KPATKA XAPAKTEPUCTHKA HA ITPOJYKTA
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1. MME HA JIEKAPCTBEHUA ITPOAYKT [ Roama XApaKmepucmuke Ha npogyxma  puroxenue T

Kbom Pez. No ..

Ao S197Tr

LIUCTIUIATHH AKOPJ{ 1 mg/m] koHUEHTpaT 32 HH}
Paspeuwierue Ne

CISPLATIN ACCORD 1 mg/ml concentrate for soluti ﬂdﬂnmﬁlswnré.‘jigdé " 2 1-04- 2024

om0 o

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

| ml KOHUEHTpAT 3a HHDY3HOHEH Pa3TBOp ChaAbPKa |1 mg uucaTuH (cisplatiny.
10 ml koHueHTpaT 3a HHPY3UOHEH pa3TBOP CHABLPKAT 10 mg uUcrUIaTuH

25 m! koHueHTpaT 3a HHGY3HOHEH Pa3TBOP ChABPXKAT 25 Mg LUCIUIATHH

50 m] kOHUEHTpAT 3a UHQY3HOHEH pa3TBOP CLALPKAT 50 Mg LIUCINIATHH
100 ml koHUeHTpAT 3a HHpYy3HOHEH pa3TBop crabpKaT 100 mg uucnnaTuR

TlomoLIHK BellecTBa ¢ W3BecTHO nelictaue: Beekn 1 ml ot pasteopa chabpxa 3,5 mg HaTPHH.
3a TBJIHKUA CIIMCHK HA [TOMOLUHKMTE BELLIECTBA BIKTE TOUKA 6. 1.

3. JEKAPCTBEHA ©®OPMA

KoHueHTpaT 3a HH(pY3HUOHEH pa3TBOp

BucTbp, 6esuperen 00 GNemOXHIT Pa3TBOp B CTHKICH (aKOH C KexNHOapeH UBAT, NMPaKTHYECKH
cBOOOAEH OT BUAMMH YaCTHLIH.

4. KJIHHHYHU JAHHH

4.1 TepaneBTHuHH MOKA3AHHS

LicrinaTuH € noKa3saH 3a Ne4eHue Ha:

® HanpeaHaT WIH METACTa3Hpa/l TECTUKYJIAPEH KapLIHHOM

e HanpeAHa WY MeTacTa3upaj OBapHAJIEH KAPIMHOM

® HanpeAHaa WIN METacTa3ypas KapUMHOM Ha MUKOYHHS MeXyp

* HanpeOHaJ WIH MeTacTa3upall CKBaMO3€H KaplUMHOM Ha I/1aBaTa u WHATa
e HaNpeHAJ WK MEeTacTasupan HeapeGHoKkIeTbYeH OenoapodeH KapLyHOM
® HanpeaHal WIH MeTacTasupan ApebHokneTbYHeH 0e0APOOEH KAPLIHHOM.
.

LldcrnaTHH € NOKa3aH 3a JIeYEHHE Ha LEpBHKai€H KapuUWHOM 8 KOMOWHauus ¢ [Apyrd
XMMHOTEpANEeBTHYHH JIEKAPCTBEHH TIPOAYKTH HIH C JIbUCTEparnus.

o LlucnnaTvH MOXe Aa CE M3MOA3Ba KaTO MOHOTEpanHs WiIH B KOMOMHHpaHa Tepanys.
4.2 Jlo3HpoBKa H HAYHH HA NPHJIOKECHUE
Ho3upoBKa

Bn3pacTHH H NEAHATPHYHA MONYJIANHA:




an MOHOTEPAITHA CC NpPCNopb4iBaT CJICAHHATE ABC CXEMH HA JO3HPAHC.

- EanokparHa po3a ot 50 go 120 mg/m? TenecHa NOBBPXHOCT Ha BCEKH 3 A0 4 ceqMHULM;
- 15 no 20 mg/m?*/ nHEBHO B NPOABIDKEHHE HA S AHM npe3 3 10 4 CeAMULIH.

Koraro uMcnnaTiH ce H3no/is3pa NpH KOMOHHUPAHO JeueHHe, 103aTa LUCIUIATHH TpsaOBa Aa ce HaMalH.
O6uuyatiHaTa no3a ¢ 20 mg/m? Uy noBeye Ha BCEKM 3 A0 4 CEOMMLIH.

3a JICYCHHE HA UCPBHKANICH KAPLMHOM, LMCIUIATHH C€ HU3MOA3Ba B KOMOMHALIUA C JIbUYeTeparnus HiIH
Apyru xumuorepanestuiy. QO0uualinara gosa € 40 mg/m? ceIMHYHO B NPOABLIDKEHHE HA 6 CEAMHIM.

OTHOCHO MpeaynpexAcHUA U Mpeana3Hy Mepkd, KOuTo TpadBa aa ce B3eMaT MpeABHJ NMpedd Ja ce
3aMovHe CleABallHs TePaNeBTHYEH LIUKDBJ, BUXKTe TOUKa 4.4.

[Ipu nauveHTH ¢ OBLOpEeUHO YBpexIaHe WU NOTHCHATA (GYHKIHMA HA KOCTHHS MO3bK, f03aTa TpabBa 1a
ce HaMaJli aJieKBaTHO (BXX. To4uka 4.3).

HauuH Ha npunoxeHue
NUH}y3HOHHHAT pa3sTBOpP HA HUCIUIATHH, NPHIOTBEH CNOpeA HHCTPYKIMHTE (BXK. Touka 6.6), Tpabsa na
¢e Mpuaara upe3 MHTpaBeHo3Ha HHy3us 3a nepuop ot 6 g0 8 yaca.

Xuopamayus
TpabBa ga ce noaAxbpika aACKBATHA XHApaTauua OT 2 A0 12 yaca npeau NMPHJIOKEHHE H MHHUMYM 6
yaca crnej NpWIOKEHHETO Ha LMCIUIATHH, XUApaTauHaTa € HeoO0XoauMa, 3a 1a ¢€ OCHTIYpH JOCTaTb4yHa
AHype3a, KaKTo 10 BpEME, TaKa H CJiel JIEYEHHE ¢ UMCILUTAaTUH. TOBa C€ OCBILECTBABA YpPe3 HHTPABEHO3HA
HHQY3HA HA €UH OT CICOHUTE Pa3TBOPH:

- 0,9% pa3TBOp Ha HaTpHUEB XNOPHUL;

- cmMec ot 0,9% pasTeop Ha HaTpues xyopua U 5% pa3TBop HA I/IIOKO03a (B CHOTHOLIEHHE

1:1).

Xupaparauus Nnpeay JeYEHUETO C LIMCTUIATHH:
Hurpaseno3zna uHpy3us Ha 100 go 200 ml/h B npoabnxenne Ha 6 1o 12 vaca, ¢ obwo
KONHUYECTBO NMOHE 1 NUTHP.

Xuapatauus cnen npeKpaTiBaHe Ha NMPUI0KEHHETO Ha IUCILIATHH:
HuTtpaBeHo3Ha HHy3uA Ha owe 2 nuTpa npH ckopocT ot 100 no 200 mi Ha yac B npoabLKeHHe
Ha 6 1o 12 vaca.

AKO cneq npoBeicHaTa XHApaTalUa KOJIUYECTBOTO OTACNEHA YpHHA € no-manko ot 100 no 200 ml/yac,
MOJXKE Jla ce HaJIOXKM dopcHpaHa auype3a. Ta Moxke J1a ¢ MOCTHIHE Ype3 HHTPABEHO3HO NPWIOKEHHE
Ha 37,5g MaHuTon Kato 10% pastBop (375 ml 10% pa3TBop Ha MaHHTON), HIIH YpE3 U3MOJI3BAHE HA
QUYPETUK NPpHU HopMasiHa 616peyHa QyHKUUA.

[IpunoxeHHeTO HAa MAHUTON WITH AUYPETHK € ChIO HEO6XOAHMO NPH NPWIATaHe Ha LIUCTUTATHH B JI03M
no-BUcoku ot 60 mg/m? TenecHa nosbpxHocT (BSA).

HeobxoanMo € nauMeHTsT TpsORa 1a npUeMa roJieMH KOJTHUECTBA TEYHOCTH B MPOIB/DKEHHUE Ha 24 uaca
ciel HHOY3HS ¢ UMCIVIATHH, 34 Aa C€ OCHTYPH OTAe/sAHE Ha HeOOXOAHUMOTO KOJIHYECTBO YPHHA.

HHTPaNepHTOHEANTHa HHCTWIALIMA NPH NMALUEHTH ¢ UHTPANEPHTOHEAHH 3TOKaue
(Hanp. TYMOpH Ha AHYHHLUHTE).



[Tpu npunoxeHue TpsadBa Aa ce U30ATBa BCAKO YCTPOUCTBO, ChABPKALIO ATyMHHHH, KOETO MOXE Na
BNIe3e B KOHTAKT C LMCIUIATHH (KOMIUIEKTH 33 HHTPABeHO3HAa HH(Y3HMA, UTTIH, KATETPH, CIIPHHLIOBKH).

4.3 IIpoTHBONOKA3AHHSA

CBpbXYYBCTBHTENHOCT KbM LIUCIUTATHH HIH KbM HAKOE OT MOMOLIHUTE BEeILECTBA, H3OPOEHH B TOUKA
6.1 Wy ApYrd cChbeAHHEHHs, ChAbPIKAlIY M1aTHHA.

[iucrnaTiH npeau3BHKBa HEPPOTOKCUYHOCT, KOATO € KyMyJIaTHBHA. IlopanH ToBa € mpoTHBOMNOKa3aH
NP NALHEHTH C NpeRLIecTBaLlO ObOpEUHO yBpEXKAaHe.

JlokasaHo €, 4e LHMCIUIATHH € KyMyJ/1aTHBHO HEBPOTOKCHYEH (T10-CMIELIHATHO OTOTOKCHUEH) K He TpAOBa
Ia ¢e NMpunara npy NaluyUeHTH ¢ NpeaWecTRallo YBpexIaHe Ha CITyXa.

[HcrnaTiH ChILO Taka € MPOTHBOMOKA3aH NpH MHUENOCYNPECHPaHH NMAaUHEHTH H TE3H, KOUTO ca
ACXHAPATHPaHH.

[laLMeHTKHTE, NMOMIOKEHH HA JeYeHHe ¢ LHCTUTAaTHH, He TPA0Ba Oa KEpMAT (BXK. To4Ka 4.6).
EanoBpeMEHHOTO NPWIOKEHHE Ha BAKCHHA CPELLY XKbJITa TPECKa € NMPOTHBOMOKA3aHO.
4.4 ChnennaJHH npeaynpe:xaeHHs B NPeANa3ZHH MEPKH IIPH ynoTpeda

Tosu nekapcTBeH MNpoXyKT TpsbBa na ce npwiara ¢amMo MNOA PBKOBOACTBOTO Ha OHKOJOr, B
CMECIHATH3HPAHO OTAE/IeHHe, KOETO IO3BOJIABA OCBUIECTBABAHETO HAa ANCKBATHO MpOCIEaABaHE H
Hagsop. Heo6xoauMo € HalM4uero Ha NOAABbpXKallo oB6opyABaHe 32 KOHTPON Ha aHa(pHIAKTHYHHTE
peaKLUuu.

HMCIUIaTHH pearvpa ¢ MeTaneH aTfyMHHHH, ITPH KoeTo ¢ 0bpa3yBa yepHa yTaiKa OT rulaTtuHa. BcHukn
CBABPKAILH aTyMHHHH MHTPaBeHO3HH KOMIUICKTH, MIJIHM, KaTeTpH H CNPHHLOBKH TpAOBa Ja ce
u3bsareat. Ilpeau ma mMpUIOXKHTE pa3TBOpa HA NMALMEHTa, NpPOBEpPETE 3a OMCTpoTara Ha pasTBopa H
JUrncara Ha YacTHLH.

HHdy3HoHHHMAT pa3sTBOpP Ha LIUCIUIATHH HE TpAdBa Na ce CMecBa ¢ APYTrH JICKapCTBEHH NPOAYKTH WIH
nobasku.

[Moaxonsmo HaOMIOOEHHE U KOHTPOA Ha IEYEHHETO H HErOBHTE YCIIOXKHEHHSA Ca BB3MOXHH CaMo akKo
ca HaTMYHH afieKBaTHA AHarHOCTHKA H ChOOpa3HH YCIOBUS Ha JIEYCHHE.

HeoGxomumo e n1a ce onpeaensT CISAHNATEe OPraHHK MapaMeTpyd W (YHKUHMH NpPEaH, 10 BpEME H ClEl
NPUINOKEHUETO HA LMCIUTATHH:

e O1O6peuHa pyHKLHA;

 yepHoapoOHa PyHKUHS;

* XxeMONnoeTHYHH GyHKLHHU (Opoil YepPBEHH KPbBHIU KIETKH, O€/TM KPEBHH KJIIETKH H

TpoMOOUMTH);

® CepyMHH HHBA HA eNEKTPOJIMTH (KaILKi, HATPUMN, KATHH, MArHE3HH).

Tesu uscnensanus Tpabsa Aa ce MOBTAPAT BCAKA CEAMMLA O BpeMe Ha JICUCHHETO ¢ LIUCIUIATHH.

HA CNEHHUTE NapaMeTpH:
- cepyMeH kpeaTHHHH <130 umol/1 (1,5 mg/100 ml);
- ypesa <25 mg/dl;
- GenH KpbBHH KneTku >4000/ul (>4,0x10°/);
- TpomBoumtH >100 000/ul (>100x10°/1);
- ayaMorpama: pe3y/ITaTi B IPaHHLHMTE Ha HOpMAaTa.




HedpoTOKCHYHOCT

[lucrinaTiH NpearU3BUKBA TEXKA KyMYJIaTHBHA HEQPOTOKCHYHOCT, KOATO MOXe na Obae noTeHUHpaHa
OT AMUHOTNIMKO3HAHHK aHTHOMOTHUM. LlMcrinarus He TpabBa ma ce mpuiara no-4ecTo OT BeAHLXK Ha
BCEKH 3-4 CenaMMULIH.

3a nogALPKAHE Ha OTACIAHETO HA YPHHA W HaMalisiBaHe Ha OvOpeyHaTa TOKCHYHOCT CE Npenoph4Ba
LMCIUIATHH Aa C€ NMpUNara KaTo HHTpaBeHO3Ha HHY3KA B NpoALDKeHHE Ha 6 Ao 8 yaca (Bxk. Touka 4.2).

He TpabBa na ce npunaraT nMOBTOPHH KYpPCOBE€ HA LMCIUIATHH, OCBEH aKO HMBAaTa Ha CEPyMHHSA
kpeaTHHHH ca oA 1,5 mg/100 ml (130 pmol/l) win xpeBHaTa ypes € noa 25 mg/100 ml (9 mmol/l) u
HUBaTa B LHPKy/iUpallaTa KpbB ca IPUEMIUBHA HMBO. ThH KaTo O1L0peyHara TOKCHYHOCT Ha LIMCIUIATHH
€ KyMyJ/laTHBHa, TpsObBa Aa ce H3BLpIM U3MepBaHe Ha KpbBHHA a30T ¢ ypes (BUN), cepymuHH#A
KPEaTHHHH WIH CKOpOCTTAa Ha rioMepysiHa ¢urrpauus (GFR)/ckopocTTa Ha KpeaTHHHHOB KIMPBHC
(CCr) npeax 3anouBaHe Ha TeparnuvaTa ¥ Npeay BCEKH Clle/iBalll Kype.

Tpabpa na ce ocUrypu anekBaTHa XMApaTailys Mpean H MO BpeMe Ha JIeYeHHeTo, 3a Ja ce CBeJaT Ao
MHHUMYM PUCKOBeTe OT ObOpevHa TOKCHUHOCT.

Otaenanero Ha ypuHa ot 100 ml/yac unM nO-ronsMoO KOJHYECTBO Lue CBEAE OO0 MHHUMYM
He(POTOKCHHHOCTTA Ha LMCINATHH. TOBa MOXkKe J1a Ce MOCTUIHE Ypes MPEABAPHTEHO XHAPATHPAHE ©
2 JMTpa MOAXOMALL HMHTPAaBEHO3EH pa3TBOp W ApyrH nofoOHM CpeacTBa 3a XHApATaLKA cied
MPUIIOKEHHE Ha LMCILTATHH (mpenopbysa ce 2500 ml/m? BSA/24 yaca). Ako MOIHATA XHAPATALHS He
€ AOCTaThYHA 33 NOANBPXKAHE HAa aIEKBATHO OT/JE/NAHE HA YPUHA, MOXKE JIa C€ NMPWIOKH OCMOTHUEH
auyperuk (Hanp. 10% paszteop Ha MaHUTON).

HeobxoauMo e ocobeHo BHMMaHUE, KOTaTO NaUMEHTHTE, JIEKyBaHH € LMCIUIaTHH, MNOJy4aBat
CBITBTCTBALLO JIEYEHHE C NPYTH MOTEHLHATHO HEDHPOTOKCHYHM NeKapeTBa (BX. Touka 4.5).

OyHKUNAA HA KOCTHHS MO3bK
[lepudeprara kphBHA KapTHHA TPa6Ba fa ce NpocnesBa YeCTO MPH NALKEHTH, NPHEMALLH UHMCIUIATHH.

Bbrpeky Y€ XeMaTONOrHYHATa TOKCHYHOCT OOHMKHOBEHO € YMepeHa H o0paTHMa, MOXKE Ja Bb3HHKHE
TEXKKA TPOMOOLUMTONEHHA W JeBKONEHHA. [IpH malMeHTH, KOMTO pa3BMBAT TPOMOOLMTOMEHUS, Ce
Npenopb4YBaT CrEUHAIHN NPEANa3sHH MEPKM: BHUMATEJHO H3BLPIUBAHE HA HWHBA3UBHH MPOLEAYPM;
TbPCEHE Ha NPHU3HALM HA KbPBE€HE WIH CHHHHM, H3C/ICABAaHE Ha YPHHA, H3NPAKHEHUs M MOBpbLIaHe 3a
OKYATHA KPbB; H30ArBaHe Ha acnupuH M Rpyrv HCIIBC. INauneHTyTe, KOUTO pa3sBHBAT JIEBKOTNIEHMA,
TpAOBa Na ce HaOMOAABAT BHHMMATE/HO 3a MPH3HALM HAa MHGEKLHA H MOXE Ja C€ HYKAAAT OT
aHTHOHOTHYHA NOAKPENa H NpenKHBaHe Ha KPbBHH NPOAYKTH {BxkK. Touka 4.8).

DYHKIHS Ha LEHTPANHATa HEPBHA CHCTEMA

HM3BeCTHO €, e UMCTINTATHH NPEAU3BUKBA HeBPOTOKCHYHOCT. [Topaau ToBa € HeoGX0AHMO HA PENOBHH
MHTEPBAIM JAa €€ M3BBPLUBAT HEBPONOTHYHH Nperield NpH NauydeHTH, TOoNy4yapallld JIeYeHHE,
CBALPKALIO LIUCILIATHH.

Cb0011aBaHy €4 TEKKH CITyuaH Ha HEBPOIIATHH.

Te3u HeBponaTHH mMorart na 6baaT HeOGpaTUMHU U MOTAT 13 ¢€ NPOABAT KATO napecTtesus, apednekcus
U NpONpHOLENTHBHA 3aryba, ¥ nepuenuua 3a BuOpauun. Crobuiaea ce u 3a 3ary6a Ha
dyHKUMH,

OTOTOKCHYHOCT

i TR & . 'l-r;*. r'!
MPH CX€MH ¢ BUCOKH M03H. [Ipean 3arnousaHe Ha TepanusiTa TpsOBa Oa ce HanpaBy aRBOMETIN ﬂlﬂv’ N
W NOBTOPHH ayJHOTrpaMH, KOraTo C€ MOABAT CAYXOBH CHMNTOMHU UNH KJIHHHUH AoME Hﬁ-—ényxaf v/
CTaHaT O4eBUAHH. KNHHUYHO3HAYUMOTO BNIOILABAHE HA CNTYXOBAaTa GPyHKUMA MOXKE Aa & R Q%H—HPGM Q.\

Ha J103aTa HJIH MpeKpaTaBaHe Ha neyeHHeTo. Crobuiara ce 1 3a BeCTHOYNapHa TOKCHYRR 24 RaacoRs




4.8).

OroTtokcruuHoCT € HabntogasaHa npu Ao 31% oT nauUeHTHTE, JIEKYBaHH C €AHOKpaTHa A03a LIUCIIaTHH
oT 50 mg/m?, K ce npodesaBa ¢ IUyM B YIIUTE H/HAM 3aryba Ha ClIyXa BbB BUCOKHA YECTOTEH NHAMIA30H
(4000 no 8000 Hz). Tlonskora Moxe Ja Bb3HHKHE HaMaleHa CMIOCOOHOCT 3a WyBaHE HA TOHOBE B
roBOpHUS nuana3’oH. OTOTOKCHYHHUAT edekT Moxe Aa Obae no-uspaseH MpH Aeua, NEKYBaHH C
LIMCTUTATHH.

3arybata Ha ciyxa Moxe fia 6b1¢ €eAHOCTPaHHA HIH ABYCTPaHHA M ¢ TEHACHUHA [1a CTaBa BCE MO-4eCTa
M TeXKa C NPUEMAHETO HA MHOTOKPATHH [IO3H; BBIPEKH TOBA, PAAKO Ce ChoOllaBa 3a rTyXoTa cel
NbPBOHAYATHATA 4032 LMCIIATHH. OTOTOKCHYHOCTTa MOXE 1a C€ 3acWid TNpH NPEABAPHTENHO
eIHOBPEMEHHO YepenHo o6nbYBaHe U MOXKe 1a Obae CBbp3aHa ¢ MUKOBATa IUIa3MeHa KOHLUCHTPALMA Ha
uucIuTaTHH. He e ACHO A MHAYLMPAHATa OT LUMCILIATHH OTOTOKCHUHOCT € odpaTHMa.

Tpa6Ba CBIIO TaKa [a C€ OCBILECTBABA BHHMATENHO HabioaeHHe MO OTHOLIEHHE HA OTOTOKCHYHOCTTA,
MUENOJENpecHaTa H aHaQWIAKTUMHHTE peakliuu (BXK. Touka 4.8).

AJIEpruyHH NpPoABH

Kakto ¥ mpM Jpyrd npoAykTH, Oa3sWpaHd Ha mAaTHHA, MOXKE A2 Bb3HHKHAT peakiMH Ha
CBPBLXUYBCTBHTENIHOCT, B [IOBEUETO CIy4au Nno BpeMe Ha nepdysusd, 1 ToBa Aa HAJIOKH MPEKBCBAHETO
Ha nepdy3uATa U NOAXOAALIA CHMOTOMATHYHA Tepanus. Kpherocanu peakuuu, noHAKOra ¢ garaneH
M3X0/, ca HabmoAaBaHM NPH BCHYKH CheJAMHEHHS Ha MnaTHHara (Bxk. Touku 4.3 u 4.8).

YepHoapobHa GyHKINA U XEMATOJIOTHYHU APAMETPH
XeMaToNOrMYHUTE NapaMeTpH M uepHoapoOHaTa ¢yHKUMA TpaOBa ja ce MpOC/NeNsBaT Ha peAOBHH
HMHTEPBAJIH.

KapuyHoreHeH noreHuuan
[Ipu xopa, B pelkH ciy4ad, ynorpebara Ha UMCIUIATHH € CHhBIAJANA C MOABATa HAa OCTpa JICBKEMHY,
KOSTO [10 NPHHLIMI € CBBP3aHa C APYrH JIEBKOMOT€HHH CpeICTBa.

IlMcriatvd € KapLKHOIEHEeH NPH MKILKH M IUThXOBE (BX. TOYKA 5.3).

Peakiliy Ha MACTQTO HA HHDKEKTHPaHeE

Peakuuu Ha MACTOTO Ha UHMKEKTHpAHE MOTAT Aa HACTBIIAT MO BpeME Ha MPHICKEHHUETO Ha LIHCIUIATHH.
Kato ce uMa nmpeaBH Bb3MOKHOCTTA 33 EKCTpaBa3aLius, ce Npenopbuyea aa ce ciean oTOIH30 MACTOTO
Ha HH(Y3HATA 332 BB3MOXKHA HHOHUITPALIKA IO BpEME Ha NPHI0KEHHETO Ha JiekapcTBOTO. [loHacTosLIeM
HE € U3BECTHO CleUMPUIHO eYECHHE Ha peaKLIMH HA €KCTpaBa3alni.

CToMalllHO-YPEBHH peakLHy
["afaeHeTo ¥ MOBPBIIAHETO MOXE J1a Ca HHTEH3WBHH M /1a H3UCKBAT aJICKBATHO aHTHEMETHYHO JICYCHHE.

Peakuyu Ha MMyHocynpechs/ ITopHileHa YyBCTBUTENHOCT KbM HHOEKIHH,
[IpunaraHeTo Ha >KHBH WJIH JKHBH aTEHIOMPAHW BAKCHHU MPH NMALMEHTH, KMYHOKOMIPOMETHPaHH OT

XMMHMOTEPANEBTHYHHU CPEACTBA, BKJIIOUHTEIHO LMCILIATHH, MOXKE N1a IOBEAE 10 CePHO3HH WIH (daTaiHH
uHdexuuy. BakcuHupaHeTO ¢ XXKMBAa BakcHHa TpsAOBa na ce M30Arsa NpH MalUMEHTH, NMOMy4aBalily
LMCILIaTHH. Morart Aa ce npunarat yOUTH WIH HHAKTHBHUPaHU BAKCHHH; BBIIPEKH TOBA, OTTOBOPLT KbM
TAKHBA BAKCHHU MOe 1a Obae HaMaleH. BakcHHaTa cpellly »BJITa TpeCKa e CTpOro NpoTHBONOKa3aHa
nopaax pHcKa oT GaTalHO CUCTEMHO BaKCHHANHO 3abonaBaHe (BHXKTE TOYKa 4.3.)

Ipedynpesicoenusn, cébp3aHu ¢ NOMOWHUME Gelecmsa
To3u nekapcTBeH NpOAYKT cbAbpka 3,5 mg HaTpuil Ha ml, KOHTO ca ekBHBane
npenoppuutTenand oT C30 MakcHMaieH JHEBEH NPHEM OT 2 g HAaTpHUH 32 Bb3pacTe

[{ucrinaTud Moxke Ja Obae AONBJIHUTENHO NIPUIOTBEH 3a NMPHIIOKESHHE C pa3TBOPH,




KOHTO lie ObAaT NPUWIOKEHHU Ha NALUEHTA.
4.3 BiauMoaeilicTBHe ¢ APYIrH JIEKAPCTBEHH NPOAYKTH H ApYrH GOpMH HA B3aHMOAEHCTBHE

[{ucriaTHH MOXKe Aa ce U3non3ea B KOMOHHAUUA ¢ APYF¥ LMTOCTAaTHUMN ChC CHOTBETEH MEXaHHIBM Ha
nefictsue. B TaknuBa cnydan MOXKE 1a Bb3HHKHE aJUTHBHA TOKCHYHOCT.

Muenocynpecusta, NpeJU3BMKaHa OT LMCIUIATHH, we ObJe aJUTHBHA KBbM CBIUECTBYBALIOTO
yBpexKJaHe WIM KbM Noao0bHa TOKCHMHOCT Ha JpPYrH CPEACTBAa KaTo uedanopuiut, QpyposeMuz,
AMUHOTJIKKO3HIHU U Jp., IPUNIAaraHK eTHOBPEMEHHO.

HedporokcnuHu cyOcTaHUHMH

[Ipy €AHOBPEMEHHOTO TNpHIOKEHHE Ha HEePPOTOKCHHHM (uedanocmopHHH, AaMHHOTIIMKO3HIH,
AMdoTepuuvH B HaM KOHTPACTHM BEIIECTBA) NEKAPCTBEHH NPOAYKTH MOXKE Jja CC YCHIIH TOKCHYHHAT
edeKT Ha UMCIUIaTUH BBpXY ObOpeuuTe.

Hegpomoxcuunocmma MoOXe AJa CE€ BJIOWM OT AMHHOMIHKO3WAHHW aHTHMOMOTHUM, NPHIIOKEeHH
eNHOBPEMERHO HNH 1-2 ceaMHUUM cnel JedeHHe ¢ UMCIaTHH. ChbBMECTHOTO NMPUIOKEHHE Ha IpYTH
IOTEHLIHATHO HedPOTOKCHYHM NIeKapcTBa (Hanp. aMpoTepHLUHH B) He ce mpenopbysa [0 BpeMe Ha
NIEYECHHUE ¢ LIMCTLTATHH.

JlekapcTBa, ekCKpeTHpaluy ce npe3 oubpenuTe
[To BpeMe Ha WM cllef] leueHHe ¢ LIMCIUTATHH e HeobXoaHuMo Na ce 00bpHEe BHHMAHHUE Ha ICKapCTBECHH

NPOAYKTH, KOHTO C€ HM3NBYBaT NpeAHUMHO upe3 OnOpeuure, Hamp. UHMTOCTATHIHUTE OJEOMHLHH M
METOTPEKCAT, MOPaAX BEPOATHOCT OT OrpaHHYaBaHEe Ha €IMMHUHHUpaHeTo 4ype3 6vbpeumre.,

Brbpeunara TOKCHUHOCT Ha HpocdaMua Moxke Ja Obe 3aCHIEHa, KOraTo ¢e U3roa3sa B KoMOHHaLus
¢ MMCIUIATHH WK NIPH NaUHEeHTH, Ha KOUTO Npely TOBa € NMpHiaraH LHCIUIaTHH.

HaMmansisaHe Ha JHTHEBHTE CTOMHOCTH Ha KPBLBTA € 3a0ena3aHO B HAKOJKO CNydad, Clel JIEUEHHE ¢
LUUCTUIATHH B KOMOMHauus ¢ OJeOMHMUMH H €TOMNo3HI. 3aTOBA C€ MPEnopbuBa Aa Ce npocieAABaT
JIUTHEBUTE CTOMHOCTH.

OroToKCHYHH cYOCcTaHUMM

EnHOBpEMEHHOTO W/WNU MOCNEAOBATENHO NPANOXKEHHE HA OTOTOKCHYHH (HAnp. aMMHOTTTHKO3HIM,
GpHMKOBM AMYPETHLIM) NEKAPCTBEHH MPOAYKTH LIE 3aCHNAT TOKCHYHHUA e(eKT Ha LIMCILIATHH BBPXY
ciyxosara pyHKUuAp ocobeHo npy HanuuKueTo Ha 6u6peuno HapylneHue. C H3KTIOYEHHE Ha NALMEHTH,
[pH KOHTO ¢€ NpHiarat Ao34 Hag 60 mg/m’ BSA uMcIUiaTHH, ¥ IPH KOHTO CEKPELIMA HA YPHUHATE € [10-
manko ot 1000 ml 3a 24 yaca, He TpsOBa na ce mpeanzBHKBa ¢opcHpaHa anypesa ¢ OPUMKOBH
OHYPETULM ¢ OTJIe] Ha Bb3MOXKHO YBpeXaaHe Ha ObOpeuHHs TpaKT ¥ pa3BUTHE HA OTOTOKCHYHOCT.

Hdochamun Moxe na yTexxHH 3arybaTa Ha ciyxa, NpeaH3BHKaHa OT LIMCIUIATHH.

[lepopanHy aHTHKOArYJIAHTH
B cnyuaii Ha eaHoBpeMeHHa ymoTpeda Ha MepopalHH AHTHKOArYJIaHTH, € MPETOPBYHTENHO fa ce
M3BBLPILUEBA pefoBHa nposepka Ha INR.

AHTHXHCTAMUHHU, PEHOTHA3WHH U APYIH
EnHoBpeMeHHaTa yrnoTpeba Ha aHTUXHUCTAMMHHM, OYKIHW3MH, UKMKAM3UH, JIOKCAllHH, MEKIIO30H,

¢$eHOTHA3HWHH, THOKCAHTEHH HJIHM TPHMETOOEH3aMHUAW MoraT na MacKHpaT CHMID
OTOTOKCHYHOCT (KaTO 3aMaiBaHe U THHUTYC).

KoMmGuHauusa oT MHPOKCUAWH + anTpeTraMuH
[To BpeMe Ha paHROMHU3UPAHO NMPOYYBAHE 34 JICYEHHE HA HANpeaHaN pak Ha sk
OTTOBOp € HEGIAronpPHATHO MOBAKAHO, KOTATO € H3MON3BAaH THPHAOKCHH B KOMOHERALE
(XeKcaMeTHIMENTAMUH) H LMCIUIATHH.




[laxnwrakcen
JleueHHETO € LUCIUIATHH NPpeAU HHPY3HATA ¢ NNAKIHTAKCE MOXKE [1a MIOHIDKHY KIMTHPBHCA Ha
naxynTakcen ¢ 33% M clIeAORATETHO MOXKE 1A YBEIAHYH HEBPOTOKCHYHOCTTA.

AHTUKOHBYJICAHTH/ AHTUENTHWIEOTHIIH
CepyMHHTE KOHLEHTPALIMH Ha aHTHKOHBYJ/ICHBHHMTE JICKAPCTBAa MOTaT Aa OCTaHAT B cyOTepaneBTHUHH

HMBA TO BpPEME Ha JieyeHHe ¢ uucruiaTiH. Hanpumep, npu nauMeHTH, nojyvaBalu¥ UHMCIUIATHH H
(eHHTOHH, MOXKeE 1A C€ MOHIDKH CEPYMHOTO HHBO Ha peHUTOHH. ToBa BEpOATHO C€ ABJ/DKH HA HAMAJIEHa
aGcopbums wuid nosuwied MeraGonusbm. Ilpy Te3u NAUMEHTH HUBATa Ha (PEHHTOMH B IUIa3Mara
TpabBa Aa ce HabmoJaBaT K A03aTa Ja C€ KOPUrHpa no noaxoadil HauHH,

CpecTBa NpOTHUB Nojaarpa
[TucnnaTvH MOXKe Aa NMOBHIUM KOHLEHTpALHATA HAa NMHKOYHA KHCE/IKWHA B KPBBTA, NOPAaJH KOETO NpH

nalyeHTH, NpUEMAaliH €IHOBPEMEHHO CpPEACTBA NPOTHB MOJArpa, Karo ajlomypuHO], KOJXHUMH,
npoGeHeH WK CyNdHHITHPA30H, MOXKE [a €€ HANOXKY KOPUrHpaHe Ha [03aTa Ha TEe3H JIEKapCTBa 3a
KOHTPOJIHPaHe HAa XHIepypPHKEMHATa H 10Jarpara.

HucruiaTHE MOXE Aa B3aUMOJEHCTBA ¢ ATyMHHUH (BXK. TOYKa 4.2).
4.6 Deprunnrter, b peMeHHOCT H KbpMEHE

bpeMEHHOCT

Hama pocTtaTpbyHO JaHHM 3a ynorpebaTa Ha UMCIUIATHH NMpPH OpeMEHHH XKE€HH, HO Bb3 OCHOBA Ha
Herosute ¢GapMaKkoJIOrMYHH CBOKMCTBA ce TpeArnosara, Y€ LMCIUIATHUH NPHYKWHABAZ CEPHO3HH BPOACHH
pedextH. ITpoy4BaHHA NpH >KMBOTHH [OKa3BaT PEMPOIAYKTHBHA TOKCHYHOCT (BXK. TOYka 35.3).
Lucrnatus He TpAOBa Ja Ce H3MOoJ3Ba 1O BpeMe Ha OpeMEHHOCT, OCBEH aKO KIMHHLMCTBT HE CUHTAa, Ye
PUCKBT NPU HHANMBUAYAJTHATA NALHMEHTKA € KIHHHYHO ONpaBaaH.

Kenw ¢ pereponer noreHuuan / Konrpaueniiysa npyu MbXe U KeHH
ITo BpeMe Ha JieUeHHE C LMCIIATHH M Hali-Manko npes cneABallyTe 6 mecena, TpabBa fa ce B3eMar
MOAXOAAIH MEPKH 3a H30areaHe Ha OPEMEHHOCT; TOBA C€ OTHACH 34 NALIMEHTHTE OT ABara I074.

Hpenop'qua ¢ reHeTH4YHAa KOHCYTalHsA, aKO MAUHCHTHT KENae na HMa acua CJiel NNpHKJIOYBaHe Ha
JCUYCHHUCTO.

Knpmene
[{scrinaTiH ce eKCKpeTHpa B MAHYUHOTO MASAKO. LIMCIIAaTHH € NPOTHBOMNOKA3aH B [TEPHO/a HA KbpMEHE
(BXK. TOuKa 4.3).

DepTHauTeT

Toii KaTO NEYEHUETO ¢ LMCIUIATHH MOXKE Aa NpeOu3BHKa HEOOpaTUM CTEPUIHTET, HA MBKETE, KOUTO
MCKAT fa cTaHat Oamy B Objelie, ce mpenopuuea Aa c€ KOHCYJATHPAT OTHOCHO KPHMOKOHCEpBalUA Ha
TAXHATA CIIepMa IMPEAH JICUEHHETO.

4.7 Edexrn BbpXY cnoco0HOCTTA 32 modHpaHe H padoTa ¢ MANIHHH

He ca nmpoBexaaHd Npoy4BaHMs 33 MOCHEOULIMTE BBPXY CMOCOOHOCTTA 3a wWwodHpaHe u padoTa C
MalHHu. Bblpeky ToBa, NMPoQUABT HA HEXENAHHTE peakLHH (KaTo HePOTOKCHHHOCT) MOXke Ja
NOBJIHAHHA B CIIOCOOHOCTTA 32 wodupane U paboTa ¢ MallIHHM.




4.8 Hexenans JeKapcTBEeHH Peakinn

Haii-uecto chobliaBaHuTe HeXKeNaHW peaklHy OT LMCIUTATHH ca OWiIH XeMaTONOrHyHH (JIEBKOICHHH,
TPOMOOLIMTONECHHA M AHEMMA), TaCTPO-HUHTECTHHANHH (AHOPEKCHA, rajeHe, MOBPbIAHE H AUapHi),
HApyWEHUA Ha yXOoTo (CIyXOBH cMmylteHus), 6buOpeuno yspexaaHe (ObpOpevHa HeAOCTATHUYHOCT,
He(POTOKCHUYHOCT, XMNEPYPHKEMHA) H BUCOKA TEMIMEPATYPa.

Cepuo3HH TOKCHYHH edekTH BbpXy Onbpeumre, KOCTHHA MO3bBK M ciyXa ca OMnM JoknaaBaHM TpH
OKONO eHa TpeTa OT MNalUMUEeHTUTe, Ha KOWUTO ¢ Ouna npuwiokeHa eJHOKpaTHa J03a LMCIUIATHH,
peakliiHTe OOMKHOBEHO Ca AO303aBUCUMH U KyMyNaTHBHU. OTOTOKCHUYHOCTTA MOKe Ja 6b1e no-Texka
ApH Aeuara.

YecTOTHTE Ca ONpENEICHH NPU U3MOA3BaHe Ha CeqHATA KOHBEHIHUA:

mHoro yectu (=1/10); yectu (Z1/100 no <1/10); Heuectu (=1/1 000 mo <1/100); peaxu (=1/10 000 no
>1/1 000); muoro peaku (=1/10 000), ¢ HeuspecTHa YecTOTa (OT HATMYHHTE JAHHH HE MOXeE Jaa Obje
HanpaBeHa OLUEHKa).

Tabneua Ha HeXKeJAHHTE JIEKAPCTBEHH peakinuH, ¢hOo0lleHH IO BpeMe HA KIMHHYHHA HJIH
NOCTMAPKETRHTOBHNA ONHT

CHCcTEeMO-OpraHen Knac HYecToTa Hexenana peakuus
Hugbeyuu u unghecmayuu (C HEM3BECTHA YECTOTA Hudexuus®
YectH Cencuc

Hapyuwienua na xpvema u
AUMPHAmMAa cucmema

MHOro yectH

KOCTHO-MO3B4HA HEAOCTATBYHOCT,
TpOMOOLIUTONEHHA, IEBKOMEHHUS,
aHEMHA

C HeM3BeCTHA YeCTOTa

Kym0Bc-nosiosKMTENHA XeMOITUTHYHA
aHEMHA,

Heonnasmu —
dobpoxavecmeenu,
INOKAYECMBEHU U
Heonpeoenenu (6KNIONUMETHO
Kucmu u noaunu)

Penku

OcTtpa neBKeMHA

Hapyrwenus na umynnama
cucmema

HeuecTu

AHadunakrongHa® peakius

Memaboauzma u XpAaHeHemo

Hapywenus na C HeW3BeCcTHa YecToTa [losuiieHa KpbBHA aMUIIa3a,

EHOOKPUHHAMA cucnmema HeaneKBaTHA CeKpeLls Ha
auTHIHMYpeTHYeHd XopMoH (SIADH)

Hapywenua na C HEeW3BECTHA 4ECTOTA Hexuaparanusa, XUNnoKaTHEeMH,

xunodgocdareMmus, XHIepypukeMus,
XHIOOKATUHEMHS, TETAHUS

Heuect

XUNMOMAargesueMHud

MHOro uecTn

XHNOHATPHEMHS

Hapywenua na nepenama
cucmema

C HeHW3BeCTHa 4ecToTa

Mo3b4HOCBAOB HHITHICHT,
X€MOparu4yeH HHCYIT, HCXEMUYEH
HHCYIIT, are3us, uepedpaneH aprepur,
CUMITTOM Ha JIepMuT, MHenonarus,
aBTOHOMHA HEBpONaTHs

Penku

["epuoBe, nepudepHU H
JeBKOeHUEehanonar
obpaTrHMa 3a1Ha
JNIeBKOEHUEDANON: : .L--:

L

/.

Hapywenun na oxomo

C HeHU3BeCcTHAa 4YecTOoTa

3aMBITICHO BHKON
LIBETHa CJIECNIOTA,

o -




CenoTa, OIITHYECH HEBPHT, OTOK Ha
narnuara, rIMrMmCHTALHA Ha pCTHHATAa

Hapywenusa na yxomo u Heuvectu OTOTOKCHYHOCT

aabupunma C Heu3BecTHa yecToTa IIlyM B yiuuTe, rayxora

Cwvpoeunu napywenus C HeU3BECTHA YeCTOTa CbpaedyHo HapylUeHHe
YecTu ApurMus, SpagHkapams, TaXHKapAus
Penxu HHdapkT Ha MHOKapaa
MHuoro penku CopaeueH apect

Cvoosu napyuenus YecTH BeHosed TpoMboembonuszem

C HeM3BEeCTHA YecToTa

TpoMOoTHYHA MHKPOaHTHONATHS
(XEMOJIUTHYEH YPEMHUYEH CHHAPOM),
dbeHOMeH Ha PeiHo

Cmomauino-upesru

C HeM3BEeCTHA YecToTa

[loBpbuiane, rageHe, aHOpPEKCHA,

HAPYULeHUA XBJLAHE, JHADHS

Peaku CTOMATUT
Xenamobunuapuu C Heu3BeCTHA HeCTOTA IToeuiueHU YepHOAPOOHUTE EH3HMH,
HapyueHus MoBULICH OUNTHPYOHH B KPBBTA

Pecnupamopnu, 2pvonu u
MUOUACMUHQIHYU HADYWEeHUA

C HeMU3BEeCTHA YECTOTa

benoapobua emGonna

Hapywenun na xoxxcama u

C HEeH3BeCTHA YeCcToTa

Ob6pus, anonenms

ROOKONCHaQMAa MbKaH

Hapywenua na mycxyano- C Heu3BecTHa 4ecTOoTa
CKERemHama Cucmema u

ChEOUHUMERHAMA IMBKAH

MyckynHu cnazMu

Octpa 6b0peuHa HeIOCTaTHUHOCT,
ObOpeyHa HegocTaTLUHOCT,
6B6pedHo TyOyHO HapyuIieHHe

Hapywenun na 6vb6peyume u | C HeH3BeCTHA YecToTa
NUKOYHUME NLMUWQ

Hapywenus na HeuecTu AHOPMAJTHO CIICpMAaTOreHe3aTa
gv3npouzgooumennama

cucmema u 2vypoama

Ilupexcus (MHOTO 4eCcTo), ACTEHHS,
HEPa3NONOXKEHUE, EKCTpaBa3aliia Ha
MACTOTO Ha HHXXCKTHpaHe'

Obwu napywenun u egpexmu | C Hen3BeCTHA Ye€CTOTA
HO MACMOMO HA
NPURONCEHUE

a: [Ip1 HAKOH NALMEHTH HHPECKLIMO3IHUTE YCIIOKHEHHA €& JOBENH AO CMBPT.,

0: CMMNITOMHTE BKIIFOYBAT OTOK HA JIMUETO, 3a4epBABaHe, XpUnose, OPOHXOCNAIbM, TAXHUKAPAUA H XHIIOTOHH,
e ObAAT BKMIOYEHH B CkOOM 3a aHaMIaKTOMAHATA peakuusa B TalHUaTa 3a HEeCTOTATA HA HEXEIRHUTE
peakumu.B: [TorHiasaHeTo Ha BUN (ypeeH a30T B KpbBTa) H KpeaTHHHHA, CepyMHaTa MHKOYHA KMCEITHHA W/ HIH
HaMa/IABaHETO HA KPEaTHHHHOBHA KIIMPBHC Ca BKIIOMEHHA KbM ObOpeyHaTa HeJoCTaThbYHOCT.

r: B pesynrar Ha eKCTpaBa3alUMATa € NMOABSABA JIOKATHA TOKCHYHOCT HA MEKHTE ThKaHU, BKIMIOYHTEITHO LIETYIINT,
¢$ubpo3a u Hekpo3a (yecTo), bonka (YecTo), OTOK (4eCTO) M epUTEMa (UeCTo).

CrobillapaHe Ha NOAO3UPAHU HEXKEAHM PEaKLUH
Cro0OlaBaneTo Ha NOAO3UPAHH HEXENAaHH peakUMWH clte]] pa3peliaBake 3a ynorpeba Ha NekapcTBeHHs
MPOAYKT € BakHO. ToBa no3BosisiBa 1a NIPOALIDKH HAOMIOAEHHETO Ha CHOTHOLICHUETO MOM3a/pHCK 3a
nexapcTBeHHUs MPoAYKT. OT MEAULIMHCKHUTE CMELMaIuCTH ¢ H3UCKBA Aa ChoOIIaBaT BCAKA MOS03HpaHa
HeXKeNaHa peakliMg Ype3 HAUHOHANHA CHCTEMA 3a ¢hLOOLIaBaHe:
HManbnHuTeNHAa areHUMA 1O JIEKApCTBAaTa

yn. ,,Jdamax I'pyep” Ne §

1303 Cogus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg




4.9 Ilpexo3npane

NOBUINEHOTO BHUMAHME E OT CBHIECTBEHA BAXHOCT 3A U3bBAI'BAHE HA
CIAYHANHOTO IIPEJO3UPAHE.

OcTpoTo nNpeao3npaHe Ha LIMCILUTATHH MOXKE Jia JOBEE IO 3aCHWIBAHE HA OYAKBAHHTE TOKCHYHH €(DEKTH
kaTo OBOpeuHa HeJOCTATBYHOCT, YepPHOAPOOHA HEAOCTATBHYHOCT, TEXKKA HEBPOCEH30PHAa TOKCHYHOCT
(rmyxora), OYHa TOKCHYHOCT (BKIIOMMTENHO OTJIENBAHE HA PETHHATA), 3HAUHTENIHA MHEOCYNPECHH,
HENEeYHMO TafieHe M NMOBPBLUAHE W/WNKH HeBpUT . Moxke 3 HacTbNU W cMbpT. brOpeuHara QyHKumA,
ChpIEYHO-ChA0BaTa (PYHKLMSA M KpbBHATa kapTHHa TpAOBa na ce IpocieiaBaT exXeIHEBHO, 3a Ja C¢
OLICHH MOTEHIHAIHATA TOKCHYHOCT 34 Te3d CUCTeMH. CepyMHHTE HHBa HA MarHe3uil ¥ kanuui tpabaa
BHHUMATEIHO Ja C€ NpPOCIeasBar, KAKTO U CHMITOMHMTE U NMPH3HALMTE Ha A0OpPOBOJIHA MYCKY/HA
pa3pa3sHHTEIHOCT. AKO C€ pa3BHE CUMNTOMATHYHA TETAHUA, TPAOBA [Ja Ce MPUNIOKAT €JIEKTPOJHTHH
nobasku. CepyMHHTE YepHOAPOOHH €H3MMH H MMKOYHATa KUCEMHA ChLIO TpAOBa Na ce npociaeassar
€XEJHEBHO Clel OCTPO NpeAo3HpaHe.

Hama creindpuyeH aHTHAOT B cioydvail Ha mpenosupaHe Ha umcmiataH. CaMo xemMoauanusara €
eheKTUBHA, MAKAp M YACTUYHO, 10 3 4aca ciie]] NPUIOKEHHETO. AKO XeMOQHaIHU3aTa 3anoyHe 4 yaca
CNell Npeno3upaHeTo, TA HMa MATBK edeKT BbpXY eNMMHHUPAHETO Ha UHCIVIATHH OT TANOTO MOpanH
61P30TC H €eKCTEH3UBHO CBBP3BAHE HA IUIATHHATA ¢ Nf1a3MEHHTE NPOTEHHH.

JleueHnueTo B cnyqaﬁ Ha NnpCao3upaHe CC CbCTOH OT Oﬁlﬂ]’l Nnoaabpallil MCPKH.

AKo ce pa3BHe MOBH1IEHA TEMIIEPATYpa [0 BPEME Ha NPOABDKHTEIHA MHENOCYNIPECHS, NO NMPEe3yMILIHA
TpAOBa Ja ¢€ HHCTUNUPA NOAXOAALLO AHTHOHOTHYHO JIeYEHHE, CIIE K3CICABAHE HA MHKPOOHOIOrHYHA

Ky/Irypa.

5. ®APMAKOJOI'HYHH CBOHCTBA
5.1 dapMakoaAHHAMHYHHA CBOHCTBA

dapMakoTepanesTUYHA rpyna: Jpyru aHTUHEOIUIACTHYHH BELWIECTBA, ChEIMHEHHS Ha MAAaTHHA.
ATC kon: LO1 XAOQ]

[{McIaTHH € aHTHHEOIUIACTHYEH areHT, ChAbpXKall NnaTHHa. L{ucratiH npuTexkaBa GHOXUMHUYHM
CBOMCTBA, NoACOHH Ha OHPYHKIIHOHATHHTE aJIKWIHPALIX areHTH, JlekapcTBeHUAT NMpOAYKT HHXUOHpa
JTHK-cuHTe3a upe3 obpazyBaHeTO Ha BBHILHO- M BbTpeBepikHH Bpb3kH B JIHK. Cuuresnr Ha
nporenHd ¥ PHK cbwo Taka ca nHXuOMpaHy, HO B [TO-MaJIKa CTEIEH.

BBnpekH ye NpHHLMNHUAT MEXaHH3bM Ha AefiCTBHE Ha UHCIUIaTHH W3rnexaa ¢ uuxubupanero Ha JJHK
CHHTE3aTa, APYrd MEXAHH3MH, BKIIOUMTENHO YCHIBAaHE HA TyMOpHaTa HMYHOF€HHOCT, Moratr Ja
INOTUTHHACAT 32 HEroBaTa AHTHHEOIUIACTHMYHATA AKTHUBHOCT. OHKOMOTrHYHHUTE XapaKTEPHCTHUKU Ha
LMCIIATHH Ca CPAaBHHMH € TE3W Ha IKHIMpauTe cpeacrsa. LlucmiaTiH npHTeXkaBa CBHIIO
HMYHOCYNPECHBHM, PaIHOCEHCHOWIH3MpAIUH H aHTHMHUKPOOHH CBOMICTBA.

[{ucnaTiH BepOATHO HAMA CHEUUGHYHO ACHCTBHE MO OTHOLUEHHE HA KIETHYHHTE (a3H U UHMKBI.
OcBeH TYMOpPHH KJIETKH, [JIABHO MPHLEIHUTE TbKaHW ca TE3W, KOMTO C€ Xapakrepusupat ¢ Obp3a

KNn€Tb4Ha npﬂnmbepauuﬂ, KaTO KOCTCH MO3BK, CTOMALIHO-HpEBHA JIWTaBHMLla H FTOHAOH.

5.2 PapMAKOKHHETHYHH CBOKCTBA

Abcopbums
[ucnnatuy 06MKHOBEHO ¢e MpHIIara MHTPABEHO3HO, 3a npeano4rTaHe upes IV
[lo BpeMe Ha KOHBEHLIMOHAIHUTE MHTPAaBeHO3HU HH(Y3UH, [1a3MEHUTE HHBA
MOBUIIABAT NOCTENEHHO M JOCTHIraT MUK B Kpas Ha UH(Y3HATA.




CTPBbMHH KOHIIEHTPALMOHHH TPAAHEHTH MEXITY HHTPanepUTOHCATHHTE H TUIa3MCHHTE JICKapCTBEHH
HUBA MOTAT 1a OLAaT MOCTUMHATH Ype3 HHTpanepHTOHSalHO NPUIOKEHHE.

PasnpenesneHue
Hma no6po ycBosBaHe HA LMCIIIATHHA OT OhOpenuTe, YepHus APo0, mpocTaTara U YepBara. [loseue OT

90% OT BHIOBETE, ChAbPHKALH MIaTHHA, OCTABALIIH B KpBbBTa, Ca CBbpP3aHH { B€POATHO HEQﬁP&THMG) C
ia3IMEeHHTE NPOTCHHH.

[pouuksaneTo B Lepebpocnunannata Teudoct (CSE) e cja60, BLIPEKH Y€ 3HAYMTEIHH KONHYECTBA
LUCILIATHH MOTAaT /ia GbIAT OTKPUTH B HHTpallepeOpanHi TYMODH.

KnupbHCET Ha MUIaTHHATa OT asMaTta € Obp3 npes MbpBUTE YETHPH Haca CJICA MHTPABCHOZHO
[PHUIIOKEHHE, HO Clie] TOBA CE OCBIUECTBABA N10-0aBHO MOPAAH KOBICHTHO CBBP3BAHE CBC CEPYMHHTE
nporedHH. Hupara Ha HeCBbp3aHa IUIATHHA HaMA/ABAT C ITOJYXKHBOT OT 20 MuHYyTH po | uac, B
3aBUCHMOCT OT CKOpOCTTa Ha MH(Y3HUA HA JIEKapCTBOTO.

Crien MOBTAPALIY C€ KYPCOBE Ha JIEYEHHE H3IVIeKA Y€ UIATHHATA CE HATPYMBA B TEJCCHHTC ThKAHM M
ce OTKPHEA B HAKOM TBKaHH A0 6 Meceua cliell ocneHaTa 103a OT JISKApCTBOTO.

buorpancdopmanua
MeTaboTMTHATA Cb0a Ha LMCIUIATHRA HE € HAITLIIHO H3dcHeHa. buoTpancdopmauusiaTa ce OCHLIECTBABA

ype3 GBP30 HEEH3UMHO NMPEBPBUIAHE B HEAKTUBHHW METAaDONIMTH, KOMTO HE ca HAeHTHHUHMPAHH ChC
CHI'YPHOCT.

Enumubypase

EnMMHMHMpaHeTO Ha  HEMPOMEHEHOTO  JIEKapCTBO M PA3NIMYHHTE  MAATHHOCHABPKAIIH
GHoTpaHCHOPMALUMOHHM MPOAYKTH C€ H3BBpLIBA ype3 ypHHaTa. OKOJIO 15-25% ot npwioxeHata
[UTaTHHA c€ eKCKpeTHpa Obp30 npe3 mepeuTe 2-4 yaca CNICA NMPUNOKEHHCTO Ha LIMCIIATHH. Tasu panna
eKCKpellf Ce CbCTOH MPERMMHO OT HenpoMeHeH wuucnnatud. IIpes mbpeuTe 24 4aca cnen
npuiokeHuero ce exkckperupar 20-80%, a ocTaHanoTO KOAMMECTBO € CBBP3aHO € THKAHHTC HIIM
JIa3MEHUTE MPOTEHHH.

5.3 IlpeaxIHHHYHH JaHHH 32 0€30NACHOCT

[Mpy HEKIMHHYHH MPOYYBAHHSA 32 TOKCHYHOCT NPH MHOTOKPATHH NO3H Ca HaGmopnasaun 6bOpeuHo
yBpeXKJAHE, MOTHCKAHE Ha KOCTHHA MO3bK, CTOMAIUHO-YPEBHM HapyLICHHA, OTOTOKCHUHOCT,
HEeBPOTOKCHYHOCT M MMYHOCYTIPECHS TIPH HHBA Ha €KCMO3MLMA, MONOOHH HA KIMHWYHWTE HHBA Ha
€KCIIO3ULIMA.

HeknuHY4YHHATE AAaHHH [OKA3BaT, Y€ LMCIUVIATHH € MYTare¢HeH, r¢HOTOKCHYEH KW KaHUCPOI€HEH.
Tumycud nuM¢poMH, aACHOKAPUHHOMH Ha MJICYHATa JKIE3a, dubpo-nunocapkoma u 6enoapobHH
afeHOMH Ca JOKNANBaHK OT MPOYYBAHHA C MOBTApALUM Ce JO03H C MPOABIDKHTEHOCT A0 19 ceamHuuu
npu Muwxu. Jlesxkemus u 6nOpeucH GubpocapkoM ca chOOWABAHK OT MPOYUBAHWA C MHOTOKpaTHH
00341 N0 3 ceAMMLM ITPH MIBLXOBE.

HexIMHUYHN NPOYYBAHHS MPH MHUIKH NOKA3BaT, 4€ LMCIUIATHH NMPHYMHABA IHPEKTHO YBPEKIAHE HA

'bPBUYHMTE (DOJIMKYTHH OOLIMTH, KOETO BOH [0 aNonTo3a M N34epIBaHe HA AHIHHLMTE. LlnucruiaTHHET

NpUUYMHABA YBpeXAaHe Ha TECTHCHTE W HaMallsBaHe Ha OpoA Ha CEPMATO30MANTE NPH MHILIKH, ITIaBHO

ype3 edekTH BbpXy AudepeHLHpaHHTe CEpMaToroHHH. Te3u HaXOAKH MPEAron AJHH
3

KJIHHUYHO 3HAYHMH €(DEeKTH BbPXY MBKKHUSA W KEHCKHA PepTHIMTET, KOMTO MOXE JZXLa

[IpoyuBaHKHATa 32 TOKCHYHOCT BLPXY Pa3sBMTHETO MOKAa3BaT, HE LMCIUIATHH € ¢ £
MMIIKH M IUTBXOBE H TEPATOT€HEH K MpH IBATA BUAA NPH HHBA Ha €KCMO3HIIHA, @
KNHMHHYHA SKCITO3UIIMA.




[TpoyuBaHHS MpH rpH3aduy NOKA3BaT, Y€ €KCMO3HLMATA M0 BpeMe Ha OPEMEHHOCT MOXE 12 NPHIHHH
TYMOPH NpH BB3PaCTHH B IOTOMCTBOTO.

6. ©GAPMAIEBTHUHN JAHHU

6.1 CoachK HA NOMOINHHTE BenlecrBa

Harpues xnopua

Hartpues xuapokcua (3a Kopexuus Ha pH)
XopoBogopoaHa KucenrHa (3a kopekunsa Ha pH)
Bopa 3a MHXEKLMH

6.2 HecLBMEeCTHMOCTH

Ila He ce AONMyCKa KOHTAKT ¢ alyMuHHiA. L{ucrnaTHH Bu3a B XHMHUYHA peaKiMs ¢ ATyMHHHIA U 00pasyBa
yepeH MPELUNUTAT OT IUIaTHHA. BCHYKH ChABpXKalLM ATyMHHHH BEHO3HU CHCTEMH, HMIJIH, KATCTPH H
CIpHHUOBKH TpA0Ba Aa ce w3barsar. LldcrnaTud ce pasnara ¢ pasTBoOp B CpeJla C HUCKO ChABPIKAHUE
Ha XJIOPHJ; KOHLEHTpaUHATa Ha xyopun Tpsabsa aa 6»vae papHa noHe Ha 0,45% HaTpHeB XJIOPHA.

[Topanu AMIicaTa Ha NPOY4BaHKS 33 CbBMECTHMOCT, TO3Y JIEKAPCTBEH MPOAYKT He TPAOBA Na ce cMecsa
C JPYTH JIeKapCTBEHH NPOAYKTH.

AHTHOKCHAAHTH, (kato HatpHes MeTtabucyndur), OukapGoHatn (Harpues OGukapbonar), cyndar,
(ayopypaLmi ¥ nakauTakcen MoXke 1a HHAKTHBHPAT LIMCIUIATHH B HH(Y3MOHHATE CHCTEMH.

Llucrinatux TpaGBa a ce M3MO0JI3Ba €AUHCTBEHO C Pa3TBOPHTE, MOCOYEHH B TOUKA 6.6.
6.3 Cpok ga rogHocr

Ilpeou omeapsne

3 roguHH

Cneo paspescoare

Xumudeckata M pusnyecka cTaGUNHOCT NpH ynotpeba cnen paspexiaane ¢ HHPYIMOHHHUTE PasTBOPH
ONMCAHU B TOUYKa 6.6. MOKa3BaT, ue Cleq paspexaaHe ¢ NpernopbUUTEIHHTE HHTPABEHO3HH Pa3sTBOPH,
ucrinatHH AKopa ocTtaBa crabuieH 24 yaca npu craiiHa Temneparypa oT 20 ao 25° C. PaspeaeHuar
pa3TBOp TpAOBa Aa ce npeanassa OT CBETVIMHA, He ChbXpaHIBaHTe pa3speaeHUTE pa3TBOPH B XJIaJHIHHK
iy ppusep.

OT MHKpOGHOIOrHYHA IIEIHA TOUKA, pa3peaeHUAT NPOXYKT TPpAOBa Aa ce H3non3pa He3abaBHO. AKO He
ce NPWIOKH He3abaBHO, BPEMETO M YCNIOBUATA HAa CbhXpaHeHHe A0 ynorTpedara ca OTTOBOPHOCT Ha
NpuUJaraiys JEKapcTBOTO H pa3pexAaHeTo TpAOBa 1a CTaBa B KOHTPOJIWPaHH H BAIHAHPaHH aCENTUYHH
YCJIOBHA.

6.4 CpnennaaHy ycJI0BHA HA ChXpPaHeHHe

Hepazpeden pazmeop:
Jla ce cpXpaHsABa KapTOHEHATa ONMAKOBKa, 32 Aa ce Npelanasd or ¢BetnuHa. Jla He ce
XJIAJAHNHHK WM 3aMpa3sBa.

AKO B pe3yNnTaT Ha M3jlaraHe Ha HMCKHM TeMIepatypH ca ce obpasyBanH Kp
pa3TBOpETE OTHOBO 4Ype3 MOCTaBsAHE Ha QIAKOHMTE Ha CTaifHa TeMIMepaTypa, 10Ka
pa3TBOP.
[TpomyxTsT TpaAGBa Ja ce M3XBBPIIH, aKO Pa3TBOPLT HE C& H3OHCTPH Cnell eHepruy




3a yCcNOBHATA HAa ChXPaHEHHE Ha pa3peicHus NMPOAYKT BUKTE Touka 6.3.

6.5 /lanHH 3a ONAKOBKAaTAa

3a 10 ml
10 ml cTekneH dnakon THn I ¢ kexnuGapeH uBAT, ¢ XOpoOYTHIOBA CHBA 3amylialika, 3ane4araH ¢
alTyMHHHEBO OTYYMNBAILO ce npo3pa4yHo 6410 kanave/20 mm oTHynBalo C€ NPO3pavHo Kanaye.

3a25mli
30 ml crekneHd ¢nakon TMN 1 ¢ kexnubapeH UBAT, ¢ XNopoOyTHNIOBA CHBa 3amyluanka, 3ane4yaTaH ¢

allyMHHHEBO OTYYIBALIO ¢e Mpo3payHo Oano kanaye/20 mm OTYYNBALIO Ce NPO3payHO Kanaye.

3a 50 ml
50 ml cTerieH dnakon Tan I ¢ KexiuGapeH UBAT, ¢ XJIOpPOOYTHIOBA CHBA 3aMmylIajika, 3aneyaraH ¢

aTyMHHHEBO OTYYMBAILO ce Npo3payHo 0410 Kanaye/20 mm oTYynBailo ce npo3payHo kanade.

3a 100 ml

100 ml creien daakoH THN | ¢ kexnubapen ugar, ¢ 20 mm, S127 — 4432/50 cuBa Kay4ykosa
samywanka, 3aneyataH ¢ 20 mm aqyMHHHEBO OTYyNBallO ce npo3pauyHo 6smo kamawe/20 mm
OTUYIBAILO C& NPO3PavHO Kanaue.

He BcHuKkH BHAOBE ONAKOBKK MOraT Ja ObJaT mMycHaTH Ha f1a3apa.
6.6 ChnenpajHu npeana3suy MepKH NPH HIXBbPJsHE H padoTa

IIpurorBade H padora ¢ NpoAyKTAa

[ToroOHO HAa BCHYKH AHTHHEOIUTACTHYHH NPOAYKTH, NMpH paboTa ¢ WMCIIaTHH € HEO0X0AHMO MOBHILIEHO
pHUMaHHE. JlekapCTBEHHAT NMPOAYKT TpAGBa Ja ce paspeau npeau ynortpeba. PasrsapsHero Tpadsa aa
ce OCBLIECTBSBA NPH aCENTHUYHK YCIOBHA OT 00y4yeH B choTBeTHaTa obnacT nepcoHan. Tpabsa na ce
H3MOI3BAT NpeAnasHy pLKaBULM H A C€ B3CMaT NPEAna3HH MEPKH 3a H30ArsaHe Ha KOHTAKT ¢ KoXarta
4 TAraBHLUMTE. AKO BCE Nax HMa KOHTAKT C Ko)kara, Ta TpaOBa He3a0aBHO fla ceé H3MHE ¢ BOJIA Y CalTyH.
[Tpu KOHTaKT ¢ KOXaTa ca HabaroaaBaHu cepbesk, U3rapaHUs H 3a4YepBsaBaHe. B cnyval Ha KOHTAKT C
nurasunyTe, TE TPAGBA Aa ce U3MHAT OGHIHO ¢ BoAA. IIpH HHXaHpaHe ce chobluaBa 3a AMCIHed, Goka
B IPBAHHS KOLl, APa3HEHE Ha I'bPJIOTO U FaAcHe.

BpemenHuTe JKEHU TPAOBRA 1a H3DATBAT KOHTAKT ¢ LIMTOCTATHYHM JIEKapCTBa.
TenecHu oTManbLH K NOBLPHATA MaTEPHA TPAOBa Aa ce H3XBBLPIAT BHHMATEHO.

AKO pa3TBOPBLT € MbTeH WK 3abenexwure yraiika, KOATO HE Ce€ pasTBaps, (pnakOHBT TpAOBa na ce
H3XBBPIIH.

[ToBpenerusT ¢nakoH Tpabea na ce cuMTa 3a U Ja C€ TPETHPA ChC CHLUMTE NMPEANa3HH MEPKH, KaKTo
KOHTAMHHHMpaH OTMagbK. KOHTAaMHUHHpaHUAT OTMaAbK TpsdBa Ja ce CbXpaHdABa B CHCHMAITHO
0603HAYEHH 3a Le/ITa ChAOBE 33 OTNagkLU. Bikre no-gony ,, Y HUILIOKABAHE HA OTMAXBLUTE",

IIpuroTssine HA PA3TBOP 32 HHTPABEHO3HO MPHJIOKEHHE
BaeMmeTe He0OXO0AMMOTO KOMHYECTBO Pa3TBOP OT (h1akoHa U paspefieTe ¢ MOHe | JIUTBP OT CIACAHHTE
pa3TBOpPH:

- (,9% natpues xopua

- cMec ot 0,9% narpues xnopun / 5% rmokosa (B ceoTHOLUeHHe 1:1), (kaTo ce
koHuenrpanu: 0,45% HaTpues xopun, 2,5% rnwokosa)

- 0,9% narpuer xnopua u 1,875% maHuTON 33 HHXEKTHPAHE

- 0,45% HatpueB xnopuj, 2,5% rmokoza 1 1,875% MaHHTON 32 HHOKEKTHPaHE




BuHaru nposepsBaiiTe HIDKEKLMATA NPpeaH ynoTpe6a, AKo Pa3sTBOPET He € OHCTBP WIH ce e 0OpasyBana
HEpa3sTBOpUMA yTa¥ka, pa3TBOPBT He Tpabea aa ce u3nonssa Tpsabea Aa ce npuwiara camo OHCTBD
pa3TBop, 6€3 HacTHIIH.

AKO BB ¢1akoHa ce HabmoONaBaT yTailka UNH KPHCTAIH, OCTABETE ¢nakona Ha craliHa Temnepatypa
(20 - 25°C), nokarto ce noimyuu GHCTHP pasTBOp. HeoTBopeHuaT kOHTElHHep Aa ce nma3su OT CBET/IHHA.
IIpoxyxrsT TpsabBa fa ce H3XBBPIIM, aKO Pa3TBOPBT HE ce M3OHCTPU cnel eHepruYHO pasKiallaHe.

JA HE CE pomycka KOHTaKT ¢ MEZHUHHCKH H30€IHA U MaTePUalH, KOMTO ChABPIKAT ATYMHHHH.
HA HE CE npunara Hepa3speaew.

3a MHKpOOHOJIOrHYHATA, XMMMYHA M (u3UuHA CTAGHAHOCT pH ynorpebata Ha Hepa3peAcHUTE
Pa3TBOPH, BXK. TOYKA 6.3.

Haxpnpanne

Beuuxu Matepuany, kouto ca GWIH M3M0MI3BaHM 32 IPUrOTBAHETO H MPHJIAraHeTo, WU KOUTO ca Owium
B KOHTAKT € UHMCILTATHH NO HAKAKBB HAYWH, TPSOBA Ja Ce M3XBLPIAT B CHOTBETCTBHE C MECTHMTE
pa3nopendH 3a UWMTOTOKCHYHK OTnaabLy. JlexapcrsaTa He Tpabsa na ce H3XBBPJAT B KAHATH3ALHUATA
WIH B KOHTEHHEpa 3a noMawHk oTnamsi. [lonuraiite Bamma dapmauest kak na H3XBPNSATE
JICKapCTBaTa, KOMTO BEYE HE U3NON3BATE. Te3H MEPKH LUEe CIIOMOTHAT 32 ONa3BaHe HAa OKOJIHATA cpeaa.

7. IIPUTEXATEJ HA PASPEHIEHMETO 3A YIIOTPEEA
Accord Healthcare Polska Sp. z o.0.,

ul. TaSmowa 7,

02-677, Warszawa, Mazowieckie,

ITona

8. HOMEP(A) HA PASPEIIIEHUETO 3A VIIOTPEEBA

Per. Ne 20110471

9. JATA HA ITbPBO PA3PEIIABAHE/MOIHOBABAHE HA PA3IPEINEHMETO 3A
YIIOTPEBA

Hara Ha mbpBo paspemasane: 02 asryct 2011 .
Jata Ha nocneano noaHoeasane: 03 HoeMepn 2016 T.

10. JATA HA AKTYAIM3HPAHE HA TEKCTA

Hoemapn 2023 r.




