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1. UME HA JIEKAPCTBEHMUSA ITPOAYKT

BPY®EH PETAP/I 800 mg tabneTku ¢ yAb/HKEHO 0CBOOOK/1aBaHE
BRUFEN RETARD 800 mg prolonged-release tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika TabneTka ¢ yabinkeHo ocBobokaaBaHe cbabpxka 800 mg ubynpoden (ibuprofen).

3a N'bJIHKUA CITUCHK HA NMOMOLLHHUTE BellleCTBA BUXKTE TOUKa 6.1,
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4.1 TepaneBTHYHH MOKA3AHHSA

BPY®EH PETAP/I e noka3zaH rnpu Bb3pacTHH W FOHOLLIH.
CUMNTOMATHYHO JieYeHHe Ha 00JIKa M Bb3NaJIeHUE MPU PEBMATOU/IEH APTPHUT U OCTEOAPTPHT.
4.2 Jlo3upoBKAa H HAYHH HA NPHJIOKEHHE

J1o3upoBka

JleuenueTto TpsOBa na 3anoyHe ¢ Hal-HUCKaTa 4034, KOATO ce OyakBa Ja Obje epeKkTHUBHA, KaTo cliell TOBA
TS MOXKe 1a ObJie ajlanTupaHa B 3aBUCMMOCT OT T€paneBTUUHHS OTFOBOP U HExkKeJlaHUTe peakuuu. [1pu
NPOABJDKUTEIIHO JIEYEHHE LIe/ITa € /1a Ce Mpujara Hau-HUCKaTa nojabprkaila 103a.

HesxenaHuTe peakUMH MOraT /la ce CBe/JaT 10 MUHHMMYM KaTo ce U3IoJ3Ba HaW-HUCKaTa e)eKTUBHA 103a
3a Hal-KpaTKHUsA Nnepuo/l, HeoOX0MM 3a KOHTPOJIMPaHe Ha CUMNITOMUTE (BXK. ToUKa 4.4).

Bwvipacmuu u ronowu Hao 12 coounu (= 40 kg).

Jlo3aTa e 2 TabneTku AHEBHO, NpUeTH Beuep. Jlo3ara Moxke aa ce NOoBHIUU A0 3 TadNEeTKH AHEBHO,
pa3ae/ieHH MEXAYy NMpUeM CYTPHUH M Beuep. MakcumaiHaTa /103a 3a 24 yacos nepuo/ e 2 400 mg.
Tabnerkure TpsOBa na ce NorabLUAT LEJIM ¢ HAW-MaJIKO MOJIOBHMH Yalla BO/A.

[TalMeHTH, KOMTO ca CTpaJaJiv OT AUCMEINCHUS W CTOMALLIHO-YPEBHO KbPBEHE MPHU MPHEM HA APYIH
[epopaiHk NPOTHBOBB3NAIMTE/IHH JIEKAPCTBA ca MNOHeC/IH 100pe HOynpodeH, HO NpH NMbPBHU MPUEM Ha
EPY®EH PETAP/] Tpabsa na 6baat peaoBHO Habr01aBaHH.

lleouampuuna nonynayus
EPY®EH PETAP/] He ce npenopbuBa npu jaeua noa 12 roauiiHa Bb3pacr.

llayuenmu 6 cmapuecka év3pacm

Te3u nauMeHTH ca ¢ NOBULLEH PUCK OT CEPHO3HM MOCAEACTBUS OT HEXKEJIaHH PEaKLIMH. € np
ye e HeoOxoaumo HCIIBC, Tpsabsa na ce npuiara Hal-HUCKaTa epeKTUBHA /1032 3a H :ﬁpa Ks
Bb3MOxeH nepuoa. [Taunenture TpsOBa na ce Habr01aBaT PeAOBHO 3a CTOMALLIHO-Y §ol:




Bpeme Ha JedeHueTo ¢ HIIBC. Ako € yBpeaeHa OnOpeunara unu yepHoapobHata PyHKUHMA, 103aTa
TpabBa ga ce npeueHH HHAHBHAYATHO.

bvbpeuno yepescoane

HeobxonuMo € noBULIEHO BHUMAaHKE NPH I03UpaHe Ha udynpodeH npy nauneHTH ¢ 6b06pevHo
yBpeskaane. Jfosuposkara Tpabea aa ce onpenens MHAKBUAYanHo. [Jo3aTta Tpadsa aa ce noaabpxa
Bb3MOXKHO Hal-HUCKA W na ce Habnwoaasa 6bOpevHata pyHKuna (BK. Touku 4.3, 4.4 u 5.2).

Yeproopobro yspedicoare
Heo6x0aMMO € MOBHLLUEHO BHUMAHKME NP A03UpaHe HA MOynpodeH Npy NaLUEHTH C YEPHOAPOOHO

yBpexaaHe. Jlozata Tpsabea aa ce onpeaens MHAMBHAYaNHO U 1a Ce NOAADBPIKA Bb3MOXKHO Hal-HUCKaA (BX.
Toukd 4.3, 4.4 u 5.2).

HauKH Ha [IPHI0KEHHE

[IpenopbuBa ce MauuMeHTHTE ¢ 4yBCTBHUTENEH cToMax aa npueMat bBPY®OEH PETAP/] ¢ xpaHa.

Ha ce npuema bPYOEH PETAP]] Tabnetku ¢ yabnxkeHo oceoboxknasake ¢ vawa soaa. BPY®OEH
PETAP/I TabneTku ¢ yabiaxkeHo ocsoboxnapaHe Tpsabea na ce roatart uenu, 6e3 ga ce AbBUaT, YynaT,
CTPHUBAT WM CMYYaT, 3a Aa c€ W30erHe AUCKOMGOPT B YCTATA ¥ JApa3HEHe Ha I'bproTo.

4.3 IlpornBonoKkaszaHHuA

. CBpbXHYBCTBUTENHOCT KbM aKTUBHOTO BELECTBO WK KbM HAKOE OT MOMOLUHHTE BELLECTRA,
H30pOeHH B TOuKa 6.1,
. AKTHBHA CTOMAILIHA M YOAEHATHA A3Ba WK aHAMHE3a 3a peLUMAMBUpALLA A3Ba/KbPBEHE OT

CTOMALLHO-YPEBHHUA TPaKT {ABa MY NMOBEYe eNH304a HA 10Ka3aHHU yauepauly UIH KbpBeHe).
Texxka yepHoApOOHA HEOOCTATHYHOCT.

Texxa chpaeuna HegocTaTbyHOCT (Knac IV no NYHA).

Texxka 6B6peunHa HegocTaTbuHOCT (rnoMepyiHa ¢untpauns foa 30 ml/min).

CbCTOAHUA, KOUTO BKJKOYBAT NOBULIEHA CKIIOHHOCT KbM KbpPBEHE.

KbpBeHe OT CTOMALLHO-4YPEBHHA TPAKT Wi nepdopalys BbB BPb3Ka ¢ NPEAULIHO JIEHEHHE C
HCIIBC.

° TpetH TpuMecTBP Ha OpeMEHHOCTTA.

[Topaau xpbcTocauu peakuuwd, BPY®OEH PETAP He TpsaOsa aa ce npunara Ha NaLUMeHTH, KOUTO ca
Pa3BH/IK CHMITTOMH Ha acTMa, PHHHMT WK YPTUKApHA chel npueM Ha acnupud vnu apyrd HCIIBC.

4.4 CneuHanNHH npeaynpexAcHHA H NpeaANa3Hy MepKH nNpH ynorpeba

O61uK NpeaynpexIeHns
Hexxenanure edexT Morar 1a ce MUHUMH3MPAT C MpUNaraHe Ha HaW-HUCKATA 4032 3a HA-KPaTKO BPEME,
HeO0OX0AMMO 34 KOHTPOA HA CHMOTOMMTE (BX. TOHYKA 4.2 Y CTOMAUIHO-4YPEBHH U ChPAEHHO-CBAOBH

edekTH No-1o.y).

[Ipy npoabmKUTENHA yiioTpeba Ha HAKOU 00e300nBaLUM JIeKapCcTBa MOXKE la ce NOABH rnasodonue,
KOETO He TpadBa na ce IeKyBa ¢ No-BUCOKH 03U OT JIEKAPCTBOTO.

[Tpu eqHOBpEMEHHA KOHCYMALUMA Ha aJIKOXOJ1, HEXKENaHUTE peaKUHH, CBBP3aHH C AKTHBHOTO
NeKapCTBREHO BEUIECTBO, OCODEHO TE3M, KOUTO 3acAraT CTOMALLHO-UYPEBHUA TPAKT UM LeHTpanHaTa
HEepBHA CUCTEMa, MOXeE Aa ce yBenuuar npu ynorpeba na HCIIBC.

Mma pokasaTencTna, Y€ NeKapcTBaTa, KOMTO MOTHCKAT CHHTE3aTa Ha LHKITO-OKCHUTEH
NpoCcTarjaHAHHA MOraT Ja ZO0BEJaT 00 YBpPEKIaHe Ha PEPTHAMTETA NPH >KeHaTa
oBynauuaTa. Tosa € 0OpaTUMO NpH NpeKpaTABaAHE HA JICHEHHUETO,



Cobpae4Ho-chA0BH eQeKTH

[lpy naumeHTH C aHaMHe3a 3a XUIIEPTOHUA W/ HJIIH JIeKa 10 YMEpeHa CbpAc4Ha HEA0CTATbYHOCT Ce
M3HCKBAT NOAXOAALLO HAOIOJeHHUE U CHBETH, T KAaTO Ca AOKIaABAHY 3abpXKaHe HA TEHHOCTH U €1eM
BbB Bpb3Ka ¢ JieueHue ¢ HCIIBC.

KnvHHYHATE NpoyUBaHMA noka3eat, 4e ynorpebara Ha HOynpodeH, ocobeHo BbB BUCOKH A03H

(2 400 mg/neH), MOXe aa € CBLP3aHa ¢ MOBMWABAHE HA PUCKA OT apTeEpHUanHH TPOMOOTUUHU CHOUTHA
(Hanpumep MHGAPKT Ha MHOKApJa WK HHCYT). KaTo usno enuaeMHONOrMYHHTE NPOYYBAHUS HE
NOKa3BaT BPh3aka MEXIY npreMa Ha udbynpodeH B HUCKK A03HM (T.e. £ | 200 mg/neH) n noeuiliapaHe Ha
PHCKA OT apTepyanHy TpoMboTHUHK CBOUTHA.

[TaureHTHTE ¢ HEKOHTPOSWpaHa XHNEPTOHMA, 3aCTONHA cbhpAaeuHa HeaocTaTsuHOCT (II-111 no NYHA),
YCTAaHOBEHAa HCXEMHUYHA O0JIECT Ha CLPLETO, NepudepHa apTepyanHa 0onecT WKlH MO3BYHOCHAOBO
3abonssaHe TpsOBa na ObAaT neKyBaHH ¢ MOynpodeH caMo cnell BHUMAaTENHa NpeLeHKa U Ja ce uidarear
BHcokuTe 1034 (2 400 mg/nen).

TPHSB& A4 €€ U3BBbpPILIBA BHUMATE/IHA MNPEeLUCHKA K NPEAH 3aNOUYBaHE Ha ABLJTOCPOUYHO NEYCHUE HA
NMaUKUEHTH C PUCKOBH (l)BKTOpH 34 CbpACYHOCBHAOBH CbOMTHA (HHI’IP. XHIICPTOHHA, XUIICPAUIIHACMHUA,

saxapeH AuWadeT, TIOTIOHONYLIEHE), 0cobeHO ako € HeobxoauM npueM Ha ubynpodeH BbLB BUCOKH J03H
(2 400 mg/aeH).

HM3uckBa ce noBULLIEHO BHHMAHHE, KOraTO CE€ JICKYBAT MNAllUCHTH C aHAMHE3a 3a XUNNEPTOHHA W/ nunu

CbpAEYHA HEIOCTATbYHOCT, Thil KaTO ca NOK/IaABAHH 3aAbpiKaHe HA TEYHOCTH U OTOK BbB BPb3Ka €
nevedue ¢ HIIBC.

[Mpu nauuneHTy, ntexyeaHu ¢ bBPYQOEH PETAP/], ce chobiuaea 3a cnyyau Ha cHHApoM Ha Kounis.
CunapoMbT Ha Kounis ce onpeaens kaTo BTOPHYHU ChPASCUHOCHAOBH CHMIITOMH Ha ajiepriyHa peaxums
WK peakLMs Ha CBPbXUYBCTBUTEIHOCT, CBbP3aHH C KOHCTPHKLHMA HA KOPOHAPHHWTE apTEPHH,
MOTEHLMAIHO BOAELLA 10 MHOKAPAEH HH)apKT.

CTOMallHO-4YPEBHO KbpPBEHE, YaLIEpallii U nepdopauus
CbliecTBYBa CHJIHA BPb3Ka MEXKAY 403aTa M TEXKO KbpPBEHE OT CTOMAWHO-YPEBHHSA TPaKT,

EnHospeMenHo npunarane Ha néynpoden u apyru HCIIBC, BkarOUMTENTHO CETEKTUBHH UHXUOUTOPH Ha
uMxnookcHrenasa-2 (COX-2) tpsbsa na ce u3barsa.

[TauneHTH B CTapUeCKa Bb3PACT Ca C MOBHILEH PHCK OT Hex}ce/laHW peaKklliM, KOraTo ca N1eKyBaHH ¢
HCIIBC, ocobeHo OT KbpBEHE OT CTOMALIHO-YPEBHUSA TPAKT U niepdopaLus, KOUTO MoraT aa oObaar

daranHu.

B1s BpB3kKa ¢ neyenne ¢ Bciuku Buaope HCIIBC ca cvobuiaBanm noreHUUaNnHo paTaniHi KbpBEHE OT
CTOMALIHO-YPEBHHUA TPaKT, yjluepaunH U nepdopaliiu, KOMTO Ca Ce NOABIABAJIM IO BCAKO BPEME Ha
neyeHHeTo ¢ WK 6e3 npeaynpexaapallli CUMIITOMH HMIIW NPEAMLIHN €NM30AH Ha CEPHO3HH CTOMALLIHO-
YpeBHU HHLUHIACHTH.

PRCKET OT KbpBEHE, yilUepalus W nepdopanms e No-BUCOK ¢ nosuwasaHe Ha gosata Ha HCIIBC npu
NauxeEHTH C aHaMHe3a Ha A3Ba, 0CO0EHO YCIOXKHEHA C KPHBOUTHB WK nepdopauus (Bx. Touka 4.3) U
MpH NaLMeHTy B cTapyecka Bb3pacT. [lauueHTy ¢ pUCKOBH (pakTOpH, NOCOYEHH No-rope, TpAdBa 1a
3aMo4BaT JIEYEHMETO C HaAH-HHUCKaTa Bb3MOXKHA 103a.

[Ipn Te3u naumMeHTH Tpabea aa ce 0O0CHAN NeUeHUE ¢ MyKO30-IIPOTEKTUBHH JIekapCTBa (Ha
MH30MPOCTON HAN HHXHOUTOPH HaA MPOTOHHATA NMOMNA), KAKTO H APH MaUHEHTH Ha HH
alEeTHACANHLMIOBA KMCETHHA WIW APYTH NEKapCTBa, KOUTO MOraT Ja NMOBULLAT PUC
CTOMALLHO-YpeBHH ePeKTH (BiK. 10-007Y M TO4uKa 4.5).

[TauneHTH ¢ aHAMHE3a Ha CTOMALLHO-YPEBHM peaklMH, ocobeHOo B cTapuecKa BL3p
npeayrnpeneHu aa ce HabnoaaBaT 3a BCAKAKBY HEOONUANHY KOPEMHU CUMITOMH (
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YpeBHO KbpPBEHE), MPEAHMHO B HAYaJIOTO HA JICUEHHETO U aKO C€ NOSBAT CUMNTOMM, Ja ThPCAT
MEIULMHCKA NOMOLL,.

HeoGxoaumo e noBuilieHO BHUMaHKE NPH NALUUEHTH, MPUEMALK €IHOBPEMEHHO JIEKapCTBa, KOUTO MOraT
7a MOBHUILAT PUCKA OT YJilLEepaLUHH UNHN KbpPBEHE, KaTo MepopaiHi KOPTUKOCTEPOUAH, AHTHKOArYy/IaHTH
KaTo BaphapHH, CENEKTUBHA MHXHOMTOPH. HA 0DPATHOTO 3aXBalllaHe HA CEPOTOHHHA UJIH
aHTHTPOMOOTHUYHHM NEKapCTBaA KATO aCNUpPKH (BX. Touka 4.5).

JlewenueTo ¢ HﬁyHPO(bBH T'pﬂﬁBa Ad C€ NMPpEKBCHE aKO [NAaUHCHTDT CTp4d/Jada OT KbpBCHE HIIK YILCPpaliHi.

HCIIBC Ttpsbea na ce npunarat ¢ NOBHLIEHO BHUMAHHWE NMPH NMAaLUEHTH C dHaMHE3a 3a KbpBEHE OT
CTOMALLIHO-YPEBHHA TPAKT, HAMp. YJLEPo3eH KOMUT H 6onecT Ha KpoH, TbH KaTo T€3U ChCTOAHWS MOraT
na ce oboctpat (Bx. Touka 4.8).

buOpeuHu edexT
Heo6xoauMo e noByLIeHO BHUMaHUE NPY JEXUOPATHPAHKM NauueHTH. ChllecTByBa pUCK OT 6b6peuHo
yBpexaaHe ocobeHo npyu AeXxHApPaTUpaHH IOHOWH W NALKEHTH B CTapYecKa Bb3pacT.

Kakro npu apyru HCIIBC, npoabmxkuTenHuaT npyveM Ha ubynpogeH e 1oBen A0 nanuiapHa Hekposa
ApYry NaroNordiyHy npomMeHu B Onbpeumnre. brbpeuHa TokeHunocT e HabntoaaraHa # NPY NaUWEHTH, NPH
KOUTO OBOpeUHHTE MpocTarnaHAMHHY MMAT KOMINEHCATOPHA PO B NOLABLPIKAHETO HA HOpMANHATA
01b6peuHa nepdysus. [Ipu Tesu naupentu npuemsT Ha HCIIBC Moxe na noseae 10 1030-3aBUCHMO
HamansiBaHe Ha oOpa3yBaHETO Ha NPOCTarjJaHAWHHU U, BTOPUYHO, Ha O bOPEYHHUA KPBBEH NOTOK, KOETO
MOXe Na aosene a0 ObOpevHa HegocTaTb4HOCT. B Ha-ronaMm pyck ca nauueHTHTe ¢ OBLOpeUHO
yBpEXKJaHe, ChpAcYHa HEAOCTATBUHOCT, YEPHOAPOOHA AUCPYHKLMSA, B CTAPYECKA Bh3pacT H MAUHEHTHUTE
Ha auypeTHUd Unu ACE-unxuburopu. Cumnromure 00MKHOBEHO ca 0OpaTHMHU clell NpeKbCBaHe NpHEMa

Ha HCIIBC.

[pu nauueHTH ¢ BnoweHa Ob0peuHa, yepHoApOOHa UM CLpacuHa QyHKUHUA TpsOBa Aa ce U3noa3Ba Hait-
HHCKaTa eeKTHBHA 1034 3a HaH-KPATKHA BL3IMOXKEH NEpHOa 4 Aa ce MOHWTOpUpa 6b0peuHaTa PpyHKLMS,
ocobeHOo NMpH NALMEHTH, IEKYBAHH NPOIbIKUTETHO Bpeme (Bx. Touka 4.3).

XeMaToNorHuHu eeKTH
Hoynpodexr MoXe Aa NOTHCHE TPOMOOUMTHATA arperauus, KOeTo Ja A0Bele A0 YAL/DKEHO BPpEME Ha

KbpBEHE.

ﬂHXﬂTEHHH HapyLICHHUA

Heo6xoaumo e BHMMaHue, ako HOynpodeH ce npunara npy NauMeHTH, cTpaaally oT WK ¢ aHaMHe3a 3a
acTMa, XpOHHYEH PHHUT WY ajlepruuHy 3abonsBaHus, Thil KaToO € NOKIaABaHO, Y€ UOynpodeH
MpUUHUHABA OPOHXOCMA3BM, YPTHUKAPHA WIW AHTHOEAEM NPHU TaKMBA NALMEHTH.

Texkn KOXKHM Hexenanu peakunn (SCAR)

Texxkn koxkHH HexenaHu peakuyn (SCAR), BKIIIOUMTENHO ekchOIHaTUBEH ACPMATHT, epUTEMa
MynTHdoOpME, CHHAPOM Ha Stevens-Johnson, TOkCHUHa envaepManHa HEKPOJIM3a, H JIEKAPCTBEHA peaKLUs
¢ eo3uHOpUAMA M cucTeMHm cuMiTtoMu (curapoM DRESS) v ocTpa reHepanvinpaHa eK3aHTEMaTO3Ha
nycTyno3a (AGEP), kouto MoraT na 6b4aT >kMBOTO3aCTpalliaBallly WIH Ja AOBEAAT AC JIETAIEH H3X0], C€
cbobL1aBaT BuB Bpb3Ka ¢ ynorpebara Ha ubynpodgeH (Bx. pazaen 4.8). [Tose4eTo OT Te3U peakuHH
HACTbLNBAT Npe3 Mbpaus mecel. [Ipu nosBa Ha MpU3HALM U CUMIITOMH, MOKa3aTeNHH 34 Te3U peaKLIUH,
uGynpodgeH Tpabea aa ce crpe HezabaBHO U Aa ce 0OMHUCIN Apyro neueHue (crnopea HeoOXO0AUMOCTTa).

HUndeknuunu n undecraumnu
Mo u3knwueHHe, BapULienaTa Moxe aa 6bae NpUUKMHA 32 CEPUO3IHHU KOXKHH U MEKOTD

nHdekumu, He MOke 1a Obae nakmoueHa. [1o Tazu npuunHa ce npenopbLUBa Aa ce
EPY®EH PETAP/L B cny4au Ha Bapruena.




MackHpaHe Ha CUMITOMUTE Ha MoAnexanTe HHOEKLIUU

BPY®EH PETAP/] Mmoxe na Mackupa CHMOTOMMTE HA HHPEKLUMA, KOETO MOXKeE Aa A0Beae A0 3a0aBaHe
Ha 3anouBaHe Ha MOAXCAALLO ACYEHHE W MO TO3M HAMKHH 1A BJIOWIY M3X0a OT HHdekuuara. Topa ce
Ha0JitonaBa npu OaxkrepuasHa MHEBMOHKA, NpHUACOHUTa B OOLIECTBOTO, KAKTO U MPH DAKTEpUANHUTE
ycnoxHennsa Ha sapvuena. Korato BPY®EH PETAP/] ce npunara 3a seyeHne Ha nopHilieHa
TeMneparypa WM 3a obnekuaBaHe Ha 60AKaTa BB BPb3Ka ¢ MHMEKUMUA, C€ NpenopbyuBa HabnwacHHe Ha
HHPekumnaTa. [IpyM M3BBHOONHHUHM YCIIOBUS NAUMEHTDBT TpADBa Ja ce KOHCYNTHPA C JieKkap, ako
CUMNTOMHUTE NEPCHCTUPAT HIIH CE BJIOLLABAT.

AcenTHyed MEHHUHIUT

HabGntonaeaH € acefrtuieH MEHHHIUT B peKH CJIy4au MpU NauUeHTH Ha Tepanuia ¢ ubynpodeH. Bonpeku
4e € MO-BEPOATHO TOH Aa & pa3BUeE MPH NALMEHTH ChC CHCTEMEH JIYTNYC €PHUTEMATO3YC U 3aD0NABAHMS,
CBBP3aHU CbC ChEAMHHMTENIHATA ThKAH, AOKAA/ABAH € U MPY NauKeHTH 0e3 noanexatio XpOHUYHO
3abonsBaHe.

[1aLiHeHTH CBC CTOMalllHO-YPCBHH l'lpOﬁJ'lEMH, CHCTCMCECH Nynyc CpHTEMATO3YC, XCMATONOIr'MH4YHH
HapyLuE€HHUA WIHN HAPYIICHUA B KPBBOCHCUPBAHCTO K ACTMaA, Tpﬂﬁﬂa aa 0baaT JJCKYBAHH C BHUHMaHHC H

HabnroaaBaHH 0T6aM30 no epeMe Ha jedyeHneTo ¢ HCTIBC, Tbil kaTo TAXHOTO CHCTOAHUE MOXKE na ce
obocTpu ot HCIIBC.

BPY®EH PETAP/ ue ¢ noaxoasiw 3a aeua noa 12 roauiuHa Bb3pacT.
4.5 Biaumoae#cTBHE ¢ APYrH JEeKAPCTBEHH NMPOAYKTH H APYIrH GOopMH HA B3aUMOAEHCTBHE

Caeanute kombunauuu ¢ bPY®EH PETAPA Tpsabea aa ce n3barear:

Huxymaponosa epyna: HCIIBC MoraT na noBvwiaT edekTa Ha aHTUKOArynaHTH KaTto BapdapHH.
ExcnepuMeHTaHH M3C/IeIBaHUS NOKa3BaT, e HOynpodeH noacuiea edexTa Ha BappapuH BbpXY
BpeMeTo Ha kbpeeHe. HCIIBC v aukyMaponoaTa rpyna ce MeTaboIM3UpaT OT €AHMH U CbLIW €H3UM,

CYP 2C9.

Aumumpomboyumnu nexapcmsa: HCIIBC He TpabBa na ce koMOMHHUpaT ¢ aHTUTPOMOOUMTHM JleKapcTBa
KaTO TUKNONHIHH NOPaaAU aAUTHBEH e(eKT BLpXY MOTHCKAHETO HA TpoMOoLUTHATA PYHKLUHA (BXK. MO-

aony).

Memompexcam: HCIIBC notuckar TyOysiHaTa cexkpelHa Ha METOTPEKCAT M KaTO pe3yaTaT Morar Jaa
HaCTBNAT HAKOH MeTAOONUTHH B3aUMOAECHACTBHA ¢ HAMANIEH KJIMPBHC HA METOTpeKcaT. [1o Tasu npuuuHa,
[pH JIEYEHUE C METOTPEKCAT BbB BUCOKHU 103K TpabBa na ce u3dsrea npeanuceaneto Ha HCIBC (8. no-

A0Y).

AHEMMC&’IHHI&IOS& KUuceauna. E,.E[HOBPEMEHH&TEI }’I'IOT‘[JEﬁH Ha Hﬁ)fﬂpﬂ(bﬁH H allCTUICATIHLIHI0OBA
KHceJIHHA OOMKHOBEHO He € NPerNeopBrHHUTENHA NOpadH MNOBHLUCHHA PHCK OT HEXKCIIAHH PECAKLHH.

ExcrnepuMeHTATHUTE JaHHU NOKA3BAT, e MPU EAHOBPEMEHEH NpHEM HOYNpodeH MOKE KOHKYPEHTHO Aa
MOTHCKA e(heKTa HA HUCKU J03HU alleTHICAIULIMIORA KHCENHHA NO OTHOLWEHHE Ha TpOMOOLMTHATA
arperauusa. Benpekn ye tMa HEACHOTH OTHOCHO €KCTPANOJMPAHETO Ha T€3W AAHHH KbM KIIMHUYHHSA
CNIyyaid, He MOXeE [1a C€ M3KITKOUM BBb3MOXHOCTTA PpeAOBHATA AbIArocpoyHa ynorpeda Ha HOynpodeH na
HaManABa KapJAHOMPOTEKTUBHHA e(IEeKT Ha aLETUICAIHLIMIOBA KHCENHHA B HUCKK 034, CMATA ce, ye
HAMa ronsaMa sepoATHOCT obuyaiiHaTa ynorpeba Ha ubynpodeH na soBeae A0 KIHHAYH edekT
(B2K. TOUKA 5.1).

rIOMEepYynHaTa QUATPALUA K 1a [MOBHLUIAT NNA3MEHUTE HUBA Ha CbpACUHUTE M
NHUTOKCHUH).




Mughenpucmon: TeopeTuuHO MOXE Aa HACTBIY HAMATsBaHE Ha eeKTa Ha JIEKapCTBOTO [IOPAdH aHTH-
npoctarnanauHosute ceodictea Ha HCIIBC, k. auetuncanuuunosa kucenuHa. OrpaHHUeHH
A0Ka3aTe/iCTBA MoKa3Bar, Ye eqHospeMeHHO npuemaHe Ha HCITIBC B aeHs Ha npyeMaHe Ha
NpocTarjaHIKWH HE NOBAHABA €(PEKTHTE HA MU(PENPHUCTOH UK Ha MPOCTarjaHAWHA BbpXY LEpBUKATHATA
3PAJOCT WK KOHTPAKTUIIMTETa HAa MaTKaTa U HE HAMaJlfABa KIWHWYHATA €PEKTUBHOCT MPH MEAULIMHCKO
npexbeBaHe Ha OpeMeHHOCTTa

Cyagponunypen: ColiecTByBaT peAKd CHOOUIEHHS 3a XUIOMTHKEMUS NPH NALIMEHTH HA CyNPOHUNYPEHHH
NeKapeTBa, NpHeMalun HoynpodeH.

3udoeyoun: Hama noka3aTeNICTBA 3a NOBHLLICH PHCK OT X€MapTpo3u ¥ xeMaToMu npu HIV(+)
XeMOMHIKLIH, KOUTO NPUEMAT €AHOBPEMEHHO fiedeHHE ChC 3UA0BYAUH K HOYMpodeH.

Caeanure kombrHauuu ¢ BPY®OEH PETAP/I Morar ga M3UMCKBAT ajantTyupaHe Ha J034Ta.

HCTIBC morat aa HamansaT edekTa Ha AUYPETHLMTE W APYrH aHTUXHNEPTEHIUBHHU JteKapCTBa.
OcBeH TOBa AMYPETHLIUTE MOTaT [1a YBENUYAT PUCKA OT HedpoTokcHuHocT, cebp3ald ¢ HCIIBC,

HCTIBC morat aa peayuupar eKCKpeUMaTa Ha aMUHOTTIMKO3IHMTE.,

JTumuti: UbynpodeH HaManaBa ObOpeuHHA KAMPBHC HA JIMTHH, KaTO pe3ynTaT OT KOETO CEPYMHHTE HHBA
Ha JIMTHA MOraT JAa ce nosHuat. KomOuHauuaTa Tpabea aa ce M3dArea, 0CBEH aKo C€ MPOBEXKIA YECTO
H3cedBaHe HA CEPYMHHUA TUTHH U CE€ peayuMpa a03aTa My.

ACE-unxubumopu u ancuomenzun-1l anmazonucmu,

CobulecTBYBa NOBHIUIEH PHCK OT ocTpa ObOpeuHa HeagocTaTbUHOCT (0OMKHOBEHO 0OpaTUMa) Npu
naLueHTH ¢ OBLOpeyHo yBpexxaaHe (Hanp. aexHapaTHpaHd W/HIIH NAUMEHTH B CTapdecKa Bb3pacT), KOrato
neuennero ¢ ACE-uHXuOuTOpH Man aurnoreHsuH-I1 aHraroHUCTH ce nposexaa no ChLIOTO BPEME C
HCIIBC, sxtountenHo cenektusuu COX-2 nuxuduropu. 1o razu npuunna komdbuHaumata Tpabsa na
ce rpuaara ¢ oBHLIEHO BHUMaHHWe Npu nauueHTU ¢ 6x0pedHo yBpexaaHe, 0COOEHO NPHU NMaLHEHTH B
ctapuecka Bb3pact. [Taunenrure Tpabpa na ce XMApaTHpaT aA€KBAaTHO M Aa ce 00CHAN H3C/IeABaHe Ha
6bOpeuHaTa UM dyHKUKS clie]l Ha4anoTo Ha KOMOMHHUPAHOTO JIEHEHHE U HA YECTU MHTEPBAIM IO BpEMe
Ha NeyeHHeTO (BiK. TOUKA 4.4).

bema-6noxepu: HCIIBC HamanaBaT aHTUXUNEPTEH3UBHUA edeKT Ha OeTa-aipeHoPELICTTOPHUTE
Bnokepu.

Cenexmusnu unxubumopu na oopamuomo 3axsauiare na cepomonuna (SSRIs).

SSRIs u HCIIBC BoaaT a0 noBHULLIeH PUCK OT KbpBEHE, HANpP. CTOMALLHO-4YpEBHUS TPaKT. TO3H pUCK ce
NoBKILABA NpH KOMOKHHpaHa Tepanus. MexaHM3MbT BEPOATHO € CBbP3aH C peAyLHpaHO 3aXBallaHe Ha
cepoTOHHHA oT TpoMboumTuTe (BX. TOUKa 4.4).

L{uxnocnopun: Cmara ce, ye enHorpeMeHHO npuemane Ha HCTIBC v uMknocnopmx € Bb3MOXHO Aa
MOBHILK pUCKa OT HEPOTOKCHUHOCT NOPaAM HaMajIsBAHE HA CMHTE3aTa Ha MpocTaLMKINH B 6nOpeuuTe.
[lo Tasu npuunHa, B cny4ail Ha koMOuHMpaHa Tepanus, 6b0peuHarta GyHKUMA TpaOBa na ce Habntogasa
oTONK30.

Kanmonpun: ExcniepuMeHTaNHY U3C/iedBaHUA NMOKa3ear, ye HOynpodeH NpOTHROACHCTBA Ha edekTa Ha
KallTONPHUN BbpPXY HATPHUEBATA EKCKPEUMSA.

Konecmupamun: EHOBpeMeHHOTO npunaraHe Ha ubynpodeH H KosecTHpaMuH 3abas
25%) abcopbumaTa Ha uOynpodeH. Teau nekapeTea TpAOBa na ce npUeMar npes H
HHTEpBAN.

Tuaszuou, cevp3anu ¢ muazudu rexapcmea u 6pumxosu ouypemuyu: HCIIBC mor
AMYpPETHUHUA €PEKT Ha Pypo3eMHua U OyMeTaHU, BEPOATHO 4Ype3 HHXUOUpaHe Ha
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CHHTe3a. Te MOrar CblUO Ja HAMANAT aHTUXUINEPTEH3WBHMA eQEKT HA THAZUAHHUTE JIUYPETHULIH.

Taxpoaumyc: CMaTa ce, ue eaHospemeHHoTo npueMade Ha HCTIBC v takponuMyc € Bp3MOXHO aa
MOBHIUH PUCKA OT HE(POTOKCHYHOCT MOpaaH HaMa/IEHa CUHTE3a Ha NpOoCcTalMKIWH B OwOpeunTe. IMopanu
TOBa, B cAy4ai Ha koMOMHUpaHa Tepanus ObOpedHaTa QyHKUHS Tpabsa na ce Habnoaasa BHUMATE/HO.

Memompexcam. PuckpT ot noreHumansu s3anmoaencteusa mexxay HCIIBC u metoTpekcar Tpsidsa cbimo
na ce B3eMe NoJ BHUMaHKE BbB BPH3Ka C JIEHEHHE C HUCKA 033 C METOTPEKCAT, OCOOEHO NPH NaLtUEHTH C
6b6peuHo yBpexxnane. Korato ce npunara koM6uHrpaHa Tepanus, 6s0peunaTa ¢pyHkuua Tpabsa pa ce
npocneassa. [losuweHo eHMManue € Heobxoanmo korato HCTIBC v MeToTpekcar ce npuemar B
paMKHTE Ha 24 yaca, Tbit KaTo NJ1a3MEeHUTe HUBA HA METOTPEKCAT MOraT Aa ce NOBHUIAT, BONEHKH 10
NOBULIEHA TOKCHYHOCT (BX. MO-TOpe).

Kopmuxocmepouou.: EnnospemenHa ynorpedba Moxxe n1a JoBefie 10 NOBULIEH PUCK OT CTOMAUIHO-YPEBHH
ynuepaLurdd HIH KbpBEHE.

AHHIHMPOMﬁOHI{mHH Jexapecmed. NOBHUILCH PUCK OT CTOMAIUHO-YPEBHO KHLPBECHE.

Huxubumopu na CYP2C9: ExHoBpeMeHHO npunokeHue Ha ubynpoder ¢ MEXUOHTOpH HAa CYP2C9 Moxe
Ia noBuiuy excnosuumusata Ha udbynpodeH (CYP2C9 cyberpar). B npoyusaHe ¢ BopukoHaszon u
pnykoHazon (CYP2CY unxuburopm) e nabnrogasaHa MoBULIEHA eKCNO3MLUNA Ha S(+)-ubynpodeH ¢
okono 80 xo 100%. Hamanseanero Ha gosara Ha ubynpoden Tpadea na ce obcwvau, KOrato
eAHOBPEMEHHO ce npunarat cunHY HHxubuTopu Ha CYP2C9, ocobeHo xoraTo Bucoka ao3a Hbynpodgen
ce npuiiara ¢ BOPUKOHA307 WM ¢ PITYKOHA3O0.

[IpoyuBatms 3a B3aHMOACHCTBHA Ca NMPOREXKAAHH CaMO MPH Bb3PacTHH.

4.6 Depruantert, GpeMeHHOCT H KbpMeHe

bpeMeHHOCT
[MoTHcKkaHeTO Ha MpoOCTarfiaHAXHOBATA CHHTE3a MOXKE 12 MOB/INAE Ha OPEMEHHOCTTA W/HITK

eMOpHoHanHoTO/(peTanHOTO pa3BuTHe. JlaHHHA OT ENMUAEMHONIONHYHY MPOYYBaHHA MOKA3BAT NOBHLIEH
pHCK OT abopT U CbpaevHH MalOpMaLIMK H FTACTPOCXH3A Cled NMPUITOKEHKETO HA UHXHOUTOP Ha
NpocTariaHAMHOBATA CHUHTE3a B paHHATa OpeMeHHOCT. AGCOMIOTHHAT PHCK OT ChpPAEYHO-CHAOBH
Mandopmauuvy € Oun noBULUEH OT No-Manko oT 1% a0 oxono 1,5%. CMsTa ce, ue pUCKBT Ce MOBHUIABA C
N03aTa H NPOABKUTENHOCTTA HA ieHeHHETO. [IpH )KMBOTHH NMpUeMaHeTo Ha UHXHOHWTOP Ha
NpocTarn1aHAXHOBATA CUHTE3a € NoKa3al, Y€ BOAM A0 NMOBUILEHK 3arybH Ha 11o[a npeayd v cnen
MMILTaHTauUMUATa U eMOpHo-deTaneH netanuter. Kato JOMbAHEHHE, MOBAUIEHATA YECTOTA HA Pa3IMUHH
masibopMaLMK, BKIIOYHTENHO CHPAEYHO-ChOBH, ca AOKIAABAHM PY )KMBOTHU, HA KOWUTO € Nnpuiarad
MHXHOHTOP HA MpoCTarfiaHAXMHOBAaTa CHHTE3a NO Bpeme Ha opraHoredezata. Ot 20-ta ceaMHLa Ha
OpemenHocTTa HaTaThK ynorpedara Ha bBPYDOEH PETAP/] moxe na npuuuHu ondroxuapaMHUoH B
pe3yntat Ha OsOpeuHa JUCPYHKUUA Ha ioaa. ToBa MOXeE a ce CIIy4M CKOPO e 3arouBaHe Ha
neueHHeTo H obHKHOBEHO € oOpaTHMO Cnen npeycTaHoBaBaHe. B nonbiiHeHHe, HMa ChoOLLIeHHs 3a
cTecHaBaHe Ha ductus arteriosus ciieAl Je4€HHE NPe3 BTOPHA TPUMECTDP, MOBEYETO OT KOMTO OT3BYYaBar
c/ie npeKkpaTABaHe Ha JieyeHueTo. CnenoBaTesHO, N0 BPEME HA MbPBUA H BTOPUSA TPUMECTHD Ha
opementoctTa, BPY®EH PETAP/] He Tpabea ga ce npunara, 0CBeH ako He € aOCONOTHO He0OX0ANMO.
Axko BPY®EH PETAP/]] ce npunara npu >xeHd, KOUTO Ce ONUTBAT Aa 3abpeMeHesT UaK Nno speMe Ha
MbPBUR M BTOPUA TPUMECTHP HA OpeMeHHOCTTa, f03aTa TpadBa Aa Ce MoaabpKa Bb3IMOKHO HAM-HUCKA U
NPOAB/LKMTENHOCTTA HAa TEYEHHUETO Bb3MOXKHO HaH-KkpaTko. Tpsbsa na ce oOMHUCaH npeHaTanHo
HaOnoAeHWE 338 OIMrOXHAPaMHHOH M CTecHABaHe Ha ductus arteriosus cnea uifaraHe H
PETAP/I B npoabnkeHne Ha HAKOJIKO AHK OT 20-Ta recTallMoOHHA CEAMHULA HATATHK.
BPY®EH PETAP/I Tpabea aa ce npeycTaHOBH, aKO C€ YCTaAHOBH OJIMFOXHAPAMHHO
ductus arteriosus.

[lo BpEMC HA TPETHA TPHMECTHP BCHYKH HHXHﬁHTGpH Ha nMpocTarilaHoINnHOBATA CH
H3NQXKAT InojJa Ha.
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- KapauvonyaMoHaiHa TOKCHYHOCT (NpexaeBpeMeHHO CTeCHABaHE/3aTBapsHe Ha ductus arteriosus
GenoapobHa XunepToHus),

- btbpeuHa AUCHYHKLUMA, KOATO MOXe J1a Mporpecupa ao 61:6peqHa HEJOCTATBUYHOCT ¢ OCTeABAL
OJIUTMO-XUAPAMHHOH (BHX NMO-rope).

Maiikara ¥ naoJa B Kpas Ha OpeMeHHOCTTa Ha:
- Y abmkaBaHe Ha BPpEMETO Ha KbpPBEHE,
- [ToTHCKaHe Ha MATOUHMTE KOHTPAKLHH, KOETO MOXeE Aa A0Bee A0 3a0aBEHO WK YABIKEHO

pa)knaHe.

Cneposarendo, bPY®EH PETAP/] e npoTuBonokasaHn no speMe Ha TpeTHs TPUMECTDDP Ha
OpeMeHHOCTTA.

KbpmeHe

HOynpodeH ¢e eKCKpeTHpa B MAMUNHOTO MJIAKO, HO TNpH TepaneBTHYHU A03U NPU KPATKOTPARHO
NeueHHe PUCKLT OT MOBIHABAHE HA HOBOPOACHOTO H3rNexXAa MaNKo BEpoaTeEH. AKO, BLIPEKH TOBA, €
npeanucaHo No-NpPoaAbMKHATENHO NedeHue, TpadBa na ce 06cbAH paHHO 0TOUBAHE HA KbPMAYETO.

QepTUArTET

[TpunosxkeHueTo Ha uOynpodeH Moxe Aa yBpeaH GepTUIUTETA H HE CE NPETNopbuBa NpH HKEHU, KOUTO Ce
OMUTBAT Aa 3abpemedenr. [Ipy )keHH, KOUTO UMAT TPYAHOCTH Aa 3a0PEMEHEAT WJIM KOUTO CE NOAJIAraT Ha
u3caeABaHHUA 3a bezrnoaune, Tpabea na ce 0OMUCIH NMpeKbCBAHE HA NeueHHeTo ¢ UbynpodgdeH.

4.7 EdexTn BbpXy cnocobnocTTa 32 modpHpaHe H paboTa ¢ MAILIHHH

Cnen nevyenne ¢ BPY®OEH PETAP/, apemeTto 3a peakUuua Ha HAKOY NAUMEHTH MOXKE 1a Obae NOBIHAHO.
Tosa TpaOBa a c€ UMa NpeABUA KOTaTo C€ U3UCKBA NOBULIEHA BAUTENHOCT, Hanp. nNpy wogupare. Topa
BaXKH B OLLE MO-TO1AMA CTeNneH nNpy koMOMHHpaHe ¢ ankoxos. He ca nposexaaHu npoyuBaHua.

4.8 Hexenanu JeKapcTBEHH peaKklHH

[TpodunsT Ha HexenaHuTe cbOUTHA, AOKNaABaHM 3a HOynpodeH, € noaobeH Ha To3u 3a Apyru HCTIBC.

CTOMAWHO-4PEBHU HAPYLIEHUS

Haii-uecTo HabmMoOAABAHUTE HEXETAHU ChOUTUSA ca OT CTOMALLIHO-4peBEH Npou3xoa. [ aneHe, NoBpbUIAHE,
anapus, GuatyneHuus, 3aneKk, AMCAENCHA, KOpeMHa Ooka, MeneHa, XxeMaTeMe3a, YJILIEpPO3EH CTOMATHT,
CTOMalIHO-4PEBHH KPBBOW3NUBH U 000CTpAHE HA KONHUT U bosiecT Ha KpoH (Bxk. Touka 4.3) ca
noKIanBaHHU clied npunoxeHne Ha ubynpodeH. C no-HUCKa yecToTa ca HabmoaaBaHW racTPMT, A3BM HA
ABAHAIECETONPBCTHUKA H CTOMAaXa H CTOMALLHO-YPEBHH NePPOPALMH.

CTomalllHO-YpEBHHTE A3BH, NepdopaLlHi WIH KbpBeHe NOHAKOra Morart 2a 6vaar ¢garandn, ocobeHo npu
NalMEHTH B CTap4ecKa Bb3pacT (BXK. Touka 4.4).

HaQ!H.IEHHH Ha KOXAaTa H NOAKOXHATA ThKaH
[lo u3knroueHHUe, CCPHO3IHH KOXKHH U MCKOTBKaHHH HHCIJEKLIHDZSHH YCNO0XKHCHHA Ca JOKNaABaHH BLB

Bpb3Ka ¢ WH(pekuua ¢ apuuena. Onucadu ca o60CTPAHUA HA CBBP3aHN ¢ HHPEKLHKH Br3naneHus (Hanp.
pa3BHTHE Ha HEKPOTH3Hpall (PacLMKT), KOWTO cbBnajar ¢ ynorpebara na HCIIBC.

CbpeyHH H CbOBH HApYLIEHHA
KnuauuHUTE Npoy4YBRaHHA NOKa3RaT, ue ynorpedara Ha ubynpodeH, ocobeHo BbB BUCOKH
(2 400 mg/neH), MOXe Oa € CBbp3aHa C MANKO NOBULIABAHE HA PHCKA OT apTepHanHHu
cHOUTHA (Hanp. HHAPKT HA MHOKapAa WITH MHCYAT) (BXK. TO4Ka 4.4).

HapyuieHns Ha KpbBTa U TMMQHATA CHCTEMA




H6ynpodeH MOxe 1a MPUUHHHK YABIKCHO BpeMe Ha KbpBEHe Yype3 oOpaTUMO MTOTHCKAHE Ha
TPOMOOLIMTHATA arperaum.

WUHdekuny v MHQecTauuu

B noseueTo cayyau, KoraTto e cbo01aBaH acenTHYeH MEHUHTHT, € HMANO HAKakBa (POpMa HA MOANEKALILO
aBTOMMYHHO 3abonsasaHe {0coDEHO CHCTEMEH NYNYC epUTEMATO3YC H CBBP3aHH 3abonsaBaHuA Ha
CheAHHHTETHATA ThKaH).

HexenaHute peakUUH, KOMTO € BB3MOXKHO J1a O6baaT cBbp3aHu ¢ HOynpodeH ca ONHCaHH M0 YE€CTOTA NO
MedDRA koHBeHUMATA H CHCTEMO-OpraHHa kKnacudukauus. MlanonizeaHo e ¢jieaHOTO rpynupake no

yecToTa: MHOrO YecTH (=1/10), yectu (21/100 po <1/10), neuectu (21/1 000 go <1/100), penku

(=1/10 000 no <1/1 000), muoro peaku (<1/10 000) u ¢ HenzsecTHa yecToTa (OT HATMYHUTE JAHHM HE
MOKe aa Obae HanpaBeHa OLEHKa).

CHeTeMO-0praHHH KJ1ACOBE HecroTa Hexeaana peakuns
Hudekuun u nHpecraunm HEYECTH PUHUT
peaxku AcenTu4eH MEHUHIMT (BX. TOYKA
4.4)
HapyweHua Ha KpbBTa 4 HEUECTH JleBkoneHus, TpoMOOUMTONEHNA,
NMM{QHaTa cCUCcTEMA arpaHyIouMTO3a, arjiacTHYHa
aHEMHSA U XEMOJIUTHYHA AHEMMUS
HapylmeHus Ha UMyHHATA CHCTEMa | HEYECTH CBpbXYYBCTBUTENMHOCT
peaKH AHadunaxriuHa peakLus
[lcHXH4YHY HApYLIEHHUA HEYECTH be3cbHuUe, TPEBOKHOCT
peaku Jerpecus, CbCTOSSHUE Ha
00bpKaAHOCT
HapyuweHus Ha HepBHATa CHCTEMA | HECTH [ napobonue, 3amMasHoOCT
HEYeCTH [TapecTe3nu, CBHAMBOCT
peaKH HeepuT Ha 04HUA HEpPB
Hapywenus Ha ounte HeYeCTH Y BpesKllaHe Ha 3pEHUETO
peaKH TokcvuHa ONTHYHA HEBPOIATHA
HapylieHusa Ha yXoTo M HEYECTH BnoweH cnyx
nabupuHTa
peaKH TuHHTYC, CBETOBBPTEXK
PecnupaTOpHH, I'pbAHU H HEe4YeCTH ActMma, BponxocnasbM, AUCITHES
MEAMACTHHAIHU HapyLUEeHUA
CTOMALLHO-YPEBHH HapYLUICHUS YECTH Hucnencus, Avapus, raacHe,
NoBpbUIaHE, KOpeMHa Oonxa,
graTynedHums, 3anek, MeleHa,
XEMaTeMes3a, CTOMALLIHO-YPEBHO
KbpBEHE
HEYECTH ["acTpuT, nyoaeHanHa 13Ba,
CTOMallHa A3Ba, A3BH B YCTaTa,
CTOMALIHO-4YpeBHA nepdopauns
MHOT'Q pEIKH [TankpeaTut .
C HEN3BECTHA ObocTpsiHe HA KOJTUT H 6@%‘\ Alg
4eCcTOoTa KpoH %\y
XenaroOHWnKHapHHU HapylICHNA HEUECTH XenaTur, KbATeHHUA @ OMAE %
yepHoApoOHa hyHkudk * | 7 &
pelKH YepHoapoOHo yBpexAkH: AT %
MHOI'O peKH HepHoapobHa HE,H,OCT& der TR ﬁ;’
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HapywieHuns Ha Koxara U
MOAKOMHATA TbKaH

HECTH

Ob6pus

HEYCCTH

YpTukapus, npypuTyc, nypnypa,
aHrMoeeM, peakiiys Ha

¢$OTOUYBCTBHTENHOCT

MHOIO PEAKH

TexKH KOXKHH HEXENAHH peakLUH
(SCAR) (BKIIOUHTENHO €PUTEMA
MYyATHDOpME, ekchoTnaTHBREH
JepMaTHUT, CHHAPOM Ha Stevens-
Johnson u TokcHuHa enuaepManHa
HEKpOJIN3a)

C HCH3BCCTHaA
YECTOTA

JlekapcTBeHa peakLims ¢
€O3HHOPUIIUS K CHCTEMHH
cumnToMu (DRESS cuuapom)
OcTpa reHepalu3npaHa
ek3aHTeMaTo3Ha nycrynosa (AGEP)
MDuKcHpaH JeKApCTBEH 0OpHB

Hapywenus Ha 610peuvTe 1
NMUKOYHHTE MbTHLLA

HEYHYECCTH

Pa3znuuxn popmu Ha
HE(PPOTOKCUUHOLT, HaMp.
TYOYJOMHTEPCTHUHANEH HEDPHT,
HepOTHHMEH CHHAPOM K HBOpeuHa

HCIOOCTAThYHOCT

OO HapyeHus U eekTu Ha
MACTOTO Ha MPHI0XKEHHETO

HECTH

YMopa

PEOKH

OT1ok

CbpaeuHy HapylueHUA

€ HCHU3BCCTHA
HECTOTa

CobplieyHa HEAOCTAaTbYHOCT,
MUOKapAeH HHPAPKT (BK. TOUKa
4.4), cuuapom Ha Kounis

Cba0BH HapyLUEHHS

€ HCHU3BCCTHa
4ecTroTa

XHnepToHus

CrofmaBane HA MOAOIHPAHH HEKEJIAHH PEAKIIHNH

Cpo0lagaHeTo Ha NOJO3HPAHH HEXENAHH PeaKLHH Clell pa3peluapaHe 3a yrnorpeba Ha NeKapCTBEHMA
MPOAYKT € BaXKHO. ToBa M03BONABA Aa NPOAB/IKK HABMIOAEHNETO HA CHOTHOLUEHKETO MOM3a/PUCK 34
nekapcTBeHUs NPoAYKT. OT MEAMLIMHCKHTE CNeLHanCcTH ce H3UCKBA 4a cboOWIaBaT BCAKA MOAO3UPAHA
He)Ke/laHa peaKkLus upe3 HalMOHAIHA CUCTEMA 3a ChodLLIaBaHe:

HManbwnuurenna areHuma no nexapcrsa (MAJI)
yi. Jamau ['pyes Ne 8

1303, rp. Cogus

P. bvarapus

Ten.: +359 2 8903 417

Qakc: +359 2 8903 434

e-mail: bda@bda.bg

yebcaiiT: www.bda.bg

4.9 Ilpeno3znpane
TOKCUYHOCT

Puck ot cumnromu npu no3n >80—100 mg/kg. ITpu no3u >200 mg/kg HMa pUCK OT TEKKK CUMITTOMH,
BbOPEKH He UMA 3HAUMMH BapHaLMy NMPH pasnuyHUTEe HHAWBUAH. Jlo3a ot 560 mg/kg npu n

WHTOKCHKaLM, 2,8—4 g npu aete Ha 1 Y2 roayuHmn U 6 g npu 6-rOOMILHO JeTe — TeXXKA
cnej CTOMALIEH JIABaK, 8§ g NpH Bb3pacTeH — YMEpeHa KHTOKCHUKauHa U >20 g npu
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Cumnmomu

CUMNTOMHTE ¢a NPEAMMHO OT CTPaHA Ha CTOMALLHO-YPEBHHA TPAKT, HAMp. raacHe, KOpeMHHU OONKH,
MOBpbIaHE (Bb3MOXKHO € C KHIKH KPbB), KAKTO W rnapcbonune, THHUTYC, 0ObpkBaHe U HucTarsM. [pu
BHCOKH 11034 MOXe Aa ce Habonapa 3aryba Ha cb3HaHUe, KOHBYJICHH (rnaBHO npu aeua). bpagnkapaus
H XHnotoHua. MerabonutHa aunaosa, XunepHaTpueMus, 60peuHHn epexkTi, xematrypus. BbaMoxHM
yepHOApoOHH edekTu. Xunotepmusa. OCThp pecriMpaTopeH AUCTPec CUHAPOM € AOKIaABaH PAAKO.
[IposbmkuTenHaTa ynoTpeda Ha MO-BUCOKH OT NPENOPBUMTENHUTE 403 WK NPEeao3upaHe MOXeE 1a
noseae no 6u6peyHa TyOynHa aunao3a H XUIIOKANUEMHUS,

Jleuenue

AKO € HeoOX0AHUMO — CTOMalLIeH N1aBaxK, aKTUBEH BBIIIEH. B ciyyait Ha CTOMaILHO-4pEBHHU NPpoOieMH -
aHTHaUHIH. B ciyyall Ha XMITOTOHMS —~ BEHO3HO BJIHBAHE HA TEHHOCTH, AKO € HEODXOANMO — HHOTPOIMHKH
cpeactea. Jla ce noacurypu aaekeaTHa auypesa. Kopekuna Ha aumao3aTta U eneKponMTHUTE HapyLIEHUS.
Jdpyra cHMNTOMaTHYHA TEparMs.

5. ®APMAKOJOIMNYHHU CBONCTBA
5.1 @apMaKoIHHAMHYHH CBOHCTBA

(dapmakorepaneBTHUYHA rpyna:; [IpoTHBOBBINANUTENHN U AHTUPEBMATHYHH JIEKAPCTBEHH NPOAYKTH;
HECTEPOUAHH; NPOM3BOAHK HA nponuHoHoBaTa kKMcenuHa; ATC xon: MO1AEQ].

MexaHW3bM Ha AeHCTBHE

BEPY®EH PETAP/ npuuamiexu kbM rpynara Ha HECTEPOUAHHUTE NPOTUROBBINATHTENHH JIEKapcTBa
(HCTIBJI). Cbabprka nepyBata Ha MPONMHOHOBATA KUCENKHHA P-U300YTHIXHAPOTPOINHA KHCEJIMHA C
reHepu4HoO uMe ubynpodeH. MoynpogeHn umMa NPOTHBOBBLINAIMUTEIIHY, AHAINETHYHH H AHTUITHPETHYHH
edexTH. AHTHRAOFMCTHHUHHAT €(EKT € CPaBHUM € TO3H Ha acnUpyUH M HHAOMETAaLUUH.
MdapmakonoruyHUAT edekT Ha MOynpodeH BepoATHO e CBbpP3aH ¢ HEroparta CrocoOHOCT 1a MOTUCKA
npocTariaHAWHOBaTa cuHTe3a. UOynpoden yabmkasa BpeMeTO Ha KbpBEHE Npe3 00paTUMO NOTHCKaHe
Ha TpOMOOLIMTHATA arperawms.

KnuHnuyHa eprkacHocT ¥ He3onacHocT

ExciepUMeHTaNHUTE JaHHH MOKa3BaT, 4€ Npu eJHOBPEMEHEH fIpUeM HOynpodeH MOXKe KOHKYPEHTHO 1a
MOTUCKA e(eKTa HA HUCKH 1034 aLeTUICATHLMIOBA KUCEIHHA NO OTHOLEHHE Ha TPOMOOUHNTHaTA
arperaumsa. Hakon dapMakoaMHaMU4HM Npoy4YBaHUs NOKAa3Bat, 4e KOraro ¢e npyeMar €AMHUUYHH 103H
ubynpoden 400 mg ao 8 4. npean nnu 30 MUH. cliea IpUEM Ha aLETHICATHLWIOBA KUCEIHHA C
He3abaBHo ocBoOoxaasaHe (81 mg), oTcnabsa edpekra No OTHOLLEHHE HA 0Opa3yBraHETO Ha TPOMOOKCAH
win TpomMOoLMTHaTa arperauua. Bunpeky ye vMa HEACHOTH OTHOCHO EKCTPaNoJMPAHETO HA TE3U JaHHH
KBM KJIHHUYHHA ClIy4ai, He MOXe [1a Ce M3K/II0OUHM BE3MOXKHOCTTA peA0BHATA ALIrOCpoyYHa ynorpeda Ha
ubynpodeH aa HaMaIABA KAPAUOMPOTEKTUBHHUSA €QEKT HA aUETH/ICATHLMIOBA KUCEINHA B HUCKH JO3H.
CMnATa ce, 4e HAMA roJiiMa BepoaTHOCT obuyakHaTa ynotpeda Ha nboynpodeH aa noBeae A0 KIUHHYHO
3HA4YMM edekT (BxK. To4Ka 4.5).

Hoynpoden notucka 6us6peuHata npocrarnanauHoBa cuHtesa. [Ipu nauneHTH ¢ HopManHa 6bLOpeyHa
GyHKLMA TO3U edheKT He € OT 0cobeHo 3HaueHue. [Ipu nauveHTH ¢ XpoHHuHa 6BOpeuHa HelOCTaTbYHOCT,
NEKOMIMEHCUPAHA ChpeHHa WK HepHOAPOOHa HEJOCTATEYHOCT U ChCTOAHHA, BKHOUYBALIH APOMAHA HA
niazmeHusa 06eM, MOTUCHATATA MPOCTArIaHAHHOBA CUHTE3a MOXKE Ja A0BEAe n0 ocTpa OubOpeuHa
HEAOCTATLYHOCT, 3abpKaHe Ha TEYHOCTH H ChPACUYHA HEAOCTATHYHOCT (BXK. TOUKa 4.3).

5.2 ©OapMaKOKHHETHYHH CBOHCTBA

Abcopbuuns
Uoynpoden ce pezopbypa 6Bp30 OT CTOMALLHO-YPEBHHUA TPAKT ¢ OHOHANIMYHOCT OT
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NOCTENMEHHO OCBODOXKIaBaHE HA AKTUBHOTO BELLECTBO, KOETO C€ OCBOOOXKAARA 110-0aBHO OT
nekapcTBeHUTE QPopMU ¢ HezabaBHO OCBOOOXKJaBaHE W KMA NO-HUCKA NUKOBA CEpYMHAa KOHLIEHTpAaLIUA,
NOCTUrHaTa 3 yaca ¢jieq npHeMa. Y AbKeHaTa (pa3za Ha abcopOuust OCUrypsiBa YABAKEHM ITa3MEHHU HHUBa
Ha nbynpogeH B cuicteMHaTa uMpkynauua. B peaynrtar Ha ToBa bBPY®EH PETAP/] e Heobxoaumo na ce
ApUeMa caMO BEAHBK JHEBHO.

dapMakokMHETUUHUAT npoduni Ha ape TabneTku bPYOEH PETAP/, cpapHeH ¢ To3u Ha TabneTku ¢
He3abaBHo ocsoboxaaBane ot 400 mg, KOMTO ce B3UMaT 4 MbTH AHEBHO, NTOKA3BAT, He POPMHTE C
YABKEHO OCBOOOKAABAHE HAMANABAT Pa3IMKUTE MEXAY NUKOBHTE KOHUEHTPAUHUH U KOHLIEHTPALIMHTE
peau cleasaluyre nNpueMu Ha TabneTkuTe ¢ HezabaBHO ocBOOOXKAABAHE U OCUIYPABAT M1O-BUCOKH
CpeAHH NnasMeHW HuBa Ha §, 10, 15 n 24 yaca. B cpaBHeHue ¢ Tabnetku ¢ HezabaBHO ocBobOXK1aBaHe,
obnacTra oA KpUBaTa Ha nia3mMeHaTa KoHueHTpauus BbB BpeMeTo (AUC) 3a TabneTkuTe ¢ yaABIKEHO
ocBoDOXAaBaHE € MOYTH MAECHTHYHA,

[TpoyuBaHus, BIJIKOYBALUM CTAHIAPTHO XPAaHEHE MOKA3BAT, Y€ XPAHATa He MOBAUABA 3HA4MTENHO obuiarTa
CHOHATHUYHOCT.

PasznpeneneHue
Hbynpoden ce cBbp3Ba EKCTEH3UBHO C M1asMeHNUTE npoterdHu (99%). Hoynpoden uma Mantk o6eM Ha

pasnpeacnenue - okono 0,12-0,2 I/kg npm Bp3pacTHH.

buoTpaHcopMmaums

U6ynpodeH ce merabonuzupa 6bp30 B uepHua Apod nocpeacraom uuroxpoM P450, ocobeno CYP2C9,
110 ABa MbPBHYHO HeaKTUBHU MeTabonuTa, 2-xuapokcuubynpoden u 3-kapbokcuudbynpoden. Cnea
fepopaneH npuem Manko no-manko ot 90% or nepopanHara n103a Moxe fa 6bae ycTaHOBeHa B ypHHaTa
KaTO OKCHAATHBHH MeTabOJIIMTH M [JIIOKYPOHOBHU KCHIOraTH. MHOro manko konuuecTeo udbynpodex ce
€KCKpETHPa HENPOMEHEHO B ypUHATA.

EnuMuHupaHe
3a ubynpodeH TabneTku ¢ HezabaBHO ocoBobON(IaBaHeE, eKcKpeLuaTa upe3 6bOpeunTe € Obp3a W biiHA ¢
Nony-»KHBOT HA EIMMHHUPaHEe 0KONo 2 yaca. EkckpeunsaTa Ha nOynpogeH e nbiHa 24 yaca cnej npyeMa

Ha NMocC/JICAHATa A034.

Cneyuannu 2pynu

flayuenmu 6 cmapuecka av3pacm

AKO He chulecTByBa 6B0peuHo yBpexkaaHe, ChLUIECTBYBAT CAMO MAKH KITUHHUHO HE3HAYUMH PA3NHKH
BbB (hapMaKOKHHETHYHHA NPOdHN 1 EKCKPELHUATA NPE3 YPUHATA MEXKAY MJIaAX H MaLUUEHTH B CTapUHECKa
Bb3pacT.

[leouampuuna nonyrayus
bPY®DEH PETAP/I He ce npenopbuea 3a aeua noa 12 roauiuHa su3pact.

bvbpeuno yspeocoane

3a nauMeHTH ¢ Nneko OBOpeuHo yBpexkaaHe ca JOKNaABaHH NOBULLUEH HeCBBP3aH (S)-ubynpodeHn, no-
BHUCOKH cToiHOCcTH HA AUC 3a (8S)-ubynpoden v noeuiieHo oTHouieHue Ha eHaHTHOMepHuTe AUC (S/R) B
CpaBHEHHE CbC 3APABH KOHTPOJIM,

B kpaiiHua ctaauii Ha 6bOpeyHo 3abongaBaHe Npu NaUMEeHTH Ha AMaNKU3a cpeaHaTa cBoOOLHA (ppakumUa Ha
nbynpodeH e 6rna okono 3% B cpaBHenue ¢ 1% npu 3apaeu J06posonuM. TexkKo yBpekaaHe Ha

OvOpeyHaTa pyHKUMA MOXKE Ja AOBEAE N0 HATpYNBaHE Ha MeTabonuTuTe Ha HOynpode
TO31 e(peKT He € u3BecTHO. MetabonuTuTe Morar fa ce OTHeNAT upe3 XxeMoaManusa (

4.4).

Yeproopobro yspedcoane
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AnkoxonHara Oonect Ha YepHUs Apob C IEKO 10 YMEPEHO yBpexAaHe Ha yepHoapodHaTa GyHKLHUA He
BOAH JO 3HAYUTEJTHO NMPOMEHERH PapMaKOKHMHETHYHH NAPAMETPH.

[Tpu NaLMeHTH ¢ UMPO3a ¢ YMEPEHO YepHoApoOHO yepexaaHe (oueHka no Child Pugh 6-10), nexysaHu c
paLeMHueH HOynpodeH e HabMOAABAHO YABKABAHE Ha NMONYXKHBOTA CPEAHO 2-NBTH K OTHOLLIEHHETO Ha
AUC Ha eHauTomepute (S/R) € CUrHUPHUKAHTHO NO-HUCKO B CPABHEHUE ChC 3APaBH NULA, KOETO

NnoKa3ea yBpeXAaHe Ha MeTaboauTHOTO npespbliade Ha (R)-ubynpodeH B akTuBHUA (S)-eHaHTHOMED
(B Touku 4.2, 4.3 u 4.4).

5.3 IlpeAkNHHUYHH JaHHH 3a He30MACHOCT

Hsama NnpeaKIHHHYHH JaHHH NMPUTOAKHUMH 3a aHal/li3a Ha 6830ﬂﬂCHDCT’I‘a, OTACAHO OT T€3H, KOHUTO 3a Ounu
B3CTH NPCABHA B HACTOALLIATA KPATKA XdPAKTCPUCTHKA HA JICKAPCTBCHHUA TIPOAYKT.

6. OAPMALEBTHYHHA JAHHH

6.1 CnucbK HAa NOMOUIHHTE BEILECTBA
Aopo na mabremxama

KcanTaHoBa rymMa

[ToBuaoH

CTeapHHOBa KMCEJIHHA
CunuuureB JHOKCHA, KononaeH de3BoeH

Obsuerxa na mabaemxama
Tank

Xunpomenosa

Turanos anokcua (E171)
6.2 HecbBmMecTHMOCT
Henpunoxumo.

6.3 Cpox na roaHocrt
3 (Tpy) roauHH

6.4 ChnensHanHn YCJI0BHA 32 ChbXpaHeHHE

Bnucrep: Jla He ce cbxpaHaBa npu TeMnepatypa Haa 25°C. [la ce cbxpaHsBa B OpUrHHANIHATA ONAKOBKA,
3a 1a ce Mpeanasy OT Brara,

HDPE 6ytunka: [a ne ce cbxpansasa npu Temneparypa Hag 25°C. Cvxpanasaire Oytunkara OyTtunkara
MJILTHO 3aTBOPEHA, 3a Aa ce NpeAnasy OT Blara.

6.5 BuaH chabpkKaHHe HA ONAKOBKATA

30 rabnetkn B PVC/PVDC/Al 6nucrep.
100 Tabnerkn 8 HDPE 6yTnnka ¢ nonunponuneHosa xKanavka.

He Bcuyki BUAOBE OMAKOBKM MOrat a 0b4aT NMycHaTH B nNpoaakoda.
6.6 CrneuunalHu NpeinaiHd MepKH NPH H3XBLPJIAHE

Hsama cneumanHu U3UCKBAHHA.,
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7.  TIPHTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

Viatris Healthcare Limited

Damastown Industrial Park
Mulhuddart

Dublin 15
DUBLIN

Upnanaus

8. HOMEP(A) HA PAZPEILIEHHMETO 3A YIIOTPEBA

20110338

9. JATA HA ITbPBO PA3PEHIABAHE/TIOJHOBSBAHE HA PAZPELIEHHUETO 3A
YIIOTPEBA

Hara Ha nbpeo paspewasane: 01 wHu 2011 r.
JlaTa Ha nocneaHo noaHoBaeaHe: 15 aHyapu 20135 r.

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA

02/2026
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