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1. UME HA JIEKAPCTBEHUAT INNPOAYKT r—— DIlL D Z A

Hypoden Excnipec ®opre 400 mg kancyiv, MeKH | Faspeuwseie 0 6 -06- 2025‘:

Nurofen Express Forte 400 mg capsules, soft /MP - 5 _ S ‘j 7‘ ‘6. _ |

2. KAYECTBEH U KOJIMYECTBEH CbCTAB e U A

Bceska kancyna ceabpxka Moynpoden (/buprofen) 400 mg

[TomMouIHM BewLlecTBa C U3BECTHO JICUCTBUE :

Copouron (E 420) 36,6 mg/kancyna

[Tonco 4R (E 124) 0,79 mg/kancyna

3a MbJIHUS CIIUCHK HA MOMOIIIHUTE BELIECTBA BUKTE TOUYKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

Kancyna, Mmeka

YepseHa, oBaJiHa, NPO3pavyHa MeKa JKeJlaTHHOBA KarncyJia, ¢ nevat “Nurofen™ B 0s10. Besika

kancyJa e npuoausurentHo 10,3 mm wupoka U npubauzurenHo 16,9 mm awira.

4, KJIMHUYHHU JAHHHU

4.1. TepaneBTHYHH MOKA3aHHHA

To3u nekapcTBeH NPOAYKT € MOKa3aH 3a KpaTKOCPOYHO CUMIITOMATHYHO JICYEHHUE Ha JIeKa 10

yMepeHa Oosika np riiaBobosine, MeHCTpyaiHu 60i1kH, 36000011 TeMnepatypa u 60Jika CBbp3aHH

C MPOCTYAHU ChCTOSHUA NMPH Bb3PACTHH, Aela U 1oHowH ¢ Teryio Haa 40 kg (Ha v Han 12 roguuiHa

Bb3pacT).

4.2. 103MpoOBKAa H HAYHH HA NPHJIOKEHHE

Camo 3a kpaTkoTpaiHa ynorpeoda.

Jlo3upoBka

Hesxenanure peakLuu morar jia ObJaT CBeICHH 0 MUHUMYM 4pe3 ynorpeda Ha Hal-HUCKaTa

edeKTHBHA /1032 3a Bb3MOXKHO Hal-KpaTKO BpeMe, HeOOXOAMMO 3a OBJ1a/IiBaHE HA CUMITTOMHTE

(B T.4.4).

Bb3pacTHu, aeua v roHowM ¢ teryio Haja 40 kg (Ha v Han 12 roauinHa Bb3pacT):

Hauanua no3a, eiHa kancynaa npuera ¢ Boaa. Ciea ToBa ako € HeoOX0AMMO, M0 €/1Ha KaricyJia

npe3 uHTEpBas oT 6 vaca. Jla He ce HaaBUIaBa obia no3a ot 3 KancyJiu (1200 mg ubynpoden) 3a

24 yaca.

AKO IPH FOHOIIIM TO3H JIEKAPCTBEH MPOAYKT € HEOOX0AMMO 1@ ce€ M3I10JI3Ba 3a NOoBeYe OT 3 JIHM

WJIH CHMITTOMMTE C€ BJIOLIAT, TPAOBA /1a C€ KOHCYJITUpATE C JIEKap.

AKO TIpH Bb3pacTHH TO3M NMPOAYKT € He0OOXOAUMO 1a ce U3I0JI3Ba 3a MoBeYe OT 3 JIHM 34

TeMneparypa 1 noeue ot 4 JHHU 3a JieyeHHe Ha 00JIKa WM aKO CHMIITOMHUTE C€ BJIO N\

MauHCHTHT Tpﬂﬁﬂa Aa C€ KOHCYIJITHPaA C JICKAp.
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Hauanoro Ha neicreue Ha Hypoden Ekcnipec @oprte mozke 1a Obje 3abaBeHo, a &
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0-BHCOKA OT NpenopbyBaHarta B T.4.2 1034 WY AO0KATO CE€ TOCTHIHE KOPEKTHHS HHTEPBA Ha
J03UPAHE.

Cnennanan rpyns NaHeHTH

[TaLeHTH B CTapUYECKa BB3PACT:

He ca HeoOx0AMMH crieLiMaiHy MOoaH(dUKALIMK Ha no3MpoBkaTta. [lopagn npoduna Ha HexenaHu
peaxkiuu (Bixk T.4.4) ce nNpenopbYBa BHUMATENIHO HAOMIOAEHHE HA MALHEHTHTE B CTap4ecKa
BbL3pPacT.

b16peuHa HEAOCTATBYHOCT:
He e HeoOXxonHMO NOHIDKABAHE HA J03aTa NPH JIEKO A0 YMEPEHO HapylieHue Ha ObbpeuHara
dyHkUMA (32 NALHMEHTH C TeXKKa 6bOpedHa HEAOCTATLYHOCT BHXK T. 4.3).

YepHoapobHa HeAOCTATLYHOCT (BHXkK T.5.2):
He e HeoOxoauMMO NOHIWKABAHE HA J03aTa APH JEKO A0 YMEPEHO HapylLUeHHe Ha YEpHOApoOHaTa
GyHKUMS (32 NALMEHTH C TeXKa YepHOAPOoOHAa HEAOCTATHEHHOCT BHXK T. 4.3).

Jlena v FOHOLIM:
3a NpUIOKCHHETO NPH ACLIA H IOHOILK BHX CbLLO T. 4.3

HaywnH Ha npuIoKeHHe

3a nepopaiHo npunoxenue. Kancynure He TpaOBa Aa ce ILBYAT.

[TpenopbuBa ce nalMEHTUTE C YYBCTBUTENICH cTOMax Aa npHeMat Hypoden Excnpec dopte no
BPEME Ha XPAHECHE.

4.3. IlpoTHBONIOKA3ARANA

e (CBpBbXYYBCTBUTEIHOCT KbM HOYNPOGEH HIIH KbM HSEKOE OT MOMOLIHHATE BELIECTBA
NOCOYEHH B TOUKa 6.1.

e [laueHTH C aHAMHE34a 34 peakLMK Ha CBPbXYYBCTBHTETHOCT (Hanp. OpOHXOCTIa3bM,
acTMa, PUHUT, aHTHOCAEM WK YPTHKAPHs ), CBBP3aHHU C [IPHEM Ha aleTUICATHLMIIOBA

KHCCITHHA HITH APYT'A HCCTCDOHUIITHH H]JOTHBOBLSHBJTHTEH HH HEK&DCTBEHH l'lpD,[ly KTH
(HCIIBC).

e [launeHnTH C aHAMHE3a 338 CTOMAIHIHO-YPEBHA NepdOpaLMs WIH KPbBOHIIHMB, CBBLP3aHH C
ynorpeba Ha HCIIBC,

e [lauMeHTH C aKTMBHA HJIM aHAMHeE3a 33 pPeUHIHBHPALI2 NENTHYHA A3BA/KPBBOU3IIKB {(Ba
WM MOoBeYe OTYETIIMBHM eru30/ia Ha I0Ka3aHa yJilepalys UH KbPBEHE).

o [TaumeHTH C TekKa YyepHOAPOOHA HEAOCTATLUYHOCT, TEXKKa ObOpeyHa HENOCTATEYHOCT HITH
TEXKKa ChpAevHa HeaocTaThuHOCT, Knac [V no NYHA (Bwxk 1.4.4).

o [laitMenTH ¢ LepedbPOBACKYAAPHH HIIK APYTH aKTUBHU KPBBOH3IHBH.

e JlaumeHTH C HEU3ACHEHH XEMOITOETHYHH HAPYILUICHHA.

e JlaumeHTH ¢ TEXKa Aexuaparauud (MpUUHHEHE OT MOBPBILAHE, AHAPUSA
HeOCTATBYEH [PHUEM HA TEYHOCTH).

¢ IIpoTHBONOKa3aH € NMpe3 MocAeAHUA TPUMECTBD Ha GpeMeHHOCTTa (BUIK HAL6):~ § % % 7, ' &%



¢ [Onowd ¢ TenecHo Terno noa 40 kg wnu aeua Ha Bb3pacT noa 12 roguHH.

4.4. CriennajinA npeaynpexIeHns H CIIENHAJIAHR MepKH nNps ynorpeda

Hexenanure p€akKlHH MOraT ga ObAAaT CBEASHM DO MHHHMYM 4pPC3 YI'IOTPCGE Ha Hail-HUCKATa
E(l'JCKTHBHa 4034 3a Bb3MOXHO H&ﬁ-Kp&TKO BpCMC, HeoDX0AUMO 3a OBNaAABaHEe HA CHMTOMMTE (BH}K
Nno-201y CTOMAlIHO-YPEBHH H CBHPpACYHO-CBAOBH pHCKOBE).

Hauckea ce NMpCANATHBOCT NPH NALIHCHTH € HAKOH CHCTOAHNA, KOHTO MOXE l1a CC BJIOLLAT.

® CHUCTEMEH JIYIYC EPUTEMATO3YC H CMECEHO CheAMHHTENIHO-TEKAHHO 3a001aBaHE -
YBEMYEH PHCK OT aCENTHUYEH MEHHHIHT (BIDK T.4.8).

® BpOJICHO HApYIUECHHUE HA NOpPpUpHHOBaTa OOMAHA (HAIP. OCTPA HHTEPMHUTECHTHA
nopQHpHA ).

¢ CTOMAIIHO-YPEBHU HAPYLICHUA U XPOHHUYHO BB3INAJIMTEIIHO YPEBHO 3a00/IABaHE
(ynueposeH koauT, bonect Ha KpoH ) (Buxk 1.4.8).

®  XWMEPTOHHUA W/HIIH ChpACYHO yBpexaaHe (B T.4.3 1 1.4.8).
0BbOpeuHo yBpexkaaHe, Thi kaTo OLOpeuHaTa PyHKIIUA MOXKE Aa ce BJIOLIM (BHXK T.4.3 U
1.4.8).

®  YyepHONPOOHO PYHKUMOHAIHO HapyuIeHHe (BuxK T.4.3 n 1.4.8),

®  HENOCPEACTBEHO CJICH roNAMa XHpYpruuHa HHTEPBCHLHUA.

® [IpH NALHEHTH AJIEPTUYHHA KbM APYTH BEILECTBA, NOPAaAH NOBUILEH PHUCK OT peakiiii Ha
CBPBXYYBCTBHTEIHOCT CbIIO M cnen ynorpedara Ha Hypoden Exkcnipec Dopre.

® IpM NALMEHTH CTPaAAllii OT CEHHA XpemMa, Ha3aIHH MOJIMITH WK XPOHHYHA 00CTPYKTHRHA
OenoapobHa Gonect, KNI ¢ aHaMHE3a 3a alepruyHo 3a00/1ABaHe, NMopaaH ChIIECTBYBAII
NOBHUICH PHCK 32 TAX OT MOABATA HA AJEPrH4YHM peakUMK. Te Morar Ja ce U3pasaT KaTo
aCTMATHYHH NPHCTBIM (T.H. aCTMa OT AHAJINCTHLIM ), OTOK Ha KBHHKE MJTH YPTHKapHS.

MackrpaHe Ha CHMATOMUTE Ha MOIEKAIIWTE HHOEKLHH

Hypoden Excnipec @opre Moxke aa MACKHUpPa CUMIMTOMUTE H2 UH(PEKLHA, KOETO MOXKE Jia A0OBEAE
Ao 3abaBgHe Ha 3aM04YBAHE Ha NOIXOAALLO JIEYEHHE U NO TO3W HAYMH A4 BJIOLIM M3XO0AA OT
nHdekumuaTa. Topa ce HabmoaaBa npyu 6akTepHanHa MHEBMOHUA, NPUAOOKTA B 0OIMECTBOTO,
KaKTO U NpH OaKkTepHaNHUTE YCIIOXKHEHHs Ha Bapuuena. Korato Hypogen Excnpec @opre ce
[pUj1ara 3a JICYCHUE Ha [TOBHIUICHA TEMIICPATYpa WM 3a obJyiekyaBaHe Ha 00/ikaTa BbB Bpb3Ka C
uHeKLMA, ce npenopbuBa Habmoaenue Ha nHdekunara. [Ipn U3BLHOONHUYHIN YCITIOBHA
NauMeHTHLT TPAOBA Aa Ce KOHCYITHPA C JISKAp, aKO CUMITTOMHUTE MNEPCHCTHPAT MJTH CE BJIOLLIABAT.

CToMaLIHO-4YPEBHH ePEKTH:
EnnospeMenHara ynorpeda ¢ apyrn HCIIBC, BKIIOUMTETHO LMKIIO-OKCHI€Ha3a-2-CrieiuPpUiHH
WHXUOUTOPH, YBENHMYABA PUCKA OT HEXKENaHH peakLiuH (BWK T.4.5) H TpaOBa aa ce u3bsaraa.

[laneHTH B cTapyecka Bb3pacT:
[Ipu nauMeHTUTE B CTAPUYECKA BB3PACT YECTOTATa Ha HAOHONABAHUTE HEXEJIaHH peaKLMH OT

HCTIBC ¢ no-eucoka, ocobeHO Ha CTOMAILIHO-4YPEBHHTE KPBBOHIIIUBH H Nepdopaldi, KOUTO
Morar ga 6bpaat datanHu (Bux 1.4.2).

CToMalllHO-4YpEBHH KPbBOM3IIMBY, YILIEpaLMH ¥ nepdopanus:

Cro0i1aea ce 3a CTOMALHO-4YPEBHH KPbLBOM3/IMBH, A3Ba UAH Nepdopaliis, KOUTO MOXKe Ja
3apbpuIaT ¢paranHo, npy ynorpedbara Ha BCHYKKW HCIIBC, no Beaxo BpeMe Ha T€4eHHETO ¢ WITH
Oe3 npeAynpeANTENHH CHMITTOMH, H/IM MPEAHLIHA AHAMHE3a 33 CTOMALLHO-4YPEBHH NPodIeMH.

ubynpoden, nevueHueTo TpAadBa Aa ce npexkpary.

PUCKLT OT CTOMAIIHO-YPEBHH KPbBOM3IHBH, A38a WIH nepdopanus € no-BUCOK
no-eucoxu 0031 HCIIBC, npu naumneHTH ¢ aHaMHe3a 3a A3Ba, OCOOEHO € yCmo




KPhBOM3JIMB WM Iepdopauns (Bux T. 4.3), KAKTO ¥ NpH NALMEHTH B CTapyecKa Bb3pacT. Takisa
nalLHeHTH TpAOBA Aa 3ar0YBarT JIEYEHHETO ¢ HAH-HUCKATa Bb3MOXKHA fo3a. [Ipy TaknBa nanpeHTH
MOJKe J1a € HeoOXoauMO KOMGHHUPAHO JIeHEHHE ¢ MMPOTEKTUBHH areHTH (Hanp. MU3ONpOCTOJ WITH
HHXHOMTOPH Ha MPOTOHHATA NOMNA), KAKTO U IPH NaUMEHTH, U3UCKBAIIH €AHOBPEMEHHO
MPUN0KEHHE HA HUCKHU J034 alCTHACAMLUWIOBA KHCEIHHA WIH APYTH JIEKAPCTBEHH MPOJYKTH
NOBHUIABALIM PHCKA OT CTOMALLIHO-YPEBHHA HEXKENAHH pEaKLHH (BHOK NO-A0IY U T. 4.5).
[MaumeHTHTE ¢ aHaAMHE3a 32 CTOMALHO-YPEBHA TOKCHYHOCT, 0COOEHO TE3H B CTapuYeCcKa Bb3pacT,
Tpabea 1a choGimaBaT 3a BCHUKH HeOOHUaiHK CTOMALIHHA CHMIITOMH (HO-CTIELIHATIHO 32
CTOMALIHO-YPEBHU KPbLBOH3NHEBH ), 0c00EHO B Ha4YanHuTe a3y Ha JeYCHHETO.

[TauuenTHTe TpOBa Na 6BAAT NOCHBETBAHM A4 YNoTpebaBaT BHUMATENHO TO3U NPOAYKT C APYrH
NIEKAPCTBEHH MPOJYKTH, KOUTO MOJKE J1a YBEITHUYAT PHCKA OT 5A3Ba UM KbPBEHE KATO MEPOPATHH
KOPTHKOCTEPOHIH WIIH aHTHKOAryNaHTH, kKaro BapdapuH, CEIEKTUBHA HHXHOUTOPH Ha 0OpaTHOTO
3aXBalliaHe HA CEPOTOHHHA WK NpOoTUBOTpOMOOTHYHH cpeacTBa (SSRI’s) kaTo Hanpumep
allCTUNICATMUIWIOBA KHCeIHHA (BWXK T.4.5).

HCIIBC Tpsabea na ce npuiarat BHUMATEHO MPH MALMEHTH ¢ aHaMHe3a 3a CTOMALIHO-YPEBHH
3abonsBanug (ynueposeH Konut, 6onect Ha KpoH), Toii kaTo Te3u 3a00/19BaHUst MOXKE J1a e
obocTpar (Bux 1.4.8).

Texku koxHH HexenaHy peakuun (SCAR)
Texxku KoXkHH HexenaHH peakuyu (SCAR), BiunrounTenHO exchONHATUBEH JACPMATHT, €PUTEMA

MyITHQOpME, CHHAPOM Ha Stevens-Johnson, TOKCHUYHA enuaepManHa HeKpoIu3a, JEKapCTBEeHa
peakuus ¢ e03MHOPWINA ¥ cucteMHH cumimroMu (cuHapoM DRESS) ¥ octpa renepannsupasa
eKk3aHTemaTo3Ha nycryiosa (AGEP), kouTo Morar na 6baaT :xMBOTO3acTpalllaBallyd WK a
NOBENAT A0 JIETAJICH HU3X0], ¢e ChoOlaBaT BbB Bpb3Ka ¢ ynotpedara Ha HOynpodeH (Bxk.

pasnen 4.8). [loBeueTo OT Te3H peaklIMA HACTBIBAT Npe3 MLPBUA Mecell. [Ipy nosasa Ha npu3Hauy
M CHUMITTOMH, NOKa3aTE/IHM 3a TE3W peakuuH, ubynpodeH Tpabsa aa ce cnpe He3abaBHO U Ja ce
oOMHUCHH ApYyT0 NeyeHHre (crnopel HeoOXoAUMOCTTAa).

B u3iimiouHTeNnHO peaxy ciy4an ca HabmogaBaHH CEpHO3HH MH(EKLIMH Ha KOXKaTa H MEeKUTe
THKaHH NpH BapHuena. [IpenopbuntenHo e aa ce u3barea ynorpedara Ha Hypoden Excnpec
dopTre Npu BapHLENa.

CppAedHO-CHAOBH U MO3BYHO-ChAOBH €DEKTH:

HeobxoaumMo € noeuilleHO BHUMaHHe (00ChKAaHe € JieKap Wik ¢apMalesT) npeay 3arno4BaHe Ha
NeYeHHUEe NPy MAIMEHTH C aHAMHE3A 33 XUMIIEPTOHMSA WK ChPACYHA HEAOCTATBYHOCT, ThH KaTO
HMa CHOOILEeHH S 32 3a/1phiKKa HAa TEUHOCTH, MOBHILIEHO apPTEPHATTHO HAJIATAHE H OTOK, CBBLP3aHH C

neueHrnero ¢ HCIIBC.

JlaHHHWTE OT KIMHKHYHH NPOYYBaHHUA MOKa3BaT, 4e ynorpebara Ha ubynpogeH, ocodeHo BB
BHCOKH J03H (2400 mg aHeBHO) MOXKe Aa ObAe CBBP3aHa C JICKO YBEJIHUEH PUCK OT apTepHallHU
TpOMOOTHYHH CHOMTHS (HaNp. MUOKApAeH HHGapKT Wiy vHCynT). Kato nsano,
ENUAEMHONOTHYHHUTE M3CNIeIBAHMA HE MOKAa3BaT, Ye HUCKHUTE A03u ubynpoden (Hanp. <1200 mg
JIHEBHO) Ca CBBP3aHH C YBENHYEH PHUCK OT apTepHATHH TPOMOOTHUYHH CBOUTHA.

[TauMeHTH ¢ HEKOHTPONUPAHA XUIICPTOHHUA, 3aCTOHHA Chpae4Ha HeaocTaTbyHOCT (NY HA 11-111),
YCTAHOBEHA HCXeMHUHA Bonect Ha chpueTo, nepudepHa aprepnaiHa 6onecT WHIK MO3BYHO-
¢baoBa Sonect Morat Ja ObaaT iekyaaHu ¢ HOynpodeH caMo cieq BHUIMATEAHO OOMKUCIISHE U
BHcokuTe A03H (2400 mg/neH) Tpabea aa ce uzbarear.

Coi0 Taka € Heo6X0AUMO BHHMATENTHO OOMMCIAHE NPEeH 3aN04YBAHE Ha NMPOIL/LKHAT
J€YeHHE Ha NAlMEHTH C PUCKOBH (haKTOPH 3a ChPACUHO-CHAOBH CHOMTHA (Harp.
XHNEPIHNUAECMHA, 3aXapeH AuabeT, TIOTIOHONYILIEHe), 0cOO0EHO0 ako ca HeoOXxoan

(2400 mg/aen).




[Tpu naumenTH, nekypauu ¢ Hypodeu Excnpec ®opre, ce crobulasa 3a ¢iiyuan Ha CHHAPOM Ha
Kounis. CurnapomMsT Ha Kounis ce onpeaesns kKaTo BTOPHYHH ChPAC4HOCHA0BH CHMIITOMH Ha
anepriuHa peaklMs WK peaklWsa Ha CBPbXUyBCTBUTEIHOCT, CBBP3aHH ¢ KOHCTPHKLIMA Ha
KOPOHAPHHWTE apTEPHH, MOTEHIMATHO BOAEIIa A0 MUOKAPAEH HHPAPKT.

Lpyru nauHu.
TeKKH OCTPH peaKUMH Ha CBPHXUYBCTBHTEIHOCT, HAIIPHMEP aHA(DUNAKTHYEH IIOK, ca

HabaroaaBawu MHoro paako. [Ipu nosrara Ha MBPBUTE NMPHU3HALIM HA peaKLys Ha
CBPBXYYBCTBHTENHOCT cepl npueM Ha Hypodex Exkcnipec ®opre, neuenuero Tpabsa aa ce
npexkpaTi. Heobxoanmure 3a ChOTBETHUTE CHMITTOMY MEAMLIMHCKH MEPKH Ja C€ NPEANPHEMAT OT
CHSLIMATHCTH.

Ubynpoden, akrusHoTo BetecTso B Hypoden Excnpec Popre, Moxke BpeMEHHO 4a HHXHOHpa
TpoMOouuTHATa arperauus. [lopaau Tosa ce mpenopryBa BHUMATETHO MOHHTOPHPAHE Ha
MalLMEHTHTE ¢ HapyLUEeHO KPbBOCECHPBAHE.

[Tpu npoawrpxkHTenHo npusoxenye Ha Hypoden Excnpec Dopre e HeobxoauMo peIoBHO
npocieAsBaHe Ha YepHoApoOHHUTE Noka3aTesn, 0b0peyHaTa pyHKLMs, KAKTO H Ha KpbBHATa
KAPTHHA.

[IpoawmkuTenHaTa ynotpeba Ha pa3nMyHH aHaNreTULM NpH riaBobosine Moke Aa ro BioiH. B
TAKMBA CJTydyan TpAOBa a ce NOThPCH MEAMLIMHCKA KOHCY/ITALMA U ICYEHHETO J1a C€ NPEKPATH.
Huardosa nekapcraeHo o0ycnoBeHo rinasoboaue Tpadsa Ja ce 00CHAM NMPH NALMEHTH, KOKTO ca ¢
YECTH HIH €XKeJHEBHH OfUIaKBaHUA OT raBo0OnuUe, BLIPEKH (MK CBHP3aHH C) pEAOBHATa

ynorpeda Ha aHAITETHLIM.

O6uuaiitara ynorpeba Ha aHANTETHLIH, NO-CHEUHUATHO KOMOMHAIMHTE OT Pa3jIHYHH AHAUITCTHYHH
JIEKaPCTBEHH BELIECTBA, MOXE Ja JoBede 10 TpaiiHo 6b0pevHo yBpexaaHe ¢ puck ot OubpeuHa
HEJOCTATHYHOCT (aHANreTHYHA HedponaTha). PUCKBT MOXe 1a ce MOBKLUH NpH 3aryba Ha conM U

ACXHUApAaTalnA.

[1pu ensoBpeMeHHa ynorpeba Ha ankoxon H HCIIBC, ceup3anuTe ¢ iekapcTBEHOTO BELIECTBO
HEXEaHU PeaKiluK, 0CODCHO T€3U OT CTPaHa CTOMALIHO-YPEBHUA TPAKT W LEHTpaHA HEPBHA
CHCTEMA, MOXKE [1a CE 3aCHIIAT.

MMma U3BECTHM AAHHM, Y€ JICKAPCTBEHHTE NPOAYKTH, KOUTO HHXHOMpPAT LUMKJIO-OKCHI¢Ha3HaTa/

POCTAr/IAHIMHOBA CHHTE3a MOXKE Ja NPeAU3BUKAT YBPEXKAaHE Ha )EHCKH PEPTHIKTET Uupes
Bb3ACHCTBHE BbPXY OByJalMATa. ToBa € oOpaTHMO ciel NpeKkpaTaBaHe Ha JIEYEHHETO (BHXK

T.4.6.).
ChluecTByBa pUCK OT OBOPEYHO yBpeKaaHe NMPH ZEXUAPATUPAHH FOHOLIH.

JlekapcTBeHHMAT NPOAYKT Chabpxka copbuton. He Tpabsa na ce npueMa oT NalHEHTH C peAKH
HACJIEICTBEHH NpobneMH Ha GpyKTO3HA HEAOCTATBYHOCT.

Tosu nekapcTBeH npoaykT cbabpka noHco 4R (E 124), koWTo MoXke fia NPpUYHHH aTepryvyHy
peaxkilui.

4.5. BzaamMoaeHcTBHES ¢ APYI'E JIEKAPCTBEHH NPOAYKTH H JIPYTrH pOPMH Ha BIAHMOAECHCTBHSA

ALEeTHACATHLIAIOBA KHCEAHHA (HUCKH JO3K):
EnHoBpeMenHaTa yniotpeba Ha HOyrnpodeH 4 aueTWICATHLWIOBA KHCETHHA HE CE MPEenopbYBa
NopajiH Bb3MOXKHOCTTA 3a MOBHILIABAHE Ha HEXKENAHHUTE peaKUHH,

ExcrnepuMeHTanHH AaHHM [IOKa3BaT, 4€ HOynpodeH MoXKe KOHKYPEHTHO Ja i
HUCKHUTE NO3H ALIETHICATHLIWIOBA KUCEJIMHA BbPXY TPOMOOLIMTHATA arperail
NnpHeMaT €HOBpPeMEHHO. BbIpeky 4e HMa HECHIYPHOCT IIPH EKCTpanoivpa
OT KJIMHH4YHHM CITY4aH, HE MOXKE A C€ H3KIIOYH BL3MOXKHOCTTA, Y€ pEIOBH



npreM Ha uOynpodeH MoXe a HAMaIH KapAMOTPOTEKTHBHHS €(EKT HA HHCKH N103H
alleTHICAIMLIWIOBA KHcevHa. He ce ouakBa KIHHHYHO 3HAYUM €(dEKT Npy HepeaoBHA
ynotpebara Ha ubynpodeH (Bix 1.5.1).

Opyru HCTIBC, BKIOYHUTENHO LIMKIO-OKCUTEeHA3a-2-ClIEHDHYHH HHXHOWTOPH:

Ennoepemennara ynorpeda Ha Hakoako HCIIBC moxe na yBel4H pHCKa OT CTOMaUIHO-YPEBHH
93BY M KPbBOHTHB NOPaAH cHHEpruueH edekt. EnnospeMeHHaTa ynorpeba Ha nGynpodeH ¢
apyru HCIBC cneagosarento Tpabsa Aa ce u3barea (svx 1.4.4)

JHMrokcuy, QeHUTOUH W JIMTHH:

Ennorpemenuara ynorpeba Ha HypogeHn Excnec @opre U AUroKCHH, GEHHTOUH H JIMTHH MOXE 13
MOBHIUM TUIA3MEHHTE HHBA Ha TE€3H JIEKAPCTBEHH OPOAYKTH. [IpocnenapaHeTo Ha AMTOKCHHOBHTE,
(eHUTOMHOBHTE U JIUTHEBHTE HHBa B CEPYMA HE MOXE Ja ce Mpenopbya KaTo NpaBHio B CIIyUaHTe
Ha npaeunHa ynorpeba Ha Hypoden (Makcumym 4 qHu).

KopTHKOCTEPOMIH:
KopTHKOCTEpOMIUTE MOXKE A YBEJIHYAT PUCKA OT HEXENAaHH peaklyH, ocoDeHo B CTOMauIHo-
YpEBHHUA TPAKT (CTOMALTHO-YPEBHHU H3BH H KPbBOUMIUB) (BIDK T.4.3).

AHTHarperanTi ¥ CenekruBHH HHXHOUTOPH Ha 0OpaTHOTO 3aXBallaHE HA CEPOTOHHHA
[ToBHLUEH PUCK CTOMALIIHO-YPEBHH KPbBOHIIMBH (BIDK T.4.4).

AHTHKOary1ayTH:
HCIIBC mMoraT aa 3ackHnsT epekTa Ha aHTUKOaryJaHTH Kato Bapdapun (Buxk T.4.4).

[IpoGenuuma U CyIPHHITUPAZOH:

JlexapcTBeHHTE MPOAYKTH ChIBPXKALIY MPOOCHELMA H CYIQPHHITHPA30H MOraT Aa 3a0aBAaT
eKCKpeLHATa Ha HOYTpogdeH.

Ouypetuiid, ACE uHxuburop, 6era-Onokepd W aHTarOHMCTH Ha aHruoTeH3uH-11:

HCIIBC moxe na noHWxKaTt eekra Ha ANYPETHUUTE Y APYTH aHTHXHITEPTCH3IUBHH JIEKAPCTBEHH
npoaykTy. [Ipy HAKOU NalMEHTH ¢ KOMNpoMeTHpaHa Ob0peyHa QyHKUUS (JeXUAPATUPAHH WIH B
cTap4ecka Bb3pacT ¢ yBpeleHa Ob0peuHa QpyHKUMA) eTHOBPEMEHHOTO NpunoxeHue Ha ACE
MHXHOMTOPH, OeTa-OroKepu WY aHTarOHUCTH Ha aHTHOTEH3HH-1] ¢ nekapcTBa, KOMTO HHXHOMpAT
LMKJTOOKCUreHa3aTa MOXKeE J1a IOBENE 10 AONBIHHTENHO BiIolIaBaHe Ha Op0peunara GpyHxums,
BIUTIOUMTETHO ocTpa ObOpedHa HeAOCTATRYHOCT, KOeTO OOMKHOBEHO € 00paTuMo. ClieJOBaTEIHO
xomMOUHanyaTa TpSOBa na ce npHnara BHUMaTenHo, ocoOeHOo NMpH NMaldeHTH B CTapyecKa Bb3pacT.
MayuenTure TpAORa A3 Ca AACKBATHO XHAPATUPAHH U Na ce 0OMHUCAY HeoOX0AUMOCTTa OT
npocneaasane Ha ObOpeyHaTa QyHKLMA B HAYaN0TO Ha KOMOHHHPAHOTO JICYCHHE U NEPHOAUYHO
CJe/ TOBA.

Kanwnii cexpaHaBauly A1y PETHHH:
Ennospemennara ynorpeba Ha Hypoden Excrnpec dopre M KanHH cbXpaHAaBalii AWy pPETHLH

MOXKE Na A0BEIC NO XHUIIEPKAITHCMHUA.

MeToTpeKkcar:

[Mpunoxenuero Ha HypodeHd Exkcripec @opre a0 24 yaca npead M ciepn NpuiokeHHe Ha
METOTPEKCAT MOXE Aa AOBeJe N0 yBellHYEeHHE Ha TUTa3MECHHTE HHBA HA METOTPEKCAT M 3aCHIBaHe
Ha8 TOKCHMHHA MY €eKT.

LIMKTIOCTIOPHH:
PucksT oT 6B0peUHO YBpEkAaHE NPUUHHEHO OT UUKIOCIIOPHH € NOBHUIIEH NPH €
NPMIOKEHHE HA HAKOW HECTEPOUIHH MPHBOBBANATHTENIHH JIEKAPCTBEHH NPOAY
ce U3KIIOYH TaKbB eeKT NP KOMOHMHHPAHETO HA LHKIOCNIOPHH ¢ ubynpodeH

Taxponumyc:




PuckwT OT HqupOTGKCH‘{HOCT € [NOBHILCH NpH €JHOBPEMCHHA }’I'IGTPESH Ha ABaTa JICKapCTBCHH
NpoaykKTa.

3UIOBYAMH:

Kima nanHM 3a yBEeIHUEH PHCK OT XeMapTpo3H U xemaromu npu HIV(+) xemopunuuy, nekysanu
e THOBPEMEHHO ChC 3WJOBYAMH U uOynpodeH. PUCKBT OT XeMATONOrHYHA TOKCHYHOCT € NOBHIISH
npu eaHoBpemenHa ynorpeda Ha HCTIBC u 3uposyauH.

CynpoHRITYPEHHH:
Knuuuuny npoyuBaHud ca nokasanu Bianmogerncrsns mMexay HCIIBC u cyndonunypeiinm

nporHoaHabeTHYHH NeKapcTBa. Bhnpexy ve 10 MOMEHTa HsMa OIIMCaHH B3aMMOJEHCTBHS
Mexy HoynpodeH u cyndoHWTYpeillHH CpeCTRa, KaTo NpEANa3Ha MAPKA NPHU €lHOBPEMEHHATA
WM ynoTpeba ce NpenopbuBa fpocneAsBaHe Ha KPbBHO-3aXapHUTE HUBA.

XHHONOHOBY aHTHOHOTHLIM:

JlaHHY OT MpOY4YBaHHA BLPXY *KMBOTHH couaT, ye HCIIBC morat ja ysenduar pucka or
KOHBY/ICHH, CBBP3aHH ¢ XMHOAOHOBUTE aHTHOMOoTHLM. [TaumenTn npuemamu HCIIBC u
XHHOJIOHH MOXKE 114 Ca UTOKCHH HA MOBUIICH PUCK OT NOIBa HA KOHBYJICHH.

MudenpUcTOoH:
HCIIBC tps6Ba e na ce npunarar a0 8-12 aHu ciea npujioxkeHHe Ha MUPENPUCTOH, Thi KaTo
NnoHWwxkKapaT edpexra Ha MUPENPUCTOH.

Huxubutopn Ha CYP2C9:

EnnoBpemedHoTO npwioxkerue Ha udynpoded ¢ CYP2CY nuxuduropu Moxe Ja nopyinu
ekcnosuipaTa Ha ubynpodgeH (cyderpar Ha CYP2C9). Itpy eaHo npoyusaHe ¢ BOPHKOHA30/ U
¢nykonazon (CYP2C9 nuxuburopn) e nokazaHo 80-100% yerenuueHue Ha ekcriozuuuaTa Ha S(+)-
noynpoden. Heobxonumo € HamangsaHe Ha 1o3aTa Ha HOYNpogdeH Npu €AHOBPEMEHHOTO MY
npunoxeHne ¢ MOIHH CYP2C9 HHXHOHTOPH, 0cOOEHO KOraTO Ce RpHiIaraT BUCOKH N03H
HOynpodeH ¢ BOPHKOHA30J KK (PUIYKOHA3O0MN.

4.6. ©epranurer, OpeMEeAHOCT B KbpPMeEHE

bpeMeHHOCT

[ToTHCKaHETO Ha MPOCTarilaHAMHOBATA CUHTE3a MOXKe 1a MOBJIMAE HEOIaronpuaTHO
OpemMeHHoOCTTA WK eMOpro/deranHoTo paseuTHe. JJaHHUY OT ENMASMHOIOMHYHH IPOYyYBaHHUA
MOKA3BaT NOBUUIEH PHCK OT HEJOU3HOCBAHE M ChPACYHH Maa(pOpMalMH, U FacTPOLUH3NC CNE]
ynorpeba Ha MHXHOMTOpPH HA MPOCTArNaHAHHOBATA CHHTE3a B paHHa OpeMeHHOCT. AOCONFOTHHAT
PUCK OT ChpIIeYMHH MangopMalLuH € Oun noBKiueH oT no-Mainko ot 1% no okono 1.5%. Cuwura ce,
Yye PUCKDBT C€ MOBUILABA MTPH BUCOKHU N03U U MPOABHKHTENHO JICUEHUE.

[Tpy onKUTH C XKKUBOTHHU NPHIIOKEHHETO HA UHXMOUTOPH HA NMPOCTArNaHAHHOBATA CHHTE3a BOAH A0
npe- H NOCT-UMILIaHTAUMOHHA 3aryba u emOpno-{eraneH neranurer. OcBeH ToBa ce chobillaga 3a
NOBHIIEHA YECTOTa Ha BPOACHUTE MaJIpOPMALIMH, BKIIIOYMTENHO ChbPACYHO-CBAOBH, NTPH )KUBOTHH
NOJYYWid HHXHOHTOpH Ha NpoCTarjiaHgHHOBATA CHHTE3a 10 BpEME Ha OpraHoreHesara.

Ot 20-taTta ceamMuLa oT OpeMeHHOCTTa HaTaThK ynotpedara Ha ubynpodeH Moxke na MPUYMHH
OJIMFOXKAPAMHHOH B Pe3yJITaT Ha 6b0peyHa AUChYHKUHA Ha nioAa. ToBa MOXKE 1A ce Clly4H
CKOPO clie]l HA4aJIOTO Ha JIEYEHHETO H OOHKHOBEHO € 00paTHMO 11puU NpeycTaHOBABAHETO My. B
JIOITLJIHEHHE Ce ¢hoOlIlaBa 3a Cllyuan Ha KOHCTPHKLIMA HA AYKTYC apTepHO3YC cnejl JIEYeHUE BB
BTOPHS TPUMECTED, KaTO MOBEYETO ca paspelleHH Cilea NPeyCTAHOBABaHETO My. CneioBaTesiHO
noynpodeH He TpAOBa Ja ce U3NOJI3BA MPe3 ITbPBHA U BTOPHA TPUMECTHLP Ha Dpem et
OCBEH aKO He € KaTeropuuHo HeobxoanM. Ako HOYnpodeH ce H3NON3BA OT XKEHH,
OMMTBAT 14 3abpeMeHedT WK Npe3 MbPBUA W BTOPHA TPHMECTLP Ha OpeMeHHOC
1a Ob1e MAKCHMATHO HUCKA K NPOABLJDKATETHOCTTA HA JIeYEHUE Bb3MOXKHO Hal
Heobxoaumo e aa ce oOMHCIH NpeHaTanHO HabNnoAeHHE 3a OJIMTOXHAPAMHHOH
AYKTYC apTepHOo3yC clieq ujiarane Ha H0ynpogdeH B MPpOXBLIDKEHHE Ha HAKOJIKO




recTaloHHa ceaMuLia HataTeK. JledeHuero ¢ ubynpodet Tpsabaa Aa Gbae npeycTaHOBEHO NPU
HaIHYHE HA OJIMTOXHMAPAMHUOH H KOHCTPHKIIHA Ha OYKTYC apTepPHO3YC.

B nocneanoTo TpuMeceune Ha OpeMEHHOCTTa BCHUKH HHXHOWTOPH Ha NpocTariaHaHHOBaTa
CHHTE3d MOTAT Ja U3JIOXKAT Ha PHCK:
e [IlnopaoTt:
O KapavOMHONATUA (NMPEeKICBPEMEHHA KOHCTPUKLINA/3ATBAPAHE HA heTATHUA
ductus arteriosus u DenoapoOHa XHUNEPTEH3NA);
o OBnOpeyHa AMCHYHKLMA, KOSTO MOXE Aa nporpecupa Ao oubpeuna
HEAOCTATHUYHOCT ¢ OJIMFOXHAPAMHHUOH (BWOKTE NO-rope);

¢ MailikaTa 4 HOBOPOJEHOTO B Kpas Ha OpeMeHHOCTTa, OT:
O BB3MOXHO YAB/DK4ABaHE HA BPEMETO Ha KbPBEHE, aHTH-arperaHrer edexr, KOUTo
MOXe Aa ce Habnroaara JOpH B MHOTO HUCKH JIO3M;
O TMOTHUCKAHE HA MATOYHHTE KOHTPaKLKH Y 3a0aBEHO WM YIBKEHO PaXK/aaHe.

CnenoparenHo HOYNpogeH € NPOTUBONOKA3AH Npe3 NOCASAHOTO TPHMECEUHE Ha OpeMeHHOCTTA.

Knpmede:

U6ynpoden u HeroBHTe MeTabOIUTH MPEMUHABAT B HUCKH KOJIMYECTBA B KbpMaTa. JIo MOMeHTa
HE Ca W3BECTHHU BPEAHH €(PeKTH BLPXY KbPMAYeTo, NOopaJH KOeTOo OOMKHOBEHO He Ce Hanara
NPEYCTAHOBABAHE HA KbPMEHETO NIPH KPaTKOCPOUHO jieueHHe Ha O0/Ka u TemniepaTypa B
NpenopbsYBaHUTE JO3H.

DEePTUANTET:

HMMa y3BEeCTHH JaHHH, 4e JIEKapCTBATa, KOUTO HHXHOHpAT LIMKAO-
OKCHIeHa3HaTa/MpoCTarlaHAKHOBA CHHTE3a MOXKE 1a MMPEANU3BUKAT YBPEXAAHE HA KECHCKHA
GepTHIUTET Upe3 BH3JEHCTBHE BHPXY OBYJaLMATa. To3u edekT e oOpaTM clie] npekpaTaBaHe Ha
nevyeHneTo (Bvx 1.4.4).

4.7. E¢pexTn Bupxy cnocoOBOCTTA 32 Mo HpaHe H paboTa ¢ MAIIHHH

[Topanu BL3MOXKHH HEXEJAHH PEeaKkLiMM KATO yMOpa H CbHIIMBOCT NpH ynotpebara Ha ubynpoden
TpsaOBa /1a ce n30area wodupaHeTo u paborara ¢ mamvHKH. EqHOXpaTHOTO npunoxeHUe WK
KpaTkocpoyHa ynorpeda Ha ubynpodeH oOMKHOBEHO HE Hajlara npeAnpyeMase Ha CrieIHaIHH
npeAna3zHd MEpPKK. Tosa ce OTHACH B MO-rojiiMa CTEMeH A0 KOMOHHUPAHETO HA MPOOYKTA C
anKoxou,

4.8. Hexe1aHH JIeKAPCTBEHH peaKnRA

CnucCeK Ha CJICAHHTE HOXENAHH peaklHH BKIOYBA BCUMKH HEXeTaHH PeaKiHH Ha0MI0NaBaHH B
X0Aa Ha neyeHue ¢ udbyrpodeH, BRIIIOUHTEMTHO U C BUCOKH J03H NPH ABIFOCPOYHO JICUEHHE NPH
NauMeHTH ¢ peBMaTH3BM. [locoueHaTa yecToTa Ha HEKENIAHUTE PpeakLMy, B TOBA HUCJIO U Ta3H
KOATO HAJAXBBP/IA MHOIO PEAKHTE ChOOLIEHHS, C€ OTHACA 32 KPATKOCPOYHO JICYEHHE B IHEBHH
D034 10 MakcHMyM 1200 mg 3a nepopanuute dpopmu U Mmakcumym 1800 mg 3a cynosutopumre.

Crneauure HEXENaHU NEKapCTBEHH peakUMK ca MPEIUMHO J030-3aBHCUMH C HHTEPHHIWBHIYAIHA
BapHaOMITHOCT.

Haii-uyecTHTe HEeXXenaHH peaklLiy ¢a ¢ XapaKTep Ha CTOMAIIHO-YPEBHH HapylleHus. Moxe aa ce
NOSABH NENTHYHA A3Ba, Nephopalius UAH CTOMALIHO-YPEBHUA KPBBOH3/IUBH NTOHAKOT

dbnarynenums, KOHCTHNIALMA, AUCTIENICHA, KOpeMHa Donka, MeJieHa, XeMaTeMe
yJILepO3eH CTOMATHUT H obocTpaHe Ha konuT U donecT Ha KpoH (Bux T.4.4).
HabnrogaBaH racTpuT. PUCKLT OT NOABA HA CTOMALIHO-YPEBHH KPBBOH3NTHBY
NO30BUTE I'PAHULIK K NMPOABIDKUTENHOCTTA HA ynorpeba.



Coobluara ce 3a eneM, XMIEPTOHUA KM ChPRCYHA HEAOCTATLYHOCT BbB BPb3Ka C JIEYEHHE C
HCIIBC.

KnuHuuHMTE Npoy4YBaHKs NOKa3Bar, vye ynorpebara Ha uOynpodeH, ocobeHo BB BUCOKM A03H
(2400 mg/neH) MoXe 1a C€ CBBLPKE C JIEKO YBENWYEH PUCK OT apTEPUAITHU-TPOMOOTHYHH CHOUTHS
(Hanp. MyUoKapaeH HHGAPKT UK UHCYINIT) (BHXK T.4.4).

CpobuiaBaT ce peakuy Ha CBpbXYYBCTBUTEAHOCT. Te MOXE [a C€ ChbCTOAT OT:

(a) He-CneUH(HYHH aNEepruvyHU peakLiuu U aHapunakcus.

(b) noBHlleHa PpEAKTHBHOCT HA AMXATE/THATA CHCTEMA, HAlIPMMEP acTMa, BJIOLIABAHE HA aCTMA,
OpoHX0CNa3bLM U AHCNHES.

(C) pazlIMUHM KOXKHH peaKLiiH, HanpuMmep O0OpUBH, NMPYPHTYC, YPTHKAPUS, AHMHOEIEM H NO-PROKO
Oyno3Hn nepMaTo3H (BKIIOYHTENHO eNMHAEPMallHa HEKPOW3a U €EpUTEMA MYITHROPME).

[TaumedTHTe Aa c€ HHCTPYKTHPAT B TAKHBA ClTyvaH Ja MHQOpMHUpAT Nekapsa cH HezabaBHO H Ja
npeycTaHoBAT ynoTpedara Ha Hypogen Ekcnpec ®opre.

Tpabea aa ce orbenexu, ye B OTAETHUTE IPyIH 10 HECTOTA HEXKENAHHUTE peaklMy ca NPeACTaBeHH
B HU3XOAALI pell CHOPE] CTENEHTa HA CEPUO3HOCT:

Muoro uectu (21/10)

Yecth (21/100 to <1/10)

Heuectn (=1/1,000 to <1/100)

Penxu (=1/10,000 to <1/1,000)

Misoro peaxu (<1/10,000)

HeuspectHa (He Moxke N1a Obae onpeneneHa oT HATUMHUTE JaHHH)

Hadexnru H aadecTannn:

MHoro peaku: JloknaapaHo € obocTpsaHE HA Bb3NAICHKHA, CBBP3aHi ¢ MHPEeKIMa (Hanp. pa3BUTHE
Ha HEKPOTH3Hpall (GaclMUT), ChBNaAAIM Mo BpeMe ¢ ynoTrpebaTa Ha HECTEPOHAHH
NPOTHBOBB3MATIUTENTHH JIEKAPCTBEHH NMPOAYKTH. TOBa BEPOATHO € CBBP3aHO C MEXaHH3Ma Ha
AEHCTBHE HA HECTEPOUIHHUTE MPOTHBOBBLINANUTEAHH JEKAPCTBEHH MPOIYKTH.

Axo no speme Ha ynotpedara Ha Hypoden Excripec QopTe c€ MOABAT WIIH BAOLIAT CHMITTOMUTE
Ha MH}eKUUA, ce MpenopbUuBa NaLMEeHTUTE He3abaBHO Aa ce 0OBpPHAT KbM Jiekap. Tpa0Ba na ce
npeLeHH HeoOXOAUMOCTTa OT aHTH-HHPEKLHO3HO/aHTUOHOTHYHO JICUEHHE,

HabGnioaaBaHu ca CHMIITOMM Ha aceNTHYEH MEHMHIHT, KaTO BPaTHA PUrHAHOCT, rmaBoboue,
rajeHe, fMoBpbUIaHE, MOBHINECHA TEMIIEpATYPa, HAPYLUCHO CH3HAHME MO BpEeME Ha ynortpeda Ha
ubynpodgeH. [laLnHeHTH CBbC CHIIECTBYBALUH ABTO-UMYHHH 3a00N1s1BaHuA (CHCTEMEH JIYNTYC
ECPUTEMATO3Y3, CMECEHA ChCAUHHUTENIHO-ThKaHHA 00€CT) H3rNeXaa ca NpeaApasnoloKeHH.

Hapymenns Ha KPbLBTA B JAMGMHATA CHCTEMA:
MHoro peaku: HapyineHns Ba xeMonoesara (aHeMHuA, JIEBKOTIEHHA, TPOMOOLIMTONEHHA,
NaHUMTONEHH, arpaHyaoundTo3a). [TepBuTe NpUsHauM MOXe Aa ca NOBULUEHA TEMNEPaTYpa,
BHL3MNANIEHO MBPJIO, MOBBPXHOCTHH A3BH B YCTATa, NOJOOHK HA I'PUIT CHMITTOMH, CHITHO YYBCTBO HA
H3TOLLICHUE, KbPBEHE OT HOCA H KoxKaTa. [laliHeHTHTE Aa ce HHCTPYKTHPAT B TAKHBA CITy4YaH
He3a0aBHO Na NPeYCTAHOBRAT ynoTpebara, Ja HE ce CaMOJIEKYBAT ¢ aHAJITETHLIM MITH
AHTHIMPETHUM U 14 C€ KOHCYJITHpAT ¢ Jiekap.

[Tpu npoabmkUTenHO NeyeHne TpadBa aa ce nposepsaba peaosHo [TKK.
Hapymenns Ha HMYHHATA CHCTEMA (CBPLXIYBCTBHTE/IHOCT):

HeuecTu: Peakiiyii Ha CBPBXYYBCTBUTEAHOCT C YPTHKapHs U cupbe, K
acTMa (MOHAKOra ¢ MOHHXXABAHE HA KPBBHOTO HAJIATAHE).




MHoro penku: Texxku obiM peakLiy Ha CBPbXYYBCTBUTENHOCT, H3PA3ABALUM C€ C OTOK Ha
JIMLIETO, €3MKA H JIAPHHKCA, 3a0yX, TAXWKApAUA, NOHMKEHO KpbBHO HansraHe (aHapunakcus,
aHrHoeAeMa IWIH TEXbK LIOK).

ObocTpsiHe Ha aCTMa ¥ OPOHXOCIIA3BM.

IIcHXHYHH HAPYIICHHSN:
Muoro peaku: ITCHXOTHYHY peaKLdH, ACTIPECH.

HapymeHAf Ha HEPBHATA CHCTEMA:

Heuecty: HapymeHnus Ha LieHTpasHaTa HEPBHA CHCTEMA KaTo riiapobonue, 3aMasHoCT, Oe3cbHHMe,
Bb30Yyaa, pa3apa3sHUTETHOCT WIH YMOpa.

Hapymennas AHa O9HTE:

HeuecTu: HapyiieHo speHHue.

Hapymenus Ha yxo10 H JafmpHBETA:
Peaxu: Lllym B yluuTe, HApYLWIEHHA B CITyXa.

Chpaeuss HapylIeHns:
Muoro peaku: [MTannuraumu, ChbpaeuHa HEAOCTATBYHOCT, HHQAPKT Ha MHOKapaa.
C HeuspecTHa yecrota: CHHAPOM Ha Kounis

CbI0BH HAPYIIECHHA:
MHOro peaku: ApTepHanHa XHINepTOoHHA, BACKYNHT .

CroMamHO-YpeBHH HAPYIICHUA:

Yectu: CTOMALIHO-YPEBHH Pa3CTPOICTBA, KATO AUCNENCHA, NMHPO3UC, KopeMHa Oolka, raaese,
NOBPBUIAHE, METEOPU3IBM, JHAPHA, 38M1EK H ¢1a00 CTOMAIIHO-UYPEBHO KLPBEHE, KOETO ITO
M3KJIOUCHHE MOXE J1a AOBEJE 4O AHEMHA.

HeuyecTn: CTomMallHO-4pEBHY A3BH, NOHAKOTA ¢ NeppopaLus ¥ CTOMALIHO-YPEBHO KbPBEHE.
YnueposeH ¢cToMaTtuT, 000CcTpsAHE Ha KOMUT U Oonect Ha KpoH (Brk 1.4.4), racTpmr.

Muoro peaxu: Ezodarur, naHkpeatut, oOpa3yBaHe Ha HHTECTUHAIHH CTPHKTYPH, NOAOOHHK Ha
nxadparma. [TanuenTuTe Aa ce MHCTPYKTHUpAT Ja ce O0BPHAT KBM JIeKap He3a0aBHO NpPH M10sABATA
Ha CWIHa 60JIKa B rOpHATa 4acT Ha KOpEMa, KakTo H NpH MoABaTa Ha MeJIeHa WK XeMaTeMesa.,

XenaTo-ORAHAPHH HAPYHICHHD:
Muoro penxu: Hapyienue Ha yeproapoOHarta QyHKUKA, YepHOApOoOHO yBpexaaHe, 0CODEHO npH
NPOADKHTENHO NPUWIMKEHHE, YepHOAPOOHA HEAOCTATHLYHOCT, OCTBP XEIaTuT.

HapyleHns HA KOXKATA H NOAK0KHATA THKAH:

Heuectu: PaznuuHu KOXHHA 0OpHBH

MHoro peaku: Texkn koxxHH Hexxenanu peakuun (SCAR) (BunountenHo epurema Myntugopme,
ekcoNMaTUBEH IEPMATHT, CHHAPOM Ha Stevens-Johnson ¥ TOKCHYHA enuICpMaliHa HEKPOIH3a),
ajoneuus. B oTaenHu coydau no BpeMe Ha BapULIEsia MOraT 2a ce NMOABAT TEXKH HHPEKIHMH Ha
KOXKATA H MOJKOXKHH yenoxHenns (Buxk "HHdpekuun 1 napasurosn’)

C Hem3BecTHa yecToTa: JIeKapcTReHa peakuusa ¢ €O3MHOMHIIHA H CHCTEMHH CHMITTOMH (DRESS
CHHAPOM),

OcTpa redepain3znpana ex3aHTemarossa nycrynosa (AGEP).

Peakupu Ha (hOTOUYBCTBUTEMHOCT.

Hapymenns ra 0b0pennTe H NHKOYHATE NBTHILA:

Penxy: Yepexaane Ha Op0pedHaTa ThbKaH (NanuiapHa HeKpo3a) H yBelH
NMUKOYHA KMCEJIMHA B KPbBTA MOTaT ChILO PAAKO Ja ce NOABAT. [loBuilieH
KHCENINHA B KPBBTA.




MHoro peaku: [Tosgea Ha oTOUM, OCOOEHO MPH NALMEHTH C apTepPHATHA XHIICPTOHHUA WIH
6BOpeyna HenocTaTHUHOCT, HEPPOTHIEH CUHAPOM, HHTEPCTHLIHANEH HEDPHT, KOWTO MOXe J1a
6bae npuapyx)eH ot ocrpa OuOpeuna HeaocTaTbuHOCT. bBOpeuHaTa PyHkiMa TpadBa 1a ce
H3CNEABA PEAOBHO.

Hachenpanng
Penxu: IToHywxeHy HUBA HA XeMOTJIO0OHHA.

Crolbpiapane HA NOAOIHPAHM HEXKEIAHH JTEKADPCTBEHH DEAKIIME

CboblaBaneTo Ha NOAO3HUPaHH HEXeENaHHU NIEKapCTBEHHU pPeakUMK Ciell pa3peliaBaHe 3a ynorpeda
Ha NEKAPCTBEHUS MPOAYKT € BAXHO. TOBa MO3BOJIARA Aa MPOAL/DKH HAOMOASHHETO Ha
CBOTHOILLIEHHETO M0J13a/PUCK HA JICKAPCTBEHHUA IMPOAYKT. OT MEeIULIMHCKHTE CNIELIHATIUCTH Ce
M3HCKBA 14 ChOOLLABAT BCAKA MOAO3HPAHA HEXEJaHA peaKLUHs Ypes:

HamrbiHUTENHA areHiMa 10 1eKapCTBaTa

Cotpua 1303, yn. “JlamsH I'pyes” 8

Tel: +359 2 8903417

yebcaiiT: www.bda.bg

4.9. IIpeposupane

[1py BB3pacTHM U MOAPACTBALIY 3aBUCUMOCTTA HA CHMITTOMHTE OT [03aTa HE € ACHA.
ETMMHHALHOHHMAT [MONYXKMBOTBT MPH Nnpeao3upane ¢ 1.5-3 uaca.

CaMOTOMH NpH OpeAO3HPAHE:

[loBe4eTO NAUMEHTH NPHEH KIWHUYHO 3HaUMMK KonnuecTsa HCTIBC passupat Hali-MHoro
razicHe, NOBpbLIAHE, CNHracTpalia 00ska wiu no-paaxko anapus. Bb3MOXKHH ca 1IyM B YIIIHTE,
rnaBoOOHE H KbpPBEHE OT CTOMALIHO-4YpeBHUS TPAKT. [IpH no-cepro3HH OTpaBIHHS MOXE /1a Ce
HaOoAaBar HapyLleHUs OT CTPaHa Ha UCHTPAaJIHaTa HEPBHA CHCTEMA, H3pa3sBallH CE B
3aMastHOCT, MOHAKOra Bb30y/a H AesopueHTauus WK koMa. [lonakora ce HabaogaBaT repyoBe.
[IpoasmxuTennata ynorpeba Ha IO-BUCOKH 103K OT TIPENOPbUYUTENHUTE WIH NPefo3HpaHe MOXeE
na nosene no 6u6peyHa TyOynHa auuaosa U xunokanuemus. [Ipn cepuosuu oTpasgHus Moxe Ja
ce Habmopaea MeTabonuTHA aLMAO3a M YbiKaBaHe Ha npoTpoMOHHOBO BpeMe/INR cBbp3aHO
BEPOSTHO C HaMeca BbB (PYHKLHHTE Ha LUPKYIHpalqUTe GakTOpH Ha KPHBOCHCHPBAHETO.

Moxe aa ce Habmogaea 60pevHa HeAOCTATHLYHOCT H YBPEXKAAHE HA YEPHHA Apo0. BB3MOxHO €
0oboCTpAHE HA aCTMATa NMPU ACTMATHLIH,

TepanesrUydHd MEPKHM IIPH MPEAO3HPAHE

JleyenreTo TpAdGBa na OBAEC CUMITTOMATUHHO M NOAOLPAKALIO KaTo BKJIIOURA MONAbPIKAHE
NPOXOAUMOCTTA HA AMXATSIIHUTE MbTHLIA ¥ MOHUTOPUPAHE HA ChPASHHHUTE U )KH3HEHH
noKazaTeny 10 crabunusnpaHero. Jlo eIuH vac cnen npueM Ha NOTEHLUHATHO TOKCHYHO
KOJTHYECTBO MOXKE Ja CE ITPHJIOXKH aKTHBEH BbIJieH. UecTUTe U NpOaB/DKUTENHH KOHBYJICHH
TpAOBA 1a CE€ TpEeTUPAT C HHTPaBEHO3€H AHa3enaM WiH jiopa3enam. [Ipu actMa ce npunarar
OpoHXOAWIATATOPH.

Hsma cneumndrueH aHTHAOT.

5. ODAPMAKOJOI'MYHHU CBOHCTBA

S.1. ®apMakoAHHAMHYIHHA CBOHCTBA

Dapmaxomepaneemuyra epyna: [IpOTHBOBB3NANKHTEIHM K AHTHPEBMATHYHH NPOAYKTH —
HECTEPOMAHH; ACPHBATH Ha NPONMOHOBATA KHCEIHHA

ATC xon: MO1A EO]



temniepatypara. OcseH ToBa HoynpodeH obpatumo uHxHOupa AT®- u xonareH-WHIyLMpaHaTa
arperania Ha TPOMOOLIUTH.

ExcnepdMeHTaNHH JaHHH [TOKa3BaT, 4e uGynpogeH MOXKe KOHKYPEHTHO Aa NOTUCHE edekra Ha
HUCKHTE JO3H ALECTUICATHLILIOBA KHCEIHHE BBPXY TpoMOOLIMTHATA arperauus, Koraro ce
npueMar eanospemeHHo. Hakon papmakogHHaMHYHK NPOYUBAHHA TTOKA3BAT, HC KOTaTO
envHH4HA 1o3a ubynpoden 400 mg e npHeTa B paMKuUTe Ha § Yaca NPEAH Wi 30 MHHYTH cliel
1032 oT 81 mg alLETUWICATHUIIOBA KACCHHA C HETIOCPEACTBCHO ocBoboXIaBaHe, ce Habmo/1aBa
NOHKKEH eEKT Ha ALECTWICANHUMAOBA KHCEIHHA BBPXY oGpa3yBaHeTo Ha TpoMOOKCaH 3a
TpomGouMTHaTa arperauus. BeIpekH, Y€ HMa HECUTyPHOCT IpK EKCTPanoJIMPAHETO Ha TE3H
aHHY OT KIMHHYHH CJTy4au, He MOXe Ja 6b/i€ H3KTIOUEH BB3MOXKHOCTTA, HE NIpH peIOBHATA,
IpOAB/IKMTENHA ynioTpeba Ha MOynpodeH MOXKe 1a ce HaMalln KapAHOTPOTEKTHBHHA e(eKT Ha
HUCKHM [O3H aLETWICATMLMAOBA KHeenuHa, He ce ovakBa KITHHHYHO 3HAYUM edext npH

HepeaoBHa ynoTpeGaTa Ha uGynpodeH (BHX T.4.3).

5.2. DapMakoOKAHETHYHA CBOHCTBA

Cnen nepopanHo NpuioxkeHue ubynpogex ce pe3opOupa YaCTHYHO B CTOMaXa W HAaMlBJHO B
THHKHTE 4EPBa.

Cnen MeTabonuaupaHe B YepHUA Apod (XHAPOKCHIHpAHE, kapOOKCHIMpaHe H KOHIOTallks),
$hapMaKoNOrH4HO aKTUBHHTE METAOOIHTH Ce SAUMHHHPAT HAITBJIHO, OCHOBHO upe3 6bOpeLUTe
(90%) 1 OT YacTH Npe3 K TbUKaTa. ENMMMHHAIMOHHUAT MOMYXUBOT IpH 3paBy HHAHUBHUIH TIPH
TakuBa ¢ GLOpeUHH H uepHOAPOoOHY 3abonsaBaHKs € 1.8 — 3.5 waca, CBEBP3BAHETO ¢ TTa3MEHHTE
MPOTEUHH € OKOJIO 99%.

MaKkCHMAaTHM TUTa3MeHH KOHLEHTpalMK Ha ubynpodes ce A0CTHraT THIUYHO 33 1-2 yaca cnen
nepopajcH nNpxeM Ha OOUKHOBEHH TabICTKHU ubynpoden. Crell nepopaneH NpHeEM HOynpodeHsT
ce pe3opOupa 6Bp30 Npe3 raCTPOMHTECTHHANRHNA TPAKT. [1pn enHO papMaKOKHHETHHHO
npoyusane (R07-1009), spemeTo 3a 0CTUraHE Ha NMHKOBH IUIa3MEHH koHueHTpauun (median Tmax
) Ha raAHO 33 N6yNpodeH KUCeIMHHA OOMKHOBEHH tabnerky ¢ 6uno 90 MUHYTH B CpaBHEHHE C
40 muuyTH 32 HypodeH MEKH Kancyn. N6ynpodeH ce OTKpHBA B Njia3MaTa noBetie 0T 8 gaca
cnea npunoxenue Ha Hypoden Excripec dopre.

5.3. IIpeAk/IAHEYHA XAHHH 332 0e300ACHOCT

[pu eKcriepUMEHTH ¢ XKHBOTHH CyOXpOHHYHATA H XPOHH'IHA TOKCHYIHOCT Ha ubynpodex e dina
HaGMIonaBaHa KaTo Ne3HH M YJlepaluuHd Ha TaCTPOMHTECTHHANHUA TPAKT. Ho6ynpodeH He e
[I0Ka3a/1 MyTareHeH oTeHLMan npH in vifro W in vivo npoy4BaHus. He ¢ foka3zan kapI\MHOI€HEH
noTeHHuan Ha ubynpodeH npH NpoyYBaHUs BbPXY IUIXOBE H MHUIIKH. H6ynpoden e nosen Ao
NOTHCKAHE Ha OBYJALMATA MPH 3aiLid, KAKTO H A0 HApYIICHA MMIUIAHTALHA TIPH PA3IHYHH
SKABOTMHCKM BUAOBE (3aiilid, TUTbXOBEe U MHLIKH). EXCiepUMEHTANHHN NPOYHBAHHA Ca JOKA3AIH,
ye nOynpodeH MpeMHUHABA Npe3 MIALEHTATa, B TOKCHHH 33 maiiKaTa 1034 U ce Habmonaea
OBHMIlIEHA YECTOTa Ha BpoAcHUTE MandopMaLMK (Hanpumep nedekTH Ha MEeXTyKaMepHaTa
nperpaga). [Ipyn excnepuMeHTH € XKMBOTHH € vabmonasaso, e ynorpebara Ha HCIIBC
HOTHCKALH MPOCTArAHIMHOBATA CHHTE3a, MOXe A NOBUILK YECTOTAaTa Ha NOTHCHATH MATOHH
KOHTPAKLMH K 3a0aBEHO WM YBDKEHO paXaaHe.

6. OAPMAIIEBTAYHH JJAHHHU

6.1. CoHCLK HA MOMOIMHATE BEIIECTBA

CeplLeBHHA:
Makporon 600

KanueB XUAPOKCH/L,
[IpeuncreHa BoJa




Kancynna o0BHBKA:
KenaTuH

Copbuton TeueH (E 420)
Flonco 4R (E 124)

MacThno:

[TponuneH rmyxon
TuravoB auokcug (E 171)
Xumnpomenosa (E 464)

[TpoussoacTBeHu 10DaBKH
Tpurnuueprnay (CpeAHOBEPIDKHH)
JleuntuH (E 322)

6.2. HechBMECTHAMOCTH
He e npunoxxumo

6.3. Cpokx na roamoct
2 TOAMHHU
6.4. Coenuaniu ycJiOBHS 38 ChXpaHEeHHE

Jla ce cexpansiBa noa 25°C. Jla ce chxpanasa B OpUrHHAJIHATA ONAKOBKA, 34 Aa e Mpeanasy ot
pJiara.

6.5. /lannn 3a onakoBKATA

Baucrep ot 6an Henpospades PVC/PVAC anymunnero donuo. Beexu Onucrep Moxe fa ChabpiKa
no2, 4,668, 10, 12, 16, 20, 24, 30, 40 unu 50 Mekd Kancynu.
bnucrepure ca nOoCTaBEHH B KAPTOHEHA KYTHA.

He BCcHukH rojleMHHH H& ONMAKOBKHTE MOXKE Ja C€ npoAaBar.

6.6. Cuenuannd npeaAna3Hd MEePKH 32 H3XBLJIAHE
HsMa crnietiManHH U3IUCKBAHWA.

7. IMPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Reckitt Benckiser (Romania) S.R.L.
48 Iancu de Hunedoara Boulevard, Building Crystal Tower

11th Floor, District 1, Bucharest, Pymbuus

8. HOMEP HA PAIPEINEHHUETO 3A YIIOTPEBA
Per. No 20120227

9. JATA HA ITBPBOTO PA3ZPEIIIABAHE / IIOJJTHOBABAHE HA PA3SPEIIIEHHUETO
3A YIIOTPEDBA:
maii, 2012

10. JATA HA AKTYAJIMZAPAHE HA TEKCTA
arpuia, 2025
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