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1. BME HA JIEKAPCTBEHHUA INMPOAYKT Paspeweriue Ne

I"agosuct 1,0 mmol/ml rikexuponex pasTBOp B mMMM&rgﬁgog Gﬂ:l{;léﬂl!ﬂ/ : U Ug zm‘ .

Gadovist 1.0 mmol/ml solution for injection in pre-filled p:

2. KAYECTBEH H KONTHYECTBEH CBCTAB

| ml oT HIDKEXLIMOHHHKA pa3TBop Chabpxa 604,72 mg ranobyrpon (gadobutrol) (exBupaneHTHO Ha
1,0 mmol rapo6yTpon, ceaspxkai 157,25 mg ranonuHui).

| npezaBapHTENHO HAITRTHEHA cnpxHIoBKa ¢ 5,0 ml cuaepka 3023,6 mg ranobyrpon,

1 mpenBapHTENHO HAMMBJIHEHA CIIPHHLIOBKA CBC 7,5 ml cxabpxka 4535,4 mg ragobyTpon.
1 npeaBapHTEIHO HaITBIHEHA cnprHUOBKa ¢ 10 ml chabpxa 6047,2 mg ragobyrpon,

| npenBapMTENHO HAITBIHEHA CIpHHLOBKA ¢ 15 ml cuabpxa 9070,8 mg ranobyrpou,

| npenBapHTeNIHO HalTb/IHEHA cnprHIOBKa ¢ 20 ml cuabpxka 12094,4 mg ragobyrpoa.

1 natpoH ¢ 15 ml caxbpxa 9070,8 mg ranobyTpon,
1 narpoun ¢ 20 ml csaepxa 12094,4 mg raaobyTpon,
| narpos ¢ 30 ml ceappxka 18141,6 mg ranobyrpoun.

[ToMomHo BemecTro ¢ m3BecTHO gelicreue: | ml cuanppxka 0,00056 mmol (exBuBaneHTHO Ha
0,013 mg) HaTpui (BXx. TOUKa 4.4)

32 MBLIIHKHA CIIUCHK HA NOMOLIHMWTE BEILECTBA, BHKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA
HiokeKLHMOHEH Pa3sTBOP B NIPEABAPHTEIHO HAMBAHECHA CIIPHHLIOBKA/IATPOH
Bucrpa, 6e3uBeTHa 10 O1eA0XKBATA TEHHOCT.

PU3NKO-XMMHWYHH CBOHCTBA:
OcmonamareT npu 37°C: 1603 mOsm/kg HO
Buckozurer npu 37°C: 4,96 mPa's

4. KJIHHHYHH JAHHH

4.1 TepanepTHYHH NOKAIAHHA

To3n nexapCTBEH NPOAYKT € NpeAHAa3HAYEH CaMO 33 AHArHOCTHYHH LENH. [ amoBHCT € 11oKasaH 34
yrioTpe6a Npy BB3pacTHY H AELA OT BCHYKH Bb3PAcTH (BIUIIOYMTENHO AOHOCEHH HOBOPOAEHH) 3a:

e KouTpacTHO yCHJIBaHE NpH KPAHUAIHO H CITIUMHANHO H3C/IeABaHe C AAPEHO-MAarHMTEH PE30HAHC
(SIMP).

e KowurpacTHo ycrunsaHe npu SMP Ha yepHus apob Wns Op0peLHTe TPH MALMECHTH, NIPH KOHTO HMAa
CBMHEHHe 33 WK Oejie3n Ha OTHMIIHH JIE3AH, 33 pasrpaHH4YaBaHe MeXIy A00poKadecTBEHH H
3JIOKQYECTBEHH JIC3HM,

e KoHTpacTHO yCHIBaHE MPH MArHUTHO pe3oHaHCcHa aHruorpagus (CE-MRA).

CanoBHCT MOXKeE CBIIO Taka 13 Obae mnon3sal 3a AMP Ha naronord# Ha LAIOTO




Toit ynecusaBa BU3yanu3HpaHeTo Ha a0HOPMHHU CTPYKTYDH HIIH IE€3UH M NTOMara npH
INQepeHLUpaHeTo MEXAY 3ApaBa U NaTOJOTHYHO H3IMEHEHA ThKaH.

IaposucT Tpsa6Ba Aa ¢ Mpuiara caMo, KOraro IMardoCTHYHATA HHGOPMAIIHA € OT CHIIECTBEHO
JHAYeHHE H He MOXe a Oblie NoayueHa ¢ MAarHHTHO-pe30HaHCHa 00pa3Ha auarHocTuka (AMP) Ges

KOHTPACTHO YCHWIBAHC,

4.2 Jo3ApOBKA B HAYHH HA NPHJIOKERHE

TagopucT TpulBa A2 ce NPHAATA CAMO OT MEAHIHHCKH CNCNHAAHCTH ¢ ONHT B KIHEHYHATA
npaxTaxa ¢ AMP.

Haupd Ha NTPpHIOXKEeHHEe

To3u neKapCTBEH MPOAYKT € CAMO 38 HHTPABEHO3HO MPHIOKEHHE.

Heobxoaumara A03a ce MpUiTara HHTPaBeHO3HO KaTo 60JTyCHA HHXEKLHA. KOHTPacTHO YCHICHOTO
u3cnenpane ¢ AMP Moxe na 3anovHe BeaHAra CAek TOBa (MANKO ciief] HIDKeKTHPAaHeTO B 3aBHCHMOCT
OT H3MON3BaHATa HMITYJICHA ITOCIEAOBATEITHOCT M MPOTOKO/1a Ha H3C/IEABAHETO).

OrrruManed koHTpacT ce Habmoaasa 3a CE-MRA no BpeMe Ha aprepuanHata dasa, a 3a [JHC - B
paMKuTe Ha OKOJO 15 MMHYTH cnen WrbkekTHpaHe Ha ['afoBHCT (BpeMETO 3aBHCH OT THIa Ha
Ne3UATa/ ThKaHTa).

CKaHHPAHETO NPH KHTEH3WTET Ha noneto T1 € 0cobeHo NOAXOAAMIO 32 KOHTPACTHO YCHIBAHE.

1o BE3MOKHOCT BRTPECHAOBOTO NPHIOKECHHE Ha KOHTPACTHOTO BEIIECTBO TpAOBa Ja ce H3BBLPIIBA B
NerHano mnojoXeHWe Ha nalyeHTa. Cnex caMoTO npuiarade nauumeHture Tpabsa na Owbdar
HaOMo/IaBaHH B MPOAB/DKEHME HA NOHE MOMIOBHH Yac, ThH KATO ONMTHT MOKa3Ba, Y€ Mo-rojiiMa 4acT
OT HeXKeNaHHWTE peakLMH ce NPOABABAT B TO3H MHTEPBAJ OT BpeMe (BX. TOUKa 4.4).

Ykazanua 3a ynorpeda:

To3H IeKapCTBEH POAYKT € NMpeAHa3HAYeH caMo 3a ¢AHOKpaTHa ynorpeba.

JlexapcTBeHMAT MPOLYKT TpAORa Aa ce MPOBEPH BH3YATHO Npean ynorpeoda.

'anosucT He TpAOBa A2 ¢¢ U3NOM3BA, AKO MMa IHAYHMA IIPOMAHA B LIBETA, B PA3TBOPA IUTyBaT YacTHLH
HJIH OTIIAKOBKATA € [IOBPEICHA.

[IpeapapHTENIHO HAMBIHECHH CIIPHUHIIOBKH
[TpeaBapuTeNIHO HAITBIIHCHATA CIPHHIOBKA TpiAbBa Na OBAE B3€Ta OT ONAKOBKATa H MPHIOTBEHA 34

HIDKEKTHPAHE HEMOCPEACTBEHO Mpear ynoTpebaTa i.
Kanaukara Tpa0Ba aa8 OBAe oOTcTpaHeHa OT MNPSABAPHTENHO HAMBIHEHATA CIPHHUOBKA

HETIOCPESACTBEHO Mpeau ynotpeoda.

[laTpoHU

[MpunoxeHneTo Ha KOHTPACTHOTO BelIecTBO TPAOBA 1a C€ U3RBPLIBA OT KBAMTHHIIHPAH NEPCOHAN ChC
ChOTBETHHTE ITPOLICAYPHU H 00OPYABAHE,

[IpH BCHYKH HHXKEKLMH, BK/TIOMBAIIM KOHTPACTHO BEILECTBO, TpAbBa Aa Ce H30oN3Ba CTEPHITHA
TEXHMKA.

KOHTpacTHOTO BEILECTBO TPpE6BA Aa Ce MPUNAra C NOMOIETA Ha WibkekTop THN MEDRAD Spectris®.
Tpabsa aa ce caeaBaT MHCTPYKUHMHTE 32 yrioTpeba Ha MPOK3BOAUTENS Ha H3JIEIHETO.




03 BKa

TpaOBa ma ce¢ H3MON3Ba Hal-HHCKATA /1033, KOATO OCHTYPABA NOCTATBYHO KOHTPACTHO YCHIBAHE 34
AMArROCTHYHH LienH. JlozaTa TpabBa Aa ce H3uMcAgBa Ha Ha3aTa Ha TEJECHOTO TETNIO HA MAIHCHTA K
He TpsOpa Ja HaABMILABA NPENOPHYHTENHATA 1032 HA KWIOTpaM TEJIECHO TEINO, 38 KOATO HMa
nojipo0OHa HHPOpPMAalIUA B Ta3H TOYKA.

Bw3pacmnu

LHC nokasaHus

IlpenopruHTeTHATA 0033 34 Bh3pacTuH ¢ 0,1 mmol ra kunorpam TenecHo terno {mmol/kg TenecHo
Terno). Tosa crorBeTcTBa Ha 0,1 ml/kg Tenecno rerno or 1,0 M pasTsop.

AKo BBIIpeKH aurcara Ha acHa JIMP Haxonxa ocraHe CEpHO3HO KIIMHMTHO CBMHEHHUE 32 HAJIHYKE Ha
JAe3us WIH B CIIy9aWTe, KOraro mno-npeipsHa HHpopMauus OH NOBNHANKA BbLpXY JI€YEHHETO Ha
MalyeHTa, ¢ Bb3MOXKHO AOMBJIHMTENIHO MiDKeKTHpaHe¢ Ha MakcumyMm 0,2 ml/kg TenecHo Termo ao
30 MHHYTH ClIe[ ThpBaTa HHKEKIMA.

Karo MuHuManHa f03a 3a w3cneasane Ha L{HC, moxe pa 6nae mpunokeHa poza or 0,075 mmol
rago6yTpos Ha KujorpaM TenecHo Terno (exsupaneHTHa Ha 0,075 ml I'afoBUCT HA KMIIOIPaM TEJIECHO
Terno) (Brkre Touka 5.1).

AMP na nganoto TR0 (¢ H3kmwueHne Ha MRA)
Of6uxuoseHo npriokennero Ha 0,1 ml 'anoBucT Ha kg TesIeCHO Terno € NOCTAThYHO 38 OTTOBOP Ha
KNMHHMYIHHUA BBITPOC.

CE-MRA:

3a 1 spurenso none (3I1): 7,5 ml npu Tenecro terno mox 75 kg; 10 ml npu TenecHo Terno 75 kg
no-roysiMo (croTBercTBa Ha 0,1-0,15 mmol/kg TenrecHo Terno).

3a noseue or 1 spurenno nosae (3I1): 15 ml npu Tenecno terno noa 75 kg; 20 ml mpu TenecHo Terio
75 kg u mo-ronamMo (¢borBercTha Ha 0,2-0,3 mmol/kg TenecHo terino).

Cneyuannu nonynayuu

bnlpeuno yBpexksane

CagoBHCT TpabBa Aa Ce H3MOJ3Ba NPH MALMEHTH ¢ TeXKKO OBOpedHo yBpexkaaHe (IoMepyHa
duwrrpauug (GFR) < 30 m/min/1,73 m?) ¥ nps nanMeHTH B EpHONEPaTHBHHA NEPHO HA
qepHOApoOHa TPaHCIUTAHTALIMA Clie] BHHMATENTHA NMPELIEHKA Ha PHCKOBETE H NOI3NTE H aKO
AMAarHOCTHYHATA HHQOPMAIIHA € BAXKHA H HE MOXE Jia Ce NOMYyYM ¢ HeyCHneH ¢ koHTpacT AMP (Bx.
Touka 4.4). Ao ce Hanara 'agoBrcT ga ObAe H3MOM3BaH, A03aTA He TpAOBa Aa HAABHIIABA

0,1 mmol/kg Tenecto terno. He TpaOBa aa ce ¥3n0/13Ba [oBeYe OT €/1HA 1034 NIPH CKaHupaHe. [lopaau
nuncara Ha HHGopMallid 3a MHOTOKPAaTHO NmpriioxeHue, [[aJoBHCT HIDKEKLMOHEH pa3TBOp He TpadBa
Ia ce NMpuiara MHOTOKPAaTHO, OCBEH K0 HHTEPRANLT MCKIY MHKCKI[HHTE € He N0-MaNKo OT 7 JIHH.

MeanaTprvHa NOMYA8I{HS

3a gena OT BCHIKH Bh3PACTH (BIINIOTHTETHO JOHOCEHU HOBOPOACHH) MPENOPRUHTENIHATA 1034 €

0,1 mmol rano6yTpon Ha kg TenecHo Terno (exsuBaieHTHO Ha 0,1 ml ManoeucT Ha kg TenecHo Terno)
33 BCHUKHM noxa3aHus (Bx. Touxa 4.1).

Hosoponenn a0 4 ceaMuIHa BHIPACT H eNa A0 | rOAHNIAA BL3PAcT

ITopanu HepaspuTata 6BOpetHa QYHKIIMS MPY HOBOPOJECHH N0 4 CCIMHYHA BB3PAcT ¥ A€la 10

1 roauinxa Be3pact, lagosuct TpabBa fa ¢e M3I0/A3BA MPH TE3H MAIMEHTH CaMO CleJ BHHMarelHa
npeueHKa n03a aa He Hagsmmaea 0,1 mmol/kg TenecHo Terno. He Tpabpa na ce uanonssa noseve ot




NPWIOKEHHE, ["aIOBUCT HHXXEKLIMH He TpAOBa Aa ce NMOBTapAT, OCBEH aKO HHTEPBANBLT MEXTY
UHDKEeKIIMUTE ¢ HAaR-MaNnkKo 7 JHH. '

Crapuecka BB3pacT (65 ronnnn K noseve)
He ce Hanara kopeK1ia Ha ao3ata. HeoOxoauMo ¢ noBHIIeHO BHHMaHHE NIPH NMALMEHTH B CTapuecKa
BBH3pacT (BK. TOYKA 4.4).

4.3 IIporuBonoOKa3’anHg

CBpbLXMYBCTBHTENIHOCT KbM AKTHBHOTO BELIECTBO HITH KbM HAKOE OT IIOMOIIHHATE BEIECTBA,
w3bpoeHM B TouKa 6.1.

4.4 CuoensHajne npeaynpexicHas H NpeAla3HA MepKHA IpPH ynoTpeba

Camo6yTposn He TpaOBa ga ce npuiara MHTpaTekanHo. [1IpH HHTpATEKaNHO NPHIOKEHHE HMa
CHOOLEHHA 34 CEPHO3HH, XHBOTO3ACTPANIABAIM H AETaNHH CTyYau, [MTaBHO CBbP3aHH C
HEBPOJSIOTHYHHK peakiiy (Hamp. Koma, eHLedaoNaTHs, rspuoBe).

[pu yxekTHpaHe Ha ['aA0BMCT BhbB BEHH C TeC€H JYMCH HMa BEPOATHOCT OT MOABA HA HEXENAHH
peaKiiHH KaTo 3a4cpBABAHE U OTOK.

CranaapTHUTe M3MCKBAHUA 3a 6€30NAaCHOCT MPH W3CJIEIBAHE ¢ MATHUTEH PE30HAHC H 0COOEHO OHE3H,
33 WIKJIIOYBAHE Ha (hbepOMArHHTHH MAaTEPHAIH, BAKAT H KOTaTO Ce M3NaI3Ba 'anoBucr.

Pe H3 CBPBX HTCJIHOCT WIH 8]" HH DeaKUHH

KakTro ApyruTe MHTPaBEHO3HM KOHTPACTHH CpPEJCTBa, MPWIOXEHUETO Ha I'amoBucT Moke Oa Omuae
CBBP32HO ¢ aHA(GWIAKTOHIHH PCAKIHM/PEaklMH Ha CBPBXIYBCTBHTEIHOCT WIH APYTH HAHOCHHKPA3HH
peaklLiH (Kanp. ocmsp pecnupamoper oucmpec cunopom / benodpoben omox cve u be3z xonmexcma
Ha peaKkyuy Ha CPLXYYSCmEUMenHocm), XapakTepH3UpAaIlH Ce ChC CHPACYHO-CBIOBH, PECITHPATOPHH
HJIM KOXHH NPOABH, X BAPHPALLIH J0 TEXKH PEaKLHH, BKIIOUHTENHO oK. I1o npuHuMI, MaiMeHTHTE
ChC CBbPACYHO-CBAOBM 3alonsBaHus ca [O-TYYBCTBHTETHH KBM TEXKKH peEakildH Ha
CBPBXYYBCTBHTENHOCT ChC CEPHO3CH HITH AOPH (paTaneH H3XO.

PHCKET OT peakiiH Ha CBPbXUYYBCTBMTEIHOCT MOXKeE Ja Obje No-BHCOK B CIyuai Ha:
- MpeHIOHa PEaKLHA KbM KOHTPACcTHH CPEACTBa

- aHaMHe3a 3a OpoHXWanHa acTMa

- aHaMHe3ga 3a ACPrud4HKl HapyYHEeHHA

[Ipu naumMeHTH ¢ aleprudHa NPEAMCRO3HIMA PCIICHUETO 3a NpHioXkeHne Ha ['anopucT TpA0OBa Aa
ce B3eMe cnell 0CODCHO BHUMATEIHA IPELICHKA Ha CBOTHOLIEHHETO PHCK-NOJ3a,

[TopedeTo OT Te3d peakiiMM BL3HHUKBAT AO IOJIOBHH Hac OT NpHnoxeHHeTo. Ilopaau Tosa ce
IpenopsBa Ha0MOACHHE Ha NAUKEHTa Ce/ IpoLeaypara.

HeobxonuMo € HanmuuMe Ha JEKApPCTBEHHM MPONYKTH 33 JICUCHHE HA PEaklMK Ha
CBPBXYYBCTBHTEITHOCT WIH Opy2u WOROCUMKPA3HU PEAKIINH, KAKTO H TOTOBHOCT 3@ MpeAIpHeMaHe
Ha CMEIIHA MepKH (BX. TOUKa 4.2).

Paako ca HabimomaBaHH 3a0aBeHH peakLdH (ClIe] 4acoBe A0 HAKOIKO AHM) {BXK. TO4YKa 4.8).

YepeaeHna 6s0peuHata QpyHKUMA
lpean npaacKeHHeTo Ha I'agoBHCT BCHYKH naunenTH Tpabsa na 6baar ckpuEHpaHm 32
6b6peans ARCPYRKIEE HOCPLACTBOM MEAHIHHCKA AHAMHEEIS H/HAH 1a60paTOpHHE TecTORE.

Crobiiapa ce 3a cinyyan Ha HedporenHHa cucremHa ¢ubposa (NSF), cBpp3ana ¢ H3MON3BaHETO Ha
HSKOH KOHTPACTHH MATepHH, ChABPKAIUH rafOIHHNNA, NIpH MalHEeHTH C OCTPO




6uOpeuno yBpexnaHe (rmomepynHa ¢uatpauns (GFR) <30 mVmin/1,73 m?). Ilaumenrwure,
NOAIOMEHM HAa 4YepHOAPOOHA TPAHCIUIAHTALIMA, Ca HATOKEHH HA OCODEHO BMCOK PHCK, ThH Karo
YyeCcTOTaTa Ha ocTpa OB0peTHa HeAOCTATEYIHOCT € BUCOKA B Ta3K Ipyna.

[opaan Bu3MoxHaTa noisa Ha NSF npn ynorpeba Ha ["axoBucr, Tolt Tpabea Aa ce H3MOA3BA CaMo
NpY MalMEHTH C TEXKO OBOpeuHO yBpexaaHe U NMPH MALMEHTH B NEPHONEPATHBHHA TMEPHOA Ha
yepHoApoOHa TpaHCIUIAHTaUMA Ccnefl BHHMATC/IHA NPEleHKa HA PHCKOBETE M MOJN3HTE H aKo
AHATHOCTHYHATAa WHOOpMAII € BAOKHA M HE MOXE Ja Ce NOMy4YHM ¢ HEYCWIEH ¢ KOHTpacT
fpeHo-MarHuTeH pesoHaHc (SIMP).

[NomnaraHeTo Ha XeMOAHAIH3a CKOPO ciiel mpuioxeHue Ha ['azoBUCT MOXxe Aa ObIae none3Ho 3a
enMMHHHpaHeTo Ha I'agoBHcr or TaaoTO. HAMma AaHHM, KOMTO Aa NOAKPENAT 3alO4YBaHETO Ha
XeMOAHATH3a KaT0 Ha4UMH 3a npeArnaspaHe oT passBuTHe Ha NSF unu nedeHue Ha NSF npu nanueHTH,
KOHTO He ca8 OMIIM MOJI0KEHH BEYe Ha XeMOIHATH3A.

HoBopoaeHH ¥ KbpMayeTa

[Topagu HepaizBuraTa ObOpeuHa GyHKUMS NMPH HOBOPOJAEHH A0 4 CeAMHMYHA BB3PacT W Jeua 1o
| roguiHa BB3pacT, I'agoBucT TpAOBa Aa cc M3NOUI3BA MPH Te3H NMaUHEHTH CaMO Ci¢ll BHUMATeHa
npeueHka.

Crapyecka BH3pacT
Toii kaTo 6BOpeYHUAT KIMPBHC Ha rage0yTpon MoXe Aa Oblie YBPEACH MPH NALMEHTH B CTapyecKa

BB3PACT, OT 0C06SHO BaXKHO 3HAYEHHE € MALMCHTUTE HAa BH3PacT 65 rouHy U roseve ja OnaaT
CKpMHHpaHH 32 On0peuHa qMchyHKUHS.

[Tosira HAa BPYOBE
Heo6xonumo e ocobeHO BHHMaHKe NMPH NALHEHTH ¢ HUCBK ITpar Ha MosfBa Ha rep4yoBe, NoaodHO Ha

BCHYKH IPYFH KOHTPACTHH BEIIECTBa, ChABPKALIH FafOJIHHAN.

[ToMoILUHH BEIIECTBA
To3u NekapcTBEH HPOTYKT ChABPKA NO-Manke or 1| mmol Harpuit (23 mg) Ha Ao3a (BL3 OCHOBA Ha

CPEAHOTO KOJNMMECTBO, NpWiIaraHo Ha 70-KWIOrpamMoB 9YOBEK), T.€. N0 CHIIECTBO TOH “He ChALPXA
HaTpuHi”,

4.5 BsaumoaeilicrBHe ¢ ApYrH JEKADCTBEHH NPOAYKTH H APYrH QOpMH HA B3aHMOACHCTBHE

He ca mpoBexaaH! MPOYYBAHUA 33 B3aHMOJICHCTBHATA.

4.6 QepTRIBRTET, OPEMEEHOCT H KbpMeNHe

bpemMeHHOCT
Ilauuure 3a ynoTpebaTa Ha KOHTPAacTHH BellecTBa Ha Oa3zara HAa raZOMMHMU BKMIOYHTEIHO

ragobyTpon npu OpeMeHRHM Xe¢HH ca orpaHudcHH. ['anoMMHHMNA MOXe A3 NpeMHHE Npe3 IUaleHTaTa.
He e M3BECTHO AAJIM EKCHO3MIMATA HA TafOIHHHNA € CBLp3aHa ¢ HexenaHd edeKkTH BLpXy deryca.
H3nuTBaHUATA NPH XXHBOTHH MOKA3BAT PENPOIYKTHBHA TOKCHMHOCT CACH [MOBTOPHO NPHIOKEHHE C
BHCOKH 7103M (BX. Touka 5.3). I'agoBucT He TpabBa na ce U3MOM3Ba MO BpeMe Ha ODPEeMEHHOCT, OCBEeH
KOTaToO KIMHHYHOTO CHCTOAHHE HA XKEHATa He Hajara M3ioJ3BaHeTo Ha raao0yTpo.

KbpMeHe
KOHTpacTHMTE MaTepHM, CHALPKAIN raloIHHHHA, C¢ EKCKPETHPAT B KbPDMATA B MHOT'0 MAJIKH

KoJuuecTBa (XK. TouKa 5.3). B xisHHYHA JO3H HE C¢ OUMAKBaT SPEKTH BBPXY ACTETO NOPaNH MAIKOTO
KOJIM4ECTBO, KOSTO C€ EKCKPeTHpa B KbpMara H ciabara abcopbima ot uepnara. Jlekap




KbpMeLIaTa Maiika Tpa0Ba a B3EMAT pelmeHre Jan KbPMEHETO Na NPOIBIKH WIH Aa Obie CpAHO 32
nepuoy ot 24 yaca cnej npunoKeHueTo Ha I 'anoBHCT.

QepTUiIHTET
HacnensanusiTa pH )KHBOTHH HE NMOKA3BAT YBPEKAaHE Ha PEPTHINTETA.

4.7 EdexTH BLpxy cnocobnocrra 3a moupane H paGora ¢ MAIHBH
HenpuwnoxuMmo.
4.8 Hexenann NeKAPCTBEHH PEAKIHHA

O6wuar npodun Ha GesonacHocT Ha FanoOBHCT ce OCHOBABA HA JaHHHTE OT moBeye OT 6300 mauueHTH
B KJIMHAYHHUTE H3NMTBAHHA H OT TOCTMaPKETHHIOBOTO HA0MOACHHE.,

Hati-uecto HaOmoAaBaHHTe HeXKeENaHW JEKApPCTBeHM peakuuH (= 0,5%) NpH NalMeHTH, Ha KOHMTO €
npunoxeH [‘anoBucT, ca rnasobonne, raqeHe ¥ 3aMaHBaHe.

Hait-cepro3HuTe HedeNaHN peaklMu NpH NalHeHTH, HA KOUTO € NMPHIOKEH I'aXOBHCT, Ca ChPACYEH
apectT, OCThD PEeCNHpaTOpeH AUCTpec cHHApoM / GenoapobeH OTok W TEKKH aHa(WIAKTOMAHH
peakiyK (BKTIOYHTEIIHO PECIIMPATOPEH apecT U aHaHNAKTHYEH IHOK,

3abapenH aHaUIAKTOMIHY PEaKlVM WIH OPYTHM HAHOCHHKDPA3HH peakiMH (cien 4acoBe OO OHH) ca
Ha0MoAaBaHH pAaKko (BX. Tovka 4.4).

INoBeueTo OT HEKENAHUTE PEAKLIMH Ca € JIEK 10 YMEPEH MHTCHIHTCT.

Ha6monapaHuTe HEXeJaHH peakuud ¢ ['afloBHCT ca mpeacraseH B Tabnuuara nmo-pomy. Te ca
knacubHIMpaHH 10 cucTeMo-opraHHH knacose (MedDRA). Hsnomsean € Hal-mogxoasuiMAT
MedDRA TepMMH 3a OINHCAHHE Ha ONpejierieHa peakudd W HEHHHTe CHMITTOMH H CBEP3aHM
CbCTOAHHUA.

Hexenanure neKapCTBEHH PEakiidH OT KIHHHUHMTE W3NMTBAHUA €& KIAcUOHLIMPaHH CIOpel TAXHATa
yecrora. [ pynuTe NO 4eCcToTa Ca ONpEHENiCHH CbINAaCHO CieaHara KOHBeHuuA: dectd: 21/100 po
<1/10; ueuwectu: 2>1/1000 mo <1/100; peaxu: 21/10000 pmo <1/1000. Hexenanure jEKapCTBCHH
peakuHH, HASHTUOULMPAHY eJHHCTREHO NMPH MOCTMAPKETHHIOBOTO HAONIONECHHE H 38 KOMTO HE MOXKE
1a Ce ONpeAesii YECTOTA, Ca IOMECTEHH B ,,C HEM3BECTHA YecToTa .

[Tpu BCAKO rpynHMpaHe B 3aBHCUMOCT OT Y€CTOTATA, HEXENAHMTE ICKapCTBEHH peakLuu ce u3bpossat
B HH3XOAAIL pel N0 OTHOLIEHHE HA TAXHATA CEPHO3ZHOCT.

Ta6aena 1: HexelaHH JeKapCTBeHH pPesKigH, CLOOMABAHN B KAHHHYHHTE HINHTBAHEE HIH
o BpeMe Ha NOCTMAPKETHHroBoTO Hab/oacHEE NPH NAUMEHTH, JeKyBanH ¢ l'apoBacT

CHcremo-oprafnen YecTH HeuectH Peaxu C nen3BecTHA
KJIAC 9eCcTOTa
Hapymenng Ha CBpBXYYBCTBHTETHOCT/
HMYHHATA aHa¢pHUIakTOUIHA
cCHCTEMA peakuus  (Hanp.

aHa(UNAKTOKACH

Wwok®*, [HPKYIaTOPEH




KoJanc®,

pECTIMPATOpPEH apecT’*,

6poHxocna3znm?,

IMano3a’,

opodapuHreancH

OTOKY*, NnapHHTreaNneH

oTOK?, XMNOTOHMA*,

MOBHIICHO KPHBHO

nansrase?, 6omka B

repauTe’, ypTHKApHS,

OTOK Ha JIKLIETO,

anrHoenem?®,

KOHIOHKTMBHT!, OTOK Ha

KJIETaMHuTe,

3a4YepBABAHC Ha

THIETO,

XHIepXxuaposat,

kauutuua®, kuxaues,

ycelllaHe 3a nmapexe?,

6nenHocT’)
Hapymenus Ha nasobonue | 3amaiipae, Jaryba Ha cp3HAHHE®,
HepBHATA CHCTEMA Hucreysus, Koupyncus,

| IlapecTe3na ITapocMus
Covpaeann Taxukapaus, Crpaeuen
HapylmicHHS [TannuTarmMu apecT*
PecnupaTopHH, Hucnues* OcTtop
rpoiHeE H pPeCTIMPaTOpEH
MeAHACTHHAJIHE OHCTPEC
HAapyIIeHHS CHHIPOM
(OPZC)*
benoapoben
DTOI{* 1

CromMamHo- ['aneHe [MospbilaHe Cyxota B ycTara
9peBHH
HApYmeHHS |
Hapymenns Ha EputeM, He¢gporenra
KOXATA H Copbex (B CHCTeMHa
NOAKOXKHATA reHepanH3upaH ¢ubposa (NSF)
ThKaH chphex),

O6pus (BKI1.

reHepaNM3UpaH,

MaKyJapeH, namyjaapes,

chpOaIL 0OpHB)
O0mn napymeHus Peaxuus Ha MacToTo Ha | [lpmanaeaue,
H edexTH Ha HEDKEKTHpaHe’, Ycelllake 3a CTYX
MSICTOTO HA ¥Ycemane 3a TOIUIMHA
NPHJI0KEHHE

! Tesu HJIP ca doxnadeanu cvc u 6e3 KOHMekcma Ha peakyuy Ha CePbXYyeCmEumenHocm.

* ¢»0DIAaBaHM A XHBOTO34CTPAINABANIH CITY4al ¥/WIH clyuay ¢ daraien Haxon npH rasu HJIP




# Huxoili ot oraennuTe cummromy Ha HIIP, u3bpoeHn KaTo cBPbXYYBCTBHTEIHOCT/aHADWIAKTOHAHA
peakLys, YCTAHOBEHH 110 BpEMeE Ha KIHHWYHHTE HINWTBAHHA HE ¢ AOCTHIHANA NO-TONAMA YECTOTa

OT ,,pelKu” (C H3KMYCHHE Ha YPTHKapH)

f  CBpBbXYyBCTBHTENHOCT/aHA(DHNAKTOMAHH PEAKLMH, HACHTHOHLIMPAHH CAMO ITPE3 BPEME Ha NOCT-
MAPKETHHIOBO HaOmojaeHue (C HEM3BECTHA YECTOTA)

0 PeakuHMHTE HA MECTOTO Ha MIDKEKTHpaHe (pa3nuyHH BUAOBE) BKIIIOYBAT CNICAHHUTE TCPMHHH:
eKCTpaBa3alig Ha MACTOTO Ha MIDKEKTHPAHE, MApeHe Ha MACTOTO HA MIDKEKTHpaHne, YyBCTBO 34
CTY/L HA MACTOTO Ha MIDKCKTHpPaHe, 3aTOIUISHe Ha MACTOTO HA HHXXEKTHPAHE, CPHTEM HIIH OOpHB Ha
MACTOTO HA HIDKEKTHpaHe, 00/IKa Ha MACTOTO Ha MIDKEKTHpaHe, XeMaToM Ha MACTOTO Ha

HHXEKTHpaKE.

[TauueHTH ¢ anepruvdHa MpeAHCO3ULINg CTPAAAT No-YeCTO OT OCTAHAIIHTE OT PCaKkIIMH Ha
CBPBXHMYBCTBHTEMHOCT.,

CrobiaBaHy ca H30HPAHM ClTyuan Ha HedporeHHa cucreMHa pubposa (NSF) ¢ I'anosueT (k.
To4YKa 4.4).

Cnen npuiarade Ha [anosHcT ca HabmoaaBanM koebaHus BbB GyHKUHOHAMHUTE OBOpeuHHTE
napaMeTpH, BRIKYBAINY [IOBHIIABAHE HA CCPYMHHA KPCATHHHH.

INenuaTpHyiia HOMYyAaLUs
B3 ocHOBa Ha ABe KTHHMYHM H3nuTBaHus ¢a3a I/1l] ¢ exHokparHa A03a NMpH 138 mauueHTH Ha

BE3pacT MexAy 2 H 17 romunu ¥ 44 naimeHTH Ha BB3pacT oT 0 10 noa 2 roaHHy (Bx. Touka 5.1)
4YeCTOTaTa, BUALT H TEXKECTTa Ha HEXKEJIAHHTE PEAKIMH ITPH Aelia 0T BCHYKH BB3pacTH (BKIIIOYHTETHO
OHOCEHH HOBOPOAECHH) Ca B ChOTBETCTBHE C NMPOGWIa HA HEXEJAHHTe ChOHUTHA, H3BECTHH NPH
pr3pacTHrTe. ToBa 6e noTepaeHO BEB (asa IV npoyusaHe, Bxmnodsamo nosede oT 1100 geua u
NOCTMAPKETHHIOBO HaDMIOASHKE.,

CrofmapaHe Ha MOA03HPAHH HEKENAHH DEAKITHH
CroblasaseTo Ha MONO3HPAHN HEXEIAHH PeaKLMu cel pa3peliaBaHe 3a ynorpeda Ha JieKapCTBEHHS

IPOAYKT € BaxHO. ToBa NMo3B0NABa /13 NPOLBDKK HAOMOAEHHETO HAa CHOTHOIIEHHETO MOJNI3a/PHCK 32
NeKapCTBEHUA NPOAYKT. OT MEAMIMHCKHTE CIIEHANMCTH C€ H3HCKBA 1a ChoOmasaT BCAKA
NoJ103UpaHa HeXKeNnaHa peakLus ypes

HamsnHMTENHA areHIMA 10 JIEKapCTBaTa

yi. ,.JJamaH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaliT: www.bda.bg

4.9 [lpeaozupane

MaxkcHManHaTa eIHOKpaTHA OHEBHA [03a, TecTBaHa Mpu xopa, ¢ 1,5 mmol ragobyrpon/kg TenecHo
TEro0.

Jlo MoMeHTa He ca HaOmogaBaHH MpPH3HALM HA MHTOKCHKALMA OT Mpeno3upaHe B PaMKHTE Ha
KIHHHYHO NPUIOKEHME,

B cnyqaii Ha mpego3UpaHe MO HEBHHMAHME, KaTO MPETIA3HH MEPKH C€ MPENOpbhbYBAT MOHHTOPHpAHE
Ha cepreyHara ¢ynkumsa (k. EKI') u xorTpon Ha 6nbpeunara QyHkims.

B ciaydalt Ha npeaosupaHe npH nauMeHTH ¢ 6nbpedHa HeaoCcTaThUHOCT ['agoBHCT MOXe aa ce




BELIECTBOTO Ca eJMMHHHpaHM OT opranmsMa. Hsma ofaue naHHM 338 TOBa, 4eé XeMoJuaiu3ara €
MOAXOAAILA 33 Mpe/na3saHe oT HedporeHHa cucteMHa gubposza (NSF),

5. ®APMAKOJIOT'HYHH CBOUCTBA

5.1 OapMaKoAHHAMMYHH CBOHCTBR

(DapkamMoTepanesTHUHA rpyna; [TapamarHuTHHY KOHTpacTHU cpeactsa, ATC xoa: VOBC A(09

MexaHH3BsM HA ZEHCTBHE

3acHiBallMAT KOHTPAcTa edekT ¢ce TDKH Ha ranodyrpon — HelioHeH KoMIuleke oT ragonuHuiA(lIl) »
MAKPOLHKNHYHHA JIHTAHJ AHXMAPOKCH-XHAPOKCHMETHIHIPONWI-TETpaa3alMkIono/IeKaH-TpHALIeTHA
xucenHa (OyTpoua).

QapMakoIHHAMHYHY €PEKTH

CreneHTa Ha pejakcalMs Ha ragoOyTpos, H3MEpeHa in vitro B YOBEHKA KpbB/IUlazMa TMIpH
¢H3MONOTHIHH YCIIOBHA W NPH KJIMHMYHO 3Ha4uMa cuna Ha nonero (1,5 u 3,0 T), € B rpanunure or
3,47 — 4,97 /mmol/sec.

B xIMHHYHH A03M H3pa3eHaTa CTENeH HAa penakcanus Ha ragodbyrpon BOAM A0 CKbCABaHE Ha
penaxkcalHOHHOTO BpeMEe Ha [IPOTOHHTE HA BONATA B ThKAHMTE.

CrabunHocTra Ha Tafo0yTPOJHHMA KOMIUIEKC € H3y4YaBaHa in vitro 1pH QU3HOAOTMMHM YCIOBHA (B
ecrecTBeH 4yopelkn cepyM npd pH 7.4 u 37 C) 3a nepuon or 15 aun. KonuyectBoTo 0CBoDOAEHH
HOHHM ragoauHuit oT ragobyrpon e 60 NojA rpaHMIAaTa Ha KonduecrseHo onpenensHe ot 0,1 mol%
OT LeNMd rafoJuMHUl, NOKa3Balik¥ BHCOKaTA KOMIUIEKCHA cCcTa0WIHOCT Ha ragolyTpon npu
W3ITUTBAHUTE YCJIOBHAL.

KinnHpuHa e(pMKacHOCT

ITpu exHo OCHOBHO mMpoyuBaHe OT ¢aza Il npu 4depHOAPOOHA NATONOrNA CPEAHATA TYBCTBHTEIHOCT
npd komMbunupasn AMP npeau M cnea NprioXEHHWe HA KOHTPACT NMPH MNAIHEHTH, HA KOHTO €
npanoxer [agoeuct, ¢ O6una 79%, a cneuupuurocTTa — 81% 3a OTKpHBaAHE HA JIE3MH H
mudepeHUHpaHe Ha €BEHTYAIHH MAJIHTHEHH Y€pHOIPOOHM JIe3HH (aHAH3 110 NALHEHTH).

[Tpu epHo ocHOBHO mpoydusaHe oT ¢asa IIl npn OROpeyHa MaToNorus cpeaHara IyBCTBHTEIHOCT €
6mwna 91% (ananus no naipenTy) ¥ 85% (aHanu3 no Jge3uH) NpH oTaudepeHIMpPaHETO HA MATUIHEHH
H 6enurHenH 6s6peqnn ne3u. CpenHaTta cneMUIHROCT IPH aHANIH3a 10 MAUMEHTH € 6una 52%, a npu
aHaJIu3a no ne3un — 82%.

VBenu4deHHeTO Ha 9YBCTBHTENHOCTTA IPH koMOuHMpaH SAMP npenu u cnez MpUnoKeHHe Ha KOHTPacT
B cpapHeHue ¢ IMP npeau KOHTpacT NMpU NALMEHTH, Ha KOUTO € npuwioxew [‘aposuct, e 6uno 33%
nmpu uepHOApoOHA maronorud (aHamu3 no nauueHTH) U 18% npu 6nbpedHa maTonorus (aHantu3 1o
MMalMEeHTH H aHanu3 Mo Ne3qdy). YBEIHYeHHETO Ha cnelmduanocTTa npu koMOuHupan SIMP npean u
cJIe]l MPIWIOXKEHHE HA KOHTPACT B cpaBHeHHe ¢ AMP npeau koHTpacT ¢ 6o 9% npu yepHoapobHa
naTonorus (aHanus no nanueHTH), A0Karoe npH 6bOpeYHaTa Nareyiorus HE € YCTAHOBEHO YBEIIHICHHE
Ha cnelHPUUHOCTTa (AHANM3 MO HAIMEHTH ¥ aHANTH3 TO JIC3HH).

Bcuuki pesyaTaTH ca cpeAHH CTOMHOCTH TpPH I[IPOYYBAHMA, 34CACIEHH 38 PasYMTALINTe
w300 paxeHuATa.

B KIMHHYHO M3TIMTBAHE, IUITAHHPAHO KaT0 HHTPAMHAMBHIYAIHO, KPECTOCAHO CPaBHEHHUE, | aoBHCT €

CpaBHABAH C MEMTYMHMHORB razoTepar (1 ABaTa B n03a o1 0,1 mmol/kg) 3a BU3yanu3upaHe Ha YCHIICHH
MO3BYHH HEOIUIACTHYHH JI¢3HH NMPH 132 nauMeHTH.
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I[TepBHYHATA KpakiHa TOUKA 33 ePHKAaCHOCT KbM ['aJOBHCT WJIH METIYMHHOB Fafi0TepaT ¢ 00moTo
MpEANOYHTAHME Ha MeqHaHHHA 3acneneH qetell. [To-nobpara edpuxacHocT Ha ['anoBHCT € HoKaszaHa
cBe croiirocT Ha p ot 0,0004. Tpeanounranne kuM ["azioBucT € Aagero npH 42 nauuenrtn (32 %) B
cpaBHeHHe ¢ OGHIOTO NPEANOUHTaHHE KbM MAoTepaTeMerTyMuH npu 16 nauuenty (12 %). I1pu

74 nauyenTtH (56 %) He e KaAeHO NMPEANOYHTAHHE KbM €IHOTO WIH APYTOTO KOHTPAcTHO CPEACTBO.
3a BTOPHYHHTE NPOMEHIIMBY € YCTAHOBEHO, 4€ ChbOTHOIHCHHETO ,JI€3MA KbM MO3BK' € CTATHCTHYECKH
no-sucoxo 3a [agopuct (p < 0,0003). ITpoueHTLT Ha YCHIBAHE € MO-BHCOK IPH [ aIOBHCT B
CpaBHEHHE ¢ METTYMHHOB rafioTEPaT ChC CTATHCTHYECKH 3HAYHMA PA3ITHKA 33 3aC/ICICHHA pasuMTall
m3obpakenmara (p < 0,0003).

CHOTHOILIEHKETO ,,KOHTPACT KbM HIYM™' TMOKAa3Ba [M0-BUCOKA CPEZlHA CTOAHOCT CNEHA MPHNOKEHHE Ha
Fapoeuct (129) B cpaBHEHME ¢ METIIYMHMHOB raaotepar (98). Pasinkara He € CTATHCTHYCCKH 3HAYHMA.

B mpoyuBase IUVIAHMPAHO KATO HHTPAHHAMBHIYIHO, KPECTOCAHO CpaBHEHHE, rafodyTpon B HaManeHa
no3a ot 0,075 mmol/kg e cpaBHeH ¢ METTYMHHOB raJoTepar B HEropaTa cTaHaapTHa go3a ot 0,1
mmol/kg 3a koxTpacTHo ycunsaxe ¢ AMP na L{HC npn 141 nauyens ¢ ycunsaHe Ha ne3uu B [THC
pupxy AMP ycHAaeH ¢ MernyMHHOB raioTepar. [IbpBUYHHTE NPOMEHIHBH BKIOYBAT KOHTPACTHO
yCHJIeHa Jie3ud, MOpONOrus Ha JIe3UATa ¥ OUCpTABAHE rPAHMLIATA HA ne3uaTa. CHUMKHTE Ca
aHANM3UPAHU OT TPHMA HE3ABKCHMH 3aciieneny pasdurami. He no-mManka epekTHBHOCT CNIpAMO
METTTYMHHOB I'8/IOTEpAT 3a CTeneHTa Ha noaobpeHne Ha HeycuneH SIMP € neMoHCTpHpaHa 38 BCHUKH
Tpy MHpBHYHHA NpoMernBH (11oHe 80% ot edexra € 3ana3eH), Ha3upaHO HA OCPCAHEHH NaHHHU.

CpennusT 6poii ne3uit oTkpurH ¢ ragobyrpon (2,14) i ragorepar (2,06) e cxozueH.

[leauaTputa NOMyJIAIHA
[IposBeneHM ca nBe NMPOy4YBAaHHA ¢ eAHOKpaTHA 1033 BeB ¢a3a /11l npu 138 nepmarpuiHi nauueHTH,

rraHupas 3a CE-SIMP ua L{HC, uepen apo6 u 6u06peun win CE-MRA, u npu 44 naiMeHTH Ha
Bp3pacT oT Ao noA 2 roguHu (BKIIOYWTETHO HOBOPOAEHH), IUTAHHPAHH 3a MpOBeXaaHe Ha PYTHHHO
CE-SIMP Ha Bcaka obnact ot Tanoro. JlokasaHM ca AHArHOCTHYHA ¢QMKACHOCT M yBeJHHUEeHHe Ha
AMATHOCTHYHATA CTENEH HA CUIypHOCT 3a BCHYKH NapaMeTpH, OUCHABAHH B NpOyYBaHHATa, Oe3
pa3nuKa MEKAY NMEIUATPHIHHTE IPYNH B CpaBHEHHE C Bb3pacTHHTE. ['afOBUCT ce nmoHack n00pe BEB
BBIIPOCHHTE NPOYYBAHHA ChC ChIUMA Npodun Ha HezonacHOCT Ha rafodyTPON, KAKTo IIpH BL3PaCcTHH
NAalHEHTH.

Knuauvna 6e301nacHOCT

THITbT ¥ YECTOTATA HA HEXENAaHHWTE peakiHM CICH NpWIOKEeHUe Ha ['aNOBHCT IIPDH DPa3jIHYHH
NOKa3aHHd Ca OLICHEHH B TONSAMO MEXIYHAPOJHO NMPOCIEKTHBHO HEMHTEPBEHUHOHAIHO NpoydBaHe
(GARDIAN). ITonynaumnsta 33 Oezonacroct Bxmodsa 23 708 nauMeHTH OT BCHYKH BB3PacTOBH
rpyrH, BemounrenHo aeua (n = 1 142; 4,8 %) u su3pactau (n =4 330; 18,3 % Ha BB3pacT Mexay
65 1 < 80 roguHH ¥ n = 526; 2,2 % Ha pr3pacT > 80 rogunn). Cpeanata BL3pacT € 51,9 ronuHH.
IpecTa u neama naumeHty (0,9 %) cpobmasar 3a 06mo 251 Hexenaud ceburua (HC), a 170 (0,7 %)
chobmarar 215 cbOMTHA, KATErOpH3HPAHH KATO HEXElTaHM nekapcTBeHH peakitmu (HJIP), moseuero
(97,7 %) OT KOHTO €a JIEKH 10 YMEPEHO TEXKH N0 HHTCH3HBHOCT.

Hati-uecto poxkyMmenrnpanute HJIP ca ragene (0,3 %), nopppmane (0,1 %) u 3amasnoct (0,1 %),
Crenerra Ha HJIP ¢ 0,9 % npy xesn H 0,6 % npu Mbxe. Hama paznuka B crenedta Ha HJIP cnipamo
no3ara rapobyrpon. Yerupu ot 170 naupentd ¢ HIJIP (0,02 %) ca u3nMTand CepHO3HH HeKeNaHH
ceOuTHI, ¢ efHO ChOHTHE (aHADHWIAKTHYCH 1O0K), AOBEHO A0 PaTaicH HIXO.

B neauarpuusara nomynauua HC ca cwobienu mpu 8 ot 1 142 (0,7 %) neua. I1pn mecrt gena Te3u
HC ca xnacudmppany karo HJIP (0,5 %).

bnOpe4HO yBpexaaHe
B npocriekTuBHO (dapMakoenuaemuonornyHo npoy4ysaHe (GRIP) 3a oueHka crenmenta Ha

NOTEHUMANHKA PHCK 3a paseuTHe HAa NSF npu naumenmn c 6mbpeuno yspexxaave 908 nalupeHTH
pa3ii4yHa cTened Ha OBOpeuHo yBpekaaHe ca nosydasany ' aloOBUCT B CTAHAAPTHS /"" M Q3¢
3a CE-SIMP. BcHYKM nanWeHTH, BKIOYHTENHO 234 ¢ Texko OBOpeuHo o L83,
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<30 ml/min/1,73 m?), kKoMTO He ca NONYYaBalIH APYIH KOHTPAacTHHTE MAaTEPHH, CHIbPXKallH
rafloNHHMiL, ca NMPOCNEAABAHH B MPOABDKEHHE HA JBE NOJIHHH 3a NMpPU3HAUM M cuMmmroMH Ha NSF.
HuTo eMH NALMEHT, BKTIOYEH B NPOYYBaHETO He € pa3sua NSF.

5.2 @apMaKOKHHETHYHH CBOHCTBA

PasnpeneneHne
Cneps HMHTPAaBEHO3HO NpHIOXKeHHWe, ragobyTpon ce pasnpeaens Obp30 B EKCTpaUENyNnapHOTO
npocTpaHcTBO. CBBP3BAHETO C IUIa3MEHWTe NPOTEHHM e npeHeGpexumo nucko. Ilpu xopa

(apMakoKMHETHKaTa Ha rago0yTpos € MponopuHoHanHa Ha pjo3ata. B nosn o 0,4 mmol
rano6yTpo/kg TeENeCHO TerNo, IUIA3MEHOTO HuBO cnaja asydasHo. Ilpm noza 0,1 mmol
rano6yTpon/kg TeIECHO TErNio 2 MMHYTH CJie/l MIDKCKTHPaHeTO B IUIa3Mara € H3IMEpBa CPEAHO
0,59 mmol rapo6yTpoi/l, a 60 MuHYTH cien MibKkekTHpaHeTo - 0,3 mmol ragobyrpon/l.

buorpatchopMauns

He ce oTxprBaT MeTabONUTH B IU1a3MAaTa HIH ypHHATA.

EnuMHHHpaKe
B pamkuTe Ha ABa uaca Hax 50 % OT MpuIOXKeHara JI03a ce eJIMMHHHpa ¢ YpHHAaTa, a cnel 12 yaca —

nmosede ot 90 % CBC CPEAEH TEPMUHANEH NOMyXuBor OT 1,8 4aca (1,3 — 2,1 9aca), cboTBETCTBAINHK HA
ckopocTTa Ha 6v0peuno enuMunupare. [Ipu nosa 0,1 mmol rago0yTpon/kg TenecHO TErnao CpeAHo
100,3 + 2,6 % or Jo3aTa Ce eKCKPETHpaT B paMKHTe Ha 72 vaca cnel npunarade. lIpu 3apasu
HHAMBUIH GBOPEHHHAT KIHPBHC Ha ranobytpon e 1,1 ao 1,7 ml min™' kg™ 1 Taka ce ABABA CPABHHM C
OLOpedHHS KIMPBHC HA MHYNHMH, KOETO TNOKa3Ba, 4Ye TrafiodyTpon ce eIHMMHMpa OCHOBHO
MoCPeACTBOM roMepyaHa ¢untpauma. [To-Manko ot 0,1 % oT fo3aTa ce eNMMHHHPA C (eKTHHTE.

XapaKrepHCTHKH NPH CHCNHANHH HONYJ/JISUHHA

Ileduampuuna nonyiayus
dapMakoKHHETHKA Ha rago0yTpos B neaMaTpH4Ha NOMyIaliMs Ha BL3pacT oA 18 ronuHu u npu

BB3PAaCTHH, ca Nogo0HH (BXK. To4kKa 4.2).

[IpoBeneHHu ca ABE NMpOY4YBaHHA ¢ €MHOKpaTHA Ao3a BbB (aza /Il mpu negHaTpHHH DALMEHTH Ha
spapacTt non 18 roguuu. dapMakokHHeTHKaTa € olLeHeHa npd 130 neamarpuyHM NALMECHTH Ha
BB3pacT oT 2 A0 moA 18 romuuu ¥ npH 43 NegUaTpUYHM NAUWEHTH O] 2 roaMlliHa BB3pacT
(BKIIOYHTENHO JOHOCCHH HOBOPOACHH).

TfoxasaHo e, 4e papmakokuneTderus (PK) npoduin Ha razobyTpon 1pH Jelia OT BCHUKH BE3PAcTH €
noaobeH Ha TO3M MPH BLIPACTHUTE B Pe3yNTaT Ha noaobHM CToMKOCTH 3a 1ol noA kpHeata (AUC),
HOPMAJTM3HPAH IUIA3MEH KIHPBHC Ha TenecHoTo Terno (Clw) B 0beM Ha pasnpenencHue (Vss), KakTo u
BPEMETO Ha IIONYXKUBOT, H CTENEHTa HA EKCKPELIHA.

[TpubausurenHo 99% (cpeaHa CTOMHOCT) OT JO3aTA CE OTKPHBA B YPHHATA B paMKuTe Ha 6 vaca (Ta3u
uHdopMalg € NoTydeHa B or 2 Ao noA 18 roguHM BL3pacToBa rpyna).

Cmapuecka gv3pacm (na gbspacm 65 200unu u nogeve)

[opaau GHIMONOTHYHK U3MEHEHHA Ha GbOpeuHaTta QyHKIMA C BL3PacTTa, NMPH 3ApaBH A0OPOBONILH B
crapuecka Bh3pacT (Ha BH3PACT 65 romHHH M NOBEYE) CHCTEMHATAa EKCIO3MIMA € YBEIHYCHA A0
npubnusurento 33% (Muxe) H 54% (keHH), 3 TEPMUHANHHAT MONYXKHBOT — ¢ npubnusuTenHo 33%
(Mbxke) M 58% (xenu). [TnasMeHMaT KIHpHHC € HamajieH ¢ npubamsurenHo 25% (Mbke) n 35%
(xeHn), choTBeTHO. ENMMMMHMpaHeTO Ha MPHIOKEHaTa 1033 B YPHHATA € IThIHO CJied 24 uHaca IpH
BCHYKH 3ApasH A0OPOBOJLM, 6€3 pa3iHKa B CTApYECKa BB3PACT JIH Ca HIIH HE.

bvwbpeuro yepexcoane
[pu nauueRTH ¢ yBpencHa ObOpevHa QYHKIHMA CEPyMHHA MONYXKHBOT Ha
nopajd HaManeHara raoMepynHa owirpanus. CpeIHHAT TEPMHHAICH MO
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5,8 yaca npu naumedTH ¢ ymepeHo yBpexnadHe (80>CLcr>30 ml/min) » ome no-yawbkeH A0
17,6 4aca NPH MALMEHTH C TEXKO YBpexaaHe, Kouro He ca Ha auann3a (CLcr<30 ml/min). Cpegnust
cepyMeH KIHphHC € HamaieH A0 0,49 ml/min/kg fpH NMalMeHTH C JIEKO OO0 YMCPEHO YBpeXJaHe
(80>CLcr>30 ml/min) ¥ ao 0,16 ml/min/kg npu nauMeHTH ¢ TEXKO YBpPEKIaHE, KOETO HEe Ca Ha
mnanmsa (CLcr<30 mi/min). ITenHo enpMuHMpaHe B ypHHaTa ce HaOmoaBa NMpH NALMEHTH C JIEKO 10
yMepeHo Op0pedHo yBpexiane B pamkure Ha 72 gaca. [Ipu naumuent ¢ Texko 660pedHo yBpexkaaHe
oko010 80% OT NPWIOKEHATa 032 ¢ &IMMHUHHPA B YPHHATA B PAMKHTE Ha 5 AHH (BXK. CHLIO TOYKH 4.2
u4.4).

[Ipu nauMeHTH Ha Auanusa ragolyTpon € NMOYTH HaNMBIHO €NHMMHUHHpPaH OT CepyMa Cliell TpeTara
AHATH3A.

5.3 [IlpeaxnuBR9YHH AaBHH 3a 6e3onmacnocT

HeknTMHMYMHHTE JAHHH HE NOKAa3BaT oco0eH pHCK 33 Xxopara Ha 0a3a Ha KOHBEHIIHOHAIHHTE
apMaKkoNOTHYHH HM3MUTBAHMA 38 0€30MacHOCT, TOKCHYHOCT MPH MHOTOKPATHO MPUNIOKEHHEe H
reHOTOKCHYHOCT.

MHOroKpaTHOTO HHTPABCHO3HQ MpHWIaraHe TNPH PENpPOAYKTHBHHTE TOKCHKONOIHYHH OpOyYBaHHA
BOiM JO 3abaBgHe Ha eMOpDHOHANHOTO pa3BUTHE MpH IUTEXOBE H 3aliliy W YBEIMYABAHEC HA
eMOpHOHANHNA JICTAIMTET PH IUTHXOBE, 3akillM W MaliMyHH OpH HMBa Ha Ao3HpaHe oT 8 1o 16 mbTH
(Ha 6a3a Ha TeNecHaTa MOBBLPXHOCT) MK 0T 25 mo 50 meTH (Ha 6a3a Ha TEJECHOTO TEIIO) Hall TE3H,
H3MQJI3BAHM 33 AMArHOCTHKA NpHM xopa. He € M3BeCTHO AaiH NMPH €AHOKpaTHA H03a MOXe Ia MMa
noaoOHH eeKkTH.

[Tpoy4YBaHMATA 32 TOKCHYHOCT ¢ €AMHMYHA 1034 H MPH MHOTOKPaTHO NpWIaraHe MpH HOBOPOIACHH H
M1aJH TUTHXOBE HE NOKA3BAaT HAXOJKH, Npeanonaraiy cnenuduyeH puck 3a ynorpeba npH aeua or
BCHYKH BB3PACTH, BKIIOYHTEIHO ZOHOCCHH HOBOPOJEHH H KEPMAYeTa.

PaauoaxTuBHO OenszaH razo0yTpos, NPUIOKEH HHTPABEHO3HO Ha KbpPMEINH IUTBXOBE, C¢ NMpeRaBa
pe3 MIMKOTO He no-manko ot 0,1% ot npunoxeHara a03a.

YcTasHoseHo €, 4e NpH IwibXxose abcopbimara cnen nepopaiHo NpUIOKEHHE € MHOIMO MaJjika, OKoJIo
5% Ha 0a3a Ha 4acTTa OT J03aTa, KOATO CE EKCKPETHpa B YPHHaTa.

B npeaxknvHH4YHM (apMaKOJOTMYHA W3NMATBAaHHMA 3a 6e30MacHOCT MO OTHOHICHHE Ha ChpRCYHO-
CbA0BATa CACTEMA, B 3aBHCHMOCT OT NPWIOKCHATA /1034 Ca HalIIOAABaHH ITPEXOJHH TMOBHIIICHHA Ha
KpPLRHOTO HANIATAHE W HA MHOKApIHUA KOHTPAKTHIATET. TeaH edexTu He ca HabiioaaBaHH MPH Xopa.

[Ipoy4ypaHHATA HA OKONHATA Cpeda ITOKA3BaT, Ye YCTOWYMBOCTTA H MOOHJIHOCTTa Ha KOHTPACTHHUTE
MaTEpPHH CHABPXKALM FaA0/IMHMI, POABABAT MOTCHUHAN 33 Pa3NpOCTPaHEHHE BhE BOJHHA CTHIO H
€BEHTYAITHO B MOANIOYBEHUTE BOJIH,

6. PAPMAIEBTHYHHA JAHHH

6.1 CoHcbhbK Ra IOMOIIHHTE BelllecTBA

Hatpuen xankobyrpon

TpoMeTamon

IN xnopoBoaopodHa KHCE/IMHa (3a KopeKkuHs Ha pH)
Bona 3a HEIDKEKIMH
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6.2 HecbBMeCTHMOCTH

[Tpu nUnca HAa NPOYYBaHHA 32 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH MPOAYKT He TpabBa fa ce CMecBa ¢
APYTH NeKapCTBEHH MPOMYKTH.

6.3 Cpox Ha roanocrt

3 roauuH (IpeABAPHTENIHO HAITHLJIHEHA CIIPHHIIOBKA)
3 roguHM (IaTpOH)

Cpox Ha rOAHOCT CJIEA MHPBOTO OTBAPAHE HA ONAKOBKATA:

BeuuxkusaT HEKEKIMOHEH PasTBOP, KOKTO HE € M3MOM3BAH [TPH BLITPOCHOTO H3CNeBaHe, TpAOBa Ja ce
H3XBBpPIH. Jl0Ka3aHa € XHMHYecKa, ¢u3Hvecka H MHKPOOHOJIOrHYHA CTaOHTHOCT C/IEA OTBapsiHe 3a
24 yaca npu 20-25°C. OT MHKpOOHONOrHYHA TIEAHR TOYKa, MPONYKTHT TpAdBa Aa ce K3MOA3Ba
He3a0aBHO. AKO HE CE M3IION3BA BEAHAra, BPEMETO M YCIOBHATA HA ChXPAHCHHE Mpel ynotpeda ca
OTrOBOPHOCT Ha norpedurens.

6.4 CHoenHaJHH YCJOBHY HA ChXpaHEeHHE

He ce H3HCKBAT CNELHAIHE YCIIOBUS HA ChXPaHEHHE.
3a yCJIOBHATE HA ChXPAHCHHUE CJICH ITbPBOHAYAMHO OTBApAHE, BHXKTE TO4YKa 6.3.

6.5 Bni R CLABPKAHRE HA OTIRAKOBKATA

CTBKICHH CIIPHHLIOBKH:
EaHa MpeABapHTENHO HambjiHeHa crpuHLoBka or 10 ml (cteivio THm i) ¢ Oyrano (xropdyrinos

e/lacTOMEp) H Kanadka 3a BpmXuYeTo (xyopOyTHnos enactromep) chaspka Sml, 7,5ml, 10ml
HIDKEKI[MOHEH pa3TBOP.

EnHa mpeasapuTesHO HamblHeHa cnpuHuoBka oT 17 ml (cTekno tvml) ¢ Oyramo (xmopOyTunos
enacToMep) M Kanayka 3a BpbXuerTo (XnopOyTWIOB enacToMep) cpappka 15 ml MHEXKeXUHOHEH

pasTBop.

Easa npeapapuTenHo HamkiHeHa cnpuHuUoBka or 20 ml (crekno tHmI) ¢ Oyrano (xnopOyTunos
eJacToMep) M Kamayka 3a Bpexdero (XnopOyTWIOB enactomep) cpabpxka 20 ml HmkexnuoHeH
pasTBOP.

IInacTMacoBH CIIPHHIIOBKH:

Enna npeasapMTeNHO HamwiHeHa cnpuHuoska or 10 ml (uuxnoonedpumos nonumep) ¢ byrano
(cuuxoHH3MpaH 6pomobyTIIT) H WoMGa 3a BPbXUETO (TEPMOIUTACTHYEH €]1aCTOMep) ChABpXKa 5 mil,
7.5 ml, 10 ml urDxeKUHOHEH pa3TBOp.

EnHa npeapapHTENHO HamwiHeHa crnpuHuoBka 0T 20 ml (uuioonepuHoB rnonuMep) ¢ Oyrano
(cHnMkoHM3UpaH OpoMo0yTHN) M IoMOa 32 BpEX4YETO {TEPMOILIACTHYCH e/1aCTOMED) Chabpka 15 mi,
20 ml ArxXeKUUOHEH PaA3TBOP.

[TaTponu:
Exauu natpoH ot 65 mi (unknooneduHoB nonumMep) ¢ 6yTano (MoNHH3ONPEH, THN [, CHIMKOHHU3IUPAH

ChC CHIHKOHOBO OJIH0), Kanavuka 3a BpbX4eTo (XnopOyTUNnopa ryMa), TBbpAa B TPEIIHOCT
(nonukap6oHaT), npeana3Ha Kanaika (MOJMIPONKIEH) ¥ BRPTAUIA Ce raika (monHkapOoHaT) ChAbpKa
15, 20 wm 30 ml urkeKUMOHEH pa3TBoOP.

OnaxoBkH OT:
1 ¥ 5 npeaBapUTEHO HAMKTHEHH CITPHHIIOBKH
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1 n 5 narpoHa

bonHW4HA ONaKoBKA:

5 npeABapHUTENHO HAITKJIHEHH CIPHHLIOBKH C1C 5, 7,3, 10, 15, 20 m] mxexuMOHeH pasTBOD

5 npeasapuTENHO HAMBJAHEHH narpoxa ¢ 15, 20, 30 ml mkekunoHeH pasTBop

He BCHYKH BHAOBE OIIAKOBKM MOTraT fa OBAaT IMyCHaTH B rTpoaaxda.

6.6 CuoennaiHH HPEANAIAH MEPKH NPH H3XBLPARHE H pabota

Henznon3eaHoTo NpH AAZICHO H3CAEABAHE KOHTPACTHO BEILECTBO Tpa0Ba na Obae H3XBBLPAECHO,

Heu3snon3saHMAT MPOAYKT HIM OTNANbYHHTE MaTepHald OT Hero TpaOBa Aa ce H3XBBHPIAT B
CLOTBETCTBHE C MECTHHTE H3HCKBaHHA.

CreLiHanHUAT eTHUKET 3a NPOCIEAABaHe BBPXY MPCABAPHTEIHO HATWIHCHHTE CIIPHHLOBKI/ ATPOHH
TpAOBa na ce 3aienH B KaproHa/M3 Ha nalueHTa, 32 1a € Bb3MOKHO NMPEeLH3HO AOKYMEHTHPAHE Ha
M3NO0M3BAHATA KOHTPACTHA MATEPHA, ChAbpakalla ranoauuui. MsnonzpaHara ao3a cbilo Tpabaa aa
Obje 3anHcaHa. AKO C€ H3ION3BAT ENEKTPOHHH KOCHETA Ha MALIMCHTHTE, B perucThpa TpadBa fa ce
BbBEAAT HMETO Ha NPOIYKTa, MAPTRAHMA HOMED H 03aTa.

7. HNPHTEXATEJI HA PAZPEHIEHHETO 3A YIIOTPEBA

Bayer AG
Kaiser-Wilhelm-Allee |

51373 Leverkusen, 'epmauma

8. HOMEP(A) HA PAJPELIEHHETO 3A YIIOTPEGA

20021053

9. JATA HAITBPBO PA3PEILIABAHE/MOAHOBABAHE HA PA3PEHLIEHHMETO 3A
YIIOTPEGA

Jlata Ha mbpBO paspemaBane: 28 aexkemBpH 2002 r.
Jata Ha nocaegHo nogHosasade: 03 Hoemspu 2021 r.

10. HAATA HA AKTYAJIMZUPAHE HA TEKCTA

08/2024
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