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1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

A0 Mo 723
Jlopera 75 mg/650 mg punmupanu TabieTku
Doreta 75 mg/650 mg film-coated tablets X6

ey |

y KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcaka duamMupana Tabnerka cbabpika 75 mg TpamMaao0B XHAPOXJOpHA (tramadol hydrochloride),
eKBUBaJIeHTeH Ha 65,88 mg Tpamanon (frramadol), v 650 mg napaueramon (paracetamol).

[ToMOUIHO BELIECTBO C U3BECTHO JIEHCTBHE
Beska punmupana tabnerka cbabpika 2,5 mg HaTpHi

3a MbJIHUS CMTUCHK HA NMOMOILIHUTE BelllecTBa. BH)KTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunamupana Tabaerka.
dunmupanute TabieTku ca 61e10 OpaHKeBU, OBAJTHH, IBOMHOU3ITbKHAIM, C JIJIMTEIHA YepTa OT

JIBE€TE CTPaHH, ¢ pasmepu: 20 mm x 8 mm.
TabGnerkara moxe na Obae pa3aeneHa Ha 1B€ PaBHH JO3H.

4. KJINMHUYHHU JAHHHU
4.1 TepaneBTHYHH NMOKA3ZAHHSA
Tabnerkure Jlopera ca noka3zaHu 3a CHMIITOMAaTHYHO JICYEHUE HA YMEpPEHa 10 CHJIHA OoJKa.

Ynorpedara Ha [lopera TpsOBa na Obae orpaHMyYeHa caMO NMpPH MaLKMEHTH, TTPH KOKMTO Ce€ MPELIEHH, Ye
yMmepeHara 40 CHjiHa 0oiKka U3MCKBA KOMOMHUPAHETO Ha Tpamaj0/ U napaueramon (BxkK. ChbLO TOYKa
5.1).

4.2 JlO3HpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

H3non3Baneto Ha Jlopera TpsaOBa na Obae OrpaHMYE€HO CaMO MPH MALUEHTH, NMPH KOUTO CE CYMTA 3a
YMECTHO NMPHJIOKEHHETO Ha KOMOMHALIMA OT TpamMa01 M napaueramont.

Jlo3aTa TpsOBa na Obae aganTupaHa CriopeAMHTEH3MTEeTa Ha 00JIKaTa U YYBCTBUTEIHOCTTA Ha
CbOTBeTHHUA NauMeHT. [1o npaBuno TpadBa aa ce noadupa Hai- HUCKaTa ePpeKTHUBHA 034 34
aHanre3us. He TpaOsa na ce npesuiuasa oduiara 103a ot 4 Tab/€TKU AHEBHO (€KBUBAJIEHTHA HA

300 mg TpamManosioB xuapoxjopua v 2 600 mg napaueramon). UHTEpBAIBT MEXIY OTAEIHHUTE J03H
He TpsaOBa na Obae no-manbK OT 6 yaca.

Bwv3pacmuu u ionowu (12 200unu u nogeye)

[IpenopbuBa ce HayaniHa no3a ot eaHa Tabaerka Jopera. [1pu Heobxoaumoc
W OMbJIHUTEIHH J03H, HEHaABHUIIaBaLK 4 TadNETKH IHEBHO (EKBUBAJICHTH(
xuapoxsaopua 4 2 600 mg napaueramon).
HUHTepBaNbT MEXKAY OTAECTHUTE 103U HE TPAOBA /1a Obe No-MalbK OT 6 yac:
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[lpn HkakBy yeaoBus Jlopera He TpaOBa aa Obae npuiarad 3a NO-NPOABDKUTENECH OT HEOOX0OHMHUA
neproa (BxK. CbLO TOYKa 4.4).

[leduampuuna nonyiayus
EdexTuBHocTTa M O6e3onacHocTTa Ha Jlopera He ca ycraHOBEHHM npu Aeua rnoa 12 rogMuiHa Bb3pact.

ETo 3a110 He ce NnpenopbHBa NEUEHHE B Ta3H Bb3pacToOBa Mpyna.

Hayuenmu e cmapuecka eb3pacm

OOKKHOBEHO KOPEKLHA HA 103aTa HE € HE00X0aKMa NPH MALUKEHTH A0 75-roaviiHa Bb3pact 0e3
KJIMHUYHO NposBeHa 4YepHoApoOHa wik 0u0peuHa HeaocTaTbUHOCT. [1py NaudeHTH B CTapUECKa
Bb3pacT Haa 75 roanHU Moxe aa ce Habmoaaea yab/bkeHa enumunanus. [lopaau Toea, € Heobxoaumo
N030BUAT UHTEPBAI [1a CE MOBHIIMW B 3aBUCUMOCT OT H3UCKBAHHATA Ha MALIHEHTA.

bvbpeuna nedocmamuvynocm/ouanusa
[Tpu nauueHTn c 6bOpeyUHA HEAOCTATHLHHOCT EIMMHHALIMATA HA TpaMaao e 3adaseHa. [1pu re3u

MalHEHTH Tpﬂﬁﬂa BHUMATCJ/IHO 14 CC obMucu YOB/DKABAHC HAa N030BHA HHTCPBAJI, CIIOpEN
H3UCKBAHHATA HA INMallUCHTA.

Yeprodpobro yspexcoane

[1py naumeHTH ¢ 4epHOAPOOHO YBPEXKAaHE CTMMHHALIMATA HAa TpaMaaon ¢ 3abaeeHa. [1pu Te3n
nawuMeHTy TpabBa BHUMATENHO Ja ce OOMUCIH yABJDKABAHE HA A030BUA HHTEPBA, Criopen
M3MCKBAHMUATA Ha NauuHeHTa (Bxk Touka 4.4). [lopaau HanuuueTo Ha napatieramon, J{opera He TpsaOBa
Aa ce U3MON3Ba MPH NAUHEHTH C TEXKKO YePHOAPODOHO yBpexkaase (Bx. Touka 4.3).

HauuH Ha npuiokeHHe

[ lepopanHO NpUnOKeHHE.
TabneTkuTe TpsAOBa a ce MOrMbIUAT C AOCTATHYHO KOJIMUYECTBO TEUHOCT. Te MOraT Aa ce pasfesifaT Ha

ABe paBHH J03W. Bbnpekun ToBa Te He TpsAbBa ga ce YynaT WK AbBYAT.

L{eau na Aeyenuemo u npeycmarnoeasane

[Tpean 3anoupaHe Ha neuyeHe ¢ Jlopeta ¢ nauueHTa TpabBa aa ce 06CcHaAM CTpaTerys 3a Jie4HeHHe,
BKJIFOUMTEIHO MPOAB/DKUTEHOCT Ha JICYEHUETO U LIENH HA JICYEHHETO, KAKTO M CXema 32
MpeyCTaHOBABAHE Ha JICYEHHUETO, B CHOTBETCTBUE ¢ PbKOBOACTRATA 3a JieueHHe Ha Oonka. [lo Bpeme
Ha ne4cHUETO TpadBa Ja ce OChUIECTBABA YSCT KOHTAKT MEXY JIEKapa H NaUHeHTa, 3a 1a C€ OLEHH
HeoOX0AKHMOCTTa OT NPOALHKABAHE HA JIECYEHHETO, Aa C€ OOMHCIN NpeyCTAHOBABAHE U Aa CE
KOpUr¥par J03UTe, ako ¢ HeoOxoanmo. Korato aafeH nalueHT Bede HAMA HY»KAa OT JIeHeHHe C
TpaManoJi, Ce NpenopbyBa NOCTENEHHO NMOHKXKABAHE HA 103aTa, 3a Ja Ce NPeIOTBPATAT CHMITOMY Ha
oTHeMaHe. [Ipu aunca Ha anekBaTeH KOHTpon Ha 6onkara TpsOBa a ce OOMHCIN BB3MOKHOCTTA 38
XHIEepanre3us, TONEPaHC U NPOrpecHs Ha OCHOBHOTO 3a0onaeaHe (BK. Touka 4.4).

4.3 IIporuBonoxkazanus

CBpbXYYBCTBUTENHOCT KbM @KTHBHHTE BELIECTBA WM KbM HAKOE OT NOMOLIHUTE BELLECTBA,
u30poeHu B Touka 6.1.

OcTpa HHTOKCHKALUA ¢ aJIKOXON, XHITHOTHYHHU JICKAPCTBEHU NPOAYKTH, LIEHTPANHO-AeHCTBALIH
AHANNCTULM, ONHATH WNH NCHXOTPONHH JICKAPCTBEHH NMPOAYKTH.

Hopera He TpaOBa aa ce npunara rnpu nauyMesTH, KOMTo npueMat MAQ-uHXUOHTOpH WK ca
NpUeMali TaKuBa B NPEAXOAHUTE ABE CeAMMLUM (BxK. TOUKa 4.5).

Texko yepHOAPOOHO YBpEKAAHE.
[larMeHTH ¢ enuIencua, KOATO HE € AOCTaTbYHO I00pE KOHTPOAHpaHa (BX. Touka 4.4).

4.4 ChnenHa/HM NpexynpexicHAA H NpeAna3HH MEPKH NpH ynorpeba §
Ipeodynpexcoenun

o
- Ilpy BBL3pacTHH W IOHOWHK HA U HAJ 12 roauiiHa Bb3pacT He Tpabea na 6bag E
MaKCHMasHaTa ao3a oT 4 Tadbnetku Jlopera. 3a usbsarsaHe Ha HenpeaHaMepeRQ
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nanUeHTHTe TpsaOBa Aa ObaAT NpexynNpexKAaBaHKU Aa HE NPEBULLIABAT NPENOPbYBaAHATA 1034 U A
He MIPHEMAT €JHOBPEMEHHO ApYry napaueramon (BIoUMTENHO 6€3 peuenTa) WiIK TPaMaJo08
XHUAPOXJIOPHA- ChAbPKALUK NPOAYKTH, €3 Aa ca ce NOCHhBETBANIH C JIEKaP.

- [1py Texxka 6bOpeuHa HeaocTaTLYHOCT (KpeaTUHUHOB KIHMPBHC <10 ml/min) He ce npenopbuBa
ynorpebara Ha Jlopera,

- [Ipy naumeHTH ¢ TEXKO YepHOAPOOHO yBpexkaaHe [lopera He Tpabea na ce M3non3sa (BXK. TOUKa
4.3). OnacHOCTTa OT NPeAO3HPAHE HA NapaLIeTaMO € MNO-rojaMa NPy NaLMeHTH ¢ HELIMPO3HO
aIKOXOJIHO YepHOApoOHO 3abonarane. [Ipn ymepeHo HapyileHue € HEOOXOAUMO BHUMATENHO
OOMMUCIIAHE HA Bb3MOXKHOCTTA 3a YIbJDKABaHE HA HHTEPBAJa MEXIY OTAEJHHTE N0O3H.

- JopeTta He ce MpenopbUBA NP TEXKKA IMXATEHA HEAOCTATbYHOCT.

- Tpamanon He € MOAXOAALL 34 3aMECTBALUO JICYCHHE MPH NALKEHTH C ONUATHA 3aBHCHMOCT.
Bonpeku, ue € OnHOMAEeH aroHUCT, TPaMajoa He MOXKE Aa MOTHCHE CUMMTOMMTE HA MOP(GHHOBA
3aBUCHMOCT.

- CrobuiaBaHu ca ciydan Ha KOHBYJICHU NPU MAUUEHTH, IEKYBAHH C TPaMaJoJl, CKIIOHHH KbM
IbpUOBE WIH NMPHEMALH APYTH JIEKAPCTBA, KOMTO MOHMXKABAT Npara Ha nosiBa Ha r'bpuoBeE,
0COOEHO CENIEKTHBHH MHXHOUTOPH Ha 0OpaTHOTO 3aXBalllaHE HA CEPOTOHHH, TPHLIHKJIHYHU
AHTUACTIPECAHTH, AHTHNCUXOTHLIH, LEHTPATHO-ICHCTBALUK AHAITEeTHLH HAH JIOKANHH
aHecTeTULH. [1allHeHTUTE ¢ KOHTPOAUPAaHa ENHIICNCUSA HIIH CKITOHHH KBM I'bPYOBE, TpAOBa Aa
Obaar siekyBanH ¢ Jlopera camo B ciyuait Ha abcomoTHa HeobxoaumocT. Criyuau Ha rbpUoOBe ca
cbhO0WAaBaHyu NPH NALKEHTH, NPHEMAJIH TPAMaaoN B NPENopbLYBAHUTE 003U, PHCKLT Moke na
ObJe MOBHILIECH MPH NMPEBHLLIABAHE HAa NPENOPBLYBAHATA A03a TPAMaJ0J Hal FOPHATA MPaHHLA.

- He ce npenopbuea €AHOBPEMEHHOTO NMPUIOKEHHE ¢ ONMHATHH arOHHCTH-aHTArOHUCTH
(HanOyduu, SynpeHopdhHH, MeHTa30UKH) (BXK. TOYka 4.5).

uxameHu HAPYWeRuA No epeme Ha ChbH
Onuonanre MOrar 1a MpUYHHAT AUXATETHH HAPYLLUEHHA MO BPEME Ha CbH, BKIIKOUYHTENHO LICHTPAIHA
cbHHa anHes (LICA) v HoiHa xvnokcemud. Y norpebara Ha ONMOMAM BOAH A0 A0303aBHCHMO
yeenuueHue Ha pucka oT LICA. Ilpu naunenty ¢ LICA, odOMucnere HamansapaHe Ha oblijata 103a

OIMHOKAMN.

Cepomonunog cunopom

CepOTOHHHOBHAT CHHAPOM € MOTEHLHATHO »KHBOTO3aCTPAILABAIIO CHCTOSHHE, 33 KOETO ce ¢hobLaBa
[PH MAUMEHTH, NMPHEMALLH TPaMaJo/ B KOMOUHALMA C IPYrH CEPOTOHUHEPrHYHM CPECTBa, HITH
TPaMaaoJsi CaMOCTOATENHO (BXK. TOUkH 4.5, 4.8 v 4.9).

AKO CBITBTCTBALIOTO JICYEHHE € APYTH CEPOTOHHHEPru4Hy CPeACTBA € KIHHHYHO OTIPaBAaHoO, Ce
NpenopbLUYBa BHUMATENHO HabmioAeHHEe Ha NalUMeHTa, 0co0eHO Mo BpeMe Ha 3aMno4BaHe Ha JICUEHHETO
H NOBHlLIaBaHE HAa 403aTa.

CHMNTOMHTE Ha CEPOTOHHHOBHS CHHAPOM MOXE Oa BKIKOYBAT NPOMEHH B ICHXHYHHSA CTATYC,
ABTOHOMHA HeCTabHIHOCT, HEBPOMYCKYJ/THM HapyIUEHHA W/ UITH CTOMAIIHO-UYPEBHH CHMITTOMM.

Ilpu cbMHEHHE 33 CEpOTOHHHOB CHHAPOM, TpA0Ba 1a c€ OOMMUCAH HaManaBaHe HA A03aTa WIH
MpeyCcTaHOBABAHE Ha TeparnuATa, B 3aBHCHMOCT OT TEXECTTa Ha cuMnToMuTe. [IpeycraHoBasaueTo Ha
MPHIIOKEHHETO HA CEPOTOHUHEPrHYHH JIEKapCTBEHH NPOAYKTH 0OuKHOBEHO BOIH A0 6BbP30
noaoOpABaAHE HA CHCTOAHHUETO.

CYP2D6 memabonuzom

Tpamanon ce meradbonusupa vpe3 uepHoapoOHus eH3um CYP2D6. Ako naudeHTbT UMa ZepHUMT
WJIH ITBJIHA JIWIICA HA TO3H €H3HM, Bb3MOXKHO € [1a HE CE MOCTHIHE AJICKBAaTEH AHAITETHYEH e(eKT.
H3ukcaeHHaTa coyart, 4e A0 7 % OT eBponieMaHaTa nomyJjauusa € Bb3MOXHO [a HMAT TaKbB JehHLNT.
Axo obaue nauMeHTsT € yaTpabbp3 MeTaboNnu3aTop, ChLUECTBYBA PUCK OT Pa3BUTHE HA HEXEIIAHH
peakLH Ha ONMOKAHA TOKCHYHOCT A0PH NpH 0OHUYAtHO NpPEeANHCBAHHUTE JO3H.

Ob1unTe CHMNTOMH HA OMUOHUIHA TOKCHYHOCT BKNIOYBAT OOBPKAHOCT, ChHIMBOCT, MOBLRXMDCTIC
AHUIIAHE, CBHBAHE Ha 3€HHULIUTE, raJIcHe, MOBPbLUAHE, 3aNeK H JMNca Ha aneTwr. [ m
BL3MOXHH H CUMITTOMH Ha LIKPKYNATOPHA M PECNUPATOpPHA ACNPECHS, KOHUTO MOJSZ ;;* g7

YKHBOTO3acTpallaBallli H MHOT'O PAAKO JETATHH. M34HCneHOTO pa3npocTpaHeHe i
METaDONH3aTOPH B pa3/IMYHHTE NOMyNaLUH € 00001eHO No-A0MY:

Lonyaaung PaznpocTpatictine %o
AdpurkaHun/ETrorium 29%




Adpo-amepuraHum ot 3,4 % 10 6,5 %

AzuaTuu or 1,2 % 102 %
Hunoesponeiuu oT 3,6 % 00 6,5 %
[ vpun 6,0 %

YHrapum 1,9 %
CeBepHOECBpONEHLIA orl % no2%

Ilocmonepamusna ynompeba npu oeya

B nureparypara nma nySaukyBaHH cboOLUEHHA, Y€ MOCTONEPATABHOTO NMPUIArdHE HA Tpamano Nnpu
Aeua cnel TOH3WIEKTOMHSA H/HIH aASHOHIEKTOMHA, NOpaaH OOCTPYKTHBHA ChHHA alHEN, BOAM J0
PEOKH, HO XKHBOTO3aCTpallaBalllii HexeNlaHu chOuTHs. HeobxoauMo € aa ce obprita ocodeHo
BHHMaHHE, KOraTo TpaMaion Ce NpUaara Ha jeua 3a nocronepatHiBHo obnexuyapaHe Ha Oonka,
[MPHAPYIKEHO OT HEMOCPEACTBEHO MPOCNEAABAHE 34 CHMIITOMU HA OMHOMAHA TOKCHYHOCT, B TOBA
YUCSIO pECTIHPaTOpHA JENPECHAL.

Heya ¢ komnpomemupana ouxameana QyHKyun

TpaMazon He ce npenopwyBa 3a ynoTpeda npu acua, MPU KOUTO AHXaTeNHaTa PYyHKLHA MOXKE Ja €
KOMMpOMETHpaHa, BKJTIOYHTENHO AE€LA C HEBPOMYCKY/IHH HAPYLIEHUSA, TEXKH ChPACYHH WIH
auxatenHu 3abonaBaHus, MHPEKUHH HA TOPHUTE AMXATENHHU bTULLA Wik Oenure npodose,
MHOXKECTBEHA TPABMa HITH FOJIEMH XHPYPrUUYHH ofnepaluH. Te3n axTopu MOrar Ja Bioinar
CHMITOMMTE Ha ONHOUOHA TOKCHYHOCT.

Hadbvbpeuna nedocmamvunocm

OnHONIHHUTE aHANMeTULM NOHAKOTa MOTaT Ja NPHUYHHAT ofpaTHma HaazOLOpeyHa HeIOCTATBYHOCT,
H3KCKBALIA MPOCNCAABAHE H ITIOKOKOPTHKOMAHA 3aMecTUTEMHA Tepanis. CUMITTOMHUTE Ha OCTpa MK
XpOHHYHA HaAOBOpeuHa HeQOCTATLYHOCT MOTaT Ja BKIKOYBAT, HAIPUMED, CHIIHA KOpeMHa Bonka,
raZieHe H MOBPBbLUIAHE, HUCKO KPbBHO HalAraHe, MPpEKOMepHa yMopa, HaMaJIeH aneTHUT W 3aryba Ha

TCUTO.

IIpeonasriu mepxu npu ynompeba

Puck om convmcmeauia ynompeba Ha ceoamusHu Jexapcmsda kamo benzoouazenunu uiu CpoOHY
nexapcmea

CuwnbereTBaluara ynorpeba Ha JJopera u cenqaTBHM AekapcTBa Kato O€H30AMa3eNUHH WK CPOIHH
JIEKApCTBa MOXKE [a IOBEe 10 CeaauMs, peCnUpaTopHa Aenpecusa, KoMa U cMbpT. [lopaau Tesu
PMCKOBE ChITBTCTBALLIOTO NPEANMCBAHE HAa TE3U CEOATUBHHU NeKapcTBa TpadBa 4a ce 3anasu 3a
NaLHEHTH, 38 KOUTO HE ¢a Bb3MO)KHH AJITSPHATHBHU Bb3MOXKHOCTH 3a JieHeHHe. AKO Ce B3eMe
pelueHue na ce npeanucea Jopera eaHOBpEMEHHO CbC CEAATHBHH JiekapcTsa, TpadBa aa ¢e H3N0J3Ba
Ha-HUCKaTa €(EeKTUBHA 1033 U NMPOAB/DKHTENHOCTTA HA CHITBLTCTBALLIOTO JicueHHe TpaOBa Aa Obae

Bb3IMOXKHO HaH-KpaTKa.

[Topaam yBeauueHUs pUCK OT MeTabONUTHA alMao03a ¢ rojaMa aiHoHHa pasnuka (HAGMA) ce
NpenopLYBa NOBHUICHO BHUMAHHKE NMPH CHITBTCTBALILO NPHIOXKEHHE Ha (IYKIOKCALIUIHH K
napaueTamosl, 0COOEHO NMPH NaUMEHTH ¢ TEXKKA cTeneH Ha ObOpeUHO YBpexkKIaHe, Cencue,
HEIOXPa@HBAHE M APYTH U3TOYHKULM Ha JePULNT HA MYTATHOH (HAnp. XpOHUUYEH ATKOXONH3IbM),
KaKTO H NpH T€3U, KOUTO H3MOJI3BAT MaKCHMATHATA AHEBHA N03a napateramon. [Ipenopbusa ce
CTPHKTHO NPOCieAsBaHe, BKIIOUHTETHO H3MEPBAHE HA 5-OKCONPOJIMH B YPHHATA.

r[al.lHEHTHTe TpﬂﬁBa Aa 61:11&1‘ BHHMATE/IHC NpoC€aaBaHH 3a NMpH3HaUyM H CHMOTOMH Ha
pECNHpaATOpHa JENPCCHA H CEQAUPAHC. B Tasu BPb3Ka C€ NpEnopprisa BHHMATEJIHO HH(‘)OPMHP&HE Ha
MAUHCHTHTE H TEXHHUTC OJIU3KH Te3UW CUMINITOMHU (B}l{. TOYKA 45)

Tonrepanc u pazcmpoucmea, OuaXCawu ce Ha ynompebama Ha onuouou (Moynompe § o@CiEUMOC
Tonepauc, duzuyecka U NCUXUYECKA 3ABUCUMOCT M Pa3CTPOMCTRA, Ab/KALLH ce Ha fy il uﬂf"*‘” “"T“
onnouan (Opioid Use Disorder, OUD) morar na ce pa3BuasT npyH MHOTOKpaTHO npy, { 3 1f
onvonau karo Jopera. MHorokparHara ynotpeba Ha Jopera Moxxe aa noeene ao ( l_@ ht Qlc% /
1034 H MO-ro/1IMa NpOAb/DKHTEHOCT Ha ONMHOKHAHATA TEpanua MoXke Aa yBeau4ar p G@ N p wrue 3
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Ha OUD. 3noynorpebara win yMmyuLleHaTa HerpaBuiHa ynortpeda Ha [Jopera Moxke aa aosese ao
npegosupaHe H/uiau cMbpT. PUCKBT OT pazsurde HAa OUD ce ypBennyasa npH nalKWeHTH ¢ IHYHA WK
¢amunHa aHaMHe3a (poauTeny uiu GpaTa/cecTpu) 3a pascTpoHCTBA, Ab/LKALILM ce HA ynoTpedara Ha
MCUXO0AKTHBHH BELLECTBA (BKJIKUYHTENHO Pa3CTPOHCTBA, Ab/XKALILK ce HAa ynoTpebara Ha ankoxon),
MpY HACTOALUM NYLUAYH MNH [IPH NMALMEHTH ¢ IMUHA aHAMHE3a 32 APYIrH NCHXHAYHH Pa3CTPOHCTBA
(Hanp. ronsMa aenpecUs, TPEBOXXHOCT U Pa3CTPOHUCTBA HA JIMUHOCTTA).

[lpeon 3anouBaHe Ha neveHHe ¢ Jlopera v 10 BpeMe Ha IEYEHHETO ¢ NnauveHTa Tpadsa na 6vaar
0OCBHIeHH LIENIUTE HA JICYEHHETO K CXEMa 3a npeycraHosaBaHe (Bx. Touka 4.2). [Ipean u no Bpeme Ha
JIEYEHHETO NALMEHTHT TPAOBA CbhLIO Taka Aa 6bAc HHPOPMHPAH 3a PUCKOBETE W Npu3HauuTe Ha OUD.
[TauneHnTuTe TpadBa na ObAe NOCHBETBAHH A Ce CBBPXKAT CHC CBOS NEeKap IMpH MoABa Ha TaKUBA

MPH3HALK.

[lauueHTHTE LWE CE HYXKAAAT OT NPOCHSAABaHE 3a NPH3IHALM HA MTOBEACHHE, CBBP3aHO C HACOYEHO
TBPCEHE Ha JIEKAPCTBOTO (HAIP. ThPCEHE HA JIeKapA 3a [10-paHHO HW3MTHCBAHE Ha IeKapcTBOTO). ToBa
BIUTKOUBA MpErjel Ha ChITbTCTBALIKWTE ONMKOMIN U NCUXOAKTHBHY JicKapcTBa (Kato 6eH30aHa3enuHu).
3a naumMeHTH ¢ npusHauy ¥ cUMNTOMH Ha OUD TpabBa na ce 0OMHUCIH KOHCYNITALHSA CBC CTICLIHANKUCT
Mo 3aBUCUMOCTH.

Hopeta TpabBa fna ce npwiara ¢ nOBULHEHO BHUMaHHE MNMPH MaLHEHTH ¢ HeperHa TpasMa, ¢
KOHBYJICHBHH HApYLUEHHS, ¢ HAPYUICHHE HA AUTbYHHTE MbTHLLA, B CbCTOSHHE HA 1LIOK, C HApPYLIIEHHE
Ha Cb3HAHMETO 110 HEACHH MPHYKHH, ¢ NpodaeMH, 3acAraiiiy UEHTLPA Ha OMIlAHE WiIH AUXATenHaTa
GYHKLHS, ¢ MOBHLUEHO BBTPEYEPENHO HANTATAHE.

an HAKOH NAlUCHTH NIPpCHO3HPAHCTO C NapalcTaMon MOXKE J1a JOBCAC A0 ‘-IEPHOII.POﬁHﬂ TOKCHYHOCT.

B TepaneBTHUHHM 003M M NPU KPATKOCPOHHO JICYEHHUE, MOKE A HACTBHIAT CUMITTOMH HA OTHEMAHETO,
noaoOHH Ha TE3H NPH CIIKPAHETO HA onvaTH (BxK. To4Ka 4.8). CUMNTOMHTE HA OTHEMAHETO MOTaT Ja
ObaaT H3berHaTu 4Ype3 NOCTENEHHO HAMAIABAHE Ha 103aTa B NEPHOAA Ha [PEYCTAHOBABAHE HA
npuema, ocoOeHO cliea NpOAB/DKHTETHO JieueHHe. PAako ¢a AoKIaaABaHH CTyyay Ha 3aBUCHMOCT H
3joynorpeda (Bx. Touka 4.8).

B eqHo npoyueaHe, npu NpUIOKEHHETO HA TpaMado Mo BpeMe Ha olllia aHecTe3ud ¢ eHdaypaH U
a30TeH OKCH] € cbOOLIaRaHO 3a YCHIIBAHE Ha HHTPA-OMEpPaTHBHOTO Bb3BpbLUaHe. Jlo nonyuaBaHeTo
Ha JOABIHHTEIHA UHGOpMaLUs, NPUIOKEHUETO HAa TPaMaa0a No BPpeEMe Ha aHecTe3ud TpaObBa na 6bvae

KB304ArBaHO.

Hampuii
ToBa nekapcTBO ChABPKA MO-MaNko OT 1| mmol Harpuit (23 mg) Ha prunmupaHa TabneTka, T.e. MOXe
Ja ce Kaxke, ye NPakTHYECKH He ChAbpiKa HATPHUH.

4.5 Biaumoae#icTBHE ¢ JPYIrH JeKAPCTBEHH NPOAYKTH H APYrA GPOpMHE Ha B3IaRMOAcHCTBHE

Conomcemeauiama ynompeba e npomugonoKa3ana npu:

- He-cerexmusnu MAQ-unxubumopu:
PHCK OT CEpOTOHHHOB CHHAPOM: AHapys, TaXHKAPAHA, H3NOTABAHE, TpenepeHe, oObBpKBaHe,
JOpH KOMA.

- Cenexmusnu A-MAQ-unxubumopu:
Excrpanonauns oT HeceneKTUBHH MAO-BHXHOUTOPH.
PucKk OT CEpOTOHHHOB CHHAPOM: IHAPHA, TAXHKAPAHA, H3NOTABAHE, TPENEPEeHE, QOIPRRANE
AOpH KOMA.

- Cenexmugnu-B MAO-unxubumopu:
CMMNTOMH Ha UEHTPAITHO Bb30Yy)XaaHe, HANOMHALM HA CEPOTOHHHOB CHHY]
TaxHKapaus, U3OTABaHe, TpenepeHe, oObpKBaHE, NOPU KOMa.,




B cayuaii Ha ckopolHo neveHne ¢ MAO-uaxubuTOopH, Tpadea Ja vMa HHTEpPBAN OT ABE CeAMHULHU
npeayd Ha4YanoTo Ha JICUEHWETO ¢ TPAMaaod.

Convmcmeauia ynompeba He ce npenopuvuéa:

- Aaxoxoan:
ANKOXONLT MOBHIIARA C€AATHBHUA e()eKT Ha ONHOUIHMU aHANTETHUH. EQekTbT BbpXY
KOHLIEHTPALHATA MOXe Aa HafpaBy LO(PHPAHETO HA NPEBO3HH CPEACTBA H HINOM3IBAHETO HA
MallrHU onacHo. M30sareaiiTe npuema Ha anKOXOMAHH HAMUTKH, KAKTO H HA JIEKAPCTBEHH
NPOAYKTH, CbABbPXKALUKA ANKOXON.

- Kapbamazenun u Opyzu eH3uMHu uHOyKmopu:
Puck oT noHW»xaBaHe Ha €PEKTHBHOCTTA U NO-KPAaTKO ASHCTBUE, NOpaay HaMalABaHE Ha
U1a3MEeHaTa KOHUEHTPALUA Ha TpaMaaon.

- Onuoudnu azonucmu-aimazonucmu (6ynpenoput, Harbypun, nekmazo3un)
[Tonnxasa ananreTHuHUA ePexT Ype3 KOHKYpeHTeH Onokupail eekT BLPXY pelenTOpHTE C
PHCK OT CHHIPOM Ha OTHEMAHE.

Convmcmeauia ynompeba, Koamo mproeda oa 6r0e g3ema noo HUMAaH e

- Tpamanon Moxe Ja MHAYLHMpA KOHBYJICHU U Aa MOBMLIY NMOTEHLMANA HA CEIEKTHBHH
MHXHOHTOpH Ha 0OpaTHOTO 3axBallaHe Ha cepoTOHHUH (SSRIs), unxuburopu Ha obpaTHoTO
3axBallaHe Ha cepoTOHHH HopenpuHeduH (SNRIS), TPULHMKIHYHHE aHTHAENPECAHTH,
AHTHMICMXOTHUM M NOHHXKABAIIK 'BPUOBHAT IIpar JIEKAPCTBEHHU NPOAYKTH (Hanp. OynponuoH,
MHPTAa3alH1H, TETPAXUAPOKAHAOWHOI) Aa TPEAN3BUKBAT KOHBYJICHH.

- CbnbTcTBaLIATA TEpaneBTHYHA ynoTpeba Ha TpaManon U CEPOTOHMHEPIrHYHH JICKAPCTBEHH
POAYKTH, KATO CEJICKTUBHY HHXHOHTOPH Ha 0OpaTHOTO NoeMaHe Ha ceporoHnHa (SSRI),
MHXHOMTOpPH Ha 0OpaTHOTO NOEMaHe Ha cepoTOHHHA U HopenHHepprHa (SNRI), nHxHOHTODH
Ha MOHOAMHHOOKCHAA3a (BXK. Touka 4.3), TPULUKIMYHH aHTHIENPECAHTH H MUPTA3aNMH, MOTAT
[a NpeaAn3BHKAT CEPOTOHHHOB CHHAPOM — MOTCHUHAIHO )KHBOTO3aCTpaliaBallo ChCTOAHHE
(BXK. TOukH 4.4 u 4.8).

- Lpyeu onuouonu depusamu (BKNIOUYUTENTHO AHTUTYCHBHH NIEKAPCTBEHH NPOAYKTH M
3aMecTHTeIHa Tepanug). [loBHllieH pHCK OT pecnupaTopHa Aenpecus, KOUTO MOrar 1a obaar
(daTanHy B CIYYAHTE HA Npeo3HpaHe.

- pyau denpecanmu na yexmpainama HepeHa cucmema, Kato APyru ONHOUAHH AE€PUBATH
(BKIKOUYKTENHO aHTHTYCHBHHM JIEKAPCTBA H 3aMECTHTEJIHA Tepanus), APYrd aHKCHONAWTHLUH,
XMIMHOTHLMH, CEAATUBHYA aHTHACTIPECAHTH, CEAATUBHHA AHTHXUCTAMHHH, HEBPOJIENTHLH,
LICHTPA/IHO AEHCTBAUIH AHTUXHNECPTEH3INBHH CKAPCTBEHH NMPOAYKTH, TATHAOMHA H OakiodeH.
Te3u nekapcTBeHH NPOAYKTH MOTAT Aa NPSAH3BHKAT NOBULLIABAHE HAa LIEHTPAIHATA ACMpecHs.
[ToBnHMSBAHETO HA KOHUEHTpALMATA MOXKeE [a HanpapH WogHpaHETO HA MPEBO3HH CPeICTBA H
M3NOM3BAHETO HA MAlLIMHU OTACHO.

- CounbTeTBalIoTo NpunoxeHue Ha Jlopera ¢ rabaneHTuHonaM (rabaneHTHH K1 nperabaiuH) Moxe
Aa HOBEAE N0 pecrnHpaTOpHa AerpecHa, XMIOTOHHUA, Ib00oKa cegaumnsa, KoMa WiM Ja UMa
neTageH U3xon.

- CrmeTcTBaniaTa ynorpeda Ha ONHOMIHU CBHC CEJATHBHH IEKAPCTBA KaTO OeH30AHa3eHHH HWIH
CPOZHM JIEKApPCTBa MOBHLLIABA PUCKA OT CeaLng, PECNIHpATOPHa AeNpecHs, KOMa U CMbPT
nopaay ACMBIHUTENHHA edekT Ha nenpecupade Ha L{HC. {o3aTa v npoammkuTenHOCTTa Ha
chnbTCTBaLATA ynorpeba tpadsa Aa Obaar orpaHuyeHH (BXK. TOUKa 4.4).

- [loaxoaswo OT MEAULIMHCKA IJIedHA TOUYKA € Ja C€ W3BLPUIBA NEPHOAKYHA OLEHKA Ha
npoTpoMOHHOBOTO BpeMe npH ¢cbIeTcTBawia yrnorpeda Ha Jopera ¢ noaoOHu Ha BapdapHH
cheAMHEeHUS nopany cboduUleHUs 3a nosuuieHd INR.

- [1pu orpandyeH Opo¥ nNpoyusaHHs Npe-wiaK NOCTONEPATHBHOTO NPHJIOKECHHUE Ha
aHTUEMeTHYHUA 5-HT3 aHTaroHUCT onoarcempor yBenHyasa HyXKAUTE OT TPaMaaoe
NAUHMEHTH ¢ nocTonepaTusHa bonka.

- HeobxoauMo € NOBHIIEHO BHHMAHHE NPH CLITBTCTBALLA yrioTpeda Ha duty /
napaneTamos, Thid KaTo €EAHOBPEMEHHHAT MPHEM Ce CBbp3Ba ¢ MeTabon #. Y.
aHUOHHA& pa3HKa, 0COOEHO NpH MNaUWEHTH ¢ PUCKOBH (pakTOpH (BXK. TOUK! {

4.6 DepTRIAATET, OpEMEHHOCT H KhpMEHe
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bpeMeHHOCT
Trii kato Hopeta e pukcHpaHa KOMOKMHALIMA OT aKTHBHU BEWIECTBA, BKIIKOUYBALLA TPAMaaoN, TOH He

TpsaOBa Aa ce npunara no speMe Ha HpeMeHHOCT.

Haunu omnocro napayemamon.

HPDYHB&HHHTE MMPpH XHBOTHH Ca HCAOCTATRYHH, 34 [la CC HanpabH 3aKmNOYCHHUEC OTHOCHO

pENPOIYKTHBHATA TOKCHYHOCT. 3HAYHUTENHO KOJTHYECTBO AaHHH IMpH 6PBMEHHH AKHCHH HC ITOKa3BaT
HUTO MﬂJ’l(bOpMaTHBHa, HHTO qJETDfHEDHaTﬂJ]Ha TOKCHYHOCT. PG3}’HT3THT6 OT CNMUIACMHOJIOrHYHHATC
npoy4BaHHA BbPXY HEBPOAOTrHYHOTO PAa3BHTHUE Ha €A C CKCITO3HLMA Ha NapalcTaMon in utero ca

HeyOeUTENHH.

Ilannu omuocro mpamaoon:

Hsama nocTarbyHO AaHHM 32 OlleHKa Ha 6e30nacHOCTTa Ha TpaMaaon npu OpemMeHHH keHH. Tpamanon,
MPUWIOXKEH MPEIH WIH NO BPEME HA PAXKIAHETO, HE 0Ka3Ba BJIMAHHE BBPXY KOHTPAKTHIHTETA Ha
MaTkata. [Ipy HOBOpPOASHH MOXKE a MpEeIU3BUKA NPOMEHH B AMXATE/IHATA YECTOTA, KOHTO
0OHMKHOBEHO HE ca KJIMHHYHO 3Ha4yuMu. [Ipoabvmkurendara ynorpeba no Bpeme Ha OpeMEeHHOCT MOXKeE
aa AoBeAe A0 CUMIITOMH Ha OTHEMAaHEe MPH HOBOPOAECHHTE Cliell paXKAaHETO KAaTo NMoCieAHLA OT

NMPpABHKBAHCTO.

Knpmene
Trii kato Jopera ¢ dukcHpaHa xoOMOMHALMA OT aKTUBHH BELLECTBA, BKIOUYBALNA TPAMaa0J1, TOH HeE

TpsAOBa /1a ce nMpuaara no BpEME Ha JIAKTaUHA WK AITEPHATHBHO, KbPMEHETO TPAOBA Ja ce
MpeycTaHOBM NO BpeMme Ha neveHue ¢ JJopera. [IpekparaBaHe Ha KbpMEHETO KATO LAJIO HE CE Hajlara

cJiel NpHeM Ha eaHOKparHa Jo3a Jopera.

Hannu omrocro napayemamon:
[lapaueramMon ce oTAEns B KbpMaTa, HO HE H B KITHHHUYHO 3HAYUMH KOJIMYECTRA.

Harnnu omuocrno mpamaoon

[Ipubnausnrento 0,1% ot go3ara rpamanosi, npueTa oT MaikaTa, ce OTaeAs B kbpmara. B
HEeMOCPEeACTBEHHU NOCAeaPOAOB NEPHO NPU NpHeMaHa AHeBHA MepopaiHa a03a OT MaikaTa ao
400 mg, TOBa CHOTBETCTBA HA CPEAHOTO KOJHYECTBO TPAMAZA0J1, KOSTO MOXE Na ObJ€ MOreIHaToO OT
KbPMA4ETO NPH KbPMEHE, KOETO € 0koN0 3% oT a03ara, anantHpasa cnpaMo TeroTO Ha MaHKara.
[Topagy Ta3u npudyHa TpaManos He TpAOBRa Aa C€ U3MOJI3Ba MO BPEME HA KbPMEHE WK KaTo
anTepHaTHBA KbpMEHETO TpAOBa Aa ce npexkpaTH Mo BpeMe Ha JeveHHe ¢ Tpamanon. Cnea npueM Ha
eAHa J03a TpamManodn, He € HeoOX0AUMO MpeKpaTiBaHe HA KbPMEHETO.

DepThaureT

IloBeueTo MoCT-MapKETUHTOBH MPOYYRAHUA HE NMPEANoaraT TpaMaaos Ja UMa eeKkT BbpXy

G epTHINTETA.

[IpoyuBaHus BbpXY XKHUBOTHH HE ca TOKa3alH TpamMaJo/ Aa UMa e(deKT Bbpxy peprunurera. Hama
IPOBEAEHU MPOYYBAHUA BHPXY edekTa Ha KOMOMHAUUATA TPAMaa0A/ NapaueTaMos BLpPXy

dbepTUIMTETA.

4.7 Ed¢exkTn BLpXy cnocobHocTTA 32 Iuodupane m padbora ¢ MAINHAA

Tpamagon Moxke aa AoBede A0 MNOABATA HA CHHAMBOCT WIH 3aMasHOCT, KOMTO Aa ¢€ YCHIAT OT NpueMa
Ha ankoxon unu aenpecaHTH Ha [IHC. Ako 61ae 3acerHar, nauMeHTsT He TpAOBA 03 ISP aSik

paboTu ¢ MaLUHUHM.

4.8 Hexelanl NeKapCTBCHHA PEAKRHEHA




Haii-yecTo 00xnaiBaHATE HEXKENAHM JIEKAPCTBEHH PEaKLIMM N0 BPEME HA KNHHHUYHH NPOYUYBaHHA,
MPOBeAeHH ¢ KOMOMHALMATA ¢ MapaLeTaMO//TpaMaso ca raaeHe, 3aMasHOCT H CLHIIHBOCT,
HabmonagaHu npH noseue OT 10% ot nauueHTUTE.

YectoTara € Knacupuudpana B CICAHUTE MPYNH:
- Muoro uectu (> 1/10)

. Yectu (> 1/100 no <1/10)
- Heuectu (> 1/1 000 no <1/100)
- Peaku (> 1/10 000 oo <1/1 000)

- Muoro peaku (<1/10 000)
- C Heu3BecTHa 4ecTOTa (HE MOXKE 1a Obae OLECHEHA OT HAIHYHHUTE JaHHH)
[Ipu BCAKO rpynupaHe B 3aBHCUMOCT OT YE€CTOTATA, HEIKENIAHUTE IEKAPCTBEHU peakiuy ce H30poaBar
B HU3XOOALL PeA MO OTHOLICHHE HA TAXHATA CEPHO3HOCT.

YecTOTa Ha HEXENAHUTE JIEKAPCTBEHHU peakLuHu, H30POSHH MO OTASIHUTE OPraHU U CUCTEMH:

C
Meuoro MHoro
YecTH Hevectn Peaku HEU3BECTHA
4yecTH peakH
4yecToTa

MeTtabo- XHUINOTIIH-
JIHTHH H KeMus
XPpaHUTENTHH
HapY IUIEHHS
[TcHXU4HH CbCTOAHHE HA AEMpPeCcuA, OENHPHYM, 310y noTpe-
HapyleHUs 00BLPKAHOCT, XanoLu- neKapcTae- Ga!

NPOMEHH B HaLYK, Ha

HACTPOCHHUETO KOLUMAapHH 3aBHCHMOCT

TPEBOXHOCT, CbHHULLA

HEPBHOCT,

ey$OopHuHO

HaCcTpOEHHE,

HapyllUeHHs Ha

CbHA
Hapye- 3aMafnHoCT, | rnaBodonme, HEBOJIHA aTtaKcus,
HYA Ha CBHJIMBOCT | TpenepeHe CbKpAWIEHMA Ha| KOHBYJICHH,
HEpPBHATA MYCKYJIHTE, CHHKoOA,
CUCTEMA [apecTE3NH, HapyLIeHUSA

aMHEe3HsA Ha peura
Hapyue- 3aMBIIICHO
HHA Ha 3IpEHHE,
O4HUTE MHO32a,
_ MHApHa3a
Hapyue- THHHTYC
HHUA Ha
yXOTO H
nabupuHTa
ChpaedHu NaTNHTALIKH,
HapyeHNA TaX UKapIuA,
apHTMHA

Cbaosu XUMEPTOHHA,
HapY UIEHHS ropeiild BbIIHH
Pecnupa- AUCIIHEA
TOPHH,
PbAHH 4
MEIHACTH-
HAJTHH
HApY UIEHHA
CtoMawiHoO- | raaeHe OBpLUIAHE, aucharus,
YPEBHH 3aMnek, CyXoTa B | MeJieHa




HapyWeHHA ycTaTa, 1Hapua,
KopemHa Oonka,
RUCNIENCHUA,
(hnaTyNeHUHS
(razose)
Hapywe- XHUNEPXHUAPO3AC | KOXKHH
HHUS HA bpOeK peaKuMH
KOXKaTa (Hanp. oOpHKB,
NOAKOX- YPTUKApHA)
HATA TbKaH
Hapyuie- andoyMuH-ypHA,
HHUA HA MUKILHOHHH
OvOpeunTe Hapy WeHUA
H (au3ypua U
NMUKOYHHUTE pPeTEHIUA Ha
MTbTHLLA ypuHarta)
OO BTpHCaHe,
HapylLUe-HUA rpeaHa OoJika
H ePeKTH Ha
MACTOTO Ha
MPHIOXKE-
HHE |
Hinenpa- MOBHIIABA-HE
HHA Ha TPAHCAMM-
HA3UTE

| Moknanpany npH nocT-MapkeTHHIOBO MPOYUBAHE,

JlexapcTBeHa 3aBUCUMOCT

MHorokparHata ynotpeda Ha JJopeta Moxe Ja JOBEAE A0 NEKAPCTBEHA 3aBUCUMOCT, AOPH MPH
TepaneBTHYHM A03H. PUCKBT OT IeKapCcTBEHA 3aBUCHMOCT MOJKE [1a BapUpa B 3aBUCHMOCT OT
HHAWBHAYATHUTE PUCKOBH (DAKTOPH Ha MaUUEHTa, 103aTa H NPOIB/DKMTEIHOCTTA HA ONNHOKMAHATA
Tepanug (BxK. Touka 4.4).

B'hnpexn, ye He ca HabalopaBaHH Mo BpEMEC Ha KJIHHHYHH MNPOYYBAHHA, HC MOXC I1a Obae H3KINOUYEHA
noABaTa Ha NPpCACTABCHHTE NO-A40]1Y HCXC/NAHK pCaKUHHA, 3a KOWTO € H3BCCTHO, YC Ca CBbP3aHN C

(IpHEMA Ha TPpaMaaO0Il KK NnapancTaMoi.

Tpamaoon

- OpTrocTaTH4Ha XMNOTOHKA, Opagukapaus, kKonanc (Tpamaaon).

- [IpH noCcT-MapKETHHIOBOTO MPOCACAABAHE HA TPAMAAO/ Ca HA0I0daBAHH PEIKH CIIYy4Yad Ha
npoMsaHa Ha edexra Ha BapdaprH, BKIIOUYHTENIHO NOBULIEHUE HA NPOTPOMOHHOBOTO BpEME.

- Peaxu (> 1/10 000 no < 1/1 000): anepruydn peakiiyu ¢ AMXATENHU CHMITTOMH (Hanp. OUCIHed,
OpoHXOCNa3bM, XPUINOBE, AHTHOHEBPOTHYEH OTOK) U aHaUNaKCHUs.

- Peaxu (= 1/10 000 no < 1/1 000): mpoMeHH Ha aneTuTa, ABHraTenHa caabocT U NMoTUCKaHe Ha
AHLIIAHETO.

- [IcuxH4ecKH HEXENAHH PEaKUHH MOTaT Aa Ce NOABAT CNel NpWiaraHe Ha TpaMaao)l, KaTto
BapHpaT HHAUBHAYAIHO MO HHTEHIUTET U XapakTep (B 3aBUCUMOCT OT JIHYHOCTTA U
NPOAB/DKHTETHOCTTA HA NMPUEM Ha JIEKApCTBOTO). Te BKIIOUBAT NPOMEHH B HACTPOEHHUETO
(0OHKHOBEHO ey(hOPHYHO HACTPOEHHE, MOHAKOra JHCHOPHA), MPOMEHH B AKTHBHOCTTA
(0OMKHOBEHO MOTHUCKAHE, MOHAKOra yBEJIHYCHHUE) ¥ MPOMEHH B NMO3HABATE/IHAA H CETHBEH
KanauaTeT (Hanp. HapyLUEHUA HA NMOBEJCHHETO H Bb3NPHATHATA).

- CrobuiaBanu ¢a 4 ¢Jy4ad Ha BAOLLIABAHE HA ACTMA, BBNIPEKH Y€ NPUYHUHHO-CISACT
BPL3KA HE € YCTAHOBEHA. e\\ﬂﬂ o

- HapyweHHnsa Ha HEpBHATa CUCTEMA: C HEM3BECTHA YECTOTA, CEPOTOHHHOB CH » v !

- Bu3morkHa € nosABaTra Ha CHMNTOMKM HAa CHHAPOM HA JICKAPCTBEHO OTHEMAHE,
NpH ONKATHATA 3ABUCUMOCT, KaTO: Bb30yAa, TPEBOKHOCT, HEPBHOCT, 0€3Ch
TPEMOP H CTOMALUHO-4YpeBHH CHMNTOMH. pyru cumnToMy, HabnionasaHu




PA3KOTO ¢nHUpaHe Ha TPaMagoJ/OB XUAPOXJIOPUA Ca: NPHCTHLIN HA MaHUKa, CHIHA TPEBOXKHOCT,
XanloLHHAUMHY, NAPACTE3UH, THHUTYC W HeoOMUaliiHH cuMnToMH oT cTpatda Ha LIHC.
- PecnuparopHH, TOPAKATHH H MEJHACTHHANHU HapYLUEHHA: ¢ HEU3BECTHA MECTOTA: XbJILIAHE.

llapayemamon

- Hexenanure peakuyy Ha napaueTaMo ca peakd, HO MOXKe 1a €€ NMOABH CBPBbXUYYBCTBHTENHOCT,
BKJIFOUYHMTETHO KokeH 00pHuB. CrobinasaHu ca ¢/iyyan Ha KPbBHA AUCKPa3Us, BKIIOYHTETHO
TPpOoMOOUMTONEHHA M ArpaHyOUMTO3a, HO HE BHHATH € YCTAHOBEHA MPUYHUHHO-CIIEACTBEHA
Bpb3Ka ¢ napaweramon.

- ChleCTBYBAT H HAKOJIKO CbOOIIEHHA, KOUTO MPEAIO/IArar, 4¢ NapaueTaMo MOKE Ja JOBEAE
IO XHNOAPOTPOMOHHEMHA, [PH TpHEeM ¢ BapapUH-NIoA00HH CheauHeHHs. B apyru
NpOy4BaHHA NMPOTPOMOHHOBOTO BpEME HE € OHII0 IPOMEHEHO.

- MHoro peiky ciy4ad Ha CepHO3HH KOXHH OOpPHBH ca JOKIagBaHHU.

- HapyiueHusa Ha MeTabonn3ma ¥ XpaHeHeTO: ¢hOOIAaBaHU Ca CIyHaH HA MUPOF1YTaMHHOBA
aiiao3a (PGA) ¢ HeM3BeCTHA YECTOTA, KOraTo napaueTaMost ¢ H3N0N3Ba CaMOCTOATENHO WK
MPU ChITBTCTBALLO JICUEHHE C DIYKIIOKCALWITHH, OCOOEHO MPH NMalUEHTH C PUCKOBH (PaKTOpH U
[Py MPOOLIKHTENHO eueHHe (BK. TOUkH 4.4 1 4.5).

C'LDGU.EEIBH.HC Ha HEXC/IAHH PCAKLIHHA

CpobuiaBaHeTo Ha MOAO3UPAHU HEXKENaHH peaKUUH clie] pa3peluapaHe 3a ynorpeda Ha nekapcTseHus
MPOAYKT € BaXHO. ToBa no3BonABa 1a Mpoab/KH HabII0ACHUETO HA CHOTHOLICHHETO NOJ3a/PUCK 33
nekapcTBeHus NpoaykT. OT MEAHLIMHCKHUTE CIIELHATHCTH C€ M3HCKBA Ja ChboOIIAaBaT BCAKA
MoAO3HpaHa HeXellaHa peaklMs upe3

H3nbaHuTEeIHA areHLIHA 110 J1IeKapeTBaTa

yi. ,.,Jlamax I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417
yebcalT: www.bda.bg

4.9 IIpeao3upane

Jopera e puxcHpana kKoMOHHAUMA OT aKTHBHM BelIeCTBA. B ciyyaii Ha npenosupane, CHMITTOMHTE
MOYKe [a BKIHOYBAT MPH3HALM U CHMIITOMH Ha HHTOKCHKAUMA ¢ TpaMadosl KK NapaueTaMos, KakTo
C ABeTe aKTUBHHU CHCTABKH.

Cumnmomu Ha npeodo3upane c mpamacon

[To npUHLUMT, NMPH HHTOKCHKALMA C TPAMAaAOJI C€ OYAKBAT CHMITTOMM, NMOAOOHH Ha TE3M MPH ApYrUTe
LIEHTPATHO-ACHCTBALIH AHATIMETHUH (onuaTH). ToBa BKIAKOYBA MO-CMNELMATHO MHO34a, MNOBPBILIAHE,
CbhPACYHO-C'HAOB KOMAIMNC, HAPYLIEHHUS HA Ch3HAHHUETO 0 KOMA, MbPYOBE U NOTHCKAHE HA AMIIAHETO A0
OHXaTesIeH apecT.

CrobiaBa ce U 3a CEPOTOHHHOB CHHAPOM.

Cumnmomu na npeoo3upare ¢ napayemamon

[IpenosupatHero € oT 0coOEHO 3HaAYEHHE MPH MANKHUTE Acula. CHMITOMHTE HA Npeo3HpaHe Ha
napaueTamos npe3s mepsyTe 24 yaca ca Oneaoct, raacHe, NOBpbLUAaHe, AHOPEKCHA H OONKH B KopeMma.
YepHoapoOHO yBpexkaaHe Moxe aa Obae ycraHoseHo 12 no 48 vaca cnen npuema. BbamMoxHa e
MOABATA HA HAPYLIEHHA B IMIOKO3HHUS MeTabonu3bM H MeTabonuTHa aunaosa. [1pu Texko oTpapsiHe,
yepHOAPOOHATA HEAOCTATLYHOCT MOXKE [1a MpOrpecHpa oo eHuedanonaTui, koMa H cMbPT. Moxe a3 e
HaJIHLEe ocTpa 6OpeuHa HegoCTaTLYHOCT © OcTpa TyOYJiHA HEKpO3a, IOPH NPH JIKICATE HA TEXKKO
yepHOApoOHO yBpexaaHe. Cvo0ulaBaHH ca ClTy4an Ha CbPACYHA APUTMKA U NAHKPEATHT. ___

yepHoaApoOHATA ThKaH.




Cnewno reyenue.
- HezabasHo HacTaHsABaHe B CMELHATIM3HPAHO OTACIECHHE,

- [ToanbpkaHe Ha AUXaTeNHATa H LMPKYNAaTOpHa QYHKUMA.

- [penu 3anouBaHe HA NEYEHHETO € HEOOXOAUMO BB3MOXKHO HaH-ObP30TO B3¢MaHEe HA KPbBHA
npoba 3a YCTaHOBABAHE HA M1a3MEHHTE KOHLEHTPALIMM HA NapaueTaMon W TpaMaaos, KakTo
3a NPOBEXJAHETO HA YEPHOAPOOHH M3CNEABAHUA.

- Heobxoaumo e npoBexkaaHeTO Ha YepHOAPOOHH H3C/IeABAHHUA B HAYANOTO (NpH
MpeNO3UPAHETO) H MO-KbCHO Ha BcekH 24 uaca. OOHKHOBEHO ce HaboaaBa NOBMLLIABAHE HA
uepHOoApOOHHTE EH3IUMH (ASAT, ALAT), xOUTO Ce HOpMATM3HUpAT Clie] €4HA WK ABE
CCAMHMLIM.

- HeobxoouMo € U3npa3BaHe HAa CTOMAX, YPE3 NPEAU3IBHKBAHE HA NOBPbLUAHE (KOrato nalMeHTa
€ B Cb3HAHHE) WK CTOMALLHA NTPOMMBKA.

- HeobxoauMo € npeanpueMaHeTo Ha NOAAbDKALLKM MEPKH 3a NOAAbLPXKAHE MPOXOAUMOCTTA Ha
AMXATENHUTE MbTHILA, KAKTO W MOAABbPKaHE HA CHLPACYHOCHAOBAaTa PYHKLHUA; KaTo 3a
00paTHOTO pa3BUTHE Ha PECMMPATOPHATA AENpecus € HEOOXOAUMO NPUIAraHeTO Ha HATTOKCOH;
npunaabUyTe (rbpUYOBETE) MOXKE Aa OBbAAT OBNAAAHH C AHA3ENaM.

- Tpamagon ce eTKMHHUPa MUHUMAJTHO OT CepyMa Ype3 XeMOIHalK3a UM xemoduarpaums. Ero
33110, JICHEHUETO HA OCTpaTa MHTOKCUKalMa ¢ JopeTa camMo ¢ xeMoanan13a Wiu

xeMOQHUATpALMA € HENOAXOAALLO.

Heobxoaumo ¢ He3abaBHO JieYeHUE HA Npeao3HpaHeTo ¢ napaueramon. HezasucumMo oT nuncata Ha
3HAYHMH PaHHH CHMITTOMM, nauMeHTHTe TpAdsa na O6baat HezabaBHO HacTaHeHU B HonHuua 3a
NPOBEXJAHETO HA CMEIHO MEOHLIMHCKO N€HEHHUE, KATO BCEKH BB3PACTEH WK IOHOMUIA, NIPHES OKOJIO
7,5 g UNK noeeye napaLeTamMon B npeaxoaHuTe 4 yaca WM BCAko aete npueno = 150 mg/kg
napaueTaMmos B npeaxoaHHTe 4 yaca Tpabea na ObaaT MOANI0XKEHH HA CTOMALIHA NPOMHUBKA.
Heobx0auMO € U3MEpPBaHE Ha KPBBHHTE KOHLIEHTPALIMMTE HA NapaucTaMos no-KbCHo ot 4 yaca caen
NPeR03UPaHETO, 3a OLICHKA HA PUCKA OT Pa3BUTHETO HA YEPHOAPOOHO yBpexkaaHe (MOCpEeICTBOM
HOMOTpaMa np# npefo3vpade Ha napaueramon). Moske na e HeoOX0AUMO NEPOPaNHOTO NPHJIOKEHHE
HA METHOHHUH WIH HHTPABEHO3ZHOTO NpWiokeHHe Ha NAC, KOUTO MOXKe Aa UMAT MONOKMTENEH eekT
no 48 yaca cnea npenosupaneTo.. [IpunoxeHnero Ha HHTpaBeHO3eH NAC ¢ Hail-edekTHBHO B
paMKHTe Ha 8 uyaca OT npenosdpaHero. Bunpeku toea, NAC Tpabea na 6bae npunoxkes, A0pu ga ca
H3MHHANH noBeve OT 8 yaca cnen Npefo3uPaHETO U Ja NMPOABIDKH MO BpeMe Ha LeIHd KYPC Ha
neueHueTto. Jleuennero ¢ NAC tpabea na 3anmoyxe He3aDapHO B Ciiydad HA CbMHEHUE 33 MACUBHO
npeao3upaHe. Heobxoanmo e npeanprHeMaHeTo Ha obLIM NOAAbPIKALLK MEPKH.

HezaBHcHMO OT CHO01IEHOTO KONMYECTBO Ha MPHETHUA NAPALIETAMOJ, aHTUAOTHT Ha NapaueTaMor,
NAC, Tpabea aa ce npueMe NepopajiHO UKW UHTPABEHO3HO, Bb3MOXHO Haik-Obp30, 3a NpeANOYHTAHE B

paMkUTe Ha 8 4aca OT NPeAo3UPAHETO.

5. ®APMAKOJOIHYHH CBOMCTBA

5.1 ®apMaKOIHAAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA Mpyna: AHANNeTHLM, ONHATH B KOMOHHALUA ¢ HEOTTHOHWIHH
aHanTreTHUM, Tpamanos 1 napaueramon, ATC xon: NO2AJ13.

Ananzemuuu

Tpamanon e ondonaeH aHaNreTHK, AeiiCTBAL BLPXY LIEHTpAanHaTa HEPBHA CHCTEMA. TpamMazosl € YHCT
HECEJIEKTUBEH aroHUCT Ha |, O, H K OITHOUAHUTE PELENTOPH, ¢ NO-BUCOK aQHHHTET KbM,
peuenropure. [Ipyrn MeXaHH3MH, KOHTO JONPHHACAT 32 HErOBHA aHAIreTHUYEH ede / O
Ha HEBPOHAMHOTO O0PAaTHO 32XBAaLIAHE HA HOPAAPEHANUH Y NOBULIABAHE OCBOOOXK] # '
cepoTOHMH. TpaManon MMa H aHTHTYCHBEH eeKT. 3a pasziuka OT MOP(HH, aHanr
TPaMajoN B LUMPOK JHANO30H HAMAT NOTHCKALL eekT BbpXY AxlaHeTo. OcBeH TOBE () Fh
YPEBHHA MOTHIIHTET He Ce npomens. CbpaeuHochaoBuTe eekTh KaTo uaio ca cnabi S ngigHs
NEHCTBHE HA TPaManon € onpeicieHa KaTo €1Ha-aecera 4O eHa-1iecTa OT Ta3H Ha ) |




TOYHHAT MEXAHH3IBM HA AHATETUMHUTE CBOWCTBA HA rapaleTaMoN He € U3BECTEH U MOXE J1a
BKJIFOYBA LIEHTPAIHH U NepudepHH ePeKTH.

Jopeta e noctaeeH Ha [l nosnuma B ctenbara Ha ananreTuuute Ha C30 u Tpabea ga 6vae npunaraH
CHOTBETHO OT JIeKap.

5.2 PapMakoOKHHETHYHH CBOHCTBA

Tpamanon ce npunara B paueMuuHa Gpopma, kato [-] u [+] popmn Ha TpamManos U HErOBUAT
meTabonut MI ca yctaHOBUMH B KpbBTa. Bhiipeku, ye Tpamanon ce abcopOupa 0bp30 cnen
NnpuioXeHHe, Herosata abcopbuus e no-6aBHa (M HErOBUA MOMYHKUBOT € MO-TBJIBIY) OT Ta3M Ha
napaueTamol.

Cnen eQHOKpaTHO NMEPOPATHO NpUiokeHWe Ha TabneTka TpaMagon/napaueramon (37,5 mg/325 mg),
MHKOBM NNa3MeHH KOHUEHTpauMH ot 64,3/55,5 ng/ml [(+)-Tpamanon/(-)-rpamanonj u 4.2 pg/ml
(napaugeramon) ce aocturar cien croTBeTHo 1,8 yaca [(+)-tpamanon/(-)-tpamanon] v 0,9 yaca
(napaueramon). CpeAHUAT ETHMHHALUMOHEH MOJTYKHKBOT 112 € ChOTBETHO 5,1/4,7 vaca [(+)-
TpamMagon/(-)-tpamanon] 4 2,5 waca (napaueramon).

[To Bpeme Ha hapMAKOKHHETHYHHTE MPOYYBAHHUA NPH 34PaBU R00POBOLIM ClIe] €MHOKPATHOTO HIH
MHOTOKPaTHO NMEPOPATHO NPHUNOKEHHE Ha KOMOMHaLMA ¢ PHUKCHPAaHK A03H TPaManol/ mapaueTamo,
He ca HabloAaBaHH KIMHUYHO 3HAYMMH NPOMEHH B KHHETUUHHUTE HapaMeTPH HA BCAKO OT aKTHBHHTE
BELIIECTBA, B CPABHCHHUE C MAPAMETPHUTE MPH CAMOCTOATE/THOTO NPHIICKEHHE Ha OTACTHUTE aKTHBHH
BELLECTBA.

Abcopbuus:
PaueMuunuAT Tpamanon ce abcopbupa 66p30 M MOYTH HAMBAHO ¢Jie] NEPOPATHO NMPHITOKEHHE.

Cpeanara abcontoTHa OHOHANHUHOCT NMPH egHOKpaTHa Ao3a ot 100 mg e okono 75%. Cnea noBTOpHO
NPUJIOXKEHHE, OHOHAMHYHOCTTA C€ MOBHLIARA U JocTHra okono 90%.

Cnena npuiokeHMETO Ha Tpamagon/napaineramMon, nepopasHara abcopbums Ha napaueramon € 6np3a H
MOYTH NbJHA K C€ OCHUIECTRABA B TBHKHTE uepBa. [IMKOBH Mia3MeHH KOHLEHTPALMK HA NapaueTaMoll
¢e AOCTUTrAaT 3a €AUH YaC K HE CE€ NMPOMEHSAT OT €AHOBPEMEHHOTO NPUIOKEHHE HA TPaMaaoJ.

[lepopandoTro npuaoKeHKHE HA TpaManoJ/mapaleTaMol ¢ XpaHa He € CBbP3aHO CbC 3HaUYHTeNeH edexT
BbPXY IMMKOBATA [1a3MEHA KOHLEHTPALIHA WIH CTENEHTa Ha abcopOLMA KAKTO Ha TPaMaaoJl, Taka H Ha
napateTamos, nopaau Kkoero Jdopera Moxe a ce npreMa HE3aBUCUMO OT PEXXHMA HA XPaHEHe.

PasnpeneneHue:
Tpamazon uMa BUCOK a@UHHTET KbM ThKaHUTE (Vap =203 + 40 1). Cabp3BaHeTO C Iia3MeHUTE
nNpoTeuHHU € okono 20%.

[TlapaueraMon uMa LWKPOKO pa3npencieHUe B MOBEYETO OT ThbKAHUTE HA OPraHu3Ma, ¢ U3KJIKYEHHE Ha
macTHaTa. HeropuaT npusuaeH obem Ha paznpenenenue € okono 0,9 1/kg. OrHocuTenHO Manka 4acT
(~20%) ot napaueTaMon ce CBbp3Ba C ILTA3MEHHUTE NPOTEHHH.

MeTtabonuspm:

Tpamanon ce matabonusvpa eKCTeH3UBHO cnell nepopanHo npunoxenune. Oxono 30% or no3ara ce
EKCKPETHpPA C YPHHATa B HEMIPOMEHEH BHA, kato 60% OT no3aTa ce ekcKpeTupa noa GopseTy
MeTabOMUTH.

Tpamagon ce metrabonuaupa nocpeacrsom O-aemernidpaie (KaTaaH3upaHo OT el
meTabonura Ml n upes N-gemernnupane (karanuzupano or CYP3A) no merabo
MI ce MmeTabonuiupa upe3 N-aemeTunupaHe 1 KOHIOTHPaHE ¢ MIOKYPOHOBATA Ty . :
[LnazMeHUAT eTMMUHALMOHEH MONTYXXHBOT HA M1 e 7 yaca. MetaboautesT M| UMy 4p4 _;,;::_ 1T / ﬂsg
CBOMCTBA M € NO-MOLIEH OT U3XOAHOTO JiekapcTBo. [InasMennTe koHueHTpaunu HANVEL, ta Ceem METHE
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NO-HHUCKH OT T€3H Ha TPaMagoJl, KaTO MPHHOCA KbM KNHHUYHHA €DEKT ODMKHOBEHO HE C€ NMPOMEHS
NPK MHOTOKPaTHO MPHIOKEHHE.

[Tapaueramout ce Merabonu3npa NpeAMMHO B YEPHHUA ApoO NOCPeCTBOM JBa OCHOBHU YEPHOAPOOHH
MbTA: FIOKOPOHHpaHe U cyndonupate. [locneannaT, Moxke Obp30 Aa ce HACHTH NPH Q03U HAA
TepaneBTHYHUTE. Manka ¢pakuus (no-manko ot 4%) ce merabonu3upa nocpeacTsoM LMTOXpoM P45(0
IO HEKTHBER MeXAHHEH MeTabonuT (N-aueTun 6eH30XMHOHHMHH), KOHTO MPH HOPMAJTHO
npuaIoKeHHe Obp30 ce AeTOKCHdULIMpa Upe3 NOHMKABAHE HA TYTATHOHA U C€ EKCKPEeTUpa B YPUHaTa
CIe/l KOHIOTHPaHE C LINCTEHH H MEPKANTYpOBa KHCEJIHHA. BBIpeku ToBa, MpH MacHBHO Npelo3vpaHe,
KOJTHYECTBOTO HA TO3M MeTabONUT ce MOBUILLABA.

EnumMuHKpanse:
Tpamanon u HeroBuTe METabONUTH Ce ENUMHHUPAT NPeaIUMHO npe3 6ubpeuure.

[lonyXHBOTBHT Ha NapaneTamMon € 0koj0 2 A0 3 yaca nNpu Bb3pacTHU. Toil € no-KpaThK NpH aAeua U
JIEKO YABKEH NPH HOBOPOIESHH W NMauueHTH ¢ uvpo3sa. [lapaueraMon ce eTMHMHHHUPA OCHOBHO Upe3
N030-3aBHCHMO 00pa3yBaHe Ha [NIOKO- H CYJIHO-KOHIOTHpaHH NpoH3BoAHU. [To-manko oT 9%
napaueTamol ¢e eKCKpeTHpa HenpoMeHeH B ypuHarta. Ilpu 666peuHa HeaoCTaTLYHOCT, NOAYXKHBOTBT

Ha JIBETC CbCTABKH € YABJIKCH.

5.3 IlpeaxknHHEYHH JAHHH 3a 6e30macHOCT

JluncBaT KOHBCHLUMOHATHH MPOYyYBaHHA, H3MOI3BAILHM NPHETHTE MOHACTOALIEM CTAHAAPTH 3a OLIeHKa
Ha penpoayYKTHBHA TOKCHYHOCT U TOKCHYHOCT 38 pa3BUTHETO.

He ca npoBexxaaHu npeaxIHHUYHH IPOYUBaAHHUA C PUKCHpaHaTa KOMOMHaUMA (mpamaoon u
napayemamon) 3a OLUEHKA HA KAHUEPOTr€HHUTE HIIH MYTare¢HHHU €(peKTH, KaKTO M Ha e(PeKTHTE BbPXY
depTUnuTeTA.

He e HabmonasaHd TepartoredeH edexr, KOWTO MOke Aa 61/1e OTHECEH KbM JICKAPCTBOTO BbPXY
MOTOMCTBOTO HA IUVIbXOBE, TPETUPAHH NMEPOPAITHO C KOMOUHQYUAMA MPamacor/napayemamon.

Hoka3zaHo e, ue kombunayuama mpamaooa/napayemamosn € eMOpHOTOKCHYHA H PETOTOKCHYHA 34
JUIBXOBE, MPH 1034, TOKCHYHH 3a Matikata (50/434 mg/kg Tpamagon/napaueramon), T.€ 8,3 nbTH
CIIpAMO MakCHMAa/IHATa TepaneBTHYHA A03a NpH YoBeka. I1pu Tasu no3a He € HabmonasaH
TepatoreHeH edekr. TOKCHHHOCTTA BbpXY eMOpHOoHa M NIOAA BOAM A0 NOHWKEHHE HA TErN0TO Ha
1043 U yYeCcTABaHe Ha CllyyauTe ¢ NoseaTa Ha AonbAHUTeNHHU pedpa. [To-HuckuTe 003K, BOOeLH A0
No-/IeKa TOKCHYHOCT 3a MaitkaTta (10/87 v 25/217 mg/kg tpamanon/napaueraMos) HAMaT TOKCHYHH
edekTH BLpXY eMOpuoHa v miioaa.

PesyntaTure OT CTAHOAPTHHTE TECTOBE 32 MYTAreHHOCT HE €a NOoKa3aa NOTEHLHAIEH TEHOTOKCHYEH
pUCK Ha mpaMacon NIPH YOBeKa.

PesynTaTtuTe OT KaHUEPOreHHUTE TECTOBE HE NpearnonaraTr NOT¢HUHANICH PUCK Ha MpamMacoX npy
4YOBEKa.

IIpoyuBaHHATA NPH XXHBOTHH C MHOT'O BUCOKH J03H MpamMacon NOKA3BaT HATUUHETO Ha edekTH
BbpPXY Pa3BUTUETO HA OpraHUTe, OCHPUKALMATA U HEOHATAIHATA CMBPTHOCT, CBBP3aHHU C
TOKCHYHOCTTa BLpXYy MalkaTa. PEepTUIHTETA H PA3BHTHETO HA NMOTOMCTBOTO HE Ca 3aCerHaTH.
Tpamadon npeMHHaBA Mpe3 MIALEHTATa. MBIKKHAT K XKEHCKHAT GEPTHANTET He Ca 38CErHaTH.

EKCTEeH3HBHUTE NMPOYUBAHHA HC NMOKA3BAT HAJIMHHEC Ha JaHHH 34 3HAYUM INr€HOTOKCHXH XY
napayemamon, 8 T€panCBTHYHH (T.e HB’I‘DKCH‘]HH) NO3H.

- f 4

[IpOABLDKUTENTHUTE NPOYUBAHHA [IPH ILTbXOBE H MHILKH HE Ca MNOKA3aMH HATIUHKE H§ A
3HAYUMH TYMYPOTeHHH €(EeKTH NpH HEe-XENaTOTOKCUHHHU JO3U napayemamon. S\
<\

%
&




HPO)/‘[BEIHHHT& MNPH XKUBOTHH H 3HAYHUTCIHHAT ONMHT T1pH HOBCKaA HC Ca NOKa3alik 1daHHH 34
peENpoaAyKTHBHA TOKCHYHOCT.

6. PAPMAINEBTHYHU JAHHHU

6.1 Chnachbk H2 NOMOIMIHHATE BEellleCTBA

Aapo Ha Tabaerkara

[TpexxenaTMHU3UPAHO LAPEBHYHO HULLECTE
Harpues HHwecTeH raukonar {Tun A)
MukpoxpucranHa ueaynosa (£E460)
Marne3ueB creapat (E470b)

DUIIMOBO MOKPUTHE
Xunpomenosa (E464)
Makporon 400

[Tonaucopbar 80

Turanoe auoxkcHa (E171)
AKuat xenesen okeng {(E172)
YepeeH xeneseH okeua (E172)

6.2 HechbBMECTHMOCTH

Henpunoxxumo.

6.3 Cpox Ha rocnocr

3 roauHH

6.4 CnenHajHH YCJIOBHS HA ChbXPAREHHE

To3u nekapcTBeH NPOAYKT HE U3MUCKBA CNELIHANHH YCIOBHA Ha ChbXPaHeHHe,

6.5 BuauchabpXkaHHe HR ODIAKOBKATA

bauctep (PVC/PVDC 6410 ¢onuo, anymunaueno gonuo): 10, 20, 30, 40, 50, 60, 70, 80, 90 u 100
bunamupanu Tabnetku (bnucrepu ¢ 10 Tabnerku) B KyTHs.

3amureH ot aeua bnucrep (PVC/PVDC 6ano donuo, xaprua/anymuaneso ponso): 10, 20, 30, 40, 50,
60, 70, 80, 90 u 100 punmupann Tabnerku (bnncrepu ¢ 10 Tabnerkn), B KyTH1.

He BcHukH BUIOBE OMNAaKOBKH Morat Aa OBJaT MyCHATH Ha naszapa.

6.6 CoensanHH NpeANa3HH MEPKH NPH HIXBLp/inHe H paboTa

HsaMa crnieuHaIHd H3RCKBAHUA,

HeuanonssaHuar MPOOYKT HIH OTNIAABHHHTC MAaTCpPHA/IH OT HETO Tpﬂﬁﬂa Aa CC HIXBBLPIAT 8
CBhOTBCTCTBHEC C MCCTHHTC H3HUCKBAHHA.

7. HNPHUTEXXATEJ HA PASPEIIEHMETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoBeHus




8. HOMEP(A) HA PABPELIEHHETO 3A YIIOTPEBA

Per.Ne 20110723

9. JIATA HA ITbPBO PABPEINABAHE/ITOAHOBSBAHE HA PAZPELLHEHHUETO 3A
YIIOTPEBA

JlaTta Ha nbpBa peructpauus: 08.12.2011
JlaTta Ha nocaeaHo nojaHoBsaBaHe: 02.09.2014

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
05 Okromepu 2024

[ToapoGHa uHpOpMaLMs 32 TO3HM NIEKApPCTBEH NPOAYKT € NpeAocTaBeHa Ha yebcaiTa Ha U3nbaHuTenHa
Arenums no Jlekapcreara (MAJI) http://www.bda.bg.




