KPATKA XAPAKTEPUCTHKA HA IMMTPOAYKTA



-

12 THA ATEHUNS KAPCTBATA
MKa XapaskmepLucmuxa H8 noogrkma ﬁnunﬂHEHEQ H

kompoe e LIV 93960

_________
.............
------

1. HME HA JEKAPCTBEHMWJI ITPOAYKT

Paspewenue N

627292 1908 5

INapoBuct 1,0 mmol/m] HIDKEXLMOHEH pa3TBOp
Gadovist 1.0 mmol/ml solution for injection | EG/MAMP -

--------
----------
-------
rrrrrrrrrrrrrrrrr
llllllllll
iiiiiiiiii
-

LEE RN Y
lllllllllllllllllllllllll
LR

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

1 ml vipkekuMoHeH pa3TBop cbabpika 604,72 mg ranobyTtpon (gadobutrol) (eksuBaneHTHO Ha
1,0 mmol ranobyrpon, chabpaxkain 157,25 mg ranonuHui).

3a €AHOA030BO MPUIOKEHHE:

1 dnakon ¢ 2 ml ceavpxka 1209,44 mg ranobyrpon,

1 ¢pnakon cue 7,5 ml cuabpxa 4535,4 mg ranobytpon,
1 ¢pnakon ¢ 15 ml ceabpka 9070,8 mg ragobyrpon,

3a €THOA030BO WIH MY/THIIALMEHTHO NPUIOKEHHE:

1 6yrunka ¢ 65 ml ceabpka 39306,8 mg ranobyrpon.
1 dnaxoH ¢ 30 ml ceanpxa 18141,6 mg ranobyTtponn.

[TomMowHO BewecTrO ¢ HiBecTHO aeiicTBue: 1 ml chanpxka 0,00056 mmol (ekBuBaneHTHO Ha
0,013 mg) varpuii (BxK. Touka 4.4).

3a IMBJIHKA CIUCHK Ha NOMOLIHHUTE BellleCTBa BHXXTE TOuka 6.1.

3. JIEKAPCTBEHA ®OPMA

HMkeKLHOHEH pa3TBOp
Buctpa, 6e3uBeTHa A0 61€10XKBIATA TEYHOCT.

MUINKO-XUMHYHH CBOHACTBA:
OcmonanureT nipu 37°C: 1603 mOsm/kg H,O

Buckosurer npu 37°C: 4,96 mPa-s

4. K/IHMHHYHH JAHHH
4.1 TepaneBTHYHH NOKAZAHHA

To3u nexapcTBeH NPOAYKT € OpeaHA3HAYSH caMo 3a AHArHOCTHYHH LenK. ['anoByuCT e nokasaH 3a
ynoTpeba NpH BL3pacTHH H Aella OT BCHYKH Bb3PAcTH (BKIKOYHTENHO AOHOCEHH HOBOPOAEHH) 3a:

¢ KOHTpacTHO YCHIBaHE NMPH KPAHHUATHO ¥ CMMHANHO U3CIIEBaHE ¢ SAPEHO-MarHUTEH Pe30HAHC
(AMP).

e KoHtpacTHO ycunBaHe npu SIMP Ha uepHus apob unu 666penmre npu NaumMeHTH, NPH KOUTO HMa
ChbMHEHHE 3a WK Oeiean Ha OTHHILHH NIE3UH, 33 pa3rpaHU4aBaHe MEXAY A0OpOKavYeCTBEHH H

3JI0KAYE€CTBEHH JIE3UH.
e KOHTpacTHO YCHJIBaHE NP MarHUTHO pesoHaHcHa aHruorpagus (CE-MRA).

["anoBHUCT MOXKE CHILO TakKa Ja 0bne u3nonisaH 3a AMP Ha natonorui Ha HAIOTO




Toit ynecHsBa BU3yalTU3UPAHETO Ha ADHOPMHK CTPYKTYPH HIH JIE3HH H NOoMara npH
nudepeHIMpPaHETO MEXIY 3APaBa U NaTONOTHYHO H3MECHEHA ThKaH.

"apoBucT TpaOBa Ja ce nmpuwiiara camo, KoraTo AMarHoCTUMHAaTa HHPOpMaLIKS € OT ChILECTBEHO
3JHAUEHHE U He MOXKe na Obae nonyveHa ¢ MarHUTHO-PE30HaHCHa oOpa3Ha AHarHoctHka (JIMP) Ges
KOHTPACTHO YCHUJIBAHE.

4.2 Jlo3mpoBKAa H HAYHHA HA NPHI0KEHHE

I'apoBRCT TpROBA A2 Ce NPHAAra CAMO OT MEAHIHHACKH CIICUHAJTHACTH € ONAT B KJIHHHYHATA
npakTaka ¢ AMP.

HauuH Ha NpUnoKeHHe

To3u nekapcTBeH NPOAYKT € CaMO 33 HHTPABSHO3HO NPHIIOXKEHHE.

HeobxoauMara no3a ce npujiara HHTpaBeHO3HO Karo 0omycHa HHkekiuMA. KOHTpacTHO yCHNEHOTO
n3cneaBane ¢ SIMP Moxke aa 3anouyHe BeaHara cien ToBa (MaIKO cliei UHXKSKTHPAHETO B 3aBUCHMOCT
OT U3NOA3BAaHATa UMITYJICHA NOCIEAOBATEIHOCT M IPOTOKOA H3 U3CNIERBAHETO).

OntuManen xoHTpacT ce Habaioaasa 3a CE-MRA no speme Ha aprepnanxara ¢asa, a 3a [IHC - B
PaAMKHTE Ha OKOJNO 15 MMHYTH ciel MHXKEKTHpaHe Ha ['anosucT (BpeMETO 3aBHCH OT THIIA Ha

JNE3UATA/THLKAHTA).

CKEHHPHHBTU [MPpH HHTEH3HTCT HAa NMOJIETO T1 e ocobeHo noaxoasaio 3a KOHTpPaCcTHO YCHIIBAHC.

1o BBb3MOKHOCT BLTPECHAOBOTO NMPUIOKEHHE HA KOHTPACTHOTO BEWIECTBO TPAOBa Aa ce W3BBPILIBA B
NErHaNo TNONOoXKeHWe Ha nauyeHra. Cnea caMoTO NpWiaraHe nauMdeHrure TpabBa na Owbaar
Ha0/mo1aBaHy B NPOAB/DKECHUE HA MOHE MONOBUH 4ac, ThbHM KaTO ONMHTHT NOKa3Ba, Y€ MO-rojigMa 4acT
OT HEXENAHWTE PEaKLIMH CE MPOSBABAT B TO3H MHTEPBaN OT BpeMe (BK. Touka 4.4).

YkazaHusa 3a vi a:

OnakoBKHM caMoO 3a €AHOJ030BO NPHWIoKEHHE: pnakond oT 2 ml, 7,5 ml u 15 ml.

OnaxoBKH 3a €JHOAO30BO HJIH MYJITHIIAUMEHTHO npwiokeHKre: ¢aakonH oT 30 ml v 6yTunku ot
65 ml. [Ipu MynTunauseHTHO NpWIOkeHUe I'anoBHCT TpOBa Aa ce MpWiara ¢ NOMoLITa Ha
ABTOMAaTHYEH HHXKEKTOp, KOHTO € 0n00peH 3a MyJATHIIALIMEHTHO NMPUWIOKEHHE.

3a MHCTPYKLIHH OTHOCHO NMPUIOTBAHETO U NPWIOKEHUETO Ha NMPOAYKTa, BHXKTE TOUKa 0.0,

Jo3upoBKa

Tpabsa na ce W3non3Ba HaW-HHUCKATa A03a, KOATO OCHTYPABA AOCTATBYHO KOHTPACTHO YCHIBAHE 32
anarHocTuuHy uenun. Jlosara TpabBa na ce W3unciasBa Ha Ha3ara Ha TENECHOTO TErJ0 Ha NalfHeHTa M
He TpaAOBa Aa HaABULIABA NPENOPHYMTENHATA A03a Ha KWIOrpaM TenecHo TEerio, 3a KOATO HMa
noapobHa HHpOpMAaLUA B Ta3H TOUKA.




Bw3pacmnu

[[HC noka3aHus

[MpenopbuKMTenHaTa a03a 3a Bb3pacTHH € 0,1 mmol Ha kunorpam tenecHo terno (mmol/kg TenecHo
terno). Toea cworeeTcTBa Ha 0,1 ml/kg TenecHo terno or 1,0 M pasteop.

AKO BBNPEKH JHncaTa Ha scHa JIMP Haxoaka ocTaHe CEpHO3HO KIHHHYHO CBMHCHHE 33 HAIMYHUE HA
Ne3Us WIH B CllydadTe, KOraro no-npeirydsHa uWHdopMauus OM NOBNUANA BBPXY JICYCHHETO Ha
NalMeHTa, € BB3IMOKHO NONBIHHTENHO HHKeKTHUpaHe Ha MakcuMyMm 0,2 ml/kg tenecrHo Terno no
30 MUHYTH Clien ITbPBAaTa UHXKEKLIMUA.

Karo MuHmManHa no3a 3a uscneapaHe Ha LIHC, moxe na 6bae npunoxena aosza or 0,075 mmol
raao0yTpon Ha Kunorpam TejiecHo Terno (ekeuBaneHTHa Ha 0,075 ml ManoBucT Ha KMyIOrpam TenecHo
TEMO) {BHXTE TOUKA 5.1).

AMP Ha usanoro tano (¢ HakmoueHHe Ha MRA)

O6HkHOBeHO npunoxeruero Ha 0,1 ml IN'agosucT Ha kg TenecHO Terno € A0CTaTb4YHO 3a OTFOBOP Ha
KJIMHKWYHHMSA BLIPOC.

CE-MRA.:

3a 1 spurenno mone (3I1): 7,5 ml npu TenecHo ternio moa 75 kg; 10 ml npu tenecno terno 75 kg u
no-ronsamo (cvoreercria Ha 0,1-0,15 mmol/kg TenecHo Terno).

3a noseue ot 1 3purenno none (3I1): 15 ml npu TenecHo terno nog 75 kg; 20 ml npy TenecHo Terno
75 kg ¥ no-ronamo (cvoTBercTBa Ha (,2-0,3 mmol/kg TenecHo Terno).

Cneyuannu nonyarayuu

bnOpeano yepexaane

["apoBucT TpROGBa fa ce H3NON3BA NPH MaLHEHTH ¢ TEXKKO 6HLOpeuHo yBpexaane (rnoMepyiHa
¢urrpanmsa (GFR) < 30 ml/min/1,73 m?) ¥ np1 nauHeHTH B NIEPHONEPATHBHHUA NEPHO/ Ha
yepHOApoOHa TPaHCILUIAHTALMA Cliel BHUMATEHA MpeLieHKa Ha PUCKOBETE U NOA3UTE H aKo
OHArHOCTHYHAaTa HHPOPMALIMA € BaXKHA M He MOXKe J1a CE TMOIY4YH ¢ HEYCHIeH ¢ KoHTpact JAMP (Bx.
Touyka 4.4). Ako ce Hanara ['anosucT aa ObAae U3NOJ3BaH, A03aTa He TpAORA Oa HaJABHLIARA

0,1 mmol/kg Tenecno rerno. He Tpabea pa ce u3non3sa noseue oT €1Ha A03a NpH ckaHUupaHe. Ilopaau
nuncara Ha HHGOpMaLKA 3a MHOFOKPaTHO NPHIOXKEHHUE, I a10BUCT HHXKEKLIMOHEH pasTBOp He TpsadBa
Ja ce Mpwiara MHOrOKpaTHO, OCBEH aKO UHTEPBATHT MEXKAY HHXKEKUMHTE € He NMOo-MaNKo OT 7 JAHM.

IleanaTpAvaHa nony anHg

3a aeula OT BCHYKH BB3PacTU (BKMOYHTEIHO AOHOCEHHW HOBOPOJEHH) MPENOpBLUHTENHATA [03a €
0,1 mmol ranobyrpon Ha kg TenecHo Terno (exBupaieHTHo Ha 0,1 ml 'apoBucTt Ha kg TenecHo Terno)
33 BCHYKH NMoKa3aHus (Bxk. Touka 4.1).

HoBopoaenn 10 4 ceAMHYHA BL3PACT H Aena A0 1 rolHmIHA BL3pacT

Ilopanu HepaspuTara 66peuHa QyHKUHUA NpH HOBOPOAEHH OO0 4 ceAMHUYHA BB3PACT H A€La 0

| roguiuHa Be3pact, ['agosucT TpadBa Aa ce U3non3Ba Npy TE3H NALMEHTH CaMO clie] BHUMAaTe/IHa
NnpeueHKa Jo3a Ja He HaaBuiuaea (0,1 mmol/’kg renecHo Terno. He Tpabea aa ce n3non3pa nopeye ot
eAHa A03a o speMe Ha ckaHupaHeTo. [lopanu nuncara Ha UHPOpMALMA 3a MHOTOKPATHO
npunoxkeHue, I aJOBUCT HHXXEKLMH He TpAOBa Ja ce NOBTAPAT, OCBEH AKO HHTEPBANTET MEXAY
HHXEKLMHWTE € Hafi-MaJIKo 7 AHAM.

Crapuecka Bb3pacT (65 ronnnn H noBete)
He ce Hanara kopexius Ha ao3ata. Heobxoaumo e noBuilleHO BHHMAaHHE MPH
BBL3pacT (BxK. Touka 4.4).



4.3 IIpoTHBOMOKA3ZHHA

CBpBbXUYYBCTBHTETHOCT KbM aKTHBHOTO BEILLECTBO HIIH KbM HAKOE OT NOMOLLHHTE BELLECTRA,
13bpoeHH B Touka 6.1.

4.4 ChnennajHu npeaynpexieHHs H NpeANaA3HH MEPKH OPH ynoTpeba

["anobyTpon He TpabBa Aa ce npwiara HHTPaTeKHO. IIpH HHTpaTEKaNHO NPHJIOKEHHE HMa
CHLOOLIIEHHR 32 CEPHO3HH, KUBOTO3aCTPALIABAIIH H NETANIHH CIIYYaH, [JIABHO CBBP3aHH €
HEBPOJIOrHYHH peakiuH (Hamp. KoMa, eHuedanonarus, rbpuose).

HPH HHXXCKTHPAHC Ha ['agoBHCT BBB BEHHM C TeCeH JIYMCH HMa BCPOATHOCT OT IOjABAa Ha HCXKCJ1aHH
pEaKLMH KaTo 3a4CpBaABale H OTOK.

CTaHAapTHHUTE H3HCKBaHHA 38 6€30MacHOCT MpH H3CIEABAHE C MAarHHUTEH PE30HAHC H OCODEHO OHElH,
3a U3KIIOUBaHe Ha (epOMArHUTHU MATEPUAIH, BAXKAT M KOraTo C€ H3NoJ3Ba [ af0BHCT.

Peaklii Ha CBpBXYYBCTBHTENHOCT MM APYTH HIHOCHHKPA3HH DEAKIIHH

Kakro apyr¥re MHTpaBeHO3HH KOHTPACTHH CpEICTBa, MpWioxeHHero Ha [apoBucT Moxe aa Obae
CBBP3aHO ¢ aHaDUNAKTOMAHH peakuMW/ peakliii Ha CBPBXYYBCTBHTEIHOCT HIH APYrH HAHOCHHKPAa3HH
peakLMH (Hanp. ocmuvp pechupamopen oucmpec cundpom / berodpoben omok coc u b6e3 Konmexcma
Ha peaxkyuu Ha CEPbXYySCMBUMENROCM), XapaKTepH3HPALLH C€ ChC ChbPACYHO-ChAOBH, PECTHPATOPHH
WIH KOXHH TIPOSBH, W Bapupallid 10 Te)KKH peakuHH, BTIOYMTENHO oK. [lo npuHumn, nauneHrure
CbC CBhPAEUHO-CHAOBM 3a0ONSBaHMA ca  NO-YyBCTBHTEJIHHM KbM TEXKKH DEakKUWH Ha
CBPBXUYYBCTBHTEJIHOCT ChC CEPHO3EH WIH J0pH (paTasieH U3XO[.

PHCKBT OT peaxiidi Ha CBPbXYYBCTBUTENHOCT MOXKe Ja Ob1€ NO-BHCOK B Cliydait Ha:
- NpeaUIIHA PEaKLMA KbM KOHTPACTHH CpeAcCTBa

- aHaMHe3a 3a OpoHxHaHa acTMa

- aHaMHe3a 33 anepriyHyU HapyICHHS

[py NaLHEHTH € aIEpruuHa NPeaUCNo3HLIMS PEIICHHETO 3a NpHiIokeHHe Ha 'anosucT Tpadra na
ce B3eMe cneq oco0eHO BHUMATENHA NPELICHKA Ha ChOTHOLIEHHETO PHCK-TI0134.

[ToBeueTo OT Te3H peakLMH Bb3HWKBAT 10 NOJIOBUH Yac OT npuiokeHueto. Ilopanu Tosa ce
npenopbuBa HaOIIOACHHE HA TALHEHTA cllell Mpoleaypara.

HeobxonuMo € HanMuMe Ha JICKAPpCTBEHH IMPOAYKTH 3a JICYEHHWE Ha PEaklMH Ha
CBPBXUYYBCTBUTEJHOCT MU Opyeu HOUOCUHKDA3HU PEAKLIHK, KAKTO H FOTOBHOCT 3a NMpeANpHEMAaHe

Ha CMeilHH MepKH (BxK. Touka 4.2).
Panxo ca HabmoaaBaHu 3a0aBeHM peaKlUH (CJie YacoBe A0 HAKOJIKO AHU) (BxK. TOuKa 4.8).

YBpeaeHa 6p0peuHaTa dyHKUMA
IIpenopbuBa ce¢ NpeaH NPHACKEHHETO HA ['AKOBHCT BCHYKH NARHEHTH Aa 0BLAAT CKPHHHPAHH

32 0bOpeuna AucPyHKHHE nocpeacTBOM JabopaTOpHH TeCTOBE,

Cnobuasa ce 3a cnyyaH Ha HedporeHHa cucremHa ¢ubposza (HCD), cepp3aHa ¢ H3INON3BaHETO Ha
HAKOM KOHTPACTHH MAaTE€PHH, CLALPKALH rafOJHHHH, MPH NALMEHTH ¢ OCTPO HIH XPOHHYHO TEXKO
616peuso yepexnaane (GFR <30 ml/min/1,73 m?). TMaumeHTHTE, NOWLIOXKEHU Ha uepHOApoOHa




JHArHOCTHYHATA MH(pOpMallUd € BaXXHA U He MOXKE Ja €€ TMOMYYH € HEYCHIEH ¢ KOHTpacT
AApEeHO-MariuTeH pe3oHanc (AMP).

[TopnaraHeTo Ha XeMOJHANM3a CKOpO cied NMpwiokeHue Ha ['afoBHCT MOXke na Obae NonesHo 3a
eIMMyuHHpaHeTo Ha [agoBMcT oT Tswnoro. HaMa naHHHM, KOHTO Ja MOAKPENAT 3alo4YBAHETO Ha
XeMOAHaIM3a KaTO HA4YMH 3a npeanaspaHe or pasputue Ha HCO wnu nedeHue Ha HCO mpu
MAaLMEeHTH, KOUTO He ¢a OWIH NOAJI0KEeHH Bede Ha XeMOIHAJIU3a.

HoeopoaeHH 4 KbpMaueTa

[Topaau Hepa3suTata ObOpeyHa (QYHKUMA TIpH HOBOPOACHHM A0 4 ceIMHYHA BBL3pacT H AeLa A0
1 ropymHa BB3pact, I'agorHCT TpaOGBa Ja ce W3MOA3Ba MPH TE3W MALMEHTH CaMO Cjel BHUMATeJIHa
NpelLeHKa.

Crapyecka Bb3pacT

Toit kKaTo OBOpEUHHAT KIHMPBHC Ha rago0yTpol MOXe Aa ObAe yBpeAeH NPH NALMEHTH B CTapyecKa
BB3PacT, OT 0c00EHO Ba)KHO 3HAYCHHE € MALMEHTHUTE Ha BB3pacT 65 roAvHM M noseue Aa Opaar
CKpPHHMpPaHH 33 0b0peuHa JuchyHKUMS.

IlosiBa Ha r'LPYOBE
Heobxonnmo e ocobeHO BHUMAHKE MPH MALMEHTH ¢ HACBHK Mpar Ha IosBa Ha repuoBe, NOAOOHO Ha
BCHYKH APYTd KOHTPACTHH BEUICCTBA, ChABPKALIX raJOTHHHA.

I1oMOLIIHY BEeLLIECTRA
To3u nekapcTeeH NMPOOYKT ChAbpPXKAa Mo-Mainko oT 1 mmol Hatpuit (23 mg) Ha ao3a (B3 OCHOBA Ha

CPEAHOTO KOMMYECTRO, MpWiaraHo Ha 70-KWiorpaMoB 4OBEK), T.€. IO CBIIECTBO TOH “HE CHABPXKA
HATPUN .

4.5 BaaumogeiicTBHE ¢ JPYIH JIeKAPCTBEHH NPOAYKTH U ApYrH GopME HAa B3AHMoOAeHCcTBAE
He ca npoBexknaHH MpOYYBaHHUA 332 B3aUMOJACHCTBUATA.

4.6 DepTHIMTET, OPEMEHHOCT H KbpMEHe

bpeMeHHOCT
Hauaure 3a ynorpebara Ha KOHTPAacTHM BellecTBa Ha 0asara HA ragoiMHHH BKJIKYHTEIIHO

rano0yrpon npu OpeMEHHH KECHHU ca OrpaHHYEHH. ] aJONMHUHE MOXKE J1a IPEMHMHE Npes3 IUIalieHTaTa.
He e u3BecTHO Jaiud €KCNO3HUMATA HAa raJo/IMHUNA e cBbp3aHa ¢ HExeNaHH e€dekTH BLpXY ¢ertyca.
H3anurBaHuATAa NMPH )KUBOTHH TOKA3BaT PENIPOAYKTHBHA TOKCHYHOCT Clie]l MHOTOKPATHO MPUIOKEHHE
Ha BUCOKH J03H (B)X. TOUKA J.3).

["anoBHCT He TpstOBA A4 C€ HU3MOJ3BA MO BpeME HAa DPEMEHHOCT, OCBEH KOraTo KJIMHHYHOTO ChCTOAHHE
Ha J)KCHaTa He Hajlara u3noA3BaHeTO Ha raaodyTpod.

KnpMmeHe
KoHTpacTHHTE MaTEPHH, CHABPXKALLM raJOTHHAN, C€ EKCKPETHPAT B KbPMATa B MHOTO MAJIKH
KOJIM4YECTBA {BK. TO4Ka 5.3). B KIMHHYHM A03H HE C€ OUAKBAT €(PEeKTH BBPXY ACTETO MOPAIH MAJIKOTO
KOJIMUECTBO, KOCTO € EKCKpPETHpa B KbpMaTa M chabara abcopOums ot uepsara. Jlekapdr u
KbpMelllaTa Malika TpadBa Ja B3eMaT PELICHUE JaJIH KbPMEHETO A NPOSBLIDKH UM Aa Opae CHPHHD 3a
nepHoA OT 24 yaca Crien NPWIOKEHHUETO HAa ['anoOBHCT,

DepTUIUTET
H3cneaBanusTa npu »KMBOTHH He MOKA3BaT YBpexaaHe Ha PpepTHIHTeTA.




4.7 E¢pexkTh BLpXY cnocofHOCTTA 32 MopHpaHe B padoTa ¢ MAILIHHM

Henpunoxumo.
4.8 Hexenann neKapCTBeHR PeaKUHH

O6wmaT npogun Ha 6e3onacHOCT Ha ['aA0BHCT ce OCHOBaBa Ha AaHHHWTE OT noBeue oT 6300 nauneHTH
B KJIAHHYHHUTE H3MHTBAHUA H OT NOCTMAPKETHHIOBOTO HabmoneHue.

Hajt-yecto HaOmonapaHUTE HeXeNaHM NeKapcTBeHH peakuvu (> 0,5%) npu nauueHTH, HA KOUTO €
npwioxkeH ['anoBuCT, ca rnasobonye, raacHe H 3aMaiBaHe.

Hafi-cepro3HuTe HekeNaHH peaklUMH NPH Nau{eHTH, Ha KOMTO € npwioxkeH ['aZoBHCT, ca chpaedeH
apecT, OCTBP PEeCNHpPATOPEH AHCTpeC CHHApOM / OenoapoOeH OTOK M TeXkH aHapHUNAKTOMAHH
peakLMH (BKIIIOUHTENHO PECIMPATOPEH apecT U aHaQUNAKTHUEH LIOK).

3abaBeHH aHaQWIAKTOHIAHH PEaKUMH MIH JPYrd WAIMOCHHKpAa3HH peakLuu (Cnea yacose A0 AHM) ca
HaOnoaaBaHu paaKo (BX. Touka 4.4).

[ToBeyeTO OT HEXEAHUTE PeaKLIMM Ca ¢ JIeK A0 YMEPEH HHTEH3HTET.

HabntlopaBanuTe HexenaHH peakuvH ¢ [‘agoBHCT ca npeacrapeHU B Tabnuuara no-gony. Te ca
KnacHpuUHpaHd no cucTeMo-opranHM KinacoBe {(MedDRA). Hznonszean e HaA-nOAXOAAILMAT
MedDRA TepMHH 3a ONMCAaHHE Ha OMNpEIAE/icHa peakuds H HEHHHWTE CHMIITOMH W CBBbP3aHH
CBCTOSHHA.

He>xenaHuTe JieKapcTBEHW PEaKUMH OT KIHHWYHUTE H3MHTBAHUS Ca KI1acCHPHUMPaHH CMIOpEA TAXHATa
yecToTa. ['pynuTe Nno 4ecrota ca ONpeAesiCeHH CHIVIACHO ClieAHAaTa KOHBeHUMA: 4decTH: 21/100 no
<1/10; ueyecrn: 21/1000 no <1/100; peaxm: =1/10000 pno <1/1000. HexenaHuTe NeKapcTBEHM
pPE€aKUMH, HACHTHOHLMPAHH EAHHCTBEHO NPH MOCTMAPKETHHIOBOTO HAOMIOACHHUE U 33 KOMTO HE MOXKE
J1a c€ OTpeIesIH YeCTOTa, Ca MOMECTEHH B ,,C HEM3BECTHA YecToTa’ .

[Ipn BCAKO rpynupase B 3aBUCHMOCT OT YECTOTATA, HE)KETAHUTE JICKAPCTBEHH PEAKLKH ¢¢ H30posdBar
B HU3XO/ALI pell N0 OTHOLLEHHWE Ha TAXHATA CEPHO3HOCT.

Tabanua 1: Hexxennann fexapeTBeHH peaKNHH, ChOGINABAHH B KIHHHYHHTE H3NHTBAHHA HAW
IO BpeMe HA NOCTMAPKETHHIoBoTO HAlMoAeHHEe PR NAIHENTH, AexyBann ¢ Fagosncr

Cucremo-oprane YecTn HeuecTH Peaxn C HeH3BeCTHA
KJ1acC 4eCcTOTA

Hapymenus Ha CBpBXUYYBCTBHUTENIHOCT/
HMYHHATA aHa(UIAKTOHAHA
CHCTEMA peakums " (Hamp.
aHa(WIAKTOHAEH
HOK®*, IMPKY/IATOpPEH
xonanc®*,
pecrnupaTopeH apecti™,
6ponxocnasbpm?,
nMaHo3a’,
opodapuHreaneH
OTOK'*, napHHreaieH




OTOK®, XMNOTOHHSA™,
NOBHILIEHO KPBHBHO
Hansrane®, 6onka B
rbpaUTe’, ypTHKapHA,
OTOK Ha JIMLIETO,
aHrmoeaem?®,
KOHIOHKTHBUT?, OTOK Ha
KJIETIauMnTe,
3a4EPBIBAHE HA
JIMLIETO,
XHnepxuaposa’,
kanuidua, kuxane®,
yCelllaHe 3a napeHe®,

MHCTOTO HA
NPHRJIGKECHHE

YcelaHe 3a TOILUIHHA

6aeaxocTt?)
Hapymenuns na I'maBobonne | 3amaiirane, 3aryba Ha cb3HaHHE™,
HEPBHATA CHCTEMA Hucreyaus, Ilapecresns | Konsyncus,

[lapocMus
Copaeunn Taxuxapamus, CoepaeueH
HAPYIDECHAS [lannurauuH apecr*
PecnapaTtopun, HucnHes™* Octop
rpbhAHHE H peCHPaTOpeEH
MeIHACTHHAJIHH AHUCTpeEC
HAPYIICHHS CHHOpOM
(OPIC)*!
benoapoben
oTok*!

Cromammno- ["apene [loBpbinane CyxoTa B ycTaTa
YpeBHH
HapYIICHHAS
Hapymenus Ha Epurem, Hedporenna
KOXKATA H Cupbex (k. CHCTEMHA
HOAKOMHATA reHepaiH3upaH ¢ubposa
ThKaH cupbex), (HCD)

O6pus (Bx1.

reHEpau3upaH,

MaKyJapeH, namnynapen,

chpbsL 0OpuB)
O6mu HapymeHus Peaxuus Ha mactoro Ha | IIpu3nasane,
H eeKTH HA MIDKEKTHpaHe’, Ycewane 3a cTya

" Teau HJIP ca doxnadsanu cove u 623 KOHMeKCMa Ha peaxyuu Ha CPbXYYECIMEUmenHocm.

*  ¢poOlaBaHH ca KMBOTO3ACTpallaBallld Cay4ad /WK cydan ¢ daTtaneH waxoa npu tazu HJIP

# Hukoi#i ot oraennure cumnroMu Ha HJIP, n36poenH kaTo ¢BpBXYYBCTBHTEAHOCT/aHadbHnakTONAHA
peakLMg, YCTAHOBEHH IO BPEME HA KJIHHMUYHHUTE H3MHTBAHHUS HE € JIOCTHIHAJIA MO-rO/ISMAa YECTOTA
OT ,,peaKH”’ (C MIKMIOUCHHE HA YPTHKADHUS)

5 CBpbXUYBCTBUTENHOCT/ aHadbHUNAKTOHMIHM PeaKLMH, HACHTHOHLKPAHH CAMO

MapKETHHIOBOTO HabMmoAeHHe (¢ HEH3BECTHA HECTOTA)




PeakumuTe Ha MACTOTO HA HMHKEKTHPAHE (PAIMYHUA BUAOBE) BKJIIOUBAT CNEHHATE TEPMHHH:
eKCTpaBa3aLMs Ha MACTOTO Ha HH)KEKTHPaHe, MapeHe Ha MACTOTO HA HIDKEKTHpaHe, ycellaHe 3a
CTYJl Ha MACTOTO Ha HIDKEKTHPAaHE, 3aTOIUIAHE Ha MACTOTO Ha HHXXEKTHPaHe, EPUTEM WM 0OpHB Ha
MACTOTO Ha MIDKEKTHpaHe, 60Jika Ha MACTOTO Ha HHXKEKTHPAHE, XeMaTOM Ha MSCTOTO Ha
HIDKEKTHpaHE.

[lauueHTH ¢ aJICpruiHa Mnpeaucno3nui CTpanar rno-4€CTo Ot OCTaHAJIHTC OT p€akKlIHH Ha
CBPBXYYBCTBHTCIIHOCT,

Crob1aBaHi ca W30aHpaHu cnyyau Ha HeporeHHa cucteMHa pubpoza (HCD) c 'anoBucT (B,
TouKa 4.4).

Cnen npunaraHe Ha I'apouct ca HabniogaBaHM konebanuda BbB (QyHKUHOHATHMTE OBOpeuYHHTE
napamMeTpH, BKIIOYBAIIY NMOBHILABAHE HA CEPYMHMS KpeaTUHHH.

[leamaTpyuHa nonyaaing
B13 0CHOBa Ha ABe KIMHUYHH H3anurBaHua ¢asza I/IIl ¢ enHokpaTHa no3a npyu 138 nanMeHTH Ha

BB3pacT MexKIy 2 ¥ 17 roauHy U 44 nalMeHTH Ha BB3pacT ot 0 A0 nof 2 roaMHH (BxK. ToYka 5.1)
4YEeCTOTATa, BUIBT H TEKECTTA Ha HEXKelTaHHUTE PEaKkLMM MPH AcLA OT BCHYKH Bb3pacTH ( BKIIIOUYHTENTHO
JOHOCEHH HOBOPOJIEHH) ¢a B CHOTBETCTBHE ¢ NMpodiia Ha HexeNaHHTe CLOMTHA, H3BECTHH AIpH
BB3pacTHHTE. ToRa ¢ moTebpAeHO BB (a3a IV npoyusaHe, Bmoupalio rnoeeve ot 1100 aeua u
MOCTMAPKETHHroBo HabmoaeHue.

CoobliiaBaHe Ha NOAO3NPAHW HEXKENAHU peaKLIH
CrpoflIaBaHeTo Ha NOAO3UPAHHN HEXKEJIAHHW PEAKLMU Clie] paspellaBaHe 3a ynorpeba Ha NeKapCTBCHHUA

NPOAYKT € BaKHO. TOBa NO3BONABA 1a NPOABIKH HAbIIOAEHHETO Ha CHOTHOUICHHUETO NON3a/PHCK 3a
nekapcTBeHHsa NpoayKT. OT MEAHLUMHCKUTE CIICLIHATMCTH C€ K3UCKBA Na ChOoOLIaBaT BCAKa
MOAO3HpaHa HeXKEJTaHa PEaKLMA Yype3

HM3nbaHWTENHA areHUUs 110 JIEKapCTBATA

ya. ,,JlamaH ['pyep” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitT: www.bda.bg

4.9 Ilpepoznpane

MakcumanHaTa eqHOKpATHA AHEBHA A03a, TECTRAHA MpH Xopa, € 1,5 mmol raaobyrpon/kg tenecHo
TEerno.

Ho MomeHTa He ca HaOmojaBaHd MpU3HAaUM HA HMHTOKCHKALIMA OT TMPEAO3HpAHE B pPAMKUTE Ha
KITHHHYHO MPHAOXKEHHE,

B ciayuaii Ha npeao3upaHe Mo HEBHUMaHKe, KATO NMPEeANna3sHH MEPKH CE NMpenopbyuBaT MOHUTOPHpaHE
Ha cepaeuHaTa pyHkuua (Bki. EKI') u xonTpon Ha 6p0peunara pyHkums.

B cayuait Ha npeao3dpaHe NpU nauueHTH ¢ ObLOpeuHa HeaocTaTBUHOCT [ANOBHCT MOXe na ce
€NUMHHHPA OT OpraHUu3Ma upe3 xemoaunanusa. Cnea 3 XxeMOAHaNKW3HH UHKBIA NpUOaH3HTENnHO 98% OT
BELUECTBOTO ¢4 €NMMMHHMpPAHH OT opraHv3Ma. Hama obauve aaHHW 3a ToBa, He XeMOAHANU3aTa €
MOAXOAALIA 3a Mpeana3BaHe OT HedporeHHa cucTeMHa ¢pubposa (HCD).




5. GAPMAKOJIOr'MYHM CBONCTBA

5.1 dapmaxkoAHHAMHAYHHA CBOHCTRA

dapkaMoTepaneBTH4YHA rpyna: [lapamarHuTHH KOHTpacTHH cpeactea, ATC xon: VO8BC AQ9

MexaHH3bM Ha AEHCTBHE
3acHNBaLIMAT KOHTpacTa edeKT ce Ab/DKH Ha ragoldyTpon — HeioHeH KoMmneke oT ranonHHHi(IIl) n

MAKPOLIMKIIHYHHUA JIMraHad JHXHAPOKCH-XHIAPOKCHMETWIIPONWI-TETPaa3alliKI0R0AeKaH-TPHOLIETHA
KHcenuna (6yrpon).

QapMakoAHHAMUYHH edeKTH

CreneHTa Ha penakcauus Ha ragodyTpon, H3MepeHa in Vvilro B YOBellKa KpbB/IUla3Ma [pH
(H3KONOTHYHH YCIOBHA U NMPH KIMHHYHO 3Ha4YMMa cuina Ha nonero (1,5 v 3,0 T), € B rpaHULIUTE OT

3,47 — 4,97 I/mmol/sec.
B xiMHHYHH 0034 M3pa3eHaTa CTeNeH Ha peakcalusa Ha ragodyTpon BOAM A0 CKbCABAHE Ha
peNaKCalMOHHOTO BPEME Ha NPOTOHHTE Ha BOJIAaTa B ThKAHMTE.

CrabuiHOoCcTTa Ha raaodyTponHHA KOMIUIEKC € W3y4yaBaHa in vitro npH (pU3HOJOTHYHH YCJIOBHA (B
€CTeCTBEH 4oBelKH cepyM npu pH 7.4 u 37 C) 3a nepuon ot 15 auu. KonuuectBoTo ocBoboaeHH
HOHH rajonuHuii ot razobyrpon € 6ua0 noa rpaHMLaTa Ha KOJMUYeCTBeHO onpeaensHe ot (0,1 mol%
OT LA TrajonHHHA, MOKa3BalKH BHMCOKATA KOMIUIEKCHA CTabWiIHOCT Ha raaobyrpon npH
H3MHTBAHHUTE YCJIOBUAL.

KiannuuyHa epUKacHOCT

[Ipu enHo ocHOBHO npoy4saHe ot ¢a3a IIl npu uepHoapoOHa NaTonorus cpeaHara YyBCTBHTEIHOCT
npd KomMOuHHpaH AMP npenu v cnen npwiokeHHe Ha KOHTPAcT MPH MNALMEHTH, HA KOHTO €
npunoxeH [agoBuct, ¢ 6una 79%, a cneuuduuHoctra — 81% 3a OTKpHBAHE Ha JIE3HH M
audepeHMpaHe HA eBEHTYAIHH MaITMIHEHH YepHOAPOOHH Ne3u (aHAIH3 NO NAaLMEHTH).

[Ipy enHo ocHOBHO npoyuBaHe oT ¢a3za [II npu 6ubpeuHa naronorus cpeaHaTa YYBCTBHTENHOCT €
ouna 91% (ananu3 no naumeHTH) K 85% (aHanu3 no ne3uu) Np OTAMGEPEHUBPAHETO HA MANUTHEHH
1 OeHHrnenn 6u6peynn ne3n. CpeaHara cnelMPpUYHOCT MPH aHAJIK3a 10 NauMeHTH € 6una 52%, a npu
aHaun3a no Je3uu — 82%.

YBennueHHeTo Ha YyBCTBUTENIHOCTTa NpH koMOMHUpaH AMP npeau v cnea npunoxeHue Ha KOHTpacT
B cpaBHeHHe ¢ AMP npean KOHTpacT Mpy NAlLMEHTH, HA KOMUTO € npuiaoxkeH ["agoBuct, ¢ 6uno 33%
npy 4yepHoapobHa naronorus (aHanus no nauveHTH) H 18% npu 6BOpeuna naronorus (aHanuz no
NalMEHTH H aHAJIU3 MO JIC3HH). Y BEIHYCHHCTO HA CHCUUPUUHOCTTA NpH komOuHupaH AMP npeau u
cien nNpunokeHue Ha KOHTpacT B cpaBHeHMe ¢ AMP npeau koHtpact ¢ 6uno 9% npu uepHoapoOHa
naToyiorus (aHaJIM3 No MauUeHTH), ZOKAaTO nNpH OBOpeyHaTa NaTonorus HE € yCTaHOBEHO YBETHYEHUE
Ha crnelrUYHOCTTA (aHANHM3 NO NALMECHTHA H aHATH3 10 JIE3HH).

BcHuky pesyaTratM ca CpedHH CTOMHOCTH TMpH MPOY4YBaHHUA, 3acleNeHd 3a pasuHuTallMTe
H3obpaxkeHUATA.

B KIHHWYHO W3NHUTBAHE, ILTAHHPAHO KaTO HHTPAUHIAUBHIYAHO, KPBbCTOCAHO CpaBHEHHE, [ afoOBHCT €
CpaBHABaH ¢ MEMTYMHHOB rafaotepar (4 aBara B n103a or 0,1 mmol/kg) 3a Bu3yanusupaHe Ha YCWIEHH
MO3BbYHH HEOIUIACTHYHHM Ne3HU Npu 132 naumMedTH.

[InpauyHaTa KpaitHa TO4KA 38 epUKacHOCT ["'afOBHCT WK METVTYMHHOB ragorepar € ob1oto
npeaAnovYHTaHHe Ha MeAWaHHKA 3acneneH derell. flo-n106para epukacHocT Ha ['anoBHCRE KRS
cbe cToiHOCT Ha p ot 0,0004. IIpeanounraHue KbM FafOBHCT € AaaeHO npu 42 nauy '
CPaBHECHHE ¢ 00WIOTO NPEANOYHTAHHE KbM raJloTepaTeMENTYMHH TpH 16 naiue @
74 nauueHTH (56 %) HE € AaneHO NpeaANnOYHTAHHE KbM €JTHOTO WIH JPYTrOTO KOHT[
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3a BTOpHYHHTE NPOMEHJIMBH € YCTAHOBEHO, Y€ CHbOTHOLUICHHETO ,,71€3HA KbM MO3BK™ € CTaTHCTHUECKH
no-sucoko 3a 'aposuct (p < 0,0003). IIpoLieHTHLT Ha YCWIBAHE € MO-BUCOK NMPH [aZI0BUCT B
CpaBHEHHE ¢ MErTYMHHOB rajioTepaT ChC CTATUCTHYECKH 3HAYNMA PaIHKA 33 3aCACTICHHS pa3yMTaLl
u3obpaxeHunata (p < 0,0003).

CBbOTHOWIEHHETO ,,KOHTPACT KbM LIYM™ NOKa3Ba N0-BHCOKA CpeliHa CTOMHOCT Cle NMPUIOKEHHE Ha
Maposuct (129) B cpaBHEHHE ¢ MErTYMHHOB rajgorepar (98). Paznukara He € CTATHCTHYECKH 3HAYHMA.

B npoyuBaHe riaHUpaHo KaTO WHTPaHUHAWBHIYAIHO, KPBCTOCAHO CpaBHEHHE, rafoOyTpos B HaMalleHa
apo3a ot 0,075 mmol/kg e cpaBHeH ¢ MErTyMHHOB raioTepaT 8 Herorarta crangaptHa no3a ot 0,1
mmol/kg 3a xouTpacTHO ycunBare ¢ IMP na LTHC npn 141 nauunenn c ycunsade Ha nesud B L{THC
BbpXy AMP ycuneH ¢ MermymMuHos ragorepar. [IbpBUYHHTE MTPOMEHITHBH BKIIKOUBAT KOHTPACTHO
yCWIEHa Nle3Hd, MOpdONOrHa Ha ne3usarta U ouepraBaHe rpaHHLATA Ha ne3udara. CHHMKHTE Ca
AHANTM3UPAHH OT TPHMA He3aBHCUMH 3aciieneHy pasudraiiy. He no-manka eQekTvBHOCT CpsMo
METJTYMHHOB rafioTepar 3a CTeneHTa Ha nonodpeHue Ha HeycuiieH IMP e neMoHCTpHpaHa 3a BCHUKH
TpH MLPBHUHM npoMmeHuBH (noHe 80% ot edexra e 3ana3zen), HasKpaHO Ha OCPEAHEHH JaHHH.
Cpeanunar Gpoii ne3uit orkpurty ¢ ranobyrpon (2,14) u ragorepar (2,06) e cxoaeH.

[leanaTpyuyHa nomyJianus

[IposeneHy ca ABe MpOy4YBaHHA ¢ eAHOKpaTHa jA03a BbB (a3za I/IIl npu 138 neanarpuunn naumenTy,
nmnanupany 3a CE-AMP Ha I1HC, ugepen apo6 w Oubpeun win CE-MRA, ¥ npr 44 naumeHTH Ha
Bb3pacT ot 10 noA 2 roauHu (BKIIOYUTENHO JOHOCCHH HOBOPOREHH), MU1IAaHHPAHH 3a MPOBeXKAaHe Ha
pytueHO CE-AMP Ha Bcaka obmact ot Tanoro. JlokazaHH ca AWArHOCTHYHA €(QHKACHOCT H
YBE/IHMEHHE Ha [WArHOCTHYHATA CTeneH Ha CHIYPHOCT 3a BCHYKH MapaMeTpPH, OLIEHABAHH B
Npoy4YBaHUATa, 6€3 pa3iuKa MexX1y NneJuaTpUHHHTE I'PYINH B CPaBHEHHE ¢ Bb3pacTHUTE. ["anoBucT ce
noHaca no0pe BLB BBIPOCHHTE MpPOY4BaHHA CbC CbllUf Npo¢un Ha GesonacHOCT Ha raaobyTpon,
KaKTO NPH BH3PAcTHH NALMEHTH.

KnuHuvHa 6e30nacHocT

THMBT M YecroTara HAa HEXENaHUTE pPeaKLMM clel NPWIOKEHHE Ha [agoBHCT nNpH pasNH4YHH
NoKa3saHHA Ca OLIEHEHH B TOJIAMO MEXAYHapOAHO NPOCIEKTHBHO HEMHTEPBEHLIHOHAIHO NPOYYBaHE
(GARDIAN). Ilonynauuara 3a ©OeszonacHocT BKMoYBa 23 708 mauMeHTH OT BCHYKH BB3PACTOBH
rpynH, BKmounTenHo geua (n = 1 142; 4,8 %) n Bu3pactu (n =4 330; 18,3 % Ha BB3pacT Mexny
65 u < 80 roaunun U n = 526; 2,2 % ua Bb3pacT > 80 roauun). CpeaHara Bb3pacT € 51,9 roaguxy.
JsecTa U ABama nauyeHTH (0,9 %) crobuiasar 3a 06mo 251 Hexenanu cuvburna (HC), a 170 (0,7 %)
cboOLiaBaT 215 cuOuTHA, KaTeropusdpaHH KaTo HexxeslaHH JiekapcTBeHH peakumd (HJIP), noseuero
(97,7 %) OT KOWTO ¢a JIEKH 10 YMEPEHO TEKKH MO HHTCH3HBHOCT.

Haii-uecto noxymentupanure HJIP ca raagene (0,3 %), noepritane (0,1 %) v 3amasHoct (0,1 %).
Crenenta Ha HJIP e 0,9 % npu xxenun un 0,6 % npu Muxe. Hama pasznuka B crenerdra Ha HJIP cnpsamo
no3ara ranobyrpon. Yerupu or 170 naunertu ¢ HJIP (0,02 %) ca u3nuranu cepuo3HH HexelaHH
cbOHTHA, ¢ eHO ChOHTHE (aHADMIIAKTHYEH 1IOK), AOBEJIO A0 (aTalieH H3XO.

B neauarprunara nomygauus HC ca crobmenu npu 8 or 1 142 (0,7 %) neua. Ilpn wect aeua te3x
HC ca knacudpuumupann kato HJIP (0,5 %).

brbpeuHo yBpexxaaHe
B npocnekruBHO (apmakoenuaemuonoruyHo npoyusade (GRIP) 3a oueHka crenedra Ha
NMOTEHHHANHHA pHCK 3a pa3suTHe Ha NSF npu naupentH ¢ 61u6peuno yepexaane 908 nauueHTH C©
pa3jii4yHa cTeneH Ha O0LOpe4HO yBpexkaaHe ca nogy4daBand ['afOBHCT B cTaHaapTHaTa 0400peHa no3a
3a CE-SIMP.
Bcyuky nauueHTH, BKIIOUMHTENHO 234 ¢ Texko OnLOpeuHo yBpexnane (¢GFR <30
KOMTO He ¢a MOJy4aBalu APYrd KOHTPACTHHTE MAaTEePUH, ChAbPKAIUIW IrafoJUHUM, ©
NpOAbJDKEHHE HA JBE TOAUHU 3a npusHauy ¥ cuMntoMn Ha HC®. Huro enann na
npoy4BaHeTo He € pazsun HCO.
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5.2 PDapMAKOKHHETHIHH CBOHCTBA

Pasznpenencuue
Cnen WHTpaBEeHO3HO IpWIOXKeHHe, raaobyTpon ce pasmpenens ObLP3C B EKCTPaLETYNapHOTO

npocTpaHcTBO. (CBBP3BaHETO C IUIa3MeHWTE TNpoTeHHW € npeHebpexumo Hucko. Ilpn xopa
¢apMakokuHeTMkaTa Ha rago0yTpon € nponopuMoHanHa Ha ao3ara. B gosw po 0,4 mmol
ranodyTpon/kg TenecHo Terno Ia3sMeHOTO HHBO cnajga AsygazHo. Ilpn posa 0,1 mmol
ragobyTpo/kg TenecHo Ternio 2 MMHYTH Cli€l HHXXCKTHPAaHETO B IUIa3MaTa ce HU3MEpBa CpeaHo
0,59 mmol rapo6ytpos/l, a 60 MuHyTH cnen nrxexkTupaneto - 0,3 mmol ranodyrpos/l.

buotpaHcopManus
He ce otkpuBaT MeTabONMTH B rU1a3MaTa Wi ypHUHaTa.

EnuMuHHUpane
B pamxure Ha nBa uaca Hag 50 % or npunoxkeHara A03a Ce €IMMUHMpa C ypUHaTa, a cnea 12 yaca —

noeeude ot 90 % cbe cpeaeH TepmuHaieH nomyxueot ot 1,8 yaca (1,3 — 2,1 yaca), CLOTBETCTBALLH Ha
ckopocTra Ha ObnOpeuHo enumunHupane. Ilpy ao3a 0,1 mmol ranobytpon/kg TenecHo terno cpexHo
100,3 £ 2,6 % oT Do3ara C€ eKCKpeTHpaT B paMkKuTe Ha 72 yaca ciaea npuinarane. [lpn 3apasu
HHAMBHAH 6BLOpeYHHAT KIUpbHC Ha ragobyrpon e 1,1 ao 1,7 ml min"' kg™ u Taka ce aBsBa CpaBHHM ¢
OBLOpeyHMs KIHPBHC Ha HMHYJIHH, KOETO [OKa3Ba, 4Ye raaodyTpos ce€ EeIHMHHHpa OCHOBHO
nocpeJACTBOM ranomepyinHa puntpaums. [o-manko ot 0,1 % o1 no3ara ce enuMuHHpa ¢ (pekaauure.

XApAKTEPUCTHKH NPH CHEeNHAJIHH NONYJIALHH

Ileduampuuna nonyrayus
(dapMakoKHHETHKA Ha rago0yTpos B [eAHaTPHYHA NOMyNalus Ha Bb3pacT noa 18 roauHu U npyu
BB3PAcTHH, ¢ca NoAoOHM (BXK. TouKa 4.2).

[IpoBeneHH ca fiBe MPOYy4YBaHHA ¢ €AHOKpaTHA A03a BbB (pasa I/III npu neanarpuuHM naLMeHTH Ha
Bb3pacT noa 18 romunn. dapMakokuHeTHMKaTa € oueHeHa npd 130 neaHaTpHYHH nNalWEeHTM Ha
Bb3pacT or 2 ao noa 18 roguHn W npu 43 neaMaTpUuHH MNALMEHTH NOA 2 rOAMILHA Bb3PacT
(BKIKOUMTEITHO JOHOCEHH HOBOPOJAEHM).

HokazaHo e, ye papmakokuHeTHueHHud (PK) npodun Ha rapo®yTpon npu neua oT BCHYKH BB3PacTH €
noaoOeH Ha TO3H TMPH BB3PACTHHTE B Pe3yJITaT Ha noaoOHH CTOMHOCTH 3a ruioly noa kpueata (AUC),
HOPMAaIM3HpaH TUIa3MeH KIHPBHC Ha TenecHoTo Terio (Cltot) u obem Ha pasnpeacnenue (Vss), Kakro
H BpPEMETO HA MOJIY>KHBOT, H CTENCHTA Ha EKCKpELIH.

[Tpubausurenno 99% (cpeaHa cToMHOCT) OT n03aTa C€ OTKPHBA B YpUHATa B paMKHUTE Ha 6 yaca (Ta3H
HHpOpMAaLKA ¢ TIoAy4eHa B OT 2 10 noJ 18 rooMHu Be3pacToBa rpyma).

Cmapuecka eb3pacm (Ha ev3pacm 65 2o0unu u nogeue)

[Nopaau pu3nonoruiHH U3MeHeHHA Ha ObpOpeyHaTa ¢pyHKLMA ¢ BBL3pacTTa NMpH 34paBd 100pOBOILM B
cTapyecka Bb3pacT (Ha BB3pacT 65 roaHHM W NoBeue) CHCTEMHATa EKCIIO3ULMA € YBelIMYeHa [0
npubnusutento 33% (Mbxe) u 54% (3keHH), a TEPMHHATHHAT TONY>KHBOT — ¢ npubausutento 33%
(MbKe) n 58% (kenn). [InazmMeHudaT KIMpBLHC € HaManeH ¢ npubnusdrenHo 25% (Mbxke) U 35%
(>xeHH), cHOTBETHO. EnMMuHHUpaHeTOo Ha NpWiokeHaTa A03a B YPHHATa € MBJIHO ciel 24 yaca npu

BCHYKH 3JpaBy 1oOpoBoiuM, 6€3 pa3/iMKa B CTAPYECKa Bb3PACT JIM Ca WK He.

Bvbpeuno yepexcoane

[Ipy nauueHTH ¢ yBpeacHa Ob0peuyHa yHKUHA CEPYMHHAT MOJYXXHBOT Ha ragod
nopagyd HaMmajneHaTta rioMepynHa ¢unrpaums. CpeHUST TEpPMHHANEH MOTY>KHBOT
5,8 yuaca npu naudeHTH ¢ yMepeHo yBpexaaHe (80>CLcr>30 ml/min) u owe
17,6 yaca nmpH NauHeHTH C TEKKO yBpeXKaaHe, KOUTO He ca Ha nnanmsa {CLcr<30
CepyMEH KJIHpBHC € HamaneH ao 0,49 ml/min/kg npu naumeHTH ¢ AeKo OO0 YM
(80>CLcr>30 mV/min) u no 0,16 ml/min/kg npM NalMEHTH C TEXKO YBpEKAAHE,
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auanmia (CLcr<30 ml/min). ITeaHo enuMuBupane B ypHHaTa ce Habmonaea npyu nauMeHTH ¢ N1€KO A0
ymepeHo On0peuHo yBpexiaHe B paMkuTe Ha 72 yaca. IIpu naiMeHTH ¢ Texko 6LOpeuHo yBpeKaaHe
okono 80% oT npuicKeHaTa 1033 C€ SIMMHHHPA B YPHHATa B pAMKHTE Ha 5 HH (BXK. CBIIO TOUKH 4.2
n4.4).

[Ipn nauueHTH Ha Auanu3a raao0yTpon € MOYTH HAIMMBJIHO €MMMHHPAaH OT CepyMa Ciiel TperaTa
Juanusa.

5.3 IlpeaxnnHH4YHY JaHHH 33 fe3omacHoCT

HexnuHuyHuTe JaHHM He MNoKa3BaT ocobeH pHCK 3a xopara Ha 6a3a Ha KOHBEHLHOHAIHHTE
dapMaKkoNOrHyHH H3NKUTBaHHA 733 0€30NaCHOCT, TOKCHYHOCT [MPH MHOrOKPaTHO MPHUNOKEHHE H
NreHOTOKCHYHOCT.

MHOroKpaTHOTO MHTPaBEHO3HO NpWIaraHe Mpd pPernpoayKTHBHHTE TOKCHKOJOTHYHH TNpOY4YBaHHA
BogH no0 3abamaHe Ha eMOPHOHANHOTO pa3BHTHE MPH IUIBXOBE M 3aHUM H YBEIMYABaHE Ha
eMOpHOHANHHS JIETAIHTET NPH IUTLXOBE, 3aiilil ¥ MaMyHH NpH HHBa Ha Jo3HpaHe ot 8 10 16 mbTH
(Ha 0a3a Ha TejecHara NoBbPXHOCT) Wy oT 25 a0 50 mbTH (Ha Oa3a Ha TENECHOTO TErlo) Haj Te3H,
H3MOJI3BaHH 3a OMArHOCTHKa NpH xopa. He € u3BeCTHO AalM NpH €JHOKpaTHa A03a MOXe ha HMa
nonobHu edekT. [IpoyuBaHHATA 33 TOKCHYHOCT ¢ €JMHHYHA 1033 H MPH MHOTOKPATHO NpHIAraHe
MpH HOBOPOAEHM H M/Iaad IUTbXOBE HE MOKA3BaT HaxXOAKM, Mpearnonaralid cneuudpuyeH puck 3a
ynorpeba npH aena oT BCHUYKH BL3PacTH, BKIKOUHUTEIHO JOHOCEHH HOBOPOZEHH H KbpMaueTa.

PanuoaxtupHo Genszan rapoOyTpos, MpunoXeH WHTPABEHO3HO Ha KBPMEIUM IUTHXOBE, CE& MpeaaBa
ype3 MIAKOTO He no-mManko ot 0,1% ot npunoxxeHara nosa.

YCTaHOBEHO €, Y€ MpH TUTbXoBe abcopduusTa cnea NepopanHoO NPWIOKEHHE € MHOTO MAlKa, OKOJIO
5% na 0a3a Ha yacTTa OT 403aTa, KOATO Ce €KCKPEeTHpa B YpHHATA.

B npeaxnHuHuyHKM ¢apMaKOIOrHYHM HW3NHTBaHMS 3a OE€30MacHOCT MO OTHOLICHHE Ha CHLPACYHO-
CBHAOBATa CHCTEMA, B 3aBHCHMOCT OT MPUIGKEHATa 0332 ca HaOMIoAaBaHH NpPeXoaHH NOBHILICHHS Ha
KPBBHOTO HaNArake H Ha MHOKapJAHHS KOHTPakTUIUTET. Te3H eekTH He ca HabmoaaBaHH NMpH xopa.
[fpoyuBaHHATa Ha OKONHAaTa cpela NOKa3BaT, Y€ YCTOHYHUBOCTTA K MOOWIHOCTTa Ha KOHTPACTHHTE
MATEPHH CHbIBPXKALLH afONHHAII, MPOABABAT MOTEHLHAJ 3@ Pa3NpOCTPaHEHUE BbB BOAHHS CTLJIO M
€BEHTYA/THO B MOANOYBEHUTE BOAM.

6. DPAPMAIIEBTHYHH JAHHH

6.1 Chnucwbk HA TOMOIMHHTE BELIECTBA

Harpuer kankodyTpon

Tpomeramon

IN xnopoBoaopoaHa KMcenuHa (3a Kopekuus Ha pH)

Boaa 3a MIDKEKLHM

6.2 HecnhBMeCTAMOCTH

APYTH JIEKAPCTBEHHU NPORYKTH.
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6.3 Cpox Ha rogHocTt

3 roAHHHU

CPOK Ha roaHoCT ¢iel MbPBOTO OTBApPAHE HA OMaKOBKdATa

XHuMHYecKa H pH3HUecKa cTaODUNHOCT cjief MbPBO OTBApAHE € loKa3aHa 3a 24 vaca npu 20-25°C.

Ot MHKpOOHONIOTHYHA [JIEJHA TOUKA, aKO He Ce U3IMO0JI3Ba HEMOCPEACTBEHO CJIE] OTBAPAHE, BPEMETO H
YCJIOBHATA HA ChXPAaHEHKUE B NIEPHOAA OT ITBPBOTO OTBApAHE 0 NPeAM NPUIOXKEHHETO €a OTTOBOPHOCT
Ha norpeburens v He TpaOBa Aa Haapuwasa 24 yaca npH 20-25°C.

EnnonosoBo npunoxende (2 ml, 7,5 ml u 15 ml):
BCHYKHAT HIDKEKLIMOHEH PasTBOP, KOWTO HE € H3MOJ3BaH NPU BBIPOCHOTO U3cieBaHe, TpaOBa Aa ce
M3XBBPJH,

EnHO1030BO WIH MYJATHRAUMEHTHO npruiokeHHe (30 ml 1 65 ml):
[Ipx €AHOA030BO NPUNOKEHHE BCHUKNAT HHXKEKLIHOHEH pa3TBOp, KOMTO He € U3NON3BaH MpH
BBLIIPOCHOTO HU3C/icABaHe, TpAOBa Ja ce H3XBBLPIIH.

[1p¥ MyJTHNALKMEHTHO NPHIOKEHHE BCHYKHAT OCTaHA1 HHXKEKLHOHEH pa3TBOp, KOWTO HE € U3NOA3BaH
B pAMKHTE Ha €[IHH HEMPEKBCHAT NEPUOA OT 24 yaca ciieql MbPBOTO OTBapaHe, TPA0Ba Ra ce H3XBBLPIM.

6.4 CoenHa/HH YCJIOBHES HA CHLXPAHEHHE

He ce u3uckBar CrieliHalHH YCIOBHA H& ChbXPaHEHHUE.
3a yclnoBHATA Ha CbXPAHEHHE Clie] ITbPBOHAYATHO OTBapAHE, BIDKTE ToUKa 6.3.

6.5 BaaHcbLALPXKAHAE HA ONAKOBKATA

| dpnakoH (crekno Tun I) cue 3anywanka (Xa0podYTWIOB €1acTOMEP) H €AHa H3LAJI0 ATyMHHHEBa
Kanauka, nopbOeHa, ¢ BbTPELIHO H BBLHLIHO JIAKOBO MOKpUTHE, chabpxkaly 2 ml, 7,5 ml, 15 ml win
30 m| uxexUMOHEH pa3TBOP.

1 nudy3nonHa 6yTaka (croiio Tan II) ¢be 3amywmanka (xnopoOyTHNIOB €1aCTOMEP) M €1Ha M3LAIIO
aTyMHHHEBA Karnayka, nopbOeHa, ¢ BBLTPELIHO W BBHIIHO JIAKOBO NOKPHUTHE, ChAbpxkailla 65 ml
HHXKEKLIMOHEH pa3TBOP.

OnakoBKH OT:

1 uiu 3 dnakona no 2 ml MIKEKLUMOHEH pa3TBOP

1 wnn 10 ¢nakona no 7,5 ml, 15 ml unu 30 ml urkekumoHen pasTeop
1 unu 10 6yTinku no 65 ml uHxkekMOHEH pa3TBOp

bonnnuyHa onakoBka:

3 ¢pnaxona no 2 ml “HOKEKLIMOHEH Pa3TBOp

10 ¢nakona no 7,5 ml, 15 mi unn 30 ml uwkekuHOHEH pa3TBOp
10 OyTHikH no 65 ml HHXKEKLMOHEH pa3TBOP

He BcHukH BHAOBE ONMAKOBKH MoratT Aa 6bAaT mycHaTH B npoaaxoda.
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6.6 Cnenuannn npeaANa3’HH MepKH NPH HIXBbpJANHEe H paboTa

HHcTpykumHy 3a ynotpeba:

To3m NekapcTpeH NPOLYKT NpeacTasiasa 6UcTbp, Oesuseren ao 6neaoxcwar pasteop. Tpabea na ce
NPOBEPH BU3YAITHO MpeaM ynotpeda.

[amoBHCT He TpaOBa Na ce U3non3Ba B CiTyyali Ha 3HAYMMa NMPOMAHA B LBETA, HATHYHE HA YACTHLM
HNY JehEeKTECH KOHTEeHHEp.

OnakOBKH CaMo 3a €RHO030B0 NpUioKeHne: paakoHd ot 2 ml, 7,5 mlu 15 ml.

OnakoBKH 3a €0HOA030BO WIH MYJITHIIAUMEHTHO NpWIokKeHHE: ¢nakoHu or 30 ml u 6yTwiku ot
65 ml.

[Tpu MyATHNALUMEHTHO NpUIOKeHHe, ['anoBucT TpAbBa Aa ce npuiara ¢ MoMoLITa Ha ABTOMaTHYEH
HHXKEKTOP, KOHTO € 0400peH 3a MyNTHIIALHEHTHO IPHIOKEHHE.

PaGotaTa ¢ KOHTPacCTHOTO BELIECTBO TpAOBa Aa ce H3BBLPIIBA, M3MO/I3BaKKH aCEMTHYHA TCXHHKA.

"'yMeHaTa 3anmywiaika He TpaOBa HUKOra na ce npoOHBa NOBEYE OT BEAHLIK.

agoeuct Tps6Ba Na ce U3TErNH B CMPUHLIOBKATA WK B ABTOMAaTHYHHA HWHXKEKTOP €IMHCTBEHO
HENOCPEACTBEHO NpeaAH ynorpebda.

JlaTaTta ¥ yachT Ha NpoOMBaHe Ha 3amyluankaTa TpsabBa Aa 6vaat ordens3aHl BbPXY €THKETa Ha
(nakoHa/OyTUNKATA HA MPEJBHAEHOTO MACTO,

U3non3saHMAT aBTOMATHYEH HIDKEKTOp TpAbBRa 1a € 0100peH 3a €AHHUYHO WIH MYJITUNALHEHTHO
npunoxeHHe. [1poH3BoAHTENAT Ha YCTPOHCTBOTO TpaOBa Na NOKaXKE NPUIroAHOCTTa HA ABTOMATHYHH
HHXKEKTOP H HEroBHUTE KOHCYMAaTHBH 3a €IHOKpaTHa ynorpeba 3a npeaHazHauYeHOTO MPUIOKEHHE.
BcHYKHM ROIMBLIAHUTENHU UHCTPYKLIHH OT CLOTBETHUA MIPOM3BOAUTEN Ha obopyaBaHe TpsadBa Cblio Ja
6BAAT CTPHKTHO cria3BaHu. [IpH MyJITHNIALIMEHTHO NPUNOKEHHE, KOHCYMaTHBHTE 33 €IHOKPATHA
ynoTpeba TpaOBa Na ¢& CMEHAT IMPH BCEKH MALMEHT.

KOHTPacTHOTO BellIECTBO, KOETO HE € U3NOJI3BAHO B PAMKHTE Ha eIHO H3C/eABaHe (€HOI030B0
NMPHICKEHHE) WIH HE € H3NOJI3BAHO B MPOAb/HKEHHE HA NEPHOA OT 24 yaca cniell oTBapsHe
(My/TTHMALHEHTHO TIPHIOXKEHHE), TpAOBa f1a ce H3XBBPIH (BXK. Touka 6.3).

CrneLHaJHHMAT/MTE OTNIENAIL/H Ce eTUKET/H 3a NpocieasBaHe BbpXy dnakonnre/Oyrunkure Tpsbsa na
ce 3alend B KapToHa/U3 Ha naleHTa, 3a 1a € Bb3MOXHO NPeUH3HO JOKYMEHTHPaHe Ha H3MON3BAHATA
KOHTPACTHZ MaTepH, ChbaObpKallla ragoaunuii. U3nonssaHarta no3a cbiilo Tpabpa na 6vpae 3anucana.
AKO Ce W3NMOJ3BAT €JIEKTPOHHM 10CHETa Ha NMALMEHTHTE, B PEMMCTHPa TPsOBa Oa ¢€ BLBEAAT HMETO Ha
NpOoAYKTa, NapTHAHUSA HOMED H 103aTa.

H3xebpnsHe
Heu3non3saHuAT neKapcTBEH NPOAYKT WIH OTNAALYHHTE MATEPHAJIH OT HEro TpAdBa fa ¢e HAXBBbPIAT
B ChOTBETCTBUE C MECTHUTE USHUCKBAHUA.

15



7. TNPATEXATEJI HA PAZPEINIEHHUETO 3A YIIOTPEBA
Bayer AG

Kaiser-Wilhelm-Allee 1
51373 Leverkusen, 'epmanus

8. HOMEPA) HA PAJPEHIEHHMETO 3A YIIOTPEBA

20090440

9. JIATA HA ITbPBO PA3PEIIABAHE/TIOJHOBSIBAHE HA PASPEILEHHETO 3A
YIIOTPEEBA

JaTta Ha mbpBo paspewabane: 06 okromepu 2009 .
Jlata Ha nocneaHo noaHoBsBaHe: 03 Hoemepu 2021 T.

10. JATA HA AKTYAJIMZBUPAHE HA TEKCTA

07/2025
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