KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHMUA ITPOAYKT

YarpaBHcT
623 mg/ml nmxexknnonen/undpy3noHeH pasTBOp ["3'15-"”'"5"” AFEHUNS MO NEKAPCTRATA
Ultravist Kpamxa xapaxmepucmuxa wa npogyxma Mpurowenue 1
623 mg/ml solution for injection/infusion

4 ’ hKhM Pez. Ne MOJOQOSJOV ,,,,,,,,,,,,
YirpaBrucT Paspewenue Ne - s
769 m%fml HHKCKLIMOHCH/MH(Y3HOHEH pa3TBOP BG/MAMP (~9C '»/E'._ ¥ 9 07 -08- 2075
Ultravist ; :
769 mg/ml solution for injection/infusion |OgoBperwe M ....... Ciiis peel i i)

2. KAYUECTBEH U KOJIMYECTBEH ChCTAB

YorrpasucT 623 mg/ml HHKeKIHOHEH/ HH(Y3HOHEH pa3TBoOpP:
| ml chabpxa 623 mg iHonpomu (exkBuBaneHten Ha 300 mg ion).
Yarpasuct 769 mg/ml urkekunoneH/nHdy3HOHEH pasTBoOp:
I ml chabpxa 769 mg Honpomua (exkBuBaneHTeH Ha 370 mg HOA).

[TOMOIIHO BELIECTBO C M3BECTHO JeiicTBHE: Beekn MHTHIATBP cbabpxa 0,01109 mmol
(exsuBaienteH Ha 0,2549 mg) HaTpUH.

33 [TbJIHHUA CIIHCHK HA NMOMOILLHUTE BEILECTBA BUXTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA
MHkeKIIHOHEeH/MH(Y3HOHEH Pa3TBOp
Buctep, 6e31BeTeH 10 011€/10 KbAT Pa3sTBOP.

DUINKOXUMHYHHU CBOMCTBA HA YJITPABHUCT 3a CJIC/IHUTC KOHICHTPALIMH!

Konnenrpamnus na iojx (mg/ml) 300 370
Ocmounanurer (osm/kg H.O) npn 37 °C 0,59 0,77
Bucko3urer (mPa-s)
npu 20 °C 8,9 22,0
npu 37 °C 4,7 10.0
[LrsTHOCT (g/ml)
npu 20 °C 1,328 1,409
npu 37 °C 1,322 1,399
CroiinocTt na pH 6,5-8.0 6,5-8,0

4. KJIAHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA
To3u ekapCTBEH IPOJYKT € Ipe/Ha3HaueH CaMO 3a JIHarHOCTHYHH LICJIN.

- VYoarpasuct 623 mg/ml/ 769 mg/ml: 3a BTPECHI0BO MPHIIOKEHUE H 3a ITPUIIOKCHHUE B TCIICCHT
KYXWHH.




KonTpacTHo ycunBaHe npu koMmioTbpHa ToMorpadus (CT), aprepuo- 1 BeHorpadus,
HHTPABCHO3HA/MHTPAaapTEepPHAIHA AUTHTAIHA CyOTpaknmonHa anruorpadus (DSA);
HHTpaBeHo3Ha yporpadus, npu ERCP, aprporpadus, KakTo U W3cIe/BaHe Ha TEJIECHH KYXHHH.

- VYarpasuct 623 mg/ml/769 mg/ml: 3a ynorpe0a npH BE3pacTHH JKEHH 338 KOHTPACT-YCHIICHA
mamorpadus (contrast-enhanced mammography/CEM) 3a ouenka Ha Be4e U3BECTHH HIIH
OTKpHBaHE Ha MOJI03UPaHH JIe3UH B I'bp/laTa, KaTo JOMbJIHCHHE KbM MaMorpa@us (¢ uiaH oe3
yITpa3BYK) WK KAaTO aJITCPHATHBA Ha AJIpeHO-MarHuTeH pezonanc (SIMP), koraro SIMP e
[IPOTUBOINOKA3aH MI/IM HE € HAJIMYEH.

- Vurpasucr 769 mg/ml: crieiasivo 3a aHrmokapanorpadumu.

Ynrpasuct 623 mg/ml / 769 mg/ml He ca nokaszanu 3a UHTPATCKAITHO MPHIIOKCHHUE.
4.2 Jlo3MpoBKa H HAYHH HA IIPH/IOKEHHE

J1lo3upoBKa

4.2.1 1034poBKa 32 HHTPABACKY. IAPHO NIPHJI0KCHHE

JlosupoBkaTa TpsAOBa J1a ce afanTHPa KbM Bb3pacTTa, TerjJ0To, KIHHHYHNA Npo0IeM H TEXHHKATa Ha
H3CJIC/IBAHE.

Jlo3MpOBKHTE, IOCOYCHH T10-10]1y, Ca CAMO IIPCIIOPBYHTC/IHU U IIPEACTaBisBaT OOMKHOBEHH 103H 3a
Cpe€/ICH HOPMaJICH Bb3pacTeH ¢ TejaecHo Terao 70 kg. Jlo3ure ca noCo4eHM 3a €/JHOKPATHH MHKCKIHMH
H 3a KWJIOIpaM TeJIECHO TerIo.

OO6ukHOBeHO J03H 10 1,5 g Hoa Ha kg TenecHo Terno ce noHacart goope.

[Ipenopb4UTENHHU 1034 3a €THOKPATHO HHKEKTHPAHE:

e  KoHBeHIIMOHAIHA AHTHOTpaHs

Anrvorpadus Ha aopTHaTa Ibra 50-80 ml Yirpasucr 623 mg/ml
CenekTHBHA aHTHOTpa U 6-15 ml Yarpasucr 623 mg/ml
Topakaina aoprorpadua 50-80 ml Yarpasucrt 623 mg/ml / 769 mg/ml
A0 10MHHaANHA aopTorpadus 40-60 ml Yarpaucr 623 mg/ml
Aprepuorpadpms:

["'opHM KpaHHHLIH 8-12 ml YarpaBucrt 623 mg/ml
Jlo/1HH KpaHHHLIK 20-30 ml Yarpasucr 623 mg/ml
AHrnokapadorpadus:

Cbp/ieuHH KaMepH 40-60 ml Yarpasucr 769 mg/ml
Koponaphu cbpaose 5-8 ml Yarpasuct 769 mg/ml
Benorpagmus:

["opHu KpalHNUIK 15-30 ml Yarpasucr 623 mg/ml
JlonHu KpaltHHIH 30-60 ml Ynrpasucr 623 mg/ml

e Hurpasenoszna DSA

Hurpasenosnoro 6oiycHo unxektupane Ha 30-60 ml Yarpasuct 623 mg/ml/ 769 mg/ml (ckop
12 ml/s B kyOuTanHaTa BeHa; 10-20 ml/s BBB BeHa kKaBa) ce MpenopbuBa caMo 3a KOHTPACTHO
H300pa3siBaHC HA IMOJICMUTE CHAOBE HA TsJ10TO. KOJIMYECTBOTO KOHTPACTHA MATEPHs, KOCTO
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BEHHUTE, MOXE J1a C€ HAMAJIM M /1@ CE U3110J13Ba 3a /IMarHOCTHKA 4Pe3 HHKCKTHPAHE HA M30TOHHUCH
Pa3TBOP Ha HATPHEB XJOPHJ KaTo OOTYC HEMOCPEACTBEHO Clle Hero.
Bw3pacran: 30-60 ml Yarpasucr 623 mg/ml/ 769 mg/ml

e Hutpaaprepnanna DSA

Jlo31Te ¥ KOHUEHTPALMATA, H3MOI3BaHH NPH KOHBEHLIHOHAHATa aHrorpadus, MoraT na obaar
HaMaJICHW NTpu WHTpaaprepraiHara DSA.

3a CHIIHO KOHTPAcTHHU 00pa3u Ha apTepuuTe, Hallp. B 00J1acTTa Ha I71aBaTa, WHATa H KPAaHHHMLIMTE,
OOHMKHOBEHO € MOCTaBAT HAKOIKO HHxkeKimu ot 10-40 ml Yarpasuct 312 mg/ml — B 3aBHCUMOCT OT
roJeMHHaTa Ha CbAOBETE — AMPEKTHO HIIH YPE3 KATCTHP.

[lo-BHCOKH 1034 OT KoHTpacTHaTa MaTepus (okosno 200 ml Yatpasuct 312 mg/ml), Moxke aa ca
HEOOXOIMMH TIPH HAKOM CITYYaH, 3a /Ia CC BU3YaIM3UPaT ChIOBETE HA JIOJHHATE KPAHHUIM, HATIP. aKO
I1le ce U3CNeABaT BaTa Kpaka.

e KomnwrbpHa Tomorpadus

KoraTo e Bp3M0OkHO YirrpaBucT Tps0Ba j1a ce HHKEKTHPAa HHTPABEHO3HO KaTo 00J1yC, ITPH KOETO € 32
MpeANOYHTaHE Ja C€ H3MO0I3Ba HHKEKTOp. CaMo npu OaBHUTE CKEHEPH MOJOBHHATA OT o0uiaTa 103a
TpsiOBa j1a ce npHiiara Kato 60.1yc, a octarbKa 3a 2-6 MHHYTH, 3a J1a C€ rapaHTHPa OTHOCHTEIHO
MOCTOAHHA, MAKAp H HE MaKCUMaJIHa KOHIICHTpaIlHA B KPbBTA.

Cnupannara CT npH ¢ IHHHYHHM H CIIELMAIHO IIPY MHOIOPA3pe3HH TEXHUKH [103B0/151Ba Obp30
nony4yapaHe Ha 06eM JaHHHM M0 BpeMe Ha eHO 3aAbpKaHe Ha AMILIaHeTo. 3a J1a ce ONTHMH3HPpa
edexra Ha uHTpaBeHo3HUA Oostyc (80-150 ml Yirpasuer 623 mg/ml), npuiiokeH B H3clic/iBaHaTa
obnact (MK, BpeMe H NPOJAbIKHTENHOCT Ha YCHIBAHETO), ¢e Mpenopbysa ynorpedara Ha
ABTOMATHYCH HHXCKTOP H TIPOCJICAABAHC HA 60.")!'(33.

o CT Ha usno ts10

[Ipu koMmOTBEpHAaTa TOMOrpadHus HEOOXOAMMHTE 103U KOHTPACTHA MATEPHs H CKOPOCTTA Ha
pUJIaraHe 3aBUCAT OT OPraHUTE, KOUTO I1IE CE€ U3CIIE/BAT, JMArHOCTHYHMA 11PO0JIEM U IJIaBHO OT
Pa3IMYHOTO CKAaHUpAHE U BPEMETO 3a PEKOHCTPYKIMUSA Ha o0pa3a MpH CKEHEPHTE, KOUTO ce
W3110J13BaT.

o  Kpaunaana CT

Bb3pacTHH :

Yarpasucrt 623 mg/ml: 1,0 - 2,0 ml/kg tenecuo Terno
VYirpasuct 769 mg/ml: 1,0 - 1,5 ml/kg Tenecuo terio

e HurpaBeHo3Ha yporpadus

DU3H0JI0THYHO HEJ0CTAThYHATA CNOCOOHOCT 3@ KOHLCHTPALIMA HA OLILE He3pesins He(PPOH Ha
neTcKuTe ObOpelH H3HCKBA OTHOCUTETHO BHCOKH 103H KOHTPACTHA MaTEPHS.

[Ipenopb4BaT ce€ CIEAHUTE J103H :

HoBopoieHu 1,2 g I/kg TenecHo Tterno = 4,0 ml/kg TenecHo Terno YarpaBucet 623 mg/ml
(<1 mecen) = 3,2 ml/kg Tenecuo terno Yarpasucr 769 mg/ml

Kbpmauera u manku aeua 1,0 g I/kg tenecno terso = 3,0 ml/kg tesnecno tersio Yiarpasuer 623 mg/ml
(1 mMece — 2 rojiMHHM) = 2,7 ml/kg renecHo Terno Yarpasuct 769 mg/

Heua 0,5 g I’kg Tenecno Terso = 1,5 ml/kg resnecuno rersio Yirpasucr 62



(2-11 roanuu) = 1,4 ml/kg renecHo Terno Yarpasuct 769 mg/ml

[OHowmH m Be3pactin 0,3 g I/kg tenecto tersio = 1,0 ml/kg Tenecuo Terno Yirrpasucr 623 mg/ml
= (0,8 ml/kg TenecHo Terno Yarpasuct 769 mg/ml

YBenH4YeHHETO Ha J03aTta NpPH BB3PAaCTHH € BB3MOXKHO, aKO CC CMCTHE 3a HEOOXO/TMMO IMPpH
CIICUHAITHH TTOKA3dHHA.

e  KoutpacTt-ycuneHa Mmamorpadus (CEM)

Y aTpaBucT TpAOBa a ce MpHIara HHTPABCHO3HO, 33 MPEANOYUTAHE ¢ aBTOMATHYCH HHXCKTOP.
Uzo06paxeHHeTo 3a1104Ba Jia Ce IPOsABABA ITPHOJIM3UTEIIHO 2 MUHYTH CJIC IIPHIAraHe Ha
KOHTPACTHOTO BELIECTRO.

B®3pacTHu:

Virrpasuct 623 mg/ml/769 mg/ml: 1,5 ml/kg renecHo rerio.

Bpemena Ha pUAMHpaAHE

KoraTo ce cna3pat ropeH3OpoeHHTe yKa3aHus 3a 03upaHe U Yarpasuct 623 mg/ml/ 769 mg/ml ce
npuiara 3a 1-2 MUHyTH, ObOPEYHHAT [1aPEHXUM OOMKHOBEHO CTaBa HEIPO3payeH 3a 3 10 5 MHUHYTH, a
OBOPEYHOTO JIereHYe ¥ MAKOYHHUTE ITbTHINA 33 8-15 MHHYTH C/1e/l HAYaI0TO Ha MpHIOXKEHHETO. [1o-
paHHOTO PHIMHpaHe TpsAOBa aa ce n3bepe NpH 110-MJIaaN [TAUMEHTH, a 110-KbCHOTO IIPH [10-Bb3PACTHH
MalMeHTH.

OOHKHOBEHO CE MPENOPHYBA MBPBUAT PHIIM J1a ce CHEME 2-3 MHHYTH CJICI( ITPHJIATAHETO HA
KOHTpacTHaTa Matepus. [Ipu HOBOPOIeHH, KbpMayeTa H NalHeHTH ¢ QyHkuHoHanHa Ob0peyHa
HEJIO0CTATHYHOCT [10-KBbCHOTO (PHJIMHPAHE MOJXKE [a [10100pH BH3ya/IH3alUsATa HA ITHKOYHHTE IIbTHILA.

4.2.2 Jlo3npoBKa np4 ynorpeda B Apyrya TeJleCHH KyXHHH

[1o Bpeme Ha aprporpadus 1 ERCP umKeKTHpaHeTO Ha KOHTpacTHAa MaTepHs TpsAOBa Jia ce
MOHHUTOpPHPA 4pe3 (PJIYOPOCKOIHS.

[MpernopbYHTEIIHK JI03H 32 CAHHHYHO H3CJIC/IBAHE:

JTo3upoBKaTa MOXKE JIa Bapupa B 3aBHCHMOCT OT Bb3PacCTTa, TEIJIOTO K OOLIOTO CHCTOSAHHE Ha
MalfMeHTa, KakTo W OT KIMHHYHHSA npo0JieM, TeXHHKATa Ha H3CIe/IBaHe U 00nacTTa, KosTo ce
uiciensa. Jlo3MpOBKUTE, JAJACHH T10-10J1Y, Ca CaMO MPENOPBYUTEIIHH H NIPEJICTAB/IABAT CPCAHUTE H03H

34 HOpMAJICH Bb3pPACTCH.

Aprporpagus:  5-15 ml Yarpasuct 623 mg/ml / 769 mg/mi

ERCP: Jlo3aTa 3aBHCH OT ThpCeHaTa KJIMHHYHA HHPOpMAaLKa U pa3Mepa Ha CTPYKTypara,
KOATO ce u3obpa3sssa.
Hpyru: Jlo3aTa 3aBHCH OT ThpCEHATa KJIMHHHYHA HHQOpMAaLlMs U pa3Mepa Ha CTPYKTYyparTa,

KOATO ce u3obpasssa.
4.2.3 lonbJaHUTEIHA HHPOPMALHKA NIPH CHIEUHAJIHH NONYJIAUHH

[leduampuuna nonyrayus
HoBoponenu (<1 mecen) u dedera (1 mecen — 2 roxHHm)

Kspmauera (1101 €/IHOTO/AMILIHA Bb3PACT) H 0OCODEHO HOBOPO/ICHHTE Ca T11PE/IPA3INIOJIOKCHH KbM
HapyMICHHS B CJICKTPOIUTHHSA DallaHC H KbM XEMOIHHaMH4YHH NTpoMeHH. Tpa0OBa /1a ce BHMMaBa 3a
7103aTa KOHTPACTHA MATEPHs, KOATO 11I¢ CC IIPHIIOXKH, 32 TEXHHUYECKOTO M3IIBJIHEHHE HA 00Pa3HOTO
M3CIIe/IBAHE M 3a CTATyCa Ha MalMEeHTa.

Crapuecka BhL3pacT (65 roAMHH U MO-Bh3PACTHH)




B e1HO KJIMHUYHO M3NMTBAHE HE ca HAa0/1101aBaHn pa3/uKH BbB (JapMAaKOKHHETHKATA MEXK/Y
ManueHTHTEe B CTapyecka Bb3pacT (65 roaHHHU U MO-Bb3PACTHH) M NTO-MaaauTe nauueHTty. [lo Tasu
IPUYHHA HE CE JIaBaT CIICIHAIIHN TIPETIOPBKH 3@ KOPEKIIH Ha /103aTa NPW NMAMCHTH B CTapyecKa
BB3pacT, OCBEH OnucaHuTe B Touka 4.2.2 JIo3upoBKa.

IManueHTH ¢ 4ePHOAPOOHO YBpeK/I1aHe

EIMMHHHpaHETO Ha HOMPOMH/L HE Ce BIIMse OT YBpeeHaTa YepHOIpoOHa BYHKIMSA, OHEXKE caMo 2 %o
OT J103aTa c€ eJIMMUHUpA Ype3 (pelieCUTe U HOIIPOMUIBT HE ce MeTabonu3upa. Kopekiun Ha J103aTa He
Ce CMATAT 3a HAJOXKHUTEJIHH IIPH IAIMEHTH C YePHOAPOOHO yBpEKIaHE.

MaunenTy ¢ 6H0peYHo yBpeKIaHE

Tbit kaTo HONIPOMHUIIBT CE EKCKPETHPA TIOYTH U3IIANIO B HEM3MEHEeHA (hopma upes OsOpeunTe,
eMMMHHHPAHETO Ha HOTIPOMH]I € YIB/KEHO TP MalueHTH ¢ 0s0peuno yBpexaane. C 1en 1a ce
HAMaJIM PHCKa OT JIOIBJIHHTEIHO OBOpeyuHo yBpex1aHe, HHAYLIIHPAHO OT KOHTpacTHaTa MaTepus, IIpH
NALMEHTH C HAJMYHO npeid ToBa ObOpeuHo yBpexaHe TpadBa aa ce U3M0a3Ba MUHMMANHATA
BB3MOKHA 03a [IPY TE3H NAUMEHTH (BXK. ChLIO Taka TOUYKU 4.4 CrieuranHy IpeaynpexIeHus u
npe/anasHy MEPKU Npu ynorpeda u 5.2 MGapMaKOKHHETHYHH CBOUCTBA).

Hauun Ha npuiiokeHue

3aToIuieHa 10 TejeCHa TeMIIepaTypa, KOHTpacTHaTa MaTepHs C€ NOHACH 1I0-100p€e H ¢ HHKEKTHpa
MO-JIECHO, 3aII[0TO BUCKO3UTETHT CE MOHUKABA.

3a yKazaHUs OTHOCHO JIEKAPCTBEHUS [IPOAYKT IIPE/IN NPUIIOKEHUE BUXKTE ToUKA 6.6 “Cnenunantu
Mpea3Hd MEpKH IIPH U3XBbpJiAHe U pabora”

4.3 TIIporHBONOKa3aAHUA

CBPBXYYBCTBUTEMHOCT KbM AKTHBHOTO BEIIECTBO HIH KBM HAKOE OT NOMOIIIHHUTE BEIIECTRBA,
n30pocHH B To4Ka 6.1.

Hsama aOcomoTHY TPOTUBOIIOKA3aHUs 3a yroTpebaTa Ha YIITpaBHUCT.

4.4 ChnenuajHH NpeAyNpexAcHUA W NpeNa3sHi MepKH NpH ynorpeda
ITpocnenamnmoct

3a 1a ce moaoOpH MpOCHeAMMOCTTa Ha OMOJOrHYHHUTE JT€KapCTBEHH NMPOYKTH, HMETO U NMAPTHAHHUAT
HOMEP HA IPHIIOKEHHSA NMPOAYKT TpsOBa ACHO J1a CE 3aIMCBaT.

3a BCHYKH NOKA3AHHMA
o Texku KOKHH HexenaHu peakinu (SCARs)

Texku kKoXHH HexenaHu peakiumn (SCARS), BKIIOYHTEIHO CHHIPOM Ha Stevens-Johnson (SJS),
TOKCHYHAa enuaepmanaa nekpoiuusa (TEN), siekapcTBeHa peakLums ¢ €03MHO(MUIIAS ¥ CUCTEMHH
cumnromu (DRESS) u ocTpa renepanusupana ek3aiteMmarossa nycryinosa (AGEP), kouro morar aa
OBbaaT XKHUBOTO3AaCTPALLIABAIM WM JIETAJIHH, Ca ChOOIIABaHU C HEU3BECTHA YECTOTa, BbB BPb3Ka C
MPHIIOKEHHETO HA HOIPOMHUJIL.

[TanmmentuTe TpsAOBa na Ob1aT HHGOPMHPAHH 3a TPU3HAIUTE U CUMIITOMUTE, U Ja 0bJaT BHUMATEIIHO
Ha0JT10/1aBaHH 32 KOKHHU PEAKIHH.

[Tpu nena mbpBOHAYaJHAaTa NMPOsIBa Ha OOPHB MOXe Ja ce cObpKa ¢ HHPEKIMA U JIEKapuTe TpsAOBa 1a
NPEUEHAT Bb3MOXHOCTTA 32 PEaKLUsi KbM HOIIPOMM IIPH JIela, KOUTO pa3BUBAT IIPHU3HALIM HA OOPUB H
MOBHILIEHA TEMIIECPATYpa.

[IoBeueTo OT TE3M peakUMHU ca Bb3HUKHAIU B paMKUTEe Ha 8 ceamuuu (AGEP: 1-12 auu, DRESS: 2-8
ceaMulM, SIS/TEN: 5 nau 10 8 ceamMuLn).




AKO NalMEHTHT € pa3sui cepuosta peakuus, Hanpumep SIS, TEN, AGEP nau DRESS npu
MPUIOKEHHE Ha HOMPOMKI, HONMPOMHU,1 HUKora He TpAOBa Ja ce npuaara noBTOPHO NPH TO3H
MALHUECHT.

¢ PeakuuH Ha CBPBbXYYBCTBHTEJIHOCT

YaTpaBHCT MOXe Ja ce acoUMMpa ¢ aHa(HIaKTOHIHH/XHITePCEeH3UTHBHHA WITH ApYTH
HJIMOCHHKPATHYHH PEAKIIHH, XapaKTEPHU3HPALIH CE ChC ChP/ICUYHO-CBIIOBH, PECITHPATOPHH H KOXKHH
MPOSIBH.

BB3MOMXKHHU Ca CPEIHO TEKKH 0 TEKKH AIICPrHYHONONOOHH peaKLiH, BKIIOYHTEIHO H IIOK (BX.
touka 4.8 Hexenanu peakiuu). [ToBedeTo OT TAX ce MOSIBABAT B paMKUTE Ha 30 MHHYTH CIie/t
PHIIOAKEHHETO. BB3MOKHHU ca M peakuHH oT 3abaBeH THUII (CJIe YaCOBE MIIH JIHH).

PHCKBT OT peakUHH Ha CBPBbXYYBCTBHTEIHOCT € MO-BHCOK B C/Iy4YaH Ha:
- MPEJANIITHA PEaKIus KbM KOHTPAcTHA MaTepUs
- JaHHH 3a OpOHXHANTHA acTMa HJIH APYTH alepriyHH 3a001aBaHHA.

H3uckBa ce 0COOCHO BHUMATEIHA OIICHKA HA CbOTHOIICHHETO pHCl{/I'I(}J'lBH IMPH MallHCHTH C U3BCCTHA
CBPBbXYYBCTBHTCIIHOCT KbBM YJl'l'paBHCT HJIA KbM HAKOA OT APYIHMTC CBLCTABKH Ha IIPOAYKTA HJIH C
npeavnIiHa pCakKiiid Ha CBPBXYYBCTBHTCIHOCT KbM HAKOA ﬁDH-CL,E['bp}KaIIJ.H KOHTpaCcTHa MaTCpHA
[opaiH NOBHIICHHA PHCK OT pCaKUMH HA CBPBbX4YYBCTBHTCIIHOCT (BKJIH)‘]HT&JIHO TCXKKH pBEll(LlHH).

Benpeku ToBa T€3H peakudM ca HEPEryJApHH U HETIpeICKa3yeMH 10 MpHpoa.

[TanmenTH ¢ MO00OHH peakiMu, J10KATO ca mpueMaiu Oera-010KepH, MOraT /la ca Pe3MCTEHTHH Ha
jedyeHue ¢ Oera-aroHMCTH (BXK. ChIO TOYKa 4.5 B3aHMOACHCTBHE C APYTH JICKAPCTBCHH IPOLYKTH H
ApYTH (OPMH Ha B3aUMOJIEHCTBHE)

B ciyuyail Ha TEXKa peakius Ha CBPbX4YBCTBUTEIHOCT MOXE J1a C€ Ha0J110/1aBa TEXKbK WK JI0pH
daTasieH U3XO0J1 NP NMAUUEHTH ChC ChPACYHO-CBIAOBO 3a00JIABaHE.

ﬂopa;m BB3MOXKHOCT OT TEXKKA XHINIEPCEH3HTHBHA PCAKIIMA CIIEA ITPUITO0XCHHETO Ha KOHTPACTHATA
MaTCpHs CC 1PCIophYBa Ha0JI10/ICHHE HA TTALIHEHTA CIIC/L rnpouciaypara.

[ToaroroBka 3a CrICIIHH CJIY4dH C HCOOXO01MMa 3a BCHYKH MALMEHTH.

[Ipu nauMeHTH ¢ MOBHILIEH PHCK OT OCTPH AJICPrUYHONOA00HH peaKLuH, MAUHEHTH C IIPEIAXoaHa
YMEPEHA WM TEXKKA OCTpa peakiys, aCTMa MK aleprus, M3MCKBAlla MEIMKAMCHTO3HO 1€4EHHE,
MOJKe /1 Ce NpeAlpUeMe NpeMEIHKALHA C KOPTHKOCTEPOHUIEH PEXKHM.

e Hapyuiena pyHKuus Ha LM TOBK/1HATA *KJl1€3d

Heobxo0/1uma € MHOI0 BHUMATE/IHA OLICHKA HA PUCKOBETE M IMOJI3UTE MPH NALMCHTH C U3BECTEH HIIH
NOJ03HPaAH XMIEPTHPEOHAUIBM HITH I'ylla, ThH KaTO HOA-ChAbpPiKallla KOHTpacTHa MaTepus MOxXe 14
HHIYLIMPA XHITICPTHPEOHIH3bM H THPEOTOKCHYHA KPH3a IPH TAKHBA NauMeHTH. [1pu nanuenTH ¢
M3BECTEH WJIH MO103HPAH XUNEPTHPEONIN3IBM MOXKE /1a CE€ MpeaAnpueMe H3CJIe/IBAHETO Ha PyHKIIMATA
Ha UIMTOBHAHATA KJ1€3a IIPEAH IIPHJIOKEHHUETO HA YJITPABHCT H/HIIK IIPHEM Ha IIPEBAHTHBHO
THPEOCTATHYHO JICKAPCTRBO.

[Ipu TecTBaHe PyHKUMATA HA LIMTOBM/IHATA )KJ1€3a 110 BPEME HA [IPUIIOKEHHE HA HOA-ChAbpiKalla
KOHTPACTHA MAaTepUs NpPH Jela ¥ Bb3PACTHH NaLMEHTH ca OMIIM A0KIaABAaHH XUITOTUPOUIU3IBM MU
MPEXO/IHO NOTUCKaHE Ha QYHKIMATA HA LIIMTOBWAHATA *J1e3a. [TOTeHUMSATHUAT PUCK OT
XHIOTHPOH/M3BM MPH NMAIMEHTH ¢ H3BECTHO MM NOJA03UPaHO 3a00NsIBaHe Ha IIMTOBH/IHATA XJIe3a
TpsOBa j1a ObJ1e olleHeH npeju ynorpeda Ha HoA-ChIbpXKallla KOHTPACTHA MATCPHS.

[TeanaTpuuHa nonynauus




HapyuieHa QyHKIMS HA IIMTOBH/IHATA XK/I€34 XaPAKTEPH3HPALLA C€ C XMIIOTHPOU/N3BM HIIH C
NpeXoaHO MOTHCKaHe Ha IUMTOBUAHATA (PYHKLHA Ca JOKIAJABAHH H Clle[l eAHOKPATHO H Clle]
MHOTOKPATHO IPHJIOKECHHE HA HO/IMPAHH KOHTPACTHH BEIICCTBA IPH [1€IMATPHYHH MALHCHTH 110~
MaJKH OT 3 roMHK. YecToTaTa Ha J0KIa1BaHe € Mexay 1% u 15% B 3aBHCHMOCT OT Bb3pacTTa Ha
MALMEHTHTE U OT J103aTa HOJIMPAHH KOHTPACTHH BEILECTRA, H € M0-4€CTO HadII01aBaHa npH
HOBOPO/ICHH H MPEKICBPEMEHHO Po/IcHH Jelia. HOBOPOAECHHTE CBILO MOJXKE Ja ca OMIH H3T0KEHH OT
MalKaTa 110 BpeMe Ha OpeMeHOoCTTa.

[To-Mnaaa Bh3pacT, MHOIO HHCKO TETJIO MO-BpeMe Ha pax/JIaHe, HEJIOHOCCHOCT, CKPHTH MEIHIIHHCKH
CBCTOSSHHUA [TOBJIMABAIIH IIMTOBHAHATA (DYHKLHA, [IPHEMAHE B HCOHATAIHH HIIH NIEAHATPHYHH
OT/C/JICHMSA 32 HHTCH3MBHO JICYCHNE M BPOJICHHU Chp/ICUHH 3a00/1siBAHUA €A CBBbP3aHHU C IIOBHIIICH PHCK
OT XHIOTHPEOUIU3BM ClIe]l eKCNO3HLMSA ¢ HOIMPaHH KOHTPACTHH BellecTBa. llequarpuynure
MAIMEHTH C BPOJICHH ChPICYHH 3a00/I9BAHNA Ca U3JIOKEHHU HA HAU-TOJIAM PHCK, ThH KaTo MPH TAX
4eCTO C€ M3UCKBAT BUCOKH /103H KOHTPACTHH BellleCTBa 110 BpeMe Ha MHHBAa3HBHH ChP/ICYHH
npoteaypy. IIluToBH IHA %1€3a ¢ NMOHHKEHA AKTHBHOCT NPe3 PAHHHUTE TOTHHH MOXe j1a Obj1e
NMpHYUHA 332 pa3BHTHE Ha KOTHUTHBHH U HEBPOJIOTHYHH 3a00NSBaHUA H MOXE Ja HMa HyXJ1a OT
3aMECTHTE/IHA Tepalldi C XOPMOHH Ha LMTOBHIHATa XK1e3a. Ciel NPHIIoKeHHE Ha HOTHPaHH
KOHTPACTHH BELLECTBA, HHIMBH/YIM3MPANTE [TPOC/IE/IABAHETO HA IWMTOBUAHATA PyHKUMA Da3HupaHo
HA CKPHTHTE PHCKOBH ()akTOpH 0COOEHO IPH HOBOPOJACHH H IPEKIECBPEMEHHO POJICHH JcLa.

e Hapywenus na [[HC

[TanmenTH ¢ Hapymenus Ha [IHC ca ¢ noBHIIeH pHCK 3a MOsSBa Ha HEBPOJIOTHYHH YCJIOXKHCHHA,
CBBP3aHH C IIPHIIOKCHHETO HA HOIIPOMH L. HEBPOJIOIrHYHHTE YC/IOKHEHHSA Ca [10-4€CTH IIPH
LepeOpaiiHa aHruorpagus U CBbP3aHNTE C HES NIPOLIC/LYPH.

CrobuiaBa ce 3a enuedanonarums rpm ynorpebara Ha wonpomui (Bx. rouxa 4.8). KonrpactHara
enuedasonaTHs MoXe J1a ce MpOsSBY ChC CHMIITOMH U MPH3HALM HA HEBPOJIOTHYHA AHCHYHKLIHA, KAaTO
r1aB060JTHE, 3PHTEIIHO HAPYILICHHE, KOPOBA CJICNOTA, OOBPKAHOCT, IbPYOBE, 3aryda Ha KOOPIAHHALIHS,
xeMumnapesa, adasus, 3aryba Ha chb3HaHHE, KOMa H MO3bU€H 0TOK. CHMITTOMHTE OOHMKHOBEHO
Bb3HMKBAT B PAMKHTE HA MHHYTH 110 4aCOBE CJIE/ IIPHIIOKEHHETO HAa HOIIPOMH H OOHKHOBEHHO
OTIIYMSABAT B PAMKHTE Ha JIHH.

U3uckBa ce 0coOEHO BHUMAHME B CUTYAIMH, IIPM KOMTO MOXE J1a MMA HAMAJICH I1par 3a 1nosBa Ha
rbpUoOBE, KATO aHAMHE3a 3a bPYOBE WIH eJIHOBPEMEHHATa ynorpeda Ha HAKOH JIEKapCTBRa.

dakTopH, KOUTO IMOBULIABAT MPOHHLACMOCTTA HA KPbBHO-MO3bYHATa OapHepa, yJlecHABAT
[IPEMHUHABAHETO HA KOHTPACTHATA MAaTCpPHUsi B MO3bYHATA ThKaH, KOETO OH MOTJIO /1a /10Bele 110
peakuuu Ha [[HC kaTo Hanpumep enuedanonatus.

AKO UMa CbMHEHHE 338 KOHTpacTHa eHuedaaonarus, TpaOBa 1a ce 3ano4yHe MoaxXo/ i1l JeYeHHe H
Horpomua He TpAOBa 1a ce npuiiara II0BTOPHO.

e  XuaparHpaHe

Heo6x0auMo ¢ OCHI'YpsiBaHE HA J10CTATbYHO HHBO HA XHIPATHPAHE HA BCHYKH MALMEHTH IIPCIH
BbTPECH/10BO PHUIIOKEHHE HA YIITPaBHCT (BXK. Cbilo To4ka "Octpo 6u0peuno yspexaane ). Tosa ce
oTHacsa 0cOOEHO 3a MALMEHTH ¢ MYJITHIUIEH MHEIOM, 3axapeH AMadeT, MOoJIHYpHs, OJIHIypH1,
XHIICPYPHLICMHSA, KAKTO W IPH HOBOPOJICHH, KbPMAu€Ta, MAJIKH /ICUA W NMALMCHTH B CTapyecKa
Bb3pacT.

Ha naunentu ¢ 6s0peuno yspex;iane TpsidBa j1a Ob/1e OCHIYPEHO JIOCTaThYHO HUBO HA XH/IPATHPAHC.
Bunpeku ToBa, npodunakTuyHa uHTpaBeHosHa (1V) XxuapaTalus npH NalHeHTH ¢ yMepeHo 0b0peyHo
yepexaane (¢GFR 30-59 ml/min/1.73 m?) ne ce npenoybysa, Thid KaTo HE Ca Ha0JII01aBaHH
JIOITHJIHMTEIHM NOJI3H 3a OhOpeuHaTa 6¢3onacHocT. [Ipu manmeHTH ¢ Texko 0BOpedHO yBpeXK1aHe
(eGFR <30 ml/min/1.73 m?) ¥ CBI'BTCTBALIM ChPJACYHH 3a001aBaHus, poduiakTuyHara 1V
XHJIpaTalis MOKE JIa JIOBE/IC JI0 TIOBHIIIABAHE HA CEPUO3HUTE Chp/ICYHH YC0XKHEHHUs. Pedepupaiire
ce KkbM cekiuHu: ,,0Octpo buoOpeuno yBpexnane™, ,,CbpaedHo-CbA0BH 3a00aaBaHus ", ,, Tabnu4yeH BU
Ha HECKCITAHUTE PCAKLIMH




® bBe311oKOHCTBO

HU3pa3eHH CbCTOAHHSA HA Bb30y/a, 6e3n0KOACTBO HiIH D0JIKa MOTAT JIa YBEJIHYAT PHCKA OT CTPAaHHYHH
edexTu MM aa 38 b1004aT CBBP3AHUTE C KOHTPACTHATA MATCPUA HEXeE1aHu peakuuu. TpsaOsa na ce
BHMMABa, 34 Ja ce cBeJe A0 MUMHMMYM ChbCTOSHHETO Ha 0€3MOKONCTBO MPH TAKMBA MALHEHTH.

e [IpecaBapHUTEIHO H3C/IC/ABAHE

He ce npenopbuBa u3cie/iBaHe 3a YyBCTBHTEIHOCT € H3MOJI3BAHE HA MAJIKA /103a OT KOHTPACTHATA
MaTepHs, NOHeXe TO HiAMa MpecKa3Baila cToiHocT. Hewo noseye, uicneaBaHeTo 3a YyBCTBUTETHOCT
MOHAKOTa BOJIW JIO TEKKH WIIH JIOPH (PATATHU PEAKIIHHA HA CBPBXYYBCTBHTCIIHOCT.

BbTpechI0BO NPHIOKEHHE
e  Octpo brOpeuno yepexaane

OcTtpo 6B0peuHO yBpexaane cie/ mpunoxeHHe Ha koHTpacT (Post-Contrast Acute Kidney Injury, PC-
AKI), MOXke 1a ce POsiBK KaTo IIPEXOAHO yBpexaaHne Ha OpOpeunara yHKUMA U 1a CE [I0SBH ClIek
BHTPECH/I0BO [PHIOKEHHE HAa YITpaBuCT. B pejaku cayuan Moxe ja ce nossu ocrpa Ob0peuHa
HeJOCTATBYHOCT.

B puckoBuTe pakTOpH ce BKIOYBAT, HAIIPHMED:

- ceuiecrsyBaima oOs0pedna HegocTaTbuHOCT (BXK. ceknms Jlauuentn ¢ 6606peuno yspexaane™),
- Aexuaparanus (BxK. cexkuus ,, XuapaTupane™),

- 3axapen auader,

- MYJTHIUIEH MHEJIOM/TIapanpoTeHHEMHUS,

- IIOBTapSALUH CC W/MJIH BUCOKH 1034 YJITPABHCT.

[TaumenTH cTpajamu otT ymepena kbM Texka (éGFR 44-30 ml/min/1.73 m?) niau Texka 660pedHo
yspexjiane (€GFR <30 ml/min/1.73 m?) ca ¢ MOBHIIEH PUCK OT OCTPO OBOPEUHO yBPEK/IaHE CIICT
MPUIOKEHHE Ha KOHTPACT [TPH MHTpa-apTepHaIeH MbT Ha BhBexX/1aHe H “first pass™ 0ObOpeyHa
CKCITO3UILHA.

[TaigMeHTH CcTpajaalim oT Texko 0b0peuHo yBpekaane (eGFR <30 ml/min/1.73 m2) ca ¢ noBumIcH
PUCK OT 0CTpO OBOpEeUHO yBpeKAaHe Clel NPHIOKEHHE HAa KOHTPACT [IPH HHTPA-BEHO3CH MIIM HHTpa-
apTepHalieH MhT Ha BHBEKJIaHE NPH TIOBTOPHO NTpeMUHaRaHe 1pe3 OhOpenuTe (BXK. CeKIus
LSXuapaTupane').

[laumenTH Ha AMAIKU3a, B CIy4Yad Ha JIMIICa Ha ocTaTb4yHa ObOpeuyna ¢pyHKUMsA, MOTaT aa rnojJy4yaBaT
YirrpaBucT 3a pajiMOJIOIHYHH IIPOLEAYPH, Th KATO HO/I-Ch/IbPXKAUIUTE KOHTPACTHH MAaTCpPHH Ce
M34YHCTBAT Ype3 JHATH3HHA MPOLIEC.

e  (Cpp/acyHO-CH/10BH 3a00/15BaAHHS

Hab:m10,1aBa ce 1oBHIIIEH PUCK OT KJIIMHHYHO 3HAYHMH XEMOJIMHAMHUYHH ITPOMEHH H apPHTMHS TIPH
NalMEeHTH C H3PA3€HHU ChpJeYHH 3a00NsBaHUS HIIH OCTPO KOPOHApHO 3a0oJisBaHe.

MHTpaBacKy/1apHOTO HHKEKTUPAHEe Ha YJITPaBHCT MOXeE J1a Mpeiu3BUKa 0e10ApoOEH OTOK MpH
MALKCHTH CbC ChpACYHA HEAOCTATBYHOCT.

e  DcOXPOMOIHTOM
[MaimenT ¢ $eoXxpoMOMTOM MOraT ja Ob/aT € NOBUILEH PUCK OT PA3BUTHC HA XHUIICPTOHHYHA KPHU3a.
e  MuacTeHHA I'PaBHC

Ynorpebata Ha Y ITpAaBUCT MOXKe J1a BIOIIH CHMOTOMMTE HAa MUACTEHHS IPABHC.




e Cuyuau Ha TpoMOOEeMOOIIHA

CBOWCTBO HA HE-HOHHHTE KOHTPACTHH MATCPHH € €J1a00TO B3aUMOACHCTBHE C HOPMAJTHHTC
¢$u3nonornuHn GyHKIMH, B pE3yITAT HA KOCTO HEC-HOHHHUTE KOHTPACTHA MATEPHM NPHUTEKABAT [10-
HHUCKA aHTHKOAryJaHTHA AKTUBHOCT A Vilro OTKOJNKOTO HOHHUTE MaTepuu. MHOTO (hakTopH B
JIOITBJIHEHHE KbM KOHTPACTHATA MATEPHSs, BKJIHOUBALIHM MPOIBJKMTEIIHOCTTA Ha 1poueypara, Opos
HHYKEKLIMM, MaTepHalla Ha KaTeTbpa H CIIPHHLIOBKATa, Xo4a Ha 001ecTTa H eJHOBPEMEHHHTE
ME/IMKAIIHH, MOTAT JIa JIOTPHHECAT 3a pa3BUTHE HA TPOMOOEMOOIMYHH ChOHTHSA. 3aTOBA TTPH
BacKyJapHaTa KaTeTepu3allus ToBa TpAOBa /1a ce HMa MPEIBUL U J1a ce 00bpHE M3KIIOUHTEITHO
BHHMAaHHKC Ha TCXHHUKATA HA aHrHorpadus, KaTeTbpbT 4ECTO 1a CE IPOMHBA C (PH3HOJIOTHYCH Pa3TBOP
(ako € BB3MOKHO ¢ I00aBKa Ha XeMapHH) H J1a ce CBeJIE 10 MUHHHMYM MPOB/DKHTEIIHOCTTA Ha
[IpOLEAypaTa, TAKa Y¢ PUCKBT OT TPOMOO03a U eMOOIM3BM, CBBP3aHH C IIPOLeypaTa, J1a Ce HaMalu
MAKCHMAaJIHO.

e  KonTpacT-ycuiena Mmamorpagpus (CEM)

KonTpact-ycuinenara Mmamorpadus uinara nalHeHTHTE HAa MO-BUCKOKA eKCMO3HUHMA Ha HOHM3MpaLla
pajmanmns OTKOJIKOTO CTaHaapTHaTa mamorpadus. /losara paauaiius 3aBHCH OT IUIBTHOCTTA HA
rbp/aTa, TUITLT anapar 3a MaMorpadusa H CHCTEeMHHTE HaCTPOHKH Ha anapata. OOmiara 103a Ha
paauaius npy CEM ocrasa noj rpanuiara aAeuHupana B MEXK/yHapOJIHHTE HAPBYHHIIM 110
mamorpadus (noa 3 mGy).

HMudopMalius 3a TOMOIIHUTE BEIECTBA
ToBa 1ekapcTBO ChaAbpPKa mo-mMaiko ot 1 mmol Hatpuit (23 mg) B amirysa/sakoH, T.€. MOXKE J1a ce
KaXke, Y€ MPAKTHYCCKH HC Ch/bPKA HATPHUH,

4.5 B3aumojeicTBHE C IPYTH JIEKAPCTBEHH NMPOJAYKTH W ApYru GopMH Ha B3aHMO/IeHCTBHE

Bursanuu (Merdopmun): IMpu naumuenTr ¢ ocTpa 6b0pedHa HEJOCTATHYHOCT HITH TEHKKa XPOHHYHA
6K0peuHa 0oecT eTMMMHHpPAHETO Ha OUrBaHH/IM MOXe a Oble HaMalleHO, KOETO J1a JIOBEIE J10
aKyMyJalusa Ha OMrBaHMIMTE M Pa3BMTHE HA JIaKTaTHA anuao3a. Tbi KaTo IPUIOKECHHETO Ha
YaTpaBucT MOKE J1a JI0BEIe 10 OBOPEUHO yBPEkKIaHE HIIM J10 BJIOLIaBaHEe HA OBOPEUHO yBpexkaaHe,
[MALUEHTH, JICKYBaHU ¢ METHOPMHH MOraT Aa ObAaT C NOBHILEH PUCK OT pa3BUTHE HA JIAKTATHA
aim103a, 0coOeHO OHEe3H ¢ npenxoiHo 0bOpeuno yBpexaaHe (Bx. Touka 4.4 CrnieHaiHd
npeaynpekIeHus U npeana3id Mepky npy ynorpeba B yactra BuTpechaoso npunoxenue — OcTpo
Bwbpeuno yspexaane’ ). Bb3 ocHoBa Ha W3MepBanusTa Ha OnOpeunara gynkuus Tpsabsa j1a ce
OOMHCIH HeOOXOIMMOCTTa OT MpeKbCBaHe Ha NpUeMa Ha MeTQOPMHH.

UurepaeBkun-2: [Ipe/IMITHO TedeHUE (/10 HAKOIKO CEIMHIIH) C HHTEPIEBKHH-2 C€ CBBP3BA C MOBHILICH
PHUCK OT PCaKUMH OT 3a0aBeH THII CIIPAMO Y JITPABUCT.

Paguonzoronu: JIHMAarHOCTHLHPAHETO M JICUCHHECTO HA HAPYILUICHHA HA LIIHTOBHIHATA XKJI€3a C
THPEOTPONMUYHH PA/IHOU30TONKN MOKE /12 Ob/1€ NPENnsTCTBAHO B [IPOAB/IKCHHE HA HAKOJIKO CEAMHMLH
clel NPHJIOKEeHHEeTO Ha YITPaBUCT NMopaid HaMalleH KanalHTeT Ha LIMTOBHIHATA JKJle3a 3a [oeMaHe
Ha PaJIHOH30TOIIH.

4.6 DepTHIHTET, OPeMEHHOCT H KbPMeEHe

bpeMEHHOCT

AnekBaTHH U 100pe KOHTPOIHPAHHU NMPOYYBAHHUA MpH OpeMEHHH KeHH He ca rpoBexaaHd. Hama
3a/10BOJIMTEJIHM JIAHHU 34 6€301acHOCTTa HA He-HOHHH KOHTPACTHU MATEPHH, ITPHIIOKEHH TTPH

OpeMeHHH. 3aTOBA, KOraTo € Bb3MOXKHO, H3/1araHeTo Ha paauanus TpaOBa Ja ce H30sATrBa Mo BpeMe Ha
OpeMEHHOCT, KaTo 10J13aTa OT BCAKO H3CJICBAHE C PEHTIEHOBH JIbYH, C HJIH DE3 KOHTPACTHA MATCPHS

TpAOBa /1a ce NMPEICHH BHUMATEIHO MO OTHOIIICHHE Ha Bb3MOXKHHUS PUCK. T
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[Ipu M3CAe/BAHUS C HKUBOTHU HE CAa YCTAHOBCHM BPEHHM €(EKTH 110 OTHOLICHHE HA OPEMEHHOCTTA,
eMOPHOHATHOTO/PEeTANHO pa3BUTHE, PaKJIAHETO WIIK OCTHATATHOTO PAa3BUTHE ClIEl NMPHUJIOKEHHE Ha
HOIIPOMH/L C JIHArHOCTHUYHA 11€J1 TPH XOopa.

KbpMeHe

BezonacHOCTTa Ha YITpaBHCT HE € U3CJIe/IBaHa NMpH KbpMaueTa. KOHTpacTHaTa MaTepHs ce
EKCKpETHpa B MHOI'O MAJIKH KOJIMYECTBA B YOBCUIKATA KbpMa. YBpPEXK/IaHe HA KbPMa4eTo € MaJKO
BEPOATHO (BK. ChILO TOYKA 4.4 CneLuanimn npe/lynpexieHus U Npe/iia3iu MEpKH npH ynorpeba B
yacT 'Hapymena ¢pyHKUMS HA IIMTOBHIHATA XKJIe3a ).

4.7 EdexTH BHPXY ¢110co0dHOCTTA 32 I0PHpaHe H padoTa ¢ MALIMHH
Henpuioxumo
4.8 Hexe/1aHH JICKAPCTBEHH PEAKIHH

OQb0b6wenue na npoguna na beonacnocm

O6umsaT npodpun Ha Oe3onacHoCcT HA YIITPaBMCT C€ OCHOBABa Ha JaHHM, MOJYYCHH OT
npeAMapKeTHHIOBH MPOYy4YBaHus MpH nosede 0T 3900 mandeHTH 1 OT MOCTMAapKeTHHIOBH NMPOYYBAHHUA
npu noseye ot 74000 MMaUWEHTH, KAKTO H HA JJAHHH OT CIIOHTAHHH CHOOLICHUA U B JIHTCPATYpaTa.

Haii-gyecTo HaOmronaBaHWTe HEXedaHH peakiMd (4 %) mpu MalMeHTH, Ha KOMTO € MPHIIOKCH
VirTpaBHCT, ca 171aBo0OIHE, IraieHE U Ba30AH/IATALIHA.

Haii-cepHo3HuTe HeXeNaHH peakuuH MpH MNaldeHTH, Ha KOMTO € MpHIOKEeH YITpPaBHCT, ca
aHa(MIIAKTOM/ICH LIOK, PECITUPATOPEH apecT, OPOHXOCNa3bM, OTOK HA JIADUHKCA, OTOK Ha (apHHKCa,
acTMa, KOMa, MO3Bb4Y€H YyJap, HHCYIT, MO3b4€H OTOK, KOHBYJCHA, apHTMHsA, CBbPJCYEH apecT,
MHOKap/IHa WCXemusi, HH(ApKT HAa MHOKap/ja, CbpACYHA HEJOCTATHYHOCT, OpajiMKap/vs, UHaHO3a,
XHITOTOHHSA, IIOK, JHCIHES, 0enoApobdeH OTOK, AUXaTeNlHa HEJIOCTATLYHOCT H acliHpalius.

Tabauvuen 6uo Ha Hexce1aHuUmMeE PeaKyuu

Hesxenanure peakimu, HabiroaBaiu ¢ YITpaBUCT, ca NpejicTaBeHy B Tabiuuara no-aony. Te ca
H30poeHH No cucTeMo-oprania knacupukauns (MedDRA). M3non3Bad e HaH-MOAXOQALIHAT TEPMHH
no MedDRA, 3a y1a Obj1c O11Hcana ChbOTBETHATA HEXKEIIAHA PCAKIIMA U HEHHHUTE CHHOHHMH H CBbP3aHH
CBCTOAHMA.

HexenanuTe peakuuy OT KIMHHUYHH H3IIMTBAHMA Ca H30POEHH 110 YecToTa. I pynupaHero € 1o
yectoTa, cbriiacHo MedDRA kouseHuusTa: yectd (>1/100 no <1/10), veyectu (>1/1 000 no <1/100),
peaxu (>1/10 000 xo <1/1 000), ¢ Hen3BecTHA YecTOTA (OT HAJIMYHUTE JJAHHM HE MOXKeE J1a Opae
HanpaBeHa OLICHKA).

Tabmuua 1: HexelaHH J1eKAPCTBEHH PeaKUHH, T0K/JIAABAHH B KJIHHHYHH H3NHTBAHHSA WJIH NO
BpeMe HA OCTMAPKETHHIOBOTO HADJIIO/ICHHE HA MANHEHTHTE, JIEKYBAHH C YirpaBHCT.

MedDRA-6a3a Yecrn HeuecTn Peaxn C nemnsBecTrna
JAAAHN Ha Yyecrora
CHCTEMO-

OpPraHHH

KJIACOBE
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Hapywiennst Ha
HMYHHATA
CHCTEMA

CBpbXU4YBCTBHTE!-
HOCT/ aHaduak-
TOH/IHH peaKilHH
(Hanp. anaHaK-
TOMIEH LIOKY *,
pecrpaTopeH
apect* *, OpoHxo-
cna3zsM™*, OTOK Ha
napuHkca*/
cdapuHkca*, oTOK
Ha JIMIIETO, OTOK
Ha e3ukKa’l,
napuHreanen/
¢dapuHreaicH
cna3nMt, actma ¥,
KOHIOHKTHUBHT?,
naKpuMaums®,
KHXaHe, KallIxua,
MYKO3€H OTOK,
PHHHUTY, npecun-
BaHe', Jpa3sHeHEe Ha

rbpJI0TO,
yPTHKapHA,
NpYPHTYC,
AHI'HOEIEM)
Hapywenus na TupeorokcHuHa
€HAOKPHHHATA KpH3a,
CHCTeMA THpEDHﬂHO
HapyLICHHE
Mcuxuunu be3nokoicTBO
HAPYHICHHSHA
Hapymwenus na | 3amaiiBane, Bazosarainu Koma*,
HepBHATA [‘maBoboiue, peaKLHH, Llepebpanna
cHCTEMA Hapyuienue na CoeTosHue Ha HexeMus/yap*,
BKYCa o0OBpKBaHe, Uncynt*,
Hecnoko#cTBo, Mo3bueH OTOK"*,
ITapecresus/ KonByncus*,
XHITOECTE3HUA, ITpexoana
CBHIHBOCT KOpTHKAJIHA
caenora’,
3ary0a Ha
Cbh3HaHME,
Bb30yna,
AMHE3HA,
Tpemop,

Hapyumienue Ha
pedra,

[Tape3a/ napanu3a,
Konrpacrua
cHuedasonaTHs

Hapyumienus na
ouuTe

3aMbIIICHO/
HApYLLUCHO 3PCHHE

Hapymenus na
yX0TO H
JaOHpHHTA

Hapymenue Ha
cayxa
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CohpaeuHu bonka B repaure/ | Apurmus* Cobpieuen apect*, | Mudapkr Ha
HapyLIeHHS auckompopr MuokapaHa MHOKapaa*,
HCXeMUSA*, Cobpieuna
[MannuTranun HEJ10CTaThbYHOCT*,
bpaaukapaus*,
Taxukapaus,
Ilnanoza*
Cb/10BH XHUNECPTOHHA, Xunorouus* [TTox*,
HApYUICHUS Baszoauuaranms TpomboemboIHY-
HH ChOHUTHSA ",
Basocnazem*
Pecninparopumu, anyx* benoapoben
rPHAHH H OTOK*,
Me/JlHACTHHAT- Jluxarenua
HH HapyIlIeHHH HEJ10CTATBYHOCT™,
Acnupauus®*
Cromamno- [Tospnluane, AbGaoMHHaIHa 3aTpyAHEHO
YpeBHH [ anene Oo.1ka nperablulaHe,
HapyleHHSA YBenu4yeHe Ha
CJIKOHYEHATa
AKJe3a,
Jlnapus
Hapywenuns na brono3au

KOAKATA H
NOJAKOKHATA
ThKaH

CBCTOSAHHUA (HArp.
CHH/IPOM Ha
CTuBbHC-
JIKOHCBHH HIIH
CHH/IPDOM Ha
Jlawsn), OOpHB,
Epurewm,
XUnepxuaposa,
Texxka
reHepaIu3upana
€K3aHTEeMaTO3Ha
yCcTyno3a,
JlexapcTBeHa
peaKums ¢
CO3UHODHIHA U
CHCTEMHH
CHMIITOMH

Hapymienns na
MYCKYJ/IHO-
CKe/leTHaTa
CHCTEeMA H
ChC/IHHHTE/IHA-
Ta ThbKaH

Komnaprmeur
CHPOM B CJIy4aH
Ha €KCTpaBa3salus "’

HapymieHusi Ha
o0L6pennTe M
NMUKOYHHTE
NbTHILA

brOpeuno
yBpEXIaHe®,
Octpa 6B0peuHa
HE10CTaTbYHOCT *
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Oomm bosnka, Orok O0uo

HapyIICHHA H Peakunu Ha HEpasIoJI0KECHHE,
edeKTH HA MACTOTO Ha CTy/neHH TPBIIKH,
MACTOTO HA MPHUITOAKCHHUE bneanoct
NPHJI0KEHHE (pa3nuyHU BH/10BE,

Harp. 6olka,

3aTomIsHe®, OTOK',
Bb3MajicHHe® H
yBpEAIAHE HA
MeKaTa ThKaH' B

clly4aH Ha
CKCTpaBa3allus),
Yceuane 3a
3aTOILIAHE
HiciieBaHus Koiebanus B
TeJICCHATaA
Temneparypa

* cpo01aBaHy ca JKHBOTO3aCTpalllaBallld W/ HJIH GaTaHU Cilly4au
a CaMo IIpH BBTPECH/10BO HPHJ]O}I{EHHG
§ HaeHTHHHUUUPAHK CaAMO TIPH MOCTMAPKETHHIOBO Hab/101€HHe (C HEH3BECTHA YECTOTA)

B nombiHEHHE KbM HEXeNaHHTE peakiud, U30pO€HH MOo-rope, CIeAHUTE HEXEJNaHH peaklHH ca
cpobmasand npu ERCP: noBumieHd naHkpeacHH CH3MMHHM HHBA H [AHKTPCATHT C HEH3BCCTHA
4ecToTa.

MHO3MHCTBOTO peaKkidu ciea ynorpeda B TEIeCHH KYXHHH ce Ha0/110/1aBaT HAKOJIKO 4aca Ciejt
NPUI0KEHHE.

Cro0uiaBase Ha MOJAO3UPAHH HeXeJaHH peaKkiliH

ChoO1aBaneTo Ha 1MOJI03UPAHN HEKEIIAHH PEaKIWH CJIe/l pajpeiiaBane 3a ynorpeba Ha JIeKapCTBEHHS
MPOAYKT ¢ BakHO. TOBa M0O3BOJIABA /14 MPOIBIKH HAOMIOICHHETO HA CHOTHOIICHHETO 10133/ PHUCK 33
JIeKapcTBEHUA MPOAYKT. OT MEAMIMHCKHTE CIELHAIMCTH CC W3MCKBA J1a ChoO1IaBaT BCsAKa
MoI03MpaHa HeXelaHa peakilus upes

W3mrbianuTe IHA areHUUs 110 JIeKapcTBaTa

yi. ,,Jlamsit I'pyeB” Ne 8

1303 Codus

Tel1.: +359 2 890 3417

yeOcaiiT: www.bda.bg

4.9 Ilpeaosupane

CUMOTOMHMTE MOI'AT /13 BKJIKOYBAT CJICKTPOJHUTEH U BO/IeH aucOananc, 0b0peuHa He10CTaTb4HOCT,
CBbpPACYHO-CBHAOBH H OCJIIOAPOOHH YCIIOKHCHHS.

B cnyuaii Ha BBTPeCbhbA0BO MpeaO3MpaHe 10 HEBHUMAHHE Ce NpenopbyBa jJa ce MOHUTOpHpaT
TEYHOCTHTE, CJIICKTPOITUTHTE U ObOpeunaTa pynkuus. JIeuennero na npejgo3npaneTo TpsOBa j1a e

HACO4YE€HO KbM IMOANOMaraie Ha OCHOBHUTE YKU3HEHH QYHKIHH.

VITpaBHCT ce eTMMHUHMPA 9pe3 XeMO/IHaIH3a (BXK. Touka 5.2 PapMakOKHHETHYHH CBOHCTBA).

5. ®APMAKOJIOI'MYHU CBOUCTBA
5.1 PapMakoJJHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: Boaopa3TBopHMH, HEPPOTPOITHH PEHTITEHOKOHTPACTHH CPeEC
HUCBK ocmostaputeT, ATC koua: VOBABOS
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MexaHu3bM HA ICHCTBHE

MonpoMHa - KOHTPAaCTHOTO BELECTBO HA Y ATPABHCT - € HEHOHHO, BOJAHO Pa3TBOPHMO MPOM3BOAHO HA
TpHiioHaTa n30d)TanoBa KHCEIMHA ¢ MOJIEKY/THA Maca 791.12, B KOETO 3/(paBO CBBP3AHHUAT HOJL
abcopOHpa peHTreHOBUTE JIBYH.

MHXeKTUpaHeTo Ha HOTIPOMMJL TIPAaBH HETIPO3PavHH ChI0OBETE U TEIECHHTE KYXHHH, NPE3 KOHTO
MPOTHYA KOHTPAaCcTHATa MaTepus, KOETO TMO3BOJIABA Jla e MOCTUTHE pasiMorpadcko BU3yalnu3HpaHe Ha
BLTPELIHHTE CTPYKTYPH 10 MOABABAHCTO HA 3HAYMTEIIHO pa3pexaHe.

Konrpacr-yeumiieHa Mamorpahus (CEM)
Jleset npoy4BaHus, Baro4Baim 1,531 nanueny, ca GOKyCHpaHd BbpXy KaueCTBOTO Ha
JMArHOCTUHLIMpPAHE B CbOTBETHUTE YCIIOBHSI.

B npoyyBaHusATa OlleHABAIH Moa03upatH Jie3nd, CEM noka3Ba 4yBCTBHTENIHOCT, B FPAHUIIH OT
96,9% j10 100%, w cieuuduarocT B rpanuiy ot 69,7% 1o 87% B cCpaBHEHUE C JINTHTAITHA
MaMmorpadus ¢ YyBCTBUTETHOCT 96,9% u cnetmduarocT 42,0%.

B npoyuBanus oueHsBaiun npeunsHoctra Ha CEM B cpaBHeHHe C ApYIrH AHAarHOCTHYHH METO/H,
CEM noka3spa yyscrBuTesnHocT oT 100% u oTpHLATE]IHa IPOrHO3HA CTOHHOCT (negative predictive
value/NPV) ot 100% B cpasuenne ¢ AMP (93% u 65%, p=0,04 u p<0,001, crorBeTHO). CpaBHeHa ¢
nbaHo paboTHO none aururanHa mamorpadus (FFDM) komOnnupana c yarpassyk, CEM noka3ssa
4yBCTBHTEIHOCT OT 92,3% cruipsimo 89,8%, p<0,05, noj10kuTENHA MPOrHO3HA CTONHOCT (positive
predictive value/PPV) (93% cripsimo 88,7%, p<0,01) u npemmsnoct (90,2% cnpsamo 87%, p<0,05).

[Tpu nanMeHTH ¢ npoTuBonoKasanue 3a SIMP, ki1acudukauusTa onpeaeeHa 1 cien Mmamorpapus u
cinen CEM kopeiHpa 3HaYMTETHO ¢ XMCToIaToIornyHara kiacupukauus. CEM nokassa
yyBCTBUTENHOCT OT 98,8% u cnieunuunoct or 54,55% cnpamo 89,16%, n 36,36% cboTBETHO 3a
mamorpadus.

B npoyuBanus olLieHSBAlLLM [TpeA-ONepaTHBHA OLIEHKA M OINpejelsHe cTaaus Ha pak Ha rbpaata, CEM
MOKa3Ba 4YyBCTBHTEJIHOCT, crietuduunoct, PPV, NPV u npenusuoct or chotBeTHO 93%, 98%, 90%,
98% 1 97%.. CEM e noMorHana 3a chbCTaBsiHe Ha onepaTHBeH uiaH B 1 8,4% ot ciydaure.

5.2 @®apMakOKHHCTHYHM CBOHCTBA

HonpoMut ce AbpkH B OpraHu3ma Karto JpyrHTe BUCOKO XHAPODHIHH, OHONOIHYHO HHEPTHH
BEILIECTBA, KOMTO Ce eKCKpeTHpaT ype3 ObOpeuuTe (Hanp. MaHUTOJ WIIH WHYJIHH).

AOcopOuus

CrieJt npuIIOKEHHE B OWJTHAPHUA W/ WIIM NAHKPCATHYHHS KaHa npH EHJI0CKOIICKA peTporpajiHa
xonanrnonadkpeatukorpadusa (ERCP) Hoa-cbabpkKaIIMTE KOHTPACTHH CPE/ICTBA CHCTEMHO C€
abcopOupar M ZOCTHUIAT [IMKOBH IUIa3MCHH KOHUEHTPAUMHK MEX1y | ¥ 4 yaca ciie/l IPHIIOKEHHUETO.
MaKkCHMaIHHTE CEpYMHH HOJHH HHMBA CJ1€/1 Cpe/iHa /103a OT npubau3urenaHo 7,3 g #on ca okoio 40
ITbTH [10-HUCKH B CPABHCHHE C MAKCHMAJIHMTC CCPYMHH HHBA, JOCTUIHATH CJICJ CHbOTBCTHH
MHTPABCHO3HH JI03H.

Pasnpe;ie/icHue

Cnen BLTPECHA0BO MPHIOKEHHNE TU1a3MEHHTE KOHUEHTPALMH Ha HOMPOMMU/] MHOTO Obp30 HaMa/1ABaT
MOpajiv pasipeesIiCHHE B H3BbHKIJICTHYHOTO IIPOCTPAHCTBO W MOCHEABAIIO e/IMMUHHUPAHE. OOMAT
0o0eM Ha pasnpe/icicHHe B CTA0MJTHO ChCTOSHHE € 0K0J10 16 nuTpa, KoeTo oTroBaps NpHOIH3UTEIHO
Ha 00eMa Ha U3BBHKICTHYHOTO IIPOCTPAHCTBO.

CBBp3BaHETO € MPOTEUH € NPEHEOPCIKUMO MaNKO (okolo 1%). Hama nanHH, ye HOIIPOMHIBT
peMMHaBa [pe3 He3acerHarara bapuepa KpbB-MO3bK. MajIko KOJIMYECTBO IPEMHHABA Npe3
nialeHTapHaTta Oapuepa B npoy4BaHMs npH )xMBOTHH (< 0.3 % oT J03aTa € OTKpHTA B 3aCIUIKH

berych).

Buorpanchopmauus
Honpomun HE ce MeTa0OIU3Hpa.
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EiuMmuHMpane

BpeMeTo Ha MOJNyWBOT NPH NMAIMEHTH ¢ HOpMaiHa ObOpeuHa QyHkims € npubIH3NTEIHO 2 Yaca,
HE3aBUCHMO OT /103aTa.

B u3nuTBAHUS 10308 JAMANA30H CPEAHUAT 001 KIMPBHC Ha Horpomua € 106 + 12 ml/min u ¢ noo0eH
Ha ObOpeunua kupbHC 102 £ 15 ml/min. Taka ekckpenusTa Ha HOMPOMM € TIOYTH HU3KITIOYHTETHO
6B6peuna. Camo 0koj10 2 % OT PHIJIOKEHATA 1032 CE CKCKPETHPa BB (PeKaIMUTE B PAMKHTE Ha 3
JIHH.

[pubnusurento 60 % oT go3arTa ce EKCKPETHPA B PAMKMTE Ha 3 4aca C/1e/l HHTPABEHO3HO
npuiokenue upe3 ypunarta. Cpeano > 93 % oT no3ara ce Bb3CTaHOBABA B paMKHTe Ha 12 vaca.
ExckpenmsiTa 1o ChIUIECTBO € 3aBbpPIICHA B PAMKHTE Ha 24 vaca.

Cnen npujiokeHue B OMTHAPHUA H/WIK NaHkpeaTH4yHUs kaHan 3a ERCP ioauute cepyMuu
KOHIICHTPAI[MH B YPHHATA C€ BPHUIAT KbM IPCIHITHHTE CH HUBA B PAMKHTE Ha 7 JIHH.

JIMHEeHHOCT/HEJIMHEHHOCT
DapMaKOKMHETHYHHTE N1aPAMETPH Ha HONPOMH/IA [IPH XOPaA C€ H3MEHAT NPONOPUNOHANHO (Hanp.
C.u. AUC) nmim He3aBHCHMO OT no3ata (Hanp V., t,,).

XapakTepHMCTHKH [IPH CHICLHHAJIHH NONYJ/IAIHH

Cmapuecka év3pacm (65 200uHu u no-8v3pacmHu)

[TauuentuTe Ha cpeana (49 — 64 roaMHH) U B CTapuecka Bb3pacT (65 roaMHu M 110-Bb3pacTHH) Oe3
3HAYUTEITHO YBpe/AeHa ObOpedHa (QyHKIMA UMaT oOIIM M1a3MeHH KIUPBLHCH Mexay 74 u 114 ml/min
(rpynara Ha cpeaHa Bp3pact — cpeano 102 ml/min) u mexay 72 u 110 ml/min (rpynaTa B cTapyecka
Bb3pacT — cpeaHo 89 ml/min), KOeTO € CaMO MAapIUHAIHO [10-HHUCKO OT TE3M NPH 3/1paBH y4aCTHHULH
(88 — 138 ml/min, cpeano 106 ml/min). MuauBHAyaJHUTE IOJY)XHBOTH Ha €JIMMHHHMpaHE ca
ChOTBECTHO Mexay 1,9 — 2,9 yaca m 1,5 — 2,7 yaca. B cpasHeHue ¢ quanasona ot 1,4 — 2,1 yaca npu
MJIad 3apaBd A0OPOBONLIM, BpeMeHaTa Ha TEpPMHHAJEH MOYXKHMBOT ca CXOAHH. ManKHTe pa3IuKH
CHOTBCTCTBAT HA (U3UOJIOTHYHO HAMAJICHATA CTCIICH Ha IJIOMEPYJIHA PUiITpaliHs ¢ Bb3pacTTa.

TTeouampuuna nonyiayus
dapMaKOKHHETHKaTa Ha HOMIPOMH/1a He ¢ H3clle/IBaHa MpH NeHaTpHYHa NMomyalHs (BX. Touka 4.2
Jlo3upoBKa ¥ HAYMH HA MPHUIIOKCHHE).

I layuenmu ¢ 6vbpeuno yspexcoane

[Tpwm nauneHTH ¢ yBpeacHa 0n0peuHa QyHKIUS TUIA3MEHUAT TTOTYRKHBOT Ha HOTIPOMH,L € YIBJDKCH
cpoOpa3HoO ¢ HaMaleHaTa CTeNeH Ha riIoMepyaHa QUITpaluA.

[TnazmenusT KIUpbHC € HaMaseH 10 49,4 ml/min/1,73 m* (CV = 53%) npu nanueHTH € JICKO H CPE/IHO
yBpexiane (80> CL >30 ml/min/1,73 m’) u no 18,1 ml/min/1,73 m*(CV = 30%) npu TeKKO
yBPCACHHUTE MMAUMEHTH, Heroaiexau Ha auanu3a (CLe = 30 — 10 ml/min/1,73 m?).

CpeIHUAT TepMHHANECH MOTYXHBOT ¢ 6,1 vyaca (CV = 43%) npH MaldeHTH ¢ JICKO H CPETHO
ypexzaane (80 > CL > 30 mI/min/1,73 m*) u 11,6 yaca (CV = 49%) ripn T€KKO yBpEICHHTE
nauMeHTH, Henopiexaiu Ha auannsa (CLe = 30 — 10 ml/min/1,73 m?).

KonuuecTBOTO, BH3CTAHOBEHO B YPHHATA B paMKHTE Ha 6 yaca cnea npuioxenue, € 38 % rpu
MAIMEHTH C JICKO JI0 CPE/IHO YBPEKIaHE U 26 % 1pH 1MALHEHTH C TEXKKO YBPEKIAHE, B CPABHCHHC C
Haa 83 % npu 3apaBu goOpoBoauM. B pamkuTe Ha 24 yaca cie/l NPHIOKEHHE Bb3CTAHOBABAHETO €
60 % 1pH NMaUHEHTH C JIEKO JI0 CPEAHO yBpek/iane H 51 % 1pu nauMeHTH ¢ TEKKO yBPEKJlane, B
cpaBHeHHe ¢ Han 95 % npu 31paBH 100pOBOMNIH.

HonpoMuabsT Moxke 1a 6bjae eIMMHHHpaH 4pe3 xemoananusa. [Ipubmsutento 60 % oT npuioKeHHs
HOIIPOMM/L CE OT/IEIS CJle/1 3-4acoBa /1IMaIn3a.

IHayuenmu ¢ 4eprHodpooOHO yspexcoane
EamMHHMpaHeTo He ce BIUsAe OT CTeNeHTa Ha yBpeXaaHe Ha YyepHoapoOHaTa QyHKLIHs, MOHekKe
HOTTPOMMIBT HE ¢¢ METADOJIM3HPA M CAMO OKOJIO 2 % OT TIPUIIOKEHOTO KOJIMYECTBO CE EKCKPET
BbB (PEKAJIMUTE.

5.3 TlpeaKJHHHYHH JJAHHH 3a DE301MaACHOCT
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HexnMHUYHUTE JaHHH HE MOKa3BaT oco0eH PUCK 3a Xopa Ha 0a3ara Ha KOHBEHLIHOHATTHUTE
(GapMakoJIOrHUHH MPOYUYBAHUA 32 DE30MACHOCT, NPOYYBAHHS 38 TOKCUYHOCT IPH MHOTOKPATHO
Mpujaraie, FreHOTOKCHYHOCT, KAHIIEPOTEHEH MOTEHIHAN, PENPOTYKTHBHA TOKCHYHOCT H TOKCHYHOCT
3a pa3BUTHETO.

e (CucTeMHa TOKCHYHOCT

[Ipn ekcriepMMEHTAIHU NTPOYYBAHHS HAa CHCTEMHAaTa MOHOCHMOCT Cl1e/1 MHOTOKPAaTHO BCEKHIHEBHO

MHTPABEHO3HO IIPHIOKCHHE HE Ca YCTAHOBCHH HAXO/KH, KOMTO JIa ca HeOIaronpHATHH 3a
JIHarHOCTHYHOTO MPUIIOXKEHHE Ha YIITPaBHCT NpPH Xopa.

b ['eHOTOKCHYEH MOTEHIHAI, TYMOPOI'CHHOCT

[IpoyuyBaHMATA 32 FTCHOTOKCHYHH e(PeKTH (F'EHHU, XPOMO3OMHH H FreHOMHH MYTallMOHHH TCCTOBE) i
VIVO W In Vitro He noKa3BaT MyTareHEH NOTCHIHA Ha Y ATPABUCT.

[Topaan OTCHCTBHETO HA NEHOTOKCHYHH e(EKTH M KATO Ce B3eME B 1peABK/l MeTaboanTHara
cTabuIHOCT, GapMaKOKMHETHKATa H OTCHCTBHETO Ha JaHHH 3@ TOKCHYHH eeKTH BbpXY Obp30

PACTSIIATE ThbKAHH, KAKTO U (aKkTa, ue YIJITPaBHCT € 33 ¢/IHOKPATHO IPHJIOKEHHE, HE CBIIECTBYBA
PHCK OT TYMOPOTI'€HEH €(eKT IPH Xopa.

g Jlokasina MOHOCHMOCT U IMOTECHIIHAJI 3a KOHTPACTHO CﬂHCHﬁHHH’SHpaHC

Hpquaalmﬂra 3a JIOKAJIHA ITOHOCHMOCT IIPH CAHOKPATHO HJIH MHOI'OKPATHO HHTPABCHO3HO
NMPHIOXKCHHUE H MPH ¢IHOKPATHO HHTPAApPTEPHAIIHO, HHTPAMYCKY.IHO, [TAPABCHO3HO,
HHTPANCPHTOHCAIIHO, HHTPATCKAJIHO H KOHIOHKTHBAJIHO IIPHJIOAKCHHUC ITOKA3BarT, 4cC H3001110 He ce
O4YAKBAT MJIM CC OMAKBAT CaMO ¢1a0M HEKEJ1aHH JIOKAITHH PE€AKIIHHK B KPBbBOHOCHHUTC Cbh/10BC,

napaBeHO3HHTE ThbKAaHH, Cy0apaxHOUAATHOTO MPOCTPAHCTBO WIIH JIMTABULIMTE.

HU3cnenBaHusATa 3a KOHTPACTHO CEHCHOMIM3MpaHe He MOKa3BaT CeHCHOMIN3Hpalll MOTEHIHA,

6. OAPMAIEBTHYHH TAHHHA

6.1 CnHcbK HA NIOMOIHHTE BelIECTBA
KanuueB 1MHATpUEB eaeTaT

Tpomeramun

XJI0pOBOJIOPO/IHA KHCENMHA (3a Kopekuus na pH)
HarpueB xuuapokcu (3a kopekuns Ha pH)

Boaa 3a HHXKEKIHH

6.2 HecbBMEeCTHMOCTH

an JIMTICA HA NPOYH4YBAHHA 34 HCCbBMCCTHMOCTH, TO3H JICKAPCTBCH IPOJIYKT HC TpﬂﬁBﬂ Ad CC CMCCB4A C
APYIH JEKAPCTBCHH MPOAYKTH.

6.3 Cpok Ha rojAHOCT
3 roUHH.
10 uaca ciejl MbPBOHAYAIHOTO OTBaApsiHe HA onakoBkara (amnyuna,paakoH, OyTunka).

6.4 CrnenWaJHW YCTOBHA Ha ChXPaHeHHe

Jla ce chXpaHsBa Ha 3allIUTCHO OT CBETJIMHA W HOHW3Mpallla pajaualus MACTO.
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Jla e ce chxpansiBa npu remieparypa nag 30°C.
Jla ce cbXpaHsiBa Ha HEJOCTBITHO 3a Jiella MACTO.

6.5 BuHI M chAbPKaAHHE HA ONAKOBKATA

Amitysin/diakond: 6e3uBeTHH, CThKIIO THII |

byTtunku: 6e3uBeTHH, cTbKJIO THN 1]

3anymanka: XJa0poOyTHIIOB WKW OpOMOOYTHIIOB €1aCTOMED, CHB

Kanauka: YHCT aTlyMUHHUH C BTPEIICH H BBHIIEH J1aK, ¢ IIBETCH MOJHIPOINHICHOB JIHCK.

ChabpkaHHe Ha ONMakoBKaTa

Yarpaeuct 623 mg/ml
®nakonu ot 20 ml x 10
byrniiku ot 50 ml x 10
bytunku ot 200 ml x 1, x 10
Byruiakm or 500 ml x 1, x 8

Yarpasucr 769 mg/ml
®nakonu or 30 ml x 10
bytniaku or 50 ml x 10
Byruiaku or 100 ml x 10
byruaku ot 200 ml x 1, x 10
Bytiwikn or 500 ml x 1, x 8

He BcHUKH BHIOBE OIIAKOBKH MOI'aT Ja ObJaT IIyCHATH Ha I1a3apa.

6.6 ChneudajJHH npeana3Hy MEePKH NPH HIXBbLPJIAHE H padora

VirrpaBucT TpAOBa 1a ce 3aTOIUIM 1IPEAH PHIAraHeTo My JI0 TEJIECHA TeMIIepaTypa.

e Orues Ha pa3TBOpa

KonrpacTHara matepus TpsOBa /1a ce NpoBEpH BH3YaJIHO npeM ynorpeda u He Tpadsa ja ce
M3M0J13B4, aKO € ¢ TPOMeHeH LBAT, HUTO B CJIy4ad HA HATHYHE HA Hepa3TBOPHMH YacTHLIH
(BKJIFOYUTEITHO KPHCTATH ) WIH JIcEeKTHH ONakoBKH. Thii KaTo YIITPABHCT € pasTBOP ¢ BUCOKA
KOHIIEHTpaIMs, MHOT'O PAJIKO MOJXKe /1a ce MOABH KpHCTAIH3UpaHe (MosBa Ha MIIeYHO 0510
IIOMBTHABAHE H/HJIH YTAaHKa HaA JIbHOTO HJIK IUTYBALUH KPHCTAIIH ).

e  Amnyau/pnaakoHu

Pa3TBOpLT Ha KOHTPAacTHaTa MaTepHsi Ce H3TErVIs B CINPHHIIOBKATa WIM B HHQY3HOHHaTa OaHKa,
[IPUKpPENeHa KbM HHY3HOHHATA CUCTEMA, HEIIOCPEACTBEHO MPEIaH yroTpeda.

['ymenara 3anmymasika Ttpsa0Ba aa ce npobuBa camMoO BEIHBK, 334 Ja C€ IIPCAOTBPATH BB3MOXKHOCTTA
roJeMH KOJHYECTBA MHMKPOYACTHIM OT 3anyluajikara ja nonaaHar B pastsopa. [lpenopbusa ce
ynorpebaTa Ha KaHiola ¢ AbJIbI BpbX U MakcumaieH auamersp |8 G 3a npoOHBaHe Ha 3anyluajikKaTa U
H3TErJIsHe Ha KoHTpacrtHara marepus. OcobeHo MoaAXoAsuH ca KAHIOJIMTE ChC CTPAHWYEH OTBOP,
Hanp. kaHwiId Nocore-Admix.

KonTpacTHaTa MaTepHs, KOATO HE ¢ U3MOJI3BaHA MIPH €/IHO H3CIIC/IBAHE, CE H3XBBPIIA.
e  OnakoBKH C I10-ToJIeMH 06CMH (CaMO 3a BbTPECHAOBO IPUIIOKCHUE)

CiieIHUTE MpaBHIIa BaXaT [IPH MHOTOKPATHO M3TEIJISHE HAa KOHTPACTHA MATEPHS OT ONAKOBKH OT
ml Wiu nopeue:
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MHOroKpaTHOTO M3TEr/siHe Ha KOHTpAacTHa marepus TpsdBa ja Cce M3BbpILIBA KAaTO C€ M3M10/13Ba
npeaHa3zHa4yeHo 33 MHOrOKpaTHa ynorpeda usnenue.

['ymenaTa 3anymianka Ha OyTUJIKaTa HHKOra He Tpa0OBa na ce nmpoOuBa rnoseye OT BEAHDBK, 3a Jia ce
MPEIOTBPATH HABIIM3aHETO HA TOJIAMO KOJIMYECTBO MHKPOYACTHIIH OT 3allyliajikara B pa3TBopa.

KonTpacrHara marepus TpadBa Ja ce npuiara ¢ aBTOMaTH4CH HHKCKTOP MJIM 4pE3 Ipyra rnpoueaypa,
OCHTYpsBallla CTEPHJIHOCT Ha KOHTPAacTHATa MaTCpHSL.

Tpbbara OT MHXEKTOpa KbM nanueHTa (Tphrbarta Ha nauMeHTa) TpsAOBa J1a ce CMEHsI Clie/| BCCKH
NanMeHT, 3a 1a ce u30erue KpbcrtocaHaTa KOHTAMHHALIKA.

CBbp3BalUTe TPHOM M BCHYKM YaCTH 32 e/HOKpaTHa yrnoTpeba Ha HHKEKTOpPHATA CHCTeMa TpsOBa Jia
ce M3XBBPJIAT, KOTATO Ce U3NpasHu uHdy3nonnara Oyruiika uitk 10 vaca ciie/l MbpBOTO OTBAPSHE HA

ONaKOBKAaTAa.

AKO CbLIECTBYBAT AOMBIHHUTEHH YKa3aHUA OT CbOTBETHHUA NPOU3BOAMTE/ HA MEAULIMHCKOTO
H3/1e/Me, Te TpsAOBa Ja ce cria3Bar.

JleceT 4aca cliejl OTBapsHE Ha MbPBHYHATA OMAKOBKA, OCTAHATHAT HEH3NOI3BaH Y NITPAaBHCT TpAOBA 1a
CC M3XBBPIIH.

Heu3no3BauuAT JICKAPCTBEH MPOLYKT HJIH OTIHAABYHHTE MATEPHAIH OT HEro TpsOBa /1a C¢ H3XBBPJIAT
B ChOTBETCTBHE C MECTHUTE H3HCKBAHMSI.

7. NPUTEXATEJ HA PABPEILEHHUETO 3A YIIOTPEBA
Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen, ['epManus

8. HOMEP(A) HA PASBPELLIEHHUETO 3A YIIOTPEBA

Varpasuct 623 mg/ml nnxkekunonen/nHdysnonen pasrsop: Per.Ne 20010203
Virrpasuct 769 mg/ml nwkexkunonen/nudysmnonen pasreop: Per.Ne 20010204

9. JIATA HA [TbPBO PAZPEIUABAHE/NTOJHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

JlaTra Ha nbpBo paspewapane: 09 pespyapu 2001 r.
Jlara Ha nocie/iHo noaHoBaBade: 04 man 2011 r.

10. JIATA HA AKTYAJIUBUPAHE HA TEKCTA

02/2025
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