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1.  MME HA JEKAPCTBEHMA IIPOAYKT

Tramal 100 mg prolonged-release tablets
Tpaman 100 mg TabneTku ¢ yIBIKEHO OCBOOOKAABAHE

Tramal 150 mg prolonged-release tablets
Tpaman 150 mg TabneTky ¢ yabkeHo 0cBOOOKAABAHE

Tramal 200 mg prolonged-release tablets
Tpamarn 200 mg TabneTky ¢ yABIBKEHO OCBOOOXKIABAHE

2. KAYECTBEH H KOJIHYECTBEH CHhCTAB

AKTHBHO BEIICCTBO: TPaMaa0N0B XUAPOXJIOPHI.

Tabnetxu ¢ yarmkeno ocsoboxaasane ot 100 mg, 150 mg wnu 200 mg,

[ToMomHH BemecTBa: BCAKa TabneTka ¢ YABIDKEHO OCBODOK/IaBaHe ChAbpXKa 2.0 mg NaKkT03a MOHOXHAPAT
(BK. TOUKa 4.4)

3a NbIIHUA CIIHCEK HA TIOMOILIHHTE BEHIeCTBA BXK. TOUYKA 6.1

3. JIEKAPCTBEHA ®OPMA

TabneTky ¢ yapmKeHO 0CcBOGOKAABaHE

- Kpbriayd, OHKOHBEKCHH, GHAMHpAaHH TaOJeTKH, ¢ OTIISYATAHO JIOrO Ha MPOM3BOAHTENA OT ¢HAaTa CTpaHa
- 100 mg tabnetxu: Genu Ha URAT, ¢ otOenazan T1 OT Apyrara cTpaHa

- 150 mg TabneTkn: CBETNO OpaHKEeBH HA LBAT, ¢ 0TOEeNA3aH T2 oT ApyraTa crpaHa

- 200 mg Tabnetkm: nexo xa@ABO-OpaHKEBU Ha LIBAT, ¢ 0TOe/nA3aH T3 OT Apyrara cTpaHa

4, KJIHHHYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHHAA

Jleuenne Ha yMepeHa 00 cHnHa Oonka.

4,2 J0o3EpOBKA B HAYME HA OPHIAOKERHEE

Ho3apoBKa

Jlo3aTa TpadBa ga ObJie KOpArupaHa B CbOTBETCTBME C HHTEH3HTETa Ha OOJIKAaTa M YyBCTBHTE/IHOCTTA HA
otaenHua naneHT. OCBEH aKo HE € npeAnucaHo npyro, Tpaman TpsOsa fa ce npwiara no ¢JIeAHUA Ha9HH:

Bi3pacTHH M oZpacTBAallH HA BB3pacT Hax 12 roJuHu:

Tpaman 100 mg, 150 mg, 200 mg, TabneTKH ¢ yARIDKEHO 0cBOOOKAABAHE:!
OO6uuaiiHaTa HavanHa 1o3a ¢ 50-100 mg TpaMazonoB XHOPOXJIOPHZ ABA ITETH QHEBHO, CYTPHH H Bevep. AKO
GONKOYCHOKOABAMUAT edeKT € HEAOCTATHYCH, AO3ATA MOXKE Ja C& TUTPUPA Harope > B0 Q.mg vinu 200 mg

TPaMag0/IOB XHAPOXJIOPH ABa ITBTH JJHEBHO. } N0 7
ﬁ,\*‘% A4,

O6HKHOBEHO clefiBa Aa ce H3bupa Haii-HHCKaTa NOCTATama 60nxoycn0man

f v Ml .:;-,* OB2 fla ce
HaJBMIDABA JHeBHA A03a oT 400 mg akTHBHO BEMIECTBO, ¢ U3KIMIOYSCHHE HA CHieH AREEIN >
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Ilopaaun BHCOKaTa ¢U A03a TAONETKH ¢ YABLKEHO 0CBOO0OXKIaBaHE He ¢a NMpeAHA3ZHAYEHH 3a Ji¢la Ha Bh3pacT
noxa 12 roguHu.

| lanyeHTH B HaNPEAHAIA Bb3PacT:
OOWKHOBEHO HE Ce€ Hajara KOpeKUHA Ha A03aTa MpH MAalMeHTH B HanpeAHala Be3pacT (10 75 roauHu) 6e3

KIMHHYHO MposBeHa YepHOApoOHaA unm OB6peyHa HenocTars9HOCT. IIpH nmauMeHTH B HanpeiHasa BB3pacT
(Hag 75 roawHH) eTUMUHHPAHETO MOXe Aa Oble yawbkeHo. [Topaan TOBa, ako € HeOOX0AHUMO, HHTEPBAITHT
Ha JIO3HpaHEe MOXKE [ia € YABJIKH B 3aBUCAMOCT OT HYKAHUTS Ha MALMEHTA.,

brOpeyHa HeIOCTATHYHOCT/ AHANIM3A H YEPHOAPOOHA HEAOCTATBYHOCT

[Ipyn nauuenTd ¢ Texka 6p0Opevyna Wwin yepHOAPOOHA HEJOCTATHYHOCT CIMMHMHHPAHETO HA TpaMajol €
3abaBeHo. Ilpu Tesn naupeHTH TpA6Ba BHHMATENHO Aa C€ NMpelieHH HeoOXOAMMOCTTa OT YAB/DKABaHE Ha
MHTEPBAJINTC HA JO3MpaHe B 3aBUCHMOCT OT HYKAHTEe Ha MnauWeHTra. [paMan TaGjleTkH C YZB/DKEHO
ocBo0OKAaBaHe HE ce MPENOPBYBAT B NOAOOHH YCIOBHAL.

Haunn pa npajioxesne

TabneTkure ¢ yabppxeHo ocBobokaaBaHe TpaOBa 14 ce npueMar uend, 6e3 Aa ce pa3fe/aT Wik JeBYAT, C
JOCTATBYHO KOTMYECTBO TEYHOCT, HE3aBHCHUMO OT XPaHEHHUATA.

HpoALKATEIHOCT HA RPHAOKEHHETO

Tpamanon npu HUKaKBH OOCTOATECIICTBA HE CASABA Aa Ce MPIIara MO-NPOABILKHTENHO OT HeoDXoaMMOTo.
AKO mpej BHA XapakTepa ¥ TeXecTTa Ha 3aboisBaHeTO € HeoOXOOMMO MPOALDKMTEITHO MPHIOKEHHEe Ha
TpamMaao)l, TpsA0Ba BHMMATE/IHO W PEHOBHO MOHMTOpHpaHe (ako € HeoOXOAMMO ¢ MpPEYCTaHOBABaHE Ha
NEeYEeHHETO) 3a 1A C€ ONpeIelIM AaIH W JOKOJIKO Ce Hallara No-HaTaThIIHO JICYEHHE,

4.3 IIporHBonOKaA3aHuNH

Tpaman e npoTHBONOKAa3aH

- MpH CBPBXYYBCTBHTEITHOCT KbM TPaMaJoJl WM HAKOS OT MOMOILIHHTE BEIECTBA (BXK. TOYKa 6.1),

- NpH OCTpa HHTOKCHKALMS C QJIKOXOJ, XWIHOTHUM, AaHaJIreTHUH, ONWaTH HWIH JApYyrH
IICUXOTPOITHH JICKaPCTBSHH IIPOOYKTH,

- MpH MalHEeHTH, KOHTO NMOoJlyyaBaT UHXuOuTOopn Ha MAQO 1M KOMTO ca NOMyYyaBajd TAKHBa npes
nocneanure 14 aHu (BK. Touka 4.5),

- NMPH NALHECHTH ¢ EMANENCHA, KOATO HE € AICKBAaTHO KOHTPOJIMPAaHA ¢ JicYeHue,

- 3a NPIJlaraHe NnpH JIcueHHe 3a OTKa3BaHE OT HAPKOTHLIM.

4.4 Croeunannd nupeaynpexaeHds H NPeANa3HA MePKH OpH ynoTpeda

Tpamanon Moxe aa ce M3NON3BAa CaMo [IPH MOBHHICHO BHHMaHHE MPH TALMEHTH 3aBHCUMH OT OIHATH,
MALMEeHTH C TPaBMAa Ha [NaBara, 10K, HaMaNeHO HUBO Ha CH3HAHKE ¢ HEYCTAHOBECH NMPOHU3XO], HAPYILIEHHE HA
AUXATEIHUA HEHTHD WIH QYHKLMA, IOBHIICHO BRETPEYEPENHO HaIATaHe.

ITpu tlaieHTH 9yBCTBHTENHM KBM OIHATH TPAMAI0J CHEiBa 4a ¢e MpuU/ara CaMo ¢ NOBMHIISHO BHMMAaHKE,
Hma crobmieHus 3a repuoBe MPH MALMEHTH 0JIy4aBAJIM TPaMaao)l B IPENIOPHYBAHATE JO30BH HABA. PHCKBT
MOX€E Ja C€ [MOBHIUIM, KOTaTO AO3HTE TPaMaAo0B XWAPOXMOpHA, HAZABHILABAT NPENOPBUHUTERHATA AHCBHA
ropHa rpatuua (400 mg). OcBeH ToBa TpaMaJOn MOXKE Ja NOBHIIM PHCKAa OT IbpPYOBE NPH MNALHUCHTH
NPHEMAINH JPYIrH JEKapCTBEHM NPOAYKTH, KOUTO HaMajldBaT TNipara Ha ChpUoBeTe . (BXK. Touka 4.5).
[TIauMeHTH ¢ enuiIencHs WIH TAKHBA KOHTO ca NMOJATIHBH HAa NOABa Ha n.p - \Wm TA6E JIeKyBaT ¢
TpamMaanoJl camo IPU HaTHYHe Ha Oe3cnopHHU 00CTOATE/ICTBA HAJIAraliH TOBA JSdeke

Tpamagon ¥Ma HHCHK MOTEHLMAJ 3a pa3sBHTHe Ha 3aBHcuMocT. ITpu mpon obirénds:
pa3BHE TOJIEDAHTHOCT, (H3HYECKA W IICHXMYECKa 3aBHCHMOCT. Ilpu " AL

eIEDEOME e dRike Ta ce

3noynotrpeba WM 3aBUCHMOCT OT HAPKOTHULH (N€KapCTBa), JIEYSHHE ¢ TPHME 3 £e*PpoBeKIA
CaMo 33 KpATKH NEPHOAH TOJ{ CTPHKTEH MEIHLIMHCKHM KOHTPOIL ré, .. é%
TpaMagon He ¢ MoAXoAAII KaTO 3aMECTHTEN IIPH 3aBUCHMH OT OIMMATH TNAanW % o .i‘;‘é" 2/ONMHOUAEH
aroHHMCT, TPAMaa0J HE MOXE /1a MIOTHCHE CHMITTOMHTS MpPH OTKa3 OT MOPQHH. N “Enyers
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Tpaman TabieTkHTe ¢ YABLKEHO ocBobOXKnasaHe ChABpKAT 1akTo3a. IlatHeHTH ¢ PEeAKH HaCNCACTBEHH
npobJieMH Ha raJlakTo3Ha HEMNOHOCHMOCT, Lapp nakraseH aedHupT UNH [MIOKO30-TANAKTO3HA Manadbcopbiuus
He TpabBa fa OpHEeMAaT TO3H NEKapCTBEH NPOXYKT.

4.5 BiaamoaeiicrBHE ¢ APYTH JEKAPCTBEeHA NPOAYKTH H APYTH GOPMA HA BiIaHMOAeiicTBHE

Tpamanon He TpaOBa Aa ¢ce koMOHHUPa ¢ HHXUOUTOpU Ha MAQ (BX. To4ka 4.3).

[Ipu naumentu TpeTupann ¢ MHxubHTOpH Ha MAQ B npeaxonuuTe 14 AHM mMpead NpUAAraHETO Ha ONHATa
NeTHAHH, ca Ha0mopgaBaHHM >KHBOTO-3aCTpallaBalM B3apMOZEHCTBHMA 3aciralid LCHTpaJHATA HEpBHa
CHCTEMa, AuxaTesiHaTa H chpleyHa GyHkumd, Coigure B3auMoeiicTeus ¢ unxuburopu Ha MAO He Morar
Aa ObJaT H3KMIOYEHH NIPH TIPHAraHe eAHOBpeMeHHO Ha Tpamar.

EfHOBpeMEHHOTO NPUAOKEHHE Ha TpaMagojil U APYrH JICKAPCTBEeHH MPOAYKTH ¢ LICHTPATHO ACIPECAHTHO
AcHCTBHE, BKITIIOYUTEIIHO ANKOX0J, YeHiBa edexture Bupxy IIHC (BX. Touka 4.8).

PesynratiTe OT (papMakOKHHETHYMHHTE NPOYYBAHHA JAOCETa ca TOKa3aly, Y€ NPH CJHOBPEMEHHO HIH
MpeaxXoKaale NMPHIOKEHHE HAa CHMETHIMH (eH3WMEH HHXHOMTOpP) Manko BEPOATHO € Aa C€ IMOABAT
KJHHHYHH TIpOSBM Ha B3aHMOJOCHCTBHE. EIHOBPEMEHHOTO WIH TNPESAXOXKAAID NPHIOKEHHE HAa
kapbamazenuH (CH3HMEH HHOYKTOpP) MOXE Ja [OHHXKM aHAIreTHYHMA e(ekT M 13 CKBCH
NPOABIDKUTETHOCTTA HA JEHCTBHE,

KoMbunaimara cbec CMECeHH aroHuWcT/aHTaroHueT (Hanmp. OynpeHopdmH, HanOypuH, TICHTa303MH) M
TPamMajoJl He € 3a NpenopbYBaHe, Thil KATO AHATETHYHHAT edEKT HAa YHCTHA arOHHUCT, KaKbBTO € TpaMaaon,
MOXXE TeopeTHHHO Aa 6bae orcnabeH npu noo0HM YCIOBHS.

Tpamamon Moxe Aa WHAYUHpa TI'bpYOBE M O3 NOBHIIH NOTEeHLIHANA 32 MPHYHHRBAHE HAa T'BPUYOBE Ha
HHXHOHTOPHTE HA CEPOTOHHHOBHA O00OpaTeH TPHEM, TPHLIMKIMYHHATE aHTHACHPECAHTH, AHTHIICHXOTHLIMTE H
ApYTi HaMangBally [para Ha rbPUYOBETE JIEKAPCTBEHH MPOAYKTH.

B u3onnpaHu ciy4ad uma chOOWICHHA 34 CEPOTOHHHOB CHHAPOM BbB BPECMEHHA BPB3KA ¢ TEPaneBTHYHOTO
NMPHIOKEHHE HAa TpaMajgoa B KOMOWHaUMA C ApYrH CepOTOHHHEPTHYHH JICKAPCTBEHH MPOAYKTH KaTo
CEJICKTHBHUTE HHXHOMTOPH Ha ceporoHuHOBHA obpareH npuem (SSRIs) wmm ¢ muxubmropm Ha MAOQ,
IlpossM Ha CEpOTOHHHOB CHHApPOM Morat na ObjaT, HanpHMep, oObpkBaHe, 0e3NOKOMCTBO, Tpecka,
H3NOTABAaHE, aTaKCHA, XUneppediekcHd, MHOKIOHYC H auapua. [IpeyctaHoBsBaHeTo Ha npHeMa Ha
CEePOTOHHHEPIHYHH JISKAPCTBEHH MPOAYKTH 0OMKHOBEHO BOAH OO OBp30 nopodpenue. Jledenuero 3aBucH ot
XapaKTepa B TEXESCTTa Ha CHMIITOMMTE,

C MmoBMILEHO BHMMAHHE cieflBa Za ce MNMPOBEeXJa €AHOBPEMEHHO JICUEHHE C TpaMaJoil H KYMapHHOBH
NIPOM3BOAHH (Hamp. BapgapuH) nopaaH cerobmieHusTa 3a noBHUieH INR ¢ xkppBeHe M eKXHMO3H MPH HAKOH
MAlHEHTH.

JPYTH aXTHBHH CheHHEHMA, 3a KOUTO c¢ 3Hae, de noTuckaT CYP3A4, KaTo KeTOKOHA30J1 U €pUTPOMHLINH,
MOTaT 1a MOTHCHAT MeTadoIH3Ma Ha Tpamaaoa (N-aeMeTHIHpaHe), 4 BSpOATHO H MeTabO0MH3Ma Ha aKTHBHHA
O-pemeTwnupan Metabonut. KaMHUYHOTO 3HAaUeHMe Ha MOoAOOHM B3aWMOJCICTBHA He € O npoyveH (BXK.
TouKa 4.8).

Iipy# orpaHnyeH OpoM Npoyd4BaHWA Npe- MNH TMOCTONMEPATHBHOTO MPIIOXKeHHe Ha aHTHeMeTrHuHus 5-HT3
AHTArOHMCT OHOAHCETPOH MOBHULIABA HYXAHTE OT TPaAMAaJIO/ MPH NallHEHTH C MOCTonepaTiBHa O0JIKa.

4.6 bBpeMeHBOCT H KLPMEHE

IlpoyusaHHATa BEPXY KMBOTHH ¢ TPaMajOJfl MOKA3BAT ChIECTBYRAHETO NMPH MHOTO BHCOKH J03H HA ePeKTH
BEPXY OPraHHOTO pa3BUTHE, OCH(IMKALMATA H HEOHATATHATA CMBPTHOCT. TpaMajgoi NMpeMHHABA [IPE3
ruiatieHrara. CpmecTByBaT HEaACKBATHH NAaHHW 3a 0e30MacHOCTTA Ha TpaMajoll npu OpeMEHHM JKCHM.
Ilopazu ToBa TpaManon He TpAOBa Aa ce H3NOA3BA IIpH DpeMeHHH KEHA.

TpaManon — npHJIOKEH NpeaH UK M0 BPEME HA PAKAAHETO — HE MNMOBAHABA KOHTPAKTIIHOCTTA HA MaTKATa,
Ilpp HOBOpOIEHM MOXE Ja NpeIH3BMKA NPOMEHH B YecTOTaTa Ha JHMINaHe, KOMTO pOMKROBEHQ, HAMAT
KAHHMYHO 3Ha4YeHHe. XpoHHYHATa ynoTpeba nmo Bpeme Ha OpeMEHHOCT MOXKe Ja .: - ! QUIHH
CUMITTOMHM Ha OTHEMAaHe. / ey

Ilo BpeMe Ha kbpmeHe 0.1% ot mo3ata npdera oT MaifKaTa ce CEKpeTHpa B K
npernopr4Ba Nno BpeMe Ha KbpMeHe. Clien e AHOKpAaTHO NMPHIIOKEHHE HA TPaMaio
iy

Ia Ce MPEYCTaHOBH KEPMEHETO. 2\ §
% N
4.7 Edextn Bbpxy croco0HocTTA 32 ModHEpPARE H pafoTa ¢ MAIDHHN *PEG}EIM@
S
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Jlopy KOrato ce B3ema Criope]l YKazaHW:ATa, TpaMalioNl MOXe Oa MPEeAU3BHKA MOgBaTa Ha S(PEKTH KaTo
CHHJIMBOCT H CBETOBBPTEXK H NMOpadd TOBA MOXE Aa 3a0aBM peakLMHTe Ha IWOQBOPH H ONEpaTopH Ha
MalHHU. ToBa ce oTHacA 0coOE€HO BB BPb3Ka APYTH NCHXOTPONHY CheAWHEHHA, H OCOOCHO alTKOXOJL.

4.8 Hexemann nexapcTBeHH PpeaKIHN

Haii-yecTo cboOlaBaHHTe HEXENaHW PEaKUHH ca TajleHe H CBETOBBPTEXK, M JBeTe HaOmoaaBaHu NpH
noseue oT 10 % oT nanueHTHTE.

ChpIIeYHO-CHAOBH HAPYINEHHS:
Heyecmu (=1/1000, <1/100): cepaedno-chAcBa perynamud (NAMNATALEA, TAXHKApOHi, NOCTypalHa

XMIIOTEH3UA WIH KapAWOBAaCKYJIapeH Kojanc). Te3n HexKeTaHH NeKapCTBCHH PEakiWM MOoraT [a ce IOABAT
0c0o0eHO "ecTO NpK BEHO3HO NMPHIOKEHHE U TIPH NANMEHTH ¢ TICHXWYECKH CTpeEC.
Peoxu (=1/10000, <1/1000}): 6panukapans, MOBHIIEHH CTOIHHOCTH HA KPBBHOTO HAJIATaHe

Hapymienns Ha HepBHATA CHCTEMA.
Mnozo vecmu (>1/10): cBeTOBBpTEX

Hecmu (>1/100, <1/10): rmasobonue, CLHNIMBOCT

Peoxu (=1/10000, <1/1000): npoMeHeH ameTHT, IMAPECTE3H#, TPEMOp, NOTHCKAHE HA JHLIAHETO,
SNMIETTHOPMEHN IbPYOBE, HEBOJIEBH MYCKYJIHA KOHTPAaKLHH, aOHOPMHA KOOPAKHALIAA, CHHKOII.

AKO NPEMOPHUBAHUATS AO3H CE¢ HANBHINAT 3HAYMTENHO W €QHOBPEMCHHO Cc€ MpHIAraT APYrd LCHTPAIHO
AcHCTBAINM acnpecaHTH (BxK. TO4Ka 4.3), MOXe J1a ce nOJyqH MOTHCKAHE HA JHIIAHETO.

EnunentudopMeHn repaoBe C€ NOABABAT OCHOBHO CAESH CJEX NpWIaraHe Ha BHCOKH N03H TPaManoJl MM

crnel €AHOBPEMEHHO JIeYeHHE € JICKAPCTBEHH MPOIYKTH, KOWTO MOraT Ja MOHMKAT CbP4YOBUA mpar. (Bi.
ToUuKa 4.4 u 4.5).

[IcuxM4YHK HAPYLISHUA:
Peoxu (=1/10000, <1/1000): xamoumuanHnm, oObpKBaHe, HapyilleH CBH, TPEBOKHOCT B KOIIMapH. NIcHxuunu

HEXE/IaHW peaKLMM MOTAT Ja CE MOABAT CJie/l MpHiaraHe Ha TpaMafofi, KaTo BapHpaT MHAHBHIYATHO IO

HHTEH3UTET M Xapakrep (B 3aBHCHMOCT OT JIMMHOCTTA M MPOALIKHUTENIHOCTTAa Ha JeYCHHeTO). TyK cmanar
NPOMEHH B HACTpoeHHeTo (OOMKHOBEHO MOBWIICHO, NMOHAKOTa AUCGOPHUHO), MPOMEHH B AKTHBHOCTTA

(0OMKHOBEHO TIOTHUCHATA, TIOHAKOTA MOBUINCHA) M IPOMEHU B NO3HABATEJIHNA W CETHBEH KamalLureT (Hanp.
noseAeHUE CBBP3aHO ¢ B3EMaHe Ha peLICHuMs, HapymeHa nepuenums). Moxe na ce pa3sue 3aBUCHMOCT.

QuHM_HApYIIEHHA:
Peoxu (=1/10000, <1/1000): 3aMBriieHO BHXKIAHE

JxaTenuy HapyiIeHHA:
Peorxu (21/10000, <1/1000): nucnHex

HMwma cro0meHHd 3a BIOIIABaHE Ha aCTMa, MaKap Y€ HAMA yCTaHOBEeHA ChC CHIYPHOCT [IPHYHHHA BPDb3KA.

(CTOMAHO-YPEBHY HADYIICHHUA
Muozo vecmu (>1/10). ragene

Yecmu (>1/100, <1/10): 3anek, cyxora B ycTaTa, NOBphIIaHe
Hevecmu (>1/1000, <1/100): nosuex 3a moBpbllaHe, CTOMALIHO-UPEBHO Apa3HEeHe (YCElIaHe 34 TEXKECT B
CTOMAXa, NOLYBaHe), AP

Hapymeuus Ha K0a ¥ [I0AKQXHA ThKaH:
Yecmu (>1/100, <1/10): usnorasaHe
Hevecmu (>1/1000, <1/100): koxnuu peakuus (Hanp. PYPHTYC, 00pHB, YPTHKAD

KocTHO-MYCKY/IHK HAPYICHUA:
Peoxu (=1/10000, <1/1000): apurarenHa cnabocT

JKnpuHO-yepHOAPOOHN HapYIICHUS:




IIpH Manko H30/HMpaHH chnydyad ce ¢poOiiaBa 3a NMOBHINCHH CTOMHOCTH Ha 4epHOAPOOHMTE €H3WMU BEHB
BpEMEHHA BPB3Ka ¢ TepaleBTHYHO NPHJIarad TpaMaaoJ.

bpOpeyHy B ypUHAPHY HApPYINCHHUSA:
Peoxu (=1/10000, <1/1000): cmyumenns B ypuHHpaHeTo (TpYAHO YPHHHpaHe, DH3YPHA M 3aIphXKa Ha

YPHHA)

O6mM HApYIDEHHUSA:
Hecmu (17100, <1/10): ymopa

Peoxu (21/10000, <1/1000): anepriuvun peakiiu (Hamnp. 3aqyX, 6porxocnassM, XpHIIOBE, AHTHOHEBPOTHUCH
OTOK) ¥ aHaWNaKeHs, CUMITTOMM Ha OTHEMaHe, NoJo0HN Ha Te3n HabmogaBaHy NpH OTKa3BaHE OT ONMATH,
MOTaT Aa Ce MOABAT, KaTO Ce H3pasaBaT B: Bb30yda, TPEBOXKHOCT, HEPBHOCT, O€3CHHME, XHIICPKHHE3HA,
TPEMOP ¥ CTOMALIHO-YPERHY CHUMITTOMH. J{pyrv CUMNTOMH HaD/MOZaBaHH IIPH NpeKpaTiBaHe Ha NEYCHHETO
C TpaManoa ca: MPHCTEIIM HAa [OaHWKA, TEXKKA TPEBOKHOCT, XAMOUHHAUMH, NApeCTe3HHM, THHHTYC H
HeoOuualinu cuMToMu oT ¢Tpaa Ha ITHC.,

4.9 Ilpenozmpane
Cumnmomu

IIo npuHuMn npd OTpaBAHE C TpaMafod clEABa A ¢¢ OYAKBA MOABATZ HA CHMITTOMHM, XapaKTepHH 3a
OCTAHAJIMTE LICHTPANHO ACHCTBalmlH aHanreTHUM (omuartH). Te BKIOYBAT Haii-Bédye MHO3a, TOBPBILAHE,
CHPACYHO-CBAOR KOJAMNC, HAPYHICHHE HA CH3HAHMCTO AC KOMA, IbpYOBe M MOTHCKANE HA IMILAHETO 10
pecTHpaTopeH apecT.

Jevenue

[Ipunarar ce 06k MePKH B ycnoBHA Ha cnewiHocT. [logabpka ce guxarenHa npoxoauMocT (acmupars!),
NoANBpAKA C€ AUIIAHETO H LHPKYJIAlHATa B 3aBHCHMMOCT OT cHMOToMMTe. [Ipy MHTOKCUKAUHMA ¢ OpanHu
GOpMH, CTOMAxX:sT Ce H3Mpa3Ba KATO ce NMPEeAU3BHKBA MOBPBHINAHE (MTAlHEAT B CH3HAHHE) WIH CTOMAIUHA
MPOMHBKA. AHTHAOT 3a peclMpaTOpPHaTa JCNpPecHA € HAJOKCOH. [IpH ONMHMTH ¢ KMBOTHHM HAMOKCOH He
NOBJIHABA rbpuoBeTe. B TakuBa chrydau TpaOBa Ja ce npunara JyazenaM BEHO3HO. '
Tpamanon ce erMMuHMpa MHHHMANHO OT CepyMa NpH XeMOJHAIH3a HIH XeMmodwnTpauusa. [lopaau tosa
JICYSHHETO Ha OCTpa MHTOKCHKaLMA ¢ TpaMan ¢ NoMomTa caMo Ha XeMOAHAIIN3a WK XeMOMUITpallvs He e
NMOAXONANIO 3a AeTOKCHPDHKAINA.

5. ®OAPMAKOJOTHYHHU CBOUCTBA

5.1 <PapmaxkogHEAMHEYHH CBOHCTBA

dapmakoTepancBTHYHa rpyna: aApyrd onmrat; ATC-xox: N0O2 AX02.

T'pamazon € LeHTpanHO AcHCTBalU( ONHATeH aHaMreTHK. To#H ¢ HeCeNeKTHBEH YMCT arOHHCT HA U, O H K
ONMATHHTE PELENTOPH C NMO-BUCOK aQHHHUTET KBM | peuerrropa. Jpyru MeXaHH3MH, KOUTO AONPHHACHT 34
HeroBHsA AaHAITETHUIMEH e(eKT ca MOTHCKaHe Ha HEBpOHAINHHA o0paTeH NpPHEM HAa HOPaZpeHAIHH H
TIOBHILEHO OCBOOOXKJaBaHe HA CEPOTOHHH.

Tpamagon mma anturycHBeH edekT. 3a paznuka or MOpGHH, aHANTETHYHHTE A03H Ha TPamMalon B ronaM
AMANa30H HAMAT NOTHCKAIl AUINAHETO edexT. OcBeH TOBA H YPEBHHAT MOTHIHTCI-£E-JacgLa B NO-MAaJIKa
creneH. EdekTute BHpXy KapIHOBACKY/IZpHATA CHCTEMA ca C TeHACHUMA na Ghjie %\ﬁp\‘ﬁﬁlﬂ MORyocTTa Ha
Tpamafgon ce oTumta Karo 1/10 (egna necera) 10 1/6 (eaHa 1iecTa) OT Ta3H Ha MODPHIME

o

5.2 PapMakoxkHHETHHH CBOHCTBA




Cnen npunaraneto Ha Tpaman TabneTkm ¢ yAwkeHO ocBoOoxknasaHe 100 mg BnpxoBa cepyMHa
xkOHUeHTpaunsa Cpax = 141 £ 40 ng/ml ce noctrra cnex 4.9 h; cnen npunarane Ha Tpaman Tabrnerku ¢
yabxeHo ocBobogaBane 200 mg C.x 260 £ 62 ng/ml ce nocTura cnen 4.8 yaca.

Tpamanon uMa BHCOK TbKaHeH apuHHTET (V4o = 203 = 40 1). OTHOLIERKMETO HA MIA3MEHOTO MPOTSHHOBO
CBBp3BaHe € oKoo 20%.

TpaManon nmpeMHHaBa IIpe3 KPBBRHO-MO3BYHATA M TNallcHTapHa Oapuepr. MHOro MajKdH KOIMYECTBA OT
CHEAHHEHHETO H HETOBOTO O-1e3METHII MPOH3BOAHO ce OTKpHBAT B KbpMaTa (crotBeTHO (.1% 1 0.02% ot
MPUIOAKSHATA J103a).

IloTckareTo Ha equH WiH 1 apata HaoeHsnMa CYP3A4 u CYP2D6 yuacrsamu B OUOTpaHchOpMaLMITa Ha
TpaMazo/ll MOXKE Ja MOBJIMAE Ha HUBOTO HA IUTa3MEHaTa KOHLICHTpaUUs Ha TPaMaao/l MM HErOBH aKTHBEH
MeTabomHT. Jlocera HsiMa ChoOleHHS 33 KTHHAYHO 3HAYHMH B3aMMOREHCTRHA.

Tpamazmon M HeroBuTe MeTaOONMTH ce EKCKPETHpaT MOYTH HAmeJIHO npe3 Onbpenwure. KyMynarusHata
ypuHapHa ekckpeuns ¢ 90% or oOinara pagHoakTHBHOCT Ha MpUNOXKeHATa J03a. BpeMeTo Ha MOJMY>XHBOT
ting € IpHOnu3HTenHe 6 h, HezaBMCHMO OT HauMHA Ha HpunokeHHe. IIpy MalHeHTH Ha BB3pacT Haj 73
rOOHHH TO Moxe ZJa Obae vabmKkeHO ¢ dakrop npubmusurento 1.4. [Ipy naumeHTd ¢ nupo3a Ha YSPHHA
Apob e ycTaHOBEeHO Bpeme Ha nonykuBoT 13.3 £ 4.9 h (tpamaznon) #1 18.5 £ 9.4 h (O-ge3MeTHnTpaManoi), B
EKCTPEMHH CIIYy9aH Ca YCTAHOBEHH, CBOTBETHO 22.3 h 1 36 h. Ilpn nmauuenTu ¢ 660peyna HEAOCTATHUHOCT
(kpeaTuaUHOB KIMPEHC < 3 ml/min) crofnocTiTe ca ¢HoTBeTHO 11 £ 3.2 h u 16.9 £ 3 h, B exckpemum
CIy4aH cbOTBeTHO 19.5 h 1 43.2 h,

Ilpu xopa TpaMagon ce MmetaGonu3upa OCHOBHO 4pe3 N- u O-AeMeTWIHpaH¢ W KoHoraums Ha O-
NSMCTHIMPAHNTE NPOAYKTH © IIIIOKOpOHOBa Kucenwna, Camo O-Ae3MeTWITpamaznon € (hapMakoNOTHYHO
akTHBeH. VIMa 3HAaUMTENHH BHTPEHHAMBHAYATHH KOJHYECTBEHH PAa3IMKH MEXAy OCTaHalIuTe MeTaGOoIHTH.
Hocera B ypHHATA ca OTKpUTH eauHaaeceT Merabonudra. OnMTHTS € KMBOTHH Ookassar, 4e O-
IC3METIITPaMaZioNl € TIO-MOIIEH OT OCHOBHOTO CheaAMHEHHe ¢ (pakrop paBeH Ha 2-4. Bpemero My Ha
MOy XKHUBOT tinp (6 3apasu moGpomommu) € 7.9 h (muanazon 5.4 - 9.6 h), T.e. Mo CLIECTBO KATO MpH
TpaMmaznoJl.

TpaManon uMa nuHeeH papMakOKHHETHUCH NPOQIT B paMKHMTE HA TEpanepTHYHATa 2034,

Bpb3kata Mexay CEpyMHHTE KOHLUCHTpAUHMH H aHAMreTHMHHA e(QeKT € A03a-3aBHCHMA, HO B OT/AETHHTE
cay4ad BapMpa 3HadHTenHo. O0uKkHOBeHO cepyMua KoHUeHTpauua oT 100-300 ng/ml ¢ edekrHBHA,

5.3 IlpeaknuHHYHH JAHHH 3a Oe30nmacHOCT

[Ip1 MHOTOKPATHO OpaJTHO U MApEHTEpPANHO TIPUIOKEHHe HA TpaMaJond B MPOAB/DKEHHE Ha 6-26 ceIMHLM
IpU TUTBXOBE M KydeTa H OpaJlHO NpWIoxkeHWe 12 Mecela Ha KyyeTa Xe€MATOJOTHYHHTE, KIHHHKO-
XHMHYHHTE U XUCTOJOTHYHM NMPOYYBAHHSA HE TOKa3BAT HAJMYKE Ha CBBP3aHH CBC ChEAHHCHHETO MPOMCHH.
[IposBuTe OT CcTpaHa Ha LUEHTpajlHaTa HEPBHA CHCTEMa ce€ HabmoaaBaT e€IMHCTBEHO CJI€A BHCOKH HO3H,
3HAYWTENHO HaJ TEPaneBTHUHHA AWana3oH W ce H3pa3gBaT B: Oe3MOKOHCTBO, CAIMBALMA, KOHBYJICHH H
HaManeHo TenecHo Terno. [LTeXoBe M KydeTa MOHACAT OpalHM A03H oT chorBeTHO 20 mg/kg n 10 mg/kg
TEJIECHO TETJIO, 4 NMPH Ky4eTa MPWIAraHeTo Ha peKTaaHu Zo3u or 20 mg/kg TenecHo Tersmo He BOAH A0
NOSBAaTa HA HIKAKBH PEaKIIMH.

Ilpu mrsxoBe TpaMadon B mgo3a 50 mg/kg/nen Harope NpUUMHABA MOABATA HA TOKCUMHHU ceKTH Npu
Maiikpre M NOBHUICHA HeoHaTaHa cMbpTHOCT, [IpH nokoneHHero 3abaBaHeTo ce Habmogara nox gopmara
Ha CMyTeHa OoCH(MKAIHd W 3a0aBeHO OTBAapAHE HA BJIAraJMiNeTe H ounTe. MBXKKHAT QEepPTHIHTET HE Ce
zacara. Cnex no-sucoku A03u (ot 50 mg/kg/neH Harope) KeHCKWTE UHAMBHAM MMaT HaManeHa 4ecToTa Ha
sabpemenapane, IIpu 3aifiiid MMa TOKCHUHH edeKTH NMpH XKeHckuTe ¢iem Ao3m or 125 mgkg Harope u
CKEJIETHH AHOMAJIHH B HOBOPOACHUTE.

[Tpu HAKOM CHCTEMH 33 H3CNEABAHMA WH BHTPO MMa AaWHM 33 MyTarchHM eekti. [lpoyysanmara uH BHBO
HE nokazBaT TakHBa edektu. CrHopen HATPynaHHTe 3a MOMEHTA IO3HAHUs, TPaMazoll MoOXe Aa ce
KJIacupHUHpa KaTO HEMYTATEHEH.

[TpoyusanudaTa HA TYMOPOTSHHMS TNOTCHUMAN Ha TPaMaAONOB XHIPOXJIOPHA Cz

NP¥ MBKKH WHEHBHMAR (1032-3aBRCHMO, HE3HAYHMO NOBHIIEHHE oT 15 mg/kg Harspdy i hinkys ,/ B ugciloTa
Ha OenofApolHUTE TYMOPH TNPH KEHCKM HHIAMBHAM IIDH BCHYKH JO30BH TP ARG
3ABHCHMO ).
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6. PAPMAUEBTHYHH JAHHH

6.1 Chnacbk HA NOMOIIHATE BeleCTBAa

Tpaman 100 mg, TabneTku ¢ yasmkeHo ocBoboxaBane |
CobpleBrHa Ha TablieTkaTa: MHKpOKpHCTATTHA Lienyo3a, xunpomenosa 100 000 mPa's, marnesues creapar,
0e3B0ACH KOJIOHAAICH CHITALIMIA.

Ounmupana obBuBKa: xunpomenoza 6 mPa's, makroza MoHOXHApaT, Makporon 6000, nponuieH raukon,
Tank, TUTaHoB AHOKcHA (E 171).

Tpaman 150 mg, TabneTkn ¢ yapKeHo 0cBoOOKIABaHE

CrepueBrHa Ha TabneTkaTa: MMKPOKpPMCTaIHa Lenyo3a, xunpoMenosa 100 000 mPa's, marHesueB creapar,
0e3BOIeH KOMOHIANICH CHITHLMIA.

Ounmupana obBUBKa: XHnpoMenoza 6 mPa's, JakToza MoHOXHApaTr, Makporon 6000, npormwneH raHKO,
TankK, THTaHOB AHOKCHA (E 171), xunHomuH xsaT Nak (E 104), yepBeH xenesen okeng (E 172).

Tpaman 200 mg, TabneTku ¢ yabnKeHO OCBODOKNABAHE

CepueBrHa Ha TabneTkaTa: MUKpoKpHCcTanHa nenynosa, xunpoMenosa 100 000 mPa's, marnesnes creapar,
0e3BOACH KOJOHMIAIEH CHITHIMA,

OunMupana oOBMBKa: xunpomenosza 6 mPa's, MoHOXxuApaTHa nakro3a, Makporon 6000, mponuneH rimkon,
tank, TutaHos AuokcuAd (E 171), keuuonun xeiar nak (E 104), yepBeH xeneseH okcua (E 172), xapas
*kenezed okcun (E 172).

6.2 HecbBMeCTHMOCTH

He ca npeacraBeHH.

6.3 Cpoxk narogaoct

Tpaman 100 mg, 150 mg, 200 mg, TabneTkH ¢ YABLMKEHO 0¢Bo0OKAaBaHe
Knumatiunu 30HM [-IV: 60 Mecelia

,Ha HE C€ U3II0A3Ba CJIcd CPOKA Ha rOAHOCT, OTIICYATAH BhPXY OIIAKOBKATA.

6.4 CuHenHajlHH YC/10BHA HA CbXPaHEHHE
Hsama

6.5 lanHn 332 ONAKOBKATA
Onakosku no 10, 30, 50, 60, 150 TaGneTku ¢ yapbkeHo ocBOOOXKAaBaHE

He BcHYkH BHIOBE OMAKOBKK MOraT 1a O'bAaT IyCHATH B pojaaxda.
6.6 Crhnenmanun npeiNasHH MepKH NPH H3XBHPJasHE <H padoTa>

Hsma cnenajiHu U3HCKBaHUA,

MCCTHHTC H3UCKBAaHMA.

7. [IPHTEXATEJ] HA PASPEHNIEHHETO 3A YIIOTPEBA

Griinenthal GmbH




Zieglerstalie 6, 52078 Aachen, Fepmanua

Anpec: Griinenthal GmbH, 52099 Aachen, I'epmanua

8. HOMEP(A) HA PA3PELHIEHHUETO 3A YIIOTPEBA
Ne [1-8487/28.01.2004 r

No [1-8488/28.01.2004 r
Ne 11-8489/28.01.2004 r

9. JATA HA ITBPBO PAZPEHIABAHEATIOAHOBSABAHE HA PASPEINIEHUETO 3A
YIIOTPEBA

28.01.2004

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

Deppyapu 2007
(Bepcusa 11.0)




