| U3NbJiITENHA ATEHLINA 110 NEKAPCTBATA

Kpamxa xapasmepucmuxa Ha npogyxma - lpusowerue |

1. UME HA JIEKAPCTBEHHSA ITPOAYKT

MukodeHonat mopetun Akopa 250 mg kancyu
Mycophenolate Mofetil Accord 250 mg capsules

2. KAYECTBEH H KOJIMYECTBEH CBCTAB
Beska kancyna cbabpaka 250 mg mukodenonat modetun (mycophenolate mofetil).

3a MBAHUAT CMUCHK HA MOMOLIHMTE BElLeCTBA BUXKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Terwvpna kancyna.
Caetnocuns/opankesa, pasmep .,1” TBbp/a kenaTHHoOBa Kancyna ¢ Haanue ,MMF” Bepxy
Kanaukara 1 ,,250” BbpXy TAI0TO, ChAbpiKalla 04710-CHBKaB Mpax

4. KIIMHUYHH JAHHH
4.1 TepaneBTHYHM NOKA3ZAHUSA

MukodeHonat ModeTHs1 B KOMOHHALMA C LIMKJIOCNOPHH H KOPTHKOCTEPOW/IM € MOKa3aH 3a
Npo(MAAKTHKA HA OCTPO OTXBBPJIAHE HA TPAHCMJIAHTATA MPH BbH3PACTHH W NEAHATPHUHH (Ha
Bb3pact oT | 10 I8 roaMHH) naLMeHTH ¢ aloreHHa TpaHcnIaHTalmsa Ha ObOpeK, chple WK
yepeH apo0d.

4.2 Jlo3HpOBKA M HAYMHH HA NPHJIOKEHHE

Jleuenuerto ¢ mukodeHonatT ModeTn TpsabBa 1a ce 3anoyuHe U 1a Ce MPOBEXk/a OT CMELHAINCTH
¢ noaxoasia kpanndukauus B obnacTra Ha TpaHCIUIAHTALIMATA.

ﬂO3HQOBKa

Bh3pacTHu:

Bvopeuna mpancnianmayus

JleuenuneTo TpsaGBa na ce 3anouHe 10 72 yaca ciea TpaHcnnantauuara. [Ipenopbunrennara
J103a NpH nauueHTH ¢ 6bOpeuHa TpaHcnaanTauus e 1,0 g, npuiarana 1Ba NbTH JHEBHO (JIHEBHA
nosa 2 g).

Cvpoeuna mpancnaanmayusn

Jleuenuero ¢ MukodeHonat ModeTHa TpsaOBa 1a ce 3anouHe 10 5 1HU caea
TpaHcnaanTauusTa. [IpenopbunTennara 103a Npu NaUMeHTH CbC ChPAEYHA TPAHCILIAHTALIUA
e 1,5 g, npusarana 2Ba mbTH IHEBHO (JHEBHA 1032 3 g).

Yeproopobua mpancnianmayust
JleyenueTo 3anousa ¢ MukodeHoNaT MO(ETHII HHTPABEHO3HO, KOHTO TpabBa Ja ¢
npe3 nbpBUTE 4 JIHH CJie/l YepHOAPOoOHA TPAHCITAHTALIMS, KaTO NEPOPAIHOTO 11
mukodeHnonat modeTn TpsaOBa aa 3aMovHe, KOraTo NnauyMeHTbT MOXKe Aa o M
[IpenopbunTenHaTa 103a NPU NALKEHTH ¢ YepHOAPOOHA TPaHCTIAHTaLM € 1,
J1Ba MbTH THEBHO (JHEBHa 103a 3 g).



INeauarpuuna nomynauus (1 ao 18 roauHK)

HudopMaumsTa 3a 103MpaHeTo NpH AeLa B Ta3W TOYKA C& OTHACA 33 BCHYKH NEPOPaNHH GOpMH
OT raMara NpoAYKTH ¢ MHKogeHonat modernn, cnopea cayudas. PaznnunMrte nepopanhu
tdopmu He TpaGBa na ce 3ameHAT 6e3 KIHHHYHO Hab/loAeHHE.

[MpenopbunTenHaTa HavaiHa 3032 MHKOgeHONaT MOMETHN NMPH NMEAHATPHUHH TNALMEHTH ¢
6nOpeuna, chpacuHa W uepHOApPoGHa Tpancnnantauus e 600 mg/m’ (TenecHa MOBLPXHOCT
(BSA)), npunarana nepopaiHo ABa ITETH AHEBHO (HavalHaTa obua AHeBHa n03a He TpaOBa Aa
Haaxewpis 2 g, uiu 10 ml nepopanxa cycrnensus).

Hosara n gopmata Ha npooykTa TpaOra Aa ¢& MHAMBHAYANM3UPAT B3 OCHOBA HA KIMHHYHATA
oLeHKa. AKO NpenopbYUTENHaTa HaYanHa 103a ce NMoHacs Jo0pe, HO He ¢ MOCTHrA KIHHUYHO
aJleKBaTHA UMYHOCYMpecHs NpH NeAHaTPHYHH TALMEHTH ChC CbpAEYHA H udepHOIpoOHa
TPAHCIUTAHTALMA, 103aTa MOXeE Aa ce ysenuuu a0 900 mg/m’ BSA nBa nbTH JHEBHO
(MakcumanHa obia AHeBHa fo3a 3 g unM 15 ml nepopansa cycnenauns). [1penopbuMTennara
MOAOBPAKALIA 034 32 NEJAHATPHYHH NALHEHTH ¢ GrOpeuHa TpaHCIIaHTauMs octasa 600 mg/m?
ABa NbTH THEBHO (MakckManHa obina aAHeeHa no3a 2 g uan 10 ml nepopantza cycneHsus).

MukodeHonat ModeTHA Mpax 3a NepopanHa cycneHzus TpabBa Aa ce W3MON3BAa NPH OHEIU
NauHeHTH, KOWTO HE MOTarT Ja NPErThUaT Kancy: i ¥ TabneTku, w/unu ca ¢ BSA, no-Manka ot
1,25 m2, nopaau NMOBHLIEHWs PHCK OT 3anaBaxe. Ha maumentn ¢ BSA ot 1,25 go 1,5 m?
MHKogeHonaT ModeTH KaNCY/IH MOJXKE J1a ce NMpeANnUCBaT B 1o3a oT 750 mg npa nbTH AHEBHO
(1,5 g aneexo). Ha naunentd ¢ BSA no-ronsma ot 1,5 m? mukodeHonar moderun kancynu
HnH TabneTkH Moke Aa ObAE NpeanHceaH B A03a OT | g Aea nbTH AHeBHO (2 g AHeBHO). THi
KaTO HAKOM HeXXEeNaHH peakLMH Bb3HHKBAT C MO-YECTO B Ta3H Bb3PAcTOBa rpyna (BHKTE TOUKa
4.8) B cpaBHeHHe C BL3PACTHHTE NalLMEHTH, MOXE Ja Ce HANOXKH BPEMEHHO HaMayiBaHe Ha
[03aTa UM NpexkLCBaHe HA JieYeHHeTOo; ToBa TPsdBa Aa Ce IpeueHH, Cle KATO Ce B3EMAT
NPEIBUA CHOTBETHHTE KIIMHUYHY (HaKTOpH, BKITIOYUTEIHO TEXKECTTA Ha peakLinuaTa.

Ynompeba npu cneyuannu nonyiayuu

Crapuecka Bb3pacT
TpenopvudTennata goza ot 1 g, npunaraHa JBa NbTH JHEBHO NIPH NauHeHTH ¢ OnOpeuHa

TpaHCIIaHTauus, ¥ 1,5 g 1Ba NbTH HEBHO NPH MaLMEHTH CbC CHPACYHA WIIH YepHOOpoOHa
TPAHCIIAHTALMA, € NOAXOAAILA NNPH NaLHEHTH B CTAPUECKa Bb3PACT.

Bn6peuno yppexaaHe

Tps naunenTH ¢ 6b6pena TpaHCNIAHTALIMA C TEXKO XPOHHYHO 6BOpedHo yBpeskaate (cTenex
Ha raoMepynHa duntpauns < 25 ml/min/1,73 m?), u3BBH nepuoma HemocpeACTBEHO cien
TPaHCMIAHTaUUATa, TpAOGBa fa ce M30Arsar AO3M MO-BMCOKH OT | g, MpHUNaraHd OBa MbTH
AueBHo. OcBeH TOBa TE3H NalUMEHTH Tpabsa BHMMaTenHo aa 6baar HabGmiopaBaHu. He ca
HeODXOAWMH KOpeKUMH B f03aTa NpH NALUMEHTH CbC 3a0aBeHO MOCTONEPATHEHO
byHKUHOHMpaHe Ha 6b0petHaTa npucaixa (BiKTe Touka 5.2). HaMa naHHH NpH NauMeHTH Che
CbpJevHa WX 4epHOAPOGHA TPAHCIUIAHTALMA H TeXKO XpoHH4HO OG1LOpeuHo yBpexaaHe.

Texxo yepHoApPOOHO YBpex1aHe
He ca HeoOxoauMH KOpeKUMH B 103aTa NIPY NauMeHTH ¢ 6L0peyHa TpaHCnIaHTaLus, CTpaaaluy
OT TeXKKO uepHoapobHO nmapeHxMMHO 3abonaBane. HAMa NaHHM 3a NauMeHTH cbe ChbpacyHa
TP2HCIIIAHTALIHA, CTPAALIH OT TEXKKO YepHOAPOOHO NapeHXUMHO 3abonfapaHe.

Jleyenne no Bpeme HA €NH30AW HA OTXBbpISHE
BripacTHu
AKTHBHHAT MeTabonnT Ha MHKodeHonaT Moderwt € MUKOQEHONOBaTa KH

OrxebpisHero Ha ObOPeYHHs TPaHCTLIAHTAT HE BOAH 10 NpoMeHH BLB dapmakpigh
MQ®K; He ce uanckBa HamandaBaHe Ha IO3MPOBKATA MJIM MPEKLCBaHE HA Jie ﬂg
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OCHOBAHHE 3a KOPEKUWH B [03aTa Cle[l OTXBbPIAHE HA ChpACHYEH TpaHCradTar. Hsma
$apMaKOKMHETHYHH NaHHH, TIOYUYEHH NpH OTXBBPIIAHE HA YePHOAPOOEH TPaHCILIAHTAT.

[MeauaTpuuna monyJaums

JIMNCBAT MaHHK 3a NeyeHHe HA MBPBO MM pedpaKTepHO OTXBBPJISHE TIPH EAMATPHYHH
MALMEHTH C TPAHCILTAHTALIHA.

HauyWH Ha npunoxeHue

IepopanHo npunoxenne

Ipednaznu mepxu, xoumo mpabaa da 6vdam ezemu npedu paboma cbC Wil NPUROICCHUE HA
REKAPCMBERUR nPOOYKM

Toit xato MukodeHOnaT ModeTHa € nokasan TepaToreHHM eeKTH MpPH TUIBXOBE M 3abiiy,
KarncyNHTe He TPAOBa Aa ce OTBAPAT WAM Pa3yyIBar, 3a [a ce W3berHe BAHLUIBAHE WA JHpeKTeH
KOHTAKT ¢ KOXaTa UAH JIMraBULUHTE HA Npaxa, ChObPHAL e KANCYNHTE. AKO TAKBB KOHTAKT
Ce OCBILECTBH, HIMMATE OGHITHO MACTOTO ChC CANYH K BOJA; H3TLIAKHETE OYHTE ¢ YHCTA BOJA.

4.3 IIpoTHBONOKA3RHHMA

. Mukodenonar moderun we Tpaea ma ce OpHilara 0OpH MNalUUeHTH CbhC
CBPBXYYBCTBHTENIHOCT KbM MMKO(EHONAT MOodeTil, MHKODEHOMOBA KHCENHHA, HTH
KbM HAKOC OT MOMOILHHTE BellecTsa, H3OpoeHM B Touka 6.1. HabmoaaBanu ca
PEAKLHH HA CBPBXYBCTBUTEIHOCT KbM TO3H JIEKAPCTBEH MPOAYKT (BXK. Touka 4.8).

. He 1pafea na ce npunara nevenue npu sxeHu c ACTEPOLEH MNOTEHLKAN, KOHTO He
H3MONI3BAT BUCOKOSPEKTHBHI KOHTPAUENTHBHH METOIH (BXK. TOUKA 4.6).

. He tpsabesa na ce sanousa Tepanus npH kem: c JeTepojeH MNoTeHuMan, Ges
NPEeACTAaBAHE HA PE3YJTATH OT TECT 3a GpeMEHHOCT, 3a 42 Ce M3KIIOUH HeXenaHa
ynotpe6a no Bpeme Ha GpemeHuOCT (BXK. TOuKa 4.6).

. He Tps6ea na ce npunara ieyeHue No BpeMe Ha GPEMEHHOCT, OCBEH aKO HIMa Ipyro
TIOAXONALIO AITEPHATHBHO JIEYSHHE 3a NpENOTBPATABAHE HA OTXBBPISHETO Ha
TpaHCIUlaHTaTa (BXK. Touka 4.6).

. Jleuenuero He TpaGBa Na ce NpHUIara npH KeHH, KOUTO KBPMAT (BK. TOYKa 4.6).
44 Cneunanun npeaynpexaeHns i npeanasHu MepKH NPH ynotpeta
Heonnazmu

HNaunenTn Ha MMynocynpecksHa Tepanus B KoMBUHALA C APYTH NEKAPCTBEHH MPOAYKTH,
BKJIIOYHTENHO MHKOGEHONAaT MOGETHN, ca NMONNOKEHH HA TOBHUILEH PHCK OT pa3sBHTHEe Ha
nuMdomMH ¥ Ipyri 3n0KadecTBeHH 3aGONABaHHA, 0COBEHO HA KOKATA (ripxTe TOYKa 4.8).
Hsrnexpa, 4e pHCKBT € CBBP3aH NO-CKOPO ¢ MHTEHIMBHOCTTA H NPOOB/DKHTENHOCTTA Ha
HMYHOCYNPECHATA, OTKOAKOTO ¢ ynoTpebaTa Ha HAKOMN crieuudHuer NpoayKT.

Karo ofmy cbBeT ¢ uen MHHHMH3MpaHe Ha PHCKa OT pak Ha Koxkard TpsOsa Aa ce orpaHuyu
M3NaraHeTo Ha CbHYeBa cBeTaMHAa U UV obnbuBaHe, KaTo ce HOCH 3aHTHO OBNEKIIO M ce
H3MIO/I3Ba CIBHUE3ALIHTEH MPOAYKT ¢ BUCOK 3aluuTeH (GakTop.

Hndeximpm

Nauwentn, nekyBaHm ¢ HMYHOCYTIPECOPH, BKIIOUMTENHO MHKodeHOnaT M
H3MOXKEHH HA MOBHUIEH DHCK OT OMNOPTIOHUCTHYHH WH(eKuMu (GakTepHanu
BHPYCHH W MPOTO30a/1HK), HHYEKUHU ¢ ETAIEH H3X0A U cencuc (BWXTe TouKa 4




MHQEKLMH BKIIOUBAT PEaKTHBALMA Ha JIaATEHTHH BHPYCHH HHekuwH, kato xermaTut B win
xenaTHT C ¥ HAQeKLHY, TPUYHHEHH OT IONHOMaBUpycH (HedponaTha, cebp3aHa ¢ BK supye,
NporpecHBHa MyntHdokanHa neskoeruedanonarus (IIMJI), cebp3ana ¢ JC supyc). Cayyau Ha
XEMaTHT NOpany peakTHBUPaHe Ha XenaTHT B unu xenatut C, ca JOKNaABaHH NPH NALHAEHTH-
HOCHTE/IH, IeKyBaHK ¢ MMyHocynpecopu. Te3u uudexuru YecTo ca CBLP3aHH ¢ Brcoka ofwa
HMYHOCYNIPECMBHA OGPEMEHEHOCT WM MOraT fda MOBEJaT [0 CEPHO3HM KM  daTaiHH
YCAOXKHEHHS, KOMTO JIeKapuTe Tpa0Ba Ja MMaT NpeaBuj B AH(epesLHaNHaTa JHarHosa npH
HMYHOCYTIpECHPaHH TNALUMEHTH C BiolaBawa ce 6uOpeuHa (QyHKUHS WM HEBPOIOTHYHH
CHMNITOMH, MrukodeHonoBaTa XHUcCeNMHA KMa UMTOCTaTHHeH edexT Bepxy B- n T-
AMMGOLIUTHTE, NOPAIH KOETO € BH3MOXKHO no-Texko npotudaHe Ha COVID-19 u tpabea na ce
OGMHCIIAT BB3MOMKHOCTH 33 MPEANPHEMAHE HA ChOTBETHH KITMHHYHH MEPKH.

KFma cpobuieHdd 3a xunoramarno0ynHHeMus BBB BPb3Ka ¢ peUMAMBApAIUHN WHEKIUH TIPH
NaLHeHTH, npueMaul Mukodenonar modeTun B KOMOMHAUMSA ¢ APYrH BMyHocynpecopu. B
HAKOM OT TE€3W CllydaH NpPeMHHaBaHETO OT MHKObeHONaT MOQEeTHN KbM ANTEPHATHBEH
HMYHOCYNIPECOp € MMaJIO 3a Pe3yNITaT HOpMaTH3HpaHe Ha HuBaTa Ha [gG. CepymHuTe HEB2 Ha
HMYHOTJIOBYJIHHHTE MpPY MaLMEHTH Ha JleueHHe ¢ MUkodeHonaT MO(ETH, KOMTO Pa3BHBAT
peuxaMBKpallH HHeKuHK, e Heobxoanmo aa 6b1aT HaMepeHH. B cnyvaii Ha NpOAB/DKHTENHa,
KIMHHYHO 3Ha4yMMma xunoalSymuHemusd, TpAGBa Aa ce OOMHCIAT MOIXOOAIM KJIHHHYHH
MEpKH, KaTO CE MMa TIPeABH MOLUHHA UMTOCTATHYEH edexT, KoiTo MuxodpeHonaT ModeTwt
ynpaxusea eepXy T- i B- mumdouuruTe.

HUma ny6aukysanu cpobmenns 3a GPOHXHEKTa3HM NPH BB3PACTHH U Jelia, KOMTO Ca MPHEeMaITH
MukoteHonar MoQeTH B KOMOHRALIMA ¢ APYTH BKMYHOCYNpPECOPH. B HAKOH OT Te3W ciy4an
NpeMHHABAHETO OT MHKO(eHONaT MopEeTHI KbM ANTEPHATHBEH HMYHOCYNPECOP € MMAo 3a
pe3ynTaT noAobpeHue HAa PECIHPATOPHHTE CHMITOMH. PHCKBT OoT OpoHXHeKTasuH MOXe A3
6®ae cBBp3aH ¢ XUMOramMarnobyIHHEMHUS HIH ¢ THPEKTHO BIHAHKE BupXy Oenud npob. Criwo
TAKA HM4 M30JMpaHM cbOOILEHHS 32 WHTepcTHUManHa GenonpobHa GosecT ¥ MynMOHapHA
dubposa, HAKOM OT KouTO ca Ownu QaranHu (BkTe Touka 4.8). Ilpenopbumrento e
NAlMEHTHTE, KOMTO Pa3BHUBAT MEepPCHCTHpanM OeloapoOHM CHMITTOMHM, K4TO KauLiHia H
AHUCTHHA, Aa OBAAT U3CNEABaHH.

KpnE M MMYHHA CHCTEMA

INaupentute, npueMalid Mukodenonar Moderwn, TpabBa Na ¢e NpocieAdBaT 3a nposBa Ha
HEYTpOTIeHHs, KOATO MOXe fAa Obae CBBp3aHa CbC CAMOTO JIeYEHHE, CHILTCTBALLH
MEJMKAMEHTH, BHPYCHH MHOEKUMM WM KOMOMHalMd OT BCHYKH Te3u npuuund. Ha
NalHeHTHTE, NpUeMalH MHKO(eHoNaT ModeTu, Tpabsa 1a ¢e NPaBH bJIHA KPHBHA KapTHHA
BCAKA CEJIMHLIA B PAMKHTE Ha TbPBHA MeCell, ABa TbTH MECEYHO NPE3 BTOPHA H TPETHA, Clel
KOETO BEOHBXK MECeUHO Mpe3 MbpeaTta roauHa. AKO ce pa3BHe HeyTponeHus (abconioTeH
HeyTpodunen 6poii < 1,3 x 10%/pul), Mmoxe Na ce HaNOXH Aa Ce NPEKbCHE WM MPEYCTaHOBH
JIe4EeHHETO ¢ MHKOGeHonat MogeTH.

Cpofwasar ce clyvau Ha YMCTa arna3us Ha depseHuTe KpusHH kietkn (YAYKK) npu
NAMEHTH, JIEKYBaHHd ¢ MHKOQeHONaT Mo(eTHT B KOMOMHAaUMA ¢ APYTH HMYHOCYNpPECOpH.
Mexanuamsr Ha YAUKK, prayumpaHa ot MukogeHonat moderwt, He e ussecreH. YAUKK
MOKE Jia OT3BYYH NpH HaMalsBaHE HA J03aTa WIH MNpPEYCTaHOBABAHE Ha JIEYSHUETO C
mukoderonar moderun. [IpoMeHn B Tepamuata ¢ MukodeHonar Moderun Tpsabsa na ce
npeAnpHeMaT CaMO NMPH CHOTBETHO HaGMoAeHHE HA PELIHTHEHTHTE Ha TPAHCIUIAHTATH, 3a Aa
ce cBeJe A0 MHHUMYM PHCKBT OT OTXBBP/IAHE Ha npucaakarta (Bx. Touka 4.8).

[auuenTHTe, nomy4asaid MuxodeHomat Mogerhn, TpaGea na ObAaT MH
cboblaBaT He3aGaBHO 3a BCeKH MPH3HAK HA HHPEKLHA, HEOYaKBAHO KPBBOHAC
WM IPYTH MPOSBH HA KOCTHOMO3bUYHA HEAOCTATBUHOCT.

[MauneuTtute Tpabea na ce HHPOPMUPAT, Y€ NO BPeMe Ha JIEUeHHETO C MHKode



BaKCHHAIMMTE MOTAT 112 ¢4 N10-MAJIKO eieKTHBHY, a ynoTpeGaTa Ha >KMBYM BaKCHHH TPSOBa 1A
ce m3bsrea (BiKTe Touka 4.5). BakcuHaumsTa cpeury rpun Moxe na 6Bae OT nona.
IIpeanucBalyaT nekap TpaGea Ma ce choOPask ¢ HALMOHANHHTE YKA3aHKA 3a NMPOTHBOTPHIIHA
BAKCHHALIHA,

CroMaliHo-4peBHH

[Npunoxennero Ha mMukodeHonaT MOGeTIT € CBBP3BAHO ¢ NMOBHIIEHA YECTOTA HA HEXEIaHH
JIEKAPCTBEHH peaklMH OT CTPaHa Ha XPaHOCMHNATENHATA CHCTEMA, BKTIOMHTETHO HEYeCTH
Ciyian Ha A3BH Ha CTOMAIUHO-YPEBHHA TPAaKT, KPLBOMIIMBH M nepdopaums. JleueHuero
TpAGBa fa Ce MpUiara BHUMATENHO NpH NMAUHEHTH C AKTHBHO cepHo3HO 3abonspaHe Ha
XpaHOCMMUJIaTeNHATA CHCTEMA.

MukodeHonar ModeTrn e MHXMOHTOP Ha HHO3MH MOHO(OChaT aexuaporenasata (IMPDH).
Topanw ToBa, npuoxeHHeTo My TpiabBa na ce H3GArBA NPU NALHEHTH C PANBK HACNEACTBEH
AeMUMT Ha XMTIOKCAHTHH-ryaHUH dochopubosun-Tparcepaszata (HGPRT), kato Hanpumep
npH cuHApoM Ha Lesch-Nyhan u Kelley-Seegmiller.

BaaumogeiicTBus

Heobxoaumo e noBHineHo BHHMaRHe NpH NpeMuHaBaHe Ha KOMOHHYpPaHa Tepanus OT CXEMH,
CBABPXKAH HMYHOCYIIPECOPH, KOMTO NOBIHSBAT €HTEpOXEMAaTalHHA kperospaT Ha MOK,
Hanp. UMKIOCTIOPHH, KbM [PYrH, KOWTO Ca NHIIEHH OT TO3H edeKT, Hamp. TaKponmmyc,
CHponumMyc, Genmatauent, vinH o6paTHO, Thif KATO TOBA MOXE Aa AOBENE A0 IPOMEHM B
excrosHumuATa Ha MPK. JlekapcTea, KOHTO MOBIHABAT €HTEPOXEMATANHHS LHKBI Ha MDK
(Hanp. konecTHpaMHH, aHTROHOTHLM) TPAGBA Ia Ce M3MONIBAT ¢ IOBHIICHO BHUMAHUE nopanu

NOTCHLIHANIa UM 32 HAMAJIABAHE Ha HEHHHTE [U1a3MEHHUTE HHBA H epHKACHOCT (BXK. CBLIO TOYKA
4.5).

[Ipenopsuea ce MukodeHomat ModeTiu aa He ce MpyIara CLITBTCTRALIO ¢ a3aTHOIMPHH, 3aLI0TO
TAKOB2 CHIBTCTBALIO TIPUIOXKEHHE HE € MPOYYEHO.

CBOTHOLIEHHETO NON3a/PHCK Ha MUKOBEHONAT MODETHI B KOMGHHALHA ChC CHPOJIHMYC HE €
YCTaHOBEHO (BXK. TO4Ka 4.5),

TepaneBTquH JICKAPCTBCH MOHHUTOPHHT

Ipu npomsHa Ha koMGHHHpaHaTa Tepanus (Hanp. NIPeMHHABAHE OT CXEMH ¢ LHKJIOCTIOPHH Ha
TaKHBa ¢ TAKPOIMMYC MW 00paTHO) Mosie Aa b€ NOAXOAALIO [a ce IPOBENE TepaneBTHYEH
JIeKapCTBEH MOHHTOPHHr Ha M®K win na ce ocurypu anexkBaTHa MMYHOCYNpecHs NpH
NALHEHTH ¢ BHCOK HMYHOIOTHYEH PUCK (HaMp. PUCK OT OTXBBPIIAHE, JICYEHHE C AHTHOHOTHLM,
AoBaBAHE WK CIIMPaHE Ha NPUITOKEHHETO HA B3AUMOAEHCTBALIH JleKapcTBa).

CreusanHy noiyaluu

Ileduampuuna nonyrayus

M#oro orpasHueHa MOCTM2PKETHHIOBE HH(POPMALIHSA MOKA3BA M10-BUCOKA YECTOTA Ha

ClE/THHTE HEXEJIAHH CBOMTHSA NIPH NALKEHTH HA BB3PACT NOA 6 FOIMHM B CPABHEHHE C TTO-

BB3PAcTHHTE TALMEHTH:

¢ auM(pOMM M JAPYTH 3JI0Ka4eCTBEHH 3ab0oniBaHHA, OCcOBEeHO NOCTTPaHCINAHTA
numbonponvudepaTHBHO HAPYIIEHUE NPH MAITHEHTH CbC ChbpAeYHa TPaHCIUIa

® HapylleHHA HA KPBBTa H JIMM(HATA CHCTEMA, BKITIOUHTENIHO aHEMHS H He

BbH3paCT B CPAaBHEHHE C NO-BH3PACTHHTE MALUMEHTH H B CPAaBHEHHE ¢ Iif
PELHNHEHTH Ha YepHOapobHa/6bOpeuHa TpaHciaHTanus.




¢ [lpu nauueHTHTE, NIpHEMaLK MHKodeHonaT ModeTin, MBJIHA KPbBHA KapTHHA TPA6Ba Aa
Ce M3C/IeBA €XXEeCEMHYHO MPE3 MbPBHA MeceLl, 1Ba ITbTH MECEUHO NPe3 BTOPHS M TPETHH
Mecell OT JIEYEHHETO, CJiel KOETO €XKEMeCeyHO Mpe3 ITbpBaTa IOAHHA. AKO ce pa3BHe
HEYTPOMeHMA, MOXKE Na € NOAXOAANIO 12 C€ NPEKbCHE WM J1a Ce NPEeyCTaHOBH MPHEMA Ha
mMuKodeHonat ModerHa.

¢  CTOMAILHO-YPEBHH HApYIIEHNA, BKIIOYHTENHO AHAPHS H IOBPBILAHE.

JleueHueto TpﬂGBa Aa C€ NpHNara ¢ NOBHRIICHO BHHMAHHUE NPH NAUHCHTH ¢ aKTHBHH CEPHO3HH
3afonseaHus Ha XpaHOCMHIIaTE/IHaTa CHCTEMA.

Ilonynayua ¢ cmapuecka ev3pacm

IlauKeHTHTe B cTapyecka BB3PACT B CpaBHEHHE ¢ MO-MJajuTe WHIMBHAM, MOTaT Aa Obiar
H3I0KEHH HA MOBHILEH PHCK OT HEXENIAHHW PeaKliMM, KATO HAKOH HH}EKUHH (BKIIOYHTETHO
3a00/4BaHe ¢ THKAHHA WHBA3HA HAa LIHTOMETANOBHPYC) H €BEHTYATHO CTOMALIHO-YPEBEH
KPBBOH3NHB H GenoapodeH oTok (Bx. Touka 4.8).

Teparorennu eheKkTH

Mmukodenonar e cHneH TepaToreH MpH xopa. Fma cpobieHns 3a cnoHTaHHH abopTH (4ecToTa
45% no 49%) v BpoaeHH Mantdopmauuu (M3uKcneHa YecToTa 23% 10 27%) cllel eKCIO3HIHA
Ha MHkopeHonar ModeTHN no BpeMe Ha OpemenHocT. ClefOBATENHO, JIEYEHHETO €
MPOTHBOMOKA3aHO M0 BPeMe Ha OpPEMEHHOCT, OCBEH aK0 HaMa Jpyro MNOAXOAALIO
ANTEPHATHBHO JIEYEHHE 3a TIPEAOTBPAaTABAHE HA OTXBBP/AAHETO Ha TPAHCILIAHTATA.
[MaureHTHTE XKEeHM ¢ aeTepoaeH noteHuyan TpaGea Aa 6baaT MHGOPMHUpaHH 3a pHCKOBETE U 1a
cnaspaT NpenopbKHTE, HaleHH B Touka 4.6 (Hanp. KOTPAUENTHBHH METOAM, TECTOBE 3a
OpeMeHHOCT) mpeaH, MO BpeMe HA W cllel JIeYeHHeTo ¢ MUKogeHomaT Moderun. Jlekapure
Tpa0Ba Na rapaHTHpaT, 4Ye XKeHHTE, NpHeMaLit MUKOGEeHONaT MOQETHI Ca HASCHO ¢ PHCKOBETe
3a yBpexane Ha 6e6eto, HeoGX0AUMOCTTA OT €EKTHBHA KOHTPALETILMS H HEOOXOMHUMOCTTa
He3abaBHO Ja ce KOHCYATHPAaT CBbC CBOS JIEKap, AKO CBUIECTBYBa BB3MOXKHOCT 3a
3abpeMeHABane.

KoHTpauenuus (. Touka 4.6

[lopagy CHNHWTE KNMHMMHM [OKA3aTe/ICTBA, MOKA3BAWIM BHCOK PUCK OT afOpT M BPOAEHU
MandopmaLuH NpH M3NON3BaHE Ha MHKodeHonat Moderw npr GpeMeHHOCT, TpaOBa aa ce
TIONIOKAT BCHYKH YCHIMS, 3a 13 ce u3berHe 6peMeHHOCT Mo BpeMe Ha fieyeHueTo. [Topaau Tosa,
KEHHUTE ¢ ICTEPOJIEH NMOTeHUNaN TpAGRa Na HINON3BAT Hal-ManKo eAHa GopMa Ha HaJeKaHa
KOHTpauenuus (BxX. Touka 4.3) npeau 3ano4BaHe Ha IEYEHHETO ¢ MHKodeHONAT MOGEeTH, No
BpEME Ha JIGYEHHETO H B MPOABMKEHHE HA WIECT CeAMHUHM Clell MPEeyCTAHOBSBAHE Ha
NIEHEHHETO OCBEH aKO H3OPaHHAT METO/ HAa KOHTPALENIHA € BE3AbpXKaHue. 3a NpeanouuTaHe
€ 13 C¢ NPUIIOHKAT f1BE AOMBIBALIM ce GOPMH Ha KOHTpaLeNLHa €AHOBPEMEHHO, 3a /1a CE CBEAE
A0 MHHHMYM BB3MOMKHOCTTA 34 HEYCMEX HA KOHTPALENLHATA H HeXelTaHa GpeMeHHOCT.

3a CBRET 3a KOHTpaLENLMA NPH MBXKE BHXKTE TOUKA 4.6,

OO6yyuTENnHH MaTepHaTH

3a na ce MOANOMOrHAT NALMEHTHTe Aa H3berHat geTanHa excnosnLMa Ha MUKO(EHONAT H 33
Aa ce OCMrypH HOITbJHHTENHAa BaxkkHa MHpopmauua 3a 6Gesonacroct, [lpurexkarenst Ha
paspeutennero 3a ynorpeba e NpenocTaBH oOYHMTENHH MATEPHATH HA MEIMLHMHCKHTE
cneunanucTi. B ofyunTennure mMatepHasH Lie ce MOACWIAT NpefyNpeXAEHHATA OTHOCHO
TEPATOTeHHOCTTA Ha MHKOGEHOJIAT, LI Ce Aafe CHBET 3a KOHTpALeTHs Npean 3aI04BAHETO

aKO € IoOXO0oNA1HO.

EOI’[MHHT‘CJ’[HH Nnpeana3Hd MEPKH

I'Iauuel-rrme HE TpﬂﬁBa Aa napaBaT KpBB N0 BPEME Ha JICUEHHETO HIH B PAMKIRNG




CeIMHIM Chell peKpaTABaHe NpHeMa Ha MHKo(eHOnaT. MukeTe He TpabBa Ja 6vAaT JOHOPH
Ha CrepMa [0 BpeMe Ha IEYEHHETO WM B paMKHTe Ha noHe 30 aHM cnen npekparsBaHe MpHeMa
Ha MHKo(eHoaT.

Coappxanue Ha HaTpuit
To3u JiekapcTBeH MPOAYKT ChAbpiKa Mo-MaIko oT | mmeol Hatpuiéi (23 mg) Ha kancyna, T.e.

MOKe N1a C€ KaKe, Y€ MPpaKTHYCCKH HE ChAbpPHKa Ha’I‘PHﬁ.

4.5 B3asmopelicTBHEE ¢ JpYrH JIEKADCTBEHH NPOAYKTH H JApyrH ¢opmMA Ra
B3aHMojJeficTBHE

AIMKITIOBHD
[MTo-BHCOKM IUIa3MEHH KOHUEHTpAlLMH Ha aluMKIoBHp ca OwiM HabmiomasaHH, KOTaTo

MukodeHoNaT MoteTHN e NpUIarad 3a¢AHO ¢ ALHKIOBHP, B CPABHEHHE ChC CAMOCTOATEIHOTO
npunoxenne Ha aunknosup. Ilpomenute BBB (apMakokHHeTHkata Ha M®KI (deHonos
rmoxypoura Ha MOK) (MPKI ce nosuiasa ¢ 8%) ca GunK MHHHMAITHHM H HE CE& CUHTAT 34
KNAHHYHO 3HauWMH. Twit KaTo mmasMeHuTe koHueHTpauun Ha MOKI, kakto H
KOHUEHTPAUKHTE Ha aLMKIIOBHP, C€ NOBHIIaBaT npu 6OpedHo yBpexaaHe, HMa BB3MOKHOCT
MHEKO(eHOIaT MOGeTHN B ALUHKIOBHD WIH HETOBHTE IIPEKYPCOPH, Hanp. BaNalMIUIOBHP, Ja ce
KOHKypHpaT 3a TyGynHata cexkpeuus B 6v6peumTe M mo TO3H HAauMH JOMBJIHHTEIHO Na Ce
YBENHYAT KOHLEHTPALMHTE Ha JBeTe CyOCTaHIHA.

AHTHaNUIW ¥ UHXUOUTOPH Ha npoTorHaTa nommna (MITIT)

HamansBane Ha ekcnosuimuaTa Ha Mukoderonosara kucenuHa (MPK) ce nabmonaea, korato
AHTHALMM, KATO MarHe3ues W alyMHHHeB xuapokcua W HIIII, BRIOYHTEIHO NaH30Mnpa3on H
NaHTONpazofi, ¢e mpunarat ¢ MukodeHonat moderun. IIpu cpaBHABaHe Ha 4YeCTOTaTa Ha
OTXBBLPJIAHE Ha TPAHCILUIAHTATA WJIH 4€CTOTATa Ha 3ary0a Ha npHcaakaTa MEXAy MallHeHTHTe
Ha MukodeHonat Mogerun, npuemaiwn HIII, B cpaBHeHHE ¢ MAUMEHTHTE HA MHKOgeHonaT
moderun Gez npuem Ha HIII, He ce HabmopasaT 3HayuTenH pasnnuua. Tesdw AaHHM
MOAKPENAT EeKCTPamnoJOIMPaHETO HA pEe3YNTATHTE 33 BCHYKH AaHTHALUKIH, TBH Karo
HAMANIABAHETO HA EKCNOIHLMATA, MPH eHOBPEMEHHO NPHIOKEHHE Ha MHKOGEHONAT MOheTHI
¢ MarHe3ueB KW ATyMHHHEB XHIPOKCHA, € 3HAYHTENHO [10-MAJIKO, OTKOMKOTO KOraTro npH
SAHOBPEMEHHO NPHIOKEHHE HAa MHKogeHonaT moderun ¢ HIIIIL

JlekapcTBEHHM TNPOAYKTH, KOHTO MOBAMABAT EHTEPOXENATAIHMA KPBHroBpaT (Hanp.
KOJIECTHPaMUH, UMKIIOCHIOPHH A, aHTHOHOTHLIM)

Tpsabea na ce MoAxo)kAa BHHMATENHO fpH ynorpefara Ha JIEKapCTBCHH TIPOLYKTH, KOMTO
MOBJIHABAT EHTEPOXENATAIHHA KPBrOBPaT, NOpPaJH BL3MOKHOCTTA 3a HaMmalsiBaHe Ha
ethukacHoCTTa Ha MUKO(deHONnaT ModeTHI.

Konecmupamun

Cnen emwnuuHa Jjo3a ot 1,5 g mukodeHonat modernun Ha 30paBH JTHLA, HA KOHTO
NpeABapUTENIHO ca AaBaHu 4 g konmecTHpaMHH Tpu MbTH AHeBHO (TID) B npoaw/vkeHHe Ha
4 nuu, e HabmogasaHo HaManeHde Ha AUC na MOK ¢ 40% (Bx; Touku 4.4 u 5.2). IIpn
CBITBTCTBALLO NMPHIMKEHKe TPAOBa Ja ce BHUMaBa NOpaJH Bh3MOKHOCTTA 3a HAMAJIABAHE Ha
eprKacHOCTTa Ha MEKO(DEHONAT MOdeTHn.

Luxnocnopun A
(dapMakoKHHETHKATa Ha uMKiocnopud A {CsA) ve ce nosnuaea oT MUkodeHonaT ModeTH.
Hanporus, ako ce mnpexkpaT¥ cbIBTCTBaWoOTO JeueHHe ¢ CsA, TpabBa pa ce ouaxsa




MpeMHHABaHE Ha TIALHEHTHTE OT CSA KbM €[IHH OT MMYHOCYNPECOPHTE, KOHTO HE IMOB/HABAT
CHTEPOXENaTaNHHA LHKeI Ha MDK,

AHTHOHOTHLIHTE, €THMHHHpaWM GaKTepuHTe, npoAyuHpauly B-rmoKyposnaasa 8 uepsara
(Hanp. xknacoBere aHTHOMOTHUM AMHHOTIHKO3MIM, uedanocnopuHy, GIYOPOXHHOIOHH H
NEHHUHIHHH), MOXKE Ja MOBIHAST €HTEpPOXENMATATHHS kpbrospat Ha MOKI/M®K, kato Tora
BOAH N0 HamalleHa CUCTEMHa ekcrno3uuns Ha MO®OK. Hma undopmanma 3a cnenmure
AHTHOHOTHIIM:

Lunpognoxcayun unu amoxcuyunun nmioc krasynanosa xucenuna

Crobara ce 3a HamansBaHe Ha Haii-HUCKHTE koHueHTpaunn Ha MOK ¢ okxono 50% npu
peuMnueHTH Ha GbOpeueH TpaHCIIAHTAT B AHHMTE HETOCPENCTBEHO ClEH 3aMOYBAHE Ha
HEpOpa/IeH UMNPOGIOKCALMH MTH AMOKCHIWWIHH [LNIOC KITaBY/IaHOBa Kucenuna. Ha6monaga
Ce TEHIOCHLHA 3a HAMaliBaHe HAa TO3M e(eKT NpH NPOALIKHTENHAa ynoTpeGa Ha
aHTAOHOTHUMTE M OT3BY4YaBaHe [0 HAKONKO AHH Clej NPEKpPaTABAHETO Ha AHTHMOHOTHKA.
IlpoMennTe B Hafi-HHCKMTE HMBA MOXE la HE OTpa3sBaT TOUHO NpoMeHHTe B o0wara
excno3uuua Ha MOK. Topaau Tosa npomaua B ao3ata Ha MukodeHONaT ModeTH OGHKHOBEHO
HAMA f1a € HeoOXO0AHMA MPH JMNCA HA KTHHHYHH AaHHH 33 HapylueHa GyHKLuA Ha npHcaaKara.
Tpabsa na ce n3pBpIIBA O0aye CTPHKTHO KIHHHYHO HabmomeHue no BPEME Ha JIEYEHHETO ¢
KOMOMHAUMATA ¥ MAJIKO ClIE aHTHOHOTHYHATA TEpanHs.

Hopghnoxcayun u memponudazon

Tipu 3npasn no6poBoNLH He € HabMIOAABAHO 3HAYMMO B3aMMOIEHCTBHE, KOraTo MukodgeHonaTt
MoQeTHn € npunaraH eJHOBPEMEHHO ¢ HOPQUIOKCALUMH WAM ¢ meTpoHHaason. Ho
KOMOGHHALHMATA Ha HOP(GIOKCALMH H METPOHHIA30/1 HAMANABA EKCNO3MLMATA Ha MDK ¢ okoo
30% cnen ennHKaHa n03a MukodeHonar ModeTH.

Tpumemonpum/cyngpamemoxcason
He e nabmonaraH edekt BLpxy GuoHammuHocTTa Ha MK,

HeKaQCTBeHH NPOOYKTH, KOHTO ITIORJIHABAT THOKYPOHHPAaHETO _ (Hanp. H3aBYKOHA30,
TeIMHCapTaH)

ChIbTCTBAIIOTO MPHAOKEHHE HA JISKAPCTBA, MOBIHABALIH oKy poHHpaHeTo Ha MK, Moxe
Aa mpomeHd excnosuuuata Ha MOK. [Mopagn ToBa ce npenopbysa NOBUIIEHO BHHMAaHHe,
KOraTo T€3H IEKapcTBa C¢ NPHUAraT eHOBPEMEHHO ¢ MUKO(EHOAT ModeTH.

Hzagyxonazon
[osuuienue Ha excnosuumusaTa (AUCO-0) Ha MOK ¢ 35% e HabmomasaHo [P CBITBTCTBALIO
NPHIIOXKEHHE C H3aBYKOHA30I1.

Teamucapman

CBIBTCTBAWOTO NPHIOKEHHE HA TEIMHCAPTaH H MHKO(EHONAT MO(ETHIT BOAK 4O HAMATIBAHE
Ha KoHUeHTpauuuTe Ha MK ¢ okono 30%. TenmucapTaH npomeHs eaumuuupaneTo Ha MOK
Karo 3acuiBa excnpecusTa Ha PPAR rama (nepoxchsom nponudepatop-akrueupan peuentop
rama), KOeTo OT CBOAl CTPaHa BOJM 110 NOBHLUEHA eKCTIPECHs M AKTHBHOCT Ha YPHMH audocdar
usoopma 1A9 Ha rmoxyponun Tpatcdepasara (UGTI1A9). [Tpu CpaBHABAHE HA YECTOTHTE HA
OTXBBLP/IAHE HA TPAHCILIAHTATA, YECTOTHTE Ha 3ary0a Ha npHcagkara Wid NpoQUABT Ha
HeXelaHH CHOMTHA NPH NMalMeHTHTE Ha MHKodeHoNaT ModeTit cbe U Ges €IHOBPEMEHHO
JACYCHHE C TeNIMHCApTaH, He <¢a HaOmogaBaHH KJIHHHYHHM — [OCNEACTBHA  OT
$hapMaKOKMHETHHHOTO B3aHMOACHCTEHE OT THNA IEKAPCTBO-IEKAPCTEO. .

lCanuMKIoBHp

Ha 6a3aTa Ha pesyaTaTH OT NpoytBaHEe C EAHOKPATHO MPUIOXNKEHHE HA NPeEmOffoah
A031 MHKOGQEHORAT MODETI NEPOPAIHO M TAHLHKIOBUP HHTPABEHO3HO, H HY
edexrn Ha 6B6peunHoTO yBpekIaHe BLPXY (PapMaKOKMHETHKATA HA MHKO(EH
(BiKTE TOUKa 4.2) H rAaHUMKIOBHD, CE OYAKBA, Y€ eNHOBPEMEHHOTO [IPHITOKER




MPOIyKTa (KOMTO C& KOHKYPHPAT 3a MexaHu3Ma Ha TyOy.Ha cexpeuns B 616pewnTe) mie nosese
N0 yBennueHHe B koHUeHTpauHMuTe Ha M®KI M ranuuiosup. He ce ouakBa 3HauuTenua
mpomsHa Ha (apmakokHHeTHKaTa Ha M@K h He ce Hanara KOpHrupaHe Ha go3aTa Ha
Muxopenonat moderun. Ipn nauuentn ¢ 6u6peuHO yBpekaane, NpH KOHTO MHkodeHomar
MOGETIN M rAHUMKIOBHD WM HETOBMTE NPEKYPCOPH, Hamp. BANTaHLMKIOBHP, TpAGBa na ce
CMa3BaT MPEeNOPbKHTE 3a ZO3UPAHE HA raHUMKIOBHP H NalueHTHTe TpsOBa Na ce Habmogasar
BHHMATEHO.

Hepopanuu KOHTpaUeNTHBH

QapMakofuHaMuKaTa M (apMAaKOKMHETHKATA HA TIEPOPAIHHTE KOHTPALENTHBH HE Ce
MOBAMBAT B KJIWHHYHO 3HAYMMa CTENEH OT €JHOBPEMEHHOTO NPHIOXKEHUE ¢ MHKO(pEHONAT
Mo(eTHA (BIKTE CBUIO TOUKA 5.2).

Pudamnuupn

CoenbTeTBAWIOTO npunoxeHHe Ha MHKOQeHONAT MoQeTHn W puaMNHIMH e I0BENO A0
noHwkasaHe Ha excriozuuisTa Ha MOK (AUKo.12.) ¢ 18% mo 70% w npu nauueHTH, KOHTO He
IpHEMAT UHKAOCTIOPHH. fIpH enHOBPEMEHHOTO NpuIoXKeHKHe ¢ pAUPAMNKLMH C& NpenopbYBa
A3 C€ MOHHTOPHPAT HHRATA Ha ekcno3uuks Ha MPK u cbOTBETHO Ja ce KOpHIHpa A03aTa Ha
MHKOGEHOAT MO(ETHII 32 NOANBPKAHE KNHHUYHA ePHUKACHOCT.

Cesenamep
Habmronasaro e nomwkenne Ha Cmax H AUCo12, Ha MOK croTseTHo ¢ 30% 1 25% npu

€AHOBPEMEHHO MPIIOKEHHE HAa MUKO(EHO1aT MODETHN U ceBeamep 6e3 HAKAKBO KNHHHYHO
3Ha4eHue (T.e. OTXBBpJAAHe Ha npucagkara). [Ipenopbusa ce obaue, ¢ Lien Aa ce CRele KO
MHHHMYM BJIHAHHETO BBPXY abcopbumsata na MOK, MukodeHonat Moderin aa ce npunara
NOHE eAMH 4Yac MpeAM WIM TP uaca ciel NpueMa Ha cesenamep. Hama pgaHHH 3a
NPUIOXKEHHETO Ha MHKodeHonaT ModeTwn ¢ Apyrd $ochaT-CBLP3BaIlA BEUWECTBA, OCBEH
ceBenamep.

Takpomumyc
HauuenTy ¢ yepHOApPOGHA TpaHCIIAHTALIHA, NPH KOUTO € 3AMOYHATO JISYEHHE C MHKO(EHOaT

MogeTin n Takponumyc, AUC u Cmax va M@K — akTuBHMAT MeTaGoNAT Ha MHKOQEHONAT
MO(ETHI, He CE MOBTHABAT 3HAYUMO NP EJHOBPEMEHHO TIPUIOKEHHE ¢ TaKPONHMYC.
Hanporus, HaGmopasano e nosumenne ¢ npubmusurenno 20% na AUC Ha Takponumyc npu
MHOTOKpPATHO NMPHIOXKEHHE HA MUKO(eHonaT Moderwn (1,5 g ABa METH AHEBHO) HA MALHEHTH
C uepHOOpoGHa TPAHCINAHTALMA, NPHEMAIUH TakponuMmyc. [Ipu maudeHTd ¢ 6nGpeuna
TpaHCIUIAHTALMs, o0aue, KOHUEHTPAUMATA HA TAKPONMMYC M3IVIEKJA HE CE MPOMEHd OT
MHKoheHOMaT ModeTin (BX. ChIO TOUKa 4.4).

XKupu BaKkcHHH
’KuBu BakchHu He TpaGBa Ja GBAAT NpUNAraHH NPU NALMEHTH C HADYIIEH HMYHEH OTIOBOP.
OrroBopbT Ha aHTHTeNaTa KbM APYrH BaKCHHH MOXe Ja Gbae HaManeH (BK. ChLIo Touka 4.4),

ITeauaTpuuna nomyaanus

IIpoyuBaHus 32 B3aMMOEHCTBHATA Ca MPOBEXKAAHH CaMO NPH BE3PacTHH.

[Moreruuanumn B3auMoneiicTens

EnxopeMeHHOTO npunoxenue Ha npoGeHeLUMa ¢ MHKO(eHONAT MODETUI NpH MafiMyHH €
AoBENO A0 TPHKPATHO NoBHuIeHHe Ha nuasMeHaTa AUC na M®KT. Ilo To3u Hauun Apyru
JICKapCTBa, 3a KOUTO CE 3Hae, He ca NOAJIOKEHH Ha TyOynHa cexpeuns B 66permre, Moxe na

¢e KoHKYpupat ¢ MMKI H Taka Aa ce MOBHILAT [Ia3MEHHMTE KOHLIEHTPAUHH Ha M‘DKF_-HS{Q‘H& r.n%
ApYTH NeKapcTBa, eTMMMHHpPaHH upe3 TyOy/nHa cekpeuHs. Y é’\\ iy %
S
4.6 DepTHIAHTET, GpeMEHHOCT H KbPMeHe 5.
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JKeHH ¢ AeTepolieH noTeHLMan




TpsGBa na ce n3barsa GpeMeHHOCT, A0KATO ce MpUemMa MHKOGEHONAT MO(eTIIT. IMopanu ToRA,
KEHHTE C NETePOACH NOTeHUHAN TpA0Ba Na M3MON3BAT Hali-Manko eaHa Gopma Ha HamexOHA
KOHTpaLeNLus (Bx. Touka 4.3), NpeaH Ja 3aN04HAT NEYEHHETO ¢ MHKOdeHonaT ModeTnn, no
BpEME HA JICYEHHETO H B MPOAB/DKEHME Ha INECT CEAMHLM Clel MPEeYCTAHOBABAHE HA
NEYCHHETO OCBEH aKo H3GPaHUAT METON Ha KOHTPAUENLMS € Bb3AbpHKaHHe. 3a PEANouHTaHe
€ Aia ce MPHJIOKAT SAHOBPEMEHHO JIBE NIOIML/IBALLIM ce HOPMH HA KOHTPALISMLIHA.

BpemenHocT

MukogeHonat MOGeTHN e NpOTHEONOKA3aH MO BpeMe Ha GPEMEHHOCT, OCBEH aKO HAMA APYro
NOAXOAALIO ANTEPHATHBHO JIEYEHHE 3a IPEOTBPATABAHE Ha OTXBPBPASHETO HA TPAHCIUIAHTATA.
Jleuennero He TpaGBa aa ce 3aro4pa Ges Aa e HAALIE OTPHLIATENEH TECT 3a GPEMEHHOCT, 3a fla
e H3KIIOUHHEXkenaHa ynorpeba no speMe Ha GpeMerHoCT (BXk. Touka 4.3).

HaupeHTHTe JKEHH C PeNMpOAYKTHBEH NOTeHUWan TpaGea ga Gwiar HHOOPMHpaHH 3a
MOBHIIEHHS PUCK OT 3ary6a Ha nmioJa H BpogeHH Man(QopMalMH B HAYAIOTO Ha NICYEHHETO U
Tpa0Ba Na 6BLAAT KOHCYNTHPaHH MO OTHOWIGHHE HA NMPEANa3BaHETO OT 3abpeMeHdBaHe
ceMeiHO TUTaHUpaHe.

IIpeau na samounar Tepanmsa ¢ MHKodeHONAT ModeTun, KeHHTe ¢ JETEPOAEH MOTeHLHA
TpsGBa 1a MMAT ABA OTPHUATENHH PE3yIITaTa OT CEPYMEH HIIH YPHHEH TECT 33 GPeMeHHOCT ¢
UYBCTBHTENHOCT Hali-Manko 25 mIU/ml, 3a ra ce M3KMI0UK HEBOJIHA eKCIIOZHLMA Ha TUIOAA Ha
MukodeHonat. IlpenopbuBa ce BTOPHAT TecT ma ce u3BbpK 8 — 10 THU crea mbpeus. Ipu
TPAHCIUIAHTAUMS HA OPraHd OT NOYHHAH JOHOPH, aKO He € BB3MOXKHO a Ce M3BBPLUAT IBa
Tecta npe3 8-10 anu npeau ma ce 3anouHe JIeYeHWETO (NOPaaH BPEMETO, CBBP3AHO C
HAIHYHOCTTa HAa OpPraHHTe 3a TPAHCIUIAHTaLMA), TeCT 3a GpeMeHHOCT TpA6Ba na ce H3BbPWH
HEMOCPEACTBEHO MPEH 3aM0YBaHe Ha JICYEHHETO, 3 OE eNHH TEeCT 1a ce HanpasH cies 3-10
AHH. TecTosete 3a GpeMeHHOCT TPAOBA A Ce NOBTOPAT, KO € KITHHHYHO HEOOXOMMMO (Hamp.
cnen ¢bobLiaBate 3a HAKAKBB MPOMYCK B KOHTpAUEnuuaTa). Pe3ynTaTuTe oT BCHYKHM TeCTOBe
3a GpemenHocT TpaAbBa fa ce OGCLKAAT C NauMeHTKara. IlaUHeHTKHUTE TpsbBa Ja ce
MHCTPYKTHpPAT Aa ¢€ KOHCYJTHpAaT He3afaBHO ¢ JeKyBaillud CH Jiekap NMpH HACcTbIIBAHE Ha
GpemeHHoCT.

MukotgeHonar e MOLIEH TEPATOTEH 3a HOBEKA, KATO CHIIECTBYBA MOBHIIIEH PHCK OT COHTAHHK

abopTH M BpoeHH Man(OpMaLMK B Clyyall Ha eKCHO3HUKA MO BpeMe Ha GPeMeHHOCT;

* Cwobwasar ce criontanin aGopTH npH 45-49% oT GpeMEHHHYE XXEHH, M3IOKEHH Ha
Mukodenonar moderun, B cpaBHeHMe ¢ vecrota Mexay 12 W 33% npu GonHe
TPAHCTTAHTALMA Ha CONMAHH OpraHH, JEeKYBaHW € HMYHOCYNpPECOpPH, pamIHYHH OT
mukodeHonar moderun.

* B3 ocHoBa Ha cbOBILEHNS OT MTHUTEPATYpaTa, ManhopMALIHH ca ce TIOSBHH B 23 10 27% oT
KHBMTE paXKIaHHA NPH JKeHH, WIONEHH Ha MHKopeHonar moderTHn Mo Bpeme Ha
GpemeHHOCT (B cpasHeHMe ¢ 2 10 3% OT KMBUTE POKAAHHMA B oOLIATA HOMyNalMs W
npubausuTenHo 4 1o 5% OT KUBUTE DAKAAHWA NPH PELMITHEHTH ¢ TPAHCTUIAHTALMA Ha
COMIHIHK OPTaHH, JIEKYBaHH ¢ MMYHOCYTIPECOPH, Pa3THYHN OT MHKO®eHoRaT ModeTHn),

Tlpn nocTMapkeTHHroeara ynotpeda ca HaGnoAaBaHH BPOREHU MAN(OPMALIHH, BIITIOUHTENHO
CHOOLIEHHA 33 MHOXECTBEHH MandopMalMM NpH [elad HAa MAlMeHTKH, HINOXKEHH Ha
MHKOGheHonaT MOdETH B koMOHHALIMA ¢ ADYTH UMYHOCYIIPECOPH FO BpeMe Ha GPeMEHHOCTTA.
Haii-uecto ce crobuiasar cequute Mandopmanuy:

* AHOMANHH Ha YXOTO (Hanp. NaToNordyHO 0GOPMEHO WIH JIHNCBALIO BHHIIHO YX0),
Ha BBHIIHHA CITyXOB KaHal (CPeaHO yXo);

* Jluuesn Mandopmanum, kaTo LenKa Ha ycTHaTa W HeGLIETO (3aelUKa YCTHa, B
MUKPOrHATHS M XUTIEPTEJIOPH3IBM Ha OpGHTHTE,

* AHOMaJHH Ha ovyHTe (Hanp. Konoboma);



» Bponeno cepreudo 3abonssaHe, kaTo AedeKTH Ha IPEACHPAHNA H KAMEPHHA CENTyM;
* Mandopmauru sa nprcruTe (Hanp. NOJUAAKTHINA, CHHIAKTHINA ),

+ Tpaxeo-e3odareanty MandopmaLu (Hanp. aTpe3ns Ha XpaHONPOBOAA);

* Mandopmauny Ha HepBHaTa cHcTeMa KaTo spina bifida;

* Anomannu Ha GuOpenuTe.

B momb/IHeHWe HMa OTAENHH ChoOLIEHMS 3a clneAHHTe MandopMalKu:
» MukpodTanmusd;

* BpoaeHa kuCTa Ha XOPOUIHHA TUIEKCYC;

* Arene3a Ha septum pellucidum;

» ArecHe3a Ha ODOHATENTHHA HEPB.

[TpoyuBaHHA NPH KUBOTHH ca MOKa3ajlH PENPOAYKTHBHA TOKCHYHOCT (BK. TOUKa 5.3).

Knpmene

OrpaHH4eHH NaHHH MOKA3BaT, Ye MHKO(EHONOBATA KMCEIHMHA CE SKCKPeTHpPa B KbPMaTa.
IMopany BB3MOXKHOCTTA OT CEPHO3HH HEXKEJIAHH PEaKUUH KBM MHKO(EHOIOBA KHCENHMHA MPH
KBPMAyYeTaTa, IeueHHETO € NPOTHBONOKA3aHO NPH KBPMAYKH {BK. Touka 4.3).

Mexke

OrpaHHYeHHTE HATHYHY KITHHUYHH JaHHH He NTOKa3BaT MOBHIIEH PHCK OT MandopMaLHK HIH
abopT cllen eKcno3unKg Ha 6alaTa Ha MUKoGdEeHONAT MOGETHI.

MPA e mowen tepatored. He e nasectHo nann MPA npucecTBa B cnepmara. M3uncnenns,
OCHOBABALIH CE Ha JaHHH NPH )XHBOTHH, MOKA3BAT, Y€ MAKCHMATHOTO KonHuecTBO MPA, koero
MOTEHUHAIHO MOX€ [a C¢ NMpeHece B XeHa, € TONKOBAa HUCKO, 4e 6u GHIo MHOro Masko
BEPOATHO Ja okaxe edekr. [Ipu npoyusaHus NpH >KUBOTHH € JOKa3aHO, Ye MUKOdeHoNaT €
FeHOTOKCHYEH B KOHLIGHTPALMH CaMO MaJIkO HaAXBBLPIALIY TepaneBTHYHHTE EKCTIO3HLMH MPH
X0pa, TaKa Y€ PHCKBT OT F€HOTOKCHYHH e()eKTH BLPXY CIICPMATO3OHIMTE HE MOXKE Ia Ce
H3KAIOUH HAMTBJHO.

Topagu TOBa ce MpEenoprLuYBAT CNEAHMTE TpEeANasHM MepKH: MpenophuBa Ce CEKCYalHO
AKTHBHUTE MAlHeHTH MbKe WIH TEXHUTE MapTHHOPKH J]a M3NOJI3BAT HaAeKIHA KOHTpaLenu1s
Mo BpeMe HA JISUEHHETO Ha MalHeHTa MBX M B MPOAL/DKEHHE Hail-mManko Ha 90 auu cien
npekpaTaBade npuemMa Ha mMukodenonat moderin. IlalueHTHTe Mbike ¢ PENpOLYKTHBEH
noteHunan Tpsbea ga 6vAaT yBeNOMEHH M Aa OOCBHAAT ¢ KBATH(HLMPAH MENMLHHCKH
CrieLMaNICT MOTeHMATIHUTE PUCKOBE, CBbP3aHH ChC 3aYeBaHe Ha JeTe.

DepTUnuTeT

Mukocdenonat ModeTun He OkazBa eeKT BLpXy (eprHinTeTa Ha MBXKKH NNABXOBE NpPH
nepopanHy ao3u a0 20 mg/kg/neH. CHcTeMHaTa eKCIIO3HLIHA MPH Ta3u 1034 € 2 — 3 IbTH no-
BHCOKA OT KJIHHHYHATA KCTIO3HLMA NpH MPEeNopBYHTEIHATA KIHHHMHA A03a 2 g/neH npH
nauneHTH ¢ 6x0peuna TpaHcnnadTauua M 1,3 — 2 MbTH NO-BHCOKA OT KIMHHYHATA €KCTIO3HIIHA

NpH TNpenopbYMTENHATA KIMHHYHA [03a 3 g/HeH IpH MAUKHEHTH CBC ChpAedHa
TpaHcrnaHTanus. B npoyuBaHe 3a ¢eprTunHTeTa U peNpOAYKLIMATA, MPOBEAEHO NMPH JKEHCKH
NIBXOBE, MepopanHu go3H 4,5 mg/kg/nen npeamserkeaT MandopMmauuH (BKIIOYHTENHO
aHOQTANMHA, arHaTHA U XHApouedanus) B NOTOMCTBOTO OT ILPBO MOKOJEHHE MPH JIKNCA HA
TOKCHYHOCT 3a MaiikaTa. CHCTeMHAaTa eKCIO3HIMA NPH Ta3H A03a € npubnansutenHo 0,5 inH‘E
TIO-BHCOKA OT K/IHHHYHATA €KCIO3HLHMA TIPH NpenopbuuTeIHATA KIHHHYHA K032 2 g/ ngh &
MaUMeHTH ¢ 6s6peyna TpancIaHTaHs H NIpUbau3uTenso 0,3 MHTH MO-BHCOKA OT KL
€KCTIO3HUKS NIPH TNPENopbYKTENHATA KIHHEYHA 11032 3 g/NeH TPH NALHEHTH CBCJ
TpaHcrlanTaums. He ce naGmonasar eextd BbpXy GepTHIHTETa WIH penpony
MOKA3aTeNH NpH MaHKHTE HIH B NOCAEBAIIOTO MTOKOIEHHE. 0

X




4.7 Edextn Bbpxy cnocobHocTTa 32 mopupane n paGoTa ¢ MAMIMEH

Muxodenonar ModeTH MOBAHABA B yMepeHa CTeNeH crnocoBHOCTTa 32 wodupane H pabora ¢
MALIHHH.

JleserueTo Moxe 1a NPUYHHY CBHHAMBOCT, OGBPKBaHeE, 3aMatHOCT, TPEMOP WIH XHIOTOHHS H
NOpaJiH TOBA NALUEHTHTE CE CLBSTBAT 12 BHUMABAT, KOTraTo IOMHPAT WK paboTaT ¢ MallHHH.

4.8 Hexenauu JeKapeTBeHn peakuHR

PesroMe Ha npodmna Ha GezonacHocT

Huapus (mo 52,6%), neskonenusa (no 45,8%), Gakrepuanuu HHOexuuH (mo 39,9%)
nospbiaHe (10 39,1%) ca cpen Hali-4eCTHTE W/KIH CEPHO3HH HEXKENAHH PeaKLivH, CBBp3aHH C
MPWIOKEHHETO Ha MHKOpeHonaT Modernn B KOMOUHALUMA C UMKNOCTOPHH H

KOPTHKOCTEPOHAH. ¥IMa NaHHH 3a MO-TONAMA YeCTOTA Ha HSKOM BHAOBE HHEKLHE (BXK. TOUKA
4.4).

Criicvk a Hedcenanume peaxyuu 8 mabauuen 8uo

Hesxenaunure nekapcreenu peakunu (HJIP) 0T KINHUYHHTE H3OHTBAHKA K NOCTMAPKETHHTOBHA
onuT ca uabpoenu B Tabmuua 1 no cucremo-opranen knac (COK) no MedDRA 3aemno ¢
TEXHUTE 4ecTOTH. CHOTBETHATA KATETOPHA YECTOTA 3a BCAKA HEXeNaHa IeKAPCTBEHA PeaKIHA
€€ OCHOBABA HA CJIEIHATA YCJIOBHOCT: MHOIO uecTH (=1/10), vectu (21/100 1o <1/10), Heuectn
(21/1000 po <1/100), penxu ((>1/10 000 o <1/1000) u mMHoro peakn (<1/10 000). IMopaau
ronAMara paiiiHka, Hab/moaaBana B YECTOTATA HA HAKOM HEXKENaHH PeakLyM INIPH pasIHIHHTE
NoKa3aHHA 3a TPAHCIUIAHTALKSA, YECTOTATA € NPEICTABECHA OT/IEIHO 38 MALKHeHTHTE ¢ 6h6peyna,
uyepHOAPOOHA H ChpAeYHA TPAaHCTUTAHTAUNS.

Tabnnna 1 HexenaHH peakunu B NpOyBaHus, H3cJeABALIH JeHEHHETO ¢ MHKO{EeHOoIaT
MO{IeTH/I NPH BL3PACTHH H IOHOIIH, HJI# [[PH NOCTMAPKETHHIOBO HaG/TI0deHHe

Hexenana BnOpeuna Yeproapobua Crnpaeana
JIEKAPCTBEHA PeaKUHA | TPAHCIIAHTALHS | TPAHCIVIAHTAIMSA | TPAHCIIAHTAUMS
(MedDRA)
CucremMo-opranes Kaac

YectoTa YectoTa Yecrota
Hudexknun 1 unpectanun
Bakrepuanumn HHdexuun | Muoro yectu MHOTO YecTH MHOro yecTH
MukotHunu uadekupn | YectH MHoro uecTH MHoro yecTH
ITporo3oitnd uHpekuur | Hewectn HevecTn Heuectn
BupycHH HHbeKUHH MHoro uecTH MHoro HecTH MHoro yectH

Heonnasmn ~ no6pokauecTBeHH, 310KAYECTBEHH H HEONPeJENeHH (BKJ. KHCTH M
NOJIHIH)

HobpokauecTseHa YecTn Yect YeetH
HEOMNIA3MA Ha KOKATA

| Jumdom Heuectu HeuecTH Heuectn
Jumdonponudeparusio | Heuectn Heuectn Heuectu
3a00JIABaHe
Heomnasma YectH Uectn Yect
Pak Ha koxaTa YecTu Heuecrn YectH /

HapymeHHsl Ha KPBBTA H JJUMdHATA cCHCTEMA
AHeMHA | Muoro uectn | Muoro vect | Muoro uecrH ,




YucTa ariasHa Ha HeuvecTu Heuectn Heuectu
4epBEHHTE KPhLBHH

KJIETKH

KocTHOMO3BYKHA HeuectH HeuecTu Heuectn
HEAOCTATHYHOCT

Ekxumoza YecTH YecTH MHoro yecTy
JlemkoupTo3a Yecrn MHoro yectH MHoro yecTH
JleBkoneHHs MHuoro yecTH Muoro yectH MHoro yectH
TanuuTonenns Yectu YecTu Heuectn
Tcepaoanmbom Heuectn Heuectn Yectn
TpombouyToneHus YecTH MHoro YectH MHoro uectn

Hapywenns na MeTaGoJIH3IMa H XpAHEHETO

Anuaoza YecTH YectH MHoro yecTH

Xunepxonecreponemus | MHoro uectn Yect MHoro YecTH

XHOepriMKkeMus YectH MHoro uecTH Muoro yectu

XHNepKanueMus Yecru MHoro yecr Muoro yectu
X unepaunHaeMua YecTn Yectn HOTrO YecTH
XunoxanuHeMus YecTu IMHoro HecTu UecTH
XunokanueMus YectH IMHOro 4ecTH MHoro vectH
XunoMarHesHeMHs €CTH MHoro yectn IMHOTO YeCTH
Xunodocdharemus MHOro YecTH IMHoro vecT Yectn
XunepypukeMusa Yecu HecTn MHOTO YecTH
[Toxarpa YecTH Yecrn IMHOro yectH
HamaneHo Terno Yectn HecTu Yectn

CHXHYHH HAPYINEHHS

BCTOSHHE Ha 00bpKBaHe {UecTH HOrO Y4eCTH Muoro uect

ernpecus HecTH Meoro uectu MHoro dectn
[besckHHe YecTH MBoro yecTH MHoro yectH
ASKMTALIHA HeyecTH YecTH MHoro yectu
TpeBoXkHOCT HectH HOrQ 4ecTH MHOro yecTH
IAGHOPMHO MHCHiEHE HeuectH €CTH UecTH

Hapymenns Ha HepBHATA CHCTEMA

BamasHocT UecTH MHuoro uectn IMHOT0 YecTH
Unasobonue Muoro yectn IMHOro YecTH IMHoro YecTH
Myckynen xunepronye  YecTh YecTu IMHOro yecTH
[TapecTe3nu YecTH HOTO YECTH MHoOro 4ecTH
CEHIHBOCT YecTu UecTH IMHoro uecTH
Tpemop YecTn MHOro YecTH MHuoro dectH
KoHBYJICHH Yectn Hectn YectH
Creysus Heectu Heuectn YecTn
Copaeunn sapymenus
Taxukapaus [Mectu Muoro yectn [MHoro wectn
CbaoBH HApymIeHNs
XunepToHua IMHoOro 4ecTH ]MHoro YeCTH MHOro YecTH
X UNoTOHNA Yectn HOTOQ YecTH MHoro dectn
UTumpouene HeuecTn €4ECTH HesvectH
BeHo3Ha TpomGo3a Hectn Yectu YecTH
Bazoaunaranus UectH Uecrn MHoro yecTH
eCIINPATOPHH, TPLAHH H METHACTHHANHA HADPYIICHHA st
BpoHXHEKTa3HA IHeqecm Heuectn Heuecty/ o«
Kamnuiza IMHoro YECTH MHoro yectH Muoro/4edi,
HCTHEs IMHOro yecTH MHoro yecTH it
HutepeTHumania
Genoapobua Gonecr HeuecTn MHoro peaku




[LneppaneH U3MTHE

[Mectn

MHoro yecTH

Meoro uect

Benoapobha dubpoza IMeoro penku Hevectu Heuectn
CToMalHO-YpeBHH HApYIIEHHS
KopemHa aunaTaups YectH MHOro 4ecTH [Uectu
KopemHa Gonka MHoro dect MHoro yectTu IMHoro uecTH
Konur YectH HecT Yectn
Banex MHoro uectu MHOTO YecTH IMHOrO YecTH
HaMmaneH aneTur Yectu IMHoro yectn IMHOT0 YecTH
Hapus Muoro gectn IMHOro YecTH IMHOTO 4eCTH
Chencus IMuoro 4ecTH IMHOrO uecTH HOTO YECTH
[Ezodarur Hectn Yectu €CTH
Epyxraims HeuecTtH Heuectn HecTn
ATy ICHIHA HecTn IMHOTO YecTH HOT'Q YeCTH
lacTput YecTH YecT Hectn
CTOMAalIHO-4peBeH
KPBBOH3THB YectH UecTH UectH
Cromatugo-ypesHa a3pa  Yectn HecTu Yectn
Xunepruiasus Ha BeHuuTe [UecTu Uectn Hectn
Mneyc YecTn HecTH HecTn
I3BH Ha yeTaTa UecTn Yectu YecTu
Canene MHoro wectu IMHOTO YecTH MHOTO YecTH
IMankpeaTHT Heuectn UecTn HeuectH
Cromarur UectH Yectu MectH
IloBpeinane IMHOrO 4yecTH [MHoro 4yectH IMHOTO YecTH
[HapymmeHHa HA HMYHHATA CHCTEMA
CBpBXUYBCTBHTENHOCT  |HeuecTH Hectn HectH
Xunoramarnobynmnemus |[Heuectn IMHoro peaxu IMHOro pesiku

XenaToGHAHAPHH HAPYIIEHHS

'YBennuyeHa ankagHa

docarasa B KpbETa Yectu YecTH YecTn
'YBenuueHa nakrar

mexHaporeHasa B Kpbeta |HectH HeuectH IMHOrO 4ecTH
'VBenMueHH YepHOAPOOHH

€H3MMH Uectn MHOTO YecTH MHoro yectH
XenaTut HYectu MHoOro yectH Heuectu
Xunepbumpybunemus  [Hectu MHoro yectu IMHOTO 4eCTH
Di(pTeHALa HeuecTH Uectu YecTn

HapymieHuss HA KOXKATA H

NOAKOKHATA ThKAH

AKHe YecTn HecTH IMHOrO Y4ecTH
Anoneuns UectH UecTn Yectn

O0pus Yectn Muoro yecTn IMHoro uectH
KoxHa XxHnepTpodus Yectn YecTn IMHoOro YecTH

Hapymemm HA MYCKYJHO-CKEJIETHATA CHCTEMA H CHL¢AHHHTCJIHATE THKAH

ApTpanrus

UecTH

Hectn

IMHoOro uecTH

MyckynHa cnabocT

Hectn

UecTH

IMHoro uectn

APYLIIEHHA HA 6'b6pe1urre H MHKOYHHTC OBTHIA

BC/THYCH KpPCaTHHHH B
IKPbBTA

HecTH

MHoro yecTH

MHoOro yectH

'YBenHyeHa ypes B KPBBTA

HeuecTn

MHOro yecTH

[XeMaTypHs

Muoro yectn

Uectu

VBpexaaHe Ha 6n0peLre

HecTn

Muoro yectn

O0mH HapyuIeuns B ehexTH HA MACTOTO HA NPHIOKEHHE




ACTEHHA HOFO YecTH Mtoro yectn Muoro sectn
CTynaeHH TPBIKH YecTH MHoro yecTi |MHoro YeCcTH
OTtox Msoro yectH MHoro yectn IMHoro uectH
XepHus UYecTn MHoro uyecTu Muoro uect
HepasnonoxeHue YecTu Yectu YectH

bonka UecTn IMHOTO 4ecTH HOT'O YeCTH
[upexcHs IMHoOro yecTH {MHOrO uecTH IMEHOro uecTd
OCTEp BE3NANKTEICH HeuecTn Heuectn HevecTH
CHHODOM, CBBP3aH C

HHXHOHTOPH Ha

ITyPHHOBHS CHHTE3 de

novo

OnucaHue Ha U0paHH HeXeNaHH peakuMy

3noxavecmeenu zaborssanun

[MTaupieHTTe, MONMy4Yapamd KOMOWHHpaHa WMYHOCYNPECHBHA TEpanusi, BKIHOYHTENHO
MHKOdeHoNnaT MOPETHI, ¢a NOMMMKEHH HA MOBHILEH PHCK OT Pa3sBHTHE Ha TUM(OMH K ApYyrH
3/10KaYeCTBEHH 3a00asaBaHua, ocobeHo Ha koxara (k. Touka 4.4). Jauuure or 6ezonacnocTra
NpH eJHO 3-rOAHIIHO NPoYUuBaHe NPH MalHeHTH ¢ 61OpeyYHa ¥ ChpIeyHa TPAHCIUTAHTALHA HE
ca NoKa3an¥ HeO4aKBaHW MPOMEHH B YEcTOTaTa Ha 3JoKauecTBeHHTe 3a0onsBaHuA B
CpaBHeHHe ¢ JaHHUTE OT H3CNeABAHETO, MPOBEKAAHO B TPONBL/UKEHHe Ha 1 roAuHa.
[MaueHTHTE ¢ TPaHCIVIAHTAUMA Ha YepeH Opob ca 61K npocienapaHH Hail-Manko | roguHa,
HO [O-MAMKO OT 3 TOOHHH.

Hugpexyuu

BcuukH nauueHTH, NeKyBaHH C WMYHOCYNPECODH, Ca MOMIOKEHH HAa MOBMIICH PHCK OT
fakrepyanuu, BUPYCHH M MHMKOTHYHHM HHOEKUHH (HAKOH OT KOHTO MoraT 3a AOBelar [0
NeTaleH W3XOH), BKIIOYHTENHO TaKWBa, INPHYMHEHH OT ONOPTIOHMCTHHHH AreHTH H
peaKTHBAlLlHs Ha JAaTeHTHa BUPYCHA HH(ekuMA. PHCKBT HapacTea ¢ 0010TO HMYHOCYNPECOPHO
HaToBapBaHe (BX. Touka 4.4). Hali- ceprosHuTte HH}EKUMH ca CENCUC, NIEPHTOHKT, MEHHHTHT,
eHIOKapIuT, TyOepkynosa U aTHNHuHa MHKoDakTepHanHa HHpekuud. Haii-uecto cpemannre
OTIOPTIOHHCTHYHY HHGEKLIMKU NPH MalMeHTH, Mony4yasawy Mukodernonat moderun (2 g UM
3 g nHeBHO) 3aefHO C IpPYrM MMYHOCYNPECOPH N0 BpPEME HA KOHTPOJIMPaHH IKJIMHHYHH
M3MHUTBAHHA NpPH TauueHTH ¢ ObOpeuyHa, cbpOevyHa M uepHOAPOOHA TPaHCIUIAHTALGMA,
npocnensBaHH B MPOObLDKEHHE Ha Hali-Manko | roguHa, ca GHIH KOXKHO-THraBUYHA KaHAHAA],
cuHapoM Ha CMYV BupeMus u xepriec cummnnexc. [TaupeHture cbe cunapom Ha CMV Bupemua
ca O6unu 13,5%. Cnyyan Ha Hedponarusa, cBnp3aHa ¢ BK BHpyc, KakTo M Ha NporpecHBHa
mynTudokanHa neskoenuedanonarua (IIMJI), ceep3anu ¢ JC Bupyc, ce cpofimasar npu
NAlUKEHTH, JIEKyBaHH C HMYHOCYIPECOPH, BIUIIOYHTETHO MHKOGEHONAT MOGETHIL.

Hapyuenua na xpvema u sumgnama cucmema
[{yToneHHUTe, BKIIOUBAIIM JIEBKOMEHHS, aHEMHs, TPOMOOLIMTONEHHA M MaHUMTONEHHH, ca
H3BECTHH PHCKOBE, CBLP3aHM ¢ MHKodeHOoNaT MOQeTHN, H MOTraT Aa ACBENAT MIH Ja
NOMPUHECAT 32 Bb3HHKBaHe Ha HHGEKUWH H KPBBOMIIHBH (BXK. Touka 4.4). CrobLuaBa ce 3a
arpaHyJIOUMTO3a U HEYTPOTIEHHA, MOPaaH KOETO ce NpenopbuBa PeAOBHO NMPOCACAABAHE HA
naryeHTHTe, NpremMalny Mukoderonat moderun (Bx. Touka 4.4). HMa cpoblueHns 3a ciry4au
Ha allacTHYHA aHeMMsd M KOCTHOMO3BYHA HENOCTATBYHOCT NpPH MNaLHEHTH, JEKYBaHH C
MHKO()eHOIaT MOBETUII, HAKOY OT KOMTO ca Gunu datannm.

CrobmaBar ce ciyyad Ha YKCTa arulasus Ha 4epBeHHTe KPbBHH KieTku (YA
NaLyeHTH, 1ekyBaHH ¢ MUKodeHRonat ModeTun (Bk. Touka 4.4).

[pu naunenTn, nexysanu ¢ MuxodeHonar ModeTin, ca HabnoAaBaHH OTACIHH
aHoManHaA Ha Mopdororuita Ha HeyTpohHIHTE, BIUIIOYMTENHO NMPHAOOHTA aHGM®
Pelger-Huet. Te3n npoMenH He ca CBBpP3aHH C HapylleHHe Ha QYHKLHMATA Ha HE e
Te3sn npoMeHH B XeMATONOTHMYHHTE H3CNEABAHMA MOXE [Ja MNOKA3BaAT ,,0NecBABRYS




3peIOCTTa Ha HEYTPOGMMIHTE, KOSTO MOME MOrPeIIHO Ja C€ MHTePIpPETHPA KAaTo NMPHUIHAK Ha
#WHQEKUMA PH HMYHOCY MPECHPaHH NALMEeHTH, KATO TAKHBA, KOUTO C€ NIKy BaT ¢ MUKO(dEeHONaT
modeTHL.

Crmomauino-ypeenu HapyiuieHus

Haii-cepHo3HHTe CTOMALIHO-YPEBHH HAPYIIEHHS Ca pass3BABAHE M KPBHBOWIIIUB, 3a KOUTO e
M3BECTHO, Y€ ca CBBP3aHH ¢ MHKO(peHonaT ModeTHi, SI3BH B ycrara, XpaHOTIPOBOAA, CTOMAXa,
IyolNeHyMa M 4YepBaTa, YecTO YCJIOKHEHH C KPLBOH3IMB, KAKTO M XeMaTeMeza, MelieHa M
XeMOparuyHy (JopMH Ha TaCTPHT M KOJNHMT YecTo ce¢ choOImaBaT nmo BpeMe HAa OCHOBHHTE
WIHHHYHE u3nuTBanus. Hali-uecTute cToMalnHo-9peBHH HapylueHUs obaye ca AUAPHA, FafieHe
M noBpbiuaHe. EHNOCKONCKOTO H2cnenBaHe Ha NaUMEHTHTe ¢ [HapHd, CBBp3aHa c

MHKo(eHonaT MoeTH, Moka3Ba OTAESTHH CIIy4aH Ha aTpodus Ha UpeBHHTE BAAH (BXK. TOUKA
4.4).

Cepvxuyscmeumenrocm
Hma C'LOGHJ.GHP[H 34 peaKHHH Ha CBPBXYYBCTBHTE/THOCT, BKNKYHATCIHO AHTHOHCBPOTHYCH OTOK
¥ aHaHITAKTHYHA PEAKLHA.

Crecmonanus, cavp3anu ¢ Gpemennocmma, poooeus u NOCAEPOIOEUR Nepuod
Croblaea ce 3a cnoHTAHHM abOpPTH NpH MalLMEHTKH, H3NOXKEHH Ha MHKO(QeHonaT ModeTHn
TNIABHO TIPE3 IThPBHA TPHMECTDBP, BIATE TouKa 4.6.

Bpodenu napyuienun
[Ipn nocTmapkeTHHroBaTa yrorpeba ca HabnronaBanu spoaeHd MandopMaLHK MPH Aela Ha

MalMeHTKH, H3IOKEHH Ha MHKodeHonaT B KOMOHHAUMA ¢ OPYrd MMYHOCYIIPECOPH, BIXKTE
TOuKa 4.6.

Pecnupamopnu, zpvOHYu U MeOUACMUHANHY HADYWEHUR

Hma orpennu crobmenns 3a MHTepcTHLManHa GenonpobHa Gonecr M GenoapobHa Pudpoza
TIpH MALHEHTH, JeKyBaHH ¢ MUKodeHonaT ModeTHn B KOMOHHALHA C APYrH HMYHOCYIIPECOPH,
HAKOH OT KOHTO Ca 3aBbplLIWAH neTanHo. FMMa 1 choOlueHHA 3a GPOHXHEKTa3HH MpH deHa H
BB3PaCTHH.

Hapywenus na umynnama cucmema
Hma cbobuienus 3a xunoramarnoOyiuHeMus NMpH MaUMeHTH, NogydyaBamiy MukodgeHonatr
ModeT B KOMOMHALIHA C OPYTH HMYHOCYTIPECODH.

Qbwu Hapyuwenua u edhexmuy Ha MACIMOMO HA RPUROJICEHYE

OTOK, BKIIOYHTENHO NepudepeH OTOK, OTOK Ha JIHLIETO H CKpOTyMa, ce chobiara MHOTO 4ECTO
Mo BPEME Ha OCHOBHHTE KIWHHYHH H3NMHTBaHHA. MyckyJHo ckenetHa Gonka, KaTo Hanp.
MHanrHA H 6onka B 11MATa B rbpba, ChLIO ce ChOOILABAT MHOTO YECTO.

OcTbp BB3NATHTENEH CHHAPOM, CBBP3aH C NPHIOKEHHETO HAa MHXWOMTOPH Ha IypPHHOBHSA
cuHTe3 de novo, ce ONHCBa B NOCTMAPKETHHIOBHS ONHT KaTO NapaJoKCaTHa MPOBb3NalHTelHa
peakLus, KOATo ce acOLMHpa ¢ MHKO(eHONaT MO(GETHN M MHKO(EHONIOBA KHCENHHA, H C8
XapakTepusupa ¢ ¢elpunurer, apTpairus, apTpHT, MYCKyJiHa OOnka W MOBHLUEHU
BE3MANNTENHY Mapkepu. OnHcaHWTe B JIMTepaTypaTa CIy4aH ca OEMOHCTpHpand OGbp3o
nogoOpeHHe clies] NpeyCcTaHOBABAHE HA NEKaPCTBEHHS MPOAYKT.

Croeunanus nonynanun

leaMaTpu4Ha nonyaanns
BHOsT M uecTOTaTa Ha HEXENAHHTE pPEaKUHH Ca OLUECHEHH B JBJITOCPOYHO
M3NMTBaHe, B KOETO y4acTBaT 33 MeJHaTpUdHH NauHeHTH ¢ OnOpevyHa TpaHCIUIah
BB3pacT oT 3 no 18 romwnM, Ha xouto ¢ npunoxeH 23 mg/kg mMueKodeHONa
NEpopanHO ABa bTH JHEBHO.




Karo usno npopunsT Ha GezonacHocT mpH Te3n 33 Aeua W OHOUWMK € noaobeH Ha TO3M,
HabnoaasaH MpH BB3pAcTHH PELMIHEHTH Ha anorpadTu Ha conuaHu opraHH. [lonoGHu
HabmofeHys ¢a HamMpaBeHM W B JAPYro KIHHWMYHO W3NHTBaHe, B koeto yuactear 100
neaHaTpHYHH NaLMeHTH ¢ 6bOpedHa TpaHCNIaHTaUMA Ha Bb3pacT oT | Jo 18 roguuy. Buast
H YECTOTATA Ha HENENAHWTE PEAKLMM NPH NALMEHTHTE, HA KOUTO € npwioxed 600 mg/m’ xo
1 g/m? muxodeHonat ModeTUI MepopanHo ABa MbTH OHEBHO, €4 CPABHHMH C Te3u,
HabnmoaaBaHH TIPH Bb3PACTHH NALUMEHTH, HA KOUTO € npwioxkeH | g mukodeHonar Modetun
ABa NbTH AHeBHO. O606iIeHYe HAa Hali-uecTO CpELaHNTE HEXKEaHK PeakUMi € MOKa3aHo B
TaGnwuua 2 no-gony:

Tabauna 2 OGofumeHHe HA HexeJaHHTE PeaKNHH, Ha0JI0JABAHH [0-4eCTO B
H3NHTBAHE, H3cIeABamo mukopenonar moderna, npu 100 neanarpuunn
DauMenTH ¢ Gubpeuna TpancniaHTAumMa (J03MpAHE, OCHOBABAINO ce Ha
BB3PACTTA/TeJeCHATA NOBLPXROCT [oT 600 mg/m? 10 1 g/m? na nbTH AHEBHO.])

Hexenana peaknns <6 rognan | 6-11 roauun 12-18
(n=33) (n=34) TONMHH
(MedDRA) (n=33)
CuHceTemo-oprases kiac
Hpdeknnan n nHecTADAA MHoro Mmoro MHnoro
4eCTH YecTH 4ECTH
(48,5%) (44,1%) (51,5%)
HapymeHnns Ha KPBLBTA H JAM(HATA CHCTEMA
JleBkoneHus MHoro MHoro MHoro
4ecTH 4eCcTH YECTH
(30,3%) (29,4%) (12,1%)
AHemun MHoro Muoro MHoro
4ECTH HecTH 4ECTH
(51,5%) (32,4%) (27,3%)
Cromamno-9peBHH HapYLIIEHHS
Huapua Msoro Muoro Muoro
4ECTH 4ecTH YecTH
(87,9%) (67,6%) (30,3%)
TMoBpbinaHe MHoro MpHoro MHoro
4eCcTH 4ecTH 4eCTH
(69,7%) (44,1%) (36,4%)

B®3 ocHOBa Ha orpaHMYeHHTE JaHHH OT noarpyna(T.e. 33 or 100 naunenTH) € ycraHoBeHa TIo-
BHCOKA HECTOTA HA TeXKa AHapHi (decTH, 9,1 %) W nHraBuuHa kauaugosa (MHoro 4ecty, 21,2
%) npu neua noA 6-roAMLIHA Bh3PACT B CPABHEHKE C NI0-Bb3PACTHATA MeHATPHYHA rpyna, NpH
KOATO HE ce choO11aBaT c1yyan Ha Texka aHapua (0,0 %), a nuraeuuna kaHango3a € uecta(7,5
%).

{IperneabT Ha HAMKYHATA MEAHLIMHCKA JIHTEPATYPA 32 NeMaTPHUHH MALHEHTH ¢ YepHOIpoGHa
M CbpAEMHA TPAHCIVIAHTAMA [OKa3Ba, He BHABT M 4YECTOTaTa Ha ChoDLUEHHTE HeXenaHu
peakilim CLOTBETCTBAT Ha Te3H, HabmoAaBaHH NPH NEAWATPHYHH H BL3PACTHH NALMEHTH Clen
616peuna TpaHcnaHTaums.

MHoro orpaHH4eHH MOCTMAPKETHHIOBM AaHHH NOKa3BaT MO-BUCOKA YECTOTa Ha
HEXKeJIaHHW PeaKuHH NPH NalMeHTH Ha BBb3PacT Mo 6 rOAHHH B CPABHEHHE C NO-BX
nauHeHTH (BAK. Touka 4.4):
- nuMGOMH W APYTH 3n0Ka4ecTBeHH 3a009BaHHs, 0COGEHO MOCTTPaHCILRH
nuM$OoNponH(epaTHBHO HAPYLIEHHE MPH NALMEHRTH CbC ChPAEUHA TPaHd

- HapyuIeHHA Ha KPBETA M TUMQHAT2 CHCTEMR, BKJIFOUMTENHO AHEMHA U H
npu



- MAUMEHTH CbC ChpAEYHA TPAHCIUIAHTALMA Ha BL3PACT NOA 6 FOAMHH B CPABHEHHE C 11O~
BL3PACTHHTE MAUMEHTH W B CPaBHEHHME C [NEAMATPHYHM PELNIMEHTH Ha
uepHoapoGHa/GBGpeuHa TpaHCIUTaHTaLIHA

- CTOMAWHO-YPEBHH HAPYLIEHHs, BKIIOUMTENTHO JHAPHS U NOBPBLIAHE.

[NaunenTHTe ¢ 6BLOpeuHa TpaHCIUTAHTALIMA Ha BB3pacT 0], 2 FOAHHH MOKeE Ja Ca U3T0KeHH Ha
MO-BHCOK PHCK OT HHPEKUHH H PeCTHpaTOpPHH CbLOMTHA B CpaBHEHHE € NO-Bb3PacTHUTE
maupeHTH. Te3n naHHH obave TpAOBa na ce THIKYBAT C NOBHILEHO BHHMaHHE MOpal MHOTO
OrpaHHueHHs 6poit NOCTMAPKETHHIOBY ChOOLIEHHA, OTHACALIK C€ OO €AHH U CbLUH MALIHEHTH,
CTpaJaillH OT MHOXXECTBO HH(EKLIMH.

B cny4aii Ha HexxenaHu eexTH MOXe Aa ce OOMHCIH BPEMEHHO HaMallABaHe Ha J103aTa WK
MPEKbCBAaHE HA TEYEHHETO, aKO TOBA CE CYMTE 33 KIIMHHYHO HEOOXOAHUMO.

Cmapuecka gb3pacm
[TaupenTrte B cTapuecka BB3pacT (= 65 rooWHH) Moke [0 NPHHLIMN A3 ca MIIMKEHH Ha Mo-

roasM pHCK OT HEXENaHW JIEKAPCTBEHM PEakUMHM, THKALM ¢&€ Ha HMyHocynpecus. B
CpaBHCHHE C NO-MjaaAHTE HHAWBHAH, NALHECHTHTE B cTap4v€ckKa BB3pacT, KOUTO MNpPHEMAT
MHKo(peHOMaT MODETHA KaTo 4acT OT KOMOHHHMpaHa HMYNOCYINPECOpHA Teparus, Morart aa
6BAAT UIAKEHH 13 MOBHLIEH PHCK OT HAKOM HHPEKLMH (BKAIOUHTENHO 3a6019BaHe ¢ THKAHHA
HHBA3HA Ha LIUTOMETTOBHPYC) H BEPOATHO OT KPBBOH3IHBH B CTOMALIHO-YPEBHHA TPAKT H
oenonpobeH OToK.

CrobuiaBaHe Ha 1003MPaHH HeXeENaHH PeakLiuu

CooOiaBaHeTo Ha NMOZO3MPAaHH HEXENaHH PEakUMM cllell paspelnasaHe 3a ynotpeba Ha
JIEKApCTBEHHA NPOAYKT € BakHo. ToBa mno3sonABa Oa NPOALMKH HAGMIOIEHHEeTO Ha
ChOTHOLLEHHETO TOA34/PHCK 32 TEKapCTBEHHA NponyKT. OT MEAHLHHCKHTE CMENHANHCTH Ce
M3MCKBA Jia ChOOIUABAT BCAKA NOJO3HPaHA HeXeNlaHa peakuus Ypes:

ManmbnnuTenHa areHUWa No NekapcTeara

ya. ,,Jlama ['pyes” Ne §

1303 Codusa

Ten.: +359 2 8903417

yeGcaiiT: www.bda.bg

4.9 Ilpenosnpane

OT KIHHHYHHTE H3MMTBAHWA M NO BPEME HA MOCTMAPKETHHIOBH MPOYYBAHHS Ca& MOMYyUYEHH
choOlieHHs 3a npeaosHpaHe ¢ MuKodeHonat modernn. B MHOro orT tesu cnyuau He ce
cboOliaBa 32 HexeNnaHH CHOMTHA, HITH T€ CHOTBETCTBAT Ha TI03HATHA NpodHa Ha GezonacHoCcT
Ha NEKapCTBEHHA NPOAYKT M MMaT GnaronpusTed uzxo. [1pu nOCTMapKETHHIOBHSA ONHT 06aue
ca HabnroJaBaHH OTENHH CEPHO3HH HEXENAHH CHONTHS, BIITIOUMTEHO €AWH JIETANEH CIlyuail,

Ouakga ce, ye BEPOATHO Npe03KpaHeTo Ha MUKodeHonaT ModeTun 61 10BENO A0 IPEKOMEPHO
MOTHCKaHE HA MUMYHHATa CHCTEMa M YBENHYABAHE HAa YYBCTBHTENHOCTTA KbM HWHMEKUMH H
MOATHCKAHE H2 KOCTHHA MO3BK (BHXTE TOuKa 4.4). AkO ce pazBMe HeyTPONEHHA,
NPUIOKEHHETO Ha MHKO(eHonaT ModeTHn TpAOBa Aa ce MpeKbCHE WIK 1a C€ HaMaJIH J03aTa
(B1xcre TOYKa 4.4).

He 614 Morno na ce ouaksa X€MOaHanu3ara ja OTCTpaHH KNHHHYHO 3HAUKMMH KOJIH4YecTBa M

5, G®APMAKOJOIHYHH CBOMCTBA

5.1 PapmMaKoIHHAMHYHE CBOACTBA




dapmakorepanesTudHa rpyna: MmyHocynpecopy, ATC koa: LO4AA06

MexaHu3sM Ha NeHcTBHE

Mukodenonat moderwn e 2-MopGoONHHOSTHIOB ecTep Ha MHKodeHomoBaTa KicenklHa (MPK).
M®K e cemekTHBeH, HEKOHKypeHTeH H o0paruM HMHXHOMTOpP Ha HHO3IMHMOHOQoOChaT
Aexupporenasata (IMPDH), u nopagn ToBa WHXWOMpa mbTA HA de novo CHHTE3a HA
T'yaHO3HHOBHS HYKIeoTH/ Ge3 nHkopropupare B JIHK. M®K uma no-momen nurocratuyeH
edeKT BbPXY MHMGOLMTHTE, OTKOIKOTO BBPXY APYTHTE KIETKHM, Thii KaTO mponudepanuara Ha
T- 1 B-1uMbOUUTHTE 3aBHCH KPHTHYHO OT de #ovo CHHTE3aTa Ha MypPHHHTE, JOKATO APYTrUTe
KJIETKH MOraT 1a H3MON3BaT pe3epBHH ITbTHIIA.

Oceen uHxubupanero Ha IMPDH u nonyweHoro usuepnsane na jumbouurure, MOK
MOBNHSBA CBIIO M KISTHUHHTE KOHTPONHM TOYKH, OI[OBOPHH 3a MeTabONMTHOTO
nporpamupane Ha muMbouutHTe. [Ipi n3non3save Ha wogewikd CD4+ T-kneTkH e noka3zaHo,
ye MOK u3MecTBa TPaHCKPHINIMOHHHTE OSHHOCTH B JIHM(OLMTHTE OT TPOTHGEepaTHBHO
CBCTOSHUE KBM KaTabOIHH NpoLecH OT 3HaueHHe 3a MeTaboIH3Ma K NPesKHBAEMOCTTa, KOETO
BOJM IO AHEPTHYHO CHCTOAHHE Ha T-KIETKHTE, KaTo 110 TO3H HauHH KICTKHTE 3a104BaT Ja He
OTrOBApAT HA TEXHHSA Criel(UIEeH aHTHIeH.

5.2 PDapMAKOKHHETHYHH CBOHCTBA

AbGcopbrus
Cnea mepopatHO NpHIOKEHHe MHKOgeHonar Moderdn ce pesopObupa Obp3o M B romama

CTereH, B ce ToAIara Ha MbJieH nmpecHcTeMeH MeTabomn3eM 0 akTuBHHA MeTabomut MOK.
Kakro ce noka3sa upe3 NOTHCKAHETO Ha OCTPOTO OTXBBPAAHE ciel 616 peuHa TpaHCanTauus,
HMYHOCYTpecHBHaTa aKTHBHOCT Ha MHKO(EHONAT MO(eTH KOpe/lHpa ¢ KOHUEHTPaLHATa Ha
M®K. Cpeanata 6HOHAIHYHOCT Ha NMepopanHua MHKo(eHomaT ModeTHIT, OCHOBaBallla Ce Ha
AUC na MOK, e 94% oT HHTpaBeHO3HO MpWioKeHUs MukogeHonat Moderun. XpaHara He
noenusBa creneHta Ha pesopbuusa (AUC Ha M®K), korato mukodenonar modernn ce
Mprnara B 2103u o7 1.5 g OBa ITeTH AHEBHO HA NALMEHTH ¢ TPAHCIUTAHTaluA Ha Gs6penuTe. Cnax
Ha M®K obave ¢ 6una Hamanena ¢ 40% npu HanuueeTo Ha XxpaHa. Cliell NepopanHO
npHnokeHHe MEKogeHonaT ModeTHI He Ce H3MepBa CHCTEMHO B ILTa3Mara.

Pasnpenenenue
B pesynaTaT OT eHTepoXenaTaNHHA KPBLIOBpAT BTOPHYHO [IOBYIIEHHe Ha IUIa3MeHaTa

KoHueHTparua Ha MOK obukHOBeHO ce Habmomasa npuOu3UTeNHo 6-12 yaca cnes npHeMaHe
HA A03aTa. EAHOBPEMEHHOTO NPWIOKEHHE HA XONEeCTHPaMHMH (4 g TpH NBTH AHEBHO) ce
cesp3Ba ¢ HamaneHHe Ha AUC na MO®K ¢ npubnmurenno 40%, xoero mnokasea, 4e
EHTEPOXeNaTAIHUAT KPBIOBPAT € 3HAYHTENEH.

M®@A B KIHHHYHO 3HAYMMH KOHLGHTPALHH ¢ $7% U ce CBEP3Ba ¢ MUIa3MEeHHA ATOYMHUH.

B panauns nocrrpadcmaHTanioHeH nepuon (< 40 OHH cliel TPaHCTIAHTALMATA) [TALHEHTHTE
c 6b0peusna, chbpIeyHa U YepHOApoGHA TpaHCILTAHTaLus uMAT npubausurentno ¢ 30% mno-
HHCKH cpefHu crofinocT Ha AUC sva M@K u npubnusurento ¢ 40% mo-HHCKY cToMHOCTH Ha
Cmax B CpaBHEHHE C KBCHMS [OCTTpaHCIAHTaNWOHeH Tmiepuon {3 —6 Mecena cnen
TPaHCIUIAHTALHATA).

buotpanchopmanus
M®K ce Merabonusupa npeaumuo upes riroxypounn tpancdepasara (UGT1AS wsodopma)
no obpa3yBaHe Ha HeaKTHBEH (eHONOB INEOKYpoHHA Ha M®PK (M®KT). In vivo MOKT ce
npeobpasysa obpatHo no cBobomHa M®K upes entepoxenaranen kpwrospar. O6pasys
CBINO BTOpocTeneHeH atMIoKypoHUL (AIMODKT). AUMODKT e dhapMakonornaHo
ce [Ipearonara, Ye € OTrOBOPEH 33 HAKOH OT HeXeTaHHTe peakldH Ha MHKodeHona
(mnapus, NEBKOMEHN).

EnumMuHupaHe
He3HaunTenHOTO KONMMYECTBO OT JiekapeTBoTo (<1% OT fo3aTa) ce eKCKpeTHpa KA




Crex mepopajHO TNpHIOKEHHe Ha paguoakTHBHO OGenasaH MHkogeHonmaT modetun ¢
HabJIIOAAaBaHO MBIHO eNHMMHUHHUPaHe Ha MpUeTaTa A03a, kaTto 93% OT HeA ca OTKPHTH B YPHHATA,
a 6% — ppB dekamuuTe. [To-ronsmoTo xonuyecTso (okonc 87%) or npunoxeHaTa Ao3a ce
eKcKkpeTHpa B ypuHara kato MOKI .

[Tpu knuunuHKn koHuedTpamy M®K u MOKI He ce orcTpanasatr ypes xemozuanusa. Ilpu
BHCOKH TUIa3MeHH KoHuUeHTpauWH Ha M®KI ofaue (>100 pg/ml), ce oTcTpansear Manku
komuvectea 0T MOKI'. Upes nopnussaHe Ha eHTepOXeNaTaIHNA KPbroBpaT Ha JIEKAPCTBOTO,
CEKBECTPAHTUTE HAa HTLUHU KMCENMHHH, KaTo KonecTHpamuH, Hamangaeat AUC Ha MOK (KC
aTouka 4.9).

Pasnpenenenuero na MO®PK 3asmcu  or HAkonko Tpancnoprepa. [lomunentuaure,
TPaHCMOPTHpAalUM opraHuuHn aHuoHW (OATP), u nmporeMH 2, CBBp3aH ¢ MHOXECTBEHA
nekapereeHa pesucteHTHocT {MRP2) yuactear B pasnpenencHuero Ha MOK; usodopmure Ha
OATP, MRP2 1 npoTeMHbT Ha PE3UCTEHTHOCT Ha pak Ha rbpaata (BCRP) ca Tpancnoprepure,
CBEP3aHH CBC HUTBUHATA €KCKpelnda Ha nmokypoHuaure. IlporemH 1 3a MHOXeCTBEHa
nexapcteeHa pesucreHTHocT (MDRI1) ceuo moxke na npenacs M®K, HO NMpHHOCBT My
M3MIeXAa ce OrpaHMYaBa caMmo A0 npoueca Ha aGeopbuus. B 6ubpeuure, MOK M HeiiHuTe
meTaGonuTH MOLLIHO B3aumoaeicTear ¢ 6pOpeuHHTe TpaHCNOPTEPH HA OPraHHYHH AHHOHH.

EnTepoxenaranHata peuMpKy/NaLUMs MpeyH Ha TOYHOTO OMpEAENsHE Ha NOKa3aTenuTe Ha
enuMHHEMpade Ha M®OK; Moxe nma ce mocouar camo npuBHOHM croifiHocTH. Ilpm 3ppasu
OOGpOBOIM M MalMEeHTH ¢ aBTOMMYHHO 3alondBaHe ca HabmofaBaHW MPHONH3HTETHH
CTOWHOCTH Ha KIHpBHca ¢boTBeTHO 10,6 l/uac u 8,27 l/uac u croiiHocTy Ha monyxusor 17
yaca. [Ipn mauueHTH ¢ TpaHCNJIaHTALUA CPEOHMTE CTOMHOCTH HAa KIHPBHCA C4 MO-BHCOKH
(muanazod 11,9-34,9 V/yac), a cpeIHUTE CTOMHOCTH Ha MOMYKHBOT ¢a TIO-HHCKH (5-11 vaca) ¢
MaNka pazMKa MexIy nauueHTure ¢ GbOpeuHa, uepHoapoOHa WiH CchbpaevHa
TpaHciiaHTauus. [Ipy OTASNHH NAUUEHTH Te3W MOKA3aTeNu Ha eIUMMHUpAaHe BapHpaT Bb3
OCHOBAa Ha BHIA Ha CBITBTCTBAUIOTO JIEUeHHE C APYIH HMYHOCYNPECOPH, BPEMETO Clex
TpaHCIUTAHTAL{HATA, TU1a3MeHaTa KOHLIeHTpalHa Ha anfymuHa 1 OnOpeuHara ¢yHkuma. Tesu
daxropu obacHABaT 3awo ce Habmonaea HaMalieHa eKCIO3WLMA Ha MukodeHOnar, korato
MHKodeHonaT ModeTHN ce npuiara eqHOBpeMeHHO ¢ LIMKIOCNOpHH (Bx.To4Ka 4.5), H 3aulo
HMa TEHAEHLUMA TNa3MEHHUTE KOHLIEHTpaLMH Ja ce MOBHILABAT C BPEMETO B CPaBHEHHE C
HAONMIOAABAHKTE HEMOCPSACTBEHO CJIEM TPAHCIIAHTALIMATA.

CrnenuanHy momynauuy

bvbpeuno yapesicoane

B enHo npoyusade ¢ eqHokpaTHa A03a (6 nHua B rpyna) cpeqHata rasmeda AUC va M@K,
HabnronaBaHa npy OONTHH € TEXKKO XPOHKYHO OBOpeyHO yBpexaaHe (CKOPOCT Ha INIOMEPYJ/IHATA
duntpauus < 25 ml/min/1,73 m?) e Guna ¢ 28-75% no-BHCOKa B CPaBHEHHE CbC CPEIHATA
CTOHHOCT NpH 3JPaBH WHAHBHIM WM JMLA C MO-Majka creneH Ha O6BuOpeyHO yBpexnaHe.
CpenHata AUC nHa MOKT npu eaunny4Ha 5o3a € 6una 3-6 MbTH N0-ToNAMa MpH JIMLA € TEXKO
6B0peyHo yBpexxaHe B cpaBHeHHe ¢ JIHLA ¢ Teko 6L0peyHo YBpekaRe KIH HOPMaHH 3NPABH
HHAMBHOM, KOETO € JIOTHYHO NpH H3BecTHOTO OLOpeuHo enumuuupane Ha M®KI. He e
H3CNEABAHO MHOTOKPATHOTO MPHIIOKEHHE Ha MUKOGEHOIAT MOgeT NpH NaLMEeHTH C TEXKKO
xpoHH4HO OBOpeyHo yBpeskaaHe. HaMa 1aHHH 3a MalHEHTH CbC ChPASUHA KK YepHOApoOHa
TPaHCIUIAHTAIMA, CTPaJailld OT TeXKA XpOHHUHA 6b0peyna HeJOCTaTBYHOCT.

3abaseno pynxkyuonupavie na 6ubpeunama npucadxka
Ilpn 6onHu cbec 3abaBeHo nocTonepaTHBHO (yHKUHOHMpaHe Ha GwnOpevHara N
cpenHara AUCp12¢ Ha MOK e Guna cpasuuma ¢ HabGmiogasaHaTa NpH NalH
TpaHcanTauus 6e3 3abasena ¢pyHkuns Ha npucaakata.. Cpegnara AUCo. 12 Ha M
2-3 mBLTH no-ronaMa OTKONKOTO NpH 6onHM cnen TpaHcrnaHTauus Oes
GYHKUMOHHpaHeTO Ha NpHcaaxata. Moxe Aa ce HaOmiogaBa MPeXoRHO YBe
csofonHaTa ¢paklua W KOHUeHTpauus na rwasMeHata M@K npu maumentu ¢




¢dynkuns Ha 6n6Gpeunara npucagka. He ce Hamara kopHrupaHe Ha A03aTa MHKO(geHOIaT
ModeTHN.

Yeprnodpobro yspeoicoare

Ipu nobposonuM ¢ anKOXONIHa HHpOo3a NPOHECHTE Ha [IOKYpoHH3HpaHe Ha M@K B uepHus
Apo6 ca GWIM OTHOCHTENHO HE3aCErHaTH OT MAPEHXHMMHOTO 3afonaBaHe Ha vepHHA Apob.
Edexture Ha uepHoapoGHOTO 3afonfBaHE BLPXY TE3H IMPOLIECH BEPOATHO 3aBHCAT OT
KOHKpeTHOTO 3a6onaeane. UepHonpobHo 3abonasane ¢ npeAMMHO OHHAPHO yBpexkaHe, KaTo
nspBHYHA OHIHAapHa UMPO3a, MOXe 1a MMa pa3fiHyeH edekT.

[TenuaTpuyHa nonynauus

[Ipu 33 nemnatpuyHK peuunueHTd ¢ 6BOpeueH amorpadT e ycTaHOBEHO, 4e [H03aTa,
nporHosupaHa aa ocurypu AUCO0-12h Ha M®K, naii-Onuzka no TapreTHaTta eKCIIO3HLMA
27,2 h'mg/l, e 600 mg/m 2 1 4ye Jo3uTe, M3YHCIIEHH BB3 OCHOBA Ha ouleHeHaTa BSA, HamansBar
HHTEpUHIMBHIYaNHaTa BapdabunHocT (koeduuxeHT Ha BapHauus (CV)) ¢ oxono 10 %.
INopanu TOBa MO3HpaHeTO BE3 OCHOBa Ha BSA e 3a mpeanounrtaHe npen AO3MpaHETO Bb3
OCHOBA Ha TEJIECHOTO TETJIO.

OuensaBaHl ca (apMakoKHHETHYHHTE TOKasaTeNd npu 10 55 peua ¢ 6ubpeusa
TpaHCIaHTauHs (Ha Be3pacT oT | 1o 18 roaunu), Aekysanu ¢ 600 mg/m? po 1 g/m?
MHKogeHonar ModeTHa nepopanHo nBa nbTH aHeHO. [lpuM Tasw nosa ca AOCTHrHaTH
croiioct Ha AUC Ha M®K noao6HM Ha Te3n npH BB3pacTHH nauueHTH ¢ ObOpedna
TPAHCILIAHTALMA, MOTyYyaBand MukodeHonar modeTHn B 103a oT | g IBa OBTH JHEBHO B
PaHHHA H KBCHHA NMOCTTPAaHCIUIAHTALMOHEH mepHos, criopen TaGnuua 3 no-momy. Berpe B
neHaTpHYHHUTE Bb3pacToBH rpynH ctoiiHocture Ha AUC na MOK B paHHHA M KbCHHUA
MOCTTPaHCIUIAHTALIHOHEH NepHol ca GHaH TonoGHH.

[Ipy neauaTpyyHyd pPELMIIMEHTH Ha YEPHOAPOOHH TPaHCIVIAHTATH OTKPHTO NPOYHBAaHE 34
Ge30nacHOCTTa, NOHOCHUMOCTTA H (PAPMAKOKHHETHKATA Ha nepopaned Mukodenonat Mmodernn
BKJIFOUBA 7 MOJXOAALIM 33 OLUCHKA MAUMEHTH Ha CBIBTCTBAINO JICYCHHE C LMKIOCTIOPHH M
KOpTHKOcTEpoHIH. H3uKcneHa € 1o3aTa, NPeABHACHA 33 NOCTHraHe Ha eKcno3Huua 58 h-mg/i
B cTaOWIHHA nepuoa cnel TpaHcinanTauuara. Cpeauara £ SD AUC. 2 (kopurupana 3a 103a

600 mg/m 2) e 47,0+ 21,8 h-mg/l, kopurupanara Cmax e 14,5+4,21 mg/l ¢ meauana Ha
BPEMETO 3a JOCTHraHe Ha MakcuManHa koHueHTpanua 0,75 h. [Topagw ToBa, 3a Oa ce TIOCTHrHe
taprerata AUCop.12 58 h mg/l B kbCHHA nOCTTPaHCINAHTALMOHEH MepHo, € HeoDXoanMa Ko3a
B AuanaszoHa ot 740-806 mg/m? aBa MbTH AHEBHO B NPOYUYBAHATA MOIMYJIALHA.

CpaBHEHHETO HA CTOMHOCTHTE Ha HOPManM3upaHara 3a jo3zata (600 mg/m?) AUC va MOK
np 12 mexpMaTpuyHHM nauMeHTH ¢ 6bOpeuHa TpaHCILIAHTALMA HA BRB3PAcT noja 6 roadHd 9
Mecelua cliell TPAaHCIUIAHTAUMATa ¢ Te3M cToHHOCTH npH 7 mneauaTpHYHH MaUMEHTH ¢
yepHoApoOHa TpaHcIUlaHTauMA [cpenHa Bw3pacT 17 Mecena (ananason: 10-60 meceua npu
BKJIIOYBaHETO)] 6 M MoOBeue Mecelia Cllefl TPAHCIUIZHTALMATA NOK43Ba, Y€ IIPH ChIUATA J03a
croiitocTHre Ha AUC ca cpemno c¢ 23 % Mo-HUCKM MpH MeHATPHYHWTE MAUHEHTH C
uyepHOApoOHA TPAHCINAHTALMA B CPaBHEHHME C MNEAMATPHYHHTE NalMeHTH ¢ On6pevHa
TpaHCTIaHTauMA. ToBa CbOTBETCTBAa Ha HEOOXOAMMOCTTA OT MO-BHCOKA A034 NMPH BB3PACTHH
NalHEHTH ¢ YepHOApoOHA TPaHCIUIAHTALMA B CpaBHEHHE ¢ BE3PACTHH NarueHTH ¢ 610pedHa
TPAaHCIUTAHTAUMA 33 MOCTHraHe Ha CBLIATA EKCHO3HLIKA.

610peuHa TpaHCIIaHTaUMA TNpH CBHOTBETHHTE OACOPEeHH HO3H CBHLIECTBYBa
MO3BOJIABAT Ja Ce 3aK/MI04H, Ye ekcrno3uuuaTa Ha MOK npu npenopbuntenHara ok
CXOIHA MPH NMEIHaTPHHH NAaLHEHTH ChC ChpACYHA TPAHCILIAHTAUMA H BB3PacTHH
CbC ChpAEYHA TPAHCIUIAHTALIUA.




Tabauua 3 Cpeann u3uncnenn OK napamerpn sa M®OK no sb3pacTt u Bpeme cien
TpaHcnaaHTanus (0bOpeyHa)

Bn3pacrosa rpyna (n) Kopurupana Cmax Kopurupana AUCO0-12
mg/1* h-mg/l

cpeano + SD cpegHo + SD (CD*

Jden 7

<6r (7N 13,2+7,16 27,4+9,54 (22,8-31,9)

6-<12r. (16) 13,1£6,30 33,2+12,1 (27,3-39,2)

12-18 r. 21 11,7¢10,7 26,349,14 (22,3-30,3)"

p-cToiiHOCT® - N

<2rB (6) 10,345,80 22,5+6,68 (17,2-27,8)

>18r. (141) 27,2+11,6

Mecen 3

<6r. (15) 22,7+10,1 49,7+18,2

6-<12r. (142 27,8+14,3 61,9+19,6

12-18 r. Qa7 17,949,57 53,6+20,2F

p-croiinoct® - -

<2rB (4) 23,8134 47,4+14,7

>18r. (104) 50,3+23,1

Mecen 9

<6T. (12) 30,4+£9,16 60,9+10,7

6-<12r. (11) 29,2+12,6 66,8+21,2

12-18 . (14) 18,1%7,29 56,7+14,0

p-croiinoct® 0,004 -

<2rpB (4) 25,6+4,25 55,8+11,6

>18r. (70) 53,5+18,3

AUCoph=nnom noa kpueata nnasmeHa KoHuUeHTpauus-peme oT Bpeme Oh ;o Bpeme 12h;
Cl=posepurenen uHTepBal; Cray™MAaKCHMAIHA KOHUEHTpaUMsA, MPA=MHKO(EHOIORE KHCEIHHA;
SD=cTanpapTHO OTKIOHEHHE; N=0poii MAUWEHTH; I=TOJHHH.

A B neavaTpHYHMTE BH3PAcTOBH rpynn Cmax u AUCe.zh ca KOpHrHpany 3a go3a 600 mg/m? (95%
JOBEPHTENIHH HHTEPBAIH
(Cl) 3a AUCo.12h camo 3a Jlen 7); B rpynara Ha ph3pacTHHTe AUCo.12h € Kopurupana 3a no3a 1 g.
B p-cToMHOCT IIpeAcTaBNABa KOMOHHHPAHHTE P-CTORHOCTH 32 TPHTE OCHOBHH NeAHATPHYHH BB3PACTOBH
[PYIIM, KaTo ce
orbenasBa caMo 2k0 HMa 3HAUHUMOCT {p <0,05).
® Ipynara <2-rogiiHa Bb3pacT € NOATPYNa Ha IpymaTa <6-TONMIIHA B3PACT: He ca MpaBeHH
CTATHCTHYECKH CPABHEHHA.
U'n=20.
A NlaHHUTe OT eAMH IALMEHT HE MOTAT [1a Ce OLSHAT MOPaIH rPewIka B H3BAAKATA.
En=16.

Cmapuecka 6v3pacn

Hama manuu hapmakoknHeTyKaTa Ha MHKOQeHOMAT MOGETHA H HETOBHTE MeTaboiMTH Aa ce
TMIPOMEHSA NPH Bb3PAcTHH MALMEHTH (> 65 roNMHHK) B CpaBHEHHE C NO-MJIAZH TPAHCIUIAHTHPaHH
NALHEHTH.

Tayuenmu, npuemawu nepopannu xosmpayenmusu
Enuo npoyusane ¢ eaHOBpeMeHHO mpHnaraHe Ha Muxodenonar moderun (1 g mpa m.'m

mg o 0,04 mg) n nesonoprecrpen (0,05 mg a0 0,20 mg), nezorectpen (0,15 mg) mu
(0,05 mg oo 0,10 mg), npoBeneHo npy 18 xeru 6e3 TpanciiaHTanus (KOHTO He Nprepé
MMYHOCYTIPECOPH) B IIPOAB/KEHHE Ha 3 NOCNEA0BATENHN MEHCTPYAITHH LIMKE1A, He {11
KTHHHYHO 3HaYMMO BJIHAHME HAa MHKO(eHonmaT MoQeTHn BbLpPXy NoTHCKainus |l
MepOpaIHHTE KOHTPALENTHBH BBPXY OBylauusTa. CepyMHMTE HMBA Ha NyTenH\T
xopMoH (LH), donukynoctumynupawua xopmod (FSH) H nporectepona He ca ce
3HaUMTENHO. DAPMaKOKMHETHKATA Ha MEePOPATHHUTE KOHTPALUENTHBH HE C€ MNOB



KTHHUYHO3HAYMMA CTEMeH 0T €AHOBPEMEHHOTO MPHIIOKEHHE ¢ MHKO(EeHONAT ModeTHn (B,
CBIIO TOuKa 4.5).

33 Hpeaxanauvnu fanHH 32 fesonacHocT

Ilpu ekcriepumenTanHn Mozen, muxodeHonat mMopeTin He e 6w xanueporeneH. Hail-
BHCOKATa 71033, TECTBaHA NPH NPOYYBAHHATA HA KAHLIEPOT€HHOCTTA NPH XKHBOTHH, € JOBENIA 0
NMpHGnM3uTENHO 2 A0 3 MBTH N0-BUCOKa cHcTeMHa excriosuius (AUC uau Cra) B CpaBHeHHe
¢ HabnonasaHata NpH nauueHTH ¢ GE0peYHa TPaHCTILIAHTALKMA MPENOPLYBAHATA KIMHHYHA
J03a or 2 g AHEBHO, W 1,3-2 NbTH MO-BHCOKA OT CHCTEMHATA EKCIIO3HIIMS (AUC umn Cax),
YCTAHOBEH& MpPH MALMEHTH CbC ChPIEeYHA TPAHCIUIAHTALMA MPH MPENOpbYBAHATA KIHHHYHA
5033 oT 3 g AHEeBHO,

JBa TecTa 3a reHOTOKCHYHOCT (i vitro ¢ Muwa numdboma H in vivo MHKPOHYKIIEAPEH TECT
BbPXY KOCTEH MO3BK Ha MULIKM) ¢4 AEMOHCTPHpAIH, e MHKOGEHONAT MogeTHn HMa
TOTEHUHAN Na NpeqH3BHKBA XPOMO3oMHH abepaunH. Te3n edexTH MOXKe Ja ca CBBP3aHH C
(hapMakoOAMHAMHYHMA HAYHH Ha JAelCTBHE, T.e. ¢ MHXHOHpaHe HA HYKICOTHAHHA CHHTE3 B
HYBCTBHTEJIHUTE KIIeTKH. J[pyr¥ TecTOBE in vitro 3a OTKpHBAHE Ha Te€HHH MYTALMH He ca
MOKA3ATH FreHOTOKCHYHA aKTHBHOCT.

Ilpn TepaTonorn4HHTe Mpoy4YBaHHA BBPXY ILTBXOBE M 3aiiud ca HabmiogaBaHH deTamHu
pesopbunk W MandopMalHH TNPH IUIBXOBe NMpPH A03a OT 6 mg/kg/nHEeBHO (BKTIOUUTENHO
aHo(TaIMHs, arHaTHs W Xujapouedanud) W NpU 3aiuM npu ao3a or 90 mg/kg/nHeBHo
(BIJIFOUHTENHO CBPAEYHO-CHAOBH M OBOpPeYHH AHOMAIHH, KATO €KTOMMA Ha CHPUETO H
616peunTe W nHapparmManHa M yMOMNHKANHA XEPHHA) NMPH JMNCA HA MalYHHA TOKCHYHOCT.
CucTeMHaTa eKCIO3HUMA NPH TE3H HHBA € NPUGNH3MTENHO paBHA MMM MO-Manka ot 0,5 neTH
KIHHHYHATa CKCMO3HUMA NPH NpenopbyBaHaTa KIMHAYHA 1038 OT 2 g NHEBHO MpPH MAaUMEeHTH
¢ 6b0peuna TpawcrianTauks W npHGNH3HTENHO 0,3 MHTH KIMAMYHATA EKCMOZHIUMA NpH
npenopbyBaHaTa KIHHHYHA 033 OT 3 g AHEBHO NPH [MALUEHTH ChC ChPJEYHA TPAHCILIAHTALHS
(B1KTE TOUKA 4.6).

XeMonoeTHYHaTa ¥ NMM(HATA CHCTEMH Ca OCHOBHMTE, 34CETHATH IIPH TOKCHKOIOTHMHHUTE
H3CJICABAHHA, POBEACHU ¢ MUKO(QEHONAT MODETHI IPH ILTBXOBE, MHILKH, KydeTa 4 MaliMyHH.
Tesu edextn ca HabnrofaBaHH NpH HHBA HAa CHCTEMHA €KCIIO3IMLHSA PABHHU WIH MO-MAJKH OT
KJIMHHYHATA €KCMO3HUHA TPH MpernopbyBaHaTa A03a OT 2 g AHEBHO MPH PEUMIHEHTH Ha
6u6peutn TpancnnanTaTh, CTOMAlIHO-upeBHH edexTu ca GUIH HaGMIOAABAHH B Ky4eTa Mpu
HHBA HA CHCTEMHA EKCIIO3HLHA PaBHH WM MO-MANKH OT KIMHHYHATA EKCTIOWLMS NpH
npenopbuBaHata Jo3a. CTOMalIHO-YpeBHM H OBOpeuHH e(eKTH, KOMTO CBUIETENCTBAT 3a
AeXMApaTauMsA, Cbillo ce Habnomaear npH MalMyHH npu Hail-BHCOkata 1033 (HHBa Ha
CHCTEMHA €KCIIO3HLMA, PABHH HITH M10-BHCOKH OT KIHHMYHATA eKCTO3HUH:A). [Ipoditet Ha
HEKJIHHHYHA TOKCHYHOCT Ha MHKOdEHONAT MOQETH H3INIeKNA € CHBMECTHM C HEKETAHWTE
CeOMTHA, HabmonaBaHH TIPH KIMHHYHHTE H3MHTBAHHA BBPXY XOpa, KOHTO MOHACTOALIEM
OCHIypSABAT JaHHH 3a 5€30NaCHOCT C NO-roIAMO 3HAYEHHE 33 NONY/IAUMATA NALMEHTH { BHKTE
Touka 4.8).

Onerxa Ha pHcKa 3a 0KoJaHATA cpeaa (ERA)
[IpoyupaHusTa 3a OlieHKa Ha PUCKA 3a OKOJIHATA CPEAA MOKAa3BaT, Ye AKTHBHOTO BEILECTBO
M®K moxe na npencrasnaBa pHck 3a MOANOYBEHUTE BOAH Ype3 Gperoso GHATpHpaHe.

6. PAPMAHEBTUYHH JAHHHA

6.1 CnicnK HA NOMOINHATE BellecTBa

CoabpkanHe HA KanCY/IATA:
MHKpOKpHCTATHA LieTy 1032




'R

XHApPOKCHIIPONTHIILIEYI03a
[Torumon k 90
Kpockapmenosa HaTpui
Tamk

MarHesuneB cTeapaT

OGBuBKa HA KalCyaaTa:
Kenatuu

Hartpuer naypuncyngar

Fd u ¢ blue 2 (e132)

Turanos auokecua (e 171)
YepeeH xeneseH okcna (¢172)
et skenesed oxcHa (el72)
YepHOTO MacTWIO ChIAbPKAE.
Memmax

UepeH xenezeH OKCHa

6.2 HecnBMecTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogsoct
36 Mecena.

6.4 CrneuHa/jHH YCI0BHS HA ChbXpaneHHe
Ha ce cpxpanaea nog 30°C.

6.5 Bua H cLALp:KaHHE HR ONMAKOBKATA

Mukotpenonar moderun 250 mg xancymu ca omakoBanu B PVC/PVDC/anymunuesn
GamcTepH.

| xaproHeHa onakoeka cbabpxka 100 kancynu (B 6auctepu no 10).

1 kapTOHeHa onakoBKa ceabpka 300 kancynu (B Gaucrepn no 10).

He BcvuKH BUIOBe ONAKOBKH MoraT fa 6bjar mycHats B npoaaxba.
6.6 CrnenMaiHH npeJNa3sHH MePKH NPH H3XBHP/AsSHe H paboTa

Heu3non3BaHHMAT NPOAYKT WIH OTNAZBYHWTE MaTepHalH OT Hero TpabBa na ce HIXBBPIAT B
CBOTBETCTBHE C MECTHHTE H3UCKBaHHS.

7. MNPHTEXATEJ HA PABPEILIEHHETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z o.0.

ul. Taémowa 7

02-677, Warszawa, Mazowieckie

[Tomua

8. HOMEP(A) HA PA3ZPEIIEHHUETO 3A YIIOTPEBA

Per.Ne: 20110485




9. JATA HA ITBPBO PA3PEINIABAHE/TIOMHOBSBAHE HA
PASPEINIEHHETO 3A YIIOTPEBA.

Jara Ha mbpeo paspewasane: 09.08.2011 r.
Hata na nocneagno nogHoeasane: 04.02.2019 r.

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

Anpun 2026 r.




