KPATKA XAPAKTEPHCTHKA HA MIPOAYKTA

1. HME HA JJEKAPCTBEHMS INPOAYKT

Muaypnar 100 mg vabaerxn
Milurit 100 mg tablets

2, KAYMECTBEH H KOJIHMECTBEH CbCTAB

Beska Tabnerka chanpxka 100 mg anomypunon (allopurinol).

IlomounHg BEIeCTRO ¢ HABECTHO NS CTRHE

Besaxka rabnerxa ceabpika 50 mg 1akTo3a MOHOXHAPAT.

3a NBNHHA CMHCHK HA NOMOINHHTE BELIeCTBA BIXKTe ToUka 6.1,

3 JIEKAPCTBEHA ®OFPMA

TaGneTka.

WINLAHWTERHA AI'EHUMﬂ no IIEKAPCTBATA

Kpamea XapaxmapuCInusa Ha NpOgyKma - « flpuacenue 1

Kvm Pea. Ne .. 93{'00554

FPaspelshus Nnﬁé;/%/w j.yyé.g

OGOBDEHUE NE oevvesrasressrnscssesceses WARN L

beny win CHBO-6€¢H, KPBITIH, IUTOCKH, CBC CKOCEHH PhOOBe TabNeTky ¢ NenWTenHa YepTa OT eAHATA
CTpaHa M ¢ rpasipaH Hagauc "E 351" ot apyrara crpana. [oBpspxAOCTTa Ha pazuynpane e Gama uiou
cuso-6ana. JinaMersp: oxono 8 mm, BicouHHa Ha TabneTKaTta: 3,0 mm+6%.

Talnerkara MOXe 1a 6n.a¢ pa3geneHa Ha paBHR 03N,

4. KJIMHWYIHH JAHHH
4.1 TepanesTu4nn noxkalaHBg

Bvapacmuu

s Bowuxy dopma Ha XHIEPYPHKeMHA, KOKTO He ¢ KOHTPOJIMDAT ¢ AHETa, BKIIOYHTENHO BTOPHYHA
XHICPYPHKEMEA OT padIMteH NPOHIXOJ H KIMHAYHY YCIOXHCHAS HA XUMEPYPAKEMATHH
CHCTOAHHS, MPEINMHO KNRHAMYHO H3AREHA I10AATPa M ypaTHa HedpomaTHa, KakTo K 3a pasTBapAHe
¥ DpodHNAKTHKA HA YPATHA Kankyio3a (KaMbiu B 6bp6permTe).

o Jleyenue Ha penKIHB Ha CMECEHH KAMIMEBOOKCANATHY ObOpeUHM KaMbHE NPH NPHAPYAABAINA
XUIOEpYpPHKEMHS B CIyUanTe, KOraTo TEYHOCTHTE, JHETHHHUA PeXKHM H IpYrH TOJ00HH MEpKY ca

Hee(hHKACHU.

Heya u wonowu
s BropHuna XBIOepypHKeMHs OT Pa3iivdeH NpoOuzXos.

¢ VpaTHa He()pOMATAA IO BpeMe Ha NeYeHNEe Ha TEBKEMUs,
* HacnencTeeH ¢H3uMeH aeuuuy, cunapom Ha Lesch-Nyhan (wactuuen unu TotaneH aehuour Ha
XUTNIOKCAHTHH-TYaHnH docdopnbozun tpaHchepasa) i nedULUnT Ha adeHuH

tochopubosuntpancdepasa.

4.2 J03MpoBKa H HATUE HAa NPAIOKeHRe




ﬂoanponxa

1Ipu evapacmuu

AnomypuHron TpabBa Aa ce BBBEXKIA B HACKA [03a, HAanp. {00 mg AHEBHO, 3a Ja C¢ BaMalH PHCKET OT
HEXKENaHH NEKapPCTBeHH PEaKIMH, H OA CE YBEIHYARA CAMO aKO OTrOBOPET IO OTROMEHHE HA HHBATa Ha
Yparyu B cepyMma & HézanoBonuresneH. [Ipu Hapywena 6u6peuna ¢yrkims Tpabea aa ce npoABABEa ocoBEHO
BEHMaHue (BX. ,,bp6pevno yepescaane™),

IpertopruBar ce cleARKTE A030BH CXEMH:
100-200 mg grenso ope nexn Hopmu,

300-600 mg aHEBHO IPR YMEPEHO TeXKH (POPMH,
700-900 mg AHeBHO NIPH TeXKH HopMM.

Axo ¢ HeobxoHMO olipefenaHe Ha fo3aTa Ha Gasa TenecHo Terno (mg/kg), TpsGka ha ce mpunara 4o3a oT
2 no 10 mg/kg TenecHo Terno Ha AeH.

Heduampuung nonvaayus (fiena Ha B3pacT noa 15 rogunn)
Tlpenopruntentara nosza € 10 xe 20 mg/kg TenecHo Terne Ha AeH, A0 MaKCHMANHA o33 ot 400 mg
JHEBHO, Pa3feNieHa B TPH DpueMa. Panko UMa nokasaHnn 3a yrorpeGa npy Jeua, ocBeH B ciryqall Ha

3MOKAaYeCTBERM 00pasyanns (Haii-peue IeBKEMHA) H ONpENEICHH eH3HMHM HAPYIIEHUS, KATO CHHAPOM
Ha Lesch-Nyhan.

Cmapuecra évspacm

[lopann nuncaTa Ha KOHKPETHH XAHHH, TpA0Ba a ¢ Mpuara Rali-HHCKaTa 2034, IPH KOATO CE NOCTHTA
Ao6po NOHHAKEHHE HA HHBOTO Ha ypaTd. [To-crieuanio BHUMaBRe CIIENBA Ja Ce OTAENA HA NPENOpbKUTe
npu 656peuno yBpexaate H ONpeReNeHN Cy4aH, TOCONEHH B Touka 4.4 (suc. m. 4.4).

Bubpewno yepewcoaue

Tl ka0 anomypHiHON 1 HETOBUTE MeTabONNTH ce ekCKpeTHpaT npes OsbpeunTe, Hapymenara 6s6peuna
dynxuma Moxke fa fokesle JO 3aMEPKAHE HA AKTHBHOTO BEMIECTBO W/WIH HA HETOBA METAOONUTH C
NOCNEeNBAe yARLKABARE Ha NJIa3SMEHHA M HOIYXHBOT.

Tabauuara no-a0xy MoXe Aa MOCAYKH KaTo CIpaBKa 32 afaNTHPaHe Ha J03aTa npu 066peuno
YBpexiane:

KpeaTHuRHOR JdueBda xo3a

KAHPBLHC

>20 ml/min HOpMANHA JI03a

10 a0 20 ml/min 100 o 200 mg nueBHO

<10 m/min 100 mg AHERHO ANH Ha NO-TOAEMH HHTEPBAITH OT
BpeEMe

B ciyuali na Texxo ypeneHa Gu6peuHa yHKUMA MOXe Oa e MpencpbaaTeana ynorpebara Ha 7o3a 11oa
100 mg AHEBHO MM HA eNUHWYHNA 203 oT 100 mg Ha RHTEPRATH, TI0-FONIEMM OT SIHR JEH.

TIps HamiYMe Ha YCIOBHA 33 HabmoAenne Ha KOHIEHTPALIMAITE HA OKCHITYPHHON B IIIA3MATA AO3ATS
TpAGBa Ja ce KOPHTHpA TaKa, Ye [a ¢ OLABPKAT HUBA HA OKCUIYPHHON B IIaiMaTa noa, 100
MHKpOMON/ARTED (15,2 mg/nuThp).

AJlonypUHON M HETORATE MeTaGONHTH ce enuMuHMpar ¢ 616peuna ananusa. Ako ce HaNara MpoBekKIaHe
HA JHANNU3A ABA-TPH ITbTH CeAMHYHO, Tpaﬁna Ja ce oOMHCITH BB3IMOXKHOCTTA 38 MpHIIarake Ha apyra
no3oea cxema o1 300-400 mg anonypHHON HEMOCPEACTBEKO CIeA BCAKA AHANN3a, Ge3 MPIIoKEeHHE B
HHTEPRANa MeXIY TAX.




Ipu naupenty ¢ 66petiHo yBpexkaaHe, € THOBPEMEHHOTO NIPWICKEHUE HA ANONYPHHON H THAZMHH
AyApeTHiM Tps0Ba Na cTaBa ¢ MOBHIICHO BHUMaHHE, ANomypuHON TpA0Ba Ja ce NpHUAAra BbR BhIMOMKHO
Haii-uuCcKara eQeKTHBHEA 032 IPH CTPHKTHO Npocieaspane Ha Gx6pednata dynkuus (bx. 1. 4.5).

YepnodpobHo yepesicdare
[Ipu nanuenTn ¢ YepHOApoOHO yBpeKAaHE TPAGBa Ja ce npiiarar HaMmaneHn Jo3u. lpenoprupa ce
NePHOAAYHO NMPOBEKAAHE HA H3CNEABAHMA Ha YePHOMPOOHATA QYHKLISA B PAHHATE €TANM Ha JSYEHUETO.

Jevenue na CbCMOANRUE, C8BN3AHY C UHMEHIUBEH Kpe2oepam Ha ypamu, HanpumMep HeOnRasmMu, CUHOPOM
ta Lesch-Nyvhan

IlpenopeHnrTenRo € A2 ce KOPHIHpPa CHINECTRYBAIA XHIEPYPHKEMHA WA XHIEPYPHKO3YPHA C
ATONYPHEOST MPEAH 3aMOYBAHE HA UHTOCTATHYHA Tepannd. O 3HaueHHe € A c& OCHIYPH aleKBaTHa
XHAPATAUNA © LEN NOANEPAKAHS HA ONTHMATHA AHYPE3a # 44 C6 HANPaBH ONNT 33 AMKATHIALNA HA
YPMHATA C OTJIe/] NOBKINABAHE PA3TROPHMOCTTA HA YPATKTE B YPHHATA/MHKOYRATA kucenuHa. Josara na
ANOMYPHHON Tpabha ga 65h1¢ B MO-HACKATA NIPENOPBYBAHA JO30BA CXEMa.

Axo 655peunaTa QyHKI{HS &€ KOMOPOMETHPaHA OT HANMYAE Ha ypaTHa HedponaThs WA Apyra NaTONOTHA,
A4 ce cnasBar YKaszaHHATa, NOCoYeBH B ,, Bubpeuno yepesxcdane®.

Te3n npaBuna MoXe fa HAMAMAT pHCKa OT OTNaraHe Ha KCRHTHN H/HJIH OKCHITYPHHOJ, KOETO YCIOKHABA
KIHHEYHOTO cheTonaKe. (Boic. coiygo mouxu 4.5 u 4.8).

Hpenopwvra 3a vabrivdenue
Hosuposkarta Tpa6ea Aa ce ananTHpa Ypes HaOIIOACHNE HA CEPYMHUTE KOHLEHTPAUMH HA YPATH B HEBATA
Ha YPaTH/NHKOYHA KHCENHEA B YPHHATA Ha NOAXOMAILA KHTEPEAIH.

[IpenopskH 3a KO3HpaHe NPH KOKHH PEAKHUEH

[IprmoxkenneTo Ha ANOMypPHHON Tpa6Ba a4 ce crpe He3alaBHo, aXo BBIHRKHAT KoxuH peaxunn, Cien
BB3CTAHORABAHETO OT JIEKH PEAKIHY, AlONyPHEON MOXKE 1A ¢€ OpATara OTHOBO B HHCKA 032 (HanpuMep
50 mg/nnerno) cren BHEMATENHA ONEHKA Ha pHcKoBeTe. BoochencTsue, no3aTa Moxe [Ja ce YBenH4aRa
MI0CTENEHHO, KATO c& HAaOMIOAARAT KOXKHHTE PEakLIMM ¥ APYTH BBIMOKHE HEXKENAHH Peakunu. AKO ce
1possH oGpHB, NPHEMDBT Ha ANONYPHHON TpAGBa Aa OB/l NpeKpaTeH OKOHYATENHO, KAT0 C& MMA TIPe/ABH,
qe MOTaT 43 FLIHHKHAT NO-TEXKH PEaki[iil Ha CBphXYYBCTBUTEAHOCT (B, T. 4.8).

Hauys Ha npwioxenne
3a nepopanto NpUToKeHEE,

Muyput Moke 1a ce TIpHeMa Nepopanto BeAHbK AHEBHO cen xpaxere. [IorocHMOCTTa MY € 100pa,
ocofeHo cne mpyeM Ha Xpaka. AKO JHeBHATa A03a HanewmK 300 mg u NPy NPOsRa HA NPH3HANK HA
CTOMBLIHO-YPEBHA HEMOHOCHMOCT, MOXKE /13 € NOAXOAAIIA CXeMa ¢ pasAe/iaHe Ha ROIUTE.

4.3 MNporuRonokazalus

CBpPBXUYBCTBATEITHOCT KbM AKTHRHOTO BELICCTBO HIIH KBM HAKOE OT IIOMOMIHUTE BEINEcTRa, H3GpPoeH! B
TOuYKa 6.1.

4.4 Cnennajgnan upenynpexacHns H NpeanasHE MepKnl NpH ynorpeda

Cunipom Ha CBPEXIYBCTBUTENHOCT, cHHAPOM Ha Crusnhc-JDkoncrH (SJ8) B TOKCHYHA enugepManya
Hekponuia (TEN)

Peakuusra na CBPBXUYBCTEBHTCIHOCT KbM AMOITYPHHON MOXKE A3 C€ NPOABRH N0 MHOTO PA3sNIHYHH HAUMHY,
BKIOYHTEIHO KATO Makyllo-namynapeH €K3aHTEM, CHHAPOM HA CBPBXUYBCTBHTEIHOCT (H3B&CTCH ChINO




OCHOBANHE 32 B3eMaHe Ha peleryd. [IpH nogsa Ha TaKMBA PEAKIHE 10 KOETO H [ € BPEME OT JIeNeHHETO,
¢ HeoGxonumo He3abaBHo cMupate ynorpedata Ha atonyprHoi. JleserneTo He Tpa6Ba [a ce IPOABITXABA
OpH TAHEHTH ChC CHHAPOM Ha CBPBXYYBCTBHTenHocT W SIS/TEN. 3a npeosoinpaHe Ha KOXHMTE
peaxuMe Ha CBPBXYYBCTBHTENHOCT MOXE N € OT 1033 NpHIarane Ha Koprakocreponad. (Bx. 1. 4.8 —
Hapywienus na umynnama cucmema v Hapyuienuss na Koxcama u HOOKONCHAMA MoKa).

HLA-B*5801 anen

YcranopeHo e, 4e anensr HLA-B¥5801 ce cBep3Ba ¢ pHCK OT pasBHTHE Ha CEBP32H C ANOMYPHHON
CHHAPOM Ha CBPBXYYBCTBHTENHOCT M SJS/TEN. Yecrorara Ra HLA-B*580) anena papupa B luNpoXs
FPAHHULIHA MeXAY OTICTHATE eTHHIECKH oMy Aalfiy: Ao 20% B momynrannara ot kuraficks npousxon, 8-
15% B TaiinaHnckaTa nonynaund, okono 12% B kopelickara nonynamys 2 1-2% cpes xopara ¢ SIOHCKH
WIH eBPONEHCKH MPOH3XOI.

Tpabsa xa ce obmurcny ckpuauHr 33 HLA-B*5801 npeau sanovuBane na neuenne ¢ ANONyPHBON NpH
NAHEHTCKH MOAIPYITH, 33 KOWTO € H3BeCTeH BHCOK NMPONEHT Ha TOIH anen. HanpukeTo Ha XpOHUYHO
&uOpeuHo 3a60NABaHe MOXKe /ia MTOBHINH JOMBIHHTEHO PHCKS IIPH Te3H NauMenTH, B cyuyali ge nama
reHoTrnHpade 3a HLA-B*5801 np# nauMeHTH 0T XHTaHCcKaTa eTHHYECKA IPYIIA XaH HIM OT TalNaHACKY
HITH KOpelickH NMPOA3X04, IPEAH 3ancBaHe Ha JEYeHHETO & HeoBXomIMo nosATe Ja OBAAT BEHMATENHO
MpeLcHEeHE K a Ce CYHTa, J¢ T¢ HRABHWABAT BEIMOXCHIES PHCK. Manion3BaneTo Ha reHOTUNYPAHE TPH
B3¢MAaHE Ha PEMCHHE 33 JICYECHHE HE € YCTRHOBEHO TIPH APYry NAUMEHTCKH IOy IAIMY.

AKO € U3BECTHO, 4¢ TAHHEHTHT e Hocuren Ha HLA-B*5801 {ocofene DpH NauHenTH OT KUTalcKaTa
eTHHYECKa TPYTIa XaK, OT TAHAaHACKA WIH KOPEHCKY Npousxoxn), He TpAORA Ia ce 3arovha IeUeHHe ¢
ANOMYPHHO, OCBEH NMPH JBTIC4TA HA APYTH FE3MOKHOCTH 33 JIEYEHHE H AKO Ce NMPELeHH, Ye NOI3UTeE
HafaBHMIaRAT pHcka. HeoGxo Mo ¢ ponsnuaTenHO HabmoeHNE 32 IPU3HALIA HA CHHAPOM HA
cepeXxuyBcTRATENHOCT W SJS/TEN, a naumenTsT Tpabea na 6bae nHdopmupaH 3a HeoGX0OAKMOCTTA OT
He3abaBHO CIHpaHe Ha NeYeHHETO NPH NI0SBA HAa TLPBATE CHMNTOMH.

Brnpekd Toa SJS/TEN Moie 12 BR3HHKHE IIpM MAUNERTH, KOUTO He ¢a HocuTeny Ha HLA-B*5801, Ges
3HAYCHHE Ha TEXHHA ETHHYECKH NPOUBXOL,

XpornyHo OnOpeuHo yEpexiane

B13MOKHO € NAUHeHTHTe ¢ XpoBHIHO 6b6peyHo yBpeKnaHe ¥ eJHOBPEMEHEH TIPpHeM Ha JUYPeTUNH,
0cobeno THA3UAH, 14 ¢a H310KECHA Ha JI0-BHCOK PHCK 33 Pa3BMTHE HA PEaKIUM Ha CBPBXYYBCTBHTENHOCT,
B T.4. SJS/TEN pb3 Bpr3Kka ¢ ynorpebara Ha anonypaHon. HeoGXonsMo ¢ NOBHLICHO BHUMAHHEE 33
¥YCTaHOBABAHE HA TPH3AALN HA CHHIPOM Ha CBPBXYYBCTBHTENHOCT Hiy SIS/TEN, KaTo nauMeHTsT
TpAGBa ga 660¢ nEGOpMHUpPad 33 HeoOXONNMOCTTA AEUEHHETO 54 OBAe CpAHO He3aGaBHO U OKOHYATENHO
NIp¥ MBPBaTa Wigsa Ha CHMOTOMM (BXK. T. 4.8).

YepHo, HO & UHO VB age

Ipy manmenTH ¢ yeproapoGHO HIH 6LGpedHo yBpexkaane Tpabra Ja ce NpUArar N0-HUCKY J03H (BXK.
T. 4.2). TIpH nanBeHTH, IPOBEXAAITH JICUCHHE 32 XHTIEPTOHHA KIIH CHPACYHA HEOCTATEIHOCT, HAMD. ¢
muyperun B ACE maxuGrETOpH, MOXKE 3 FR3HMKHE H3BECTHO CHABTCTRAILG BIOIIARAHE HA
Or6peunara Gynkmua, NopaaK KOETO anoNMypHHon TpaGBa Aa Ce NPUIara MPeANAasTHRO NPH Ta3H rpyna.

EGBCHMUTOMHQ XHOCPYPHKEMHA

BescnMnToMHaTa XHIEPYPUKEMHA KaTO UANO HE C¢ CUYMTA KaTo NokasaHue 3a ynorpeGara Ha Mumypur.
ToBa cbeTosHME MOXKE A2 6BAC KOPHTHPAHC Ype3 NIPOMAHA B NIPUEMA HA TEYHOCTH H AHETATA, 3AELHO C
KOHTPOJ Ha NOJUIEKANIATA NPHYAHA.

OcThp IpHCTHN HA NOAArpa
Jledenne ¢ anonypuuon He TpsGBa Na ce 3amo4¥Ba 1O MBIHOTO N34e3BaHe HA CHMITOMATE HA MOJATPO3HHES
MPUCTBIL, THH KaTO TOBA MOXe Oa IMPOBOKHPA IIOARATA HA HOB [PUCTHIL.

B nauanuuTe eTany oT NEUCHAETO ¢ MIUTYPHAT, KaKTo U IIpH OCTAHAINTE YPUKO3YPUYHH NPOAYKTH, MOXKE
Ia ce MPOBUKHPA N0ZBaTA HA NPUCTBI OT NOAATPOlEH apTPHT. 3aTOBA Ce MPENopHUBa MPOGPUIAKTHYHOTO
o




NPWIOKEHNE HA NMOOXOAAIM MPOTHBOBRBINANHTENHK NPOAYKTH WM KONXHOMH B NPONRIKEHME Hak-
MIKO Ha eQME MeCel. 3a NonpoGHOCTH OTHOCHO AO3APOBKATA, NPEXYNpekKIEHHATA M NpeanasHuTe
MepKH, TpaOBa Ja ce HANPABH CIPABKA ¢ IATEPATypaTa,

IIpu nossa Ma MPHCTRI NP MAUHERTH, MPOBEKEAWIA NEUeHHe ¢ aNoNypHHON, Tepanuara Tpabea na
NPOAL/KA B CHIIATa AO3MPOBKA, 4 NPHUCTBIET A& €€ MAEKYBR ¢ HOZXOAAUH NPOTHBOBLINANBTENHH
NPOJYKTH.

A3ATHOUPWH HITH 6-MEPKANTONYPHH
Anornypunon He Tpabpa na ce BPEATHCEA HA NALHEHTH, MPHEMAIIM eYeHUE ¢ A3aTHONPHH Wiy 6-

MepKaIrTouypHH, OCHER AK0 A03aTA HA TE3H NekapcTha Obae Hamanena 30 25% 0T MBPBOHAYANHO
apejnKcaHara goia (k. T. 4.5).

OTraraHe Ha KCAHTHH

Tipu crcToANmA, NIPH KOUTO 0GpasyBaHeTo HA YpaTH € CWIHO MOBUIIEHO (HANp. 3T0Ka%eCTBEHH
3a60M9BAHMA K TAXKOTO NeueHHe, cHHApoM Ha Lesch-Nyhan), abcomoTsara KOHNEHTpalys Ha KCAHTHH B
ypuHaTa 64 MOTJIa B PEIKH CJIydaH Aa ce MOBMIIM JIO TAKABA CTENEH, 4e [ja A0BEAe A0 OTNATAHETO MY B
NMHEKOYBHTE NHTHINA. To3n puck Moxke Aa Op/le HaMalleH Ypes afieKBATHA XHpaTanya, 3a Ja c¢ NOCTHTHE
ONITHMAHG pa3pexK/iane HA ypUHATA,

Bnusnke pppxy yparHETe 6n6pedsn kaMbHH
AnexsariaTta Tepanus ¢ MunypHT e JoBefe OO pasTBApAHE Ha TOJMEMH YPATHH XaMbHH B 616peunuTe
NereHueTa, ¢ MHOTO MAJIKA BEPOXTHOCT 32 3aCAKAHE B YpeTepHTe,

Ilpu neuenne wa noparposna HedponaTHA ¥ YpaTHA Kankynosa, 24-yacoBara Auypeaa TpaGea 1a 6be He
no-Mallko 0T 2 THTpa, a pH Ha ypHHaTa fa ¢e NOAXLpXa B rpaHuLATe 6,4 — 6,8,

XemoxpoMatoza

[TepeuvHOTO AeficTBAE HA ATONYPHHON NPH NEYSHHETO HA HOAATPA € NOTHCKANE HA EM3HMA KCaHTHH
oxcunaza. BraMoxkHo e KCAHTHH OKCH/IA3aTa A3 HMa Y4aCTHE B HAMANABAHETO H eTUMHHHPAHETO Ha
KeNA30, HATPYNMAaHo B uepHAd Opol. B HAKOK NPOYYBAHMA NPH rPH3ATH € YCTAHOBEHO NOBHIISHO
HATPYNBAHE HA JKeJ30 NPU KMBOTHH, IEKYBaHH C anolyPHHOI, JOKATO B APYTH TAKOEA HE € YCTAHOBEHO.
Tlpoyqpaue npu 28 3apasy 1e6POBONIK He € YCTAHOBHIIO NPOMANA B HHBOTO HA HATPYIIBAHE HA JKEJUI3C B
uepyus Apob NpH JeueHde ¢ ANOMypHAOI. HAMa NpoyiBaHuA NPH XOPa, KOMTO M3CAENBAT 6e300acHOCTTA
Ha NPH/IGKEHHETO Ha A0y PHHOM NPH NAIMERTH ¢ XeMaroxpomaroesa. [Ipunoxkennero Ha anonyprHon
MpH NARKCHTA HiTH TeXHy 6iM3xy poacTBeEKIH TpaGBa a3 ce M3RBPIIBA ¢ NOBAINEHO BHAMAHHE.

apyIieHns Ha OB Ta KIE
B np7irocpodno, 0TBOPCHO, PA3sINpeHo NPoyUBaHe ca HabmofaBaHu NOBKIeRH ausa va TSH
(>5,5 microlU/mL) np¥ nanmueHTH HAa ABANOCPOTHO NI€YeHN e ¢ anomyprnodn (5,8%). Heobxoanmo ¢
HOBUIIEHO BHUMAHWE TIPH MpHAAraue Ha ATOMYPHHON IIPH NAIEHTH ¢ IpOMeHeHa DYHKIUA Ha
IMHTOBKOHATA KAe3a,

Besaka TaGneTka cbabpka N2KT033 B HATPAH

Beaka tabneTka cbabpika 5O mg naktosa.

HauuenTH ¢ pefiku HaceACTBEHH TPOGIEMH Ha rAMaKTO3HA HEOHOCHMOCT, TOTANEH JaKTaseH IedunyT
WIIH TIOK030-TANaKTo3Ha Manabcopbums ne Tpadsa a NpHEMAT TOBA IEKAPCTRO.

Harpuii
ToBa nexapeTeo cHALPKA NO-MAIKO OT 1 mmol HaTpuii (23 mg) Ha TaBneTKa, T.¢. NO CHINECTBO He
CBABPKA HATPHIH.

4.5 BsaumogeiicTBHe ¢ APYTH JEKAPCTBEHN NPOAYKTH H APYrH hOPMK Ba BIanMojeiicTBRe i




G-MEpKanmonRypuN U a3amuonpun

A3saTnoppHH ce MeTaGonusHpa A0 6-MepKaNTONnypuH, KOATO Ce MHAKTHEEpPA OT ASHCTBHETO Ha KCAHTHH
okcupaasara. IIpH e1HOBpEMEHHO NPWICKEHHE HA 6-MEPKAITONYPHH WK a3aTMOTpHE ¢ Mutyput, Tpabea
Aa 6bAAT NpANAraHH CaMo €AHA HETBBPT OT 0OHYANHATE J03H Ha (-MEPKaNTOIMYPHH WA A3aTHONPHH, Thi
KaTo MHXMOMpaHeTO Of KCAHTMH OKCHAA3aTA MOXKE A3 YABMKH TAXHOTO Jelicrame. CepymunTe
KOHIEHTPALMN Ha TE3H JIeKapeTBEHW NPOIYKTH MOTAT A3 AOCTATHAT TOKCHYHO HHBO, aKkO [03HTE He
6%BaaT HaManeHH.

Budapabun (adenun apabunosud)

JannuTe NoKaipaT, 9€ MNAIMEHHAT NONYKHROT HA BHOAPAGHH c€ NOBUINABA B MPHCHCTRUETO Ha
anomypuron. Korato apata npoJyxra c¢ M350/13BaT €JHOBPEMEHHO, € HEOGXOOUMO AONBIHATENHO
HabmoAeHNeE, 33 A4 C¢ PasIo3BasT NOBHINEHRTE TOKCHIHHA eexTH.

Canuyunamu # npoGyxmu ¢ Ypuxo3ypusioe deilicmeue .
OKCHITYpHHOJ, OCHOBHHAT METRDONHT HA WIONYPUHON, CHIIO MPUTEKARA TEPANEBTHYHA AKTHBHOCT H C&
€KCKpeTHpa 1pe3 6h6peunTe o CXOMicH ¢ yparuTe MEXaHH3IBM. 3aT0Ba NEKapCTBATA ¢ YPHKO3YpPHYHA
BKTHBHOCT, KATO Npohenenn uii BHCOKHTE A03M CANHLULTATH, MOTaT 3 YCKOPAT eKCKpEHHATa Ha
oxcunypudon. Topa Moxe 1a HaMaJM TePaNeBTHYHATA AKTHBHOCT Ba MUITYPHT, HO 3HAYHMOCTTA Ha TO3H
daKT cilensa fa ce OUSHARA IPH BCEKH OTAENEH CAydai.

Xnoprponamuo

Axo MwIypyT ce Ipmiara 10 €IHO H CBUIO BpeMe ¢ XIOpIporaMu/l, Py NAMHUEHTH ¢ yBpejeHa 6u6peana
GYHKURA € BB3MOKHO NOBHINABARE HA PHCKA OT YAB/DKEHA XUIOTIMKEMU3UpALNa AKTHRHOCT, Thil KaTo €
BB3IMOKHA KOHKYPEHIHA MEXKAY aloNyPHHON M XTOPIPOnaMil 3a ekckpeuns B Sxbpeunnte TyGynn.

Kymapunosu aumuxoazynanmu

[Tomy4enn ca peaxu chobimeRns 3a YCR/IeH edekT H2 BaphaphH U APYTE KyMapHHOBM aHTHKOATYIIAHTH,
KOTraTo ca GuiM Ipunaraly 3a¢aHO ¢ ANOIYPHHOM; OPALH TOBZ BCHIKH NALMEHTH, KOHTO [ONYYaBar
AHTHKOATYNaHTH TpAGBa Ja OBJAT BHAMATENHO HaOIiOAABAHN,

Denumoun

ATIONYPHHON MOKe A2 WEXUOUpa YepHOApo6HaTa OKCHAALHA Ha QPEHATOMH, HO KIHHHYHOTO 3HAYCHHE HA
TO3H (PaKT He € YCTAHOBEHO.

Teoghunun

Hma crobmenun 3a uExubupane Ha MeTabonn3Ma Ha TeodIHH. MexasusMbT Ha B3aHMOASHCTEHE MOXKE
Aa Gpae offcHeH ¢ AHTAXUpPAHETO HA KCAHTHH OKCHIA3aTa B IIponeca Ha GHoTpancdopManu Ha
Teodunun ripu xopata. Hasara #a Teodnnun Tpabea na ce Habmoaasar Npy DAUHEHTH B HAYAIOTO HA
TepanusTa ¢ anomypUHO WK NpY NOBHINABAHE HA NOIHTE.

Armyunun/amoxcuyunuy

[Tpy naumenTH, APOBEKAALIH ASHSHHES ¢ aMIKMIIHE WIH AMOKCHINAKH, KOHTO NPHEMAT K ANOMypHHO,
e ¢cpobuIaBaHo 3a NOBHINEHA Y€CTOTA Ha KOXKHATE O5pUBK B CPRBHEHKE C HalHEHTHTE, KOUTO HE €4
ApHEeMAanH npete nexapcrsa. [pnynbara 3a crobiapaHaTa B3IaRMOBPBIKa He € YCTaHOReHA, Bee nak ce
NpenopEYEa NANKEHTHTE, NPOBEKAALIH JIEYEHHE C ATONYPHHOIN Aa U3NON3BAT ANTEPHATHRY Ha
AMIMLHNHH HTH AMOKCHLHIHA, KOTaTo TORA € RB3MOXHO.

LTumocmamuyu (nanp. yuxnogocghamud, doxcopybunun, GReOMUYUH, NPOKAPOASUN, MEXTAPSIAMUH)
INpr ApuAGKeHHETO Ha ANONYPHHON ¥ LUTOCTATHIM (Hanp. nukTodocdamun, nokcopy Guums,
OneoMUNUH, TPOKapOasHH, AAKAN XaTONEeHHAR) KPBBHH JUCKPA3HH Bh3HAKBAT 10-4ECTO OTKONKOTO
KOTATO Te3W aKTHBHM BEIIECTRA ¢ NPWIArAT CAMOCTOATETHO,
Iopamu ToBa TpAGBa PeOBHO Aa ce NPOCIeAARa KPLEHATA KapTHHa,




Ip1 nanueRTH ¢ HEOMNACTHYIHH 3a60NABAHNA {Pa3THYHY OT IeBKEMHR) € CHOGIIABAHO 32 NOBHINSRA
CTeMeH Ha KOCTHO~-MO3BYHA CYTIPECHS 0T CTPaHa Ra UuiodochaMAi HNH APYTH UHTOTOKCHYHE CPeICTBa
NpH HATHYHE Ha AIONYpHHOIL Benpeky ToBa, B e4H0 A00pe KOHTPOIHMPAHO NIPOYUBAHE NPH NANHEHTH,
NeKyBaHU ¢ nuknodochamu, AokcopyGuiin, S1eOMHIHH, NPOKaPGAsHH WY MEXNOPETAMUH
(XIOpMETHH XHAPOXAOPHA) He € HalmoNaraHO NOBMINABAHE HA TOKCHYHUTE Peakilii KM Te3l
LEHTOTOKCHYHHE JIEKAPCTBA OT CTPAHA HA ANONYPHHOMN.

Anymunues xudpoxcud
AKO ce IpHeMa CHIFLTCTBAIIO ATYMHHHEER XHAPOKCH], aNcIlypUHON MoXe Aa uMa mo-cnab edext. Tpabra
Iia HMa HHTEpPBAN OT NOHE 3 Yaca MEXKIY npdema Ha JBaTa NCKApCTBEHN NPOIYKTH.

Hurnacnopun

CrobmenndTa noka3sar, Ue NIa3sMeHATA KOHLEHTPALMA Ha HHKIOCHOPHH Moke aa Gb/1e NOBHINEHa 11O
BPEME Ha CRITBTCTBALIA TEPaliHA ¢ &TOMYPHEON. BE3MOKROCTTA 32 YCHIBAHE HA TOKCHYHOCTTA OT CTpaHa
Ha [HKIOCIOPHE TPA6Ba Ja Ce MMa IPeABU/] IPE SAHOBPEMEHHOTO MPHIONKEHHE Ha JBETE JIEKAPCTRA,

Huoarnosun

Ipn 3xpasn nodposonuy u natuents ¢ XHB, KOHTO ca O Ha IeyeHHe C ANTAHOMHH, IIAIMEHATE
cToHO0CTH HA Coex ¥ AUC Ha nUAaB03RHE ca GWIH NpUGIMIUTENHO 184 OBTH NC-BUCOKH OPH
CRILTCTRANO Neyenne ¢ anonypuydon (300 mg nuepHo), 63 TOBA J2 € NPOMEHHIO TEPMUHATHHA
TOMYXUBOT. EAHOBPEMEHHO MPHIOKEHHE Ha Te3n 2 NEKAPCTBA KaTo LSUI0 He Ce NPenoprasa. AKo
CBOLTCTBALIA Tepanis € Hajlexalna, NPenopbyBa ¢e HaMalfpaHe Ha Q03372 Ha AMJAHO3HH, KATO
nanyenTHTe Tpabea Aa 6saaT BHUMATENHO HaGnIoAaBatM,

ACE unxubumopu

ENROBPEMEHHAOTO NPUICKERNE C ATOMYPHHOTI € CBBP3AHO ¢ TOBHINEH PHCK OT PalBUTHE HA JIEPKONICHU,
ocobeno npyu NaudenTH ¢ HapyweHa 6u0peusa dyHKUKA, IOPANH KOETO Ce MPeNopbUBa HOBALIEHO
BHUMAHHE,

Tormmen prck OT CBPEXYYRCTBHTENHOCT & ¢LOGIIARAH NIPY €THOBPEMERHO NIPHIAraHe Ha AROMYPHHON C
ACE unxuburopn, ocobeno npn 656pedno yRpexnane.

TIpn eaHOBpEMERHO NPIIOKEHHE HA ANONMYPHHC B KANTONPHI, PHCKLT OT KOKHH DEAKIHY MOKe 13 &
TOBRWEH, 0cOOEHO NPH HUTHYHETO HA XpoKH4Ha GB6peyHa HeAOCTaTLUHOCT.

Huypemunu
CrobuaBaHo e, ye B3aHMOACHCTBHETO MeXLY aNOMmypuHon U dyposeMu BOIH A0 [TOBHIICHH
KOHUEHTPalRH Ra CEPYMHH YPaTH H NNa3MeHH KOHLEHTPSUMHE Ha OKCHITYPHHEOM.

Hima crobimenns 3a NOBALIEH PHCK OT CBPBXYYBCTBHTENHOCT, KOTATO ANOMYPHHOI C€ IPHEMAE ¢
JHYpPeTHIN, HO-TOYHO ¢ THA3HIH, ocobeHo mpu 6u0penHo yBpexnane,

4.6 GepTHanTeT, GPCMEHHOCT B KLPMEHE

bpemennocm

Jannure 3a Ge30MacHOCT Ha MILTypHT NpR GpeMeHHH KeHH ca HeIOCTAThUHH, MAKAP ¢ TO3H NPOIYKT
HMIHPOKO OT MHOTO FOAKHY, 663 BRANMHE BpelHn Tocneanun (Bx. T. 5.3).

AnotryprHol Tpabga Aa e H3NOI3BaA 10 BpeMe Ha OpeMenHOCT, CaMO Ko HAMA no-6esonacHa
aNTEpHATHBA M KOTATO 3a00BAHETO IPEACTARIIIBA PHCK 38 MAIfKaTa HIIH HEPOAEHOTO JIETe,

KnpMmese
ATOIYPHHON H HETOBHAT MeTaboMNT OKCHITYPHHOJ C8 eKCKPETHPAT B KxpMarta. He ce npenopnusa
ynorpefara Ha anOMyPHHON NIPe3 NEPHOAA HA KBPMEHE.




B KLpMaTa Ha XKeHE, IPHEMAIy aronypuron 300 mg aHeBHO, € YCTAHOBEHO HANKYNE HA AOMYPHHO B
koHuerTpanus 1.4 mg/l u okcunypunon - 53,7 mg/l. He ca HaGmogapann ehexTi BBPXY KEPMATETO.

4.7 EpexTH BLpXY cnocofHocTTa 32 modupane 1 pabora ¢ Mamuun

Toii KaTo NpH NALHEHTH, IPHEMAITE ATCNYPHHO, ¢a CHODINABANY HeXeNaHH PEaKIiy, KaT0 CHHAMBOCT,
CBETOBBPTERK U ATAKCHY, NallHeHTHTE TPpAGBA Aa GBaaT ocobeno BHEMATEARHH Npean modupare, pabora ¢
MAIOHHY WK M3BEPIIBAKE Ha ONAaCHH ACHHOCTH, AOKATO He ¢a yOeeHH, U¢ anonypHHON He MOBIRARA
HeOnarcRpHATHO TEXHHTE YMEHHA.,

4.8 HexenaHu JeKapeTBeHd peaKnBn

3a To3M NPOOYKT HAMA CHBPEMEHHA KIMHKYHA JOKYMEHTALUS, KOSTO /12 C& M3NOM3BA B NOAKpeNa Ha
ONPeReNIAHE YECTOTATA HAa HEXENAHNTE JIEKAPCTREHH peakiuy. HexenannTe peakuyu MOTaT fa Bapupar B
YECTOTaTa CH B 3aBHCHMOCT OT IIPHETAT] 1033, KAKTO # HATHINETO Ha APYIH JCKApCTBEHH IPOJYKTH.

HectoTara Ha HEXKENaHUTE PEAKIMA ONMUCAHM IO-AMTY € B NPHOAMINTENHM CTORHOCTH, 33 HOBEYETO
peaxnuy He Ca HANHYHA NONXOAAIH JTaHHHA 32 OLEHKA Ha vyecToTara. HexenanuTe JekapcTReHH peakimu
naeHTMGHIMPaHH OT NOCTMAPKETHHIOBO HAbIIONeH e ¢a CIMTAHM 3a PeKH MM MHOTO PEIKY.

3a wracudHMpane HA HECTOTATA & HAMNONABAHA C/IEIHATA KOHBEHI{AA:

Muaoro gectr (1/10);

Yecrr (=1/100 o <1/10); .
Hewecrn (>1/1 000 xo <1/100);

Penxw (>1/10 000 go <1/1 (00);

Meoro penxn (<1/10 000);

C neuspectHa HecToTa (YecToTaTa He MoKe Aa Obae oleHeHa 0T HATAMHATE JAHHH),

Hexenanure peakiun, CBBP3aHH ¢ aNOMYPHHOS ca PeAKH B 0010ara HonyaalHy 1 B IOBSYETO Cydaw ¢a
Texy, YecToTata UM € nO-BHCOKA IIPH HATIIMYHKE Ha OROpesHH WK YepHoXpoOHE yBpekIaHHA.

Tabauua 1 Hexenann peaknnu
CucreMa oprag-Kiaac YecToTa Hexenaun peakusu
Hudexuun ¥ nadecranuu Mruoro penkn QypyHKOI03a
Hapymenua Ha KpBTa B Muoro peaku arpasynouuTo3a’,
numdHaTa cHCTEMa ATIACTAYHA aHeMus.,
TpoMBomuToneRus’,
FPaHyNouHTOo3a,
NIEBKONEHAA,
NeBKOUNTO3a,
e03HHOQ IS 1 YHCTa
EPHTPOLHTHA AY1A3UA
Hapywenus na MMyHHaTa Heuecn CBPBXYYBCTBRTEIHOCT
CHCTeMa MHoro peaxn aHrnouMynobnacren T-knersueH
mamdom’, anadmnaxTHuna
AKI(HA
Hapymerus Ba meraGomuaMa 1 | Muoro peaxu saxapeH muaber,
XPaHEHETO _ | xumepminupemmns
JeuxuvHan HApyIEHHs MHoro pegxi JenpecHs
Hapymenus Ha HepBHaTa MBHoro peakn KOM4,
cHCTEMA napanusa,
STAKCHA, .




nepriepHa HEBPONATHA,

TApecTe3i,
CHHIIMBOCT,
rnapobonge,
JHCTEY3HA
C HensBecTHA vecToTa aceNITHYEH MEHHHIHT
Hapymenus Ha ounre Muoro pemiu K2TapaKTa,
SPHTEJIHY HapyIIeHA,
MaKyJonaTHs
HapyiieHns Ha yXOTo u Meuoro penxn BEPTHTO
JTabHpHATA '
Chpaeunu HapyIeHHs Mtuero peaxn CTEHOKAPINS,
Opamukapans
CHLOoRY HapylIeHHS M#uoro peaxH XUIIEPTOKHA
CromamHio-upesHy Hapyenns | Heuecrn nospeane’,
ramene’,
JHapHs
Muoro penxn XeMaTeMesa,
crearopes,
CTOMATHT,
NPOMEHH B H3XOKAAHETO
C Hen3BecTHA 9ecToTa KopemHa Sonxa
XenaroOHAHAPHA RapyIUHeHHA Heuectn HeoOHYaliHK YepHOApOGHH
dyHKOHOHANHY M3CTIeABAHAA"
Pepxn XenaTuT (BKIIOSUTETHO
4epHOAPOOHA HEKPO3a 1
IPAHYJIOMATO3eH XEMaTuT)’
Hapymienus Ha koxkara u Yecrn obpus
MOAKOKHATA ThKaH Penkn cunapoM Ha CTUBLHC-
JPKOHCBH/TOKCHTIHA
enHAepMaIHa Hexponnsa’
Mnoro penxu AHTHOHEBPOTHYEH OTOK,
NiekapcThed obpuB,
anonennx,
NPOMSHA B UBETA Ha KOCATA
HapymeHds Ha MYCKYRHO- Mrore pexxn MyckynHa Gonka
CKeNETHATA CHCTEMA H
CHEAHHATENHATA ThKay
Hapymenus pa 656penure n Mpyoro pemxn XeMaTyphs,
NMKOMHHATE IETHLIA a30TeMBs
Penxun _YPOJHTHA3A
HapyuieHus Ha M=oro pemxs CTEPHIMTET [IPH MbKE,
BEIPOA2BOMTEHATA CHCTEMA €PEKTHIHA AMCHYHKINA,
H I'bpHaTa THHEKOMBCTHA
Q6w yapywenns ¥ eextr Ha | MHoro peaku OTOK,
MACTOTO Ha MPIWIOKEHHES o6mo HepaINonoxKeHUE,
ACTEHHS,
THPEXCUS®
Hacnensanus Yecrn Topuinenn HuBa Ha

THPEOCTHMYIHPALLEA XOPMOH B




L i | xprBra’ |

'IosyyeHA ca MEOTO peIKH ChOGIIEHNA 3a TPOMOOHHTONECHHA, arpaHy/IOHHTO3a B AIIACTHYHA AHEMMI,
0co6eHO NPK NAUMEHTH ¢ yBpeaeHa GuOpeuHa W/ uepHoApo6Ha (yHKIHA, KOETO NOBHITABA
HeoDXOoNMMOCTTa OT CIIEIHANKHE IPHIKY 32 NAIHEHTHTE OT Ta3u rpyna (Bx. Touxs 4.2 u 4.4),

*TemKHTe peakuMu Ha CBPBXYYBCTBHTENHOCT, BKITIOUHTENHO KOMKHA PEaKIHH, NPOTHYALE ¢
excdonuanus, NOBMINEHa TEMIEPaTypa, THMQPAACHONATHS, APTPANTHI HIWIH e03URODIIHNA, BKNOYBAIIH
cunapoma Ha CtapbHc-/xonceR (8I8) u TokcuuHa enmuaepmanta Hekpomusa (TEN) ce nabaiogapar
paako (Bx. ,Hapymenus ua kosxara M N0AKOKHATA THKAA"). CHIBTCTBALL BACKYIMT B ThKAHSH OTTOBOp
MO Ja ce NPOABH N0 Pa3IHIHE HAYHBH, BKMOYHTENHO XellaTHT, YBpeaeHa 616peuna GyHKuMa, ocTsp
XOJIAHIHT, KCAHTHHOBH KaMbHE H, B MHOTO peKH cIIyyad - repuoBe, MHoro panko ¢ crobuanano 3a
OCTEp aHA(HIIAKTHYEH MOK. AKO RE3HHKHAT TaKMBa PEAKLHM, KOETO MOKE @ CTane BCAKO BpEME B X012
Ha NTeUYCHUETO, AIONYPHHON TPAOBa Aa Oblle CIPAH HE3ABABHO U OKOHYAMERHO.

Peaxunn Ha CBPHXYYBCTBUTENHOCT OT 3a0aBeH THI ¢ MOMMOPraHKO 3acArane (HIBECTHO KATO CHHAPOM Ha
cBpbxuyRCTBRTETHOCT win DRESS) ¢ Tpecka, o6pHB, BacKyIHT, TUMQANEHONATIS, NCEBAO TnMboM,
apTpaNruus, ERKOMEHHs, eo3HHODHITHA, XENATOCIITCHOMETANHSA, OTKIOHERRS 0T HOPMANHATE CTOMHOCTH
B Y€PHOAPOOHNTE (PYHKIMOHAIIHHE TECTOBE H CHHAPOM HA W34e3BAlNM KITBYHM NBTHIA (paspymasaHe H
H3Ye3paHe Ha AHTPAXEIATANHNTS HTHUHA KAHATH), KOUTO ce IPOARABAT B pasMuHk KoMOuHauuu, Morar
za 0sAaT 3acerHaTH X ApYrH opraHH (HanpuMep ueped npo6, 6enn apobose, 6u6peun, mankpeac,
MHOKAp/a i JefeioTo YepBo). AKO B3HHKHE HAKOR OT TE3H Peakiuy No BPpeMe Ha NeUeHneTo, Tpabea
He3a0aBHO M OKOHYATEITHO J1a C€ MPEKPaTH NIPpHeMbT Ha MINyDHT.

IIpuno:xeEHeTO MY NoReUe HE TPAGBA Aa C¢ BPE30GHOBABA IPH MALHEHTR ¢ PEAKIHA HA
cBprxyyRcTBHTeNnHOCT B SJS/TEN,

TTpanoKeHWETO Ha KOPTHKOCTEPOHAH MOXKE A2 € 0T NOM3A 33 OBNATABAHE HA KOXKHUTE PEakLiH Ha
CBPLXYYBCTBHTETHOCT.

IIpy BL3MMKBaHE HA TEHCPATH3HPAHH PEAKIMH HA CBPHXUYBCTBHTENHOCT, 0GHKHOBEHO HMa HaTHIHE H2
6n6peuno 1K YepHOAPOSHO YBpEKAaHE, KOTATO H3XOALT € daraneH (Bik. T. 4.4).

*AnTHoaneHo6AacteH T-KeTsYeH TMMGOM € OHCBAH MEOTO PANKO crer GHONCHs npa TeHepaTu3npana
mumbanenonatn. Hirnexna, ge 11 € obparTnma ¢/iej] CliHpaHe MPHNCKEHHETO Ha ATOTYPHHO,

*B panHy KIMHAYHYE H3UTBAHUA € CHOOIIABAHO 32 ra/ieHe H NOBpBIaHe. Copea AOHBIHHTENNA
nHGOPMAIMA, TasH PEAKLEA He NPEICTARIABA SHAYATENEH NPoGieM H MOXe Ia ¢e n3berne ¢ npueM Ha
ANOITYPHHOI CeH XpaHeHe.

*YepHospotHa HENOCTATHYHOCT € chobiakana Ges HITBEHN AOKAIATENCTRA 33 IO-TeHePAIH3IAPaHA
CBPBXUYBCTBHTEIIHOCT,

OXHHTE Peaklly ¢a Hal-4ecTH 0 GHXA MOTIIM Jla Ce MPOMBAT N0 BCAKO BpeMe Ha neuennero. Te morar
Aa 6paaT NpRAPYXKEHH CBC CHPOEk, MaKyTonaNyNapHH, NOHAKOra ¢ JICWIeHe WA ¢ TypIypa, ¥ PAAKO
KaTO eKCOQHAHATHSHY MPOMCHH, HAIp, CHHAPOM Ha CTHBBHC-JKOHCHH M TOKCHYNA eMHAEpMArHA
Hekponnsa (SJS/TEN). Haili-BucoxnaT pHek 3a rraHKKsade Ha SIS # TEN wid ApYTH CepMO3HY PeakuBu
Ha CBPBXIYBCTBUTENHOCT € [pe3 NBPBUTE CEAMUILM Ha neyennero. Hafi-nobpure pesynrard opr
OBNAJIABAHE HA TAKKEA PEAKLIAM Ce MTOCTHIET NPH PAHHO JHATHOCTHIHpaHe H He3abaBHo CHpale Ha
BCAKO NOJO3HPaHo nexapctso. Jleweruero ¢ Muaypnar Tpabpa na 6bne cnpano HezabasHO npn
BH3HHKBAHE HA TAKWBA peakuuy. Cnesl FeICTAHOBABAHETO OT NEKH PEaKIMH, 8KO CE JKENAs, ATONYDPEHOI
Moxe Ja 6b/1¢ Bb306HOREH B HMCKA A03a (Hamp. 50 Mg QHEBHO), KOATO MOCTEHEHKO A3 Cé HOBHIH.
Yeranoseno ¢, ye anensT HLA-B*5801 ce cbp3ra ¢ pHCK OT pasBHTHE HA CEBP32aH ¢ ANONYPKHOIN
CHHAPOM HA cBpEXyyBcTRHTEOCT A SIS/TEN. B cnyyail Ha peuausupamia KOKHA peakivs,
NPHIOXKEHBETO Ha ANOMypHRo TpAG&s na 6bae cIpAHO He3abaBHO ¥ OKOHYATENHO, TOPAIN FE3MOKHOTO
BREIHHKBAHE HA [I0-TEKKH PeakUMH HA CBPBXIYBCTBUTEMHOCT (BK. Hapyuwienun na wuynnama cucmena),
Axo SIS/TEN unu Apyru cepHO3HH Peakiiy Ha CBPBXYYBCTBHTENHOCT HE MOTAT Aa GBAAT MIKTFOUSHH,
npueMsT Ha anonypruon HE Tpabea ha ce Bb300HOBABA NOPAIM BB3MOKHOCTTA 33 TEKKH PeaKiuy U
JOpH peakimd ¢ Qaraned kpait. Kminaudata amarsosa 3a SJS/TEN e ocuorHa Gaza 3a B3eMane Ha
pelueHye. AKO TAKGBA PEAKLHA Ce Pa3BHE [0 BPEMe Ha JiedeHHe, PHeMBT Ha anofy puuosn Tpsbsa aa ce
tHpe He3a0aBHO ¥ OKOHYATEITHO.
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"Cpo6iueRo 3a NOABA Ha AHFHOREBPOTHYEH OTOK ¢ WIH Ge3 NPHIHAIM U CHMITOMH Ha M0-
TEHEePATHINPaHH PEAKIIHH HA CBPLXUYBCTBATEMHOCT,
*Caobmenn ca cnyyay na deSpwiuter ¢ Wik Ge3 NPRIHAUM H CHMITTOMH Ha TIO-TEHEPATHINPAHA PeaKIHA
Ha CBPLXYYBCTBHTEHOCT KBM ATOnypPHHON (BXK. ,, Hapywenur na umyrnama cucmema™).

AITHYWETO HA MIOBAEHK HUBA Ha THpeocTUMYsupaitua XopMol (TSH) s choTBeTHATE NpoYRBaHHES HE
NOoKa3Ba HHKAKeo Be3aeficTeHe BLPXy HHBATa Ha cRobonuAa T4, a HRata Ha TSH He ca nokasaTensu 3a
CyGKIMHHYEH XHIOTHPEOUINTIEM,

Cwﬁmananero Ha nono:mpaun HeXenaHy peaxmm cnen paspemanane 3a yiiorpela Ha 1eKapcTaeuns
NpoAyKT e BaxHO. Topa no3sonaBa Az NpoALEKHA HaOIIOAEHHETO KA CHOTHOWEHEETO NON3A/PHCK 38
JICKAPCTREHHA NMPOAYKT. OT METHIMHCKATE CIELMATHCTH C€ H3HCKBA 1a ChOOINABAT BCAKA MOAO3NPAHA
HEXEana peakiHA YpE3 HAIMORANHA CHCTEMA 3a chobinasane B Hamnuurenua aresnus o Jekapcreara
yu. ,Jamsan I'pyes” Ne 8, 1303 Codun, Ten.: +35 928903417, yebealit: www.bda.bg

4.9 IIpesosupane

Hua crobmenna sa norisinade Ha [0 22,5 g anonyphRoN 663 MPOABM HA HEKENAHH PEAKIHH.
CHMOTOMH

CHMITOMHATE M IIPYRKAINTE CA BKIIOYBAIM raficHe, NORPHITARS, AMAPHA B CBETOBBPTEXK H Ca crobimenn
TIPH MauHeHT, KoATo ¢ morsanan 20 g anonypuxod, CRIIEAT ce & BL3CTAROBAN CHER TIPWNaTaHe Ha obulu
NONTHPKAIMH MEPKH.

MacusraTta abcopOnun Ha ATOKYPHHON MOXKe 42 AORENe A0 IHAYHTENB0 MHXhOupaue Ha AaKTHBHOCTTA Ha
KCaHTHH OKCHIA34Ta, KOETO He ce ouakea Ja MMa ReG/IarofipHATHY edeKTH, CCBEH aKo & MOBAHAND OT
CHIBTCTBALNA TEpAItHA, 0c0beHO ¢ 6-MepKATTONYPHH W/HIN A3aTHOTIDAH.

Jleueniie

He ¢ m3pecten cnennduueH aHTAAOT. 32 Aa ce ROROGPH EKCKPENHATA Ha ANONMYPHHON M HETOBHTE
MeTabonnTR, & HeoOXoMUMa ANeKBATHA XMAPATANNS 32 TONIBPKAKE HA ONTHMANHA AHYpe3a. AXO Ce
NpeLeHM 3a HCOGXO,!IHMO, MOMKE 12 C€ NPHIOXKH XeMoABanila.

5. ®APMAKOJOTHYHHK CBOHCTBA
5.1 dapmMakogHHAMHEIRE cBOHCTRA

QrapmakoTepatieBTIIHA TPYDa: AHTHIONATPO3ZHM JIEKAPCTRA; NEKAPCTRA, MHXHGMpaum o6pasyBaHeTo Ha
mukoqRa xucenuna, ATC xon; MO4A AQ1

AJOIYPHHON € HEXAGHTOP KA KCAHTHH OCHZAIATA, AJNOOYPHHON M HENOBHAT rNaseH MetabomuT
OKCHITYPHHON, NOHMKABAT HABOTO HA NHKOYHA KHCENHHA B (IA3MATa H YPHHATA KATO HHXHOHpAT
KCAHTHH CKCHAA3aTa, SHIHM, KOWTO KaTATA3HPa OKCHIAIMATA Ha XHNOKCARTHH A0 KCAHTHH B HA KCAHTHH
70 TIMKOYHA KKceHBa. JonsnHuTENRO HHXHOHPAKeTO HA TypHHOBHA XKaTabDoNH3BM NIPH HAKOM, HO He
[PH BCHYKH NAUHEHTH ¢ XMIEPYPHKEMUA, NOTHCKa HOBATA OHOCKHHTEA HA TyPHHHTE, NOCPEACTROM
uHxubUpane Ha o6paTHaTa Bpb3Ka Ha XHIOKCAHTHH-TYaHHH hocdopnGosuntpauchepasara. dpyru
MeTaboJHTH Ha ATONYPHHOJM CA ANOMYPHHON pHEO3A] H OKCHIYPUHON-7 pUO3HA.

5.2 DapMaKOKHHETHIHH CBONCTBA

Abcopbuns
ANOIyPHHOI € aKTHBREH MPH NEPOpaTHO NPHIoKeHEE M ¢e alcopGupa 6BP30 OT rePHUTE OT/IENH Ha
CTOMAITHO-YPEBHIA TpaKkT. B H3IHTBaHNS e YCTAHOBEHO, Y€ ANONYPHHON C¢ OTKPHBA B kpbBTa 30-60
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MHHYTH Clel MPUNOkenueTo My. Hiuncnenara Suonanmusoct papupa oT 67% a0 90%. IuxosmTe
TUa3sMeHH HHBA Ha Aoy pHRON 06HKHOBEHO ce Habmoaarar npuGnusnTento 1,5 gaca cnen nepopanro
ApHnOKeHHE Ha MENYpHT, Ko cniazar Gep30 K TOM Ce OTKPHBA B HEIHAUNTENHH KOTHYECTRA Cek 6-us
uac. [THKOBUTE HHBA HA OKCHIYPHHON 0GHKHOBEHO ce HabmogaraT 3-5 yaca cniea nepopanio
npunokete Ha MIIypHT H ca ocTa no-Tpailku,

Pasnpenenerue

Anomypuson Ce cHBPIBA B HE3HAUMTENHA CTETICH C TUASMEHNWTS NIPOTEHHY U NOPATH TOBA BAPHALMUTE B
CBBPIBANETO ¢ TIPOTEHH HE €& CUMTAT 34 3HAYHMH clie oYHCTBaHe. ABRUAT ofeM Ha pasnpenencHue Ha
ANONypHHON € npubnusurenno 1,6 nurpa/kg, KOETO MPEANONATa OTHOCHTENHO FONAMO PA3NPEETCHAE B
TekanHpTe, He ¢ cpobiapano 3a ThKAHHW KOHUEHTPAUMK Ha ANOTyPEHON HPH XOPa, HO € BEPOATHO
ANOIyPHHON ¥ OKCHTIYPHHON Aa ¢¢ HAMHPAT B Hal-BHCOKH KOHIEHTPALNH B UepHHA Apof U
THHKGYPEBHAT] JIAraBHUNa, KLASTO AKTHBHOCTTA HA KCAHTHH OKCHJIA3ATa € BHCOKA,

Brorpagcdiopmanps
OcHoBREAT METABOINT Ha ANONYPHHON € OKCHIYPHHOIL. JIpyrd MeTaGosuTy Ha alonypHHON C3
anomypunon puo3uj 1 OKCHIYPRHON-7 pREOIHI,

Ennpmpnnpane
[Tpubmuantenno 20% OT NPHETHA RIOMYPHHON C€ eKCKPeTHPA B H3NPAXHUEHUATA B PaMKHTE Ha 48-72

4aca. EnMMBHUP2HETO Ha alonypHHO CTARA IIABHO Ype3 MeTaGoNHTHO NPERPRMANHE B OKCHIYPHHON OT
KCaHTHH OKCHIA33TA Y BNIAEXA] OKCHIa3aTa, KaT0 Mo-Malko of 10% oT HENPpOMEHEHOTO AKTHRHO
BELICCTBO ¢ €KCKPETHPA B YPHHATA. AJIONYPHRON KMa I1a3MeH NOMYKHBOT oT okono 0,5 - 1,5 uaca,

Oxcumypunon e no-cnal HHXHOATOP Ha KCAHTHH OXCHA3aT2 OT ATOUYPHHON, HO TUIA3MERHA ONYKHROT
Ha OKCHITYPHHOM ¢ MHOTO NO-T6ABr. M3uncred e neprox ot 13 ao 30 waca npn xopa. [Mopaan Tosa
eheKTHBHOTO HHXUOUPAHE HA KCAHTHH OKCH/IA3aTa Ce MOAB{KA IOBede OT 24 9aca ciel eNHOKpaTHa
JHeBHa 1034 anonypuron. Ilanaenrare ¢ HopmarHa 6b6peyusa GYHKIUA aKyMYIHPAT HOCTENEHHO
OKCHITYPHHON 0 JOCTHIABE Ha HeroBaTa cTabHiHa nfiasMera Kouuestpais. IlpH Taxusa nauyenTn,
npuemamH 300 mg anonyprHon AHEBHO, GHKHGBEHO NAGIMEHNTE KOHNEHTPAllMA Ha OKCHIYPHHON ca
5-10 mg/mursp.

Oxcunlypuson ce eNMMHHKDA HETIPOMEHEH ¢ YPUHATA, HO IPHTEKABA AR5 €THMUBALNOREH NOAYKUBOT,
THi KaTo noanexu Ha TyOyHa peabeopbuns. CrobimeHnTe CTORHOCTY Ha eNMMBHATNOHEH TIOTYKHBOT
BaPUPHT B AHanaioHa or 13,6 daca no 29 uaca. FoneMuTe paznuyvs B Te3u cTOHHOCTH MOXKe Ja ce
IBDKAT Ha BAPHALMH B TR3aiHA Ha HIMKTBARKATA H/HTH KPEARTHHHHORMN KIMPBHC HA NAIMEHTHTE,

no
Bufipeuno yapesicoane :

KJiHpHECHT Ra ANOMYPHHON H OKCHITYPHHOJ 3HAYNTENHO HaMAIABAT NPV NALMENTH ¢ yapeaeHa 650peuna
¢bynxuns B BONAT KO NO-BHCOKH IIa3MEHY HUBA NPH XPOHE4Ha Tepanna. [lanmenTyTe ¢
On6peunayppesia, Mp# KOHTO CTORHGCTHTE Ha KPeaTHHMHOBMSA KIMPEHC ca 6uni mexay 10 1 20 ml/min,
€& NoKasa/IH NIA3MEeNH KOHIEHTPANY Ha OXCHNYpHEON oT npubnuskrenae 30 mg/autep cnex
NPONLIKKTENHO MpHNoKeHAe Ha 300 mg anonypunon auesHo. Toba ¢ NPUOTHIUTENHO KOHUEHTPALHATA,
KoATO M Onna ROCTHrHATa ¢ 203 or 600 mg AHEBHO NpH Xopa ¢ HopManHa 6b6pedna dyHKIHA. 3aToRa
npu napnenTHTe ¢ 6u6peuna yppena e HeoGXoNUMO HaMAIABAHE HA J03HTe Ha Munypnr.

Cmapuecka 8u3pacm
He chiijecTBySa BEPOATHOCT KHHETHKATA Ha IEKapCTBOTO A& ¢¢ POMEHH OT JPYTo, OCBEH OT HApYLIaBaHe
Ha 6n6peyHara PyHKURA (BK. ,,buOpeuto yspexaane™).

53 MpeaxcnuanvHE JaHHM 33 GezonacHocT

Mymazennocm
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B uproreHeTHYHu npoyusaHys ¢ HabmoaBato, 4e aNONYPHHON He NPeU3BAKBA XPOMOIOMHY abepatiny
TIPH 9OBCLUIKH KPBBHH KNETKH in vitro B 1031 o 100 muxporpama/ml 1 in vivo B 103H 1o 600 mg AHEBHO
B IPOABIKECHHE Ha cpenHe 40 Mecena.

Anonypuros He 06pasyBa HATPO3HH CHeAMHEHHA, HUTO 3aCATA THMGOLUTHATA TpaHCHOPMAIs in vitro.
HoxkazatencTsa o7 SHOXHMUMHI 9 APYTH UHTONOGTHNHH NPOYYBAHEA TRLPIO TPENTONATaT, de
ANOMypPHHON HAMA Bpeaun edexry BbpXy JIHK B BHKOR eTan oT KIEThYHNA UMK U HE ¢ MYTarcHeH.

Kanyepozennocm
[Mpu MuwKN ¥ MTRX0BE, TRETHPAHY C WIOMYPHHON B NPONLIKEHHE HA 10 2 FONKHE HE Ca YCTAHOBSHH
A0KAa3aTeNnCTBa 32 KAHLEPOFEHHOCT,

Tepamozennocm

B m3nuTBaKe, MpH KOETO MULUXH €2 NONYYABANH HHTPANEPUTOHEANHO A03K OT 50 unn 100 mg/kg, Ha 10-
H#8 UAH 13-u8 neH o GPEMEHHOCTTA €A YCTAHOBEHH AHOMANNK NPH DETYCHTE, Makap 4e Tono6HO
V3NNTBaKEe MPH NABXO8e B 103w oT 120 mg/Kg Ha nex 12 oT GpeMeHHOCTTa He e KOHCTATHPANo aHOMaTHH.
{Inpokoo6GXBATHH UIMHTBAHKA HA BHCOKH MEPOPATHY J103M ATTONYPHHON NMpH MUILKK 1o (00 mg'kg
RHeBHO, IwisxoBe 10 200 mg/kg nnesno u 3aium 10 150 mg/kg nuerso no Bpeme Ha 8-us 1o 16-ua nex or
OpeMeHHOCTY, He ¢a N0Xa3aiM TEPATOrelHH edekTH.

Enuo in vitro usnutease, 8 KOETO € H3TON3BAHA KIETHUHA KYITYDA OT (PeTANHM MULIH CRIOHYEHH KAS3H
33 OTKPUBAHE Ha eMOPHOTOKCIMHOCT, € ITOKA3AN0, 4e He Ce OYAKRA ANNOMYPUHON 1a TIPHUKHH
eMGpHoTOKCHYHOCT, 663 1a NPHYHHY TOKCUYHY TIPOABK M Y MaikaTa.

6. DAPMALIEBTUYHU JAHHU

6.1 Cnneex Ha TOMOWKKTE BeLeCTBA
JlaxTo32 MoHOXMOpAT

xaprodieHo HuLecTe

TOBUAOH

TanK

M2rHE3HeB CTeapar

HATPHEB HUIIECTEH NMKOIAT THIT A

6.2 HechbBMecTHMORTH

Henpunoxumo,

6.3 Cpok Ha TOQHOCT

5 rogunu

6.4 Cnennajinmg yCN0BUA Ha ChXpaHeHHe
Crexnena 6ytmka: Jia ce cxxpaussa mon 30°C,
6.5 By o ceAbprkaHNe HA ONAKOBKATA
30, 40, 50, 60, 70, 80 vnu 120 TabneTky B kadaBa CTHEIEHA GYTIIIKE, 3aTBOPEHA CHC 3aLUNTEHA cpeuly

OTBapAHE NTACTMACOBA KANAYKa ¢ YIUTETHHTER, TOCTaBEHa B KapTOHEHA KYTHA 32€0HO ¢ NTUCTOBKATA 3a
MMALHEHTA.
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6.6 Cnennanny npeAnalnn MePKH NpH W3XBLPAAHE | pabora

HsMa coeusanHi HIHCKBAHHA.

Pexxum Ha oTiyckare: OTIycka ce camo Io JIeKapeKo HPEAHCaHHe,

Hen3non3sasuaT SexapcTBEH NPOAYKT IWIH OTIaIBUHHTE MATEPHANH OT HEro TPAGEA A C& UIXREPIAT B

CBOTBETCTBHE ¢ MECTHATE M3HCKBAHMA.

T NPUTEXATEN HA PAIPEIHEHHETO 3A YIIOTPEERA

Egis Pharmaceuticals PLC

1106 Budapest, Keresztiri it 30-38.

Varapus

3. HOMEP HA PASPENIEHHETO 3A YITOTPERA

Miutyput 100 mg Tabaetxu: Per. No: 970 0554

9. HJATA HA TBPBO PAIPEMIABAHEMTMOAHOBABAHE HA PAIPEIIEHMETO 3A
YHOTPEBA

Jara Ha TepE0 paspemasane:; 01 toud 1973 r.

Jara Ha nocneAHo DogHoRABane: 27.03.2014 1.

10. IATA HA AKTYAJIM3UPAHE DA TEKCTA

HOnn, 2022 .
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