KPATKA XAPAKTEPUCTHKA HA IIPOAYKTA

1. UME HA JIEKAPCTBEHMUS ITPO/IYKT

W3TTL/THNTENMA ATEHUMA NO NEXAPCTBATA
APSITvE XepMImepuCUNE Ha RDOGYITI - | Durowone |
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Munyput 150 mg TabaeTky
Munyput 200 mg TabheTku

Milurit 150 mg tablets
Milurit 200 mg tablets
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2. KAYECTBEH U KOJIMYECTBEH CbhCTAB

Murypum 150 mg mabaemru: 150 mg anonypunon (allopurinol) BuB BCsika TadnerTka.
Muwcrypum 200 mg mab.aemsu: 200 mg anonypunon (allopurinol) BbB Beaka Tadnerka.

33 NBAHUA CMUCHK HA NOMOLUIHUTE BEeLIeCTBa BUXXTe Touka 6.].

3. JEKAPCTBEHA ©®OPMA

TabneTka

Muwiypum 150 mg mabaemxu. benv unu cuBo-06esu, oBanHU, TabieTKH ¢ rpaBupad Haanuc “E 3537 ot
elHaTa CTpaHa v ¢ JejIuTenHa Yeprta ot apyraTta cTpaHna. JbaknHaTa Ha TabnerkaTa € oxkono 11 mm, a

LHIMPUHATA € OKOJI0 5 min.
TabnetkaTa MOXe 1a ObAC pa3Ae.1€HA HA PABHY J103H.

Murypum 200 mg mabaemxu.; benv vy cupo-6enu, opanHy, TabneTku ¢ rpasupan Haanuc “E 3547 ot
enHarTa cTpaHa M ¢ SNAP pesiurenHa uepra ot apyrara crpaHa. J{bnkuHarta Ha Tabierkara e okojo 11,5
mim, a WKUPUHATA € OKOJIO 6 mm.

TabneTkaTa MOXxe Aa ObAe pas/jiesieHa Ha paBHH JIO3H.

4. KIMHHUYHH JAHHH
4.1 TepaneBTHUHH MOKA3AHHA

Bvspacmuu:

o Bcuuky hopmMM Ha XUMEPYPHKEMHUSA, KOUTO HE CE€ KOHTPOIHPAT ¢ AUETH, BKJIIOUUTENHO BTOPHUHA
XUNEPYPUKEMHUSA OT pa3z/iMyeH NPOU3X0A U KIIMHHYHY YCAOKHEHUS HA XUTEPYPUKEMHUYHH
CLCTOSIHMA, NIPEJIMMHO KIMHMYHO U3SIBEHA [10/1arpa M ypaTHa HE(POnaTHs, KaKToO K 3a pasrBapsie
W nNpodUIakTHKA Ha ypaTHa KajlKyJ103a (kaMbHU B Ob0peLuTe).

e JlgueHue Ha peUMIYB HA CMECEHM KATUMEBOOKCcAAaTHH OBOpedHH KaMbHH MpH NPpUApYKaBalla
XHUIIEPYPUKEMHUS B CIYHAUTE, KOraTo NMPHUEMBbT HA TEHHOCTHUTE, AMETHUUHUA PEXKKHM U APYTH
noaobHY MepKH ca Hee(PHKaCHH.

Hena u onoutu.
e BropuyHa XMNEPYPHUKEMUA OT Pa3iMUEH MPOUIXOA.
* YparHa HedponaTus o BPEME HA JICHEHHUE HA JIEBKEMMSL.




e HacaencTeeH ensumen aeduuut, cuiapom Ha Lesch-Nyhan (uactuyen uim TotaseH aeuumMT Ha
XUMOKCAHTUH-ryaHWH dochopubdo3nn tpancdepasa) v A€PUUHUT HA ANEHUH
docthopubozuntpaHchepasa.

4,2 JO3MpOBKAa H HAYMH HA NPHJI0KEHHE

Jlo3npoBka

Bwuspacmuu.

ANONYpPUHOJ TpAOBa aa ce BbBeX/1a B HUCKE 1034, Harp. 100 mg aHesHO, 34 jla C¢ HaMallK PUCKBT OT
HEXKEJIaHW NIEKAPCTBEHHU PeaklrM, M 1a CC YBEIMYdBA CaMO aKO OTTOBOPDBT N0 OTHOLIEHWC HA HUBATA Ha
ypaTH B cepyma e HezaaosoauTeeH. [lpu napytiena 6b0peuna dynkima tpsadsa na ce npospspa 0co0eHO
BHUMAHHE (@, ,.DBOPEUHO Yapexr'dune™).

[Ipennarat ce caeaHUTE J030BU CXEMMU:

100-200 mg aHeBHO NpH JAeKH GOPMH,

300-600 mg AHEBHO NpH YMEPEHO TEKKH HOPMH,
700-900 mg nHEBHO NpU TEXKH HOPMHU.

AKO e HeOOX0AMMO onpenessiHe Ha zo3ara Ha 6a3za TenecHo terno (mg/kg), Tpabsa jia ce npuara 103a o1
2 no t0 mg/kg TenecHo Terno Ha aeH.

[Teouampuuna nonyaayun ([leya na gv3pacht nod 15 coounu).

[Tpenopbumntennara ao3a e 10 no 20 mg/kg renecHo Terno Ha aeH, 10 MakcuManHa a103a ot 400 mg
[IHEBHO, pa3leNeHa B TpH npuema. Psjko uma nnokaszaHus 3a ynotpeda npu jend, OCBCH B C/1y4ai Ha
310KaYecTBEHU 00pasyBaHUa (Hai-BeYe JIEBKEMUS) U ONIPENENIEHH EH3MMHU HAPYLUEHHUS, KATO CHHAPOM
Ha Lesch-Nyhan.

Cmidapueckd 8b3pacm:

[lopanu auncata Ha KOHKPETHYA AaHHU. TpsadBa /ja ce npuiara Hau-HUCKaTa 103a, NPy KOATO C€ MoCTUra
100p0 NOHMKEHUE Ha HUBOTO Ha yparH. [lo-cnenmaiio BHUMaHKe ciielBa [1d Ce OTAE/N Ha [IPENOPLKUTE
npy 6bOPEUHO YBPEIKIAAHE W ONPEICNCHHN ClIYHAH. 1IOCOYEHH B TOUKA 4.4 (8¢, m.4.4),

bvbpeuno yepesicoare.

T'bit KATO ANONYPHUHON U HErOBUTE MeTabOIUTH C¢ eKCKpeTUpaT npe3 ObOpeuunTe, HapylueHarta ObOpeuHa
hYHKLUNS MOXE [1d IOBEAE /10 3a/bpaKaHe Ha aKTUBHOTO BELUCCTBO W/WJIM HA HETOBY META0ONTH ¢
MOCASABALLO Yb/XKABAHE HA IJIA3MEHUSA UM TTONYHKHUBOT.

Tabnuuarta no-gony MoXKe Aa rocny»XM KaTo cripaska 3a afanTupaHe Ha gosarta npu 6uopeuHo

YBPEXAAHE!

KpeaTHHHHOB KJIAHPDBHC JAHeBHA 1034

> 20 ml/min HOpMaiHa 1032

10 10 20 ml/min 100 no 200 mg aHeBHO

< 10 ml/min 100 mg/AHEBHO WM HA MO-TOJEMH HHTEPBAJIK OT BpEMe

B cayuyait Ha TexKO yBpeaeHa ObOpeuHa hyHKIMA MOXeE J1a € NMpenopLYUTENHa ynorpedara na 103a noj
100 mg nHeBHO uiK Ha eauHryHu 1034 OT 100 mg Ha UHTEpBAJIH, NO-rOJEMH OT C/IMH JEH.

l_[pH HAJAWYHE Hd YCITOBHUA 3d HabmoaeHUE Ha KOHUCHTPALUHHUTE Ha OKCHITYPHUHOJ B [J1d3MaATd JO34T

MUKpOMON/TUTLP (15,2 mg/nuTup). e,

E-J



AJIOMYPHHOA ¥ HErOBUTE MeTaboNUTH ce eMMUHUpaT ¢ ObOpeuHa ananusa. AKO Ce Hanara rpoexaaHe
HA JMalv3a 1Ba-TPH NBTU CEAMHYHO, TPAOBa 1a ce OOMUCIM Bb3MOXKHOCTTA 34 MpUIaraHe Ha apyra
no3oBa cxema oT 300-400 mg ayionyprHHO: HENMOCPE;ICTBEHO Ciled BCAKA AUaIN3a, De3 NpuioxeHHe B
HWHTEpBaJla MEAAY TAX.

[Tpy naumeHTH ¢ 6B06peyHO yBpexKAaHE, EAHOBPEMEHHOTO MPUACKEHHE HA ANOMYPHHOI K THA3UAHH
AYWUPETHLK TpAOBA 1a CTaBa ¢ [OBMLIEHO BHUMaHWE. AJIONYPHHON TpsOBa Na ce npusiara BbB Bb3MOXKHO
Hali-HUCKaTa eeKTUBHA 103a NPH CTPUKTHO MpociieisBane Ha ObOpeyunarta pyHKuMs (Bx. 1. 4.5).

Yeproopobro yapesroane.
[Tpu naumeHTH ¢ yepHoApoOHO yBpexkaaHe TpsadBa na ce npuiraraT Hamanedw no3u. [Ipenopbusa ce
[MePUOAHYHO MPOBEXKAAHE HA M3CIEABAHUA Ha YepHO/ApoOHATa PYHKIIMS B PAHHUTE eTaNnun Ha JISHEHUETO.

Jlewenue na CoCMOSHIE, CELPIAII C WHMEHZUGEH KPbIOBPAN HA YPUMU, HARPUMED HEORIAIMU, CUHOPOM
na Lesch-Nyhan.

[TpenopbUMUTENIHO € Ja C€ KOPUI'MpPa ChLIECTBYBAULA XHIIEPYPUKEMUS W/ HITH XHIIEPYPHUKO3YPHS C
AJIONYPHHON NPeIH 3ano4BaHe HA UMTOCTaTH4HA Tepanus. OT 3HaYeHre ¢ /1a C€ OCHIYPH a/lIeKBaTHA
XuapaTauMsa ¢ e NOAAbPXKAHE HA ONTUMAJTHA AWMy pPe3a U [1a ce HallpaBy OTUT 34 aJKAJIM3allMs Ha
YPUHATA C O] MOBHILABAHE PA3TBOPHUMOCTTA HA YPAaTUTE B YPHHATA/IMKOYHATA KHCe/iWHa. JloarTa Ha
aJIONypHHON TpsibBa aa Ob/e B HO-HUCKATA NpelopbyBaHa 103084 CXeMa.

Ako 6bOpeuHaTa QyHKIHS € KOMITPOMETHpaHa OT HalM4Me Ha ypaTHa HehponaThus yiun Jipyra NaTo.10Tus,
Na ce Cra3BaT YKa3laHusTa, NoCOUCHH B ..bbOpeyno vepesicoane ™.

Tesu npasuna MOXKe Ja HaMajisT pUCKa OT OTharaHe Ha KCaHTHH W/HUIKM OKCHITY PHHOJ, KOETO YCTOXHSBA
KIAUHUYHOTO ChCTOSHUE (BIIC. ChUfo Mouku 4.5 u 4.5).

[Ipenopvra 3u nabriooenue:.
JosuposkaTa Tpsabea Ja ce aganTupa ypes Hadt0/IeHHE Ha CEPYMHUTE KOHUEHTPAUWHK Ha YpaTHU U HUBATA
Ha YpaTW/MIMKOYHA KMCEAMHA B ypHHATA HA NOJXO ALK HHTEPBAIH.

llpenopuku 30 QO3UPAHE HPYU KOJICHU PEAKYUN.

[TpuiioskeHWeTO Ha aonypuHon Tpsadsa fa ce cnpe wesabuasHo, aKo BL3HMKHAT KOXKHU peakunu. Cnea
Bb3CTAHOBSBAHETO OT NIEKH peaKL MU, aJIOMYyPHHOI MOXKE /14 Ce fipuiara OTHOBO B HUCKA A03a (HanpHMep
50 mg/aHeBHO) cllel BHUMATE 1Ha OUEHKa Ha pyUcKoBeTe. BrociieacTsue, 103aTa MOXKe a € yYBE1M4aBa
MOCTENEHHO, KATO ce HabMOAABAT KOXKHUTE PEAKLUUMN U APYTH BBIMOXKHH HEXKeJlaHU peaxilii. AKO ce
pOsiBK ODPUB, NMPHUEMBT Ha a/10NypHUHON TpabBa na Bbae NpekpaTer oROHYAMeIHo, KATO CE UMa NpeaBUL,
4€ MOraT Jla Bb3HUKHAT NO-TEXKHU PeaKiuyn Ha CBPBLXUYYBCTBUTEIHOCT (BK. T. 4.8).

HaunH Ha npuaoxeHue

3a NepopaHO NPHIOKEHHUE.

MunypuT TabneTku TpsabBa 1a ce NprueMa rnepopaiHo BeAHbX AHEeBHO cilel XxpaHeHe. [lonocumocTtra my e
nobpa, ocobeHo ¢ciea npyeM Ha XpaHa. AKO JIHEBHATa J103a Haasuiuy 300 mg u npu nposisa Ha NPH3HALHK
Ha CTOMAILHO-4YPEBHA HENOHOCUMOCT, MOXKE Ja € NOAXOAALIA CXeMa C Pa3IeIaHe Ha JO3UTE,

4.3 Ilporusonokazanus

CBpbX4YBCTBUTEIHOCT KbM AKTHBHOTO BELIECTBO MJIM KbM HSKOE OT IMOMOLIHUTE BELLECTBA, H30pOeHH B
TOouka 6. 1.

L d




4.4 Cueunaany npeaynpexacHus 1 Nnpeanasuy MepPKU npu ynorpeda

CHHAPOM HA CBPBXYYBCTBUTEIHOCT, CMHAPOM HA CTHBLHC-/DKOHCHH (SJS) M TOKCHYHA enKaepmanta
Hekposau3a (TEH)

PeakuuaTa Ha CBPLXUYYBCTBHUTEIHOCT KbM A10NYPHHO.T MOXKE [1a C€ NPOABH 10 MHOI'O Pa3JIMHHU HAUYHHH,
BKJIFOUMTE/IHO KATO MAKyJ0-NanylapeH CK3aHTeM. CHHJIPOM HAa CBPBLXHYBCTBHTENIHOCT (M3BECTCH CBINO
kato DRESS) v cunapom Ha Crusbic-JbkoHebH (S)S) 1 rokecuuHa ennaepmaiiia vekponusa (TEH). Tezu
peaklMH ca KIIMHUYHMU JMArHO3ZM M TEXHHUTE KIMHUMHHM NPOSBY ¢a OCHOBAHMC 34 BICMAHE Ha PEeUICHUA.
[Ipy nosBa Ha TAKHBA PeaKUMH MO KOETO U [1a € BPeME OT JICHEHHETO, € HEOOX0AMMO He3abaBHO crivpaHe
ynorpebara Ha anonypuHon. JleueHunero He TpsiOBa na ce npoAb.KaBa NPH NMAUHEHTH CbC CHH/POM Ha
cBpbxyyBcTBUTEenHOCT U SIS/TEH. 3a npeogoasBaHe Ha KOXKHWTE peakUMM HAa CBPBXYYBCTBHTEIIHOCT
MOJKE @ € OT 0J13a NpuaaraHde na koprukocreporad. (Bx. T. 4.8 — Hapyuwenus na waynnama cucmesmda v

Hapywenus na kosxcama u ROOKONCHAMA MBRAN ).

HLA-B*5801 anen

YeranoseHo e, ue anenbT HLA-B*5801 ce cpbpaBa ¢ pUCK OT pa3BUTHE Ha CBBP3aH C AIONYPHHOI
CUHAPOM Ha cBpbXxUyBcTBUTENHOCT M SJS/TEH. Hecrorara na HLA-B*5801 anena sapupa 8 lunpoky
FPaHMLUY MEX/1y OTASTHUTE eTHUUYECKH nonynauuu: 10 20% B nonynauusita OT KUTaKCKK Npon3xo/l, 8-

1 5% B Taitnanackara nonynauus, okoao 2% B kopedckara nonyaauds v 1-2% cpea xopara ¢ AnoHCKH
WJIH €BPONENCKU NMPON3XO0A.

TpsbBa na ce obMucan ckpunuur 3a HLA-B*5801 npean 3ano4ypaHe Ha nedeHUe ¢ aloNypHHON MPH
MalMEHTCKH NOUTPYIIH, 38 KOUTO € MU3BECTEH BUCOK MPOLEHT Ha TO3M aneli. HajiHunMeTo Ha XpOHUYHO
OLOpeuHo 3abosnisiBae MOXe 1a NMOBUUIKM IOMBIHUTEIHO PUCKA NPKU TE3M nauMeHTy. B cnyuan ye nsama
reHotunupade 3a HLA-B*5801 npu nauneHT OT KMTafickara eTHHYECKA Ipyria XaH WK OT Tarj1aHICKY
MK KOpEHCKHU MPOH3X0, Npeay 3aroyBaHe Ha JICUCHUETO € HeoOXOAMMO NoN3KTe 1a ObaaT BHUMATEIHO
NPELEHEHN ¥ 14 CE CYMUTA, Y€ T€ HAABUILABAT Bb3MOMHUA pUCK. M3noa3saneTo Ha reHOTUNUPAHE NpH
B3€MaHE Ha PELICHHE 3a JIEYEHHE HE € YCTAHOBEHO NPH /IPYTrU NAUMEHTCKH MOTYIALMK.

AKO € U3BECTHO, 4e nauneHTbT e HocuTes Ha HLA-B*3801 (ocobeno npu natMeHTH OT KUTakcKaTa
eTHHUYECKA rpyna xaH, OT TallaHJICKH1 MITK KOpEeUCKH NMPoun3xoa), He TpabBsa jla ce 3anoyBa JCUeHHE ¢
ANIONMYPHHON, OCBEH MPU JIMIICATA HA JIPYTY Bb3MOMHOCTH 38 JIEUEHHE W aKO CE TIPELEHHU, He N0JI3HTE
HaJaBHIUABaT pyucka. HeobXoauMo e NONbAHUTENTHO HAaOJII0/1IeHUE 33 MPHU3HALLM HA CHHAPOM Ha
cepbXxuyscTBUTENHOCT Wi SIS/TEH, a nauvenTsT Tpsibsa na Obae uHdopmupan 3a HeoDXOOHMOCTTa OT
He3abaBHO clipaHe Ha JICHEHHMETO NPU NOABA HA NbPBUTE CUMIITOMH.

Bbwnpexku Tora SIS/TEH Moxe na Bb3HMKHE nNpu nauveHTH, KOWTO He ca Hocurean Ha HLA-B*5801, e
3HAYEHUE HA TEXHMUS ETHUHECKH TIPOUIXOI.

XporuuHo 610pevHo yBpexaaHe

B13MOXKHO € NallMEHTUTE ¢ XPOoHKWUHO OLOPEeUHO yBpeKaaHe W €1HOBPEMEHEH TIPHEM Ha AHYPETHLIN,
0CO0EHO THA3UAH, [ Ca UIJIOKEHHM Ha INO-BUCOK PUCK 34 PA3BUTHUE HA PEAKUMH HA CBPDXHUYBCTBUTEIIHOCT,
B T.4. SJS/TEH BBbB BpB3Ka ¢ ynorpebarta Ha anonyprHon. Heobxonnmo e noBULIICHO BHHMaHHE 34
YCTAHORABAHE HA NPU3IHAUMU HA CHHPOM HA CBPBXUYBCTBUTENHOCT UK SIS/ TEH. kaTo nauneHTsT
Tpabea na 6bae HHbOPMUPaH 32 HEODXOAUMOCTTA AeyeHUeTo 1a Objle CNpAaHO HE3aDABHO KU OKOHYATEJIHO
NPy MbpBaTa U3sBa Ha cUMNTOMY (BXK. T.4.8).

YepHoapobho uian 6bOpeUHO YBpexaaHe

[1py naumeHTH ¢ YepHOAPODHO UK OBLOpeUHO yBpexaaHe TpaOBa Ja ce npuaarat ro-HUCKH A03H (BXK. T.
4.2). Tlpu nauKeHT TN, NPOBLKAALLM JICUCHHE 32 XUNEPTOHHS HIIK CbPAEHHA HEAOCTATBYHOCT, HAMp. ¢
anypetvur nian ACE HHXHOUTOpPH, MOXKE [1a Bb3HUKHE U3BCCTHO CHITHTCTBALLO BIIOUIABAHE HA
ObbOpeunaTa hyHKUMA, NOPAAK KOETO &TONYPHUHO, TpaOBa j1a ce npuaara 1pe/a3iMBo Npd Ta3u rpyna.

be3cuMNToMHa XUNEPYPHUKEMUS




be3cMMNTOMHATa XUNEPYPUKEMHS KaTO 110 HE CE€ CUMTA KATO NoKaszanue 3a ynorpedarta Ha Musaypur.
Tosa cbCTOSHME MOXKE Aa O'bJIE KOPUTHPAHO YPE3 NMPOMAHA B NPUEMa HA TEHHOCTH W JAMETaTa, 3a€1HO C

KOHTPON HA nNoglcKdallaTa IIpPUYHUHA.

OcTbp NpUCTHLN Ha Nojarpa
Jleyenue ¢ anonypuHon He TpaOBa Aa ce 3arnoysa A0 MbJHOTO U34E3IBAHE HA CUMIITOMHTE HA NOAArPO3HHA
[MPUCTBI, T KaTO TOBA MOXKE /18 NPOBOKHUPA 1104BATA HA HOB MNPUCTBDIT.

B HayajiHUTE eTanu OT NeYEeHHUETO ¢ aJIONYyPUHOJ, KAKTO M ITPU OCTAHA/IMTE YPUKO3YPUUHHU [POAYKTH.
MOXKE [a c€ TPOBOKMpa rosBara Ha NPUCTBLII OT TNOJArpo3eH apTpuT. 3aroBa ce Mpenophypa
NpOHAAKTUHHOTO NPUIMKEHHE HA TNOAXOMALM NPOTHUBOBBL3NAIUTETHM TIPOAYKTH WX KOJIXHUHH B
PO/ ITL/HKEHME HAaW-MAIKO Ha ejlni Mecell. 3a nojpodHOCTH OTHOCHO A03UPOBKATA, NPEAYIIPEXKACHUATA U
npeanazHuTe MepKU, TpadBa Aa ce Hanpapu CripaBka ¢ JiuTeparypara.

[lpy nosBa Ha NPHCTBI MPY NAUMEHTH, [POBEXCIALLM NIEUCHHE C &IOMYPHHO., Tepanusra Tpsadsa 4
NpoAL/KM B ChLUaTa J03MPOBKA, & MPUCTLIILT Aa C€ JIEKYBa ¢ NOAXOISLIH NPOTHBOBbB3MATHTCIHH
NPOAYKTH.

A3aTHONPUH WK 6-MEpKarToIypHH
AAONYPUHOI He TpsOBa 4a Ce NPpeinycBa Ha AatiMEHTH, NIPUEMALLH JASHEHHE ¢ a3aTHONPHH Wi 6-
MEPKaNTOMYPHH, OCBEH aKO /103aTa Ha Te3M J1ekapeTsa Obae HaMasieHa 10 25% OT NbpBOHaYalHO

npejnycaHara 403a (Bx. T. 4.5).

Otj1araHe Ha KCaHTWH:

[Tpn cbeTOsHUA, MPH KOUTO 00PA3YBAHETO HA YPaTH € CHIHO 1MOBUILIEHO (HATP. 3/I0KAYCCTBEHH
3a60/19BaHUA U TAXHOTO JeueHHe, cuHapoM Ha Lesch-Nyhan), abco:itoTHara KoHIIEHTpaLMR HA KCAHTHUH B
ypuHaTa O61 MOFNla B peAKH Clyuau Ja ce MOBUILIM 10 TAKaBa CTENEH, 4e /1a /I0BeAe 10 OTAaraHeTo My B
MUKOYHUTE NBTULIA. TO3M PUCK MOXE Ja ObJAC HaManeH Ype3 aiCKBATHA XH/IpaTalivs, 34 Jia CE€ MOCTUTHE
ONTHMAJTHO Pa3peKaaHe Ha ypyHara.

Bananue Bbpxy ypaTHUTE OLOpeyHH KaMbHH
AZIEKBATHATA Tepanus ¢ ajlonypHHOI Lle A0BE/IEC 10 pa3TBapsHE HA FONEMH YpaTHU KambHU B ObOpeuHuTe
jiereHyeTa, ¢ MHOMO Majika BePOsTHOCT 34 3aCi/laHe B YpPETEPHUTE.

[Tpu JieueHne Ha NOAArpo3Ha HePONATHS W ypaTHa KaKy:103a, 24-uacosara jMypesa 1psdBa 1a Ob/le He
o-Majgko oT 2 nuTpa, a pH Ha ypuHaTa aa ce nojuibpaxa B rpaHuitnre 6.4 — 6.8.

XEeMOXpoMarTo3a:

[TbpBUYHOTO ACHCTBUE HA AJIOMYPHHON NP JIEHCHHUETO HA NOArpa € NOTHUCKAHE Ha €H3UMaA KCAHTHUH
oKcHAa3a. Bb3MOXKHO € KCAHTHH OKCKa3aTa /lda MMa yHacTUe B HAMATABAHETO U €IMMHHUPAHETO HA
KeNN30, HaTPYIaHo B 4epHUs Apob. B HAKOM npoyyBaHkKs NpH rpu3adu € yCTAHOBEHO MOBUIUEHO
HATPYIMBAHE HA KEJIA30 NPH >KMBOTHHU, JIEKYBAHH € &JIONYPUHOJI, IOKATO B [PYTH TAKOBA HE € YCTAHOBEHO.
[MpoyuBaHe ripu 28 31pasu A0OPOBOILM HE € YCTAHOBWIIO MPOMAHA B HUBOTO Ha HATPYIMBAHE HA XKEIA30 B
yepHHa Apob npu NedeHue ¢ aslonyprHon. HaMa npoyusaHms mpy Xopa, KOMTO M3cneasat 6e3onacHocTa
Ha NPUIOXKEHUETO Ha aNoNypUHOS NPH NALMEHTH ¢ XeMaToxpoMaTtosa. [ Ipru/1oKeHMeTO Ha 2011y pHHO.
NPY NAUUEHTY WK TEXHHU DIIM3KK POACTBEHHUUM TPAOBA j1a Ce W3BBPLLBA C MOBULLIEHO BHUMAHMUE.

HapyuieHUsa Ha LWHTOBM/IHATA XKJIE34
B AbArocpo4Ho, OTBOPEHO, pa3livpeHO NpoyyBaHe ca HabI10/1aBaHu NoBUIIEHM HuBa Ha TSH (>

5,5 plU/mL) npy nauuMeHTH HA ABATOCPOYHO fedeHHe ¢ aaonypuuon (5,8%). Heobxoanmo e nosu
BHUMAaHHWE MPY rpyiaraHe Ha ajJonypuHOI NPy NallMeHTH ¢ IPOMEHEHa PYyHKLMA Ha LIMTOBUA




Harpui
ToBa j1ekapcTBO ChABPKA NO-MaIKo 0T | mmol natpuii (23 mg) Ha radiaerka, 1.€, N0 ChIECTBO He
CbIbpHKa HATPHH.

4.5 BiaumopgeiicTBHe ¢ APYIr# JIEKAPCTBEHH IIPOAYKTH H APYTH GOopMu HA B3AHMO/JCHCTBHE

O-MepranMonypuH U a3amuonpui.

A3aTHONpHH c¢ MeTabonusnupa 00 6-MepKanToOnypHH, KOWTO Ce€ MHAKTHBUPA OT JEHCTBHETO HA KCAHTHH
okcnaazara. [lpy enHOBpEMEHHO NPUACKEHKHE HA O-MEPKANTONYPHH MM 43aTHONPUH ¢ AJIOIYPHHON,
TpsdBa na OBAAT MpHnaraHy €aMo ejHa 4eTBBLPT OT obuualHUTE 403U Ha O-MEPKANTONYPHH WK
a3aTHOTNPHH, Tb KAaTO MHXUOMPAHETO OT KCAHTHH OKCHAA3aTa MOXe Ja YALDKH TAXHOTO JIEWCTBHE.
CepyMHUTE KOHUEHTpaUMy Ha TE3M JIEKAPCTBEHW MPOAYKTH MOrar jaa JOCTHIHAT TOKCHYHO HUBO, aKO
N03UTe He ObJaT HaManeHn (Bx. T. 4.4).

Buoapabuu (adenun apaduno3ucd):

JlaHHYTE NOKa3BaT, ue MNIa3MeHHAT MOJYKKUBOT Ha BuaapabuH ce NoBHilaBa B MPUCHCTBUETO HA
anonypuHos. Korato gsara ripolykra c€ U3non3sar eIHOBPEMEHHO, € HEOOXOAMMO JOMbIHHTEIHO
HaOMOAeHHUE, 38 1A CE Pa3io3HAAT NOBHLLECHHUTE TOKCHUYHHU €(EKTH.

Caruyuacamu u RPOOVKMU ¢ YPUKOZYPUNHO Oeticmgue.

OKCHITYPHHOIT, OCHOBHUAT METabOIUT HA ANONYPUHON, CLULO MpUTEKaBa TepaleBTUUHA AKTUBHOCT U C€
CKCKpeTHUpa rnpes OuOpeunTe 110 CX0ACH C YPaTUTC MEXAHUTbM. 3aTOBA AKTUBHWTE BELIECTBA C
YPUKO3YPHUHA AKTUBHOCT, KaTO NPodbeHEeU U M BUCOKUTE 103K CATUIIWIATH, MOIaT Aa YCKOPAT
CKCKPELMTA HA OKCHUNYPUHOIL. ToBa MOXeE Aa HAMA I TepalleBTHYHATE aKTHBHOCT Ha AJIONYPHUHOIL, HO
IHAHUMOCTTA Ha TO3W QaxT ciejiBa /a ce OUeHsBa IPH BCEKH OTae 1eH CIy4aH.

X1opnponamuo.

AKO allonypyHOI Ce npuiara rno eIHO U CbLLUO BpeMe ¢ XJIOpponaMul, Nnpu NauHMeHTH C yBpeaeHa
O0BOpeyHa dYHKUMS € BB3MOXKHO NOBUILIABAHE HA PUCKA OT YAbIXKEHA XUMOMNTHKEMU3UPALIA AKTUBHOCT.
Thit KATO € Bb3MOMXKHA KOHKYPEHUHS MEXY ANOIYPHUHON U XJIOPNPOonaMui 3a eKckpelms 8 0bbpedHuTe

TYOYIN.

Kvvapunosu anmukoazyaanmu.

[ToayueHu ca peaky cbODLLEHHS 38 YCHIIEH eeKT Ha Baphaprh U APy KyMapHHOBH AHTUKOATYTAHTH,
KOraTo ¢a OWiM npunaraHy 3ae/Ho ¢ aNONypUHOIL; NOpadr TORA BCUUKH MNAUUCHTH, KOWTO Nonyvasar
aHTUKOArynaHTH Tpabsa na Obj1aT BHUMATEIHO HabTl01aBaHH,

@enumouti:
AnonypuHosn Moxe na uuxubupa yepronpobHara okcuaaums Ha GEHUTOUH. HO KTHHHUYHOTO 3HAYEHHUE Ha

TO3U (PAKT HE € YCTAHOBEHO.

Teoghuun.

Mma cboOuieHns 3a MHXHOUpaHe Ha MeTado.IM3Ma Ha TeOPUIUH. MeXaHU3MBLT HA B3AUMOIEHCTBHE MOXE
Nna Obae ODACHEH ¢ aHraXXMpaHeTO Ha KCAHTHMH OKCHUAA3aTa B npoueca na duorpancdopmativs Ha
Teouann npy xoparta. Hupara Ha Teodununl Tpsibea aa ce HAbI01aBaT NPU NatlMedTy B HAYAI0TO Ha
Tepanuaia ¢ ajJloNypPHHON WK ITPHY MOBHLLIABAHE HA J1O3MTE.

Amnuyuaun/Amorcuynun
[Ipy nauneHTU, NPOBEXKAAULM JICHEHHE € AMITHLIMIWH WIH aMOKCHUMIIMH, KOUTO NpHUeMar u ano AHOTR
€ CHLOOLABAHO 33 NOBKLIECHA YECTOTA HA KOXKHUTE OOPUBHU B CpaBHEHHUE C NALMEHTHTE, KOUTO A M"ﬂﬂ%




[TPHEMAITH [IBCTEC JICKRAPCTBA. anLIHHﬂTE!. 3a ¢hLoOulaBanara B3dMMOBPL3Ka HE € YCTAHOBCHA. Bce nak ce
Nnpenopb4yBa NALMEHTUTE, NPOBEK/IALH JTIEHCHUC C aJ1ONYPHHOJ Ad U3NOJT3BAT dAJITCPpHATHBH Ha
dAMITUUWJAHWH UITH aAMOKCHIIWITHH, KOTdTO TOBA € Bb3IMOXKHO,

Lumocmamuyu (nanp. yuxirogochariug, Qoxkcopybuun, O.aeoMuyun, RPOKApPOUIUR, MeXI0pemavi).
[Tpy NPUNOKEHUETO HA ANOMYPHHON Y LMTOCTATULM (HAnp. uMkIoGochpaMu, 10KkcopyOruUmH,
OleOMHLMH, MpoKapba3MH, aJIKWJ XaJJOM€HHW/IM) KPLBHH JIMCKPa3MK Bb3HHUKBAT [10-UECTO OTKOJIKOTO
KOraTo T€3W aKTUBHM BellecTBa ce NMpuarat camoctodaTesHo. [lopaan ToRa TpsadBa peaosHO aa ce
[ipociieisBa KpbLBHATa KApTUHA.

[Tpu nallMeHTH ¢ HEOMIACTUYUHM 3a001ABaAHMS (Pa3sIMUlK OT JIEBKEMHH ) € CbODLIIABAHO 3a TOBKILICHA
crefiel Ha KOCTHO-MO3bYHA CYNIPECHS OT CTpaHa Ha UMK1odochaMul KK APYIH UMTOTOKCHYHU CPeICTBA
[pH HANTUYKE Ha anonyprHON, BLlipekn ToBa, B €110 J100pe KOHTPONUPpaHO NpoyYsaHe 1pyu nalurenTu,
NeKYBaHM ¢ LUKIOhOChaMU, NOKCOPYOUUMH, BI1€OMUIIMH, TIPOKApOa3uH W/ HIH MEXIOPETAMHH
(XJIOPMETHH XHAPOXJI0pHL) He ¢ HaD.1r0AaBaHO MOBMUILABAHE HA TOKCUUHUTE PeaklUMK KbM TE3H
UHTOTOKCHYHH CPEACTBA OT CTPaHA Ha anonypruHO.

A vunueg xuoporkcuo:
AKO ce rnpuemMa ChbITbTCTBAILO aYMUHHUEB XHJIPOKCH,L, ATOMYPHUHON MOKE J1a ©ma no-cnab egekrt. Tpadpa
A2 ¥Ma UHTEPBAI OT MOHE 3 Yyaca MEXAY NPHEMA Ha [(BATA JICKAPCTBEHU MPOAYKTH.

Hurxaocnopun:

ChobuieHMaTa IOKA3BAT, Y€ M1a3MEHAaTa KOHUEHTPALIMs Ha UMKIOCHIOPUH MOXKE J1a ObE 1OBULLeIa (10
BpeMe Ha CbITbTCTBALLA TEpanus ¢ alonyprHHoI. BLIMOKHOCTTE 3a YCHIIBAHE HA TOKCHUHOCTTA OT CTPaHa
Ha LIMKNOCTIOPWH TPADBA /1a ce UMa NpeaBr/l NPU eIHOBPEMEHHOTO NPHUIOKEHNUE Ha ABETC J1EKAPCTBA.

Juoarnoszun:

[1pu 3apaBu aobpoeoaum U nauueHTH ¢ XMB, KonTo ca OMAK 1Ha NeyeHue ¢ IMAAHO3KUH. NNA3MEHUTE
CTOMHOCTH HA Cipax H AUC Ha AMAaHO3MH ca DU NPUOAU3MTEIHO BA NBTU TO-BUCOKH [1PH
CHITBTCTBALLO fAeyeHue ¢ astonypuuos (300 img aHesHo), Oe3 ToBa /ia € 1poOMeHUN0 TEPMUHATHUSA
NOAYXHUBOT. EAHOBPEMEHHO MPHACKEHME HA TE3M 2 JIEKAPCTBA KATO UAJI0 He Ce NpernopuyBa. AKO
CLMBTCTBALLA TEPANUA € HANEeXKALA, PeropbyBa Ce HAMaJIiBaHe Ha Jl03aTa Ha JWAaHO3MH, KaTo
naumeHTuTe Tpsdsa aa 6baaT BHUMATETHO HADIIOAABAHMH.

ACE wnixubumopu:

EAHOBPEMEHHOTO MPUIOKEHUE C &JIONYPUHOJT € CBBLP3AHO € ITOBULICH PHUCK OT Pa3BUTHE Ha JEBKOICHMS,
0cODEHO MPH NALMEHTH C HapyuleHa 0b0peyHa yHKLUMKA, Mopajy KOETo ¢e [Penopbusa MNOBULLEHO
BHHUMAaHHeE.

[ToBHILEH PUCK OT CBPBLXYYBCTBUTENHOCT € ChOOWIABAH NPY €IHOBPEMCHHO MTPHJIAraHe HA ANONypPHHOII C
ACE nHxuOuTOpH, ocobeHo npu Ob0peuHO yBpexKIaHeE.

[Tpy €AHOBPEMEHHO NMPUJIOKEHHE HA AJTONYPHHO H KaNITOMPHJI, PUCKDBT OT KOXKHU PEAKLIMM MOYKE /14 €
TOBUILIEH, OCODEHO MPH HATMUMETO Ha XPOHHUUHA 61L0peuHa HeJ0CTATLYHOCT.

Huypemuyu:
C1bo0lapaHo e, ye B3aUMOIEUCTBUETO MEXIY al10nypUHOI U ypo3eMH1 BOAIHM /10 NMOBULLEHH
KOHUEHTpaLMYHK Ha CEPYMHHU YPaTH Y IJ1a3MEHHU KOHUEHTPALUHKW Ha OKCHITYPHHOJL.

MMa cLoOeH s 3a NOBULLIEH PHCK OT CEPBbAHYBCTBHTC,THOCT, ROIMNATO A/10MMYPHHOJT CC TIPHEMA C
AAYPCTHULUH, TO-TOHHO C THA3HU/H, OCODEHO NnpH 6’1:6pEHHG YBpCALaHC.




4.6 Depruinrer, OpeMeHNOCT H KbpMeHe

bpeMeHHOCT

JaHHuTe 3a 6€30MacHOCT Ha aNoIYPUHOA NMPU OPEMEHHH XEHU Ca HEZOCTAaTbUYHY, MAKAP Y€ TO3HW NPOAYKT
LIUPOKO OT MHOIO FTOAUHH, 0€3 BUAMMH BPEAHM NOCNEAULH (BXK. T. 5.3).

AnonypuHos TpsabBa Aa ce& M3MOJ3Ba Nno BpeMe Ha OPEMEHHOCT, caMO ako HAMa no-0e3onacha
ANTEPHATUBA YU KOraTo 3abD0N1ABaHETO MPECTABIsBA PUCK 38 MAHKATA UAU HEPOREHOTO JETE.

KbpMeHe

ANONYPUHOI K HETOBHUAT METADOIIMT OKCHITYPUHOII C€ eKCKpeTupat B KbpMara. He ce npenopbusa
yrnoTpedaTa Ha anonypHHON Npe3 Neproia Ha KbPMEHE.

B xbpmaTa Ha weHH, TpuemMaliy anonypuHon 300 mg AHEBHO, € YCTaHOBEHO HATHUYME Ha AJIONYPHHON B
KOHLeHTpauKs 1,4 mg/nuThp ¥ okcunypuhon - 53,7 mg/nurep. He ca Ha0moaBanu ePekTH BuPXY
KbPMAaYETO.

4.7 EdexTH BbpXy cnocobnocTTa 3a 1opnpane n padora ¢ MatinHU

Tbi KaTO 1pyu nNauuenTy, NnpueMaliyi aJonypHHoO, ¢a cbo0LIaBAHN HOKENMAHY PEAKLIMH, KATO ChHIUBOCT,
CBETOBBPTEXK M aTAKCHSs, rnaureHTuTe Tpsadea aa 6b/1aT ocobeHO BHUMATEIHM 11peam 1odupane, paboTa ¢
MAaLIMHK WA U3BBPLEBAHE HA ONACHM JACHHOCTH. J1I0KATO HE ca yDe1ein, de alonyprHOo. HE NOBIUABA
HEDNArONPUSTHO TEXHUTE YMEHHA,

4.8 Hexenanun nekapcTBenH peakuHH

3a TO3M NPOAYKT HAMA CbBPEMEHHA KIIHHWUYHA JOKYMCHTALHKUA, KOATO Aa C€ U3H10/13B4a B MTOJKPETd Ha
ONpPEeACNAHE HECTOTATd Ha HEKETAHHUTE JICKAPCTBCHHN PCAKLIHH. Hexwenauure PCAKUHHW MOTAT [1d BdpHpaTl B
YECTOTATA CH B 3aBUCUMOCT OT lMpHUcTaTa 103d, KAKTO H HAJTHYHETO Ha [JPYTI'H JICKAPCTBCHHU TMPOJIYKTH.

YecToTaTa Ha HeKEenaHuTe pEaKLIMH OIIHCAHH [1O-10./1Y € B HPHGHH'}H'I'EHHH CTOWHOCTH! 32 MOBEHETO
p€akliHH HE Ca HAITMYHK NOAXOJMIIHN JaHHH 34 OLICHKA Hd HE€CTOTATA. Hexenanure JICKAPCTBCHHK PCAKIIHH
HﬂeHTHdJHI_[HpHHH OT NMNOCTMAPKCTHHTOBO HﬂﬁﬂfOIIEHHE Cd CHHTAHH 34 PCAKH HJIH MHOT'O PEIKH.

3a knacuduuMpaHe Ha 4eCTOTATA € U3N03BAHA CJIC/IHATA KOHBEHUMA:

Muoro vectu (=1/10);

Yectn (=1/100 no <1/10);

Heuectu (=1/1 000 no <1/100);

Peaku (=1/10 000 no <1/1 000):

MHoro peaku (<1/10 000);

C Heu3BeCTHA HEeCTOTa (OT HANMUHKTE JIaHHW He MOXKe 1a Obj1e HarmpaBeHa OUEHKa).

Hexcenanure peakuuu, CBbP3aHU ¢ A10NYPHHO.T ¢a pejiku B ofuiaTa 1onyiauus ¥ B [10Be4eTo C.1v4au cd
nexkd. HectoTara UM € no-Bucoxa Npu Hamuue Ha 0L0peuHy W/ unu uepHoAPOdHH YBPCIHKIAHUS.

Tabanua 1 Hexenann peakuunn

Cucremo-opraieH Kjiac Yectora Hexesiann peaknuu

Mudekuun ¥ nHdectauuu MHoOro peiku ¢ypyHKoo3a

HapylueHnvs Ha KpbBTa ¥ MHOro peaku arpaHyJoUMTo3a’,

nMM@HaTa cucTema arjJacTUUHA aHEMUA ',
TpomOounToneHuns’,
rpaHy10LMATO3a,
JIEBKOMNEHMUS,




JIEBKOUMUTO3A,
COZUHOMPUIINA ¥ YnCTa
CPUTPOLIUTHA ANSa3us

Hapyuienus Ha UMyHHaTa
cucTema

HeuecTu

3
CBPBbXUYYBCTBUTEAHOCT"

MHoro peaku

aHruoumytobnacre T-kiersueH
JMMPpOM®,
aHA(DUIAKTUYHA PEAKLIMS

HapyweHus Ha metabonunima u
XPAHEHETO

Muo1o peaku

3axapeH aunader,
XHIICPIHITHIEMUS

[ ICHXHWYHH HapYLICHUA

Muhoro peaku

Jle1pecust

HapyuweHHs Ha HepBHATA
cHUcTEMA

MHOro pesiku

KOMA,
napaniusa,

ATAKCUA,

nepudepHa HEBpoONaTH4,
NapecTe3my,
C'bHJIUBOCT,
rnaBoboTHC,

JUCrEey3Hs

C HeWiBecTHd 4ecToTd

dCCHTHYCH MCHHUHTHT

HapytueHus Ha oudTe

MHOro peaxku

KaTapakTa,
3PUTESTHU HAPYLLIEHUS,
MaKyJ10narTus

HapylueHus Ha yXOTO M
1abKpHHTA

MHOro peakH

BEPTHUI'O

ChbpaeydH HapyLieHMs

MHoro peaki

CTEHOKAPAHS,
OpauKapims

C'b,[lOBH HAPYILUCHHA

MHoOro peaku

AHTICPTOHWAH

CTOMaWHO-YPEBHU HAPY LLICHHSA

Heuectn [OBPbLIAHC,
rajeHe”,
HApPHS

MHOI'0 pejiKu XEMATEME3A,
cTeaTopesl,
CTOMATHT,

[POMEHN B U3XOMIAHETO

C Heu3BeCTHAa 4YecToTa

KopemHa Ooska

XenatoOnanapHH HapyLLIEHHUS

HevecTH

HCODMUARHH YePHOAPOOHH

(Y HKLIMOHAJIHU M3CJICABAHMS

Penku Xe€NnaTUT (BKTIOUUTEIHO
YCPHOAPOOHA HEKPO3a U
FPAHYJIOMATO3EH XEaTUT)’
HapyiueHus Ha KoxaTa M Hecru 0bpHB
NOAKOMXHATA ThKaH Penku cuujipoM Ha CTUBBHC-

JHKOHCBH/ TOKCHYHA
ernaepManHa HekpoJinza’

MHOro peiKu

AHTMOHEBPOTHUEH OTOK
jexKapcTaeH 0OpUB,
An0neLus,

NpOMstHa 8 11BETA HA Kocala

HapyeHUs Ha MyCKYJIHO-

MHoro peaku

MYCKYJIHa D0.1Ka




CKeJIETHATa CUCTEMA U

CbEeAWHMUTENTHATA ThKaH

HapvuieHna Ha 60peunTe Penku VPOJIHTHA3A

MUKOYHHUTE MBTHLLA MHOro pejxku XEMaTyPuA,
A30TEMUS

HapyuieHus Ha MHOro peaku CTEPHUIIUTET TIPH MbXKeE,

Bb3NPOM3BOAUTENHATA CUCTEMA CPCKTUIIHA JAMChYHKUNS,

4 rbpaaTa FMHEKOMACTUS

O6M HApPYWEHHWSA H €PEKTH HA Muoro peaku OTOK,

MSACTOTO Ha NPHIAOKEHHE 0OL10 HEPA3NOJIOKEHHUE,
aCTEHMA,
[TUPEKCHA®

HUacaenpaHus YecTn NOBUILIEHH HHBA Ha
TUPEOCTUMYJIMPALIUA XOPMOH B
KpbBTa’ I

'TlonyueHn ca MHOIO PeaKK ChOoGUICHNUS 38 TPOMOOLUTONCHHS. drpaHyI0IMTO3d W ArIacTHiHA aHCM KA.
0co0eHOo NpH NnaluMeHTy ¢ yBpeeHa ObOpevHa n/uiun yepHoapoOHa QyHKIUMS, KOCTO NOBHLIABA
HEODXOAMMOCTTA OT CIIEUHMATHYU IPUXM 3a NAUMCHTUTE OT Tasu pyna. (Bxk. Touxkn 4.2 n 4.4).

* TexxkuTe peakury Ha CBPbXUYYBCTBUTENHOCT, BKSIIOUUTENTHO KOXKHHA PEaKLMU, NPOTHYALLH C
ekcoanauums, NOBULICHA TeMeparypa, JumdajieHonaTHs, apTpairus u/niv eo3uHohunns, BKIIOUBALIM
cviapoma Ha CtuebHC-JPKOHCHH (SJS) m Toxcuuna enuaepmania Hexkponusa (TEH) ce nabntonanar
paaKo (BX. ..HapylleHna Ha KoxkaTa WM NOJAKOXKHATa ThbKaH"™). CbLMBTCTBALL BaCKYIHUT K ThbKaHEH OTIOBOP
MOJKE J1a Ce MPOABH MO pa3aHUH4 HAUMHH, BKAIOUYUTEIHO XenaTuT, yBpeaeHa 6bpeuna GyHKUHSA, OCTBHP
XOJIAHTUT, KCAHTHHOBH KaMbHU M, B MHOTO PEJIKH ClIy4aM - rbpuoBe. MHOIo pajKo e cbobuiapaHo 3a
OCTHLP aHAQUIAKTUYUEH WIOK. AKO Bb3HUKHAT TAKMBA peaKliMK, KOCTO MOXKE /14 CTAHE BCAKO Bpeme B Xo/ia
Ha AedeHueTo, Munyput Tpabea na Obae COpaH ne3abdsHO 1 OROHYAME IO,

PeakLiyy Ha CBPBXYYBCTBUTEAHOCT OT 3a0aBEH THN ¢ NOJMOPraHHO 3acsarare (M3BECTHO KaTO CHHAPOM Ha
CBPpbLXUYBCTBUTENHOCT WM DRESS) ¢ Tpecka, obpus, Backyaut, ntumMdbaienonarys, ncesio JuMdom,
apTpaliruus, JTEBKOMEHUA, €O3HHOMUIIUS, XEaToC/IEHOMEranus, OTKJIOHEHUS OT HOPMAaJTHHUTE CTOHHOCTH
B YepHOAPOOHWTE (PYHKLUWOHANIHY TECTOBE U CUHAPOM Ha W3UE3BALIM »ITbYHU NbTHLLIA { paspyluaBaHe W
M34e3BAHE HA MHTpaxenaTalHUTe X TbYHH KaHAMH), KOUTO Ce MNposBABAT B pa3iMiHM KOMOUHAUMKU. Morat
na ObjaT 3acerHaTv U 1pyry opraiu (Harnpumep yepes apod, destn 1podose, 0OLOpelM, naHkpeac,
MHOKap/a K 1e0es10T0O YepBo). AKO Bb3HUKHE HAKOS OT Te3W peaKliMu Mo BpeMe Ha JledeHueTo, TpadBa
He3abaBHO ¥ OKOHYATEJIHO J1a CE NPEeKpaTH NpueMbsT Ha Munypur.

[ [punoxkeHneTo My noseye He TpAbBa 1a ce Bb300HOBABA NPH NALIMEHTH C peakUus Ha
CBpbXUYBCTBUTENHOCT U SIS/ TEH. [punoxkeHHeTO HA KOPTHKOCTCPOKIHM MOXKE 1a € OT 110.13a 34
OBAaAABaHe Ha KOXXHUTE peakKUUK Ha CBPbXYYBCTBUTETHOCT.

[Ipy Bb3HUMKBaHE Ha reHepalTn3MpaHKu peakllMi Ha CBPbXUYBCTBUTEIHOCT, OOMKHOBECHO UMA Halk4He Ha
OBOPEYHO M/ MK HEPHOAPOOHO YBPEXKAAHE, KOraTO H3XOAbT € aTaneH (BxK. T. 4.4).

1 n
" AHruoageHobnacteH T-kiieTbueH JJMMPOM € OMUCBAH MHOIO PAIIKO ¢l DUOICHS NPU reHepanv3Iupana
numpaneHonatus. Marnexaa, ye ta e oOpaTuma cnejt crivpade NPUIOKEHNETO Ha aNIONyPUHOIL.

' B paHHK KIHMHWYHH HINWTBAHUA € cboOLIaBaHo 3a rajene u nospblrade. Cnopel 10MbIHUTEIHA
HHOOPMALUA, Ta3W peaklMs He NPeaACTaABAABA 3HaUUTEe/IeH NPODIIeM U MOKE 1a ce M3berHe ¢ lIpruemM i
anonypuHON ciied XpaHeHe.
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" YeproapoOHa HEAOCTATBYHOCT € choblilaBata 6e3 M3ABCHM J10KA3aTENCTBA 3a No-TeHepan3apata
CBPbLXUYBCTBHUTENIHOCT.

* KoyKHUTE peakumu ca Hai-uyecTH W OUXa MOI1M ;j1a Ce IPOsBAT 110 BCIKO BPEME Ha sedenuero. Te morat
na ObAT NPUAPYIKEHH ChC ChPOEH, MaKYIONallyJapHH, NOHAKOTa C JIOLIEHE WK C ITypnypa, W PiiKo
KaTO €KCOPHUANATUBHHA NPOMEHHU, HanNp. CHHAPOM Ha CTHRBHC-XKOHCHH M TOKCHYHA erujlepManHta
Hekposuza (SIS/TEH). Hali-BucOKHAT pHUCK 3a Bb3HuKBaHe Ha SIS W TEH unu Apyru cepnosnn peakuum
Ha CBPBXUYBCTBUTEJIHOCT € Npe3 MbPBUTE CEAMUIM Ha JeHeHneTo. Hait-nobpure pesynraru npw
OBJ1a/IABaHe Ha TAKHBA PEAKUMH CE€ NOCTUraT NPU paHHO AHATHOCTHUMPAHE U He3aDaBHO criMpaHe Ha
BCAKO NMOZO3IUPAHO NekapcTso. Jleuenrnero ¢ Munyput TpsidBa aa 6bae cnpsHo He3abaBHO npy
Bb3HUKBAHE Ha TakMBa peakuny. Crie Bb3CTAHOBABAHETO OT JIEKH peaKLlMK, aKo C€ )Keslae, alonypUHOI
MOke J1a Obae Bb300HOBEH B HUCKA 1034 (Hanp. S0 mg AHEBHO), KOSTO NOCTENEHHO 1A CE MOBULILH.
YcTtaHoseHo ¢, 4e anenbT HLA-B*5801 ce cBbp3Ba ¢ pUCK OT pa3BUTUE HA CBbLP3aH C aNollypHHO.T
CUHAPOM Ha cBpbXUYBCTBUTENHOCT U SIS/TEH. B cayuait Ha peunausurpaila KoxHa peakuus,
NPUIOKEHKETO Ha aioflypUHOJ TpAOBa 1a Obae cnpsiHO He3abaBHO M OKOHHATENHO. TIOPA/IM Bb3MOKHOTO
Bb3HUKBAHE HA NO-TEXKKH PEaKLIMM HA CBPBLXUYBCTBUTENHOCT (BXK. Hapyuuenus na uMyHHama cucmesd).
AKko SIS/TEH unu apyru cepro3Hu peakUMH Ha CBPbXUYBCTBUTE/IHOCT HEe MOraTt aa ObAaT H3KJIIOUCHH,
npuembT Ha anonyprHon HE TpabBa na ce Bb300HOBABA NOPAaAN Bb3IMOKHOCTTR 38 TEXKKH peakUrH H
AOpH peaxlvu ¢ artaiieH kpad. Kannuyunara nuardosa 3a SJS/TEH e octioBHa 0asa 3a B3emMaHe Ha
pettieHre. AKO TAKaBa PeaKuus ¢€ pasBue 1o BPEeMeE Ha JieueHHe, INpUeMbT Ha AJTOTTYPUHOA TpAadBa j1a ce
cnpe He3abaBHO W OKOHYATEJHO.

! CHoOUIeHO 34 rosBA HA AdHFHOHEBPOTHUYHCEH OTOK C HUJIH Oes fIpU3Halii H CHMIITOMHA Hd T10-
MCHCPATH3IWPAHHW pCaKElWMH Hd CBDbAHYBCTBHUTE THOCT.

* Cuobuieny ca cnyvan Ha pebpunurer ¢ MK 6e3 NPUIHALIM U CHMITTOMY HA NO-I'CHepatniMpala peakums
HAa CBPBXUYBCTBUTEHOCT KbM &10NYPHHOA (BK. ., Hapvueerniust sa usmynnama cucmena’™),

> HatnumneTo Ha 1noBrIIEHM HUBA Ha TUpPEoCTUMyAupalius XxopMon (TSH) B cboTBETHHTE NMPOYyYBAHUS HE
NOKa3Bd HUKAKBO Bb3ICHCTBHE BLPXY HHBATa Ha ¢BOOOHNs T4, a nupata Ha TSH He ca nokalzarte:inu 3a
CYOKJIMHHUYEH XUNOTHPEOHINIBM,

Cbo0laBaHe Ha NOAOIMPAHN HEKEIAHK PEAKLIUY
Coofl1aBaHeTo Ha NOAO3UPAHU HEXENAHMW PeaKLMU CJie]l pa3peluasaHe 3a yrnorpeda Ha JIeKapCcTBEHUS

IMPOJIYVKT € BAAHO. ToBa no3BosIsBa 14 HPOULBIIAKH HHGHIDH@HHETO Ha CbOTHOLUIEHHUCTO ﬂ0ﬂ3ﬂprCK 3d
JCKAPCTBCHHUA NMPOAYKT. OT MEIMUMHCKHUTE CIIeiMATUCTH CE€ HIUCKBA Ja CchoDILaBaT BCAKA NOAO3HUpatia

HEXENaHa peaklMa Ype3 HallMoHanHa cucTema 3a chobiapade B M3nbanuMTeNnHa areHUMs no J1eKapcTBaTa
yit. JamsH ['pyes® Ne 8, 1303 Codmua, Test.: +35 928903417, yebeaiiT: www.bda.bg

4.9 [Ipenosnpamne

Mma cbolueHus 3a noribilade Ha 10 22,5 g a10nyprHos 0e3 NposBY HA HEXKENaHU PeakUMH,
CHUMNTOMUTE M MPU3HALIMTE ¢a BKIIHOYBAIM raj¢He, MOBPBLLIAHE, /IMAPUS U CBETOBBPTENXK M €A CHODLIIEHN
Opy NAUUEHT, KOUTO e norbanain 20 g anonypuuon. ChIUUAT ce € Bb3ICTAHOBMII Cllg)l NpHiaraHe Ha o01u
[NOATbPKALLLH MEPKH.

MacuBHaTa HGCGpﬁU,HH Ha aJlOITYPHHOIT MOXKC J1d JOBCHC A0 3HAYHUTC/IHO HH?{HGHPHHC Hd dKTHBHOCT A Hc
KCAHTHH OKCHAA34Td, KOCTO HC CC OYHdKB4 [1d HMaA f'iﬂﬁﬂﬂl"ﬂl'lpHHTHH ECIJEHTH. OCBCH dKO € IMOB/THAHO OF

CBITLTCTBALLA TEPAITHUA, ocobeHo ¢ 6-MEPI{HHTDII}/}JHH W/ MU d3aTHOIDHH.

JleyeHue:

I




He e u3sected cneundpurueH aHTH, 10T,

3a j1a ce rnoaobpH EKCKpEeLMATA HA AJT0NYPHHON M HErOBATE MeTabonnTu, € HeODXOAMMa aJIcKBaTHA
Xyapatauus 3a noaabpKaHe Ha ONTUMAJTHE JIMypesd. AKO CcC NpeleHu 3a HeoOXOAKMO, MOXE [1a ¢
NPUIOKHU XeMoavanusa.

5. (MAPMAKOJIOI'MYHU CBOUCTBA

3.1 @dapMakoaHHAMHYHH CBOHCTBA

CDEI}JMHI{DTEPEIHEBTHHHH I'PyId. dHTHIOAAI'PO3IHK JICKApCTHA. JICKAPCTBA, HHKH6HPHIJ1H DﬁpﬂE}fBﬂIiETG Hd

NUKOUYHA KUCeJIMHA.
ATC xon: MO4A A0

MexaHH3ibM Ha JEHCTBUE

ANONYPUHOI € HHXUMOWTOP Ha KCAHTHH OCHAazarta. AJIONYPUHOJ KW HCTOBUAT 1JIABEH MeTabOJIUT
OKCUNYPHHON, MOHWKABAT HUBOTO Ha MHKOYHA KUCE/IMHA B NN1a3MaTa M ypHHATA KaTo UBXUbUpar
KCAHTHH OKCWMA3aTa, €H3UM, KOWTO KaTalu3nupa OKCHAAaLUbTa HA XMITOKCAHTHUH /10 KCAHTHH M HA KCAHTHH
A0 MUAKOYHA KHcennHa. JonbLaHUTeIHO HHXHOUpaHETO Ha NYPHHOBHA KaTaboaU3bM MPH HAKOU, HO He
NPH BCHUKHA NAUNEHTH C XUTNIEPYPUKEMHUS, NOTUCKA HOBATA OMOCHHTE3A HA TYPUHUTE, TTOCPECACTBOM
WHXxnOMpaHe Ha obpaTHaTa Bpb3Ka Ha XMIMOKCAHTUH-ryaHHH dochopubozuntpancdepasara. pyru
METabDONUTH HA AIONTYPUHON €a AJIONYPUHO pHOO3INA 1 OKCUNYPHHOII-7 pruboO3nA.

5.2 OapMaKOKHHETHYHH CBOHCTBA

ADcopbLUS

ANONYPHHOIT € aKTUBEH MPH NTEPOPATHO NMpUNoKeHne 1 ce abcopdupa 6bp30 OT ropHUTE OTACIHN HA
CTOMAUHO-YpEBHUSA TPAKT. B n3anursaHus ¢ ycTaHOBEHO, Y¢ aj10NYPUHOJ c€ OTKpHBa B KpbBTa 30-60
MHHYTH clell NpURoKeHueTo My. Maurcnenara OMonanuunoct Bapupa or 67% no 90%. IHukosure
NJ1a3MEHU HUBA HA aIONYPHHOJ 0OMKHOBEHO ce Habntoaapat npubauzureano 1,5 yaca cieq nepopanto
MPUIOKEHHE, HO crnaaaT ObpP30 U TON Ce OTKPUBA B HE3HAUMTE/IHM KOotM4ecTBa cnel 6-us vac. [Tukosute
HHBa& Ha OKCHUNYPKXHOJ 0OMKHOBEHO ce Hab:ioaaraT 3-5 vaca ¢ieq nepopaiHo NpUIoKeHHe Ha
AJTONMYPHHOI ¥ €& JIOCTa [10-TPanHH,

PaanpeaeneHue

ANOTTYPHHOJI CE CBBLP3BA B HE3HAYMTENHA CTENEH C 1UIA3MCHHUTE NMPOTCHHKW U 110pa/JiH TOBA BapHallMUTE B
CBBP3BAHETO C NIPOTEHH HE C€ CHUTAT 3@ 3HAYMMH C.1C/1 OMUCTRAHE. BHUAT 0DEM HA paznpene;ieHUe Ha
anonypuHon e npubauzutenHo 1.6 nurpa/kg, KoeTo npeanosiara OTHOCUTENTHO FOAMO PA3NpPeae;ieHHE B
ThKaHHUTE. He e ¢bobluaBaHo 3a ThKaHHM KOHUEHTpaUMy Ha aJIONypPUHOI MPH XOPa, HO € BEPOSITHO
aAN0NYPHUHON U OKCUITYPHHOS 44 C€ HAMUPAT B HAH-BMCOKH KOHUEHTPALMH B YEPHHUS ApoD ¢
TbHKOYPEBHATA JIMraBHLA, KbJAETO aKTHBHOCTTA HA KCAHTHH OKCUAA3ATA € BUCOKA.

buotpancdhopmatius
OCHOBHHAT MeTabONUT Ha AT0NYPHHON € OKCUNYpHHO. JIpyru MetaBonuTy Ha anonypyHOI ca
ATONyprHHOA pHOO3UA ¥ okcunypunon-7 pubosua.

Eruvunupane
[Tpubauzutenno 20% oT NPUETHS aNONYPHUHON Ce eKCKPETHPA B U3IIPAMKHEHMATA B paMKuTe Ha 48-72

yaca. EMMHUHKpPAHETO Ha anonypyHOII CTaBa rMaBHO Yype3 MeTabDONUTHO NPeBpbLIaHE B OKCUITYPHUHOI OT

KCAaHTHH OKCHAA3aTa M allAEXHUA OKCHaasara, Kato no-manko ot 10% oT HenpoOMEHEHOTO JNEKAPCTRO Ce

EKCKpeTHpa B ypyHaTa. ANONypUHON ¥UMa NaasMeH NnonyKuBoT ot okono 0,5 - 1,5 vaca.

OKcUnyprHON € No-crnad MHXUOKUTOP HA KCAHTUH OKCHAa3aTa OT aJIONYPHHOJ, HO M1a3MEHHS MOy \
Ha OKCHIIYPHHOJ € MHOTIO 110-ab1bl. M3uncien € nepuoa oT |3 ao 30 vaca npy xopa. [lopaau 1o ' "




eheKTUBHOTO HHXHOMpatic HA KCauTHH OKCKa3aTa ce N0,1bpaa noseue or 24 yaca ciiel eHOKpaTHa
AHeBHa 003a anonypudosn. [HaumenTure ¢ HopmaaHa 6bOpeuHa (PyHKUMA aKYMY.IHPAT NOCTEHCHHO
OKCUNYPUHOJ 10 10CTUraHe Ha Heropata craduiHa rasMena KoHuUeHTpalns. [Ipy TakMBa nauMeHTH,
npHeMalun 300 mg anonypruHO: AHEBHO, OOMKHOBEHO IUIA3MEHMTE KOHUEHTPALIMHM HA OKCHITYPHHOJ €a 3-
10 mg/auTbp.

OKCHIMYPHHOIT CE€ €TUHMHUHUPA HETIPOMEHEH C YPUHATA, HO NPUTEXKABAa ALl €JIUMHHALIMOHEH ITONYXKHUBOT,
TBU KaTO noanexu Ha tydynda peabcopbums. CbobuleHUTe CTOWHOCTH HA ETUMHUHAUMOHEH TMOJNYKUBOT
RapUpaT B AManazoHa ot |3,6 yaca a0 29 uaca. | oi1ieMHTe pasivuug B TE3W CTOWHOCTH MOXE Aa ce
AHAXKAT HA BapUaliMK B AM3akHa HA U3NUTBAHUATA M/ MW KPEATUHUHOBHUS KJIMPBHC HA NALUWEHTHUTE.

(DapMaKOKUHETUKA MPU NALMEHTH ¢ HapylineHa 6b0peyuHa GvHKLMS

KITUPpBHCHT HAa an0NyprHON U OKCUITY PHHO T 3HAUMTEIIHO HAMAJISiBAT NPU NaUMEHTH ¢ yBpeacHa 0u0pevuna
dYHKUHUS K BOAAT A0 NMO-BUCOKH MJ1a3MEHU HUBA MPU XPOHUHUHA Tepanud. [lalmeHTuTe ¢ yBpeaeHa
OBOpeuHa hyHKUMA, MPU KOUTO CTONHOCTUTE HA KPEaTHHHWHOBMA KJIMPBHC ca bunun Mexay 10 v 20
ml/min, ca noKazanu njaazMeHy KOHUSHTPALMHA HA OKCUITYPHHOIT OT npubausuresiHo 30 mg/nuThp clica
NPOABKUTENHO npunokeHne Ha 300 mg ajionypruHoOI AHEBHO. ToBa € NPUOITU3UTETHO KOHUEHTPALMATA,
KOSTO OK Ouna focTUrHara ¢ Ao3u ot 600 mg nHeBHO npu Xopa ¢ HopMasita 0LOpeuna dyHkuUuUs. 3aToBa
[NPH NALIMEHTUTE ¢ HapyleHa 0bOpeyHa PyHKUHA € HEOOX0AUMO HaMaaaBaHe Ha J103UTE Ha MUypHT.

PapMakOKUHETUKA B CTAPYUECKA BbL3PACT

He chuiccTBYBa BCPOSATHOCT (PAPMAKOKMHETHKATA HA ATOMYPHHO.] 1A CC IIPOMEHH OT [IPYTO, OCBEH OT
HapyuiapaHe Ha ObOpeuHaTa PyHKIMS (BXK. ., Dapsrakorune muxa npu RAuenmu ¢ napyuena Guopeunda
hyrrst ™)

5.3 [Ipeax/iHHUYHHK AaHHH 32 De3onmacnoct

MyTareHHocT

B uMToreHeTHYHHU npoyuBaHys e HabAKOAaBaHO, Ye ATONYPHUHO He NpeAU3BHUKBA XPOMO3IOMHK abepalinm
MPpH YOBEWKH KPbBHW KAETKH inn vitro B Ao3u j10 100 mukporpama/ml v in vivo B 103n 10 600 mg gHEBHO
B [MpOab/DKEHHE Ha cpeano 40 meceua.

A10NYypPUHOJ He 00pa3yBa HUTPO3HM CheINHEHHA, HUTO 3acara JIMMpoLUnTHATA TpalchopMaLua in vitro.
HokazarenctBa 0T OMOXUMHUHHU M JIPYTH LUXTOJOMYHA [IPOYYBAHUR TBDLPO NPEANOIarar, ue
anonypruHos HaMa Bpeanu edgextr sbpxy JIHK B HUKOHN €Tan oT KNeTbUHMS UMK U HE € MYTAreHEH,

KaHuleporeHHoCT
[Ipy MMIIK#H ¥ MIBXOBE, TPETUPAHM ¢ ANTONMYPHUHOJ B ITPOABIKEHHUE HA JI0 2 TOAMHU, HE Ca YCTaHOBEHHU
AOKa3aTeJICTBa 3a KaHUEPOTeHHOCT,

TeparoreHHOCT

B v3nuTBaHe, npu KOETO MULIKK €a [10J1y4aBa ik UHTparnepruToHeanHo ao3un ot 50 unv 100 mg/kg, Ha 10-
M8 MK | 3-Ks 1eH OT BPEeMEHHOCTTA Ca YCTAHOBEHHW aHOMATHM Npu deTyCcHTe, Makap e nojaodHo
M3MUTBAHE NpH UIbXoee B 1034 oT 120 mg/kg na aex 12 oT DpemMenHOCTTa HEe € KOHCTATUPAIO AHOMAJINH.
[ LIvpoko0OXBaTHM M3NUTBAHMS HA BUCOKH NEPOPAIHN 1034 anonypuHon npy muinku o 100 me/kg
AHeBHO, nabXxose 10 200 mg/kg anesHo W 3aium go 150 mg/kg jiHeBHO 1o BpeMe Ha 8-us 10 16-us acH oT
OpEeMEeHHOCTTA, HE Ca MNoKa3aiv TePATOreHHU e(PEeKTH.

EOHO i vitro U3TIATBAaHE, B KOETO € U3II0/3Bala KNeTh4Ha KyJITypa OT PeTajHA MULIU CIHOHHEHH JKIIC3H
3a OTKpHUBAHE Ha eMOPHOTOKCUYHOCT, € MOKA3AI0, Y€ HE CE OUAKBA AIONYPHHON da NPUUKHHU
eMOPHOTOKCHYHOCT, Oe3 1a NPUYHHKA TOKCHUYHH MPOABU U ¥ MaKkKara.

0. DOAPMALHEBTHYHHU JAHHHA




0.1 CnuchbK Ha NOMOUIHUMTC BECILECTRA

MUKpoKpUcTaHa tienynos3a

HaTtpues HULLIECTEH raMKonar (Turn A)
Kenartuu

CUMUMEB AUOKCHUA KonouaeH 6e3BoaeH
MarHesues cTeapar

6.2 HecnBMecTHMOCTH

Henpuioxumo.

6.3 Cpok na rognocTt

3 TOAWHH

6.4 Cneuna/iHi yCJI0BMSI HA ChXpaHeliue

To3u nexapcTBEH NPOAYKT HE U3UCKBA CNEUNATHH YC/IOBHA HA ChbXPAHEHHE.
6.5 Bua u chabprative HA OMMAKOBKATA

30, 50, 60, 70, 80,90, 100 vau 120 tabnerkun B OYTHIKA OT THbMHO CTHK10. CbC 3aUIMTEHA Cpeuly
OTBapAHE MJIACTMACOBA KANavka ¢ YIUTbTHUTEN, MNOCTABEHM B KAPTOHEeHa KYTHs 3a€IHO C JIMCTOBKA 38
NnalMUeHTa.

He BcuukM BHAOBE ONakoBKM Morar jaa 6baar nycHaTH B rnpoaaxoa.
6.6 CneuualHu npeanasiu MEPKH LIPH UIXBbLpJIstie H padora

Hava cneuvanHy U3ncKBaHUS.
Heuznon3BaHUT ACKAPCTBEH MPOAYKT WIH OTNaILUHHTE MaTepUaJIK OT Hero TpadBa Ja ce U3XBBPIIAT B
CbOTBETCTBUE C MECTHUTE U3INCKBAHUS.

7. I[IPUTENATEJ HA PASPELIEHHUETO 3A YIIOTPELA

Egis Pharmaceuticals PLC
| 106 Budapest, Keresztur: ut 30-38.
YHrapus

8. HOMEP HA PASPELLIEHHUETO 3A YIIOTPEBA

Munyput 150 mg tabnetku: Per. Ne: 20180239
Muayput 200 mg tabnetku: Per. Ne; 20180240

9. JATA HA ITbPBO PA3ZPEINABAHE/[TOJHOBSBAHE HA PAZPEIHEHUETO 3A
YIIOTPEBA

Hata Ha mupBO paspelierue 3a yitorpeda: 24.08.2018 r.
JlaTta Ha nocnenHo noaHosaBaHe: 31.05.2023 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
Anyapu, 2024 r.
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