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1. HME HA JIEKAPCTBEHHUS IPOJYKT o .

Hoynpoden B. Bpayn 600 mg/100 ml undy3suonen pastsop
[buprofen B. Braun 600 mg/100 ml solution for infusion

2. KAYECTBEH U KOJIUYECTBEH ChCTAB
Bcexu ml ot pasrBopa cvaspika 6 mg ubynpoden (ibuprofen).
Beska 6ytwika ot 100 ml cexbpxa 600 mg nbynpogen (ibuprofen).

IIOMOIIHO BELIECTBO ¢ HIBECTHO AeiCTBUE

Beeku ml pasteop ceanpika 9.15 mg Harpues xnopun (3.60 mg Hatpuit).
Bcaxa 6yrunka or 100 ml ceaspka 915 mg Hatprer xnopuz (360 mg HaTpuii).

3a NBJIHHA CIIMCHK HA MTOMOLIHHATE BELECTBA BHXKTE TOYKa 6.1.
3. JIEKAPCTBEHA ®OPMA

HHdysnonen pazteop.

buctsp, 6e31BeTeH 10 61eJOXKBAT HH(YIHOHEH PA3TBOP, CBOGOACH OT BHIAMMH YaCTHIIH.
pH: 6,8 - 7,8

Ocmonapuret: 310 — 360 mOsm/L

4. K IMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHUA .
Hbynpoden b. bpayH e mokasaH 3a ynorpe6a nps BL3pacTHH 33 KpaTKOCPOTHO
CHMITOMATHYHO JICYEHHE Ha OCTPa, yMepeHa 60J1Ka, KOraTo HHTPABEHO3HOTO NIPUIIOKEHHE
¢ KJIINHHYHO ONpPAaB/aHO, KOTaTO APYTH ITbTUINA HA IPHIAraHE HE Ca Bb3IMOXHH.

4.2 [Jo3HpoBKAa H HAYHH HA TPHIOKEHHE

Jdozaposka
Haii-Huckara edexTiBHa 103a TpAOBa Aa ce M3II0JI3BA 32 HAM-KPaTKOTO BpeMe, HeoOxoquma

3a 00JIeK4aBaHe Ha CUMIITOMHUTE (BXK. TouKa 4.4). ToBa MOXKe 12 HAMAJIH 10 MHHHMYM
HEXKENIaHHTE PEeaKIIHH.

Ynotpe6ara TpaOBa f1a Gbe orpaHHueHa A0 CHTYALHH, IPH KOHTO NEPOPATHOTO
NPHIOKCHHE € HEMOAXOAALIO. [lanuenTHTe TPAOBA Aa NpEMUHAT KBM MIEPOPATHO JeYeHHe
BEJTHara oM TOBa € B3MOXHO.

Jleuennero He TpAGBa na NPOALIIKABA MOBEYE OT 3 AHH.
3a fia ce HAMaNM 10 MEHMMYM PHCKA OT Bb3MOXHH HEXEAHH PeakKUuH Ha 656
TpAOBa 1a ce MOAObpIKa afeKBaTHA XHAPATAIIMS HA MaI{HEHTA.




BnipacTHu
Enna nosa ot 600 mg. Axo ¢ KITHHHYHO OIIPaBA2HO, MOXKE 1A Ce TIPHIIOXKH Jpyra 103a oT

600 mg cnen 6 no 8 yaca, B 3aBHCHMOCT OT HHTEH3HBHOCTTA HA ChCTOAHHETO H OTrOBOpA HA
neyeHHero. MakcumanHara obia aHeBHa fo3a € 1200 mg.

ITauneHTH B cTAp4YEcKa Bb3PACT

KakTo npu BcHYKH HECTEPOMIHY NIPOTHBOBB3NANMTENHE cpeacTBa (HCIIBC), TpabBa na ce
B3€MAT NPEINa3HA MCPKH TIPH JICYEHHE Ha Mal¥eHTH B CTapYecKa Bb3pacT, Thi KaTo Te
OOHKHOBEHO Ca MO-NOJATIIHEH Ha HEXEIAHH PEaKLHH (BXK. Touxkn 4.4 u 4.8), 10-BEPOATHO €
na pa3BuAT 0b0pedHa, YepHOAPOOHA H CHPACYHOCHA0BA TUCHYHKIMS K 1a HAION3BAT
CBIIBTCTBALIO JiedeHHE. [10-KOHKPETHO, 3a Ta3H [OMYJIALAA € IPENOPLYMTEHO A3 Ce
npHnara Han-HUCKaTa e(peKTHBHA /103a 33 BB3MOXXHO Half-KpaTkara HeobXoauma
NPOAB/DKATEIHOCT 33 KOHTPONHpaHe Ha cuMnromute. Jleuennero TpabBa na ce
Ipepasriexia Ha peIOBHH HHTEPBAIHU K Ja ObJe NpekpaTeHo, ako He ce HadJmoIaBa 1nojia
HJIH BL3HUKHE HEMTOHOCHUMOCT.

bL0peYnAa HeAOCTATLYHOCT

Tpsbsa na ce B3emar npeanasnu mepku, korato HCITIBC ce u3mon3Bsat MpPH MAIUEHTH C
61s60peuna HexocTaThbyHOCT. [Tpy maMenTy ¢ JIeko UK yMepeHo 6B6peuHo yBpexaaHe
TbpBOHAYAITHATA 033 TPA0Ba Aa ce HaMalM ¥ Ja ce MOAIbPKa BE3MOKHO Hal-HHCKA 3a
HaH-KpaTKHs MEPUOX, HEOOXOAUM 32 KOHTPOJIHPAHE Ha CUMIITOMHMTE, a 6b0pedHara
$yHkuns Tpada na ce Habmosxasa. To3H IEKapCTBEH OPOAYKT € IPOTHBONOKA3AH pu
MalMeHTH ¢ TeXKa OBOpedHa HeIOCTaTBYHOCT (BX. TO9Ka 4.3).

YepHoaApoOHA HEJOCTATHLYHOCT

T'psi6Ba na ce B3emar npeanasuu Mepki, koraro HCIIBC ce usnonssar B Ta3n momynauus,
BBIIPEKH 9€ HE ca OHIIH HaOMOJaBaHN Pa3HKK BB HapMaKOKAHETHUHHSA NPOQHIL.
[MauneHTH ¢ IeKa KM yMepeHa 9epHOApoOHA HEOCTATBYHOCT TPAOBA Ja 3aMo4HaT
JCYCHUETO C HAMAJICHH O3H, o03aTa TpAbBa Aa ce moAAbPKa B3MOXKHO Hal-HUCKA 32 Haiji-
KpaTKHA HEOOXOAMM NEPHON U MAUEHTHTE TpAOBa Aa 6hAaT BHHMATETHO HabIIOJaBaHiH.
To3u nexkapcTBen MPOAYKT € NPOTHBONOKA3aH PH MALMEHTH ¢ TEXKa YEPHOPOGHA
HEIOCTAaTHUHOCT (BXK. TOUKa 4.3).

IleanaTpUYIHA NONYJIAHA

To3u nexapcTBeH MPoayKT He TpAOBa Ja ce U3N0JI3Ba IIPH Aena U oHomH. Manoa3BadeTo Ha
HMbynpoden b. bpayn He e npoydeno npu aetta u oHomy. ClregoBare/IHO 6e3011aCHOCTT2 H
e(pUKaCHOCTTA HE Ca YCTAHOBEHH.

Haunn Ha npaaokenne:

3a HHTpaBeHO3HO npuioxeHne. H6ynpogen b. BpayH ce npeanucsa or nexap u Tps6Ba aa
ce IpuJiara caMo OT KBATH(pHUHPAHH MEIULMHCKH CIEUATHCTH B CPEAa, B KOATO € Ha
pa3noNIoKEHHE TOOX0AINO 00opyABaHe (10 BpeMe Ha JedeHneTo). Pa3TBopsT TpabBa na ce
MpHIara KaTo HHTpaBeHO3Ha HHQY3uA Haj 30 MHHYTH.

4.3 IlpornBonoka3zaHusg

¢  CBpPBXYYBCTBUTEIHOCT KbM aKTHBHOTO BeilecTBO, kKbM Apyrd HCIIBC uny &
HSAKOC OT MOMOIIHHTE BELIECTBA, M30poedH B Touka 6.1.




° ARaMHe3a 3a OpOHXOCIIa3bM, aCTMa, PUHHUT, aHTHOEIEM WiIH YPTHKApH4, CBEP3aHH ¢
IIPHEMAHETO Ha aleTHIcaTMUIOBa KucennHa (ACK) unu apyru HecTeponaHH
npotuBoBb3nanutenuy cpeacraa (HCIIBC).

. CBCTOAHHSA, BKTIOYBALLM [TOBHIICHA CKNIOHHOCT HJIH aKTUBHO KBPBEHE KaTO TEXKH
HapyllleHUA B KoaryJjaluara (Hanp. TpOMOOHUTONEHNS ).

o AKTHBHA WJTH aHAMHE3a 33 PCUUIUBHpALLia IENTHYHA 9383/KbPBEHE (IBa HITH [TOBEYE
OTAEJIHH €MIM30/1a HA 10KA3aHa A3Ba WM KEPBCHE).

. AHaMHe3a 32 CTOMAITHO-YPEBHO KbPBEHE WM nepdopaliis, CBLP3aHa ¢ NPEIHIIHO

neuyenue ¢ HCIIBC.

Mo03Bb4HOCHI0BO HJIH APYTO AKTHBHO KbPBEHE.

Texxka yepHoapoOHa uu 6B0peYHa HEAOCTATBYHOCT.

Texxka cppaeuna HeaoctareIHOCT (Ki1ac IV mo NYHA).

Texxa nexuaparaiiua (IpUUMHEHA OT MOBPBIIAHE, AUAPHA UIIH HEJOCTATHYEH TPHEM

Ha TCIHOCTH).

o bpeMeHHOCT, B IOCIeAHUA TPUMECTBD (BX. TO4UKa 4.6).

4.4 ChnennanHm npeaynpexaeHns ¥ NpeaAnazHd MEPKH NpH ynorpeda

HexenanuTte peakuuy Morart Ja 6bJaT HaMaJleHH 10 MHHHMYM 9pe3 U3I0/3BaHe Ha HaK-
HHCKaTa ¢PEeKTHBHA J103a 32 Hal-KpaTKOTO BpeMe, HEOOXOAMMH 3a KOHTPOJIUpaHe Ha
CHUMIITOMHUTE (BXK. TouKa 4.8).

TpabBa na ce u3bsarea eaHospeMenHara ynorpeba Ha Hoynpogen ¢ HCIIBC, sxmouurenno
CEe/IEKTHBHH HHXHOMTOPH Ha nukiookcurernasa-2 (Coxib) (Bx. Touxa 4.5).

Yecrorara Ha HexenanuTe peakudd KbM HCIIBC ce ysennuasa npu nanueHTH B cTapyecKa
Bb3pacT, 0COOEHO CTOMAIIIHO-YPEBHO KbpBEHE H nepdopalus, KOUTO MoraT aa Obaar
¢araiHu (BX. TO9Ka 4.8).

Cmomauing-4pesnu puckose.

CToMaIHO-4peBHO KbPBEHE, A3Ba HITH nepdopalms, KOUTO MoraT Ja 6baat daTtanuy, ca
NOKJaABaHH no BpeMe Ha jeueHHe ¢ Bcuuki HCIIBC, ¢be wnn 6e3 npeaynpeauTenHu
CHUMITTOMH, HITH IIPH aHAMHe3a 3a CEPHO3HH CTOMAIMHO-9PEBHU CHOMTHA.

PHCKBT OT CTOMAIIHO-YPEBHO KEPBEHE, 43Ba WM nepdopalus € 10-BHCOK ¢ HApACTBAaHE Ha
no3sata Ha HCIIBC npu nmamueHTH ¢ aHaMHe3a 3a 13Ba, 0COOEHO ako € YCIIOXHEHA C
KPBBOH3/IUB MM Nepopaums (BXK. Touka 4.3), 1 npH NaUUEHTH B CTApYECKa Bb3pacT. Te3n
nauueHTd TpAOBa /1a 3aM04HAT JIeYeHHE ¢ Hai-HUCKaTa Bb3MOXKHA /103a. 3a Te3H NalHeHTH
TpsAOBa J1a ce 0OMHCIH KOMOHHUPAHO IEYEHUE ChC 3alUTHH BelecTna (HaIp. MH30IIPOCTON
HJIH HHXHOHUTOPH Ha NMPOTOHHATA MTOMIIA), 8 CHIOO H 32 MALHEHTH, 32 KOUTO C€ H3HUCKBA
eIHOBPEMEHHO NMPHIOKEHME Ha HUCKA A03a aneTiwicanuumiosa kuceauna (ACK) unu
APYTH JeKapcTBa, KOWTO MOTaT Ja YBEIHYAT CTOMAIIHO-UYPEBHHS PHCK (BX. ITO-T0JIY U
TO4YKa 4.3).

[TaieHTH ¢ aHaMHE3a 32 CTOMANTHO-YPERHA TOKCHYIHOCT, 0COOEHO B CTAPUECKY/F
clie[IBa Ja ChoOIaBaT BCAKAKBH HeOOHYaHHH KOPEMHHM CUMITOMH (0COGEHO CTH
4PEBHO KbPBEHE), 0COOEHO B HAMAIHHTE €TAM Ha JICUEHHUETO.



IIpenoppiBa c€ NOBHLUIEHO BHUMAHUE IIPH NALMEHTH, NOJMYyYaBallli CHITBTCTBALIU
JeKapcTBa, KOETO MOYKE J1a YBEJIHIH PHCKA OT A3Ba HWJIM KbPBEHE KaTO NMEPOpaTHA
KOPTUKOCTEPOMAH, AHTHKOATYIAaHTH (Harnp. BappapuH), TPOMOOLUTHH aHTHArpEraHTH
(nanp. anerwicanuipiona kucenuHa (ACK)) wnm cenekTHBHE HHXHOUTOPH Ha 06paTHOTO
3axXBalllaHe Ha CepOTOHHHA (BXK. Touka 4.5).

Koraro npu nauvedt, nojiydasamu U6ynpoden b. bpayH, Bp3HHKHE CTOMAIIHO-YPEBHO
KbpBEHE HITH A3B4, JIedeHHETO TpabBa fa 6b1e npekpaTeHo (BX. Touka 4.3).

HCIIBC cnensa na ce japaT BHUMATEIHO PY NALMCHTH ¢ aHAMHE3a 33 CTOMAIIHO-YPEBHO
3abomaBaHe (yauepo3eH KouT, 6osect Ha KpoH), Thit KaTO TOBa ChCTOSHHUE MOXKE J1a Ce

BNOLIH (BXK. TOYKA 4.8).

CupoeuHocb008U U MO3ILYHOCHOOBU PEAKYUU.

KnuauyHM IpoyyuBaHus noKa3Bat, 4e¢ U3non3BaHeTo Ha HOynpodeH, ocobeHo npu BUCOKA
no3a (2400 mg/nen), Moxe Ja c€ CBBp3Ba C JIEKO NMOBHUINEH PHUCK OT apTEPHAIHH
TPOMOOTHYHH CHOUTHA (Hanp. HHMAPKT HA MHOKapAa WK uHeynt). Kato usio
enUAEMHOJOTHYHHTE H3CIEABAHUA HE NIPSANONarar, e HUCKa 103a ubynpodeH (Hampumep
< 1200 mg/ner) e cBLp3aHa ¢ MOBHIIIEH PHCK OT apTepHaTHa TpoMOo3a.

[lanueHTH C HEKOHTPONKPAHA XHIICPTOHHS, 3aCTOMHA chpaeuHa HeaocTaThuHOCT (NYHA
[I-1II), ycTaHoBeHa ncxeMu4Ha OoJlecT Ha CHPIIETO, IIepH(pepHA apTepuaHa 60iecT W/ HiIK
MO3BYHOCBAOBH 3a00/11BaHH TpAORa Ja ce JiekyBat ¢ HOynpodeH crnel BHUMaTEHA
npelcHKa B TpabBa Aa ce u3barsat BUCOKH A03H (2400 mg/acH).

WUma crobuieHns 3a crygau Ha CHHApoMa Ha Kounis 1IpH MmallMeHTH, JEKyBaHU C
NUo6ynpoden b. bpayH. CunapoMbT Ha Kounis € nepuHHPaH KaTo ChpACYHO-ChIOBH
CUMIITOMH, Bb3HUKHAJIM BCICACTBUE HA AJICPrHYHA PeaKLMs WIM CBbP3aHH ¢ peakiys Ha
CBPBXYYBCTBHTEITHOCT, ChC CBUBAHE Ha KOPOHAPHHTE apTEPHH W €BEHTYAITHO BOICIIH IO

HH(}APKT HA MHOKap/a.
Coino Taka € HeoOX0auMO Ja C€ HallpaBH BHUMATEJIHA IIPELICHKA MPEAH 3allOYBAHE Ha

JBITOCPOYHO JICUCHHE HAa MAUUCHTH ¢ PHCKOBH (PaKTOPH 32 ChPJACIHO-CHI0BH
CHOMTHA(HANPUMED XUIIEPTOHUS, XUIICPIMITHIEMHUS, 3aXapeH AHA0ET, TIOTIOHONYIICHE),
ocobeHo ako ca HeoOXoJUMH BUCOH A034 HOynpodeH (2400 mg/nen).

Texcku xkoxcrnu nexcenarnu peaxyuu (SCAR):

Texxu KOXHU HeXeJIaHH peaknmy (severe cutaneous adverse reactions, SCAR),
BIUIIOYHTENHO €KChONIHAaTUBEH JepMATHT, epUTeMa MYyJITHQOpME, CHHAPOM Ha Stevens-
Johnson (Stevens-Johnson syndrome, SJS), TokcuuHa enuaepManHa Hekposu3a (Toxic
Epidermal Necrolysis, TEN), nekapcTBeHa peaknns ¢ €03HHO(DHUIAL H CHCTEMHH CUMITTOMH
(Drug Reaction with Eosinophilia and Systemic Symptoms, DRESS) (DRESS cunapom) u
OCTpa reHepalH3vpaHa eK3aHTEMAaTo3Ha ITycTynno3a (acute generalized exanthematous
pustulosis, AGEP), kouto Morar ia 6b/aT XHBOTO3aCcTpallaBally HITH C JIETATICH H3X0X
cH001IaBaT BBB Bpb3Ka ¢ ynorpebara Ha ubynpodeH (Bx. Touka 4.8).

[loBedero OT Te3H peaKLMH BB3HUKBAT B PAMKHTE Ha ITPBHSA MeCeI OT Jieue e L5
NosBa HA NPHU3HAIH U CHMIITOMH, IPCANIOIAaraliil TAKHBa PEAKIHH, IPUCMBT [NEHDN



TpabBa Aa ce crpe He3abaBHO U Ja ce OOMMCIM APYTro BE3MOXKHO JieuyeHHe (IIpH
HeoOXOAMMOCT).

Ueprodpobra uau 6v6peyna HedocmambyHoOCH UAU 0exuopamayus:

HU6ynpoden TpabBa Aa ce U3NO3Ba C NOBUILICHO BHUMAHKUE MTPH NALMEHTH ¢ aHaMHe3a 3a
yepHOApoOHO MK 6B0peuHo 3a00/1sBaHe H 0COOEHO IO BpeMe Ha €ITHOBPEMEHHO JICYEHHE C
ANYPETHLH, ThH KaTO HHXHOHPAHETO Ha MIPOCTArJaHIHHNATE MOXE J1a JOBEJE OO 3aabpKaHe
Ha TEYHOCTH H yBpexaaHe Ha 6b06peunara ¢pyHkuua. U6ynpoden TpsOBa na ce npunara npu
TE€34 [AMEHTH BbB Bb3MOXXHO Hai-HHCKATa f03a H ObOpeuHara QyHKIMA Ha NalHEHTA
TpsaOBa na ce Ha0mo1aBa peJOBHO.

[Ipu nexunpaTtanusa OCUIypeTe JOCTAaTHUCH IPUEM HA TeYHOCTH. BHUMaBakiTe MHOTO IpH
JeXUIApaTHPaHH MAlHeHTH, HAIpUMED Mopaau AUapHs, T KaTo AeXuApaTaiugaTa Moxe Ja
Obae 3azercTBail PakTop 3a pa3BUTHE Ha ObOpeyYHa HEJAOCTATHYHOCT.

PenoBsHata ynoTpeba Ha aHaNreTHIH, 0cO0eHO IMpH KOMOWHHUpaHe Ha pa3TAIHH
aHANTETHYHH BELIECTBA, MOXE Jla AOBEIE A0 YBpeKAaHe Ha OnOpeuTe ¢ puck oT 666peyHa
HENOCTAaThYHOCT (aRaNreTHYHa HedponaTha). To3u PUCK € 0-BHCOK IIPH HAIIUEHTH B
CcTap4ecKa Bb3pacT H NalHeHTH ¢ Ob0pedHa HeA0CTaTh9HOCT, ChpACTHA HEAOCTATHIHOCT,
YyepHOAPOOHA THCHYHKUMA U TaKuBa, pueMainu auypetuiiy 1 ACE-unxuburopu. Caen
npeycradoBsiBaHe Ha JieueHHeTo ¢ HCIIBC, cueTosuueTo Ha nanueHTa npeiy Je4€HHETO
OOWKHOBEHO Ce Bh3CTAHOBABA.

Kakto npn apyru HCIIBC, ubynpoden Moxe na npeau3BHKa JIeKO IPEXOIHO MOBHIICHHE
Ha HAKOM NapaMeTpU Ha yepHoApoOHaTa QyHKIHA, KAKTO M 3HAUUTEIHO NOBUILCHHE Ha
TpaHCAaMHHA3HTE. AKO HMa 3HAYUTETHO NOBHIICHHE HA TE€3H MTapaMeTpH, JICIEHHETO TpAOBa
na 6Bae npekpaTeHo (BX. Touka 4.3).

Anapuraxmoudnu peaxyuu

Karo cTanmapTHa mpakTHKa NO BpeME Ha HHTPABEHO3HA HH(PY3HUA C€ IPENopbYBa
HenocpeJACTBEH MOHUTOPHHT Ha NMAIMEHTa, 0CO0eHO B HAYAJIOTO Ha HH(Y3UATA, 3a J1a MOXEe
1a ce OTKpHe aHa(HIAKTHYIHA peaKiysd, MIPHYMHEHA OT aKTHBHOTO BEIECTBO HJIH
MNMOMOILIHHATC BCIIICCTBA.

MHoro pajko ce HabMIO4aBaT peaKiHH Ha TEXKA OCTpa CBPbX1YBCTBUTEIHOCT (HaIp.
aHadunakTHieH mokK). [Ipy nbpBHTE NpH3HALM HA peaKlMA HA CBPBbXYYBCTBHTEIHOCT CIIEH
npunoxenne Ha UOynpyden b. bpayn, nedennero Tpa6Ba 1a ce cnpe | Aa e 3ai09He
CHMIITOMATHYHO JiedeHUE. OT cneyanicT TpsabBa Ja ce 3anoyHaT HeoOX0AHMHTE
MEIHIIMHCKH MEPKH CBHITIACHO CHMIITOMHTE.

Huxamennu napyuwienus;

H3uckBa ce BHUMaHHE, aKO TO3H JIEKAPCTBEH MPOJAYKT CE MIpUJiara Ha ramnue
OT WJIH ¢ aHaMHe3a 3a OpOHXHANIHA aCTMA, XPOHUYEH PHHHUT HJIH AJIEPrHYHH 33
Thii KaTo nMa choO1neHn, ye HCIIBC npuuunasar OpoHxocnasbsM, ypTHKAp
aHTHOEEM TIPH TaKWBa MalHEHTH.

Xemamonozuunu ecpexmu




U6ynpodeH MoXe BPEMEHHO Jla HHXHOHpa TpoMOoLHTHATA PYHKIHMA HA KPBBTA
(TpoMOOLIMTHA arperalus), yBeIHIaBaiKH BpEeMETO Ha KbPBEHE H PHCKA OT KPbBOH3/IHB.

U6ynpoden TpaOBa Aa ce H3MOI3Ba CaMO ¢ 0COOCHO BHUMAHHE IIPU NAUCHTH, NTOTy4aBalH
ACK 3a uHXuOupaHe Ha arperanuaTa Ha TpoMOoUUTH (BXK. TOUKd 4.5 1 5.1).

[TauMeHTHTE C HAPYIIEHHA B KOAryJiallusTa HITH ¢ MOBHIIEH PHCK OT KbpBeHe (Hanp.
MOUIOKEHH Ha olepaliys) ClieoBaTeIHo TpAOBa Aa ce HabmoaaBaT NapaMETPHTE Ha
xoarynauus. M3ucksa ce crelyanHa MEJUUMHCKA 6IUTENHOCT IPY yHoTpeda NPH NallMeHTH
BeHara clieJ rojgMa oneparnus.

ITo BpeMe Ha IPOIBDKHTENHO NPUIOKEHHE Ha HOYIIPOQEH Ce H3HCKBA PEIOBHO H3CIC/IBAHE
Ha 9epHOAPOOHHTE CTORHOCTH, OB0peuHaTa GyHKIMA H KpbBHATA KapTHHA.

H6ynpodeH Tpa6Ba na ce H3NOI3Ba caMo CNej CTPOra IPEeHKa Ha 110J13aTa/pUCKa IIPH
IMaIlMEHTH C BPOJCHH HapyIIeHUs Ha NOpHHPUHOBHS MeTabo/H3BM (HAIp. 0CTpa
MHTEPMHUTEHTHA NOPPUPHST).

ITpn uznonseane Ha HCIIBC 1 eqHOBpeMeHHA KOHCYMallg Ha ATKOXO0JI, AKTHBHOTO
BEILECTBO, CBBP3aHO C HEXKETAHUTE PEaKLHU, 0COOCHO TE3H, KOMTO CE OTHACAT A0
CTOMALLHO-YPEBHHUA TPAKT WM LIEHTPAJIHATA HEPBHA CACTEMA, MOXKE /1a C€ yBCIHYH.

HM3ucKBa ce NOBHIIIEHO BHUMaHUE IIPKH NALUCHTH C ONPCACIICHN CBCTOAHHA, KOUTO MorarT Aa
CC BIOHIAT.

o [TpH MalMEHTH ¢ TepPri9Hy PEAKIHH KbM JAPYTH BEIIECTBA, ThH KaTO 3a TAX CBIIO
CHIIECTBYRA [IOBHIIEH PHCK OT PeaKlMM Ha CBPBXIyBCTBHTEIHOCT MPH ymoTpeba Ha
TO3H JIEKAPCTBEH MPOAYKT.

. [TIpy mamueHTH, KOUTO CTPAAAT OT CEHHA XpeMa, Ha3aIHH IOIMITH HIIH XPOHHIHH
0OCTPYKTHBHH pecrUpaToOpHH 3a60/BaHHs, THH KaTO 3a TAX CHIUICCTBYBA MOBULICH
PHCK OT HaCTHIIBaHe Ha alCpruyHa peakuus. Te3n anepru4Hy peakluid MOXKe 1a ce
MIPeACTABAT KaTO ACTMATHYHH aTakH (T. Hap. aHAITETHYHA aCTMA), €AeM Ha KBunke
HJIM YPTHKapHSL.

Acenmuuen mMenunzum

JiMa chOBIIEHHA 32 HAKOH CTyYad Ha aceNTHYeH MEHMHIHT PU U3NON3BaHEe Ha HOynmpoden
MpY NallHEHTH Che cucTeMeH ynmyc eputeMarosyc (CJIE). Benpeku de € no-BeposTHO Aa
BB3HHKHE npH nauueHTH ¢b¢ CJIE M 3a00msBaHus, CBP3aHU CbC CHEAMHHUTEIHATA ThKaH,
TOH CBILO € ChoOIaBaH MPH HAKOU MALMEHTH, KOMTO HE CTPAJiaT OT HUKAKBO CHITBTCTBALLO
XpOHHYHO 3a6onaBsane. ETo 3amo Tpa6Ba a ce B3eMe 110/ BHUMAHHE IIPH IIPUIIAraHeTo Ha
TOBA NIeUeHHe (BX. To4uka 4.8).

Odmanimorozuynu egpexmu.

3peHne, CKOTOMA K IPOMEHH B L[BETHOTO 3peHue. CripeTe NpHiaraHeTo Ha
MAIMEeHTHT PA3BHE TAKHBA OTUIAKBAHHs, ¥ IO MpernpaTeTe 3a oQTAIMOIOrHY
KOeTO BK/IIOYBA H3C/IeABaHe HAa ICHTPAIHKTE 3pUTEIIHH M0JIETa H LIBETHOTO




[IpoasipxuTentara ynorpeba Ha GONKOYCHOKOABALIE MOXKE a NPEAUBHKA IIABOGOIHE,
KO€TO He TpAOBa Aa ce JIeKyBa ¢ MOBUIICHH JO3M Ha JIEKapCTBERHS MIPOLYKT.

B M3KII0YMTENHH Clly4ad BApHIENA MOXE Ja IPHYMHH CEPHO3HM HHDEKIHO3HHY
YCJIIOXHECHHA Ha KOXKaTa H MEKHTE ThKaHd. KBbM JTHemHa aTa He MOXKeE J1a ce H3KITIO9H
porata Ha HCIIBC BbB BrioiaBaneTo Ha Te3u uHdekiun. Taka 4e € MPenopLYHTENHO 1A e
u304arsa ynorpebara na U6ynpoden b. Bpayn npu Bapunena.

MHCIIBC morat na MackHpaT CHMIITOMHTE Ha CAHOBPEMEHHO Pa3BUBALIHY c€ UHDEKIIHH:

Ho6ynpodeH Moxe NpHUKpHE NIPH3HALA Ha HHGEKLMHA KaTo TeMniepaTypa u Gonka. [Topanm
Ta3H NPUYHHA € Bb3MOXXHO TOBA JIEKApCTBO J1a 3a0aBH NOAXOAAIIOTO JIeYEHHE HA
HH(eKUMATA, KOETO MOXKE J1a IOBEJE 10 IOBHILIEH PHCK OT ycaoxHeHus. Topa ce
Ha0mo/1aBa NP ITHEBMOHHS, TPUYHHEHA OT 6aKTepHH, KAKTO M NIpH GaKTEPHATHH KOXHH
HH(EKUUHA, CBBP3aHHU C BapHLieNna. AKO IIPHEMATe TOBA JIEKAPCTBO, JOKATO HMaTe HHpeKLus
H CHMITOMHTEC Ha HH(QEKUUATA NIPOOB/DKABAT MM CE BIOIIABAT, He3a0aBHO ce
KOHCYITHpalTe ¢ 1eKap.

BsaumoneiicrBue ¢ 1a0opaTopHH H3CIE/IBAHHS’

—  BPEMC Ha KbPBEHE (MOXe 1a OBJE YABMKEHO 3a IeH Cie/l CTUPAHE Ha JICYEHHETO)
-  KOHLIEHTpauHs Ha INI0K03a B KpbBTa (MOXe 1a OB/Ie MOHHKEHA)

—  KpeaTHHHHOB KIHpPBHC (MOXe Aa Ob/ie MOHHXKEH)

-~  X€MaTOKPHT H XeMOTJIOOHH (MOXe Na ObJle MOHIKER)

~  KPBBHH HHMBA Ha ypes, CEpyMEeH KpEeaTHHHH U Kaiui (Moxe Ja ObAaT NOBHILCHH)
- € TeCTOBE 3a YepHOoapobHaTa QyHKIHA: YBEJIHYABAHE HA CTOMHOCTHTE Ha
TpaHCAMHHA3a

anIlllMHll MCPKH 10 OTHOIMCHHE HA NIOMOINMHHTE BEeNIECTBA!

To3u nexapcTBeH NpoxyxT chabpxa 360 mg HaTpuil Ha GyTHIIKA, KOETO CE PaBHSBA Ha
18,0% ot npenopruBanus o C30 MaxcuManeH JHeBeH NpUeM Ha 2 g HATPHIA 3a BB3PACTEH.

4.5 BzauMoaelicTBHE ¢ APYTH IEKAPCTBEHH MPOAYKTH H APYrH GopMH Ha
BlaHMoJeHcTBHE

Hpveu HCIIBC, exmouumenrno COX-2 unxubumopu u caruywiamu.

B pesynrar Ha cuHeprudHUTE €(eKTH, eTHOBPEMEHHOTO IPHIIOKEHHE HA JBE HIIH MTOBEYE
HCIIBC Moxe na yBenudIu pHCKa OT CTOMAIIHO-YPEBHH A3BH M KbpBeHe. [Topaau ToBa




ExcniepyMeHTaIHH JIAaHHH ITOKa3BaT, 9e KOraTo ¢¢ JO3HpaT eqHOBPEMEHHO, HOYNIpodeH
KOHKYPEHTHO MOXeE Jla HHXHOHpa edexTa Ha HUCKATaA /1032 alleTHICATHIHIIOBA KHCETHHA
BbpXy TpoMOOUKTHATA arperaius. Benpeku ye HMa HESICHOTH MO OTHOINEHHE Ha
€KCTparojialiisiTa Ha Te3H JaHHY KbM KIHHHYHATA CHTYallHA, He MOXe JIa C€ H3KITIOUH
BBL3MOXKHOCTTA PeIOBHATA, ABJATOCPOYHa ynoTpeda Ha ubynpodeH ga HaMaJTH
KapAHONIPOTEKTOPHHS ePeKT Ha HUCKATa A03a AllCTHICATAIINIIOBA KucenHa. Hukakbs
KJIMHAYHO 3HaYUM e(eKT He ce CIHTA 3a BEpOATEH MpH HepeAoBHA ynoTpeba Ha nbynpoden
(BX. TOuka 5.1).

Jumui.

EHOBPEMEHHOTO MPUIOKEHHE HA HOYNIPOdEH ¢ NeKapCTBEHH NPOIYKTH, ChABPXKAIIK
JIATHHA, MOX€E A3 YBEJIMYH CEPYMHOTO HHBO Ha JINTHH.

Heobxoauma e mpoBepka Ha CEpYMHHTE HUBA Ha JINTHS.

Copoeunu 21uKo3udu (QuzoKCcun):

HCIIBC Moxe a H30CTpH ChpliedHa HEAOCTATHYHOCT, /Ia HAMalH CKOpOCTTa Ha
rIOMepyJIHa GUITpalis H Aa YBEJIHYH NIa3MEHUTE HHBA HA CHPACYHUTE NIFOKO3HIH.
[IpenopbuBa C€ MOHHTOPHHI HA CEPYMHUSA JUTOKCHH.

Denumoun.
[InasmeHuTe HUBA Ha PEHUTOMH MOTAT 1A OBAT NOBHUIEHH IIPH €THOBPEMEHHO JIEUYEHHE C
HOynpodeH U IOpaJH TOBA PHCKBT OT TOKCHIHOCT MOXeE JIa Ce€ YBEJIHYH.

Anumuxunepmensuernu cpeocmesa (Ouypemuyu, ACE-unxubumopu, rexapcmea 3a 610Kupane

Ha bema peyenmopume U aneuomensun-II aumazonucmu):

Huypernuute ¥ ACE-unxuburopute Morar j1a ysennuar HedpporokcuuHocrra Ha HCITBC.
HCIIBC morart aa Hamanar edeKkta Ha ZMYPETULMTE H IPYTH aHTUXHIIEPTCH3IUBHH
exapcTBa, BKIMIOIATETHO ACE-uaxuburopu n 6era-bnokepu. I[Ipn namuedTn ¢ HamaneHa
650peuHa GyHKIUA (HANp. AeXUAPATHPAHH MALMEHTH WIM MAllMEHTH B CTApYECKA BB3PACT C
HamaneHa 6b0peyHa pyHKuua) enHoBpeMeHHaTa ynorpeba Ha ACE unxuburop u
aHrHOTeH3UH-1] aHTArOHUCTH ¢ JIeKapCTBEH MPOAYKT, HHXHOMUpAI ITHKI00KCUIeHa3aTa,
MOK€ Jia AOBEAE N0 AONMBIHUTEIHO BioIIaBaHe Ha 6bp0peuHaTa QyHKINA, KAKTO ¥ JOPH M0
octpa 6B0pedHa HeAOCTATHHHOCT. TOBa 06MKHOBEHO € oO6paTuMo. CleA0BaTEIHO TAKHBA
KOMOHHAIIHY CJIe/Ba []a C€ U3TOI3BAT CaMo C MOBHINEHO BHHMAaHHE, 0cOOEHO NpH MalueHTH
B CTapyecKka Bb3pacT. [laniuenTure Tpadea ga ObJaT UHCTPYKTHPAHH Ja MUAT JOCTATHYHO
Te4HOCTH. bpOpeuHara pyHknus TpabBa na ce u3MepBa cjiell HaYaJloTO Ha € JTHOBPEMEHHATA
Tepanug ¥ MepHoOIUYHO CIIe] TOBA.

EnxHospeMeHHOTO npunoxeHue Ha ubynpoder 1 ACE-uHxubuTopn Moxe aa IoBeJe A0
XHIIEPKAIMEMHUA.

Kanuu cvxpansasawju ouypemuyu.
EnnoBpemMeHHaTa ynorpeba MoXe Ja AOBeAe A0 XunepkaiueMmus (IIperopsuBa Ce IPOBEPKa
Ha CEPYMHHSA KaJTHii).

Kanmonpun:
ExcriepuMeHTATHH IpOYIBAHHS NMOKa3BaT, ue Hoynpoden npoTuBoaAeiCcTRa He
KalTONPHJ Ha MOBHILECHA EKCKPELHA HA HATPHIA.




Kopmuxocmepouou.
[ToBHIDEH PHCK OT CTOMAIIHO-IPEBHH 3B WM KhpBeHe (BX. TodKa 4.4).

Anmumpomboyumnu sewecmea (Hanpumep Kionuoozspen u MuKIONUOUH) U ceneKmueHu
unxubumopu na o6pamnomo 3axeauane Ha cepomonuna (CHO3C):

[ToBHIIEH PHCK OT CTOMAIHO-YpeBHO KbpBeHe (BXK. Touka 4.4). HCIIBC ne Tpabsa na ce
KOMOHHMpAT ¢ THKJIONHANH MOPajd PHCK OT JONLIHHTENEH edeKT IPH KHXHOUpaHe Ha
TpOMOOLIMTHATA PYHKIHA.

Memompexcam:

HCIIBC unxubupart TyOyIHaTa ceKpelus Ha METOTPEKCAT H MOTaT Jia Bh3HHKHAT HAKOH
MeTabOJIUTHY B3aUMOIEHCTBHS, KOETO Jia AOBEAE 10 [IOHHXEH KIHPBHC HA METOTPEKCAT.
[Tpunoxenrero Ha ubynpodeH B paMKUTE Ha 24 yaca Npeau WK Cle] MPHIaraHe Ha
METOTpEeKCaT MOXe J1a IoBeJe JO MOBHINCHH KOHIEHTpaluy Ha METOTpEKCaT H YBEIHIaBaHe
Ha HEroBUA TOKCHYEH edekT. Cnenosartento eqnospeMeHHata ynorpeba na HCIIBC u
BHCOKH 03U METOTpEKCAT Tp#OBa aa ce u3bsarsa. CplIo Taka TpaOBa Jia ce B3eMe IIpeIBUA
MOTEHIAATHAS PHCK OT B3aUMOJICHCTRHSA [IPH JIEIeHHe C HACKA 033 METOTPEKCaT, 0Co0eHOo
[PH MALMEHTH ¢ HapyuieHa 60peuna dynkuus. [Ipu komGunupaHo neverune TpsdBa Ja ce

cneau 6L0peuHara dyHKIUA.

Luxnocnopun.:

PucksT oT yBpexnane Ha Ob0penuTe OT NUKIOCIIOPHH C€ YBENIKYIaBa OT €THOBPEMEHHOTO
NPUIOKEHHE Ha HAKOH HECTEPOHAHH IPOTHBOBB3MATMTETHY JIeKapcTBa. To3H edekT He
MOJKE 714 C€ M3KJIIOYH H 3a KOMOHHALIMATA OT IUKIIOCIOPHH H HOYTIpodeH.

Anmuxoazyranmu:
HCIIBC morat fia 3acHisT ed)eKTa Ha aHTHKOAryJIanTH KaTo BappapHH (BX. Touka 4.4).
[Tpu eAHOBpPEMEHHO JIEYCHHE CE TTPENOPHYBA HAOMIOACHHE Ha CHCTOSHHETO Ha Koarynauus.

Cyagponunypeu.

HCIIBC Morar Aa MOBHIDAT XHIOMIHKEMHYHHS edeKT Ha cyadoHumypeurte. [Tpu
eIHOBPEMEHHO JIEUCHHE CE NPENOpbyYBa HaOMOICHHE Ha KpbBHATA ITIOKO034.

Taxpoaumyc:
[ToBuimeH pHCK OT HEQPPOTOKCHYHOCT.

Judoeyoun.
MMa J0KA3aTENICTBO 32 IOBHILIEH PHCK OT XeMaprpo3a H xemaToMH 1py XHB noJoXuTenHu

xeMOGUITHIH, TTOTyJaBalllH €IHOBPEMEHHO JledeHHEe ChC 3UN0BYAMH U uGynpodeH. Moxe
71a MM TIOBHILIEH PHCK OT XEMaTOTOKCHYHOCT TPY €HOBPEMECHHATA YNOTpeba Ha
supoyauH 1 HCIIBC.

[Ipobeneyud u cyipuunupason:
JlekapcTBEHH IPOLYKTH, KOMTO ChABPXKAT NPOOEHEUH ] UK CyIPUHIIHPA3OH, MOraT Ja
3a0aBAT eKCKpeLHuaTa Ha HOynpodgeH. '

Xunononosu anmubuomuyuy.:
Jlasnu nipu %uBoTHH codaT, 9¢ HCTIBC Morar na yBenndaT pHcka OT I'bp .
XHHOJIOHOBHTE aHTHOMOTHHH. [TpH nauneHTH, npuemain HCTIBC n xuHOO%)

CHINECTBYBA IIOBHIIIEH PUCK OT pa3BUTHE HA KOHBYJICHH.




CYP2C9 unxubumopu.

EnsoBpeMeHHOTO rnipunoxeHye Ha noynpoden ¢ CYP2C9 unxubutopu Moxe 1a yBEIHYH
excrio3unuara Ha ubynpoden (cyobcrpar Ha CYP2(C9). B npoy4ysase ¢ BOPHKOHA30JI U
¢nykonazon (CYP2C9 unxnburopu) € gokxazaHa NoBHIIEHA EKCIIO3UINA HA S{+)-
noynpodeH ¢ npubnusurendo 80 o 100%. Tpabsa na ce oOmucau HamansBaHe Ha go3ara
Ha ubynpoden, korato ce npunarar eqHoppeMeHHO MomHU CYP2C9 uuxuburtopu, ocobero
KOraTo BHCOKH HO3H HOynpodeH ce mpuiarat ¢ BOPUKOHA30J WIH QIIYKOHAZ0,

Mugbenpucmon.
Axo HCIIBC ce u3anomssar B paMKUTe Ha 8 — 12 JHW cllel MPRIOKEHUETO Ha
MHU(ENPHCTOH, T€ MOraT Ja HaMaIAT edpekTa Ha MUETPUCTOH.

Aaxoxon

H3non3sanero Ha uOynpodeH npH JMIla ¢ XpOHHYHA KOHCYMaLus Ha ankoxoin (14 — 20
HAIMMTKH/CEMKIA WIH noBeye) TpabBa na ce n3bsarsa mopagy moBUIICHUA PHCK OT
3HaYHTEJTHH HeXKeJTaHH peaKilHK OT CTpaHa Ha CTOMAITHO-4YPEeBHHSA TPAKT, BKIFOYUTEITHO

KbPBEHE.

AMUHO2AUKOZUOU.

HCIIBC morar na 3a6aBaT eTHMHHHPAHETO HA AMHUHOMTHKO3HAM M 1A YBEIMYAT TAXHATA
TOKCHUHOCT. [IpH enHOBpeMeHHO NpUIIOKEHHE ¢ HOynIpodeH ce npenopbyBa CTPUKTHO
Ha0oAEHNE Ha CEpYMHNTE HHBA HA aMHHOTJIHKO3HUTE,

bunkoeu excmpaxmu.
['unko 6mnoba Moxe na yBenuuHd pucka ot kepeeHe ¢ HCIIBC.

4.6 Pepruanrer, OpeMEHHOCT H KbPMEHe

bpemennocm:

UuxubupaneTo Ha CHHTE3a Ha MPOCTATNIAHAMHH MOXKE /1 TOBJIHAE HEOIArONMPUATHO BHPXY
OpeMEHHOCTTa W/HWJIM Pa3BHTUETO Ha 3apojuiua. JJaHHH OT SNMHICMHOJIOTHYHH POy YBaHUA
MMOKa3BaT MOBHIOEH PUCK OT CIIOHTaHEH abopT, ChpAcYHN MaIPOpMaIlHH U TACTPOCXH3HUC
cJied H3NOJI3BaHe HAa HHXHOMTOpP Ha CHHTE3a HAa MIPOCTArJIaHAMHHN B paHHa OpEeMEHHOCT.
AGCOMIOTHHAT PHCK 3a ChPACYHOCHAOBH MaIGOpMAalHH € YBEIHYEH OT NO-Mako oT 1% 1o
npubarsuTenHo 1,5%. CMaTa ce, 9¢ pUCKEBT ce yBeaudana ¢ 103aTa U MPOABIKHTEIHOCTTa
Ha JIEYECHHE.

[Ipu XHBOTHH € XOKA3aHO, Ue MPHIOXKEHHETO HA MHXUOUTOP HA CHHTE3a Ha
NPOCTArJIAHAMHH BOJAH 0 MIOBHIIECHA 3ary0a [pead U clie KMIUTAaHTHpAHE U 10
eMOpHodeTaTHa CMbPTHOCT. B 1oNbIHEHHE, NPU XKHBOTHH HMa ChOOIIEHNA 3a [TOBHLICHA
4eCTOTA HA Pa3THIHA MalpopMallHy, BKITIOYHTETHO ChPACYHOCHI0BH, IIPH IIpUIaraHe Ha
HHXUOMTOP Ha CHHTE3a Ha NPOCTArJaHAMHHU 0 BPEME Ha opraHoresesara (Touka 5.3).

Or 20-ara ceqMuna ot OpeMeHHOCTTa HAaTaTBLK ynorpebara Ha nOynpodex Moxke Ia
IIPHYHMHH OJTMIOXHPAMHHOH, JBJDKAILl CE€ Ha HapylIeHHe HA 6n0peunaTa QyHKI
deryca. ToBa MoKe Ja ce IOABU CKOPO CJIS 3all0YBAHE Ha JIEYESHUETO U OOUKH
o6paTHMO NIpH NpeKpaTsaBadHeTo My. OcBeH ToBa HMa CHOOLIEHHUS 32 CBHBAHE H
arteriosus cney JeYeHHe Mpe3 BTOPUS TPUMECTHP, KOETO B MOBEUYETO CIY4YaH C
BB3CTAHOBABA CJIe] CIHpaHe Ha JICUCHHETO. 3aToBa IO BpEME Ha IbPBUA H BTOP

10 ...___/"




TPAMECTBP Ha OpeMeHHOCTTa HOynpodieH He TpabBa /ia ce JaBa, OCBEH aKo HE €
HAIOKHUTETHO. AkO HOYTIpodeH ce H3IIOM3Ba OT KEHa, KOATO Ce ONMMTBA Ja 3aucHe, WK 110
BPEME Ha MBPBHSA U BTOPHA TPUMECTBP OT OPEMEHHOCTTA, A03aTa TpadBa Ja ce NoAIbpXa
TOJIKOBA HHCKA, KOJIKOTO € Bb3MOXHO, H NPOALDKUTEIHOCTTA HA JICYEHHETO J]a € Bb3MOXKHO
Hali-KkpaTka. Berpekn 1e nbynpodeH 3a HHTpaBEeHO3HO MPHIOKEHUE € ITOAXOAAI CaMO 33
JICYCHHE B MPOAB/DKECHHE HA 10 3 AHH, Clled eKCMO3HIUA Ha nOynpodeH B MpOABIKCHHUE HA
HAKOKO AHU oT 20-ata rectaijoHHA ceaMuULIa HATATBK TpAOBa Ja ce 0OMHCIH aHTEHATAIHO
MpoclieIABaHE 3a OJIMXOAPaMHHOH U CBHBaHe Ha ductus arteriosus. Ynorpebara Ha
nbynpodeH TpaOBa Aa ce NpeKpaTH, ako ¢ YCTAHOBH OIMIOXHIPAMHHAOH MJIH CBUBAHE Ha
ductus arteriosus.

[To BpeMe Ha TPeTHS TPUMECTHP Ha OPEMEHHOCTTA BCHUKY HHXHOUTOPY Ha CHHTE3a Ha
OpOCTarjaHHHHK:
- MOTarT Jia U3JI0KaT IUI0J1a Ha:
o ChPACYHOCHI0BA TOKCHIHOCT (IpeXIEBPEMEHHO CBUBaHEe/3aTBApAHE HA duCIus
arteriosus u 6enoIpoOHa XHUIIEPTOHHUS);

. O0B0peyHa aucyHKLUMA (BXK. [10-TOpE).

- MOrar Aa H3JI0XaT MaiKaTa H HOBOPOJACHOTO B Kpad Ha OpeMEHHOCTTA Ha:
. CBEHTYANHO yAbIKAaBaHE Ha BpEMETO Ha KbPBCHE, aHTHArperupain €(exT, KOAUTO
MO3Ke J1a BE3HHMKHE JIOPH NPH MHOTO HUCKH JO3Y;
e  HWHXHOMpaHE HA MATOYHUTE KOHTPAKIIMH, KOETO BOJH J0 3a0aBEHO HIIH
MPOABIKHTETHO PaXKAaHE.

Cnenorarenno ynorpebara Ha ubymnpodeH e mpoTHBONOKA3aHA Mpe3 TpeTUS TPUMECTED Ha
bpemennocrTa (BX. Touka 4.3).

Kvpmene

H6ynpoden u HeroBuTe METabOJHTH MOXKeE J]a NPEMHHABAT B HUCKH KOHIIEHTPALHH B
KbpMarta. Jlo MOMEHTa HiMa H3BeCTHU BpeaHH edeKTH BbpXy Oebera, Taka Je 3a
KPaTKOoCpO9HO JICICHHUEC C TTO-HHACKHA JO3H MPCKBCBAHC HA KBPMCHETO KATO IISJTO HE oun onno
HeoOxoaumo. Bee nak e npenopbuUuTENHO KBPMEHETO J1a CE NIPEKBCHE NPH H3II0JI3BaHE Ha
no-BUCOKHU 1034 0T 1200 mg nHEBHO nopagy Bh3MOXKHOCTTA 3a HOTHCKAHE HA
[IpOCTArJIaHANHOBHSA CHHTE3 TIPH HOBOPOIEHOTO.

Depmunumem:

Mma HIKOM OKa3aTesICTBA, 9e JIEKapCTBa, KOUTO ITOTHCKAT
LIMKJIOOKCHT€HA3aTa/IPOCTArIAHAMHOBHSA CHHTE3, MOT'aT Ja MIPHYMHAT YBPEXKIaHE Ha
XKCHCKHA PEePTHIMTET Ype3 BB3CHCTBUE BbPXY OByJauuaTa. Tosa € obparumo npu
npeKpaTABaHe Ha JIEYEHHETO.

4.7 EdexkTn Bbpxy cnocofHocTTa 32 modupade u pabora ¢ MAIIAHA

ITpu enqHOKpaTHA KM KpaTKOCpouHa yroTpeba HoynpodeH He nosyiHaBa WIH MOBIHUABA




4.8 Hexenann neKapcTBeHH peaKknuy
CrieaHMTe YECTOTH CE B3EMAT KATO OCHOBA NPH OLICHABAaHE HA HEXEIAHUTE PeaKIHH:

Mmuoro gectu: > 1/10

Yecetn: 21/100 no < 1/10

Hewectn: >1/1 000 no < 1/100

Pemxu: >1/10 000 mo < 1/1 000

MtHoro peaku: <1/10 000

C HeH3BECTHA YECTOTA: OT HAMHYHHUTE JAHHU HE MOXe Ja 6bJe HanpaBeHa OLleHKa

Haif-gecTo HabmonaBaHHTE HeXXeJIaHH PeaklHH Ca OT CTOMAIIHO-YPEBEH XapakTep. Moxe
Aa Bh3HHKHAT NENTHYHH A3BH, CTOMAIHO-YPEBHO NEpGOopaliis HITH KbPBEHE, MOHAKOra
atanzo, ocobeHo B cTapyecka B3pacT (BX. Touka 4.4). Crnen npuioxeHHe ca NOKIAABAHH
rajcHe, NMOBPBINARE, JHAPHA, (IaTyJIeHIN, 3ameK, JUCMEICHs, KopeMHa 60JIKa, MeleHa,
XeMaTeMesa, yIUEPO3eH CTOMATHT, 000CTpsHe Ha KOMUT H OonecT Ha KpoH (BX. Touka 4.4).
[lo-paaxo ce nabmozaasa racrpur. [To-cieManHo, pUCKBT OT HACTHIBAHE HAa CTOMAIIHO-
IPEBHO KBPBEHE 3aBHCH OT AMANa30Ha Ha A03aTa U IIPOALDKHTENIHOCTTa Ha YNOTpeOa.

PeakiMi Ha TEXKKa CBPLXYYBCTBHTENHOCT (BIUTIOYMTEHO PEAKIMH Ha MACTOTO Ha HH(Y3HA,
aHa(UIIAKTHYEH IOK) H PAAKO ce ChOOINaBa 3a CEPHO3HH KOXHH HEXEIAaHH PEaKIHH KaTo
OyJIO3HH peaKIHH, BKIIOYBALIM CHHAPOM Ha CTHBBHC-JKOHCHH M TOKCHYHA EMHAEPMAITHA
HeKpoJin3a (CHHApoM Ha Jlaiisn), epuTeMa MynTHOPME H anolenus ca Wi choOIaBaHH
MHOTO PSIKO.

Onucano ¢ 000CTpsHE HA BB3NATCHHS, CBBP3aHH ¢ HH(EKIHM (HaOp. pa3BHTHE Ha
HEKPOTHY€H BacKyJMT), ¢bBnanauo ¢ ynorpedara Ha HCIIBC. Topa BeposSITHO € CBBP3aHO ¢
MEXaHH3Ma Ha IeHCTBHE Ha HECTEPOMIAHHUTE MPOTHBOBE3NAIHTEHH CPEACTBA.

DOTOYYBCTBUTENHOCT, AIEPrHYCH BACKYJIHT H, B H3KMIOUNTEIHH CIIydau, MOTaT Ja
BB3HUKHAT TEXKH KOXHH HH(EKIIMH B YCIIOKHEHHUS Ha MEKHTE ThKAHH 110 BpeME Ha
HH(eKLUs ¢ Bapuliena (BX. Touka 4.4).

B®s Bpb3ka ¢ nedenne ¢ HCIIBC ca crobmenu oTonn, XMMEpTORYS H CHpAETHA
HEI0CTATBYHOCT.,

K/THHHYIHY TpOyYBaHHUA ITOKA3BaT, 9e H3NONI3BaHeTo Ha HOYnpodeH, ocobeHo NMpH BHCOKA
no3a (2400 mg/neH), MoXe Jla ce CBBP3Ba C JIEKO MOBHIIEH PUCK OT apTEPHATTHH
TPOMOOTHYHH CHOMTHA (Hanp. HHGbAPKT Ha MHOKApAa KM HHCYIT) (BX. Touka 4.4).

Hudexkuun u MHoro penku Omnucano e o6ocTpsHe Ha BE3NAICHAUA, CRBP3aHH C
uHpecTaUH HH(peKuHuH (Hanp. pa3BUTHE HA HEKPOTHYEH
BaCKyJIMT), cbBnajamo ¢ ynorpedara Ha HCIIBC.
ToBa BepoATHO € CBLP3aHO ¢ MEXaHU3Ma Ha

CpPEACTRA.
HapyleHus Ha Muoro peaku CMylneHHs B XxeMonoe3aTta (aHeM
KpBbBTa U NTHM{HATA arpaHyJIOUHTO3a, JJEBKOMEHHA,

CHCTEMA MaHIMTONCHUA, ). IIbpBHTE CHMITTA




TEMIIEPATYpa, BB3NAJIEHO I'bpJIO, MTOBbPXHOCTHH
paHH Mo ycTara, rpunonooOHH OMlakBaHUA, CHIHA
YMOpa, KPBBOTEUEHHE OT HOCA H KBPBEHE T10
KOXKATa.

Hapyuienus na
UMYHHATa CHCTEMA

Heuectn

Peakuuu Ha CBpbXYYBCTBHUTEJIHOCT C KOXKHH OOpHBH
H ChpOexX, KaKTO H aCTMATHYHH IPUCTBITH
(eBEHTYaJIHO C NMaJlAHE Ha KPHBHOTO HAJIAraHe)

MHoro pexxu

CucteMeH JIyIyc €pUTEMATO3YC, pEaKkIUy Ha TEXKa
CBPBXYYBCTBUTEIHOCT, OTOK Ha JIMLIETO, MOAYBaHe
Ha e3HMKa, [MO{yBaHe Ha BbTPEIIHHA JapHHKC CBC
CBHBaHE Ha AMXaTeJIHUTE ITbTHINA, 3aTPYAHEHO
JHILIAHE, MAJIIHTALMU, XHIIOTOHHS H
KMBOTO3acTpallasalll UIoK).

Ilcuxnunu
HapyILICHUA

HeuecTH

TpeoxHOCT, 6€3MOKONHCTBO

Peaxn

IMcuxoTHYHY peaku Uy, HEPBHOCT,
pa3JpasHUTENHOCT, 0OBPKBaHE WK NE30PHEHTALIHA
H JenpecHs

HapymieHus Ha
HEpBHATa CUCTEMA

Mauoro yectn

YMopa nmi 6e3chHEe, IJ1aBO00IHE, CBETOBBPTEX

HeuecTu

be3crHHe, Bb36Yaa, pa3ApasHHUTEIHOCT HIIH YMODA

MHoro peaku

AcenTHyeH MCHUHTHT (CXBaHAT BpaT, ri1asobolHe,
rajieHe, MOBPBbLIAHE, BHCOKA TEMIIEpaTypa WM
o0bpKBaHE).

[TauuerTH ¢ asTouMyHHH 3abongsanus (CJIE,
CMeCEeHO 3a00aBaHe Ha CheIMHHTETHATA ThKaH)
H3r7eX1a ca NpeApa3noNoXeHH.

HapyLUEHHS

Hapyuenns Ha Hedectu 3puTeIHHd HapyLIECHHSA
OUMTE
Penxu OOparHMa TOKCHYHA aMOIHONHUA
Hapymenus Ha Yectn CBeTOBEpPTEK
| YXOTO H JIAOWpHHTA
HeuecTu TvrUTyC
Penxu CIIyXOBH HapyIOCHHS
Cvpaeusu MHoro peaxu CupuebueHe, chpieiHa HEAOCTATHYHOCT, HHGAPKT
HapYIIECHHSA Ha MHOKapAa
C "HeHn3BecTHa Cunapom Ha Kounis
9eCTOTa
CbaoBU Msuoro peaxu ApTepuanHa XUIEPTOHNA
HapyIEHHS
C HensBecTHA KpbBousnus (BX. chLIO TOYKA 4.4), ¢ H3KTIOUYEHHE
HECTOTA Ha KPBBOH3JIMB, CBbP3aH ChC CTOMAINHO-YPCBHASA
TpPaKT, KoiTo Beye € Knacupuuupadn COK
“CTOMAIIHO-YPEBHH HapYyIIEHHA ", BU3Iere UT-TORY
PecnupaTtopHu, MHoro peaku AcTMa, OpoHXOCNa3bM, JUCITHES AONTDBe
IpPbAHY U
MeJIHACTHHATHU




CToMaImHO-UpPEBHHA
HapyICHHS

MHuoro gecTH

ITupo3a, xopeMHa Oonka, raicHe, TOBPBINAHE,
¢bnaryneHuus, 1Mapus, 3aneK 1 ¢jiabu cToMallHoO-
YpeBHU 3aryOH Ha KpbB, KOUTO MOrart jJa
NpeIN3BHKAT aHEeMHS B M3KIIOUHTEIIHH CIIyYaH

YecTHn

CTOMAaIHO-YPEBHH A3BHU, IOTEHUHAIHO C KbPBEHE H
nepdopanus. Ymepo3eH CTOMaTHT, 000CTpAHE Ha
KoJHuT H Oonect Ha KpoH

HeuecTH

I'acTpyt

Penkn

E3soareanta creHo3a, o00CTpsAHE Ha AUBEPTHKYJIUT,
HecnenupuIeH XeMOparudeH KOJIHT.

AKO C€ NOSABH CTOMALIHO-YPEBHO KBPBCHE, TOBA
MOXe J1a JOBEJIC 10 AHEMHUS U XEMaTeMesa

MHoro penxu

Esodarur, naHkpeaTut, obpasyBaHe Ha
MHTECTHHAIHH, NoJ00HH Ha auadparMa, CTpYKTypH

XenaroOUIHApHH
HapYIICHHS

Peaxu

XKreiarenuna, yepHoapoOHa auchyHKIUS,
depHOIPOoOHO YBpeXKAaHE, OCTBD XENATUT

HeussecTtHa

YepHoapobHa HeAOCTATHYHOCT

HapyuieHus Ha
KOXara U
IIOAKOXHATA ThKaH

YecTH

KoxeH oOpub

Hewectn

Ypruxapus, OpypuTyc, myprypa (BKIIOYHUTEIHO
allepriuvHa nypnypa), koxeH oOpuB

Penku

Texku KoxHu Hexenanu peakuuu (SCAR)
(BKITIOYHTENTHO epUTEMa MYJITHGOpME,
ekcOoIHATHBEH ACPMATUT, CHHAPOM Ha Stevens-
Johnson K TOKCHYHA eNMHEpPMAaJIHA HEKPOIH3a),
AJTOTICIIHA.

Peakuuu Ha POTOUYBCTBUTEITHOCT ¥ aJIEPrHYEH
BaCKYJIMT. B H3KIOUMTE/IHHU CIy4au, TEKKH KOXKHHU
HHGEKIHH K YCIOXHEHUS HA MEKMTE THKaHH NPH
HH(QpEKLHA ¢ Bapuuena (BX. cbLIo ,,MHbeKunHn 1
HHecTauMu ™).

HeussectHa

JIexapcTBeHa peakuus ¢ €O3HHOPHUIHA U CHCTEMHH
cumnTomy (DRESS cunapom), Octpa
reHepaTH3InpaHa eK3aHTEMAaTo3Ha MyCTy103a
(AGEP)

Hapyiuenus Ha
MYCKYJIHO-
CKeJIeTHaTa
CHCTEMA H
ChCAUHMTEIIHATA
THhKaH

Penxu

CxBaHaT BpaT

Hapyumenus Ha
On0OpenyTe U
MUKOYHHTE MTBTHINA

HeuecTH

HamaneHo oTaensHe Ha ypuHa H 00pa3yBaHe Ha
eneMH, 0COOEHO NP NAUMEHTH C ApTEPHAIEE
XHIIEPTOHUA UITH OROpedHa HEAOCTAPARRRUY]
He(pOTHYEH CHHAPOM, HHTEPCTH / Y
KOHTO MOXe 1a ObJie npuapyxe Y v
HEAOCTATHIHOCT. 3

Peaxmn

YBpexzane Ha OpOpeyHaTa THKAR
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HEKPO3a), MOBHIIEHA CEpyMHa KOHIEHTPA|s Ha
MUKOYHA KHCEJTHHA B KPBBTA

O6mu Hapymenus | Yectn bonka u ycemare 3a mapeHe Ha MACTOTO Ha
H eekTH Ha IIPHIIOXKEHHE
MSACTOTO HA
| IPHJIOXKEHHE
HeuspectHa Peaknny Ha MacTOTO Ha HH)KCKTHpaHE KaTo OTOK,

X€MaTOM WJIH KbPBEHE.

CrobL1aBaneTo Ha NO03UpPAHU HEXeENaHH PCaKUHH Ciell paspellaBaHe 3a ynorpeba Ha
JICKapCTBECHUA MPOAYKT € BaxKHO. ToBa MO3BONABA Jia IPOXBIDKA HAGTIONEHHETO Ha
CHOTHOLICHHETO MOJI3a/PHCK 32 JIEKAPCTBEHUS NPORYKT. OT MeHLHHCKHTE CIECLHAIIUCTH Ce
H3UCKBA J1a Cb0OOWIABAT BCAKA OJO3HPAHA HEXeEIAHa peaxkuus upe3 M3nbnHuTeIHA areHmus
IO JIEKApCTBATA:

yn. Jamsu [pyer” No 8
1303 Copus
Tem: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpexosupane

Cumnmomu

Karto cumnroMu Ha ITPEI03HpaHe MOraT Aa Bb3HHKHAT CMYILEHHS Ha LEHTpATHATA HEPBHA
CHCTEMa, BKIIOYBALIM I'aBo6onue, 06bpKBane, HHUCTArbM, LIYM B YIIHTE, CBETOBLPTEK,
3amMaiiBaHe, 6e3ch3HaHKe, KOHBYJICHH (TJ1aBHO IIpH JeNa) U aTakCHs, KaKTO M KOpeMHa
Oouika, rafese u nospbuane. B nomsimenye e BB3MOXHO CTOMAIIHO-YPEBHO KhPBEHE,
KaKTO U QYHKIHOHATIHK CMYILEHHS Ha “€pHHA Apob U 6x6pemuTe. OcBEH TOBA MOXeE 13
MMa XHIIOTOHHA, XHTIEPKAJIEMHA, XUIIOTEPMHA, IHXATeTHA JETPECHA ¥ IIHAHO034.

Ipoasmxurentara ynorpe6a Ha Mo-BUCOKH OT MPEIIOPHYBAHUTE A03H MJIH [IPEIO3UPAHETO
MOXe Nla foBezie a0 OxOpedHa TyOyiHa anHm03a ¥ XMIOKATHEMHSL.
[Ipu ceprosno oTpassHe MOXe 1a HACTHOH MeTabONHTHA alH03a.

Jleyenue

JleueHHeTo e CHMOTOMATHYHO M HIMa crieuupHYHa NPOTHBOOTPOBA.

TepanieBTHYHHTE BE3IMOXHOCTH 32 JICHCHHC HA HHTOKCHKALUA Ca IIPOAUKTYBAHH OT
CTCTIEHTA, HHBOTO H KIIMHAYHUTE CHMITTOMH CTopex o0muTe peaHHMaHONHHU MpPaKTHKH.

5, DAPMAKOJIOI'MYHHU CBOUCTBA

5.1 @apmakoauHAMMYHE cBolHCTEA

DapMakoTepaneBTHYHA rpyma; IIpomusoevsnanumenrnu u anmupeemamuyny npooyxmu,

Hecmepouou. [lepusamu na nponuonosama xuceiuna.
ATC xon: M0OIAE(G!]

o

Noynpoden e HecTepouHO MPOTHBORLAMATHTENHO CPEICTBO, KOCTO TP _ ‘
MOZCTH Ha BB3NANCHHE NP EKCIIEPUMEHT BEPXY XHBOTHH € JOKa32HO KaWo2d FNRIO I




BCPOATHO 4Ype3 HHXUOHMpaHe Ha NPOCTArIaHIHHOBHS CHHTES. IIpu xopa uGynpogen uma
AHTHIHPETHYCH e(EKT, HaMaJIgBa CBLP3AHUTE C BH3NATEHHETO 607K | nmoayBane. OcBeH
TOBa HOYIIPOQEH peBePCHBHO HHXUOHpa HHAYUHpaHa ot AJID u Konaren TpOMOOLHTHa

arperauus.

ExCriepUMEHTANHA JaHHH NTOKA3BAT, Y¢ KOTATo ce AO3HpAT €THOBPEMEHHO, HOYTIpodeH
KOHKYPEHTHO MOXe ia HHX1MbHpa edexTa Ha HUCKATa 032 AlETHICATHILIORA KHCEJIHHA
BEPXY TpOMOOLMTHATA arperatusd. Haxon $hapMakoIMHaAMWYHH MPOYYBaHHS IIOKa3BarT, Je
[IpH ENHHUYHK 1034 HOynpoden 400 mg, B3eTH B pamkuTe Ha 8 yaca npeau unu go 30
MHHYTH CIIE] HE3a0aBHO 0CBOGOXK 1aBaHe HA 1032 aLCTHICATHLIMIOBA KHceaHHa (81 mg), e
HaCTbIH/I HAMalleH e(eKT Ha alleTHICATHLMIOBATA KHCETHHA BEPXY 0Opa3yBaHETO Ha
TPOMOOKCaH MM TPOMGOLMTHATA arperaus. Bhnpeku ye HMa HEICHOTH 110 OTHOLIEHHE Ha
CKCTPalOJIAllATa HA TE3H JAHHHM KbM KIHHAYHATA CHTYAIHMS, He MOXe Jla ce U3KITI0YH
BB3IMOXCHOCTTA PEAOBHATA, ABITOCPOYHA yrIoTpeba Ha HOynpodeH 1a Hamau
KapIONpPOTEKTOPHHUA €eKT Ha HUCKATA 1032 alleTHIICATHIIOBA KHCelnHa. Hukakns
KIHHHYHO 3HAYHM e(EKT HE ce CYHTA 3a BEPOSTEH IIpY HEPENOBHA ynoTpeba Ha uOynpoden
(BXK. TOuKa 4.5),

5.2 ®apMaKoKHHETHYHH CBOHCTBA

Abcopbrus

Hoynpoden b. Bpayn ce npunara WHTPaBEHO3HO, CIICIOBATEITHO HAMA TIponec Ha
abcopOuua ¥ OGHOHATHYHOCTTA Ha HOynpoden e 100%.

Clien MHTpaBeHO3HO NPHIOKEHHE Ha rOynpodeH npu xopa, MaKCHMATHATA KOHIIEHTpAIHA
(Cmax) Ha S-enantHoMepa (aKTHBeH) U R-enantnomMepa ce nocrura 3a oxosno 40 MHHYTH
ITPH CKOPOCT Ha HHPY3HA OT 30 MUHYTH.

Pasnpenenenue

M3uucnenuar obem Ha pasnpenenense e 0.11 1o 0.21 l/kg.
HObynpoden ce cBbp3Ba EKCTEHIMBHO C MIAIMEHHTE NPOTEHHH, OCHOBHO aJIGYMHH.

buotpanchopmars

N6ynpoden ce metabonmsupa B 7€PHHA Jpob B B HEaKTHBHM MeTabOTHTA, KATO Te 33eNHO
C HeMeTaboU3upaHua HOYpodeH ce OTAEHIT OT OBOpeLHTE HITH KAaTO TAKUBA, MIIH KATO
KOHIOTaTH.

Cnen nepopanyo npunoxeune ubynpoden e peve yacTHYHO abcopOupan B cToMaxa u ciien
TOB2 HAITHJIHO B THHKMTE Yepea. Crexl uepHOAPo6Ha MeTabonm3anus (XuApOKCHIHpaHe,
KapOoKcHITpane) GapMaKoIOTHIHO HEaKTHRHHUTE METa0ONHTH Ce OTCTPaHSBAT HAIBJTHO,
rMaBHO 4Ype3 0rOpermTe (90%), HO CHILO H ¢ KITHUKATA.

EnuMuaupane

JluHeliHOCT/HENUHEHHOCT




Nbynpogern mokassa smHeHoCT B mtomTa TOZ KpHBaTa Ha MIa3MeHa KOHLEHTPaHA-BpeMe
CIIE/l €AHOKPATHO MPHNIOXEHHE Ha HOynpoden (B mnanasoH ot 200 - 800 mg).

Bpb3ka(n) dbapmakoxnBeTHKa-bapMakoTHHAMIKA

Hanuue e kopenanus MCAKAY IIa3MEHHuTe HUBa Ha HGynpoden, hapMakonMHAMHYHYTE My
CBOHCTBA H 0OImHs podhiut Ha Ge30macHoCT. DapMakoKMHeTHKATa Ha HOymnpodeH e
CTCPEOCENECKTUBHA CIIE/l HHTPABEHO3HO U NEPOPATHO NMPHITOKEHHE.

Mexanu3MbT Ha neiicteue H (papmakonorusara na UHTPAaBCHO3HO NPHIIOKeH HOynpodeH He
CC pa3inaBaT OT MEXaHH3Ma Ha IIepOpaTHO IPHAOKEH HOympodeH.

bvbpeuro yepexucoane

3a nauMeHTH ¢ neko 656peyno YBPEXKIaHe ca ChOOLUECHH yBeIHYaBane Ha HECBBp3aHus (S)-
ubynpogen, no-sucoxu AUC croiinocTy 32 (S)-u6ynpoden u yrenuyapane na
CHAHTHOMEPHIHHUTE CHOTHOmeHus AUC (S/R) B cpaBHEHHE Che 3paBH KOHTPOJTH.

Ilpu nanmenTy ¢ xpaen craauit ya 0B6peuno 3abomnsaBane, HOTy4aBalliy qHaNTU3a, CpeiHaTa
CBODOHA (paxius Ha HOynpoden e okono 3% B CPaBHEHHE ¢ 0K0J10 1% npw 31pasw
Robposonuu. Texko yBpexnane Ha OBOpeunata hynkuus Moxe ma JOBENE OO
dKyMyJIHpaHe Ha MeTabonuTH Ha ubynpoden. 3nauennero ua TO3H €(EKT € HEU3BECTHO.
MerabonuTtate MoraT a2 6B1aT OTCTPaHCHH ¢ XEMOIHAITH3a (BK. TOUKH 4.3 | 4.4).

HYeproopobro yepexcoane

[Tpy manmenTH ¢ muposa c YMEPEHO 9€pHOAPOOHO yBpexkaane (6 — 10 no Child Pugh),
JICKYBaHH C paueMHieH uOynpogeH, ce Habmonara CPEIHO 2-KpaTHO YABIKABAHE HA
HOTy>XMBOTa B €HAHTHOMEPHYHOTO chOTHOWEHHE AUC (S/R) € 3HauMTENHO MO-HMCKO B
CPaBHEHHE CBC 3ApaBH KOHTPOJH, NPEATIONATAIIO YBpEXIaHe HA METabOIMTHATA MHBEPCHA
Ha (R)-u6ynpoden 3a akTuBHux (S)-enanTHOMED (BX. TOUKH 4.3 1 4.4).

5.3 IpeaknuAuYnm xanHU 3a Oezonmacrocr

Ilomoctpara u xponnyna TokcHuHOCT Ha HOynpodeH B npoyupanus IIDH >XHBOTHH Ce
H34BABA INIABHO NOA (OpMAaTa HA JIE3HH U S3BH B CTOMAITHO-IPEBHHUSA TPAKT. [n vitro u in
Vivo IPOYYBAHHS HE JABAT KIHHUYHO IHAUMMHM AOKA3aTeIICTBA 3a MyTATCHHHS [IOTEHLHA]]
Ha uOynpodeH. B npoyusauus TIPH ILTEXO0BE U MHIIIKH HE Ca2 HAMEPEHHU [I0KA3aTe/ICTRA 3
KaHICPOreHHHN eekTH Ha ubympoder.

AKTHBHOTO BELIECTBO HOynpodeH nokaspa ekonoruyen PHCK 32 BOJTHATA Ccpejfs
pubm.

6. @®OAPMAIEBTHYHM JAHHH
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6.1 Coucnk RHa OOMOIHHTE BEHIECTBA

L-aprunun

Hartpues XJIOpU

XIOPOBOIOPOIHA KHCETHHA (3a xopekums Ha pH)
Harpues xuapokcuz (3a KOpeKIHs Ha pH)

Bozaa 3a urkexiuu

6.2 HecnBMecTuMoOCTH

Ilopann munca ua npoyuranus 3a HECBBMECTHMOCT, TO3M JIEKAPCTBEH IPOAYKT He TpabBa 1a
€€ CMCCBA C APYTH NEKapCTBEHH MIPOLYKTH.
6.3 Cpok na roanocr

36 Mecera.

Ot MuKpOGHOsIOrHYHA rieTHA TOYKa, IPONYKTET TpAOBA Ha CE U3MOM3BA BeAHATA Cle
OTBapsHE.

6.4 Cnennajgnm ycaosus na ChbXpaHenAne
To3u nexapersen npoxyxT ne w3nckea CHCLIMANIHA yCIIOBHS 3a ChbXpPaHEHHe.

3a YyCIIOBHATA Ha CBhXPaHEHHE CIIe] MBPBOTO OTBapsiHE HA NEKapCTBEHHUSA POAYKT BHKTE
TOUKa 6.3.

6.5 Buawm ceanpxanme Ha ONAKOBKATA

IIspBuunara onakoska e .LDPE OyTHnxa ot 100 ml ¢ aBoiina kanauxa g ONAaKOBKH OT 10
OyTumxa 1 20 6yTinke ot 100 ml.

He Bcuuxu BugoBe onakosku Morat na ObaT MycHAaTH B Ipoaax6a.

6.6 Crneunaanmn nliennamn MCPKN IIpH H3XBBLPJIsHE K paboTa

€€ rapaHTHpa, ye e 6HCThp U Ge3useten 10 Gnenoxsar. To He TpsaOBa Aa ce H3N0I3Ba, aKo
ce HAOMOMAaBAaT HAKAKBH YaCTHIIH.

H3XBBPIAT B CHOTBETCTBHE C MECTHHUTE H3HCKBAHHA.
7. IIPMTEXATEJ HA PAPELIEHUETO 3A YHOTPEEA

B. Braun Melsungen AG
Carl-Braun-Strafie 1
34212 Melsungen
['epmanusg
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8. HOMEP(A) HA PA3SPEIIIEHHUETO 3A YIIOTPEBA
Per.Ne 20170231

9. JATA HA IBPBO PAIPEIIABAHEMOAHOBSBAHE HA
PASPEIIEHUETO 3A YIIOTPEEA
17.07.2017

10. JATA HA AKTYAJU3IHPAHE HA TEKCTA

O 2024
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