KPATKA XAPAKTEPUCTHKA HA MNPOAYKTA

1. UME HA JIEKAPCTBEHMUAT ITPOJAYKT

Hypoden Excnipec @opre 400 mg kancyJiu, MEKH
Nurofen Express Forte 400 mg capsules, soft

2. KAYECTBEH 4 KOJIMYECTBEH ChCTAB A A0 0L}
Beska kancyna cbabpxka UOynpoden (Ibuprofen) 400 mg 6 2O 7—)7 {9 -4
[ToMOlI{HM BELIECTBA C U3BECTHO JEHCTBHE :

Copburon (E 420) 36,6 mg/karicyna

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

3a MBJIHKA CITUCHK HA MOMOLIHKTE BELIECTBA BHKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Kancyna, Mmeka
YepseHa, oBajiHa, Npo3payHa MeKa KeJlJaTUHOBa karicyia, ¢ nevat “Nurofen™ B 6su10.

4. K/IMHWUYHU JAHHHU

4.1. TepaneBTHYHH NOKA3ZAHHA

To3u nekapcTBeH NMPOAYKT € MoKa3aH 3a KpaTKOCPOYHO CUMITTOMATHYHO JIEYEHHE Ha JieKa 110
ymepeHa 0oJika npu riiaBodonue, MeHcTpyaiHu 001ky, 3000014 TeMniepaTypa ¥ 00JIKa CBbpP3aHH

C NPOCTY/IHU CHCTOSIHUS MIPU BB3PACTHH, Aena U oHowH ¢ Teryio Haa 40 kg (Ha v Haa 12 roaminHa
Bb3pacT).

4.2. 103MpOBKA H HAYHH HA NPHJIOKEHHE
Camo 3a kpaTkoTpaiiHa yrnorpeoa.

Jlo3upoBka

He>xxenanuTe peakiuy Morar aa Obar cBeJieHH 10 MUHUMYM 4pe3 ynorpeda Ha Hal-HUCKaTa
e(heKTHBHA /1034 3a Bb3MOXKHO Hal-KpaTKo Bpeme, He0OXOIMMO 3a OBJIa/ISIBAaHE HA CHMITTOMUTE
(BUXK T.4.4).

Bb3pacThu, neua v oHouHM ¢ Terno Haa 40 kg (Ha 1 Haa 12 roauiuHa Be3pacr):

Hauyanna j103a, €1Ha KancyJia npuera ¢ Boaa. Ciie/1 ToBa ako € He00X0/1MMO, 110 €/1Ha KaricyJia
rnpe3 uHTEpBaJ oT 6 yaca. /la He ce HaaBUInaBa obwa no3a ot 3 kancyu (1200 mg ubynpogen) 3a
24 yaca.

AKO NpPH IOHOLLK TO3HU JIEKAPCTBEH NPOAYKT € HEOOXOAUMO J1a C€ U3MOJI3Ba 3a MoBeYe OT 3 JIHH
WJIM CHMNITOMMTE C€ BJIOLIAT, TPAOBA /1a C€ KOHCYJITHpATE C JieKap.

AKO NpH Bb3paCTHH TO3M NMPOAYKT € He0OXOAMMO J1a ce M3I0JI3Ba 3a MoBeYe OT 3 JIHH 3a
TEeMIiepaTypa U noseue ot 4 JiHM 3a leyeHre Ha 00JIka UM aKO CUMIITOMHUTE C€ BJIOLL
NalMeHThT TPIOBA 1a ce KOHCYJITHPA C JIEKap.

Hauanoro Ha nedicrsue Ha Hypoden Excnpec @opre Moxke na 6bae 3abaBeHo,
BeJHAra cjiel XxpaHeHe. AKO ToBa ce ciiy4a He TpsOBa aa ce npuema Hypogen



[10-BHCOK2 OT MPENopbYBaHaTa B T.4.2 1032 UK JOKATO Ce JOCTUrHE KOPEKTHHA HHTEpPRa Ha
A03KpaHe.

CrhnensajHu rpyis NanHeHTH

{laiiMeHTH B CTapuyecka BL3pacT:
He ca HeobOxonum#y cnietuanHy Moaudukaliu Ha ao3upoekara. [lopaau npoduna Ha HexenaHH

peakuud (BHXK T.4.4) ce npenopb4Ba BHUMATENHO HabmoaeHHe Ha MalMeHTHTE B CTapuecka
BBL3PAcT.

bubpeyHa HEAOCTATHYHOCT:
He e reobxoauMo NOHWKABAHE HA 03aTa MPH JICKO A0 YMEPEHO HapylneHye Ha 6L0peuHara
¢yHKUHMA (32 NALUEHTH ¢ Texkka ObOpeuHa HEJOCTATHUHOCT BHK T. 4.3).

YepHoapoObHa HEAOCTATBYHOCT (BHXK T.5.2):
He e HeoOX0AMMO NOHMWKAaBaHE Ha A03aTa [IPH JIEKO A0 YMEPEHO HapyLIeHHUE Ha YepHOApodHaTa
dyHKIHA (38 NALHUEHTH C TEXKA YepHOAPOOHA HEAOCTATEYHOCT BUXK T. 4.3).

ﬂega H IOHOILLIH.

3a NPUJIOKEHUETO MPH A€Lia U IOHOIIHU BIDK CbIHO T. 4.3

HauuH Ha NpHNOKEHHUE

3a nepopanno npunoxkenue. Kancynure He tpabsa ga ce AbBYar.

[IpenopbyBa ce NaLHeHTUTE ¢ YyBCTBUTENEH cTOMaxX 1a npyuematr Hypoden Excnpec Popre no
BpEeME Ha XpaHECHE.

4.3. lIporABOoNOKA3aHAL

o (CBpBbXYYBCTBUTEIHOCT KbM HOYNpOdeH WIH KbM HAKOE OT NOMOILIHHTE BELLECTBA
NOCO4YEeHH B TOYKA 6.1.

o TlaumeHTH C aHAMHE34a 3a PEAKLMHK HA CBPBXYYBCTBHUTENHOCT (HAMp. HpoHxocnasobm,
acTMa, PUHHUT, aHTHOSACM HJIH YPTHKApHA), CBLP3aHH C MPHEM Ha alleTHICANHLIOBA

KUCEJIHHA WIH APYTH HECTEPOHIHH NPOTHBOBBL3NANKTENHH JEKAPCTBEHH MPOAYKTH
(HCIIBC).

o JlauueHTH ¢ aHAMHE3A 3a CTOMALIHO-YpeBHA NepdopaLya UIH KPBBOM3IMB, CBBP3aHH ¢
ynotpeba Ha HCIIBC.

¢ [laumeHTH ¢ aKTHBHA WIH aHAMHE3a 32 PeLMUBHpAlla NTENTHYHA 93Ba/KPbBOM3NMB (1Ba
WK NToBeY€e OTYETNHBH €MH30a Ha 0KA3aHa YJLICPaLMs WIH KbPBEHE),

o [lanueHTH ¢ TEKKA YepHOAPOOHA HEAOCTATHYHOCT, TEXKKA OBOpeUHa HEAOCTATBYHOCT HWITH
TEXKA ChPACHHA He10CTaThYHOCT, Knac IV no NYHA (Brwxk 1.4.4).

e [lauueHTH ¢ UepeOpPOBACKYIAPDHA WM APYTH AKTUBHH KPbBOH3JIMBH.

e [lauHeHTH C HEU3ACHEHH XEMOMOETHYHH HAapYUICHHA.

HEQOCTATbYCH NIPUEM HA TCUHOCTH ).

¢ [IporuBOnoka3saH € pe3 MocAeIHUA TPHMECTLD Ha OpeMEHHOC




e [Ouomwmu ¢ TenecHo Terno noxa 40 kg wim aeua Ha BL3pacT nod 12 rogyHH.

4.4. CoenHaJHA NPECAYNPEKICHAN ¥ CHICNHAJIHE MEPKH IPH ynoTpeda

Hexenannre peakiiud Morat Aa ObpAaT CBEACHH 10 MEHUMYM 4pe3 ynoTpeda Ha Hal-HHUCKaTa
eeKTHBHA 1034 32 Bb3MOXXHO HRH-KPATKO BpeMe, HEOOXOIUMO 33 OBJIaISBAHE HA CUMTOMHTE (BHXK

Nno-A0,y CTOMAIIHO-YPCBHH H CHPACHHO-CBAOBH pHCKOEE).

N3uckBa ce MpEAINAa3JIHBOCT IIPH IMALHCHTH C HAKOXA CBCTOAHHA, KOHTO MOXKE Ad CC BJIOLIAT.

® CHCTEMEH JIYITYC €pUTEMATO3YC M CMECCHO CheIUMHUTENHO-TBKaHHO 3a00sBaHe -
yBeJIHYeH PHCK OT aCENTHYCH MCHUHIMT (BUXK T.4.8).

® BpPOJIEHO HApYLICHHE Ha NopdHpHHOBaTa 0OMAHa (HAMNp. OCTpa HHTEPMHUTEHTHA
nopupHn ).

® CTOMAILHO-YPEBHH HApYLIEHHA H XPOHHYHO BB3NAJIMTENIHO YPEBHO 3a00ssBaHe
(ynuepo3eH koaut, bonect Ha Kpod ) (Bux T.4.8).

® XHIEPTOHHUS W/WIH ChpAeHHO yBpexaaHe (Buxk 1.4.3 u 1.4.8).
01-0peUHO yBpexkaaHe, Thil KaTo Ob0peuHaTa QyHKUHA MOXE Ja ¢ BAOWH (BIDK T4.3 ¢
T.4.8).
yepHOApoOHO PYHKIMOHANHO HapylueHHe (Buxk T.4.3 U T.4.8).

®  HEMNOCPEACTBEHO CJIC/ ro/isiMa XHpypruyHa HHTEpPBEHLMA.

® NpH NAaUHEHTH AICPriYHH KbM JPYTH BELLIECTBA, NOPAAY MTOBUILEH PUCK OT peaKiiui Ha
CBPBXYYBCTBHTEIIHOCT ChIIO M cnexl ynorpebara Ha Hypoden Excnpec Qopre.

® [IPH NALMUEHTH CTPafaluH OT CEHHA XpeMa, Ha3alHH MOAWNHK MK XpOHHYHA OOCTPYKTHBHA
Oenoapodua bonaecT, WK ¢ aHaMHe3a 3a aneprudHo 3aboiaBaHe, MOPaAH ChIIECTBYBAKL

IOBHUICH PHUCK 34 TAX OT NOABATA HA AJIEPrHYHH PEaKLMH. Te MOorar Jia ce H3passT KaTo
aCTMATHYHK NPHCTHITH (T.H. aCTMa OT aHAJIIINETHLM), OTOK Ha KBUHKe WM ypTHKApHS.

MackypaHe Ha CHMITTOMMTE Ha NOIEHKAIINTE HHOEeKIHMH

Hypoden Excnpec ®opre Moxe na Mackdpa CUMITTOMHMTE Ha HHGEKIIMA, KOSTO MOXKE Jia [0BEAe
#o 3abaBgHE HA 3aMO4YBaHe HA NIOAXOMAALLO NEUESHHUE U M0 TO3H HAYHMH 1A BJIOLIY H3XO0Aa OT
HHpekiaTa. ToBa ce Habmogaea npu GakrepHaiHa NMHEBMOHHSA, NpuaoOUTa B 0OLIeCTBOTO,
KaKTO M npH OaKTepHanHHUTE YCNnoXHEHHS Ha Bapuuena. Korato Hypoden Excnpec ®opre ce
[MpUIara 3a JeYeHKe Ha [TOBHLLIEHA TeMIepaTypa WiH 3a obnekyaBane Ha 6onkaTa BbB BPb3Ka C
HHOEKLHA, ce NpenopbyBa HabawaeHHe Ha HHpeKuuATa. [Ipy H3BBHOOIHHYHN YCIOBHS
nalHeHTHT TPAOBa 1a ce KOHCYNTHPA C JieKap, aKk0o CUMITTOMHUTE NMEPCHCTHPAT WIH CE BIIOLIABaT.

CroMalllHO-4peBHY €eKTH:
EnnoBpemenHara ynotpeba ¢ apyre HCIIBC, BxiiouHTeNnHO LIMKIO-OKCHIreHa3a-2-cneunGyuiHH

MHXHOMTOPH, YBEJH4aBa PUCKA OT HEXKe/IaHH peakuuh (BHK T.4.5) ¥ Tpabsa na ce u3barsa.

HQQHEHTH B CTApYCCKa Bb3PACT.
l'[pu MalHEHTHUTE B CTAPUYCCKaA BBh3PacT YCCTOTATA HA HabMoaaBaHUTE HeXKeJ1aHH PECaKliHH OT

HCITBC e no-BHcOKa, 0¢00€HO Ha CTOMAILIHO-YPEBHUTE KPBHBOM3NMHBY U NEPPOPALIMH, KOUTO
Morat Aa Obaar ¢paraiHu (Bux 1.4.2).

CToMalllHO-YPEBHH KPbBOKIIUBH, YLIEpAIIHU U niepdopaling:

Cro0L1aBa ce 32 CTOMAllIHO-YPEBHH KPbBOKANTHEH, 3Ba WK nepdopaliys, KOHTO MOXe Aa
3aBbLPIIAT (aTanHo, npH ynorpebara Ha Bcuukd HCIIBC, no BcAko BpeMe Ha JIEYEHHETO C HITH
0e3 npeaynpeayuTenHU CUMITTOMH, HIH NpeAMIIHA dHARMHE3a 33 CTOMALIHO-YPEBHH MPOOJIEMH.




KPBBOK3TUB WK nepdopautus (BuxX T. 4.3), KAKTO U NPH NALMEHTH B CTapyecka BhapacT. Takusa
nauMeHTH TPAOBA Ja 3anouYBaT JICYSHUETO C HAll-HUCKAaTa BB3MOXKHA J03a. [IpH TakMBa nauueHTy
MOXKE 1a € HeoOXOAHMO KOMOHHHPAHO JieHeHHE ¢ TIPOTEKTHBHHU areHTH (Hamp. MA30NPOCTON WIH
MHXHOHTOPH HA MPOTOHHATA MOMNA), KAKTO K MPH NaLHEHTH, H3UCKBALH €AHOBPEMEHHO
MPWIOKEHHE HA HUCKH 03K alieTWICAIHLIMIOBA KHCETHHA WK APYTH IEKAPCTBEHH MPOAYKTH
MOBHILIABAIIM PHCKA OT CTOMALIHO-YPECBHHU HEXKEIIAHH peaKUMH (BHXK NMO-00ay H T. 4.5).
[TauuMeHTHTE C aHAMHE3a 32 CTOMAIIHO-YPEBHA TOKCHUHOCT, OCODEHO Te3H B CTapyecKa Bb3pacT,
TpAOBa Ja ChOOLIABAT 38 BCHYKH HEOOHUYAHK CTOMALIIHH CHMITTOMH (TI0-CHEHHAITHO 32
CTOMALIHO-YPEBHH KPBBOM3IHBH), 0CO0EHO B HAYANIHHTE (Pa3H Ha ICUCHHETO.

[TarneHTHTe TPAOBRA Aa OBAAT NOCHLBETBAHH Aa YNIOTPeOABaT BHHMATENIHO TO3U NPOAYKT ¢ ApYrH
JeKapcTBEHH NPOAYKTH, KOMTO MOJXKE J1a YBEJIMYAT PHCKA OT A3Ba WIH KbPBEHE KaTO MICPOPATIHH
KOPTHKOCTEPOHIH HWIH aHTHKOAryJIaHTH, KaTo Bap(apuH, CEIEKTHBHM HHXUOUTOPH Ha o0paTHOTO
3axpalliaHe Ha CePOTOHMHA WM npoTUBOTpoMOOTHUHH cpencTBa (SSRI's) kaTo Hanpumep
allCTHICANMLIMJIORA KMCENTHHA (BHXK T.4.5).

HCIIBC Tpabsa na ce npuaarat BHUMATENHO NPU NaLMEeHTH C aHaMHe3a 32 CTOMALIHO-4YPEeBHH
3abonseaHua (ynuepo3eH KonuT, 6onect Ha KpoH), Thil KaTo Te3H 3abo/ABaHHA MOXKE [a ce

oboctpsT (Brk T.4.8).
Texxn xoxxHu HexxenalH peakuuu (SCAR)

Texkn koxuM HexkenaHu peakiiud (SCAR), BKITIOUHTENHO €KCHOIHATHBEH ACPMATHT, CpUTEMa
MYynTHOpME, CHHAPOM Ha Stevens-Johnson, TOKCHYHa enuacpMaliHa HEKPOJIN3a, ICKAPCTBEHE
peakuus ¢ eo3HHOoPUNMA U cHcTeMHH cuMTroMH (CHHIApoM DRESS) u octpa renepanusupana
ex3aHTeMaTo3Ha myctynosa (AGEP), kouro Morar ga ObaaT JKMBOTO3acTpaliaBaliiv Wiy Aa
AOBENAT A0 JIETANEH U3XO0[, ce ChoOI1aBaT BB Bpb3Ka ¢ yioTpebara Ha HoynpodeH (Bx.

pazaen 4.8). IloBeueTo oT Te3n peaklUH HACTBITBAT Npe3 MLpBUA Mecew. [Ipn NnosBa Ha NpU3HALM
H CHMITTOMM, MOKA3aTe/IHH 3a Te3H peakuHH, ubynpodes Tpsabea na ce cnpe He3abaBHO U 1a ce
OOMHCIH Apyro JiedeHue (cnopea HeobXoaMMOCTTA).

B H3KIOUHMTENHO PEIKH CITyHau ¢a HabnoAaBaHH CEPUO3HU MH(EKLIMK HA KOXKATa U MEKUTE
ThKaHH NpH Bapuiiena. [IpenopbunTentHo e aa ce n3barasa ynorpedara Ha Hypoden Excnpec
(Qoprte npH BapHLena.

CbpaeYHO-ChAOBH H MO3bUYHO-CBAOBH €PEKTH:

Heo6x0oa14Mo € NOBHLLICHO BHHMaHHe (OOCHKAAHE ¢ eKap Wik (apMaLICBT) IPEIM 3alI04BAHE HA
JCYCHUE TPH NALMEeHTH ¢ AHAMHE3a 33 XUIIEPTOHUA H/WIH ChpAeYHA HEJOCTAThYHOCT, Thi KaTo
WMa ChOOUXEHHS 32 33APbXKKA HA TEHHOCTH, NMOBHIICHO APTCPHAIHO HAJISNTAHE M OTOK, CBBP3aHH C

neyenuero ¢ HCIIBC.

JlaHHUTE OT KIIMHWYHH MPOYYBaHKA [IOKA3BaT, Y€ ynorpebara Ha HOympogeH, 0cobeHO BLB
BHCOKH 103H (2400 mg aHeBHO) MOxe na Obae CBbP3aHa ¢ JIEKO YBEJIHUYCH PHCK OT apTEPHAITHH
TpOMOOTHYHM CHOMTHA (HaNp. MHOKap/eH HHPAapKT WIH KHCYAT). KaTo usio,
ENTUAEMHOTOTMUHHTE W3C/IeBAHHA He TOKAa3BaT, Ye HUCKUTe A03u ubynpoden (Hanp. <1200 mg
JTHEBHO) ¢a CBBP3aHH C YBEJIMUEH PUCK OT apTepPHAIHH TPOMOOTHUHH CHOUTHA.

[TauMeHTH ¢ HEKOHTPOJIMpaHa XHIIEPTOHMA, 3aCTOHHA ChpaeuHa HeaocTaThuHOCT (NY HA I1-111),
YCTaHOBEHA HCXeMHUHa DoJrecT Ha cbpleTo, nepudepHa aprepyanda Sonect W/ win MO3b4YHO-
CBAOBa OoJiecT MOraT fia ObaT teKyBaHH ¢ HOynpodeH caMo ciel BHUMATEIHO OOMHUCAHE H
BUcokuTe 0034 (2400 mg/nen) Tpadra na ce usbdbarear.

Coluo Taka € HeoOX0AUMO BHUMATENHO OOMHUCISAHE [TPEIH 3alI0YBAHE HA NMPOALJH
JIeYeHUe Ha NAUHECHTH C PHCKOBH (PAKTOPH 33 ChPACYHO-CBAOBH CHOUTHA (HE
XUNEPIHNHAEMHA, 3axapeH aadeT, TIOTIOHOIYIEHe ), 0cODEeHO ako ca HeoOXgf
(2400 mg/nen).

Al




[Npu namumenTy, nekyBanu ¢ Hypogen Excnipec @opre, ce cboblinana 3a CIy4an Ha CHHIAPOM Ha
Kounis. CurapoMbT Ha Kounis ce onpenens Karo BTOPHYHH ChbpACYHOCH/IOBH CHMITTOMH Ha

aJlepruyHa peaxijus Wil peakiMs Ha CBPbXUYBCTBUTENHOCT, CBbP3aHH ¢ KOHCTPHKL{MS Ha
KOPOHAPHHTE apTePUH, NNOTEHLMAIHO Bo/ellla A0 MHOKAPAEH HHPAapKT.

pyry JaHHH:
TexKkM oCTpH peakliiyd Ha CBPbXUYBCTBHTE/IHOCT, HATlpUMEP aHa(HUIaKTHYEH IIOK, ca

HaOmoaaBaHd MHoro paako. [Tpu nossara Ha BPBHTE NPH3HAIY Ha peakKLiMid Ha
CBPBXYYBCTBUTENHOCT cnel npueM Ha Hypogen Excripec @opte, neuerrero TpabBa Aa ce
npexkpati. HeoOxoaumure 3a CHOTBETHHTE CHMITTOMH METHLIHHCKH MEPKH Aa C€ MpeanpHeMar oT
CTNIELIMAJIMCTH.

H6ynpoden, aktusHoTO BeiecTso B Hypoden Excnipec ®opre, Moxe BpeMEHHO Aa HHXHOUpa
TpoMbouMTHaTa arperauyi. [fopann ToBa ce npenopb4yBa BHUMATETHO MOHHTOPHPAHE Ha
NaLMeHTHTE C HAPYLIECHO KPBBOCHCHPBAHE.

[1pu npoawokuTento npuinoxenue Ha Hypoden Excnpec dopre e HeoOX0auMO peIoBHO
npocieAsBaHe Ha YepHOAPOOHUTE NOKA3ATENH, OBOpeuHaTa PyHKLUSA, KAKTO H HA KPhBHATa
KapTHHA.

[IpombmikHTeHATa YIIOTpeda Ha pa3IMyYHK aHaNreTULM NpH riaBobosine Moxe aa ro sjaowH. B
TAKKBA cly4yad TpsAOBa aa ce NOTHPCH MEAHLIMHCKA KOHCYJITALIMA H JIEUCHHETO J1a C€ MPEKPATH.
Juarsosa nekapcTreHo 00yc/ioBeHO riaBodonne TpadBa a ce 00CHAH MPH MALMEHTH, KOKTO €a ¢
4ECTH WIH €KEAHEBHH OIUIAKBAHMA OT INIBOOC/IHE, BBIIPEKH (MJIH CBBLP3aHHM C) PeIOBHATA
yrnoTpeba Ha aHAINETHLH,

OO6nuaiinara ynorpefa Ha aHANMETHIIH, NO-CNSUUATHO KOMOUHAIIMUTE OT Pa3IHYHH aHAJIMCTHYHH
NIEKApCTBEHH BELLIECTBA, MOXKE a JoBexe 10 TpaliHo 6s0pevHo yBpexaaHe ¢ puck ot 6ubpeyna
HeJOCTaThYHOCT (aHANreTHYHA HedponaTusa). PACKBT MOXke [a ce MOBMILM MpK 3aryda Ha CONTH U
NEXKIPATALUMHS.

[1pu eaHoBpeMeHHa ynotpeba Ha ankoxon H HCIIBC, cabp3aHuTe ¢ 16KapCTBEHOTO BEIIECTBO
HeKeNaHH peaKilii, 0CODEHO Te3H OT CTpaHa CTOMAIEHO-YPEBHHA TPAKT H LIEHTPaJIHA HEPBHA
CHCTEMA, MOJXKE [1a CE 3aCHIIAIT.

Hma u3sseCcTHH AaHHM, Y€ JIEKAPCTBEHHUTE MPOAYKTH, KOUTO HHXHMOHpAT UMKIO-OKCHICHa3HaTa/
NPOCTArMaHAWHOBA CUHTE3a MOXXE Ja NPEAU3BUKAT YBPEXKAaHE Ha MCHCKHA QEePTWIHTET upes
Bb3AcHCTBHE BEPXY OBYNauusaTa. ToBa e 0OpaTHMO cnep NpekpaTiasaHe Ha JICYeHHETO (BHXK

T.4.6.).
CoiecTBYBa pHCK OT OBOpeuHO yBpexaaHe rMpu JeXHAPATHPAHH HOHOLLH.

JlexapcTReHUAT NPOAYKT Chbabpka copburon. He Tpabea na ce npuema OT NalMEHTH ¢ peaKy
HAaCNeACTBEHH NpolneMu Ha PPYKTO3HA HELOCTATHYHOCT.

To3u nekapcTBeH NPOAYKT chaAbpxka MOHCO 4R (E 124), xoHTO MOXKe Aa MPUUMHHH aNleprivHH
peaKLHH.

4.5. BaanMoaeHCTBREA ¢ APYrH JJEKAPCTBEHH NPOAYKTH M APYTH JopME Ha B3aHMOAeHCTBHS

ALETHACAIMIIAIOBA KMCENIHMHA (HUCKH J103M):
EnnospemenHaTta ynotpeba Ha HOynpodeH ¥ aleTHICATHLWIOBA KHCEIWHA HE CE NPEeNnOpbYBa
NOpajH Bb3MOXKHOCTTA 34 NOBHLIABAHE HA HEIKENIAHUTE PEAKLIMH,

r

ExcrniepMMeHTaHU JaHHH MOKa3Bat, Y€ HOynpogeH MoKe KOHKYPEHTHO Aa NoT 14
HHCKHTE 034 aleTUICANHLWIOBA KHCE/IHHA BEPXY TPOMOOIMTHATA arperaLs, ‘ . J
pUEMaT €IHOBPEMEHHO. BBNpekH ye HMa HECHIYPHOCT MPH EKCTPano/IHpaHe \
OT KIIMHHYHM CITy4as, He MOKe [1a C€ M3KTIOUH BE3MOXKHOCTTa, Y€ PEOBHUAT, MNOE




npHeM Ha noynpodeH MOXKe Aa HaMATH KapAHONPOTEKTHBHUA e(EKT Ha HHCKH JI03H
alleTIICRAITMLUWAOBA KHcelTMHA. He ce ovakBa KIMHHUYHO 3HAYUM €(EKT [PH HEpeaOBHA

ynorpebara Ha ubynpodeH (Bux 1.5.1).

IOpyru HCTIBC, BKAKOYMHTENHO LIMKIO-OKCHI€Ha3a-2-CrietnpUIHd HHXUOUTOpHI:
EnnospeMenHaTa ynorpeda Ha Hakonko HCIIBC Moxke 1a yBeNIHYY PHCKA OT CTOMAIHO-YPEBHY

A3BM H KPBBOM3IIHB NOPaAH CHHEPru4ieH ejekr. ENHOBpeMeHHaTa ynorpeba Ha HOYTpogeH ¢
apyri HCTIBC cnenoratenno tpabea na ce uzdarsa (Bwx 1.4.4)

HuroxcuH, PeHHUTONUH H JINTHH:

EnnoepemenHarta yriotpeba Ha Hypogen Excnec ®@opre U JUrOKCHH, GEHHTOHH H JINTHH MOXE Aa
MOBHIIH IUTa3MEHHTE HXBA HA TE3H JEKApCTBeHH NpoxayKTH. [lpocnensBaHeTo HA IMTOKCHHOBHTE,
(eHUTOMHOBHTE M JIMTUEBHTE HHBA B CEPyMa HE MOXKE Ja C€ Ipenopbia KaTo ApaBUiIO B CITyYaUTe

Ha npasuiHa ynorpeba Ha Hypoden (Makcumym 4 nHn).

KopTHKOCTEpPOHIH:
KopTHKOCTEPOHINTE MOXKE 1A YBEAHYAT PHCKA OT HEXKEJIaHH peakuyu, 0CODEHO B CTOMALLIHO-

YypeBHHUA TPAKT (CTOMALIHO-YPEBHH 93BH U KPBBOM3MHKB) (BHK T.4.3).

AHTHarperadiTi U CeneKTHBHH HHXKHOMTOpH Ha 0OpaTHOTO 3axBalliaHEe HAa CEPOTOHMHA
[ToBHIIEH PHCK CTOMALIHO-YPEBHH KPBLBOHINHBH (BIDK T.4.4).

AHTUKOATYJIAHTH:
HCIIBC Morat na 3acuiaT edexra Ha aHTHKOaryJaHTH KaTo Bapdapud (Bixk 1.4.4).

Il H M CYIPHHN OH:

JlekapcTBEeHHTE NPOAYKTH ChABPXKALLH MPOOCHEH M CYN(DHHNMPA30H MOraT jaa 3abapar
eKCKpeLHATa Ha HOynpodeH.

Huypervun. ACE uixuburopu, 6eta-06/10kepy W aHTArOHMCTH HA AHTHOTEH3UH-11:

HCIIBC moxe aa MOHIDKAT eeKTa Ha AMYPETHLIUTE W APYTH aHTHXUIEPTCH3HBHH JIEKapCTBEHHU
npoAyKTH. [Ipy HAKOM NallHeHTH ¢ koMnpoMeTupana 6opeuna GyHKIUA (AeXHApaTUPAHHU UITHU B
cTapuyecka Bb3pacT ¢ yspeaeHa opbpeuna GyHKuMA) eAHOBpEeMEeHHOTO nipuiioxeHue Ha ACE
MHXHOUTOPH, OeTa-010KEPH WK aHTATOHUCTH Ha aHrHOTeH3HH-11 ¢ nekapcTBa, KONTO HHXHOHUpAT
LIMKJIOOKCHUreHa3aTa MOXe Ja AOBeIE A0 JOIMWIHWTENHO BiomaBaHe Ha ObOpeunara pyHKuus,
BKIIOYHMTENHO ocTpa OBE0peyHa HeAOCTATBYHOCT, KOETO OOMKHOBEHO ¢ 00paTHMo. CienoBaTENHO
koMOHHa1MATa TpaAOBa 1a ce MpUjiara BHUMAaTelHO, 0cOOEeHO Npy NanneHTH B cTapuecka Bb3pacT.
[TanmenTyre TPA6GBa Aa ca aNeKBAaTHO XMAPATHPAHH H A4 ce 0OMHCIH He0DX0AUMOCTTA OT
npociaeasasase Ha 6s0peuHaTa PyHKUMA B HAHANOTO Ha KOMOMHHMPAHOTO JIEYEHHE U NEPHOAUYHO
ciep ToBa.

Kanuii cpxpansaBailid JUYPETHLIN.
EnnospeMeHnaTta ynorpedba Ha Hypogen Excnpec Dopre m kanuil ceXpaHABalIH JHYPETHLH
MOKE 3 JIOBEAE A0 XHIICPKATHEMHUA.

MeroTpexcar:

[Tpunoxennero Ha Hypoden Excnipec ®opre g0 24 yaca npeau wiu cnej NpHwiOKEHHE Ha
METOTPEKCAT MOXKE J1a AOBENE A0 YBEJIIMYEHHUE HA N1A3MECHUTE HHBA HA METOTPEKCAT M 3aCHIIBaHe
Ha TOKCHYHHA MY €(EKT.

LIMKNOCNIOPHH:
PuckeT 0T 60peuHO YBpeKnaHe NPHYHHEHO OT UHKJIOCTIOPHH € MTOBHLIEH MPH €QHOB

TakpoauMyc:




PUCKBLT OT HE(POTOKCHUYHOCT € MOBHILIEH NPH €AHOBPEMEHHA ynoTpeda Ha BaTa JIEKapCTBEHH
NPOAYKTA.

3UAOBYIMH:
Mma gaHHM 3a yBEeJIMUEH PUCK OT XeMapTpo3u B xemaromu npu HIV(+) xemodunuiy, tekyBaHu

€ IHOBPEMEHHO ChC 3KIOBYIHH H HOYNpogeH. PHCKBT OT XeMATONOrH4Ha TOKCHYHOCT € NMOBHILEH
npu eaHoBpeMeHHa yrotpeba Ha HCIIBC u 3naoByauH.

CyaQOHUNYPEHHH:

Knuawysu npoyuBannd ca nokaszanu Bzaumogeiicteus mexay HCIIBC u cyngonnnypeiinu
npoTHBoAUHabeTUHHH JiekapcTa. Bbnpexky ye N0 MOMEHTa HAMa ONMHCAHKH B3aHMONECHCTBHSA
MeATy uoynpodeH K cynGoHWTYpeHHHN CPeACTBa, KATO Npena3Ha MApKa fpH €THOBPEMEHHATa
UM yrioTpeba ce npenoprYBa NpPOC/ICAABAHE HA KPbBHO-3aXapHHTE HHBA.

XHHONOHOBH AHTHOUOTHIIH:
JlaHHH OT Npoyu4BaHHUA BbPXY HKHBOTHH couat, ye HCIIBC Morar na ysenuyar pucka or

KOHBYJICHH, CBbP3aHH ¢ XHHOMOHOBUTE aHTHOMOTHUM. [TlanuenTu mpuemaiuyn HCIIBC u
XMHOJIOHH MOXE Ja Ca UNIOKEHH Ha MOBUILCH PHCK OT NOSBA HA KOHBYJICHH.

MHGOEnpPHUCTOH:

HCIIBC Tpabea He aa ce npuaarar ao 8-12 aHu cnea npuaoxeHHe Ha MBEQEIIPHUCTOH, Thid KATO
MOHWXABAT €(PEeKTa HAa MU(PEIPHCTOH.

Huxuburopu Ha CYP2C9:

EnnospemeHHoTO npunoxenue Ha ubynpoder ¢ CYP2C9 nuxuburopr Moxe aa noBULIN
ekcriosuLmaTa Ha ubynpoden (cydcrpar Ha CYP2C9). [Tpu enuo npoyusaHe ¢ BOPMKOHA30J U
bnykonazon (CYP2C9 uuxuburopn) e nokazaHo 80-100% yeenuuenue Ha excno3uumsTa Ha S(+)-
ubynpoden. Heobxoaumo e HamanapaHe Ha Ao3aTa Ha HOyNpodeH NpH eAHOBPEMEHHOTO My
npuioxkeHue ¢ MmotHH CYP2C9 nHxubuTopH, 0cobDEHO KOTaTO C€ NpuIaraT BACOKHU 1034
HOynpoden ¢ BOPpHKOHA30N WiH (JIyKOHa30J1.

4.6, PepTHIATET, OPEMEHHOCT R KbPMEHE

bpeMeHHOCT

[ToTHckaHeTO Ha NMpOCTAarJiaHAHHOBATA CHHTE3a MOXE 1a MOBKUAE HEOIArONPUATHO
OpeMeHHOCTTa WHIH eMOpHO/deTanHOTO pa3BUTHE. JJaHHH OT EMUAECMHOJIOTHYHH NIPOYYBaHHUSA
[IOKa3BaT NMOBHIIECH PHCK OT HEAOKH3HOCBAHE W CHPASYHH Man(opMalLlMi, B raCTPOLLM3HC Cliel
yrnorpeba Ha HHXHOHMTOPH HAa NPOCTAarlIaHAKHOBATa CHHTE32 B paHHa OpeMEeHHOCT. ADCOMOTHAAT
PHCK OT ChpAcUHH MandopMalMH € 61n NoBHULICH OT No-Manko ot 1% no okono 1.5%. Cunra ce,
Yye PUCKBT CE MOBMILIABA IIPH BUCOKH 03K U MPOAB/DKHTENHO JIEUEHHE,

[Tpu onuTH ¢ >KHBOTHH NPUWIOKEHHETO HA HHXHOHTOPH Ha NpOCTarIaHAMHOBATA CHHTE3a BOAM 0
npe- M NOCT-HMILTaHTALMOHHA 3aryba u emOpHo-deTaneH neranurer. OcBeH ToBa ce ¢ho0LIaBa 3a
MOBHILEHa YECTOTA Ha BpoJeHUTe MaJipOpMAaLMH, BKITIOYHTEIHO ChpASYHO-CBIAOBH, MPH XXUBOTHH
MOTYYHIH HHXHOWUTOPH Ha MPOCTANIAHAWHOBATA CHHTE3a N0 BPEME Ha OPraHOreHe3ara.

Ot 20-TaTa ceamuLia OT OpeMEeHHOCTTA HaTaThk ynoTtpebara Ha uOynpodeH MoXe Aa MPHYHHH
ONIHMOXHAPAMHHOH B pe3ynTaT Ha Op0peuHa auchyHkuHs Ha rutoaa. Tosa MoOxe fa ce CIIyYH
CKOPO CJieJl HAYAIOTO Ha JICYSHHETO H OOUKHOBEHO € 00paTHMO ITpH MpeyCTaHOBABaHETO My. B
NOMbIHEHHE ce choOLLAaBa 33 CITy4Yau HA KOHCTPUKLIMA Ha JYKTYC apTepHO3YC Clie]] JIEHEHHE BbB
BTOPHUSA TPUMECTHP, KATO MOBEYETO Ca Pa3pCUICHH CJIe] MPEYCTaHOBIBAHETO MY . Cﬂe OBETCTOG
uBynpopeH He TpAORA Ja c€ M3NOM3BA NPE3 ITLPBHA U BTOPHA TPHMECTBD Ha OpeMe ib“'
OCBEH aKO HE € KaTeropH4Ho HeoOXoaHuM. AKo HOYNMpodeH ¢ce M3noM3Ba oT :aiceuu yrerce p,
ONHTBAT Aa 3a0peMEHEsT WM Mpe3 MbPBUA K BTOPHA TPHMECTHP Ha OPEMEHHOC i'- OB LIDR .':'-11
Ia 6bae MAaKCHMATHO HHCK& B NPOABL/DKMTENIHOCTTE Ha JIEYEHHUE Bb3MOXKHO Hal KA @-,_ :
Heobxoaumo € aa ce 0OMHCIH MpeHaTanHo HabMoAEHHE 38 ONTHTOXHAPAMHHOH @ S R »1
AYKTYC apTepHO3YC ¢llel uaaraHe Ha HOynpodeH B IpOTLIDKEHHE Ha HAKOJIKO [ :t 20- AT
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recTAlMOHHA CEeMHLIA HATAaTHK. JleaeHueTo ¢ HOynpodeH Tpabsa aa Obae NpeyCTaHOBEHO MpHU
HAJTHYHME Ha OJIMFOXMAPAMHHOH B KOHCTPHUKLIMA Ha AYKTYC apTEepHO3YC.

B nocneasoTo TpuMecedne Ha OPEMEHHOCTTa BCHUKH HHXHOMTOPH Ha MpOCTarlaHAnHOBaTa
CHHTE3a MOTAT Ja H310XKAT HA PHUCK;
e [Ilnona or:
O KapAMOMHOMNATHA (MpeXAeBpeMEHHA KOHCTPHKLIMA/3aTBApAHE HA (EeTATHHA
ductus arteriosus u OeoapoOHa XHNIEPTEH3UA ),
o O616peuna mucdyHKIMA, KOSTO MOXKE Aa nporpecupa a0 6udpeyHa
HEAOCTATHYHOCT € OJIMFOXHIPAMHHOH (BIDKTE MO-rope);

e Maiikara H HOBOPOJIEHOTO B Kpas Ha OpEeMEHHOCTTA, OT:
O BBIMOXKHO YAB/DKAaBaHE Ha BPEMETO HA KbPBCHE, AHTH-arperaHTeH epeKT, KOHTo
MOKe Aa ce HabmoAaea ROpH B MHOIO HUCKH J03M;
O TMOTHCKaHe Ha MATOYHMTE KOHTPAKLMH U 3abaBeHo WK yABJDKEHO paXKIaHe.

Cnenosarento ubynpodeH e npoOTHROMNOKA3aH Mpe3 MOCIELHOTO TPUMECEUHE Ha OPEMEHHOCTTA.

KbnpmeHe:
HéynpodeH 1 HErOBHTE METabOJIMTH NPEMHHABAT B HUCKH KOJIHYECTBA B KbpMarta. JJo MOMeHTa

He Ca H3BECTHH BPeAHHU ePeKTH BBPXY KbpPMAa4eTo, NMOpagu KoeTo 0OMKHOBEHO HE Ce Hanara
NpeycTAHOBABAHE HAa KbPMEHETO NP KPaTKOCPOHHO JIEUeHUE Ha DONKa U TEMMEpaTypa B
NPENOPBYBAHUTE JO3H.

DEepTUITHTET:

Hma u3BecTHH JaHHHU, Y€ JIeKkapCTBaTa, KOUTO HHXHOHpaAT LMKIIO-
OKCHI€HA3HAaTa/TIPOCTArNaHAWHOBA CHHTE3a MOXKE 18 NPEAKW3BHKAT YBPEKIAHE HA )KECHCKUA
bepTUNHTET Ype3 BE3ACHCTBHE BEPXY OByNauuaTa. To3H edekT e oOpaTHM ciie/l nMpeKkparaBaHe Ha
nedyeHuero (BUx 1.4.4).

4.7. Edexrn BLpXY ciocobHoCcTTA 338 modupane B pabora ¢ MAMAHA

[Topasu Bb3MOXKHH HEXKEJIAHH PEeaKlHy KaTo yMopa ¥ CbHMBOCT Mp ynotpebata Ha HOynpodeH
TpabBa na ce u3barea wodupaHeTo u paborara ¢ MalllMHK. EnHOKpaTHOTO NPWIOXKEHHE WIH
KpaTKkocpouHa ynorpeba Ha HoynpodeH oOMKHOBEHO He Hanara npeanpueMaHe Ha CreManHu
npeAna3Hy Mepku. ToBa ce OTHACH B [10-roJigMa CTerneH 10 KOMOMHHpaHeTO Ha NPOAYKTa C
ANKOXOJI.

4.8. HexeslanH 1eKApCTBEHH PeAKIHH

CnUCHK Ha CIEJHUTE HEXENAHH PEaKLIMM BKIIOYBA BCHUKH HEXENIaHH peakKudH HabmoaasaHy B
X0Jia Ha JieueHHe ¢ ubynpodeH, BKITIOYHTETHO H ¢ BUCOKH Q03U NPH ABJITOCPOUHO JICYECHUE MPH
NalMeHTH ¢ peBMaTH3bM. [locoueHaTa yecToTa Ha HEXKEJITAHWTE PEAKIMHE, B TOBA YUCIIO U TazH
KOSTO HAAXBBLPJS MHOTO PEIKHTE ChOOLICHHA, CE OTHACA 3a KPAaTKOCPOYHO JIEYEHHE B JHEBHU
1034 10 MakcuMyM 1200 mg 3a nepopanHuTe gopmu 1 MakcumyM 1800 mg 3a cynosuropuure.

Cneaunre HeXXeNaHH NIEKapCTBEHH PEAaKLHH Ca NMPEAMMHO J030-3aBHCHUMH ¢ HHTEPHHAUBHIYAJTHA
BapHaOMIHOCT.

Haijt-yecTHTe HEXKEJAHH PeaKiMU Ca ¢ XapakKTep HA CTOMAILHO-YPEBHH HapyLueHus. Moxe aa ce
MOABH TIENTHYHA A384a, NMepdopals WU CTOMAIIHO-YPEBHH KPBBOHIIUBH MOHAKOra (PardH

ocoOEeHO B cTapyecka 8b3pacT (Bixk T.4.4). Crobiuara ce 3a raJicHe noBpbllaHe, J i\;‘
¢naTyneHuA, KOHCTUNALMA, JUCTIENCUs, xopeMHa Dorika, MeneHa, xemaTemesa,/MIGC A H
yJILEPO3eH CTOMATHT U 00ocTpsHe Ha kosMT U Oonect Ha Kpos (Brxk 1.4.4). TlofpRdye
HabnoaasaH racTpur. PUCKBT OT mosdBa Ha CTOMAIHO-YPEBHHA KPBBOHU3/IHBH € F

NO30BHUTE IPAHHLIM K NPOABIHKHTEIHOCTTA Ha ynoTpeba.




Crnol1aga ce 3a €1eM, XHNEPTOHHA U CHPACYHA HENOCTATLYHOCT BbB BPB3Ka C JCUEHHE C
HCIIBC.

KnuunyHHTE NPpOYUYBAHHUA MOKA3BAT, Ye yrorpebara Ha ubynpodeH, ocobeHO BbE BHCOKH A03H
(2400 mg/neH) MoOXe Aa ce CBBPXKE ¢ JICKO YREIMYEH PHCK OT apTePHATHH-TPOMOOTHUHM CHOUTHA
(Hanp. MHOKapJeH HHGAapKT WIH HHCYAT) (BKK T.4.4).

Cool1aBar ¢€ peakliMy Ha CBPBXYYBCTBHTEMHOCT. 1€ MOXE J1a C€ ChCTOAT OT:

(a) He-crieMpHYHH ANEePruyHH peakuud U aHapUIaKCHs.

(b) nosHlUEeHa peaKTUBRHOCT HA AMXATE/THATA CHCTEMA, HAPHMEP acTMa, BIIOIIABAHE HAa acTMa,
OpoHXocna3bM H AUCITHEA.

(C) pa3IHYHHU KOXKHH PEAaKLMH, HANpUMeEpP OOpUBH, NPYPHUTYC, YPTUKAPHUA, AHTHOSAEM U NMO-PAAKO
OynosHu aepMaTo3u (BKIIOYHUTENIHO eNnMaepMaliHa HEKPOIH3a U epuTeMa MyJITH(OpME).

ITaLuneHTHTE 12 C€ MHCTPYKTHPAT B TAKMBA C/Ty4ad Aa UHGOPMHpAT jeKkapsa cH He3abaBHO U Ja
npeycraHoBsT ynotpebara Ha Hypoden Excnpec ®opre.

TPHGBR Ad CC OTGEJ'IE}KH, 4C B OTACITHHUTE I'DYIIA [10 HCCTOTA HEKEJIAHHTC PCAKIIHH Ca [IDCACTABCHHA
B HU3XOAA1l pCa ciopel CTCIICHTa HA CCPHO3HOCT.

Muoro gectu (=1/10)

Yectu (21/100 to <1/10)

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

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

MHoro peaxu (<1/10,0600)

HenssecTHa (He MOXe da Obae onpeaeneHa OT HAJIMYHUTE IaHHH)

Hadexnuu g HadecTaALIHA:

MHoro peaku: JloknaapaHo € 000CTpaHE Ha Bb3NAICHUA, CREP3aHHU ¢ HHPEKLIMA (Hanp. pa3BHTHE
Ha HeKpOTH3Uupaul (acLMUT), CHbBRNAAALIHU [0 BpeMe ¢ yrnoTpebara Ha HECTEPOHAHH
MPOTUBOBL3NAIUTEITHY JIEKAPCTBEHH NMPOLYKTH. TOBa BEPOATHO € CBbP3aHO C MEXaHH3MA Ha
JeHCTBHE HA HECTEPOHIHHTE TIPOTHBOBB3NAIHTEIIHH JIEKAPCTBEHH NTPOAYKTH.

Ako no Bpeme Ha ynorpebara Ha Hypoden Excnpec Dopre ce NoABAT WK BIOIIAT CHMITOMHTE
Ha MH(]EKIHs, ce NMpenopbUBa NalHeHTUTe HezabaBHO Ja ce 0ObpHAT KbM Jiekap. Tpabaa aa ce
npeieHd HeoOXOQUMOCTTA OT AHTH-MH(EKIIMO3HO/AHTHOHOTHYHO JICUSHHUE.

Habnogapanu ca CHMIITOMH Ha acefITHUCH MEHHHIHT, KATO BPATHA PHIHAHOCT, riagobonue,
ragexe, NoBpbiliaHe, IOBHIIEHA TEMITEPATYpa, HapyLIEHO Chb3HAHHE NO BpeMe Ha ynorpeda Ha
ubynpodeH. [launeHTH CbC ChILIECTRYBAlIH ABTO-UMYHHH 3a00/4ABaHHA (CHCTEMEH NTYITYC
€PHUTEMATO3Y3, CMECEHA CHEAUHUTETHO-THKAHHA O0NECT) H3IJICKA Ca NPEAPA3ONOKEHH.

Hapynmiensns Ha KPLBTA H JEM(HATA CHCTEMA:

Muoro penxu: HapyileHus Ha xemonoe3ara (aHeMM4, JIEBKOTIeHH, TpOMOOLIMTONEHU4,
NAHLMTONECHKA, arpalynoLuTo3a). [IspeUTEe NMPHU3HALK MOXKE Ja ca NOBHILEHA TeMNepaTypa,
BL3NAICHO BP0, MNOBPBPXHOCTHHU A3BH B YCTATa, NOJOOHH HAa IPHI CHMITTOMH, CUIHO YYBCTBO Ha
H3TOLLleHHE, KbPBEHE OT Hoca M Koxkata. IlaiMeHTHTe 1a ce HHCTPYKTHpAT B TaKHBa ClIyvau
He3abaBHO na NpeyCTAHOBAT yrioTpebara, a He ce CaMOJICKYBAT ¢ aHANIMeTULIH WIH
AHTHITHPETHIIM M 13 CE KOHCYJITHPAT C Jiekap.

[Ipu npoabmxKTENHO eueHUue TpAGBa Aa ce nmposepsea peaosHo ITKK.
HapynieHHs HAa AMYHHATA CACTEMA (CBPBLXIYBCTBHTEAHOCT):

HeuecTi: Peakuiiyu Ha CBPBXYYBCTBUTENHOCT C YPTHKAPHA M ChPOEM, KAKTO U BIK
acTMa (NOHAKOra ¢ MOHWKABAHE HA KPHBHOTO HAJIATAHE).




MHoro peaku: Texkn ob1H peakliHH Ha CBPBbX4YYBCTBHTETHOCT, H3pa3aBallli Ce C OTOK Ha
NHLIETO, €3HKA H JIAPUHKCA, 3a]1yX, TAXUKAPAHA, MOHKEHO KPBBHO HAJIAraHe {aHa(UIIAKCHS,
aHTHOEEMA WIIH TEXHK LIOK).

O6ocTpaxe Ha acTMa W HpPOHXOCNA3BM.

IIcHXHYRH BADYIICHHS:
MHoro peakH: [ICHXOTHYHH peakliMH, NENPECHA.

Hapymenua 5Ha HepBHATA CHCTEMA:

Heuectu: HapyieHus Ha neHTpaiHaTa HEpBHA CUCTEMA KaTo 11aBo0oine, 3aMasgHOCT, OeschHue,
BBb3OyAa, pa3ipasHUTENHOCT HIM YMOpa.

Hapymenus Ha O9HATE:

HeuecTu: HapyueHo 3peHue.

Hapymenns Ha yX0TO H 1a80BEpRATA:
Penxu: LyMm B ymuTe, HapyLUeHUS B CITyXa.

Copaedsau Hapymennd:
MHoro peaku: [Tannurauun, cbpaevHa HEAOCTATEYHOCT, HHQAPKT HA MHOKapAa.
C ven3BecTHa vecToTa: CHHApOM Ha Kounis

Cb0BH HApYIICHAS:
MHoro peaku: AprepHanHa XMIIePTOHHA, BACKYJIHT .

CroMamiHO-9YpPEBHH HAPYINCHAN:

YecTu: CTOMaIHO-YPEBHU pa3CTPOACTBA, KATO AUCNENICUA, ITUPO3UC, KOpeMHa OoNka, rageHe,
[NOBpPBIIaHE, METCOPH3BbM, JHAPHUA, 3aMEK M C1ab0 CTOMALIHO-YPEBHO KbPBEHE, KOETO M0
U3KJIIOUEHHUE MOXKE Ja JOBEAE IO AHEMHS.

Heuectn: CTOMalIHO-YPEBHH A3BH, TIOHAKOra ¢ nepgopaLus H CTOMALIHO-UPEBHO KbPBEHE.
Y nueposeH CTOMAaTHT, 00ocTpaHe Ha KOJUT ¥ Honect Ha Kpon (Bik T.4.4), racTpHr.

MHoro peaku: Ezo¢parut, naHkpeaTtHt, o6pa3ysane Ha HHTECTHHAIHH CTPUKTYPH, NOAOOHU Ha
anadparma. [TaupeHTHTe A2 C6 UHCTPYKTHPAT A2 ce 0OOBPHAT KbM ieKap He3abaBHO TP MOABATA
Ha CWIHa 60JIKa B rOPHATA YacT Ha KOpPEMA, KaKTO M MpH NOABATA Ha MEJICHA MIH XEMAaTEME3a.

XenaTo-OH/IHADHH HAPYIIE€HHA
MHoro peaku: Hapyirenue Ha yepHoapoOHaTa PyHKIMA, YepHOAPOOHO yBpexiaHe, 0coDeHo npu
NPOABDKUTETHO MPUJIOKEHHE, YEPHOAPOOHA HEAOCTATBYHOCT, OCTLP XCMATHT.

HapymeHus HA KOXATA H NOAKKRATA THKAH:!
HeuectH: PasnHuHu KOXKHHA 0OpHBH

Muoro penkn: Texku koxHM Hexenanu peakinu (SCAR) (BnoydTenHo epurema MyaTHdopme,
ekcoaHaTHBREH AepMATUT, CHHAPOM Ha Stevens-Johnson W TOKCHYHa enuaepMaTHa HEKpoau3a),
anoneuus. B oTaenHM ciiywad mo BpeMe Ha BApHLIEa MOraT Aa ¢ NMOABSAT TEKKKH HHPEKLUHH Ha
KOXKAaTa H NOAKOXHH YCNoXKReHMS (Bink "HUHdekiMH 1 napasuro3un”)

C nen3BecTHa yecToTa: JlekapcTBeHa peakuys ¢ €O3HHODWIHA H CHCTeMHH cuMnroMu (DRESS
CUHIPOM),

Ocrtpa resepanu3Mpana €K3aHreMarosHa nmycrysiosa (AGEP).
Peakipiu Ha GOTOUYBCTBHTEHOCT.

Hapymenua na 0L0pensTe H DAKOYRATE THTHINA: £ |
Penxu: YepexnaHe Ha 0p0peyHara ThkaH (nanunapHa HEKpo3a) H YBeJIH4eHa K¢ § TN
NMHKOYHA KHCEMMHA B KPBBTAa MOraT CBINO PAAKO Aa ce noasaT. [loBvlIeHH HHBE B
KHCENHHA B KPBBTA.




Muoro peaku: [lossa Ha 0TOLH, 0OCODEHO IPH MALKMEHTH C apTEpHAITHA XMIIEPTOHHUA HIIH
6bOpeuHa HeNOCTATbMHOCT, HePPOTHYEH CHHAPOM, HHTEPCTHLIHAIEH HEDPHUT, KOHTO MOXe J1a
Obe NpUAPYXEH OT ocTpa 6b6peuna HepocTarbunocT. brbpeunaTa pynxuna Tpabsa na ce
M3CIE/IBA PEeAOBHO.

H3cnensanns
Peaku: IlonuxkeHH HMBa HA XEMOTIIOOMHA.

ChobmasaHe HA NOA03HPARH HEXKEAAHH JICKAPCTBEHH DeAKIHH
Cpo0iaBaHeTo Ha NOA03HPAHH HeXeNlaHH JIEKAPCTBESHH PeakiLiMK clle]] paspelllaBaHe 3a ynorpeoa

HMa JICKApCTBEHHS NPOAYKT € BAXXHO. TOBa NMO3BOJIABA /1@ NPOALDKU HAOMOAECHHETO Ha
CLOTHOILEHHETO NMOJI33/PHCK HA EKAPCTBEHHUA NPOAYKT. OT MEIHLMHCKHTE CHICLHAIMCTH Cce
W3HCKBa /12 ChOOIIaBaT BCAKA NMOAO3HPAHA HEXKE/IAHA peaKlKa Ypes:

H3nbnHUTeIHA ar¢HIMs N0 JIEKapCTBaTa

Codua 1303, yn. “Hamsan ['pyes” 8

Tel: +359 2 8903417
yebcaiT: www.bda.bg

4.9. Ilpepo3npane

IIpy BLIpACTHH H NOAPACTRALIM 3aBUCHMOCTTA Ha CHMITTOMMTE OT A03aTa HE € ACHA.
EnuMHHaITHOHHHSAT NOTYKMBOTLT NPH npeno3upade € 1.5-3 yaca.

CuMnTOMH NpHU Npeao3upaHe:

[Toseuero manueHTH NpUeny KTHHUUHO 3Ha4UMHU koandecTea HCIIBC passuBar Hal-MHOro
rajieHe, NOBPLIIAHE, EMUracTpaiHa OOJIKa WK NO-PAAKO AHAPHA. BEIMOXKHH €a IyM B YLIWTE,
rnaBoboNMe U KbPBEHE OT CTOMAIIHO-YPEBHUA TPaKT. IIpH no-cepHoO3HH OTpaBIHHA MOXKE 1a Ce
HaO/IOAaBaT HAPYLIECHHA OT CTpaHa Ha LCHTPANHATa HEPBHA CHCTEMA, H3pa3gsallH ce B
3aMasHOCT, MOHAKOra Bb30yaa M JgezopreHTaumns WK xoma. [loHsakora ce Habmonasar rep4ose.
[Ipu ceprO3HM OTpaBAHMA MOXE Ja ce HabnoaaBa MeTaboTMTHA allUA03a U YAB/DKaBaHE Ha
npoTpoM6rHOBO BpeMe/INR cBBbp3aHo BEpOATHO ¢ HaMeca BbB (PYHKIMHTE HAa LIMPKYJIMpaLUYTe
(hakTOpH Ha KPHBOCHCHPBAHETO.

Moxe aa ce nabmoaapa 66peuHa HeJOCTATHEYHOCT M YBpeXKJaHe Ha uepHHs Apod. BrimMoxHo ¢
oBocTpAHe Ha acTMAaTa NpH aCTMATHLIH.

TepaneRTHYHH MEPKH NIPH NPeNO3HPaHE
JleuenuweTo TpabGaa Aa Obae CHMITTOMATHYHO W NOMAXBPKALIO KAaTO BKIIOYBA NOJAABPHKAHE

MPOXOAMMOCTTA Ha JUXATEITHUTE ITbTHLIA H MOHUTOPHPAHE Ha CbPACYHHTE Y XKH3HEHH
[loKasaTenu A0 crabunusupadero. o eanH yac ciaen MpUeM Ha MOTEHIHAIHO TOKCHYHO
KOJIMYECTBO MOJXKE A& CE MPHJIOKM AKTHBEH BbriieH. YecTUTe M NMpOTB/DKHTENHN KOHBYICHH
TpAOBa Na ce TPETUPAT C HHTPABEHO3EH AHAa3eNaM WM nopasenam. [Ipu acTMa ce npunarat
OpOHXOAKNATATOPH.

Hama cneuudgHieH aHTHAOT,

5. GAPMAKOJOINYHH CBOHCTBA

5.1. ®PapmMaKkolREAMHYHHE CBOHCTBA

Dapmaxomepaneemuuna 2pyna: IIpoTHBOBBINAIHTEIHH H AHTHPCBMATHYHH NPOAYKTH —
HECTEPOM/IHM; ACPYUBATH HA MPONMMOHOBATA KHCEIHHA

ATC xoa: MO1A EOI

U6ynpoden e HCITBC nekapcTBeH NpoAyKT, A0Ka3an eeKTUBHOCTTA CH npi o0) TR
eKCNIEPUMEHTAIHM MOJIE/IM Ha Bh3laleHHKe NIPH )XHBOTHH 4pe3 HHXHOupane Ha || = [ Y73
[pocTarfJaHanHOBaTa cHHTe3a. [Ipu Xopa HOynpodeH HaManIBa Bb3NANHTENHE



temneparypara. OcseH ToBa uOynpodeH obpatumo uHxubupa AT@- u KonareH-HHAYyLKHpaHaTa
arperauua Ha TPOMOOLIMTH.

ExcriepiMeHTAIHH JaHHH NOKa3BaT, ye HOynpodeH Moke KOHKYPEHTHO Aa MOTHCHE edeKTa Ha
HUCKMTE A03H alCTHICANHIMAOBA KHCe/IMHa BbpXY TpOMOOUMTHATA arperaums, KOrato ce
NpUeMaT eJHOBpeMeHHO. Hakou (papMakoaHHAMHYHM TIPOYUBAHHSA NMOKA3BAT, Y€ KOraTo
eAMHHYHAa 1032 HOynpodeHr 400 mg e nprera B pamkuTe Ha 8 yaca npeau wid 30 MUHYTH crien
noza ot 81 mg aueTWICANMIIORA KHCETHHA C HENOCPEACTBEeHO ocBobok 1aBaHe, ce Habmoasa
NoHWKeH eheKT Ha aLETWICANTHLIWIOBA KHCE/IMHE BpXY 06pa3yBaHeTo Ha TpOMDOKCaH 3a
TpoMOoLIMTHATA arperauus. Brrnpeku, ye MMa HECUI'YPHOCT [IPH EKCTPATIOIMPAHETO HA TE3H
AAHHM OT KJIMHHYHHM CITy4aH, He MOXe Ja Obae H3KITIO4YEeHa BE3MOXKHOCTTA, Y€ ITPH peJoBHATA,
[IPOABDKHTE/HA ynoTpeba Ha HOynpodeH MoXKe /1a ce HaManH KapAHOMIPOTEXTHBHHA eeKT Ha
HMCKH J03H aLeTHWICATHIBUIOBA KHcennHa. He ce oyakpa KTHHWYHO 3HAUMM eeKT NpH
HepeAoBHa ynorpebara Ha ubynpodeH (Brx T.4.5).

5.2. PapMAKOKHHETHYHH CBOHCTBA

Cnen nepopajiiio npuiokeHde ubynpodeH ce peopbupa 4aCTHUHO B CTOMaxa H HaITbjHO B
TBHKHTE YepBa.

Cnen MerabonnsupaHe B yepHUs Apod (XHApOKcHUpaHe, KapbOKCHIUpaHe U KOHIOrauuA),
(hapMaKOJIOrHYHO AKTUBHHMTE METabOJIUTH ce ETUMHUHHPAT HAITBJIHO, OCHOBHO Ype3 Ob0peuHTe
(90%) ¥ OT YacTH npe3 kKabukata. ETHMUHAIIHOHHUAT NOTYKUBOT [IPH 3ApaBH HHAMBHIM NpH
Takupa ¢ ObOpeyHH W yepHOAPOOHH 3a60nBaHHA € 1.8 — 3.5 yaca, CBbP3BAHETO € [UIA3MEHHTE
IPOTEHHH € OKOA0 99%.

MakcHmanHu njiasMeHH KOHLEHTpaUHH Ha HOynpodeH ce AoCTHraT THIHYHO 3a 1-2 yaca cnen
rnepopaneH nNpHem Ha o6ukHoBeHH TabneTkn uSynpoden. Cnen nepopaneH npueM HOYNpodeHsT
ce pezopbupa OBP30 Npe3 raCTPOMHTECTHHATHHSA TPakT. I1pyu eaHo $papMakoOKHHETHYHO
npoyusase (R07-1009), Bpemero 3a qocTHraHe Ha MMKOBH IJIa3MEHH KOHUEHTpauuy (median Tmax
) Ha rnajgHo 3a noynpodeH kucenMHHa 0OMKHOBEHH TadJieTkH e Ouno 90 MUHYTH B CpaBHEHHE C
40 muHyTH 3a HypodeHn mexu kancynu. MOynpodeH ce OTKpHRA B IL1a3MaTa rnoeede ot 8 yaca
cnena npunoxeHue Ha Hypoden Excnpec ®opre.

5.3. lIpeaxTHHEYHA JAHHA 33 6€30NACHOCT

[IpH eXxcnepHMEHTH € XHBOTHHY CYOXpOHHYHATA M XPOHWYHA TOKCHYHOCT Ha HOyrnipodeH ¢ Ouna
HaONIOAaBaHAa KaTo JIE3HH U YJILUEpauMy Ha raCTpOHHTECTHHANHHKA TpakT. UOynpodeH He e
MOKa3aJl MyTareHeH MOTEHUMAN NPH in Vilro 4 in vivo npoy4BaHus. He e nokazaH kapLIHHON¢HEH
NOTEHUHaN Ha HOynpodeH NMpH NpoyYBaHUs BLPXY TUIBX0BEe ¥ MULIKH. HOynipoden e nosen ao
NMOTHCKAHE HA OBYJ/IALIAATA NTPH 3aMLHU, KAKTO H A0 HapYLICHA UMILIAHTALMSA TIPH pa3THYHH
YKHBOTHHCKHM BHAOBE (3alLi4, NIIbXOBE Y MULIKH). EKCIEPHMEHTAIHY NPOYYRAHHS Ca 10Ka3aJIH,
ye ubynpodeH npeMyHaBa Npe3 [U1ALEHTaTa, B TOKCHYHH 3a Maikara fo3H H ce Habnronasa
NOBHILIEHa YeCTOTa HA BpoAeHHTe MaihopMaLivm (Harmpumep nedeKTH Ha MeXayKamepHara
nperpana). [Ips ekcnepaMeHTH ¢ XKMBOTHH ¢ HabmoaaBsaHo, e ynorpebara Ha HCIIBC
NOTHCKAUIH MPOCTArNIAHAMHOBATA CHHTE32, MOXKE J1a NOBHIIH YeCTOTaTa Ha MOTHCHATH MaTOYHHU
KOHTPAaKLMH M 3a0aBEHO WIH YABIDKEHO paXKJaHe.

6. ©APMAIEBTAYHH JAHHH

6.1. CapcuLK HA MOMOIMHATE BeMEeCTBA

CbplieBHHa:
Makporoa 600

KanueB xuapokcHi
IIpeuncreHa Bona




KancynHa oOBUBKa:
HKenarus

Copburon reueH (E 420)
[Tonco 4R (E 124)

MacTuno:

IIponmuneH rnukon
Turanos auokcua (E 171)
Xunpomenosa (E 464)

[IponseoacTBEHH AOOABKH
Tpurnuuepuny (CpeAHOBEPHKHH)
HNeuurun (E 322)

6.2. HecLBMECTRMOCTH
He ¢ npunoxxuMo

6.3. Cpox Ha rognoct
2 rOAUHK
6.4. CHenHAIHH YCAOBHS 32 ChXPAHEHHE

Ha ce cexpansa noa 25°C. Jla ce cbxpaHsaBa B OpHIHMHA/IHATA OMAKOBKA, 32 Ja C€ NMpeanasy oT
B/Iara.

6.5. /laHHH 33 ONAKOBKATA

Baucrep ot 6sn Henpospaued PVC/PVAC anymunueBo donno. Beexn 6nuctep MOXeE 4a ChaABpKa
mo 2,4, 6, 8, 10, 12, 16, 20, 24, 30, 40 namn 50 meku kancynu.
bnuctepuTe ca NOCTaBeHH B KAPTOHEHA KYTHS.

He BCHUKM rojleMHHH Ha OMAKOBKHTE MOXE /14 CE npoaaepar.

6.6. CnenualHR OPEABAIHA MEPKH 33 H3XBbpJISHE
HaMa cneuHaiHy H3UCKBAHHUA.

7. NPUTEXATEJ HA PASPEHIEHHMETO 3A YIIOTPEBA

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

11th Floor, District 1, Bucharest, PymbHHs

8. HOMEP HA PAIPENNIEHHUETO 3A YIIOTPEBA
Per. Ne 20120227

9, JATA HA HBPBOTO PAIPEIIIABAHE / IIOJHOBSIBAHE HA PAZPEIIEHHUETO
3A YIIOTPEbBA:
Mai, 2012

10. JTATA HA AKTYAJIMBUPAHE HA TEKCTA
onu, 2024




