1. MME HA JIEKAPCTBEHUSA MPOAYKT

Yarpasucr
623 mg/ml nHXKEKUMOHEH/MH(Y3HOHEH Pa3TBOP

Ultravist | oA 2/ 2/ O

623 mg/ml solution for injection/infusion .
Z30%%-10 01-10- 2006
YarpaBucT |

769 mg/ml nH¥)eKUMOHEeH/MHPY3HOHEH pa3TBOP
Ultravist
769 mg/ml solution for injection/infusion

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Yarpasuct 623 mg/ml uHxeKuUHOHeH/MH(PY3HOHEH pa3TBOp:
1 ml ceappxa 623 mg onpomun (exBuBasieHTeH Ha 300 mg #on).
Virpasuct 769 mg/ml HHKeKLHOHEH/HH(Y3HOHEH PasTBOP:
I ml chabpxa 769 mg Honpomun (ekBuBaJieHTEH Ha 370 mg ion).

[ToMoLIHO BewecTBo ¢ W3BecTHO aeiicTeue: Beekn Mununutsp cpaspxka 0,01109 mmol
(exkBuBasieHTeH Ha (,2549 mg) HaTpUil.

3a MBJIHKAA COIUCHK HAa NMOMOIIHUTE BELECTBA BHXKTE To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
NHxekumoHeH/ MH(PY3HOHEH pa3TBOP
Buctsp, Oe3usereH 10 61e10 X BT pasTBOP.

DOU3MKOXUMHYHH CBOMCTBA Ha YITPABUCT 3a CII€AHUTE KOHLEHTPALWHK:

Konuenrpauus Ha ioa (mg/ml) 300 370
. S S AR A

Ocmonanurer (osm/kg H,O) npu 37 °C 0,59 0,77
Bucko3urer (mPa-s) 1
npu 20 °C 8.9 22,0
npu 37 °C 4,7 10.0
[TnsTHOCT (2/mMl)
npu 20 °C 1,328 1,409
npu 37 °C 1,322 1,399
CroiiHoct Ha pH 6,5-8,0 | 6,5-8,0

4. KJAHUYHU JAHHH
4.1 TepaneBTHYHH MNOKA3AHHS

To3u JIEKAPCTBEH IMPOAYKT € rnpeaHasHa4eH caMo 3a TMarHoCTH4HH LUCIIH.



Varpasacr 623 mg/ml / 769 mg/ml: 3a PETPECHAOBO NMPHANOXCHHE H 38 NTPHIIOKCHHE B TC/ICCHH
KYXHHM.

KoHTpacTHO ycwiBase npH koMmoTspHa Tomorpadus (CT), aprepro- M BeHorpadus,
HHTPABEHO3HA/HHTPAAPTEPHAIHA JUIUTATHA CyOTpakiMonHna anrvorpadus (DSA);
HHTpaBeHO3Ha yporpadni, npu ERCP, aprporpagHs, KakTo 4 H3CICABAHE HA TEJIECHH KYXHHH.

Yarpasuct 623 mg/mi/769 mg/mi: 3a ynorpeba npH BE3PaCTHH KCHH 32 KOHTPACT-yYCHUNCHA
mamorpadus (contrast-enhanced mammography/CEM) 3a olicHKa Ha B€4C H3BCCTHE HIN

OTKpHBAHE Ha MOAO3MPAHH JI€3UH B I'bPATA, KATO NOMBITHEHHE KbM MAMorpadns (¢ wim 6e3
YNTPa3BYK) MM KaTO ANTEPHATHBA HA APeHO-MarHATeH pe3oHaHc (SIMP), koraro AMP e
NMPOTHBONOKA3aH WITH HE € HATHYEH.

VrpapucT 769 mg/ml: cienMamHo 38 AHrHOKApIHOrpadHH.

VarpasacT 623 mg/ml / 769 mg/ml He ca NOKa3aHH 38 HHTPATEKAIHO TPHIOKCHHE.

4.2 [Jo3EpoBKs H HAYHH HR NPHJICKCHHEE

Jlo3upoBka

4.2.1 lo3HpOBKA 38 HHTPABACKYAAPHO NPHACKREHHEE

JloznpoBkara TpE6Ba ia ce AJAITHPA KbM BB3PacTTa, TEI/IOTO, KITHHAYHAA NPOGJEM H TEXHHKATa HA
H3CNCABAHE,

JIO3MPOBKUYE, IOCOYEHH HO-O0Y, Ca CAMO MPENOPHYHTEIHN B MPEACTABIABAT COMKHOBEHH JIO3H 32
Cpe/ieH HOPMAJIEH BB3pacTeH ¢ TenecHo Terno 70 kg. Jloanre ca NOCOYCHH 38 CAHOKPATHH HIDKSKITH
H 38 KHIOTPaM TEJIECHO TETNO.

O6rKHOBEHO 1034 A0 1,5 g #lon Ha kg TenecHo Terno ce NoHacsAT Ao0pe.

IMpenopbIHTEIHH NO3H 38 CNHOKPATHO HHIKECKTHPAHE!

KonseHIoRaHa aHraorpadus

AHrHorpadua Ha a0PTHATA Ibra 50-80 m! Yarpasucr 623 mg/ml

CeneKTHBHA aHTHOTpadus 6-15 m! Ynrpassct 623 mg/ml
TopaxanHa aoprorpadus 50-80 ml VnrpaBuct 623 mg/ml / 769 mg/mli
A6noMuHanHa aoprorpadus 40-60 m! Yrrpasuct 623 mg/ml
AprepuorpadHs:

["'opry xpatHAIM 8-12 ml Yarpasuct 623 mg/ml
Homs xpalfHuLH 20-30 ml Ynrpasucr 623 mg/ml
AHTHOKApIHOIpaPHI:

Crples M KaMepH 40-60 ml Yarpasuct 769 mg/ml
KopoHapHH ChAOBE 5-8 ml Virrpasuct 769 mg/ml
Benorpagus:

N'opHy KpaiHHIM 15-30 ml Yrrpasucr 623 mg/ml

JTonmHu xpafiHMIM 30-60 ml Virrpasucr 623 mg/ml




e Hurpasenoina DSA

UHTpaBeHO3HOTO GOMyCHO HibkekTupate Ha 30-60 ml Yarpasuct 623 mg/mi/ 769 mg/ml (ckopoct 8-
12 ml/s B kyGuTansara seHa; 10-20 ml/s B6B BEHA KaBa) Ce MPENOPHIBA CAMO 34 KOHTPACTHO
m300pa3apaHe HA rOJIEMHTE ChIOBE Ha TWIOTO. KOJIHIECTBOTO KORTPACTHA MATEPHA, KOETO OCTABA BEB
BEHHTE, MOXE 14 ¢ HAMATH H [a C€ H3NOI3Ba 38 AMArHOCTHKA YPe3 HIDKCKTHPAHE HA H30TOHHICH
Pa3sTBOP KA HATPHEB XJIOPHA KATO 6OYyC HENOCPEACTBEHO ClIE HETO.

Brapacras: 30-60 ml Yrrpasucr 623 mg/ml / 769 mg/ml

e HarpaasprepmanHa DSA

Jo3UTe B KOHLICHTPAIMATA, H3TIOI3BAHH IPH KOHBCHIHOHANHATA anuruorpadud, Morar na 6saart
HAMAIEHH NPH HHTpaapTepraiHara DSA.

3a CHITHO KOHTPACTHH 06pa3H Ha ApTEPHKTE, HAID. B 0ONACTTA HA IVIABATA, IMATA H XPAHHHUNTE,
OBHKHOBEHO Ce TIOCTABAT HAKONKO HIKekuyH oT 10-40 ml Yirrpasuct 312 mg/ml — B 3aBHCAMOCT OT

rOJIEMAHATA BA CHAOBETE — AUPEKTHO WIH Ype3 KaTeThp.

ITo-BHCOKH [O3H OT KOHTpacTHaTa MaTephs (oxono 200 ml Yrrpasuct 312 mg/ml), Moxe 1a ca
Beo6XOIMMH HPH HAKOH CITydaH, 33 Aia C€ BU3YAIH3IHPAT ChA0BETE HA NOAHATE KpaliH¥1M, HaIp. Ko
[fle c¢& HM3CJIC/ABAT JBATA KPaKa.

e KoMmoTepHa TOMOTpaduA

KoraTo e BraMOkHO YIITpaBscT Tpatpa a ce HHMEKTHPA HHTPABEHO3HO KATOo OOIryc, IpH KOeTo € 32
NpeANOYMTaHE A CE H3NOII3BA MIDKEKTOp. CaMo IpH OaBHMTE CKEHEePH MOJIOBHHATA OT 0011aTa 1038

TpaGBa j1a ce npunara karo 6oNyc, 8 OCTATHKA 38 2-6 MHHYTH, 33 /1a C€ rapAHTHPA OTHOCHTEIHO
NOCTOSHHA, MAKAp H HE MAKCHMATHA KOHLIEHTPAIMA B KPBHBTA.

Crmpansara CT npH eAHEAIHHE H CHOELHAIHO TPH MHOTOPA3Pe3HH TEXHAKH M03BOJINBA O6bp30
nosrydasaHe Ha 06eM AaRHH N0 BPEME Ha ¢{HO 38ALPXKAHE HA JHIIAHCTO. 3a fa ce ONMTHMH3HPA
edexra Ha uuTpaneHosnus Goxyc (80-150 ml Vorrpasucr 623 mg/mi), MpuIOXKeH B M3CieIBAHATS
obnacT (DMK, BpeMe H MPOAL/DKHTENHOCT HA YCHIBRHETO), C€ MPENophIBa ynorpebara Ha
ABTOMATHYCH HIDKEKTOP H mpocnesgeaHe Ha fomyca.

o CT Ha N0 TLIO

IIpy KOMMOTHEPHATA TOMOrpadas HeohXoAMMHTE 034 KOHTPACTHA MRTCPHA B CKOPOCTTA HA
MPHIArAHE 3aBMCAT OT OPraHHuTe, KOUTO IHe Ce M3CNEABAT, AHArHOCTHIHAS npolJsieM U raBHoO OT

PA3IAYHOTO CKAHMPAHE H BPEMETO 38 PEKOHCTPYKIHA Ha o0pa3a IpH CKCHEPHTE, KOHTO CC
H3MOJI3BAT.

o Kpafmanna CT
BB3pacTHH :

Vrpasucr 623 mg/ml: 1,0 - 2,0 ml/kg TenecHo TErno
Yrrpasuct 769 mg/mi: 1,0 - 1,5 ml/kg TenecHo Terno

e HurpapeHo3Ha yporpadpHs

DOUIHONOrHUHO BEAOCTATHIHATA CIOCOBGHOCT 32 KOHIEHTPALMA Ha OLle He3peHa HepoH Ha
aerckuTe Gu6per H3UCKBA OTHOCHTE/IHO BECOKH I03H KOHTPACTHA MATCPHH,

[TpenopbYBAT C€ CIESIHHTE NO3M :

HoBopoaenu 1,2 g /kg Tenecuo rerno = 4,0 ml/kg TesecHo rerno Y



(<1 Mecew) = 3,2 ml/kg TenecHo Terjo Yirpasucr 769 mg/ml

KnpMagera 1 Mankn nena 1,0 g kg Tenecso Terno = 3,0 ml/kg TenecHo Terno Yarpasucr 623 mg/ml

(1 Mecent — 2 roAMHH) = 2,7 ml/kg Tenecno Terno Yiarpasscr 769 mg/ml
Heuta 0,5 g I/kg Tenecno Terno = 1,5 ml/kg TesiecHo Terno Yarpasscr 623 mg/ml
(2-11 roguHA) = 1,4 ml’kg renecxo Terno Yarpasuer 769 mg/mi

IOHowH u Br3pactaM 0,3 g I/kg TenecHo Terno = 1,0 mi/kg TenecHo terno Yrrpasucr 623 mg/mi
= (0,8 ml/kg TenecHo Terno Yirpasucr 769 mg/ml

VBeHYCHHETO Ha J03aTa NPH Bh3PACTHH € Bh3IMOXKHO, aK0 c& CMETHE 38 HeoOX0mMMOo npH
CHELMATHH [IOKA3aHHA.

e Kourpacr-ycuneHa Mmamorpapus (CEM)

VirpasucT TpaGBa ia ce NpHnara HHTPABECHO3HO, 38 NPEANOYHTAHE C ABTOMATHYCH HEDKEKTOD.
H3o6pakeHneTo 3an04Ba [a C¢ MPOABABa NPHONMBHTENHO 2 MMHYTH CIICA PHJIAraHe Ha
KOHTPACTHOTO BEIICCTBO.

B13pacTHH:
VirrpaBrct 623 mg/ml/769 mg/ml: 1,5 ml/kg TenecHo Terno.

Bpemena Ha $HAMADaHE
Korato ce cna3saT ropens0poeHnTe YKa3aH!A 32 JO3HpaHe W YirrpasucT 623 mg/ml/ 769 mg/ml ce

mpunara 3a 1-2 MHHYTH, GBOpeTHHAT NapeHXHM 0OHKHOBERO CTABA HEMPO3padeH 3a 3 10 5 MHHYTH, &
6B6peTHOTO JierenYe 1 NMKOYHHTE IThTHINA 32 8-15 MAHYTH Clle[l HANANO0TO HA MPIIoXKEHHETo. Jlo-

paHHOTO (ruIMHpane TpxOBa Aa ce H3bepe MpH No-MIAAH NAUMCHTH, & NO-KbCHOTO IIPH N0-BB3PACTHH
TIAI[MCHTH,

OGHKHOBEHO Ce MMPeNnopHYsa MEPBHAT GHIIM 18 Ce CHEME 2-3 MHHYTH CGeA IPHIArAHETO HA
KOHTpacTHaTa Marepus. [Ipd HOBOPOIEHH, KbPMAtCTa H NAACHTH ¢ (yHKLHOHANHA ObOpeyuHa
HEIOCTRTHYHOCT NO-KHCHOTO PHIMHpaHe MOXe a Nopo0pH BH3YaNnn3aiiaTa Ha IMKOIYHATE IThTHLIA.

4.2.2 JoampoBxa npH ynorpeba B APYTH TeNecHR KyXHBH

[To speme Ha aprporpadua 1 ERCP HIDKeKTHpaHeTO Ha KOHTPacTHA MaTepus Tpa0aa Jia ce
MOHHTOPHPA 9pe3 QUIyOopOCKOImHS.

[IpenopbYATEIHH JO3H 33 €AMHUYHO HACICABAHE:

Jlo3HpoBKATa MOKE A1a BAPHPa B 3ABHCHMOCT OT BB3PacTTs, TEMNIOTO H 00IIOTO CHCTOSHKE HA
NALACHTE, KAKTO M OT KIHHHYHHUA NMpolJieM, TEXHAKATA HA Hicneasane i 001acTTa, KOATO Ce
micaensa. JJO3HpOBKHTE, AAJCHH TI0-H0JTY, €4 CAMO OPENOPBHIHTENHH M NPCACTARIABAT CPEAHHTE JO3H
33 HOPM&/IeH BH3PacTeH.

Aprporpadus:  5-15 ml Varpaesuer 623 mg/ml / 769 mg/mi

ERCP: JTo3ara 3aBHCH OT ThPCEHATA KIMHHYIHAE HHPOPMAIMA ¥ pasMepa Ha CTPYKTypara,
KOATO ce m300pa3ipa.
Hpyru: Jlo3aTa 3aBHCH OT THPCEHATA KIIMHMIHA HHPOpMALMA H pa3Mepa Ha CTPYKTYparTa,

KOATO ¢ H300pa3gsa.




4.2.3 Jompaaureana ARGOPMAURE OPH CICHHAIEHE NONYJANHH

ITeovampuuna nonyrayus
Hosoponenn (<1 mecen) u §ebera (1 mecen — 2 ronunn)

Kespmadera (n0a €HOrOAMINHA BH3pacT) H 0COOCHO HOBOPORCHHTE Ca NMPeRpA3NONIOKEHH KbM
HApPYIICHHA B CNCKTPOSMTHHA 6aNaHC B KEM XeMOIMHAMHIHH NpoMeHn. TpsOBa na ce pHAMAaRa 3a
N038Ta KOHTPACTHA MATEPHA, KOSTO IIE C€ MPHIOKH, 332 TEXHHYECKOTO M3ITHITHCHAE Ha 0Bpa3sHOTO
H3CNeaBaHe ¥ 3a CTaTyca HA NMAalMeHTa.

Crapuecka u3ipact (65 roaAnHH H NO-BLIPACTHH)

B easo KIHHWIHO M3NHTBAHE He ca HabmonaBaHy pa3jiuki BbB (papMaKOKHHETHKATA MEKITY
NalMEHTHTE B CTAPYECKA PB3PacT (65 rOAHHHE M NO-BH3PACTHH) K nO-Miuanure mauuenTy. 1o tasn
IIpUYMHA He e AABAT CICI{MANHH NMPENOPBKH 38 KOPEKIMA Ha A03aTa PH NALMEHTH B CTapyecka
BHL3PAcCT, OCBEH OIMUCcanmTe B TO9KA 4.2.2 JI03HpOBKA.

ManueHTH ¢ YepuoApobHO yBpEENaAHe

EmavuaHpaneTo Ha HOMPOMHJ HE ce WIMAC OT yBpeeHaTa yepHoApoOHa GyHKkine, moHexe caMo 2 %
OT ZI038Ta CC eNIMMHHHpA Ipe3 denecuTe  HOMPOMUIET He ce MeTabou3Hpa. KopekuMH Ha A03aTa He
ce CMATAT 33 HANOKHATE/IHA NPH NAIMEHTH ¢ 9epHOAPOOHO yBpeKaaHe.

Hansentn ¢ 6p6peano yspexaane

Toit xaro HOMPOMHABT Ce EKCKPETHPA NOYTH M3LAN0 B HeM3MEHeHa (popMa sipe3 6n0peruTe,
eMMHHHPAHETO Ha HOMpOMHMA ¢ YAWDKEHO NMpH nauHeHTH ¢ 656peano yppexnane. C uen aa ce

HAMAITH PHCKA OT JOIWIHATENHO OH0PeTHO YBpeXKAaHE, HHAYUHPAHO OT KOHTPACTHATA MATEPHs, IIPH
NALMEeHTH ¢ HAMWYHO npeau Toa 636peuo yBpexaane TpaOBa Aa ¢ H3No38a MHHHMATHATA

BL3IMONKHA 032 MPHA Te3H NAIHEHTH (BK. CHINO TAKA TOYKH 4.4 Coenyanas NpeaynpexacHHs U
MpeANA3HK Mepku npH ynorpeba U 5.2 GapMakOKHHETHIHH CBORCTBA).

HauiH Ha NMpHIOKECHUE

3aToNeHa A0 TeNEeCHE TEMIEPATYPa, KOHTPACTHATA MATEPHA C€ NOHACH NO-100pe U Ce HIDKEKTHPA
[I0-JIECHO, 3AIN0TO BUCKO3HTETHLT C€ MOHIDKABA.

3a yxa3jaHuS OTHOCHO NICKAPCTBEHUA MPOAYKT NPEH MPUIOKEHRE BHXTE TOYKa 6.6 “CreimanHu
Npeana3Hyd MEPKH MpH U3XBhpsHe H pabora”

4.3 IIpoTHBONOKR3IAHES

CBpBXYYBCTBHTEIHOCT KbM 8KTHBHOTO BEINECTBO WIH KbM HAKOE OT ITOMOIIHATE BEIECTBA,
H36poesn B Touka 6.1.
Hama abCcoOMOTHHE MPOTHBOMOKA3aHHA 38 ynorpedara Ha YITpaBHCT.

4.4 CuoenHalAH NpeaAyYNpeXACHAS H NPEANA3HN MEePKA NpH ynoTpeba

IIpocaenuMocT
3a na ce noaocOpu NpoCHeAMMOCTTa Ha ORONOrHIHUTE JIEKAPCTBCHH MPONYKTH, HMETO H NAPTHIHHAAT
HOMEp Ha NPWIOKEHHA NPOAYKT TpAOBa ACHO jha Ce 3aIHMCBaT.




3a BCHUIKE NOKAIRNASN
¢ Texxu KOXHHA HexenaHn peakid (SCARs)

Texxn KOkHH Hexenaan peakik (SCARS), BRIIOUHTEIHO CHHAPOM Ha Stevens-Johnson (SJS),

TOKCHYHA enuaepManta Hexkponusa (TEN), nexapcTbeHa peaKipas ¢ CO3HHOPHIHA ¥ CHCTEMHH
cumnromMu (DRESS) ¥ ocTpa reHepanisnpaHa ex3aHTeMaTo3Ha mycrynosa (AGEP), konro Morar na

GBIAT KHBOTO3ACTPAIIABAINY HIH JETANHH, Ca ChOOMABAHA C HEH3BECTHA YECTOTA, BBB BPE3KA C
NPHAOKEHUETO HA HONPOMH]I.

[laumenTtire Tpabba Aa GbaaT MHGOPMHPAKH 38 MPHIHALMTE H CUMITTOMHTE, M 13 OBAAT BHUMATE/HO
HaOmoAaABAHH 33 KOMKKHH peakuyH,

[px Aeua MPBOHAYANIHATA NPOABA HA OOpHB MOXe Aa ce cOBpKka ¢ HRexuna | JiekapaTe TpAOBa Na
IIPELICHAT BH3MOXHOCTTA 32 PEAKIMA KbM HOMPOMHEJ NpH ACuUA, KOHTO pa3BHBaT IPUIHAIM HA 0OpHB M
NOBUIICHA TEMICPATYPA.

[ToBeyero OT Te3H peaKivH ¢a FE3HUKHAIHN B pamxuTe Ha 8 cemvuuu (AGEP: 1-12 auun, DRESS: 2-8
cenmutiy, SJIS/TEN: 5 nau no 8 cenmuum).

AKO NAIHEHTET € PasBHI CepHo3Ha peaxmud, HanpaMep SJS, TEN, AGEP wnu DRESS mpu
NpUJIOXeHAe HA HONpoMHA, HOMPOMUA HHKOra He TPSOBA a C¢ NpHAra NOBTOPHO MPH TO3H
MALKECHT.

¢ PeakiiiH HA CBPBXTYBCTBHTEIHOCT

VITpaBUCT MOXE A8 C€ aCOLMHpA ¢ aHahHIAKTOMIHI/XATICPCCH3UTHBHH WIH JpPYTH
HAKOCHHKPATHIHE PCAKIIHH, XAPAKTEPHIHPAIH C€ ChC ChPACTHO-ChAOBH, PECITHPATOPHH H KOXKHH
NpOSBH.

BB3MOKHH €& CPEAHO TEKKH A0 TEKKHE ANEPrHHONONOOHH peakiliH, BITIONHTEHO H IIOK (BXK.
touxa 4.8 Hexenann peaxipn). [Topeuero oT TAX c¢ NOSBABAT B paMkuTe Ha 30 MMHYTH cnex
MPHIOKEHHETO. BB3MOXKHK ca 1 peakuys ot 3abasen THN (Cre) I8cCOBE WIH THHA).

PHCKBT OT peAKHMH HA CBPbXTYBCTBHTEIHOCT € IO-BHCOK B Cily4aH Ha:

- IPEeAHIIHA PeaKIms KbM KOHTPACTHAE MaTepHA
- NAHHH 33 OGPOHXMATHA 8CTMA WIH JPYTH ANeprudyHH 3adongaBasns.

HsnckBa ce ocobeHO BHEMATENHA OLCHKA HA CHOTROIICHHETO PHCK/TION3A MpH NAHEHTH ¢ U3BECTHA

CBPBEXIYBCTBHTETHOCT KbM YJITPABHCT MM KbM HSKOA OT JPYTHTE CHCTABKH HA NMPOAYKTa HIM C
NpeAHITHA PEaKiHd Ha CBPBXYYBCTBHTEIHOCT KbM HAKOA HOA-ChABpXALIA KOHTPACTHA MATECPHA
Nopajii NOBAIICHHAS PACK OT PeaKIMA HA CBPbXTYBCTBHTENHOCT (BKIIOYMTENHO TEXKH PCaKiWH).

BrIpeks TOBA TE€3M PEaKIMM Ca HEPEryJIApHE H HEMPEACKA3IYEMH 110 [IPHPOAA.

IManreHTH ¢ NOAOOHH peakiiK, OKATO ca NpAeManH Oera-OnoKepH, MOTAT J1a Ca Pe3HCTEHTHH HA
nedyeHue ¢ Gera-aroHUCTH (BXK. CHINO TOMKA 4.5 BaauMoaeCTBHE ¢ APYTH NEK2PCTRCHH MPOAYKTH H
Ipyrn ¢popmMu Ha B3aHMONediCcTBHE)

B ciyuaii Ha TeXKa peaxiysa Ha CBPBXIyBCTBUTEIHOCT MOXeE A c¢ Halumoasa TeXBK WIH AOPH
¢aTancH H3XOA NPH NALKCHTH ChC CHPAECTHO-CHIOBO 3a00/ABaHE.

TMopagH BE3MOKHOCT OT TEXKKA XHNCPCEHIHTHBHA PEAKIMA CICH IPHJIOKEHUETO HA KOHTPACTHATA
MATepHs Ce IIpenopbipa HabmogeHNe Ha NALHEHTa ClICA NIPOLCAYypara.

IMoaroroska 3a CNIENIAN CNyY4aH ¢ Heo0XouMa 38 BCHIKH MAIfHEHTH.




¢ Hapymena QyHKIDNS HE IIMTOBHAHATA XKJ1€3a

Heob6xomumMa e MHOIO BHMMATETHA OIICHKA HA PACKOBETE H NOJIIHTE NPH NALHEHTH ¢ H3BECTCH HIH
NONO3HPaH XANEPTHPCOHIMIbM WIH ryIa, Thil KaTo HOA-CHABPIKAINA KOHTPACTHA MATEPHA MOXKE 12
MHAYLMP3 XHIIEPTHPEOHAM3IEM H THPEOTOKCHYHA KPH3a [TPH TAKHBA NAumeHTH, [Ipn naupeHTH ¢
M3BecTeH WIH MOAO3HPAH XHIIEPTHPEOHAHIBM MOXKCE Aa CE NMpETIpHeME H3CIEABAHETO Ha PyHKIMATA
HA NIMTOBHIHATA XXJIc3a NPEAH NPHIOKCHHETO HA YIITPABHCT H/HIM NPHEM Ha MPCBAHTHBHO

TUPEOCTATHTHO JIEKapCTBO.

ITps TecTane QYHKIMATA HE IIATOBAAHATA AJIE3a M0 BPEME Ha NPHIOXEHAC HA HOA-ChABpKAIA
KOHTPACTHA MATEpHA MPH Aela # PR3pacTHH NAUHEHTH ca OHIH OKIaNBAHH XHNOTHPOMIUIBM HITH
MPEXOAHO MOTHCKAHE HA (yHKIINTAE HA MUTOBHAHATA XK1€3a. [IOTCHIHATHHAT PACK OT
XHATIOTHPOHIM3EM IIPH NMAWHEHTH C H3BECTHO HITH MOAO3HPaHo 3abo/aBane HA IHTOBHAHATA XKJIe3a
TpAOBa 13 ObAe oneHeR mpead ynorpeda Ha Hoa-CHABPKAINA KOHTPACTHA MATEPHA.

[TenuarpyuHa MOMYyNAHHA

Hapymena ¢yHKuHS Ha IATOBAAHATA MJi€38 XApaKTePHIHpalla ¢€ ¢ XHIOTHPOUIHIBEM HITH C
MpEeXOIHO NOTACKAHE Ha MUTOBUAHATA QYHKIIHA CA NOKIAIBAHH H Clell eAHOKPATHO H ClieH
MHOIMOKPaTHO NPHJIOKEHHE HA Hoaupasy KOHTPACTHH BEHISCTBA IPH NEAHaTPHYHHA NAIUEHTH 10~
MAJIKH OT 3 ropuHH. YecToTaTa HA JoKnaasaHe e Mexny 1% B 15% B 3aBHCHMOCT OT BB3pacTTa Ha
MAlMEHTHTE U OT X03aTa HOAMPAHM KOHTPACTHH BEIIECTEA, H € No-4ecTo HalmosapaHa mpH
HOBOPOAEHH H MPEKAEBPEMEHHO poaeHH Aela. HoBopoZeHHTe ChINO MOXe Aa ¢a OWH HIOKEHH OT
MalfkaTa no BpeMe Ha OpeMeHoCTTa.

[To-Mnana BH3pPAcT, MEOI'O HHCKO TErNO NO-BpeMe Ha paIaHe, HEAOHOCEHOCT, CKPUTH MERUITMHCKH
CBCTOSHHSA NORTHABAINH HIMTOBHAHATA QYHKI[MA, MPUEMAHE B HCOHATAJIHH WIH NCAHATPHIHH
OTICNEHNA 33 HHTCH3ABHO JIeUSHHE H BPOACHH CHPACYHH 3a00/ISBAHHA Ca CBLP3aHM ¢ NOBHILIEH PHCK
OT XMTIOTHPECOMANIEM Gl eKCIIO3HIAA ¢ HoAMpaHK KOHTPACTHH BemecTRa. [leAuaTpuIHHTe
NALUEHTH C BPOACHH ChpACUHH 3a00M7BaHNA Ca HATMOKEHH Ha HAl-roiIM PHCK, THH KaT0 IpH THiX
9eCcTO C¢ H3HCKBAT BHCOKH J03H KOHTPACTHH BCINECTBA MO BPEME HA HHBAHMBHH ChpPACIHH
npouexyps. ILlHTosaHa %e3a ¢ MOHMKCHE AKTHBHOCT Npe3 PAHHMTE rOAYHN MOXe 2 Onae
NPHUYKHA 38 Pa3BHTHE HA KOTHHTHBHHA H HCBPOJIOTHYHM 3800NABAHHS H MOXKE A4 MMA HYXXAa OT
3aMECTHTEITHA TEPAIHA ¢ XOPMOHH Ha IHTOBHAHATA xie3a. Cen NpHIoKeHHe HA HONHPaHH
KOHTPaCTHH BEIEeCTBa, HHAHBHAYATH3HpaliTe MpOC/IEANBAHECTO HA ITHTOBAAHATA (PYHKIMS Das3upaHo
Ha CKPUTHTE PHCKOBH ()akTOpH 0COOEHO ITpH HOBOPOAEHH H MPEKAECBPEMEHHO POZICHH IELA.

e Hapymenus va I{THC

[Taimentn ¢ Hapymenua Ha IJHC ca ¢ noBHIICH pHCK 34 NOSBA H& HEBPOJIOTHIHH YCNOXKHCHHA,
CBBP38HH C MPHIOKEHUETO HA HonpoMHA. HEBpOIOrHIHHTE YCIOXKHEHHA C& [10-YECTH NPH

nepedpaHa aHrHOrpagHs 1 CBEP3AHHTE C HEA MTPOLEAYPH.

CrofmiaBa ce 3a eHuedanonaras mpn ynorpebara Ha fompoMun (Bx. Touxa 4.8). KoHTpacTHaTa
eHLCPANONATHA MOXE A CE NMPOSBH CHC CHMITTOMM H DPH3HANHA HA HOBPOJIOrHYHA AHCPYHKIHA, KATO
rnasoGoNMe, IPHTENHO HAPYIICHWE, KOPOBA ClenoTa, 00bPpKkanocT, MLpIoBe, 3aryda Ha KOOpAHHAINA,
xeMunapesa, adpazus, 3aryba Ha Ch3HAHME, KOMA U MO3BbYeH 0TOK. CHMITTOMHTE OOHMKHOBEHO
BL3HMKBAT B PAMKMTE HA MHHYTH JO 98COBE Cllefl MPHIOKEHUETO HA HompoMua H OOHKHOBEHHO

OTINYMSBAT B DAMKHTE HA JAHH.

Hanckpa ce ocobeHo BHAMAHHE B CHTYAIIHH, IIPH KOUTO MOXKE a HMA HAMAJICH Ipar 3a NnoAsa Ha
FhpPUOBE, KATO AHAMHE3A 38 I'EPI0BE WIH ¢IHOBPEMEHHATa YNoTpeda HA HAKOH JICKAPCTEA.

(akTOpH, KOHTO NOBHIIABAT MPOHANAEMOCTTA HA KPBBHO-MO3BIHATA GapHepa, YICCHABAT
MPEMHHABAHETO HA KOHTPACTHATA MATEPHS B MO3LYHATA THKAH, KoeTo OH MOIIO A2 0
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AXO HMa CEMHCHHE 38 KOHTPacTHa eBunedanonaTus, Tpa6ba fa ce 3an04YHe MOAXOAAIO JICYCHHE H
HionpoMup He TpaOBa Aa ce npunara MoBTOPHO.

e XHapaTHpaHe

HeobX0IAMO ¢ OCHIypaSBaHe Ha JOCTATHYHO HABO HA XHAPATHPAHE HA BCHUKH NALHEHTH IIPEAH
BHTPECHAOBO NPUIOKEHHE Ha YTpaBrcT (K. CHIN0 TouKa Ocrpo On0peuno yspexngane ). Tosa ce
OTHACA 0COOEHO 33 NAIHEHTH ¢ MYJITHIUICH MHCIIOM, 3aXapeH auadber, NoNHypHs, OJUrypHi,
XHIIEPYPHIIEMHES, KAKTO H MPH HOBOPOACHH, KEPMAYETa, MAJIKH ICLIA H MTAIMEHTH B CTapYecka
BB3PAcCT.

Ha naunenTs ¢ 0n6peano yspexaaHne Tpabsa 1a Obae OCHTypeHO AOCTATHIHO HHBO HA XHAPATHpaHe.

Brsopexku 082, DpodHIAKTHYHA HHTpaBeHo3Ha (IV) xuapaTarms Np# NaifHEHTH ¢ yMepeHo 6B0peaHo
yspexaane (eGFR 30-59 ml/min/1.73 m?) we ce npenowntsa, Thit xaTo He ca HabmonaBaHH

NOIBITHUTETHH NI0M3H 3a 6a6peunara GesonacHocT. [Ipn namuerTH ¢ Texko 6v0peuno yBpeKnaHe
(eGFR <30 ml/min/1.73 m?) ¥ chLITBTCTBAINM ChPACYHM 3a6onaBanAs, MpodunakTHaHaTa [V
XRAPATAIHA MOXE JIA IoBE/IE 0 NOBHIUABAHE HA CEPHO3HATE CHPACUHH yCIoXHeHHA. Pedeprpalite
ce KbM cexlun: ,,Octpo Br6peuno yepexaare, ,,CopieuHo-cbA0BH 3abonapanut”, ,, TabmudeH A
HA HEXC/NAHNTE PCaKIHH ™,

¢ be3znoxo#crso

M3paseHu ChCTOAHUS HA BB30Yyaa, OeanokoiicTBo WM Hoska MOraT 5a YBeIHYaT PHCKA OT CTPARHUYIHH

edexTH HIM 13 3ATKTIC0URT CBBP3aHMTE C KOHTPACTHATA MATEpHA HEXeNaHNn peakuun. Tpabsa aa ce
BHMMAB4, 38 /12 C€ CBEie 10 MHHAMYM ChCTOAHHETO Ha 6e311okoiicTBO NIpH TAKHBA NAIMEHTH,

e [lpeapapHUTenHO H3CNCABAHE

He ce npenopbapa M3CNCABAHE 38 YYBCTBHTEIHOCT ¢ M3ITONI3BAHC HA MAJIKA 038 OT KOHTPACTHATa
MaTepHs, TOHEKE TO HAMA NpeAcKka3Bana CTORHOCT. Hemo nosede, H3CNEABAHETO 33 YYBCTBHTENHOCT
NOHAKOTa BOMM IO TEXKH WIH J0PH PaTanHH peakLMH Ha CBPbXTYBCTBHTEJIHOCT.

BLTpechA0BO HPHRIOIKEHHE

e Octpo brbOpeuno yspexnaane

Octpo 656peaHo yBpexaane cnea npunoxenne Ha xouTpact (Post-Contrast Acute Kidney Injury, PC-
AKI), MOXKe 113 ce MPOABH KaTO NPeXoaHo yBpexuaHe Ha (pOpeqHaTa QyHKIMA H A3 C€ MOSBH Cex

BBTPECHAOBO NpWIoKeHHe Ha YrpasacT. B pexu ciryqan Moxe 1a ce nosBH octpa 656pesna
HEAOCTATHIHOCT.,

B pHckoBATe PaKTOpH c€ BKIIIOYBAT, HAMPHMED:

-  cpmecTeyBama 6s0pedna HexocTaThIHOCT (RK. cexuus ,JlamerTn ¢ Ou6peuHo yepexnane™),
- AexuapaTala (BX. CEKUHs ,,XuApaTHpane®),

-  3axapen auaber,

-  MYNTHILICH MHEIOM/TIapalTpOTeHHE MU,

-  TOBTaPAH[H C¢ W/HIH BHCOKHM JI03H YJITPABHCT.

[TamueHTH CTpasamy oT yMepena KbM Texka (¢GFR 44-30 ml/min/1.73 m?) wm rexka a06peuso
yspexaaHe (¢GFR <30 ml/min/1.73 m?) ca ¢ nosHuIeH puck oT ocTpo 66pero yBpexzane cien
NPHICKCHHE HA KOHTPACT NPH MHTPa-apTepHaleH IThT Ha BuBexaaHe B “first pass™ Ob0peuna
eKCIIO3HIUA.

[NauMeHTH cTpazamy ot Texxo orbpeuHo yepexnane (eGFR <30 ml/min/1.73 m2) ca ¢ nopumen

PHCK 0T oCTpO 610peaHO YRpEKIAHE Clel IPANOXCHIE HA KORTPACT NPH HHTPA-BEHO3€H HIH HHTPA-
apTepHAJIEH ITHT HA BHBEK/AHE NPH MOBTOPHO NpeMHHABaHE ITpe3 6LOperuTe (BK. cexuus B
»~XHApAaTApaHe®). s \-&




MNauyeHTH HA TUANH3A, B CTy9al HA IANCA HA OCTarb4Ha 6BOpedHa PyHKIMA, MOTAT A2 ITOTyJYaBaT
VIITpaBHCT 38 PAAROJIOTHIHH [IPONEAYPH, Thi X210 HOA-ChALPXKAIINTE KOHTPACTHH MATEPHH Ce
H3THCTBAT IPe3 AHATH3IHAA MPONEC.

e CrpaeuHO-CHAOBH 3a00NABaHHA

HaOmosapa ce MOBHINEH PUCK OT KIMHHYHO 3HAYAMH XeMOSHHAMHYHH ITPOMEHH H ApDHTMHA NIPH
NaLMEeHTH C M3pa3eHH ChHPACYHH 3800/19BAHHA HUIH OCTPO KOPOHApHO 3aboisgBaHe.

MHTpaBacKyJIapHOTO HIDKEKTHpaHe Ha YIITPARHCT MOXeE Ja TpeaAwsBaka GenoapobeH oTox npu
MAIHEHTH ChC ChpAEYHA HENOCTATHIHOCT.

e (DeoXpOMOLIMUTOM

[MamuerTH ¢ PeoXpOMOLIMTOM MOraT Aa OpAAT ¢ NOBMINIEH PHCK OT PA3BUTHE Ha XHMIIEPTOHHYIHA KPH3a,
e MpacTeHHs IpaBHC

VYnorpebara Ha YITrpaBUCT MOXe Aa RIOIIM CHMITTOMHATE HA MHACTEHHA IPaBHC.

e Cuayqau Ha TpoMOoeMbonHs

CeolicTBO Ha He-HOHHHTE KOHTPAaCTHH MATEPHH € caboTo B3aduMoneHCTBHE C HOPMATHHATE
dmsmonorvuHa QYHKUHM, B Pe3yJITAT HA KOETO He-HOHHHTE KOHTPACTHH MATEPHH NPHTEHKABAT MO~
HACKA BHTHKOATYJIAHTHA AKTHBHOCT in vitro 0TKOJIKOTO HoHHMTE MaTepust. MHoro ¢gakTopn B
IOITKIHEHUWE KbM KOHTPACTHATA MATEpHs, BKIIOYBALIH NPOAWIKHTETHOCTTA HA NPOLEAypaTa, Opos
MIDKCKLIMH, MATEPHAIa HA KATeTHPA B CIPHHIOBKATA, X0/1a Ha 00JIeCTTa M ¢THOBPCMCHHHTE
MEIMKALIMM, MOTAT [a AOMPHHECAT 32 pa3BHTHAE Ha TpoMOoeMOomaHE CHOHTHA. 3aT0Ba ITPH
BACKYy/IapHATa KATETEPHIANMA TOBA TpA6Ba Ja ce uMa NpeABH & Ia ce 00bpHE H3KIIOTHTETHO
BHHMAHHE HA TCXHMKATA HA AHHOTPA(HS, KATETHPBT YECTO Aa C¢ [IPOMHUBA C (HIHONMOTHICH pasTBOP
(aKxo € BE3IMOXHO ¢ A00aBKa HA XeNapHH) H /g C¢ CBEIE 0 MHHHMYM NPOXBIDKUTETHOCTTA Ha
NpOLICAYPATA, TAKA Y€ PHCKBT OT TpOMOO3a H eMOOITHILM, CBLP3aHH ¢ NMPOLIEAYPaTa, a C¢ HaManH
MAKCHMATHO.

o Konrpacr-ycuineHa maMorpadus (CEM)

KoHTpacT-ycuneHara MaMorpadus Hanara najueHTUTE HA N0-BHCKOKA €KCTIO3HIMA Ha HOHH3Hpana
paJHALMA OTKOJIKOTO CTaHaapraaTa maMorpadgus. Jo3ara paauanis IaABHCH OT IUTBTHOCTTA HA
IBPIATA, THITHT Anapar 3a MaMorpadrs H CHCTEMHHTE HacTpOiKH Ha anapara. OOmara 2033 Ha
paguauus npa CEM ocraea noj rpaHuiara 1epEHHPAHA B MEXTYHAPOAHHMTE HAPBIHHIH 1O

Tona ne:apcmo c'bmpma HO-MANKO OT 1 mmol HaTpuit (23 mg) B aMmImysia/uiakoH, T.e. MOXKe Ja ce
KXaKe, 9¢ MPAKTHYECKM HE ChAbPXE HATPHA.

4.5 Blanmopne#icTBHE ¢ APYTH JEKAPCTECHE NPOAYKTH H APYTH $OPMA HA B3aHMoAeHicTBHE

BarsannaH (MeTdopmun): [pr naireHTH ¢ ocTpa OLOpeuHa HEAOCTATHIHOCT WIH TEXKA XPOHHIHA
6u6peqna Gonect emMMHERPaHETO Ha GUrBaHKIM MOXKE a Oble HaMATEHO, KOETO Jia AOBEICE 10
aKyMYJIAIHA HA OMTBAHHAHMTE H Pa3BHTHE HA JIAKTATHA alHzo3a. THH KaTO NPHICKCHACTO HA
VirpaBucT MoXe Aa nopene Ao Gp6peuro yspexaaHe WiH [0 BlIomasale Ha 656peuno yspexnane,
NAIMCHTH, JIEKYBaHHW ¢ MCTPOpMHH MOraT fa ObAAT C MOBHINLCH PHCK OT Pa3BHTHE HA JIAKTATHA
auM03a, 0coOeHO OHe3H ¢ npeaxoaHo 6u6pedno yBpexaane (m Touka 4.4 Cnerpanam -~




Br6peuno yspexaase'). By3 ocHOBa Ha HiMepBaHusTa Ha On0peunara Gpynkuus Tpadsa na ce
obMuCIH Heo6XOAUMOCTTA OT NPEKHCBAHE HA NPHCMa Ha METQOPMHH.

Hurepnesxun-2: [Npepmmnko nedeHne (R0 HAKONKO CCAMMIIA) ¢ HHTCPICBKHH-2 ¢ CBBP3Ba C NOBHILCH
PHCK OT PCAKIMH OT 3a0aBeH THI CIPAMO YIITPABHCT.

Pagmowsoromu: JIHarHOCTHIMPAHETO H JICYCHHCTO HA HAPYIICHHA HA MHTOBHAHATA #JIe3a ¢
THPEOTPONMHYHE PaAHON3OTONH MoXe Aa ObJie NPENATCTBAHO B MPOAWDKCHAC Ha HAKOJIKO CCAMHIH
clen NPWIOKERHETO HA YITPAaBHCT MOPA/AH HAMAICH KANMALMTET HA IIHTOBAAHATA XIIC3a 38 IOCMAHE
HA PATHOW3OTOIIH.

4.6 Depraanrer, 6peMeHROCT A KbpMERe

EEHGHHEE

AZleXBaTHH H JOGpE KOHTPOMPAHH POYUBAHHA MPH OPEMEHHH XEHH He ca npoBexaaHy. Hama
3a10BOHTEIHE JaRHH 33 6e30MmacHoCTTa HA He-HOHHM XOHTPACTHH MAaTepHH, IIPHIOKCHH IPH
GpeMeHHH. 3aT0B4, KOraTO € BHIMOXKHO, HANaraHeTo HA panuanus TpadBa Aa ce u30Area no speMe Ha

GpEMEHHOCT, KATO NOI3aTa OT BCAKO H3C/SBAHE ¢ PERTTCHOBH ITHYH, ¢ WiIH (€3 KOHTPacTHA MaTepH4,
TpaOBa Ja ce NpeLicHH BHUMATEHO 110 OTHOIICHHE HA Bb3MOXHHA DUCK.

IIpu M3CNCABAHMA C XKHUBOTHHM HE CA YCTAHOBCHH BPEIHH e)EKTH N0 OTHOINEHHE Ha OpeMEeHHOCTTa,
emMGpHOHANTHOTO/deTamo pa3BHTHE, PAKAAHETO WIH HOCTHATATHOTO PA3BHTHE CJIC/l NPAIOKCHHE HA

HonmpoMHl ¢ THATHOCTHIHA LN IIpH Xopa.

bDMCH

Be3onacHOCTT2 Ha VITPABHCT HE € H3C/ICBaHA NPH KbpMadeTa. KOHTPACTHATA MATEPRA C€
eKCKPETHpPA B MHOIO MAIIKH KOJTHIECTRA B JOBSIIKATA KbpMA. YBPekKAaHS Ha KbPMAieTO € MaJIKo

BEPOATHO (BXE. CHIIO Touxa 4.4 CrienMaIHH NpexyNpekIeHHA H NPEANasHA MEPKH NPH yrnotpeba B
uacr "Hapymena ¢yHKIHg HA MATOBUAHATE XKJI€3a ).

4.7 EdexTn pHpxy cnocobnocTTa 32 odupane H paboTa ¢ MAIIKHM
Hernmpunoxuamo
4.8 HexenanH JIeKapCTBEHH PCAKIHH

Obobuienue na npodpuna na b6e3onacnocm

O6muaT npodun Ha OGe30naCHOCT HA YJITPABHCT C€ OCHOBABA HA J@HHW, MOXY9YeHH OF

MpeIMapKETHHETOBH NMPOYYBAHHS NpH nosede 0T 3900 DANHEHTH H OT NOCTMAPKCTHHIOBY MPOYIBAHANA
pH niosede oT 74000 nauMeHTH, KakTo H HA AaHHH OT CNIOHTAHHH CHOOIICHNS K B IMTEpaTyparTa.

Half-yecTo HalmonaBaHWUTE HEXeJaHH peakimH (= 4 %) mpH NMaIMeHTH, HAa KOHTO € NPWIOXEH
YITpaBucT, ca rnasobosue, raicHe H Ba3OIANATALHAA.

Hali-ccpro3HHTE HeXeNaHM peaKiMM NPH MAIHEHTH, HA KOHTO € TIPHIOKEH YJTpaBuCT, ca
aHa()UIAKTOMEH IIOK, PECTTAPATOPEH apecT, OPOHXOCTIa3hM, OTOK HA JapHHKCA, OTOK HAa (papuHKCa,
acTMa, KOM4, MO3BYEH YAap, HHCYJT, MO3LYCH OTOK, KOHBYJICHA, ADHTMMN, CHPACHUCH AapecT,
MUOKap/HA HCXeMHA, MH(ApKT HA MHOKApIa, ChpAeYHA HEAOCTATHYHOCT, Opamuxapaus, LHAKHO3A,
XAIIOTOHUA, 10K, AucnHed, HenozipobeH OTOK, AMXATENHA HEAOCTATHLIHOCT H acIHpalH.
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Tabauuen 6uo Ha Hedlcenanume peaKyuu

HexenaHure peakuuu, HabniojaBaHu ¢ YITPaBUCT, ca Npe/IcCTaBeHy B Tabnuuara no-aony. Te ca
u36poeHH 1o cucremo-opranHa knacupukauus (MedDRA). M3non3sax € HaH-NOAXOJAIIMAT TEPMUH
nmo MedDRA, 3a na 6b/1€ onyMcaHa ChOTBETHATa HEXEJlaHa peakiusd U HEHHUTE CHHOHUMH U CBbpP3aHH
ChCTOSHUA.

HexxenaHuTe peakuMy OT KIMHWYHU U3MMTBaHMs ca U30poeHH no YyecToTa. I'pynupaHeTo € no
yecToTa, chriiacHo MedDRA konsenuusTa: yectu (>1/100 no <1/10), newectu (=1/1 000 no <1/100),
peaxu (>1/10 000 no <1/1 000), c HeW3BecTHa YecToTa (OT HAJIMYHUTE JAHHH HE MOJXKe J1a Obae
HarpaBeHa OLIEHKA).

Tabauna 1: HexxeslaHH JIeKapCcTBeHH peaKilHH, A0KJAABAHH B KJIHHHYHH H3NHTBAHHA HJH MO
BpeMe Ha MOCTMAPKETHHIOBOTO HAa0/II0leHHe HA NAIIHEHTHTE, JIEKYBaHH ¢ Y /ITPaBHCT.

= i

MedDRA-6a3a Yecr Heuecn Peaxn C Hen3BecTHA
JAHHH HA YyecToTa
CHCTEMO-

OpraHHH

KJ1acoBe

Hapyuwienus Ha CBpbX4YyBCTBHTE]-

MMYHHATA HOCT/ aHadunak-

cHCTEMA TOW/IHH peaKLHH

(Hanp. aHa¢unak-
TOH/IEH LIOK® *,
pecnupaTopeH
apect® *, GpoHXo-
cnazsM*, OTOK Ha
napuHkca*/
¢dapuHkKca®, OTOK
Ha JIMLIETO, OTOK
Ha e3uKa’,
JlapHHreaieH/
(apUHreaieH
cna3bM?, actmal *,
KOHIOHKTHBHT?,
NaKpUMarms’®,
KMXaHe, KaluUTHLa,
MYKO3€H OTOK,

PUHHTS, MpecHI-

BaHe’, IpasHeHe

Ha I'BPJIOTOY,

ypTHKapHA,

NMpypHUTYC,

aHrHoeIeM)
HapymieHHs HA TupeorokcuuHa
eHOKPHHHATA KpH3a,
CHCTEMA TupeouaHo

HapyLIeHHe

MMeuxuuHHU be3nokoiicTBO

HApPYIUCHHH
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MedDRA-6a3za Yecrn Heuectn Peaxwu C Heu3BecTHA
AAHHH Ha YecToTa
CHCTEMO-
OpraHHH
KJ1acoBe
Hapywenns Ha | 3amaiiBaHe, BasoparanHu Koma*,
HEepBHATA ['naBoboume, peaKkLuH, [lepeOpanna
cHcTeMa Hapyuenue Ha CbCcTOAHHE HA Hexemus/ynap*,
BKyca o0bpKBaHe, Uncynt*,
Hecnoko#cTBo, Mo3b4eH OTOK**,
[Tapecte3uns/ KoHnByscus®*,
XHINOeCTe3us, [Ipexonna
CBbHJIMBOCT KOpPTHKA/IHA
caenora’,
3aryba Ha
Cb3HAHUE,
Bb30yna,
AMHE3UA,
Tpemop,
Hapywmenue Ha
peura,
[Tape3a/ napanusa,
KonrpacTHa
eHuedanonaTus
Hapywenusi Ha | 3aMbriaeHo/
O4YHTE HapyLIEHO 3peHHe
Hapyumienus Ha HapywieHue Ha
yX0TO H ciryxa
JIAOHPHHTA
CbpaeyHu Bonka B repaute/ | Apurmua* CopneueH apect*, | UHdapkT Ha
HapyLUIEHHUS AUCKOMpOpT Muokap/aHa MHOKapaa*,
HCXEMUS™*, Cobpaeyna
[Tannurauum HE0CTATHYHOCT¥,
bpanukapaus®,
Taxukapaus,
[nano3a*
CbaoBH XHUINEepTOHHUA, XHUnoToHus* [Llok*,
HApYILUEeHHSs Bazoaunaraums TpomboembOIHY-
HHU CbOMTHSA °,
Ba3zocnasbm *
PecnuparopHm, 3agyx* benoapoben
rPLAHH H OTOK*,
MeaHACTHHAJI- JlnxarenHa
HH HAPYILUIEHHA HENOCTATbYHOCT™,
Acnupauus™
CroMalHo- [NoBpbiasxe, AGnomMuHaIHA 3aTpyHEHO
YpeBHH ["anene OoJika [perirbLiaHe,
HAPYLUEeHHS YBenuueHe Ha
CJIIOHYEHaTa
KJesa,
Huapus
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MedDRA-6a3a Yecrn Heuectn Peaxu C HensBecTHA
AaHHH HA yecTora
CHCTEMO-
OpraHHH
KJjlacoBe
Hapyuwenus Ha brono3uu
KOXaTa H CBCTOsSIHUSA (Hamp.
MOAKOMXHATA CUHJPOM Ha
ThKaH CTHBBHC-
JIKOHCBH WK
CHUHAPOM Ha
Jlaitsnn), OOpuB,
Epurem,
XHUIEpXHapo3a,
Texka
reHepaiu3upaHa
€K3aHTEMaTo3Ha
[yCcTyJo03a,
JlekapcTBeHa
peakuus ¢
e03HHOHIHUA H
CUCTEMHH
CUMIITOMH,
dukcupan
JIEKapCTBEH 00pHB
Hapymenus Ha KoMnapTMeHT
MYCKYJIHO- CHPOM B ClTy4an
CKeJIeTHaTA Ha eKcTpaBasauus °
CHCTEMA H
Cbe/HHHTE/HA-
Ta ThKaH
Hapywenus Ha brOpeuHo
OLOpeunTe H yBpEXJaHe *,
NMHUKOYHHTE OcTtpa 6b0peuHa
NbTHLIA HEeNOCTAaThbYHOCT *
O61um Bouika, OTOK Ooo
HapYLUCHHHA H Peakiumu Ha HEPA3MOJIOKEHHE,
edeKTH HA MSACTOTO Ha CTy1IeHH TPBIIKH,
MACTOTO Ha MPHUIOKEHHE baeaHoOCT
NpUHJIoKEHHE (pa3iMYHM BUIOBE,
Hanp. 0oJIKa,
3aToOTUIAHEY, OTOK?,
Bb3naieHue’ u
yBpEKIaHE Ha
MEKaTa ThbKaH® B
ciiyyad Ha
eKCTpaBa3aLus),
YcewaHe 3a
3aTOIUIsSHE
HU3cneaBaHus Konebanus B

TEJCCHATA

TeMniepaTypa

* cr001aBAHH Ca JKHBOTO3ACTpAILIABALIH H/HJIK aTaIHK ClTy4au

a camo MPH BETPECHAOBO MPHJIOKEHHE
§ MACHTHQUIMPAHH CAMO MPH MOCTMAPKETHHIOBO HAbII0/IeHKE (C HEW3BECTHA YECTOTa) /|
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B pommiHEHHE KBM HEXEHAHHTE peakuuM, W306poeHM mo-rope, CICHHATE HEXEIAHH PEAKIIHM ca
coo0masan npH ERCP: nosuieHM NMAHKPEACHH CSH3HMHM HHBA H TMAHKTPCATHT ¢ HCH3BECTHA
q9eCTOTa.

MHO3HHCTBOTO PEaKiHH clex ynorpeba B TSNGCHH KyXHHH ce HaQUIio1aBaT HAKOIKO Jaca Clieq
NPUIOKEHHE.

Caoﬁmaﬂm HA nonoanpaﬂn Hmaun peammn clie/l pa3pemaBaHe 3a ynotpeba Ha JieKapCTBEeHHA
NPOAYKT € BakHO. ToBA No3B0/ABA A8 NPOABLDKH HalulioJeHHETO HA CHOTHOIIEHHETO MOJ38/PHCK 32

JeKapcTBeHMA poaykT. OT MEAMIMHCKATE CRELHAIMCTE C€ H3MCKBA /I3 ChobIIaBaT Beaka
NOZO3MPAHA HEMKENAHA PEaKIIHA Ipe3

H3mpiHATENHA areHIsA 0 JIEKAPCTBATA

ya. ,.JdamsH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yeOcaitr: www.bda.bg

4.9 Ilpeaoc3Hpane

CHMITTOMMTE MOTAT AA BKTIOYBAT CICKTPOIATSH H BoAicH Anchanakc, n0pedHa HeXOCTaTHIHOCT,
CEPACIHO-CHAOBH U OeoApOOHH YCIOKHEHHA.

B cnydail Ha BETPECHAOBO NPEAO3HPAHE N0 HEBHUMAHKE Ce NpenopsiBa 1a C¢ MOHHTOPHPAT
TeIHOCTHTE, CJIEKTPOTHTHTe M GnOpeunara dpyukmmsa. JleueHnero Ha rpexo3upaHeTo TpAOBa Aa €
HACOYEHO KbM MOANOMAraHe Ha OCHORBHHUTE KMIHCHH QYHKIHH.

VIITpaBuCT ¢ EIMMHHAPA Ipe3 XeMoHann3a (K. 1049ka 5.2 PapMakoKHHCTHUHH CBOKCTBA).

5, GOAPMAKOJOI'MYHH CBOUCTBA

5.1 QapMaKOAHEAMEYHH CBOHCTEA

QdapMaxoTepanebTAYHA rpyna: BosopasTeopHMH, HePOTPONHA PCHTTCHOKOHTPACTHH CPEACTBA C
Huchk ocMonmapuret, ATC xoa: VOBABOS

M Ha He
Honpomua - KORTpacTHOTO BeiecTBO Ha YIITPaBHCT - € HefiOHHO, BOAHO Pa3TBOPHMO NPOM3IBOAHO Ha
TpuitoaHaTa H30¢TaN0Ba KHCEIHRA C MOJNCKYJIHA Maca 791.12, B koeTO 31papo CBLP3AHAAT HOx
abcopbupa peHTTeHOBUTE JTBYM.
UnxexrapaneTo Ha HOMPOMM PABH HEMPO3IPAYHH CHAOBETE H TEJICCHHUTS KYXHHH, TPE3 KOHTO

MpOTHYA KOATPACTHATA MaTEPHA, KOETO N03BOJIABA 4 CE NOCTHIHE PAAHOrpad)CKO BH3yANH3IHpaHe HA
BHTPEITHHTE CTPYKTYPH 0 NOSBABAHETO HA 3HAYMTEIHO paspexaHe.

Ko ~YVC M Hs

JlepeT poyvBaHnA, BKTOYBAINN 1,531 manuenTH, ca GOKyCHpaHH npr Ka4yeCcTBOTO Ha
IHATHOCTHLIMPAHEe B CHOTBETHUTE YCIOBHKA,

B npoy4BaHHATa ONEHABAINM MOAO3ApaHH ne3ud, CEM noxa3sa YyBCTBHTEIHOCT, B 'PAHALHN OT
96,9% no 100%, # cnemuduaHOCT B rpaHHiM ot 69,7% A0 87% B CpaBHEHHE C AUTHTAITHA
mManorpadus ¢ gyscTeaTENHOCT 96,9% 1 cnetmpranocT 42,0%.

.-llr-l-""l-l- L

B npoyusaHus oueHABAMH npeuusHocTTa Ha CEM B cpaBHEHHE ¢ ApYTH AHATH
CEM noxa3sea 9yscTeuTenHOCT 0T 100% 1 oTpHIATE/HA TPOTHO3HA CTORHOCT (neg
value/NPV) ot 100% B cpasaenue ¢ AIMP (93% 1 65%, p=0,04 u p<0,001,

l L I'
L

w1 .. 151 1 iI'T-- '
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reHO paboTHO nosie AurutanHa Mavorpadgus (FFDM) xomMbunupaua ¢ ynrpaisyk, CEM nokassa
qyBCTBHTEIHOCT 0T 92,3% cripsmo 89,8%, p<0,05, nosroxeTe)IHA NPOrHo3na crofiHocT (positive

predictive value/PPV) (93% cnipsmo 88,7%, p<0,01) u npetmmsnoct (90,2% cnpsmo 87%, p<0,05).

[Tpu NAMCHTH C MPOTHRONOKA3aHHKE 38 SIMP, knacHHKALHMATE OIPEJCICHA H ClIel MaMOrpadus u
cinex CEM xopeliHpa 3HaYATENHO ¢ XHCTomaTo/lorHyHara KnacHukamma. CEM nokassa
qYBCTBHTEIHOCT OT 98,8% 1 cnemuduasoctT ot 54,55% cnpamo 89,16%, u 36,36% cnorBeTHo 32

mMamorpapus.

B npoyuBaHHs OLEHIBAIIY TPeA-ONEPETHBHA OLIEHKA H ONPECNAHE CTa/HA HA PaK Ha rbpAaTa, CEM
[0KA3Ba NYBCTBHTEIHOCT, cneindranoct, PPV, NPV 1 npenssHoOCT oT choTBeTHO 93%, 98%, 90%,
98% u 97%.. CEM e noMOrHa/a 38 ChCTABSHE Ha ONepaTHBeH 1iaH B 18,4% or cny4aure.

5.2 @DapMaKoKuHeTHHH cBOlicTRA

Plonpomuz ce ALk B OPraHu3Ma KaTo APYTHTe BHCOKO XHAPODHIHH, GHONOrHIHO HHEPTHH
BEIMIECTBR, KOHTO C€ EKCKPETAPAT Ipes Gpipeiure (Hanp. MAHHTON WIH HHYIIHH).

AGcopOins
Cnen npunoxeHne B CHIHAPHUA A/MIH NAHKpeaTHIHHA KaHan npa EHAOCKONCKa peTporpanHa

xonarruonankpearuxorpadus (ERCP) fon-chabpkanIATe KOHTPACTHA CPEACTBA CHCTEMHO C€
aGcopOUpaT H AOCTHIAT MEKOBH IUIA3MCHH KOHUECHTPALMH MeXAy | H 4 9aca Clie/l NPHIOKEHHETO.

MaxKCHMATHHTE CEpyMHH HOMHM HMBA C/IEA CPeIHA A03a oT mprbnusnTenHo 7,3 g on ca oxoiuo 40
IThTH NO-HACKH B CPABHEHHE ¢ MAKCHMATHATE CEpPYMHH HHBA, JOCTHI'HATH Cl1€¢/l CHOTBETHH

UHTPABEHO3HH NO3H.

Pa3npefiencHHe
Cliex BETPECHIOBO MPUIOKEHHE IUTA3MEHHTE KOHICHTPAHA Ha HonpoMUA MHOTO OLp30 HAMANABAT

riopad pasupefeleHye B MIBbHKIETHIHOTO MPOCTPAHCTBO H MOCNICABAINO &THMHHHPEHE. Obnmar
ofeM Ha pasmpeelicHHE B CTAOHITHO ChCTOANKE € OKOJNIO 16 IMTpa, KOETO OTTOBAPA NPHONH3HTEIHO
Ha o0eMa Ba H3BBHKIIETHYHOTO NMPOCTPAHCTBO.

CBBP3BaHETO C MPOTEHH € peHeGpexaMo Manko (okono 1%). Hama fanmu, ge HONpOMAALT
MPEMHHABA Npe3 Hesacernarara bapuepa KPEB-MO3BK. MaIKo KOIHICCTRO IPEMHHABA [IPE3
mianesTapHaTa 6aprepa B NpOYIBaHEA MpH xUBOTHH (< 0,3 % OT Bo3aTa € OTKPHTA B 3ACILKH
detycn).

buorpanchopmaims
Honpomuz He ce MeTaboI3Kpa.

EnuMupnpane
BpeMeTo Ha NOMY»HBOT NpH NALMEHTH ¢ HopManHa 6u0peuna ¢yHxumnsa e mpuObmusurenHo 2 vaca,

HEe3aBHCHMO OT [038Ta.

B M3OMTBAHHA NO30B AMANA30H CpeAHHAT o6m knHpBHC Ha Hompomua € 106 = 12 ml/min 1 e nonoben
Ha 616peunua xmpeEC 102 £ 15 ml/min. Taxa excxpemmsra Ha HONPOMUA € NIOYTH H3KMOIHTENHO
66peuna. Camo okoJio 2 % OT NPHIOKEHATa 038 C¢ EKCKPETHpA BEB (eKammuTe 8 paMKHTe Ha 3

AHH.

MpuGnusarenHo 60 % OT A03aTA CE EKCKPETHPA B PAMKHTE Ha 3 Jaca clie/l HHTPABEHO3HO
npuiIokcHAE upes ypuHara. Cpenno > 93 % o1 n03aTa c& BH3CTAHORABA B PAMKHTE Ha 12 Jaca.
EXCKpeLHATa 10 ChINECTBO € 3aBLPIICHA B PAMKHTE Ha 24 Jaca,

Cnea npuiokeHRe B GIIHApHAA W/ HIHM NaHKpeaTHIHna kaHan 3a ERCP AoaHuTe cepyMHH
KOHIICHTPAIMH B YPHHATA CC BPBINAT KbM NPEAMINHHTE CH HABA B PAMKHTE Ha 7 THH.

Cmax, AUC) Hnu HezaBHCHMO oT Ho3aTa (Hamp Vi, tin).
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XApAKTEPHCTHKH NPH CHCHHANAHA NOTYIalHA

Cmapuecxa ev3pacm (65 200unu u no-6v3pacmuu)
ManuenTrTe Ha cpemHa (49 — 64 rogMHM) ¥ B cTApYecka BL3pacT (65 rofMHN M MO-BB3pacTHH) 6ea
3HAYHTE/HO yBpeAcHa Gp6pedna PyHKUMA HMaT oOIM IUIA3MEHH KIMpBHCH Mexay 74 u 114 mV/min

(rpymaTe Ha cpeHa BEIpacT — cpeano 102 mi/min) u Mexxy 72 1 110 ml/min (rpynara B cTapuecka
BB3pacT — cpemuo 89 ml/min), koero ¢ caMO MaprHHAIHO NO-HACKO OT T€3H MpPH 3APABH YIACTHHIIA

(88 — 138 ml/min, cpemo 106 ml/min). AHpMBAXyanHATE FMOJYXKHBOTH HA CIHMHHHMpaHC Ca
CHOTBETHO Mexay 1.9 — 2,9 saca u 1,5 — 2,7 4yaca. B cpaBHenue ¢ quana3oHa ot 1.4 — 2,1 gaca npw
MM 3ApaBH JOGPOBOIIHE, BPEMEHATA HA TEPMHHANCH NOMYXHBOT C& CXONHH. Manknre pasMKH
CHOTBETCTRAT HA (PUIHONOTHTHO HAMAIICHATA CTENCH Ha TIOMEPYIHA QRITPAUKA C Bb3pacTTa.

ITeouampuuna nonyrayus
DapMaKkOKHHETHKATA HA HKOMPOMHKIA HE € H3CIEABANA IPK NCAUATPHTHA MOy TAlUA (B%. TOUKa 4.2
JI03MpOBKa H HAYHH HA NPHIOXKEHHC).

Iayuenmu ¢ 6vbpeuno yepexcoane
Ipa nanpeRTH ¢ yBpeaeHa GrbpedHa GyRKIHA MIAIMEHEAT NOMYXHBOT HA HOOPOMHUA € Y ABIDKCH

cb0o6pasHo ¢ HAMANEHATS CTENeH Ha INIOMEpYJIHA QHITPAIHA.
ITia3sMEHHST KIMPBHC e HamaneH Ao 49,4 ml/min/1,73 m? (CV = 53%) npH NAUHEHTH C JIEKO H

cpeano yppexnase (80> CLcr >30 mV/min/1,73 m?) u po 18,1 mVmin/1,73 m? (CV = 30%) mp# Texko
yBpeICHHTE MALMEHTH, Henonexamy Ha guamasa (CLcx = 30 — 10 ml/min/1,73 m?).
CpeauMaT TepMUHANCH DoykHBoT € 6,1 uaca (CV = 43%) npn NalHeHTH ¢ JIEKO H CPEIHO
yspexaane (80 > CLcr > 30 ml/min/1,73 m?) ¥ 11,6 uaca (CV = 49%) NpH TeXKO YBPEICHATE
NALMENTH, Henourexan Ha quamnsa (CLer = 30 — 10 ml/min/1,73 m?).
Konu4ecTBOTO, FB3CTAHOBEHO B YPHHATA B PAMKHTE HA 6 daca ciell IpWiIokeHue, ¢ 38 % npH
MAIHEHTH © JIEKO A0 CPeAHO YBpekaaHe H 26 % NpH NalmMeHTH ¢ TEKKO YBpEKAaHe, B CPRBHCHHE C
nan 83 % npH Aapasd noSpoBonuy. B paMxuTe HA 24 daca Clie/l NPUIIOKEHHE BH3CTAHOBABAHETO €
60 % IpH NALMEHTH C JIEKO A0 CPEIHO YBpeXKaaHe H 51 % 1mpn NauHCeHTH C TEAKO YBPSKIAHE, B
cﬂpaanelme c Han 95 % mpH 31pasH 10OHpOBOIIH.

OMPOMAABT MOXeE Ja 6he eNMMIANPaH Tpes Xemoznanusa. [1putnmsureHo 60 % OT NPHIOKCHHS
HonmpoMHz CE OTAENA Ciesl 3-9ac0Ba AHANH3a.

Ilayuenmu ¢ 4eproOpobHO yepexcoane
EAMMHHPEHETO HE C¢ BHAE OT CTENCHTA HA YBPEKJAHE HA 4CPHOAPOOHATA (YBKIMS, IOHEKE
HOIMPOMHIBT HE C€ METR0OIIIHPA H CAMO OKOJIO 2 % OT NPHIIOKEHOTO KOJMHIECTBO CE EKCKPCTUPA

BB (peKaTAATE.
5.3 Ipeaxanupunn JaHHHE 38 6e30NACHOCT

HexnHMHMIHHTE J8HHK HE MOKa3BaT 0co0eH PHCK 33 Xopa Ha 06a3aTa Ha KOHBEHIMOHATHHTE
hapMaxkoNOTWIHH NpOyIBaHHA 38 6€30MNACHOCT, NPOY9YBaHHA 38 TOKCHIHOCT NIPH MHOTOKDATHO
[IpHIAraHe, FeHOTOKCHIHOCT, KAHIIEPOTeHEH TIOTEHIMAN, PEPOAYKTHBHA TOKCHTHOCT H TOKCHIHOCT
33 PAIBHTHETO.

¢ (CucTeMHA TOKCHYHOCT

Ipy eKCIIEPHMEHTANHHM NPOYBAHAA HA CACTEMHATA NOHOCHMOCT CJIE]i MHOTOKPATHO BCCKHIHEBHO
MHTPABEHO3HO MPHJIOKEHHE HE CA YCTAHOBEHH HAXOJKH, KOHTO /I3 Ca HeONArompHATHH 34

NHATHOCTHIHOTO MPHIOKCHUE HA YJITPARHACT IIPHA X0pa.

e ['eHOTOKCHYCH NOTEHIHAN, TYMOPONCHHOCT

vivo H in vitro He NOKA3BAT MyTArcHEH MOTCHIIMAIl HA Y ITPABHCT.
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[Topaay OTCHCTBHETO HA N'eHOTOKCHIHH e()eKTH H K&TO Ce B3eME B NMPeNBUA MeTabonuTHAYa
CTabITHOCT, PapMAKOKHMHETHKATA H OTCHCTBHETO HA JRHHM 33 TOKCHUEH edexTH BBpXY 01p3o

PacTAIIMTE ThKAHM, KAKTO H (aKTa, 4¢ YATPABHCT € 32 EHOKPATHO NMPUJICKCHHE, HE CHILECTRYBA
PUCK OT TYMOPOIeHeH eeKT IIpH XOpa.

e JloxanHa NOHOCHMOCT H MOTEHIIHAN 33 KOHTPACTHO CCHCHOMIIM3Upae

ITpoyupaHuaTa 3a IOKAIHA IOHOCHMOCT MPH CIHOKPATHO WM MHOIOKPaTHO HHTPABEHO3HO

NpWIOKEHHE H NPH XHOKPATHO HHTPAAPTEPHANHO, HHTPAMYCKYJTHO, MAPABEHO3HO,
MHTPANCPHTOHCATHO, HHTPATEKANHO H KOHIOHKTHBATHO NMPHIOXKEHHE NOKA3BAT, 9¢ H300mo He ce

OYAKBAT WIH CE€ OUAKBAT CaMo CINabH HEXXENMAHH JIOKATHH PCAKIHA B KDEBOHOCHHTE CHAOBE,
IIapaBEHO3HHTE THKAHH, CyOapaXHOHAANHOTO MPOCTPAHCTRO HIIH JIMTaBHIMTC.

WUscneasaHnsaTa 33 KOHTPACTHO CEHCHOMII3Npane He NOKa3paT CeHCHOMTM3UpAaN] NOTeHIHAa.

6. DAPMAINEBTHYHH JAHHH

6.1 Chnrcrnk s NOMOINHAATE BEIECTBA

Kannpes NUHATPHEB CXCTAT
TpomMeTaMHH
X110poBOAOPOAHA KHCENHna (3a kopekii Ha pH)

Harpues xuapoxcny, (3a kopexitus Ha pH)
Bona 38 HEXCKIIHMH

6.2 HechrBMECTHMOCTH

Ipu MHIICA HA TPOYYBAHKS 38 HECHBMECTHMOCTH, TO3H JIEKAPCTBEH MPOAYKT He TpA6Ba 21a ce cMecBa ¢
APYTH IEKAPCTBEHH NMPOAYKTH.

6.3 Cpok na rogsoct
3 rOUHH.
10 uaca cnes MLPBOHAYATHOTO OTBAPAHE HA Onakobkara (amiryna,dnaxoH, OyTHika).

6.4 ChnenHanHH ycI0BHS HAS ChIpAHCHNHE

Jla ce CEXpRHABA HA 3AMMTEHO OT CBET/IMHA ¥ HOHH3INpama paaHanHs MacTo.

ITa He ce chXpaHaBa npH Temneparypa Han 30°C.
Ha ce chXpaHABa HA HEAOCTBHITHO 34 ACHA MACTO.

6.5 BHAH CHAbLPXKRAHE HA ONISAKOBKATA

ANy s/pnaxons: Ge3lBeTHH, CTHKIO THII 1
ByTriku: Ge3uperHu, cTkno Tvn [

Zanymanka: xn0poSyTinos WiH 6poMoSyTHAOB ETACTOMED, CHB
Kanavxa: YHCT ATyMHHMH C BTPEIIECH H BHHILICH JaK, C LBCTCH NIOJIMITPOITANICHOB IHCK.

Cohaspxanne Ha ONAKOBKATa

Yarpasucr 623 mg/ml

®naxorr or 20 ml x 10 e TR

ByTanks or 50 ml x 10 el AN

BYTHJ]EH oT 200 m! x l, x 10 """1:'}- LN “f:‘.'r; \ 'xh
' R ;

Byranxs or 500 mlx 1,x 8 AR




Yarpasuct 769 mg/mi
Onaxonn or 30 ml x 10
Bytrnxu ot S0 ml x 10
Bytwnixy ot 100 ml x 10
Bytunxa or 200 ml x 1,x 10
Byrunxu or S00ml x 1,x 8

He BcHYKH BHAOBE ONAKOBKH MOraT Aa ObJaT IyCHATH HA Nnasapa.

6.6 CrenuaJHH DpeANa3HE MEPKH NPH H3XBbLpJISHE K pafora

VaTpaBBCT TPAOBA A Ce 3ATOIUTH NPEeH NPHIAraHeTo My IO TeleCHa TEMIIEPATypa.

e Ornex Ha pasTROpA

KoHTpacTHaTa MaTepss TpRBa a Ce NPOBEpH BU3YAIHO NpeaM ynorpeba K He Tpadsa 1a ce
W3II0/T3B4, 8KO € C MPOMEHEH IBAT, HHTO B CIYYaH H3 HANTHIHC HA HCPASTBOPUMH IACTHLM
(BRTIOYHTEHO KPUCTAIN) HH Je(heKTHH OnakoBKH. Thil kaTo YATPABHCT € Pa3TBOP C BHCOKA
KOHICHTPAIMS, MAOTO PAAKO MOXKE JIA CE NOABH KPHCTAIHIMPAHE (MOABa HA MIIETHO G510
NOMBTHABAHE H/VJIH yTailka BA HHOTO WIH ILTYBAH KPHCTAIH).

o AMnynn/¢pnakoHu

PasTBOPLT Ha KOHTPEcCTHATA MATEpHA Ce M3TCr B CIPHHIOBKATA WIH B MH(}Y3HOHHATA OanKa,
MpHKpENena KoM HH(pY3HOHHATA CHCTEMa, HEMOCPEACTBEHO NpeM yroTpeba.

['ymeHaTa ’anmymanka TpsGsa ga ce npobOHBa CaMoO BeIHBXK, 32 Jd C¢ NPEOTBPATH BH3MOXKHOCTTA
FONIleMH KOJMYecTBa MHMKPOYACTMIM OT 3amyluankara Aa nonagHar B pa3rsopa. Ilpemopnusa ce

ynotpe6ara Ha KaHIONA C KBITBC BPBX W MakcHManecH quameTsp 18 G 3a npoGHBane Ha 38Ny mAIKATa H
H3TErJIHE Ha KOHTpacTHara Marepus. OcobeHo NOAXOMMlliM CR& KaHIOJIHTE ChC CTPAHHYEH OTBOD,

HaMp. XasionH Nocore-Admix.
KOHTPacTHATA MaTEpHs, KOATO HE € HIMOI3BAHA NPH IHO HICICIBAHE, OE H3XBBILL.
e ON2KOBKE C no-roieMA 06eMH (CaMo 328 BETPECHAOBO ITPHIOKCHHE)

CrieAHATE TPABHIIA BOKAT MPE MHOTOKPATHO H3TEIMAHS HA KOHTPACTHA MATEPHA OT OmaKoBkH ot 200
ml K nopeye:;

MHOrOKpAaTHOTO H3TErJiiHe Ha KOHTPACTHA MaTepHs Tp#OBa 18 Ce H3PHLPIIBA KATO €€ H3MOM3Ba
IpeaHAIHAYEHO 38 MHOrOKpaTHa ynotpeba miaense.

'yMeHaTa 3amymianka Ha GyrunkaTta mukora He Tpa6Ba na ce npobuBa nosetie OT BEAHEA, 32 1A OF
OpeOTBPATH HARMH3AHETO HA FQJIMO KOJTHYECTBO MAKPOMACTHIM OT 3AIYMAJIKATA B pa3TBOpA.

KoHTpacTHaTa MaTeprs TpAOBa Aa c¢ NpIIara ¢ aBTOMATHYCH HIDKCKTOD IIH 9pe3 pYTa MPOLERYPa,
OCHI'yPABAalIa CTEPHIHOCT HA KOHTPACTHATE MATCPHA.

Tpu6ara OT HIDKEKTOp2 KbM MamAcHTa (Tphbara Ha MAUBEHTa) TPAOBA /ia Ce CMEHS CJIE] BCCKH
NANMEHT, 38 Aa ce mberne KpheToCaHaTa KOHTAMHHALA.

Cssp3panInTe TPHOH M BCHUKH YaCTH 38 eIHOKDAETHA YrioTpeOa Ha HIXEKTOPHATA CHCTeMa TpAbBa 1a
Ce M3XBLIIAT, KOTaTO ce mInpasad mHdy3uoHRaTa Gymixa wid 10 gaca ciel mep

OINAKOBKATA.
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AXO CHIICCTBYBAT AOITHITHHTCNHH YKa3aHHA OT CHOTBETHHA ITPOH3BOAUTENI HA MEHLIMHCKOTO
manenue, Te Tpdna a ce CIa3Bar.

Jlecer qaca CJIEK OTBAPAHE HA ITHPRUYHATA ONAKOBKA, OCTAHAITMAT HCH3NOJ3BAH YATPasucT TpAdBa aa
Ce WIXBLPIH.

HeH3or3BaHKAT JIEKAPCTBEH MPOAYKT HIM OTNaxbYHUTE MATEPHATH OT HEero Tpa0Ba aa ce H3XBBPIAT
B CHOTBETCTBHE C MECTHHTEC H3HCKBAHHA.

7. NPHTEXATEJ HA PASPENIEHHETO 3A YIIOTPEBA
Bayer AG

Kaiser-Wilhelm-Aliee 1

51373 Leverkusen, 'epuanns

8. HOMEP(A) HA PASPENIEHHETO 3A YHOTPEDBA

Varpasuct 623 mg/ml mokexmnonen/uHgy3uoneH pasteop: Per.Ne 20010203
VarpasicT 769 mg/ml mipkekimonen/mHdy3noneH pasteop: PerNe 20010204

9. JATA HA NI'BPBO PAZPENMIABAHETIOAHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

JfaTa Ha mepBo paspemasane: 09 gespyapu 2001 r.
IlaTa Ha nocneaHo nogHopaBaHe: 04 mait 2011 r,

10. JATA HA AKTYAJIHIHPAHE HA TEKCTA

08/2026

20




