4.1

4.2

KPATKA XAPAKTEPHCTHKA HA IIPO/J(YKTA

3 v o 2P2
UME HA JIEKAPCTBEHMS IIPOJIYKT 6 SIA/ ] 4 -04- 2075

Aynun 100 mg rpaHysi 3a nepopaiha cycricHius
Aulin 100 mg granules for oral suspension

KAUYECTBEH 1 KOJIMMECTBEH CbCTAB
Besiko caue chabpka 100 mg Nimesulide (Humesynun)

[ToMOIILHM BELLIECTBA C H3BECTEH e(eKT: 3axapo3a
3a IIbJIHHSA CIHCHK NOMOLIHH BellecTsa, Bux 6.1

JIJEKAPCTBEHA ®OPMA

I'parynu 3a nepopajiia CyCreH3us.
XbAT rpaHyJiMpaH npax.

KJMHAYHU JAHHHA
TepaneBTHYHH NOKA3ZAHHS

Jleuenue Ha ocTpa Gonka. (BrxTe T. 4.2 ).
[TepBUYHa AUCMEHOpPES.

HHMCS)’HHII Tpﬂ6Ba Ja ce rnpearnycea caMo Karo Jie4yeHue OT BTOpa JIMHHA.
Pemiennero aa ce mpearuiie HHMCSyJ’lHlI TpﬂGBa Ja ce OCHOBaBa Ha OlLICHKa Ha obuiuTe PpHCKOBE

NpH OTAE/HMS mauueHT (Bkre T. 4.3 U T.4.4).

lIompomca M HAa4YMH HA NPHJIOKEHHE

AyHHH rpaHyJiu TpﬂGBa Ja ce rnpujara 3a Bb3MOXHO Haﬁ-xpanx [IEPHO/L OT BpeEME, B 3aBUCHMOCT OT

KJIMHUYHATA CHTYalHA.
MuuumaiHaTa edpeKTHBHa 1032 TPAGBA J1a ce MPHIIAra 3a Bb3MOXKHO HaH-KpaTKMs NCPHOJL OT BPEME,

3a J1a ce HAMAJIST HeXKeJIaHUTe peakuuu (Buxre 1.4.4 ).

MakcHMaIHaTa TIPOIB/DKUTEIHOCT Ha sieue6Hus Kype ¢ Humesynma e 15 nam.

3a BB3pacTHH:
Humesysua rpadyan no 100 mg aBa MbTH JHEBHO CJIE/ XPAHEHE.

l'lauueum B _HanpeJaHajia Bb3pacT: IpH TAX HE € HeO6X011HMO Jla ce HamMaJiaBa AHeBHATA ao03a (BH)KTC
T.5.2).

Jeua (moa 12 rojunu): Ayaun 100 mg rpanysid ca POTHBONIOKA3AHH [IPH TE3H NAUMCHTH (BHXKTC
CblIO cekuus 4.3),

Munazexu (ot 12 jio 18 roaunun); Ha Gazata Ha KHHCTHUHHMA NPOGHI I1PH
dapmakoaMHaMHuHKTEe  XapakTepucTHkM Ha Humesynun, ne e neoby
JIO3MPOBKATa MPH TE3M NALMCHTH.,

=
[Naumnentu ¢ yspeaena 6n6peuna dynkius: na 6azara Ha GapMakOKHHET é‘
NOHWXEHWE Ha JI03UPOBKATA IPH MALMEHTH C JICKO JI0 cpeaHo 6u6peuHo y
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KivpbHe 30-80 ml/min); nokato Humesynua rpanyiud € npoTHMBOINOKa3zaH B Clly4ad Ha TEkKa
OBOpeuHa HeloCcTaTLUHOCT (KpeaTHHUHOB KiHpbHE < 30 ml/min) (Buxre T. 4.3 1 5.2).

[MaumenTH ¢ HapyuieHa uepnonapobua ¢ynkuus: ynorpebara na Humesynwa rpaHynn e
NMPOTHBONOKA3aHa NPH MALMCHTH ¢ YepHoapobHa HeaocTaTbyHoCT (BrxTe T. 4.3 1 5.2).

HauuH Ha NpUIOXKCHHUE

[TepopanHo NpHIIOXKEHHE.
["'panynute TpsOBa 1a ce pa3sTBOPAT B Yallia C BOJa.

IIpoTruBonoKasanus

e [TaumeHTH CbC CBPHXUYBCTBUTEIHOCT KbM HuMe3ynua HiH KbM HAKOH OT CKCLMITHEHTHTC.

e IlaumenTd ¢ aHAMHECTHYHM MAAaHHH 3a peakUHH Ha CBPBXUYBCTBHTCIIHOCT (Hanp.
OpOHXOCNa3bM, PHHUTH, YPTHKapHs) KbM aLETWICAIMLHIOBA KHCEIMHA HIIH KbM JIpYTH
HCCTEPOMIHH NPOTHBOBB3NAIMTENIHH JIEKAPCTBEHH MPOAYKTH.

e TlauMeHTH ¢ aHAMHECTHYHH JaHHH 32 XeMaTOTOKCUYHHM peaklHH KbM Humesynu.

L4 EﬂHOBpGMCHHO NpUIOKEHHE C JpYyrH MNOTEHUMAJIHO XENaTOTOKCHYHH JIEKAPCTBCHH
BCLICCTBA.

e ANKOXOJIU3bM, JieKapCTBEHA 3aBHCHMOCT.

e AHaMHe3a 32 CTOMALIHO-YPEBHO KbpBEHE WM neppopaliis, CBbP3aHH C NPEAHIIHA Tepanus
c HCIIBC.

e AKTHMBHA f3Ba Ha CTOMAaxa WM JIBaHajleceTONpPbCTHMKA WIIM aHamHe3a Ha pelMIMBHpALlA
A3Ba/KPbBOM3NIMBH HA/OT XPaHOCMHJIATE/IHWTE OPraHu (JBa WMIIM [OBEYE M3SBEHH CMH30/1a
Ha [j0Ka3aHo oBpa3yBaHe Ha s3Ba WJIM KbPBEHE).

e Illepe6poBacKynapHO KbpBEHE WM JIpyro aKTHBHO KbPBEHE WM HapyLICHUA CBbp3aHH C
KbpBEHE.

e TlalMEHTH C TEXKH CMYIIIEHHs1 B KpPbBOChCHPBAHETO.

INauMeHTH C TEKKA ChpleuHa HE0CTaTbYHOCT.

INayueHTH ¢ TexKa 6bOpeuHa Hel0CTaTbYHOCT.

YepHoapobHa HELOCTAThYHOCT.

[TalMeHTH C MOBHILIEHA TEMIIEPATYpa W/HIIKM IPUNONOAO6HH CHMITOMH.
Jeua noa 12 roauHM.

Tpetu TpuMecTbp Ha GPEMEHHOCTTa M NMPH KbpMEHE (Bxre T. 4.6 W 5.3).

4.4 CnenHa/IHu NpeaynpeKAeHus H npeinasid MEPKH IpH ynorpeba

EnsoBpemennara ynorpeba Ha Humesynun ¢ apyru HCTIBII, BKJIIOUMTEIHO LIMKJIOOKCHI€Ha3a-2
CeJIEKTUBHM MHXMOMTOpPH, HE ce npenopbysa. B fonmbHeHHe No BpeMe Ha JieHeHHe C Humesynun
nauueHTHTe TpsbBa [a 6baaT ChBETBAHH J1a CE Bb3ABPXKAT OT ynotpebata Ha ApYrH aHaIreTULH.

Hexenauure JICKapCTBCHH pEaKldN moratr Jna 6'bJIaT HaMaJIeHH KaTo 3a KOHTpoJWdpaHe Ha
CUMIITOMHTE CC ynorpeGﬂBa BB3MOXKHO Hai-HMCKaTa e(l)eKTHBHa J03a 3a BBb3MOXHO Haﬁ-Kpa'l'bK

CpOK OT Bpeme (BHxKTE T. 4.2).

Jleuenuero TpaGBa 1a 6biie NpekpaTeHo, ako He ce Habo/aBa NONOKHTEIIEH e(peKT.

Yepnoopobnu peakyuu
B penku ciyyau ¢ ycraHoeHo, e Humesynna ¢ cebp3an Che CEpHO3HH YEepHO/IPOOHH_peaKLnH,
BIJTIOYHTENIHO MHOTO PeJIkK ciyyau ¢ (aTanen M3xoa (BIKTE ChLIO CEKUHA 4.8). SRA

KOMTO ce HabMIofaBaT CHMNTOMHM CHLOTBETCTBAIlM Ha 4EpHOAPOGHO YBpe
nevenre ¢ Humesynua (Hanp. aHopekcHs, rajieHe, NoppbliaHe, 60K B KO
ypHHA) WIH TALMEHTH, YMHTO TECTOBE NMOKa3BaT aHOpMAIHA YHKUMA Ha ue
npekpatat neuenuero. Tesn maumentH He TpabGBa na GbjaT noanarahu




Humesynun. Mma cboblieHuss 3a yBpeskiaHe Ha 4epHus apo6 Ciell KpaTKO MNpHemaHe Ha
JIeKapcTBOTO, B OBEYETO C1y4an 06paTHMO.

[1pu nOBMILABAHE Ha TEMMEPaTypaTa /WK TPH NOSBA Ha FPUIONOA00HH CHMIITOMH NPH NALHCHTH,
npuemauy Humesynua, eueHneTo TpsOBa fa ce npekpaTH.

T'acmpounmecmunaniu peakyuu

CTOMAILHO-4YPEBHO KbpBeHe, oOpasyBaHe Ha s3Ba H nepgopauusi: chobuiapa ce 3a CTOMALIHO-
ypeBHO KbpBEHe, obpasyBaHe Ha A3Ba nepdopaums, KosTo Moxke j1a 6b/1e baranHa Npu BCHUKH
HCIIBC, no BCSKO BpeMe Ha TepanusaTa, ¢ Wik 6e3 npeiyrnpeiuTeiiig CHMIITOMH WM aHaMHe3a Ha
CTOMAILIHO-YPEBHHU 3a00ABaHUA.

PHCKBT OT CTOMALIHO-YPEBHO KbpBeHE, oOpasyBaHe Ha s3Ba HIIM nepdopauys ce nosuiuiasa c
ypenuuasate Ha aosute na HCIIBC npu mauxeHTH ¢ aHaMHe3a 3a 51383, 0coOeHO aKo € yCJIOKHEHa C
KpBBOM3/IMB WK miephopauus (BUXKTE paszies 4.3) u npy TalMeHTH B HanpeaHana Bb3pact. Tesu
NALKMEHTH CJIe/Ba J1a 3aMOYHAT JIeYeHHe C Bb3MOXKHO Hak-HUCKaTa J103a.

KomOMHHpaHa Tepanus CbC 3alMTHH areHTH (Hamp.  MM30MpOCTON  HIIH HHXMOUTOpH Ha
NPOTOHHATA MOMMA) € MOAXOAALIA 33 TE3M MAaUMEHTH, KaKTO W 32 MalMCHTH, HYXIaelln ce oT
CHIIBTCTBALM MAJIKH JIO3M aClMPWH WM JpYrH JICKAPCTBEHH CPENCTBA, KOHMTO 6uxa Morjiu ja
TMOBHILAT CTOMALIHO-YPEBHHUS PUCK (BHXTE 10-1011y U 4.5).

[JaLMeHTH ¢ aHaMHe3a 3a CTOMAIIHO-YpeBHa TOKCHYHOCT, 0COOEHO B HanpejiHaia Bb3pacT, C/ICaBa
Na choOLIABAT 32 BCHYKM HEOOMYalHHN KOPEMHH CUMNTOMH (0COO€HO CTOMALIHO-4pEBHO KBPBEHE) H
0CODEHO B HAUAJIHUTE CTAJUM Ha JIEUEHHE.

CTOMAILIHO-YPEBHO KbpBeHe WM oOpasyBaHe Ha s3Ba / nepdopaiis MoXe 1a ce MosBH Mo BCAKO
BpeMe Ha JledeHMETO C MnM 0e3 NpeiynpeAMTeNHH CHMITOMM MM  aHamHesa Ha
racTPOMHTECTHHAIIHM 3a00/1siBaHMsA. AKO Ce MOABM CTOMAILHO-YPEBHO KbPBEHE HIIH A3Ba Humesynua
TpsGBa 1a 6bae cnpsH. Humesynua crespa ja ce npuiara ¢ NOBHLIEHO BHHMAHHE MPH MalMEHTH
ChC  CTOMAlIHO-YpeBHM  3a00JsBaHMs, BKIIOYMTENHO — aHaMHe3a 33  [NeNTHYHA  A3Ba,
raCTPOMHTECTHHATHO KbpBEHe, A3BCH KouT MM 6onect Ha KpoH.

INauueHTH, NPUEMAll¥ CHIBTCTBAILM MEJHKAMEHTH, KOMTO OMXa MOIJIM Jia MOBMUIAT pHCKa OT
oGpa3syBaHe Ha A3Ba WM KbPBEHE, KATO HANP. [IEPOPAIHH KOPTHKOCTEPOU/IH, aHTHUKOArY/IaHTH KaTo
Bap(hapuH, CEJICKTHBHH HHXHOMUTOPH Ha o6paTHHs 3aXBaT Ha CEPOTOHMHA WJIH aHTH-TPOMOOLIMTHH
areHTH KaTo aclMpMH, ciieaBa Aa GbJaT NoChbBETBAHM /12 Ca BHUMATE/IHH (BHXKTE pasziest 4.5).

I[Ipy mosBa Ha CTOMAIIHO-YPEBHO KbPBEHE HIIH obpa3yBaHe Ha s3Ba IpH TALMEHTH, TpUEMALIH
Humesynuz, JICYEHHETO CJIe/IBa J1a Ce NMPeyCTaHOBH.

HCIIBC cneiBa Jia ce iaBaT ¢ NOBULIEHO BHUMaHHE Ha MALMEHTH C aHaMHe3a 3a CTOMALIHO-YPEBHH
3aGonsBaHus (A3BeH KOJMT, Gonect Ha KpoH), Thii KaTo ChbCTOAHMETO UM MOXE J1a C€ BJIOLIM (BrKTE
paszaen 4.8 — HeeNlaHH peakikH).

MauMeHTH B HanpeaHaja BB3pacT: NPH MALMEHTHTE B HaNpelHana BB3pacT ce Habionasa
yBenMyeHa uectora Ha HexenaHute peakunn kbm HCIIBC, mo-cneumanso cromauiHo-4pesHO
KbpBeHe M nephopalus, KOUTo Morar a 6baat daTanHu (Buxre pasaen 4.2).

Ciie10BaTejIHO € He0GXOIMMO MOXOAALLO KIMHHYHO MpOoc/eisBaHe.

Kapouosackynapnu u yepebposackynapnu peakyuu

Heobxo011MMo € f1a ce ocurypu NOAXOAAllO HAaOMIOAEHME W ChBET 3a MNAlMEHTH C aHaMmHesa 3a
XMINEPTOHMA W/MIM JieKa JI0 yMEpPeHa KOHICCTMBHA ChpJCHHa HEJIOCTATBUHOCT, Thi Karo HMa
cbOOBLUEHHS 32 OTOLM M 3a/1phKKa HA TEMHOCTH, cbp3anu ¢ nevennero ¢ HCTIBC.

KJIMHMYHHY NIPOYYBAHUS M ENWIEMHOJIONMYHM JlaHHK 1oKasBar, ue ynorpebara i
(0co6eHO BbB BMCOKM /1031 M NP MPOIB/DKHTEIIHO NPHIIOKEHHE) Moxe na Ob
MOBHILIEH PUCK OT apTrepHalHX TPoMOOTHHYHM CHLOHTHA (HANpUMEP MHOK
uHcynT). Hama goctaThuio 1anim, 3a Jla ce M3KJ110UM TakbB pUck npH Humesy:
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TlauueHT! ¢ HEKOHTPOJWPaHa XMIIEPTOHHS, KOHFECTHBHA ChP/ACHHA HC0CTATHYHOCT, yCTaHOBEHA
McXeMMuHa GonecT Ha cbpuero, 3abonsBaHe Ha repudpepHATE apTEPUH H/HIM MO3BYHO-CH/I0BA
Gonect TpAbBa f1a ce nekyBar ¢ Humesysuj camo Ciie/ BHHMATE/IHO obmucsiHe. TakoBa oOMHUCIISHE
Tpa0Ba jia ce NpaBH MPE/IH 3a0uBaHe Ha AbArocpoHO JICHCHHE Ha NaLUeHTH C PUCKOBH (aKTOpH 3a
CHPAEUHO-CBIOBH  CHOMTHA  (HAnp.  XHICPTOHHA, XUIiepMnuaemMus, — 3axapeH  anaber,

TIOTIOHOMYILIEHE).

Toit karo Humesynua Moxe Jia MOBIMAC Ha dyHKuusTa Ha TPOMOOLMTHTE, TOMH TpsibBa f1a ce
J3MON3Ba BHMMATENHO TIPH MAUMEHTH C XEMOparuiHa jauarcsa (uxre cbuto cekuus 4.3). Ho
Humesynujl He € 3aMECTHTENl Ha  alETHICATMLMIOBATA KHCE/IMHA 3a  Chp/IEYHOCHIO0BA

npoduIaKTHKA.

Bv6peunu peakyuu

Tpy nauuenTd ¢ GHOPEUHO WIH CHP/IEHHO YBPEAJIAHE CO U3HCKBa 0cOOEHO BHMMaHHE, Thi KaTo B
pesynrar Ha ynorpebara Ha Humesymui Moxe Ja ce HaGmiofiBa BJIolIaBaHe Ha OwbOpeyHata
dynkuus. B cnyyait Ha BllolIaBaHE JICYCHHETO Tpsi6Ba 1a ObAe npeycTaHOBCHO (BHXKTE CHIIO CEKLHA
4.5).

Kosicnu peakyuu

MHOr0 pA/IKO ce choO11aBa 3a CEPHO3HH KOXKHH PeaKLH, HAKOU OT TAX paTannu, xato excdonrpall
JlepMaTHT, CUHApOM Ha Stevens-Johnson M TOKCMYHA emuiepMasta HEKpONH3a, CBbp3aHH C
wsnonseanero Ha HCIIBC (iwkre pasnen 4.8). [lo-BHCOK PHCK OT T€3H peaKiinH ce Habof1aBa B
HAYAJIOTO Ha TEPAaNMATA, KaTo B IOBEYETO CIY4aH PeakuuaTa ce npossAsa B pamMKHTE Ha MbPBHA
mecell OT Jedenreto. Ilpuemst Ha Humesynu criesisa Ja ce NpeycTaHOBH NpH MbpBa nosiza Ha
KoskeH OGPMB, PaHH 110 JIMTaBULIATa W JIPYTH IPU3HALIM Ha CBPBXHYBCTBUTENHOCT.

CpobuiaBaT ce Ciyyanm Ha JIOKAJIH3MpaH KOXeH OOpuB OT JekapcTsa H MEJHMKaMEHTH TIpH
uaMesynun. Humesynnn He Tpsbsa ja ce mnpuiara OTHOBO MNpH MauMeHTd C aHaMHe3a 3a
JIOKAJIM3MPaH KOKeH 0OPMB OT JICKApCTBa U MEAMKAMEHTH, CBbp3aH C HuMe3ynua (BX. Touka 4.8).

Penpodyxmugnu Q)ynkyuu

Ynorpebara Ha Humesynua Moxke ja yspeau penpojyKTHBHATA (QYHKLHS TPH XKEHH U He ce
npenopbyBa MpH JKEHH, KOMTO C¢ OMMTBAT 1a 3aucHar. [Ipy KeHW, M3NUTBAIM TPYAHOCTH TPH
saueBaHe WM MOUIOKEHH Ha W3ciie/iBaHe 3a Oesmuioaue, ce npenophysa NpekbCBaHe Ha ynorpebara
na Humesynun (Bukte cekuus 4.6).

Aynun 100 mg rpaHyiM ChJbpXKAa 3aXapo3a W C/IEOBATENHO MAUMCHTH C PelKkH HAaCJIEICTBEHH
npo6ieMd Ha HENOHOCHMMOCT KbM dbpyKTO3a, IMIOKO30-raNaKTo3Ha ManabcopOums WM CyKpasa-
M30MaJITa3Ha He0CTaThYHOCT He TPsAOBa J1a NpHeMaT TOBa JICKapCTBO.

BsaumoeilcTBHE ¢ APYrH JIEKAPCTBEHH IPOIYKTH H ApYrH (OPMH HA B3aHMO/EHCTBHE
DapMakoMHaMHU4YHH B3aUMOJIEHCTBUS

Jlpyru HectepouaHu npotusosb3nanuTentu cpeacrsa (HCIIBC):

Kom6unauus Ha Humesynup rpanynm (Bwxre cekuus 4.4.) C  JpyrH  HECTEPOM/IHHU
NPOTHBOBB3NAJIUTE/IHM JIEKAPCTBA, BKJIIOYMTENHO AUETHICATMIUMIOBA KMCC/IMHA, MPEANHCBAHK B
NPOTHBOBL3NAIUTENHH /1034 (> 1g KAaTo €IHOKPATCH MpUEM WM > 3g Karo AHEBHA 1103a) He ce
npenopbyBa.

Koptukocreponau:
TIoBHILIEH PUCK OT CTOMAILHO-YPEBHO KbpBEHe Wik 00pasyBaHe Ha s3BH (BUXKTeE T. 4.4).

AHTHKOAryJaHTH:

HCIIBC moxe ja 3aciisT edekTa Ha aHTHKOAryJlaHTHTE, KaTo BaphapHH
[TauueHTH TpeTHpaHH ¢ BapdapuH, WIK MoJ0OHH aHTHKOArYJIaHTH, Ca U3JI0XKe
OT YCIOKHEHHS C KbpBeHe npH ynorpeba Ha Humesynun. 3artosa Tasu
npenopbuBa (BIKTE CHILO ceKlys 4.4.) M € NPOTHBOMOKA3aHa NPU NALMEHTH




KPbBOCHCHPBAHETO (BHKTE ChLIO cekiusi 4.3). Ako KoMOHMHauMsATa HC MOXE /1a obae u3berHara,
aHTMKOAryJlaHTHATa JeiHoCT TpAGBa aa Obje cieaeHa oThIM30.

AHTH-TPOMOOLMTHH areHTH U CCIICKTUBHM HHXHOUTOPH Ha oOpaTHus 3aXBaT HAa CEPOTOHHHA (SSRI):
TIOBMIIEH PHCK OT CTOMAUIHO-4YPEBHO KbPBEHE (BHXTE pas/iell 4.4).

JluypeTyiy, MHXMOGMTOPH HA AHTMOTCH3WH-KOHBEPTHPAILHA  CH3MM (ACE wunxubutopH) #
anruorensut 11 antaronucty (AlIA):

HCIIBC Mmoske a HamaisaT cMKACHOCTTa Ha JIMYyPETHULIMTE H Ha JIDYTH JIEKAPCTBa 33 KOHTPOI Ha
KpbBHOTO HasisraHe. [Ipu HAKOM NAUMEHTH ¢ HaMajeHa 616peuna (yHkums (Harip. J€XHIpaTHpaHH
NalLMEHTH WK XOpa B CTapyecka Bb3pacT ¢ HapylicHa 6L6peuHa (HYHKLMS ), CAHOBPEMCHHHUAT NPUEM
na ACE MEXMGMTOP M MHXMOMTOPH Ha LMKJIO-OKCHreHa3aTa MoraT Jia JIOBE/aT 10 IpOrpecHpanio
BloWaBaHe Ha ObOpeuHata (YHKUMSA, BKIIOYMTEIHO J10 BCPOATHOCT or ocrpa OwBOpeuna
HELOCTATHLYHOCT, KOATO 06MKHOBEHO € obpaTHMa.

IlosiBaTa Ha TE3W B3AUMOJCHCTBMA CJ€/iBa ia C& MMa MPEABHI NpH MALMCHTH, KOHTO TpsbBa aa
npuemar Humesynua saeano ¢ ACE MHXHOHTOpH MM AlIA. Ero 3amo Ta3¥ KOMOHWHaums OT
NeKapcTBeHM MPOAYKTH TpabBa Ja ce JiaBa MpErnasivBo, ocobeHO Ha MNalMeHTH B Harpe[Haia
b3pacT. [Taunenture cespa 1a Gbaar 1odpe XupaTHpaHk H /1a ce aHasM3Mpa HeoOXoaUMOCTTa OT
npocneasBaie Ha GbOpedHaTa QYHKUMA MPU 3ariouBaHe Ha ChBMECTHATA Tepanus H NEPHOAUYHO
cjieq TOBa.

dapMaKOKHHETHYHHU B3aUMOJICHCTBUA: BJIHAHHE Ha Hnmeaynnn BbPXY gha[zMaKOKHHeTHKaTa Ha
IpYrH JEKapCTBEHU NPOAYKTH

dyposeMu:

[lpu 3apaBu MHAMBMAKM Humesynna HamaslsBa edexra Ha Pypo3eMHU]l BBPXY OTACIAHETO HA HaTpHH,
U B IO-MAJIKa CTEMNEH, BbPXY OTJENAHETO Ha KaIMi W peflylupa AHypeTHHHHA edexT.

B pesyirar Ha €IHOBPEMEHHOTO NpHEMaHE Ha Humesynun u @yposemun ce Habiionasa
namanssate (¢ okojo 20%) Ha AUC, kakTo M JI0 KyMyJIaTHBHOTO OT/E/ISHE Ha dyposemun, 6e3 na
ce NoBJIMsie HeroBUs OBOPEUEH KIIHPBHC.

EnHoBpeMenHara ynortpeba Ha @ypo3emHA H Humesyiua rpaHy/id M3MCKBAa BHMMAHHWE [pH
NaLMeHTH, PEAPa3NoIoKeHn kbM GBOPEUHH H Chp/IeHHH CMYLICHHA, OMCAHH B CCKLIAA 4.4.

JluTnii:
VCTaHOBEHO €, 4Ye HECTEPOMIHHTE MPOTHBOBB3NAINTEIIHH CPEACTBA HaMansBatT OTZENIAHETO Ha

JINTHH, B pesy/ITaT Ha KOETO CE MOBHMLIABAT [UIa3MEHMTE HWBA M TOKCHYHOCTTA Ha NUTHH. AKO
Humesy/uj FPaHyJ/IM ce MPENMIE Ha MALKMCHT, TO/UIOKEH Ha JINTMCBA TCPAMHs, KOHLCHTpalMiTa
Ha JIMTHIi TpsGBa PEIOBHO J1a ce NpoCIIe/iABa.

ToTennuanHuTe (HapMaKOKMHETHYHHM B3aMMOJEHCTBHs C riMOCHKIaMMI, TeopuInH, BapdapuH,
JMFOKCHH, UIMMETHIMH M aHTHAaUWIHK CPEICTBa (Hanp. KOMOMHAIMS HA IyMMHHEB C MAarHe3MeB
XHAPOKCHI) ChILO Ca H3CJIEABAaHH in vivo. He ca HabmoaaBaHd HHKaKBU B3aMMOJECHCTBHA C

KJIMHHYHO 3Ha4Y€CHHEC.

Humesynua uaxubupa CYP2C9. [InasMeHuTe KOHLEHTPALMH Ha JICKAPCTBA, KOUTO €a cybcTpaTti Ha
TO3M GH3WM, MOTaT /ia Ce YBEJIMUaT MpH eAHOBpeMeHHaTa ynotpeba ¢ Hume3ynua rpanyiid.

Tps6Ba na ce 06bpHE CrlEUMATHO BHMUMaHHWe, ako Humesynua e M3non3saH ro-Majiko oT 24 vaca
Npeay WM Criejl JICYEHHE C METOTPEKCaT, 3allloTO CepyMHOTO HMBO Ha METOTpEKCaT MOXE Ja ¢
YBEJIMYM, & CJIEIOBATEIHO U TOKCHYHOCTTA Ha JICKapCTBOTO CHIIO MOXKE J1a HapacHe.

DapMakOKHHETMYHH B3aUMOJICHCTBHS: BJIMSHWE HA JIPYrH JICKAPCTBCHH
dapmakokuHeTHKaTa Ha Humesyunn




W3cnenBanns WH BUTPO MOKa3BaT M3MecTBaHe Ha Humesynna ot MectaTta Ha CBbp3BaHe OT CTpaHa
Ha TONGYTaMuj, CaJMIMIOBA KMCEMHA M Bainpoesa kuceinHa. Ho BBLMPEKH BB3MOXKCH eekr
BbPXY MJIa3MEHHTE HUBA, TE3W B3aUMOJICHCTBHS HE Ca C JIOKa3aHO KIHHHYHO 3HAYCHHC.

4.6 ®eprnanreT, OPpEeMCHHOCT H KbpMene

Vnorpebata na Humesynun rpaHynd € [NpoTMBOIOKasaHa Mpes TPETOTO TPHUMECEYHE Ha
6pemenHocTTa (BibKTE 4.3).

Tono6Ho Ha octanamre HCIIBC, Humesynn rpaiysiu He GuBa /ia c€ NpUEMa OT XCHH, OUTEAIIH
ce na 3abpemeHenT (Bux. 4.4).

Bh3npensTcTBAaHETO Ha CHHTE3a Ha MPOCTArjlaH[MHM MOXC Ja MMa HeraTHBeH e(peKT BBPXY
GpeMEHHOCTTA M/UJIM Pa3BUTHETO Ha TIOMA.

Pe3yJITATHTE OT eNKMAEMHOIOrMUHH M3C/IEABAHMS NOKA3BAT [OBHILICH PHCK OT CrOHTaHeH abopT H oT
chpleuHa ManpopMmalus M TacTPOCXM3HMC CJel HW3I0/13BaHC Ha MHXMOHMTOpP Ha CHHTE3a Ha
MpoCTarNaHAMH B HAayaJHWA CTaauid Ha OpEeMEHHOCT. AGCOJIIOTHUAT PHCK OT CbhPACHHH
mandopMauuu ce MoBMinasa ot noxa 1 % no okosio 1,5 %. Cuura ce, Yye PHCKBT C€ yBe/In4aBa C
yBeJMYaBaHe Ha J103aTa H MPOb/DKUTEHOCTTA Ha TepanMsATa.

[Ipy >KMBOTHWTE NpUEMaHeTo Ha MHXWGMTOPH Ha CHHTE3a Ha npocrarnaHiyd MPOBOKHpa
MOBMILABAHE Ha IPE/- ¥ CJle/l- MMIUIAHTALMOHHATA 3ary0a 1 CMbPTHOCTTA Ha IJ10/a.

OcBeH TOBa ce cbobOllaBa 3a yBesMueH O6poil ciyyan Ha pas3iH4HH mandopMalLiH, BKIIOUNTETHO
ChPIICUHO-CHAOBH, 1P XKHBOTHHU, Ha KOUTO B NIEPHO/Ia Ha OpraHoreHesa ca NpUIIOKEHH HHXHOUTOPH
Ha CMHTE3a Ha NMpOCTarjaaHInHH.

H3cnensaHusTa Ha 3ailid [10KA3BaT aTMIIMYHA PEerpoyKTHBHA TOKCHYHOCT (B>KTE Cekuus 5.3), HO
HAMa Ha pa3roJIOKeHHE JIOCTAaTh4YHO JaHHM 32 ynotpeGara Ha Humesyna rpaHyiu, oT GpeMeHHH
sxenu. Taka ye TIOTEHUHATHHAT PUCK 32 XOpa He € YCTAHOBCH C TOYHOCT, 3aTOBa HE Ce MNpernopbHsa
NPEANMCBAHETO HA JICKAPCTBOTO IIpe3 MbPBHTE ABE TPHMECCHMA Ha OpeMeHHOCTTa, OCBCH B
ciydauTe, Korato e abComoTHO HEOOXO0IUMO.

Ot 20-Ta recraliMOHHA C€AMHMLIA Ha OpEMEHHOCTTa, HaTaThK ynorpebara Ha Aynun 100 mg rpaHynu
MOKe /1a TIPUYHHH OJIMFOXHIPaMHHOH B PE3YNTaT OT 6b6peyna quchyHKuMs Ha nioja. ToBa Moxe
Ja Bb3HMKHE HEMOCPE/CTBEHO Ciej 3alo4BaHE Ha JICYCHHETO H OOMKHOBEHO € 00paTHMO Clledl
npekpartsBaHero My. MMa cboOuleHHs 3a CTECHABaHC Ha ductus arteriosus cnex JjedeHHE MpPe3
BTOpHS TPUMECTD, TIOBEYETO OT KOWTO OTMHHABAT CJIC/L IPEKPATABAHE Ha JICHCHUETO. ITo Bpeme Ha
BPBHS ¥ BTOPH TPUMECTbP Ha OPEMEHOCTTa, Aynun 100 mg rpaHynu He TpsbBa na ce mpuiara,
OCBeH aKo He € aBGCOoJIIOTHO HEOOXOANMO.

Ako Aynun 100 mg rpaHysi¥ ce U3M0JI3Ba OT JKEHA, KOATO Ce OMMTBA J1a 3a4CHE WM 110 BpEME Ha
NBPBOTO M BTOPO TpUMeceYds Ha OpeMCHHOCTTa, A03aTa Tpsa6Ba Ja Obae HUCKa H
NPOABLIDKMTE/IHOCTTA Ha JieHeHHe cieiBafia Oble BL3MOXHO Haki-KpaTka. Tpsbsa na ce oOMUCIH
AHTEHATAIHO HABJIOJCHHE 3a OJIMIOXMIPAMHHOH M 3a CTecHsBaHe Ha ductus arteriosus clie/l pUeM
Ha Ayaud 100 mg rpaHy/iu B NPOABIDKEHHE HA HAKOJKO AHH ClieN 20-Ta recralMoHHa CEAMHLA.
Tpa6ea na ce npekpati npuema Ha Aynun 100 mg rpaHyJjid, ako c¢ yCTaHOBH OJIMIOXHIPAMHHOH
WK cTecHaBaHe Ha ductus arteriousus.

Ipes TperoTo TpUMeceure Ha GPEeMEHHOCTTa, BCHIKH MHXMOWTOPH Ha CHHTE3a Ha NpOCTArlaHIMHH
Morar Jia H3Jioxar

® [UIOABT HA PUCK OT:
- cwpaeuHo- 6enoapobHa TOKCMMHOCT (TIPEXCBPEMEHHO CTeCHsBaHe/3aTBapsHe Ha
kaHan ¥ 6enojipobHa XUIepTeH3na);
- 6bOpeuHa quchyHKLUMA (B, M10-rope);

e MaiikaTta ¥ HOBOPOJCHOTO, B Kpas Ha OpeMEHHOCTTa, Ha PUCK OT:
- Bb3MOXKHO yAbJDKaBaHe Ha BPEMETO 3a KbpPBEHE H aHTH-TPOMOOUMTEH edeKT,
NPOSABH AOPH NPH MHOIO HUCKH J103H;
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4.8

- NOTMCKAHEe HA MATOYHMTE KOHTPAKLMH, KOETO BOAM 0 3a0aBsHe Wiy yAbKaBaHCe Ha POAHITHHUA
npotec.

Ero 3amo Humesynun rpaHynu e NpoTMBOIOKa3aH [0 Bpeme Ha TpeToTO TpMMEceyHe Ha
O6peMeHHOCTTa.

Hsma nannu nand Humesyaunn ce otess B MaifuMHOTO MIIAKO.
Humesyaua e npoTuBOIoKasaH 1npu KbpMeHE (Buxcre cekimu 4.3 1 5.3).

EdexTn BbpPXY cnocodnocITa 3a mwodupane u paborara ¢ MallHHH

He ca npoBeeHH U3C/IEABaHUA OTHOCHO eekra Ha Humesynua BbpXy criocobHocTTa 32 wodupane
u pabora ¢ mawnhu. Ho maudeHTH, Npu KOWTO ce HabniofiaBa 3amasHOCT, BHEHE Ha CBAT WU
CBHIMBOCT cnien ynorpebara Ha Humesynun TpsbBa na ce Bb3ABpXKAT OT uiodupare u pabora C
MallHHH.

HeskeaHH JIeKAPCTBEHH peaKuMH

a) O0mo onucanue

K)IMHMYHM NIPOYYBaHUs M CIMACMHOJIOTMYHH NaHHH noka3Bar, 4e
(0cOGEHO BB BHCOKHM JI03H M MPH NMPOXBDKUTENHO NpUIIOKEHHE) MOXKE A 6b€e CBBp3aHa C JIEKO
MOBMIIEH PUCK OT apTepHalHH TpoMBOTHYHN CHONTHA (nanpuMmep MHOKapAeH nHbapKT WIH

HHCYJT) (BHXKTE CEKLHs 4.4).

yrnoTpebara Ha HAKOH HCIIBC

Hma cbobiieHud 3a €AeM, XUNEPTEH3UA U cbpAaeHHa HeJO0CTAaTbYHOCT BBLB BpB3Ka C npymoxceHHe Ha

HCIIBC.
JloknafBaHu Ca MHOIO pEAkH ciyHdau Ha 6yJi03HM KOXHHM PEaKLMH, BKIOUHMTENHO CHHAPOM Ha

Stevens-Johnson K TOKCHYHA enyujiepMaliHa HEKPOJIU3a.

Haii-uecTo HabI0JaBaHUTE HEXeJIaHW PeakiMK ca racTPOMHTECTUHAIHM MO XapaKTep. Moske na ce
[osiBM MeENTHYHAa s3Ba, nepopalus WK racTPOHUHTECTHHATIHO KbPBEHE, MOHAKOra ¢artanHu,
NpeAMMHO MpPH MalUMEHTH B HanpeaHaia Bb3pacT. (BWKTE pasaies 4.4).

CpobuiaBa ce 3a YJ/LEpPaTHBEH CTOMATHT, TajCHe, nospbluaHe, abJoMHHaIHA Gonka, MeneHa,
quapus, GJaaTyseHLHs, KOHCTHIAINA, JIUCTIETICHS, XEeMaTeMesa, ex3anepbalms Ha KOJUT ¥ Gonect Ha
Crohn cien npueM (BHKTE pasjiel 4.4).

INo-psiako ce HabionaBa racTpur.

6) Tab.auua Ha HeXKeJIaHH JIEKapCTBCHH peaknuu

HaCTOSWMAT CIHMCHK C HEXKENaHH JIeKapCTBEHH peaKlun ce Gasupa Ha JAHHM OT KOHTPOJIMpaHH
KIMHAYHK TpOy4BaHMs (MpUOIM3MTENHO Ha 7800 maLUMEHTH), KAKTO ¥ OT NOCT-MapKETHHIOBH
HabJIIoleHHs], KaTO YeCTOTHTE Ha JIOKJIa/iBaHe ca KJIACH(PULIUPAHH [0 CNICAHHA HAUMH:

mHoro wectu (>1/10); uwectu (>1/100, <1/10), ueuectu (>1/1,000, <1/100); peaku (>1/10,000,
<1/1,000); mHoro peaku (<1/10,000), BIIIOYMTEIHO M30JIMpaHH CITy4au.




Hapywienus na kpvema Penku Aunemus*

Eosunopuins*
Muoro peaku | TpomGouuroreHus
[TaHuuroneHus
Iypriypa
‘ Hapywenua na umynnama cucmema Pejiku CBpbXUyBCTBUTETHOCT* -
Mmoro pejiku | Anapunakeus
Hapywenua na memaboausma u Penku Xunepkasnemus®
Xpanexnemo
Hcuxuunu Hapywienua Penku BesnokoicTeo*
HsnepsenocT*
Kommapu*
Hapywenus na nepenama cucmema Heuectu 3amasHocT*
Mioro peaku | I'naBoGosnine
CBHJIHUBOCT
Enuedanonarus (Cunapom Ha Ped) |
\Tlapymenuu Ha oyume Penku 3ambryieHo 3peHre™
MtHoro peakd | HapyueHo 3pcHHE
Hapywenua na yxomo _u nabupunma MHoro peakd | BueHe Ha CBAT
CopoeyHu HapyweHun Penku Taxukapaus™*
Cv006u napyuwieHun HeuectH XunepreHsus*
Penku KpbBOM3UB*
HectabuiHOCT Ha KPBBHOTO
HansAraHe*
Topely BbIHH*
PecnupamopHu HapyweHuA Heuectn Jlucnues™*
Mmuoro peaku | AcTma
BpoHxocnazeM
CmomamHo-4peeHu HapyueHua Yectn Juapus*
[anene*
[TospbuLlaHe*
Heuectn 3anek*
OnaryneHuus *

[acTporHTECTHUHAJIHO KbPBEHE
JlyoneHanua s3pa v nepdopauns
CromallHa si3Ba W nepgopauus
Mrnoro peaku | Kopemnn 605ku

Tactput*

Jucnencus

CromatuT

Menena
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XenamoOunuapnu napywenua Yectu ToBHILIECHHN YEPHOAPOOHH eH3NMH *
(Bwxre 4.4.”Crieuyajiim
NPeAYNPEXACHHUSA H MEPKH 3a
ynotpeba”)

Muoro peiiki | XenaTur
@dyIMUHAHTEH XermaTuT
(BKJI. CMBPTHH CIy4an)
XKbnrenuua

Xosecrasa

Hapyuwenua na kosxxcama u Heuecrtun I[pyputyc*

noOKoMcHama nroKan O6pus*
3acHieHO M3IloTsiBaHe™®

Penku Epurema*
JlepmaTut*
MHoro peaku | YpTHKapHs
AHrHOHEBPOTHYEH OTOK

JIuLieB OTOK

MyntudopmeHa epHTeMa

CuszpoM Ha Stevens Johnson
TokcHyHa enuaepMaiHa HEKpOJu3a

¢ HeusBecTHa | JIOKaM3MpaH  KOXCH obpuB  OT
yecToTa NleKapcTBa M MEJIMKaMeHTH (BX. ToUKa
4.4)

Hapywenua na 6vopeyume u Penku Juzypus*

NUKOYHUME NbMUUQA Xemarypus*
Mtoro peaku | bp6pedHa HEAOCTaTHYHOCT

3apbKKa Ha ypuHa*

Onurypuvst

UnTtepcTvumalieH HeppHT
Ob6wu napywenun Heuectu Enema*

Penku DU3MYECKO HepasIoJioKeHue™*
O6wa hU3HyEcKa OTIaaHaIocT*

Msoro pefiki | XHnorepMus

*yecTOTa, 0a3upaHa Ha KJIMHHYHHUTC
npoy4BaHHA

Cpo01aBade Ha M0J1I03UPaHH HexkeNaHW peaklnu

CpobIaBaHeTo Ha [0JI03HpaHH HEXEJaHW peakluu  Cielt paspeliaBaHe 3a ynorpeba Ha
NieKapcTBEHHUs NPOJIYKT € BaXHO. Topa No3BoJsBa /1a NPOABIDKH HAO/IOIEHHETO Ha CHOTHOLLICHUETO
1oy3a/pyck 3a JIEKapCTBEHUS MPOAYKT. OT ME/IMIIMHCKHMTE CIICLIHAIMCTH CE U3HCKBA Jla chobiiasar
BCAKA MO03MPaHa HEXKelaHa peakiys 4pe3 HalMOHaHaTa CHCTEMa 32 cboOiaBane: M3nbnHurenHa
areHius 1o Jekapcrsara, yi. Jlaman I'pyes Ne8, 1303 Codus, Ten.: 359 2 8903417, yebcakir:

www.bda.bg.

4.9 IIpeno3npane

CUMMTOMMTE CJie[l OCTPO IMpelo3rupaHe C  HCCTCPOUIIHH POTHBOBBL3IAIMTE/IHH  CPE/ICTBA
OBUKHOBEHO CE CBEXJAT JIO JieTaprus, 3amasHocT, rajcHe, nospbllatic, 60Jika B €luracTpydyma,
KOMTO MO NpuHLMII ca oOpaTHMK CJleJl MC/IMLIMHCKA  TIOMOLL. Moske Jla ce HaOnionasa
racTPOMHTECTMHAJIHO KbpBene. M3sectHH ca  ciiydan Ha XHIIEPTCH3Hs, OCTpa obOpeuHa
HEI0CTATHYHOCT, PECIIMPATOPHA JICIPECHA M KOMA, HO T€ Ca MHOI'0 PsJIKO CpellatH. V¢ :
¥ aHaQHUIaKTOWAHH pEaKLyH CJIe/l TeparcBTHYCH NpHEeM Ha HECTEPOHJIHH MpPOTH
CpencTBa, KaTo Te Morar a ce Habmonasar ciieji rpelo3upaHe.

Cnen npeJo3upaHe ¢ HECTEPOH/IHN IPOTUBOBL3IAJIMTENIHN CPE/ICTRA, Ha rnauuve
6bJlc OKazaHa CHMITOMAaTHYHa M MEJMLMHCKA [1OMOLL. Hsama cneuudmu
chbliecTBYBa HH(pOpMaLMi OTHOCHO OTCTPaHABAaHETO Ha Humesynua 4pe
OCHOBaBaiiKH cE€ Ha BHCOKaTa MY CTEIEH Ha CBbp3BaHE C IJIa3MEHHU NMPOTCHHH
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roJIiMa BEpPOATHOCT AMaNu3aTa /ia € oT 110J13a MpH ripejio3upaHe. [1peau3BHKBAHETO Ha MOBPBILIAHE
WUy aktheeH Bbrien (ot 60 1o 100 g npu BL3pacTHH) H/HIM OCMOTHYHM CNIaBHTETHH CPEICTBA
Morar aa ObjaT npejanucaHu Ha nauuenT 4 yaca ciiejl MOrTbIAHETO, NPH KOUTO ce HabJro1aBar
CbOTBETHUTE CUMINTOMH WM KOMTO ca TMOelM TrojisiMa CBpBXJ03a. 3acuieHaTa JAHype3a,
ANIKATM3MPAHETO HA YPUHATA, XCMOJMAIN3ATA WM XeMoriepy3us MoraT Ja ce OKaxar 6e3110J1€3HH
Mopajii BUCOKOTO NMPOTEHHOBO CBbp3BaHe. bubpeutara u yepHozipobHaTa (GyHKUHS Tps6Ba j1a 6baaT
HabmonasaHu oToNN30.

5 ®APMAKOJIOI'MYHHU JAHHHA
5.1 dapmakoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna:
ATC xnacuduxaums: MO1AX17

HuMe3ynua € HEeCTEPOMAHO MPOTHBOBB3NAIMTENHO CPEeACTBO /HCIIBC/ ¢ aHaIreTHiHH H
AHTHIIMPETHUHM CBOMCTBA, KOETO AelCTBA KaTO WHXMOMTOp Ha CH3MMA LIMKJIOOKCHIeHa3a Ha

TpOCTATIAH/IMHOBHSA CHHTE3.
32 PdapMaKOKHHETHYHH CBOHCTBA

Humesynua ce abcopbupa 706pe, mpHeMaH MEpOPATHO. Cnen eauHuyna jgo3a ot 100 mg
Hume3synuj Npy Bb3pacTHUTE Ce MOCTHra BbPXOBO I1a3MCHO HUBO OT 3/4 ml/l cnen 2-3 uaca. AUC
=20-35 mg h/L. He e nabnioaBaHa HUKaKBa CTaTUCTHYCCKH 3HA1MMa pas/iuka MEx1y NOCOYEHHTE
pesynTati 1 Te3u cieft 100 mg, npuemManH 2 bTH IHEBHO B NPOJIB/UKCHHUE HA 7 nHH.

Cabp3Bane 10 97,5% ¢ niasmMeHH NpOTECHHH.

Humesynuz ce MeTaboH3npa eKCTCH3MBHO B YepHHs 10D, clie/iBaikH MHOroOpOMHHM MBTHILA, BKIL.

Liutoxpom P450 (CYP) 2C9 wusoensumn.  Taka 4e Hma MOTeHUMalHA BB3MOKHOCT 32

B3aHMOJICHCTBME HA JIEKAPCTBOTO MpH ©/HOBPEMEHHaTa yrnoTpeba Ha JieKapcTBa, KOMTO ce

metaGommaupat upes CYP2C9 (Bik cexuus 4.5). OCHOBHHAT METabOJIMT € NapaxH/IpOKCH JIepHBaT,

KOWTO € ChILO (hapMaKOJIOTMUYHO aKTHBEH. BpemeTo 10 nossata Ha To3W METabO/MT B LMPKY/IaLMATa

¢ kpatko (okoso 0.8 yaca), Ho popmupaLiaTa My KOHCTAHTa HE € BUCOKA H € 3HAYHTE/IHO N0-HHCKA
] or aGcop6upaliara koHcranta Ha Humesynz. XuipoKCHHUME3YIHABT € €AMHCTBEHHUST METabonuT,
OTKPHT B [/1a3MaTa 1 € NI04TH M3Lsio Kontorupan. /Ty/ e mexy 3,2 K 6 vaca.

Humesynuj ce ekckpeTrpa rJIaBHO B ypuHata /cpejino 50% ot npuerara no3a/.

Camo 1-3% ce u3XBBpAS B HenpoMeHeHa (opma. XHMAPOKCHHHUME3YIIH/l, OCHOBEH METaboNMT, ce
OTKpHBa caMmo Kato rimokypoHar. Okono 29% or n03ara ce eJIMMHHMpA, Ciiel MeTabOoIM3HpaHe BbB
dekanuure.

KunernuHara KapThHa Ha HHMCByJ'lHlI OoCTaBa HEIIpOMEHEHA INpPHU MO-BB3PACTHH MNALUEHTH CIC]
NpH/laraHe Ha HHTCH3MBHHU X HCKOJIKOKPATHH 103M.

B MHTEH3MBHO €KCMEPUMEHTAIHO M3CIEABAHE, MPOBEACHO MPH NAUMCHTH € JICKH 10 YMEPEHW
66peunu yspexanus (kpearniuHoB KinpbHe 30-80 ml/min), cpashenu ¢be 3/1paBH 106pOBOIILIH,
BbDXOBHTC IUIa3MeHW HMBAa Ha Humesynuja ¥ Ha OCHOBHHS MeETaGOJHT HE ca TO-BHCOKM INpH
NaLMEHTHTE C yBpeX/aHUs, OTKOJIKOTO NpH 3apaute nobpososnuu. AUC u t1/2 B ca 50% no-

BHCOKH, HO BUHAr¥ B paMKHTE Ha KWIIETHYHUTE CTOHHOCTH, HabJionaBann npu Humesynuna y 3apasu
y4aCTHHULH.

ITosTOpHOTO NpHEMaHe He BOAK 10 KyMyJIHpaHe.

HHMCSy.ﬂHﬂ € MTPOTHUBOIIOKA3aH INpH MNaUHEHTH C qcpuoupoGua HEAOCTATBYHOCT

53 Ipeaxnunuynn fanny 3a 6ezonacuoct
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R i i pucx’ ol I;OCT Y KapUMHOrEHEH MOTEHLHA, NpeIMHHYHHTE 1aHHH He
HingSin ok ka. [Ipu u3cne/BaHMsTa 32 TOKCHYHOCT CJIEA MHOMOKpaTHH J103H,
[1 a3Ba racTpoOMHTECTHHANHA, 61L6peuna 1 yepHo/IpoOHa TOKCHYHOCT.

pH u3ClenBaHMATAa 3a PENpoOAYKTHBHA TOKCHYHOCT ca nabsioaaBand  €eMOPHOTOKCHYHH M
TEpPATOreHHH eEKTH NPH 3alLi|H, HO HE U NPH TLUILXOBE, Ha JI03H C HETOKCHYHO 33 maiikara HHBO.
[Tpu nabxoBere ce Habniojasa ysenuucHa CMbLPTHOCT Ha HOBOPO/ICHHTE B paHHHA CIIEIPOAKJICH
nepuon, a Humesynua okassa orpuuaresict edekT BLPXY 1U10/I0BHTOCTTA.

6. O®APMAIIEBTUYHHA JAHHA
6.1 CnucbK HA HOMOIIHHTC BENCCTBA

MaKpOTroJILETOCTEAPHIIOB eTep
3axapo3a

NMMOHEHa KucenuHa Oe3soHa
11IaPEBUYHO HULLIECTE

TeYHa INoKO3a

MOPTOKAJIOBA CCEHLMA

6.2 HecbBMECTHMOCTH
He ca H3BECTHH.
6.3 Cpok Ha rogHoct
5 roguHH.

6.4 CnenuajHu yCJOBHs 32 CbXpaHCHUC

Tos3H iekapcTBEH NPOAYKT HE H3UCKBA CTICUHATIHH yC/I0BHS Ha CbXPaHEHHE.
CbXxpaHsABaiiTe JeKapCTBEHMA NPONYKT B OpMrMHAJIHATA OMAKOBKA.
Jla ce 3n0/13Ba He3a6aBHO C/ie/| OTBAPAHC.

6.5 Buau chabpiKaHHe HA ONAKOBKATA

Aynua 100 mg rpaHyiu ce nocrabi B JIAMMHHMPAHO (aJryMHHHIA/XapTHS/TIOJIHETHIIEH  WITH

a.nyMHHuﬁ/xapma/nonueTuneH/Surlyn) caue.
CauleraTa ca MoOCTaBEH! B KapToHEHa KYTHA X 6;x9; x14;x 15, x 18;x 30.
He BcHuKM BMAOBE ONMAKOBKH MOrar Ja BT ycHaTH B Npojaxoa.

6.6 Crienua/nu npeanasiHn MEPKH NPH H3XBHLPIISNC

Hsama crieyaiiy U3MCKBaHHA.

7 IIPUTEXATEJ HA PASPEIIEHMETO 3A YIIOTPEBA

Anxennnn ®apma Boarapus EOO/I

yn. "Hukona Tecna" Ne 3,

6:1. Busuec Lentsp BCP Codns 1, eT. 4, oprc 401,
Codus 1574, brnrapus

Ten.. +35929751395

8. HOMEP HA PASPEIIEHUS 3A YIIOTPEBA
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JATA HA II'bPBO PA3PEIIABAHE/MIOAHOBSIBAHE HA PEIMIEHUETO 3A
YIIOTPEBA

15/05/1997
04/08/2008

10. IIOCJIEJJHA PEJAKIIASI HA TEKCTA
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