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AKTHBHO BeLiecTBO: Besika Tabnetka cbhabpka 100 mg anomypuson (al]nplirinol).

[HoMoLIHO BEIECTRO € H3BECTHO JEHCTBHE:

JlaxTo3a MOHOXHADAT.

3a MLJTHHA CIIHCBHK HA TIOMOLRHATE BEILECTBA BHIKTE TOUKa 6. 1.

3. JEKAPCTBEHA ®OPMA

Tabnerka 3a nepopanHO MPHIIOKEHUE,

benu uan cupo-6eH, KPBIM, NIIOCKH, ChC CKOCEHH PHOOBE TAGNETKY C HeIHTEHA 4yepTa OT e1Hara
CTpaHa 1 ¢ rpaBupan Hajpnuc "E 351" or apyrara ctpana. IloBnpxHOCTTa Ha pasduynsaHe € 64/1a HIH
cuBO-Osnia. JliaMeTsp: oxonio 8 mm, BHCO4YKHA Ha Tabnerkara; 3,0 mm + 6 %.

TabneTkara Moxe A2 Gbje paseneHa Ha PaBHHE AO3H.

4. KJIHHHUYIHHA JAHHU
4.1 TepaneBTHUHH ROKA3AHHAS

Buvspacmnuu:

* BcHuky (pOpME Ha XHNEPYPHKEMHS, KOUTO HE C& KOHTPOIHPAT ¢ JHETA, BIJIIOYHTEHO BTOPHYHA
XHIIEPYPUKEMHAA OT Pa3sNHYEH NPON3X0A ¥ KIHHHUHH YCIOXKHEHHS HA XHIIEPYPHKEMHYHH
CBCTOAHUA, MPEAHMHO KINHHYHO H3ABEHA NOAArpa ¥ yparHa HedponaTHs, KakTo W 3a pa3TBapAHe
H NPO(HNAKTHKA Ha YpaTHA KAIKYJIO34.

* JleucHue Ha PEUWANB HA CMECEHH KalMeBoOKCANaTHH O LOPeYHH KAMBHHI [IPH NPHAPYKABaIwa
XHAEPYPHKEMUs B CITYHAHTE, KOIATO TEYHOCTHTE, AHETHUHUSA PEIKUM H APYrH NOAOGHH MEPKH ca
HeeHKacHu. 5

Heya u onowu:
¢ BropuuHa xHnepypHkeMus OT pa3fiudeH NpOH3XoA.
¢ YparHa HedponaTys no BpeMe Ha JIeYeHHE HA JIeBKEMUSL.

* Hacnencreen ensumen feduunt, cunapom Ha Lesch-Nyhan (yacTudeH WiH ToTaneH AehUIUT Ha
XHMNOKCAHTHH~TYasuH Qochopudolnn rpanchepasa).

4.2 HO3HPOBKA H HAYHH HA MPHIIOKEHHE




EO3EQOBKH

IIpu ev3pacmuu.

Anonypuson TpA6Ba ia ce BEBEXJa B HHCKa 1033, Hanp. 100 mg JHEBHO, ¢ LEN HAMANABAHE HA PUCKA OT
HEKCIIaHN NeKapCTBEHH PeaKLHHM, KaTo qo3ata TpsaOdba Aa ce NOBHULIABA CaMO NPH JIHNCA Ha J00Bp
OTrOBOP OT CTPaHa Ha CEPyYMHHTE ypaTh. 1loBuiIeH0 BRUMAHHE Ce M3HCKBA B Cy4ait Ha yBpe/ieHa
0BOpeuna dyskuus (BX. ,.bvbpeuno yepeacoare™).

[IpenopbuBat ce cCneAHHTE NO30BH CXEMU:
100-200 mg nHEBHO IpH JIekH QopMu;

300-600 mg nHeBHO NpH yMepeHO Tex kU GOPMH;
700-900 mg nHeBHO npu TeXKHA GOPMH.

Axo e HeoOXomMMO onpeAensaHe Ha fo3arta Ha 6asa TenécHo Terno (mg/kg), Tpabea aa ce npuaara A03a oT
2 no 10 mg/kg TenecHO Termo Ha JieH.

leouampuyna nonyiayus. (Jleta Ha BB3pacT noa 15 rofguHu):

[Ipenopruntentara no3a e 10 o 20 mg/kg TenecHo Termo Ha AeH, JO MakcHManHa ao3a ot 400 mg
JHEBHO, pa3sfeNcHa B TPH NpUeMa, Piaaxo UMa nokasaHud 3a ynotpeba npu nena, oceBeH B ci1yuaii Ha

37I0KaYeCTBCHH 00pa3yBaHus (Hail-Beue NEBKEMHSA) U ONPEHE/ICHH €H31MHH HAPYLISHHS, KATO CHHAPOM
Ha Lesch-Nyhan.

Cmapuecka gv3pacm:

[Topaau nuncata Ha KOHKPETHH NaHHU, TpAOBa Aa ce npuiara Ha-HHCKaTa 1038, NPH KOATO CE MOCTHIa
A0OpO NOHMKEHHE HA HUBOTO Ha ypaTh. [To-cneluanHo BHUMAHKE ClIEABA Aa CE OTAC/H HA NMPEerophKUTE
mpH ObOpEYHO yBpexJaHe H ONpPeaesIeHH CyyaH, MOCOYEHH B ToUKa 4.4 (goic. m.4.4).

bvbpeuno yapexcoare:

Tri kaTo aNoNypHHON ¥ HErOBUTE MeTabONUTH CE eKCKpeTHparT npes 6u6pelyTe, HapyleHaTa 6b6peuHa
QyHKUKA MOXE Aa JOBEAS A0 3aXbpKaHe HAa AKTHBHOTO BEIUECTBO W/HIIH HA HETOBH MEeTabOoJIMTH ¢
NOCTIEABALIO YABKABAHE HA MIIA3MEHHS WM NONY/KHBOT.

Tabnunara no-gosy Moxe Ja NOCTYX¥ KATO CIPABKa 33 aAANTHPAHE Ha 103aTa npH 6s6peyHo

YBpEeKIAHE:
KpeaTrnanuon HueBHa 1032
KAHPBHC -
> 20 ml/min HOpMAaJIHA A03a
10 10 20 ml/min 100 o 200 mg aHeBEO
< 10 ml/min 100 mg/nHeBHO WM Ha O-TONEMH HHTEPBAJH OT
BPEME

B cnyuyah Ha Texko yspeneHa 6s0peuna GyHKUMS MOXe Ja € NpenopbYUTeNHa ynoTpebara Ha 1032 NoA
100 mg aHeBHO ¥AW HA eRAHHUYHM A03H 0T 100 mg Ha HATEPBANH, TO-TOEMH OT €AHH AEH.

IIpn Hanu4Ke Ha ycnoBus 3a HaboZEeHAE HA KOHUEHTPALIMKMTE HA OKCHITYPHHOI B NIa3MaTa 103aTa
TpsOBa a Ce KOPMIHpa TaKa, 4e Aa ce MOAXBPKAT HHBA HA OKCHIYPUHON B niasMara nog 100
MHKpOMOJ/IHTHD (15,2 mg/nutep).




1030Ba cxema oT 300-400 mg anonyprHOA HENOCPEACTBEHO ClIEA BCAKA NHANIHSA, 0e3 NpHJIOKEHHE B
HWHTEpBAJIA MEKAY TAX. - |

[Tpu nauueHTH ¢ 656peHHO YBpeXKAaHE, EAHOBPEMEHHOTO NPUIOKEHAE Ha ATONYPHHON A THAIHAHH
AYHRpeTHIH TpsOBa Ja CTapa ¢ MOBHLIEHO BHUMAHHE. AJIONYPHHON TpsiOBa fla Ce nmpuiara BbB B3MOXKHO
Hali-HrCKaTa eleKTHBHA [03a IPU CTPUKTHO NpocreAssane Ha OpOpeunaTa byuxims (Bk. T. 4.5).

YepHoOpobHo Yepesoane: |
[Tpu nanueHTH ¢ YePHOAPOOHO yBpEKAaHe TpAOBa Aa Ce NpHaaraT HaMancHy A03H. ITpenoprysa ce
NEepHONHYHO NPOBEKAAHE HA H3CNCABAHNA Ha yepHoApoOHaTa QyHKIMA B PAHHUTE €TallH Ha IEICHUETO.

Jleuenue Ha CoCmoSHUE, CBLP3AKY € UHIMEH3UBEH KPb20BPAM HA YPATRY, HANPUMED HEONTAZMY, CUHOPOM
na Lesch-Nyhan.

[TpenoprUMTENHO € A3 C& KOPHIHPa ChILECTBYBAILA XHIEPYPHKEMHA W/HIIH XUTIEPYPHKO3YPHS C
ANOMYPHHON IIPEAH 3AII0YBAHE HA LIMTOCTAaTHIHA Tepanus. OT 3HaUeHKe € Aa CC OCHIYyPH alcKBaTHa
XHApaTALAA C Lie DOAABPKAHe Ha ONTHMAHA AHYpe3a H JIa e HaNnpaBy ONHT 33 aJIKafn3aliii Ha
ypHHATA ¢ OTfie] NOBHIIaBaHe Pa3TBOPHMOCTTa Ha YPATHTS B ypHRATa/MAKOYHaTa KucenyHa. Jlozara Ha
anonypuHon TpAGsa Aa 6b4€ B HO-HUCKATA MPENnophyBaHa 03083 CXEMa.

Axo OnOpeunara QyHKIHS € KOMIIPOMETHpaHa OT HaJMYHe Ha ypaTHa HedponaTys WM Apyra naToJorus,
[ e Cra3BaT YKa3aHHATa, IOCOYenH B ,.5vbpeuno yepeacoane ™,

Teau npasuiia MOXE Ja HAMANAT PHCKA OT OT/IaraHe Ha KCAHTHH H/H/IH OKCHITYPHHOI, KOETO YCHOKHABA
KIIHHHYHOTO ChCTOAHUE. (Bore. cvugo mouxu 4.5 u 4.8).

Ipenopwxa 3a nabawoenue:
Tloauposkara Tpa6Ba Aa ce ananTupa Ypes HabmoaeHne Ha CepyYMHHTE KOHUCHTPAUHH Ha YPaTH ¥ HHBATa
Ha YPATH/MHMKOYHA KUCE/IMHA B YPHHATA HA MOAXOAAUM HHTECDBAIH.

[Tpenopbku 3a 103MpaHe MpPH KOXHH peaknuy

TIpHUNOKEHHETO Ha ANONYPHHON TpAGBa Aa ce cnpe He3abaBHO, aKo Bb3HHKHAT KOMHH PEAKIUH. Cnen
RHICTAHOBIBAHETO OT JIEKH PEeaKiiy, aNONYPHHONA MOXeE Ja ¢¢ Mpuiara OTHORO B HUCKA 1034 (HanpuMep
50 mg/nHeBHO) Cle BHUMATEJHA OLCHKa Ha PHCKOBETE. BnocieAcTBHE, N03aTa MOXe Jia ce YBeJHyaBa
[OCTENEHHO, KaTo ¢ HAbM0AaBaT KOXHUTE PeaKMy U PYTH BE3MOXKHH HEXEIaHN! PCaKllHK. Axo ce
npossy oGpHB, IPUEMBT Ha ANOIYPUHON TpAOBa Ja 6be MpekpaTeH OKOHYATENHO, KAaTO C& MMa NpEABiA,
ye MOTAT Ja Bb3BHKHAT NO-TEXKKH PEAKUHH Ha CBPbXYYBCTBUTENHOCT (BX. T. 4.8).

HaukH ga npUnoXeHue
32 nepopanHo NPHICKEHHE.

Munyput MOxe A2 Ce NpUeMa NEPOPATHO BEAHEK JHEBHO ClIEJ XPaHEHE. [TonocumocTTa My € 100pa,
0coBeHO ciies PHEM Ha XpaHa, AKO JHEBHaTa A03a Hajsulu 300 mg H npH nposABa HA NPU3HALH Ha
CTOMALIHO-YPEBHA HEIIOHOCHMOCT, MOXKE /1a € ITOJXONAIIA CXeMa C PasAensHe Ha NO3HTC.

4.3 IlpoTHBONOKA3AHHA

CBPbXUYBCTBHTENHOCT KbM aKTHBHOTO BEL{ECTBO HJIH KbM HAKOE OT HOMOILIHHTE BELISCTBA, HIOPOSHH B
TOUKA 6.1.

4.4 Crnenuanasy npexynpesiaeHus H npeanasHy MepKu NpH ynorpeda
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CHHIPOM HA CBPLXUYYBCTBHTENHOCT, CHHADOM Ha CtuBbHC-J[XOHCHH (SJS) ¥ TOKCHUHa ENUACDMANTHE
Hekpoansa (TEN)

PeakupsaTa Ha CBPbXYYBCTBHTENHOCT KBM ATONYPHHONI MOXe Jia Ce TPOSBH 10 MHOTO pasfidiHH Ha4HHH,
BK/IOYUTENHO KATO MAKYJO-TIanyapeH eK3aHTEM, CHHIPOM Ha CBPBXYBCTBHTEIHOCT (M3BECTEH CBHILO
karo DRESS) u SJS/TEN. Tesu peakuuu ca KIMHHYHH IHATHO3H H TEXHUTE KINHMYHHM NPOABH €4
OCHOBAHHE 3a B3eMaHe Ha pelleHHs. [Ipy Mossa HA TAKHBA PCaKLHH 10 KOETO H 214 € BPEME OT JICHEHHETO,
e HeoOGXoaUMO He3a0aBHO crpaHe ynotpebara Ha anomypHHoN. JIeHEHHETO HE TpsAdBa Aa ce MpoAbJKaBa
PH NAUMEHTH ChC CHHIAPOM HA CBPBXYYBCTBATEIHOCT H SJ S/TEN. 3a mpeopoisBaHe Ha KOXHMTC
peaKIMH Ha CBPBbXUYBCTBHTETHOCT MOXE A2 € OT [10J13a MPHIaTaHe Ha KOPTHKOCTCPOHAN. (Bx. 1. 4.8 —
Hapywenus ka umysHama cucmema i Hapywenus na xoxcama u HOOKONCHAMA MBKAH).

HLA-B*5801 anen

VeranoBeno e, ye anensT HLA-B*5801 ce cBbp3Ba ¢ pHCK OT Pa3BHTHE HA CBBP3aH ¢ alIONYyPHHON

CHHAPOM Ha cBpexuyBcTBHTENHOCT H SIS/TEN. HectoraTa Ha HIL.A-B*5801 anena Bap#pa B IIHPOKH

rpAHHIA MEXLY OTAETHUTE eTHHYECKH NoMynauy: A0 20% B NOMyNaluaATa OT KATaHCKH TPON3XOoA,

oxono 12% B kopeiickara nomynauus U 1-2% cpea xopata ¢ sSIOHCKH WK eBponeHcKH TPOU3X0A,
W3n0n383aHeTo Ha FEHOTHIIHpAaHe KAaTO METOA 3a CKPYHHHT € 1)l B3eMAHC Ha pCilleHHE 34 JICYCHHE ©
aNOMyPHHON He € YCTAHOBEHO. AKO € M3BECTHO, Y€ NALMCHTHT & HOCUTEN Ha HLA-B*5801, moxe na ce —~
oGChIM AaJH [0J34Ta OT YoTpebara Ha allomypHHOJ NpeBHInaBa puckoseTe. HeobxoaumMo e |
ANOITBTHUTENHO HabloAeHNe 32 MPH3HAUK Ha CHHAPOM HA CBPBEXHYBCTBATCIHOCT HIIH SIS/TEN,a

maiMeHTsT Tpsi6Ba Aa 6bae HHGOPMHpaH 38 HeOOXOAHMOCTTA OT He3204BHO CITHpaHe HA NEYSHUETO NIPH

NosABa Ha ITbPBUTE CHMITTOMH.

XpoHH4HO OBOPEUHO YBPEHIAHE

BB3MOXKHO € NalHEHTHTE ¢ XPOHHUYHO Gb0peuHo yBpexaaHe 1 €NHOBPEMEHEH NPHEM Ha JTHYPCTHINH,
0COBEHO THA3H/IH, Ia Ca HAJIOKEHH Ha MO-BUCOK PHUCK 32 Pa3BHTHE HA peakUuH Ha CBPBXYYBCTBATCIIHOCT,
B T.4. SJS/TEN BBE BpB3Ka ¢ ynorpebara Ha asonypuion. Heo6xoauMo ¢ TOBHINCHO BHAMAHNE 34
YCTAHOBSIBAHE HA MPH3HALY HA CHHAPOM HA CBPBXYYBCTBHTCIHOCT A SJS/TEN, kaTo NaineHThT
TpsGBa 1a Gbae HHGOPMHpaH 3a HeOOXOIHMOCTTa ICHEHHETO fa OBAE CIIPAHO He3a0aBHO H OKOHYATENTHO
TIPH MBPBATa H3ABa HA CHMITOMH (BXK. T.4.8). |

Yeproapobho niy 6p0peUHO YBPEHKNAHE
[Mpy nauMenTy ¢ YepHOAPOGHO Mk 6bOpeyno yBpexaate TpsbBa Aa C€ MpHnarat No-HUCKH 034 (BX.

1.4.2). TIpH naLyeHTH, POBEXKAALIM 1EYEHHE 38 XMIIEPTOHHS WM ChPACYHA HEZOCTATHHHROCT, HAIp. €
nuypetuin uau ACE HHXHGUTOPH, MOXKE Ja Bh3HHKHE H3BECTHO CHITBTCTBALIO BIOIIABAHE Ha
6nOpednara GyHKIIUS, NOPajH KOETO AONYPHHON TPsAOBa fia ce Npujara NpeAnasjnBo MpH Tasn rpymd.

be3scHMOTOMHA XHITEPYPUKEMNS
BescMMIITOMHATA XHIIEPYPHKEMHsA KAaTO LANO HE C& CHHTA KATOo Moxazasue 3a ynm‘peﬁa'ra Ha MunypHr.

ToBa CBCTOSHUE MOXKE Aa OBAC KOPMTHPAHO Ype3 NpoMsiHA B MPHEMA HA TEYHOCTH H AMETaTa, 3aChHO C
KOHTPOJ Ha NOAJEXAIATa MPUYHHA.

OcTbp MpUCTHI Ha HOAArpa
Jleuenne ¢ anonmyprnon He TpsAOBa Aa ce 3ano4Ba 10 IIbIHOTO H3YE3BAHE HA CHMITTOMHTE Ha NOgarpo3Hus

NPHCTBHII, Thi KATO TOBA MOXE /12 MPOBOKKPA OABaTa Ha HOB NPUCTRIL.

B HavyaaHWTE €TaNH OT JieueHHeTo ¢ MIIypuT, KakTo H MPH OCTAHAJIMTE YPHKO3YPHYHH NPOAYKTH, MOXKC
2 ce NMPOBOKHpPA NOSBATA Ha NPHCTBN OT NOAArPO3EH apTpUT. 3aTOBA CE€ NMPEenophUBa npohMAaKTHIHOTO

ManKko Ha eguH Mecel. 3a NoApoOHOCTM OTHOCHO AO3MPOBKATa, MPEAYNPEXACHHATA H
MEpPKH, Tpa0Ba Ja ce HallpaBy CNpaBKa C JIHTEPaTypaTa. fﬁ‘y



[Ipn nosBa Ha MPHCTHN MPH MAUHCHTH, NPOBEXZALM NEYEHHE ¢ aNOMypHHOJ, TepanusTa TpAdBa JAa
NpOABKM B ChillaTa JO3HPOBKA, a MPHCTBHNBT JAa €€ JEKyBa ¢ IMOAXOMALUM INPOTUBOBB3IIANHTENHH

TPOAYKTH.

A3aTHONPHH UAHA O-MepKanTonypHH

AnonypuHoJ He Tp26Ba Ja ce NPSANHCEa Ha NAUKHEHTH, NPHEMAIH JICYCHHE ¢ a3aTHONIPHE HIH 6-
MEPKaNTONYPHH, OCBEH aKo /o3aTa Ha Te3u nekapcersa 6o HaManeHa a0 25% OT IbPBOHAYaNHO
npeAnncanaTa ao3a (Bx.T. 4.5).

OtnaraHe Ha KCAHTHH

[Ipn CBCTOAHHA, IPH KOMTO 0OPa3yBaHETO HA YPaTH ¢ CHIHO NOBHLICHO (HAITP, 3/I0KAYCCTBEHH
3aGonsaBanus M TAXHOTO NeyeHHe, CHHApoM Ha Lesch-Nyhan), aGcomoTHara KOHIEHTpaUUs Ha KCAHTHH B
ypuHara O¥ MOTIIa B pEAKH CIIy4aH /i@ Ce NOBHIIM A0 TaKaBa CTETIeH, Ye Ja JOBEAE A0 OTIAraHeTo My B
NHKOUHHATE MbTHINA. To31 pHCK MOXKe Aa ObAe HAMAaNEH YPe3 aJleKBaTHA XBApaTaliHd, 3a Ja ¢ MOCTHIHE
ONITHMAJIHO pa3pexcAaHe Ha ypUHATA.

Bnusinne sppxy yparuure Gu6peuHy KaMbHH N

AJleKBaTHATa Tepanus ¢ MuIypuT We A0Beje 0 pa3TBAPSHE Ha No/ieMK ypaTHH xaMbHH B 6BOpeuHUTe
JIereH4eTa, ¢ MHOIO Malika BEPOSATHOCT 3a 3aCAfaHe B YPETEPHTE.,

I1pn neyenue Ha NoAarpo3Ha HepoNaTHA U ypaTHa KalKy03a, 24-yacoBara auypesa Tpabsa ga Obae He
Mo-Maiko OT 2 NUTPa, a pH Ha ypuHaTa Aa ce nogabpxa B rpaHuimre 6,4 —6,8.

XeMOXpoMaro3a
HepBHYHOTO fEHCTRUE HA ANONYPHHON TIPH IeUeHHETO Ha MOJArpa € NOTHCKaHe Ha €H3MMa KCaHTHH

OKkCHA23a, BE3MOXHO € KCAHTHH OKCHIA3aTa 1a HMA Y4aCTHE B HAMATABAHETO U eTHMHHHPAHETO Ha
KEMNA30, HATPYNAHO B YepHHs Apo0. B HAKOM MPOYUBaHHs NIPH IPH3AYUH € YCTAHOBEHO NMOBHIIECHO
HATPYNBAHE Ha XKEJIA30 IIPH XKHBOTHH, JICKYBAHH € aIONYPHHOJ, I0KATO B IPYTH TaKOBA HE € YCTAHOBEHO.
Ipoyusane npu 28 3xapaBH Ro6GpOBOANH He € YCTAHOBHJIO IPOMAHA B HHBOTO Ha HATPYHBaHE Ha XENA30 B
4epHHA AP0 MPH NeyeHHe ¢ anonypuHoi. Hama npoydsanns 1pH Xopa, KOHTO H3CJEABAT 6e301acHOCTTa
HA NIPHAOKCHHETO Ha a0y PHHOJ NPH NALHEHTH ¢ XeMaTroxpoMarosa. I IpunoxXeHHeTo Ha aNnomnyprHoN
PY MAUMEHTH WM TEXHH OMH3KH pO.IlCTBE:HHuH Tps0Ba Ja ce H3BBLPILBA C TOBHIIIGHO BHHMAHHE.

Hapyluienns Ha IIHTORKHAHATA XKe3a
[ToBumenu croliHocTn B®a TSH (> 5, 5 uIUme) ca Haﬁnmnanann NpH NauueHTH, NPHeMaLIH
NMPOIBIDKHTENHO JIeYeHHe ¢ aonypuHon (5,8%) B IBIrOCpOYHO, OTBOPEHO, pa3slIMPEHO NPOYyYBaHe.,

Beska tabnerka ceappka 50 mg nakrosa. [lanvenTtu ¢ peaky HacneOCcTBEHH npobIeMH Ha raNakTo3Ha
HEMOHOCHMOCT, Lapp nakraseH AedHLUNT WIH IMOKO30-ranakTo3Ha ManabcopOius He Tpabsa Ja npHeMar
TOBA JIEKAPCTEO.

4.5 B3aaumoaeiicTsHe ¢ APYTH JeKapCTBeHH APOAYKTH N APYrH (hOpMH HA B3aHMO/JelicTBHE

6-Meprxanmonypun u a3amuonpun:
A3aTHOIIPHH ce MeTabonuzupa X0 6-MEpKanTONYpHH, KOKTO ¢e HHAKTHBHpA OT AeHCTBHETO HA KCAHTHH
okcH/a3aTa. I1py eZHOBpEMEHHO NPHAOKEHHE HAa 6-MepKaNTONYpHH HiIH a3aTHOIPHE ¢ MunypHT, Tpabaa
1a ObAAT NMPHAAraHH CamMO €AHA YETEBPT OT OOHYaHHATE HO3H Ha 6-MEPKANTONYPHH UJIH a3aTHONPHH, Thii
KaTO MHXHOHpaHETO OT KCAaHTHH OKCMAa3aTa MOXe JAa YABMKH TAXHOTO Aciicteue. Cep

ObaaT HaMAeHH.



Buoapabun (adenun apabunosud):

JlarHuTe MOKa3BaT, Y NA3MEHUAT TOMYKWBOT Ha BHAAPAGHH C& NOBHUIIABA B IPHCHCTBHETO HA
anornypuHon. Koraro agsara npoaykra ce M3Mo/3eatr eAHOBPEMEHHO, € HEOOXOAUMO ROITEIHUTENHO
HabIo/ieHue, 32 Ja ce pasNO3HAAT MOBHLICHUTE TOKCHUHH edeKTH.

Canuyunamu u npogyxmu ¢ Yypuxosypuuxo deticmaue:

OKCHITYpHHO/1, OCHOBHHAT METAGONNT Ha ANOITyPHHOJ, ChIIO NPHTEXABA TePaNeBTHYHA AKTHBHOCT H Ce
€KCKpeTHpa npes Ob6penute MO CXOEH C YPATHTE MEXaHH3BM. 3aTOBA JIEKAPCTBATA C YPUKO3YpHUHA
aKTHBHOCT, KaTO NPOGEHELH A MIH BHCOKHTE LO3H CATHUHIATH, MOTAT A2 YCKODAT EKCKpPEUHSTa Ha
oxcunypuHoi. ToBa MOXKe 1a HaMaJlM TepaneBTHYHATA AKTHBHOCT HA MUIYpHT, HO 3HAYAMOCTTA HA TO3M
haKT caenBa Aa ce OLEHABa IIPH BCEKH OTAEACH cay4ail.

Xnopnponamuo.

AKO MUnypHT ce mpunara 1o éAHO ¥ ChIUO BpeMe ¢ XIOPIPONAMHUL, IIPH NallMeHTH ¢ yBpeaeHa Gb6peyna
OYHKLHS € BH3MOXHO TIOBHIIABAHE HA PHCKA OT YALJDKEHA XHIIOTTHKEMH3NPAIA AKTUBHOCT, ThH KaTo e
BBE3MOXKHE KOHKYPEHIMSA MEKAY AlIONYPHHON H XTOPIPONaMiz 3a ekcKpelila B 6b0peunute TyOyiu,

Kymapunoeu anmuroazynanmu. |

Iony4enn ca peaxu crobimenns 3a ycuieH edexTt Ha BapdaprH 0 IPYTH KYMapHHOBH aHTHKOATYJIaHTH,
KOTTO ca OHIIH NpUNAraHy 3a¢/IHO C aNOIYPHHON; IOPAIH TOBA BCHUKH NAIIMEHTH, KOUTO MOMY4aBaT
aHTHKOATyJaHTH TpsaGBa Aa 6bAaT BHHMATENHO HAGMONABAHM.

Denumoun: - |
AJNOITYpHHON MOXE 1a KHXHOHPA uepHOAPOOHATA OKCHAALHS HA GEHHTOMH, HO KITHHAYHOTO 3HAYEHHE HA
TO3H (PaKT HE € YCTAHOBEHO.

Teoghunun:

¥iMa cbolwenns 3a nuxubupane Ha Metabonusma Ha TeodunuH. MeXaHH3MBT Ha B3AUMOIEHCTBME MOKe
na Ob2te 06SCHEH C aHrAXMPAHETO HA KCAHTHH OKCHAA3aTa B Nporeca Ha GuoTparcopMalAs Ha
TeopunuK npr xopara. Hueata Ha Teodunun Tpabea ga ce HabaionasaT IIPH NALKMEHTH B HAYAJIOTO Ha
TepaniyATa ¢ ANONYPHHOJ WIH NPH MOBHIABaAHE HA AO3MTE.

Amnuyrinun/Amoxcuynunun:

[1py naupuenTy, NPOBEAKAAILM NEYEHHE C AMIHLVIHH I AMOKCHIMINH, KOHTO IPHEMAT U ATOIYPHHOII,

€ ch0DLIABAHO 34 NIOBHIIEHA YeCTOTA HA KOKHUTE OOPHBH B CPABHEHHE C MALHEHTHTE, KOHTO HE Ca —~
npHeMany JBeTe nekapersa. [IpHunHata 3a cbobiiaBaHaTa B3aHMOBPB3KA He € YCTaHOBeHA. Bee mak ce |
IpENOpPEYBA NAUHEHTHTE, NPOBERKAALIH ACUYCHHE C ATONYPHHOI Aa H3MON3BAT ANITEPHATUBY Ha

AMITHUHJINH WJIH AMOKCHIIHJIHH, KOTaTO TOBA € BE3MOXHO,

Lurnoghocpamud, doxcopybuyun, Greomuyun, npoKapbasun, MEXAOPEMAMUN:

[Ipi nanmenTH C HEONNACTHYHH 3a60NABARMS (PA3IHYHY OT JIEBKEMHS) € CHOBIIABAHO 33 TOBHIIEHA
CTENICH Ha KOCTHO-MO3bYHA CYNpecHs OT CTpaNa Ha LuKAogochamMu HiIM APYrH IATOTOKCHYHH CPEACTBA
NP HANMYME HA ANOTYPHHOJ. BhpekH T0Ba, B efHO ROGpPE KOHTPONHPAHO NPOYYBAHE MPH NAUEHTH,
fAeKyBany ¢ muknodochamun, 1o0xkcopySULHH, GICOMHUMH, MTPokapba3uH WM MEXTIOpETaAMHUH
(XNOPMETHH XHAPOXJIOPHA) HE € HabMOJABAHO NOBHINABAHE HA TOKCHYHHTE pPeakUdH KBM Te3H
UHTOTOKCHYHH CPEACTBA OT CTPata Ha aloNYPHHOMN.

Hurrocnopun:




Coo0lieHUATa MOKA3BaT, Ye [U1a3MeHaTa KOHIEHTpaLMA Ha HHKAOCTIOPHE MOXe Aa (bJe NOBHINEHA 110
BpEM€ Ha CHITBTCTBANIA TEPanus ¢ aNONYPHHOI. BB3MOXHROCTTa 32 YCHNBAHE HA TOKCHYHOCTTA OT CTPaHa
Ha HUMKJIOCNOPYH TPAOBa Ja ce UMa IIPeABH/ NIPH eRHOBPEMEHHOTO NIPUIOKEHHE Ha iBETE JIEKAPCTBA.

Huoanosun: |

IIpu 3npasu goGposoany U nauueHTH ¢ XHB, kouTO ca OMJIH Ha neycHUe ¢ AHJAHO3HH, NJIA3MEHHTE
CTOHHOCTH HA Cunax W AUC Ha AMAAHO3HH ca OHIY NPUOIM3UTENHO ABA MBTH NO-BUCOKH MIPH
CBITBTCTBALIO JieUCHHe ¢ anoitypuron (300 mg aresno), 6¢3 TOBa Aa € NPOMEHU/IO TEPMUHAIHNA
MOIY>XHBOT, EJHOBPEMEHHO NPHNOXKEHUE HA TE3H 2 IEKAPCTBA KATO LANO HE Ce Npenopbhy4sa. AKO
CBIBTCTBALLA TEpANHUA € Hajlexkalla, NperopsUBa C& HaMangBaHe Ha J103aTa Ha IHAAHO3HH, KaTo
MaUeHTUTe TPAOB2 Ra OBAAT BHUMATEIHO HaOMO1aBaHH.

ACE uuxubumopu.

EnnOoBpeMEHHOTO NIPUIIOKEHHE C ATONYPHHON € CBLP3aHO C MOBHIIEH PHCK OT Pa3BUTHE Ha JIEBKOICHHS,
0coDEeHO NpY NALIMEHTH ¢ HapylleHa 6p0peyna GyHKIHA, NOPaaH KOETO CE NPENOPLYBA TOBHIICHO
BHUMZHHE.

[loBHIUEH PHCK OT CBPBXYYBCTBHTENHOCT € CHOOLIABAH NPH €AHOBPEMEHHO MPHJIAraHe Ha AONYPHHON C
ACE unxuburopn, ocobeno npu 60pedro yBpexaane.

[Tpu exHOBPEMEHHO NPHIOKEHHE HA AJIONYPHHON H KANTONPHA, PUCKET OT KOXKHE PeaKiK MOXe /a €
MOBHILIEH, 0CODEHO MPH HANHYUETO HA XPORNYHA GBOPEUHA HEAOCTATHYHOCT.

Huypemuyu:
Crob11aBaHo €, 4e B3aHMOZIEHCTBHETO MEX/Y anonypuHon 4 ¢pypo3eMu BOAK A0 NMOBUILIEHH
KOHLEHTPALINK HA CEPYMHH YPaTH H TNIa3MEHH KOHLEHTPaLUK Ha OKCHITYPHHOIL.

Hima cpo01eH s 38 NOBHINICH PUCK OT CBPBXYYBCTBUTENTHOCT, KOraTo afoypHHO CE MIPHEMA C
AUYPETHIM, HO-TOYHO C THA3HAH, OCOOSHO NpH 6p0peuno yBpexaate.

4.6 DepruamTeT, GpeMEHHOCT H KbPMEHe

bpemennocm

HannuTte 3a 6esonacHocT Ha MuypHT Npu GpeMEHHH XeHH ¢a HeJI0CTATEYHY, MaKap Y€ TO3H NPOLYKT
IIHPOKO OT MHOTO TOAMHMK, 063 BHAUME BPEIHH MOCISAHIH (BX. 1. 5.3).

AnonypuHon Tp6Ba a ce H3MON3Ba MO BpeMe Ha GPeMEHHOCT, camo ako HAMa No-GesonacHa
ANTEPHATHBA K KOTATO 3a00JBAHETO NPEJCTABIABA PUCK 33 MAWKATA HIH HEPOJECHOTO JAETE.

Kupmene

HMMa croblienus, ue anonypuHoa H OKCHIIYPHHON Ce eKCKPETHPAT B KbpMaTa. B KbpMaTta Ha JEHH,
npuemMalty anomypruHon 300 mg AHEBHO, € YCTAHOBSHO HAIMYHE HA aJIONYPHHOMN B KOHLUEHTpauus 1,4
mg/l u okcumypunon - 53,7 mg/l. He ca HaGmonasann edektH BupXy KbpMaueto. CrenosareiHo,
ynorpebara Ha MHIypHT He ce NpenopbsyBa npes NepyHoa Ha KbPMEHE.

4.7 EdexTn Bppxy cnocofHOCTTA 32 modHupaHe U patoTa ¢ MAHHY

T'vit KaTO NpH NAIMEHTH, TPHEMaNH ANOTYPHHO, Ca CHOCLIABAHH HEXEAHH PEaKHU, KATO CHHIHBOCT,
CBETOBBPTEK W ATAKCHA, NaLHeHTUTE TpAGBa Aa GbaaT 0co0eHo BHHMATENHH Npeau modupane, pabora ¢
MalllHHH MK H3BBPIIBAHE HA ONACHU AcHHOCTH, 10KaTO He ca yOeneHH, ye anonypHHOI HE NOBNHABA
HeQMaronpusTHO TEXHHTE YMEHHA.




4.8 Hexenann JeKapCcTBEHH peakni

3a TO3M NPOAYKT HAMA ChbBPEMEHHA INTHHHYHA IOKYMEHTAIHS, KOSTO Ja CE U3NON3BA B NOAKPENa Ha
OTIpENEIIAHE HECTOTATA HA HeXXETIaHUTE JIEKAPCTBEHH peaKuuu. HexenanuTe peakiiHi MOTaT ia Bapupar B
YeCTOTATA CH B 33BUCHMOCT OT NIPHUETATA 1038, KAKTO U HAJTHIHETO Ha APYTHU JIEKapCTBCHH NPOAYKTH.

UecTOTAaTa Ha HEXKEJAHUTE PeaKIiy ONMACAHN MO-J0Ny € B NPHOIHM3UTENIHH CTORHOCTH! 32 NIOBEYETO
PEeaKLlMH He ca HAJMYHA MOAXOAALIH IAHHY 33 OLEHKA Ha YecToTata. Hexenanure IEKapCTBEHH peaklAn
HACHTHGULUHPAHH OT MOCTMAPKETHHIOBO HAGMIOAeHNE C2 CUMTAHH 32 PEAKH HITH MHOT'O DEAKH.

3a KnacHULEpaHe Ha YECTOTATA € H3NON3BaAHA CIIeIHATA KOHBEHLHA!

MHoro uecty (=1/10);

Yectn (>1/100.10 <1/10);
Heuecrs (>1/1 000 no <1/100);
Penku (>1/10 000 mo <1/1 000);
Mmuoro peaxu (<1/10 000);

C HEeM3BECTHA YeCTOTA (OT HANIMMHHUTE JAHHHM He MOxe 1a ObAe HanpaBeHa OLCHKa), N

Hexenanure peakUyH, CEEP3aHH ¢ AJIONYPHHON Ca PEAKH B 06ILATa NONYJIALHA ¥ B IIOBEYETO CIy4YaH ¢a
nexd. YecToTaTa HM € NO-BHCOKA NpH HaiHuue Ha ObOpevnn Wy 4epHOAPOOHH YBPCKAGHHA.

Ta6mua 1 HexxenalH peaknuy
Cucrema opran-Kiuac YecroTa Hexkeaany peaknui
WHpeknus n vadecTalni | MHQTO peaky ¢ypynkonosa
HapylieHus Ha KPHBTa H MHoro peaxy arpaHyJOUMTO3a, ANIaCTHYHA
nMuMGHATA CHCTEMA aHeMus, TPOMOOLMTONCHMS
FPAHYJIOHUTO32, IEBKONCHHA,
JEBKOLMTO32, CO3HHODUNNA H
YHCTA cp OLIHTHA anjiasHAa
Hapyinesns Ha UMYHHATA Heuectu CBPBXYYBCTBHTEMHOCT
CucTEMa MHoro peaxH aHrHOHMYHOOIAcTEH T-KIEThYCH
nuMom’
Hapymenns Ha Merabonusma 1 | MHoro peaxu 3axapeH guaber,
XpaHEHETO | XUEPIUITHICMHSA
[TcHXHUHH HApYIIEHHS MHOIO peAikl | JeTpecHs! N
HapyuieHns Ha HEpBHATA MHoOro peaxu - KOMa,
CHCTEMA napanusa,
aTaKcus,
nepudepna HEBPONATHY,
apecTe3us,
CBH/IYBOCT,
rnasofosue,
OMCrey3us
HapyiueHus Ha o4HTE MHoro peaxu KaTapakTa,
3PUTENTHI HApYLICHHS,
MaKyfOTaTH
HapyiieHss Ha YXOTO H Msuoro pegk BEPTUTO




nabupHHTa ) h B ]
CoepaeYHA HapyLIEHAN MHoro peaku | | crenoxapams,
- | Gpamuxapas
| Cbp08H Hapywenus j MHoro penku XHIEPTOHHS
- CTOMAWIHO-4peBHM Hapymenuss | HewecTH NOBpBLIAHE", |
| ragese’, |
| avapus |
MHoro peaxu XeMaETEMESR,
J | cTeatopes,
| | CTOMATHT,
] | NMPOMEHH B H3XOWIAHETO
| C HEH3BECTHA YeCTOTa KopeMHa Bonka
XenaTtoOHnHapHH HapyIneHus Heuectn HeOOHUARHY YepHOOPOOHH
DYHEIUOHATAY HIC ISR
Penxu XeNaTHT (RKMOYHTENHO
| HepHoApolHa Hekpo3a |
g _ __| rpaEynoMaToseH xenatut)
Hapyuiequa Ha kokaTa ¢ | Yecru ofpms
NOJKOMHATE THKANR Pengn | cuHzpoM wa CTUBBHC- |
JIHOHCHHATOXCHYHA j
CNHACPMANEA HeKpOH3a®
| Muoro peaxy " AHHOHEBPOTHYEH OTOK,
JIeKapCTBEH 0DpHB,
an0neLHA,
. NPOMAHA B HECTA HA KOCATA
Hapymeras Ba MYCKYIIHO- I Muoro peaxu | Myckymra 60.1Ka
- CKENSTHATA CHCTEMa H | |
- CHEAHHHTETHATA THKAN B |
" Hapymenns Ha 6n6peunre u MHDIO Pk XeMaTypHE, |
NHKOYHNTE TETHIIA | asorTeM#s |
Penxu ' YPOIHTHA3A
Hapyureruas Ha - - Mmuoro penia CTEPHIHTET NPH MEXE, +
BBE3NPOH3IBOAHTEIHATA CHCTEMa | ePEKTHIIHA AHCHYHKINL,
H ThpIATA | | rupexoMacTia
| OB HapyineHns u edbexTd Ha | MHoro penxy OTOK,
MSACTOTO Ha NPHICKEeHe o0LO HEPA3MONONKEHHE,
ACTEHH4Y,
[THPEKCUS]

‘e

' TlonyueHu ca MHOTO pefiKH ¢hOOIIEHAS 32 TPOMOOLHTONEHAS, Arpady IOUHTO38 H ANIACTHYHA AHEMHEA,
0CCORHO NPH NALHEHTH C yBpeieka 6bp0peyna Wiy yeproapobna GyHKLHA, KOSTO IORAINABA
HEODXONHMOCTTA OT CRELUANHY CPHKH 33 MAIMEHTHTE OT Ta3H rpyna (Bx. Touku 4.2 v 4.4),

* TeskATe peakuy Ha CBPBXSYBCTBHTEHOCT, BKIIOYHTENHO KOXHH PEaKLMH, IPOTHHALIH C
EKC(ONYANKA, NOBHIICHA TEMIIEPATYDA, NAMDEACHRNATAS, APTPANTHN B/ HIIH S0IHACHETHA, BICIOUBALIH
cHHupomMa ha CrasbHC-[DrONCHH (SIS} 1 TokcHuHa enAaepMania Hekponuia (TEN) ce paGmonasar-- .
pamko (Bxc. , JHapyiweHns HA kOXKaTa H DOAKOXHATA ThKaH™), CBOLTCTBALL BACKY/HT U ThKAHRH QRIMBGD)
MOXE 112 ¢S IIPOABH MO Pa3NHYHH HAMHHK, BKIFOYHTENHO XeNaTHT, YapeaeHa 6b0peuna dyfHibis, GCTHr *9!:30

9 |



XONIAHTUT, KCAHTHHOBH KaMBHH H, B MHOT'O PEAKH CIIy4aH - repuose. MHoro pauko € cholbiasano 3a
OCTRED aHadHIAKTHYEH IIOK. AKO BE3HHKHAT TAKHBA PEAKUHH, KOSTO MOXE [Ja CTaHE BCAKO BpEME B X042
Ha JISYSHHETO, aNoMyPHHON TpAOBA Ja OBAe CIIPAH He3abasH0o U OKOHYaMENHO.

Peaxki{HH Ha CBPBXUYBCTBUTEITHOCT OT 3a0aBCH THN ¢ MONUOPI-aHHO 3acsArane (M3BECTHO KaTo CHHAPOM Ha
cspexuyBcTBHTEAHOCT WM DRESS) ¢ Tpecka, o6puB, Backynut, nuM¢ageHONaTHA, ICEBAO JHMPOM,
apTpajiryus, NeBKONCHHS, CO3HHO(HIHA, XenaTocnIeHoMeranus, OTKIOHEHHS OT HOPMalHHTE CTOMHOCTH
B Ye¢pHOIPpOOHHTE BYHKIMOHAIHH TECTOBE H CHH/APOM HA H34e3Ballly KITbYHH NBTHILA (pa3pyliaBate u
H34Y€3BaHE HA HHTPAXENATAIHUTE XKITBYHM KAHAJIK ), KOUTO C€ MpoABABAT B pa3AHYHH KoMOuHaunu. Morat
fa OBJAT 3acerHaT ¥ Apyru opraHu (Hanpumep depeH apob, Senm apobose, 6wOpeny, nankpeac,
MHOKapAa 1 1e6enoTo 4epBo). AKO BE3HHKHE HAKOS OT TE3U PEaKLUHH N0 BpeMe Ha JIEYSHHETO, Tpabsa
He3a0aBHO i OKOHYATENHO Aa C€ NPEKPATH NPHEMET Ha MUNYpPHT.

IIprnoxeHHeTo My noBeye He TpAOBA Aa ce Br300HOBABA IIPH MAHEHTH C PEaKUMs Ha
cBpBXYYBCTBHTenHoCT # SJS/TEN.

[IpunoxeHHETO Ha KOPTHKOCTEPOMAN MOXE Ja € OT MOJI3a 33 OBNAJAIBAHE HA KOKHHTE PEaKL[HH HA
CBPBXYYBCTBHTEIIHOCT.

IIpy BE3HHKBAHE HA FEHEPATHIHPAHH PeaKIHH HA CBPbXYYBCTBHTENHOCT, OOHMKHOBEHO UMa HAJIHMHE HA
OBOpEeYHO H/UIK HYepHORPOOHO yBpexkaaHe, KOraro H3XOAbT € (araneH (BXK. T. 4.4).

* Anruoanenobnacter T-KieThYeH NUM(OM € OMMHCBAH MHOIO PAAKO crieA OHONCHA NPH reHepanu3MpaHa
mmmaneHonatus. Marnexna, ve T4 € o6paTtuma cres CUpaHe NPUIIOKEHHETO Ha ANONYPHHO.

* B paHHHM KIMHHYHH H3NMUTBAHNA € ChoGIUaBaHO 3a rafieHe ¥ NoBpbIane. Copel ZObJIHATENHA
HHpOpMALNS, TA3M PEAKIHA He IPEACTABIABA 3HAUNTENEH npolneM H MOXe Ja ce u3berde ¢ npueM Ha
ANONYPHHOJ Cliel] XpaHeHe.

> YeproapoOHa HeAOCTATEYHOCT € ChoblaBana 6e3 H3SBEHN AOKA3aTENCTRA 3a NO-TeHepaIn3apaHa
CBPBXYYBCTBHTEIHOCT,

® KoxxHWTE peakiiy ca Hali-4ecTH H GHXa MOTUIH Aa ce MPOSBAT MO BCAKO BpeMe Ha eyeHuneTo. Te Morat
na ObIaT NPHAPYKEHH ChC CHPOSIK, MAKYIONanyJlapHH, IOHAKOTa C MIOLICHE Wi C Iypnypa, H pARKO
KaTO EKCOPHNHMATHRHH IPOMEHH, HANP. CHHAPOM Ha CTHBBHC-I[)KOHCHH M TOKCHYHA ENUAEPMAITHA
Hexkpoausa (SIS/TEN). Haili-sucoxust puck 3a p3nukBaHe Ha SIS v TEN unu Apyrd ceprosHH peakIHH
Ha CBPBXUYYBCTBHTEIIHOCT € [IPE3 ITHPBUTE CEAMULH Ha JiedeHueTo, Hal-n06pute pesynrati npu
OBNIANIABaHE HA TAKUBA PEAKLMH CE NIOCTHTAT NIPH PAHHO AHACHOCTHLUHPAHE H He3a0aBHO CnHpaHe Ha
BCAKO MMOAO3HPaHO JEXapcTBO. Jieyennero ¢ Munypur tpadsa aa Obae cnpsHO He3abaBHO npH
BB3HMKBAHE HA TaKHBa peakluu. Cnel Bp3CTAHOBABAHETO OT JIEKH PEaKlUH, ako Ce JKeae, alomypHHOI
Moxke Aa Obje Bb300HOBEH B HHCKA 103a (Hanp., 50 mg IHEBHO), KOATO MOCTENEHHO Aa ce nopuiny. The
YcTaHoBeHO €, ye anensT HLA-B*5801 ce cBBp3Ba ¢ pHCK OT pa3sBMTHE Ha CBBP3aH C alONyPHHOMN
CHHAPOM Ha CBpBbXUyBCTBUTEAROCT H SIS/TEN. M3non3sanero Ha reHOTHNUPAaHE KaTo METO 32
CKPHHHHT € Lie]1 B3eMaHe Ha pellileHHe 34 JIEUSHHE C alONYPHHON He € YCTaHOBeHO. B cny4aii Ha
PEHHAMBHPALIA KOXKHA PEAKIUsA, IIPHIIOKEHUETO Ha aNonypuHoON Tpa6Ba Aa 6b1e cnpAHo He3abaBHO U
OKOHYATENHO, ITOpafy Bb3MOXKHOTO Bh3HHKBAHE HA NTO-TEXKKH PSAKLHH Ha CBPBXYYBCTBHTEIHOCT (BX.
Hapywenun na umynnama cucmema). Axo SIS/TEN uH Ipyre cepHo3HH PeaklUWA Ha
CBPLXYYBCTBHTEIIHOCT HEe Morar Aa Opaar U3KIO4YeHH, npueMeT Ha anonypunon HE tpabsa ga ce
BB300HOBABA NMOpaH Bb3MOXKHOCTTA 33 TEKKH PeaKUHH U JOpH peakunH ¢ ¢araneH kpaii. KnuHnuHaTa
Aaunartosa 3a SIS/TEN e ocHoBHa 0a3a 3a B3eMaHe Ha pellleHHe. AKO TakaBa peaKIHs Ce pasBHe 1o BpeMe
Ha JieYeHHe, NpUEeMbT Ha anonypuHon tpabea aa ce cnpe He3abaBHO H OKOHUYATEIIHO,

reHepalH3UpaHH PEAKIIHH Ha CBPBXYYBCTBHTENHOCT.
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8 Crobuend ca cayyau Ha heGprnuTeT ¢ ik 6e3 MpH3HALH ¥ CHMIITOMH Ha NO-TreHepATH3HPaHa PeaKius
HA CBPBXYYBCTBHTEMHOCT KbM AJONMYPHHMI (BK. « Hapyuierus HQ UMVHHAMA Cucmeman).

CrobliaBaHe Ha NONO3UPAHH HEXKECIAHN peakIuy

Crodiasanero Ha NOAO3HPAHH HEXENAHH PEAKLMH Clie]l paspellagane 3a ynorpeba Ha JeKapCTBEHUA
NPOIYKT € BaxkKHO. TOBa NO3BONABA Ja NPOTBILKH HabNIOISHHETO HAa CHOTHOLIEHHETO NOJI3a/PHCK 33
NEKapPCTBEHUS NMPOAYKT. OT MEAHLMHCKUTE CIELHANMCTH €€ H3HCKBa Aa ChobIUapaT BeAKa NMOAO3UpaHa
HEXKENaHa peakuys Ypes HauMoHaMHa cHcTeMa 3a chobiaBase B M3nsaHHTEHA areHIHs 110 JIeKapcTBara
yi. ,LJamsn I'pyes” Ne 8, 1303 Codusg, Ten.: +35 928903417, yebcaiiT: www.bda.bg

4.9 IIpenosupane

HMa crob1ienud 3a mormbluane Ha 10 22,5 g alonyprHon 63 Npossy Ha HEXKENaHH PeakiMH.
CHMNTOMMTE ¥ IPH3HAUHUTE CA BKIKOYBAJIA TAACHE, MOBPBIIAHE, THAPHA H CBETOBLPTEXK H €A CHLOOIICHH
NPH NALUKEHT, KOHTO e morbasai 20 g anonypuuon. CBILUAT C€ ¢ BE3CTaHOBHUI clie/ npuiarale Ha obLu
NOAABPKALIM MEPKH.

MacuBrara abcopOLusg Ha anonypPHHON MOXE Ja AOBe e A0 3HAYMTENHO HHXUOUpaHe HA AKTHBHOCTTA Ha
KCAHTHH OKCHAA3aTa, KOETO HE C€ 04aKkea Ja HMa HeOIaronpHATHE €(heKTH, OCBEH aKo € NOBJIHAHO 0T
CHITBTCTBALLA TEPaAlns, 0coOeHO ¢ 6-MepKaNTONYPHH H/HIIH a3aTHOIIPHH.

JleyeHue:

He ¢ u3pecren cneunduyed aHTrAaOT. 3a Aa ce NoZo0pH eKCKPeLMATa Ha allOIYPUHON ¥ HETOBHTE
MeTaboJIHTH, ¢ HeoDXoAuMa aIeKBaTHA XHAPATALNA 32 IOANGPKAHE HA ONTHMANHA Anypesa. AKo ce
NPELEHH 3a HeoOXO0MUMO, MOJKE JIa CE IIPHIIOKH XEMOAHANN3A.

5., ®APMAKOJOTIMYHHU CBOHCTBA

5.1 ®apMakoIHHAMHYHH CBOHCTBA

(bapmMakoTepaneBTHYHA MPyTa: aHTHNONATPO3HH JICKAPCTBRA; JeKapcTBa, HHXHOHpalH o6pa3yBaHero Ha
nMUKoYHa kucendHa, ATC kon: MO4A A0

ATIOTIYPHROJ € HHXHOUTOD HA KCAHTHH ocHAaa3aTa. ANCNYPHHOJ H HETOBHAT 1aBeH MeTaboInT
OKCHITYPHHO/, TTOHWKABAT HUBOTO HA MHKOYHA KHCEIMHA B IJIa3MaTa ¥ YPHHATA KaTo HHXUOupar
KCAHTHH OKCHAA3aTa, €H3HWM, KOHTO KaTalH3ipa OKCHAALMATA HA XUITOKCAHTHH /10 KCAHTHUH H Ha KCAHTHH
J0 MHKOYHA KMCenHuHa. JonbaHHUTeNAHO HHXHOHpaHeTO HA NYPUHOBHA KaTabONKHIEM pH HAKOH, HO HE
IPH BCHYKH NAUHEHTH C XUIIEPYPHKEMHS, MTOTHCKA HoBaTa OMOCHHTE3a HA NYPHUHHTE, NIOCPEACTBOM
HHXHOHMpane Ha oOpaTHaTa BpB3Ka Ha XHIIOKCAaHTUH-TYaHHH dochopubosznntpancdepasara. dpyru
METabOINTH Ha ANIOMYPHHON CA AJONYPHHON pHOO3HA H OKcUNypHHon-7 pubosus.

5.2 DapMaKOKHHETHIHH CBoOiicTBA

Abcopbyus |
ANONYPHHOJ € aKTHBEH IIpH nepopajHo npuioxkeHue 1 ce abcopbupa 6BP30 OT FOPHHTE OTAENH HA
CTOMANIHO-4PEBHHUS TPAKT. B M3NHTBaHHUA € YCTAHOBEHO, e aNONYPHHON Ce OTKpHBa B KpbBTa 30-60
MHHYTH CJIe/, IPHIIOXKEHHETO MY. M3uncnenara OuoHannyHocT Bapupa o1 67% no 90%. I1ukosuTe
NJIa3MEHH HHBA HA aIONypHHOI OOHKHOBeHO ce Habmopapat npudnu3uTenHo 1,5 vaca cnen pepe
npunoxenne Ha Munypur, Ho cnaaar 66p30 ¥ Toif ce OTKPHBA B HE3HAYHTENHH KOIHYECTRHCRR

o amua. -
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yac. [TMKOBHTE HIBA HA OKCMITYPHHON OOMKHOBEHO ¢¢ HabmoaasaT 3-5 9aca cnef NepopanHo
NPHIOKEHNE Ha MUypHT H ca A0CTa T10-TpaliHu.

Pasnpedenenue

ANONYPHHOJ €€ CBbP3Ba B HE3HAYHMTENHA CTENEH C NIA3MEHHTE [IPOTEHHH H MOpalH TOBA BApHALHHTE B
CBBP3BAHETO ¢ MPOTEHH HE Ce CUUTAT 3a 3HAUUMH Cllefl OUHCTBaHE, IBHHUAT 00eM Ha pasnpeaeneHue Ha
anonypuHoa € npubnusurenno 1,6 mtpa/kg, K0eTo npennonara OTHOCHTENHO FOMIMO pasfipecCHHE B
TehkaHuTe. He e ¢hollaBano 3a TbKaHHKY KOHLUECHTPALHH Ha JIONYPHUHON IIPpH X0pa, HO € BEPOATHO
ANIONYPHHON M OXCHITYPHHON Ja C€ HAMHpaT B Hali-BUCOKHM KOHUEHTpPALHH B YepHUA Apod H
ThHKOYPEBHATA JIMI'aBHLA, KLACTO aKTHBHOCTTA Ha KCAHTHH CKCH/Aa3aTa € BHCOKa.

Buompanchopmayua
OcHoBHHMAT MeTaGoNUT Ha aXONYPHHOI € OKCHOYPUHOIL Jpyrin MeTaGOMHTH HA aIOTIYPHHOI Ca
ANIONYPHHON pHOO3HA H OKCHITYPHHOM-7 pHOO3HA.

Enumunupane

HpuGmasatenno 20% ot npuerHs anonypHHON ¢€ €KCKPeTHPa B H3NPAXXHEHHATA B paMKUTE Ha 48-72
yaca. ENMMHHHpaHETO Ha ATONYPHHO CTABA MIABHO upe3 MeTaboNUTHO NMPEeBPHIaHE B OKCHITYPHHOJ OT
KCAHTHH OKCHZAA3aTa ¥ ANAEXHA OKCHAAasaTa, KaTo no-mManko 0T 10% oT HenpoMEeHeHOTO JIEKApCTBO Ce
€KCKpEeTHpa B YpUHATA. AJIONYpHHO UMa [IAa3MEH NOAyKUBOT 0T okono 0,5 - 1,5 vaca.

OxcunypHnon e no-citab HHXHOUTOP HA KCAHTHH OKCHIA3aTa OT aNIONYPHHOI, HO NNa3MEHHS NONYKHBOT
Ha OKCHILYPHHOJ e MHOTO O-Akabr. M3uncnen e nepuoxn ot 13 xo 30 yaca npu xopa. [Iopaaun ToBa
edeKTHBHOTO HHXUOUpaHe Ha KCAHTHH OKCHAA3ATA Ce MOTbPIKA noBeue OT 24 gaca Ciej eAHOKpaTHa
NHEeBHA 103a anonypHHo [TauueHTiTe ¢ HopManHa 6s0peuHa GyHKuHA aKyMynupaT NOCTENEHHO
OKCHILYPHHOJ 10 JOCTHIMaHe Ha HeropaTa cTaluiiHa nnasMeHa KoHneHTpaums. Ilpy TakHsa nayMeHTH,
npueMad 300 mg anonypHHOA AHCBHO, 0CHKHOBEHO NIA3MEHHTE KOHLUEHTPAUHH Ha OKCUNYPUHON ¢a 5-
10 mg/aursp.

OKCHIIYPHHOJ C€ eNUMUHUPA HEMMPOMEHEH ¢ YPUHATA, HO [IPUTEXKABA ABJBI SIMMHHAIMOHEH NIONYKHWBOT,
THH KaTO noANexH Ha TyOynHa peabcopbums. CrofLiennTe CTORHOCTH HA ENHMUHALHOHEH TIONYKHBOT
BapHpaT B AXanasoHa ot 13,6 yaca Ao 29 yaca. I'onemMuTe pasIuyis B TE3¥ CTOMHOCTH MOXE JIa Ce
IbMKAT HA BAPHALMH B IM3aliHa HA H3NUTBAHMATA /WM KPEATHHHHOBUA KIMPBHC HA IAUHEHTHTE.

Dapmaroxunemuxa Npu nayuenmu ¢ Hapyuera 6vopeuna QyHKyus.

KAupbHCBT Ha aonypHHON H OKCHNYPHHON 3HAYHTENHO HAMANIABAT MPH NALMEHTH ¢ yBpeaeHa 6p0pedna
(QYHKLMA ¥ BOASAT AC NO-BMCOKH N1a3MEHH HMBA NIPH XpOHHYHA TepanHA. IlanueHTHTe ¢ yBpeneHa
OpOpeuHa QYHKIHS, NPH KOHTO CTOHHOCTHTE HA KPeaTHHWHOBUSA KIMPBHC ¢a Ouny mMexay 10 u 20
ml/min, ca nokasaid NIa3MeHH KOHIEHTPAHU HA OKCUITYPHHON OT npHOIH3uTeaHo 30 mg/nuTsp ciuen
NpoALDKHTENHO npuaokeHHe Ha 300 mg anonypHHo AHEBHO. ToBa € NPUGAUIUTETHO KOHUEHTPAIHAT],
xofTo 01 6una nocTArHara ¢ gosu ot 600 mg AHEBHO NpH XOpa ¢ HopMasHa Ob0pevHa GyHknus. 3aToBa
MPpH NagHEHTHTE ¢ HapyweHa 6s0peyiHa QyHKUMA ¢ HeoOX0AMMO HaManaBaHe Ha 103uTe HAa MUITYpHT.

DapmaroxunemuKa NPU NAYUeHMY & CMapyecKka 8v3pacm.
He chmecTByBa BEpOATHOCT KHHETHKATA Ha JICKAPCTBOTO /4 C€ MPOMEHH OT ApPYro, OCBEH OT HapyHlaBaHe
Ha GpOpeyHata QyHKunA (BXK. ,,>apMakoKHHETHKA IpH HalMEHTH ¢ HapylleHa Op0peunHa QyHKuHs)

5.3 IIpeakNUHUYHH AAHHH 32 0e30macHoCT

A. Mymazennocm
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B nMToreHeTHYHY NpOyYBaHWA € HaGMOIABaHO, Ye aNONYPHHON He NPeAH3BUKBA XPOMO3OMHH abepalliH
NMpH YOBENIKH KPBBHH KIETKH in vitro B 103 Ao 100 mukporpaMa/ml u in vive B o3u ao 600 mg nHesHO
B IPOABJLKEHHE Ha cpeaHo 40 Mecela.

Anonypunon He o0pa3yBa HHTPO3HH ChERHHEHHA, HHTO 3acara nuM@ouuTHaTa TpaHcdopMatis in vifro.
JokazaTencrsa 0T OHOXHMMHYHH K APYTH LIHUTONOMHYHH NMPOYYBAHHA TEBBPAO NPEATIONAraT, Ue
anonypuHoN HaMa BpeaHu edpekTH BepXy JTHK B HuKko# eTan OT KIEeTHYHHUS MK H HE € MyTarcHeH.

b. Kanyepozennocm
I1pn MHUIUKH B MITBXO0BE, TPETHPAHH C ANMONYPHHON B NPOIBKEHHE HA A0 2 TOAHHH HE €8 YCTaHOBEHH
JIOKA3aTeNCTBa 3a KAHLISPOreHHOCT.

B. Tepamozennocm

B u3nuTBaHe, MpU KOETO MULIKK ¢a TIOAy4HaBaaH HHTpanepuroHeanno ao3u oT 50 unu 100 mg/kg, Ha 10-
1A UK 13-ua aeH ot 6peMeHHOCTTa ca YCTaHOBEHH aHOMAJTHK NpH (eTycuTe, Makap ue nogo0Ho
H3MUTBAHE NP ILIbXOBE B A03H OT 120 mg/kg Ha AeH 12 0T OpeMEHHOCTTA HE € KOHCTaTHPaNno aHOMaNNH,
[1I1pokooOXBaTHH H3NUTBAHHA HA BUCOKH NEPOPAJIHH A03H ANONMYpHHON NpH MHIIKK a0 100 mg/kg
AHEBHO, rbxoBe Ao 200 mg/kg aHeBHo W 3aiiun A0 150 mg/kg aHeBHo Mo BpeMe Ha 8-1a 00 16-Hs AeH OT
OpEeMEHHOCTTa, He ¢a NOKA3aIM TePaTOrcHHH eheKTH.

EAHO in vitro n3MUTBAHE, B KOSTO € M3MO/3BAaHa KNESTHYHA KYATYPa OT QeTaANnHKM MULIH CJIIOHYEHH XKAE3H
33 OTKpHUBaHEe Ha eMOPHOTOKCHYHOCT, € [TOKA3AM0, Ye He ¢€ OYAKBa aJIoNYyPUHON Aa NPpHYHHH
eMOPHOTOKCHYHOCT, 6€3 Na NPHIUHH TOKCHYHH NPOSBK H Y MakiKaTa.

6. CAPMAIIEBTHYHHN JAHHHA

6.1 CrHcLK HA NOMOLIHMTE BelllecTBa
JlakT03a MOHOXHAPAT

KapTO(eHO HHIIECTE

NOBHAOH

TANK

MarHe3ues creapar
HATPHEB HUILIECTEH FIIMKOJIAT THO A

6.2 HecnemecTumoctn

Henpuioxumo.

6.3 Cpok HA TOAHOCT

S rOJIMHK

6.4 Cnenuanny yojIoBHS HA ChXpaHeHHe
Ha ce cexpanssa rmog 30°C.

6.5 Bua 1 chAbpkaHie HA ONAKOBKATA

30, 40, 50, 60, 70, 80 unu 120 Tabnerxu B cThKNEHA OyTHIKE, 3aTBOPeHA ¢ PE kanmayka, nocrasexa B
KAPTOHEHA ONAKOBKA 3a€/{HO C JHCTOBKATA 34 NALIHEHTA.
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6.6 CrnenuanHu NpeANa3sHH MEPKH NPH H3XBLp/IsiHe H pabora
HsMa cneuyaniyy H3HCKBaHY4.
PexxuM Ha oTnyckade: OTnycka ¢e camo Mo JEKapcKo npefnyucatue.

He#3nonssanuaT NekapcTBeH NPOAYKT HITH OTNATBYHUTE MATEPHAIIH OT HETO TPsbBa Aa ¢e H3XBBPJIAT B
CBOTBETCTBHE € MECTHHTE U3UCKBAHKA.

7. NNPHTEXATEJ HA PAZPEIIIEHHETO 3A YIIOTPEGA

Egis Pharmaceuticals PLC

H-1106 Budapest, Kereszttri Gt 30-38.

YHrapus

8. HOMEP HA PASPEINIEHHETO 3A YIIOTPEBA

970 0554

9. JXATA HA ITBPBO PA3PEIIABAHE/IIOMHOBSBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Hara Ha nbpBo paspewasane: 01 HK 1973 T

Hara Ha nocnenHo noaxossaBane: 27.03.2014 r.

10. JATA HA AKTYAJINIHPAHE HA TEKCTA

Deppyapu, 2017 1.
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