MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

CellCept 250 mg TBBpaH Karcyau

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika karicyna chabpika 250 mg mukodenonar moderua (mycophenolate mofetil).

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Kancynu, TBbpau (kancymn)

Ipoasirosatu, cuHbo/KadsBu, ¢ uepen Haamuc ,,CellCept 250" Bbpxy Kama4yero Ha KarcysaTa u
»Roche" BEpXy TAIOTO Ha Karcynara.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTUYHHU MOKA3AHUS

CellCept e moka3zan B KOMOMHALIUS C IIMKIOCTIOPHH M KOPTUKOCTEPOUIH 32 POPUIAKTHKA HA OCTPO
OTXBBPJISTHE HA TPAHIICJIaHTaTa IPU BB3PACTHU U MeaUaTpU4HHU (Ha Bb3pacT oT 1 1o 18 rogunam)
MAIUEHTH C aJIOTeHHA TPaHCIDIaHTaIns Ha ObOpEK, ChpIie WK YepeH Ipoo.

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHUE

JleuenneTo TpsAOBA Ja Ce 3aM0YHE U JIa C€ TIPOBEXK/IA OT CHEIIHATHMCTH C TTOAXOSIIa
KBaJIM(UKAIKS B 00JIACTTa HA TPAHCIUIAHTAIIUATA.

AOSH[)OBK&

Bwvspacmuu

bvopeuna mpancnianmayus
Jleuenuero TpsiOBa na ce 3amodHe 70 72 yaca cliel TpaHCIDIaHTaruaTa. [IpemopsunTentara 103a mpu
manueHTy ¢ ObOpevHa TpaHCIUTaHTaIws ¢ 1 ¢, MpriioXKeHa J1Ba TbTH JHEBHO (2 J JIHCBHA 1033).

Cwpoeuna mpancnianmayus
JlegenueTo TpsiOBa na ce 3amodHe 0 5 THM CieA TpaHCIUTaHTanusTa. [IpenopruntenHaTa 103a mpu
MAIMECHTH ChC ChpJICYHA TpaHCIUIAaHTaNus € 1,5 g, Mpriio’KeHa JIBa bTH JHEBHO (3 g JTHEBHA J103a).

Yeprnoopobra mpancnianmayus

JledeHueTo ¢ MHTpaBeHO3eH MUKO(EHOIAT MOo(eTrI TpsiOBa Ja ce MPUIIOKH MPe3 TbPBUTE 4 JTHU CIIe]
TPaHCIIAHTALIMATA HAa YePEH JIPO0, KaTO MEePOPATHOTO JICYCHHE C MUKO(GEHOJIAaT MOETHI TPSAOBa J1a
Cce 3aI04YHe BeHara cjiej ToBa, IOM MO J1a ce moHece. [IpernopbhunTeHaTa nepopaita j103a npu
MAIMECHTH C YepHOAPOOHA TpaHCIIaHTanus € 1,5 g, mpuioxeHa JiBa MbTH THEBHO (3 g THEBHA J103a).

Ieouampuuna nonynayus (1 0o 18 2o0umnu)

WndopmanusiTa 3a 103UpaHETo MPHU AeLa B Ta3d TOYKA CE€ OTHACS 32 BCUUKHU IEPOPATHU POPMHU OT
ramara MpoAyKTH ¢ MEUKO(EHOIaT MOeTn1, criopea cirydas. Paznuunure nepopannu Gopmu He
TpsiOBa Jia ce 3aMeHAT 0e3 KIMHUYHO HaOJI0/IeHHe.



IIpenoprunTenHaTa HaYaIHaA 4032 MUKOGEHOIAT MOQETIII TP TICAUATPUIHH MTAITMEHTH ¢ ObOpedHa,
ChpZICYHA U YepHOAPOOHa TpaHcIanTaus ¢ 600 mg/m? (tenecHa nosspxuoct (BSA)), mpunarana
HIepOpaTHO/IBA ITBTH JHEBHO (HaYa HATa 00IIa JHEBHA /1032 He TpsAOBa qa HaaxBbpiis 2 ¢, wim 10 ml
MepOpaIHa CyCICH3NS).

Jlo3ara u popmaTa Ha IPOIYKTa TPSOBA Ja C€ UHANBHYaTU3UPATBH3 OCHOBA HAa KIIMHUYHATA OIICHKA.
AKO TpernophUMTEITHATA HAYaTHA JI03a CE TMOHACS JoOpe, HO HE ¢€ NOCTUTA KIIMHIUYHO aJ[eKBaTHA
UMYHOCYIIPECHS ITPH MEAMATPUYHH MALMEHTH ChC ChPCYHA U YePHOAPOOHA TpaHCIUIAHTAIIMS, 103aTa
Moske 1a ce ysenuun 10 900 mg/m? BSA 1Ba mbTH JHEBHO (MakcHMaHa oOlia JHEBHA 1033 3 g WK
15 ml mepopanna cycnensus). [IpenopbunTenHaTa moarbpiKaiia 103a 3a NeAUaTPUIHH MaIUCHTH C
0BOpeuna TpaHcIuanTanusa octasa 600 mg/m? 18a mbTH AHEBHO (MaKCHMasHa 00IIa JHEBHA 71032 2
i 10 ml mepopainta cycrieHsust).

Muxodenonat ModeTHi npax 3a epopaiHa CycreH3us TpsiOBa J1a ce U3M0I3Ba IIPY OHE3H MALUCHTH,
KOUTO HE MOTAT Ja IPErIBIIAT KalCyju U TabaeTku, u/unu ca ¢ BSA, no-manka ot 1,25 m?, nopaau
MOBHUILEHMS PUCK OT 3a1aBsiHe. Ha manmmenTtn ¢ BSA ot 1,25 1o 1,5 m? mosxe z1a ce IpeInucBar
MukodeHonat Mo eTH Karcyiu B 7o03a ot 750 mg aBa nbTH nHeBHO (1,5 g nHeBHa n03a). Ha
nanuentu ¢ BSA nan 1,5 m? mosxe na ce npeanucsat MukodeHomaT MoQeTHII KarcCyJIu Wik TabaeTKu
B 7103a OoT 1 § ABa IBTH MHEBHO (2 g MHEBHA 103a). Thil KaTO HAKOW HE)KEJIaH! PEeaKINH Bb3HUKBAT
M0-YECTO B Ta3W Bb3pacToBa rpyma (BxK. Touka 4.8) B CpaBHEHHE C Bb3PACTHHUTE, MOKE J1a C€ HAJIOXKH
BpEMEHHO HaMalsBaHe Ha J103aTa MU IPEeKbCBAaHE Ha JCUYCHUETO; IIPH TOBA LIe TPsAOBa Aa ce B3eMaT
TPE/IBUJ ChOTBETHUTE KIIMHUYHU (PAKTOPH, BKIFOUUTEITHO TEKECTTa Ha PEaKIUITA.

Ynompeba npu cneyuannuu nonynayuu

Cmapuecka sv3pacm

[Ipenoppuntennara no3a 1 g, npuoskeHa ABa MbTH JHEBHO PH MAIIMEHTH ¢ ObOpeuHa
TpaHCIDIaHTanus, u 1,5 g ABa 'bTH JHEBHO MPH MAIIUSHTH C TPAHCIUIAHTAIIUS Ha ChPIIC WK YepeH
JIpo0 € TOIXO A IPY TAITUEHTH B CTapYecKa Bh3PacT.

bvbpeuno yspeocoane

IIpu nmaruenT ¢ 60peYHa TPAaHCIIAHTAITUS C TEKKO XPOHUIHO OBOPETHO yBpEKaaHe (CKOPOCT Ha
rinoMepynHaTa puarpanus < 25 ml/min/1,73 m?) u3ssH neproaa HEMOCPEACTBEHO CIIE
TpaHCIIAHTALMATA TPSAOBA J]a ce N30SATBAT JO3H MO-BUCOKH OT 1 §, IpHjaraH JBa IbTH JHEBHO. Te3n
MaIeHTH TpsiOBa CHIO Ja ce HaboMaBaT BHUMaTenHo. He e Heo0XomMMo KOpUTrHpaHe Ha Jo3aTa
IIPH MAIUEHTH ChC 3a0aBEHO MOCTONEPATUBHO (QYHKIIMOHUpaHEe Ha ObOpeuHaTa mprcaaka (BK. TOYKa
5.2). Hama maHHM MIpy MAIUEHTH ChC ChpJICYHA UM YePHOAPOOHA TPAHCTUIAHTAIIUS U TEKKO
XPOHUYHO OBOPEUHO YBpEKIAHE.

Teoicko ueprnoOdpobHo yepexcoane

He e HEoOxommMo KopUrupaHe Ha J103aTa PH MAIUeHTH ¢ 0hOpeYHa TPAaHCIUIAHTAIUS U TEKKO
MapeHXUMHO 3a00JIsIBaHe Ha YepHHs Apo0. Hsama maHHM MpH MAIMEHTH ChC Chp/IcUHa
TPaHCIIAHTALIMSA U TEXKKO MaPEHXUMHO 3a00IsIBaHE HA YePHHSI 1pO0.

Jleuenue no épeme Ha enuzo00u Ha OMXELPASAHE

Bwspacmuu

Muxkodenomnosa kucennHa (MOK) e akTHBHUST MeTabOIUT Ha MUKO(DEHOIAT MO(ETHIL.
OTxBBpiIsIHETO Ha OBOPEUHUS TPAHCIIAHTAT HE BOAM A0 MPOMEHH BB papmMakokuHeTnkaTa Ha MOK;
HE ce Hajlara HaMaJIsiBaHe Ha Jl03aTa WM IpeycTaHOBsIBaHE Ha jJeueHueTo. Hama ocHoBaHueE 3a
KOpUTHpPAaHE Ha /103aTa CJIel OTXBBPIIIHE HA ChpAeUeH TpaHCIUianTaT. Hsama dhapmakokuHeTHUHH
JaHHU NPH OTXBBPIISIHE HAa YEPHOIPOOEH TPaHCIUIaHTAT.

Heduampulma nonyiaauus
Jluncsar JaHHU 34 JICYCHUC Ha ITbPBO UJIN peq)paKTepHo OTXBBPJIAHC IPU NICAUATPUYIHU IMAOUCHTHU C
TpaHCIUIaHTalrA.




HauuH Ha npuiioxxeHue

3a MEpopaIHO NPUITTOKCHUC.

Ilpeonasnu mepxu, koumo mpsadea oa bvoam e3emu npedu padoma cvbC Ul NPUILOIICeHUe HA
JeKapcmeenus npooyKm

Twit kaTo MUKO(EHOIAT MOGETHIT € MOKa3aJl TEPATOreHHU S(PEKTH MPH ILTHXOBE U 3alIU, KAICYJIUTE
He TpsAOBa J1a Ce OTBAPAT WM Pa3uyIBar, 3a Ja ce M30erHe BAUIIBAHE WM JUPEKTEH KOHTAKT C
KOXKaTa WK JIMTABUIIMTE Ha Mpaxa, ChIbpPKalll Ce B KarcyJIuTe. AKO HACThIIU TaKbB KOHTAKT,
W3MUNTE OOMITHO MSCTOTO ChC CAIlyH ¥ BOJA; U3IIAKHETE OYUTE C YUCTA BOJA.

4.3 IlpoTMBONOKA3aHUS

. CellCept ne Tpsi6Ba aa ce mpuiara Ipy MAMEHTH ChC CBPbXUYBCTBUTEIHOCT KbM
MuKodeHnonatr MoheTH, MUKOQEHOJIOBA KUCEITUHA, HJIH KbM HAKOE OT MOMOIITHHUTE BENIECTBA,
n30poeHu B Touka 6.1. HabmogaBanu ca peakiiuu Ha CBPbXYyBCTBUTEITHOCT KbM TO3H
JIEKapCTBEH MPOAYKT (BK. Touka 4.8).

. He Tpsi6Ba na ce npuiiara jeueHue MPH KEHH ¢ ACTEPOJICH MOTSHIINA, KOUTO HE U3IMOJI3BAT
BHCOKO €(DeKTHBHU KOHTPAIEITUBHU MEeTOAH (BXK. Touka 4.6).

. He tpsibBa na ce 3amo4Ba Tepanus Npy KEHH C ISTEPOACH OTeHIIMAI, O€3 MPe/ICTaBsIHE Ha
pe3yaTaTH OT TeCT 32 OPEMEHHOCT, 3a Jla ¢e U3KJII0YHU HeXKellaHa yrnorpeda 1o BpeMe Ha
OpeMeHHOCT (BXK. ToUKa 4.6).

. He tpsibBa na ce u3noxssa jJeueHne o BpeMe Ha OpPEMEHHOCT, OCBEH aKo HsMa JPyTro
MOJIXOJIAIIO ANTEPHATHBHO JICUCHHE 3a TPEIOTBPATABAHE HA OTXBBHPIISIHETO HAa TPAaHCIJIAHTATA
(Bk. Touka 4.6).

. He Tpsi6Ba na ce nmpunara jedeHme Mpy *KeHU, KOUTO KbPMAT (BXK. ToUKa 4.6).
4.4 CpoeuuajHu npenynpe:xIeHUs! U NpeaNa3Hu MePKH MPH ynoTpeda
Heonnazmu

[TanmenTHTe, MOTyYaBaId IMYHOCYIPECHBHA Tepanysi B KOMOMHALIUS C IPYTH JeKapCTBEHU
nponykTy, BmrouuteaHo CellCept, ca momnoskeHn Ha MOBHIIICH PUCK OT Pa3BUTHE HA TUM(OMH U
JpYTH 3JI0Ka4eCTBEHH 3a00JsIBaHMs, 0COOCHO Ha KoXkata (BXK. Touka 4.8). PUCKBT u3rnexna e cBbp3an
M0-CKOPO C MHTEH3WBHOCTTA U MTPOJBIDKUTETHOCTTa HA HIMYHOCYIIPECHUITa, OTKOJIKOTO C yHnoTpedaTa
Ha HAKOH cnenu(uieH NpoayKT.

Karo o611 chBeT 3a HamansiBaHe 10 MUHHMYM Ha PHCKa OT paK Ha KokaTa TpsiOBa Ja ce OrpaHndH
W3JIaraHeTo Ha crpHYeBa cBemivHa 1 UV o0puBaHe, KaTo ce HOCH 3alllUTHO OOJIEKIIO U Ce U3I0I3Ba
CIIBHIIE3AIIUTEH MTPOIYKT C BUCOK 3aIIUTEH (HaKTop.

HNudexnuu

[ManuenTH, TEKyBaHU C IMYyHOCYTIPECOPH, BKIIFOUUTEITHO MUKO(GEHOIAT MOPETHII, Ca U3I0KCHH Ha
MIOBHIIIEH PUCK OT OTMIOPTIOHUCTUYHU UHQEKIUH (OaKTepUaHU, ThOMYHH, BUPYCHU U MTPOTO30WHN),
UHGEKINY C JIeTaJIeH U3XO0. U cercuc (BK. Touka 4.8). TakuBa HH(MEKINU ca peaKTHBALIKS Ha
JATCHTHU BUPYCHH WH(pEKINY, KaTo XenaTut B nin xenatut C 1 nHOEKIMH TPUYUHEHA OT
nojromMaBupycH (Hedpomnatus, cebp3ana ¢ BK Bupyc, mporpecusHa MynTudoKkaiHa
neskoenedanomnarus (IIMJI), cebp3ana ¢ JC Bupyc). JlokaaaBaHu ca ciaydyau Ha XEMaTHT BCIACICTBUC
Ha p€aKTHBalMd Ha XCIIaTUT B u xematur C IIpU MaUECHTU-HOCUTEIIU, KOUTO Ca JICKYBaHU C
uMyHocytipecopu. Te3n nH(EeKIMH 4YeCcTO ca CBhP3aHU C BUCOKA 00112 UMYHOCYIIPECHBHA
00pEMEHEHOCT U MOXKE J1a JIOBEAT JI0 CEPUO3HY WJIH JICTATHU ChCTOSIHUS, KOUTO JIEKapuTe TPsOBa J1a
uMaT npeaBul B AudepeHIraIHaTa Juardosa Mpy KMyHOCYIIPECHPaHH MAIMSHTH C BJIOIIIaBaIla ce
0b0OpeyHa PyHKIUS WK HEBPOJIOTHYHU CUMIITOMH. MUKO(EHOIIOBaTa KHCEIMHA UMa [IUTOCTATHICH



edext Bbpxy B- u T-nmumdorurute, mopaayd KOeTo € Bb3MOXKHO MO-TexkKO rnmpotudane Ha COVID-19 u
TpsiOBa J1a ce OOMUCIIST BB3MOKHOCTH 3a MPEANPUEMaHe Ha ChOTBETHH KIIMHUYHH MEPKH.

Nma chobmenns 3a xunoraMariaoOyIMHEMHs BbB BPb3Ka ¢ PEUUINBUPAIIN HHOEKIUH TPY MalUeHTH,
HOJTy4YaBany MUKO(eHomaT MoeTHI B KOMOMHAIMS C IPYTH UMYyHOCYTIpecopd. B Hsikou ot Te3n
Clly4au, IPEMHHABAHETO OT MUKO(EHOIaT MO(ETHI KbM alTePHATHBEH UMYHOCYTIPECOP BOJIH 10
HOpMaJM3upaHe Ha cepyMHuTe HUBa Ha 1gG. lpu nanuenture Ha MukodeHoaatT MO ETHI, KOUTO
pa3BUBAT PEIUIMBUPAIIN HHOEKIINH, TPSOBA J]a C€ H3MEPBAT CEPYMHHUTE HMYHOTIIO0YIMHU. B ciyuait
Ha NMPOABIDKUTEIHA, KIMHIYHO 3HAYMMa XUIIOTaMariio0yTHHEMUSI, TPSOBa Jia ce€ OOMUCIH TTOAXOASIIO0
KJIMHUYHO JIeHCTBUE KaTo ce MMa MPeABU MOLIHUA IUTOCTaTHYECH ePeKT Ha MUKO(EHOJIOBaTa
kucenuHa Bepxy T- u B-numdonurure.

Nma myOiauKyBaHU ChOOIICHUS 32 OPOHXHEKTA3UH MPH BH3PACTHH U JIEId, KOUTO TOTy4aBaT
MukodeHoaatT MoheTH B KOMOUHALINS ¢ PYTH UMYHOCYTPECOpH. B HAKOM OT Te3H CITyuan
MPEMHHABAHETO OT MUKO(EHOoIaT MO(ETHIT KbM APYT UMYHOCYIIPECOP BOIH JI0 OA0OpEHHE Ha
pECIMPATOPHUTE CUMIITOMH. PHCKBT OT GPOHXHEKTAa3UH MOJKE J1a € CBBP3aH ¢
XUIOraMario0yTUHEMHs M C HETTOCPECTBEH eekT BbpXy Oenust 1pod. MMa chIlo u30mupanu
CHOOIIEHHUS 38 MHTePCTUIIMANTHA O0e101poOHa 0osiecT u 0enoapoOHa (Gudpo3a, HAKOU OT KOUTO ca
o ¢atanuu (Bxk. Touka 4.8). [IpenopwsuBa ce 1a ce U3CieaBaT MalueHTUTe, KOUTO Pa3BUBAT
NEePCUCTUPAIIH OETOAPOOHH CUMIITTOMH KAaTo KalllTUI[a U TUCITHES.

KpbB 1 IMYHHA CHCTEMA

[ManuenTure, nonydasamy MukodeHoaT MoeTwI, TpsOBa J1a ce MPOCIesIBaT 3a MposBa Ha
HEYTPOIIEHUS, KOSATO MOXKe J1a ObJie CBhpP3aHa ChC CaMOTO JICUCHUE, ChC CHITBTCTBAIIM JICKAPCTBA,
BUPYCHU MH(EKIINHU WK KOMOWHAIIUS OT Te3U NMPUYNHH. [IbJIHA KphBHA KapTHHA HA MAIUCHTUTE,
JIeKyBaHU ¢ MEKO(EHOIAaT MOeTHII, TPSIOBa Jia ce MPaBU BCAKa CEJMUIIA TIPE3 IEPBHS Mecell, JIBa
IBTH MECEYHO MPE3 BTOPHUS U TPETHUS MECEIl Ha JICYSHUETO, CIIC]] TOBA €XKEMECEUHO pe3 MbpBaTa
roauHa. AKo ce pazBue HeyTporeHus (abcomoren 6poii Ha HeyTpodmute < 1,3 X 10%/ul), moxe na ce
HAJIOXKH J]a C€ MPEKbCHE WU MPEYCTAHOBH JICUSHUETO C MUKO(EHOJIAT MO(DETILIL.

Cpo01maBar ce ciay4an Ha YucTa amiasus Ha uepBeHuTe KpbBHU KieTkd (YAUKK) npu nauuenTy,
JIeKyBaHHU ¢ MUKO(EHOIaT MO(QETUI B KOMOMHAIMS C IPYTH UMYHOCYIIpECOpH. MexaHu3MbT Ha
YAUYKK, unayiupana ot Mmukodenosat moderu, He e uzBecteH. YAUKK morke 1a 0T3BY4H PH
HaMmaJsBaHe Ha J03aTa WIK NPEYCTaHOBsIBaHE Ha JIeYeHUEeTo ¢ Mukodenonat Mmogperui. [lpomenu B
TepanusTa ¢ MukodeHnonatr ModeTun TpsOBa 1a ce mpeArprueMar camo pH CbOTBETHO HaOII0IeHHE
Ha PELIUIIMEHTUTE Ha TPAHCIJIAaHTaTH, 3a Jla CE CBEJE JO MUHUMYM PUCKa OT OTXBbpPJISHE Ha
npucazakara (Bx. Touka 4.8).

[TanuenTure, nonydapany Mukodenonat MmoheTu, TpsAOBa 1a ObAaT HHCTPYKTHPAHH Jla ChOOIIaBaT
He3a0aBHO 33 BCEKU NPU3HAK HAa MH(EKIIUS, HEOUaKBaHO MOCUHSIBAHE, KbPBEHE, WK APYTH NPOSBU HA
KOCTHOMO3bYHA HEJOCTATHYHOCT.

[ManmenTure TpsiOBa 1a ce MHPOPMHUPAT, Ye MO BPpeMe Ha JISUCHUE ¢ MUKO(EHOIAT MOpETHT
BAaKCHHALIMUTE MOXeE Aa ObAaT NO-MajKo e(eKTUBHH H yIoTpedaTa Ha KHUBH aTCHIOMPAHN BaKCUHH
TpsiOBa 11a ce n304arna (Bxk. Touka 4.5). [I[poTuBOrpunHaTa BakcuHa Moe J1a ObJie OT MoJ3a.
[Ipennucamute nekapu TpsOBa Jla HANIPABAT CIIPaBKa C HAITMOHATHUTE YKa3aHUS 38 MPOTUBOTPHUITHA
BaKCHHAIIHSI.

CroMaIlHO-YpEBHU

[IpunoxxenneTo Ha MuUKO(EHOIAT MO(DETHII € CBBP3aHO C TIOBUIIICHA YECTOTA Ha HEXKEIAHU ChOUTHS
OT CTpaHa Ha XpaHOCMUJIATEITHATA CUCTEMA, BKIIOYUTEITHO HEUSCTH Cydyau Ha yJreparus Ha
CTOMAIITHO-YPEBHUS TPAKT, KPHBOM3IUB U Niepdopanus. JleueHneTo TpsOBa 1a ce mpuiara
BHUMATEITHO TIPY MaIUECHTH C aKTUBHO CEPUO3HO 3a00JIsIBaHE HA XPAaHOCMHUIIATETHATA CHCTEMA.



Muxkodenonatr ModeTua ¢ nauxudutop Ha IMPDH (uHo3uH MoHOMOChaT nexuaporenasa). [Topaau
TOBA, IPWJIOKEHUETO My TPsiOBa Ja ce N30sArBa MpH NALMEHTH C PsKa HACIeCTBCHAa HEAOCTaThYHOCT
Ha XUIOKCaHTHH-TyaHuH (ocdopudosmi-rpanchepaszara (HGPRT), kato cunnpom na Lesch-Nyhan u
Kelley-Seegmiller.

BsaumoneiicTBus

Heobxoaumo e moBUIIEHO BHUMaHUE TIPY IPEMUHaBaHe Ha KOMOWHUpaHaTa Tepanus OT CXEMH,
CBHABPIKAIIN UMYHOCYIIPECOPH, KOUTO TOBJIHABAT eHTepoxenaTanHus Kpbroppat Ha M®K, namp.
IIUKIIOCIIOPUH, KbM JPYTH, KOUTO Ca JIUIIICHH OT TO3H e(DEKT, HATIP. TAKPOIUMYC, CHPOIUMYC,
Oenararent, WM 00paTHO, Thi KATO TOBA MOXKE Jia JIOBEJIE 10 IIPOMEHHU B eKcro3unuara Ha MOK.
JlekapcTBa, KOWTO TOBJIMABAT €HTEpOXenaTanTHus MUKhI Ha MOK (Hamp. KoJeCTHpaMUH,
AHTHOMOTHIIN), TPAOBA A4 CE U3MOA3BAT C TOBUINICHO BHUMAHHE MOPaIy MOTCHIMATA UM 323
HaMaJIsiBaHe Ha TUTAa3MEHHUTE HUBA Ha MUKO(EHOJIAT U HeroBaTa eukacHOCT (BXK. ChINO Touka 4.5).

[TpenoppuBa ce MukopeHomaT MoGEeTHII 1a He ¢ MPUIara ChbIIbTCTBAIIO C a3aTHONPHH, 3aI0TO
TaKOBa CHITBTCTBALIO MPHUIIOKEHUE HE € MMPOYUEHO.

CBHOTHOIIEHHETO PUCK/TION3a Ha MUKO(eHoIaT MOGeTHI B KOMOWHAIINS ChC CHUPOJIUMYC HE €
YCTaHOBEHO (BXK. CBILIO TOYKa 4.5).

Tep AIlICBTHYCH JICKAPCTBEH MOHUTOPHUHT

IIpu npomMsiHa Ha KOMOMHHMpaHaTa Tepamus (HaIp. MIPEeMUHABAHE OT CXEMU C IUKIIOCIIOPUH Ha TaKWBa
C TaKPOJIMMYC WM 00paTHO) MOXKE Jja ObJIe TIOJXO/SIIO J1a C€ MTPOBEAE TEPAIIeBTUYCH JIEKApCTBEH
MoruTopuHT Ha M®K nnn fa ce ocurypu afekBaTHa IMyHOCYIPECHs TIPY TMAIMEeHTH ¢ BUCOK
UMYHOJIOTHYCH PUCK (HATIP. PUCK OT OTXBBPJISHE, JICUCHUE C AaHTUOMOTHIIN, TOOABSIHE WJTH CITUPAHE HA
MPUIOKEHUETO HA B3aMMOJIEHCTBAIIIO JICKAPCTRO).

CHGLII/IaJ'IHI/I nonyjaanvuu

Ileduampuuna nonyrayus
MHoro orpaHnyeHa MoCTMapKeTHHIOBa HH(OpMaIIns TTOKa3Ba IMO-BICOKA YECTOTA Ha CIEAHNUTE
HEeXKeJIaHW ChOWTHS NPY NAIIMEHTH Ha BH3PAcCT IO 6 TOIMHH B CPABHEHHUE C MT0-Bh3PACTHUTE
MALUEHTH:
e mM(OMU U OPYTH 370KAYECTBEHH 3a00JIIBaHUS, OCOOCHO OCTTPAHCIUIAHTAI[IOHHO
JUMQOTIPOTUPEPATUBHO HAPYIIICHUE MPH MALUEHTH ChC ChPACYHA TPAHCILIAHTAIIHS.

e HapylIeHUs HA KPBbBTA U TUM(QHATA cUCTEMa, BKIFOUUTEITHO aHEMUS U HEYTPOIICHHS TIPU
MalMeHTH ChC ChpJIEYHA TPaHCIUIaHTalus. ToBa ce oTHacA 3a Aena moJ 6-roJuiIHa Bb3pacT B
CpaBHEHHE C [T0-BH3PACTHUTE MAIMECHTH U B CPABHEHHE C MMEUATPUIHNTE PEIUITMCHTH Ha
YyepHOAPOoOHa/0bOpeYHa TPaHCIUTAHTALIMS.

[Ipu naunenTute, npuemanix MukodeHnonatr MmodeTui, IbJIHa KPbBHA KapTHHA TPsiOBa aa ce
U3CIIe/IBa eKECEAMUTHO IIPe3 MbPBUS MECEIl, JIBa TBTH MECEYHO MPe3 BTOPHS U TPETHUS MECEIl
OT JICUCHHUETO, CIIe]] KOETO €KEMECEUHO Npe3 IbpBaTa roiMHa. AKO ce pa3BUe HEYTPOIICHUS,
MOJKe J1a € TIOIXO/IAIIO Ja Ce MPEKbCHE WM J1a Ce TIPEyCTAaHOBH TpHeMa Ha MUKO(EHOIaT
Moderur.

¢  CTOMAIIHO-YPEBHH HAPYIICHMS, BKIFOUUTEIHO AUApHs ¥ TOBPBIIAHE.

JleuenneTo TpsOBA Aa ce Mpuiara ¢ OBUIIEHO BHUMAHKE NIPH MMAIUEHTH C aKTHBHU CEPHUO3HU
3a00JIsIBaHMS HA XPaHOCMUJIATEITHATA CHCTEMA.

Ionynayus 6 cmapuecka 6v3pacm

[TanpenTHTE B CTapyecka B3pacT B CPABHEHHE C TIO-MJIQANTE UHIUBUIM, MOTAT J1a ObIAT H3JI0KEHH
Ha MOBUIICH PUCK OT HEXEJTaHHU PEeaKIHi, KaTO HAKOH MH(EKINN (BKIIOYUTEITHO 3a00IsIBaHE C
ThKaHHA MHBA3Us Ha IUTOMETAIIOBUPYC) U €BEHTYAITHO CTOMAIIIHO-YPEBEH KPBBOM3IUB U OEJ0ApoOeH
OTOK (BX. TouKa 4.8).



Teparorenuu epexTn

MukodeHoaT e CHIeH TepaToreH npu xopa. Mima cpo01eHus 3a criontannu aboptu (dectora 45 %
1o 49 %) u Bponenu mandopmaryu (u3uncieHa yectota 23 % no 27 %) ciaen ekcrno3unus Ha
MukodeHonatr MoheTu 1o Bpeme Ha OpeMeHHoCT. CleIoBaTEeHO, JICYEHUETO € TIPOTUBOIIOKA3AHO T10
BpeMe Ha OPEMEHHOCT OCBEH aKO HSAMa JIPYTo MOIXO/SIIO aJTepHATHBHO JIEYCHHE 32
NpeAoTBpaTsIBaHE Ha OTXBBPJSHETO HA TpaHCIUIaHTaTa. [launeHTrTe sKeHn ¢ IeTepoAeH MOTeHIUAT
TpsiOBa 1a ObAaT MHPOPMHUPAHH 32 PUCKOBETE U J1a CTa3BaT NMPETIOPbKUTE, NaJeHN B ToUKa 4.6 (Hamp.
KOTpAIeTITHBHYA METOJIN, TECTOBE 32 OPEMEHHOCT) TIPEJI, 110 BpEMe Ha U CIIe]T JICYEHUETO C
mukodenonar mopetun. Jlekapure TpsiOBa 1a rapaHTHPAT, Y€ KEHUTE, IPUEMAId MUKO(QEHOIAT
Mo(eTH1, ca HasICHO C PUCKOBETE 3a YBpexkAaHe Ha 6e0eTo, He0OX0AUMOCTTa OT €PeKTHBHA
KOHTpaICIIHs U He00X0AUMOCTTa He3a0aBHO J1a ce KOHCYJITHPAT ChC CBOSI JIEKap, aKo ChIECTBYBA
BB3MOXHOCT 32 3a0peMeHsIBaHe.

Kourpauenmus (Bxk. Touka 4.6)

[Mopanu cunHUTE KIMHUYHY TIOKA3aTEJICTBA, IIOKA3BAId BUCOK PUCK OT a0OPT M BPOJICHU
MaopMaluy Ipy U3I0JI3BaHe Ha MUKO(eHOoIaT MOGETHII P OPEMEHHOCT, TPsI0Ba Ja ce MoJI0XKaT
BCUYKH YCWIINS, 3a Jia ce n30erHe OpeMEeHHOCT 10 BpeMe Ha JieueHueTo. [lopaju ToBa, JKeHHuTe ¢
JISTEPOJICH TOTSHITMAN TPsOBa J1a M3MOI3BaT Hail-MaJKo eHa (hopMa Ha HAJCKTHA KOHTPALICTIITHIS
(Bk. Touka 4.3) npeay 3amoYBaHe Ha JCUCHUETO ¢ MUKO(EHOIAT MODETHII, IO BPeMe Ha JICUYCHUETO U
B IPOAB/DKEHUE HA IIECT CEAMUIIU CJIC MPEYCTAHOBSBAHE Ha JICUEHUETO OCBEH aKo U30PaHMST METOT
Ha KOHTpAIICTIINS € Bb3AbpiKaHue. 3a MpeIloYnTaHe € a ce IMPUIIOKAT JBE OMbIBAIIU ce popmu Ha
KOHTpAIEMIIHsI €THOBPEMEHHO, 3a JIa CE CBEJIe 10 MUHUMYM Bh3MOXKHOCTTA 32 HEYCIeX Ha
KOHTpAIEIIUATa U HeXKelTaHa OpeMEeHHOCT.

3a cBBeT 3a KOHTpALCIIHNA IPHU MBbKC BUIKTC TOYKaA 4.6.

OOyuuTETHN MaTEpHUAIN

3a 1a ce MOANOMOTHAT MALMEHTUTE a N30erHar ¢eTanHa eKCIo3ulMsI Ha MUKo(eHoaT U 3a Aa ce
OCUTYpH JOIBJIHUTENHA BakHA HH(opManus 3a OezonacHocT, [IpuTtexarenar Ha pa3peieHueTo 3a
yrnorpeba 1me npeaocTaBu 00y4YNTETHN MAaTepHaId HA MENIIMHCKHUTE ClIeNUanicTH. B oOyunrenaure
MaTepHalIy e ce MOJICHIIAT NPEIyIPEKACHUATa OTHOCHO TePaTOreHHOCTTA HA MUKO(EHOIaT, e ce
Jaze ChBET 3a KOHTPALENIMs NPEear 3all0YBaHETO Ha TEPANUATa U YKa3aHUSI OTHOCHO
HEOOXOJIUMOCTTA OT H3cie[BaHe 3a OpeMeHHOCT. Jlekapsar TpsiOBa ja jaBa mbiHa HHQopMaIys 3a
NalMeHTa OTHOCHO TEPATOTeHHUSI PUCK M MEPKHTE 3a Mpeia3BaHe OT 3a0peMeHsIBaHe Ha )KEHUTE C
JETEepOCH MOTCHIHA U Ha MAMEHTHTE MBXE, aKO € MOJXOAALIO.

HOHBHHI/ITCHHH Opeanasiy MEpKH

[ManuenTrte He TPsOBaA 1a NapsiBaT KPbB 10 BPeMe Ha JICYCHUETO WIH B PAMKHUTE Ha IMOHE 6 CEIMUIU
cJeN MpeKpaTsBaHe MpruemMa Ha MEUKOodeHomaT ModeTm1. Mbxere He TpsiOBa ma ObIaT JOHOPH Ha
criepMa 1o BpeMe Ha JICUCHUETO WM B paMKuTe Ha rmoHe 90 qHH clies mpekpaTtsBaHe preMa Ha
MuKo(deHoaatT Mo eTHI.

CpabpkaHue Ha HATPUH

To3su ekapcTBEH MPOAYKT ChABPXKA MO-Manko oT 1 mmol Hatpuii (23 mg) Ha Kancyna, T.e. MOXKe 1a
ce Kaxke, 4e MPAKTUYECKU HE ChIbPKa HATPHIL.

4.5 B3aumoaeiicTBHe ¢ APYIH JeKAPCTBEHH MPOAYKTH M APYrd (OpMHU HA B3auMoelcTBHE

AKIoBUp

HabnronaBanu ca 1mo-BHCOKY HUBA HA TIA3MEHU KOHIICHTPAIIMU Ha alUKIIOBUP, KOraTo MUKO(EHOIaT
Mo(deTHII € IpHiIaraH ¢ aluKIOBUP, OTKOJIKOTO MPU CAMOCTOSTEIHO MPUIIOKEHHE Ha allUKIOBHP.



IIpomenuTte BbB (hapmakokuHernkara Ha MOKI (deHosoB riokypouna Ha MOK) (MDKIT ce
noBuIana ¢ 8%) ca OWIM MUHUMATHHU M HE CE€ CUUTAT 3a KIIMHUYCCKY 3HAYMMH. Thi KaTo IMIa3MEHHUTE
koHIeHTparu Ha MK, kKakTo 1 KOHIIEHTpAlMUTE Ha allMKJIOBUD, CE MOBUIIIABAT IPU OLOPEIHO
YBpEkKIaHEe, UMa Bb3MOKHOCT MUKO(EHOJIAT MOGETHIIT M allUKIIOBUP WIIM HETOBUTE NIPEKYPCOPH, HATIP.
BaJIALIMKIIOBUD, Ja C€ KOHKYpHpaT 3a TyOyJIHAaTa CEKPEIHS U [0 TO3U HAYUH JOMBIHUTEIHO J1a Ce
yBeJIMYAT KOHIICHTPAIMUTE Ha IBETE JICKAPCTBA.

AHTHammay ¥ uHXMOUTOPHU Ha riporonHara nommna (UIIIT)

HabmionaBana e Hamanena exkcrio3uuust Ha M®K, koraro aHTHaIUIM KATO MarHe3MeB U alyMUHHUEB
xunpokcun, u NI, BKIIOYUTETHO JTaH30Mpa3oll U MAaHTONpas3oJ, ce Mpujiarar CMUKo(deHoIatT
Mogetmi. He ca HabrogaBany 3HaYMMH Pa3JIMKY [IPU CPABHABAHE HA YECTOTATa HA OTXBBPIISIHE HA
TpaHCIUIaHTaTa WIK YeCTOTaTa Ha 3aryda Ha ImpucaakaTa MeXJy HalueHTUTe Ha MUKO(QEeHOIaT
mogerui, npuemainy UIII u naunenTrte Ha Mukogenonat Moderni, kouto He npuemat UIIIL. Tesn
JAHHY MTOJIKPENAT eKCTPATIOINPAHETO Ha TE3W PE3YIATATH BbPXY BCUYKH aHTHAIHM/IH, Thil KaTO
HAMaJISIBAHETO Ha EKCIIO3UIUTA TIPU €THOBPEMEHHO MTPHIIOKECHUE HA MHKO(pEHOIAT MO(ETHII C
MarHe3ueB U alyMHUHHEB XUIPOKCH]I € 3HAUUTEIHO [T0-MaJIKO, OTKOJIKOTO IPHU €THOBPEMEHHO
npuiiokenue Ha Mukoenonar moderun ¢ UIIII.

JlekapcTBEHN POJAYKTH, KOUTO HOBJIMSABAT EHTEPOXENATAIHUSI KPBroBpar (Halp. KOJIECTUPpAaMUH
LIUKJIOCIIOpUH A, aHTHOMOTHIIN)

Tps0Ba 1a ce BHUMAaRBa IpH yrmoTpebaTa Ha JEKapCTBEHH MPOAYKTH, KOUTO MOBIHSIBAT
EHTepOXEeMaTaTHUs KPbroBPAT, MOPAIH Bb3MOKHOCTTA 32 HAMAJNCHUE Ha e(h)UKACHOCTTA HA
MUKO(GEHOIAT MO ETHIL.

Konecmupamun

Crnen equanyHa 103a 1,5 g MukodeHonaT MOGETIIT Ha 3/IpaBy JIUIA, HA KOUTO MPEIBAPUTEITHO ca
JlaBaHU 4 J KOJIECTUPAMUH TPH ITbTH JHEBHO B MPOIBIDKCHHUE Ha 4 JIHU, € HA0JII0/JaBaHO HaMaJIeHUE
Ha AUC ra MOK ¢ 40% (Bxk. Touka 4.4 u Touka 5.2). [Ipy chITbTCTBAINO MPUIIOKEHUE TPSOBA J1a ce
BHMMAaBa NOPaJid Bh3MOKHOCTTA 33 HAMaJIeHHEe Ha €(PUKACHOCTTa HAa MUKO(EeHOIAaT MO(DEeTHII.

Huxnocnopun A

dapmakokrHeTHKaTa Ha nukiaocnopud A (CSA) He ce MoBiHABa OT MHUKO(eHoIaT MODETHII.
Hanporus, ako ce npekpat eHOBpeMeHHOTO JieueHre ¢ CSA, TpsiOBa Jia ce ovakBa MOBUINIABAHE HA
AUC Ha M®K ¢ okoio 30%. CSA moriusBa eHTepoxenaTaiHus Kpbropatr Ha M®K, koeTo Bou 10
Hamazena ekcriozunmsa Ha MOK ¢ 30-50% npu nanmenTn ¢ 060peyHa TpaHCIIaHTalus, JISKYBaHH C
mukodenonar moperun u CSA, B cpaBHEHHE C MALMEHTH, IPUEMAIIH CUPOJIMMYC WK OenaTalent u
NoJOOHM 7031 MHKO(eHOoIaT MOQeTHI (BXK. chbillo Touka 4.4). OT apyra ctpaHa, TpsOBa Jia ce O4aKkBaT
npoMmeHu B ekcrio3uuusaTa Ha MOK npu npemunaBane Ha nanueHtute or CSA KbM eIMH OT
MMYHOCYTIPECOPUTE, KOUTO HE MOBIHIBAT €HTEepoXenaTanHus nukbi1 Ha MOK.

AHTHOHOTHIIUTE, CTMMHHUPAIH OaKTEpPUHTE, TIPOAYIMPAIIN B-TIIOKYpOHH/1a3a B uepBaTa (Harp.
KJIACOBETE aHTHOMOTHIIH AMHHOTIMKO3UIH, 11e()aTOCTIOPHHH, (ITYOPOXUHOIOHHU U TIEHUIMINHHI),

MO’K€ J1a MOBJIHSIAT eHTEepoxenaTaanus kpproepat Ha MOKI/M®K, kaTo ToBa BOAM 10 HaMaJieHa
cuctemHa excrio3utyst Ha MOK. ma nadopmanms 3a ciiegauTe aHTHONOTHIIN:

Hunpoghnokcayun unu amokCuyunun nIoc K1agy1anoea KUceiuna

Crob1maBa ce 3a HaMaJIsiBaHe Ha Hal-HUCKUTE KoHLeHTpauud Ha M®K c okoso 50% mpu penunueHTr
Ha OBOpEYeH TPAHCIUIAHTAT B JHUTE HEMOCPEACTBEHO CIIe]] 3alI0UBaHE Ha IEPOPaIeH
UIPO(IOKCANH WM aMOKCULIWINH IUTIOC KIIaByJlaHOBa KucenuHa. HabmonaBa ce TeHIeHIMs 3a
HaMaJIsIBaHE Ha TO3H €(EeKT NPH NPOABIDKUTENHA YIOTpeOa Ha aHTHOMOTUIINTE M OT3By4YaBaHe 10
HSKOJIKO JTHU CIIe]] TPEKPATABAHETO HA aHTHONOTHKA. [I[poMEeHNTe B Hali-HUCKUTE HUBA MOXeE J1a HE
0Tpa3sBaT TOYHO MMpoMeHuTe B obmmata ekcrosuus Ha MOK. TTopaan ToBa mpomsiHa B 103aTa Ha
MUKO(eHOoTIaT MOQETHII OOMKHOBEHO HsIMa Jla € He00X0AMMa TIPH JINTICA Ha KIIWHIUYHYU TaHHU 32
HapymieHa (GyHKIHS Ha pucaakara. TpsoBa na ce m3BppiiBa odade CTPUKTHO KIIMHUYIHO HaOIrOeHIE
10 BpeMe Ha JICYCHUETO ¢ KOMOMHAIUATA U MAJIKO CJIe]l aHTUOMOTHYHATA TePaTIHAL.



Hopdgnoxcayun u memponuoazon

Ipu 31paBu 1OGPOBOIIHM HE € HAOII0AaBaHO 3HAYNMO B3aUMOJACUCTBHE, KOTraTO MUKO(EHOIAT
MO(DETHIT € TpUIaran ¢IHOBPEMEHHO ¢ HOPGIIOKCAIIMH WK ¢ MeTpOoHHIa3071. Ho koMOuHaIusITa Ha
HOp(JIOKCALMH ¥ METPOHHU1a30)1 HaMasiBa ekcrosuiusaTa Ha M®K ¢ okoso 30% cien enuHuYHA 1032
MUKO(GEHOIAT MO ETHIL.

Tpumemonpum/cyngpamemOrcaszon
He e nabmronaBan edekt BbpXy OnoHamnyHOCTTa HAa MOK.

.HeKaDCTBeHI/I OPOAYKTH, KOMTO IIOBJIMABAT INTIIOKYPOHHPAHETO (HalTO. HN3aBYKOHA30J1, TCJ'IMI/IcaDTaH)

C’LH’BTCTBaH_IOTO MPUWIOKCHUC Ha JICKAPCTBA, IMOBJIMUABAIIN TJIIOKYPOHUPAHCTO Ha M(DK, MOXKE Oa
IMPOMCHU CKCIIO3UIUATA Ha M®K. Hopazu/l TOBa CC€ MpCNOpPHUBA MMOBUIICHO BHUMAHUC, KOTATO TC3U
JICKApCTBa CC MpujraraT CAHOBPEMCHHO C MI/IKO(I)CHOJ'IaT MO(l)CTI/IJ'L

H3asyxkonason
IMoumenune Ha excriosunumsaTa (AUCo..) Ha M@K ¢ 35% e Hab1r01aBaHO TPH CHITHTCTBAIIO
MIPUJIOKEHUE C N3aBYKOHA30J.

Teamucapman

ChIbTCTBALIOTO NPUIIOKEHHE HA TEIMUCAPTaH U MUKO(eHOoIaT MO ETHI BOAU 10 HaMallsiBaHe Ha
koH1eHTpanuure Ha MOK ¢ okono 30%. Tenmucapran npomens enuMmuHupanero Ha MOK, karo
3acunBa excrpecusta Ha PPAR rama (mepokcuzoM npoiudeparop-aKTUBUPaH PEelenTop rama), KoeTo
OT CBOSI CTpaHa BOJIH JI0 TIOBUIIIEHA EKCIIPECHsI M aKTHBHOCT Ha ypuIuH audocdar mzodopma 1A9 Ha
rimokypoHmt Tpancgepaszara (UGT1A9). [Ipu cpaBHsBaHE HAa YECTOTUTE HA OTXBBPJISTHE Ha
TpaHCIUIaHTaTa, YeCTOTUTE Ha 3aryda Ha mpucaakaTa Wik NpoQuiIbT Ha HeKeJlaHU ChbOUTHS TIPU
HalMeHTHTE Ha MUKO(EHOIAT MOGETHII ChC U 03 eAHOBPEMEHHO JIeUEHHE C TeJIMUCAPTaH, He ca
Ha0JI01aBaHN KITMHUYHU TOCJIEACTBUS OT (hapMaKOKMHETHYHOTO B3aUMOZCHCTBHE OT THIIA
JIEKapCTBO-JIEKAPCTBO.

Tanyuxnosup

BB3 ocHOBa Ha pe3ynTaTuTe OT €JHO U3CIIEIBAHE C EAHOKPATHO NPUJIOKEHUE HA IPETIOPHbUUTEITHUTE
71031 MUKO(EHOIaT MOGETHIT MEPOPATHO U TAHIIMKIOBUP UHTPABEHO3HO M U3BECTHUTE e()EeKTH Ha
OBOPEYHOTO YBPEKIaHE BHPXY (papMakoKHHETHKaTa Ha MUKO(eHoIaT ModeTH (BX. Touka 4.2) u
TaHIMKIIOBUD, CE 0YaKBa, Ye €THOBPEMEHHOTO MPHUIIOKEHHE Ha T€3H MPOIYKTH (KOUTO Ce KOHKypHpat
3a MEXaHM3Ma Ha TyOyJIHa ceKpenus B ObOpenuTe) me ToBeie 0 YBeITUIeHNEe Ha KOHIICHTPAIIMUTE Ha
M®KT u rannukinoBup. He ce oyaksa 3HaunTeNHa MpoMsiHa Ha (apmakoknHeTrkara Ha MOK u He ce
Hajara KOpurupaHe Ha jo3ata Ha MukogeHoiat Moderui. [Ipu mamuenTn ¢ 6p0peYHO YBpEXKIaHE,
IIPY KOUTO MUKO(EHONIAT MOQETHIT ¥ TAHIIUKIIOBHP MK HETOBUTE MPEKYPCOPH, HATIP.
BAJITAHLIMKIIOBHUP, CE TIpUIIaraT eqHOBPEMEHHO, TPIOBa Jia ce clia3BaT MPEMOPBKUTE 32 J03UpaHe Ha
TaHLMKJIOBUP U MAallMEHTHTE TPsIOBa 1a ce HaOojaBaT BHUMATEITHO.

Iepopannu koumpayenmusu

dapmakoarHaMUKaTa ¥ (papMaKOKMHETHKATa Ha MEPOPATTHUTE KOHTPALICTITUBH HE CE IMOBJIMBAT B
KIIMHAYHO 3HAYMMA CTETICH OT €THOBPEMEHHOTO MIPUIIOKEHUE ¢ MUKO(PEHOIAT MOETHI (BXK. CHIIO
TO4YKa 5.2).

Pupamnuyun

ChITBTCTBANIOTO MPHUIIOKEHUE HA MUKOPEHOTAT MOPETHII U PHQPAMITHIINH € TOBEJIO O HaMalleHa
excrio3unust Ha MOK (AUCq.124) ¢ 18% 10 70% u mipu manueH T, KOUTO HE IPUEMAT IIUKJIOCTIOPHH.
IIpenopbuBa ce 1a ce MOHUTOpUpPAT HUBaTa Ha excro3uius Ha MOK u choTBETHO Ja ce KOpUrupar
JO3UTE Ha MUKO(EHOIaT MOQETHIT 3a TOAIbpKaHEe HA KIIMHIUYHA e()UKACHOCT NIPU €THOBPEMEHHO
NPUIOKEHUE Ha pU(aMITULIKH.



Cesenamep

Hab6mronaBano e nonnmxkenne Ha Crax 1 AUCo.12, Ha MOK croTBeTHO ¢ 30% 1 25% npu
€HOBPEMCHHO MPUIIOKECHUE Ha MUKO(EHOIAT MOPETHI U ceBenaMep 0e3 HIKAKBO KIMHUYHO
3HauYeHHe (T.C. OTXBBPJSHE HA MpUcaaKaTa). [[penopbunTesTHO € BCE MaK Jia ce Mpuiara MUKOQeHomat
Mo(eTHII TIOHE eIMH Yac Mpe/I WK TP Yaca clie]l IPUEM Ha ceBeaMep, 3a Jia ce CBeJie 10 MUHUMYM
eexThT BEpXY pe3opoimaTa Ha MK, Hsama manam 3a mpuioKeHneTo Ha MUKo(eHoIaT MO(eTHII ¢
IpyTHu docdaT-CBbp3BAIIM BEIISCTBA, OCBEH CEBEIaMep.

Taxkponumyc

[pn manmenTy ¢ yepHOAPOOHA TPACIUIAHTALUS, TIPH KOUTO € 3aII0YHATO JICYeHHE C MUKO(EHOIAT
mogerun u Takporumyc, AUC u Cmax Ha MDK, akTuBHUAT MeTabonuT Ha MUKodeHoIaT ModeTH, He
ca OMJIM 3HAYMMO TOBJIMSHU TIPH €THOBPEMEHHO NMPWIOKEHHE ¢ Takposmmyc. HanpoTus,
HaOro1aBaHo e noBuienue ¢ npudamsuresHo 20% wa AUC Ha TakpouMyc TIPU MHOTOKPATHO
npuiIoxKeHue Ha Mukodenonat moderw (1,5 g 1Ba MbTH JHEBHO) Ha MAMEHTH C YEPHOAPOOHA
TpaHCIUIaHTalusl, TpueMany Takponumyc. [Ipu nauuentu ¢ 0p0peuna TpancIulaHTanus, odaue,
KOHIICHTPAIMATA Ha TAKPOJIIMMYC H3IJIEkK 1A HE c€ MPOMEHS 0T MUKO(eHoIaT MO(eTHII (BXK. CHII0
Touka 4.4).

Kuesu saxcunu
JKuBu BakcuHU He TPsiOBa Ja ce IpuiaraT MPH MalUeHTH ¢ HApYyIIEH KIMYHEH OTTOBOP. AHTHUTSIIO-
OTTOBOPHT KbM JIPYTH BAKCHHH MOeE Ja ObJle HamaleH (BXK. ChIo Touka 4.4).

IlenuaTpuuna IOmyJaanus
IIpoyuBaHus 3a B3aUMOACUCTBUATA Ca MPOBEXKAAHU CaMO MPU BH3PACTHHU.

IloTeHnmanHu B3aUMOAECHCTBUS

EnHOBpEeMEHHOTO MPHIIOKEHHE Ha MTPOOEHEIH] ¢ MUKO(EHOIaT MOGETHII TPH MAMYHH € JIOBEJIO JI0
TpuKpaTHO noBuiieHue Ha iasmenara AUC xa MOKT'. T1o To3u HauMH ApyTH JIEKAPCTBA, 32 KOUTO
ce 3Hae, 4e ca MMOIOKECHH Ha TyOyiHa cekpennsi B O0pennTe, Moke 1a ce Koukypupatr ¢ MOKI u
Taka Jia c€ MOBHUIIAT IJ1a3MeHuTe KoHlleHTpaluu Ha M®OKI unu Ha IpyTH JieKapcTBa, ETMMUHUPAHU
ype3 TyOyJIHa CeKpeLHs.

4.6 @epTHIANTET, OPEMEHHOCT H KbpMeHe

KeHu ¢ geTepoeH NOTCHIHAI

TpsibBa na ce u30srBa OPEMEHHOCT, JOKATO ce mpreMa Mukodenonat Mmoderui. Ilopaau ToBa, JKEHUTE
C JICTEPOICH MOTEHIUA TPSIOBA J1a U3II0JI3BAT HAl-MaJIKo eqHa (popma Ha HaJIEKTHA KOHTPAIICTIIIUS
(Bx. Touka 4.3), mpeu Ja 3aMoYHaT TePANKsATa, 0 BpeMe Ha JICYCHHUETO U B TIPOABIDKCHUE Ha IIECT
CEeJIMUIIM CJIE/] TPEyCTAaHOBSABAHE HA JICYCHHETO OCBEH aK0 M30PaHUAT METOJ ] Ha KOHTPAIICTIITHUS €
BB3IbpXKaHKe. 3a MPEAIOYNTAHE € JIa CE MPIUIOKAT STHOBPEMEHHO JIBE JIOMTBJIBAIIY ce (hOpMHU Ha
KOHTpAIIEIIIHS.

BpemenHocT

Mukodenonat Mo(eTHII € IPOTUBOIIOKA3aH 10 BpeMe Ha OPEMEHHOCT OCBEH aKo HiIMa JIPyTro
HOAXOAAIIO AITEPHATUBHO JICYEHHE 3a IIPEAOTBPATABAHE HA OTXBBPJSIHETO HA TPAHCIUIAHTATA.
JleuenneTo He TpsAOBa Ja ce 3amouBa 0e3 Ja e Halule OTpULATENIeH TeCT 32 OPEeMEHHOCT, 3a J1a ce
U3KJIIOYH HEeXeJIaHa yrnoTpeda 1mo BpeMe Ha OpeMeHHOCT (Bxk. Touka 4.3).

HaLII/IeHTI/ITe JKCHU C PCIIPOAYKTHUBCH INOTCHIIUAT Tpﬂ6Ba Ja 6’L,I[aT I/IH(l)OpMI/IpaHI/I 34 NOBUIIICHHUA PUCK
OoT sary6a Ha 1Jj104a U BpOACHU MaJ'I(l)OpMaI_[I/II/I B HA4aJIOTO HA JICUYCHUCTO U TpSI6Ba Ja 6’L}_IaT
KOHCYJITHUPAHU 110 OTHOUICHHUE Ha NPEAINa3BaHETO OT 3a6peMeHﬂBaHe 1 CEMEHHO IJIaHUpaHe.

Ipenu na 3amoyHaT Teparnus, JKEHUTE ¢ ACTEPOICH MOTECHIIMAN TPSIOBA J]a UMAT JBa OTPULIATCITHH
pesyirara OT CepyMeH MIM YPUHEH TECT 3a OPEMEHHOCT ¢ YyBCTBUTEIHOCT Hak-mMaiako 25 miU/ml, 3a

Jla Ce M3KJIIOYM HEBOJIHA €KCITO3MIIMS Ha T1oaa Ha Mukodenonat. [Ipenopbusa ce 8 — 10 nuu cien
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IBPBHA TECT J]a C€ M3BBPIIU BTOPH TecT. [Ipu TpaHCIIIaHTAIMS Ha OPTaHU OT MTOYHUHAIN TOHOPH, aKO
HE € Bh3MO)KHO J1a C€ U3BBpIIAT Ba Tecta npe3 8 - 10 nHu npeau aa ce 3amovHe JedeHuero (mopaiu
BPEMETO, CBHP3aHO C HATMYHOCTTA Ha OPTaHUTE 3a TPAHCIUIAHTAIIUS), TECT 38 OpEMEHHOCT Tpsi0Ba /1a
Ce M3BBPIIN HEITOCPEACTBEHO MPEIX 3all0UBaHe Ha JICUSHUETO, a OIlle eIuH TecT - cien 8 - 10 qHu.
TecroBere 3a OpeMeHHOCT TpsIOBa Jia ce IOBTOPSAIT, aKO € KIMHHYHO He00X0AUMO (Hamp. clel
ChOOIIaBaHe 32 HAKAKBB MPOITYyCK B KOHTpalleNusATa). PesynraTure OT BCHYKH TECTOBE 32
OpeMeHHOCT TpsOBa J1a ce 00CHKIaT ¢ nanuenTa. [lanmenture TpsiOBa 1a ce MHCTPYKTUPAT Ja ce
KOHCYJITHpAT He3a0aBHO ¢ JIEKYBaIIUs CH JIeKap MTPH HACTHIIBAHE HA OPEMEHHOCT.

MuxodeHonat € MOILEH TepaTOreH 3a YOBEKa, KaTo ChIIECTBYBA ITOBUIICH PUCK OT CIIOHTAaHHU

abopTH 1 BpoaeHH MandopMalyy B CIy4ail Ha eKCIO3UIMA IO BpeMe Ha OPEeMEHHOCT;

. ChOOIIABAaT ce CIIOHTaHHU abopTH npu 45-49% oT OpeMEHHHTE )KEHU C €KCTIO3ULIUS Ha
MukodeHoaat MopeTu, B cpaBHeHUE ¢ yecToTa Mexay 12 u 33% mpu 6osHu ¢
TpaHCIUIAHTALUS HA COJIMAHU OPTaHH, JIEKYBaHU ¢ UMyHOCYIIPECOPH, Pa3IMYHH OT
MukodeHonat MoheTI.

. BB3 ocHOBa Ha CHOOIICHMS OT JTUTEpaTypara, MajdopMalii ca ce mosBIiId mpu 23 10 27% oT
JKUBUTE PaKJIaHUS TPU JKEHHU C EKCIIO3UIN Ha MUKO(pEeHOIaT MO(ETHII 110 BpeMe Ha
6pementocT (B cpaBHeHuE ¢ 2 10 3% OT JKUBUTE paXkJIaHus B 00IATa MOMyJIalns 1
npuOIU3UTENTHO 4 110 5% OT )KUBUTE PAKAAHUS NP PEUUIHCHTH C TPAHCIUIAHTAIUS Ha
COJIM/IHU OpPraHH, JICKYBAaHH C UMYHOCYIIPECOPH, Pa3INdHU OT MUKO(EHOIAT MOBETHII).

[Ipu nocTmapkeTHHTOBaTa Yriorpeda ca HaOI0AaBaHU BPOJeHN MallpOpMaIiK, BKIFOUUTEITHO
CHOOIICHNS 32 MHOYKECTBEHH MasihopMaluy IpH Jiela Ha MalMeHTKH ¢ eKCIIO3UIIMs Ha MUKodeHoat
B KOMOWHAIMS C JPYTH UMYHOCYTIPECOPH TI0 BpeMe Ha OpemMeHHocTTa. Haii-yecTo ce cho0maBat
ClleTHUTE MaJI(hOpPMALIHH:

. AHoMmanuu Ha yXoTo (Harmp. IaToJI0ru4HO 0(OPMEHO MIIH JIUIICBAIO BHHIIHO YXO0), aTpe3us Ha
BBHIIHUS CITyXOB KaHa (CPEIHO yXO);

. Jlunesn mandopmaryn, KaTo 1enKka Ha yCTHATa M HeOIleTo (3aelIka ycTHa, BhI4a yCTa),
MUKPOTHATHSI U XMIIEPTEIOPU3bM Ha OPOUTHUTE;

. AHoMmanmu Ha ounTe (Hamp. Kooboma);

. Bponeno cepaedno 3abonsBane, KaTo Ae(eKTH Ha PEACHPIHUS M KAMEPHUS CETITYM;

. Mandopmanuu Ha NPbCTUTE (HATIP. TOTUIAKTUIMS, CUHIAKTAIH);

. Tpaxeo-e3odareannu Mmaidopmanuu (Harp. aTpe3us Ha XPaHOIIPOBOIA);

. Mandopmanuy Ha HepBHaTa cUcTeMa Kato spina bifida;

o AHomanuu Ha ObOpenuTe.

B mompnHeHME MMa OTHETHH CHOOIICHHUS 32 CIIETHUTE Mal(hOpMaITiH:

. Muxkpodrammus;

. Bpozaena xucra Ha XOpOUIHHS TUIEKCYC;
. Arenesus Ha septum pellucidum;

. AreHesns Ha O0OHSTEITHHS HEPB.

[IpoyuBaHusATa IPH KUBOTHH TIOKA3BAT PEIPOAYKTHBHA TOKCUYHOCT (BXK. TouKa 5.3).

Kwpmene

OrpanudeHy TaHHU TOKa3BaT, Y€ MUKO(EHOI0BaTa KUCEIIMHA ce eKCKpeTHpa B KbpMaTa. [lopaau
BEPOSATHOCTTA OT CEPHUO3HH HEXXEJIAaHHU PEaKIlui KbM MUKO(EHOJI0BaTa KUCENHA MPU KbpMaveTara,
JICYCHUETO € MPOTHBOIOKA3aHO NPU KbpMauKku (BXK. Touka 4.3).

Mmpxke

OrpaHuyYeHUTE HAJTUYHU KIMHUYHY JaHHU HE MOKa3BaT MOBUIIIEH PUCK OT MaidopManuu wiu abopt
cJe eKCo3uIus Ha OamaTa Ha MUKoQeHoIaT Mo(eTHII.
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M®K e momien Tepatored. He e uzsectHo nanu M®K npuchcTBa B ciepmara. M3uncnenus,
OCHOBABAIIlM CE€ Ha JaHHU IPH KUBOTHH, NTOKA3BAT, U€ MAaKCUMAJIHOTO KonudecTBo MDK, koeTo
MOTEHITUATHO MOXKE JIa CE TIPEHECE B KEHA, € TOJIKOBA HUCKO, Ye OU OMII0 MHOT'O MaJIKO BEPOSTHO Ja
okaxe edekt. [Ipu npoyyBaHus MpH KUBOTHU € JIOKA3aHO, Y€ MUKO(PEHOIAT € TEHOTOKCUYCH B
KOHIICHTPAITMH CaMO MaJIKO HaIXBBHPIIAIIN TEPANCBTHYHNATE €KCIIO3HUITNH TIPH XOpPa, TaKa UY€ PUCKBT OT
FEHOTOKCHYHHU €PEKTH BbPXY CIIEPMATO30MINTE HE MOXKE J1a CE U3KJIFOUN HAITbJIHO.

Ilopaau ToBa ce npenopbyuBaT CIEAHUTE MPEANa3HU MEPKU: MPENOPHUBA CE CEKCYATHO aKTUBHUTE
MAlMEHTH MBKE UM TEXHUTE NAPTHBOPKHU JIa M3MO0JI3BAT HAJIEK/IHA KOHTpAIIEHIUs 110 BpeEMe Ha
JICYCHUETO Ha MallMeHTa MBbX U B IPOABIDKEeHUE Hali-Manko Ha 90 qHM ciie mpekpaTsBaHe mpueMa Ha
mukoheHonat Modetui. [lanueHTuTe MBKe ¢ perpoOAYKTUBEH OTSHIMAI TPSAOBa /1a ObaaT
YBEAOMEHH M J]a 00CHIAT C KBATU(PHUIIMPAH METUIIMHCKH CIICITUAIUCT MMOTCHIUAITHUTE PUCKOBE,
CBBP3aHU ChC 3a4E€BaHE Ha JETE.

DepTunuTer

MuxkodeHonat MopeTHIT He 0Ka3Ba e(eKT BbpXy (hepTUINTETa Ha MBKKH ILTHXOBE IIPH IIEPOPATHU
mo3u 10 20 mg/kg/men. CrucreMHaTa eKCIO3UIMS IIPY Ta3H 1034 € 2 — 3 IbTH TI0-BHCOKA OT
KJIMHAYHATA EKCIIO3MIIUS MPH MPENOPbUYNTENHATA KIMHUYHA 1032 2 (//IeH Npy nanueHTH ¢ 0b0peuna
TpaHcIaHTanus ¥ 1,3 — 2 MbTH MO-BUCOKA OT KIIMHUYHATA SKCIIO3UITUS TP MPENOPhUUTEIIHATA
KJIHHAYHA 1032 3 §/1eH npu MalMeHTH ChC Chp/ICYHA TPaHCIUIaHTaluMs. B mpoyuBaHe 3a (epTUInuTeTa
1 PENPOIYKINATA, TIPOBEACHO MIPH YKEHCKHU TLIBXO0BE, Mepopainu 103u 4,5 mg/Kg/nen npean3BuKkBar
Madopmanuy (BKIFOYATEITHO aHO(TAIIMUS, arHATHSI U XUAPOIe(ans) B IOTOMCTBOTO OT ITBPBO
MTOKOJICHUE TIPY JIUIICA HA TOKCUYHOCT 3a Malikata. CUCTeMHaTa €KCIIO3UIIUS TIPU Ta3H J103a €
npubu3uTenHo 0,5 mMbTH MO-BUCOKA OT KJIMHHUYHATA €KCIIO3UIUS P MPEIOPbUUTEIHATA KIMHUYHA
J103a 2 §/1eH NpH MalyeHTH ¢ ObOpeYHa TpaHCIUTaHTAIMs U TpUOIu3uTeaHo 0,3 IbTH M0-BHCOKA OT
KJIMHHYHATA EKCIIO3HMIIUS MIPH MPENOPhYNTETHATA KIMHAYHA 1032 3 §//1eH PH MaIUeHTH ChC
chpaedHa TpaHcIuanTarws. He ce HabmonaBaT ehekTr BbpXy (hepTHINTETA WIN PEIPOIYKTHBHATE
MOKa3aTeNId IPY MaKUTE WK B TIOCTIEABALIOTO MTOKOJICHHE.

4.7 EdexTu BBpXy cioco0HOCTTA 32 IopupaHe U padoTa ¢ MALUUMHU

MuxkodeHoaat MoheTHII MOBJIKSBA B yMEpPEHa CTEIEH CIIOCOOHOCTTA 3a 1o upaHe U padoTa ¢ MaIlIMHU.
JleuenneTo MOXKe Jia MPUYHUHU CHHIMBOCT, O0OBPKBaHE, 3aMasHOCT, TPEMOP WJIM XMIIOTOHUS U MOPaJn
TOBaA IMMANUCHTUTEC C€ CbBETBAT J1a BHUMAaBaT, KOTraTo IHO(bI/IpaT U1 pa6OTHT C MallIMHMH.

4.8 HexenaHu JeKapCcTBEHH pPeaKINU

Pesrome Ha npoduia Ha 6€30IaCHOCT

Huapwus (10 52,6 %), nesxonenus (1o 45,8 %), 6akrepranan napekuun (10 39,9 %) u noBpbIIaHe
(mo 39,1 %) ca cpex Haii-4eCTHTE W/VJIH CEPUO3HM HEXETAHH PEAKIIUH, CBbP3aHH C MPUIOKEHUETO Ha
MuKo(deHoIaT MOGEeTHIT B KOMOMHALUS C LIUKIIOCIIOPUH ¥ KOPTUKOCTEPOUIH. iMa 1aHHM 3a 1o-
roJisiMa 4ecToTa Ha HAKOHM BUIOBE HHPEKINH (BXK. Touka 4.4).

CuchbK Ha HEXKEJIAHUTE pPCaKn B TabJnueH BU/J

HeskenanuTe peakimu OT KIMHUYHUTE U3UTBAHKS U MOCTMAPKETHHTOBHS OITHT ca M30pOEHH B
Ta6mnua 1 o cucremo-opranen kiaac (COK) mo MedDRA 3aenno ¢ texaute gyectot. ChOTBETHATA
KaTEropus YeCTOTA 3a BCAKA HEKEJIaHa PEakKIlns ce OCHOBaBa Ha CJIEHATA YCIIOBHOCT: MHOTO YECTH
(>1/10), uectu (>1/100 mo <1/10), neyectu (>1/1 000 g0 <1/100), penxu (=1/10 000 g0 <1/1 000),
muoro peaku (<1/10 000) u ¢ HensBecTHa YecToTa (OT HATMYHWUTE JAHHHM HE MOXKe Ja Ob/e HalpaBeHa
orerka). [Topamu ronsiMara pasinka, HaOJI0[aBaHa B Y€CTOTATA Ha HAKOU HEXKEJTaHH PEaKIHU TTPU
pa3IUYHKTE MTOKAa3aHKs 3@ TPAHCIUIAHTALIMS, YECTOTATA € MPEACTaBeHa OTICIHO 3a MAIHEHTHTE C
O0b0peuHa, 4epHOIPOOHA U Chp/IcUHA TPAHCIUIAHTALIHS.
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Taoauna 1 Hexenanu P€aKIMi B IPpOYBaHUA, U3CJ¢ABAIIUA JICICHUETO C Ml/IKO(l)eHO.TIaT

MO(l)eTl/IJ'I NNpu Bb3PaCTHU U IOHOIIIH, WA IIPHU MOCTMAPKETUHTOBO HaO0JII0IeHHe

Hexenana peakuus

(MedDRA)
bnopeuna YepHoapoOHa Chpaeuna
CucreMo-oprafHeH Kjiac | TPaHCIJIAHTAIUS TPAHCIJIAHTAIHSA TPAHCIJIAHTAIHSA
YecToTa YectoTa YectoTa
Nudexunu u nundecranumn
Bakrepuanau undekiuu | MHoOro yectu Muoro gyectu Mmnoro gyectu
MUKOTHYHH HHOEKITUH Yectu MHoro yectu MHoro yectu
[Iporozoiinn nadekuu | Hedectn Heuectn Heuectn
Bupycuu nadexnmn MHoro yecTu MHoro dyectu MHoro dyectu
Heomiazmu — 100poKavYecTBEHH, 310KAYeCTBEHU M HeompeaeaeHu (BKJI. KHCTH U MOJIMIIN)
JloOpokauecTBeHa
Heoma3Ma Ha Ko)kaTa Yectn Yectu Yectu
Jlumbom Heuectn Heuectu Heuectu
JIumbonponudeparuHo
3a00JIsIBaHe Heuectn Heuectn Heuectn
Heomnnasma Yectn Yectu Yectu
Pak na xoxaTa Yectu Heuectn Yectu

Hapymiennsi Ha KpbBTa M JIUM(QHATA cUcTeMa

Anemus

MpHoro uectu

MHoro uectu

MHoro uectu

Uwucra annasus Ha
YepBEHUTE KPHBHU

KIIETKHA Heuectn Heuectn Heuectn
KoctHOMO3BUHA

HEeJOCTAaTbYHOCT Heuectn Heuectu Heuectu
Exxumosa Yectu Yect MHoro uectu
JIeBKOIIMTO3a Yectu MHoro uectu MHoro uectu
JleBkOmeHUS MpHoro uectu MHoro uectu MHoro uectu
ITarnuTONIEHUS Yectn Yectn Heuectn
Icesnoaumdom HeuecTtu Heuectn Yectu
TpoMOOIUTONICHHS Yectu MHoro dyectu MHoro dyectu

Hapymennss Ha MeTa00JIM3Ma U XPaHEHETO

Anmnosa YecTtn Yectn MHoro JecTtu
XunepxoiecTepoaeMust Mmuoro gectu Yectu Muoro gyectu
XuneprimkeMus Yectu MHoro dyectu MHoro dyectu
XunepKajaueMust Yectu MHoro dyectu MHoro dyectu
XunepaunuaeMus Yectu Yectn MHoro yectu
XHIoKaJIIueMus Yectn MHoro JecTu Yectn
XUoKaIueMust Yectu Mmuoro gectu Mmnoro gectu
XUImoMarae3ueMust Yectu MHsoro gyectu MHsoro gyectu
XumnodochareMus MHoro0 9ecTn MHoro0 Jectn Uectn
Xumnepypuxkemust Yectu Yectn MHoro yectu
I'yma Yectu Yectn MHoro yectu
Hamaneno Termno Yectu Yectu Yectu
IlcuxuyHu HAPYIIEHUs

ChbcTosHUEC Ha

o0BpKBaHe UecTtn MHoro yectu MHoro yectu
Henpecust Yectu MHoro dyectu MHoro dyectu
be3crHue Yectu MHsoro gectu MHsoro gyectu
AckuTanus Heuectn Yectu MHsoro gyectu




Hexenana peakuus

(MedDRA)

bnopeuna YepHoapoOHa Chpaeuna
CucreMo-opraHeH Kj1ac | TPaHCIVIAHTALUS TPAHCIIAHTALSA TPAHCIIAHTALUSA
TpeBoXKHOCT Yectu MHoro dyectu MHoro dyectu
AOHOPMHO MHCJICHE Heuectn Yectn Yectn

Hapymienusi Ha HepBHATa cHCTEMA

3amasiHOCT UecTtn MHoro yectu MHoro yectu
['maBoGonme MHoro yectu MHoro yectu MHoro yectu
MyCKyJIeH XUIIEpTOHYC Yectu Yectu MHoro dyectu
[Tapecrezun Yectu MHoro yectu MHoro yectu
CpHIUBOCT UecTtn UecTtn MHoro yectu
Tpemop Yectu MHoro dyectu MHoro dyectu
KonByncuu Yectu Yectu Yectu
Hucrey3us HeuecTtu Heuectn Yectu
Chbpaeynn HapyleHust
Taxuxapaust | Yectu | MHoro yectu | MHoro yectu
CbaoBM HapylIeHHs
XUnepToHUs MHoro yecTu MHoro dyectu MHoro dyectu
MHoro
XunotoHust UecTtn MHoro yectu 4ECTHU
Jlumdbonene Heuectu Heuectn Heuectn
BenoszHa Tpom0o03a Yectu Yectu Yectu
Bazonunatanus Yectu Yectn MHoro yectu
PecninpaTopHu, rpbAHU U MeIUACTUHAJIHN HAPYLIEHUS
Bponxuekrazus Heuectn Hewectn Hewectu
Kanutnna MBHoro yectu MHoro yectu MHoro yectu
Jucnues MHoro gectu Msoro gyectu MHsoro gectu
WNurepcTunuanna
OenoapoOHa Goect Heuectn MHoro penku MHoro penku
IlneBpasieH U3nuB Yectu MHoro dyectu MHoro dyectu
Benonpobna hubposa MHoOro peaku Heuectu Heuectu
CToMalIHO-YpeBHU HAPYIIEHUS
Kopemna aunaranus UecTtn MHoro yectu UecTtn

Kopemna 6onka

MpHoro uectu

MHoro uectu

MHoro uectu

Komut Yectu Yectu Yectu

3arex MHoro gectu MHsoro gectu MHsoro gectu
Hamamen anetur Yectn Muoro gyectu Muoro gyectu
Huapus Mmuoro gectu Muoro gyectu Muoro gyectu
Jucnencus Mmuoro gectu Muoro gyectu Muoro gyectu
Ezodarur Yectn Uectn Uectn
Epyxkranus Heuectu Heuectn Yectu
QuatyneHIus Yectu MHoro yectu MHoro yectu
lactpur Yectu Yectn Yectn
CroManrHo-uypeBeH

KPbBOMU3JIUB Yectu Yectu Yectu
CromamHo-4ypeBHa si3Ba | Yectu Yectn Yectn
Xunepmiasus Ha

BCHIINTE Yectu Yectu Yectu

Hneyc Yectu Yectu Yectu

SI3BU Ha ycTaTa Yectu Yectu Yectu
Tl'agene Mmuoro uectu Muoro gyectu Muoro gyectu
[TankpeaTtur Heuectn Yectn Heuwectn
CTtoMaTuT Yectn Yectu Yectu
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Hexenana peakuus
(MedDRA)

CI/ICTeMO-OpFaHeH KJ1acC

bnopeuna
TPAHCILUIAHTALLUS

YepuoapoOua
TpaHCIJIAHTAIINS

Cbpaeuyna
TpaHCIJIAHTAINS

IToBpbllane

MpHoro gectu

MHoro Jectu

MHoro Jectu

Hapymienusi Ha MMYHHATa cUCTeMa

CBpBXYYBCTBUTEIHOCT Heuectn Yectn Yectn
AHadunaxTHIHU
peaxkuu C HeusBecTHa yecToTa C HeusBecTHa yecToTa C HeusBecTHa yecToTa

XunoramariaoO0yJIuHeMHs

Heuectn

MHoro penku

MHoro penku

XenaToOnJIHAPHA HAPYLICHHUS

VBennueHa ajkaiaHa

(docdarasza B KppBTa Yectn Uectn Uectn
YBenuyeHa JIakTaTt

JeXUAporeHasa B Kppera | Yectu Heuectn MHoro yectu
YBenuueHu

YEPHOAPOOHH SH3UMHU Yectu MHoro dyectu MHoro dyectu
XenaTur Yectu MHoro yectu Heuectu
XunepounupyOrnHeMHUsI Yectu MHoro yectu MHoro yectu
Kreiarenuma Heuectn Yectn Yectn
Hapyunienusi Ha K0KaTa U MOAK0KHATA ThKaH

AxHe Uectn Uectn MHoro yectu
Adjomerust Uectn Uectn Uectn
O6puB UecTtn MHoro yectu MHoro yectu
Korkna xuneprpodus Yectu Yectn MHoro yectu

Hapymiennsi Ha MyCKYJIH

0-CKeJIeTHaATa CUCTEMA U Ch

CAMHUTC/THATA ThbKAH

ApTtpanrus

Yectu

Yectu

MHoro Jectu

MyckynHa cnabocT

Yectu

Yectu

MHoro uectu

Hapymenns Ha 0b0peniTe M NMKOYHHUTE MbTHINA

VBennueH KpCaTUHUH B

KpbBTa Yectu MHoro dyectu MHoro dyectu
YBenu4ueHa ypest B

KpbBTa Heuectu MHoro yectu MHoro yectu
Xematypus MHoro yectH Yectn Yectn
VBpexaaHe Ha

ObOpenuTe Yectu MHoro dyectu MHoro dyectu

OO0mm HapymeHus ¥ ege

KTH HA MSICTOTO HA NMPUJIOKCHUEC

Actenuns

MpHoro uectu

MHoro uectu

MHoro uectu

CTyneHu TpBIKHA Yectu MHoro dyectu MHoro dyectu
OTtok MHoro yectu MHoro yectu MHoro yectu
XepHust Yectu MHoro yectu MHoro yectu
Hepasnonoxenue UecTtn UecTtn UecTtn

bonka UecTtn MHoro yectu MHoro yectu
ITupexcust MHoro yectu MHoro dyectu MHoro dyectu

OcThp BB3NATHUTENICH
CUHJIPOM, CBBP3aH C
WHXUOUTOPH Ha
ITypPUHOBHS CUHTE3 de
novo

Heuectn

Heuectu

Heuectu

Onrcanve Ha 30paHN HEXKETAHU PEaKITHH

3nokauecmeenu 3a60158aHUsL
[TanuenTure, monyvyaBamny KOMOWMHUpPaHA UIMYHOCYIIPECUBHA TEPAIHS, BKIFOYUTEITHO MUKOPEHOIAT
ModeTHII, ca MOAJI0KEH! Ha TIOBUILIEH PUCK OT Pa3BUTHE HA TUM(OMHU U JIPYTHU 3TI0KAYCCTBCHU
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3a00J1sBaHNsA, 0COOCHO Ha KoXaTa (BX. Touka 4.4). JlanHauTe OT 0€301MacHOCTTA IMPH €THO 3-TOIUIITHO
NpOyYBaHE MPH MAIMEeHTH ¢ OBOpeYHa U Chp/euHa TPAHCIUIAHTAIUS HE ca TIOKa3ald HeOYaKkBaH!
MIPOMEHH B YECTOTATA HA 3JI0KAYSCTBCHUTE 3a00/IsIBAHUS B CPABHEHUE C TAHHUTE OT U3CJICIBAHETO,
MIPOBEXK/IaHO B MPOIbIDKeHNE Ha | ronuHa. [lanmenTrTe ¢ TpaHCIUIaHTANMS HAa YepeH Apod ca Owin
MpocieAsIBaHN Hal-MaJIko 1 ToAuHa, HO TI0-MaJjIKo OT 3 TOJIHUHH.

Hugpexyuu

Benukn nanuenTy, 1eKyBaHH ¢ UMYHOCYIIPECOPH, Ca MOJI0KEHH Ha TIOBUIIEH PHCK OT OaKTepHaHH,
BUPYCHH ¥ MUKOTHYHU MHPEKIMU (HIKOM OT KOUTO MOTAaT Jia JIOBEAT JI0 JICTAJICH M3XO0/),
BKJIIOUMTENTHO TAKHBA, IPUYUHEHHU OT OIIOPTIOHUCTUYHH areHTH U PeaKTUBALMS Ha JIATEHTHA BUPYCHA
uH(ekua. PUCKBT HapacTBa ¢ 00II0TO UMYHOCYTIPECOPHO HaToBapBaHe (B. Touka 4.4). Haii-
CEpUO3HUTE WH(EKIINHU Ca CETICUC, IEPUTOHUT, MEHUHTHUT, CHIOKAPIUT, TYOCpKyJI03a U aTUITHIHA
MHUKoOaKkTepranHa uHdekuus. Haii-uecto cperanute onmopTIOHUCTHYHN WHPEKIMN NP MALUEHTH,
noJtygaBani MukogpeHonat Mmodetit (2 g win 3 g JHEBHO) 3a€/IHO C IPYT'H HMYHOCYIIPECOPH TI0
BpeMe Ha KOHTPOJIMPAHU KIMHUYHH U3MUTBAHMS [IPU NAlUEHTH ¢ ObOpedHa, chpcuHa U
YepHOApoOHa TPaHCILIAHTAIHS, TIPOCIIESIBAHH B IPObDKEHIE Ha Hail-Manko 1 rojuHa, ca Omim
KO>KHO-JIMT'aBUYHA KaHAuAa, cuHapoM Ha CMV Bupemus u xeprec cuMiuiekc. [lanuenture cbe
curpom Ha CMV Bupemus ca 6unu 13,5%. Cyuaun Ha Hedponarusi, cebp3ana ¢ BK Bupyc, kakTo u
Ha rporpecuBHa MynThdokanHa neskoeHedanonatus (IIMJI), cebpsanu ¢ JC Bupyc, ce cbobmiaBar
NpY TALMEHTH, JIEKYBaHU ¢ IMYyHOCYIIPECOPH, BKIIOUUTEIHO MUKO(pEHOIAT MO(ETHII.

Hapywenus na kpvema u aumgpnama cucmema

LluTonieHuNnTE, BKIIOYBAILIY JICBKOIICHHSI, AaHEMUSI, TPOMOOLIUTONICHUS M TAHIUTONICHHUS, Ca U3BECTHU
PHCKOBE, CBBP3aHU ¢ MUKO(pEHOIaT MOGETHI, 1 MOTaT Aa AOBEAAT WK Aa JONpPUHECAT 3a Bb3HUKBAHE
Ha uHMeKIMK 1 KpbBOU3IUBH (BXK. Touka 4.4). ChoOlIaBa ce 3a arpaHyJIoNUTO3a U HEYTPOTICHHS,
MopaJiy KOeTO ce MpenopbiBa PeJOBHO MPOCIeIsIBaHe Ha MAEHTHTE, IPHEMAIld MUKO(PEHOIAT
mModerni (Bx. Touka 4.4). ima choOIIeHHs 3a CTyYaH Ha alulaCTHYHA aHEMHS B KOCTHOMO3bYHA
HEIOCTAaThYHOCT IPH MALUECHTH, JIEKYBaHH ¢ MUKO(EHOIAT MO(ETHII, HIKOU OT KOUTO ca Omin
JeTaHHU.

CroOmaBar ce cirydan Ha 4rcTa arura3us Ha yepBernTe KpbBHH KieTku (YAUKK) npu manuenTw,
JIeKyBaHU ¢ MUKO(eHoIaT ModeTn (BXK. Touka 4.4).

[pu nanueHTH, TEKyBaHU ¢ MUKO(EHOIAT MOGETHII, ca HAOI0IaBaHU OTICITHY CITydar HAa aHOMAJTHS
Ha Mop(oJoruaTa Ha HeyTpO(QUIIUTE, BKIIOUNTEITHO praoduTa anomanus Ha Pelger-Huet. Tesu
MIPOMEHH HE Ca CBBP3aHU ¢ HapyllIeHHe Ha (yHKIUATA HA HeyTpodwinute. Te3u mpoMeHH B
XEMAaTOJIOTHYHHUTE M3CIICIBAaHKUS MOXKE J]a TOKa3Bar ,,0JeBsIBaHe” Ha 3peiocTTa Ha HeyTpodminTe,
KOETO MOJKE IOTPENTHO JIa Ce MHTEPIPETHpa KaTo MPHU3HAK Ha WHPEKIHS PH KMYHOCYTPECUPAHU
MAIUCHTH, KaTO TAKWBa, KOUTO CE JICKYBaT C MUKO(EHOJIAT MO(ETHIL.

Cmomawno-upesnu HapyueHus.

Haii-cepro3HUTE CTOMAIIHO-YPEBHN HAPYILICHHUS Ca Pa3si3BsIBaHE U KPHBOM3IIKB, 3a KOMTO € H3BECTHO,
Ye ca CBbp3aHu ¢ MuKo(deHomar MopeTuit. SI3Bu B ycTaTa, XpaHOIPOBO/a, CTOMaxa, JyoaeHyMa U
4yepBara, 9eCTO YCIOKHEHHU C KPBBOM3IIHMB, KAKTO M XeMaTeMe3a, MeJIeHa i XeMOparuuHu popmMu Ha
racTPUT U KOJIUT YECTO CE ChOOINABAT 110 BpeMe Ha OCHOBHUTE KIIMHUYHHU W3NUTBaHus. Haii-uecture
CTOMAIIIHO-YPEBHH HAPYIIEHUs 00aue ca Juapws, rajJicHe v MoBpbhiane. EHI0CKONCKOTO H3CiIeABaHe
Ha TAI[MEHTHTE C IUapHsl, CBbp3aHa ¢ MUKO(eHoIaT MOGETHII, TOKa3Ba OTIEIHHU CIIy4an Ha aTpodust
Ha YpeBHHUTE BUIH (BXK. TouKa 4.4).

Cspwvxuyscmeumennocm
Mma choO1ieHns 3a peakiini Ha CBPBXYyBCTBUTEITHOCT, BKIIFOUATETHO aHTHOHEBPOTHYCH OTOK U
aHaWIIaKTHYHA PEaKIusl.

Cvcmosinus, c8vbp3ani ¢ OpeMenHOCmma, pooosusi U NOCAepo008Ust NeEPUOO

Cro01maBa ce 3a CrIOHTaHHU abOPTH NP MALMEHTKHU, U3TI0XKEHN Ha MUKO(EHOIaT MOBETHII TTIAaBHO
npe3 IbPBUs TPUMECTBD, BIKTE TouKa 4.6.
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Bpoodenu napywenusa
[Tpu nocTmMapkeTHHTOBaTa yIoTpeda ca HabIIoaBaH! BPOJICHH MalihopMaIliy IpH Jela Ha
HALUEHTH, U3JI0)KEHH Ha MUKO(EHOIAT B KOMOMHALKS € APYTU UMYHOCYIPECOPH, BHXKTE TouKa 4.6.

Pecnupamophu, 2pvOHU U MEOUACMUHATHU HADYWEHUS

HMa oTaennHu choOIIEHHS 3a HHTEpCTUIIHAIHA Oe1oApo0Ha Ooect U 6enoapoOHa Guodposa mpu
MAIMUEHTH, JIEKYBaHU ¢ MUKO(eHoIaT MOGETH B KOMOUHALINS C IPYTH UMYHOCYTIPECOPH, HIKOH OT
KOWTO Ca 3aBBPIIWIHN JIeTaTHo. ViMa 1 choOIIeH!sI 32 OpOHXHUEKTa3UH MIPH JIela U Bb3PACTHH.

Hapywenua na umynnama cucmema
Nma cho0ienns 3a XunoraMaraoOyIMHEMHS IPY TaLMEeHTH, oTyvYaBalii MUKOo(eHoaaT MOQETH B
KOMOWHAIUS C APYTH UMYHOCYTIPECOPH.

Obwu napyuienus u egpexmu Ha MACMOMO HA NPUTLOICCHUE

OTOK, BKJIIOUMTEITHO NepudepeH 0TOK, OTOK Ha JMIETO U CKPOTyMa, c€ ChOOIIaBa MHOTO YECTO T10
BpeMe Ha OCHOBHHUTE KJIMHUYHHU M3MHUTBAaHUSA. MyCKYyJIHO-CKeJIeTHa O0JIKa, KaTo Halp. MUAJITUSI U
0onKka B HKATA U I'bp0a, CHIIO c€ ChOOIIaBAT MHOTO YECTO.

OcTbp BB3MATUTEIICH CHHAPOM, CBBP3aH C TPHIOKEHHETO Ha HHXUOUTOPHU Ha MMypPHUHOBHUS CHHTE3 (e
NOVO, ce OMrCcBa B TOCTMAPKETUHTOBHUS OIUT KATO MapaJJOKCcaliHa MPOBB3MATUTEIIHA PEaKIUs, KOATO
ce acoruupa ¢ MUKo(eHoIaT MO eTHIT U MUKO(EHOJIOBA KHCEIUHA, U CE XapaKTepHU3upa C
(heOpmnTeT, apTPANTHA, APTPUT, MYCKYJTHA O0TKA ¥ TIOBHUIIICHNA BB3MAIMTEITHN Mapkepu. OnrucannuTe
B JIMTEpaTypara Cliydau ca JeMOHCTPUPAIU OBbP30 MOI00pEHHE CIe]] MPEYCTaHOBSIBAHE Ha
JICKapPCTBEHUS TIPOIYKT.

CrelnyaiHy MOmyIalin

Ileouampuuna nonynayus

BuasT 1 yectoTara Ha HEXKEJIAHUTE PEAKIMHU €A OLIEHEHH B ABJITOCPOYHO KIMHIHYHO W3IHUTBAHE, B
KOETO y4JacTBat 33 meAuaTpUYHH MalMeHTH ¢ ObOpeyHa TpaHCIIaHTalKs Ha Bb3pacT OT 3 10

18 rogunu, Ha KouTO € mpuiokeH 23 mg/kg Mukodenonat ModheTH MepopatHo ABa MBTU AHEBHO.
Karo 1su10o npoduabT Ha 0€30HaCHOCT MPH Te3u 33 ela U FOHOIIM € 0 00€H Ha TO3M, HaOJIIoJaBaH
NIPY BB3PACTHHU PEIUIMEHTH Ha anorpadTH Ha COUIHU OPTaHU.

[TomoOHM HAOJIOCHKS Ca HAPABEHHU M B APYro KIMHUYHO M3IMTBAaHE, B KOETO Yy4acTBaT

100 neauaTpuyHM NalMeHTy ¢ ObOpEeYHa TpaHCIUIAHTAIMS Ha Bb3pacT oT 1 1o 18 roauuu. Buast u
YEeCTOTAaTa HA HEKEJIAHUTE PEaKIMH TIPU MAMEHTHTE, Ha KOUTO € npuinoxed 600 mg/m? o 1 g/m?
MUKO(EHOTIAT MOETHII TIEPOPAITHO J[BA ITBTU JTHEBHO, Ca CPABHUMHU C Te3U, HAOIFO1aBaHU TIPU
BB3PACTHU NMAI[MEHTH, Ha KOMTO € MPHIOKEH 1 g MukodeHoaaT MOGETHI ABa IbTH JHEBHO.
O0001IeHNe Ha HAH-YECTO CPEIaHuTe HeXKEIaHN PEaKIUK € Mmoka3aHo B Tadimia 2 mo-momy:
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Tadauna 2 O0001eHUe HA He)KeJTAaHUTE PeaKIiu, HA0TI01aBaHU 10-4€CTO B M3NMUTBaHE,
u3cjaenBaimo Mmukopenonat mogeru, npu 100 nexuaTpuyHu MANMEHTH ¢ 0bOPeYHa
TPaHCIJIAHTAIMA (JIO3MPaHe, 0CHOBABAIIIO Ce HA BH3PaCTTAa/TeJIeCHATA MOBBPXHOCT
[or 600 mg/m? xo 1 g/m? nBa IbTH AHEBHO.])

Hexenana peakuus
(MedDRA)

CucremMo-opranes Kjiac

<6 roaguHu
(n=33)

6-11 roaunu
(n=34)

12-18 rogquun
(n=33)

HNudexuun u undecrannu

MHoro uectu
(48,5 %)

MHoro uectu
(44,1 %)

MHoro uectu
(51,5 %)

Hapymennsi Ha KpbBTa M JUM@pHAaTA
cUcTeMa

JleBKOTICHUSA MHoro JecTn MHoro JecTn MHoro JecTn
(30,3 %) (29,4 %) (12,1 %)

Anemus MHoro gecTu MHoro gecTu MHoro gecTu
(51,5 %) (32,4 %) (27,3 %)

CToMalHO-YpeBHH HAPYIIEHHS

Huapus

MHoro uectu

MHoro Jectn

MHoro uectu

(87,9 %) (67,6 %) (30,3 %)
[ToBpbiiane MHoro uectu MHoro uectu MHoro uectu
(69,7 %) (44,1 %) (36,4 %)

BB3 ocHOBa Ha orpaHUYeHHUTE JaHHU OT roArpyma (T.e. 33 ot 100 manmeHTH) € ycTaHOBEHA T0-BHCOKA
YeCTOTa Ha TexXKa quapus (dectd, 9,1 %) u muraBudHa kaHau03a (MHOTO YectH, 21,2 %) mpu nera
oJ1 6-TOJTUIITHA BH3PACT B CpaBHEHUE C MO-Bh3pacTHATA MEeIUATPUIHA TPYTIa, IPU KOSITO HE ce
choOImaBar ciayvau Ha Texka quapus (0,0 %), a nuraBuuHa KaHaumo3a e decta (7,5 %).

Hperne):[LT Ha HaJIMYHATa MCAUIHWHCKA JIUTEpATypa 3a ICAUATPUIHN NALIUCHTH C qepHo;[p06Ha u
ChpACYHAa TPaHCIUIaHTalW ITOKa3Ba, Y€ BUABT U YECTOTATa HA CBO6H.ICHI/IT€ HEXCJIaHU PCaKIIUU
CbOTBETCTBAT HaA TC3H, Ha6JHOJIaBaHI/I IIpyu N€JUaTPUYIHU U BB3PACTHU IMAIUCHTU CJIC] 6’b6pe‘-IHa
TpaHCIUIaHTAl .

MHOT0 OrpaHHYeHH IIOCTMAPKETHHTOBH JaHHH MTOKA3BaT MIO-BHCOKA YECTOTA Ha CIICAHNTE HEKETaHH

peaxIyy NPy MAIMEeHTH Ha Bb3pacT Mo 6 TOAMHU B CPABHEHHE C MO-BH3PACTHUTE MAI[UCHTH (BXK.

Touka 4.4):

- auMQOMH U JPYTH 37I0KAYSCTBEHHU 3a00IIBaHHs1, 0COOCHO MOCTTPAHCILIAHTAIHOHHO
nuMponpoaudepaTuBHO HAPYIIICHUE MPH MAIMEHTH ChC ChPJICUHA TPAHCIUIAHTAIHUS

- HapylIeHHs Ha KPbBTa M JIUM(HATA CHCTEMA, BKIIIOYUTEITHO aHEMHUS U HEYTPOIICHHUS, TIPH
MaIMEeHTH ChC ChPICYHA TPAHCIUIAHTAIINS Ha BB3PACT MO/ 6 TOJUHH B CPaBHEHHE C TIO-
BB3PaCTHHUTE TAIIMEHTH U B CPABHECHHUE C MEUATPUYHHU PEIUITUCHTH Ha YepPHOAPOOHA/OBOpeyHa
TpaHCIUTAHTAIHSI

- CTOMAIIHO-YPEBHH HAPYIIECHHS, BKIFOUYNUTEIHO JUAPHSI U MOBPBIIAHE.

[ManmenTture ¢ 6pOpedYHa TpaHCIUTAHTAIMS Ha BB3PAcCT O] 2 TOAMHHU MOXeE J1a ca H3JI0)KEHH Ha To-
BHCOK PHCK OT HH(EKIUH U PECITUPATOPHU CHOUTHS B CPAaBHEHHUE C I0-BB3PACTHUTE MaMECHTH. Te3n
JaHHU o0ave TpAOBa Ja ce THIKYBAT C MOBUILICHO BHUMAaHHUE TIOPaX MHOTO OrpaHu4eHus Opoit
MOCTMAapKETHHTOBU CHOOIIIECHHS, OTHACSIIN CE JIO €IHHM U CHIIH NalUeHTH, CTPAIalll OT MHOXKECTBO
WH(EKINH.

B cnyuaii Ha HexxenaHu eeKkTH MOXe J1a ce 0OMUCIM BpeMEHHO HaMajIsiBaHe Ha J03aTa WK
NPEKbCBAHE Ha JICYEHNETO, KO TOBA CE CUMTA 334 KIMHUIHO HEOOXOANMO.

Cmapuecka 8v3pacm
[TanmenTHTE B cCTapUyecka Bb3pacT (> 65 roanHN) MOXKEe TIO TIPUHIIUI J1a Ca M3JI0KEHHU Ha MO-TOJSIM
PUCK OT HEXKEJIaHN PEaKINY, ThDKAIIN ce Ha UMYHOCYIIpecHus. B cpaBHEHHE C MO-MJIaiuTe HHIAUBUIM,
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MAIMEHTHUTE B CTApYECKa Bb3pacT, KOUTO MOIydaBaT MUKO(eHoIaT MODETHIT KaTo 4acT OT
KOMOMHHpaHa UMYHOCYIIPECOPHA Tepamsi, MOTaT 1a ObJaT N3JI0’KEH! Ha TIOBHUIIEH PUCK OT HIKOH
nH(pEKIMU (BKIIOYUTEITHO 3a00JIIBaHe C ThKaHHA MHBA3MS HA IIUTOMETAIOBUPYC) ¥ BEPOSITHO OT
KPBHBOM3IIMBY B CTOMAIITHO-YPEBHHUS TPAKT U OETIOPOOCH OTOK.

C1,06gaBaHe Ha IOA03UpPaHu HEXCIAaHU PECaKIIUU

Cp0o011aBaHETO HA MOI03UPAHN HEIKEIAHN PEaKIIMU CIIe] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BaskHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPOoAyKT. OT MEIUIIMHCKUTE CTICIUAIMCTH CE U3MUCKBA J]a ChOOIaBaT BCAKA
MOJTO3UPaHa HEXKEIaHa PeaKius Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

Ipunoxenue V.

4.9 Ilpepo3upane

OT KNMHUYHATE TPOYYBAHMS U IO BpeMe Ha TOCTMapKETUHTOBHS OIIUT Ca MOJTy9eHH ChOOIIEHHS 3a
npezo3upane ¢ MUKodeHomaT Mo eTHI. B OONIIMHCTBOTO OT TE3W CITyYad WM HE ce ChoOIIaBa 3a
HEe)KeJIaH! ChOWTHS, FITN T€ CHOTBETCTBAT HA MO3HATHUS MPOQIIT Ha 0€30TTaCHOCT Ha JIEKaPCTBEHUS
MPOAYKT U UMAT OJIaronpusteH u3xo. [Ipu mocTMapKeTUHTOBHS OMUT 00ave ca HaOJIF01aBaHu
OTJICJTHU CEPUO3HHU HEXKEIIaHU ChOUTHS, BKIFOYUTEITHO S/IUH JICTAICH CITydai.

OuakBa ce, 4e BEepOsSTHO MPEA03UPAHETO HA MUKO(PEHOIAT MO(PETIII OU TOBEJIO 10 MPEKOMEPHO
[IOTUCKaHE HA UMYHHATa CUCTEMa U YBEJIMYAaBAaHE HA UyBCTBUTEIHOCTTA KbM MH(EKLINYU U IOTHCKAaHE
Ha KOCTHHS MO3BK (BK. Touka 4.4). AKO ce pa3Bue HEYTPOIIEHHUS, IPUIOKEHHETO HAa MUKO(DEHOIAT
MogeTHI TpsOBa J1a ce MPEeKbCHE WIIK J103aTa Ja ce Hamauu (BK. Touka 4.4).

He moxe na ce ouakBa, 4e XeMOIuaIn3aTa I1e MOXe Aa OTCTPaHHU KJIMHUYHO 3HAYMMH KOJIMYECTBA
M®K wmmn MOKIT'. CekBecTpaHTH Ha KIBYHATE KHUCEITUHN KaTO KOJIECTUPAMUH MOJKE J1a OTCTPAHST
M®K upe3 noHmwkaBaHe Ha EHTEpOXeIaTajJHaTa PEeIUPKYIalus Ha JIEKapCTBOTO (BX. ToUKa 5.2).

5. DAPMAKOJIOT'NYHHA CBOUCTBA

51 @apmakoguHAMUYHM CBOMiCTBA

dapmakoTepaneBTuuHa rpyna: umyHocynpecopu, ATC koa: LO4AAQG.

MexaHussM Ha JIENCTBUE

Muxodenonat Mmodetun e 2-mopdonunoerunon ecrep Ha MOK. MOK e cenektrBeH, HEKOHKYPEHTEH
u obparnm mHxub6uTOp Ha IMPDH 1 mopaau ToBa mHXuOMpa mbTHINATa Ha de NOVO cHTe3aTa Ha
ryaHO3MHOBHS HykJeoTH ] 0e3 nakoprnopupade B JJHK. MOK nma no-moieH uurocratuueH edext
BBPXY JIUM(OLUTUTE OTKOJIKOTO BBPXY APYTUTE KIETKHU, Thil KaTto mponudepanusara Ha T- u B-
AuMQOUUTUTE 3aBUCH KPUTHYHO OT d€ NOVO CHHTe3aTa Ha ITypPUHUTE, JOKATO IPYTHTE BUOBE KICTKH
MOTaT J1a U3MO0JI3BaT Pe3ePBHU MBTHUIIIA.

Ocgen unxudbupaneto Ha IMPDH u nomyueHoTto uzuepnsane Ha tumdonurute, MOK nosiussa
CBILO U KJIIETHYHUTE KOHTPOJIHU TOUKH, OTTOBOPHHU 32 METaOOJIUTHOTO MIPOTpaMupaHe Ha
mumponurute. [Ipu n3non3eane Ha yoseriku CD4+ T-kierku e nokazano, ye MOK usmectra
TPAHCKPUIIIMOHHUTE JEHHOCTH B TUM(OIUTUTE OT NPOIH(epaTUBHO ChCTOSHIE KbM KaTaboIHU
NPOLIECH OT 3HaYCHHUE 3a METa0O0IM3Ma U MIPEKHUBSIEMOCTTA, KOETO BOAU 10 AaHEPIUYHO CHCTOSIHHUE Ha
T-KJIeTKUTE, KaTo M0 TO3M HAYWH KIETKUTE 3all04BAT JIa He OTrOBapAT Ha TEXHUS CIIeUpHUCH
AHTHTEH.
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5.2 dapmMaKkoKWHETHYHH CBOHCTBa

AOcopouus

Crer mepopajiHo MpHIOKeHHEe MUKOGEHOIAT MOGETHI ce pe3opOrpa ObP30 U B rojisiMa CTEIICH U ce
MoJijIara Ha ITkJICH MPECUCTEMEH MeTabom3bM 10 akTuBHUA MeTtabomut M@K, KakTo ce moka3Ba
4ype3 MOTHCKAHETO Ha OCTPOTO OTXBBPIISHE clie ObOpeyHa TpaHCILIaHTAIUS, IMYHOCYTIPECUBHATA
aKTHBHOCT Ha MUKo(deHonatr ModeTnn Kkopenupa ¢ konrentpanusata Ha MOK. Cpennara
OMOHANTMYHOCT Ha MepopaiHus MukopeHonat modern, ocHoBasaia ce Ha AUC na MOK, e 94 % ot
WHTPABEHO3HO MPHUIIOKEHUS MUKO(heHoIaT ModeTii. XpaHaTa He TOBJIHIBA CTENICHTa Ha PE30pOITHs
(AUC na M®K), xoraro MukodeHoaat MoeTH ce mpuiiara B 1034 oT 1,5 g 1Ba IbTH JTHEBHO Ha
nanueHTu ¢ 0bOpeuna TpanciuianTamus. Cmax Ha MPK o0ade e HamaneHa ¢ 40 % npu Haau4dre Ha
xpana. Cieq nepopanHo MpuiokeHue MukodeHnonat MoeTHII He ce U3MepBa CUCTEMHO B IJIa3MaTa.

PaznpeneneHue

B pesynrtaT oT eHTepoxenaragHus KphroBpaT BTOPUYHO MOBUIICHUE HA TJIa3MEeHAaTa KOHIIEHTPALHSI Ha
M®K ob6ukHOBEHO ce HaOIroaBa MpuOIN3UTETHO 6-12 Jaca ciien mpremMaHe Ha 03aTa.
EnHOBpeMEHHOTO IIPUIIOKEHHE Ha KOJIeCTUpaMUH (4 g Tpu I'bTH THEBHO) C€ CBHP3Ba C HAMAJIEHHE Ha
AUC na M@K ¢ npubmmsurenso 40 %, KkoeTo MoKa3Ba, 4e EHTEPOXeNaTaATHUIT KPbroBpar €
3HAYUTEIICH.

B koHIeHTpaiuy ot KIMHUYHO 3HaueHne M®K ce cBbp3Ba ¢ mia3Menus anoymut B 97 %.

B pannus nocrrpancmianTanoneH nepuox (< 40 mHu cien TpaHCIDIaHTALKATA) TTAMEHTHTE C
0bOpeuHa, chbpAeYHa U YepHOApOoOHa TpaHCIIAaHTALMsI UMaT npuoau3uTenHo ¢ 30% mo-HUCKH CpeaHn
croitHoctr Ha AUC Ha M®K 1 npubimzurento ¢ 40% mo-Hucku croiiHocTH Ha Crax B CpPaBHEHHE C
KbCHHSI MTOCTTPAHCIUIAHTAIIMOHEH nepron (3 - 6 Mecera cies TpaHCIUIaHTaLUsITa).

Buorpanchopmarus

M®K ce meraboim3upa npeJuMHo upe3 Tiokyponu Tpancdepaszata (UGT1A9 uzopopma) 1o
oOpa3yBaHe Ha HeakTHBEH (heHouoB TroKyporna Ha MOK (MOKT). In vivo MOKIT ce npeobpasysa
obpatHo 10 cBoboxaHa M®K upes enrepoxemnaraneH kpprospar. O6pa3yBa ce ChbII0 BTOPOCTEIICHEH
arurmiokyporu (AM®KI). ATM®KI e papMakoaoriIHO aKTHBEH | € MIPEAIoara, e e
OTIOBOPEH 32 HAKOU OT HEeXXEJaHUTE Peakly Ha MUKO(pEeHOIaT MoQeTn (auapusi, JeBKOIICHHS).

Enumunupane

HesnaunTenHo xoamuecTBo OT J1ekapcTBOTO (< 1% oT mo3ara) ce exckperrnpa kato MOK B ypunara.
[lepopanHoTo MpUIOKEHUE HA PalMOAKTUBHO MapKUpPaH MUKO(pEHOIAT MO(ETHII BOJAU 10 IIBIHO
eNMMHHUPAHE Ha MPUIOKEHAaTa 1032, Kato 93% OT npuito)keHaTa J103a ce OTKpUBa B ypUHaTa, a 6% -
BBB (ekanuure. [lo-ronsimoro konnuecTBo (0kos0 87%) OT MpUIIoKEeHATa 103a Ce eKCKPETHpa B
ypuHarta kato MOKT'.

IIpn xnmuanyaK KoHIEeHTpaunu MOK u MOKI' He ce oTcTpassBart upe3 xemoauanusa. [Ipu Bucoku
wia3Menu KonueHtpauu Ha MOKI obaue (> 100 pg/ml), manku komuuectsa or MOKT ce
orcTpaHsBar. Upes NoBHsBaHE HA CHTEPOXEMATATHUS KPBroBpaT Ha JIEKAPCTBOTO, CEKBECTPAHTHUTE
Ha JJIBYHU KHCEINHH, KaTo Konectupamut, HamansiBar AUC Ha M@K (Bk. Touka 4.9).
Pasnpeneneanero Ha M®K 3aBucu ot HsKoNIKO TpaHcnopTepa. [lonunentuaure, TpaHCIOPTUPALIH
oprannunu annonu (OATP), u potenH 2, CBbP3aH ¢ MHOKECTBEHA JICKAPCTBEHA PE3UCTCHTHOCT
(MRP2) yuactsar B pasnpeaeneauero Ha MOK; nzopopmure Ha OATP, MRP2 u ipoTeuHsT Ha
PE3UCTEHTHOCT Ha pak Ha rppaaTta (BCRP) ca tpancmoprepure, CBbp3aHU ChC JKIIBYHATA CKCKPELIUSI
Ha rimokyporuaute. IIpotenn 1 3a MHOKeCTBeHa JiekapcTBeHa pesuctenTHocT (MDR1) chio mosxke
na npeHacss MOK, HO NpUHOCHT My U3IVISK]IA CE OrpaHryYaBa caMmo J0 mpoiieca Ha abcopOuus. B
0b0penure, MOK 1 HeliHUTE META0ONINUTH MOIITHO B3aUMOACHCTBAT C ObOPEUHNTE TPAHCTIOPTEPH HA
OpraHUYHU aHUOHHU.
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EnTepoxenaTaiHaTa peLMPKYJIAIUs IPEYH Ha TOYHOTO ONPEAC/SIHE Ha TI0Ka3aTeInTe Ha
enumuHupane Ha MOK; Moxe 1a ce mocodaT camo IPUBUAHM cToiHOCTH. [IpH 3apaBu m0OpOBOIITH 1
MAIMEHTH C aBTOMMYHHO 3a00JsIBaHe ca HaOJII0JaBaH! MPUONIU3UTEIIHN CTOMHOCTH Ha KITUPhHCA
cpotBeTHO 10,6 l/uac u 8,27 |/uac u croiiHocT Ha monykuBOT 17 yaca. [Ipu nanueHTH C
TPaHCIUIAHTAIUS CPETHUTE CTOMHOCTH Ha KIUPBHHCA ca mo-BHCOKH (muamason 11,9-34,9 l/uac), a
CPEIHNUTE CTOMHOCTH Ha MOIYXHBOT ca mo-HUCKH (5-11 yaca) ¢ Maika pasianKa MEKIY IMallHeHTHTE C
0B0pevHa, YepHOAPOOHA WITH ChpJeUHA TPAHCIUIAHTAIMS. [IpH OT/ICTHU MAI[HSHTH TE3U MOKa3aTeIH
Ha eJIMMUHHUPAHE BapupaT Bh3 OCHOBA HA BH/A HA CHITBTCTBAILIOTO JICYCHHE C IPYTH
HMYHOCYIIPECOPH, BPEMETO CJIe/l TPaHCIUIAHTAIMTa, IIa3MeHATa KOHIIEHTPAIUs Ha ajl0yMUHA U
0bOpeunara pynkius. Te3u akTopu 00sACHSIBAT 3aI0 ce HAaOII0AaBa HAMAJICHA €KCIIO3UIINS Ha
MHKO(EHOJIAT, KOraTo MUKO(GEHOIAT MOQETHII Ce TPHIara ¢THOBPEMEHHO C IIMKIOCIIOPHH (BXK.TOYKA
4.5), 1 3a110 UMa TEHICHITUS [Ia3MEHUTE KOHIIEHTPAIINH JIa C€ TIOBUINABAT C BPEMETO B CPaBHEHME C
HAOII0JaBAaHUTE HETIOCPEICTBEHO CJIE]] TPAHCILIAHTAIIMATA.

CrernuanHy oIy JIaIHA

bvbpeuno yspeocoane

B exno mpoyuBaHe ¢ equHMYHa 103a (6 auia B rpyna) cpeasaTa miasmeHa AUC na MOK,
HaOJIrfogaBaHa IPH JIUIA C TEKKO XPOHUIHO OBOPEUHO YBpeXkaaHe (CKOPOCT Ha TIIOMEpyIHaTa
¢unrpanus < 25 ml/min/1,73 m?), e ¢ 28-75% mo-BuCcOKa B CpaBHEHHE C HAOIIOIABAHUTE CPETHH
CTOWHOCTH TP HOPMAJTHU 3APaBU MHIUBUIM WU JIUIIA C TIO-MaJIKa CTENCH Ha OhOPEYHO YBpPEKIaHE.
Cpennara AUC na MOKI nipu eauHrYHaA 103a € 3-6 MbTH MMO-BUCOKA IIPH JIMIIA C TEXKKO 0BOPEUHO
YBpEeXJIaHe B CpaBHEHHUE C JIMIA C JIEKO ObOPEYHO YBpEkKIaHEe WM HOPMAIHH 3/IpaBu UHIWBUIY,
KOETO ChOTBETCTBA Ha M3BECTHUs HAuWH Ha OBOpeuHo enumuHupane Ha MOKI'. He e mpoydeno
MHOTOKPATHOTO MPIIOKCHHIE Ha MUKO(EeHOIaT MO(ETHIT TIPH MAIIUEHTH € TEKKO XPOHUIHO OBOpEeTHO
YBpEXKIaHe. Hsama JaHHU 3a MAIUCHTH CHC ChpACYHA UIINU T-IepHOleO6Ha TpaHCIUIAaHTAlUA C TEXKKO
XPOHUYHO OBOPEYHO YBpEKIAHE.

3abaseno Gpynkyuonupane na 6voOpeuHama npUcaoxa

[pm manmeHTH che 320aBEHO MOCTONEPATUBHO (DYHKIIMOHUPAaHEe Ha ObOpEeYHATa PHCaIKa CpeIHaTa
AUCy. 12 Ha M@K e cpaBHuMa ¢ HabIr01aBaHaTa MPH MALMEHTH CIIE TPaHCIUIaHTaus Oe3 3a0aBeHa
(dynkius Ha npucaakata. Cpeanara miazmena AUCo. 12, Ha MOKT e 2-3 mbTH mo-rojisMa 0TKOJIKOTO
NPY TIAIMEHTH clie]l TpaHcIUIaHTanus 0e3 3a0aBsHe Ha QYHKIIMOHUPAHETO Ha mprcajakara. Moxe na
ce HaOJII01aBa MPEXOTHO YBEIMUYCHUE Ha CBOOOIHATA (ppaKLus U KOHIIEHTpauus Ha ruiazmenata MOK
IIPH MAIMEHTH ChC 3a0aBeHa QPyHKIMSA Ha ObOpeuHaTa npucanka. He e HeoOX0AMMO KOpUTHPaHE Ha
J103aTa Ha MHUKO(eHOoIaT MO(ETHIL.

Yeprnodpobdno yepescoane

[Ipu 10OpoBOIIIIHK C aJTKOXOJIHA IIMPO3a MPOILIECUTE Ha IToKypoHupane Ha M®K B uepHus apood ca
OTHOCHUTEITHO He3aCerHaTH OT IapeHXHUMHOTO 3a00JsiBaHe Ha uepHus aApod. Edexrure Ha
YepHOAPOOHOTO 3a00JIIBaHE BHPXY TE€3H MPOLIECH BEPOSTHO 3aBHCAT OT KOHKPETHOTO 3a00JIsIBaHE.
UepHoapoOHO 3a00isBaHe € MPEITUMHO OUITHAPHO YBPEKIaHe, KATO MbpBUYHATA OMIMapHa IIUPO3a,
MOYe J]a UMa pa3inieH eekT.

Ileduampuuna nonyrayus

[Ipu 33 meauaTpuUUHU PEUIHECHTH ¢ OBOpEUeH aiorpadT € yCTaHOBEHO, Ue J103aTa, IPOrHO3HUPaHa Ja
ocurypu AUCq.12n Ha M®K, Haii-6mu3ka 10 TapreTHata excriosuuus 27,2 h-mg/l, e 600 mg/m? u ue
JO3WUTE, N3YHMCIICHU Bb3 OCHOBA Ha olleHeHaTta BSA, HamansBaT MHTEpUHANBUAYaTHATA BApHAOUIIHOCT
(roedunuent Ha Bapuanus (CV)) ¢ okono 10 %. [Topaau ToBa qo3upaneTo B3 ocHOBa Ha BSA e 3a
MPEINOYUTAaHE MPE]] T03UPAHETO Bb3 OCHOBA HA TEJIECHOTO TETJIO.

OrneHsiBany ca (papMaKOKMHETHYHUTE TTOKA3ATENN IIpH JI0 55 nera ¢ Op0pedHa TpaHCcIuIaHTaIus (Ha
BB3pact ot 1 10 18 roxunn), nekyanu ¢ 600 mg/m? o 1 g/m? MuxodenonaT MoGETUI HEPOPATHO
nBa mbTU AHEBHO. [Ipu Tasu n03a ca nocturHaru croiinoctd Ha AUC Ha M®K mompoOHu Ha Te3u npu
BB3PACTHU MAIMECHTH ¢ OBOpeUHa TpaHCIUIAHTAINS, TIOTyYaBaId MUKO(EHOIaT MO(eTr B 103a OT

1 g 1Ba mbTH THEBHO B paHHUA M KHCHHS MMOCTTPAHCIIIAHTAIMOHEH Nieprol, criopes Tabmmma 3 mo-
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noiy. BeTpe B nenuatpuyHuTe Bh3pacToBU rpymnu croiiHocTutTe Ha AUC Ha M®K B paHHMS U KbCHUS
MOCTTPAHCIIAHTAIIMOHEH TIEPHO/T ca OMITH TTOT0OHM.

[Ipu nequaTpuvHM PEUUITUCHTH HA YEPHOAPOOHHU TPAHCILIAHTATHA OTKPUTO MPOYYBAHE 3a
0e30MmacHOCTTa, MIOHOCUMOCTTA M (DAPMAKOKHMHETHKATA Ha MepopajieH MUKO(GeHOoIaT MOGETHII
BKJIFOYBA 7 MOIXOSAINH 3a OLICHKA MAI[EHTH Ha ChIIBTCTBAIIIO JICYCHUE C [IMKJIOCIIOPUH U
KOpTHUKOCTepouu. M3unciena e no3ara, mpeBUACHA 3a IOCTUTaHe Ha ekcro3uius 58 h-mg/l B
cTaOuiHus nepuof cien Tpanciuiantanusata. Cpeanara + SD AUCq 12 (kopurupana 3a go3a

600 mg/m?) e 47,0+ 21,8 h-mg/l, kopurupanara Cmax € 14,5+4,21 mg/l ¢ Menrana Ha BpeMeTo 3a
JIOCTUTaHe Ha MakcuMaiHa koHteHTparus 0,75 h. [Topaau ToBa, 3a na ce mocturde taprerHara AUCo.
12 58 h-mg/l B KbCHUSA MOCTTPAHCILIAHTAIMOHEH TIEPUO/, € He0OXoanMa J103a B tuarna3oHa ot 740-806
mMg/m? qBa IbTH THEBHO B IPOYYBAHATA TIOMYJIALMS.

CpaBHEHHETO Ha CTOWHOCTUTE HA HOpMaIM3KupaHara 3a no3ara (600 mg/m?) AUC na M®K nipu

12 nmeguaTpuYHU NAMEHTH ¢ ObOpeUHa TpaHCIUIAHTALIMSA Ha Bb3PACT 1Moa 6 roauHu 9 Mecena ciies
TPaHCIIJIAHTALIMATA C TE3W CTOMHOCTH NMPH 7 eAUATPUIHH MAITUEHTH C YePHOAPOOHA TPaHCTUIAHTAIIHSA
[cpenna BB3pacT 17 mecena (quana3on: 10-60 mecena nmpu BKIIOYBaHETO)| 6 U MOBEYE Mecela Cie
TpaHCIUIaHTaLUATa TIOKa3Ba, Ye MpH chlara ao3a croiHocture Ha AUC ca cpenHo ¢ 23 % mo-HUCKU
MIpH NIEANATPUYHUTE TTAIUEHTH C YepPHOAPOOHA TPAHCIUIAHTALMS B CPABHEHUE C MEANATPUIHUTE
nanueHTH ¢ 0bOpeyHa TpaHcIuTaHTanys. ToBa CbOTBETCTBA HA HEOOXOAMMOCTTa OT MO-BUCOKA 1032
NpY BB3PACTHHU MALUEHTH C YEPHOAPOOHA TPAHCIUIAHTALIMS B CPABHEHHE C Bb3PACTHH MALIMEHTH C
OBOpevHa TPaHCIUIAHTALIUS 33 TOCTUTaHe Ha ChINATa EKCTIO3UIIHSL.

[Ipu BB3pacTHM TpaHCIUIAHTHPAHH NAlMEHTH, Ha KOUTO Ce Mpujlara eHa U ChIla 1032 MUKo(deHoIaT
Moderu, ekcriozunusaTa Ha MOK e cxonmHa mpu nanueHTuTe ¢ 6LOpeYHa U ChpledHa
TpaHCIUIaHTaIus. B chbOTBETCTBHE C YCTAHOBEHOTO CXOJICTBO B ekcro3unusaTa Ha MOK mexmy
neInaTpUYHH MaUeHTH ¢ ObOpeyHa TpaHCIIaHTalMs U Bb3PacTHH MAlMEeHTH ¢ ObOpeyHa
TPaHCIUIAHTALUS IPU ChOTBETHUTE OJJOOPEHH 03 CHIIECCTBYBAIIXUTE JaHHU ITO3BOJISIBAT A4 CE
3aKITI0YH, ue excrosunuara Ha MOK mpu npenopbsunTeNHaTa 103a me Ob/Ie CX0aHa MpU
NeInaTpUYHH MAUEHTH ChC ChPACUYHA TPAHCIUIAHTALMS U BB3PACTHU MALIMEHTH ChC ChpACYHA
TpaHCIUIAHTALHSL.
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Tadoauua 3 Cpennn uzuuciaenun PK napamerpu Ha M@K no Bb3pact u BpeMe cJief
TpaHcmianTanus (0bOpeyHa)

Bw3pacroBa rpyna (n) Kopurupana Kopurupana AUC,.
Crnax mg/I* 12 h.mg/I
cpeano = SD cpeano + SD (CDA
Jen 7
<6r. a7 13,247,16 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 . (21) 11,7+£10,7 26,3+9,14 (22,3-30,3)"
p-cToiiHocT® - -
<225 (6) 10,3£5,80 22,5+6,68 (17,2-27,8)
>18r. (141) 27,2116
Mecen 3
<6r. (15) 22,7+10,1 49,7+18,2
6-<12r. (148 27,8+14,3 61,9+19,6
12-18r. a7 17,949,57 53,6+20,2F
p-croiinoct® - -
<225 4) 23,8+13,4 47,4147
>18r. (104) 50,3£23,1
Mecen 9
<6r. (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-cToiiHocT® 0,004 -
<2.2” 4) 25,6+4,25 55,8+11,6
>18r. (70) 53,5+18,3

AUCo-12n=1u10111 1101 KpHBaTa Iuia3MeHa KoHenrpamus-speme ot Bpeme 0 h o Bpeme 12 h; Cl=nosepurenen unrepsai;
Cmax=MakcuMaiiHa KoHueHTpaius; MPA=mukodeHonoBa kucennna; SD=cTaniapTHO OTKIOHEHNE; N=0pOi MalUCHTH;
T=TOJIMHH.

A B nenuarpuunuTe B3pacToBH rpymH Cmax 1 AUCo.12h ca kopurupanu 3a g03a 600 mg/m? (95% joBepHTENHI HHTEPBATH
(C1) 3a AUCo-12n camo 3a [len 7); B rpynata Ha Be3pactaute AUCo-12h € Kopuripana 3a go3a 1 g.
b p-croiiHocT npecTaBnsBa KOMOMHUPAHKUTE P-CTOMHOCTH 38 TPUTE OCHOBHH TIEIUATPHYHH BH3PACTOBU TPYIIH, KATO CE

ortbens3Ba camo ako uma 3Haunmocr (p <0,05).

B I'pynara <2-roauiina B3pact € NOArpyIa Ha Ipynara <6-rofMiuHa Bb3pacT: He ca IPABEHH CTATHCTHUECKU CPABHEHUS.
'n=20.
A ):[aHHI/ITe OT €IMH NMaUCHT HE MOTaT Jia CC€ OLICHAT IMOpaau Ipellka B U3BaJiKaTa.
E n—
n=16.

Cmapuecka 6v3pacm

Hsama nannau apMakoKnHETHKATA HA MUKO(GEHOIAT MO(PETHI M HErOBUTE META0OIHUTHU a C€ TIPOMEHS
MIPHU BB3PACTHH MAIMEeHTH (= 65 TOAMHN) B CpaBHEHHE C TIO-MJIaU TPAHCIUIAHTHPAHH MAI[USHTH.
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THayuenmu, npuemawu nepoparHu KOHMpPayenmueu

ExHo mpoyuBaHe ¢ €JHOBPEMEHHO MpHiIarane Ha Mukodenoaat Moderwa (1 g aBa MbTH AHEBHO) U
KOMOMHHpaHH NepOPaIHA KOHTPALENTHBY, chAbpxamy ernamwiectpaanoi (0,02 mg no 0,04 mg) u
aesonoprectpedn (0,05 mg 1o 0,20 mg), nezorectpen (0,15 mg) wmu recronex (0,05 mg xo 0,10 mg),
mpoBeIeHo Tpu 18 yxenu 6e3 TpaHcIaHTays (0e3 mpueMane Ha IPYyTH UMYHOCYIIPECOPH) B
IPOIBJDKEHUE Ha 3 TI0CIIEI0BATEIHU MEHCTPYaIHU [IMKbJIA, HE € [10Ka3aJ10 KJIMHUYHO 3HAYUMO
BJIMSIHUE HA MUKO(EHONAT MOPETUT BbPXY MOTHCKAIINS €PEKT Ha IEPOPATHUTE KOHTPALENTHBU
BBpXy oBynanusara. Cepymunre HuBa Ha LH, FSH u nporecrepona He ca ce moBiMsuIM 3HAYUTEITHO.
dapMaKOKHHETHKATA Ha TIEPOPATHUTE KOHTPAIICTITHBH HE CE MOBIIMSBA B KIMHUYHO 3HAYMMA CTEIICH
OT eIHOBPEMEHHOTO MPUIIOKEHHE ¢ MUKO(pEeHOIAT MOdeTH (BXK. chilo Touka 4.5).

5.3 IlpeakJIMHUYHHU JaAHHU 32 0€30MACHOCT

IIpu exciepumenTamTHu MOIETH MUKO(heHOTIAT MOETIIT He € O TyMmoporeHeH. Hali-Bucokara no3a,
TECTBaHA MPH MPOYYBAHUATA HA KAPIUHOTCHHOCTTA IPY >KMBOTHH, € JIOBENA J0 IPUOJIM3UTEITHO 2 10
3 nbTH no-Bucoka cucreMua excro3unus (AUC win Cmax), HaOJII01aBaHa MPH MalUEeHTH ¢ ObOpeyuHa
TPaHCIUIAHTALMS B TIPENOPhUUTENIHATA KIIMHUYHA /1032 OT 2 ( THEBHO U 1,3-2 IBTH [M0-BUCOKA OT
cuctemHara excno3unus (AUC uinu Crax), yCTaHOBEHA ITPH MAIMCHTH ChC ChpJCUHA TPAHCIUIAHTALIHS
NP TIPENIOPBUNTENTHATA KIMHIYHA JI03a OT 3 § JIHEBHO.

JlBa Tecta 3a reHOTOKCHYHOCT (iN Vitro TecT ¢ Mutim TUMGOMHH KIIETKH U iN VIVO MUKPOHYKJIIEYC TECT
BBPXY KOCTEH MO3bK Ha MHIIIKH) ca MOKa3aId, 9¢ MUKO(eHoIaT Mo(heTr1 nMa OTEHIHAN J1a
MpeIM3BHKa XpOMO30MHU abepanuu. Te3u edekTn MoXke J1a ca CBhp3aHu ¢ (hapMaKOAMHAMAIHHS
HAYMH Ha JICHCTBUE, T.€. C THXUOWpaHE Ha HYKJICOTHUIHATA CHHTE3a B YYBCTBUTEIIHUTE KJIETKH. J[pyru
TeCTOBe iN Vitro 3a OTKprBaHe Ha TEHHU MYyTaIlMK HE ca IMMOKa3aJIi TeHOTOKCHYHA aKTHBHOCT.

[Ipu TepaTonoruuHuTe NPOYyUBaHU [IPH IUIBXOBE U 3ailiy ca HaOIro1aBaHu (eTanHu pe30pouru u
MasopMaluK IpH IIHXO0BE MpH 03a 0T 6 MY/KY/mHEBHO (BKIIIOUUTETHO aHO(TAIMUSI, arHATUS U
xuzporuedanus) u npu 3aiiy npu 1o3a 90 mg/Kg/nHeBHO (BKIFOYUTETHO ChPACYHOCHIOBH U
OBOpevHN aHOMAaJIMH, KaTO EKTOIHUS Ha ChPILIETO U €KTONuUs Ha ObOpenuTe, u tuadparMainta u
yMOWJIMKaIHA XEPHUS) TP JIUIICca Ha MaifuuHa TOKCHYHOCT. CHCTEMHATa eKCIIO3ULUS ITPH Te3W HUBA
€ IPUOJIM3UTEIIHO PaBHA Ha WU 1Mo-Mayika oT 0,5 TbTH KIIMHAYHATA SKCIIO3UIINS TIPH
NpEenopbUYUTENHATA KIMHAYHA 1032 OT 2 § JTHEBHO IPH NAalMEHTH ¢ ObOpevHa TpaHCIUTAHTALIUS |
npubmsuTenHo 0,3 TbTH KIMHHYHATA SKCIIO3ULUS P MPENophYUTETHATA KIMHUYHA /1032 OT 3
JTHEBHO TIPH TAIUEHTH ChC Chp/IeUHA TPpaHCIUIAHTaIMs (BXK. TouKa 4.6).

XemormnoeTHyHaTa U TUM(HATA CUCTEMH Ca OCHOBHHUTE OPTaHH, 3aCETHATH MPU TOKCUKOJIOTHYHHUTE
W3CJIEIBAHUS, TPOBEICHU ¢ MUKO(EHOIAT MOGETHII MPHU TUTHXOBE, MHIIIKH, KydeTa U MalimyHu. Te3u
e(ekTH ca HaOJIIOIaBaHU TPU HUBA HA CUCTEMHA CKCIIO3UIIMS PaBHU Ha WJIU MO-MaJIKU OT KJIMHUYHATA
EKCIIO3HITUS MIPH NIPETOPHUYUTEITHATA 7032 OT 2  IHEBHO MPH PEIUITUCHTH Ha ObOpeYHH
TpaHcianTatd. CTOMAIIHO-YPEBHU eeKTH ca Ouy HaOII0IaBaHK NPU KydeTa MPH HUBA Ha
CHUCTEMHA EKCITO3UIIMSI paBHU HA WX MO-MAJIKH OT KIIMHUYHATA CKCIIO3MIIMS IPU NPEOPhUYUTETHATA
no3a. CToMaIIHO-YpeBHU U OBOpeUHU e(heKTH, KOUTO CBUICTEICTBAT 32 JCXUApPATAIHs, ChIIO ca OMITH
HaOJr0IaBaHK NIPY MaMYHU MPH Hall-BUCOKaTa /1032 (HUBA HA CHCTEMHA SKCIIO3UIIVS PABHU HA WU
MO-BUCOKH OT KJIMHMYHATA eKcro3ullus). [IpodmrbT Ha HEKJITMHMYHA TOKCUYHOCT HAa MUKO(EHOIaT
MO(ETHIT U3TJISK/IA € ChBMECTHM C HEKEIAHUTE ChOUTHS, HAOIIOaBaHH TP KIIMHUYHUTE
W3MUTBAHUS NP XOPa, KOUTO Cera OCHT'YPSIBAT JIAHHH 32 0€30MaCHOCT OT MO-TOJISIMO 3HAYEHHE 32
TMOITYJTANMATA TTAIIUEHTH (BXK. TouKa 4.8).

Ouenka Ha prucka 3a okosHarta cpeaa (ERA)

IIpoyuBaHusATa 3a OIlEHKA HA PHICKA 32 OKOJIHATA Cpejia MTOKa3BaT, 4e€ akKTUBHOTO BemecTBo MDK
MOXe J]a IPeJICTaBIIsIBA PHUCK 3a IMOAMOYBEHUTE BOAU 4pe3 Operoro GuiTpupase.
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6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk Ha MIOMOIIHHUTE BELIECTBA

KarncyiHo ¢cbabpKUMO

MpeXXeNaTUHU3UPAHO [IAPEBUYHO HUILIECTE
KpOocKapMeno3a HaTpuid

nouBuaoH (K-90)

MarHe3ueB creapar

CpcTaB Ha Karcyjara

KEJTaTHH
uagurokapmus (E 132)

BT xkene3eH okeup (E 172)
4epBeH jkene3eH okcun (E 172)
tutanoB auokcun (E 171)
4epeH skene3eH okcun (E 172)
KaJTHEB XUPOKCH/I

IIeIUIaK.

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roauHU.

6.4 CrneumuajJHM ycJ0BHUS HAa CbXpaHeHUe

Ja e ce chxpansBa Hax 25°C. [la ce cbXpaHsBa B OpUTMHAIHATA ONAKOBKA, 3a JIa CE MPEANa3u OT
BJIara.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTa

baucrepuu nentu ot PVC/anymuuueso oo

CellCept 250 mg karncysu: 1 xapToHeHa omakoBka chabpxka 100 karncynu (B Onucrepu mo 10)
1 xapToHeHa omakoBKa chabprka 300 kancynu (B 6muctepu o 10)
1 rpymoBa omakoBka cbabprxka 300 kancymu (3 onakoBku mo 100)

He Bcnuky BUAOBE ONAKOBKK MOTaT 1a ObAaT MyCHATH B TIpoJaxoa.

6.6 ChenmaJHu mpeana3Hu MEPKH NPH U3XBHPJIsIHE

To3u nexapcTBEeH MPOAYKT MOXKE J1a TIPEACTaBIABA PHUCK 3a OKOJTHATA cpefia (BXK. Touka 5.3).

Hewsnon3BaHUAT JIeKapCTBEH MPOIYKT MM OTHAIBYHUTE MAaTepPHAIN OT HETO TPsiOBa 1a ce U3XBBPIIAT

B CbOTBETCTBHE C MECTHUTE N3UCKBAHHUS.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
T'epmanus
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8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA
EU/1/96/005/001 CellCept (100 xarcym)

EU/1/96/005/003 CellCept (300 xarcym)
EU/1/96/005/007 CellCept (300 karcysnu (3x100) B rpymnoBa onakoBKa)

9. JATA HA ITBbPBO PABPEIIABAHE/ITIOJJHOBSIBAHE HA PA3ZPEILIEHUETO 3A
YHOOTPEBA

[ara na mepBo paspewmasane: 14 ¢pespyapu 1996

Jata Ha nocienHoro noaHoBsiBane: 13 mapt 2006

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

IMoxpo6Ha nH(pOpMAaIIKs 3a TO3U JICKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcalita Ha EBporneiickara
areHIys Mo JekapcTeata https://www.ema.europa.eu

26


https://www.ema.europa.eu/

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

CellCept 500 mg npax 3a KOHIIEHTpAT 32 HH(PY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bceeku ¢urakon cpappika 500 mg mukodenonar moherrn (mycophenolate mofetil) (ox hopmara Ha
XUAPOXIIOPHI).

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA, BUXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
[Ipax 3a KoHIICHTpAT 32 HH(Y3UOHEH Pa3TBOP

Bsin mo moutu Osu1 npax.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHUYHHU MOKA3AHUSA

CellCept 500 mg mpax 3a KOHIIEHTpAT 32 HH(PY3HOHEH Pa3TBOP € MOKa3aH B KOMOUHAIIUS C
UKJIOCTIOPUH U KOPTHKOCTEPOU/IN 32 MPOPUIIAKTHKA HA OCTPO OTXBBHPIISHE HAa TPaHCIUIAaHTATa MPU
BB3PACTHHU MAIMEHTH C aJIOTeHHA TPAHCIUTAHTAIN Ha ObOPEK Wil YepeH Apo0.

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHUE

JleuenneTo TpsAOBA Ja Ce 3aM0YHE U JIa C€ TIPOBEXK/IA OT CHSIIHATMCTH C TTOAXOSIIA
KBaJIM(UKALKS B 00JIACTTa HA TPAHCIUIAHTAIIUSTA.

BHUMAHHUE: CELLCEPT HHTPABEHO3EH PA3TBOP HE TPSIBBA JIA CE IIPUJIATA
o ®OPMATA HA BbP3A NWJIN CTPYUHA UHTPABEHO3HA UHXXEKIUS.

Aomposxa

CellCept 500 mg mpax 3a KOHIIEHTpAT 3a HH(PY3HOHEH Pa3TBOP € aJTepPHATHBHA JIEKapcTBeHa (hopma
Ha nepopanuute Gopmu Ha CellCept (karcysm, TabIeTKHU U Mpax 3a MepopaiHa CyCIeH3Hs), KOSTO
MOJKe J1a ce Mmpuiiara B mpoxab/okeHne Ha 14 mau. [Ispara no3a Ha CellCept (Muxodenonat mopermn)
500 mg mpax 3a KOHIIEHTpPAT 3a HHPY3HMOHEH Pa3TBOp TPsAOBa J1a Ce MPHIIOKHU 10 24 yaca cien
TPaHCIUIAHTAIUITA.

Bwvspacmuu
bvbpeuna mpancnianmayus

[IpenopbunTennara no3a Ha MuKodeHoaT ModeTwt 3a HHGY3US PU MANUEHTH ¢ ObOpeUHa
TpaHCIUTaHTaNwsI € 1 g, IpIIo’KeHa Ba MHTH THEBHO (2 g MTHEBHA 71034a).

Yeproodpobua mpancnianmayus

[Mpenopbuntennata n103a Ha MUKodeHoIatT MoheTH 32 UHPY3US TIPHU NMAIUESHTH ¢ YePHOIPOOHA
TpaHCIUTaHTaNwsI € 1 g, MPIJIO’KEH Ba ITBTH THEBHO (2 g mHEeBHA 1103a). IHTpaBEeHO3HOTO
MIPUJIOKEHUE Ha MUKOQeHoIaT ModeTr TpsOBa Aa MPOIBIKY MPe3 THPBUTE 4 THU CIIe]
TPaHCIUIAHTALIUATA HAa YePEH JIPO0, KaTO MEePOPaATHOTO JICYCHHE C MUKO(EHOIAT MOQETHI TPSOBa J1a
3aroyHe KOJIKOTO C€ MOXE MO-CKOPO CIIe/T KaTo MAalMeHThT MOXe Jia To oHece. [IpernopbuntenHarta
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nepopaliHa J103a py MaIUeHTH ¢ YepHOAPOOHA TpaHcIuTaHTanus e 1,5 g, nmpuioxeHa JBa mbTH
IHEBHO (3 g MHEBHA 1103a).

THeouampuuna nonynayus

be3zomnacHocTTa 1 eukacHOCTTa HA MUKO(GEeHOIaT MOeTHI 3a MH(Y3HUS IPHU Aela He ca
ycraHoBeHH. Hsima (hapMakOKHHETHYHY JaHHU HAa MUKOGEHONAT MOQETHIT 38 HHDY3HSI TPU
HanueHT ¢ ObOpeuHa 1 YepHopoOHa TpaHCIUIaHTanus. [lopaan ToBa MeAUaTPHUIHUTE
MOKa3aHus ce TIOKPHUBAT CaMo OT TiepopaiiHuTe POpPMHU Ha TIPOIYKTOBAaTa raMa Ha MUKO(EHOIAT
MogeTur.

Ynompeba npu cneyuannu nonyrayuu
Cmapuecka év3pacm

[Ipenoppuntennara no3a ot 1 ¢, mpuiiokeHa ABa MbTH JHEBHO NPHY MAIMEHTH ¢ ObOpedHa miu
YepHOAPOOHA TPaHCIIAHTAIIHS, € MTOXOIAIIA 32 MAI[EHTH B CTap4ecka Bb3pacT.

bvopeuno yepescoane

IIpu maruenT ¢ 6LO0peYHa TpaHCIDIAHTAITUS C TEKKO XPOHUTHO OBOPETHO yBpEKaaHe (CKOPOCT Ha
romepyiHa puntpamus < 25 ml/min/1,73 m?) u3BbH nEpHO/Ia HEMOCPEACTBEHO CIIE]
TpaHCIIAHTAIMATA TPSOBA J]a ce N30sATBAT JO3M MMO-BUCOKH OT | @, mpujaraH JBa IbTH JHEBHO. Te3n
MaIreHTy TpsiOBa ChIO Ja ce HabmomaBaT BHUMaTenHo. He e Heo0XomMMo KOpurupane Ha Jo3aTa
IIPH MAIUCHTH ChC 3a0aBEHO MOCTONCPATUBHO (DYHKIIMOHUpPaHE Ha ObOpedHaTa nprcajka (BxK. TOUKa
5.2). Hama naHHM NpY MAIUEHTH ¢ YePHOPOOHA TPAHCIUIAHTAIMS U TSKKO XPOHUYHO OBOPEYHO
YBpEXKIAHE.

Teorcko ueproOpobHo vepexcoane
He e HEoOxommuMo KopHurupaHe Ha J103aTa PH NAIUeHTH ¢ 0hOpeYHa TPAaHCIUIAHTAIUS U TEKKO
TIapEeHXUMHO 3a00JIIBaHE HAa YESPHHMSI TIPOO.

Jleuenue no epeme Ha enuz00u Ha OMXBbpJIsIHE

Bwspacmuu
Muxkodenomnosa kucennHa (MOK) e akTHBHUST MeTabOIUT HA MUKO(DEHOIAT MO(ETHII.

OTXBBPISIHETO Ha OBOPEUHUS TPAHCILIAHTAT HE BOJIM J0 POMEHH BB (papMakokuHeTnkaTa Ha MOK;
HE ce Hajlara HamallsiBaHe Ha JI03aTa WK PeyCTaHOBsIBaHe Ha JeueHneTo. Hama papMakoknHeTHIHH
JIAHHY [IPY OTXBBHPIITHE HA YEPHOIPOOCH TPAHCILUIAHTAT.

Heauampulma nonyiaauus
Jluncsar JaHHU 34 JICYCHUC Ha IIbPBO UJIN pe(bpaKTepHO OTXBBPJIAHC IPU NICAUATPUYIHU IMAOUCHTHU C
TpaHCIUIaHTalrA.

Hauue Ha npuiioxxeHue

Cren mpUroTBSIHETO HA pa3TBOpa 10 KoHIeHTpanus 6 mg/ml, mukodenonar moderra 500 mg npax 3a
KOHIICHTPAT 3a MH(PY3UOHEH pa3TBOp TPsiOBa Ja ce MPUIIOKH KaTo OaBHA HHTPABEHO3HA UH(DY3HS B
NpOJBKCHUE Ha 2 Yaca B iepudepHa WK [ICHTpaTHA BeHa (BXK. Touka 6.6).

IIpennasuu MEpKH, KOUTO TpsiOBa Aa ObaaT B3ETH HNPEaX pad0Ta ChC WIM MPUIOKEHHE Ha
JIEKAPCTBEHUS IIPOIYKT

Toit kKaTo MEKO(pEHOIAT MO(ETHII € TIOKa3aJl TePaTOTCHHN e(DEKTH MPHU TUTBXOBE M 3aHIH, H30sSTBaiiTe
JUPEKTEH KOHTAKT Ha Tpaxa Wi MIPUTOTBeHUs pa3TBop Mukodenonat Moderun 500 mg npax 3a
KOHIICHTpAT 3a HH()Y3UOHEH Pa3TBOP C KOXKATa WU JINTABUIIUTE. AKO HACTHIIN TaKbB KOHTAKT,
W3MUNTE OOMITHO MSCTOTO ChC CAIlyH M BOJA; U3IIAKHETE OYUTE C YUCTA BOJA.

3a YKa3aHusgd OTHOCHO Pa3TBAPAHECTO Ha JICKAPCTBCHUA MMPOAYKT NPCAU NPUITOKCHUEC BUKXTC TOYKA 6.6.
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4.3 IIpoTuBomoka3aHus

. CellCept He Tpsi0Ba 1a ce mpuiiara Npu NAUEHTH ChC CBPBXYYBCTBUTEIHOCT KbM
MuKodeHnonat MoheTHI, MUKOQEHOJIOBa KUCEITUHA, HIIH KbM HAKOE OT MMOMOIITHHUTE BENIECTBA,
m3bpoeHu B Touka 6.1. HabmiomaBanu ca peakliuy Ha CBPBbXIYBCTBUTEITHOCT KM TO3H
JIEKapCTBEH NPOLYKT (BXK. TouKa 4.8).

L He Tpf[6Ba Ja C€ npujiara JICUHCHUC IIPpU MallUCHTHU, KOUTO Ca aJICPruiHu KbM HOJ'II/ICOp6aT 80.

. He Tpsi6Ba na ce nmpuiara jgedeHue MpH KeHH ¢ ASTEPOJICH MOTSHIINAT, KOUTO HE U3IOJI3BAT
BHUCOKO €(DeKTHBHU KOHTPAIICNITUBHU METOAM (BXK. TOUka 4.6)

. He TpsibBa na ce 3amo4Ba Teparus NpH KEHH ¢ IETePOJICH MOTeHIMA, Oe3 MPeICTaBsHE Ha
pe3yATaTH OT TECT 32 OPEMEHHOCT, 3a JIa Ce U3KJII0YHU HekKellaHa yrnorpeda mo BpemMe Ha
OpeMeHHOCT (BXK. ToukKa 4.6)

. He Tps0Ba n1a ce u3mos3Ba JieueHre 1o BpeMe Ha OPEMEHHOCT OCBEH aKo HAMa JIPyTo
MOJIXO/IAIIO aNTePHATUBHO JICUEHHE 3a TPeIOTBpPATABaHE HA OTXBBPIISIHETO Ha TPaHCIIJIaHTaTa
(BX. TOuKa 4.6)

. He Tpsi0Ba na ce nmpuara jgedeHue py KEHU, KOUTO KbPMAT (BK. TouKa 4.6).
4.4 CneuuajHu mpexynpeskaeHUs U MpeAna3Hil MEPKH MPH ynoTpeda
Heonmnazmu

[TanuenTrTe, MoNMyYaBay KIMyHOCYTIPECUBHA TEpANHs B KOMOWHAIUS C PYTH JICKAPCTBESHU
npoaykrh, Brmounteano CellCept, ca moanokeHu Ha TOBHIIICH PUCK OT pa3BUTHE HA TUM(POMH H
JIPYTH 37I0KaYeCTBEHH 3a00JIsIBaHNsA, 0COOEHO Ha KoXKaTa (BX. Touka 4.8). PUCKBT u3riexma e cBbp3aH
M0-CKOPO C MHTEH3WBHOCTTA ¥ MTPOIBIDKUTEITHOCTTa HA IMYHOCYIIPECUsTa, OTKOJIKOTO C yrnorpedaTa
Ha HIKOW CIICIIU(PUYCH TPOIYKT.

Karo o011 chBeT 3a HamalsiBaHe 10 MUHUMYM Ha PHUCKa OT paKk Ha KoKata TpsiOBa Ja ce OrpaHuyin
W3JIaraHeTo Ha crpHYeBa cBemivHa 1 UV o0puBaHe, KaTo ce HOCH 3alllUTHO OOJIEKIIO U Ce U3I0I3Ba
CITBHIIE3AIIUTEH MPOIYKT C BUCOK 3allIUTEH (haKTop.

HNudexnuu

[MTanuenTw, TEKyBaHU C IMyHOCYTIPECOPH, BKIIFOUUTEITHO MUKO(GEHOIAT MOPETHII, Ca U3I0KCHH Ha
MOBMILIEH PUCK OT OMIOPTIOHUCTUYHU MHPEKIUH (OaKTepUaIHU, ITbOMYHH, BUPYCHHU M ITPOTO30MHH),
WH(EKINY C JIETaJIeH U3XO0J1 U cercuc (BK. Touka 4.8). TakuBa nH(pEKIINU ca peakTHBAIHUS Ha
JATCHTHU BUPYCHH WH(pEKINY, KaTo XenaTut B nwin xenatut C 1 vHOEKIMH MPUYUHEHA OT
nojromMaBupycH (Hedpomnarus, cBbp3ana ¢ BK Bupyc, nporpecuBHa MyntudokaiHa
neskoeniedanomnarus (IIMJI), cebp3ana ¢ JC Bupyc). JlokaaaBanu ca ciaydyau Ha XEMaTHT BCIACICTBUC
Ha peakTuBaius Ha xenatuT B u xenatut C npy NaneHTH-HOCUTEIH, KOUTO Ca JISKYBaHH C
uMyHocyrnpecopu. Te3n HHPEKIHH YeCTO ca CBbP3aHH C BUCOKA 001[a UMYHOCYTIPECHBHA
00peMEeHEeHOCT ¥ MOYXKE J]a TOBEJIAT JI0 CEPUO3HH WIIU JICTAJTHH ChCTOSIHUS, KOUTO JIeKapuTe TpsiOBa Jia
uMarT MpeaBul B fudepeHnraiaTa Auardosa pu IMyHOCYIIPECHPaHH MAIUEHTH C BIIOIIIABaIla ce
O0b0OpeyHa PyHKIUS WK HEBPOJIOTHYHU CUMIITOMH. MUKO(EHOIIOBaTa KHCEIMHA UMa [IUTOCTATHICH
edext Bbpxy B- u T-numdorurute, mopaay KoeTo € Bb3MOXKHO MO-TexKo nmpotudane Ha COVID-19 u
TpsiOBa Ja ce OOMUCIAT BH3MOXKHOCTH 32 TpeApueMane Ha ChOTBETHU KIMHHYHN MEPKH.

Nma cholieHns 3a XunoraMariaoOyIMHEMHS BbB BPb3Ka ¢ PEIUINBUPAIIN HHOEKIIUY MTPY TalMEeHTH,
NoJTy4aBaniu MUKO(eHoIaT MOGEeTHI B KOMOWHAIIUS C APYTH UMYHOCYTIpecopu. B Hsikou oT Te3u
Cllydad, IPEMUHABAHETO OT MUKO(eHOoIaT MO(ETHI KbM alITepHATHBEH UMYHOCYTIPECOP BOIH 11O
HOpMaJIM3upaHe Ha cepyMHuTe HUBa Ha 1gG. Ilpn nanuenture Ha MukodeHoaaT MO eTHI, KOUTO
pa3BUBaT peuuANBUpALIA HHEKIIHHU, TPSIOBA JIa ce U3MEPBAT CepyMHUTE UMYHOTTIOO0YIMHU. B ciydait
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Ha NPOABIDKUTEIHA, KIIMHUYHO 3HAYMMa XUIIOraMarjio0yJIMHeMusl, TpsiOBa Jja ce 0OMUCIIN OAXOASIIO0
KJIMHUYHO JICHCTBUE KAaTO Ce MMa MPEBU MOIIHUSA [IUTOCTaTH4EH epeKT Ha MuKo(deHoIoBaTa
KucenuHa Bepxy T- u B-mumdonurure.

Vma myOnukyBaHu chOOIIEHNS 32 OPOHXNEKTA3UH IPH BB3PACTHH U JIe1a, KOUTO IT0JTydaBaT
MHKO(eHOTIaT MO(ETHII B KOMOMHALUS C IPyTH HMYHOCYTIpECOpH. B HiKOM OT Te3u ciydan
NPEMUHABAHETO OT MUKO(EHOoNaT MO(ETHI KbM APYT KMYHOCYTIPECODP BOJH 10 MOAOOpEHHE Ha
peCIMpPaTOPHUTE CUMIITOMHU. PUCKBT OT OpOHXHEKTa3UH MOXKE JIa € CBbP3aH ¢
XHUIIOraMario0yIMHEMHUs UK C HEITOCPEACTBEH eeKT BbpXY Oemus 1pob. MiMa chiio n3onupaHu
CchOOLIEHNS 32 MHTepCTULIMaTHA OenogpoOHa 6osecT u 6enoapobHa pudpo3a, HIKOM OT KOUTO ca
ounu datanHu (BX. Touka 4.8). [IpenopbuBa ce fa ce u3cieaBaT NauueHTUTe, KOUTO Pa3BUBAT
nepcUcTUpany 6eJI0ApOOHH CUMIITOMH KaTo KalluI|Ila U TUCITHESI.

KD’LB 1 MMYHHA CUCTEMA

[MaruenTure, momyyasamy MUKodeHonat ModeTH, TpIOBa Jja ce MPOCIe/sBaT 3a MPosiBa Ha
HEYTPOIIEHUS, KOSATO MOXKe J1a ObJie CBhp3aHa ChC CaMOTO JICUCHUE, ChC CHITBTCTBAIIM JICKAPCTBA,
BUPYCHU MH(EKIMH WX KOMOWHAIMS OT Te3W NpU4HHU. [IbTHA KphBHA KapTHHA HA MIAIUCHTHUTE,
JIeKyBaHU ¢ MHKO(EHOIAaT MO(eTHII, TPsIOBa Jia ce MPaBU BCKa CEJAMUIIA TIPE3 EPBHS Mecell, JIBa
'BTH MECEYHO IPEe3 BTOPHS U TPETHUS MECeIl Ha JICUSHHUETO, CIIe]l TOBA €KEMECEUHO Npe3 IbpBara
roguHa. AKo ce pa3Bue HeyTponenus (abcomoTen 6poit Ha HeyTpoduauTe < 1,3 X 10%/ul), moxe na ce
HAJIOXKH J]a C€ MPEKbCHE WU MPEYCTAHOBH JICUSHUETO C MUKO(EHOJIAT MO(DETHLIL.

Crpo0mraBat ce ciaydJad Ha 9rcTa amra3us Ha yepBeHuTe KpbBHU KieTkd (YAUKK) mpu manuentw,
JIeKyBaHHU ¢ MUKO(eHOIaT MOpETHI B KOMOMHALIUS C APYTH UMYHOCYTIpecopd. MexaHu3MbT Ha
YAYKK, unnyuupana ot mukodenonat mogpetui, He e u3BecteH. YAUKK moxe na oT3ByuH npu
HaMaJIsIBaHE Ha J103aTa WIN NIPEyCTaHOBSBaHE Ha JICYEHHETO ¢ MUKodeHonat Moderui. IIpomenu B
TepanusTa ¢ MuKodeHonatr ModeTun TpsOBa 1a ce mpeArpueMar camo MpH CbOTBETHO HaOII0IeHHE
Ha PEUUITUECHTUTE Ha TPAHCIJIAHTATH, 32 JIa CE CBEJE JO MUHUMYM PUCKa OT OTXBBPJISHE Ha
npucazakara (Bx. Touka 4.8).

[NanuenTure, nomyyasamy MuKodenonatr MmodeTus TpsioBa 1a ObIaT MHCTPYKTUPAHH Ja ChOOIaBat
He3a0aBHO 32 BCEKH MPU3HAK HAa MH(EKIINs, HEOYaKBaHO IOCHHSIBAHE, KbPBEHE, WU JIPYTH TPOSIBU HA
KOCTHOMO3bYHA HEJOCTATHYHOCT.

[TanuenTure TpsOBa na ce nHGOPMHUPAT, Y€ TI0 BpEME Ha JIeUueHHe ¢ MUKO(eHOIaT MO(eTHII
BaKCHHAIIMUTE MOXKE Ja ObJIAT MO-MaJIKO €PEKTHUBHM U YIIOTpeOaTa Ha )KUBU aTCHIOUPAHH BaKCHHU
TpsiOBa 1a ce u30srea (Bxk. Touka 4.5). [lpoTrBOrprTHaTa BakCHHA MOXe J1a OBbJe OT IoJI3a.
[IpenmucBamure ekapu TpsOBa J1a HAPABSAT CIIPaBKa C HAITMOHATHHUTE YKa3aHUS 3a MPOTUBOT PHUITHA
BaKCHUHAI[HA.

CTOMaIHHO-LIDeBHI/I

[punoxeHneTo Ha MEKO(QEHOIAT MOPETHII € CBHP3aHO C TIOBUIIIEHA YECTOTa Ha HEXKEIIaHH ChOUTHUS
OT CTpaHa Ha XpPaHOCMUJIATEITHATA CUCTEMA, BKIIOYUTEITHO HEUSCTH CIydyau Ha yJreparus Ha
CTOMAITHO-YPEBHUS TPAKT, KpBBOM3IUB U niepdoparus. JleaeHueTo TpsaOBa 1a ce mpuiiara
BHUMATEIHO MIPH MAIlUEHTH C aKTUBHO CEPHUO3HO 3a00JIsIBaHE Ha XPAaHOCMUIIATETHATA CHCTEMA.

Muxodenonar e uaxuburop vHa IMPDH (1no3un monodocdar aexuaporenasa). [lopaau Tosa,
NPUIOKEHUETO My TpOBa Ja ce N30srBa MpY MAIMEHTH C PsIJIKa HAacJIeCTBeHA HEJ0CTaThYHOCT Ha
XHUIOKCAaHTUH-TyaHuH pocdopudosmi-rpancepasara (HGPRT), karo cunapom Ha Lesch-Nyhan u
Kelley-Seegmiller.

B3anmMmonencTeus

C ornen Ha 3HaunTenHOTO HamaneHue Ha AUC ma M@K ot konmectiupaMuH, HE0OOXOMMO € TIOBUIIICHO
BHUMAaHUE ITPH IPEMUHABaHEe HA KOMOMHUpAHATa TePAITUs OT CXEMH, ChIbPKAIIH UMYHOCYTIPECOPH,
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KOWTO TIOBIISIBAT CHTEPOXENaTATHISI Kpbroepat Ha M@K, Hamp. IUKIOCTIOPHH, KBM APYTH, KOUTO ca
JUIICHN OT TO3HM e(EeKT, HaMp. TAKPOIUMYC, CHPOIIUMYC, OelaTarienT, Hiu 00paTHO, Thi KaTO TOBA
MO3Ke J1a JoBene A0 mpoMenu B ekcro3unusata Ha MOK. JlekapcTBa, KOUTO MOBIUSABAT
eHTepoxenaTaaHus IUKbI Ha MOK (Hamp. konecTupaMuH, aHTHOHOTHIIN), TPAOBA Jla Ce M3MOJ3BAT C
MTOBUIIICHO BHUMAHHKE ITOPaaX MOTSHITHAIa UM 32 HaMaJIsiBaHEe Ha TUTa3MEHUTE HUBA HAa MUKOGEHOIIaT
1 HeroBaTa e(pUKacHOCT (BXK. ¢hIno Touka 4.5). Cieq HTpaBEHO3HO IPUIIOKEHIE Ha MUKO(EHOIaT
MO(QETHII Ce 0YaKBa M3BECTHA CTETICH Ha EHTEpOXEINaTalleH KpbroBpar.

ITpenoppuBa ce MukopeHomaT MOGETHII 1a He e MIPUIIara ChIIbTCTBAIIO C a3aTHONPHH, 3aI[0TO
TaKOBa CHIIBTCTBALIO MPUIIOKEHUE HE € MMPOYUEHO.

CBHOTHOIIICHHUETO PHCK/TION3a Ha MUKO(EHOIAT MO(ETHIT B KOMOMHAIIUS ChC CUPOJIUMYC HE €
YCTaHOBEHO (BK. CHINO TOUKa 4.5).

TeDaHeBTI/IT-IeH JICKAapCTBECH MOHUTOPHUHI

[Tpu npomMsiHa Ha KOMOMHHMpaHaTa Teparus (HaIp. MPEeMUHABAHE OT CXEMU C IIUKIIOCIIOPUH Ha TaKWBa
C TaKPOJIMMYC WM 00paTHO) MOXKE Jja ObJIe TIOJXO/SIIO A C€ MTPOBEAE TEPareBTUYCH JIEKApCTBEH
MoruTOopuHT Ha M®K nnn fa ce ocurypu afekBaTHa IMyHOCYIIPECHs TIPY TMAIMEeHTH ¢ BUCOK
UMYHOJIOTHYCH PUCK (HATIP. PUCK OT OTXBBPJISHE, JICUCHUE ¢ AaHTUOMOTHIIN, TOOABSIHE WITH CITUPAHE HA
MPUIOKEHUETO HA B3aMMO/ICHCTBAIIIO JICKAPCTRO).

CHGLII/IaJ'IHI/I nomnyjaanvuu

[ManueHTHTE B CTapuecka Bb3pacT, B CPABHEHHUE C TTO-MJIQJINTE HHIMBU/IN, MOTAT Ja ObJaT U3JI0KEHH
Ha MOBUIIICH PUCK OT HEXEJTaHH PEaKIMU, KaTO HAKOM HH(MEKIMU (BKIIOYUTEITHO 3a00IsIBaHE C
ThKaHHA MHBA3Ws Ha IIATOMETAIOBUPYC) U €BEHTYAITHO CTOMAIIIHO-YPEBEH KPBBOM3IIUB U OEI0ApOOCH
OTOK (BX. TOuKa 4.8).

TCDaTOI‘eHHI/I ed)eKTI/I

MuxodeHomaT e CriIeH TepaToreH npu xopa. Mima crobmenns 3a crionTanau aboptu (dectora 45% mo
49%) u Bpoaenu Mandopmanuu (n3urcieHa yectora 23% no 27%) ciea eKCo3uIus Ha
MUKO(eHOTaT MOQETHII 110 BpeMe Ha OpeMeHHoCcT. Clie1oBaTeTHo, ISYSHUETO € IMPOTUBOIIOKA3aHO 10
BpeMe Ha OpEMEHHOCT, OCBEH aKO HsIMa JIPYTO MOJXOJSANI0 alTepPHATUBHO JICUSHHUE 32
NpeZI0TBpaTsIBaHE Ha OTXBBPIISHETO HA TpaHCIUIaHTAaTa. [lanimeHTHTE JKEHH C JIETepOIeH TTOTCHITUAI
Tpsi0Ba Ja ObAaT MHPOPMHUPAHU 32 PUCKOBETE U JIa CIa3BaT MPETIOPBKUTE, NaJcHH B Touka 4.6 (Hamp.
KOTpPalENTUBHU METOJTH, TECTOBE 32 OPEMEHHOCT) MPEeIH, 0 BpeMe Ha H CJIE]| JICICHUETO C
MukogeHoaaT ModeTui. Jiekapure TpsOBa 1a rapaHTUPAT, Y€ )KEHUTE, MPUEMaId MUKO(EeHOoIaT
MOQETHJI, ca HasiCHO C PUCKOBETE 3a yBpexkaaHe Ha 0e0eTo, He00X0AMMOCTTa OT e()eKTHBHA
KOHTpAIEMIIHs, 1 HE0OXO0IUMOCTTa He3a0aBHO J1a ce KOHCYITHPAT ChC CBOS JIEKap, aKO ChIECTBYBA
BB3MOXKHOCT 32 3a0peMEeHsIBaHE.

KonTpauenmus (8x. Touka 4.6)

[Topanu cunHUTE KIMHUYHY JTIOKA3aTEJICTBA, IIOKA3BAId BUCOK PUCK OT a0OPT ¥ BPOJICHU
MaopMaluy Ipy U3I0JI3BaHe Ha MUKO(eHOoIaT MOGETHII P OPEMEHHOCT, TPsI0Ba Ja ce MOoJI0XKaT
BCHUYKH YCWIIHS, 3a Ja ce n30erHe OpeMEeHHOCT 1o BpeMe Ha jieueHueTo. [lopaau ToBa, KeHHTE C
JIETEPOJICH TOTSHITMAN TPsAOBa J1a U3MOA3BaT Hail-MaJKo efHa (hopMa Ha HAJCKIHA KOHTPALISTIITHS
(Bx. Touka 4.3) mpenu 3amovYBaHe Ha JEYSHUETO C MUKOPEHOIAT MO(ETHII, IO BpeMe Ha JICYUCHUETO U
B TIPOJIBJDKEHUE Ha IIECT CEIMHIIN CIIe]l IPEYCTAHOBIBAHE HA JICUCHUETO OCBEH aKO N30PaHUST METOJT
Ha KOHTpAIICTIINS € Bb3AbpiKaHue. 3a MpeIoYnTaHe € a ce IMPUIIOKAT JBE JIOMbIBAIIU ce popmu Ha
KOHTpAIIEIIH eJHOBPEMEHHO, 3a JIa CE€ CBEJIC 10 MUHUMYM Bb3MOXKHOCTTA 33 HEYCIIeX Ha
KOHTpAIENIUATa U HeXKellaHa OpeMEHHOCT.

3a cBBeT 3a KOHTpalCIus mMpu MbKE€ BUIKTC TOYKaA 4.6.
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OOy4uTETHN MaTEPHAIN

3a ;1a ce moIMOMOTHAT MAIIMEHTUTE Jia n30erHar (heTalHa eKCIO3UIMS Ha MUKO(EHOIIAT | 3a Ja ce
OCHUTYpH TOTbITHUTETHA BaykHAa MH(opMaItus 3a 6e3omacHocT, [IpurexaTensT Ha pa3pelieHneTo 3a
ynotpe0a 1me npeocTaBu O0yIUTETHH MaTepraIl Ha MEIUIIMHCKUTE CIIeUaNiCT. B oOyanTenanTe
MaTepHUaH IIe ce TMOACHIAT MPEeAYNPEXACHUATA OTHOCHO TEPATOreHHOCTTa Ha MUKO(EHOIAT, IIIe Ce
JlaZie ChBET 3a KOHTPALICTILUS IPEIN 3alI0YBAHETO HAa TEPANUITa U YKa3aHUS OTHOCHO
HEOOXOMMOCTTA OT U3CJIe/IBaHe 32 OpeMeHHOCT. JlekapsAT TpsOBa /1a 1aBa ITbJiHA HHPOpMAIIHS 32
MAIMeHTa OTHOCHO TEPATOrCHHUS PUCK U MEPKHTE 3a Tpe/Ia3BaHe OT 3a0peMEHSIBaHE HA )KCHUTE C
JIETepO/IeH TTOTEHIINAJ U Ha MTAIINEHTUTE MBKE, aKO € TIOXO/ISIIIO.

JIOIBIHUTEIHU NPEAIa3HU MEPKHU

[ManuenTure He TpsOBa Ja AapsABAT KPHB M0 BpeMe Ha JICYEHUETO WIH B pAMKHUTE Ha TIOHE 6 CeIMHIIN
cJen MpeKpaTsBaHe MpruemMa Ha MuKodeHomaT ModeTmt. Mbxere He TpsiOBa 1a ObIaT JTOHOPH Ha
criepMa Io BpeMe Ha JICUCHUETO WM B paMKuTe Ha ToHe 90 THU clies MpeKkpaTsaBaHe pueMa Ha
MUKO(GEHOIAT MO ETHIL.

CupprkaHue Ha mojgucopoar

To3u nekapcTBeH NPOAYKT Chabpxka 25 Mg noaucopoat 80 BbB Beeku (hakoH. [ToaucopdaTtuTe Morat
Jia IPSTU3BUKAT AICPTUUHHU PEaKIIHH.

CpabpykaHue Ha HATPUN

To3zu nekapcTBEH MPOAYKT ChABPXKA MO-Maiko oT 1 mmol Hatpuii (23 mg) Ha 1034, T.€. MOXKE Aa ce
Kake, 4e MPaKTUUECKH HE ChAbPIKA HATPHUIL.

4.5 B3zauMmoneiicTBHe ¢ APYrd JeKaAPCTBEHH MPOAYKTH M APYrd (JOpMHU Ha B3auMo/elicTBHE

ALIMKJIOBHD

HabnronaBanu ca 1mo-BHCOKY HUBA HA TNIA3MEHU KOHIIGHTPAIIMU Ha alUKIIOBUP, KOraTo MUKO(EHOIaT
MO(QETHII € MPIJIATaH C aAlUKIOBHUP, OTKOJIKOTO MPH CAMOCTOSITEITHO IPHUIIOKCHHIE Ha allUKIIOBUP.
IIpomenuTte BbB hapmakokuHernkara Ha MOKI (deHosoB rimokypouna Ha MOK) (MDKIT ce
noBuIana ¢ 8%) ca OWIM MUHUMATHHU M HE CE CUUTAT 3a KIIMHUYCCKH 3HAYMMH. Thi KaTo MIa3MeHHUTE
koHIeHTparu Ha MOKI', kakTo 1 KOHIIEHTpalMUTE Ha allMKJIOBUD, CE MIOBUIIIABAT IIPU OLOPEIHO
YBPEXKIaHEe, Ma Bb3MOXKXHOCT MUKO(EHOJAT MOGETHIT M allUKJIOBUD HIIM HETOBUTE IIPEKYPCOPH, HAIIp.
BaJIAIIMKIIOBUD, J1a C€ KOHKYpHpAaT 3a TyOyJIHAaTa CEKPEIUS U 110 TO3U HAYUH JOIBIHUTEIHO J1a Ce
yBEJIMYAT KOHIEHTPAIIMUTE Ha JIBETE JIEKapPCTBA.

HeKaDCTBeHI/I IIPOAYKTHU, KOUTO IMOBJIUABAT CHTCPOXCHATAJIHUA KPBIroBpaT (Hann. KOJCCTUPAMHUH
LUKJIOCIIOPUH A, aHTHOMOTHIIN)

Tpsi6Ba na ce BHMMaBa Ipu yrnorpedara Ha JIEKapCTBEHH MIPOILYKTH, KOUTO TTOBIUSIBAT
CHTepOXeTaTalHusI KPhroBpar, opaar Bb3MOKHOCTTA 32 HAMaJICHHE Ha e(pHKACHOCTTa Ha
MuKodeHoaatT Mo eTHI.

Konecmupamun

Crnen emuanyna 103a 1,5 g MukogdeHonat MopeTri Ha 3paBH JIMIA, HA KOUTO MPEIBAPUTEITHO ca
JaBaHu 4 g KOJIECTUPAMUH TPU MTBTH THEBHO B MPOABLIDKCHUE HA 4 JHU, € HaOJI0/JaBaHO HaMAaJICHHE
Ha AUC Ha MOK ¢ 40% (Bx. Touka 4.4 u Touka 5.2). [Ipy ChbIbTCTBAILO MPUIIOKEHUE TPSAOBA J1a Ce
BHHMAaBa I0paJy Bh3MOKHOCTTA 3a HAMaJIeHHE Ha €(PUKACHOCTTa Ha MUKO(EHOJIAT MO(ETHIL.

Luxnocnopun A
dapmakokuHeTHKaTa Ha nukinocnopud A (CSA) He ce MoBiIHsABa OT MUKO(QEHOTIaT MO(ETHII.

HaHpOTHB, dKO CC IIPCKPATHU CAHOBPEMCHHOTO JICUCHUC C CSA, TpSI6Ba Ja C€ O4YaKBa ITOBHUIIIaBaAHC Ha
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AUC na M®K c okono 30%. CSA noenusiBa eHTepoxenarainus Kpbroepat Ha MOK, koeTo Boau 10
HamasieHa excriozunys Ha MOK ¢ 30 - 50% npu nanuenT ¢ 6p0pedHa TpaHCIUIaHTaLNs, JIEKYBAaHH C
MukogeHonat Modetun u CSA, B CpaBHEHHE C MAMEHTH, IPUEMAIIIA CUPOJIUMYC WK OellaTalent u
noJo00HM 1031 MEKO(eHoIaT ModeTu (BXK. cbio Touka 4.4). OT apyra ctpaHa, TpsAOBa Ja ce 04aKkBaT
IPOMEHH B ekcro3uiiusiTa Ha M®K npu npemuHapane Ha nanueHTUTEe OT CSA KbM €IUH OT
HMYHOCYIIPECOPUTE, KOUTO HE MOBJIMSABAT EHTEpOXenaTaaiHua kb1 Ha MOK.

AHTHOHOTHIINTE, SITUMHUHUAPAIIM OAKTEPUUTE, TIPOIYIIUPAIIH B-TIIIFOKYpOHH/Ia3a B uepBara (Harp.
KJIACOBETE AaHTHOMOTHUIH AMHUHOTIIMKO3UIH, Ie(anocrnopruHu, GIIyOpOXUHOIOHH U TICHUIMINHN),

MOJYKE J1a TOBIHUAAT eHTepoXenaraanus Kpbrospat Ha MOKI'/M®K, kato ToBa BOIAM 10 HaMajieHa
cuctemHa excrio3uiysi Ha MOK. ma undopmanms 3a ciiegauTe aHTHONOTHIIN:

Hunpoghnokcayun unu amokCuyunrun naoc Kiagy1anoea KUceiuna

Cro01maBa ce 3a HamalsiBaHe Ha Hal-HUCKUTE KoHIeHTpanuu Ha M®K ¢ okoro 50% mpu perunueHTn
Ha ObOPEUCH TpaHCIUIAHTAT B THUTE HETIOCPEICTBEHO CJIE] 3all04YBaHe HA IEPOpajIeH
UnpodIOKCAMH MM aMOKCHLIMIIMH IUTIOC KJlaByJaHoBa KucennHa. Habmogasa ce TeHaeHuus 3a
HaMaJsBaHE Ha TO3M €EeKT NP MPOIBIDKUTENHA yIoTpeda Ha aHTUOUOTUIIUTE M OT3BYYaBaHE 10
HSKOJIKO JTHU CIIe]] TPEKPATABAHETO HAa aHTUONOTHKA. [I[pOMEeHNTe B Hall-HUCKUTE HUBA MOXeE J1a HE
OTpa3sBaT TOYHO MpoMeHuTe B obmaTta excriosuims Ha MOK. [Topaan ToBa npomsiHa B 103aTa Ha
MUKO(eHOIaT MOPETHII OOMKHOBEHO HIMA Jla € He00XO0AMMa IPH JIMIICA Ha KIIMHUYHU JTaHHU 3a
HapyieHa (GyHKIUS Ha prcajkara. TpsaoOBa 1a ce U3BbpIIBa 00aue CTPUKTHO KIIMHUYHO HaOII0/IcHHE
10 BpeMe Ha JICYUCHUETO ¢ KOMOMHAIMATA U MAJIKO CJIel aHTHOMOTHYHATA TePAITHSL.

Hopgnoxcayun u memponudason

[Tpm 31paBu 1OOPOBOIIHM HE € HAOIIOIaBaHO 3HAYMMO B3aUMO/ICHCTBIE, KOraTo MUKO(eHomaT
MOQETIII € IpUJIaral ¢THOBPEMEHHO ¢ HOP(IIOKCAIMH WM ¢ MeTpoHHaa30s. Ho komOuHanusTa Ha
HOP(QJIIOKCALIMH ¥ METPOHHUJa30J1 HamassiBa ekcrio3unusiTa Ha MOK c okono 30% crex eanHudHa 1032
MUKO(GEHOTIAT MO(ETHLI.

Tpumemonpum/cyngpamemOrcazon
He e nabnronaBan edekt BbpXy OuoHammuHOCTTa HAa MOK.

JIekapCTBEHU NPOAYKTH, KOUTO HNOBIMSIBAT LJIFOKYPOHHUPAHETO (HaHD. HN3aBYKOHA30J, TCHMI/ICBDTEIH)

C’LH’BTCTBaH_IOTO IMPUJIOKCHUC Ha JICKAPCTBA, MOBJIUABAIIU I'TIOKYPOHUPAHCTO Ha M@K, MOXE Ja
IMPOMCHU CKCIIO3MIHATA Ha MOK. Hopazu/l TOBa CC MPLIOpBHIBA MOBUIICHO BHUMAHUC, KOIraTO TC3U
JICKApCTBa CC MpujraraT CAHOBPEMCEHHO C MI/IKO(l)CHOJ'IaT MO(l)CTI/IH.

H3asyxkonason
IMoumenune Ha excriosunmsaTa (AUCo..) Ha M®K ¢ 35% e Hab1r01aBaHO TPH CHITHTCTBAIIO
MIPUJIOKEHUE C N3aBYKOHA30J.

Teamucapman

ChIbTCTBALIOTO NPHIIOKEHHE HA TEIMUCAPTaH U MUKO(eHoIaT MO ETHI BOAU 10 HaMallsiBaHe Ha
koH1eHTpanuure Ha MOK ¢ okono 30%. Tenmucapran npomens enuMmuHupanero Ha MOK, karo
3acunBa excripecusta Ha PPAR rama (mepokcuzoM npomudeparop-aKTUBUPaH PEIenTop rama), KoeTo
OT CBOsI CTpaHa BOJIH JI0 TIOBUIIIEHA EKCIIPECHsI M aKTHBHOCT Ha ypuIuH audocdar mzohopma 1A9 na
rimoKypoHmt Tpancgepaszara (UGT1A9). [Ipu cpaBHsBaHE HAa YECTOTUTE HA OTXBBPIISTHE Ha
TpaHCIIJIAaHTaTa, YeCTOTUTE Ha 3aryba Ha mpucaakaTa Wi IpopurbT Ha HEXKETIaHH CHOUTHS TpU
HAalMeHTHTE Ha MUKO(pEHOIAT MOETHII ChC U 03 AHOBPEMEHHO JICUEHHE C TEJIMUCAPTaH, He ca
Ha0JI01aBaH! KITMHUYHU TOCJICACTBUS OT (DapMaKOKHHETHYHOTO B3aUMOZCHCTBHE OT THIIA
JIEKapCTBO-JIEKAPCTBO.

Tanyuxnoeup

BB3 ocHOBa Ha pe3ynTaTUTe OT €HO U3CIE[BaHe C AHOKPATHO MPUIIOKECHNE Ha MTPETIOPhYUTETHUTE
71031 MUKO(EeHOIaT MO(GETHIT MEPOPATHO U TAHIIMKIOBUP UHTPABEHO3HO M U3BECTHUTE e()eKTH Ha
OBOPEYHOTO YBpEKIaHE BHPXY (papMakoKHHETHKAaTa Ha MUKO(eHoIaT ModeTHI (BX. Touka 4.2) u
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TaHLUKJIOBUD, CE€ OYaKBa, Y€ €IHOBPEMEHHOTO IIPMJIOJKEHHE Ha TE3U NMPOAYKTH (KOUTO C€ KOHKYpHpaT
3a MEXaHHM3Ma Ha TyOyJTHa CEKpeIusa B ObOpenuTe) IIe TOBEe 10 YBEIMUSCHUE Ha KOHIICHTPAIIUUTE Ha
MOKT u rannuknoBup. He ce oyakBa 3HaunTeNnHa MpoMsiHa Ha (apmakokuHeTrkara Ha MOK u He ce
HaJlara KOpurupaHe Ha J1o3ara Ha MukogeHonat moderun. [lpu manuentu ¢ 6s0pedHo yBpekaaHe,
pU KOUTO MUKO(EHOIaT MOGETUI U TAaHIIMKIIOBUD WM HETOBUTE IIPEKYPCOPH, HAIIP.
BaJIFAaHLIUKJIOBUP, CE IIpUIaraT €IHOBPEMEHHO, TpA0Ba Jja ce clia3BaT IPENOPBKUTE 3a J03UpaHe Ha
TaHLMKJIOBUP U MallMEeHTHTE TPsiOBa 1a ce HalmoJaBaT BHUMATEIHO.

Iepopanuu konmpayenmusu

®dapMakoarHaMUKaTa ¥ (papMaKOKUHETHKATa Ha MIEPOPATTHUTE KOHTPALICTITUBH HE CE MOBJIMBAT B
KIIMHUYHO 3HAYUMa CTETIEH OT €THOBPEMEHHOTO MPHIIOKEHUE ¢ MUKOPEeHOoIaT Mo(eTr (BXK. ChIIO
TOo4YKa 5.2).

Pugpamnuyun

ChIbTCTBAIIOTO PUIIOKEHHE Ha MUKO(EHOTaT MOGETHI U pUaMITUITUH € TIOBEJIO 10 HamalleHa
excrio3unust Ha MOK (AUCq.124) ¢ 18% 10 70% u mipu manueHT!, KOUTO HE PUEMAT IIUKJIOCTIOPHH.
[IpenopbuBa ce na ce MOHUTOPUPAT HUBaTA Ha ekcno3unys Ha M®DK 1 cbOTBETHO J1a ce Kopurupar
JIO3UTE Ha MUKO(GEHOIAT MOPETHIT 3a IO Ibp)KaHEe HA KIIMHIUYHA e()UKACHOCT NIPU €THOBPEMEHHO
NPUIOKEHUE Ha pU(PAMITUIINH.

Cesenamep

Hab6mronaBano e nonmxenne Ha Crax 1 AUCo.12 Ha MOK crotBeTHO ¢ 30% 1 25% npu
€HOBPEMCHHO MPUIIOKECHUE Ha MUKO(EHOIAT MOPETHI U ceBenaMep 0e3 HIKAKBO KIMHUYHO
3Ha4YeHue (T.e. OTXBBPJISIHE Ha NpucakaTa). [IpermopbhbuuTenHo € Bee MakK Jia ce npuiara MukodeHosar
Mo(deTHII TIOHE eIMH Yac Mpe/I WK TP Yaca cJie/l IPUEM Ha ceBeaMep, 3a Jia ce CBeJie 10 MUHUMYM
eexThT BhpXyY pe3opoiuaTa Ha MK, Hsama mannam 3a mpuiokeHneTo Ha MUKo(eHoIaT MO(eTHII ¢
npyru hocdaT-cBBp3BAILU BEIIECTBA, OCBESH CeBelIaMep.

Taxponumyc

[pu manmenTyn ¢ YepHOAPOOHA TPACIUIAHTALUS, TIPH KOUTO € 3aIll0YHATO JIeYeHHE CMUKO(EHOIAT
mogerun u Takporumyc, AUC u Cmax Ha MDK, akTuBHUAT MeTabonUT Ha MUKOodeHoIaT ModeTHI, He
ca OWJIM 3HAYMMO TIOBJIMSTHH NIPU €THOBPEMEHHO MPHIIOKEHHE ¢ Takpoaumyc. Hanporus,
HaOIro1aBaHo e nopuinenue ¢ npudamsuresHo 20% rwa AUC Ha TakpoMMyc TIPU MHOTOKPATHO
npuiIokeHue Ha Mukodenonat moderw (1,5 g 1Ba MbTH JHEBHO) Ha MAMEHTH C YEPHOAPOOHA
TpaHCIUIaHTalLusl, TpueMany Takponumyc. [Ipu nauuentu ¢ 6p0peuna TpancIulaHTanus, odaue,
KOHIICHTPAIMATA Ha TAKPOJIIMMYC U3IJIEkK 1A HE ce MPOMEHs 0T MUKO(eHoIaT MO(eTH (BXK. CHII0
Touka 4.4).

Kuesu saxcunu
JKuBu BakcuHu He TPsiOBa Ja ce HpuIaraT MpH MalMeHTH ¢ HAPYIIEH MMYHEH OTTOBOP. AHTHUTSIIO

OTrOBOPBT KbM JPYTH BAKCHHH MOKeE J1a ObJie HamalleH (BXK. ChIIO Touka 4.4).

IlequaTpuyna IOmyJdanus

HpquBaHI/m 3a B3aHMOHeﬁCTBHHTa Ca MPOBCKAAHU CaMO MPU BB3PACTHHU.

TloTeHnMagIHN B3aMMOACHCTBHUSA

EnHOBpeMEHHOTO PUIIOKEHHE Ha MPOOSHEIH]T ¢ MUKO(EeHOJIAT MODETHII IPU MAaHMYHU € JTOBEJIO JI0
TpUKpaTHO noBuieHue Ha asMenara AUC na MOKT'. 1o To3u HauMH APYTH JIEKapCTBa, 38 KOUTO
ce 3Hae, 4Ye ca MOJUIOKEHHU Ha TyOyIiHa cekpenus B Oh0pernuTe, Moxe na ce koukypupar ¢ MOKI u
TaKa Jia ce MOBHIIAT IIa3MeHuTe KoHueHTpauu Ha MOKI™ unu Ha npyru 1ekapcTBa, TUMUHUPAHU
upe3 TyOyJIHa CeKpeIrs.
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4.6 @epTuauTeT, GPEMEHHOCT U KbPMEHe

KeHu ¢ geTepoAcH MOTCHIAT

TpsibBa na ce u30sirBa OPEMEHHOCT, JOKATO ce mpreMa Mukodenonat Mmoderun. Ilopaau ToBa, JKEHUTE
C JIeTepoJIcH MOTEHIIMA TPSIOBa J1a U3MOJI3BAT HAll-MalIKo efHa (opMa Ha Ha/IeXKTHA KOHTPAIICTIIIHS
(Bk. Touka 4.3), mpey Ja 3aM0YHAT TepanuiTa, 1o BpeMe Ha JICUCHHETO U B MPOABIDKCHUE HA IIECT
CEJIMUIIM CJIE TPEyCTAaHOBSABAHE HA JICYCHHETO OCBEH aKO M30PaHUAT METO ] HAa KOHTPAIICTIITHS €
BB3AbpKaHue. 3a MPEIOYnTAHE € JIa ce TPUIIOKAT €THOBPEMEHHO JIBE JOMBIBAIIM ce POpMHU Ha
KOHTpAIIEIIIHS.

BpemenHoct

Muxodenonat MoheTH € IPOTUBOMOKAa3aH [0 BpeMe Ha OPEMEHHOCT OCBEH aKo HsAMa APYTo
HOAXOAAIIO AITEPHATUBHO JICYEHHE 3a IIPEAOTBPATABAHE HA OTXBBPJSIHETO HA TPAHCIUIAHTATA.
Jleuenuero He TpsiOBa Ja ce 3amouBa 0e3 J1a € HaJIuIle OTPUIATEIICH TEeCT 3a OPEMEHHOCT, 3a /1a ce
U3KIIIOYH HEeXeJlaHa yrnoTpeda 1mo BpeMe Ha OpeMeHHOCT (Bxk. Touka 4.3).

[NanueHTHTE )XE€HU C PENPOYKTUBEH MMOTEHIMAT TPIOBa Na ObJIaT HHPOPMHUPAHU 33 TIOBUIICHUS PHCK
oT 3ary0a Ha 1u10/1a ¥ BpOAeHU Main(opMaliy B HA4aJOTO Ha JICUSHUETO U TpAOBa fa ObaaT
KOHCYJITUPaHH IO OTHOLIEHHUE Ha Mpena3BaHeTo OT 3a0peMeHsIBaHe U CEMEMHO IIaHUpaHe.

Ipenu na 3amoyHaT Teparnus, )KEHUTE C ACTEPOICH MOTCHIIMAN TPSOBA J]a UMAT JBa OTPULIATCITHH
pesyJirara OT CepyMEH HIH YPHHEH TECT 32 OPEMEHHOCT € YyBCTBUTEIHOCT Hail-maako 25 mIU/ml, 3a
Jla e M3KJIIOYM HEBOJIHA €KCITO3MIIMS Ha Tioaa Ha Mukodenonat. [Ipemoprura ce 8 — 10 quu cien
II'bPBUS TECT J1a C€ U3BBPIIM BTOPH TecT . IIpu TpaHCIUIaHTaNMsI HA OPraHy OT IOYMHAIU JOHOPH, aKO
HE € Bh3MOXKHO J1a C€ M3BBpIIAT JBa TecTa mpe3 8-10 q1Hu npenu aa ce 3amodHe jJedeHreTo (mopaiu
BPEMETO, CBBP3aHO ¢ HATMYHOCTTa HA OPraHWTE 33 TPAHCILIAHTALUS), TECT 3a OPEMEHHOCT TPsIOBa J1a
Ce U3BBPILHU HEMOCPECTBCHO MPE/IN 3a0YBaHe Ha JICYCHUETO, a OlIe e1H TecT - ciea 8-10 aHu.
TecToBeTe 3a OpeMEHHOCT TPsOBA J1a Ce MOBTOPSIT, aKO € KIIMHUYIHO He0OX01uMo (Hamp. ciiej
chOOIIaBaHE 32 HAKAKBB MPOIYCK B KOHTPAIIEHIUATA). Pe3ynTaTuTe OT BCHYKH TECTOBE 3a
OpeMeHHOCT TpsAOBa Jia ce 00CHKIAT ¢ naiuenTa. [lanuenture TpsiOBa fa ce MHCTPYKTUPAT Ja ce
KOHCYJITUpAT HEe3a0aBHO C JICKYBAIIMs CU JIEKap MMPU HACThIIBaHE HA OPEMEHHOCT.

MuxodeHonat e MOIIEH TepaTOreH 3a YOBEKa, KaTo ChIECTBYBA MOBHUIIECH PUCK OT CIIOHTAHHU

a0opTH U BPOACHU MapOopMaliy B ClIydail Ha €KCIIO3UIIHS 110 BpeMe Ha OPEeMEHHOCT;

. cbOOIIABAT Ce CHOHTaHHU a0opTH pu 45-49% OT OpeMEHHUTE KEHU C EKCIIO3ULIUS Ha
MuKodeHonat MmodeTus, B cpaBHeHHE ¢ yecToTa Mexay 12 u 33% mpu 60sHu ¢
TpaHCIUIAHTAIUS HA COJIHU OPTaHH, JIEKyBaHU C UMyHOCYIIPECOPH, Pa3IMUHH OT
MUKO(EHOTIaT MO(ETHII.

. B®3 ocHOBa Ha cBHOOLIEHHMS OT IUTEpaTypaTa, MajapopMauy ca ce nosaBuwiIn npu 23 10 27% ot
KUBHUTE PAXKJAHUS TP KEHH C KCIIO3UIINS Ha MUKO(eHOIaT MOGETHII IT0 BpeMe Ha
OpemMeHHoOCT (B cpaBHeHHE C 2 10 3% OT )KUBUTE paKJaHusl B 001IaTa MMOMyIaIUs U
npuOaU3UTENHO 4 10 5% OT )KMBUTE Pa’KAAHUS NIPU PELUIIMEHTH C TPAHCIUIAHTALUS Ha
COJIMJTHU OpTaHu, JEKYBaHH C HIMYyHOCYIPECOPH, Pa3IHYHNA OT MHKO(EHOIAT MOQETHII).

IIpu mocTmMapkeTHHrOBaTa ynorpeda ca HabI0JaBaHu BPOIeHH MaihOpMAIIHH, BKIFOUUTEITHO
CHOOLICHNS 32 MHOYKECTBEHH Ma(opMaluy IpH Jela Ha NalMeHTKH ¢ eKCIIO3UIHs Ha MUKodeHoaT
B KOMOMHAIUS € APYTH UMYHOCYTIPECOPH 10 BpeMme Ha OpemeHHocTTa. Hali-uecto ce cho0mmaBaT
cleIHUTe Maji(opMaIuu:

. AHOMAaNUU Ha YXOTO (HAIp. MATOJIOTHYHO 0(OPMEHO WM JIUTICBAIIO BHHIIIHO YXO0), aTPe3us Ha
BBHIITHUS CITYXOB KaHal (CPEIHO YXO);

. JlunieBu Masgopmarium, KaTo IenKa Ha YCTHAaTa U HeOIIeTO (3aelIka yCTHA, Bh4a yCTa),
MUKPOTHATHS U XUIIEPTEIOPU3bM Ha OPOUTHUTE;

. AHoManuu Ha ouuTe (HaIp. KojlodoMma);

. Bponeno chpneuno 3abonsBane, KaTo ASPEKTH HA PSACHPAHUS U KAMEPHUS CENTYM,
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. Masnhopmanuu Ha IPbCTUTE (HATIP. TONUAAKTUIINS, CHHIAKTHIINSA ),

. Tpaxeo-e30dareanan ManxpopManuy (Hamp. aTpe3us Ha XpaHOIIPOBOIA);
. Mandopmanru Ha HepBHaTa cUCTeMa KaTo spina bifida;
. AHomanuu Ha ObOpenuTe.

B nonbiaHeHHe ©Ma OTACIHH ChOOIIECHHUS 3a CICAHUTE MaIhOpMaIIUu:

. MuxpodTanmus,
. Bpojena kucta Ha XOpOUTHHS TUIEKCYC,
. Arenesus Ha septum pellucidum;

® AreHesunst Ha OOOHSATEIHUS HCPB.

IMpoyuBaHusATA IPH KUBOTHH TIOKA3BAT PEIPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3).

Kspmene

OrpaHn4eHu TaHHH TIOKa3BaT, Ye MUKO(EHOI0BaTa KHCEIHA ce eKCKpeTHpa B kKbpMaTa. [lopaau
BEPOSITHOCTTA OT CEPUO3HU HEXeEJIaHU PEaKLUH KbM MUKO(EHOJIOBAaTa KUCEIUHA IPU KbpMadeTaTa,
JICYCHUETO € MPOTHBOIOKA3aHO NPU KbpMauku (BXK. Touka 4.3).

Mmpbxke

OrpaHuyYeHUTE HAJTUYHU KIMHUYHA JaHHU HE MOKa3BaT MOBUIIEH PUCK OT Mai(opManuu wiu abopt
ciem eKco3uIs Ha OamaTa Ha MUKOoQeHoIaT Mo(eTHII.

MO®K e momieH TepatoreH. He e u3sectno nanu M@K npucsctsa B cnepmata. Mzuncienus,
OCHOBABAIIM C€ HAa JaHHM IPH KUBOTHH, TOKA3BaT, Y€ MaKCUMaIHOTO KonudecTBo MK, koero
HOTEHIMAIHO MOXKE JIa Ce MPEeHece B )KEHa, € TOJIKOBA HUCKO, 4e OM OMII0 MHOTO MaJIKO BEPOSATHO Ja
okaxke eext. [Ipu npoyuBaHus MpH KUBOTHU € JOKA3aHO, Y€ MUKO(EHOIAT € TeHOTOKCHYEH B
KOHIIEHTpAIMK CaMO MaJIKO HaJAXBBPJIAIIN TEPAEBTHUHUTE €KCIIO3ULIUU MIPU XOpa, TAKa Y€ PUCKBT OT
TFEeHOTOKCHYHH e(DEeKTH BHPXY CIIEPMATO30HINTE HE MOXKE JIa C€ U3KIIIOUHM HAITBJIHO.

ITopanu ToBa ce mpenopbrYBAT CIETHUTE NIPENNIA3HA MEPKH: MIPENOPHYBA CE€ CEKCYaTHO aKTUBHUTE
MAIMEeHTH MB)KE WM TEXHUTE MapTHbOPKH Ja U3MOI3BaT HaIEK/IHA KOHTPAIIETIIUS 110 BpeMe Ha
JICUCHUETO Ha MallMeHTa MBXK U B IPOIbIDKEHNE Hai-Maiko Ha 90 AHU cien mpeKpaTsBaHe npuemMa Ha
Mukodenonat Mmoderui. [lanuenTiTe MbXe ¢ penpogyKTUBEH MOTEHIMAT TPAOBa 1a Obaat
YBEIOMEHH U 1a OOCHAST C KBATU(PHUIUPAH MEIULINHCKH CIEHUAINCT MOTEHIIUATHUTE PUCKOBE,
CBbP3aHU ChC 3aUEBAHE HA JIETE.

DepTUInTeT

Muxodenonat MoheTHI He Oka3Ba epeKT BbPXY (EepTHINTETa HA MBXKH TUIHXOBE NIPH TTIEPOPATHA
no3u 10 20 mg/kg/nen. CucteMHaTa eKCIO3UIHS MIPU Ta3K 1032 € 2 — 3 MbTH M0-BUCOKA OT
KJIMHAYHATA €KCIIO3HLUS MPH NPeNopbUYUTEeIHATa KJIMHUYHA 103a 2 §/neH. B npoyuBane 3a
bepTHIMTETA M PENPOAYKIMATA, TIPOBEICHO MPHU KSHCKH IUTHXOBE, epopainu 103 4,5 mg/kg/nen
Npeau3BUKBAT MasihopManny (BKIIOUUTETHO aHOPTAIMHUS, arHaTUs 1 Xuapouedanuns) B HIOTOMCTBOTO
OT ITBPBO HOKOJICHHE TPH JIUIICA Ha TOKCUYHOCT 3a MaiikaTta. ClcTeMHaTa eKCIIO3ULMS MIPH Ta3H 103
e npubnm3utenHo 0,5 MbTH MO-BHCOKA OT KIMHAYHATA EKCIIO3HIIUS MPH MPENOPHUYATETHATA KITMHUYHA
no3a 2 g/nen. He ce HabmonaBat ehekTH BHpXY (QEpTUITUTETA HIIH PETIPOAYKTUBHUTE MTOKA3ATEIH IPH
MalKHUTEe WU B OCIEABAIIOTO OKOJICHHE.

4.7 EdexTu BbpXy criocodHOCTTA 32 mogupaHe u padoTa ¢ MAIIUHA
Muxodenonat ModeTuI oBIUsIBa B yMEpPEHa CTENIEH CIIOCOOHOCTTA 3a IodupaHe 1 paboTa ¢ MaIluHH.

JleueHneTo Moxe Ja IMPpUYIrHA CbHJIUBOCT, 06’prBaHe, 3aMasHOCT, TPEMOP HUJIU XUIIOTOHUA U ITOpaan
TOBa NMNAOUCHTUTEC CC CbBETBAT 1d BHMMABAT, KOTraTO H_IO(i)I/IpaT N pa6OT${T C MalllMHH.
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4.8 Hexenanu JieKAPpCTBEeHH peaKuu

Pesrome Ha ipoduia Ha Oe30macHOCT

Huapus (o 52,6%), neBkonenus (no 45,8%), 6axrepuanan nadpeximn (1o 39,9%) u nospwinane (10
39.1%) ca cpen Hali-ueCTHUTE W/UIIH CEPUO3HH HEKETaHU PEaKIMy, CBbP3aHH C PUIOKEHHETO HA
MUKO(eHOIAT MO(ETHIT B KOMOUHAIIMS C IMKIOCTIOPUH M KOPTHKOCTepouan. MiMa nanHu 3a 1o-
roJIsIMa YeCTOTa Ha HAKOW BUIOBE MHGEKIHH (BXK. ToUuka 4.4).

CruchbK Ha HEXKEIIAHUTE PCaKIi B TaOJIMYEH BHU

HesxenannTe peaknuu OT KIMHUYHUTE U3MUTBAHKS U TOCTMAaPKETHHTOBHS OIUT ca M30pOCHH B
Ta6muua 1 o cucremo-opranet kiaac (COK) no MedDRA 3aenHo ¢ Texaute yectotd. ChOTBETHATA
KaTeropus 4eCTOTa 3a BCAKa HEXKeIaHa Peakis Ce OCHOBAaBa Ha CJICJHATA YCIOBHOCT: MHOTO YECTH
(>1/10), wectu (>1/100 mo <1/10), neuectu (>1/1 000 mo <1/100), penku (>1/10 000 mxo <1/1 000),
muoro peaku (<1/10 000) u ¢ HensBecTHa YecToTa (OT HATMYHWUTE JAaHHHM HE MOXKe Ja Ob/ie HalpaBeHa
ouenka). [lopaau roisiMara pa3nuka, HaOJIIO1aBaHa B YECTOTATA HA HAKOW HEXEIIAaHWU PEaKIUH PU
pa3UYHKTE MTOKa3aHHs 32 TPAHCIUIAHTAI[HS, YECTOTATA € MPECTaBeHa OT/CIHO 3a MAI[HEHTHUTE C
O0BOpeyHa 1 YepHOAPOOHA TPAHCIITAHTALIHSL.

Taoiauna 1 Heskenanu peakuuu B NPpoyBaHUsl, H3C/IeBAIIM JieYeHHeTO ¢ MUKOdeHoaT
Mo(eTHJI IPH BH3PACTHU U IOHOIIH, MJIU NMPY MOCTMAPKETUHIOBO HAO/II0/IeHHe

Hexenana peakuus

(MedDRA)
bnopeuna YepHoapoOHa
CucremMo-opranet Kiac | TpaHCIVIAHTAIUS TPaHCIIAHTALUS
UYecroTa YecroTa
Nudexunu u undecranumn
Bbakrepuanuu nadexuun | MHOro yectu MHoro yectu
MUKOTHYHH HHOEKITUH Yectu MHoro yectu
[Iporo3oiinu nadekmu | Heuectn Heuectn
Bupycuu nadexnmm MHoro yecTu MHoro dyectu

Heonna3mu — 1o0pokavyecTBeHH, 3JI0Ka4eCTBEHH M HeompeaeaeHH (BKJI. KHCTH
U MOJIUIIN)

JloOpokauecTBeHa

HeoIlIa3Ma Ha Ko)KaTa Yectn Yectn
Jlumdom Heuectn Heuectu
JlumponponudeparuBHO

3a00J11BaHe Heuectn Heuectn
Heomrazma Yectn Yectn

Pak Ha xokarta Yectn Heuectn
Hapymiennsi Ha KpbBTa M IUM@HATA CHCTEMA

Anemus MHoro gyectn MHoro JecTu

Uwcra annasus Ha
YepBEHUTE KPbBHU

KJICTKH Heuectn Heuectu
KoctHOMO3BUHA

HEJIOCTATBYHOCT Heuectn Heuectn
Exxumosa Yectu Yectu
JleBKOIMTO3a Yectu MHoro Jectu
JleBkOmeHUs MpHoro uectu MHoro uectu
ITarnuToneHus Yectu Yectn
[cesaoaumdom Heuectn Heuectu
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Hexenana peakuus

(MedDRA)

bnopeuna YepHoapoOHa
CucremMo-opranet Kjiac | TpaHCILUIAHTAIUSA TPaHCIJIAHTALMSA
TpoMOOIUTONICHHS Yectu MHoro dyectu
Hapymennss Ha MeTa00JIM3Ma U XPaHEHETO
Anmnoza YecTtn Yectn
XunepxosecteposemMusi | MHoro yectu Yectn
XuneprivmkeMus Yectu MHoro dyectu
XunepKajaueMust Yectu MHoro dyectu
XunepaunuaeMus Yectu Yectn
XHIoKaJIIueMus YecTtn MHoro JecTu
XUMOKAJIMEMUS Yectu MHoro yectu
XHIOMarHe3ueMus Yectu MHoro yectu
XumnodochareMus MHoro0 9ecT MHoro Jectn
Xumnepypuxkemust Yectu Yectn
I'yma Yectu Yectn
HamazneHo terno Yectu Yectun
IlcuxuyHu HapyleHus
CocrosiHuE Ha
o0BpKBaHe UecTtn MHoro yectu
Henpecust Yectu MHoro dyectu
bescpHue Yectu MHoro yectu
Axwuranus Heuectn Uectn
TpeBoxkHOCT UecTtn MHoro yectu
AOGHOPMHO MHCIICHE Heuectn Yectn

Hapymiennsi Ha HepBHaTa cucTeMa

3amastHOCT Uectn MHoro yectu
['maBoOosme MHoro yectu MHoro yectu
MyCcKyJeH XUIIEPTOHYC Yectu Yectn
[Tapecreznn Yectu MHoro yectu
CpHIHMBOCT Uectn UYectn
Tpemop Yectu MHoro dyectu
Konsyncun Yectu Yectn
Hucreysus Heectu Heuectn
Chbpaeynn HapymeHust

Taxukapaus | Yectu | MHoro dyectu
CbaoBu HapylLIeHHs

XuneproHus MHoro yectu MHoro yectu
XunotoHust UecTtn MHoro yectu
Jlumbonene Heuectn Heuectu
BenoszHa Tpom0o03a Yectu Yectu
Bazonunatanus Yectu Yectn
PecnupaTopuu, rpbIHN 1 MEINACTHHAJIHA HAPYIIEHHUS
Bponxuekrasus Heuectn Hewectn
Kanutnna MBHoro yectu MHoro yectu
Jucnues MHoro gectu MHsoro gectu
WuTepcrunmanna

OenoapoOHa GoecT Heuectn MHoro penku
IneBpasieH U3nuB Yectu MHoro dyectu

BenonpobHa hubposza

MHoro peaku

Heuectn

CToMalHO-YpeBHH HAPYIIEHUSI

KopeMHa JAuJiaTalus

Yectu

MHoro uectu

Kopemna 6onka

MpHoro uectu

MHoro uectu
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Hexenana peakuus

(MedDRA)

bnopeuna YepHoapoOHa
CucremMo-opranet Kjiac | TpaHCILUIAHTAIUSA TPaHCIJIAHTALMSA
Koaut Yectu Yectn
3anek MHoro yectu MHoro yectu
Hamanen anetut UecTtn MHoro yectu
Hmapus MHoro yectH MHoro yectu
Jucnerncus MHoro gectu Mmnoro gectu
Ezodarur Yectn Uectn
Epyxkramus Heuectn Heuectn
PuaTyneHIus Yectu MHoro yectu
lactpur Yectu Yectu
CroManrHo-4peBeH
KPBBOU3JIUB Yectu Yectn
CromamHo-ypeBHa si3Ba | Yectn Yectn
Xunepmiasus Ha
BCHLINTE Yectu Yectn
Hneyc Yectu Yectu
S13BU Ha ycTarta Yectu Yectn
T'agene MpHoro uectu MHoro uectu
ITankpeatur HeuecTtu Yectu
Cromartur Uectn Uectn
[ToBpbiane MHoro yectu MHoro yectu
Hapyuiennss Ha HIMYHHATA CHCTEMa
CBpBXUYYBCTBUTEIHOCT Heuectn Yectn
AHadwmrakTHaHA
peaxiuu C Hem3BecTHa YeCTOTa C Hem3BecTHa 4ecTOTa

XunoraMarao0yInHEMHS

Heuectn

MHoro penku

XenaToOnJIHAPHA HAPYLICHHUS

VYBennueHa ajgkairHa

docdaraza B KppBTa Yectn Uectn
YBenuueHa J1akTaT

JeXUAporeHasa B kppera | Yectu Heuectn
YBenuueHu

YEPHOAPOOHH SH3UMHU Yectu MHoro dyectu
Xenatur UecTtn MHoro yectu
XunepouaupyOrnHEeMHUSI Yectu MHoro yectu
Kparenuna Heuectu Yectn
HapyuieHusi Ha K0KaTa U MOAKOKHATA ThKaH

AxHe Uectn Uectn
Aronerus Yectu Yectu
O6pus UecTtn MHoro yectu
Koxxna xuneprpodust Yectn Uectn

Hapymiennsi Ha MyCKYJIH

0-CKeJIeTHATA CUCTEMA U Ch

CAMHUTC/THATA ThbKAH

Aprpanrus

Yectu

Yectu

MyckyiHa cnabocT

Yectu

Yectu

Hapymenns Ha 0b0peniTe M NMKOYHHUTE MbTHINA

VYBenuueH KpeaTHHUH B

KpbBTa Yectu MHoro dyectu
YBenuyeHa ypes B

KpbBTa Heuectn MHoro yectu
XemaTtypust MHoro yectu Yectu
YBpexaaHe Ha Yectu MHoro dyectu
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Hexenana peakuus
(MedDRA)

CI/ICTeMO-OpFaHeH KJ1acC

bnopeuna

TPAHCIVIAHTAIUA

YepuoapoOua

TPAaHCIVIAHTAIUsA

On0OperTe

OO0mm HapymieHus u ege

KTH HA MSICTOTO HA MMPUJIOKCHHUEC

Actenns

MpHoro uectu

MHoro uectu

CryaeHu TpbIKU UecTtn MHoro yectu
OTtok MHoro yectn MHoro yectu
XepHust Yectu MHoro dyectu
Hepasnonoxenue Yectu Yectn

bonka UecTtn MHoro yectu
ITupexcust MHoro yecTu MHoro dyectu

OcTbp BB3NAINTENCH
CHUHIPOM, CBBP3aH C
WHXUOUTOPH Ha
IMypuHOBHS cuHTE3 de
novo Heuectn

Heuectn

Hesxenanu peakuuu, CBbp3aHH ¢ nepudepHa BeHo3Ha HHQy3us ca (puieduT u TpomMO03a, KaTo H JABETE
ca HabmonaBanu npu 4% oT nmanuenture, jJekyBanu cbe CellCept 500 mg mpax 3a KoHIIEHTpaT 3a
HH(Y3UOHEH Pa3TBOP.

Onucanve Ha N30paHN HEXKETAHU PEaKITHH

3noxauecmeenu 3abona6anus

[TanuenTure, nonyvyaBamny KOMOWHUpPaHA UMYHOCYIIPECUBHA TEPAIHS, BKIFOYUTEITHO MUKOPEHOIAT
MOQETHJI, ca IOUIOKECHH Ha MMOBHUILIECH PUCK OT Pa3BUTHE HA JIUM(OMH U APYTH 3JI0KaYSCTBCHH
3a0oisaBaHus1, 0cOOEHO Ha KokaTa (BXK. Touka 4.4). JlaHHUTE OT 6€30MaCHOCTTA MPH €HO 3-T'OTUIITHO
MpOyYBaHe MPH MAIMCHTH ¢ ObOpPEeYHa TpaHCIUIAHTAIIMS HE ca TIOKa3aJId HEOYaKBaHU MPOMEHU Ha
YeCTOTaTa Ha 3JI0KAYECTBEHUTE 3a00JISIBaHNS B CPABHEHUE C JAHHHUTE OT M3CJICIBAHETO, IIPOBEKIAHO
B IpoIbDKeHne Ha 1 ronuna. [laruenTuTe ¢ TpaHCIUTAHTANMS HAa YEPEH P00 ca OWiIN MpoCieIsIBaHu
Hali-Majko 1 ToauHa, HO O-MAaJIKO OT 3 T'OJIMHH.

Hngpexyuu

Benuky manueHTH, JIGKyBaHU C UMYHOCYTIPECOPH, Ca MOJIOKEHH Ha MOBHILIEH PUCK OT OaKTepUalHH,
BUPYCHU M MUKOTUYHU HH(EKIUH (HSIKOU OT KOUTO MOTAT Jia IOBEAAT A0 JICTalIeH U3X0N),
BKITIOUUTEITHO TAKUBA, IPUYUHEHHU OT OTIOPTIOHUCTUYHU areHTH U PEaKTUBAIIMS Ha JIATCHTHA BUPYCHA
uH}ekua. PUCKBT HapacTBa ¢ 00II0TO HMYHOCYTIPECOPHO HaToBapBaHe (BK. Touka 4.4). Haii-uecto
CpELIaHUTE ONOPTIOHHUCTHYHH HHPEKIUH TIPH MALMSHTH, NOTy4aBaiy Mukopenonat moderui (2 g
WIK 3 g IHEBHO) 3a€JTHO C JIPyTd HMYHOCYIIPECOPH TI0 BpeMe Ha KOHTPOJIUPAaHH KIMHUYHU
W3MUTBaHUS [TPH NAMEHTH ¢ ObOpeYHa U YepHOAPOOHA TPAaHCIIIAHTAIIMS, IPOCIIE/ASIBAHU B
MPOABIDKEHNE Ha Hall-Malko 1 ToamHa, ca OMIIM KOKHO-JTMUTaBUYHA KaHIuAa, CHHIpoM Ha CMV
BUpeMUs U xepriec cumiuiekc. [lanuenture cbe cunapom Ha CMV Bupemust ca 6mnn 13,5%. Cnyyan
Ha Hedponatus, cBbp3aH ac BK Bupyc, kakTo 1 Ha mporpecuBHa MyATH(OKAITHA
neBkoeHtnedanomarus (IIMJI), cebpp3anu ¢ JC Bupyc, ce cho0maBar Mpu ManueHTH, JISKYBaHH C
HMYHOCYTIPECOPH, BKJIIOYUTEIIHO MUKO(EHOTaT MO ETHI.

Hapywenus na kpvema u aumgnama cucmema

L{uronennuTe, BKIFOYBAIIY JIEBKOIICHHSI, aHEMUSI, TPOMOOLUTOIICHHS ¥ TAHIIUTOIICHHUS, Ca N3BECTHH
PHUCKOBE, CBBP3aHU ¢ MUKO(EHOIaT MOGETHII, U MOTaT Jja JOBEAAT WITH J]a TOMPUHECAT 32 Bb3HUKBAHE
Ha uHpeKMK 1 KpbBou3uBH (BK. Touka 4.4). ChoO1IaBa ce 3a arpaHyJIoNUTO3a U HEYTPOIICHHS,
TIOpaJI KOETO Ce MPErophYBa PeIOBHO MPOCIIEIIBAHE Ha MTAIIUEHTUTE, IPHEMAIId MUKO(eHomaT
modetw (Bk. Touka 4.4). iMa chOOIIeHUs 3a CIy4au Ha aluIaCTHYHA aHEMHSI B KOCTHOMO3bYHA
HEIOCTATHYHOCT NPH MAUCHTH, JEKYBaHH ¢ MUKO(PEHOJIAT MOQETHII, HSIKOU OT KOUTO ca OMiH
(hatamHn.
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Cpo0mraBat ce ciaydad Ha 4rcTa amra3us Ha yepBeHuTe KpbBHU KieTkd (YAUKK) mpu manuentw,
JIeKyBaHU ¢ MUKO(eHonaT ModeTni (BXK. Touka 4.4).

[Tpu nanyeHTH, NeKyBaHu ¢ MUKO(EHOIAaT MOGETHII, ca HAOIF0IaBaHK OTICIHU CITydar Ha aHOMAJTHS
Ha MOp(oJIoTHATa Ha HEYTPODUINTE, BKIIOUNTETHO praobuTa anomanus Ha Pelger-Huet. Tesu
MIPOMEHH HE Ca CBBP3aHU C HapyllleHHe Ha (yHKIUATa HA HeyTpodmiute. Te3n mpoMeHu B
XEMaTOJIOTHYHHUTE M3CIIe/BAHHUS MOXKeE Jia ITOKa3Bar ,,0JeBsiBaHe’” Ha 3peiocTTa Ha HeyTpodminTe,
KOETO MOJKe IOTPENIHO Jla Ce MHTEPIPETHpa KaTo MPpHU3HAK Ha WHPEKIHS P KMYHOCYTIPECUPaHU
MAIMEeHTH, KaTO TAKWBA, KOUTO CE JIEKYBaT C MUKO(EHOJIAT MO(ETILI.

Cmomawno-upesHu HapyueHus.

Haii-cepro3HuTE CTOMAIIHO-YPEBHH HAPYIICHHS ca pa3s3BsBaHE M KPHBOU3IIHB, 32 KOUTO € U3BECTHO,
4e ca CBbp3aHH C MHKO(eHomaT Moderwi. SI3BM B ycrara, XpaHONPOBOJA, CTOMaxa, JyojAeHyMa H
4yepBara, 4eCTO YCJIOKHEHH C KPbBOM3JIMB, KAKTO M XeMaTeMe3a, MeJieHa M XeMOparudHu popMH Ha
racTPUT M KOJUT YECTO CE ChOOIIABAT MO BpeMe Ha OCHOBHUTE KJIIMHUYHHU M3NHUTBaHus. Haii-uectute
CTOMAIITHO-YPEBHU HApYIICHHs obaue ca quapusi, rajcHe U moBpbliaHe. EHIOCKONCKOTO U3CIeaBaHe
Ha MaIMEeHTUTE C TUapHs, CBbp3aHa ¢ MHUKO(QEeHOoIaT MOGETHII, MOKa3Ba OTACIHHU ClIy4an Ha aTpodus
Ha YpeBHUTE BWIH (BXK. Touka 4.4).

Cspvxuyecmeumenrnocm
Nma cho0iieHns 3a peakuy Ha CBPbXYyBCTBUTEITHOCT, BKIIIOUHTEITHO aHTHOHEBPOTHYCH OTOK H
aHa(UIAKTUYIHA PEAKLHSL.

Cvcmosinus, cebpsanu ¢ bpemeHHoCmma, pooosust U NOc1epo0osUs Nepuoo
Cro01maBa ce 3a CIIOHTaHHU a0OPTH NPH MALUCHTKH, U3JI0KEHN Ha MUKO(EHOIaT MOQETHI TJIaBHO
Npe3 IbPBUSL TPUMECTBP, BIXKTE TOUKA 4.6.

Bpooenu napywenus

[Ipu mocTmapkeTHHroBaTa ynorpeda ca HabIOgaBaH BPOAEeHN MajpopMaliy Py Jera Ha
MAIUEHTKH, NU3TI0’)KEHU Ha MUKO(pEHOIaT MOPETHII B KOMOMHAIINSA C IPYTH UMYHOCYTIPECOPH, BHKTE
Touka 4.6.

Pecnupamophu, epvOHU U MEOUACMUHATHU HAPYUWEHUS.

Wma oTnennu cpo01IeHus 3a HHTEpCTHIMANHA OenorpodHa Oonect u 6enoapodHa Gudposa mpu
MAIMCHTH, JIEKyBaHH ¢ MUKO(EHOJIAT MO(PETHII B KOMOHHAIIMS C APYTH KMYHOCYIIPECOPH, HIKOU OT
KOMTO Ca 3aBbPLIMIH JeTaTHO. ViMa 1 choOIIeHus 32 OPOHXHEKTAa3UH IIPH JIella U Bb3PACTHH.

Hapywenus na umynnama cucmema
Nwma cpobmieHus 3a XUIoraMarioOyJIMHEMHUS IPY TAIMeHTH, MTOTyYaBaii MUKo(heHoIaT MOGEeTHIT B
KOMOUWHAIIHS C JPYTH UMYHOCYIIPECOPH.

Obwu napyulenus u egpekmu Ha MACMOMO HA NPUTLOICEHUE

OTOK, BKJIIOYUTEITHO MEPUPEPEH OTOK, OTOK HA JIUIETO M CKPOTyMa, c€ ChOOIaBa MHOTO YECTO II0
BpeMe Ha OCHOBHUTE KIIMHUYHU U3NMUTBAaHUSA. MYCKyITHO-CKelleTHa 00JIKa, KaTo Halp. MUAITHS U 00JKa
B IIMSTA U THP0A, CHIIO Ce ChOOIIABAT MHOTO YECTO.

OcCTbp BB3MATUTEICH CHHPOM, CBBP3aH C MPJIOKCHUETO HA HHXHOUTOPH Ha TyPUHOBHS CHHTE3 de
NOVO, ce ONHMCBa B MOCTMAPKETHHTOBHUS OIIUT KaTO MapaoKcalHa POBB3MAINTEIIHA PEaAKIUs, KOSTO
ce aconuupa ¢ MUKo(eHoIaT MOGETHI U MUKO(DEHOIOBA KHCEINHA, U CE XapaKTepU3npa ¢
(heOpuTUTeT, ApTPATHs, APTPUT, MYCKYJTHA OOJIKA U MOBUIIICHN BB3MAIUTEIHN Mapkepu. OmnrcaHuTe
B JINTEpaTypata ciy4au ca JIEMOHCTPUPAIH ObP30 MOJA00pPEHHUE CIie]l IPEYCTaHOBSIBAHE Ha
JIEKapCTBEHUS TIPOJIYKT.
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CrelyaiHy MOmyIallin

Cmapuecka 6v3pacm

[TanuenTHTe B cCTapyecka Bb3pacT (> 65 roIuHN) MOXKE IO TIPHUHIIUII J1a Ca U3JI0KEHU Ha MO-TOISIM
PHUCK OT HEXKEJIAHU PEAKLUH, IbJKAIIY CE HA UMYHOCYIIpecus. B cpaBHEHUE C MO-MIIAIUTE UHAUBUIAU
MAIMEHTHUTE B CTApUECKa Bb3pacT, KOUTO MOIydaBaT MUKOo(eHoIaT MOMETHIT KaTo 4acT OT
KOMOWHHpaHa UMYHOCYIIPECOPHA TepaIus, MOTaT J1a ObJaT N3JI0KEHH Ha TIOBUIIICH PUCK OT HAKOH
UHQEKIHY (BKIFOYUTEIIHO 3a00JIsBaHe ¢ ThKaHHA WHBA3MsI HA [IMTOMETAIIOBUPYC) U BEPOSITHO OT
KPBBOUIJIMBU B CTOMAIITHO-YPEBHUS TPAKT U OEIOAPOOCH OTOK.

C’BO6H_IaBaHe Ha 10J03MpPaHu HEXKCJIaHU PCAKIINH

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIE]] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakKHO. ToBa IMO3BOJIsIBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIHAINCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
0I03UPaHa HeXKEIaHa Peakiys Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B

[punoxenue V.

4.9 Ilpeno3upane

OT KIMHUYHUATE IPOYYBAHUS U MO0 BPEME Ha MOCTMAPKETUHTOBHSI OTUT Ca TIONYYEHH ChOOIICHHUS 3a
npezo3upane ¢ MUKo(heHomaT MopeTi. B MHOTO OT Te3u ciydau He ce ChOoOIIaBa 3a HeXeIaH!
chOuTHS. B Te3u ciyyan Ha mpeao3upane, KOrato ce ChoOIaBa 3a HeXXeNaH! ChOUTHS, ChOUTHSITA
CHOTBETCTBAT HA MO3HATHUS MPOGHI Ha O€30MACHOCT HA JIEKAPCTBEHHS MPOTYKT.

OuakBa ce, 4e BEpOsITHO IPEI03UPAHETO Ha MUKO(QEHOIAT MO(ETHII O JOBEJIO 10 IPEKOMEPHO
MOTUCKaHe Ha UMYHHATa CHCTEMa M yBeJIMYaBaHe Ha YyBCTBUTEIHOCTTA KbM HH(MEKITUH U MIOTHCKAHE
Ha KOCTHHsSI MO3bK (BK. Touka 4.4). AKO ce pa3Bre HeyTPOIEHH S, MPUIOKESHUETO Ha MUKO(DEHOIAT
MogeTn TpsiOBa a ce MPEeKbCHE WU J103aTa Jia ce Hamaiu (Bxk. Touka 4.4).

He moxe na ce ogakBa, ye XeMOJHaIIN3aTa 1€ MOXeE JIa OTCTPaHU KIMHUYHO 3HAYNMHU KOJINYECTBA
MO®OK umn MOKI'. CekBecTpaHTH Ha ¥ ITBYHUTE KUCEIIMHU KATO KOJIECTUPAMUH MOXKE J1a OTCTPAHAIT
M®K upe3 noHwkaBaHe Ha EHTEpPOXeNaTajJHaTa pEeIUPKYIalus Ha JIEKapCTBOTO (BX. Touka 5.2).

5. DOAPMAKOJIOI'NYHU CBOUCTBA

51 ®@apmakoguHAMUYHM CBOMiCTBA

dapmakoTtepaneBTuuHa rpyna: umyHocynpecopu, ATC koa: LO4AAQG.

MexaHu3bM Ha JIEHCTBUE

Muxodenonat Mmodetun e 2-mopdonunoeruno ecrep Ha MOK. MOK e cenekTrBeH, HEKOHKYPEHTEH
u obparnMm mHxub6uTOp Ha IMPDH 1 mopamu ToBa nHXuOMpa mpTHINATa Ha de NOVO cMHTe3aTa Ha
ryaHO3WHOBHS HyKjIeoTH 1 0e3 nHkoprnopupade B JIHK. M®K nma mo-molieH nmuroctaTiuucH ekt
BBPXY JIUM(OLUTUTE OTKOJIKOTO BBPXY APYTUTE KIETKHU, Thil KaTto mponudepanusara Ha T- u B-
AuMQOIUTUTE 3aBUCH KPUTHYHO OT d€ NOVO CHHTe3aTa Ha ITypPUHUTE, JOKATO IPYTHTE BUIOBE KICTKH
MOTaT J1a U3MO0JI3BaT Pe3ePBHU MBTHUIIIA.

Ocgen unxudbupaneto Ha IMPDH u nomyueHoTto uzuepnsane Ha tumdonurute, MOK nosiussa
CBILIO U KJIIETHYHUTE KOHTPOJIHU TOUKH, OTTOBOPHU 32 METaOOJIUTHOTO MIPOTpaMUpaHe Ha
mumponurute. [Ipu n3non3eane Ha yoseriku CD4+ T-kierku e nokaszano, ye MOK usmectra
TPAHCKPUIIIMOHHNUTE JEHHOCTH B TUM(OIMTUTE OT NPOIH(epaTUBHO ChCTOSHUE KbM KaTaboIHI
NPOLIECH OT 3HaYCHHUE 3a METa0O0IM3Ma U MIPEKHUBSIEMOCTTA, KOETO BOAU 10 AaHEPIUYHO CHCTOSIHHUE Ha
T-KJIeTKUTE, KaTo MO TO3M HAYWH KIIETKUTE 3aI04BaT JIa He OTrOBapsT Ha TEXHUS CIIeUpHUCH
AHTUTCH.

42


https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

5.2 dapmMaKkoKWHETHYHH CBOHCTBa

PasnpeneneHue

Cren MHTPaBEHO3HO NMPHWIOKEHNE MUKO(EHOIAT MOGETHII ce Toyu1ara Ha Obp3 U ITbJIEH METad0IN3bM
1o aktuBHUA MeTabomuT M@K, M3X0oMHUAT MPOIyKT MUKOGEHOIAT MOGETHII MOXKE JIa Ce U3MepBa
CHCTEMHO 110 BpeMe Ha MHTpaBeHo3HaTa HH(y3us. B koHueHTpaumu ot kinHnYHO 3HaueHne MOK ce
CBBP3Ba C I1a3MeHus anOymuH B 97%.

B pesynrtaT oT eHTepoxenaTagHus KpbroBpaT BTOPUYHO [OBUIICHUE HA IUIa3MEeHAaTa KOHIIEHTPALMs Ha
M®K obukHOBeHO ce HabmoAaBa NpubIM3UTeNHO 6-12 yaca ciien mpuemMaHne Ha 103aTa.
EnHOBpeMEHHOTO NPUIIOKEHHE Ha KOJIECTUpaMHuH (4 g TpH IbTH THEBHO) CE€ CBBP3Ba C HAMAJICHHE Ha
AUC na M®K ¢ npubmuzurento 40%, KoeTo Mmoka3ea, 4e eHTEpOXEMaTATHUAT KPbroBpar €
3HAYUTEIICH.

B panHus mocTTpaHcIianTamoHeH nepuos (< 40 qHU ciiesl TpaHCIUIAHTALMATA) MAUCHTUTE C
0bOpeuHa, ChpJcUHAa U YePHOAPOOHA TpaHCILIaHTalUs UMaT pubu3uTeaHo ¢ 30% mo-HUCKH CpeTHU
croitHoctr Ha AUC Ha M®K 1 npubimzutento ¢ 40% mo-Hucku croiiHocTH Ha Crax B CPaBHEHHE C
KBbCHUS TOCTTPAaHCILIaHTAMOHEH nepuoz (3 - 6 Mecena ciie TpaHCIUIaHTaIUATa).

BbuorpancdhopMmarus

M®K ce meraboim3upa npeJuMHo upe3 Tokyponu tpancdepaszara (UGT1A9 uzopopma) 1o
obpasyBaHe Ha HeakTHBEH PeHo0B rmoKyponna Ha MOK (M®KT). In vivo MOKT ce nmpeobpasysa
obpatHo 10 cBoborHa M®DK 4upe3 enrepoxenaraneH kpbrospaT. ObpasyBa ce ChIIO BTOPOCTEIICHEH
arurmokyporug (ATMOKI). ATM®KI e papmakosoruuHo akTHBEH U Ce Mperoara, ue e
OTTOBOPEH 32 HIKOM OT HEXKEJIAHUTE PEAKITUU Ha MUKO(EHOIAT MOPETIIT (Arapys, ICBKOIICHUS ).

Enumunupane

HesnauntenHo konuyecTBo OT JiekapcTBOTO (< 1% oT mo3ata) ce exckperupa kato MOK B ypuHara.
[TepopaiHOTO PUIIOKEHUE HA PATMOAKTHBHO MapKupaH MUKO(EHOIAT MOGETIIT BOJU JI0 ITHITHO
eNMMUHUPAHEe Ha MPUIIOKEHATa /1032, Kato 93% OT nmpuitoskeHaTa J103a ce OTKpuBa B ypuHara, a 6% -
BBB (exanuure. [lo-romamoTo konmryecTBo (0Koso 87%) OT MpHUIIoKeHaTa 103a Ce eKCKPEeTHpa B
ypuHarta kato MOKT'.

IIpu xnmuHnyHKM koHeHTpauuu M®K u MOKI' He ce orcTpaHsaBar ype3 xemoauanusa. [Ipu Bucoku
ia3Menu KonueHrpaiun Ha MOKI obaue (> 100 pg/ml) manku konudectsa or MOKI ce
OTCTpaHsBaT.

Upes moBiusiBaHEe Ha EHTEPOXENAaTaTHUA KPrOBpaT Ha JIEKAPCTBOTO, CEKBECTPAHTHUTE HA KIBUHH
KHCEJIMHHM, KaTo KonectupamuH, HamajsiBaT AUC Ha M®DK (Bx. Touka 4.9).

Pasnpenenennero Ha MOK 3aBucu ot HiAKkonko TpaHcnoprepa. [lomunentuanre, TpaHCIOPTHPAIIN
oprannynu anuonu (OATP) u mpoTenH 2, CBbp3aH C MHOXKECTBEHA JICKapPCTBEHA PE3UCTEHTHOCT
(MRP2) yuactsar B pasnpezaeienuero Ha MOK; nzodpopmute Ha OATP, MRP2 u npoTenHsT Ha
PE3UCTEHTHOCT Ha pak Ha repaara (BCRP) ca Tpancnoprepurte, CBbP3aHU ChC HKITbYHATA CKCKPELIHSI
Ha ToKyponuaute. [IpotenH 1 3a MHOXecTBeHa JekapcTBeHa pesucteHTHOCT (MDR1) cbiio moxe
na npenacst MOK, Ho IpuHOCHT My M3TJIeXK/1a ce OrpaHrYaBa camo JIo mpolieca Ha abcopOuus. B
o0b0penuTe, MOK u HeliHUTE META0OIUTH MOIITHO B3aMMOJICUCTBAT ¢ OBOPEUHUTE TPAHCIIOPTEPU HA
OpraHUYHU aHUOHHU.

EHTepoxenaranHara pelupKyIanus Mpevr Ha TOYHOTO ONPE/ICIIsIHE Ha MTOKA3aTeIMTe Ha
enuMuHUpane Ha MOK; Morke 1a ce mocodar caMo MpUBHUAHK CTOWHOCTH. [1pu 31paBu 10OPOBOIIIH U
HAILMEHTH C aBTOMMYHHO 3a00JIsiBaHe ca HaOIr0[aBaHy MPUOIN3UTETHNA CTOHHOCTH Ha KIMPBHCA
cpotBeTHO 10,6 l/uac u 8,27 |/gac u croiinocT Ha moMyKUBOT 17 yaca. [Ipu manueHTH ¢
TpaHCIUIAHTAIMs CPETHUTE CTOMHOCTH Ha KIMpPBHCa ca mo-Bucoku (muanaszon 11,9-34,9 l/gac), a
CpeIHUTE CTOMHOCTH Ha MOJYKUBOT ca mo-HuckH (5-11 yaca) ¢ Masnka pasjinka MEX/Iy MalueHTUTE C
O0b0OpeyHa, YepHOAPOOHA MM Chp/CUHA TPaHCIUIaHTalMsl. [IpH OT/IeTHN MAIMeHTH Te3H MOKa3aTeH
Ha CJIMMUHUPAHE BapUpaT Bb3 OCHOBA HA BUAA HAa CHIIBTCTBAILIOTO JICUCHHUC C APYTHU
HUMYHOCYIIPECOPH, BPEMETO CJIe]l TPAHCIUIAHTALMATA, [UIa3MEHaTa KOHIICHTpALUs Ha aj0yMHUHa 1
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0p0peunara pyukims. Te3u GakTopu 00SICHIBAT 3al10 ce HAOIO1aBa HaMaJIeHa €KCITO3HITHS, KOTaTo
MHKO(pEHOIAT MO(ETHII Ce MpuIIara eIHOBPEMEHHO € IIUKIOCTIOpHH (BX.Touka 4.5), u 3a1o uMa
TEHICHIIUS TUTA3MECHUTE KOHIICHTPAIIUY J1a CE IMTOBUIIIABAT C BPEMETO B CpaBHEHUE C HAOIIOJaBaHUTE
HETIOCPEJICTBEHO CJIe] TPAHCIUIAHTAIIHATA.

EKBHBaICHTHOCT ¢ IEPOPATHUTE JICKAPCTBEHU dJODMI/I

Croitnocture Ha AUC Ha M®K, nonydeHu ciieq NpUiIoKeHUe Ha 1 g 1Ba IbTH JHEBHO MUKO(EHOIaT
MO(ETIII HHTPAaBEeHO3HO NPH MAlMeHTH ¢ ObOpedHa TpaHCIUIAaHTAIMs B paHHATA
NOCTTpaHCIUIaHTaMOHHA (pasa, ca CpaBHUMU C TE3H, HAaOII01aBaHH NIPU IIEPOPATHO MPUIIOKEHUE HA
mukodenonar Mmoderun 1 g nBa mbTH JHEBHO. [Ipy manuenT ¢ TpaHCIIaHTalKs Ha YepeH Apo0 cien
NpUIOXKEHUE Ha | g Ba MbTH JTHEBHO MUKO(EHOIaT MO(ETHI HHTPAaBEHO3HO, OCIEIBAHO OT
NepopaiHO NpUIIOKeHHe Ha MUKodeHonat Mmodetun 1,5 g A1Ba IbTH THEBHO, ca MOJYYEHHU CTOMHOCTH
Ha AUC na M®K, nogoOHu Ha Te3u npu nauueHTuTe ¢ 0bO0peyHa TpaHCIIaHTalusl, HA KOUTO €
npuiarad Mukogenonar Mmoderni 1 g ABa mMbTH THEBHO.

CHeLII/IaJ'IHI/I nonyjJaanvu

bvopeuno yspeacoane

B exno npoyuBane ¢ equHU4HA 103a (6 nuua B rpyna) cpegnara miasmena AUC na MOK,
HaOJIroaBaHa MpH JIMIA ¢ TEKKO XPOHUYHO OBOPEUHO yBpeKIaHe (CKOPOCT Ha TIIoMepyiHaTa
¢Gunrpanus < 25 ml/min/1,73 m?), e ¢ 28-75% no-BuUCOKa B CPABHEHHUE C HAOIIOIABAHKUTE CPEIHH
CTOMHOCTH Y HOPMAJIHU 3[IpaBU MHIUBHIU WM JIMLA C TIO-MaJIKa CTETeH Ha ObOpEUHO yBpEKIaHE.
Cpennara AUC na MOKI npu equHn4Ha 1032 € 3-6 IBTH [0-BUCOKA IPH JIUIA C TEXKO OBOpeyHO
yBpEKIaHe B CPABHEHHUE C JIMIIA C JIEKO OBOPEYHO yBpexkIaHEe MIIM HOPMAJTHH 3APAaBU MHANBUIIH,
KOETO ChOTBETCTBA HA M3BECTHUS HauWH Ha O60peuno ennmuuaupane Ha MOKI'. He e mpoydeHo
MHOTOKPAaTHOTO MPUJIOKEHHE HAa MUKO(EHOIAT MO(ETHI IPH MALMEHTH C TEXKO XPOHUYHO OBOPEUHO
yBpexaane. HsiMa ganHM 3a TameHTu ¢ 4epHOAPOOHA TPAaHCIIAHTAIMSA C TEKKO XPOHHYHO OBOpeyHO
YBpEeXKIAHE.

3abaseno ¢pynxyuonupane Ha 6vopeunama npucaoka

[Ipu manueHTH ¢he 3a0aBEHO MOCTONEPATHBHO (PYHKIIMOHUPAaHE Ha ObOpeUHaTa IpucaaKa cpeaHaTa
AUC o.12 Ha M®K e cpaBHrMa ¢ HaOIF01aBaHaTa IPH MALMEHTH CJIS TPAHCIUIaHTaIKs Oe3 3a0aBeHa
¢ysakuus Ha npucankata. Cpegnara mnazmena AUC o.12¢ Ha MOKT e 2-3 mbTH mo-roisiMa OTKOIKOTO
IpY MIAIMCHTH CIIeJ TPaHCIUTaHTanus Oe3 3a0aBsHe Ha (DYHKIIMOHUPAHETO Ha IpHcaakaTa. Moxe na
ce HabJ0AaBa NPEexoIHO YBEIMYEeHNE Ha CBOOOAHATA (PpaKLys U KOHIIEHTpalys Ha mia3MeHata MOK
NpY MaLMEeHTH che 3a0aBeHa (pyHKUMS Ha ObOpeuHara npucagka. He e HeoOxoauMo Kopurupane Ha
J03aTa Ha MEKO(QEHOIaT MO(ETHI.

Yeprnodpobdno yepescoane

[Tpu 10O6pOBOMIIIHM C AITKOXOJIHA IUPO3a MPOLECUTe Ha ImoKypoHupane Ha MOK B uepHus 1po0 ca
OWJIM OTHOCUTETHO HE3aCerHaTH OT MTAPEHXUMHOTO 3a00isiBaHe Ha yepHus 1pob. Edekrure Ha
4epHOAPOOHOTO 3200 IIBaHE BHPXY TE3H MPOLIECH BEPOSITHO 3aBUCST OT KOHKPETHOTO 3200JIsIBaHE.
YepHoapoOHO 3a00sIBaHE ¢ MPEIMMHO OMIIMAPHO YBPEKAaHEe, KaTo MbpBUYHATA OMIIMapHa IIMpo3a,
MOYXeE J]a UMa pa3indeH eeKT.

Cmapuecka ev3pacm
Hsima nannu ¢apmakokuHETHKaTa Ha MUKO(QEHOIAT MOQETHUT U HETOBUTE META00IUTH Ja C€ TIPOMEHS
MIPU BB3PACTHU MAIMEHTH (= 65 TOAMHN) B CpaBHEHHE C TIO-MJIaU TPaHCITIAHTUPAHU MAI[UeHTH.

Hayuenmu, npuemawu nepopanuu KOHMpayenmueu

EnHo npoyd4BaHe ¢ eJHOBpEeMEHHO npuiiarane Ha Mukodenonat moderun (1 g 1Ba MbTH JHEBHO) U
KOMOWHHMpaHH NIEpOPaTHA KOHTPALENTHBY, Chabpxamy etuamwiectpaaunoi (0,02 mg no 0,04 mg) u
aesonoprectped (0,05 mg 1o 0,20 mg), neszorectpen (0,15 mg) wiu recroxen (0,05 mg o 0,10 mg),
npoBeneHo npH 18 sxeHn 6e3 TpaHcIuIaHTaLus (0e3 MpreMaHe Ha APYTH UMYHOCYIIPECOPH) B
NPOIBIDKCHUE Ha 3 TIOCIIEIOBATEIHA MEHCTPYaIHU [IUKbJIA, HE € MOKA3aJI0 KIMHUYHO 3HAYHMO
BJIMSHUE HA MUKO(EHOIAT MOGETUI BbPXY MOTHCKAIINS €PEKT Ha IEPOPATHUTE KOHTPALEITUBU
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BHpXy oBynamusaTa. Cepymuute HuBa Ha LH, FSH u mporecrepona He ca ce MOBIUSIN 3HAYUTEIIHO.
dapMakOKMHETHKATa HA IEPOPATHATE KOHTPALIENTHBY HE Ce MOBJIHABA B KIIMHUYHO 3HAYMMa CTETIeH
OT €JHOBPEMEHHOTO MPUIIOKEHUE C MUKO(EHOJIAT MOETHIT (BXK. CBIIO TOUKa 4.5).

5.3 IlpeakIMHUYHHU JAHHU 32 0€30MACHOCT

[Ipu exciepumeHTaTHE MOIETN MUKO(eHOIAT MO ETIIT He € O TyMmoporeHeH. Hali-Bucokara 1o3a,
TECTBaHa MPH NMPOYYBAHMATA HA KAPIITHOTCHHOCTTA P )KMUBOTHH, € JI0BENa J0 PUOIM3UTETHO 2 10
3 nbTH no-Brcoka cucremua excno3unus (AUC win Cmax), HaOJI01aBaHa MPH MalUEeHTH ¢ ObOpeyuHa
TPaHCIIAHTAIMS B IPEMOPhUUTEIIHATA KIIMHUYHA /1032 OT 2 { THEBHO.

JIBa Tecta 3a reHoTOKCHYHOCT (iN Vitro TecT ¢ Mumm TuMGOMHH KIIETKH U iN VIVO MEUKPOHYKJIEYC TECT
BBbPXY KOCTCH MO3bK Ha MHUIIIKH) Ca TIOKa3aJIH, 4¢ MUKO(EHOIAT MOGETHIT KMa MMOTCHIIHAT 4
npen3BUKa XpOMO30MHH abeparu. Te3u ehexTr MoXKe J1a ca CBbp3aHu ¢ (hapMaKoAHHAMUYHHS
HAYMH Ha JIEHCTBHE, T.€. C HHXUONpaHe Ha HyKJICOTHIHATA CHHTE3a B YyBCTBUTEIHUTE KIETKH. J{pyru
TECTOBEC in VitI‘O 3a OTKPUBAHE HAa ITCHHU MYyTalliW HE Ca IMOKa3aJiu TCHOTOKCUYHA aKTUBHOCT.

[Ipu TepatonornyHUTe NPOYYBAHHS MPH ILUTHXOBE M 3allIM ca HAOJII0IaBaHu (EeTaTHH PE30pOLMH 1
MasihopMalny MpH IIBXO0BE MpH 1032 0T 6 MY/KQ/nHeBHO (BKIIOYUTETHO aHO(TAIMUS, arHATHS U
xuaporedanus) u npu 3aiiy npu 103a 90 mg/Kg/nHeBHO (BKIIOYUTETHO ChPACYHOCHIOBH U
OBOpeYHN aHOMAITNH, KaTO EKTOIHS Ha ChPIIETO U eKTOMuUs Ha OBOperuTe, U quadparManrHa u
YMOMJIUKATHA XCPHUS) ITPH JIMIICA Ha MalldiMHa TOKCHYHOCT. CUCTEMHATa SKCIIO3UIIMS IIPU TE3U HUBA
€ IpUOJIM3UTETHO paBHA Ha WK MTO-Majika oT 0,5 MbTH KIMHUYHATA €KCIIO3UIIUS TIPH
npernopburTeIHATA KIMHAYHA 7103a OT 2 § JTHEBHO(BXK. Touka 4.6).

XeMonoeTHuJHaTa u J'II/IM(i]HaTa CUCTEMHU Ca OCHOBHUTEC OpraHu, 3aCErHaTu Npru TOKCUKOJIOTUIHHUTE
U3CIIe/IBAHMS, IPOBEACHHU ¢ MUKO(EHOIAT MOGETIII IPH IUTHXO0BE, MHUIIKH, Ky4eTa U MaiiMyHu. Te3n
edexTu ca HaOJII0JaBaHy NPU HUBA HAa CHCTEMHA €KCIIO3HIMS PaBHH Ha WIIU [O-MaJIKH OT KIIMHUYHATA
EKCIIO3HIUS MPH NPENOPBUYUTENIHATA 1032 OT 2 ¢ MHeBHO. CTOMAaNIHO-YpeBHU eeKTH ca OuiTn
HaOJII01aBaHM TIPH KydeTa IPH HUBA HA CUCTEMHA €KCIO3UIINS PAaBHU HA WX TI0-MaJIKU OT
KJIMHIYHATA eKCIIO3UIHUS P MPENopbUnTeTHaTa 103a. CTOMAIIHO-YpeBHH U ObOpeyHn eheKTH,
KOHMTO CBUCTEIICTBAT 3a ACXHUpATaIus, ChIIO ca OMIIM HAOMI0AaBaHU MIPU MAaMyHH TIPU Hal-
BHUCOKaTa J03a (HI/IBEI Ha CUCTEMHA CKCIIO3UIUA paBHU Ha UJIU IMO-BUCOKHU OT KJIMHUYHATa
excrio3uys). [IpodmrbT Ha HEKITMHIYHA TOKCUYHOCT HAa MUKO(EHOIAaT MO(ETHIT N3TIIekKaa €
CBbBMECTHUM C HEKCIIAHUTEC C’L6I/ITI/I$1, Ha6HIOI[aBaHI/I IpU KIIMHUYHUTE U3NUTBAHUS IIPU X0pa, KOUTO
cera OCUrypsiBaT JaHHU 3a 0€30MacHOCT OT MO-T'OJISIMO 3HAYCHHUE 3a MOITyJIAlHsATa MalMeHTH (BXK.
Touka 4.8).

OreHka Ha pucka 3a okosiHata cpena (ERA)

[IpoyuBaHusTa 32 OllEHKA Ha PUCKA 3a OKOJIHATA Cpe/ia MOKa3BaT, ue akTHBHOTO BeniectBo M®K
MOYe J]a TPEeJICTaBIIsIBa PHUCK 3a MOAMOYBEHUTE BOAU Ype3 OperoBo GuiTpupase.

6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa MOMOIIHHUTE BELIECTBA

CellCept 500 mg mpax 3a KOHLIEHTPAT 32 HHOY3UOHEH PA3TBOD

nonucopoar 80

JIMMOHEHA KHCEINHA
XJIOPOBOZIOPO/IHA KHCEINHA
HATPHUEB XJIOPHI.
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6.2 HecbBMecTHMOCTH
PaztBopsT Ha CellCept 500 mg npax 3a KOHLEHTpAT 32 HHPY3UOHEH pa3TBOp He TpsiOBa Ja ce cMecBa
WU J1a Ce IpuJiara eIHOBPEMEHHO Npe3 €IWH U ChIIM KaTeThp C APYTH JIEKapCTBa 32 HHTPABEHO3HO

NPUIOKEHUE WA CMECH 38 UHQY3HSI.

To3u nexapcTBEeH NPOAYKT He TPsIOBa Jla ce CMecBa ¢ APYTH JIKAPCTBEHH MPOAYKTH, C U3KITFOUEHUE Ha
Te3H, IOCOYCHH B TOUKa 6.6.

6.3 Cpok Ha rogHocT

IIpax 3a KOHIIGHTpAT 3a I/IHd)V3I/IOHeH pa3TBOp.

3 roguHu.

Pa3TBOpEH NPOAYKT 1 TOTOB I/IHdJVSI/IOHeH pa3TBOop.

Axo HH(Y3MOHHHSAT Pa3TBOP HE c€ MPUTOTBS HETIOCPEICTBEHO MPEIU NMPUI0KECHUETO MY, BIMBAHETO
Ha WHGY3UOHHUS Pa3TBOP TPSAOBa 1a 3amovHe 10 3 Yaca clie]] pa3TBapsHETO U pa3peKIaHETO Ha
JIEKapCTBEHUS MIPOAYKT.

6.4 ChnenuaJHM ycJI0BUS HA ChbXpaHeHHe

Hpax 3a KOHIICHTpAT 3a I/IHd)VBI/IOHCH pPa3TBOp.

[a ue ce cexpanssa Hag 30°C.

HDI/IFOTBCH Pa3TBOpP U I/IH(bVBI/IOHeH Pa3TBOp.

[a ce cpxpansBar mpu 15 —30°C.

6.5 Bwuau chbabp:kaHHe HA ONMAKOBKAaTa

®naxon 20 ml ot mpo3pavyHO CTHKIIO THII | ChC cHMBa ryMeHa 3alylIalika, 3are4aTaHa ¢ alyMUHUCBO
(ommo, u ¢ miactmacosu kamauku. CellCept 500 mg npax 3a KoHIIEHTpAT 3a HH(Y3HOHEH Pa3TBOP CE
IIpOJiaBa B OIIAKOBKH, ChIABPIKAIIH 4 (IakoHa.

6.6 CrnenmnajJHM npeanasHu MEPKH NMPH U3XBBPJIsiHe U padoTa

IIpurorssine Ha nHQY3MOHHUA pa3TBop (6 mg/ml)

CellCept 500 mg mpax 3a KOHIIEHTpAT 3a HH(PY3HOHEH Pa3TBOP HE ChIbPiKa aHTHOAKTEPHUATHI
KOHCEPBAHTH; TIOPAJIN TOBA Pa3TBAPSIHETO U Pa3pekIaHEeTO HAa MPOIYKTa TPSOBa J1a Ce U3BBPIIHU MPU
ACCNTUYHHU YCIIOBHS.

CellCept 500 mg mpax 3a KOHIIEHTpAT 32 HH(PY3HOHEH Pa3TBOP TPsAOBA Ja Ce MPUIOTBH HA JIBE €Tara:
IbpBaTa CTHITKA € pa3TBapsiHe ¢ 5% IIII0K03a 32 HHTPABEHO3HA HH(Y3HS, a BTOpATa CThIIKA €
paspexaane ¢ 5% riaroko3a 3a HHTpaBeHo3Ha HHDY3us. [1o-10y e nagaeHo noApoOHO OMUCAHUE Ha
IIPUTOTBAHETO!

Crpmka 1

a. 3a mpUrOTBSHE Ha BCsAKa 103a oT 1 g ce m3moinsBar aBa ¢uakona CellCept 500 mg npax 3a
KOHIICHTpAT 32 HH(Y3HOHEH pa3TBop. PazTBopere ChAbpKAHUETO HA BCEKH (DIAKOH, KaTo
umkektupate 14 ml 5% rioko3a 3a HHTpaBeHO3HA HHDY3HSL.

0.  Paskiartere BHHMaTeHO (IIaKOHA, 3a J]a C€ Pa3TBOPHU JIEKAPCTBOTO JJOKATO CE MONYUH
OJIeTOKBIT Pa3TBOP.
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B. [Ipeny mo-HATATBHIIHOTO pa3pekaaHe, OTIealiTe MOTYIEeHUS Pa3TBOP 3a HAJIMYUE Ha TBHPIU
YaCTHIM ¥ MPOMSHA Ha 1BeTa. M3XBhpiieTe (uiakoHa Mpy HAJIWMYUE HA TBHP/IU YACTHIINA WIH
MpOMsIHA Ha I[BETA.

Crpnka 2

a.  Pa3penere TOMBIHUTENHO ChIBPKAHUETO HA J1BaTa (hIaKOHA C TPUTOTBEH pa3TBOP (TPUOI.
2 x 15 ml) B 140 ml 5% rimroko3a 3a naTpaBeHo3Ha nH(Py3usa. KpaitHata KOHIIEHTpaIvs Ha
pastBopa ¢ 6 mg/ml mukodenoaar ModeTHII.

0. Ornenaiite nHQY3UOHHHS PAa3TBOP 32 HATMYKME HA TBBPAU YACTHLIM MJIM IIPOMSIHA Ha L[BETA.
UzxBbprieTe HHPY3NOHHUS Pa3TBOP MPU HAJTMYUE HA TBHPIU YaCTUIIM WM TIPOMSTHA Ha IIBETA.

AKo0 UH(Y3HOHHHSAT Pa3TBOP HE CE€ MPUTOTBSA HETIOCPEACTBEHO MPEIH MPHUIOKEHUETO MY, BIMBAaHETO

Ha MHQY3HOHHUS Pa3TBOP TPsIOBa Jia 3aro4He 10 3 yaca ciie]l pa3TBapsSHETO U Pa3peKAaHETO Ha

nexkapcTBeHus npoAyKT. CexpansBaiite pazrBopute mpu 15 — 30 °C.

To3u ekapcTBEH MPOAYKT MOJKE J1a MPEJICTABIIsIBA PUCK 3a OKOJIHATA cpea (BX. Touka 5.3).

Hewunsnon3BanusT neKkapcTBeH NPOLYKT WM OTHaIbUYHUTE MaTEPUaNI OT HETro TPsiOBa J1a c€ U3XBBPIIST

B CBbOTBETCTBHUEC C MECTHUTC U3UCKBAHU.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

T'epmanus

8. HOMEP(A) HA PASPELIEHHUETO 3A YIIOTPEBA

EU/1/96/005/005 CellCept (4 daakona)

9. JATA HA II'bPBO PA3ZPEIIIABAHE/IIOJJHOBSABAHE HA PABPELHIEHUETO 3A
YIHOTPEBA

Jara Ha epBO pazpemasane: 14 ¢espyapu 1996

Jarta Ha nocieanoto nmoxHoBsiBane: 13 mapt 2006

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpoOHa mH(pOpManys 3a TO3H JeKapCTBEH MPOAYKT € IpeIocTaBeHa Ha yebcaiita Ha EBponeiickara
areHIus o Jjekapcreata https://www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

CellCept 1 g/5 ml npax 3a nepopanna cycneH3us

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Besika 6yTriika cpaspika 35 ¢ muxogenonat modernn (mycophenolate mofetil) 8 110 g mpax 3a
niepopaiHa cycnensusi. 5 ml ot npuroTBeHarta CycreHsus cbappxkar 1 g MukodeHonaT MOpeTHI.

3a IIBJIHUSA CIUCHK Ha IIOMOIIHHUTEC BEUICCTBA BUXKTEC TOYKaA 6.1.

3. JIJEKAPCTBEHA ®OPMA

IMpax 3a mepopajHa CyCreH3us

4. KJIWMHUYHHU JAHHHU
4.1 TepaneBTUYHHU MOKA3AHUS

CellCept 1 g/5 ml mpax 3a nepopajiHa CyCreH3us: B KOMOMHAIINS C IMKIOCTIOPUH H KOPTHKOCTEPOUIN
€ MOKa3aH 3a NpOQUIaKTHKa Ha OCTPO OTXBBPIISIHE HAa TPAHCIUIAHTATa IPU Bb3PacTHH U MEJUATPUIHU
(ua BB3pacT ot 1 10 18 rognHN) NanKeHTH ¢ ajJoreHHa TpaHCIUIAaHTaMs Ha ObOpPEK, ChpIe MU YepeH
Ipo0.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Jleuennero TpsiOBa J1a ce 3aIl0YHE U J]a Ce MPOBEX/a OT CIIEIHAIUCTH C ITOIXOIAIIa
KBaM()UKaNKs B 00J1aCTTa Ha TPAHCIUTAHTAIUATA.

2031/1120131(21

Bwvspacmuu

bvbpeuna mpancnaanmayus

Jleuenuero ¢ 1 g/5 ml npax 3a nepopanna cycneHsus TpsaOBa Ja ce 3armoyHe 10 72 yaca cieq
TpaHCIUIaHTanusTa. [IpenopbuntenHara 103a npy NaueHTy ¢ OpOpedHa TpaHciuianTanys € 1 g,
NPUJIOKEHA JIBa TBTH JHEBHO (2 § THEBHA 7103a), T.¢. 5 M| mepopaiHa cycreH3us ABa IbTH JTHEBHO.

Cwpoeuna mpancnianmayus
JlegenueTo TpsiOBa na ce 3amodHe 0 5 THM CieA TpaHCIUTaHTanusTa. [IpenopruntenHaTa 103a mpu
MAIMECHTH ChC ChpJICYHA TpaHCIUIAaHTaNus € 1,5 g, Mpriio’KeHa JIBa bTH JHEBHO (3 g JTHEBHA J103a).

Yeprnoopobra mpancnianmayus

JledeHueTo ¢ MHTpaBeHO3eH MUKO(EHOIAT MOo(eTrI TpsiOBa Ja ce MPUIIOKH MPe3 TbPBUTE 4 JTHU CIIe]
TPaHCIIAHTALIMATA HAa YePEH JIPO0, KaTO MEePOPATHOTO JICYCHHE C MUKO(GEHOJIAaT MOETHI TPSAOBa J1a
Cce 3aI04YHe BeHara cjiej ToBa, IOM MO J1a ce moHece. [IpernopbhunTeHaTa nepopaita j103a npu
MAIMECHTH C YepHOAPOOHA TpaHCIIaHTanus € 1,5 g, mpuioxeHa JiBa MbTH THEBHO (3 g THEBHA J103a).

Ieouampuuna nonynayus (om 1 0o 18 200unu)
WudopmanusTa 3a 103UpaHETO NIPH Jela B Ta3U TOYKA C€ OTHACS 32 BCHYKH IIEPOPAITHU POPMU OT

ramara MpoAyKTH ¢ MEUKO(EHOIaT MOeTn1, criopea cirydas. Paznuunure nepopannu Gopmu He
TpsiOBa Jia ce 3aMeHAT 0e3 KIMHUYHO HaOJI0/IeHHe.
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IpenopbunTeNHATA HAYAIHA 032 MUKO(EHOIAT MOGETHIT IPH TIeJMATPHUYHU TTAIMEHTH ¢ ObOpeUHa,
ChpZIEYHA U YepHOAPOOHa TpaHcIuanTaus ¢ 600 mg/m? (ot muomrarenecHa nopspxsoct (BSA)) ,
npuIaraHa mepopaHo J1Ba MbTH JHEBHO (HayaaHaTa o0la JHEBHA J03a He TPsAOBa Jla Ha/BUIIaBa 2 (
w10 ml mepopainHa cycrensus).

Jlo3ara u popmaTa Ha IPOIyKTa TPSAOBA Ja C€ MHAMBHIYATU3UPAT Bh3 OCHOBA HAa KJIMHMYHATA OIICHKA.
AKO TpernophUMTEIIHATA HAYaTHA /1032 CE MOHACS J0Ope, HO HE ¢€ TIOCTUTHE KIIMHUYHO aJcKBaTHA
UMYHOCYIIPECHS ITPH NEAMATPUYHH MALUEHTH ChC ChPICYHA U YePHOAPOOHA TpaHCIUIAHTAIIMS, 103aTa
Moske 1a ce ysenuun 10 900 mg/m? BSA nBa mbTH JHEBHO (MakcHMaHa oOlia JHEBHA 1033 3 § Wik
15 ml mepopainna cycnensust). [IpenopbunTenHaTa moaabpIKaIia 103a 3a NeIHaTpUIHH TalUueHTH C
0BOpeuna TpaHcIuanTanusa octasa 600 mg/m? 18a mbTH AHEBHO (MaKCHMasHa 00IIa JHEBHA 71032 2
i 10 ml mepopainta cycrieHsust).

[Mopaau MOBHUIICHUS PUCK OT 33aBSHE MHUKO(QEHOIAT MO(ETHII ITpax 3a MepopajiHa CycleH3us TpsiOBa
Jla ce M3I0JI3Ba NIPU OHE3H MAIMEeHTH, KOUTO HE MOTaT Jia MOTIBINAT KAIlCyIH U TAOJIETKH W/UIHU ca C
BSA no-nucka ot 1,25 m? Ha nanmenTn ¢ BSA ot 1,25 10 1,5 m? Moske z1a ce mpeanucBar
MHKO(EHOIaT MO(ETHII Karncyu B 1o3a ot 750 mg nBa bty queBHO (1,5 g nHeBHA n03a). Ha
nauuenTu ¢ BSA max 1,5 m? Moke 1a ce npeanucBaT MUKO(pEHoIaT MO(GETHIT KaICyJIi WK TabIeTKH
B 1032 0T 1 ¢ Ba mbTH AHEBHO (2  AHEBHA 103a).

Twit KaTO HAKOM HEXKEJIAHU PEaKIMK Bb3HUKBAT I0-4€CTO B Ta3H Bb3pacToBa rpyma (Bxk. Touka 4.8) B
CpaBHEHHE C Bb3PAaCTHHUTE, MOXKE Jla C€ HAJIOXKH BPEMEHHO HaMaJIsIBaHE Ha JI03aTa MM IPEKbCBAHETO
I, mpu ToBA 1Ie TPsIOBA Ja ce B3eMaT MPEeBH]l ChOTBETHUTE KIIMHIUYHK (DaKTOPH, BKIFOUUTEITHO
TEKECTTA Ha PEaKIUATA.

B Tabaumara mo-moiry € mokazaHo npeobpasyBaHeTo Ha go3ata (MQ) B 06em (M) mpu u3mon3eane Ha
MIEPOPATTHUS J103aTOP 3a ompeeiieH auana3on BSA.

Taoauua 1 IpeodpasyBane Ha go3ara (mg) B 06em (Ml) cycnensusi (1 g/ 5 ml) ¢ momourra Ha
nepopasieH 103aTop

Jo3oBo HuBo 600 mg/m? Jo3oso muso 900 mg/m?
Tesecna
TenecHa O0ma 103a 3a npuarase NOBLPXHOCT HA O0ma 103a 3a npusaraHe
g e m.
(M)A mg (c mepopanen mg (c mepopanen
J103aTOP) 103aTOP)

0,5 300 1,5 0,5 450 2,25
0,58 350 1,75 0,56 500 2,5

0,67 400 2,0 0,61 550 2,75
0,75 450 2,25 0,67 600 3,0

0,83 500 2,5 0,72 650 3,25

0,92 550 2,75 0,78 700 3,5

1,0 600 3,0 0,89 800 4,0

1,08 650 3,25 1,0 900 4,5

1,17 700 3,5 1,11 1000 50°

1,25 750 3,75 1,22 1100 55°

1,33 800 4,0 1,33 1200 6,0°

B tabnumara ca mocodeHu 103uTe U 00EMHUTE, U3UUCIICHH TCOPETHIHO 32 JIBETE CXEMU Ha JIo3upaHe. T'hil KaTo MepOpaTHUSIT
no3aTop uMa aenenus camo ot 0,25 ml (chboTBETCTBALIM Ha CTHIIKA Ha J1o3aTa oT 50 mg), 00eMbT B ml € 3aKpBIJICH HArope
10 Hali-OJIM3KOTO JAeNeHHe.
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ABB3 ocHOBa Ha (hopmyrara Ha Mosteller 3a nzuncnenne Ha Tenecnara mopspxHoCT (BSA):

BSA (m?) = ,/(Pbcr (cm) x Teruto (kg))/3600

BI[O?;I/I Hazx 5mi TpSI6Ba Jia €€ MPUT'OTBAT C ABC U3TCTIIAHUSA OT Haii-manko 1 ml Besko. Ako e BB3MOXKHO, IPEMUHETE KbM
nepopaiHa TBbpJa JICKapCTBCHA q)opMa 1IpUu NAaUCHTUTE, KOUTO MOraT Aa nperirbuiar.

Ynompeba npu cneyuannu nonynayuu

Cmapuecka sv3pacm

[IpenopbunTennara no3a ot 1 ¢, MpuIIoKeHa JIBa IBTH JHEBHO NPU MAIMEHTH ¢ ObOpedHa
TpaHCIUTaHTanwsI, 1 1,5 g 1Ba BTH THEBHO MPH MANMEHTH C TPAHCILIAHTAITUS Ha ChPIIE WK YEPEH
JIpo0 € TOIXO A IPH TAITUEHTH B CTapYecKa Bh3PacT.

bvbpeuno yspeocoane

IIpu maruenT ¢ 6L0peYHa TPaHCIDIAHTAIUS C TEKKO XPOHUIHO OBOPETHO yBpEKaaHe (CKOPOCT Ha
riomepyiHata punrpanus < 25 ml/min/1,73 m?) usebH nepruoaa HEMOCPEACTBEHO CIIE]
TpaHCIIAHTALMATa TPSAOBA J]a ce N30sATBAT JO3M MO-BUCOKH OT 1 §, mpujaraH JBa IbTH JHEBHO. Te3n
MaIMeHTH TpsiOBa CHIO Ja ce HabmomaBaT BHUMaTenHo. He e Heo0XomMMo KOpurupane Ha Jo3aTa
IIPH MAIMEHTH ChC 3a0aBEHO MOCTONEPATUBHO (QYHKIIMOHUpaHe Ha ObOpeuHaTa mpucaaka (Bix.
Touka 5.2). HaMa naHHU npu ManueHTH ChC ChPICYHA WIH YePHOIPOOHA TPAHCIUIAHTAIIHS U TEXKO
XPOHUYHO OBOPEUHO YBpEKIaHE.

Teowcko ueproOpobHo vepexcoane

He e HEoOxommMo KopHUrupaHe Ha J103aTa IPH MAIUeHTH ¢ 0hOpeYHa TPAaHCIUIAHTAIUS U TEKKO
MapeHXUMHO 3a00JIsIBaHe Ha YepHHs Apo0. Hsama maHHM MpH MAIUEHTH ChC Chp/IcUHa
TPaHCIIAHTALUS U ¢ TEKKO MApSHXUMHO 3a00JIIBaHe Ha YepHUS AP0O.

Jleuenue no epeme Ha enuzoou Ha OMX8vbpJIAAHE

Bwspacmuu
Muxkodenomnosa kucennHa (MOK) e akTHBHUST MeTabOIUT HAa MUKO(DEHOIAT MO(ETHIL.

OTXBBPISIHETO Ha OBOPEUHUS TPAHCILIAHTAT HE BOJIM J0 MPOMEHH BB papMakokuHeTnkaTa Ha MOK;
HE Ce HaJlara HaMaJisIBaHE Ha J103aTa WM NIPEyCTaHOBABaHE HA JiedyeHneto. Hsama ocHoBaHue 3a
KOpHUTHpaHe Ha JI03aTa CJie]] OTXBBPJISIHE Ha ChPJICUYCH TpaHCIUTaHTaT. Hsima dpapMakoKknHETHYHU
JTAHHH TIPH OTXBBHPIISHE HA YEPHOAPOOCH TPAHCIUIAHTAT.

Hleoduampuuna nonyrayus
Jlurcear gaHHM 32 JedeHHe Ha ITbPBO WK pedpaKTepHO OTXBBPIISIHE MPH MEANATPHIHH IMALUEHTH C
TPAHCIUIAHTALIHS.

Hauun Ha OPHUITOKCHUC

3a NEpopaIHO NPUITOKCHUC

3abenescka: Tpu neodxomumoct CellCept 1 g/5 ml pax 3a mepopajiHa CyCIeH3Hs MOXKE 1a Ce
IpHrIara mmpe3 Ha3oracTpajiHa COHa ¢ MUHMMaeH pasmep 8 French (murmMyMm 1,7 MM BbTperieH
JUAMETHD).

Ilpeonasnu mepxu, koumo mpsadea oa bvoam @3emu npedu paboma cvbC Ul NPUILOdICeHUe Ha
JleKapcmeenus npooyKm

Twit kato MukodeHomaT Mo eTIII € oKasan TepaToreHHu edextu npy rbxose u 3aiiy, CellCept
KaricyJIM He TpOBa Jja ce OTBApSAT WK pa3uyliBaT, 3a JIa ce U30eTHe BAMIIBAHE WM JUPEKTCH KOHTAKT
C KOXKaTa WK JIMTaBUIMTE Ha Tpaxa, chabpxail ce B CellCept karncynu. Ako HaCThIIU TaKbB KOHTAKT,
M3MHUITE OOMIIHO MSCTOTO ChC CAIlyH U BOJA; U3IUIAKHETE OYUTE C YHCTa BOAA.

3a yKa3aHHs OTHOCHO pa3TBapsIHETO HA JIEKApCTBEHUS MPOIYKT MPEAU MPUIIOKEHUE BUKTE TOUKa 6.6.
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4.3 IIpoTuBomoka3aHus

* CellCept He Tps0Ba 1a ce mpuara mpu MANUEHTH ChC CBPHXUYBCTBUTEITHOCT KbM
MUKO(heHoTIaT MO LTI, MUKO(DEHOIIOBA KUCEITNHA, WIIH KbM HSKOE OT IIOMOITHUTE BEIIECTBA,
m3bpoeHu B Touka 6.1. HabmiomaBanu ca peakliuy Ha CBPBbXIYBCTBUTEITHOCT KM TO3H
JIEKapCTBEH MPOIYKT (BK. TOUKa 4.8).

* He tps6Ba na ce npuiara jedeHue Npy XKEHU C AETEPOJIeH TOTEHIUAJ, KOUTO HE U3II0I3BaT
BHCOKO €(DEeKTHBHH KOHTPAIIEITHBHU METOH (BXK. TOUKa 4.6)

* He TpsabBa na ce 3aro4uBa Tepamnus Ipy KEHHU C IETEPOJICH MOTEHIIHAN, 0e3 Pe/ICTaBsIHE Ha
pe3yATaTH OT TeCT 3a OPEMEHHOCT, 3a JIa ce U3KIII0YU HeXellaHa yrnorpeba rmo BpeMe Ha
OpeMeHHOCT (BXK. TouKa 4.6)

* He tpsabBa na ce uznon3ea jeueHre N0 BpeMe Ha OPEeMEHHOCT, OCBEH aKO HsIMa JIPYTo
MOAXOIAIIO AITSPHATUBHO JICUCHHUE 3a MPO(UIAKTHKA Ha OTXBBPJISHETO Ha TPAHCILUIAHTATa
(Bk. TOUKa 4.6)

* He tps6Ba na ce mpuara jgedeHre MpH KEHU, KOUTO KBPMST (BXK. TOUKa 4.6).
4.4  CpoeuuajHu npeaynpe:kIeHUs! U NpelNa3HU MePKH MPH ynoTpeda
Heonnazmu

[TanmenTHTe, MOTyYaBaId IMyHOCYIPECHBHA TepaNnysi B KOMOMHALIUS C IPYTH JeKapCTBEHU
npoaykrh, Brmounteano CellCept, ca moanokeHu Ha TOBHIICH PUCK OT pa3BUTHE HA TUM(POMH H
JIPYTH 3JI0Ka4eCTBEHH 3a00IIs1BaHus, 0COOCHO Ha KoKaTa (BXK. Touka 4.8). PUCKBT M3rnex/a e cBbp3aH
M0-CKOPO C MHTEH3UBHOCTTA ¥ MTPOIBIDKUTEITHOCTTa HA IMYHOCYIIPECUsITa, OTKOJIKOTO C yrnorpedaTa
Ha HIKOW CrierU(pHIEH TPOIYKT.

Karo o611 chBeT 3a HamansiBaHe 10 MUHAMYM Ha PUCKa OT paK Ha KokaTa TpsiOBa Ja ce OrpaHudH
W3JIaraHeTo Ha cirbHUYeBa cBeTiimHa 1 UV o0irbuBane, KaTo ce HOCH 3allUTHO O0JIEKIIO U ce M3I0JI3Ba
CITBHIIE3AIMTEH MPOAYKT C BUCOK 3allIUTEH (haKTop.

Undekrmn

[ManmenTy, 1eKyBaHH C UMyHOCYIIPECOPH, BKJIIOYUTEITHO MUKO(GEHOIAT MO(ETHII, Ca U3JI0KECHU Ha
MIOBHUIIIEH PUCK OT OMOPTIOHUCTUYHU HH(eKIuH (OakTepruaini, rbOMYHH, BAPYCHHU U TIPOTO30HHH),
MH(EKINH C JeTaleH U3X0[ u cerncuc (Bxk. Touka 4.8). TakuBa nHpekunu ca peakTuBaus Ha
JATeHTHHU BUPYCHM MH(EKINH, KaTo xenaTuT B mmn xenatut C 1 nH(EKINY TPHIMHEHN OT
nojaromMaBupycH (Hedpomnatus, cBbp3ana ¢ BK Bupyc, nporpecuBHa MynTugokaiHa
neskoeHnedanonarus (IIMJI), cebpzana ¢ JC Bupyc). oknagsanu ca cirydau Ha XEaTUT BCIEACTBHE
Ha peakTuBaIys Ha xernatut B u xematut C Npyu MalueHTH-HOCUTEIH, KOUTO Ca JICKYBaHH C
uMyHocytnpecopu. Te3n HHPEKIIH YeCTO ca CBbP3aHH C BUCOKA 001a UMYHOCYTIPECHBHA
00peMEeHEeHOCT M MOKE J]a JOBEAAT /10 CEPUO3HM WIIM JICTAJIHU ChCTOSIHUS, KOUTO JIEKapuTe TpsiOBa ia
uMar npeaBH B JudepeHuantara Juarno3a npyu IMyHOCYIPECUpaHH NAIMEHTH C BIIOIIABaIla ce
O0BOpevHa QyHKIHS WM HEBPOJIOTHYHN CUMIITOMHU. MHKO(QEHOIOBaTa KUCETMHA NMa IIUTOCTATHICH
edext Bbpxy B- u T-mumdormrute, mopaay KoeTo € Bb3MOXKHO MO-TexKo rnpotudane Ha COVID-19 u
TpsIOBa J1a ce OOMUCIAT BB3MOKHOCTH 32 IPEANIpUEMaHe Ha CbOTBETHU KIIMHUYHUA MEPKU.

Nma cpobmenus 3a XxunoraMarjaoOynuHeMHs BbB BPb3Ka ¢ PEUUANBUPAIIY HH()EKIUH IPY MaLlUeHTH,
NoJdy4aBaly MUKO(eHoIaT Mo eTH B KOMOMHALUs ¢ APYyTH UMyHOCynpecopu. B Hsikou oT Te3u
cllydau, MPEMUHABaHETO OT MUKO(eHoIaT MO(ETHII KbM alITepHATHBEH UMYHOCYTIPECOP BOH JIO
HOpMaJu3upaHe Ha cepymHuTe HUBA Ha 1gG. [Ipu nanuenture Ha MukodeHoaaT MOGETHI, KOUTO
pasBUBAT PEUUAMBUPAIIN HH)EKLINH, TPAOBA Ja ce U3MEPBAT CEPYMHHUTE UMYHOTI00ynuHN. B ciyyait
Ha NMPOABIDKUTEIHA, KIMHUYHO 3HAYMMa XUIIOraMarjio0yIMHeMUsl, TpsiOBa a ce 0OMHUCIIN MOAXOASIIO
KJIMHAYHO JISHCTBUE KaTO CE MMa MPEIBU/I MOIIHUS IIUTOCTaTH4eH epekT Ha MuKodeHomoBaTa
KHcenInHa BhpXy T- u B-mumdormrure.

51



Vma nmyOnukyBaHu chOOIIEHNS 32 OPOHXNEKTA3UH PH BB3PACTHH U JIe1a, KOUTO ITOJTydaBaT
MukodeHoaat Mo eTra B KoMOMHaLUs ¢ APYTH UMYHOCYTIpecopu. B HKOH OT Te3u ciryuan
NPEMUHABAHETO OT MUKO(EHoJIaT MO(ETHI KbM APYT KMYHOCYTIPECOpP BOJH 10 MOAOOpEHHE Ha
peCHMpaTOPHUTE CUMITOMH. PHCKBT OT OPOHXHMEKTa3un MOJKE J1a € CBBP3aH C
XHUIIOraMario0yIMHEMUS WK ¢ HETIOCPEACTBEH eheKT BhpXy Oenms 1pod. Mima chino n3ommupanu
ChOOLIeHNS 32 MHTepCTUIIaTHa OenogpoOHa 6osecT u 6eroapobHa pudpo3a, HIKOM OT KOUTO ca
o ¢atanuu (BXk. Touka 4.8). [IpenopbsuBa ce 1a ce U3CieaBaT MalUeHTHUTE, KOUTO Pa3BUBAT
HepcUCTUpaIIH 0eJI0APOOHH CUMIITTOMH KaTo KalllI|Ila U JIUCITHESI.

KD’LB 1 MMYHHA CUCTEMA

[MaruenTure, momyyasamy MUKodeHonat ModeTH, TpIOBa Jja ce MPOCIE/IBAT 3a MPOsiBa Ha
HEYTPOIIEHUS, KOSATO MOXKE Ja ObJie CBhpP3aHa ChC CaMOTO JICUCHUE, ChC CHITBTCTBAIIM JICKAPCTBA,
BUPYCHU MH(EKIMK WX KOMOWHAIMS OT Te3W NpU4HHU. [IbTHA KphBHA KapTUHA HA TTAIUCHTHUTE,
JIeKyBaHU ¢ MHKO(EHOIAaT MOeTHII, TPSIOBa Jia ce MPaBU BCAKa CEJMUIIA TIPE3 EPBHS Mecell, JIBa
I'BTH MECEYHO TPE3 BTOPHUS U TPETHUS MECEIl Ha JICYCHUETO, CIIC]] TOBA €KEMECEUHO Tpe3 MbpBaTa
roguHa. AKo ce pa3Bue HeyTponenus (abcomoTen 6poit Ha HeyTpoduauTe < 1,3 X 10%/ul), moxke na ce
HAJIOXKH J]a C€ MPEKbCHE WU MPEYCTaHOBH JICUSHUETO CMUKO(EHOIAT MO(DETHIL.

Crpo0mraBat ce ciaydad Ha 9rcTa amra3us Ha yepBeHuTe KpbBHU KieTkd (YAUKK) mpu manuentn,
JICKyBaHU ¢ MUKO(EHOIAT MO(ETHI B KOMOMHAIIUS C IPYTH UMYyHOCYTpecopu. MexaHu3MbT Ha
YAUYKK, unayiupana ot mukodenosat moperu, He e uzBecteH. YAUKK morke 1a 0T3By4H IpH
HaMaJsBaHe Ha J03aTa WIH NPEYCTaHOBSIBAHE Ha JIeYeHHETO ¢ MUKodeHomat Modetwi. [Ipomenu B
Tepanuara ¢ MUKo(eHoIaT MOGETHIT TPOBA J1a Ce MPeIIpHeMaT caMo IIPpU ChOTBETHO HAOIIOICHUE
Ha PEIUINCHTUTE Ha TPAHCIUIAHTATH, 32 J]a C€ CBEJIe IO MUHUMYM PUCKA OT OTXBBPIISIHE HA
npucazakara (Bx. Touka 4.8).

[NanuenTure, nomyyasamy MuKodernonatr MmodeTui TpsioBa 1a ObAAaT MHCTPYKTUPAHH Ja ChOOIaBatT
He3a0aBHO 32 BCEKH MPU3HAK HAa MH(EKIINs, HEOYaKBAaHO IOCHHSIBAHE, KbPBEHE, WU JIPYTH TPOSIBU HA
KOCTHOMO3bYHA HEJOCTATHYHOCT.

[TanuenTure TpssOBa aa ce MHGOPMHUPAT, Y€ 10 BPEME Ha JICUeHHE ¢ MUKO(EeHOIaT MO(eTHIT
BaKCHHAIIMUTE MOXKE Jia ObJIaT MO-MaJIKO €PEKTHUBHM U YIIOTpeOaTa Ha )KUBU aTCHIOUPAHW BaKCHHU
Tpsi0Ba 1a ce u30srea (Bxk. Touka 4.5). [lpoTrBOrprTHaTa BakCHHA MOXe J1a OBbJe OT IMoJI3a.
[IpenmucBamure ekapu TpsOBa J1a HAPABSAT CIIPaBKa C HAIIMOHATHHUTE YKa3aHUS 3a MPOTUBOT PHUITHA
BaKCHUHAI[HA.

CTOMaIHHO-LIDeBHI/I

[punoxenneTo Ha MEKO(GEHOIAT MOPETHII € CBHP3aHO C TIOBUIIICHA YECTOTa Ha HeXKEIIaHH ChOUTHUS
OT CTpaHa Ha XpaHOCMUJIATEIIHATA CUCTEMA, BKIIOYUTEIHO HEUSCTH CIydyau Ha yJIeparus Ha
CTOMAITHO-YPEBHUS TPAKT, KpBBOM3IUB U niepdoparnus. JleueHueTo TpsaOBa 1a ce npuiiara
BHUMATEITHO MIPH MAIUEHTH C aKTUBHO CEPHUO3HO 3a00JIsIBaHEe Ha XPAaHOCMUIIATETHATA CHCTEMA.

Muxodenonar e uaxuburop vHa IMPDH (1no3un monodocdar aexuaporenasa). [lopaau Tosa,
NPUIOKEHUETO My TpOBa Ja ce M30srBa MPY MAIMEHTH C PsIJIKa HAacJeCTBEHA HEJIOCTaThYHOCT Ha
XHUIOKCAaHTUH-TyaHuH pocdopudosmi-rpanchepasara (HGPRT), karo cunapom Ha Lesch-Nyhan u
Kelley-Seegmiller.

B3anmMmonencTeus

C ornen Ha 3HaunTenHOTO HamaneHue Ha AUC ma M@K ot konectiupaMuH, HE0OXOMMO € TIOBUIIICHO
BHUMAaHUE [P IPEMHHABaHEe HA KOMOMHUpAHATa TePAITUs OT CXEMH, ChIbPKAIIH UMYHOCYTIPECOPH,
KOWTO MOBIHUSBAT EHTEpOXenaTanHus Kpbrospatr Ha MOK, Hamp. HIUKIOCIOPUH, KbM APYTH, KOUTO Ca
JIUIIICHU OT TO3H e()eKT, HAIIP. TAKPOIUMYC, CHPOIUMYC, Oenaralent, uin 00paTHo, Thil KaTo TOBa
MOXe Jia JoBee 10 poMeHu B ekcrio3uiusata Ha MOK. JlekapcTBa, KOUTO HOBJIMSBAT
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eHTepoxenatanHus kb1 Ha MOK (Harmp. KolecTupaMuH, aHTHOUOTHIIN), TPSIOBA J]a Ce U3IOJI3BAT C
MOBHUIIIEHO BHUMAaHUE MTOpaJv MIOTCHIANIA UM 32 HaMallsiBaHe Ha IUTa3MEHUTE HUBa Ha MUKodeHoat
U HeroBaTa e(pUKacHOCT (BXK. ChIIO ToYKa 4.5).

[IpenopbuBa ce MuKOGEHOIAT MOPETHIT J]a HE Ce MpHJIara ChI’bTCTBAIIO C a3aTHOIPHH, 3aI0TO
TaKOBa CHITHTCTBAIIO TPHIIOKEHUE HE € IPOYICHO.

CellCept 1 g/5 ml mpax 3a mepopaJiHa CyCIeH3us ChabpiKa actapTam. [lopaan ToBa, TpssOBa 1a ce
BuuMaBa, ako CellCept 1 g/5 ml mpax 3a mepopaiiHa CyCrieH3us ce TpHUiIara Ipu MaueHTH ¢

¢dennnkeToHypHs (BX. TOUKa 6.1).

CBHOTHOIIICHHUETO PUCK/TION3a Ha MUKO(EHOIAT MO(ETHUIT B KOMOMHAIIUS ChC CUPOJIUMYC HE €
YCTaHOBEHO (BK. CHINO TOUKa 4.5).

To3u ekapcTBEH MPOAYKT ChAbpkKa copOuTon. [TanmenT ¢ peaKu HacueACTBEHH MpoOIeMy Ha
HEMIOHOCHMOCT KbM (DpYKTO32 He TpsIOBa J]a MpHeMar TOBa JEKapCTBO.

Tep AIlICBTHYCH JICKAPCTBEH MOHUTOPHUHT

[Tpu npomMsiHa Ha KOMOMHHMpaHaTa Teparus (HaIp. MIPEeMUHABAHE OT CXEMU C IUKIIOCIIOPUH Ha TaKHWBa
C TAKPOJIUMYC WM 00paTHO) MOXKE Jla OhJIe TIOIXO/SIIO JIa CE MPOBEC TEPAIIEBTUYCH JICKAPCTBEH
MoruTopuHT Ha M®K nnn fa ce ocurypu afekBaTHa IMyHOCYIPECHs TPY HMAIlMEeHTH C BUCOK
UMYHOJIOTHYCH PUCK (HATP. PUCK OT OTXBBPJISHE, JICUCHUE C AaHTUOMOTHIIN, TOOABSIHE WJTH CITUPAHE HA
MPUIOKEHUETO HA B3aMMOJICHCTBAIIIO JICKAPCTRBO).

CrernyanHy oIy IAIHA

Ileduampuuna nonyrayus
MHoro orpaHuyeHa MOCTMapKeTHHIOBa HH(OpMaIIns TTOKa3Ba IMO-BICOKA YECTOTA Ha CIETHNATE
HEeKeJIaHW ChOWTHS NPY NMAIIMEHTH Ha BH3PACT O] 6 TOIMHH B CPABHEHHUE C MT0-Bh3PACTHUTE
MAaLVEHTH:
e mM(OMU U OPYTU 37T0KAYECTBEHH 3a00JIIBaHUS, OCOOCHO OCTTPAHCIUIAHTAI[IOHHO
JUMQOTIPOTUPEPATHBHO HAPYIIICHUE MPH MALUEHTH ChC ChPIACYHA TPAHCILIAHTALIHS.

o HapylmeHus Ha KPbBTa U HI/IM(i)HaTa CUCTEMA, BKIIIOYUTCIIHO aHEMHA U HCYTPOIICHUA, ITPU
NAalMEeHTH ChC ChpACYHA TPaHCIUTaHTAIMs. ToBa ce OTHACS 3a Jiela 1oJ1 6-TOAMIIHA Bh3PacT B
CpaBHCHHUC C IMO-BB3PACTHUTEC MAIMUCHTHU U B CPABHCHHUC C ICAUATPUYHNUTC PECIUIIUCHTH Ha
YepHOAPOOHA/OBOpEYHA TPAHCILUTAHTAIIHS.

[pu nanueHTHTe, NpUeMany MukodeHnonatr MoheTu, MbJIHA KPbBHA KapTHHA TPsOBa 1a ce
U3clie/IBa ©KECSIMUYIHO MpPe3 MMbPBUSI MECEI], IBa IIbTH MECCYHO MPEe3 BTOPHUS U TPETHS MeCell
OT JICUYCHHUETO, CIIS]T KOETO €KEMECEUHO Mpe3 MbpBaTa roinHa. AKO Ce pa3BUe HEYTPOIICHUS,
MOe J1a € TIOAXOIAINO Ja Ce MPEKbCHE WU JIa Ce MPEYCTAHOBH MpHEeMa Ha MUKO(GEHOJIAT
MOQeTHII.

®  CTOMAIIHO-YPEBHH HAPYIICHUS, BKIIFOYUTEIHO AUAPHS U TOBPbHIIAHE.

Jleyenuero TpsiOBa a ce mpuiara ¢ MOBUIIIEHO BHUMAHHUE TP MAIIMSHTH C aKTUBHU CEPUO3HU
3200JsIBaHUS Ha XPAaHOCMUIIATEITHATA CHCTEMA.

Ionynayus 6 cmapuecka 6v3pacm

[TaruenTrTEe B CTapUecka Bh3pacT, B CPAaBHEHHUE C MO-MJIAIUTe MHIUBUIN, MOTAT Ja ObJaT U3JI0KCHU
Ha MOBUIICH PUCK OT HEXEJTaHHU PEeaKIHy, KaTO HAKOH MH(EKINN (BKIIOYUTEITHO 3a00IsIBaHE C
ThKaHHA MHBA3Us Ha IUTOMETAIIOBUPYC) U €BEHTYAITHO CTOMAIIIHO-YPEBEH KPBBOM3IUB U OETI0ApOOCH
OTOK (BX. TouKa 4.8).
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Teparorenuu epexTn

MuxodeHonar e cuieH Tepatoret npu xopa. Mima cpo0iienus 3a ciontanau aboptu (dectora 45% no
49%) u Bpoaenu Mandopmanuu (nzuucieHa yectora 23% no 27%) cien eKCno3uus Ha
MHKO(eHoIaT MOdeTHII 1o BpeMe Ha OpeMeHHocT. Clie10BaTeHO, JIEYEHHETO € IPOTHBOIIOKA3aHO 1O
BpeMe Ha OpEeMEHHOCT, OCBEH aKO HsIMa JPYTO IMOIXO IO alTePHATHBHO JICUCHHUE 32
MIPEeOTBpATsIBAaHE Ha OTXBBPIISIHETO HA TPAaHCIUIaHTaTa. [lanieHTuTe JKeHN ¢ JeTepoeH MOTEHIIHAN
TpsiOBa 1a ObAaT MHPOPMHUPAHH 32 PUCKOBETE U J1a CTa3BaT NMPETIOPbKUTE, NaJeHN B ToUKa 4.6 (Hamp.
KOTpAaLleNITUBHU METOJIU, TECTOBE 32 OPEMEHHOCT) IIPE/IH, 110 BPEME Ha U CJIe]I JICUEHUETO C
mukodenonar moperun. Jlekapure TpsiOBa 1a rapaHTHPAT, Y€ KEHUTE, IpUEeMaId MUKO(QEHOIAT
Mo(eTH1, ca HasICHO C PUCKOBETE 3a YBpexkKaaHe Ha 6e06eTo, HeoOX0AUMOCTTa OT €PEeKTHBHA
KOHTpAIICTIINA, U HEOOXOIUMOCTTa He3a0aBHO J]a ce KOHCYJITUPAT ChC CBOSI JIEKap, aKO CHIIECTBYBA
BB3MOXHOCT 32 3a0peMeHsIBaHe.

KonTpanenmus (8. Touka 4.6)

[lopanu cunHUTE KIMHUYHM AOKA3aTEJICTBA, [IOKA3BaIll BUCOK PUCK OT a0OPT U BPOJECHU
MasihopManry MpH U3IMOoI3BaHe Ha MUKO(QeHoIaT MO(eTH Mpu OpEeMEHHOCT, TpsIOBa J1a ce MOoI0XKaT
BCUYKH YCHIIHNS, 3a Jja ce n30erHe OpeMEeHHOCT 0 BpeMe Ha JieueHueto. Ilopaau ToBa, KEHUTE C
JIeTepOJICH IMOTEHINAN TPIOBa 1a M3M0I3BaT Hali-MaJIKo eHa (hopMa Ha HaJeKTHAa KOHTPALCIIUL
(Bx. Touka 4.3) mpenu 3amo4YBaHe Ha JEYCHUETO C MUKO(PEHOIAT MO(ETHII, IO BpEME Ha JICYUSHUETO U
B IIPOIBJDKEHHUE HA IIECT CEMHLM CIie]l IPEYCTAHOBIBaHE HA JIEUCHUETO OCBEH aKO U30PaHUST METO.
Ha KOHTPAIETIINS € Bb3AbpKaHue. 3a MPeTOYNTaHE € 1a Ce IPUIIOXKAT ABE JOITBJIBAIIN ce (GOpMH Ha
KOHTpAIENIHs eTHOBPEMEHHO, 3a JIa CE€ CBEZIe 0 MUHUMYM BB3MOKHOCTTA 32 HEyCIeX Ha
KOHTpaLENIHATa U HeXKeJlaHa OpeMEeHHOCT.

3a chBET 3a KOHTPALICIIHUS PH MbXKE BIKTE TouKa 4.6.

OOyUnTETHH MaTepUATIN

3a ma ce oAIIOMOTHAT MAITUEHTUTE 1a n30erHaT GeTalHa eKCTIO3UITNS Ha MUKO(QEHOJIAT 1 3a J1a ce
OCHTYpH TOITBITHUTETHA BaykHAa HH(OpMarus 3a 6e3omacHocT, [IpurexaTensaT Ha pa3pelieHHeTo 3a
ynorpe0a 11e npeocTaBu 00YYUTETHN MaTepruaIy Ha MEIUIMHCKUTE CIIeUaIucT. B o0yuuTennuTe
MaTepUaIH 1€ Ce TMOJCHIAT MPEAYIPEKACHUATA OTHOCHO TEPATOrEHHOCTTa HA MUKO(EHOIAT, 1IIe Ce
JlaJie ChBET 32 KOHTPALIEIINS TPE/IN 3alI0YBAHETO HA TEPAIHATA U YKa3aHUSI OTHOCHO
HE0OXOAMMOCTTA OT M3cIeaBaHe 3a OpeMeHHOCT. JIekapsaTt TpsOBa 1a qaBa hJIHA HH(POpMAITUs 3a
NaIMeHTa OTHOCHO TEPATOTCHHUSI PUCK M MEPKHTE 3a MpEia3BaHe OT 3a0peMEeHsIBaHE Ha )KEHUTE C
JISTEPOJICH TOTEHIIMAJ M HA MAIIUCHTUTE MBKE, aKO € TIOIXOISIIIO.

JIOIBIHUTEIHU MPEATIa3HU MEPKHU

[ManuenTuTe He TPsOBa Ja AapsABAT KPHB MO BpeMe Ha JICYEHUETO WIH B pAMKHUTE Ha TIOHE 6 CeIMHIIN
cJeq MpeKpaTsBaHe MpruemMa Ha MuKodeHomaT ModeTm1. Mbxere He TpsiOBa 1a ObIaT JTOHOPH Ha
criepMa Io BpeMe Ha JICYCHUETO WM B paMKuTe Ha ToHe 90 THU clie/ MpeKkpaTsaBaHe IpueMa Ha
MUKOGEHOIAT MO ETHIL.

C’LZ[’BD)K&HI/IC Ha MCTHUJI HaDaXI/I}ZLDOKCI/I6eH303T

To3u exkapcTBeH MPOAYKT ChABPKA METHII TTapaxuapokcudenszoar (E218), koiiTo Moxe na
TIpeIN3BUKA AJIEPTUYHU PeaKIiy (€BeHTYaTHO 3a0aBeHN).

CpabpykaHue Ha HATPUN

To3zu nekapcTBEH MPOAYKT ChABPXKA MO-Maiko oT 1 mmol Hatpuii (23 mg) Ha 1034, T.€. MOXKE Aa ce
KaXke, 4e MPaKTHYECKH HE ChIbpiKa HATPHH.
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4.5 B3zauMmoneiicTBHe ¢ IPYrH JeKAPCTBEHH MPOAYKTH H APYrd (JOpMHU HA B3auMo/ielicTBHE

ALIMKJIOBHD

HabmroaBanu ca mo-BUCOKH HHMBA Ha IIa3MEHU KOHIICHTPAIMH Ha allUKJIOBHP, KOTaTo MHUKO(hEHOIaT
MO(deTHII € IpUJIaran ¢ aluKIOBUP, OTKOJIKOTO PU CAMOCTOSTEIIHO MPUIIOKEHHE Ha allUKIOBHP.
[Ipomenute BBB papmakokuneTnkara Ha MOKI (penonos rmokyponns Ha MOK) (MOKI ce
noBuIIaBa ¢ 8%) ca OMIM MUHUMATHA U HE C€ CUMTAT 3a KIIMHUYECKH 3HaYNMH. TBi KaTo Mmia3MeHnTe
koHieHTparuu Ha MK, KakTo U KOHIIEHTPALMUTE Ha allMKJIOBUP, CE MOBUIIIABAT IIPU OBOPEUHO
YBpEkKIaHe, UMa Bb3MOKHOCT MUKO(EHOJIAT MOGETHIT ¥ allMKIIOBUP WIIM HETOBUTE NIPEKYPCOPH, HATIP.
BaJIAIIMKIIOBUD, J1a C€ KOHKYpHpAT 32 TyOyJIHaTa CEKPEIs U 10 TO3U HAYUH JIOBIHUTEIHO J1a Ce
yBEJMYaT KOHIICHTPAI[KTE Ha JIBETE JICKapCTBa.

A"Tnamuam u nexuOuTopy Ha nnporonHara nomma (MUIIIT)

HabmronaBana e HamaneHa exkcrio3unus Ha M@K, koraro aHTHaIMIM KaTO MarHe3UeB U alyMUHHUEB
xunpokcun, u NI, BKIounTenHo JaH301pa3oll 1 MaHTONPa3od, ce Mpuilarat ¢ MUKOQEeHoIaT
Mogetni. He ca HabmrogaBany 3HaYMMH Pa3JIMKH [IPU CPABHABAHE HA YECTOTATa HA OTXBBPIISIHE HA
TpaHCIUIaHTaTa WIM 4eCTOTaTa Ha 3ary0a Ha IpucajkaTa MeXy IallueHTUTe Ha MUKO(QEHOoIaT
moderuin, npuemainn UIII u naupenTute Ha Mukodperonat Moderun , kouto He npuemat UIIII. Te3u
JTAHHU MTOJIKPENAT EKCTPANIOINPAHETO HAa TE€3U PE3YIATATH BbPXY BCUUKHM aHTHALMIH, ThH KaToO
HaMaJISIBAHETO Ha EKCIIO3UIUITA TIPU €THOBPEMEHHO MTPHIIOKECHUE HA MHKO(pEHOIAT MO(ETHII C
MarHe3ueB U alyMHUHHEB XUIPOKCH]I € 3HAUUTEIHO [T0-MaJIKO, OTKOJIKOTO IPHU €THOBPEMEHHO
npuiioxxenue Ha Mukogenonat moderun ¢ UIIL.

JlexkapcTBEHH IIPOAYKTH, KOUTO IIOBIMABAT EHTEPOXENATAIHUS KPBroBpar (Hamp. KOJIECTHPAMUH
LIUKJIOCIIOpUH A, aHTHOMOTHIIN)

Tpsi6Ba na ce BHMMaBa Ipu yrnorpedara Ha JIEKapCTBEHH MIPOILYKTH, KOUTO TTOBIUSIBAT
EHTepOXeMaTaIHNs KpbroBpaT, opaay Bb3MOKHOCTTA 332 HAMaJleHHe Ha e(hpUKacHOCTTa Ha
MuKodeHoaatT Mo eTHII.

Konecmupamun

Crnen equanyHa 103a 1,5 g MukodeHonaT MOGETIIT Ha 3/IpaBy JIUIA, HA KOUTO MPEIBAPUTEITHO ca
JaBaHu 4 g KOJIECTUPAMUH TPU ITBTU THEBHO B MTPOIBIDKCHNE HA 4 JTHU, € HaOJII0/JaBaHO HaMalleHHE
Ha AUC na MOK ¢ 40% (Bx. Touka 4.4 u Touka 5.2). [Ipy ChbIbTCTBAILO MPHIIOKEHUE TPSAOBA J1a Ce
BHMMAaBa MOPaJid Bh3MOKHOCTTA 33 HAMaJIeHHE Ha e(pUKACHOCTTa HAa MUKO(EHOIAT MO(DETHII.

Luxnocnopun A

dapmakokrHeTHKaTa Ha nukiaocnopud A (CSA) He ce moBiHsABa OT MHUKO(eHoIaT MODETHII.
Hanporus, ako ce npekpatu eqHoBpeMeHHOTO JieueHne ¢ CSA, TpsOBa Ja ce ouakBa MOBUIIABAHE HA
AUC na M®K ¢ okoio 30%. CSA mornusBa eHTepoxenaTaaHus Kpbropatr Ha M®K, koeTo Boau 10
Hamanena excriozuiusg Ha M@K ¢ 30 - 50% npu nmanuenTy ¢ 0b0pevHa TpaHCIUIAHTAIHSL, JICKYBaHH C
mukogenonat moderia u CSA, B cpaBHEHHUE C MAIMEHTH, IPHEMAIY CUPOIUMYC WK OeaTanent u
NMoJOOHM 031 MHKO(eHOoIaT MOeTHI (BXK. cbillo Touka 4.4). OT apyra ctpaHa, TpsOBa Jia ce O4aKkBaT
npoMeHu B ekcrio3unusaTa Ha MOK npu npemunaBane Ha maiueHTuTe oT CSA KBbM €/IMH OT
UMYHOCYIIPECOPHTE, KOUTO HE NMOBIHABAT EHTEpOXenaTaiHus IUKb1 Ha MOK.

AHTHOHOTHIIUTE, TMMHHUPAIIH OaKTEPUHTE, TIPOAYIIMPAIIN B-TIIOKYpOHHIa3a B uepBaTa (Harmp.
KJIaCOBETE aHTHOMOTHITH aMHHOTIMKO3UIH, T1e()aToCTIOpHHH, (IITYOPOXUHOIOHHU U TIEHUIMINHN),

MOJKE J1a MOBIHUAAT eHTepoXenaraanus Kpbrospat Ha MOKI'/M®K, kato ToBa BOIM 10 HaMaieHa
cuctemHa excrio3utyst Ha MOK. ma nadopmanms 3a cinegHuTe aHTHONOTHIIN:

Hunpoghnoxcayun unu amokCuyunun nuoc Kiagyianoéa Kuceiuna

Crob1maBa ce 3a HaMaJIsiBaHe Ha Hal-HUCKUTE KoHUeHTpauuu Ha M®K ¢ okoso 50% mpu penunueHTn
Ha OBOpEYCH TPAHCILIAHTAT B JHUTE HEMOCPEICTBEHO CJIe]] 3aII0YBaHe Ha MEPOPAIEH
UIIPO(IIOKCALMH WM aMOKCHULIMIINH IUTIOC KIIaByJlaHOBa KucenuHa. HabmonaBa ce TeHIeHIMs 3a

55



HaMaJIABaHE Ha TO3W e(EeKT MPH NMPOIBIDKUTETHA yIOoTpeOa Ha aHTUONOTHIINTE U OT3BYy4YaBaHE /10
HSKOJIKO JHHM CJIe]l IPEeKpaTsBaHEeTO Ha aHTHOMOTHKA. [[poMeHnTe B Half-HUCKMTE HUBA MOJXKE /1a HE
0Tpa3sBaT TOYHO MpoMeHHTe B oO1ara exkcrozunus Ha M®K. [lopanu ToBa mpomsiHa B J03ara Ha
MUKO(eHOIaT MOPETHII OOMKHOBEHO HSIMA Jla € He00XO0AMMa TIPH JINTICA Ha KIIMHUYHYU TaHHU 32
HapyieHa GYHKIUS Ha TprcajkaTa. TpsaoOBa 1a ce U3BbpIIBa 00aue CTPUKTHO KIIMHUYHO HAaOII0/IeHHE
10 BpeMe Ha JICYCHUETO ¢ KOMOMHAIUATA U MAJIKO CIIe]l aHTHOMOTUYHATA TEPAITHSL.

Hopdgnoxcayun u memponuoazon

[pu 31paBu 10OPOBOIIM HE € HAOII0IaBaHO 3HAYMMO B3aUMOJICHCTBHE, KOTaTo MUKO(eHoIaT
Mo(eTHI1 € mpuiarad eIHOBPEMEHHO C HOPGIIOKCALMH WM ¢ MeTpoHHaa30i1. Ho komOnHanusTa Ha
HOP(QJIOKCALIMH U METPOHHJa30J1 HamassiBa ekcriosuuusiTa Ha MOK ¢ okono 30% ciex exnHuyuHa 1032
MukodeHonat Mo eTHI.

Tpumemonpum/cyngpamemoOxcazon
He ¢ nabnronaBaH edekT BbpXy OnoHamInYHOCTTa Ha MOK.

JlekapCcTBEHM NPOAYKTH, KOUTO MTOBIMABAT NIFOKYPOHUPAHETO (HAND. W3aBYKOHA30JI, TEIMUCAPTAH)

ChIbTCTBAIOTO MPUJIOKCHHWE HA JICKApCTBA, MOBJIUSBAIIM TIIOKypoHpaHero Ha M®K, moxe ma
npomenu ekcrosuiuara Ha M®K. TTopaau ToBa ce mpemnopbyuBa MOBUIIEHO BHUMAHHUE, KOTaTO TE3U
JICKapCTBa Ce MpHUIaraT €AHOBPEMEHHO ¢ MUKO(EHOIaT MO(ETHIL.

H3zasykonazon
IMosumenune Ha excriosunumsaTa (AUCo..) Ha M@K ¢ 35% e Hab1r01aBaHO TPH CHITHTCTBAIIO
NPUIOKEHUE ¢ N3aBYKOHA30II.

Teamucapman

ChIbTCTBALIOTO NPWIOKEHHUE HA TEIMUCAPTaH U MUKO(EHOoIaT MO(dETUII BOAU 10 HaMaJlsiBaHe Ha
koHneHTpanuure Ha MOK ¢ okono 30%. Tenmucapran npomens enuMmuHupanero Ha MOK, karo
3acunBa excrpecusata Ha PPAR rama (mepokcuzoM npoiudeparop-aKTUBUPaH PELENTOp rama), KOeTo
OT CBOsI CTpaHa BOJIH JI0 TIOBUIIIEHA EKCIIPECHsI M aKTHBHOCT Ha ypuIuH qudocdar m3odopma 1A9 na
rimokyporui Tpauncdepasara (UGTLA9). Ipu cpaBHsBaHE Ha YECTOTUTE Ha OTXBHPIISHE Ha
TpaHCIUIaHTaTa, YeCTOTHTE Ha 3aryda Ha mpucaakaTa Wik NpouiIbT Ha HeXKelaHU ChbOUTHS TIPU
NAIMEHTHTE Ha MEKO(QEHOIAT MOQETHII ChC M 03 eTHOBPEMEHHO JIcUeHHe C TeIMUCAPTAaH, He ca
HaOJF0IaBaHH KJIMHUYHU TTOCIIEICTBHS OT (hapMaKOKHHETHYHOTO B3aUMOJICHCTBHE OT THIIA
JIEKapCTBO-JIEKAPCTBO.

Tanyuxnosup

BB3 ocHOBa Ha pe3ynTaTuTe OT €HO U3CIEIBAHE C EAHOKPATHO NPUIIOKEHUE HA IPETIOPHUBAHUTE
JI031 MUKO(eHOIaT MO(ETHII IEPOPATHO M TAHIIMKIOBUP HHTPABEHO3HO W M3BECTHHUTE e()eKTH Ha
OBOPEYHOTO YBPEKIaHE BHPXY (papMakoKHHETHKAaTa Ha MUKO(eHoIaT ModeTH (BX. Touka 4.2) u
TaHIMKJIOBUD, CE 0YaKBa, Y€ €THOBPEMEHHOTO MPUIIOKEHNE Ha TE3HU NMPOIYKTH (KOUTO Ce KOHKypHUpaT
3a MEeXaHHM3Ma Ha TyOyJHa ceKpelus B ObOpenuTe) e ToBeie A0 YBeITUIeHUE Ha KOHIICHTPAIIMUTE Ha
MOKT u ranuukinoBup. He ce oyakBa 3HaunTeNHa MpoMsiHa Ha (apMakoknHeTrkara Ha MOK u He ce
HaJslara KOpurapaHe Ha J1o3ata Ha MukogeHonat modetni. [Ipu nmanuenT ¢ 6p0pedHO yBpeKaaHe,
IIPY KOUTO MUKO(EHOTIAT MOQETHIT ¥ TAaHIIMKIOBUP WIJIM HETOBUTE MIPEKYPCOPH, HATIP.
BaJITaHITUKJIOBUD, C€ TpUiIaraT eJHOBPEMEHHO, TPSOBa Jla ce CIa3BaT MPENOPBKUTE 3a JO3NpaHe Ha
TaHIMKJIOBUD U MAaIlMEHTHTE TPsIOBa /1a ce HaOojaBaT BHUMATEIHO.

Iepopannuu konmpayenmusu

dapmMakogrHaMUKaTa ¥ (papMaKOKHHETHKATa Ha MEPOPATTHUTE KOHTPALICTITUBH HE CE IMOBJIMBAT B
KJIIMHUYHO 3HAYUMa CTETICH OT €JTHOBPEMEHHOTO MPHUJIOKEHUE ¢ MUKOPEHOIaT MO(eTr (BXK. ChIIO
TO4YKa 5.2).

Pugpamnuyun

ChITBTCTBANIOTO TMPHUIIOKEHHE HA MUKO(eHomaT ModeTH 1 prudaMITUINH € JOBENO 0 HaMaJIeHa
excriosunust Ha MOK (AUCq.124) ¢ 18% 10 70% u mpu Man@eHTH, KOUTO HE PUEMAT IIUKJIOCTIOPHH.
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IIpenopbuBa ce 1a ce MOHUTOpUpPAT HUBaTa Ha excro3uius Ha MOK u chOTBETHO Ja ce KOpUrupar
JIO3UTE Ha MUKO(EHOIAT MOPETHIT 3a IO Ibp)KaHEe HA KIIMHUYHA e()UKACHOCT NIPU €THOBPEMEHHO
MIPUIIOKEHUE HA pU(aAMITUIIH.

Cesenamep

HabmronaBano e monmxkenne Ha Crax 1 AUCq.12 Ha MOK crotBeTHO ¢ 30% 1 25% npu
€HOBPEMCHHO MPUIIOKECHUE Ha MUKO(EHOIAT MOETHI U ceBenaMep 0e3 HIKAKBO KIMHUYHO
3HaueHHe (T.C. OTXBBPJSHE HA MpUcaaKaTa). [[penopbunTesHO € BCE MaK Jia ce mpujiara MUKoQeHomar
MOQETHJI TIOHE €JIUH Yac MPEJH WIH TPH Yaca CJie]] IPUEM Ha CeBelaMep, 3a Jia Ce CBEe/IC JJO MUHUMYM
eexThT BhpXY pe3oporusaTa Ha MDK. Hsama mannam 3a mpuiokeHneTo Ha MUKodeHoIaT MoeTHII ¢
IpyTHu docdaT-CBbp3BAIIM BEIIECTBA, OCBEH CEBEIaMep.

Taxponumyc

[Ipu nauyeHTH ¢ YepHOAPOOHA TPACIUIAHTALMS, IPH KOUTO € 3all0YHATO JIeYCHUE ¢ MUKO(EHOIaT
mogerun u Takponumyc, AUC u Cmax Ha MDK, akTuBHUAT MeTabonUT Ha MUKOodeHoIaT ModeTHI, He
ca OMJIM 3HAYMMO TOBIIMSHU TIPH €THOBPEMEHHO NPWIOKEHHE ¢ Takposmmyc. HanpoTus,
HaOro1aBaHo e noBuienue ¢ npudamsuresHo 20% rwa AUC Ha TakpouMyc TIPU MHOTOKPATHO
npuiIoxkeHue Ha Mukodenonat moderw (1,5 g 1Ba MbTH JHEBHO) Ha MAMEHTH C YEPHOAPOOHA
TpaHCIUIAHTAIMsA, TpUeMaIiy Takpoaumyc. [Ipu manuenTn ¢ 6s0peyHa TpaHCIUIaHTaIms, odaye,
KOHIICHTPAIMATA Ha TAKPOJIMMYC H3IJIEkK /1A HE c€ MPOMEHS 0T MUKO(eHoIaT MO(eTHII (BXK. CHII0
Touka 4.4).

Kuesu saxcunu
JKuBu BakcuHU He TpsiOBa Ja ce mpwiaraT MpH MalUeHTH ¢ HApYIIEH HMYHEH OTTOBOP. AHTHUTSIIO

OTrOBOPBT KbM JPYTH BAKCUHH MOKeE J1a ObJie HamalleH (BXK. ChIIO Touka 4.4).

IlenuaTpuyna IOmyJdanus

[Ipoy4uBanus 3a B3aMMOAEHUCTBUATA Ca TIPOBEXKIAHN CaMO TP Bb3PACTHH.

ToTeHmaaHu B3aUMOAEHCTBUSA

EnHOBpEeMEHHOTO MPHIIOKEHHE Ha TPOOEHEIH] ¢ MUKO(EHOIaT MOGETHII TPH MAMYHH € JIOBEJIO JI0
TpuKpaTHO noBuiieHue Ha iazmenara AUC xa MOKT'. T1o To3u HaumMH ApyTH JIEKApCTBA, 32 KOUTO
ce 3Hae, Ye ca MOJUIOKEHHU Ha TyOyIiHa cekpens B Oh0pernuTe, Moxe na ce koukypupar ¢ MOKI u
Taka Jia c€ MOBHUIIAT IJ1a3MeHuTe KoHlleHTpauu Ha M®OKI uiu Ha IpyTH JieKapcTBa, ETMMUHUPAHU
upe3 TyOyJIHa CeKpeIrs.

4.6 @epTuauTeT, GPEMEHHOCT U KbPMEHe

KeHu ¢ geTepoAeH MOTCHIIAI

TpsibBa na ce u30srBa OPEMEHHOCT, JOKATO ce mpreMa Mukodernonat Mmoderuin. Ilopaau ToBa, JKEHUTE
C JIeTepoJICH OTEHIIMAI TPSIOBa J1a U3MOJI3BAT HAl-MallKo efHa opMa Ha Ha/IeXKTHA KOHTPAIICTITIHS
(Bk. Touka 4.3), mpeu Ja 3aM0YHAT JICYSHUETO, TI0 BpEME Ha JICUCHUETO U B MPOIBKCHUE HA IECT
CEJIMUIIM CJIE/] TPEyCTAaHOBSABAHE HA JICYCHHETO OCBEH aK0 M30PaHUSAT METO ] Ha KOHTPAIICTIITHUS €
BB3AbpKaHKe. 3a MPEAIOYNTAHE € JIa ce TPUIIOKAT €THOBPEMEHHO JIBE JOMBIBAIIH ce POpPMHU Ha
KOHTpAIIEIIIHS.

BpemenHocT

Muxodenonat MoeTH € IPOTUBOIIOKA3aH MO BpeMe Ha OPEMEHHOCT, OCBEH aKO HAMA JIPYTro
HOAXOAAIIO AITEPHATUBHO JICYEHHE 3a MIPEAOTBPATABAHE HA OTXBHPJSIHETO HA TPAHCIUIAHTATA.
Jleuennero He TpsiOBa Ja ce 3amouBa 0e3 J1a € HaJIuIle OTPUIATEIICH TeCT 3a OPEMEHHOCT, 3a /1a ce
U3KJIIOYH HEeXeJIaHa yrnoTpeda 1mo BpeMe Ha OpeMeHHOCT (Bxk. Touka 4.3).
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[MarnuenTHTE )XE€HU C PENPOYKTUBEH MOTEHIMAT TPIOBa Na ObJIaT HHPOPMHUPAHU 33 TIOBUIICHUS PHCK
oT 3ary0a Ha I1JI0/la ¥ BPOJCHH Maj(opMalliy B HA4aj0TO Ha JICYCHUETO U TPsIOBa 1a ObaaT
KOHCYJTHPAHH 110 OTHOIICHHE Ha MPEANa3BaHeTo OT 3a0peMeHIBaHE U CEMEWHO TUTaHUpaHe.

[Ipenu na 3amoyHat Teparnws, )KEHUTE C ASTEPOJICH TOTESHIIUAN TPSOBA J]a UMAT JBa OTPHULIATEITHH
pesyirara OT CepyMeH MIM YPUHEH TECT 3a OPEMEHHOCT ¢ YyBCTBUTENHOCT Hak-Maiako 25 miU/ml, 3a
Jla ce M3KIIFOYM HEBOJIHA EKCITO3UIM Ha Tuioa Ha Mukodenonat. [IpemopruBa ce 8 — 10 qHu cien
IIbPBUA TECT J1a C€ USBHPIIN BTOPU TECT. HpI/I TpaHCIUIaHTalusd Ha OpraHyu OT IOYMHAJIN JOHOPH, aKO
HE € Bh3MO)KHO J1a ce M3BBpIIAT /Ba Tecta npe3 8 - 10 nuu npeau aa ce 3amnovne JedeHuero (mopaiu
BPEMETO, CBHP3aHO C HATMYHOCTTA HA OPraHUTE 3a TPAHCIUIAHTAIIUS), TECT 32 OpEMEHHOCT TpsiOBa J1a
Ce M3BBPIIN HEITOCPEACTBEHO MIPEIX 3all0UBaHe Ha JICUSHUETO, a OIle eIuH TecT - cien 8 - 10 qHu.
TecToBeTe 3a OpeMEHHOCT TPsIOBA J1a Ce MOBTOPSIT, aKO € KIMHUYHO He0OX0oauMo (Hamp. cie
choOIIaBaHe 3a HAKAKBB MPOIYCK B KOHTPAIICHIUATA). Pe3ynTaTuTe OT BCHYKH TECTOBE 3a
OpeMeHHOCT TpsIOBa J1a ce 00CHKIaT ¢ manuenTa. [lanmenture TpsiOBa Aa ce MHCTPYKTHPAT Ja ce
KOHCYJITUpAT He3a0aBHO C JIEKYBaIlIHs CH JIeKap NP HACThIIBaAHE HA OPEMEHHOCT.

MuxodeHonaT e MOILIEH TepaTOreH 3a YOBEKa, KaTo ChIECTBYBA MOBUIICH PUCK OT CIIOHTAHHU

abopTH U BpPOACHU MaipOopMaIliy B Clydail Ha €KCITO3UIIMSI 10 BpeMe Ha OPEeMEHHOCT;

. ChOOIIABAT CE CIIOHTAHHU a0opTH npu 45-49% 0T OpEeMEHHHTE )KEHU C €KCIIO3UIIUS Ha
MukodeHonat ModeTus, B cpaBHeHUE ¢ yecToTa Mexay 12 u 33% mpu 60sHu ¢
TPaHCIUIAHTALMS HA COJINIHU OPTaHH, JIEKYBaHU ¢ UMyHOCYIIPECOPH, PA3IMYHH OT
MukodeHonatr MoheTu.

. B®3 ocHOBa Ha cHOOLIEHHUS OT IUTEpaTypaTa, MaapopMauy ca ce NoaBWwIx npu 23 10 27% ot
KUBHUTE PAKIAHUS IPH KEHU C €KCIIO3ULUS Ha MUKO(eHoIaT MOGETHII 10 BpeMe Ha
OpeMeHHOCT (B cpaBHEeHHE C 2 10 3% OT )KUBUTE pakKJaHusI B 00IIaTa MMOMMyIalus U
npuOu3uTenHo 4 10 5% OT KUBUTE pakJaHus MPU PEIUNNEHTH C TpaHCIIaHTaLUs Ha
COJIMJIHU OpPIaHy, JEKyBaHH C UIMYyHOCYIPECOPH, Pa3IMIHN OT MUKO(EHONIAT MOETHII).

[Tpu mocTMapkeTHHroBaTa ynorpeda ca HabIo1aBaH! BPOJACHN Mal(OpMaIiy, BKIFOUYUTEITHO
CHOOIICHNS 32 MHOYKECTBEHH MaopMaluy IpH Jiela Ha MalMeHTKH ¢ eKCIIO3UIIMs Ha MUKodeHoaT
B KOMOMHAITUS C IPYTH HMYHOCYIIpECOpH o BpeMe Ha OpemMeHHocTTa. Haii-uecto ce chobmaBar
clemHuTe Man(opMaIuu:

. AHOMaNNMU Ha YXOTO (Hamp. MaTOJIOrMYHO 0(OPMEHO WIIK JIMTICBAIIO BHHIIHO YXO0), aTpe3us Ha
BBHIIHUS CITyXOB KaHa (CPeIHO yXO);

. JlunieBu Masgopmariium, KaTo IenKa Ha yCTHAaTa U HeOIIeTOo (3aelIKa yCTHA, BhjI4a yCTa),
MUKPOTHATHS ¥ XUIIEPTEIOPU3bM Ha OPOUTHUTE;

. AHoMmanuu Ha ounTe (Hamp. Korodoma);

. BponeHno cepaedno 3abomnsBane, kKaTo 1e(eKkTH Ha MPeACHPIHIS M KAMEPHHUS CENTYM,;

. Mandopmanuu Ha IpbCTUTE (HATP. TONUAAKTUINS, CHHAAKTHIINA);

. Tpaxeo-e3odareanan MandopMaiuu (Hamp. aTpe3ns Ha XPaHOIPOBOIA);

. Mandopmanmu Ha HepBHaTa CUCTeMa Kato spina bifida,

. AHoMmanuu Ha ObOpenuTe.

B nombiHEeHHME MMa OTHETHN CHOOIICHHS 3a CIICTHUTE MaI(QOopMaITiu:

. MuxpodTanmus,

. Bponena kucta Ha XOpOUIHHS TIEKCYC,
. Arenesns Ha septum pellucidum;

. AreHe3ust Ha OOOHSTEITHHS HEPB.

[MpoyuBaHusTa IPH KUBOTHH TIOKA3BAT PEIPOAYKTHBHA TOKCUYHOCT (BXK. TOUKa 5.3).

Kspmene
OrpannyueHy JaHHU MOKa3BaT, 9Y¢ MUKO(EHOI0BaTa KUCEIMHA ¢€ eKCKpeTHpa B KbpMmaTta. [lopaam

BEPOSITHOCTTA OT CEPUO3HU HEXEJIaHW PEaKUH KbM MUKO(EHOI0BaTa KHCENMHA ITPU KbpMaydeTara,
JICYCHUETO € MPOTHBOIOKA3aHO NPU KbpMauku (BXK. Touka 4.3).
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Mmubxe

OrpaHuyYeHUTE HAJTUYHU KIMHUYHA JaHHU HE MOKa3BaT MOBUIIEH PUCK OT Ma(opManuu wiu abopt
cJex eKco3uIus Ha OamaTa Ha MUKoQeHoIaT Mo(eTHII.

MO®K e momieH Tepatores. He e u3sectno nanu M@K npucsctsa B cnepmata. Mzuncienus,
OCHOBABAIlY C€ HA JaHHH IIPH )KMBOTHH, ITOKA3BaT, Y€ MAKCUMAIHOTO KonudecTBo MK, koero
MOTEHIIMAIHO MOYXeE JIa e MPEHECe B )KEHa, € TOJIKOBA HUCKO, Y€ OW OMII0 MHOTO MaJIKO BEPOSITHO J1a
okaxke eext. [Ipu npoydBaHus pH KUBOTHU € JOKa3aHO, Y€ MUKO(EHOJIAT € TeHOTOKCHYEH B
KOHIIEHTpAIMK CaMO MaJIKO HaJAXBBPIIAIIN TEPANEBTHUHUTE €KCIIO3ULIUU MIPU XOpa, TAKa Y€ PUCKBT OT
TEeHOTOKCHYHH e(DEeKTH BHPXY CIIEPMATO30HIUTE HE MOXKE JIa C€ M3KJIIOUH HAITBIIHO.

ITopanu ToBa ce mpenopbrYBAT CIETHUTE NPEANIA3HA MEPKH: MIPENOPHUBA CE€ CEKCYaTHO aKTUBHUTE
MAIMEeHTH MBXKE WM TEXHUTE MapTHHOPKH Ja U3MOI3BAT HAIEK/IHA KOHTPALIETIIIUS 110 BpeMe Ha
JICUCHUETO Ha MaIlMEeHTa MBXK H B IPOIbIDKEHNE Hai-Maiko Ha 90 AHU cien mpeKpaTsBaHe npuemMa Ha
Mukodenonat Mmoderui. [laruenTiTe MbXe ¢ penpoIyKTUBEH MOTEHIIMAT TPAOBa Ja Obaar
YBEIOMEHH U J1a O0CHAST C KBATMPUIIMPAH MEIUIIMHCKH CHCIAAIUCT MOTEHIIMATHUTE PUCKOBE,
CBBP3aHU ChC 3aU€BaHE Ha JIETe.

DepTUInTeT

Muxodenonat ModeTnn He Oka3Ba eeKT BbpXY QepTHINTETa Ha MBXKH IUIHXOBE PHU MEPOPATHU
no3u 10 20 mg/kg/nen. CructeMHaTa eKCIO3UIHS MIPU Ta3K 1032 € 2 — 3 MbTH M0-BUCOKA OT
KJIMHAYHATA EKCIIO3MIIUS MPH MPENOPbUYNTENHATA KIMHUYHA 1032 2 (//IeH Npy nanueHTH ¢ 0b0peyna
TpaHcruanTaus 1 1,3 — 2 IbTH MO-BHCOKA OT KJIMHUYHATA €KCIIO3UITHUS ITPH NPENOPHYUTEIIHATA
KJIMHAYHA /1032 3 §/A€H NpH NalMeHTH CbC ChpACYHA TpaHCIUIaHTauus. B mpoyuBane 3a peprunurera
U PENPOIyKIUATA, IPOBEIACHO MPH KEHCKH ITBXO0BE, Iepopainu 103u 4,5 mg/kg/nen npeau3BukBaT
Mandopmanuy (BKIIOYATETHO aHO(DTAIIMUS, arHATHs U XUAporedanns) B IOTOMCTBOTO OT ITbPBO
MOKOJIEHUE ITPH JIUICA HA TOKCUYHOCT 3a Malikata. CHCTEMHaTa eKCIIO3ULUS TIPU Ta3H 1034 €
npubnm3uTenHo 0,5 MbTH MO-BHCOKA OT KIMHIUYHATA €KCIIO3UIUS TP MPENOPbUUTETHATA KIIMHUYHA
J103a 2 g/neH 3a malueHTH ¢ Ob0peYHa TPaHCIUTAHTAIUS U TPHOIM3UTeHO 0,3 MBTH MO-BHCOKA OT
KJIMHAYHATA €KCIIO3HIIUS MPH MPENOPHUYNTEIHATA KIMHUYHA 1032 OT 3 §//IeH NPpH MalUeHTH ChC
chpAeyHa TpaHcIUlanTanus. He ce HaOmronaBat edekTy BbpXy QepTHINTETa WK PENPOLyKTUBHUTE
MoKa3aTeNId IPY MaKUTE WIK B TIOCTIEABALIIOTO MTOKOJICHHE.

4.7 EdexTu BBpXy cioco0HoCTTA 32 IopupaHe U padoTa ¢ MALUUHA

MuxkodeHnonat Mo(eTHII IOBJIHsIBA B yMEPEHa CTEICH CIIOCOOHOCTTA 32 modupaHe v paboTa ¢ MAITHHH.
JleueHneTo MOXKeE Ja IPUYMHH CHHIHUBOCT, 00BPKBAHE, 3aMastHOCT, TPEMOP HWJTH XUITOTOHUS U TOPaJn
TOBA MAIMEHTHUTE CE ChBETBAT J1a BHUMABAT, KOTATO MO(UpaT WK pabOTAT ¢ MAITHHU.

4.8 Hexenanu JiekapcTBeHH peaKuH

PesroMme Ha nmpoduia Ha 0€30IacHOCT

Huapus (1o 52,6%), neBkonenus (no 45,8%), 6akrepuannu nndexmun (1o 39,9%) u nospwiane (10
39,1%) ca cpen Hai-4eCTUTE W/WIK CEPUO3HU HEKEIIAHN PEaKIUH, CBbP3aHH C MPUIOKEHUETO Ha
MuKodeHoIaT MOGETHII B KOMOMHALUS C LIUKIIOCTIOPUH ¥ KOPTUKOCTEPOUIH. FiMa 1aHHU 3a 11o-
roJisiMa 4ecToTa Ha HAKOHM BUJIOBE HH(PEKINH (BXK. Touka 4.4).
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CouchbK Ha HEOKETAHUTE PEaKITNH B TAOJUICH BUIT

Hexxenanute peakuuy OT KIMHUYHUTE U3MUTBAHUS U IOCTMAPKETUHTOBHSI OTIUT ca M30pOEHH B
Ta6muua 1 mo cucremo-opranet kiaac (COK) no MedDRA 3aenHo ¢ Texaute yectotu. ChOTBETHATA
KaTEeropys YeCTOTA 3a BCAKA HEXKEJIAHA PEaKIns ce OCHOBABa HA CIIEAHATA YCIOBHOCT: MHOTO YECTH
(>1/10), wectu (>1/100 mo <1/10), neuectu (>1/1 000 mo <1/100), penku (>1/10 000 mxo <1/1 000),
MmHoro peaku (<1/10 000) u ¢ HemsBecTHa YecToTa (OT HATMYHHUTE JAHHH HE MOXKE J1a ObJie HalpaBeHa
orierka). [Topaau rossiMaTa pasinka, HaOJIFO1aBaHa B YeCTOTATA HA HIKOW HEXKEIIAaHU PEaKInuy MpU
pa3MYHUTE [TOKA3aHUs 32 TPAHCIUIAHTAIIUS, YECTOTATa € MPECTaBEeHA OT/IEITHO 32 MAIUEHTUTE C

0B0OpeyHa, YepHOIPOOHA U ChpCYHA TPAHCILIAHTAIIUS.

Taoauna 2

Hexenanu P€aKkIMu B IIPOYBAHUA, U3CJICABAIIIHA JIJCYCHHUETO C MHKO(l)eHOJ'IaT

MO(l)eTI/I.]I le/l B1>3pacnm N OHOIIIH, UJIHU HpH HOCTMapKeTI/IHFOBO
Ha0 I0IeHHe

Hexenana peakuus

(MedDRA)
bnopeuna Yepuoapoodna Cbpaedyna
CucTemM0-0praneH KJiac | TPaHCIUIAHTAIUS TPAHCIJIAHTAIHSA TPAHCIJIAHTAIHSA
UYecToTa UYecToTa UYecToTa
Nnadexnnn n nadecranun

bakrepuanan nabeKIN

MpHoro gectu

MHoro Jectu

MHoro uectu

MukoTHYHN HHOEKITHHA Yectu MHoro dyectu MHoro dyectu
[Iporo3oiinn nadekmu | Heuectn Heuectn Heuectn
Bupycuu nadexkunu MHoro yectH MHoro yectu MHoro yectu
Heonna3mu — 100pokayecTBeHH, 3JI0KAYeCTBEHH M Heompe/iejeHH (BKJI. KHCTH U NMOJHUITH)
JlobpokadecTBeHa

HEOoIlIa3Ma Ha Ko)KaTa UecTtn UecTtn UecTtn
Jlnmdom Heuectn Hewectn Heuwectn
JlumponponudepaTuBHO

3aboisiBaHe Heuectu Heuectun Heuectun
Heonnazma Yectu Yectn Yectun

Pak na xoxara UecTtn Heuectn UecTtn

Hapymiennsi Ha KpbpBTa M JINM@HATA CHCTEMA

Aunemus

MpHoro gectu

MHoro uectu

MHoro uectu

Ywucra amrazusg Ha
YEPBEHUTE KPHBHU

KJICTKH Heuectn Heuectu Heuectu
KoctHOMO3BYHA

HEJIOCTATBYHOCT Heuectn Heuectn Heuectn
Exxumosa Yectu Yectu MHoro uectu
JleBKOIMTO3a Yectu MHoro Jectu MHoro Jectu
JleBKOnIEHUS MpHoro gectu MHoro Jectu MHoro Jectu
ITannuToneHus Yectu Yectu Heuectn
[ceBnomnmdom Heuectn Heuectu Yectu
TpomboruToneHust Yectu MHoro uectu MHoro uectu

Hapymienusi Ha MeTa00J1M3MAa M XPaHEHETO

Anuosa Yectu Yectu Muoro uecTu
XunepxoJecTepoaeMust MHoro uectn Yectn MHoro JecTu
XunepriukeMust YecTtn MHoro JecTu MHoro JecTtu
Xunepkanuemust YecTtn MHoro JecTu MHoro JecTtu
XunepJaunuaemMus Yectu Yectu MHoro dyectu
XUMOKaIIHEMUS Yectn MHoro gecTu Yectn

XHUIOKaJIHuEMHUS Yectn MHoro JecTn MHoro JecTu
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Hexenana peakuus

(MedDRA)

bnopeuna YepHoapoOHa Chpaeuna
CucreMo-opraHeH Kj1ac | TPaHCIVIAHTALUS TPAHCIIAHTALSA TPAHCIIAHTALUSA
XUnoMarHe3ueMust Yectn MHoro yectn MHoro yectn
Xunodocharemus MHoro yectH MHoro yectu Yectn
Xumnepypukemust Yectu Yectn MHoro yectu
I'yma Yectu Yectn MHoro yectu
Hamaneno rerio Yectn Yectn Yectn
IlcuxuyHM HApyLIEeHHs
CncTogHUE HA
o0BpKBaHe UecTtn MHoro yectu MHoro yectu
Henpecust Yectu MHoro dyectu MHoro dyectu
bescbHue Yectn MHoro yectn MHoro yectn
AskuTanus Heuectn Yectn MHoro JecTu
TpeBoxkHOCT Yectu MHoro yectu MHoro yectu
AOGHOPMHO MHCIICHE Heuectn Yectn Yectn

Hapymiennsi Ha HepBHaTa cucTeMa

3amastHOCT Yectu MHoro yectu MHoro yectu
['maBoOosme MHoro yectu MHoro yectu MHoro yectu
MyCcKyJeH XUIIEPTOHYC Yectu Yectn MHoro yectu
ITapecte3un Yectu MHoro dyectu MHoro dyectu
CpHIHBOCT Yectu Yectun MHoro yectu
Tpemop Yectu MHoro dyectu MHoro dyectu
Konsyncun Yectu Yectn Yectn
Hucreysus Heectu Heuectn UecTtn
Chbpaeynu HapylmeHus

Taxukapaus | Yectu | MHoro dyectu | MHoro dyectu
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Hexenana peakuus
(MedDRA)

CI/ICTeMO-OpFaHeH KJ1acC

bnopeuna
TPAHCILUIAHTALLUS

YepuoapoOua
TpaHCIJIAHTAIINS

Cbpaeuyna
TpaHCIJIAHTAINS

Cb10BY HapylIeHHs

XunepToHus Mmuoro uectu Muoro gyectu Mmnoro gyectu
Mmnoro
XUIIOTOHHUS Yectu MHnoro gectu 4eCTH
Jlumdbonene Heuectu Heuectn Heuectn
BenoszHa Tpom0o03a Yectu Yectu Yectu
Bazogunaranus Yectu Yectu MHoro uectu
PecninpaTopHu, rpbAHU U MeIUACTUHAJHN HAPYLIEHUS
bponxuexrasus HeuecTtu Heuectn Heuectn
Kammuma MHoro gectu MHsoro gectu Msoro gectu
JucnHes Mmuoro uectu Muoro gyectu Muoro gyectu
WNurepcTunuanna
OenoipobHa boJect Heuectn MHoro peiku MHoro peiku
I1neBpasieH U3IUB Yectu MHoro dyectu MHoro dyectu
BenonpobHa hubposa MHoOro peaku Heuectu Heuectu
CToMalIHO-YpPEeBHU HAPYLIEHHUSI
KopeMna aunaranus Yectn Muoro gyectu Yectu
Kopemna 6omka MHoro yecTu MHoro dyectu MHoro dyectu
Komut Yectu Yectu Yectu
3amek Mmuoro uectu Muoro gyectu Mnoro gyectu
Hamamen anetut YecTtn Muoro gyectu Muoro gyectu
Huapus MHoro gyectn Muoro gyectu Muoro gyectu
Jucnerncus MHoro gectu Mmuoro gectu MHnoro gectu
Ezodarur Yectn Uectn Uectn
Epyxranus Heuectn Hegectn Yectn
PuatyneHIus Yectu MHoro yectu MHoro yectu
lactpur Yectu Yectu Yectu
CroManrHo-4peBeH
KPBBOU3JIUB Yectu Yectn Yectn
CromamHo-4ypeBHa si3Ba | Yectu Yectn Yectn
Xunepmiasus Ha
BCHIIUTE Yectu Yectu Yectu
Hneyc Yectu Yectu Yectu
S13BU Ha ycTarta Yectu Yectn Yectn
I'amene Mmuoro gectu Muoro gyectu Muoro gyectu
ITankpeatur Heuectu Yectu Heuectn
CTtoMaTuT Yectn Yectn Yectn
[ToBpbiane Mmuoro uectu Muoro gyectu Muoro gyectu
Hapynmiennsi Ha HMMYHHATA CHCTEMA
CBpBXUYYBCTBUTEIHOCT Heuectn Yectn Yectn
AHadwmrakTHaHA
peaKITu C Heu3BEeCTHA YeCTOTa C HEM3BECTHA YeCTOTa C HEM3BECTHA YeCTOTa

XunoraMmarao0yIMHEMHS

Heuectn

MHoro penku

MHoro penku




Hexenana peakuus

(MedDRA)

bnopeuna YepHoapoOHa Chpaeuna
CucremMo-opranet Kjiac | TpaHCILUIAHTAIUSA TPaHCIJIAHTALMSA TPaHCIJIAHTALMSA
XenaToOMIMapPHU HAPYIIEHHUS
YBenuueHa ankaiHa
¢docdarasa B kppBTa UecTtn UecTtn UecTtn
YBenuyeHa JIakTaTt
JIeXuJporeHasa B kpbBra | Yectu Heuectn MHoro dyectu
YBenuueHu
YepHOIPOOHY SH3UMHU UecTtn MHoro yectu MHoro yectu
XenaTur Yectu MHoro yectu Heuectun
XurepommpyOnHeMus Yectn MHoro0 Jectn MHor0 Jectn
Kparenuna Heuectu Yectn Yectun
Hapymienns Ha K0KaTa M MOAKOKHATA ThKaH
AxHe UecTtn UecTtn MHoro yectu
Adnonerust Uectn Uectn Yectn
O06pus Yectu MHoro dyectu MHoro dyectu
Koxxna xuneprpodus Yectu Yectn MHoro yectu

Hapymennst Ha MyCKYJIH

0-CKeJIeTHATaA CUCTEMA U Ch

CAINMHUTC/IHATA TBbKAH

Aprpanrus

Yectu

Yectu

MHoro uectu

MyckynHa cmaboct

Yectu

Yectn

MHoro uectu

Hapymiennsi Ha 6b0pennTe 1 NUKOYHUTE MHTUIIA

VBennueH KpCaTUHUH B

KpbBTa UecTtn MHoro yectu MHoro yectu
YBenu4ueHa ypest B

KpbBTa Heuectu MHoro dyectu MHoro dyectu
Xematypus MHoro yectH Yectn Yectn
YBpexaane Ha

ObOpenuTe Yectu MHoro dyectu MHoro dyectu

OO0uu HapyumieHusi u ege

KTH HA MSICTOTO HA MPUJIOKCHUEC

Actenuns

MpHoro uectu

MHoro uectu

MHoro uectu

CryneHu TpbpIKH

Yectu

MHoro uectu

MHoro uectu

Otox MHoro gyectn MHoro JecTu MHoro JecTu
XepHust Yectu MHoro dyectu MHoro dyectu
Hepasnonoxenue Yectu Yectu Yectu

Bbonaka Yectn MHoro JecTn MHoro JecTu
[Tupekcust MHoro gyectn MHoro JecTu MHoro JecTu

OcTBp BB3NATHUTENCH
CHH/IPOM, CBBP3aH C
WHXUOUTOPH Ha
MyPUHOBHSI CUHTE3 de
novo

Heuectn

Heuectn

Heuectn

Onucanue Ha I/I36DaHI/I HEXCTaHU pCaKIInu

3noxauecmeenu 3a00n56anus
[TanuenTure, monyvyaBamny KOMOWMHUpPaHA UIMYHOCYIIPECUBHA TEPAIHS, BKIFOYUTEITHO MUKOPEHOIAT
MOQETHJI, ca TIOJUIOKECHU Ha MMOBUIIICH PUCK OT Pa3BUTHE HA JIUM(OMU U APYTH 37I0KAYECTBCHH
3a00J11BaHus1, 0COOEHO Ha KokaTa (BXK. Touka 4.4). JlaHHUTE OT 0€30MaCHOCTTA MPH €HO 3-T'OIUIIHO
MPOyYBaHe MPH MAIMESHTH ¢ ObOpPEeYHa U ChpJICUYHA TPAHCIUIAHTAIIMS HE Ca MTOKA3aJIi HEOYaKBaHU
MIPOMEHH Ha YeCTOTaTa Ha 3JI0KAaYeCTBEHUTE 3a00JIIBaHUS B CPAaBHEHHE C JAHHUTE OT U3CIIEABAHETO,
MIPOBEXKIaHO B MPOb/DKeHNE Ha 1 roauHa. [lanuenTrTe ¢ TpaHCIUIaHTALMS Ha YepeH Apod ca Ouu
MpocieAsIBaHy Hal-MaJIko | ToAuHa, HO TI0-MaJjIKo OT 3 TOJIWHH.




Hngpexyuu

Benuku nanueHTH, JIEKyBaHU C UMYHOCYIIPECOPH, €a ITOJUI0KEHH Ha MOBUILEH PUCK OT OaKTepUalIHy,
BUPYCHU M MUKOTUYHU HH(EKIUH (HSIKOU OT KOUTO MOTAT Jia TOBEAAT A0 JIETalIeH U3X0N),
BKJIIOUMTEITHO TAKUBA, IPUYUHEHHU OT OMIOPTIOHUCTUYHH areHTH U PeaKTUBALMS Ha JIATEHTHA BUPYCHA
uHbpeknys. PUCKBT HapacTBa ¢ 00IIOTO KIMYHOCYIIPECOPHO HaTOBapBaHe (BXk. Touka 4.4). Haii-
CepUO3HUTE NHGEKIUHU Ca CEIICUC, IEPUTOHUT, MEHUHIUT, €HIOKAPAUT, TyOepKyJI03a U aTUIIUYHA
MUKoOakTepranHa uHdekuus. Haii-uecto cperanure onopTIOHUCTHYHA HHPEKINUHU MPH NAUEHTH,
oIy 9aBany MUKo(eHoIaT MoheTri (2 g Win 3 g THEBHO) 3a€HO ¢ APYTH HMYHOCYTIPECOPH TI0
BpeMe Ha KOHTPOJIMPAHU KIIMHUYHH U3MUTBAHMS [IPU NAlMeHTH ¢ ObOpevHa, chpcuHa U
YepHOApOOHa TPaHCIUIAHTALMA, IPOCIEAIBaHN B IPOJbIDKEHIE Ha Hail-maliko 1 roguna, ca ouinm
KO>KHO-JIMTaBUYHA KaHAuAa, cuHapoM Ha CMV Bupemus u xeprec cumiuiekc. [lanuenture cbe
curpom Ha CMV Bupemus ca 6unu 13,5%. Ciyuaun Ha Hedponarusi, cebp3ana ¢ BK Bupyc, kakTo u
Ha nporpecruBHa MynTudokansa neskoenuedanonartus (IIMJI), cespsanu ¢ JC Bupyc, ce cpobiiaBat
NpY TALMEHTH, JIEKYBaHU C IMYyHOCYIIPECOPH, BKIIOUUTEITHO MUKO(pEHOIAT MO(ETHIL.

Hapywenus na kpvema u iumgpnama cucmema

HuTtonennuTe, BKIIOYBAIIH JICBKOIICHUS, aHEMUSI, TPOMOOLIUTONICHHS U TAHIIMUTOIICHHS], Ca W3BECTHU
PHUCKOBE, CBBP3aHU ¢ MUKO(EeHOTIaT MOGETHII, U MOTAT J]a JOBEAAT WITH J]a IONIPUHECAT 32 Bh3HUKBAHE
Ha uHpeKn 1 KpbBou3uBH (BK. Touka 4.4). ChoOI11aBa ce 3a arpaHyJIonUuTo3a U HEYTPOTICHHS,
HOpaJiy KOETO ce NPenopbhiBa PEJOBHO MPOCIeIsBaHe Ha MALHEHTUTE, IPHEMAIld MUKO(GEHOIaT
mModeru (Bx. Touka 4.4). Vima cpoO1IeH s 3a cilyyan Ha allaCTH4Ha aHEMHUSI 1 KOCTHOMO3bUYHa
HEIOCTATHYHOCT MPH MAIUCHTH, JEKYBaHH ¢ MUKO(QEHOJIAT MOQETHII, HSIKOU OT KOUTO ca OMiIH
JIeTaJHU.

Cro0ImaBar ce ciay4an Ha YnMcTa aruiasusi Ha uepBeHuTe KpbBHU KieTkd (YAUKK) npu nanueHTy,
JIeKyBaHU ¢ MUKO(eHoaT ModeTn (BxK. Touka 4.4).

[Tpu manmenTy, nekyBanu ¢ MuKodeHoIaT MopeTnII, ca HaOII0JaBaH! OTACTHHU CITydad Ha aHOMAJIUS
Ha MOp(doJorKsaTa Ha HEYTPOPHIIHTE, BKIIOYUTEIHO MpuaoduTa anomanus Ha Pelger-Huet. Tesu
IPOMEHH HE ca CBbP3aHM C HapylIeHHe Ha QyHKIMATA Ha HeyTpoduiuTe. Te3n npomeHu B
XEMaTOJIOTHYHUTE M3CIIECBAHUS MOXKeE J1a TI0Ka3Bar ,,0JIeBSIBaHe” Ha 3peIOCTTa Ha HEYTPOPHINTE,
KOETO MOJKE MOTPELIHO Jla C€ HHTEPIPETHpa KaTo MpU3HAK Ha MHPEKIHS P KMYyHOCYIPECHUPaHU
NalMeHTH, KaTo TaKKWBa, KOUTO Ce JIEKyBaT C MUKOQEHOIAT MO(ETHII.

Cmomawno-upesHu HapyuweHusl

Haii-cepro3HUTE CTOMAIIHO-YPEBHH HAPYIICHHS Ca pa3si3BsBaHE M KPHBOU3JIMB, 32 KOUTO € U3BECTHO,
4e ca CBbp3aHM ¢ MHUKodeHomar MopeTui. SI3Bu B ycTaTa, XpaHONPOBOJA, CTOMAaxa, JAyOJeHyMa H
4yepBaTa, 4YeCTO YCIOKHEHH C KPhBOM3JIMB, KAKTO U XeMareMe3a, MeJIeHa M XeMOparndHu (GopMH Ha
racTPUT M KOJUT YECTO Ce ChOOLIaBaT MO BpeMe Ha OCHOBHUTE KJIIMHWYHHU M3NHUTBaHus. Haii-uectute
CTOMAIITHO-YPEBHU HApYyILIeHHs obaue ca Juapusi, rajgeHe U nospbliaHe. EHIOCKONCKOTO U3cieaBaHe
Ha MAlMeHTHTE C JUapus, CBbp3aHa ¢ MUKO(EeHOIaT MO(ETHII, TOKa3Ba OT/ICIHH Cilydyan Ha aTpous
Ha YpeBHUTE BIIH (BK. TOUKa 4.4).

CepwvxuyscmeumenHocm
Nma cpoO1eHus 3a peakiiui Ha CBPbXYYBCTBUTEIHOCT, BKIIOYHTEITHO AHTHOHEBPOTHYCH OTOK U
aHaWIaKTHYHA PEaKIusl.

Covcmosinus, c8vbp3anu ¢ bpemeHHocmma, pooosus U NOC1ePO008UsL NEPUOO
Cro0mmiaBa ce 3a CHOHTAaHHH a0OPTH MPH MAIUCHTKY, U3JI0XKEHH Ha MUKO(EHOIAT MO(ETHII TIIABHO
Ipe3 TbPBUS TPUMECTHP, BUKTE ToukKa 4.6.

Bpooenu napywenus

[Ipu nocTmapkeTnHroBara ynorpeba ca HabJI0AaBaHU BpOJSHN MaiiopMaLuy MIpH Aela Ha
HALUEHTKH, U3JI0)KEHN Ha MUKO(EHOIaT B KOMOMHAIMSA C APYTH HMYHOCYIIPECOPH, BIKTE TOUKa 4.6.
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Pecnupamopnu, epvonu u meouacmuHaniu HapyuieHus.

HMa oTaennHu chOoOIIECHHS 3a MHTEpCTUIIHAIHA OeoApo0Ha Ooect U 6enoapoOHa Gpudposa mpu
MAIMCHTH, JIKYBAaHU ¢ MUKO(EHONIAT MOPETHII B KOMOMHAIIHS C IPYTH UIMYHOCYIIPECOPH, HIKOU OT
KOUTO Ca 3aBbPIIWIH JIeTalTHO. FiMa 1 choOIIeH!s 32 OPOHXUEKTa3UH MPH JIela ¥ Bh3PaCTHHU.

Hapywenus na umynnama cucmema
Nma cholbmenns 3a XunoraMaraoOyIMHEMHS IPY MalMeHTH, MoTyvYaBalii MUKOo(eHoaaT MOpEeTH B
KOMOWHAIIUS C JPYTH UMYHOCYTIPECOPH.

Obwu napyutenus u egpexmu Ha MACMOMO HA NPUTLONCCHUE

OTOK, BKIIIOUUTENHO NepudepeH OTOK, OTOK Ha JIMLETO M CKPOTyMa, ce ChOOIaBa MHOIO Y€CTO IO
BpeMe Ha OCHOBHUTE KJIMHUYHU U3MUTBaHUS. MyCKYTHO-CKeJIeTHa 00JIKa, KaTo Halp. MUAITHS 1 00JKa
B IIMATA U T'BP0Oa, CHIIO ce ChOOIIaBaT MHOTO YECTO.

OcTbp BB3MATUTEIICH CHHAPOM, CBbP3aH C TMPHIOKEHHETO Ha HHXUOUTOPU HA MypPHUHOBHUS CHHTE3 (e
NOVO, ce ONKMCBa B MOCTMAPKETHHTOBHUS OIIUT KaTO IMapaoKcalHa MPOBB3MAINTEIIHA PEAKIUs, KOSTO
ce acoruupa ¢ MuKo(deHomaT Mo eTHIT U MUKO(DEHOJIOBA KHCEITUHA, U CE XapaKTEepHU3Hpa C
(heOpmnTeT, apTPANTH, aPTPUT, MYCKYJTHA O0JTKA ¥ TIOBHUIIICHN BB3MAIMTEITHN Mapkepu. OnmrcannuTe
B JINTEpaTypata ciy4au ca JIEMOHCTPUPAIH ObP30 MOJA00pPEHHUE CIie]l TPEYCTaHOBSIBAHE Ha
JICKapPCTBEHUS TIPOIYKT.

CrelyaiHy MOmyIalin

THeouampuuna nonynayus

Buabt 1 yectoTaTa Ha HEXENAHUTE PEAKITUH Ca OIICHEHH B JIBJITOCPOYHO KJIMHUYHO U3MTUTBAHE, B
KOETO ydJacTBaT 33 neauaTpUyHM MalMeHTH ¢ ObOpeYHa TpaHCIUTAHTAIMS Ha Bh3pacT oT 3 10 18
TOJTMHY, HA KOWUTO € mpmioxeH 23 mg/kg MukodeHoaaT MoeTrs mepopaitHo Ba MbTH JHEBHO. Karo
510 TPOIITHT HAa OE30MMACHOCT TPHU T3 33 Jelia U IOHOIIY € IMO00CH Ha TO3H, Ha0JII0IaBaH Ipu
BB3PACTHU PEIUITMEHTH Ha aiorpad T Ha CONMUIHU OPTaHH.

[TomoOHM HaOMIOCHHS Ca HAPABEHH U B APYro KIMHUYHO M3MHUTBAaHE, B KOETO Y4acTBAT

100 neauaTpuyHM NalMeHTy ¢ ObOpEeYHa TpaHCIUIAHTAIMS Ha Bb3pacT oT 1 1o 18 roguuu. Buast u
4eCTOTaTa Ha HEKEIAHUTE PEaKIUK IIPY NallMeHTUTE, Ha KOUTO € npmiioxken 600 mg/m? no 1 g/m?
MUKO(EHOTIAT MOQETHII TIEPOPAITHO J[BA ITBTH JTHEBHO, Ca CPABHUMHU C Te3U, HAOIFOJaBaHU TIPpU
BB3PACTHH NAIMEHTH, Ha KOUTO € MpUIoxkeH | g MukodeHomatr MoGeTHI JiBa TbTH JTHEBHO.
O000I11IeHNe Ha HAH-YECTO CPEeIaHUTe HE)KEIaHN PeaKlu ¢ mokazano B Tabuuia 3 mo-mouy:
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Ta6auna 3 O600UIeHNe HA HeKeJIaHUTe PeaKIuu, HA0JII01aBaHU M0-4eCTO B U3NHTBAaHe,
uzcjaenBaimo Mukoperoaat mogeru, npu 100 nexuaTpuyHu NANEHTH ¢ 0LOpeYHAa
TPaHCIJIAHTANMA (JIO3MPaHe, 0CHOBABAIIIO Ce HA BH3PaCTTa/TeJIeCHATA MOBBPXHOCT
[or 600 mg/m? xo 1 g/m? nBa IbTH AHEBHO.])

Hexenana peakuus
(MedDRA)

CucremMo-opranes Kjiac

<6 roaguHu
(n=33)

6-11 roaunu
(n=34)

12-18 rogquun
(n=33)

HNudexuun u undecrannu

MHoro uectu
(48,5%)

MHoro uectu
(44,1%)

MHoro uectu
(51,5%)

Hapymennsi Ha KpbBTa M JUM@pHAaTA
cUcTeMa

JleBKOTICHUSA MHoro JecTn MHoro JecTn MHoro JecTn
(30,3%) (29,4%) (12,1%)

Anemus MHoro gecTu MHoro gecTu MHoro gecTu
(51,5%) (32,4%) (27,3%)

CToMalHO-YpeBHH HAPYIIEHHS

Huapus

MHoro Jectu

MHoro Jectn

MHoro uectu

(87,9%) (67,6%) (30,3%)
[ToBpbiiane MHoro uectu MHoro uectu MHoro uectu
(69,7%) (44,1%) (36,4%)

B53 ocHOBa Ha orpaHUYCHUTE MaHHU OT rmoArpyma (T.e. 33 ot 100 manueHTH) € ycTaHOBEHA TI0-BHCOKA
YeCcTOTa Ha TexKKa quapus (dectd, 9,1%) u nuraBudHa KaHaumo3a (MHOTo yectH, 21,2%) npu nema
oJT 6-TOJIUIITHA BH3PACT B CPAaBHEHHE C MO-Bh3pacTHATA MEUATPUIHA TPYIIA, IPH KOATO HE CE
choOIaBar cirydan Ha texka auapus (0,0%), a muraBuyHa kannuao3a e yecta (7,5%).

Hpernemﬂ Ha HaJIMYHATA MCAUIHUHCKA JIUTCpATypa 3a NICAUATPUYIHN TAlIUCHTH C qepHo;[pOGHa u
ChpACYHA TPAHCIUIAHTAM: MTOKa3Ba, Y€ BUABT U UCCTOTATA HA C’LO6IJ.[CHI/ITG HCXKCJIaHU PCaKIUU
CBhbOTBETCTBAT HaA TC3H, Ha6JHOJIaBaHI/I IIpyu N€JUaTPUYIHU U BB3PACTHU MAUCHTU CJIC] 6136peqHa
TpaHCILUIaHTalus.

MHoOro orpaHu4eHH OCTMAPKETUHIOBU TAaHHU MOKa3BaT MO-BUCOKA YECTOTA HA CIICAHUTE HEXKEIaHH

peaKIiy MPH MAUSHTH Ha Bb3pacT 1oJl 6 TOAWHH B CPABHEHHUE C TI0-BH3PACTHUTE MAIUEHTH (BXK.

Touka 4.4):

- uMQOMH U APYTH 3I0KAYECTBEHH 3a00JIIBaHUS, 0COOCHO OCTTPAHCIUIAHTAIIHOHHO
auMbonpoardepaTUBHO HAPYIICHUE MTPU MAIIMEHTH ChC ChPCYHA TPAHCILIAHTALIUS

- HapylIeHHs Ha KPbBTA M JIMM(]HATA CHCTEMa, BKIIOYUTEITHO aHEMUS U HEYTPOIICHHUS, IPU
MAUEeHTH ChC ChPJCYHA TPAHCIUIAHTAIMS Ha BB3pacT 1o 6 TOAWHH B CPABHEHHE C T10-
BB3PACTHHUTE MAIMEHTH U B CPAaBHEHHUE C TICAUATPHUYHH PEIUITUEHTH Ha YepHOAPoOHa/Ob0peuHa
TpaHCIUTAHTAIHS

- CTOMAIIIHO-YPEBHH HAPYILICHNUS, BKIFOYUTEIHO TUApHS 1 OBPBILAHE.

[Maruenture ¢ ObOpPeUHa TPaHCIUIAHTALMS HA BB3PACT MO 2 TOJAWHU MOXKE JIa ¢a U3JI0KEHH Ha T0-
BHCOK PHCK OT HH(DEKIIUU U PECIIUPATOPHU CHOUTHS B CPABHEHHUE C TO-BH3PACTHUTE MAlMEHTH. Te3n
JaHHU o0aue TpsOBa Jia ce THIKYBAT C MOBUILICHO BHUMAaHKUE TIOPAIX MHOTO OrpaHHICHUs Opoit
MOCTMAPKETUHTOBY ChOOIICHHUS, OTHACSIIHU CE JI0 €HH U CHIIY MAMEHTH, CTPAJAIId OT MHOXKECTBO
UHPEKIINH.

B ciyuait Ha HexxenaHu epekTH MOXe J1a ce 0OMUCIM BpeMEHHO HaMaJIsiBaHe Ha J03aTa Wix
NpPEKbCBAHE Ha JICUEHUETO, aKO TOBA CE CUUTA 3a KIIMHUYHO HEOOXOUMO.
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Cmapuecka 6v3pacm

[TanmenTHTe B cCTapyecka Bb3pacT (> 65 roanHu) MOKe IO TIPUHIIMI J1a Ca U3JI0KEHHU Ha MO-TOJISIM
PHUCK OT HEXEJaHU PEeaKlny, IbJDKAIK ce€ Ha UMYHOCYTpecus. B cpaBHeHue ¢ mo-MiaauTe WHIUBUIY,
MAIMCHTUTE B CTAPYECKa Bh3PacT, KOUTO MMOIyYaBaT MUKOPEHOIAT MO(ETHI KaTO YacT OT
KOMOWHMpaHa UMYHOCYIIPECOPHA Teparvsi, MOTaT Jia ObJIaT N3JI0)KEH! Ha TIOBUILIEH PUCK OT HIKOU
UHQEKIHUY (BKIFOYUTEIIHO 3200JIBaHe ¢ ThKaHHA WHBA3MsI HA [IMTOMETAIIOBUPYC) U BEPOSITHO OT
KPBHBOM3IIMBY B CTOMAIITHO-YPEBHHUS TPAKT U OETI0POOEH OTOK.

C306maBaHe Ha ITOJ03UPaHN HCXKCIIaHU PCAaKIINH

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaykHO. TOBa MM03BOJIABA Ja MPOIBIKHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPOoAyKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3MCKBA J]a ChOOIIaBaT BCAKA
MOJTO3UPaHa HEXKEIaHa PeaKIns Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

Ipunoxenne V.

4.9 Ilpepo3upane

OT KNMHUYHATE TIPOYYBAHMS U IO BpeMe Ha TOCTMapKETUHTOBHS OIIUT Ca MOJTy9eHU ChOOIIEHHS 3a
npezo3upane ¢ MUKodeHoaT Mo eTHI. B OONIIMHCTBOTO OT TE3W CIydad WM He ce ChoOIaBa 3a
HEKEJIaHW ChOWTHS, WU T€ ChOTBETCTBAT HA TIO3HATHUS MPOQIIT Ha 0€30ITaCHOCT Ha JICKAPCTBCHHUS
MPOAYKT U UMAT OJIaronpusTeH u3xo. [Ipu mocTMapKeTUHTOBHS OMUT 00ave ca HaOJIF01aBaHu
OTJICTHU CEPUO3HHU HEXKEIIaHU ChOUTHS, BKIFOYUTEITHO S/IUH JICTAICH CITydai.

Ouaksa ce, 4e BEpOSITHO MPEAO3UPAHETO HA MUKO(GEHOIAaT MOGETHII O1 AOBEJIO O TPEKOMEPHO
MOTUCKaHE HA UMYHHATa CHCTEMa U YBEJIMYaBaHE HA UyBCTBUTEIHOCTTA KbM UH(EKLINHU U IOTHCKaHE
Ha KOCTHHS MO3BK (BK. Touka 4.4). AKO ce pa3Bue HEYTPOIIEHHUS, IPUIOKEHHETO HAa MUKO(DEHOIAT
ModeTr TpsAOBa fa ce MPeKbCHE MIIK 03aTa Ja ce Hamamu (BK. Touka 4.4).

He moxxe na ce ouakBa, 4ye XxeMoIuanu3aTa Iie MOXe Aa OTCTPaHH KJIMHUYHO 3HAYMMH KOJIMYEeCTBA
M®K wmmrn MOKIT'. CekBecTpaHTH Ha JKIBYHATE KUCEIUHN KaTO KOJIECTUPAMUH MOJKE J1a OTCTPAHST
M®K upe3 noHmwkaBaHe Ha eHTEpOXeNaTajJHaTa peUPKYIalus Ha JIEKapCTBOTO (BX. ToUKa 5.2).

5. DAPMAKOJIOI'MYHU CBOUCTBA

51 @apmakoguHAMUYHM CBOMicTBA

dapmakoTepaneBTuuHa rpyna: umyHocynpecopu, ATC koa: LO4AAQG.

MexaHusbM Ha JIENCTBUE

Muxodenonat Mmodetun e 2-mopdonunoerunon ecrep Ha MOK. MOK e cenekTrBeH, HEKOHKYPEHTEH
u obparnm nHxub6uTOp Ha IMPDH 1 mopaau ToBa nuxuOupa mpTHInaTa Ha de NOVO cHTe3aTa Ha
ryaHO3WHOBHS HyKjIeoTH 1 0e3 nHkoprnopupade B JIHK. M®K nma mo-morieH nmuroctaTiucH ekt
BBPXY JIMM(OLUTUTE OTKOJIKOTO BBPXY APYTUTE KIETKHU, Thil KaTto mponudepanuara Ha T- u B-
AUMQOIUTUTE 3aBUCH KPUTHYHO OT € NOVO CHHTEe3aTa Ha IyPUHHTE, JOKATO APYTUTE BHIOBE KICTKH
MOTaT J1a U3MO0JI3BaT Pe3ePBHU MBTHUIIIA.

Ocgen unxudupaneto Ha IMPDH u nmomyueHoTto uzuepnsane Ha tumdonurute, MOK nosiussa
CBILIO U KJIIETHYHUTE KOHTPOJIHU TOUKH, OTTOBOPHU 32 METaOOJIUTHOTO MIPOTpaMupaHe Ha
sumponurute. [Ipu n3non3eane Ha yoseriku CD4+ T-kierku e nokaszano, ye MOK usmectra
TPaHCKPHITIIUOHHHTE JICHHOCTH B TUM(OIMTUTE OT POIH(EpaTuBHO ChCTOSHUE KbM KaTaOOIHU
NPOLIECH OT 3HaYCHHUE 3a METa00IM3Ma U MIPEKHUBSIEMOCTTA, KOETO BOAU 10 AaHEPIUYHO CHCTOSIHHUE Ha
T-KJIeTKUTE, KaTo MO TO3M HAYWH KIETKUTE 3aIl04BaT JIa He OTrOBapsT Ha TEXHUS CIIeUpHUCH
AHTUTCH.
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5.2 dapmMaKkoKWHETHYHH CBOHCTBa

AOcopouus

Cren mepopaiHo MpHIOKeHHEe MUKOGEHOIaT MOGETHI ce pe3opOrpa ObP30 U B rojisiMa CTEIICH U ce
MoJiyIara Ha ITkJICH MPECUCTEMEH MeTabomm3bM 10 akTuBHUA MeTtabomnt MOK. KakTo ce qoka3Ba
4ype3 MOTHCKAHETO Ha OCTPOTO OTXBBPIISHE cliel ObOpeyHa TpaHCIIaHTaIUS, IMYHOCYTIPECUBHATA
aKTHBHOCT Ha MUKo(deHonat Mo et Kkopenupa ¢ konrentpanusata Ha MOK. Cpennara
OMOHANIMYHOCT Ha MepopaiHus Mukoperonat modernit, ocHoBasaia ce Ha AUC nHa MOK, e 94% ot
WHTPABEHO3HO MPHUIIOKEHUS MUKO(heHoIaT ModeTiil. XpaHaTa He TOBJIHIBA CTENICHTa Ha Pe30pOITHs
(AUC na M®K), xoraro MukodeHoaat MoeTH ce mpuiiara B 1034 OoT 1,5 g 1Ba MbTH THEBHO Ha
nanueHTu ¢ 0bOpeuHa TpanciuianTanus. Cmax Ha MDK obade e HamaneHa ¢ 40% npu HaIM4Ke Ha
xpana. CieJ nepopaiHo MpuiokeHne MukodeHnonat MoeTHI He ce U3MepBa CUCTEMHO B IJIa3MaTa.

Pasnpenenenue

B pesynrtaT oT eHTepoxenaragHus KphroBpaT BTOPUYHO MOBUIICHUE HA TJIa3MEeHAaTa KOHIIEHTPALHSI Ha
M®K ob6ukHOBEHO ce HaOIroaBa MpuOIN3UTETHO 6-12 Jaca ciien mpremMaHe Ha 03aTa.
EnHOBpeMEHHOTO IIPUIIOKEHHE Ha KOJIECTUpPaMUH (4 g TpU I'bTH THEBHO) C€ CBHP3Ba C HAMAJICHHE Ha
AUC na M®K ¢ npubnuzutenso 40%, KoeTo mokas3ea, 4e eHTepOXENaTAIHUAT KPbroBpar €
3HAYUTEIICH.

B xonnenTpanuu ot kiuHIYHO 3HadeHHe M®DK ce cBbp3Ba ¢ miasMenus anoymud B 97%.

B pannus nocrrpancmianTanoneH nepuox (< 40 mHu cien TpaHCIDIaHTALKATA) TTAMEHTHTE C
0bOpeuHa, chbpAeYHa U YepHOApOoOHa TpaHCIIAaHTALMsI UMaT npuoau3uTenHo ¢ 30% mo-HUCKH CpeaHn
croitHoctr Ha AUC Ha M®K 1 npubimzurento ¢ 40% mo-Hucku croiiHocTH Ha Crax B CpPaBHEHHE C
KbCHHSI MTOCTTPAHCIUIAHTAIIMOHEH nepron (3 - 6 Mecera cies TpaHCIUIaHTaLUsITa).

Buorpanchopmarus

M®K ce meraboim3upa npeJuMHo upe3 Tiokyponu Tpancdepaszata (UGT1A9 uzopopma) 1o
oOpa3yBaHe Ha HeakTHBEH (heHouoB TroKyporna Ha MOK (MOKT). In vivo MOKIT ce npeobpasysa
obpatHo 10 cBoboxgHa M®DK upes enrepoxemnaraneH Kpprospar. O6pa3yBa ce ChI0 BTOPOCTEIICHEH
arurmokyporu (AM®KI). ATM®KI e papMakoIOorHIHO aKTHBEH | C€ MIPEAIoara, e ¢
OTrOBOPEH 32 HAKOU OT HEXXEJaHUTE PeaKklny Ha MUKO(peHoIaT MoeTnn (auapusi, JeBKOIICHHS).

Enumunupane

HesnaunTenHo xoamuecTBo OT J1ekapcTBOTO (< 1% oT mo3ara) ce exckperrnpa kato MOK B ypunara.
[lepopanHoTo MpUIOKEHUE HA PalMOAKTUBHO MapKUpPaH MUKO(pEHOIAT MO(ETHII BOJAU 10 IIBIHO
eNMMHHUPAHE Ha MPUIOKEHAaTa 1032, Kato 93% OT npuito)keHaTa J103a ce OTKpUBa B ypUHaTa, a 6% -
BBB (ekanuure. [lo-ronsimoro konnuecTBo (0kos0 87%) OT MpUIIoKEeHATa 103a Ce eKCKPETHpa B
ypuHarta kato MOKT'.

IIpn xnmuanyan koHneHTpaunn M®K n MOKI He ce orcTpansaBar upe3 xemoananusa. [Ipu Bucokn
ia3Menu KonneHrpaimu Ha MOKI obaue (> 100 pg/ml) manku konudectsa or MOKI ce
orcTpaHsBar. Upes NoBHsBaHE HA CHTEPOXEMATATHUS KPBroBpaT Ha JIEKAPCTBOTO, CEKBECTPAHTHUTE
HAa JKITPYHU KUCEIMHH, KaTo konectupamuH, HamansBaT AUC na MOK (Bxk. Touka 4.9).
Pasnpeneneanero Ha M®K 3aBucu ot HsKoNIKO TpaHcnopTepa. [lonunentuaure, TpaHCIOPTUPALIH
OpraHuvHu aHnoHU TpaHcropTHU nosunentuad (OATP) u potenH 2, CBbP3aH ¢ MHOKECTBEHA
nekapctBena pesucteHTHoCT (MRP2) yuactsar B pasnpeneneruero Ha MOK; uzohpopmure na OATP,
MRP2 u npoTenHbT Ha pe3UCTEHTHOCT Ha pak Ha rbpaata (BCRP) ca Tpancrioprepute, CBbpP3aHH ChC
JIThYHATA EKCKPEeLUs Ha TIIIOKypoHuauTe. [IpotenH | 3a MHOXKECTBEHA JIEKAPCTBEHA PE3UCTCHTHOCT
(MDR1) cwiio moxe aa npeHacs MOK, HO pUHOCHT My U3IJIeXKIa Ce OrpaHUYaBa caMo 110 Tpoieca
Ha abcopOnwms. B 660pennte, MOK u HeliHUTE METa0OIUTH MOIITHO B3aMMOJEHCTBAT ¢ OBOpeUHUTE
TPaHCHOPTEPH Ha OPTAaHMYHHU aHUOHH.
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EnTepoxenaTaiHaTa peLUPKYJIalUs IPEeYHr Ha TOYHOTO ONPEAC/SIHE Ha TI0Ka3aTeInTe Ha
enumuHupane Ha MOK; Moxe 1a ce mocodaT camo IPUBUAHM cToiHOCTH. [IpH 3apaBu m0OpOBOIITH 1
MAIMEHTH C aBTOMMYHHO 3a00JsIBaHe ca HaOJII0JaBaH! MPUONIU3UTEIIHN CTOMHOCTH Ha KITUPhHCA
cpotBeTHO 10,6 l/uac u 8,27 |/uac u croiiHocT Ha monykuBOT 17 yaca. [Ipu nanueHTH C
TPaHCIUIAHTAIUS CPETHUTE CTOMHOCTH Ha KIUPBHHCA ca mo-BHCOKH (muamason 11,9-34,9 l/uac), a
CPEIHNUTE CTOMHOCTH Ha MOIYXHBOT ca mo-HUCKH (5-11 yaca) ¢ Maika pasianKa MEKIY IMallHeHTHTE C
0B0pevHa, YepHOAPOOHA WITH ChpJeUHA TPAHCIUIAHTAIMS. [IpH OT/ICTHU MAI[HSHTH TE3U MOKa3aTeIH
Ha eJIMMUHHUPAHE BapupaT Bh3 OCHOBA HA BH/A HA CHITBTCTBAILIOTO JICYCHHE C IPYTH
HMYHOCYIIPECOPH, BPEMETO CJIe/l TPaHCIUIAHTAIMTa, IIa3MeHATa KOHIIEHTPAIUs Ha ajl0yMUHA U
0bOpeunara pyHkius. Tesu akTopu 00sACHSIBAT 3aI0 ce HAaOII0AaBa HAMAJICHA eKCIIO3UIIHS Ha
MHKO(EHOJIAT, KOraTo MUKO(GEHOIAT MO(ETHII Ce MPHIara ¢THOBPEMEHHO C IIMKIOCIIOPHH (BXK.TOYKA
4.5), 1 3a110 Ma TEHICHITUS [Ta3MEHUTE KOHIIEHTPAIINH JIa C€ TIOBUINIABAT C BPEMETO B CPaBHEHME C
HAOII0JaBAaHUTE HETIOCPEICTBEHO CJIE]] TPAaHCILIAaHTAIIHATA.

CrernuansHy MOoIyJIAIHA

bvbpeuno yspeocoane

B exno mpoyuBaHe ¢ equHMYHa 103a (6 auia B rpyna) cpeasaTa miasmeHa AUC na MOK,
HaOJIrfogaBaHa IPH JIUIA C TEKKO XPOHUIHO OBOPEUHO YBpeXkaaHe (CKOPOCT Ha TIIOMEpyIHaTa
¢unrpanms < 25 ml/min/1,73 m?) e ¢ 28-75% no-BucoKa B CPAaBHEHHE C HAOIIOIABAHUTE CPEITHN
CTOWHOCTH TP HOPMAJTHU 3APaBU MHIUBUIM WU JIUIIA C TIO-MaJIKa CTENICH Ha OhOPEYHO YBPEKIIaHE.
Cpennara AUC na MOKI npu eauHrYHaA 103a € 3-6 BT MMO-BUCOKA IIPH JIMIIA C TEXKKO 0BOPEUHO
YBpEeXKJIaHe B CpaBHEHHUE C JIMIA C JIEKO ObOPEUHO YBpEkKIaHEe WM HOPMAIHH 3/IpaBu UHIWBUIY,
KOETO ChOTBETCTBA Ha M3BECTHUs HauWH Ha OBOpeuHo enumuaupane Ha MOKI'. He e mpoydeno
MHOTOKPATHOTO MPIJIOKCHHIE Ha MUKO(EeHOIaT MO(ETHIT TIPH MAIIUEHTH € TEKKO XPOHUIHO OBOpEeTHO
YBpEXKIaHe. Hama JaHHU 3a MAUCHTH CHC ChpACYHA WU T-IepHOleO6Ha TpaHCIUIaHTalUA C TEXKKO
XPOHUYHO OBOPEYHO YBpEKIAHE.

3abaseno Gpynkyuonupane na 6voOpeunama nPUcaoKa

[pm manmeHTH che 320aBEHO MOCTONEPATUBHO (DYHKIIMOHUPAaHEe Ha ObOpEeYHATa PHCaIKa CpeIHaTa
AUCy.12s Ha M@K e cpaBHuMa ¢ HabIr01aBaHaTa PH MALMEHTH CIIE TPaHCIUIaHTaus Oe3 3a0aBeHa
(dynkius Ha npucaakata. Cpeanara miazmena AUCo. 12, Ha MOKT e 2-3 mbTH mo-rojisMa 0TKOJIKOTO
NPY TIAIMEHTH clie]l TpaHcIUIaHTanus 0e3 3a0aBsHe Ha QYHKIIMOHUPAHETO Ha mprcajakara. Moxe na
ce HaOJII01aBa MPEXOTHO YBEIMUYCHUE Ha CBOOOIHATA (ppaKLus U KOHIIEHTpauus Ha ruiazmenata MOK
IIPH MAIMEHTH ChC 3a0aBeHa QPyHKIMSA Ha ObOpeuHaTa npucanka. He e HeoOX0AMMO KOpUTHPaHE Ha
J103aTa Ha MHUKO(eHOoIaT MO(ETHIL.

Yeprnodpobdno yepescoane

[Ipu 10OpoBOIIIIHK C aJTKOXOJIHA IIMPO3a MPOILIECUTE Ha IToKypoHupane Ha M®K B uepHus apood ca
OTHOCHUTEITHO He3aCerHaTH OT IapeHXHUMHOTO 3a00JsiBaHe Ha uepHus aApod. Edexrure Ha
YepHOAPOOHOTO 3a00JIIBaHE BHPXY TE€3H MPOLIECH BEPOSTHO 3aBHCAT OT KOHKPETHOTO 3a00JIsIBaHE.
UepHoapoOHO 3a00isBaHe € MPEITUMHO OUITHAPHO YBPEKIaHe, KATO MbpBUYHATA OMIMapHa IIUPO3a,
MOYe J]a UMa pa3inieH eekT.

Ileduampuuna nonyrayus

[Ipu 33 meauaTpuUUHU PEUIHECHTH ¢ OBOpEUeH aiorpadT € yCTaHOBEHO, Ue J103aTa, IPOrHO3HUPaHa Ja
ocurypu AUCq.12n Ha M®K, Haii-6mu3ka 10 TapreTHata excriosuuus 27,2 h-mg/l, e 600 mg/m? u ue
JO3WUTE, N3YHMCIICHU Bb3 OCHOBA Ha olleHeHaTta BSA, HamansBaT MHTEpUHANBUAYaTHATA BApHAOUIIHOCT
(roedunuent Ha Bapuanus (CV)) ¢ okono 10 %. [Topaau ToBa qo3upaneTo B3 ocHOBa Ha BSA e 3a
MPEINOYUTAaHE MPE]] T03UPAHETO Bb3 OCHOBA HA TEJIECHOTO TETJIO.

OrneHsiBany ca (papMaKOKMHETHYHUTE TTOKA3ATENN IIpH JI0 55 nera ¢ Op0pedHa TpaHCcIuIaHTaIus (Ha
BB3pact ot 1 10 18 roxunn), nekyanu ¢ 600 mg/m? o 1 g/m? MuxodenonaT MoGETUI HEPOPATHO
nBa mbTU AHEBHO. [Ipu Tasu n03a ca nocturHaru croiinoctd Ha AUC Ha M®K mompoOHu Ha Te3u npu
BB3PACTHU MAIMECHTH ¢ OBOpeUHa TpaHCIUIAHTAINS, TIOTyYaBaId MUKO(EHOIaT MO(eTr B 103a OT

1 g nBa TBPTH THEBHO B PaHHUA M KBCHHS MOCTTPAHCIIIAHTALIMOHEH Niepro criopen Tabnwma 4 mo-
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noiy. BeTpe B nenuatpuyHuTe Bh3pacToBU rpymnu croiiHocTutTe Ha AUC Ha M®K B paHHMS U KbCHUS
MOCTTPAHCIIAHTAIIMOHEH TIEPHO/T ca OMITH TTOT0OHM.

[Ipu nequaTpuvHM PEUUITUCHTH HA YEPHOAPOOHHU TPAHCILIAHTATHA OTKPUTO MPOYYBAHE 3a
0e30MmacHOCTTa, MIOHOCUMOCTTA M (DAPMAKOKHMHETHKATA Ha MepopajieH MUKO(GeHOoIaT MOGETHII
BKJIFOYBA 7 MOIXOSAINH 3a OLICHKA MAI[EHTH Ha ChIIBTCTBAIIIO JICYCHUE C [IMKJIOCIIOPUH U
KOPTHUKOCTepouIu. M3unciena e no3ara, mpeBUACHA 3a IOCTUTaHe Ha ekcro3uius 58 h-mg/l B
cTaOuIIHU nepuof cien TpanciuianTauusata. Cpeanara + SD AUCo 12 (kopurupana 3a qo3a

600 mg/m?) e 47,0+ 21,8 h-mg/l, kopurupanara Cmax € 14,5+4,21 mg/l ¢ Menrana Ha BpeMeTo 3a
JIOCTUTaHe Ha MakcuMaiHa koHteHTparus 0,75 h. [Topaau ToBa, 3a na ce mocturde taprerHara AUCo.
12 58 h-mg/l B KbCHUSA MOCTTPAHCILIAHTAIMOHEH TIEPUO/, € He0OXoanMa J103a B tuarna3oHa ot 740-806
mMg/m? qBa IbTH THEBHO B IPOYYBAHATA TIOMYJIALMS.

CpaBHEHHETO Ha CTOWHOCTUTE HA HOpMaIM3KupaHara 3a no3ara (600 mg/m?) AUC na M®K nipu

12 nmeguaTpuYHU NAMEHTH ¢ ObOpeUHa TpaHCIUIAHTALIMSA Ha Bb3PACT 1Moa 6 roauHu 9 Mecena ciies
TPaHCIIJIAHTALIMATA C TE3W CTOMHOCTH NMPH 7 eAUATPUIHH MAITUEHTH C YePHOAPOOHA TPaHCTUIAHTAIIHSA
[cpenna BB3pacT 17 mecena (quana3on: 10-60 mecena nmpu BKIIOYBaHETO)| 6 U MOBEYE Mecela Cie
TpaHCIUIaHTaLUTa TIOKa3Ba, ye MpH chiara ao3a croiHocture Ha AUC ca cpenHo ¢ 23% no-Hucku
MIpH NIeANATPUYHUTE TTAIUEHTH C YepPHOAPOOHA TPAaHCIUIAHTALIMS B CPABHEHUE C MEANATPUIHUTE
nanueHTH ¢ 0bOpeyHa TpaHcIutaHTanys. ToBa CbOTBETCTBA HA HEOOXOIUMOCTTa OT MO-BUCOKA 1032
NpY BB3PACTHHU MALUEHTH C YEPHOAPOOHA TPAHCIUIAHTALIMS B CPABHEHHE C Bb3PAcTHH MALIMEHTH C
OBOpevHa TPaHCIUIAHTALIUS 32 TOCTUTaHe Ha ChINATa EKCTIO3UIIHSL.

[Ipu BB3pacTHM TpaHCIUIAHTHPAHK NAlMEHTH, Ha KOUTO Ce Mpujlara eHa U Chlla 103a MUKo(deHoIat
Moderui, ekcriozunusaTa Ha MOK e cxonmHa mpu nanueHTuTe ¢ 6HOpeUHa U ChpledHa
TpaHCIUIaHTaIus. B chOTBETCTBHE C YCTAHOBEHOTO CXOJICTBO B ekcro3unusaTa Ha MOK mexy
neInaTpUYHH MAUeHTH ¢ ObOpeyHa TpaHCIIaHTalMs U Bb3PacTHH MAlMeHTH ¢ ObOpeyHa
TPaHCIUIAHTALUS IPU CbOTBETHUTE OJJOOPEHH 03U CHIIECCTBYBAIINUTE JaHHU ITO3BOJISIBAT A4 CE
3aKII0YH, ue excrosunuara Ha MOK mpu npenopbsyuTeNHaTa 103a me Ob/1e CX0Ha Mpu
NeInaTpUYHH MALUEHTH ChC ChPACUYHA TPAHCIUIAHTALIMS U BB3PACTHU MALUEHTU ChC ChPAEYHA
TpaHCIIAHTALHSL.
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Tadoauua 4 Cpennn uzuuciaenun PK napamerpu Ha M@K no Bb3pacT 1 BpeMe cJief
TpaHcmIaHTanus (0bOpeyHa)

Bw3pacroBa rpyna (n) Kopurupana Kopurupana AUC,.
Cmax mg/I* 12 h.mgl/l
cpeano = SD cpenno £ SD (CDHA
Jden 7
<6r. 17) 13,2+7,16 27,449,54 (22,8-31,9)
6-<12r. (16) 13,1+6,30 33,2+12,1 (27,3-39,2)
12-18r. (21) 11,7+410,7 26,3+9,14 (22,3-30,3)"
p-croiinoct® - -
<22” (6) 10,3+5,80 22,5+6,68 (17,2-27,8)
>18r. (1412) 27,2+11,6
Mecen 3
<6r. (15) 22,7+10,1 49,7+18,2
6-<12r. (148 27,8+14,3 61,9+19,6
12-18r. 7) 17,949,57 53,6+20,2F
p-cToiiHocT® - -
<225 4) 23,8+13,4 47,4+14,7
>18r. (104) 50,3+23,1
Mecen 9
<6r. (12) 30,449,16 60,9+10,7
6-<12r. (12) 29,2+12,6 66,8+21,2
12-18r. (14) 18,1+7,29 56,7+14,0
p-croinoCT® 0,004 -
<22” 4) 25,6+4,25 55,8+11,6
>18r. (70) 53,5+18,3

AUCo-12h=1u10111 [0 KpHBaTa IIa3MeHa KOHIeHTpauusi-speme ot Bpeme 0 h 1o Bpeme 12 h; Cl=noBeputeneH nnrepsai;
Cmax=MakcuMainHa KoHneHTparus; MPA=muxodeHonosa kucenuHa; SD=cTaHnapTHO OTKIOHEHNE; N=0pOii MAINECHTH;
T=TOJAWHH.

A B nenuarpuunuTe B3pacToBH rpymH Cmax 1 AUCo.12h ca kopurupanu 3a go3a 600 mg/m? (95% joBepHTENHI HHTEPBATH
(C1) 3a AUCo-12n camo 3a Jlen 7); B rpynata Ha Be3pactauTe AUCo-12h € KOpHUrHpaHna 3a jo3a 1 g.
b p-croliHoCT npescTaBsBa KOMOMHUPAHUTE P-CTOMHOCTH 32 TPUTE OCHOBHU IIEJUATPUYHY BH3PACTOBU IPYIIH, KATO CE

orbensi3Ba caMo ako uma 3HaunmMocr (p <0,05).

B I'pynara <2-roauiina Bb3pact € NOArpyIa Ha Ipynara <6-rofiMiuHa Bb3pacT: He ca IPABEHH CTATHCTHUECKU CPABHEHUS.
'n=20.
A JlaHHWTE OT €AMH NAalMEeHT HEe MOTaT J1a Ce OLICHAT NOpaiu I'PEIlKa B U3BaAKaTa.
E h—
n=16.

Cmapuecka 6v3pacm
Hsma nanan dapMakoKHHETHKATa Ha MEKO(QEHOIAT MOQETHII U HETOBUTE META0OJIUTH J]a Ce TIPOMEHS
MIPH BB3PACTHH MAIMECHTH (> 65 TOAWHM) B CPaBHEHUE C TIO-MJIAU TPAHCILIAHTHPAHH MAI[UCHTH.

THayuenmxu, npuemawyu nepopaiHy KOHMpayenmueu

Enmo npoydBaHe ¢ eIHOBPEMEHHO Tpuiiarane Ha Mukodenoaat Mmohernia (1 g 1Ba mbTH AHEBHO) U
KOMOMHHMpaHH NepOPaIHA KOHTPALENTHBY, Chabpxamy eruamwiectpaanoi (0,02 mg no 0,04 mg) u
nesoHoprectpen (0,05 mg 10 0,20 mg), ae3oprectpen (0,15 mg) wnu recroaen (0,05 mg o 0,10 mg),
npoBeJieHo TIpH 18 skeHu 6e3 TpaHcIuiaHTaus (0e3 mpueMaHne Ha APy UMYHOCYTIPECOpPH) B
MPOABIDKEHNE Ha 3 MOCJIENOBAaTEHA MEHCTPYaIHH LIUKBJIA, HE € MOKAa3aJI0 KIMHUYHO 3HAaYHMO
BJIMSHUE HA MUKO(EHOIAT MOQETUIT BbPXY MOTHCKAIINS €PEKT Ha EPOPATHUTE KOHTPALIEITHBU
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BHpXy oBynamusaTa. Cepymuute HuBa Ha LH, FSH u mporecrepona He ca ce MOBIUSIN 3HAYUTEIIHO.
dapMakOKMHETHKATa HA IEPOPATHATE KOHTPALIENTHBY HE Ce MOBJIHABA B KIIMHUYHO 3HAYMMa CTETIeH
OT €JHOBPEMEHHOTO MPUIIOKEHUE ¢ MUKO(EHOJIAT MOpETHII (BXK. ChIIO TOUKa 4.5).

5.3 IlpeakIMHUYHHU JAHHU 32 0€30MACHOCT

[Ipu exciepumeHTaTHE MOIETN MUKO(eHOIAT MO ETIIT He € O TyMmoporeHeH. Hali-Bucokara 1o3a,
TECTBaHa MPH NMPOYYBAHMATA HA KAPIITHOTCHHOCTTA P )KMUBOTHH, € JI0BENa J0 PUOIM3UTETHO 2 10
3 nbTH no-Brcoka cucremua excno3unus (AUC win Cmax), HaOJI01aBaHa MPH MalUEeHTH ¢ ObOpeyuHa
TPaHCIUIAHTAIMS B TIPEMOPhUUTENIHATA KIIMHUYHA /1032 OT 2 § THEBHO U 1,3-2 IbTH MMO-BUCOKA OT
cuctemnara excno3unus (AUC umn Cpax), yCTaHOBEHA TTPH MAIUCHTH ChC ChPJICUHA TPAHCTUIAHTAIIHS
NP MPENOPBUNTENTHATA KIMHIYHA JI03a OT 3 § JIHEBHO.

JlBa Tecta 3a reHOTOKCHYHOCT (iN Vitro TecT ¢ Myt TUMGOMHH KIECTKH U iN VIVO MUKPOHYKJIIEYC TECT
BBPXY KOCTEH MO3bK Ha MHIIIKH) ca MOKa3aJId, 9¢ MUKO(eHoIaT MOo(eTr1 nMa OTEHITHAN J1a
nper3BUKa XPOMO30MHH abepanuu. Te3u ehekTH MoKe Jia ca CBbp3aHu ¢ (papMakoMHAMHYHHUS
HAYMH Ha JIEHCTBUE, T.€. C THXUOUpaHe Ha HYKJICOTHUIHATA CHHTE3a B YYBCTBUTEIIHUTE KJIETKH. J[pyru
TeCcTOBe iN Vitro 3a OTKprBaHe Ha TEHHU MYyTAaIlMK HE Ca IMMOKa3aJIi T€HOTOKCHYHA aKTHBHOCT.

IIpu TepaToONOrUUHUTE MPOYUBAHUS MTPH TUTHXOBE U 3ailiy ca HAOII0MaBaHu (ETATHU Pe30pOIUHU 1
MasopMaIny MpH ITBXO0BE MpH J03a 0T 6 MY/KQ/mHeBHO (BKIIOYUTETHO aHO(TAIMHES, arHATHS U
xuzaporuedanus) u npu 3aiiy npu 1o3a 90 mg/Kg/nHeBHO (BKIIFOYUTEIHO ChPACYHOCHIOBH U
OBOpeYHN aHOMAIINH, KaTO EKTOIHS Ha ChPIIETO U eKTOMuUs Ha OBOperuTe, U quadparManrHa u
YMOWJIMKATHA XEPHUS) TIPHU JIUTICA Ha MaiiuuHa TOKCHYHOCT. CHCTEMHATA SKCIIO3UITUS MTPH TE3H HUBA
€ IpUOJIN3UTETHO paBHA HA WM MO-Majika OT 0,5 MbTH KIMHUYHATA CKCIIO3ULIUS TIPH
MPENopbUYUTEIHATA KJIMHUYHA /1032 OT 2 § AHCBHO MU MALUECHTH ¢ ObOpeyYHa TpaHCIIAaHTALIUSA U
npubmusuTenHo 0,3 TbTH KITMHUYHATA SKCITO3UIIUS P MPEOPHhUUTETHATA KITMHUYHA 1032 OT 3
JTHEBHO TIPH TAIMEHTH ChC ChpIeYHA TPAHCIUIAHTAIMs (BXK. TOuKa 4.6).

XeMmormnoeTHyHaTa U TUM(HATA CUCTEMH Ca OCHOBHHUTE OPTaHH, 3aCETHATH MPU TOKCUKOJIOTHYHHUTE
W3CJIEIBAHUS, IPOBEICHU ¢ MUKO(EHOIAT MOGETHII MTPHU TUTHXOBE, MHIIIKH, KydeTa U MalimyHu. Te3u
e(ekTH ca HaOJIIOIaBaHU TPU HUBA HA CUCTEMHA CKCIIO3UIIMS PaBHU Ha WJIU MMO-MaJIKUA OT KJIMHUYHATA
€KCITO3UITHS MPY MPENOPBbUUTEIHATA /1032 OT 2 § JHEBHO MPH PEIUIMCHTH Ha ObOpeUHU
TpaHcranTatd. CTOMAIIHO-YPEBHU eeKTH ca Ouy HaOJIrI0IaBaHH NPU KydeTa MPH HUBA Ha
CHUCTEMHA EKCITO3UIIMsI paBHU Ha WX MO-MAJIKH OT KIIMHUYHATA CKCIIO3MIIUS IPU PEOPhUYUTETHATA
no3a. CToMaIIHO-YpeBHU U OBOpEUHU e(peKTH, KOUTO CBUICTEICTBAT 32 JEXUApPATAIIHsl, ChIIO ca OMITH
HaOJr0IaBaHK NIPY MaMYHU MPH Hall-BUCOKaTa /1032 (HUBA HA CHCTEMHA SKCIIO3UIIHS PABHU HA WU
MO-BUCOKHU OT KJIMHUYHATA eKCIO3UIHs). [IpopuIbT Ha HEKITMHUYHA TOKCHYHOCT Ha MUKO(eHoIaT
MO(ETHIT U3TJISK/IA € ChBMECTHM C HEXKEIAHUTE ChOUTHS, HAOII0aBaHu TP KIIMHUYHUTE
W3MUTBAHUS [P XOpa, KOUTO Cera OCHT'YPSIBAT JIAHHH 32 0€30MaCHOCT OT MO-TOJIIMO 3HAYCHHE 32
TMOITYJTANMATA TTAIIUEHTH (BXK. ToUKa 4.8).

OreHKa Ha pucka 3a okosiHarta cpena (ERA)

IIpoyuBaHusATa 3a OIlEHKA HA PHICKA 32 OKOJIHATA Cpejia MTOKa3BaT, 4e akKTUBHOTO BemecTBo MDK
MOXe J]a IPEeJICTaBIIsIBA PHUCK 3a IMOAMOYBEHUTE BOAU 4pe3 Operoro GuiTpupase.
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6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk Ha MIOMOIIHHUTE BELIECTBA

CellCept 1 g/5 ml npax 3a nepopanHa CyCleH3us

copouTo

CHJIMIIUEB JMOKCHUI, KOJIOHU/ICH 0€3BOJICH
HATPUEB LUTPAT

COCB JICIIUTHH

CMECEH ILI0JI0B apOMaT

KCaHTaHOBA T'yMa

acmaptam™® (E951)

MeTHJI napaxuapokcubensoar (E218)
JIMMOHEHA KHCeIrHa, 0e3BoIHA

*ChabpiKa (PeHITATaHNH, CKBUBAJICHTEH Ha 2,78 mg Ha 5 ml cycrneHsus.
6.2 HecbBMecTHMOCTH

To3u JiekapcTBEH MPOAYKT HE TPsIOBa 1a ce CMECBa C IPYTH JICKAPCTBEHU MPOYKTH, C U3KITIOUCHHE HA
Te3H, TIOCOYCHH B TOUKa 6.6.

6.3 Cpok Ha rogHoCT

CpoKbT Ha FOJHOCT Ha IIpaxa 3a IepopaHa CyCleH3us € 2 TOIUHU.
CpoKbT Ha TOJHOCT Ha MPUTOTBEHATA CYCIICH3US € 2 Mecela.

6.4 ChnenuajHu yCJIOBHSI HA CbXpaHeHHe

IIpax 3a nepopaiiHa CycrneH3usl U IpUroTBEHaTa CyCIeH3HUs: 1a He ce cbxpaHsaBat Haja 30 °C.

6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA

Bceska Oytunka ceabspixa 359 mukodenonar modetun B 110 g npax 3a nepopanHa cycnensus. Koraro
Ce MPUrOTBH 32 ynotpeda, 00eMbT Ha cycrieH3usTa ¢ 175 ml, Kouto ocurypsiBat u3nosi3BaeM o0eM ot
160-165 ml. 5 ml ot pasrBopeHara cycrieHcus Chabpka | g MukopeHnoaat ModeTu.

[IpunokeHu ca CchIO amanTop 3a OyTHUIIKA U 2 TIEpOpalTHH 103aTOpa.

6.6 CrhenmaJnu npeanasHd MEPKH NMPHU U3XBBPJIsiHE U padoTa

IIpemoppusa ce CellCept 1 g/5 ml npax 3a mepopaiHa CycreH3us a ce MPUroTBU OT (papMmarieBTa
HpeIu OTITYCKAaHEeTO My Ha nanueHra. [IpenopbyBa ce HOCEHETO Ha PhKABHIIM 33 €THOKpaTHA
yrnotpeba 1o BpeMe Ha pa3TBapsHETO M IIPH MOJICYIIaBaHe Ha MOBBPXHOCTTA HA OyTHIIKaTa/Karmavykara,

" Ha Macarta CJIC[] pa3TBapAHCTO.

[IpuroTBsiHe Ha CycrieH3usATa

1. [MoTynaiiTe 3aTBOpeHaTa OyTHIIKA HIKOJKO ITBTH, 32 JIa CE Pa3poXKa MPaxbT.

2. Ormepere 94 ml peuricTeHa Boaa ¢ TpagynpaH IUINHIBP.

3. TIpubaBere npuOIM3UTEIHO MOJOBUHATA OT ISIOTO KOJIUYECTBO MPEYUCTEHA BOjIa B OyTHIIKaTa
Y pa3KJIaTeTe 3aTBOpPeHaTa OyTHIIKA J0Ope B MPOABIDKEHUE HAa OKOJIo 1 MuHYyTA.

4.  JloGaBete ocTaThka OT BOJIaTa M pa3KiaTeTe 3aTBOpeHaTa OyTHIIKA T0OpE B MPOIBIDKCHHUE Ha
okoo 1 MuHyTA.

5. MaxneTe 3anuTeHaTa oT JIela Karnadka v MbXHETe alanTopa Ha OyTHIKaTa B TbPJIOTO M.

6.  3arBopere MIIBTHO OYTIIIKATA CHC 3allIUTEHATA OT Jiela Karnadka. ToBa 11e OCUTypH MTPaBHITHO

IIOJIOKCHUE Ha aJjariTropa B 6YTI/IHKaTa 1 HEBB3MOKXHOCTTA 3a OTBAPAHETO U OT ferma.
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7.  Hanmmere natata Ha U3THYaHE HA CPOKA HA TOJHOCT HA IIPUTOTBEHATA CYCIICH3HS BHPXY
etukera Ha OyTrikara. (CpoKbT Ha TOJHOCT Ha IIPUTOTBEHATA CYCIICH3HsI € 2 Mecera).

To3u nexapcTBEH MPOIAYKT MOXKE J1a TIPEACTABIIABA PHUCK 32 OKOJTHATA cpeja (BK. Touka 5.3).

Hewn3non3BaHusT JeKapCTBEH MPOIYKT WIN OTHAIbUHATE MaTEPUAIIH OT HETO TPsIOBa Jla ce U3XBBPIIST

B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. MNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

I'epmanus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/96/005/006 CellCept (1 6ytunka ot 110 Q)

9. JATA HA I'bPBO PA3SPEIIABAHE/TTIOJJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha epBO pa3pemarane: 14 ¢pespyapu 1996

JlaTa Ha nocnenHoTo noaHoBsiBane: 13 mapt 2006

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

[Tonpo6Ha nHbOpMaIUs 3a TO3M JICKApPCTBEH MPOAYKT € MPeI0CTaBeHa Ha yeOcaiita Ha EBponeiickara
areHnus 1o Jiekapcrata https://www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

CellCept 500 mg ¢punmupanu TadbneTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika tabnetka chappika 500 mg mukodenonat moderun (mycophenolate mofetil).

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKXTEC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA
dunmupanu TabaeTKH (TabIeTKM)

baenonunasa, oBanHa tabieTka, ¢ Haamuc ,,CellCept 500 ot ennara ctpana u ,,Roche* ot apyrara.

4. KJIMHUYHU JAHHHN

4.1 TepaneBTHYHHU MOKAZAHUS

CellCept e mokazan B KOMOMHAIHS C LIUKJIOCIIOPHH U KOPTHKOCTEPOUIH 32 TPOPUIAKTHKA HA OCTPO
OTXBBPJISTHE Ha TPAHCIUIAHTaTa MPU BB3PACTHU U NMeaUaTpu4HU (Ha Bb3pacT oT 1 1o 18 roguuam)
MAIMCHTHU C aJIOTEHHA TPAHCIUIAHTAIUS Ha OBOPEK, ChpIle WIK YepPeH JIPO0.

4.2 Jlo3upoBKa M HAYUH HA MPHIOKEHHE

Jleuenuero TpsiOBa Jja ce 3all0YHE U J1a Ce MPOBEXK/a OT CIICIUAIUCTH C TTOIXO/IAIIa
KBaM(UKaIKs B 00JIacTTa HA TPAHCIUIAHTAIHATA.

2031/1[30131(3

Bwvspacmuu

bvopeuna mpancnianmayus
JledenueTo TpsiOBa /a ce 3amovHe A0 72 Yaca cliell TpaHCIuTanTausTa. [Ipenoprunrennara go3a npu
MaIeHTy ¢ Ob0peYHa TpaHcIUIaHTaIws ¢ 1 g, MpuiIokeHa aBa MbTH JHEBHO (2 § AHEBHA 1034).

Cvpoeuna mpancnianmayus
JlegenueTo TpsiOBa na ce 3amodHe 0 5 THM cieA TpaHCIUTaHTanusTa. [IpenopruntenHaTa 103a mpu
MAIAEeHTH ChC ChPACYHA TPAHCIUIAHTAITHSA € 1,5 g, IpuiIo’keHa Ba MHTH THEBHO (3 g MHEBHA 7103a).

Yepnodpobua mpancnianmayus

JledenneTo ¢ MHTPaBEeHO3EH MUKO(EHONIAT MOETIII TPsIOBA 1a ce PHIIOXKH MIPE3 IBPBUTE 4 THU CIIe
TPaHCIUIAHTAIMATA HAa YePEH P00, KaTo MEePOPaATHOTO JICYCHUE C MUKO(GEHOTIAT MOQETHI TPSAOBa J1a
Cce 3aII0YHe BeHara cjiejl ToBa, oM MOXKe Jia ce moHece. [IpernopbrunTennaTa nepopaisa 103a npu
MAIMEHTH C YepHOIpoOHAa TpaHCIUIAHTAIUA € 1,5 g, MpuiIo’KeHa JBa BT THEBHO (3 g MHEBHA 7103a).

Ieouampuuna nonynayus (1 0o 18 2o0unu)
Wupopmarusita 3a J03UPAHETO TPH JIENA B Ta3U TOYKA CE OTHACS 338 BCHUKH MIEPOPATHA (HOPMH OT

ramara MpoAyKTH ¢ MEUKo(eHoIaT MOETHII, criope] cirydasi. Paznmumunure nepopanau GopMu He
TpsiOBa Ja ce 3aMeHsT 0e3 KITMHIUYHO HAOII0ICHHE.
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[IpenopbunTenHaTa HavaIHA J103a MUKO(QEHONIAT MOMETHII MPH MeAUATPUIHH MAIIMEHTH ¢ OBOpeuHa,
ChpZICUHA U YepHOAPOOHa TpaHcmanTaus ¢ 600 mg/m? (tenecHa nosspxuoct (BSA)), mpunarana
MepOpaTHO JIBa BTH THEBHO (HavaHaTa 00INa JHEBHA 103a HE TPAOBA Aa HaaxBHpis 2 ¢ wiu 10 ml
nepopaiHa cycrensus). Jlo3ara u Gpopmara Ha MpoaAyKTa TPAOBA Ja CE UHANBUAYATU3UPAT Bb3 OCHOBA
Ha KIIMHAYHATA OLIEHKa. AKO MpernmophUYnTeIHaTa HadyalHa J103a ce ToHacs 1o0pe, HO He Ce IMOCTUTa
KJIMHAYHO aJIcKBaTHA HMYHOCYIPECHSI IPY TIeJUaTPHYHN TAIIMEHTH ChC ChPJeYHa U YePHOIPOOHA
TpaHCIUIaHTaIKs, 103aTa MOXKe Ja ce yBennun 10 900 mg/m? BSA nBa mbTu JHEBHO (MaKCHMaIIHA
o011a qHeBHa 103a 3 g uin 15 ml nepopanHa cycrnensus). [IpenopbunTeniHaTa MoarbpKaiia 103a 3a
IeMaTPHYHK TTAIUEHTH ¢ ObOpedYHa TpaHcIanTanus octasa 600 Mg/m? qBa MbTH THEBHO
(MakcuMaiHa o01a qHeBHa 103a 2 g win 10 ml mepopanHa cycrneHsus).

Muxodenonat ModeTH npax 3a MepopaiHa CycrieH3us TpsioBa Jia ce U3M0I3Ba TP OHE3H MAIlUCHTH,
KOMTO HE MOTAT Jia IIPErTbIIAT KaICyIu U TabaeTku, u/wuim ca ¢ BSA, mo-manka ot 1,25 m?, nopaau
MOBUILIEHUS PUCK OT 3anaBsiHe. Ha marmmentu ¢ BSA ot 1,25 mo 1,5 m?2 MoKe 11a ce MPEANHUCBAT
MuKoeHoIaT MOPETHII Kallcyiu B 1o3a oT 750 mg n8a nbTu aHeBHO (1,5 g aHeBHa 103a). Ha
nauuentu ¢ BSA nan 1,5 m? moske 1a ce mpeanucsat MUKO(eHoIaT MOMETHII KATICyIH WK TabIeTKH
B 71032 OT 1 g Ba mbTH JHEBHO (2 g AHEBHA 103a). Thii KaTO HAKOW HE)KEIAHU PEaKIUU Bh3HUKBAT T10-
YEeCTO B Ta3W BH3pacToBa rpyta (BxX. ToUka 4.8) B CpaBHEHHE C B3PACTHUTE, MOXKE J1a CE HATOXKHU
BpPEMEHHO HaMaJsIBaHe Ha J103aTa WU MPEKhCBaHe Ha JICUSHUETO; TIPU TOBA IIie TPsOBA Ja ce B3eMaT
MPEJIBU]] ChOTBETHUTE KIIMHUYHU ()aKTOPH, BKIFOUHTEITHO TEKECTTA HA PEaKIUATA.

Ynompeba npu cneyuanuu nonyrayuu

Cmapuecka v3pacm

IIpemoprunTennara q03a ot 1 ¢, mpuiioKeHa ABa IbTH JHEBHO IPH MAUCHTH ¢ ObOpedHa
TpaHCIUTaHTanwsI, 1 1,5 g 1Ba MHTH THEBHO MPH MANMEHTH C TPAHCILIAHTAITUS Ha ChPIIE WIH YEPEH
JIpo0 € MOIXOASIIA IPY AIUESHTH B CTapUecKa Bh3PacT.

bvopeuno yepescoane

[Ipu nauvenTn ¢ 6p0peyYHa TPaHCIUTAHTALNS C TEKKO XPOHUYHO OBOpPEYHO yBpexkaaHe (CKOPOCT Ha
riomepyiHata gpunrpanus < 25 ml/min/1,73 m?) usebH nepuoaa HEMOCPEACTBEHO CIIE]
TpaHCIUIAaHTaIUsTa TPSAOBA J1a ce N30SIrBaT JO3M MO-BUCOKH OT 1 g, pWIIaraH JiBa MbTH JTHEBHO. Te3n
MaIeHTH TpsiOBa CHIO Ja ce HabomaBaT BHUMaTenHo. He e Heo0XommMo KOpurupane Ha Jo3aTa
IIPU NAKEHTH ChC 3a0aBEHO MOCTONEPaTUBHO (YHKIMOHUpPaHe Ha ObOpeyHaTa npucaaka (Bx.
Touka 5.2). HsiMma JaHHU NpH NalueHT! ChC ChP/eYHa WIH YePHOIPOOHA TPAHCIUIAHTAIIUS H TEKKO
XPOHUYHO OBOPEUHO YBpEKIaHE.

Teorcko ueproopobro yepesicoane

He e Heob6xoanmo kopurupaHe Ha 103aTa IpH MaUeHTH ¢ ObOpeYHa TPAHCTUIAHTAITHS U TEXKKO
MAPEHXUMHO 3a00JIsIBaHe HAa YepHHS Apo0. Hsama maHHY Mpu MalueHTH ChC Chp/IeUHa
TPAHCIIAHTAIUS U TEXKKO MAPSHXUMHO 3a00J1sIBaHE HA YSPHHUSI IPO0.

Jleuenue no epeme Ha enuzoou Ha OMX8vbpJISIHE

Bw3pacmnu
Muxodenonona kuceanna (M®K) e akTHBHHAT METaO0OJIUT HA MUKO(GEHOIAT MO(ETHIL.

OTxBBpistHETO Ha OBOPEUHUS TPAHCIIAHTAT HE BOAM A0 MPOMEHH BB papMakokuHeTnkaTa Ha MOK;
HE Ce Hajara HaMaJsBaHe Ha /103aTa WM NPeyCTaHOBSBAaHE Ha JieueHrneTo. Hsama ocHoBaHue 3a
KOpUTHpAaHe Ha /103aTa ClIe/l OTXBbPIISHE Ha ChpJeueH TpaHcIuiaHTaT. Hsma dapmakokuHeTHUHU
JaHHU NPH OTXBBPJISIHE HAa YEPHOIPOOEH TPaHCIUIAHTAT.

lleduampuuna nonyrayus
Jlurcar gaHHM 32 JedeHHe Ha ITbPBO WK pedpaKTepHO OTXBBPIISIHE MIPH MEANATPHIHH IMALUEHTH C
TpaHCIIAHTAITHS.
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HauuH Ha npuiioxxeHue

3a MEpopaIHO NPUITTOKCHUC.

Ilpeonasnu mepxu, koumo mpsadea oa bvoam e3emu npedu padoma cvbC Ul NPUILOIICeHUe HA
JeKapcmeenus npooyKm

Twit kaTo MUKO(EHOIAT MODETHII € MTOKa3all TePATOreHHU €(PEKTH MPH ILTHXOBE U 3alIU, TAOJICTKUTE
He TpsAOBa J1a Ce YYIIAT, 3a JIa ce M30erHe BIUIIIBAHE WIN AUPEKTEH KOHTAKT C KOXKaTa WK JTUTaBUIIUTE
Ha rpaxa. AKO HaCThIIM TaKbB KOHTAKT, U3MUITE OOMITHO MSCTOTO ChC CAIlyH U BOJa; M3IUIAKHETE
OYUTE C YKCTa BOJIA.

4.3 IIpoTMBONOKA3aHUS

. CellCept ne Tpsi6Ba aa ce mpuara Mpy MAMEHTH ChC CBPbXUYBCTBUTEIHOCT KbM
MuKodeHonatr MoheTH, MUKOQEHOJIOBa KUCEITNHA, HIIH KbM HAKOE OT MOMOIITHHUTE BENIECTBA,
n30poeHu B Touka 6.1. HabmogaBanu ca peakiiuu Ha CBPbXYyBCTBUTEITHOCT KbM TO3H
JIEKapCTBEH MPOAYKT (BK. Touka 4.8).

. He Tpsi6Ba na ce npuiiara jeueHUe MPH KEHH ¢ ACTEPOJICH MOTSHIINA, KOUTO HE U3IMOJI3BAT
BHCOKO €(DeKTHBHU KOHTPAIIEITUBHU METOAM (BXK. Touka 4.6)

. He tpsibBa na ce 3anmo4Ba Tepanus NpH KEHH C IETEPOACH OTEHIIMAI, O€3 MPe/ICTaBsIHE Ha
pe3yATaTH OT TeCT 32 OPEMEHHOCT, 3a Jla Ce U3KJII0YH HeKellaHa yrnorpeda 1o BpeMe Ha
OpemMeHHOCT (BXK. TouKa 4.6)

. He tpsibBa na ce u3no:3ea jJeueHne o BpeMe Ha OpPEMEHHOCT, OCBEH aKo HsMa JPyTro
MOJIXOJIAIIO ANTEPHATUBHO JICUCHHE 3a MPO(UIAKTHKA Ha OTXBHPISHETO HA TPAHCIIAHTATA
(BX. TOuKa 4.6)

. He Tpsi6Ba na ce mpuara jgedeHue Mpy KEHHU, KOUTO KbPMAT (BXK. ToUKa 4.6).
4.4 CpneunajHu npenynpe:XIeHUs U NpeIna3Hu MepPKH NPH ynorpeoda
Heomnazmu

[ManmenTure, noxydaBaniy IMyHOCYTIPECHBHA TEpanys B KOMOMHANNS C IPYTH JIEKAPCTBEHU
NPOLYKTH, BKIIOUUTEIHO MUKOQEHOIAT MO(eTH1, ca MOAJI0KEHN Ha IOBUIIIEH PUCK OT Pa3BUTHE HA
nuM(OMH U IPYTH 3IT0Ka4YeCTBEHH 3a00s1BaHMsI, 0COOCHO Ha Koxkata (BX. Touka 4.8). PHCKbBT
U3TJIEeXK]Ia € CBBP3aH M0-CKOPO C HHTEH3UBHOCTTA M NPOIBIDKUTEHOCTTA HA UMYHOCYTIPECHSITA,
OTKOJIKOTO C ynoTpebaTa Ha HAKOH crieninu4eH NpoayKT.

Karo o0m1 cbBeT 3a HamalsiBaHe 0 MUHUMYM Ha PHUCKa OT pak Ha KokaTa TpsiOBa Aa ce OrpaHnyiu
M3JIaraHeTo Ha cirbHYeBa cBeTianHa n UV o0puBaHe, KaTo ce HOCH 3aIIUTHO OOJIEKIIO M CE U3I0JI3BA
CI'BHIE3ALIUTEH IPOAYKT C BUCOK 3aIUTEH (HAKTOP.

HNudexnuu

[ManuenTH, TEKyBaHU C IMYyHOCYTIPECOPH, BKIIFOUUTEITHO MUKO(GEHOIAT MOPETHII, Ca U3I0KCHH Ha
MIOBHIIIEH PUCK OT OTMIOPTIOHUCTUYHU UHQEKIUH (OaKTepUaHU, ThOMYHH, BUPYCHU U MTPOTO30WHN),
UHGEKINY C JIeTaJIeH U3XO0 U cercuc (BK. Touka 4.8). TakuBa HH(MEKINU ca peaKTHBALIHS Ha
JATCHTHU BUPYCHH WH(pEKINH, KaTo XenaTut B nin xenatut C 1 uHOEKIMH MPUYUHEHA OT
nonuomaBupycu (Hedpomarusi, cebp3ana ¢ BK Bupyc, nporpecusHa myntugokaiHa
neskoeniedanomnarus (IIMJI), cebp3ana ¢ JC Bupyc). JlokaaaBanu ca ciaydyau Ha XEMaTHT BCIACICTBUC
Ha p€aKTHBalMd Ha XCIIaTUT B u xematur C IIpU MaUCHTU-HOCUTECIIU, KOUTO Ca JICKYBaHU C
uMyHocCyIipecopu. Te3n nH(EeKIMKU 4YeCTO ca CBhP3aHU C BUCOKA 00I1a UMYHOCYIIPECHBHA
00pEMEHEHOCT U MOXKE J1a JIOBEAAT JI0 CEPUO3HU WJIH JICTATHU ChCTOSIHUS, KOUTO JIESKapuTe TPsIOBa J1a
uMaT npeaBul B AudepeHIraIHaTa Juardosa pu KMyHOCYIIPECHpaHy MAIMEHTH C BIIOIIaBaIla ce
O0b0OpeyHa PyHKIUS WA HEBPOJIOTHYHU CUMIITOMH. MUKO(EHOIOBaTa KHCEIMHA UMa [IUTOCTATHICH
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edext Bbpxy B- u T-mumdorurute, mopaayd KOeTo € Bb3MOXKHO MO-TexkKo rmpotudane Ha COVID-19 u
TpsiOBa J1a ce OOMUCIIAT Bb3MOXKHOCTH 32 MPEpHeMaHe Ha ChOTBETHU KIIMHUYHU MEPKH.

Nma chobmeHus 3a XxunoraMaraoOymMHEMHs BbB BPb3Ka ¢ PEUUANBUPAIIN HHOEKIUH TPY MAalUEeHTH,
HOJTy4YaBaly MUKO(eHomaT MoeTHI B KOMOMHAIMS C IPYTH UMyHOCYTIpecopy. B Hsikou ot Te3n
Clly4au, IPEMHHABAHETO OT MUKO(EHOoIaT MO(ETHI KbM alTepHATHBEH UMYHOCYTIPECOP BOJIH 10
HOpMaJM3upaHe Ha cepyMHuTe HUBa Ha 1gG. lpu nanuenture Ha MukodeHoaatT MO eTHI, KOUTO
pa3BUBAT PEIUAMBUPAIIN HHOEKIINH, TPIOBA J]a C€ H3MEPBAT CEPYMHHUTE HMYHOTIIO0YIMHU. B ciyqait
Ha NMPOABIDKUTEHA, KIIMHIYHO 3HAYMMa XHUITOTaMariio0yTHHEMUS, TPsOBa Jia ce€ OOMHUCIH ITOAXOSIIO0
KJIMHAYHO JIEHCTBUE KAaTO Ce MMa MPEIBU/I MOIIHUS LIUTOCTaTH4eH epeKT Ha MuKo(deHomoBaTa
KkucenuHa Bepxy T- u B-numdonurure.

Hma my0auKyBaHU ChOOIICHUS 32 OPOHXHEKTA3UH MPH Bh3PACTHH U JIEla, KOUTO TOTy4aBaT
MukodeHoaatT MoheTH B KOMOMHALNSA ¢ PYTH UMYHOCYTIPECOpr. B HAKOM OT Te3u CiTyyan
MPEMHUHABAHETO OT MUKO(EHOoIaT MO(ETHIT KbM APYT UMYHOCYIIPECOpP BOIH JI0 OA0OpEHHE Ha
PECIIMPATOPHNUTE CUMIITOMU. PUCKBT OT OpOHXHMEKTA3HH MOJKE JIa € CBbP3aH C
XUIOraMario0yTUHEMHUs HJIH C HETTOCPECTBEH eekT BbpXy Oenust 1pod. MiMa chIlo u30mupanu
CHOOIIEHHUS 32 MHTePCTULIMATHA 0e101poOHa OosecT 1 0e10poOHa (hudpo3a, HIKOU OT KOUTO ca
owu ¢atanau (Bxk. Touka 4.8). [IpenopbsuBa ce fa ce U3CieBaT MalUeHTHUTe, KOUTO Pa3BUBAT
NepCUCTUPAIIH OETOAPOOHH CUMITTOMH KAaTo KalllTUI[a U TUCITHES.

KpbB 1 IMYHHA CHCTEMA

[ManuenTure, nonydasamy MukodeHoaT MoeTwI, TpsOBa J1a ce MPOCIesIBaT 3a MposBa Ha
HEYTPOIIEHUS, KOSATO MOXKe J1a ObJie CBhpP3aHa ChC CaMOTO JICUCHUE, ChC CHITBTCTBAIIM JICKAPCTBA,
BUPYCHU MH(EKIINHU WK KOMOWHAIIUS OT Te3U NMPUYNHH. [IbJIHA KphBHA KapTHHA HA MAIUCHTUTE,
JIeKyBaHU ¢ MEKO(EHOIAaT MOeTHII, TPSIOBa Jia ce MPaBU BCAKa CEJMUIIA TIPE3 IEPBHS Mecell, JIBa
IBTH MECEYHO MPE3 BTOPHUS U TPETHUS MECEIl Ha JICYSHUETO, CIIC]] TOBA €XKEMECEUHO pe3 MbpBaTa
roauHa. AKo ce pazBue HeyTporeHus (abcomoren 6poii Ha HeyTpodmute < 1,3 X 10%/ul), moxe na ce
HAJIOXKH J]a C€ MPEKbCHE WU MPEYCTAHOBH JICUSHUETO C MUKO(EHOJIAT MO(DETILIL.

Cpo01maBar ce ciay4an Ha YucTa amiasus Ha uepBeHuTe KpbBHU KieTkd (YAUKK) npu nauuenTy,
JIeKyBaHHU ¢ MUKO(eHOIaT MOpeTHI B KOMOMHALUS ¢ APYT'M UMYHOCYTIpecopu. MexaHu3MbT Ha
YAUYKK, unayiupana ot Mmukodenonat moperu, He e uzsecteH. YAUKK morke 1a 0T3By4H IpH
HaMaJsBaHe Ha J03aTa WIK NPEYCTaHOBIBaHE Ha JIeYeHUueTo ¢ MukodeHonat Mmogperui. [lpomenu B
TepanusiTa ¢ MukodeHnonatr Mo et TpsOBa 1a ce mpeArpueMar camo MpH CbOTBETHO HaOII0IeHHE
Ha PELIMIIMEHTUTE Ha TPAHCIJIAaHTaTH, 3a Jla CE CBEJE JO MUHUMYM PUCKa OT OTXBbPJISHE Ha
npucaakara (Bx. Touka 4.8).

[TanuenTrre, nonydapany Mukodenoat ModeTui TpsOBa aa ObaT MHCTPYKTUPAHH J1a ChOOIaBaT
He3a0aBHO 33 BCEKU NIPU3HAK HAa MH(EKIIUS, HEOUaKBaHO MOCUHIBAHE, KbPBEHE, WK APYTH NPOSIBU HA
KOCTHOMO3bYHA HEJOCTATHYHOCT.

[ManmenTure TpsiOBa 1a ce MHPOPMHUPAT, Ye MO BpeMe Ha JICUCHUE ¢ MUKO(EHOIAT MOpETHI
BAaKCHHALIMUTE MOXeE Aa ObAaT NO-MajKo e(peKTUBHH M yIoTpedaTa Ha KHUBH aTCHIOUPAHH BAKCUHH
TpsiOBa J1a ce n304arna (Bk. Touka 4.5). [IpoTuBOrpunHaTa BakcruHa Moxe Ja ObJe OT MoJ3a.
[Ipennucamute nekapu TpsOBa Jla HAMIPABAT CIIPaBKa C HAITMOHAITHUTE YKa3aHUS 38 POTUBOTPHUITHA
BaKCHHAIIHSI.

CroMaIllHO-YpEBHU

[IpunoxxenneTo Ha MuUKO(EHOIAT MO(DETHII € CBBP3aHO C TIOBUIIICHA YECTOTA Ha HEXKEIAHU ChOUTHS
OT CTpaHa Ha XpaHOCMUJIATEITHATA CUCTEMA, BKIIOYUTEITHO HEUSCTH Cydyau Ha yJreparus Ha
CTOMAIITHO-YPEBHUS TPAKT, KPHBOM3IUB U Niepdopanus. JleueHneTo TpsOBa 1a ce mpuiara
BHUMATEITHO TIPY MaIUECHTH C aKTUBHO CEPUO3HO 3a00JIsIBaHE HA XPAaHOCMHUIIATETHATA CHCTEMA.
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Muxkodenonatr ModeTua ¢ nauxudutop Ha IMPDH (uHo3uH MoHOMOChaT nexuaporenasa). [Topaau
TOBA, IPWJIOKEHUETO My TPsiOBa Ja ce N30sArBa MpH NALMEHTH C PsKa HACIeCTBCHAa HEAOCTaThYHOCT
Ha XUIOKCaHTHH-TyaHuH (ocdopudosmi-rpanchepaszara (HGPRT), kato cunnpom na Lesch-Nyhan u
Kelley-Seegmiller.

BsaumoneiicTBus

C ornen Ha 3HaunTenHOTO HamaieHue Ha AUC Ha MOK ot konecTupaMuH, HEO0OXOMMO € MTOBHUIIICHO
BHUMaHUE [P IPEMUHABaHEe HA KOMOMHUpAHATa TePAITUs OT CXEMH, ChIBPKAIIH UMYHOCYTIPECOPH,
KOUTO TIOBIIUSIBAT CHTEPOXEMAaTANHUS KpbroBpaT Ha MK, Harp. IUKIOCIIOPUH, KbM JPYTH, KOUTO Ca
JIUIIICHU OT TO3H e()eKT, HAIIP. TAKPOIUMYC, CHPOIUMYC, Oenaralent, nin 00paTHo, Thil KaTo TOBa
MOXe Jia JoBee 10 TpoMeHH B excrio3uiusata Ha MOK. JlekapcTBa, KOUTO HOBJIMSIBAT
eHTepoxenaTaaHus IUKbI Ha MOK (Hamp. konecTupaMuH, aHTHOHOTHIIN), TPSOBA Jla Ce M3MOJI3BAT C
MOBUIIIEHO BHUMAaHUE MOPaJIH MOTSHIIMAIa UM 33 HaMaJIsiBaHE HA TUTA3MEHHUTE HUBA HA MUKO(EHOIAT
1 HeroBaTa e(pUKacHOCT (BXK. CBIO ToYKa 4.5).

HpenoquBa Cce MI/IKO(i)eHOJ'IaT MO(i)eTI/IJ'I Ja HE CC Ipujiara CbIIbTCTBAIIO C a3aTUOIIPUH, 3alIIOTO
TaKOBa CBIIBTCTBAIO MPUIIOKCHUEC HE € ITPOYUCHO.

CBHOTHONICHNETO PHUCK/TION3a HA MUKO(EHOIaT MO(ETHII B KOMOMHAIINS ChC CUPOIIUMYC HE €
YCTaHOBEHO (BXK. CHINO TOUKa 4.5).

Tep AlICBTHYCH JCKAPCTBEH MOHUTOPHUHI

IIpu npomMsHa Ha KOMOMHHMpaHaTa Tepamnus (HaIp. MIPeMUHABAHE OT CXEMH C IUKIIOCIIOPHH Ha TaKKWBa
C TaKPOJIMMYC WM 00paTHO) MOXKE Jja ObJIe TIOJXO/SIIO J1a C€ MTPOBEAE TEPAIIeBTUYCH JIEKApCTBEH
MouuTopuHT Ha M®K mnu f1a ce ocurypu ajiekBaTHa IMYHOCYIIPECHS TIPY TMAIIMEHTH ¢ BUCOK
UMYHOJIOTHYCH PUCK (HATIP. PUCK OT OTXBBPJISHE, JICUCHUE C AaHTUOMOTHIIN, TOOABSIHE WJTH CITUPAHE HA
NPUIOKEHUETO Ha B3aMMOICHCTBAIIIO JICKAPCTBO).

CHGLII/IaJ'IHI/I nomnyjaanvuu

Ileouampuuna nonynayus

MHoro orpanu4eHa mocTMapKeTHHroBa HH(GOpMaIys OKa3Ba MO-BUCOKA YECTOTA Ha CICAHUTE
HE)KeJIaH! ChbOUTHUS MPH MAIIMEHTH Ha BB3PACT 107 6 TOXMHU B CPAaBHEHHUE C ITO-Bb3PACTHUTE
HalUCHTH:

e suMdOMHU U APYTH 37I0KAYECTBEHH 3a00IIIBaHMUS, 0COOEHO MOCTTPAHCIUIAHTAIIMOHHO
muMdonponudepaTnBHO HapYIIEHUE MIPH NALUEHTH ChC ChPJeYHa TPaHCIUIAHTALHSA.

e HapyIleHHs Ha KPHBTA M JIMM(HATA CHCTEMA, BKIIFOUMTEIHO aHEMHUSI M HEYTPOTICHUS, IPU
NalMeHTH ChC ChpJIeYHa TpaHCIUIaHTalus. ToBa ce oTHacs 3a ena moJi 6-roJuiIHa Bb3pacT B
CpaBHCHUC C IMO-BB3PACTHUTE MAIMUCHTHU U B CPABHCHHUC C ICAUATPUYHNUTC PECIUIIUCHTH Ha
YyepHOAPOOHa/ObOpEeYHa TPaHCIUIAHTALIKS.

[Ipu nauuenTute, npuemanixn MukodeHnonatr MmodeTui, MbJIHa KPbBHA KapTHHA TPsiOBa aa ce
M3CIIe/IBa eXKECEMUTHO IIPe3 MbPBUS MECEIl, JIBa TBTH MECEYHO MPe3 BTOPHS U TPETHUS MECeIl
OT JICUCHHUETO, CIIe]] KOETO €KEMECEUHO Ipe3 IbpBaTa roiMHa. AKO Ce pa3BUe HEYTPOIICHUS,
MOXe€ J]a € IOAXOISIIO Ja Ce MIPEKbCHE WK /1a CE NIPEyCTaHOBH IpHEeMa Ha MUKO(EHOIAT
Moderur.

®  CTOMAIIHO-YPEBHH HAPYIICHHUS, BKIFOUUTEIHO AUAPHs ¥ TOBPBIIAHE.

JleuenneTo TpsOBa Aa ce Mpuiiara ¢ OBUIIEHO BHUMAHKE NIPH MAIUEHTH ¢ aKTUBHU CEPHUO3HU
3a00JIsIBaHMs HA XPaHOCMUJIATEITHATA CHCTEMA.

Ionynayus 6 cmapuecka 6v3pacm

[TanmenTHTe B CTapyecka Bb3pacT, B CPAaBHEHHUE C ITO-MJIaIUTE HHANBHUIN, MOTAT A3 OBbIAT U3JI0KECHU
Ha TOBUIICH PUCK OT HEXEJTaHU PEeaKIHy, KaTO HAKOH MH(EKINN (BKIIOYUTEITHO 3a00IsIBaHE C
ThKaHHA MHBA3Ws Ha IUTOMETAIOBUPYC) U €BEHTYAITHO CTOMAIIIHO-YPEBEH KPBBOM3IUB U OET0ApoOeH
OTOK (BX. TOuKa 4.8).
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Teparorenuu epexTn

MuxodeHonar e cuieH Tepatoret npu xopa. Mima cpobuienns 3a ciontanau aboptu (uectota 45 %
1o 49 %) u Bponenu mandopmariun (u3dncieHa yectota 23 % no 27 %) ciaen ekcro3unus Ha
MukodeHonat MoheTu 1mo Bpeme Ha OpeMeHHoCT. CleToBaTeHO, JICYEHUETO € TIPOTUBOIIOKA3AHO T10
BpeMe Ha OpEMEHHOCT, OCBEH aKO HsIMa JIPYTO MOAXO/SAII0 alTepPHATUBHO JICUSHHUE 32
NpeAoTBpaTsIBaHE Ha OTXBBPJSHETO HA TpaHCIUIaHTaTa. [launeHTrTe sKeHn ¢ IeTepoAeH MOTeHIUAT
TpsiOBa 1a ObAaT MHPOPMHUPAHH 32 PUCKOBETE U J1a CTa3BaT NMPETOPbKUTE, NaJeHN B TouKa 4.6 (Hamp.
KOTpAIeTITHBHYA METOJIN, TECTOBE 32 OPEMEHHOCT) TIPEJI, 110 BpEMe Ha U CIIe]T JICYEHUETO C
mukodenonar moperun. Jlekapure TpsiOBa 1a rapaHTHPAT, Y€ KEHUTE, IpUEeMaId MUKO(QEHOIAT
Mo(eTH1, ca HasICHO C PUCKOBETE 3a YBpexkKaaHe Ha 6e06eTo, HeoOX0AUMOCTTa OT €PEeKTHBHA
KOHTpAICIIHs, 1 HEOOXOJMOCTTa He3a0aBHO J]a c€ KOHCYJITUPAT ChC CBOS JIEKap, aKO ChIIECTBYBa
BB3MOXHOCT 32 3a0peMeHsIBaHe.

KonTpanenmus (8. Touka 4.6)

[lopanu cunHUTE KIMHUYHM AOKA3aTEJICTBA, [IOKA3BaIll BUCOK PUCK OT a0OPT U BPOJECHU
MasihopManry MpH U3IMOoI3BaHe Ha MUKO(QeHoIaT MO(eTH Mpu OpEeMEHHOCT, TpsIOBa J1a ce MOoI0XKaT
BCHUKH YCUIIHNS, 3a Jja ce n30erne OpeMeHHOCT 1o BpeMe Ha JieueHueto. [lopaau ToBa, sxeHuTe ¢
JIeTepOJICH IMOTEHINAN TPIOBa 1a M3M0I3BaT Hali-MaJIKo eHa (hopMa Ha HaJeKTHAa KOHTPALCIIUL
(Bx. Touka 4.3) mpenu 3amo4YBaHe Ha JEYCHUETO C MUKO(PEHOIAT MO(ETHII, IO BpEME Ha JICYUSHUETO U
B IIPOIBJDKEHHUE HA IIECT CEMHLM CIie]l IPEYCTAHOBIBaHE HA JIEUCHUETO OCBEH aKO U30PaHUST METO.
Ha KOHTPAIETIINS € Bb3AbpKaHue. 3a MPeTOYnTaHE € 1a Ce MPUIIOXKAT ABE JOITBJIBAIIN ce GOpMH Ha
KOHTpAIENIHs eTHOBPEMEHHO, 3a JIa CE€ CBEZIe 0 MUHUMYM BB3MOKHOCTTA 32 HEyCIeX Ha
KOHTpaLENIHATa U HeXKeJlaHa OpeMEeHHOCT.

3a chBET 3a KOHTPALICIIHUS PH MbXKE BIKTE TouKa 4.6.

OOyUnTETHH MaTepUATIN

3a ma ce oAIIOMOTHAT MAITUEHTUTE 1a n30erHaT GeTalHa eKCTIO3UITNS Ha MUKO(QEHOJIAT 1 3a J1a ce
OCHTYpH TOITBITHUTETHA BaykHAa HH(OpMarus 3a 6e3omacHocT, [IpurexaTensaT Ha pa3pelieHHeTo 3a
ynorpe0a 11e npeocTaBu 00YYUTETHN MaTepruaIy Ha MEIUIMHCKUTE CIIeUaIucT. B o0yuuTennuTe
MaTepUaIH 1€ Ce TMOJCHIAT MPEAYIPEKACHUATA OTHOCHO TEPATOrEHHOCTTa HA MUKO(EHOIAT, 1IIe Ce
JlaJie ChBET 32 KOHTPALIEIINS TPE/IN 3alI0YBAHETO HA TEPAIHATA U YKa3aHUSI OTHOCHO
HE0OXOAMMOCTTA OT M3cIeaBaHe 3a OpeMeHHOCT. JIekapsaTt TpsOBa 1a qaBa hJIHA HH(POpMAITUs 3a
NaIMeHTa OTHOCHO TEPATOTCHHUSI PUCK M MEPKHTE 3a MpEia3BaHe OT 3a0peMEeHsIBaHE Ha )KEHUTE C
JISTEPOJICH TOTEHIIMAJ M HA MAIIUCHTUTE MBKE, aKO € TIOIXOISIIIO.

JIOIBIHUTEIHU MPEATIa3HU MEPKHU

[ManuenTuTe He TPsOBa Ja AapsABAT KPHB MO BpeMe Ha JICYEHUETO WIH B pAMKHUTE Ha TIOHE 6 CeIMHIIN
cJeq MpeKpaTsBaHe MpruemMa Ha MuKodeHomaT ModeTm1. Mbxere He TpsiOBa 1a ObIaT JTOHOPH Ha
criepMa Io BpeMe Ha JICYCHUETO WM B paMKuTe Ha ToHe 90 THU clie/ MpeKkpaTsaBaHe IpueMa Ha
MUKOGEHOIAT MO ETHIL.

CopabpkaHue Ha HATpUH

To3u nexkapcTBEeH NPOAYKT ChIbprka Mo-Maiako oT 1 mmol Hatpuii (23 mg) Ha TabjeTKa, T.€. MOXKE 1a
ce Kaxe, 4e MPAKTHYECKH HE ChAbPIKa HATPUI.

45 BzaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH U APYru opMuU HA B3auMoJelcTBHE

AkIoBUp

HabnromaBaHu ca 1mo-BUCOKH HMBA Ha TUIa3MEHU KOHIICHTPALMU Ha alliKJIOBHP, KOraTo MUKO(EHOoIaT
MOQETHJI € IMPHJIaraH ¢ aluKJIOBHP, OTKOJIKOTO IIPH CAMOCTOSITEIHO IIPHUJIOKCHHE Ha alluKIIOBHP.
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IIpomenuTte BbB (hapmakokuHernkara Ha MOKI (deHosoB riokypouna Ha MOK) (MDKIT ce
noBuIana ¢ 8%) ca OWIM MUHUMATHHU M HE CE€ CUUTAT 3a KIIMHUYCCKY 3HAYMMH. Thi KaTo IMIa3MEHHUTE
koHIeHTparu Ha MK, kKakTo 1 KOHIIEHTpAlMUTE Ha allMKJIOBUD, CE MOBUIIIABAT IPU OLOPEIHO
YBpEkKIaHEe, UMa Bb3MOKHOCT MUKO(EHOJIAT MOGETHIIT M allUKIIOBUP WIIM HETOBUTE NIPEKYPCOPH, HATIP.
BaJIALIMKIIOBUD, Ja C€ KOHKYpHpaT 3a TyOyJIHAaTa CEKPEIHS U [0 TO3U HAYUH JOMBIHUTEIHO J1a Ce
yBeJIMYAT KOHIICHTPAIMUTE Ha IBETE JICKAPCTBA.

AHTHammay ¥ uHXMOUTOPHU Ha riporonHara nommna (UIIIT)

HabmionaBana e Hamanena exkcrio3uuust Ha M®K, koraro aHTHaIUIM KATO MarHe3MeB U alyMUHHUEB
xunpokcun, u NI, BKIounTenHO JaH301pa3oil 1 MaHTONpPa3od, ce Mpuiarat ¢ MUKO(QEeHoIaT
Mogetmi. He ca HabmrogaBany 3HaYMMH Pa3JIMKH [IPU CPABHABAHE HA YECTOTAaTa HA OTXBBPIISIHE HA
TpaHCIUIaHTaTa WIK YeCTOTaTa Ha 3aryda Ha mpucaakaTa MeXy NalueHTUTe Ha MUKO(QEeHOIaT
moderun , npuemany UII n manuenture Ha Mukodenonat moderui , kouto He npuemat UIII.
Te3n maHHU MOAKPETIAT EKCTPAMIOINPAHETO HA TE3H PE3YNTATH BHPXY BCHUKM aHTHALIUAN, Thi KaTo
HAMaJISIBAHETO Ha EKCIIO3UIUATA TIPU €THOBPEMEHHO MTPHIIOKECHUE HA MHUKO(pEHOIAT MO(ETHII C
MarHe3ueB U alyMHUHHMEB XUIPOKCH]I € 3HAUUTEIHO [T0-MaJIKO, OTKOJIKOTO IPHU €THOBPEMEHHO
npuiIokenue Ha Mukodenonat Mmoderun ¢ UIIIIL.

JlekapcTBEHN POJAYKTH, KOUTO HOBJIMSABAT €HTEPOXENATAIHUSA KPBroBpar (Halp. KOJIECTUPpaAaMUH
LIUKJIOCIIOpUH A, aHTHOMOTHIIN)

Tps0Ba 1a ce BHUMAaRBa IpH yrmoTpebaTa Ha JEKapCTBEHH MPOAYKTH, KOUTO MOBIHSIBAT
EHTepOXEeMaTaTHUs KPbroBPAT, MOPAIH Bb3MOKHOCTTA 32 HAMAJNCHUE Ha e(h)UKACHOCTTA HA
MUKO(GEHOIAT MO ETHIL.

Konecmupamun

Crnen equanyHa 03a 1,5 g MukodeHonaT MOGETIIT Ha 3/IpaBH JIUIA, HA KOUTO MPEIBAPUTEITHO ca
JlaBaHU 4 J KOJIECTUPAMUH TPH ITbTH JHEBHO B MPOABIDKCHHUE Ha 4 JIHU, € HA0JII0/JaBaHO HaMaJIeHUE
Ha AUC ra MOK ¢ 40% (Bxk. Touka 4.4 u Touka 5.2). [Ipu chIIbTCTBAINO MPUIIOKEHUE TPSOBA J1a Ce
BHMMAaBa NOPaJid Bh3MOKHOCTTA 33 HAMaJIeHHEe Ha €(PUKACHOCTTa HAa MUKO(EeHOIAaT MO(DEeTHII.

Huxnocnopun A

dapmakokrHeTHKaTa Ha nukiaocnopud A (CSA) He ce MoBiHABa OT MHUKO(eHoIaT MODETHII.
Hanporus, ako ce npekpatu eHOBpeMeHHOTO JieueHrne ¢ CSA, TpsiOBa Jja ce ovakBa MOBUINIABAHE HA
AUC Ha M®K ¢ okoio 30%. CSA moriusBa eHTepoxenaTaaHus Kpbropatr Ha M®K, koeTo Boau 10
Hamazena ekcriozuimsa Ha M@K ¢ 30-50% npu nanmenTn ¢ 0p0peyHa TpaHCIUIaHTalUs, JICKYBaHU
cmukodeHonat Mmodperun u CSA, B cpaBHEHHE C MALMEHTH, IPHEMAIIY CUPOIMMYC MK OeslaTauent u
NoJOOHM 7031 MHKO(eHOoIaT MOQeThI (BXK. chbillo Touka 4.4). OT apyra crtpaHa, TpsOBa Jia ce O4aKkBaT
npoMmeHu B ekcrio3uuusaTa Ha MOK npu npemunaBane Ha nanueHtute oT CSA KbM eIMH OT
MMYHOCYTIPECOPUTE, KOUTO HE NMOBIHIBAT €HTEepoXenaTanHus nukba1 Ha MOK.

AHTHOMOTHIIUTE, TMMHHUPAIH OaKTEPUHTE, TIPOAYIMPAIIN B-TIIOKYpOHHIa3a B uepBaTa (Harmp.
KJIACOBETE aHTHOMOTHIIH aMHUHOTIMKO3UIH, T1e(haTOCTIOPUHH, (ITYOPOXUHOIOHHU U TIEHUIMINHN),

MO’Ke€ J1a OBJIHSIAT eHTepoxenaTaanus Kpproepat Ha MOKI/M®K, kaTo ToBa BOAHM /10 HAMaJcHa
cuctemHa excrio3utyst Ha MOK. ma nadopmanms 3a ciieqauTe aHTHONOTHIIN:

Hunpoghnoxcayun unu amokCuyunun nuoc K1agyiano8a KUceiuna

Crob1maBa ce 3a HaMayIsiBaHe Ha Hal-HUCKUTE KoHUeHTpauuu Ha MOK ¢ okosno 50% mpu penunueHTn
Ha OBOpEYeH TPAHCIUIAHTAT B JHUTE HEMOCPEACTBEHO CIIe]| 3alI0YBaHE Ha NIEPOpaIeH
UIPO(IIOKCAIMH WM aMOKCULIWIINH IUTIOC KIIaByJlaHOBa KucenuHa. HabmonaBa ce TeHIeHIMs 3a
HaMaJIsIBaHE Ha TO3H €(eKT NPH MPOABIDKUTENHA YIOTpeOa Ha aHTHOMOTHUIINTE M OT3By4YaBaHe JI0
HSKOJIKO JTHH CIIe]] TPEKPATABAHETO HAa aHTHONOTHKA. [I[poMeHNTe B Hali-HUCKUTE HUBA MOXE J1a HE
0Tpa3sBaT TOYHO MMpoMeHuTe B obmmata ekcrio3uus Ha MOK. TTopaau ToBa mpomsiHa B 103aTa Ha
MUKO(eHOTIaT MOQETHII OOMKHOBEHO HsIMa Jla € Heo0X0AMMa TIPH JINTICA Ha KIWHIUYHYU TaHHU 32
HapymieHa (yHKIHS Ha pucaakata. TpsOBa na ce m3BbpIIBa odade CTPUKTHO KIIMHUYHO HaOIr0eHNe
M0 BpeMe Ha JICYEHHUETO ¢ KOMOMHAIUATA U MAJIKO CJIe]l aHTUOMOTUYHATA TEPATIHAL.
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Hopdgnoxcayun u memponuoazon

Ipu 31paBu 1OGPOBOIIHM HE € HAOII0AaBaHO 3HAYNMO B3aUMOJACUCTBHE, KOTraTO MUKO(EHOIAT
MO(DETHIT € TpUIaran ¢IHOBPEMEHHO ¢ HOPGIIOKCAIIMH WK ¢ MeTpOoHHIa3071. Ho koMOuHaIusITa Ha
HOp(JIOKCALMH ¥ METPOHHU1a30)1 HaMasiBa ekcrosuiusaTa Ha M®K ¢ okoso 30% cien enuHuYHA 1032
MUKO(GEHOIAT MO ETHIL.

Tpumemonpum/cyngpamemOrcaszon
He e nabmronaBan edekt BbpXy OnoHamnyHOCTTa HAa MOK.

.HeKaDCTBeHI/I OPOAYKTH, KOMTO IIOBJIMABAT INTIIOKYPOHHPAHETO (HalTO. HN3aBYKOHA30J1, TCJ'IMI/IcaDTaH)

C’LH’BTCTBaIJ_IOTO MPUWJIOKCHUC Ha JICKAPCTBA, IMOBJIMABAIIN TJIFOKYPOHUPAHCTO Ha M(DK, MOXKE Oa
IMPOMCHU CKCIIO3UIUATA Ha MOK. Hopa}m TOBa CC€ MpCNOpPHUBA MMOBUIIICHO BHUMAHUC, KOTATO TC3U
JICKApCTBa CC Mpujrarat CAHOBPEMCHHO C MI/IKO(l)eHOJ'IaT MO(l)CTI/IJ'L

H3asykonason
IMosumenune Ha excriosunmsaTa (AUCo..) Ha M@K ¢ 35% e Hab1r01aBaHO TPH CHITHTCTBAIIO
MIPHUJIOKEHUE C N3aBYKOHA30J.

Teamucapman

ChIbTCTBALIOTO NPUIIOKEHHE HA TEIMUCAPTaH U MUKO(eHOoIaT MOGETHI BOAU 10 HaMallsiBaHe Ha
koH1eHTpanuure Ha MOK ¢ okono 30%. Tenmucapran npomens enuMmuHupanero Ha MOK, karo
3acunBa excripecusta Ha PPAR rama (mepokcuzoM npomudeparop-aKTUBUPaH PEIenTop rama), KoeTo
OT CBOsI CTpaHa BOJIH JI0 TIOBUIIIEHA EKCIIPECHsI M aKTHBHOCT Ha ypuIuH qudocdar m3odopma 1A9 na
rimoKypoHmt Tpancgepaszara (UGT1A9). [Ipu cpaBHsBaHE HAa YECTOTUTE HA OTXBBPIISTHE HA
TpaHCIIaHTaTa, YeCTOTUTE Ha 3aryda Ha mpucaakaTa Wik NpoGuiIbT Ha HeXKelaHU CbOUTHS TIPU
HAalMeHTHTE Ha MUKO(pEHOIAT MOGETHII ChC U 03 THOBPEMEHHO JICUEHHE C TEJIMUCAPTaH, He ca
Ha0JI01aBaH! KITMHUYHU TOCJIECACTBUS OT (DapMaKOKHHETHYHOTO B3aUMOZCHCTBHE OT THIIA
JIEKapCTBO-JIEKAPCTBO.

Tanyuxnosup

BB3 ocHOBa Ha pe3ynTaTuTe OT €JHO U3CIEIBAHE C EAHOKPATHO NPUIIOKEHUE HA IPETIOPHUBAHUTE
JI031 MUKO(EHOIaT MOGETHII IEPOPATHO U TAHIIMKIOBUP UHTPABEHO3HO M M3BECTHUTE e(DEeKTH Ha
OBOPEYHOTO YBPEKIaHE BHPXY (papMakoKHHETHKAaTa Ha MUKO(eHoIaT ModeTH (BX. Touka 4.2) u
TaHIMKJIOBUD, CE 0YaKBa, Y€ €THOBPEMEHHOTO MPHUIIOKEHHE Ha Te3H MPOIYKTH (KOUTO Ce KOHKYpHpaT
3a MEXaHHM3Ma Ha TyOyJHa ceKpelns B ObOpenuTe) e ToBeIe A0 YBeITUIeHNE Ha KOHIICHTPAIIMUTE Ha
MOKT u rannukinoBup. He ce oyakBa 3HaunTeNHa MpoMsiHa Ha (apMakoknHeTrkara Ha MOK u He ce
Hajara KOpurupaHe Ha jio3ata Ha MukodeHonat modernin. [lpu nmammentu ¢ 6-0pevHO yBpeKIaHe,
IIPY KOUTO MUKO(EHOTIAT MO(QETHIT ¥ TAaHIIMKIOBUP WIIM HETOBUTE MIPEKYPCOPH, HATIP.
BAJITAHIIMKIIOBHUP, CE TIpUIIaraT eTHOBPEMEHHO, TPpIOBa Jia ce clia3BaT MPEMOPBKHUTE 32 T03UpaHe Ha
TaHIMKJIOBUD U MaIMEeHTHTE TPsIOBa 1a ce HaOojaBaT BHUMATEIHO.

Iepopanuu koumpayenmusu

dapMakoarHaMUKaTa ¥ (papMaKOKUHETHKATaHa TICPOPATTHUTE KOHTPALICTITUBY HE CE TIOBJIUBAT B
KIIMHAYHO 3HAYMMA CTETICH OT €THOBPEMEHHOTO MPUIIOKEHUE ¢ MEUKO(PEHOIAT MOQETHI (BXK. CHIIO
TO4YKa 5.2).

Pupamnuyun

ChITBTCTBAIIOTO TMPHUIIOKEHHE HA MUKO(eHoIaT ModeTH 1 prudaMITUINH € JOBENO 0 HaMaJeHa
excrio3unust Ha MOK (AUCq.124) ¢ 18% 10 70% u mipu manueHTn, KOUTO HE PUEMAT IIUKJIOCTIOPHH.
IIpenopbuBa ce 1a ce MOHUTOpUpPAT HUBaTa Ha excro3uius Ha MOK u choTBETHO Ja ce KOpUrupar
JO3UTE Ha MUKO(EHOIaT MOQETHIT 3a TOAIbpKaHEe HA KIIMHIUYHA e()UKACHOCT NIPU €THOBPEMEHHO
NPUIOKEHUE Ha pU(aMITULIKH.
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Cesenamep

Ha6mronaBano e nonmxkenne Ha Crax 1 AUCo.12 Ha MOK crotBeTHO ¢ 30% 1 25% npu
€HOBPEMCHHO MPUIIOKECHUE Ha MUKO(EHOIAT MOPETHI U ceBenaMep 0e3 HIKAKBO KIMHUYHO
3HauYeHHe (T.C. OTXBBPJSHE HA MpUcaaKaTa). [[penopbunTesTHO € BCE MaK Jia ce Mpuiara MUKOQeHomat
Mo(eTHII TIOHE eIMH Yac Mpe/I WK TP Yaca clie]l IPUEM Ha ceBeaMep, 3a Jia ce CBeJie 10 MUHUMYM
eexThT BEpXY pe3opoimaTa Ha MK, Hsama manam 3a mpuioKeHneTo Ha MUKo(eHoIaT MO(eTHII ¢
IpyTHu docdaT-CBbp3BAIIM BEIISCTBA, OCBEH CEBEIaMep.

Taxkponumyc

[Mpn manmenTy ¢ YepHOAPOOHA TPACIUIAHTALIUS, TIPH KOUTO € 3aIll0YHATO JIeYeHHE CMUKO(EHOIAT
mogerun u Takporumyc, AUC u Cmax Ha MDK, akTuBHUAT MeTabonuT Ha MUKodeHoIaT ModeTH, He
ca OMJIM 3HAYMMO TOBJIMSHU TIPH €THOBPEMEHHO NMPWIOKEHHE ¢ Takposmmyc. HanpoTus,
HaOro1aBaHo e noBuienue ¢ npudamsuresHo 20% wa AUC Ha TakpouMyc TIPU MHOTOKPATHO
npuiIoxKeHue Ha Mukodenonat moderw (1,5 g 1Ba MbTH JHEBHO) Ha MAMEHTH C YEPHOAPOOHA
TpaHCIUIaHTalusl, TpueMany Takponumyc. [Ipu nauuentu ¢ 0p0peuna TpancIulaHTanus, odaue,
KOHIICHTPAIMATA Ha TAKPOJIIMMYC U3IIIEkK 1A HE c€ MPOMEHS 0T MUKO(eHoIaT MO(eTH (BXK. CHII0
Touka 4.4).

Kuesu saxcunu
JKuBu BakcuHU HE TPsiOBa Aa ce IpuIaraT MPH MalUeHTH ¢ HAPYIICH MMYHEH OTTOBOP. AHTHUTSIO

OTrOBOPBT KbM JPYTH BAKCUHHU MOKeE J1a ObJie HamalleH (BXK. ChIIO Touka 4.4).

IlenuaTpuuna IOmyJaanus

HpquBaHI/m 3a B3aHMOﬂeﬁCTBHHTa Ca MPOBCKJAAHU CaMO MPU BB3PACTHHU.

TloTeHnMaIHN B3aMMOACHCTBUSA

EnHOBpEeMEHHOTO MPHIIOKEHHE Ha MTPOOEHEIH] ¢ MUKO(EHOIaT MOGETHII TPH MAMYHH € JIOBEJO JI0
TPUKpATHO noBuineHue Ha asmenara AUC na MOKT'. 1o To3u HauKMH APYTH JIEKapCTBa, 38 KOUTO
ce 3Hae, 4Ye ca IOJUIOKEHHU Ha TyOyIiHa cekpenus B Ob0pernuTe, Moxe na ce koukypupar ¢ MOKI u
TaKa Jia ce MOBHIIAT IIa3MeHuTe KoHueHTpauu Ha MOKI™ unu Ha npyru 1ekapcTBa, TUMUHUPAHU
upe3 TyOyJIHa CeKpeIrs.

4.6 @epTuaUTET, )PEMEHHOCT H KbPMEHe

XKenu ¢ geTepoieH OTEHITHAAT

TpsibBa na ce u30srBa OPEMEHHOCT, JOKATO ce mpreMa Mukodenonat Mmoderuin. Ilopaau ToBa, JKEHUTE
C JIeTepoJIcH MOTEHIIMA TPSIOBa J1a U3MOJI3BAT HAl-MalIKO efHa (opMa Ha Ha/IeXKTHA KOHTPAIICTITIHS
(Bk. Touka 4.3), mpey Ja 3aM0YHAT TepanuiTa, 1o BpeMe Ha JICUCHHETO U B MPOABIDKCHUE HA IIIECT
CEJIMHMIIU CJIC]] PEYCTAaHOBSBAHE HA JICYCHUETO OCBCH aKO M30PAaHUAT METOJl Ha KOHTPALICIIIUS €
BB3AbpKaHKe. 3a MPEIIOYNTAHE € JIa ce TPUIIOKAT €THOBPEMEHHO JIBE JOMBIBAIIM ce POpMHU Ha
KOHTpPALICTIIIHS.

BpemenHoct

Muxodenonat ModeTH € IPOTUBOIMOKA3aH Mo BpeMe Ha OPEMEHHOCT, OCBEH aKO HAMA IPYTro
MOJXOAIIO aJTePHATUBHO JICUCHHE 3a IPEIOTBPATABaHEe HA OTXBBPIISIHETO Ha TPAaHCIJIAHTATA.
Jleuenuero He TpsiOBa Ja ce 3amouBa 0e3 J1a € HaJIuIle OTPUIATEIICH TeCT 3a OPEMEHHOCT, 3a /1a ce
M3KJII0YM HeXellaHa yrnoTpeda 1mo BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3).

[NanenTHTE XE€HU C PENPOYKTUBEH MOTEHIMAT TPIOBa 1a ObJjaT HHPOPMHUPAHU 33 TIOBUIICHUS PHCK

oT 3ary0a Ha TUI0JIa ¥ BPOIeHU Mai(opMaIii B HAYaJlOTO Ha JICUSHHETO U TPpIOBa Jia ObaT
KOHCYJTHPAHH 110 OTHOIIICHHE Ha MPEANa3BaHeTo OT 3a0peMeHsIBaHEe U CEMEWHO TUTaHUpaHe.
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[penu na 3amoyHat Teparnus, )XEHUTE C AeTEPOJICH MMOTESHIIMAN TPSOBA J]a UMAT JBa OTPHULIATEITHH
pesyirara OT CepyMeH WIM YPUHEH TECT 3a OPEMEHHOCT ¢ YyBCTBUTENHOCT Hak-Maiako 25 mlU/ml, 3a
Jla e U3KIIFOYM HEBOJIHA EKCITO3UIMsI Ha Tu1o1a Ha Mukodenonart. [Ipenoprusa ce 8 — 10 muu cnen
'BPBUS TECT JIa CE€ U3BBPILIU BTOPH TeCT . [Ipu TpaHCIUTaHTAIUSA Ha OPraHU OT MTOYMHAIN JIOHOPH, aKO
HE € Bh3MO)KHO J1a c€ M3BBpIIAT 1Ba Tecta npe3 8 - 10 nuu npeau aa ce 3amovne JedeHuero (mopaiu
BPEMETO, CBBP3aHO C HAJTMYHOCTTA HAa OPraHUTE 3a TPAHCIUIAHTAIIMS), TECT 32 OPEMEHHOCT TpsOBa J1a
Ce U3BBPIIN HEMTOCPEACTBEHO MPEIN 3all0UBaHe Ha JICUESHUETO, a OIlle eIuH TecT - cien 8 - 10 qHu.
TecToBeTe 3a OpeMEHHOCT TPsIOBA J1a Ce MOBTOPSIT, aKO € KIMHUYIHO HeoOXoauMo (Hamp. ciej
choOIIaBaHe 32 HIKAKBB MPOIYCK B KOHTPAIICHINATA). Pe3ynraTuTe OT BCHYKH TECTOBE 3a
OpeMeHHOCT TpsOBa J1a ce 00CHKIaT ¢ nanuenTa. [lanmenture TpsiOBa Aa ce MHCTPYKTUPAT Ja ce
KOHCYJTHpaT He3a0aBHO C JIGKYBaIlHs CH JIEKap NPU HACThIIBAaHE HA OPEMEHHOCT.

MuxodeHonat e MOIIEH TepaTOreH 3a YOBEKa, KaTo ChIECTBYBA MOBHUIICH PUCK OT CIIOHTAHHU

abopTH U BpoaeHH MandopMalnyy B cIy4ail Ha eKCIO3UIHS 0 BpeMe Ha OpeMEHHOCT;

. CHOOIIABAT CEe CIIOHTAHHU a0opTH npu 45-49% 0T OpEeMEHHHTE )KEHU C €KCIIO3ULIUS Ha
MukodeHonatr MoheTr, B cpaBHEHUE ¢ YecToTa Mexay 12 u 33% npu 601HY ¢
TPAHCIUIAHTAIUS HA COJIUIHU OPTaHH, JICKYBaHU C UMYHOCYITPECOPH, PA3ITHUHH OT
MukodeHonat MoheTHII.

. B®3 ocHOBa Ha chOOIICHHS OT JIMTEepaTypara, MajadopMalu ca ce nosBuwiu npu 23 1o 27% ot
JKUBHUTE PAKIAHUS TIPH KEHH C KCITO3UIUSA Ha MUKO(EHOIAT MOGETHII IO BpeMe Ha
OpeMeHHOCT (B cpaBHeHHE C 2 10 3% OT KUBUTE paKJaHUs B 00I[aTa MMOMyIaus U
npuOIM3uTenHo 4 10 5% OT )KUBUTE pakJaHUs MPU PEUUINEHTH C TpaHCIIaHTaLUs Ha
COJIMJTHU OPTaHU, JEKYBaHHU C HIMYyHOCYIIPECOPH, PA3IMIHUA OT MHKO(EHOIAT MOPETHII).

[Tpu mocTMapkeTHHrOBaTa ynorpeda ca HabIoaBaHu BPOJCHU Mal(OpMaIiy, BKIFOUYUTEITHO
CHOOIIEHNS 32 MHOJKECTBEHN MaI(hopMaIiy IpH Jela Ha MalueHTKH ¢ eKCIO3UINS Ha MUKO(eHOmaT
B KOMOWHAIMS C IPYTH UMYHOCYTIPECOPH TI0 BpeMe Ha OpeMeHHocTTa. Haii-4ecto ce cho0miaBat
ClleTHUTE MaJI(OpPMALIHN:

. AHOMaNNU Ha YXOTO (Hamp. MaTOJIOrMYHO 0(OPMEHO WIIH JIUTICBAIIO BHHIIHO YXO0), aTpe3us Ha
BBHIIHUS CITyXOB KaHa (CPEIHO yXO);

. JlunieBu Masgopmarium, KaTo IenKa Ha yCTHAaTa U HeOIeTOo (3aelIKa yCTHa, BhjI4a yCTa),
MHUKPOTHATHS U XUIIEPTEIOPU3bM Ha OPOUTHUTE;

. AHoMmanuu Ha ounTe (Hamp. Koroboma);

. Bponeno chpaeuHo 3a0onsBaHe, KaTo NeEKTH Ha MPESACHPIHUS U KAMEPHHS CENTYM,;

. Mandopmannu Ha TpbCTUTE (HATP. TONIUAAKTUIINS, CHHAAKTHIINA);

. Tpaxeo-e3odareanan MandopMaiui (Hamp. aTpe3ns Ha XPaHOTPOBOIA);

. Mandopmanuu Ha HepBHaTa CUCTeMa Kato spina bifida,

. AHoMmanuu Ha ObOpenuTe.

B mompiHEHNE MMa OTHETHH CHOOIICHHUS 32 CIEAHUTE MalhOpMaITiH:

. Muxkpodrammus;

. Bponena kucta Ha XOpOUIHHS TIEKCYC,
. Arenesns Ha septum pellucidum;

. AreHe3ust Ha OOOHSTEITHHS HEPB.

[MpoyuBanusTa IPH KUBOTHH TIOKA3BAT PEIPOAYKTHBHA TOKCUYHOCT (BXK. TOuKa 5.3).

Kspmene

OrpanudeHy TaHHU TIOKa3BaT, Y€ MUKO(GEHOI0BaTa KUCEIINHA ce eKCKpeTHpa B KbpMaTa. [lopaau
BEPOSATHOCTTA OT CEPHO3HH HEXKETIAaHH PEaKI[i KbM MUKO(EHOI0BaTa KUCENHA TPH KbpMaveTaTa,
JICYCHUETO € MMPOTHBOIOKA3aHO NPU KbpMauKku (BXK. Touka 4.3).

Mmpbxke

OrpaHuyYeHUTE HAJTUYHU KIMHUYHA JaHHU HE MOKa3BaT MOBUIIECH PUCK OT Ma(opManuu wiu abopt
cJe eKCo3uIus Ha OamaTa Ha MUKoQeHoIaT Mo(eTHII.
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M®K e momien Tepatores. He e uzsectHo nanu M®K npuchcTBa B ciepmara. M3uncinenus,
OCHOBABAIIIM C€ HA JaHHU MPHU >KUBOTHU, ITOKA3BAT, Y€ MAaKCUMaIHOTO KonuuectBo MDK, koeTo
MOTEHITUATHO MOXKE JIa CE TIPEHECEe B KEeHA, € TOJIKOBA HUCKO, Ye OU OMII0 MHOT'O MaJIKO BEPOSTHO Ja
okaxke edext. [Ipu npoyduBaHMs MpH KUBOTHU € JIOKA3aHO, Y€ MUKO(EHOIAT € TEHOTOKCHUYEH B
KOHIICHTPAIIIH CaMO MaJIKO HaJAXBBPIISAIIN TePANeBTUUHUTE €KCIIO3UIIMH TIPU X0pa, TaKa de PUCKHT OT
T€HOTOKCHYHU €(EKTH BEPXY CIIEPMATO30HIUTE HE MOXKE JIa C& U3KJIFOUN HAITBITHO.

Ilopaau ToBa ce npenopbyuBaT CIEAHUTE MPEANa3HU MEPKU: MPENOPHUBA CE CEKCYATHO aKTUBHUTE
MaLMEHTH MBXKE WM TEXHUTE NAPTHBOPKHU [1a M3M0JI3BAT HAJIE)KIHA KOHTpALeNus 110 BpEME Ha
JICYCHUETO Ha MaleHTa MBbX U B IPOABIDKeHUE Hali-Manko Ha 90 qHM ciiel mpekpaTsBaHe mpueMa Ha
MukogeHoaat ModeTui. [lalueHTHTe MBKe ¢ PEIpPOIyKTUBEH MOTCHIIMA TPsOBa 1a ObaaT
YBEAOMEHH U J]a OOCHIAT C KBaTU(PUIIMPAH METUIIMHCKH CIISITHATUCT MOTCHIIMAITHUTE PUCKOBE,
CBBP3aHU ChC 3a4E€BaHE Ha JETE.

DepTunurer

Muxodenonat MoheTHI He Oka3Ba epeKT BPXY (PEepTHINTETa HA MBKKH TUIHXOBE NIPH TEPOPATHA
mo3u 10 20 mg/kg/men. CrucreMHaTa eKCIO3UINS TIPY Ta3H 1034 € 2 — 3 IBTH TI0-BHCOKA OT
KIIMHUYHATA €KCIIO3UIIUS TIPU TPENOPhUMTENHATA KIIMHUYHA /1032 2 (/IeH NpU NalMeHTH ¢ 0bOpedHa
TpaHcmaHTanus ¥ 1,3 — 2 MbTH MO-BUCOKA OT KIIMHUYHATA SKCIIO3UITUS MPU MPENOPhUUTEITHATA
KJIMHAYHA J103a 3 §//IeH IpH MaIlMeHTH ChC Chp/ICYHA TpaHCIUIaHTanus. B mpoyusane 3a pepruinnureTa
U PENPOIYKIUATA, IPOBECHO MPH KEHCKHU TLTHX0BE, Mepopanuu 1o3u 4,5 mg/kg/neH npean3BUKBat
Maopmanu (BKIFOYUTEITHO aHO(TAIIMUS, arHATHSI U XUAPOIe(ans) B IOTOMCTBOTO OT ITBPBO
MIOKOJIGHUE TIPY JINTICA Ha TOKCUYHOCT 32 MaiikaTa. CucTeMHaTa eKCIIO3UIIHS TIPU Ta3H J103a €
HpI/I6JII/131/ITe.HHO 0,5 IIBTHU IMO-BUCOKA OT KIIMHUYHATAa €KCIIO3UIMA IIPU NPETIOPBUNUTEIHATA KIIMHUYHA
Jto3a 2 g/neH 3a manueHTH ¢ Ob0pevyHa TpaHCIUTaHTaIus U puOm3uTenHo 0,3 mhTH MO-BHCOKA OT
KIIMHUYHATA €KCIIO3UIIUS TIPH TIPENOPhUMTENHATA KIIMHUYHA 1032 OT 3 (J/JeH IpH NMaIlMeHTH ChC
chpJeuHa TpaHcIuianTaius. He ce HabmonaBaT ehekTr BbpxXy GEPTHINTETA WM PEITPOIYKTHUBHUTE
MOKA3aTeN IPY MAKUTE WIH B TIOCIIEABANIOTO MTOKOJICHHE.

4.7 EdexTn BbpXy cHoco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHU

MuxodeHonat ModeTuI oBIUsIBa B yMEPEHA CTENEH CIIOCOOHOCTTA 32 IIodupaHe 1 paboTa ¢ MaIlIuHH.
JleueHneTo Moxe Ja IMPpUYIrHA CbHJIUBOCT, 06’LpKBaHe, 3aMassHOCT, TPEMOP WJIM XUIIOTOHHUA U IMOpaan
TOBaA IMMAIUCHTUTE C€ CbBETBAT J1a BHUMAaBaT, KOTraTo mo@npaT U pa6OTHT C MallIMHMU.

4.8 HexenaHu JeKapcTBEHH peaKIU

PesromMe Ha mpodiiia Ha 6€30HaCHOCT

Huapus (1o 52,6 %), neBkonenus (o 45,8 %), 6akrepuannu uadexnun (10 39,9 %) 1 noBphINaHe
(mo 39,1 %) ca cpex Haii-4eCTHTE W/VJIH CEPUO3HM HEXETAHH PEAKIIUH, CBbP3aHH C MPHIOKEHUETO Ha
MukodeHoaaT MopeTH B KOMOMHAILINS C ITUKJIOCTIOPUH U KOPTUKOCTepouau. MiMa maHHu 3a mo-
roJIsIMa YeCTOTa Ha HAKOW BUIOBE MHGEKINH (BXK. ToUuka 4.4).

CruchbK Ha HEXKEIIAHUTE PCaKIi B TaOJIMYEH BHU

HesxenanuTe peakiin OT KJIMHUYHUTE U3MUTBAHUS U TIOCTMAPKETUHTOBHSI OIUT ca M30POCHH B
Ta6muua 1 mo cucremo-opranet kiaac (COK) no MedDRA 3aenHo ¢ TexauTe yectotd. ChOTBETHATA
KaTEeropus YeCTOTa 3a BCSAKA HEXXEJIaHa PeaKIns e OCHOBaBa Ha CJICAHATA YCIOBHOCT: MHOTO YECTH
(>1/10), wectu (>1/100 mo <1/10), neuectu (>1/1 000 mo <1/100), penku (>1/10 000 mxo <1/1 000),
muoro peaku (<1/10 000) u ¢ Hen3BecTHa YecToTa (OT HATMYHKUTE JAHHHM HE MOXKe Ja Ob/e HalpaBeHa
ouenka). [lopaau roisiMara pa3nuka, HaOJIIO1aBaHa B YECTOTATA HA HAKOW HEXEIIAHU PEaKIUH PU
pa3TUYHHTE MTOKAa3aHMs 32 TPAHCIUIAHTAIIMS, YECTOTATA € MPECTaBeHa OTCIHO 32 MAEHTHTE C
0b0OpeuHa, YepHOAPOOHA U ChpJICUHA TPAHCIIAHTALIUS.

85



Taoauna 1 Hexenanu P€aKIMi B IPpOYBaHUA, U3CJ¢ABAIIUA JICICHUETO C Ml/IKO(l)eHO.TIaT

MO(l)eTl/IJ'I NNpu Bb3PaCTHU U IOHOIIIH, WA IIPHU MOCTMAPKETUHTOBO HaO0JII0IeHHe

Hexenana peakuus

(MedDRA)
bnopeuna YepHoapoOHa Chpaeuna
CucreMo-oprafHeH Kjiac | TPaHCIJIAHTAIUS TPAHCIJIAHTAIHSA TPAHCIJIAHTAIHSA
YecToTa YectoTa YectoTa
Nudexunu u nundecranumn
Bakrepuanau undekiuu | MHoOro yectu Muoro gyectu Mmnoro gyectu
MUKOTHYHH HHOEKITUH Yectu MHoro yectu MHoro yectu
[Iporozoiinn nadekuu | Hedectn Heuectn Heuectn
Bupycuu nadexnmn MHoro yecTu MHoro dyectu MHoro dyectu
Heomazmu — 100poKaYecTBEHH, 3J10KAYeCTBEHU H HeonpeaeaeHH (BKJI. KUCTH U TOJIMIIN)
JloOpokauecTBeHa
Heoma3Ma Ha Ko)kaTa Yectn Yectu Yectu
Jlumbom Heuectn Heuectu Heuectu
JIumbonponudeparuHo
3a00JIsIBaHe Heuectn Heuectn Heuectn
Heomnnasma Yectn Yectu Yectu
Pak na xoxaTa Yectu Heuectn Yectu

Hapymiennsi Ha KpbBTa M JJUM(QHATA cHUcTEMA

Anemus

MpHoro uectu

MHoro uectu

MHoro uectu

Uwcra annasus Ha
YepBEHUTE KPHBHU

KIIETKHA Heuectn Heuectn Heuectn
KoctHOMO3BUHA

HEeJOCTAaTbYHOCT Heuectn Heuectu Heuectu
Exxumosa Yectu Yect MHoro uectu
JIeBKOIIMTO3a Yectu MHoro uectu MHoro uectu
JleBkOmeHUS MpHoro uectu MHoro uectu MHoro uectu
ITarnuTONIEHUS Yectn Yectn Heuectn
Icesnoaumdom HeuecTtu Heuectn Yectu
TpoMOOIUTONICHHS Yectu MHoro dyectu MHoro dyectu

Hapymennss Ha MeTa00JIM3Ma U XPaHEHETO

Anmnosa YecTtn Yectn MHoro JecTtu
XunepxoiecTepoaeMust Mmuoro gectu Yectu Muoro gyectu
XuneprimkeMus Yectu MHoro dyectu MHoro dyectu
XunepKajaueMust Yectu MHoro dyectu MHoro dyectu
XunepaunuaeMus Yectu Yectn MHoro yectu
XHIoKaJIIueMus Yectn MHoro JecTu Yectn
XUoKaIueMust Yectu Mmuoro gectu Mmnoro gectu
XUImoMarae3ueMust Yectu MHsoro gyectu MHsoro gyectu
XumnodochareMus MHoro0 9ecTn MHoro0 Jectn Uectn
Xumnepypuxkemust Yectu Yectn MHoro yectu
I'yma Yectu Yectn MHoro yectu
Hamaneno Termno Yectu Yectu Yectu
IlcuxuyHu HAPYIIEHUs

ChbcTosHUEC Ha

o0BpKBaHe UecTtn MHoro yectu MHoro yectu
Henpecust Yectu MHoro dyectu MHoro dyectu
be3crHue Yectu MHsoro gectu MHsoro gyectu
AckuTanus Heuectn Yectu MHsoro gyectu




Hexenana peakuus

(MedDRA)

bnopeuna YepHoapoOHa Chpaeuna
CucreMo-opraHeH Kj1ac | TPaHCIVIAHTALUS TPAHCIIAHTALSA TPAHCIIAHTALUSA
TpeBoXKHOCT Yectu MHoro dyectu MHoro dyectu
AOHOPMHO MHCJICHE Heuectn Yectn Yectn

Hapymienusi Ha HepBHATa cHCTEMA

3amasiHOCT UecTtn MHoro yectu MHoro yectu
['maBoGonme MHoro yectu MHoro yectu MHoro yectu
MyCKyJIeH XUIIEpTOHYC Yectu Yectu MHoro dyectu
[Tapecrezun Yectu MHoro yectu MHoro yectu
CpHIUBOCT UecTtn UecTtn MHoro yectu
Tpemop Yectu MHoro dyectu MHoro dyectu
KonByncuu Yectu Yectu Yectu
Hucrey3us Heectu Heuectn Yectu
Chbpaeynn HapyleHust
Taxuxapaust | Yectu | MHoro yectu | MHoro yectu
CbaoBM HapylIeHHs
XUnepToHUs MHoro yecTu MHoro dyectu MHoro dyectu
MHoro
XunotoHust UecTtn MHoro yectu 4ECTHU
Jlumdbonene Heuectu Heuectn Heuectn
BenoszHa Tpom0o03a Yectu Yectu Yectu
Bazonunatanus Yectu Yectn MHoro yectu
PecninpaTopHu, rpbAHU U MeIUACTUHAJIHN HAPYLIEHUS
Bponxuekrazus Heuectn Hewectn Hewectu
Kanutnna MBHoro yectu MHoro yectu MHoro yectu
Jucnues MHoro gectu Msoro gyectu MHsoro gectu
WNurepcTunuanna
OenoapoOHa Goect Heuectn MHoro penku MHoro penku
IlneBpasieH U3nuB Yectu MHoro dyectu MHoro dyectu
Benonpobna hubposa MHoOro peaku Heuectu Heuectu
CToMalIHO-YpeBHU HAPYIIEHUS
Kopemna aunaranus UecTtn MHoro yectu UecTtn

Kopemna 6onka

MpHoro uectu

MHoro uectu

MHoro uectu

Komut Yectu Yectu Yectu

3arex MHoro gectu MHsoro gectu MHsoro gectu
Hamamen anetur Yectn Muoro gyectu Muoro gyectu
Huapus Mmuoro uectu Muoro gyectu Muoro gyectu
Jucnencus Mmuoro gectu Muoro gyectu Muoro gyectu
Ezodarur Yectn Uectn Uectn
Epyxkranus Heuectu Heuectn Yectu
QuatyneHIus Yectu MHoro yectu MHoro yectu
lactpur Yectu Yectn Yectn
CroManrHo-uypeBeH

KPbBOMU3JIUB Yectu Yectu Yectu
CromamHo-4ypeBHa si3Ba | Yectu Yectn Yectn
Xunepmiasus Ha

BCHIINTE Yectu Yectu Yectu

Hneyc Yectu Yectu Yectu

SI3BU Ha ycTaTa Yectu Yectu Yectu
Tl'agene Mmuoro uectu Muoro gyectu Muoro gyectu
[TankpeaTtur Heuectn Yectn Heuwectn
CTtoMaTuT Yectn Yectu Yectu
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Hexenana peakuus
(MedDRA)

CI/ICTeMO-OpFaHeH KJ1acC

bnopeuna
TPAHCILUIAHTALLUS

YepuoapoOua
TpaHCIJIAHTAIINS

Cbpaeuyna
TpaHCIJIAHTAINS

IToBpbllane

MpHoro gectu

MHoro Jectu

MHoro Jectu

Hapymienusi Ha MMYHHATa cUCTeMa

CBpBXYYBCTBUTEIHOCT Heuectn Yectn Yectn
AHadunaxTHIHU
peaxkuu C HeusBecTHa yecToTa C HeusBecTHa yecToTa C HeusBecTHa yecToTa

XunoramariaoO0yJIuHeMHs

Heuectn

MHoro penku

MHoro penku

XenaToOnJIHAPHA HAPYLICHHUS

VBennueHa ajkaiaHa

(docdarasza B KppBTa Yectn Uectn Uectn
YBenuyeHa JIakTaTt

JeXUAporeHasa B Kppera | Yectu Heuectn MHoro yectu
YBenuueHu

YEPHOAPOOHH SH3UMHU Yectu MHoro dyectu MHoro dyectu
XenaTur Yectu MHoro yectu Heuectu
XunepounupyOrnHeMHUsI Yectu MHoro yectu MHoro yectu
Kreiarenuma Heuectn Yectn Yectn
Hapyunienusi Ha K0KaTa U MOAK0KHATA ThKaH

AxHe Uectn Uectn MHoro gyectu
Adjomerust Uectn Uectn Uectn
O6puB UecTtn MHoro yectu MHoro yectu
Korkna xuneprpodus Yectu Yectn MHoro yectu

Hapymiennsi Ha MyCKYJIH

0-CKeJIeTHaATa CUCTEMA U Ch

CAMHUTC/THATA ThbKAH

ApTtpanrus

Yectu

Yectu

MHoro Jectu

MyckynHa cnabocT

Yectu

Yectu

MHoro uectu

Hapymenns Ha 0b0peniTe M NMKOYHHUTE MbTHINA

VBennueH KpCaTUHUH B

KpbBTa Yectu MHoro dyectu MHoro dyectu
YBenu4ueHa ypest B

KpbBTa Heuectu MHoro yectu MHoro yectu
Xematypus MHoro yectH Yectn Yectn
VBpexaaHe Ha

ObOpenuTe Yectu MHoro dyectu MHoro dyectu

OO0mm HapymeHus ¥ ege

KTH HA MSICTOTO HA NMPUJIOKCHUEC

Actenuns

MpHoro uectu

MHoro uectu

MHoro uectu

CHHJIPOM, CBBP3aH ¢
WHXUOUTOPH Ha
MypUHOBHS CUHTE3 de
novo

CTyneHu TpBIKHA Yectu MHoro dyectu MHoro dyectu
OTtok MHoro yectu MHoro yectu MHoro yectu
XepHust Yectu MHoro yectu MHoro yectu
Hepasnonoxenue UecTtn UecTtn UecTtn

bonka UecTtn MHoro yectu MHoro yectu
ITupexcust MHoro yectu MHoro dyectu MHoro dyectu
OcThp BB3NANTHUTENICH Heuectu Heuectn Heuectn

Onucanue Ha I/I36I)aHI/I HCXCIaHU pCaKIInu

3nokauecmeenu 3ab0n96anus
[TanuenTure, nonyvyaBamny KOMOMHUpPaHA IMYHOCYIIPECUBHA TEPAIHs, BKIIOYUTEITHO MUKO(PEHOIAT
MOQETHJI, ca TIOJUIOKECHU Ha MMOBUIIICH PUCK OT Pa3BUTHE HA JIUM(OMH U APYTH 37I0KAYSCTBCHH
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3a00J1sBaHNsA, 0COOCHO Ha KoXaTa (BX. Touka 4.4). JlanHauTe OT 0€301MacHOCTTA IMPH €THO 3-TOIUIITHO
NpOyYBaHE MPH MAIMEeHTH ¢ OBOpeYHa U Chp/euHa TPAHCIUIAHTAIUS HE ca TIOKa3ald HeOYaKkBaH!
MIPOMEHH B YECTOTATA HA 3JI0KAYSCTBCHUTE 3a00/IsIBAHUS B CPABHEHUE C TAHHUTE OT U3CJICIBAHETO,
MIPOBEXK/IaHO B MPOIbIDKeHNE Ha | ronuHa. [lanmenTrTe ¢ TpaHCIUIaHTANMS HAa YepeH Apod ca Owin
MpocieAsIBaHN Hal-MaJIko 1 ToAuHa, HO TI0-MaJjIKo OT 3 TOJIHUHH.

Hugpexyuu

Benuky marnuenTH, JISKyBaH! ¢ UMYHOCYTIPECOPH, €a MOJUTOKEHH Ha TIOBUILICH PUCK OT OaKTepUaTHHU,
BUPYCHU M MUKOTUYHU HH(EKIUH (HSIKOU OT KOUTO MOTAT Jia JIOBEJAT JI0 JIETaleH U3X0),
BKJIIOUMTEITHO TAKHBA, IPUYUHEHHU OT OIIOPTIOHUCTUYHH areHTH U PEaKTUBALMS Ha JIATEHTHA BUPYCHA
uH}ekusa. PUCKBT HapacTBa ¢ 00I0TO UMYHOCYTIPECOPHO HaToBapBaHe (BK. Touka 4.4). Haii-
CEpUO3HUTE WH(EKIINH Ca CETICUC, IEPUTOHUT, MEHUHTHUT, CHIOKAPIUT, TYOCpKyI03a U aTUITHIHA
MHUKoOakTepranHa uHdekuus. Haii-uecto cperanure onopTIOHUCTHYHA HHPEKIMHU P NAUEHTH,
noJtygaBanii Mukogpenonat Mmodetit (2 g win 3 g JHEBHO) 3a€/IHO C IPYT'H HMYHOCYIIPECOPH 10
BpeMe Ha KOHTPOJIMPAHU KIMHUYHH U3MUTBAHMS [TPY NAalMeHTH ¢ ObOpedHa, chpcuHa U
YepHOApoOHA TPaHCILIAHTAIHS, TIPOCIIESIBAaHH B IPObDKEHIE Ha Hail-Malko 1 rojuHa, ca Omim
KOXKHO-JIMT'aBUYHA KaHAuAa, cuHapoM Ha CMV Bupemus u xeprec cumiuiekc. [lanuenture cbe
curgpom Ha CMV Bupemus ca 6unu 13,5%. Ciyuaun Ha Hedponarusi, cebp3ana ¢ BK Bupyc, kakTo u
Ha rporpecuBHa MynThdokanHa neskoeHedanonatus (IIMJI), cebpsanu ¢ JC Bupyc, ce cbobiaBar
NpY TALKEHTH, JIEKYBaHU C IMYyHOCYIIPECOPH, BKIIOUUTEIHO MUKO(pEHOIAT MO(ETHII.

Hapywenus na kpvema u iumgpnama cucmema

HuTtonennuTe, BKIIOYBAIIH JICBKOTICHUS, aHEMUSI, TPOMOOLIUTONICHHS U TAHIIUTOIICHHS], Ca W3BECTHU
PHCKOBE, CBBP3aHU ¢ MUKO(pEHOIaT MOGETII, 1 MOTaT Aa AOBEAAT WK Ja JONpPUHECAT 38 Bb3HUKBAHE
Ha uHMeKIK 1 KpbBOU3IuBH (BK. Touka 4.4). ChoOlaBa ce 3a arpaHyJIoNUTO3a U HEYTPOTICHHS,
MopaJii KOETO ce MPenopbiBa PeJOBHO MPOCIesIBaHe Ha MAEHTHTE, TPHEMAIld MUKO(PEHOIAT
mModetn (Bx. Touka 4.4). ima choOIIeHHs 32 CTyYaH Ha allaCTHYHA aHEMHST B KOCTHOMO3bYHA
HEIOCTAaThYHOCT NPU MALUECHTH, JEKYBaHH CMUKO(EHOIaT MOGETH, HIKOU OT KOUTO ca OMiH
JeTaHHU.

CrobmaBar ce cirydan Ha 4yricTa aruia3us Ha yepBernTe KpbBHH KieTku (YAUKK) npu manmenTH,
JIeKyBaHU ¢ MUKO(eHonaT ModeTn (BXK. Touka 4.4).

[pu nanyeHTH, TeKyBaHU ¢ MUKO(EHOIAT MOGETHII, ca HAOII0IaBaHU OTICITHY CITyYar Ha aHOMAJTHS
Ha MOp(osoruaTa Ha HeyTpo(QUIUTE, BKIIOUNTEIHO praoduTa anomanus Ha Pelger-Huet. Tesu
MIPOMEHH HE Ca CBBP3aHU ¢ HapyllIeHHe Ha (yHKIUATA HA HeyTpoduinute. Te3u mpoMeHH B
XEMAaTOJIOTHYHHUTE M3CIIC/IBAaHHS MOXKE J]a TOKa3Bar ,,0JeBsIBaHe” Ha 3peocTTa Ha HeyTpoduuTe,
KOETO MOJKE IOTPENTHO Jla C& MHTEPIPETHpa KaTo MPHU3HAK Ha WHPEKIHS P KMYHOCYTIPECUPAHU
MAIMCHTH, KaTO TAKWBA, KOUTO CE JICKYBaT C MUKO(EHOJIAT MO(ETHLI.

Cmomawno-upesnu HapyueHus.

Haii-cepro3HHTE CTOMAIIHO-YPEBHH HAPYIIEHHs Ca pa3si3BsIBaHE M KPbBOU3JIMB, 32 KOUTO € H3BECTHO,
Ye ca CBbp3aHM ¢ MHKO(eHonaT Moderui. SI3BU B ycTara, XpaHONPOBOJA, CTOMaxa, JyojJcHyMa H
4yepBaTa, 4eCTO YCIOKHEHH ¢ KPhBOM3JIMB, KAKTO W XeMareMe3a, MeJIeHa M XeMOparudHu (GopMu Ha
racTPUT M KOJIUT YECTO Ce ChOOIIaBaT MO BpeMe Ha OCHOBHUTE KJIIMHWYHHU W3NHUTBaHWs. Haii-uecTrte
CTOMAIIIHO-YPEBHH HapYyIICHUS obaue ca Jauapusi, raJcHe W MoBpbIaHe. EHIOCKONCKOTO H3CieaBaHe
Ha MAUEeHTHTE C AUapHs, CBbp3aHa ¢ MEUKO(EHOIAT MO(ETHII, TIOKa3Ba OTIEIHH CIIy4an Ha aTpoQus
Ha ypeBHUTE BUIHU (BX. TouKa 4.4).

CepwvxuyscmeumenHocm
Nma choO1eHns 3a peakiiuy Ha CBPhXUyBCTBUTEITHOCT, BKIFOUNTETHO aHTHOHEBPOTHYCH OTOK M
aHaWIaKTHYHA PEaKIusl.

Covcmosinus, c8vbp3anu ¢ bpemeHHocmma, pooosus U NOCIePO008UsL NEPUOO

Cro01maBa ce 3a ClIOHTaHHW abOPTH NPH MAIUCHTKH, N3JI0KEHN Ha MUKO(EHOIaT MOQETHII TJIaBHO
Ipe3 IbPBUS TPUMECTHP, BIXKTE TOUKa 4.6.

89



Bpoodenu napywenusa
[Tpu nocTmMapkeTHHTOBaTAa yIoTpeda ca HabIIIoaBaH! BPOJICHH MalihopMaIliy IpH Jela Ha
HALUEHTKH, U3JI0)KEHU Ha MUKO(QEHOIAT B KOMOUHAIMSA C APYTH UIMYHOCYIIPECOPH, BUKTE TouKa 4.6.

Pecnupamopnu, 2pvOHU U MEOUACMUHATHU HADYWEHUS

HMa oTaennHu choOIIEHHS 3a HHTEpCTUIIHAIHA Oe1oApo0Ha Ooect U 6enoapoOHa Guodposa mpu
MAIMUEHTH, JIEKYBaHU ¢ MUKO(eHoIaT MOGETH B KOMOUHALINS C IPYTH UMYHOCYTIPECOPH, HIKOH OT
KOWTO Ca 3aBBPIIWIHN JIeTaTHo. ViMa 1 choOIIeH!sI 32 OpOHXHUEKTa3UH MIPH JIela U Bb3PACTHH.

Hapywenua na umynnama cucmema
Nma cho0ienns 3a XunoraMaraoOyIMHEMHS IPY TaLMEeHTH, oTyvYaBalii MUKOo(eHoaaT MOQETH B
KOMOWHAIUS C APYTH UMYHOCYTIPECOPH.

Obwu napyuienus u egpexmu Ha MACMOMO HA NPUTLOICCHUE

OTOK, BKIIIOUUTENHO NepudepeH OTOK, OTOK Ha JHMILETO M CKPOTyMa, ceé ChoOIaBa MHOTO YECTO IO
BpeMe Ha OCHOBHUTE KJIMHUYHU U3MUTBaHUS. MyCKYITHO-CKeJIeTHa 00JIKa, KaTo HAlp. MUAITHS 1 00JIKa
B IIMATA U T'bP0Oa, CHIIO ce ChOOIIaBaT MHOTO YECTO.

OcTbp BB3MATUTEIICH CHHAPOM, CBBP3aH C TPHIOKEHHETO Ha HHXUOUTOPHU Ha MMypPHUHOBHUS CHHTE3 (e
NOVO, ce OMrCcBa B TOCTMAPKETUHTOBHUS OIUT KATO MapaJJOKCcaliHa MPOBB3MATUTEIIHA PEaKIUs, KOATO
ce acoruupa ¢ MuKo(deHoIaT Mo eTHIT U MUKO(EHOJIOBA KICEITUHA, U CE XapaKTepPHU3Hpa C
(heOpmnTeT, apTPANTHA, APTPUT, MYCKYJTHA O0TKA ¥ TIOBHUIIICHNA BB3MAIMTEITHN Mapkepu. OnrucannuTe
B JIMTEpaTypara Cliydau ca JeMOHCTPUPAIU OBbP30 MOI00pEHHE CIe]] MPEYCTaHOBSIBAHE Ha
JICKapPCTBEHUS TIPOIYKT.

CrelnyaiHy MOmyIalin

THeouampuuna nonynayus

BuabT 1 yectoTaTa Ha HEXKEIAHUTE PEAKIUU Ca OICHEHH B JBJITOCPOYHO KIMHUYHO U3ITUTBAHE, B
KOETO y4JacTBat 33 meAuaTpUyHu MalueHT ¢ ObOpeYHa TPaHCIUTAHTAIUS Ha Bh3pacT oT 3 o0 18
TOJTMHU, HA KOUTO € mpmioxeH 23 mg/kg MukodeHoaaT MoeTri mepopaitHo Ba MbTH JHEBHO. Karo
15710 TIPOGHITBT Ha O€30MaCHOCT IPHU Te3u 33 Jela U IOHOIIH € MOJA00EH Ha TO3U, Ha0JIF01aBaH IpU
BB3PAaCTHU PECUUITUCHTHU Ha anorpa(imzl Ha COJIMAHU OpraHu.

[TomoOHM HAOIOCHKS Ca HAPABEHHU U B APYro KIMHUYHO M3IMTBAaHE, B KOETO Yy4acTBaT

100 neauaTpuyHM NalMeHTy ¢ ObOpEeYHa TpaHCIUIAHTAIMS Ha Bb3pacT oT 1 1o 18 roauuu. Buast u
4EeCTOTAaTa Ha HEKEJIAHUTE PEaKIMH TIPU MAlMEHTHTE, Ha KOUTO € npuinoxed 600 mg/m? o 1 g/m?
MUKO(EHOTIAT MOETHII TIEPOPAITHO J[BA ITBTU JTHEBHO, Ca CPABHUMHU C Te3U, HAOIFO1aBaHU TIPU
BBb3PACTHU MAI[MEHTH, Ha KOUTO € MPHIOKEH 1 g MukodeHoaaT MOGETHI ABa IbTH JHEBHO.
O0001IeHNe Ha HAH-YeCTO CPEaHUTe HEXKEIaHN PEaKIUK € Mmoka3aHo B Tadnuia 2 mo-moumy:
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Ta6auna 2 O6o0meHue HA HeKeJTaHNTe PeaKkluK, HA0II01aBaHHU M0-4eCTO B U3NMTBaHe,
u3cjaenBaio Mmukopenonat mogerus, npu 100 nexuaTpuyHu NANMEHTH ¢ 0bOPeYHa
TPaHCIUIAHTANMA (JI03MpPaHe, 0OCHOBABAIIO Ce HA Bb3PacTTa/TeleCHATA IOBBPXHOCT [OT

600 mg/m? go 1 g/m? aBa NbTH AHEBHO.|)

Hexenana peakuus
(MedDRA)

CucremMo-opranes Kjiac

<6 roaguHu
(n=33)

6-11 roaunu
(n=34)

12-18 rogquun
(n=33)

HNudexuun u undecrannu

MHoro uectu
(48,5 %)

MHoro uectu
(44,1 %)

MHoro uectu
(51,5 %)

Hapymennsi Ha KpbBTa M JUM@pHAaTA
cUcTeMa

JleBKOTICHUSA MHoro JecTn MHoro JecTn MHoro JecTn
(30,3 %) (29,4 %) (12,1 %)

Anemus MHoro gecTu MHoro gecTu MHoro gecTu
(51,5 %) (32,4 %) (27,3 %)

CToMalHO-YpeBHH HAPYIIEHHS

Huapus

MHoro uectu

MHoro Jectn

MHoro uectu

(87,9 %) (67,6 %) (30,3 %)
[ToBpbiiane MHoro uectu MHoro uectu MHoro uectu
(69,7 %) (44,1 %) (36,4 %)

BB3 ocHOBa Ha orpaHUYeHUTE JaHHU OT roArpyma (T.e. 33 ot 100 manueHTH) € ycTaHOBEHA T0-BHCOKA
YeCTOTa Ha TeXKa quapus (dectd, 9,1 %) u muraBudHa KaHau03a (MHOTO YecTH, 21,2 %) mpu nera
MoJT 6-TOUIIIHA BB3PACT B CPAaBHEHHE C MO-Bh3pacTHATA MEUATPUIHA TPYIIA, IPH KOITO HE Ce
cboOImaBar ciayvau Ha Texka quapus (0,0 %), a nuraBuuHa KaHaumo3a e yecta (7,5 %).

Hperne):[LT Ha HaJIMYHATA MECANIHUHCKA JIUTEpATypa 3a ICAUATPUIHN NAIIUCHTH C qepHoup06Ha u
ChpAC€YHa TPaHCIUIaHTalW ITOKa3Ba, Y€ BUABT U UCCTOTATa HA CT)O6IIICHI/IT6 HEXCJIaHU PCaKIUU
CBhbOTBETCTBAT Ha TC3H, HaGJHOJIaBaHI/I IIpyu N€AUaTPUYIHU U BB3PACTHU IMALUCHTU CJIC] 6’b6peT-IHa
TpaHCIUIaHTAl .

MHOT0 OrpaHMYeHH ITOCTMAPKETHHIOBH JTaHHH MTOKA3BaT MO-BHCOKA YECTOTA Ha CIIEAHUTE HEKETaH!

peaxIyy NPy MAIeHTH Ha Bb3pacT MoJ 6 TOAMHU B CPABHEHUE C MO-BH3PACTHUTE MAI[UCHTH (BXK.

Touka 4.4):

- auMQOMH U JPYTH 37I0KAYSCTBEHHU 3a00IIBaHMs1, 0COOCHO MOCTTPAHCILIAHTAIHOHHO
nuMdonporudepaTuBHO HAPYIIICHUE MPH MAIMEHTH ChC ChP/ICUYHA TPAHCIUIAHTAIHUS

- HapylICHHs Ha KPbBTA M JIUM(HATA CHCTEMA, BKIIIOYUTEITHO aHEMUS U HEYTPOTICHHUS, TIPH
MaIMEeHTH ChC ChPICYHA TPAHCIUIAHTALINSA Ha BB3PACT MO/ 6 TOJUHK B CPaBHEHHUE C TIO-
BB3PaCTHHUTE MAIIMEHTH U B CPABHECHHUE C MEUATPUYHHU PEIUITUCHTH Ha YepPHOAPOOHA/OBOpeyHa
TpaHCIUTAHTAIHSI

- CTOMAIIIHO-YPEBHH HAPYIICHHUS, BKJIFOUHTEIHO TUAPHS M OBPBIIAHE.

[ManmenTHTe ¢ OHOPEUHA TPAHCIUIAHTAIIUS HA BB3PAcT MO/ 2 TOJMHU MOXeE Ja ca U3JI0KEHHU Ha TI0-
BHCOK PHCK OT HH(DEKIINU U PECIIMPATOPHU CHOUTHS B CPABHEHHUE C TIO-BB3PACTHUTE MAIMEHTH. Te3n
JlaHHU 00aue TpsOBa J1a Ce THIKYBAT C MOBUIIICHO BHUMAaHKUE MOPaJX MHOTO OrpaHHuYCHUs Opoi
MOCTMAPKETHHTOBY ChOOIIICHHUS, OTHACSIIHU CE JI0 €AHU U CHIIY MAlMEHTH, CTPAJANIHd OT MHOXKECTBO
WH(EKINH.

B ciyuait Ha HexxenaHu epeKTH MOXe J1a ce 0OMUCIM BpeMEHHO HaMajIsiBaHe Ha J03aTa WK
NPEKbCBaHE Ha JICYEHNETO, KO TOBA CE CUMTA 3a KIIMHUIHO HEOOXOANUMO.

Cmapuecka 8v3pacm
[TammenTHTE B CTap4yecka Bb3pacT (> 65 roanHN) MOXKEe TI0 TIPUHIIUII J1a Ca M3JI0KEHU Ha MO-TOJISM
PUCK OT HEXKEJaH! PEaKINH, ThIDKAIIN ce Ha UMYHOCYIIpecHs. B cpaBHeHHE C Mo-MJIauTe HHIAUBUAM,
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MAIMEHTHUTE B CTApYECKa Bb3pacT, KOUTO MOIydaBaT MUKO(eHoIaT MODETHIT KaTo 4acT OT
KOMOMHHpaHa UMYHOCYIIPECOPHA Tepamsi, MOTaT 1a ObJaT N3JI0’KEH! Ha TIOBHUIIEH PUCK OT HIKOH
nH(pEKIMU (BKIIOYUTEITHO 3a00JIIBaHe C ThKaHHA MHBA3MS HA IIUTOMETAIOBUPYC) ¥ BEPOSITHO OT
KPBHBOM3IIMBY B CTOMAIITHO-YPEBHHUS TPAKT U OETIOPOOCH OTOK.

C1,06gaBaHe Ha IOA03UpPaHu HEXCIAaHU PECaKIIUU

Cp0o011aBaHETO HA MOI03UPAHN HEIKEIAHN PEaKIIMU CIIe] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BaskHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPOoAyKT. OT MEIUIIMHCKUTE CTICIUAIMCTH CE U3MUCKBA J]a ChOOIaBaT BCAKA
MOJTO3UPaHa HEXKEIaHa PeaKius Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

Ipunoxenue V.

4.9 Ilpepo3upane

OT KIMHUYHUTE IPOYUYBAHUS U [10 BpeMe Ha OCTMAPKETUHIOBH OIUT Ca IOJIy4eHH ChOOILICHHUS 3a
npeno3upane ¢ MUKoeHoaT MopeTr1. B O0NMMHCTBOTO OT Te3U Cliyyau WM HE ce ChoOlIaBa 3a
HE)KeJIaH! ChbOUTHS, WM T€ ChOTBETCTBAT HA MO3HATHUS Mpodnir Ha 6€30MacHOCT Ha JIEKAPCTBEHUS
NPOJYKT U UMAT OIaronpusiTeH u3xo. [Ipyu mocTMapKeTHHTOBUS ONUT o0aue ca HaOJItoJaBaHn
OTJEJTHHU CEPUO3HU HEXeJIaHW ChbOUTHS, BKIIOYUTEIHO €AMH JIETaJleH CIIydail..

Ouaksa ce, 4e BEpOSITHO PEAO3UPAHETO HA MUKO(pEHONAaT MOGETHI O1 AOBEJIO 1O TPEKOMEPHO
MOTUCKaHE HA UMYHHaTa CUCTEMa U YBEJIIMYaBaHE HA UyBCTBUTEIHOCTTA KbM MH(EKLINHU U IOTHCKaHE
Ha KOCTHHS MO3BK (BK. Touka 4.4). AKO ce pa3Bue HEYTPOIIEHHUS, IPUIOKEHHETO HAa MUKO(DEHOIAT
ModeTr TpsAOBa fa ce MPEeKbCHE MK J03aTa Ja ce Hamamu (BK. Touka 4.4).

He moxe na ce oyakBa, 4ye XeMOJHaIN3aTa 1€ MOXe J1a OTCTPaH! KIMHUYHO 3HAYMMHU KOJINYECTBA
MOK mmn MOKT'. CexkBecTpaHTH Ha AIJIBYHUTE KUCEIIMHU KAaTO KOJIECTUPAMUH MOXKE J1a OTCTPAHAT
M®K upe3 noHmwkaBaHe Ha EHTEpOXeIaTajJHaTa peIUPKYIalus Ha JIEKapCTBOTO (BX. ToUKa 5.2).

5. DOAPMAKOJIOT'NYHU CBOUCTBA

51 @apmakoguHAMUYHH CBOMiCTBA

®dapmakorepaneBTuuHa rpyna: umyHocynpecopu, ATC kox: LO4AAQG.

MexaHu3beM Ha JIENCTBUE

Muxkodenonat ModeTui ¢ 2-mopdoauHoeTHioB ectep Ha MDK. M®K e cenekTuBeH, HEKOHKYPEHTEH
u oOpatum uaxuouTop Ha IMPDH 1 nopaau ToBa nHXnOMpa mpTHIIaTa Ha d€ NOVO cuHTe3aTa Ha
ryaHO3MHOBHS HykJeoTH[ 0e3 nakoprnopupade B JJHK. MOK nma no-momeH uurocratuueH edext
BBPXY JTUM(OIMTHTE OTKOJIKOTO BBPXY APYTUTE KIETKH, Thil KaTo nponudepanusara Ha T- u B-
AuMQOUUTUTE 3aBUCH KPUTHYHO OT d€ NOVO CHHTe3aTa Ha ITypPUHUTE, JOKATO IPYTHTE BUIOBE KICTKH
Morar Aa U3M0JI3BaT Pe3ePBHU ITbTHUILA.

Ocgen unxudupaneto Ha IMPDH u nmomydenoro uzuepnBane Ha umdonurute, MOK nosiussa
ChHIIO U KIIETHYHUTE KOHTPOIHU TOYKH, OTTOBOPHH 32 METaOOJIUTHOTO MTPOTpaMUpaHe Ha
mumponutute. [Ipu n3nomssane Ha yoBemku CD4+ T-kierku e nokazano, ye MOK u3mectBa
TPAHCKPUIIIMOHHNUTE JEHHOCTH B TUM(OIHUTUTE OT NPOIH(EepaTUBHO ChCTOSHIE KbM KaTaboIHU
NPOIIECH OT 3HAYCHHUE 32 METa0OIM3Ma U MTPEKHUBSIEMOCTTA, KOSTO BOJIU JI0 aHEPTUYHO CHCTOSHHE Ha
T-KJIeTKUTE, KaTo M0 TO3M HAYWH KIIETKUTE 3aII04BaT JIa He OTrOBapAT Ha TEXHUS CIIeUpHUCH
AQHTUTCH.
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5.2 dapmMaKkoKWHETHYHH CBOHCTBa

AOcopouus

Crer mepopajiHo MpHIOKeHHEe MUKOGEHOIAT MOGETHI ce pe3opOrpa ObP30 U B rojisiMa CTEIICH U ce
MoJijIara Ha ITkJICH MPECUCTEMEH MeTabom3bM 10 akTuBHUA MeTtabomut M@K, KakTo ce moka3Ba
4ype3 MOTHCKAHETO Ha OCTPOTO OTXBBPIISHE clie ObOpeyHa TpaHCILIaHTAIUS, IMYHOCYTIPECUBHATA
aKTHBHOCT Ha MUKo(deHonatr ModeTnn Kkopenupa ¢ konrentpanusata Ha MOK. Cpennara
OMOHANTMYHOCT Ha MepopaiHus MukopeHonat modern, ocHoBasaia ce Ha AUC na MOK, e 94 % ot
WHTPABEHO3HO MPHUIIOKEHUS MUKO(heHoIaT ModeTii. XpaHaTa He TOBJIHIBA CTENICHTa Ha PE30pOITHs
(AUC na M®K), xoraro MukodeHoaat MoeTH ce mpuiiara B 1034 oT 1,5 g 1Ba IbTH JTHEBHO Ha
nanueHTu ¢ 0bOpeuna TpanciuianTamus. Cmax Ha MPK o0ade e HamaneHa ¢ 40 % npu Haau4dre Ha
xpana. Cieq nepopanHo MpuiokeHue MukodeHnonat MoeTHII He ce U3MepBa CUCTEMHO B IJIa3MaTa.

PaznpeneneHue

B pesynrtaT oT eHTepoxenaragHus KphroBpaT BTOPUYHO MOBUIICHUE HA TJIa3MEeHAaTa KOHIIEHTPALHSI Ha
M®K ob6ukHOBEHO ce HaOIroaBa MpuOIN3UTETHO 6-12 Jaca ciien mpremMaHe Ha 03aTa.
EnHOBpeMEHHOTO IIPUIIOKEHHE Ha KOJIeCTUpaMUH (4 g Tpu I'bTH THEBHO) C€ CBHP3Ba C HAMAJIEHHE Ha
AUC na M@K ¢ npubmmsurenso 40 %, KkoeTo MoKa3Ba, 4e EHTEPOXeNaTaATHUIT KPbroBpar €
3HAYUTEIICH.

B koHIeHTpaiuy ot KIMHUYHO 3HaueHne M®K ce cBbp3Ba ¢ mia3Menus anoymut B 97 %.

B pannus nocrrpancmianTanoneH nepuox (< 40 mHu cien TpaHCIDIaHTALKATA) TTAMEHTHTE C
0bOpeuHa, chbpAeYHa U YepHOApOoOHa TpaHCIIAaHTALMsI UMaT npuoau3uTenHo ¢ 30% mo-HUCKH CpeaHn
croitHoctr Ha AUC Ha M®K 1 npubimzurento ¢ 40% mo-Hucku croiiHocTH Ha Crax B CpPaBHEHHE C
KbCHHSI MTOCTTPAHCIUIAHTAIIMOHEH nepron (3 - 6 Mecera cies TpaHCIUIaHTaLUsITa).

Buorpanchopmarus

M®K ce meraboim3upa npeJuMHo upe3 Tiokyponu Tpancdepaszata (UGT1A9 uzopopma) 1o
oOpa3yBaHe Ha HeakTHBEH (heHouoB TroKyporna Ha MOK (MOKT). In vivo MOKIT ce npeobpasysa
oOpatHo 10 cBoboxaHa M®K upes enrepoxemnaraneH kpprospar. O6pa3yBa ce ChbII0 BTOPOCTEIICHEH
arurmokyporu (AM®KI). ATM®KI e papMakoIOorHIHO aKTHBEH | C€ MIPEAIoara, e ¢
OTrOBOPEH 32 HAKOU OT HEXXEJaHUTE Peakly Ha MUKO(pEeHOIaT MoeTn (auapusi, JeBKOIICHHS).

Enumunupane

HesnaunTenHo xoamuecTBo OT J1ekapcTBOTO (< 1% oT mo3ara) ce exckperrnpa kato MOK B ypunara.
[lepopanHoTo MpUIOKEHUE HA PalMOAKTUBHO MapKUpPaH MUKO(pEHOIAT MO(ETHII BOJAU 10 IIBIHO
eNMMHHUPAHE Ha MPUIOKEHAaTa 1032, Kato 93% OT npuito)keHaTa J103a ce OTKpUBa B ypUHaTa, a 6% -
BBB (ekanuure. [lo-ronsimoro konnuecTBo (0kos0 87%) OT MpUIIoKEeHATa 103a Ce eKCKPETHpa B
ypuHarta kato MOKT'.

IIpn xnmuanyaK KoHIEeHTpaunu MOK u MOKI' He ce oTcTpassBart upe3 xemoauanusa. [Ipu Bucoku
wia3Menu KonueHtpauu Ha MOKI obaue (> 100 pg/ml), manku komuuectsa or MOKT ce
orcTpaHsBar. Upes NoBHsBaHE HA CHTEPOXEMATATHUS KPBroBpaT Ha JIEKAPCTBOTO, CEKBECTPAHTHUTE
HAa JKITPYHU KUCEIMHH, KaTo konectupamuH, HamansBaT AUC na MOK (Bxk. Touka 4.9).
Pasnpeneneanero Ha M®K 3aBucu ot HsKonIKO TpaHcopTepa. [lonunentuaure, TpaHCIOPTUPALIH
oprannunu annonu (OATP), u ipoTenH 2, CBbP3aH ¢ MHOKECTBEHA JICKAPCTBEHA PE3UCTCHTHOCT
(MRP2) yuactsar B pasnpeaeneauero Ha MOK; nzopopmure Ha OATP, MRP2 u ipoTeuHsT Ha
PE3UCTEHTHOCT Ha pak Ha rppaaTta (BCRP) ca TpancmopTepure, CBbp3aHU ChC JKIIBYHATA CKCKPELIUSI
Ha rimokyporuaute. IIpotenn 1 3a MHOKeCTBeHa JiekapcTBeHa pesuctenTHocT (MDR1) chio mosxke
na npenacst M@K, Ho IpuHOCHT My M3TJIeXK/Ia ce orpaHrYaBa camo JIo Ipolieca Ha abcopbuus. B
0b0penure, MOK 1 HeliHUTE METAOOINTH MOIITHO B3aMMOIEHCTBAT ¢ OBOPEUHUTE TPAHCIIOPTEPH HA
OpraHUYHU aHUOHHU.
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EnTepoxenaTaiHaTa peLMPKYJIAIUs IPEYH Ha TOYHOTO ONPEAC/SIHE Ha TI0Ka3aTeInTe Ha
enumuHupane Ha MOK; Moxe 1a ce mocodaT camo IPUBUAHM cToiHOCTH. [IpH 3apaBu m0OpOBOIITH 1
MAIMEHTH C aBTOMMYHHO 3a00JsIBaHe ca HaOJII0JaBaH! MPUONIU3UTEIIHN CTOMHOCTH Ha KITUPhHCA
cpotBeTHO 10,6 l/uac u 8,27 |/uac u croiiHocT Ha monykuBOT 17 yaca. [Ipu nanueHTH C
TPaHCIUIAHTAIUS CPETHUTE CTOMHOCTH Ha KIUPBHHCA ca mo-BHCOKH (muamason 11,9-34,9 l/uac), a
CPEIHNUTE CTOMHOCTH Ha MOIYXHBOT ca mo-HUCKH (5-11 yaca) ¢ Maika pasianKa MEKIY IMallHeHTHTE C
0B0pevHa, YepHOAPOOHA WITH ChpJeUHA TPAHCIUIAHTAIMS. [IpH OT/ICTHU MAI[HSHTH TE3U MOKa3aTeIH
Ha eJIMMUHHUPAHE BapupaT Bh3 OCHOBA HA BH/A HA CHITBTCTBAILIOTO JICYCHHE C IPYTH
HMYHOCYIIPECOPH, BPEMETO CJIe/l TPaHCIUIAHTAIMTa, IIa3MeHATa KOHIIEHTPAIUs Ha ajl0yMUHA U
0bOpeunara pynkius. Te3u akTopu 00sACHSIBAT 3aI0 ce HAaOII0AaBa HAMAJICHA €KCIIO3UIINS Ha
MHKO(EHOJIAT, KOraTo MUKO(GEHOIAT MOQETHII Ce TPHIara ¢THOBPEMEHHO C IIMKIOCIIOPHH (BXK.TOYKA
4.5), 1 3a110 UMa TEHICHITUS [Ia3MEHUTE KOHIIEHTPAIINH JIa C€ TIOBUINABAT C BPEMETO B CPaBHEHME C
HAOII0JaBAaHUTE HETIOCPEICTBEHO CJIE]] TPAHCILIAHTAIIMATA.

CrernuanHy oIy JIaIHA

bvbpeuno yspeocoane

B exno mpoyuBaHe ¢ equHMYHa 103a (6 auia B rpyna) cpeasaTa miasmeHa AUC na MOK,
HaOJIrfogaBaHa IPH JIUIA C TEKKO XPOHUIHO OBOPEUHO YBpeXkaaHe (CKOPOCT Ha TIIOMEpyIHaTa
¢unrpanus < 25 ml/min/1,73 m?), e ¢ 28-75% mo-BucOKa B CpaBHEHHE C HAOIIOIABAHUTE CPEHH
CTOWHOCTH TP HOPMAJTHU 3APaBU MHIUBUIM WU JIUIIA C TIO-MaJIKa CTENCH Ha OhOPEYHO YBpPEKIaHE.
Cpennara AUC na MOKI nipu eauHrYHaA 103a € 3-6 MbTH MMO-BUCOKA IIPH JIMIIA C TEXKKO 0BOPEUHO
YBpEeXJIaHe B CpaBHEHHUE C JIMIA C JIEKO ObOPEYHO YBpEkKIaHEe WM HOPMAIHH 3/IpaBu UHIWBUIY,
KOETO ChOTBETCTBA Ha M3BECTHUs HAuWH Ha OBOpeuHo enumuHupane Ha MOKI'. He e mpoydeno
MHOTOKPATHOTO MPIIOKCHHIE Ha MUKO(EeHOIaT MO(ETHIT TIPH MAIIUEHTH € TEKKO XPOHUIHO OBOpEeTHO
YBpEXKIaHe. Hsama JaHHU 3a MAIUCHTH CHC ChpACYHA UIINU T-IepHOleO6Ha TpaHCIUIAaHTAlUA C TEXKKO
XPOHUYHO OBOPEYHO YBpEKIAHE.

3abaseno Gpynkyuonupane na 6voOpeuHama npUcaoxa

[Ipu nauuenTr cbe 3a6aBeHO MOCTONEpaTHBHO (YHKIMOHUpPaHe HAa ObOpeyHaTa nprcajKa cpegHara
AUCy. 12 Ha M@K e cpaBHuMa ¢ HabIr01aBaHaTa MPH MALMEHTH CIIE TPaHCIUIaHTaus Oe3 3a0aBeHa
dynkius Ha npucaakata. Cpeanara mwiazmMeHa AUC ¢.124 Ha MOKT e 2-3 mbTH 1o-rojIsiMa 0TKOJIKOTO
NPY TAIMEHTH Clie]l TpaHCcIUIaHTanus 0e3 3a0aBsHe Ha QYHKIIMOHUPAHETO Ha mprcajakara. Moxe na
ce HabJI0AaBa NPEX0IHO YBEIMYEHNE HAa CBOOOAHATA (PpaKUKs M KOHIIEHTpaus Ha ia3Menata MOK
IIPH MAIMSHTH ChC 3a0aBeHa QPyHKIMS Ha ObOpeuHaTa npucanka. He € HeoOX0AMMO KOpUTHpaHE Ha
J103aTa Ha MHUKO(eHoIaT MO(ETHIL.

Yeprnodpobdno yepescoane

[Ipu 100poBOIIIIHK C aJTKOXOJIHA IMPO3a MPOILECUTE Ha IToKypoHupane Ha M®K B uepHus apood ca
OTHOCHUTEITHO HE3aCerHaTH OT IapeHXUMHOTO 3a00JsiBaHe Ha uepHus Apod. Edexrure Ha
YepHOAPOOHOTO 3a00JIIBaHE BHPXY TE€3H MPOLIECH BEPOSTHO 3aBHCAT OT KOHKPETHOTO 3a00JIsIBaHE.
YepHoapoOHO 3200 s1BaHE C MPEMMHO OMITHApHO YBpEXkAaHe, KaTo MbpBUYHATA OMIIMapHa Upo3a,
MOYeE J]a UMa pa3indeH eeKT.

Ileouampuuna nonyrayus

[Ipu 33 meauaTpuuHU PEUNHECHTH ¢ OBOpPEUeH aiorpadT € yCTaHOBEHO, Ue J103aTa, IPOrHO3UpaHa Ja
ocurypu AUCq.12n Ha M@K, Haii-6u3ka 10 TapreTHata excriosuuus 27,2 h-mg/l, e 600 mg/m? u ue
JO3WUTE, N3YHMCIICHU Bb3 OCHOBA Ha olleHeHaTta BSA, HamansBaT MHTEpUHANBUAYaTHATA BApHAOUIIHOCT
(roedunuent Ha Bapuanus (CV)) ¢ okono 10 %. [Topaau ToBa qo3upaneTo B3 ocHOBa Ha BSA e 3a
MPEINOYUTAaHE MPE]] T03UPAHETO Bb3 OCHOBA HA TEJIECHOTO TETJIO.

OrneHsiBany ca (papMaKOKMHETHYHUTE TTOKA3ATENN IIpH JI0 55 nera ¢ Op0pedHa TpaHCcIuIaHTaIus (Ha
BB3pact ot 1 10 18 roxunn), nekyanu ¢ 600 mg/m? o 1 g/m? MuxodenonaT MoGETUI HEPOPATHO
nBa mbTU AHEBHO. [Ipu Tasu n03a ca nocturHaru croiinoctd Ha AUC Ha M®K mompoOHu Ha Te3u npu
BB3PACTHU MAIMECHTH ¢ OBOpeUHa TpaHCIUIAHTAINS, TIOTyYaBaId MUKO(EHOIaT MO(eTr B 103a OT

1 g n1Ba mbTH IHEBHO B paHHUA M KBCHHS MOCTTPAHCIIIAHTALIMOHEH Niepro criopen Tabnwma 3 mo-
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noiy. BeTpe B nenuatpuyHuTe Bh3pacToBH rpymnu croiHocTutre Ha AUC Ha M®K B paHHMS U KbCHUS
MOCTTPAHCIUIAHTAIIMOHEH MTEPUO]T ca O MOJJO0HH.

[Ipu neauaTpuvHN PEIUITUCHTH Ha YEPHOAPOOHU TPAHCILIAHTATH OTKPUTO NMPOYYBAHE 3a
0e30MmacHOCTTa, MIOHOCUMOCTTA M (DApPMAKOKHMHETHUKATA Ha MepopajieH MUKOGEeHOIaT MOGETHII
BKJTFOYBA 7 TTOJXO/SINH 32 OIICHKA MAIMEHTH HACHITHTCTBAIIO JICUCHHE C IIUKJIOCTIOPUH U
KOPTHUKOCTepouIu. M3unciena e no3ara, mpeBUACHA 3a IOCTUTaHe Ha ekcro3uius 58 h-mg/l B
cTaOmIIHUs nepuof ciel TpanciuianTauusata. Cpeanara + SD AUCq 12 (kopurupana 3a go3a

600 mg/m?) e 47,0+ 21,8 h-mg/l, kopurupanara Cmax € 14,5+4,21 mg/l ¢ Menrana Ha BpeMeTo 3a
JIOCTUTaHe Ha MakcuMaiHa koHteHTparus 0,75 h. [Topaau ToBa, 3a na ce mocturde taprerHara AUCo.
12 58 h-mg/l B KbCHUSA MOCTTPAHCILIAHTAIMOHEH TIEPUO/, € He0OXoanMa J103a B tuarna3oHa ot 740-806
mMg/m? qBa IbTH THEBHO B IPOYYBAHATA TIOMYJIALMS.

CpaBHEHHETO Ha CTOWHOCTUTE HA HOpMaJM3KupaHara 3a no3ara (600 mg/m?) AUC na M®K mpu 12
MeUaTPUIHHN TIAITUEHTH ¢ OBLOpeYHa TPaHCIIAHTAITUS Ha BBH3pacT 1Mo 6 TOIUHN 9 Mecena cien
TPaHCIIJIAHTALIMATA C TE3W CTOMHOCTH NMPH 7 eAUATPUIHH MAITUEHTH C YePHOAPOOHA TPaHCTUIAHTAIIHSA
[cpenna BB3pacT 17 mecena (quana3on: 10-60 mecena mpu BKIIOYBAHETO)| 6 U MOBEYE Mecela Cie
TpaHCIUIaHTaLUATa TIOKa3Ba, Ye MpH chlara ao3a croiHocture Ha AUC ca cpenHo ¢ 23 % mo-HUCKU
MIpH NIEANATPUYHUTE TTAIUEHTH C YepPHOAPOOHA TPAHCIUIAHTALMS B CPABHEHUE C MEANATPUIHUTE
nanueHTH ¢ 0bOpeyHa TpaHcIuTaHTanys. ToBa CbOTBETCTBA HA HEOOXOAMMOCTTa OT MO-BUCOKA 1032
NpY BB3PACTHHU MALUEHTH C YEPHOAPOOHA TPAHCIUIAHTALIMS B CPABHEHHE C Bb3PACTHH MALIMEHTH C
OBOpevHa TPaHCIUIAHTALIUS 33 TOCTUTaHe Ha ChINATa EKCTIO3UIIHSL.

[Ipu BB3pacTHM TpaHCIUIAHTHPAHH NAlMEHTH, Ha KOUTO Ce Mpujlara eHa U ChIla 1032 MUKo(deHoIaT
Moderu, ekcriozunusaTa Ha MOK e cxonmHa mpu nanueHTuTe ¢ 6LOpeYHa U ChpledHa
TpaHCIUIaHTaIus. B chbOTBETCTBHE C YCTAHOBEHOTO CXOJICTBO B ekcro3unusaTa Ha MOK mexmy
neInaTpUYHH MaUeHTH ¢ ObOpeyHa TpaHCIIaHTalMs U Bb3PacTHH MAlMEeHTH ¢ ObOpeyHa
TPaHCIUIAHTALUS IPU ChOTBETHUTE OJJOOPEHH 03 CHIIECCTBYBAIIXUTE JaHHU ITO3BOJISIBAT A4 CE
3aKITI0YH, ue excrosunuara Ha MOK mpu npenopbsunTeNHaTa 103a me Ob/Ie CX0aHa MpU
NeInaTpUYHH MAUEHTH ChC ChPACUYHA TPAHCIUIAHTALMS U BB3PACTHU MALIMEHTH ChC ChpACYHA
TpaHCIUIAHTALHSL.
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Tadoauua 3 Cpennn uzuuciaenun PK napamerpu Ha M@K no Bb3pact 1 BpeMe cJie
TpaHcmanTanus (0bOpeyHa)

Bw3pacroBa rpyna (n) Kopurupana Kopurupana AUC,.
Crnax mg/I* 12 h.mg/I
cpeano = SD cpeano + SD (CD*
Jen 7
<6r. a7 13,247,16 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 . (21) 11,7+£10,7 26,3+9,14 (22,3-30,3)"
p-cToiiHocT® - -
<225 (6) 10,3£5,80 22,5+6,68 (17,2-27,8)
>18r. (141) 27,2116
Mecen 3
<6r. (15) 22,7+10,1 49,7+18,2
6-<12r. (148 27,8+14,3 61,9+19,6
12-18r. a7 17,949,57 53,6+20,2F
p-croiinoct® - -
<225 4) 23,8+13,4 47,4147
>18r. (104) 50,3£23,1
Mecen 9
<6r. (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-cToiiHocT® 0,004 -
<2.” (4) 25,6+4,25 55,8+11,6
>18r. (70) 53,5+18,3

AUCo-12n=1u10111 1101 KpHBaTa Iuia3MeHa KoHenrpamus-speme ot Bpeme 0 h o Bpeme 12 h; Cl=nosepurenen unrepsai;
Cmax=MakcuMaiiHa KoHueHTpaius; MPA=mukodeHonoBa kucennna; SD=cTaniapTHO OTKIOHEHNE; N=0pOi MalUCHTH;
T=TOJIMHH.

A B nenuarpuunuTe B3pacToBH rpymH Cmax 1 AUCo.12h ca kopurupanu 3a g03a 600 mg/m? (95% joBepHTENHI HHTEPBATH
(C1) 3a AUCo-12n camo 3a Jlen 7); B rpynata Ha Be3pactaure AUCo-12h € Kopurupana 3a go3a 1 g.
b p-croiiHocT npecTaBnsBa KOMOMHUPAHKUTE P-CTOMHOCTH 3 TPUTE OCHOBHH TIEIUATPHYHH BH3PACTOBU TPYIIH, KATO CE

ortbens3Ba camo ako uma 3Haunmocr (p <0,05).

B prHaTa <2-FOIII/IIHHa BB3pacT € OArpyIia Ha rpyrmnara <6-FOIII/IH_IHa BB3pacCT: HE Ca NPABECHU CTATUCTUYCCKU CPABHCHUS.
'n=20.
A ):[aHHI/ITe OT €IMH NMaUCHT HE MOT'aT Jla C€ OLCHAT IOpaau Ipellka B U3BaJIKaTa.
E n—
n=16.

Cmapuecka 6v3pacm
Hsama nannau dapMakoknHETHKATA HA MUKO(GEHOIAT MO(PETHI M HETOBUTE META0O0IHNTHU 1a C€ TIPOMEHS
MIPH BB3PACTHH MAIMEHTH (= 65 TOAMHN) B CpaBHEHHE C TIO-MJIaH TPAHCIIAHTHPAHH MAI[UeHTH.

Hayuenmxu, npuemawu nepopaniy KOHMpayenmusu

EnHo npoy4BaHe ¢ eIHOBpEeMEHHO npuiiarane Ha Mukodenonat moderwn (1 g 1Ba MbTH JHEBHO) U
KOMOWHHMpaHH NIepOPaTHA KOHTPALENTHBY, Chabpxany etuamwiectpaauol (0,02 mg no 0,04 mg) u
nesoHoprectpen (0,05 mg 0 0,20 mg), ae3orectpen (0,15 mg) nnu recroaen (0,05 mg 10 0,10 mg),
npoBeieHo TpH 18 sxeHn 6e3 TpaHcIulaHTanus (06e3 mpreMaHne Ha APYTH UMYHOCYTIPECOPH) B
NPOIBIDKCHUE Ha 3 TIOCIIEIOBATEIIHA MEHCTPYaTHU [IUKbJIA, HE € MOKAa3aJl0 KIIMHUYHO 3HAYUMO
BJIMSHUE HA MUKO(EHOIAT MOQETUT BbPXY MOTHCKAIINS €PEeKT Ha IEPOPATHUTE KOHTPALEITHBU
BBbpXy oBynanuara. Cepymuute HuBa Ha LH, FSH u nporecrepona He ca ce moBnumsum 3Ha4UTETHO.

96



dapMaKOKHHETHKATA Ha TIEPOPATHUTE KOHTPAIICTITHBH HE Ce MOBJIMABA B KITMHHYHO 3HAYMMA CTETICH
OT eIHOBPEMEHHOTO TIPUIIOKEHHE ¢ MUKO(peHOIAaT ModeTrit (BXK. chimo Touka 4.5).

5.3 IlpeakIMHUYHHU JAHHU 32 0€30MACHOCT

[Tpu excniepuMeHTaTHE MOJIeNTd MUKOeHomaT ModeTui He e Omt TymoporeHeH. Haii-Brcokara 703a,
TECTBaHA MMPH MPOYYBAHUATA HA KAPIIUHOTCHHOCTTA IPH )KMUBOTHH, € JIOBENA JI0 IPUOJIM3UTEITHO 2 10
3 nbTH no-Brcoka cucremua excro3unus (AUC win Cmax), HaOJI01aBaHa MPH MalUeHTH ¢ ObOpeyuHa
TPaHCIUTAHTANMSI B PETIOPHUNTEIIHATA KIIMHUYIHA 1032 OT 2 § THEBHO | 1,3-2 TBTH MO-BUCOKA OT
cuctemnara excno3unus (AUC unn Chax), yCTaHOBEHA TTPH MAIUCHTH ChC ChPJICUHA TPAHCTUIAHTAIIHS
TIPH MPETOPHUYNTEITHATA KIMHUYHA /1032 OT 3 J JHEBHO.

JlBa Tecta 3a reHOTOKCHYHOCT (iN Vitro TecT ¢ Mutiy TUMGOMHH KIECTKH U iN VIVO MUKPOHYKJIIEYC TECT
BBPXY KOCTEH MO3bK Ha MHIITKH) ca MOKa3aJIH, 4¢ MUKO(EHOIAaT MO(eTHT Ma OTSHITHAT J1a
nper3BUKa XPOMO30MHH abepanuu. Te3u eekTH MoKe Jia ca CBbp3aHu ¢ (papMakoAMHAMHIHHUS
Ha4YWH Ha IEUCTBHE, T.. C MHXHOUpaHe Ha HYKJICOTHIHATA CHHTE3a B UyBCTBUTCITHUTE KIICTKH. [[pyru
TecTORBe iN Vitro 3a OTKpUBaHe HA TCHHU MYyTAaI[UK HE Ca MOKAa3aJIi FTeHOTOKCHYHA aKTUBHOCT.

[Ipu TepaTonoruaHUTe NPOYUBaHUS ITPH TUIHXOBE U 32K ca HaOIr0IaBaH! (heTaHN pe30pOInU 1
MasopMaluK IpH IIHXO0BE MpH 03a 0T 6 MY/KY/mHEBHO (BKIIIOUUTETHO aHO(TaIMUsI, arHATUS U
xuzaporedatns) u npu 3aim npu 103a 90 mg/Kg/nHeBHO (BKIIOYUTEITHO ChPACYHOCHIOBH H
OBOpEeYHN aHOMAJIHH, KaTO EKTOIUS Ha ChPIIETO M EKTOMHS Ha OBOpenuTe, U TuadparMaita u
yMOWJIMKaIHA XEPHUS) TP JIUIICca Ha MaiiuuHa TOKCHYHOCT. CHCTEMHATa eKCIIO3ULUS ITPH Te3W HUBA
€ MpUOIM3UTEIIHO PaBHA HA WU MO-Maika oT 0,5 IbTH KIIMHUYHATA EKCIIO3ULINS IPH
NpenopbUYUTENHATA KIMHAYHA 1032 OT 2 § JTHEBHO MPH MalMeHTH ¢ ObOpevHa TpaHCIUTAHTALIUS 1
npudusuTenHo 0,3 mMbTH KIMHUYHATA €KCIO3HUINA IPU MPENophUYNTENHATA KIMHUYHA 1032 OT 3 g
JIHEBHO TIPH MALMEHTH ChC ChpJCYHA TPaHCIUTaHTalus (BXK. Touka 4.6).

XemoroeTnyHaTa U TUM(HATa CUCTEMH Ca OCHOBHHUTE OpTaHH, 3aCETHATH [P TOKCUKOJIOTHYHHUTE
U3CIIe/IBaHMS, IPOBEACHH ¢ MUKO(EHOIAT MOGETIII IPH IUTHXO0BE, MHUIIKH, Ky4eTa U MaiiMyHu. Te3n
edekTu ca HaOJII0JaBaHy NPU HUBA HAa CHCTEMHA €KCIIO3HIMSI PaBHH Ha WIIU MTO-MaJIKH OT KJIMHUYHATA
EKCIIO3UIHUS MTPH MPENOPBUYUTENIHATA 1032 OT 2 (J IHEBHO MPH PELUIHEHTH Ha ObOpeyHn
TpaHcmanTtati. CTOMaIHO-YpeBHU eeKTH ca Owu HaOIrolaBaHy NPU KydeTa MpH HUBA Ha
CHCTEMHA E€KCIIO3UIHUS PaBHU Ha WM ITO-MaJIKH OT KIMHUYHATA €KCIIO3HIHS P MPENOpbhUNTEIHATA
no3a. CToMalrHo-u4peBHU B ObOpevHN eheKTH, KOUTO CBUAETENICTBAT 3a ACXUApaTalus, ChIIo ca OUIn
HaOJrolaBaHy IPY MaliMyHU MIPH Hail-BUCOKaTa /1032 (HUBA HAa CHICTEMHA EKCIIO3UIIMS PABHU Ha WU
HO0-BHCOKHU OT KJIMHUYHATA eKCIO3UNus). [IpoprirbT Ha HEKIIMHUYHA TOKCHYHOCT Ha MHUKO(EHOIaT
MOGETIII U3TIIK/A € ChBMECTUM C HEeKEJIAHUTE CHbOUTHS, HAOII0IaBaH! MTPH KIMHUYHUTE
W3MUTBAHUS MIPH XOpa, KOUTO Cera OCUT'YPsIBaT JaHHH 32 0€30MaCHOCT OT MO-TOJISIMO 3HAUYEHHE 32
TMOITYJTANMATA TTAIIUEHTH (BXK. ToUKa 4.8).

OreHKa Ha pucka 3a okonHata cpena (ERA)

[IpoyuBaHusTa 32 OLIEHKA Ha PUCKA 3a OKOJIHATA Cpe/ia MTOKa3BaT, ue akTHBHOTO BeniectBo MDK
MOYe J]a ITPeJICTaBIIsIBA PHUCK 32 MOAMOYBEHUTE BOAU Ype3 Operoro GuiTpupase.
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6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk Ha MIOMOIIHHUTE BELIECTBA

CellCept Tabuerku

MUKPOKPHUCTAIHA LIETyI03a
nouBuaoH (K-90)
KpOocKapMeno3a HaTpui
MarHe3ueB creapar

OO0BuBKa Ha TabieTkaTa

XUJIPOKCHUIIPOITHAI METHIIIIETYI03a
XUAPOKCHITPOTIFIT TIETyI103a

tutanueB quokenn (E171)
nojaueTuiaeHriaukon 400
WHIUTOKapMUH antymuHEEB J1ak (E132)
yepBeH xeneseH okenn (E172)

6.2 HecbBmMecTHMOCTH

Henpunoxxumo

6.3 Cpok Ha romHocT

3 roAuHH.

6.4 CroenuajHu yCJIOBHSI HA ChbXpPaHeHHUe

Ha ne ce cpxpanssa Haza 30 °C. Jla ce cbXxpaHsiBa B OpUTrMHAJIHATa ONAKOBKA, 3a J1a C€ IMpeas3u OT
BJIara.

6.5 Bwuau chabp:KkaHNe HA ONAKOBKATA

Biucrepuu nertu ot PVC/anymunneso doiio

CellCept 500 mg ¢punmupanu Tabnetku: 1 KapTOHEHA OMaKOBKa Chabpika 50 TabaeTku
(B 6muctepu o 10)
1 rpynoBa omnakoBka cbabpka 150 TabmeTku
(3 omakoBku 1o 50)

He Bcuuky BHoBe OMAaKOBKU MOTarT j1a ObJaT IMyCHATH B ITPOJaX0a.

6.6 ChenmaJnu npeanasHu MEPKH NPH U3XBHPJIsIHE

To3u nexkapcTBEH MPOAYKT MOXKE J1a TIPEACTABIIABA PUCK 32 OKOJTHATA cpejia (BK. Touka 5.3).
Hewusnon3sauusar JICKApPCTBCH MPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tp)l6Ba Aa CC U3XBBPJIAT
B CbOTBCTCTBUC C MCCTHHUTC N3NMCKBaHMU.

7. NPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
T'epmanus
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/96/005/002 CellCept (50 tabnerkn)

EU/1/96/005/004 CellCept (150 tabaerku (3x50) B rpymoBa omakoBKa)

9. JIATA HA ITBPBO PABPEIIIABAHE/TIO/ITHOBSABAHE HA PASPEINIEHUETO 3A
YHOOTPEBA

[laTta Ha EpBO paspemasane: 14 dpeBpyapu 1996

JlaTa Ha nocnenHoTO MogHOBsiBaHe: 13 mapT 2006

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

IMoapoOHa uH(popMarlus 3a TO3H JEKAPCTBEH MPOIYKT € MPeI0CTaBeHa Ha yebcaiiTa Ha EBpomnelickaTa
areHIus o Jjekapcraata https://www.ema.europa.eu.
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IMPUJIOKEHUE I1

IMPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOKIABAHE HA ITAPTHU U

YCJI0BUA UK OT'PAHUYEHNUA 3A JOCTABKA N
YIIOTPEBA

APYI'U YCJIOBUA N UBUCKBAHUA HA
PA3SPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHNYEHMUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT

100



A.  IIPOU3BOIUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA ITAPTU/U

Hme n aJgpecC Ha HDOI/IBBOZ[I/ITGJUI(I/ITC), OTFOBODGH(HI/I) 3a OCB060)K)_'[aBaHe Ha MapTHuauTe

. CellCept 500 mg mpax 3a KOHIIEHTpAT 32 HHPY3HOHEH Pa3TBOP
. CellCept 1 g/5 ml mpax 3a mepopajHa CyCIIeH3Hs

Roche Pharma AG, Emil-Barell-Strasse 1, 79639 Grenzach-Wyhlen, T'epmanust.

Hme n aJgpecC Ha HDOI/IBBOZ[I/ITCJIFI(I/ITC), OTFOBODCH(HH) 3a OCB060)KZ[aBaHe Ha IMapTuauTe

. CellCept 250 mg kamncymm
. CellCept 500 mg ¢punmupanu TadbaeTKN

Roche Pharma AG, Emil-Barell-Strasse 1, 79639 Grenzach-Wyhlen, T'epmanus.

b. YCJIOBUsA NN OI'PAHUYEHMUA 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT CE OTIyCKa MO OrPaHUUCHO JeKapcKo npeanucanue (Bx. [Ipuinoxenue I:
Kpatka xapakrepucTuka Ha MpoIyKTa, Touka 4.2).

B. JAPYI'H YCJOBUA N U3UCKBAHUS HA PASPEHHIEHUETO 3A YIIOTPEBA
. IepuoanyHu aKTyaTu3HpaHu Jokaaau 3a 6esonacHoct (ITAJIB)

W3uckBanusra 3a nonasane Ha [TAJIb 3a To3u lekapcTBEH MPOAYKT ca IIOCOYEHH B CITUCHKA C
pedepenTauTe natu Ha EBponetickus cpro3 (EURD criuchk), mpensuaeH B wi. 1078, an. 7 oT
Hupextusa 2001/83/EO 1 BbB BCHUKH CIEABAIIY aKTyaIH3aluy, MyOJINKyBaHU Ha
EBpomnetickus yeOmopTai 3a JekapcTBa.

r. YCJI0BUsA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. I11an 3a ynpaBiaenue Ha pucka (ITYP)

IIputexatenar Ha pa3pemreHneTo 3a ymorpeda (ITPY) tpsoBa qa n3BbpIIBa H3UCKBAHUTE
JIEHHOCTH U ACUCTBHS, CBBP3aHHU C MPOCIIEAsIBaHE Ha JIEKapCTBEHAaTa 0€30MacHOCT, TOCOYCHU B
onobpenus [IYP, npeacrasen B Moayn 1.8.2. Ha pa3pemeHueTo 3a yrnorpeda, KakTo U BbB
BCHYKH CIICABAIIM 0A00peHH akTyann3anun Ha [TYP.

Axtyanusupas [IYP tpa6Ba na ce monasa:

e 110 MCKaHe Ha EBpormnelickata areHIus 1o JIEKapcTBara;

e BHHArW, KOraTo ce U3MEHs CUCTEMATa 3a YIPAaBJICHUE Ha PUCKa, 0OCOOCHO B pe3yiITaT Ha
NoJy4yaBaHe HAa HOBa HH(POPMAaLHS, KOSTO MOXKE /1a I0BeIe 10 3HAYMMHU IPOMEHH B
CHOTHOIIIEHHETO TOJI3a/PUCK, WX CIIE/T JIOCTUTAHE Ha BayKeH eTal (BB BPB3Ka ¢
HpocieasBaHe Ha JIeKapcTBeHaTa 0e30MacHOCT MM CBEKAAaHE Ha PUCKA 0 MUHUMYM).

. JlonmbJIHUTEJIHN MePKH 32 CBeXKIaHe HA PUCKA 10 MUHUMYM
IMpureskarenst Ha pasperiennero 3a ynorpeda (ITPY) TpsioBa na cbriacysa ¢ HalMOHATHHS
KOMIIETEHTEH OpTaH ChIAbP)KaHHETO U opMaTa Ha 0OyUUTEIHATA IPOrpaMa M Ha BBIIPOCHUKA 32

npocieasBaHe Ha OpPeMEHHOCT, BKIIIOUMTEIHO CPEJICTBA 32 KOMyHUKHUPAHe, HAYWH Ha
pasnpocTpaHeHUe U BCUYKH IPYTH aclleKTH Ha Iporpamara.
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OGyunTeHaTa IporpamMa uMa 3a Iei Ja OCBEIOMH MEIUITMHCKHUTE CIICIHAIMCTH U MAIHEHTHTE
OTHOCHO TEPaTOr€HHOCTTa U MyTareHHOCTTa, OTHOCHO HEOOXOAMMOCTTA OT MPHJIaraHEeTO Ha TECTOBE
3a OPEMEHHOCT MpeIn HavanoTo Ha Tepanusta cbe CellCept, usrckBanusTa 32 KOHTPAIICTIIUS IPH
HAalHEHTHTE MBKE U JKCHU U KaKBO TPsIOBa Jla ce NpaBH B CIy4Yail Ha Bh3HUKBAaHE Ha OPEMEHHOCT 110
BpeMe Ha seuenune cse CellCept.

BwB Besika /T4, B kosito CellCept e Ha nasapa, [IPY TpsiOBa 1a moacurypu mpeaocTaBsiHETO Ha
CIIeTHUS OOYUYHUTENIeH MaKeT Ha BCHYKH MEIUIIMHCKY CIIENMAINCTH U MMallMeHTH, OT KOMTO Ce OYaKBa
Jla TIPeIIMCBaT, oTImyckar win usmoissat CellCept:

OOyuuTenen MaTepuan 3a Jiekaps

WndopmanmoHeH naker 3a nauueHTa

OOy4nTenHUAT MaTepua 3a Jiekaps TpsAOBa Ja ChIbpKa:
Kparka xapakrepucTika Ha IPOAyKTa
PpKOBOICTBO 32 MENUIIMHCKUTE CHEIMATINCTH

WNHbopMannOHHUAT TaKeT 3a MarueHTa TpsiOBa aa ChabpiKa:
JInuctoBka
P1K0BOZCTBO 32 NAIIEHTUTE

O6y‘II/IT6J'IHI/ITC MaTrepualin TpSI6Ba Ja CbAbpKAT CIICAHUTE OCHOBHH CJIICMCHTH.

TpsibBa 1a ce mpeIoCTaBsIT OTACTHE PHKOBOICTBA 38 MEUIIUMHCKUTE CIICIIHATNCTH U TTAI[HEHTHTE.
TekcThT 3a MalMeHTHTE TPAOBA J1a € TOAXOIAII0 000CO0EH 32 MbXKe | )KeHH. Te3u PhKOBOICTBA
TpsIOBa Jja 00XBaHAT CJICIHUTE 00JIACTH:

. BbBenenne kbM BCSIKO PHKOBOJICTBO, KOETO TPSIOBA J1a yBEJOMSIBA YNTATEIUTE, Ye IIeJITa Ha
TOBa PHKOBOJICTBO € J1a TH HHPOPMUpA, Ue TpsOBa 1a ce n30sArBa (eTarHa eKCITO3UIN U KaK J1a ce
CBeJie I0 MUHIMYM PHCKa OT BpoJieHH Je(eKTn u abopT, CBbp3aHu ¢ MUKO(deHoIaT ModeTHi1. Makap
TOBA PHKOBOICTBO JIa € MHOTO BayKHO, TO HE MPEIOCTaBsl IIbJIHAa HH(POPMAIHs OTHOCHO MUKO(eHOIaT
MOQETHI; OCBEH TOBa JocTaBsHUTE ¢ JekapcTBoTo KXIT (32 MEANIMHCKH CHELHUATICTH) U JIUCTOBKATA
(3a mareHTH) CHIIO TPSIOBA /1a CE MPOYESTAT BHUMATEIHO.

. OcHoBHa WH(pOPMAITUSI OTHOCHO TEPATOTEHHOCTTa U MyTareHHOCTTa Ha MUKO(eHoIaT ModeTut
npu xopa. Ta3u Touka 1me MpeJocTaBu BakHAa OCHOBHA HH(POPMALIUS OTHOCHO TEPaTOr€HHOCTTA U
MyTareHHOCTTa Ha MUKo(deHonat Modetwi. Ts e gage nogpoOHOCTH OTHOCHO €CTECTBOTO U
BEeITMIMHATA Ha PUCKa B CHOTBETCTBHUE ¢ mHPopMarusaTa, nageHa B KXI1. Madopmarusra,
IPEOCTaBEeHa B Ta3U TOUKA, 1I€ YJICCHU IPAaBUIIHOTO pa30MpaHe Ha pUCKa U e 00SCHH IIPUYMHATA 32
CIIETHUTE MEPKH 3a TpeAna3BaHe oT 3a0peMeHsiBaHe. B pproBoacTBaTa TpsOBa ChUIO J1a ce
CIIOMEHABa, Ye MAIEHTUTE He TPsAOBa Jja JaBaT TOBA JIEKApCTBO HA APYT YOBEK.

. Koncynrtupane Ha narientu: B Ta3u Touka TpsiOBa Ja ce mouepTac 3HaYCHUETO Ha
33]1bJIOOYCH, MHOPMATUBEH U TIOCTOSIHCH JAWAJIOT MEXKAY NAIllMeHTa U MEIUIIMHCKUS CIICIIUATUCT
OTHOCHO PHCKOBETE 3a OpEeMEHHOCTTa, CBbP3aHU C MUKO(hEHOTIAaT MO(ETHI M ChOTBETHUTE CTPATETHH
3a CBEX/IAHETO MY JI0 MUHUMYM, BKJTFOUBAIIY H300PH 332 AITEPHATUBHO JICYCHUE, aKO € MPUIIOKHUMO.
TpsiOBa na ce moguepTae HEOOXOAUMOCTTa OT TUIAHUPAHETO HA OPEMEHHOCTTA.

. HeobxoammoctTa aa ce n3b6sarea eramHa excro3unus. V3ucKBaHmsITa 32 KOHTPAIICTIITNS TTPH
MAIUCHTUTE C PEIPOTYKTUBEH ITOTSHIIMAN MIPEJ, 10 BpEeMe Ha U CJIe]| JICYCHUETO ¢ MUKO(EeHOoIaT
Moderuit. TpssOBa 51a ce 0OSICHAT U3UCKBAHUITA 32 KOHTPAIICTIIUATA TIPU CEKCYyaTHO aKTUBHUTE
ITAaTUECHTHU MBIXKEC (BKHIO'—II/ITGJ'[HO Ba3C€KTOMHpPAHU MT))KC) U NMAIUECHTKUTE C ACTECPOACH ITOTCHIIUAIL.
TpsiOBa sicHO Ja ce 3asBU HEOOXOAUMOCTTa OT KOHTPAICTIIIHS MTPE]IH, 10 BpeMe Ha U CJIe]] ISYSHUETO C
MUKO(EHOTIAT MOPETHII, BKIIFOUUTEITHO ITOJAPOOHOCTH OTHOCHO MTPOBIDKUTEIHOCTTA HA BPEMETO CIIe]]
CIIUPAHETO Ha TepamusiTa, Ipe3 KOETO TPOBa J1a Ce MPOIBJIKK KOHTPALICIIIUATA.

OcBeH TOBa, B TEKCTa, OTHACHIIL CE JIO XKEHUTE, TPAOBA J1a ce 00SICHA U3NCKBAHETO 3a TECT 3a
OpeMEHHOCT MU U 10 BpeMe Ha TepanusaTa ¢ MUKO(eHOoIaT MO(ETHIT; BKIIFOUUTEIHO ChBETA 3a JBa
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HETaTHBHHU TECTa 32 OPEMEHHOCT IPeIi HA4aI0TO Ha TepanusaTa U 3HAYCHUETO Ha BPEeMETO Ha
MIPOBEKIaHE Ha Te3W TeCToBE. TpsAOBa 1a ce 0OSICHH CHIIO0 U HEOOXOIUMOCTTA OT TTOCIICIBAIITI
TECTOBE 32 OPEMEHHOCT TI0 BpeMe Ha JICYCHUETO.

. CBBeT KbM MAIMEHTUTE /1a He JapsABaT KPbB 10 BpeMe Ha TepamusTa Win Haii-Majko 6 ceaMumnm
ClIe/l IPeyCTAaHOBSIBAHETO Ha MUKO(peHonat Modermi. OCBEH TOBa, MBbKeTe He TpIOBa aa 1apsBat
criepMa Io BpeMe Ha TepanusiTa Win B npoabokeHne Ha 90 1HU cieq mpeycTaHOBSBAaHETO Ha
MukodeHonatr MoheTHI.

. ChbBeT OTHOCHO Kak Jia ce JISHCTBA MPU HACThIIBaHE HA OPEMEHHOCT WJIM ChMHEHHE 32
OpEeMEHHOCT 10 BpeMe Ha JISYEHHUETO WIIM MAJIKO CJIe]] JISYeHHE C MUKO(EHOJIAT MO(ETHLI.
[Marmenture TpsOBa 1a ca HGOPMHUPAHH, Y€ HE TPSAOBA Ja CIUpaT IpreMa Ha MUKO(EHOJIaT
MOQETHII, HO Ue TpsOBa He3a0aBHO Ja ce CBBhPXKAT ChC CBOS Jiekap. TpsaoOBa fa ce o0scHH, Ye
NpaBUJIHUTE JACHCTBHUS, OCHOBAHHU HA MPEICHKATA Ha JINYHOTO ChOTHOIIICHUE MMOJI3a/PHCK, IIIe Ce
ONpPECIIAT BbB BCEKH OTIEIICH CITydail IpHu 00CHKIaHe MEXK Y JICKYBaIlKs JeKap U MalyeHTa.
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ITPHUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUAA

‘ 1. HNME HA JJEKAPCTBEHUA ITPOAYKT

CellCept 250 mg TBBpaH Karcyau
MuKodeHoaat MoheTHI

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika kancyna cpabpika 250 mg Mmukodenonat ModeTn.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

100 TBBpaM Karcyiu
300 TBEpAM KanCyiIn

5. HAYMH HA TPUWJIOKEHUE U MbT(MIIA) HA BBBEK/IAHE

[Ipenu ynoTpeba mpoyerere TNCTOBKATA
3a mepopanHa ymorpeda

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA TELIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACLa

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXJEHU A, AKO E HEOBXOJIUMO

Tps0OBa ia ce BHUMAaBa MPY U3IIOJI3BAHETO HA KAIICYIIUTE
[la He ce oTBapsT M pa3duynBaT KarcyJInuTe, a He Ce BIWIIBA MPaxXbT, KOWTO Ce ChABP)KA B KAIICyITNTE
U J1a ce n304rBa KOHTAKT Ha Ipaxa ¢ KoXkaTta

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

[a He ce cbxpansaBa Hax 25°C
Jla ce cbhXpaHsiBa B OpUTMHAIHATA ONIAKOBKA, 32 JIa C€ MPEe/a3u OT Biara
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEIWUWAJIHU NIPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT

11. HME U AJIPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
I'epmanus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEGA

EU/1/96/005/001 100 TBBpau Kancyiu
EU/1/96/005/003 300 TBBpau Karcyiu

‘ 13. NTAPTHUJAEH HOMEP

ITapT. Ne

‘ 14. HAYHH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HH®OPMAIIUSA HA BPAIJIOBA A3BYKA

cellcept 250 mg

‘ 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKO/]

JBynsmepeH 0apKoJ ¢ BKIIOYCH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIAEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN

107



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS 3A TPYIIOBATA OITAKOBKA (C BLUE BOX)

‘ 1. HNME HA JJEKAPCTBEHUA ITPOAYKT

CellCept 250 mg TBBpaH Karcyau
MuKodeHoaat MoheTHI

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska kancyna ceappika 250 mg mukodeHoaat MOQEeTHII.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

I'pynosa omakoska: 300 (3 onakoBku 1o 100) TBBpAM Karcyiu

5. HAYYH HA MPUJIOKEHUE U TbT(UILA) HA BbBEK/IAHE

[Ipenu ynoTpebda npoyereTe IMCTOBKATA
3a mepopanHa ymorpeda

6. CIIEIIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACLa

‘ 7. APYI'U CHEHUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

TpsabBa na ce BHIMaBa MPH U3MIOJI3BAHETO HA KAIICYITUTE
[a He ce oTBapsT M pa3yynBaT KarcylInuTe, a He Ce BAWIIBA MTPaxXbT, KOWTO Ce ChABP)KA B KaIICyITUTE
U Ja ce u305rBa KOHTAKT Ha Ipaxa ¢ KoxKara

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a He ce cbxpansaBa Hax 25°C
Jla ce chxpaHsBa B OpUTHHAIHATA OMIAKOBKA, 32 1a CE MPEa3y OT Biiara
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME U AJJIPEC HA ITPUTEXATEJIA HA PASBPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'epmanus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/96/005/007

13.

ITAPTUJIEH HOMEP

ITapt. Neo

| 14,

HAYUMH HA OTIITYCKAHE

| 15,

YKA3AHUSA 3A YIIOTPEBA

| 16

HH®OPMAIINSA HA BPAMJIOBA A3BYKA

cellcept 250 mg

| 17,

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

| 18,

YHUKAJIEH UAEHTUOUKATOP — IAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

II'bPBUYHA KAPTOHEHA KYTHS 3A T'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JJEKAPCTBEHUA ITPOAYKT

CellCept 250 mg TBBpaH Karcyau
MuKodeHoaat MoheTHI

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska kancyna ceappika 250 mg mukodeHoaat MOQEeTHII.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

100 TBBpaM Karcynu. YacT oT rpymoBa OmakoBKa, HE MOKE Jla CE IMPOo/IaBa MOOTACTHO

5. HAYYH HA MPUJIOKEHUE U TbT(UILA) HA BbBEKJIAHE

[Ipenu ynoTpebda npoyereTe IMCTOBKATA
3a mepopanHa ymorpeda

6. CIIEIIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACLa

‘ 7. APYI'U CHEHUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

TpsabBa na ce BHIMaBa MPH U3MIOJI3BAHETO HA KAIICYITUTE
[a He ce oTBapsT M pa3yynBaT KarcylInuTe, a He Ce BAWIIBA MTPaxXbT, KOWTO Ce ChABP)KA B KaIICyITUTE
U Ja ce u305rBa KOHTAKT Ha Ipaxa ¢ KoxKara

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a He ce cbxpansaBa Hax 25°C
Jla ce chxpaHsBa B OpUTHHAIHATA OMIAKOBKA, 32 1a CE MPEa3y OT Biiara
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME U AJJIPEC HA ITPUTEXATEJIA HA PASBPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'epmanus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/96/005/007

13.

ITAPTUJIEH HOMEP

ITapt. Neo

| 14,

HAYUH HA OTITYCKAHE

| 15,

YKA3AHUSA 3A YIIOTPEBA

| 16

HH®OPMAIIMSA HA BPAMJIOBA A3BYKA

cellcept 250 mg

| 17.

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

| 18.

YHUKAJIEH HAEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

| 1. NME HA JIEKAPCTBEHUSA TPOAYKT

CellCept 250 mg xarncymu
MukodeHoIaT ModeTrT

| 2. NME HA INTPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Roche Registration GmbH

| 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. HAPTUJAEH HOMEP

Lot

|5.  JPYTrO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

CellCept 500 mg npax 3a KOHIIEHTpAT 32 HHPY3UOHEH Pa3TBOP
MUKOGEHOIAT MOPETHII

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceekn ¢uakon cpappika 500 mg Mukodenoaar ModeTrI (KaTo XHAPOXIOPHI).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

Crappxa u noaucopOat 80, TMMOHEHA KHCEIMHA, XJIOPOBOJAOPOIHA KHCEIMHA U HATPUEB XJIOPH]I.
BrmxTe nrcToBKaTa 3a JONBIHUTEHA HHPOPMAIIHSI.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a KOHIEHTpAT 32 HHPY3UOHEH Pa3TBOP
4 ¢naxona

‘ 5. HAYMH HA TPWJIOKEHUE U MbT(MIIA) HA BBBEK/IAHE

[Ipenu ynoTpeba nmpoyerere INCTOBKATA
Camo 3a MHTpaBeHO3HA HHDY3HSI
Ja ce pa3TBOpH U paspeau Npean yrnorpeda

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA TEIIA

I[a CC€ CbXpaHsBa Ha MACTO, HCAOCTBHITHO 3a JCIa

‘ 7. APYI'U CHEOUAJIHUA NPEAYIIPEXIAEHUA, AKO E HEOBXOANUMO

M36sarBaiiTe KOHTAKT Ha KOXATa C I/IH(l)y3I/IOHHI/I}I pa3TBOp

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onmen mo:
CpoK Ha TOJHOCT ciel pa3TBapsiHe: 3 yaca
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a e ce cpxpansBa Hax 30 °C

10. CHELHUAJIHU ITPEANTASHU MEPKHU INPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJJPEC HA TIPUTEXATEJISI HA PASPELHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'epmanus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEGA

EU/1/96/005/005

| 13. TTAPTHJAEH HOMEP

ITapt. Neo

‘ 14. HAYHH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA ABBYKA

‘ 17. YHUKAJIEH UWIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHHUKAJIEH UIAEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EAJUHNYHHU
II'bPBUYHH OITAKOBKH

ETUKET HA ®JIAKOHA

| 1. HNME HA JIEKAPCTBEHMUS MNPOAYKT U I'bT(MIIA) HA BBBEXKJIAHE

CellCept 500 mg npax 3a KOHIIEHTpAT 32 HHPY3UOHEH Pa3TBOP
MuKodeHomaat MoheTHI
Camo 3a MHTpaBEeHO3HA HHDY3HSI

| 2. HAYMH HA ITPUJIOKEHUE

[Ipenu ynoTpebda npoyereTe IMCTOBKATA

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4, MNAPTUJAEH HOMEP

Lot

‘ 5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA

| 6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUAA

|1

HNME HA JJEKAPCTBEHUA ITPOAYKT

CellCept 1 g/5 ml npax 3a nepopaiHa cycneH3us
MuKodeHoaaT Mo eTHI

| 2.

OBSABSJABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Besika OyTrimka cpabpika 35 g Mukoderomat moderni B 110 g mpax 3a mepopaiHa CyCreH3Hs.
5 ml ot mpurorBeHara cycnensus cbabpkar 1 g MmukodeHonat ModeTu.
W3nomn3BaemusT o0eM Ha mpurotrBeHara cycrnensus e 160 — 165 ml.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Coabprka u acnaptam (E951) n metnn napaxunpoxcudensoat (E218). Buwkre nucroBkara 3a
JOIBJTHUTENHA HHpOpManusL.

4.

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

IIpax 3a nepopaiiHa CyCIeH3Hs
1 Oytuika, 1 agantop 3a OyTHIIKa U 2 IEPOPATHHU 103aTOpa

5.

HAYYH HA TIPUJIOKEHUE U ITbT(UILA) HA BbBEK/IAHE

[Ipenn ynotpeba npouereTe IUCTOBKATA
3a mepopainHa ynoTpe0a cies pa3TBapsHe

Pazknarere OyTrmkara nobpe npeau ynotpeda

IIpenopbuBa ce cycneH3usiTa 1a 0bjie IPUTrOTBeHa OT (hapMaleBT, Mpeau 1a Obje 1ajieHa Ha
naiueHTa

6.

CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsBa Ha MACTO, HCAOCTBHITHO 3a JCIa

| 7.

JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

[a He ce BAMIIBA IPaXbT MPEAN Pa3TBAPSIHETO MY U Ja ce M30srBa MOMaJaHeTO My BbpPXY KOKaTa
M30srBaiiTe KOHTAKT HAa KOYKaTa C IPUTOTBEHATA CYCIICH3HS
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

Tonen no:
Cpok Ha TOTHOCT CJIea pa3TBapsiHe: 2 Mecera

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

[a e ce cpxpansBa Hax 30 °C

10. CHELHUAJIHU ITPEANTASHU MEPKHU INPU U3XBBPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA IIPUTEXATEJISI HA PABPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
I'epmanus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEGA

EU/1/96/005/006

13. HNAPTHUJAEH HOMEP

ITapT. Ne

‘ 14, HAYHH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

cellcept 1g/5ml

‘ 17. YHUKAJIEH WAEHTUOUKATOP — IBYUSMEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD
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18. YHHUKAJIEH UAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CBABPKA ITBPBUYHATA OITAKOBKA

ETUKET BbPXY BYTUJIIKATA

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

CellCept 1 g/5 ml mpax 3a mepopajiHa CyCHeH3us
MUKOGEHOIAT MOPETHII

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska Oytunka ceabspxa 35 g muxkodperonat moderun B 110 g mpax 3a nmepopaiHa CyCIeH3usl.
5 ml ot mpuroTBeHara cycnensus cbappkar 1 g MukodeHonat ModeTH.

3. CIINCBK HA IOMOIIHUTE BEINECTBA

Coaspika u acrapram (E951) u metwmn mapaxumpokcubensoar (E218). Bukre aucroBKara 3a
JOIBTHATEITHA WH(OPMAIIHSL.

4, JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

[Mpax 3a mepopaiHa cycreH3us

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[penu ynotpebda npoyereTe IUCTOBKATA
3a mepopaiiHa ynorpeba ciie/] pa3TBapsHe
Pazkmarere OyTunkarta noope mpeau ynorpeda

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

I[a HC CC BAUIIBA NPAXbT NPEAN PA3TBAPAHCTO MY U A CC Hn30srBa MomaJgaHeToO My BbPXY KOXKaTa
M36sarBaiiTe KOHTAKT Ha KOXATa C IMpUTOTBCHATA CYCIICH3UA

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
CpoK Ha TOJHOCT CJe/ pa3TBapsHe: 2 Mecena
Wznon3eail npeau
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‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

[a e ce cpxpansBa Hax 30 °C

10. CHEIWUWAJIHU NIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AJIPEC HA IIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
I'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/96/005/006

13. HNAPTUJIEH HOMEP

ITapt. Neo

‘ 14. HAYYH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HH®OPMAIIMS HA BPAJIOBA A3BYKA

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYUSMEPEH BAPKO/]

‘ 18. YHUKAJIEH UAEHTUHO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUAA

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

CellCept 500 mg ¢puamupanu TabIeTKH
MUKOGEHOIAT MOPETHII

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka cpabpika 500 mg Mmukodenonat ModeTHi.

‘ 3. CIINCBK HA IOMOIIHUTE BEINECTBA

‘ 4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

50 TabneTkn

5. HAYYH HA TIPUJIOKEHUE U ITbT(UILA) HA BbBEK/IAHE

[Ipenu ynotpeba mpoderere TNCTOBKATa
3a mepopainHa ymorpeba
He pazuymnBaiite TabneTkuTe

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TELIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a ACLa

‘ 7. APYI'U CHEIIUAJIHU NIPEAYIIPEXIEHUA, AKO E HEOBXOINUMO

Tps6Ba na ce BHIMaBa IMpH U3IIOI3BAHETO HA TAOICTKUTE

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a He ce cbxpansBa Haxg 30 °C
Jla ce chXpaHsiBa B OpUTMHAIHATA OTAKOBKA, 3a JIa C€ MPEe/ITa3u OT Biara
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME U AJJIPEC HA ITPUTEXATEJIA HA PASBPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/96/005/002

13.

NAPTUJAEH HOMEP

ITapT. Ne

| 14,

HAYUH HA OTIITYCKAHE

| 15,

YKA3AHMA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAMJIOBA A3BYKA

cellcept 500 mg

| 17,

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JBynsmMepeH 6apKoJI ¢ BKIIIOUYCH YHUKAICH HICHTU(DUKATOD

| 18,

YHUKAJIEH HAEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS 3A TPYIIOBATA OITAKOBKA (C BLUE BOX)

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

CellCept 500 mg ¢puamupanu TabIeTKH
MUKOGEHOIAT MOPETHII

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka cpabpika 500 mg Mmukodenonat ModeTHi.

‘ 3. CIINCBK HA IOMOIIHUTE BEINECTBA

‘ 4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

I'pynosa omakoBka: 150 (3 onakoBku 1o 50) puaMupanu Ta0IeTKH

5. HAYYH HA TIPUJIOKEHUE U ITbT(UILA) HA BbBEK/IAHE

[Ipenu ynotpeba mpoderere TNCTOBKATa
3a mepopainHa ymorpeba
He pazuymnBaiite TabneTkuTe

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TELIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a ACLa

‘ 7. APYI'U CHEIIUAJIHU NIPEAYIIPEXIEHUA, AKO E HEOBXOINUMO

Tps6Ba na ce BHIMaBa IMpH U3IIOI3BAHETO HA TAOICTKUTE

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a He ce cbxpansBa Haxg 30 °C
Jla ce chXpaHsiBa B OpUTMHAIHATA ONAKOBKA, 32 JIa Ce MPEe/a3u OT Biara
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME U AJJIPEC HA ITPUTEXATEJIA HA PASBPEHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/96/005/004

13.

NAPTUJAEH HOMEP

ITapT. Ne

| 14,

HAYUH HA OTIITYCKAHE

| 15,

YKA3AHUSA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

cellcept 500 mg

| 17,

YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

| 18,

YHUKAJIEH UAEHTUOUKATOP — JIAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

II'bPBUYHA KAPTOHEHA KYTHS 3A T'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

CellCept 500 mg dpunmupanu TabaeTKH
MUKOGEHOIAT MOPETHII

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka cpabpika 500 mg Mmukodenonat ModeTHi.

‘ 3. CIINCBK HA IOMOIIHUTE BEINECTBA

‘ 4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

50 ¢bunmmupann TabneTky. YacT OT TpymnoBa omakoBKa, HE MOXKE J1a C€ TIpoaBa IMOOTACITHO

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIIA) HA BBBEKXJAHE

[Ipenu ynotpeba mpoderere TNCTOBKATa
3a mepopainHa ymorpeba
He pazuymnBaiite TabneTkuTe

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a ACLa

‘ 7. APYI'U CHEIIUAJIHU NIPEAYIIPEXIEHUA, AKO E HEOBXOINUMO

Tps6Ba na ce BHIMaBa IMpH U3IIOI3BAHETO HA TAOICTKUTE

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a He ce cbxpansBa Haxg 30 °C
Jla ce chXpaHsiBa B OpUTMHAIHATA ONAKOBKA, 32 JIa Ce MPEe/a3u OT Biara
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10. CHELHUAJIHU ITPEANTASHU MEPKHU INPU U3XBBPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJJPEC HA TIPUTEXATEJISI HA PASPELHIEHUETO 3A YIIOTPEBA

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'epmanus

12.  HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/96/005/004

13. HNAPTHUIEH HOMEP

ITapT. Ne

‘ 14, HAYHH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA ABBYKA

cellcept 500 mg

‘ 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKO/]

‘ 18. YHHUKAJIEH UIAEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

| 1. NUME HA JIEKAPCTBEHUA NPOAYKT

CellCept 500 mg Tabnetku
MUKOQeHonaT Moderu

| 2. HNME HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Roche (iroro)

| 3. JATA HA U3THNYAHE HA CPOKA HA I'OJHOCT

EXP

| 4. ITAPTUJAEH HOMEP

Lot

|5. JPYIO
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b. JUCTOBKA

128



JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

CellCept 250 mg TBBpaM KancyJ
mukogenonatr moderun (mycophenolate mofetil)

IIpoyeTeTe BHUMATEIHO SAJAaTa JIMCTOBKA, NPEAH 1a 3aN04HeTe /1a IpHeMaTe TOBA JIeKapCTBO,
Thil KaTO TH ChAbPKa BaxHa 3a Bac undgopmanus.

- 3amnaseTe Ta3u JIUCTOBKA. MoOKe 1a c€ HAJIOKU J1a 51 IPOYETETE OTHOBO.

- AKO UMaTe HAKAaKBH JONBJIHUTEIIHA BBIPOCH, onuTaiiTe Bamus jiekap win GpapMariesT.

- ToBa snekapcTBO € npeanucado JIMuHo Ha Bac. He ro nmpeorcreiBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIH, He3aBUCHUMO Y€ IPU3HALMTE Ha TAXHOTO 3a00Js1BaHe ca ChIUTE KaTo Bammure.

- Axo MMOJIYy4YHTE HAKAKBU HCXKCJIAHU JICKAPCTBCHU PCaKINU, YBEIOMETC Bamms JICKap ujin
@apMaueBT. ToBa BkIIOYBa M BCHYKU BB3MOKHH HEKEJIAaHU p€aKknnu, HEOIIMCaHU B Ta3U
nucToBka. Brokre Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxso npexncrasissa CellCept u 3a kakBo ce u3mon3sa
KakBo Tps16Ba 1a 3uaere, npeau aa npuemere CellCept

Kaxk na mpuemare CellCept

Bb3MOXKHHU HEXeETaHH Peakiuu

Kak na cpxpansBate CellCept

ChbabpkaHye Ha ONIAKOBKATa W JOMBIHUTEIHA HHPOPMALIUS

ok~ E

1. Kaxkso npeacraBassa CellCept u 32 kakBO ce H3M0JI3Ba

CellCept cbabprka MuKOGEHOTAT MO(ETHIT:
. Toli npuHaAnexu KbM I'pyna JIEKapCcTBa, HAPEUEHHU ,,AMyHOCYIIPECOPH .

CellCept ce nsnonsea, 3a ia ce NpeJOTBPATH OTXBHPIISHETO HA TPAHCIUIAHTUPAH OPraH OT OpraHu3Ma
MIPU BB3pPAcTHHU U Jlela!
o bwOpek, chpiie unm gepeH apoo.

CellCept Tpsi0Ba 1a ce U3MOI3BA 3a€THO C APYTH JICKAPCTBA:

. [IMKITOCTIOPHH ¥ KOPTHKOCTEPOHTH.
2.  Kakso TpsoBa 1a 3HaeTe, npenu 1a npuemete CellCept
ITPEAYIIPEXXKIEHUE

MuxodeHonat npean3BUKBa BPOACHH eEeKTH U CMBPT Ha IUI0Ja. AKO CTe KeHa, KosTo Ou MorJa aa
3abpeMeHee, TpsAOBa J1a PEACTaBUTE OTPULIATENICH TECT 32 OPEMEHHOCT IPEU 3al04YBaHe Ha
JIeYCHUETO U TpsiOBa Ja cria3BaTe ChbBETUTE 3a KOHTpaLenuus Ha Bammus nekap.

Bamust nexap me roeopu ¢ Bac u mie Bu nage nucmena nadopMmaius, 0COOCHO 3a €PeKTUTE Ha
MuKodeHonat BbpXy miozaa. [I[poyereTe BHUMATETHO Ta3u HHPOPMAIINS U CIIa3BANTE YKA3aHUITA.
AKO He pa30upaTe HAITbJIHO T€3H yKa3aHus, MOJIsI, IIOMOJIETE JieKaps 1a Bu ru o0scHH, peau aa
npueMere MuKko(deHoat. BrkTe ChII0 U TOMBIHUTEIHATA UHPOPMAIIHS B Ta3U TOYKA B
HLIpenynpexaeHus u npeamna3sau mepku”’, ,,Kontpanenmus u ,,bpeMmeHHOCT 1 KbpMeHe”.
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He npuemaiite CellCept:

o AKO CTe anepruyHu KbM MUKO(EHOIAT MOGETIII, MUKO(EHOJIOBA KUCEITUHA UIH KbM HAKOS OT
OCTaHaJINTE ChCTABKY Ha TOBA JIEKapCTBO (M30pPOEHH B TOUKA 6).
o AKO CTe xKeHa, KOsATO MOXKe J1a 3a0peMeHee U He CTe MPECTABIIIN OTPHIIATEIICH TECT 3a

OpEMEHHOCT MpeJu ITbPBOTO MPEJIITICBaHE, Thii KATO MUKO(QEHOJIAT MPUYHHSIBA BPOICHH
Ma(opManuy ¥ CMBPT Ha TUI0JA.

o AKko cTe OpeMeHHa, TUTaHUpaTe Aa 3a0peMeHeeTe Uil CMATaTe, Ye MOXKe Jja cTe OpeMeHHa.

° Ako He n3non3BaTe eeKTUBHA KOHTpalenus (Bwkre ,,KoHTpareniuys, OpeMEeHHOCT U
KbpMeHe").

. AKO KbpMHTE.

He npuemaiite ToBa JIeKapCTBO, aKO HEIIO OT TOPHUTE Ce OTHACS 0 Bac. AKO He CTe CHT'YpHH,
roBopete ¢ Bamus jekap win dapmarieBt npean aa npuemere CellCept.

[IpexynpesxaeHus u npeanasHu MepKU

T'oBopere ¢ Bamus iekap BegHara mpejau aa 3amnovnere jederue cbe CellCept:

o AKo cTe Ha Bb3pacT HaJ 65 roJuHu, Thii KATO MOXE Ja CTE W3JI0KEHHU Ha MOBHUILECH PUCK OT

NOJTy4aBaHe Ha HeXeJlaHW ChbOUTHSI, KaTO HAIIpUMEp HSKOM BUPYCHH UH(EKINH, KbPBEHE OT

CTOMAIIHO-YPEBHUA TPAKT U 6enoszo6eH OTOK, B CPAaBHCHUEC C MMO-MJIAJUTE MMAITUCHTH

AKO0 UMaTe CUMIITOMH Ha MH(MEKIUS, HaTIp. BUCOKA TeMIIEpaTypa WK OOJIKU B I'BPIIOTO

AKO MMaTe HEOYaKBaHO KPbBOHACSIAHE WU KbPBCHE

AKO HSIKOTa CT€ UMaJIM IpoOJIeM C XpaHOCMMJIaTEIHATa CUCTEMa, Halp. CTOMAIHA s3Ba

AKo TuIaHupare 1a 3adpeMeHeeTe WiH ako 3abpemMeHeere, nokaTo Bue mimm Bammsar napTasop

npuemate CellCept

. AKO UMaTe HaCIIe[ICTBeH eH3UMeH Ne(UInT, KaTo HarpuMep cuHApoM Ha Jlem-Huxan n Ha
Kenmu-Curmunsp.

AKO HeIo OT rOpHHUTE ce OTHACs 10 Bac (Wiu He cTe CUTypHH), TOBOpETE BeaHara ¢ Barus jekap
npenu na 3anounere Jeuenue cbe CellCept.

EdekT Ha ciibHYeBaTA CBETJIMHA
CellCept namansiBa 3amuTHUTE CHIH Ha oprann3ma Bu. [Topaan ToBa, ChIeCTBYBa MMOBUILECH PHCK OT
pak Ha kokaTa. Orpanudete uznaranero Ha crbHIE U UV cBetnnna. Hanpasere ToBa karo:

. HOCHTE 3all[UTHO 00JICKJIO, KOETO MOKPHUBA CHIIO TIaBaTa, IIUATa, PhIIETE U KpaKara
. M3II0JI3BAaTE CIBHIIE3ANTUTEH IPOAYKT C BICOK 3alTUTEH (haKTOop.
Jeuna

[Ipu nemara, ocoOeHO MPH TE3U Ha BH3PACT MO 6 TOTUHHU, MOXKE J1a UMa ITO-TOJIsIMa BEPOSTHOCT,
OTKOJIKOTO BB3PACTHUTE, 32 PA3BUTHE HA HSIKOW HEXKETAHU PEaKINH, BKIIOUYUTEIIHO AUAPUS,
MOBPBIIIaHe, MH(PEKIMH, HAMAJIIBaHE HAa OpOs Ha YSPBEHUTE U OCITUTE KICTKH B KPHBTA U €BEHTYAITHO
pak Ha JuMbHaTa CUCTEMa WA KOXKaTa.

Kamncynure ca moaxo iy caMmo 3a jelia, KOUTO ¢a B ChCTOSIHUE JIa MPETTBINAT TBhP/IH JeKapcTBa 0e3
pHCK OT 3ajaBsiHe. [lopaay ToBa TeKapcTBOTO TPsOBA J1a ce J]aBa caMo B ChOTBETCTBHE C JIEKAPCKOTO
npenucaHue.

AKO He cTe CUTypHH B HEIIO 3a JiedeHNeTo Ha BameTo nere, mochBeTBaiite ce ¢ Bammst nexap niu
¢dapmareBT npeau ynorpeoda.

Jpyru aexapersa u CellCept

Wudopmupaiite Barust iexap wiu papMarieBT, ako MpUeMaTe WIH HACKOPO CTE MPUEMAJIH IPYTH
nekapcTBa. ToBa BKIFOYBA JICKAPCTBA, KOUTO CTE CH KyMUIH O€3 perenTa, KaTo HalpuMep pacTHTETHN
nekapcra. ToBa e Taka, 3amoro CellCept moxke 1a moBnvsiec HaYKMHA, IO KOWTO HIKOM JIEKApCTBA
neiictBat. ChIII0 Taka JPYTH JIEKApCTBa MOKe Ja moBiusst aeicteuero Ha CellCept.
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IMo-crienmainyo, nmpeau na 3amnovnete seueHue che CellCept, kaxxere Ha Bamus siekap win papmariesr,
aKo TpueMaTe HAKOU OT CIEAHUTE JIEKapCTBa:

o A3aTHONPHUH WX JIPYTH JIEKApPCTBA, KOUTO IMOTUCKAT UMYHHATA CHCTEMA - TABAHU CIIE]T
orepanusTa 3a TpaHCIDIaHTAIHS

o XOJIECTHPAMHH — U3MOJI3BAH 32 JICYEHUE Ha ITOBHIIICH XOJIECTEPOIT

. pUQaMITUITMH — aHTUOMOTHUK, M3TOJI3BaH 32 MPO(UITAKTUKA | JICYCHHE Ha MH(DEKIIUH, HATIP.
Tybepkymnosza (TB)

L] AHTUAIU I NN I/IHXI/I6I/ITOpI/I Ha IpOTOHHATA IMOMIIa — U3II0JI3BAHU IIPpU HpO6HeMI/I Cc
KHUCEIMHHOCTTA B CTOMaXa, HAMp. HAPYIIIEHO XPAHOCMUIIAHE

o CpecTBa, CBBp3BaIy (ochaTuTe — U3MOI3BAHN OT XOpa ¢ XpOHWYHA OBOpeuHa
HEJOCTATHYHOCT 332 HAMAJSIBaHE Ha KOJMUYECTBOTO (pocdatu, KOUTO ce abcopOUpaT B KPhBTA

o AHTUOMOTHIIN — M3MOJI3BAHH 34 JICUCHHE Ha OAKTEPHATHU HHPEKITUH

o M3aBYKOHA30J1 — M3IOJI3BaH 3a JeUeHHEe Ha IbOMYHM HH(EKITUH

o TeJIMHUCApPTaH — U3IOI3BaH 3a JIEYeHHE Ha BUCOKO KPBBHO HaJlsITaHe.

Bakcunu

AKo ce Hy)KIaeTe OT BakcHHanus (KuBa BakcuHa), mokaro npuemare CellCept, roBopete mbpBo ¢
Bammst nekap nnu dpapmanest. Bammsr siekap e Bu mockBeTBa KakBH BAKCUHH MOXKE 1
U3M0J3BaTe.

He tpsibBa ma mapsisate KpbB Mo Bpeme Ha jtedenneto che CellCept umu B pamkuTe Ha mone 6
CEJIMHIIY CJIE]] IPEKpaTABaHe Ha JIEYeHNETO. MBXKeTe He TPsAOBa /1a ObAaT JOHOPH HA CIiepMa o
Bpeme Ha siedenueto che CellCept win B pamkute Ha mone 90 AHU ciie/l IpeKpaTsBaHe Ha JICYCHHETO.

IMpuem Ha CellCept ¢ xpana n HaNUTKH
IMpueMbT Ha XpaHa U HATMTKH HAMA eeKT Bbpxy Jeuennero Bu cve CellCept.

KonTtpanenuus npu :xenu, npuemaun CellCept
AKO cTe xKeHa, KOsITO MOXKe /1a 3abpeMeHee, Brue TpsiOBa aa n3nomnsBare eheKTHBEH METOA 3a
xonTparemnims csc CellCept. Toa BkiIrOUBa neproa:

o npeau 3anouBane Ha nmpuema Ha CellCept
o mo BpeMe Ha 1su1oto JeuecHue che CellCept
o B IIPOIBIDKEHIE HA 6 CeIMMIIA ciel cnupane Ha mpuema Ha CellCept.

FOBOpCTe ¢ Bamus JICKap OTHOCHO Haﬁ-nonxonﬂmam KOHTpalenuusd 3a Bac. Toga 11e 3aBucu ot
Bamus KOHKPCTCH cnyqaﬁ. 3a npeAnoYrTaHe € Ia Ce IPUJIOXKAT JIBS d)ODMI/I Ha KOHTpaNCHIIUs, Thil
KaTo TOBa € HAMAJIHM PHUCKA OT HCXKCJIaHa 6DeM€HHOCT. CB])[))KeTe ce ¢ Bamus JIEKap Bb3MOKHO
Haﬁ-CKOPO, aKo0 cMATaTe, Y€ KOHTpauenuuiaTa Bu Mo:xe 1a He e e(l)eKTI/lBHa HJIA AKO CTE
3a6paBmm Aa B3€MeETE NMPOTUBO3aYaThbYHATA CH TabJieTKA.

He moxeTte na 3abpemMeneeTe, ako HIKOE OT CIIEIHUTE ChCTOSIHUS ce OTHacs J0 Bac:

° Bue cte B mocTMeHonay3a, T.€. Ha Bb3pacT Hal-Manko 50 roauHu u nocieaHata Bu
MEHCTpyalus ¢ Ouja nmpeay moBeue OT roarHa (ako MeHCTpyalusaTa Bu e cnpsiia mopaau
JIEYEHUE 3a PaK, TOraBa BCE TAaK UMa BEPOSITHOCT J1a 3abpeMeHeeTe)

. danonueBuTe TPHOU U ABaTa Bu situAmKa ca OMIIM OTCTpaHEHU C orepartus (OuaaTepaaHa
CaJITMHT0-00()OpEeKTOMHSI)

. Martkata Bu e orcTpaneHa ¢ oneparus (XHCTEpEeKTOMUS)

. SituannuTe Bu Beue He GyHKIMOHUPAT (MIPEXkIeBPEMEHHA SIMYHUKOBA HEJIOCTATHYHOCT,
MOTBBPCHA OT CTICHUATHCT-THHEKOJIOT)

. Bue cre ponieHa ¢ efHO OT CIIeTHUTE PEIKH ChbCTOSHUS, KOUTO MPAaBIT OPEeMEHHOCTTa
HEBB3MO)KHA: TeHOTHI XY, CHHAPOM Ha Turner Win areHe3us Ha MaTkaTa

. Bue cte nere win AeBoOiKa, KOSATO OLIE HAMA MEHCTPYALHsl.

Kontpanenuus npu Mmbike, kouto npuemat CellCept
Hanuunute naHHM HE TIOKa3BaT MOBUILEH PUCK OT Maidopmanuu wim adbopt, ako Oaiarta npuemMa
mukodenonar. He moxe obaue 1a ce U3KIIFOUH HAMTBIIHO HAJTMYKETO Ha puck. KaTo nmpennaszHa Mspka
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ce npenopbuBa Bre 1 BamaTta mapTHROpKa /1a M3M0I3BaTE HAJIEKIHA KOHTPAIIETIIINS 110 BpeMe Ha
JICYCHUETO U B TpoabIDKeHue Ha 90 aHu ciiex kato cre crpenu npueMa Ha CellCept.

Axo IJIaHUPATC 1a CTaBaATC 63]]_[8., O6C’LI{CT€ ¢ Bamus JICKAp NOTCHIHUAJIHUTE PUCKOBE U AJITCPHATUBU
Ha JICYCHUC.

BpemeHHOCT M KbpMeHe

Axko cTe OpeMeHHa WU KbPMHUTE, CMSTATE, Y€ MOXKE J]a CTe OpeMEHHA MM TUTaHUpaTe OpEMEHHOCT,
nochBeTBaiTe ce ¢ Bammms nexap wiu gapmaneBT pe/iu Ja MpueMeTe ToBa JeKapcTBo. Bammsar nexap
e oochau ¢ Bac puckoBere B ciaydail Ha OpEMEHHOCT U aJITEpHATUBHUTE JICUEHUS], KOUTO MOKE J1a
npeanpueMeTe, 3a J1a ce IpeloTBpaT OTXBBPISIHETO Ha TpaHCIIaHTupaHust Bu opran, ako:

. [InanupaTte OpeMeHHOCT.

. [IponycHamu cTe WK cMsITaTe, Y€ CTE MPOMYCHAIN MEHCTPYAJICH IIMKBII, UK aKO HMaTe
HEOOMYAHO MEHCTPYATHO KbPBEHE, UK MOI03UpaTe, ue cTe OpeMeHHa.
. [IpaBuTe cexc 0e3 na u3noa3Bare ehEeKTUBHU METOIU 3a KOHTPAIICTILIHA.

Axko 3a0peMeHeeTe 1o BpeMe Ha JISUeHHETo ¢ MUKo(deHoaT, TpsioBa He3a0aBHO Jla yBeoMHUTe Bammist
nekap. Borpeku ToBa, mpoasmkasaiite na npuemare CellCept, nokarto He roBopure ¢ Hero.

bpemennoct

MukodeHoIaT NIpUYMHIBA MHOTO BUCOKA YeCTOTa Ha crioHTaHeH abopT (50%) 1 Ha TEKKU BPOACHH
Mandopmanuu (23-27%) Ha mioga. Bponenute Mandopmanuu, KOUTO ce ChOOIIaBaT, BKIIFOUBAT
aHOMAaJIMH Ha YIIUTE, OYUTE ¥ JIMILETO (3aeliKa ycTHa/HeO11e), Ha pa3BUTHETO Ha MPBCTHTE, HA
CBPIIETO, XPaHOIIPOBO/IA (OpraH, KOHTO CBBP3Ba I'bPIOTO ChC CTOMaxa), ObOpenuTe n HepBHATa
cuctema (Harmpumep cruHa OuQuaa, KbIETO KOCTUTE Ha TPhOHAYHUS CTHIO He ca JoOpe pa3BUTH).
Bamrero 6e6e Moske 1a ObJie 3aCErHaTO OT CIUH WIIM TIOBEYE OT Te3U AC(EKTH.

AKoO cTe KeHa, KOATO MOXe Jia 3a0peMeHee, TpsiOBa a peICTaBUTe OTPULIATENICH TeCT 32 OPeMEHHOCT
MIpeIM 3all0YBAaHE HA JICUCHUETO U J1a CIa3BaTe ChBETUTE 3a KOHTpalenus Ha Bamws nekap. Toi
MO2K€ J1a IOUCKa [T0BeYe OT €IUH TECT, 3a JIa € CUTYpEH, ue He CTe OpeMeHHa IIPeu 3all0YBaHe Ha
JIEYCHHUETO.

Kbpmene
He npuemaiite CellCept, ako kppmure. ToBa e, 3a110TO MaJIK{ KOJIMYECTBA OT JIEKAPCTBOTO MOXKE Jla
IPEMHUHAT B KbpMaTa.

Ilodupane u padora ¢ MAILIMHU

CellCept noBnusia B ymepeHa crerneH crocooHocTta Bu na modupate u 1a paboTuTe ¢ HHCTPYMEHTH
WJIM MaIIiHA. AKO C€ YyBCTBAaTe CHHIIMBY, C IPUTHIICHH yCEIIaHus I 00bpKaHu, ToBopeTe ¢ Bamms
JIeKap WM METUIIMHCKA CEeCTpa U HeJeiTe Aa modupare win aa paboTUTe C HHCTPYMEHTH WITH
MAIlIFHH, I0KaTO HE Ce ITOYyBCTBATE MO-I00pe.

CellCept cbabp:xa HaTpmii
ToBa siekapcTBO ChABpKa mo-Manko o 1 mmol (23 mQ) Hatpuii Ha Kancyna, T.e. MOXe Jia Ce Kake, ue
MPAKTHYECKU HE ChIbP)Ka HATPHIL.

3. Kaxk na npuemate CellCept

Bunaru npuemaiite ToBa J€KapcTBO TOUHO KakTo Bu e kazan BamusaT nekap. Ako He CTe CUTYpPHH B
HeIo, monutaite Bamms nexap unn ¢papManesT.

Koaxo 1a npuemere

KonuuaecTBoTo, KOETO MpreMaTe 3aBUCH OT Bua Ha Bamara Tpanciuiantanus. OOudaiiHuTE 103H ca
MOKa3aH! Mo-710JTy. JIeueHNeTo 1mie MpoIbJKK TOJIKOBA ABJTO, KOJKOTO CE Hajiara, 3a jia ce
IIPEAOTBPATH OTXBBPJISHETO HA TPAHCIUIAHTHpaHus By opras.
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bnOpeuyHa TpaHcIIaHTALUSA
Bnb3pactau

[IspBaTa no3a ce gaBa A0 3 HU cie] olepalysiTa 3a TpaHCIJIaHTaLHs.
JlHeBHata no03a e 8 karcynu (2 g OT JISKapCTBOTO), MPUETH KATO 2 OTIESIIHH J03H.
Bsemerte 4 karcynu CyTpHH U cie TOBa 4 KaIrcyiu Bedep.

Jema

Kamncynure ca noaxonsiu caMmo 3a Aela, KOMTO ¢a B CbCTOSIHUE J1a IPETIbINAT TBbPIAU
nexapcTBa 0e3 puck ot 3anassHe. [lopanu ToBa JekapcTBOTO TPsiOBa Aa ce JaBa camo B
CBHOTBETCTBHE C JISKAPCKOTO Ipenucanie. AKO He CTe CUTYpHHU 3a HEIO, IOChBETBANTE ce C
Bamms nexap wiu dapMareBt npeau ymnorpeoa.

ITpunaranata no3a 1€ Bapupa B 3aBUCUMOCT OT TeJIECHATa IOBbPXHOCT Ha JIETETO.

Jlexapsrt Ha Bamiero nete mie onpenenn Hal-moaxoAsIaTa 103a Bb3 OCHOBA Ha PbCTA U
TEIJIOTO Ha JETETO (TENECHATA TOBLPXHOCT, U3MEPEHA B KBAJIPATHH METPHU WIIH ,,M?”),
I[IpenopbunTenHaTa HavaHa g1o3a € 600 mg/m? nea mbTH nHEBHO. [IpenopbunTenHaTa
noIbpKaIia J103a ocrasa 600 mg/m? nBa MbTH Ha 1eH (MakCUMaiHa 00IIa IHEBHA /1032 2 ().
Jo3ara Tpsi0Ba 1a ce MHAUBUyaIu3Upa Bb3 OCHOBA HAa KJIMHUYHATA OLIEHKA Ha JIEKaps.

CbpaedyHa TpaHCILUIAHTALMS
Bnb3pactaun

[IspBarta q03a ce naBa A0 5 AHM ClE] ONEpALUATA 3a TPAaHCIIAHTALHA.
JHeBHata no3a e 12 kancyinu (3 g OT JIGKapCTBOTO), MPUETH KaTo 2 OTACIHU JI03H.
Bsewmere 6 kancynu CyTpuH U ciie] TOBa 6 KaICcyJu Bedep.

Jena

Karncynure ca moaxo/siy caMo 3a Jielia, KOUTO ¢a B ChCTOSIHKE J1a MPErIbIIAT TBhPIT
nekapcTBa 6e3 prck ot 3ajaBsHe. [lopaau ToBa J1eKapcTBOTO TPsIOBA 1a ce JaBa camo B
CHOTBETCTBHE C JICKAPCKOTO Mpeucanie. AKO He CTe CUTYpHH 3a HEll[o, MOChBETBANTE Ce C
Barmust texkap unm apMareBT npead yruotpeoa.

[Mpunaranata q03a e Bapupa B 3aBUCUMOCT OT TEJIECHATA MOBBPXHOCT Ha JIETETO.
JlekapsT Ha Bamero nete 1e onpeenn Hai-moAXo/AIaTa 1032 Bb3 OCHOBA HA PhCTa U
TErJI0TO Ha JAETETO (TeIeCHAaTa IOBLPXHOCT, H3MEPEHA B KBAAPATHUA METPH WU ,,M>"),
INpenoprunTenHara HadamHa 103a ¢ 600 mg/m? na meTH qHEBHO. J[03aTa TpsA6Ba 1a ce
WHIMBUIyaTU3Upa Bb3 OCHOBA Ha KIIMHUYHATA OIICHKA Ha Jiekapsi. AKO ce moHacs 100pe,
no3aTta Moxe na ce ysearun 10 900 mg/m? npa mbTH JHEBHO, aKO € HEOOXOIMMO
(MakcuMaiTHa o0Ima JHEBHA 7032 OT 3 ().

YepHoapoOHa TPaHCIJIAHTALMA
Br3pactHu

ITspBaTa qo3a CellCept, kosiTo ce mpuema rpes ycrarta, e Bu ce mane Hali-mMaiako 4 aHu
CcJie]l oTepanuaATa 3a TpaHCIUIaHTalMs, korato Bue e Moxere 1a mperirpIaTe JiekapeTBa
Ipe3 ycTaTa.

JHeBHata no3a e 12 xancynu (3 g OT JIGKapCTBOTO), MPUETU KaTo 2 OTACIHU JI03H.
Bsemere 6 kancynu CyTpuH U ciieq TOBa 6 KaIcyJu Bedep.

Jema

Kancynure ca moaxonsmmu camo 3a Jiera, KOUTO ca B ChCTOSIHUE Ja TIPETJIbIIAT TBhPAN
nexapcTBa 0e3 pHuck ot 3aaaBsHe. [lopaau ToBa JekapcTBOTO TPsiOBa Aa ce JaBa camo B
CBHOTBETCTBHE C JIEKAPCKOTO MpeanrcaHie. AKO He CTe CUTYpHH 3a HEIO, IIOCHBETBANTE Ce C
Bamms nexap wnu dapmMarieBt npeau ymnorpeoa.

[Ipunaranara 1o3a 1ie Bapupa B 3aBUCHMOCT OT T€JIECHATa MOBBPXHOCT Ha JETETO.
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e JlekapsaT Ha Bammero nere mie onpeneny Hali-moaxosIIara 103a Bb3 OCHOBA Ha PbCTa U
TErJI0TO Ha AETETO (TeleCHaTa IIOBEPXHOCT, U3MEPEHa B KBaAPATHU METPH UM ,,M?”),
INpenoprunTenHara HadamHa 103a ¢ 600 mg/m? na meTH qHEBHO. Jl03aTa TpsAOBa 1a ce
HMHAMBHIyaIM3Mpa Bb3 OCHOBA Ha KIIMHUYHATA OLICHKA Ha JeKaps. AKO ce IoHacs 100pe,
no3ara Moxe ja ce ypearuu 10 900 mg/m? 18a IbTH JHEBHO, aKO € HEOOXOAUMO
(MakcumaiHa o6Ima JHEBHA 70323 OT 3 §).

IIpuem Ha JIeKapcTBOTO

TlornbiiaiiTe Kancyaure e, ¢ yamia Boja.

. He ru uynere u He ru pa3maukBaiiTe

o He npuemaiite kancynu, KOUTO ca OTBOPEHH WIH Pa3/ICICHH.

Buumapaiite Ja HC MOoMaAaHC Ipax OT BbTPCIIHOCTTA HA CUYIICHA KAIICyJia B OYUTC WJIN yCTaTa Bu.
L Axo TOBa ce CJIy4H, U3IIJIAKHETE OOMITHO ¢ YHCTa BOJa.

Buumapaiite Ja HC MOoMaAaHC IIpax OT BbTPCIIHOCTTA HA CHYIICHA KaIICyJla BbPXY KOKaTa Bu.
L4 Axo TOBa ce CJIy4H, U3IIJIAKHCTC YUACTbKaA CTAPATCIIHO ChC CAIlyH U BOJA.

AKo cTe mpue;u MoBeve oT HeodxonumaTta no3a CellCept

AKO cTe IpHeITH ToBeYe KarcyJid, OTKOIKOTO By e Ka3aHo, roBopeTe ¢ JIeKap WIIM OTHJIETE BeHAra B
Gonnuia. Hampagere ChIoOTO, aKO HAKO# JAPYT ciydaiiHo npueme Bamero nekapcrso. B3emere
OIaKOBKaTa Ha JIeKapcTBOTO ¢ Bac.

Axo cte npomycHaiu 1a npuemete CellCept

Axo Hsxora 3a0paBuTe Jla IpueMeTe JIeKapCcTBOTO, B3€METe I'o BeJHara ciej Kato cu criomuure. Cren
TOBa MPOJIBIDKETE JIa TO IpUeMare B oonvaiHoTo BpeMe. He B3emaliTe qBoliHA 71034, 3a 1a
KOMIIEHCHpAaTe IpoITycHaTaTa J103a.

Axo cte cnpeau npuema Ha CellCept
He crnimpaiite mprema Ha CellCept, ocBen ako JieKyBaIusT Jiekap He Bu kae. AKO cripeTe JiedeHHEeTo
CH, MOXe€ J]a yBEJIMUUTE BEPOSITHOCTTA 32 OTXBBPJISTHE Ha TpaHCIUIaHTHpaHusi Bu opran.

AKXO MMaTe HAKaKBH JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yHOTpebaTa Ha TOBA JIEKApCTBO, OIHUTANTE
Bamms nexap wnu gpapMariesBT.

4, B13MoKHU HeKeTaHH peakiun
Kakro Bcnukwu ekapctsa, CellCept Moske ma mpeu3Brka HeXEIaHU PEAKIUK, BBIIPEKH Y€ HE BCEKU
T [TOTyYaBa.

FonopeTe CJIeKap BeJaHara, axko 3a0eJ1e;KuTe HAKOHU OT CJICAHUTEC CCPUO3HU HEKECJIAHU PCAKIUHA —
MOZKe Ja Ce HYyKAaeTe OT CIICHIHO JICYCHHE:

o “MaTe NMPU3HAIM Ha UHQEKIUS, HAIP. BUCOKA TEMIIEPaTypa WK OOJIKH B I'BPIIOTO
o “MaTe HeOYaKBaHO HACHHSBaHE MM KbPBEHE
o 00puB, CHPOEXK, yPTUKAPHS, 33AyX W 3aTPYTHEHO AWIIAHE, CBUPKAIIN XPHUIIOBE MM KaILUTUIIA,

CBETOBBPTEK, 3aMaiiBaHe, IPOMEHH B HUBOTO Ha Ch3HAHKE, XUITIOTOHUS, ChC WU 03 JeK
reHepau3upaH chpOexk, 3a4epBsIBaHe HA KOXKATa U MO{yBaHEe HA JIUIETO/TbPIIOTO (CUMIITOMHU Ha
TEXKa aJepruIHa peaKIvs).

Oo0uyaiinu npodaemMu

Hsikon ot no-o6uuaiinute npobieMu ca Auapusi, HaMajleHue Ha OeIUTe KPbBHU KISTKU WIX Ha
YepBEHHUTE KPHBHU KIIETKH B KpbBTa Bu, nH(EKIUS 1 OBphIaHe. Bammuar nekap e u3BbpIinBa
pPEIOBHU KPBBHHU TECTOBE, 3a J1a MPOCIENABA IPOMEHH B:

. Opos Ha KPBBHUTE KIIETKH WM MPU3HALN HAa HH(EKIHUS.
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bopb6a ¢ undexnunte

CellCept namasnsiBa 3amuTHATE CHIM Ha oprann3ma Bu. ToBa ce mpaBw, 3a a ce CIpe OTXBBPIISIHETO
Ha TpaHCIUIAHTUpaHus opraH. B pe3ynraT Ha ToBa, opraHu3MbT Bu HAMa 1a Moke fa ce 6opu ¢
WHEKIUUTE Taka J00pe, KaKTO 0OMKHOBEHO. ToBa 03HaYaBa, 4e MOXKE JIa CE 3apa3uTe C IMOBEYe
UHQEKIMK OT 0OMKHOBEHO. Te BKITrouBaT HHPEKIMH HAa MO3bKa, KOXKaTa, ycTara, CToMaxa v 4epBara,
Oenmre QPOOOBE M MUKOYHATA CHCTEMA.

Pak Ha koxara u iumM@pHaTa cucTemMa
KaxTo Moe ma ce ciydyu npu manyueHTH, KOUTO IpreMaT TO3U B JIeKapCTBa (MMyHOCYTIEPCOPH),
MHOTO Malbk Opoii ot nmammentute Ha CellCept, morar na pa3BusT pak Ha TuMdHATa ThKaH U KOXKAaTa.

O0mM HesKeTaHW peaKIuu

Moxe a momy4uTe OO HEXXETaH! peakiny, 3acaraiiy opranuzma Bu kato 1so. Te BkirouBaT
CEPUO3HHU aJIepIrMYHH PEAKINH (KaTo aHa(UIIAKCHsl, aHTHOHEBPOTUYEH OTOK), IIOBHIIICHA
TeMIieparypa, 9yBCTBO Ha CHIIHa yMopa, Oe3cbHue, OOJIKH (B cTOMaxa, IPhJIHUS KOIII, CTABUTE WITH
MYCKYJIUTE), [JIaBOOOJIHE, TPUTIONOI0O0HN CUMIITOMHU ¥ TIOTyBaHe.

[pyrure HexxenaHu peakMy MOKe J1a BKIIOYBAT:
Ko:xHu npoésiemMu karto:
o aKHe, XepIec Ha yCcTaTa, XepIec 30CTep, KOXKHU 00pa3yBaHHs, KOCONa, 0OpUB, ChpPOEK.

ITukoynu npodaeMu Kato:
o KpPbB B ypHHATA.

IIpod;1eMu ¢ XpaHOCMMJIATEJIHATA CHCTEMA M yCTATa KaTo:

o IMOAYBAaHC HAa BCHIIUTC U A3BU B yCTATa,

BB3IMAJIEHNE Ha TTaHKpeaca, 1e0eI0To YepBO HIIH CTOMAxa,

CTOMAIIIHO-YPEBHH NPOOJIeMH, BKIFOUUTEIHO KbPBEHE,

YepHOAPOOHH HAPYIICHNUS,

Juapus, 3ameK, MO3UBHU 3a OBPBIIAHE (TaJIcHe), HapyILIECHO XpPaHOCMUIIaHe, 3ary0a Ha aleTuT,
OT/IEJISTHE Ha Ta30BeE.

IIpo0iemMu ¢ HepBHaTa cUcTEMa KaTo:

L Y9yBCTBO Ha 3aMasiHOCT, CbHIIMBOCT WM U3TPBHIIBAHE,
° TPENIEPEHE, MYCKYJIHU CIIa3MH, ITPUITaABbIH,
L YYBCTBO Ha TPEBOXKHOCT WJIN ACTIPECHSA, TPOMEHN B HACTPOCHUETO UIIN MHUCIIUTE.

IIpoGsieMu cbe CHPLETO U KPHBOHOCHUTE ChAOBE KATO!
o MPOMsIHA B KPHBHOTO HAJISITAHE, YCKOPEH ChPJCUYCH PUTHM, pa3lIUpsiBaHe HA KPHBOHOCHUTE
CHJIOBE.

IIpobaemu c dennrte ApodoBe, KaToO:

. MTHEBMOHHUS, OPOHXUT,

. 3a/IyX, KallJINIIA, KOSITO MOXKE J1a C€ TB/DKM Ha OpOHXHEKTa3nu (3a00siBaHe, TP KOETO
JIMXaTETHUTE THTHUIIA Ca HeOOMYAHO pa3mupenn) uin oenoapodHa Gubposa (pa3pacTBane Ha
ChEIMHUTENHA ThKaH B Oenute Apodose). ['oBopere ¢ Bamms gekap, ako pa3BueTe ynopura
KallUInIa WA 3a/1yX.

. TEYHOCT B OejuTe APOOOBE UK B IPBIAHMS KOIII,

. npo0JIeMU ChC CUHYCHUTE.

Jpyru npodJjieMu KaTo:
. 3ary0a Ha TerJjo, ojarpa, BUCOKa KpbBHa 3axap, KbpPBEHE, HACUHSBAHE.

I[OH'[)JIHI/ITCJIHH HEKEJIAaHU PCAKIIUU ITPHU 1€Ha X1 IOHOIITH

ITpu nenata, ocoGEHO MU TE3U Ha Bb3pacT M0A 6 FOAMHYU, MOXKE Jja UMa N10-TOJIIMa BEPOATHOCT,
OTKOJIKOTO BB3PACTHUTE, 32 PA3BUTHE HA HIKOM HEXKEJIAHH PEAKLIUH, BKIIOYUTEIIHO AUapus,
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MOBpBIaHe, MH(EKIMH, HaMaJsiBaHEe Ha OpOsl Ha YepBEHUTE U OETTUTE KJIETKH B KPHBTA M €BEHTYaITHO
pak Ha TMMQHATa CHUCTEMa MM KOXKaTa.

Cpo01aBaHe HA HeKeJIAHU peaKIun

AKO TOITyYnTe HIKAKBU HEKEJaHH JICKApPCTBEHU PEakIiy, yBeaoMere Bammus nekap wimm Gapmariesr.
ToBa BKIIIOYBa BCHYKH Bb3MOXKHH HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIaHU peakuruu. MoxkeTe ChIIo Aa
CHOOIINTE HEXKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, TOCOYCHA B
IIpunoxenne V. Kato cro01maBare HeXxXeIaHA PEaKIMK, MOXKETE J1a TaJICTe CBOSI IPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(POpMannsg OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak 1a chxpansBate CellCept

o ToBa JiekapcTBO TPsIOBA Jla ce ChXpaHsBa HA MSCTO, HEJIOCTHITHO 32 JIela.

. He m3non3BaiiTe TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, KOWTO € OTOeNA3aH BhPXY
KapTOHEHaTa omaKkoBka cien ,,['ogen 10:" u ,,EXP*.

o Jla He ce chxpansBa Hax 25 °C.

o CwxpaHsiBaliTe B KapTOHEHATa OMAKOBKa, 3a Jla ce MpeJIna3y OT Biara.

o He u3xpbpiisiiiTe HUKAKBH JICKapCTBa B KaHAJIN3alMATA UM B KOHTEHHEpa 3a JIOMallHU

otnaabiu. IlonuTaiite Bamms papmaiieBT kak 1a U3XBbPIIATE JIEKAPCTBATA, KOUTO BeUe HE
u3noa3pare. Te3n MEepKH L€ CIIOMOTHAT 3a OIMa3BaHE HAa OKOJIHATa cpeaa.

6. Chbabp:kaHue Ha OIAKOBKATA M JOIIbJIHUTETHA HHpOpManus

Kakso cpabpixa CellCept

- AKTHBHOTO BEIIIECTBO € MUKO(DEHOIAT MO(ESTHII.

Bcesika xancyna ceaspka 250 mg mukoderomat MoQeTu.

- [pyrure cbcraBku ca:

e KancynHo ceappxumo Ha CellCept: mpexxenaTHHU3MPaHO LAPEBUYHO HUIIECTE,
KpOCKapMeso3a HaTpuH,
nonuBunoH (K-90), marHesues creapar (BrwkTe Touka 2 ,,CellCept chabpika HaTpuit™).

e (ChcrTaB Ha KarcynaTa: xenaTu, uHaurokapmu (E132), sxbar sxenesen okeun (E172),
yepBeH skene3en okcun (E172), turanos aquokcun (E171), uepen xernesen oxcun (E172),
KaJINeB XUIPOKCHUJI, IEJUIaK.

Kak n3raexaa CellCept u kakBo CbhIbpiKa 0NAKOBKATA
- CellCept xancymnu ca ¢ mpoabiiroBata ¢gopma, KaTo eIUHIST Kpall € CHH, a APYTUsIT € Kadss.
Ha xamagero Ha Karcyiara e otreuarano ,,CellCept 250 B uepHo, a ,,Roche” e oTrmeyarano B
YepHO Ha TSUIOTO HA Karcysara.
- IIpennarar ce B kapronenu Kytuu o 100 nmm 300 karcynu (B omakoBku ¢ Onuctepu o 10
KarCyJIu) Wik rpymnoBH omakoBku 1mo 300 karcymu (3 omakoBku mo 100). He BCHYKH BUOBE OMAKOBKH
Morar Aa ObJaT MyCHATH Ha Ma3apa.

IIpuTe:kaTes Ha pa3pellieHHETO 32 yNOTpeda
Roche Registration GmbH
Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
I'epmanus

IIpousBoauTe

Roche Pharma AG

Emil Barell Strasse 1
79639 Grenzach-Wyhlen
I'epmanus
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3a gombIHATENHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
TIPEJICTABUTEN Ha MIPUTEXKATENS Ha pa3penIeHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien,
Luxembourg/Luxemburg
N.V. Roche S.A.
Belgié/Belgique/Belgien
Tél/Tel: +32 (0) 2 525 82 11

Bbnarapus
Pomr Bearapust EOO/I
Ten: +359 2 474 5444

Ceska republika
Roches. r. o.
Tel: +420 - 2 20382111

Danmark
Roche Pharmaceuticals A/S
TIf: +45 - 36 39 99 99

Deutschland
Roche Pharma AG
Tel: +49 (0) 7624 140

Eesti
Roche Eesti OU
Tel: + 372 -6 177 380

EALada, Kvmpog
Roche (Hellas) A.E.
EALGSa

TnA: +30 210 61 66 100

Espafia
Roche Farma S.A.
Tel: +34-91 324 81 00

France
Roche
Tél: +33 (0)1 47 61 40 00

Hrvatska
Roche d.o.o.
Tel: +3851 47 22 333

Ireland, Malta

Roche Products (Ireland) Ltd.

Ireland/L-Irlanda
Tel: +353 (0) 1 469 0700

island

Roche Pharmaceuticals A/S
c/o Icepharma hf

Simi: +354 540 8000
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Lietuva
UAB “Roche Lietuva”
Tel: +370 5 2546799

Magyarorszag
Roche (Magyarorszag) Kft.
Tel: +36 - 1 279 4500

Nederland
Roche Nederland B.V.
Tel: +31 (0) 348 438000

Norge
Roche Norge AS
TIf: +47 - 22 78 90 00

Osterreich
Roche Austria GmbH
Tel: +43 (0) 1 27739

Polska
Roche Polska Sp.z o.0.
Tel: +48 - 22 345 18 88

Portugal
Roche Farmacéutica Quimica, Lda
Tel: +351 - 21 425 70 00

Romania
Roche Romania S.R.L.
Tel: +40 21 206 47 01

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.o.
Tel: +421 - 2 52638201



Italia Suomi/Finland

Roche S.p.A. Roche Oy

Tel: +39 - 039 2471 Puh/Tel: +358 (0) 10 554 500
Sverige
Roche AB

Tel: +46 (0) 8 726 1200
Latvija
Roche Latvija SIA
Tel: +371 - 67 039831
I[ara Ha MOCJICAHO MpepasrjacKaaHe Ha JUCTOBKaTa

JApyru u3rouHuum Ha uHGopMauus

[TonpoGHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpomnelickara areHIus
1o JiekapcTBata https://www.ema.europa.eu
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

CellCept 500 mg mpax 3a KOHIEHTPAT 32 HH(}PY3NOHEH PA3TBOP
mukodenonar moderin (mycophenolate mofetil)

IIpoyeTeTe BHUMATEIHO LAJAaTa JIMCTOBKA, MPEAH 1a 3aNI04YHeTe /1a IpHeMaTe TOBA JIEeKapCTBO,
Thil KaTO T4 ChAbPKa BaxHa 3a Bac undgopmanus.

- 3amasere Ta3u JUCTOBKA. MOXe 1a ce HAJIO0XH Aa S MPOYETETE OTHOBO.

- AKko MMaTe HIKaKBHU JOIBJIHUTEIHH BBIIPOCH, IONUTalTe Barms jgekap win ¢papMaliiesT.

- Tosa nekapcTBo € mpeanucano Ju4Ho Ha Bac. He ro npeorcThiBaiite Ha Apyru xopa. To Moxe n1a
VM HaBpEe/Y, HE3aBHCHUMO Y€ MPU3HAINTE Ha TIXHOTO 3a00JIBaHE ca ChIUTE KaTo Bammre.

- Axo MMOJIYYHTE HAKAKBU HCXKCIIAHU JICKAPCTBCHU PCaKINU, YBEIOMETC Bamms JICKap ujin
MCIUIIMHCKA CeCTpa. ToBa BKIIIOYBA M BCUYKU BBE3MOKHU HEXKEIaHU PpCaKknumn, HCOIMMCAaHU B Ta3n
nmucToBKa. BmkTe Touka 4.

Kakgo CbABbPiKa Ta3u JIMCTOBKA:

Kaxso npezcrasissa CellCept u 3a kakBo ce u3nosssa
KakBo Tps16Ba 1a 3Haete npeau aa unoiassate CellCept
Kaxk ma nsmomnssare CellCept

Bb3MOXKHHM HEXKeETaHH Peakun

Kak na cpxpansiBate CellCept

ChbabpkaHue Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMALIUS
[IpuroTBsiHe Ha JEKAPCTBOTO

NogakrownhE

1. Kakso npeacrasasipa CellCept u 3a kakBoO ce n3nos3sa

CellCept cbabpika MuUKO(pEHOTAT MOETHIT:
. To# npuHAATICKH KbM Irpyma JIeKapCcTBa, HAPEUCHH ,,AMyHOCYIIpecopu’”.

CellCept ce n3nonssa, 3a ja ce MPeJOTBPATH OTXBHPISIHETO HA TPAHCIUIAHTHPAH OPTraH OT OpraHu3Ma:
° brbpek win uepen npoo.

CellCept Tpsi6Ba ma ce M3MoI3Ba 3a€IHO C IPYTH JIEKAPCTBA:
. [IMKITOCTIOPUH ¥ KOPTUKOCTEPOHIH.

2. Kakso TpsioBa 1a 3naete, npeau 1a npuemete CellCept

HNPEAYIIPEXIEHUE

MuxodeHonart npen3BHKBa BPOJACHH JIePEKTH U CMBPT Ha IUI0Ja. AKO CTe )KeHa, KosTo Ou Moriia aa
3abpeMeHee, TpsiOBa Jia MPeJICTABUTE OTPHUIIATENIEH TECT 32 OPEMEHHOCT TPe/IH 3alloYBaHe Ha
JIeYeHUEeTO U TpsiOBa Jla cria3BaTe ChbBETUTE 3a KOHTpaLenuus Ha Bamms nekap.

BamusaT nexap e roopu ¢ Bac u mie Bu naze nucmena nadopmaiiusi, 0COOCHO 3a €PEKTUTE Ha
MUKOQEHOJAT BBPXY M1o/a. [IpoueTeTe BHUMATEIHO Ta3u HHGOPMALIUS U CIa3BalTEe YKa3aHUITA.

AKo He pa30bupaTe HaIThJIHO TE€3U yKa3aHus, MOJIs, TOMoJIeTe Jiekaps 1a Bu ru o0sicHu, penu aa
npruemMere MUKo(peHoIaT. BUKTe ChIIo U JOMbIHATENHATAa HHQOPMAIIHS B Ta3U TOYKA B
»LIpenypexxaeHus u npeamna3sau Mepku”, ,,Kontpanenmus u ,,bpemeHHOCT U KbpMeHE”.

He npuemaiite CellCept:

o AXO cTe ajepru4Hu KbM MUKO(eHOIaT Mo eTHI, MUKO(EHOI0Ba KHCEIHHA, oarcopoar 80
WJIM KBbM HSKOS OT OCTaHAJIUTE ChCTABKU Ha TOBA JIEKapCcTBO (M30pPOCHH B TOUKA 6).

139



. AKO CTe xeHa, KOSTO MOXKE Jia 3a0peMeHee U He CTe MPECTABIIIN OTPHIIATEIICH TECT 3a
OpeMEHHOCT Mpey MbPBOTO MPEITUCBAHE, Thil KaTO MUKO(EHOJIAT MPUIMHSABA BPOACHH
MandopManuy ¥ CMBPT Ha IJI0/A.

o Ako cte OpeMeHHa, IIaHupate J1a 3a0peMeHeeTe Wik CMsITaTe Yye MOKe Jia cTe OpeMeHHa.

o AKko He u3non3Bare eQeKTUBHA KOHTpauenuus (Buwkre ,,Konrpauenuus, OpeMEeHHOCT U
KbpMeHe").

. AKO KppMHTE.

He npuemaiite ToBa IeKapCcTBO, aKO HEITO OT TOPHUTE CE OTHACS 110 Bac. Ako He cTe CUTYpHH,
rosopere ¢ Bamms nekap wim dapmarest npeau aa npuemere CellCept.

IIpenynpesxxaeHus ¥ NpeanasHl MepKH

T'oBopeTe ¢ Baitust jiekap win MEAUIIMHCKA CECTpa BEJHAra IIPEAU /1a 3aIIOYHETE JICUEHHUE ChC
CellCept:

o Axo cTe Ha BB3pacCT HaJ 65 IrOJUuHH, TBI KaTo MOKE Ja CTC U3JI0KCHU Ha MOBUIICH PUCK OT
IMOJIYy4aBaHC Ha HCXKCIIAaHU CT,6I/ITI/I}I, KaTO HAIIpUMEPp HAKOU BUPYCHU I/IH(l)eKLII/II/I, KBbPBCHEC OT
CTOMAIITHO-YPEBHUS TPAKT U OCJIOAPOOEH OTOK, B CPABHEHHUE C MMO-MJIAIUTE MAUCHTH

° AKO UMaTe CHMITTOMH Ha HH(EKIIHS, HAIP. BUCOKA TeMITepaTypa WIH OOJIKH B TBPIOTO

. AKO UMaTe HeOUaKBaHO HACHHSBAHE WU KbPBCHE

° AKO HSIKOTa CTe MMaJIH MPO0JIEM C XPaHOCMIUTATEIHATA CUCTEMa, HATIp. CTOMAIITHA S3Ba

° Ako TutaHupare aa 3ad0peMeHeeTe WK ako 3abpeMeHeeTe, nokaTo Bue mim Bammsar napTHsop
ce nekyBare cbe CellCept

o AKO UMaTe HaCJECTBeH SH3UMEH JeuIuT, Kato HanpuMmep cuHapoM Ha Jlem-HuxaHn u Ha

Kemu-Curmunsp.

AKO Helo OT TOpHHUTE ce OTHAcs 10 Bac (Wim He cTe CUTypHH), TOBOpeTe BenHara ¢ Bamus inekap
WIM MEJIHMIMHCKA cecTpa mpeau ja 3anovynete edeHue cbe CellCept.

EdexT Ha cibHYeBaTa CBETJINHA
CellCept namassiBa 3amuTHATE CHIM Ha oprann3ma Bu. ITopaau ToBa, MiMa MOBHUIIICH PUCK OT PaK Ha
kokata. Orpanudere n3naradeto Ha cirpHIe U UV cBemnaa. Hampasere ToBa KaTo:

® HOCHTEC 3allITUTHO 06JICI(JIO, KOC€TO IMMOKPHUBA CHIIO I'IaBaTa, IIxATa, PbLUCTE U KpaKaTa
L H3M0JI3BATC CIIBHUC3AUTHO CPCACTBO C BUCOK 3alIUTCH (baKTOp.
Jena

I[a HC CC IIpuJjiara ToBa JICKapCTBO Ha [CIA, TBHI KaTO 0€30IaCHOCTTA U C(bHKaCHOCTTa Ha I/IH(i)YSI/II/ITe
IIpU MauCHTHU B A€TCKAa BHE3PacCT HE Ca YCTaAaHOBCHHU.

JApyrn nexapcrBa u CellCept

Wudopmupaiite Bammst nexap niin MEAUIIMHCKA CECTPa, aKO IprUeMaTe WM HACKOPO CTE IprUeMaln
JpYTH JIeKapcTBa. ToBa BKIIIOUBA JIEKAPCTBA, KOUTO CTE CH KyNWIN Oe3 pelenTa, KaTo HalpuMep
pacTtuTenHu jekapcta. Tosa e Taka, 3amoro CellCept moske na moBiusie HauMHA, O KOWTO HAKOU
nekapcTBa aeiictBar. ChIIo Taka PYyrH JIeKapcTBa MOXe Jia moBnussT aeiicteueto Ha CellCept.

[Mo-cnienmainto, nmpeau na 3amno4ynete seueHue cbe CellCept, kaxxere Ha Bamus jekap win
MEAHMIIMHCKA CECTPA, aKO IpUeMaTe HAKOU OT CIICAHHUTE JICKapCTBa:
®  a3aTHOIPHH WM JIPYTH JIKAPCTBA, KOUTO MOTUCKAT UMYHHATA CUCTEMA - JIaBaHH CIe]
oreparnusTa 3a TPaHCIUTAHTAITHS
XOJISCTHPAMUH — M3TI0JI3BaH 3a JICYCHUE Ha ITOBUIIICH XOJISCTEPOIT
pudaMIUIH — aHTHOUOTHUK, U3IIOI3BaH 3a MPOPMITAKTHKA 1 JICUeHNE Ha MHPEKIINH, HaTIp.
TyOepkynosa (TB)
e  cpelncTBa, cBhp3BalM Gocdarute — U3MOI3BAHHA OT XOpa C XPOHUYHA ObOpEeYHa HEJOCTATHYHOCT
3a HaMaJsIBaHE HA KOJIMYECTBOTO ocdharu, Kouto ce abcopOoupaT B KpbBTa
aHTUOMOTHIIN — U3IIOJI3BAHH 32 JICUCHUE Ha OAKTepUATHU HH(DEKITNH
M3aBYKOHA30J1 — U3ITOJI3BAH 32 JICUEHUE Ha ThOMYHU HH(DEKIIH
TeJIMUCAPTAH — U3TOJI3BaH 32 JICYCHUE HA BUCOKO KPHBHO HAJIsTaHE.
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Bakcunn

AKoO ce Hy)KIaeTe OT BakcHHaIms (;kuBa BakcuHa), mokaro usnoiassare CellCept, roBopere mbpBo ¢
Bamus nekap wiun gpapmarneBT. BamusT nexap me Bu mockBeTBa KakBU BAKCUHH MOKE J1a
H3I10JI3BaTE.

He TpsiOBa na napsiBate KpbB o BpeMe Ha sieuenuero cbe CellCept num B pamkure Ha noHe 6
CeIMUIIM CIIe/ IPEeKpaTsBaHe Ha JiedueHneTo. Mbxere He TpsiOBa Aa ObAAT TOHOPH HA CriepMa 0
Bpeme Ha siedenneto cse CellCept wim B pamkute Ha mone 90 AHU ciiejl IpeKpaTsBaHe Ha JICYSHHETO.

Konrpauenuus npu xenu, npuemauu CellCept
Axo cTe jxeHa, KosTo MOXe J1a 3a0pemeHee, Bue TpsiOBa n1a m3non3sare epeKTHBEH METO 3a
kouTtpanernims cbe CellCept. Tosa BkIIIOUBa TIEPHO/A.

o mpeau 3armouBade Ha mpuema Ha CellCept
o o Bpeme Ha 11070 Jeuenue cbe CellCept
. B IIPOIb/DKEHHE HA 6 CeMUIIM ciell crimpane Ha npueMa Ha CellCept.

T'oBopeTe ¢ Baiius jiekap OTHOCHO Hal-MoAXxo/id1aTa KonTpanenuus 3a Bac. Tosa 1e 3aBrucu ot
Bamus koHKpeTeH ciydail. 3a MpeArnoYnTane e Jia ce MPUIoXKAT e (QOpMH Ha KOHTPAILICIIUS, Thi
KaTo TOBA IIe HAMAJIM PUCKa OT HexkenlaHa OpeMeHHocT. CBBbpakeTe ce ¢ Bamus jgexap Bb3MOKHO
Hali-CKOpo, aKko cMsATaTe, Ye KOHTpauenuusita Bu Moske 1a He e e¢eKTUBHA MJIU aKO CTe
3a0paBuiin 1a B3eMeTe NPOTHB03a4aThbYHATA CH Tal0JIeTKa.

He moxete na 3a6peMeHeeTe, aKo0 HSIKOE OT CJICTHUTE ChCTOSHUS C€ OTHAcCs 10 Bac:

. Bue cte B mocTMeHomnay3a, T.€. Ha Bb3pacT Haii-manko 50 ronuHH 1 mocieaHaTa Bu
MEHCTpyarus ¢ Ouia nmpeay moBeye OT roarHa (ako MeHcTpyanusaTa Bu e cnipsna mopaau
JIYCHHUE 32 paK, ToraBa BCE MaK UMa BEPOSITHOCT J1a 3a0peMeHeeTe)

° danonuesute TpHOU U 1BaTa Bu situHuka ca Owim OTCTpaHeHU ¢ onepaius (OmiaTepanHa
CaIMTUHT0-00(OPEKTOMHUS)

° Martkata Bu e oTcTpaneHa ¢ oneparus (XHCTePEKTOMUS)

° Sitaauure Bu Beue He (yHKIIMOHUPAT (TIpEXKIEBPEMEHHA THYHUKOBA HEIOCTATHYHOCT,
MIOTBBPICHA OT CIICTIMATUCT-THHEKOJIOT)

° Bue cte ponena ¢ e/HO OT CIIEIHUTE PEKU ChCTOSHHS, KOUTO MPaBAT OPEMEHHOCTTA
HEBB3MOXKHA: reHoTUn XY, CuHApoM Ha Turner win areHe3us Ha MaTKata

° Bue cte nere unu aeBoiika, KOSITO OLIE HAMA MEHCTPYAalUsL.

KouTtpauenuus npu mbxe, kouto npuemar CellCept

Hannunure naHHM He MOKAa3BaT MOBHIIECH PUCK OT Maa(opMaiiu wik abopt, ako Oamara npueMa
mukoderonar. He Mosxe o6aue 1a ce M3KIIOYH HAITBIHO HATMYHUETO Ha prck. Karo mpeamnasHa Mspka
ce mpernopbuBa Bue u Barara napTHpOpKa Jia H3M0JI3BaTe HaAEKIHA KOHTPAIETIIIHS BpEMe Ha
JICYCHHUETO U B mpoabinkeHne Ha 90 nHu ciex kato cre cnpenu npuema Ha CellCept.

Axo nma"upate aa craBare Oaira, oocbaere ¢ Bamms iekap NOTeHIMATHUTE PUCKOBE U alITePHATUBH
Ha JICUCHHE.

BpeMenHocT U KbpMeHe

AKo cTe OpeMeHHa WTH KbpMUTE, CMATATE, Y€ MOJKE /1a CTe OpeMeHHa WK TUIaHupaTe OpeMEeHHOCT,
nochBeTBalTe ce ¢ Bamms nekap wim hapmaneBT mpenu 1a mpueMeTe ToBa JIeKapcTBo. Bammst exap
me obcbau ¢ Bac puckosere B cirydail Ha OGpeMEHHOCT U alITEpHATUBHUTE JICUCHUS], KOUTO MOXKE 1A
npeAnpreMeTe, 3a J1a ce Ipel0TBPaTh OTXBBPISIHETO Ha TpaHCIUIaHTUpaHus Bu opran, ako:

. [InanmpaTte GpeMeHHOCT.

. [IponycHanu cTe WM cMmsTaTe, 4e CTE MPOITyCHAIN MEHCTPYaleH IUKbI, UK aKO UMaTe
HEOOMYaifHO MEHCTPYaJIHO KbPBEHE, UM MOI03UpaTe, e cTe OpeMeHHa.

. [TpaBure cexc 6e3 na M3MoI3BaTe €PEKTUBHN METO/N 38 KOHTPAIICIIIINS.

AKo 3abpeMeHeeTe 1o BpeMe Ha JISUeHHETO ¢ MUKOodeHoIaT, TpsoBa He3abaBHO a yBegomuTe Bamms
nekap. Berpeku ToBa, mpoabkasaiite qa npuemare CellCept, mokato He rOBOpUTE € HETO.
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bpemenHoct

MuxkodeHonaT MpuYuHIBAa MHOTO BUCOKA YECTOTA Ha crioHTaHeH abopT (50%) 1 Ha TeKKH BPOJCHH
manpopmanuu (23-27%) Ha moaa. Bpoaenute mangpopmannu, KOUTO c€ ChOOIIABAT, BKIIOYBAT
aHOMAaJINY Ha YIIWTE, OYUTE U JHLETO (3aelKa ycTHa/HeO11e), Ha pa3BUTHETO Ha MIPBCTHUTE, HA
CBHPIIETO, XpaHOTIPOBOAa (OpTraH, KOWTO CBBP3Ba I'bPJIOTO ChC CTOMaxa), ObOpenuTe 1 HepBHATA
cucTema (Hampumep CruHa OMQuaa, KbIETO KOCTUTE Ha IPbOHAYHUS CTHJIO HE ca J00pe Pa3BUTH).
Bamero 6e0e Mosxe 1a Obzie 3acerHaTo OT €IWH WM NOBEYEe OT Te3U Ae(HEKTH.

AKo cTe jKeHa, KOsITO MOXe Jia 3a0peMeHee, TpsiOBa j1a MPeICTaBUTE OTPHUIIATENICH TECT 32 OPEMEHHOCT
npe/iy 3aMoYBaHe Ha JICYCHUETO U Jia Cra3BaTe ChbBETHTE 3a KOHTparienius Ha Bamus igexap. Toit
MOYe€ J]a MOKUCKA TIOBEYE OT EJIMH TECT, 3a Jia € CUTYPEH, Y€ He cTe OpeMEHHA MPEIy 3amouBaHe Ha
JICYCHUETO.

Kbpmene
He npuemaiite CellCept, ako kspmute. ToBa €, 3aI10TO MaJIKH KOJIMYECTBA OT JIEKAPCTBOTO MOXKE J1a
MIpeMHUHAT B KbpMarta.

Ilopupane u padoTa ¢ MAIIIMHU

CellCept nosinusia B ymepeHa crerneH crocooHocTTa Bu a modupate u 1a paboTuTe ¢ HHCTPYMEHTH
WM MalllMHU. AKO c€ YyBCTBaTe CHHJIMBH, C IPUTHIICHH yCELIaHus Win 00bpKaHH, roBopere ¢ Bamms
JieKap WM MEAMLMHCKA CecTpa U HelelTe na mogupaTe Win 1a paboTUTE ¢ UHCTPYMEHTH WU
MaIllMHH, JIOKaTO HE Ce TIOYYBCTBATE IMO-100pe.

CellCept cbabpixa monmcopoar

Toga nekapcTBO Chabpka 25 Mg nonucopbat 80 BbB Beeku ¢uiakoH. [loaucopbaTute Morart na
TpeM3BHUKAT alepriuuiu peakinu. Kaxkere Ha Bamus nekap, ako vMaTe HAKAKBU aJlepIHH, 32 KOMTO
Bu e usBectHO.

CellCept cbabp:xa HaTpmii
ToBa j1ekapcTBO ChabpIKa Mo-Majiko oT 1 mmol (23 mg) Hatpuii Ha 103a, T.. MOXKeE J1a Ce Kake, ue
MPAKTHYECKU HE ChIbpPKa HATPHIL.

3. Kak na uznoassare CellCept

CellCept obukHOBeHO Bu ce mpuara ot Barust jgekap win MeIUIIMHCKA cecTpa B OOJTHHIIA.
[Ipunara ce kaTo 6aBHa WHTpaBeHO3HA HH(DY3HSI.

KakBo K0J14ecTBO ce nmpujara

KonuuecTBoTO, KOETO CE MpHiiara 3aBucH OT Buja Ha Bamara TpancrutanTayst. OOMuaiiHUTE 103U ca
MMOKa3aH! 1Mo-10y. JIedeHneTo 1me MpoabJDKY TOJKOBA JBJIT0, KOJKOTO CE Hajara, 3a Ja ce
MIPEIOTBPATH OTXBBPIISHETO HAa TPAaHCIUTAHTHpaHUs Bu opran.

BbnOpeyna TpaHCIUIaHTANHSA
Br3pactHu
e [IwpBaTa mo3a ce gaBa A0 24 yaca ciej onepamusiTa 3a TpaHCIUIaHTaIMsl.
e JlneBHaTa 032 € 2 (J, NPUJIOKEHU KaTO 2 OTAEIHU J03HU.
e [Ipwmarar ce 1 g cyrpuH u cien ToBa 1 ¢ Bedep.

YepHoapoOHa TPaHCIIAHTAIIUA
Br3pactHu
e [IwppBata no3a uie Bu ce npuiioxu Bb3MOXKHO HA-CKOPO Ce onepanusTa 3a
TPaHCIUTAHTAIIHS.
e [Ile Bu ce mpunara B npoab/KeHUE HA Hal-Manko 4 THU.
e JlneBHaTa ;03a € 2 ¢ OT JIEKAPCTBOTO, MPUJIOKEHH KAaTO 2 OTACITHU JI03H.
e [lIpumarar ce 1 g cytpuH u cien ToBa 1 g Beuep.
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e  EnBa ciex kato MOXeTe Aa MpETITbLIaTe, IIe 3alI0YHETE Ja IpUeMaTe JIEKapCTBOTO Mpe3
ycTara.

IIpurorBsine Ha J1eKApPCTBOTO

JlexapcTBOTO € mpax. ToBa Hamara cMecBaHETO My ¢ TJIFOKO03a Mpeau ynorpeda. Bamusat nexap nnu
MEIMIMHCKA CECTpa IIe IPUTOTBAT JIEKAapCTBOTO Ipeau f1a Bu ro npunoxar. Te me ciaensar
ykazanusaTa B Todka 7 ,,IIpuroTssiHe Ha J1eKapcTBOTO™.

AKoO cTe puesn mosede ot Heodxoaumara no3a CellCept
AKo cmsTate, 4e cTe MOIy4riIn roBede oT Heooxoanumata j1o3a CellCept, roBopere ¢ Bamms iexap
WM MEUIMHCKA CECTpa.

Axo cre npomycHaau 1a uznoasBate CellCept
Axo e mpomycHara o3a ot CellCept, Ts1 e Bu 0b1e npriioxeHa Bb3MOKHO Hai-ckopo. Cies ToBa
Barero ieueHue e NpoabKH B 00HYaiiHOTO BpeMe.

Ako cte cnpesau ynorpedara Ha CellCept
He crnimpaiite ynorpebata rHa CellCept, ocsen ako Barmst jiekap He Bu kaxe. AKO cripere JeYeHHETO
CH, MOXe€ J]a yBEJIMUUTE BEPOSITHOCTTA 32 OTXBBPJISTHE HAa TpaHCIUIaHTHpaHust Bu opran.

AKO uMaTe HAKaKBH JIOTBJIHUTEIHNA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKapPCTBO, MOMUTANTE
Bamus nexap uiau MeIUMIMHCKA CecTpa.

4, BB3MOXKHE HeKeJIaHU PeaKknun
KakTo BCHYKH JIEKapCTBa, TOBA JICKAPCTBO MOXKE J1a TIPEIU3BUKA HEXKETAH! PEAKIINH, BBIIPEKH Y€ HE
BCEKH T'Hl [TOJTy4aBa.

FOBopeTe CJIEKap Win ¢ MEAUIIMHCKA CeCTpa BeiHara, ako 3a0e/ie;KUTE HAKOM OT CJIeTHUTE
CEPHUO3HHU HEKETAHU PEAKIIUU — MOZKE J1a C€ HYK/IA€TE OT CIICIIHO JICYCHUE:

o uMare Npu3Haly Ha HHQEKLKs, Hallp. BUCOKa TeMIlepaTypa Uik OOJIKH B I'bPJIOTO
o uMare HeOYaKBaHO HACHHSIBAHE MM KbPBEHE
o 00puB, CHPOEIK, YPTUKAPUS, 3ayX WIH 3aTPyIHEHO JUIIAHE, CBUPKAIY XPUIIOBE MM KaLUTUIIA,

CBETOBBPTEXK, 3aMaiiBaHe, TPOMEHH B HUBOTO HAa Ch3HAHKE, XUTIOTOHUS, ChC MU O€3 JIEK
reHepan3upal cbpOexk, 3a4epBsIBaHe Ha KOXKaTa U MOJyBaHEe Ha JIUIETO/TbPJIOTO (CUMIITOMHU Ha
TEXKKa aJICPTUYHA PEAKIIHS).

Oouyaiinu npodaemMu

Hsikon ot Haii-o0nuaiiHuTe MpobiaeMu ca Auapus, o-Majnko Oelny WK YepBeHH KIETKH B KpbBTa Bu,
MH(EKIMA ¥ OBpbIIaHe. Bammsr nekap 1ie npaBu peIOBHH KPbBHHU TECTOBE, 3a 1a IPOBEPH Aalli
MMa MMPOMEHH B:

o Opost Ha KPHBHUTE KIICTKHU WM TIPU3HANN HA WHQEKIIHS.

Bopba ¢ undexuunte

CellCept namasnsiBa 3amuTHATE CHIM Ha oprann3ma Bu. ToBa ce mpaBw, 3a Ja ce Cpe OTXBBPIISIHETO
Ha TPAHCIUIAHTUPAHM Oprad. B pe3ynrar Ha ToBa, Bamuar opraHu3bM HsMa J1a MOXKE Ja Ce CIIpaBs ¢
MH(EKIUUTE Taka 100pe, KAKTO OOMKHOBEHO. ToBa 03HaUaBa, ye MOXKE Jla C€ 3apa3uTe C MoBeye
nHGEKIH 0T OOMKHOBEHO. Te BKI0UYBaT MH()EKLIMN HAa MO3bKa, KOXKaTa, ycTaTa, CToMaxa 1 4yepBaTa,
OenuTe TPOOOBE U MMKOYHATA CUCTEMA.

Pak Ha koxara u qumdHaTa cucreMa

KaxTo Moke 1a ce ciyyu npu nmauueHTH, MoJy4YaBallil TO3H BU/ JIEKapcTBa (MMYHOCYIIPECOPH),
MHOT0 Maibk Opoit manuenTu Ha CellCept pa3BuBart pak Ha iuMdHaTa ThKaH M KOXKaTa.
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O01mM HeKeTaHU peakIuu

Moske ma mosmyunTe 001N HEeXKENaH! peaklny, 3acsramu opraau3ma Bu karo mso. Te BkimrouBat
CEpUO3HHU alIepIHYHH Peakuu (Harp. aHaduIakcus, aHrnoeJieM), BUCOKa TeMIlepaTypa, 4yBCTBO Ha
CHJIHA yMODa, 3aTpYAHEHHUE NP 3aclrBaHe, OOJIKH (HAIp. B CTOMaxa, I’bpAUTE, CTABUTE WIN
MYCKYJUTE), TI1aBOOOJIE, TPUITHE CUMIITOMH H TTOyBaHe.

I[pyFI/ITC HCXKCJIaHU pCaKIIM MOXKC a BKIIFOUBAT:

Koxau npodsiemu kxato:
. aKHe, XepIiec Ha ycTara, KOXKHH 00pa3yBaHUs, XepIeC 30CTep, KOCOIal, OOpUB, CHPOEIK.

IInkoynu mpo0aeMH KaTo:
o KPBB B ypHHATA.

IIpodieMu ¢ XxpaHOCMMJIATEIHATA CHCTEMA M YCTaTa KaTo!

o MolyBaHe Ha BEHIIUTE U SI3BU B YCTATa,

Bb3IaJICHUE Ha [TaHKpeaca, 1e0eI0To 4epBO WU CTOMAaxa,

CTOMAILIHO-YPEBHU NPOOJIEMH, BKIIOUYUTEIHO KbPBEHE,

YepHOAPOOHH HapyILIEHHU,

IMapusl, 3a1eK, MO3UBH 3a MOBpbIIaHe (TafeHe), HapyLIeHO XpaHOCMUJIaHe, 3ary0a Ha aIleTHT,
OTJIeJIsTHE Ha ra3oBe.

IIpoGsiemu ¢ HepBHaTa cHCTEMa KaTo:

. YYBCTBO Ha CHHJIMBOCT WUJIU U3TPBIIBAHE,
. TpenepeHe, MyCKyJIHH CIIa3MH, IPUNIAIbIIY,
. YYBCTBO Ha TPEBOKHOCT WIN JEIPECHs], IPOMEHH B HACTPOCHUETO WJIM MUCIIUTE.

IIpoGyemMu cbe CbPLETO U KPHBOHOCHUTE ChAOBE KATO!
. IIPOMsIHA B KPBBHOTO HaJISiTaHE, KPbBHU ChCUPEILH, YCKOPEH ChPACUEH PUTHM,
. OoJika, 3auepBsiBaHe W MOJyBaHE HA KPHbBOHOCHUTE CHJ0BE HA MSICTOTO HA HH(Y3HATA.

IIpodaemu ¢ dennrTe APodOBe KaTO:

° MTHEBMOHHSA, OPOHXUT,

. 3a/IyX, KaluTuIia, KOsATO MOKeE /1a Ce IBIDKU Ha OpOHXUEKTa3nu (3a00IBaHe, IPH KOETO
JIMXaTETHUTE ITTUIIA Ca HEOOMUYAHO pa3mupeHn) uik oenoapoOHa puodposa (pa3pacTBaHe Ha
CheMHUTENHA ThKaH B O6enute apodose). ['oBopeTe ¢ Bammst nekap, ako pa3Buere ynopura
KaIlIHIa WA 3a/yX.

. TEYHOCT B OenuTe ApoOoBe MU B IPBAHUS KO,

. npobJIeMU ChC CHHYCHUTE.

Jpyru npo6JemMu Kato:
. 3ary0a Ha TerJjo, mojarpa, BUCOKa KpbBHA 3axap, KbpPBEHE, HACHHSBAHE.

Cho01aBaHe HA HeKeJIAHU PeaKIuu

AKO TIOJTyYnTE HAKAKBU HEXEJIAHU JICKAPCTBCHH PEAKIINH, yBeIoMeTe Barvist nexap niv MeIUIIMHCKA
cectpa. ToBa BKJIIOUBA BCUUKH Bb3MOXKHH HEOMUCAHU B Ta3U JIMCTOBKA HEXKETaHU peakiuu. MoxeTte
CBIIO JIa ChOOILIUTE HEXKEJIaHH PEaKIMH TUPEKTHO Ype3 HallMOHAIHAaTa CHCTEMa 3a ChOOIIaBaHe,
mocovena B [Ipunoxxenue V. Kato cho011aBaTe HEXENaHU PeaKIii, MOXKETe Ja JaieTe CBOS MIPUHOC
3a MoJTy4aBaHe Ha MMOBeYe UH(POpMAIIHs OTHOCHO 0€30IIaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak na chxpansiBate CellCept

o ToBa ekapcTBO TpsIOBa Ja ce ChXpaHsABa Ha MSCTO, HEJOCTBITHO 32 JeLa.

o He u3non3BaiiTe ToBa JIeKapcTBO Cllel] CPOKA HA TOAHOCT, KOMTO € 0TOeTsI3aH BhPXY
KapTOHEHAaTa OIaKOBKa M €THKeTa Ha ¢uiakona cien ,,[ onen no:* u ,,EXP*.

o [Ipax 3a koHIEHTpaT 3a HH(Y3UOHEH Pa3TBOP: Aa He ce chxpansasa Hax 30 °C.
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. [IpuroTBeHUAT pa3TBOP U pa3pedeHUsT pa3TBoOp: Ja ce chbxpansaBaT Mexay 15 °C u 30 °C.

o He u3xBbpisiiTe HUKAaKBU JIEKapCTBa B KaHAJIN3aLMsATa UM B KOHTEIHEpa 3a JOMalIHU
ornaxbiy. [lonuraiite Bamus gapmaieBT Kak Ja U3XBBPIIATE JeKapcTBaTa, KOUTO BEUe He
n3nossBare. Te3n MEpKH i€ CIOMOTHAT 3a ONla3BaHe Ha OKOJIHATa CpeJia.

6. ChabpikaHue HA ONMAKOBKATA U JOMBJIHUTETHA HHOpManus

Kakspo ceabpxa CellCept

- AKTUBHOTO BEIIECTBO € MUKO(EHOJIAT MOPETHUIL.

Bceku daakon chabpixka 500 mg mukoderonat MoeTu.
- Jpyrute cbcTaBKH ca: monrcopoat 80, TMMOHEHa KUCEIMHA, XUAPOXIOPHA KUCEIHHA, HATPUCB
xnopuz (Bmwxre Touka 2 ,,CellCept cpappika nonmucopdar u ,,CellCept chabpika HaTpHA®).

Kak u3raexna CellCept u KaKBO ChABP:Ka OMAKOBKATA

- CellCept ce npounssexxaa karo 6s1 10 ouTH 051 ipax BHB (GuakoHu ot 20 ml, ot mpo3pavyHo
CTBKJIO THII I, ChC 3amymianka oT ciBa OyTHIIOBa TyMa M allyMHHHEBA 00OKaTKa C I1acTMacoBa
,flip-off* kamauxka.

- IlpuroTBeHusT pa3TBOp € OIETONKBIT.

- Hannunu ca omakoBku ¢ 1o 4 ¢nakona.

7. IlpurorBsiHe Ha JIEKAPCTBOTO

Hauun Ha npuiarade u mbT Ha BbBEXKIaHe

CellCept 500 mg mpax 3a KOHIIEHTpAT 3a HHPY3HOHEH Pa3TBOP HE ChIbPIKA aHTHOAKTEPUATTHH
KOHCEPBAHTH; [TOPaJIM TOBA Pa3TBAPSIHETO U pa3pexkIaHeTo Ha MPOAYKTa TPsiOBa Jia ce U3BBPILIU MPH
ACENTUYHU YCIIOBHSL.

Coabprxanneto Ha Bceku (utakon CellCept 500 mg npax 3a koHIeHTpaT 3a HH(Y3HOHEH Pa3TBOP
TpsiOBa 11a ce pa3rBopu B 14 ml 5% rimoko3a 3a unTpaBeHo3Ha nHQy3us. Heobxoamumo e
JOIBIIHUTENHO pa3pexaaHe ¢ 5% III0K03a 3a MHTpaBeHO3Ha HH(Y3Us 10 Moy4yaBaHe Ha KpaifHa
KOHIIeHTparms oT 6 mg/ml. Toa o3HauaBa, 4e 3a 7a ce MPUTOTBH 103a OT 1 § MuKodeHomaT MOdeTHI,
ChIBPXKAHUETO Ha 2 pa3TBopeHH ¢uiakoHa (mpuodi. 2 x 15 ml) TpsiOBa nonbiaHUTENHO /12 ce pa3pean
cbe 140 ml 5% rimroko3a 3a uHTpaBeHO3HA HH(Y3UsS. AKO HH(PY3UOHHHSAT Pa3TBOP HE C€ MPUTOTBU
HETIOCPEICTBEHO NMPEN MPUIIOKEHNETO, BIMBAHETO HAa HH(Y3HOHHHUS pa3TBOp TPSOBA J1a 3aroyHe /10
3 4aca OT IPUTOTBSIHETO U Pa3peKAAHETO HA JIEKAPCTBEHHS TPOTYKT.

N30sarBaiiTe KOHTAKT HA MPUTOTBEHUS Pa3TBOP C OUHUTE.

o AKO MMa TaKbB KOHTAKT, U3IUIAaKHETE OYUTE C OOMKHOBEHA BOJA.
N30sArBaiiTe KOHTAKT HA MPUTOTBEHHUS Pa3TBOP C KOXKAaTa.
o AKXO “Ma TaKbB KOHTAKT, U3MUUATE MSACTOTO A0OpE ChC CallyH U BOAA.

CellCept 500 mg npax 3a KOHIIEHTpAT 3a HH(Y3UOHEH Pa3TBOp TPSIOBA Aa ce MpHiara KaTo
UHTpaBeHO3Ha MH(Y3us1. CKOpocTTa Ha MH(Y3UsTa TPsIOBA J]a Ce KOHTPOJIMPA, KAaTO ISTIOTO
KOJIMYECTBO CE IPUJIOXKH 3a TIEPUOJ OT 2 yaca.

CellCept pa3TBOp 32 HHTPaBEHO3HO TPHIOKEHHE HE TPsiOBA HUKOTa J1a ce Mpuiara moja gpopmara Ha
0bp3a WK CTpyHHA HHTPABEHO3HA MHIKCKIIUS.

IIpuTe:kaTen Ha pa3pelleHUETO 32 YHoTpeda
Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

T'epmanus
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IIpousBoauTen

Roche Pharma AG

Emil Barell Strasse 1
79639 Grenzach-Wyhlen
T'epmanus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/Iﬂ OTHOCHO TOBa JICKAPCTBO, MOJId, CBbPIKCTE CC C JIOKAJTHUA

HPECTaBUTEN HAa PUTEKATEIS HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien,
Luxembourg/Luxemburg
N.V. Roche S.A.
Belgié/Belgique/Belgien
Tél/Tel: +32 (0) 2 52582 11

bbarapus
Pomr Bearapus EOO/I
Ten: +359 2 474 5444

Ceska republika
Roches. r. o.
Tel: +420 - 2 20382111

Danmark
Roche Pharmaceuticals A/S
TIf: +45 - 36 39 99 99

Deutschland
Roche Pharma AG
Tel: +49 (0) 7624 140

Eesti
Roche Eesti OU
Tel: + 372 -6 177 380

EAAada, Kompog
Roche (Hellas) A.E.
EAMGSa

TnA: +30 210 61 66 100

Espaiia
Roche Farma S.A.
Tel: +34 - 91 324 81 00

France
Roche
Tel: +33 (0)1 47 61 40 00

Hrvatska
Roche d.o.o.
Tel: + 385147 22 333

Ireland, Malta

Roche Products (Ireland) Ltd.

Ireland/L-Irlanda
Tel: +353 (0) 1 469 0700
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Lietuva
UAB “Roche Lietuva”
Tel: +370 5 2546799

Magyarorszag
Roche (Magyarorszéag) Kft.
Tel: +36 1 279 4500

Nederland
Roche Nederland B.V.
Tel: +31 (0) 348 438000

Norge
Roche Norge AS
TIf: +47 - 22 78 90 00

Osterreich
Roche Austria GmbH
Tel: +43 (0) 1 27739

Polska
Roche Polska Sp.z o.0.
Tel: +48 - 22 345 18 88

Portugal

Roche Farmacéutica Quimica, Lda

Tel: +351 - 21 42570 00
Romania

Roche Romania S.R.L.
Tel: +40 21 206 47 01

Slovenija

Roche farmacevtska druzba d.o.o.

Tel: +386 - 1 360 26 00



Island Slovenska republika

Roche Pharmaceuticals A/S Roche Slovensko, s.r.o.

c/o Icepharma hf Tel: +421 - 2 52638201

Simi: +354 540 8000

Italia Suomi/Finland

Roche S.p.A. Roche Oy

Tel: +39 - 039 2471 Puh/Tel: +358 (0) 10 554 500
Sverige
Roche AB

Tel: +46 (0) 8 726 1200
Latvija
Roche Latvija SIA
Tel: +371 - 67 039831
I[aTa Ha IOCJCIHO NMpepasrjaeckaaHe HA JIMCTOBKaTa

JApyru n3rouyHunu Ha nHpopmanus

IMoxpoOHa uH(popMarrs 3a TOBa JEKapCTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBporeiickara areHius
o JiekapcTeata https://www.ema.europa.eu
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

CellCept 1 g/5 ml mpax 3a nepopaJina cycneH3ust
mukodenonar modermn (mycophenolate mofetil)

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, MPeIM 2 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCTBO,

Thil KaTO T4 ChAbPKA BaxHa 3a Bac undgopmanmus.

- 3amasere Ta3u JUCTOBKA. MOXe 1a ce HAJIO0XH Ja S MPOYETETE OTHOBO.

- AKxo MMaTe HSIKaKBU JOMBIHUTEIHH BBIIPOCH, IONMUTaNTe Bamms nekap win dapManesT.

- To.a nekapcTBo € nmpeanucano Ju4Ho Ha Bac. He ro npeorcThiBaiite Ha Apyru xopa. To Moxe na
M HaBpeIH, HE3aBUCHUMO Y€ MIPU3HANNTE Ha TIXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammmTe.

- AKO MOJIy4YuTe HSIKAKBU HEXKEJIaHU JICKAPCTBEHU peakluu, yBeaoMmere Baius nekap wiu
Q)apMaueBT. ToBa BKII0YBa M BCUYKH BB3MOKHH HEXKEJIaHU p€aKknnun, HECONMCAHU B Ta3U
nrcToBKA. BrokTe Touka 4.

Kakso CbhAbpiKa Ta3u JIMCTOBKA:

Kaxkso nipencrasisisa CellCept u 3a kakBo ce H3110JI3Ba
KakBo Tps6Ba na 3Haere npeau aa npuemere CellCept

Kak na npuemate CellCept

BBb3M0OXHM HEXEIaHU pPEaKIUU

Kak na cexpansBate CellCept

ChappikaHue Ha ONIAKOBKATA U JAOIBJIHUTENIHA HH(pOpMALIKs
IIpurorssiHe Ha JEKAPCTBOTO

Nook~owhE

1. Kaxkso npeacraBassa CellCept u 32 kKakBO ce U3M0J13Ba

CellCept cpabpprka MukodeHonaT Mo(eTu:
o Toii npuHaATIEKHN KBM TPYyIIA JIEKapCTBa, HAPEUCHH ,,AIMYHOCYIIPECOpPH .

CellCept ce usnon3ea, 3a ja ce npeJOTBPATH OTXBHPJISHETO HA TPAHCIUIAHTUPAH OPraH OT OpraHu3Ma
NIpY BB3PACTHU U JE1a!
o bw0pek, chpiie uim yepeH apoo.

CellCept TpsiOBa 1a ce M3MOI3Ba 3a¢/IHO C APYTH JIEKAPCTRA!

. LIMKJIOCTIOPUH U KOPTHKOCTEPOU/IH.
2. Kaxkso Tps6Ba 1a 3Haete, npeau aa npuemere CellCept
IMPEAVYIIPEXJIEHUE

MI/IKO(beHOJ'IaT MMpEAN3BHUKBA BPOJACHU I[Cq)CKTI/I " CMBPT Ha IU10J4A. Axo cte JK€Ha, KOATO Ou Moria Ja
Sa6peMeHee, Tp516Ba Aa Ipe€ACTaBUTC OTPULIATCIICH TECT 3a 6p€MeHHOCT npeaun 3aro4BaHe Ha
JICYCHUCTO U Tpi[6Ba Ja cria3BaTe CbBETUTEC 3a KOHTPALCIIIHA Ha Bamms JICKap.

BamusT nexap me ropopu ¢ Bac u mie Bu nage nucmena nagopmaius, 0CoOOCHO 3a €PeKTUTE Ha
MHKO(EeHOIaT BhPXY MI1oa. [IpodeTeTe BHUMATEIIHO Ta3u HHGOPMAIIHS U CIIa3BaiiTe YKa3aHUATA.

Axo HE pa361/1paTe HAITbJIHO TE3U YKa3aHU, MOJIA, IOMOJICTC JICKApA Aa Buru O6$ICHI/I, npeau aa

npueMeTre MUKo(deHoatT. BikTe ChIlo U TOMbIHUTETHATAa HHPOPMAIIHS B Ta3U TOYKA B
LHLpenynpexaenus 1 nmpennasau Mmepku”, ,,Kortpanenmusa* u ,,bpemeHHocT 1 kbpMeHe”.
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He npuemaiite CellCept:

o AKO cTe ajepruyHu KbM MUKO(EHOJIAT MOETII, MUKO(EHOJIOBA KHCETHNHA WIH KbM HSIKOS OT
OCTaHAJINTE CHCTABKH Ha TOBA JICKAPCTBO (M30pOCHU B TOUKA 6).
o AKO cTe xKeHa, KOSATO MOKe Jia 3a0peMeHee U He CTe MPECTABIIIN OTPHIIATEIICH TECT 3a

OpEMEHHOCT Mpeiu ITbPBOTO MPEJITICBaHE, Thil KATO MUKO(EHOIAT MPUYUHSIBA BPOJICHU
MaopManuy ¥ CMBPT Ha IUI0JA.

o AKko cTe OpeMeHHa, TUTaHuparte Aa 3a0peMeHeeTe Uil CMATaTe, Ye MOXKe Jja cTe OpeMeHHa,

° AKko He n3non3BaTe eeKTUBHA KOHTpalenius (Bwkre ,,KoHTparenius, OpeMEeHHOCT 1
KbpMeHe").

. AKO KbpMHTE.

He npuemaiite ToBa JIeKapCTBO, aKO HEIIO OT TOPHUTE Ce OTHACS 0 Bac. AKO HE CTe CHT'YpHH,
roBopete ¢ Bamus jekap win dapmarieBt npean aa npuemere CellCept.

IMpexynpe:xkaeHust U NpeANa3sHU MePKH

T'oBopeTte ¢ Barus jekap BegHara npeau 1a 3anodnere neuenue cbe CellCept:

° AKo cTe Ha Bb3pacT Haj 65 ToAMHU, THH KaTO MOKE JIa CTe U3JI0’KEHU Ha TTOBUIIIEH PUCK OT
MoJTyuyaBaHe Ha HEKeJaHU ChOMTHS, KaTO HAlPUMED HIKOW BUPYCHU UH(EKIIUH, KbPBEHE OT
CTOMAIITHO-YPEBHUS TPAKT U OJI0APOOEH OTOK, B CPABHEHHUE C MO-MJIA/IUTE MAUECHTH

o AKO UMaTe CUMIITOMH Ha MH(MEKIUS, HATIp. BUCOKA TeMIIEpaTypa WK OOJKH B IBPIIOTO

o AKO UMaTe HeOYaKBaHO KPbBOHACAAHE WM KbPBEHE

. AKO HSIKOTa CT€ MMaJIM IpoOJIeM C XpaHOCMHJIATEIHATa CHCTEMa, Hallp. CTOMAIHA s3Ba

. AKO UMaTe PSIKO HACcJIEeICTBEHO HapylleHHe Ha OOMSHATa Ha BEIIECTBATA HAPEUCHO
(heHUIIKETOHYPHSI, 3aCATaII0 OTACIHU (PaMHITUU

. AKo TuTaHuparte 1a 3adpeMeHeeTe WK ako 3abpemeHeere, nokaTo Bue mim Bammsar napTasop
npuemate CellCept

. AKO MMate HaclIeZICTBEH €H3UMeEH NIe(hUITUT, KaTo HarpuMep cuHApoM Ha Jlem-Huxan n Ha

Kenu-Curmunsp.

AKO HeIo OT TOpHHUTE ce OTHACs 10 Bac (Wiu He cTe CUTypHH), TOBOpETE BeaHara ¢ Barus jekap
npenu aa 3anouHere sedenue cec CellCept.

EdexT Ha cibHYeBaTA CBETJIMHA
CellCept namassiBa 3alMTHUTE CHIM Ha oprann3Ma Bu. [Topasau ToBa, MMa MOBHIIICH PUCK OT PaK Ha
koxara. OrpaHnyere nnaraneTo Ha ciubHile 1 UV cBermiinna. HampaBete ToBa karto:

. HOCHTE 3allIUTHO 00JICKJIO, KOETO MOKPHUBA CHIIO TJIaBaTa, IIUATa, PhIETE U KpaKara
. M3I0JI3BATE CIBHIIC3ANTUTHO CPEACTBO C BUCOK 3alIUTEH (haKTop.
Jeuna

IIpu nenata, 0cOOCHO MPU TE3H HA BH3PACT MO 6 TOAUHU, MOXKE J]a MMa MO-TOJISIMA BEPOATHOCT,
OTKOJIKOTO BB3PACTHUTE, 32 PA3BUTHE HA HSIKOW HEXKETIAHU PEaKINH, BKIIOUYUTEIIHO AUAPUS,
MOBpBIIaHe, MH(PEKIMH, HaMaJIsiBaHe Ha Oposl Ha YepBEHUTE U OETTUTE KJIETKH B KPHBTA M €BEHTYaITHO
pak Ha JIMMQHATa CUCTEMa HJIH KOXKaTa.

He nmaBaiiTe ToBa TekapcTBO Ha Jemna moa 1 rogwHa, Thil KATO Bh3 OCHOBA HA OTPAaHUYCHUTE JaHHH 3a
0e30MmacHOCT U ePUKACHOCT 32 Ta3H Bh3pacToBa IPyIia He MOTAT Jia Ce HAIIPABST MPEIOPHKH IO
OTHOIIIEHHE Ha [03aTa.

AKO He cTe CUTypHH B HEIO 3a JIeueHHeTo Ha Bameto nere, mocbBeTBaiite ce ¢ Bamus nexap niu
(apmaneBT npean ymnorpeoda.

JApyru aexapcrsa u CellCept

Undopmupaiite Bammst nexap uinu papManeBT, ako IpHeMaTe WiIH HACKOPO CTe MIPUEMaIU IpyTy
nekapcTBa. ToBa BKITIOYBA JIEKapCTBa, KOUTO CTE CH KYNWIH 0€3 pelenTa, KaTo HallpuMep pacTUTEITHH
nekapctBa. Toa e Taka, 3amoTo CellCept Mmoske na noBnusie HauMHA, IO KOWTO HAKOU JIeKapCcTBa
JIeHCTBaT.
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IMo-crienmainyo, nmpeau na 3amnovnete seueHue che CellCept, kaxxere Ha Bamus siekap win papmariesr,
aKo TpueMaTe HAKOU OT CIEAHUTE JIEKapCTBa:

o A3aTHONPHUH WX JIPYTH JIEKApPCTBA, KOUTO IMOTUCKAT UMYHHATA CHCTEMA - TABAHU CIIE]T
orepanusTa 3a TpaHCIDIaHTAIHS

o XOJIECTHPAMHH — U3MOJI3BAH 32 JICYEHUE Ha ITOBHIIICH XOJIECTEPOIT

. pUQaMITUITMH — aHTUOMOTHUK, M3TOJI3BaH 32 MPO(UITAKTUKA | JICYCHHE Ha MH(DEKIIUH, HATIP.
Tybepkymnosza (TB)

L] AHTUAI I NUIn I/IHXI/I6I/ITOpI/I Ha IpOTOHHATA IMOMIIa — U3II0JI3BAHU IIPpU HpO6HeMI/I Cc
KHUCEIMHHOCTTA B CTOMaXa, HAIp. HAPYIIIEHO XPAHOCMHUIIAHE

o CpecTBa, CBBp3BaIH (ochaTuTe — U3IMON3BAHN OT XOpa ¢ XpOHWYHA OBOpeuHa
HEJOCTATHYHOCT 332 HAMAJSIBaHE Ha KOJMUYECTBOTO (pocdatu, KOUTO ce abcopOUpaT B KPbhBTA

o AHTUOMOTHIIN — M3MOJI3BAHH 32 JICUCHHE Ha OAKTEPHATHU HHPEKITUH

o M3aBYKOHA30J1 — M3IIOJI3BaH 3a JeUeHHe Ha IbOMYHN HH(EKITUT

o TeJIMHUCApPTaH — U3IOJI3BaH 3a JIEYeHHE Ha BUCOKO KPBBHO HaJlsITaHe.

Bakcunu

AKo ce Hy)kKIaeTe OT BakcuHanus (KuBa BakcuHa), mokaro nmpuemare CellCept, roBopete mbpBo ¢
Bammst nekap winu dpapmanest. Bamwusr siekap e Bu mockBeTBa KakBH BAKCUHH MOXKE 1
U3M0J3BaTeE.

He tpsibBa ma mapsisate KpbB Mo Bpeme Ha jedenneto cse CellCept umu B pamkuTe Ha moHe 6
CEJIMHIIY CJIE]] PEKpaTsABaHe Ha JIEYCHNETO. MBXeTe He TpsOBa a ObAaT JOHOPH HA CIiepMa To
Bpeme Ha siedenueto cue CellCept wim B pamkute Ha mone 90 AHU ciie/l IpeKpaTsIBaHe Ha JICYCHHETO.

IMpuem Ha CellCept ¢ xpana n HaNUTKH
IMpueMbT Ha XpaHa U HAMTKHU HAMA edekT Bupxy Jeuenuero cue CellCept.

KonTtpanenuus npu :xenu, npuemaumu CellCept
AKoO cTe KeHa, KosITo MOXKe /1a 3abpeMeHee, Brue TpsiOBa ga n3nomnsBare eheKTHBEH METOA 3a
xonTparenims csc CellCept. Toa BkiIrOUBa neproa:

o npenu 3anouBane Ha nmpuema Ha CellCept
o mo BpeMe Ha 1su1oto JeuecHue che CellCept
o B IIPOIBIDKEHIE HA 6 CeQMMIIA cie cnupane Ha mpueMa Ha CellCept.

FOBOpCTe ¢ Bammus JICKap OTHOCHO Haﬁ-nonxonﬂmam KOHTpalenuusd 3a Bac. Toga 11e 3aBucu ot
Bamusa KOHKPCTCH cnyqaﬁ. 3a npeAnoYrTaHe € J1a Ce IPUJI0XKAT JIBS d)ODMI/I Ha KOHTpaCIIus, Thil
KaTo TOBa € HAMAJIHM PHUCKA OT HCXKCJIaHa 6DeM€HHOCT._CBBp)KeTe ce ¢ Bamus JIEKap Bb3MOKHO
Haﬁ-CKOPO, aKo0 cMATaTe, Y€ KOHTpauenuuiaTa Bu Mo:xe 1a He e e(l)eKTI/lBHa HJIA AKO CTE
3a6paBmm Aa B3€MeETE NMPOTUBO3aYaThbYHATA CH TabJieTKA.

He moxere Ja 336pCMGHCeTe, aKO HAKOC€ OT CJICOHUTC CbCTOAHUA CC OTHACA O0 Bac:

. Bue cte B mocTMeHomnay3a, T.€. Ha Bb3pacT Haii-manko 50 ronuHu 1 mocieaHaTa Bu
MEHCTpyalus ¢ Ouja npeay moBeue OT roarHa (ako MeHcTpyalusaTa Bu e cnpsiia mopaau
JIYCHHUE 32 paK, ToraBa BCE MaK UMa BEPOSITHOCT J1a 3a0peMeHeeTe)

. danonueBuTe TPHOU U ABaTa Bu situAmKa ca OMIIM OTCTpaHEHU C omeparius (OuaaTepanHa
CaJIIMHT0-00(hOpeKTOMHUSI )

. Markara Bu e oTcTpaneHa ¢ onepanus (XUCTEpeKTOMH)

. SitunnnuTe By Beue He GyHKIMOHUpAT (MIPEXkIeBPEMEHHA SIMYHUKOBA HEJIOCTATHYHOCT,
MOTBBPCHA OT CIICUATHCT-THHEKOJIOT)

o Bue cte ponena ¢ eqHO OT CIeIHUTE PEAKH ChbCTOSHUS, KOUTO MPAaBIAT OPEeMEHHOCTTA
HEBB3MO)KHA: TeHOTHI XY, CHHAPOM Ha Turner Win areHe3us Ha MaTkaTa

o Bue cte nere unm neBoiika, KOSATO OIE HIMAa MEHCTpYyalHys.
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Konrpauenuus npu mbxe, kouto npuemat CellCept

Hanvn4yauTe NaHHW He TIOKa3BaT MOBHIIEH PHCK OT MalipopMaluy win abopT, ako damara npuema
MukodeHonar. He Moxxe obade a ce M3KIIIOYU HAITBJIHO HAJTMYMETO Ha puck. KaTo mpeanasHa mspka
ce npenopbuBa Bue u BamaTa mapTHpOpKa J1a M3M0I3BaTe HAJIEKTHA KOHTPAIICTIIUS 110 BpeMe Ha
JICYCHUETO U B TpoabDKeHue Ha 90 aHu ciiex kato cre crpenu npueMa Ha CellCept.

Axo IJIaHUPATC 1a CTaBATC 6ama, O6C’LZ[CT€ ¢ Bamus JICKAp NOTCHLIHUAJTIHUTE PUCKOBE U AJITCPHATUBU
Ha JICYCHHUC.

BpemeHHOCT M KbpMeHe

AKo cTe OpeMeHHa MM KbPMHUTE, CMSTATE, Y€ MOXKeE Jja CTe OpeMEeHHa WJIH TUIaHUpaTe OpEMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap wiu gapmanieBT pean a MpueMeTe ToBa JeKapcTBo. Bamusr nexap
e 00chau ¢ Bac puckoBeTe B ciydaii Ha OpeMEHHOCT M aJITEpHATUBHUTE JICUCHUS], KOUTO MOKE J1a
IpeanpueMeTe, 3a 1a ce NpeA0TBpaTH OTXBBPISHETO HA TpaHCIUIAaHTHpaHus Bu opran, ako:

. [InanupaTte OpeMeHHOCT.

d HpOHYCHaHI/I CTC UJIU CMATATE, Y€ CTC NIPOITYyCHAJIM MCHCTPYAJICH IUKBJI, UJIK aKO UMATC
HEOOWYalHO MEHCTPYAIHO KbPBEHE, UITH MOJI03Upate, 4e cTe OpeMeHHa.
. [IpaBute cexc 06e3 na u3noa3Bare ePESKTUBHU METOIU 3a KOHTPAIICTIIIHU.

Axko 3a0peMeHeeTe 1o BpeMe Ha JIeUeHHETo ¢ MUKo(deHoat, TpsioBa He3abaBHO Jla yBegoMHuTe Bammis
nekap. Borpeku ToBa, mpoasmkasaiite na npuemare CellCept, nokato He roBopure ¢ Hero.

bpemennoct

MuxodeHonat npuurHsIBa MHOTO BUCOKA YECTOTA Ha crloHTaHeH abopT (50%) 1 Ha TEXXKHU BPOAECHU
Mandopmanuu (23-27%) Ha mioga. Bponenute Mandopmanuu, KOUTO ce ChOOIIaBaT, BKIIFOUBAT
aHOMAaJIMY Ha YIIWUTE, OYUTE U JIMLETO (3aellKa ycTHa/HeOl1e), Ha pa3BUTHETO Ha MPBCTHTE, HA
CBPIIETO, XPAHOTIPOBO/Ia (OpraH, KOHTO CBHP3Ba I'BPIIOTO ChC CTOMaxa), ObOpennTe u HepBHATA
cucTtema (Harmpumep ciHa OuQuaa, KbAETO KOCTUTE HAa TPhOHAYHUS CTHJIO HE ca Jo0pe Pa3BUTH).
Bamero 6e6e Moxe na Oba€ 3acerHaTo OT €IUH WU TIOBEYE OT Te3U Ae(PEeKTH.

AKO cTe XKeHa, KOATO MOXe Jja 3a0peMeHee, Tpsi0Ba J1a MPeICTaBUTe OTPULIATENICH TECT 32 OPEMEHHOCT
IIpeIM 3all0YBAaHE Ha JICUEHUETO U J1a CIIa3BaTe ChBETUTE 3a KOHTpaUenius Ha Bamws nekap. Toi
MO2K€ J1a IOUCKa [T0BeYe OT €IUH TECT, 3a Jla € CUTYPEH, ue He cTe OpeMeHHa IIPeu 3all0YBaHe Ha
JIEUYCHUETO.

Kbpmene
He npuemaiite CellCept, ako kspmute. ToBa e, 3a110TO MaJIKU KOJIMYECTBA OT JICKAPCTBOTO MOXKE J1a
IIPEMHHAT B KbpPMAaTa.

Hlodupane u padora ¢ MalIMHK

CellCept noBiusia B ymepeHa crerneH crocooHocTta Bu a modupate u 1a paboTuTe ¢ HHCTPYMEHTH
WJTH MaIlIiHU. AKO Ce 9yBCTBAaTe CHHIIMBY, C IPUTHIIEHH yCEIIaHUs W 00bpKaHH, ToBopeTe ¢ Bamms
JIeKap WX MEIUIIMHCKA CECTpa U HeJleiTe Aa modupare win Aa paboTHTe C HHCTPYMEHTH WITH
MaIlIMHY, JIOKATO HE CE MOYyBCTBATEe MO-100pe.

Ba:xna ungopmanusi 0THOCHO HsAKOH OT cbeTaBkuTe Ha CellCept

e CellCept chappxa acaptam. AKO cTpajarte OT PSIKO HACIEACTBEHO HAPYIICHHE Ha OOMsHATA Ha
BeIlleCTBaTa HapeueHO (peHUIKeTOHYpHsI, TOBopeTe ¢ Barmms siekap, npenu aa 3amodHere a
npueMarte ToBa JICKapCTBO.

o CellCept coappixa copburon (Bua 3axap). Ako Bammsr jgekap Bu e xasai, ue umare
HEMIOHOCUMOCT KbM HSIKOM 3aXapH, HOCHBETBAUTE CE€ C HETO, MPEIH J1a B3EMETE TOBA JICKAPCTBO.

CellCept chabpika MeTHI HAPaXHAPOKCUGEH30aT

To3u nekapcTBEH MPOAYKT ChAbPXKa METHI napaxuapokcudensoat (E218), koiiTo Moxe 1a
Npeau3BUKa aTePTUYHU Peakuu (€BEHTYaJIHO 3a0aBEHH).
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CellCept coabpika HaTpuii
ToBa 1ekapcTBO ChIbprKa mo-Manko ot 1 mmol (23 mQ) marpuii Ha 103a, T.€. MOXKeE Ja ce Kaxe, e
NPaKTHIECKU HE ChIbPKa HATPUH.

3. Kak 1a npuemate CellCept

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo By e xazanm BamusaT nexap. Ako He CTe CUTYPHH B
HEIo, monuTanTe Bamus nekap win ¢papMariesT.

KoJko 1a npuemere

KosuruecTBoTO, KOSTO ITpHEeMaTe 3aBUCH OT Bua Ha BamaTa TpaHciuiantaius. OOH4aiiHUTE 03H ca
MOKa3aH! no-A0iay. JIeueHueTo e NpoabJIKU TOJIKOBA JBJIT0, KOJKOTO CE Hajuara, 3a Ja ce
MpeAOTBPaTH OTXBBPISHETO HA TPAaHCIUIaHTUpaHus Bu opran.

bbOpeuyHa TpaHcIIaHTALUSA
Bn3pactHu
e IIppBara no3a me Bu ce naBa 10 3 mHU cren omepanusTa 3a TpaHCIUTaHTAIHS.
e Jluesnara mo03a ¢ 10 ml cycnensus (2 ¢ OT IEKapCTBOTO), MPUETH KAaTO 2 OTIACITHU A03H.
e Bsemere 5 ml cycniensus cyrpus u cieq toBa 5 ml cycrniensust Beuep.

JHemna (1a Bp3pact ot 1 1o 18 rogunam)

e Jlo3ara Bapupa B 3aBUCUMOCT OT TEJICCHATA MMOBLPXHOCT Ha JIETETO.

e  Bammsr nekap mie onpenesid Hai-moaxoAsiara J103a Bb3 OCHOBA Ha PBCTA U TETJIOTO HA
Baiero nere (TenecHaTa HOBBPXHOCT, M3MEPEHA B KBaPATHH METPH ,,M?”).
INpenopbunTennara HavamHa 1o3a ¢ 600 mg/m? na meTH qHEBHO. [IpenopbunTenHara
noyrbpykaia go03a ocrasa 600 mg/m? nea mbTH Ha eH (MaKkcUMaaHa o0 JHEBHA 1032 2 §
win 10 ml mepopanna cycrnensus). Jlo3ara TpsOBa 1a ce MHAWBUAYATU3UPaA B3 OCHOBA Ha
KJIMHAYHATA OIICHKA Ha JIeKapsl.

CbpaedyHa TPaHCILUIAHTALMS
Br3pactHu
e [IbpBara no3a ce gaBa 10 5 THU Clief ONepanusaTa 3a TPAHCIUIAHTaLUS.
e JlueBnara 03a e 15 ml cycnensus (3 g OT JIekapCTBOTO), MPUETH KATO 2 OTIACITHH J03H.
e Bsemere 7,5 ml cycniensust cytpus u ciexn Tosa 7,5 ml cycriensus Beuep.

Hemna (aa Bp3pact ot 1 g0 18 rogunm)

o [Ipunaranara no3a e Bapupa B 3aBUCHMOCT OT TEJIE€CHATa MOBBPXHOCT HA JICTETO.

e JlekapsaT Ha BameTo gere e onpeneny Hal-MmoAXOAAIIaTa 032 B3 OCHOBA Ha PhCTa U
TErJI0TO Ha JAETETO (TeIeCHAaTa IOBBPXHOCT, H3MEPEHA B KBaAPATHUA METPH MU ,,M>"),
INpenoprunTenHara HadamHa 103a ¢ 600 mg/m? na meTH qHEBHO. J[03aTa TpsA6Ba 1a ce
WH/IMBH]TyaJTU3MPa Bb3 OCHOBA HA KIIMHUYHATA OICHKA Ha JIeKaps. AKO ce TIoHacs 1oope,
no3aTta Moke jia ce yeenwau 1o 900 mg/m2 JIBa I'bTH JHEBHO, aKO € HEOOXOIUMO
(MakcumaiHa obrma aHeBHa f03a ot 3 ¢ win 15 ml mepopainHa cycrensus).

YepHoapoOHa TPAaHCILUIAHTALUSA
Bnb3pactaun
e IIvpBara noza CellCept, kosiTo ce mpuema mpe3 ycrara, ce AaBa Hail-Majko 4 THH Clie
oriepanusTa 3a TpaHCIUTAHTAIUS, KoraTo Bue 1me MoxeTe J1a Tperibiiare JIeKapcTBa npe3
ycrarta.
e Jluepnara jo3a € 15 ml cycniensus (3 ¢ OT IeKapCTBOTO), MTPUETH KAaTO 2 OTAECITHH JI03H.
e Bsemere 7,5 ml cycniensust cytpus u ciexn Tosa 7,5 ml cycrniensus Beuep.

Jemna (1a Bp3pact ot 1 1o 18 roguam)
e [lpunaranara ;mo3a 1mie Bapyupa B 3aBUCHMOCT OT T€JIE€CHATa MOBBPXHOCT HA JIETETO.
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o Jlekapsr Ha Barero aere 1mie onpeneny Hal-moaxosIara 103a Bb3 OCHOBA Ha PbCTa U
TEIJIOTO Ha JETETO (TeleCHaTa OBLPXHOCT, U3MEPEHA B KBaJIpaTHU METPU UIIH ,,M>"),
INpenoprunTennara HadamHa 103a ¢ 600 mg/m? na meTH qHEBHO. J[03aTa TpsA6Ba 1a ce
WHIMBUIyalTu3Upa Bb3 OCHOBA Ha KIIMHHYHATA OIICHKA Ha JieKaps. AKO ce MmoHacs 1o0pe,
Jo3aTta Moke ja ce yeenwau 1o 900 mg/m2 JIBa I'bTH JHEBHO, aKO € HEOOXOIUMO
(MakcumaiHa obrma gHeBHa fo03a ot 3 ¢ win 15 ml mepopainHa cycnensus).

IIpurorssine Ha J1eKApPCTBOTO

JlexapcTBOTO Cce mpom3Bexa moxa opmara Ha mpax. Toit TpsOBa 1a ce cMecH ¢ IPeYrCTeHa Boja
npean ynorpeda. OOMKHOBEHO, hapMarieBTHT e Bu MpUroTBU IeKapcTBOTO. AKO TpsIOBa Ja ro
HaIpaBUTE CaMu, BIDKTE Touka 7 ,,J[pUrorssHe Ha J1ekapcTBOTO .

IIpuem Ha JieKapCTBOTO
Ille Bu 0b1aT HEOOXOUMH:

. byTuika 3a npuroTBeHa nepopajHa CyCIeH3Us C IPUKPEIIEH aanTop 3a OyTwikara u
IIOCTaBEeHa Kalauka.
. Enun ot Bata nepopaiitu 1o3atopa ot 5 ml (3a MHOrokpaTHa ymnotpeba), KOUTO Ce TOCTABST C

OITaKOBKaTa Ha JICKapCTBOTO.

Jla He ce M3MoJI3Ba, aKO OTAKOBKATa ¢ HApyIlIeHa WK HAKOU OT MPEJOCTABCHUTE C HEsl MaTEpUaN

JIUTICBAT WJIH Ca MOBPEICHH.

. Cebprkete ce ¢ Bamus nekap win hapmareBT, ako | iBaTa J103aTopa ca U3ryoeHu win
noBpeieHu (T.¢. JICJIEHUETO 3a J103aTa BeUye He Ce BIDKJIA SICHO WIIH Ce pPabOTH TPYIHO C HETO).
Te nie Bu mochBeTBaT Kak 72 MPOABIDKKUTE JIa MPUEMaTe JIEKapCTBOTO CH.

M3nosn3BaiiTe ¥ NOYMCTBANTE NEPOPATHUS A03ATOP, KAKTO € ONKUCAHO B HACTOAILUTE YKa3aHus, 3a Ja
ce n30erHe eBeHTyaJIHO 3aMbpcsiBaHe. MuiiTe pbleTe cu Mpeau u ciied ynorpeoa.

Omnuraiite ce cycneH3uara Jia He Tonaja BbpXy Kokata Bu unu B Hoca. BHuMaBaiite na He Ou mpax ot
MIPUTOTBEHOTO JIEKApCTBO Ja MOoNaaHe B ounTe Bu.

e AKO TOBa ce CJIYy4UH, U3IIJIAKHETC OOMIHO OYUTE CH C YUCTA BOJa.

Buumapaiite Ja HE ou Ipax OT MPUIOTBEHOTO JICKAPCTBO Jia MMONaAHE BBPXY KOXKaTa Bu.
e AKO TOBa ce CJIy4H, U3IUTAKHETEC Y4YaCTbKa CTapaTCiIHO CbC CAllyH U BOJA.

Kamauka 3a JTIO3ATOP
OyTtuika, ~— I"]]]]]]]]III

3alIMTEeHa OT
Jena

-

“— Bpsx

« Apnanrop 3a
OyTHiKa

-

AL ERAR RN LN NN
EXL I SN

|—I—|¢—L| + byrano

PasknaTere 3aTBopeHara OyTHIIKA 32 OKOJIO 5 CEKYHJIU MpeJu BCsKa yroTpeda.
MaxHeTe KanaukaTa Ha OyTHIIKaTa, 3alllUTeHA OT JIelia.

Bsemerte mo3aTtopa v HaTHCHETE OYTAIOTO KbM BbpXa Ha J103aTOpA.

Cren ToBa BKapaiiTe BbpXa Ha J103aTopa CTAOMIIHO B OTBOpA Ha alanTopa Ha OyTHIIKATa.

el N S
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5. OOBpHETE 00paTHO IETUs KOMIUICKT (OyTHIIKaTa M 103aTOpa — BIDKTE (pUTyparta mo-1o0iy).

6. baBHO u3abpHaiiTe OyTanoTo.
e [IpoxbpmkaBaiiTe 1a ro U3ObPIBATE, JOKATO HE U3TETIIUTE KEJIAHOTO KOJMYECTBO OT
JIeKapcTBOTO B Jjo3aTopa. Crpere 10 AeIeHHeTo, KOEeTo IoKa3Ba HeoOxoanmara Bu noza.
7. Bwpaere 00paTHO Lenusi KOMIUIEKT B IPaBUIHATA MTO3ULUSL.
e Kato rpprkuTe KopIryca Ha J03aTOpa, BHUMATEIHO IO H3ABPIIATE OT afantopa Ha
OyTuikaTa. ATanTopbT Ha OyTHIIKaTa TpAOBa Ja ocTaHe B OyTHIIKaTa.
8. BripbckaiiTe AUPEKTHO B ycTarta U ce YBepeTe, Ue JIEKAPCTBOTO € MPETIIbTHATO HAITBJIHO.
e He cmecBaiiTe 1ekapcTBOTO € JIpyra TEUHOCT, KoraTo ro reirate. Ciel Beska yrnorpeda
3aTBapsAlTe OyTHIKATa C KalmaykaTa, 3alldTeHa OT Jela.
e 3a 51a ce u30erHe 3a/1aBsHE/TIOBPBIIAHE, YBEPETE Ce, Ue TSUIOTO € B U3NPABEHO IOJIOKEHHE,
MOCTaBeTe NEePOPaIHUA A03aTOP B yCTaTa, KaTo BEPXbT coun Oy3aTa, 0aBHO HATUCHETE
OyTanoTo JOKpail M He M3IOJI3BalTe CUIIA TIPU BIIPHCKBAHE KM I'bPIIOTO.
9. [Touncrere mo3aTopa
e  Bepanara cnen ynorpeba — pasriodere 103aTopa U M3IUIAKHETE U IBETE MY YaCTH C
Teyala 4enMsHa BoJa, IOKaTO OTCTPAHUTE OCTAHAIOTO KOJMYECTBO OT JEKapCTBOTO. AKO
HsIMAaTe JIOCTBII IO YACTA YEeHIMSHA BOJa, TIOYHUCTETE C YHCTA BOJIa (HApUMep, JeCTUIINPaHa).
e  He crepunusupaiite nepopaiHus 103aTOp U HE TO U3BapsBaiiTe, 3a Ja n30ernere
noBpenata My. He usnonssaiite canderky 3a MoYncTBaHe, ChABPKAIIN PAa3TBOPUTEI.
e  OcraBerte ro /1a U3CbXHE Ha BB3AYX NPEAH clieABaniata ynorpeda. He uznomnssaiite
IUTaTHEHHU KBPITU WK cal(eTKH 3a MoCyIIaBaHe.
e  CepxpansBaiiTe, KaTO IbPKHUTE TUCIICHCHPA CYX H Jiajede OT CIIbHUEBA CBETJIMHA.
He n3xBbpuisiiTe nepopatHus 103aTop, Thi KaTo TOW TpAOBa Ja ce M3MO0A3Ba MHOTOKPATHO.
EnBa cren mocinefHOTO My U3MOJI3BaHE U3XBBPIIETE MIEPOPATHUS 103aTOP B ChOTBETCTBUE C MECTHHUTE
pasmopendmu.

AKo cTe mpueJU MoBeve oT HeodxonumaTta no3a CellCept

Axo npuemere no-rossimo konmdectso ot CellCept, roBopere ¢ niekap wim oTuaeTe BeaHara B
Oomama. Hampasete chIOTO, aK0 HAKOH APYT ciiydaiiHO B3eMe Bareto nekapctBo. Biemere
OIlaKOBKaTa Ha JIEKapcTBOTO ¢ Bac.

Axo cte npomycHaiau 1a npuemerte CellCept

AKko HsAKOra 3a0paBuTe J1a IpHeMeTe JEKapcTBOTO, B3EMETE I'0 BeHara cies KaTo cu ciomuure. Ciuexn
TOBa MPOIBIDKETE JIa To puemMare B oonvaiHoTo BpeMe. He B3emaliTe qBoliHA 1034, 3a 1a
KOMIIEHCHpATe IPOIlyCcHaTaTa J103a.

Axo cte cipesin npuema Ha CellCept
He cnimpaiite npuema Ha CellCept, ocBeH ako JieKyBamust Jiekap He Bu kaxe. AKo cripere Je4eHHeTo

CH, MOXXE€ J]a YBEIMYUTE BEPOATHOCTTA 32 OTXBBPIISHE Ha TpaHCIIaHTHpaHus Bu opras.

AKO MMaTe HIKAKBHU JOMBIHUTEIHHA BBIIPOCH, CBBP3aHH ¢ yIoTpebara Ha TOBa JIEKApCTBO, MOMUTANTe
Barmus siekap win GpapMariesT.
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4, Bb3M0oKHU HeKeJIaHU pe€aKkuumn
Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKEC [1a MPCAN3BUKA HCIKCIAaHU PCAKIIUU, BBIIPCKU Y€ HC
BCCKH I' TIOJTy4aBa.

FOBopeTe CJIeKap BeJHara, axko 3a0eJIe;KuTe HAKOM OT CJIeTHUTE CEPHUO3HH HEKEJIAHU PCAKIIUU —
MO’KE 1a €€ HYKAA€TE OT CIICIIHO JICUCHUE:

o uMare INpu3Haly Ha HHQEKLKs, Hallp. BUCOKA TeMIlepaTypa Uil OOJIKH B I'bPJIOTO
o “MaTe HeOYaKBaHO HACHHSABAHE MM KbPBEHE
o 00puB, CHPOEK, YPTUKAPUS, 3ayX WIH 3aTPyIHEHO JUIIAHE, CBUPKAIY XPUIIOBE MM KalUTUIIA,

CBCTOBBPTCK, 3aMaI>'IBaHe, IIPOMEHU B HUBOTO HAa Cb3HAHUEC, XUIIOTOHHA, CHC UIIN 0e3 ek
reHepalnu3vupan C’Lp6e)i(, 3a4YCpPBABAHC HA KOXKaTa U MMOAYBAaHC Ha J'II/ILICTO/F’LPJ'IOTO (CI/IMHTOMI/I Ha
TCIXKKa aJIcpruiHa peaKuI/m).

Oo6nyaiitnu npodemMu

Hsixon ot Haii-oOnJaitHuTE MIPOOIEMH ca TUapus, TIO-MaJIKo Oey WIIM YepBEHH KJIETKU B KphBTa Bu,
UHQEKIHS ¥ MOBpbhIaHe. Bamust iekap 1ie npaBu pelOBHA KPHBHU TECTOBE, 3a Jia TIPOBEPH JAaIH
¥“Ma MIPOMEHH B:

o Oposi Ha KPHBHUTE KIJIETKHU W MMPU3HAIM HA MHPEKITHS.

bop6a ¢ undexnunte

CellCept namassiBa 3anMTHUTE CUIM Ha oprann3Ma Bu. ToBa ce mpasw, 3a J1a ce Cpe OTXBBPISHETO
Ha TPAaHCIUIAHTUPaHUs oprad. B pe3ynrar Ha ToBa, Bamust opraHnu3bM HAMa J1a CE CHPaBsl C
UHQEKIMUTE Taka 100pe, KaKTo OOMKHOBEHO. ToBa 03HAYaBa, ye MOXKE Jia ce 3apa3uTe C MmoBeye
UHQEKIMK OT 0OMKHOBEHO. Te BKITrouBaT MHPEKIMH HAa MO3bKa, KOXKaTa, ycTara, CToMaxa v 4epBara,
OenuTe MPOOOBE U MUKOYHATA CUCTEMA.

Pak Ha koxarTa u ium@pHaTa cucrema
Kakro Mo>ke 51a ce ciyuu Ipy MalueHTy, IpUeMally TO3H BU JeKapcTBa (MMyHOCYPECOPH ), MHOT'O
Mainbk Opoit manment Ha CellCept pa3BuBaT pak Ha TMMQHATA ThKaH U KOXKaTa.

OO0mmM HeKeTaHW peaKkuu

Moske na mosyduTe 00U HeXeIaH! peakIlny, 3acsram opraau3ma Bu karo mso. Te BximrouBat
CEpUO3HH alICPTHYHH Peakiuu (Harp. aHaduIakcus, aHTHoeJIeM), TOBUIIIEHA TeMITepaTypa, YyBCTBO
Ha CHIJIHA yMopa, 0e3chHMe, 00IKH (Hamp. B CTOMaxa, TbPIUTE, CTABUTE UIIH MYCKYJIMTE), TIaBOOOIHE,
TPUITHU CUMITTOMH U TIOTyBaHe.

[pyrure HexxenaHu peakuy MOKe J1a BKIIOYBAT:

Ko:xuu npo6semn xaro:
. aKHe, XepIec Ha ycTara, XepIiec 30cTep, KOXXKHU oOpa3yBaHUs, KOcoma, OOpUB, CbpOEK.

IInkoynn mpodeMn KaTo:
o KPbB B ypHHATa

IIpo6aemMu ¢ XxpaHocMHUJIaTeTHATA CHCTeMA M yCTATa KaTo!

o MolyBaHe Ha BEHIIUTE U SI3BU B YCTAaTa,

BB3MAJICHUE Ha IMaHKpeaca, Ae0eI0To YepBo WiTd CTOMAaxa,

CTOMAITHO-YPEBHU MPOOIIEMH, BKIFOUUTEITHO KbPBEHE,

YepHOAPOOHH HAPYIICHHUS,

JMapwsi, 3a1eK, MO3UBH 32 MOBphIaHe (TafeHe), HapyIIeHO XpaHOCMHJIaHe, 3ary0a Ha alleTHT,
OTJISJISIHE Ha Ta30Be.

IIpobaeMu ¢ HepBHATa cUcTEMa KaTo:
. YyBCTBO Ha 3aMasiHOCT, CHbHJIMBOCT WJIK U3TPBIIBAHE,
. TpenepeHe, MyCKyJIHH CIa3MH, MPUNaIbIH,
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L YYBCTBO Ha TPCBOKHOCT WJIH ACTIPECHUA, IPOMCHU B HACTPOCHUCTO UJIM MUCIIUTC.

HpOﬁJ’leMI/l ChC CHPUETO M KPbBOHOCHHUTE CHJA0BE KATO:
L MMpoMsAHa B KPbBHOTO HAJISITAaHE, YCKOPCH CHhbPACUCH PUTHM, PASHIMPSABAHC HA KPbBOHOCHUTC
CbI0BCE.

IIpo0aemu c dennrte APodOBe KATO:

o MTHEBMOHHUS, OPOHXUT,

o 3alyX, KallIuIla, KOsSTO MOXE JIa Ce IbJKU Ha OpOHXUEKTa3uu (3a00IIs1BaHe, PU KOETO
JUXaTETHUTE THTUIIA ca HEOOMYAHO pas3mupenn) uin oenoapodHa Gubposa (papacTBane Ha
ChEJIMHUTENTHA ThKaH B Oenute nqpodose). ['oBopete ¢ Bammms ekap, ako pa3Buere yrnopura
KallUTUIIA WK 3a/1yX.

TEYHOCT B OesnuTe ApoOOBE MU B TPBIHUS KOIII,

. npo0JIeMHU ChC CHHYCHUTE.

Apyru npo6.emu Kato:
. 3ary0a Ha TerJio, mojarpa, BUCOKa KpbBHa 3axap, KbpBeHE, HACUHSBAHE.

JOIbJIHUTETHE HeKeJIAaHH PeaKLUM IIPH Aela U IOHOIIH

IIpu menata, ocOOEHO MpH TE€3H Ha BB3pacT MOA 6 TOAWHU, MOXKE Jja NMa MO-TOJIIMa BEPOATHOCT,
OTKOJIKOTO BBb3PACTHUTE, 3a PA3BUTHE Ha HAKOM HEXXEITAaHU PEaKMH, BKIFOUNUTEITHO JUAPHS,
NOBpbIIaHe, HHPEKINH, HaMalsBaHe Ha Oposi Ha YepBEHUTE U OeNrTe KIETKH B KPbBTa U €BEHTYaJTHO
pak Ha IuMQHATa CUCTEMa MM KOXKaTa.

Cpo01aBaHe HA He:KeJIAHU peaKuun

AKO TIOJTyYHTe HAKaKBU HEXEJIaH! JIEKAPCTBEHH PEAKIINH, yBeIoMeTe Barwst nexap niv MeauIMHCKa
cectpa. ToBa BKJIIOUBA BCUUKH Bb3MOXKHH HEOMUCAHU B Ta3U JIMCTOBKA HEXKETAaHU peakiuu. MoxeTte
CBIO A2 ChbOOIINTE HEXKETaH! PEaKy AUPEKTHO Ype3 HAIlMOHATHATA CHCTEMa 3a ChOOIIaBaHe,
mocoueHa B [Ipunoxenue V. Kato crobmaBare HeXelIaHW PEakilny, MOYKETE Ia AfeTe CBOS IPUHOC
3a MoJTydaBaHe Ha MoBede HHPOpMAaIHs OTHOCHO O€30MIacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak n1a chxpansBate CellCept

o ToBa nekapcTBO TpsiOBa Aa ce ChXpaHsABa Ha MSCTO, HEAOCTBHITHO 3a JIeTia.

. He n3non3BaiitTe TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, KOWTO € OTOeNA3aH BhPXY
KapTOHEHAaTa ONaKOBKa M €TUKETa Ha OyTwikara cien ,,[ onen no:“ u ,,EXP*.

o CpoKbT Ha TOJTHOCT Ha MPUTOTBEHATA CyCIieH3us € 2 Mecena. J[a He ce M3mos3Ba CycreH3usaTa
CJIe] Ta3M JaTa.

. IIpax 3a nepopanHa cycneH3us: Aa He ce cbxpaHnsaBa Hax 30 °C.

o l'oToBara cycnensus: aa He ce chxpansBa Haz 30 °C.

. He n3xBbpistiiTe HUKaKBY JIEKAPCTBA B KAHAIM3ALMATA UM B KOHTEHHEPA 3a TOMAIHU

OTnaabIH. Ilonuraiite Bamus (I)apMaI_ICBT KaK J1a U3XBbPJIATC JICKAPCTBATA, KOUTO BCUC HEC
n3noi3Bare. Te3u MCPKH IIC CTIOMOTHAT 34 OIIa3BAHC HA OKOJIHATa Cpeaa.
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6.

Cun)pma}me Ha OnMaKoBKaTa U J0ONIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

Kakso cbabpaxa CellCept

AKTHBHOTO BEIIECTBO € MUKO(GEHOIaT MOPETHII.

Besika OyTtriika cbabpxka 35 g MukodeHoaaT MOGETHIL.

Jlpyrute ChCTaBKH ca: COPOUTON, CHIINIIHEB JUOKCHI, KOJOHIEH Oe3BOJICH, HATPUEB LIUTPAT,
COEB JICIIUTHH, CMECEH IIJIO/IOB apoMaT, KCaHTaHOBa ryma, acnapram™* (E951), metnin
nmapaxuapokcudensoar (E218), mumonena kucenuna, 6e3801Ha. MOJIs, IpoYeTeTe U TOUKA 2
,,BaxkHa mH(popmMarms oTHOCHO Hikou oT ceeraBkute Ha CellCept®, ,,CellCept cpabpika
MeTHa napaxugpokcudenszoat” u ,,CellCept chabpxa HaTpHiA™.

*chIbpika (eHUIAIAaHUH, CKBUBaJICHTEeH Ha 2,78 mg Ha 5 ml cycnieH3usl.

Kak m3ruexaa CellCept u kakBo cbabpika onakoBkara

Bcesika 6yTrika ot 110 g mpax 3a mepopaiiHa CycIieH3ust ChIbpka 35 g MUKO(peHOIaT
mogetui. Pazropere ¢ 94 ml necrunupana Boja. Koraro ce npurorsu 3a ynorpebda, 00eMbT
Ha cycnensusita e 175 ml, kouro ocurypssat usnonssaem odem ot 160-165 ml. 5 ml ot
pa3TBOpeHaTa CyCreH3usl Chabpka 1 § MuUKO(EeHOIAT MOGETHIL.

[punoxkenu ca chIo agantop 3a OyTUIIKATa U 2 TIEpOPaTHH J03aTOPA.

HpI/IFOTBﬂHe Ha JIEKApCTBOTO

OOuKHOBEHO, (hapMaleBTHT 11I€ BU IPUTOTBHU JIEKAPCTBOTO. AKO TpsiOBa a IO HAPaBUTE CaMH,
CIasBaiiTe CTBIKHUTE I0-0Iy:

OnuraiiTe ce 1a He BAUIIBaTe cyxus mpax. OmuTaiiTe ce ChINo Taka TOH J1a HEe ToMaja BEPXY KoKaTa
Bu, B ycraTta wiu B Hoca Bu.

BHumagaiite 1a He momagHe Ipax OT IMPUIOTBEHOTO JIEKAPCTBO B OUUTE Bu.
e AKo TOBa ce CJIy4H, U3IIIAKHETE OOMIIHO OYHUTE CHU C YHCTa BOJA.

BnumMmagaiiTe 1a HE monajHe mpax OT MPUTOTBEHOTO JIEKApCTBO BHPXY Koxkata Bu.
e AKO TOBA C€ CIIy4H, U3IJIAKHETE YYaCThKA CTAPATEIHO ChC CAIYH U BOJA.

[lorymnaiitTe ApHOTO Ha 3aTBOpeHaTa OyTUIIKA HAKOJKO ITBTH, 3a J]a pa3poxKaTe mpaxa.
Otmepere 94 ml npeuncTeHa Boia B MEPHUTEIICH LIMIHHIBP.
Haneiite okoJ10 monoBuHaTa OT OOIIOTO KOJIMYECTBO NIPEUYNCTEHA BoJa B OyTHIIKATa.

e (e ToBa paskiaTere 1o0pe 3aTBOpeHaTa OyTHiKa 3a OKoJIo 1 MUHYyTA.

JobGaBeTe ocTaHamara BOJa.

e Cnen ToBa pa3kiaTere H00pe 3aTBOpeHaTa OYTHIIKA 32 OKOJIO OIIE €Ha MUHYTA.

MaxHere Kanadkara Ha OyTHJIKaTa, 3allUTeHA OT Jela, M HAaTUCHETE a/iarTopa Ha OyTHIIKaTa B
TBPIOTO HA OyTHITKATA.

Cren ToBa 3aTBOpETE IUTBTHO Kanavkara Ha OyTHIIKaTa, 3all[UTeHA OT JCIIa.

e ToBa Tps6Ba 1a OCUTYPH MPABIITHOTO TOJIOKEHHUE Ha aJanTopa Ha OyTHIKaTa U Karmadkara

Ha OyTHIIKaTa, 3allUTeHa OT JIela.

Hanumere natara Ha u3TMYaHe Ha CpOKa Ha TOJHOCT BbPXY €THKETa Ha OyTHIIKATa ¢
MIPUTOTBEHOTO JIEKapCTBO.
e Taka NpUroTBEHOTO JIEKAPCTBO MOXKE J]a C€ U3I10JI3Ba B IIPOJBIDKEHHE Ha 2 Mecella.

IIpuTtexaTes Ha pa3pelIeHHeTO 3a yoTpeda
Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

T'epmanus
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IIpousBoauTen

Roche Pharma AG

Emil Barell Strasse 1
79639 Grenzach-Wyhlen
T'epmanus

3a nombJaHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
HPECTaBUTEN Ha PUTEKATENSI HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien, Lietuva
Luxembourg/Luxemburg UAB “Roche Lietuva”
N.V. Roche S.A. Tel: +370 5 2546799

Belgié/Belgique/Belgien
Tél/Tel: +32 (0) 2 525 82 11

Bbnarapus
Pomm benrapus EOO/]
Ten: +359 2 474 5444

Ceska republika Magyarorszag
Roche s. r. 0. Roche (Magyarorszag) Kft.
Tel: +420 - 2 20382111 Tel: +36 1 279 4500

Danmark
Roche Pharmaceuticals A/S
TIf: +45 - 36 39 99 99

Deutschland Nederland

Roche Pharma AG Roche Nederland B.V.
Tel: +49 (0) 7624 140 Tel: +31 (0) 348 438000
Eesti Norge

Roche Eesti OU Roche Norge AS

Tel: + 372 -6 177 380 TIf: +47 - 22 78 90 00
EMGdo, Kompog Osterreich

Roche (Hellas) A.E. Roche Austria GmbH
EAMGSo Tel: +43 (0) 1 27739
TnA: +30 210 61 66 100

Espafia Polska

Roche Farma S.A. Roche Polska Sp.z o.0.
Tel: +34 - 91 324 81 00 Tel: +48 - 22 345 18 88
France Portugal

Roche Roche Farmacéutica Quimica, Lda
Tél: +33 (0)1 47 61 40 00 Tel: +351 - 21 425 70 00
Hrvatska Romaéania

Roche d.o.o. Roche Roménia S.R.L.

Tel: + 38514722 333 Tel: +40 21 206 47 01
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Ireland, Malta

Roche Products (Ireland) Ltd.

Ireland/L-Irlanda
Tel: +353 (0) 1 469 0700

island

Roche Pharmaceuticals A/S
c/o Icepharma hf

Simi: +354 540 8000

Italia
Roche S.p.A.
Tel: +39 - 039 2471

Latvija
Roche Latvija SIA
Tel: +371 - 67 039831

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.o.
Tel: +421 - 2 52638201

Suomi/Finland
Roche Oy
Puh/Tel: +358 (0) 10 554 500

Sverige
Roche AB
Tel: +46 (0) 8 726 1200

I[ara Ha MOCJICAHO Mpepasrjac:KaaHe Ha JUCTOBKaTa

JApyru u3rouHuum Ha uHGopMauus

Ho;[po6Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKAPCTBO € NPCAOCTAaBCHA Ha ye6cal71Ta Ha EBpOHGﬁCKaTa arcHuus
o JiekapcrBata https://www.ema.europa.eu
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

CellCept 500 mg ¢puamupann TadaeTKu
mukodenonar modermn (mycophenolate mofetil)

IIpoyeTeTe BHUMAaTEIHO LAJIATA JUCTOBKA, MPeIM 2 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCTBO,

Thil KaTO Chbp:Ka BaskHa 3a Bac undgopmaunus.

- 3amasere Ta3u JUCTOBKA. MOXe 1a ce HAJIO0XH Aa S MPOYETETE OTHOBO.

- Axo MMaTe HSIKaKBU JOMBIHUTEIHH BBIIPOCH, TONMUTaNTe Bamms nekap win dapManesT.

- Tosa nekapcTBo € npeanucano Ju4Ho Ha Bac. He ro npeorcThiBaiite Ha Apyru xopa. To Moxe na
M HaBpeIH, HE3aBUCHUMO Y€ TIPU3HANNTE Ha TIXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammmTe.

- AKO MOJIy4YuTe HSIKAKBU HEXKEJIaHU JICKAPCTBEHU peakluu, yBeaoMmere Baius nekap wiu
Q)apMaueBT. ToBa BkII0YBa M BCUYKH BB3MOKHH HEKEJIaHU p€aKknnun, HECOIMCAHU B Ta3U
nrucToBKa. Brokre Touka 4.

Kakso CbhAbpiKa Ta3u JIMCTOBKA:

Kakso nipencrasisisa CellCept u 3a kakBo ce U3oJI3Ba
Kakso Tpsi6Ba na 3naere, npeau qa npuemete CellCept

Kak na npuemate CellCept

BBb3M0KHM HEXEIaHU PEaKIUU

Kak na cexpansiBate CellCept

ChappkaHie Ha ONIAKOBKATA U JAOIBJIHUTENIHA HH(pOpMaLIUs

BRI S

1. Kakso npeacrasasisa CellCept u 3a kakBo ce n3noJizsa
CellCept cbabprka MUKOGEHOTAT MO(ETHIT:
. Toit nmpuHaIekKH KbM I'PyIa JEKapCTBa, HAPEUCHH ,, IMYHOCYTIPECOpH”.

CellCept ce nsnonsea, 3a ja ce npeJOTBPATH OTXBHPJISHETO HA TPAHCIUIAHTUPAH OPraH OT OpraHu3Ma
P BB3PACTHU U JleTia:
o br0pexk, chprie mim yepeH apoo.

CellCept TpsiOBa 1a ce M3MO3Ba 3a¢IHO C IPYTH JIEKAPCTRA:

. LIMKIIOCTIOPUH ¥ KOPTUKOCTEPOUIH.
2.  Kakso TpsoBa 1a 3HaeTe, npeau 1a npuemete CellCept
NPEAYIIPEXXJIEHUE

MuxkodeHonaT npeIn3BUKBa BPOJACHU Ae(PEKTH U CMBPT Ha TuI0/1a. AKO CTe JK€Ha, KOATO OM Morjia Ja
3a0peMeHee, TpsOBa Ja MPEICTaBUTE OTPUIIATENICH TECT 3a OPEMEHHOCT MPEIU 3all0YBaHE Ha
JICYCHUETO U TPsAOBA J1a CIIa3BaTe ChBETHUTE 3a KOHTpAIeNIUs Ha Bamus nekap.

Bammsr nexap mie ropopu ¢ Bac u mie Bu mage nucmena nadopmaris, ocodeHo 3a epekTuTe Ha
MuKo(eHoNaT BpXy mioja. [Ipoyerere BHUMAaTETHO Ta3u MH(QOPMAIUS U CTIa3BaiTe YKa3aHUSATA.

AKo He pa3bupaTe HaITBJIHO TE€3W yKa3aHWs, MOJIs, TOMOJIeTe Jiekaps 1a Bu ru o0sicHH, mTpenu ia

npuemMere MUKo(peHonaT. BikTe chIo U AOMbIHATENHATAa HHQOpMALHS B Ta3U TOYKA B
»lIpenynpexaenus u npeanassu Mmepku”’, ,,Kontpauenmus*, ,,bpeMeHHOCT U KbpMeHE”.
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He npuemaiite CellCept:

o AKO CTe anepruyHu KbM MUKO(EHOJIAT MOGETHII, MUKO(EHOIIOBA KUCEITUHA WU KbM HSIKOS OT
OCTAaHAJINTE CHCTABKH Ha TOBA JIEKAPCTBO (M30pOCHH B TOUKA 6).
o AKO cTe KeHa, KOSTO MOXKe J1a 3a0peMeHee U He CTE MPECTABUIIA OTPUIIATEIICH TECT 3a

OpPEMEHHOCT MPE MbPBOTO MPEINUCBaHe, Thi KATO MUKO(PEHOJIAT IPUYNHSBA BPOICHH
Mai(opMaluy U CMBPT Ha TUIOJA.

o AKko cTe OpeMeHHa, TUTaHuparte Ja 3a0peMeHeeTe Uil CMATaTe, Ye MOXKe Jja cTe OpeMeHHa.

° Ako He n3non3BaTe eheKTUBHA KOHTpalenus (Bwkre ,,KoHTparenius, OpeMEeHHOCT 1
KbpMeHe").

. AKO KbpMHUTE.

He npuemaiite ToBa JIeKapCTBO, aKO HEIIO OT TOPHUTE Ce OTHACS 10 Bac. AKO HE CTe CHT'YpHH,
roBopete ¢ Bamus jgekap win dapmarieBt npean aa npuemere CellCept.

IIpenynpesxxkaeHusi U Mpeana3sHu MEPKH

T'oBopere ¢ Bamus Jiekap BegHara mpejau aa 3amnovnere jederue cbe CellCept:

o AKo cTe Ha Bb3pacT HaJ 65 roJHu, Thi KATO MOXE Ja CTE W3JI0KEHHU Ha MOBHUILEH PUCK OT

NOJTy4YaBaHe Ha HeXeJlaHW ChbOUTHSI, KaTO HAIIpUMep HIKOM BUPYCHH UH(EKINH, KbPBEHE OT

CTOMAIIHO-YPEBHUA TPAKT U 6enonpo6eH OTOK, B CPAaBHCHUEC C MMO-MJIAJUTE MMAITUCHTH

AKO UMaTe CUMIITOMH Ha MH(MEKIHS, HaTIp. BUCOKA TeMIIepaTypa Wi OOJKU B I'BPIIOTO

AKO UMaTe HeoYaKBaHO KpbBOHACAJaHE WU KbpPBEHE

AKO HSIKOTa CT€ MMaJId Ipo0JIeM C XpaHOCMMJIaTEIHATa CUCTEMa, Halp. CTOMAIHA 53Ba

AKo TuTaHupare 1a 3abpeMeHeeTe Win ako 3abpemeHeere, nokaTo Bue mim Bammsar naptasop

npuemate CellCept

o AKO MMaTe HacJeICTBEH CH3UMEH Je(HUINT, KaTO HapuMep cuHApoM Ha Jlem-Huxan u Ha
Kenu-Curmuisp.

AKO HeIo OT TOpHHTE ce OTHACs 10 Bac (Wiu He cTe CUTypHH), TOBOpETE BeaHara ¢ Barus jiekap
npenu na 3anounere Jeuenue cbe CellCept.

EdekT Ha ciibHYeBaTA CBETJIMHA
CellCept namansiBa 3ammTHUTE CHIHM Ha oprann3ma Bu. [Topaau ToBa, iMa MOBHIIICH PUCK OT PaK Ha
kokaTta. Orpanuuere nznaranero Ha cpHIE U UV cBetnnna. Hanpaserte ToBa, Kato:

° HOCUTEC 3allITUTHO 06JICI(JIO, KOC€TO IMMOKPHUBA CHIIO I'IaBaTa, IIHUATa, PBLUCTE U KpaKaTa
L H3M0JI3BATC CIIBHUC3AMUTHO CPCACTBO C BUCOK 3alIUTCH (1)aKTOp.
Jlema

HpI/I JAcnara, 0Cco0€eHO IIpu TE3U Ha BB3PACT I10J 6 roavH", MOXKXE J1a UMa MO-TrojiiMa BEPOATHOCT,
OTKOJIKOTO BB3PAaCTHUTE, 3a pa3BUTHEC HA HAKON HEXKCIIAaHU PE€AaKIIUH, BKIIIOUUTCIIHO AUapuUs,
IMMOBPBIIAHE, I/IH(i)eKHI/II/I, HaMaJIIBaHC Ha 6p0$[ Ha YCPBCHUTE U OenuTe KIETKH B KpbBTa U €BEHTYAJIHO
PaK Ha J'II/IM(i)HaTa CHUCTEMA HUJIM KOXKaTa.

TabneTKuTe ca MOAXOASIIM CaMo 3a Jiela, KOUTO ca B ChCTOSHUE J1a TIPErIIbINAT TBbPAHM JeKapcTBa 0e3
puck ot 3anaBsiHe. [lopaau ToBa IeKapcTBOTO TPIOBa J1a Ce 1aBa caMO B CHOTBETCTBHUE C JIEKAPCKOTO
MpeAnucaHue.

AKO He CTe CUT'YPHH B HEIIO 3a JeueHneTo Ha Bamiero nere, mochBeTBaiiTe ce ¢ Bamus nexap wium
(apmaneBT npeau ymnorpeoda.

Hpyru nexapersa u CellCept

Hudopmupaiite Bamms jexap win hapMarneBT, ako IpreMare Wi HaCKOPO CTe TIPUEMad JPyTH
nexapcTBa. ToBa BKITFOUYBA JIEKApCTBa, KOUTO CTE CH KYIIHIIM 0€3 perienTa, KaTo HapuMep PacTUTETHN
nekapctBa. ToBa e Taka, 3amoro CellCept moxe na moBnusie HaYKMHa, O KOWTO HIKOM JICKapCTBa
neiictar. ChIIo Taka JApyry JekapceTBa Moxe 1a moiusisit nericteuero Ha CellCept.
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IMo-crienmainyo, nmpeau na 3amno4nete seueHue cbe CellCept, kaxxere Ha Bamus siekap win papmariesr,
aKo MpueMare HIKOU OT CICTHUTE JIEKapCTBa:
®  a3aTHOIPHH WM JIPYTH JICKAPCTBA, KOUTO MOTUCKAT UMYHHATA CUCTEMA - JIaBaHH CIe]
oTiepanusTa 3a TPaHCIUTAHTAIINS
XOJICCTUPAMHH — U3MOJI3BaH 32 JICUCHUE Ha MOBUIICH X0JIECTEPOT
pudaMIUIH — aHTHOWOTHUK, U3IIOI3BaH 3a MPOPMITAKTHKA 1 JICUeHNE Ha WHPEKINH, HaTIp.
Ty6epkynosa (TB)
®  aHTHANUM WIM MHXHUOUTOPH HA IIPOTOHHATA MOMIIA — U3IIOJI3BaHH ITPH POOIEMH ¢
KHCEITMHHOCTTA B CTOMaxa, Hamp. HAPYIIEHO XpaHOCMUIIaHE
e cpencTBa, CBbp3BaliK (ocdaTuTe — U3MOJ3BAHK OT XOpa C XPOHUYHA ObOpPEeUHa HEAOCTATHYHOCT
3a HaMaJsIBaHE HA KOJIMYECTBOTO ocdhaTu, Kouto ce abcopOupaT B KpbBTa
aHTUOMOTHIIN — U3IIOJI3BAHH 32 JICUCHUE Ha OAKTepUATHU HH(DEKITNH
W3aBYKOHA30J1 — M3IIOJI3BaH 3a JieueHHe Ha ThOMYHH WH(EKInu
TEJIMUCAPTAH — U3MOJI3BaH 3a JICUCHHE Ha BUCOKO KPHBHO HAIISTAHE.

Bakcunn

Axo ce Hy)/IaeTe OT BakcuHaIus (kuBa BakcuHa), nokato npuemate CellCept, roBopete mbpBo ¢
Bamms nexap wim dapmarieBt. Bammusit ekap e Bu mochBeTBa KakBH BaKCUHH MOXeE Ja
U3I0J3BaTe.

He tpsi6Ba 1a napsiare kpbB 10 Bpeme Ha jeuenneto cbe CellCept wnu B pamkute Ha moHe 6
CeIMUIIM CJIe IPEeKpaTsaBaHe Ha JIeueHHeTo. Mbxere He TpsiOBa Aa ObAAT TOHOPH HA CIIEpMa 0
Bpeme Ha jedeHneto cwe CellCept wiun B pamkute Ha noHe 90 AHU e/ npeKkpaTsBaHe Ha JICYCHHETO.

ITpuem na CellCept ¢ xpaHa u HanUTKH
[preMbT Ha XpaHa U HAMMTKH HsIMa edekT BepXy Jedennero cbe CellCept.

KonTtpanenuus npu :xenu, npuemanmu CellCept
AKo cTe eHa, KOsTO MOXe J1a 3abpemeHee, Bue TpsiOBa j1a n3mosssare eeKTUBEH METO 38
konTparenims cbc CellCept. Toa BkiIrOUBa neproa;

o npeu 3anouyBane Ha nmpuema Ha CellCept
. o Bpeme Ha 1sutoTo siedenne cbe CellCept
. B IIPOIBIDKEHIE Ha 6 ceMUIH ciel crimpane Ha npuema Ha CellCept.

I'oBopere ¢ Bamus nekap OTHOCHO Hal-NoAXoA1aTa KoHTpanenuus 3a Bac. Tosa 1e 3aBucu ot
Bamus koHKpeTeH ciiydyail. 3a NpenoYnuTaHe ¢ Jia Ce MPUWIOKAT JiBe HOPMU Ha KOHTPALICIIUS, Thi
KaTO TOBA II[¢ HAMAJK PUCKA OT HeKenaHa OpeMeHHOCT. CBBbpikeTe ce ¢ Bamms gexap Bb3MOKHO
Hal-CKOPO, aK0 cMATAaTe, Ye KOHTpauenuusaTa Bu Moske 1a He e e)eKTUBHA /I aKO CTe
3a0paBUWJIM 1a B3eMeTe MPOTHB03a4aThYHATA CH TaldJ1eTKa.

He moxere Ja 336pCMGHCeTe, aKO HAKOC€ OT CJICOHUTC CbCTOAHUA CC OTHACA O0 Bac:

. Bue cte B mocTMeHomnay3a, T.€. Ha Bb3pacT Haii-manko 50 ronuHu 1 mocieaHaTa Bu
MEHCTpyalus ¢ Ouja npeay moBeue OT roarHa (ako MeHcTpyalusaTa Bu e cnpsiia mopaau
JIYCHHUE 32 paK, ToraBa BCE MaK UMa BEPOSITHOCT J1a 3a0peMeHeeTe)

. danonueBuTe TPHOU U ABaTa Bu situAmKa ca OMIIM OTCTpaHEHU C omeparius (OuaaTepanHa
CaJIIMHT0-00(hOpeKTOMHUSI )

. Markara Bu e oTcTpaneHa ¢ onepanus (XUCTEpeKTOMH)

. SitunnnuTe By Beue He GyHKIMOHUpAT (MIPEXkIeBPEMEHHA SIMYHUKOBA HEJIOCTATHYHOCT,
MOTBBPCHA OT CIICUATHCT-THHEKOJIOT)

o Bue cte ponena ¢ eqHO OT CIeIHUTE PEAKH ChbCTOSHUS, KOUTO MPAaBIAT OPEeMEHHOCTTA
HEBB3MO)KHA: TeHOTHI XY, CHHAPOM Ha Turner Win areHe3us Ha MaTkaTa

o Bue cte nere unm neBoiika, KOSATO OIE HIMAa MEHCTpYyalHys.
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Konrpauenuus npu mbxe, kouto npuemat CellCept

Hanvn4yauTe NaHHW He TIOKa3BaT MOBHIIEH PHCK OT MalipopMaluy win abopT, ako damara npuema
MukodeHonar. He Moxxe obade a ce M3KIIIOYU HAITBJIHO HAJTMYMETO Ha puck. KaTo mpeanasHa mspka
ce npenopbuBa Bue u BamaTa mapTHpOpKa J1a M3M0I3BaTe HAJIEKTHA KOHTPAIICTIIUS 110 BpeMe Ha
JICYCHUETO U B TpoabDKeHue Ha 90 aHu ciiex kato cre crpenu npueMa Ha CellCept.

Axo IJIaHUPATC 1a CTaBATC 6ama, O6C’LZ[CT€ ¢ Bamus JICKAp NOTCHLIHUAJTIHUTE PUCKOBE U AJITCPHATUBU
Ha JICYCHHUC.

BpemeHHOCT M KbpMeHe

AKo cTe OpeMeHHa MM KbPMUTE, CMSTATe, Y€ MOXKeE Jja CTe OpeMEeHHa WM TUIaHUpaTe OpEMEHHOCT,
nochBeTBaiTe ce ¢ Bammms nexap wiu GpapmaneBT mpen a MpueMeTe ToBa JeKapcTBo. Bamusar nexap
e 00chau ¢ Bac prckoBeTe B ciydaii Ha OpeMEHHOCT M aJITEpHATUBHUTE JICUCHUS], KOUTO MOXKE J1a
IpearnpueMeTe, 3a 1a ce NpeA0TBpaTH OTXBBPISHETO HA TpaHCIUIaHTHpaHus Bu opran, ako:

. [InanupaTte OpeMeHHOCT.

d HpOHYCHaJ'II/I CTC UJIU CMATATE, Y€ CTC NIPOITYyCHAJIM MCHCTPYAJICH IUKBJI, HJIU aKO UMATC
HEOOWYalHO MEHCTPYATHO KbPBEHE, UIIH M003Upate, 4e cTe OpeMeHHa.
. [IpaBuTe cexc 6e3 na u3noa3Bare ePSKTUBHU METOIU 3a KOHTPAIICTILIUS.

Axko 3a0peMeHeeTe 10 BpeMe Ha JISYeHHUETo ¢ MUKo(deHoaT, TpsioBa He3abaBHO Jla yBegoMHuTe Bammis
nekap. Borpeku ToBa, mpoasmkasaiite na npuemare CellCept, nokarto He roBopure ¢ Hero.

Bbpemennoct

MuxodeHonat npuunHsIBa MHOTO BUCOKA YECTOTA Ha clOHTaHEeH abopT (50%) u Ha TEXXKHU BPOAECHU
Mandopmanuu (23-27%) Ha mioga. Bponenute Mandopmanuu, KOUTO ce ChOOIaBaT, BKIIFOUBAT
aHOMAaJIMH Ha YIIWUTE, OYUTE ¥ JULETO (3aellKa ycTHa/HeO11e), Ha pa3BUTHETO Ha MPBCTHTE, HA
CBPIIETO, XPAHOTIPOBO/Ia (OpraH, KOWTO CBHP3Ba I'BPIIOTO ChC CTOMaxa), ObOpennTe u HepBHATA
cucTtema (Harmpumep crHa OuQuaa, KbAETO KOCTUTE HAa TPhOHAYHUS CTHJIO HE ca Jo0pe pa3BUTH).
Bamero 6e6e Moxe na 6b1€ 3acerHaTo OT eIWH WK TOBeYe OT TE3H JeEeKTH.

AKO cTe XeHa, KOATO MOXe Jja 3a0peMeHee, Tpsi0Ba J1a MPeICTaBUTe OTPULIATENIEH TeCT 32 OPEMEHHOCT
IIpeIM 3all0YBAaHE HA JICUEHUETO U J1a CIIa3BaTe ChBETUTE 3a KOHTpalenus Ha Bamws nekap. Toi
MO2Ke€ J1a IOUCKaA [TOBeYE OT eIUH TECT, 3a JIa € CUTYPEH, ue He CTe OpeMeHHa IIPe/u 3al10YBaHe Ha
JIEYCHUETO.

Kbpmene
He npuemaiite CellCept, ako kspmute. ToBa e, 3a110TO MaJIKH KOJIMYECTBA OT JICKAPCTBOTO MOXKE J1a
MIPpEMHUHAT B KbpPMAaTa.

lodupane u padora ¢ MAIIMHKA

CellCept noinusiBa B ymepeHa crerneH crocooHocTta Bu a modupate u 1a paboTuTe ¢ HHCTPYMEHTH
WY MaIllMHA. AKO C€ YyBCTBaTe CHHIIMBH, C IPUTHIIEHH YCEIIaHus I 00bpKaHu, roBopete ¢ Bamms
JIeKap WX MEIUIIMHCKA CECTPa, M HelelTe 1a modupare U J1a padOTUTE ¢ UHCTPYMEHTH HJTU MaIlluHH,
JIOKATO He ce MOoYyBCTBaTe Mo-A00pe.

CellCept chabpxa nHaTpuii
ToBa nekapcTBO chabprka mo-mMajiko ot 1 mmol (23 mg) varpuii Ha TabieTka, T.e. MOXKe J1a ce Kaxe,
4e MPaKTHYECKH HE ChIbPKa HATPHH.

3. Kak na npuemare CellCept

Bunaru npuemaiite ToBa 1eKapcTBO TOUHO KakTo Bu e kazan BammusaT nexap. AKo HE CTe CUTYPHH B
Helo, nonuraite Bamms nexap nnu gpapmanesT.
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KoJako 1a npuemere

KonngecTBOTO, KOETO IIpHieMaTe 3aBUCH OT BHa Ha BamaTta TpancimianTarusa. OOnyaitHuTe 1037 ca
MOKa3aH! no-A0ay. JIeueHueTo 1ie mpoabJIKY TOJIKOBA JBJIT0, KOJKOTO CE Hajiara, 3a Ja ce
MPEIOTBPATH OTXBBLPIISHETO Ha TpaHCIUIaHTHpaHus Bu opras.

BrOpeuna TpaHcnIaHTALUSA
Br3pactHn
e [IvpBara 103a ce gaBa 40 3 AHU clie]l ONepalysiTa 3a TPAHCIUIAHTALIHSL.
o JlueBHara 032 € 4 TabmeTku (2 § OT JIEKAPCTBOTO), TPUETH KAaTO 2 OTAETHH I03H.
e Bsemere 2 TabNeTKU CYTPHH U cJie/l TOBa 2 TaOJIETKU BeUep.

JHeta

e TaOneTkuTe ca MOJIXOMAIIN CaMo 3a JIel[a, KOUTO Ca B ChCTOSHUE JIa TIPETIIBINAT TBHPIU
JIeKapcTBa 0e3 puck ot 3amaBsHe. [Topaau ToBa iekapcTBOTO TPsIOBa Ja ce 1aBa caMo B
CHOTBETCTBHE C JIEKAPCKOTO MPEANHCaHIe. AKO HE CTE CUTYPHH 3a HEIIO, IIOChBETBANTE CE
¢ Bamms nexap wnm dapmaneBT npeau ynorpeoda.

e [Ipmraranara go3a Ie Bapupa B 3aBUCUMOCT OT TeJIeCHATA TOBBPXHOCT Ha JETETO.

e Jlexapar Ha Bamero nere 1ie onpeaenu Hail-noaxoAsuiaTta 103a Bb3 OCHOBa Ha pbCTa U

TETJI0TO Ha AETETO (TeJleCHaTa MOBbPXHOCT, U3MEPEHa B KBaAPaTHU METPH WU ,,mz”).
I[TpenopbunTenHaTa HauanHa g03a € 600 mg/m? nea meTu aHEBHO. [IpenopbunTEnHaTa
noaabpIKama 103a ocrasa 600 mg/m? na mbTH Ha 1eH (MakcHMasHa 00Ia JHEBHA /1032 2
g). [lo3ara Tpsi6Ba 1a ce MHIMBHAYaIN3Upa Bb3 OCHOBA Ha KJIMHUYHATA OLICHKA HAa JIEKapsl.

CbpaeyHa TPaHCILUIAHTALMS
Bnb3pactaun
e [IIvpBara go03a ce JaBa 10 S5 IHU CJEA ONEPALMSITA 32 TPAHCIUIAHTAIIMSL.
e JlneBnara 03a ¢ 6 TabneTkH (3 g OT JIEKAPCTBOTO), MPUETH KATO 2 OTJACITHH JO3H.
e Bisemere 3 TabneTKu CYyTpHH U Clie/I ToBa 3 TaOJIETKH Bevep.

Jena

e TabOneTkuTe ca MOIXOMSIU CaMo 3a JIela, KOUTO ca B ChCTOSHUE JIa IPETIIBIAT TBbPAH
JIeKapcTBa 0e3 puck ot 3aaBsiHe. [Topaau ToBa JiekapcTBOTO TPsIOBa Ja ce 1aBa caMo B
CHOTBETCTBHE C JIEKAPCKOTO Tpenrcanne. AKO He CTe CUTYpHH 3a HEIo, TOChBETBANTE CE C
Bamms nekap wim dapmaneBT npeau ynorpeoda.

e [Ipuiaranara ji03a Iie Baprpa B 3aBUCUMOCT OT TeJIeCHATa MOBLPXHOCT Ha JIETETO.

o Jlekapsr Ha Bariero aere 1ie onpeneny Hal-moaxosIiara 103a Bb3 OCHOBA Ha PhCTa U
TErJI0TO Ha JETETO (TeIeCHaTa IOBBPXHOCT, U3MEPEHA B KBaPATHU METPH MU ,,M>"),
INpenoprunTenHaTa HadamHa 103a ¢ 600 mg/m? npa meTH qHEBHO. Jl03aTa TpsA6Ba 1a ce
VHAWBUIyaJIN3Upa Bb3 OCHOBA Ha KIIMHUYHATA OIlEHKA Ha JeKaps. AKO ce oHacs 100pe,
no3ara Moxe ja ce ypearuu 10 900 mg/m? 1Ba IbTH JHEBHO, aKO € HEOOXOAUMO
(MaxcumaiHa o61ma JHEBHA 1032 3 Q).

YepHoapoOHa TPAHCIIAHTALUSA
Bwb3pactaun
o IIwnpsara mo3a CellCept, kosTo ce mprema mnpe3 ycrara, 1mie Bu ce naae Haii-manko 4
JTHH CJIEJ] OTIepalusTa 3a TpaHCIUIaHTAIMs, Korato Bue me MoxkeTe 1a nperapuiare
JIEKapcTBa Mpe3 ycTara.
o JlueBHara 03a € 6 TabmeTKH (3 § OT JIEKAPCTBOTO), IPUETH KAaTO 2 OTHETHH J03H.
e Bsemere 3 TabneTKu CyTpUH U ClIeql TOBa 3 TabJIETKH BeUep.

Heta

e Ta0yeTkuTe ca MOAXOAIIH CaMO 32 JIella, KOUTO ¢a B ChCTOSHHE J]a MPETTbIIAT TBhPIN
JieKkapcTBa 0e3 puck ot 3ajaBsHe. [lopaau ToBa JiekapcTBOTO TPsiOBa Ja ce 1aBa caMo B
CBHOTBETCTBHE C JICKAPCKOTO Ipercanne. AKO He CTe€ CUTYPHH 3a HEIlo, IOChBETBAKTE Ce ¢
Bamus siekap wiu gapManeBT npeau yrnorpeoa.

o [Ipunaranara j03a 11e Baprpa B 3aBUCUMOCT OT TeJIECHAaTa IOBLPXHOCT Ha JIETETO.
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o JlexapsaT Ha Bareto nete 1ie onpeseny Hai-1moaxo/sIara J103a B3 OCHOBA Ha PhCTa H
TEIJIOTO Ha JETETO (TeJeCHATa IOBLPXHOCT, U3MEPEHA B KBaJpaTHU METPHU UIIH ,,M>"),
INpenoprunTennara HadamHa 103a ¢ 600 mg/m? na meTH qHEBHO. J[03aTa TpsA6Ba 1a ce
MHIMBHIyaJn31pa Bb3 OCHOBA Ha KIIMHUYHATA OIICHKA Ha JIeKaps. AKO ce ToHacs 1o0pe,
Jo3aTta Moke ja ce yeenwau 1o 900 mg/m2 JIBa I'bTH JHEBHO, aKO € HEOOXOIUMO
(MakcuMaiHa o0Ima JHEBHA 1032 OT 3 ().

IIpuemM Ha JIeKapcTBOTO
e [lornmbiaiTe TabASTKUTE LIEJIH, C Yallla BOJa.
e He ru uynere u He ' pa3MayKkBaiTe.

AKo cTe mpuesu MoBeye oT HeooxoaumaTa no3a CellCept

Axo npuemere rnoseue TabJIeTKH, OTKOJIKOTO Bu € Ka3aHo, TOBOpETe C JIeKap WM OTHJIETE BE/IHAra B
OomHnna. Hampasere chIoTo, ako HAKOM IpyT cilydaiHo B3eme Bamero nekapcTBo. Baemere
OIIaKOBKaTa Ha JIEKapcTBOTO ¢ Bac.

Axo cre npomycHaau n1a npuemerte CellCept

Axo HsiKora 3a0paBUTe J1a IPHEMETE JICKAPCTBOTO, B3EMETE I'0 BE/IHATa CJIC/ KaTO CH CIIOMHHUTE, CJIe]
TOBA MPOABIDKETE [a TO IpremMaTe B 00n4aitHoTo Bpeme. He B3emaiiTe nBoiiHa 7034, 3a 1a
KOMITCHCHpATe MPOITyCHATaTa J03a.

Axo cte cnpesin npuema Ha CellCept

He cnimpaiite npuema Ha CellCept, ocsen ako Bamust nekap He Bu kaxe. AKO cripeTe JISYUSHHUETO CH,
MOX€ J1a YBCIIMYNUTEC Bb3MOXHOCTTA 3a OTXBBPJIAHE HAa TPAHCIUIAHTUPAHUSA Bu Oprad.

AKO UMaTe HIKAKBHU JOIBIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yIoTpedara Ha TOBa JIEKAPCTBO, MOMHUTANTE
Bammst nexap unu gapmanesnT.

4, Bb3MOKHH HeKeJTaHU peakuuuun

Kakro Bcuukm JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia IMPECAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKM I' TOJTy4aBa.

FonopeTe C JICKap BeaHara, axko 3a0ej1e;KuTe HAKOM OT CJeHUTe CEPHUO3HHU HEKEJIAHU PEAaKIUHA —
MOKe Ja Ce HYKAaeTe OT CIICHIHO JICYCHHE:

o “MaTe MPU3HAIM Ha WHQEKIH, Hallp. BUCOKA TEMIIEpaTypa M OOJNKH B TBPIIOTO
o “MaTe HeOYaKBaHO HACHHSBaHE MM KbPBEHE
o 00puB, CHPOEK, yPTUKAPHS, 3aAyX WK 3aTPYTHEHO JAWIIAHE, CBUPKAIIN XPHUIIOBE MIIN KaILUTUIIA,

CBETOBBLPTEK, 3aMaiiBaHe, TPOMEHHM B HUBOTO Ha Ch3HAHKE, XUTIOTOHUS, ChC HITH 0€3 JIeK
reHepan3upaH chpOexk, 3a4epBsIBaHe HA KOXKATa U MO{yBaHEe Ha JIUIETO/TbPIIOTO (CUMIITOMHU Ha
TEXKa allepruyHa peaKIus).

Oo0uyaiinu npodaemMu

Hsikou ot Haii-o0nuaiiHuTe MpobiaeMu ca uapus, Io-Majko Oely Wi YepBEeHH KIETKH B KpbBTa Bu,
H(EKIH ¥ MoBphINaHe. Bammsr ekap me mpaBu peoBHNA KPBBHU TECTOBE, 3a 1a IIPOBEPH TaJIH
uMa [IPOMEHU B!

o Opost Ha KPBBHUTE KJICTKHU WIN IPU3HALU HA HHPEKIHS.

bop0a ¢ nndexnnure

CellCept namasnsiBa 3amuTHATE CHIM Ha oprann3ma Bu. ToBa ce mpaBw, 3a a ce Cpe OTXBBPIISIHETO
Ha TPAHCIUIAHTUPaHUs Oprad. B pe3ynrar Ha ToBa, Bammsr opraHu3bpM HAMa J1a CE CIpPaBsl C
MH(EKIUUTE Taka 100pe, KAKTO OOMKHOBEHO. ToBa 03HauaBa, ye MOXKE Jia Ce 3apa3uTe C IoBeye
uH(peKIUY 0T 00MKHOBEeHO. Te BKI0oYBaT MH(GEKIIMK Ha MO3bKa, KOJKaTa, ycTara, CToMaxa M yepBara,
Oenmte TPOOOBE M MMKOYHATA CUCTEMA.
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Pak Ha koxaTa U JiuM@HaTa cucTema
KakTo Mo’ke [1a ce Ciryur IpH ManueHTH, TPHEeMAaIi TO3U BUJI JIEKapCTBa (MMYHOCYIIPECOPH), MHOTO
Manbk Opoit manment Ha CellCept pa3BuBaT pak Ha TMMQHATA ThKaH U KOXKaTa.

001U HeKeJIaHU PeaKIuu

Mosxe na moiy4yuTte OOIHM HeXKETaH! peakiluy, 3acsarany opranuzma Bu kato 1suto. Te BkirouBaT
CEPUO3HU aJIEPTUYHU PeaKlyu (Harp. aHadUIaKCHsl, aHTUOE]IEM ), BUCOKA TeMIepaTypa, YyBCTBO Ha
CHJIHA yMopa, Oe3chHue, 60K (Hamp. B CTOMaxa, I'bPANTE, CTABUTE WM MYCKYJIHTE), TJIaBOOOJTHE,
TPUITHHA CUMITTOMH U TIOlyBaHe.

I[pyFI/ITC HCXKCJIaHU pCaKIIM MOXKC Ia BKIIFOUBAT:

Koxau npodiemu kxato:
o aKHe, XepIiec Ha ycTara, XepIec 30cTep, KO>KHH 00pa3yBaHHUs1, KOCONaa, OOpUB, ChbpOeK.

IInkoynu mpodaeMH KaTo:
o KpPbB B ypHHATA.

IIpo6eMu ¢ XpaHOCMIJIATETHATA CUCTEMA U YCTATA KaTo!

o IMOAYyBaHC Ha BCHIIUTC U A3BU B yCTaTa,

Bh3MalICHUE Ha MaHKpeaca, 1e0eI0To YepPBO WM CTOMaxa,

CTOMAIIHO-YPECBHU HpO6J]eMI/I, BKJIFOUUTCIIHO KBPBCHE,

YEPHOAPOOHH HAPYIICHHUS,

IUapus, 3a1eK, O3B 3a TIOBpbhINaHe (rajieHe), HapyIIeHO XPaHOCMIUIaHe, 3ary0a Ha aneTHT,
OTJIEJISIHE Ha Tra30Be.

IIpoGsiemu ¢ HepBHaTa cHCTEMAa KaTo:

. YyBCTBO Ha 3aMasiHOCT, CbHJIMBOCT WUJIM U3TPBIIBAHE,
. TpenepeHe, MyCKyJIHH CIIa3MU, IPUNIAIbIIH,
. YYBCTBO Ha TPEBOKHOCT WIN JEIPECHs], IPOMEHH B HACTPOCHUETO WIJIM MUCIIUTE.

IIpoGseMu cbe CbPLETO U KPHBOHOCHUTE ChAOBE KATO!
. IIPOMsIHA B KPBBHOTO HaJISITaHE, YCKOPEH ChPACUEH PUTHM, PA3LIMPSIBaHE HA KPbBOHOCHUTE
CBhJIOBE.

IIpoGsaemu ¢ GesnTe APodOBeE KATO!

. MTHEBMOHUS, OPOHXUT,

. 3a1yX, KallIuia, KOSATO MOXKe Ja ce IBJDKU Ha OpoHXueKTa3uu (3aboisiBaHe, IpU KOETO
IUXaTeIIHUTE MIBTHUINA ca HeoOW4JaiHO pas3mupeHu) win OemonpobdHa ¢udpo3a (pa3pacTBaHe Ha
CheIMHUTENHA ThKaH B 6emute nqpobose). ['oBopete ¢ Bammms nekap, ako pasBuere ymopura
KalTUIA WK 3a1yX.

. TEYHOCT B OesuTe APOoOOBE MU B TPBIHUS KO,

. MpoOIIEMHU ChC CHHYCHTE.

Jpyru npo6JemMu Kato:
. 3ary0a Ha TerJjo, mojarpa, BUCOKa KphbBHA 3axap, KbPBEHE, HACHHSIBAHE.

JonbJIHUTEITHU HeKeJaHU peaKuuu MPH Aela U I0HOIIU

[Ipu nemnara, ocobeHO MpH TE3U Ha BB3PaCT MO 6 TOIMHHU, MOXKE Ja UMa MO-TOJIIMa BEPOSTHOCT,
OTKOJIKOTO BB3PACTHUTE, 33 Pa3BUTHE Ha HAKOW HEXXEJIAaHU PEaKIuH, BKIIIOUNTEITHO JUapus,
MOBpbIane, HHMEKIUK, HaMalIssBaHe Ha OpOsi Ha YePBEHUTE U OENHTe KIETKH B KPHBTA H €BEHTYaTHO
pak Ha TuMQHATa CUCTEMA WIIH KOXKaTa.

Cho0maBaHe Ha HeKeJaHU peaKInu

AKo0 noyunTe HIKaKBU HEXKEJIAaHU JICKAPCTBEHH PEaKklny, yBeoMeTe Bamus nekap win MequnuHCKa
cectpa. ToBa BKIIIOUBa BCHUKH BH3MOKHH HEOIMCAHU B Ta3M JINCTOBKA HEXETAaHH peakiyuu. Moxere
CBIO Ja ChOOIINTE HEXKETaH! PEaKy AUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 3a ChOOIIaBaHe,

166



mocoueHa B [Ipunoxenue V. Kato crobmiaBate HeXeIaHW PEakIlny, MOYKETE Ia AfeTe CBOS PUHOC
3a MoJTydaBaHe Ha MoBede HHPOpMAaIHs OTHOCHO 6€30MIacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak 1a chxpansBare CellCept

o ToBa nekapcTBO TpsiOBa Aa ce ChXpaHsABa Ha MACTO, HEAOCTBITHO 3a JIeTa.

. He m3non3BaiitTe TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, KOWTO € OTOeNA3aH BhPXY
KapTOHEHaTa OlakoBKa cien ,,l ogen mo:“ u ,,EXP*.

. Ja ne ce cpxpansiBa Hax 30 °C.

o Ja ce cpxpaHsBa B OpUrHHAIHATa OMAKOBKa, 32 Ja ce MpEArna3y OT Biara.

o He n3xBbpisiiTe HUKaKBH JIEKapCcTBa B KaHAIN3aLUATa UM B KOHTEHHepa 3a JTOMAllHU

ornaabiu. IlonuTaiite Bammms papmaiieBT kak 1a H3XBBPIIATE JICKAPCTBATA, KOUTO BEUe HE
u3noa3pare. Te3n MepKH L€ CIIOMOTHAT 3a OIMa3BaHE HAa OKOJIHATA cpefa.

6. Chbabp:xkaHue Ha OIAKOBKATA M JOIIbJIHUTETHA HHpOpManus

Kakso cbabpxa CellCept punmupanu Tadnerkn
- AKTHBHOTO BEIIECTBO € MUKO(EHOIAT MODETHII.
Bcesika Tabnerka cpabpika 500 mg mukodenomat ModeTur.
- Jlpyrute ChCTaBKH ca:
o CellCept TabneTkn: MUKpOKpHCTaIHA 1ey03a, moauBuaoH (K-90), kpockapmenosa
HaATpHii, MarHe3unes creapar (Bmkre Touka 2 ,,CellCept chappika HaTpHit®).
e (OOBuBKa Ha TaONeTKaTa: XUAPOKCHUIIPOIMI METHIILENYI103a, XUAPOKCUIIPOITIII LIETy103a,
tutanueB nuokenn (E171), momuermnenriukoi 400, HHIUTOKAPMIEH, aTyMHUHHUEB JIaK
(E132), uepBen xene3eH okcup (E172).

Kak usriexaa CellCept u kakBo chbIbpika OnaKoBKaTa
- CellCept puamupanu TabmeTKu ca 6i1eq0IMIaBH, OBAIHH 10 Gopma TabaeTku. Te ca ¢ HammC
“CellCept 500” ot eqnara crpana u ,,Roche” ot npyrara.
- TIpennarar ce B omakoBku oT 50 (B omakoBKu ¢ 6muctepw 1o 10 TabaeTKH) Wik TPYIIOBH
omakoBkH oT 150 Tabnerku (3 omakoBku 1o 50). He Bcuuku BUIOBE OMAKOBKU MOJXKE J1a ObaaT
ITyCHATH Ha Iasapa.

IIpuTtexxaTes Ha pa3pelieHHETO 32 yoTpeda
Roche Registration GmbH
Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
T'epmanus

ITpoussoaure

Roche Pharma AG

Emil Barell Strasse 1
79639 Grenzach-Wyhlen
TI'epmanus
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3a gombIHATENHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
TIPEJICTABUTEN Ha MIPUTEXKATENS Ha pa3penIeHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien,
Luxembourg/Luxemburg
N.V. Roche S.A.
Belgié/Belgique/Belgien
Tél/Tel: +32 (0) 2 52582 11

bbarapus
Pomm benrapus EOO/]
Tem: +359 2 474 5444

Ceska republika
Roches. r. o.
Tel: +420 - 2 20382111

Danmark
Roche Pharmaceuticals A/S
TIf: +45 - 36 39 99 99

Deutschland
Roche Pharma AG
Tel: +49 (0) 7624 140

Eesti
Roche Eesti OU
Tel: + 372 -6 177 380

EALada, Kompog
Roche (Hellas) A.E.
EAMGSa

TnA: +30 210 61 66 100

Espafa
Roche Farma S.A.
Tel: +34 -91 324 81 00

France
Roche
Tél: +33 (0)1 47 61 40 00

Hrvatska
Roche d.o.o.
Tel: +385147 22 333

Ireland, Malta

Roche Products (Ireland) Ltd.

Ireland/L-Irlanda
Tel: +353 (0) 1 469 0700

island

Roche Pharmaceuticals A/S
c/o Icepharma hf

Simi: +354 540 8000
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Lietuva
UAB “Roche Lietuva”
Tel: +370 5 2546799

Magyarorszag
Roche (Magyarorszag) Kft.
Tel: +36 - 1 279 4500

Nederland
Roche Nederland B.V.
Tel: +31 (0) 348 438000

Norge
Roche Norge AS
TIf: +47 - 22 78 90 00

Osterreich
Roche Austria GmbH
Tel: +43 (0) 1 27739

Polska
Roche Polska Sp.z o.0.
Tel: +48 - 22 345 18 88

Portugal
Roche Farmacéutica Quimica, Lda
Tel: +351 - 21 425 70 00

Romania
Roche Romania S.R.L.
Tel: +40 21 206 47 01

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenské republika
Roche Slovensko, s.r.o.
Tel: +421 - 2 52638201



Italia Suomi/Finland

Roche S.p.A. Roche Oy

Tel: +39 - 039 2471 Puh/Tel: +358 (0) 10 554 500
Sverige
Roche AB

Tel: +46 (0) 8 726 1200

Latvija
Roche Latvija SIA
Tel: +371 - 67 039831

JlaTa Ha nmocjeqHo npepasriie;KaaHe Ha JUCTOBKATA
JApyru u3To4HHIM HA HH(POPMaALUH

ITonpo6Ha mHpOpPMANH 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHmus
o Jiekapctaata https://www.ema.europa.eu
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INPUJIOXEHHUE IV

Hayunu 3akiIi0ueHnsi 1 OCHOBaHMA 32 IPOMSIHA HA YCJIOBUSITA HA pa3pelieHUeTO(ATAa) 3a
ynorpebda
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Hayqlm 3aKII0OYCHUA

[IpenBun onenpunus nokian Ha PRAC otnocuo I[TA/Ib 3a MukodeHnonat modermn, MUKOpEHOIOBA
KHCeINHa, HayyHuTe 3akmodeHus Ha PRAC ca, kakTo ciensa:

C omren Ha HAJTMYHUTE AHHU 32 aHAQWIAKTUYHH PEAKIMU OT JINTepaTypara U OT CHOHTAaHHUTE
CHOOLIEHNS, BKJIIOUBAIIY CITy4yad ¢ OJI3Ka BpeMeBa Bpb3Ka, OTIIYMSBAHETO UM MIPU NPEYCTAHOBSBaHE
Ha NMPHUJIOKEHUETO Ha JIEKapCTBOTO W/MITH Bh30OHOBSBAHETO UM ITPH TIOBTOPHO MPUIIOKEHNE HA
chIIOTO JiekapcTBo, PRAC cunTa, 4e MpUIMHHO-CIIEICTBEHA Bph3Ka MEX Ty MUKodeHomat ModeTw,
MHUKO(]EHOI0Ba KUCETHHA 1 aHAQUIAKTUIHN PEAKIINH Hail-MaJIkOTO € Bb3MOXKHO /1a ChIIECTBYBA.
PRAC 3akmiouaBa, ye npoayKToBaTa HHGOpPMALUs HA IPOAYKTUTE, ChAbPKaIld MUKO(GEHOIAT
ModeTuir, MUKOQEHOIOBa KUCEITHA TPSIOBA CHOTBETHO J1a CE U3MEHH.

Cren xato nperneaa npenopbkara Ha PRAC, CHMP ce ceriacssa ¢ oouure 3akmouenus Ha PRAC u
OCHOBAHUATA 3a IPEIIOPHKATA.

OcHoBaHus 32 IPOMSIHATA HA YCJIOBHMATA Ha pa3pelIeHneTo(siTa) 3a ynorpeda

B®b3 ocHOBa Ha Hay4YHHUTE 3aKIIOUEHUS 32 MUKOo(deHoaT ModeTri, MukodeHooBa kuceanna CHMP
CYHTa, Y€ CHOTHOIICHUETO T0JI3a/PUCK 32 JIEKAPCTBEHUsA(UTE) IPOAYKT(H), ChIbpxKaI(H)
MukodeHonatr Mo e, MUKO(QEHOIOBA KUCETHHA, € HETPOMEHEHO C MPEIOKECHUTE MPOMEHH B

NPOIYKTOBaTa HHPOPMAIHISL.

CHMP npenopruBa mpoMsiHa HA YCIIOBHSTA HAa pa3pelIeHneTo(sTa) 3a ymoTpeoa.
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