KPATKA XAPAKTEPUCTHUKA HA TPOJAYKTA 7 1 /00 féJ’

1. UME HA JIEKAPCTBEHUSA NPOAYKT /g é /M ”H/ I %/ﬁ

[Maparpamon 37,5 mg/325 mg ¢unmupanu Tabnerku 25 1.
Paratramol 37.5 mg/325 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Besika dunmupana Tabnetka chabpxka 37,5 mg TpamMaioiioB XHAPOXIOpUA (tramadol hydrochloride) n
325 mg napauertamon (paracetamol).

3a MbJIHKMA CIIHCBK HA MOMOILHMTE BEIIECTBA BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana tabnerka.

CBeTNOXBITH, IPOTBIrOBaTH, JBOWHOM3IIBKHAIM TabNeTkH ¢ Xb/bkuHa 16,5 mm

4. K/IWHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

IMTaparpamon e nokasaH 3a CUMNTOMAaTHYHO JiIeYeHHe Ha yMepeHa 10 cuiHa GoJka.

[NapaTpamoJt e nokasaH rnpu Bb3PacTHU U IOHOLIM Ha 12-roguiiHa Bb3pacT U M0-roJIEMH.

VYnorpebara Ha [laparpamon TpsGBa na Oble orpaHuyeHa camO NpH MALMEHTH, NPH KOMTO ce
MpeLeHH, Y& yMepeHaTa 10 CHiHa 60/Ka H3KCKBa KOMOMHHPAHETO Ha TPaMajoN M mapaueraMmon (Bix.
ChILIO TOYKa 5.1).

4.2 lo3upoBKa H HAYHH HA MPHJIOKEHHE
Jo3upoBka

Buvapacmuu u onowu (12 200unu u noseye)

Ynorpebara Ha [Tapatpamon TpaGBa 1a ce OrpaHHYH J0 NALMEHTH, YUATO YMEpeHa /10 cuiHa Gojka
M3MCKBA KOMOMHALMATA HA TPAMA/0] M NapaleTaMoll.

Jlozara Tpsa6Ba na Oble MHAMBHIYAJHO ajanTHpaHa B 3aBHCMMOCT OT MHTEH3HTeTa Ha Oonkara W
YyBCTBHTEJIHOCTTA HA KOHKpPETHMs nauueHt. [1o nmpMHUMI, 33 NOCTMraHe Ha aHanresus TpaGBa aa
Obie u3bpaHa Hali-HUCKaTa e)eKTHBHA 1034,

[TpenopbuBa ce HavanHa ao3a ot jaBe Tabnerku [Nlaparpamon (ekBuBaneHTHO Ha 75 mg Tpamazon H
650 mg mnapaueramon. [lpu HeoOxoaumocT MoXxe na OBAAT NPHETH W JOMBJIHHTENHHM J03H,
HeHaJBHILaBaluK 8 TabieTky JHeBHO (ekBUBaneHTHO Ha 300 mg Tpamanon H 2600 mg napaueramon).
HHTepBanbT MEAKIY OTAENHHUTE 1034 He TpAOBa aa Obae no-Maibk oT 6 yaca.

[lpu HuxaxkBu ycnoBus [lapatpamon He TpsGBa na Oble mnpuiaraH 3a MO-IPOXBIDKHTENEH OT
HeoOXoaMMHUs niepHon (Bk. cbllo Touka 4.4). [lpy HeoOXOAMMOCT OT MOBTOPHO NMPHIIOKEHHE WIH
NpOIb/DKUTENHO NedeHHe ¢ [lapaTpamon, B pe3ysiTaT Ha XapakTepa H TEXKECTTa Ha 3a00/ABAHETO, €
HeoOXOIMMO BHMMATENIHO, PELOBHO MpOC/e/sBaHe Ha nauueHTa (C npexbcBaHe Ha JIeUeHHEeTO, aKko €
Bb3MOXHO) 33 OLIEHKAa Ha HeoOXOIMMOCTTa OT MPOABKHTENHO JIeYeHHe.

leduampuyna nonynayus
EdextuBnoctra M Ge3onacHoctra Ha [TapaTpamon He ca yCTaHOBEHM NpM deua moa 12-ro,




BB3pacT. Ero 3aimmo we ce IIpENIOPBYBA ICHCHHE B Ta3H rpyna.

llayuenmu 8 cmapuecka ev3pacm

OOGHKHOBEHO HE € HeoOXONMMO ajaNTHpaHe Ha J03aTa NMpU FAallHeHTH B CTapyecka BB3pacT Oo 75
roauad €3 KIMHUYHO NposBeHa yepHoapobHa niH 6w6peuna Hepoctatsunoct. [IpH ManHeHTH Han
75 rogHHM eNMMUMHHPAHETO MOke Aa Opae yaepkeHo. Eto 3amio, nopaid chABPXKAHHETO HA
Tpamaoi, MPH NALMEHTHTe HaX 75 rofHHU ce NpPenopbiBa MHHHMANEH HHTSPBAN MEKIAY AO3HTE HE
no-Manko ot 6 4yaca.

Bvbpeuna nedocmamvurocn/0uanuza u 4epHoopobHa HEOOCMAIMbYHOCH

[Npn nauuenTyn ¢ 660petta W/ UM HepHOAPOOHA HEJIOCTATBYHOCT, ENMMHHRPAHETO HA TPAMaJIoN €
3abapeHo. [Ipu Te3n nauseHTH yIbNKaBaHETO Ha JO0BHTE HHTEPBANH TpAOBA BHHMATENHO Ja ce
OOMHCIH CBIIIACHO H3HCKBAHUATA HA MALMEHTA.

brOpeuna HEAOCTaTEYHOCT

INopany CbABPKAHHETO Ha TpaManon, He ¢e npenopbyea ynorpebara Ha [lapaTpaMon NpH MAUMEHTY ¢
texka OnOpeuna HegocTaThuHocT (kpeaTHHHHOB ¥mipbHe <10 ml/min). B cmyvyadi na ymepeHa
OnOpeuHa HETOCTATHUHOCT (KpeaTHHHHOB KnHpeHC Mexay 10 m 30 mi/min), MHTepBasbT MexIy
nosute Tpa6sa da Obae yseanuen Ha 12 vaca. Thil kaTo TpaMaioln ce eTUMHHHPA ChbBceM GaBHO MpH
XeMOJUANIN3a WM XeModunTpauud, oOMKHOBEHO He e HeoOXOLUMO TPHIATaHETe HA IOAMbPKAINA
aHANre3xA CIel JHaIH3a.

YeprogpoOHa HeAOCTATHUHOCT

[Maparpamon He TpaGBa Ja ce NpWIAra NpH TalHEHTH C TEXKO 4epHoApoOHO yBpexaaHe (BK.
touka 4.3). Ilpu ymepeHo HapyleHue, e HeoGXOIHMO BHUMATeNTHO OOMMCIIAHE HA BB3MOMXKHOCTTA 33
YAbIKABAHE HA WHTEPBATA MEXAY OTOENHHTE J03H, B 3aBHCHMOCT OT HYXHHTE Ha MalHeHTa (BiK.
Touka 4.4).

Hayun na npuroxncenue

INepopanHo NpHnoXeHUE,

Tabnerknte Tpa0Ba Aa Ce MBITAT LEIH, ¢ JOCTATHYHO KOIMYECTBO TeyHoct. TabneTkure we TpAGBa na
Ce YIAT UM THBYUAT,

43 l'[porunonoxasamia

. CBpBXUYBCTBUTENHOCT KbM AKTHBHHTE BEILECTBA WIM KbM HAKOS OT [OMOIHMTE BELIECTBA,
H30poeHH B TouKa 6.1,

. OcTpa HHTOKCKKALMA ¢ AJIKOXON, XMIHOTHYHH NEKAPCTBEHH NPOLYKTH, USHTPATHO-TeACTBALIH
aHaNreTHUH, ONMATY MK NCHXOTPOIIHH JIEKapPCTBEHH NPOAYKTH.

. IMapatpamon He TpsGea Ja ce NPHAra IpH MALHEHTH KOHTO NpHeMaT MAO-HHHXHOUTOPH HITH
ca [IPHEMaNy TaKHEA B MPEIXOIHHTE JBE CEAMULN (BXK. Touka 4.5).
Texxo yepHoApoOHO YEpEKIaHE,
Enujencus, KOATO He ¢ KOHTPOJHPaHa © JieveHue (BK. Touka 4.4).

44 CreuHaaHn npefynpexaeHus H NPSANA3HH MEPKH NpH ynoTpeda

Ipedynpericoanun

. He Tpa6ea na (wvme HajBMmaBaHa MakcHMalHaTa no3a or & tabnetku Ilaparpamon mpm
BB3PACTHH H I0HOIM Hap 12 roawnu. 3a H30ATBaHE HAa HEMpeIHAMEPEHO NpPEeIo3HpaHe, MALHCHTHTE
TpabBa Aa GbAAT NPETYNPEKAABAHN 13 He TIPEBHILABAT NPENOPBEYBAHATA A03a (BXK. Touka 4.2) ¥ J1a HE
TIpHEMAT LHOBPEMEHHO IPYTH MapALeTaMol (BKIIOYMTEHO 03 peuenTa) HiH TpaManos CbIbpPKALIH
nponykTH, 6e3 a ca ce IOCHBETBANH ¢ IEKap.

. IIpu Teskka OB0peuHa HEZOCTATHYHOCT (KpEaTHHHHOB KIHpBHC <10 ml/min) He ce mpenopeysa

yrnotpebara Ha [lapatpamon. /\
. N

. [Ipy NaUMEHTH ¢ TEKKO YepHoapodHo yspexnane INaparpamon He Tpabsa Aa Ob




{Bx. Touka 4.3). OnacHOCTTa OT Npefo3WpaHe Ha MAapaleraMon € No-roJsMa MpH [aUMEHTH ¢
HELMPO3HO ANKOXOJIHO dYepHoapoOHo 3afonspane, [TpH ymepeHO HapylleHHe e HeoOXoauMmo
BHHMATEITHO 0OMUC/IAHE HA BB3MOKHOCTTA 32 YOB/KABAHE HA HHTEPBAJIA MEXAY OTIACAHUTE O3H.

. ITapaTpamon He ce penopbyea fIPH TEXKA AHXATENHA HEAOCTATBYHOCT.

b4 Tpama,uon HE € MOAXOIALl 3a 3aMecTBallo JeYSHHe MpH NMaUHeHTH ¢ OMmMaTHa 3aBHCHMOCT.
B'anem, Y¢ ¢ ONHOMACH ArOHHCT, TpaManod He MOKE Aa IOTHCHE CHMITOMHTE Ha MOpCll[{HOBa
3ABUCHMOCT.

. Cro6LUaBaHi ca cnyd4ay Ha KOHEYJICHH IIPH TTAlWEHTH, JEKYBaHW ¢ Tpamanoln, CKJIOHHH KbM
TBPYOBE MITH NPHEMAluy APYTH NEKAPCTBa, KOUTO OHWXKABAT Npara 3a IoABATa Ha I'bPUOBe, 0C00eH
CENEeKTHBHE HHXHOHTOPH Ha o6paTHOTO 3aXBalliaHe Ha CEPOTOHMHA, TPHLHIIIHYHE AHTHAENPECAHTH,
AHTHICHXOTHLM, LEHTPaJHONCHCTBAINN AHANTETHUM HIM JIOKATHH aHecreTHud. [lanmenTHTe ©
KOHTpO/IMpaHa eNUJIencHs WIH CKJIOHHM KBM rbpuoBe, TpaGra Ja O6baar nexysanu ¢ Ilaparpamon
camMo B CITyual Ha a6comoTHa HeobxoaumocT. CiydaH Ha rppyoBe ca CbOOIIABAHM MPH NALMEHTH,
NIPUEMATH TPaMaaoJl B NpeNopbYBaHHTE A03H. PHCKBT MOXe Oa Oblie NOBULUEH IIPH NMPEBHILIABAHE HA
[penopb4BaHaTa 03a TpaMaJ0n Haj NopHaTa rpaHuLa.

. He ce mnpenophyBa €ZHOBPEMEHHOTO TIPHIOXKEHHE C ONHATHA arOHHCTH-AHTArOHHMCTH
(nan6yuH, GynpeHophuH, NeHTa30UHH) (BX. TouKa 4.5).

IIpednasuu mepxu npu ynompeba

EnnoBpeMenHara ynorpe6a Ha [TapaTpamMon M CenaTHBHH JISKApCTBA KaTo DEH30AHA3ENHHH HIIH
CPOIHH HA TAX, MOXe [a JOBeNE A0 ChHIHBOCT, AUXAaTeTHA AenpecHs, KoMa H cMepT. [lopann To3H
PUCK, eAHOBPEMEHHOTO IPEANIACBAHE C Te31 CEIATHBHA JekapcTea TpabBa Ja nprnara caMo Koraro
HAMA Bh3MOMKHO ANTEPHATHBHO JISUeHHE 3a NalUMEHTa. AKO MMa pelIeHHE 34 NPEANHCBaHe HA
IMapaTpamosn eTHOBpeMeHHO CbC CENAaTHBHH NeKapeTaa, TPAOBa A2 ce M3MoN3Ba Hal-ManKaTa
epexTHBHA 1032 H IEYEHUETO A3 Objle KOMKOTO € BE3MOKHO No- KPaTKo.

MaupenTute TpAOBA N2 GBAAT NPOCIEATBAHA CTPHKTHO 32 MPH3HALM ¥ CHMITTOMH Ha JHXATENHA
Jenpechs H ce/ppaHe. B TasH Bpb3ka € CTporo nNpenopbuuTenso Aa Ob1aT HH(GOPMHAPAHH MALACHTHTE
H TE3H, KOUTO Ce TPHIKAT 34 TAX, OTHOCHO TE3H CUMITOMH. (BX. To4Ka 4.5),

Moxke na ce pazBHe TONepaHc HIH (H3HOAOIHAHA 3aBHCHMOCT, 0c00SHO CNeA IPOAL/IKHTEIHA
ynotpeba. Knunuunara Hy&aa ot ofe30onssaiio neuenne Tpidpa fa Gbe penoBHO IPOBEpABAHA
(ek. Touka 4.2). [IpH ONHOMA-3aBHCHMH NIALKEHTH ¥ NAUWEHTH ¢ AHAMHE3a 32 37oynoTpeda wiH
3aBHCHMOCT OT JIEKApCTBa, JIeYeHHeTO TpiAGea Aa ce NpOoBeXkIa Camo 3a KPaTKo BpeMe HH 1o
HabniojeHnre Ha Jekap.

Koraro naineHTsT He ce Hy>k/ae moBede OT TePani ¢ TPaMazo, € IPeNopbYHTENHO TOCTENCHHO
HaMaJaBaHe Ha 103aTa , 3a Ja NPefAoTBPaTAT CUMIITOMH Ha OTHEMAHE.

I'[apanaMOJ[ TpﬂﬁBa Aa ¢¢ npunara ¢ NOBHIICHO BHAMAaHHE NPH ITalHeHTH:

C YepenHa TPaBMa;

CKIIOHHH K'bM KOHBYJICHBHY HapYILEHHUS;

C HapYLIEHHE HA KTHYHHTE ITHTHILA;

B CBCTOSHHE Ha (0K

C HApYLICHHE HA Ch3HAHKETO 110 HEACHH NTPHUYMHM;

C POBIIEMH, 3aCATAIIH LISHThPA Ha JHINAHE WK JHXaTeTHaTa QyHKUNS;
C MOBHIIEHO BBTPEUYEPEITHO HANIIAHE,

[penosvpaHero Ha mapaueramoi MOXeE [Oa [OBeje A0 HYEpHOUPOOHA TOKCHYHOCT
NAaLHEHTH.




B TepalleBTHYHH A03H, TPAMAZON MOXE I1a I0BeJe N0 CHMIFTOMH Ha oTHemaHe. Paako ca crolIlaBanH
CIy4ah Ha 3ABUCAMOCT 1 3a0yTioTpeda (Bxk. Touxa 4.8).

BbaMoKHA e n0ABATA HA CHMITOMH Ha 3aBHCHMOCT, IIOOOOHH HA TE3H MNPH OMWATHATA 3aBHCHMOCT,
KOHTO MOraT [a C€ TIOSBAT TOPH MPH TEPANEBTHYHHU NO3H H KPATKOCPOUHO NeueHue. (Bx. Touka 4.8).
CHMNTOMHTE HA 3@BHCHMOCT MOXe¢ 7a OBAaT N30erHaTH 4pe3 NOCTENeHHO HAMANABAHE Ha N03aTa B
NEpHOAA HA NpeyCcTaHOBARAHE Ha IpHEMa, 0co0eHO CiteAl MPOABIKHTENHO IEHEHHE.

B enso npoyupaHe, MpH MPHUIOKEHHETO HA TPAMaJoN Mo Bpeme Ha obia aHecTesnd ¢ eH(uIypaH H
a30TeH OKCHI € ChoOIaBaHO 33 YCHIBaHe Ha HHTPAOIIePaTHBHOTO Bh3BpbLUaHe. [lo noimydYapaHeTo Ha
IOIbIIHHTE/IHA uncbopmauus MIPHJIOKEHNETO HAa TPaMaJoN No BpeMe Ha aHecTesus TpAbBa xa Obze
H3BArBaHo. :

CYP2 D6 memabonuzem

Tpamamon ce metabonusupa upes 4epHOAPoOHUA en3uM CYP2D6. Ako NAlHEHTET & ¢ HEAOCTHT WK
HAITBJIHO MY JIHIICBA TO3H EH3HM, MOJXKE J1a He O TIOYYH aJeKBATEH aHaNreTHYCH edeKT.

OmnUTET HOKAa3Ba, 4¢ A0 7 % OT KaBKa3KaTa paca € ¢ TaKbE HEIOCTHT.

Obaye, aKO NaUHEHTET & yaTpa 6bp3 MeTaloNH3aTop, CHILECTBYBA PHCK OT PA3BHBAHE HA CTPAHHYEH
edeKT Ha ONMOUIHA TOKCHUHOCT JOpH NIPH YECTO NPeAnyUCBaHnTe KO3H.

Karo uano ciMnToMiTe Ha OMHOHAHA TOKCHYHOCT BKJTFOUBAT oGbpKBaHE, CHHIUBOCT, MOBBPXHOCTHO
IMINaHe, CBATH 3SHALH, Ta/ieHe, TOBPbINAHE, 32MeK H JIANCA Ha aneTHT. B TEXKH cy4al TOBa MOXE
22 BKJIOYBA CHMITTOMH Ha WHPKYNATOPHA ¥ PECTHPATOpPHA JeTIpecks, KOWTO MoraT aa 6baar
AHBOTO3ACTPALIABALIA H MHOrO paako dartanHy. JlaHauTe 3a npeodbiamasauliia IpoLeHT HA YITpa
Obp3uTe METab0OMH3ATOPH B PANTHYHHTE TOMY/IALMY ca NOKa3aHU MO-A00y:

TMomy natms [peoGnanapam %

Adpuranuw/Etuenou 29%

AdpoaMepukaniu 3.4% 1o 6,5%
A3narum 1,2% no 2%
Kagxa3uu 3,6% mo 6,5%
I"epun _ 6,0%
YHrapuu 1,9%

CesepHoeeponefiln 1% mo 2%

Tlocm-onepamusna ynompeba npu deya

B mureparypara HMa CboOILCHHS, Y€ TPAMAI0M, H3MON3BAH [IOCTONEPATHBHO NPH JeLa CheA
TOH3HICKTOMHA W/ILTH aNeHOUAEKTOMHA 33 0OCTPYKTHBHA CHHHA AITHER € JOBE 10 PElIKH, HO
EKHBOTO3ACTPAILABALIH HeXellaHu peakumy. Tpadsa na ce npoasaBa H3KIOYHTENHO BHIMAHHE,
KOraTo TpaManol ¢ Npunara NpH Aela 3a IOCTonepaTHRHO ofinekyasaHe Ha Donkara H Tpabsa
CTPHKTHO Ja ce [IPOCTeAssa 3a CHMITOMU Ha OTIHOMAHA TOKCHYHOCT, BKIIOYHTEIHO PECIIHPATOPHA
JenpecHs.

Heya c kommpomemupana duxameana gy us
Ynorpebara Ha TpaMajon HE Ce NPENOPBYRa NPH JClA, YHATO pecnHpaTopHa QyHKLMS MOXE Aa €
KOMIIPOMETHP2HA, BIHOYHTENHO HEPBHOMYCKYIIHH HapyLIEHHS, TEXKH CHPACYHH H PECIHPATOPHK
CLCTOsHHS, HHPEKIHHA Ha POPHUTE JHXATENHH IBTHIIA WK Denute Apobose, MHOMECTBEHA TpaBMa
WM NPOIBIKUTENHE XHPYPTHYHH npoLieAypu. Te3n axTopu MoraT fa Biaoar CHMITTOMHTE
ONHOH/IHA TOKCUYHOCT. :




Hatpnii

Mapatpamon chabpska no-Manko or 1 mmol sHarpuif (23 mg) 3a rabnerka, T.e. NPAKTHYECKH HE
ChObpiKa HATPHIH.

4.5 BzaumoneiicTBHe ¢ APYTH JeKAPCTBEHH NPOTYKTH H APYrH popMH Ha BlanmMofeilicTeHe
EanoepeMenHa ynotpe6a e npoTHBONOKA3aHa C:

- HecenekTHBHM MAO-uHuxubuToph
PHCK OT CEpOTHHHHOB CHHAPOM: AHapHs, TAXWKAapHs, H3NOTABAHE, TpenepeHe, o0BPKAHOCT, AOPH
KOMa;

- cenekTHeHH MAO-A HHUXHOUTOPH

Excrpanoaxpano or HecenekTuBEH MAO-nEXubUTOpH:

PHCK OT CEPOTHMHHHOB CHHADOM: NHAPHA, TAXMKAPIWA, W3MOTABAHE, Tpenepexe, 0OBPKAHOCT, JAOPH
KOMa;

- cenexkrueHa MAQ-B HHUXHOHTOpH

CHMIITOMH Ha UeHTpanHa BB30YNa, mMOAZOOHH Ha Te3d MPH CEPOTOHHHOBHA CHHIAPOM: JHApHi,
TAXHKAPAKA, UIOTABAHE, TpENepene, o0bPKAHOLCT, AOPH KOMA.

B ciyuaii Ha ckopollHo neueHre ¢ MAO-HHXUOUTOPH ca HeoOxonumu 2 ceaMHIH HHTEPBAN MpenH
JIEYEHHETO ¢ TPaMagol.

EnnoBpeMeHHO H3NO/I3BaHe He Ce Mpenopbysa ¢!

Anxoxon
AJIKOXONBT NOBMIIABA CEOATHBHHA eeKT HAa OMHOMAHMTE AHANTETHUM H TOB2 MOXE [1a HapyulIH
JAIIAHETO.
BB3/1elicTBUETO BBPXY Bb3MOKHOCTTA 33 pearupaHe MOxe Ja Hampaed mopupaHeTo H paborata ¢
MAIIHHH ONACHH,
H36arsaifte npHema Ha aNKOXOJIHH HATHTKH U ICKAPCTBEHH MPOAYKTH, ChIBPAALIH ATKOXOI.
Kapbamazenun u Opyzu ensuMHu UHOYKMOpU
Puck oT moHmKaBaHe Ha e()HKACHOCTTA H CKBCABAHe HA MPOABKHTENHOCTTA Ha edexra, nopanw
NOHHXKABAHE Ha MIa3MEHUTE KOHUEHTpAlMH Ha TpaMaaon.
Oruamriu gzonucmu-anmazonucmu (Gynpenopghun, HaBydun, nenmasoyui)
TMoHWkaBa aHANTeTHYHHS eeKT upe3 KOHKypeHTeH Onokupall ePeKT BbPXY PELENTOPUTE ¢ PHCK OT
CHHIApPOM Ha OTHEMaHe.

EnsnoepemenHa ynotpeba c JekapcTra, KOATO TpAGBa Aa ce BIEME [10]1 BHHMAaHHE:
EanoBpeMeHHOTO TepaleBTHHHO NPHIOKeHne Ha TPpaMagol H CEPOTOHHHEPIHYHH ICKapCTRa,

KaTO CeNneKTHBHM MHXMOWTOPH Ha 00parTHOTO 3axBallate Ha cepoToHHHA (SSRIS), unxuGHTOpH HA
06paTHOTO 3axBaliaHe HA CepoTOHHH-HopemuHedpuH (SNRIs), MAO uHExubHTOpH (BiK. To4ka 4.3),
TPULIMKIHYHHE  aHTHAENPECAHTH, TPUNTAHW, AHTHNADKUHCOHOBH CpeAcTBA (KATO aMAaHTANHH);
OETHANH, pesepnuH, cHOYTpaMHH, NWTHH H MHPTA3anHH, MOXE 1a A0BeIC AO0 CEPOTOHHHOBA
TOKCHYHOCT. CepoTOHHHOB CHHIIPOM € € Rh3MOXKeH NPH NOABATa Ha HAKOH OT CNIeJHHTE CHMITTOMH:
CTIOHTAHEH CHATEM

MHIYLHpaH HIIH O4eH CTa3bM ¢ BB30YAa WIH H3NOTABAHE

TPEMOp H Xuneppeduiexcus

XUNEPTOHMA H TENeCHa TemuepaTypa >38°C u HHAYIHPaH HIH OUEH CNasbM.

TpeycTaHOBABAaHE MpHEMA HA CEPOTOHHHOBOTO CPEACTBO OOMKHOBEHO BoaM 10 OBp30 mozobpene.
JleueHHeTO 3aBHCH OT THIIA ¥ TEKECTTA HA CHMITTOMHTE.

ApyrH OMHOMAHH MPOU3BOAHU (BKNIOUHTEAHO NMOTHCKAMIM KALUTHLATA JEKApcTBa H cyﬁcru'rymaﬂo
nevcHue), GeH3omuaseHHK 1 HapOUTypaTH; :
ToBullieH pricK OT HOTHCKAHE Ha AWIIAHETO, KOETO MOoKe Aa Obae datanno B cyyai Ha npe,
Apyra nenpecadT, AelicTBawM BbpXY UEHTpaaHaTa HEPBHA CHCTEMa, KaToO ApYTH,
IpOU3BOIHH (BKJIIOYHTENHO MOTHCKAIUM KaLDIMEATa JeKapcTBa M cyﬁcrmy'rm?




Gapburypary, GeH30QHA3CIIHHH, APYTH AHKCHOJIHTHLM, XHIHOTHUM, CENATHBHH aHTHOETIPECAHTH,
CEaTHBHH AHTHXMCTAMHHH, HEBPOJICITULH, USHTPATHO-ACHCTBAIIH aHTHXHIICPTEHIHBHH JICKAPCTEA,
TanaaoMua U Gaknoded.

Te3u aKTHBHH BEIECTBa MOTAT A3 NPeH3BUKAT NOBHILEHA LeHTpaIHa aenpechs. EQexTsT Bbpxy
BHUMAHHETO W Bb3MOXHOCTTA 3a pearHpaHe MOXKe Aa HaTpaBy onacHo modupaneto H paborara ¢
MALIMHH,

EanospeMeHHata ynotpeba Ha [MapaTpamMon # celaTHBHH JIEKapCTBA KaTo OeH30AMA3CITHAY WITH
CPOJHH Ha TAX, MOXe Ja JoBeje A0 CHHIIHBOCT, AHXaTe/Ha AENpecHs, KoMa H CMBPT, HOpaiH
cyMapHH# aenpecHpall efekt prpxy LIHC. JlozaTa H npodbmKHTENHOCTTa HA €AHOBPEMEHHOTO
nedeHne TpAOBA A3 ObAAT OrpaHMMeHd (B, TOUKA 4.4).

- Mopamn choGwenns 3a mosumeHo INR (International Normalised Ratio- mexayHapoaeH
HOPMAH3NPAH KOEhHHLMENT) CbC 3HAYHTENHO KbpBeHe W eKXHMO3W MPH HAKOH NauMeHTH, Tpadsa 1a
ce MOAX0OU ¢ BHHMAHKE [IPH €THOBPEMEHHO JISYEHUE ¢ KYMAapHH W NIPH MEAHIIHHCKH NOKA3aHug Ja cc
KOHTPONUPA PENOBHO NPOTPOMOKHOBOTO BpEMe [ipw SAHOBpemenHa ymotpeba wa [lapatpamon #
KYMAPHHOBH NPOH3BOHH (Hanp, BaphapuH).

- Jlpyru BewecTsa, [O3HATH KaTo MHXHOuTOpH Ha CYP3A4, Hamp. Karo KeTOKOHason H
€PHTPOMMLIMH MOXe 12 HHXHOHpaT MeTabonuaMa Ha Tpamanon {N-1eMeTundpase), a Bb3MOXKHO € H
meTabonusma Ha akTHBHOTO O-IEMETHIHPAHO NpPOM3BOZHO. KJIHHHYHATA 3HAYHMOCT Ha TOBA
B3aMMOAeHCTBHE He'e pOyueHa
Tpamanon MoXke Ja WHOYUHpA MOABATA HA BPYOBE M Aa [OBMIIH PHCKa OT II0ABa HAa I'bPYOBC Ha
CeNeKTHBHMTE MHXMOMTOPH Ha oDpaTHOTO 3axBawane Ha ceporoHuna (SSRIs), unxuburopure Ha
o0paTHOTO 3axBalllaHe HA CEPOTOHHH-HOperHHedpHHa (SNRIs), TPHUHKIHYHHTE AHTHAENPECAHTH,
2HTHNCHXOTHLATE U APYrH NOHWKABALIM MPara 3a NOSBATa Ha MBPUOBE AeKapCTBEHH NPOIYKTH (KaTO
OYyIpOoNMOH, MHPTA3alHH, TETPAXHIPOKaHaGHHOM).

CrkopocTra Ha abcopOuHd Ha mapaleTaMoNl MoOxe aa ObAe MOBHIIEHA OT METOKNONPaMHA WK
IOMIIEPHIIOH H MOHHAEHA OT XONECTHPAMHEH,

Ilpn orpanuveH Opoil NpoyuysaHMA rfipe- WM IOCTOINEPATHBHOTO MPHIOKEHHE HAa AHTHEMETHKA
oHnancetpoH (5-HT3 adraromicT) moBHIIABA HY)KAaTa OT TpamMaaod INpH  NAUHEHTH ¢
nocToneparnBHa Honka.

4.6 ®@epraauTeT, GPEMEHHOCT H KbPMEHE

bpemenHocT
Tsif karo [Maparpamon e PpuKkcupasa KOMGHHALINA OT 2KTHBHH BelECTBA, BKINUBALIA TpaMaaod, TOH
He TpAOEa Ia ce npiuiara o BpeMe Ha 6peMeHHOCT.

Hawnnu omuacawu ce Qo RApayemaMmon:
EnunemuonorniHiTe npoydYBaHWA TpH OpeMeHHH >eHW He ca TNokasand BpelHH edexrn Ha
[apaileTaMo, IpHIarad B PenopeYBaHUTE A03M.

Hannu omuacsuu ce 0o mpamadon:

Tpamanon He TpaGBpa na ce mpuiara No BpeMe Ha OpeMeHHOCT, OPalH HAIHYHETO Ha HEJOCTAThYHO
JAaHHH 33 oeHKa Ha 6e30MacHOCTTA Ha TpaMadon NpH SpeMeHHH keHH. [IpunokeHneTo Ha TpamMazon
Mpeay WK 10 BpeMe Ha pakIaHeTo HAMA edeKT BbpXy KOHTPakTHIHOCTTA Ha MaTkata. Moxe na
JOBEAE N0 TIPOMEHH B AMXATENHATA YECTOTZ ¥ HOBOPOAEHOTO, KOMTO OOHKHOBEHO HE €A KIHHHYHO
3Ha9MMH. [TpOOBIKHTENHOTO NedeHUe no BpeMe Ha OPeMEHHOCT MOKE Ja A0BEAE IO CHMITOMH Ha
OTHEMaHe Y HOBOPOAEHOTO, B Pe3y/ITaT Ha NPHEHKBAHETO.

KbpMene: ;
Toli xato [Tapatpamon € §ukcHpata KOMOHHALA OT aKTHBHH BEINECTBA, BKIOYBALIA TPaMaIom, ToH
e TpAbBa ga ce Npunara o BpeMe Ha KbpPMEHE.

Jannu omnacsugy ce 0o napayemamon:
IMapaueramon ce OTOeNd B KbPMATA, HO HE H B KIHHHYHO 3HAYHMH KonuuecTBa. Hamwumire

myO/MKYBaHH OaHHH He [OKa3Bal, 4e KbPMEHETO € MPOTHBOIOKA3AHO MPH IKEHH, INpHE ST
JeKapCTBeHH NPOAYKTH, ChABPIKAIIM CaMo NAPAlETaMoL,




Hanuu omnacsgu ce do mpamadon:

MpuGmuzurenno 0,1% or ao3ata Tpamalon, npuera ot wmadikata, ¢¢ OTAEAS B KbpMard.
B HenocpeaCTBEHHA MOCAEPONOB NEPHO, [PHM NpHeMAHa JHEBHA NEepopanHa no3a oT Malikata Jo
400 mg, ToBa CLOTBETCTBA Ha CPEAHOTO KOJIMYECTBO TPAMAAON, KOETO MOxe Oa Gble MOrbHATO OT
KBPMayeTo NMPH KbpMEHE, KoeTo € okono 3% or no3ara, ajallTHpaHa CTpAMO TErNoTo Ha Madkara.
[lopamu Tazd mpuuMHa TpaMamod He TpaOBa Ja ce HM3NOA3BA M0 BPEME HA KbpMEHE WAM Kato
allTepHaTHBA, KbpPMEHeTO TpAGea a ce MpeKpaTH 10 BpeMe Ha JiedeHne ¢ TpaManon. Crea npHem Ha
€/1Ha 71032 TPamMajoN He € HeoOXONHUMO MPeKpaTABaHe Ha KbPMEHETO.

DeprunwreT

OT NOCTMapKETHHrOBOTO HAbIIONGHHE HE MOTAT A3 Ce HAmpaBSAT H3BOAM OTHOCHO edekTa Ha
Tpamaaon BepXy (eprinurera. [Ipoy4uBaHHATA BEPXY )KHBOTHH CBUIO HE NO3BOJIABAT HIBAXIAHETO HA
3AK/IF0UEHHA OTHOCHO eeKTa Ha Tpamanon BupXy (epTunntera. He ca npopexknaHd npoy4BaHus €
KOMOHHALMATA OT TPAMAZION H NapalleTaMolL.

47 Edjextn BHpXY cnocoGHOCTTa 32 modupane n pabora ¢ MAIHHA

INapaTpamMoi HMa TONAMO BIHMAHME BBbPXY cnocofHOCTTa 3a 1Wodupane W pafora ¢ MAIIHHH.
INaparpamon MoXke ga HOBele OO0 NOABATA HA CHHJIHBOCT HJIH 3aMagHOCT, KOMTO ja C€ YCHIST OT
npHeMa Ha anKoxon Wi Aenpecanti Ha LTHC. Ako Gbje 3acerHar, NauHeHTsT He TpAOBa Aa modupa
HIM paboTH C MALLIHHK.

48 Hexenann nekapcTeeHn peakuny

Haii-uecTo chobluaBannTe HexenaHH edekTH Mo Bpeme Ha KIMHHYHHTE [POYYBAHMSA, MPOBEICHH C
KOMOMHALMATA NapaueTaMon/TpaMaion ca rajeHe, 3aMasHOCT H CBHIHBOCT, HaOmoZaBaHM TNpH
nose4e 0T 10% OT HauMeHTHTE.

TMo-nony ca npencraBerHH HexenanuTe eeKTH, cnopen cHCTeMO-OpranHaTa knacuduxkauys u uecrora
ne MedDRA: MHoro #€ectu (2 1/10; vectu (2 1/100 go < 1/10); rewecty (= 1/1 000 mo < 1/100) peaxu
(= 1/10 000 po < 1/1 000); muoro pexkn (< 1/10 000); ¢ HenssecTHa YecToTa (0T HATHYHWTE JAHHH HE

MOXKe Aa OBJle HANPABeHA OLIEHKA).
Mioro Yecru Hevecrn Penxn Muore | C nem3smecTHa
YECTH pPENKH 4yecTora
Hapymienns XHIOT/THKEMHA
Ha
metabomms-
Man
XpaHeHETo
[NerxuyHn : o0BLPKaHOCT, | Denpecysd, JIEKapcTBe- | 370YNOT
HapyLIeHUs OPOMEHH B XaTIOUHHALMY, | Ha 3aBUcH- | peba
HacCTpOEHHET | KOLIMAapHH MoCT (npu
] CHHHILIA, moCcT™Map
TPEBOXKHOCT, | aMHE3HA KETHHIO
HEPBHOCT, BOTO
eydopus, npocnen
HAPYLIEHHA ABaHE)
Ha ChHd
Hapywenus | 3amasnocT | rnaBobonue, | HEBONHH aTaKcHA,
Ha HEPBHaTa |, Tpenepexe CBKDaIlEHHA HA | KOHBYJICHH,
CHCTEMa CBHIHBOCT MYCKYIIHTE, CHHKON
TIApecTe3uu
Hapywenus 3aMBITIEHO
HA QUHTE 3pEHHE
Hapyinenns THHUTYC
HA YXOTO 1
nabUpHHTA




Hapywenns OATIHTALHH,
Ha CHPLETO TAXHKaP.IHA,
APUTMHSL
CoaoBn XHIIEPTOHHA,
HapyLIeHAs FOpEHIH BbIIHH
Pecnuparop- JHCIHEA
HH, TPBAHHA H
MEAHACTHHAI
HH
HapylleHus
CromaniHo- | razeHe NOBpBUIAHE, | Aucdarnd,
YpeBHU 3aIeK, MefieHa
HApylIeHHs CYXOTa B
ycrara,
QHapus,
KOpeMHa
Gonxa,
JHCTIENCUS,
(raTyaeHUH
1
Hscnensanus NOBHILEHHE HA
YepHOAPOOHH-
Te
TpaHCaMHHAa3H
Hapyiienus XHIIEPXMAPOS | KOKHI
Ha KOKaTa i a coplex peaxuuu {nanp.
NOAKOXHATA obpus,
TBKAH YPTHKAPHA)
Hapvinerms anbyMuHypus,
Ha MHKLHOHHH
6n6pewrre U Hapy1IeHUs
(JHKOYHUTE {m3ypus U
ITbTHINA peTeHUyA Ha
YpUHATA)
0611 TPBIKY, PBAHA
HAPYIIEHUA Gonka
1 e(ekTu Ha
MSCTOTO Ha
OpHIoKEHHE

Bunpexu, we ne ca uabmiodnsauu no epeme HA KIHHHYHU RPOYYEARUR, He MoNce Oa Gvoe
HIKUOUCHA NOABAMA HA RPEOCINABERIIME RO-00JY HENCEARHN epexmut, 3a Koumo e UIGECHAHD, u¢
CQ CEBPIAHU C MPUEME HA MPAMAOOR WL RAPAUEMAMOR:

Tpamanon

IocTypanna xunoronus, Gpaaukapaus, Koanc.

TIpH nocTMapkeTHHrOBOTO MpoC/eASBaHE Ha TpaMamo/ ca HaGniofaBaHW PEAKH Cy4aH Ha MPOMAHA
edexta Ha BapdapuH, BKHOYHTENHO NOBHINEHHE HA NPOTPOMOHHOBOTO BpeMe.

Peaky: aneprydHy PeaKiMu ¢ QUXATENHW CHMOTOMM {HManp. AMCHHes, OpOHXOCHAIbM, XpHIIOBE,
AHMHOHEBPOTHYEH OTOK) H aHa(HIIAKCHA.
Penxu: npomeHH Ha anNeTHTa, ABHraTenda ciadocT U NOTHCKAaHe Ha AMIIAHETO.

€ YCTAHOBEHa.




BbimMoxHa e nosBaTa Ha NCHXMYHH HApYUIEHHs Cliel OpHeMa Ha TpaMajof, KOHWTO BapMparT Mo
OTHOLICHHE HA CBOATA TEXKECT M Xapaktep (B 3aBUCHMOCT OT WHHIMIYANHOCTTA HA NAUHEHTA H
TIPOABIKUTENIHOCTTA HA JiedeHHeTo). TOBa BKMKYBA NPOMEHH B HACTPOSHHETO (ODHKHOBEHO
BLOINYIIEBACHHE, PAAKCe IHC(OpUS), TPOMEHH B AKTHBHOCTTa (OOMKHOBEHO MOHHXKEHHE, PANKO
IIOBHIUICHHE) ¥ TTPOMEHH B KOTHUTHRHUTE (YHKUMM ¥ CETMBHMA KanauuTeT (Halp. HapymeHHs
CBBP3aHH ¢ Bh3NPHATHATA).

Crpo01aBand ca ciiyuad Ha BODIaBaHe Ha OpoHxuanHara acTMa HO HE € YCTAHOBEHa MPHYHHHO-
CENCTBEHA BPb3Ka.

BbiMoxHa ¢ mogpara Ha CMMOTOMH Ha 3aBUCHMOCT, TOAOOHH HA Te3y NIPH ONMATHATA 3ABHCHMOCT,
Kato: BB36YNA, TPEROKHOCT, HEpBHOCT, OGe3ChHHHE, XHNEPKHHEIMA, TPEMOP H CTOMAINHO-YPEBHH
CHMOTOMH. JIpyrH cHUMATOMH, HalJlOAaBAHH MHOTO PAIKO IPH PAKOTO CIHpaHe Ha TPaMalonoB
XMAPOXJIOPH Ca: MPHCTENH HA TIAHHKA, CHITHA TPEBOKHOCT, XAIOLHHALMY, MApacTe3iH, THHHTYC H
ofu4yaiiHiTe CHMITOMH OT cTpaHa Ha LIHC.

INapaueTamon

- Hexenanute edexTy Ha napanetaMo ca peakH, HO MOXe J1a ce NOABH CBPBXUYBCTBHTCJIHOCT,
BKJIOYHTENHO KoKeH oOpuB. MHOro pagko ca cpoOmaBaHM CEPHO3IHM KOXHH PEaKLHH.
CpoOmapaH ca Cjlydad Ha KpbBHA [JHCKPAa3ud, BKIIOYMTENHO TPOMOOLMTONMEHHS H
arpaHynouuTo3a, HO He BHHAIM € YCTaHOBEHA MPHYHHHO-CAEACTBEHA BPE3KA ¢ MAPALICTaMOJT.

- CrlnecTBYBaT HAKONKC ChOBLIEHHS, KOUTO NPEATIONAraT, e NapalueTaMoi MOoXe 1a JoBeae N0
XHIOMPOTPOMOGHHEMHUA NPH TIpHeM ¢ BapapuH-noAOGHH cheduHeHHA. B Ipyru mpoyusauus
NPOTPOMOHHOBOTO BPEME HE € BGHNO OPOMEHEHO.

Crofliapane Ha NoKo3HPAHH HEKENaHN PeaKii .
Cro0imaganeTo Ha MONO3MPAHH HEXENAaHH peakKUUH cilell paspeillaBaHe 33 YmoTpeOa Ha JeKapCTBEHIS

NpoAYKT € BaHO. ToBa M03BOJIABA 2 MPOABIKH HaGIIONeHHETO Ha CHOTHOMIGHHETO TION3a/PHCK 3a
AeKapcTBeHUd nNpouykr. OT METHUMHCKHTE CNEUManicTH €€ M3MCKBA Ja CboOLIaBaT BCIKA
NoA03HpPaHa HexesaHa peaklia upes

HzmbnnuTenna areHuys Mo JeKapcTeaTa

yn. ,,JMamsan Ipyes” Ne 8

1303 Codun

Ten.: +35 928503417

yebcaiit: www.bda.bg

49 IIpenosupane

Ilaparpamon e ¢ukcupaHa KoMOHHALMA OT aKkTHBHM BellecTBa. B caydall Ha npefosupaxe,
CHMOTOMHTE MOME [a BKIIOYBAT MPH3HANM H CHMIITOMM HA HHTOKCHKALMA ¢ Tpamanofl KM
NAPALLTAMON, KAKTO U ¢ JBETE AKTHEHH CECTABKH,

CHMNTOMH Ha Npeao3npaHe ¢ TpaManon
IMo npuHUMN, TPH UHTOKCHKALIMA C TPAMAaAON CE OYaKBAT CHMOTOMH, Mogo0HH Ha Te3H NPU JAPYFETE

LeHTpanHoAelcTBalH aHanreTiuy (onwatH). ToBa BKMIOMBA NO-CIIEIHAJNHO MHO34, NOBPbIIAHE,
CBPACYHOCEAOB KONAINC, HAPYIEHHA Ha Ch3HAHHECTO A0 KOMA, I'BPYOBE M [TOTHCKAHE HA JHIIAHCTO OO
IHXaTeNneH apect.

CHMITOMH H2 npe]o3NpaHe C HapaLeTaMon
[Tpenosupanero ¢ ot ocofeHO 3Ha4eHWe mpM mankure neuad. CHMNOTMHTE Ha Npelo3HpaHe Ha

mapaleTamMos npe3 nepauTe 24 vaca ca 6nemoct, rajaeHe, MOBpbILAHe, aHOPEKCHA H GONKH B KOpeMa.
YepHonpoOHO yBpexnane Moxe jJa Obae ycranoseHo 12 a0 48 vaca cnea npuema. BeisMoxHa €
No4BaTa Ha HAPYHICHHS B [AIOKO3HHA MeTaGoH?bM M MeTabonuTHa anno3a. [Ipu Texko oTpabaHe,
uyepHOIpobHAaTa HEAOCTATEYHOCT MOKE Aa NPOrpecHpa A0 eHuedanonaria, KOMa ¥ CMBpT. Moke Aa e
HATHIE OCTpa GLGpeyYHa HEAOCTATHUHOCT ¢ ocTpa TyOyNHa Hekposa, JopH MPH JHIICATa HA TEKKO
YyepHOApoCHO yBpexAaHe. ChobilaBaHy ¢a CAyYan HA CHPACYHA APUTMUS M NAHKPEATHT. ST
YepHoapoOHO yBpexaaHe € Bb3MOKHO NPH BB3PACTHH, NpHerH 7,5-10 g wiH noseue napg
CmATa ce, ue NpPEeKOMEpHOTO KOJIMYECTBC Ha TOKCHYeH wMarafonur (OOUKHOBE




AETOKCHUMPAH OT IIYTaTHOHA IPH MPHEM Ha HOPMATHH J03Y NApaleTamMon), ce CBbp3ea HeoGpaTHMO
¢ yepHoapobHaTa ThiaH.

Crnenmo nevenue:

. He3abaBHO HACTAHABAHE B CIICLIMANH3UPAHO OTACTCHHE.

. Monnspkane Ha QHXaTeNHATA M UAPKYJIATOPHATA QYHKLMA.

. Tlpeay 3amoypane Ha JeYeHHETO € HeoOXOMHMO BbIMOMKHO HAH-OBP30TO B3CMaHE HA KPBBHA
npoda 33 yCTAHOBABAHE HA IUIa3MEHHTe KOHLECHTPALHH Ha mapalleTaMoll H TPaMaioll, KakTo i
33 IPOBEXIAHETO HA YEPHOAPOOHH W3CASIBAHMUA.

. HecbxomuMo e TIpOBE&KAAHETO Ha 4epHOOPOOHH M3CJAGABaHHL B  HayayoTo  (IpH
[PEIO03HPAHETO) H TN0-KhCHO Ha BeeKH 24 yaca. OOHKHOBeHO ce HAOMOAapa NMOBUIIABAHE HA
uepnoapobBuTE eH3HMH (ASAT, ALAT), KOoHUTO ce HOpDMANM3MpaT clel €OH3 HIM JBe
CeIMULIH.

. HeobxoauMo e u3npassaHe Ha CTOMaxa, 4pe3 IpEeAH3BHKBAHE HA NOBPBILAHE (KOTATO NAUMEHTA
€ B CB3HaHHE) HJIH CTOMAINHA NPOMHBKA.

. HeofxoanMo e npeanpHeMaHeTO HA MOAABPXKALIA MEPKH 3a MOALBPKaHE NPOXOIHMOCTTaE Ha
OVXATENHATE MHTHINA, KAKTO M NONUBPXAHE HA CBHPASYHOCHAOBATA GYHKIMH; KaTo 32
06paTHOTO Pa3BHTHE HAa PECTIHPATOPHATA ACTIPECHA € HeoGX0AHMO MPHNaraHeTo Ha HAJIOKCOH;
NPHIAABLUKTE (FbpYOBeTe) MOXe Aa ObaaT oBIajlAHK ¢ AHa3enam.

. Tpamaaon ce enuMEHHpa MUHUMAIHO OT CEpyMa Upe3 XeMOIHani3a HWiH xeModuarpanus, ETo
3310, JICYEHHETO Ha OCTpaTa HMHTOKCHKauma ¢ [lapaTpamon camMo ¢ XeMOZHAIH33a HIH
XeMOUITPaLMNA € HeNOAXOIALLO,

HeobGxonumo e He3zabaBHO neveHHe Ha NPemO3MPAHETO ¢ napaueramon. He3aBUCHMO OT JHricara Ha
3HA9HMH PaHHM CHMITOMH, malMenTHTe TpA®Ba aa OblIar He3a0ABHO HACTaHeHH B GONHMIA 3a
NPOBESXKIAHETO HA CIIELIHO MEMIHHCKO JIEUeHHEe, KaTO BCEKH BB3PAcTeH IWIH IOHOWIA, NPHEN OKOIO
7,5 Wny¥ TOBEUE MApAleTaMOA B NPeAXOAHWTE 4 uaca Mnu Besko nete npueno 2150 mg/kg
napaleramMon B npeaxofhuTe 4 uaca TpaGBa aa Obmar MOANOKEHH HA CTOM@IIHA TNPOMHBKA.
Heobxonumo e usMepraHe Ha KPBEBHHTE KOHIEHTPALMHTE H4 NAPALETaMOl HE Mo-KbCHO OT 4 Haca
cliedl MPeao3MPaHeTo, 3a OLEHKA HA PHCKA OT PAa3BUTUETO HA YepHONPOOHO YBpeXAaHe (TIOCPeACTBOM
HOMOI'paMa NpH Npefo3HpaHe Ha napaueramMon). Moxe Aa e HE0OX0NHMO MEPOPATHOTO TIPHIIOKEHHEE
Ha METHOHHH MNH UHTPABEHO3HOTO Npunoxkenue Ha N-auerwnnucrens (NAC), KouTo MOXE Aa HMaT
nonoxutenex edekt A0 48 uaca ciea npenosupaneTo. [punoxkeruero Ha nHTpaeeHo3eH NAC e nali-
e(eKTHBHO B paMKHTE Ha 8 4aca oT npegosupasero. Benpexu ToBa, NAC Tpabea na Gbie npuioKeH,
DOpH 12 c& M3IMHHAIK moBede OT 8 uaca cie] MpeJo3HPaHETO H Aa NPOJBJIKM NC BPeMe Ha LeTHA
Kypc Ha nedyeHuero. Jlewenuero ¢ NAC TpaGea na 3anouHe He3abaBHO B Clydalf HA ChMHEHHE 3a
MacHBHO npenocsupane. HeoOxoaumo e npeanpueMateTo Ha 001 NOATbKAIH MEPKH,

HezaBrcMo OT ¢BOOMIEHOTO KOMHYECTBO HA MPHETHd NApALETaMOJl, aHTHAOTA HA IapalieTaMon,
NAC, 1pabba 13 c& NpHeMe NepOPAIHO WIH HHTPABEHO3HO, BE3MOIKHO Hall-6:p30, 3a MPeANOYNTaHE B
pamknTe Ha 8 yaca OT mpeNo3HpaHeTo.

5.  ©®APMAKOJIOrMYHH CBOMCTBA

5.1 @apMaxkoAHHAMHYHH CROHCTEA

(apMaKOTEpaneBTHUHA IPyNa: AHANTETHLM, ONHMOMAM B KOMOMHALUHA ¢ HEOMMOHAHH AHAJTETHIM,
TpaMaaon H naparutamon, ATC kom: NO2AJ13.

AHANreTHIH.

Tpamazon € onMonaeH aHANreTHK, AeHiCTBANL BBPXY LEHTPATHATA HEPBHA cHCTeMa. TpaManon € qucT
HECENEKTHBCH arOHHCT HAa |, & M K OMMOMZHMIE DPELENTOPH, ¢ IO-BHCOK A(HHHTET KBM .
u peuentopute. JIpyrd MexaHH3MH, KOWTO AONPHHACAT 32 HETOBUA AHAITETHYEH eeKT ca mot
Ha HEeBDOHAIHOTO OOpaTHO 3axBalllaHe Ha HOPAIpeHATHH H MOBHIIABAHE OcBOOO ;
cepoToHuH. Tpamallon UMa H aHTHTYCHBEH e(heKT. 3a pasnuka OT MOPGhHH, aHANTeTHHHIT)

) e



TPaMazoNl B LIHPOK AHAMO30H HAMAT MOTHCKall edexT BupxXy AumaHeTo. OcBeH ToBa, CTOMALUHO-
YPEBHHA MOTHIIHTET He ce MpoMeHs. ChpAeYHOCH0BHTE e)EKTH KaTo ugio ca crafu. MolitHOCTTa Ha
TPaMAajon € OnpefeNieHa KaTo efna AeceTa AO €4HA MiecTa OT Ta3h Ha MOphuH.

MexaHW3bM Ha JelicTBHE
TouRMAT MeXaHH3bM Ha AHAITETHYHMTE CBOMCTBA Ha MNApaLIeTaMON He € H3BECTEH H MOXE 13

BIJTIOMHA LEHTPANHH 1 NepHdEpPHH eheKTH.

TMapaTtpamon € mocTaseH Ha Il nosuums B cThifara wa aHamreTuuure Ha C30 u TpaGea pa Obae
MPHNATAH CHOTBETHO OT JeKap.

5.2 DapmMakoxHHeTHYHH cBolicTBa

Tpamanon ce npunara B pauemuuHa (opma, kato [-] u [+] dopMH HA TpaManon M HErOBMs
metabomutT M1 ca ycTaHOBMMH B KpeBT2. Bnnpexu, ye Tpamanon ce afcopbupa Obp3o cien
npHnokeHue, Herosata abcopOumsa e no-GaBHa (W HETrOBHMAT NOJYXHBOT [I0-ABNDBL) OT TO3H Ha
napaleTaMort.

Cnes emHOKPATHO MEpOPAHO NMPHAMKeHWe Ha Tabnerka TpaManon/mapaueramon (37,5 mg/325 mg),
TTHKOBY TUIA3MEHH KOHLIEHTPaUMH ce JOCTHTAT el ¢hoTeeTHO 1,8 uaca [(+)-Tpamanon/(-)-TpamMazon]
# 0,9 yaca (napaueramon). CpeIHHAT ENHMHHALIMOHEH MOJTYXKHUBOT L2 € ChOTBETHO 5,1/4,7 vaca [(+)-
TpaManol/(-)-Tpamanon} u 2,5 yaca (napaueramon).

Mo BpeMe Ha dapMakoKHHETHYHHTE TIPOYUBAHHA NpH 3APaBd A0OPOBOILM CNEN EAHOKPATHOTO HIIH
MHOTOKPATHO MepopanHo npuinoxenwe Ha [lapatpamon, He ca HaGnOMABAHH KIHHHYHO 3HAYHMH
IpoOMERY B KHHETHUHHTE TIAPAMETPH Ha BCAKO OT aKTHBHHTE BELIECTBa, B CPABHEHHE C NMApaMETPHTE
MPH CAMOCTOATENHOTO NPIIMKEHUE HA OTACTHUTE AKTHBHH BELIECTBA.

Abcopbuus

PaemuyHHAT TpaManon ce abcopbupa OBp30 U MOYTH HAMBIAHO CJEd TEPOPANHO MPHIOXEHHE.
Cpensara abconoTHa OHOHANTHMYHOCT NpU egHOKpaTHa Ao3a oT 100 mg e okomo 75%. Cnex
MHCTOKPATHO MPHAO#eHHE, GUOHANMYHOCTTA Ce NOBHLIABA H A0CTHra okono 90%.

Cren npunoxernero Ha [lapatpamon, nepopanHara acopbuus Ha nmapaueTamoll ¢ Gbpia M AoYTH
ITEJIHA H CC OCBLIECTBABA B THHKHTE 4YCpPBa. IMuxoBy nna3MeHH KQHUCHTpallHH Ha [apaueraMol cc
JOCTUTAT 33 €JIHH Yac H HE ¢ IPOMEHAT 0T SHHOBPEMEHHOTO NMPHNOKEHHe HA TPaMaJol.

TNepopanHoTo npunoxeHHe Ha Tabnerka INapatpamon ¢ xpaHa He € CBbP3aHO ChC 3HAUMTENEH edekT
BBpPXY NHKOBAaTa MJIA3MEHA KOHHESHTpaUus WK cTeneHTa Ha aGcoplia, KakTo H2 TPamajon, Taka |
Ha napauetamon, nopaid koero Ilaparpamon Moke Aa €€ NpPHEMA HE3aBHCHMO OT peXHMa Ha
XPaHCHE.

Pasnpenenetine
TpaMadgon uma BHCOK adHHMTET KbM TEKaHHMTe (Vep=203 £ 401). Cenp3BaHeTo ¢ MNasMEHHTE

HpOTeHHH € 0KoJo 20%.

lNapaneraMon wWirneksa WMa INMPOKO pAsnpeleneHde B NOBEYE OT THKAHWTE HA OpraHu3Ma, C
H3KOYEeHHe Ha MacTHaTta. Heroeusar npuBMmeH ofem Ha pasmpedencHue e okono 0,9 Vkg.
OrHocaTenHo Manka 4acT (~20%) ot napalleramon ce cBbp3Ba C IIa3MeHUTe TPOTEHHH,

Buorpanchopmarms
Tpamazon ce maTaboan3upa €KCTEH3HBHO Cilej mepopanHo npunoxenue. Oxone 30% ot nosara ce
€KCKPETHpa ¢ YPHMHATA B HEMpOMeHeH BUA, Kato 60% ot Ao3ara ce exckpetupa noa dopmara Ha
MeTabonuTU.

Tpamanon ce meraGonusupa nocpeacrteoM O-aemernnanpane (kaTannsupaHo ot ensuMa CYP,
Merabonuta M1 u upes N-memerwiupane (karannzupano ot CYP3A) no meraGonury”
Hararbk M1 ce MeraGonusupa apes N-aeMeTHIMpPaHe U KOHIOTHPAHe ¢ [IOKYPOHOBATA KF




HuxuGupanero Ha eOMH Wi ABata THna usoeHsumH CYP3A4 u CYP2D6, ydacrsamu B
GuoTpanchopMaLMATA HA TPaMazoi, MoXe Jd NOBNHAS HA IUIA3MEHATA KOHUCHTPALIHMA HA TPAMaol
MM HEroBHs aKTHBeH MeTalomuT. [TMasMeHHAT eNMMHHALMOHEH HomyxHBoT Ha M1 e 7 waca
MeraGonurer M1 uma anamreTHYHW cBolicTBa H € nO-MOMWEH OT M3XOIHOTO ChEAHHEHHE.
InasMennTe koHuewTpatMyd Ha M1 ca cefieM ITBTH MO-HUCKA OT TE3W Ha TPAMAOH, KATO NPUAOCHT
KBM KAMHHYHMA eeKT OOHKHOBEHO HE Ce MPOMEHA [IPH MHOTOKPATHO NPUIOKEHHE.

[Mapaueramon ce MeTabomM3Hpa NPEIHMHO B YepHHs Ipod NOCPENCTBOM JBa OCHOBHA YepHOAPOGHM
OETH: TIIOKOpoHMpaHe W cyiadoHMpaHe. [MocrmenHusr moxke Obp30 Aa ©€ HACHTH NPH JO3H Haj
TepaneeTHuHUTe. Manka ¢pakums (o-mManko ot 4%) ce MeraGonu3Hpa ocpencTBoM UUToxpoM P450
JO HEKTHBEH MexIuHeH Mertafonur (N-alletun OCH3IOXHHOHMMEH), KOMTO IpH HOPMAanHO
npEnoKeHre GBP30 ce ASTOXCHMUIUPA Ypes NOHWKABANE Ha IJIyTaTHOHA U C¢ eKCKPeTHpa B YPHHATA
CNEN KOHIOTHPAHEe ¢ MCTEHH H MEpKanTypoBa KHucesuHa. Benpexs ToBa, NpH MacHBHO Npeno3HpaHe,
KONMMECTBOTO HA TO3HM MeTabONHT ce TOBHILIaBA.

EmimuHMpane
TpaMagon ¥ HeroBHTe MeTalbOMTHA Ce enuMUAHMpAT mpeAHmHo nipes OnGpeumTte. [TomykHBOTHT Ha

napaleTaMon e okoso 2 10 3 yaca nNpH Be3pACTHH. ToH € No-KpaThk NpH Jelia H AeK0 YIBIKEH NpH
HOBOPOASHW W MauMeHTd ¢ puposa. [lapailetaMon ce enMMMHHMPAa OCHOBHO Hpe3 NO303aBMCHMO
o0pa3syBaHe Ha TIIOKO- H CYN(O-KOHIOTHpaHH TNpou3eoiaHH. [lo-manko oT 9% mapaueramon ce
eKCKpEeTHpa Henpomenen B ypHHara. [lpw 6B6peuHa HeAOCTATEYHOCT, NOJYXHBOTBT HA [JBETE
CBECTaBKH € YIBIDKeH.

5.3 IlpeaxnuuuvHu JanHH 33 Ge3onmacHoCT

He ca nposexdany NPEAKIWHNYHM TipoyuBaHMa ¢ $ukcupanata xomOmmanua (Tpamagon n
NapaueTaMo) 3a OLUSHKA HA KAHLIEPOTEHHHMTE HIH MYTAraHHH eEKTH, KAKTO H Ha e(eKTHTE BhPXY
deprHHTeTa,

He e nabmopasaH TepatoreneH ediext, koiiTo Moxe Aa Oble OTHECEH KbM JIEKAPCTBOTO BBPXY
IpOTeHH Ha [LUTEX0BE, JIEKYBAHH NepOpATHO ¢ KOMOHHALMATA TpaMaaON/apaleTaMo.

Jokasano e, ye xomOumaumsTa Tpamamon/mapaueramon € eMmOpuoOTOKCcMuHA M (ETOTOKCHYMHA 34
TUTBXOBE, TIPH JA03H TOKCHYAH 3a mafikata (50/434 mg/kg Tpamagon/napaueramon), T.c 8,3 mbTH 10-
BHCOKM OT MakCHMA/HATA TepancBTHYHA A03a mpH 4oBeka. Ilpy Tasu Ao3a He ¢ HabmoAzBaH
TepatoreHeH edekt. TOKCUMHOCTTA BBpXxY eMOpHOHA M INoga BOAM OO MOHHXKEHHE HA TernoTo Ha
IUI0/IA M YUecTaBaHe Ha cily4auTe ¢ MoABaTa HA NomeaHUTenHn pelpa. [lo-HACKHTE 1034, BOASWIH 10
no-nexa TokcHYBoCT 3a malikara (10/87 u 25/217 mg/kg Tpamanon/napaueraMon) HAMAT TOKCHYHH
edeKTH BLPXY eMOpPHOHA U TTONA.

PesynTaTite OT CTaHZAPTHHTE TECTOBE 33 MyTATEHHOCT HE €A NOKa3a/Hi NOTEHLHANEH FeHOTOKCHUEH
PHCK Ha TpaMaqoi [Py 4OBEKa.

PEB)IJITHTHTB OT KaHUEpOICHHHTE TECTOBE HE NPEINONaraT nOTCHUNANCH PHCK Ha TpaMaaos IMpH
YOBCKA.

TpoyuBannsTa NPY JKUBOTHY © MHOTO BUCOKH JO3M TPaMaaO0/ NOKA3BAT HAHYHETO HA e(eKTH BhpPXY
Pa3BHTHETO HA OPraHuTe, CCHMKALMATA W HEOHATA/HATA CMBPTHOCT, CBLP3aHH ¢ TOKCHUHOCTTA
BBPXY Maiikara. DepTunurera U pa3BHTHETO HA IOTOMCTBOTO HE €2 3aCerHATH, Tpamanon npeMHHaRa
npes nianenrata. He ca nabmonasanu edekTH BupxXy (EpTHAMTETA CEA NEPOPANHO MPHIIOKEHHS Ha
TpaMazaos npH no3u a0 50 mg/kg npy MbxKH 1LTEX0Be H 75 mg/kg IpH KEHCKH ILUTBXOBE.

ExCTeH3uBHITE NPOYYBAHHS HE [TOKA3BAT JaHHH 33 3HAYMM reHOTOKCHYEH PUCK Ha NapaueTamol, B
TEPANCETHYHHM (T.€. HETOKCHINHN) JO3H.

l'lpo,nwmcu'reﬂHme Npoy'1BaHHd NpH MIbLXOBE H MHIIKH HE Ca MOKa3alHd NaHHH 3a
TYMYpPOr¢HHH GC[)CKTI‘I MNpH HE-XEMaTOTOKCHYHH JO3H napaleTaMor.




[lpoyuBaHMATa TP JKMBOTHH M 3HAYHTENHHAT OINMT NPH YOBEKa HE ca IOKasanH JaHHK 34
PETPOAYKTHBHA TOKCHYHOCT,
6. GAPMAIEBTHYHU TAHHHU

6.1 CnichbK Ha NOMOLINHATE BEIeCTRA

Anpo

IpexenaTHHI3HPAaHO U2PEBHYHO HAIIECTE

MHKkpoxpHCTAIHA LeNya03a

Hatpuer HulliecTeH rAMKONaT (THI A)

CunuiHeB AMOKCHI, KONMOWIEH Ge3BoeH

Mars#esnes cTeapar

OGeuBKa

Xunpomenosa

Maxkporon 400

Turanor muokcun (E171)

K wenezen okeun (E172)

6.2 HechBMecTHMOCTH

He e npunomumo.

6.3 Cpox Ha TogHOCT

3 roausHu.

6 Cnenyannn yoJioBHS HA ChbXpaHeHHe

To3H NekapCTBeH NPOLYKT HE HIHCKBA HAKAKBH CUEILMAITHH YCOBHA HA ChXPAHEHHE.
6.5 JIaHHM 33 ONAKOBKATA

10, 20, 30, 60 uma 90 Tatnetku B AI/PVC Gnucrepu 1 KapTOHeHa KYTY.
He BcuykH BANOBE OTTAKOBKH MOTaT Ja (BAaT IyCHATH B ipoaaxa,

6.6 CheuHaJHH HPEANAIHH MEPKH NpH H3XBLPJIsAHE H padoTa
HsMa cnenManuy M3nCKBaHuA,

Hensnon3panuar npoAyKT WM OTHANBYHMTE MarepHaji OT Hero TpAGBa Ja ce H3XBBPIAT B
ChOTBETCTBHE C MECTHHTE HINCKBAHUA,

7. TIPHTEXATEJ HA PA3PEILIEHHETO 3A YIIOTPEBA
Pharmaceutical Works POLPHARMA SA

19 Pelpliriska Street

83-200 Starogard Gdanski
Tlomua

8. HOMEPF(A) HA PAIPELIEHHETO 3A YIIOTPEBA




Perucrpanuonen a#omMep: 20100565

9. JATA HA HBbPBO PAIPEHIABAHEMOIHOBSIBAHE HA PA3PEIIEHHETO 3A
YHNOTPEBA

Jlara na mepBo paspemarane: 08.09.2010.
Jlara na mocnenrno nogHoesBaue: 30.04.2015.

10. JAATA HA AKTYAJIM3HPAHE HA TEKCTA




