KPATKA XAPAKTEPHCTHKA HA MMPOIYKTA




1. HUME HA JIEKAPCTBEHUSA IMTPOJAYKT

Bontaper Petapa 100 mg tabneTku ¢ yABIDKEHO 0CBODOKAABAHE
Voltaren Retard 100 mg prolonged-release tablets

2. KAYECTBEH H KOJIHUYECTBEH ChCTAB

AKTHBHOTO BELLECTBO € HaTpHeB-[o-{(2,6-auxnopdenwn)-amuHo|-pennn]-auerart (=diclofenac
sodium/auknodeHak HaTpuit).
Bcaka TabnieTka ¢ yabmkeHo ocBoboxaasaHe BontapeH Petapa cbabpxa 100 mg auknogenax

HaTpPUH.
34 NBLIHUA CTUCHLK HA TIOMOILLHHMTE BEILECTBA BIDKTE Touka 0. 1.

3. JEKAPCTBEHA ®OPMA

dunmupana Tabnerka ¢ yabhKeHO 0CBODOK1aBaHE

Po30BH, KpBI/IY, BOKHO-HW3NTBKHANY TabneTkH Cbe CKOCeHH prOoBe M rpasHpaH Haanue “CGC” ot
equara ctpana u "CG" ot apyrara.

4, KIAHHUYHHA TAHHH
4.1 TepaneBTHYHH NOKA3ZAHHSA

Jleuenue Ha:

® BLIMNAIUTEHH U JereHepaTHBHU (POPMH Ha CTABHH 3a00JIABAHHA: PEBMATOHACH apTPHT,
aHKHJIO3UpALLl CTIOHIHJTUT, OCTEOAPTPHT U CIOHAWNAPTPO3a, H0NE3HEHH CHHAPOMHE Ha
rpeOHAYHUA CTHA0, H3BBHCTABRH MEKOTbKAHHU 3a00/19BaHHS;

® OCTTPaBMAaTHYHA H NMOCTONMEpaTUBHA 00JIKA, Bb3MAJIEHUE UK NTOAYBAaHE, HAMp. Che]l
CTOMATOJIOTHYHA WM OPTONEAUYHA OnepaLm;

e 6GoNie3HEeHN W/HUITU BBIANATUTEIHA ChbCTOSHUA B TMHEKOJIOTUATA, HAMNpP. MbPBUYHA JUCMEHOpPES
WK aJHEKCHT.

4.2 Ho3RpoBKAa H HAYAH HA NPHJIMKEHHE

O3HDOBKA

HexxenaHuTe NeKapcTBEHH peakiud MoraT aa 6baat cBeieHd 10 MWHHMYM uYpe3 H3IMON3BaHe Ha HaH-
HUcKkaTa eEKTHBHA X032 3a Hali-KpaTKuA NEPHOA OT BpeMe, HEOOXO0MM 32 KOHTPONHpaHe Ha
cuMnToMuTe (BX. T. 4.4 CneumanHy npeaynpexXxacHus U Mpeana3Hi MepKu MpH ynorpeba).

Br3pacTau
[IpenopnusaHara HayanHa q03a e 100 go 150 mg nHeBHO - enHa Tabnerka BoatapeH Perapa Tabnerku

¢ yabipkeHo ocBoboxkaaBane 100 mg. [Tpu no-neku ciiyuan, KakTo ¥ NpH NPOABL/DKUTEIHA yroTpeoa,
oOMKHOBEHO ca goctaTbunH 75 Ao 100 mg aHesHo.

Korato CUMITOMMTE ca NO-H3Pa3eHH Npe3 HOLITa WK CyTPHHTa NPEMOPBUHTENHO € JHEBHATa 1034
Bontapen Perapa Tabnerky ¢ yabjkeHo 0CBOOOXKAaBaHE J1a C€ MpuUeMa Bevep.

CnenHajHH rpynyu NanHesTH

[eanaTpH4Ha NONYJaNMA
[Topanu Bucokara no3za Bonrtapen Perapa Tabnerku ¢ yabmkeHO ocBobokaaBaHg 1

NOAXOAALL 33 AeLA W NOAPACTBALLH.



IHanueHTH B cTApYecKa Bh3pacT (Ha 65 H noseye roaAHHH)

OOUKHOBEHO He € He0OX0AMMO KOpUrHpaHe Ha MbPBOHAYANHATA 034 MPH NaLMEHTH B HalpeaHana
Bb3pacT. Bbnpeku ToBa € HeoOXOAMMO MOBHLICHO BHUMAaHHE NOpaad OCHOBHH MEAHLIMHCKH
chOOpakeHns, 0COOEHO MPH HEMOLUKH MALMEHTH B CTAPYECKA BB3PACT WIIH MPH T€3W C HUCKO TEJECHO
Ternio (BK. T. 4.4 CrielManty npeaynpexXacH|a 1 NpeanasHd MEpKH NpH ynotpeda).

IManueHTH ¢ YCTAHOBEHO ChPAEYHO-CHA0BO 3a00/1BaHe HJIH ChC 3JHATHTE/HH PHCKOBH GAKTOPH
33 ChPAETHO-CHA0BO 3200/ 19B2HE

OOMKHOBEHO JieueHHeTo ¢ BonTapeH npy MailueHTH C YCTAHOBEHO ChPACYHO-CBAOBO 3a00/IABaHE WIH
HEKOHTPOJIMPAHA XUNEPTOHKA HE ce npenopbuna. [IpH HeOOXOAHMOCT, MALMEHTH ¢ YCTRHOBEHO
CLPAEUHO-CHIOBO 3a60J1sBaHe, HEKOHTPONHPAHA XHIEPTOHUA WM 3HAYMTEIHH PUCKOBH (aKTOpH 3a
chbpae4HO-CBA0BO 3abonseaHe TpaOea na 6bAaT NeKyBanu ¢ Bonrapen camo ciiel BHUMATEHA
npeLeHKa ¥ ¢amo ¢ 2031 < 100 mg AHEBHO, KOTATO JIEYCHHETO NMPOBL/DKABA 32 NoBeye OT 4 CeAMULH
(BX. T. 4.4 CieunanHu npeIynpexaeHHs 1 NpeanasHi MepKH NpH ynotpeba).

bbOpeuHO yBpexKAaHe
BonTapeH e NPOTHBONOKA3aH NpH MaurenTy ¢ 6u6peuna venocraTsuHoct (GFR <15 ml/min/1.73m?)
(Bx. T. 4.3 IIpoTuBOonOKa3aHus).

Towit KaTo HE ca NPOBEXAaHH CrieLHHUYHY IPOYUBAHHUA MPH NauueHTH ¢ 6LOpeuHo yBpexknane, He e
HeoOXOAMMO H3BBPIIBAHETO Ha cnelMuuHH KOpEKLIMH Ha fosata. Heobxoanmo € sBarMmanHue npy
mpunaraHeTo Ha Bonrapes Ha nauueHTy ¢ 6p06peuHo yBpexaane (BxK. Touka 4.4 CnenyanHu
[peaynpexXAcHUs W Npena3HH MepKH NpH ynoTpeba).

YepuoapoOHo yBpexIane
BontapeH e NpOTHBOMNOKA3aH MPH NaLMEHTH C 4epHOIpoOHA HEAOCTATHHHOCT (BX. TOUKA 4.3
[IpoTHBONOKA3AHKA).

Thit kKaTo HE ca MpOBeXAaHK cnelMpHYHH NPOYYBAHHSA NPU NALMEHTH C YEPHOAPOOHO YBpEXJaHe, HE
e HeoOXOAMMO H3BBPLUBAHETO HA cneuM(pUUHH KOPEKUMH Ha Ao3aTa. HeobxoaMMo € BHHMaHHE Npw
npuiaraHeTo Ha BontapeH Ha nauMeHTH ¢ IEKO 10 YMEPEHO uepHoapobHO yBpexnaHe (BXK. ToukKa 4.4
CneuMajHu npeaynpexacHus U rnpeanasHi MEPKH Mpu ynotpeda).

Hauns HA NPHJIOKEHHAE
TabneTkuTe TpAOBa Aa ¢ NOTTBIUAT LIEJTH ¢ TEYHOCT, 33 NPEANOYHTAHE C XpaHATa H He TpAOBa Ja

ObaaT pasapoOABaHK WM AbBKaHM,

4.3 IIpoTEBONOKAZAHHA

e HM3BecTHa CBPBbXUYBCTBUTENHOCT KbM AKTUBHOTO BEIECTBO WK KbM HAKOE OT MOMOIIHHTE
BELLIECTBA.

e AKTHMBHA CTOMAIlHA WIH YpEBHa A3Ba, KbpBeHe Wn nepdopauus (Bx. 1.4.4 CnenHainm
npeaynpexXxIeHus U NpeanasHu MepKHU NpH ynorpeda v T. 4.8 HexxenaHnu nexapcTseHH
peaKkLMH).

e AHaMHe3a 3a KbPBEHE OT CTOMALIHO-YPEBHHUS TPAKT WiK nepdopalus, CBbp3aHu ¢ MPEAXOAHO
neuenne ¢ HCIIBC. AxTuBHA MJIH NOBTOPHA MOABA HA NENTUYHA A3Ba/KbpPBEHE ([1Ba HIIH
noBeye OTAEIHH JOKa3aHH eNU30a Ha A3Ba WIH KbPBEHE).

o [locneauus TpuMecThp OT 6peMeHHOCTTa (BXK. Touka 4.6. DepTHIUTET, OPEMEHHOCT M
KbPMEHE).

e YepHoapoOHa HEAOCTATBYHOCT.

e Bw6peuna HemocTaTbunocT (GFR <15 ml/min/1.73m?).

Texxxa chbpAeyHa HeJOCTaTbYHOCT (BXK. TOuKa 4.4. CrieuMai iy npeayipexag

npeanasHi MepKH NpH ynotpe6a). / o
¢ VcraHoBeHa 3acToMHa cbpaeyHa HegocTaTbuHOCT (NY HA II-1V), nexempfige

cbpLETO, NepH(epHO apTepranHo 3abonaBane W/HIKM MO3BYHO-CHAO0BA 6

o [lonoBHO Ha ApyryTE HECTEPOUIHH MPOTHBOBB3NAINTENHH cpeacTBa (H{
Petap/ € NpOTHBONOKAa3aH Y NPH MALMEHTH, NIPH KOUTO ynoTpebaTa Ha ang




kucenuua unu apyru HCTIBC moxe na npoBokupa acTMa, aHTHOEAEM, YPTUKApHS KU OCTHP
punuT (Hanp. HCIIBC- unayuupasy peakiMu Ha KphCTOCcaHa peakTHBHOCT) (BXK. T.4.4
CrnieumaliHy NpeaynpexiaeH!s 1 MpeanasHd Mepku npy ynotpeba u 1. 4.8 Hexenanu
NeKapCTBEHH PEaKLIHK).

4.4 CrenHaan npeJynpexkIeHHs H NpPeAna3HH MEPKH NPH ynorpeda

O6mu
Hexenanure NeKapcTBEHH peakUydd Morar Aa 6b1aT HaMaJIEHH KaTo 32 KOHTPO/IHpaHe Ha
CHUMIITOMHUTE C€ YNOTpeOaBa BE3MOXKHO Hai-HUCKATa ePeKTHRHA 1032 33 Bb3MOXHO HaH-KPaThK CPOK

OT BpeMe (BX. ToYKa 4.2 U NO-A0NY MOCOYECHUTE raCTPO-HHTECTHHATHH H ChPACYHO-CHIOBH PHCKOBE),

TabneTkuTe ¢ yABDKEHO ocBobokaaBaHe BonrapeH Petapa chabpkar 3axapo3a H BbB Bph3Ka € TOBA
HE C€ NpPenopbUBAT NMPH NALHEHTH C peAKH HACAEACTBEHH 3a00/IABaHHA KaTO rafakTro3Ha
HETIOHOCUMOCT, TEXDBK JlaKTa3zeH JePHLUMT HiH MTIOK030-TajlakTo3Ha ManadbcopOLMa WK 3axapaso-
M30MAJITaA3HA HEAOCTATBYHOCT,

Cromamno-4peBnn epexTH

ITpu Bcuukn HCTIBC, BiounTenHO M npu AKKI0GdEHaK, Ca ChoOlaBaHy Cliy4an Ha KbpBEHe OT
CTOMALLHO-YPEBHMA TPAKT, A3BH WM nepdopalums, KOMTO Morart aa 6saar ¢aTaaHyd W MOraT aa
HACTBIIAT HA BCEKH €TAll OT JIEYEHHUETO, CHC WIH Oe3 NpeAYNPEAUTE/THH CHMIITOMH HIIM RaHHHM 32
aHaMHE3a 3a CEPHO3HU CTOMAILHO-4YPEBHK MHIHAECHTH. [locneAcTBHATA €& MO-TEKKH NPH MALMEHTH B
HanpeJHAIa BL3pacT. AKO NMpH NALUEHTH, NeKyBaHH ¢ BoaTapeH HACTHIH KbPBEHE OT CTOMALHO-
ypeBHMA TPAKT WK ce 00pasyBa A38a, NpHeMa Ha IEKapCTBOTO TpAOBa J1a ce MpeyCcTaHOoBM.

Kaxro npu Bcuku HCTIBC, BxmounTenHo aukinogeHak, ce Hajlara CTpor MeAHIIMHCKH KOHTPO, U €
HEeOOXOAUMO creHaIHO BHUMaHHe, Korato BontapeH ce npeanucea Ha NaLMeHTH CbhC CHMITTOMH
yKa3Balli CTOMAIIKO-YPEBHH HapylieHHUs WIH C aHAMHECTHYHM JaHHH, IpeanoJarally 13pa Ha
cTOMaxa WM yepBara, KbpseHe Wi nepdopauus (Bx. Touka 4.8 HexxenaHu nekapcTBEHH peakuH).
Pucka 3a KbpBEHE OT CTOMALLHO-YPEBHHA TPAKT € NO-BHCOK NpH nokausaHe Ha fo3ara Ha HCIIBC u
[Py NMalMEHTH ¢ aHAMHE3a 3a A3Ba, 0COOEHO aKo € YCJIOXKHEHa C KbpBeHe WK nepdopauus. Ilpu
[MAaLHEHTH B HanpeHANa Bb3pacT UMa N0-roJIAM PHCK OT M0-4€CTa MoABa Ha HEXKEITAHW PEAKLIMH MPH
neuenne ¢ HCTIBC, ocobeHo Ha KbpBeHE OT CTOMALIHO-UYPEBHUA TPAKT WK nepgopanus, KOUTO

Morar za 0bJaTt gaTantm,

HCTIBC, BTIOUHTENHO AMKIOPEHAK, MOXKE JAa Ca CBBP3aHHU C YBENHWUEH PUCK OT H3THYAHE OT
CTOMaLIHO-4YPEBHA aHaCcTOMO3a. [IpenopbuBa ce BHUMATE/IHO MEIHLKHCKO Habmo/ieHHe U MTOBKILEHO

BHUMaHHE NPH ynotpebaTta Ha JUKIOQEHaK Cliell CTOMAIIHO-YPEBHA XHPYPryuvHa HHTEPBEHLMA.

3a HaMalIgBaHe HAa PUCKA OT TOKCHUYHOCT 3a CTOMAUIHO-YPEBHHUA TPAKT NPH NalMEHTH C aHAMHE3a 32
A3Ba, OCODEHO aKO € YCJIOKHEHA ¢ KbPBEHE WK nepdopala ¥ NMpH NAUMEHTH B HalpelHala Bb3pacT,
NieyenyeTo TPAOBA Jla ce 3anmouBa U NOAAbPIKA C Hail-ManKkaTa edeKTHBHA 103a.

[Ipu Te31 NaUMEHTH, a ChLIO U NPH NALKMEHTH HMAllH €AHOBPEMEHHA HYXKAa OT JICKapCTBa
ChABPKALM HUCKH 03U aleTWICATMUWIOBA KUCeAnHA (ASA) unu Apyry NpogyKTH, 32 KOWTO €
BB3MOYKHO A YBEJIMUAT PUCKA 38 CTOMAIIHO-YPEBHHUA TPaKT, TpAOBa 1a ce MMa B MPEABUA
KOMOKMHHpPaHa TEPAIus ¢ MPOTEKTUBHU MPOAYKTH (HaNp. MH30MPOCTO/ HJIH HHXHOMTOPH Ha
NMPOTOHHATA MOMIA).

[TauueHTH ¢ aHAMHE3A 32 TOKCHYHH MPOSBH OT CTPaHa Ha CTOMALLIHO-4YPEBHUS TPAKT, 0COOEHO
MaLMCHTH B HanpeHana Bb3pacT, TpabBa aa crobluasar 3a BCUUKH HeoOHuaiiny, cH
cTpaHa Ha Kopema (ocobeHo kbpBeHe). [IpenopbuBa ce BHUMATETHO MPHUIIOKECHHUE I1
MoJy4aBalliid IHOBPEMEHHO NPOIYKTH, KOUTO MOTAT 14 YBENIHMAT PUCKA OT YJILICHY
KaTO CUCTEMHH KOPTHKOCTEPOWAH, AHTUKOATYJIAHTH, aHTH-TPOMOOTHYHH NPOAY ‘
MHXHOUTOPH Ha oOpaTHOTO 3axBalllaHe Ha CepPOTOHHUHA (BXK. ToukKa 4.5. Bzaumonaec
NEKapCTBEHH MPOAYKTH H APYTH GOPMH HA B3aHMOJICHCTBUE).




Heo6x01UM € CTPOr MEAULIMHCKH KOHTPOA U BHHMaHHE MPH MALMEHTH C YILUEPO3IEH KOAKUT WK
GosiecT Ha Crohn, Tbil KaTO CLCTOAHHETO UM MOXKE J1a C€ BIOLUM (BXK. Touka 4.8 Hexenanu

JIeKapCTBEHHU PEaKLUH).

XenaroOnaBapHu eeKTH
Heo6xoauM € CTPOT MEAMUMHCKHK KOHTPOJI, KOraTo ce npeanycea BonrapeH Ha MauMeHTH ¢ yBpeacHa
yepHOApoGHa PYHKLHA, THH KaTO CHCTOAHHETO UM MOXE A2 CE BJIOLUH.

Kakro v npu apyrute HCIIBC, BrnounTenno aMknodeHak, MOraT Ja c€ NMOBHIIAT CTOHHOCTHTE Ha
eIMH WK NnoBeue 4epHoapobHHU eH3uMu. KaTo npeanasHa Mapka NnpH MPOABIIKHTENIHO NEUYCHHUE C
BonTapen (Hanp. noa ¢opmara Ha TabneTky Wik CYNO3HTOPHH) € HEOOXOAHMO NEPHOIUUHO 1A Ce
cneam YepHoapodHaTa GyHKUMA. AKO CTOHHOCTHTE Ha YepHOAPOOHKTE NOKA3aTe/IH IPOAbKABAT A3
6BbJaT H3BHH HOPMATA WK CE€ NOKA4BAT B NO-TOJIsSIMA CTEMNEH, aKo C€ MOSBAT NPHU3HALM KM CHMITTOMH
Ha 4epHOAPOOHO 3a00NsBaHe WM aKO HACTBIAT APYrH Nposiey (Hanp. eo3nHOWIUA, odopuB),
MpUIoKeHHeTo Ha BonTapew Tpabea aa ce npeycTaHOBH. XenaTUT MOXe /1a HACThNH NPH ynoTpebara
Ha JUKAo¢eHaK H 6e3 NPOAPOMATTHH CHMITTOMH.

[ToBHINEHO BHUMAHKE € HeoOX0OHUMO TIpH ynoTpeba Ha BonTtapeH oT nauMeHTH ¢ yepHoaApoOHa
nopdupua, NOPaaH Bb3MOKHOCTTA TOH /1 @ OTKMIOYH NPUCTHI HA 3a00/11BaAHETO.

bnOpeunn edexTn

Tbit KaTO ca JOKIAJBaHM CJIYYad Ha 3abpKaHe HAa TEYHOCTH H OTOLH M0 BPEME Ha JIEYEHHE C
HCIIBC, BxiounTenHo auknodeHak, € Heobxoaumo ocobeHO BHUMaHHe NPH MALMEHTH C YBPEIEHa
chbpacuHa WK 6u0peuna pyHKUMA, ¢ AHAMHE3A 34 XHIEPTOHKUA, NALMEHTH B HAaNpeiHa/la Bb3PACT,
NalHEeHTH €JHOBPEMEHHO NIpHeMallly AHyPeTULIH WIH NPOAYKTH, KOUTO MOTaT CEPHO3HO 1a MOBIHAAT
6b6peuHara QyHKLMS, KAKTO M [PH MALMEHTHTE CbC CHIMECTBEHO HAMAIABAHE HA eKCTpaUenyapHus
o6eM, He3aBHUCUMO OT MPHYMUHATA, HANp. PEOH U ClIEA To/lIeMH XUPYPrHYHH HHTEPBEHLIWH (BXK. TOUKA
4.3 TlpoTHBoNOKa3zaHua). B Teau ciiyyan, KaTo npeanazHa mapka npy ynorpeba Ha BontapeH ce
npenopbuBa npocieaspaHe Ha 6u6pednara gpyHkums. CnupadeTo Ha Tepanysra 0OMKHOBEHO Ce
nocje/iBa OT Rb3CTAHOBABAHE HA M3XOAHOTO CHCTOSHHE.

KoxHn edexTH

TexXKH KOXKHU PEAKIHH, HAKOH OT KOUTO (aTanHH, BKIIOUBALUH eKCHONHATUBEH JEPMATHUT, CHHIPOM
Ha CTuBbHC-DKOHCHH, TOKCHYHA eNMyaepMallHa HEKpOAHu3a ¢a CboOLaBaHH MHOIO PAJIKO BbB BPb3Ka
¢ npuma Ha HCIIBC, B ToBa uncno u Bonrapen, (Bx. 4.8. Hexenanu 1ekapcTBEHH PeakUMK).
HUsrnexaa, ye Hai-BHCOKHAT PHCK 34 MalIHEHTHUTE Ja KMAT TE€3H pPeaKkiiH € paHO B X044 Ha NEYEHHETO,
B TTOBEUETO CJTY4aH HAYAJIOTO Ha peakLMATa HacThIBa B bpaus Mecew. [IpuemMbT Ha Bonrapen
TpaGBa Aa ce MPeyCcTAaHOBH MPH MBPBUTE NPOABU HA KOKEH OOPHB, IMraBUYHH NE3WH WIH KAKBUTO H
na Guio Apyrd nposBH HA CBPBXUYBCTBHTEIHOCT.

Kakro npu apyrure HCIIBC, B peaxH ciiy4ad NnpH JICUCHHE ¢ AUKI0(EHAK MOraT 1a HaCTbNAT
aNepruyHN PEeakLMH, BKIIOUHTEIHO aHaduIakTHUAW/aHaQUNaKTOMAHK peakluH, Oe3 npeaxoaHa
eKCTIO3ULIMA Ha JIEKApCTBOTO. Peakumnre HA CBPbXUYBCTBHTEIHOCT MOXE ChLIIO Taka a mporpecupar
no cuHapom Ha Kounis - cepro3Ha anepriyHa peakiys, KOATo MOoXe Ja AOBEAE M0 MH(PAPKT Ha
MHOKapja. CHMITOMHTE Ha TAKMBA peaKLIMH MOXE 1a BKIouBaT Oomnka B rbpAHTE, KOATO Bb3HMKBA
BLB Bph3Ka C aNepruyHa peakuug KbM AHKIOPEHAK

Cbpaeuno-cbI0BH ePeKTH
JTeuenuero ¢ HCIIBC, BXnOMUTENHO AHKIO(PEHaK, 0COOEHO BbB BUCOKHM A03H H MPH NPOIBIKHTEITHO
neyeHue, Moxke Aa Obae CBbp3aHo ¢ EKO NMOBHUIEH PUCK OT CEPHO3HH ChPJICHHO-CBAOBH

TPOMOOTHYHH CHOMTHA (BKNFOUMTETHO KHPAPKT HA MHOKApAa H HHCYJIT).

OOMKHOBEHO JicueHHeTo ¢ BonrapeH npH NalBeHTH ¢ YCTAHOBEHO ChPACUHO-ChAGEONNIOARADE
(KOHreCTHBHA CbPACYHA HEOCTATHYHOCT, YCTAHOBEHA HCXEMHYHA bonecT Ha CHRYo! 34
nepupEepHHTE apTEPHH) WIH HEKOHTPOJIHPaHa XMIIEPTOHHUA HE Ce MPenopbHBa. [{p¥
NaLMEHTH ¢ YCTAHOBEHO ChPEeYHO-ChROBO 3a00/1aBaHe, HEKOHTPOJIMPaHa XHUTICHTE
IHAMUTETHH PHCKOBH (DAaKTOpPH 3a ChpAEYHO-CBHA0BO 3ab0/aBaHe Tpabsa na ObAY




BosrrapeH caMo cliel BHUMaTeNHa npeLeHka ¥ caMo ¢ 1034 < 100 mg NHEBHO, KOraTo JI€4E€HHETO
MPOABKH 3a NOBeUe OT 4 ceAMHLM (BXK. Touka 4.4 Cnelnaniy npeaynpexaeHus ¥ npeanasHi Mepky
[pH ynortpeoda).

HeoOxoauMocTTa Ha NauMeHTa OT CHMOTOMATHYHO OOIeKUeHHE W OTFOBOpAa KbM Tepanusra, Tpabra
[MepHOAMMHO A CE MPECLIEHABAT, OCOOEHO KOTraTo JICUEHHETO NPOABJDKABA 33 NOBEYE OT 4 CEAMMLM.
[Tauuenture TpaOBa Aa 6bAAT OOUTENIHM 32 NIPU3HALM U CUMITTOMH Ha CEPHO3HU aTEpOTPOMOOTHUHH
cpOUTHE (Hanp. rpbiHa 0o/IKa, HEAOCTHT Ha BB3AYX, Cl1ad0OCT, HEACEH MOBOP), KOWTO MOTAaT Ja
BLIHMKHAT BHe3anHo. B cnyyait Ha noaobHo cubuthe, nanuentute TpadBa Aa ObAaT BHCTPYKTHPAHH
Ia MOTHLPCAT JieKap HezabaBHoO.

Heo6xoauMoO € Ja ce OCUTypAT NMOAX0AAL0 HabMoAeHHE M CHBET 3a MALIMEHTH ¢ AHAMHE3a 3a
XUMEPTOHHA H/WIH NIEKa 10 YMEPEHa KOHIeCTUBHA ChPACHHA HEAOCTATBHYHOCT, Thil KaTo UMa
chOOLIEHNA 38 OTOLH M 33APb3KKA Ha TEYHOCTH, CBbp3anu ¢ Jieuenunero ¢ HCIIBC.

KnMHHYHH nNpoy4BaHnsa ¥ eNUAEMHONOTHYHM JaHHH [I0KA3BaT, Y€ ynorpedara Ha AMKIOQeHaK,
0ocoOeHO BBB BHCOKa 103a (150 mg qHEeBHO) U NPH NPOABIKMTENHO HPUIOKEHHUE MOXKE Aa Obae
CBBP3aHa C JIEKO NOBULUEH PHUCK OT apTepHAIIHH TPOMOOTHYHH CLOMTHA (HanpUMep MHOKapaeH
nH}papKT Wik HHCYNT) (BwkTe T. 4.4 CneLMantu npesynpexaeHHa U Npeana3sHi MEpKH NpH

ynotpeda).

Heobxoaumo € BHUMATEIHO OOMUCIIAHE NPH JICUEHHETO ¢ AUKNOPEHAK HA MALUEHTH C
HEKOMTPOIMpPaHa XUNEPTOHUA, KOHMeCTHBHA CbPACUHA HEAOCTATLYHOCT, YCTAHOBEHA HCXEMUYHA
bonect Ha ¢hpiteTo, 3a0onABaHe Ha NepudepHUTE ApTEPUUHU W/HITHM MO3BYHO-CbAO0BA Donecr.

[TalHeHTHTE CbC 3HAYHTEIHH PHCKOBH (PAKTOPH 3a CHPACYHO-CBHAOBH CEOHTHA (HANmp. XHNEPTOHMKA,
XUMNEPJIMITHIEMHNS, 3axapeH AualeT, TIOTIOHOMylneHe) TpaOBa Ja ce nekyBsar ¢ AviiodeHak camo cries
BHHMATE/IHA npelieHKa. Thit KaTo ChbpAeYHO-CHAOBUAT PUCK NMPH AUKIOGEHAK MOXKE J1a HApacHE C
[034Ta K NMPOABDKKTENHOCTTA Ha €KCIO3KULIMATA, TPAOBA Aa ce npHiara Hal-HUcKaTa eeKTHBHA
NHEBHA 034 33 Bh3MOXKHO Hal-KpaTkus nepuoa or speme. [lepuoauuHo TpsdBa 1a ce u3BbpLIBa
npeoleHKa Ha HeoOX0AMMOCTTa Ha MauMeHTa OT 00N1eKuaBaHEe Ha CHMIITOMHTE H HAa OTrOBOpa KbM
TepanuAaTa.

XeMATOJIOrHIHH eeKTH
[Tpu npoapmkuTenHa ynorpeda va Bontapen kakro npu ocrananure HCIIBC e npenoprwuurenno,
peIOBHO Jia ¢e MpocieAsBa KpbBHaTa KapTHHA.

Kakto ocrananute HCTIBC, Bonrapen Moxe BpeMEHHO Aa NOATHCHE arperauMara Ha TpoMOOLIHTHTE.
[TauueHTHTE C HAapYlLIEHHA B KPbBOCHCHUPBAHETO TPAOBA a ObAaT HAOMIOAaBaHA BHUMATENHO.

ChnbTCTBRAINA 2CTMA
[Ipy naLMeHTHTE C 2CTMA, B CPABHEHHE ¢ APYIUTE NALKHEHTH, €A NMO-YECTH CE30HHHTE aJICpruYHH

PHHHTH, OTOKBLT HA HOCHATA NHraBHLA (T.Hap. HOCHH MOJIUIH), XPOHHYHH OOCTPYKTHBHH OenoapobHY
3ab0N9BaHHA WIH XPOHHYHH HHPEKLUHH HA JUXATENHUTE TbTHLIA (0CODEHO, aKO Ca CBBP3aHH ChC
CUMITTOMH NOA00OHHU Ha anepruyeH puHuT), peakituy cnpamo HCTIBC kato ex3auepbauus Ha actmara
(T. Hap. HETIOHOCUMOCT KbM aHANreTUUW/ aHANreTHYHa acT™Ma), eAcM Ha KBMHKe WM ypTHKapus.
[Topaau TORa NpH Te3U MALMEHTH ca HEOOXOAMMH CIIELHAIHH MPEANa3HK MEPKH (TOTOBHOCT 34
criewHa nomoii). ToBa ¢e oTHACA ChILO TaKa W 34 NALMEHTH aNepruiHy KbM ApYyru cyOCTaHLMH,
Hafnp. KOXKHH peakiuH, ChpOex WM ypTHKapHsl.

IIanHeHTH B cTapuyecka BhipacT (Ha 65 m noBeue roxHHH) -
Ocobeno BHUMaHHE € HEOOXO0IMMO NMPH MALKEeHTH B HATIPEHANA Bb3PACT NOPanH OCHOH
MEHLIMHCKH CHOOpakeHus, 0cODEHO NPHU HEMOLHK NALIMEHTH H NMPU TAKHBA C HHCKG

Bianmoaeiicreue ¢ HCIIBC
Tpabra na ce n3bsrea eqHOBPEMEHHOTO NPWICKEHHE HA BolTapeH CbC CUCTEMHH
BKJIIOUHUTENHO CENIEKTHBHU HHXUOMTOPH Ha LIMIIO0KCUI€Ha3a-2 nopaay Bh3MOXKHOY




edextn (BX. T. 4.5 B3auMoneiicTBue ¢ Npyry IEKAPCTBEHH MPOAYKTH H APYTH POpMH Ha
B3aMMOAEHCTBHE).

MackapaHe npH3HanMTe HA HHPEKHA
[Topo6ro Ha octananure HCIIBC, nopaau dapmakoaMHaMH4YHUTE cH cBorcTBa Bontapen Moxe na
MaCKHpa NPU3HALUTE U CHMITOMUTE HA MHDEKLIUH,

4.5 BianMoaelcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH JOpPMH HA B3aHMONCHCTBHE

M36poennTe no-a0ay B3aUMOJEHCTBUA BKIOUBAT HabmoaasanuTe rnpy Bonrapen Perapa croMaluHo-
yCTOHYMBY TAGNETKH W/MIK APYTH NeKapcTBEHH GOPMH Ha IHKIOpEHaK.

Hab6moaasann B3aHMOAEHCTBHS, KOHTO TpEOBA A ce B3eMAT NOJX BHHMAHHE

CYP2C9 unxubumopu: IlpernopbuBa ce NOBUILIEHO BHUMAaHKME NPH eIHOBPEMEHHATA ynoTpeda Ha
auinnoperak u CYP2C9 naxuburopu (kaTo cyIPHHIMPA3OH H BOPHKOHA30M), KOETO MOXE Ja JOBEE
N0 3HAYMTEHO YBEIHYEHHE Ha MHKOBUTE I1a3MEHH KOHUEHTPALMH H eKCITO3HLIMATA Ha JUKNOQEHAK.

JTumuii: Npy eTHOBPEMEHHO NMPUIOKEHHE C JIMTHH, AMKIO(EHAK MOXKE A MOBHILH fU1a3MEHHUTE
KOHLEHTpali Ha nuTHa. [IpenopbyBa ce nNpocieAsBaHE Ha CEPYMHUTE HHBA Ha JINTHA.

Huzokcun: Npy eIHOBPEMEHHO NPUAOKEHHE AHKNO(EHAK MOXE 1A MOBHIIH MNA3MEHHTE
KOHLEHTpal¥K Ha aurokcuHa. [Ipenopesusa ce mpocieasBaHe Ha CepYMHHTE HUBA Ha ANTOKCHHA.,

JTuypemunu u anmuxunepmensusnu aexapcmea. Kakro npu octananure HCIIBC,
eIHOBPEMEHHOTO NMPUIIOKEHHE Ha JHKIIOPEHAK C IMYPETHLIM HIH aHTHXHICPTEH3UBHU NIEKAPCTRA
(nanp. Geta 610KepH, HHXHOUTOPH Ha aHTHOTEH3UH-KOHBEPTHPALLHA c¢H3UM (ACE-unxubutoph)
MOKE 12 HAMAJIM AHTUXMNepTeH3UBHUAT UM edexT. [lopaau ToBa, Tazu koMOHHALMA TpsAOBa Aa ce
rpuiara ¢ ocobeHo BHUMAHHE M NaLUEHTHTE, HaH-BEYE TE3U B HANPEAHANA Bb3pacT, NEPpHOTHYHO
TpaOBa 1a npocieasBaT CTOWHOCTUTE HA APTEPHANTHOTO CH Hanaraue. [lopanu MoBUIIEHHA PUCK OT
HepoTOKCHHHOCT (B, Touka 4.4. Cneunanny npeaynpexaeHus U NpeanasHy Mepku 3a ynorpeba)
nauuesTUTE TpaGBa fa OnaaT n1o0pe xuapaTupanu, ¥ 1a UM Obae npocaeassaHa ObbpevHaTa QyHKLMSA
MpH 3arnouBaHe Ha KOMOGMHUPaHO neueHue ¢ AHypeTHUH U ACE HHXHOHMTOPH, KaKTO U NEPHOAHYHO
cjien Tosa.

Huxnocnopun u maxponumyc: Kaxro ocrananure HCIIBC, nuknodenak Mmoxe na nosuiuu
HeDPOTOKCHYHOCTTA Ha LMKJIOCTIOPHH U TAKPOIMMYC NOpaM MoBAHABaHE Ha 6pOpeunnTe
npocrarnaianuy. flopanu Toea ToH TpabBa 1a ce mpuiara B NO-HUCKH 103H OTKOJIKOTO MpH
nalyeHTH, KOUTO HE MPUEMAT LHUKIJIOCTIOPHH HWIH TaKpOJIUMYC.

Jdexapcmea, npununasauju xunepraiuemun: ENHOBpEMEHHOTO NPUIIOKEHHE C KATMH-CbXPaHABALIH
AUYPETHLH, LIMKIOCTIOPHH, TAKPOJIUMYC WM TPUMETONPHM MOXE A3 Obe CBBLP3aHO C NMOBHIIECHH

CEpYMHH HHBA Ha Ka/TMid, KOHTO CJIE/iBa Aa ce NpocneasBar 4ecto Bk T. 4.4 CneumanHu
npenynpeXASHNS Y Npeana3HH MEPKH 3a NpH ynotpeda).

Xunononoeu anmubaxmepuannu 1exkapcmea: CbOoOLICHHU Ca H30JIHPAHH CJTy4aH Ha rbpUHOBE, KOMTO
MOX€ 14 ca OMIM Npeau3IBUKAHH OT €IHOBPEMEHHOTO NpHIIOKeHHe Ha XHHooHu ¥ HCTIBC.

OuaKBaHH B3aHMOACHCTBHS, KORTO TPAOBA 1a ce B3eMAT N0 BHEMAKRHE

Hpy2u HCIIBC u kopmuxocmepoudu: EqHOBPEMEHHOTO MPHIIOKEHHE HA IHKIOPEHAK C ,upym

yrnioTpeba).

Aumuxoazynanmu u anmumpomboyumnu aexapcmeenu npodykmu: Ilpenops
BHUMAaHME, Thil KATO €HOBPEMEHHOTO MPWIOKEHHE MOXKE 1A NOBUIIM PHCKA OT




CrneuMaiHu npeaynpexaeHus U NMpeanazHi MepKH Nipy ynotpeda). BenpekH ue KITHHUYHHTE
H3C/IeIBAHMA HE MOKAa3BaT, ye JUKIo(EeHaK NOBIHABA ACUCTBHETO Ha AHTHKOAryaHTHTE, HMa
cbOOLIEHHMSA 33 MOBHIIEH PUCK OT KPBHBOW3HB INPH MALHEHTH, KOUTO MOAY4aBaT €1HOBPEMEHHO
aukiodeHak v aHTukoaryiaHTH. [1o Tazu npuiKHa ce npenopbyBa BHUMATEIHO HAOMIONCHHE Ha

TAKHBa INauHuCHTH.

Cenexmugrnu unxubumopu Ha obpamyiomo 3axsauiane na cepomoruna (SSRIs): EnHospeMeHHOTO
npunoxxesue Ha cucteMan HCTIBC, sumounTento aukiogeHak, U SSRIs Moxe aa yBenuyH pucka ot
KbpPBEHE OT CTOMALLHO-UYPEBHHS TPaKT (Bx. Touka 4.4. CnieluanHy npeaynpexxieHis U npeanasHu

MEPKM 3a yroTpeoba).

Anmuouabemuu nrexapcmeenu npooyxmu: KIHHHYHHTE NPOYYBAHHUA NOKA3BAT, Y€ AHKIOPEHAK
MOKE [1a C€ TpWiara eAHOBPEMEHHO C TIEpOpaHU aHTHAMabeTHH nekapeTaa, 6e3 Ja noBaHsaBa
TEXHHAT KIMHHYEH edexT. B xona Ha neueHHe ¢ quknodeHak, obaue, ce croblilana 3a H3OAHPaHK
CTy4au HA XHIIOTJIMKEMHS ¥ XHIIEPrIUKEMHS, HANAramy NpOMEHH B 103aTa Ha aHTHHA0eTHUTE
npoayKTH. BuB Bpb3Ka ¢ TOBa, KaTo NpeanazHa MapKa ce npenoprsusa HabnoaeH!e Ha HUBATa Ha
KpPBBHATA 3aXap Mo BpeMe Ha eAHOBPEMEHHO NPUIIOXKEHHE HA BaTa Npenapara.

Uma u3onupanu ceobLeHys 3a MeTaboNMUTHa alua03a, Korato AuKitogeHak ce npunara
eIHOBPEMEHHO C METGOPMHH, 0COOEHO NPH NALMEHTH C NPeIIecTBalo ObOpedHo yBpekaaHe.

Memompexcam: aukiaodeHak Moxe na MHxuOUpa TyOynapHHa 0b0peyeH KIMPBHHC Ha METOTPEKCAT,
KATO TaKa MOBHINABA HMBAT& Ha MeTOTpekcaT. [lIoBuLIEHO BHMMaHHe € HEOOXOAHMO TPH NPHITOKEHHE
na HCIIBC, BumnounTenHo AHKI0PEHAK, B CPOK MO-MATBK OT 24 vaca npeaun WIH Cie]] TeYEHHE ¢
METOTPEKCAT, MOPaAH Bb3MOXKHOCTTA 34 MOBHULIABAHE HA IJIA3MEHATA KOHLIEHTPAlIUA HA METOTPEKCAT
4 yBEJIMYaBaHE HA TOKCHYHOCTTA MY.

Denumoun: Tpenopbusa c€ MOHHTOPHpaHE I1a3MEHaTa KOHUECHTpauHs Ha (GEHHTOMH MpH
e/IHOBpeMeHHaTa My ynotpeba ¢ quknodeHak, nopaau OYaKBaHO yBEUUEHUE HA €KITO3ULIUATA HA
(heHUTOUH.

Konecmunon u xonecmupamun: Te3d BELIECTBa MOXKeE 13 NpeH3BHKAT 3a0aBsaHe KM HaMaNABaHe
Ha YCBOSIBAHETO Ha AuKIodeHaxk. [Topanu ToBa ce rpenopbyBa NPUIOKEHHE Ha AUKIO(EHAK HAN-
MaJTKO €JIMH 4Yac npeaM Wik 4-6 yaca el NpuiaraHe Ha KOJIECTHUION/XONECTHPAMHH.

CYP2C9 undyxmopu: Ilpenopbusa ce NOBUILEHO BHUMaHHE NpH €JHOBpEMEHHaTa ynoTpeba Ha
nuiuiopeHax 1 CYP2C9 uHayxTopH (kaTto pHhaMinHLKMH), KOETO MOXE Aa A0BEJE N0 3HAYUTC/IHO
HaMaJIABaHEe Ha TUTa3MEHHTE KOHUEHTPALMHA H €KCTIO3HLIMATA HA JUK/IO(PEHAK

4.6 PepTHANTET, OpeMEHHOCT H KbPMeEHe
bpeMennocr

O000menne Ha pHCKA
UHxubHpaHETO Ha MPOCTArIAHAMHOBUSA CHHTE3 MOXKE /1a OKXKe HEONaronpHATHO BIMAHHE BHPXY

6peMEHHOCTTa WK pa3BUTHETO HA eMOpUOHA WITH IUIoja. [IaHHH OT enuIeMHONOrHYHH NPOYYBAHUS
NOKa3BaT [OBULIEH PHUCK OT COOHTaHeH abopT, CbpAeYHH MAI(QOPMALIMH U FACTPOCXHIUC Cle
ynorpebara Ha HHXHOWTOPH Ha NPOCTArNIaHAMHOBHA CHHTE3 B HAYANOTO Ha OpeMEHHOCTTA.
AGCONIOTHHAT PUCK OT ChPACYHO-CHAOBH Man(opMaLiiM ce noBulaea ot >1%, 10 NPHOIHIMTETHO
1,5%. JJokazaHo e, ue AMKIodeHaK NpeMrHaBa rianeHTapHara 6apuepa npu xopa. Ynorpefara Ha
HCIIBC, BmiounTENHO AUKIO(EeHaK, MOXKE Ja NMPUYUHHA HHXHOMpaHe Ha MAaTOYHUTE KOHTPAKLIHH,
npexacBpeMEHHO 3aTBapAHe Ha JYKTYC apTepuo3yc Ha deTyca 1 HapylueHue Ha ObOpeyHaTa - -
¢dyHKUHKS Ha deTyCa, BOASLIO JO OJIMTOXHAPAMHHOH.

[Tpy npoyuBaHUA BLPXY pENpOAYKTHBHOCTTA NPH JXHBOTHH HE Ca HaOMoJaBaHH OOK
TEpaTOr€HHOCT MPH MUILIKH, [ULTbXOBE WH 3aHLH, HA KOMTO € JaBaH AUKNoQdeHaK ex
BpEME Ha NepHo/la Ha OpraHoreHe3a B 4034 ChOTBETHO A0 npubnuzurenyo 0,41, 0,4



MaKCHMaJiHaTa NpenopwLurTenta 103a BontapeH npu xopa (maximum recommended human dose
(MRHD)), BBIipeKky HANIMYHETO HA TOKCHYHOCT 3a MAaHKaTa H IU10Ja.

CMsTa ce, 4e PUCKBT CE€ YBEIHUaBa C YBEIHYABAHE HA A034T2 M NMPOABIDKHTETHOCTTA Ha JICYEHUETO.
[Tpu 5KMBOTHHM, NMPHIOKEHHETO HA HHXHOHTOPH Ha NMPOCTArIAHAMHOBHA CHHTE3 MOXE [a IOBEAE 10
yBeJIMMEHA MpeJ-H NOCT HMILTAHTaUMOHHa 3ary6a u eMOpHo-deTanHa CMBPTHOCT.

B nonbidenHe ce choOillaBa 3a YBeauveH Opo#i pa3iMuHd MaPopMalrH, BKITKOYHUTETHO ChbpREYHO-
CHAOBH, NPH KUBOTHH, TPETUPAHU ¢ HHXUOMUTOP Ha MPOCTarfaHAHHOBHA CHUHTES MO BpEME Ha
OpeMeHHOCTTA.

KIHHHYHH ¢Chodpaxenns
Hexe/1aHH 1€KAPCTBEHH PEAKIHH NPH deryca

IIpeswcdespemenno 3ameapane OyKmyc apmepuosyc na gpemyca

Kaxro npu apyrure HCIIBC, ynorpebata Ha auknogeHak o BpeMe Ha TPETHA TPUMECTHP OT
GpeMEHHOCTTA € MPOTHBOMOKA3AHA NMOPaJH Bb3MOXKHOCTTA OT MPEXKACBPEMEHHO 3aTBapAHe Ha AYKTYC
aprepuosyc Ha deryca (Bxk. T. 4.3 [IpoTHBONOKAa3aHKA).

OnuzoxudpamHuon/napyuiena 6vopeuna Qynkyun na emyca

Puck ot HapymeHue HA OpOpedHaTa GyHKLUUA Ha ¢eTyca ¢ nocieapall OJIMrOXUAPAMHHOH €
Habmonasan npu ynorpeba Ha HCIIBC (Bkn. auxinodeHak) ot 20-ta ceamuna Ha OpeMeHHoCTTa
HATaTBK.

Ot 20-aTa ceamHla ot 6pemenHocTTa Hatatsk ynotpebara Ha HCIIBC (B, auiodeHak) Moxe aa
NPUYUHM ONUTOXHAPAMHHOH, JbJDKALL Ce Ha HapylleHne Ha ObOpeunara GyHkuma Ha detyca. Tosa
MOJKE J1a ce MOSABH CKOPO CJIE] 3anO4BaHe Ha JIEYEHUETO M OOMKHOBEHO € 00paTUMO NpH
rpekpaTaBaHeTo My. CBILO TAKa HMa CHOOLICHUS 32 CTECHABAHE HAa NYKTYC apTeprOo3YC Cltell JICUCHHE
npe3 BTOPUA TPHMECTBP, MOBEYETO OT KOWTO OT3BYUABAT CJi€/l IPEKpaTABaHe Ha JieueHdeTo. Ilopaan
TOBa AMKIO(EHAK He TPAOBa 1a Ce NpUeMa Npe3 MbPBHS H BTOPHS TPHMECTBP OT OPEMEHHOCTTA,
OCBEH aKo He € KpailHo HeoOxoaumo. B ciyuan, de AUKNO¢EHaK ce NPUEMa OT JXEeHa, KOATO e ONHUTBA
na 3a6peMeHee Wy Mo BpeMe Ha MbPBUSA M BTOPUA TPHMECTBP OT OpeMEHHOCTTA, TpsOBa aa ce
MpUiara Bh3MOXKHO Haii-HHCKAaTa 03a 32 Hal-KpaTbK nepHod. Cnes eKCno3nuMa Ha JUKIOPEHaK B
NPoABLJHKEHHE HA HAKONKO JHM OT 20-ara recTallMOHHA CeIMHMLIA HATAaTHK TPAOBRA Aa ce OOMHUCIH
AHTEHATANHO NTPOCIEAIBAHE 33 OJIMFOXHAPaMHHOH H CTECHABAHE HA JYKTYC apTepHosyc. Ynorpebara
Ha auknodeHak TpaOBa 1a ce NpeycTaHOBK, ako ¢e YCTaHOBU OJIMTOXHAPAMHUOH HITH CTECHABaHE HA

OYKTYC apTepHO3YC.

[To BpeMe Ha TPETHUA TPUMECTLP Ha OPEMEHHOCTTa, BCHUKM HHXHOMTOPH HA NPOCTArNaHAnHOBHS
CHHTE3 MOTaT Jla U3MI0XKAT IUIORA Ha!
- ChPACHHO-MY/IMOHANTHA TOKCHYHOCT (NPeXJEBPEMEHHO CTECHABAHE/3aTBAPAHE HA IYKTYC
aprepuo3yc 1 OenoapoOHa XUNEpTOHHA);
- HapyiueHa 6b0peuna pyHkuUMS (BXK. O-FOPE).
Morar aa M3/103KAaT MaliKaTa Y 3apojMilia B Kpad Ha OpeMEHHOCTTA Ha:
- BB3MOXKHO YAB/DKABaHE HAa BPEMETO HAa KbPBEHE M CbCHPBAHE, KOUTO MOXE Ja C€ NPOABAT
JOPH Y TIPH MHOTO HEUCKH J03H;
- WHXxUOHUpAHE HA MATOMHHTE KOHTPAKLIMHU, KOETO BOAH A0 3a0aBEHO UIH NPOABIKHUTEIHO
pax<aaHe.
CnenoaTendo ynorpebara Ha AUKAO(DEHAK MO BpeMe Ha TPeTHUs TPUMECTHP OT OpEeMEHHOCTTa €
MpPOTHBOMOKA3aHa.

Paxnane
Hsma npoyuBanus 3a edekTuTe Ha BontapeH no BpeMe Ha pakJaaHe. KakTo npu apyr
ynorpebara Ha IHKI0DEHAK 110 BpEME HA TPETHA TPUMECTLP Ha OpPEMEHHOCTTA € Npo
nopany Bb3MOXHOCTTA OT HHXHOHpaHe Ha MATOYHKHTE KOHTPAKLMH (BXK. T. 4.3 ITpoTi
[Mpu npoyusanus 8bpxy >xueoTHn HCIIBC, BkntountenHo quknogpeHak, AHXuOUpar




MpOCTArNaHAHHOBHS CHHTES, IPHUMHABAT 3262BCHO PAXKNAHE M YBEJIHYABAT YECTOTATA HA MBPTBO
paXkaaHe.

EYT

JlanHM NPpH Xopa

Ipeocoeapemenno 3amaapsmne Oyxnyc apmepuo3yc Ha gremyca

[My6auxyBaHaTa nuTeparypa chobulasa, ue ynorpebara Ha HCIIBC npes TpeTus TpuMecTbp Ha
6pEMEHHOCTTa MOXKE Aa NIPUYHHH NPeXAEBPEMEHHO 3aTBapAHe Ha AYKTYC apTepHo3yC Ha (eTyca.

Onuzoxudpamuuon/napyuena bovbpeuna gynxkyus na pemyca

[Ty6anxyBaHHTe NPOYYBaHHA M TIOCTMapKETHHIOBHUTE AoKknaau onucear ynotpeba va HCTIBC ot
Maiikara okoao 20-ara recrtalHOHHA CeAMHLIA HAK NO-KbCHO MO BpeMe Ha OpEeMEHHOCTTa, CBbp3aHa C
HapylieHue Ha GbOpeunaTa GyHkuMs Ha deTyca, BOACILO A0 OTHIOXHAPAMHHUOH. Te3H HexeNnaHu
pe3yTaTH ce HabIIOAABAT CPEIHO cliefl SHH A0 CEAMMLIM Ha JIeYeHHe, BIPeKH Ye PAAKO ce ChodIlaBa
32 oNUMroxmMapaMHuoH U 48 yaca cnea 3anoysane Ha HCIIBC. B MHOro ¢iiyuan, HO HE BLB BCHUKH,
HAMAJIBAHETO Ha AMHHOTHYHATA TEYHOCT € BPEMEHHO W OOpaTUMO Clie/l MPEYCTAHOBABAHE Ha
NEUSHUETO.

JannAH NpA XHBOTHH

[TpoyuBaHKs BbpXy pENpPOAYKTUBHOCTTA M PA3BUTHETO MPH KMBOTHH NOKA3BaT, 4€ NPUJIAraHETO HA
OMKI0GEHAK 10 BpeMe Ha OpraHoreHe3ara He MpeH3BUKBA TEPATOreHHOCT, BbIPEKH HHAYLIMPAHETO
Ha TOKCHYHOCT 3a Maiikara ¥ deTyca npu MULIKK npH nepopandy no3u no 20 mg/kg/nex (0,41 nbtH
MaKcHMalHaTa npenoppuKTesHa Ao3a npu xopa (MRHD) 3a Bontapen, 200 mg/aeH, Ha Ga3ata Ha
cpaBHEHHE Ha TeecHaTa noRbpXHOCT (BSA)) v npu nabXoBe W 3aHLM NPKH NEPOpaIHA A03M 10

10 mg/kg/nen (cworeetHo 0,41 u 0,81 nvtt MRHD ha 6asata Ha cpaBHenHe Ha BSA).

B npoyuBane, NpH KOETO Ha OGpeMeHHH [LTbXOBE Ca MpriaraHu nepopanHo 2 und 4 mg/kg
auxnodpenak (0,08 n 0,16 nbtt MRHD 813 ocHOBa Ha BSA) ot recrauponeHs aeH 15 1o 21-ua aeH Ha
KbpMEHE, € 0T0eNA3aHa 3HaYMTeNIHA CMBPTHOCT Ha MaukuTe (NPUHMHUHEHA OT CTOMALIHO-YPEBHH A3BH U
NEPUTOHMT). T€3H TOKCUYHH 3a MalKaTa 1034 Ca CBbP3aHU C IUCTOKHS, YBEJIHUYCHA
NPOAB/DKUTENHOCT Ha BpeMEeHHOCTTa, BETPEMATOUHO 3a0aBAHE HA pacTeXa B HaMalleHa
NPEKHUBAESMOCT HA MJI0J1A.

Mpunoxenuero va HCITBC (Brmo4mTenno AHKIO(EHAK) NOTHCKA 0BYJIaLMATA TIPH 3aHLH H
MMIUIAHTALMATA W INALEHTAlMATA TIPH ITHXOBE W BOAM A0 NPEKAECBPEMEHHO 3aTBAPAHE HA OYKTYC

apTepHo3yc Ha deTyca.
Knpmene

Ob606menne Ha pHCKA

Kakro u apyrn HCIIBC, nuknodenak npeMuHaBa B KbpMaTa B MaJIku KojiMuecTBa. [lopaau Tora
BontapeH He TpaGBa aa ce npHeMa No BpeMe Ha KbpMEHe, 3a J1a ¢€ H30erHaT He)eJlaHHUTE
NneKapcTBeHU e()EKTH 3a KEPMAa4eTo.

JdaaHu NpH xopa

MuknodeHax e 61U OTKpUT B HHCKa KoHUeHTpauHs (100 ng/ml) B kppMaTa Ha eaHa MaHKa JieKyBaHa
nepopaiHo cs¢ 150 mg/nen con Ha aAuraodeHak. OUakBaHOTC KOJIHMYECTBO, IPHEMAHO OT KbPMad€eTo
¢ KbPMATa € EKBUBAJIEHTHO Ha J03a oT 0,03 mg/kg/nHeBHo.

PepTRINTET

PepTHAMTET OPH KEHA | ‘
Kaxro u apyrure HCIIBC, npunoxenuero Ha BontapeH, MOxe Na YBpeH JKCHE K ﬂi'ﬁ' 0§
ce NPEenopbhBa MPH XKEHH, KOUTO NMPABAT ONHTH 1A 3abpemenedT. [Ipu xeHH, KO YME

npH 3a6peMeHsABaHETO MK ce H3cneaBaT 3a 6esnnoaue, TpsOBa ga ce 00CHAM M
ynorpebata Ha BonrapeH.




GepTHINTET NPA MbKe

Hsma naHHM NpH Xopa 3a edekra Ha BontapeH Bbpxy GepTUNNTETA HA MBXKE.
JnxnodeHak, NpUaoxeH B 1o3a 4 mg/kg/neH Ha MbKKY H XKEHCKH NTbXoBe (npubnusutendo 0,16
msTH MRHD BB3 OCHOBA Ha cpaBHEHHE Ha TenecHaTa nopbpxHocT (body surface area (BSA))), ne

noBHsABa QEePTHIHTETA.

4.7 EdexTh BLpXy cnocobHocTTa 32 modupane H paboTa ¢ MANIUHHK

[lauMEeHTH, KOUTO HMAT 3PUTEJTHH HApYLLUeHWs, YyBCTBAT 3aMasHOCT, CBETOBBPTEIK, CHHITHBOCT MITH
APYTH HapyLIEHUS HA UCHTpaJlHaTa HEPBHA CHCTEMA, I0KaTO npuemat Bostapen, TpsabdBa na ce

BB3BPKAT OT WodHpaHe win padboTa ¢ MALLIHHH,

4.8 HexelaHH JIEKAPCTBEHH PEAKIHH

JlaHHHWTE OT KJIMHUYHUTE NPOYUYBAHUSA H €NUIEMHOJIOTHYHHTE NaHHH €AHAKBO COYAT KbM MOBHILIEH
PUCK OT apTepHaIHH TPOMOOTHYHHU ChOWTHA (HANIPUMEP MHOKApAEH HHQAPKT WIH MHCYJIT), CBbpP3aHH
¢ ynotpefara Ha fHknogdeHax, ocobeno npHu BUCOKa A03a (150 mg AHEBHO) M NMPH NPOABL/DKMTEIIHO
neuenue (BXx. T. 4.3 [IpotuBonoka3zaHus u 4.4 CrieuHanHy npeaynpexaeH|da U npeanasHi MEpKHU NpH

ynotpeba).

Hexxenanute nexapcreenu peakuun (Tabnuua 1) ca powiaaBani npy KIMHUYHY H3NUTBAHUA W/HIK OT
CTIOHTAHHHW ChOOLIEHHS WM JIMTEPATYPHH H3TOYHMLIM U ca u3bpoenu cernacHo MedDRA - no
CHUCTEMO-OPraHHU KnacoBe. BbB BCeKH CHCTEMO-OPraHEH KJ1ac HEXEIaHUTE JIEKAPCTBEHH PEaKLMU ca

noApeAcHH crnopen yectorara. [1pH Bcako rpynupaHe B

3aBHCHMOCT OT 4CCTOTATA, HCAKCIIAHHUTC

peaKuKH ca H30POeHH B HU3XOAL pell O OTHOLUIEHME Ha TAXHATA CEPHO3HOCT. HYecToTHTE Ca
onpeaeneHy KaTo € uanonapaHa cneaHara koHseruus (CIOMS III: muoro uectu (>1/10), yecty
(>1/100, < 1/10), neuectu (>1/1 000 <1/100), peaku (>1/10 000, <1/1 000), muoro peaxu (<1/10 000).
U36poeHnTe NO-I0Ny HEXENAaHH JIeKapCTBEHH €(EKTH, BIUTIOUBAT T€3M ChOOLIABAHH MPH ynoTpedaTa
Ha Boatapen Petap cToMalHO-yCTOHYMBH TabNETKN H/HITH JPYTH JIEKapcTBEHH QOpMH Ha
NHKI0(EHAK KaKTO MpH KPaTKOCPOYHA TaKa H NP NPOb/DKHTENHA ynoTpebda.

Ta6auna 1: HexelaHH JeKapCTBEHH peaKIHH

Hagymennn HA KPBLBOHOCHATA H JHM{pHA CHCTEMH

MHoro peakH:

TpoMOoLMTONEHHUSA, JIEBKONEHUSA, AHEMHUA
( BKJIIOYHUTEIHO XEMOJIMTUHHA M alj1acTUYHA
AHEMMHA ), arpaHyJJIOLIHTO3a

Hapyuienss Ha HMYHHATA CHCTEMA

Penxu: CBpBXUYBCTBATETHOCT, AHAOHUNAKTHYHH U
aHabWNAKTOUIHHA peakLHM (BKJI. XUITOTOHUS H
LI0K)

MHoro peakm: AHruoeaeMm (BKJ1., JIMLEB €M)

IIcHXHYHH HAPYIICHUSN

MHoOro penku:

HezopueHtauus, Acnpecus, H6€3CbHHE, HOLUHK
KOLIMapH, pa3apasHUTETHOCT, MCUXOTHYHH
HAPYLUCHHA

HapymieHNs HA HEPBHATA CHCTEMA
YecTH:

I naBoOonue, 3aMassHOCT

Penku:

CBHIUBOCT

MHoro peaxu:

[lapecTe3un, HapyLUEHHS H
TPEBOXKHOCT, TPEMOP, ace
NpoMsHa BbB BKyCa, , MO




Hap_ymeﬂﬂa HA OYHTE

MHOro peaku: HapyuweHune Ha 3peHHETO, 3aMBIVIEHO BHXKIAHE,
OUILIONMSA

Hapyumendas Ba yX0T0 H Ja0HpHHTA

YectH: CBeToBhpTeEXK
MHOro peakH: BroweH ¢ciiyX, THHHTYC

ChrpaeuHn HAPYIICHHA

Heuectn: * HMudapkr na MHokapaa, CbpACYHA HEAOCTATHYHOCT,
NaNUTalUHK, rpbaHa 605ka

C HEHU3BECTHA UECTOTA! Cunapom Ha Kounis

CbA0BH HAPYIIEHHUS:

MHOro peaku: XUMepTOHHS, BACKYJIMT

PecnApaTOpPHH, TPbAHH B MEABACTHHAJIHH HAPDYLIEHHN:

Peaku: AcTMa (BKJ. 330YX)

MHOro pekH: [THeBMOHUT

CroMamHo-4peBHH HAPYIICHHA

Yecru: ['apeHe, noBpbilaHe, JHApUA, JUCTIETNICHA, KOPEMHA

bonka, pnaTyneHLHs, HaMaJIEH alleTHT

Penku: ["acTpUT, KbPBEHE OT CTOMALIHO-UPEBHUA TPAKT,
XeMaremesa, MEJICHa, KbpBaBa JMapHs, CTOMaillHa
UM YPEBHA A3BA C WM Oe3 KbpBeHe Win

nepdopauus

MHoOro peaku: Konut (BK1. XeMOparu4eH KONUT M ek3auepdauuu
Ha yauepo3eH konaut uau donect Ha Crohn), 3anek,
CTOMATHT (BKJI, YJILIEPO3EH CTOMATHT), [JIOCHUT,
HapylEHHA Ha XpaHONpoBOAa, AHadparma-
nOOOOHH CTECHEHHA Ha YepBaTa, MaHKPEaTHUT

C Hen3BeCcTHA 4eCToTa! McxemuueH KOMUT

Xenaro-OnJaHApHH HApYIIEHHS

YecTu: YBeau4yeHue CTOMHOCTUTE Ha TPAHCAaMHUHA3HUTE

Penku: XenaTuT, XXbATEHHLA, YEPHOAPOOHH HApYLUEHHUA

MHOro peakH: OynAMUHAHTEH XENATHT, YepHOAPOOHA HEKpO3a,
4yepHOAPOOHA HEAOCTATHYHOCT

Hapymenns Ha KOXKATA H NOAKOKHATE ThKAH

YecTu: Obpus
Penxu: Y pTHKapHs
MHoro penku: bynoizeH nepMaTUT, eK3eMa, eputeM, erythema

multiforme, cuHApoM Ha Stevens-Johnson,
TOKCHUYHA €TTHAEpManHa HEKpOaKH3a (CHHAPOM Ha
Lyell), ekcdonuaTuBer A€pMAaTHT, KOconaj,
peakUuH Ha QOTOUYBCTBUTENHOCT, ITyprypa,
nyprnypa Ha Henoch-Schonlein, cupbex

Hapymenns na 6u0pennTe H NHKOYHATE L THIA
MHoOro peaks: OcTpo 6B0peuno yepexaane (ocrpa OnbpeuHa

HEAOCTATLYHOCT), XEMATYp =
Hedpo3eH CHHAPOM, TYDY
Hegpur, 6b0peuna nanuy

O0mm napyuieHun H ¢eKTH HA MACTOTO HA HPHIOKEHHE

Penku: Otok
¥ YecToTaTa OTpassBa JaHHHU OT NPOABKHTENHO JIEYEeHHE ¢ BUCOKM 103U (150




Onncanne Ha HSﬁpﬂHH HCAKEC/IAHHA JEKADCTBCHH PCAKIINH

ATepoTpoMbGOTHIHRA CLOATHS

MdapmakoeniaeMHONIOTHYHHATE JAaHHU W TE3H OT META-aHAIM3a COYAT 32 JIEKO NOBHIIABAHE HA PHCKA
OT aTepOTPOMOOTHYHH CHOUTHA (HanpMMep HHApPKT Ha MHOKapJa) CBBbP3aHH ¢ ynoTpebaTa Ha
AMKnodeHak, 0codeHO npu BUCOKH A03M (150 mg AHEBHO) H MO BpEeMe HA NMPOABLJDKHTEIHO NEUEHHE
(Bx. TOUKA 4.4 CnieLMaliH1 NpeayNpeKIeHHA U NpeaAna3sHU MEPKHU NpH ynorpeda).

Busyannu edexTn

BuzyanHure cMYLIEHHS KaTO 3pUTENHO YBPEXAaHe, 3aMbIJICHO 3pEHHE WM AUIIONHUS W3INIeKAAT
edexty Ha xaca Ha HCITBC 1 obukHOBEHO ca 06paTHMHM NMpH NpEyCTaAHOBABAHE HA JICUEHHETO.
BepoATHHAT MEXAHU3IBM 33 3PUTEITHY CMYILEHUA € HHXUONPAHETO Ha CHHTE3a Ha NPOCTArJIaHAUHH U
APYTY CBbP3aHK CheJUHEHUA, KOUTO MPOMEHAT PEryJIMPAHETO Ha KPBBHHA TOK Ha PETHHATA, KOETO
BOJIM JI0 MOTEHLAATHH MPOMEHH B 3pCHHETO. AKO TaKWBA CHMITTOMH ¢€ ITPOABAT MO BPEME HA
Ae4eHHero ¢ quKiIodenak e nodpe aa ce 0OMUCIH OPTAIMOJIOrHYHOTO H3CASABAHE, 3a Ja Ce
M3KIKOYAT APYTH IPUUHHH,

Cho0OaBane HA MOJO3HPAHH HEXKE/IAHH PeaAKIHH

C100LLaBaHETO Ha NOJO3IMPAHH HEXKEAHH PEaKUHHY cnel paspeluaBaHe 3a ynorpeba Ha 1eKapcTBEHUA
NMPOAYKT € BXHO. TOBa MO3BONABA a NPOAL/DKM HAOMOACHUETO HA CHOTHOLLIEHHUETO NMON3a/PUCK 32
JIEKapCcTBeHUS NMPoAYKT. OT MEAULMHCKHTE CNEUHMATHCTY Ce U3HCKBa Aa ChoOlIaBaT BCAKa
NOJO3HPAHA HEXKENaHa PeaKLia 4pe3 HaLMOHAIHA CHCTEMA 33 ChODLIaBaHe:

HanbnHyuTenHa areHUHA MO JieKapCcTBaTa
yia. ,,Jlaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 IIpenozupane

CEMOTOMH

HaMma TMnHuHa KJIMHHYHA KAapTHHA, aCOiMHpaHa C Npeo3npaHe Ha aukiaodenHak. [Ipeaosupanero
MOKE Jia NPEeAH3BHUKA CUMITTOMH KaTO: NMOBpPbIaHe, CTOMAIHHO-4YPEBHO KbPBEHE, AHapHs, 3aMasHOCT,
THHHTYC WK MbpuoBe. B ciyyai Ha 3HAYMMO OTpaBSHE € BB3MOXCHO Jia HaCTBNAT OCcTpa 0bOpeyHa

HEAOCTATBYHOCT H HEepHOAPOOHO yBpeKaaHe.

TepaneBTHYHH MEPKH

Jleuennero Ha octpoTo otpaesHe ¢ HCIIBC, BKIIOYHTENHO IMKIOQEHAK, BKJIIOYBA INTABHO
MOAABPIKALINA MEPKH M CHMITTOMATHYHO JledeHHE. 3a YCIO0XKHEHH KaTO XHIIOTOHMA, ObOpeuHa
HEAOCTATBLUYHOCT, MbPUYOBE, CTOMALIHO-YPEBHH HAPYILICHHUA U NMOATUCKAHE Ha AULIAHETO CE NPUAArar
MOAABPKALUH MEPKH M CHMITTOMATHYHO JIEYEHHE.

Manko BepOATHO € CrelMaIHA MEPKH kaTo dopcHpaHa Iuypesa, JHanK3a Wi xemonepdysus na
noMorHar 3a enumuHupane Ha HCIIBC, siiiiounTenHo AMKIOQEHAK, Thil KATO CTENEHTA HA TAXHOTO
CBBP3BAHE C NPOTEHHUTE € BUCOKA U METADONHU3MBT UM € EKCTCHIUBEH,

Moxe f1a ce 06¢hKAa NPUITOKEHUETO HA AKTHUBEH BbIVIEH [PH IIOrNTbIaHe Ha MOTEHLHANHO TOKCHYHA

CBpPBXA03a, H CTOMALIHO OYUCTBAHC (Hanp. NpeaAU3BHKBAHC Ha INIOBpBLIIAHC, CTOMAILIHA HPOMHBKH) [1pH
NOrasuLIaHE HA NOTCHLUHATHO XKHBOTO3acTpaliasama 103a.

5. PAPMAKOJIOI'HUYHH CBOMCTBA

5.1 PapmMakoOZHHAMHEYIEH CBOHCTBA




dapmakoTepaneBTHYHA rpyna
[1poTHBOBDB3INANHTEHH W IPOTHBOPEBMATHYHH MPOAYKTH, HECTCPOHAHH, MPOUIBOAHH Ha OLIETHATA
kucenuHa u cpoauu Bemectsa (ATC koa: MO1A BOS).

MexanH3ibM HA JEHCTBHE

BonrapeH ¢cuabpxa AUKIO(EHAK HATPHIA, HECTEPOHIHO BELIECTBO C H3Pa3eHW AHTUPEBMATHYHH,
POTHBOBB3NANMUTENIHH, RHAJITETHYHH Y aHTH-MHAPETHYHH CBOHCTBA. 32 OCHOBEH MEXAHH3IBM Ha
OeHCTBHE ce CUNTa HHXMOHUPpAHETO HA NPOCTariaHAMHOBATA CHHTE3a, KOETO € IEMOHCTPHPAHO
ekcnepumeHTanHo. [lpocrarnaHauHUTE UrpasT OCHOBHA poJid B MPOLECHTE Ha Bb3nancHue, 0onka u
[MOBHILABAHE HA TEMIIEpaTypara.

In vitro puxnodeHak HaTpHi He moATHCKAa OMOCHHTE3aTa Ha NPOTEOrJIHKaHK B XpyLIsJia B
KOHLICHTPALIMH{, EKBUBAIECHTHH Ha TE€3H, IOCTUIHATH NPU XOpa.

PapMaKOAHHAMHYHHA €PEKTH

Ipu peMaTHuHU 3a60/1BaHHA MPOTHBOBb3NAIMTEIHMTE B aHANTETHUHH CBOWCTBA Ha JUKNO(EHaK
NpenU3BUKBAT 3HAYMTENHO 0B1eKUeHHe Ha CUMITTOMHTE M NMPU3HALMTE, KaTo 00/ka npu Nnoko#, 6oka
npy JABWKEHHE, CYTpelHa CKOBAHOCT U OTOKA B CTAaBUTE, H BOJAT A0 GYHKUMOHAIHO NoA0oOpeHHe.

[Tpy nOCT-TpaBMATHYHK M MOCTONEPATUBHYU BB3NATHTENHH ChCTOSHUSA JHKNO(PEeHaK Obp30 yenokossa
cnoHTaHHaTta 6onka # 6osKaTa Npy ABHXEHHE M HaMalsBa MOJYBAHETO NPH Bbh3rNaneHue ¥ 0ToKa Ha

paHarTa.

Bonrapen TabneTky ¢ yasmxKeHo ocBoboxKAaBaHe € 0COOEHO NOAXOAALL 32 MALHEHTH, IIPH KOUTO
HeoOxoauMaTa qHesHa no3uposka € 100 mg. EAHOKpaTHUAT OAHEBEH NMPHEM 3HAUUTENIHO YIECHABA
APOABJDKUTEIHOTO JIeUEeHHE U CrIOMara 3a U30ArsaHeTo Ha BE3MOXKHH IPEUIKH NPH JO3HPAHETO.

5.2 PapmMaKOKHHETHYHH CBOHCTRA

AbcopOuusn

Konuuectsoto ocBoboeH U pe3opbupaH auknodeHak ot Bonrapex TabneTku ¢ yaAbIDKEHO
ocB0oOOKAABAHE € CBINOTO, KAKTO MPH CTOMALUHO-YCTOHYHBHTE TabNIETKH, aKO C& ChAM M0
KOJIMYECTBOTO HA HEMPOMEHEHOTO BELIECTBO ¥ HErOBUTE XUAPOKCHIHPAHHA META00/IMTH B ypHUHATa.
CucTemMHaTa SHOHATMYHOCT Ha AHKNOGeHak npy BontapeH croMallHO-YCTOHYHBH, 00a4e € OKOomo
82% OT Ta3M, NOCTUrHATa MPH CHLIATA JO3HMPOBKA HA CTOMALUHO-YCTOHYHBH TabIETKH (BEPOATHO TOBA
ce ILJDKU Ha 3aBUCHUMOCT Ha “first-pass”- eekTa OT CKOPOCTTa Ha OCBODOMKAaBaHE HA aKTHBHOTO

BemecTeo). B pe3yntat Ha no-6aBHOTO 0cBOOOXKAABAHE HA AKTHBHATA CYOCTaHUMA OT BonrapeH
Perapa TabneTku ¢ yabbkeHO ocBoOoKaaBaHe, MHKOBUTE MNa3MEHH KOHLIEHTPALHU €a [10-HUCKH OT
T3, HabMIOAABaHU CIEN MPHJIOKEHHETO Ha CTOMALUHO-YCTOMUMBHUTE TabIETKH.

CpenHaTta MHKOBA riazmeHa KoHueHTpaums ot 0,5 micrograms/ml win 0,4 micrograms/ml (1,6 nnu
1,25 micromol/l) ce mocrura cpeqHo 4 vaca ciiell NPHEMAHETO HA €/1Ha TabAETKA C YABJDKEHO
ocsoboxkaapane ot 100 mg.

XpaHEHeTO He OKa3Ba KIIMHHYHO 3HAYUMO BB3ACHCTBHE BhPXY abcopOLMATA H CHCTEMHATA
6GuonanuuHocT Ha BonTtapen Petapa tabneTky ¢ yapmkeHO 0CBOOOXKIaBaHE.

Ot apyra cTpaHa, cpeHa nasMeHa koHueHTpauus ot 13 ng/ml (40 nmol/l) moxe na dvae oTueTeHa
Ha 24 yac cnen npunoxenuero Ha Bontapen Perapa Tabnerku ¢ yasmkeHo ocsoboxxaasare 100 mg.
ChinecTByBa JIMHEHHA 3aBUCHMOCT MEXAY pe30pOMpaHOTO KOJIHYECTBO M rojleMHHaTa Ha 103aTa.

OKO/0 NMOAOBHHATA OT MEPOPATHO HIIM PEKTATHO NPUETHA AHKIOGEHAK ce MeTabO M3t 0 AR
NbLPBOTO NpeMUHABaHe npe3 YepHua apob (“first pass” effect) u 3arosa miowTa no i

KOHUeHTpalroHHaTa kpuBa (AUC) e okoJ10 ABa MBTH NMO-MaJIKa, B CpABHEHHE C T2
NMapeHTEPANHO IPUJIOKEHUE HA EKBHBAJICHTHA 034,

(DapMaKOKHHETHHHOTO MOBEACHUE HE CE NIPOMEHS CJIE/ MOBTOPHO NPUIOXKEHHE.
KYMyJMpaHe MPH cria3BaHe Ha MpenopbYBaHUTE N030BH HHTEpBaNK. MuHUMaNH




[IpH NPOABIDKHTENIHO NPUIOKeHHE ca okono 22 ng/ml (70 nmol/l) npu neuenue cue 100 mg Bonrapen
Petapi ¢ yABIDKEHO 0CBOOOXKaBaHE JHEBHO.

Paznpenenenme
99.7% oT AMKJI0(dEHAK Ce CBHP3Ba ChC CEPYMHHTE NPOTEHHH, IIaBHO ¢ andymMuHa (99,4%).

VcTaHoBeHUAT 00eM Ha pasnpeaeneHue ce uzuncnasa Ha 0,12-0,17 l/kg.

IuknodeHak NpeMHHABa B CHHOBHANHATA TEHHOCT, KbAETO MAKCHMAIHH KOHLIEHTPALIUH Ce
yCTaHOBABAT 2-4 4aca cJie/l JOCTHraHe Ha MUKOBUTE MIasMEHH HHBA. ENMMUHALIMOHHUAT NOTY>KHBOT
OT CHHOBHAHATA TEYHOCT € 3-6 yaca. /Ipa 4aca cnea JOCTUraHe Ha MUKOBH IL1a3MEHHW HUBA,
KOHLIEHTPALIMATA HA AKTHBHOTO BEILECTBO € BEYE NO-BHCOKA B CHHOBMAITHATA TEYHOCT B CPaBHEHHE C
nasMaTa M 0cTaBa Takasa a0 12 uaca.

Buorpanchopmaunnsa/ MmeTabonHIbM

BuoTpaHchopMaLMATa Ha JHKIOPEHAK Ce M3BBPIIBA YACTHYHO Ype3 MNIIOKYPOHHPaHe Ha HHTAKTHATA
MOMEKYJIA, HO FIABHO 4pe3 €IMHUYHO UAH MHOTOKPATHO XHMAPOKCHIHPAHE WIH METOKCUJIUPAHE, B
PE3VNITAT HA KOETO Ce Moay4anar Hsikonko peHonosu Merabonmra (3 -hydroxy-, 4'-hydroxy-, 5-
hydroxy-, 4°,5-hydroxy-, u 3" -hydroxy-4 -methoxy-diclofenac), moBeueTo OT KOUTO € KOHBEPTHPAT
10 LTIOKYPOHOBH KOHIOraTH. JIBa oT Te3u dreHonoBu meTadbosinTa ca OHONOrHYHO aKTHBHH, HO B
MHOTO MO-MAaJIKa CTerneH OT AUKIOPEHAK.

EauMuHHpaHe

ToTanHug CUCTEMEH KIIMPBHC Ha JUKIo¢eHaK oT nnasMara e 263 + 56 ml/min (cpenHa croitHoCT +
SD). KpaiiHusT nony>kMBoT B IUtasMaTa ¢ 1-2 yaca. Yernpu ot metabonuTure, BKIIOUMTENHO ABaTa
aAKTHBHH, CBHILO UMAT KPATEK IJ1a3MeH NMoTy>kHUBOT oT | 1o 3 waca. Enun ot merabonurure, 3 -
hydroxy-4°-methoxy-diclofenac, imMa MHOro NO-ABABI IIA3MEH NONYKHUBOT. To3u MeTabonuT, obaue,
e MpaKTUHeCKH HeAKTHBEH.

Oxono 60% ot npHeTaTa 4034 Ce U3ThYBa C YPHHATA KaTO MHOKYPOHOBH KOHIOraTH HA HHTAKTHATA
MOJIEKYIA U KaTO MeTaboJIHTH, NOBEYETO OT KOMTO ChHILO C€ NPEBPLILUAT B INIIOKYPOHOBH KOHIOTATH.
[To-Manko ot 1% ce W3nbuBa KATO HEMPOMEHEHO BeluecTBO. JcTaHanata 4acT OT J03ara ce
eTMMHUHUPA Nnof popMara Ha MeTabOJIMTH Upes HUTBYHHSA COK B M3NMPaXKHEHHUATA.

JIaHeliHOCT/HEeTHHEHHOCT
Pe30pOHpaHOTO KOJTHYECTRO € B IMHENHHA 3aBUCMMOCT OT IOJIEMMHATA HA NMPUIOKEHATA 103a.

CnenHajHH FrpynH NanHeHdTH
He ca HabnionaBaHM 3HAUMMY pas3finuus B pe3opbumaTa, MeTabonuiMa Wi U3TbYBaHeTo Ha

MeAHUKaMCHTA B 3aBUCHMOCT OT Bb3pacTTa.

ITpH nauMeHTH, CTPaJaly OT HapylueHHe Ha ObOpeyHaTa pyHKUMA, OT KHHETHKATa Ha eAMHUYHA 1032
HE MOTaT [1a C€ HanpaBaT H3BOJH 32 KyMYJIHpaHe Ha HEMPOMEHEHO aKTHBHO BELIECTBO, NIPH
M3NoJ3BaHe Ha oOHUaliHUTE TepaneBTHYHH cxeMH. [1py KpeaTHHHMHOB KNHPBHC NO-Manbk oT 10
ml/min H3YHCIIEHOTO PABHOBECHO ChCTOSHHUE HA IUIa3MEHHUTE HUBA HA XUAPOKCH-METaboNHTHTE €
OKONO 4 BTH NO-BHCOK OTKONKOTO MpH HOPpManHuTe nauMeHTy. B Te3un cioyuail obaye, MeTabonuTuTe
ce SJIMMHHHPAT Upe3 HKINb4KaTa.

[Tpu natMeHTH ¢ XPOHHYEH XEMAaTHT WIH KOMIICHCHPAHA Y€PHOAPOOHA LIHPO3a KMHETHKATA H
MeTabonn3Ma Ha IUKIodeHak ca ChbLIUTE, KaKTO MpH nauMeHTH 6e3 uepHoApobHO 3abonaBaHe.

5.3 IpeankXIHHHYHHE TAHHH 332 §€300aCHOCT

[Tpe AKTHHHYHUTE AAHHH OT NpOYYBaHHs 32 TOKCHUHOCT C €AMHHYHA H NOBTAPSALL
OT NPOYYBAHHUATA 33 FEHOTOKCUYHOCT, MyTareHHOCT H KapLWHOI€HHOCT € IHKIIO|
PHCK 34 XOpaTa NPHU OTpe/ie/IeHaTa TepaneBTHYHA 1034a.

3a noBeue MHPOPMALIMA BIKTE TOUKA 4.6 DepTUIHTET, OPEMEHHOCT H KbPMEHE.,




6. OPAPMAIIEBTHYHHU JAHHH
6.1 CHHCHK HA NOMOUIHHUTE BEMECTBA

3axapo3a

LleTnnoB ankoxon

[TosuaoH

Marunesues cTeapar

be3BOACH KOMOHAEH CUTMLIMEB JHUOKCHA
Xunpomenosa (E464)

Tank

[Tonucop6bar 80

Tutauues aHokcua (E171)
YepeeH xeneseH okcua (E172)
[Tonuerunenraukon 8000

6.2 HecbBMECTHMOCTH

HenpuioxuMo

6.3 Cpok Ha roanocrt

3 rOAUHHU

6.4 CnenHajiHA YCJIOBRH HA ChbXPAHCHRE

Ila He ce cbpxpaHsBa Han 30°C.

Jla ce cbxpaHABa B OPHITHHAIHATA ONAKOBKaA.

Bonrtapen Perapa Tabnerku ¢ yabkeHo ocBoboxaaBane TpabBa na ce chXpaHABa Ha MECTa,
HEOOCTBITHM 33 ACLA.

6.5 BHA H CBABPKAHHE HA ONAKOBKATA

OnakoBka, cbabpxkaina |0 TabneTku ¢ yaAbDKEHO 0CBODOKIaBaHE.

6.6 CrneuHafnny npeAnasHH MEPKH NPH HIXBBPJSHE

Hsama cnmeniMaiHy U3HCKBAHUA.

7. IIPUTEXATEJI HA PAZPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building
Elm Park, Merrion Road

Dublin 4
Hpnanams

8. HOMEP(A) HA PABPEILIEHHETO 3A YIIOTPEBA

20020740




9. JIATA HA ITbPBO PA3PENIABAHE/MIOJHOBSBAHE HA PA3PEIIEHMETO 3A
YIIOTPEBA

JTaTa Ha mbp80 pa3peuiaBane: 06 anpun 1983 r.
JTaTa Ha nocaeaHo noaHoBsABake: 27 centeMBpH 2007 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA




