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KPATKA XAPAKTEPUCTUKA HA HPOJYKTA - R
e EXEYS 100 1
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1. UME HA JJEKAPCTBEHMSI ITPOAYKT

Muayput 100 mg TabjieTkn
Milurit 100 mg tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
Besika tabnerka chabpika 100 mg anonypunon (allopurinol).

[ToMOLIIHO BELIIECTBO C U3BECTHO JIEUCTBUE
Besika Tabnerka cbabpka S0 mg 1akT03a MOHOXH/IpAT.

3a MbJIHUA CIMUCBK HA IMOMOLLHUTE BELIECTBA BUKTE TOUKa 6.1,

A JIEKAPCTBEHA ®OPMA

TaOnerka.

benu uau cuBo-0esn, KPbIUIH, IJIOCKH, CbC CKOCEHH pbOoBe Tab/IeTKH ¢ JleJIMTe/IHA YepTa OT e/1HaTa
cTpaHa 1 ¢ rpaBupan Haanuce "E 351" ot apyrara crpana. [loBbpXxHOCcTTa Ha pasyynsaHe € Os1a Ui

cuBo-0ss1a. Jlnamernp: okos0 8 mm, BucounHa Ha tabserkara: 3,0 mm+6%.

Tabnerkara moxe na Obj1e paszjie/ieHa Ha paBHM J103M.

4. KJIWMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHUA

Bw3pacmmu

e Bcuuku GOpMH Ha XUIIEPYPUKEMHUS, KOUTO HE C€ KOHTPOJIMPAT C JAHeTa, BKJIOUHUTE/IHO BTOPHYHA
XUIMEePYPHUKEMHS OT pa3/IMyeH MPOU3XO0/ U KIIMHHYHHK YCJIOKHEHHS HAa XUIIEPYPHKEMHYHH
CbCTOSIHUSA, NMPEAMMHO KIIMHUYHO U3BEHA 110arpa M ypaTHa HedpornaTus, KAKTO W 3a pasTBapsiHe
U npoUIaKTHKA HA ypaTHa KajKyJ/03a (KambHU B ObOpeuure).

e JleyeHue HA peLU/IMB HA CMECEHM KaJlIllMEBOOKCA/IaTHU OBbOpEeYHH KaMbHH TIPH NpHJIpYKaBalla
XUMEPYPUKEMHS B CJIYHAUTE, KOraTO TEYHOCTHTE, AMETHUHUS PEKHUM W APYIH MOJ0OHU MEPKH ca
Hee()UKACHH.

Jeya u onowu
e BropuuHa XUNepypUKeMHs OT pasiMueH MPOMU3XO/IL.
e VparTHa HedponaTus o Bpeme Ha JIeHeHUE Ha JIEBKEMHSI.
e HacnenacrBeH eH3suMeH JebuuunT, cuHapom Ha Lesch-Nyhan (yacTtuyeH WM ToTajeH AeuuMT Ha
XUIMOKCAHTHH-ryaHuH gochoprubo3un TpaHchepasa) v 1eULUMAT HA a/IEHUH '
dochopudozunrpancepasa.

4.2 JI03MpOBKAa H HAYHH HA NPHJIOKEHHE




QDBHQDBKH

Iipu ev3pacmuu

AnonypuHon TpabBa na ce BbBexaa B HUCKa 1034, Hanp. 100 mg aHeBHO, 3a 1a c€ HAMaU PUCKBT OT
HeXKeSTaHH JIEKAPCTBEHH pPeakluH, 1 Ja Ce YBEIMYaBa CaMO aKO OTrOBOPBT MO OTHOUIEHHE HA HUBATA Ha
ypaTH B cepyMa € HezamosonureneH. [Ipu HapyweHa 6s6peyuna dyhkuus TpsabBa na ce npoasisa ocobeHo
BHHUMaHue (BX. ,,bbbOpeuro yepeowoane').

[IperopbuBar ce CIEJHUTE JO30BH CXEMU:
100-200 mg aHeBHO nipy texH GopmH,

300-600 mg aHEeBHO NP YMEPEHO TEKKH (HOpMHU,
700-900 mg AHeBHO IMPU TEXKHA POPMH.

AKo € HeoDX0aKMMO onpenesisHe Ha Ao3aTa Ha Oa3a TenecHo Terno (mg/kg), Tpadbea aa ce npunara 1o3a oT
2 no 10 mg/kg TenecHo TEryio Ha AER.

Ileduampuuna nonyaayus (Aeua Ha Bb3pacT nod 15 roguHH)

[IpenoprsunTennara no3a e 10 go 20 mg/kg TenecHo Terno Ha AeH, 10 MakcuManHa ao3a ot 400 mg
JIHEBHO, pa3jeneHa B TpY npyeMa. Paako uma nokasaxus 3a ynorpeda npu aeua, ocseH B Cliy4ya Ha
3N10KauecTBeHH oOpa3yBaHud (Hait-Bede NeBKEMHUA) U ONPEAENIEHN EH3UMHH HapyLIEeHHS, KATO CHHAPOM
Ha Lesch-Nyhan.

Cmapuecxka gv3pacm

[Topaau suncaTta HA KOHKPETHH AaHHH, TPAOBa 1a ce npujara Hah-HUCKaTa 1034, NPH KOATO €€ NOCTUra
no0po MOoHMKEH e Ha HUBOTO Ha ypaTy. [lo-cneunanHo BHUMaHUE CIeABa 1a C€ OTAENH Ha NPEMOPBHKUTE
npy 6b0peuHO YBPEXOAHE ¥ ONpee/IeHH Cliy4au, MOCOUEHH B TouKa 4.4 (gxc. m. 4.4).

bvbpeuno yepesicoane

Tbi kaToO anOMypHHON U HEroBUTE MeTaboNUTH ce ekckpeTHpar npes 6b0peunTe, HapyleHaTta OuOpeyuHa
bYHKLM MOXe Aa A0Bele 10 3a/tbpXKaHe Ha AKTUBHOTO BEIECTBO W/HWJIN H& HEMOBH META0OIHUTH C
nocjeaBailo YALKABAHE HA 1a3MEHHUA MM NONYHKUBOT.

Tab;siMuaTa no-00J1y MOXKE Aa MOCHY)KU KaTO CNpaBKa 3a ananTvipaHe Ha 1o03aTa npu 0u06peuHo

yBPEXIAHE:
KpearuHuHoB JAHeBHa 1034
KJAHPBHC
>20 ml/min HOpMaJlHa 1034
10 1o 20 mi/min 100 no 200 mg anesHo
<10 ml/min 100 mg AHeBHO WNM Ha NO-TONEMU KHTEPBATH OT
Bpeme

B cnyuait Ha Texxko yBpeaeHa 6b0peuHa hyHKLUMA MOXE J1a € IPENnopbUYMTENHa ynoTpedara Ha 103a oA
100 mg qHeBHO MK HA €AUHKUYHKY 1034 oT |00 mg Ha UHTEPBaJH, MO-TOJIEMH OT €IMH JIEH.

[lpy Hanuuue Ha YyCIOBUA 3a HAOMIOAeHHUE HA KOHLICHTPALMUTE Ha OKCHITYPHUHON B IU1a3Marta /103aTa
TpabBa Na ce Kopurupa Taka, 4e ja ce NoAAbp)KaT HMBA HA OKCUMNYpHHON B ryiazMaTa noa 100

Mukpomon/nutsp (15,2 mg/antsp).

ATTONYypHUHOJ M HeroBHTe MeTaboNNTH ce eNMMMHHUPAT ¢ OBOpeyHa aHanu3a. AKO C€ Hanara rnpoBe)xaaHe

Ha JWany3a ABa-TPH MbTH ceAMUYHO, TpaOBa na ce OOMHUCIX BE3IMOMHOCTTA 33 npunarau e
no3osa cxema oT 300-400 mg anonypHHON HEMOCPEACTBEHO ClEA BCAKA AMann3a, be3 gl e fo
WHTEpPBAJIa MEXAY TAX. § %



[Tpy naumenTn c 6bOpeUHO yBpeKAaHE, EAHOBPEMEHHOTO NPHIIOKEHUE HA AlONypPHUHO/ H THA3HIHH
AYUpETHLM TpabBa 1a CTaBa ¢ NOBHILIEHO BHUMaHHe. AnonypuHOa TpadBa na ce npuiara BbB Bb3MOXKHO
Hai-HUCKATa epeKTHBHA 1032 NPH CTPUKTHO NpocneaaBaHe Ha ObOpeyHaTa QyHKuus (BXK. T. 4.5).

Heprnoopobuo yspescoane
[1pn naumeHTH ¢ yepHoapoOHO yBpexaaHe TpabBa na ce nmpunaraT HaManeHn no3u. [lpenopnusa ce
MEPUOAMYHO MPOBEXKAAHE HA M3CIIeIBaHMA Ha YepHOApoOHaTa PyHKLMS B PAHHHMTE E€TAMH Ha JEUEHHETO.

Jlewenue na cbcmosHue, CEbPIAHU C URMEHIUBEH KPb2OBPAM HA YPamu, HanpuMep HEONAAIMU, CUHOPOM
na Lesch-Nyhan

[TpenopbuMTENHO € 1a C€ KOPUTHpa ChUIECTBYBALLA XMNIEPYPUKEMUR W/ HUITH XUITEPYPUKO3YPHA C
aSONyPUHON NPeaq 3aMoYBaHe Ha LIMTOCcTaTH4HA Tepanuia. OT 3HaueHHe e Ja ce OCUTYPH aaeKBaTHA
XUapaTainus ¢ UeT NOAXbPXKAHE HA ONTHMAaNHa AMype3a M 1a ce HanpaBK ONUT 3a aKaJl13auus Ha
YPHHATA C Orfle NOBUIIABAHE Pa3sTBOPHUMOCTTA HA YPaTHTE B ypyHaTa/IIMKOYHAaTa KHcenunHa. Jlozara Ha
anortypuHon TpabBa na Obae B no-HUCKATa MPenopbYBaHa 1030Ba CXeMa,

Axo 6bOpeuHaTa PyHKUHA € KOMIPOMETHPAHA OT HaJlMUME Ha ypaTHa HedponaThsa WM Apyra raToJiorus,
[a ce CIa3BaT YKa3aHUATA, 10COUEHH B ,, bubpeuno yapexcoane *.

Tean npaBuna MoxKe Ja HAMANAT PUCKA OT OT/IaraHe Ha KCaHTUH H/MUIIM OKCUIY PHHOII, KOETO YCIIOKHABA
KJIMHUUYHOTO cheTodHue. (Bore. cvugo mouku 4.5 u 4.8).

IIpenopvka 3a nabriooenue
JloznpoBkata TpabBa ha ce apanTupa upe3 HabrogeHHe Ha CepyMHUTE KOHLUEHTpAaLUMK Ha ypaTH 1 HUBaTa
Ha ypaTH/NMUKOYHA KMCENMHA B YPHHATA Ha MOAXOAAUM HHTEPBAIH.

[lpenopbku 3a J03MpaHE NPY KOXKHH peaKUnK

[lpunoxenuneTo Ha anonypuHoO TpadBa aa ce cripe He3abasHO, aKo BE3HWKHAT KOXKHU peakuud. Cnen
Bb3CTAHOBABAHETO OT JIEKM PEaKUMH, AnOMypPHHOI MOXKeE Aa Ce fnipyuara OTHOBO B HUCKA 1032 (Hanpumep
50 mg/nHeBHO) cneJ BHUMAaTENHa OLUEHKA Ha pUCKoBeTe. BriocneacTere, Do3aTta MOXKE A1a ce yBe/iMuaRra
MOCTENEHHO, KaTo ¢e Hab/101aBaT KOXKHUTE peakiliMi U APYTH Bb3MOKHH HEXKeNaHu peaklmnn. AKo ce
nposiBH 0OpKB, MPUEMBT HA AMONMYPHHOJ TpsAOBa fAa Obae MpeKkpaTeH OKOHYATENHO, KATO CE€ UMa NPEABUA,
4e MOraT Aa Bb3HKUKHAT MO-TEXKH PEAKLHH Ha CBPbXUYYBCTBUTEJIHOCT (BX. T. 4.8).

HauuH Ha NPUNTOKEHHE

3a nepopaHO NPUIOKEHHE.

MunypuTt MOXE I1a ¢€ NMpUeMa NMEPOPANHO BEAHBXK AHEBHO cnes xpaHeHe. [loHocumocTTra My € nobpa,
ocobeHO clie] npyeM Ha XpaHa. AKo AHeBHaTa ao3a HaasuwK 300 mg v npu nposBa Ha MpU3HaLM Ha
CTOMALLHO-4YpeBHa HEMOHOCHMMOCT, MOXKE [1a € NOAXO0AALla CXeMa ¢ pa3ie/IIHE HA JO3UTE.

4.3 IIporuBonoxkalaHus

CBPBXYYBCTBUTENHOCT KbM 8KTUBHOTO BELLECTBO UM KbM HAKOE OT [TOMOLUHKTE BELIECTBA, U3DPOEH! B
TouKa 6.1.

4.4 CrnennajHy npeaynpexicHisa U Npeana3Hu MepKU npu ynorpeda
CHHAPOM Ha CBPLXYYBCTBUTENHOCT, CHUHAPOM Ha CtusbHC-JDKOHCHH (SJS) U TOKCHYHA enuaepMasiHa

Hekpoauza (TEN) -
PeakuuaTa HA CBPBXUYBCTBUTEAHOCT KbM &I0MYPHUHO MOXKE 1a C€ [POABH MO MHOTO PYgAT MR

/R
BKIAKOHHTCITHO KAaTO MaKYJO-Nany/jJapeH CK3dHTEM, CHHIAPOM Ha CBp'I:KL{}I'BCTBHTEHHO N3

kato DRESS) u SJS/TEN. Te3u peakuuM ca KIMHUYHH JUArHO3K U TEXHUTE

.
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OCHOBAHMe 3a B3eMaHe Ha peilteHund. [1pn nmosea Ha TakMBa peakuMH MO KOETO U Ja € BPEME OT JIEUEHHETO,
e HeoOxoauMo He3abaBHO criMpaHe ynoTtpebaTta Ha anonypuHon. JleueHneTo He Tpabsa aa ce npoabnXaBa
NpH MNauMeHTH CbC CHHAPOM Ha cBpbxuyBCTBHUTENHOCT M SJS/TEN. 3a npeoposisBaHe Ha KOXHMUTE
peakLUHH Ha CBPBLXYYBCTBHUTEHOCT MOXE [1a € OT MoJ13a NpuiaraHe Ha Koptukoctepouau. (Bx. 1. 4.8 -
Hapywenun na umynnama cucmema v Hapywenus na xodxcama u NOOKOICHAMA MbKAaH).

HLA-B*5801 anen

YcraHoseHo e, e anensT HLA-B*5801 ce cebp3Ba ¢ puMCK OT pa3BUTHE HA CBBLP3AH C a1OMyPUHOI
CHHAPOM Ha cBpbxuyBcTBHMTENHOCT U SJS/TEN. Hectorata Ha HLA-B*5801 anena sapupa B wunpoxu
rpaHULM MEXKIY OTAENHNUTE eTHU4EeCKH nonynauuu: 1o 20% B nonynaunsTa OT KUTAHCKKW npousxon, 8-

1 5% B rafinanackara nonynauus, okoso 12% B KopeHckaTta nonynauus ¥ 1-2% cpen xopartd ¢ AnoHCKH
WJIK EBPONEHCKH NMPOH3XOU.

Tpsabsa na ce obmucau ckpuuunr 3a HLA-B*5801 npeau 3anousaHe Ha jieyeHWe € anonypuHON npy
NMaUMEHTCKH MOArPYIIH, 34 KOMTO € HIBECTEH BUCOK MPOLIEHT Ha TO3W anen. Hanuunero Ha XpoHHUHO
O0b0peuHo 3abongBaHe MOXe 1a NOBUILW AOMBAHUTEHO PHUCKA NPH Te3u nauueHTu. B cnyyai ye nama
reHoTunupanre 3a HLA-B*5801 npu naumeHTM OT KMTaCKaTa €THHUYECKA Ipyra XaH WM OT TaHJaHACKH
WM KOpeHCKH Npou3xof, [peay 3anousate Ha JIeUeHHETO € HEOOXOAMMO Noa3uTe 1a ObaaT BHUMATEIHO
MPEeUESHEHHU K a e CUMTA, Y€ T€ HAJABUILABAT Bb3MOXHHUS pycK. M3non3BaHeTo Ha reHOTUNUpaHeE NpH
B3€MAHE HA PeLLUeHHKE 3a JICHEHUE HE € YCTAHOBEHO NPH APYrH MauHEHTCKU NONYyNaLuH.

AKO e M3BECTHO, He NauneHTsT € HocuTen Ha HLA-B*5801 (ocobero npu naumeHTH o KMTalkcKaTa
eTHH4YECKA rpyna XaH, OT TalJTaHACKH HIIKH KOpPENUCKKU Npou3xon), He Tpabpa na ce 3anousa NeyeHue ¢
aNONMYpPHHON, OCBEH MPKU NMIICaTa Ha APYTH Bb3MOXXHOCTH 32 JIEUEHHE H aKO CE NPELIEHHU, UE TOJI3UTE
HaABUILABAT pUcKa. HeoOxoanMMo € NOMBIHUTENHO HADMIOAEHME 32 NIPU3HALM HA CUHAPOM Ha
cBpbXUYBCTBUTENHOCT MK SIS/TEN, a nauneHTsT Tpabea na Obae HHPOPMUpaH 3a HeOOX0AUMOCTTA OT
He3a0aBHO CNUpPaHe Ha JIEHEHUETO MNPH osiBa Ha [TbPBUTE CUMITTOMH.

Bbvnpekn Toa SJS/TEN mMoxe ga Bb3HMKHE NPH NaLHeHTH, KOUTO He c¢a Hocutenn Ha HLA-B*5801, 6e3
JHAYEHKE HA TEXHMUA €ETHUUYECKU NPOU3XOLL.

XpoHuuHo 6BOpeHHO YBpEXAAHE

B1h3MOXHO € NalHeHTHUTE ¢ XPOHHUHO OBOpeyvHO yBpex1aHe U eIHOBPEMEHEH NPHEM HA AUYPETHLIMU,
ocobeHOo THa3KIH, A CA MAIOMEHH Ha NO-BUCOK PMCK 32 PA3BHTHE HA PEAaKUMH HA CBPBbXY1YBCTBUTENHOCT,
B T.4. SIS/TEN BbB Bpb3ka ¢ ynotpedara Ha anonypuHoa. Heobxoaymo e noeuileHo BHUMaHue 3a
yCTAHOBABAaHE Ha MPU3HALM HA CHHAPOM Ha CBpbXUyBCTBUTENHOCT MK SIS/TEN, kaTto nayneHTsT
Tpabsa na 6vae HpoOpMUpaH 3a HEODXOAKUMOCTTA NTleveHHeTo Aa Hbae cnpaHo He3abaBHO W OKOHYATENHO
NpU NbpBaTa U38Ba HA CUMITOMMU (BXK. T. 4.8).

YeprnoapobHo uamn 6uOpedHo yBpeicaaHe

[Ipn nauuneHTy ¢ uepHoapobHO wau HLOpeuHo yspexaane Tpabsa Ja ce npuiarart no-HUCKHU A03M {BiK.
T. 4.2). [1py mauneHTH, NPOBEKAALLHM JIEYEHHKE 32 XUTIEPTOHHUS MITH ChPAEYHA HEOCTATHYHOCT, HAMp. C
anypeTulH unu ACE nHXuOUTOpH, MOXKE 1a Bb3HMKHE U3BECTHO CHIIBTCTBALLO BJIOLLIABAHE HA

ObOpeuHaTa hyHKUMA, NOPAAK KOETO aNOMyPHHON TPAOBa Aa ce rpunara npeanasined Npy Ta3y rpyna.

be3zcuMnTomMHa XUMEPYPHKEMUS
bezcumMnToMHaTa XHNEPYPHKEMHUS KATO LSAJIO HE CE€ CYMTA KaTo rokaszaHue 3a ynotrpebata Ha Munypwur.
Tosa cbeTOAHME MOKe 1a HbAE KOPUTUPaAHO upe3 NpoMsHa B npyuema HA TeYHOCTH M JMETATa, 3aeJHO C

KOHTPQJT Ha MOAJICKALUAaTa IIpHYrUHA.

OcTbp NpHCTLIT HA nogarpa
JledeHue ¢ anonypyuHon He TpAOBa Aa ce 3anouysa A0 NbJAHOTO U3YE€3BAHE HA CHMINTOMMUTE HA MOAArpO3HHS
MPUCTBI, Thii KATO TOBA MOXKE [1a NPOBOKMUPA NOsBATa HAa HOB MPUCTBDII.

B HavanuuTe eTanu OT NleYeHHUeTO ¢ MUAYPHT, KAKTO U NPY OCTAHAIUTE YPHKO3YpH ;i
Aa ce NMPOBOKMPA NOABATA HA NPHCTBN OT MOAArpo3eH apTPUT. 3aTOBa Ce NpErnopbUpa &




NMPHIOKEHHE Ha MOAXOAALIM NMPOTUBOBBINAIMWTEIHM MPOAYKTH WM KOAXMUHMH B [POAb/KEHUE HAH-
MankKo Ha eauH Meceu. 3a noaApodHOCTM OTHOCHO A03HPOBKATa, HpelylnpexAeHHATa W Npeana3HuTe
MEpPKH, TpAOBa Ja Ce HampaBy cOpaBKa ¢ JiMTepaTypara.

[Tpy nossa Ha NPUCTBN NPH NMALMEHTH, NPOBEXKAALUM JEUEHHE C AlIONYpHHONA, Tepanusita TpsadBa aa
NPOABKM B CbLUATA JO3MPOBKA, a NPUCTBLNBT Ja CE JIeKyBa C MOAXOAAWM MPOTUBOBLINAIUTENHH

MPOAYKTH,

A3aTHONpUH UNY 6-MeEpPKaANTONYpPHH
AJtonypuHON He TpAOBa na ce npeanycaa Ha NaUMEHTH, NPUEMALilM NeHeHHe C a3aTHONPHH WK 6-
MEPKaNTOMypPHH, OCBEH aKO 103aTa Ha Te3u jiekapcTsa Obae Hamanena a0 25% OT NbpBOHAYAIIHO

npeanucaHara no3a (Bx. T. 4.35).

EanospemenHaTa ynorpeda Ha anonypuHos ¢ 6-MepKanTonypHH UK a3aTHONPHUH TpaOBa aa ce u3bsrsa,
Tbit KATO UMa ¢boOUIeHH 3a haTanHy cliyyau (B, Toyka 4.5).

OTtnaraHe Ha KCAHTHH

[Ipn cheTORHMA, MPY KOUTO 0Opa3yBaHETO Ha ypaTH € CHIIHO TTOBMLLIEHO (Hanp. 3J10Ka4eCTBEHH
3a00/19BaHMs U TAXHOTO Jevetue, cuHapom Ha Lesch-Nyhan), abconroTHara KOHUEHTpALMR HA KCAHTHH B
ypyuHaTa 6¥ MOrna B peflkH ciy4au Aa ¢€ NOBULUIM [0 TaKaBa CTEMNEH, Y€ 1a AOBEAE A0 OTJIaraHeTo My B
NMKOUHMTE MTbTHLLA. TO3M pUCK MOXKe aa ObAe HaMalsleH Ypes aaeKxBaTHa XMApaTall|a, 3a /1a C€ MOCTUTHE
ONTUMATHO pa3peKIaHe Ha ypuHarTa.

Bansnue Bupxy ypaTHute 650peyHy KaMbHY
AnexBaTHaTa Tepanva ¢ Munypur LWe A0Beje A0 pa3TBapsHE Ha rojieMH ypaTHHM KaMbHH B ODbbOpeununTe

JIEreHYeTa, ¢ MHOMO Malka BEPOATHOCT 3a 3acAjaHe B YpeTepHTe.

[Ipn neyenure Ha nNogarpo3Ha HedponaTHa U ypaTHa Kajlkys1o3a, 24-yacosaTa Anypesa TpaOBa fa Obae He
No-Manko OT 2 KMTpa, a pH Ha yprHaTa na ce nogabpxa B rpaHyuure 6,4 — 6,8,

XEMOXpOMATO3a

[TbpBHUHHOTO AEHCTBUE HA ANOMYPHHON NPU NEUEHHETO HA NOJAarpa € NoTHUCKaHE Ha €H3MMAa KCaHTHH
okcHEa3a. BbhaMOXKHO € KCaHTHH OKCHAa3aTa a MMa YYaCTHE B HAMAJIBAHETO Y eNUMHUHUPAHETO Ha
KEJIA30, HATPYNAHO B uepHUs aApol. B HAKOM NpoyHBaHUst NMpyY FpH3auu € YCTaAHOBEHO NOBULLEHO
HATPYIIBAHE HA MENA30 IMPU XKUBOTHH, JIEKYBAHU C AJIOMTYPHHOI, JIOKATO B APYrU TAKOBA HE € YCTaHOBEHO.
[TpoyusaHe npu 28 3apaBu J0GPOBOIILM HE € YCTAHOBUIO NPOMSAHA B HUBOTO HA HATPYIIBAHE Ha XKE/A30 B
yepHUa Apod NpH JleueHue ¢ anonyprUHon. HaMa npoy4BaHus npy Xopa, KOUTO H3c/ieaBaT Oe3onacHocTTa
Ha NPWIOKEHHETO Ha aNoNypHUHON NPH NALUHEHTH © XeMaToXpomaTosa. [1punoKeHueTo Ha anonypruHon
NPy NalUKEeHTH UK TeXHU OIU3KH poACTBeHHUH TpsaOBa a CE U3BBbPLLIBA C MOBHUILEHO BHHMAHHME.

HapyuieHus Ha WKWTOBMAHATA XKJ1e3a

B ABArocpouHO, OTBOPEHO, pa3iiMpPEHO NMpoyUBaHe ca HaboaaBaHy MoBULLEHK HWBa Ha TSH
(>5,5 microlU/mL) npu naureHTH Ha ABATOCPOUHO feveHue ¢ anonypunon (5,8%). Heobxoaumo e
IOBUILIEHO BHHMAHHUE NIPH NPpHJIaraHe Ha aJlonypHHON NPy MALUEHTH C NpOMeHeHa QYHKLMA Ha
LIMTOBUHATA MJ1€34.

Beaka Tabnerka ChAbpaKa 1aKTO3a ¥ HaTpUi

Beaka Tabnetka cbappxa S0 mg nakTosa.
[TauueHTH C peaKH HACNEACTBEHH NPOOJIEMH HA ralakTo3Ha HEMOHOCHMOCT, TOTAIEH JakTa3eH aeduuuT

WU TAKOKO30-ranakto3Ha manabcopbums He TpabBa na npvemar TOBa 1EKapCTBo.

Hatpui




Tosa nekapcTso Chbpka no-manko ot | mmol Hatpu# (23 mg) Ha TabneTka, T.¢. Nno ChHLIECTBO HE
ChAbp>Ka HATPHH.

4.5 BiaumopeiicTBHe ¢ APYIH JEeKAPCTBEHN NNPOAYKTH U ApYry ropmMH HA B3auMoaeicTBHe

6-MepKanmonypuH u a3amuonpun
AzaTHonpuH ce meTaboausupa A0 6-MepKanTonypuH, KOWTO €& MHAKTUBHpaA OT JEHCTBHETO HAa KCAHTHH

okcuaaszata. [IpM eRHOBpEMEHHO NpHIOKEHHE Ha 6-MEpPKanTONypWH WIKW a3aTHONPHH ¢ Munypur,
HHXMOUTOpP HAa KCAHTHH OKCU]Aa3aTa, UHXHOMpaHETO OT KCAHTHH OKCHAA3aTa MOXKE Aa YABLIKHU TAXHOTO
neiicteue. CepyMHUTE KOHUEHTpPaUMW Ha 6-MepKanTOMypHH WM a3aTHONPHH MOraT Ja [JOCTHUrHAT
TOKCMYHH HMUBAC NOCAEABRAlLA >KMBOTO3acTpaluasallla NMaHUMTONEHHUS W MHENOCYNPECHS, KOrato Te3H
JIeKapCcTBEHM MPOLYKTH €€ npunaraT €AHOBpPEMEHHO ¢ anonypuHoa. [lopaau ToBa emHOBpemeHHATa
yrorpeba Ha anonmypHHON ¢ 6-MepKanTONypHH WK a3aTHONPUH TpAdBa fa ce nibarea. AKO Ce YCTAHOBH,
ye eJHOBPEMEHHOTO MNpPUIOKEHHE C 6-MepKanTOMypWH WIM a3aTHONPHH € KIMHHYHO HeoOXOoauMmo,
N03MpoBKaTa TpabBa Ja ce Hamanu A0 eAHa 4eTBBLPT (25%) or obuualinaTta n03a 6-MepKanTonypuH UM
a3aTHOMNpPHH M TPsAOBa /1a C€ OCMIypH YECTO NpocneasBaHe Ha KPbBHUTE noKasaTenH (Bx. T. 4.4).

[TauuenTuTe TpabBa aa ObAAT CHBETBAHM A4 CHOOLLABAT 38 BCHUKH MPU3HALM HIH CHMIITOMH Ha
MOTHCKAHE Ha KOCTHUA MO3BK (HEOOACHUMO KPbBOHACAAAHE UNW KBPBEHE, BL3NAIEHO I'bPIO, TPECKA).
Buoapabun (adenun apabunoszuo)

JlaHHHTe NOKAa3BaT, ue NIa3MEHUAT NONYKUBOT Ha BUaapabuH e NOBHLIABA B MTPUCLCTBHETO HA
anonypuHo. Koraro aBara npoaykra ce U3o/3BaT EAHOBPEMEHHO, € HEOOXOAHMO JOMBIIHUTENHO
HabntoaeHue, 3a 1a Ce pa3rno3HasT MMOBUIIEHUTE TOKCHURH e(EeKTH.

Canuyunamu u npoOyKmu ¢ YPUKO3YPUYHO Oeticmaue

OKCHUIMYpPHHON, OCHOBHHUAT META0OMUT Ha anomypUHON, CHILUO NMPUTEXABa TepaneBTHYHA aKTUBHOCT U Ce
eKCKpeTHpa npe3 OxOpeunTe No cxoaeH ¢ ypaTuTe MEXaHU3IbM. 3aTOBA NIEKAPCTBATA C YPUKO3YPHUHA
aKTHBHOCT, KaTo NpobeHeun] WK BUCOKUTE 003U CaNMUWIIaTH, MOraT Aa YCKOPAT €KCKpeUuusTa Ha
oKcUnypuHoi. Tora MOXKE Aa HaAMa/H TEpaneBTHUHATa AKTUBHOCT HAa MUITypUT, HO 3HAUUMOCTTa Ha TO3H

(hakKT cneapa Aa ce OUEHABA NPHU BCEKH OTAEIEH Cayyail.

Xaopnponamuo

AKo MHJIYpHT Ce mpunara no €IHoO M ChLIO BpeME ¢ XNOpnponaMui, Npy nalMeHTH ¢ yBpeaeHa 6nOpeuna
$YHKUMA € Bb3MOXKHO NMOBULIABAHE Ha PUCKA OT YABIAKEHA XUMOMTMKEMH3INPALLA AKTUBHOCT, Thil KaTO €
Bb3MOMKHA KOHKYPEHLHUA MEXAY alIONYPHHOJ M XJIOpIIponaMu/] 3a eKckpeuus B ObOpeunuTe Tybynu.

Kymapunoeu anmuroazyranmu

[lonyuyeBu ca peaku cbOOLLEHHMA 32 YCHUIIEH e(eKT Ha BapdapUH W APYrH KYMapyHOBH aHTUKOAryJlaHTH,
KoraTo ca OMIM IpUnarany 3aeHo C alonypHHOI; nNopaau TOBa BCUYKW NAalMEHTH, KOMTO NOayYaBarT
aHTUKOaryJiaHTH TpAOBa Aa 6baaT BHUMATENHO HabMogaBaHH.

Denumoun
ANOTTYpHHON MOXKe A& HHXMOHpa HyepHoapoOHaTa okcHaauusa Ha GEHHUTOMH, HO KIIMHUYHOTO 3Ha4YEHHE Ha

TO3H $aKT He € YCTAHOBEHO,

Teoghunun
Uma cpobiienus 3a HHXUONpaHe Ha MeTabonysma Ha TeoPunnuH. MexaHu3MbT Ha B3aUMOAENCTBHE MOXKE

na 6bae o0sCHEeH ¢ aHraXKUpaHeTo Ha KCAHTHH OKCHAa3aTa B mpoueca Ha OuoTpaHcdopMauus Ha
Teo(pUNMH npy xoparta. HusaTta Ha TeodunuH TpadBa na ce HabnroaaBaT rMpyu MAUUEHTH B HAYAJIO0TO Ha
TEpanUATa C anOypPHHON WK NPH NOBHAWIABAHE HA IO3MTE. “

AmMnuyuaun/amMoxKcuyuIun




[Tpu nauueHTH, NPOBEXKAAUIM NEUEHHUE C AMMTULIMAWH HJIH AMOKCHLUM/TUH, KOKTO MPHEMAT W aNorypHHO,
e cLOOLABAHO 32 MOBUILEHA YECTOTA HA KOXHHTE OOPUBK B CPABHEHUE C NTALIMEHTUTE, KOMTO HE ca
npHEMany ABeTe nexapeTea. [IpMunHaTa 3a crobllaBaHaTa B3aMMOBpPB3Ka HE € YCTaHOBEHa, Bee nak ce
npenopbusa MayMeHTHTE, MPOBEXAALUH NeUYeHHE C AJIOMYPHHOST 1a U3MOA3BAT aNTEPHATHBM Ha
AMNULIKIMH UAH AMOKCHULIMJIKH, KOTaTO TOBA € BL3IMOMXKHO.

Humocmamuyu (nanp. yuxnogochamug, doxcopybuyun, baeomuyun, npoxapbaszun, mMexiopemamur)
[Tpy NpKHICKEHHETO HA AJIOMYPHUHON U UMTOCTAaTULM (Hanp. uMKIogochamHui, AOKCOPYDHLIMH,
OJIeCMULMH, IIPOKAapOa3uH, anKu XalloreBUan) KpbBHU JHCKPa3HK BB3HKMKBAT MO-UECTO OTKOJIKOTO
KOraTO T€3W aKTMBHH BELLECTBA CE NPUIAraT CAMOCTOSRTETHO.

[Topaau ToBa TpsGBa penOBHO Aa Ce NpocneasBa KpbBHATa KapTHHA.

[Tpu naLMeHTH ¢ HEOrU1aCTHYHM 3abonsaBaHMs (Pa3nMuHH OT JIEBKEMHS) € ChOOLIABAHO 32 NTOBHLIEHA
CTereH Ha KOCTHO-MO3bYHA CYNpecHs OT CTpaHa Ha LMKknodochaMua UK ApYryd LMTOTOKCHYHM CPEACTBA
Npy HaNW4Ke Ha alonypuHo. Benpexu ToBa, B €AHO 100pe KOHTPONIUPAHO NPOYUBAHE RPH NMALKEHTH,
NieKyBaKH ¢ uMiiodochammua, nokcopybuuun, bneomuuut, npokapdbasuH U/ Man MexXn0peTaMHyH
(>3UTOpMETHH XHAPOXJIOopKA) He e HabnioJaraHO NOBUILIABAHE HA TOKCUMHHUTE peaklNH KbM TE3H
LIUTOTOKCHYHH NNEKAPCTBA OT CTpaHa Ha ajonypHHoI.

Anymunueg xuopokcuo
AKO ce npHeMa CbITBTCTBALLO ATyMHUHHEB XHAPOKCH, AJTONYPHUHON MOXe Ja uma no-cnad egexr. Tpadsa

Ja ¥Ma WHTepBall OT NMoHe 3 yaca Mexay NMpHUeMa Ha JBaTa JIEKapCTBEHH NPOAYKTH.

L{uxnocnopun
CpobuieHHATa MOKA3BaT, Ye Nnjia3zMeHaTa KOHLEHTpaUKUs Ha UMKIOCTOPHH MoXe Aa Obie NOBULLEHA Mo
BpEME Ha CBIBTCTBALIA TEPAnUa ¢ anonypruHos. Bb3MOXHOCTTaA 32 YCHIBAaHE H3 TOKCHYHOCTTA OT CTPaHa

Ha LHHAKAOCCNIOPHH TPHGBH Aa ¢€ UMa NIpCaBHa npy CAHOBPEMEHHOTO HNPHUIOKEHHC Ha ABETC JICKAPCTBA.

Huoanozun
[1pu 3opaBu nobposonuu u naunedTd ¢ XUB, kouTo ca Onnu Ha neyeHue ¢ AMAAHO3UH, MAAIMEHHUTE

cTOHHOCTH Ha Chpax U AUC Ha auaaHo3uH ca Ouny npubAN3IMTENHO ABA MBTH NO-BUCOKHU IPH
CBhIBTCTBALLC AeueHue ¢ anonypuHon (300 mg aAHeBHO), 6€3 TOBa a € MPOMEHHUIIO TEPMHUHAITHNS
nonyXHBoT. EXHOBpeMEHHO NpH/oXKEHHE HA Te3M 2 NEKaPCTBa KAaTo LA/I0 HE Ce npenopbusa. Axo
ChIILTCTBALLIA TEPArMA € Hajlexalla, NMpenopbysa ce HaMa/liBaHe Ha 4034Ta HAa AKWJAHO3MH, KaTo
nauueHTHTe TpAOBA Aa ObAAT BHUMATENHO HADMIOAABaHH.

ACE unxubumopu
EQHOBPEMEHHOTO NPUNOKEHHUE C ANONYPHHON € CBBP3aHO C MOBULIEH PHCK OT Pa3BUTHE HA NEBKONEHUA,

ocoOeHOo Mpy nauMeHTH ¢ HapylueHa 61L0pedHa QyHKLUMS, MOPAaX KOETO CE NPEenopbLUYBa NOBULIEHO
BHUMAaHHUE.

[ToBuLIEH PUCK OT CBPBXYYBCTBUTENHOCT € ¢bOOWABAH NPH € JHOBPEMEHHO NPUIAraHe Ha aJIOMyPHHON C
ACE naxuburopn, ocobeno npu 6u0peyHo yBpexaade.

[Ipy enHOBPEMEHHO NPUIOMKEHUE HA ANOMYPUHOI K KanTOMPWIl, PUCKBT OT KOXKHH peakUuuM MOXe Ja €
NOBMiIEH, 0cO0EHO NPU HAIMMMETO HA XPOHUYHA OBLOpeUHa HEJOCTATBYHOCT.

Huypemuyu
C1o61aBaHo e, Ye B3aUMOAEHCTBHETO MEXAY aJIONYPHUHON H Pypo3eMua BOAM A0 NOBULIEHH

KOHI{EHTPaLHKX HA CEPYMHM YpaTH M IU1a3MEHH KOHUEHTPALIMY Ha OKCHUITY DUHOI.
’ ‘ﬁﬂ.\“ﬂ ﬂa %

Mma cnobluenns 32 NOBUILEH PUCK OT CBPbXYYBCTBUTEIHOCT, KOraTO anoypruHos ce 1
AUYPETHLH, MO-TOYHO ¢ THa3UAH, ocobeHo nipu 6BOpeuHO yRpexKaaHe.




4.6 @epTnaunrter, 5peMeHHOCT H KbpPMeEHE

bpemennocm
INanuuTe 3a He3onacHoct HAa MunypuT npy OHpeMeHHH HKKEHU ca HEJOCTAaTBLYHH, MaKap Y€ TO3H NPOAYKT

HIMPOKO OT MHOTO FOAMHH, 0€3 BUAXMH BpeaHH nocneui (sx. 1. 5.3).
AnonypuHon TpaOBa Aa ce H3noJ3sa No BpeMe Ha OPEMEHHOCT, CaMo aKo HAMa no-bezonacHa
afTepHaTHBa U KoraTo 3abonsBaHeTO NpeACcTaBNABa PUCK 3@ MaiKkaTa WM HEPOAEHOTO JETE.

Kbpmene

ANOMypHHO M HEroBHAT MeTabOIUT OKCHNYPHHO CE€ EKCKPETHPAT B KbpMaTa. He ce npenopnusa
ynoTtpedaTa Ha aloNnypPHHON npe3 rnepuoja Ha KbpMeEHe.

B xbpmaTa Ha xeny, npuemawy anonyputon 300 mg AHEBHO, € YCTAHOBEHO HANMYHUE HA AJIONMYPUHON B
koHueHTpauus 1,4 mg/l u oxcunyputon - 53,7 mg/l. He ca nabnonasanu edhexTH BbPXY KbpMaUeTo.

4.7 EdexT BbpXY cnocofHocTTa 32 mopHpane H padbora ¢ MAIIHHY

Twit KaTO NMPH NALMEHTH, IPHEMATH ANOfIYPHHOI, €a CbOOLIABAKN HEXENaHH PeaKLIMK, KaTo ChHINBOCT,
CBETOBLPTEX U aTaKCHA, NauueHTuTe TpsbBa Aa 6baat ocobeHo BHUMATENHH 1pean wodupade, pabora ¢
MaLUMHY WIN W3BbPLIBAHE HA ONACHM ASHHOCTH, AOKATO He ca YOeaeHH, Ye anonypuHOI He NOBI1sABA
HeOMaronpUATHO TEXHHUTE YMEHHH.

4.8 Hexenanu nekapersenu peakuuu

3a TO3M NPOAYKT HAMA CbBPEMEHHA KIMHUYHA JOKYMEHTALIMA, KOATO Aa C€ M3NOJi3Ba B Nnoaxpena Ha
onpeaensiHe 4YeCTOTaTa Ha HEXETaHUTE IEKapCTBEHH peakuuM. HexxenaHnte peakliMy MOraT Aa BapUparT B
YECTOTaTa CH B 3aBUCKUMOCT OT NPHETATa J034, KAKTO M HAJTMUUETO Ha APYrU JIEKAPCTBEHH MPOAYKTH.

HecToTaTta Ha HEXKENaHUTE pE€aAKUHH OINUCAHU MO-A0J1Y € B npuﬁnmmenﬁu CTDﬁHDCTH, 3d NMOBCHETO
PCaKlLIUK HE Ca HAJIMHHHK NOAXO0AUIHM NaHHH 34 OUCHKA Ha 4CCTOTaTa. Hexenadure NEKAPCTBCHHU PpCaKLHNH
H}J,EHTH(bHLIHPﬂHH OT NOCTMAPKCTHHIOBO HabJHO1EHHE Ca CUHTAHH 34 PCAKH HIH MHOI'O PCAKH.

3a knacHduUMpaHe Ha YECTOTATA € M3N0JI3BaHa ClieAHATa KOHBEHLHUS:

MHoro uecth (>1/10);

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

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

Peaxu (>1/10 000 go <1/1 000);

MHoro penxu (<1/10 000);

C HeusBecTHa yecToTa (MecToTara He MOXKe 1a ObjJe OLeHEeHA OT HANHYHHUTE JaHHMH),

HesxenlaHuTe peakLyH, CBbp3aHU ¢ aJIONyPUHON ¢a peakH B obliara nonynauus ¥ B OBEYETO Cyuau ca
nexy. Yectorara UM € Mo-BUCOKA NMPH HalnKuue Ha OBOpeyHH /UK 4epHORPOOHU YBpexaaHU4.

Tabauua 1 Hexenanu peakuun

Cncrema opraH-KJac YecToTa Hexenanu peakuuu

Mudekunu y HHPECTaUUH MROro peaky $ypyHKoOI03a

HapyuieHusa Ha KpbBTa H MHoro peaku arpaHyoUMTo3a’,

nMMQHaTa CUCTEMA arylacTUYHA aHeMus ',
TPOMOOLMTOIIEHHS ',
rpaHy/10LUHTO34,
NIEBKONEHMA,
NIEBKOLMTO3a,
e03nHOGUTH I




CPHTPOLINTHA arJia3ns

HapyiwieHusa Ha UMYHHaTa
CUCTEMA

Heuectn

CBPbXHYBCTBHUTCII Hf.'.l'CT2

MHoro peaky

aHrMouMyHoOnacreH T-kneTbHeH
numdom’, aHabunakTyHa
peakuus

HapyuieHna Ha MetabonnaMa u
XpaHEHETO

MHoro peaku

3axapeH auaber,
XUIePIUNUIEMHUs]

[IcuxHyHH HapyLIEHUA

MHoOro peaku

BENPECUA

HapyuleHns Ha HepBHaTa
CUCTEMA

Mmnoro peaxku

Koma,
rnapanmaa,

aTAKCHA,

nepudepHa HEBPONATHS,
rnapecre3nd,

CBLHTUBOCT,

rnasobonue,

AnCreysns

C HenzBeCTHA 4eCTOTa

dCEITTHHEH MCHUHTHUT

Hapyuwexus Ha ounre

MHoro peaxu

KATapaKTa,
3PUTENHU HAPYILICHKA,
MaKyJonaTus

HapylueHus Ha yxoTo H
n1abvpUHTA

MHoro peaky

BEPTHUIO

CbpaeyHU HapyLUeHHH

MHoro peaku

CTEHOKaPaMs,
Opanukapauns

CbA0BH HapyLIEHUS

MHoro peaxu

XHIICPTOHHA

CroMallHO-4pEBHU HApYLLIEHHA

HeuectH

nospbiuade’,
ranexe’,
[uapus

Mnoro peaxu

XeMaTeMe3a,
cTearopes,

CTOMATHT,
NPOMEHH B U3XOKINAHETO

(C Heu3BecTHa 4YecToTa

KopemHa bonka

XenaToOWUJIMapHU HapyLLEHUS

HeuecTH

HeoDUYaliHK YepHOAPOOHHU

(OYHKUMOHAIHN H3clleaBaHus’

Penku xenatut (BKIIOYHUTENHO
YyepHOApOOHA HeKpo3a K
paHy/I0MaTO3€H XernaTur)’
HapylieHus Ha koxata u YecTn obpuB
NOJKO»HAaTa TbKaH Penku CUHIAPOM Ha CTUBBHC-

JI>KOHCBH/TOKCHYHA
enuaepMantHa HekpoJu3a’

MHoro peaxku

aAHCKOHEBPOTHYEH OTOK’,
JIeKapcTBeH 00puB,
ATONeLmH,

NMPOMsHA B LIBETA HA KOCATA

C Heu3BecTHA YeCcToTAa

_peaKLus

b T

NMAXCHOHHAE JICKAPLPEeHE

HapyuileHus Ha MYCKYJTHO-
CKEJIETHATA CHCTEMA K

MHoro peaku

uw:

r
]

/

MYCKYyHa 00




CbeANMHWTENHATA ThKaH
Hapyuwenns Ha Ob0peunTe U MHOro peaku XemMaTypv,
NMUKOYHUTE MBTHLLA a30TEMHA
Penku YpO/HMTHA3a
HapyiueHus Ha MHOro peaxu CTEPHIIUTET NPH MBXKE,
BBh3MPOU3BOJAUTE/IHATA CHCTEMA EPEKTUTHA AUCPYHKLHA,
U rbpaara FMHEKOMACTHA
O6wy HapylieHus U epexTtd Ha | MHoro peaku OTOK,
MACTOTO Ha MpPHUII0KEeHHe 000 HEPA3NONOXKEeHUE,
acTEHHS,
nupexcus®
HUscrnensanus UecTy [ToBHlEHY HUBA Ha
TUPEOCTUMYIUPALLHS XOPMOH B
KpbBTA’

'TMonyueHu ca MHOrO peaku cbolLIeHns 38 TPOMOOLMTONEHHA, arpaHyIoUMTO3a U ariacTUYHA aHEMUS,
ocoOeHO npy naLMeHTH ¢ yBpeaeHa 6u6peuna w/uny yeproapobHa QyHKLMS, KOETO NOBHLLABA
HeoOX0AMMOCTTA OT CMEeLMATHH TPHAKH 3a NAUMEHTHTE OT Ta3u rpyna (Bx. TOUKH 4.2 u 4.4).

“TexKuTe peakMy Ha CBPbXUYYBCTBUTENHOCT, BRKIOYHTENHO KOXKHHM pEaKLIMH, MPOTHYALLM C
ekconraum, MopHilleHa TEMMEPaTypa, MTUMQpaaeHONaTHs, apTpanris W/HIN eo3UHOPHIHS, BKJIIOYBALIH
cuHapoma Ha CTuBbHe-IkoncesH (SJS) ¥ TokeryHa ennaepmanna Hekposnsa (TEN) ce Habmonasar
psiako (BiK. ,,HapylueHHs Ha KOXaTa U MoAKoxHaTa ThbKaH ). CbNLTCTBALL BACKY/IUT M TBKAaHEH OTIOBOP
MOJKE /14 C€ MPOSABM MO PA3IMUHM HAYMHH, BKIIIOUHMTETHO XENaTUT, yBpeacHa 0nbpeyuna hyHKuMa, OCTbP
XONaHTUT, KCAHTHHOBHU KaMbHHU H, B MHOTO PEAKH CiyuyaH - repuoBe. MHOro psaako e cpobliasaHo 3a
OCTBP aHAPHNAKTHUEH LIOK. AKO Bb3HHMKHAT TAKWBA PEAKLHUH, KOETO MOXKE a CTaHE BCAKO BpeMeE B X012
Ha leyeHUeTOo, aATONypHHON TpabBa na ObAC CNPAH He3abaeHo U OKOHYAMETHO.

Peakuyy HA CBPBXYYBCTBHMTENHOCT OT 3a0aBEH THM € NONIMOPraHHO 3aciaraHe (M3BECTHO KaTO CHHAPOM Ha
cBpbxuyBcTBuTenHocT wiM DRESS) ¢ Tpecka, o6pus, Backynur, numdaneHonatus, ncesio aumMepom,
APTPAIrUHs, NCBKONEHUA, EO3UHOMD WU, XENATOCMIICHOMEr AU, OTKIOHEHHS OT HOPMAJIHUTE CTOWHOCTH
B UepHOAPOOHUTE (PYHKUHMOHATHH TECTOBE U CHHAPOM Ha W3UE3BALIM XJUTBYHM MBTHLLA (pa3pyluaBaHe U
M3ue3BaHe HA MHTPAXENATATHHTE XKAbUHM KAHAIH), KOMTO CE NMPOABABAT B pasiMuHi KeMOuHauuu. Morat
na 6baaT 3acerHaT ¥ APYrH opraHy (Hanpumep uepeH apod, denu apobose, 61LOpeLn, naHkpeac,
MHOKapAa M AedenoTo 4epBO). AKO BL3HHKHE HAKOSA OT T€3W PEAKIMKU NO BPEME Ha JIEUEHUETO, TpaOBa
He3a0aBHO ¥ OKOHYATE/IHO Ja Ce NpeKpaTH rpueMbT Ha Munypur.

[Tpunoxkenuero My noseye He TpadBa aa ce Bb30OHOBABA MPY NALMUEHTH C PEAKLHA Ha
CBpbXUyBcTBHUTENRHOCT U SJS/TEN.

[TpuNoKEeHHETO HA KOPTHKOCTEPOUAM MOXKE A € OT 10132 3a OBNA/AABaHE HA KOXXHHTE PEaKlIuK Ha
CBPbXUYBCTBHUTEHOCT.

[1py BL3HUKBAHE Ha NEeHEpanU3INpaHy peakUUHd Ha CBPBLXUYBCTBUTENHOCT, OOMKHOBEHO KMa HAJIMYKE Ha
6b6peuHO W/ unu YepHOAPOOHO yBpeKAaHe, KOraTo U3XoabT € daTtaneH (BxK. T. 4.4).

*AnrnoapeHodnacter T-kaeTbueH TMMBOM € OMKUCBAaH MHOTO PSUIKO cied GUONCHA NPH reHepan3npaHa
nuMpaneHonarus. Marnexna, ye T4 e obpaTtvma cien cnipaHe NpisioKEHUETO Ha Aoy pHHON.

‘B paHHM KIMHMYHH U3MHTBaKUA € CboOLIaBaHo 3a rafeHe U noBpbulaHe. Cnopea AONBbIHUTENHA
HH(pOPMaLKMA, Ta3K peakUmrs He NMpeaACTaBNABa 3HAUYUTENEH MPOoDNEM U MOXKE aa ce u3derHe ¢ npuemM Ha
a7IOMYPHHOJ CRell XpaHEHE,

*YepHoapobHa HEOCTATHYHOCT € chobLiaBaHa 6e3 M3ABEHM J0KA3aTeNICTBA 3a NO-reHepaiu3apaHa
CBPBbXUYBCTBUTENHOCT.

SKoxuuTe peaklMH ca Hal-4yecTH 1 GHXa MOF/IH [ia ce IIPOABAT f10 BCAKO BpeMe Ha JiedeHueTo. Te Morar
na ObaaT NpUAPYXKEHHU ChC ChpOexK, MaKynonanynapHu, NOHAKOra ¢ HIOLIEHE WIK C Ty Pilypa, U pAaKO
KaTo eKCO(GHIMATUBHY IPOMEHH, HAMp. CMHAPOM Ha CTHBRBLHC-JDKOHCHH U TOKCHYHA ST oxond it
Hexkponu3a (SJIS/TEN). Hali-BucoOKuAT pyuck 3a Bb3HUKBaHe HA SJS v TEN wnu apyis eopk

HA CBPBXUYBCTBHTENMHOCT € NpE3 NbPBUTE CEAMHULIM Ha iedeHneto. Ha-nobpure flegy
OBNaJfSBaHE Ha TAKMBA PEAKLIMMK C€ MOCTUraT MpU paHHO AUACHOCTHLIUPAHE H HE
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BCAKO TMO03UPaHO NekapcTso. JleueHueTo ¢ Munyput Tpabsa aa Obae cripsHo He3abaBHO MpH
Bb3HMKBAHE HA TaKUBa peakuuu. Cne Bb3CTAHOBABAHETO OT JIEKH PeakLUH, ako ce XKeae, anornypHHoa
Moxe aa Obae Bb300HOBEH B HUCKA f03a (Hanp. S0 mg AHEBHO), KOATO [TOCTENEHHO Aa CE MOBULUN.
YcraHoseHo e, ye anensT HLA-B*5801 ce crbp3sa ¢ puck OT pazBuTHe HA CBBP3aK € alIONypPHHOI
CMHAPOM Ha cBpbxdyBcTBUTENHOCT U SIS/TEN. B cnyuait na peurauBrpalia KoXHa peakuus,
MPUIOKEHHETO Ha anomyprHon tpsbea aa 6vae cnpaHo He3abaBHO M OKOHYATENHO, NOpPaaH BE3MOXKHOTO
Bb3HUKBAaHE Ha MO-TEXKKH PeakUMH Ha CBPbXHYBCTBUTENHOCT (BX. Hapywenun na umynnama cucmema,).
Axo SIS/TEN unu apyru cepro3Hu peakiiiy Ha CBPbXYYBCTBUTENHOCT HE MOraT a ObJaT M3KIIIOUEHH,
npHeMsT Ha anonypuHon HE TpsGea na ce Bp300K0BsBa NOpaaH Bb3MOMXKHOCTTA 34 TEXKH PEAKLIMH H
N0pK peakuuu ¢ daraneH kpait. Knuununarta auarnosa 3a SIS/TEN € ocHoBHa 623a 3a B3eMaHe Ha
pelieHUe. AKO TaKaBa peaKkLus ce pa3Bue 10 BpeMe Ha JIeUeHHE, APUEMBT HA ajlonypHHOJ TpabBa na ce
cnpe He3abarRHO U OKOHYATENHO.

'"CboBLIeHO 3a M0sABa Ha aHTMOHEBPOTHYEH OTOK ¢ WiK 6e3 NpU3HaLUK U CHMINITOMH Ha Mo-
reHepanmM3nupaiy peakLMi Ha CBPbXUYBCTBUTETHOCT.

5ChobLueHH ca ciayyad Ha (pebpunuTeT ¢ UK 6e3 NpU3HaLK K CUMIITOMM Ha 10-reHepaiu3npaHa peakuus
Ha CBPbXUYYBCTBHTENHOCT KbM anomypuKon (Bx. ,, Hapyuenusa na umynnama cucmema™).

’HannuueTo Ha MOBHILEHH HUBA HA TUPEOCTUMYNUpauiusa xopMoH (TSH) 8 cboTBeTHUTE NpoyUYBaHUs HE
IOKA3Ba HUKAKBO Bb3AeHCTBUE BhPXY HUBaTa HA ¢cBoOOAHHA T4, a HuBata Ha TSH He ca nokasatenHu 3a

CYGKJ'IHHPI‘-IEH XAMOTHPCOUIHITLM.

CrofiiapaHe Ha NOAC3UPAHH HEKENAHU PEAKLINH
CrhobuiapaHeTo Ha MOJ03MpaHM HEXKETaHU peakuuu ciel paspeluasaHe 3a yrnotpeda Ha TeKapCTBEHUS

NPOAYKT € BakHO. ToBa ro3ponsiBa Aa NpoAbMKY HaOMIOAEHHETO HA CHOTHOLIEHHETO NMOJI13a/pHUCK 3a
nekapcTeeHMs npoaykT. OT MEAMUMHCKUTE CNIELMANHCTH Ce M3UCKBA Aa cboOlllaBaT BCAKa NoJ03UpaHa
HeXKejlaHa peaklMs Ype3 HaUMOHaIHA cucTeMa 3a cbobuaBaHe B M3mbaHMTeHA areHuMs No nekapeTeaTa
ya. ,,Jaman [pyes* Ne 8, 1303 Codusa, Ten.: +35 928903417, yebeaitT: www.bda.bg

4.9 Ilpeno3upane

HMma cpobluueHia 3a norasluade Ha o 22,5 g ajtorypuHon 0e3 npoaBU HA HEXENMaHH peakLUy.

CuMnTtomMy
CUMNATOMUTE M NPHM3HALIUTE Ca BKJIIOYBAIM ajleHe, MOBPbLIAHE, IHapUs U CBETOBBPTEXK M ca CbobLLIeHH

Mpy naureHT, KOUTo € norbnnan 20 g anonypuHon. CbIUMAT Ce € Bb3CTAHOBUI CNEA MpUnarale Ha ooy
MOAXBPHKALLK MEPKH.

MacusHata abcopOums Ha anonypHHOJ MOKe 2a JOBEAE AC 3HAMUTENHO HHXHOKpaHe Ha aKTUBHOCTTA Ha
KCaHTHH OKCHAAa3aTa, KOETO HE & OYAKBA Ja UMa HeOIaronpuAaTHU eekTH, OCBEH aKO € MOBAUAHO OT

CbIILTCTBALIA Tepands, 0cobeHO ¢ 6-MepKanTOnypuH W/ WY a3aTHONPHH.

JleueHue

He e n3pecTeH cnelrdHYEeH aHTHAOT. 3a Aa ce noaodpH €KCKPELHATa Ha aJIONYPHHOJ U HEMOBHTE
MeTabONUTH, € HeoDXOAHMa aIcKBaTHA XKUApaTalKa 3a noaaspxkaHe Ha ofiTUManHa auypesa. AKo ce
MPEeUEHM 3a HEOOXOAUMO, MOXE Ja C€ NPHI0KH XEMOAHMAIH3A,

5. GOAPMAKOJOI'NYHU CBOUCTBA

5.1 ®apmakoaMHAMHYHH CBOiCTBa

dapmakoTepaneBTHYHA IPyna: aHTHNOAArPO3HY J1EKAPCTBA; 1eKapcTsa, HHXUOUpalN 0pedFaiRIa
nukouHa kucennua. ATC xoa: MO4A AQ] }g\},\-\\-\"ﬂ Dg%
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AJIONYPHHON € MHXHOUTOP HA KCAHTHH OCHAa3aTa. ANOMYPHHON H HETOBUAT MTaBEH METAbONUT
OKCHITYPHHOJ, TOHMXKABAT HUBOTO HA NMKOYHA KMUCENWHA B [J1a3MaTa U YPHHATA KAaTO HHXUOUPAT
KCAHTHH OKCHIA34Ta, €H3MM, KOMTO KaTajaM3Mpa OKCHAALMATA Ha XMITOKCAHTHH 10 KCAHTHH M Ha KCAHTHH
10 NUKOYHA KHcenuHa. JIONbIHUTETHO HHXUOHPAHETO Ha MYPHHOBHUA KaTaboan3bM MPH HAKOU, HO HE
MPY BCUUKH NALIUEHTH C XUNEPYPUKEeMHUS, NOTHCKA HOBaTa OMOCHHTE3a Ha NYPHHUTE, NOCPEACTBOM
MHXHOWpaHe Ha obpaTHaTa Bpb3Ka Ha XUITOKCAHTHH-TYaHUH gochopubosuntpancdepasara. Jpyru
MeTabOMHTH Ha AJIOMYPHHOJ Ca aNiofNypHUHOI pHDO3Ua M OKCUITYPHHOI-7 pHOO3UA.

5.2 ®apMaKOKUHETHYHH CBOHCTBA

Abcopbuus
ANONYPHHOJ € AKTHBEH NPH NEpOopanHO NPHIOKEHHE K ce abcopbupa ObP30 OT rOPHHUTE OTAENU HA

CTOMAUIHO-YPEBHHUS TPaKT. B u3nuTBanus e yctaHOBEHO, Y€ anonypHHOJ C& OTKpUBa B KpbBTa 30-60
MUHYTH crief npunoxeHuero My. Mauucnenara 6uonanuuxoct Bapupa ot 67% no 90%. ITukosure
ia3MeEHU HMBA Ha anonypHHoa oOMKHOBeHO ce HabnoaasaT npubavsurendHo 1,5 vaca caen nepopanHo
npuioxeuue Ha Munyput, Ho cnaaat 6bp30 Y TOM c€ OTKPHUBA B HE3HAUUTETHH KOJIHUECTBA el O-us
yac. [TukoBHTE HMBA Ha OKCHITYpHHON 0OMKHOBEHO ce Habmioaaear 3-5 vaca cieq nepopaiHo
NMPUNOoXKEHHE HA MHUYPHUT U ca 10CcTa NO-TPaHHH.

Pasnpenenenue

ANOTNYPHHOJ C€ CBbP3Ba B HE3HAUMUTENIHA CTENEH C NJIa3MEHHTE NPOTEUHH K NOpaay TOBA BAaPUALIMMTE B
CBBbP3BAHETO ¢ MPOTEUH HE CE CUMTAT 33 3HAUKMMH CNe OHUCTBAHE. HABHUAT 0DOeM Ha pasnpenecsneHHe Ha
anonypuHon e npubauszurenno 1,6 nurpa/kg, koeto npeanonara OTHOCATENHO roJIAMO pasnpeneneHye B
TbKaHuTe. He e ¢hobLaBaHo 38 ThKaHHM KOHLIEHTPalL MY Ha AJTIONYPHHON NP XOpa, HO € BEPOATHO
ANMOIYPHHOI M OKCHUITYPHHON Aa ce HaMKUpaT B Ha-BUCOKM KOHLIEHTPALMH B HEPHHS JpO0 U
THbHKOYpEBHATA NMraByMUa, KbACTO aKTUBHOCTTA HA KCAHTHH OKCHAA3aTa € BUCOKa.

Buotpadchopmalius
OcHOBHHUAT MeTabonuT Ha alonypyHON € OKCHNypHHOA. Ipyr# metabonuTh Ha anonypHHON ca
anonypuHon pubo3Ha U okcunypuHon-7 pubo3ua.

EauMuHupaHe
[Tpubnusnrento 20% ot npueTHs anonypHHOI Ce EKCKPETHPA B M3NPAKHEHUATA B PAMKHTE Ha 48-72

yaca. ENMMHUHKpAHETO Ha ANOIMYPHUHON CTaBa rMaBHO Ype3 METaDOIUTHO NMPEBPLILAHE B OKCHITYPHHON OT
KCAHTMH OKCHAA3aTa Y ajiIEXH]l OKCKHA3aTa, KaTo no-Manko oT 1 0% oT HenpoOMeHeHOTO aKTUBHO
BELIECTBO C€ EKCKPETHPA B YpHUHaTa., AJIONYPHHON MMa NNa3MeH MOAYXHBOT OT okouio 0,5 - 1,5 daca.

Oxcunypuxon € no-cnab HHXMOUTOP Ha KCAHTHH OKCHIAa3aTa OT aJIONYPHUHON, HO MUIA3MEHKSA MONYKHUBOT
Ha OKCUITYPHHOJ € MHOro no-abasr. M3uncnen e nepuoa ot 13 go 30 uaca npu xopa. [lopaau Tosa
eheKTUBHOTO MHXHOHpPaHe Ha KCAHTHH OKCHAa3aTa Ce NnoJAbpKa noseye oT 24 yaca cnea eAHOKpaTHa
AHeBHa 103a ajonypuHo. [lauvenruTte ¢ HopmanHa 6b0peuHa QyHKUUA aKyMYIUPAT MOCTENEHHO
OKCHMYPHHON 10 AOCTHraHe Ha HerosaTa ctabuiHa nnaiMeHa KOHUeHTpauus. [1py TakKMea nauneHTH,
npuemaiuyu 300 mg anonypHHON AHEBHO, OGMKHOBEHO IIa3MEHHTE KOHUEHTPALIMK Ha OKCHITYpPHHOA Cca
5-10 mg/nuthp.

OXCUITYpPHHON C€ JTMMMHUPA HEMPOMEHEH C YPUHATA, HO [IPUTEXKABA ABbABI €TMMHHALMOHEH TOTYXKHUBOT,
ThH KaTo noanexu Ha TyOynHa peabcopbuusa. CrobuieHure CTORHOCTH HA eMUMUHALMOHEH MOJY>XXHBOT
BapupaT B AWanaloHa ot 13,6 yaca 1o 29 yaca. [ onemure pasnuuus B Te3M CTOHHOCTH MOXE J1a Ce
OB/DKAT HA BapUaUUy B AW3aiiHa HA U3NHTBAHMATA U/WIIM KPEATUHWHOBUS KJIWPBHC HA NauUEHTHTE.

CneunanHy nonygaluuu -
bvbpeuno yspeosicoarne

KAvpBbHCBT Ha anomyprHHON ¥ OKCHNYPHHOJ 3HAYMTENHO HAMANABAT NPH NALUEHTU
OYHKUHS W BOART A0 M0-BUCOKK NJ1a3MEHU HMBA NPU XpOoHUYHA Tepanus. [lauyeHt /
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6b0peuHayBpena, Mpy KOUTO CTORHOCTHTE HAa KPEaTUHUHOBHA KIIHPBHC ca buin mexay 10 1 20 ml/min,
ca NoKasasiv Mjia3MeHd KOHUEHTPaLMK Ha OKCKUypyHon oT npubnuautenHo 30 mg/nutbp cnen
NPOABIKUTENHO npunoxeHue Ha 300 mg anonypuHon aresHo. ToBa € npubIN3IUTENHO KOHLEHTPALMATA,
kosTo 61 6una aocturHara ¢ go3d ot 600 mg aHeBHO nNpu xopa ¢ HopMasiHa ObbpeyuHa dyHKUMA. 3aTORA
rpy nauMeHTHTe ¢ ObLOpeUHa yBpeaa e HeOOXONMMO HamasIfBaHe Ha A03UTe HAa Munypur.

Cmapuecka gw3pacm
He c¢obluecTeyBa BEPOATHOCT KMHETHMKATA Ha IEKAPCTBOTO 1A Ce MPOMEHH OT APYro, OCBEH OT HApYluaBaHe

Ha ObOpeyHaTa QyHkuus (Bx. ,,brOpeuno yepexaane™).
5.3 IIpeax/IMHMRYHK NAHHH 32 DezonacHoCT

Mymaeennocm

B uuToreHeTHuHU nNpoyuBaHUs € HabMOAaBAHO, He ATOMYPHHO HE NPEIU3BHKBA XPOMO30MHH abepauuun
NPH YOBEIUKKH KPbBHH KJIeTKM in vitro B 103u 10 100 Muxporpama/ml u in vivo B no3u 1o 600 mg aHesHo
B Ipoan/pKeHHe Ha cpeaHo 40 meceua.

AnonypuHon He ofpa3yBa HUTPO3HH CBEEAMHEHHA, HUTO 3acAra nUMQPpoLUTHATA TpaHchopMauus in vitro.
JlokazaTencTea 0T BUOXUMUYHHU U APYTH UMTOJIONMYHH NTPOYUBAHMS TBBPAO MPEarnoaarar, ye
anonypHHOJ HAMA BpeilHH edekTd BbpXy JHK B HUKOM eTan oT KAeTbUYHUS UHKBI U HE € MyTareHeH.

Kanyepoceunocm
[Ipy MULLIKM M TTBEXOBE, TPETHPAHH C AJIONYPHHON B NMPOABIKEHUE HA 10 2 TOAHHU HE Ca YCTAHOBEHH

AOKa3aTe/ICTBAa 3a KAHLCPOIrCHHOCT.

Tepamozennocm

B uznuTRaHe, npu KOETO MULLKH ca noaydapany HHTpaneputroHeanHo 1034 oT SO unu 100 mg/kg, Ha 10-
Ws uaK 1 3-us aeH oT OpeMeHHOCTTAa ¢a YCTAHOBEHW aHOMAJIMM NpH PeTycHuTe, Makap ye noaodbHo
M3UTBAHE NpH MABXO0BE B 1034 OT 120 mg/kg Ha aeH 12 oT OpeMEHHOCTTA HE € KOHCTATHPAO aHOMAaJIUH.
LlIupoxoo6xBaTHH U3NUTBAHKA Ha BUCOKHK NEPOPANTHY 103U anonypuHoN npu Myuwku po 100 mg/kg
nHesHo, murbXxose Jo 200 mg/kg aHeHO m 3aiium oo 150 mg/kg nHeBHO No Bpeme Ha 8-us 40 [6-Ms aeH OT
OpeMeHHOCTTa, He Ca MOKA3aK TEPATOreHHM eheKTH.

EQHO in vilro U3NUTBaHE, B KOETO € U3NOA3BAHA KNEThYHA KYJITYpa OT (DETANHU MHIUH CIIOHUYEHH XKNE3H
332 OTKpUBaHE HA eMOPUOTOKCUYHOCT, € NOKA3alo, Ye HE CE O4YaKBa ajoMypPHHON Aa NPHYHHMU
eMOpHOTOKCHUHOCT, 6€3 1a NPUUHUHK TOKCHM4YHH NPOABH KU Y MalKaTa.

6. PAPMAILIEBTUYHHA JAHHHA
6.1 CnuchK HA NIOMOILHNUTE BEeLIeCTBA

JlakTO3a MOHOXMApAT

KapTOEeHO HULLECTE

[MOBUACH

Tank

MarHe3ueB cTeapar

HAaTPUER HUILUECTEH MIMKONAT THIT A

6.2 HechbBMECTUMOCTH
Henpunoxumo.
6.3 CpoK A roAHOCT
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3 roanHA

6.4 CnennajiHR YCJIOBHSA HA ChXPAHEHHE
Ctbknena OyTnnka: Ma ce cxxpaHssa non 30°C.
6.5 Bua # ¢chabpKaHHe HA ONMAKOBKATA

30, 40, 50, 60, 70, 80 nnu 120 TabneTky B Kadspa CTbKICHA OyTUIKA, 3aTBOPEHA ChC 3alIUTEHA CpeLly
OTBapAHE NNacTMACcOBa Karayka ¢ yIUTbTHUTEN, MOCTaBEHa B KAPTOHEHA KyTHS 3a€1HO C JIMCTOBKATA 3

nayueHTa.
6.6 Crnenna/JiHH npeAna3iHd MepKH MpH M3XBbPJAsIHE H paboTa
Hsama cneunanHy M3UCKBAHHA.

Pexxum Ha orniyckane: OTycka ce caMmo Mo JIeKapcKo NpeanucaHue.

Heu3non3saHuAT ieKapcTBEH NPOAYKT M/IK OTNMAaabYHHTE MaTepyalid OT Hero TpsabBa 1a ce N3XBBPJAT B
CbOTBETCTBHE C MECTHUTE U3IUCKBAHMA,

7. INPUTEXATEJI HA PABPEIHEHHUETO 3A YIIOTPEBA
Egis Pharmaceuticals PLC

1106 Budapest, Keresztari 0t 30-38.
YHrapus

8. HOMEP HA PAZPEIIEHHUETO 3A YIIOTPEBA

Munyput 100 mg rabnetku: Per. Ne: 970 0554

9. JATA HA ITBbPBO PAZPEIIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHMETO 3A
YIIOTPEBA

Jlata Ha nmupeo paspewasane: 01 wHn 1973 T,
Jlata Ha nocneaHo nogHoBsBane: 27.03.2014 r.

10. IATA HA AKTYAJIUIUPAHE HA TEKCTA

HexkemBpu, 2024 r.
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