KPATKA XAPAKTEPHCTHKA HA ITPOJIVKTA

1. IME HA JEKAPCTBEHUS IPOAYKT

LINDAXA 10 L
(JIMHIAKCA 10 mg xarncyiu, TBspIaH) N ey i
LINDAXA 15 | [105‘3. !
(JIMHOAKCA 15 mg kancynu, TBbpaH) T;!-.R 3473 AZJ&' 5O

2. KAYUECTBEH H KOJIMMECTBEH CHCTAB

Besaka kancyna LINDAXA 10 ceaspka 10 mg cuOyrpaMMH XUAPOXAOPUN MOHOXWAPAT (sibutramine
hydrochloride monohydrate), exsupanenred Ha 8,37 mg cuOyTpaMuB (sibutramine).

Bceaka kancyna LINDAXA 15 ceappxka 15 mg cubyTpaMuH XMAPOXIIOPHA MOHOXMAPAT {sibutramine
hydrochloride monohydrate), exBuBanenTHO Ha 12,55 mg cubyrpamus (sibutramine).
ITomomum BemecTra: nakrosa, cerceT XbaATO FCF (110) u np.

3a NbJIHUA CIACHK Ha NOMOIIHHUTE BEeleCTBa, BX. T. 6.1.

3. AEKAPCTBEHA ®0OPMA
Kancyna, Teepaa.

OnucaHve Ha OpOAYKTa:

LINDAXA 10: TBbPIH KEJTATUHOBH KAIICYJIH, XKHJITA NONHA YacT U Kadsasa ropHa JacT ¢ OTHEHATHK
“10”, cbabpixallia nouTH 0511 Npax,

LINDAXA 15: TBbpAy >KeNaTHHOBYU KAICYJIH, XKbJITA JJOIHA YACT ¥ CHHA FOPH2 YacT ¢ OTHEYaThK * 157,
ChABpAKaA No4YTH 0411 npax.

4. KJIAHAYHA JAHHHA

4.1. TepaneBTHYHH NOKA3ZARAA

Lindaxa e npenHa3zHa4yeH 3a JOMBJIHHUTENIHA TEpalMa KM NporpaMa 3a HAaMAaJIsIBaHe Ha TEASCHOTO TETNIO
Ha!

2
- MALIMEHTH CBC 3aTABCTABAHE OT IIPEXPAHBAHE H HHACKC Ha TenecHara maca (BMI) 30 kg/m” u noseue;

- IALMEHTH ¢ HaHOpMeHo Tero (BMI 27 kg/m® M 1noBede) M CHIBTCTBALIN PHCKOBH QAKTOPH KATO
3axapeH auadert, Tan I wiu aucaumiaemMus.

JateIexKKa:

JlekapcTBeHHsT npoaykT Lindaxa Moxe aa Opae npeanmucaH caMoO Ha HAiMEHTH, KOXTO HE Ca
OTrOBOPHMIIM aICKBATHO Ha MOAXOMALUIMA 34 TAX FOHMKABALI TEIIOTO PEXHM, T.© HA ITAllASHTH, KOUTO
Ca MMAaJIM 3aTPYIHCHHKA J1a AOCTUIHAT WIH 3aAbpXKaT NoBeYe 0T 5% NMOHMKEHUE Ha TENCCHOTO CK TerNo
B NPOABIDKEHUE Ha 3 Meceia.

JledenueTo TpabOBa ga OBAe YACT OT ABLJIrOCPOYEH KOMINEKCEH TEPANEeBTHYEH fOAXOA 33 FIOHMKABaHe
Ha TEJIECHOTO TETJIo NoJ HaOMIOAEHHEe Ha JISKap € ONMT B JICICHHUETO HA 3aTIIBCTABaHETO. 1loaxondimust
NOAXOJ KBbM JICUCHHETO Ha 3aTIbCTABAHETO TpAOBa Aa BKHOHYBA IIPOMEHH B JMETATA K MOBEAEHUETO,
KaKTO M MOBHLIEHA (PH3HUSCKA AKTHBHOCT. TakbB KOMILICKCEH MOAXOA € HeoOXONUM 32 NOCTUraHe Ha
TpaiiHa NpOMAHA B HaBALMTE HA XpAaHEHe U B IOBEAEHUETO, KOWTO Ca B OCHOBATa Ha IBJITCCPOUHO
NOAILPKAHE Ha TIOHHMKEHOTO TEJIECHO Teryo ciiefl NpekparsBade npveMa Ha Lindaxa. Ilaumenrure
TpAOBa 13 NPOMEHAT CTWIA CH Ha JKUBOT OLIE A0KaTo npueMar Lindaxa, Taka 4¢ Fa ca 2 ChCTOAHNE [a
NOABPAKAT TEAECHOTO CHU TEIJIO U Cjiell MPEeKpaTABaHe NpHeMa Ha MEIUKAMCHTa. 1e TpIOBa AA-QRIaT
WHPOPMHUPAHH, Y€ aKO HE YCIHEST A& MOCTUTHAT TOBA, MOXKE€ OTHOBO A YBenu4aT ik @ﬁw
KaTo ce npekparTy npuema Ha Lindaxa, npocieassBaHeTo OT CTpaHa Ha JieKaps € npepps




4.2. /103MpoBKa M HAYHH HA NPUIIOKEHHE

Bvipacmnuu: 1lopeonasannara nmo3a e 1 kancyna Lindaxa 10, emHokpaTHOo fdeBHO, CYTPUH,
HEe3aBUCHMO OT XpaHeHeTo. Kancynara ce mpuema nsna ¢ Maako KOIHYECTBO BOAZ {HaNpHUMED uaiua
Boaa). Kamncynure Morar z1a ce npueMar KakTo C©bC, Taka H 0e3 xpaHa.

Ilpy nauveHTH ¢ HealcKBaTeH OTIOBOP KBM JIeYEHHETO (HedMHHpaH KaTo To-Mankoe oT 2 kg
NOHMKEHHWE HA TEAECHOTO TErNo cien 4 CeqMHLM JIeYeHHe) JO3UPOBKAaTa MOXKeE sia Obae yBRenu4ueHa o
eaHa kancyna Lindaxa 15 egHokpaTtHo nHeBHO, ako no3ara ot 10 mg e 6una norecera fobpe.
Jleyennero TpsaOBa Na ce MpeKparTy Npy NMALWECHTH, KOUTO HE ¢a OTTOBOPHIY afiekraTHO Ha Lindaxa 15
(nedyHMpaH KaTO NO-MANKO OT 2 kg MOHIDKEHHE Ha TEJIECHOTO MM TErNO0 Clel 4 CeIMKLK neyuesus). B

TE€3M Cjy4vyaud € HaJHHE I[IOBHMIIEH PHCK OT HEXENaHW JIEKApCTBEHK peakimy (BWX paszned 4.8
,»HEXeNaHH JIEKapCTBEHU peakLyu™).

IIpoABL/KHTEIHOCT HA JISYEHHETO:

JleuenueTo TpﬂﬁBa na obnae [MPCKPAaTCHO IPHU HAUHCHTH, KOUTO HC Ca OTIrOBODUIIM aCKBATHO, T.€. HUETC
[MOHWKABAHC HA TEJICCHOTO TEIJIO 34 IIEpHuoa OT 3 Mecela ¢Jie 3alo4YBaHeTO Ha JISUSHMETO e CHIIC 1no-
ManKo OT 5% OT TAXHOTO ITBPBOHAYAITHO TEICCHO TCIJIO.

JleueHueTo He TpAORA 1A ce NMPOXB/DKABA MPH NAHUEHTH, KOHTO OTHOBO ca Hanjgand 3 kg unw nomede,
CNell KaTo NMpey TOBA Ca TIOHXKHUIH TETJIOTO CH.

Ilpy naumeHTH cBC CBOBTCTBAIUHM 3a00NdBaHUA C€ MpPENOpBYBA JiedeHHeTe ¢ Lindaxa ma Opae
NMPOABLNKABAHO €HHCTBEHO KO IIOHMKABAHETO Ha TErJIOTO € CBBP3aHO C SPYTH KIMHHYEHN HOM3K, KaTo
HanpuMep nonodOpeHue B NMUNMAHUA NPOQUI NP NAOUEHTH ¢ AMCIUNAAEMHUA MM HODMAIKIYDAHE
HUBOTO Ha KPBBHA 3axap IpH NaldeHTH ChC 3axapHua xuader, I THiL.

Lindaxa Moxe ga ©Opae npuiaraHa 3a Nepuoa A0 €AHA roouHa. HIMa JaHH¥ II6 OTHOLWEHHE
ePEeKTUBHOCT H 6€301IaCHOCT NpH yroTpeda B NpoaB/DKSHHE Ha IIOBEYE OT e1Ha rofuHa.

4.3. llpornBOonoKazaHug

- HM3secrna cBpbpxvyscTBRHTENHOCT KBM Sibutramine hydrochloride monchydrate unu xsM Hskoe OT
FIOMOIIHHUTE BEllleCTRA,

- Opl"ﬂHHH HPHUMHHH 34 3aTIITBCTABAHC,

- AHaMHECTHYHH JAHHH 32 CEPHO3HHU Pa3CTPOICTBA Ha XpaHeHeTo (anorexia wiM bulimia);

- IlcuxuyHH 3abonaBaHug - sibutramine € nokKasan NOTEHLMANHA AHTUIENPECAHTHA AKTUBKOCT IIpK
VBITUTBAHUSA BLPXY JKUBOTHH M CICAOBATEIHO, HE MOXKE /14 Ce H3KIMIOUHM BE3MOXKHOCTTA sibutramine Aa
MHAYLHpa MaHHEeH enu30/] FpH MaHMEHTH ¢ OUNoIapHo ¢PEKTHBHO Pa3CTPOMCTRO;

- CungpoM Ha Gilles de la Tourette;

- EnHoBpeMeHHa ynotpeba (Mnu ynorpeba B npeaxogHuTe 2 CEAMMLM) HA MOHOAMUHOCKCHIA3HH
MHXUOUTOPH HIIM Ha APYTH HEHTPAJIHO HEHCTBAINM JEKapCTBEHH

MPOAYKTH 3a JICUeHUE Ha TIICUXHYHH 3a00NgBaHHA (KATO HANpUMEP aHTUASIPECAHTH, ZHTHIICKEXOTHUIM),
MeJHKaMEHTH 3a jIcYEHHE Ha HapylleHus Ha CBHA (tryptophan) MIM 3a NMOHWKABaHE HA TENECHOTO
TErno;

- AHaAMHECTHYHH XAHHM 33 HcXeMUu4yHa 6ojecT Ha CBHPLETO, 3aCTOHHAa ChpAeYHa HEAOCTATBHYHOCT,
Taxyukapaus, nepudepHa aprepHAIHOOKIY3MBHA OOnect, ChpACHHA apHUTMUS HIH MO3IBYHOCHAOBA
bonecT (MHCYNT UM MPEeXOAHO HapylleHHe Ha MO3BYHOTO KpbBooOpalileHue);

- HeanexBatHO koHTposmpaHa aprepuanHa xuneproHus (> 145/90 mmHg; Bk pasaen 4.4

,,CTICIIHaNIHM NPSAYTIPEXACHUA K CICLHHATHH MPEeAIIa3HH MEPKHU HpH ynorpeba');
- XHIICPTHPECOURIHIBM;

- Texxka 9epHOIpoOHA HENOCTATBEYHOCT,

- Texxa 61LOpeyHa HETOCTATHYHOCT M MALMEHTH ¢ TepMHUHaiHa OnbOpeuna HeNoCTaTh:
XEMOQBAIN3a;

- HobpokayecTBeHa XUIEPIUIa3Kug Ha IPOCTATATA CHC 3aAPBKKA Ha YPHHA,;
- PeOXpOMOLIMTOM;

- 3aKpUTOBIbJIHA IIAYKOMA,
- AHAMHECTHYHH JaHHHM 3a 370ynoTpeda ¢ HApKOTHIM, TEKAPCTBEHH NPONYKTH MIIH




- bpeMeHHOCT 1 KbpMeHe (BYK pa3fen 4.6 "bpeMeHHOCT U KbpMeHe");
- Jleua 1 roHowM nop 18-rofuiiHa Br3pacT, 1opaay HEAOCTATEYHOCT HA JaHHHTE;
- ITauuenTu Ha BB3pacT Haa 65 roguHu, NOpPagy HEJOCTATHLYHOCT Ha JAHHHUTE.

4.4. CienUAJIHH NpeaynpexieHus H CIeNHAJHH NPeANa3sHH MEePKH IpPH ynoTpeda

Sibutramine MO)Ke na NMPHYHHY 3HAYUTEIHO NOBHUIIABAHE Ha KPHBHOTO HAATAHE NPXA HAKOHK NAIMCHTH.
3aToBa, KPHBHOTO HajusiraHe M ChpAeyYHara yecToTa TPAOBa Oa ce CNSAAT NPU BCHUKH NaldeHTH. Ilo
BpeMe Ha MbpBOHAYAIHUTE 3 MEcella OT JCUCHHETO TE3H MapaMeTpH Tpsabsa na ObaaT npocnenssaty Ha
BCEKH 2 CEAMHUM; Mexay Mecelld 4 u 6 Te3dw mapamerpu Tpabea Ha OpIaT NpoClensIBaHK SeliHBX
MECEYHO, a clief TOBa PeIOBHO Ha MAKCHMAITHY MHTepBaNu OT o 3 Meceua. Jleuenyero Tpabea a2 6vae
MPEYCTAHOBEHO MpPH MALMEHTH, KOMTO 110 BPEME Ha JABE NOCIEAOBATE/IHM BU3HTH ¢2 UMAJTH IIOBUAINICHIE
Ha CBpAEMHATa YecToTa >10 yaapa B MHHYTA HJIH Ha CHCTOJIHO/JHACTONHO apTepHalHO Halarate ¢ 210
mmHg, Ilpy naupieHTH ¢ XKHNEPTOHUS ¥ ¢ KOOBP KOHTPON HpelM TOBA, aKO apTCPHaJIHOTO HandgraHe
HagxBepiu 145/90 mmHg npu ABe NOCHEAOBATENHM OTUMTAHMA, JICYCHHMETO TpAbea na Obne
npeycTaHoBeHo (Bix pasgen 4.8 "HexkenaHu nekapcTBeHN peakUMH, ChPAEYHOCHA0BA cucTema'). Tipn

NALMEHTH ChC CHHAPOM Ha CHHHA anHes apTepHANHOTO Hajsrane TpAOBa zia ObAe MOHMTOPHPAHO
ocoOeHO BHUMATEITHO.

- 3a ynoTpebaTa Ha sibutramine CLBMECTHO CBC CHMIATOMHMETHLM, BIOK pazien 4.5.

- Maxkap sibutramine aa He € Oun CBBp3BaH QUPEKTHO C MMbPBHYHA OenoapolHa XUNepToHus, ¢
ornel Ha oOLIMTE PUCKOBE MPH JICKAPCTBEHHTE NPOXYKTH IPOTHB 3aTILCTABAHE, € BAXHO Ad O
BHHMAaBa 3a CHMITTOMH KaTO Tporpecupalia ZHCTHes, rpbAHa 00Jjika M OTOLM N0 FIE3EHUTE o

BpeME€ Ha PYTHHHUTE KOHTPONHH npernepd. IlaumenTre Tpabpa na ObAar ChBETRAHKM Ja C©
00BbpHaT He3a6aBHO KBM JIEKAp, aKO CE NOABAT TAKHUBA CHMIITOMHM.

- Lindaxa TpsbBa ga ce mpuwiara ¢ rOBUIIECHO BHMMaHHE TIPH NALMEeHTH ¢ eTMICTICH:.

- Ilpu oneHkarta Ha sibutramine ca 6¥TH YCTaHOBABAHH IOBHIIEHH IUIa3MEHU HYBA JIPH NAlMEHTH
C JleKka Jo yMepeHa yepHoapobHa HegocTaTbuHocT. He ca 6mnM cpobiapany HUKaKBY HEXEIaHH

NeKapcTBEHH peaKiMM MpH TakuBa NALMEHTH M sibutramine MoXe Ja ce npuiara, Ho ¢ NOBHHICHO
BHMMAaHKE IIPHU TaKUBA MALMEHTH.

- Berpekn de, NOCpecTBOM GBOperuTe ce eKCKpPEeTHpAT €IHHCTBEHO HEAKTHBHY METabONNTH

sibutramine TpabBa nxa ce mpuaara ¢ NMOBHUIIEHO BHAMaHMUE NMPHU NAUHUEHTH ¢ JICKO O yMODEHA
OpOpedyHa HEZOCTATHYHOCT.

- Sibutramine Tpadea na ce mpuaara ¢ NOBHINEHO BHHMAaHHE NMPH aHaMHE3a 32 MCTODHE KM
BepOaHU TUKOBE.

- XKenute B nerepoaHa BB3pacT TpsOBa A2 NpUiarar A0CTaTh4YHO €PEeKTHBHE KOHTPaLeys,
nokato ynorpebsasar Lindaxa.

- Hanuue € BB3MOKHOCT 32 BBR3HHKBAHE Ha 3aBACHMOCT INPH €JHOBPEMEHHOTO TIPHEMAHC Ha

NeKapCTBEHHTE NPOLYKTH, AEHCTRAIM BBPXY UEHTpanHaTa HepsHa cucrema (JIHC). Brenpern Tozs,
HaAMYHATa KJIMHAYHA MHQOpMaIWs HC © MOKAa3aja HMKAKBH JaHHH 3a JICKApCTBEHA 3aBHCHMOCT Tipy
eHOBPEMEHHOTO MM NpHeMaHe cbe sibutramine.

- Hanuue e o6ina 3arpkeHOCT, e ONpeclICHH JICKAPCTBeHH TIPOLYKTH NIPOTUB 32TIECTABAHC €2
CBBP3BAT C MOBHIUEH PHCK OT ChpAeYHA BalByjoNatd. Boopexd 7TOBa, HAIMUHATE KTAHMYHA
pHbOpMAaLIKg HE € TIOKA3a/1a HIKAKBY IaHHM 34 TOBHIIEHA YECTOTa Ha BANBYJIONATHsA 10 OTHOWCHAS Ha
sibutramine.

- Jleyeunero ¢ MeaukamenTta Lindaxa € DpoOTHBOIOKA3aHO MpM IALKCHTHIC
CCpPHO3HM HApYUIEHHS Ha XPaHSHeTO, Karo anorexia nervosa M bulimia nervosa. Ham

110 OTHONIeHHe Ha sibutramine IpHU JICYSHHETO HAa TNALMEHTH C IIDHCTD
PazCTPOUCTBO Ha XPAHEHETO.




- Sibutramine TpsOBa Ja ce mpunara ¢ NOBMINCHO BHUMAaHME MPU IAIMERTH ¢ OTKPMTCHIBIHA
rMaykoMa ¥ npH OHE3H, KOWTO C€a C PHCK OT MOBMIIEHO BBRTPEOUHO HANATAHE, Kare HalpuMep
cy4dauTe ¢ (pamMH/IHa aHaAMHe3a.

- IlomobHO Ha ApyrH areHTH, KOUTO UHXHOHMPAT CEPOTOHMHOBOTO OGPATHO 3aXBAalllaNe, HAIHLE &
MOBHLIEH PHCK OT KbpBEHE (BK/IIOYBALIM I'eHEKOJOrMYHO, FECTPOUHTECTHHANHO, KOXHO HIIH
NUraBUYHC KhpBeHe). CnenosarenHo, sibutramine TpabBa ga ce npwiara ¢ NMOBHLISHO BHUMAHHE
pyd NALMEHTH, TPEApasIONOKEHH KBM EeMU30[W HA KbPBEHE W TIpW OHE3W, I10JY44aBaillH
CBITPTCTBALUN JICKAPCTBEHW ITPOAYKTH, KOUTO BIAMAAT HAa XEMOCTa3aTa M BLPXY OYHKUKMTE HA
TpOMOOLIUTHTE.

- Ilpy naigieHTH Ha JIEYCHME ChC Sibutramine psnako ca dwim cpoOLIaBaHU CTydayl Ha ASTIPecHus,
ONMTH 33 CaMOYOHHCTBO M camoyOmHcTBO. CieJoBaTeIHO, H3UCKBA C& OCODEHO BHUMAanue npw
NalHeHTH ¢ aHaMHe3a 3a Jenpecus. AKO 10 BpeMe Ha JISUSHHETO ChC sibutramine ce NpogBsT NpA3Haliy
WIH CHMMITOMH Ha AenpecHs, Tpadsa OJa ce o0CHAM NpexpaTSBaHEeTO Ha IpHeMa Ha sibutramine
34[I0YBAHETO HA CHOTBETHOTO MOAXOAALIO JICYeHHE.

- MeaukaMedTET Lindaxa CBIBpPKA JIAKTO34 U 110 Ta3H NPHUMHA He TpsabBa Aa ce ynoTpebasa npy

IALMEHTY C PeIKH HACIEACTBEHH NPOSBH HA TajlakTO3Ha HelIOHOCUMOCT, Lapp Naxraszes neduiuT win
I'TIFOKO3HO-TraNaKkTo3Ha Manabcopbums.

4.5, B3anMOAeHCTBHA € APYIH JIEKAPCTBEHH NPOAYKTH K Apyra ¢opMH HA B3aHRMOAcHCTBHE

Sibutramine, KakKTO W HBEroBUTE AKTUBHHM MeTa0ONMMTH Ce EIUMMHHMPAT MNOCPEACTBOM
yepHOAPOoOHU MeTabomu3sM. OCHOBHHAT y4acTBalll eH3uM ¢ CYP3A4, npy noTeHUMATIHO BIIIIOYRAHE
Ha CYP2C9 u CYP1A2. Lindaxa TpaGBa aa ce npuiara ¢ NMOBHIIEHO BHHMAaHHE TIDH €IHOBPEMEHHA
yrnotpeba ¢ NeKapCTBEHU NMPOAYKTH, KOUTO MOBIHMABAT aKTMBHOCTTA Ha eH3uma CYP3A4 (Brox paszaen 5.2
"PapmMaKkokuHeTH4HH cpokicTBa"). HMuxmOmtopure Ha CYP3A4 exnwoueat ketoconazole,
intraconazole, erythromycin, clarithromycin, troleandomycin m cyclosporin. Ennospemennoro
npuiarae Ha ketoconazole wuaM erythromycin ¢pc  sibuframine € DOBHUIMIO IUIA3MEHHTE
koHueHTpaupm (AUC) Ha akrusHMTEe MeTaboimTH Ha sibutramine (cwotBeTHO ¢ 23% B 10%) 2 enyo
M3IIMTBAHE 10 OTHOIICHHE HAa B3aUMOJeHCTBMATA. CpelHUTe CTOHMHOCTH Ha ChPIASYHATA YSCTOT: Ca Ce
YBEIMYWIM C 10 2,5 yAapa B MUHYTa [I0BEYE, OTKOJIKOTO HPH CaMOCTOSTENHAaTa yrioTpeda Ha sibutramine.

Rifampicin, phenytoin, carbamazepine, phenobarbital ¥ dexamethasone ca eH3UMHM
MHAYKTOpH Ha CYP3A4 wu morar ma yckopsat metabomizMa Ha sibutramine, Makap ToBa ha He € duno
NOTBBLPACHO €KCIIEPUMEHTANHO.

EnnoppeMeHHaTa ynorpeba Ha HSIKONKO JIGKAPCTBEHW IPOAYKTH, BCEKM OT KOMTO NOBUIIABA HYUBATA
CEpOTOHHMHA B MO3BKA, MOXKE Na JAOBElIe N0 BH3HMKBAHETO HA CEPHO3HH BlaumMoOneHcTeus. ToBa ABNEHuE ce
HapHya CEpOTOHMHOB CHHIPOM K MOXKE Ja BE3BMKHE B PEIKM ClIydau IIPU €IHOBPEMEHHATA yIIOTpeO: Ha
HAKOW CEJICKTUBHHM MHXKOMTOPH Ha CEPOTOHMHOBOTO 0OpaTHO 3axBamiaHe (SSRI), enHOBpeMEHHO ©
HSAKOH JIeKapCTBa IIpHJIaraHM 3a JICHCHHe Ha MurpeHa (Hanpumep sumatriptan, dihydroergotamine),
MM 3aellHO ¢ oOlpeXeleHd onuouaH (karo HamnpuMmep pentazocine, pethidine, phenianyl,
dexromethrophan) unm B cny4yaure Ha egHOBpeMeHHa ynotpeba Ha npa SSRI.

Twit xaTo sibutramine uHxXUOMpa CepOTOHHHOBOTO OOPaTHO 3axBaulaHe (3a€qHO C APYTUTS CH CDEKTH),
Lindaxa He Tpabpa ga ce ynorpebsiBa eTHOBPEMEHHO ¢ APYTH JEKAPCTBEHU NPOIOYKTH, KOUTO MOraT J1a
[MOBUIIAT HUBATA HA CEPOTOHMHA B MO3BKA.

EnHoBpeMenHaTa ynotpeba Ha Lindaxa ¢ Apyrd JIeKapcTBEHH IPOAYKTH, KOUTO MOratr [a IIOBHILAT
APTEPHAIHOTO HANAraHe HIM ChpHe4HATA YecTOTa {Hamp. CUMIIATOMHMETHIM), He € 0wz u3ydasaua
CHUCTEMATHYHO. JleKapcTBeHUTe MNPOAYKTH OT TO3M THMIl BKJIIOUBAT ONpeleNeHH NPOAYKTYE IpOTHB
Kalundua, npocryga W aneprug (Hanpumep ephedrine, pseudoephedrine), KaxkTo DH}}E,I},BJIGHH

nexoHrectaHtH (Hanpumep Xxylomethazoline). Tpabpa 1a ce mnoaxoxpna ¢ BHAMApH i
MPEANKUCBAHETO HA Sibutramine Ha MalMEHTH, KOMTO U3I10/13BaT TE3H JIEKaPCTBEHH TIPOJLY: g N EHLlg X
PR

MenvkaMeHThT He NOBIHUABA €(eKTUBHOCTTA Ha NePOpaIHATe KOHTPALETITHRA.




Ilpu eqpHuYHE n03M sibutramine MPUNOXKEH eAHOBPEMEHHO C ATKOXOJI, HE ¢ HabMIOAaRA RIIOMARAHE

H4 TIO3HaBaTC/JHATA HJIM NICHXOMOTOpHATA JeHHOCT. KoHCyMaiaTa Ha ankoxos ofade, KATO LAIO HE
ChOTBETCTBA Ha MPENOPbYBAHUTE JHETHYHH NIPABIIIA.

Hama Hanu4xu faHHM O OTHOLIECHME Ha €AHOBPEMEHHATA yrioTpe6a Ha sibutramine u orlistat.

Mexny npekparsaBaHero rpueMa Ha sibutramine ¥ 3anoyBaHeTo Ha WHXHUOUTOPH Ha
MOHO2MHHOOKCHHAa34Ta TpAOBA 12 H3MUHAT JBE CEIMMIIN.

HuxuOHuTOpH Ha MOHOAMHMHOOKCH/a3aTa MOraT Za ObJAaT NPHAAraHM caMmo Clel NEPHOA OT TNOHE IBe
CEIMHLM CJIe]k TIPEKpaTABaHE Ha JICHCHUETO CbC CHOYTpaMKH.

4.6. bpemeHHOCT H KbpMeHe

Sibutramine He TpsabBa jga ce ynoTpebasa no peMe Ha Gpemennoct. KaTo ngno ce cuura 3a HEYMECTHO
Aa CC M3MON3BAT JICKAPCTBCHH NMPOAYKTH 3a MOHHXKABAHE Ha TEMVIOTO N0 BpeMe Ha GpeMeHHOCT, 3aTORA

)KEHUTE B ACTEPOAHA BB3pacT TpAOBa Aa NpMiarar afAeKBaTeH METOR HA KOHTPaLeNLMs, JOKaTo
npuemar sibutramine, ¥ Ja YBeAOMAT JieKaps cH, ako 3alpeMeHesT, WIM ako BB3HAMEpSBAT ja
3a0peMeHesT no Bpeme Ha Nedenmero. Ipu GpeMeHHH >KeHH He ca GHIM IIPOBEeXJaHuU KOHTPOJIMpaHH
M3NMTBaHKA ¢ sibutramine. WsnureanusTa npu GpeMeHHM 3alLM ca JEMOHCTPHpaIU edeKTH BbPXY

BB3NPON3BOACTBOTO NMPH JO3M, TOKCHYHHM 3a Malikata (Bwk pasgen 5.3 "llpenxkiMHugGHM [auHu 32
OezonacHocT"). 3HaUSHHMETO Ha TE3H JaHHM 1O OTHOLICHHE Ha XOPaTa € HEM3BECTHO.

He e usBecTHo nanu sibutramine ce ekckpeTupa B MAHYMHOTO MIISKO H TIOPAJIX TOBA
ynorpebara My 10 BpeMe Ha KbpMEHE € MMPOTHBONOKA3aHa.

4.7. BarsHue BbPXY CIOCOOHOCTTA 32 mo¢Epane H padora ¢ MANIHHA

Benpexu de, sibutramine B¢ HOBIHABA IICHXOMOTOPHHTE WM NO3HABATETHMTE OYHKUUU NPU 3/PEBH
J00pPOBOJILIM, BCEKH LEHTpalHO HeWCTBAlll JIEKAPCTBEH MPOAYKT MOXKE Na HAPYLIM CHOCOGHOCTTA 3a
NpelueHKa, MUC/ICHE WIH ABUrATeIHATE YMEHHS,

I1o To3u npn4KHa, nauueHTHTe TpaGBa Na OBAAT NPEeAyNpeacHH, Ye CIOCOBHOCTTa UM Na rodupar, 1a

pabOTAT ¢ MAWIHHY WK Ja Ce TPYAAT BbB BUCOKODHCKOBA cpena Moke Ja Gbe HaMasleHa 110 Bpeme Ha
npreMa Ha Lindaxa.

4.8. Hexxesranu JiekapcTBEHH peakmun

Hexenannre nexapcTBeHH peakilHH, KOHTO ca HablionaBaHM MO BpeMe Ha KIMHHYHATE W3NMTBAHUS
aKTHMBHO BeIecTBO Sibutramine BBB ¢asu II/IIl ca npeacTaBeHn nO aHATOMUYHM CHCTEMH Ha
HOBCINKOTO TAJNIO, KAKTO CIIelBa: MHOTO 4ecTH (= 1/10); uecthn (= 1/100 no < 1/10); newectu & 1.1000

no < 1/100); peaku (> 1/10 000 no < 1/1000); muoro peaxu (< 1/10 000), Henssectan (He Morar fa ce
OLEHAT OT HAJIMYHHUTE JAHHH).

Knacupukauuara pa MedDRA, Jecrora Hexenann exapcTeeny
CHCTEMA OPIaH Kjiac peaKnHH

HapyiieHns Ha CbpAECYHOCHI0BA CHCTEMA (BHXK Yectu Taxukapaus
noxpodna uHGopManus no-aony) Hannmaraumu |
TIopHieHo KpBBHO |
Hanaraie/ Xunepronus
Bazomunararusa
(TONNM BHJIHN)
Hapyuienns Ha XpaHOCMIUIATEITHA CHCTEMA Muoro 3anek

YECTH Cyxora B yCT
HectH INagene
YTeKHABZH




Knacndpuxannsara na MedDRA, HecroTa Hexenanu Nekapcerseln E
CHCTEMA OPraH KJac PEAKIHH E
LlenTpanna HepBHA CHCTEMA Mumuoro bescbHue
YECTH
Yectn CBETOBBPTENK
[lapecresus
I 'naBobostue
TpesoxxHocT
Ko>Ka ¥ N0JIKOXKHHU ThKaHH HectH Hsnorapade
CeTnBHu dyHKUMHU Yectu [Ipomsna Ha Bkyca

Cvpoeunocv008a cucmema

buno € OTYMTAaHO CPEAHO yBENUYEHHE HA CHCTOIIMYHOTO M JHACTOJIMYHO APTEPHAIHO HaNfTaHe ¢ 2-3
mmHg 1 cpenno yBeNHYEeHHEe Ha ChpAEUHATa 4YecToTa ¢ 3-7 yaapa B MEHYTa. B oTHennuy ciykdau He

MOraT Aa €€ M3KJIKYaT H NOo-3HAaYHUTENTHM YBENUYEHHA HA APTCPHATHOTO HAIAaHe M ChPACHHATa
YECTOTA.

BeHukK KIMHHYHO 3HAYMMM YBENHYSHHA Ha apTepUaNHOTO HANATaHe M ChpACUHATA YECTOTa Ca C
TCHOCHIMA Aa C¢ NPOABABAT PaHO B Kypca Ha JiedeHUeTo (110 BpeMe Ha aspeuTe 4-12 ceamunn). B Tesu

CllydaH mnevyeHHeTO TpabBa Aa ce mnpekpatd (BWx pasmen 4.4 "CnenyanHv NpelyNpexKLSHMS H
CIICLIHAJIHH ITPE/INTa3sHH MEPKH NpH yrnoTpeda™).

3a ynorpebara Ha Lindaxa npu nauMeHTH ¢ XUNEPTOHHA - Bk pasaenu 4.3 "TIporuBonokazanus” H 4.4
"CrieyanHu npeaynpeKACHHA H CHeLMAIIHH TIPeana3Hy MEPKH NpH yriotpeba”.

KiIHHMYHO 3HAYMMHTE HEKENAaHH JICKAPCTBEHH peakuuH, HaOMIOAaBaHH B K/IMHUYHUTE U3MUWTBAHHA U

Cjle HayajloTO Ha JICYeHHETO ¢ NPOAYKTH, ChABPXKAIIH Sibutramine 1o BpeMe Ha pyTHHHATA KIMHXYHA
MPaKTHKA ca:

Hapyuwienua Ha KxpveHama u AUMOHAMA CUCEMU.
TpoMbonuronesus, myprnypa Ha Schonlein-Henoch

CypoeuHocv008u HapyuieHUA.:
IlIpencupano MBXKICHE, NAPOKCH3MaIHa CYNPABEHTPHKYIapHA TAXHKap AU

Hapywenun na umynnama cucmema.

Byny ca oTYETEHH peaklMH Ha anepru4YHa CBPBXUYBCTBHTEIHOCT, BAPHPALH OT JICKH KOXKHH OOpHUBRHU U
YPTHKApHs JO aHIHOeAeM U aHa(HIIaKCHS.

[lcuxuunu napywenus.
Ilpern3byaenocy

Jenpecus npu IanMEHTH, KakTO CbC, Taka U 6e3 mpeaxokialna aHaMHesa 3a JenpecHs {(BUXK pasjen
4.4).

Hapywenus na nepenama cucmema:
Enwnentudny npunanbsuum (PAako)
CEpoTOHMHOB CHHAPOM IIpM €JHOBPEMEHHO TMPWIOKEHHE Ha Opyr¥ cpel
CePOTOHHHOBOTO OcBOOOXKAaBaHe (paszaen 4.5).
IIpexonHo KpaTkoTpaliHO HapyilleHHE Ha NlaMeTTa.

3pumennu HapyuleHus:
3aMBIISBAHE HA 3PCHUETO




Xparnocmurameniu HapyuweHus.
Juapus, noppsluaHe (YECTO), CTOMAIHOYPEBHN KPhBOH3IIUBH.

Yepeoscoarun na xoxcama u nOOKONCHAMA MbKAH.
OOpUBH ¥ YPTHKApHA (MeCTO), ATONCLNS, KOXXHH KPBROUIUBHU (EKXHUMO3M, NIETEXWH )

Hapywenua na 6vbpeyume u omoeaumennama cucmema.
OcTop HHTEpPCTHUHMAIEH HepHUT, ME3aHTHOKAINWIAPEH INIOMepYI0oHedpUT, 3aApBKKa Ha YPHHA

Hapywernun na penpodyxmugrama cucmema U MAeHHUMe HCae3u.
AHOMAaJIMH B eAKYyNalHATa/OprazmMa, MMIIOTEHTHOCT, HAPYILICHHS B MCHCTPYAJTHUR LIUKBJ, METPOpATHs

Jlabopamopru uzcneosanua.
O6paTuMO NOBUINABAHE HA YEPHOAPOOHHUTE EH3UMH (UECTO)

Hpyeu:

Panko ca 6unm HabaogapaHy CUMITTOMM Ha OTHEMAaHe, KaTo [1aBobOoiye W noBHIleH aneTtut. HiMa

AOoKa3arcicrsa 3a CUMHIAPOM Ha OTHCMAHC HIIM aGCHCTSHHHH, HJIH NIPpOMCHH Ha HaCTPOCHUCTO IIPH
I[peKpaTABaAHC Ha JICHCHHETO.

4.9. Ilpeno3npane

OmuTsT ¢ mpego3dpaHe Ha sibutramine € orpaHnyeH. Hai-yecTo NMPOSBCHWTC HEXKENAHW PEaAKLNH,
CBBP3aHH ¢ NMPEIO3MPAHETO Ca TAXUKAPIOUA, XUIIEPTOHUA, I71aBo0ONHe ¥ 3aMasHOCT.

Jleyenuero TpAGBA Ja ce ChCTOM B OOILIMTE MEPKH, NPWIAraHH IIPH JICYCHUSTO Ha TIPEeNO3NpaHe, Karo
NOAALPXKAHE MMPOXOAMMOCTT2 Ha JHUXATEJIHHTE NMBTHINA, CIEACHE HAa ChPREYHOCHAOBHTEC PYHKLHH M
O0INH CHMITTOMATHYHHM H NOAOBPKAIIM MEpKKH. PaHHOTO mnpuiaraHe Ha aKTHBCH BEBIVIEH MOXE Na
3abaBy pe3opbumara Ha sibutramine. IlpenoprurTenHo € Ja ce M3BLPIOM CTOMallHa npomuska. [1pu
NAlMEHTHTE ¢ TIOBUINEHO apTePHATHO HAJIATaHE MIIM TaXUKAPAUA MOXKE J1a € [TOKa3aHO NPANIOXKEHHE Ha
OeTa-0J10KepH, HO TO TpAOBA Na cTapa Mpu MOBHIIEHO BHHMAaHUE.

Pe3ynTature OT HMpOyYBaHHA Ha MAIHEHTH ¢ TepMHHATHa 6BOpeuHa HeAOCTAaTHYHOCT , HA HUANIM2A

[I0OKa3BaT, 4e MeTraboJuTHTE Ha sibutramine He ce eNIMMHHMpAaT B 3aJIOBOJIMTEIHA CTCNEH upe3
XEMOIHAIIN3A.

5. PAPMAKOJOI'TYHIA JAHHU

5.1. PapMakoAHHAMKYIHH CBOMCTBA

dapmakoTepanesTyuna rpyna: JlekapcTsenH NPOAYKTH IIPOTHB 3aTIBCTABAHE - ¢ UEHTPAIHO HefcTRYE,
ATC kon: AOBA Al

Sibutramine nposBsBa CBOMTE TEPANCBTHUHH €(EeKTH NPeAHMHO IOCPEICTBOM CBOUTE aKTHBHM
BTOPHYHH M ITbPBHYHH aMHHO-MeTaboauTH (Metabonur 1 1 Metabonur 2), KOMTO ¢a MHXHOWTODH Ha
o6paTHOTO 3axBamane Ha noradrenaline, serotonin (5-hydroxytryptamine; 5-HT) u dopamine. B
YJOBEINKATAa MO3b4Ha ThKaH Metabonur 1 u Metabomur 2 ca TMPUOIUZHUTENHO TPY NBTH TO-CHIHKM XaTo
in vVitro MHXUOKTOPH Ha 0OpaTHOTO 3aXBallaHe Ha noradrenaline M serotonin, OTKOJIKOTO Ha obpaTHOTO
3axpaiaHe Ha dopamine. B mnasmenure npo6u, B3eTH OT TPETHPaHK CHC sibutramine ,Eto shijs i s
YyCTAaHOBEHO 3HAUHMO MHXUOMpaHe KakTo Ha o0paTHOTO 3axBalaHe Ha noradrenaline (7326, qraleHiypia
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serotonin (54%), 6e3 3HauMMO MHXMOHMpaHe Ha 3axpamlaHeTo Ha dopamine (16% )/ JPUEANPET , \




HHXUOUTOpH. Te He nprkeBaT HHKAKBLB a(MHHUTET KbM ToisAM Opofl OT HEBPOTPAHCMMTEDHHTS
peuenTopu, BKIIOYHTENHO cepoTOHMHeprudHHTe(S-HT,, 5-HT,s, 5-HTys,, 5-HTa, S5-HTso),
aapeHepruysuTe (By, B2, Ps,01,0;), nonamuuepraunnre (D;- nogobuu, D,- nonobun), MyckapuHOBHTE,
xuctaMmuHosuTe (H,), 6enzognasenunosure 1 NMDA penenropure.

[Ipy XUBOTHMHCKM MOZEITH, UINON3BAIM KAKTO ClNabK Taka M 3aDIBCTENH IUTHX0BE, sibutramine BOAK [O
MOHHXaBaHe HaaNaBaHeTo Ha Terio. CMATa e, 4ye TOBAa € Pe3yJiTaT OT HErOBOTO NOBIMABZHE BBPXY
NpUcMa Ha XpaHaTa, BEPOATHO BBPXY YCWIBAHETO HA YCEIHAHETO 32 CHTOCT, 4 CHIO ¥ ITOBHINCHATA
TEpMOreHe3a [ICIIPHHAcCid 32 INMOHMXaBaHe Ha TErjoTo. 3a Te3n edektu ¢ Ouno aoxasaHo, ve ce
ONOCPEACTBAT Ype3 MHXMOHPaHeTO Ha 0OpaTHOTO 3axBaulaHe Ha noradrenaline 4 serotonin (5-HT).

B xiMHMYHHTE H3NUTBAHMA NPH Xopa sibutramine moxasBa, Y€ BOAM OO NOHIKABAHE HA TEITIOTO Upe3
YCUIIBAHE Ha YycelllaHeTo 3a curocT. Hanune MMa cpio Taka ¥ JaHHYM, KCHTO IEMOHCTPHpAT
TEPMOTEHE3HCEH e(eKT Ha sibutramine nocpencrroM obneK4YaBaHe Ha afanNTHBHOTO IIOHKIKEHWE HA
METADOJINTHHUS PUTHEM B NOKOM Npe3 NeprHoAa Ha NMOHWXKABAHE Ha TEJECHOTO Terio. [1IOHMWKaBaHETO Ha
TEJIECHOTO TErjio, NpeAH3BHKaHO OT sibutramine, ce cvIPOBOXAA OT OJATONPHATHH IIPOMEHU B

CEPYMHHTE JTHINHAHY H B ITTHKEMHYHHA KOHTPOJ [IPK NMALUEHTH ¢ AUCTHIUACMHA ¥ CHOTBETHO 3aXapex
auabder, T I1.

Ilpy naumenTH cbC 3aTIBECTABAHE M 3axapeH AualbeT, Tun II noHwkaBaHETO HA TENECHOTO TEIVIO,
NpeaU3BUKAHO OT sibutramine, € OWIO aCOIMMPAHO CHC CPEAHO MOHMWKeHye OT 0.6% (emuHMIM) NO
orHoieHue Ha HbA,c. IloaobHo, npu naupeHTd CBe 3aTIBCTABEHE H ¢ JHCIHMIHACMUI, ITOHMKABAHETO

Ha TENECHOTO Terno € Owno acoumupano ¢ nopumasade Ha HDL xonecrepona ¢ okono 12-22% w
TIOHWKABAaHE Ha TPUIIIHMUCPHANTE ¢ OKOJ0 9-21%.

5.2. PapMaKOKHHETHYHA CBOIiCTB]

Sibutramine ce pe3opbupa nobpe M HMHTEH3MBHO ce MeTabonu3Mpa B depHHd [po0 Ha ThPRO
npeMuHaBate. IluxoBn IwrasmeHH HuBa (Cmax) ca O&wiu goctvranu 1,2 yaca criel eAHOKDPATHO
nepopajiHo npHnaraHe ot 20 mg sibutramine chloride monohydrate. Bpemero Ha nmomy:xuBoT Ha
OCHOBHOTO CheAHHEHME € 1,1 yaca. VapMakoaOoru4Ho akruBHuTe Metabomuty | u 2 gocturar Cmax 3a
TPH 4Yaca ¢ BpeMEHa Ha NoJyeIuMUHUpaHe ot 14 1 cpoTBeTHO 16 yaca. B x030BHA auanazoH Mexay 10
1 30 mg e 6una neMOHCTpUpaHa AKWHeapHa KuHeTHKa 6e3 1030-3aBUCHMM TIPOMEHHU BHB BpEMEHATa Ha
TIOJIy€NIMMHHHPAHE, HO C A030BO-3aBMCHMHU IIPOMEHH B IUIa3MEHHTE KOHLieHTpaLMK. IIpy MHOroxpaTHo

HO3HpaHe papHOBECHUTE KOHHEHTpaluH Ha Metabomutu 1 1 2 ce aoctHrar 3a 4 auy ¢ npubIiN3HUTEHO
ABYKPAaTHO HATPYIIBaHE.

DapMaKOKMHETHKATa Ha sibuiramine M HEroBUTe METa0ONMTH MpH NALMEHTH CHC 3aTNBCTABAHE ©
nofobHa Ha OHas3H MpH CybexTH ¢ HOpMATHO Ter1o. OTHOCHTENHO OrpaHHYEHHUTE AaHHH, HATHYHY

3acera, He JaBaT HMKAaKBO JIOKA3aTeJICTBO 32 KIHHWYHO 3HAYHMA Pa3linka MeXTy dapMaKOKVHETHKAT2
IIPH MBAKC U 2KCHHU.

DapMaKOKHHETHYHUAT Npoduia, HabNIoOnaBaH NpH Xopa B HampelHajia BL3pacT (cpexHa BB3pact 70
roauHH) e oun noxodeH Ha To3M, HabmojaBaH NpH MJaaM 3ApaBH CYOEKTH.

YepHoapoOHO HapyHIEHHE
[Ipu cyOexkTH ¢ yMepeHO uepHOAPOOHO yBpexIaHe, OMOHAIMYHOCTTZ Ha AKTHBHHMTE METa0ONHTH ¢
6buna ¢ 24% no-BHCOKa ciel NpuiaraHe Ha fo3a sibutramine. Cebp3BaneTo Ha sibutramine U HETOBHTE
MeTabonuTH 1 ¥ 2 ¢ niuasMeHuTe NPOTEHHM BB3IM3a NpUOIU3HTENHO Ha 97%, 94% w1, cpoTBETHO, 94%.
YeproapoOHUAT MeTab0AM3EM € IIABHMAT MBT HAa SNHMHMHHpaHe Ha sibuiramine # HErOBHTE aKTHBHH
merabonutd 1 u 2. [lpyru (neakTHBHH) MeTaDOJIMTH ceé EKCKPETHPAT MOCPEACTBOM _YPUHATA X
M3NPAKHEHHUATA [IPH CHOTHOLICHHE HA YpUHA cnipamo u3npaxHeHus 10:1.

brOpeyHa HEHOCTATHEYHOCT




EnuMunMpaHeTo Ha Metabomdtate 1, 2 , 5 u 6 Ra sibutramine € 6w npoyueH NPY MALMEHTH B
pa3IM4yHa cTeneH Ha 0x0peyna HegocTaTpruHocT. CaMuar sibutramine Moxe 1a ce H3MeEDH.

Inazmennre koHueHTpaunu (AUC) Ha akTHBHHTE MeTaGonutH | ¥ 2 KaTo 110 HE Ce NORIUIBAT OT
OBOpeunnTe HapyweHud, ¢ u3kmoueHHe Ha AUC Ha metabonur 2 mpH NauMeHTH ¢ TEepMHHANHA
OLOpeuna HENOCTATHYHOCT Ha XEMOAMANM3a, IIPH KOMTO M3MEPEHMTE CTOMHOCTH Ca NpubIMUTEIHO
HaIOJIOBHHA 0T TO3H npd HopManHHu cybekxrn (CLcr 2 80 mL/min). AUC Ha HeakTuBHUTEe MeTabOaHMTH
> 1 6 HapacTBa 2-3 NBPTH NPH IALKMEHTH ¢ yMepeHa HemocTaThuHoeT (30 ml/min < Cler < 60
mL/min), 8 -11 NLTH NPH MaOMEHTH C TeKKa HegocTaTbyHOCT (CLer < 30 mi/min) u 22-33 w14 Npy
MAUMCHTH C TEpMHHANIHA HEOOCTAaTBhYHOCT, Ha Juaih3a B CpaBHEHWE C 3ApaBH  CcyDexTw.
Ilpubnmsutenno 1% or nepopanHaTa A03a ¢¢ OTKpHMBAa B AMAIM3ATA KaTo KOMOMHAUUR OT

MeTabonMTUTe 5 M 6 Npu XemMonuanusa , Jokaro MerabomutuTe | W 2 He ca Gunm M3Mepenu B
Aranysara.

Sibutramine He TpadBa fOa ce H3MON3Ba NPH IAUMEHTH C TeXKa OBOpedYHa HEIOCTATLUHOCT,
BKJIIOYHTETHO TepMHHaNIHa 6p0peuHa HEIOCTATEYHOCT Ha JANaIn3a.

In vitro npoyysanusa ¢ YepHOAPOOHM MHKpo30oMH roxasearT, 4e CYP3A4 e OCHOBHMAT H30€H3UM OT
cUCTeMaTa Ha HEroxpom P450, otropopen 3a metabonuzMa Ha sibutramine. In vitro, He e UMaTo JaHHM

3a apunuTer KM CYP2D6, eaHH €H3UM ¢ HHCHK KalaLUTET, y4acTsaul BBE (PapMaKOKHHETHUHHUTE
B3aUMOAEHCTBHA C palIMYHK MeaukaMeHTH. Jpyry npoyusaHHg in vitro ca nokasans, 4ye sibutramine
He TIPUTEXABa 3HAYUM €(EeKT BhPXy aKTHBHOCTTA Ha OCHOBHHTE M30€H3MMHU Ha P450, BKINOUNTENHO H
CYP3A4. buno e neMoucrpupano (in vitro), ye CYP450 uszoeH3suMuTE, y4acTBallld B MO-HATATLIHHUA
MeTabou3bM Ha Metabomut 2, ca CYP3A4 u CYP2C9. Makap moHacToflIeM [a HE ChINECTBYBAT
NaHHH, BE3MOXHO € CYP3A4 cpilo A3 y4acTBa B NIO-HATATHINHKUA MeTabonu3bpM Ha MeTabonur 1.

5.3. llpeaxIHHAYHR JaHHH 38 0e30MacHoCT

ToxcuyHocTTa Ha sibutramine, HabnKoAaBaHa clIel EAUHHHYIHH JO3H NPH EKCTICPHMEHTAIIHI JKHBOTHM,
[JIAaBHO € Ppe3ynTaT Ha HpPEeKOMEPHO 3aCHWICHO (apMakOAWHAMWYHO JeHWCTBHE. [IpORBIXUTENHOTO
NIPHUAOKCHHE € CBBP3aHO CaMO ¢ JICKH NATONOTWYHH NMPOMEHH H BTOPHUYRH WIM BHUHOBOCHELUPUUHM
Haxonkd. OT TOBa ciefBa, Y€ HE C& OYaKBa Te Ja AOBeHaT RO NpoljeMH MPH MpaBRIIHATA KIHHUYHA
ynorpeba Ha sibutramine. PenpoayKkTHBHM M3NMTBAHHA ca OWIM NPOBEXKAAHM NPH TUTBXOBE ¥ 3aHNM.
Ilpu 3adiaTe camMO €4HO H3NHTBAHE JAEMOHCTPHpAa JI€KO IMOBHINEHA 4YEeCTOTa MHa (eTajHy
ChpHEeYHOCHAOBH aHOMAIHH B TPETHpaHAaTa Ipyna B CPaBHCHHE C KOHTPOJHATA I'PYyNa, HOKAaTo APYro
M3NUTBaHe ACMOHCTPHPA MOHMKEHA YECTOTa B CPaBHCHHE ¢ KOHTpORHaTa rpymna. B apyro usnnrpaHe
TPeTHPAHATA Ipylia € HMana Mailko MmoBede (eTycH ¢ 1o ABe JEKH aHOMalHH (ThHKa KaTo HHIIKA
OCHpHLIMpaHa BPb3Ka MEXIY MAKCUIATA M 3UrOMaTHYHMTE KOCTH, KAKTO M ChBCEM JIEKHM DaslHykd B
pasCTOAHHUATA MEKIY KOPCHHTE HAa HIKOM MAJIKH apTepUH, MITM3allM OT a0pTHATA ABIa). SHAYSHUETO
Ha TC€3W HAaXOJKH NO OTHOUICHHE Ha XOpaTa He € M3BECTHO. Ynotrpebara Ha sibutramine rno Bpeme Ha
bpeMeHHOCT He € OHna H3cneasana npH Yoeeka. I[logpoGHHTe H3CeABAHHSA BHLPXY MEHHATA TOKCHYHOCT

HE YCTaHOBABAT JaHHH 3a MHAYIMpaHa OT Sibutramine MYTareHHOCT. M3NMTBaHMITA TIPHA TPH3AYH
YCTaHOBSBAT, Y€ Sibutramine He NpUTE)KaBa KaHLEPOTeHEeH MOTeHIMAl, 3HaYMM 33 YOBEKaA.

6. PAPMATIIEBTYHM JAHHA

6.1. CliHCBhK HA NOMOLHHTE BeIMeCTBA

ChObprKaHHe Ha Karcy/laTa: JaKTo3a MOHOXHIpAT, MUKPOKPMCTATHA LIENYX03a, CHITMUMER THUOKCH,
KoJonAeH Oe3BOZieH, MarHe3uee creapar.

anoxeun (E 171), gepen sxenesen okcnn (E 172), uepBen xenesen okenn (E 172),
27794 wunu TekPrint ™ SW-9008 uepuo MacTio*.



Kancyna 15 mg: xenatun, xeuHomMHOBO >Bar0 (E 104), chHcer xbaro FCE (E 110), neEuro xapmun

(E 132), Turanues auokcun (E 171), onakoa yepen S-1-27794 wmm TekPrint ™ SW-9008 YEPHO
MACTHNOF,

* ChbCTaB 3a OTNIEHATRAHETO

3-1-27794 OPACODE BLACK: wemnak Glaze-47.5% (22% Esterified) in IMS 74 OP, wepexn xenezer
oxcun JPE (E172), npormuneHrnukon

TekPrint ™ SW-9008 4EPHO MacTHIIO: LIEILNAK, MPONMIICHITIMKOI, KAJIMEB XHAPOKCHA, YEPeH xene3eH
okcua (E172)

6.2. HecnBMecTEMoOCTH
He e npunoxumo.

6.3. Cpok na rognoct
2 TOIMHH

6.4. Crxpanenue

/la ce cbxpaHasa npu Temnepatypa nox 30°C. Jla ce chxpaHsBa B OpPHUrMHajlHa ONAaKOBKa 3a 14 CE
npeanasH OT BJarad.

6.5. Bun 1a onakoBKara

bnncrep PVC/PVDC/AnyMuHHit, KapTOHEHa KYTHS.
Pasmep Ha onaxoBkara: 30 u 90 kancynm

He cuyku BunoBe onakoBku Morar Aa 6uIaT IyCHATH B APoIax6a.

6.6. Yxazanue 3a ynorpela H B3XBBLDJISHE
HsaMa cnenuanny M3ucKBanus.

7. IPUTEXATEJI HA PASPEINEHNETO 3A YIIOTPEEA
Zentiva k.s.,

U kabelolovny 130

102 37 Prague 10,
Yemka Perrybnuxa

8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEBA

Lindaxa 10; 20080015
Lindaxa 15: 20080016

9. JATA HA HOBPBOTO PA3PENIABAHEMIOAHOBSIBAHE HA PA3ZPEINEHMETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIN3APAHE HA TEKCT
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