KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA



1.  HWME HA JIEKAPCTBEHUS IPOJYKT
2 A/ O 6.7

LIMTAPABHUH AKOP/] 100 mg/ml HHH{EK‘HHDHE}? HIIH .}‘IH(IJyB.HGHe.H pa3TBOp : 1-01- Mme
CYTARABIN ACCORD 100 mg/ml solution for Injection or infusion - ;—\9 f 33 s

2, KAYECTBEH U KOJIMYECTBEH CHCTAB
| ml ceabpka 100 mg uurapabuH.

Beeku nnakon or 1 ml ceaepka 100 mg uurapabun (cytarabine).
Beeku ¢iakon ot 5 ml cpabprka 500 mg uurapabun (cytarabine).
Beeku paakon ot 10 ml ecvawpika 1 g uurapabun (cytarabine).
Beeku uiakon ot 20 ml ceabpika 2 g umrapabun (cytarabine).
Beeku guakon ot 40 ml cvabpxka 4 g unrapabun (cytarabine).
Beeku aakon ot 50 ml cvavpxka S g uurapabun (cytarabine).

3a bJIHKS CMUCHK HA TMTOMOLLHUTE BeleCTBA BUXKTE Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA
NHKeKLIMOHEH MU HH(Y3UOHEH pa3TBOP.

JlekapcTBEeHMAT NPOAYKT € npo3paueH, 6e31BeTeH pa3TBOp, B KOUTO HAMA BUAUMH YACTHULIH.

pH: 7,0 - 9,0

4, KJIMHUYHU JAHHU
4.1 TepaneBTHYHH NoOKa3aHHSA

3a npeM3BUKBAHE HA PEMMCHS MPH OCTPAa MUEIOM/IHA JIEBKEMHS [pH BB3PACTHH M IpH Apyra ocTpa
JIEBKEMHS TIPH JIella U Bb3PACTHH.

4.2 /l03HpoBKA H HAYHH HA NPHJIOKEHHE

J1lo3upoBka

Jleyennero ¢ unrapabun TpadBa 1a ce 3am0uHe OT MIIM J1a Ce MPOBEX/A Clie KOHCYJITALlUM C JIeKap C
ABLJITOTO/IMLICH OIMHUT B JICYCHUETO C UMTOCTaTHLM. Morat 1a 6bJaT nafieHH camo oOLIM MPEenopbKH,
ThH KaTO OCTpa JIEBKEMHS C€ JIEKYBa MMOYTH U3LAI0 ¢ KOMOMHALIMM OT LIATOCTATHIIH.

[Ipenopbku 3a po3upane morat na 6baaT HanpaBeHHM CHOOPA3HO TENIECHOTO TErJO (mg/ kg) wnm
cboOpa3Ho TesecHata nmoebpxHocT (BSA) (mg/m?). Ilpenopbkure 3a JA03upaHe Morar jga Obaar
PCBBPHATH Ype3 HOMOIPaMH OT TAKHBA, ONpPe/Ie/IeHH CbOOPa3HO TEJIECHOTO TErJIO B TAKMBA, CBbP3aHH

C TeJlecHaTa MoBbPXHOCT.

[.  Hnoykyus na pemucusi:

a) llpoawvmxurenHo neyenue:




3a NPpOABIDKUTENHO JICHCHHE C LEN HHAYKUHA Ha PECMHCHA Ca HUINON3BAHH CIIEJHHTE PEXIHMHU Ha
HO3HPAHC.

1) bbp3o HikekTHpate - 2 mg/kg/nHesHO € pa3yMHa HaYalHa [03a. [1punara ce B npoaskedye Ha 10
aHU. Beekn nen Tpabsa na ce u3cieaBa KpeBHA KapTHHA. AKO He € 3aGeng3an [IPOTHBOJICBKEMUYEH
epeKT W HIMA OYEBHMIHA TOKCHYHOCT, MOBMIIETE HA dmg/kg/nHeBHO M moRAbLpKaiiTe, JOKATO He Ce
Habmr0/1aBa TepaneBTHYeH OTrOBOP MM TOKCHYHOCT, [TOUTH BCHYKH NALMEHTH MOraT Ja JOCTUrHAT
TOKCHYHOCT C TE3H JJO3H.

1) 0.5 - 1.0 mg/kg/aHeBHO Moxe Aa ce mpunarar c HHQY3HA C MPOABKHTENHOCT A0 24 vaca.
PesynraTtute oT efHO4YacOBH HHbY3HM ca SUNH 3a10BOTHTENHH IIpH MHO3KHHCTBOTO OT nauueHTy. Chen
10 AHM TasH mBPBOHAYANHA AHEBHA 1032 MOXE Ja ce yBenHud no 2mg/kg/nHeBHo cnopen
TOKCHYHOCTTA. [IpoabikaBaiiTe, AOKATO C& MOABM TOKCHYHOCT HITH PEMHCHSI.

b) HHTepMHTEHTHO Neyenue:
3a HHTEPMHTEHTHO fIeYEHKE C e/ HHAYKLMA Ha PEMHCHA € H3MOM3BaH CHe AHHAT Pe’KHM Ha OO3HpaHE.

1) 3-5 mg/kg/AHeBHO ce MpMNaraT MHTPABEHO3HO MeET MOC/IENOBATE/IHH IIHM. Cnen nByaHeseH 1o
AICBETAHCBEH ICPHON C€ Npunara caeasalmaT Kype. [lpoawmkasa ce, 10KaTo ce N0sABK OTrOBOP WK
TOKCHYHOCT.

CrnoblIaBa ce 3a nosABa Ha IbPBO IOKA3ATENCTBO 33 noaodbpeHne Ha GYHKIMATA HA KOCTHHA MO3DBK
Mexay 7 W 64 nuy (cpenno 28 aHK) clen HAYANOTO Ha TepanuaTa.

KaTo 14110, aKO NauUMEHTHT He MOKaXKe HUTO TOKCHYHOCT, HHTO PEMHCHSA Cliel 3a10BOJIUTE/IeH OTMT,
HMa OCHOBaHHE 3a MPEANa3MBO NMpHiaraHe Ha No-roaeMH Ao3u. Kato npaBwio NaumMeHTHTe NOHACAT
fIO-BUCOKHTE 103, KOraTo JICKApCTROTO CE MPHJIara KaTo Gbp3a HHTPaBEeHO3HA HEKEKUHS B CPABHEHHE
¢ 6agHaTa uHdy3us. Tosa sB/IeHHE ¢ CBBP3aHO ¢ GBP30TO pasrpakjaHe Ha uMTapaOMH M KpaTKOTO
U3J1araHe Ha BUCOKaTa K03a.

1) Lurapabun 100-200 mg/m?24 wyaca,e 6WI M3MON3BAH KATO NpOABLJLKHTENHA HH(pY3HA B
NPOABIDKEHHE HA 3-7 NHM CAMOCTOSTENHO WM B KOMOMHAUMA ¢ APYTM LMTOCTATHUM, BKIIOYBALIA
HarpUMep aHTPALMKIIMH, oMb THUTEIHY LIMKJIH MOTaT 1a Ce IPHNAraT Ha HHTEPBAIM OT 2-4 ceMMLIM,
JAOKATO C€ MOCTUTHE PEMUCHA WIH HENMPHEMIIHBA TOKCHUHOCT.

2. Tlodovpocawa mepanua.
Ho3npaHeTo 1 cxemaTa Np1 NOAXbPKALLA TEPANTHA BAPHPAT B 3aBUCHMOCT OT H3MNO3BAKUS PEXKHM.

CrneaHHTE CXEMH Ha /l03HpaHe ca GUNM H3NOA3BAHM 32 MPOABLKUTENHO JICYEHHE el MHAYKIHA Ha
pPEMHCHA.

1} PeMHCHH, KOMTO ca GWITM MHIYUMPAaHH C LMTapabHH MITH HAKAKBO ApYyro JeKapcTBO, MOrar aa ce
NOARBPKAT HpE3 WHTPABEHO3HA WIH MOAKOXHA MHXeKuus oT | mg/kg BegHbX WIM ABa MBTH
CEAMHHHO.

1) Lurapabun cbyo Taka ce npunara B go3y ot 100-200 mg/m?, KaTo HenpekbcHaTa MHMY3UA B
MPOAB/DKEHHE HA 5 JHW HA MECEYHH HHTEPBAIM KATO MOHOTEPANHS WM B KOMOWHALMA C opYyrH
LIUTOCTATHLIA.




Bucoxu oozu:

[lurapabuH, NOA CTPHKTHO MeOMUMHCKO HabiiomeHue, ce IpAjara KaTo MOHOTEpanHi HIH B
KOMOHMHALMA C APYTH UMTOCTATHLM, B A03H OT 2-3 g/m?, kaTo MHTpaBeHO3Ha MH(Y3HA B IPOABIDKEHHE
Ha 1-3 yaca Ha BcekH 12 4aca 3a 2-6 anH. (O61wo 12 no3u Ha uuksn). He Tpa6sa aa 6b0e HanBuinaBana
0bwa neyebHa no3a ot 36 g/m®. YecToTaTa Ha LIMK/INTE Ha JIEYEHHE 3aBHCH OT OTroBOPAa Ha JICYEHHUETO
A XEMATOJIOTHHHATA H HEXEMATOJIOrHYHAa TOKCHUHOCT. OTHEceTe ce CBhI0 TaKa KbM MU3UCKBAHUATA 34
NPEeANa3HH MEPKH NPH CNHpPaHE HA JIEYEHHETO.

Heduampuunuy nayuenmu:

bezonacHocTTa npH 6e6eTa He e ycTaHOBEHa,

Hayuenmu ¢ 4eprodpobuo u 6vOpeuno yepexcoane:

[MaunenTy ¢ HapyuieHa 4yepHoapoGHa wiu 6u6peuna bynkuua: Tozara TpAOBa aa Obae HaManeHa.

Lurapabun moxe na ce auanusupa. CnepomatenHo, Llurapabun He TpaOBa na ce npunara
HEMOCPEACTBEHO NMpean WIH Chea AUanu3a.

llayuenmu 6 cmapuecka ev3pacm:

Tepanus ¢ Bucoka no3a npu nauxeHTH Hax 60 roaMHKM TPAOBA Ja Ce MPHJIAra camo Cjiel BHUMATEIHA
OLEHKa Ha 10/3aTa H PUCKa.

HauuH Ha npunoxenue:

3a yKa3aHUA OTHOCHO pa3spexaHeTO Ha JIEKAPCTBEHHS NPOAYKT NpEai [PUIOKEHHE, BUXKTE TOUKA 6.6.
Livrapabut e npeHasHaq9eH 3a HHTPABEHO3HA HH(PY3HA WM MIDKEKINA, WIH HOIKOKHA HIDKEKLHA.

[TonKkoXHOTO HHXEKTHPaHE OOHKHOBEHO Ce NOHAcs 1o6pe H ce MPenophyBa, KOTATO CE M3NOI3BA KATO
MOAABbp:KALLA TEPAIIHA,

LluTtapabrn 100 mg/ml ve TpaGBa ga ce npunara MHTpaTeKaaHo.
4.3 IIpormsonokazannn

CBPBXUYBCTBHTE/THOCT KbM LWTApabMH WIM HAKOE OT MOMOILHMTE BelecTBa Ha LuTapadbun
HH)XXEKLHOHEH pa3TBop, U30poeHH B Touka 6.1.

AHEMHA, JIEBKOMEHHR H TPOMGOLIMTONEHHS ¢ He-MaJluFHEHa eTHOMOrHS (Hanp. anna3ug Ha KOCTHHA
MO3DBK); OCBEH aKO JIEKapAT He MNpPELeHH, Ye TaKOBa IEUCHHE NpeIara Mo-HaaexHa aJITCpHaTHBA 3a
nalueHTa.

JlereHepaTHBHM U TOKCHYHM eHLE(ANONaTHH, 0COGEHO CiE/ HINONBAHETO HA METOTPEKCAT WIH
JIeYeHHE C HOHU3MPALLIO TBUEHHE,

4.4 CnenuasiHe npeaynpexaenns B Npeana3sHi MEPKH IpH ynorpeda

[IpenvnpexaeHua:

[lutapabun TpsabBa na ce M3nMoOnN3Ea caMo ¢ M3KIIOYMTENHA NPANa3IUBOCT NpH
HacKopo ca OHMN MOANOXKEHH Ha TBYETEPANUA WIH APYTH LINTOTOKCHYHM CpEeacCTBa.




[iutapabun TpaGBa na ce mpunara caMo ¢ MOBHMILEHO BHHMAaHHME MOJ PBKOBOACTBOTO HAa
CNELHATIH3HPAHO OHKOJIOTHYHO 3BEHO, pasnoJiarallo ¢ BB3MOXKHOCTH 3a PeIOBHO HaGJIONEHHe Ha
KIIMHHYHATE, OHOXHMHUYHH H XEMaTOIOTHYHH eeKTH M0 BpeMe U clie] NIPWIOKEHHE.

[{uTrapabuH € cWwieH CYyNpecaHT Ha KOCTHHMSA MO3BK. JleueHHeTo TpAOBa Ja 3ano4He BHHMATETHO MpH
MALMUCHTH C MaHHH 3a NpeAXoXkaanla JeKapCTBO-HHAYLMpaHa MHenocyrnpecus. [TauMeHTH, KOUTO
MoTyHaBaT TOBA IEKapCTBO, TPAOBA Aa Ca MO/ CTPOT NEKAPCKH KOHTPON M 10 BPEME Ha MHIYKLMOHHATA
Tepanus TpAdBa ©XEAHEBHO Ja MM ce M3CNeaBa Opos Ha JIEBKOLMTHTE M TpoMOoUHTHTE.
H3cneaBaHusTa Ha KOCTHHA MO3bK TPAGBA 12 C€ HIBLPIUBAT YECTO Clie KATO B nepudepHaTa KpbB He
C€ YCTAaHOBABAT OJIACTHHU KIETKM.

Tpabea na ca Hanuue ycROBHS 3a JIEYEHHE HA YCIOKHEHMATA OT KOCTHOMO3BYHATA CYINPECHA, KOUTO
MOraT a ¢a M paTaiuy (HHGEKUMK B pe3y/ITaT Ha rPaHyNOLHTONEHAATA M HAMANICHHTE 3alLMTHH CHIH
Ha OpraHM3Ma, KaKTo H KbpBEHE B pe3yNITaT Ha TPOMOOLIMTONEHHATA).

Ipu nevenne ¢ uurapabuH ca Bb3HUKBAIM aHabUNAKTHYHK peakuud. CHo6MABa ce €ANH Ccyy4aii Ha
aHa(uIaKCHs C MOCNEABAIO PA3BUTHE HA OCTBLP KapAHO-MYIMOHAIEH apecT U HeoOXOAMMOCT OT
pecycuMTans. ToBa e CTaHao BeJHara ciiell MHTPaBeHO3HO IIPUIOKEHHE Ha LHTapaGHH.

IIpn HAKOM EKCMEPHMEHTAIHH CXEMH HA JIeYEHHE C LMTApabuH ce ChOBIIABA 32 TEKKA M MOHIKOra
(haTanHa TOKCHYHOCT Ha UEHTPaJIHaTa HepBHa cicTema (LIHC), racTpO-UHTECTHHATHUSA TPAKT M Oenus
2pod (pasnuuHa or HabmiogaBaHaTa NpH M3NO/3BaHe Ha OGHUANHHTE TE€PaneBTUYHU CXEMH C
uuTapabuH). Tean peakuns BKMOYBAT: 06paTHMa KOpPHeaIHa TOKCHYHOCT, Lepebpanna u uepeSenapna
AMChYHKINA, OOMKHOBEHO OBGpaTHMa; COMHONEHTHOCT: KOHBYJICUH,; T€XKa racTpO-HHTECTHHAIHA
yJLUepauns, BKIIOUHTEIHO KUCTHYHA HHTCCTHHANTHA MHeBMaTo3a (pneumatosis cystoides intestinalis),
BOACILA KO [ICPHTOHHT; CENCHC U YepHOApoOeH abeuec; U GenoapobeH OTOK.

Alokasano e, ue unTapabUH € MyTareHeH H KaHLEpOreHeH [IpH XHBOTHH. BepoaTHocTTa OT nonoGeH
edekT TpaOBa Aa ce MMa NpeABM, KOraTo ce niaHHpa ABLITOCPOMHO JICHCHHE Ha NAalMeHTa.

[lanuenture Ha yedeHde ¢ umrapabud TpaGea ma 6waar CTPHKTHO MOHHMTOpHpaHH. Yectute
M3CTICNBAHNA HA JCBKOLMTHHA U TPOMOOLMTHHUS Opoii ca 3axb/mkuTenHH. JleueHneTo TpaGBa aa 6bae
MPEKPATeHO UM MOAM(HLIMPAHO, KOTATO B PE3YJITAT Ha IEKAPCTBEHO MHAYLIMPAHATa KOCTHO-MO3bYHA
cynpecus TpomboLuTHUAT Gpoit cnagHe moa S0 000 unu OIMMOPHOHYKIICADHUTE TPaHYJIOLMTH ca
noa | 000/mm’. BposaT Ha popMeHHTe eneMeHTH B nepugepHaTa KpeB MOXKE Aa MPOABIKH Aa craaa
CJICA CHPAHe Ha JICKapCTBOTO H Ad AOCTHUTHE Hal-HUCKUTE CTOMHOCTH CJIEJ MHTEPBA OT 5 A0 7 AHH
CJI[ NPEKbCBAHE Ha TeYeHUETO. [IpH HanvyHe Ha MokasaHMs, TEUYEHHETO MOKE [1a 6bae Bb30OHOBEHO
fIPH  YCTAaHOBABAHE HA KAaTCrOPWYHW TMPH3HALK 32 KOCTHO-MO3BYHO BB3CTAHOBABaHE (Clel
MOCNCROBATCIHM  KOCTHO-MO3BYHM u3CneaABaHHA). IIpM nauMeHTH, npu KOMTO MpHNAraHeTo Ha
JICKApCTBOTO € CMPAHO [0 "HOpPMaiH3MpaHe" Ha nepugepHaTa KPhBHA KapTHHA, MATONOIHYMHHTE
M3MEHEHUA MOTAT Jia CTaAHAT HEKOHTPOIMPYEMM.

I1pu BB3pacTHH NAUMEHTH ¢ OCTpa HENMUMQOLIMTHA NEBKEMUS el JIEYEHHE C BUCOKH HO3H uuTapabuH,
AayHOPYOMUHMH M acnaparuHasa, ca BB3HHMKBAJIH NepUQepHH MOTOPHH M CEH30PHM HEBPONATHH.
[lanmeHTH, TeKyBaHH ¢ BUCOKH 1034 UMTapaGuH TpaGBa na 6baaT HaGMIOJaBaHy 32 HEBPONATHA, Thil
KaTO MOXE Ja C€ HajloXaT MPOMEHH B CXeMaTa Ha JO3MpaHe, 3a Ja ce u3berHar HeoGpaTuMu
HEBPOJIOTHYHH HAPYILEHHUS .

Texxka u nousxora caranHa GenoapoOHa TOKCHYHOCT, pecnupaTroped AHCTPEC CHHAPOM IpH
Bb3pacTHH M 6e10ApoGeH OTOK ca BB3HUKBANM C/IE NPHITAraHe HA CXEMH C BHCOKM O3M Mpy Je4cHue
¢ uMTapabHH.

Koraro ce mpunarat 6bp30 rojieMM HHTpaBeHO3HH JO3M, MALMEHTHTE 4ecTo uMmat rafd
NOBPBLIAT B NIPOABL/DKEHHE Ha HAKOJIKO Haca ciiell HIKeKkimATa. To3H npobneM He e
KOraTo JIKapCTBOTO Ce Mpulara KaTo HHTPABEHO3HA HHY3HA.




bonesneHocT Ha Kopema (MEPUTOHMT) U KOMUT ¢ NO3HTHBHA npoba 3a KpbB B M3NPAKHEHHUATA CBC
CBMBTCTBAILA HEYTPONEHUA M TPOMOOLMTOMEHHs Ca WM JOKIAJABAHK MPH MALMEHTH, JEKYBAHH C
OOM4YaiiHH 103K UMTapaGUH B KOMOMHAUMA C OpYrH nekapcTea. llauMenTHTe ca pearupand Ha
HEONEPATHBHO MEAHIIMHCKO JIEYEHHME.

3abasena Mporpecypaila Bh3X0IAINA TAPATN3a, PHKTIOYIIA ChC CMBPT, € 61 JOKIAABaHA MpH gelia

C OCTpa MHeNoMAHa neskemHus (AML), chen vHTpaTekanmHO W MHTPABEHO3HO NpPHIOKEHHE HA
LuTapabuH npy o6HYaiiH 1031 B KOMOMHALIHA C APYTH JieKapCTBa.

[TauMeHTH ¢ npefiliecTBAIIO YepHOAPOHHO YBpexIaHe

[lo BpeMe Ha neyeHwe ¢ uurapabvH TpaGBa 4a ce HABMIONABAT KAKTO yepHoapoOHaTa Taka M
ObOpeunara QyHxums. [Ipu naunenTy ¢ npesuecTramo YEPHOAPOOHO yBpexaaHe, uMTapabus Tpa6sa
Aa Ce npusara ¢amo ¢ M3KJIIOUHTETHO BHUMaHHE.

[Ipy mauueHTH Ha neyenMe ¢ LuTapabuH TpAGBA Ja ce MpoBeXIAT MEPHOAHYHHA H3CNEABAHUS Ha
(QYHKUMHTE Ha KOCTHHS MO3BK, YepHHA Apob K 6b6peLuTe.

Kakro M Apyrute UMTOCTAaTHUM, LMTapaGMH MOXe Ja Npeau3BMKa BTOPHYHA XWIIEPYPHKEMUA B
PE3yNITAT Ha 6BP30TO IU3UPAHE Ha 310KA4eCTBEHH KneTkH., JlekapsT TpaOBa 12 MOHUTOPHUPA KPBBHUTE
HHBa Ha MHKOYHATA KHCENMHA HAa NMALUMEHTHTE M []a MMa IOTOBHOCT [a NpWara HOAXBPXKALUM M
(hapMaKonOorHuHM MEpKy,HEeOGXOAMMH 32 KOHTPONHPaHe Ha TO3H npobnem.

EdexTi Ha umyHocynipecopute/IlosHieHa YYBCTBHUTENHOCT KbM HHOEKLIMH

[IpunaraHeTo Ha KUBM WIH aTEHIOMpPaHH BAKCHHM pH MAUMEHTH, YHATO UMYHHATa CUCTEMA €
OTUCHATA OT XUMHOTEPANEBTUYHM arcHTH, BKTIOUHTESTHO LMTapabWH, MOXe A3 NPHKIIOYM CBC
CepHO3HH MMM ¢aTtaiHM WHbekuuH. BakcuHaumsTa ¢ )KHBa BaKCHHA Tpabea xa ce u3bsarsa npu
MALMEHTH, KOUTO MOy4aBaT UMTapaOUH. YOUTH MM HHAKTUBHPAHM BAKCHHH MOXE 1a ce NIpHIArar,
obave peakuHATa KbM TAKMBA BAKCHHU MOXeE Ja ObJe oTciabena.

JleueHHE ¢ BUCOKHU J03MU

PUCKBT OT HexeNaHu peakuuu ot cTpana Ha LIHC e mo-BHCOK Npy nauMeHTH, KOHTO NPEABAPHTEITHO
Ca nposexkaany neuenue Ha LIHC kaTo unTparekanna XMMuoTEpanus MK paaHaLMOHHa TEParHs.,

YcnopeaAHOTO MpoBexcaaHe Ha TPaHCPY3UT Ha JICBKOLMTH TpabBa na ce w3bArea, THI KaTo ca
ChOOIABAHY C/Tyday Ha TeXKKa JMXaTeNHa HEMOCTAThYHOCT.

Jloknazisany ca ciiydan Ha KapIHOMHOIATHS C NMOCAeBAlllA CMBPT Clie] Ha €KCNEPUMEHTATHH BHCOKH
AO3H LMTapabuH B koMOGHHauMs ¢ wukinodochaMun, B X042 HA MOArOTOBKA 23 KOCTHO-MO3BYHA
TPaHCIUTAHTALIHA.

[lenywaTpuiHK nauMesTy

beszonacHocTTa npu GebeTa He € ycraHoBeHa.

4.5 BaanmoneiicTeHe ¢ Apyru nexapcTBeHH NPOAYKTH H APYrd hOpMH HA B3aHMOAEHCTBHE

S-OnyopoUHTO3UH

5-DnyopoMTO3HH He TpalBa Ja ce MpHnara 3aelHo C LHTapabuH, TBH KaTo
TEPaneBTUYHATA ePHKACHOCT Ha S-(hyOPOLIUTO3HH Ce YHHIUIOKABA IPH TaKaBa Tepanis

JAHroxcHH




O6paTUMH MOHMXEHWA NpPH CTalLlHOHAPHATA MNNa3MeHa KOHLEHTpauus Ha AUrokCHH ¥ ObOpednarTa
EKCKpELHs Ha TrjMKosuMga ca Ownin HaOGmioJaBaHW TPH MALKMEHTH, KOWTO ToNy4YaBar OeTa-
ALETUWIAMIOKCHH M CXEMH Ha XHMHOTEpaNHA, KOMTO CBABPXKAT UHKIOoPochamMun, BUHKPUCTHH M
MpeaHU30H ¢ WK Oe3 uurTapabud Wiy npokapdasvy. CTalMOHAPHHTE MUIA3MEHHM KOHUECHTPaLMH Ha
AWFHTOKCHH M3rNexaa He ce npoMeHaT. CleA0BaTeNHO KOHTPOAKPAHETO HA NAa3MEHMTE HHBA Ha
IMIOKCHH MOXeE Jla C€ HaloXH TNpy MNalMEeHTH, KOWTO nojy4aBat noaobHa KoMOMHHpaHa
XMMHOTEpanesTUYHa cxema. M3non3saHeTo HA JUTHTOKCHH MPH TAKWBA MALIMEHTH MOXKE J1a C€ CUYHUTa

3a anTepHaTHBA.

[ eHTAMULUHH

In vitro wacnensane Ha B3aHMOAEHCTBHETO MEXKJY FreHTAMMLIMH H LMTapaOHH € NOKa3aji0 aHTarOHH3bM,
CBBLP3aH ¢ UUTapaOH1H 110 OTHOLIEHHE Ha YyBCTBUTENHOCTTaA Ha Klebsiella pneumoniae. [1pn mauueHTH
Ha UWTapabMH, KOUTO Ca JNeKYBaHH C TeHTaMHMUMH 33 WH(ekuMs, npeausBukaHa ot Klebsiella
pneumoniae, nuncara Ha Obp3 TepaneBTHUEH OTTOBOP MOXE [a HAJIOXKH TMOBTOPDHA OLEHKA Ha
aHTUOaKTepHanHara Tepanus.

Ynorpeba Ha LHTapabHH CaMOCTOATENHO WIH B KOMOMHAUMWA € APYTH HMYHOCYTIPECOPH

[Topaay KMYHOCYNPECUBHOTO AeHCTBHE HA UMTAapabHH - BUPYCHH, DakTepHaIHK, MbOHYHH, Napa3sHTHH
UK canpoPUTHU MHPEKUWH, ¢ BCAKAKBA JIOKA/TM3alMA B OpraHu3Ma, Morar ja 6baaT CBBP3aHH C
H3MON3BAHETO HA UMTApaOHH CaMOCTOSTENHO WIX B KOMOMHALME C APYTH UMYHOCYNPECHBHH ar¢HTH
cliell HMYHOCYNPECHBHU 103U, KOUTO 3aCATaT KJIETbUYHHA WK XYMOPANHUA UMYHUTET. Te3n HHPEKLUH
Morat Ja Ob4at NeKHM, HO MOrat Aa ObJAT TEXKKH U TIOHAKOrA ¢ JIETaneH U3XoA.

[ IMTOTOKCWYHK aHTHOWOTHULIM:

B KIMHHYHHM NPOYyYBaHUA, ONHCAHK B JIUTEpaTypaTa, MOXe Aa ¢e HabnroaaBa NMOBULIEHA TOKCHYHOCT
cnell epHOBpeMeHHa ynotpeba Ha uMrapabuH/naapyOHUUH B CpaBHEHUE ¢ UHTapaOUH/ AayHOPYOHUMH.
Bbnpekyn ToBa, UMTapaOUH/MAapyOMUHMH HE € CpaBHsBaH C 0OUTapabMH WIM HA3pYOMLMH
CAMOCTOATE/IHO 32 JOK1aJABAHUTE TOKCHYHOCTH.

MeTtoTpekcar:

Mma nokazarencrea 3a (hapMakoAHMHAMHWYHO B3aUMOACHCTBHE MEXKAY METOTpeKcar U uutapadwun,
BOJIELUO A0 eHuedanonaTus.

4.6 @eprTHAMTET, OPEMEHHOCT H KbpPMeEHE

XKenu ¢ aerepoaeH noTeHUMan/KOHTpaLENUHS NPH MbKE W KEHH

XeHnure ¢ aerepoaeH noreHuuan Tpadea xa uzbsarsar 3abpeMeHsBaHe, JoKaTO npHeMatr LiutapabuH
Axkopa. KeHute ¢ gerepoeH NoTeHUWan Tpabea Ja u3non3sart epeKTUBHA KOHTpaLeniMsa, J0KaTo Te
WIH TEXHHUAT NAPTHLOP ¢€ NEKYBAT. MbXKe ¢bC CEKCYANTHH MAPTHLOPH ¢ ACTEPOACH NMOTEHIlWan TpadBa
Ja U31013BaT eeKTUBHA KOHTPALCTILUA N0 BpEMe HA ICYECHHUETO U B MPOABAXKEHHE Ha 3 Mecela cren
nocneaHata no3a liurapabun Axopa. Xenute ¢ gerepoacH moTeHunan TpaGBa ga HW3INON3BAT
€(PEKTHBHA KOHTPALIENLUA MO BPpEME HA JICYEHHUETO H B NMPOAbLKEeHHE Ha 6 Meceua chej nociaegHara
go3a Llurapabun Axkopa.

bpeMeHHOCT

HaHuure 3a yriorpebara Ha uuTapabuH npu OpeMeHHU KEHH ca OrpaHUYEeHM.
)KMBOTHH Ca NOKa3any penpoayKTHBHA TOKCHYHOCT (BXx. Touka 5.3). LlutapabuH
C€ M3MOJI3Ba, OCBEH aKO KIIMHHYHOTO CHCTOAHHE HA KECHATA HE M3UCKBA IEYCHHE C




KbpMmene

He ¢ u3BecTHO manu uMTapabHH/MeTaGONMTUHTE Ce eKCKPEeTHpAT B kbpMaTa. Puck 3a kbpMauero He
MOXe Nia ce n3knioun. Tpabsa na ce B3eMe pelleHne Janu Ja ce PEYCTAHOBH KbPMEHETO WM [a Ce
NpeycTaHOBW/BBb3AbPKM TepanmuaTa ¢ llurapabun Akopa, Kato ce B3emar NpeaBU MON3aTa oT
KBPMEHETO 3a AE€TETO U IMOJI3aTa OT TeparuaTa 3a XKeHaTa.

OepTUNUTET

He ca nposexaanu npoyuBaHua Ha (epTWIMTETA 3a OlLEHKA Ha PeAPOAYKTHBHATA TOKCHYHOCT Ha
nHTapabHH. I'0HaAHO MOTHCKAHE, U3Pa3ABalLO CE B aMEHOpes MK a300CIIEpMHsA, MOXKE [1a Ce MOsABU
NpH JieyeHue ¢ uMTapabuH, 0Co6eHO B KOMOMHALWMS C alkuMpamu arenTd. Karto uano, Tesn edexTu
M3TJIEXKIA Ca CBBP3aHH € 103aTa M NPOABL/DKUTENHOCTTA HA JIEYEHHETO M MOTaT Aa 6bRaT HeobpaTHMH.
Kato ce mma npensua, ye uMrapaGuH uMa MYTareHeH TNOTEHUMaN, KOHTO MOXe Ia Npeau3BHKA
XPOMO3OMHH yBPEKNAHHA B HOBELIKHMTE CHEPMATO30HH, MBXKE, TOVIOKEHH Ha JIEYEHHE ¢ LIHTapaGuH
M TEXHWUTE NapTHLOPDKH TpAOBa na ObAaT NOCHBETBAHM [Ja M3MON3BAT HAZEKACH METON HA

KOHTpauenuu,.
4.7 Edexrn Bbpxy cnocobHocTTa 32 modnpane 1 pabora ¢ Mamuan

LlnrapabuH He noenussa cnocoGHOCTTa 32 WohHpaKe H paboTa ¢ MaLIHHY. Brnpexkn ToBa naumeHTH,
KOHTO €4 HA XUMHOTEpanus MOKe la MMaT HapyLleHa CocoOHOCT 3a WwodHpaHe Wik paboTa ¢ MAILIKHM
H TpA0Ba fa Ce npeaynpexxaaBar 3a TakaBa BEPOATHOCT H | Ce ChBETBAT 42 M364rBaT TaKHBA ASHHOCTH,
aKO ca 3acerHarTw.

4.8 Hexenanu nekapcreeHd peaknnu
CreaHuTe HeXeNaHH ChONTHA ca OUIH AOKTaIBAHM 10 BPEME HA JIEYEHHE C LIMTapabuH:

YecroTHTE Ca onpeneneHy Karo € M3NOA3BaHA KOHBEHIMA:
Mruoro vectu (2 1/10)

Hectu (21/100 mo <1/10)

Heuectu (21/1,000 no <1/100)

Peaxu (21/10 000 oo <1/1 000)
Muoro peaxku (<1/10 000)
C HeH3BecTHa uecTOTa (He MoXKe 1a Objie OLEHEHA OT HAUTMYHKTE JaHHH).

Hexenanure peakuuu OT LMTApaGMH 3aBMCAT OT mos3aTa. Haii-yecTH ca racTpO-HHTECTHHATHHTE
HeXenanH peakund. [lurapabun e TokcuueH 3a KOCTHMA MO3bLK M NPUUMHABA XEMATONIOIMYHHM
HEXENTaHH PeaKiiMH.

Hupexyuu u unpecmayuu:

Heuectu: Cencuc (MMyHocynpecHs), UENYAHTHC Ha MACTOTO Ha HHXXEKTHpaHe.

C HeuspecTHa yectora: [THeBMOHMH, abcLiec Ha YepHHA ApoO6

HeonnasmMu — noGpokauecTseHH, 3N10KaU€CTBEHH W HEOTPEENCHH (BKI. KHCTH H MOTUIN
Heuecty: JlenTHro.
Hapyuuenus na xpvema u aumgpnama cucmema:

Hectu: Anemus, Meranobnacrosa, JeBKOIEHUS, TpoMOOLIMTONEHHS.




C HensBecTHa yectora: Hamanssane 6post Ha peTHKY/IOLUTHTE

TexecTra Ha Te3H peakLMK 3aBUCH OT J03aT4 H cXeMaTa. Moske [a ce 04aKBaT KIeThYHH [IPOMEHHU B
MOpP(OJIOrMaTa Ha KOCTHHA MO3BK H B HATPHBKUTE OT nepugepHa KpbB.

Hapywenua na umynnama cucmema:

Heuectv: Anagunakcus.

C_HEeM3BeCTHA YecToTa: ANepruueH OToK.
Hapywenus na memabonusma u xpanenemo:

HecTH: AHOPEKCHA, XHITEPYPUKEMHS.

Hapywenus na nepsnama cucmema:

Hectu: ITpu BucokH 103H, uepebenapHo uiau LepebpanHo Bu3aeicTBHE ¢ BAOMABAHE HA HHBOTO Ha
Ch3HaHME, AU3APTPHSA, HHCTArbM.

Heuect: I'nasobonue, nepudepua Hesponatus

C HeuspecTHa yectoTa: HeBponoruyua TOKCHYHOCT, HEBPHT, CBETORBPTEXK

Hapywenus na ouume:

HYectn: OO6patuM XeMOparMueH KOHIOHKTHBHT ((oTodobus, NapeHe, 3PHTENHU CMYINCHMUA,
MHTEH3HBHO ChII3CHE), KEPATHT.

C HeM3BeCTHA YecToTa: KOHIOHKTHBHUT (MOXKE 1a Ce NOSBH C 0bpuB)
Cwvpoeunu napywenus:

Heuectu: [epukapaur

MHoro penku: Apurmus.

C Heu3BecTHa yecToTa: CHHycOBa GpaauKkapaus

Pecnupamopnu, 2pvOHU U MeOUACIUNHATHU HADYWEHUS

Heuecry: [THeBMOHMSA, AMCTTHES, BB3NANEHO I'BPIO.

Cmomawno-upesnu Hapywenus:

Hectu: /ucdarus, croMaiHu 601Ky, raieHe, MOBPBILAHE, AUapHd, OPATHO/aHANHO BhL3NAIEHUE WIH
pa3s3BsABaHe.

Heuectn: Ezodarnr, ezodareanna y/uepauus, KHCTHYHA MHTECTHHAIHA MHEBMATO3a, HEKPOR
KOJMHUT, NIEPUTOHHT.

C HenssecTHa yectoTa: IManxpearur

Xenamo-bunuapru Hapyutenus.

Hectn: OGpatumMn edexty BLpXyY uepHUs Apo6 ¢ MOBHILIEHH €H3UMHH HUBA.




Heuectn: XnaTenuua.

C HeussecTHa yecToTa: YepHoapoOHa qHCHYHKLKS.

Hapywenua na xodcama u nodxoxcnama moxan.:

Hectu: OOpaTHMH HeXeNaHH peakLMM Ha KOXaTa KaTO epUTEM, OynoseH nepMaTHT, ypTHKapHs,
BaCKYJIUT, afnoneuus (Ipu JeUeHHe ¢ BUCOKH TO3H ).

Heuectu: Koxxuu g38H, npypHTyc.

Mmnoro peaku: Heytpodunen ekpunen xuapaneHur.

C HensBecTHa yecroTa: [TeTHHcTa nUrMeHTaLus, oOpHB, CHHAPOM Ha fanMapo-riaHTapHa
EPUTPOAH3ECTERUA.

Hapyuwenua na Myckynno-ckenemnama cucmema U CoeOuHumeniama moKan:

Heuectu: Muanrus, aprpanrus.

Hapywenus na 6vbpeyume u nuxounume nomuwa:

Heuectn: brOpeuto yspexxnane, 3agbpxaHe Ha ypHHa.

Obwyu napyuienus u eghexmu Ha MACMOMO HA NPUAONCEHUE.!

Hectu: Brpucane, TpoMGObaEOUT Ha MACTOTO Ha NPHAOKEHHUE.

Hevectu: bonka B repaure.

L{umapabunoe cundpom (Ara-C) (Hmynoanepzuven egpexm):

Onucan e uurapabunos cunapom. Toif ce xapakTepH3upa c BTPUCAHE, MHANTHsA, OONIKH B KOCTHUTE,
MOHAKOTA C D0JIKa B IPBAHHS KOL, MaKyJIOMANYI03€H OOPUB, KOHIOHKTHBHT H HEPa3MNoJOXKEeHHE,
Ob6ukHOBeHO ce nosassBa 6 no 12 yaca cien npunaraHe Ha IeKapcTBOTO. Koprukocrepouaure morar
fla € U3NOoJ3BaT NPOQIIAKTHYHO H/IH 3a JICYEHHE HA TO3H CHHAPOM. AKO CHMIITOMHTE Ha
LHMTapabHHOBHA CHHAPOM Ca JOCTATBYHO TEXKH, 33 J1a ONPaBIAAT NPHIIOXKEHHETO Ha
KOPTUKOCTEPOHIH, TPAOBa 1a ce MOMHCIH 3a ChOTBETHO JICUEHHE, KAKTO M A Ce NpeLeHH
HEOOXOAHMOCTTA OT NPONL/IKABAHE HA NIEYEHHETO ¢ LIUTAPaGHH.

HexxenaHure peakiMu, ABDKAINKW Ce HA JIEYEHHWE C BHCOKH J103M LHMTapaOuH, Pa3IMYHU OT TE3H,

HabJ1I0JaBaHH NPU KOHBCHLIMOHANIHYU 103U, BKJIKOYBAT:

Hapywenus na kpvenama u numgpnama cucmema: ;

H3sBaBa ce KaTo TekKa MaHUMTONEHHS, KOATO MOXE Ja NPOAbILKM 15-25 muu, NpUIpyXkeHa OT mno-
TEXKa KOCTHO-MO3bYHA aruiasus, B CpaBHEHHE ¢ HAONIOJaBaHATA B KOHBEHLIHOHATHY JO3H.

Hnpexyuu u ungpecmayuu: Cencuc, abecuec Ha yepHHus 1pob.

Hapywenus na nepsnama cucmema:

[Ipu mpunarane Ha BUCOKHM R03M LMTapaGuH, npu 8-37% OT NEKYBaHWTE MALMCHTH
CHMITTOMHM Ha LiepebpanHa WK uepebepanHa TOKCHUHOCT, KaTO NMPOMEHH B JIHYHO
OQWTENHOCT, AM3apTPHS, aTakCHA, TPEMOp, HHUCTAarbM, TrAaBoGOIHE, 00BpKBa
3aManBaHe, KOMa, KOHBYJCHH, Ap. IlepHepHH MOTOPHM M CEH3OpHM HeBpOMaTHH




CbOOLIABAHM NIPH NIEYEHHE C BUCOKA 1034, YecToTaTa NPH MaLMEeHTH B CTap4eCKa BB3pacT (™55 roauHu)
MOXKE J1a € owe no-BHcoka. [lpyru mpeapasnonaranu dbaxropu ca yBpeaeHa yepHoapoOHa u 6LOpeuHa
(PYHKLHS, MPEAXOKAAILO IeYeHHE HA LEHTPATHATA HEPBHA CHCTEMA (LUHC) (Hanpumep npuetepanus)
W 3noynotpeba ¢ ankoxon. Hapywenusra Ha H{HC B noseuero cirydau ca obpaTumu.

PuckbT ot Tokenynoct Ha LIHC ce nosumasa, ako uutapabum ce NpHJara HHTPaBeHO3HO BBB BHCOKA
no03a B koMOWHauws ¢ apyro [THC-TokcnuHO neueHue, Hanp. TBYETEpANHA HIH JICYCHHE ¢ BUCOKA Ha
LIKTOTOKCHYHUA TIPOAYKT.

Hapywenun na ovume:

Onucann ca o6paTHMO yBpeKZaHe Ha POTOBHIIATA H XEMOPATHMYHH KOHIOHKTHBHTH. Te3u sSBieHuS
Morar Aa OBaT NpefoTBpaTeHU WM HAMANEHH Ype3 ynoTpeba Ha KOPTUKOCTEPOMIHH KAIKH 33 OYH.

Hapywenua na xooxcama u nooxoxcnama mukan; KoxeH 0OpHB, KOHTO BOOM O JecKBaMallms,
ajroneLus.

IlosBara Ha BHpYCHM, DakTepHanHK, FEOUYHM, MAPA3UTHH WIN carnpoUTHA HHPEKUMH ¢ pa3nHyHa
JIOKAIH3aLMA B OPraHHU3Ma, MOXE /1a Oble CBBP3aHa ¢ M3MON3BAHETO HA LUTAPAGHUH CAMOCTOSTEHO
HWJIH ¢ KOMOHMHALIMA C IpYTH MMYHOCYIPECHBHH CPEACTBA, CJie HMYHOCYNIPECHBHH JO3H, KOUTO BIIMAAT
Ha KJIETbHHHA HIIH XyMOpalieH UMyHUTeT. Te3u nHpekunu Morar aa 6bAat ieku, HO MOTaT Aa 6bAAT K
TEXKH.

Cmomawno-upeenu napywenun.

Ocobeno npH jedeHHe ¢ BUCOKM 103M LMTApalHH, MOXE A3 C€ MOABAT MO-TEXKKH PEeaKLUHH OCBEH
obuuaiinute cuMnromu. JloknaaBanu ca MHTECTWHaNHa nepdopaids WM HEKpo3a ¢ HIeyc W
[IEPUTOHMT.

Xenamoburuapru napyuwenus

HYepHonpoGuu abcuecn, xematomeranus, cuugpom Ha Budd-Chiari (TpoMb03a Ha ronemmure
HEPHO/IPOOHH BEHH) U MAHKPEaTHT ca Gy HaGAIOlaBaHM MPH TEpanys ¢ BUCOKA /103a.

Pecnupamopru, 2pbOHU u MeOUACMURWINYU HADYUEHUA:

Moxe fa ce pasBHAT KIMHMYHH MPA3HALM, KAKBUTO ce HabmonaBar npu Oenoapoben oTok/ARDS,
OCOOCHO MpH JieYeHHE C BUCOKA [03a. PeaklluATa BepOATHO e [PpHYHHEHA OT YBpEXKIaHe Ha
aJIBCONIapHHUTE Kanuiapu. Tpyauo e aa ce oueHaT vecroture (nmocouenyu karo 10-26% B pa3IM4HH
Ny0iMKaLiH), Thi KaTo OGMKHOBEHO NMALIMEHTHTE ¢a GHITH ¢ PELIHAKB, NpPH KOHTO U Apyru ¢akTOPH ca
MOTJIM a AOTIPHHECAT 32 Ta3H pPeaxius.

Hpyeu.

Cnen tepanuara ¢ uMTapabMH ca ChOBLIEHH KapAMOMHONATHA M pabaomuonuza. CrobieH e enuH
Chydad Ha aHa(HMAKCHd, KOATO € JoBena OO KapAHO-MyJIMOHAIEH apecT M HeoGXOOUMOCT OT
peaHuMald. ToBa CHCTOAHHE CE € MOABUIIO HEMOCPENCTBEHO ClEN HHTPABECHO3HO IIpUJIaraHe Ha
uuTapabHH.

CToMalliHO-upeBHATE HEXKeTaHN PeakLMK HaMANISBAT, ako LINTapabuH ce MpHJara Karo
NPOQHIAKTHKA HA XEMOparH4eH KOHIOHKTHWBHT CE IpernophbuBat IIOKOKOPTHKO

NPUIIOXKEHHE,

AMeHOpes H azoocnepMua (BXK. ToYKa 4.6)




Hurapabun He ce nmpenopbyBa 3a MHTpAaTEKANHO NPHIOKEHHE, Bbrnpekn ToBa, nmpH TO3M NLT Ha
BbBEX/aHe ca OWITH CHOOIEHH HAKOM HEXENaHH peakiy. OYaKBaHH CHCTEMHM PeaKLUH: NOTHCKAHE
Ha KOCTHHA MO3bK, rajieHe, nospoiuane. [oHskora ce Habmonasa Texka TOKCHYHOCT Ha IPLGHAYHMS
MO3BK, BOACIIA N0 KBANPHIUIErMA W MapajH3a, HEKPOTH3Hpalla eHuedanonaTys, cienota 1 Apyru
H3OJIHPAHH HEBPOTOKCHKO3H.

CrobniaBaHe Ha MO103HPAHH HEXKETAHW pEaKLINU

Cpo6IaBaHETO Ha M0J03MPAHN HEXENIaHH PEaKLMH CJTe/] paspellaBaHe 3a ynoTpeba Ha eKapcTBEeHHUS
APOAYKT € BaXXHO. ToBa Mo3BonsABa 1a NMPOALHKH HAGTIONEHHETO HA ChOTHOLIEHHETO MoJ3a/prUcK 3a
JNIEKAPCTBEHUA NPOAYKT. OT MEIULUMHCKHTE CMELHANHCTH C& H3UCKBA Aa ChOBILABAT BCAKA nogo3upaHa
HE)KENaHa peaKkius upes;

M3nbnHuTeNHA areHUHa Mo IeKapcTBaTa
ya. ,,Jdamsad ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 IIpeno3snpane

Hama cneunduyen antunor. [penopbkute npu npeaoznpade BKIOYBAT: INpexpaTaBate Ha TepanusTa,
MEPKH 32 NPEO/I0NABaHE Ha MoCeABalla ACTIPECHA Ha KOCTHHA MO3BK, BKIIOUUTE/THO KPbBOMPETHBAHE
W TpaHcgy3na Ha TPOMGOLIMTHA Maca W AaHTHGHOTHLM, AKO € HEOGXOIHMO.

[Ipunaranero Ha nBaHanecetr n03u oT 4,5 g/m? upes i.v. undysus B NPOAL/DKEHHE Ha €IUH 4ac, Ha
BCEKH 12 yaca, npeaMssukBa HeoOpaTHMa H daTanHa TOKCHYHOCT Ha LIEeHTpaJHaTa HEPBHA CHCTEMA.,

[inTapabun Moxe a ce OTCTpaHH ¢ XeMoauaIu3a.

5. ®APMAKOJIOTHYHH CBOMCTBA
3.1 PapMakoZHEAMHYHH CBOHCTBA

dapMakoTepanesTUYHA rpyna: AHAJIOT Ha NHPUMHAMHA.
ATC xon: LOIBCOI

LlutapabuH, aHaNOr Ha NUPUMHAMHOBUS HYKJIEO3M], € AHTHHEOIUIACTHYEH areHT, KOUTO MOTHCKA
CHUHTE32 Ha AC30KCHPUOOHYKIIEMHOBA KUCENHHA CNeUH(HYHO B S-pazaTa Ha KIETBYHHA LIMKBI.
[IpuTexkapa CbUIO H AHTHBHPYCHH M MMYHOCYIIPECOPHM CBOMCTBA. [TonpobHu npoyuBaHHs BBLpXY
MEXaHH3Ma Ha LHTOTOKCHYHOCT IM Vilro YCTAHOBSABAT, Y€ OCHOBHOTO NEHCTBUE Ha uMTapabuH e
MOTUCKAHETO Ha CHHTE3A HA NE30KCHLUMTHIAMH M HETOBHA aKTHBEH MeTabonuT apabHHO(YypaHO3MN
untosud TpHpochar (ARA-CTP), swnmpekn 4ue HHXMOMpaHETO HA LMTHOMH KHHA3MTE M
HHKOPIIOPHPAHETO Ha CHEAWHEHWETO B HYK/ICHHOBUTE KMCENMMHM MOXE CBHIUO 1a WIpae posia 3a
HEMOBOTO LUTOTOKCHYHO M LUTOLMAHO NEHCTBHE.

[lpunaraHeTo Ha uMTapabWH B CXEMH ¢ BHCOKM 103 MOXKe 1a Npeoaosiee PE3UCTEHTHOCTTA Ha
JIEBKEMHYHU KIETKH, KOUTO HE OTrOBAPAT HA JICUeHHE C KOHBEHLIMOHATHA 103K, Hakonko p
MEXaHH3MK H3TIIeXK]a ca OTTOBOPHHM 3a Ta3H PE3UCTEHTHOCT:

YBenuueHue B KOJIMHECTBOTO Ha CyBcTpara
YBenuuaBaHe Ha BBTPEKIETYHMA NMya HA ARA-CTP, Thii kaTo e Haluue noNoK
MEXIY BETPCKIETBHHOTO 3aabpxkane Ha ARA-CTP u npoueHTa Ha wietku B S-daza.

S.2 PapMaKOKHHETHIHH CBOHCTBA




Llurapabun ce nesamuHMpa no apabuHOQypaHOWI ypauun B yepHua Apod U 6uOpeunte. Crnen
WHTPaBEHOSHO MpKJIaraHe MpH Xopa, ¢amo 3,8% OoT NpuiokeHaTa J03a Ce eKCPETHPA HENIPOMEHEHA B
YpHHaTa B paMkuTe Ha 12-24 uaca, 90% oT mo3aTa ce eKCKpeTMpa Karto AE€3aMHHHpPaH NPOAYKT,
apabuHotdypaHosun ypauun (ARA-U). Uurapabux ce MeTabonusupa 6p30, OCHOBHO OT HEpHHA APos
U BEPOATHO OT OnOpeka. Criel eIHOKpATHH BUCOKHM HHTPABEHO3HH 0341, KPBBHHUTE HUBaA C€ NMOHIDKABAT
A0 HCUIMCPHMH HHBZ B PAMKHMTE Ha 15 MHHYTH npH noBeueTo nauueHTH. HAKOM mauveHTH WMat
HCHOAI®KAIO Ha M3MEpBaHEe HHBO HA JIEKAPCTBOTO B LMPKYJALMAT2 OLIE Ha 5-Ta MMHyTa cnen
HHXKEKTHPaHE. | lonyXuBOTET Ha nekapcTBoTO € 10 MHHYTH.

IIpu cxeMu ¢ BUCOKH 1034, HTapabUH 0CTHTra NMMKOBH I1asMent HUBa 200 MBTH MO-BHCOKH OT TE3H,
HaOMOABaHH NPH KOHBEHLMOHANEH PEXUM Ha No3upane. [TUKET Ha HeaKTHBEH MEeTa6OHT ARA-U,
NpH peXHM C BUCOKA /1033, ce Habmogasa cnea camo 15 Munytr. Brbpeunust KIHPBHC ¢ no-6aeeH
[pH BHCOKA 11033 UMTAPaOMH, OTKONKOTO ¢ KOHBEHLHOHAIHA 1033 LMTapabuHd. Husarta HHTapabuH B
rpbOHauHO-MO3b4HaTa TewHoct (CSF), mocTWrHaTH cnex BMcoka moza 1-3 g/m? uuTapabum
HHTPaBeHO3Ha UH(pYy3ui, ca okono 100-300 nanorpama/ml.

MakcHMa/IHH M1a3MEeHH HMBA Ce JOCTHraT okosio 20-60 MHHYTH ClI€ NOAKOXKHO npunoxexue. [Ipw
CBIOCTABHME 03U, T€ €4 3HAUUTENHO NMO-HUCKH OT NIaSMEHUTE HUBA, ITOCTUIHATH Clie]l HHTPABEHO3HO
[IPHIOXKEHHE,

3.3 Ilpeax/1THHHYHE RaHAH 3a Ge30MacHOCT

LinTapabun MHAYLHWpan nepy- U NOCTHATAIHA TOKCHYHOCT NPH HAKOJIKO BHJA M3C/ICABAHH KHUBOTHHM.
IurapabuH € eMOPHOTOKCHUYEH H TEPATOTEHEH, KOTATO Ce npujiara Ha OpeMeHHH MHILIKHA H NIbXOBE B
KIHHHYHO 3HAYWMH R03H. LinTapabuueT HMa TepaToreneH edekT BPXY MO3bKA Ha ONMHTHH XUBOTHM
H TIpWHHHABA anonTo3a Ha HEPBHHTE KIETKH in Vifro W in vivo. He ca cnobuenn ohuuuanuu
[pOy4BaHHA 332 PEPTHNMTET, BEIPEKU Y€ ca HAGIONABAHM AHOMAJTHH HA [JIZBUTE HA CrIEpMATO3OUIHTE
ciell te4eHHe ¢ uuTapabuH rmpH MHULLKY.

L{nTapabun € 61 MyTareHeH M KIacTOreHEH, KakTo KaHLIEPOIreHEH B HEKTUHUYHH NPOYYBAHUA.

6. ®APMAIEBTUYHHA JAHHU

6.1 CnHchbK HA NOMOUIHMTE BeUlecTBa

Makporon 400
TpomeTtamon (3a kopekuus Ha pH)
Bopa 3a nHxekuuu

6.2 HecbBMeCTHMOCTH

HecbBMecTHMOCTH C: KapOeHMLMIMH HaTpHii, lealoOTUH HATpHH, reHTaMHLMH cyndar, XenapuH
HaTpWH, XMIAPOKOPTH30OH HAaTPHEB CYKLMHAT, 6ep3oneiicrBaml  mHCYNMH, METOTpEKCaAT, 3S-
(hyopoypaumi, HaQUMIMH HAaTPHi, OKCALIWITHH HATPHH, MEHULMINH G HaTpHii (GeH3WINEHHLIWIHH),
METHJITIPEAHH30/I0H HATPHEB CYKIIMHAT M NPEJHU3O0N0H CYKLHHAT.

Bbnpekn ToBa, HECHBMECTHMOCTTA 3aBUCH OT Pa3IMUHH (pakTOpH (HaNMpUMep, KOHLEHTPALUITA Hg
JICKAPCTBOTO, H3MON3BAHE HA CNEUMPHYHH PpAa3TBOPHTENH, pe3yaTaHTHO pH, Tt 96VN8.
HeobXxoaumo ¢ koHCynTHpaHe Cbe cneLMaTH3HpaHH MO30BaBaHHUA 3a cneuudpuryHa
CHBMECTHMOCT.

To3n nekapcTBen NpoaykT He TpaAGBa 1a ce cMeCBa ¢ APYTH JIEKapCTBEHH MPOAYKTH,
TE3H, IMTOCOYEHH B TOYKA 6.6.




6.3 Cpok Ha roarocT
2 TOXUHH

Crabunnoct npu ynortpe6a: okazaHa e XuMHYecKka u busuyecka cTabWIHOCT npH ynoTpeGa no 24
daca npH Temnepatypa non 25° C u po 72 uaca npu Temnieparypa ot 2 10 8°C, B HaTpHEB XJIOpU]
HHXCKUHOHEH pa3Tsop (0.9 % w/v) u nekcTposa uHxexUHOHeH pa3tBop (5 % w/v).

OT MHKpOOHOIOrHYHA rAeQHa TOYKA, MPOAYKTHT TpAOBa [a ce u3non3sa He3abaBHO. AKO He ce
MPUIIOKH He3abaBHO, BPEMETO W YCIOBHATA HAa ChXPaHEHHe npeau ynorpeba ca OTrOBOPHOCT Ha
noTpedHTENs U OOMKHOBEHO He TpAOBa Nla HaABMILABAT 24 4aca npu Temneparypa ot 2 go 8°C, oceen
6 CY9auTe, KOrato paspekAaHeTo € H3BLPLUICHO MPH KOHTPONMPAHH M BaTMOMPAHH AceNTHYHH
YCIIOBHA.

6.4 Cnequannu ycsioBas na cbxpaHeHRe

Ha He ce cbxpangBa Hag 25°C.
Ha He ce cbXxpaHaBa B XJIaQWIHHK HITH 3aMpa3iBa.

3a npennasHu MEpKH NpH CEXpaHEHHUE Ha Pa3spCACHHUA NCKapCTBEH MPOAYKT BHDKTE TO4YKa 6.3.

6.5 Bna H chabpxkanne Ha onakoBKaTa

3a 1 mi

WHKXEKUHOHHHAT Pa3TBOP Ce MBJAHM B THUI - | CThKIEH [pospaveH ¢uiakoH 2 ml, 3aTBOpeH cbC CHBa
ryMe€Ha 3anywanka 13 mm u anymuHuera obkarka 13 mm c MPO3paYyHO CHHLO YYMNeuo ce Karnade/
almyMHHHEBa obkarka 13 mm ¢ Kpancko cHHBO dymiemo ce kanave.

3a 5 ml

VIH)KeKLIMOHHHAT pasTBOp ce ITBJIHM B THI - | rpo3paueH GpNaKkoH OT TpLOHO CTHKIO S ml, 3aTBOPEH CBC
CHBa ryMeHa 3anyliiayika 20 mm u anymMuHveBa obkatka 20 mm ¢ MPO3pavyHO CHHLO YYTIENIO ce Kanaye/
aTfyMHHReBa obkaTka 20 mm ¢ KpaJIcCKo CHHBO 9yNewo ce Kanade.

3a 10 mi

MiKeKIIHOHHUAT pa3TBOP C€ NBJAHM B THII - | po3paveH ¢iakoH oT Tpr6HO cTKiIo 10 ml, 3aTBOpeH
ChbC CHBa rymeHa sanymanka 20 mm u anymMMHueBa obkaTka 20 mm c NpO3pavyHO CHHBO YYNElO CE
Kariave/ anyMuHrena obkarka 20 mm ¢ Kpancko CHHbO YYNeio ce Kanaye.

3a 20 m]

MHXEKUHOHHHAT Pa3TBOp CE€ MBJIHH B THII - | po3payeH ¢pnakoH ot TprbHO cTBIUIO 20 M, 3aTBOpeH
CkC ChBa ryMeHa sanmywanka 20 mm u anymuHueBa ob6kaTka 20 mm ¢ KPaJiCKO CHHBO YyINeLo ce
Kanaye,

3a 40 m]

MHXEKLIMOHHHUAT pasTBOp C€ MLJIHM B THM - | npo3payeH ¢uakoH ot GopMOBaHO cThKNO 50 mi,
34TBOPCH CbC CHBa r'yMeHa 3anywanka 20 mm 1 anyMuHueBa o6katka 20 mm ¢ Kpancko CHHbO YyTIeio
ce Kanaue,

3a 50 ml
MHXCKLUMOHHUAT pa3TBOp c€ IBAHM B THM - I npo3payeH (aaKkoH oT (HOPMOBAHO
3aTBOPCH CBC CHBa ryMeHa 3anywanka 20 mm u atyMuHnena obkaTtka 20 mm ¢ BHONE
Kanaue.

Bunose onakoBku:
Pnakonu 1 x I ml, 5 x 1 m|
Dnakonn I x Sml, 5 x 5 ml




(OnakoH 1 x 10 mi
PDnakoH 1 x 20 ml
®drakoHl x 40 m]
®naxon | x 50 ml

He Bcuuky BUAOBE OMakOBKY MOTaT 1a GbAaT MyCHATH Ha nazapa.

6.6 CrenHajHn npeANa3HA MEPKH NPH H3XBBpJasHe H paboTa

Camo 3a eaHOKpaTHa ynoTpeba.

AKO pa3TBOPBT € C MPOMEHEH LBAT WIH ChIbPKa BUAUMH YaCTHLIM, TpsaGBa Aa ce M3XBBPIIH.

Crnex oTBapsHe ChABPKAHUETO HA BCEKH (akoH TpA6Ba He3a6aBHO 12 ce M3TION3BA. Heusznonseanoro
KOJIH4ECTBO TPAOBa Aa ce HIXBBPIIM.

Bona 3a uxekunn, 0,9% dusdonoruue pasteop wnu 5% ACKCTpO3a ca OOMKHOBEHO H3NO/I3BAHUTE
WH(Y3HOHHH TEYHOCTH 3a LIWTapabuH (BHOK TOYKA 6.3). LlutapaGuu He 61Ba fa ce cMecBa ¢ KaKbBTO U
Aa € Apyr JE€KapCTBCH MPOAYKT, ¢ H3KIKYEHHE Ha [TOCOYEHHUTE B TOYKA 6.6.

YKkazaHns 3a paboTa ¢ NHTOTOKCHYAH NPOAYKTH

Ilpuoxenue:
JlekapcTBeHHAT MPOXYKT TPsOBa [a ce MpUIara OT WK MOA NPEKHs KOHTPOM Ha KBATM(PHLIHPAH J1eKap
C ONMT B M3MION3BAHETO HA MPOTHBOPAKOBH XUMHOTEPANEBTUYHH areHTH.

IIpurorsane:

* XHMHOTEpANeBTHYHH CpeacTBa TpsabBa na GbAAT MOATOTRAHM 3a NPHIOKEHUE CaMoO OT
Npo(eCHOHANHCTH, NPeABAPHTENHO O6YYeHH 3a 6€30MACHO H3MON3BaHE Ha NleKapcTBeHHA
npoaykr He3onacHo.

® JIeHHOCTHTE KaTO paspexaaHe U MbIHEHE Ha CIIPHHLIOBKHTE TpAOBa a ce U3BBPUIBAT CaAMO B
OnpeAeNneHa 3a UesTa 30Ha.

o Cnyxurenure, U3BbpILBALIM TE3X NpoUEAypH TPabBa ma OBLAAT ANEKBATHO 3ALIUTEHHU C
00J1eK10, pPEKABHLH H 3AILMTHH OYHNA.

¢ Ilpenopwusa ce GpemerHuTe 1ML OT NEpcOHANa Aa He paboTAT ¢ XUMHOTEPANEBTHYHH areHTH.

YHHIO)aBAHE HA OTHAXBLATE U 1eHCTBHA NPH 3aMbpCsIBaHE:
Hen3non3BaHUAT NPOAyKT WIM OTNAXbYHHUTE MATEPUATH OT HEro TpaOBa Ja ce M3IXBLPAAT B
ChOTBETCTBHE C MECTHHTE H3HCKBAHHA.

3a J1a yHULLIOXKABaHe, NIOCTABETE B OMAKOBKA 33 M3XBBPISAHE Ha BHCOKOPHUCKOBH OMAacHM OTNAABIM (32
LIUTOTOKCHYHU NIPOAYKTH) U u3ropete npu 1100°C,

[lpu paznup, orpaHnyeTe AOCTBNA JO 3aCETHATATA 30HA M HOCETE MOAXOAAILUH 3alllHTHH CpPEACTBa,
BIJIIOYHTENTHO PbKABHUM W 3ALUMTHHU 04Yuia. OrpaHUYeTe pasnpoOCTpaHEHHETO M MOYHCTETE 30HATA C
abcopbupamia xaptusa/marepuan. Pasnueure Moxe aa ce TpeTupar ¢ 5% pa3TBOp Ha HATpUEB
XHMITOXJIOPHT. 30HaTa Ha pa3iUB TpAGBA Ja CE MOYHCTH ¢ OBHMIHO KOJIHYECTBO Boaa. Ilocraeete
3AMBbPCCHHA MATEpHan B HCMPONYCKIMBA OMNAKOBKA 3@ OTHAAbLUM 334 LIMTOTOKCHYHH BELIECTBA M
Hiropere npu 1100°C.

7. IIPUTEXATEJI HA PASPEINIEHHETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z 0.0.,
ul. Tasmowa 7,
02-677, Warszawa, Mazowieckie,




o

[Tonma

8. HOMEP(A) HA PASPEINIEHUETO 3A YIIOTPEEA

Per.Ne 20110629

9, HATA HA ITBPBO PASPEINIABAHE/TNIOTHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPEEBA

JlaTta Ha mepBo paspewasane: 25.10.2011 r,
Hara Ha nocneaHo noaHosseaxe: 05.09.2018 r.

10.  JIATA HA AKTYAJIM3UPAHE HA TEKCTA

Hoemepu 2025 T,




