KPATKA XAPAKTEPHCTHKA HA TIPOAYKTA
MBHHIHMTEHHA ATEHUIR 1R 110 NEKAPGTBATA

r‘ Kpamia xapaxmepuc uz Ha npo%i:gaj }UAM&HUE !

KoM Pez. Ne ..

1. AME HA JIEKAPCTBEHHA ITPOAYKT

gasaguamedEREN

Uepuzon 250 mg/150 mg/50 mg tabneTku
Ceridol 250 mg/150 mg/50 mg tablets
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2. KATECTBEH U KOJIMYECTBEH ChCTAB f}ggnnerue N s e e

1 Tabnerka cpabpka 250 mg napaueraMon (paracetamol), 150 mg nponudeHason (propyphenazon) u

- 50 mg xodenn (caffeine).

3a MBAHKA CIHCHK HA IIOMOIIHUTE BeIleCTRBAa, BHXXTE TouKa 6.1,

3. JEKAPCTBEHA ®OPMA
Tabnerka

Benu no noytH Oenu; KpBLLIM, IIAOCKM Tabnerky ¢ muameTsp 13 mm, cbc ckoceHH priioBe H
AENUTEIHA YEPTA OT eJ[HaTa CTpaHa.

4. KINHNYHHA JAHHH

4.1. TepaneBTHYHH NOKAIAHHSA

* 3a obnexyapaHe Ha Oonxu npu raBobonne, 35060001, MEHCTPYalHC HEPA3NOIOKCHHE,
cliefIoiepaTHBHA WM peBMaTH4YHA DONKa;
» 3aobnex4aBane Ha OONKM H TeMIEpaTYpa, CBLP3aHN ¢ HACTHHKH U TPHIL

4.2, {o3upoBKA M HAYHH HA [IPHIOKEHHE

EOSH DOBKA

IIpenoprunrennata nosa e:
Boapacrau: 1-2 Tabnetku 1-3 0BTH IHEBHO.

Heduampuuna nonynayun
Ynorpe6a npn aeua gan 12 roamnn: 1 tabiaerka 1-3 mbTH AHERHO.

JlenydTenHara yepTa € caMo 3a YIeCHABaHEe Ha CUYNBAHETO, AK0 B¥ € TpYAHO Aa NMOTBIHETE NAnara
TADNETKA.

Hagyu Ha DpuaosxeHye
TabneTkure TpaOBa Ba ce IpHeMAaT ¢ AOCTATHYHO KOJIMUECTBO TEYHOCT.

[1pONBIDKUTENHOCT HA IPHIOKEHHE
JIuctoBKaTa KbM NPOAYKTA HHPOPMHpA NaLeHTa, Ye OONKoyCIoKoABaInY MequKaMeHTH 6e3 peuenTa

He OMBa xa ce NpUeMaT 34 nepruos, no-ABJBrI OT €aHa CeIMHIZ HJIKX B JO03H NO-BHCOKH OT
[IPENOPBYHTEIIHHTE, OCBEH I10 JICKAPCKO NPEATIHCAHHL.

4.3. IlpoTuBONIOKA3AHHA

CBpBXYYBCTBUTENNHOCT KBM HAKOES OT AKTHBHHMTE BEISCTBA MAH IIOMOIUHHWT
JieKapcTBeHHA MPOAYKT, H30poeHn B Touka 6.1.




Llepuzon He TpatBa Aa ce U3NOJI3BA IPH HAIKYHE HA HAKOE OT CAEJHATE ChCTOSHHA:

*  ajeprus KbM [MHPA3OJOHN HIH CXOAHH BellecTBa (CBPBXYYBCTBHTENHOCT KBbM IMPOAYKTHTE:
denason, nponudeHazoH, aMAHOPEHA30H, METAMH30);

*  aJepruf KbM NPOAYKTH, CBARPKAIUH PeHIIOYTA30H,

* U3BECTHA CBPBXYYBCTBHTEJHOCT KbM ALETHICATHLWIOBA KHCEIHHA MM AOKa3aHa aneprus
KEM KO(EHH;

* HacjeACTBEHa IMoKo30-6-hocaTHa [AeXMApPOT€Ha3Ha HEROCTAaTbYHOCT (HOKasaHa OT
XEMOJIUTHYHA aHEMUS);

* ocTpa uepHoapoGHa noppHpHS.

Crienyando BHUMaHHe € HeOOXOMMMO (HaMansBaHe Ha JO3HPOBKATa W/HIIM paspexIaHe Ha NO3HTE)
NpH CIEIHNTE CHCTOAHNA:
* HapymieHa yepHoapoOHa ¢yHKiMA (HampuMep mpyu ciy4ad Ha XpOHHUYHA 3noynotpeba
ATKOXOJ MY NIPH XSHATHT),
* HapymeHa 6p0peuna QyHKUHSA;
* cuHApoM Ha JKunbep (pasniyHa Mo HHTEH3HTET JOOPOKaueCTREHA )KBITEHNLA BCICACTBHE HA
FIKOKY POHUII-TpaHC(pepa3na HEA0CTATRYHOCT);
*  XeMAaTONOSTHYHA JHCQYHKUH,

Iepuaon ue 6uBa Aa ce AaBa Ha Oebeta wnu nena noA 12-roauinHa Be3pacT.
4.4. CnienyHa HM npeAyNpexIeHNs U IpelIa3zHi MepKH NpH ynorpeta

ITopamu MUHHMANHHSA, HO MOTEHLMANHO OMNaceH PUCK OT MOKOBA peakuws, IHepuion Tpadsa na ce
M3IIOJI3BA CAMO 34 IEUeHHE Ha OOJIKa MM TeMIepaTypa.

[TanmenTsT TpsaGBa Aa Gbae HHGopMupaH, Ye O0NKOYCIIOKOABAILM JieKapcTBa HEe GHBa Ja Ce lpHeMar
PeAOBHO 33 NPOALKUTENICH NIEPHOA OT BpeMe, OCBEH 110 JIEKAPCKO MPSANNCaHHE.

ITpOABIOKUTENHUAT TNpHeM Ha OONKOYCIOKOABALM, CHAbPXKAIM NapaleTaMmol BBB BHCOKH
KyMyJNaTWBHM [O3M, MOXE B pefKH ClyuyaH Ja JOBede OO aHanreTHIHa HedpornaTHs M HO9TH
HeoOpaTHMa 610peuHa HeROCTATHYHOCT.

HPO,H‘BI[}KHTeHHﬂTH ynm‘peﬁa Ha aHaJINCTHUIH 3a JICYCHHC HA rnapobonue MoKe caMo 1o cebe cu aa
AOBCOC N0 XPOHUYHO rnaspobonne.

CrnennanHo BHHMaHKHE € HeoOXOAMMO B Clydad Ha MAllHeHTH ¢ aCTMA, XPOHWUYCH PHHUT H XpOHHYHA
YPTHKApHA, ocobeHo npH TE3H CBC CBPBXYYBCTBHUTCIHOCT KbBM JAPYTH INPOTHBOBB3INANKRTC/IHH

JIEKapcTBeHH NIPOLYKTH.

HMMa cpobmenns 3a eAMHUYIHN Cilydad Ha NPHCTHIM HA acTMa K aHapHAAKTUYEH IIOK, CERBP3aHH C
H3IO0N3BaHETO Ha [Ipenaparn, ChIbPKALIK NponndeHa3oH M MapaleTaMoll, OT YYBCTBHTE/IHH
NalLMeHTH.

CrofmaBaHd ca MHOTO peAKH CIydad Ha CepHO3HM KOXKHH peakuuH., B cnydyail Ha 3auepraBaHe Ha
KoXKaTa, oOpHB, MeXypH HIIH JuOLIeHe, He3a0aBHO INpeKpaTeTe preMa Ha MapaneraMon ¥ MoThpceTe
JIeKapcKa oMol (Bxx. Touka 4.8).

4.5. BzaumopeiicTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H ApyrH GopMH Ha BianmMoleicTBre

KakTo mpu ocTaHaiuTe OONKOYCMOKOABAUH, KOHCYMAlHATa HA ankoxo Tpabea ga ce nibarea no
BpeMe Ha nevueHne ¢ Llepupon, Thit KaT0 MHAMBUAYAHATE peaklMH HE MOTAT fa OBAaT npeABUACHHY.

YepHoapoOHaTa TOXCMMHOCT HA MapaneTaMon Moxe fa Obie 3aciiieHa NpH €AHOBpeMeHHa ynotpeba
Ha AOpH HoOpManHH, GesBpe/HM AO3H OT MENMKAMEHTH, KOWTO CTHMY/mpaT JeHHocTTa Ha
yepHOAPOOHHTE €H3WMHM, KATO HANPHMEP HAKOH XHITHOTHLHM, AHTHEMMICIITHYHH JIeKapcTBa
(derobapOuTan, penurond 1 kapbamazennn) ¥ pudamMmLpH,. CBIIOTO C€ OTHACH Y 32 3NOYIOTRS
aNKOXOJI.

Upes 3abapsHe Ha M3Npa3BaHeTO Ha CTOMAaxa, HANPHMEP ¢ MOMOIITA Ha TIPOIAHTENKH, CK
pe3opOupsg Ha mapaueTaMoil Moxke Aa Ople Hamanesa, a HAa4anoTO Ha JCHCTBHETO )
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3a0aBeHo. YCKOpABaHeTO HA U3Npa3sBaHEeTO HA CTOMaxa, HampHMeEp cinel MpHeM Ha MCTOKJIOIIpaMHL,
YCHJIBa CKOPOCTTA Ha pe3opOuu.

KoMOHEHMpaBHeTO ¢ XiopaMeHHKOJl YOB/DKABA €NUMHHALIMATA Ha JICKAPCTBOTO € MO-TO/NAM PHCK OT
TOKCUYHOCT.

ITpueMsT Ha METOKJOIPaAMHA YCKOpABA CKOpOCTTA HA pe3opbumsa. KIHHHYHOTO 3HA4YCHUE Ha
B3aMMOJICHCTBAATA MEXKAY MApaLeTaMO)1 U MPON3BOIHH Ha BapapHH KWIH KyMapHH HE € YCTaHOBEHO.
[Topamn Ta3W NpHYAHA, peAOBHATA MPOAL/DKATENHA ynoTpeba Ha mnapaneTamMon OT MallHeHTH,
JIEKYBAHH ¢ NIEPOPATHH aHTHKOATYJIHTH, TPA0BA Ja Ce U3BHPIIBA CaMo II0J JIEKapcKo HAOMOACHHE.

YectoraTa Ha HeyTponeHHsA (TOHuKasaHe Ha OenuTe KpHBHHM KIETKH) € INO-rojaMa ImpH
enHOBpeMeHHa yrorpeba Ha napaueramon | 3uaosyaud (AZT). [opaxu Toea, Llepngon Tpsbsa na ce
H3NON3Ba B KOMOHHALUA CBbC 3HAOBYAUH (AZT) caMo Mo Jiekapcka IpenopbKa.

Ko(eHHBT € aHTArOHMCT HA MHOr0 CENaTHBHM BellecTBa Karo OapOWTypard, aHTHXHCTAMHHH H
apyra. KoenHeT 3acuiiBa TaxXMKapAMUATa, NPeAH3BHKAHA OT CHMIIATOMHMETHIM, THPOKCHE U JpYTH.
[1pn BelecTBa C MKPOK CNIEKTHP Ha AcHcTBHE (Hanp. OeH30aHAa3CNMHHN), B3aWMOACHCTBHATA MOTaT Ja
ce MPOABAT B MHOKECTBO (POpMM H He ca IIpeacKasyeMu. IlepopannyTe KORTpaNeNTHBY, CHMETHOHH H
nucyndupam noHmwkasaT MetabonusmMa Ha kodeun, Aokaro Gapbutypature H TIOTIOHONMYIIEHETO TO
yckopasar. KoQens'sT NoHwKaBa enHMAEHaIUATa Ha Teodnnud. KodennbT nosHiliaga NMOTEHIIHANR 34
NpHCTpacTIBaHe KbM BelecTsa Kato edenpun. EnHoBpeMenHarTa ynmorpeba Ha HIKOM MHXMOMTODH Ha
rHpa3a MOXe A3 YAB/DKH eTMMHHALMATA Ha kogerH B HeroBua MeTaDoNHT napaKkcaHTHH.

Bunpek# ye TEOPEeTHHYHO € BBE3MOXKHO, HAMA KIHHMYHH JOKA3arTeliCTBA, 4Ye KodeHHBT YBelHYaBa
NOTEHIHANIA 32 [IPUCTPAcTABAHE KbM OONKOYCTIOKOABAIH KATO NapaleTaMo.

4.6. Geprunnrer, S5peMEHHOCT H KbpMeHe

bpeMeHHOCT
[Topanu numncara HAa aJeKBaTHHU JaHHH 3a edexTHTe Ha KOMOMHMpaAHH NapaueTaMon K nponHdenason

npH OpeMeHHH JKeHH, npenopbuuTenHo € Llepuaon Aa He ce H3NOJI3Ba 10 BpeMe HAa OpPeMEHHOCT,
ocofeHo mpe3 IBPBUA TPHMECTHP M I10 BpeMe Ha MOCHEOHATE MIECT ceAMHLM oT GpeMEeHHOCTTa
(mocneaHOTO MNOpajM BEPOATHOCTTa OT HHXHMOHMpaHe Ha [IpocTarnaHavHoBaTra OHOCHHTE3a H
nocneABaius ¢peKT Ha MOTHCKAHE HA PAOKAHETO),

Hapayemamon

HasmdanTe gaHHM OT eNUASMHONOTHYHY [IPOYYBaHUA 3a TepaneBTHUHATa ynorpeba Ha IapaueraMol
H BB3MOXKHHTE HEXKENaHH edekTH Bepxy OpeMeHHOCTTa MM (eTANTHOTO/HEOHATAIHO pPa3sBHTHE
NpOABLIDKABAT Ja NOAKPEIAT IIOJNOXKHTEJIHOTO CBHOTHOLIEHMe mon3a/puck. B npoyuBanua 3a
PenpoAYKTHRHOCT NPH NEepOpasicH napaueTaMol He ca OTKPHTH J0Ka3zaTelACTBa 3a Maa(opMaldy HIH
(eTOTOKCHYHOCT, & MPOCNIEKTUBHHUTE IaHHM MO OTHOLIEHHE HA NpeAO3HpaHe ¢ mapaueTaMoll 10 BpeMe
Ha OpeMEHHOCT HE Ca NOKa3aad MOBHIUABaHe Ha pucka ot mandwopmaimi. [apaneramon moxe aa
Or1e H3MoM3BaH Mo BpeMe Ha OpeMeHHOCT, HO CamO aKko € NPEenoOphLYaHO OT JIEKap.

He ce npenopbysa napaueramol Oa ce [IpueMa IPOJbIDKUTENIHO BpeMe, BHB BHCOKH NO3H HIH B
KOMOHHAIHs ¢ APYTH JIEKApCTBA MO BpeMe Ha GpeMEHHOCT, Thit karo Ge3onacHara ynotpeba npH Te3u
YCIIOBHA HE € MOTBBPACHA.

Ilponugpernazon

W3nuTBaHUATA IPK KHBOTHH HE JaBaT JA0KA3aTeNCTBa 34 TepaTOreHHH A eMOPHOTOKCHUHM eeKTH.
Hsma goctaTbuHo ChOpaHH NAHHH OTHOCHO yrioTpeOaTa Ha JIEKapCTBOTO NpH OpeMEHHH XKEHH.
KbpMeHe

T KaTo aKTHBHATA CHCTABKA C€ €KCKPEeTHpa B KbPMATA M ¢ OrNe]l HAa HE3pPENOCTTa Ha €H3MMHATa

CACTEMA Ha HOBOPOACHOTO, uepHIlOJI HEC Tpﬂﬁﬂa Ad C¢C H3MON3Ba OT KEPMCILLH XKCHH.

DepTHANTET 4 pSEHu”H Mo N
MMa orpaHu4eHH JaHHH, Y€ JIEKapcTBA, KOMTO HMHXMOHMPAT LMUKIOOKCHTEHa3a/mpoc % ::"n HORHS ‘%‘%
CHHTE3, KaTO NapalueTaMoJi, MOXe Ja NPHYMHAT YBPEXKIaHE HA (PEPTHIIMTETA NPH SKeHH/ B e;[ 1: £,
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e(eKT BBpXy OBYJALMATA, KOHTO € o6paTuM cnea npekpaTaBade Ha neueHuero. Tl kato ce cMmATa, de
napaueTaMon HHXHGHpa nmpocTarfaHJHHOBHA CHHTE3, Bh3MOXKHO € [1a YBpean (PepTHAMTETa, BhIIPEKH
ye TOBa He € AOKA3AHO.

4.7. EdexTn BLPXY cnocoGHOCTTA 3a modupane u padora ¢ MaIHHM

HakoH manieHTH MOXE [a Mmofay4ar 3aMalipaHe MIM CHHJIMBOCT Ipu ynorpefara Ha nmapaleTamMon.
[lamuenture TpAdBa Ka OBbAAT BHUMATE/IHH [IPH H3BBPIUBAHETO HA AeHHOCTH, H3HCKBALUH MOBHIIEHO
BHHMAHHE.

4.8. HexxeaHU JIEKAPCTBEHH PeaAKIHH

B tepanesTrunm noszu Liepunon e nodpe noHOCHM, Toi KaTO aKTHBHHATE CHCTABKM Ca B HHCKH JO3H.
Hexenanu sexapcTBeHM peaklMH MOraT Ja BE3HUKHAT MHOTO PAAKO MM IO BpeMe Ha JeueHHe ¢ I10-
BHCOKH JIO3H.

Hexenannre peakuHHn ce KiacHPUIHpPAT IO CHCTEMO-OPraHHH KNMACOBE M IO YECTOTA IO CICAHHS
Ha4yWH: MHOro gectd (>1/10), yectu & 1/100 no < 1/10), wedecrn (= 1/1 000 mo < 1/100), penxu
(=1/10 000 mo <1/1000), MuOrO peaku (< 1/10 000), ¢ HeH3BecTHa YecToTa (OT HAMHMYHHTE AAHHH He
MOXe Aa ObJe HalpaBeHa OLCHKA).

Hapymiennsn Ha KPLBTa H JHMGHATA CHCTEMA
MHoro peakm - TpOMEHM B KPbBHaTa KapTHHA, BKIIOYATENHO TpoMOOIMTONEHHH,

TPOMOOLIMTONEHHYHA HMYPNYpa, IEBKOIEHHA, arpaHyoI|UTO3a H MAHIMTONEHAA.

CroMamHo-4peBHU HAPYIIEHHA
Peaxu - rageHe, NoBpLIIAHE, CTOMAIIEH AHCKOMOPT, OHAPHS H KOopeMHa GONKa.

XenaToOHXHADHH HapyIIeHUs!

MHoOro peakH - uepHOApPOOHO YBpeKAaHe, . XEHNATHT, KAaKTO M J030-3aBHCHMA 4epHOAPOOHA
HEAOCTATBEYHOCT, YEPHOAPOOHA HEKpo3a (BKIHOYHTENHO ¢ daraneH H3Xoa). XpOHHIHATA HeoAaoOpeHa
ynotpeda MoXXe Ja noBege 40 4YepHoApoOHa ¢uOposa, HUpo3a Ha YepHMS ApOoD, BKIOUATENHO C
¢ataneH u3xog (8. TOUKH 4.4, 1 4.9.).

Hapymenns Ha HMYHHATA CHCTEMA
MHOT0 pefiky - alepruvMHU PpeaKivi, aHaGUIAKTHYHH peaklUH X aHaHIAKTHYEH LIOK.

Hapymwenns Ha HEPBHATA CHCTEMa
CBeTORBPTEXK, CHHIMBOCT,

Hapyuieans Ha 6b0peunre ¥ NRKOYHUTE NHTHINA
MHoro peaku - 6e6pevHO yBpeXKIaHe, 0CO0EHO B CyYail Ha pefo3HpaHe.

PecrimpaTopHy, rpsAHH H MEAUACTHHAIHH HAPYIIEHHAS
MHoro penxn - 6poHX0cnazbM, JUCTIHEA H aCTMa, BKIIOUHTEIHO CHHIPOM HA AHANIMETHYHA acTMa.

Hapymenus Ha K0XKaTa H IOAKOKHATE ThKaH

JloxyaaBaHK ¢a MHOIO pelikH CJIy4ad Ha CEPHOZHN KOMHH PeaKLIHH.

OGpuBs, NnpypHTYyC, yPTHKApHs, alepr¥iaeH OTOK H AHTHOESEM, OCTPA N'eHepaTH3NpaHa eK3aHTeMAaTo3Ha
ITyCTys103a, (PMKCHpaH JIieKapcTBeH oOpuB, epuTeMa MyntudopMe, CHHApOM Ha Stevens-Johnson u
TOKCHYHA EIMHASPMANIHa HEKPOJn3a (BKIIOUUTEIHO ¢ (aTaneH u3xon).

CrobInaBane Ha M0N03NpaHH HeXKENAHH PeaKLy

Cro0LaBaHeTo Ha NOJ03NPaHH HEJKENaHH PeakluK Cel paspellasane 3a ynorpefa Ha Aekapet
MPOAYKT € BaXXHO. TOBA NO3BOJISABA Aa NMPOALIDKM HaONMIOZEHHETO HAa CHOTHOIICHHETO MO ‘
JICKAPCTBEHHA MOPOXYKT. OT MEIUUHHCKUTE CHENMAIHCTH € H3WCKBa Aa Cbhob
nOJ03HpaHa HEXCTaHa peaKkiHa vpes Mamenuurensara ar CHLHA ITO JIeKapCTBaTta, Vi. ,,
Ne 8, 1303 Codms, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.




4.9. Ilpeno3upane

B cnyuait Ha npefio3upaHe, BEAHAra ¢¢ CBBPIKETE ¢ JIeKap HilM C LIEHTHP/KIMHAKA N0 TOKCHKOJIOTHA.
HaepemenHaTa neKapcka MOMOIL € OT pPellaBaille 3HAYEHHE KakTO 3a Bb3PACTHH, TaKa H 3a ACLa, A0pH
M 2 HAMA O9eBHAHY NPH3HALM WM CHMIITOMH.

Oc¢Tpa TOKCHMHOCT

Haji-BaxkHuaT edexT oT OCTpa HHTOKCHKALMA C MapaneTaMol €  XCNaTOTOKCHYHOCT:
XEMaToLENYJAPHOTO YBPEKAAHE € NPeJU3BHKAHO OT CBBP3BAHETO HA peaKTHBHHMTE MeTabONHTH Ha
NapaleTaMoN ¢ 9epHOApOOHHTE KJIETRYHM NpPOTEMHH. B TepaleBTHYHH AO3H, TE3H METabONHTH ca
CBBP3aHH ¢ TAYTaTHOH, obpasyBaliki HEeTOKCHMYHM CheauHeHHs. B ciywall Ha TeXKO Npeno3Hpase
cHalnapaneTo Ha yepHus Apo6 ¢ SH-moHopH (koeTo mpeau3BuKa (GOpPMHPAHETO HA TIIYTATHOH) €
TNIOHIDKEHO, HATPYNBAT C¢ TOKCHYHHA MeTaloJiMTH W HACTHIBa HeKpo3a Ha YepHOAPOOHHTE KICTKH C

NOCJISABAl0 HApYIIeHHEe Ha 4YepHoApoOHaTa (YyHKUHA, KOATO MporpecHpa B 4HEpHOAPOOHA KoMa.
brOpeuHo yBpexKmaHe B pesyarar Ha 660peuna TyOynapHa Hekpo3a CBIIO € OMHCAHO HEe3aBHCHMO.

[TparsT Ha npeao3upate MOXe Ja c€ MOHWKH IIPH NALKCHTH, NpHeMallly ONpPEeACNCHH JIEKapCcTBa WK
AJIKOXOJI, MTH KOHTO €A CEPHO3HO HEJOXPAHEHH.

XPOHHYHA TOKCHYHOCT

XPOHMYHA TOKCHYHOCT BKJIOYBA pa3iHvHA 4YepHOApPoOHH yBpexZaHui (Bx. CHMIOTOMH Ha
HHTOKCHKAalMA). JJaHHHTE 3a XPOHHYHR TOKCHYHOCT H MNO-CHENHAIHO He(QpOTOKCHYHOCITa Ha
napaneTaMod ¢a NPOTHBOpeYHBH. BHiaManue Tpabpa fa ce oObpHE ¥ HA BB3MOXKHOTO BIHAHHE BBPXY
Opos Ha nepudepHATE KPEBHH KJIETKH ¢ XPOHUUEH IIPHEM.

CHMHTOMH HA HHTOKCHKAIMS

Havanoto Ha ocTpa MHTOKCHKALMA €€ XapakTepH3Wpa ¢ rajeHe, NOBpbilaHe, 00NKa B KOpeMa,
M3NOTABAHE M 00moO HepasmoAoxkeHHe. CBHCTOAHMETO Ha HAUMEHTAa MoOXe Ja cc nojodpu B
npoasbKeHKe Ha 24 10 48 yaca, BBIIPEKH Y€ CUMIITOMHTE HE M3UE2BAT HAITBJIHO.

PasmepsT Ha yepHms Apob ce ymenmyasa Obp30, TpaHCAMHHA3HTE H OHIHpPyOHMHA ce MOBHILABAT,
NpoTpoMOKMHOBO BpeMe CTaBa MATONOTMYHO, OTACASHETO HA ypuUHA HAMANIABA, MOXKE [ C€ pasBHe
nexa azoreMus. [Ipu ocTpo H/UIH XPOHUMHO IIpefo3HUpaHe MOKE J1a ¢ pasBHAT H XHNOKAIMEMHATA, H
MeTaboIHTHA anMA03a (BKIIOYHTENHO MICYHA annao3a). YecTHTe KAMHWYHHE NPOABH Cied 3 710 5 auu
Ca KBITEHULA, TPecKa, fefor hepaticus, XeMoparudiHa AWaTe3a, XMNOIVIMKEMHA M 4YepHOAPOOHa
HenocTaTh4HOCT. YepHoapoOHAaTa HEZOCTATHRYHOCT MOKE Ja IMporpecMpa OO0 BCHYKH €TalH Ha
uyepHoApobHa eHledanonarua, MO3BYEH OTOK ¥ CMBPT.

Octpa GpGpedna HEROCTATEYHOCT ¢ OCTpa TyOynapHa HEKpo3a, CHITBTCTBAHA OT 0OJIKa B clnabuHmTe,
XeMaTypus M NPOTCHHYPHA, MOXE Ja C¢ pa3BHe AOPA M B OTCHCTBHETO HA TEXKO YBpPEXKOaHE HA
YepHUA APO0.

JledeHHe HA HHTOKCHKAUMS

[To npusnun Tpabsa Aa ce 3anmoYHAT MEAULMHCKH HHTEH3UBHH IPIKH ¥ PENOBHO HpPOCHCAABaHEe Ha
KU3HEHHTE IICKazaTend, NabopaTOpHH JaHHW M IMpPKYAaTOpPEeH CTaryc. AKO Beue ce IoAo3upa
MHTOKCHUKAUMA ¢ mapaueraMmon, B paMkure Ha 10 yaca OT MOTMIbIAHE € [10JIe3HO HHTPAaBEHO3HO
NpHAOKEHHE Ha IOHOPpHA Ha SH-rpynu (Harp. METHOHHH, WHCTSMHH UIH N-aueTHIUNMCTENH), THH KaTo
T¢ CBEJHHABAT PEAKTHBHUTE MeTaOOJHTH H [0 TO3M HAYMH [NoAIoMaraT HOPMaNHaTa HM
neTokcHKanua. N-aleTHINMCTEHH MOXE Jla MMa 3alMTHO JeiicTBHe A0 H3BECTHA CTemeR, 10 48 gaca
cren npueMa. CroMaluHa IPOMMBKA € TOJEe3HA B pAMKHTE HAa IBPBUTE LIECT 4aca. XeMoJAHamsa |
xemonepdysusa NOAMOMAaraT eMHMHHHPAHETO Ha BelecTBOTO. IIpenophunTenHo € Aa cé KOHTPOnupa
NIa3IMEHaTa KOHICHTPAUKA HA NapaueTaMon,

5. BPAPMAKOJIOI'MYHH CBOHCTBA

3.1. PapMaKoAHHAMHYHU CBONiCTBA

QapMaxoTepaneBTH4Ha rpyna: HepsHa cucTeMa; ApYrd aHANETHUH ¥ aHTHIMpPET
xoMOHHALIMK ¢ n3KmoYeHne Ha nicuxonenTany, ATC kox: NO2ZBES|
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Ilepupon ceOBpKa mapaneTaMol H nponHgeHasoH, H aBere ¢ DOAKOYCNOKOoABAINY H AHTHIIHPETHYHH
CBOJCTBA, KAKTO M HHCKA 11033 KoderH. [TpH U3nuTBaHNA ¢ ’)KHBOTHH, TOKCHYHOCTTa HA NapaueTaMo
B KOMOHHaLHA ¢ mponudeHa3’on B choTHoineHHe 5:3 (kakto npy Llepnzon) € no-HHCKa B CPAaBHEHHE C
Tasd MpPH BCAKO OT BELIECTBATA, M3TOJI3BAHH MOOTACNHO. AHANTETHIHHAT eeKT Ha KOMOHHALMATA
3aroysa Ao 30 MHHYTH ClIeA IpHEM M NPOABJDKABa HAKOMIKO Jaca.

ITapaneramMorn, NPOHIBOAHO HAa Tapa-aMHHOGEHO, HMa RHANMCTUYHH M AHTHIMPETHYHH CBOUCTBA, H
cy1aba NpOTHBOBL3NAIUTENHA AKTHBHOCT.

MexaHH3MBbT Ha aHANNETHYHOTO JEHCTBHE HE € HanbIHO onpenaeneH. Ilapaueramon Moxe aa AeHcTRa
peaMMHO Ype3 HHXHOHpaHe Ha NpOCTarfNaHAMHOBUA CHHTE3 B HEHTPANHATA HEpBHA CHCTEMA H B NO-
MalKa CTelneH, dpe3 nepudepHo AcicTRHe MocpencTBOM OnoKMpaHe MoyBata Ha Goiaka-MMITYJC.
[lepudepHOTO ACHCTBHE MOXe CBINO Ja C€ ABIKH HA HHXHOMpaHe Ha MpOCTarlaHAMHOBHA CHHTE3
UM Ha HHXMOHMpAaHe HA cCcHHTe3a, WIM JeiicTBMA Ha [ApYKH BelecTBa, KOHTO H30CTPAT
YYBCTBUTEMHOCTTA Ha PELENTOpHTE 3a O0JIka KbM MEXaHWYHH HIH XMMHYHH CTHMYJAIHH.

[MTapaueramon BepoATHO AclicTBA BaHTHNHPETHYHO, KATO ACHCTBA LIGHTPAIHO HA TEpPMOpPEryNaTOpHHA
LEHTHP B XHNOTAlaMyca Ja NMpenu3BHKka nepudepHa Ba3OAHNATALMA, KOSTO BOAM A0 YBENHIABAHS
NPHTOKA HA KPBB B KOXKATA, H3MOTARAHE M TTOHWXKABAHE HA Temmeparypara. LlenTpansoTro AelcTBHE
MO3KE J1a BKNIOYBA HHXHOHpaHe Ha NpoCTarnaHAHHOBHA CHHTE3 B XUNOTaIaMyca.

3.2. PapMaKOKHHETHYHH CBOHCTEA
Hapayemamon

AOGcopbuns
I[Ipu xopa napaneramon ce abcopObupa OBP30 M HATBAHO ClIe] OpalIHO Npunoxenue. IIMkOBH CepyMHHA

KOHLIEHTPALHH ce nocTrrat cnen 30-90 MUHYTH, B 3aBHCHMOCT OT (popMynara.
Cnen nornsinaHe Ha enHa tabnerka Llepuaon, cyappkaina 250 mg napaneraMon, NMUKOBA CEPpYMHH
KOHLIEHTpalMK Ha napaneramor ot 4,3+1,7 ul/ml (Cpa) ¢€ nocTurat cien 32+ 18 MUHYTH( ).

Paznpeneneuue

OfeMBT Ha pasnpocTpaHeHMe Ha mnapaueramon e okono 0,95 kg, CxoaHM KOHIEHTpalMH Ha
NapaiueTaMoi ¢ MOCTHUTAT B KphBTa, IulasMaTa ¥ CHOBKaTta. Konuenrpaumure B rpbbHadYHO-
MO3BbYHATA TEYHOCT C¢a TPHONM3UTENHO HANOJOBHHA HA TE3W, OTKPHTH B 1yasmara. B MacTHUTE
TBKaHH C€ MOCTHraT caMO HHCKH KOHLUeHTpauxd. CRLp3BAHETO € NNAIMEHHTE NMPOTEUHU € IMO-MAIKO
ot 10%. I1apareraMoJ MpeMHHaBa Mpe3 IUTAlEHTATa H CE eKCKPETHPA B KEPMATa.

buoTpanchopmauns

CBBP3BAHETO HA NAPALIETAMOJ ¢ [INa3MEHUTEe IpoTeuHHU € cnabo. Cinex npunaraHe Ha TEPANCBTHYHU
JI03H NapaneTamol ¢ CEbP3Ba ¢ NIOKYpOHOBa kKncenuHa (okoso 60%) u capHa kuceanHa (OXONIO
35%) OCHOBHO B YepHHUS Apob.

EnuMunupane

Cnen npueM Ha llepHaon, CpeAHMAT €NMMMMHALMOHEH MOJIY>KHBOT Ha napaueramon ¢ 2,3+0,5 yaca.
Hax 80% oT uanara A03a napauetamon ce eKCKpeTHpa B ypuHata 70 24 vaca, 0cHOBHO nof gopmara
Ha HEAKTHBHH IIIOKYPOHUAHN B CepHH cheauHeHHs. Camo okono 1-3% ce enuMuHupa nol dopmara
Ha CBOOOAHOTO H3XOOHO BELECTRO.

[Ipu nena, eTMMHUHALMOHHHUAT MOMY)XHBOT HA MAPALIETAMOJ € MANKO NO-KPATRK, NPH Bb3PACTHH TOH €
no-aeisr. Ilpu yepHoapoOna uny Op6peyHa HeLOCTATHYHOCT METaGOMHM3MBT M €JIHMUHHPAHETO HA
napaueTaMon Morar aa 654aT NOTHCHATH.

Hponugpeuazon

Abcopbiya
[Iponudenaszon ce adbcopbupa OBp30 W WBAHO CHNEH OPAHO TIPHIOKEHHE.

KOHLEHTpaLlHK ce nocTUraT cael 30 MuHyTH. [10-BHCOKH MNa3sMERH KOHIEHTpaLMH
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ce MOCTHrar ciej KOMOMHMpaHO MNpPHICXKEHHe Ha IapaleTamMon ¥ nponudeHa’oH B 030BO
ceoTHoUIeHue 250 mg xeM 150 mg, xakto npu Llepumon (Cmax uHa nponugenason ¢ 2,5+0,9 ul/ml
cyied npueM Ha Hepugon 1 1,70+0,4 pl/ml cnex npuem Ha 150 mg nponudgeHaszoH OTAESTHO).

buorpanchopmaiius
CBBp3BaHETO ¢ NIAa3MEHUTe NPOTeHHH € Hucko (okono 10%). IlponudenasoH npeMHHaBa IIpes3

JTAGHTATA W ¢€ €KCKPETHpa B KbPMATA.
ITporadenason ce metabonusupa rmasHo B uepHHs Apol. OCHOBHHAT Ae3METHINpPONUQEHa3oH ce

eKcKpeTHpa B ypuHarta (80%).

EapMuHupaHe

Cnen KOMOMHHpPAHO NMPHICKEHHE HA NApaleTaMoi M nponrdeHa’OH B A030BO CHOTHOUIEHHE 250 mg
kbM 150 mg, kaxro npu Llepuaon, eMMHHALIMOHHUAT MTONYKHBOT C€ YALIKABA OT 64+10 MUHYTH Ha
77+10 MmuHYTH.

IIpakTHIecKU LsiaTa xo3a nponudeHasoH ¢e CKCKpeTHpa B yYpHHaTa A0 24 9aca, OCHOBHO KaTo
IIOKYPOHOBH chenrHeHHa. CaMo okono 1% ce exkckperHpa KaTo HeNnpoMeHeH npomudeHa3oH B
ypunarta. [Ipn yepHoapoOHa unu OpOpedHa HeAOCTATHYHOCT META0ONH3IMBT M EIMMHHHPAHETO Ha
nponudeHazon MOTaT Aa OpAaT NOTHCHATH.

Kopeun

Abcopbung

Kogenust ce abcopbupa 6Bp30 U NOYTH HanbAHO Cle/ opalHo npunoxkenue. Ciel| opanHa Ao3a oT 3
mg/kg Cmax ce gocrura 3a 30-40 mmayTH. O0eMbT Ha pasnpenesiieHHe Ha kodenn e 0,5 kg,
KogeHHbT npeMuHaBa npes NNaLgHTaTa H ¢ eKCKPeTHpa B KbpPMAaTa.

buorpancdopma

OcHoBHHTe MeTabonuTH Ha kOoeHH, eKCKpETHpaHH B YpUHATa, ca l-MeTunypeliHa kucenuna, 1-
METHIKCAHTHH U S5-alleTHNaMHHO-6-aMHHO-3-METHITY paLy.

OCHOBHHAT Merabo/IMT B H3NPAKHEHUATA € |, 7-TUMeTHITYpeiiHa KUCEIMHA.

EnuMuHHApane
CpeHHAT eNMMHHALIMOHEH YOMY>KHBOT Ha KopeHH e MexOy deTHpH H mecT 4daca. Kojewn

HEFOBUTE MeTAa0OMMTH Cce€ eKCKpeTupar rnasHo B ypuHara (86%), karo He mosede oT 2% ce
€KCKPETHPAT NoA (popMaTa Ha HENPOMEHEH KOgEnH.

5.3. llpeAKAHHHYHH AAHHA 32 0e30NACHOCT
OcTtpa ToKCcHUHOCT

[IpoBenenn ca H3NUTRAHMA 33 OCTPAa TOKCHYHOCT NpH IUTHXOBE ¢ KOMOHHauua OT mapaueramon 250
mg ¥ nponddenazod 150 mg, KAKTO W ¢ OTHENHHTE BELIECTBA.

PesyntaTure ca n3noxeHd B Tabnuunara.

BemecTBO LDs, mg/kg nepopanno | 95% nosepHTeNeH HHTEPBAN
IpHAOKREHHE

[Iponagenasod 1414 519.5-2 089

[lapaneramon 2 500 ¥

KomOnHIus 3684 2011-30 730

[Tponudenason/Ilapaneramon

* Hama cTaTHCTHYECKH JAsHHU

KombGunanuara, usnosnssada npu Llepupon, e no-cnabo Tokcuana (LDS0), 0TKONKOTO
MOOTAETHO.

B Apyro u3nuTBaHe, CBIIO MpH ILTbXOBE, cToHHOCTTa Ha Llepnaon 3a
npadnuzrTenHo Manko Hag 2 000 mg/ke.
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Cren nepopaiHO NPUICKEHHE NapaueraMmoll e ¢nado TOKCHYEH 3a Bh3pacTHH IUTBXOBE M MOPCKH
CBUHYETa, 3HAYUTENHO NO-BHCOKATa TOKCHYHOCT IPH MHIOKH ¥ HOBOPOAEHH ILUTBXOBE BEPOATHO C€
NBIDKM Ha pasinu4HHA MeTaonM3IbM Ha BEIIECTBOTO B MUINKM M He3peNoCTTa Ha CHCTEeMATA Ha
YepHOAPOGHHTE €H3UMH NIPH HOBOPOACHHUTE IUTHX0BE. TIPHNOKEHHETO HAa NO-BHCOKH AO3H Ha Ky4era
H KOTKH € J0BENO 10 MOBPBILAHE, KOSTO He € NO3BONNAO0 onpejersiHeTo Ha LIDS0 npr Te3n BuoBe.

IlogocTpa TOKCHYHOCT
HAo3n ot 10 ao 20 obTH DO-BHCOKK OT MAKXCHMAJIHATA TepalleBTHYHA #o3a Llepuaosn, H3non3saHa npu
xopa (8 Tabnerkn AHeBHO), ca OUMHA Nnpunaraiy Ha 80 mibXxa B NpogbKeHHe Ha 12 CeMUIM,

JleceToKpaTHO MO-BHCOKHTE AO3HM C¢ MOHACAT ©e3 TOKCHYHM HexenaHu ¢routua. [lpu 20 np1H Mmo-
BUCOKHTE J03H c¢ HaOmomaBa ciabo MOHMXABaHE HA TErNIOTO IIPHM MBXKKHTE IILXOBE B yMEpeHa
XCHATOMETAINA [IPpH BCHYKH KHUBOTHH, 663 CMBPTHH C/TyYaH.

Pesynrarure oT n1abopaTopHHTE CTORHOCTH HE MOKA3BaT H3MEHEHUS, CBBP3aHY ¢ Jo3upoBKara. He ce
HabmogaeaT Npu3HaLH Ha YepHOAPOOHH e3ud (Hama nopuwerHe Ha SGOT unu SGPT).

XpPOHHYHA TOKCHYHOCT

Crnex TpHNOXKEHHE Ha TOKCHYHH AO3H IapalieTaMOJ, ONHWTHHTE SKHBOTHH I10Ka3BaT No-0aBHO
pa3BUTHE B TETIIO, OO-YECTO AWYpPL3a, alpaypuia, JCXHAPATAUHA H NOBAUICHA YYBCTBHTCIHOCT KbM
uH(pexunn. [lopuliieHa naeTopa HA KOPeMHHTE OpraHH, BL3NANCHHE HA YPeBHATA MYKO3a H atpodus
H3 TECTHCHUTE ¢ HHXMOHpaHa ClIepMOTreHes3a IIPH MBXKHM KHBOTHH ca HaGmogapanH 1o BpeMe Ha
aytoncusi, TOKCHKOJIOrHYHATE TapreTHH opranu B 100-aHeBHO H3chensaHe ca GUAH yepHHAT Apob H
OpOpeLTe Ha IIBLX. 3a Xopa, KoeUIUEHT HA 6e30NacHOCT OT NPHOMH3IHTENHO 7 BBB BPh3Ka C JHEBHA
ao3a U OoT 43 BbLB BPBE3KA ¢ €AHHHYHA [03a € H3YMCJAeH OT HaHHHTE 3a JKUBOTHM [PH
NPONB/DKUTENHOCT HA JIeYeHueTo He noseye ot 10 quu.

Manurpanya 3a XpOHHYHATA TOKCHYHOCT H KAHLEPOreHHOCT Ha mponu{eHa3oH, npoBeneHH mpy 50
ILTEXA H MOCTOAHHH KOHLICHTPALHH B cMecKUTe 3a xpa”ene or 320, 1000 u 3200 ppm B npoasikeHHe
Ha 105 mocremoBaTenHH CEAMHULM HE C€a NOKasanH cnequ(uuHa TOKCHYHOCT BBPXY ONpeneneHH
OpraHdd MY TYMOPOTEHEH NOTEHUHAT.

MyTareHeH H TYMOPOIreHeH MOTeHHHAJ

IIpH XemaTOTOKCHYHH HHBA Ha J03aTa NpH IUTEXOBE € HabmoJaBaHa MOTEHLHAIHA MeHOTOKCHYHOCT,
KOATO ¢€ ODACHABA KATO KOCBEHO MOCIEACTBHE OT XEMATOTOKCHYHOCTTA/ MHEIOTOKCHYHOCTTA, 4 HE
ka0 aupekTHO HapymeHue Ha JIHK. CnepoparenHo, MOke aa ce npueme Ipar Ha fozata. Hama
JaHHH 33 KaHLEPOreHHO ACHCTBHE HA MapalleTaMoN B 2-rOAMIIHO NPOYYBAHE IPH MBXKH IITBXOBE,
KOHTO ¢a OHIIH Ha AHeTa, ChAabpskama A0 6 000 ppm. HMa H3BeCTHH JOKA3aTENCTBA 34 KAHUSPOreHHO
NeHCTBHE IMPH JKEHCKH MIbXOBE, OCHOBAHH Ha MOBHINEHATA YECTOTA HA MOHOHYKJ€apHa KIEeThYHA
JIeBKEMHS.

HaMa paHHH 3a KaHIEpOreHHO ACHCTBHE HA mapaueraMon B 2-rOQdIlHO FIPOYYBAHE NPH MHIIKH,
KOHTO ¢a noay4win go 6 000 ppm.

PenpoayYKTHBHA TOKCHYMHOCT

Cnen mupokarta ynotpeta npH xopa He € YCTAHOBEH IOBUILNEH eMOPHOTOKCHYEH U TEPATOT€HEH PHCK.
[lapaneTaMos CBIO 9€CTO € NPHEMAH M 10 BpemMe Ha OpeMeHHocT, Oe3 Aa BoaH /10 HeraTHBHM edeKTH
BBPXY X0Aa Ha OpeMEeHHOCTTa UNH HepOAEHOTO JETe,

6. PAPMAIIEBTUYHH JAHHHA

6.1. CniNchK HA NOMOUIHHTE BEIIECTEA

MuxpokpUcTanHa Leynosa

Marnesnes cTeapar

Cunuuner THOKCHA, KOMouNeH Oe3lBonen
Tank




0.2. HecbBMEeCTHMOCTH
He ca u3BeCTHH

6.3. Cpok Ha roaHocr
2 (nBe) rOAHHH

6.4. CnieMaJIHH YCJIOBHA HA ChXPaHeHHE

Ja ce chXpaHaBa Ha MACTO, HEAOCTBITHO 3a AeliA.
6.5. Bua ¥ cuALPKAHHE HA OIIAKOBKATA

Ilepugon ce mpemnara B KapTOHeHa KyTusi, chAbpxkama | 6Gnucrep or ©O4no, Hempo3paiHo
PVC/PVDC/Alu donuo ¢ 10 Tabnerku.

6.6. CnenuaJing NPeANA3HA MEePKH IIpH HIXBLPJAsIHe H paboTa

Hensrion3BaHHAT MPOOYKT WAM OTMAABYHHMTE MaTepuanu ©T Hero Tpabsa na ce HM3XBBPIAT B
CHOTBETCTBHE C MECTHUTE H3HCKBAHHA.

7. APHTEXATEJI HA PAZPEIIEHHETO

Doptexc Hytpaciotuxane OO/

yi, [TpoxnaneH ket 10
Co¢ua 1362, brarapns

8. HOMEP HA PASPELIEHHETO 3A YIIOTPEBA

9. TATA HA NBPBOTO PA3PEIMABAHE/MNOIAHOBABAHE HA PA3SPEINIEHHETO 3A
YHOTPEBA

10. JATA HA AKTYA/IU3NPAHE HA TEKCTA
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