KPATKA XAPAKTEPHCTHKA HA ITPOJAYKTA



1. HME HA JIEKAPCTBEHHMA MPOAYKT

anosuct 1,0 mmol/ml uinxeKIHOHEH pa3TBOP B NPEABAPUTENHO HATBIIHEHA CTIPHHLIOBKA/TIATPOH
Gadovist 1.0 mmol/ml solution for injection in pre-filled syringe/cartridge

2. KAYECTBEH H KOJTHMECTBEH CbCTAB

1 ml ot MEXEKLMOHHKA PasTBOp chABPXa 604,72 mg ranodyTpon (gadobutrol) (exkBHBaNEeHTHO Ha
1,0 mmol ragobyrpon, cbaspxail 157,25 mg ranoausuii).

| npeABapHTENHO HaTbIHEHa cripuHLoBKa ¢ 5,0 ml cvaspka 3023,6 mg ranobyrpon,
MpeABAPHUTENHO HAITKIHEHA CpHHLIOBKa cbC 7,5 ml chabpka 4535,4 mg ranolyTpon.
| mpenpapHTeNHO HaITLJIHEHA cnprHLOBKa ¢ 10 ml ceanpxka 6047,2 mg ranobyTposn,

| npe/IBaApMTEHO HAIThIHEHA CpHHLIOBKA ¢ 15 ml ceanpxa 9070,8 mg ranobyrpon,

| npeJBapUTETHO HAITBIHEHa cnpuHLUoBRKa ¢ 20 m] cbabpxka 12094,4 mg ranobyTpon.

I narpon ¢ 15 ml coappxa 9070,8 mg ranodyTpon,
1 marpou ¢ 20 ml chaspxa 12094,4 mg ragobytpon,

|
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13N MHUTEHA ATEHUNS 10 REXAPCTRATA

Kpamxa x, oDy
| 8PAKMePLCMUKE Ha npogyxms llpuaomenye 1

| narpox ¢ 30 ml cearpka 18141,6 mg ragobyTpon.

0,013 mg) HaTpuii (BX. TouKa 4.4) L <Y

3a bJIHHA CIIUCHK HA [TOMOIIIHUTE BeleCTBa, BUKTE TOUKa /M4 /Mp 5 ? /23 / ,

3. JIEKAPCTBEHA ®OPMA

UHxkeKLMOHEH Pa3TBOP B MPEABAPHTEIHO HAITRIHCHA CIIPHHLIOBKA/NaTPOH
Bucrpa, Oe3uBeTHa A0 Oneq0XKBITa TEYHOCT.

OU3NKO-XUMHYHH CBOHCTBA:

Ocmonanuret npu 37°C: 1603 mOsm/kg H0
Buckosurer npu 37°C: 4,96 mPa's

4. KIUHHYHHA JAHHH

4.1 TepaneBTHYHH NOKA3AHHAA

To3u NexkapcTReH NPOAYKT € NpeaHa3sHayYeH caMmo 3a JMArHOCTHYHH LeH. ['aqoBHCT € mokasaH 3a
ynoTpeba Npy BE3PaCcTHH U AELA OT BCHYKH BH3PaCTH (BKIIOUHTENHO JOHOCEHH HOBOPOJAESHH) 32!

e KoOHTpacTHO YCIWIBaHE NPH KPAHUANHO H CITHHANHO KH3CeABAHE ¢ AAPEHO-MArHUTEH PE3OHAHC
(AMP),

e KoutpacTHo ycunsaHe npu SIMP Ha uepHus apod unm 0nbpenyre npy NalKeHTH, IPYH KOUTO HMa
chMHEHHE 33 WIN Oene3y HA OrHHUIHM Ne3HH, 34 pa3rpaHH4aBaHe MexXay A0OpOKauYCCTBEHH H

10KaUE€CTBEHH JIE3UH.
e KoHTpacTHO yCH/IBAHE NMpPH MArHUTHO pe3oHaHcHa aHruorpagus (CE-MRA).




Toii ynecHaBa BU3yanM3HpaHeTO HA A0HOPMHH CTPYKTYPH WIH JIE3HH 4 noMara npH
AHdepeHLMPAHETO MEXTY 34PaBa H NaToNOrHYHO H3AMEHEHA THKaH.

[agoBHCT TPA0GBA 1a Ce pUnara caMmo, Korato JHarHoCTHYHATa HHPOPMALIMA € OT ChIIECTBEHO
JHaueHHE U He MOXKe Aa Objle MoNyyeHa ¢ MarHHTHO-pe30HaHCHa obpalna AMarHoctaka (IMP) 6es
KOHTPACTHO YCUJIBAHE.

4.2 Jio3MpoOBKA H HAYHH HA NPH/IOKEHHE

MagosrcT TPA6BA Aa ce NPUJIATA CAMO OT MEAHIHACKH CHELHAHCTH ¢ ONHT B KAHHHYHATA
npakThka ¢ AMP.

HauuH Ha NpUAOXKEHHE

To03H1 NEeKapCTBEH ITPOAYKT € CaMO 33 HHTPABEHO3HO ITPUITOIKCHHME.

Heobxoaumara go3a ce Mpuara HHTpaBeHo3Ho Kato 6oaycHa umkekuya. KOHTPacTHO YCHIIEHOTO
uwicnensane ¢ SMP moxe aa 3anouHe BeaHara cjiei ToBa {Masko CJie]l HHDKEKTHPaHETO B 3aBHCHMOCT
OT U3MONI3BAHATA HMIYJICHA NOCAESAOBATENHOCT M NPOTOKOJA HA H3CJIEABAHETO).

Ormrrumanes koHTpacT ce Habmonasa 3a CE-MRA no Bpeme Ha aprepHanHarta ¢asa, a 3a LIHC - 8
PAMKHTE Ha OKOJO 15 MHHYTH chliejl MIDKEKTHpaHe Ha ['agoBucT (BPEMETO 3aBUCH OT THIIA HA
ne3udaTa/ TbKaHTa).

CKaHHpAHETO NPU UHTEHIUTET Ha noseTo T1 e ocobeHo NOAXOAAINO 38 KOHTPACTHO YCHIIBAHE.

[Mo BB3MOXHOCT BLTPECHAOBOTO NPHICKEHHE HA KOHTPACTHOTO BELIECTBO Tpsa0OBa Aa ce HW3BBPILBA B
NEerHano TMOJNIOKEHUE Ha nauueHTa. Cnea caMoTO MNpuiaraHe nauueHture Tpabsa na Opaar
HaGnIogaBaHH B MPOAB/IKEHHE HA MOHE MOJIOBHH 4ac, Thil KATO ONHTHT MOKa3pa, Y€ NO-ronAMa 4acT
OT HEXETAHHWTE PEAKI[HH CE NIPOABABAT B TO3M HHTEPBAJ OT BpeMe (BXK. Touka 4.4).

Yka3aHH4 3a ynotpebda:

To3u nekapcTBeH NPOAYKT € NPeAHa3HAYEH CamMo 33 €IHOKpaTHA ynoTpeda.

JlekapcTREHUAT NpoAyKT TPAGRa fNa ce NpOBEpH BUIYATHO IpeaH ynotpeda.

["anoBucT He TPAOBA [a Cce H3M0JI3Ba, aKO MMa 3HAYMMA NIPOMAHA B LBETA, B PA3TBOPA IUTYBAT HACTHIIX
WJTH OTNAKOBKATA € [TOBPEAEcHA.

[IpensapuTenHO HAMBIHEHH CIPHHIIOBKY

[lpeaBapyTEHO HANbLTHEHATa CIPWHUOBKA TpAOBa nia ObAe B3eTa OT OMAaKOBKAaTa M MPHIOTBCHa 3a
MHIDKEKTHpPaHe HEToCPEACTBEHO Nnpelid ynorpebara M.

Kanaukara T1pabsa na OwOoe oTcTpaHeHa OT MNPeABApHTENIHO HAMBIHEHAaTa CIPHHLIOBKA
HEMOCPEACTBEHO Npeau ynotpeda.

[laTpOHH

[IpwioXkeHHETO Ha KOHTPACTHOTO BELIecTBO TpA6Ba Aa CC M3BbPIIBA OT KBATHGHUHPAH NEPCORAN ChC
CLOTBETHHUTE MPOLCYPH ¥ 000OpyaBaHe.

[TpH BCHYKH WHXEKLWH, BKITIOYBALH KOHTPACTHO BCILECTBO, TPAOBA A CE H3I0/13Ba CTEPHITHA
TEXHHKA.

KoHTpacTHOTO BelecTBo TPAGBA f1a ce mpuAara ¢ nomoira Ha ukektop Thin MEDRAD Spectris®.
TpaOBa 13 ce cAenBaT HHCTPYKUMHTE 3a yrorpeba Ha MPOH3BOAUTENS HA H3AEIHETO.




O3HPOBKA

TpabBa Aa ce H3NOM3BA HAK-HUCKATA 033, KOATO OCHIypABa JOCTATBYHO KOHTPACTHO yCWUIIBAHE 32
aHarHocTHuHM uenu. Jlosara TpabBa Aa ce H34McasBa Ha 0a3aTa Ha TENECHOTO TErJIo HAa MALKEHTa U
He TpabBa Aa HajBHIABA MPENMOPBUYMTENHATA 1033 HA KWIOTPaM TENeCHO TErNo, 3a KOATO HMa
noapodHa uHGOpMallHa B Ta3H TOYKA.

Bvipacmuu

IHHC nokasanus

[IpenopnunTenHaTa Ao3a 3a Bu3pacTHi € 0,1 mmol Ha kunorpam TENECHO TErino (mmol/kg TenecHo
terno). Tosa cwoTBeTcTBa Ha 0,1 ml/kg TenecHo rerno ot 1,0 M pastsop.

AKO BBLIIpEKH JNHNcaTa Ha AcHa AMP Haxonka ocTaHe CepHO3HO KIMHMYHO CbMHEHME 33 HaNM4YHME Ha
ne3us WIH B CIyYauTe, KOraro mno-npeuusHa wadopmaims OH noBauana BBPXY JICYEHHETO Ha
NALMEHTA, € Bb3MOXKHO AOITBJIHHMTENHO HHXKEKTHpaHe Ha MakcuMyM 0,2 mi/kg Tenecso Terno no
30 MHHYTH clle] MbPBATa HHKCKLHA.

Kato MHEMMaIHa no3a 3a wicneasane Ha LIHC, moxe na Onae nmpwnoxkena ao3a ot 0,075 mmol
rafoOyTpon Ha KHIOrpaM TenecHo Tersio (ekBuBaneHTHa Ha 0,075 ml 'amoBHCT Ha KWOrpaM TEJECHO
Tern10) (BHKTE TOYKa J.1).

AMP Ha uanoro TanO (¢ H3knouedne Ha MRA )
ObukrOBEHO MpunoxeHuero Ha 0,1 ml agoBHeT Ha Kg TenecHo Terno € A0CTarb4HO 33 OTTOBOP Ha

KJJHHHYIHHA BBIIPOC.

CE-MRA:

3a | spurenno none (3I1): 7,5 ml npu Tenecko Terno noa 735 kg; 10 ml npu TenecHo terno 75 kg u
no-roaamo {ceoTBercTna Ha 0,1-0,15 mmol/kg TenecHo Terno).

3a noseuye ot 1 3purenno noxe (3[1): 15 ml opu TenecHo terno noa 75 kg; 20 ml npu reaecHo Terno
75 kg n no-ronamo {crorsercTra Ha 0,2-0,3 mmol/kg TenecHo Terno).

Cneyuannu nonynayuu

brOpeano yppemxaaHe

["anoBHCT TpAOBa Aa ce M3MON3Ba PH NalHEHTH ¢ TEXKO 6pOpeuno yBpexaaHe (rnoMepyiHa
duntpauus (GFR) < 30 ml/min/1,73 m*) u np# NauMeHTH B NEPHOTIEPATUBHNA MEPHOJ Ha
yepHOApoOHA TPAHCIUTAHTALIMA e/l BHUMATE/IHA MIPELEHKA HA PHCKOBETE H MOJI3UTE U KO
IHArHOCTUYHATA MHPOPMALIHA € BAXKHA K HE MOXKE J1a Ce MOJYYH ¢ HeyCWIeH ¢ KoHTpacT AMP (Bx.
touka 4.4). Axo ce Hanara ["'anosucT aa 6b1€ N3N0JI3BaH, 103aTa He TPAOBA 1a HAZBHIIABA

0,1 mmol/kg TenecHo Terno. He TpaGBa fa ce n3nos3sa NoBeye OT €AHa 034 NpH cKaHnpawe. [lopaau
JTUNcaTa Ha MHGOPMALIUA 33 MHOTOKPATHO PWIOKEHHE, ['afoBACT HHKEKIMOHEH Pa3TBOD He TpaOBa
Jia ce mpwiara MHOrOKpPaTHO, OCBEH aKO MHTEPBATBT MEXKAY HHKEKLMHTE € HE N0-MAJIKO OT 7 JHH.

IlepsaTpHYHA OONMYJIAUHS

3a €12 OT BCHMKH Bh3PACTH (BKNIOMUTENIHO JOHOCEHH HOBOPOJAEHH) NPENOpbUMTENHATa 1032 €

0,1 mmol rano6yTpon na kg Tenecso terno {exkeusaneHTHo Ha 0,1 ml 'agoBUCT Ha Kg TENECHO TErO)
33 BCHMUKH noka3anus (Bxk. Touka 4.1),

HoBopoaeHH 20 4 ceAMHYHA BLIPACT H Aela 10 1 rogHIIHA Bb3PacT

[Mopanu Hepa3BuTaTa 6GBOpedHa QYHKLIHA NTPH HOBOPOAEHH 0 4 ceAMUYHA BH3pacT ¥ [ie1a Ao

1 roguiHa Be3pact, anoBuct TpAOBA A2 c& U3M0JI3BA NIPH TE3M NALHEHTH CaMo Clle BHUMATE/THA
npeueHKa 103a Aa He Hagsumasa 0,1 mmol’kg TenecHo Terno. He Tpa0Ba fa ce H3Mo/3Ba NOBEYE OT
e Ha J103a NO BpeMe Ha ckaHupaHeTo. [Topaau nuncara Ha HHGOpMALMA 33 MHOMOKPATHO




npunoxkeHue, I'aJOBUCT MHXEKLMHA HE TPAOBA Na C€ [TOBTAPAT, OCBEH aKO MHTEPBATHT MEKIY
HHXKEKLHATE € Hall-Majiko 7 AHM.

Crapuecka pb3pacT (65 roauun ¥ noseue)
He ce Hanara Kopekuua Ha no3ara. Heobxoaumo € nosHuleHo BHUMAHME NMPH NALMECHTH B CTapyecKa
BL3pacT (8. TOUKa 4.4).

4.3 [lporHsonoxkazaHud

CBpPbXUyBCTBHTEIHOCT KBM aKTHBHOTO BEIHECTBO WM KbM HAKOE OT NOMOLIHHTE BELIECTERA,
u30poeHH B TOYKa 6.1.

4.4 Crneusanauy NpexynpexieHHs ¥ Nnpeana3Hd MEPKH NpH ynorpeba

apo6yTpon He TpaGea Aa ce mpunara HHTpaTekanHo. [Ipy HHTpaTekanHO NPUIOKEHNE HMa
ChOOIECHHA 32 CEPHO3HH, XKHBOTO3aCTPAILABAILH H JIETAIHH Cy4aH, rMaBHO CBbP3aHH C
HEBPONOTHYHM PeakKUMH (Hanp. KoMa, eHuedanonaTus, rbpPUYoBe).

[Tpu niokexkTupade Ha [afoBUCT BBB BEHH C TECEH JYMEH HMa BEPOATHOCT OT MOABA HA HEXKENaHH
peakLyH KaTo 3a4YepBiBaHe H OTOK.

CranfapTHHTE M3UCKBaHKA 3a 6e30MacHOCT MpH H3CNEABaHE C MATHUTEH PE30HAHC M 0COOEHO OHE3H,
33 K3KMIOYBAHE HA PEPOMATHUTHH MATEPUaNl, BAXKaT U KOrato ce u3nonssa I'anoBucr.

Peakuyy Ha CBPBLXYYBCTBHTEIHOCT HIH APYTH HIAHOCHHKDASHHU peaklIuK
KakTo ApYruTe MHTPABEHO3HM KOHTPACTHH CPEACTBA, NPHIOKEHNWETO Ha I'amoBHCT MOXe nAa Obae

CBBP3aHO ¢ aHaQH/ITAKTOMIHH PEeaKLMH/PEeakiiii Ha CBPBXTYBCTBHTENHOCT WIH APYTH HAHOCHHKPa3HH
PEaKLIHK (HGNp. ocmbp pecnupamoper oucmpec curopom / benodpoben omok cve u be3 konmexema
HaQ peaKkyuu Ha cepvLXyyecmeaeumenrocn), XapakTepH3Hpally ce CbC ChPACUHO-CBA0BH, PECTTHPATOPHH
WIH KOXHH NPOABH, H BapHPAUIH KO TEKKH PeakUMH, BKIHYHTENHO WOK. [lo npuHIMN, nalMeHTHTE
CbC CbpDACYHO-CHAOBM  3abonABaHH® ca  NO-UYBCTBUTENHH KBM TEXKH peakUWH Ha
CBPBX4YYBCTBHTEITHOCT ChC CEPUO3CH WIH JOpH (PaTajieH U3XOA,

PHCKBT OT PEAKLIHH Ha CBPBXYYBCTBUTEIHOCT MOXE 12 OhJie Mo-BHCOK B C1y4a# Ha:
- NpeAHIIHA peakLia KbM KOHTPaCTHH CpeACTBa

- aHaMHe3a 3a OpOHXHANIHA acTMa

- aHaMHe3a 32 aJlepruIHH HapylUueHHd

[TpH NALMEHTH € ATEPrHYHA NPEAMCTIOZHIMA PELLIEHHETO 3a NpUIoXeHue Ha ['anosucT Tpadsa na
ce B3eMe cie 0ocof0eH0 BHUMATEIHA MpelieHKa Ha CbOTHOLHICHHETO PUCK-NOJI3a,

[ToBeueTo OT TE3H PEAKLHM Bh3HUKBAT A0 MOAOBHH 4Hac OT NpunoxeHuero. [lopaau ToBa ce
npenopbyuBa HaGMOAEHNE Ha NaLUMEHTa Cel Mpoueaypara.

HeobxonuMoe € HaJiuuMe Ha JIEKApPCTBEHHM ITPOAYKTH 32 JieYeHME Ha Ppeakudd Ha
CBPBXYYBCTBHTEIHOCT WIH Opy2u uOUOCUHKPA3HU PEAKLMH, KAKTO ¥ FOTOBHOCT 3a NPEANpPHEMaHne
HA CHELLIHH MEPKH (BX. TO4Ka 4.2).

Psnxo ca HabmonaBaHK 3abaBeHH peakLM (Ce] HacoBe 10 HAKOIKO AHH) (BiK. TOUKa 4.8).

YepencHa 6b0peynara gpyHkims
Hpean npraoxkenHero HAa I'aloBHMCT BCHYKH NSUKMEHTH TpA6Ba Aa ObAAT CKPHHHPAHH 3a

OL0peuna AHCPYHKUHS NOCPEACTBOM MEAHLUHHCKA AHAMHE3A H/HIH N1A60pATOPHH TecToBe.

CrobuiaBa ce 3a clyuyan Ha HedporeHHa cucremHa ¢pubposa (NSF), cBbp3aHa ¢ U3NON3BAHETO HA
HAKOW KOHTPacTHH MAaTEpHM, ChABPKALIM MAAONHHHH, MPH MALHEHTH C OCTPO WIH X m




6bOpeyso  yBpexnase (rmomepynna gurrpamma  (GFR) < 30 mi/min/1,73 m?).  TaumenTure,
MOUTOKEHH HAa 4YepHOAPOOHA TPAHCIUIAHTALMA, CA MITOXKEHH Ha OCOOEHO BHMCOK DHCK, TbH KaTo
yecToTaTa Ha ocTpa 6bOpeyHa HelOCTaTLYHOCT € BHCOKA B Ta3u Ipyrna.

Mopann BB3MOKHaTa noasa Ha NSF npu ynorpe6a Ha T'agoBucT, Toli TpAGRa fa ce M3MON3BA CaMo
IpY MAUMEHTH C TEXKO OGBOpeyHO YBpEXAaHe M MPH NalMEHTH B NCPHONCPAaTHBHHA MEPHOA Ha
yepHoApoOHA TpaHCIUIAHTALMA Ciiell BHMMATeflHa NpelecHKa HAa PHCKOBETE W TON3HTE M dKo
AMAarHOCTHYHATA MH(pOpMALMA € BaXHA M HE MOXeE Ja C€ [OAYyYH C HEeYCWIEH C KOHTpacT
1/peHO-MaruuTeH pezoHatc (AMP).

[MolTaraHeTo HAa XeMOAMANW3a CKOpo Cliel npwiokeHHe Ha [agoBucT MOXe A3 ObAe MONe3HO 3a
enMMHHHpaHeTo Ha [agoBucT oT TAnoro. HAMa gaHHH, KOMTO Ja NOAKPENAT 3aMO4BAHETO HA
XeMOJHANM3a KaTo HauMH 3a npesanaspane or passurde Ha NSF unu neuenne Ha NSF npu nauueHTH,
KOUTO He ca OHIIH NMOANOKEHH Be4e Ha XeMOIHaNH3a.

HoBopozicHH ¥ KhpMaUeTa
[Topanu HepassuraTa OBOpeuHa (YHKLMA NMPU HOBOPOAEHM A0 4 ceAMHYHA Bb3pacT W Jela -0

| roguuiHa BB3pacT, [amoBucT TpadBa fa ce M3MNOJN3BA MPH TE€3U MAUMEHTH CAMO C/€]l BHUMATENHA
npeLeHKa.

Crapuecka Bb3pacT
Twit kKaro 6L6peYHHAT KIMPBHC Ha ranodyTpoON MOXe Aa Ob/e yBpeACH MPU NALMEHTH B CTapuccka

BB3PAcT, OT 0COBEHO BaXKHO 3HAYEHHUE € NALMEHTHTE Ha Bb3pacT 65 roauMHM U noseye 1a 6bpar
cKpuHHpaHH 3a ObOpeuna AMcHyHKLHS.

[Tosea Ha BPUOBE
Heob6xoauMo e ocofeHO BHUMAaHME TPH MAalMEHTH ¢ HUCHK Npar Ha MosfBa Ha rbp4oBe, MOACOHO Ha

BCHYKH APYrd KOHTPACTHH BEWIECTBA, ChAbPKALIN IaACTHHHH.

[ToMoOLIHK BEIHECTBA

To3u neKapcTBEH NPOAYKT ChAbPKka no-Manko of | mmol Harpuii (23 mg) Ha o34 (BB3 OCHOBA Ha
CPEIHOTO KONIMYECTBO, MPHIAraHo Ha 70-KWIOrpaMOB 40BeK), T.e. 10 ChHIECTBO TOH “HE CHABPKA
HaTpuii’.

4.5 BiaamoaelicTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH GOPMH Ha B3aHMOAeHCTBHE
He ca npoBexxaarH Npoy4BaHus 3a B3aUMoIeHCTBUATA.

4.6 @epruanTeT, GpeMeHHOCT H KbPMEHe

bpeMeHHOCT
Nlanuure 3a ynoTpebaTa Ha KOHTPAacTHH BelllecTBA Ha 0asata Ha rajOJMMHHA BKTIOYMTENIHO

rago6yTpon npd OpeMeHHH JKeHH ca OrpaHH4YeHH. ['afloNHHHA MOXE Aa NMPEMUHE Npe3 IUlaLeHTaTa.
He e ¥3BeCTHO HaNM eKCMO3WLMATA Ha rafo/IuHuil € CBbp3aHa ¢ HexeNnaHH eeKkTH BBhpXy ¢eryca.
W3 muTBAaHHATA NIPH JKUBOTHH MOKA3BaT PENpOAYKTUBHA TOKCHYHOCT ClI€R MOBTOPHO HPHIIOKEHHE C
BHCOKH 1103M (BX. Touka 5.3). MapoBucT He Tpa6Ba a ce U3M013Ba MO BpeMe HA OpeMEHHOCT, OCBEH
KOraTo KJIMHWYHOTO ChCTOAHHME HA KEHATa He HAlara M3non3BaHeTo Ha ranodyTpor.

KbpMeHe
KoHTpacTHUTE MaTepHH, ChAbpKallH rafloJIMHUMA, ce EKCKPETHPAT B KbpMaTa B MHOIO MaJIKH

KOJuecTBa (BX. TOUKa 5.3). B KIHHMYHM 103U HE c€ 0UaKBaT eeKTH BbPXY AETETO IOPaJiH MANTKOTO
KOJIWIECTBO, KOETO CE€ EKCKPETHPA B KbpMara 1 cnabara abcopbung ot yeppara. Jlekapar u




KbpMEILaTa Maitka TpaGBa Ja B3eMar peilicHHe Jali KbPMEHETO Ja IPOABIIKA HIH Ja ObJe CNPAHO 32
nepHon oT 24 yaca ClieA NPUNOKEHHUETO Ha ["anoBuCT.

DOepTHIUTET
HacnensaHusTa NpH )KHBOTHY HE NOKA3BaT YBPEkKAAHE Ha QEepTWIHTETA,

4.7 EdekTH BLPXY cioco6HOCTTa 32 modpHPane H padoTa ¢ MAIIHHH
HenpunoxHmo.
4.8 HexenaHn JeKAPCTBEHH PeAKIHH

O6uuaT npodun Ha Ge3onacHOCT Ha [aOBHUCT ce OCHOBABA HA NAHHMTE OT noBeye oT 6300 mauueHTH
B KJIMHHYHUTE H3HTBAHHA M OT [HOCTMAPKETHHTOBOTO HA0MIOACHHE.

Hati-yuecTo HaOMAaBaHHTE HEXEJIAHM JjleKapcTBeHU peakimu (= 0,5%) npH nalWeHTH, HA KOUTO €
npunoxxeH 'aoBucT, ca rnasobonue, raieHe # 3aManBaHe.

Haii-cepHO3HMTE HEXENaHM peaKLMH TIPH MALMEHTH, Ha KOUTO € NPHIOXKEH ['anoBHCT, ¢a ChpAEUeH
apecT, OCTLP PECMUpaTopeH AucTpec CHHApoM / GenoapoGeH OTOK M TEXKH aHa(HIAKTOHAHH
peakLMH (BKJIIOMHTENHO PECTIMPATOPEH apecT M aHAQUITAKTHYEH LICK.

JabaBeHH aHAPUIAKTOMIHA PEAKLMH WIM APYTH HWAMOCUHKpa3HH peakluM (Crnej Yacose A0 JHHM) ca
HabniopaBaHy pAaKo (BXK. Touka 4.4),

[ToBeueTo OT HEKENAHHTE PEAKLHH Ca C JIEK A0 YMEPECH HHTCH3UTET.

HabmonaBaHuTe HexeNaHH peakuuH ¢ I'ajpoBucT ca npeactaBeHd B Tabnuuara no-zony. Te ca
wiacHQUUMpaHd Mo cucTemo-opraHHu knacose (MedDRA). HsnomspaH € HaA-NOAXOASILHAT
MedDRA TepMHH 3a ONMCAHME Ha onNpeAcieHa peakius W HeHHHTE CHMITOMH H CBBP3aHH
ChCTORHHSA.

HexenaHure JEKAPCTBEHH PEaKLiMM OT KIHHWYHHATE M3THTBARHMA Ca KNACH(HLHPaHH CMopel TAXHATA
qecTOTa. [ 'pYNHTE NO 4ecToTa ¢a onpeleieHH ChITAcHO cnefHata koHpeHuMs: yectu: 21/100 no
<1/10; neuectu: 21/1000 no <1/100; peakm: 21/10000 mo <1/1000. HexenaHWTe nekapCTBCHM
peaxyM, UAEHTHGHLMPAHH €IHHCTBEHO NPY NOCTMApKETHHIOBOTO HAOMIOAEHHE U 33 KOHUTO HE MOXe
JIa ce OMpe/esIH UYecToTa, ¢a MOMECTEHH B ,,C HEH3BECTHA YECTOTA .

[Ipu BCAKO IPyNHpaAKE B 3aBHCHMOCT OT Y€CTOTATa, HEKENAHHTE IEKAPCTBEHN peakiui ce u3dpospat
B HHU3XOJAL Pel MO OTHOLIEHAE HA TAXHATA CEPHO3HOCT.

Tatbauna 1: Hexenanu JekapcTBeRH peakHHR, ChHOOIIABARH B KNIHEHYHATE H3INHTBAHHY HJH
N0 BpeMe HA NOCTMAPKETHHTOBOTO Hal/lloAeRHe NPK NANHENTH, KeKyBanH ¢ 'anoBACT

CHcTeMO-Opranen YecTH HeuecTn Peaxu C HeH3BEeCTHA
KJac YecToTa
Hapymenas Ha CBpbX4YBCTBHTEIHOCT/
AMYHHATS aHa(pWIaKTOHAHA
CHCTEMA peakius © (HaIp.

aHadHNaKTonaeH

wok**, UUPKYNAaTOpEH




kosanct®,
peCIMpaToOpeH apecT®,
6poHxocnazeM®,
LiMaHo3a%,
opothapHHreaneH
oTOK *, napMHreaseH
OTOK?, XHITOTOHHA®,
MOBHILEHO KPBBHO
HansraHe®, 6oska B
rbpauTe?, ypTHKapH4,
OTOK Ha JIMLETO,
aHTHOEAEMS,
KOHIOHKTMBHWTS, OTOK Ha
KNEMIaUHTE,
3auepBABaHe Ha
JIKLETO,
XHNEpXuApo3a’,
kauinua®, kuxanes,
ycellaHe 3a napexe’,

6nequocT?)
HapymeHHs H& ['naBobonve | 3amafBaHe, 3ary6a Ha ch3HaHUe™,
HEPBHATA CHCTEMA Aucreysns, KouBysicus,

[TapecTesns [lapocMua
Coupaeunn Taxukapaus, CoepaeueH
HapymeHns [TannuTauuu apect*
PecnupaTopHH, JucnHen ™ Ocrep
rphARH H pecrupaTopeH
MEXHACTHHAJIHH JHCTPEC
HApPYIUCHHS CHHAPOM

(OPIC)*
benoapoben
OTOK*'

Cromamso- ["ageue [ToBpobiliaHE CyxoTa B ycTara
upeBHH
HapyIeHHN
HapymesnHd Ha Epurem, Hedporexna
KOXATA H CopbOex (B, CHCTEMHA
NOAKOKHATA regepaini3upad ¢udbposa (NSF)
TbKAH chpbex),

O6pue (BKN.

reHepanuIupasx,

MAaKyJ1apeH, NaltyJiapeH,

cbphALL 0OpHB)
O6mua HapyIIeHHS Peaknma Ha MacTroTo Ha | Ilpuangsane,
H edeKTH HA WHKEKTHpaHe, Vcewane 3a cTya
MSACTOTO HA Ycenjane 3a TOILIMHA
NpHJOKEHHE

! Tesu HJIP ca doknadeanu cue u be3 KOHMeKCcma Ha Peaxyiy Ha CepbvXUyscmaeumenHocm.

* ©pLo0LIaBAHM C2 XKHBOTO3aCTpALIABalllM CITy4an H/WIK crydan c daraineH u3xon npy tasd HIIP




# Huxoi 0T OTAENHHTe cuMrroMy Ha HJIP, H36poeHH KaTo CBPBX4YBCTBHTETHOCT/aHaQHNAKTONAHA
peakuys, YCTAHOBEHH 110 BpeMe Ha KIIHHHYHUTE W3MTUTBAHMA He € JOCTHIHANA NO-ToMIfAMa HecToTa
OT ,,peIKH” (C MBKJTIOYEHHE HA Y PTHKAPHA)

§  CBpBX4yBCTBHTENHOCT/aHa( WIAKTOMAHH PEAKLIHM, HACHTHHMUMPAHHU CaMo NIpe3 BpeME Ha 0CT-
MAapKETHHIOBO HaGmoeHHe (C HEH3BECTHA HYECTOTa)

0  PeakLMHTE Ha MACTOTO HA HHXEKTHUpaHe (PasNIM4HM BUIOBE) BKNIOYBAT CIIEIHUTE TCPMHHH!
eKCTPaBa3allui Ha MACTOTO Ha HHXKEKTHpaHeE, [lapeHe Ha MACTOTO Ha HIDKEKTHPAHE, TyBCTBO 32
CTY/l H& MACTOTO Ha HHXXEKTUPAHE, 3aTOIUISHE Ha MACTOTO Ha HHKCKTHPAHE, EPHTEM WM oOpHB Ha
MACTOTO Ha MHXXEKTHpaHe, 60NKa Ha MACTOTO HA HHXKEKTHPaHE, XeMaTOM Ha MACTOTO Ha
HHXEKTUpAHE.

[MauueHTy ¢ anepriuiHa NPeAucno3nLMa CTPALAT NO-4€CTO OT OCTAHANIUTE OT PCAKIIMH Ha
CBPbXUYBCTBHTENHOCT.

Cho6IaBaHH ca H30/MpaHH ciry4ad Ha HedporeHHa cucteMHa pubposa (NSF) ¢ Ianosuct (Bx.
TouKa 4.4).

Cnen npunarade Ha ["'anosuct ca HabnoAaBaHK KoebaHus BbB ¢yHKLMOHANHUTE 6BOpeyHHTE
napaMerpH, BIUTIOUBAIIM [TOBHUIIABAHE HA CEPYMHHA KPECAaTHHHH.

[MeavaTtpy4Ha NoNyRaund
B3 OCHOBA Ha J1Be KITHHWYHM w3nuTBaHHa ¢asa /111 ¢ eqHoxpaTHa no3a npH 138 NMalLHEeHTH Ha

BB3PAcT Mexay 2 M 17 roguHu U 44 nmalneHTH Ha BL3pacT ot 0 10 noz 2 roARHH (BX. TOYKa 5.1)
YyeCTOTaTa, BWILT H TEXECTTA Ha HEXEIAHUTE peaKlluM NpH Aclad OT BCHYKH Bh3pacTH ( BKIIIOMHUTEIIHO
JIOHOCEHH HOBOPOZEHH) €a B ChOTBETCTBHE ¢ NPOdHa HA HEXKENAHUTE CHOUTHA, U3BECTHH NPH
Bh3pacTHHTE. ToBa 6¢ noTBBpAEHO BB (haza IV mpoyusane, BirouBallo noseye ot 1100 neua u
MOCTMAPKETHHI OBO HalMIOAEHHE.

C10011aBaHe HA NOAO3INPAHN HEXNKETAHH PEAKIIHH
CH0oOIIaBaHeTo Ha NOAO3HPAHH HEXETAHH PeaKLlHH CNIC/ pa3pelliaBaHe 3a ynotpeba Ha nexapcTBeHuA

NPOAYKT € BakHO. TOBa No3BoJIABA 3 NPOALIKM HAONOJEHHETO HA ChOTHOLICHHETO NoJ13a/pUCK 34
neKapcTBEHKA TTPONyKT. OT MEAULIMHCKHTE CNIELIMANIMCTH CE M3MCKBA Jla ChOOIaBaT BCAKaA
[0l03MpaHa HeXceNnaHa peakis upes

HMsnpnHuTenHa areHIHA [o 1eKapcTBara

yi. ,,JamaH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeGcaliT: www.bda.bg

4.9 Tlpenosnpane

MaxcHMaiHaTa efHOKpaTHa OHEBHA 0334, TECTBaHa MpH xopa, ¢ 1,5 mmol ranobyrposvkg TenecHo
TETNO.

JIo MOMEHTa He ca HaONioJaBaHH NPU3HALM HA WHTOKCHKAlMA OT MpPENO3MpaHé B PAMKHTE Ha
KJIMHHYHO TPHNOKEHHE.

B cnyuaii Ha npeao3UpaHe 10 HEBHUMAHHE, KaTo APEANa3HH MEPKH C€ MPEenopbiBaT MOHHTOpPHPAHE
Ha cepaeyHara pyukims (k. EKI) u koHTpon Ha 6n6pevinara hyHKIus.

B cayuali Ha npefo3HpaHe Npu mauMeHTH ¢ 6u0peyHa HeAOCTATLYHOCT I'ajpoBMCT MOXE na ce
e/IMMHHAPA OT OpPraHu3Ma 4pe3 xeMoauanusa. Cnesl 3 XeMORHATH3HY LIMKbAA NPHOIU3HT




BEeLIECTBOTO €A CMMMMHHPAaHW OT opranwsma. Hsma obaue naHHM 3a TOB3, Y€ XeMOAHanWs3aTa e
MOAXOAALIA 33 Npeana3BaHe OT HedporeHHa cucreMHa Gubposza (NSF).

5, ®APMAKOJIOTHYHH CBOACTBA
5.1 @apMakoIHHAMHYHH CBOACTBA
®apxamoTepanesTHyHa rpyna: [TapamaruuTHH KOHTpacTHH cpeacTsa, ATC koa: VOSC A09

MexauM3bM Ha JEUCTBUE

3acHIBAILMAT KOHTPAcTa epeKT ce AWIKM Ha ragoGyTpos — HEHOHEH KOMILIEKC OT rafoiauHuii(lll) u
MaKpPOLMKIHYHHMA JIMFaHI AUXHIPOKCH-XHIPOKCHMETHINPOMHI-TETPaa3alMiUio0ACKaH-TpHALCTHA
kucennHa (6yTpon).

MDapMaKoAHHAMWYHH eexTH

CTemeHTa Ha pelakcalus Ha rago0yTpos, HM3MepeHa in vifro B YOBELIKa KpLB/MiasMa TNpH
GU3HONOrMYHA YCOBHA M MpPH KIMHHYHO 3HAYMMA cHia Ha nonero (1,5 u 3,0 T), € B rpaHHIATE OT
3,47 — 4,97 l/mmol/sec.

B KIMHMYHM 003d H3pa3eHarTa CTENeH Ha penaxkcalus Ha raaodyTpon BoAW [0 CKbCABAHC Ha
penakcalMOHHOTO BpEME Ha NPOTOHHUTE HA BOAATA B ThKaHHTE.

CtaBWIHOCTTE Ha rago0yTPONHHA KOMILIEKC € M3y4aBaHa in vitro npy (GU3MOJOrHYHM YCNOBHs (B
ectecTBeH 4oBemku cepyM npu pH 7.4 u 37 C) 3a nepuox ot 15 ann. Konudectsoto ocBoboneHu
HOHM rafoJIMHMM OT rafobyTpon € 6KNo MoA rpaHMLATA Ha KONH4eCTBeHO onpeaeasHe ot 0,1 mol%
OT [eNus ragofMHMil, MOKA3Bafiku BHMCOKATA KOMIUIEKCHa cTabunHocT Ha ragobyTtpon mnpH
M3NHTBAHUTE YCAOBHA.

KauHH4YHA ePUKACHOCT

[Mpu enqHo OcHOBHO npoyusase oT ¢asa Il npu yepHOApOOHA NATONOTMA CPEAHATA TyBCTBUTEHHOCT
npu koMGuHMpaH SAMP mpemu ¥ cnel NPWIOKEHHE HA KOHTPACT NPH NALMEHTH, HA KOUTO €
npunoxed [amosucr, ¢ 6wira 79%, a cneunpuuHoctra — 81% 3a oTKpuBaHe Ha J€3UU U
paudepeHUMpaHEe HA EBEHTYATHH MAIMTHEHH YePHONPOGHH fe3nH (aHann3 NO NALMEHTH).

[pn eano ocHoBHO npoyuBaHe ot ¢asa Il npu 61LO0peyHa NATONOrHA CPeAHATA 4YBCTBUTEIHOCT €
6wia 91% (asanuz no nauneHTH) U 85% (aHanu3 no Ne3nH) OpH OTAH(EPEHIHPAHETO Ha MATUTHEHH
1 GeHurHeHy 6u6peunu nesu. Cpearara cienrHIHOCT NMPH aHANH34 MO NALHEHTH e Outa 52%, a NpH
aHANMH3a No Ne3un — 82%.

VBeJIMYEHHETO Ha YyBCTBHTENHOCTTA MPH KOMOUHKpaH AMP npeau H cnen npuioKeHHE Ha KOHTPacT
B cpasHeHHe ¢ AMP npean kOHTPACT MPH NALMEHTH, Ha KOHTO € NMPHIIOKEH [Manosuct, e Owio 33%
npu depHoApobHa maronorus (aHanus no nauueHTd) ¥ 18% npu 0vOpeuHa MaTonorus (aHanHM3 110
MalldEHTH ¥ aHANH3 NO Ne3uu). YBeNHUYCHUETO Ha cneunduaHocTTa npH koMOMHupan SIMP npeau u
el MPHAOKEHHE Ha KOHTpacT B cpaBHeHHe ¢ AMP mpeau kouTpact e Guno 9% npu yepHOApoOHa
MaToNOrua (AHANM3 MO MALMEHTH), AoKaTo nph OBOpeyHaTa Narojorus He € YCTaHOBCHO YBCIHUCHHE
Ha crielM¢HIHOCTTa (AaHATN3 MO TALHEHTH ¥ aHANTH3 110 JIE3HH).

BcHukH pe3ynTaTd ca CpeflHH CTOWHOCTH TIpH NpPOY4BaHHA, 3acliENCHH 32 pasiMTalllHTe
H300paXKeHHSTA.

B KIMHUYHO M3MHTBAHE, MTAHHPAHO KATO WHTPAMHAHBHAYANIHO, KPBCTOCAHO CPaBHEHMKE, ["aloBHUCT €

CpaBHABAH ¢ METJIYMHHOB rafoTepar (v jsara B 103a oT 0,1 mmol/kg) 3a BU3yanu3upaHe Ha YCHICHH
MO3LUYHHM HEOTUTACTHYHH Jie3uy NpU 132 maLMeHTH.
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[TypeudHaTa Kpaitna To4ka 33 ehUKacCHOCT KbM ['aN0BUCT HNH METITYMHHOB raJIoTepaT € obmoTo
mpeNOYMTAHHE Ha MeHaHHuA 3acaencH qdered. [To-nobpara eduxackocT Ha ['afioBHCT ¢ A0Ka3aHa
cbe croitHocT Ha p oT 0,0004. TIpeanounTtanne xbM [agosucT e AaaeHo npu 42 nauueHt (32 %) B
CpaBHEHHE ¢ OBLIOTO IPEANOYMTAHHE KbM rajoTepareMerTyMUH 1pu 16 nauueHTH (12 %). Tlpk

74 naumenty (56 %) He € AANEHO MPEANTOYUTAHHE KBM €IHOTO WIH APYTOTO KOHTPaCcTHO CPEACTBO.
3a BTOpPHYHHTE MPOMEHIMBY € YCTAHOBEHO, Y€ CHOTHOUICHHMETO ,,/1€3HA KbM MO3BK € CTATACTHYECKH
no-eucoxo 3a I'agosuct (p < 0,0003). [TpoLEHTET Ha YCHIBAHE € NO-BHCOK ITPH I aI0BHCT B
CpaBHEHHE ¢ METTYMHHOB raIoTepaTt ChC CTATHCTHYCCKH 3HAYHAMA PA3THKa 3a 3aCNICNICHHUA pasInTalll
usobpaxenuara (p < 0,0003).

CHLOTHOLIEHHKETO ,,KOHTPACT K'bM IIYM” TIOKa3Ba NO-BHCOKa CPeIHa CTOMHOCT ClIe/l NPHIOKCHHE Ha
Tanosuct (129) B cpaBHeHHe ¢ MernyMHHOB rajgorepar (98). Panukara He € CTATHCTHYECKH 3HaUHMA.

B npoyu4BaHe [1aHKPAHO KATO MHTPAWHAMBHAYANHO, KPBCTOCAHO CPABHEHHE, rafo0yTpos B HaManeHa
no3a ot 0,075 mmol/kg e cpaBHeH ¢ MErTyMHHOB raoTepaT B HErosaTa CTaHAapTHa ao3a ot 0,1
mmol/kg 3a koHTpacTHO ycuneaHe ¢ IMP na ITHC npu 141 nanuenu ¢ ycunsane Ha se3ud B LIHC
pupxXy SAMP ycuneH ¢ MermymuHoB ragorepar. [TbpBHYHHTE MPOMEHNHBH BKJIIOYBAT KOHTPACTHO
yCHI€eHa Jie3ns, MOopdONOrka Ha JIE3UATA ¥ OYepTaBaHe MpaHULaTa Ha Jle3uATa. CHUMKHTE ca
aHaNW3MpaHK OT TPHMa HE3aBMCHMH 3aclIENEHH pasuuTally. He no-maika e(peKTHBHOCT CIPAMO
MErTYMHHOB [a0Tepar 3a cTeneHTa Ha noaobpeHue Ha HeycHieH AMP e IeMOHCTpHpaHa 3a BCUHKH
TpH MhpBUYHH TpoMerwmHBH (noHe 80% ot edekra ¢ 3anaseH), 6aznpaHo Ha OCPEIHEHH NAHHH.
Cpeanuat 6poit ne3ult otkputH ¢ ragobyrpon (2,14) u ranorepar (2,00) € cxoaeH.

[leaMaTpuy4Ha HOMYNAIIHS
[lpoBeneHy ca ABE MPOy4BAHHUA ¢ €AHOKpaTHA f03a BbB (asa I/Ill npu 138 neauaTpHYHH NMALMEHTH,

riannpadu 3a CE-SIMP na HHC, uepen apo6 u 6u6peum unu CE-MRA, ¥ npu 44 nanmeHTH Ha
BE3pacT oT 0 A0 MOA 2 roAuHM (BKTIOYHTEAHO HOBOPOACHH), FUIAHHPAHY 33 NPOBEKAAHE Ha PYTHHHO
CE-SIMP Ha Bcsixa obnact or Tanoro. JlokazaHM ca AMArHOCTH4HA €(pUKACHOCT H YBEIHYEHHE HA
JIMArHOCTHYHATA CTENeH HA CHTYPHOCT 33 BCHUYKU MapaMeTpM, OLEHABAHKW B Mpoy4BaHuATra, 6e3
pa3nvKa Mexay MeAHATPHYHWTE MPYNIH B CPABHEHHE ¢ BB3PacTHHUTE. ['aioBucT ce noHacd 1o6pe BB
BBLIIPOCHUTE MPOYYBAHHE CbC CHIUMA Mpod Ha 6€30nacHOCT Ha rafgobyTpol, KakTo NMpH Bb3PacTHH
NaLHEeHTH,

Knuapana 6e30nacHoCT

TunbT ¥ HECTOTATA Ha HEXENaHWTE pEaklLMH Cnel MpiiokKeHue Ha ['anoBHCT npH pasyiMYHM
[I0KA3aHMA Ca OLECHEHHd B rOASMO MEXAYHAPOAHO MPOCIEKTHBHO HEHHTEPBEHLMOHATHO MPOYYBaHE
(GARDIAN). IMonynaumata 3a GeszomacHocT skmo4sa 23 708 mauHeHTH OT BCHYKM BB3PACTOBH
rpyny, BKIOYMTENHO meua (n = 1 142; 4,8 %) u Be3pactiu (n =4 330; 18,3 % Ha pB3pacT Mexay
65 u < 80 roanHu 1 n = 526; 2,2 % Ha Bu3pacT = 80 roannu). Cpeanara Bx3pacT € 31,9 roguny.
IlBecta 1 apama naudentH (0,9 %) cvobumasar 3a o6wo 251 Hexenanm cubuTua (HC), a 170 (0,7 %)
crobmasar 215 chOMTHA, KaTeropH3HpaHK Karto HexenaHu NekapcTBeHM peakumu (HJIP), nosewero
(97,7 %) OT KOMWTO Ca JIEKH 10 YMEPEHO TE€XKH [0 HHTEH3HBHOCT.

Hait-uecto mokymentupanute HJIP ca ragere (0,3 %), nospuiuase (0,1 %) n 3amasxoct (0,1 %).
CrenenTta Ha HJIP € 0,9 % npu xenn u 0,6 % npu mpxe. Hama paznuka B crenenta Ha HJIP cripamo
nosara ragobyrpon. Yetupy ot 170 nampentd ¢ HJIP (0,02 %) ca n3nurany CepHoO3HH HEKENaHH
cpOUTHA, ¢ eaHo chOMTHE (aHadWIaKTHYEH 1HOK), JOBENIO A0 (daTaneH HIXOo..

B neauarpuunara nonynaius HC ca ceobuienu npu 8 or 1 142 (0,7 %) neua. Ilpu mwecT aeua Te3H
HC ca knacudgnuupanu kato HIIP (0,5 %).

BrOpeuHo yBpexIaaHe

B npocnexTuBHO ¢apMakoenuaemuonoruyio npoyusawe (GRIP) 3a oueHka cTeneHra Ha
MOTEHIUHANHNA PUCK 3a paseurHe Ha NSF npu nmaumeHTH ¢ 6B6peuno yppexnaxe 908 nauueHTH C
pasnuvHa creneH Ha 6n6peyHo yBpexzaHe ca mojyyaBany ['anoBHCT B CTaHAAPTHATA onodpeHa no3a

3a CE-SIMP. BcHuKM naiideHTH, BKMIOMHTENHO 234 ¢ Texko 0BOpedHO yape ”eGFR
)‘v.'}' L f'*‘ <
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<30 mI/min/1,73 m?), KOMTO HE ca MONyuyaBan¥ APYTH KOHTPACTHUTE MaTEpPHH, ChbAbPKALIH
raloJIMHAM, ca NPOCNeIABaHA B MPOALNKEHHE Ha JABE MOAMHH 3a NpH3HAlUM M cHmirromMH Ha NSF.
HuTo enMH NaluMenT, BKIIoUYeH B MPOY4YBaHETO He € pa3Bun NSF.

5.2 <PapMaKoKHHETHYHM cBOHCTBA

PasnpeneneHye

Cnex UHTPaBEHO3HO NPUIOKEHHe, ragobyrtpon ce pasmpenend Obp30 B eKCTpalenyIapHOTO
npocTpaHcTBO. CBBP3BAHETO C IUIa3MEHUTE INPOTEHMHH € mnpenebpexumo Hucko. Ilpn xopa
hapMaKOKMHETHKaTa Ha rano0yTpon € nponopuHOHaiHa Ha nosara. B nosu po 0,4 mmol
rano6yTpoi/kg TEJIECHO Terno, IUIa3MEHOTO HMBO cnaja JABygasHo. Ilpu aosa 0,1 mmol
rafgo6yTpon/kg TenecHo Terno 2 MHHYTH Cliell HHXKEKTHPAaHeTO B MjasMaTa Cce€ W3MEpPBAa CPEIHO
0,59 mmol rapo6yTtpon/l, a 60 MuHyTH el HibkekTHpaHeto - 0,3 mmol rano6yTpon/l.

buorpanchopMm
He ce oTkpuBaT MeTabONMKTH B IU1a3MaTa WIN YPHHATA.

EJUMUHNPAHE
B pamkuTe Ha aBa yaca Han S0 % OT MpunoXxeHara A03a ¢ CAMMHMHHpA C YPHUHATA, a clieq 12 qaca —

noseue oT 90 % Cbe CpelicH TepMHHaneH noayxuBoT ot 1,8 yaca (1,3 — 2,1 yaca), cboTBeTCTBALLY HA
ckopocTTa Ha Gu6peuno enuMunKpaHe. IIpn ao3a 0,1 mmol ranoOyTpoi/kg TeNECHO TErNo CPEAHO
100,3 + 2,6 % oOT Oo3ara ce excKpeTupar B paMkuTe Ha 72 waca cien mpunaraHe. [lpu sapaBu
HHIMBUAN 6BOPEYHUAT KIHPBHC Ha ranobyrpon € 1,1 1o 1,7 ml min™ kg™ W Taka ce fBsiBa CPaBHUM C
6bOpeuHHA KIMPHHC Ha MHYJIHH, KOETO [lOKa3Ba, uYe ragodyrpos ce CAMMHMHHDA OCHOBHO
ocpeacTBoM riioMepynHa ¢uitpaums. [o-manko ot 0,1 % 0T f03aTa ce eNMMHHNDPA C (PEeKaTHHTE.

XapaKTepECTHKH NPH COCHHANHH NONYJANHH

IleQuampuuna nonyiayus
(DapMakOKHHETHKA Ha ranobyTpos B NEAHATPHUYHA NOMYALMA Ha B3PACT NOA 18 ronuHs ¥ npu

BBL3PACTHH, ca NOA0OHH (BK. TO4Ka 4.2).

[Mposemeny ca ABe NMPOYYBAHHMA C €JAHOKpaTHA A03a BbB ¢asa VIl npyu neanaTpu4HM MAUMEHTH Ha
gp3pacT oA 18 roguHu. dapMakoKHHETHKaTa € oOueHeHa npd 130 meaHaTpH4HH MAHEHTH Ha
BE3pacT OT 2 A0 noa 18 roguHW M mpu 43 MeaMaTpHdHH MAUMEHTH NO0J 2 rOAHINHA BB3pacT
(BKIIOYHTEIHO JOHOCEHU HOBOPOAEHH).

JToxaszaHo e, ge dapmakokuHerueHusa (PK) npodun va ranobyrpos npu aeua ot BCHUKHM Bb3pacTH €
nogo6eH Ha TO3H IPU BL3PACTHHTE B PE3yNTAT Ha nogo6GHH cToliHoCcTH 32 moul noa kpusarta (AUC),
HOPMANU3UPaH NIa3MEH KIMPBHC Ha TeecHoTo Terno (Clio) H 06eM Ha pasnpenenenue (Vss), kKakTo H
BPEMETO HA IOy KHBOT, H CTENEHTA HAa EKCKPELIHA.

[MpubausutenHo 99% (cpeaHa CTOXHOCT) OT 103aTa C€ OTKPUBA B YPHHATA B PaMKUTE Ha 6 daca (TasH
uHpOpMAalLIKA € NojiydeHa B OT 2 10 noa 18 rojuHH BE3pacToBa rpyra).

Cmapuecka eb3pacn (Ha eb3pacm 63 200unu u noseve)

[Mopan# GU3HONOrHYHK H3MEHEHHA Ha 6BOpeTHaTa QYHKIMA ¢ Bb3pacTTa, NPU 3paBH A0OPOBOILY B
crapyecka Bb3pacT (Ha BB3pacT 65 rodMHM H NOBEUE) CHCTEMHATA EKCMO3MLMA € YBEJIHYCHA 10
npuGIH3kTENHO 33% (MBXKE) M 54% (KeHH), 8 TEPMHHATHUAT NMONYXKHBOT — C NpHONU3HTENHO 33%
(Mbxe) 1 58% (xenu). [InasMeHMAT KIMPBHC € HamaneH ¢ npubmusutenHo 25% (Mbxe) H 35%
(keHH), CHOTBETHO. EJMMMHHPAHETO Ha MPUIOKEHaTa 1032 B YPUHATA € MBJIHO caen 24 waca npH
BCHYKH 31pasH Ao0posonim, 63 padiiika B CTAPUECKa Bh3pacT JiM Ca WK HE.

Bubpeuno ygpexcoane
[lpu nauueHTH ¢ yBpeaeHa OBvOpeuna ¢yHKIlME CEpYMHHUS NMOAYXHBOT Ha muoﬁymwh
Mopajd HamaaeHaTa rioMepyiHa ¢urrpauka. CpeAHHAT TEPMHHANEH MONYXH
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5,8 uaca npu mnauveHTH ¢ ymepeHo yspexpaHe (80>CLcr>30 ml/min) M ome no-yAnIXKeH 10
17,6 yaca Mp¥ MaUMEHTH C TEXKO YBpexaaHe, kouro He ca Ha Ananusa (CLcr<30 mlV/min). Cpeauuat
cepyMed KIMpBHC € HamaneH 10 0,49 mi/min/kg npu namueHT ¢ JIEKO N0 YMEPEHO YBPEXKAaHe
(80>CLcr>30 ml/min) u go 0,16 m/min/kg mpH MaLMEHTH C TEXKO YBpeXJaHe, KOCTO He Ca Ha
nuanm3a (CLcr<30 ml/min). [TeiHO enMMUHMpaHe B ypPHHaTa ce Ha0nmoAasa pH MALHEHTH C JIEKO A0
yMepero 6b0peuHo yBpexnaHe B pamxiTe Ha 72 yaca. [pH naupeHTy ¢ Texkko 666peuno yBpexaaHe
okono 80% OT NPWIOKEHATA 1032 Ce eIMMHHAPA B YPUHATaE B PAMKHTE HA 5 JHM (BX. CbLIO TOYKH 4.2
n4.4).

Mpu nauudeHTH Ha Axanusa ragobyTpon € MOYTH HAMbIHO ENMMHHHPAH OT CEpyMa CleA TpeTara
Auanuza.

5.3 IlpeaxJHHHYHA TaHHH 33 GezonacHocT

HeknuHMuyHHTE OAHHM HE MOKa3BaT oOcoDeH pHCK 3a xopara Ha 06a3a HAa KOHBEHUHOHATHUTE
hapMakoNOTH4YHM M3MMTBAHHA 32 0€30MaCHOCT, TOKCHYHOCT NP MHOTOKPAaTHO TNPWIOKEHHE H
reHOTOKCHYHOCT.

MHOTOKPATHOTO HMHTPaBEHO3HO NpWIAraHe IpPH PENPOAYKTHBHHTE TOKCHKOIOTHYHK NPOY1BaHMA
pogu Ao 3abaBiHe Ha €MOPMOHATHOTO pPa3BMTHE MPH IUIHLXOBE H 3adlM K YBEJIHYaBAHE HA
eMOpHOHANHKA NIETATUTET NPH MUIbXOBE, 3ailld ¥ MaiMyHU fIpM HHBA Ha JO3HPAHE OT 8 10 16 mpTH
(Ma 6a3a Ha TejleCHATA MOBBPXHOCT) MAH OT 25 Ao 50 meTH (Ha §a3a Ha TENECHOTO TEric) HaJ TE3H,
W3MO/I3BaHH 34 AMATHOCTHKA IpH Xopa. He € W3BECTHO JaiH MpH €AHOKPATHA 1033 MOXeEe Ja MMa
noagoSHu epexTH.

IMpoyyBaHHATA 32 TOKCHYHOCT ¢ €AWHHYHA 1034 ¥ NPH MHOTOKPaTHO MpH/IaraHe NpH HOBOPOACHH H
MJIAZM UTBXOBE He MOKA3BAT HAXOIKH, Npeanonarauid cnenuduueH puck 3a ynorpeda npw aeua ot
BCHYKH BB3PaCTH, BKIOYHTENHO JOHOCEHH HOBOPOAEHH M KbpMaieTa,

PagnoakTrBHO Oena3zaH rago0yTposa, NMpWIokeH HHTPABEHO3HO HAa KbPMEIUM IUTBXOBE, Ce Npeaasa
ype3 MAAKOTO He no-mainko ot (,1% ot npunoxeHara 1o03a.

VCTaHOBEHO €, 4€ OPH ILTbXoBe abcopOumATa cnel NepopalHo MPUIOXKEHHE € MHOTO Manka, OK0JIOo
5% Ha 6a3a Ha 4acTTa OT J03aTa, KOATO CE EKCKPETUPa B YPHHATA.

B npenkiMHHYHKM ()apMaKoJOTHYHM H3NUTBAHMA 32 0€30MacHOCT MO OTHOMICHHE HA CbpPACHHO-
ChAOBATA CHCTEMA, B 3ABHCMMOCT OT MPWIOKEHATa 1032 Ca HaOMIoONaBaHH MpPEXOJHH NOBHLIEHHA Ha
KPBLBHOTO HAIAraHe ¥ HA MUOKApAHHS KOHTPAKTWIHTET. Te3n edexTH He ca HabJOaBaHH NPH XOpa.

[MpoyuBaHHATA HA OKO/MHATA Cpeaa MOKa3BaT, 4¢ YCTOHYMBOCTTa W MOOMIHOCTTa H4 KOHTPACTHHTE
MaTepHH CHLABPXKAINY raIONHHMIA, NPOABABAT MMOTEHLMAN 33 PA3NPOCTPAHEHHE BHB BOJHHA CTBNO M
€BEHTYANHO B MNOAMOYBEHHTE BOH.

0. GAPMAIIEBTHYHH JAHHH
6.1 CnHcbK HE NOMOIIAUTE BEMECTBA
Hatpues xankoOyTpon

TpoMeTaMmon

IN xJI0poBOAOPOAHAE KMCEAKHA (3a kopeKuya Ha pH)
Boaa 3a HHXEKIIMH
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6.2 HeCcbBMECTHMOCTH

[Tpu nuTica Ha NPOYYBAHKA 33 HECHBMECTHMOCTH, TO3H IEKAPCTBEH NPOAYKT He TPAOBA 1a CE CMECBa ¢
APYTrH JIEKAPCTBEHH ITPOAYKTH.

6.3 Cpox na roanoct

3 roausM (NpeABapuTe/HO HAITblIHEHA CIPHHLOBKA)
3 roguHM (NaTPOH)

Cpok Ha roJHOCT ¢Jie[l TbLPBOTO OTBAPAHE HA ONAKOBKATA!

BCHUKMAT HHXEKLMOHEH Pa3TBOP, KOWTO HE € W3NOA3BaH MPH BLIPOCHOTO M3C/IE/BaHe, TPAOBa na ce
w3xBbpny. JlokasaHa ¢ Xumuuecka, busuuecka ¥ MHKpOOHONOrMYHA CTaOWIHOCT CIICA OTBApSHE 33
24 yaca npu 20-25°C. OT MHKpOGUOAOTMYHA TNIEZHA TOYKAE, NPOAYKTHT TPAOBA Aa ce H3NOA3Ba
He3a6aBHO. AKO HE CE H3MOJ3Ba BEAHAra, BpeMeTO M YCIOBUATA HA ChXpaHCHHE Mpeau ynotpeba ca
OTTIOBOPHOCT Ha OTpeOHTENA.

6.4 ChnenHaJIHH YC/IOBHS HA ChbXpRHEHHE

He ce M3HCKBAT CNELMAIHY YCIIOBHA HA ChbXPaHEHHE,
3a yCJIOBUATA HAa ChXPAHEHHE CJIE/ MbPBOHAYATHO OTBAPAHE, BHXKTE TO9Ka 6.3.

6.5 BHA H chABpPKAHHE HA ONMAKOBKATA

CThKI€HY CIPUHIIOBKH:
Enna npeABapUTeNHO HambIHEHa cnipuxuoBka oT 10 ml (cthkno tunl) ¢ Oyrano (xnopbyTHNIOB

enacToMep) K Kamauka 3a BpPBX4eTo (XJOpOYyTHIOB €NacToMep) ChABpKa S mi, 7,5ml, 10 mi
HIDKEKIJMOHEH Pa3TBop.

FEaHa npeIBapUTENIHO HallbHeHa cnpuHUoBKa oT 17 ml (crbkno Tuml) ¢ Oyrano (xnopbyTiios
eacTOMep) M Kanayka 3a BpBX4YeTo (X10pOyTWIOB enacToMep) cbabpka 15 ml nrxeknmoneH

pPasTBOpP.

EfHa NPEABapMTENHO HaIbiHeHa cnpuHLOBKa oT 20 ml (crekino Tun I} ¢ Gyrano (xopOyTiios
eNacToMep) M Kanayka 3a BPBXYETO (XJIOpOyTHNOB enacToMep) ChAbpka 20 ml HHKEKUHOHEH
Pa3TBOP.

[LnacTMacOBH CIPHHIIOBKH:

EfHa NpeABapuTeNHO HaIbiHeHa cnpuHuoBka oT 10ml (umiiooneguuoB monumep) ¢ Oyrano
(CHNHKOHM3HpaH GpoMoByTHI) M NoMGa 32 BPBXUETO (TEPMOILIACTHYEH €/IaCTOMED) ChIbPXA 3 ml,
7.5 ml, 10 ml nDKekLMOHEH pa3TBOP.

EAHa TpeABapHTEIHO HAMLIHEHA COpHHUOBKa oT 20 ml (umknoonepunos mnomumep) ¢ byrano
(cunuKoHu3HpaH 6poMoOYTHI) 1 TUIOMDA 32 BPBXUETO (TEPMOIIACTHYEH eracToMep) ¢oabpxka 15 ml,
20 ml HiDKeKUHOHEH Pa3TBOP.

[laTpoH#:

Eaus naTpoH ot 65 ml (uuknoonedutos nonumep) ¢ 6yrano (MONHH3ONPEH, TUN i, CHIIMKOHH3UPaH
ChC CHWIMKOHOBO OHO), Kala4ka 3a BpbxdeTo (xu1op0yTHiI0Ba ryMa), TBbp/Aa BhTPEMIHOCT
(nonukapGoHaT), IpeANasHa kanauka (MOTHIPOITHIIEH) H BbPTALLA ce raiika (no/MkapOoHaT) Chabpka
15, 20 wiu 30 ml MHXKEKLMOHEH Pa3TBOD.

OnaxoBKH OT:
1 ¥ 5 npenBapHTENHO HAITBTHEHH CIIPHHLIOBKH B s
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| 4 5 narpoHa

bonnuvuHa onakoBka:
5 MpeABAaPUTENHO HATBJIHEHH CIIPUHLIOBKH €1e 5, 7,5, 10, 15, 20 m] nrkeKkLMOHEH pa3TBOp
5 nMpeABapUTENIHO HAMbJIHEHH naTpoHa ¢ 15, 20, 30 m] uHkeKLHOHEH pa3TBOP

He BcUukH BHAOBE ONMAKOBKM MOTAT ja 6bAaT mycHaTH B npoaaxda.

6.6 ChnendajHy NpeaNa3AH MepPKK NPH H3IXBLPJARHE H paboTa

Hen3non3BaHKAT MPH €OHO H3CNEABaHE pa3TBROp TpAOBa Aa ce M3XBBHPIH B ChOTBETCTBHE C MECTHHUTE
W3HCKBAHMSL.

Heu3mom3BaHUAT NPONYKT HWIM OTNATbYHMTE MaTepMalH OT Hero TpAOBa na Ce H3XBBLPIAT B
CHOTBETCTBHE C MECTHHTE M3HCKBAHMA.

CreLiMaIHUAT ETHKET 32 NPOCheASBaHe BbPXY NPEIBAPHTEIIHO HABIHEHHTE CIIPHHLIOBKH/NIATPOHH
TpaGBa na ce 3anenyd B kaproHa/Hi3 Ha malMeHTa, 3a 1a € Bb3MOXKHO MPEHU3HO JOKYMEHTHPAHE Ha
M3MON3BaHaTa KOHTPACTHA MaTepus, Chbpikaiiia raionuuuii. Manonspanara 103a chbito TpaOBa fa
ObJe 3anMcala. AKO C€ H3MON3BaT ENEKTPOHHH JOCHETa HA NMALMEHTHTE, B pETHCTHpa TpA0Ba Jia ce
RbBEAT HMETO HA MPOAYKTA, MAPTUAHUAL HOMEP U J03aTa.

7. NPUTEXATEJ HA PAJPELIEHHUETO 3A YIIOTPEBA
Bayer AG

Kaiser-Wilhelm-Allee 1
51373 Leverkusen, [ 'epMaHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

20021053

9, JIATA HA IThPBO PA3ZPEINABAHE/NOJHOBABAHE HA PAZPELHIEHHETO 3A
YIIOTPEBA

Hata na mepBo paspewiaBane: 28 nexkemspu 2002 .
JaTa "a nocneaHo nogHoBaBane: 03 HoemBpy 2021 r.

10. JATA HA AKTYAJIH3IHPAHE HA TEKCTA

07/2025

15




