKa3aH OPH BB3PACTHH H OELA, BIUTIYHTENHO TIPH HOBOPOASHH, 33 JICUECHHE HA
CEpPHO3HY BAGEKUHH, Tb/DKAMNH Ce Ha OIpeAcnesd acpobuw ['paM-OTpHLATENHH NaTOTCHH, IpH
MALHEHTH, 32 KOUTO HMa OTPaHHYeHH BE3MOXKHOCTH 33 Neyenue (Bx. Touku 4.2, 4.4, 4.8 1 5.1).

Tpabsa na ce uMa npeasH 0QUUHANTHOTO PEKOBOACTEO 32 HOAXOAALIA YIOTpeDa Ha
aHTHOaKTEpHAJIHH CPENCTBa.

4.2 Jo3upoBKa H Ha4HH HA NPpRITOkeHHe

IIpunoxeHata 1033 H NPOSBLIDKUTEIHOCTTA Ha Nederne TpsbBa na 6baaT crobpasenu ¢ TeKeCTTa Ha
#H(eKnHATa, KAKTO H ¢ KIHHHYHHA 0TroBop. TepaneBTruauTE IpenopsKH TpAGBa na Obaar
CIIaIBaHHM.

Jo3arta e fagesa B MexgtyHaponsy equanun (IU) konucrumerar Hatpuil (CMS). B kpast Ha Tasu
TOUKA € Tpe/icTaBeHa Tabimua 3a npespritabe Ha CMS or JU B Munurpamu CMS, KakTo u 8
AKTHBHOCT Ha €IHH MHJIHTpaM KoaHcTHH Daza (CBA).

L[osgpom(a

CneapaluTe NpenopsKy 3@ JOSHPAHE C¢ OCHOBABAT Ha OrpaHHICHH [ONYNALHOHHH
(hapMaKkOKHHETHIHY JaHHH OT KPHTHYHO OONHK nammedTy (Bxk. Touka 4.4):

Buw3pacmuu u wnoui
Hopaspxama nosa 3 MIU/aeH, npanoxkeHa kato 2-3 OTACTHH HO3H.

IMpn xpuTHIHO H0MHE NaupeHTH TpabBa fa Gpae NpHIIOkeHa HATOBAPBAMIATA JIO
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Haﬁ-nonxo,umm'r MHTEPRANI OT BpeME X0 OBpBAaTa HOZALPKAIIA 1034 HE € YCTAHOBCH.

MonenmpaneTo IpeANIoNara, e B HAKOX CIyHqaH NPH NallieHTH ¢ HopMansa 6p0peana GyHKIHA MOXe
Iia ce H3HMCKBa HATOBapBaIla M NoArbpxama go3a 1o 12 MIU. Benpeky ToBa KAMHHSHHAT OIHT NPH
TAKHBA /103U € H3KIIOUKRTEIHO OTPaHNyCH H 0€30I1aCHOCTTA HE € YCTAHOBEHA.

Hatosappamara 1032 ce npwiara NpH MALMEHTH C HOPMANHA M yBpenena 6x0peuna dyHKUHA,
BKJIFOMHTE/IHO NPH NANMEHTH Ha OBOpeTHO-3aMeCTHTENHA TeparHs.

Bvbpeuno yepeowoane
Heobxoaumu ca kopeKuuy Ha o3ara pH OBOPCIHE YBPEKIaHHA, HO HATHYHUTE JaHHH OTHOCHO
dbapMakOKkMHETHKATA IPH NALMEHTH C YBpeacHa 6p0pedHa yHKIHA ¢a MHOTO OTPaHHYCHH.

Cnennamnre KOPCKIME Ha 103aTa ca AaJeHH KaTo NpEHOpBRIHTCITHH.

HamansBaHe Ha 03aTa C€ MPENophYBA NMPH NAHEHTH C KPEaTHHAHOB KIMPBHE < 50 ml/min:
Hpenop}.tma CC IIpHIIAraHe JBd IbTH JHCBHO.

Kpeamununoe xrupenc | Jueena do3la

{mil/min)

<50-30 5,5-7,5 MIU

<30-10 4,5-5,5 MIU

<10 3,5 MIU \

MIU = munmon IU

XeMomnamn3a 1 HEMpeKbCHATa XeMo(AHa)hurTparus

KonucTHn H3rexaa ce AHaNH3Hpa NoCpCACTBOM KOHBCHUHOHAIHA XEMOQHAIN3A H HENIPEKBCHATA
BEeHO-BeHO3Ha xeMo(aua)dunrpauus (CVVHF, CVVHDEF). MMa u3k109HTENIHO OTPaHHYEeHH JaHHH
ot nonynamponiy OK npoyusanus cx6panu oT MHOTO Mamkk Gpoif manueHTH Ha OBOpeYHO-
3aMecTHTenna repamus. He morar ga 6b1aT qageHn karcropudHM NPEIIOPEKY 32 no3ara. Morar 1a
OBAAT ODMHCIIEHH CIIEHHTE CXEMHE:

XeMoonanuza

Hun 6e3 X1: 2,25 MIU/nex (2,2-2,3 MIU/nen).

Jun ¢ X]I: 3 MIU/gen B AHMTE C XeMOAMANH3a, KOUTO CE PWIAraT cnex cechara 3a X/,
[Ipenopr4Ba ce mprarane aApa IETH AHESBHO.

CVVHF/CVVHDF
Kaxrto npu nanuenTy ¢ nopmanta 60peyna ¢gynxuusa. llpenope4sa ce MpHIaraHe TpH OBTH JAHEBHO.

Yeprodpobro yepexcoane
Hsama J1anau npu NauseHTH ¢ YepHoApoOHy yBpekaanns. [lpenopbusa ¢e NOBHIICHO BEHMAHKE,

KOrato KOJIMCTHMETAT Ha'l‘pHﬁ C€ npHiara rpy Te3u IanlucHTH.

Hayuenwmu @ cinapuecra gb3pacm
He ca HeoGX0IMMM KOPEKLHH HA [103aTa IIPH MALKMCHTH B CTAPUYECcKa BB3pacT ¢ HopMaHa 0b0peuna

dynkima.

Heduampuuna nonyaauus
JaHHHTE B MOOKPEIIA HAa CXEMATa Ha JO3¢MpaHe [IpH MeJHATPUYHK MANHEHTH Ca MHOTO OI PAHUYCHHU.

TIpu u360p Ha no3ata Tpabsa [ia ce B3eMe MpeABHA 3penoctTa Ha ObOpennTe. Josata Tpabea na Gbae
OIPERCHICHA B3 OCHOBA HAa YHCTOTO TENECHO TETIIO.

Heua <40 kg
75 000-150 000 IU/kg/nex, pasaenenu B 3 J03H.
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3a nena c TenecHo tero Kax 40 kg TpAbBa ga ce p3eMaT NpeaBHI NPETIOPBKHUTE 34 TO3UPAHE MPH
BB3PACTHH.

I[Ipu gena ¢ kucro3ua dubposa e crobmeno npunarane Ha no3u >150 000 [U/kg/men.

JlunceaT DAHAM OTHOCHO NPHJIATAHETO WIH roJIEMUHATA HA HATOBAPBALlaTa J03a OPH KPUTHIHO
OO0NHY Jena.

He ca ycTaHOBeHH NIPenopBKy 3a JO3HPAHE npH ACNA ¢ yBpeneHa 6p0peuta dyHKina.

Humpamexaino u unmpasenmpuxynapHo npunoicenue

B33 0CHOBa Ha OTPaHHYCHH JaHHH CE NPCIOPBUBA CACAHATA 033 IPH BE3PacTHH:
HnTpaBeHTpHKYNapeH BT

125 000 IU/ner

HuTpaTexanno npuiokenuTe 1034 He TpAOBa fa HANBHILIABAT TC3H, MPENOPHYAHH 33
HHTPaBEHTPHKYIapHO NPHIOXEHHE.

He Moxe ma 6b11e najieHa KOHKPETHA Mpenopska 3a J03aTa, NpeJHa3HAYCHa 33 BEBEXIAHE 110
MHTPATCKaNCH H HHTPABCHTPHKYJIAPEH IBT TIPH AEHA.

Hauws Ha npuigxeHHE

KomucTHH AJBOreH ce NMpHIara HHTPaBeHO3HO, o GpopMara Ha DapHA HH(Y2HA, B IPOABIKEHHE HA
30-60 MARYTH.

[TaupeHTATE ¢ IMIUIAHTHPYEMH H3MIENH 334 MOCTORHEH BeHo3eH AocThl (TIVAD) Morar a noHacat
BoaycHa MHKEKIMA /10 2 MIUTHOHA eAMHEIM Ha 10 ml, npunarasy 3a MHHEMYM 5 MAHYTH (BX.
Touka 6.8).

KonucTHMeTaT HaTpHii e XMAPOIM3HPa 0 AKTUBHOTO BEMECTRO KOJTHCTHH BhB BOJEH pasTeop. 3a
NPUrOTBAHE Ha 403aTa, I0-KOHKPETHO KBAETO € HeobXoauMo Aa ce KoMOMHupaT HAKoNKO hnakona,
pa3pe>[c1[aHeT 0 HA Hy)KHaTa ao03a TpﬂﬁBa oa ce H3BBpPLIN KaTo Cc¢ H3MonI3Ba CTpPIKTHa AHTHUCCIITHYHA
TeXHUKA (Bx. TOYKa 0.6},

TaGauna 3a npeBpbilaHe HA J03aTA:
B EC no3zara konucrumerar Hatpuii (CMS) tpaGsa fia ce npeAnicBa B Npunara caMo noA popMata Ha
Mexayrapoass eauHuiy (IU). EtukersT Ba nponykTa nocousa Opos IU B eaun daakon.

OO0bpKBaHe H IPCHIKY 1IPH ISUEHHETO BE3HMKBAT NOPAAH Pa3NH4YHHTE MEPHH SAMHULH 33 M3pasaBaHe
Ha J03aTa ¢ OrNEN Ha cHnara Ha neficteue. B CAILL v ApyTH yacTH OT ¢BETa J03aTa CC H3pasiea B

aKTHBHOCT Ha eJMH MUIHIpaM konucTHH Oaza (mg CBA).

Cnegsamara taénuna 3a NpeBphIIaHe € H3TOTBEHa 32 HHQOpMaNHa H CTORHOCTHTE B Hesl TpA0Ba Ja ce
CHHTAT 3a8 HOMHHAJIHH H ODHCHTHPOBLYHH.

Tabnuua 3a npeppbiane na CMS:

Cuia Ha aeiicTBHe =~ maca CMS (mg)*

U ~mg CBA

12 500 0,4 1

150 000 5 12

1 000 000 34 80

4 500 000 150 360 /,/,m}t;\
9 000 000 300 720 1 o

* HoMmuHanHa cuja Ha AeficTEHME Ha JiekapeTheHoTo Bemlectso = 12 500 TU/mg

4.3 Iporasonokazanusg
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CBpBbXUYBCTBHTETHOCT KbM KOMHCTHMETAT HATPHiA (KOMWCTHH) MIH KbM HOJTHMEKCHH B.
[IanveHTH ¢ MHaCTEHHS TPABHC.

44 CuenuaaHu DpeayupeAIeHHs U NpeINa3HH MepKH NpH ynorpeba

Tpabea ma ce 0OMHCTH €THOBPEMEHHOTO MHTPABCHOZHO IPHIIOKEHHE HA KOMHCTHMETAT HATPHH C
ApPyTO aHTHﬁaKTepHaJIHO CpEeacCTBO, KOraTo TOBA ¢ BE3MOXKHO, KaTO C€ B3CME NPEIBAL oCTa”"ajiata
YyBCTBHTENIHOCT Ha TpeTupanmusa(ute) natoreH(u). Thi kaTo € choOIeHo 33 pa3BHTHE Ha
PE3UCTEHTHOCT KBM HHTPaBEHO3EH KOJIHCTHH, MO-KOHKPETHO KOraTo TOH ¢ H3II0M3Ba KaTO
MoHoTepanus, TpAOBa Ja ce 0OMICIIH eIHOBpeMEHHO [IpUAAraHe ¢ ApYrH aHTHOAKTEPHAHH CPe/ICTRa,
3a J]a ¢€ NPEAOTBPATH BE3HHKBAHETO HA PEIUCTEHTHOCT.

Wma orpaHsvenH KITHEMYHH JaHHK OTHOCHO epKacHOCTTa M 6€30MacHOCTTA Ha KOJTACTHMETAT
HATPHi 33 HHTPABEHO3HO NpUIOXKenue. [IpenophuMTENHaTa 4033 IPH BCHUKK CyOmonyJiaiuu B
CHAKBA CTEIIEH CE OCHOBABa HAa OTPAHHYEHH JaHHH (KIMHHYHM JaHHH H JaHHH OTHOCHO
(apmakokHHeTHKaTa/hapMakoAuHaMpKaTa). [10-KOHKPETHO, MMa OTpaRHYEHH NaHHH 32
Oe3omacHOCTTa NPH MPHNOXKEHHE Ra BUCOKH 103H (> 6 MIU/aeH) H npH NpHIoKEHHE HA HATOBapBalla
A03a, KaKTO M 3a CTICUHAIHATE NOMyNanny (IauHeHTH ¢ 6bOpevYH: YBpeKIaHHA H IICAHATPHIHATA
nonynauus). Konucramerar HaTphid Tpa©ea ga 611e H3M0N3BaH CAMO KOTATO APYTHTE [10-9ECTO
NpeNMCBAHE AHTHOMOTHIH ¢a Hee(h)eKTHBHH HITH HETOAXO MMM,

brOpeynHata QyHKIHMA NPH BCHUKH mauueHTH tpsada 1a Ob1e MOHHTOPHpaHa B HAYAJIOTO Ha
JeYCHHETO U IEPHOJIMIHO 10 BPeMe Ha Jedyenwe. Jlo3aTa KONMCTHMETaT HaTpuil Tpabsa na Guae
KOPHIMpaHa ChINIACHO KPEaTHHHHOBHS KNUPBHC (BXK. Todka 4.2). [lanuentare, KOMTO CTpajar oT
XHNOBOJIEMHA HJIH NALMEHTHUTE, IIPHEMAIIH KPYTH, NOTCHIMAIHO HepOTOKCHYHH JIGKApCTRa, €a ¢
TMOBMIICH PHCK OT Pa3BHTHE Ha HE(POTOKCHYHOCT NIPH [IPHEM HA KOTHCTHH (BK. TOYKM 4.5 1 4.8).

B Hskom npoyvBaHHA € ChoOMIEHO, ye HedPOTOKCHUHOCTTa CE CBBP3BA ¢ KyMYJIATHBHATA /1032 H
NPOIBLIDKHTEAHOCTTA HA nedenne. [lon3aTa OT NPOABLIDKHTE/THEA IEPHO/] Ha JIEYeHHE TPAORA na Obae
OLICHEHA CHPAMO NOTEHIIMAITHO MOBHIIEHHS PHCK OT HE(PPOTOKCHUHOCT.

IIpenopbuBa ce NOBHIIEHO BHHMAHHUE, KOTATO KONMCTHMETAT HATPHIA ce mpulara npu kepmadera (< 1

roAMHa), THH KaTo B Ta3H BB3pacToBa rpyna 6u0peunara ¢pyHKnus He € HameJIHO pa3suTa. (OCBEH TOBa
eeKTHT OT Hepa3BHTaTa OBLOpeuHa 1 MeTabONHTHA (hYHKIMA BPXY NPEBPHIIAHETO HA KOJIMCTHMETAT
HaTpHif B KOJHCTHH € HEH3BECTEH.

B cnyuaii Ha anepridna peakuus nedeHHETO C KOMMCTAMETAT HATPuil TpaOBa da 6b/e IpeyCcTaHOBeHO
H 1a OBIaT B3eTH MOAXOIAIIH MEPKH.

Cro61ieHO €, 9€ BUCOKHTE CEPYMHH KOHIEHTPALMH Ha KONHCTHMCTAT HATPUH, KOHTO Morat ia ObaaT
CRBP3aHH ¢ NPERO3MPAHS HIH HEYCIEX Ja Ce PEayLHpa A03aTa IPH NAnHeHTH ¢ O0x0peyuHn
YBDEXKIAaHHA, BOAAT 1O HEBPOTOKCHYHH e(eKTH KaTo ITHICBA MapecTe3nd, MycKyHa ciabocr,
CBCTOBBPTEXK, HEACEH TOBOP, BA30OMOTOPHA HECTAGHITHOCT, 3PHTENHY CMYIIEeHNA, 00BPKAHOCT,
1icuxosa K andHes. Tpadsa fa ce nposexxaa nadmonecHUe 3a MeprOpajiHa NapecTe3Hd H MapecTe3Ha Ha
KpaHHHIHTE, KOMTO NPEACTABIABAT MPH3HALYM Ha pefo3upase (Bx. Todka 4.9).

HzeecTHO €, 9¢ KOMHCTHMCTAT Ha’I'pﬂﬁ peayuHpa NpeCHHAIITHIHOTO ocBo00XKNaBaHe Ha allCTHIXOMHH
B HEBPOMYCKYIHEA CHHAIIC, 3aTOBa TpﬂﬁBa Ja ObJie H3MMON3BAH H3KIKYHUTEIHO BHUMATEIHO H CaMO
aKo e abcomoTHO HEOBXONHMO IIpH NAaOHCHTH ¢ MHACTCHHA TpaBHC.

Crnen MHTPaMYCKYJIHO TIPHIOYKEHHE HA KOJIMCTHMETAT HATPHI € choDIleH pecIHpaTopeH apeCT
Yepenenata 6u0peuna QyHKIHA NOBHIIABA B3MOKHOCTTA 32 allHes W HEBPOMYCKYJTHA 6
[pHiaraHe Ha KOTHCTHMETAT HaTpHi.

KoymictuMerat HaTpuii Tpadea Aa 6be M3NONI3BaAH H3KIFOYUTENHO BHHMATENHO TP
nopdHpHA,
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KakTo npy no4rn BCHYKH aHTHOAKTEpHAIHH CPEACTRA, TAKa H IPH NPHICKCHHE HA KOMUCTHMETAT
HaTpHii, ce CboOIABAT CRBP3aH ¢ aHTHOMOTHKA KOJIMT M IceBA0MeMOpaHo3cH KomuT. TexecTra UM
MOX¢E Ja BapHpa OT JieKa J0 )KHBOTO3acTpamasama. BaxkHo € TasH JHar€o3a Ja ce MMa NpeaBH pH
HAagHCHTH, KOUTO Pa3BHBAT JHAPHA 110 BPCMC Ha HUITH CIE NPHIOMKCHNE Ha KOJINCTHMETAT HATPHUH
(Bx. Touxa 4.8). TpaGea qa ce 06MHCIHN clMpaHe Ha TEPANUATA H IPHNIATAHE HA COEIMGHIHO JIeUeHHe
cpewry Clostridium difficile. He Tpa6Ba na 6baat npunarans JeKapCTBEHH NPOIYKTH, KOUTO MOTHCKAT
[EPHCTAMTHKATA.

HirrpaBeno3sHusT KOMMCTAMETAT HATPHH HE IPEMHHABA KPHBHO-MO3bUHATA HapHepa B KMHHAYHO
3Ha4MMa creneH. HHTpaTekanHoTo MM HHTPaBEeHTPHKYIAPHOTO NPHI0KEHHE Ha KOJMHCTHMETAT
HaTpHii IIpH JcycHAE Ha MEHHHTUT HE € CHCTEMAaTHYHO H3CNEABAHO B KIHHHYHH M3IUTBAHUS U €
HOAKPETIEHO CaMO OT OTAETHA ChoOIIeHH CIyyaH. JIaHHKTe B NOAKPENa HA JI03HPOBKATA Ca MHOI'O
orpasmdend. Hail-uecto HaGniopaBanara Hexenana peakuus npu puiarane Ha CMS e acentHueH
MCHEHTHT (Bx. TOYKa 4.8).

To31 neKapeTBEH NPOAYKT ChABPKA [0-Manko oT 1 mmol (23 mg) HaTpuit Ha dnakow, T.¢.
[PAaKTHYECKH HE ChBPHA HATPHH.

4.5 B3aumogeiicTBHe C APYrH JeKAPCTBEHH NPOIYKTH H pYrd GopMH Ha B3auMoIeiicTBHe

Heo6xoamMo ¢ MOBHIICHO BHUMAHHE NPH €JHOBPEMEHHOTO MPHIOKEHHE Ha HHTPABCHO3CH
KOJMUCTUMETAT HATPHIA C IPYTH MCAMKAMCHTH, KOHUTO Ca NOTEHIMATHO HePPOTOKCHIHH UK
HEBPOTOKCHYIHH.

H3nckea ce RHUMaHHE IIpH COAHOBPEMCHHO IIPHAMKCHNE € APYTH lbOpMId Ha KOJIHCTAMETAT HanHﬁ,
TBbil KaTO ONHUTHT € OTPAaHHYEH 1 HMA BHE3MOXKHOCT 32 CYMHPAHS Ha TOKCHYHOCTTA.

He ca nposexnaHn in vive Ipoy4BaHHs 3a B3aHMoJcicTeHA. He € onpucan MexaHH3MbBT Ha
NPEBPBIIAHE Ha KOMMCTHMETAT HATPHH B aKTHBHOTO BEILECTBO KOJMHCTHH, ChIIO TOIKOBA HENO3HAT €
MEXaHH3MBT Ha KOJIMCTHHOB KJIHPBHC, BKAIOYHTENHO npepaloTRaneTo My B 6n0pennte.
KonucrHMeTaT HaTpHii WIH KOJHCTHH He MHAYUHPAT A€HCTBHETO HA HUTO €MH OT H3cneaBaHuTe P
450 (CYP) emsumu (CYP1A2, 2B6, 2C8, 2C9, 2C19 u 3A4/5) B in vitro IpoyIBaHHA IPH YOBCIIKH
XCIIATONHTH.

TToTeHIMATET 32 R3AMMOACHCTBHA OT THIA ,,ICKAPCTBO-ICKApPCTBO” TpAGBa Na ce B3EME NPEABKA,
korato KoacTia ANBOreH ce Npuiara ¢JHOBpeMEHHO ¢ JIEKAapCTBa, 33 KOMTO € M3BECTHO, Y€
HHXHOHpAT WM HHAYLHpaT CH3NMATE, MeTaOOIH3HPAIH JIEKAPCTBOTO, UM C JIEKAPCTBA, 34 KOUTO €
H3BECTHO, 9€ ¢a CYOCTpaTH 3a On0pedHy TPaHCIOPTHH MEXaHM3MH.

[Mopagu edexra Ha KOMHCTHH BBPXY OCBOOOIABAHETO Ha alETHIIXOJIHH, HEACIIONAPHIHPAIIHTE
MYCKYJIHH PETaKCaHTH TpaOBa Aa (B/IAT H3MON3BaHH BHHMATEIHO IIPH HALHEHTH, NPHEMALiH
KOAMCTHMETAT HaTPHil, THH KaTo TexHuTe edekTH MoraT fa ObJaT yanmKeHH (Bx. To4ka 4.4).

EnnospeMeHHOTO NIedeHAE ¢ KOMHCTHMETAT HaTpHH H MakpOIHAH, KAaTO A3UTPOMHLIHH H
KIAPUTPOMHIHH, HIH (BIyOPOXHHOAOHH, KaTO HOPGIIOKCALIMH H NHTPOGdIIOKCaLMH, TpabBsa fa ce
NpOBEKAA BHUMATCIIHO OPH IAIMEHTH C MHACTEHHA rpaBrc (BX. Touka 4.4).

Tpsbsa ma ce n3bATBa eMHOBpEMEHHATA YNIOTpeba HA KOTHCTMETAT HATPHI ¢ JPYTH JIEKapCTBEHH
NPOIAYKTH C HEBPOTOKCHYEH H/HIH HEQPOTOKCHYCH NOTEHIHMaIL. Te BKIOYBAT AMHHOTINKO3HIHUTE
AHTHOMOTHIM KATO FeHTaMULIMH, AMHKALHMH, HETHIMHUMH B TOOpaMHIIMH. Bh3MOKEH € IOBHIICH
PHCK OT HePOTOKCHIHOCT, IPH €AHOBPEMEHHO NPHITATAHE ¢ UehaoCIOPHHOBH aHTHOHOTHITH.

4.6 PepTHIATET, GPEMEHHOCT H KLPMEHE

Bpemennoct
JIuncBaT ROCTATHYHO JITAHHY OT YIOTpeHaTa Ha KOMMCTHMETAT HATpHi npH OpeMEHHH

Hpqunalmﬂ C EMHOKPATHA O03a [10 BpeME Ha ﬁpeMeHHOCT Ipy X0pa MOKa3ear, 9€ KOJI
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HaTpH# MpeMHHAaBa IIAllCHTapHATa GapHepa H € BE3MOKHO Ia MMa PHCK OT (peTanHa TOKCHIHOCT, ako
MHOT'OKDATHH JIO3H CE Nphiarat Ha OpeMeRHy naitueHTKH. [IpoyduBaHraTa npH XHABOTHH Ca
HEJOCTATHYHH 110 OTHOLICHHE Ha €()eKTa Ha KONMCTHMETAT HATPHH BBPXY PEIPONYKTHBHOCTTA H
pa3BHTHETO (BK. Touka 5.3). KonucTameTat HaTpmii TpAGBa ja ce mpHnara no BpeMe Ha OpeMCHHOCT
€aMoO aKo 1013ara 3a Maikata NpeBHIIaBa MOTEHIHATHAA PHCK 33 IUIOAA.

Kbpmene
KomicTumertaT HaTpuit ce exckperupa B KbpMara. KonucTumeTaT HaTpHii TpsabBa 1a ¢ TpHIIara npu

KBPMENIHM JKEHH CaMO B CIy4anTe Ha KATETOpHYHA HEOOXORHMOCT.
4.7 EdexTn Bppxy cniocofHOCTTA 32 ModHpane u paboTa ¢ MALITHHA

Ilo BpeMe Ha mapeHTepanHo nedeHne ¢ KONMHCTHH ANMBOreH MoXe Ja Bh3HHKHE HEBPOTOKCHIHOCT C
CBCHTYANHA 3aMaAHOCT, OGBPKBAHE WK 3pUTENHA Hapymiekus. [Tanperure Tpabea na Obaart
NPEeRYNPEKAABAHH Ja HE Ino(upat wik paGoTAT ¢ MAIIMHK, AKO Bb3HHKHAT TAKHEA S(EKTH.

4.8 Hexeland N1eKapcTBEHH PeaKIHH

BepoATHOCTTa 33 Bh3HHKBAHE HA HE/KCIIAHHA PEaKLIMH MoXe fa OBe CBbP3aRa ¢ Bb3pacTTa,
OBp0OpeyHaTa QYHKUMA M ChCTOSHHETO Ha TAMEHTA.

HeppoTokcHunocTTa MOXe fa ObAe acOMUMpaHa ¢ NPeA03NpaHe, HEYCTIEX NPH HaMaJBaHE Ha [103aTa
OpH nauyeHTy ¢ Gu0pedHa HeNOCTATRYHOCT H €IHOBPEMEHHA YIOTpeba Ha HEBPOMYCKYJIHH OIOKepH
WM JPYTH AeKapcTea ¢ nogobun Heeponoruaayn epexrn. Hamanapaneto na qo3ara Moxe Ja o6nekan
cuMrToMute. EdexTrTe MoraT a BKIIOURAT anHes, MPEXOAHH CEH30DHH CMYIIEHHA (KaTo MileBa
NapecTe3ns U CBETOBEPTEXK) H, PAIKO, BA3OMOTOPHA HECTAOMNHOCT, HEACEH rOBOP, 3PHTENHH
HapyIieHna, o0bpKBaNe MK IICHX03a.

Hma crobmienus 3a Hexenanu edekTH Bbpxy Gp0peunaTa GyHKIMA, OOHKHOBEHO CIIE/ NPIIAraHe Ha
NO-BHCOKH OT IPENOPBYBAHUTE J03H IPH [AlMEHTH ¢ HOpManHa OBp0peuHa GpyHKuus HiIK HeyCnex
[P HAMAISABAHE HA J034Ta TIPH NaLHEHTH ¢ OL6peYHo yBPEXaaHe HIH IPH eIHOBPEMCEHHA ynoTpeba
Ha Apyrr HedpoTokcHann nexapcrsa. Edexrure 06HKHOBEHO ca 00PaTHMH clie]] IPEYCTAHOBABAHE HA
NICYCHHCTO.

IIpy nanmenTH ¢ KucTo3na ¢ubpo3a, NEKYBaHH B CHOTBCTCTBHE C IPENOPBIMTENHAA 10308 NHANA30H,
Hed)pOTOKCHUHOCT ce Habmogasa psako (Ho-Manko 0T 1%). IIp Texko DONHN XOCIHTATH3NPAHH
HAIMCHTH, KOHTO HE CTPAJIaT OT KACTO3Ha (pubpo3a, ca CHOGIIEHH IIPH3HAIN Ha HeGPOTOKCHYHOCT
npH npEGAu3TenHo 20% OT MaluHeHTHTE.

IIpu 1o 27% OT HauMeHTHTe ¢ KACTO3Ha Prbpo3a ca JOKIALBAHN HEBPOMOTHIHH ChOHTHA, Te
00HKHOBEHO c¢a JIeKH H NPEMUHABAT IO BPEME KM CKOPO CleH JICUEHHETO.

Hma crobmiennd 3a peakuun Ha CBPBXYYBCTBHTEITHOCT, BKIIOYHTCIHO KOXEH 0OPHB U IcKapcTseHa
TpecKa. [Ipy BE3HMKBAHE Ha TAKHBa PEaKIHH, JEICHHETO TpAOBa Ja OBA€ IPeKpaTeHO.

B13M0XHO € 13 BE3HHKHE JIOKAIHO Apa3HEHE Ha MACTOTO Ha HEDKCKTHpAHe,

4.9 Ilpeno3mpane

Tlpenosupanero MoXe Na JMOBEAE OO HEBPOMYCKYJIHA BIIOKa/Ia, KOATO MOXKE Ja IIPHYMHH MYCKYITHA
cnabocr, anHes H Bb3MOXEH pecnHpaTopeH apecT. llpenosupanero MoXe Oa MPHYMHU K OCTpa

OBOpeYRa HEIOCTATBYHOCT, XapaKTEPH3Hpallia C¢ ¢ HAMaleHO OTAC/IAHE HA YPHHA H IT0-BHC na

CEPYMHH KOHIIEHTPaNHH HA YpPecH a30T B KPBBTA H KPCaTHHHH, R\m—‘s"‘m /70\/?\
- /30
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.
Hama coenudrdcH aHTHIOT, RpUiara ce NoAThpXamo Jeqcayue. Moxe Ja ce oluT
MEPKH 33 YBEIMIABAHE HAa CKOPOCTTAa Ha eNMMHHHPAHE HA KOMMCTHH, HAIIP, Opeas
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Auype3a, NPOABLKHTEIHE XeMOAHATIH3A HTH TEPHTOREATIHA QHANIH34, HO e!l)EKTHBHOC'ITEl HM HC €
H3BECTHA.

5. ®APMAKOJOIMYHU CBONCTBA
5.1 <PapMakoIHHaAMHYHH CBOHCTBA

PapMakoTCPAlICBTHYHA Tpyna: AHTHOAKTEpHANHE CPEACTBA 33 CHCTCMHO NPUITOKCHHE, IPYTH
anTHOaKTepHaNHY cpeacTha, moMMUKCHHN.ATC xox: JO1X BO1

MexaHH3BEM Ha NeACTRIE
KonscTHH € NHKIHIHO NOJHMIIENTHAHO AHTHOAKTEPHATHO CPEACTRBO, KOETO MMPHHAINEKH KbM

IIOJIMMHKCHHOBATA Tpyna. [[ONMMHKCHHNTE neHCTBAT, KaTo pa3pymaBatr KieTb4HaTa MemOpana 1
MPOH3THYANIKTE (DH3HONOTHIHE ePEKTH ca CMBPTOHOCHH 3a DaxrepuuTe. [TonHMEKCHHITE Ca
CEJIEKTHBHM 32 aepobHH [paM-oTpHUATETHN BaKkTepyu, KOMTO MMAT XiapodobHa BbHIIEA MeMOpaHa.

Pe3ncTeHTHOCT

PesncrenTHHTE GaKTepHH C¢ XapaKTEPH3UpaT ¢ MOHGHKALKA Ha docdaTHUTE TPYIH Ha
JHIIONONM3AXAPHIUTE, KOMTO CE 3aMECTBAT ¢ €TAHONAMUH HIIH aMHHOapabnHo3a. ECTeCTBCHO
pesuctenThHTe ['pam-oTpHiaTentn Gaktepun, kato Proteus mirabilis u Burkholderia cepacia,
MOKA3BaT ITHIHO 3aMECTBAHE Ha JIHITHHATE CH HOCHATH C ETAHONAMHUH MM aMMHOapabHHO3a.

OyaKBa Ce KPBCTOCAHA PE3HCTEHTHOCT MEX Y KONUCTHH (nonuMukcuH E) u nonuvukenr B. Trid
KaTo MEXaHH3MbLT Ha JICHCTBHE HA NONMAMHKCHHATE € PA3IHYCH OT TO3H Ha JIPYTHTe aHTHOAKTCPHAITHH
CPEICTBa, HE MOXE JIa C€ OMAKBA PEIUCTEHTHOCTTA KBM KOJIMCTHH H IOJIMMHKCHH CaMo 110 TOPHAS
MEXaHH3bM J1a JOBeJIE 10 PE3HCTCHTHOCT KbM JIPYTH 1€KapCTBEHH KNacoBe.

Bpnika OK/D]

Cro6uIeHO €, e MONNMHKCHHITE YIPAKHABAT 3aBHCEIN OT KOHUCHTpauusTa OakrepHipIcH edeKT
BLPXY 4yBCTBHTennute Oaktepun. Cuura ce, ue fAUC/MIC xopenupa ¢ KITMHHYHAETA €PHKACHOCT.

I'pannynn croiinocT o EUCAST

UyncterTennu (3)

Pesncrenta (R) ?

Acinetobacter §<2 R> 2 mg/L
Entercbacteriaceae S<2 R>2 mg/L
Pseudomonas spp S<4 R> 4 mg/L

* ['paHHYHMUTE CTOMHOCTH Bakar 3a jo3d 2-3 MIU x 3. Moxe na ce M3ucKBa HaTosapsaiia 103a (9
MIU).

HyBCTBHTEAHOCT

[IpeobnanaBaneto Ha MpEIOOUTATA PEIHCTEHTHOCT MOXKE [1a BapHpa reorpacke H BEB BPEMETO 32
onpeneneﬁn maMoBe, HNOopagH KOETO € KCIATCIHO MNOJ3BAHETO HA JJOKAITHHTE JaHHH, OCOGGHO IIpH
neYcHHe Ha TeKKH HHpexmu. [Ipu neobxoauMocT, TpibBa Ja ce TOTBPCH EKCHCPTEH CHBET, KOTATO
JIOKANHATA NPeodIagasaiia PEIHCTCHTHOCT € TAKaBa, ve [103aTa 0T MEMHKAMEHTA [TOHE TIPH HAKOJIKO
THIa HHQEKIHH € CKYTa0MITHA.

BHuaose, KOMTO 00HKHOBEHO €A YYBCTBHTEIHH

Acinetobacter baumannii
Haemophilus influenzae
Klebsiella spp
Pseudomonas aeruginosa

Buaose, 1pH KONTO OPHACDHTATA PE3HCTEHTHOCT MOKe 14 npeACTABISABa
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npobaeM

Stenotrophomonas maitophilia
Achromobacter xylosoxidans (npeowuno ume Alcaligenes xylosoxidans)

Opranu3vMe ¢ BPoJeHA PE3HCTEATHOCT

Burkholderia cepacia v cBEp3aHUTE BHIOBE
Proteus spp

Providencia spp

Serratia spp

5.2 @apMakoKHHeTHYHH CBOiiCTBA

Abcopbums
Hudopmanusra 0THOCHO HapMaKOKMHETHKATA HA KOJHCTHMETAT HaTpHH (CMS) H KOJIHCTHH €

orpanvueHa. MMa npuMepn, de GapMakOKMHETHKATA IPH KPHTHYHO GOMHH MALMEHTH € PA3NHYHA OT
Ta3H IIPH DAOHCHTH € HC TOJIKOBA TCHKKH [l)I{3HOJ]01'I/I‘]HI/} pascrpoﬁcma H OT Ta3H npH 34paBH
nobposonuy. CleNBaIiyTe ZaHHH ¢€ OCHOBABAT Ha NIPOYIBAHHA, H3LI0JI3BAA BHCOKOE(EKTHBHA
Teuna xpomarorpadus (HPLC), 3a onpenensHe Ha niasMeHHTE KOHIEHTparmu Ha CMS/konucTrH.

Cnaen vH}y3HA Ha KONMCTHMETAT HATPHIA HEAKTHBHOTO TIPEJIEKAPCTBO CC MPEBPHIA B AKTHBEH
xonucTHH. [lokaszaHo e, 4e MAKCHMAITHATE MIA3MEHH KOHLUCHTPaUHH HA KOIMCTHH Ce OCTUIET ChC
3aKBCHEHHE O 7 Yaca cliefl IPU/IaraHe Ha KOMHCTHMETAT HATPHH NPH KPHTHIHO OONHH HAUHCHTH.

AbcopbimaTa oT CTOMaNiHO-YPEBHHA TPAKT HE CC MPOABABA B 3HAYHTENHA CTEMECH MPH HOPMaaHHA
MHIHBHIL.
Pasnpenencnue

O6eMbT Ha pasnpeaeneHHe Ha KOMMCTHH NIPH 30paBd N0GPOBOJIIM € HUChK W IIPHONH3UTENHO
CBOTBETCTRA HA H3BBbHKIEThuHaTa TeuHoCT (ECF). O6eMBT Ha pasnpe/Ic/iCHHE HAPACTBA 3HAMHTEIHO
NpH KPUTHIHO G0NHA manHenTy. CBBP3BAHCTO C TIA3MEHHTE IIPOTEHHH € YMEPEHO M HAMAIIIBA IPU
0-BICOKH KOHIEHTpaumn. [Tpu unca Ha MeRMHICAITHO BB3NaCHHE NPOHHKBAHETO B rPbOHAUHO-
mo3baHara TeanocT (CSF) e MunuManno, Ho ce yReNnMIaBa Npy HAIMYHETO Ha MCHHHTCAITHO
BB3IAJICHHE.

Kakro CMS, Taka H KoJMCcTHH nokassar JHHeiHa K B KMHHWYHO 3HAYUMMS JHAMA30H HA O34T,

EnuMuHvpane

OueneHo e, ge npubmazurenne 30% oT NPIIoKeHNA KOTACTHMETAT HATPHI C& NPECBPHIIA B KOTHCTHH
NpH 31pasyi AoOPOBOIH, HETOBHAT KIMPBHC 3aBHCH OT KPEATHHHHOBMS KJIMPBHC M C HAMAIBAHE Ha
6p6peunata GyHKIHA, MO-BHCOK A4 0T CMS ce npespbima B KONHCTHH. [IpH RaUHEHTH € TEXKO
yBpeeHa 6s0peuna GyHkius (KpeaTHHMHOB KupbHC <30 ml/min) crenenTa Ha NpEBPHIIAHE MOXKE
Aa noctaree 60 no 70%. CMS ce ennmMuEMpa OCHOBHO upe3 On6penTe, HoCpeACTROM IJIOMEpYIHA
¢untpammsa. [Ipu 3apasu gobposomup 60% 1o 70% ot CMS ce ekCcKkpeTHpaT HENPOMEHEHH B YpHHATA
B paMkuTE Ha 24 Jaca.

EnMMAHHpaHeTo Ha AKTHBHUS KOJIKCTHH € OIHCAHO B HerbiHA cTencH. KomucryH ce pesopbupa B
3HAUHUTEINHA CTeneH oT On0peannTe TYOymH B MOXe fa Obac H3BENEH N0 HeOBOpeUeH nbT HIIH T2
One moanokeH Ha 6p0peten MeTabonu3sM, ¢ NOTEHIHAN 32 HATPYNBaHe B 6u0peuuTe.
Kon#cTHHOBIIAT KIHPBHC HaMansea npy b0pedHo yBpexkIaHe, BEPOATHO HOopajH 3acHIIe
npeepbinate Ha CMS.
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CpoDmEHO €, Ye MONYXHBOTHT HA KOJHCTHH OPH 3ZPaBH A0OPOBOJIIK K IPH NALAEHTH C KHCTO3HA
¢ubpo3a e croTBeTHO 0KOMIO 3 h H 4 h, ¢ 061 KAHpBHC okomo 3 Vh. ITpn xpuTHIHO OONHH NAUMCHTH ¢
cbODIIEHO, Ye MONYKHBOTET Ce YALIDKaBa X0 okojo 9-18 h.

5.3 IlpeAxIHHHYHH AAHHHA 33 §e30MACHOCT

JaHHHTE 33 NOTEHIIMAITHA T¢ROTOKCHYHOCT €2 OrpaHMYEHH M JIMIICBAT AAHHH 33 KaHLIEPOr€HHOCT Ha
KOJIACTUMETAT HATPUil. JIoKa3aHo e, 9e KOJIHCTHMETAT HATPUil HHIYIMpa XpoMO30MHH abeparuu B
YOBELIKH MMMGOUHTH in vitro. To3n eekT MOXe Ja € CBbP3aH ¢ MOHKKEHHE B MITOTHIHHSA MHACKC,
KOETO CHIIO ¢ 0o nadmonasaHo.

IIpoyuBaHMA BEPXY PENPOAYKTHBHATA TOKCHIHOCT TIPH MIBXOBE H MHILIKH HE [I0Ka3BaT TCPATOrCHHH
cBoicTsa. IIpn Bee TOBA, KOMHCTHMETAT HATPHH, IPHAAIAaH HHTPAMYCKYIIHO 10 BpEME Ha
opraHorcHesara npu 3aiiuy B no3u ot 4,15 1 9,3 mg/'kg, € J0Ben A0 BapYCHO CTHIIAIO IIPH CEOTBETHO
2,6 m 2,9% ot detycure. Tesu no3u ca 0,5 1 1,2 mbTH MO-BHCOKHM OT MAKCHMAJHATA JHEBHA 1032 IPH
xopa. B norrbnaenue, nopumena pezopbuus e Bb3HUKHAIA npH fo3a o1 9,3 mg/kg.

Hsima APYTH IIPEAKJIHHHYHH JaHHH OTHOCHO 6e30MacHOCTTA OT 3HAYCHUE 33 NpPECANFCBAIHA, KOHTO N4
AOOEBIBAT JAHHHTEC OTHOCHO 6B3OHaCHOCTTa, HOMYYCHE OT CKCIO3HMIHATA Ha NAHCHTH H BCHC
OTHCAHMTE B IPYTH TOYKH Ha KpaTKaTa XapaKTCPHCTHKA HA NIPOAYKTA.

6. @®APMAIEBTHYHH JAHHH
6.1 CndchK HA NOMOINHHUTE BeIECTBA
Hama

6.2 HecbsmecTamMocTH

Tpabpa ga ce n364arBa cMecBaHETO HA HHYIHOHHH H HHXXEKIHOHHH PA3TBOPH, BIUTIOYBAIH
KONMMCTAMETAT HATPHH.

6.3 Cpox na roasocr
[Ipenu nupBoTO OTBapAHE: 2 TOAMHK

IIpAroTECHA Pa3TBOPH:

[Ipu pasTBapsiHe ¥ paspexAaHe MO/ KPHTHIHATA MHLENHA KOHUeHTpanns ot okono 80 000 IU xHa
MHRIAIATEP c& HaONIoasa 3HAYHTSIIHO YBSIMYABAHE HA XUIPONKH3aTa HA KOIHCTHMETAT.
Pa3TBODH NOA Ta3u KOHUEHTPaLKs TPAOBA 1a ce M3MON3BAT BEHAra.

3a pa3TBOpH 32 BONMyC MHKEKIHS, XHMUIECKaTa H (Handecka cTabHIHOCT B IeproAa Ha ynorpeba Ha
[IPHTOTBEHHA Pa3TBOP B OPHIMHANHMSA (hrakoH, ¢ KoHueHTpauus > 80 000 IU/ml, ca nokasanu 3a
24 gaca npu Temneparypa ot 2 1o 8°C.

Ot MuKpoOHONOrHYHA IIE[]Ha TOYKA Pa3TBOPET TPAOBA a C€ NPHIOKH BEIHArA, OCBCH aKO METOIBT
Ha OTBApAHE / pa3TBapAHe / pa3pexIaHe M3KII04BA PHCK OT MHKPOOHO 3aMBPCABAHE.

AKO He ce H3TI0N3Ba BEINAra, MEPHO/IUTE M YCIIOBUATA HAa ChXPaHEHHE N0 BpeMe Ha ynotpeba ca
OTTOBOPHOCT Ha notpeburens, OGHKHOBEHO Te He HaapHmasat 24 gaca npu 2-8°C, ocBeH aKo
pasTBapSHETO M Pa3peXIaHeTO CE MPOBEKAA IIPH KOHTPOIMPAHH H BATHAMPAHH aceNTHIHH YCIOBHA.

Unby3uoHHATE PazTBOPH, KOUTO €2 Pa3peleHH Hal 00eMa Ha OPHTARATHHA (JIAKOH H/HAH
koHneHTpanyd < 80 000 IU/ml, tpabea na cc M3MoN3BaT BEAHATA.

3a pa3TBOpPH 3a HHTPATCKANHCO H MHTPABSHTPHKYIAPHO MPHIOKEHHE, PA3TBOPEHHUAT 1P
7la ce H3MOI3Ba BEHATA.
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6.4 CuoenBadHH yCI0BHA HA ChXPAHEHHE

Ja He ce cbxpaHssa Hag 25°C.
3a ycnoBuATa Ha CHXPAHEHHE CJIC PA3TRAPAHS HA JECKapPCTBEHHA MPOJYKT BIKTE TOYKA 6.3.

6.5 Bug ncpabp:KaHHe HA OIAKOBKATA

1 munnor 1U/dmakoH: ¢naxon ot creio o I ¢ o6em 10 ml, ¢ yepBeHo OTYyMBAIIC CC KAMAye,
JAOCTABAH B KapTOHEHA KyTHA ¢ | durakow unn 10 dnakona.

He Bcrvkyn BUOBE ONakOBKH Morat na Obnat mycHatH B npogax6a.

6.6 CoenmaJauu npeanazHH MepPKH NPH H3XBLPJASHe H padoTa

3a Gonyc MHKeKIHA:

PasTBOpeTE ChaBpKaHHETO Ha drakona ¢ He noeede ot 10 ml Boza 3a maskeKkuHy WH ¢ 0,9% Hatpues
XJI0pHA.

3a uudvIua:
CrabpKaHHETO Ha pasTROPeHHS (1aKoH MOXeE 1a ce pazpeaH, obukuoeeHo ¢ 50 ml 0,9% natpucs
XJIOpHA.

Korato ce H3mon3eaT HHTpaTeKaleH W HHTPABEHTPHKYIIAPEH HAUHH Ha NPHIOKEHHE, ODEMET,
KOUTO ce npuiara He TpsaOBa na Haasuniasa 1 ml (kouuenrpauus ot 125 000 [U/ml cnen
pa3TBapsHe).

ITo BpeMe Ha pa3TBapsAHE pa3KiIaTeTe BHUMATEINHO, 32 [a ce H3berne o6pa3yBaHeTO Ha MAHA.

Cnen pastapane Tpa6pa aa ce MoIywH GHCTBD Pa3TROP.

PasTBopuTE ca caMo 3a eAHOKpaTHA yroTpeba, BCHYKH OCTATHIIH OT pa3TBopa Tpabea aa ce

H3XBBPJIIAT.

7. IIPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10

Yemka pemyOiHKa

8. HOMEP(A) HA PAIPENIEHMETO 3A YIIOTPEBA

Per. No 2013166

9. JATA HA IBPBO PA3ZPEHIABAHE/TIOJHOBSIBAHE HA PASPEINEHHETO 3A
YIIOTPEEA

Jara Ha mbpBo paspemasare:; 13.05.2013

Jata Ha monHoBsABaHE:

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

30.11.2021




