KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
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B epHa tabnetka ce crappkat: 250 mg napateramon (paracetamol), 250 mg alleTHACATHUWIOBA
kHcennHa (acetylsalicylic acid), 50 mg kodenn (caffeine), 10 mg koaeuu docar XxeMHUXHApaT
(codeine phosphate hemihydrates).

3a ObAHHA CTHCEK HA NOMOIIHHTE BEILECTBA BHKTE TOYKA 6.1,

3. JEKAPCTBEHA ®0PMA

Tabnerka

Tabnetkure Aneders ca KPBIH, INOCKH TabNeTKH ¢ ABYCTpaHHA (aceTa, ¢ 4YepTa OT ¢JHATA CTpaHa,
¢ avameTsp 13 mm, ¢ 640 WIH 0OYTH GAN LBAT.

4. KJUHHMYHH JABHH

4.1 TepaneBTHYHHE NOKAIAHAS

3a kpaTkOTPaHHO M CHMITTOMATHYHO JIEYEHHE Ha TPYAHO MOBIHABALLH C& OT MOHOTepanua 60JIKH oT
pa3THYeH MPOM3X0J Che ciaba Ao cpeaHa HHTEH3HBHOCT!

) riaBobonue, Murpexa, 360601
. NOCTTPABMATHYHH M MOCTONEPATHBHK GonKu.
. OCTPH CTABHH H MYCKY/THH GOJTKH {BKIIOYHTEITHO ITPH BB3NATHTENHH H NECEHEPATHBHA

3ab0NABaHHA HA OTIOPHO-ZBUrATSIHUA anapar).

3a00NABaHHA Ha TICPH(DEPHUTE HEPBH — HEBPATITHH, HEBPUTH, PAAHKYIHTH, ILICKCHTH.
BEITATHTEIHH NIPOLIECH HA TOPHHATS AUXATEIHNA [TETHINA, IPOTHYALIM ¢ KAULIHIA H MOBHINEHA
TeMIIeparypa.

JlexkapcTBEHH NPOAYKTH, KOHTO ChABPKAT KOAEGHH Ca MMOKA3aHH TNIPH NALMEHTH Ha BB3pacT Haj
12 rogunu 3a neueHne Ha OCTPa, yMepeHa O0MKa, 3a KOATO ce CHHTA, He He o¢ ofJieK4aBa oT ApyrH
aHAJITETHLH, KaTO napaueTaMon uin noynpodeH {CaMOcTOATENHO).

4.2 JlozdpoBka H HAYMHH HA NPHANOKEHHE

Jo3upoeka

Bespacthy:
Obuuaiino ce npriema no 1 Tabnerka 3-4 mbTH gHeBHO. MakcuManHaTa eIHOKPATHA Jo3a €
P

2 TabneTKy, a MAaKCHMA/IHATA JHEBHa 1034 € 6 TablIeTKH.

IlennarpuyHa nomysianus:
ZJena Ha BB2pact ot 12 a0 18 roauum:

L03MpOBKATA € KATO MpPH BB3PACTHH.
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Vnotpebara Ha AlledeuH He € NPENnOPbYMTEIHA NIPH Aeua Ha B53pacT oT 12 ao 18 roguuu ¢
HapyIllcHa AWXaTelTHa GyHKIMs 3a CHMIITOMATHYHO JIeYeHHE Ha KaULTHLA K/HAK NPOCTyaa (BK.
TOuKa 4.4).

Heua mon 12 roapsau

Anedent e OIOKA3AH NPH AElia Ha Bh3pacT oA 12 rogunu (Bxk. Touka 4.3).

Anedeus He Tpa6Ba Aa ce H3MON3BA NPH AL HA BH3PACT M0 12 rOAHHM, NNOPARH PHCK OT ONHOHAHA
TOKCHYHOCT B PE3YJITAT Ha BAPHAOH/IHHA ¥ HeNpeaRHauM MeTabonHIbM Ha KOACHH A0 MOphHH H (BXK.
Toukei 4.3 u 4.4).

AlledeHH € IPOTHROMOKA3aH NPH Aella Ha BB3pacT 0ol 12 roArHA 3a CHMITTOMATHYHO JICYEHHE Ha
KALITHLE BW/HIH DPOCTYAA (BK. Touka 4.3).

HauuH Ha npHIOXKeHHE
Ilpunara ce nepopanHo.

TabneTKHTe C& MPHEMAT 110 BpeMe Ha XpaHeHe, ¢ TeUHOCT.

KypchT Ha JleueHHe e ¢ NPOABIDKUTENIHOCT He MoBeye oT 5-7 AHM.

TMpoABIKMTENHOCTTA HA TeYeHHeTO TpAORa a ce OrpaHHYaBa A0 3 AHH M aKO HE C€ [IOCTHTHE
edexTrBHO oOnexyapaHe Ha Gonkara, MaMEHTHTE/0OTpHKBAILKTE MM NHLA TpA6Ba Ja Gbaar
TIOCHBCTBAHH OA NOTHPCAT MHEHHETO Ha JIEKAPp.

43 IIporHBOmOKA3AHHSA

. CBPBXYYBCTBHTENIHOCT KBM HAKOE OT AKTHEHHTE MM KbM HAKOE OT MOMOIIHHTE BEILECTBA,

W30poeHH B Touka 6.1

CBPBXYYBCTBHTEIHOCT KbM HECTEPOHIHH NPOTUBOBE3IATHTEIHH MPOTYKTH

A3Ba HAa CTOMAaxa H JyoaeHyMa

CBINECTBYBAILA XeMOparHdHa AHaresa

Texkka 6p0peyHa 1 YepHOAPOOHA HEOCTATEYHOCT

OpeMeHHOCT

TIPH BCHYKH MeAMaTpHIHH manueHTH (0-18 roauumn), KOUTO ce NoparaT Ha TOH3HASKTOMHA

W/HJIH aIeHOMAEKTOMHS 110 TIOBOJ, HAa CHHAPOM Ha OOCTPYKTHBHA ChHHA allHeA, opaju

TIOBULIECH PHCK OT Pa3sBHTHE HAa CEPHO3HH H )KHBOTO3ACTPALIABALIH HEKENIAHH JIEKapPCTBEHH

peakuuH {BX. ToUKa 4.4)

. npy AeLa Ha BB3pacT nof 12 rofMHH 3a CHMITOMATHYHO JIeYeHHE Ha KaIIMLa W/amH npocTyaa,
nopanaH [OBHILEH PHCK OT PA3BHTHE HA CEPHO3HH M JKHBOTO3acTpalllaBalliH HexelaHH
JEKAPCTBEHH peaKkLiiH
NpH 3KeHH B IEPHOAA Ha KbpMeHe (BX. To4Ka 4.6)

npiy NalHeHTH, 3a KOUTO € H3BECTHO Y€ ca CBpbXObp3u MeTabonH3aTopH Mo OTHOLIEHHE Ha
CYP2D6.

44 CpenHanny npeaAynpe:KACHHA B NpeaAna3Hd MEPKH IPH ynoTpeda

I[IpomykTsT Tp6Ba Na ce npunara ¢ MOBHIIEHO BHUMAHKE TIPH MALMEHTH ¢ GpOHXHANTHA acTMA.
ITpunoxenuero My Tpabea ga 6b1e npexpaTeHo He3aDaBHO MPH HAJIMYHE HA CUMITTOMH Ha
anaduIakcHa (BHe3alHO HACTHIIHIIA TEXKA ANePrHYHA PeaKLya ¢ KOXKHH 0OpHBH, 3a1yX,
FACTPOHHTECTHHANIHH H KapAWOBACKYJIapDHH OIUIAKBAHHKA).

HeobxoanMo e noeuureHo BHUMaHHE TIPH €IHOBPEMEHHATA ynoTpeba ¢ ApyrH JeKapcTReHH
APOAYKTH, ChABPKALIH MAPalEeTaMoIl, NOPAaAH PHCK OT ITpeAo3npaHe.

IIpH pHeM Ha NO-BHCOKH AO3H OT MPENOPBYIHHTE, CHILIECTBYBA PHCK OT CEPHO3HO YePH
YBpEHIAHE. 74

Hpn no-4ecTo K NpoABBKUTENHO ApHeMaHe Ha AnedenH e Heo6XoaHMO Ja ce
KPBBHATa KAPTHHA M Ha MOKasarenuTe Ha Gp0peunara u sepHoapobHaTa GyH
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HafmioneHHe HA NALMEHTHTE, NOPAIH BH3MOXKHA NOABA HA OKYITHH KPHBOM3IMBH OT CTOMALIHO-
YpeBHHUA TPAKT.

IpoaykTsT TpaGea Aa ce Mpunara ¢ MOBHIIIEHO BHUMAHHE NPH MALMCHTH B CTAPYECKA BB3pacT,
TIALIHEHTH C TacTPOAYOASHHTH, HCXEMHUHA OONecT Ha ChpLIETO, XUIIEPTOHHA, HApYINEHHA B
neprdeprOTO KpBBOOOpallIcHHE, MEHO- H METPOPATHH, NOPAJIH O-HECTHTE MPOABH HA HEXENaHH
NeKapcTBEeHH PEaKiHH.

AuedenH Moxce 1a NOBIHAe 1a6OPATOPHUTE PE3YATaTH NPH H3CACABAHE Ha MTHKOYHA KHCEIHHA H
KPBBHA 32Xap.

[Ipu npoabLKKTENSH NpHeM HA AlleeHH MOKe Aa C€ pa3BHE 3aBHCHMOCT KbM ChABPIKAIIHAT ¢& B
HET0 KOJEHH.

BB3MOKHO € Aa ce MOABH M Aa C€ BJIOIIH HAJHIHO [JIAR0DONHE ciie/l MPOABDKHTEIHO aHANTETHYHO
mevenue (>3 MeceLa) ¢ U3MO3BAHE HA AaHANTETHIM TIpe3 el WiH no-decto. ['napobonne, NPHIHHEHO
OT CBpBXYynoTpeda Ha aHANreTHUH, He OMBa A4 Ce NeKyBa ¢ yBe/lMuaBaHe Ha fozaTta HM. B Takuea
CITyYaH aHAITEeTHYHOTO JieyeHHe TpAOBa fa ¢ TPeKpaTH CeN KOHCYITALMS C AeKap.

Merabonussm no orHomenne Ha CYP2D6

KopmeunsT ce MeraGonusupa ot yepHoapobHus enzuM CYP2D6 no MOpdHH, HEroB aKTHBEH
MeTaboMHT, AKO NALMEHTHT MMA JEQULIMT WK [TBJIHA JTMNCA HA TO3H €H3HM HAMa Jia Obae nocTUrear
ageKBaTeH TepaneBTH4eH eekT. OLEHKHTE MOKA3BAT, Y€ € BB3MOXKHO TaKbB Ie(HIHT Aa uMa 1o 7%
OT SBpOTICHIHATA NomyJanka .Ako o0ade MAHEHTET € eKCTeH3HBEH WK CBPBXOBP3 MeTabonuzaTop
CBHINECTRYBa IOBHLIEH PUCK OT Pa3BHTHE HAa HEXKENAHH peaklMH Ha ONIHOHIHA TOKCHYHOCT AOPH MPH
oGHualiHo npeanucBany fo3H. Te3H MalMeHTH pasrpaxaaT Obp30 KOASHH 10 MOPGHH, KOETO BOAH IO
N0-BHCOKH OT OYaKBaHWTE HHRA Ha CEPyMeH MOPhHH.

OCHOBHHTE CHMITTOMH HA OITHOHAHA TOKCHYHOCT BKJIFOYBAT O0BPKAHOCT, CEHIHBOCT, MOBBPXHOCTHO
AMINaHe, CTeCHEHH 3€HHLM, raJieHe, NOBphLiaHe, 3aNeK U IHNCca Ha aneTHT. [Ipy TexKH ciiydaH ToBa
MO)Ke A2 BKIHOYBA CHMITOMH HA [APKYJIATOPHA W PECIHpPATOPHa JenpecHa, KOHTO MOXE 13 ca
AKHBOTO3ACTPAIIABAINH H MHOTO PAAKO - (aTamHH.

To-gony ca 0606LIEHH OLlEHKHTE 32 Pa3NIPOCTPaHEHHETO Ha CBpbXOBp3n MeTabonusaropn cpen
PA3THIHHTE MOy AUAN:

[omynanms PasnpocTpanenue, %
Adpukancka/EtHoncka 29%
AdpoamepHKkaHCKa 3,4% 10 6,5%
Asnatcka 1,2% no 2%
EBponeniHa 3,6% 10 6,5%
I'prlika 6,0%

YHrapcka 1,9%
CesepHoeBponeHcKa 1% no 2%

Puck npu ednospemenrama ynompeba Ra ceOamusHy Rexapcmed, Kamo Gensoouasenuny unu
ROOOOHU HA MAX ReKaAPCIMaa

EnHoBpeMenHaTa ynoTpefa Ha KOACHH H CEAATHBHH JIEKApCTBa KaTo OeH30Ha3eITHHH WIH NOA00HH
Ha TAX JICKapCcTBa MOKE Ja JOBEAE A0 ceNalliA, peclIHpaTopHa JeTIpecHd, KOMa H CMBpPT.

HOpﬂ,ﬂH TE€3H PHCKOBE €ITHOBPEMEHHOTO NIPEANHCBAHE ¢ TE3H CeJATHBHH JIEKapCTea TpﬂﬁBa Jace
3anasH 3a NAUHECHTH, NPH KOHTO HE Ca BhIMOXKHH aATepHAaTHBHH BBE3MOXKHOCTH 33 J'le'-[el:[_[_flﬁ.., o

ceNaTHBHHU JIeKapcTBa, TPAGRA [1a € H3MON3Ba Hali-HHcKaTa edeKTHBRA 1033 H
Ha neucHueTO TPAOBA Ja 6blle BB3MOMKHO HaH-KpaTkKa. '
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[MarmenTtTe TpAGBa Na OBAAT BHUMATENHO IPOCIEANBAHH 32 MIPH3HALM H CHMITTOMH Ha
pecmuparopHa Aenpecusa ¥ cequpase. [To Ta3u npuuMHa ce MpenopbyuBa HACTOATENHO NALMEHTHTE U
TPIKEIINTE € 34 TAX Ja OBAAT 3aMI03HATH ¢ TE3H CUMITOMH (BXK. TouKa 4.5).

[NeauaTpHyHa OOV

Credonepamusna ynompeba npu ceya

B nyGnuKkyBaHaTa 1MTEpaTypa ca ChoOLIEHH CIy4al, B KOUTO JABAHHMAT CI€A0NEPATHBHO KOAECHH NPH
Iena ciael TOHIWIEKTOMHA HW/HIIH aJeHOWAEKTOMMS 1O N0BOJ Ha OGCTPYKTHBHA CHHHA ANHEA € JIOBE
A0 pEAKH, HO momaacmamanamﬂ HEXKCNIAHH JICKADCTBEHH pEAKIIHH, BKAKOYHTENHO CMBDT (B?K
¢bio Touka 4.3). BeHukH Aena ca momydapasii J03H KOJEHH B MOAXOAANIAA 10308 auana3on. HMa
NAHHH, Y€ Te3H Aela ca OHIIH WK CBPHXOBP3H MK eKCTeH3HBHH MeTa00JTH3aTOPH NO OTHOIIEHHE Ha
TAXHATA cO0COOHOCT A4 MeTaloNU3MpPaT KOAEHH J0 MOpQHH.,

Heya ¢ napywena ouxamenna dynxyus

VrorpeGata A2 KOASHH HE Ce NPENOPHYBA [IPH JE1a, TIPH KOWTO AHUXaTenHaTa (GyHKIMA MOXKeE Aa e
HAPYLIEHA, BKIFOYHTENIHO HEPBHO-MYCKYJIHH Pa3CTPOICTBA, TEKKH ChPAEUHH HIH PECIIHPATOPHH
3abonaBaHud, HHOEKIHH Ha FOPHUTE MXATESHH IbTHILA WK Gelia apol, MHOXKeCTBEHA TpaBMa HIH
rosieMH XMpypriugnu onepauud. Tesn daxTopu Morar aa BROIIAT CHMOTOMHTE Ha MOpQHHOBA
TOKCHYHOCT.

Homownu gemgecmea
Tosa nekapcTBO ChABPKa no-Manko ot 1 mmol HaTpuii (23 mg) Ha TabneTka, T.e. MOXKe Ja CE KakKe,

Ye MPaKTHIECKH He ChABPIKA HATPHIA.

4.5 BaammozneiicTBHE ¢ APYrH JIeKApCTBEHH NPOXYKTH H ApYrH ¢opME Aa B3anmoleiicTBHE

Creraekute Ha KOMOMHALMATA ce HaMecBar B MeTalonM3Ma Ha MHOTO JIEKapCTBa, MOopagH KoeTo
TpaOBa na ce M304rea KOMOMHHPAHETO C APYTH MPOAYKTH.

Hapaueramon
EnHOBpeMEHHOTO OPIITOKEHHE ¢ aMHHO(EHA30H MOJKE [1a IOBeAe A0 3acHIBaHE Ha

(hapmakonorudHNTE eQeKTH Ha JBATA [IPOAYKTA, KAKTO M 4O NMOBHIIABAHE HA TAXHATA TOKCHYHOCT.
MapaueraMon NoTeHUEpa epeKTHTE HA KYMapHHOBHTE AHTHKOATYJIaHTH,

Tapanetamon KaTo HHIYKTOp Ha MHKPO3OMHUTE YePHOAPOGHH €HIHMH MOXE J1a pelyLiHpa epeKTHTe
Ha JIEKAPCTBEHH NMPOAYKTH, KOMTO CE MOJAAraT Ha HHTeH3HBHa YepHoapobHa OHoTpancdopmars.

IMepopanHiTe KOHTPALIENTHBHH NPOLYKTH, HHAYLIMPAHKH MIIOKYPOHHIHOTO H CyNidaTHOTO My
KOHIOTHpaHe OTCIa0BaT HETOBHTE €(SKTH.

To ¢BIOUs MEXAHH3BM pHGAMITHLME HAMANABA AHANTETHYHHA MY eheKT.
IluMeTHAHA HAMANIABA TOKCHYHOCTTA MY H 3aCH/IBAa aHATE3HATA.

l'IapaueTaMOH YABLJEKaBa IUTa3MEHHA TI0JTYKHBOT Ha X.TlOpﬂM(l}GHHKOﬂ ¢ ObT4 HA KOMIIETUTHBHOTO
MOTHCKAHE Ha HETOBHA MeTabOTH3BEM H BOJH N0 NOBHILIEH PHCK 0T MHCTIOTOKCHYHHA e(be]cru.

EnHoBpeMEHHOTO NPKHICKEHHE € aTIKOXOJ H XSMATOTOKCHYHH JIEKApCTBEHH CPEICTBA BOAH JI0

MOBHILEH PUCK OT YepHOAPOOHO YBpesKaHe, MOpaJH CYMHpaHe Ha XenaTOTOKCHYHOTO ,ucucmne H
MOBNLIEHO 00pa3yBaHe Ha XENMATOTOKCHYEH MeTaboaHT Ha NapaLeTaMon B pe3yJITaT Ha, ,
HHIYKIHA,

AlleTHICAaNUIIMIIOBA KHCETHHA
ExcniepuMeHTATHA AaHHY TTOKA3BaT, ¢ HOympodeH Moxe aa mHxuOMpa edekTa
AlleTHICATHIMIOBA KMCETHHA BBPXY TPOMOOLIATHATA arperaiiys, KOTaTo Te ce Ip
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eaHOBpeMeHHO. BLIpeku ToRa, orpaHHYeHUTE NaHHHA H HECHIYPHOCTTA OTHOCHO €KCTPANONALMATA HA
JaHHH ex Vive KbM KIHHHYHATA CHTYALHA [IOKa3BaT, Ye He MOTaT J1a Ce NPaBAT KaTeropHYHH
3aKJIIOMEHHA 33 peaoBHaTa ynoTpeba Ha HOynpodeH, U Ye KIHHHYHO 3HAYUM e()eKT € Manko BeposTeR
IpH MHUKOEHTHA ynoTpeda Ha uObynpoden {Bx. Touka 5.1).

[Tpu eAHOBpEMEHHA yIOTpe6a Ha ALIETRICATHIMIOBA KHCENKHE C APYTH HECTEPOHIHH IIPOTHBO-
BB3NMAIHTENHH CPEACTBA, KOPTHKOCTEPOUAH HITH AJIKOXOJ Ce TI0BHIIABA PHCKET OT HACTBHIIBRHE HA
HE)KENaHH e)eKTH OT CTpaHa Ha CTOMAIIHO-YPEBHHA TPaKT (Y/ILEPALHH, KEPBEHE).

KOpTHKOCTGpOHIlHTC HaManaBaT CCPYMHHATE KOHLUCHTPALUMH Ha aleTHICANHIHIIOBATa KHCETHHA.

IIpn cpEMecTHa YNOTpeha Ha AaleTHICATHUIIIOBA KHCSITHHA ¢ TPOMOOIHTHYHH NPOYKTH KaTo
AHTHCTPENTA33, CTPENTOKHHA3A, YPOKHHA3A H AP. CE YIb/LKABA BPEMETO Ha KBPBEHE M CE 3aCHIBA
PHMCKBT OT XeMOparuH. ALIETHICATHIIWIOBATA KHCETHHA MOXKE [1a H3MECTH XENnapHHa, KyMapHHOBHTE
H HHIAHTHOHOBH aHTHKOArYNIaHTH OT CPBP3BaHETO MM C IUIa3MEHHTE NPOTSHHH M Taka A3 MOBHIIH
KOHLIEHTpaLHATa UM B [U1a3MAaTa M PHCKa OT KbpeeHe. He ce npenopnusa chBMecTHa ynorpeba Ha
ALETHJICATTHLMNOBA KMCEAMHA ¢ AHTHATPEraHTH MOPAaM MOBHIIABAHE HA PUCKa OT KbpeeHe., Hakon
OPOAYKTH KaTo LedanocnopHHOBA aHTHOHOTHIM H BaNNpoesa KHCETHHA MOTAT Jia NpeH3BHKAT
XHMOMPOTPOMOMHEMHES, 8 BAJINPOEBATA KHCEINHA HHXHOHpa TPOMOOLTHATA arperalus.
CeBMecTHATa HM ynoTpeba ¢ AleTHICATHIIIOBA KHCEIHHA NOBKLIABA PHCKA OT KEpBeHe. Ts Moxe na
3ACHITH XHIIOTTHKEMHYHAA e(DeKT Ha NePOPANHHTE CYNIpaHITypeHHH aHTHAHAOETHH CpencTRa,
NOpajM KOETO ¢ HANara KOPeKLMs Ha 103aTa HM H MOBHLISCHO BHUMAHHE IIPH Ta3H KoMOHHALMHA.
Hatprypetnaansat edeKT Ha CIHPOHOIAKTOH HAMAJIABA NPH ChBMECTHa yrotpeba ¢
ALIETHICANMIITIORA KHCETHHA.

AleTHIICATHIMNOBATA KMCENHHA HaMaJisea OBOpeYHHS KIHPHHC HA METOTPEKCAT H TaKa MOXKe A3
MOBHLIH IIA3MEHHTE MY KOHIIEHTPAlHK 10 TOKCHYHH, NIOPaJlH KOETO HE CE NMPETNopBLYBa ChBMECTHATA

HM ynoTpeba.

ALICTHWICANHIHIOBATA KHCEITHHA 0TCIa0Ba e(eKTa Ha YPHKO3YPHIHHTE JIEKAPCTBCHH NPOLYKTH
(npoberena, cyIdQHHNHPa3OH).

Ennoepemennara ynorpeda ¢ anrHaunan, Ho-6nokepy H aHTHXOMHHEPrHYHA NPOXYKTH HAMAJIABA
pe3opOuMATa Ha aLeTHICANMIIMIORA KACEIHHA.

®enobapObuTan HamManaea eeKTa Ha ANETHIICANHLIOBA KUCEITHHA NOPARH €H3UMHA HHAYKITHA K
YCKOpEHHE Ha mMeTabonH3Ma My.

AlleTWICATHIMIOBATa KHCETHHA HAMAJIABa qepHo,npoﬁﬂml KJJHPBHC Ha 3HOOBYIIHH, KATO C&
NMOBHUIABRA PHCKA OT TOKCHYHOCT.

EAHOBpEMEHHOTO NPHEMAHE C TETPALMKIHHH MOXKeE aa JoBene A0 o0pa3yBaHe Ha HepesopOHpyeMHE
KoMmnekcH. Toea H3MCKRa HHTEpEan OT Haii-manko 1-3 yaca MEXOy NpHeMa HA PasTHIHHTE
JIEKAPCTBEHH NMPOAYKTH.

EQHOBpeMEHHA NMPOIB/UKHMTENHA yoTpefa Ha AUSTUACATMLIIIOBA KMCEHHA C alleTaMUHO(eH
MOBHINAEa CHIHHU(HKAHTHO PHCKA OT HACTHIIBAHE HA aHAIreTHYHA HedponaTud, OL0pevHO-NamHIapHa
HeKpoza.

[Tpu eaHoBpeMeHHa ynoTpeba ¢ aHTHKOHBYJICAHTH, KATO XHIAHTOHH C¢ NOBUIIABAT [LIA3MEHUTE
KOHLIEHTPALMH Ha NOCTIEHMA, KAKTO B e(PeKTHBHOCTTA MY H/WIH TOKCHYHOCTTA MY, TIOPAIH KOSTO €
HeoOXoAnMa KOPeKUHA Ha J03aTa Ha XHAAHTOMHA.

Hymwne oT BUTaMHH K Morar J1a ce noBHiiar MIpH NalHeHTH, NOMTy4YaBallH B
allCTHICANHIMIIOBA KHCLITHHA.
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Koneun
3acHnBa HEHTPANHO ASNPECHBHOTO AeiicTBHe Ha ankoxona, bapduTypaTuTe, GeH30ANA3CTHHNTE,
CLHOTBOPHHTE H CEIATHEHM NPOAYKTH.

EnnoepemenHara ynotpeba Ha ONMOHAH ChC CEJATHBHH NCKAPCTBEHH NPOAYKTH, KaTO
feH30HAaZENIHHH HITH TOAOOHH Ha TAX IEKapcTBa NOBHIIABA PHCKA OT Celalius, peCIHpaTOpHA
Aenpecus, koMa U cMBPT nopanH anuTeBer ITHC notuckai edekT. Jlo3aTa H NPOXB/DKHTENAHOCTTA HA
CBITHTCTBAILATA YOTpeGa TpaGBa na 6bAaT orpaHHYeHH (BX. Touka 4.4).

Ynotpebara Ha MAOQ-HHXHOUTOPH WIH TPHUHKIHYHH AHTHACTIPECAHTH 3a€QHO ¢ KONGHH MOXeE a
3aCHJIH B3aHMHO edeKTHTE HM.

EﬂHOBpEMeHHOTO MPUIOMNKEHHE HA QaHTHXOJTHHCPTHYHH CpeacTBa ¢ KOACHH MOXKE A4 TIPEAHIBHKA
NMapanHuTH4Y€H HIEYC.

Kodeun

Ionukapa edekra Ha CLHOTBOPHHUTE NPOAYKTH.
3acunea edeKTa HA HECTEPOMAHUTE NPOTHBOBB3NAIHTEIHH CPEICTBA.
4.6 depraanTer, GpeMEHEOCT H KbpPMEHe

AKTHBHHTE BellleCTBa, CHIBPKAIIM ce B AlleeHH MoraT Aa MPHYHHAT YBPEXKIAHE HA NNOAL, aKo ce
Ipiiarar no BpeMe Ha 6peMeHHocT. Te ipeMuHaBaT B MaifarroTO Miako. Ilopaau ToBa AuedenH He
TpaOea qa ce mpuiara o BpeMe Ha OpeMEHHOCT H B NEPHOAA HA KbPMEHE.

Hannu, cevpzanu c napayemamon

3HaYHTENHO KOJIWYECTBO JaHHH NP GpPeMEHHM HEeHH He NTOKA3BaT HUTO MaI(OPMATHBHA, HHTO
{eTo/HeoHaTaNHA TOKCHYHOCT. Pe3yNITaTHTE OT eNUASMHOIONHYHHTE NPOY4BAHHA BEPXY
HEBPOJIOTHYHOTO pa3BUTHE Ha Jlela C eKCIO3HIHA Ha NapaleTaMoN in utero ca HeyGeIHTEHN.

Hannu, cavpzanu ¢ xodeun

KoneHHBT e IpOTUBOMOKA3aH NPH XKeHH B 1epHofa Ha KbpMeHe (B, Touka 4.3).

Ilpy HOpMaJTHH TepaneBTHYHH JO3H KOIEeMH H aKTHEHHAT My METabONHT MOTaT fia OPUCLCTBAT B
KbpMaTa 8 MHOTO MaJIKH KOJMHYECTBA H € MHOI'O MallkO BEPOATHO 18 NOBINUAAT HCﬁJ‘I&FOﬂp}{ﬂTHO
KbpMaueTo. Ako obade nalMeHTsT e cBpbx6bp3 MetabonusaTop Ha CYP2D6, nuBata Ha aKTHBHMA
MeTaboNnHT MOP(HH B KbpMAaTa MOXE /1 Ca 0-BHCOKH, KOETO B MHOIO PEAKH CIIy4YaH Ja IPHIHHH
CHMITTOMH Ha OMMOMAHA TOKCHYHOCT ¥ KBPMAUETO, KOETO MOKE J1a € (aranHo.

4.7 Edertn Bbpxy cuocobnocTTa 3a modapane B padoTa ¢ MAlIAHA

AnedenH MoXe Ja OKaKe BIHSHHE BhPXY LCHTPAIHATA HEPBHA CHCTEMA H 4 NIPOMEHH CEH30PHO-
MOTOPHHTE PEaKIMH, MOPagH KOETO 1O BpEME Ha JICYCHHE C TO3H NMPOJYKT € NPENOpLUHTE/IHO Ja He
ce mobupa u paGoTH ¢ MAlIWHH WIH TOB2 Jja CTaBa ¢ OBHIIEHO BHUMAHHE.

4.8 Hexenann TeKapCTBEERAH PEaKNHE

Haii-yecro ca BPEMEHHH U OT3BYYARAT IPH NPEKpaTABaHe Ha JICUCHHETO. led HAKOH NMalHEHTH MOoratT
Z1a ce HaGnioapaT:

Hapywienus na umynHnama cucmemMa - TOBHIIEH PUCK OT aHAhWIAKCHS, PEAKLIHM Ha
CBPBXYYBCTBHTENHOCT: IPYPHTYC, YPTHKapHA, NIPOBOKHpaHe HA GpPOHXOCNA3EM, AHCITHES, -OTOK Ha-
Keuuke. Y,

Cmamamno-wpeenu Hapyuienwt - CyXora B yCTara, KUCCTHHE, NHCTICNCHA, €ITHD
AHOPEKCHA, I'aJICHS, MIOBPBILAHE, OGCTP[HEIHHH HWIIM THApHA, CTOMALIHH H JYOJEH
KEpBEHC OT FacTPOHHTECTHHAITHHA TPaKT (OKyJI'I‘HH KPBEBOHZTMBH, X€MATEME3a, M
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Xenamobunruapru napyuwenud - XeNaTOTOKCHYHOCT (TIOBHLIEHHe Ha TpaHCAaMHHA3HTE, TOKCHYEH
XETaTHT).

Hapywieniun na nepenama cucmema — HapylleHUe Ha CbH#, HAPYLIEHHE HA KOOPOHHALMATA, TPEMOP,
HECIIOKOHCTBHE, pasApasHHTENHOCT, IMaBo00THE TIPH BHCOKH JO3H.

Cepdeynu napyuierus — NANNTATALEA, XHIIOTOHHA, TAXHKAP/HA, EKCTPACHCTOIH.

Hapyuternua na ovopeyume u nuxownume nomuya — Npy NPOXBIDKHTEICH TPAEM HA BHCOKH JIO3H €
BBE3MOXKHO HamansBare Ha OuOpeunara dyukus (ocobeno npu GoHY ¢ npeqmecTrawo 6uOpedHo
VBpexJaHe) H B efHHHYHH CITydaH NanunapHa HeKposa.

Hapywenun na kpvema u numgmama cucmema - TpoMOOIMTONEHNAA, yB/DKaBaHE Ha
MIPOTPOMOHHOBOTO BpeMe, TIOBHIIEHA CKIIOHHOCT KbM KBbpPBEHE (€MHCTAKCHC, KbpBeHe Ha BEHIMTE,
HOypITypa), XeMOTHTHIHA AHEMHS,

Hapymenuﬂ HA RKONCAMA U NOOKONCHAMA MBKAH -cwﬁmana Ce 3a MHOI'O peAaKH CIIY4aH Ha CCPHOZHH
KOKHH peaKLHiy.

CrofiasaHe Ha NONO3MPAHH HEKEIAHH PEAKIHH

CrpoBIaBaHeTo Ha MOAO3UPAHM HEKEIAHN PEaKLIMH Clie]| paspeiuasate 3a ynorpeta Ha NeKapcTBEHHS
npoaykr e Baxkuo. Tosa nozsonssa na nporsokn HabNIOACHHETO HAa CHOTHOLIEHHETO TIOJ3a/PHCK 3a
JeKapcTReHHA NpoayKT. OT MeTHIHHCKHTE CreLMATICTH ce H3UCKBA Aa chobIaBaT Beaka
TIOZO3HpaHa HeKeNTaHa peakiua ype3 UanninuTenna areHUus no JekapcTsara, yi. . Jlaman I'pyes”
Ne 8, 1303 Codms, Ten.: 02 8903417, yebeaiiT: www.bda.bg.

4.9 IIpepozmpane

led TMIPeMO3HpaHe MOTaT jJa C€ MOABAT HAKOH OT CISAHHTE CHMIITOMHE: ITIOTHCKAHE Ha LICHTpAlTHATA
HEPBHaA CHCTCMA H3pa3CHO CbC 3aMaAHOCT, CBHITHBOCT, zabasaHe Ha peakUuHuNTE, TAXHKAPIHA,
XHUNOTOHHA, MEJICHA, IOTHCKAHE Ha JHIIAHETO, FbPYOBE, PECIHIPATOPEH H CHPIEYCH apecT, KOMa.

[Tpu HabmonaBaHe Ha HAKOH OT CHMITTOMHTE Ha Npedo3Hpane € HeoOXonHMo 1a ce npexpary mpHeMa
Ha NPOAYKTa, Aa C€ HANPABH CTOMAIIEH JIABAXK M [a CE€ HA3HAYAT AKTUBEH BBIJIEH H CHMITTOMATHYHH
cpenctea. Jo eKCKpeTHpaHe OT opraHH3Ma Tpa0Ba 2 ce ToAmbpka anekpaTHa Genogpodua
BEHTWIALMA M CTAOMITHA XEMOIHHAMHKA.

IIpeno3npaHe Ha MapaneTaMon
Cumnmonmu

IMpu K034 HaR 7,5 g CBIECTBYRA PUCK OT YEPHOAPOOHO YBPEKAaHE H MOTCHIHAIIHA YepHOApoOHa
HELOCTATBYHOCT H CMBT.

Jleuenue
[Ipunarane Ha auTHAOTa N-aneTwinucTenH e edexTHBHO 1 TpAGBa Ja ce 3amouHe He3abaBHO, AOPH H
TIpH JTHMCA Ha OCTPa CHMITTOMATHKA.,

5. @®APMAKOJIOTHYHH CBOHCTBA

5.1 PapmaxoiuHaMBYHH CBOHCTBA

(IJapMaKOTepancquHa rpyna: AHallTeTHLIH H AHTHITHPETHIIA. Canuuenoea KHCCITHHY,,
KomGuHaliuu Ha ALCTHICATHLHI0BA KUCCITHHA C H3KIIIOYUCHHE HA IICHXOJICTITHIIH,

KoMOHHEpaH NPOAYKT ¢ H3pa3eHo aHATINeTHYHO, AHTHITHPETHYHO H 10-c1ao H3ps
OPOTHBROBLINAJIUTECTHO OeHCTBHE. KOMGHHH]J&HC’I‘O Ha AHaANIFCTHUWTE NMOMEKAY H

7
2021-01-N00G



JIEKAPCTBEHH CHCTABKH B MPOAYKTA OT €HA CTPaHa YBEIMUYABA CWIATA Ha aHANIE3HATa, KATO BRIOYBA
pasIHYHH MEXAHH3MH Ha AeliCTBHe U OT Apyra peAyuHpa HexeJlaHHTe TeKAPCTBECHH eEeKTH U
HAMANYBa ONACHOCTTA OT CH3ABAHE HA 3ABHCHMOCT MOPaAH M3MON3BaHE HA NO-HHUCKH A03H B
KOMOHHaMATA.

TMapaneTamMon ¥ AETHICANHLIATORA KHCENHHA B CHCTABA HA AllederH OKa3BaT OCHOBHO aHAITETHYHO
H aHTUIMHPETHUHO ACHCTBHE, CBBP3aHO ¢ IHPEKTHO HHXMOUpaHe HA SH3UMA IIHKIIOOKCHTEHA3a H
HamangeaHe 00pa3yBaHETO Ha NPEKYPCOPH HA MPOCTATNAHAWHH H TPOMOOKCAHH OT apaxuIOHOBaTa
KHCEJIHHE B MACTOTO Ha BBE3NANEHHETO, CTUMYJIHpPaHe OTICIIHETO Ha GeTa-¢HIOpPHAN, NOTHCKAHE
CHHTE3a Ha SHIOT€HHH ANTOT€HH, NOHIbKaBaHe Mpara Ha BE30YMMOCT B TalaMyca U TIPOBEXIaHETO
Ha GOJIKOBH €KCTEpO- H HHTEpOLENTHRHH HMITyicH B LTHC, BnuaHue PBpXY XHIOTANAMYCA H
(opMHpaHeTO Ha eHO0reHHH [THPOTEHH.

ExcnepHMeHTanHH JaHHH NOKa3Bat, ye noynpodeH Moke Na MHXHOKpa eheKTHT HAa HHCKA 1032
aleTWICANHIMIOBA KHCEIHHA BHPXY TPOMOOIIMTHATA arperalHs, KOraTo Te ¢ Mpuiarar
€JHOBPEMEHHO.

B eqHo npoyuBahe, nNpH KOETO ¢AHOKpaTHa Ao3a ubynpoden 400 mg ¢ npunoxesa § dac npead Win
30 MHHYTH clle] pIIaraHe Ha aleTHICATMILMIIOBA KMCENHHa ¢ He3abaBHo ocsoboxaapane (81 mg),
ce Habmoaasa HamalneH edekT Ha AaUETHICANHIMIOBATA KMCEIHHA BEPXY 00pazyBaHeTO Ha
TpoMOOKCcaH HITH TPOMOOLMTHATA arperaims. Brnpexs Tosa, OTpaHHYeHHTE JaHHA R HECHIYPHOCTTa
OTHOCHO €KCTpanonaluaTa Ha AaHHH ex vivo KbM KIHHHYHATA CUTYatlHA IIOKA3BAaT, Y€ He MOraT Jia ce
NPaBAT KATErOPHYHH 3aKIIOUEHHS 3a pefoBHaTa ynoTpeba Ha HOynpode, i Ye KIHAHYHO 3HAYHM
edexT e ManKo BepoATeH NMPH HHUHICHTHA yroTpeba Ha uOynpoden.

Kodeun Hamangea rnapoGONHETO B pe3yNTAT Ha CBHBaHe HA MOIbYHHUTE CHA0OBE H HaMaNiBaHe Ha
BBTPEMOZBYHOTO HANAMAKE, PEOAONARA C TICHXOCTHMYIIHPAILIOTO CH ASHCTBHE JENPeCHBHATE edeKTH
Ha ApyTHTe cheTaBKH. Toil yilecHABa MPOHHKBAHETO HA AHANTETHLHTE HOpe3 KPEBHO-MO3BYHATA
Bapuepa 1 nNpeanasea OT pa3BHTHE Ha KOJIAIC, KATO BB30YKIa Ba3OMOTOPHHA LISHTEP.

Konenn docdar okaspa HeHTpaIHO AHANTETHYHO H CEAATHEHO AeHCTBHE H NOTCHUMpPA aHANTeTHYHNA
ed)eKT Ha NapaueTamMon u AUSTHICATHIIOBA KHceNHHa. [ToTHCKa eMOIMOHATHATA KOMITOHEHTA HA
fonkata M APOBEXJaHETO Ha HONKOBHTE MMITYJICH B LICHTPAJIHATA HEPBHA CHCTeMa. IIpuTeKasa U
M3pa3eH AHTUTYCHBEH €(EKT.

Koneux e nenrpansogeiicTeaiy cnab ananretuk. Kogaens ocbimectaBa edeKTa CH 4pe3 L ONMHOHAHHTE
PeLIeNTOpH, BBIIPEKH Ye CaMHAT Toll NpuTexkasa cnab aGMHUTET KbM T3 PELETTOPH H HETOBHAT

obe3bonsBam eekT ce THDKH Ha MPEBPBIIaHETO My B MopdHH. 3a kopeuH, ocoGero B komMOuHalms ¢
ApPYTH aHaJITeTHIH, KaTo MAPALIETaMO, € JOKA3aHO, Ye € eheKTHBEH NPH 0CTPa HOLMLENTHBHA Goka.

5.2 PapMakoKHHEeTHYHH CBOHCTBA

OtmenuuTe ChCTaBKH Ha KoMOHHaLMATA ce pe3opOupar OBP30 H BEB BHCOKA CTENEH B CTOMAIITHO-
upeeHus TpakT. CBbp2Bar ce ¢1afo ¢ iasmennTe npoTerHy. [IpeThpaBaT OTHOCHTENHO OBp3
mMeTaGoTH3BEM MAaBHO B YepHus npol. Exckperrpar ce riasno ¢ ypuHaTa noa ¢opmara Ha
MeTaboNHTH.

Crnen nepopanHo NPANOKEHHE HA MapaleTaMOJ, MAKCHMAJIHA MNa3MeHH KOHUEHTPALMH C€ JOCTHraT
1o 2 gaca. Toii ce MmeraGonu3Hpa rmaBHO B uepHHs apob, kaTo ce obpasyBar INIIOKYPOHHIH H
cyndaTHH CHEJHHEHHS,

IpemMuHaBa JeCHO XeMaToeHUE(aNHaTa U TyarieHTapHa 6apuepa. MakcHmanHa ruiasme:
KOHIIEHTPALMSA C& MOCTUra MEXTY 1-BH M 2-PH 4ac Clie]] EAHOKPATEH MEPOPAICH IIPHEN
ALETHNCATHLMIORATA KHCEMHHA - 15 A0 20 MEH; Ha CANHMIIIOBATA KHCeNHHa — 2-20 |
OT JI034T4.
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Kodeunn npeMuHapa BbB (eTanHoTO KPHBOOOPALUEHHE i CE EKCKPeTHPA ¢ MalYHHOTO MIIAKO.
HeropusT miasMeH noayxueot ¢ 3-6 vaca.
1lomy>kMBROTET Ha KOJIEHH € 3-4 uaca.

5.3 IlpeaxknnAWYHA JAHHHE 33 OezomacHocT
Hama naHH# 3a cpenaTa JeTanHA 10332 HAa KOMOHHALMATA.

Hapayemamon

LDsp 3a napaiieTaMo. Mpy DPHIOKSHHE NIep OC 3a MHILKH e 566-833 mg/kg T.M., a LDs; 3a nrpxoBe ¢
2766-3624 mg/kg 1.M. llpoeeaenc mupoxoMaliabHo NpoyysaHe MOKA3Ba, Ye NapaneTaMon HaMa
TEPATOTCHHO AcHCTBHE MPH skeHH. JIMNCBAT KOHBEHUHOHAIHH NPOYYBaHMA, H3TION3BAINH NIPHETHTE
MOHACTOSIIEM CTABAAPTH 33 OLIEHKA HA PENPOAYKTHUBHA TOKCHUHOCT M TOKCHYHOCT 32 PA3BUTHETO.

Ayemuncanuyunosama xucerurna € cnabo TOKCHYHA.

LDsy npu nepopanHo npuioxKeHHe: npu wrsxose - 200 mg/kg; npu Mk — 250 mg/kg; npH Kyvera
— 700 mg/kg; npu 3aiium ~ 1010 mg/kg.

LDso NpH HHTpanepHTOHEANHO NPHICHKEHHE: TIPH MULIKH - 167 mg/kg; npu nmexose — 340 mg/kg.
LDso npH HHTPaBeHO3IHO MPHJIOKEHHE: NpH Kydera — 681 mg/kg.

Kocpeun

LDsp 2a kodens npu nepopanHo NpHIckeHHe Ha MEIIKA € 350 mg/kg T.M.

Kogenn, B MHOTC N0-BHCOKH KOHUEHTPALHH OT Te2H B JIeueOHITe JO3H H PANIHYHHTE HAIIATKH
OpeH3BHKBA XPOMO30MHH a0epali, KaKTo B ThKaHHH KYJITYPH HA PaCTHTEIIHH KJIETKH, TAKa B B
KJIETKH Ha 603aliHMIM M BEPXY MUKPOOPTaHH3MH. BB BUCOKM IO3H Y rpH3a4i KOQeHH e
Teparoredet. JlaHHuTe npH x0opa 00aue MOKa3BaT, ve KoherH He € MyTarcHeH. bpeMeHHH XKeHH,
KOHTO NIoeMaT AHeBHO noeeue ot 600 mg kodeHH cTpajar nopeye OT CIOHTaHHH abOPTH, MBEPTBO
POIEHH H NPEKACBPEMEHHH paXKIaHH1.

Hacnenpanus Ha kOMOMHALMATA HA NaPaLETAMOT H KOASHH Ype3 Ames TeCT NpH caiMoHena, Basc
TecT NpH Apozoduna u Micronucleus TecT OpH KOCTEH MO3BK Ha MULIKH He TOKa3BaT MyTareHeH

MOTCHIHAN.

Hsma nanHH ¥ He ca poBeeHH N00pe KOHTPOIHPAaHH NPOYYBAaHKS 33 TOKCHYHOCT HA KoMOUHaUMATa
MPH XOpa.

Hama JAaHHH 38 KAHOEPOTrC¢HHOCT Ha KOMGHH&].I,I/UITB H OTACITHHUTE CBCTABKHA.

0. PAPMANEBTHYHH JAHHHA
6.1 CnAcbK Ha NOMOIHATE BEMECTBA
MukpokpHCTallHa HETya03a

HapermuHo HHIIECTE

KpocnoeHaoH

Hatpues creapundymapar

[loBHaOH

Kononaen, 6e3BoeH CHIHLMEB JHOKCH
6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

2 roavHu
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6.4 Coenpannau ycI0BHA HA ChbXpaHeHHE

Ha ce cexpansea nog 25°C.

6.5 Baxgn chIbpiKAREE HA OMAKOBRATA

Mo 5 vnu 10 Tabnerku B 6mucTep.

ITo 2 Gnucrepa ¢ mo 5 abnerku B onakorka (10 TabneTky B onakoBka).
Mo 1 6auctep ¢ no 10 Tabnetky B onaxoeka (10 TabneTku B onakoBKa).
ITo 10 Tabnerku B cThisIeHa OaHKa. [To enna GaHka B onaKkoRKa.

Mo 10 TabneTku B nomunponAieHopa Gaska. 1o enHa 6aHka B ONaKOBKA.
6.6 Cnenuandu HpeANAINH MEPKH NPH HIXBLPAAHE

Hsama crielpasHH H3HCKBaHHA.

Heusnon3saHUAT eKapcTBeH OPOXYKT WIH OTNANLYHMTE MATEPHAITH OT Hero TpAGBa Aa ce H3XBBPAAT
B CHOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. HNPUATEXATEJ] HA PAJPEHIEHUETO 3A YIIOTPEBA
Tesa ®apma EAJ

yi. ,,Jlioba Benuukopa®™ Ne 9

1407 Codus, bearapus

8. PErHCTPAITMOHEH HOMEP

Per. Ne 20030114
9, JAATA HA ITBPBO PA3SPEINNIABAHE 3A YIIOTPEBA
Jata Ha mepBo paspemasane: 21.06.1968 r.

JlaTa Ha mocieaHO noJHoBsARaHe: 29.02.2008 r.

10. JAATA HA AKTYAJIN3IHPAHE HA TEKCTA

05.01.2021
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