INPUJIOKEHHUE I
KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTo3H JIEKapCTBEH MPOIYKT MOAJICKN Ha AOITBIHUTENTHO HaOmoqeHre. ToBa 11e mo3Boiau 0bp30To
yCTaHOBsIBaHE HA HOBa MH(POPMALU OTHOCHO Oe30macHoCcTTa. OT MEAULIMHCKUTE CHIEIIHAINCTH Ce
M3HCKBA J1a ChOOIIaBaT BCSKA MOJ03MpPaHa He)KeIaHa peakiys. 3a HadynHa Ha ChOoOIIaBaHe HA HE)KEIaHH
peakIuy BXK. Touka 4.8.

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Elucirem 0,5 mmol/ml umxeknroHeH pa3TBOp

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

1 ml pastBop chabpka 485,1 mg ragonukiieHoN (ekBUBaseHTHO Ha 0,5 mmol rafonuKIeHoNI U Ha
78,6 mg ragonuHUI).

3a IBIHUS CHHUCHK HA IIOMOIIHUTE BEMIECTBA BIDKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
MHXeK1MOHEH pa3TBOP

Buctbp, 6€31BETCH 10 OJICHOXKBIT Pa3TBOP

Cpenen ocmomnanutet nipu 37°C 850 mOsm/kg H,O
pH 7,0-7.8
Buckosurer npu 20°C 12,5mPas
Buckosurer npu 37°C 7,7 mPa s

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHHU OKA3AHUS

To3u nexapcTBeH NPOAYKT € MPeAHA3HauYeH caMo 3a JUAaTrHOCTUYHU LIEJH.

Elucirem e nokasan npu B3pacTHH U Jiela Ha Bb3pacT OT PaXKIAHETO 32 SIIPEHO-MarHUTEeH PE30HAHC
(AAMP) ¢ KoHTpacTHO yCHIIBaHE C I1eJ [T0J00psBaHe HAa OTKPUBAHETO U BU3YAIN3aIUATa Ha TATOJIOTHUSH C
HapylaBaHe Ha KpbBHO-Mo3b4HaTa Gapuepa (KMB) n/uim HapyiieHus B CbJJOBaTa CUCTEMA Ha!

- MO3bKa, TPhOHAaYHHMS CTHJIO U CBBP3aHUTE C TSIX ThKaHHU Ha LeHTpanHaTa HepBHa cuctema (LIHC);
- 4yepHHs Apo0, ObOpenuTe, naHkpeaca, IbpaUTe, OenuTe ApoOOBe, MPOCTaTaTa U ONOPHO-

JABHUIaTcjiHaTa CUCTEMA.

Tps0Ba na ce n3MoI3Ba CaMoO KOraTo ANarHOCTUYHATA HHOpPMANKS € OT CHIIECTBEHO 3HAYCHUE U HE
Moxe Jia ce mosryuu ¢ IMP 6e3 ycunBaHe.

4.2 Jlo3upoBKAa M HAYMH HA MPHJIOKEHHE

To3u JiekapCcTBEH NPOAYKT TPsIOBa J1a Ce MpHiiara caMo OT 00y4YeHH MEIUIIMHCKH CIICIIHAINCTH C
TEXHUYECKHU OMUT B U3BbpIIBaHeTO Ha AMP ¢ ycuiBaHe ¢ rajoiuHuil.



ﬂosnpoma

[Ipenopwunrennara go3a Elucirem e 0,1 ml/kg Tenecuo terno (BW) (expuBanenTno Ha 0,05 mmol/kg
BW), 3a na ce ocurypu quarHoCTU4YHO aICKBaTeH KOHTPACT MPU BCHYKH MTOKa3aHUsI.

Jlo3aTa TpsiOBa Ja ce M3YMCITH Bh3 OCHOBA HA TEJIECHOTO TETJIO Ha MAIlMeHTa M He TPsOBa 1a HaaBUIIaBa
MIpENOPBHINTENTHATA 1032 Ha KIJIOTpaM TEJIECHO TETJI0, OTHMcaHa MoapoOHO B Ta3H TOUKA.

B Tab6numa 1 mo-gony e nagen obema, KOWTO TpsiOBa Aa ce mpritoku criopex BW.

Tab6amnna 1: O6em Elucirem, koiiTo TpsadBa 1a ce NpuIokKu criopex BW

BW Ooem KOJUYECTBO
kmnorpamu (kg) MITIUTATPH (ml) MuTIMoJIa (mmol)
10 1 0,5
20 2 1,0
30 3 1,5
40 4 2,0
50 5 2,5
60 6 3,0
70 7 3,5
80 8 4,0
90 9 4,5
100 10 5,0
110 11 5,5
120 12 6,0
130 13 6,5
140 14 7,0

Cmapuecka év3pacm
He ce Hanara kopekuus Ha go3ata. HeoOX0aMMO € MOBHINIEHO BHUMAHKE TP MAISHTH B CTap4ecKa
BB3pacT (Bxk. Touka 4.4 u 5.2).

bvopeuno yspescoane

He ce Hanara kopekuus Ha jJ103aTa 3a AllMEHTH ¢ KAKBATO U J1a € CTEeNeH Ha OBOPEYHO YBpexkaaHe.
lamonukIieHO TPsIOBA J1a CEe U3IOJI3BA MPH MALUEHTH C TEKKO ObOpEeYHO yBpekIaHe (TJIoMepyJiHa
¢unrpanus (GFR) < 30 ml/min/1,73 m?) ¥ Ipu NalMEHTH B TIEPHOTIEPATHBHKS IEPUO]] HA YEPHOAPOOHA
TpaHCIUTAaHTAIMS CJie]l BAUMATEIHA OLIEHKa Ha ChOTHOIICHUETO MOJI3a/PUCK M aKO TMarHOCTHYHATA
nH(OpMaIus € OT ChIIECTBEHO 3HAYEHUE U He MOXe J1a ce moiyun ¢ IMP 6e3 KoHTpacTHO ycuiBaHe
(Bx. Touka 4.4). AKo ce Haiara Jja ce M3I0JI3Ba T'aJIONMKIICHO, 03aTa He TPpSOBa Ja HaJBHIIIaBa

0,1 ml/kg BW (exBuBanentHo Ha 0,05 mmol/kg BW). He Tps0Ba f1a ce u3mo3sa oseye ot eJiHa 71032
nipu ckanupane. [lopaau murncara Ha nHGOpPMAIIKS 32 MHOTOKPATHO MTPHUIIOKEHUE TaJIOTUKIICHOI
MHKEKIIMOHEH Pa3TBOP He TPsOBa J1a ce mpuiiara MHOTOKPaTHO, OCBEH aKO MHTEPBAIBT MEXKILY
HIDKEKIIUUTE € Hal-MaJjKo 7 JTHH.

Yepnodpobuo yepeacoare

He ce Hanara kopekmus Ha j03aTa 3a HalMeHTH ¢ YepHOAPOOHO yBpexaaHe. [IpenopsuBa ce MOBHUIIICHO
BHUMaHHE, 0COOEHO B CITy4ail Ha MepUOIepaTHBEH NIEPHOJ Ha YepHOApoOHa TpaHCIUIAHTAIHS (BIXK.
,,DBOPEUHO yBpexnaHe  mo-rope).

Teouampuuna nonyrayus (om pasicoanemo)
[Ipenoppunrtennata nu makcumansa no3a Elucirem e 0,1 ml/’kg BW (ekBuBanentHo Ha 0,05 mmol/kg BW)
3a BCUUKHU TokazaHus. He TpaOBa a ce u3mos3Ba moBeye OT e/lHa 1033 IPU CKaHUpaHe.



TBit KaTO IPH HOBOPOAEHH HA BB3pacT 10 4 CEMHUIM ¥ MAJIKH Jella Ha Bh3pacT 10 | roanHa 6s0pedyHaTa
¢bynkus e Hespsuta, Elucirem Tps6Ba 1a ce M3monsBa Mpy T€3W MAIleHTH CaMo Cliel] BHUMATEITHO
OoOMHUCIISIHE M TIPH 1033, KosiTo He npeBumana 0,05 mmol/kg tenecHo Terno. [lopagu numcata Ha
nHpOpMaLUs 32 MHOTOKpaTHO NpuiioskeHne Elucirem nHxeKIMOHEH pa3TBOp He TpsAOBa Ja ce mpuiara
MOBTOPHO, OCBEH aKO MHTEPBAIBT MEX/Ty HHKEKIIMUTE € Hali-MaJIKO 7 JTHU.

HauuH Ha npuiaoxeHue

.HeKapCTBCHI/ISIT IMPOAYKT € CaMO 3a MHTPABCHO3HO IIPUITIOKCHUEC.

[IpenmoppunTenHara 103a ce MpUiIara HHTPABEHO3HO KaTo 00ITyC WHKEKIHS ¢ mpuOnmm3uTeaHo 2 ml/sec,
rmocIieZiBaHa OT MpoMUBaHe ¢ HaTpueB xyopua 9 mg/ml (0,9%) WHKEeKIIOHEeH pa3TBOpP Upe3 PHYHO
WHXXCKTUPAHE WITU UPe3 CICKTPUICCKU HHIKEKTOP.

HHTpaBeHO3HOTO MPUIIOKEHHE HA KOHTPACTHOTO BEIIECTBO TPSIOBa MPU BH3MOXKHOCT J]a C€ M3BHPINBA B
JISTHAJIO TI0JIOXKEHHUE Ha TanueHTa. Thil KaTo ONMUTHT MOKa3Ba, Ye MOBEUYECTO HEXKEIIAHU JICKAPCTBCHU
peakiuy Bb3HUKBAT B PAMKUTE Ha MUHYTH CIIC/ IIPUIIaraHe, MalueHThT TPIOBa 1a ObJie IbpKaH MO/
HaOJIO/ICHHUE TI0 BpeMe Ha U CJIe]] MPUIOKESHUETO B MPOABIDKCHHE HA HAM-MAIKO MOJOBUH Yac (BXK.
Touka 4.4).

3a yKa3zaHHs OTHOCHO JICKAPCTBEHUSI IPOAYKT NMPEAN NPUIOKEHUE BUKTE TOUKa 6.6.

Ileouampuuna nonynayus

[Ipu nemna TpsdBa na ce uznonspa Elucirem BBB (h1akOHM ChC CIPHUHITOBKA 3 €THOKpaTHA yrnotpeba ¢
o0eM, afanTUpaH KbM KOJIMYECTBOTO 33 MHXEKTHPAHE, 33 Aa UMa M0-100pa MPEeLUu3HOCT 10 OTHOLICHHUE

Ha WHXKEKTUPaHUus 00eM.

ITonyuyaBaHe Ha N300paKEHUS

SIMP ¢ KOHTpacCTHO yCHJIBaHE MOXKE Ja 3all04HE CJIe]] HHKEKTUPAHETO B 3aBUCUMOCT OT U3IOJI3BAHNUTE
MYJICOBU CEKBEHIMH U MPOTOKOJIA 32 n3cienBane. ONTUMaIHO yCHJIBaHE Ha CUTHAJIAa OOMKHOBEHO ce
HabJroaBa 1o BpeMe Ha aprepuansaTa (aza 1 B paMKUTE Ha IIEPUOJL OT OKOJIO 15 MUHYTH crexn
nHxXekTHpaHe. CEeKBEHIMNUTE, TIPETETIICHH CIIOPE BPEMETO Ha JJOHTUTyAHHANHA penakcarus (T1), ca
0c00€HO TOAXOISIIH 3a U3CIEABAHNS C KOHTPACTHO YCHIIBAHE.

4.3 IIporuBomokazaHus

CBp’LX‘IYBCTBI/ITeJ'IHOCT KBbM aKTHBHOTO BCIICCTBO UJIM KbM HAKOC OT IOMOIITHUTE BEIICCTBA, I/I36pOCHI/I B
TOuKa 6.1.

4.4 Chneunuajanu nmpeaynpeskaeHus U NMpeANa3sHil MEePKH IPH ynoTpeda

lamonmkitenon He TpsiOBa Ja ce mpuiara HTparekainHo. Cepro3HU, )KUBOTO3aCTpalllaBallly U ¢ JeTajlcH
M3X0J CITydau, TPeIUMHO C HEBPOJIOTHYHH peakiuu (Hamp. KoMa, eHIedaionaTys, I'bpUIoBe), ca
ChOOINAaBaHU TIPU UHTPATEKATHO MPIJIOKEHUE HA KOHTPACTHHU BellecTBa Ha 0a3aTa Ha TaJOJMHUIMA.

TpsibBa nma ce mpuiIoXKaT OOMUAHHUTE MPEaNa3Hyu MEpKU pu u3ciensane ¢ AMP, karo u3kimouBaHe Ha
MAIUEHTH C TIEHCMEHKBP, HEPOMArHUTHHU ChIOBH KIUIICOBE, MH()Y3MOHHH ITOMITA, HEPBHU CTUMYJIATOPH,
KOXJICApPHU UMIUIAaHAHTH WM CbMHEHHE 32 HAIMYKE HAa UHTPAKOPIOPATHU METAJIHU Yy>KIU Tena,
0COOEHO B OKOTO.

SMP uzo0paxkeHusTa, IOIYyUYEHH C TO3H JIEKAPCTBEH NPOIYKT, TpsiOBa /1a ce aHaJIM3UpaT U
WHTEPIPETUPAT CaMO OT MEIUIMHCKHU CIIEHUATICTH, 00yUYeHH B Pa3YUTAHETO HA Ha U300PaKEHHUS OT
SIPEHO-MAarHUTEH PE30HAHC C YCUJIBAHE C raJl0JUMHUN.



Jluncear nim nMa OrpaHUYeHN KIMHUYHY JJaHHH 32 €()eKTHBHOCTTA Ha TaI0MHUKICHOI 32 00pa3HO
n3cnenpane Ha [[HC npu manmeHTH ¢ Bh3NAIHTETHA, HHPEKIIMO3HH, aBTOUMYHHU WA
JIEMHUEITUHU3UPAIIY 3200JIBaHuUs (KaTO MHOXECTBEHA CKJIep03a), MAIIMSHTH C OCThP WM XPOHUYEH
MH(GAPKT WK MAlUEHTH C UHTPaMETyJIapHH JIC3UN Ha TPHOHAYHHS CTHIIO.

CpI110 Taka JTUTICBAT WM UMa OTPaHUYCHN KIMHWUYHYU JaHHY 32 e()eKTHBHOCTTA Ha TaI0IMHUKICHOI 32
00pa3HO m3cieBaHe Ha TSAIOTO MPH MAIUEHTH C BH3NAINTEHN, HH()EKIO3HA U aBTOUMYHHHU
3a00IsIBaHus, BKIIOYUTETHO OCTHhP/XPOHUYCH ITAaHKPEATUT, BH3MAIUTENIHO 3a00IIIBaHe Ha YepBara,
BB3MAJIUTEITHH 3a00JIIBaHUs B 00JIACTTa Ha TJIaBaTa U IIMSITA U CHIIOMETPHO3a.

IloTeHunan 3a CBPbXYYBCTBUTCIIHOCT WU aHad)I/IHaKTI/I'-IHI/I PCAKIINN

- KakTo v ipu 1pyru KOHTPACTHH BELIECTBA, ChABPXKALIH I'aJOJTMHUI, MOTaT 12 Bb3HUKHAT PEaKkuu
Ha CBPBXYYBCTBUTEIHOCT, BKIIOUUTEIHO )KUBOTO3acTpalaBay. Peakunure Ha
CBPBXUYYBCTBUTEIHOCT MOraT 1a ObAaT ajJepruiHu (ONUCBaHU KaTo aHa(WIAKTUYHH PEAKIINY,
KOTaTO ca CEpUO3HU) WM HeaJlepruyHu. Te MoraT Jla Bh3HUKBAT He3a0aBHO (II0-MAaJIKO OT
60 MUHYTH) Cliel MH)KEKTUpaHe Win aa Obaat 3abaBeHu (10 7 qHM). AHAPUIAKTHYHHUTE PEaKIn
HACTBIBAT BeAHAra U Morar Aa 0paart daranau. Te He 3aBHCAT OT J103aTa, MOraT Jja HACTBILT AOPU
clIeZ] TbpBaTa 1032 Ha NPOIYKTa M YECTO Ca HEMPEABUIANMHU.

- ITo Bpeme Ha U3cIEBAHETO € HEOOXOAUMO HAOIIOAEHHE OT JIeKap. AKO Bb3HUKHAT PEaKIUy Ha
CBPBXUYYBCTBUTEIHOCT, MPHJIOKEHUETO HA KOHTPACTHOTO BEIIECTBO TPsIOBA HE3a0aBHO Ja ce
MIPEKpaTh M aKo € HeoOX0MMO, TpsIOBa 1a ce MpuitoXku cnenuduyHa Tepanus. [lopann ToBa
TpsAOBa Ja ce MOAAbPAKA BEHO3EH JIOCTHII 10 BpeMe Ha ISTIOTO U3cieBaHe. 3a Ja MOXKe B CiIydaii
Ha CIIELIHOCT Jja ce pearupa He3abaBHO, € HEOOXOANMO HAIMYUETO Ha MOAXOMASIIN JIEKapcTBa
(mamp. enHedPUH U AHTUXUCTAMUHH ), EHIOTpaxeaaHa Tph0a U pecuparop.

- PuckbT 0T peakiyst Ha CBPbX4yBCTBUTEITHOCT MOKE a ObIe 10-BUCOK MIPU HMALMEHTH C aHAMHE3a
3a IPeAX0/IHA PEeaKLUs KbM KOHTPACTHHU BEILECTBA, ChABPKAIIY I'aJOJMHNHN, 32 OpOHXHAIHA acTMa
WIIN aNleprusl.

buOpeuno yBpexaane u HedporenHa cucreMua ¢udposza (HCD)

[Ipenn npuioxeHne Ha TaAONMUKICHON BCHYKH MMAUEHTH TPsiOBa a ObIaT CKPHHUPAHU 32 OhOpeyHa
TUCHYHKIMS Ype3 MPOBEXKIaHe Ha Ja00paTOPHHU M3CIICABAHMS.

CpobmaBa ce 3a ciay4au Ha HeporenHa cuctemHa puoposza (HCD), cBbp3ana ¢ M3MOI3BAHETO HA HAKOH
KOHTPACTHH BEIIECTBA, ChIbPIKAIIN TaJ0NIUHUM, TIPU MAIUEHTH C OCTPO WIIM XPOHHUYHO TEKKO ObOpEedHO
yBpexaane (rnomepyina gunrpamus (GFR) < 30 ml/min/1,73 m?). [lanmenTy, nouioxenu Ha
4epHOIPOOHA TPAHCIIAHTALIUS, Ca U3JI0KEHU Ha 0COOSHO BUCOK PHUCK, Thil KaTO YecToTara Ha OCTpa
OBOpedHa HeZOCTaTHYHOCT € BUCOKA B Ta3u rpyna. [lopaau Bp3mMoxHaTa rnosisa Ha HC® npu ynotpeda
Ha Ta/IONUKIICHOII, PH MAIMEHTH C TEXKO OBbOPEUHO YBpPEkKAaHe U TP TMALUEHTH B NIEPUOTIEPATUBHHS
HEepHOJ Ha YepHOAPOOHA TPaHCIUTAHTAIMS TOH TpsAOBa J1a ce N3MOI3Ba CaMo Clie]l BHUMATEIHA OLCHKA Ha
CHOTHOIICHHUETO I0J13a/PHUCK M aKO AUArHOCTUYHATA HH(POPMAIIHS € OT CHIECTBEHO 3HAUCHNE U HE MOXKE
na ce noiy4u ¢ SIMP 6e3 KoHTpacTHO ycuIIBaHe.

[IpoBexxnaneTo Ha XeMOAMAIU3a CKOPO Cle ] NpuiiaraHe Ha raJIoNuKICHON MOXKeE J1a € OT IoJI3a 3a
OTCTPAHSIBAHETO HA raJONUKICHON OT opraHu3Ma. HsiMa nanHu, KOUTO Aa MOAKPENST 3alI0YBAHETO Ha
XEeMOIMaJIN3a 3a MpeAoTBpaTsABane wiu jieueHne Ha HC® mpu manueHTH, KOUTO BCE OIIE HE ca
MOJJI0KEHH Ha XeMOTHAJTN3a.

Crapuecka Bbp3pact

Tbit kaTo OBOPEUHUAT KIMPHHC HA TAIOMUKICHOI MOXKE Ja € HapyIIIeH MPH MallueHTH B CTapyecKa
BB3pPACT, 0COOCHO BAXKHO € MAIMEHTHUTE Ha BB3PACT Ha 65 ronuHU 1a ObIaT W3CIeIBaHn 3a OLOpeuHa
nuchyukius. Heo0XoauMo € MOBHUILIEHO BHUMAHHUE MPH MalieHTH ¢ ObOpEeYHO YBpexKIaHe (BK.
Touka 4.2).



IlenmaTpuyHa DOy

Hoeopooenu u manku doeya

[Mopaau He3psina ObOpeyHa PYHKIMS TPU HOBOPOACHH Ha BB3PACT JI0 4 CEIMUIU U MAJIKH Jiela Ha
BB3pacT 70 1 ronuHa Elucirem TpsiOBa na ce u3mospa mpu Te3W NAMeHTH CaMoO CJIS BHUMATEITHO
OOMHMCIISIHE.

JlurncBaTt KIMHUYHY JaHHU, U3CIICABAIIN XapaKTEPHUCTHKUTE Ha TaOMHUKICHO TPH HETOHOCEHU
HOBOPOJICHHU.

I'bpuose

KaxTo nipu apyruTe KOHTPACTHU BEIIECTBA, ChABPIKAIIN TaI0NHIHN, € HE0OX0AUMO ITOBUIIICHO
BHUMAaHUE MPH MaUEHTH ¢ TOHWKEH IbpYoB npar. Lsiara anapatypa u BCUYKH JIEKapCTBa, HEOOXOAUMHU
3a OBJIAJIIBaHE HA I'bPYOBE, BH3HUKBAINY 10 Bpeme Ha SIMP u3cnensane, TpsOBa 1a Obaat
MIPEABAPHUTEITHO IMOATOTBEHH 32 U3IIOI3BaHE.

EkcTpaBazanus
Heo0xoaumo e moBuIIeHO BHUMaHHUE 110 BpeMe Ha MPUIIOKEHNE, 3a J1a ce n30erHe eKcTpaBazanus. B
CJIy4aii Ha eKCTpaBa3allusi, MHKCKTUPAHETO TPOBa J1a ce clipe He3abarHO. B cityyaii Ha JloKaIHU

peakuu TpsOoBa a ce M3BBPIIHU OLIEHKA U JIEYeHHE, aKO € HEOOXO0IUMO.

Cop1eyHOCHI0BO 3a00JIsIBaHE

[Ipu mamueHTH ¢ TeXKO ChPASTHOCHI0BO 3a00IIBaHE TaJOTMKICHO TPSOBa a ce IMpuiIara caMo Ciied
BHUMATEJIHA OLICHKA Ha ChOTHOILICHUETO T0JI3a/PHUCK, Thil KATO KbM TO3U MOMEHT HsMa HAJIMYHU JaHHU.

ITomomIHM BelecTBa

ToBa JilekapcTBO ChIIbpka o-Majko oT 1 mmol Hatpuii (23 mg) Ha 15 ml, T.e. MoXxe Ja ce Kaxe, 4ye
MPaKTHYECKH He ChAbPKa HATPHUil.

4.5 BzauMmopeiicTBHe ¢ IPYrd JeKapcTBeHH MPOAYKTH M APYrH (OpMH Ha B3auMojeiicTBHe
He ca npoBexx1anu npoy4BaHys 3a B3aUMOJCHCTBUATA.

ChIIbTCTBAIM JIEKAPCTBEHU IIPOIYKTH, KOUTO TPsIOBA Ja CE B3EMAT IPEJIBUJL

Bera-6mokepuTe, Ba30aKTUBHUTE BEIIECTBA, MHXUOUTOPUTE HA AaHTMOTEH3UH-KOHBEPTHPAIINS €H3UM,
anruotensuH Il penentopHUTe aHTArOHUCTH HAMAJISIBAT €)EKTUBHOCTTAa HA MEXAaHU3MHUTE 3a
CHP/ACYHOCHA0BA KOMIICHCAIIMS IIPU HAapyIIEHUs HAa KPBBHOTO HajsiraHe. Jlekapsr TpsiOBa 1a noimyuu
rnH(pOpMaIus Ipean WHXEKTHPaHe Ha TaJONHUKIECHON 3a ChITbTCTBALIMS MPHEM Ha TE€3H JIEKaPCTBEHU
MPOIYKTH.

4.6 ®DeprHauTeT, )PpEeMEHHOCT U KbPMEHE

BpemenHoct

Jannute 3a ynorpebara Ha KOHTPACTHHU BeILleCTBa Ha 0a3ara Ha raJ0JIMHUH, BKIIOUYUTEITHO
raJIONUKIICHON, TPU OPEeMEHHHM KE€HHU ca orpaHnyeHd. EneMeHThT raloJuHui MOXKe J1a IPEeMUHE TIpe3
naneHTata. He e u3BecTHO Aaiy eKCHO3UIUsITa Ha TaJOJIMHUI € CBbp3aHa C HeXXeJIaHu eeKTU BBPXY
¢eryca. IlpoyuBaHusaTa npy >KUBOTHH [TOKA3BaT IPEMUHABAHE MTPe3 IUIAIIEHTATa B HICKA CTENeH U HE
MOKa3BaT MPEKH WM HENPEKH BpeHU eDEeKTH, CBhP3aHH C PENPOITYyKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).
Elucirem ne Tpsi0Ba ia ce npuiiara 1o BpeMe Ha OpeMEHHOCT, OCBEH aKO KIMHUYHOTO ChCTOSIHUE Ha
JKE€HAaTa U3UCKBA IPUIIOKECHNE HA T'aI0IUKIICHOIL



Kspmene

KoHnTpacTHUTE BelecTBa, ChIbPKAIIU TaJ0JMHHN, CE EKCKPETUPAT B KbPMaTa B MHOTO MAJIKU
KonmdectBa. [Ipy KIMHUYHY JI03U HE ce 04akBaT e(DEeKTH MPH KbPMAveTO MOPaTH MATKOTO KOJIHYECTBO,
EKCKPEeTUPaHO B KbpMaTa, U ciabaTta abcopOuus ot yepBaTa. [I[pobinkaBaHETO WK TPEYCTAHOBSIBAHETO
Ha KbpPMEHETO 3a Iepro oT 24 Jaca cien npmioxkenne Ha Elucirem TpsOBa ma Ob1e 1Mo ImpeneHKa Ha
JIeKaps 1 MalikaTa KbpMayKa.

PepTunurer

[IpoyduBaHusATa TP JKUBOTHH HE TIOKA3BaT HapylIeHne Ha GepTuinTeTa (BXK. Touka 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 32 mo¢upaHe H padoTa ¢ MAIIUHA

Elucirem He moBiusiBa WK MOBJIHSIBA MPESHEOPESIKUMO CIIOCOOHOCTTA 3a Mo UpaHe U padboTa ¢ MalllUHU.
4.8 Hexenanu JeKapcTBeHH peakIuu

O0600mmenue Ha npoduiia Ha 6€300aCHOCT

Hati-uecTute HexxenaHu peakiuu ca 00Jika Ha MACTOTO Ha MH)KEKTUPaHe, rI1aBo00JIMe, TajicHe,
CTyJICHUHA HA MSICTOTO HA MHXKEKTHUPAHE, yMOpa U TUapHsl.

TabauyeH CIHCHK HA HEXKETAHUTE pCaKnnu

Tabnura 2 no-10i1y npeacTaBs HEeKEIaHH PEaKIMK Bb3 OCHOBA HAa KIIMHUYHU U3IUTBAHUS, BKIIOYBAIIN
1 083 yyacTHuIM ¢ ekcrio3ulys Ha rajgonukiieHon ot 0,05 ml/kg BW (ekBuBasienTHo Ha 0,025 mmol/kg
BW) o 0,6 ml/’kg BW (exBuBanenTHo Ha 0,3 mmol/kg BW).

Hexenanute jgekapcTBEHU peakiinu ca nu3dpoeHu mno-aoiy mo COK (cucreMo-opraHeH Kjac) u 1o
4ecToTa CIOpe/l CIIEAHUTE yKa3aHus: MHOTO yectd (> 1/10), uectu (> 1/100 mo < 1/10), HeuecTn

(= 1/1 000 o < 1/100), peaxu (= 1/10 000 mo < 1/1 000), mHOTO peaku (< 1/10 000).

Taoauna 2: Hexeaanu JICKAPCTBCHU pCaKIuu, CHOOIIEHH CJIe]T MPUJIOXKCHUEC HA TAAOITUKJIICHOJI

YecrorTa

Cucremo-oprasneH Kiac

Yectn HeuecTn
Hapyuienus Ha umyHHaTa - CBpBX4YYBCTBUTEITHOCT*
CUCTEeMa
Hapymienust Ha HepBHaTa I'maBoGosne Hucrey3us
CHUCTEMA
CroManrHo-4peBHI - Huapus, ragexe,
HapylIeHUs 00JIKa B KOpeMa, TTOBPhINaHe
OO6mn HapymeHus 1 Peaknust Ha MsCTOTO Ha YMopa, ycelasne 3a TOIUIMHA
e(eKTH Ha MSCTOTO Ha WHXEeKTHpaHe™**
MPUIOKEHUE

* BKIIFOUMTEITHO PEaKIK OT Obp3 TUM (JIEPrHUeH JIEPMATUT, SPUTEM, TUCITHES, TUCPOHUS, CTATAHE B
I'BPJIOTO, Ipa3HEHE B I'bPJIOTO, TAPECTE3Us B YCTaTa U 3a4E€PBsBaHE) H PEaKINK OT 3a0aBeH
THUI(TIEPUOPOUTAIICH eeM, TTOAyBaHe, 0OPUB U CHPOEK).

** Peakiiusi Ha MSICTOTO Ha MH)KEKTHPAHE BKIIIOYBA CJACIHUTE TEPMHUHM: 00OJIKA Ha MSACTOTO Ha
HWHXCKTHUPAHE, OTOK Ha MACTOTO HAa MHKCKTHUPAHE, CTYACHNHA Ha MACTOTO Ha MHXKCKTUPAHE, TOIIJIMHA Ha
MSICTOTO Ha WH)KEKTHPaHE, XeMaTOM Ha MSCTOTO Ha HHXXEKTUPaHE M epUTEM Ha MSICTOTO Ha
WHXXCKTUPAHE.



Ommcanue Ha I/I36[28,HI/I HCXKCJIAaHU JICKAPCTBCHU PCAKITNU

Cspvxuyscmeumentocm

Peaknuute oT Obp3 THUIT BKIIOYBAT €{HA WM IMOBEYE PEAKIIMH, KOUTO CE MPOSBSBAT €THOBPEMEHHO MM
MOCJICZIOBATEIHO, U KOUTO Ca HAH-4eCTO KOKHU, PECIIMPATOPHH U/WJIH ChIOBU peakiuu. Beska enHa ot
TAX MOXe Jia ObJIe IPEIyNPEAUTEIICH PU3HAK 32 3aI04BaIll IIIOK ¥ MHOTO PSJIKO MOXKE Jia IOBEIE JI0
CMBPT.

Hegpoecenna cucmemna ¢pubposza (HC®)
Nma cpobmenns 3a cnyyan Ha HC® ¢ qpyru KOHTpaCTHH BEIIECTBA, ChIBPKAIIN TaJOTHHIH (BXK.

Touka 4.4).

IleapaTpuyHa DOmyJIamus

B nBe xvMHMYHYM W3nMTBaHUA 001110 80 MequaTpUYHU MAllMSHTH Ha Bh3pacT 2 U MOBeYe TOAUHU U
36 NneAaTpUYHy NalMCHTH Ha Bb3pacCT 110 2 TOAWHU I10JIydaBaT MHKCKIUA IaJOITUKIICHOJ B 1034
0,1 ml/kg BW (0,05 mmol/kg BW).

[MpodmreT Ha Ge30MACHOCT HA TAIONMUKIICHON B IIEIMATPUYHATA TTOITyJIalisl HE TOKa3Ba HUKAKBH
KOHKPETHH ChOOPaKeHHsI, CBbP3aHU C 0€30MIaCHOCTTA, B CPABHEHUE C BH3PACTHH.

Karo msmo 69 nexxenann crOnTus, Bp3aUKBaIy 1o Bpeme nedenueTo (TEAE), ca HabmogaBanu mo
BpeMe Ha W/WIU CJIe]] PUIOKCHUE Ha raIoNUKIeHON py 33 namueHTt ot 116 (28,4%).

Ot te3u TEAE 2 coburtus npu 2 nanuentu (1,7%), equH nanueHT moj 2 TOJUHU U eIUH Ha 9 roiuHu, ce
CUHTAT 32 CBBP3aHU C TaIONHUKICHOI (EpUTEM U MaKyJIOMAITyJIO3eH O0pHUB).

CroO1aBane Ha IMOJO3UPaHU HEKEIAHN PEAKIIAN

ChoOIaBaHeTo Ha MOJIO3UPAHN HEeXKENaHW PEAKIUK CIIC]] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaxkHO. TOBA MO3BOJISIBA J1a TIPOIBIKH HAOIOICHUETO Ha ChOTHOIIIEHUETO TIOJI3a/PUCK 32
JIeKapcTBeHUS POAYKT. OT MEAMIIMHCKUATE CTIEIMAINCTH C€ M3KCKBA J]a ChOOIaBaT BCsAKA MMOI03MpaHa
He)KeJlaHa peakiys Ype3 Hal[oHalTHa CUCTeMa 3a ChoOIaBaHe, mocoueHa B [Ipunoxenne V.

4.9 IIpeno3upane

MaxkcruManHaTa THEBHA eIMHUYHA /1033, M3MUTBaHa pu Xopa, € 0,6 ml/kg BW (exBuBaneHTHO Ha
0,3 mmol/kg BW), koeTo choTBeTCTBa Ha 6 ITBTH NPENOPHUNTEIIHATA JI03A.

K®M HacTOsIIIMS MOMEHT HE ca ChOOIIEeHN PU3HAIM Ha MHTOKCHKAIIUS OT MPEJ03UpaHe.
I"agonukneHon Moske a Oblle OTCTPaHEH upe3 XxeMoauanusa. Jluncesar odaue 1aHHHU, Y€ XeMOAUAIn3aTa
€ MOAXOAAIIA 32 IpeAoTBpaTsaBaHe Ha HedporenHa cucremHa huodposa (HCD).

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 ®apmakogUHAMHYHM CBOIiCTBA

dapMakoTepaneBTHYHA Ipyla: HapaMarHuTHU KoHTpacTHU BewecTBa, ATC kox: VOSCA12.
["agonukieHon e mapaMarHUTHO CPEICTBO 32 SIIPEHO-MarHuTeH pezoHaHc (SIMP).

MexaHu3bLM Ha IeHiCTBUE

E(i)eKTBT Ha KOHTPAaCTHO YCHUJIBAHC CC MCUHPA OT I'a IOTIUKIICHOJI, KOKTO € MAaKpOLIUKIINYCH HEHOHEH
KOMIIIICKC Ha FaﬂOHHHHﬁ, YHATO aKTHBHA YaCT MOBUIIIaABA CKOPOCTTA HA pCilakCallud Ha BOAHUTEC IIPOTOHU


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

B OJIM30CT JI0 HETO B TSUIOTO, BOACHKH 710 ITOBUITIaBaHE HA MHTCH3UTETA (IPKOCTTA) HA CHTHAJIA Ha
THKAHUTE.

Korato ce mocrasu B MarHuTHO nojie (manuent B anapat 3a IMP), ragonukmnenon ckbesisa Ti u Tz
BpEMEHATa Ha pejlaKcalysi B TapreTHUTE ThKaHu. CTerneHTa, 10 KOATO AaJJeHO KOHTPACTHO BELIECTBO
MOJKe Ja TTOBIIMSIC BbPXY CKOPOCTTa Ha penakcanus Ha ThkanHata Boaa (1/T nmm 1/T»), ce Hapuda
peIaKCUBHOCT (I| WIIH I2).

I'agonukiieHoa IoKa3Ba BUCOKA PCIaKCUBHOCT BbB BOJla (B)K. Ta6m/1ua 3) nopaau CBOATa XUMHUYHA
CTPYKTYypa, ThI KaTo MOXeE 1a oOMeHs JABC BOAHU MOJICKYJIU, KOUTO Ca CBbP3aHU C raJO0JIMHUA, B
CBOTBETCTBHUE C KOOPAMHALIMOHHO MY YHCJIO, B JOITBJIHEHUE KbM UCTUPUTEC a30THU U TPUTEC KUCIIOPOJAHU
aToMa Ha Kap6OKCI/IJ'IHI/ITe Tpynu Ha Xe&jiaTa raJOIMnKICHOI. ToBa 00scHSIBA 3a110 IraJoIInKIICHOII,
IIpujIaralH KaTo IojJIoOBHHaTa OT go3ara F&HOHHHHﬁ, B CpaBHCHUE C ApYyTrU HCCHCLII/I(bI/ILIHH KOHTpPAaCTHHU
BCIIECTBA, ChbAbpiKallu FaILOJ'II/IHI/II\/'I, MOKE Ja OCUT'YPHU CBIIOTO KOHTPACTHO YCUJIBAHEC.

Tabauna 3: PenakcuBHoct npu 37°C 3a raionukjaeHoJ

ri (mmol'.Ls™?) r2 (mmol'.Ls?)
MaruuTHoO noJje 047T| 15T 3T (047T| 15T 3T
PemakcuBHOCT BBB BOJa 12,5 12,2 11,3 14,6 15,0 13,5

PenakcuBHOCT B OMonoruuHa

13,2 12,8 11,6 | 15,1 15,1 14,7
cpena

Kinnnnuna edukacHocT U 6€300aCHOCT

JIBe OCHOBHM IPOYYBaHUs BKJIFOUBAT Bb3PACTHM MTALIUEHTH, NIOJU10keHU Ha SIMP ¢ ragonukiesos nmpu
0,1 ml/’kg BW (exBuBanentro Ha 0,05 mmol/kg BW) u AMP ¢ rago6yrpon npu 0,1 ml/kg BW
(exBuBanentHo Ha 0,1 mmol/kg BW). IIspBoTo npoyuBane (IIpoyuBane GDX-44-010; PICTURE)
BKITFOYBA 256 MAIMeHTH C U3BECTHH WK CHITHO mogo3upanu je3uu B [IHC ¢ dhokanman obmactu Ha
Hapymenne Ha KMb (Hanp. mbpBu4HM U BTOpHYHHU TyMopH). Hail-ronsmata gact ot naruentute (72%)
ca UMaJli MO3bUHHU TyMOpH, 20% ca UMaau MeTacTa3d B MO3bKa WM B IpbOHauHUs CTHIO, a 8% ca
HUMali Ipyra NaToJO0THsL.

Hpyroro npoyusane (IIpoyusane GDX-44-011; PROMISE) BxirouBa 304 manueHTH ¢ M3BECTHU WM
MO/I03UPAHN HAPYILIEHUS WM JIE3UU B IPYTH YaCTH Ha TsU10TO (8% B TaBaTa v muATa, 28% B TPBIAHUS
ko, 35% B xopema, 22% B Ta3a u 7% B ONOPHO-IBUraTeIHaTa CUCTEMA) Bb3 OCHOBA Ha PE3yJITaTh OT
MpeIxo/iHa mmpoueaypa 3a oopasHo usciensane kato KT wim AMP. Haii-yecto cpemanaTa maTojaorus ca
TyMOpH Ha repaata (23%) u uepHoapooHu Tymopu (21%).

[IbpBUYHaTA KpaiiHa TOYKa € Ouiia OlleHKa Ha BU3yaIM3allusITa Ha JIe3unTe, OazupaHa Ha 3 ChbBMECTHH
Kputepus (ouepTaBaHe Ha TPaHUIIM, BETPEIIHa MOP(OIOTHS U CTENeH Ha KOHTPACTHO YCHIIBAHE),
W3BBPLICHA OT TPUMA HE3aBUCHMH 3aCJICIICHH CIIEUANIICTH B PAa3UUTAHETO Ha N300pakeHus 1 4-TOUKOBa
ckana. CpelHUTE CKOPOBE 3a BCEKH OT 3-T€ CbBMECTHHU KPUTEPHS 32 BU3yalIH3alys Ha JIE3UH € U3UHUCIIEHA
KaTo cOOp OT CKOpOBETE 3a 10 3 Hal-NIpeACTaBUTEIHH JIE3UH, pa3AeiieHa Ha Opos Ha JIe3UHUTe.

W nBere npoyuBaHus ca MOKA3AJIM:

- [peBB3xoacTBO Ha KOMOWHUpaHus (cBoeH) HeycuiieH SIMP/kontpactHo ycuieH SIMP ¢
raJIONUKICHON cripsiMo HeycuineHus SIMP (npenxoneH) 3a Bcuukute 3 KpUTEpHS 32 BU3YyalU3alus
Ha ne3un (p < 0,0001 u 3a TpuMarTa CieHUaTUCTH B pa3uUTAHETO Ha N300paKeHHUs1, CIBOCHHU t-
TECTOBE 3a ChBIAJAIIH JIE3UHN).

- Heunndepuoproct na ragonukneron npu 0,1 ml/’kg BW (ekBuBanentHo Ha 0,05 mmol/kg BW)
crpsimo TagooyTpon mpu 0,1 ml/kg BW (exBuBanentro Ha 0,1 mmol/kg BW) (p < 0,0001 u 3a
TpUMaTa CHEUaINCTH B Pa3UNTaHETO HAa M300pakKeHHNsI, CIIBOEHH t-TECTOBE 3a ChBIIAAIIN
JIC3HH).



COopHHAT aHATM3 HAa TBPBUYHUS PE3YJITAT 32 TPUMATA CHECLHUATINCTH B PA3UUTAHETO HA M300paKEHUS U
3a BCEKH KPUTEPHI 32 BU3yaJIn3alisl Ha JIE3UH CHILO AEMOHCTPUPa HEMH(PEPUOPHOCT Ha I'aJOMUKICHOI
npu 0,05 mmol/kg cnpsimo ragobyTpon npu 0,1 mmol/kg u B BeTE MpoyuBaHUsl, KAKTO € MMOKa3aHoO B
Tabnuna 4 no-mony.

Tabéauua 4: Buzyanuzauusi Ha je3uu — Pa3uutane u3BbH eHTbpa 32 U3CJeBaHe — sJaTa
aHAJM3HPaHa rpyna

cpeana croiinoct no LS (SE) 95% AN .
N MalUeHTH p-cToiiHOCT
I'agonnkiaenon I'agodyrpon Pazimka pa3iuka
IIpoyuBane GDX-44-010
(PICTURE)
OuepraBaHe Ha IPaHULIU 239 3,83 (0,02) 3,82 (0,02) 0,01 (0,02) [-0,02;0,05] 0,5025
Bwrperna Mopdoaorus 239 3,83 (0,02) 3,81 (0,02) 0,02 (0,02) [-0,01;0,05] 0,2006
Creneil Ka KORTpacTHO 239 3,73 (0,03) 3,68 (0,03) 0,05(0,02) [0,01;0,09]  0,0172
yCUIIBaHE
IIpoyuBane GDX-44-011
(PROMISE)
OuepTraBaHe Ha TPAHUIH 273 3,60 (0,03) 3,60 (0,03) -0,00 (0,02) [-0,05;0,04] 0,8987
Borpemnraa Mmopdoorust 273 3,75 (0,02) 3,76 (0,02) -0,01 (0,02) [-0,05;0,03] 0,6822
CTEIICH Ha KOHTPACTHO 273 3,30 (0,04)  329(0,04) 0,01(0,03) [-0,050,07]  0,8546
yCUIIBaHE

JIU: 0osepumenen unmepsan, LS: memoo na Hati-markume xéaopamu, SE: cmandapmua epewka.

BTOpI/I‘IHI/ITe OLICHCHHU KPUTCPHUHU BKIIOYBAT KOJIMYCCTBCHU OLICHKU (CT)OTHOHICHI/IC KOHTpaCT/IHYM,
CHOTHOIICHHE JIe3Hs1/MO3BK ((DOH) M MPOIICHT Ha yCHIIBAHE HA JIE3UTAa), TUATHOCTHYHO MPEIIOYHTAHNE
KaToO IISUI0 U BB3/JICUCTBHE BHPXY JICUYCHHUETO HA TALMECHTA.

B INpoyusane GDX-44-010 cbOTHOIIEHUETO JIe3Us/MO3BK U MPOIEHTHT HA YCUIIBAHE HA JIE3UsTA Ca
CTaTUCTUYECKU 3HAYUMO M0-BUCOKH ¢ ragonukieHon npu 0,1 ml/’kg BW (ekBuBaneHTHO Ha

0,05 mmol/kg BW) B cpaBaenue ¢ ragodyrpon npu 0,1 ml/’kg BW (exBuBanentHo na 0,1 mmol/ kg BW)
3a TpUMara CIeUaIiCTH B Pa3uuTaHeTo Ha n300paxeHusi. ChOTHOLICHUETO KOHTPACT/IIIYM €
CTaTUCTUYECKU 3HAYMMO I0-BHCOKO 32 JIBaMa CHEIHAIMCTH B Pa3UYUTaHETO Ha N300paxeHusTa. B
IIpoyusane GDX-44-011 mpoueHTHT Ha yCHIIBaHE HA JIE3UATA € 3HAUUTETHO MO-BUCOK 3a FaI0IMHUKJIEHOI
npu 0,1 ml/kg BW (exBuBanentHo Ha 0,05 mmol/kg BW) B cpaBHenue ¢ ragodytpon npu 0,1 ml/kg BW
(exBuBanentHo Ha 0,1 mmol/kg BW) u He ce Ha0moaBa CTaTUCTUIECKH 3HAUYMMA PasJiiKa 3a
CHOTHOILECHHUETO J1e3Us1/(HOH.

IMoka3zarenute 3a BU3yalu3alys Ha Je3ud (HAIP. KOMbPBUYHHU KPAilHU TOYKH U KOJTMYECTBEHH OIICHKH,
KaTo ChOTHOIIIECHHE KOHTPACT/IIYM, ChOTHOIICHHUE JIe3Ksi/MO3bK (()OH) U TIPOLICHT Ha YCHIIBAHE HA
JIe3UsITa) ca OLEHEHHU NP BCUYKH JIE3UH, UICHTUPHUIIMPAHU OT CIEIHANVCTH B Pa3dYUTAHETO HA
M300pakeHNs, HE3aBUCUMO OT TEXHUS pa3Mep, MpH moseue oT 86% OT MaIeHTUTe B IPOYYBAHETO I10
otromenue Ha [ITHC u npu moede ot 81% OT mamueHTuTe B MPOYYBAHETO 110 OTHOIIICHUE HA TSIIOTO,
KOHUTO HE ca UMaJiH moBeye ot 3 sie3uu. [Ipu octaHanuTe MaueHTy ¢ IoBeYe OT 3 BUAUMH JIE3UU €
n30paHO OAMHOKECTBO OT 3-Te Hal-IPeCTABUTEIIHH JIE3MH 32 OLICHKa Ha KOITbPBUYHUTE KpailHU
touku. [lopaau ToBa npu Te3u NaMEHTH AOIBIHUTEIHUTE JIE3UH HE ca oleHs BaHu. Clie10BaTeIHO
TEXHUYECKaTa Bh3MOXHOCT 33 BU3yaIM3allvsl Ha JIE3UH U 32 JIBETE KOHTPACTHH BEIIECTBA HE MOXKE JIa ce
EKCTparoympa 3a JIe3UUuTe, KOUTO He ca n30paHu.

BBB Besko mpoyyBaHe MTMArHOCTUYHOTO MPEANIOYUTAHHUE KAaTO ISUT0 € OLIEHEHO Ype3 TII00aTHO
CHOTBETCTBAIIM JBOIKH (pa3unTaHe Ha H300pakeHusATa ot aeara IMP, orieHeHn euH 10 IPYT) OT TpUMa
JIOITBTHUTEITHU 3aCJICTICHH CIIeIMAIMCTH B pa3uyuTaHeTo Ha u3o00pakeHus. Pesynrarute ca 0000IeHN B
Tabmuna 5 no-noiy. B [IpoyuBane GDX-44-010 moBedeTo CrEUAIUCTH B PA3YUTAHETO HA H300PaKEHHUS
ca M3pa3uiii MpeIoYnTaHne KbM H300pakeHus, MofydeHu ¢ rajonukienon. B [Ipoyusane GDX-44-011
MTOBEYETO CHEIUATUCTH B PAa3YUTAHETO Ha M300paKeHUS HE ca N3PA3WIIH JUATHOCTUYHO MPEATIOYNTaHNE
MEXTy H300paXKEHUS, MTOTyYSHH C TaIOMKIICHOI U ¢ Ta[00yTpoI.
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Tabamnna 5: Pe3yaraTy o AMAarHoCTHYHM NMpeANOYNTAHUSA KaTo Usi10 3a [IpoyuBane GDX-44-010
(IIHC) u lIpoyuBane GDX-44-011 (Ts510)

Pazuuram | N IIpeanoyeren be3 IMpeanoyeren p-
CHEeNUATNCT rajonuKJIeHOJ | MPeInoYuTaHusi | ragodyTpoJ | cToifHOCT*
IMpoyuBane GDX- 4 241 108 (44,8%) 98 (40,7%) 35 (14,5%) <0,0001
44-010 (LLHC) 5 241 | 131 (54,4%) 52 (21,6%) 58 (24,1%) <0,0001
6 241 138 (57,3%) 56 (23,2%) 47 (19,5%) < 0,0001
[IpoyuBane GDX- 4 276 36 (13,0%) 216 (78,3%) 24 (8,7%) 0,1223
44-011 (Tsu0) 5 276 40 (14,5%) 206 (74,6%) 30 (10,9%) | 0,2346
6 276 33 (12,0%) 228 (82,6%) 15 (5,4%) 0,0079

* Panros tect Ha Wilcoxon.

3a mpoMmsiHa B MJIaHa 3a JIeYeHHe Ha MallMeHTHTE ce ChoOIIaBa clie/l Ipuiiarane Ha raJonuKISHONI Py

0,1 ml/kg BW (exuBanenTro Ha 0,05 mmol/kg BW) ceotBeTHO tiput 23,3% u 30,1% ot maruieHTuTe B
[IpoyuBane GDX-44-010 u IIpoyuBane GDX-44-011.
Ananmu3bt 1o noArpynu B [Ipoyusane GDX-44-010 pa3kpuBa, ue MIaHBT 3a JICYCHUE € MOXKEIO 1a Obae

npoMeHeH npu 64% oT 22-mara MalueHTH, 32 KOUTO U3CIIEAOBATEN AT CUMTa, Ye He Morar aa Obaat

OIIEHEHU (WJIM CTENeHTa Ha TIIHATHHS TyMOp He MOXe Ja ObJe omnpezeneHa) Bb3 ocHoBa Ha SIMP 6e3
ycuiBane, 28% oT 81 manMeHTy ¢ TMaro3a 3J0KauyecTBeHO 3a00ssiBaHe U 0koj10 12% ot 111 maruenTu ¢
JarHo3a He3JI0KayecTBEHO 3a00IIsBaHe.
B IIpoyuBane GDX-44-011 mianbT 3a Ie4eHnE € MOXeTo Ja 0b1e mpoMereH cien SIMP ¢ ragonukiieHomn
npu 41% oT 22-MaTa NaMeHTH ¢ IUarHo3a, KOATo He € MOXeJIo 1a Ob/ie OLeHEeHa Bb3 OCHOBa Ha IMP
0e3 ycunBane, 32% ot 165 nmalueHTy ¢ Tuartosa 3J10Ka4ecTBeHO 3a0osaBane U 14% ot 64 manueHTH ¢
IMarHo3a He-3JI0Ka4eCTBEHO 3a00JIsIBaHe.

W3BbpiIeHo e post hoc pa3untaHe Ha BCHYKU N300pa’KeHUS OT IBETE OCHOBHH NPOYYBAHUS IIPU
nokazanusi, cebp3anu ¢ LIHC u Tsi10, 10 M3IISII0 3aciienieH, HeCABOSH, PaHAOMHU3UPaH HAuWH.

HabnronaBaHo € BUCOKO HUBO HA ChOTBETCTBHE HAa OTKPHBAEMOCTTA Ha JIE3UH MEXKAY TaIOTHKICHOI TIPH
0,05 mmol/kg n ragoOyTpon mpu 0,1 mmol/kg Ha HUBO JIe3usl ¥ HUBO MallMeHT. PesynraTute ca
0000menn B Tabnuma 6 mo-gomy.

Tabumna 6: CboTBeTCTBHE HA OTKPHBAEMOCTTA HA JIe3UH MeKAy ragonukiaeHona npu 0,05 mmol/kg
u rago0yTpoa npu 0,1 mmol/kg

II'baHO chbBNaeHHE HA HUBO ae3us*

nanuenT*

IIbano chbBHAJIEeHHE HA HUBO

[Ipoyusane GDX-44-010
(IHC)

88,0% mo 89,8%

84,3% no 86,0%

IIpoyuBane GDX-44-011
(Tsmo) o610

I'maBa u mms
I'ppaen xom
Ta3

Kopemna obnact

OnopHo-aBUraTeaHa
cucreMa

92,3% 1o 95,5%

89,5% no 100%
88,3% 10 93,2%
91,7% mo 100%
94,6% 1o 95,2%
100%

81,3% 1o 85,0%

70,6% 1o 94,1%
69,8% 1o 73,2%
87,5% mo 94,6%
84,0% mo 87,2%

100%

* lnana3oH Ha CTOMHOCTH CIIOpEA CHEUUAINCT B pa3dUTAaHETO Ha H300paskeHus (3-Ma CrienuanucTy B
pa3vnuTaHeTo Ha N300paKEHUsT Ha PETHOH)

Ileduampuuna nonyrayus

e npoyusanus (IIpoyuBane GDX-44-007 u GDX-44-015) BximouBart 80 neguaTpuuHu MAEHTH HA

BB3pacT OT 2 10 17 roguau 1 36 HOBOPOICHN W MAJIKH Jiella Ha BB3PacCT Mo 2 TOAWHHU, Ha KOUTO €

1"



MpUIOKEHa eIMHUYHA 1032 ragonukicHoa (0,1 ml/kg BW, ekeuBanentHo Ha 0,05 mmol/kg BW).
N3obpaxenns mpeau u ciell KOHTPACTHO YCHIIBaHE ca OIIEHEH! IpH 78 MalueHTH, moaioxenu Ha SIMP
3a o6pasno uzcnensane Ha LIHC, 34 3a oOpa3Ho u3cnenBaHe Ha TsUI0 U 3 32 00pa3HO M3C/IEABaHE HA
KPBBOHOCHHUTE ChJIOBE.

Juarnoctnynara eUKacHOCT € OIICHEeHA M HE € YCTAaHOBEHA pasiiiKa Cpel MeANaTPHIHUTE Bh3PacTOBU
TPYIH.

5.2 ®apmMakoKMHETHYHM CBOIicTBA

AOcop0buus

AOGconroTHaTa OHOHAIMYHOCT Ha TagonukieHon (mpu xopa) € 100%, Thii KaTo TOM ce mpuiiara camo
WHTPaBEHO3HO.

Cnen untpaBeno3Ha no3a ot 0,1 1o 0,2 ml/kg BW (exBuBanentHo crotBetHO Ha 0,05 1 0,1 mmol/kg
BW), Ciax € cboTBeTHO 525 £+ 70 ug/ml u 992 + 233 ng/ml.

Chax C€ MOBHIIABA CHOTBETHO 1,1-kpaTHO, 1,1-kpaTHO U 1,4-kpaTHO, a AUCiyf C€ MOBUIIABA CHOTBETHO
1,5-xpatHo, 2,5-kpaTHO U 8,7-KpaTHO IpH MAIMEHTH C JIeKa, yMepeHa 1 TeXKa CTeneH Ha ObOpedHo
yBpexaane, cuen no3za 0,2 ml/kg BW (exBuanentro Ha 0,1 mmol/kg BW).

OcBeH TOBa ce o4akBa MOBUIIABAHETO HA Cax 1 AUCiyr 1a 6b1€ nogo6Ho npu 1o3a 0,1 ml/kg BW
(exBuBanentHo Ha 0,05 mmol/kg BW) Bb3 0CHOBa Ha pe3yNTaTUTE OT MOMYJIAIINOHHNTE
(apMaKOKMHETHYIHU CUMYJIAIINH.

Pasnpenenenue

Crnex MHTPaBEHO3HO MPUIIOKEHUE TAJJONHUKIICHON Ce pasnpeaens Obp30 B U3BbHKICThUYHUTE TEUHOCTH.
Cnen nosa 0,1 ml/’kg BW (exBuBanentro Ha 0,05 mmol/kg BW) o6embT Ha pasnpenenenue Vd e
129+1,71.

CBbp3BaneTo in vitro Ha 153Gd-ragonuKiIeHos ¢ YOBEIKUTE TUIA3MEHH IPOTENHH € HE3HAYUTEIIHO U
HE3aBUCHMO OT KOHIIEHTpAIIUATA Ha Ta/IONUKIICHON, Thil kKaTto 153Gd-ragonukieHon ce cBbp3Ba B
0,0-1,8% c gyoBemkure miazmenu npoterHy U B 0,0-0,1% c yoBemkuTe yepBeHN KPHBHU KIIETKH.

Buorpanchopmanus

lamonmkiieHon He ce MeTaboMu3Mpa.

Jluncara Ha MeTa00JIM3bM Ce TIOTBBPIKAABA OT in Vitro MaHHH, IPU U3IIOJI3BAHE HA COOPHU YOBEIIKH
4epHOAPOOHH MUKPO30MH, HHKYOupanu ¢ 153Gd-ragonuknenon. Crex 120 munyTa > 95% ot
153Gd-ragonukieHos ocTaBa B HenpoMeHeHa ¢opma. Pesyirarure ca moqo0Hu, KOraTo TOILTMHHO
WHAKTUBUPAHU COOPHU YOBEIIKU YEPHOAPOOHU MUKPO30MH (OTPHUIIATEITHH KOHTPOJIN) C€ MHKYOUpar ¢
153Gd-ragonukineHon, KoeTo nokas3sa, ye 153Gd-ragonukieHon He ce MeTabomu3upa.

Enumunupane

lamonukIieHON ce eTMMHUHMPA OBP30 B HEIIpoMeHeHa (popma rmpe3 ObOperuTe upe3 riaoMepyIHa
¢unrpanus. Cnen no3a ot 0,1 o 0,2 ml/’kg BW (exBuBanentHo chorBeTHO Ha 0,05 u 0,1 mmol’kg BW),
CPeAHUSAT IJIa3MEH eTMMHHAIIMOHEH TIONYKUBOT (t1,2) IpH 3paBu 100POBOJILHK C HOpMaliHa ObOpedHa
¢yskuus e cpotBeTHO 1,5 1 1,7 vaca, a kiupbHCHT € cboTBeTHO 100 + 10 ml/min u 96 + 12 ml/min.
Exckpernusita ¢ ypuHata € OCHOBHUAT T Ha €TUMUHHUPAHE Ha TAJOMUKIIEHON, KaTo MpHOIu3uTeTHo 98%
OT JI03aTa ce eKCKpeTHpa B ypuHaTta ciiesi 48 gaca, He3aBHCUMO OT MPHIIOKEHATA J103a.

JInHeHOCT/HETMHENHOCT
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dapMaKOKHHETHIHHUSAT MPOGUIT Ha TaJOMUKIICHO € JITHECH B M3cieNBaHus 10308 quana3oH (0,05 mo
0,6 ml/’kg BW, exBuBanentro Ha 0,025 no 0,3 mmol’kg BW), 6e3 pa3nuka Mexay MbKe U KECHU.
Cpennara MakcumanHa KOHIEHTpAIus (Cmax) U mwiomnnTa moxa kpusaTta (AUCin) HapacTBat
MPOMOPLMOHAIHO Ha J]03aTa.

IleguaTpryHa OMyJIAIHS

JBe npoyuBanus ¢aza 2 (GDX-44-007 u GDX-44-015) pxitouBart 80 nmeauaTpU4HU MAMEHTH HA
BB3pacT oT 2 10 17 romunu (60 B koxoprara ¢ uzcneasane Ha [[THC ca Bkimrouenu BB @K anamms) u
36 Ha BB3pacT noA 2 roauHu. Benyuky manueHTH nmomyvasar ragonukieHon B go3a 0,1 ml/kg BW
(exBuBanentHo Ha 0,05 mmol/kg BW).

WnpuBuayanHuTe napaMeTpy, IPOrHO3UPaHH OT TOCJIEAHNUS TOMYIaluOHeH (hapMaKOKHHETHUEH MOJIEI
u HopManu3upanu 3a BW, ca cxonHu Mexny Bp3pacTHU U Jiena. MequaHaTa Ha KJIUPbHCA € B AMANa30Ha
ot 0,08 1/h/kg (3a Bp3pacToBata rpymna 12-17 roguan) no 0,12 I/h/kg (3a Bp3pacToBara rpyma

3-23 mecera).

MenuanaTta Ha TepMUHAIHUS NOTYKUBOT € 1,78 yaca 3a Bp3pacToBata rpymna 12-17 rogunu, 1,61 yaca 3a
BB3pacToBara rpyna 7-11 rogunu, 1,75 yaca 3a Bp3pactoBara rpymna 2-6 rogusnu, 1,45 gaca 3a
BB3pacToBara rpymna 3-23 mecena u 2,10 3a Bp3pacToBara rpymna noj 3 mecena.

q)apMaKOKI/IHCTI/IKaTa Ha raJONHUKIICHOJ ITpU €la € CpaBHUMaA C (I)apMaKOKI/IHCTI/IKaTa IIpyU BB3pacCTHHU.

Br0Opedno yBpexaane U JUAITU3HPYEMOCT

EnuMuHAIMOHHUSAT MOMYXKHUBOT (t12) C€ YABIIKaBa IPU MAIMEHTH C O0BOPEedHO YBpEKIaHe, KOETO Ce
yBEJIMYaBa ChC CTENEeHTa Ha ObOpeuHoTo yBpexaane. [Ipu namuentu c yeka (60 < eGFR < 90 ml/min),
ymepena (30 < eGFR < 60 ml/min) u Texxka (15 < eGFR < 30 ml/min) crerien Ha 0bOpEeUHO yBpEXKIAaHe,
cpenuust Tz € choTBeTHO 3,3, 3,8 1 11,7 vaca, a KTUpBHCHT € choTBeTHO 1,02, 0,62 1 0,17 ml/min/kg.

Chax C€ MOBHIIIABA CHOTBETHO 1,1-kpaTHO, 1,1-kpaTHO U 1,4-kpaTHO, 2 AUCiyf C€ MOBUIIABA CHOTBETHO
1,5-kpatHo, 2,5-kpaTHO U 8,7-KpaTHO IpH MAIMEHTH C JIEKO, YMEPEHO U TEXKO ObOPEUHO yBpEXKIaHe,
cien no3a 0,2 ml/kg BW (exBuBanentro na 0,1 mmol/kg BW).

OcBeH TOBa ce o4akBa MOBUIIABAHETO HA Cmax 1 AUCinr 1a 6b1€ mogo6Ho npu 1o3a 0,1 ml/kg BW
(exBuBanentHo Ha 0,05 mmol/kg BW) Bb3 0CHOBa Ha pe3yNTaTUTE OT MOMYJIAIINOHHNUTE
(bapMaKOKMHETHYHU CUMYJIAIINH.

Exckpenusita ¢ ypuHata ce 3a0aBs ¢ yBeJTM4aBaHe Ha CTeNeHTa Ha 0bOpeuHo yBpexaane. [Ipu nanuentu
C JIeKa WJIM yMepeHa CTeIeH Ha O0b0peuHo yBpexkaane Haj 90% oT npuiiokeHaTa J103a ¢e OTKpHBa B
ypuHaTa B paMkuTe Ha 48 uaca. [Ipy nanmeHTH ¢ TeKKO yBpeeHa 0b0peuna GpyHkius okojio 84% ot
MPIJIO’KEHATa J103a C€ OTKPUBA B YPHHATA B pAMKHTE HA 5 JTHU.

[Ipu naumenTtu ¢ repmuHanna 6p0peuna HepocraTbuHocT (ESRD) 4-uacoBa xemoananusa epeKTUBHO
OTCTpaHsABa TaIONHKIECHOI OT TUIa3MaTa, Thi KaTO MPOIEHTHT Ha HaMaJIeHHe Ha KOHIICHTPAIINHUTE B
KpBBTa € 95% 10 98% B Kpas Ha TbpBaTa cecusl Ha XeMOAHATN3a.

Termo

EdexTbT Ha TEryIoTo € u3ciieiBaH C MOoMyJaloOHHN (PapMaKOKWHETUYHN CUMYJIAlMU TP MALMEHTH C
BW B guanazon ot 40 kg o 150 kg, monmyuasamu jo3a ragonukieHon 0,1 ml/’kg BW (exBuBaneHTHO Ha
0,05 mmol/kg BW). CpoTtHorienusta Ha Mmeauanara Ha AUCinr Ha raJ0NUKICHON MEXKITY
CPeIHOCTAaTUCTUYECKH 3/1paB Bb3pacTeH ¢ Teriio 70 kg u xopa ¢ teryno 40 kg u 150 kg e chotBeTHO 0,86 M
2,06. CroTHOIIEHUATA Ha Tu1a3MeHuTe KoHueHTpauuu 10, 20 u 30 MUHYTH cile]] Tpularaie Mexmy
CPeAHOCTATHCTUYECKH 3/1paB Bh3pacTeH ¢ Terno 70 kg u xopa ¢ terno 40 kg u 150 kg Bapupar ot 0,93 no
1,26.
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5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT
HexnmuanuHuTe TaHHM HE TIOKAa3BaT OCOOCH PUCK 3a XOpa Ha 0a3aTa Ha KOHBCHIIMOHATHUTE
(hapMaKoJOTHYHYU MPOYIBAHUSA 32 OE30MMaCHOCT, MPOYYBAHUS 32 TOKCHYHOCT IIPH MHOTOKPATHO

npujiarane, rcHOTOKCUIHOCT, PEIIPOAYKTUBHA TOKCUYHOCT U TOKCUYHOCT 3a Pa3BUTUECTO.

Hpoy‘IBaHI/IHTa 3a TOKCUYHOCT ITPU FOBCHUJIHU JXUBOTHU HC IMMOKA3BaT 3HAYMMU HAXOIKU.

6. OAPMAIEBTUYHHU JAHHU

6.1 Chnucbk Ha IOMOLIHUTE BellecTBA
Terpakceran

Tpomeramon

XmopoBoaopoHa KucenrHa (3a Kopeknus Ha pH)
Hatpues xunpokcuny (3a kopexiust Ha pH)

Bopa 3a nmxexnuun

6.2 HecbBMeCTHMOCTH

[Ipu nunca Ha npoy4YBaHKs 32 HECHBMECTUMOCTHU TO3H JICKAPCTBEH NPOLYKT He TPsOBa J1a ce CMECBa ¢
JPYTH JIEKapCTBEHU MPOIYKTH.

6.3 Cpoxk Ha roaHoCT
3 roguHU

3a puakonwu:

JlokazaHa € XuMHU4Ha U (U3NIHA CTAOMITHOCT 110 BpeMe Ha yrorpeba 3a 24 yaca mpu TeMIiepaTtypa 110
25°C.

Ot MuKpoOHOIOrYHA TJIE/IHA TOYKA POAYKTHT TPAOBa J]a ce M3I0JI3Ba He3a0aBHO.

AXoO He ce U3M0JI3Ba BeJJHara, BpEMETO Ha ChXpaHEeHHUe M0 BpeMe Ha yroTpeda 1 yCIOBHsITa Ha
ChXpaHEeHHUE Mpeu yIoTpeda ca OTTOBOPHOCT Ha MOTPEOUTENSI 1 OOMKHOBEHO HE TPsIOBa J1a Ha[BUILIABAT
24 gaca ipu 2°C o 8°C, 0cBEH aKo OTBAPSHETO HE € U3BBPIICHO MPH KOHTPOJIHUPAHU U BATHIUPAHU
ACETITUYHH YCIIOBHSI.

6.4 CrnenuajaHu ycJI0BHA Ha CbXpaHeHHUe

3a (aakonwu:

To3u nekapcTBeH NMPOAYKT HE U3UCKBA CIEIMAIHYU YCIIOBUS Ha ChbXPaHEHHE.

3a ycroBusATa Ha CbXpPaHEHHUE CIIE/ IBPBO OTBAPSIHE Ha JIEKAPCTBEHUS IPOAYKT BIXKTE TOUKA 6.3.

3a OpEeABAPUTCIIHO HAITBJIHCHH CITPUHITOBKH !

[a He ce 3ampaszsiBa.
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6.5 Buau chabpKaHHE HA ONIAKOBKATA

3 ml umkeknnoHeH pa3TBop BBB (hrakon 10 ml (cTekito Tum I) ¢ enacToMepHa 3amymiaika, B OITakoBKa
mo 1.

7,5 ml nmxeknroHeH pa3TBop BBB (uakoH 10 ml (cTeiimo tum [) ¢ emacToMepHa 3ammymanka, B OTaKOBKH
mo 1 wmm 25

10 ml unxekIoneH pa3TBop BbB ¢uiakoH 10 ml (cTekio Tun ) ¢ enacromepHa 3amyInanka, B ONaKOBKU
no 1 wmu 25

15 ml nmxexmroneH pa3reop (BbB (piakod 20 ml (cTekiro tam [) ¢ emacToMepHa 3amymianka, B OITaKOBKH
mo 1 wmm 25

30 ml urxekroHeH pa3TBop BB ¢uiakoH 50 ml (cTekio Tum I) ¢ enacToMepHa 3amymanka, B ONakoBKa
mo 1

50 ml nmxexmroneH pa3TBop BbB ¢urakoH 50 ml (cTrkio Tun ) ¢ enracromepHa 3armyrianka, B ONaKOBKa
or |

100 ml umxexnuoneH pa3Teop BbB (hiakon 100 ml (cThkio Tum I) ¢ enactomepHa 3amyiaika, B
OTIaKOBKa 110 1

7,5 ml, 10 ml i 15 ml naxeknroHeH pa3teop B 15 ml rutactMacoBa (TONHATIPONTHIICHOBA)
IpeBapUTETHO HAaITbJIHEHA CIIPHHIIOBKA, Tpaxyupana npe3 0,5 ml, 6e3 urina, ¢ enacromepHa
(6pomoOyTHIIOBa) 3amyinanka (0yTano) u ¢ eracToMepHa (OpoMoOyTHIIOBa) Kamavka Ha Bbpxa. OnakoBka
o 1 unu rpynoBa onakoBka, ceabpkaiia 10 (10 onakoBku no 1) mpeaBapUTENHO HAITBIHEHU
CIIPUHIIOBKHA

7,5 ml, 10 ml i 15 ml uaxeknroHeH pa3TBop B 15 ml rutactMacoBa (TOJUATIPONTHIICHOBA)
MpeIBapUTEIHO HATBJIHEHA CIIPUHIIOBKA, rpagyupana mnpes 0,5 ml, ¢ enacromepHa (OpomMoOyTHIIOBA)
3amyiajika (0yTano) u ¢ enactoMepHa (OpoMOOYyTHIIOBA) Kalayka Ha BbpPXa, C KOMIUICKT 3a MPHIOKEHUE
3a PPYHO WHXKEKTUpaHe (eIMH yIBJIDKUTEN 32 MHQY3UOHHA CHCTEMAa M €JIMH KaTeThp), B OMAaKOBKa 110 |

7,5 ml, 10 ml wim 15 ml uaxeknroHeH pa3TBop B 15 ml rutactMacoBa (TOJUATIPONTUIICHOBA)
Ipe/IBapUTETHO HaITbJIHEHA CIIPHHIIOBKA, rpaxyupana npes 0,5 ml, ¢ enacromepHa (OpoMoOyTHIIOBA)
3amymrainka (0yTano) u ¢ enactomepHa (OpoMoOyTHIIOBa) Karmayka Ha BbpXa, C KOMIUIEKT 3a MPIIIOKEHUE
3a Optistar Elite nrxekTop (eAWH yIBIDKUTEN 32 WHPY3UOHHA CUCTEMA, €IMH KaTeThp U elHa Tpa3Ha
rracTMacosa crpuHioBka 60 ml), B omakoBka 1o 1

7,5 ml, 10 ml unu 15 ml nrxexnuoHeH pa3tBop B 15 ml muiactMacoBa (IOJUNPOITHIICHOBA)
MpeJBapUTEIHO HAITBJIHEHA CIIPUHIOBKA, rpagyupana mnpes 0,5 ml, ¢ enacromepna (OpomMoOyTHIIOBA)
3amymanka (0yTano) u ¢ enactomepHa (OpoMoOyTHIIOBA) Kallauka Ha BbpXa, C KOMIUIEKT 3a MPHUII0KEHHUE
3a Medrad Spectris Solaris EP umxexTop (eIuH yaABIDKUATEI 32 HHPY3HOHHA CUCTEMA, SIUH KaTeThp U
e/IHa Mpa3Ha IuiacTMacoBa criprHIoBka 115 ml), B onakoska 1o 1

He Bcuuky BujoBe ONMakOBKM MOTrat 1a ObAaT MMyCHATH Ha masapa.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHE H padoTa

He I/I3HOH3B3171T€, aKO IIPOAYKTHT, BKIIFOUHUTECIIHO OITAKOBKAaTa, € OTBOPEH UJIM ITOBPCICH.

WHxeKInOHHUAT pa3TBOp TPsiOBa a ce MPOBEPH BU3YAJIHO IPEAH yroTpeoda.
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Pa3TBOp ¢ BUAMMM IPHU3HAIM HA BIIONIaBaHE (HAIPHMEp YaCTUIM B Pa3TBOpa, IyKHATHHU HA (pIIakoHa) He
TpsiOBa J1a ce U3MOI3Ba.

IIpenu u no BpeMe Ha ynoTpeba Ha IPOJyKTa Cla3BaiiTe npaBuiaTa 3a 6€30IaCHOCT, XUIHEHA U
acenTuka.

3a duakonwu:

3amymrankara Ha (hjaKkoHa TpsOBa 1a ce MpoOue caMo BETHBXK.

3a OpEABAPUTCIIHO HAITBJIHCHHU CITPUHITOBKH

He u3nomn3patite IMpEABAPUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA, AKO MMa IIPpU3HAIU Ha U3TUYAHC.

[IpenBapuTenHO HaTBTHEHATA CIIPUHIIOBKA € CaMo 3a eTHOKpaTHa yrnoTpeba. He ce onmraaiite ma
W3M0JI3BaTe MOBTOPHO MPEABAPUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA 33 €THOKpaTHA yHoTpeba J0pu cies
MOYKMCTBAHE WK CTECPIIIU3UPAHE.

3aBuiiTe cTH0I0TO HA OyTaI0TO B OYTaNOTO HA CIPUHIIOBKATa. BakHO € 1a 3aBbpTHUTE U /1a HATHCHETE
cTH0JI0TO Ha OYTaJIOTO C AOIBJIHUTENEH /2 000POT, Taka 4e OyTaJoTo Jja MOXKeE Jia C€ BPTHU CBOOOAHO.
[Ipenun na n3non3BaTe MpeBAPUTETHO HAIThIIHEHATA CIPUHIIOBKA, OTCTPAaHETe Kamaykara Ha BbpXa, KaTo
s1 3aBBPTHUTE.

KonexTopsT € chBMecTuM ¢ tyep 6%.

Bcewnuku yep Bpb3ku TpsiOBa 1a ObAaT BHUMATEITHO 3aTETHATH Ha pbKa, 0€3 J1a ce 3aTArar npeKaieHo, 3a
71a ce TapaHTHpa CUTYypHA BPb3Ka U J1a e MPEAOTBPATH MOBPEAa Ha U3IEIUETO.

[Ipenu na cBBprKETE C MALMEHTa, 3apeIeTe HAITBIHO MHTPABEHO3HATA JINHUSA U CE YBEpETe, Ue €
00e3Bb3AyIIeHa: APHKTE CIPUHIIOBKATA U3IIPaBeHa U HATUCHETE OyTaJIOTO, JOKATO LIETIHAT BB3IyX Ce
C€BaKyHpa U Ha BbpXa Ha vIjiaTta C€ NOABU TCYHOCT, UJIU TpT)GHqKaTa C€ HaIIbJHU.

TounoctTa Ha 0OeMa Ha g03aTa € mpoBepeHa u cborBercTBa Ha [SO 7886-1.
ToyHOCTTa Ha TIPUIIOKEHATA J103a 3a CIIPUHIIOBKH OT 15 ml, rpagyupanu npe3 0,5 ml, 3aBucu ot
WHXEKTHUpaHUs 00eM. 3a o0eMeH auana3oH oT 5 10 15 ml, T moxe na Bapupa 10 = 0,6 ml.

Koraro ce n3momn3sa ¢ CJIICKTPUICCKU UHIKCKTOD, cnez[BaﬁTe HUHCTPYKIUUTE 3a yHOTpeGa Ha UHXKXCKTOPA.
Heusnon3panusr MNpOAYKT TpH6Ba Ja €€ U3XBBbPJIU B Kpas HA U3CIICABAHCTO.

OTnenBanyAT ce eTHKET 3a MPOCICANMOCT BbpXY (DIaKoHa WM NPeIBAPUTEIHO HAIThIHEHATA
CIIPUHIIOBKA TpsiOBa J1a ObJie 3aJIeIIeH B JIOCUETO Ha IIalUEeHTa, 3a Jja C€ OCUTYPH Bb3MOXKHOCT 33 TOYHO
JOKYMEHTHPAHE Ha U3II0JI3BAHOTO KOHTPACTHO BELECTBO, ChIBPIKALIO raflouHui. M3non3Banara go3a
ChIIO TPsIOBa Aa Obje 3amucaHa. AKO ce M3II0JI3BAT €JICKTPOHHH JIOCHETa Ha NMAllMEHTHTE, B TSIX TPsiOBa
na ObJat 3anmicaHd UMETO Ha IPOIYKTa, HOMepa Ha MapTHIaTa v 103ata.

Hewsmnon3Banuar nekapcTBEH MPOIYKT U OTIIAbUYHUTE MAaTEePUaIH OT HETO, KAKTO U TPEAMETH, KOUTO
BIIM3aT B KOHTAKT C MPOJIYyKTa MPH MPHJIAraHeTO My Ype3 aBTOMaTHYHa CHCTEMa 3a MpHIJIarane, TpsoBa na
CE U3XBBPIIAT B CbOTBETCTBUE C MECTHUTE N3UCKBAHHS.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Guerbet

15 rue des Vanesses
93420 Villepinte
Opanuus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1772/001-025

9. JATA HA HII'bPBO PA3PEHIABAHE/MTIOJHOBSIBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

Hara Ha mppBo paspemasane: 07/12/2023

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Tonpo6ua nH(OpMarMs 3a TO3M JIEKApCTBEH NPOAYKT € IpeaocTaBeHa Ha yeOcaiita Ha EBponelickara
areHIys 1o JiekapcTBaTa http:/ www.ema.europa.eu
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INPUJIOKEHHUE IT

ITPOU3BOAMTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXJABAHE HA ITAPTUIN

YCJI0OBUA NN OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

JAPYI'U YCJIOBUS U UBUCKBAHUS HA
PASPEIIEHUETO 3A YIIOTPEBA

YCJIOBUSA NN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOJAYKT
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A. NPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIU

HMmMe 1 aapec Ha npousBoauTeas(ure), OTTOBOPEeH(HH) 32 OCBOOOKIaBaHE HA MAPTUINTE

Guerbet

16 rue Jean Chaptal
93600 Aulnay-sous-Bois
®paHuus

BIPSO GmbH
Robert-Gerwig-Strasse 4
Singen (Hohentwiel)
78224

I'epmanus

IleuaTHaTa TUCTOBKA Ha JICKapCTBCHUA MPOAYKT Tp}I6Ba Ja CbAbpiKa UMCTO U aIp€cCa Ha MPOU3BOAUTEIIA,
OTTOBOPCH 3a OCBOGO)KIlaBaHCTO Ha CbOTBETHATA MapTUIA.

b. YCJI0OBUSA WJIN OT'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHAT MPOAYKT C€ OTIIYCKa 10 OTPaHUYEHO JIeKapcKo npennucanue (Bx. [Ipunoxenue I:
Kpartka xapakTepucTika Ha TPOAyKTa, ToUKa 4.2).

B. JAPYI'M YCJIOBUA U U3UCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. Ilepuoguynu akTyaJau3upanm aokjaaau 3a oezonacuocr (ITAIB)

WznckBanusra 3a nonasane Ha [IAJIb 3a To3u iekapcTBEH NPOLYKT ca MOCOUEHH B CIIMCHKA C
pedepentnute nati Ha EBponeiickus cpio3 (EURD cnucsk), npensuaen B wi. 1078, an. 7 ot
Hupextrea 2001/83/EO, 1 BB BCHUKH CIIEIBAIIN aKTyalU3aliH, MyOJIMKyBaHH Ha €BPOIIEHCKUS
yeOmnopTai 3a JeKapcTBa.

r. YCiI0BUs WJIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUS TPOAYKT

. IInan 3a ynpaBaenue Ha pucka (ITYP)

[IputexaTenst Ha pa3perieHneTo 3a ynorpeda (IIPY) tpsOBa na n3BbpIIBa U3UCKBAHUTE JEHHOCTH
U IeHCTBHUS, CBBP3aHHU C IIPOCIeIIBaHE Ha JISKapCTBEHATa O€30M1acHOCT, IOCOUYEHH B 0JJO0PEHUS
ITYP, npencraBen B Mozy:n 1.8.2 Ha pa3pemeHueTo 3a yrnorpeda, KakTo ¥ BbB BCHUKH CIIEIBAIIN
on00peHu akTyanuzauuu Ha [TYP.

Axryanmmupan [TYP TpsOBa 1a ce nmonasa:

e [lo nckane Ha EBporeiickara areHuus 1o JiekapcTBaTa;

e BuHaru, Korato ce U3MeHsl CUCTEMara 3a yIpaBJIeHHE Ha PHCKa, 0COOCHO B pe3yJiTar Ha
oJiydaBaHe Ha HOBa MH(OPMAIIKs, KOSITO MOXKE Jla IOBEJIE 10 3HAUUMHU IPOMEHHU B
CHOTHOIIICHHUETO T10J13a/PHCK, WM CJIe]] JOCTUTaHe Ha BaJKEH eTan (BbB Bpb3Ka C MPOCIeIsIBaHEe Ha
JieKapcTBeHaTa 0e30IIaCHOCT WM CBEXIaHE Ha PHCKA 10 MUHUMYM).
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INPUJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA

20



A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUUYHATA OITAKOBKA U ITbPBUYHATA
OITAKOBKA

TekeT HA KAPTOHEHATAa ONAKOBKA (BTOPUYHA ONAaKOBKA) Ha ¢uiakon 3 ml, 7,5 ml, 10 ml, 15 ml,
30 ml, 50 ml 1 100 ml 3a BCMYKH BHA0BE ONAKOBKH
BropuunaTa onakoBka cbabp:xa ,,Blue box“.

TexcT Ha eTnkeTa HA QuIaKkoH (MbPBUYHA onakoBka) 15 ml, 30 ml, 50 ml u 100 ml
ETukersT Ha (M1aKkoHa He ChABP:Ka ,,Blue box*.

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Elucirem 0,5 mmol/ml umxeknnoHeH pa3TBOp
raJIONUKICHOI

2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

1 ml pastBOp chabpka 485,1 mg ragonukiieHoN (ekBUBaIIeHTHO Ha 0,5 mmol rafonuKIeHoN 1 Ha
78,6 mg ragonuHMI).

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

IToMomniHu BemiecTBa: TCTPAKCECTaH, TDOMETAMOJI, XJIOPOBOAOPOJHA KUCCIMHA, HATPUCB XUAPOKCU, BOAA
3a UHXKCKIINHN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

MHxeK1roHEeH pa3TBOP

Ha xapToneHaTa onakoBka:
Enunuyna onakoBka:

1 daakon 3 ml

1 ¢naxon 7,5 ml

1 ¢pmaxon 10 ml

1 daakon 15 ml

1 dmakon 30 ml

1 ¢pmaxon 50 ml

1 pmaxon 100 ml

I'pymoBa onakoBka:
25 tdbnaxona 7,5 ml
25 ¢daxona 10 ml
25 ¢akona 15 ml

Ha eTuxera Ha ¢uiakoHa:
15 ml

30 ml

50 ml

100 ml
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5. HAYYH HA ITPUJIOKEHUE U I'BT(MIIA) HA BBBEKXKJIAHE

[Ipenn ymoTpeba mpoderere TUCTOBKATA.
HHTpaBeHO3HO MPUIIOKEHUE

6. CIHELHUAJHO OPEIYIPEXKJIEHUE, UE JEKAPCTBEHUSIT NPOAYKT TPSIEBA JIA
CE CbXPAHSIBA HA MSICTO JIAJIEYE OT HOTIJIEJA U JJOCET A HA JIELA

I[a CC CbXpaHsiaBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYI'U CHHEHUAJIHU NPEAYNPEXIEHUA, AKO E HEOBXOANUMO

Henpunoxumo

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CIHEHHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

Henpunoxumo

10. CHELMWAJIHU NPEAITAZHA MEPKU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT TSX,
AKO CE U3UCKBAT TAKHUBA

Henpunoxumo

11. HME U AJPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Guerbet

15 rue des Vanesses
93420 Villepinte
Opanuus
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12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1772/001 1 ¢aaxon 3 ml
EU/1/23/1772/002 1 ¢aakon 7,5 ml
EU/1/23/1772/003 25 ¢nakona 7,5 ml
EU/1/23/1772/004 1 ¢aakon 10 ml
EU/1/23/1772/005 25 dnakona 10 ml
EU/1/23/1772/006 1 ¢aakon 15 ml
EU/1/23/1772/007 25 dnakona 15 ml
EU/1/23/1772/008 1 ¢aakon 30 ml
EU/1/23/1772/009 1 ¢aakon 50 ml
EU/1/23/1772/010 1 ¢naxon 100 ml

13. NAPTHMIEH HOMEP

[apt.Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWUI 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

Henpunoxumo

17. YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

Henpunoxumo

18. YHMKAJIEH NIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

Henpunoxumo
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJUVHNYHHN
II'bPBUYHH OITAKOBKH

TekeT Ha eTuKeTa HA JIaKOH (MbPBHYHATA onmakoBka) 3 ml, 7,5 ml u 10 ml.

1. HUME HA JIEKAPCTBEHUS NPOAYKT U IbT(MIIA) HA BBBEKXJIAHE

Elucirem 0,5 mmol/ml umxexms
TaIONAKIICHOI
HHTpaBeHO3HO MPUIIOKEHUE

2. HAYYH HA ITPUJIOKEHUE

Henpunoxumo

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHULIN

3ml
7,5 ml
10 ml

6. JIPYTO

Henpunoxumo
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUUYHATA OITAKOBKA U ITbPBUYHATA
OITAKOBKA

TekcT HA KapTOHEHATA ONMAKOBKA (BTOPUYHA ONMAKOBKA) HA MPEIBAPUTEIHO HATBJIHEHA
cnpuHnoBka 7,5 ml, 10 ml u 15 ml 3a exMHUYHA OMAKOBKA U rPYNOBa ONMAKOBKA
BropuunaTa onakoBka cbabpxa ,,Blue box“.

TekcT Ha eTMKeTAa HA IPeBAPUTEIHO HAITbJIHEHA CIPUHIOBKA (MbPBUYHA ONaKkoBKa) 15 ml
ETukersT Ha npeaBapUTeJHO HATBJIHEHATA CIIPUHIOBKA He ChAbpka ,,Blue box“.

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Elucirem 0,5 mmol/ml umxeknnoHeH pa3TBOp
ragonukieHo (gadopiclenol)

2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

1 ml pastBOp chabpka 485,1 mg ragonukiieHoN (ekBUBaIIeHTHO Ha 0,5 mmol rafonuKIeHoN 1 Ha
78,6 mg ragonuHMI).

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

IToMomniHu BemiecTBa: TCTPAKCETaH, TOOMETAMOJI, COJIHA KHMCEJIMHA, HATPUECB XUAPOKCUA, BOJA 3a
MHXXCKIIUU.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

MHxeK1roHEeH pa3TBOP

Ha BpHIIHATA KApTOHEHAa ONIAKOBKA:

EnuHnyHa onakoBKa:

1 mpeaBapuTENHO HATBIIHEHA CITPUHIIOBKa 7,5 ml

1 mpeaBapuTENHO HallbJIHEHA cripuHIOBKa 10 ml

1 mpeaBapuTENHO HAITBJIHEHA CIPUHIIOBKA 15 ml

1 mpeaBapuTENHO HATBJIHEHA CIIPUHIIOBKA 7,5 ml ¢ KOMIUIEKT 3a MPHJIOKESHUE 32 PHYHO HHKEKTHPaHE
(yabipkuTen 3a MHGY3MOHHA CUCTEMA + KaTeThbp)

1 mpeaBapuTENHO HalbJIHEHA CIPpHHIIOBKA 10 ml ¢ KOMIUIEKT 3a MPUIIOKEHHE 33 PHUHO HHKEKTHPaHE
(yapiokuTen 3a nHQY3HOHHA CHCTeMa+ KaTeThp)

1 mpeBapUTENHO HAITBIIHEHA CIPUHIIOBKA 15 ml ¢ KOMIIEKT 3a MPUIIOKEHUE 32 PHUHO HHXKEKTHPaHEe
(yasmoxuTen 3a HHQY3UOHHA cUCTEMaA + KaTeThp)

1 mpenBapUTEIHO HAIbJIHEHA CIIPUHIIOBKA 7,5 ml ¢ KOMIUIEKT 3a MpuiiokeHHe 3a nmxekTop Optistar Elite
(yasmxuTen 3a HHQY3MOHHA cUcTeMa + KaTeThp + mpa3Ha cnpuHioBka 60 ml)
1 mpeBapUTEIHO HaMbJIHEHA cpHHIOBKA 10 ml ¢ KoMIUIeKT 3a npuiokeHue 3a urwkekrop Optistar Elite
(yabiokuTen 3a MH(QY3MOHHA CUCTeMa + KaTeThp + Mmpa3Ha cripuHIoBka 60 ml)
1 mpenBapUTEIHO HAIIBJIHEHA CIIPUHIIOBKA 15 ml ¢ KOMITIEKT 3a mpuiokeHue 3a urkekrop Optistar Elite
(yasmoxuTten 3a MHY3MOHHA cucTeMa + KaTeThp + Ipa3Ha cnpuHioBka 60 ml)
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1 mpeaBapuTEIHO HATBITHEHA CIIPHHIIOBKA 7,5 ml ¢ KOMIUIEKT 32 MPHIIOKEeHUE 32 HHXekTop Medrad
Spectris Solaris EP (yapmxuTeln 3a mHQY3HOHHA CHCTEMa + KaTeThp + mpa3Ha cupuHItoBka 115 ml)
1 mpeaBapuTENHO HATBIHEHA cIpUHIOBKA 10 ml ¢ KOMILIEKT 3a pUIIOKeHHE 32 HHXKEeKTop Medrad
Spectris Solaris EP (yapmkuren 3a nH(hy3noHHaA crcTeMa + KaTeThp + mpa3Ha cripuHIoBka 115 ml)
1 mpeaBapuTETHO HATBIIHEHA CIIPUHIIOBKA 15 ml ¢ KOMITIEKT 3a pUIIOKeHHE 3a HHXKeKTop Medrad
Spectris Solaris EP (yapmxuren 3a nH(y3noHHA crcTeMa+ KaTeTsp + mpa3Ha crpuHmoBka 115 ml)

I'pynoBa omakoBka:

10 mperBapUTETHO HAITBIHEHN CIPUHIIOBKH 7,5 ml
10 mpeaBapuUTEITHO HAITBJIHEHU CIIPUHIIOBKH 10 ml
10 mpeaBapuTEITHO HAITBJIHEHU CIPUHIIOBKH 15 ml

Ha eTnkera Ha mpeIBAPUTEIHO HATLJIHEHATA CIIPUHIIOBKA:
15 ml

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXX/IAHE

IIpenu ynorpeba mpoyerere JTUCTOBKATA.
WHTpaBeHO3HO NPUIIOKEHHE.

6. CIHEHUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSABBA 1A

CE CbXPAHSIBA HA MSICTO JIAJIEYE OT HOTJIEJA U JIOCET A HA JIELA

Jla ce cpxpaHsBa Ha MSCTO, HEZOCTHITHO 32 JIeIa.

| 7. APYI'U CIIEHUAJIHU TPEAYTIPEXJIEHUNA, AKO E HEOBXOINMO

Henpunoxumo.

| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIIEHHUAJIHHN YCJIOBUSI HA CbXPAHEHUE

a He ce 3ampassiBa.

10. CHELUWAJIHU ITPEAITA3SHUA MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIN OTHHAABYHU MATEPUAJIU OT
TAX, AKO CE U3BUCKBAT TAKHUBA

Henpuoxumo.
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11. HUME U AAPEC HA ITIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Guerbet

15 rue des Vanesses
93420 Villepinte
Opanuus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1772/011
EU/1/23/1772/012

EU/1/23/1772/013

EU/1/23/1772/014

EU/1/23/1772/015

EU/1/23/1772/016
EU/1/23/1772/017
EU/1/23/1772/018

EU/1/23/1772/019

EU/1/23/1772/020

EU/1/23/1772/021

EU/1/23/1772/022

EU/1/23/1772/023

EU/1/23/1772/024

EU/1/23/1772/025

1 mpexBapuTEeTHO HATBITHEHA CITPUHIIOBKA 7,5 ml

10 (10 x 1) 1 mpegBapuTeTHO HATBJIHEHU CIPUHIIOBKH 7,5 ml (TpymoBa
OTIAaKOBKA)

1 mpeaBapuTETHO HATBIHEHA CIIPUHIIOBKA 7,5 ml + KOMIIIEKT 32 IPUIIOKEHHE 32
pbuHO umKekTrpane (1 yapmkuren 3a ”HPy3noHHA cucTeMa + 1 KateTsp)

1 mpeaBapuTETHO HATBIHEHA CIIPHHIIOBKA 7,5 ml + KOMIIIEKT 32 PUIIOKEHHE 32
umwkekTop Optistar Elite (1 yapmxuren 3a undy3uonHa cucrema + 1 katersp +1
crpuHIOBKa 60 ml)

1 mpenBapUTEIHO HATBJIHEHA CIIPUHIOBKA 7,5 ml + KOMIIIEKT 3a IPUIOKEHHE 32
umkekTop Medrad Spectris Solaris EP (1 yabmkuten 3a nHGY3HOHHA CHCTEMAa+
1 kareTsp + 1 cnpunmoBka 115 ml)

1 mpeaBapuTETHO HATBIIHEHA criprHIIOBKa 10 ml

10 (10 x 1) 1 mpenBapuTenHO HaIIBJIHEHH CIPUHLIOBKH OT 10 ml (rpymoBa
OTIaKOBKA)

1 mpeaBapuTEIHO HabJIHEHA cIpUHLOBKA 10 ml + KOMIUIEKT 3a PUIIOKEHUE 3a
pbuHO umKekTrpane (1 yapmkuren 3a ”HPy3noHHA cucTeMa + 1 KateTsp)

1 mpenBapuTETHO HAIBJIHEHA CIPUHIIOBKA 10 ml + KOMIUIEKT 32 MPHUIIOKEHUE 3a
umxkekrop Optistar Elite (1 yasmkuten 3a uHQy3nonHa cuctema + 1 karetsp +1
cupuHoBka 60 ml)

1 mpeaBapuTEIHO Ha'bJIHEHA cIprHLOBKA 10 ml + KOMIUIEKT 3a IPUIIOKEHHUE 3a
umwxektop Medrad Spectris Solaris EP (1 yabmkuten 3a undy3nonHa cucrema +
1 kareTsp + 1 cnpunmoBka 115 ml)

1 mpeaBapuTETHO HATBIIHEHA CIIPUHIIOBKA 15 ml

10 (10 x 1) 1 mpenBapuTeTHO HAITBJIHEHH CIIPUHIIOBKH 15 ml (TpymnoBa
OITaKOBKA)

1 mpeaBapuTEIHO HAIBJIHEHA CIIPUHLOBKA 15 ml + KOMIUIEKT 3a NPHUIIOKEHUE 3a
pbuHO uEKekTHpane (1 yapmxuren 3a uHQy3uoHHa cuctema + 1 KaTeThbp)

1 mpeaBapuTETHO HATBIIHEHA CIIPUHIIOBKA 15 ml + KOMIUIEKT 32 MPHUIIOKEHUE 3a
umxkekrop Optistar Elite (1 yasmkuten 3a uHy3nonHa cuctema + 1 karersp +1
crpuHIIOBKa 60 ml)

1 mpeaBapuTEIHO HAIBJIHEHA CIIPUHIOBKA 15 ml + KOMIUIEKT 32 MPHUIIOKEHHUE 3a
umwkektop Medrad Spectris Solaris EP (1 yabmkuTen 3a uHdy3noHHa cucrema +
1 kareTsp + 1 cnpunnoBka 115 ml)

13. INMAPTHUAEH HOMEP

ITapT.Ne

14. HAYMH HA OTITYCKAHE
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| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

Henpunoxumo.

17. YHUMKAJIEH NJEHTU®UKATOP — IBYU3MEPEH BAPKO/|

Henpunoxumo.

18. YHMKAJIEH NWIJEHTU®UKATOP — TAHHMU 3A YETEHE OT XOPA

Henpunoxumo.
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJUVHNYHHN
II'bPBUYHH OITAKOBKH

TekcT Ha eTMKeTAa HA MPeIBAPUTEIHO HATbJIHEHA CIPUHIOBKA (TbPBUYHA ONTAKOBKA) 7,5 ml n
10 ml.

1. HUME HA JIEKAPCTBEHMUSA NPOAYKT U IIbT(MIIA) HA BBBEKJIAHE

Elucirem 0,5 mmol/ml nmkexius
raZOMMUKIEHO
HHTpaBeHO3HO MPUIIOKEHUE

2. HAYYH HA ITPUJIOKEHUE

Henpunoxumo

| 3. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABPKXAHUE KATO MACA, OBEM WJIN EJUHUIIN

7,5 ml
10 ml

6. JIPYTO

Henpunoxumo
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b. JUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Elucirem 0,5 mmol/ml un:xeKIuoHeH pa3TBOP
ragonukieno (gadopiclenol)

vTozn JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMIBIIHUTENTHO HabmoaeHre. ToBa 1mie mo3Boiau 0bp30To
YCTaHOBSIBaHE Ha HOBa MH(OpMaIs OTHOCHO O6e3omacHoCcTTa. MOXeTe Ja JafeTe CBOS MIPUHOC KaTo
ChOOINUTE BCSIKA HEXKEJIaHa PEaKIUs, KOSITO CTE MOJMYYHIIM. 3a HauMHa Ha ChOOINABaHE HA HEXKEIIaHU
peaKIy BIKTE Kpast Ha TOYKa 4.

IIpoyeTreTe BHUMATEIHO LAJIATA JUCTOBKA, Mpeau 1a Bu 0be NpHI0KEHO TOBA JIeKAPCTBO, Thil

KaTO TH ChAbp:Ka Ba:KHA 32 Bac nnpopmanus.

- 3amasere Ta3u JUCTOBKA. MOKe 1a ce HAJIOKH Jia 1 IPOYEeTEeTe OTHOBO.

- AKO MMaTe HSIKaKBHU JONBJIHUTEIHN BBIIPOCH, ONUTaiTe Bamms nekap, peHTreHoIor Win
(hapmarieBT.

- AKO NOIy4YHTe HAKaKBH HEXEIIAHU peaklny, yBeaoMeTe Bamus nekap, peHTreHOIOT WK
¢apmaneBT. ToBa BKIIIOUBA M BCHYKH BH3MOXHH HEKEJIaHU PEAKLUH, HEONMCAHH B Ta3H JIMCTOBKA.
Bwxre Touka 4.

Kakso CbAbPiKa Ta3u JUCTOBKA

Kakso mpencrasmsiBa Elucirem u 3a kakBo ce u3moa3Ba

Kakgo Tps0Ba na 3naere, npeau aa Bu 0b1e npunoxen Elucirem
Kak me Bu 0ba¢ npunaran Elucirem

BB3MOKHH HEXETaH! Peakiuu

Kak na cpxpansiBare Elucirem

ChabppikaHue Ha ONIAKOBKATA U JIOIBJIHUTEIHA HH(DOPMAITUS

ANl ol S e

1. Kakso npencrasasipa Elucirem u 3a kakBo ce M310J13Ba

Elucirem e koHTpacTHO BeIeCTBO, KOETO MMOI00PSIBa KOHTPACTa HA N300paKEHUATA, TIOTYUCHH 110 BpeMe
Ha M3cTeIBaHus C siipeHo-MarHuTeH pezoHanc (SIMP). Elucirem chabpika akTHBHOTO BEIIECTBO
raIoNUKJIECHOII.

To monobpsiBa Bu3yanuzausaTa 1 OUepTaBaHETO Ha HAPYIIEHN CTPYKTYPHU WU JIE3UH B OTIPEIETICHH
YacTH Ha TSJIOTO M ITOMara Ipu pasrpaHMYaBaHeTO MEXAY 3/paBa U 0OJHA ThKaH.
W3non3sa ce mpH Bb3pacTHU U JIela OT paXIaHETo.

Hpnnara C€ KaTO MHKCKIIMUA BbB BCHATA. ToBa JICKapCTBO € CaMO 3a JTUAarHOCTUYHU LCJIU U CC IMpujiara
CaMO OT MCAMIIMHCKH CIICIHUAJIMCTHU C OIMHUT B U3II0JI3BAHCTO HA SIMP B xmHUYHATA IIpaKTHKaA.

2. Kakso Tps0Ba na 3Haete, npeau na Bu 0bae npuioxken Elucirem

Elucirem He TpsioBa n1a Bu 0b1e npujiaran
- aKO CTE aJIEPTUYHU KbM TaIONUKIICHOJ WIIH KbM HIKOSI OT OCTAHAJINTE ChCTABKU HA TOBA
JIEKapCTBO (M30pOEHU B TOUKA 6).

Ipexynpexaenns: u npeanazHu MepKu

I'oBopere ¢ Bamms nekap, penTreHonor wim ¢gapmatesT, npean aa Bu 6b1e npunoxen Elucirem:
- aKo CTe UMAJTU MPEXO0J/IHA PEAKIINS KbM KOETO U Jia OWMIIO KOHTPACTHO BEIIECTBO,

- aKo MMaTe acTMa,

- aKo MMarTe aHaMHe3a 3a ajeprus (KaTo ceHHa Xpema, ypTUKapus),

- ako ObOpenTe Bu He PyHKIIMOHUPAT HOPMAJTHO,

- aKo CTe UMAJIM I'bpYOBe (TIPUIIAIBIIN) MITH CE JIEKyBaTe 3a CMUIICTICHUS,

- aKo umare 3a00JisIBaHe, 3acsraio ChbpLETO WIH KPbBOHOCHUTE ChIIOBE.
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B®B Bcnuku Te3u ciyyan BamusaT nekap e pemy Jany npeIBUACHOTO N3CIEIBAHE € Bb3MOXKHO WU HE.
Axko Bu 6b1e nmpunoxen Elucirem, Bammsit nekap niny peHTTeHONOT e B3eMe HEOOXOMMUTE
Mpeana3Hd MEPKU U MPUIOKEHHETO Ha KOHTPACTHOTO BEIIECTBO Iie Ob/ie BHUMATEIHO HaOII0AaBaHO.

Bammusr nexap wiv peHTIeHOJIOT MOXKE J1a pell J1a Bu HanpaBu u3cieBaHe Ha KPBBTA, 3a Ja MPOBEPU
nanu 0b0penuTe Bu GpyHKIIMOHMpAaT HOpMATHO, TIPEIU J1a B3eMe pellieHue 3a ynotpeda Ha Elucirem,
0COOEHO aKo CTe Ha BB3pacT Hax 65 TOIHUHH.

Jena

Twit kato npu OebeTa Ha BB3PacT 10 4 CEIMUIY U ITPU MAJIKH Jielia Ha Bh3pact A0 1 roguHa ObOpeuHaTa
¢dbynkus e Heapsuta, Elucirem mie ce u3mo3Ba npu Te3u MalueHTH caMo CiIe]l BHUMATEeTHO OOMUCIISTHE
OT JIeKapsl.

JApyru aexapctBa u Elucirem

WNndopmupaiite Bamms nekap nin peHTT€HOIOT, aKo pHeMaTe, HAaCKOpO CTe MIPUEMAIIU HIIH € Bb3MOXKHO
Jla IpueMare ApyTH JIEKapcTBa.

[To-cnennanno, mons, nadpopmupaiite Bamms nexap, peHTreHoor win ¢papMaleBT, ako IpHeMaTe Win
HACKOpPO CTE€ IPUEMaIIH JIEKapCTBa 3a ChbPACYHH HAPYLICHUS U HapYyILIeHMsI Ha KPbBHOTO HAJIATaHe, KaTo
Hanpumep OeTa-0J0KepH, BA30aKTUBHH BEIIECTBA, MHXHOUTOPU HAa aHTUOTEH3MH-KOHBEPTUPAL €H3UM
(ACE), anruoten3uH Il penenTopHN aHTarOHUCTH.

BpemennocT u KbpMeHe

BpemenHocT

["agonuKICHOTBT MOXKE JIa TPEMHHE pe3 TaneHTaTa. He e u3BecTHO nanu 3acsara 6e6eto. YBemomere
Barmus niekap nim peHTreHoJIOoT, aKo CMATaTe, ue cTe OpeMeHHa UITH MOJXe Jia 3abpeMeHeeTe, Thid KaTo
Elucirem He TpsiOBa 1a ce M3MOII3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO HE € a0COJIIOTHO HEOOXOIMMO.

KbpMmene

YBenomere Bamms nekap Win peHTIeHOJOr, aKO KbPMUTE WJIH 1€ 3all0YHETE 14 KbPMUTE.

BamusT nexap mie o0¢chau ¢ Bac ganu 1a mpoIbKUTE WK Ja IPEKbCHETE KbPMEHETO 3a IIEPUOJT OT
24 gaca ciey npuinaraneto Ha Elucirem.

lodupane u padoTa ¢ MAIIUHU

Elucirem He noBusiBa WK MOBJIHMIBA MPESHEOPESIKUMO CIIOCOOHOCTTA 32 Mo UpaHe U padoTa ¢ MaIlIUHHU.
Bwnpeku ToBa, ako ce MovyBCTBaTe 37I€ CJIE U3CIEBAHETO, HE TPSAOBA Ja modupare Ui 1a padoTuTe ¢
MAIliHH.

Elucirem cbabp:ka HaTpuid
ToBa nekapcTBO ChIabpKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha dutakoH ot 15 ml, T.e. MoXxe 11a ce
KaXke, 4e MPaKTUUECKU HE ChAbpKa HATPUU.

3. Kaxk me Bu 0bae npuiaaran Elucirem

Elucirem mie 6b1e nHXEKTHUpaH BBB BeHaTa Bu ¢ momolra Ha Majka Uria oT npoguiIupad B Ta3u odaact
MEJUIMHCKH CIICITUAJINUCT.

Elucirem moxxe J1a ce mpuiiara pp4HO WX TIOCPEJACTBOM aBTOMATHYEH HHKEKTOP.

BammsT nexap uiam peHTTeHOI0T e ONPEAENN 103aTa, KOATO LIE MOIY4YHTE, U 1€ MPOCIean
WH)XEKTUPAHETO.

Oobwuuaitnara go3a 0,1 ml/kg TemecHo Termo e eHa U ChIlla PU BH3PACTHU U JIeTIa.

[pu nena Bamwst siekap wim peHTreHoor me u3nonssa Elucirem BbB (priakoHU chC CIIPUHIIOBKA 32
eTHOKpaTHa ynoTpeba, 3a 1a MOXKe J1a IMa M0-100pa MPEM3HOCT HAa HHXKEKTHPAHHS 00eM.
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Crnen nHXeKTHpaHeTo 1me ObAeTe 1o/ HaOIroIeHre B poabipkeHue Ha oHe 30 muayTn. ToBa e
BPEMETO, MPe3 KOSTO MOraT Ja Bb3HUKHAT NTOBEUSTO HEXKETAHH PEAKIINH (KAaTO aICPTUYHH PEAKITHH).
BrIpeku ToBa B peiku ClTydau peaklliy MOTAT Ja HACTHIIAT CJICH HAKOJIKO Yaca WIIH JTHH.

Ynorpeda npu NaMeHTH € TeKKH 0bOPeYHN MPodIeMu

VYnorpebara Ha Elucirem He ce mpenopbsyBa MpH MalUeHTH ¢ TKKU ObOpeyHH mpodsieMu. Benpeku ToBa,
aKko ce Haymara ynorpeba, TpsioBa qa Bu 0b1e npuioxena camo eana go3a Elucirem mo Bpeme Ha
CKaHHpaHe U He TpsIOBa Aa Bu Ob1e mocTaBsHa BTOpa HHXKEKITHS 32 TIEPHOJT OT Hal-MaIko 7 JHH.

Ynorpebda npu xena

Twit kaTo mpu 6edeTa Ha BB3pacT 10 4 CeAMUIIN U TIPHU MaJIKH Jera Ha Bb3pacT 10 1 rogumHa On0peuHaTa
¢dbyHKIus ¢ He3psuta, Elucirem 1iie ce u3mos3Bsa npu Te3M MalUeHTH CaMo CJIe]l BHUMATETHO OOMUCIISTHE
ot siekaps. Jlenara TpsOBa na momydaBaT camo eqHa fo03a Elucirem no Bpeme Ha u3cieIBaHETO U He
TpsOBa J1a MOy9YaBaT BTOpA HHXKEKITUS 32 HA-MaJKo 7 JHH.

Ynorpebda npu NnaueHTH B cTapyecKa Bb3pacT
He e HeoOxoauma KOpeKIus Ha 103aTa, ako CTe Ha Bh3pacT Haja 65 roanHu, HO MOXe /1a Bu Obae
HaIpaBeHO M3CIeIBaHEe Ha KPBBTA, 3a Jja ce MpoBepH Aanu 6s0pennte Bu ¢pyHKIMOHUpAT HOpMAIHO.

Axo Bu e 0una npuiokeHa nopede ot Heodxogumara n03a Elucirem

MHoOro Majiko BEpOSITHO € Jla HacThITU npego3upane Ha Elucirem, Thi kato Toii e Bu 0b11e npunoxexn
0T 00y4eH MEIUIIMHCKH CIIEIHATHCT. AKO ToBa ce ciryuu, Elucirem moxe na 6b/1e OTCTpaHeH OT
OpraHm3Ma 4pe3 XeMouaiu3a (IpedrncTBaHe Ha KPHBTA).

AKO MMaTe HIKAaKBU JOIBIHUTEIIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, IIOMUTAITE
Bammms nekap, peHTreHonor uiu gpapMmaresT.

4. Bb3MOXKHU HelKeJIaHU peakuu

Kakro Bcnuku JICKApCTBa, TOBA JICKApPCTBO MOXKE J1a IPECAN3BHUKA HEIKCIIaHU PCAKIIUH, BBIIPEKU Y€ HC
BCCKU I' I1O0JTy4aBa.

Cnen npunoxenreto Ha Elucirem e 6bpaere nox Habmonenue. [lopeueTo HexenaHu peakuu
BB3HUKBAT B PAMKUTC HAa MUHYTH. HNma maimpk PHUCK [a NOJYUYHUTE aJICpTUYHaA pC€aKud KbM TOBa
nexapcTBO. Te3n peakiiy MOTaT JIa HACTHIIAT JI0 CelleM THH Ciie] MHkekTtupaHe. [logoOHu peakyn
Morar Aa ObJaT TeXKHU U Aa A0BEAAT 10 MIOK (CIydail Ha aJepruyHa peaklusi, KosTo 01 Moria aa
3acTpaiiy xuBoTa Bu).

YBenomere He3a0aBHO Bamius Jiekap, peHTreHOJIOT WM MeTHIIHHCKHU CTIeHHATHNCT, KO MOJIy4YnTe
HSKOSI OT CJICTHUTE HeKeJIAHU PeaKlHH, Thil KATO TOBA MOKe 1a €A MbPBHUTE MPU3HAIIA HA MIOK:
- ImoAyBaHE HaA JIMIIETO, YCTHUTE, €3UKa UJIN I'bPJIOTO

- 3aMaiiBaHe (HHUCKO KPHBHO HaJISTaHE)

- 3aTpPyTHEHO JHINaHE

- 00puB Ha KOXKaTa

- Kalnuivia, KUXaHe Uik XpeMa
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BB3MoKHHTE HeXETIaHH PEeaKIuK, KOUTO ca HAaOJI01aBaHu M0 BpeMe Ha KIIMHUYHUTE U3MTUTBAHS C
Elucirem, ca m30poeHn mo-m0xy criope BeposSTHOCTTA 3a TAXHATA TOSABA:

YecroTa Bb3MOKHHU HEKeJIAHU peaKlul
Yectu (Moxe ma 3acersar 1 Ha 10 gymm) Peaknus Ha MSCTOTO Ha MH)KEKTHUpaHe™
['maBoOosnme

Heuectn Anepruuna peakuus™*

(Moxe na 3acerHat 1 Ha 100 mymmn) Hwnapus

lanene

Ymopa

Bosnka B kopema

HeoOuvaeH Bkyc B ycTaTa

VYcemane 3a TOIIMHA

IToBpblane

*Peaknus Ha MACTOTO HAa HMHXXEKTHUPaHE BKJIFOUBA: OOJIKa, OAYyBaHE, yCeIlaHe 3a CTy/I, yCellaHe 3a
TOIUIMHA, TIOCUHABAHE WJIN 3a4YCpPBABAHEC.

** Alepruvyaa peaxiysi MoXKe Ja BKIIIOYBA: Bh3NaJCHHE Ha KOXKaTa, 3aU4epBsiBaHEe Ha KOXKaTa, 3aTPYJHEHO
JWIaHe, HapyIIeHHE Ha IJlaca, CTAraHe B I'bPJIOTO, Jpa3HEeHe B I'bPJIOTO, HEOOMYAHO ycellane B ycTara,
BPEMEHHO 3a4epBsBaHE Ha JUIETO (PAaHHU PEAKIMK) U MTOAITyXHAIH O4YH, TIOAyBaHe, 0OpUB U ChpOex
(KBCHH peaKIIvi).

Nma cpobmenns 3a mHeporerna cuctemna ¢puodposza (HCD) (kosTo mpuuuHsIBa BTBEPASIBAHE HA KOXKATa H
MO’K€ Ja 3aCeTHe U MEKUTE ThKaHU U BhTPELIHUTE OPTaHU) C IPYro KOHTPACTHO BEILLECTBO, ChABPIKAIIO
raJloIMHAHN, HO He e chobmmaBaH ciayvaid Ha HC® ¢ Elucirem no Bpeme Ha KIMHUYHUTE POYYBAHMUSL.

Cho0maBaHe Ha HesKeJaHU peaKIuu

AKXO NOTyYnTe HAKAaKBU HEKEJIAHU JICKAPCTBEHH PEaKluy, yBegoMeTe Bamus exap wimn papmanesr.
ToBa BKJIFOUBA M BCUYKH BH3MOXKHU HEXEJAHHU PEaKIMH, HEOIMCAHH B Ta3H JIUCTOBKA. MoeTe ChIIOo Ja
ChOOILINTE HEXKETAHU PeaKMy AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, IOCOYeHa B
[Ipunoxenue V. Karo cpobuiaBare HexenaHu peakiuy, MOXKETE J1a JaleTe CBOSI IPUHOC 3a M0JyYaBaHe
Ha IoBeude MHPOpMaNUs OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBare Elucirem

Ha ce chxpaHsiBa Ha MsICTO, HEAOCTBITHO 32 JIela.

He u3nosnsBaiite ToBa JIEKapCTBO ClIE/l CPOKA HA TOJHOCT, OTOENISI3aH BPXY €THKETa Ha (DIakoHA WK
MpEeABApPUTEIIHO HAIMbJIHEHATA CIPUHLIOBKA U BbPXY KapTOHEHaTa onakoBka cien ,,EXP* unu ,,['ogen

110:““. CpOKBT Ha TOTHOCT OTTOBApPS HA MOCJICIHUS JIEH OT ITOCOYEHHUS MeCell.

ToBa siekapcTBO € OUCTBP, OE31BETEH 10 OJICAOXKBIIT Pa3TBOP.
He u3non3BaiiTe ToBa JIeKapcTBO, aKO Pa3TBOPBT HE € OMCTHP WIIK aKO ChIBPKa BUIUMH YaCTHIIH.

3a duakonu: ToBa ekapcTBO HE M3MCKBA CHELUATHU YCIOBHUS 32 CbXpPAaHEHHUE.
JlokazaHa e xuMnu4Ha 1 pU3NIHA CTAOUITHOCT MpH yroTpeda 3a 24 vaca npu temmeparypa ao 25°C. Ot

MI/IKpO6I/IOJ'IOFI/I‘IHa rjieHa ToO4YkKa NpoOAYKTbHT TpH6Ba Ja C€ U3M0JI3Ba Be€aHara CJjicx OTBapsaHe.

3a mpenBapuUTETHO HATBJIHGHU CIIPUHITOBKY: Jla He ce 3aMpazsiBa.

He uzxBbpisiiTe JekapcTBaTa B KaHaIU3alMsATa WK B KOHTEHEpaA 3a JoMalllHu oTHaabiu. [lonuraiite
Bamust papMarneBT kak 1a U3XBBPIATE JEKapCTBaTa, KOUTO BeUe HE U3Mo3Bare. Te3u MEepKu Iie
CIIOMOT'HAT 32 OIIa3BaHE HA OKOJIHATA CpeJa.
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6.

Cumpmalme Ha OIIAaKOBKAaTa U JOIIbJHUTEC/JIHA ](lH(l)OpMalI](lfl

Kakso cbabp:xa Elucirem

AKTHBHO BEIIIECTBO: aIoNMUKIICHOI. Becexu ml ot pa3tBopa chabpika 485,1 mg rajonukiIeHO
(exBuBanenTHo Ha 0,5 mmol ragonukiaeHoN u Ha 78,6 mg raJ0NUHUN).

Jlpyru cbCTaBKM: TETPAaKCETaH, TPOMETaMOJ, XJIOPOBOJIOPOJIHA KUCEIHA (32 Kopekius Ha pH),
HaTpUeB XUIPOKcu/ (3a Kopekiws Ha pH) u Boga 3a nmxekuu. Bmwkre Touka 2 ,,Elucirem
ChIbPXKA HATPUM

Kak usraexna Elucirem u kakBo ¢cbIbp:ka 0NaKOBKaTa

ToBa e OUCTBp, OC3IBETEH A0 OJICHOKBIT UHKECKITHOHEH Pa3TBOP.

[Ipemtara ce B OMMaKOBKH, BKITFOUBAIITH:

1 dnakon, chabpxkair 3 ml, 7,5 ml, 10 ml, 15 ml, 30 ml, 50 ml wu 100 ml uHXEKITMOHEH pa3TBOP.
25 ¢naxona, ceappxamy 7,5 ml, 10 ml w15 ml umkeknnoneH pa3TBop.

1 mmm 10 (10 x 1) mpeaBapuTeTHO HATBIIHEHHU CIIPUHIIOBKH, Chabpxamy 7,5 ml, 10 ml mmu 15 ml
WHKEKIMOHEH Pa3TBOP.

1 mpenBapuTEIHO HATBIIHEHA CIIPUHIOBKA, chabprkama 7,5 ml, 10 ml nnu 15 ml nmkekunonex
Pa3TBOP C KOMIUIEKT 3a MPHUJIOKEHUE 38 PhYHO MHKXEKTUPAHE (€AMH YIABKUTEN 3a HHPY3MOHHA
CHUCTEMAa U €IUH KaTeThP).

1 mpenBapuTEIHO HATBIIHEHA CIIPUHIOBKA, chabprkama 7,5 ml, 10 ml unu 15 ml nmkekunonex
Pa3TBOp C KOMITIEKT 3a MpUIIoKeHue 3a mrkekTop Optistar Elite (eauH yabmkuTen 3a HHPY3HOHHA
cucTeMa, eIMH KaTeThp U ellHa IIpa3Ha IlacTMacoBa cripuHIoBKa 60 ml).

1 mpenBapuTEIHO HATBIIHEHA CIIPUHIIOBKA, chabprkamma 7,5 ml, 10 ml nnu 15 ml nmkekunoneH
Pa3TBOp C KOMITIEKT 3a MPUIIOKeHue 3a mrkekTop Medrad Spectris Solaris EP (enmun yapmxuren
3a nH(Y3NOHHA CHCTEMA, eIMH KaTeThpP U e/IHA IIpa3Ha IutacTMacoBa cpuHiioBka 115 ml).

He Bcuuku BUIOBE ONIAKOBKU MOTaT jJa ObJAT MyCHATH Ha ma3apa.

IIpuTeskaTes Ha pa3pelIeHUETO 32 yoTpeda
Guerbet

15 rue des Vanesses

93420 Villepinte

OpaHuus

IIpousBoaure

Guerbet

16 rue Jean Chaptal
93600 Aulnay-sous-Bois
@paHums

BIPSO GmbH
Robert-Gerwig-Strasse 4
Singen (Hohentwiel)

78224

I'epmanus
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3a mombIHUTENHA WHPOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPYKETE CE C JIOKATHHS MPEICTABUTEN

Ha MPUTEKATEIS Ha pa3pellieHUETO 3a yIoTpeoa:

Belgié/Belgique/Belgien
sa Guerbet nv
Tél/Tel: +322 726 21 10

Bbbarapus
Guerbet
Ten.: +33 14591 50 00

Ceska republika
Diagnostic Pharmaceuticals a.s.
Tel: +420 241 431 122

Danmark
Vingmed A/S
TIf.: +45 45 82 33 66

Deutschland
Guerbet GmbH
Tel: +49 6196 76 20

Eesti
Guerbet
Tel: +33 14591 50 00

E)\LGoa
Syn Innovation Lab A.E.
TnA.: +30 216 9390105/177

Espaiia

Laboratorios Farmacéuticos Guerbet S.A.

Tel: +34 915 04 50 00

France
Guerbet France
Tél: +33 14591 50 00

Hrvatska
Pharmacol d.o.o.
Tel: +385 1 4852 947

Ireland
Guerbet
Tel: +33 14591 50 00

Island
Guerbet
Tel: 433 14591 50 00

Italia
Guerbet S.p.A
Tel: +39 297 168 200

Lietuva
Guerbet
Tel: +33 14591 50 00

Luxembourg/Luxemburg
sa Guerbet nv
Tél/Tel: +322 726 21 10

Magyarorszag
Astromedic Kft
Tel.: +36-30-9444921

Malta
Guerbet
Tel: +33 14591 50 00

Nederland
Guerbet Nederland B. V.
Tel: +31 183 633 688

Norge
Guerbet
TIf: +33 14591 50 00

Osterreich
Guerbet Ges.m.b.H.
Tel: +43 1 710 62 06

Polska
Guerbet Poland Sp. z 0.0
Tel.: +48 22 668 41 10

Portugal
Martins & Fernandes S.A
Tel: +351 21 7573 215

Romania
ThreePharm SRL
Tel: +4 0265 268 670

Slovenija
Pharmacol d.o.o.
Tel: +385 1 4852 947

Slovenska republika
Guerbet
Tel: +33 14591 50 00

Suomi/Finland
Grex Medical Oy
+358 50 3600 082
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Kvmpog Sverige

Guerbet Vingmed AB

TnA: +33 14591 50 00 Tel: +46 8 583 593 00
Latvija

Guerbet

Tel: +33 14591 50 00

JaTa Ha mocseaHo npepasriexaaHe HA JUCTOBKATA
Apyru uzrounnum Ha uagopmauus

[TonpoGna uH(oOpMarys 3a TOBa JIEKapCTBO € peJocTaBeHa Ha yeOcaiita Ha EBponeiickara areHius 1o
nexapcTBara: http://www.ema.europa.eu.

IMocouyenara mo-nos1y nuH(popManus e NpeJHAZHAYEHA CAMO 32 MEAHIMHCKH CTIEIUATUCTH:

3a noapoOHOCTH KaK Jia M3M0JA3BaTe MPOIyKTa BIXKTE Touka 6.6 ,,CrienaliHy pe/ia3Hd MEPKH MpH
M3XBBPIsHE U padota’ oT KpaTrkaTa XapakTeprcTHKa Ha MPOTyKTa.
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HPUJIOKEHUE IV

3AK/IIOYEHMST OTHOCHO HCKAHETO 3A EJHOI'OJUIITHA 3AIINATA HA ITA3APA,
HPEIACTABEHMU OT EBPOIIEMCKATA AI'EHIIUA 11O IEKAPCTBATA

39



33](.11]0‘19]—[]/[5[, NnmpeacraBeHu OoT EBpOHeﬁCKaTa areHuus 1o JieKkapcrsara, OTHOCHO:

° CAHOI'OIMIIIHA 3alIMTa Ha ma3sapa

CHMP pasriena npegocTaBeHUTE JaHHA OT MIPUTEXKATENS Ha Pa3pelIeHneTo 3a yrmoTpeda, mpeIBu
pasnopendute Ha wieH 14, naparpad 11 ot Pernament (EO) Ne 726/2004 na Komucusra, u cunra, 4e pu
HOBOTO TEPAIeBTUYHO NOKAa3aHMe WMa 3HAYNMa KIMHWYHA [T0JI3a B CPABHEHUE ChC CHIIECTBYBAIUTE
JICYCHUS, KaKTO € 00sSCHEHO MO-NI0ApoOHO B EBpornetickus myOrueH OleHbYeH JOKIIA],
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