MWHWUCTEPCTBO HA 3HPABEONA3BAHETO

1. HME HA JJEKAPCTBEHIA OPOAYKT
TIpUADHEHIE KBS

Subutex® paspewense 3aynotpeba -~ \S5)AY TAINLDP

CyOytexe® 2 mg cyCnuarsannH Ta0NeTrH Sod, / OOk ¥
0400 ALY, ;@

2. KAYECTBEH H KOMTAYECTBEH ChCTAB

Buprenorphine hydrochloride, exeuanenren Ha buprenorphine ocsosa: 2 mg.
3a rENHMA CIBICEK Ha JOMOIIHHTE BEMECTBA, BX. TouKa 6.1.

3. JEKAPCTBEHA ®OPMA

CyOminrsanay Tabnery.

4, KIHHHYHHA JAHPHEH
4.1. TepaneBTAYHA nNOKA3aAHAS

C}’GCTHI'praIH,O JISueHHE IIpH CIUIHO H3pa3€Ha 3aBHCHMOCT KbM ONHOHHH JICKAPCTECHH IPOAYKTH, B paMKHTe Ha
IHAHOLIEHHA TEpaneBTHYHA IporpaMa 3a MOHHTOpHpaHE, BRIIOYBalla MENHIMHCKO, COHMAIHO H ICHXOIOTHHMECKO
JICICHHE.

4.2. To3HpOBKA H BAYHH H2 OPHJIOKCHHEE

Jleuenuero e npeqHa3zHAYEHO 33 NPHUIIOKEHHE IPH BBL3PAaCTHY M iela Hax 15 rofuHy, KOUTOo ca M3pasuiM CHIIacHe [ia ce
JICKYBAT 3a IPUCTPACICHOCT KbM HApKOTHIH.

Ilpu 3amoupade Ha neuenue ¢ buprenorphine, nekapsT TpAGBa Ja MMa NPEABHE YaCTHYHHA aTOHMCTHMEH Tpodul Ha
MOJNEKyJIAaTa KBM [L-ONHOMIBHTE PENEITTOPH, KOSTO MOXKE JId YCKOPH a0CTHHEHTHES CHEIPOM TIPH INalHeHTH C OIMOBAHA
3aBHCHMOCT.

PesynTaThTe OT JISUEHHMETO 3aBHCAT OT NpEeIHCalaTa 1032, KAKTO M OT TePaleBTUYHUTE, TICHXONOIWYHM, COLMATHE 1
06pa3oBaTeN i MepKy, B3eTH IIPH MOHMTOPHPAHETO Ha NALHEHTA.

Hpunoxennero ¢ cybmunarsanno: Jlekappre Tpabba Na NPeRYNpPENAT YAUMCHTHTE CH, 4e CyONMHTBANHWAT NET Ha
NpueMaHe € eOHMHCTBeHMAT eeKTHREH ¥ N0Ope-rioHacsaH BT Ha BHBCKAHE HA JISKADCTREHMA NMpoxykT. Tabnerkata
TpsGBa a ce AbPyKH 107 €3HKa [0 MHIHOTO pasTRapsHe, KoeTo 00HKHOBEHO cTaBa 3a 5 A0 10 MUHYTH.

3anmouBaxe HA NeNMeHHeTo. WEPBOHAYANHATA f03a e oT 0.8 10 4 mg, UpHeTH B eAHOKPATEH AHEBEH IIPHEM.

® 30 OnUOUO-3ABUCUMU HOPKOMAHU KOUWMO He CA NpeMuHany npe3 abcmunenmeHr CuHOpom: TIDH 3ano4BaHE Ha
neuenneto, o0mara aHesHa No3a buprenorphine Tpabea ma ce IpHMeMme He No-paHo OT 4 Yaca CAef HOCNCHHMAT
YpHeM Ha HApKOTHK HIIH KOTaTo ¢ NMOABAT NEPBUTE a0CTHHEHTHH CHMITTOMH.

® 3a nayuenmu H@ memadowosa mepanus: TIPEdH 3allO¥BaHE Ha TeparmmaTta ¢ buprenorphine, nosara Ha MeTajgoHa
Tpsi6Ba Aa ce HamMalM Ao He nosede oT 30mg/neH; BEIPEKH TOBa NpHiaraneTo Ha buprenorphine Moxe f1a yekopH
rosBarTa Ha aDCTUHEHTEH CHHAPOM.

AzanTupane Ha H03aTa M MOJTb[IKAama [03a: fo3ara Tpsa0Ba Jla ce TNOBHINABa MOCTENEHHO CHOOpasHO HYKAWTE Ha
TIAIIEHTa; MakcHMallHaTa HHEBHA jio3a He Tpadea fa npeeumasa 16 mg. Josara ce TuTpHpa..Ha 0a3a MpeomeHKa Ha




HeoOXoAuMaTa Jio3a B3 Ce Japa Ha OalMeHTa fIeH 3a JeH IIpK 3afO4BaHE Ha JICYCHHETO. Cnen C’I‘&GI/I)II/BHP&HG Ha
nanyeHTa MOXKe Ja My OBIe OTIIyCKaHa 1o3a 3a HEXONKOINHCBHO JICYCHHE. B'B]'IIJBKPI TOBa CC IpENoOphH4Ba obmoto
KOIIBHECTBO Ha OTIIYCKAHOTO JICKADPCTBO Ad HE HaABHINIABA TSpallcBTHYHAaTa 4034 34 7-IHEBHO JIeYeHHe,

Hamanssage Ha J033TA B NPEKpPATHABAHE HA JIEUEHHETO: CEH NOCTHIAHE Ha 3afOBOJMTENHC FBIEC MEPHON Ha
cTabrmH3alus, Py CErVIacHe Ha MalueHTa Jo3ata Ha buprenorphine Mmoxe a Gbie mocTeneHHO HaMalliBaHa; B HAKOH
OnaronpusTHH CHyYau JedeHHeTo Moxe Ja Opjpe mnpeycramopeno. Hammuuero ma cyOnuHreanmy taOmeTkH ¢
KOHIEHTpalius Ha buprenorphine or 0.4, 2 1 8 mg no3poNnsRa MOCTEIEHHOTO HAZXOAANO THTPHpaHe Ha fosara. Cnexn
IpeyCTAHOBABAHE HA TepanuaTa ¢ buprencrphine narmentiTe TpAOEa Ja ce MOHKTOPHPAT NOPaiy PHCK OT PELHaMB.

4.3 IlpoTHBOmOKA3AHAS

-  CBpBX4YBCTEMTENHOCT KBM aKTHBHOTO BEIECTBO MITH HAKOE OT NOMOIIHNTE BENIECTBa;
- Brspact ooz 15 romumm;

- Texka AMXaTeNnHa HENOCTATHYHOCT

- Texxa yepronpoOHa HEAOCTATHIHOCT

- OcTbp aNKOXOIU3EM WA delirium tremens

44 CuennajHg NpefyHpe;RIeHAs H HpeNa3HH MEPKH OPHA ynoTpeda
To3u NekapcTBEH NPOIYKT ¢e NPEnopbyBa caMo 3a JICUeHHE Ha CePHO3Ha ONHOMIHA 3aBHCHMOCT.

IpenopryBa ce NeYEHHETO Aa CE HA3HAYABA OT MEAMIMHCKY CIELMAINCT, KOHTO MMa TBAHOLCHEH
TepaneRTHYEH NOIXOX H OITUT B ISYeHHEeTO Ha HapkoManH (Bk “Ipunoxenne 117).

Ilopamu prcK OT 3n0ynoTpeda, ocobeHo 1o BeHO3eH ITBT, KAKTO M NMOpajl HeOOXOMHMOCTTA OT alaniTHpaHe Ha
A03aT1a, IPENNHCBAHOTO KOMYECTBO OT NPORYKTa TpAdBa Ia MOKpHBa TepaneBTHUHHTE HYKHM caMo 33 KpaThk
nepHoA, 0co0eHO B HAYANI0TO Ha JegeHueTo. IIpy BE3MOMKHOCT ApefOCTABIHETO Ha MEAHKAMEHTa Ha
MaNUeHTHTE 1a CTaBa NOH KOHTPON MM Ha MAlKH JO3H, 32 1a ¢& OCHTYPH MAKCHMAJTHO NIPHIBP/KaHe KBM
C¥eMarTa Ha FeueHHe.

[IpeycTaHOBARAHETO Ha ACHEHHETO MOXE Id JOBeNe 10 aDCTHHEHTEH CHEAPOM, KOHTO /1a Ce NOABH NO-KBCHO
EBE BPEMETO.

PecnEpaTopHo NOTACKAHE: HOKIABAHH €& OTHEHH CIIy4Yau HA CMBPT HOpaiH PECIHPATOPHO NMOTHCKAHE,
ocobeHo IpH ¢HOBPEMEHEH IPHeM Ha GeHzonmazemEn (BHx 4.5) wnu mpy 3noynoTpebda ¢ buprenorphine.

XenaTaT ¥ XeNATHTHA NPOSIBY: JOKIa/IBAHH C2 CEPHO3HH CIIyYaH Ha OCTPO YepHOApoOHO YBpexIane Ipi
370ynoTpeba ¢ NeKapCTBEHHS MMPORYKT, 0cobeHo 110 MHTpaBeHo3eH NET. TesH YepHOAPoOHH YBPERIAHA ce
HaGroAaBaT NpefHMHO IIPH BUCOKH AO3M H HAH-BEPOATHO Ce ABIDKAT Ha MUTOXOH/IPHalHa TOKCHYHOCT.
CEBINECTEYRAIIOTO OT IIPeIH HITH MPHACGHTO MATOXOHIPHANHO YRpe:kaane (IOpany reHeTHYHO 3a00A9BaHe,
BHPYCHH MH(eKIVH, ocofeHo XpoHueH Xenarur C, snoynotpeba ¢ anKkoxol, aHOPEKCHS, aCOLMHPaHH
MHTOXOHAPHANIHE TOKCHHE, Hallp. ACIHpPHH, H30HHAZK], BAIMPOAT, aMUOKAPOH, aHTUPETPOBHPYCHH
BYKJICO3MAHH aHATIO3H...) MOyKe f1a OJ1arONpHATCTRA PasBHTHETO HA TAKMEA YEPHOAPOOHH YBpEXKIaHHs.
IoznoOHE cEIETCTRALIM (aKTOpH TPAGEA Aa ce MMaT NpeABHA IPH NPeANMECcBaHeTo Ha Subutex u no Bpeme Ha
MOHHTOPHPAHETO Ha eyeHneTo. [IpH chMHEHNE 3a 9ePHOAPOOHO YBpexKAaHe Ce 3HCKBA NO-HATATHIIHA
sanenbodeHa OHONOTEEHA H eTHONMOTHYHA oleHka. Ha 6azara Ha dmsukannaTa Haxo/ka, NPHEMET Ha
JIEKapCTBOTO MOXKE Ja Ce IPEYCTAHOBH BHUMATEIHO, 33 JIa C¢ NPSAOTBPATH HACTHIIBAHETO Ha a0CTHHEHTEH
CHHAPOM KA BL3CTAHOBABAHE HA NpucTpacTasaneTo. IIpH npenerka 3a npofb/DKaBaHe Ha JICUCHHETO,
yepuofApoOHaTa yHKIEA TpsOBa fa ce cISHH PeIoBHO.




AKO TO3M JIEKAPCTBEH NPOAYKT ObJie NPIIIOIKEH IPH HAPKOMaHH I0-paHo OT 4 9aca Clef| IOCIeHEAT IIPUeM Ha
HAPKOTHK, TOBa MOXKE Ja IOBEZE O HACTHIIBaHE Ha aGCTUHEHTER cHEApoM (BIDK T. 4.2).

KaxTo M npH APYrH ONHOMIHM NPENapaTy, puiaraieTo Ha buprenorphine 1paGpa na cTasa ¢ nosyIeHO
BHMMAHHE NPH TallMeHTH C:

® TpaBMH Ha IMaBata ¥ [IOBUINCHO HHTPAKpaHUATTHO HalIAraHe;

*  XWIIOTEH3MUS;

e xuneprpodys Ha MPOCTaTa ¥ ypeTpanHa CTeH03a;

Teil karo buprenorphine npencTasisiBa ONHOHMK, NPHIATaHETO MY MOXKe A3 CMEKYHM OoNkaTa KATO CHMITOM Ha
sabonsAsaxe.

To3u JieKapCTBeH MPOAYKT MOXKE fa TMPHYHMHH CHHIMBOCT, KOATO ¢ 000CTpA OT APYrH LEHTPalHO-ACHCTEAIIM areHTH
KaTo: aKOXO0JN, TPAHKBHITAHTH, CEIaTHEH, XUIHOTHIH (BIK 4.5).

IpHeMBT Ha TO3M MEAHKAMEHT MOXE A2 AOBeHe N0 OPTOCTATHYHA XMIIOTCH3HA.

IpoyusaBusTa BHPXY XHBOTHH, KAKTO M KIMHAYHUAT ONHT [OKA3BaT, 4e MPHEMET Ha buprenorphine moxe Ja moBene
A0 TpHCTpacTABaHE, HO B MHOTO TO-MaJKa CTEAeH OTKOAKOTO KBM MopduHa. 3aTOBa € BaKHO Ja ce ¢pbimomapar
HHCTPYKIHHTE 34 3aM0YBaHe Ha JIeUeHHETo, aNANTHPAHETO Ha J03aTa M MOHHTOPHPAHETO Ha naipeHTa (BIK Touka 4.2)

3a cBepenye Ha CHOPTHCTHTE: NPHEMET Ha TO3H MEIOHMKAMEHT MOXE Ja JIoBele N0 MONOKHTENHa peakisa Ha “aHTH-
LIONHHET" TEeCT.

JlexapcTROTO TpAOBa K2 ce NpuIara ¢ OBUILCHO BHHMaHHE NIPH ITAHEHTH C:

® acTMa WIH PECIMpaToOpHa HEHOCTaTRYUHOCT (NOKIAfBaHH Ca HAKOM CJIyHJau Ha PpecIMpaTopHO MOTHCKaHe ¢
buprenorphine),

e 6u6peuna menmoctarsunoct (20% OF mpwIokeHaTa JMo3a Ce eNMMMHHpa No OBOpeueH IET; CAEIOBATENHO
Or0pedHOTO ENAMIHMpPAHe MOXE Ja Ce YABIDKH),

® yepHOApPOOHA HEAOCTATHYHOCT (MOKe A ce POMEHH YepHOLpobHmst MeTabonu3sM Ha buprenorphine).

Teit Kato mExubuTopuTe Ha CYP3A4 (Brox ToYKa 4.5) MOraT Ja NMOBMINAT KOHLEHTpauuuTe Ha buprenorphine, mpu
DalVEHTHTE, KOMTO Beue ca npuemand umHxuburopu Ha CYP3A4, moszara Ha buprenorphine Tpsbsa ma ce Tipupa
BHHMATENHO, Thil KATO NPH Ta3 rPYIa NalKeHTH H FI0-HUCKA J03a MoxKe fa O61e edeKTHBHA.

4.5. JlekapcTeend 1 Apyra B3aamofgelicTBRA

KomOnuanuan, KOHTO He ce Ipenophs9IBaT:

o Arxexon: aNKOXONET HOBYILARA cefaTHBHIA edyekT Ha buprenorphine, nopam koeto woduparero u paborata ¢
MaIIAHH MOTaT Ja CTaHaT ONacHH.

Ja ce u3barsa npueMsT Ha buprenorphine ¢ ankoxon wiaM ApyTH JEKapCTEa, ChABPKAINH ATKOXOM.

Koménnanng, KOHTo TPA0dEA JA ce OPHIATaT ¢ NOBHINEH0 BHAMAHAE:

o  Kombunupanemo c 6ensoduasenuny Moxe Aa JoBele A0 JeTajeH H3X0M, HOPAKH PECOMPATOPHO HOTHCKAHE OT
peHTpalied xapaktep. CleqoBaTeaH0 (03UTe TPAGEa Aa ce HAMAIAT X0 MEHAMYM M N0X00HO KoMOMHApaHe
Aa ce H30ATEA, AK0 CLOIECTBYBA PACK 0T 3;10yHoTpeda (BIK TOIKA 4.4).

o Jpyzu cpedcmen, nonmuckaniu IJHC: npyry ONMORIHY AEPUBATH (aHANTETHIM N AHTHTYCUBHY JIEKapCTBEHH
HpOAYKTH), HAKOH aHTHAEIIPECAHTH, CEAApPAIIH aHTaroHucTy Ha H1-penerrropure, 6apbutypary, GerzonnasermHy,
ApYIH aHKCHONIOTHIM OCBEH OeH30{HA3CTIMHUTE, HEBPOJICNTHIIH , KIOHHAMH H CBBP3aHy BelmecTsa: Tesn
KOMOMHALEM IMOBHINABAT MOTUCKAHETO Ha LSHTPAITHATA HEpBHA ciicTeMa. I1I0HIDKEHOTO HEBO Ha BHUMaHHE MOXe Aa
Fanpasyd mod¥paHeTo H paboTaTta ¢ MAlHHKE PRCKOBAHQ.




o  MAO unxubumopu (MEXUOHTOPH HA MOHQ-aMHHOOKCHAIA3aTa): BE3MOKHO € yCHIBaHe Ha €QEKTHTE
Ha ONHOMNHHUTE REIEecTBa, Ha Oa3aTa Ha OIHTA, HATPYHaH C MOPhHH.

o Huxubumopu na CYP3A4: [lpoyuraneto BEPXY CHBMECTEOTO NpHIOKeHHe Ha buprenorphine i keTokoHa301
(momen uaxubuTop Ha CYP3A4) nokasa, ue B TO3H ciyyaif € Hanuue nospimerre Ha Cy., 1 AUC Ha buprenorphine
(crotBeTHO OKONO 70% 1 50%) 1 B no-Manka crened Ha norpbuprenorphine. IlammerTuTe, npuemay Subutex
TpaOea Ja ce HaOOaBaT MHOIC BHEMATENHO, H NPH HyXK/a JI03aTta 1a e HAMaIlH, K0 JIEKapCTBOTO Ce IIpHAara B
kombunarus ¢ CYP3 A4-naxnburopu (T.e. NpoTeasHy HHXHOMTOPH KaTo pHTOEABHD, Hen(UEABHD, HHAMHABHD MM
TIpPOTHBOIBOHYEH a30/TH KaTO KETOKOHAZ0] HITH HTPaKOHa30M).

e  CYP3A4 undyxmopu: Braumoneticreuero sa buprenorphine ¢ munyxropu Ha CYP3A4 He e ipoy4cHo, iopany
KOETO Ce mpenopsuBa NALMEeHTHTE, NpHeMaiy Subutex na GpNat cefieH: BHUMATENHO, aKo Ce NpUarat 1
pHAyKTOpH (1.¢. henobapbuTtan, kapbaMaszeniH, QEHUTONH, PHGaMITHLIEH).

Jo MoMeHTa ¥e € OTUETEHO 3HAYMMO B3aHMOZEHCTRHE TIpH KOMOMHMpaHo npritaraHe Ha buprenorphine ¢ KoxauH,
NPORYKTET, KOMTO Hali-4ecTo ce M3NOoJ138a OT HAPKOMAHH ¢ MYJITH-OIIMOMIHA 3aBUCHMOCT.

4.6. BpeMeHHOCT H KbpMeHE
BpeMeRHOCT

Hamagrmre orpanigery JaHHH 32 €KCIO3ULKA pes MEPBOTO TPEMECEYHE OT OPEMEHHOCTTA HE NOKA3BAT YEeIyapaHe
Ha prcka ot maskhopMalu Tipy yriotpeGa ua buprenorphine. Buprenorphine moxxe fa ce npeanicsa no BpeMe Ha
GpeMerBocT Ha 6a3aTa Ha OYAKBaHOTO CHOTHOIIEHHE PHCK/TION3a 3a MaiiKata i HOBOpoAeHoTO. Bee nak, Moxe fa ce
HATOXH THTPHpaHe Ha A03aTa 3a HOIAbD:KAHE Ha TepalleBTHYHATA ¢(PHKaCHOCT Ba JIEYCHUETO. PeIOBHHAT NpHeM Ha
buprenorphine oT Mailikata npes HocnenHuTe 3 Mecenia oT OpeMEHHOCTTA, HE3aBHCHMO OT A03aTa, MOXKE 1a AOBexe A0
CHHZPOM Ha aDCTAHEHIMS IPH HOoBOpoAeHoTo. OcBeH TOBA, MPHEMET Ha buprenorphine BEB BHCOKH ZI03H B Kpas Ha
GpeMeHRHOCTTa, JOPH 34 KPAThK IEPHOM Ha JICYCHHE, MOXKE Aa IPHHHHM PECIHPAaTOPHO IIOTHCKAHE Y HOBOPOASHOTO.

Ao B Kpas Ha GpeMEHHOCTTa ca IIPYeMall MHIWAEHTHO BHCOKU JO3H WIA e HANKLE XpoHHJHa ynotpeda, TpadBa fa ce
¥Ma npezasun ofCTOEH TIpernie]] Ha HOBOPOAEHOTO € OINIEH HAMAajABaHe Ha PHCKAa OT PECIMpATOpPHO NOTHCKAaHe HAH
NoABa Ha abCTHHEHTEH CHHIPOM.

Kspmere
Ionexe buprenorphine ¥ Heroerre MeTaGONKTH IPEMHUHABAT B KbPMATA H NOpad JIMIICATA HA KIHHIYHH JAHHH, KaTo
OpeAnasga MsApKka € NPENOpEYIMTENHO Aa ce H3DArea XBPMEHETO, KOFaTo MaHKkara € MOIOKeHa Ha JieyeHHe ¢

buprenorphine. '
4.7 EdexTn BHpPXY CrI0coSHOCTTA 33 IModEpane H paboTa ¢ MAMIAHHE

Subutex Moxe HAa NPHYEHE CHHWIHBOCT, O0CODEHO aKo ce IpHeMa ¢ aIKOXON HIM Jekapersa, mormckamp ITHC.
CrefioBaTeNHO Ce Npenoph4Ba BHUMATENHOTO My pMAarase npH modupane wim paboTa ¢ MAIMHH. (BIDK TO4Ka 4.5).

4.8 HesxelaHH IeKapCTBEHH Peakunn

HauanoTo Ha HosBaTa Ha HEXEAHH JIeKapCTREHH peaKHiK 3aBHCH OT Iipara Ha IIOHOCHMOCT Ha TIalfHeHTa, KOHTo e
I0-BHCOK Cpejll HAPKOMAaHMUTE, OTKOMKOTO TPH OCTAHAIMTE XOpa.
B Tafmimia 1 ca moxa3saHH HexenanuTe ChOMTHSA, 32 KOUTO ce cpobilaBa N0 BpeMe Ha KAMHHEYHE POy YBaHI.




Taomuana 1: Hexxenann peakiys, CBBp3aHH ¢ JICICHHETO,
JIOKJIa[iBaHy OT MalHeHTH, JieKysanH ¢ buprenorphine
no Opoit Xopa 1 YecToTa
n=1 770
Muozo vecmu (> 1/10);qecmu (> 17100 oo <i/10);
nevecmu (> 1/1 000,00 <1/100); pedxu (>1/10 000 oo <1/1 000)
MmHozo pedru (< 1/10,000) ; exmonumenro coobyenin 3a UsOMUPany Cayau
(CIOMS II)

[MepxmaTpHYEN RAPYHICHHR

CIKH XaTHONHHAIHH
[E[apymenuﬂ Ha HEPBHATA CHCTEMA

HECTH Ge3CHHIE, raBobonye, NpAna b, BHeHe Ha
CBSIT

CoaoBH HapyIHeHRHA

HECTH OpTocTaTRyla XMIIOTEH3MS
eCHHPATOPHH, TPbAHE ¥ MENAACTHHAIHN
ApYIMEeHHs

SIKH LPecnnpa‘ropHo MOTHCKaHE (BIOK Touka 4.4 u 4.5)
[CTOMAaIHEO-1YPCEHA HAPYINEeHHA

MecTH 3anek, rafeHe, NOBpHILAaHE
O0mn Eapymenns H eeKTH HA MACTOTO HA
ApRIIoKEeHae

[HCCTH [ACTCHH, CPHIIHBOCT, IIOTCHE

Jlpyrs HeXelaHH PEaKIlHH, JOKIIa[BAHH B IOCT-MapKETHHTOBHSA NIEPHO:

- Hapymenns pa HMYHHATA CHCTEMA:
Peakilay Ha CBPEXYyBCTBUTENHOCT KaTo 00pHUB, YpTHKapys, chpbeik, OpoHXoCnassM, aHrHOHEBPOTHYECH
efieM, aHadHNaKTHYICH MIOK

- Xenarto-0uaaapud Hapymesns (Bk Touka 4.4):
Ipu HOpManuy yCIIoBHA Ha YNoTpeba : peAKH NOKauBaHKA Ha TPAHCMHHA3ZHTE H XCHATHT C XKBbIATEHULIA,
KOHTO OOMKHOBEHO ca OMIM IIeKyBaHH OAaroNpHATHO.
B cnyuaii va IV crenen Ha 3noyriorpeda: MOTEHUHANHO CEPHO3EH OCTBP XeNaTHT

- Hapymenns Ha K0KaTa H HOTKOKEATA THRAH:
B ciyuait Ha IV crenen Ha anoynoTpe6a: TOKaIHHA peaKLHH, IOHAKOTa CENTTHHHM

LIpy DalMeHTH ChC CepUO3HA 3aBMCHMOCT, TbPBOHAYANHIAT NPHeM Ha buprenorphine mMoixe fa foBezie 1O BB3HHKBAHE
Ha aGCcTHHEeHTeH e(exT, Mofo0ed Ha TO3H NpH NPHEMa Ha HaJIOKCOH.

4.9 Ilpeposmpane

Buprenorphine mnokasspa TeopeTHdeH MHOTO INHPOK J[MANa30H Ha O€300ACHOCT MOpajy YacTHHHO OIMOMI-
aTOHUCTHYHOTO CH JeHCTRUE.




B cmywaii Ha crmywaiiHo npepozupaHe, Tpa0Ba fia ce NpHIOXKAT oOMM MOAZLDKAINHM MEPKHM, BKIIOUBAMM CTPOTO
MOHHTOPHpPAHE Ha PECIHPATOPHEA H CHPICUEH CTATyC Ha rauuenTa. [assaT cuMIToM, KOHTO H3HCKBa MHTEDBEHIH,
¢ PECOHMpPaTOpHOTO HOTHCKAaHe, KOSTO MOe Ja JOBeHe /10 PECIHMpaTOpeH apecT M CMBPT. AKO NMalMeHTHET NOBpPbUa,
TpsOBa a ce B3eMaT MepKE cpellly acTivpariid Ha IOBbpHaTaTa MaTepus.

Jleyernne: CHMOTOMATHYHO JIeYeHHE Ha PECNHPATOPHOTO NOTUCKAHE M NPHAAraHe Ha CTAHNAPTHHM MEPKH 34 CICINHA
nomom. Ilpy HyXIOa ce NPOYMCTBAT FMXaTelHWTe IBTHIA MIM Ce NpWIAra acHCTHPaHO MIM KOHTPOMHMPAHO
BeHTHNHpaHe. [JaipieHTHT Tpalpa Ha ce INpeMecTH B Cpela ¢ HAIHMYHA anaparypa 38 WBIHA pECYCHMTauus.
IpenopEuirenyo e [pmwIaraHeTo Ha OIIER aHaTaroHWCT (BAanp. HalIOKCOH), BBIPEKH CKPOMHHS edeKT, KOHTO ToH OH
MOTBA A2 Mma 32 OOpaTHOTO pa3BWTHME Ha PECAMPATOPHHTE cHMITOMM Ha buprenorphine; buprenorphine e sapago
CBBP3aH C MOP(HHOBHTE PELICIITOPH.

Axo ce Tpunara ONMEB aHTArOHWCT (HAIp. HANOKCOH), TpaOBa Ja ce MMa NPEABHA IBIraTa IpOLn/DKWTIENHOCT Ha
JeHCTBHME Ha JIEKapCTROTO.

5. ®DAPMAKOJIOrTYHY CBOACTBA

5.1. dapmakogHEAMAYHE CEOHCTRA
QapmakoTepaneBTHYHA TpyIia: JIeKapCTBeHH IIPOAYKTH, IPHIATaHH IpH OMHOHAHA 3aBHCHMOCT
ATC xom: NO7BCO1

Buprenorphine e oouAeH arOHHCT/aHTATORHCT, KOHTO ¢¢ CBBP3Ba C i~ ¥ K-PELENTOPH B MO3BbKa. AKTHBHOCTIA MY 32
MOAKBPIKALIO JICYEHHEe MPH ONHOMAHA 3aBMCHMOCT Ce OTAaBa Ha OapHo-oOpaTHMara BPB3Ka ¢ [-PELIENTOPa, KOSio B
JBITOCPOYEH aCIEKT MOXKE Jia HaMaa HeoOXOEuMOCTTa Ha IIPHCTPACTEHHTE HALMEHTH OT IPHEM Ha HAPKOTHK.

Iopalu YaCTHYHOTO CH ONHOHI-arOHHCTHYHO AeicTBHe, buprenorphine Mma MMpok AnanasoH Ha 6€30MacHOCT, KOETO
OFpaHHuaBa HErOBHTE MOTHCKAMH edekTH, 0cobeHo BEPXY ChpAcYUHATa ¥ AUXATeNHaTa QYHKIHL.

5.2, PapMakoKHHETAYHH CBOicTBA

Ab6copOnaa:
Tlpu nepopanen npuem, buprenorphine npersprrapa first-pass MeTabonuseM ¢ N-Zeankunrpase H IOKYPOKOHIOT AL B
THHKHTE YepEa H uepHua Apob. Ilopagy ToBa NepopaHOTO IPUIOKEHHE Ha IEKAPCTBEHHS IIPOAYKT HE € NOAXO/AAIIO.

Ipu cyGnuHreaned npueM, abcomorHaTa OMOHANMYHOCT Ha Tabnerxute buprenorphine He e nofpe m3BecTHa, HO ce
onemapa mexay 15 u 30%. IlukosuTe MMa3MeHH KOHIEHIPAUMH ce AoCTHrar 90 MHMYTH cnef CyONMHIBAIHOTO
HpHIOKEHAE, B3aHMOOTHOIIEHHETO J03a-KOHIEHTpalys € JIMHEapHO 3a JO3H OT 2 1o 16 mg.

Pasnpegenenne:
A6cop6imsta na buprenorphine e nocneasata ot Gsp3a dasa Ha pasnpenenenre. [lepyoasT Ha NoRYXUBOT € OT 2 0 5

Jaca.

Mera0oNH3bM E elIMAHAPAHE:

Buprenorphine c¢e merabonmsupa ot 14-N-peanxwidpane M INIOKYPOKOHIOTaipsi Ha M3XOAHATa MOJNEKyda M
Jeanrmpanys metabomr. Komnpynure Navry norpepxmasat, ye CYP3A4 e otrosopen 3a N-jeaikuiipaHeTo Ha
buprenorphine. N-dealkybuprenorphine e p-arouur ¢pc crnaba BbTpelliHa aKTHBHOCT.

Emimymmparero Ha buprenorphine e 61~ M TpH-eKCTIOHEHLMAIHO, ¢ RATA TPMPHAIHA eNyMuBaurosHsa dasa ot 20 xo
25 yaca, YaCTHUHO nopany peabcopOima Ha buprenorphine crnell HHTECTHHANHA XHMAPOIM3a HA KOHIOTHPAHU JEpPHBaT U
YaCTHYHO YIOpajii BUCOKATA MnodHAHa PHPONa Ha MOJIEKYJIaTa.

Buprenorphine ce eJTMMHEFRpPa OCHOBHO BBB (etieca dpe3 GriHApHA eKCKPEIHA Ha [HFOKYPOKOHIOTHPaHHTE METaboiuTH
(80%), a ocTaHanara HacT — Ype3 YPHHATA.




5.3, IlpeaknaBEMIHE JABHK 32 Oe3onacHocT

XpoHruHaTa TOKCHYHOCT € Npoy4BaHa cpel 4 Buna (TpH3ayy i He-TpH3a4H) NpH 4 pasiHYHH [THTA Ha BHBEKIAHE, IpH
KOETO HE C€ YCTAHOBABaT KIMHWYHO 3HaUMMH peayntard. Ilpu emHo nmpoyueane BEpXY NEPOPANHO IIPHIIOKEHHE TNpH
Ky4eTa 3a efHa FOOHHa, YePHONPoOHAa TOKCHYHOCT ce HabMozasa npy MHOTO BUCOKa f03a — 7omg/kg.

IlpoyuranusTa BEPXY TEPATOrE€HOCTTA, MPOBEACHHM IIPH IUTBXOBE H 3ailiy, IO3BOIIBAT JIa Ce 3aKIi04H, ye buprenorphine
He € HHUTO eMOPHOTOKCHYeH, HuTO TepartorexeH. Ilpm nnkxope He ce HOKNamea HeONarompuareH eheKT BbPXY
IOAOBHUTOCTTA, HO TIPH MHTPa-MyCKYIHO HIH NEPOPANHO YIPHIMKSHHE Ha NIPENapata Cpef IpeACTABWTEIH Ha TO3H BHE,

ce HabmoZapa BHCOKA IEp¥- M IOCTHATallda CMBPTHOCT, Hopald 3alpydHeHa pofosa JekHocT M npobieMH ¢
JAKTAIFATA.

Ip npoBexxAaHeTO Ha CTAHNAPTHH TECTOBE He Oellle HAMEPEHO JOKa3aTeCTBO 33 FEHOTOKCHYHOCT Ha JIEKAPCTBEHUA
TIPOIYKT.

INpoyusanuATa 33 KapUEHOTEHHOCT NPH MHIIKM M IUTBXOBE IIOKa3BaT, Y€ He CHINCCTBYBA pasiMka B 4eCTOTaTa Ha
BE3HMKBAHE Ha PA3NMYHHE BHAOBE TyMOPH MEX[Y KOHTPOIHUTE IPYIH KMBOTHH H I'DYIMTE, TPeTHparu ¢ buprenorphine.

Ilpu mpoy4saHe, NPOBEIEHO BEPXY MHIIKH ¢ NpUiaraHe Ha (apMaKkoNOrMHHH JO3H, ce Habmopnapa aTpodus m
TyBysiapHa MUHEpPATH3AIHs Ha TECTHCUTE Ha TPETHPAHKTE €KCTIEPHMEHTANHH JXHBOTHH,

6. PAPMAITEBTHYHH TAHHHA

6.1. Ciiicek HA NOMOIIHATE BEINECTBA

Monohydrated lactose, mannitol, maize starch, povidone excipient K30, citric acid, sodium citrate and magnesium
stearate

6.2. HecrhemecTEMOCTH

He ca usBecTnm.

0.3. Cpok Ha rogaoeY

12 mecena.

6.4. CHenuAIIHE YCJIOBHA 33 ChXpaHEHHAe

Jla ce cexpansga npu TeMueparypa oz 30°C.

Jla ce cpXpansABa B OpArMHANHATA ONAKOBKA Ha CyXO MACTO.

6.5. HagHE 32 0DaKOBKATA

7 Tabnerxu B 6mactep ot PVC/PVAC/anymurpi.

28 rabnetkn 8 Gecrep or PVC/PVAC/anyMuHHH.

BE3MOXKHO € He BCHUKH BEJIOBE OIIaKOBKH 12 OBaT IMyCHATH B MpoRax0a.
6.6. Hacrpyknud 3a ynorpeda

Hsma criengansy H3UCKBaHHA.




7. Hve ¥ aapec HA HPOHA3SKOIHTEIA

Reckitt Benckiser Healthcare (UK) Ltd
Dansom Lane, Hull

North Humberside

HU8-7DS

United Kingdom

8. Fime | apec Ha OpATEXATENs HAa pa3pelieHAeTo 3a yEoTpeta
Schering-Plough Europe

73, Rue de Stalle,

B-1180 Brussels

Belgium

9. lata Ha nspBO paspelnreHne 3a ynorpeda

31 romu 1995 Pparns

10. fiaTa na nocireqHA peFAKIMs HA TEKCTA




