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1. HME HA JEKAPCTBEHUS NPOAYKT | 6 A (R2 18 -11- 2074
Jlexanon Kommueke 200 mg/500 mg ¢puamupanu TabneTku |
Lekadol Complex 200 mg/500 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika dunMupana tabnetka ceabpxka 200 mg ubynpoden (ibuprofen) u 500 mg napawneTaMo
(paracetamol).

3a MbJIHUS CIIMCHK HA MOMOIIHUTE BeleCTBAa BHXKTE ToUKa 6.1.

3 JEKAPCTBEHA ®OPMA

dunmupana tabieTka
Benu 10 nouTH Gelu, MpoABIroBaTH, Guamupanu TabieTky, ¢ pasmepd 19,7 mm x 9,2 mm.

4. KIUMHUYHHA JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

3a BpeMeHHO o0JieKuaBaHe Ha JieKa 10 yMepeHa 0oJika, CBbp3aHa ¢ MHIpeHa, rinaBoboue, 00JKH
B r'bp6a, MEHCTPYalHH 60JIKH, 3500001, peBMaTUYHH H MYCKYJIHH 00JIKK, CHMIITOMM Ha MpOCTyaa
W TPHII, BB3MAJIEHO I'bPJIO U BUCOKA TeMreparypa. To3u lekapCTBEH NPOAYKT € 0co0eHo
noaxoasin 3a 60JiKa, 3a YHETO OBJIaAiBaHE € HEOOXOAMMa IMO-CUJIHA AHAJITE3HUA OT
CaMOCTOATETHOTO MPHIIOKEeHHEe Ha HOynpodeH WIIK napaueTamol.

Jlekanon Kommniekc e nokasaH npu nuua Haj 18 roavHu.
42 Jlo3mpoBKa H HAYHH HA NPHJIOKEHHE

J103upoOBKa
CaMo 3a KpaTKocpo4Ha yrnorpeoa.

[TauueHTHT TpAOBa Aa Ce KOHCYJITHpA C JIeKap, aKO CAMIITOMMTE NEPCUCTUPAT HIIK CE BJIOLIAT,
MM aKo € HeobxoauMa ynotpebara Ha JieKapcTBEHHUA MPOYKT 3a MoBeYe OT 3 JHH.

HexenaHuTe peaklMy MOraT Jia ce HaMaJIsAT JO MUHUMYM KaTo ce MpHeMa HaH-HHCKaTa
edekTHBHA /1032 3a HaW-KPATKHs NMEepUOJ, HEOOXOMM 3a KOHTPOJIMPAHE Ha CUMIITOMHTE (BXK.
Touka 4.4).

Bw3pacmuu: Jla ce npuema 1o eaHa tabjeTka 10 TpY IMbTH AHEBHO C BOJA. HMHuTepBanbT MEXIY
OTAEJHHUTE NMpUEMH TpAOBa aa ObJe Hal-MaJIKO LIECT Yaca.

AKO C eJHOKpAaTHH J03M OT e/1Ha TabjIeTKa He C€ MOCTHIra KOHTPOJI Hal CHMIIT
MpUeMar Hal-MHOro JBe TaGJeTKH 10 TPH IbTH AHEBHO. MHTEpBAIBT MEXKAY £
TpsiOBa Aa Obae HaH-MaJIKO LIECT Yaca.

MakcuMmasHaTa no3a e wect tabsietku (1200 mg ubynpoden, 3000 mg nap:



Cmapuecka ev3pacm
He ca HeoGXOIMMH CrellHaHi KOPEKLMH Ha fo3aTa (BX. Touka 4.4).

[lanyeHTHTE B CTAPUECKA BB3PACT Ca M3JI0XKEHH Ha MOBHLICH PHCK OT CCPHO3HH MOCIEACTBUSA OT
HeXKEeNTaHH PeaKuuu. AKO e MPELEHEHO, Y€ € HE0OXOIMMO JIEHEHHE C HCIIBC, Haii-HUCKaTa
edpexTHBHA J03a TpAOBa aa ce npunara 3a BB3MOXKHO Hai-xpaThK cpok. [TauueHTsT TPAORA Ja ce
NpocNeAABa PeJOBHO 33 CTOMANIHO-YPEBHO KbPBEHE N0 BPEME Ha JICHEHHETO € HCIIBC.

IHeduampuuna nonyarayus
He ce nmpenopbuBa ynorpebarta npu Aeua 1 IOHOMIIH 110] 18 roguHH.

brOpe4HO yBpeXAAHE
B ciy4aii Ha 656pedHO yBpexaaHe (HHBO Ha ITyMepyJiHa ¢unrpauns 10-50 ml/min), eaHokpaTHaTta

no3a He Tp6Ba aa npepuwasa 500 mg napaueTamon (eHa tabneTka) 4 HHTEPBANBT MEKAY
OTHENHNTE 103U TpAOBa fa GBb/e MOHe HmIecT Yaca. 3a MalHeHTH C TEXKO 6B6peuHO YBpEKIaHe,
BHX Touka 4.3).

YepHoapoOHO YBpEKIAAHE
TIpy NaLMEHTH ¢ HapylleHa YepHoapoOHa dbyHxupmsa wm cuaapoM Ha Gilbert, gozaTa TpAOBa f1a ce

HaMAaJIH MM [a c€ YBEJIMYM HHTEpBaia Mexay npueMure. JlHeBHaTa 1034 HE TpAOBa Ja
HajBHIIaBa 2 g napateTramon (4 TabneTku). 3a NALHEHTH C TEXKO yepHOAPOOHO YBPEKAAHE,
BUXKTE TOUKa 4.3)

JlneBHaTa 032 He TPsA6Ba a peBxuIaBa 2 g napaleTaMoll/ IeH (4 TabneTKH) B CICOHHTE KIIMHUYHH
CIAyYau:

e BB3pacTHH ¢ Terno noa 50 kg

¢ XPOHHYEH AlIKOXOJH3IBM

e JexuaparaLui

e XPOHUYHO HEAOXPAHBAHE

HauuH HA OpHIOKECHUE
3a nepopaiHO NPHIOXKEHHE.

3a na ce HaMalAT 40 MHHHMYM HeXe/TaHUTE PeaKLuH, NaudeHTHTe TpA6Ba 1a MpHeMaT
JTekanon KoMmnexke ¢ XpaHa.

4.3 IIpoTHBONMOKA3IAHHA
To3u nekapcTBEH NMPOAYKT € MPOTHBONOKA3aH!

- MpPH NALHEHTH CHC CBPBXYYBCTBUTENHOCT KbM aKTHBHUTE BEILECTBA WK KbM HAKOE OT
OMOILHMUTE BeLlECTBa, H3GpOEeHH B TOUKa 6.1,

- [pH NalHeHTH ¢ 8HaMHE3a 3a PeaKUHH Ha CBPBXYYBCTBHTEITHOCT (Hanp. OpOHXOCIIa3bM,
aHCHOENEM, aCTMa, PUHHT WJIH YPTHKapus), CBbP3aHH € alCTHNCATULHIOBA KHCETHHA UK
OAPYTH HECTEPOHIHH MPOTHBOBB3NAINTE/IHH CPEACTBA (HCIIBC).

- MPH MALMEHTH C aKTHBHA pelHAHBHpAIllA TENTHHA q3Ba/xeMoparus (Ba HIIH MOBeue
OTIEHH eMK30/a Ha JOKa3aHa yJlepalus HiIH KPEBOH3/IMB) HITH aHaMHE3a 3a TaKuBa.

- [IPH NALHEHTH ¢ aHAMHE3a HIIM ChleCTBYBalla CTOMAIHO-4PCBHA yniepauus/nepgopauus
WK KbpBeHe, BKIounTenHo BbB Bpb3ka ¢ HCIIBC (Bx. To4Ka 4.4),

- MALMEHTH ¢ HAPYLICHUS Ha KPBBOCHCHPBAHETO.

- [pH NALUEHTH C TEXKO YSPHOLPOOHO yBPEKAAHE, TEXKKO OBOpeYHO YBPEKAH
chpacuyHa HepocTaTbyHOCT (knac IV no NYHA) (BXK. Touka 4.4).

i NpH eAHOBpEMeHHa ynoTpeba ¢ ApYry IEKapCTBEHH NPOAYKTH, CHAbPKALIIIIL -
BKIIOUMTENTHO HUKIO-0KcureHasa-2 (COX-2) cneuudpuyHd HHXUONTOPH l’ Bink
aLeTHICATHIAIOBA KHCEIMHA Hal 75 mg AHEBHO — MOBMLIEH PUCK OT HeReKaul >




(BX. To4Kka 4.5).

- [pK eIHOBpEMEHHA ynoTpeba ¢ APYrH JeKAPCTBEHH MPOAYKTH, ChABPKAIIH napaueTamol1 —
NOBMLIEH PUCK OT CEPHO3HH HEXKENaHH PECaKUMH (BK. TOUKa 4.5).

- fpe3s NOCIEAHHA TPHMECTBP OT OPEMEHHOCTTA, MOPAAH PUCK OT NpeXAeBpEMEHHO
3aTBapsAHE Ha AYKTYC apTepHO3yC Ha (eTyca C BB3MOXKHA GenoapoOHa XMNEPTOHHSA (BXK.
TouKa 4.6)

4.4 CrennajJHH NpeIynpexIeHus H NpeAnazHH MEPKH TIpH ynorpeoda

HUoynpodeH

Hexenauure cbOMTHA MOraT Aa ¢€ HaMaJAT A0 MHHHMYM KaTo C€ H3M0J13B4 Hal-HHCKATa
eeKTHBHA 1032 32 HAH-KPaTKHA CPOK, HeO6XOAHM 33 KOHTPO/IMpaHe Ha CHMIITOMHTE (BX. TOYKa
4.2 ¥ uHGOPMALMATA OTHOCHO CTOMALIHO-YPEBHH U CHPACYHO-CBAOBH PHCKOBC 1o-A0JY) M KaTo
NanHeHTHTe MpHEMaT J03aTa ¢ XpaHa (BX. To4Ka 4.2).

Cmapuecka eb3pacm

JIMuara B cTapuecka Bb3PacT ¢a C NMOBHIIEHa YECTOTa Ha HEXE/IAaHUTE PEAKIMH KbM HCIIBC,
0coBeHO CTOMAIIHO-YPEBEH KPbBOU3IUB U nepdopanus, KOUTO MOraT Aa Obaar ¢ daTaneH U3XoH
(Bx. TOouka 4.2).

Heo6X0auMO € NOBUIIEHO BHEMaHHE TPH MalHeHTH ¢ ONnpeacneHy ChCTOAHHA.

Pecnupamopru napyuienHus
[Ipy nauMeHTH, CTPAAAIUN OT WIH C aHAMHE3a 32 GpOHXHAHA aCTMa WJIH aJlepruyHo 3abonsBaHe,
uma cpobmenns, ye HCIIBC npean3suksaT OPOHXOCIA3EM.

Covpoeuro-cb0060, GvrOpeuno u 4eproOpobHo yapexcoane

punoxenuero Ha HCITBC moxe fa NpUYHMHA 10303aBUCHMO NMOHMKCHAE B obpa3zyBaHeTo Ha
MPOCTArJIAHANHH H /14 YCKOPH Pa3BHTHETO Ha 61x6peuno yBpexaane . [lannentute ¢ Hak-BHCOK
PUCK OT TaKaBa peaklMs ca Te3H C HapyLIeHa 6nOpeuHa GyHKIMA, ChPACHHO YBPEXKIaHe,
yepHoapoGHa AuCYHKLHNA, Ha JIeUeHHe C AHYPETHLM H B CTApHECka Bh3pact. [Ipu Te3n NanHeHTH
TpsAGBa na ce npocaenssa 6x6peynara GyHKUHA (Bxk. TOuKa 4.3).

CbpOeyHO-CbO08U U MO3LYHO-CBAOBY ehexmu

Heo6x0aMMO € MOAXOAALIO MPOCeAsBaHe U KOHCYNTHpaHe NPH NALMEHTH ¢ aHaMHE3a 34
XMNEPTOHHSA H/HIIH JIeKa A0 yMepeHa 3acTofiHa ChpAevHa He0CTaThIHOCT, TBH KaTo ca
cbOGIIaBaHH CTYYaH Ha 33/ipbKKa HA TEYHOCTH H OTOK BbB BPB3Ka C TEpanui ¢ HCIIBC.

KayHH4YHWTE NpOy4YBaHHUs NOKA3BaT, Ye ynorpebara Ha ubynpodeH, oco6eHO BbB BHCOKH JI03H
(2400 mg/neH), MOXKe Ja € CBbp3aHa C JIeKO NOBUILIABAHE HA PHCKA OT apTEPHAIIHH TpOMOOTHYHH
cHOKTHA (Hanp. MHGAPKT Ha MHOKapJa HIIH uHcyT). Karo usamno, enuaeMuoJoriiHUTe
poyuBaHus He MI0KA3BaT BPb3Ka MEXAYy MpUEMA Ha uGynpoden B HUCKH n03H (Hamp. <1200
meg/ieH) U NOBHIlIABaHE HA PUCKA OT apTepHAIHH TPOMOOTHYHH CHOHUTHA.

[lagueHTHTE ¢ HEKOHTPOJMpPaHa XHIIEPTOHHA, 3aCTOHHA ChpAcHHa HEROCTATHHHOCT (knac II-111 no
NYHA), ycTaHOBEHa HCXeMHYHa 00JieCT Ha ChPLETO, neprudepHa apTepuaita 601ecT H/HIMN
MOTBIHO-CHA0BO 3a60MaBane TpAOBa na 6baaT NekyBaHd ¢ MOYnpogeH caMo Clell BHHMATE/Ha
npeLeHKa | Aa ce H30ArsaT BACOKHTE NO3H (2400 mg/nen). Tpabsa na ce n3pbpllIBa BHUMATENHA
npelLerKa U MPeaH 3aM0UBaHE Ha ABITOCPOUHO IeYCHHE Ha MALHEHTH C PHCKOBH dakTopH 3a
CHPACYHO-CHAOBH ChOMTHA (HaNp. XHICPTORHUSA, XHIICPIHITHACMH, 3aXapeH nuaber,
TIOTIOHOMYyIIEHe), 0co6eHo ako € HeOOXOANM MPHEM Ha HOoynpodeH BbB BUCOKH 10

mg/eH). X

CmomauiHo-YpesHo KopeeHe, yayepayus u nepopayus
ViMa choGLIeHH s 38 CTOMALIHO-YPEBHO KbpBeHe, ylepalHs U nepdoparks, Ko
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6baaT ¢ batanen u3xox, npu pcHukd HCIIBC no BCAKO BpEME Ha JICHEHHCTO, CbC HIH 6es
npeaynpeadTeIHH CAMITOMH KM NPEMIIHA 8HaAMHe3a 33 CCpHO3HH CTOMAIIHO-4YPEBHH
CHOUTHA.

PHCKBT OT CTOMAIIHO-4YPEBHO KbPBEHE, YIILEpalus Uiy nepdopanns ce MOBUILABA C
yBenuuasane Ha nosata Ha HCIIBC, npu mauxeHTH ¢ aHaMHE3a 3a A3Ba, ocobeHO TpH
YCNOXKHEHMS ¢ XeMoparus uiu nepgopauus (BXx. To4ka 4.3) ¥ npu nalKUeHTH B CTApUeCKa
Bb3pacT. Te3u mauHeHTH TpAOBA a2 3aM0YHAT JIEYCHHE C Hall-HHCKaTa Bb3MOXKHa J034.
KomGuHHpaHa Tepanus ¢ NPOTEeKTHBHH CPEACTBA (Hamp. MH30MPOCTON WM HHXHOHTOPH Ha
[IPOTOHHATA noMna) TpsAGBa fa ce OGMHKCITH NPH TE3M NAUMEHTH, a CHIIO H IPH MAlHCHTH,
Hy)X/JaelllH Ce OT eJHOBPEMEHEH NPUeM Ha HUCKM /103U alETHICATHIHIOBRA KHCCTHHA, WM JpYrY
JIeKapCTBEHM MPOAYKTH, TIOBULIABAIIH PHCKA OT CTOMAIIHO-YPCBHHU cpOUTHA (BXK. N0-10J1Y H

Touka 4.3).

[lauHeHTH c aHAMHE3a 3a CTOMALIHO-YPEBHA TOKCHYHOCT, OCOOEHO B CTap4eCKa Bb3pacT, TpaOBa
na chobillaBaT BCHUKH HeoOuualBy a0JOMHHAIHH CHMIITOMH (ocobeHo cTOMALLHO-UPEBHO
KkbpBeHe), 0co6eHO B HaYaJIOTO HA JIEYCHHETO.

Heo6x0I4MO € BHUMAaHUE NIPY MAllHEHTH, NPHEMALLH eTHOBPEMEHHO JICKAPCTBA, KOUTO MOrat Aa
MOBHILAT PHCKA OT CTOMAILIHO-YPEBHA YILepauus Ik KbpBEHE, KaTO NIEpOpajitu
KOPTHKOCTEPOKIH, aHTHKOAryJiaHTH, KaTo pap(apyH, CENEKTHBHH HHXHOMTOPH Ha 0OpPaTHOTO
1aXpallaHe Ha CEPOTOHHHA MM AHTHTPOMOOTHYHH CPE/ICTBA, KAaTO ALETH/ICANTHIIHIIOBA KHCETHHA
(BX. TOuKa 4.5).

[pu nosABaTa Ha CTOMAIIHO-UPEBHO KbPBEHE WIIH YUEpaLua MpH MAUHCHTH, MpHEMallii
nbynpodeH-ChbAbPKALLH JIEKAPCTBEHH NMPOAYKTH, JICHCHHETO TpsabBa Ja ¢€ NPEeKpaTH.

HCIIBC Tpsabsa na ce mpeanKcBaT ¢ MOBHIIEHO BHHMAHHE HA MalHCHTH C aHaMHe3a 3a
CTOMALIHO-YpEeBHO 3a60aBaHe (YILEPO3eH KOMHT, OONECT Ha Kpon), TbH KaTo T€3H CHCTOAHHA
MOraT aa ce 060cTpAT (BX. To4ka 4.8).

CJIE u cmecena cbeOuHumeaHo-myvKanHa boiecm
[Ipy nauMeHTH ChC CHCTEMEH JIYNYC EPUTEMATONEC (CJIE) u cMeceHa CheJHHUTE/IHO-TbKaHHA
60/IeCT MOXKE [a HMa NOBUILEH PUCK OT aceNTHYCH MEHHHTHUT (BX. TOYKA 4.8).

Texncku KOXCHU PeaKyuu

MHOro pafko ce cso01aBa 3a TeXXKH KOXXHH peaKuMH, HAKOH C daranen u3xol, B TOBa YHCIIO
exconaTUBEH ACPMATHT, CHHIPOM Ha CTupbHC-IPKOHCHH M TOKCUYHA eNUACPMAITHA HEKPOJIH3a NpH
ynorpebara Ha HCIIBC (Bx. Touka 4.8). [TauneHTHTe Ca U3JI0KEHH Ha II0-BHCOK PUCK OT TC3H
peakiMK B HAYAIOTO Ha JICUCHHETO, NI0ABATA HA PCaKLMATA B MIOBEYETO CITyHaH Ce HaOmoaapa B
[TBPBHS Mecell OT TepanuaTa. JIOKIaABaHH ca CITy4aH Ha OCTpa, FeHepan3npaHa, ex3aHTeMaTo3Ha
nyctynosa (AGEP), cBpp3asHHE ¢ ynorpebaTa Ha ubynpodeH ChbABPKALIH JIEKAPCTBEHH NPOXYKTH.
Vrnorpebara Ha TO34 JIEKAPCTBEH MPOAYKT TpAOBa J1a c& NPEYCTaHOBH OLIE NPH ITHpBaTa 0A8a Ha
[IPH3HALM U CHMITOMH Ha T€KKH KOXKHH PEaKLIMH, KaTo KOXKEH o0OpMB, IE3NH Ha JINTABHULIATA KU
HAKAKBE JPYT CHMIITOM Ha CBPBXYYBCTBHTEHOCT.

Hapywen gpepmunumem npu sicenu

Bax. Touka 4.6.

MackupaHe Ha CUMITOMMTE Ha MOUIEXALHTE HHPEKIHH
UbynpodeH Moxe 1a MaCKHpa CHMITTOMHTE Ha uHMEKIHA, KOETO MOXe J1a 10BeAe A0 3abaBsHe Ha
1aMOYBAHE HA MOIXOAAILO JeUSHHME U M0 TO3H HAUMH /1a BIOLIH H3X0Aa oT HHpekuuaTa. ToppsE
HabIoaBa py GaKTepHATHA MHEBMOHHS, NpHao6uTa B 0GLUECTBOTO, KAKTO H [IpH bakTe 4
ycJioxkHeHHs Ha BapuLiena. Korato mOynpodeH ce npunara 3a JIeUeHHe Ha NOBHILICHA TOK
WIH 3a oBeKuaBaHe Ha 6oJKaTa BbB BPb3Ka ¢ MHpeKLMSA, ce Npenopbysa HabnoaeHne
uHbekuuaTa. [TpH H3BBHOOTHHYHH YCIIOBHA NAIMCHTHT TpAOBa a ce KOHCYITHPA C Jiek
CHMIITOMHTE NIEPCUCTHPAT WIH C€ BJIOLLIABAT.




ITapaneramon
Heobxoaumo e nopuwmeno BHHMAHHC, aKO NapaLeTamolt Ce Npeanucea NPy NalMeHTH ¢:

- OBn0pedHo yBpexnane

- YepHOAPOOHO yBpexaaHe

- cuHapoM Ha Gilbert

- OCTBbp XE€NaTuT

- TMOK030-0-docdar nexuaporenaszen JeduuuT

- 310ynotpeba ¢ akoX0/1/XPOHHYEH ATKOXOMMILM

- XPOHHYHO HENOXpaHBAHE, HHCHK MHIEKC HA TENIeCHa Maca, AHOPEKCH#

- ReXMapaTtauus

- CAHOBPEMEHHO NPUITOKEHHE HA NEKAPCTBEHH NMPOXYKTH, KOHTO 3aCAIaT YepHOApoOHaTa

yHKUMA (Bk TOuKa 4.5)

KAKTO U NpH TE3U, KOUTO M3NOJ3BAT MAKCHMAJTHATA JHEBHA 1034 napaneramon. [Ipenoprusa ce
CTPHKTHO NpOCNeiaBaHe, BKIIOYHTENHO H3MEpPBaHe Ha 5-OKCONPOJIMH B YPHUHATA.

NpHEeMa ajlKOXOJl.

[TauneHTHTe TPA6Ba Aa GBLOAT NPEAYNIPEICHH [1a HE TPHEMAT €JHOBPEMEHHO U APYTH NPOAYKTH,
ChAbPIKALIH NapaleTamMot, Mopaad PHCK OT TEKKO YPHOOPOOHO yBpeXAaHE B Cilyyaii Ha
npenosupane (BUX To4uka 4.3 u 4.9).

EnxnoxpaTtHo npunarade ua 1apalieTaMoN B 1033, HEKOJIKOKPAaTHO HaBHLIABAWIA MaKCHMaIHATA
AHEBHA 11033, MOXKE CEPHO3HO Ja YBPEaH UepHUSA ApoG. B TakuBa ciyuau HaMa 3aryba Ha
Chb3HaHHe. HesaBucHMoO oT TOBa, B CJy4an Ha nipefo3upaHe TpsaGea na ce MOTBLPCH He3zabaBHa
MCAHLIHHCKA MOMOI IOPH NAlMEHTHT Ja Ce YyBCTBA Iobpe, Tbil KaTo MMa pUCK OT TEXKKO,
3a0aBeHO U HeOGPAaTHMO yBpexaaHe Ha YUCPHHA Apob (BHX TOouka 4.9).

I1pn naumeHTy ¢ W3uepnanu Hupa Ha [TyTaTHOH, yrioTpebara Ha NapaLeTaMos MOXe aa YBEJIHYH
PHCKa OT MeTabOJIHTHA alMN03a (BHX TOYKA 4.9).

4.5  BiaumonelicTBue ¢ apyru MEKAPCTBEHH NPOAYKTH H APYrH OPMH HA B3IAHMONEHCTBHe

To3u JeKkapcTBeH NPOAYKT (KAKTO BCHUKH /ICKAPCTBEHH NPOAYKTH, ChbABpPXKAKN UGynpoden u
HCIIBC) e npotusonokasan B KOMOHHaNu4 c:

- AlCTHNCATHLMIIOBA KHCEIHHA (OCBEH aKO HHCKA 103a alCTHIICATHIIHAOBA Knce
HENPEBHILIABALUA /5 Mg JHEBHO, € NPEaNHCaHa OT JIEKAp, BHX MO-0aY): CAHOATONANIAD
MPHTIOKCHHE Ha MOYNPO(DEH H aLlETHICANHLUMIIOBa KHCEHHA 1O MIPHHIHN B

NPCIIOpBYBa, NOPAAH BE3MOXHO YBE/IHYABAHE HA HEXKETAHHTe pPeaKuuu :;/ § A2

/

. Apyru HCTIBC, skmouuTeNHO CeleKTHBHI HHXHOUTOPH HA LIUKITO-OKCHTE
MOTAT A4 yBEIHYAT PHCKA OT HEXEJIAHH PeakLHH (BX. TOuka 4.3).




To3n KexapcrBed APOAYKT (KAKTO BCHUKH JIEKApCTBECHH NPOAYKTH, ChAbPKAILH NapaLeTamo) e
MPOTHBOIOKA3aH B KOMOHHALMA C ApYrH JIEKAPCTBEHHM NPOAYKTH, ChABPXAIM NapaLeTaMon —
MOBUIICH PUCK OT CEPHO3HU HEXKEJIAHH peaKkUMH (BX. TouKa 4.3).

To3u rexaperBen npoayKT (KAKTO BCHYKH JICKapCTBEHH NMPOAYKTH, ChbAbPXaIlH HOynpodeH u
HCIIBC) tpa6Ba aa ce u3nonssa ¢ MOBHILIEHO BHHMAHUE B KOMOHHaLHA C:

. aHTukoarynanTu: HCIIBC morat na sacunsat edbexture Ha dHTHKOATYJIAHTHTE, KaTO
BapdapHH (BXK. Touka 4.4).
. AHTUXUNIEPTCH3UBHH JieKapcTBa (ACE MHXUOHTOPH M aHrnoTeHsud 11 AHAaTarOHKCTH) K

adypetunn: HCIIBC morar na noumkar edexture Ha Te3u JICKapCTBEHH npoAyKTH. [Ipu
HAKOH MALMEHTH ¢ KOMNpoMeTHpaHa OnOpeuHa pyHkuHs (Hanp. AeXHApaTHPaHK MamHEHTH
HITH NaLHCHTU B CTap4ecka BB3pacT ¢ KOMNpoMeTHpana 6s0peuna GpyHKuuA)
€AHOBpeMeHHaTa ynorpeda Ha ACE uHXMOHTOp MM aHrHOTeH3HH II aHTaroumuer u
CPEACTBA, KOMTO HHXHOUPAT LIMKI0-OKCHIeHA3aTa MOXE Aa AOBEIE N0 AOMBIHATENHO
BJIOlIaBaHe Ha OBOpeunaTa (yHKLUA, B TOBA YUCAO M BB3MOXKHA ocTpa Ob0peyuna
HEAOCTATBYHOCT, KOATO OOMKHOBEHO € o6patuMa. Te3u BlauMoaeiCTBHA TpsaOBa ga Obaar
B3CTH NPENBHA NpH nauueHTH, npueMaiuy HCIIBC eanoBpemenno ¢ ACE UHXUOHTOPH
WM aHruoreHsuH Il anraronucru. Cnenosarenno, koMGHHaLMsTA TpsAOBa aa ce nmpuiara c
MOBMIICHO BHUMAHHE, OCOOCHO NPH JIHLA B cTap4ecka Bh3pacT. [lalmeHTHTe TpsaOBa 1a ca
ANCKBATHO XHAPATHPAHH H TpAOBa 1a ce 06MHCIH MOHHTOPUpaHe Ha Ou6peuHara GpyHkuus
CJICQ 3aM0YBaHe Ha CBHIbTCTBALIA TEPANHA H NEPUOAHYHO ciiel ToBA. J{HypEeTHLIMTE MOTaT
yBCJIHYAT pPHCKa OT HedpoTokcHuHocT Ha HCIIBC.

. AHTHArperaHTH W CCJICKTHBHH HHXHOMTOPH Ha 06paTHOTO 3axBaluaHe Ha CEpPOTOHHUHA
(SSRI): nosumen puck or CTOMAIIIHO-4YpEeBHO KbPBEHE (BX. TOUKa 4.4).
. allCTUJICATHIIHIIOBA KHCENMHA (HUCKA 033, HEMpeBUIaBawa 75 mg JHEBHO):

CKCNICPUMEHTAIHH ARHHH NOKAa3BaT, 4¢ ubynpodeH Moxe KOHKYPEHTHO na MHXUOHpa
e()eKTa Ha HHCKHTE [JO3H alleTHICATMLIMIIOBA KHCEIMHA BbPXY TPOMOOLIUTHATA arperaums,
KOraTo ¢€ NpHeMaT eAHOBPEMEHHO. Brnpexu Ye uMa HecurypHocT npu €KCTPanoJIHPaHETO
Ha TE3U NaHHH OT KJIHHHYHH ClTy4aH, HE MOXE Ja Ce H3KJIKOUH BB3IMOKHOCTTA, Ye
PCAOBHUAT MPOABIDKHTENEH NpHeM Ha HOYNpodeH Moxke Na HaMalM KapIHONPOTEKTHBHHA
e(EKT Ha HUCKH JIO3H aUeTH/ICATHLWIOBA KMceauHa. He ce ouakpa KJIHHHYHO 3HAYUM
eexT NpH HepeRoBHA ynoTpeGa Ha Hoynpogen (BXx. Touxa 5.1).

. CbpAcYHH ruKo3nan: HCIIBC morar na o6octpsar cepaeunara HEeNOCTAaTb4YHOCT, Aa
HaMaliT rioMepyJiHaTa GHITpauKa H Aa NOBUIIAT IUIA3MEHUTEe HUBA HA IrTHKO3UIUTE,
. Xonectupamun: ExnoBpemennara ynorpeGa nHa HOynpodeH H XONeCTHPaMHH MOXKE 1a

HaMaJsu abcopbuuara Ha uGynpoden B CTOMAILHO-YPEBHHUSA TPAaKT. Brnpeku ToBa,
KJIHHUYHATaA 3HAYHMOCT € HesCHA.

. LHKNOCTIOPHH: IOBHILEH PHCK OT HEPPOTOKCHUYHOCT.

. KOPTHKOCTEPOMAHN: YBEJIHYEH PUCK OT CTOMALIHO-YPEBHH A3BH U KbPBEHE (BXK. TOUKa 4.4).

. AHYPETHLIN. NOHHXKEH NHypeTH4YEH edekT. JHypeTHIHTEe MOTaT a NOBKILIAT pPHCKa OT
HedpoTokcuuHocT Ha HCIIBC.

. JUTHH: NOHHXKEHO eIHMUHHPAHE HA JIHTHIL.

. METOTPEKCAT: HaMa/leHa CTeNEH Ha eTMMUHHPaHEe Ha METOTPEKCAT.

. mugenpucton: HCIIBC ne tpabpa na ce u3monsear 10 8-12 nuu CACH MPHIOXKEHUE HA
Mu¢penpucTon, Tl kato HCIIBC Morart aa noHmx&ar edexta Ha MHENPHUCTOH.

. XHHOJIOHOBH aHTHOMOTHIH: NaHHH OT NPOYYBAHHA BBbPXY XXKHBOTHHU couar, ue HCIIBC

MOTaT /1a yBE€NH1aT PUCKA OT KOHBYJICHH, CBBP3aHH ¢ XMHONOHOBHTE aHTHOHOTHLIH.
Ilaunentn, npuemamy HCIIBC U XxuHONOHM MOXKeE [a ca H3MOKEHH HA HOBHIIEH pHC
MosiBa Ha KOHBYJICHH.

. TaKpPOJMMYC: BEPOATHO MOBUIIEH PHCK OT HEPPOTOKCHYHOCT MPH €HOBPEMEH
Ha HCIIBC ¢ Takponumyc.

. SHAOBY/IMH: MIOBMILICH PUCK OT X€MAaTOJOTHYHA TOKCHYHOCT IIPH €JHOBPEMEH
Ha HCIIBC u 3unoByaun. UMa nanuu 3a yBenuuen PHCK OT XeMapTpPO3H H Xe
HIV (+) xemodunnuu, nexysanu eqHOBpEMEHHO Che 3UAOBYAHH U ubynpoden




To3u AexapcTBen NPOAYKT (KaKTO BCHYKH JIEKADCTBEHH NMPOAYKTH, ChbABPXKALIH NapaleTamMmol)
TpsOBa Ja ce U3M03Ba C MOBHUIEHO BHUMAaHUE B KOMOHHALIMA ¢!

. DayKIOKCaUNIHH: He0OX0AUMO € MOBHIIIEHO BHUMaHHe MpU CBIBTCTBALIA yrnorpeba Ha
G IyKIOKCAUH/IMH U NapaleTaMo, Thbi KaTo € JHOBPEMEHHUAT NNPUEM CE€ CBBP3Ba C
MeTabo/IMTHA alHA03a C rojiAMa aHMOHHA Pa3HKa, 0CO0EeHO NPH MalHeHTH ¢ PUCKOBH
dakTopH (BxkK. TOUKa 4.4).

. XnopaM$eHHKO: NOBHIICHA MJIA3MEHA KOHLEHTPALMA Ha XJIopaM(peHHKOo.

. XonecTHpaMHH: cKopocTTa Ha abcopbuus Ha napaneTaMol ce MOHKWXKaBa OT XOJeCTHPAMHH.
CnenoBaTesiHO, XojlecTUpaMHH He TpAOBa /1a ce mpveMa B paMKHTE Ha elHH 4ac, ako €
HeoOXoAUMa MaKCHMAaJIHA aHaJIre3HA.

. MeTtoknonpaMua U foMnepuacH: abcopOuuAaTa Ha MapaneTaMol C€ NIOBUILIAaBa OT
METOKJIONpaMuj v JoMnepuaod. Benpeku ToBa, He € He0oOX0oAMMO Na ce u3bArea
€IHOBpeMEHHATa yrnoTpeba.

. BapdapuH/anTukoaryjJaHTH: aHTUKOAryJaHTHUAT eeKT Ha BapapuH H APYTrd KyMapHHH
MOXK€E Jla Ce 3aCH/IM NpPH peloBHa ynotpeba Ha napaueTaMol ¢ TOBUILEH PUCK OT KbPBEHE,
A03U, IIPUNOCKEHU HHLMACHTHO HE OKa3BaT ChLISCTBEHO BIIMAHHE.

. 3UA0BYAUH: MOBHIICHA YECTOTA HA HEYTPONEHHUA. 3aTOBA, NMapaleTaMo) U 3HJ0BYIHH
TpaOBa Aia ce npuiaraT €eAHOBPEMEHHO CaMO MO JIEKapCKO MpeanucaHue.
. [Tpobeneunn: KoHOralusATa Ha napaueTamosl ¢ rJIKKYPOHOBA KHCEJIHHA ce MHXHOHpa,

KOETO BOJM A0 HaMaliAiBaHe Ha KIMPBbHCA Ha napaunetamon ¢ npubnusutento 50%. [pu
HaLMCHTHTE, KOUTO NPHEMAT EAHOBPEMEHHO npobenenma, Tpadea aa ce MMa NpeaBH
HaMajiABaHe Ha Jo3aTa Ha napaLeTraMol.

. XenmaToTOKCHYHH CYOCTaHUMHM (BHXK TOUYKA 4.4). XenaTOTOKCHYHOCTTA Ha MapaieTaMoll
MOXKe Ja OBA€ YCHJIeHa OT €JHOBPEMEHHOTO NIPHIOKEHHUE HA JICKAPCTBEHH NMPOAYKTH,
KOHTO 3acAraT 4epHHUs Opobd, kato 6apOUTypaTH, TPULUHKINYHH aHTHAENIPECAHTH H
aNnKoXoJI.

4.6 DepTHAATET, OpeMEHHOCT H KbpMEHE
bpeMeHHOCT

Hsama onut ot ynorpebara Ha ubynpoden/napaueramon 200 mg/500mg duwimupann tabneTku npu
XOpa 1o BpeMe Ha OpeMeHHOCT.

Om nanuuuemo Ha ubynpogen:

[ToruckakeTo Ha NPOCTarJIaHIHHOBHA CHHTE3 MOXeE Ja MOBIHsIe HeONaronpuaTHO O6peMEeHHOCTTA
u/unu eMbpuo/¢peranHoro paseutre. [J[aHHH OT €NHIEMHOIIOrHUHH NPOYYBAHMS MMOKA3BAT TOBHLIEH
PHCK OT HEAOM3HOCBAHE M ChPACYHH MaN(popMallHK K FacTPOCXU3KUC ciel ynotpeda Ha HRXHOHTOPH
Ha MpocTarjaHIHHOBHA CHHTE3 B PAHEH eTan Ha OpeMeHHOCTTa. AGCOMIOTHUAT PHCK OT ChPJAEYHH
Masidopmaunn € 6un nosuueH ot nox 1% Ha oxono 1,5 %. Cuura ce, 4ye pUCKBT ce MOBHIIIABA MPH
BUCOKH JO3M H NIPOAB/DKUTETHO JeueHHe. [1pu npoyuBaHUA ¢ dKMBOTHH NPHIOKEHHETO Ha
HHXHOHTOPH Ha NPOCTArIaHAWHOBHSA CHHTE3 BOAH 1O Npe- U NMOCT-UMIUIAaHTALIMOHHA 3aryba u
eMOpHO-QeTaneH neranuter. OCBEH TOBA ce ChoOLIaBa 33 MOBHIIIEHA YECTOTA HA BPOJEHH
MaJpopMaLIHH, BKTIOYHTENHO ChPACYHO-CBAOBH, MPH JKMBOTHH, MPHEMAJIH HHXHOUTOPH Ha
NpOCTAIJIAHAHHOBHSA CHHTE3 I10 BpeMe Ha OpraHOTeHe3aTa.

Or 20-ta cenMHua Ha OpeMEHHOCTTA HAaTaThHK, yroTpedaTra Ha HOynpodeH MoXKe Aa JOBEAE N0
OJIMFOXMAPAMHHOH B Pe3yJITaT OT HapylleHa PyHKUMA Ha Ob0penuTe Ha moaa. Topa MoOXe  Jass
MPOABH CKOPO CIIE] HAYANOTO Ha JICYCHHETO H OOMKHOBEHO € 00paTHMO ciiell mpeKpaTiBayk (g

JIOMbJIHCHUE, HMA CHODIICHHNA 3a CITy4yaH Ha CTECHABAHE HA Ha ductus arteriosus cien J A
BTOPHUSA TPHMECTHP, MTOBEUETO OT KOMTO Ca C€ BB3CTAHOBHIIM CJIe] CITHpaHe Ha .nequH
Ta3u npyHyuHa, HOynpogeH He TpaOBa Ja ce U3MON3Ba IIPe3 IbPBUA H BTOPHUSA TPHMEC
OpeMeHHOCTTa, OCBEH IPU KaTeropu4Ha HeoOXoaUMOCT. AKO HOYNpOdEH ¢e H3MoA3Ba

KOMTO CC OIINTRBAT Oa 336PEM3HEJIT HITH NPC3 ITbPBXUAZ U BTOPHUA TPHMECTDBP Ha SPEMEH



TpabBa ga ObJe MAKCHMAJTHO HUCKA H NPOABIDKUTE/IHOCTTA Ha JICUECHHE Bh3MOXKHO Hal-KpaTka.
ITpeHaTanHOTO NPOCTIeJABaHEe 3a ONIMIOXUAPAMHHOH H CTECHEHHE Ha ductus arteriosus Tpabra aa ce
MMa NpeaBH Cliell eKCNO3HLKMA Ha bynpogeH B NpOIb/DKEHHE Ha HAKONKO JHM OoT 20-Ta
rectallMOHHa ceIMHLa HaTaTbK, UOyTpoden Tpadsa aa Obae cnpsH, ako ¢€ YCTAHOBH HANIMYKE Ha
OJIMTOXHAPAMHHOH HJIM CTECHEHME Ha ductus arleriosus.

[To BpeMe Ha TPETUA TPUMECTHP OT OpEeMEHHOCTTA BCHUKHM HHXUOHTOPH Ha NpOCTarjaaHaHHOBHSA
CHHTE3 MOTaT Ja W3JI0XKAT IJ10/1a HAa PUCK OT:
- KapaHOIYJIMOHATHA TOKCHYHOCT (¢ mpexAeBpeMeHHO CTECHABAaHE/3aTBapsAHe Ha perannus
TYKTYC apTepro3yc U OenoapobHa xunepreHsus);
-  ObpOpeuHa AUCHYHKIHA (BHK [TO-rope);

MaiKkaTa H HOBOPOACHOTO B Kpas Ha OpeMeHHOCTTa OT:
- BB3MOXKHO YIB/DKABAHE HAa BPEMETO HA KbpBEHE, aHTHarperaHTeH eeKT, KOUTO MOXKE Aa ce
HabawgaBa AOpH B MHOTQO HUCKH JO3H.
- TOTHCKaHe Ha MATOYHUTE KOHTPaKLMH U 3a0aBEeHO MIIH YABIDKEHO paKJaHe,

CnenoBarenHo, ubynpogen/mapaueramon 200 mg/500mg punmMupanu TabneTkH € NpoTHBONOKA3aH
npe3 TPeTHA TPUMECTHP Ha OpeMeHHOCTTa (BXK. Touka 4.3).

Om nanunuemo Ha napayemamon

3HauHTeNIeH 00eM NaHHH NpH OPEeMEHHM KEHH He MOKA3BAT HHTO MAIOpPMATHBHA, HHTO
¢deTo/HeoHaTANIHA TOKCHYHOCT. Pe3yaTaTure OT enuaeMHONOTHYHHTE NPOYYBAHKA BBPXY
HEBPOJIOTMYHOTO Pa3BHUTHE Ha J€lla ¢ €KCTO3ULIMA Ha MapaleTaMor in utero He ca ydeIuTenHH. AKO €
HeOoOXOAMMO OT KIMHMYHA IVI€IHA TOUYKA, apaLeTaMosl MOXe fia CE MpHiiara rno BpeMe Ha
OpeMeHHOCT, HO TpAOBA Aa ce U3NON3Ba Hal-HHCKaTa e(eKTHBHA 1034 33 B3MOXKHO HaH-KpaTKo
BpeMe M C BB3MOKHO Hal-HHMCKAaTa 4ecTOTa.

KbpMeHe

H6ynpoden u Heropute MeTaGONMTH MoraT Aa NPpEMHHAT B MHOro Majiku konuyectsa (0,0008%
OT MalfuMHaTa 03a) B KbpMaTa. T'bif KaTO 3a Cera He ca W3BECTHHU YBpEXAallH epEeKTH BbPXY
KbpMadeTaTa, NpeKbCBaHe Ha KbpMeHETO OOMKHOBEHO He € HeoOX0AMMO M0 BpeMe Ha
KpaTKOCPO4YHO NedeHne ¢ ubynpodeH ¢ npenopbYUTEIHATA 1034,

Cnen nepopajiHo NMpWIOKEHHE, NApPaLIETaMOJI C€ EKCKpeTHpa B KbpMaTa B KJIMHUYHO HE3HAYMTEIHO
konuuecTBo. Cniopen MyO/IMKYBAHUTE Na@HHHM, KbPMEHETO He e MPOTUBOIIOKa3aHo, Cael0BaTe/THO,
napaneTaMoll MOXKe Jia C€ M3II0/I3Ba CHIVIACHO NPENOPBKUTE MO0 BPEME HA KEPMEHE,

DepTUANTET

YnoTtpebara Ha PoAYKTa MOXeE [1a HApYIH XKEHCKHA (PEPTWIMTET H HE CE NPETOPHUBA [TPH XKEHH,
KOMTO ONUTBAT Ja 3a4eHaT. [TpH xKeHH, KONTO KMAT TPYAHOCTH ChC 3abpeMeHABAHETO WITH IIPEMHHABAT
3CJIeABaHH 3a Oe3rnoane, TpabBa aa ce oOMHCIU NpeKpaTsBaHe ynorpedara Ha IEKapCTBEHUA

POIYKT.

4.7 EdexrTn Bbpxy cnocobHocTTa 32 WodpupaHe H padoTa ¢ MALIHHH

Jlexaaon KoMIUIEKC HE BIIHAC WM HMA CaMO HE3HAYHTEIIHO BIIMAHHUE BLPXY CIIOCOOHOCTTA 33
modupaHe H pabora ¢ MallMHU. BB3MOXXHH Ca HEXEIaHH PEaKLMH, KaTo 3aMadsHOCT, ChHIHBOCT,
yMOpa K 3pHTeIHHU HapylweHus, cael npueM Ha HCIIBC. IlaunenTiHTe, KOUTO HMAT TaKHBa
peakiiiH, He TpadBa Aa wodupaT UM paboTAT C MaLLHHH.

4.8 HexelaHH JeKAPCTBEHH PeakKIiHH

B k1uHMUHETE npoyuBaHHuA ¢ ubynpoden/napaueramon He ca HabnoaaBaHu aApy
peakiliH, pa3/iH4HHA OT TE3M [IPH CAaMOCTOATENIEH NpueM Ha HOoynpodex WM napa



TabnuyeH COMCHK HA HEXEITAHUTE peaklMU
B Tabnunara no-nony ca R30pOCHM HeXEaHUTE peakllUy OT JaHHHUTE OT NPOCNeAABAHETO Ha

JieKapcTBeHaTa 0e30nacHoCT, ChoOLaBaHU NPH MAUECHTH, IPHEMAIM CaMOCTOATENHO HOynpodeH
HJIM MapaleTaMo NpU KPaTKOCPOYHa H ABJIrOCpovHa ynorpeba.

Hexenanute peakuuu ca 1azieHu no-aoy, B TaOMMUYEH BHA CIIOpe CHCTEMO-OpraiHa
Knacudukauusa 4 Yyectora. YecroraTa ce onpeaeas KakTo cieapa: MHOro dectd (>1/10), dectn
(=>1/100 no <1/10), Hewectu (=1/1000 no <1/100), peaku (=1/10 000 xo <1/1000), mHOrO peakH
(<1/10 000) u c Hen3BecTHA YecTOTa (OT HANMUYHHUTE NJAHHH HE MOXe Aa ObAe HanpaBeHa OLIeHKa).
ITpu BCAKO rpynHpaHe B 3aBUCHMOCT OT YE€CTOTATA HEXKENAHHUTE PEaKIHH ce H3OpoABaT B
HHU3XOAL pell O OTHOWEHKE HA TAXHATA CEPHO3HOCT.

ICHcTeMOo-Opragen Kaac

YecTOoTA

HexeJ1aHA peaAKUIHA

HapyuieHud Ha KpBBTA H
lmMM@HaTa cucTeMa

MHOro peaKku

XeMaTonoeTHYHH HapylueHHs!

HapyuieHHa Ha UMyHHaTa
cHCTeMa

HeuecTH

PeaK.LIHH Ha CBPBXYYBCTBHMTCIHOCT C YPTUKAPHA U
mpypHTyC?.

MHoro peaku

[Texxu peakLuy Ha CBPBbXYYBCTBUTEITHOCT.
CMMNOTOMHTE MOraT Aa BKJIKOYBAT: OTOK Ha
ITMLIETO, €3UKA M JIAPHHKCA, JUCITHEA, TAXMKAP/IHA,
XMNOTOHHA (aHaPHUIAKCHA, AHMMOEAEM HIH TEXBK
IOK) 2.

[IcuxuuHH HapyYUICHHA

MHoOro penku

00BpKaHoCT, Aenpecud, XaTIOHUHAIHH

HapylueHns Ha HepBHaTa
cHCTeMa

Heuect

I'naBoboaue, 3aMassHOCT

MHOro peaxku

AcenTHYeH MEHHHTHT >, mapecTes3us, OnTHUeH
HEBPHT, COMHOJIEHTHOCT.

H&Ey HNCHHUA Ha OYHUTC

MHuoro peaku

BPHTENHO HAPYIUCHHE

HapyieHns Ha yXoTo H
nmabupuHTa

MHOro peaku

THHHUTYC, BEPTHTO

ICbpaAeYHH HAPYLUEHUS

MHoro peakH

bpJIeYHa HeJOCTATBYHOCT, OTOK *

ICb0BH HapyliIeHHS

Muoro peak

Xuneprouns *

PecnupaTOpHHU, CPBAHH U
MeIUaCTHHAIHU HapylleHUs

MHOTro peakH

PeakTHBHOCT HA JUXATETHATA CUCTEMA,
BKJTIOYMTENIHO: aCTMA, H3OCTPAHE Ha aCTMa,
GpoHXOoCna3sM, AUCHHES 2,

(CTOMAILHO-YPEBHHN HAPYILICHHA

HecTH opeMHa OonKa, NoBpbLIaHe, AMapus, JUCTIETICHS,
afieHe, KopeMeH auckoMdopt
Heuectu CIITHYHA A3Ba, CTOMALIHO-YpeBHa nepdoparus,

TOMAIIIHO-YPEBEH KPBBOHATUB, MEJICHA,

eMaresa °, yiuepo3eH CTOMaTUT, 060CTpsAHE Ha

Jepo3eH xonut, 6onect Ha Kpon 7, ractpur,
MaHKpeaTWT, GnaTyneH1|Ms, KOHCTHIIALIMAL.

XenaToOMIHapHHU HapyIlIeHHs

MHOro peaxu

HapyueHa yeproapobra pyHKLHA, XENATHT,
PK'BJITEHHLA °. '

HapyimieHua Ha KOxKarta | HecTH Xunepxuaposa
MOJKOXHATa ThKaH
HeuecTH lOﬁpHBH OT Pa3THYEH THM 2 ‘
HOro peakn __ [Texxu GOpPMH Ha KOXKHH peakyii




by/03HM peaknHH, BKIIOYHTETHO CHHAPOM Ha
Stevens-Johnson, epurema MyaTHgopMme,
TOKCHYHA €NHAepMaHa HEKpOoJH3a 2,
lekconuaTHBHY REepPMaTOo3H, Mypiypa

\C Hen3BeCTHa
YeCcTOTA

ilexapcmena pPeakuus ¢ €O3HHODUNHA U
nereMun cumnTomMu (DRESS cunapom), octpa
reHepalM3NpaHa €K3aHTEMAaTO3Ha NyCTyJ03a
AGEP), peakuuu Ha $pOTOUYBCTBHTENHOCT

HapywmeHus Ha 650peLnTe H MHOIo peakH

IMMHKOYHHATE II'bTHIIA

HedpotoxcuuHocr B pasnuuun dpopmu,
BKIHOYHTETHO HHTEPCTHUHANIEH HEPHT,
He()POTHYEH CHHIPOM, OCTPa H XPOHHUYHA
01OpeuHa HelocTaTEHHOCT °.,

O61wiu Hapymenus u edekts Ha |[MHoro peaxu
ACTOTO Ha MPHJIOKEHHE

YMOpa, Hepa3moJoKeHHe

Hscrnenpanus YecTH

[ToBnwena ananun amuHOTpanchepasa,
NMOBHLICHA raMa-riayTaMsaiaTpaHcdepasa,
TKJIOHCHUS B U3CJIe/IBAHUA Ha YyepHOoapobHaTa
YHKUHA ciaen ynotpeda Ha napaiieTaMon

OBHILICH KPEATHHHH B KPHBTA, MOBHLLIEHA ypesy
KpBBTa

HeuecTn

OBMILIEHA acnapTaT aMHHOTpaHcdepasa,

OBHUIEH2 ankaiHa ¢ocdarasa B KpbBTa,

OBMILEHA KpeaTHH ¢ocoKHHa3a B KPBBTa,

OHHXXEH XeMOrnobHH, MOBHIIEHH
OMOOUMTH.

Onucanue Ha H3OPaHH HEXETHH peaKIHy

' [IpuMepHTe BKNIOYBAT arpaHyJIoLHTO3a, aHEMHA, ar1aCTHYHA AHEMUS, XEMOJIUTHYHA aHEeMHA,
JICBKONCHHA, HCYTPONICHHA, MAHUHTONCHHA H TpoMGoLMTONeHNUs. [THpBHTE NMPU3HALK Ca BUCOKa
TEMMNIEpaTypa, GOJKH B IbpIIOTO, IOBBPXHOCTHH A3BH M0 YCTATa, FPUITONIOAO0OHU CHMITTOMHM, CHJTHA
OTNAAHANIOCT, HEOOACHUMO KHPBEHE M CHHHHH, H KbpBEHE OT HOCA.

JToxnagBaHH ca peaklMy Ha CBPBX'YBCTBHTETHOCT. Te Moxe Ja ca (a) HecieUH(HYHH anlepriyHu
peakUMH M aHadHaKcHs, (6) NOBUILIEHA PEAKTHBHOCT Ha NUXATe/THATA CHCTEMA, Halp. aCTMa,
BJIOILABAHE HA 4CTMA, OPOHXOCTA3bM WIIM JUCTIHEA, WM (B) Pa3TM4HH KOXHH peakuHH, Hanp.
PYPHTYC, YPTHKAPHA, aHTHOCLEM M NO-PAIKO SKCPONMATHBHH U GYIO3HH AEPMATO3H (BKTHOMHTEITHO
TOKCH'IHA eNHICpMaHa HEKPOM3a, CHHAPOM Ha CTHBBH-/DKOHCHH M epHTeMa Myatudopme).

* [TaTOreHETHYHHAT MEXaHH3bM Ha JICKapCTBO-HHAYLIMPAHUS acenTHYeH MEHUHTHT HE € HAITHIHO
H3ACHCH. BLIpekH T0Ba, HanuaHUTe AaHHH oT HCTIBC-cBBp3anu acemTHYHE MEHHHIHTH Haco4Ba KbM
PeaKkuMs Ha CBPBXYYBCTBUTETHOCT (MIOPAJH BPEMEHHO B3aMMOIEHCTBHE C TPHEMA Ha JIEKAPCTBOTO H
M3UCIBAHETO MM cJIe] criMpaHeTo My). Tpabea na ce orbenexw, ye ca HaGMIOAABAHU € TMHHYHM CIyyau
Ha aCcCITHICH MCHUHTHT NPH NALHEHTH ChC CBLUIECTBYBAWH ABTOMMYHHM HapyIleHHs (KaTO CHCTEMEH
TyHmyC CPUTEMATO3YC H CMECEHA ChEMHUTENHO-ThKaHHA 60JIECT) 110 BpeMe Ha NeYeHMUE C nOynpodeH,
UBbC CHMIITOMM KaTo: CXBAHAT BPAT, r1aBobo/IHe, rafeHe, NoBPhLUIAHE, TPECKA HITH A€30pHeHTALUA (BXK.

TOUKa 4.4).

* KNIMHHYHH NPOYYBAHHMS MMOKA3BAT, de ynorpebara Ha HOynpogeH, 0cofeHO BBB BUCOKH NO3H (2400
mg/neH) MOXe J1a € CBLP3aHa ¢ JIeKO MTOBHIIABAHE Ha PHCKa OT apTepHaIHH TPOMOOTHUHH CHOHTHS
(Hanpumep HHApKT Ha MHOKAPAA WIM MHCYIT) (BX. TOUKA 4.4).

> Haif-uecto HabmonaBpaHUTe HexenaHH ChOMTHA ca ¢ racTpO-HHTECTHHAIEH MPOU3XOL.
° [onaxora ¢aTaiHy, 0cobeHO B CTapuecka Bb3pPacT.

" Bux Touka 4.4




BrmouBa ¢bII0 HEKPO3a Ha NANMIMTE,

CrpoflnaBaHe Ha NMNOJO3KPAHM HEKETaHU peaKLHH

Cro0O1aBaHeTo Ha NMOAO3UpaHH HEXENAHU peaKlMH Clies pa3pelaBaHe 3a ynorpeda Ha ieKapcTBeHHS
MPOAYKT € BaXXHO. TOBa NO3BOJIARA 1a MPOAB/DKH HAOMIOAEHHETO Ha ChOTHOIHEHUETO TOJI3a/PHCK 3a
JIeKapCTBEHMA NMPOOYKT. OT MEAULIMHCKUTE CIIELMANTUCTH C€ H3HCKBA Jia ChoO1aBaT BCAKA MOJ03HPaHa

He)keNlaHa peaKUHA Ype3 Hal[HOHAIHA CUCTeMA 3a ¢boOIlaBaHe B U3nbIHHTETHA areHLMA 110
nexapcrsarta yi. ,.,JlamaH ['pyes” Ne 8, 1303 Codus, Ten.: +35 928903417, yebeaitT: www.bda.bg.

4.9 IlIpeaozupane

N6ynpodeH
[Ipu nena npuemsT Ha noBeue oT 400 mg/kg ubynpoden Moxe Ja qoBeae OO0 BE3HHKBAHE Ha
cuMmirromi. [Ipn BB3pacTHH edekThT 103a-OTrOBOp € Mo-cy1ado U3paseH.

HomykuBOTHET NMpH npeno3upane € 1,5-3 yaca.

Cumnmomu

[loBeyeTo nauueHTH, MpUeny KIHHUYHO 3HauyuMM konunuecTBa HCIIBC, pasBuBaT Haili-Beue rapeue,
MOBpBIIAHE, endracTpanHa 6onka unm no-psaako adapus. lllym B yuinre, raaBobosnde U CTOMAaWHO-
YpeBHO KbpPBEHE ChIIO ca BE3MOXHM. IIpH no-cepruosHu oTpaBaHHA ce HabnioJaBa TOKCHYHOCT OT
CTpaHa Ha LIEeHTpaJlHa HEpBHA CUCTEMa, H3pa3ABalla ce B CbHIMBOCT, IOHAKOra Bp30yaa u
Je3opHeHTalHA WK KoMa. [IoHAKkora nayueHTHTe Noayyasart repuose. Ilpu cepHo3HU OTpaBaHHA
MOXeE Ja HaCTbNH MeTabosIMTHA aUMAO3a M yOBDKaBaHe Ha mpoTpoMOuHOBO Bpeme / INR, cepp3aHo
BEPOATHO C HaMeca BLB QYHKLMMTE Ha LMPKyAupamuTe (pakTOpH Ha KPbBOCHCHPBaHETO. Moxe na ce
Habmonasa ocrpa 0b0peyHa HeAOCTATHYHOCT H YEPHOAPOOHO YBpeKIaHe, ako ¢a MPHAPYKEHH OT
aexunaparaiida. BeaMoxkHo € 060ocTpaHe Ha acTMATa MPH aCTMATHLIK.

Hevenue

Jleuenuero TpabBa ga 6be CUMIITOMATHYHO M MOJIBPIKALILO, KATO CJIE/IBA JIa BKJIIOYMBA [TOAAbPAKAHE
MPOXOAHMOCTTA HA AMXATEITHUTE MBTHLIA U NIPOC/ICASBaHEe HA ChPACYHHTE H XKM3HEHHTE NTOKA3ATEH
no crabunuszupade Ha naupeHTa. Jlo 1 yac cie npHeM Ha NMOTEHIMANHO TOKCHYHATA 1034, Ha
nalKeHTa MOXe Ja ce MPUIOKHU NEPOPATHO aKTHBEH BbIUICH. UeCcTHTe WM NPOAB/DKHTEIHH
KOHBYJICHH TpAOBa Aa C€ TPETHPAT C JHa3€NaM WIH Jiopa3enaM 3a HHTPaBeHO3HO NpuwioxkeHHe. [Ipu
acTMa TpsaOBa 1a ce rpuiarat OpOHXOAUIIATATOPH.

IMapaueramon

YepuoapoOHO yBpexaaHe Npy Bb3PacTHHU € Bb3IMOXKHO npu npueM Ha 10 g (exBuBaneHTHO HA 20
TabneTku) wik noseue napaieramos. [lormbiianero Ha 5 g (exBuBanieHTHO Ha 10 TabneTku) win
MOBEYE MapaLeTaMOJl MOXE Ja JOBeJE A0 YePHOAPOOHO YBPEKAAHE, aKO MPH MAlMEHTA ChIIECTBYBA
€OHH WIH MOBEYE OT PUCKOBHUTE (PaKTOpH Mo-A0Iy:

a) MMALUHEHTET € Ha NMPOABb/DKHTENHA Tepanus ¢ kapbamazenuH, peHobapOuToH, deHuTomH,
NPUMHIOCH, PUPAMIHULIMH, XK BT KAHTAPHOH WIH APYTH JEKAPCTBEHH NPOIYKTH, KOMTO
MHIYLUUPAT YEPHOAPOOHHTE €HIUMH.

0) NalHEeHThT PEIOBHO KOHCYMHpA alKOXOJ, [IOBEYE OT MPENOPBLHMTENHHTE KOJIHYECTBA.

B) Mal{HEHTHT BEPOATHO HMA H3YCPIIBAHE HA MTYTATHOH, HATP. XPAHHTEJIHH pa3CTPOHCTRA,
xucTH4Ha Gubpo3a, XUB undekiya, HeJoXpaHBaHe, KAXCKCHSA.

Cumnmomu
CHUMITTOMMTE Ha Npeao3HpaHe C napaneTaMol B TbpBUTE 24 yaca BIUTIOYBAT NMpedeHsIBape 7]
NOBPEIIAHE, AHOPEKCHA H KopeMHa Donka. YepHoapoOHO yBpexxaaHe MOxe na ce Hab n/ :

no 48 yaca ciea npMeMa, Korato ce HabnoaasaT OTIVIOHEHHA B PE3YJATATHTE OT H3CJI / BY

yepHoapoOHaTa QyHkuus. Moxke fa ce NOABAT aHOMANHH B MeTab0oIH3Ma Ha NIIOKOFY
meTabonuTHa auuao3a. [Ipu Texko oTpapsHe HepHOAPOOHATa HEAOCTATHYHOCT MO




eHuedanonaTys, KPHBOHU3IMB, XHIIOTIMKEMHUA, MO3BbUEH OTOK M cMBPT. IIpn Oonka B KpheTa,
XeMaTypus H NPOTEHHYpHA ce npeanonara Octpa 61x6peyHa HEAOCTATEYHOCT ¢ OCTpa TyOyHa
HEKpPO3a, KOHTO MOTaT /Ia € Pa3BUAT AOPH U NMPH OTCHCTBHE Ha TEXKKO YepHOAPOOHO yBpexnane. MMa
CHOOLIEHHS 32 ADKTMHH H NAHKPEATHT.

Jleuenue

He3a6aBHOTO JIeYeHHE € OT ChIUECTBEHO 3HAUEHUE MPH NIPEAO3UpaHe ¢ napaueramo. Jopu u npy
OTCHCTBHE Ha TEXKKO M3BEHH PAHHH CHMITTOMH, MALIMEHTHTE TPAOBa CTIEIIHO Aa OBbAaT IPHETH B
6oJHMLIA 3a OKa3BaHe Ha He3abasHa nomoln. CHMITOMUTE Morar Ja Ob1aT OrpaHUYEHH 10 TaACHE HIH
MOBPBINAHE U € Bb3MOKHO Ja HE OTPa3ABaT TEKECTTa HA MPe03UPAHETO WM PHCKa OT opraHHa
yepena. Jleuenuero TpabBa na 661¢ B CbOTBETCTBHE ¢ YCTAHOBCHHUTE TEPAMEBTHUHH MPENOPHKH.

TpsabBa na ce HMa MPEIBKHA JEUEHHE C AKTHBEH BBIVICH, aKO NPEJO3IHPAHETO € HACTHLIMIO B pAMKHTE
Ha 1 uac. [InasmeHata KOHIIEHTpalLlHA Ha nmapaleramon Tpabsa aa 6bae uaMepeHa 4 yaca WIH NO-KbCHO
ciiel rnorabilaHe (M3MepBaHeTO Ha KOHIEHTPALUMUTE Ha MO-paHeH eTall He J1aBa HaiekK/Ha

MHpopManua).

Jleuenue ¢ N-alIeTWILHMCTEHH MOXe JIa Ce MPHIOKH 10 24 yaca ciiell IpUeM Ha MapaneTamor, Ho
MaKCUMAaJIEH NMPOTeKTHReH edekT ce Habnoaasa no 8 yaca ciaexa normneinadeTo. EQekTHBHOCTTA Ha
AHTHAOTA HAMAIABA PA3KO CJie]l TO3H NEPUOA.

[Tpy HeoOGXOAHMOCT HA NMaLMeHTa TPAOBA Aa ce NPHIMKH HHTPaBeHO3HO N-aUeTHILHCTEHH, B
CHOTBETCTBHE C YCTAHOBEHATA CXeMa Ha NpWwiokeHHe. 11pH nunca Ha MoBpblIaHe, NEPOPATHO
PHIOXKEH METHOHHH MOXe Ja 6bae noAXoAdila alTepHaTHBA B U3BBLHOONTHHYHY CHTYALHH.

JleueHHETO Ha MALMEHTH ¢ TEXKKO HapyllueHue Ha yepHoApoOHaTa QyHKums 24 1aca cneq
MOTThILAHETO TPAOBa Ja c€ NPOBEXKAA B CHOTBETCTBHE ¢ TEPANCBTHYHHTE NMPENOPHKH.
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dapMaxoTepaneBTHYHA IPyNa;: NPOTHBOBB3MAIUTENHH U AHTHPEBMATHUHH NIPOXYKTH, HECTEPOHIHH,

MPOU3BOAHH Ha IpoNnUoHOBaTa kucenuHa. KombuHauuu Ha noynpogen
ATC xon: MO1AES1

dapMaKoNOrH4HOTO AcHCTBHE Ha HOYNpodeH K napaneTamMos ¢€ pa3iiyasa 1o OTHOLIEHHE Ha
MACTOTO M HauYMHAa Ha AelicTBHe. Te3d JOMbIBAILM Ce MEXAHHU3MH Ha JeHCTBHE Ca CHHEPIrHYHH, KOETO

BOJM A0 ITO-U3pa3eHa AHTHHOLHLETILMA ¥ aHTUIIHPETHYCH €DEKT, OTKOMKOTO MPH OTACTHUTE aKTUBHH
BEILeCTBA, IPHI0KEHH CaMOCTOATENHO.

Hbynipoden
HU6ynpogen e HCTIBC, xoeTo ¢ foka3ano edeKTHBHOCTTA CH B OOHKHOBEHUTE €KCIIEPHMEHTATHY
MOJIeJIH Ha Bb3MAaJICHUE MPH XXMBOTHH 4pe3 HHXHOHUpAHE Ha NpOoCTariaHAUHOBHA CUHTES.
TIpocTarnaHAHHUTE CEHCHTH3HPAT HOLMLIENTUBHUTE aQEPEHTHH HEPBHH OKOHYaHHA KbM
MeauaTopHTe, HanpuMep OpagukuHuH. [lopany ToBa MOynpodeH NpeAU3BUKBA aHANTETHYEH e(PeKT
ype3 neprdepHa HHXUOMIHA Ha LMKITOKcHreHasa-2 (COX-2) H30€H3MMa, KOETO NOCISABAII0 BOAH N0
HaMaJIeHa CEHCUTH3AlMA HAa HOLIMLICITUBHHTE HepBHH OKOHUYaHHA. HaGmoaasaHo e chigo, ve
ubynpodeH HHXuOHpa MHIYLMpaHATa NeBKOLIMTHA MHIPaLMi KbM Bb3naleHuTe 30HH. Hoyn
MMa OTUYETIIHBO ACHCTBHE B rphGHAYHMA CTHIO, oT9acTH KbM HHXxHOMpaHeTo Ha COX.
AnTHnHpeTHYHUTE edekTH Ha UOYynpodeH ce NpoABABAT Ype3 LIEHTPAIHO HHXHOHpaHe H
npocrariaHMHUTE B Xunotaiamyca. U6ynpogeH naxudbupa odbpatiMo TpoMOOLIMTHATA §
TIpu xopa nb6ynpoden Hamansea Gonkara, NOAYBAHETO H NMOBHULICHATA TEMIIEPATYpa Mo
BBL3MasiCHHUE.




JlaHHH OT EKCMEPUMEHTAIHH NMPOYYBAHUA MOKA3BaT, 4¢ MOYNpodeH MOxe KOHKYPEHTHO 1a HHXHOHpa
eexTa Ha HHCKA 1033 ALETUICATHLIMAOBA KHCENHHA BbpXY TPOMOOLIMTHATA arperalMsi, KOrato ce
npujarar efHoBpeMeHHo. Hakox dapMakoaMHaMHYHU NpOy4BaHUA MOKABAT, Y€ MPH NMPHEM Ha
eMHHYHH 1034 uOynpodeH 400 mg B pamxuTe Ha 8 yaca npeau WM B paMKkiTe Ha 30 MUHYTH clef
MPHEM Ha aLCTHICATHLIWIOBA KUCe/IHHA ¢ He3abaBHO ocBoOoXnaBaHe (81 mg), e HabmoaasaHo
HaMaJIABaHE HA e(PeKTa Ha alleTUIICATMUMIOBATA KHCE/IMHA BBpXY 06pasyBaHeTo Ha TPOMOOKCAH MK
TpoMOOLIMTHATa arperaiida. Benpexu ue nMa HEACHOTH IO OTHOLUSCHHE BE3MOXHOCTTa 32
EKCTPAarnoJHpaHeTo HAa TE3W JAHHH B KIIMHUYHATA NIPAKTHKA, HEe MOXKe J1a C& H3KIIOYH Bb3MOXHOCTTA,
Ye peloBHATa, ABJIrocpoyHa ynorpeba Ha HOynpodeH MoXe 1a HaMalli KApAHOTIPOTEKTUBHUA edeKT
Ha HHCKMTe JIO3H alleTHJICATMIIIIOBA KUcenuHa. CMATa e, ue JIMICBA KIKHWYHO 3Ha4YHUM eexT MpH
C/Ty4yaH Ha €JMHH4Ha yrniotpefa Ha ubynpoden (Brx Totka 4.5).

Ilapaueramon

TouHMAT MEXaHHM3BM Ha ICHCTBHE HA NApaleTaMOJl HE € HAITHIHO H3ACHEH; BBIIPEKH TOBa HMa
3HAYUTEJTHH JOKA3aTeJICTBA B MMOAKPENa Ha XUIIOTE3aTa 3a LIEHTPAICH aHTHHOLIMLIEIITUBEH e(eKT.
Paznuuan OMOXHMHYHH M3CIIEABAHUA TOKa3BaT HHXHOHpaHe Ha IieHTpaiHaTa aktusHoct Ha COX-2.
IlapaieTamo MOXe CBbIIO Aa CTUMYJIHPA aKTMBHOCTTA Ha HU3XOIAIIMUTE ITHTHILA Ha 5-
XHIPOKCHTPHIITAMHH (CEPOTOHHH), KOUTO MHXUOMPAT HOLMLIETTHBHOTO NIPEAAaBaHe HA CUIHAJ B
rppOHaYHKug MO3BK. HannuHKTe NaHHH noKa3Bart, ue napaueTaMost OKa3Ba MHOIO ¢lial KHXuGHTOpEH
edexT Bbpxy nepudepHure uzoeHsumu Ha COX-1 u 2.

KomOunauuara ubynpodeH U napaieramon

KoMbuHatmsara ubynpoden/mapateramon € ocobeHo noaxo/aiia npy 601Ka, 3a KOSTO € HeoOXO0JUMO
Mo-CHJIHO 00aeKuasaio cpeactso ot HOynpodeH 400 mg win napaueramon 1000 mg camocTosATENHO,

KaKkTo M 1no-0up30 aeicTeallo cpecTBo OT HOynpodeH.

[IpoBexaaHH ca paHIOMH3UPAHH, JBOHHO-3aceneHH, NIaLebo-KOHTPOIUPAaHH IPOYYBaHHA ¢ Ta3H
KOMOHHALMA, KATO € U3non3BaH MojJen Ha §oJikarta cieq JeHTanHa onepaums. [TpoyusanusTa ca
[IOKa3aliy, 4e

. Hoynpogen/napaueramon 200 mg/500 mg duimMupanu TabneTku ca no-eekTHBHH MpH
obnexkuyaBaHe Ha 6onkara oTrkonkoro napaueramon 1000 mg (p<0,0001).
. [IpoBIDKHTETHOCTTA HA GaHAJIFETHYHHUA €QEKT € O1ia 3HAUATEITHO MO-ToNIMa IIPH

nbynpogen/napaneramon 200 mg/500 mg dpunmupanu radnerxu (8,4 yaca) ot Ta3d Ha
napaueramon 500 mg (4 yaca, p<0,0001) unu 1000 mg (5,2 1aca, p<0,0001).

. ObuaTa OLEHKa Ha M3MMTBAHOTO JIEKAPCTBO OT YYACTHHLIHTE € TIOKA3a1a BUCOKUA HHBA Ha
YHIOBJIETBOPEHOCT, kaTto 88% ot TaAx ca oneHwtu ubynpoden/napaueramon 200 mg/500 mg
¢unmupanu TabneTky kato ,,106pu”, ,,MHOro J00pH” WM ,,0TIIMYHNA" MO OTHOLLECHHUE
obnexyaBaHeTo Ha Oonkara. [TponykThT ¢ hHKCHpaHa 1030Ba KOMOMHAIIMA € HMAJ 3HAUUTETHO
no-pobpe aekcTeue or ubynpoden 200 mg, napaueramon S00 mg u 1000 mg (p<0,0001 BLE
BCHYKH CJTy4aH).

Josara B enHa ¢punmMupana tabnaetrka ubynpoden/napaneramon 200 mg/S00 mg obnexyana mo-
edexTHBHO OOKATA OTKONMKOTO KOMOHHALMAT OT napaueramon 1000 mg / koaeunos docdar 30 mg
(p=0,0001), u e HabmoaasaHo, ye € He Mo-Manko eeKkTHBHA oT KoMOMHAIMATA MeXay HOynpodeH
400 mg u koAcHHOB ocdar 25,6 mg.

Hoynpoden/napaneramon 200 mg/500 mg punmupanu TabneTku uMa 6Bp30 HaYano Ha AeHCTBHETO, C
»IIOTBBPACHO 0ce3aeMO0 obekyeHne Ha Honkara”, NOCTUrHATO 3a cpeHo 15,6 MuHyTH (1032 OT |
Tabnerxa) wim 18,3 MUHYTH (1032 OT 2 TabneTku), KOETO € Mo-GBP30 OTKONKOTO NPH Hﬁynpo i
mg (30,1 munyTH, p<0,001), uSynpoden 400 mg (23,8 munyth, p=0,0001) 1 napaueram Y ! T £ 0%
(23,7 MuHyTH, p=0,0001). ,,CriiccTBEHO ObnexueHue Ha Gonkara’™ mpu TO3M NPOAYKT € ,r O GrRaTo




mg (70,5 munyTH, p=0,001), napaneramon 500 mg (50,4 muuyTH, p=0,001) 1 napaueramon 1000 mg
(45,6 MmunyTH, p<0,03).

[IpoBenenw ca v Ipyrn paHAOMH3HPAHH, NBOHHO-3aC/ICNICHH, ITALE00-KORTPOIMpaHy MPOYyYBaHUS C
Ta3H KOMOHHALMA, KaTo € U3Mo3BaH MoZen Ha Oonkarta cien AeHTanHa onepauui. [Ipoyusanusra ca
[MOKA3a/IH, Ye:

. HUbynpogpen/napateramon 200 mg/500 mg punMupanu tTabnerku ca no-epeKTHBHH NPH
obnexuaBaHe Ha Donkara ot napaueramon 1000 mg (p<0,0001) u ubynpoden 400 mg (p< 0,05).
. ITpoABIDKMTENHOCTTA HA AHATTeTHYHUA edeKT € 61na 3HaUHTeNHO NO-roJIAMa NPH

ubynpoden/napaueramon 200 mg/500 mg punmupanu tabnerku (9,1 yaca) oTKOAKOTO MpH
napaueramon 500 mg (4 gyaca) wiu 1000 mg (5,2 4ac).

° OOb1ara olieHKa Ha M3NMUTBAHOTO JICKAPCTBO OT YMACTHHIIMTE € M0Ka3a1a BUCOKH HUBA Ha
yAOBJIETBOPEHOCT, KaTo 93,2% oT TAX ca OLIEHWIH NPOLYKTa KaTo ,,400Bp”, ,,MHOro JOOBP’” HiH
»OTJIMUEH ’ 10 OTHOLIEHHE obnexuyaBaHeTo Ha fonkara. [IpogykThT ¢ pHKcHpaHa fo30Ba
KOMOMHALIUA € UMaT 3HAYHUTENHO No-100pe AeficTBUe ot napaueramon 1000 mg (p<0,0001).

Apyro paHaoMH3HpaHO, ABOHHO-3aC/IETIEHO KITMHHYHO MPOYYBaHe € MPOBEACHO C
nbynpodgen/napauneramon 200 mg/500 mg punmupanu TabneTky 3a NedyeHHe Ha XpOHUYHA 60nKa Ha
konsHoTO. [IpoyuBaHeTO € mokasano, ue:

. Hoynpoden/napaneramon 200 mg/500 mg dpunmupanu tabnetku ca mo-eGeKTHBHU npH
obnekuapaHe Ha Honkara ot napaueramon 1000 mg npu kpatkocpouro (p<0,01) u ARArocpoyHO
neuenue (p<0,01).

. Obf1ara oueHka Ha nbynpoden/napaveramon 200 mg/500 mg ¢punMupanu TabneTky ot
YYACTHHLMTE € [I0Ka3ana BUCOKH HUBA HA YAOBIETBOPEHOCT, KaTo 60,2% OT TAX ca OlLeHH
IIPOAYKTa KaTo ,,005p”" HIH ,,0TIHYEH” 32 ABATOCPOUHO JIeUeHHe Ha D0IKA B KOJISHOTO.
N6ynpoden/napaueramon 200 mg/500 mg punmupanu tabneTku € UMa 3HAYHTENTHO MO-A06pO
nercrBHe ot napaueramon 1000 mg (p<0,001).

Hoynpogen/napaneramon 200 mg/500 mg dunmupanu tabnetku obiek4apa no-epekTHBHO OosKaTa
OTKO/IKOTO KOMOMHalHaTa ot napaueramon 1000 mg/xoneunos pocdar 30 mg (p=0,0001) u
KoMOuHalMsATa Mexay uoynpoden 400 mg n koneuHor docdar 25,6 mg (p = 0,0001).
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Hovnpoden

Abcopbyun

HoynpodeH ce abcopbupa nobpe oT cToMallIHO-YPEBHEA TPAKT U C& CBLP3Ba BBB BHCOK TMPOLIEHT ¢
masMeHnTe Senteun. UOynpodeH ce pasTeapsa B CHHOBHATHATaA TeYHOCT. [11a3sMeHuTe HUBA Ha
nbynpogen or ubynpoden/napaueramon 200 mg/500 mg tabnerku ¢ce yCTAHOBAT CeA 5-Ta MHHYTA,
KaTO NMUKOBHTE [JIa3MEHH KOHLEHTpauuH ce gocturar 1-2 yaca ciieq npueM Ha rinaguo. Korato
nOynpodern/mapauecramon 200 mg/500 mg Tabmerku ce npreMa ¢ XpaHa, MMKOBHUTE IUIa3MEHH HHBA HA
ubynpogeH ca No-HUCKU U JOCTHTaHETO UM ce 3a0aBs CBC CPEedHO 25 MHHYTH, HO KaTO LIAJIO CTENEHTA
Ha abcopblLus ¢ eKBUBAICHTHA.

buompancgopmayus u exumunupane
Nbéynpogen ce MeTabonuzupa B YepHus Apob 40 ABa OCHOBHH MeTaboNKTa, KATO MBPBHYHHAT ITET Ha
ekckpeums ¢ upe3 OnOpeunre, o popmara wiM Ha METAOOTHTH, HWIH Ha NO-roJIEMH KOHIOTATH,




CTapuecKa BB3pacT.

IlapaueraMon

Abcopbyus

IMapaiteramon ce abcopbupa 6Bp30 OT CTOMAIIHO-YPEBHUA TPaKT. CBBP3BAHETO C IUIa3MEHHTE
6enThlM € He3HAYHUTEJTHO NPH OOHYaMHUTE TepaneBTHYHH KOHLIEHTPALIMH, BEIPEKH Y€ 3aBHCH OT
nosara. [InasmeHnTe HHUBa Ha napaueTamos oT ubynpogen/napaeramon 200 mg/500 mg TabnerTku ce
YCTAHOBABAT Ha 5-Ta MHHYTa, KATO MMKOBM ILIa3MEHH KOHLIEHTpauuM ce pocturar 0,5-0,67 yaca cnen
npueM Ha riaagHo. Koraro ubynpoden/napaueramon 200 mg/500 mg tabneTkn ce npuemMe Ha rnaaHo,
[MMKOBHUTE TU1a3MEHH HHBA Ca MO-HHUCKH M C€ AOCTHraT CbC CpeHO 55 MHUHYTH no-6aBHO, HO KaTo LAJIO
cTeneHTa Ha abcopOLia e ekBHBaIeHTHA.

Bbuompancopmayus u enumunupanre

[TapaueTamMon ce Merabonu3upa B YepHUA ApoO M ¢€ 0TS B YPUHATA, ITIABHO KATO MIIOKYPOHHAHH H
cyndaTHU KOHIOraTd, Kato okono 10% ca rmyrarnonny xoHwrarti. [lo-manxo ot 5% ce enumunupa
KATO HEMPOMEHEH napaueTaMosl. ENMMUHALIMOHHHAT MOJYKHBOT € OKOJIO 3 vaca.

Marbk XHAPOKCHIIUPaH MeTabonuT, KOHTO 0OMKHOBEHO ce 00pa3yBa B MHOTO MAJIKHU KOJIMYECTBA OT
OKCH/1a3H CBC CMECEHH (YHKITHH B YepHHs Apo0 M ce NETOKCHKHpA Ype3 KOHIOralmA ¢ 4epHoapodeH
rAYTATHOH, MOXKE Ja aKyMYJIHpPa CAe/ NpeA03upaHe ¢ rapaueTaMosl ¥ Aa NPHYKHH YBPEXKIAHE Ha
yepHHA Apod.

He ce HaOnioaaBaT 3HaYHMM pa3jIMKi BbB GapMaKOKHHETHYHHA NPOQHI HA NapaueTaMosl NpH TN B
cTapuecka Bb3pacT.

Kombunauusara nbynpodieH ¥ napaieramMon
BruoHanuuHOCTTA M QapMaKOKHHETHMHHMAT npodwun Ha HOynpodeH ¥ mapaLeTaMol, MPHETH MoK

¢opMaTa Ha TO3H 1eKAPCTBEH NPOAYKT, HE Ce IPOMEHS KOraTo ¢€ NPHEMAT B KOMOMHAaLMA KaTo
eJIHOKpPAHTHA WA MHOTOKPATHH JO3H.

To31 NeKapcTBEH NPOLYKT € NMPOH3BEeAEH Ype3 TEXHOIOTHA, KOATO MO3BOJIABA €IHOBPEMEHHOTO
ocBoOOXKZaBaHe Ha MOynpodeH M napalieTaMoll, 3a Ja MOX¢ aKTHBHHTE ChCTABKH Ja OKKAT
KoMOHHMpaH edekT.

5.3 IlpeaxnrAaHAYHEA 1AHHH 32 6e3o0mMacHOCT

Hoynpoden

TokcukonormyuuaT npodun Ha HezonacHoCT HA HOYNIpogeH U napaleTaMol € YCTAHOBEH IpH
MpOYYBAHHATA C KHBOTHH H OT NMPOAB/DKHTETHUA KIIHHMYCH ONUT MpH Xopa. HaMa HOBH
NpPEeAKIMHUYHN JaHHH, KOMTO Ca OT 3HAYCHHE 3a NPCANKCBALIUA JICKap, OCBEH NpeNCTaBeHUTE B
Hactosaulata KpaTka XapakTepHUCTHKa Ha MPOAYKTA.

I lapanieTamor
HsaMa KOHBeHLIHOHATHM NPOYYBAHHUA, NPOBECACHH MPH YTBLPASHH CTaHAAPTH 324 OLIEHKA Ha
TOKCHYHOCTTA IO OTHOILLEHUE Ha PENPOAYKTUBHHUTE (DYHKIHMU U pa3BUTUETO.

6. OAPMAINEBTHYHHA JAHHH

6.1 CnHCBHK HA IOMOIIHHATE BellecTBA

Crpuepuna Ha Tabnerkara
LlapeBH4HO HHILIECTE

KpocnosuaoH (Tun A) (E1202)
KonounaeH 6e3BogeH cuunueB guokcu (E351)




[Toeuaon K-30 (E1201)
[IpexxenaTUHHHU3HPAHO HULIECTE (LIAPEBHYHO)
Tank (E553b)

CreapuHoBa kucenuHa (50)

(DUIMOBO MMOKPHUTHE
ITonu (BuaMIOB ankoxoi) (E1203)
Tank (E553b)

Makporon 3350 (E1521)
Turanor onoxcua (E171)

6.2 HecbBMECTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogHOCT

3 rOAMHH

6.4 CnenHa/JHH YCJAOBHA HA ChXpAHEHHE

Tos3u nekapcTBeH npoaykT TpaOBa /1a ce ChbXpaHABa B OpHMrMHaNHaTa ONaKoBKa, 3a /1a ce Npeanasy oT
CBETJIMHA.

To3u nekapcTBEH NPOAYKT HE H3HCKBA CNCUMAJHHM TEMIICPATYPHH YCIOBHA HAa ChXpaHEHHE.
6.5 BuaucbhbAbpAKaHHE Ha ONNAKOBKATA

bmucrepu ot aryMuHU-PVC/PVDC, onakoBaBH B KAPTOHEHH KYTHH.

brucrepum onakoBku: ¢ no 10, 16 unu 20 punMupany tabneTku.

Ennono3osu 6aucrepuu omakoBku: 10x1, 16x1 unu 20x1 punmupanu tabnerku.

He Bcuuxu BUAOBE OMAKOBKH Morat Aa ObaaT mycHaTH B nipoaaxda.

6.6 CrneuuajJHH NpeANAIHH MEPKH NPH HIXBHPJAsSHE

Henznon3paHUAT JTCKAPCTBEH MPOAYKT WIH OTNAABYHUTE MATEPHAIIH OT Hero TpabBa Ja ce H3XBBPIIAT
B CbOTBETCTBHE C MECTHHUTE H3HCKBaHMA.

7. INMPATEXATEJ)I HA PASPEINIIEHHETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57,

1000 Ljubljana

ChoBeHus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Per.No: 20200009

9. JATA HA ITbPBO PAZPEIHIABAHE/TMMOJAHOBSIBAHE HA PA3PE




3A YIIOTPEBA

Ilata Ha mupBO paspelnasane: 27.01.2020
IfaTa Ha nocneaHO NMOLHOBABAHE:

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA

08/2024




