KPATKA XAPAKTEPUCTHUKA HA IIPOJAYKTA

| NZMLITHNTENHA ATEHLIAS N0 NEKAPCTRATA |

Hypoden 3a KOnowm SAroaa 200 mg/5 ml nepopanta CyCHJI:BHH R SN it ;
Nurofen Junior Strawberry 200 mg/5 ml oral suspension | Kuwm Paz. 1o / 24N / 5 _________ j
2 KAYECTBEH M KOIMYECTBEHCBCTAB | L9~ ZS 0 6 -06- 2025 |

B 1 ml cycnensus ce coabpkar 40 mg ubynpoden (ihupraj&h}’ OPOHUE N .....oovcviviissisiinssscd evrarirnssesserans,

[ToMOLIHHU BELLIECTBA C U3BECTHO JIEUCTBHE:
Teuen mantuTon 2226 mg 3a 5 ml,

Harpwii 9,18 mg (0,40 mmol) 3a 5 ml
[Tpormunenriukon (E 1520): 16,45 mg 3a 5 ml

3a MbJIHKWS CMTMCHK Ha MOMOILIHUTE BELIIECTBA, BHXKTE TOYKa 6.1.

3 JIEKAPCTBEHA ©®OPMA

[ lepopanHa cycrieH3us.

[TouTH OsJ1a BUCKO3HA CYCIIEH3HA, C BKYC Ha Aroja.

4 KJIAHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

3a KPaTKOCPOYHO CMMITOMATHYHO JIEUEHHE Ha JieKa 10 ymepeHa OoJka.
3a KpaTKOCPOYHO CHMIITOMAaTHYHO JICYCHHE HA BUCOKA TeMIIeparypa.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

J103MpoBKa
[Tpu Gonka u Temnepatypa: JlHeBHara no3a Ha Hypoden 3a IOnomu Srona e 20-30 mg/kg renecHo
TErno, pasnpeae/ieHa Ha OTASHH 1034. ToBa ce nocTUra ¢ nNoMoIITa Ha 103HpallloTO YCTPOHCTBO M0

CJHE€AHHUA HAYHUH.

rTerno Ha J1eTeTo (Bb3PacT) KosimuecTBO U HAYUH Ha MPUITOKEHHUE Yecrora 3a 24 yaca l

20-29 kg (6-9 rogunan) | x 200 mg/5 ml (eaHokpaTHO 3 NbTH
MPUJIOKEHHUE 10 CbOTBETHATA
MapKUpPOBKA Ha MEpPUTE/IHATA
. . JIBXKHUYKA) . l
30-40 kg (10 -12 roaunm) | x 300 mg/7,5 ml (aBykpaTHO 3 NbTH
NPUJIOXKEHHUE HAa MEpUTEJIHATA
JIbXHUYKa (10 MapkupoBkara 3a S ml u

B | 2,5 ml)) _ .

OTaeHUTE 103M ce npuiaraT NpubIM3MTEHO Ha BCekH 6 110 8 yaca.

He ce npenopbuBa 3a aeua noj 6 roauuiHa Bb3pact wiu ¢ terio noa 20 kg.

Camo 3a kpaTkoTpaiHa ynorpeoa.
AKO CUMIITOMMTE C€ BJIOLIABAT TPAOBA J1a C€ NMOMCKA CHBET OT JIEKap.




AKO TO3M JIEKAPCTBEH NMPOAYKT C€ NMPENOpPBUBA 33 NTOBEYE OT 3 THH WIH aKO CHMITTOMHUTE C€ BJIOLUAT,
TpAOBa Aa ce KOHCYJITHpATE C JIeKap.

Hesxesiauume peakuHH Morar aa 6baaT ceeieHH A0 MHHHMYM 4pes ynotpeda Ha Hai-HHcKara
edEKTHBHA 1032 3a Bb3MOXKHO HAH-KPaTKO BpeMe, HeOOXOAMMO 332 OBNAISBAHE HA CUMITTOMHTE { BHXK
T.4.4).

Crnenuajiiy rpyns nanHeHTH

brOpeuHa HeloCTaThYHOCT (B T.5.2):

He e HeoOX0IUMO MTOHIDKABAHE HA 103aTa NPH JIEKO 10 YMEPEHO HapyuleHHe Ha 6pOpeunara GyHKUHS
(3a nauHeHTH ¢ TexKKa 6p0petiHa HeAOCTaTPYHOCT BX T. 4.3).

YepuoapobHa HEAOCTATHHHOCT (BXK T.3.2):
He e HeoOX01MMO MOHHKaBAHE HA [034T4 NPH JIEKO JI0 YMEPEHO HapylIeHHe Ha YepHOAPODHaTa
GyHKIMA (32 DaLMEHTH ¢ TEXKKa YepHOAPoOHa HEAOCTATHYHOCT BXK T. 4.3).

HauuH Ha npHUaoKeHHe
3a nepopaiHy MPHIOKEHHE.

[TpenopruBa ce MaUMEHTHTE C YyBCTBHTENICH CTOMax Aa npuemar Hypoden 3a HOnowwu Arona no
BpeMe Ha XpaHEHe.

43 [IIporuBonoxkazannd

Hypoden 3a FOHolu Siroaa € npoTHBONOKA3aH:

e [Ipy NAUKEHTH CHC CBPBXYYBCTBUTEITHOCT KbM AKTHBHOTO BEIIECTBO WK KbM HAKOE OT
MOMOILIIHHTE BeLiecTsa U3bpoeHH B Touka 6.1.

e [IpH MaUMEHTH KOUTO Ca MMAJIH PEAKLMH Ha CBPBXYYBCTBHTEAHOCT (HaNp. OPOHXOCHAILM,
aCTMA, PHHHUT, aHTHOSAEM HIIH YPTHKAPHA), CEBP3aHH ¢ alISTHACATHIIUIOBA KHCE/IMHA,

HOynpodeH WK JPYrd HECTEPOUAHH NPOTHBOBL3INAIHTE/IHH JICKapCTBa.

e [Ipu nauMeHTH ¢ aHAMHE3a 3a CTOMALIHO-YPEBEH KPHLBOHJIMB WIH Nepopanms, CBbP3aHH C
npeaninHo aedenre ¢ HCTIBC.

e [lpw nauMUeHTH C aKTHBHA MIH aHaAMHe3a 33 peLMAMBHpALa NENTHYHA A3Ba/KPHBOHINIHE (ABa
WM NMOBEYE OTUCT/IMBH €MH30a Ha NOKa3aHa YIILEpalMs Wi KbpBeHe).

o [Ipu maumenTH ¢ uepebpoBacKyrapHH WIH APYrH aKTHBHH KPbBOH3JIMBM.

o [IIpu naumeHTH C TExKa YepHOAPOOHA HEJOCTATEUHOCT WIIH TEXKa OLOpeuna
HEJI0CTATHLYHOCT.

e [lpu nauuenTH C TekKa cbpaeyHa HegocTaTbuHocT (NYHA V).
o [Ipu nauHeHTH C HEH3ACHEHH XEMONOETHYHH HAPYLICHHUAT.

e Ilpes nmocnenHns TpHMecThp Ha 6peMeHHOCTTa (BX T.4.6).

e [lpy nauMeHTH € TeKKA AeXuapaTaums (B pe3yiaTaT OT NOBpbillaHe, AMapHs Wil
HE10CTATbYEH ITPUEM HA TEYHOCTH).




4.4 CnennajHH NpeIynpeKIeHHs B CHCIHATHE MEPKH NpH ynoTpeda

Hexenanute peakuuy Morar fia 6baar cBeAeHH A0 MHHHMYM 4pes ynorpeba Ha Hal-HHCKaTa
edpeKTHBHA 1034 32 B3MOXKHO Hal-KpaTKo BpeMe, HeoOXO0AMMO 34 0BASBAHE HA CHMTOMHTE (BHX
[O-JO0NY CTOMAUIHO-YPEBHH M ChPJAECYHO-CHIOBH PHCKOBE).

[TalMeHTHTE B CTApYECKA BB3PACT: NPH MALUHEHTHTE B CTap4YeCKa Bb3pacT 4eCToTaTa Ha
HaGmonasanvTe HexeaanH peakiyn ot HCIIBC e no-sucoka, ocobeHO Ha CTOMALIHO-YPEBHUTE
KPbBOMITHBH H Nepdopaliui, KOUTo MoraT Aa 6baat gatanu. [laimeHTHTe B CTAPYECKA BB3PACT
MMAT IOBHUILIEH PHCK OT MMOCJEACTBUATA OT HEXEJIAHUTE PCAKLUH.

H3uckBa ce NpeanaiidBOCT MPH MALIKEHTH C.

e CHcTEMEH JIYITYC EPHTEMATO3YC H CMECEHO ChEAMHHUTENIHO-ThKaHHO 3a00J1sBaHe nopaau
yBEIHYEH PHCK OT acerTHYEeH MEHHUHIHUT (BXK T.4.8)

e BpojeHo HapylieHHe Ha NOpGHPUHOBHA METAOOTHIBLM (HATP. OCTPa HHTCPMHUTCHTHA
nopQupusn).

¢ CroMalnIHO-YPEBHH HAPYUIEHUA U XPOHHYHH BL3NANIMTENHH HPEBHH 3abonsaBanus (yueposeH
kOaUT, 6onect Ha Kpon), (Bx 1.4.8).

e AHaMmHe3a 3a XMIEPTOHUA W/HITH ChpeYHa HEAOCTAaTLYHOCT, Thil KATO MMa ChOOLLICHHA 32
3apbKKA HA TEYHOCTH ¥ oTouy npw ynorpebara va HCIIBC (x 1.4.3 u 1.4.8)

o bubpeuno yspexaaHe, Thii karo 6b6peyHaTa QyHKLHA MOXKeE JOMBIHATEHO A2 Ce BJIOLLH
(Biox T.4.3 1 T4.8)

e UYepHoapoOHO PpyHKUHOHANHO HapymeHHe (BX T.4.3 v T.4.8)
HenocpeacTeeHo ciell rojismMa XHpypruiia HHTepBECHLIMA.

e (CeHHa XpeMa, Ha3aJIHH TIOJTMIY WK XPOHHUYHH OOCPYKTHBHM PECTIUPATOPHHU HAPYLICHUS
MOTAT A4 C€ NMOABAT KATO ANICPruyHM peakiMy. Te MOraT Ja C¢ u3pa3aBaT KaTo aCTMaTHYeH
MpHCTHIT {TaKa HapeyeHa aHaJINeTHYHA acTMa), €1eM Ha KBHHKe HIIH YPTHKapHi.

e [Ipu nauMeHTH, KOUTO Ca UMATH AIEPTHYHHU PeaKI[H1 KbM JIPYTY BElLeCTBa, ChUICCTBYBa
MOBUUIEH PHCK OT PEAKI[MU Ha CBPBXYYBCTBHTEIHOCT TIPH NMPHEMa Ha TO3H NPOAYKT.

PecnupaTopH

Moxe na 6bae mpoBokMpaH OpPOHXOCNA3bM NpPH MALMEHTH CTPAJallld OT OpOHXMalHA acTMa MM
anepruyHy 3abonaBaHus.

Hpyru HCIIBC

EaHoBpemenHarta ynotpeba ¢ apyria HCTIBC, BRTIOUHTEIHO LIMKI0-0KCHNeHa3a-2-ClelnHIHNA
uHxubuTOpH TPsAORA na ce u3bArea.

MackHpaHe Ha CHMITTOMHMTE Ha NoAiexaluTe HHGEKIUH ~

Hypoden 3a IOHowmm Aroaa Moxe ga Mackvpa CHMITTOMHTE Ha MH(EKLIMS, KOETO MOXE J1a I0BEAC A0
3a6aBAHE HA 3aMOUYBaHE Ha MOAXOAALLO ICHEHHE U MO TO3U HAYMH Ja BIOUIH H3X0/a OT HH(EKUHUATA.
Tosa ce HabmopaBa npu HakrepyanTHa NHEBMOHMSA, MPUAOOMTA B OOLIECTBOTO, KAKTO M NPH
faKTepHATHHTE YCIIOXKHEHHs Ha Bapuuena. Korato Hypoden 3a FOnown Siropa ce npunara 3a
JleUeHME HA NOBHIlIEHa TEMIIEPATYpa WiH 3a obnexkyaBaHe Ha 6osikaTa BbB BpB3ka ¢ HHOEKIMA, Ce
npenopbyBa HabmonenHe Ha uHdekunsTa. [Tpy U3BLHOONHMUHH YCIOBHS NALMEHTHT TPAOBa Ja ce
KOHCYJITHpA C IeKap, aKO CHMITTOMMTE NIEPCUCTHPAT WIH ce BJIOHIABaT,

CroMalHO-4peBHH eeKTH:




¢ unu 6e3 npenynpeauTeTHH CUMIITOMH WIH NPeIULIHA AaHAMHE3a 33 CEPHO3HH CTOMALUHO-YPEBHH
cHOMTHA.

PUCKBT OT CTOMAIIHO-4PEBHH KPBBOW3IHBH, 4384 WIH nepdopauHs € no-BucoK npy ynorpeba Ha no-
Bucoky no3u HCIIBC nexapcTBeHH NPORYKTH, NPH NMALMEHTH ¢ AHAMHE3a 3a A3Ba, 0CO0EHO ¢
YCJIOXKHEHHA OT KPbBOM3IHB WK nepdopaliis (BHX T. 4.3), KAKTO M NMPH NALMEHTH B CTapyecKa
pb3pacT. TakHea MaLMEHTH TPAOBa Ja 3anouBart JIEYEHHETO ¢ HaH-HHCKATA Bh3IMOXKHA J034.

[TpH TakMBa NALMEHTH MOXeE [ja € HeOOX0AHMO KOMOMHHPAHO JiedeHHe CHC 3AILMTHH BeLlecTRa (Hanp.
MH30MPOCTOJ WK MHXMOKWTOPH Ha IMPOTOHHATA II0MIIAa), KAKTO W NPK NAUMECHTH, H3HCKBAILH
eIHOBPEMEHHO MPWIOKEHHE Ha HHCKH I03H aLIETHICATIHIIOBA KMCE/IHHA WIH APYTH IEKAPCTBEHH
BEIIECTBA, MOBHUIABALM PUCKA OT CTOMALIHO-YPEBHU HEXeIaHH PEaKkLMH (BX Mo-a0iy U T. 4.5).

[TauueHTHTE C aHaMHE3a 3a CTOMAIIHO-YPEBHA TOKCHYHOCT, OCOOCHO Te3H B CTapyecKa Bb3pacT,
Tps6Ba 4a ChOOILABAT 32 BCHUKH HEOOHUAHHH CTOMALIHH CHMIITOMM (MO-CMELIHANTHO 33 CTOMAIIHO-
YpeBHH KPBBOU3/IUBU), 0cOOEHO B HaYaHUTE a3y Ha JEYCHUETO.

[laumenTuTe Tpabea Aa OB4aT NOCHBETBAHH Aa YNOTPEOABAT BHUMATEITHO TO3H NPOXYKT
EAHOBPEMEHHO ¢ APYrH IEKAPCTBEHHU MPOAYKTH, KOHTO MOTaT a YBEAHUAT PHCKA OT YJILCPALHH HITH
KbPBEHE KATO IEpPOpaiH KOPTUKOCTEPOK/IH, AHTHKOAryJIaHTH KATO Bap(apuH, CeNneKTHBHH
MHXUOGUTOPHU Ha 0OPATHOTO 3aXBaillaHe Ha CEPOTOHHHA WK MPOTHBOTPOMOOTHYHH CPEACTBA KATO
aleTWICANKHLMIIOBA KHCeNuHa (Bxk T.4.5).

KoraTo ce nony4u CTOMaLIHO-4YpeBeH KPLBOW3IHB WIH CE NMOABH A3Ba MPH NAUWEHTH, NpHEMally
ubynpodeH, teucHuero TpsbBa na ce npexKparm.

HCIIBC nexapcTBeHHTE NPOAYKTH TPAOBA Aa C€ NPUJIAraT BHUMATEIHO NPH NALMEHTH ¢ aHAMHE3a 33
CTOMALITHO-4PEBHH 3a601aBaHKs (YILEpO3eH KOMHT, Gonect Ha KpoH), Teil kaTo Te3u 3abonssaHus
MOXKe aa ce o6ocTpAT (BXK T.4.8).

TexkH KOKHH Hexxenand peaknuu (SCAR)

Texku kKoxkHH HexenaHmn peakumd (SCAR), BKmouHTENTHO eKCPONMATHBEH NEPMATHT, EPUTEMA
MysTHOpMe, CHHAPOM Ha Stevens-Johnson, TOKCHUYHA ENMUAECPMAIHA HEKPOJIH3A, ICKAPCTBEHA
peakLMs ¢ €03MHOPUIHA U cucTeMHH cuMriToMH (CHHApoM DRESS) u ocrpa reHepaaniupaHa
ex3aHTeMaTo3Ha myctynosa (AGEP), kouto Morar aa 6bAaT XKHBOTO3ACTpaluaBalllf WY Aa J0BeAAT
10 JIeTalleH U3Xoj, ¢€ choOIIaBaT BLB Bpb3ka ¢ yroTpedata Ha HGynpodeH (BxK. pasaen 4.3).
[ToseuyeTo OT TE3U PEAKIHH HACTBNBAT [pe3 MbPBUA MECCLL.

[Ipu nosBa Ha IPU3HAIK ¥ CHMITOMH, MOKA3aTE/IHH 3a TE3H peakiyH, HOynpodeH TpaOBa a ce crnpe
He3abasHO M 2 ce oOMHCTH Apyro NeueHue (cnopen HeodxoAMMOCTTA).

B M3KIOHHTENHO PEAKH ClTydaH ca HabnioaaBaHH CEpHO3HM HH(MEKLIMH Ha KOXAaTa U MEKHTE ThKaHH
npu Bapuuena. IIpenoppusa ce aa ce u3barea ynorpedara Ha OynpogeH B cryydau Ha BapHueTa.

CbpAevHO-CbA0BH U MO3BbYHO-ChJIOBH EEKTH:

K/IHHHYHH POyYBaHHs MOKA3BaT, 4e ynoTpebaTa Ha ubynpodeH, ocobeno BbB BUCOKM 103H (2400
mg/aeH) Moxe Aa 6bAe CEbP3aHO € JIEKO YBEITHYEH PHCK OT apTEPHAlIHH TPOMOOTHYHH CHOUTHS
(Hanp. MHOKapaeH MHOAPKT WIH HHCYAT). KaTo U0, eNMAEMHONOTHYHUTE H3C/ICABAHNA HE
IOKA3BaT, Y& HUCKHTE /103K udynpodeH (vanp. < 1200 mg nHeBHO) ca CBBP3aHH C YBEJIHUYCH PHCK OT
apTepHaTHA TPOMOOTHYHH CHOUTHAL.
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[TauMeHTH ¢ HEKOHTPONHPAHA XHIIEPTOHHS, 3aCTOHHA ChpAeUuHa HeaocTaThuHoCT (NY
YCTAHOBEHA UCXeMHYHA GoJlecT Ha ChpLeTo, nepudepHa apTepHaiHa 0osiecT WU M
Gonect moraT Aa 6bAaT neKyBanu ¢ HOynpodeH caMo ciiesl BHUMaTeHO OOMHCISHE
(2400 mg/neH) TpabBa na ce U30Araar.




CpLLIO TAKA € HEODXOAHMO BHUMATEJHO OOMHCIIHE, IPEAH 3a0YBAHETO HA NPOXB/DKHTETHO JICUCHHE
Ha NAaLHUEeHTH ¢ PUCKOBH (akTopH 3a CHbPACHHO-CBAOBH CHOUTHA (Hamp. XHNEPTOHHS,
XMINIEPIHITHICMHS, 3aXapeH auaber, mylueHe), ocobeHo ako ca HeobxoauMK BUCOKH 103K (2400

mg/aeH).

Fpu nauxenTn, JeKysanu ¢ Hypoden 3a IOHowH Sroaa, ce choOiaBa 3a cmy4ad Ha CHHAPOM Ha
Kounis. CuaapoMsT Ha Kounis ce onpeniens kato BTOPHYHH CbPACHHOCHAOBH CHMIITOMH Ha
ajlCpruyHa peakuusa WK peaxijia Ha CBPbXYYBCTBHTETHOCT, CBBHP3aHH C KOHCTPHKLIMA HA
KOpOHAPHMTE apTepUH, MOTEHHATHO BOJELIA 1O MMOKAPAEH HHAPKT.

pyry gayuu:

MHoro psaako ca HabJTIOAaBaHM TEXKKU OCTPH PEaKLHH Ha CBPbXYYyBCTBHTEIHOCT, HaNpUMeEp
aHadunakTHueH wok. [Ipu nossaTa Ha NEPBHTE NPH3HALM HA peaKlUk Ha CBPbX4YYBCTBHTETHOCT ClieA
npuem Ha HypodeH 3a IOuowm Aroga, nevenuero Tpadea na ce npekparn. Heobxoaumure 3a
ChOTBETHHUTE CHMITOMH MEIHLIMHCKH MEPKH 1@ C€ MpEeaNpHEMAT OT CITeLMATTUCTH.

H6ynpoden, akTieHOTO BellecTBo B Hypoden 3a FOHown Arona Moxe BpeMeHHO a HHXHOMpa
¢dyHKumaTa Ha TpoMOGoLMTHTE (TpOoMOOLUMTHATA arperauia). [lopagn TOBa NalMEHTHTE C HApYIIEHO
KPHBOCHCHpBaHE Tps6Ba BHHMATENHO Aa ce Habmoaasar.

TIpu npoaspkuTenHo npuioxenue Ha Hypoden 3a FOHown Aroaa e HE0OX0AUMO peIOBHO
pocAeAsBaHe Ha YepHOApoOHUTE nmoka3arenu, OubpeuHara yHKUHA, KAKTO U Ha XEMaTOIOrHYHaTa
(pYHKLHS/XPbBHATA KAPTHHA.

[1pu NMPOABJDKUTENHO NPWIOKEHUE HA PazIWYHHA AHAITETHLIM 3a r1aBoOONHA MOXe J1a IOBEAE A0
NOBeJe [0 BJIOMIABAHETO HM. AKO TOBA C€ CITYYH HIK MOXE JIa ce Ipeanonara, TpadBa ia ce noTspeu
JIEKAPCKH CHBET M JIEUSHUETO Ja ce TpeKpaTH. JlHarnosara riiaso0o/1Me npH JIEKapCTBEHO
npenosupane (I'JIII) Mmoxxe Aa ce oyakBa NpK NALMEHTH, KOMTO UMAT YECTO HJIH EXEAHEBHO
rnapofonke BNPEKH (WK NOpanH) peAOBHHA NPHEM Ha ICKAPCTBAa 33 rN1aBo0OIHeE.

IIpu enHoBpeMeHHaTa ynotpe6a ¢ alkoxon, HeXelaHWTe eeKTH CBBP3aHH C aKTUBHOTO BELLECTBO,
MO CIICLHAIHO TAKMBA, KOUTO C€ OTHACHAT JI0 CTOMALLHO-YPEBHHUA TPAKT HITH LIEHTpalHaTa HEPBHA
CHCTEMa, MOraT Aa ce nopHiart npy ynorpedbara va HCIIBC nexkapcrBeHr NpoOXyKTH.

Hapywenus Ha 6n6peuure:

O61wo, o61uaiinaTa ynotpeba Ha aHAJIMETHLIM, [TO-CNELUANTHO KOMOHHALIMHTE OT Pa3IM4yHH
aHAJIFeTUYHM JTEKAPCTBEHH BEIIECTBA, MOXeE J1a AOBe/e 10 ABIroTpaiiHu 6bOpeyHH Ne3nn, ¢ pUCK OT
6bOpeuHa HeIOCTATLYHOCT (AHANTETHYHA He(pOonaTHs).

ComiecTByBa prck oT 650peuHo yBpexXaaHe MpH AeXHApaTHpaHH Acla.

CrneupdnyHH NMpeIyNpPeKICHHS 34 NPOAYKTa.
JlekapcTBEHHAT NPOAYKT ChABbPHKA TCUESH MARTHTOIL.
He Tpsa6Ba na ce npHeMa OT MAUMEHTH C PpeIKH HacleACTBEHH MpobneMu Ha (pyKTO3Ha

HEAOCTATHYHOCT.

[TopaaH CHABPIKALHA CE TEUEH MAJIITHTO, TO3H JIEKapCTBEH MPOMYKT MOXE Aa HMa JIEK JIAKCaTHBEH
edeKT.

CraspxanueTo Ha Kajnopu e 2,3 kcal/g mantuTos.




4.5 BianmoaelcrBae ¢ APYrA JeKAPCTBEHE NPOAYKTH H Apyrd GopMH HA B3aHMO/IeHCTBHE

Hovn el e TpEOBa A3 ce H3TWI3BA B KOMORHANMY C:

Npyru HCIIBC nexapcTBeHH NPOAYKTH, BKTIOYHTENHO CEJIEKTMBHH HHXHOHUTOPH Ha LIMKOOKCUTeHA3a-
2: u3bareaiite eaHospeMeHHaTa yriotpeba Ha ape wid nosede HCITIBC, Toii kaTO TOBa MOXeE Aa
yBEJIHYH PHUCKA OT HEXKENaHH peaximu (BXK 17.4.4).

ALESTHICANULIWIOBA KHCEJIUHA:
EHoBpeMeHHaTa yrnorpeda Ha uOynpodeH H alleTHICATTMIIMIIOBAa KHCENHHE HE CE Npenopbysa Nnopaa
BB3IMOXKHOCTTA 3a MTOBHIIABAHE HA HEXEJAHUTE PEeaKIlHH.

ExcriepuMeHTaNHH A8HHK TOKA3BaT, e HOYnpodeH MoXKe KOHKYPEHTHO /1a NOTHCHE edekTa Ha
HUCKHTE JO3H aLleTWICATMIIHWIOBE KHCEIHHA BbpXY TPOMOOUMTHATA arperaiiis, Koraro ce npueMat
eHOBPEMEHHO. BBbRpPeKH Y€ MUMa HECHTYPHOCT IPH €KCTPATIONHPAHETO HA TE3M JAHHH OT KIIMHHYHH
CITyuay, He MOXe J1a C€ H3KITIOMH Bb3MOXHOCTTA, Y€ PEAOBHMAT, IIPOBL/DKUTENICH IPHEM Ha
u6ynpodeH MoXKe a HaMaiH KapAHONPOTEKTHBHHA e(PeKT Ha HUCKH 103H LETHICATHLIWIOBRA
kuceamHa. He ce oyaksa KIMHUYHO 3HauUM edeKT NpH pajaka ynorpebara Ha ubynpoden (B1xK T1.5.1).

H6ynpoden (kaxkTo ApyraTe HCHBC) 1pabBa A3 ce H3N0/3BA ¢ BHHMAHHE B KOMOHHANIRA C:
AntixunepreH3usHH (ACE WHXMOHTOPH W aHTArOHHCTH Ha aHrdoTeH3uH-11) ¥ aHypeTHLl:

HCITBC moxe fa noHwxat edexra Ha Te3H NiekapcTBeHH NpoaykTH. [Ipy HAKOM nanyeHTH ¢
KoMapoMeTHpaHa 6b0pedHa GyHKIMA (AeXHIPATHPAHH KITH B CTapyecka Bb3pacT ¢ yBpeAeHa
6b6peuna GpyHkUNa) eqHOBpeMeHHOTO npunoxenue Ha ACE unxuduropu, beta-0okepu win
aHTAarOHWCTH Ha aHrHOTEH3UH 11, KaKTO U BelllecTBa, KOUTO HHXHOMpAT BHKIIOOKCHI'CHA3aTa MOXe Ja
A0Beje 10 JOMLIHUTENHO BIOLIaBaHe Ha ObOpeuHaTa GyHKIMA, BKIIIOYHTENHO ocTpa ObOpeuna
HEJIOCTATBYHOCT, KOeTo 00HKHOBEeHO € oOpaTnMo. CnenosarenHo koMOnHaLmMaTa TpAOBa na ce
puiara BHMMATENIHO, 0COGEHO NpH MaUMeHTH B cTapuecka Bb3pacT. [launenrute Tpsabea na ca
ANEKBATHO XHIPATHPAHH H J1a ce OOMMCIIM HeoOXOMMOCTTa OT NpocneisBate Ha 6bOpeuHaTa
(YHKIMA B HAYANOTO HA KOMOHHHPAHOTO JIeYeHHE W NEPUOAHUHO cjiea ToBa. JluypeTHuvTe Morar Aa
MOBHINAT PHCKA 0T HedpoTokcuuHocT, cebp3ana ¢ HCIIBC.

Covpaeudu rnukosuan: Hanp. JJurokcun: HCIIBC morart na 000CTpAT chpAeyHaTa HEJOCTaTBHHOCT,
[a BAMAJIAT [NIOMEPYNHATa QUITpalMs M Ja [TOBHINAT IUIa3MEHHTE HMBA HA ChPACYHHUTE INTHKO3UIH.
EnnoBpemenHara ynorpeba va HypodeH 3a IOHOWH ¢ iekapcTsa, ChAbpKallld AMFOKCHH MOXKE a
[NOBMLUH CEPYMHHTE HUBA Ha AUroKcHH. [IpocnensBaHeTo Ha AUFOKCHHOBUTE HUBA B CEPYMa HE MOXE
[1a c€ MPEfopbyYa KaTo MPaBWiIo B CITyYauTe Ha NpaBUIHA ynoTpeba (MakCUMyM Ha 3 JHH).

JIuTwii: MMa naHHM 3a NOTEHLUMATHO [TOBHIIIEHHE Ha IUIA3MEHHTE HUBA Ha TUTHH. MOHUTOPDHHIBT HA
CEPYMHMTE HMBA HA JIMTHA HE € MPaBHI0, KOETO & H3HCKBa 3a NpaBu/iHaTa ynotpeba (MakCUMyM Ha 2

IHH).

Kanuii-coxpanssamm adypetiun: EnHopemenHnara yniorpeba Ha HypodeH 3a KOHOWM W Kanui-
ChXpaHABAINY NUYPETHULM MOXeE a IOBeAe A0 XUIepKaTHeMus (NpenopbyYBa ce NPOC/IeAsBaHE HA
KaJIHEBUTE HUBA B CEPyMa).

derutoun: EnnoBpemennara ynotrpeba Ha Hypogen FOHown Arona ¢ deHrronH Moxe 1a NMOBHULLM
IU1a3MEeHHTe HHBA Ha penurouH. [Tpocnenssatero Ha GeHUTOMHOBHUTE HMBA B CEPYMa HE MOXE Aa ce
MpenopbYa KaTo fIPABKIIO B ClTy4auTe Ha NpaBuIHA yrnoTpeba (MakCHMyM Ha 3 AHH).

Merorpekcar: MMa AaHHM 3a MOTEHLMANTHO [MOBHINABAHE HA MJIa3MEHKUTE HMBA HA MCTI

Ipunarasero Ha Hypoden 3a IOHoum Sroaa B paMkHTe Ha 24 yaca npeay WiK cinelyipindrays

METOTPEKCAT MOXKE Aa JOBee 0 NOBHUIABAHE HA KOHLEHTPALMATA HA METOTPEKCaT -. 2500

[MOBHILABAHE Ha TOKCHYHHA MY €(EKT. =S g 43
L

&

Bﬂ\‘k‘ f..'.,'l.
e

\‘. -
e



Takponumyc: BraMoxeH NoBHiLIeH pHCK oT HedpoTokcuuHocT, korato HCTIBC nexapcrsenn
MPOAYKTH CE JaBaT ¢ TAKPOIIHMYC,

[fuxnocnopuH: [loBuilieH pUcK OT HEPPOTOKCHUHOCT.
KoprrkocTepouan: [ToBHILEH PHCK OT CTOMAIIHO-YPEBHH A3BH H KPBBOW3IHUB (BXK T.4.4).

Antukoarynantd: HCTIBC nekapcTBeHuTe NPOLYKTH MOTAT [1a 3aCHAAT epeKTa HA AHTHKOATYIaHTH
Kato BapdapuH (Bxk T.4.4).

AHTHArperaHTH M CeNeKTHBHH UHXHOUTOPH Ha 0DPaTHOTO 3axXBalllaHe Ha CEPOTOHHHA! [TopuileH
PHCK CTOMALIIHO-YPEBHH KPbBOHUTHBH (BXK T.4.4).

CynboHwrtypeiinn: KiMHnyHU npoyuBasns ca nokasany szaumozneiictsus mexay HCIIBC u
cyADOHUTYPEHHHK MPOTHBOZNAOETHUHH JIEKApCTBEHH NMPOAYKTH. Bbnpekw, 1e 10 MOMEHTa HiIMa
ONMMCAHH B3aHMOACHCTBUS MeXIy HOynpodeH U Cy1GoHUTYpeiHH IEKAPpCTBA, KaTo Npeana3Ha Mapka
MpH eHOBPEMEHHATa UM ynoTpeba ce npenopbysa NpoC/ieasBaHe Ha KPbBHO-3aXapHUTE HHBA.

3umosyavH: MiMa AaHHH 32 yBeiMueH PUCK OT XeMapTpo3H H xematomu npu HIV 6onun (1)
xeMoHIHLK, JIEKYBaHK €XHOBPEMEHHO CBC 3UAOBY/IMH H HOYTIpO(deH.

[TpoSeHeuma U cyaduHnMpa3oH: JlekapcTBEHHTE MPOLYKTH, ChAbPKALLH NPOOEHELHA H
cy 1 MHIUPa3OH MOTaT Aa 3a0aBAT eKcKpeluaTa Ha HOYnpodeH.

baknodeH: Moxe Aa ce NOABAT TOKCHYHH ebekTH Ha OaknodeH crien Ha9amHO MPHEMaHe Ha
ubynpodeH

PutoHaBup: PUTOHABMD MOXeE /1a TIOBHIIM IU1a3MeHaTa koHUenTpauus sa HCIIBC

Amusornukosuay: HCIIBC moraT ga HaMalAT €eKCKpELMATa Ha AMHHOTTIHKO3UAHTE.

XHHONOHOBH aHTHOHOTHLM: JTaHHH OT NpOoyYBaHHA BbpXY *kHUBOTHH couat, ye HCIIBC morar na
yBEJIMYAT PUCKA OT KOHBYJICHH, CBbP3aHH C XHHOJIOHOBHTE aHTHOMOTHLIM. [1aleHTH npueMaii
HCIIBC u XMHONOHH MOXE 14 Ca M3/I0KEHH HA NOBHILEH PUCK OT NOABa Ha KOHBYJICHH.

CYP2C9 unxuburopu: Ennopemensara ynorpe6a va ubynpodex ¢ nuxuburopu Ha CYP2C9 moxe
12 MOBHILH eKcno3uuuATa Ha ubynpoden (CYP2C9 cy6erpar). [lpoyusane ¢ BOPHKOHA30/ U
drykonaszon (uHxubuTopu Ha CYP2C9) nokassa 80-100% nosuilieHa ekcno3nuus Ha HOynpodeH.
Tpafpa na ce Ma NpeABKHA HaMallsBaHe Ha 103aTa Ha UOynpodeH Npyd eHOBPEMEHHO NPHIOKECHHE
Ha MouHH uaxuGuTopu Ha CYP2C9, ocobeHo B ClTydanTe Ha CbBMECTHA YNOTpeOa Ha BUCOKH J03H
uOynpogeH ¢ BOPHKOHA30 H (PIIYKOHA30JL

Kamrronpun: ExcnepHMeHTalHH NPOYyYBaHHUA N10KA3BaT, 4¢ HOynpodeH uaxubupa edexra Ha
KaITONIPWA BbPXY HAaTPHEBATA €KCKPELIUA.

XonecrupamuH: IIpn enHOBpeMEHHO NPHIOXKeHHe Ha HOYNpogdeH U xonecTUpaMuH, abcopbumaTa Ha
ubynpoden ¢ 3a6aseHa n HaMmanena (25%). JlekapcTBenuTe MPOMYKTH TpAOBa Jia ce MPUEMAT IPE3
MHTEPBAJT OT HAKOJKO Yaca.

4.6 DepTRIATET, OpeMEHHOCT H KbPMeEHe

bpeMeHHOCT
[ToTUcKaHETO HA NPOCTArNAHIWHOBATA CHHTE3a MOXKE Ja NMOBIUde HeOAarornpusaTHO 6pe

W/ Wi emOpuoderanHoTo pa3suTHe. JJaHHH OT €NUAEMUONOrHYHH NPOYYBAHHUA NTOKa3BM
PHCK OT HEIOHOCBAHE U ChpAeYHH ManGopMaLIMK, H racTpOCXM3a Cliel ynotpeda Ha i gt
NpOCTArJaHAMHOBATA CHHTE32 B paHHa GpeMeHHOCT. C4HTa Ce, Y€ PHCKBT CE MOBHILAB]
103U U TIPOTLIDKUTENHO JeueHHE. AGCOMOTHUAT PHCK OT ChPASUHO-CHAOBH MalloddpnE




nosuiluaea or 1 % no npubnusutento 1,5 %. [Ipu ONMUTH C SKHBOTHH NPWIOKEHHETO HA HHXHOUTOPH
Ha NPOCTArMAHJMHOBATA CHHTE3a BOAM /IO Tpe- ¥ NOCT-UMILIAHTALMOHHA 3aryba u eMOpHo-deTaeH
aeranurer. OCBeH TOBa ¢ choOl1laBa 3a MOBHIlIEHa YECTOTa Ha BPOREHUTE Mal(hOPMaLIHH,
BIUTIOYMTENHO CHPAECYHO-CHAOBH, NPH XKHBOTHH NOTYYWIH HHXHOKTOPH Ha NMPOCTArIaHIUHOBATA
CMHTE3a O BPpEME Ha OpraHoreHesara.

Ot 20-TaTa ceaMHLa OT 6peMeHHOCTTa HaTaTEK yrorpebaTta Ha Hbynpoden MoXe 3 IPHUHHH
OJIMFOXHAPAMHHOH B peyrar Ha 6b0peyna aucyHKuMs Ha ruofa. Topa MOXKe fia ce CITy4H CKOpO
cJiel] HAUAJIOTO Ha JICYEHHETO M 0OOMKHOREHO € 00paTUMO NpH MPEeYCTAHOBABAHETO MY. B Aomb/IHEHKE
ce ¢chOO1aBa 3a CTy4Yal Ha KOHCTPUKLIMA Ha AYKTYC aPTEPHO3YC Cell JICUCHUE BbB BTOpHA
TPHMECTBP, KATO NMOBEYETO Ca paspellieHH clieA npeycTaHoBABaHeTo My. CregosaresiHo ibynpogeH He
TpaGBa Aa ce U3MOJI38a Npe3 BTOPOTO H TPETOTO TPHMECEUHE Ha DPEMEHHOCTTa, OCBEH aKoO He €
KATEropu4HO HeoOxomuM. Ako HOynpodeH ce H3NON3Ba OT JKEHH, KOHTO C€ ONHTBAT A3 3a0peMeHeAT
WIH [Ipe3 NOC/IEAHOTO TpUMeceune Ha GpeMeHHOCTTa, lo3aTa TpsbBa 1a Oblle MakCHMAIHO HHCKa H
NPOELIDKHTEHOCTTA Ha JIEYEHNE BL3MOXKHO Hal-kpaTka. HeobGxoauMmo e na ce 0OMHCIH NpeHaTanHo
HabIoAeHUE 3a ONTMTOXUAPAMHHOH Y KOHCTPUKLIMA Ha TYKTYC apTepHO3YyC ClIeR U3jlaraHe Ha
u6ynpoden B MPOABDKESHKE HAa HAKONKO AHM oT 20-TaTa recTalMoHHa ceAMHLA HATaThK. Jlewenuero
¢ ubynpoden TpabBa aa Hbae npeycTaHOBEHO NPH HAJIWIHE HA OJIMTOXMAPAMHHOH Y KOHCTPHKLIHA Ha

NYKTYC apTEPHO3YC.

B nocnaeaHoTo TpUMeECedHe Ha GpeMEHHOCTTa BCHUKH HHXHOHTOPH Ha MpOCTarjaHAMHOBAaTa CUHTE3a
MOTAT Ja H3J10aT NMI0AA Ha PHCK OT:
O KapIHOMy/MOHAJHA TOKCHYHOCT (TpexaeBpeMEHHA KOHCTPHUKLIA/3aTBApAHE Ha
derannus AyKTYC apTepuo3syc U HenoapobHa XHNepTeH3na),
o 610peyna aucdyHKIMA, KOATO MOXe Aa nporpecyupa Ao 0B0peyHa HEAOCTaTBLYHOCT C
OJIMTOXHAPAMHHOH{BHXKTE N10-TOpe).

MmaiikaTa H HOBOPOZEHOTO B Kpas Ha OpEMEHHOCTTA Ha PUCK OT:
O Bb3MOXKHO YAWDKABAHE Ha BPEMETO HAa KbPBEHE, aHTHArPEraHTEH edeKT, KOWTO MOXe
7a ce HabmozaBsa JOpH B MHOIO HHCKH JI03H,;
O ROTHCKaHE HAa MATOYHWUTE KOHTPAKLMH H 3a0aBEHO WIH YARDKEHO PaKIaHe.

CnegoparenHo ubynpodeH e NpOTHBOMOKA3aH Mpe3 MOCAEAHOTO TpHMece4He Ha OpeMeHHOCTTa.

KbpMmeHe:
H6ynpodeH ¥ HeroBHTEe METabONMTH MOTaT 1a HBCKA KOHIIEHTpauMs B KbpMmara. He ca n3secThHi

BpeAHH e(peKTH BbPXY KbPMA4ETO, TAKA ye OOMKHOBEHO HE Ce Hanara npeycraHOBSBAHE Ha
KbPMEHETO MPH KPATKOCPOMHO H3NoN3BaHe Ha UOynpodeH B NpernopbuBaHHTE N03HM 38 OONKa U
‘TeMrepaTrypa.

(DEpTUWINTET:
MMa u3BecTHH JaHHH, Y€ JIeKapcTBaTa, KOUTO HHXHOHpaT HMKIIO-OKCHIeHa3HAaTa/

NpOCTArIAHAMHOBA CHHTE3a MOJXKE 2 MPeH3BUKAT YBPEXKIAHE Ha XCHCKHA QepTIIHTET upes
BB3ACHCTBHE BHPXY OByJauusTa. Topa e obpaTiMo Clle] NPeKpaTABaHE HA JICYCHHETO.

4.7 Edexrn Bopxy cnocobuoctTa 3a mopapane u padbora ¢ MAMIAAK

ITpu kpaTkocpouHa ynorpeba TO3M NPOAYKT HAMAE WM HMa HE3HAYHTENEH €(QeKT BbPXY CNOCOOHOCTTA
3a ogupade v pabora ¢ MalHHH.

4.8 Hexelann NeKAPpCTBEHA PEAKIHHA

CIHCHKBT HA ClIEIHMTE HEXENAHH PEaKLMH BIJTIOUBA BCHUKH HEXeENAHH Peakiui, Habmopashr
X0/la Ha Nie4eHHe ¢ HOYTIPOdeH, ChILO TE3H MPH NO-BHCOKH JO03H, NPU ABITOCPOHHO J€ N
MALKEHTH C peBMaTH3bM. IlocoueHaTa YecToTa Ha HEXENAHHTE PeaKiMK, KOATO 06XBs 4/
pe/IKMTe CHOBILEHHA, Ce OTHACS 338 KPATKOCPOUHO JIeHeHHe B IHEBHH JO3H JIO MAKCHM g 015
n6ynpodeH 3a nepopanuute GopMH U MakcuMyM 1800 mg 3a CynosHTOpHHTE. =




ClieAHUTE HEXENAHH JIEKAPCTBEHH PEAKLIMH Ca [IPEIHMHO A030-3a8BUCUMH C HHTEPUHANBHIYAIHA
BapHaOUJIHOCT.

HexxenaHure peakUHH, KOMTO ¢a CBbP3aHH ¢ ynorpebara Ha HOynpodeH ca NoCoUeHH Nno-a0y.
[IpeacraBeHH ca MO CHCTEMO-OpraHHH KJIAacoBE M 4eCcToTa. HecToTara € opeaeneHa Karo:

Tpabra
Ia ce

MHoro dectu (1/10)

Yectu (21/100 po <1/10)

Heuectu (>1/1,000 no <1/100)

Penku (21/10,000 no <1/1,000)

M#oro peakn (<1/10,000)

HeussecTHa (He Moxe aa Obae
onpejesieHa OT HATHYHHTE JaHHH)

oTOENEKH, Y€ B OTIAEITHUTE FPYIM 10 HECTOTA, HEKEJIAHHUTE PEaKLMK Ca NPEACTABCHH B HU3XOIALL pel
CIIOPEN CTETIEHTA HA CEPHO3HOCT:

HabmonasaHUTe HEXKENaHH peaKLHH Hali-4eCTo ca ¢ XapakTep Ha CTOMAIIHO-YPEBHH HAPYLUCHHS.
HexenaHuTe peakMy B NOBEYETO CNYYaH €a A030-3aBHCHMH, NO-CNELHATHO PUCK OT C/Iy4aH Ha
CTOMAILHO-YPEBHO KBPBEHE, KOETO € 3aBUCHMO OT JO30BHA 00XBAT H MPOTB/DKUTCIHOCTTA Ha
neyeHueTo. Moxe Aa ce MoABH NENTHYHA 93Ba, nepdopanns WK CTOMAIIHO-YPEBHU KPbBOU3IHBH
noraxora dgataiHH, ocobeHo B cTapuecka Br3pacT (8x T.4.4). Cpodinara ce 3a rajieHe NOBpbIIAHE,
AMapHua, QraTyJeHLHA, KOHCTUIALUA, AUCTIENCHA, CTOMAalHa OONIKa, MeNleHa, XeMaTemesa, H30CTpAHE

Ha yJeposeH KoauT M Gonect Ha KpoH (Bx T.4.4). [To-psako e HabnoaasaH racTpHr.

Cpobuasa ce 3a €/1eM, XHNIEPTOHHA H ChPAeUHa HEAOCTATHYHOCT BEB Bpb3ka ¢ Jieuenne ¢ HCIIBC.

KnuHuuHM npoy4saHus OKa3Bart, 4e ynorpebara Ha ubynpodeH ocobeno sus BUCOKH 103H (2400 mg
[THEBHO) MOKE /14 CE CBBPIKE € JIEKO YBEJIHUEH PUCK OT apTEPHANHO-TPOMOOTHUYHH ChOUTHs (Hamp.

muokapaeH uH$apkT uny HHCynT) (8x 1.4.4).

JloknansaHo € 000CTpsHE Ha Bb3NAJICHUs, CBbP3aHH ¢ MHPEKUHA (Hanp. pasBUTHE Ha HEKPOTU3HpAILLL
(dacuMHKT), CLBNIAAALIM MO BpeMe ¢ ynorpebara Ha HECTEPOHIHHA NMPOTHBOBB3TIAJIMTE/IHH JICKAPCTBA.
ToBa BepOSTHO € CBBP3aHO C MEXaHH3MAa Ha ACHCTBHE HA HECTEPOHIHMTE IPOTHBOBLINATUTEHH
NEKapCTRaA.

Ako no Bpeme Ha yrorpebara Ha HypodeH 3a HOHowin Slroaa ce nosBAT WK BIOLIAT CHMITTOMH Ha
uHeKLMA, ce npenopb4Ba MayUeHTHTe Aa ce o0bpHaT He3abaBHo kbM nekap. Tpsabsa aa ce npeueHu
HeOOXOAMMOCTTA OT aHTHHHPEKLMO3HO/AHTHOUOTUYHO JIEYEHHE.

BposT Ha KpPBBHHTE KIIETKH TpA6Ba 1a 6bAae NMPOBEPABAH PEryNAPHO MPH MPOAB/LKHTETHO JICUEHHE,

[TaumeHTHTE 08 C€ HHCTPYKTHPAT B TaKHBa Ciiydad Aa MHGopMuUpaT Jiekapsa cH He3abaBHO H Ja
npeyctaHoBaT ynotpebara Ha Hypodien 3a FOnommn Siroaa, ako ce moABUAT AOPH €IHH OT
CHMITTOMUTE Ha PeaKims Ha CBPbXYYBCTBUTENHOCT JOPH, KOraTo C€ MOoABABA 33 MbPBHU NBT.

[NanuenTuTe TpaOBa Aa Ce HHCTPYKTHPAT Aa ce 0ObpHAT He3a0aBHO KbM JieKap NpH OABATa Ha CHITHA

60s1ka B ropHaTa YacT Ha KOpeMa, KAaKTO W NPU NOSBaTa HA MENIEHA WIH XeMaTemesa.

Cnmeﬁa—oprau_ YecToTa —‘ Hexenann peaknRA
_Kjaac - , _ - _
Hadexnnun n Muoro peaku  JlokiagBaHO € 0GOCTPAHE Ha BB3NAICHNUA, C //f 34
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HapymieHdas HA
KPbBTA R
AAMOPHATS
CHCTEMA

Hapyuiennas Ha
HEMYHHATS
CHCTEMA:

Hcepxuann
HAPYIICHHSA

Hapymensd Ha
HEPBHATA
CHCTEeMA:

Hapymennd na
OYHTE

HapynieHHs HA
YXOTO H
JabupHHTA

Corpaeann
HADYIEHHSA:

CpaoBu
HADPYLICHHAS

MHoro peakH

HeuecTH

MHoro penku

HeussecTHH

MHoro peaku

HeuectH

MHOro peaku

Heuectn

Penku

MHoro peaku

C Hen3BecTHA
yecroTa

MHoro peaku

B M3KJIOYHTENTHH CITy4dan, MOTaT [a € NMOABAT TEXKKH KOXKHH
peaKiidyd H YCIOXKHEHUA HAa MEKHTE ThKaHH 110 BPeMe Ha
BApPHIIENA HHPEKUHA.

Hapyuienns Ha xemonoesata (aHeMMsl, JICBKOTICHHA,
TpOMGOLIMTONIEHHA, TAHLIMTONIEHHA, arpaHyJIoOLKTO3a).
[TLpBHTE NpH3HALM MOXKE [a Ca NOBHILICHA TeMIEpaTypa,
BB3MNAJIEHO MbPJIO, MOBBPXHOCTHH A3BH B YCTATa,
rpunonoaoGHU CUMIITOMH, CHIHO YyBCTBO HA H3TOLIEHHE,
CHHHHM Y KbPBEHE OT HOCZ H KOXaTa.

[TauyieHTHTE Ja C€ MHCTPYKTHPAT B TAKHBA CIIyYaK Aa
peycTaHOBAT He3abaBHO ynoTpedaTa, 1a He Ce CaMoJIeKyBaT
¢ aHAJIMETHLIH HJIH aHTHIHPETHLIM M ia ¢ KOHCYJITHPAT ¢
JeKap.

PeakLiiy Ha ¢CBPBXYYBCTBHTEIHOCT, ChCTOALIH CE OT'
Yprukapusa H cepOex

Texku o0H peakLMy Ha CBPBXYYBCTBHTENHOCT,
CHMIITOMHTE BKJIKOYBAT OTOK Ha JIMLETO, €3UKa H JIAPHHKCA,

3ayX, TAXUKAPAUSA, XONOTEH3HA, (aHahHIaKCHs, aHrHoeaAeM
WIH TeXbK 110K) . O0oCcTpaHe Ha acTMa.

PeakTHBHOCT Ha AMXATEIHUTE NBTHLIA, NPOABABALLA CE B
acTMa, OpOHXOCMA3bM U 3aTPYAHEHO SHLIAHE.

[TcuXOTHUHM peakuHH, Aenpecus.

HapyuleHus Ha ueHTpanHaTa HEPBHAa CHCTEMA KaTo
rnasoboKe, 3aMasHoCT, 6e3cbHMe, B30y A,
pa3apa3sHUTETHOCT MM YMOPA.

AcenTUYeH MEHMHIUT?

HapyiiieHo 3peHHe

lllyMm B yuiure

CobpacuHa HEAOCTATBYHOCT, NTANNUTALUK H efieM, HHGApKT Ha
MHOKap/a

CunzipoM Ha Kounis

AprepranHa XHIIePTOHHS, BACKYTUT




CromamHo-
upeBaH
HApPYHDICHHS:

Xenaro-
ORJnapaH
HAPDYUICHHS:

HapymenHns HA
KOXKAT2 H
NOAKOKHATA
ThKAH:

HapymeHnad HA
6L6pennTe &
NHKOIHATE
NbTRINA:

Hicneapanns

YecTHn

HeuecTH

MHoro peaxu

MHoro peaku

HevecTn

MHoro peaxu

C Heu3BeCTHA
yecToTa

Penku

MHoro peaku

MHoOro peakH

CroMallHo-YpeBHH Pa3CTpoiicTBa kaTo KopeMHa Hosika,
rajeHe ¥ AKCIencus, nuapus, GuaryneHLuS, 3anex,
KUCEIMHHM B CTOMAaXa, TIOBPHIIAHE H ¢1ad0 CTOMALIHO-YPEBHO
KbpBEHE, KOETO 10 H3KIIIOYEHHE MOXKE Jia IOBE/IE 10 AHEMHAL.

CToMaluHO-YPEBHH A3BH, NIOHAKOTA ¢ nepgopalHs H
CTOMAIIIHO-YPEBHO KbPBEHE, YILIEPO3EH CTOMATHT,
ofocTpaHe Ha KOoauT U 6onect Ha KpoH (Bik T.4.4), racTpuT

Esodarut, u o0pazyBaHe Ha WHTECTHHAIIHU CTPHKTYPH,
noaobHK Ha Juadparma, NAHKPEATHTH.

Hapymenue Ha yuepHoaApoGHaTa QyHKUHA, YEPHOAPOOHO
yBpexXJaHe, 0COOEHO NMPH MPOABLILKHTENHO NPUIIOKEHHE,
uyepHoApoOHa HEJOCTATBYHOCT, OCTbP XEMATMT.

PaznyuHM KOXKHH 0OpHBHU.

Texxku koxHH Hexenanu peakimu (SCAR) (Brmouurenno
epuTEMa MyJITHQOpME, EKCPOTHATHBEH ASPMATHT, CHHAPOM
Ha Stevens-Johnson ¥ TOKCHYHA enHAepMaiHa HEKPOJIH3A),
aloneuus.

JlexkapcTBeHa peakiysa ¢ COSHHOPWINA H CHCTEMHU
cumnToMH (DRESS cuHapowm).

OcTtpa reHepaiH3MpaHa ekzaHTeMaTo3Ha nycrynosa (AGEP).
PeakuunHa GOTOYYBCTBUTEIHOCT.

VepexaaHe Ha ObOpeyHaTa ThKaH (NamuiapHa HeKpo3a) U

yBEIHYEHa KOHLIEHTpaLMATa Ha ypea B KpbBTa C¢ NOABABAT
PAJKO: YBETHUSHA KOHLEHTPALMATa HAa TMKOYHA KHCETHHA B

KPBBTA.

[ToaBa Ha OTOLM, OCODEHO NPH NALMEHTH C apTEpHalIHA
XUIMEPTOHUS WIH OBOpeYHa HeAOCTaTHYHOCT, HEQPOTHYEH
CHHPOM, UHTEPCTULIMATIEH HE(PPHT, KOUTO MOXE J1a Obae
NpHApPYXkEH OT ocTpa 6LOpeuHa HEAOCTATBYHOCT.

TToHwxeHY HKBA Ha xeMoriobOHHa

Ounncanne HA oNpPedc/IeHN HEKEJIAHH peakK oA
| TIoxiaiBaHUTE PEAKLMH Ha CBPbXYYBCTBUTEIHOCT NPH SeHEHHE ¢ HOYNMpodeH ce OTHACAT A0:

(a) HecneLMbUUHM ANEPrHYHH PEAKIUH, EAUHWYHH CITyYau Ha aHaunaKkcus,

(6) MOBMLIEHA PEAKTHBHOCT HAa PECMMPATOPHMA TPAKT, OTHACAL] Ce€ RO acTMa M BIOLUABAHETO H,
OpoHxoCnassM, HWIH 3aayX;

(B) pa3sHOBMJHH KOXHH NPOABH, BKIIOYHTENHO OOPHBH OT pasjiMuYeH THI, MPYPHTYC, YPTHKapHs,

My pITypa, aHFHOEAEMa H MHOTO PANKO eKC(OTHATHBHH H OYJIO3HH AePMATO3H { BKITIOYHTENHQ.TO
SIHAEPMANIHA HEKPONM3a, CUHAPOM Ha CTHBBHC-JDKOHCHH H epHTEMa MYIITHGOPME).

fTaTOre HeTHYHHUAT MEXAHH3IBM Ha JIEKAPCTBO-HHAYLHPAHHA aCENTHYEH MEHHHTHT
uzsacHeH. Bunpexu ToBa HATMUHHTE AaHHH 32 cBbp3anua ¢ HCTIBC acemmuuen Me

KBM PEaKLIMA Ha CBPBLXYYBCTBHTENTHOCT (MOPaH CHBIIAACHHE M0 BpeMe ¢ ymoTpeda




1 MPEeMHUHABAHE Ha CHMITTOMMTE Clie/l IPpeKpaTaBaHe Ha jedcHreTo). Tpabea aa ce oTbenexw, ue ca
HabMonaBaHH eqUHWYHH CHMITTOMH Ha ACETTTHYEH MEHHUHTHT (KaTo BpaTHa PHTHAHOCT, rNaBoboJIHE,
rajieHe, TIOBPBLIAHE, TPECKA WM 3aMBIJIEHO Cb3HAHHE) MO BPEME Ha JieueHHe ¢ nbynpoden npu
NAIMEHTH C ABTOMMYHHH HapylIeHHs (KaTo CHCTEMEH JIyIyC €PHTEMATO3YC, CMECEHa CheIHHHTETHO-
ThKaHHa 00JIeCT).

HoxnaxBane HA NOAOZHPAHHE HEXKEJIAHH JCKAPCTBECHH PEAKHHA

CroflaBaHeTo Ha MOAO3HPAHH HEXEJaHH PeaKLMH el paspeluasaHe 3a ynotpeda Ha eKapCTBEHHS
NPOAYKT € BaxkHo. TOBA MO3BONABA Ja MPOXB/DKH HAaGNOACHHETO HA CHOTHOLUEHHETO NO0J13a/PHCK 32
NIEKAPCTBEHMN POAYKT. OT MEAULIMHCKHTE CIIELMAIMCTH CE H3UCKBA /ia Cho0111aBaT BCAKa
MONO3MPaHA HEXEMAaHa PEaKLUA upes:

HanenHMTeNHa areHIUAA 110 JIEKAPCTBATA

yi. ,,JJamax I'pyes® Ne 8

1303, rp. Cogus

Ten.: +359 2 8903417 www.bda.bg

4.9 IIpenoinpane

Ho3a ot ubynpoden Hag 400 mg/kg Moxe Aa A0BEAE A0 NMOABATA HA CHMITTOMH Ha TOKCHYHOCT, KaTo
pHCKA OT TOKCHUHH eheKTH He TpaOBa Na ce w3Kno4Ba npy ao3u #aa 100 mg/kg.

a) CHMIOTOMH [IpH NpeAl03HpaHe:

[ToBeueTo NaLMEHTH, NPHEIK KIHHHYHO 3HauuMK Konudectsa HCTIBC pa3supaT HaH-MHOTO rafeHe,
MOBPbIIAHE, EMUracTpanHa GoNKa WK Mo-paaKo AHapHia. BE3MOXKHH ca HHCTarbM, HapyLICHO 3pEHHE,
IIyM B YLIHTE, IMaBOOONIHE H KbPBEHE OT CTOMALIHO-YPeBHHA TPAKT. [IpH no-cepuo3HH OTpaBAHHA
MOKe Aa ce HabmoJaBaT HapyLICHHS OT CTpaHa Ha LCHTpaJIHaTa HEPBHa CHCTeMa, U3pas3saBallld e BbB
BEPTHIrO, 3aMagHOCT, CHHIMBOCT, NOHAKOra BL30ya H A€30PHEHTALIHA, 3ary0a Ha Chb3HAHHA HIIHM KoMa.
[Tonsaxora ce Habmoasat ropuose. [IpoabmkuTeNnHaTa yrnoTpeba Ha Mo-BUCOKH A03H OT
[peNOPBUMTENHHTE WK NIpeo3UpaHe MoXke Na AoBefe o Op0peyuHa TyOy/Ha alnno3a u
xunoxandemud. [Ipu cepHo3HO oTpaBaHe MOXe a ce nosBu MetabonuTHa auMnosa. Moxe aa ce
HABGMIONaBa XUITOTEPMHA H XHMIEPKATEMHS ¥ MOXKE J1a Ce YABDKH npoTpoMOuHOBOTO BpeMe/INR,
CBLP3aHO BEPOATHO ¢ HaMeca BbB PYHKUMHTE Ha LMPKYNHpauMTe GaKTopH Ha KPHBOCHCHPBAHETO.
Moe aa ce Ha0aoAaBa 6L6peYHa HEAOCTATEYHOCT, YBPEXKAaHe HA YepHHA P00, XMIMOTOHHA,
pECTIMPAaTOpPHA AeNpecks W LMaHo3a. Bu3MoXkHO € 0D0CTpsAHe Ha acTMaTa IpH aCTMATHLM.

0) JleueHnue

Hama cnewm¢uueH aHTHAOT.

Jleuenuero TpsbOBa na ObAe CUMITTOMATHYHO U MOAMBPXKAIIO KATO BKJIIOUBA NNOAXbPIKAHE
MPOXOAMMOCTTA Ha JHXATEITHHTE MbTHILA ¥ MOHHTOPHpAHE HA ChPAEHHHTE W XKU3HCHH NOKa3aTeH 10
crabunusupanero. o eauH 4ac cnen NpyueM Ha NMOTEHUMATIHO TOKCHYHO KOJIMHMECTBO MOXKE Aa ce
MPHJIOKH aKTHBEH BBIIEH. AKo HOynpoden e Beye abcopbupaH, MOrar aa ce NpHIoKaT ajIKaaHH
BELIECTBA, KOUTO Ja YCHJIAT eKcKpelmsTa Ha uOynpodeH KucelldHa B ypyHaTa. UecTHTe U
NPOABDKHTEHH KOHBYJICHH TP#0Ba Aa ce TPeTHPAT ¢ MHTPABEHO3€eH uasenaM WK nopasenaM. l1pn

5. ®APMAKOJJOIHUHH CBOUCTBA

5.1 dPapmakoaRBAMHYHH CBOHCTBA

Dapmaxomepanesmu4na 2pyna: IPOTHBOBBINAIUTE/IHA U aHTHPEBMATHUHH NPOIY
HECTEPOMIHH; AEPHUBATHA HA MPONHOHOBATE KMCEIHHA

ATC xoa: MO1A EO]



HU6ynpoden € HECTEPOMAHO MPOTHBOBB3NanuTeHo JiekapeTso (HCIIBC), nokasano edekTHBHOCTTA
cu 1py 06HYaiiHKUTE EKCIIEPUMEHTAHM MOZE/H Ha BL3MAICHHE NPH XXHBOTHH 4pe3 HHXMOMpaHe Ha
fpocTarnaHaMHoOBaTa cHHTe3a. [Ipn xopa, Hbynpoden Hamansea Gonkara, OTOKa W TeMNepaTypata
NpHYHHEHHU OT Bh3naieHue. OcBeH ToBa HOynpoden obpaTtiMo HHXMbUpa arperaluATa Ha
TpoMOOHUTHTE.

Knuuuusata ePeKTHBHOCT Ha HOYynpodeH € A0KA3aHA NPH CUMNTOMATHYHO JIEYeHHE Ha JieKa A0
yMmepeHa Gonka kaTo rnasobonue, 3660601 U NPpH CHMIITOMATHYHO JICUEeHUe Ha (PeOpWIHTET.

AHanreTM4YHara J03a 3a Aciia ¢ 7 a0 10 mg/kg rerno Ha npueM npu makcuman#o 30 mg/kg/nen.
Hypoden 3a FOHowu Sroaa ceabpka uOynpogeH, KOWTO MOKA3Ba, B OTBOPEHO NPOYUYBAHE, HAYAJIO HA
aHTHITHPETHYHO AcHcTBHE cnen 15-Ta MUHYTa H NOHKABA TEMIepaTypara npu aeuara 1o 8 uaca.
ExcriepuMeHTanHH JaHHH MOKa3BaT, ue HOynpodeH Moxke KOHKYPEHTHO Ja NIOTHCHE eekTa Ha
HUCKUTE [I03H ALETWICATHLIIOBA KHCETHHA BHPXY TPOMOOLIMTHATS arperaiys, KoraTto ce npuemMar
enHospemeHRo. Hakou dapMakoAHHAMWYHH [TPOYYBaHHS NIOKA3BAT, Y€ KOraTo eAHHIYHA 1033
ubynpoden 400 mg e npuera B pamkuTe Ha 8 yaca npean unv 30 MuHyTH cniea Ao3a oT 81 mg
ALIETHICANHIIMIOBA KHCEIHHEA C HEMOCPEACTBEHO 0cBObOXKAaBaHe, ce HabnmonaBa NOHHKEH eEKT Ha
alICTHICATMUANOBATA KHCeNuHa BrpXY o6pasyBaneTo Ha TpombokcaH Wi TpomMOOLMTHATA arperauus.
Buipeku, Ye KMa HECHIYPHOCT MPH €KCTPANOJIMPAHETO Ha TE€3M AaHHH OT KJIMHHYHH CTydaH, He MOXKe
na 6bie HIKTMIOUEeHa Bh3MOXKHOCTTA, Ye PEAOBHATA, MpoAb/DKHTENHA ynoTpeda Ha HOyrpodeH Moxke
Aa HaMAJIH KapAHONPOTEKTHBHHA €(eKT Ha HHCKH A03M alETH/ICATHIM/IOBA KucennHa. He ¢

BH3MOKHO J1a ce HabmoaaBa KIMHWYHO 3HauHM eeKT NpH HepeAOoBHaTa ynoTpeda Ha HOynpogdeH
(BHXK T.4.5).

5.2 @OapMakOKHHETHIHH CBOHCTBA

He ca npoBexaHH CNIELMATHK NPOy4YBaHHA Ha ¢papMaKkOKMHETHKATa npH Aeua. JInrepatypHuTe
[aHHU NOTBBLPXKAABAT, Ye abGcopOumara, MerabonuiMa U eTMMHHAUMATA Ha HOYNpodeH NpH feuara ce
OCBUIECTBABAT MO ChillMA HAYHH, KAKTO NPH BL3PACTHHTE.

Cnen nepopaiHo npuioxkerune, ubynpoden ce pesopbupa 4acTHUHO B CTOMAXa U HAIIBJIHO B TBHKHTE
qepBa. Cnep MeTaGonu3upaHe B YepHus Apob (XuapokcuiIHpaHe, KapOOKCHIMpaHe, KOHIOTaLuA )
(hapMaKOIOrHYHO AKTHBHUTE METAGOMMTH ce eMMHHHPAT HAITLHO, OCHOBHO 4pe3 OuOperTe (90%)
M OTHACTH Tpe3 HKITBYKATA. ENMMHHAITHOHHHUAT NOAYXKHUBOT NPH 3/IpaBH HHAWBHIN W TIPU TaKHUBAa C
6u6peunH 1 yepHoapoOHH 3abonasanus € 1,8 — 3,5 yaca. CRBP3BAHETO € IJIA3MEHHUTE MPOTEHHM €
okono 99%.

LOpDeYHo vB aHe

TBii kato ubynpodeH H HeroBHTe METaGONHTH Ce OTACAAT NPEAHUMHO npe3 ObOpeuuTe, Mpw
MaLMEHTHTE ¢ Pa3fiiyHa cTenen Ha 6BOpeYHO YBpEeKAAHO MOXKE 1a ce Hab/moaaraT NpoOMeHH BLB
(hapMaKOKHHETHKATA Ha JIEKapcTBEHHA npodykT. Crobimasa ce 3a nauneHTH ¢ Op0peyuHo yBpexaaHe ¢
HamalleHO CEBP3BAHE ¢ MJIa3MEHHTE NPOTEUHHM, NOBUILICHH IU1a3MEHH HUBA Ha 00K U HECBbP3aHHS
(S) n6ynpodeH, nopumeHu croitHocTy Ha AUC 3a (S)-ubynpodeH H NOBHILIEHO eHAHTHOMEPHO (S/R)
CHOTHOUIEHHE B CPABHEHME ChC 3ApaBH KHAMBUAM. ITpH nmaumeHTH ¢ kpaifHO Texko OBOpeyHo
yBpexaHe Ha XeMOJHanu3a, cpeaHaTa ceobonna ¢pakuus Ha cBoboaen udynpogeH e 6una 3% s
cpaBHeHHe ¢ mpubnusurento 1% npu 3npaBu aobposonuy. TexxoTo HapyieHue Ha OLOpeuHara
(byHKLMA MOXE Aa AOBEAE A0 KyMyJIHpaHe Ha MeTaboIHTH Ha HOynpodeH. 3HaYUMOCTTa Ha TO3H
etheKT He e u3BecTHa. Metabonurure Morar Aa ObAAT H3BJICUCHH YPE3 XEMOAHANH3a (BXK CbLUO T. 4.3).

Yepro HO VB ane

AnkoxonHa uepHoapobHa 6oecT ¢ 1eKo 10 YMEpEHO YBpeneHa yepHoapobHa gyH EHLW?’?R
10 3HAMMTEHH MPOMEHH Ha (apMaKOKMHETHYHHUTE noka3zaTenn. YepHonpobHo yspe %i
MPpOMEHH AHUCNIO3HLIMOHHATA KKHETHKA Ha HOynpodeH. T1py nauxeHTH ¢ IMpo3a H y § MR 4
yepHoapoOHO yapexaane (6-10 ouenka no Child Pugh) e nabnionasaHo cpeaHo i
yAL/DKABAHE HA MOMY>KUBOT2 U 3HAYMTENHO NMOHIDKABAHE HA HAHTHOMEPHOTO (S/R)



CpaBHEHHE ChC 3APaBHM RHAMBMIIM, NOKA3BALIA HapylleHa MeTabonnTHa uHBepcus Ha (R)-n6ynpodes
B akTHBEH (S)-eHaHTHOMED (BXK CbLLO T. 4.3).

5.3 IlpeaxIRHNYAH JAHAH 32 0e30MACHOCT

ITpH eKCIIEPHMEHTH C KMBOTHH CYOXpOHHYHATA M XPOHHYHA TOKCHYHOCT Ha uOynpodeH e Guna
HabGmoaapaHa riof Gopmara Ha JI€3HH W Y/ILEpalMH Ha FACTPOUHTECTHHANTHMA TpakT. HOynpodeH He e
MOKa3al KJIHHHYHO 3HAYHM MyTareHeH MOTeHUMa mpu in vitro H in vivo npoyusaHus. He € fokasaH
kaHiteporened edekt Ha uOynpoger npH 1Poy4BaHUs BbPXY ILTbXOBE U MHLIKH.

U6ynpodeH e 10BeN A0 NOTUCKAHE Ha OBYJIALIMATA NPH 3aiLH{, KAKTO K 0 HapyLIeHa MMIUTAHTalK
MpPK Pa3THYHMA XKUBOTHHCKHM BHAOBE (3aHIlH, ILTbXOBE H MHLIKH). EXCIEpUMEHTANHH MpOYy4BaHHA ca
foKazanu, 4e ubynpodeH NpeMHHaBa npe3 IUIALEeHTaTa B TOKCHYHH 3a MaikaTa 103K ¥ ce Habyllonasa
MOBMIIIEHA YECTOTA Ha BpoAeHHTe MandopMaumy (HanpuMmep AeexTH Ha KaMEepHaTa nperpajga) npu
MOTOMCTBOTO Ha ILUTbXOBE.

6. DPAPMAIIEBTUYHHA JAHHU

6.1 CinHChK HA HOMOIIHHTE BeleCTRA

JIuMOHEHa KHCE/IMHA MOHOXH AT,
HAaTpHEB LIMTpAT,

HaTPHEB XJIOPHA,

3aXapHH HaTpHH,

nonucopbar 80,

goMuden Spomua,

TEYEH MAJITHTOJ,

CITALEPOIT,

KCAaHTaHOBA I'yMa,

4roaosa eceHLHS (CbaAbpKa MPONMHJICHITIMKOIT),
MpeuHCcTEHa BOJA.

6.2 HecbBMECTHMOCTH

He e npuioxumo

6.3 Cpox Ha roasocr

Bytunku or 50 ml, 100 ml, 150 ml n 200 ml: 2 roauum.

Bytunku ot 30 ml: 1 roguHa.

Cpok Ha FOAHOCT CJICA OTBapAHE Ha ONaKoBKaTa: 6 Meceua.

6.4 CuoeuHAIHH YCJI0BHA 32 ChbXpaHeHHE

Ila ce cbxpansaa nmoa 25°C.

6.5 Buzx H chABPXKAHHE HA ONAKOB KATA

Kadssa 6yTunka or nonnerunenrepedranar (PET), ¢ Osana 3awMTeHa or Aeua Kanayika ot
nosreTwicH BUcoka rursTHocT (HDPE)

OnakoBKaTa CbhIbpKa MEPHTENHO YCTPOHCTBO: ABYCTPaHHA MEPHTENIHA ThxkH4Ka OT PP (c obem 2,5

ml 1 ¢ BbTpeIHa MapkKposka 1,25 ml or enHara ctpaHa H ¢ ofem 5 ml ot Apyrara cTpaHa).
byTHikaTa ceaspka 30 ml, 50 ml, 100 ml, 150 ml nnu 200 ml nepopanHa cycneHsus.

He BcHukH OMakOBKH MOrar Aa ObJaT mycHaty B nposaxoa.

6.6 CoenuHalHi NpeANAIHH MEPKH 38 H3XBBJISHE




HsaMa cneyHaiHM H3MCKBaHKAL.

7. HNPHATEXATEJI HA PAZPEHIEHHETO 3A YIIOTPEBA

Reckitt Benckiser (Romania) S.R.L.

48 Iancu de Hunedoara Boulevard, Building Crystal Tower
11th Floor, District 1, Bucharest, PyMmbHUA

8. HOMEP HA PA3ZPEINIEHHETO 3A YIIOTPEDBA
Per. No 20150019

9, JATA HA 'BPBOTO PA3PEIIABAHE / IIOJHOBABAHE HA PAZPEINIEHHETO 3A
YIIOTPEBA:
24.01.2015

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
anpwi, 2025




