KPATKA XAPAKTEPHCTHKA HA IIPOJYKTA

MSHLAHITENHA ATEHIWS 110 IEKAPGTBATA
1. HME HA JEKAPCTBEHMA IIPOAYKT Kpama xaparmepucmuna ta n N T——

ZOFRAN 4 mg film-coated tablets oM Pee. Ne J 0 1-?
300PAH 4 mg ¢u 6
£ QUIMHPaHH TAOIETKH s uo c ; P 15 03‘ Zﬂm

ZOFRAN 8 mg film-coated tablets Ogots
30®PAH 8 mg durMupany TaGneTky | =90008Hue Mo, i

2. KAYECTBEH H KONHYECTBEH CHCTAB

Besaxa TabneTka cbabpka 4 mg wim 8 mg oHNaHCeTpoH (ondansetron) nox GopMaTa Ha XHAPOXIOPHN
AUXUAPAT.

3a NBAHHA CIMCHK HA NOMOIHATE BEUIECTRA BIIKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
Oramupana TabaeTka.

Tabnerkure, ChABPKALM 4 MZ OHOAHCETPOH, €A JKBIITH HA LBAT, SIHIICOBHIHH, ABOHHOM3ITBKHAIH, ¢
Hanme “Glaxo” or exnara crpaHa u “4” ot gpyrara.

TabneTkure, ChABPKAMM 8 Mg OHMAHCETPOH, Ca JKBIITH HA BT, EJIANCOBUIHH, NBORHOU3IBKHAIH, C
rHapmue “Glaxo™ oT epHaTa cTpaHa u “8” or apyrara.

4. KIMHITYHH JAHHHA
4.1. TepanerTHan HORAZAMMS

Brapacruu:

Zofran e nokazaH 3a OBIaNABAHE HA FANEHE H NOBDPBIIAHE, IPHYHHEHH OT LHUTOCTATHYHA
XHMHOTEpanHy | Irbuerepans. Zofran ce npanara chwio 3a NPeROTBPATIBAHE H JIEUEHHS HA
TIOCTONEPATHEHO rajleHe M IOBPEIIARE,

Il'enma’rpmma O A,

OunaJABaHe HA rageHe ¥ TIOBPBINABE, MPHYHHEHHE 0T XEMHOTSPAlM P Jela Ha Be3pacT =6
MeCeia.

Hpenompa’maam M NeYeHHE HA MOCTONEPATHEHO FAIGHE | NOBPHITAHE TP NEUA HA BEIPACT = 1
MEeCeLL.

4.2,  oanporka M HAYHH HA NPHJIOKECHKE

Ocpen B mepopaiia bopma, Zofran criecTryBa OWe MO hopMaTa Ha HEBKEKIHOHEH Pa3TBOp 34
NapeHTepalo nprnmkeHne. ToBa yiTecHIBa NPHTOKEHHETO H TOYHOTO OTIpeJeNaHe Ha J03aTa,

Jiedenme pa rajgeHe 4 NOEpLUane, NPIIHHCHE 0T XUMHOTERANNA N J6YeTepanns s

EMETOreHHNAT NOTEHLHAN Ha NPOAYKTHTE, H3NON3BARM T(PH JISUEHHE Ha TYMOPH, 3aBHCH OT  »° . . {‘:‘"
PABTHIHRTE JOIHPOBKH M TepareBTiany komOunawy. M360psT Ha 10308 peskuM Ha OH,E[aHCe'I‘pOH [
NPaBH BB3 OCHOBA Ha €METOrSHHHA MOTEHIIHAT Ha TePaIHsiTa. a0



Buzpacmuu

EMeToreHHa XHMHOTEpANHA Y JILYETepany:
Hpenophura ce NepopalieH NpueM Ha 1o3a oT 8§ mg, 1-2 yaca npeau TepanuATa, HOCASIBAHO OT
nprem Ha 8§ mg, 12 gaca cien TepanusaTa.

3a npexoTBpaTABaHE Ha MPOIABIDKUTEIHO HIIH HO-KBCHO MPOABEHO MOBPHILAHE ClIeh NBpBUTe 24 Yaca,
ce TIpenopBURa NepopanHo npuiomkeHye Ha Zofran, 3a mepHoa oT 5 AHM cnel Kypea Ha nedeHue. Ilpn
nepopaJieH IpHeM e MpefiophYBa £03a OT 8 mg, ABa NETH AHEBHO.

CuwiiHO eMeTOreHHa XUMHOTepanus (Hamp. roleMH 031 IHCNIATHHA):

OHpmaHCETPOH MOXKE Aa ¢ MPHJIAra IepopaHo, HETPaBEHO3HO HIM MHTpaMycKynHo. [Ipenoppusa ce
nepopaNeH npeeM Ha 24 mg, eAHOBpeMeHHO ¢ 12 mg AekcamMeTasoHOB HaTpues Qocdar, 1-2 1aca
npenH XUMHOTEPaIMITa.

3a npexorsparaBaHe Ha MPOABIDKMTENHO HAY MO-KBCHO NPOSBEHO NOBPBIIAHE Cleld MbpBUTE 24 1aca,
ce MpenopbYEa NEPOPAITHO IPUIIOKEHHe, B IPOAB/DKEHHE Ha 5 THU cllef] TepaneBTHUHHS Kypc. [Ipa
flepopaieH IpHeM ce MPeNnophyBa A03a OT 8 mg, J8a NETH JHEBHO.

Heduampuuna nonynayun

FafgeHe 1 NOBPRIIAHE, DPHYHHEHHN OT XMMHOTEPaNng ITIpK ACla Ha BE3pacT =6 Mecela ¥ rOHOIMH

Ipw ragene 1 MOBpHLIAHE, IPMMUHEHH OT XHMHOTEPANIH, O3aTa MOMKE 1A C& H3UKCIIN Ha 0asaTa Ha
TeIeCHATA TIOBLPXHOCT WIIH TETVIOTO, KaKTO € NPeACTaBeHo no-1omy. JiosupaHeTo Ha ba3ara Ha
TErIOTO BOJM O IT0-BUCOKH OOHIM JHEBHH JO3M B CpaBHEHMe ¢ HOZHpaHeTO Ha 6azara Ha TenecHaTa
AOBBPXHOCT (BXK. TOUKA 5.1).

Hsma JaHHHM OT KOHTPOJIMPAHHM KIMHHYHY NIPOYUBaHKEA 3a MPHIOKeHHETO Ha Zofran 3a
peJOTBPATABAHE HA [O-KBCHO MPOSBEHO WK NPONB/DKHTENHO FafleHe M MOBPBIIaHe, TPUYHHEHH OT
xuMEOTepanust. HsMa NaHHH OT KOHTPOIHMPAHY KIMHWYHA [POYYBAHES 3 IPHNOKEeHAeTo Ha Zofran
AP PAJeHe H TOBPHINAHE, TPHIUHEHH OT IBYESTSPAITHA IPH JOUA.

,QOC%HQRHE# Ha GazaTa HA TENECHATA TIOBBPXHOCT,

Zofran TpaGra fa ce MPHITOKH HEMOCPENICTBEHO NPEAH XUMHOTEPAIISTA KATO EAHOKpATHA
HHTPABEHO3HA J03a 0T 5 mg/m’. MnTpasenossara 1103a He Tpabpa da npesumasa § mg. [epopanuoTo
NPHAONEHHE MOKE [ 32MI0YHE 12 9aca NO-KBCHO M MOJKE Aa Ipoib/ky 1o 5 aud (k. Tabnuua 1).

ObGurara mHeBHA 4032 He TpadBa Ja NpeBuiIasa J03aTa 3a BE3pacTHH o1 32 mg.

Tabmaua 1. Josupare npyu xuMuotepanis Ha Gazara Ha TelecHATa NOBBPXHOCT — Ilena HA BB3pacT
z 6 Mecella H ’HOUH

TenecHa Hen 1% Jam 2-6 ©
OBEPXHOCT
< 0,6 m* 5 mg/m® i.v. 2 mg cupon Ha
2 mg cupori cnen | Boeku 12 vaca
12 vaca
> 0,6 m* 5 mg/m” i.v. 4 mg Tabnerka
4 mg TabneTka H2 BCEKH
cnen 12 vaca 12 gaca
* MnrpaseHosHaTa Josa He Tpadea ia npesumasa § mg. e
% O6imara HeRHa 103a He TPAGEA Ja NPEBHILABA HO3ATA 32 BH3PACTHH 0T 32 mg. e :¢ ‘
RN e
Hosupane Ha Gazarta Ha TENECHOTO TEINQ; ;“* ;*3 S g

Josuparero Ha Gazara Ha TEIVIOTO BONM KO NO-BHCOKM ODINM THEBHH JO3H B CpaBHEeHHE cnosrjpa}ie'ro
Ha GazaTa Ha TeAeCHATA MOBLEPXHOCT (BXK. TOUKa 5.1).



Zofran Tpsbea Xa ce MPUNOIKK HEMOCPEICTBEHO NPEAH XHMHOTEpanHaTa KaTo €AHOKpaTHa
HHTparenos3na fo3a ot 0,15 mg/kg. uTpaseHo3HaTa no3a He Tpabea na npepHinasa 8 mg. dse
MOCHSABAIH HHTPaBeHO3HH NO3H MOTaT fa 6baaT MpWIoiKeHH Ha 4-yacoBu uHTepBanu, Obuara
IHeBHa 1032 He TpAORa J1a IIpeByIlIaBa q03aTa 38 Bb3PACTHH OT 32 mg,.

IepopanHoTo NpumoxeHHe MOKe Aa 3anouHe 12 yaca M0-KBCHO H MOXeE Aa NMPOIBDKA HO 5 IHH (BXK.
Tabnuua 2).

Tabnuua 2. [losupane npy XuMHOTepanus Ha 6a3ata Ha TenecHoTo Terso ~ [ena Ha Bp3pact 2 6
Mecela H YOHOUIH

Terio Hen 1 @Y Hen 2-6
<10kg Ho 3 mosu ot 2 mg cupoi Ha
0,15 mg/kg Ha 4- Bcek 12 gaca
YACOBH MHTEPBANH
>10kg Jo 3 noszu oT 4 mg rabnerka Ha
0,15 mg/kg Ha 4- Beek 12 daca
YaCOBH MHTEPBAIH

? uTpaBeHO3HATA 1032 He TPAOBa Na npeeumasa § mg.
® Obmara qHeBHA 1033 He TpsGBa Ja NPEBHIIABA JI03aTA 32 BB3PAacTHU OT 32 mg.

Hayuenmu ¢ nanpeonana ev3pacm
Zofran ce nonacd nobpe oT NauueHTy Hax 65 rONHHK K He € Heo0X0AHMA MPOMsAHA B O3HPOBKATA,
HecToTara Wi HavyHHa Ha NPHIOMNKCHES.

Hanuenmu c 6vopeunc yepescoane
He € HeoOx0auMa ipOMIHA B IHEBHATA JO3HPOBKA, YeCTOTATA Ha TpHeM HJIH HAYHHA HA NpUIIoKeHHe,

Hauuenmu c weprodpobno yepexcdare

KAUpEHCBT BA OHAHCETPOH € 3HAUMTETHO HAMAIIEH, & CePYMHEAT NONYKUBOT ¢ 3HAUNTENHO
YABIDKEH P YANHEHTH ¢ YMePeHO HITH TeXKKO YBpex/aHe Ha yepHoapobuata dysxuus. Ilpu tax
oblnaTa JHeBHa J03a Ha OHAAHCETPOH (MBTPABEHO3HO H IIepopainHo) He Tpabea na Haxemmaea 8§ mg.

Baenu memabonuzamopu na cnapmenn/0ebpuzoreun

EnMMHHAITHOHHUAT [ONTY>XKHAEOT HA OHAAHCETPOH HE Ce TIPOMEHS IPY Te3H MALHeHTH, PenoBHIAT
NPHeM Ha IPOIYKTA NPH TIX HAMA Ja JOBEE N0 HO-BUCOKH CEPYMHM KOHLEHTPALMK OT Te3H 33
obiata nomynamss. He e HeobxonuMa npomsHa B JIHEBHATA JOIAPOBKA HIlH YBCTOTaTa.

HOCTO!]&[}RT“BIIO Tagene 1 noBpLusne

Byspacmuu
3a npeaoTEpaTABAaHE Ha ITOCTONEPATHBHO raJieHe B NORPHIIEHE Ce MPENopbYBa IepopaeH IpHeM Ha
Zofran B noza ot 16 mg, 1 yac npeay BEBEKAAHE B AHECTE3MIL.

3a jieyeHue HA TIPOSBEHO NOCTONEPATHRHO FAleHe M NOBPBIIAHE Ce MPeNIOPhUBRA NPHIOKEHHE Ha
Zofran mHmReKIHOHEH pazTBOp.

Heduampuuna nonyiavus

HocronepaTHBHO rafeHe U IOBPERITAHES NDH ASUA Ha BE3PACT 2 ] MEcek W JOHOLIH
He ca npoBeskaady NpoyIBaHKs 3a TIEPOPanHe NpHioKerne Ha Zofran 3a npefoTRparssase WK T e

JeYeHye Ha MOCTONEPATHRHO rafgeHe 1 nospeuaye. [Ipenopsasa ce GasHa HATPaBeHO3HA Hﬂmemua . '{ "o
(e no-Manko ot 30 ceryHIm). e o e *;w-.

Hstma nanu 3a ynotpebara Ha Zofran 3a sieueHHe Ha fI0CTONEPATHBHO IOBPhLIAHE TIPH aeua rrogx 2 Co
FOJHMIIHA BE3PACT. R o




ITayuenmu ¢ nanpeOHaIq 8v3paci

ChIUECTBYRAT OrPaHHYCHH NaHHH 32 edexTa ot ymoTpeba Ha Zofran 3a npenoTsparsBaHe M ieueHne
Ha IIOCTONCPATHBHO IaicHe B NMOBPBINAHE IIPH TC3H MAllHEHTH. B’I:IIPGKH TORBA, IPH MTALHMCHTA B
HanpenHaia Be3pacT Ha XHMUOTEpanil., ¢& yCTaHOBABA xoﬁpa TOHOCHMOCT KbM Zofran.

IHayuenmi c Gu6pevno yepexcoane
Hee He06x0,unma npoMAHA B AHEBHATA TO3UPOBKA, HeCTOTaTa Ha MMPHUEM HITH HavYKHHAa Ha NPUATOKCHUE.

Hayuenmu ¢ uepnodpobno yepesicoarie

KAHPBHCET Ha OHOAHCETPOH € 3HAUMTE/IHO HaManeH, 4 CEPYMHHUAT NOMYKUBOT € 3BHAYHTEHO
YABIDKEH IPU MAeHTH ¢ YMepeHo HIIH TeXKO YBpeskaaHe Ha depHoapobHara dyrknua. [px Tax
obIaTa AHEeBHa 0033 HA OHJAHCETPOH (MHTPaBeHO3HO H MepopasHo) He TPsOBa Ja HanpuinaBa 8 mg.

Baenu memabonuzamopu Ha cnapmeun/0efpuioKeun

EnaMuHAIHOHHUAIT NONYKHUBOT Ha OHZAHCETPOH HE € NPOMEeHs FIPH Te3H nauuenTH. PexopHusar
TpHeM Ha NPOIYKTAa MPH TAX HAMA Ja OBeJIe IO MO-BHCOKH CEPYMHH KOHLEHTpAIHH OT Te3H 32
obwara nomynamys. He e HeoGxomuma mpoMsAHa B THEBHATA JTO3HPOBKA MITH YECTOTATA.

4.3. IporaBONOKA3AHHS
CBpBXYYBCTBHTENHOCT KBM HAKOSA OT CHCTABKUTE Ha MPOAYKTA.

4.4, ChnenHaxnmn NpefynpexRIeHHd H HPeIIASHHE MepPKN pH ynorpeda
Jornanpasy ca peaklHd HA CBPBXUYBCTBHTEHOCT IPH MALUEHTH ¢ MOKA3aHa CBPhXYYBCTBUTEMHOCT
KBM JpYTH ceiextuBHH SHT3 peenTopBu aHTaroHUCTH.

PecnnpaTopHH CHOUTHI Tpf[6Ba Ja c€ ACKYBAaT CHMIITOMATHYHO H JICKAPHUTS TpH6Ba Oa UM 06p"£=LuaT
ocobeHo BHHMAaHHE, T KaTO Te MOrar aa NpeaIeCTRAT pEaKIMH Ha CBPBEXYYBCTBHTEIHOCT.

MHOTr0 paAKO H MPeIUMHO IIPH HHTPABEHOZHO NMpUIoKeHHe Ha Zofran ca ¢crobluasany npexoHnu
EKT" npoMeHH, BKIIOUHTEIHO YAbbkaBaHe Ha QT-uAteprana. I1o Tasu npuukHa TpabBa Aa ce
BHHUMAaBa HPK NALKSHTH ¢ HAPYIICHHA Ha CBPASYUHHA PHTHM MIIH IPOBCAMMOCT, TIPH HALMEHTH,
JIGKyBaHH ¢ aHTHAPHTMHYHH JIeKapcTsa WM Oeta- afipeHepruvHH OIOKEPH W NPH ALMESHTH ChC
3HAYUTEITHM SNIEKTPOIHTHH HapyHICHUA.

OHII&HCCT])OH 3a6aBs macaxa B Je6enoTo YEpBO. HeoOxoauMo e MOBHIIEHO BHHMAaHHE IIpH HalHEeHTH
CBC cy61meyc IO BpeMe Ha [IPHN0KEHHE Ha MPOoaYyKTa.

MeguaTpHYHA MO NAIAS
TenyaTpHYHY MaUHEeHTH, IPHeMAINH OHAAHCETPOH ¢ XeMaTOTOKCHYHH XMMHOTEPaNneBTHYHY CPeHCTRa,
TpadBa Jia ce IpocnelisBaT BHUMATENHO 32 YBpeKIaHe Ha depronpobHaTa QyHKLus.

4.5. Bsaumopeicrsue ¢ APYra JeKAPCTBeHH NPOAYKTH B ApYrd GopMu Ha B3auMoJelicTBIe

Hsma naHEH 2a NpUYHHEHO OT NpofyKTa, HHAYUHpaHe Wik nHXubupaHe Ha MeTabomH3Ma Ha JpYTH
JeKapeTBa, IPHEMAHH eJHOBPEMEeHHO ¢ oHAaHceTpoH. JlanHn oT cnenuduyHi IO OTHOMIEHHE Ha
B3aUMOJEHCTBHATA U3MUTBAHMS TOKA3BAT, Y HAMa (apMaKOKMHETHYHY B3aHMOACHCTBYA NpU
€JHOBpPEMEHHO MPUIOKEHHE Ha OHAAHCETPOH ¢ TeMasenaM, QyposeMHa, TpaMaol, Iponodon M
AJIKOXOJT.

OHOaHCETPOH ce MeTa0OIU3HPA ¢ YIACTHETO HA HAKOJKO YepHORPoOHH LuToxpoM P-450 ensuma:
CYP3A4, CYP2D6 w CYP1A2. B pesynTaTr Ha MHOT'OTO €H3UMHH IHTHILA 32 eTHMHHEHpAaHe Ha
OHAAHCETPOH, MEXUOHPAHETO MI¥ HAMATABAHETO HA AKTHBHOCTTA Ha €AMH OT eH3nMHTE (Hanp.
CYP2D6 renetuuro o6ycnoreH NeduLHT) OBHKHOBEHO Ce KOMIIEHCHPA OT PYTHTE eH3UMH i BUJJ,M S
JI0 MaJlKa M/IH He3HAYMTENHA [IpOMsAHa B 001 IIMPBHC MK HeoOX0IHMaTa A03a. 4 f}.» v e




PennToun, kKapbamazenny u pudaMIHIHH

[Tpu maumenT, npueMany MouHu MHAYKTOpY Ha CYP3A4 (nanp. Genurouns, kapbamasenuH u
pudaMnuHi) KINPBHCHT MPH NEPOPATHO NPHITOKEHHE HA OHIAHCETPOH CE € TIOBHILII H CEPYMHITES
KOHIIEHTPAIHHA HA OHAAHCETPOH €a ¢ MOHIDKIUTH.

Tpamagona
Januu o7 Ipoy4BaHus, IPOREACHHM ¢ Manbk Opoii MallHeHTH NOKa3BaT, Y€ OHIAHCETPOH MOXeE Aa
HaMaJli @HAIITeTHYHUA eheKT Ha TpaManod.

IMpunaranero Ha Zofran ¢ nexapeTea, yasmxasaiy QT-uaTepBaia Moxe Aa J0BERE A0
AOIBIHUTERHO yobbKkaBaHe Ha QT-unreprana. EnnospemenHoTo npunarane Ha Zofran ¢
KapAHOTOKCHYHH JIeKapeTsa (Harp. aHTPAlMKIMHE) MOMKE Aa MOBHIUK PUCKA OT apHTMHH (BXK. TOUKA
4.4),

4.6. BpemennocT M KbpMeHe

Bpemennoct
He ¢ ycTaHOBEHO Aaii NPHIIOKEHHETO Ha OHOAHCETPOH [0 BpeMe Ha OpeMeHHoCT € 6ezomacHo.

OT ONHTHTE NP XXUBOTHU HE C€ YCTAHOBABA JUPEKTEH WIH HHIMPEKTeH TOKCHYECH e(eKT BBPXY
pasBATHETO Ha eMOPHOHA WK Ha IUI0fA, TeCTALMOHHHUSA TIEPHO/ H IIePH- U NMOCTHATAIHOTO pa3BUTHE.
Bce nak, Thii kKato pesyaTaTHTE OT OTIUTUTE [IPH KHBOTHH HE BUHATH MOTAT A4 NMPEHCKAKAT
BB3MOKHMSA OTTOBOP [IPH YOBEKA, IPHIOKCHHETO Ha OHAAHCETPOH 1O BpeMe Ha OpeMEHHOCT He ce
NpEnopEYRa.

Knpmene
VcTaHOoBEHO €, Ye OHIAHCETPOH Ce OTAEI B MIISKOTO NpH GozaitHuim. 3aToBa ce Npernoprysa

HanEenTKY, MpHeMalll OHAAaHCETPOH A2 He KbpPMAT.
4.7. Edextn pnpxy cnocofHocTTa 32 mopupane u padora ¢ MAaIMHH

ITpH TICHXOMOTOPHH H3IHTBAHHS € YCTAHOBEHO, Y6 OHJIAHCETPOH HE IOBIIHABA HATBNHEHHET0 Ha
ONpPEAENEHO ACHCTBHE M HAMA CEAATHBEH c(ekT, DapMAKONOTHMIHHTE CEOMCTBA HA OHNAHCETPOH He
TMPEATIONAraT BpeIHH eeKTH BEPXY C0CODHOCTTA 33 Iodgupane U paboTa ¢ MAIIMHH.

4.8, Hexenanu JegaperBeHn peakinmn

HexxenaunTe JIEKApCTEeHH PeAKITAN Ca OTIHCAHK N0-IOMY, KR&GH@HHHP&}{H IO OPragd i CHOTEMH ¥ 110
HeCTOTA.

Heskenasure peaxiy ¢e KIACKHQHIEPAT M0 YeCTOTA 11O CNETHHA HAMMH: MHOrO et (> 1/10), yeern
(& 17100 u < 1/10), wevecra (= 1/1 000 1 < 1/100), penxu ¢ 1/10 000 1 < 1/1 000) 1 MHOTO peaKH

(< 1710 000), BRMOYMTENHO eTHBHYHH ¢HO0IIEHI. MHOTD YeCTHTE, YECTHTE M HEYSCTHTE HeKeNaHH
JIEKAPCTREHH peakiiy 00MKHOBERO Ce ONpPEeNnsT OT JAHHHMTE OT KIMHHUHHTE HAIHTBaAHH,
Pesynrarure or rpynata, npuemana mane®o, CeIo ca B3CTH Npeapua. Peakure H MROTO peaKHTe
HEIKENARN JIKAPCTEEHH PEAKIMH B TIOBSUSTO CIYYaH ¢a ONpeleseHl oT NOCTMapKEeTAHTOBHTE
CTIOHTAHHH CHOOIIEHHA.

Ilpr cTaHAapTHO IPENOPHYBAHKTE JO3H Ha OHJAHCETPOH, B CHOTRETCTBHE C TOKA3AHMATA I
Aexapersesara GopMa, ca ONPEASISHH CISANHTE YECTOTH Ha HexXeNaH: HeKAPCTBEH PeaKiyH,
Ipodanst wa HexenanuTe IEKAPCTBEHM PEAKIHM YIPH NeHa ¥ JOHOLIH ¢ CPaBHEM ¢ TO3M, Rabmonasan
IIPH BH3PACTHH,

HapyueHHs HA HMYHHATA CHCTEMA "'; SR
Pejxcn: Bhpsu peakuiH Ha CBPBHXMYBCTBHTENHOCT, MOHAKOTA TEKKH, BRIOYHTEITHO al-Ia(IJl:TJ‘IaKCPI)L- -\:_ S
:ﬁ:;”? a N -‘;:,"\‘
. 'f é . 1 - ;.
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Hapymnienus Ha HepBHATA CHCTEMA
Mroro wectu: I'maroGonue.

Heuectn: HabnromaBauu ca npHnanbLUi, TBUrATENHH HApYLICHH (BKITFOUUTENHO eKCTpannpaMBAH
PeaKIHH KaTo JUCTOHHYHH Peakiit, HUCTarbM H JHCKHHE3HA 063 OKOHUATEIHY A0KA3aTeACTRA 34
TpaMHH KAHHMYHA TOCTSACTRUS).

Peaxu: CBeTOBBPTEXK I10 BpeMe Ha G5p30 UHTPABEHOZHO MPHIIOKEHHE.

Hapymenns Ha 04HTE
Penxu: Tlpexoanu sputensu cMyuieHHs (Harp. 3aMBIIIeHO BIGKAaHe), IPeNMHO NPH HHTPaBEHO3HO
OpWICKEHHe.

MHoro penxu: ITpexoaHa cienoTa, UpequMHO DPH HHTPABEHO3HO PHIIOMKEHHE,

IIpn GOMUMHCTBOTO OT AOKTANBAHUTE CITyYaHd CIENOTaTa OTIIYMSBA 34 TIO-MaIKO OT 20 MHHYTH.
TIoreuero OT ranmeHTHTE ca GUIH NOMIOKEHH Ha XMMHOTepaus, BKIIoYBaina nucmiatuda. [pu
HSKOH OT CIIyHUanTe ¢ JOKIafBaH KOpTHKAECH IPOH3XOA Ha IIPEXOHATA CIeTIoTa.

Copaeunu HapymieHAS
Heuectn: Apurvum, Oonka B repAnTe, ChC UMK Oe3 oHwkapane HAa ST cerMeHTa, Opagukapnus.

Coaoen HapymeHus
YecrH: YyBCTBO HA 3aTONNIAHE HJIH 3a4epBIBAHE,
HeuecTH: XHIOTOHHSA,

PecnupaTtopHn, rpbAHA 0 MeXHACTHHAIHI HAPYINEHHS
Heuectn:; Xwimane.

CromMamHo-4peBHH HAPYHICHHS
YecTn: KoncTHuanuus,

Xenaro-0anuapud Hapyunieans
HevecTy: ACHMITOMATHYHO MOBHILABAHE HA CTOHHOCTHTE, MOJMYYEHH OT HepHOApobHHTE
hYHKIHOHATHY TecToRE.™*

*Tesn pesyirraty ca Habmogasanm OOUKHOBOHO NPH NALMEHTH, NOLTOKEHE HA XHMAOTEPAIEA &
LHCTITIATHHA,

4.9. IIpenosmpane

CHMOTOMH 1 IPH3HAIK

OnHTET © Npeno3upaHe HA OHAAHCETPOH € OrpaHuyeH. B NoBeyeTo CIydal CHMITOMHTE NpH
upenosHpaxe ca rogofHH Ha Te3H, NOKIAABAHH NPH NALMEHTH, NPHEMATTH MPOXYKTA B PAMKHTE HA
npenopbysanara xosa (gx. Touka 4.8).

Jeaenne
Hama crrenpidirrgen anTinoT 3a onpanceTpol. [py cayyan, 3a kOHTO ¢e NION03Apa fpelo3Hpane, ce
TIPENOPHYBA NOAXOAAINO CHMITOMATHYHO W HOMIBPIKAILO JHEUSHHE,

IMpunoxKeHHeTo HA HITEKAKYAHA 38 JISYSHHE Ha [IPeMOIHPAHe ¢ OHIAHCETPOH He ¢ Ipenophysa, Thi
K&TO € MAIKO BEPOSTHO MAUHEHTHTE 14 ¢ NMOBJIHANAT, TOPaji aHTHEMETHYHOTO NeHCTBHE Ha .
OHNIAHCETPOH. et



5. QAPMAKOJOI'MYHA CBOVCTBA
5.1. MdapmakoANHAMHMYHH CBOHCTB2
ATC xon: A04AAD]

MexaHH3LM HA AciicTBHE
Onpancerpon € MOIIEH, BUcokocenekTiuseH 5-HT; peuentopeH aHTaroHucT. He e sicen HeropsT
MEXaHH?EM Ha AeiCTBHE HpH MOTHCKAHE Ha rafIeHeTo H MOBPBINAHETO.

XHMMHOTEpANEeBTHYHHTE JTEKAPCTBA M IBYETEPANMATA MOKe a JoBeaar o ocsoboxxnasane Ha SHT B
THHKOTO Y€PBO, KaTo IO TO3H HAYHH OTKIIOYBRAT pediekc Ha MOBPBIaHe Upes akTHBHpaHe Ha
BaryCHHTE OKOHYaHHUA ¢ yyacTrero Ha SHT; penenrroprre. OHpaHceTpoH GloKHpa OTKIIOYBAHETO HA
TO3H pediexc.

AKTHBHPAaHETO Ha BaryCHUTE OKOHYAHM MOKe Ja IPHYHHE ocBoboxnasaHe Ha SHT B area postrema,
JIOKaNMH3UpaHa Ha IbHOTO Ha YETRBPTHA BeHTpuKyl. Tosa moxe na nosene ao pednexc Ha
HOBPBIIAHE [0 NeRTpasieH 6T. EQeKThT Ha OHIAHCETPOH IIPH OBNA/IIBaHEe HA [AACHETO U
MOBPBIIAHETO, PEAM3BUKAHM OT UMTOCTATHIH H IBUETSpaNi, Ce AIDKH BEPOATHO HA OA0KUpaHe Ha
5-HT; perieniTopuTe Ha HEBPOHH, JIOKAAM3HPAHH KAKTO B epUdiepHaTa, Taka H B LIEHTpainHaTa HepBHa
cucTeMa. MeXaHU3MHTe Ha pa3BUTHE HA NIOCTOICPATHBHO TaJicHE H IOBPhIIAHE HE ¢a HANbjIHO
H3BECTHH, HO MOXe O ca nogoOHH Ha Te3H, MPHYMHEHH OT HKTOCTATHYHA XMMHOTEPAIIHA.

®apmakoIHHAMHYHN eeKTH
OHOaHCETPOH He TIPOMEH ITIa3MEeHHTE KOHIIEHTPalliK Ha [IPONaKTHH.

ITenuaTpHYHA MONMYJIANUA

Tadene u nospouiane, npusHHeny Om XUMHOMEPANUA.

E¢duxacHOCTTa Ha OHAAHCETPOH B KOHTPOJTHPAHETO HA IafieHe U MOBPBIIAHE, IPHYHHEHH OT
XHMHOTEpAITHS, 10 NIOBOJ Ha 3/I0Ka4YecTBeHO 3a00ABaHe, € OLIEHEeHa B JBOHHO-CIAN0 PaHAOMH3HPAHO
u3nuTBaHe rpu 415 namieHTa Ha Bu3pacT oT 1 Ao 18 roausm (S3AB3 006). B nrute Ha
XHMHOTEPANHSTA Ha IAIUESHTHTE € NPWIAraH OHJAHCETPOH S mg/m’ i.v, + ouanceTpoH 4 mg p.o.
ciren 8-12 vaca wiw onnancerpor 0,45 mgfkg i.v. + mnanebo p.o. enex 8-12 yaca. Creg
XHMHOTEPaIHATa Ha ABETE TPYIIH € puiarad 4 mg OHOAHCETPOH CHPOII JIBa IBTH AHEBHO 3& 3 THH.
TIbnen xoHTPOI Ha IOBPBIIAHETO B HaH-HeGAaroNpHATHHS ASH OT XHMHUOTEPAINKATA € IIOCTHIHAT IpH
49 % (5 mg/m® i.v. + onpanceTpon 4 mg p.o.) u 41 % (0,45 mg/kg i.v. + mnaue6o p.o.). Cren
XAMHOTEPaIUATA JBETE IPYIH ¢4 MpHeMali 4 mg OHAAHCETPOH CHPOII 1Ba NETH JHEBHO 3a 3 nHu. He
e HabMoAaBaHa pa3fiiKa B 00IIaTa 4ecTOTa H B HA HEXKENAHHTe JISKAPCTBEHH peakluH MeXIy IBeTe
TPYIIH.

JBOHHO-CIIANO paHNOME3HpPaHO IaneSo-koHTponupato npoyusane (S3AB4003) npu 438 mauuenTH
Ha BB3pact oT 1 1o 17 roauHy nokasea bjIeH KOHTPOJ Ha MOBPBIUAHETO B HAaH-HeOIaronpuaTHus Her
OT XEMHOTepanuaTa npy 73 % oT NalMeHTHTE, KOraTo OHAAHCETPOH € MPHIAraH B 1034 OT 5 mg/m’

i.v. B koMOuHamua ¢ 2-4 mg nexcamerasoH p.o. U IIpH 71 % oT nauueHTHTe, KOraTo OHAAHCETPOH €
Ipuarad oy gopmara Ha CHpOI B 71032 oT 8 mg + 2-4 mg AeKkcaMeTa3oH p.O. B JHHTE HA
xumprorepanuara, Cllell XUMHOTESPANIHATA JBETE TPYIH ca pUeMaTH 4 mg OHJAHCETPOH CHPOIT ABa
IbTH AHEBHO 3a 2 nuu. He e nabmonasana pasiika B YecTOTaTa H BUJIA Ha HEXKEJIAHUTE JIGKapPCTBEHH
PeaKuHH MEXIy ABETE FPYIH.

EdukacHOCTTa Ba OHIAHCETPOH 1pH 75 Neua Ha BB3pact oT 6 Ao 48 Mecella e IpoyueHa B OTBOPEHO,
HEeCPaBHUTEITHO M3MHTRaHe ¢ enHo pamo (S3A40320). Benuxu felia ca npUeMald HHTPaBeHO3HO TPU
nozu ot 0,15 mg/kg onpasceTpon, nprnaras 30 MUHYTH Iped 2a[I0YBAHETO Ha XUMHOTEPATMATA M

Ha 4-H1 ¥ 8-H4 4Yac ciex mepeaTa A03a. [IeieH KOHTpOoN Ha TOBPBLIAHETO € MOCTUTHAT ApH 56 % o1 '::"'", ’

MMalNSHTHTE.

K -, J,

,v"‘ (,-'v-u”f,..- =,

Jpyro oTBOpeHO, HECPABHHTEJIHO H3NHUTBaHE ¢ efHo pamo (S3A239) npoyusa edrKacHOCTTa Ha eﬂﬂa

wHTpaBeHo3Ha A03a oT 0,15 mg/kg ornaHceTpoH, MocneBaHa OT ABE NIEPOPATHH A03H on,uaucerpor{
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oT 4 mg npH feua Ha BB3pacT < 12 roausx v 8 mg npu mena Ha Bb3pact = 12 romunu (obur 6poii nena
n = 28). [TeeH KOHTpPON Ha MORPBIIAHETO € MOCTHIHAT IIPH 42 % OT anveHTHTe.

Hocmonepamueno 2adene i HoGEbUIAHES:

EdukacHocTTa Ha JHOKpaTHA 1038 OHAAHCETPOH MPH IPEAOTRPATABAHETO HA MOCTONEPATHBHO
razieHe M MOBPEBILAHS € MPOYYEHO B PAHAOMH3HPAHO, AROHHO-CIIATIO, Manebo-KOHTPOIHEPaHO
H3ruTBane npk 670 geua Ha Be3pact ot | mo 24 Meceua (BL3pacr cnep zadaTHeTo > 44 cenmunu,
terno = 3 kg). BximoyenuTe nauyeHTy ¢a UMaJl XUPYPrUYHO JieueHHe noj obliua aHecTesus 1 ca
uMani ASA cratyc < IIl. B paMkuTe Ha rieT MEEYTH CIiefl BBESKIAHETO B aHECTesHA € NPUIIOAKeHa
eIHOKpaTHa f03a ounanceTpoH ot 0,1 mg/ke. ITponeRTHT Ha MAlMERTHTS, KOWTO ¢4 UMANK Hali-MaJko
elMH eMeTHYeH enu30/ 110 BpeMe Ha 24-yacor niepwoy 3a otleHka (ITT), e 61wt mo-ronaM 3a
[TAalMEHTHTE Ha mnauefo B cpaBHeHHe ¢ Te3H, IpaemMany oBfadceTpod (28 % copamo 11 %,

p <0.0001).

TIpoBeacHH ca YeTHPH ABOHHO-CNeNH, IaLe60-KOHTPOMHPaH! H3MHTRaHM nipu 1 469 malueHTH OT
MBXKKH H JxeHCKH of (Ha Bp3pact ot 2 1o 12 roguny) ¢ npencrosma odnia aHecresus. [laupenrire
ca paHAOMH3HPAHH KbM SOHOKPATHH HHTPaBEHO3HH 031 oHRaHceTpoH (0,1 mg/kg 3a nmemuaTpuusm
nauuents ¢ Terno 40 kg wny no-Manko, 4 mg 3a e HaTpHUHM NaUHenTH ¢ Teriio noseve or 40 kg;
Opoii mauuenty = 735) i miauebo (6poii nanwmenTu = 734). M2nutBaHOTO JIEKAPCTBO © NPHIAraHo
3a Hali-Manko 30 ceKyHIH, HElOCPEICTREHO NIPEAU UM ClIe) BRBESKIAHETO B aHeCTe3H .
OHpmaHCceTPOH € 3HAYHTENHO No-ehHKaceH oT MIauedo 3a NPeAOTBpaTABaHE Ha raJeHe M AOBPHINAHE.
Pesynrarure ot Te3u U3NUTBaHMA ca 06001eH: B Tabnuma 3.

Tabnuua 3. [lpenoTeparsaBane H IeueHHe HA NOCTONEPATHBHO IaicHe H OBPBIUIAHE TIPH
MeAHATPUYHH [TAUHEHTH — OTTOBOP OT JieHeHHETO A0 24 Yaca

Ipoyusane Kpaitna Touka Owbpmancerpo % IMnaneGo % p-CTOIHOCT
S3A380 CR 68 39 <0,001
S3GT09 CR 61 35 <0,001 '
S3A381 CR 53 17 <0,001
S3GT11 Jlumca Ha rapeHe 64 51 0,004

S3GT11 Jlunca Ha noBpbINaHE 60 47 0,004

CR = emu301iiTe HAa MOBPLLIAKE HE HACTHIBAT WIH Ce IpeKpaTaBaT
5.2. ®apmarkoxkEHETH'HH cBolicTBA

Pezopouun

B racTpoHHTECTHHANHHS TPAKT OHIAHCETPOH ce pe3opbHpa MacHBHO M M3LANO ClIeN IePOpanHo
TIPHIICIKEHME, KaTo MpeThpIiBa first pass merabonuzeM. BLpxoBu naasMery KOHUEHTPALMY ce
poctrar 1,5 gaca cren npuem. Ilpu npunoskeHHe Ha J03M Hag § mg, ce JOCTUraT ro-BHCOKH
CTOMHOCTH HA TUIa3MeHa KOHIEHTPALHA Ha OHAAHCETPOH, CIPAMO npHeTaTa Ao3a. [lepopamHoro
TIPHIICXKEHHE Ha TTO-BHUCOKY JIOM MOXKE J(a oBede A0 peiylHpaH first pass MetabonussM Ha

TIPOTYKTA.

Cnen npunokesne Ha enqHa Tabnerka ot § mg, cpennata GHOHANIYHOCT TIPH 3MPABH JIMIA OT MEKKH
o ¢ npubnpsuTenHo 55 no 60 %.

IIpueMsT Ha XpaHa BORHM N0 c1abo moBHIIaBaHe B CTOHHOCTHTe Ha OHoHanu4HocTTa. [Ipunoxenuero
Ha aHTHALMOM He OKa3Ba RIMAHKE.

Paznpedenenue
OHNaHCETPOH Ce CRBP3Ra B MAJIKa CTEIeH ¢ TlasMeHuTe npoTentu (70-76 %).




PasnpeneneHneTO Ha OBJAHCETPOH CIIE/] IEPOPANHO, HHTPaMYCKYJIHO HiH HHTPAREHO3ZHO
TIPFJIO;KEHHE TIPY BB3PAcTHH © CX0xHO. PapHoBecHUAT 00eM Ha pasnpefereHHe € IPHONMBHUTEHO
140 1.

Memabonuzem

OHpaHCeTPOH ¢e eTUMHHHEpPA OT CHCTEMHOTO KPBBOOOPBILICHHE OCHOBHO IIPe3 YepHusA apod ¢
YHacTHETO Ha HAKOJKO eH3UMHM neTs. Jluncara Ha ensiMa CYP2D6 (nebpu3oKBUHOB
nonaMopd3eM) He roBNIHuABa (hapMaKOKHHETHKATa Ha NpomykTa. PapMaKOKMHETHYHUTE CBOMCTBA HA
NPOLYKTa He C& MPOMEHST [P pemoBeH npuem. Mzcneapanusara npy sapaeu A0OPOBOILIU B
HalpeHaaa Bh3pacT, NOKA3BaT MHOTO cabo MOBULIaBaHe CTOHHOCTHTE Ha OpanHa GHOHANIUYHOCT H
INJIa3MeH MONyKMBOT Ha OHAAHCeTPOH. Te3M JaHHK HAMAT KIHHHAYHO 3HAUCHHUE,

Enumunupane

OHOaHCETPOH Ce SJIMMHHHUPA OT CHCTEMHOTO KpBBOOOPBILICHHE OCHOBHO Npe3 yepuus apob. ITo-
MaJTko oT 5 % oT pezopbupaHara 034 ce eKCKpeTHpa HENPOMeHeHa ¢ ypiHaTa. PasnpeneneHueTo Ha
OHJAHCETPOH ClIe/ NepOPATHO, HHTPaMYCKYAHO HMJIH HHTPABEHOZHO NPUIIOKEHHE € CXOIHO.
EnMEHAIMOHHEAT MOFYKHUBOT & OKOJIO 3 Yaca,

Cneyuannu zpynu nayuenmu

Honoso 06ycaoBeHn pasiHIHs

VYeraHOBeHH ca T10JI0BO 00YCIOBEHU PasiH4Ms B pasNpeeieHUETO Ha OHNaHCceTpoH. [1pH sxeHuTe ce
yCTaHOBsRA N0-0Bp3a 1 No-100pa pe3opOLHA CIe/l TepopaneH npkeM, 3a0aBeH CHCTeMeH KIHPBHC U
no-Manek o6eM Ha pasnpezelieHHe (CpsIMO TeECHOTO TErNOo), B CPABHEHHE C T3 CTOHHOCTY NpU
MB3KE.

Hena 1 ronomwu (Ha Be3pact or 1 Mecen xo 17 roauHH)

TTpu nepuarpHIHE NAaUyeHTH Ha Bp3pacT oT 1 2o 4 mecena (n = 19), Ha KOMTO MPeICTOM XMPYPrHIHA
OMepaHsi, KNHPBHCLT clled HOPMATH3HPaHe Ha TerMoTo € Hr mpudausureano 30% mo-HHCBK OT
TO3H [IPH MALMEHTHTE Ha BR3pacT of 5 Ao 24 mecena (n = 22), HO CPABHHM C TO3M IIPH NALHEHTHTE HA
BB3pacT ot 3 10 12 roxusn. ENMEMHUHALMOHHUAT IONY>KHMBOT HPM NALHEHTHTE HAa BB3pacT o 1 10 4
Mecera e Gun cpenHo 6,7 yaca B cpaBHeHHe ¢ 2,9 yaca 32 MALHEHTH BBB BBH3PACTORHTE IPYIH OT 5 10
24 mecena 1 o1 3 10 12 rogpam. PaznukuTe BeE GapMaKOKHESTHUHHTES NAPAMETPH ApPH TallHeHTHTE
HA BB3pacT 0T 1 10 4 MeceLa [0 H3BECTHA CTeNeH MOTaT J1a e oACHST ¢ Mo-TOJNEMMst IPOLIeHT HA
0BT BOMHO CHNBPIKAKHE B OPraHM3Ma IPH HOBOPOAEHH M KBPMAYETA M TIO-T'ONeMH 00eM Ha
pasTipeiene e 3a BOIOPAITROPHME NeKAPCTRA KATO OHIAHCETPOH.

I[lpu menuaTpa9Ey NaMeHTH Ha BR3pacT OT 3 1o 12 TOIMHEM, HA KOHTO NIPSACTOH XHPYPIHIHO
nedeHne roy obma arecTesns, afcoMOTHHTE CTOHHOCTH HA KAMPBHC M ofeM Ha pasnpeaeenne Ha
OHIAHCETPOH ca OHIM [0-HACKY B CPABHEHHE CHC CTOHHOCTHIES NPH BH3PACTHH NauHeHTH. Jsara
NApaMeTsPa 0e YBeIHYABAT JIMHEHHO ¢ TeraoTo 1 npy 12 rofuea BE3pact CToMHOCTHTE KOCTHIaT
TEZM IIPY MAaaM Xopa, Koraro cToiHOCTHTE HA KIMPBHEA H 06eMa Ha pasnpensnenue oe
HOPMATHZHPAT C TENECHOTO TETNO0, CTORHOCTHTE HA TE3H NAPAMETPH ca NoKOGHM Ha Te3H MEXKIY
NALHEHTHTES OT PA3IMMHKTE BE3PAcTOBH Py, ManoieaHeTo Ha Ho3upaHe CIpAMO TEIECHOTO Terio
KOMIIEHCHDPA TPOMEHHTE, CRBP3aHH ¢ BB3PAcTTa | ¢ e(eliHBHO B HOPMATH3HPAHE Ha CHCTEMHATA
SKCTIOSHUES NPH TTeNHATPHIHH NALHEHTH.

Hamparen e monmynauuoHes GapMakokuHeTHIeH anamks mpy 428 nHina (AUMeHTH ¢ pax, XHPYypriadso
NEKYBAHH HALMEHTH | 3ApaBH ToGpoBONIH) HA BE3pacT 0T 1 Mecell o 44 rofHy cliell HHTPARSHO3HO
NPHICsREHHE HA OHaHCeTPoH. Basapaliky ce Ba T03M aHain3, cucTemnara ekcrosuumns (AUC) sa
OHJIAHCETPOH CNEI WHTPABSHOINO HITH TIEPOPATHO MPHAOKEHHES [IPH IeNa H IOHOIIH ¢ CPaBHEMA ¢
TAZM NPH BB3PACTHM, ¢ Mekmovende Ha Gedera Ha BB3pact ot 1 70 4 Mecena. OGemsT Ha

pasnpe/eneHye ¢ CBBP3AN ¢ BH3PacTTa i ¢ G1n no-HUCHK NPH BH3PACTHH OTKONKoTO NpK Gefera - -

Jeua. KnupeHCHT € CEBP3aH ¢ TSRJIOTO, HO He € CBbP3aH ¢ Bh3pactTa, Kato Oelerara na B53paor 0'1‘ 1
1o 4 mecena ca maknogenue. Ilopagu mankis Gpolt Ha W3CIeABANNTE THLEA HA BHIPAcT Of- 1 ,uo,fr’ :
Mecera e TPYHHO Ja Ce HANIPABH 3akTIOUYeHHS JAIH € HMAJIO JOITBJIHHTENHO HAMANSBAHE HA, mfmp*sﬁca
CBLP33HO ¢ BE3PACTTA WK TOBA ¢e JB/DKH NPOCTO Ha BpoieHa Bapuabunysoct. Thil katoHa
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[MANUEHTHTE HA BE3PacT [IO-MajiKa OT 6 MeEcela e HM 6"5)1@ TIpHJIOKEeHa caMoO €HOKpaTHa J03a NpH
NOCTONEPATHBHO raACHE H MOBPEIIAHE, HE € BEPOATHO HAMallCHHUAT KITHPBHC 44 HMa KITHHHYHO
3HAYCHHE.

IlappeHTH B HANPEAHAJIA BH3PACT

Ipoyusanus npu 3apasx J0OPOBOJIIM IOKA3BaT HATTHYKE Ha Bh3PacTOBO 3aBUCHMO ci1abo
yABDKaBaHe HA eJTHMUHALIHOHHKA NIOTYKUBOT H ¢/1ao yBelnHyaBaHe Ha OHOHAIHYHOCTTA Cllen
fepopaseH NpHeM.

Ianuentn ¢ 60peuHO YBpPC:KARHE

Ipu nanpenTH ¢ ymepeHo 6s0peyHo yBpexnane (KpeaTHHHHOB KIHpEHE 15-60 ml/min), 0GeMBbT Ha
pasnpeneneHHe H CUHCTeMHUAT KIHPBHC HAa OHOAHCETPOH Clefl i.v. npinoxeHue ca HamateHu. Toea
BOJH A0 MHOTO ¢1a00 YAB/DKABAHE HA €NTHMHHALMOHHHIS TONYKUBOT (5,4 yaca), KOeTo HAMA
winaryHo 3nagenve. [Tpn nannenry ¢ Texxko 6LOpeyro yBpesiare Ha IeYeHHe ¢ XeMOTHAIM3a
(u3cneaBaHK MEXIY JUAIH3KTE), HE C& YCTAHOBABAaT IPOMEHH BbB (JapMaKOKHHETHKATA Ha
OHIAHCETPOH, NIPHACKEH HHTPABEHO3HO.

IlauuenTn ¢ YepHoAPOOHO YBpEKAAHE

ITpu mauHeHTH ¢ TEXKO YepHOAPOSHO YBPEKAAHE, CHCTEMHHAT KIHPEHC HA OHAAHCETPOH € CHIIHO
HaMaJieH ¢ yABbIDKEH elTMMKHAIHOHEH Nony:kuBOT (15-32 yaca) 1 OHOHAIHYHOCT clief] NepopaieH
npuem ripudnuzurenso 100 %, koero ce Ab/bKH Ha 3a0aBeHH MpexeltaTaaeH MeTado3LM.

5.3. HpeaxIMHHYHA JAHHH 32 Ge30MacHOCT

Ocrpa TOKCHYIHOCT:

Crnen nepopaiHO U MHTPABEHO3HO IIPHIOKEHHE HA BUCOKH JO3H OHIAHCETPOH IIPH IUILXOBE M MUIUKH
ca HaOmioBaHH CMYLLISHHA OT CTpaHa Ha LieHTpalnHaTa HepBHa CUCTeMa 110]] (PopMaTa Ha
nogeaeHdecky fipoMeHu. He e yeTaHOBeHa TapreTHa opraHHa TOKCHYHOCT,

XpoHNIHA TOKCHIHOCT:

ITpr ABXOBE H Ky4eTa ca POBeKAAHH [IPOYUBAHHS ¢ [IEPOPATTHO U HHTPABSHO3HO MPHACKSHHE HA
ouanceTpos, [TopeneH4ecKH MPOMEHH H TPEMOP ¢a HaOONABAHH IIPH ABATA BHIA CAMO HPH BHCOKH
Aosu. [lpu mrsxose e nabmoaEano BpeMeHH0 nokausane uieata #a ALT, #o He e yeTanoBeHA
XeNATOTOKCHYHOCT.

TesoToRCHUHOCT:
Hp}i NPOBENCHA PASIIMPEHH H3TTHTEAHHA 38 ICHOTOKCHYHOCT HA OHAAHCCTROH HE Ca HalmonagasH
MYTArCHHH HIH KINAcTOreHHK ECIJCK"I‘H.

PenpoxyKTHBHA TOKCHYHOCT!

HApBpIIeHH ca M3IUTBAHMS 38 PENPOIYKTHRHA TOKCHYHOCT [IPH IVTEXOBE 1 32H0M ¢ HEPOPAIHO H
MHTPARSHOZHO NPHIIOKeHHe Ha oHpaHceTpoH. He ca yoraHOBeHH HeGnaronpuaTHu edektH BhpXy
deprumrera, emOpuoderanioTo ¥ nocTHaTANHOTO pasuTHe. IIpH rurbxose 1 3aiiuy oHIAHCETPOH
TIPEMETHABA TIPE3 TNTALIEHTATA M Ce SKCKPETHPA B MASKOTO NPH IITLXOBE,

Kanueporeuuoc’r:
B NPOYIBAHAL ¢ ITPOSBIEKHTEMHOCT MPE3 eard MHRBOT HA INIBX0BE M MHINKH HE € YOTAROBEHA

KaHLEPOreHHOCT,

JomenaTe s npoyaBanns

Hacnenpane ¢ HOHHM Kapali OT KIOHHPAHA YORSIIKA THKAH OT ChpUe NOKa3ka MOTeHIHaHA
EB3MOMHOCT HA OHIAHCEOTPOH NMPH KIHHMYHO SHAYHMH KOHUEHTPaMK J1a NOBAHABA ChpASYHATa
penonapusaums upes Onokupane na hERG xamesy kanamy. In vivo, yabIDKasaHe Ha QTunmepnaﬁﬁ £
Ha0JI0MaBAHO FIPH OTMMTHM XKHBOTHH aHECTEIHPARH KOTKH, Ha KOHTO ¢ IIPHITOKEH OHncheTpOH !
HHTPaBEHO3HO B 103H, Haypuimasay 100 mweTH Tesu, KoHTo ca HapMaroIorHyHo ecbexmnmi. :
Iogo6Hu ederTH He ca BaGroIaBaHE NPH MaiiMyHH. B KITHHHUHATA MPaKTHKA ca C’LOGLL{aBaHro

npexoard EKT” npomens (Bx. Touka 4.4). Al

‘u = y
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6. DQAPMANEBTHYHII JAHHNA
6.1. CpoHcbk HA HOMOIDHHTE BElIECTBA

Cupyesuna Ha mabnemxama:

JlakTo3a, Ge3ponHa

MHUKpOKDHCTANHA LIETYNI03a
HpexenaTHHUZHPAHO LAPEBHYHO HHUIECTE
Maruesues cTeapar

Dunroso noxpumue.
MeTHIXHAPOKCHIPOTIFIILIETYTI03a

Omnacrpeit xento M-1-8429 (cemppxa E171 & 172)
Ipeuncrena Boga

6.2, HecbBMecTHMOCTH

Hama onmcanu.

6.3. Cpox Ha rogHOCT

3 roguHuy.

6.4. CroenuaiHn YCIOBHS HA CBXpAHEHHE

Ja ce cexpansBa npu Temnepatypa non 30°C.

6.5. JIagmd 3a ODAKOBKATA

BropHtiHa ONAKOBKA: KAPTOHEHA KYTH,

ITEpBHYHA OMAKORKA: OAHCTED OT ABOHKEO alfyMHHHEBO (oOMHO.
KonnuecTso B enya onaxorka: 5 uan 10 gunMupany Tabmetkn,

6.6. Croemganuas DIpeana3zHy MePKH HPH H3XBbpJsine 1 padora

Hama cneManiy B3ncKBasms,

7. TIPATEXATEJ HA PASPEINEHHETYO 3A YHOTPEBA
T'nakcoCmurKnaiin EOQLI
yi. Jumursp Mauos 61,10

1408 Codus
Brarapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Zofran 4 mg drmvmpans TaGneTir - Ne 20011017
Zofran § mg drmvapary Tabnetky - Ne 20011018

11



9. JATA HA UBPBO PA3SPEIIABAHE/IIOJHOBSABAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

Hata Ha mepRo paspemaBade: 16 okromepu 1991 r.
Hata Ha MoCIeOHO MoAHOBABaHe: 16 oxToMBpH 2006 T.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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