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ks UME HA JIEKAPCTBEHMUSI ITPOJAYKT

Muaypur 300 mg Tabierku
Milurit 300 mg tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
Besika Tabnerka cbabpka 300 mg anonypunon (allopurinol).

3a MbJIHUA CIIUCHK HaA INMOMOILIHUTE BEllleCTBA BUIKTE TOouka 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka 3a nepopajiHo MPUIOKEHHE.

benu unu cuBo-0esu, KpbIiiy, MJI0OCKH, CbC CKOCEHH pbOOBe Tabds1eTku ¢ penedHo uzodbpaxkenune “E 3527
OT €/1HaTa CTpaHa M C JIeJIMTesIHa yepTa OT Jipyrara crpaHa. /uamerspsT Ha Tabnerkara e okoso 10 mm.
JlenuTennara yepra € camo 3a yJIeCHsIBaHE Ha CUYINBAHETO 3a I10-JIECHO NperjibllaHe, a He 3a pa3ae/isiHe

Ha paBHU JJO3H.

4. KJIMHUYHHU JAHHU

4.1 TepaneBTHYHH NOKA3aAHHUHA

Bwv3pacmnu
e Bcuuku (GOPMH HA XHUNEPYPUKEMHS, KOUTO HE C€ KOHTPOJIMPAT ¢ AXETA, BKIIIOUUTEIHO BTOPUYHA
XHUIMEPYPHUKEMHUS OT pa3jiMieH NPOU3X0/ U KIMHUYHH YC/I0KHEHHUS Ha XUTTEPYPHKEMHUUYHH
CLCTOSIHUS, MPEAUMHO KJIMHMYHO M3siIBEHA Mojarpa v yparHa HedponaTus, KaKTo U 3a pa3TBapsiHe
1 npoH/IaKTHKA HA ypaTHA KaJIKyJ/103a (KaMbHHU B ObOpeuuTe).
e JleyeHHe HA peLMIUB Ha CMECEHH KaJlLIMeBO-OKCcalaTHU OBbOpeUHU KaMbHHU NPH MPUPYKaBalila
XUIMEPYPUKEMHS B CIIyHaAUTE, KOraTO TEHHOCTUTE, AHETHUHHUS PEKUM U APYIH NOA0OHHU MEpPKHM ca

Hee(DMKACHH.

Jleya u ionowu
e BropuuHa XMIepypUKEMHUs OT pa3jUyeH MPOU3XO0/IL.
e VparHa HedponaTHsa No BpeMe Ha JIeUeHHE Ha JICBKEMHS.,
e Hacneacrsen ensumen aedguumt, cuuapom Ha Lesch-Nyhan (yactuuen wiam TotaneH aeduumT Ha
XUIMOKCAHTHH-TYaHUH dochopubo3ui TpaHcdepasa) v JepUUUT Ha aA€HUH
hochopubozuntpanchepasa.

4.2 JIO3MpOBKA M HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

Bv3pacmnu




AnonypuHon TpaOBa Aa ce BbBEXKAa B HUCKA 1034, Hanp. 100 mg aHeBHO, 32 [1a C€ HAMAIU PUCKDBT OT
HexXeJIaHW NIEKapCTBERH peaklMM, K a C€ yBeayyaBa caMO ako OTrOBOPHT 11O OTHOLLIEHHE Ha HWBATa Ha
ypaTH B cepyma He e 3agoBanvTeneH. [Ipu Hapywena 660peuna dbyHkumns tTpadea fa ce npoasasa 0cobeHO
BHUMaHUe (gorc. ,, bvbpeuno ygpeoxoane™).

[IpenopsuBaT €€ CAEOHMATE JO30OBH CXEMMU:
100-200 mg nHeBHO Np# Jieku popMH,

300-600 mg nHeBHO NpH YMEPEHO TEKKHA QOPMH,
700-900 mg nHEeBHO MPH TEXKU QOPMH.

AKo e HeoBX0AKMO onpeaensHe Ha no3aTa Ha H6a3a TenecHo tersio (mg/kg), Tpabea na ce npunara po3za or
2 no 10 mg/kg TenecHO TErIO Ha AEH.

IHeouampuuna nonynayus (Oeya na evapacm noo 15 200unuy)

[IpenopbunTennara ao3a € 10 go 20 mg/kg TenecHo Terno Ha aeH, A0 MakcuManHa go3a ot 400 mg
[IHEBHO, pa3AejieHa B TpU NnpuemMa. Psaako MMa rokasaHus 3a ynorpeba npu aeua, OCBEH B c/lyvaid Ha
3/10Ka4eCTBEHH 0Opa3zyBaHus (Hal-Bede HeBKeMMS) U OTpeieSIeHH eH3UMHH HapyUIeHUS, KaTO CUHAPOM

Ha Lesch-Nyhan.

Cmapuecka av3pacm

[lopaau nuncata Ha KOHKPETHHU AaHHU, TPAOBA fa ¢e npunara Hak-HUMcKaTa 4034, NpY KOATO CE NOCTUra
106po NoHMIKEHHE Ha HHBOTO Ha ypaTH. [1o-cneunanHo BHHMaHHE CneaBa Aa ce OTAENY HA NPENOPDLKUTE
npu ObOpeUHO YBpeXAaHE K ONpeaeNeHU chyHau, 1ocodeH!U B ToqKa 4.4 (gorc. m. 4.4),

bvbpeuno ygpesicoare
Thit kKaTO anoNypHUHON K HeroBUTe MeTabonuTH ce exckpetrupar npes 6ubpeunre, HapyleHarta 6uOpeuna
QYHKLMA MOXKE Ja A0BEAE A0 3aAbP)KAHE Ha AKTHBHOTO BELUECTBO W/ UM Ha HEroBU metabonuTH ¢

MOCJIeABALLO YAbMKABAHE HA NIA3MEHHA UM MONYXKUBOT.

TaGnuuara no-nony Moxe f1a NocCnyKU KaTo Cnpaska 3a agantupaHe Ha go3aTa npy 0uopeuHo
YBpeXIaHe:

KpeaTHHHHOB KJIHPBHC JHeBHA 1032

>20 ml/min HOpMaJlHa 4034

10 10 20 ml/min 100 no 200 mg aAHEeBHO

<10 ml/min 100 mg/aHEBHO WJIH Ha MO-IrOJIEMH HHTEPBAJIM OT Bpeme

B cnyyal Ha Texxo yBpeaeHa Ob0peuna dyHKLNUA MOXKE [a € npenopsunuTe/iHa ynotpebara Ha n103a non
100 mg aHeBHO YN HA eAMHUYHM 003K OT 100 mg Ha MHTEpBAIH, NO-TONIEMH OT €4UH JEH.

[Ipn nanuuue Ha ycnoBus 3a HabMOACHHUE HAa KOHLUEHTPAUMMTE HAa OKCHITYPHHOI B MnJiazmara jo3arta
TpabBa [a ce KOpUrMpa Taka, ue 4a ce NOoAObPKAaT HUBA Ha OKCHITYPHHON B nia3marta noa 100
MUKPOMON/TUTBP (15,2 mg/nuThp).

Anonypuvuon U Herosure MeTabonuTH ce enmMuHHpaT ¢ 6bs6peyHa ananusa. AKo ce Hanara npoBexiaHe
Ha Auanu3a ABa-TpH MbTU CEAMHYHO, Tpsbsa aa ce 0OMUCAN BB3IMOXKHOCTTA 3a MpUtaraHe Ha apyra
no3zopa cxema oT 300-400 mg anonyprHON HENOCPEACTBEHO CNEA BCAKA AUanu3a, 6e3 npunoxeHue B
HHTEpBA/IA MEXKAY TAX.

[1pu nauyeHTH ¢ 6BOpeHHO yBpeKIaHe, eIHOBPEMEHHOTO MPUIIOKEHHNE Ha ATONYPHHOI U THXGIAMMA N
ayuperyum TpabBa Ja cTaBa ¢ NMOBUILEHO BHUMaHHUE. AnonyprHON TpaOBa na ce npunara S Xha
HaW-HUCKaTa ePEKTUBHA 403a NMPH CTPUKTHO NpocsieasBaHe Ha ObdOpeuHaTa QyHKUMS (B,

'l. -‘




Yeproopobro yapescoane
[Tpy naupeHTH ¢ YepHOAPOOHO yBpexxaaHe TpabBa aa ce npuiarat HaMmaneHy fosu. [Ipenopbysa ce
NEPUOAKUHO NPOBEXKIAHE HA M3C/NE/IBaHMs Ha uepHoApoOHaTa PYHKLHA B PAHHUTE €TaNM Ha JIEUEHHUETO.

Jlevuenue Ha cocMoAHUeR, CRBP3AHU C UHMEHZUBEH KDb2OBPAM HA YPAamu, HaNPUMEP HEONIAIMU, CUHOPOM
na Lesch-Nyhan

[TpenopbUMTENHO € Ja C€ KOPUrHpa ChLUECTBYBALIA XHITEPYPUKEMHUA H/UTH XHNEPYPUKO3YPUS €
aJ10NyPUHOA TIpean 3aNno4BaHe Ha LUTOCTATUYHA Tepanus. OT 3HaYeHVE € [a Ce OCHIYpH aJleKBaTHa
XHAPATALMSA C LIe] NOJAbPKAHE HA ONTUMANHA AXYpe3a M J1a Ce HanpasH OIIMT 32 alKaJn3aLus Ha
ypHHAaTa ¢ Orjie/l MoBYllIaBaHe pa3TBOPUMOCTTA HA ypaTUTE B yPUHATA/MUKOUHATA KHCennHa. J[o3aTa Ha
anonypuHon Tpabea aa 6bnae B Mo-HUCKATA NMpernopbyBaHa 1030Ba CXEMA.

Ako ObOpeyHaTa QyHKUHS € KOMIPOMETHUPaHa OT HAJIMYME HA YPaTHA HE(QPONaTHA WK Jpyra naTtosorus,
Na Ce Cra3BaT yKa3aHMATa, nocoveHu 8 ,, bvbpevro yapexcoane .

Te3u npasruna MOXE J1a HAMANAT PUCKA OT OTJaraHe Ha KCAHTHH KW/ HUIIH OKCHITYPHHOI, KOETO YCIIOXKHIBa
KJIWHHUYHOTO CBCTOAHHUE, (BX. CbUIO TOUKH 4.5 1 4.8).

IIpenopwvka 3a nabmooenue
Jloampoekarta Tpabra na ce anantupa upes HabnoJeHUE Ha CEPYMHHTE KOHUEHTpallMM HAa YpaTH U HUBaTa
Ha ypaTH/MMKOYHA KUCENUHA B YPHUHATA HA MOAXOARLUM HHTEPBANH.

[Ipenopvku 3a 0o3upane npu KOICHYU peaKyuil

[MpuioxeHneTo Ha anoinlypuHon Tpabea na ce cnpe Hezabasno, aK0 Bb3HUKHAT KOXKHHU peakunH. Crnen
Bb3CTAHOBABAHETO OT JIEKH peaKLMH, aJIONYPHHON MOXE J1a CE€ NpUnara OTHOBO B HUCKA J03a {Harpyumep
50 mg/nHeBHO) cneJ BHUMATENHA OLEHKA Ha pUCKoBeTe. BriocneacTaue, no3ara MOXKE 4 Ce yBeI1YaBa
MOCTENEeHHO, KAaTo ce HabMoNaBaT KOXKHUTE peakUHn ¥ APYTH Bb3MOMXHH HEKENAHH peaKkUru. AKO ce
NposiBd 0OpKUB, MPMEMBT HA aNONypPHHON TpAOBa fa ObAe NpeKpaTeH OKoHYaMmeaHo, KaTo Ce UMa NPeaBH,
4e MOraT Jla Bb3HHUKHAT [10-TEXKH PeaKLUHK Ha CBPBXUYYBCTBUTEIHOCT (BXK. T. 4.8).

Ha4yuH Ha NpuIoKeHWE

3a nepopanHo NMpUIoKeEHHeE.
MunypHT MOXKE Aa ce rnpuemMa rnepopaiHo BeAHBXK JAHERHO cnen XxpaneHe. [lonocumocTtra My e 1obpa,

ocobeHO cne npHeM Ha XpaHa. AKo aHeBHaTa A03a Hageuluy 300 mg u npu NpoABa Ha Npy3HaUK Ha
CTOMAlLHO-YPEBHA HENOHOCUMOCT, MOXKE 4 € NOAXOAALIA CXEMA C pasielisiHe Ha A03MTe.

4.3 IlpornBonokazaHus

CBpPBXUYBCTBUTEIHOCT KbM AaKTUBHOTO BEIUECTRO W/IK KbM HAKOE OT NMOMOLLHUTE BellecTra, H3bpoeHHu B
Touka 6.1.

4.4 CneunanHn npeaynpexaeHus ¥ npeanazHu MepkKy npu ynorpebda

CHHAPOM Ha CBPBXUYBCTBUTEJHOCT, CUHAPOM Ha CTuBbHC-JDKOHCHH (SJS) U TOKCHYHA enyWaepManHa
Hekpoaunsa (TEN)

PeakuuaTa Ha CBPBbXUYBCTBHTE/IHOCT KbM alIONyPHHON MOXKE A4 C€ NMPOSBU MO MHOMO pas3MYyHKU HauMHHU,
BKJIKOUKTE/THO KATO MakyJao-nanyflapeH eK3aHTeM, CHHAPOM Ha CBPbXUYYBCTBUTENHOCT {M3BECTEH CBILO

kaTo DRESS) u SJS/TEN. Te3n peakuyu ca KIMHKUYHU AHArHO3M M TEXHUTE KIHHUYHH MPSASEnTH
OCHOBaHMe 3a BieMaHe Ha peiueHus. [Ipy nosBa Ha TakMBa peaKUHM MO KOETO U Aa € BPEME ¢ o ,%%

e HeobxoauMo He3zabaBHO cnypane ynorpebaTa Ha anonmypuHoJ. JleueHnero He Tpabpa na



NMPM NALKMEHTH CbC CUHAPOM Ha cBpbX4yBcTBUTENHOCT W SJS/TEN. 3a npeononssaHe Ha KOXHHUTE
PEaKLMH Ha CBPBXUYBCTBUTENHOCT MOXKE J1a € OT MOJ3a MPUAAraHe Ha KOPTHKOCTEPOUAH. (BK. T. 4.8 —
Hapywenus na umynnama cucmema v Hapywenus na xoxcama u ROOKOICHAMA MbKAaR ).

HLA-B*5801 anen

VcraHoBeHo €, ue ajlenbT HLA-B*5801 ce cabpiBa ¢ puCK OT pa3BUTHE HA CBBP3aH € aJlONYPHHON
CHHIPOM Ha cBpbXxuyBcTBUTENHOCT M SJS/TEN. YecTtoTraTta Ha HLA-B*5801 anena sapupa B UIMPOKH
rPasyLM MEXKAY OTAENHUTE eTHHUecKH nonynaunu: ae 20% B nonynaumaTa OT KMTaHCKH rpounsxon, 8-
5% B Taitnadackara nonyJsanus, okoso 2% B kopeitckaTta nonynauus U 1-2% cpell Xxopara C ANCHCKH
WK eBPONENCKH NMPOU3XOA.

Tpsabea na ce obmucnu ckpuHUHr 32 HLA-B*5801 npean 3anoyBaHe Ha jieueHHe ¢ altoMypPUHOS NpH
TALHEHTCKH NOArpyINH, 3a KOUTO € U3BECTEH BUCOK [POLEHT Ha TO3M anen. HaluuKeTo Ha XPOHHYHO
6Bb6peuHo 3abongBaHe MOXKe [a MOBULLM AOMBAHUTENHO PHCKA NpH Te3n NauueHTH. B cayual ve Hama
reHoTunupaHe 3a HLA-B*5801 npu nauueHTH OT KMUTAACKaTa ETHHYECKA IpyIna XaH WM OT TakJ1laHACKH
WK KOPEMCKH MPOU3X0J, NPEAH 3aroyBaHe Ha JIEYEHUETO € He0OX0AMMO NON3UTE Aa ObAaT BHUMATETHO
NpeLeHEHH 1 Jla ce CUMTA, Ye Te HAJABHIUABAT Bb3MOKHUA PUCK. M311013BaHETO HA reHOTUINIKPaHE Npu
B3EMaHe Ha PELLICHHE 32 JIeHeHHE HE € YCTaHOBEHO NpY ApYrH MalUHEeHTCKH NOMyIaumnHy.

AKO € N3BECTHO, ye naumeHTsT € Hocuten Ha HLA-B*5801 (ocobeHo npu nauneHTH OT KKMTafckaTa
eTHUYECKA IPyMNa XaH, OT TAWIaHACKKW WM KOPERCKH NPOMU3XON), HE TpADBA Aa Ce 3arno4Ba JieyeHHe ¢
AJTOMYpPHUHO, OCBEH IPH JIUIICATA HA APYFH Bb3MOKHOCTH 32 JICHEHHE U 8KO C€ MPEUEHH, Ue NOJI3UTE
HaaBHLILaBaT pucka. HeoOxoanmo e pombaduTenHo HabnoaeHHe 3a NPU3HaLUKM Ha CHHIAPOM Ha
cBpbXUyBcTBUTENHOCT UaK SJIS/TEN, a nauneHTsT Tpabea na 6nae MHopMYpaH 3a HEOOX0AUMOCTTA OT
He3abaBHO cnyMpaHe Ha IEUEHUETO NPHU NMOSBA HA [TbPBHTE CHMITTOMMH.

Bonpeku Tosa SJIS/TEN moxe na Bb3HMKHE NP HAUMEHTH, KOMTO He ca HocuTear Ha HLLA-B*5801, Oes
3HAYEHMUE HA TEXHHUA ETHHYECKH NMPOU3XOL.

XpoHHUYHO 6BOpevHO yBpeXxaaHe

BL3MOXHO € nauyeHTHTe ¢ XpoHKUHO 0BOpeuHo yBpexxaaHe U eAHOBPEMEHEH [IPUEM Ha JHUYPETHLIM,
ocoDeHo THa3MAK, 112 Ca H3NO0XKEHH Ha NO-BUCOK PHCK 34 PA3BMTHE HA peaKLMK Ha CBPbXUYBCTBHTEIHOCT,
B T.4. SIS/TEN BBB Bpb3ka ¢ ynorpebara Ha anonypuHoa. HeobxoaMMO € NOBULIEHO BHHMAHHE 34
YyCTAHOBSABAHE HA MPHU3IHALIM HA CHHAPOM HAa CBPBLXUYBCTBHUTEIHOCT WK SJS/TEN, kaTo nauMeHTsT
TpabBa na 6bae MHGOPMUPaH 332 HEOOXOAMMOCTTA JIEHEHHETO Aa ObAe cnpaHO He3a0aBHO M OKOHYATENHO

[IpU IbPBATA U38Ba HA CUMIITOMM (BK. T.4.8).

YepHoapobro nau 66pedH0 yBpexaaHe

[Ipu nauueHTH ¢ uepHOAPOOHO unu HLOpeuHo yapexaade TpadBa aa ce NpHAAraT Nno-HUCKKH A03H (B,
T. 4.2). [lpn nauneHTH, NPOBEKAALLNA NEYEHUE 32 XUNEPTOHHUA WK CbpACYHA HEAOCTATHYHOCT, HANP. ¢
auypernuy uau ACE uHxnbutopH, MoxKe 1a Bb3HMKHE U3BECTHO CHIBTCTBALO BNOLLIABAHE Ha
OnOpeyHaTa QyHKUMA, MOPARH KOETO anonypyuHon TpaOBa aa ce nmpunara NpearnasauBo Mpu Tasy rpyna.

be3cuMnTOMHA XKIIePYPUKEMHA

bescuMNTOMHATa XMNEPYPUKEMMS KAaTO LAJIO HE CE CUMTA KAaTO nokasaHue 3a ynorpebara Ha Munypur.
ToBa cbhcTOAHME MOXE Aa Oblle KOPUIHPAHO YpPE3 MPOMAHA B NPHEMA HAa TEYHOCTH W IMETATA, 3a€AHO C
KOHTPON Ha TIoANexatarta mpuy1Ha.

OcThp NpUCTBA Ha nojarpa
Jleuenue ¢ anonyprHon He TpaOBa /1a ce€ 3aNouBa A0 MbIHOTO U3YE3BAHE HA CUMITTOMUTE Ha NOAArPOIHUS
[NPHUCTDLI, Thii KATO TOBA MOXE Aa MPOBOKUpA roABaTa Ha HOB IPUCTHII,

B HauanHuTe eTanu OT NieYeHUETO ¢ MUTYPUT, KaKTO K IIPH OCTAHATIUTE YPHKO3YPHUHH g
[ia Ce NMPOBOKKpPA MOABATA HA MPUCTBIT OT NOAArpo3eH apTpHT. 3aTOBa Ce NPernopbHBy/A1Re




NPUNOKEHHE HA NMOAXOAALLM NMPOTHBOBL3NANMTENHM NEKAPCTBA MM KOMXMUMH B MPOAB/IKEHUE HAM-
MATKO Ha elMH Mecel. 3a noapoOHOCTH OTHOCHO A03WPOBKaTa, NPEAYNPEKAESHUATA W NpPEeana3sHUTE

MCPKH, Tpﬂﬁﬂﬂ Aa C¢ HalpaBH CIIpaBKd C TMTEpATYPATA.

[Ipn nosBa Ha MPUCTBNT MPHU MALKEHTH, APOBEXKMUALUM NEHEHUE C ATONYPUHON, TepanusTa Tpadsa na
OpOAL/KM B ChLIATA  JO3MPOBKA, a  NPUACTBIIBT Ja C€  JIEKyBa ¢ MNOAXOIALUM
NPOTUBOBBLINAIKTETHUIEKAPCTBA.

A3aTHONPUH HINU 6-MepKaNTONYpPHH
AnonypyuHon He TpsOBa na ce NpeAnUCBa Ha NALUEHTH, NPUEMALLH JIEYEHHE C a3aTHOTIPHH Hin 6-

MEPKaNTOMypPHH, OCBEH aK0 A03aTa Ha Te3W JekapcTa Obae Hamaneda A0 25% oT MbpBOHAYAIHO
npeanycaHaTa ao3a (Bx.T. 4.5).

EnHospeMenHaTta ynorpe0a Ha anoflypHHON ¢ 6-MEpKATONypHH WK a3aTHONpHH Tpadsa aa ce u3dsrea,
Tbi KaTO MMa CboOWeHus 3a daTtanuu cnyvau (BxK. Touka 4.5).

Ornarade Ha KCAHTUH

[Ipu cbeTOAHMA, NpU KOMTO 00pa3yBaHETO Ha ypaTH € CUNHO NOBULIEHO (HaMp. 3/10Ka4Y€CTBEHH
3200/1BaHUA Y TAXHOTO JleueHune, cuHApoM Ha Lesch-Nyhan), abcontorHara KOHLUEHTpaLMs HAa KCAHTUH B
ypuvHata O4 MorJjia B peKy C/lyuau Ja ¢€ NOBUIIY 10 TaKaBa CTENEH, Y€ Aa NOBeAE A0 OTJIaraHeTo MYy B
NMUKOYHUTE MbTHLIA. TO3U PUCK MOXKE Aa Obje HaMalieH Ype3 aJeKBaTHA XMApaTaLus, 3a 1a Ce NOCTHIHE

ONTUMAJTHO Pa3peXXAaHe Ha YpUHaTA.

Bausuue BbpXy ypaTHuTe OB0peuHn KaMBHHU
AjexpaTHaTa Tepanus ¢ MuiypuT we aoBeje A0 pa3TBRapsHe Ha rojieMM YpaTHW KaMbHU B 6bOpeunute

JlereH4yera, ¢ MHOIro Majika BEpOATHOCT 34 3aCAJaHE B YPETEPHUTE.

[Tpu neyeHune Ha nogarpo3xa HedponaTHA M ypaTHa Kalkyno3a, 24-yacopata Auypesa Tpabsa aa Obae He
no-Manko ot 2 nutpa, a pH Ha ypunara ga ce nogabpyka B rpaHuuuMTe 6,4 — 6,8.

XeMoxpoMarTosa
[TbpauvHOTO ASACTBME HA AIONYPUHOT NIPY NEYEHUETO Ha Nojarpa € NoTMcKaHe Ha EH3MMa KCaHTHH

okcHAaa3a. Br3MOXHO € KCAHTHH OKCHMAA3aTa Ad MMa y4acTHE B HAMAIABAHETO U €NUMUHHUPAHETO HA
KENA30, HATPYNAHO B YepHUs aApod. B HAKOW npoyusaHUA NPH rPH3adyi € YCTAHOBEHO MOBULLEHO
HaTpyrBaHe Ha KEIA30 NPHU )KMBOTHH, NEKYBAHH C altONYpPHUHON, N1OKATO B APYI'HM TAKOBA HE € YCTAHOBEHO.
[TpoyusaHe npu 28 3apaBu 10OPOBOJILIM HE € YCTAHOBMUIIO NPOMAHA B HUBOTO HA HATPYIIBAHE HA YKER30 B
yepHUs Apo0 1py feueHmne ¢ anonypuHon. Hama npoyyBaHus npu xopa, KOMTo n3cneasar 6ezonacHocTTa
HA NPWJIOXKEHHUETO HA ATOTTYPHUHOI MPY MALKEHTH ¢ XeMaToxpomaTosa. [ IpunoxKeHHeTo Ha aslonypruHON
MPY NAUMEHTH WIH TeXHK ONH3KK pOACTBEeHMLM TpsabBa Ja ce U3BBPLIRA C MTOBULIEHO BHUMAaHHKE,

HapylLiesus Ha WUTOBHUAHATA Xe3a
B abarocpovHo, OTBOPEHO, pa3liMpeHO NpoyyBaHe ca HalJiolaBaHy NMOBULLEHW HHWBa Ha TSH

(>5,5 microlU/ml) npu nauneHTH Ha ABLATOCPOUHO NeyeHue ¢ anonypuHon (5,8%). Heobxonumo e
MOBHLLIEHO BHUMaHHE [PH NpuUiaraHe Ha aNonypHHO NMPYU RALMEHTH ¢ TPpOMEHEHa PYHKUUA Ha
LLIKTOBUAHATA HKITE3a.

Harpuit
Tosa nekapcTBo ¢babpka no-manko or 1 mmol Hatpuit (23 mg) Ha TabneTka, T.€. MO ChUIECTBQHE
CbhABPKA HATPHH.

4.5 B3aumojeiicTBHe ¢ APYI'H JEeKAPCTBEHH NPOAYKTH U APYTM QOPMH HA B3¢



6-MepKAnmMonypur U a3amuonpuH
A3aTHOMpPHH ce MeTabonuaupa g0 6-MepKanTonypuH, KOUTO Ce MHAKTHBHpPA OT AE€HCTBHETO HAa KCAHTHH

okcugalzata. [IpM €AHOBPEMEHHO MPHIIOKEHHE HA 6-MEpKanTonypuH MM a3aTHONPHH ¢ Munypur,
HHXMOHUTOP Ha KCAHTHH OKCHMIa3aTa, MHXMOMPAHETO OT KCAHTHH OKCHAAa3aTa MOXKE J1a YABKHA TAXHOTO
aeiicteue. CepyMHUTE KOHLEHTpaUMd Ha 6-MepKanTollypMH WM a3aTHONPHH MOraT Aa AOCTWrHAT
TOKCUYHY HHMBA C MNOCHeABalla XWUBOTO3AcTpallasallla NaHUWTONEHHS W MHENIOCYNPECHs, KOrato Te3H
NeKapcTBeHM MNPOAYKTH Ce fpunarat elHOBpeMeHHO ¢ anonypuHo. Ilopagu TOBa eaHOBpemeHHara
ynorpeba Ha anomnypuHon ¢ 6-MepKanTONypyH MAM a3aTUONPHH TpsaOBa aa ce n3bsarea. AKo ¢e yCTaHOBH,
ye €JHOBPEMEHHOTO TNPUIOKEHHE C O-MEepKanTOMypWMH WK a3aTHONPHH € KIMHUYHO HeoDXoaumo,
103upoBKaTa TpabBa Ja ce Hamanu A0 eaHa ueTBbpT (25%) ot obuuaiiHaTa 1034 6-MepKANTOMYPUH HIH
a3aTHOTPHUH U TPAOBa 1a Ce OCUTypH YECTO MPOCNeAsBaHE HA KPbBHUTE MOKa3aTe/n (BX. T. 4.4.).

[TaumnenTHTe TpabOBa Aa ObaaT cbBeTBaKM Aa CbOOLIABAT 3a BCUHKHM NPHU3HALIY WK CUMIITOMH Ha
NOTUCKAHE Ha KOCTHUA MO3BbK (HEOOSCHUMO KPbBOHACAZAHE WIIM KbPBEHE, BB3NIANIEHO I'bpJ10, TPECKA).

Buoapabun (aderun apaburo3ug)

JlaHHUTE NOKa3BaT, Ye 1Ia3MEeHHAT MOJY>XHMBOT Ha BUaapaburH ce NOBKLLABA B NPUCHCTBUETO HA
anonypuHos. Korato AgeTe jiekapcTsa ¢€ M3NoN3BaT €HOBPEMEHHO, € HeOOXO0AMMO AOMBIHUTENIHO
HabnroaeHKe, 3a Ja Ce pa3no3HaiT NOBHIIEHHTE TOKCHUHH €(EKTH.

Canuyuramu u 1eKapcmea ¢ Ypuxo3ypuiHo oeucmeue

OKCHMYPHHOJI, OCHOBHUAT MeTa0O0IMT Ha anonypuHoJI, ChULO [IPUTEXKaBa TEPAneBTHUHA aKTUBHOCT U ce
eKCKpeTHpa npe3 6b0pelnTe Mo CX0AEH € ypaTUTE MEXAHW3BbM. 3aTOBA AKTHBHUTE BELLECTBRA C
YPUKO3YpHUYHA aKTUBHOCT, K&aT0 npobeHeuns Uid BUCOKUTE J03M CANTMLIMNIATH, MOTaT 1a YCKOPAT
eKCKpeLHATa Ha OKCUITYPHHOJ. ToBa MOXE [1a HaMaju TEPAreBTUYHATA AKTUBHOCT HAa MUIYPHUT, HO
3HaYUMMOCTTA Ha TO3M (aKT ClieBa j1a ce OLUeHABA NPU BCEKH OTAENAEH CNyyvaH.

Xaopnponamuo
Ako MunypuT ce npunara no €1Ho ¥ ChuUIO BPEME ¢ XJIOPNPONaMK, MpH NauveHTH ¢ yepeaesa 6bn0peuna
GYHKUMA € Bb3MOXKHO NOBUILABAHE HA PUCKA OT YIbJDKEHA XHITOMTUKEMHU3HWpatlla akTUBHOCT, ThH KaTo €

Bb3MOKHA KOHKYPEHLIUA MEXIY aJIONYPHHON M XJIOprponaMua 3a eKckpeuus B 6udpeunute Tydyny.

Kymapunogu anmuxoazyranmu
[Tonyueny ca peaxku crobiieHus 3a ycuseH edekT Ha BaphapHH U APYTH KYMapHHOBHW AHTUKOAry1aHTH,
KOraTo ca OMNY Npyarady 3a€QHO ¢ anonyprHON; nopaay ToOBa BCHUYKH NaLUEHTH, KOKUTO NMOJy4aBar

aHTHKOaryaaHTu Tpabea na 6baar BHUMATENHO HAOMOAaBaHH.

DeHumoun
AJIoNypHHON MOXE Ja MHXMOMpa yepHoapobHaTa OKkCcyaalKA HA (PEHUTOUH, HO KIIMHUYHOTO 3HAYEHHUE Ha

TO34 (PaKT HE € YCTAHOBEHO.

Teoghurun
Mma cbobuieHns 3a HXxHOMpaHe Ha MeTaboiu3ma Ha TeoPuiIvH. MexanuM3MbT Ha B3aMMOAEHCTBHE MOXKE

na bbnae obscHEH ¢ AHTAXHUPAHETO Ha KCAHTHUH OKCHla3daTa B NPpOLECA HA 6HOTPHHC¢OPMHHHH Ha
TBDCIJHJ'IHH MNPH XOpara. Hugarta Ha TEOEIJHJ'IHH TpﬂﬁBﬂ Aa CC HaﬁﬂlﬂﬂﬂBﬂT [NpH NMNalHE€HTH B HAHAIOTO HA
TEpanHiaATa C anonypyHHOI WJH (1DH NMNOBHLLIABAHE Ha NO3KUTC.

Amnuyunun/Amoxcuyuiun
[Tpn nauneHTH, NPOBEXKAALLM JIEUYEHHE C AMITULIMIIMH I aMOKCHLIMIKH, KOUMTO NPUEMPPY
e choOLUABaHO 3a NOBHLIEHA HeCTOTA Ha KOXKHHUTE OOPUBHM B CpaBHEHHUE ¢ NMALIMEHTHUTE




npueMainu nBete nekapcrea. [IpnunuHaTa 3a chobiilaBaHaTa B3aMMOBPB3Ka HE € yCTaHOBeHa. Bee nak ce
[pernopbysa MNaUMEHTHTE, NPOBEXKIALIH JIEUEHHUE C ATOMYPHHOI Aa H3MON3BAT aNTEPHATUBY Ha
aMMULWUIHH WK @MOKCULUWAKH, KOraTO TOBA € Bb3MOXHO.

Lumocmamuyu (vanp. yuxaogochamuo, coxcopybuyun, bareomuyun, npoxapbaIun, Mexaopemamui)
[Tpy pHII0KEHUETO Ha ANONYPUHON M LUTOCTATHULM (Hanp. uuknodochamui, 10KCOpyOHULINH,
OrneoMyuKH, Npokapba3nH, aNKKUN XanoreHWAY) KPbBHU AUCKPAa3Wy BE3HUKBAT M0O-4YECTO OTKOJIKOTO
KOraTo TE€3M aKTHMBHH BELIECTBA Ce npunarat caMoctostento.[lopaau Tosa Tpsbsa penaoBHO na ce
NpocneasBa KPbBHATa KapTHHA.

[Ipy nauHeHTH ¢ HeOIIAaCTUHHKM 3a00NABaHus (pa3IMYHH OT JEBKEMHS) € CLODILABAHO 3a [TOBHLLIEHA
cTeneH Ha KOCTHO-MO3b4YHa CYNpPeCcHus OT CTpaHa Ha uMKIogochaMua Win Apyru LUTOTOKCHIHM
JIeKapcTBa NMPU HAJIMUKUE Ha AJTONYPUHOI. BbNpekH TOBA, B eHO A00pe KOHTPONIMpaHo NIPoYyUBaHE I1pH
NaLUMEHTH, NEKYBAHU ¢ UMKIohochamua, NoKCopyOuLMH, baeoMuumd, npokapbasuH W/unu
MEXJIOPETAMUH (XJIOPMETHH XUAPOXJIOPHA) HE € Habmo1aBaHO MOBYLIABAHE HA TOKCHYHHTE PEaKLMH KbM
TE3H LUTOTOKCHYHHM JIEKAPCTBA OT CTPAHA Ha aJIONyPHHOII.

Anymunues xuopoxcuo
AKO ce MpUeMa CLNBTCTBALLO aTyMHHHEB XUAPOKCHA, alonmypriHOA MOxe Aa uMa no-cnad edext. Tpabaa
112 UMa HHTEpBaJ1 OT IOHe 3 4aca Mexay NpyMeMa Ha JIBaTa JeKapCTBEHU NPOAYKTH.

Luxnocnopun

C1o01ueHHNsSTa NOKA3BaT, Ye N1a3MeHaTa KOHLUEHTpALMR Ha LKKIIOCIIOPHH MOXe Aa Obae NoBHULLIEHA 110
BpPEME Ha ChITBTCTBALLA TEPANUs C anonyprHon. Be3MoHOCTTa 32 yCUIBAHEe HA TOKCHUYHOCTTA OT CTpaHa
Ha LMKJIOCMOPHH TpaOBa 4a ce MMa MpeaBUA MPH EAHOBPEMEHHOTO NPUNOXKEHKE HA ABETE NieKapcTaa.

Huoanozun

[1pu 3apaeu gobposonuu u naureHTH ¢ XMB, konTo ca OUnun Ha neveHue ¢ AKNAHO3MH, TUTa3MEHUTE
cTOIHOCTH HA Cmax 1 AUC Ha aupaHo3uH ca Bunu npubaM3UTENHO ARA MbTH NMO-BUCOKU NpH
ChITLTCTBALLO neveHue ¢ anonypuron (300 mg nHesHO), Oe3 ToBa Aa € NPOMEHHUIO TEPMHHANHNSA
Noy>XUMBOT. EAHOBPEMEHHO MPUNOXKEHHE HA TE3U 2 TeKapCTBa KATO LAJI0 HE ce npenopsusa. AKO
CBMBTCTBALLA TEpanua € Hanexalua, NpenopbyBa ce HaMaIsBAHE Ha 103aTa Ha AUWAAHO3MH, KaTo
nanyeHTHTe Tpsadea na 0baaT BRUMATENHO HalaKaaBaHM.

ACE unxubumopu
EAHOBpEMEHHOTO NPUI0KEHHE C ATOMYPHHON € CBbP3aHO C MIOBULLEH PUCK OT Pa3BUTHUE Ha JIEBKONEHHA,

ocobeHo npu nauueHTH ¢ yBpeaeHa 6w0peuHa GpyHKUMS, MOpPanaM KOETO €€ [PEnopbLYBa OBULLIEHO
BHUMAHHE.

[ToBHLIEH PHCK OT CBPBXHYBCTBUTENHOCT € ¢hOOLIABAH NpK €JHOBPEMEHHO NpUIaraHe Ha anornypUHo ¢
ACE nnxuburopu, ocobeno npu 60peuHo yBpexxnaHe.

[Tpu eqHOBpPEMEHHO MPHIOKEHUE HA ATONYPHHOI H KANTOMPHUI, PUCKBT OT KOXKHU PeaKLHyd MOXKE 1a e
NoBMLLIEH, 0COOEHO TIpK HaNMUKHETO Ha XpoHuuHa HbOpeuHa HeA0CTaTHLUYHOCT.

Luypemuyu
CnobuiaBaHo e, ye B3aUMOAEHCTBUETO MEXKAY anonypyuHON U Pypo3eMuUl BOAH A0 NOBULLEHU
KOHUEHTpalMy Ha CEPYMHHU YPaTH M TU1a3MEHH KOHUEHTPALUU Ha OKCHITY PHUHOJI.

Mma cHoOlieHHs 32 NOBUILEH PUCK OT CBPBXUYBCTBUTENHOCT, KOraTo alonypHHON ce Mpge
AWYPETHULH, MO-TOYHO ¢ THa3naKn, 0cOBEeHO npu OLOPEUHO YBpExKAaHE.



4.6 PeprunnTeT, OpeMeHHOCT B KbpPMEHE

bpemennocn
TanHuTe 3a 6e30nacHOCT Ha MUnypuT npru 6peMeHHM XKEHH ca HEAOCTATbUHH, MAKAp Y€ TO3W MPOAYKT

LWIHPOKO OT MHOIO rOIMHH, 0€3 BUAMMHU BpeaHH nociaeanus (Bx. 1. 5.3).
Astonyputos Tpa6Ba Ja ce U3nos3ea no BpeMe Ha OpeMeHHOCT, CaMo aKo HAMa no-6e3onacHa
anTepHaTUBA M KOorato 3abonaBaHeTo MpeACTaBIsBa PHCK 3a MAaHKaTa UM HEPOACHOTO JIETE.

KbpMmeHe
ANOMYPUHON M HETOBUAT METADOIUT OKCHITYPHHON C€ EKCKPETUPAT B KbpMaTad., AJIOTTYPHHON He ¢

MpenophyBa Npe3 Nepuoaa Ha KbpMeHe.

B xbpMaTa Ha »eHH, npuemauln anonypuron 300 mg nHeBHO, € YCTAaHOBEHO HAIHYHE Ha aJIONyPHHON B
KOHUEHTpaLums 1,4 mg/nutsp M okcunypuHon - 53,7 mg/nutep. He ca HabnogaBaHn ePEKTH BbPXY
KbpMayeTo.

4.7 EdexTn Bbpxy cnocobHocTTa 32 mopupane # padoTa ¢ MAWIKHH

Tbii KaTO NMPH NAUMEHTH, NIPUEManH aJIONYPHHOI, ca CbOOILaBaHH HEXENAHH PEAKLIMU, KaTO CbHIMBOCT,
CBETOBBLPTEXK M aTaKCUd, NalMeHTUTE Tpadea aa ObaaT ocobeHo BHUMATEHM NPEAM WOQHpaHe, paboTa ¢
MaLXHU MK W3BBPLLIBAHE HA OMACHU AEKHOCTH, J0KATO HE ca yYOeaeHH, Ye anonyPUHON HE MOBIUABA
HeOMaronpUaTHO TEXHHTE YMEHHA.,

4.8 Hexenanu nekapcTBeHH peaKkuuu

3a TOBA JIEKApPCTBO HAMA ChBPEMEHHA KIIMHH4YHA JOKYMEHTAalUMA, KOSTO Aa C€ M3MON3Ba B NOAKPENaA Ha
onpeaesisiHe HECTOTATA HA HEXENAHUTE JIeKAPCTREHW peakuy. Hexenanure peakiMu MOraTt Aa Bapupar B
YeCcTOoTaTa CH B 3aBMCHMOCT OT NpHETaTa 1034, KAKTO M HAJIMYHUETO Ha ApYrH jIeKapCcTRa.

YecToTaTa Ha HEeXeNaHUTE peakLy ONUCaHK NO-A0NY € B MPUOJIMIUTENHN CTOMHOCTH: 3a TIOBEYETO
peakLUy HE ca HAMWMHM NOAXOALLA AaHHH 33 OLieHKa Ha yecToTaTa. HexxenaHvre neKapCcTBEHM peakLMH
HAEHTH(hULIMPAHH OT NOCTMAPKETUHIOBO HabTK0AEHNe ca CUMTAaHN 33 peAKK AW MHOMO PeKH.

3a knacupUUMpaHe Ha HECTOTATA € H3NOJI3BAHA CNeAHATA KOHBEHUKA:

MHoro uectu (>1/10);

Yectu (21/100 no <1/10);

Heuectu (=1/1 000 go <1/100);

Penku (Z1/10 000 xo </1 000),

Mtoro peaku (</10 000);

C HeusBecTHA 4ecTOTa (ECTOTATa He MOXKE Ja ObJe OLUEHEHA OT HANWYHHUTE JAaHHH ).

HexxenaHuTe peakuuy, CBbP3aHK C aNonypUHON ca peaAkH B o0Luarta nonynaumus 1 B MoBeYeTo Ciiydau ca
nexyd. YecToTaTa UM € M0-BUCOKA NPHY Hannuue Ha ObOpeYHH H/UNU YepHOAPOOHH YBPEKIAHUA.

Tabanua 1 Hexenann peakuun

Cucremo-opranes RJac YecToTa He:xejlany peakuuu
Hudekumu u nHdecTaumu MHoro peaky dypyHKONIO32
HapylueHus Ha KpbBTa ¥ MHoro peaku arpaHy/JoOLMTO3a’,
arMMdHaTa cHcTEMA arnaacTHYHa aHEMUS,

TPOMOOLIKTOINEH S




NEBKOLUTO3A,
eo3uHOod U 1 HUCTa
CPUTPOLIMTHA anna3us

Hapyluenys Ha uMyHHaTa
cucTeMa

HeuyecTH

CBPBXUYBCTBUTETHOCT

Muoro peaku

aHrMOUMYHOONacTeH T-KneTbhueH
numdom’, anapnnakriuna
peaKuna

HapyuweHnus Ha Mmetabonnama u
XpaHEHETO

MHoOro pelaxu

3axapeH nuader,
XHNEPNUMTUIEMHSA

ITCMXHUYHH HapYIEHHUS

MHoOro peakw

ACTIPECKHA

HapyuieHns Ha HepBHaTa
cucTema

MHoro peaku

KOMa,

rnapanuaa,

ATAKCHS,

neprdepHa HEBPOMATHS,
napecresus,

CBHJIMBOCT,

rnaso0oJHe,

AMCrey3us

C "HeusBecTHA YecTOTA

dCEITHYEH MEHHKHI'UT

HapyuieHus Ha OUHTe

MHoro peaku

KaTapakTa,
3DUTETHHA HapyWIEHHH,
MaKynomnaTus

HapyiiueHus Ha yXOTO H
nabupuHTa

MHoro peaku

BEPTHIO

CbpaeuHy HapylueHuA

MHOro peaku

CTE€HOKapaus,
Opazukapams

CHA0BM HAPYLUCHHS

MHoro peaku

XHUOEPTOHMS

CTOM&UJHO-‘-I[JEBHH HApPYLICHUA

HevyecTHn

HOBpPbLIAHE",
rageHe”,
nnapvs

MHoOro peaxku

XemaTemesa,

creartopes,

CTOMATHUT,

[IPOMEHH B H3XOXKAAHETO

C HeusBecTHA 4YeCcTOTAa

KopeMHa bonka

XernatoOUIHapHHY HApYLUeHUA

HeuecTH

HeoOWuaiHu YepHOAPOOHHU

QYHKUMOHANKHW H3C/eNBAHMS’

Peak XenaTuT (BKITIOMHUTEJIHO
yepHoapoOHa Hekpo3a U
rpaHyJIOMaTo3€eH XenaTur)’
Hapyllerua Ha koxaTta u YecTH oOpHB
NOAKOMXHATa ThKAH Peaku cHHIApoM Ha CTHBBHC-

JDKOHCBH/TOKCUUHA
enUaepMaliHa HeKponH3a®

MHOro peaxu

aH[MOHEBPOTHYEH OTOK',
jiekapcTBeH o0puB,
anoneLuns,
npoMsiia B uBeZH N

C HeusBeCcTHA YecToTAa

nuxeHouHa JfEHObA TR




peakLus

HapyiueHus Ha MyCKYJ/THO- MHoro peaku MyckynHa 6onka

CKeJIeTHAaTa CUCTEMA U

CbEJMHUTENHATA ThKaH

Hapyutenusa Ha 6n0peuuTe v Penku ypoJuTHA3A

MUKOYHKTE MBTHILA MHoro peaxu XeMaTypus,
a30TEMMUS

Hapyutenus Ha MHoro peaku CTEPHIIUTET NPH MbXKE,

Bb3MPOU3BOAUTENHATA CUCTEMA CPEKTHIHA AMCPYHKLMA,

U I'bp/aTa FMHEKOMACTHSA

O6wun HapyweHus U edhekTd Ha | MHoro peaku OTOK,

MACTOTO HA NPKIOKEHHE OBLO HEPA3NONOKEHNE,
ACTEHN1,
nupekcus®

HUacnensaHus Yectn NOBYLILIEHHU HHBA Ha
THPEOCTUMYIIMpALIUA XOPMOH B
KpPBbBTA

'Tlony4eHun ca MHOTO peaxH ChobLeH s 332 TPOMOOLUTONEHUS, arpaHyNoLUMTO3a U aMIaCTHYHA aHEMKSA,
ocofeHO npH naluMeHTH ¢ yBpedeHa 60u0peuna u/unu yepHoapobHa GyHKLKUA, KOETO NOBUUIABA
HeOBX0AUMOCTTA OT CTICLIMATHY I'PHIKM 32 NALIMEHTUTE OT Ta3u rpyna (Bx. Toukn 4.2 u 4.4),

*TexxkuTe peakurmn Ha CBPbXHYBCTBUTENHOCT, BKIOUUTENHO KOKHU peaKLMK, NPOTHYALLM C
ekcdonualusg, NOBMILEHA TEMITEpATYpd, NUMPanICHONATHA, APTPANTHA W/HNK €03UHODHUIINA, BKIIOYBALLH
cunapoma Ha CtupbHc-/DrkoHebH (SJS) 1 Tokenuna envaepmManta Hekponusa (TEN) ce vadnonasar
paako (Bx. ,,HapylueHus Ha KoxaTa v MOAKOKHATA TbhkaH ). CLNbTCTRALL BACKYJHUT U THKAHEH OTIOBOP
MOXKE Aa Ce MPOABH NO Pa3NUUHK HAYMHHU, BKIIOHUTEIIHO XENaTUT, yBpeaeHa Ob0peuHa QyHKUUA, OCThD
XOJIAHTHT, KCAHTUHOBH KaMbHUY M, B MHOTO pelKH CilyyaM - rbpuose. MHOro paaxko € ¢xobuapaHo 3a
OCTHp aHadUNAKTHYEH HIOK. AKO Bb3HMKHAT TAKMBA PEAKLIMM, KOETO MOXKE /12 CTaHE BCAKOC BPEME B X0/Ja
HA NEYEHUETO, AJIONYPHHON TpAOBa Aa Obae cnpsiH He3abasgHo u OKOHYAMENHO.

Peakuuy Ha CBPBXHYBCTBUTENHOCT OT 3a0aBeH THUM ¢ MOJMOPraHHO 3acarane (M3BECTHO KaTO CHHAPOM Ha
cBpbXuyBcTBUTENHOCT N DRESS) ¢ Tpecka, o6puB, BacKkynuT, iMMdaneHonaT1s, rncesao JHM(Gom,
apTpaIriug, TEBKONEHHA, CO3MHOPUNHA, XeNaTOCIUIEHOMETATUSA, OTKJIOHEHHA OT HOPMANTHUTE CTOHHOCTH
B uepHOAPOOHUTE (GYHKUMOHAIIHK TECTOBE M CHHAPOM HA M34e3BAlLM ¥JTBYHY TbTHLUA {pa3pyluaBaHe u
“3ye3BaHE HAa MHTPaXenaTajHWUTeE XKIbYHU KaHalK), KOUTO Ce NpoABABaT B pa3nuyHK komMOuHauuu. Morat
na ObAAaT 3acerHaTH W Apyry opraHu (Harnpumep vyepen gpo0, denun apobdose, 6b0peun, naHkpeac,
MUOKapaa U AebeoTo uepB0). AKO Bb3HMKHE HAKOSR OT TE€3M PEAKLMHM MO BpEME Ha JieueHHETO, TpadBa
He3a0aBHO M OKOHHYATENIHO [1a C¢ NpEeKpaTH NpUeMbT Ha Munypur.

[TpunoxenuneTo My noeeue He TpsabBa na ce Bb30OHOBIABA NMPU NAUMEHTH C PEaKUHA Ha
CBpBXUyBCTBUTENMHOCT U SJS/TEN.

[IpUIoKEHHETO Ha KOPTUKOCTEPOUAN MOKE 1a € OT NON3Aa 3a OBJaASBAHE HA KOXKHUTE peakLH1Hu Ha
CBPBLXUYBCTBHTETHOCT.

[Ipy Bb3HHKBaHE HA FreHEPANTM3UPAHK PEAKLIMM HA CBPBLXUYBCTBUTENIHOCT, 0OMKHOBEHO MMa HalH4Me Ha
6LOpeuno U/unH HepHOAPOOHO YBpEXKaaHe, KOraTo M3X04bT € daraneH (Bx. T. 4.4).
*AnruoageHobnacreH T-k1eTbueH JIMMGPOM € OMTMCBaH MHOTO PAAKO cnel OHONCHSA NPU reHepaiu3upaHa
numdaneHonatua. Marnexna, e 14 € obpatuma ciiell cnyMpane NpWioKEHHETo Ha alloITy pHHOJL.

‘B paHHM KIMHMYHM U3NUTBAHUA € ¢hoOLaBaHo 3a rajgeHe U nospbiane. Cropen LONLAHUTENHA
nHOpMALIMS, Ta3H PeaKlKs HE MPECTaBNABA 3HAUMTENEH NPodieM U MOXKeE Aa ce M30ErHe ¢ [pUeEM Ha
anonypyHON cliel XpaHeHe.

*YepHoapo6Ha HEAOCTATEYHOCT € chodLaBaHa 6e3 U3BEKH A0Ka3aTeNCTBa 3a NO-reHp
CBPbX4YYBCTBUTENHOCT.
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*KoxHHTE peakLivK ca Hait-uecTn 1 61Mxa MOrNY Aa CE€ NpPOosSBAT 10 BCAKO BPEME HA NIEUeHHUETO. Te morar
na 6bAaT NPUAPYKEHU CbC Cbpbek, MaKyIoNanynapHH, NOHAKOra ¢ JKOWEHe HIH C Nyprnypa, H paiako
KaTo eKCOMUINAaTUBHHU NPOMEHH, HaMp. CHHAPOM Ha CTHBBHC-/DKOHCBH M TOKCHYHA ENUWAEPMATHA
Hekponnia (SIS/TEN). Hai-BucokusT puck 3a Bb3HrKkBaHe Ha SIS u TEN wau apyru cepnosHu peakuuu
HA CBPBLXUYBCTBUTEHOCT € fpe3 MbPBUTE CEAMUUM Ha neueHuero. Hak-nobpyre pesynrary npu
OB/laJIABaHe Ha TAKKMBA peakLMH Ce MOCTUraT NpHU PaHHO JUAarHOCTHULUMPAHE W He3abaBHO CIMpaHe Ha
BCAKO NMOAO3UpaHo JekapcTBo. Jleuenuero ¢ Munyput Tpsabsa aa Onae cripsHo He3abaBHO MpH
Bb3HHKBaHE Ha TakvBa peakuuy. Criel Bb3CTAHOBABAHETO OT JIEKH peakUUH, aKo Ce XeJsae, ajonypHHOI
Moe fa Obae Bp300HOBEH B HACKA Ao3a {Hanp. 50 mg AHEBHO), KOATO NOCTENEHHO Aa Ce NOBHLUIK.
YcranoseHo e, ue anensT HLA-B*5801 ce cBbp3Ba ¢ pUCK OT PasBUTHE HA CBBP3aH C aJIONYPHUHON
CUHAPOM Ha cBpbXuyBcTBUTEAHOCT M SJS/TEN. B cnyuai Ha peunanBupalia KoxHa peakuus,
NPUIOKEHUETO Ha aomypuHOI TpaOBa fa 6b1e cnpsHO He3a0aBHO M OKOHYATENHO, NOPaAH Bb3MOXKHOTO
Bb3HMKBAHE Ha MO-TEXKH peakL MK Ha CBPBbXYYBCTBUTENHOCT (BXK. Hapywenus na uMynnama cucmema).
Axo SJS/TEN unu ppyru cepHo3HH peaklMy Ha CBPbX4YBCTBUTENHOCT HE MOraT Aa ObAaT U3KIIIOHEHH,
npreMbT Ha anonypvson HE Tpabea na ce sb300HOBABA MOpaay Bb3IMOKHOCTTA 32 TEXKKH PEAKLIUK U
NI0pH peakuui ¢ paTaneH kpai. Knunnuuara aparHosa 3a SIS/TEN e ocHoBHa 6a3sa 3a B3emaHe Ha
peleHre. AKO TaKaBa PeaKlua ce pa3Bye 110 BpeMe Ha JIEUEHHE, IPHEMDBT Ha anonypuHon TpsOBa aa ce
cripe He3abaBHO M OKOHUYATEJIHO.

'CpobuieHo 3a MOABa Ha AHTMOHEBPOTHUYEH OTOK C MK D€3 NpHU3HauK 1 CUMNTOMH Ha MO-
reHepain3npaHy peakliii Ha CBPbXUYYBCTBUTETHOCT.

SCbobuieHy ca ciiyyad Ha PeSpunuTeT ¢ unu 0e3 NPU3HALM U CUMITTOMM HA NO-FeHEePau3upaHa peakLus
Ha CBPbXYYBCTBUTEIHOCT KbM AJIONYPHHON (BXK. ,, Hapywenus na umyunama cucmema’).

’HanuuueTo Ha NOBUUIEHH HWMBA Ha THpeocTUMyaupaius Xopmos (TSH) B ¢hboTBeTHUTE NpoyyBaHKs He
MOKa3Ba HUKAKBO BBL3AEHCTBME BBLPXY HUBATA Ha ¢BoboaHun T4, a nusaTta Ha TSH He ca nokazaresHu 3a
CYOKIIMHMYEH XHITOTHPEOUIUIBM.

ChobluapaHe Ha NOAO3UPAHN HEXKENAHU PEAKILINM

CphobuiaBaHeTO Ha MOJZO3MPAHHM HEXKeslaHU peakLiUy ciied padpellaBaHe 3a ynorpeda Ha IEKapCTBEHUSA
MPOAYKT € BaXHO. TOBAa M03BOJIABA Aa NPOABIKY HAOMIOAEHUETO Ha CbOTHOLWEHHETO NON3a/pyUCK 3a
nexapcTBeHHus NpoayKT. OT MEAHLIMHCKUTE CrIeLIMAIMCTH C€ M3UCKBA J1a ChoOLlaBaT BCAKa NOAO03MpaHa
He)KenaHa peaklMs upe3 HaliMoHanHa cucrema 3a ¢bobiliapaHe 8 M3MbAHUTENHA areHUMA NO NeKapcTraTa

yn. ,,Jdamsau ['pyes* Ne 8, 1303 Cocdua, Ten.: +35 928903417, yebcaiiT: www.bda.bg

4.9 Ilpeaoanpate

Uma cpobileHKs 3a nornbilade Ha oo 22,5 g anonyprHoi 6€3 NPosBH Ha HeXelaHW peaKUuu.

CuMIOTOMHU
CUMIITOMHUTE M MIPHU3HALMTE Ca BKJIKOUYBANH raaeHe, NoBpbllaHe, 1Mapus U CBETOBBPTEXK U ca ChoOLieHH

MpH NAaLHUCHT, KOMTO € norenuan 20 g AJI0ITYPUHOIN. CbLIHMAT C€ € Bb3CTAHOBU CNefl [fpHJjdraHe Ha Dﬁl.U,H
noAobpaKally MEDKH.

MacuBHaTta abcopOuuns Ha aTONYpPHHOII MOXKE Ja A0Bele [0 3HAUUTETHO MHXUOKWpaHe HA aKTUBHOCTTA Ha
KCAHTHH OKCHAA3aTa, KOETO HE Ce OYaKBa Ja uMa HeONaronpuaTHK ePeKTH, OCBEH aKO € NMOBJAMUIHO OT
CbNBLTCTBALLA TEPANHSA, 0COOEHO ¢ 6-MepKanTONypuUH WHUIH a3aTHOMPHH.

JieueHue:
He e u3Becten crieunduryeH aHTHAOT. 3a 1a ce NOACOPpHU EKCKPEeLMATa Ha aJIONMYPHHON H HETOBHUTE

IMPCUEHH 34 HeoOXOAUMO, MOXKe J1a ce [TPpUJIOKH XCMOAHAJIHN34a.
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5. ©®APMAKOJIOI'MYHU CBOMCTBA

5.1 dapmMakoauHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna:; aHTHNOJArpO3HKU JIEKAapCTBA; JIEKapCTBa, MHXHOHUpallU 00pasyBaHETO Ha
nukouHa kucenuua. ATC kon: MO4A A0

MexaHu3abM Ha JEHCTBUE

ANOMYpPHHOJ € HHXHOHTOP HAa KCaHTUH ocHaasaTta. AJIONMYPUHOI M HETOBHAT I'j1aBeH MeTabOAUT
OKCHNYPHHOJI, MOHMKABAT HUBOTO HA MMKOYHA KHCEIMHA B [J1a3MaTa M YpUHATA KaTO MHXHONpaT
KCAHTHH OKCHAa3aTa, eH3MM, KOMTO KaTalIM3KUpa OKCHAALMATA Ha XUIIOKCAHTHUH [0 KCAHTHH U Ha KCaHTHH
10 nyMKouHa KucenuHa. JonbiaHUTeTHO HHXUOMPAHETO HA MyPUHOBUSA KATAOONH3BM NPU HAKOH, HO HE
MPH BCUUKK NALMEHTH C XHNEPYPHUKEMHUS, MOTHCKA HOBAaTa OMOCHMHTE3a HA Ny PUHHTE, NOCPEACTBOM
MHXxHOMpaHe Ha oOpaTHaTa Bpb3Ka Ha XUNOKCaHTHH-I'yaHUH dochopubosuntpancpepasarta. Apyru
MeTaboANTH Ha anonypUHOI ca aNonypruHoa puOO3na M OKCHITYpHHONI-7 prbo3na.

3.2 PapmMaKOKHHETHYHH CBOHCTBA

Abcopbuums

ANONYPHHOJ € aKTUBEH NPU NepopaiHo Npuiokerre v ce abcopbupa Obp30 OT rOpHNTE OTAEIHM HA
CTOMALLIHO-YPEeBHHUA TPaKT. B U3NHTBaHUA € YCTAHOBEHO, Y€ AIOMYPHHON Ce OTKpUBRA B KpbBTa 30-60
MHHYTH Clel NpyUnokeHueTo My. U3uncnenara OnonanuydHocT Bapupa ot 67% no 90%. [Tukosure
NNa3MeHHd HKUBA Ha a/loNypPHHON OOMKHOBEHO ce Habntoaasat npubdnusnreNHo 1,5 yaca cinel rnepopanso
NPUIIOKEHHEe, HO criadaT Obp30 U TOM ce OTKPUBA B HE3HAUWTE/HM KOKWYECTBa ciell 6-us vac. [IukoBure
HHBa Ha OKCUITYPHHOI OOUKHOBEHO ce HabnoaaBaT 3-5 yaca cren NepopaiHo NpUIoKeHue Ha Munypur

¥ ca J10CTa NO-TPaHHH,

PasnipenesieHue
ANOMYPHHON C€ CBBP3BA B HE3HAYUTENHA CTEMEH C NNA3MEHHUTE NPOTEUHH U NOpaaH TOBA BAPHALMMUTE B

CBBLP3BAHETO € NPOTENH HE CE CUMTAT 3a 3HaYUMH c/ie OYUCTBAHE. JBHUAT 00eM Ha pasnpee/ieHUe Ha
anonypuHon € npubnuszurento 1,6 nutpa/kg, KoeTo npeanonara OTHOCUTENHO MOMAMO paslpeseneHHe B
TbkaHuTe. He e cb0b11aBaHO 32 ThbKAHHY KOHLIEHTPALMHA Ha aIONYPUHON NMPH X0pa, HO € BEPOATHO
aNIONYPHHON M OKCHMYPHUHON Ja Ce HAMUPAT B Haii-BUCOKH KOHUEHTpaLWH B YepHUs apod H
TBLHKOUPEBHATA JIMTaBULA, KbAETO aKTUBHOCTTA Ha KCAHTHH OKCHAA3aTa € BUCOKA.

buorpaHchopmanms
OCHOBHHAT MeTabOMUT Ha ANIONYPHHON € OKCUNypHHON. pyry MeTabonnTi Ha aJionypHHOI ca
anonypuHon pubo3ua u OKCUnypuHoa-7 pubosu.

EJUMMUHUpaHE

[Ipubnuzurento 20% OT npueTHs anonypHHON CE€ EKCKPETUPA B UINPAKHEHUATA B paAMKUTE Ha 48-72
yaca. EMTMMMUHUPAHETO HA alonypUHON CTaBa IJIABHO 4pe3 METADOAHUTHO IMPEeBPbILAHE B OKCUITYPHHON OT
KCRHTHH OKCHAA3aTa M alJIeXH/ OKCKHaa3ara, KaTo no-manko ot | (% oT HEMpOMEHEHOTO IEKAPCTRO ¢
eKCKpeTHpa B ypyHaTa. ANONYPUHON MMa Iia3Med Noayxueot oT okono 0,5 - 1,5 vaca.

OKCUITYPHHON € No-ciad HHXUOUTOP Ha KCAHTHH OKCHMAA3ATA OT &N0MYPHUHON, HO MTA3MEHHS NOTYKUBOT
Ha OKCHITYPHHON € MHOIo no-aunbr. Uauncned e nepuon ot 13 o 30 yaca npn xopa. [lopanu Tosa
e(heKTUBHOTO MHXHMOMpaHe Ha KCAHTHH OKCHAA3aTa ce NoAbpxKa Nnoseye oT 24 yaca cneq ..-..:. 12

JHEBHa N03a ajonypdHon. ITayueHtTure ¢ HopManHa ObOpeyHa cIJyHB:uHﬂ aKyMyIupar pg ey
OKCHNYPHHON A0 LOCTUraHe Ha HEropara cTabuiiHa na3MeHa KOHUeHTpauua. 1lpny "

—
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nprematiyn 300 mg anonypHHON AHEBHO, OOMKHOBEHO MNA3MEHUTE KOHUEHTPALIMH Ha OKCUITYPHHO ca 5-
10 mg/nuthp.

OKCUNYPHHON Ce eIMMUHUPA HENTPOMEHEH € YPYIHATA, HO NIPUTEXKABA [bJIbI" eITMMHHALMOHEH NOJYXHBOT,
Tbil KaTO noanexH Ha TyoyinHa peabcopbumns. ChobLIeHUTE CTOHHOCTH Ha €MMHUHALMOHEH NOMYXKHBOT
papupar B AuanasoHa ot 13,6 yaca no 29 vaca. ['onemure pasnuMuus B T€3M CTOMHOCTH MOXE 112 Ce
OB/DKAT HA BApHALIMK B AM3aliHA HA U3NMHUTBAHUATA KW/WIH KPEATHHUHOBHS KIHPBHC Ha NALMEHTHTE.

CneupanHy nonyJJayHu
Bvbpeuno yepesicoane

KiMpBHCHT Ha aTOAYPHHON H OKCUITYPHHON 3HAUYMTEHO HAMaJsisBaT NPH MalWeHTH ¢ yBpeaeHa ObOpeuna
(YHKLKSA U BOAAT A0 [10-BUCOKH MMa3MEHM HUBA NPY XPOHHUUHA Tepanus. [launeHture ¢ yBpeaeHa
6u6peuna GyHKUMS, MPU KOUTO CTOMHOCTHTE Ha KPEAaTHHMHOBHSA KIHPBHC ca Ounun mexay 10 n 20
ml/min, ca noka3ajiy nJa3MeHd KOHLEHTPALUHH Ha OKCUITyPHHON OT npyubnusutento 30 mg/autsp cien
NpoRLKUTENHO npunoxenne Ha 300 mg anonypyHoa AHEeBHO. ToBa € npUOAU3UTENHO KOHUEHTpAUHUATA,
kosiTo BGu 6una gocTHrHata ¢ 103M oT 600 mg qHeBHO NpH Xopa ¢ HopMmanHa OvOpeuna byHkuua. 3aToBa
NpHy nauueHTure ¢ 6b0peyUHO yBpEKAaHe € HeoDX0AMMO HamanABaHe Ha N03MTE Ha Munypur.

Cmapuecka eév3pacm
He cbilecTBYBa BEPOSTHOCT KMHETHMKATA HA JIEKAPCTBOTO 1 ¢€ MPOMEHH OT APYTrO, OCBEH OT HAPYLLaBaHe

Ha ObOpeqHaTa pyHkuUs (BXK. ,, bvbpevno yepeacoarne ™).

3.3 [IpeaknuunyHy JanHH 32 0€30NACHOCT

MyTareHHOCT

B uuToreseTrH4HM npoyusaHus € HabnoaasaHo, ye anonypuHON He NpEAN3BUKBA XPOMO3OMHH abepalunu
[pH YOBELIKU KPBBHU KNETKU in vitro B no3u a0 100 mukporpama/ml u in vivo B no3un no 600 mg aHeBHO
B TpoAbJKeHHE Ha cpeaHo 40 meceua.

AnorypuHon He o6pa3yBa HUTPO3HU CheIMHEHHUA, HUTO 3acira TuMgpounTHaTa TpaHchopMaLua in vitro.
Jlokazatrenctsa oT OHOXUMHUUEM W APYTH LMTOJOCMUMHHM NPOYUBAHUA TBHPAO NPEAnONarar, ue
ATONYPHHONM HAMA BpedHHU epeKkTH Bbpxy JJHK B HMKONA eTan oT KIETbYHUS LHKBI U HE € MyTareHeH.

KaHLeporeHHoCcT
[Tpy MUILIKK W TUTBXOBE, TPETUPAHHM C AJIOMYPHHON B [IPOABIMKEHHUE Ha 10 2 FOJUHH HE €A YCTAHOBEHH
AOKA3ATENCTBA 33 KAHLIEPOTEHHOCT.

TepaTOreHHOCT

B vanuTBaHe, NMpHU KOETO MUUIKH ca MOyyYaBanud HHTpanepuToHeanHo 03K ot 50 uaun 100 mg/kg, Ha 10-
Ha U | 3-usg aeH ot OpeMeHHOCTTA ca YCTAHOBEHW aHOMAaNWM Npu GeTycuTe, Makap ye noaobHo
H3NIUTBAHE MPH TUIbX0Be B 103U 0T 120 mg/kg Ha aeH 12 OT OpEeMEHHOCTTA HE € KOHCTAaTHPaAIO aHOMaWy.
[LInrpokoo6XBaTHH U3NHTBAHUA HAa BUCOKH MEPOpaAnHM A03K anonypuyHon npy muiiky a0 100 mg/kg
AHesHO, mabxoBe 40 200 mg/kg aHesHo u 3aiun 1o 150 mg/kg aHesHo no speme Ha 8-ua a0 16-uia aeH ot
OpeMeHHOCTTa, He ¢a NOKa3aNu TePaTOreHHHU eMEKTH.

EaHO in vitro vanuTBaHe, B KOETO € U3ION3BAHA KIETbYHA KYITYpa OT (PETaTHU MULIM CIOHUEHH XKNe3H
33 OTKpUBaHe Ha eMOPUOTOKCUYHOCT, € [TIOKA3a/10, Y€ HE CE OUYaKBa aNOMypPHHON Ad NPHUYHHHU
eMOpHOTOKCUYHOCT, 63 1a NPpUYMHMA TOKCHYHM MPOABHU U Y MalKarTa.

6. GAPMALIEBTUYMHU JAHHUA

6.1 ChHCHK HA NOMOIIHUTE Beliecrsa

MMUKpOKpHCTAIHA LeyN03a
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Harpues HuiuecTeH rankonar (tun A)

enatvH
Cunuuues JHMOKCHI KonornaoeH Oe3poeH
MarHe3unes creapat

6.2 HecbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaAHOCT

3 TOAMHH

6.4 CnennajHH yCJOBHA HA CbXpaHEHHeE

To3K NeKapcTBEH [IPOAYKT HE U3MCKBA CIICLMANIHY YCNIOBHS Ha ChbXPaHEHHE.
6.5 Bua u chabpKaHMe Ha ONAKOBKATA

30, 50, 60, 70, 80, 90 unu 100 TabneTku B xahsapa crbkneHa OYTHNIKA, CbC 3alMTEHA CPELLY OTBapsiHe
n1acTMacoBa Kanavka ¢ YrTbTHUTE/, B KapTOHEHA KYTHAL.

He BcHuky BROOBE OMAaKOBKK Morar aa 6bLaat nycHaTH B npojaxo0a.
6.6 Cnenua/iHH Npeana3Hd MepKH NPH HIXBLPJIsHE U padora

Hama cneupaniy U3UCKBAHUA.

Hen3non3BaHUAT NEKAPCTBEH NPOAYKT WM OTNAABYHHATE MaTEPUaAK OT HEro TpAbBa Aa C€ N3XBLPJIAT B
CbOTBETCTBUE ¢ MECTHUTE U3KUCKBAHMA.

7. NPUTEKATEJI HA PAZPEIUEHUETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC
[ 106 Budapest, Keresztari 0t 30-38.

YHrapus

8. HOMEP HA PAZPELHIEHHUETO 3A YIIOTPEBA
Munyput 300 mg tabnerxu: Per, Ne: 20180328

9. JATA HA ITbPBO PA3PEINABAHE/TIOAHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

Hata na nmspBo paizpewasade: 27.11.2018 r.
Hata ua nocnaeaHo noaHosasaHe: 08.12.2023 r.

10. JATA HA AKTYA/IMIUPAHE HA TEKCTA
HekemBpH, 2024 T,
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