KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

IBUDOLOR 7 B
UBY J0JIOP W3MBLAHUTENHA ATEHUMSA N0 NEKAPCTBATA
Kpamuxa xapaxmepucmuxa Ha npogyxma - lpusoxerus 1
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Ibudolor 400 mg film-coated tablet
WU6yaosop 400 mg punmeapana TabaeTka

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besaka duaMipana TabneTka chabspika 400 mg nGynpoden.

34 [TLIHHA CIIWCHK HA MOMOLIHUTE BEUIECTBA, BIHKTC TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmMupany TabETKH.

400 mg TabneTku:
Benu, oBaiHH, ABOIHO-H3NbKHATH QUIMHPaHA TAONETKH, C AENUTENHA HePTa OT EAHATA CTpaHa.

TabneTkata MOXKe 1a ovae pasaeneHa Ha ABe paBHH NOJTOBHHH.

4. KJINHWIHU JAHHHU

4.1 TepaneBTHYHH HOKA3AHHS

Jlexa no ymepeHa 6oika, Hamp. 1py DiaBo6onye, BKIIFOYHTEIHO MUTPEHO3HO MIaBOOOMHE, 3u606041.
[TepBHYHA AUCMEHOpPES.

GeGpunHn ChCTOAHKA.

4.2 Jlo3HpoOBKA H HAYHH HA NPHJIOKEHHUE

HeskenaHHTe JTEKAPCTBEHU PEaKLFH MOTaT Jia Ce HaMaJlAT 10 MHHUMYM, KaTO e W3M0A3BA Hall-HUCKaTa
e(heKTHBHA J103a B TPO/IBIDKEHUE HA Hai-KPATKKS TIEPUOJI, HeoOXOAHM 32 OB/IANABAHE HA CUMITTOMUTO (BIK
T. 4.4). To34 nekapcTBeH NPOAYKT € MPEe/IHa3HAUCH 38 KkpaTKoTpaiiHa ynorpeba, He HoBeUe 0T 7 JIHHU.
Heo6XO0MMA € KOHCYJITALMS ¢ JieKap, B CITyda 4e CUMITOMHTS MPOABIDKABAT WITH ce BJIOLLIABAT.

Jlosara Ha U6ynpodeH 3aBHCH OT BE3PACTTa 1 TEICCHOTO TETIO HA HallHeHTa.

Ta6neTkaTta TpAGBa JIa ce IpHeMa C Halla BO/a 10 BPEME W/IH CJIE/I XPaHEHe.

Jexa 0o ymepena 6oaka u heOpunnu CoCmoAHUR

Buspacmmnu u onowtu nao 12 200unu (=40 kg): v

200-400 mg KaTo eIHOKPATHA 032 WK 3-4 MMBTH NHEBHO NPe3 MHTCpBa oT 4 o 6 gaca. JLo3UPOBKATA ITPH

MUrpeHosHo riasotonue e 400 mg eAHOKPATHO, NPH HeobxomumocT 400 mg npes uHTEpBan 0T 4 10 6 Uaca.
MakcuMannara JHeBHa 1032 He Tpsibsa Ja HalBHIIABA 1200 mg.




Heya na evspacm 6-12 200unu(>20 kg):
Jletia Ha 6-9 roaunu (20-29 kg): 200 mg 1-3 nbTi QHEBHO npe3 HHTEpBat OT 4 Q06 aca.
MaxkcumanHara aHesHa Ko3a He Tpsabdea na Haasuuasa 600 mg.

JTeua na 10-12 rogunn (30-40 kg): 200 mg -4 mbTH AHEBHO MPe3 HHTEPBAJ OT 4 10 6 yaca.
MakcuMaHaTa JHeBHa 03a He TpsabBa fa Haasumaga 800 mg.

IMvpeuuna ducmernopen
Buwipacmuu u 0esotiku Hao 12 2o0unu.

200-400 mg 1-3 mpTH JHEBHO Mpe3 HHTepBas oT 4 10 6 uaca. MakcumanHaTa IHEBHA 1032 HE TpabBa na
naaeuirasa 1200 mg.

Hayuenmu 6 HanpeOHANA 8v3pacm

Hecrepounute npotusoss3nanutennu cpeactsa (HCHBC) Tps6Ba Ja ce npuiarar ¢ NOBHILIEHO BHUIMaHHe
[pH NALKMEHTH B HATPEAHANA Bb3PACT, KOMTO €2 N0-CKAOHHH 12 PA3BUAT HEKONAHU JICKAPCTBEHH PEAKLUN 1
[PA KOWTO HMa TOBHLIEH PUCK OT MOTEHLMAIHO (aTaNeH CTOMALUHO-4PEBEH KPHBON3IHE, yALUCPALHA WIH
nepdopatn (BrxK T. 4.4). AKO € HeOOXONMMO JIEUEHHE, TpabBa na ce U3NOJI3BA Hafl-HUCKATA 1032 B
NPOABIKEHHE HA HAM-KPAaTKHs MEPHOA, HeOGXOAMM 32 OBJ/IAAABAHE Ha CUMIITOMHTE. Jledenuero TpsaGa na
ce nojylara peIoBHO Ha MpeoLerka 1 ia b NpeyCTaHOBEHO, aKo He ¢8 HabmoaaBa MoJo0peHHe WK
HACTBHIIH HEMOHOCUMOCT KBM JIEKAPCTBOTO.

Yepedena 6v0peuna gynruua

TTpu NAIEEHTH ¢ JIEKO 10 YMEPEHO YBPEKIAHe Ha 6BOpeuHaTa GyHKuus, 103aTa TPA6BA 1a 6B1E BHIMOKHO
HaH-HHCKA M [a Ce Mpuiara 3a Bb3MO)KHO Hal-KpaTKHA NEPUOL, HeoGX0MM 3a OBNIaABaHE HA CHMIITOMHTE,
KaTO CHUIEBPEMEHHO € HEOOXOMMMO JIa ce cniefit GpbpeyHaTa Qyukuus (32 aUMEHTH ¢ TEKKO yBpeNeHa
6uOpeuHa QyHKLMS BIXK T. 4.3).

Yepeoena uepnodpooHa PyHKRUA

[1py MaWyeHTH C JIEKO 10 YMEPEHO YBPEXKIAHE Ha yepHoapoOHaTa QyHKLNA, 103aT2 TpsiGBa fa Obae
BBIMOKHO Hal-HACKA M JIa ce MpHIIara 3a Bb3MOKHO Hal-KpaTKus NepHoL, HeoOXOHM 33 OBNAJABAHE Ha
CHMITTOMHTE, KATO CHIIEBPEMEHHO € HeoOX0UMO 1a Ce ClENH yepHoapoOHaTa QyHKIws (3a MALMEHTH C
TeKKO yBpEIEHa UepHOAPOOHA QyHKIMA BIK T. 4.3).

4.3 TlpoTuBONMOKA3AHUSA

Y6ynonop e NPOTHBONOKA3aH MU NaLUeHTH Cbe:

- CBPBXTYBCTBUTETHOCT KbM AKTHBHOTO BELIECTBO MU KbM HAKOS OT NOMOILHUTE BELISCTBA HA
HGygmonop

- MpeAMIIHA PEAKLMK Ha CBBPXTYBCTBHTENHOCT (HampuUMep acT™Ma, PHHHT, ypTUKApHs WK aHTHOEeM)
KDM aLEeTWICATHLIAIOBA KUCeNHHA WIH APYTH HCIIBC

- AHAMHE3a 33 CTOMALUHO-UPEBEH KPbBOH3JIMB MM Nep@opalius BB BPb3Ka C PEALICCTEAINA Tepanus ¢
HCTIBC

- AKTHMBHA METITHYHA {3Ba/KPHBOM3IIMB MM AHAMHE3a 32 MIOBTApAINA Ce HENTHHIHA S3Ba/KpHBOM3NUB (B4
MM TIOBEYE V3SIBEHH €MM30/a Ha JOKa3aHa yuepalus WiH KBPBEHE)

- TexKa depHOAPOOHA WIH TexKa 6pOpedHa HEAOCTATBYHOCT

- TeXKa Chp/IEYHA HEJOCTATBUHOCT I KOPOHApHA GonecT Ha CBPLETO

- [I0CJIEMHOTO TpUMeceuHe OT OpeMEHHOCTTA (Bwx T. 4.6)

- AHAYMTENHA JEXHAPATAIs (MPUYMHEHa OT [IOBPBLIAHE, TMAPHS WK HEIOCTATHHCH NpHeM Ha
TEYHOCTH)

- uepe6poBacKyIapHH WK APYTH aKTHBHH KPbBOU3IHEH

- HapyILEHUs B XeMOTOe3aTa ¢ HeU3BECTEH NPOU3XOA

- Jera noj 6 ToauIiHa Bh3pacT.

4.4 CoemuajHM NpeIyNpeKIeHH H MPEANAHE MEPKH IIpH ynoTpe6a

EnnospemenHata yrorpeba na U6ymomop ¢ HCTIBC, BKJTIOUHTETHO CEIEKTHBHH HHXHOUTOPH Ha
LIMKJI0OKCHUTeHa3a-2 TpAOBa fa ce H3bArea.




- BoHUTE OT acTMa TPAGBa J1a ce KOHCYJITHPAT ¢ JieKap Ipeay Aa IpyieMaT HoynpodeH (BIK mo-1oiy).

HeskenaHuTe NeKapCTBEHH PeaKLK MOTAT J1a € CBeJAT IO MHHEMYM, aKO C¢ H3M10/13Ba Hal-HHCKATa
edexTHBHA 1032 B MPOABIDKEHHE HA BB3IMOXKHO HaH-KPATKHs CPOK, HEOOXO/IUM 32 OB/IAASBAHE HA
cUMMTOMMTE (BIK T. 4.2. M TACTPOHHTECTHHAJHUTE K ChP/EUHOCHIOBH PHCKOBE T10-10iTy). [laumenTHTe,

JEKYBaHU NPOABIKHUTCIHO BpEME ¢ HECTECPOHAHK OPOTHBOBB3NATHTCIHH CpeacTea TPS{6Ba na ce uacneasar
PEAOBHO 34 MOABATA HA HEXCJIaHU peaxkumu,.

WU6ynonop ce npusiara camo cjiefi OLEHKA Ha CBOTHOLLCHMETO NONI32-PUCK B CIICIHHTE CTyHak:

- cHcTeMeH aynyc epurematoaec (SLE) unu Apyri aBTOMMYHHH 3a00/9BaHuUA;

- BPOJIEHO HapyLieHHe Ha MeTabonu3Ma Ha MOpQHpPHH (HAMPHMED OCTPa MHTEPMHTEHTHA nopdupusg);
- TIpe3 MbPBOTO U BTOPO TPHUMECEHHE Ha OPEMEHHOCTTR,

- KBbpPMEHE.

HeofX0aUMO € CHEIHATHO BHUMAaHNE B CJICTHHTE CllyUaH:

- racTPOMHTECTHHATHH 3360/IABaHHs, B TOBA YAC/IO XPOHHUHH BB3NANHTENHH HHTCCTHHAHI
zaGonsBanus (ynuepaTiseH KomuT, SonecT Ha Kpo);

- ChpAEUHA HEAOCTATHYHOCT U XHUTIEPTEH3HS;

- Hama/ieHa ObOpedHa QyHKLMA,

- yBpeaeHa YepHOApoOHa QyHKL,

- HapyIlleHa KoaryJlalns Ha KpbBTa;

- aneprum, CeHHa Xpema, XpOHHYCH OTOK Ha HOCHATA JIMTaBHL, 3ACHOH/IH, XpOHMTHA 06CTpyKTHBHA
Senoapobua HonecT unK GpOHXHATHA aCTMA;

- BeHAra CJIEJ CepUO3HA XUPYPruvHa HHTEPBEHLMSL.

Tacmpounmecmunanio Kopeene, yryepayus u nepopayus

3a racTPOHHTECTHHAIHO KBPBEHE, YNIIICpaLiud HIlH riepdopaLyis ¢ BE3MOKEH (aTaieH H3XOM ¢e cpobaBa
rpy yrotpe6a Ha BCHUKH HECTEPOHIHH NPOTHBOBB3NAMTEIIHH CpEeNCTBa MO BCAKO BPEME Ha JICYEHHETO, CBC
win Ge3 mpeaynpefuTeIHE CUMITTOMH HITH aHAMHE3a 38 CEpUO3HH racTPOMHTECTHHAIHI HHUM/ACHTH B
MHHAJIOTO.

PUCKBT OT raCTPOMHTECTHHATHO KbPBEHS, Yilepalus Wil nepopaLHs ce 3aciuiBa MpH yBEIUUaBaHe
nosute Ha HCIIBC npy naiMeHT! ¢ aHaMHE3a 33 A3BCHA fonect, 0cofeHO aKo € ChIPOBOASHA OT
YCJIOKHEHHSA KaTO XeMOparus Win nepdopauus (BIK T. 4.3), KAKTO H IPY MALMEHTH B HANPE/IHANA BL3PACT.
TakiBa MalMeHTH TPAOBa JIa 3aII0YHAT JIeYeHHETO ¢ Hali-HuCKaTa HalTuHa 1032

3a KOMOMHMpaHa TeParius CbC 3alUTHH CPeaCTBa (HaTIpUMep ME30TIPOCTON WITH HHXHOUTOPU Ha MIPOTOHHA
nomria) TpA6BA fa ce MOMHCTH KaKTO NPH Te3H NALHCHTH, Taka W NpH MALMEHTH, KOUTO MOJIy4aBaT
€[IHOBPEMEHHO ALIETHIICATMIIIIOBA KHCEIMHA B HUCKH JIO3K HIK IpYTH JIEKAPCTBA, KOUTO MOrAT Na 3aCHIIAT
racTPOMHTECTHHAITHHS PUCK (BHX MO-A0TY W T. 4.5).

[NaLMeHTHTE ¢ AaHAMHE3A 32 FaCTPORHTECTHHANHA TOKCHYHOCT, ocoBeHo Ko ¢a B HapeaHana Bb3pacT,
Tps6Ba Aa cHOOIWIABAT 3a BCHUKH HEOOUUaHH KOPEMHH CUMITTOMH (Mo-CHeUHaHO 3a raCTPOHHTECTHHAIHO
KBpPBEHE), 0COOEHO B HAUATHNA CTaJNH Ha JICYSHUETO.

Heo6XOXHMO € MOBHLIEHO BHUMaHHe IPH NAIMEHTH, KOHTO €€ JIEKyBAT eAHOBPEMEHHO C JiekapcTBa, KOUTO
MOTaT J1a OBHILIAT PUCKA OT YJILIEPALHa KM KbPBEHE — OPAJIHI KOPTUKOCTEPOIH, AHTHKOAryJIaHTH —
BapQapyH WK XeNapuH, CeNICKTHBHA HHXUOUTOPH HA OOPATHHA 3aXBAT HA CEPOTOHHHA WA
AHTHTPOMBOLIMTHY CPECTBA KATO ALSTHICATHLNIOBA KAUCETHHA (K T.4.5).

AKO HACTBITH TACTPOHHTECTHHAIHO KbPBEHE WK yiilepaliis MPH MalHeHTH, JIeKyBaHu ¢ H6ynonop,
neueHHeTo TpAGBa fa Objie NpeyCTaHOBEHO.

HecTepouanute MPOTUBOBB3MAIHTEIIHH CPEACTBA Tp#6Ba [1a ce NPUITAraT ¢ MOBULICHO BHUMAHHE [PH ..
NALHEHTH ¢ AHAMHE3a 33 FACTPOMHTECTHHATHO 3a00sBane (Y/ILepaTHBeH KOMUT, Gonecrra Ha Kpon), ToH

KATO ChCTOSHUETO UM MOXKe 1a ce 060cTpH (BIDK T.4.8).

Iayuenmu 6 HaNPeOHaNQ 8b3Pacm



TTaumeHTHTE B HANPEAHAIA BB3PACT NO-YeCTO NoayYaBar Hexenanu peakunu cabp3anu ¢ HCTIBC, ocobeno
racTPOMHTECTHHAIHO KbpBeHe 1 Nepdopalius ¢ Bb3MOXKeH (aTalieH uxod (Bux T.4.2). :

CopOoeyHoCBO08U U MOZBUHOCHO0BU eexmu
Heof6X0AUMO € MOIXOAA0 MOHHTOPUPAHEe M KOHCYNTALIMH 33 NTALIHEHTH ¢ AHAMHE3a 33 XUIEPTEH3Us W/Hn

JIeKa 10 yMepeHa 3acTOHHA ChpASHHA HeJOCTATBYHOCT, ThH KaTo ce ¢hOOMIaBaT CllyyaH Ha 3abpkaHe Ha
TEYHOCTH, XMITEPTEH3Hs U e1eM BbB Bpb3Ka ¢ Tepanus ¢ HCIIBC.

KOIMHWYHY U3MATBAHUSA Y eNMUIEMHUOTOIMYHY AaHHH TIoKa3Bart, ye ynorpebata Ha nbynpoden, ocobeHo BLB
BUCOKH 2031 (2400 mg QHEBHO) U 3a NPOAB/KUTENEH NEPHOI, MOXKE Jia € CBBP3aHA ¢ JISKO MOBHIIEH PUCK
OT apTepUaiHu TPOMOOTHUHH CHOHTHS (HanpuMep HHGAPKT HA MHOKapa Ui uncynt). Karo wsno,
eMUIEMHOJOTMYHUTE TIPOYUBaHHS HE MOKa3Bart, 4e uGynpodeH B Hucky gosu (Hanp. < 1200 mg) ce cebp3Ba
C MOBHLIEH PHCK OT HHGAPKT HA MUOKapHa.

TTauHeHTH ¢ HEOBIAAAHA XUTIEPTOHMS, 3aCTOMHA ChpAeYHA HEJOCTATHHUHOCT, MOTBBPACHA HCXEMHYHA
BONECT Ha ChPLETO, NepH(epHa apTeprania GonecT WUIH MO3BUHO-CBA0BA DonecT TpsidBa na obaar
neKyBaHu ¢ uGynpodeH camo cliesi BHUMaTeTHa npelleHka. Takapa npeleHKa TpsAGBa fa ce HANPaBH M MPEIH
HAUYAIOTO Ha LBITOCPOUHO JIeYeHHE HA TIALMEHTH ¢ PUCKOBH (aKTOPH 32 KapAHOBACKYIAPHH CBOUTHA
(HarpEMep XHTIEPTOHHMS, 3axapeH AHabeT H TIOTIOHOMYIEeHe).

Koownu peaxyuu

CepHO3HH KOXHH PeaKLUH, HIKOU OT KOMTO ¢ (aTaieH U3XoA, B TOBa THCIO ekchOIMATUBEH ASPMATHT,
cuHapoM Ha Stevens-Johnson ¥ TOKCHYHA eMuAEPMaHA HEKPOJIN3A Ca I0KNaABaH! MHOTO PAIKO BB BPB3Ka
¢ ynorpeGara na HCIIBC (Brx 7. 4.8). TlanneHTHTe H3IJIEHA C2 € MOBULUCH PUCK OT TAKMBA PEAKLMM B
HAYATOTO HA TEPATUsTa, KATO PEAKIMHTE HACTBIBAT B [IOBEUETO C/Ty4au MPe3 NbPBH MECEL Ha JICHEHHETO.
TpuemsT Ha M6y nonop Tps6Ba a GbJe NpeyCTaHOBEH NP TPBATA 1071Ba HA KOJKHA PeaKiu, JIE3HH 1O
JAMTABMLATA WIH APYTH MPH3HALM HA CBPBXYYBCTBUTEIHOCT.

Ecpexm svpxy bvopeyume

U6ynpoden Moxe 1a IpeXuIBUKa 3aIbPkKaHe Ha HATPHH, KaJinil ¥ TEYHOCTH TIPH TIALIMEHTH, KOUTO HE ¢a
CTpajan B MEHANOTO OT 6b6pedHM HAapyIIEHU OPafH HeroBHA edekT BHpXY Gb6petHaTa nepdysus. Tosa
MOsKe Jia TIPHUHHE OTOK WM JaxKe Ja IOBEJie 10 ChPAEUHA HOOCTAThHHOCT WM XHIIEPTOHUA MpH MAalHEHTH
¢ TaKoOBa MpeIpasnoyioKeHue.

Kaxto u npu gpyrure HCIIBC, MpoaBHKHTENHOTO NPHIIOKEHHE Ha uOynpoder MpH )KUBOTHH BOLH IO
6BOpeuHa NamuIapHa HeKPO3a | APYTH MATONOTHYHK IIPOMEHH, CBBP3aHU ¢ 6n6permre. I1pu xopa ce
chobuIaBa 3a OCTbP HHTEPCTHHHANCH HE(PHUT C XeMaTypHs, IPOTCHHYPHS H MOHAKOTA HedpoTHYCH
curapom. HaGmonasanu ca u cTyyan Ha 60peyna TOKCHIHOCT PH HALKMEHTH, IPH KOUTO
IPOCTATIAHAMHITE HIPAsT KOMIICHCATOPHA POIIS 33 MOMABPKAHE Ha 6n0peunara nepdysus. Iipu Tesu
namuents npuiaranero Ha HCIIBC moxe na noene A0 A0303aBHCHMO HaMaJICHO obpasyBane Ha
POCTATTAHINHH H HA BTOPO MACTO, B GBOpedHUs KPBBOTOK, KOETO MOXNE 1a npenu3BvKa aBHa OpOpedHa
JekoMrencalus. [1alMeHTATe ¢ HAH-TONAM PHCK OT TAKABA PEAKLA Ca TE3H C HApyLICHA 6uOpeuna
(yHKUMS, CBPASYHA HEIOCTATBHHOCT, HapyLieHa yepHOAPOOHA QYHKLHUA, MAUHEHTH TTPUEMAILU TNy PETALH
11 ACE puxu6uTOpH, H NAUMEHTH B HANPEAHANA Bb3PACT. Cnen kato neuenuero ¢ HCTIBC 6vne
NPEyCTAHOBEHO, NALMEHTHTE C& BPBIUIAT KbM ChCTOSHHETO CH OT NIPEAH JICUCHUETO.

Lpy2u npednasiuu mepru
B13MOXKHO € MPeAM3BUKBAHE Ha GPOHXOCTIA3bM, YPTHKAPHS MIIH aHIHOCeM NPH NALUCHTH, CTpajallit OF
YJTH ¢ aHAMHe3a 38 GPOHXHANIHA aCTMa, XPOHHUYEH PUHHT, CHHY3UT, OJTUIA B HOCA, 8 ICHOU/IH UK alepri.

N6ynpoden Moxke Aa IPUKPUC MPU3HALUTE U CUMIITOMHUTE Ha uH(ex1ms (MoBULIEHA TeMmepaTypa, 6oska i
MOLYBaHe).

TIpu OBATOCPOHHO JICUEHHE ¢ BHCOKH JO3H RHATTETHLM MOXKE /14 HACTBITH rimaBoGosine, KoeTo He Tpabea na
ce IeKyBa ¢ BUCOKH [O3M OT JIEKAPCTBEHMA TPOIYKT. Q6110 B3€TO, 06MUaWHHAT NIPHEM HA aHANTETHLIH,
0c06eHO Ha KOMBMHHPAH MPHEM Ha Pa3TvUHH AHANTETHYHH CYOCTAHIMH, MOXe JIa MPENW3BHKA TOCTOFHHO
yBpekaaHe Ha GbGpeLMTe v pHCK OT GBOPEHHA HEAOCTATBUHOCT (ananrernyna HegponaThs).



ITo BpeMe Ha JIEYeHue ¢ H6}"Hp0(peH ca HabmroaaBaHu CJTydad ¢bC CUMIITOMH Ha acenTuiyeH MCHHUHIMT KaTo
CXBalllaHE Ha BpaTta, FJIEIBOGOJ'II/IC, rajgc¢xe, MNOBPEBLIAHC, c})e6pmmTeT WIH JC30PHCHTAUUs IIPH MalHEHTH ChC

CHLUIECTBYBALIM ABTOUMYHHH HapyIlleH!s (CHCTEMEH JIyTTyC epUTEMATONEC, CMECEHA CheAMHUTEHOThKAHHA
BoJtecT).

UGynpodeH moxe BpeMEHHO Aa MHxubupa TpoMBOLMTHATA arperaLns i 1a YAbJDKH BPEMETO Ha KbPBEHE.
Eto 3a110, NaLHeHTHTE ¢ HAPYLIEHHs B KOAryJalusaTa WK Ha JIeYeHHe ¢ aHTUKOaryJiaHTH TpsibBa
BHHUMATEIHO Ja 6b0aT HabmoaaBaHuU.

TTpu NPOABILKMTENHO JeveHHe ¢ HOynpodeH € HeoOXOAUMO PeTOBHO MOHHTOPHPAHE Ha yepHOOpoOHaTa U
6BOpeuHaTa QyHKUMH, KAKTO U Ha KPBBHATA KAPTHHA, OCOOECHO NMPH BHCOKOPHCKOBH MALIHEHTH.

Tpa6Ba ga ce u3GATBa KOHCYMALHS Ha aIKOXOJ1, Thil KATO TOH 3aCH/IBA CTPAHUHHTE edextu Ha HCTIBC,
0cOBGEHO KOTaTo ce YBPEXAa raCTPOMHTECTHHANHHS TPaKT WIH LICHTpaHATa HEPBHA CUCTEMA.

TMatwenTuTe Ha UGynpoden TpabBa fa CHOGIIABAT HA JIEKAPA, aKO 3a0C/EKAT NPH3HALM H CHMITOMH Ha
rACTPOHHTECTHHANHA YIILIEPALIMS HITH KbPBEHE, 3aMBIIICHO BIDKAHE WIH IPYTH CHMITOMH, CEBP3AHH €
OYHUTe, KOPKEH OOPHUB, NOBHINABAHE HA TEJIECHOTO TETNO WK €/ICM.

4.5 BiammoeiicTBHE ¢ IPYrH JeKAPCTBeHH PONYKTH U APYTH GopmH Ha B3aumonercTHe

EoHogpemeHHama ynompeoa Ha ubynpoder u cneonume seuiecmsa mpAabdea 0a ce uzbAz6q:
Ayemuncaruyunosa KUCeNUHd 6 HUcky 003u; EXCTICPUMEHTaTHH IaHHH [IOKA3BAT, ¥e n6ynpodeH HHXUOUpa
edeKTa HA ALETWICATMLMAOBATA KMCENIMHA B HUCKH 031 BBPXY TpoMOOLIMTHATA arperauus npu
eHOBpeMeHHa ynoTpeba. OrpaHuUeHHTe AaHHH, 06aue, H HECHIyPHATA SKCTPAroNanyi Ha JAHHUTE eX Vivo
B KIMHHYHA CHTYaLMs MOKa3BaT, Y6 He MOTAT 1 Ce IPAaBsIT TBBP/M 3aKIOUCHHA OTHOCHO PELOBHATA
ynotpe6a Ha nbynpodeH H HiMa KIHHUYHO 3HA4YUM edext npu cBoGoaHaTa ynorpeda Ha noynpoder (B1xK
1.5.1).

JIpyeu HecmepouoHu RpOMUBo8b3NATUINENHU cpedcmea: B pesynTaT Ha CHHEPTUYHN edeKTH,
¢JHOBPEMEHHOTO MPIIIATaHe Ha HAKOIKO HECTEPOUIHH NPOTHBOBBINATATEIRH CpeICTBA MOJKE [1a TIOBHIIH
pHCKa OT FaCTPOMHTECTHHAIHH A3BH M KPBBOU3IHBU. To Ta3u npuvUHa, SIHOBPEMEHHOTO NPWIOKEHUE Ha
ubyrnpoden ¢ npyru HCIIBC Tpsbera na ce u3bsrea (oK T.4.4).

Anmuxoazynanmu; HecTepouIHHTE NPOTUBOBB3MATIMTE/HI CPECTBA MOTaT [a SaCHIAT edekTa Ha
AHTUKOATYJIAHTHTE KaTO BaphapuH WM XenapuH (Bik T.4.4). B cryua#t Ha eIHOBPEMEHHO NPHIIOKESHHE C&
MPeNopBUBA /]2 C€ MOHMTOPHPA ChCTOAHMETO Ha Koaryiaus.

Turxnonudun: HecTepouiHUTE POTHBOBB3MAIUTE/IHH CPECTBA HE TpaGBa 1a ce KOMOMHMPAT ¢ THKIIOTMANH
NOpajM PUCK OT ATHTHBEH e(eKT MpH MHXHGMpaHe Ha TPOMOOLMTHATA PYHKLIMA.

Memompexcam:HecTepouIHHTE NPOTHBOBBL3MAIUTE/IHH CPEACTEA Grnoxupat TyOynapHaTa CeKpeLMsa Ha
METOTpeKCaT ¥ MOTAT [a HaCTHIAT HAKOM MeTabOTMTHH B3aMMOJEHCTBHA B Pe3yNITaT Ha HaMaJICHHA
KIMPBHC Ha METOTPEKCaT. [IPHI0KEHHETO Ha W6ynonop 24 vaca npeny WIK CIICA NpuUnaraHe Ha
METOTPEeKCAT MOJKeE [a IOBE/E O MOBHILIEHA KOHLEHTPAIUA Ha METOTPEKCAT U /10 3aCHJIBAHC Ha TOKCHHYHHTE
My edexTu. ETo 3awmo Tps6sa na ce u3bArsa eIHOBpEMEHHATA yrioTpeba Ha HECTEPOUIHH
IPOTHBOBB3MAIUTENHY CPEJICTBA U METOTPEKCAT BB BUCOKH JO3H. Ocged ToBa, TPAOBA Aa ce B3EME 1O
BHUMAHHE TIOTEHLUHMATHUS PUCK OT B3aUMOICHCTBHE ¢ HUCKH 03U METOTPEKCAT, 0coBeHO MpH NaLHEHTH C
yBpenena 6b06peuna GpyHkums. TIps koMGUHHpaHo JeveHne Tpa6Ba 1a ce MOHHTOpHpa GbOpeuHaTa
byHKUMA.

Héynpoghen (nodobno na opyzu necmepouonu RpOmMueogv3nalumeni cpedcmea) mpabea oa ce
HPULAZA ¢ BHUMAHUE 6 KOMOUHAKUA CBC ClleOHUMe 8euiecmea: e

Moxnobemud: 3acunpa edexra Ha u6ynpodeH.



Denvmoun, numuil EﬂHDBpeMeHHOTO TIPHITOKCHHE Ha H6y,£[0ﬂ0p C Q)GHHTOHH HWJIH TATHEBH JICKAPCTBCHU
IMIPOAYKTH MOKE [1a NIOBHILN CepyMHAaTa KOHLUEHTpalNg Ha TOCIEAHHTE. HeOGXO}IHMO € Aa ce cjiaequ

cepyMHaTa KOHIIEHTPALH Ha JIMTHH M ce MPEnopbyBa [a ¢e CICAH HUBOTO HAa CEPYMHATa KOHLCHTPALIKS Ha
(eHUTOHH.

Cupoeunu 2auxo3udu (Hanpumep oueoxcur): HecTeporaHuTe NPOTHBOBB3NATIMTENIHN CPEICTBA MOTAT N2
0BOCTPAT ChpAEHHATA HEAOCTATBYHOCT, Aa noHwkaT GFR u 1a mosuiaT Nja3sMeHaTa KOHUEHTPaLMs Ha
chpAeuHuTe NIFOKo3uAM. [Ipenopbusa ce MOHUTOPHPAHE HA CEPYMHHA JHTOKCHH,

Juypemungu u anmuxunepmenzugi cpeocmsa: Juyperuunre u ACE-HXuOUTOpUTE MOTAT Na MOBHIIAT
He(POTOKCHIHOCTTA HA HECTEPOHAHHTE IPOTHBOBB3NANMTENHH cpencTBa. Hectepounsure
TTPOTHBOBB3MAIUTEITHH CPEJICTBA MOTAT 1a HAMAJAT epeKTa Ha JIYPETULIUTE W AHTHXHITEPTEH3HBHUTE
cpenctra, Biountento ACE-unxuburopu u G6eta-Gnokepu. [1pu naukenTu ¢ hamaneHa OpOpeuna
(yHKIHA (HAPHUMEP JEXHAPATHPAHHN MALMEHTH WIH NALHeHTH B HANPE/HAIA BB3PACT C HAMa/ICHA
6B6peuHa GyHKIHS), EAHOBPEMEHHOTO Npuiokenue Ha ACE MHXMOUTOP M AHTArOHWCT Ha aHrHoTeH3uH 11 ¢
JNIeKApCTBEH NPOAYKT - HHXHOHTOD Ha LMKNOOKCHIeHa3a, MOXKe /1a I0BEAE A0 NO-HATATHIIHO yBPEMHAAHE Ha
6BOpeuHaTa QyHKLHMS H CIell ToBa o ocTpa Gs0peuHa HeloCTaThYHOCT. Toga o6ukHOBeHO € 0OpaTuMo. ETO
3a10, TpAGBA 1A Ce BHUMAaBa C TAKMBA KOMOMHALMHA, 0COGEHO NPHU NMAUKMEHTH B HAIPSIHANA BB3pacT.
IMatueHTHTE TpAGBA 1A C& HHCTPYKTHPAT Ja OEMAT JOCTATHIHO TeUHOCTH U CTOHHOCTHTE Ha 6r0peunata
(yHxuus TpA6Ba PEIOBHO Aa CE CIISIAT BEIHAra CJIC/ HAUAIOTO Ha KOMOHMHMpaHAaTa Teparnus.

ERHOBpPeMEHHOTO TipHIioxkenne Ha UGynonop 1 kanui-ChXpansBaliu Ay peTHI KT ACE-uaxuburops
MOJKe Jia OBEJIe 10 XunepKkanuemus. HeoOxonumo ¢ BHUMATEIHO 112 C& MOHHTOPHPA HUBOTO Ha KaJi.

Kanmonpun: JJaHHHA OT NPOYYBaHUs NOKa3BAaT, 4e n6ynpoden npoTHBoAeHcTBa Ha eeKTa Ha KaNTOTNpPHI 32
TIOBHILIEHA EKCKPeLMs Ha HATPHil.

Anunoznuko3udu: HGCTCPOHﬂHﬂTe MNPOTHBOBEINMAIHTC/IHA CpeACTBa MOraT Jia 3a6aBaT CITHMHHHUPAHETO HA
AMWHOTJTHMKO3WIHN K Ja YBe/IUYar TaxHaTa TOKCHYHOCT.

CenexmueHU UHXUOUMOPU HA OOPAMHUS 30X8AM HA CEPOMOHURA (SSRI): MOBULIEH PUCK OT
raCTPOUHTECTHHAHO KbpBEHE (BIK T.4.4).

Luknocnopun: PRCKBT OT GBGPEUHO YBpexk/aHe, MPUIHACHO OT HHKIOCTIOPHH, CO 3aCUiIBa OT
€{HOBPEMEHHOTO MPHIaraHe Ha HAKOW HECTEPOM/IHH NPOTHBOBLINATHTEIHH cpenctea. To3u eexT He MOXe
1 ce M3KJIFOYH M 3a KOMOHHAIUAITa OT HHKJIOCTOPHH 1 ubynpoden.

Xonecmupamun.: EJHOBPEMEHHOTO NIeYeHHE C XOJICCTHPAMMUH H ubynpodeH BOAU 0 yAb/DKEHA M HaMalleHa
(25%) abcopbumst Ha uGynpodeH. JlekapcTBEHUTE HPOAYKTH TpsGBa na ce MPHIAraT IPe3 MHTepBAI OT Hak-
MAanKO €JIHH Hac.

Taxponumyc: TOBUIIEH PUCK OT HEPPOTOKCHIHOCT.

3udoeyoun: ima IaHHW 3a NOBHLUEH PHCK OT XEMapTPO3a 1 XeMaToM MpH HIV-nonosxurentiy xeMoQHIHLH,
KOWTO ca Ha KOMOMHUPAHO AeUeHHE ChC 3UAOBYIHMH H ubynpoden. [Ipn exHoBpeMeHHaTa ynotpeba Ha
3MIOBYMH U HECTEPOHIHH MPOTHBOBB3NATHTENIHM CPEACTBA MOXE /14 OO HaGmoaaBa [TOBUIIEH PHUCK OT
XEMATOTOKCHYHOCT. [IpernopbuBa ce u3cieBaHe Ha KPbBTa 1-2 cenMHIM Cllel HAYAN0TO Ha

€ IHOBPEMEHHOTO MPHIIOKEHUE.

Pumonagup: Moxe na MOBHLIH TJIA3MEHHTE KOHUEHTPALMK HA HECTEPOUTHNTE NPOTHBOBB3MATHTENHN
cpeacTsa.

Mugenpucmon: AKO HECTEPOUAHUTE NPOTHBOBBINATUTE/HH cpencTBa ce npunarat 8-12 nHM cnea
MPUIOKEHHETO HA MU(ENPHUCTOH, T MOTaT 1a HaMajaT edexTa Ha MUGENPUCTOH. :

Hpobeneyud un cyndunnupason: Moxe na 3a6aBu enmMMUHHpaneTo Ha nbynpodeH. Hamasnssa ce
YPHKO3YPUYHOTO JICHCTBHE HA TE3W BELLCCTBA.



Xurnononosu aH1111.45uo;rlzn{u.' ]Tﬂl.lHBHTId, KOUTO NMPUEeMAT HECTSPOHAHH TIPOTHBOBL3NAIHUTEIIHU CPEACTBA U
XHHOJIOHH ¢a H3J10KCHH Ha MOBHUWICH PUCK OT KOHBYJICHH.

Cyagponunypeiinuy cpedcmea. Hectepouanute npoTHBOBE3NATHTENHN CPEACTBA MOraT Aa NOBHINAT

XHUTOTJIMKeMUYHUA e(eKT Ha CyndoHmTypetinnte cpencTea. [Ipu enHOBpeMEHHO NIPUTOXKEHHE C&
npenopb4Ba Ja ¢ MOHUTOPHPAT HMUBATa Ha KPBBHATA 3axap.

Kopmuxocmepoudu: TIOBULIEH PHCK OT raCTPOHHTECTHHATIHA YIIIEPALHs HITH KbpBeHe (BIK T. 4.4).

Anmumpomboyumunu azpezaninu (Hanpumep K1onudozpel u muxionuour). [loumasar pucka ot
racTPOMHTECTHHANIHO KbpBeHe (BIK T, 4.4)

Ankoxon, 6ucgoconamu u okcnenmugunun (newmoxcuguun): Morar fa npeu3BUKaT
TaCTPOMHTECTHHATHH HEXKEJIaHH IEKAPCTBEHH PEAKiMK H PUCK OT KBPBEHE U yJIUEpaLns.

Baxnogen: IoBuLieHa TOKCHYHOCT Ha 6akode.

4,6 DbpeMeHHOCT H KLpMeHe

Bpeatennocm

BJIOKMPAHETO Ha NIPOCTAMIAHAMHOBHS CHHTE3 MOJKE J1a MMa HexeNaH epeKT BBpXy GpeMeHHOCTTa W/ WK
eMOPHOHATHOTO/beTanHo passuTHe. JlaHHM OT eNHIeMUONIONHUHY TIPOYYBAHMS NOKA3BAT NOBULUCH PHCK OT
CTioHTaHeH aGopT, CHIIO TAKA ChP/IeIHH MaIOPMALIMH i FACTPOLIH3HC ClIeN yrioTpeda Ha HHXHOUTOD Ha
MPOCTArTIAHIMHOBAS CHHTE3 B HAYAIOTO Ha OpeMeHHOCTTA. AGCOMOTHUAT PUCK OT CHPACHHOCHOBA
MaibOpMALs Ce 3aCHIIBa OT HO-MAKO OT 1% 1O NPHOIHZUTENHO 1.5%. PuckbT ce yBenuuana ¢
[O3UPOBKATA M NPOAB/DKUTETHOCTTA Ha IEUeHHETO. IIpH KHBOTHH, NPUITOXKEHHETO HA HHXHOUTOp Ha
MPOCTAraHAMHOBHS CHHTe3 BOJH 10 3ary0a Ha IUojia MPeay 1 Cile/l AMIIaHTALMA 1 embpuo/detanna
embpTHOCT. OCBeH TOBa ce ChoOIlaBa 32 HapacTBall, Gpoit Ha pa3nnHK Man(OPMALIKH, BRITIOUUTENHO H
CHPAECUHOCHIOBH, TIPH JKUBOTHH, HA KOMTO € Npuiiaraxd HHXUOUTOP Ha MPOCTArIaHIHHOBHS CHHTE3 110 BPEME
Ha opraHoreHesa. [Ipes mbpBOTO U BTOPO TPUMECEUHE OT 6pemenHocTTa, By nonop He Tpabea na ce
rpusiara, OCBEH MpK SCHH MEIHLMHCKH TOKa3aHHd. AKO H6ynonop ce U3Mo3Ba OT XKEHA, KOITO Ce OMUTBA
Aa 3abpeMeHee WM MPE3 MbPBOTO ¥ BTOPOTO TPHMECEHHE Ha GpemMenHOCTTa, A03HpOBKaTa TpabBa na 6bae
Bb3MONHO HaH-HHCKA, & IPOIB/UKHTENHOCTTA HA JIEUEHHETO — BB3MOXKHO HAH-KPaTKO.

Tpe3 TpeToTO TpHMeEceuHe Ha OPEeMEHHOCTTa BCHHKH HHXMOHMTOPH HA IIPOCTArIAHANHOBHSA CHHTE3 MOraT Aa
M3710KAT IUIOA Ha CIIEJHUTE PUCKOBE:

- Kap/HO-TTy IMOHAPHA TOKCHIHOCT (¢ NPEXICBPEMEHHO 3aTBAPSHE Ha ductus arteriosus ¥ myJiMOHapHa
XUIIEPTOHHSA);

- yBpexane Ha GbOpedHaTa QYHKIHS, KOETO MOXE /1a TPOrpecupa 1o 6b6peyHa HeROCTATHYHOCT C OJTHIO-
XUAPAMHHO3HC;

a MalikaTa i HOBOPOAEHOTO, B Kpas Ha GPEMEHHOCTTA, HA PUCK OT:

- BB3MOXKHO YB/DKABAHE HA BPEMETO Ha KBPBEHE — AHTHATPETraHTeH eeKT, KOWTO MOXKE Na HACTHIH NaXe
IipY MHOTO HHUCKH [IO3H.

- GnoxypaHe Ha KOHTPAKLMHTE Ha MAaTKaTa, KOETO BOAH 1O 3aGaBEHO HITH YIBJDKEHO paxKaaHe.
CrienoBatesiHo, M6y0i10p € NPOTHBOMOKA3aH MO BPEME Ha TOCIEAHOTO TPHMECEHHE HA GpeMeHHOCTTA.

Kvpmene

HUGynpodeH ce eKCKPETHPA B KbpMATa, HO IIPH TEPANCBTUHHH 03H 110 BPEME Ha KPATKOCPOYHO JIEUCHUE
PUCKBT OT e(peKT BEPXY KbpPMAueTO H3IJIENa MAJIKO BEPOATEH. AX0 BCe TIaK € MPeAnncaHo mo-
MPOIBIDKUTENHO JIeueH e, TpaOBa fia ¢ MOMHCIH 3a PaHHO oTOUBaHE HA KBPMAYETO.

Depmunumem ‘
ChlIecTBYBaT JaHHH, Je IEKapCTBEHUTE NMPOIYKTH, KOUTO uHxHBUpPaT UHKIOOKCHTeHA3a / TIPOCTArTaH U~
HOBATA CHHTE3a MOraT [a PUUHHAT yBPEeXAaHe Ha QEPTHIINTCTA KATO Bb3ACHCTBAT HeGNaronpuaTHO BEPXY
osynauuaTa. Toga e 0GpaTUMO NpH NPEYCTaHOBABAHE HA NIEHCHHETO.



. 47 Edexru sbpxy cnocobHocTTa 32 modgupane n pabora ¢ ManIHHH

O6ukHOBeHO HOYTIpOodeH He MOBJHsABa CIOCOOHOCTTA 3a modupane ¥ padoTta ¢ MamuHH. M Bee mak, Twi
KAaTO B FOJIEMH 03U MOFaT Ja ¢e HabIoAaBaT HeWENIaHH PeaKiiy KaTo yMOpa, ChHIHBOCT, CBETOBBPTEX (34
Hero ce ¢hoOILara HeCTO) U 3PUTEIHU CMYLUEGHUS (HeUecTo), B OTACIIHA CITyHaH T€ MOraT Aa MOBIHAAT

erocofHOCTTA 3a I.LlO(praHe H pa60Ta ¢ MamuHH. Tozn eCl)eKT C€ 3aCH/IBa OT CAHOBPEMCHHATA KOHCYyMalHA
Ha aJIKOXO0Il.

4.8 Hexenanu JeRapCcTBEHH peaknuH

Haii-uecTHTe HeXENAHHU peaKLMK ¢a racTPOUHTeCTHHAIHUTe cmylenns. Habmopnasar ce: menTuyHa s38a,
riepdopaLia WM raCTPOMHTECTHHANHO KbPBEHe, NIOHIKOra ¢ haTanen H3XOA ¥ 0cOOeHO NpHU NalUeHTH B
HanpeaHaia Bp3pact (BIK T. 4.4). iMa choluienus 3a ragete, noppbliaHe, IHApyd, tdnaTyneHLus,
KOHCTMIIALMA, JHCTIENCHS, KOPeMHa 60JIKa, MEIeHa, XeMaTeMe3a, YJILEPATHBEH CTOMATHT, 060CTPEH KOJHT 1
Gonect Ha Kpon (Biok T. 4.4). B mo-penxu city4au ce HabnofaBa racTpur.

Hexenanute peaxumm ca B rMOBEYETO C/IyHan J0O303aBUCUMH. Ocobeno PHCKBT OT TaCTPOWHTECTHHAITHO

KbpPBEHE 3aBHCH OT JO3HPOBKATA U MPOABDKUTETHOCTTA Ha JICHCHHETO. 3a APYTH PUCKOBH (1)aKTOpP‘I BIDK T.
4.4.

JlaHHM OT KIMHHYHH U €IIMAEMUONOTHYHH H3ITHTBAHHA MT0KA3BaT, Y€ yriotpe6ata Ha ubynpoden, ocobeHo B
rosiemu 1034 (2400 mg QTHEBHO) U MPH NPOIBILKUTEITHO JICUEHHE, C& CBBP3BA C JIEKO NMOBHIICH PUCK OT
apTepuaiHi TPOMOOTHUHH CHOUTHS (HAarpUMep MHOKapAEH nudapKT Wik HHCYNT) (1K T. 4.4).

BwB BPB3Ka C JICHCHUCTO C HECTEPOHAHH NPOTHBOBBLINAIMTCIHH cpencTea nMa ¢cHOOIEHHS 3a OTOK,
XUIIEPTOHHA U CBPACHHA HEAOCTATHYHOCT.

Hexenanute peakLMy He ¢a TOJIKOBA YeCTH TpH MaKcHMalTHa 1034 1200 mg nHeBHo.

Hesxe/TaHNTe JISKAPCTBEHU PEakLHH Ce MPyMpar B 3aBUCHMOCT OT HeCTOTaTa MO CIICAHUS HAHUH.
MHoro uectu (21/10)

Yectu (=1/100 mo <1/10)

Heuectn (21/1,000 no <1/100)

Penku (=1/10,000 no <1/1,000)

Muoro peaxu (<1/10,000), ¢ Hen3BeCTHa 4€CTOTA (e MOKe [1a ce TIPELIEHH OT HATHYHHTE JAaHHH),

Jlabopamopnu uscaedeanusn

Pedxu: MOBULLIEHH HMBA Ha a30T B KPBBHATA Ypes, HA CePyMHUTE TPaHCAMUHA3H H ajlKaiHa
docarasa, TOHWKEHU CTOHHOCTH Ha XeMOorJIOBHH 1 XeMaTOKpuT, 6noxupane Ha
TPOMGOLIMTHATA ArPEraliks, YIbIDKEHO BpeMe Ha KbpBeHe, HAMaICHO HUBO Ha CepyMHHI
KaJILMii, TIOBHIIEHHE Ha CepyMHATa KOHUEHTPaLHs Ha MHKOYHATA KHCE/IMHA.

CopOeunu HapywieHun
Mrnoz0 pedxu: NATNUTALKK, CHPACYHA HEAOCTATHLYHOCT, MUOKAP/ICH undapkT, ocThp OenonpobeH OToxK,
OTOK.

Hapywienusn Ha Kpvema u Aum@rama cucmema

Mhozo pedxu:;  HapylleHHS B XeMOnoe3ara (AHEMUS, NIEBKOTICHHMA, TPOMOOLUTONEHHNS, IAHLIUTONEHHS,
arpanyJoLuTo3a). [TbpBUTE CUMITOMH WM NPH3HALKM MOTaT /12 BRIIOUBAT: bebpunnu
CHCTOSHMS, BB3MATIEHHE HA TBPIIOTO, MOBbPXHOCTHY A3BH B yCTHATA KyXUHa,
IPHIIONOAOGHHM CHMITTOMH, TEKKA YMOPa, KbPBEHE OT HOCA M KOXKATA.

Hapyuienuna Ha HePEHAMA CUCHHEM
Yecmu: r1aBOGONTHE, CHHIMBOCT, CBETORBPTEXK, yMOPa, aXUTalKs, 3amaliBane, 6e3CBHuE,
pasapasHUMOCT




Mhnoeo pedxu:  aCeNTHYEH MEHUHIHT
Ounu Hapywenua
Hevecmu: 3PHUTENIHH CMYLIEHHS

Peoxu. TOKCHUYHA aMOIHOTIHS

Hapyuwienus Ha ywiume u aabupunma
Mmnozo pedxu: THHHUTYC

Muxamennu, 2puonu U MEOUACMUNATINU ILAPYHIEHUA
Hevecmu: PHUHUT, OpOHXOCHA3bM

Facmpouumecmunafmu HApYUieHUA

Munoco vecmu: racTpOMHTECTHHAIHY HAPYIICHNA KATO CTOMAILHH KHCENMHHH, THCNIENCHA, KOPEMHA 6onka u

rajieHe, NOoBpbLIaHe, GpAaTyNeHLn, THAPHs, KOHCTHUNALMA
Yecmu: FACTPOMHTECTHHATHH A3BH, NOHIAKOrA ¢ KbpBeHe 1 nepopauns (Bix T. 4.4), CkpuTa
KpBBO3ary6a, KOATO MOKe a A0BE/E 10 aHEMHS, MeIeHa, XeMaTeMe3a, Y TLHepaTHBeH

CTOMATHT, KOJHUT, OGOCTpHHe Ha YpeBHA HEMMPOXOAHMOCT, YCIOXHEHHs OT AHUBCPTHKY TN Ha

aebenoTo uepso (repdopatius, GHCTYNA)
Hevecmu: racTpur '
Mnoeo pedxu: €30(harut, NaHKPEaTUT, HHTECTHHANHA CTPHKTYPH (YpeBHHU CTECHEHHUA)

Hapywenua Ha 6vpeyume u RUKOYHUME Romund

Heuvecmu: NOSABA HA eleM, 0COOEHO TPH NMALMEHTH ¢ apTepHallHa XUMIEPTOHHS HIN 6u6peuHa
HEJIOCTATHYHOCT, HePPOTHYEH CHHIPOM, HHTEPCTULMANEH HeQpUT, KOHTO MOXKE ia €
cBbp3aH ¢ GBOpevHa HEMOCTATBEHHOCT

Mpnozo pedxu: GpOpeuna nanuiapHa HEKPO3a NPU NPOABLKUTENHA yrotpeba (BroK T. 4.4)

Hapyuienusn Ha KoHama u NOOKOHCHAMA MyKax

Hevecmu: doroceH3uOMH3aUMS

Mro20 pedku: Tekkd GOPMH HA KOKHH PEAKLMH (epruTeMa mymtrdopme, eKCHONHaTUBEH ASPMATHT,
OynO3HH peaKLHH BKIIOYUTETHO CHHAPOMA Ha CtupbHe-/P’KOHCHH W TOKCHYHA
eITHiepMasiHa HeKPOJIH3a, aoneLys, HeKpOTH3Hpalll dacuur

Cv006U HAPYUIEHUA
Mnozo pedku.  XWNEPTOHUA

H, apyuenus na UMyHHamac ucmema

Hevecmu: PeaKLKK HA CBPBXYYBCTBUTENHOCT — yPTHKApUS, crpbek, Myprypa M eK3aHTeMa, KAKTO 1

ACTMATHYHH TIPUCTBITH (IOHAKOTA ¢ XUIOTOHUS)
Peoxu: CHHAPOM Ha JIyTyC €PHTEeMATOeC

Mnuozo pedxu: TEXKH pEaKLH Ha CBPBXUYBCTBUTENHOCT. CHUMITTOMHTE MOTaT [a BK/IIOYUBAT: JIMLEB OTOK,

Ha0LOBaHe HA €3UKA, BBTPEUIHO JIapHHTCAJIHO HaOnOBane CbC CBHBAHE HA AUXATCITHUTE
MIBTHIIA, JUCIIHES, TAXUKapIns, MIOHIDKABAHEe HAa KPLBHOTO HAIAraHe 40 CTCICH Ha
JKHABOTO3acTpaniaBall MoK

XenamoburuapHu HAPYHIEHUA

Mno20 pedxy: HapylIeHa 4epHOAPOOHA QyHKIMSA, 0coGeHO TIpH TIPOXBIDKUTENHA YHIOTpeba, 4epHOApOOHa

HENOCTATBYHOCT, OCTHP XCMATUT, XKBJITCHULA

Tlcuxuunu napyuieHus
Peoxu: Jerpecus, 00BPKBaHE, XaIOLHHALIMH



4.9 Ilpeposupane

Cumnmomu

TloBe4eTo MALUEHTH, KOMTO ¢a MOrbJHANN KIMHHYHO 3HAUMMH KOJIHUYECTBA HECTEPOHIHH
NPOTUBOBB3MANUTENHH CPEACTBA, TOy4aBaT CaMo rajeHe, NoBpbIane, OOJIKY B SMUTaCTpHyMa HIH I10-
pAnKo AMapHs. Bp3MOXKHO € 2 HaCTBIAT U TUHUTYC, rnapofonue, 3aMaiBaHe, CBETOBLPTEK U
racTPOHHTECTHHAIHO KBPBEHE. [Tpu mo-cepHO3HO OTPABAHE C& HabMogaBa TOKCHYHOCT B LICHTPAJIHATA
HepBHA CHCTEMa, KOATO Ce U3pa3siBa B ChHIMBOCT, NOHAKOTA €KCUTALIMS H [e30PHEHTALHA WITH KOMa.
[MoHsKOra MalLHeHTHTE W3NagaT B KOHBYJICHH. TIpu reniata Moxe na ce HaOMOgABa MUOKJIOHYC ¢ KpaMIId.
[Tpu cepHo3HO OTPABSIHE MOXKE a HACTBIIH MeTabO/HTHA alli03a U MPOTPOMOHHOBOTO BpeMe /INR moxke
Ia ce yIBJDKH, BEPOATHO Mopanu NefiCTBHETO Ha IUPKYJIUpAILNTE KPBBOCHCHPBALIH daxtopr. Be3mMOKHH ca
ocTpa 6BOpedHa HEAOCTATRHHOCT, 4epHOAPOOHO YBpEXKAaHe, XMITOTOHKA, TTOTHCKAHE Ha JUIIAHETO U
guaHo3a. Ilpy acTMaTHUHTE € BE3MOXKHO obocTpsHE HA aCcTMATA,

Jeuenue

Jleuenuero TpabBa Ja GbI€ CHMITOMATHYHO H IOMIBPAALLO, KATO BRIIOBA MOAIBPIKAHETO HA YHCTH
JUIXATENHU [TBTHINA U MOHUTOPHPAHE Ha ChPASHHHTE M XKM3HEHH OKA3ATENH 10 crabunuanpane Ha
naipenTa. TIpernopbuBa ce H3Mpa3BaHe Ha CTOMAXa WM NIEPOPaiHO MPHIOKCHAS Ha aKTHBEH BBIJIEH B CPOK
OT &IMH Yac, aKO MTALMEHTHT € [OrbIHaN nosede oT 400 mg/ kg TenecHo Terio. Ao H6ynonop seue e
aGcopGupan, e HeoOGX0aMMO NPUIIaraHe Ha anKaaHu cyOCTAHLNH, 32 JIa C& YCKOPH SKCKPELHATA Ha
KucenuHHua nOynpoden B ypuHata. TIpy HANUYAE HA HECTH HIIH ITPOABIKHTEHHI KOHBYJICHH, T€ TPAOBa Aa
ce JIEKYBAT ¢ UHTPABEHO3HO MPHIIOKEH JIHA3ETIAM WITH JTOPA3eTiaM. B ciryuaii Ha acTMa J1a ce H3I1oI3BaT
GponxoaunaTatopu. He cblLiuecTByBa crielpuyuer aHTUAOT.

5. ®APMAKOJIOTMYHM CBOMCTBA
5.1 @apMaKoIHHAMHYHHE CBOACTBA

dapmakoTepaneBTHHA Tpyra: HecTepou/iHH NpOTHBOBEL3NAINTEIHH M aHTHPEBMATHYHY JIEKAPCTBEHA
NpPOAYKTH, IPOH3BOIHH Ha NPONHOHOBATA KUCEWHA. ATC xox: MOIAEOIL

U6ynpodeH € HeCTEPOUIHO, IPOTHBOBB3NAIMTENHO EPENCTEO, KOETO MPUTEKaBa POTHBOBB3MNAIUTEIHO,
AHAJITETHYHO ¥ AHTHITHPETHUHO AeiicTre. JKHBOTHHCKH MOZCIH 34 foNKa M Bb3MAJIEHHE M0Ka3BaT, e
ubyrnpodeH ePeKTHBHO uHXMOKpa CHHTE3a Ha IPOCTarJiaHAWHHUTE. Tpu xopa, nGynpoden obnekuara
GoslkaTa MPUUMHEHA OT BB3MNAJEHHE UM CBbp3aHa C HEro, OTOoK 1 nopuIIeHa Temnepatypa. Ubynpoden nma
HHXUOHTOPEH eeKT BhPXY TPOCTariaHIHHOBIA CHHTES KAaTO UHXHOUpa aKTUBHOCTTA Ha LHKJIO-
okcurenaszara. Ocses ToBa, UBYNPOQeH HMa HHXMOHTOPEH edext Bbpxy ADP (azeHo3uH nrdocdar) LK
KOJIAr€H-CTUMYJIMpaHa TPOMOOLIMTHA arperaLus.

ExcriepUMeHTalTH) NAaHHH [I0Ka3BaT, 4e ubynpoden Moxe 1a Grokupa eeKTa Ha aCIUPHH B HUCKH 103K
BBPXy TPOMBOLTHATA ArPeTaLis, KOraro e Npuiarat eIH0BPEMEHHO. B eqno npoydBaHe, IMPU KOETO
enrokpaTHa a03a ubynpoden 400 mg ¢ NpuIoKeHa 1 yac npead Wiy 30 MHHYTH Cliefl TpUnaraHe Ha
ALETUICAIMLIHIOBA KUCEJIMHA © ue3a6asHo ocBobokaaBaHe (81 mg), ce nabmonasa HaManeH edeKT Ha
ALCTUICATHLIAIOBATA KHCEIHHA BBPXy 00pa3yBaHeTo Ha TpoMBOKCaH WiH TPOMOOLMTHATA arperalys.
OrpaHHUYeHHTE JaHHA W HECUTYPHOCTTa OTHOCHO CKCTPAMONALNATa Ha JIAHHM €X ViVO KbM KIIHHHYHA
CHTYaLHs TIOKA3BAT, Y€ He MOTaT Ja C¢ MPaBAT TBHPIH 3AIUTFOHCHILA 32 penosHata ynotpeba Ha HOYNpogeH,
1 4e KITMHUYHO 3HauHM e(eKT € MaJIKo BEPOATCH IIpH ceoGonHaTa ynotpeba Ha HOynpodeH.

W6ynpoden uHxuGupa NPpOCTArTAHAHHOBUA CHHTE3 B MATKaTa, C KOCTO HAMAa/IABA OTIIYCKAHETO Ha MaTKarta
1 AKTHBHOTO HAJATAHE, [IEPHOIMMHATE KOHTPAKIMA Ha MATKATA 1 KOJMYECTBOTO NPOCTATTIAHMHH, KOMTO C€
ocBoBoXKIABAT B KpbBooOpaleHreTo. C Te3H MPOMEHH ¢e 0BACHBA 06/IeKUABAHETO HA MEHCTPYATHHTE
Gonku. U6ynpoden 6aokupa GHOpedHIs NPOCTArTAHAHHOB CHHTES, KOETO MOXKE na noeeae no 6pOpedna
HeOCTATHUHOCT, 3a/bpKaHe Ha TeYHOCTH M ChPAEHHA HENOCTATEYHOCT IPH PUCKOBM NALMCHTH (BHOK T.
4.3).
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ITpocTarfaHIMHUTE ca CBBP3aHH ¢ OBYJIaUMATa M 3aTOBa ynoTpedata Ha JeKapCTBEHH NPOLYKTH, KOHTO
GIOKMpAT NPOCTArNAHINHOBHA CUHTE3 MOTAT N NOBJIMAAT (PEPTHANTETA HA JKEHUTE (BUK T. 4.4,4.6 1 5.3).

52 @apMakoKHHETHYHH CBOHCTBA

Abcopbyua

U6ynpoden ce abecopbupa 6bp30 OT raCTPOUHTECTUHATHIS TPAKT, MAKCHMATHUTE CEPYMHH KOHUEHTPalHH
HacThMBAT -2 Haca crejl MPUITOKEHHE.

Paznpedenenue

H6ynpoden ce pasnpenens 6bp3o B Leus opraHi3sM. CBBP3BAHETO C IA3MEHUTE NPOTCHHHU € B OXONO
99%.

Memabonuzom
U6ynpoden ce MeTaGOMM3HPa B YepHHS APOO (XUAPOKCHIMPAHE, kapOOKCHITHPaHE).

Enumunupane
ENMMUHALMOHHASIT NOAYKUBOT € NPUOTN3NTENTHO 2.5 vaca Npy 3APasd MHANBUIH. @®apMaKoNOrHYHO
HeaKTHBHHTE METaBOJINTH ce eKCKpeTHpaT ocHOBHO (90%) mpe3 660penuTe, HO CBILO M MPe3 KIbUkaTa.

53 TlpeaxIMHHYHH JAHHH 32 6e30MACHOCT

Tuit kato uGynpoden e noGpe MO3HAT U WHUPOKO H3IMO/I3BAH, NPEANIMHATHATE AAHHN 33 §e30MacHOCT ¢a
JOKYMEHTHPAHH.

Cy6xpoHHYHATa ¥ XPOHHYHA TOKCHYHOCT Ha uGynpodeH e nokasaHa IMaBHO B MPOYUBAHHUS C XUBOTHH KaTO

yBpexaHe HA XPAHOCMUIIATEHUS TPAKT U SA3BH.

TecToBeTe in Vitro 1 in Vivo He MOKa3BaT KIHHUMHO 3HATMMH MPH3HALM HA MYTAareHeH NOTEHLMA HA
nbynpoden. He ca naGiofaBaHi KapUMHOrCHHN eheKTH IPU MHILIKY H [LUTBXOBE.

H6ympoden MHXHOHpa OBYITALKMATA TIPH 3aMHIIKM ¥ YBPEXKA HMILIAHTALIATS TIPH Pa3IM4HK KUBOTHHCKH
BHIOBE (3aifilH, ITbXOBE i MUIIKH). [IpH penpolyKTHBHH TECTOBE, NIPOBEACHH C IUTEXOBE H 3aMilY,
uOypodeH NpeMHUHaBa Ipe3 MianeHraTa. Korarto ce H3ron3BaT TOKCHYUHH 3a MafKarta JIO3H, NI0-4ECTO ¢
naGmonasat MandopMalny (T.e. BEHTPHKYIApeH CeNTallCH nedexT).

6. ®APMAIIEBTUYHU JAHHU

6.1 ChnHCBK HA MOMOIHHTE BeHIeCTBA
Hopo na mabaemrama

MHKpPOKpHCTAJTHA 1IeiTy 1033

Cunrures TUOKCHI, KOoraeH 6e3BoaeH
XHApOKCHIPOITAILETTY 103

Hatpues jaypuicyiadar

Kpockapmenosa HATpUH

Tanx

Tabnemna obsuska (Opadry (6s1) 068284 99)
Xunpomenosa

Maxporon 400

Turanos auoxcug (E171)

6.2 HecbBMeCTHMOCTH

HenpunoxumMo
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. 6.3 Cpoxk Ha rogHoct
2 rOauHH
6.4 CreunajHu YCJI0BHSA HA CbXpaHeHHe

Tosn JNIEKApPCTBEH NPOOYKT HE H3UCKBA CIIELHANTHH YCIIOBMA HA CHXPAHCHHE.

6.5 daunan 32 ONAKOBKATA

Henpospaunu Gnuctepuun onakosku ot PVC/AL
TIpo3paunu GnuctepHu onakoBkH oT PVC/AL
TabsneTHH KOHTeHHEPH ¢ Kanavka OT TIONMIIPOTIHISH.

Pazmep na onaxosxume:
Bnucrepu:
6,10, 12, 20, 24, 30 u 50 dpunmupanu TabnaeTku

TabneTHu KoOHTeHHEPH:
10, 20, 30 u 50 dunmupanu TabneTku

He BcHuKH BHOOBE ONAKOBKM MOrart [a Onaat IMyCHaTH B npozxa)KGa.

6.6 ChneudanHH nNpeana3sHH MePKH IpH H3XBbpasHe H paboTa
Hsama cneunainy U3HCKBaHKA

7. MPUTEXXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Actavis Group PTC ehf.
Reykjavikurvegur 76-78
220 Hatnarfjordur
Ucnannus

8. HOMEP(A) HA PASPEINEHUETO 3A YIIOTPEBA
Ne20090179/11.05.09

9. JATA HA ITbPBO PASPEIIABAHE/IIOJHOBABAHE HA PASPEINEHUETO 3A
YHOTPEBA

11.05.2009

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Asrycr, 2009 1.
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