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M3NBAHATENHA ATEHUMS 110 NEKAPCTBATA |
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1. M HA JIERAPCTBEHHH ]]PO JIYK'I' ................. .j."?f.(:./:; ..............................

Tamcyrnopm Kombu 6 mg/0,4 mg TabneTku ¢ H3MeHeHO 0cBOOOR
Tamsunorm Combi 6 mg/0.4 mg modified-release tablets

2. KAYETBEH A KOJUYECTBEH CHCTAB

Beska Tabnerka ceabpska cnoii or 6 mg conuderaunHos cykupHaT (solifenacin succinate),
CBOTBETCTBALL Ha 4,5 mg comudeHanuH (solifenacin) u cnoii ot 0,4 mg TaMCyI03HHOB
xuppoxmopun (tamsulosin hydrochloride), choTsercreawm Ha 0,37 mg TaMcynosnH (tamsulosin).
3a ITBIHHA CITHCBK HA MOMOIIHHUTE BELISCTBA BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ U3MeHEHO OCBOOOKIaBaHe

Bcaxa Tabnerka e yepeeHa, ¢punMupaHa, KpeIia ¢ JuameTbp Npubnu3KTenso 9 mm,
ABOMHOM3ITbKHANA, C BANBOHATO penedno 00o3HaveHHe “6 047 oT enHara cTpaHa.

4. KJHHHYHH J1AHHHA
4.1 TepaneBTHYHH MOKAZAHHHA
JleueHHe Ha YMEPEHH [0 TEXKKH CHMIITOMM Ha ChXpaHeHHWE (HEOTIOXKHOCT, TIOBHINEHA YECTOTa Ha

YPHHHPAHE) H CHMITTOMH Ha H3Npa3paHe, CBBP3aHy ¢ A00poKayeCcTBEHa MPOCTATHA XHITePIIasys
(JIIX) mpu MBxKe, KOWTO OTFOBAPAT HEAACKBATHO HA JIGYEHHE ¢ MOHOTEpANHA.

42 [Mo3upoBxka U HAYHH HA NPHIOKEHHE

Buvspacmuu muoice, axniovumenro xopa 6 cmapueckd ¢b3pac

Enna tabnetka TamcyHopMm KomOu (6 mg/0,4 mg) npueMaHa NepopanHo BEAHEK JHEBHO ChC HIIH
Oe3 xpana. MakcHmannaTa AHeBHA 1034 € eaHa Tabnerka Tamcynopm Kom6Ou (6 mg/0,4 mg).
Tabnerkara TpaOBa aa ce MOrbIHE 14713, 63 Aa € HapylleHa LEI0CTTa H, 0e3 OTXANBaHE HIH
abByeHe. He pasrpomasaiite Tabnerkara.

Ilayuenmu c 6vbpeuna nedocmamuvynocm

EdexTiT Ha OB0peuHaTa HEAOCTATHYHOCT BEPXY hapMakOKWHETHKATA Ha ConuGeHAIMHOB
CYKLIMHAT/TAMCYIO3WHOB XUAPOXJIOPH, HE ¢ Mpoy4BaH. BeIpekH TOBa, ePeKTHT BhPXY
(apmakOKHHETHKATA HA OTACTHHUTE AKTHBHH BEILECTBA € Z00pe H3BECTEH (BXK. TOUKA 5.2).
ConngeHaMHOB CYKUMHAT/TaMCYJIO3HHOB XHAPOXIOPHA MOXKE [1a C€ H3MOJI3Ba NP MALMEHTH C
JieKa 10 yMepeHa 610peyHa HeAoCTaTEYHOCT (KPEeaTHHHHOB KITHPBHE >30 ml/min).

[TanpenTH ¢ TeXKKa OpGpEYHa HeAOCTATHUHOCT (KpeaTHHUHOB KITHPBHE <30 ml /min) TpabBa na ce
JISKYBAT ¢ BHHMaHHe, a MAKCHMAJIHATa JHEBHA JI03a NPH TE3H NALHEHTH € efHa TabneTka
TamcynopM Kombu (6 mg/0,4 mg) (exk. Touka 4.4).

Ilayuenmu ¢ wepnodpobna nedocmamuvynocm
E¢exTsT Ha uepHOAPOOHATAE HEXOCTATEYHOCT BHPXY (PapMaKOKHHETHKATA Ha CONU(EHALIMHOB
CYKUHHAT/TAMCYJIO3HHOB XHIAPOXJIOPH/ He € NMpoyyBaH. BernpexH ToBa, €éeXThT BBPXY
¢dapMaKkOKHHETHKATA HA OTAEMHHTE aKTHBHH BEIIECTBA € Jo0pe U3BECTEH (BXK. TOUKa 5.2).
ComideHaUMHOB CYKIHHAT/ TAMCYIO3HHOB XUAPOXIOPHA MOKE Ia € W3MOA3Ba NpU Na
nexa yepHoapoSHa HepocTaTbuHOCT (Child-Pugh cxop <7). IlaupenT ¢ ymepeHa 4
HenocTaTbuHOCT (Child-Pugh ckop 7-9) TpabBa na ce nekyBaT ¢ BHHMaHHE, & MaKe
JAHEBHA [103a TIPH Te3H MAUMeHTH ¢ enHa tabnetka Tamcynopm KomGu (6 mg/0,4 m
MALWEHTH ¢ TeKKa yepHoapoOHa HeaoctaTbUHOCT{Child-Pugh cxop >9), ynotpe6
cou(EHALMHOB CYKIMHAT/TAMCYJIO3MHOB XHAPOXJIOPH/ € MPOTHBONOKa3aHa (BXK.




Vauepenu u voupus inxuoumopu Ha qumoxpoy P450 344

MakcumasiHaTa 1HeBHa 103a Ha TamcyHopm KomGu Tpabea 1a ce orpaHtuu 10 €1HA
Tadnerka (6 mg/0.4 mg). ConudeHaunHOB CYKUUHAT/ TAMCYIO03HHOB XHAPONXAOPHI TpsadBa
Ja ce H3INO0A3BA BHUMATENHO NPH NALKHEHTH JIEKYBAHH ¢ THOBPEMEHHO € ¥MEPEHH HIH
MOLUHK MHXHOUTOPH HA CYP3A4. Hanp. pepanaMun. KETOKOHA3OJ, PUTOHABHD.
HEJIPHHABHP. HTPAKOHA30J (BXK. TOUKa 4.5).

H@OH&J‘H}}H'HIG nOMaua
Hama cpOTBEeTHU nokazaHus 3a NPHACKCHHE HA COJ H(.beHﬂllHHDB C}"KHHHEITXTEIMC}"J'IO?HHOB
NHIPOXNOPHA NIPH ACUa H HOHOUIH.

4.3 IlporHBOMOKA3ZAHHA

- [MaumenTy ¢cue CBPBXMYBCTBHTENHOCT KBM AKTHBHOTO(MTE) BELLECTBO(a) HITH KbM
HAKOE OT NOMOUIHUTE BELUECTRA. H30poeHH B Touka 6.1,

- [TaureHTH. NoanekalK Ha xeMoaHanu3a (B¥.Touka 5.2),

- TlauneHTH ¢ TeXKKO YepHOAPOOHO yBpeK1aHe (BK.ToUKa 5.2),

- [TaumeHTH ¢ TEKKO HBOpEUHO yBpeKAaHe, KOUTO €A IEKYBAHH CHLLO ¢ MOLWEH
MHXHOHTOP HA uuToXpom P450 (CYP) 3A4. Hanp. keTokoHason (B:k.Touka 4.5),

- [auneHTH, ¢ YMEPEHO YEePHOAPOOHO VBpEkKIaHe, KOHTO Ca JIEKYBaHH CBUIO C
MoieH CYP3A4 unxudurop, Hanp. keTokoHazon (Bx.Touka 4.5),

- [TauMEHTH ¢ TEIKKU CTOMALLHO-YPEBHH CHCTOSHUA {BIIIOUNTENHO TOKCHYEH METAKONOH),
MHACTEHMS MPABUC WK TACHOBIbJIHA TNAayKoMa # MAUUEHTH C PHCK OT TaKHBa 3a00/19BaHu,

- [lauvenT# ¢ aHaMHe3a 3a OPTOCTATHYHA XMNOTOHHA.

44 CnenaanHu npeiynpexAeHAs H NpeAaA3HH MepPKH IPH yHoTpeda

ConudeHauMHOB cyKUHHAT/TAMCYJIO3MHOB XHAPOXAOPH,I, TPAOBA Aa CE€ H3N0J13Ba C BHHMAHHE NPU

TA1UEHTH C:

- TEXKO ObOpeUHO yBpexnaHe,

- PUCK OT 3aQbprKaHe Ha YpHUHa,

- CTOMALLHO-YPEBHO 0OCTPYKRTUBHO 3a00/9BaHe,

. PUCK OT HAMANEH MOTHIIUTET HA CTOMALLHO-UPEBHUA TPAKT,

- XUaTajHa xepHUs/racTpoesodareaneH peuyke /Wi TaKHBA NAUNEHTH. KOHUTO MPUEMAT
€THOBPEMEHHO JIEKAPCTBEHH NPOAYKTH (KaTO OUCPOCHOHATH ), KOHTO MOraT 1a NPHYAHAT
WIIH H30CTPAT €30(darur,

- aBTOHOMHA HEBPOTATHA.

[MaunenTsT TPadBa na Obae nperneaax, 3a 1a ce UIKNOYH HATMUHETO HA APYTH CBCTOAHHA, KOHTO
MOJKE Ta MIPHUNHAT NOI00HH CUMNTOMM KaTo Jo0poKayeCTBEHaTa NPOCTaTHA XHIIEPIJIA3HA.
[lpean na ce 3anoune neueHue ¢ CoNUQeHALUHOB CYKUMHAT/ TAMCY/103HHOB XHAPOXJIOpKA TPAOBa
14 CE MPEUSHAT APYTH NPHUYHHH 3a YECTO YPHUHHUPAHE {CBPACUHA HEAOCTATHLUHOCT HITH OBOPEYHO
3a00Nn9BaHe ). AKO e HalHUHA MH(PSKUMA HA YPUHAPHHS TPAKT TPAGBA Aa ¢€ 3an04He ChOTBETHO
AHTHOAKTEPHAJTHO JICHEHHE

Habntonaeanu ca yavkaeane Ha QT v Torsade de Pointes npu nauueHTH ¢ pUCKOBH (paxTopH
KaTo BE4Ye HANIMYEH CHHIPOM Ha YAbikeH QT WM XUNMOKAJIMEMMSA, KOMTO Ca NE€KYBAHH CbC
CONU(PEHALHHOB CYKLIMHAT.

ODCTPYKUHA HA AUMXxaTenHuTe NbTHILA, ConudeHaLHHOB CYKUMHAT/ TAMCYNO3HHOB XH
TpAOBA Na ce Chnpe. ak0 HACTBIHM AHMMOEREM W 1A He ce 3anousa oTHORO. Tpadea fa
MOAXOAALLO AEHEHHE W/HIH MEPKH.

|
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11pn HAKOH NaLUeHTH HA NeYeHHe Che CONMPEHALIMHOB CYKLIMHAT Ca JOKIaaBaHH a\{ j
peakuuu. I1pH nauMeHTH, KouTo OposABABAT AHA(PHNAKTHUHH PEAKLUH. NeYEHHETO cﬂc}\ ;



CONU(EHALHHOB CYKUHHAT/TAMCYI03MHOB XHAPOXIOPH TPAOBA 1a ce cnpe W 1a Ce Ha3HAuM
MOAXOAALLO JIEUCHHE W/ MW MEPKH.

Kakto npu Apyrute aHTaroHUeTH Ha andal -aapeHOPeLENTOPUTE. N0 BPEME HA JIEYEHHETO ¢
TAMCYJIOZHH B OTAESHH CJIYUAH MOKe 114 €€ MOABH NOHHKEHHE HA KPBBHOTO HAJATAHE. B CJIeACTBUE
Ha KOETO PAIKO MOZKE 1a ¢e noayuu cuHkon. [1pu nbpeuTe NpH3HALIM HA OPTOCTATUHHA XHIIOTOHHS
(CBETOBBPTEXK, CJIa00CT) NAUHEHTHTE. 3AN0UBALLH IeUEHHE CbC CONHPCHALMHOB
CYKUMHAT/TAMCYJIO3HHOB XHAPOXJIOpHI. TpAOBa 1a ObaaT NpeaynpeacHH J1a CeaHAT WK NETHAT.
JOKATO OT3BYYAT CHMNTOMUTE.

[lo Bpeme Ha oriepalMK 3a KaTapakTa M [JayKOMa MPH HAKOW MaLMEHTH HA. It OWJIH Ha IEYEHHE C
TaMCYJI03MHOB XHAPOXAOPHA, € HaOmoaasan . Murpaonepatuses Gaonn Mpue Cunapom” (MOKUC.
BAPHAHT Ha CHHApoMa Ha Mankara seHuua). MOHC moxke 1a noBHLIK pHUCKa OT OUYHH YCIIOKHEHHUS
0 BPEME W Cile]] ONnepaLusTa.

(CnenoeartenHO. HE c€ NPENOPHYBA 3AMOUBAHE HA NICUEHHUE CbC COTTH(DEHALMHOB
CYKUHMHAT/TAMCYI03MHOB XHAPOX/IOPK,I IPH MALIMEHTH. 32 KOWTO € 3arjlaHyBaHa onepauMs Ha
KaTapakTa uny raaykoma. CuMTa ce. ye MpeKpaTaBaHe Ha JICYEHHETO ChC COMUPEHAUNHOB
CYKLHMHAT/TAMCYNIO3MHOB Xnapoxyiopua | - 2 ceamuuud npeid onepaLHs 3a KaTapakTa I
riayKkoma OM MOIJIO Ja NOMOrHE, HO NoJI3aTa OT MpeKpaTABAHE Ha JICHEHUETO BCE OLUE HE €
veTaHoseHa. [1o Bpeme Ha npeaonepaTHBHATA OLEHKA XUPYPIUTE H OPTATIMOIOTHYHHTE CKHIIH
TpaOBa Aa 00CHLAAT JANH NAUMEHTHTE, NOANEKALLN HA OTICPALIHA 3a KaTapakTa WK [IAYKOMa. ca
HJIH Ca OMNH IeKYBAHH CbC CONH(PEHALNH CYKLHHAT/TAaMCYIO3HHOB XHAPONJIOPHT, 33 12 OCHUTYPAT
CBHOTBETHH MEPKH, KOUTO Ja ce npeanpHemar 3a cnpaesHe ¢ MOHC no Bpeme Ha onepaudsTa.

ConvpeHaUHHOB CYKUMHAT/TAMCYI03HHOB XKHAPOXIopHA, Tpa0Ba 1a ce U3non3pa ¢ BHHMaHHE B
KOMOMHAUHA ¢ YMEePEHH W MOIHH HHXuOuTOpH Ha CYP3A4 (BK. TouKa 4.5) 1 ToH He TpsOBa na
CE MpHIara 8 KOMOMHAUMNA ¢ MOWHA HHXHOHTOPH Ha CYP3 A4, Hanp. KETOKOHA30J, MPH
MatHEeHTH, KOUTO ¢a ¢ CYP2ZD6 dheHoTun Ha cnadu MeTabonM3aTOPH WIIH U3NON3BAT MOLLHH
uHxHOUTOpH Ha CYP2D6, Hanp. napokceTuH.

4.5 BianmopeiicTBHE ¢ APYIrU NeKAPCTBEHH NPOAYKTH H APYri GOopMH HA B3aAHMOAeHCTBHE

EQHOBPEMEHHOTO MPUINOIKEHHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH C AHTHXOJIMHEPTHYHH CBOHCTRA
MOZKE /1 TOBEJE 10 3ACHACHH TepaneBTUYHU e(DEKTH M HexeNaHu pearuuy. TpadBa na MUHe
HHTEPBAJ OT OKMJIO €HA CEAMHULA Clle/l CIIMPAHE HA NEYEHHETO ChC CONU(PEHALHHOB
CYKUHHAT/TAMCYJIO3HHOB XMAPOXJIOPHI NPEaH Aa CE 3aMOUHE IPYTO aHTHXOIHHEPTHYHO JICUEHHE,
TepaneBTHUHMAT ehpeKT HA ConudeHALIMH MOXKE 1a C€ NOHKUKH NPH €AHOBPEMEHHO MPHIIOKCHHUE
HA aTOHUCTH HA XOJIHHEPTrHUHHUTE PELETTOPHU.

Bsauviooeticmersi ¢ CYP3A4 u CYP2DG6 unxudumop

EnnospeMeHHOTO npunoxeHue Ha conudeHallnt ¢ keTokoHason (moweH CYP3A4
HHXHOUTOD) (200 mg/aHeBHO) Boau Ao 1.4- M 2,0-kpaTHo noBHweHue Ha C,,, M HA NJIOLLTA
noa kpueata (AUC) Ha conudenauun, nokato keTokoHason B 103a 400 mg/aHeBHO BOAW 10
1,5- 1 2,8-kpatHo nosuwenme Ha Cp, v HAa AUC Ha conudeHaumn.

EAHOBPEMEHHOTO NPHAOKEHHE HA TAMCYNO3HH € KETOKOHA30M B 103a 400 mg/1HEBHO BOJH 10
2.2- n 2,8-kpatHo nosHLueHne Ha Cu,y 1 Ha AUC Ha TaMCyJ103HH. CLOTBETHO.

COMU(PEHALMH. TAKa H HA TAMCYJ103HH, CONMH(PEHAUHHOB CYKUMHAT/TAMCYIO3HHOB XHARPAADP A =~

TpaOBa na ce W3noI3Ba ¢ BHUMaHWE B KoMOUHaUusA ¢ MOHH CYP3 A4 uuxubutopHu. Q:M i "\f 2 ,h
ConneHAUHHOB CYKUHHAT/TAMCYJI03MHOB XHAPONXJIOpH He TPAOBa 1a ce npunara 3gegHp’ EN i fe i
MOWHK CYP3 A4 tHXHOMTOPH HA NAaLIHEHTH. KOUTO ¢a b ¢ peHOTHUN Ha cnadn C P_.}?:[%ﬁ } - ﬁ ,
META00AM3ATOPH WIH Beue u3nonsear MolHH CYP2D6 uuxnburopwu. W B :



EQHOBPEMEHHOTO NPUIOKEHHE HA CONM(PEHAUHHOB CYKLIMHAT/TAMCYJIO3HHOB XHAPOXJIOPHI C
epanamuna (ymepen CYP3A4 unxuburop) soau 10 npudauzurento 2,2-kpatHo noBuiieHHe Ha C,,,
n AUC Ha Tameynosmn w npubnusurento 1,6-kpathHo nosuuienue Ha Umax 1 AUC Ha
conupeHaunH. ConudeHauMHOR ¢y KUHHAT/TAMCYIIO3HHOB XHAPOXNOPH,L, TPAOBA 1A Ce H3MO/3BA C
BHHMAaHWE B KOMOHHALMA ¢ yMepeHd HHXHOKTOpH Ha CYP3A4.

EanospemeHHOTO NpunokeHne Ha TaMcyY103HH ¢be cnadns CYP3IA4 nHxuduTop uuMervann (400
mg Ha BCeKH 6 yaca) Boau 1o 1,44-kpatHo nosuweHue Ha AUC Ha TameynosnH, 10KaTo Cp,q HE €€
npomMeHs 3HauumMO. CONHPEHAUMHOB CYKUMHAT/TAMCYJIO3HHOB XHAPOXAOPH MOZKE Ja CE H3MON3BA
che cnadu CYPIA4 uuxuburopu.

EanoBpeMeHHOTO NpHaokeHHe Ha Tamey103HH € MoLwHUA CYP2D6 nHxnbuTop napokceTus (20
mg/aHeBHO) BoaM A0 nopuweHUe Ha C, 1 AUC Ha Tameynosun 1.3- 1 1,6-kpaTHO, CHOTBETHO.
ConugeHauMHOB CYKUMHAT/TAMCYN03HHOB XKIPOXJIOPUT MOoske na ce u3nonsea ¢ CYP2D6
UHXUOHTOPH.,

EderTsbT Ha eH3MMHATa HHAYKIHA BLPXY DAPMAKOKUHETUKATA HA CONUEHAUNH K TAMCYTIOZUH HE
€ npoyucH. Tbi KaTo conudeHaurH W TamMcyio3uu ce metadonzupat or CYP3A4, ca Bb3MOKHH
dapmakokuHeTHUHM B3anmoaekcTBua ¢ CYP3A4 nuaykTopy (Hanp. pudamnuumnH) KOeTO MOXKeE Ja
HaAMaH NJIa3MEeHAaTa KOHUEHTPAUKA Ha COH(MEHAMH H TaMCYTO3HH.

JIpven gsaivooelicmeus
CheaHuTe TBHPACHHA OTPaA3ABaT HHPOPMAUWATA, HAIMYHA 34 OTAETHUTE AKTHBHH BELLECTBA.

ConudeHaluH

- ConupeHaunH Moxe na peayudpa eexra Ha NeKapcTBeHH IPOAYKTH. KOUTO
CTHMYJIUPAT MOTOPHKATA HA CTOMALLIHO-YPEBHUS TPAKT, KATO METOKITONPAMUI H
uM3anpu.

- In vitro npoy4BaHus cbe conudeHaUWH NOKA3BAT, He TPU TEPANEBTHYHN KOHUCHTPAUHH,
conuperaunH He uuxudupa CYP1A1/2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 uau 3A4. 3aroea
HE C¢ OYaKBaT B3aHUMOJIEHCTBHA MEXTY CoNv(eHalMH H NeKapCcTBa, MeTabONH3UPAHH OT
Te3H CYPeH3nMu,

- [TpuembT Ha conudenaunn He uameHa papmMakoxknHeTukaTa Ha R-BapdapuH wam S-
Bap(papvH WIH TEXHHTE e(PeKTH NO OTHOLIEHKHE HA APOTPOMOHHOBOTO BpEME.

- [lpueMbT Ha conudeHalrH He BiMge BbPXY HapMaKOKHHETHKATA HA AUTOKCHH.

TaMmcvno3uH

- EaHoBpeMEHHOTO NpuiokeHHe ¢ APYrH anda l-aapeHopelenTOpHH aHTArOHHCTH MOXKE 112
OBEAE 10 XMIOTEH3IUBHH epeKTH.

- Inn vitro, csoBoaHaTa (pakLma HA TAMCYIIO3HH B MJIa3MAaTa NPH XOpa He ce TIPOMEHS OT
JUA3EMAM, MTPONPAHONOI, TPUNIIOPMETHAZH, XJOPMATUHOH, aMUTPHITHIIHH,
JUKENO(eHar. rinbeHKIaMuN, CHMBACTATHH WITH BapdapHH. TamMcyao3HH HE NPOMEHS
cBoOOAHATA (PPAKLMSA HA JHa3EnaM, [POMPAHOSION, TPHXIOPMETHAZH HIH
xjopmanMHoH. Juknodenak v sappapuH Bee Mak MoXke Aa 3acUidaT cTeneHTa Ha
EMHMUHHPAHE HA TAMCYJIO3UH.

- EaHOBpeMEHHOTO NpunokeHue ¢ Pypo3emMHa BOIHM 10 CNARaHE HA NJa3MEeHHTE HHBA HA
TAMCYJIO3HH, HO ThHl KaTO HUBATa OCTABAT B HOPMANTHUTE IPAHHLUH. CbBMECTHOTO
[IPUROKEHUE € MPUEMITHBO.

- [ vitro npoy4BaHUA ¢ TAMCYJIO3HH NOKA3BAT, Y€ NPH TEPANEBTHUHH KOHUEHTPALIMH.
TaMCYNo3uH He MHXHOHpa CYP1A2, 2C9, 2C19, 2D6, 2E1 nau 3A4. 3atosa He ce
B3AMMOIEHCTBUS MEXKITY TAMCYJIO3MH U ekapcTea. MeTabonniupanu oT Te3u (Y,

- He ca HaGnronaBaHu BzanMoaeAcTBYA. KOTaTO TAMCYJIO3HH C€ MpUnara
CAHOBPEMEHHO C ATCHONON. SHAMANPUN KAK TEO(PUIHH.
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4.6 @epTHAHTET, BPEeMEHHOCT H KhPMEHE

Depanimen

EQerTbT Ha CONUPEHAUMHOB CYKUMHAT/TAMCYNO3MHOB XHAPOXIOPH.T BbPXY PEePTHIIHTETAR HE €
ycTaHoBeH. [1poyuBaHus BbPXY JKHBOTHHU CbC conHdeHaALHH WK TAMCYJIO3HUH HE NOKa3BaT
BpeIHH e(DERTH BBPXY (PpepTUaUTETa M PAHHOTO eMOPHOHANHO Pa3BUTHE (BXK. TOUKa 5.3).

B KpaTROCPOUHH H ABJITOCPOUHH KNTHHUYHH NIPOYUBAHHMA C TAMCYJIO3HH €& HaDM01aBaHH
HapyLlweHus B eaxynaumuaTa. [Npes neprona cien paspeliaBaHeTo 3a ynotpeda ca cLoOWABAHH
CJIYUAH HA HapYIIEHKWA B €AKYNAULMKATA, PETPOrpanHa €4kyaauHa ¥ HEBB3IMOKHOCT 3a €KY 1auus.

bperviernocin u kepaiene
ConnugdeHaurHOB CYKLHHAT/TAMCYI03HHOB XUIPOXIIOPHA HE € MOKAa3aH 3a MPHUIA0KEHHE NPH KEHH.

4.7 EdexTH Bbpxy ciocobHocTTa 32 Modupane 0 padoTa ¢ MAIHHIE

He ca npoeexnann npoyueanus 3a ePpeKTHTE HA CONH(EHAUHHOB CYKUHHAT/TAMCYI03HHOB
XHAPOXJIOpHI BBPXY CcnocobHOCTTA 3a WogHpane U padoTa ¢ MaluMH. Bee nak. nauneHTUTe
TpaOBa na 0bJAT HHGMOPMUpAHH 3a BH3MOMKHATA NOSBA HA 3aMalBaHE, 3aMbIJICHO 3PEHHE, YMOpa H
HEYECTO COMHOJIEHTHOCT, KOHTO MOJKE HEraTHBHO i MOBIMAAT HA CNOCOOHOCTTA 3a WopHpaHe v
paboTa ¢ MaUIMHU (BK. TOUKa 4.8).

4.8 Hexkenann JeKapcTBeHH peaKUHH

Peziove na npoihicia va 6eronacuochi

ConndeHaUMHOB CYyKUMHAT/TAMCYIO3HHOR XHIPOXJIOPHI MOXKE 12 MPHUHHU AHTUXONHHEPTHYHH
HEKENAHU PEeaKLMK, KaTo Usi10 ¢ JIEKA J0 yMepeHa TexkecT. Hali-uecTo ¢hodmaBaHuTe HEKENAHU
PEAKLMH MO BPEME HA KIIMHHUYHHWTE NPOYUYBAHHA. NPOBEACHH 3a pa3paboTBaHe HA KOMOWHALIMATA §
meg conugpeHaunHoB cYkUHHAT/0.4 mg TAMCYIOIHHOB XHAPOXAOPUA ca cyxoTa B ycTara (9,5%),
nocaensana ot 3anex (3,2%) u nucnencus (BKIOYUTEIHO KopenMHa donka; 2,4%). Jpyru vectu
HEKENAHM PEAKUHH Ca 3aMasHOCT (BKJIIOUHTENHO cBeTorbpTex: 1,4%), 3ambraeno penue (1,2%),
yMmopa (1,2%) M HapylleHHa B esKynauMaTa (BEKIIOUHTENHO peTporpaiHa eakyaauus: 1,5%).
Haii-cepro3HaTa HExXKelaHa NeKapCTBEHA PeaKUMs, KOATO € Ha0M10,1aBaAHA [10 BPEME HA NEUYCHHE ChC
CONMM(PCHAUMHOB CYKUMHAT/TAMCYI03HHOB XUAPOXIIOPH B KJIHHHYHH NPOYUYBaHHA, € 0CTPa
peTeHumns na ypuHa (0,3%, HeuecTo).

Cnuicvbr Ha HEICEIARUME PEArItl 6 MAOIUNEN 8LIO

Konona ..HecToTa CONUPEHALUMHOB CYKLUMHAT/TAMCYAO3MHOB XMApOXaopya " Ha Tabauuara no-
J0J1Y OTPa3ABa HEXKETAHMTE JIEKAPCTBCHU PEAKUHMH, KOMTO ¢a HADIK01aBaHK NO BpeEMeE Ha
ABOHHOCIEITH KNHHHYHH POy YBAHHSA. [POBEKAAHM 3a pa3padoTBaHe HA COMH(EHALIHHOB
CYKUMHAT/TAMCYJIO3WHOB XHAPONJIOPHI (OCHOBAHHU HA CBHOOLLIEHUS 34 CBBP3AHH C ICUEHHETO
HEeXeJIAHW PEAKLHH. KOMTO Ca CbOOLIEHH OT MOHE 1BaMa NAUMEeHTa U HACTBIWIIK € 4eCToTa No-
BUCOKa OT Ta3H 3a rnauedo B 1BOHHOCACNHTE (IPOVUBAHUA).

KonaoHWTe ..4eCTOTa 3a CONMUECHAUMH" M .. YECTOTA 3a TAMCY03HH" OTPA3ABAT HEKENAHNTE
nexkapcTeeHH peakuuu (HJIP) noknanganu npeny ToBa ¢ €AMH 0T OTACAHHTE KOMITOHEHTH KOMTO
MOKE CbLO AA HACTBIAT MPH NOJYUYaBaHE HA COTMDEHALMHOB CYKUMHAT/TAMCYI03HHOB
XHAPOXAOPHA (HIKOH OT THX He ca HabnroaaBaHy Mo BpemMe Ha NporpamMara 3a KIMHHYHO
pa3zpadoTeaHe Ha CONHPDEHAUMHOB CYKUHHAT/TAMCYI03HHOB XHAPOXJIOPHUA).

UecToTaTa HA HEXENAHUTE peakUMH €& ONpeaesia. KAKTO cnenpa: MHOro dectu (>1/1Q
(=1/100 no <1/10); neuectu (=>1/1 000 o <1/100); pearu (=1/10 000 ao <1/1 000),
(<1/10 000), ¢ Her3BECTHA YeCTOTA (OT HANMUHKTE JaHHK He moske Aa Obae Hanp



Cuctema Opraun Kaac (COK)/
npeanoduTad Tepmay (IT)

YecTora na HIP,
HADIIOAABAHA MO

YecTtoTa HaA HJIP, Hadnwaasana ¢
OT/Je/IHHTE BelllecTBAa

BpeMe HA Coandenannd Smg | Tameynosnx
pazpadoTBaHe HA n 10 mg# 0,4 mg#
CoNHpELHANHHOB
CYKIHHAT/ TAMCY.10-
3HHOB XHAPOXJIOPH/
Uudexunu n nadecrannu
HHderuns Ha ypuHapHus TpakT HeuecTu
LincTur HeuecTu
Hapymenus Ha HMYHHATA CHCTEM:2
AHa(pUNAKTHYHH peakuHH C Hen3BecTHA
yectota™®
Hapyweaus Ha MeTad0aH3MA H XpAHEHETO
[ToHHKeH aneTUT C HEM3BECTHA
yecToTa *
XunepkanuemMus  "ensBecTHa
yectoTa *
lMeuxuunn HApYIICHUA
XanrouvHauus MHoro peaku™®
CbeTosiHME HA OOBPKAHOCT Muoro penkun*
Jennpuym C Heu3BecTHa
yecToTa *
HapyumeHus HA HepBHATA CHCTEMA
JaMasHOCT YecTH Penku*® YecTH
COMHONEHTHOCT Heuect
Jincre3us HeuecTH
[ haBobonue Penxw™® Heuectn
CHHEKON Peaku
Hapymwenna na ouurte
3aMbrieHo 3peHue UectH Hectu C HeusBecTHa
yectoTa™
HHTpaonepaTtusen ®aonu C HeusBecTHA
Hpuc cunapom (MDHUC) yectoTa™*
Cyxota B ouuTe HeuecTH
I naykoma C Heu3BeCcTHA
yectoTa*
3pUTENHH HAPYLISHUS IC HeusBecTHA
yecTtoTa™




Cuctema Opran Kaac (COK)/
npeanoautan repmMud (ITT)

Yece1oTa ua HIIP,
HADRIONABAHA IO

YeceToTa na HJIP, HadawnaBaHa ¢
OTACAHITE BeUIECTBA

BpeMe HA Commdenannd 5mg | Tameynosun
pazpadoTBaHe HA n 10 mg# 0,4 mg#
conHPeHANHHOB
CYKIHHAT/ TAMCY.10-
3HHOB XHAPOXJIOPUT
CbpaeyHn napymenus
IMannutauuu C HEH3BECTHA HeuectH
yecToTa™

Torsade de Pointes

C "HeunszBeCcTHa
yecTtora™

QT yvawnxapane e

C HeuzBecTHA

eNIeKTPORapIHOrpamara yecToTa™
[IpeacwpaHo MBbXKACHE ( HeusBecTHa C Heu3BeCTHA
yectoTa* yecToTa™
ApUTMHA C Hew3BecTHA
yectoTa®
Taxukapaus C Hewn3BecTHa C HeH3sBeCTHA
yectoTa* yectora®
CbI0BH HAPYIIEHUS
OpTocTaTHUHA XHITOTOHHA Heuectu
PecnupaTtopHn, TPbAHA H MeAHACTHHAJINA HAPYIICHHSA
PunuTt HeuecT
Cyxora B HOca HeuecTw

HucnHes C HeunzBeCTHA
yectoTa™®
Aucdonus C HeuW3BecTHA
yecToTa™
Enurakcuc ( HEW3IBECTHA
yecToTa™
CToOMAHIHO-'IPDEeBHH HADYIICHUA
Cyxota B ycraTa YecTu MHoro vectH
Jucnencus YecTu Yectu
3anex Yectu UecTH Heuectu
[‘aneHe YecTu Heuectn
KopemHa 6onka YecTn
"acTpoesodareanya HeuecTn
pednykcHa Gonect
Huapus HeuyecTH
CyXOTa B I'bpioTo HeuecTn
[loBpbluaHe Peaku*
(OOCTpyKUHA HA KONOHA Penkn
JaapbcTRane ¢ Pekanuu Penxu
Mneyc (' Heuw3BecTHA
yectoTa™




Cucrema Opran Knac (COK)/
npeanountan tepmun (I7T)

YecToTa Ha HJIP,
HA01IABAHA MO

Yectrora Ha HJIP, nabawaasaHa ¢
OTICJHHTE BellecTRA

BpemMe Ha Coaudenanun Smg | Tamcynoinu
pazpadoTrBaHe HA n 10 mg# 0,4 mg#
coaHPpeHAUHAOB
CYKIHHAT/TAMCY10~
3HHOB XHAPOXJIOPHI
Kopemen auckomdopr C HeU3BECTHA
yectora®
XenarodHAMADHI HAPYILIEHHS
YepHoapobHo HapyuieHue C HeusBecTHA
yecToTa ™
AOHOPMHH H3CTEeIBAHMA HA C HeunsBecTHA
4epHOAPOOHH (PYHKUHH yectoTa *
Hapymwienust Ha KOKATA H NMOAKOKHATA ThKAH
[pypuryc HeuecTu Penkn™ HevecTn
Cyxa Koxa HeuectH
Ob6pus Penku * Heuectu
Y pTHKaphs MHoro peaku® Heuectu
AHrHoeneM Muoro peaku* Penku

Cunapom Ha Stevens-Johnson

MHOro peku

Epurema myntudopme

Muoro peagu™

C Hew3secTHA

yecTtota®
ExecdonnaTused aepmatur C HensBecTHa C HeHu3BecTHA
yectoTa * qecToTa ¥
Hapymenns Ha MYCKYAHO-CKeJIeTHATA CHCTEMA H Che/THHUTE/THATA THKAH
MyckynHa cnadocet C Heu3BeCTHA
yecToTta *
Hapywenus Ha 6b0pennTe H NKOYHHTE THTHINA
YpuHapHa peTeHums *** HeuecTy Penkwu
3aTpyaHeHHA NPH YPHHUPAHE HeuecTH
bvOpeuHo yBpesknaHe C Heu3BeCTHA
yecToTa™
Hapywenus Ha Bb3NPOH3BOIHTEIHATA CHCTEMA H I'bpPAATA
Hapywienns B esxkynaumsara, YecTtH HYectu
BKIIIOUUTEITHO pPeTporpanHa
€AKYNauus U HEBB3MOKHOCT
33 €AKYNauuA
[pramuznm MHoro penku
O0mu HapYuwIeHHA H epeKTH HA MACTOTO HA NPHIOKEHHE
YmMopa YecTH HeuectH
[lepucpepnun oToumn HeuecTH

AcCTeHuUs




#: HJIP na conndenautine n Tancynosi. BrIUCHN B Ta3zH Tadmiua, ca HIIP. oniicann B kpaTkiite
XAPAKTEPUCTIIKN HA ABATa NPOAYKTA.

*: 0T CbOOWEHNA B NOCTMAPKETHHIOBHSA NepHoa. Tohii KaTo Te3H CNOHTAHHO CHOOLUEHI CHONTHA ¢a
OT MIOCTMAPRETHHTOBHA ONNT B CBETOBEH MALIAG, UECTOTATA HA PEARLIIITES 11 pONATA HA
COMNpEHALITH HAN TAMCYAO03MH 11 TANHATA MPIYIIHHA BPb3KA HE MOTAT A3 ObAAT HAAEKAHO
OnpeacneHi,

¥¥. 0T cbOOLUEHHS B NOCTMAPKETHHIOBIS NEPII0, HAOMOIaBaHH MO BPEME HA onepaLiia Ha
KaTapakTa Wil rmayKkoMa.

*¥¥¥: BIcKTE TOYKA 4.4.

Hu1cocpoyua Ge3onacnoci va coTuhenanintos CyKyunam/ ImaMey 1o 2006 Xudpoxiopir)
[TpoduntT Ha HexenaHW peakuuH. HabnoJaBaH ¢ eueHHe 30 | roauHa. € noaodeH Ha To3u.
HAOmoaBad npu 12-ceamuunure npoyusauus. KomOunaumarta o1 conmpeHaunHos
CYKUHHAT/TaMCYNO3HHOB XMIPOXAOPH C€ MOHACA 100pe H MPOIBIKUTENIHATA MY YNOTPeda He ce
CBBP3Ba ¢ CNELIMPHYHH HEKENAHH PeaKkLMy NPH IbArocpoyHa ynotpeda.

Onucantie na oRPeoe.Ientl HEXCEi Peaniyi
3a 3a0pLKKa Ha ypuHA BHATE Touka 4.4.

Cmapuecka evipachi

TepaneBTHYHUTE NOKA3aHHUA HA CONU(EHALUWHOR CYKLUMHAT/ TAMCYJA03HHOB XHAPOXJIOPHI. YMEPECHH
10 TCHKKH CHMITTOMH HA CbXPAHEHHE (HEOTJIOKHOCT, MOBHILIEHA HECTOTA HA YPHHHUPAHE) H CUMIITOMM
Ha W3Mpa3BaHe, CBbP3aHK ¢ 100poKaYecTBeHa NpocTaTHa xunepriiazua (JI1X) ca 3adonssane
3aCATALIO MBXE B CTAPYECKA Bb3pacT. KNMHUUHOTO pazpaboTBaHe HAa KOMOUHALIHATA
CONM(EHALHHOB CYKUHHAT/TAMCYJIO3HHOB XHAPONJIOPHI € HANPABEHO NPH NALKHEHTH Ha BbL3PACT OT
45 10 91 roauHu, cbe cpeaHa Bb3pact or 65 romHy. Heskenanute peakuMi B NONYNauHATa B
CTApPYECKa BB3PACT ca NOT00HH HA TE3M HA NO-MJa1aTa NOnyAaLms,

Cpo01iaBaHe HA MOMO3UPAHH HEMENAHUY PEAKLIMU

CbobmaBaHeTo Ha NOJA03UPAHH HEXKENAHH PEaKUMU Clle]l pa3pelaBaHe 3a ynorpeda Ha
NIEKAPCTBEHUA NPOIVKT € BaxHO. ToBa Nn02BONABA 1a MPOIb/KH HAOMIOAEHHETO HA
CHOTHOLIEHHETO NMOiI3a/PUCK 3a IEKAPCTBEHHS NMPOAYKT. OT MEAHLUMHCKHTE CAELHATHCTH Ce
H3MUCKBA 1a ChbOOLIABAT BCAKA NOA03MPAHA HEKENAHA PeaKLMS Upes

M3nbiaHuTENHA areHuMs No NeKapeTBaTa

yn. .Jdamsan I'pyes™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiiT: www.bda.bg

4.9 Ilpenoimpane

Custrimoni

[Ipeno3upadeTo ¢ KOMOUMHALMATA OT CONM(EHALMH H TAMCY/I03HH MOKE MTOTEHUHAIHO 2 10BE/C
10 T€KKH aHTHXOJIHHEPTHYHH edexTH rnoc ocTpa xunoToHnd. Hall-Bucokarta 103a npHeTa
CAYHAHHO MO BPpeMe HA KIHHAYHO NpOVYBAHE. CHOTBETCTBA Ha |26 mg conudpeHaUHHOB CYKUHHAT
H 5,6 mg TaMCyJI03HHOB XHuapoxopua. Tasu 203a ce noHacs A00pe. ¢ JieKka CyXoTa B ycTarasa 16
JHH KaTO € JTUHCTBECHA JOKAIBAHA HEXKENAHA peaKliMs.

Jeuenie
B cnyyaii Ha npelio3upade cbe coMpeHaUuUH U TAMCYNO3MH HA nauneHTa Tpadea Ja ce aane
AKTHBEH BbrijleH. CTOMalHAa NPOMKHBEA € LeecodpasHa, ako ¢e HarpaBd 40 | yac, HO He TP
na ce€ npeau3BUKBa NOBPbLUAHE,

KaKTo U npH Ipyrure aHTHXOJMHEPTUYHH CPECTRA, CHMNTOMUTE HA MPEI03HPAHE N
KOMIIOHEHTATA CONMGPEHALHH MOKE Ja ce NIEKYBAT N0 CIeTHHA HAYKH!

- TexxkuTe UEHTPANHH AHTHXONHHEPTHYHH ed)eKTH. KAaTO XANKLUHHALMHY HHU CH



Bb30VIKAAHE: Npunara ce: (PU30CTHIMHH WIIH Kapdaxon.

- KOHBVJICHH WM CHITHO W3pa3eHO BB30VIKIIAHE, JIEUCHHUE ¢ OEHZ0IHAETIHH.

- JuxartenHa HeZOCTATBYHOCT: TIPABH C€ U3KYCTBEHO AHILUAHE.

- TaxukapaMs: NeKyBa ce CHMNTOMATHUHO, AKO e Heodx01MMo. beta-OGnokepuTe TpadBa 1a ce
HIMON3BAT C BHHMAHHE. ThH KaTO €1HOBPEMEHHOTO NPEA3HpaHe ¢ TAMCYIO3HH MOXKeE Na
NPpeIU3BHUKA TEKKA XHMOTOHHA.

- 3a1bpKaHe HA YPUHA: NPaBU Ce KaTeTepU3auns.

KakTo u npu 1pyrure aHTUMYCKapUHOBH CPeICTBA. B CllyUal Ha npeo3upade. TpaOBa 1a ce
00bpHE CNEeUHATHO BHUMAHHE HA NALMEHTU C U3BECTEH PUCK OT vabaxkaBaHe Ha QT-HHTepBana
(Hanmp. XHNokanueMua. OpanuKkapaus U €THOBPEMEHHO NPHAAraHe Ha JERAPCTEEHH NPOAYKTH. 34
KOWTO € W3BECTHO, e yab/nkasaT QT-uHTepeana) M NpH TAKHBA CbC CHNBTCTBALLM ChPIASYHH
3a0019BaHKA (HaNp. HCXEMHA HA MUOKAPIa. aPUTMUA, KOHFECTHBHA CbPIEYHA HEMOCTATBYHOCT).

OcTpaTta XHNOTOHHUA. KOATO MOKE J1a HACTBIM ¢Jiea Npeao3HpaHe Nopaan CbCTaBKATa TAMCYO3HH.
TpA0Ba na ce TPETHPpa CUMNTOMATHUYHO. Manko BEpOSATHO € XeMOoanann3a 1a Obae None3Ha., ThH
KaTo TAMCYNO3HH € CBbP3aH BLB BUCOKA CTENEH C MAA3MEHHTS NPOTEHHH.

5. ®APMAKOJIOTHYHU CBOHCTBA
5.1 ®apmMakoIHHAMHYHI CBOICTEA
(dapmakoTepaneBTH4HA PyNa: anda-aapeHopenentopin antaroHucTd, ATC kon: GO4CAS3

Mexanuzvv na oelicmeuie

ConudeHauuHOB CYKCUHAT/TAMCYNO3MHOB XHAPOXAOPH,T ¢ KOMOWHHMpaHa TadneTka, cbabpiKailla
JB¢ AKTUBHH BELIECTBA CONUPEHALIMH H TAMCYJIO3UH. Te3H NPOAYKTH Ca HE3aBUCHMH U €
AOTMBABAWL ¢€ MEXAHW3IBM HA NCHCTBUE 34 JCUECHHE HA CHMITTOMM Ha 101HUA YPHHAPEH TPaKT
(CAVYT). cevpianu ¢ JI1X ¢be CHMIITOMH HA CbXPAHEHHE.

ConudeHalHH € KOMMETUTHBEH H CEJIEKTHBEH AHTATOHWCT HA MYCKAPHHOBHTE PellenTOPH H
HAMA 3HAYUM €PEKT 3a UINMUTBAHU PA3IMUYHH APYTH PEUCOTOPU, CHIUMA U HOHHU KaHAH.
ConudeHaunH UMa Hal-ronam aguHHTET KBEM MycKkapuHoeuTe M3-peuenTopu. nocnenBaHH
OT MyCKapuHOBHTE MI1- u M2-peuenTopu.

Tamcynosun e andal-anpenopeuentopen (AP) antaronuct. ToH ce CBbp3Ba CENEKTHBHO H
KOMMNETUTHBHO C NOCTCHHANTUHUHMrE asial-aapeHopelenTopy. NO-CNELHANHO ¢ NOATUN andaa v
anda;py € MOLLEH AHTATOHUCT B ThKAHUTE HA JOJIHHS YPUHAPEH TPAKT.

DupyvaroOuraMiriH edhexmi
TabnetkuTe TamcyHopm KoMOH ce CBCTOAT OT ABE AKTHBHH BELLECTBA C HE3ABUCHMH U
aonsvasaw ce epextu npu CNI, cebpieanm ¢ JIMX cbe CUHMOTOMU Ha ChXpaHEHHE:

- ConpeHaluH noaodpsasa ¢GyHRUHOHATHUATE NPOBAEMH B CbXPAHEHHETO, CBBP3aHH C HE-
HEBPOHHO CCBOOONEH alleTUAXONH. aKTHRHpaLll M 3-pellenTopUTe B MHKOYHHA MEXYP.
He-HeBpOHHO OCBODOAGHUAT ALETHIAXONHH M3OCTPS CEH3OPHUTE (PYHKLIMKA HA €MHTENA Ha
YPHHAPHHA TPAKT H C€ NPOSBABA KATO HEOTJIOAKHOCT H HECTO Y PHHHPAHE

- TamcynossH noaodpABa CHMNTOMHTE Ha U3Mpa3BaHe (NOBHLLABA MAKCHMATHATA CKOPOCT

 Ha YPUHHMPAHE) Ypes 00/1eKyaBaHe HA OOCTPYKUWATA NOCPENCTBOM OTNYCKAHE HA
rJlaJKUTE MYCKYJIH B NPOCTATATA, WHHKATa Ha Mexypa 1 ypeTparta. Toil cbuwo noaodpssa
H CUMOTOMHTE Ha ChXpaHeHHe

Kununa eghexmuacrocn v oezonacnocni
EduracHocT € nokaszana B nunotHo $aza 3 npoyusade npu nauneHTH cbe CJIHI. ¢
HIX cbe cHMNTOMH Ha W3npa3zBaHe (OOCTPYKTHBHH) H MOHE CEAHOTO HUBO HA CH
CbXpaHeHWe (MPHTATHBHU): >8 ypuHupaHua/24 yaca u >2 enn301a HA HEOTNOXKH



ConugeHaunHOB CYKUMHAT/TAMCYI03HHOB XHAPOXIOPH MOKA3BA CTATHCTHYECKH 3HAUHMO
NOA0OPEHHE OT H3IXOAHO HHBO T30 Kpas Ha NPOyYBaHETO B CPAaBHEHNE ¢ Naauedo no oTHOLIEHHE
H Ha NBETEe MBLPBHYHH KPaHHH TOUKH. O0LATA OLEHKA MO MEKAYHAPO,IHATA CKaNa 338 OLUEHKA Ha
npoctaTHUTe cHMATOMK (International Prostate Symptom Score, [PSS) n odwara oueHka
OTHOCHO HeoTnoXkHocTTa W wectoTarta (Total Urgency and Frequency Score, TUFS} u no
OTHOLIEHWE HA BTOPUUMHUTE KPaiHH TOHKH HEOTNOKHOCT. YECTOTA HA VPHUHHPAHE. cpelleH
OTAENEH 00eM 3a YpHHHpaHe, HUKTYpHa. PSS cybekop 3a n3npaseane (1PSS voiding sub-
score), IPSS cyOcrop 3a cbxpaneHue (IPSS storage sub-score). IPSS 3a kauecTBO Ha KHBOT
(IPSS quality of life (QoL)). ckop Ha npoBAcMUTE BB BBIPOCHUKA 32 CBPBbXAKTHBEH AHKOYEH
mexyp (Overactive Bladder questionnaire (OAB-q) Bother score) n OAB-q ckop 3a cebp3aHo
Cbe 3apaBeTo KavecTBo Ha :kHBoT (OAB-q Health Related Quality of Life (HRQoL) score).
BRNKOUYHTETHO BCHUKH BU10BE CYOCKOP (3a NPEOaoSisiBAHE HA TPYAHOCTH. TPEBOTA. CbH H
COLMAJNICH).

ConupeHauMHOB CYKLUHHAT/TAMCYIO3HHOB XHAPOXJIOPH,I NOKA3BA NO-100p0 B CPABHEHHE C
tamcysiosud OCAS noaodpenne na Total Urgency and Frequency Score. KakTo M o
OTHOLLICHHE HA YECTOTATA HA YPUHHPAHE. CPEACH oT/eieH 00eM 3a €THO YPHHUPAHE H MO
otHoweHue Ha IPSS cyGekopa 3a cbxpaHenue. Tosa ce npuapykaea oT 3HAUHMH NOI00PEHHS B
o0wms ckop Ha [PSS QoL u B 06una ckop Ha OAB-Q HRQoL, BKIOUHTENHO BCHYKH BHIOBE
cyockop. OcBeH TOBA, COMTH(EHALIMHOB CyKLUHHAT/TAMCY/I03HHOB XHAPOXIOPKHI. KAKTO C€
OYaKBa. € He NO-MAIKO eHraceH oT Tamcy103MH OCAS no oTHomeHKe Ha o0wua PSS

(p <0,001).

5.2 @apMaKOKHHETHYHH CBOHCTBA

ConvdeHaiMHOB CYRUMHAT/ TAMCYI03HHOB XHAPOXTOPHI
Hudopmanuuata no-1oay npeactaps GapMaKkOKHUHETUYHUTE NAPAMETPH CIIEN MHOTOKPATHO JO3HPaHE
Ha CONMPEHAUMHOB CYKUHHAT/TAMCYJIO3HHOB XHAPOXJIOpH.

IfpoyuBaHe 3a OTHOCHTENTHA OMOHANTHYHOCT AIPH MHOFOKPATHO T03UpaHe NOKA3BA. ue
MPHUIOKEHHETO HA COMUPEHALMHOB CYKLMHAT/ TAMCYIO3HHOB XUAPONJIOPH,] BOH A0 CPABHHMA
€KCIO3MUMA HA Ta3M CJIe €THOBPEMEHHO MPUIOKEHHE HA OTAENHH TAONETKH CONHPEHAUHH H
Tamcynozud OQCAS B cbuara nosa.

Aocopoyus

Cnel MHOTOKPaTHO A03KHpaHe Ha CONTUGreHALMHOR CYKLMHAT/TAMCYJIO3HHOB XHAPOXNIOPHA, tmax HA
conydeHaunH sapupa mexay 4,27 uaca 1 4,76 yaca B pazIMUHHTE NPOYUBAHMA. Ly, HA
TAMCYJI03UH Bapupa mexay 3,47 yaca n 5,65 vaca.

CrorserBawnTe CTORHOCTH Ha C,,, 3a conudeHalun sapupat mexcay 26,5 ng/ml uw 32.0 ng/ml,
nokato €, Ha TAMCYJ103HH Bapupa mexay 6,56 ng/ml v 13,3 ng/ml. CrofiHocTHTe Ha AUC Ha
conudenaunn sapupat Meskay 528 ng.h/ml v 601 ng.h/ml, a 3a Tamcyno3uH Mexkay

97,1 ng.h/ml u 222 ng.h/ml. ABcontoThara OMOHATUUHOCT HA CONNYEHAUNH € NPUOSTU3HTENHO
90%, 1oKkaTo 3a TAMCYJIO3KH CE OYaKBa Ja ce abcopbupar 70% 10 79%.

[lpoeeneHo € npoyuBatie Ha e)EKTA OT XPAHEHETO NPH €1HOKPATHO HO3UPAHE ChC CONH(PEHALIMHOB
CYKLUMHAT/TAMCY/IO3HHOB XHAPOXJIOPHI. NPHET HA [JaAHO. CNel HUCKOMACAEHA., HHCKOKAOpHYHa
3AKYCKA M ¢iie]l BACOKOKANOPUYHA 38KYCKA ¢ BUCOKO ChAbPKAHHE Ha Ma3HHHH. (nej
BHCOKOKAJIOPHYHA 3aKYCKA ¢ BHCOKO ChAbMKAHWE HA Ma3HUHHU ce HadmoJaBa 54% yeeJHUYEHHE HA
Cax 38 TAMCYNO3HHOBHSA KOMNOHEHT HA COTUPEHALMHOB CYKUMHAT/ TAMCYJIO3HHOB XHAPOXACPHI B
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¢ AUC na Tadnetkara tamcynosun OCAS npunoxkena camoctoatenHo. Havma HHAHKaunH 3a €perT
HA TaMCYNO03HH NO OTHOLIEHWE HA (PAPMAKOKMHETHKATA HA COJIMPEHALIUH.

Eunnnpane

Chen enHOKPaTHO NpHAGKEHHE Ha CONH(EHAUMHOB CYKUHHAT/TAMCYIO3UHOB XHAPOXIOPpH T2 HA
conudeHaunH e B 00xBata o1 49.5 yaca 10 53.0 vaca. a Ha Tamcyno3uH € ot 12.8 yaca a0 14.0 vaca.
MHorokpaTtHo 1o3HpaHe Ha Bepanamin 240 mg BeAHBK AHEBHO, MPUAOKEH €THOBPEMEHHO €
CONMPEHAUNWHOB CYKUHHAT/TAMCYJIO3HHOB XHAPOXJIOpHA  BOIH 10 60% nosuwweHue B Cpay U 10
63% nosuwenne B AUC 3a conndenaunn. 1okato Cpax HA TAMCYJO3HH e nOBULWIABRA 10 115%. a
AUC no 122%. Te3u npomenn B Cy 1 AUC He ce cHMTAT 338 KAWHHUHO 3HAYUMM.

[TormynaumoHeH (PapMaKOKMHETHLEH AHANTNS HA JAHHHUTE OT (a3a 3 Noka3sa. ue
HHTPAMHAMBHIYAIHATA BApHabHIHOCT Ha GapMAKOKHHETUKATA HA TAMCYIO3UH € CBbpP3aHa ¢
PANIMKH BB Bb3PACT. PbCT W NJIA3MEHHTE KOHUEHTPALMH HA ¢ ] -KUCEN TNMKONPOTEUH.
[Toxa4BaHeTO HA BBIPACT M HA (L] -KHUCEN MIKKONPOTEHH ¢ce CBBP3Ba ¢ noBuuienue Ha AUC. nokaro
MOBULLEHUETO B PLCTA ¢ ¢obpiea ¢ nonkenue 8 AUC, Corimar paxTop Boam 10 noa00HH
MPOMEHH BbB (PAPMAKOKHMHETHKATA HA CoindeHaluH. B 1onbJHeHHE, NOKAUBAHETO HA raMa-
FAyTaMUH TPAHCTIENTHAATATA CE CBbP3BA ¢ MO-BUCOKH cTOHHOCTH Ha AUC. Tesu npomenu B AUC
He €€ CYMTAT 34 KJIMHHUYHO 3HAUYHMH.

Mudopmauns 3a oTACIHMTE AKTUBHY BELLECTBA, H3TOA3BAHH B NPOAYKTH ¢ €1HO BELLECTBO.
3aBbpLUBa (PAPMAKOKUHETHUHHTE CBOICTBA HA CONMGEHAUMHOB CYKLUHHAT/ TAMCYJIO3HHOB
XHAPOXAOPU.

CoaundenauyH

Aocopoyusa

3a conveHaunH TabneTku t,,,, He 3aBHCH OT 103aTa U HacTHNea 3 10 8 vaca chel MHOTOKPATHO
ao3upane. Cipa H AUC napacteart nponopunoHanHo Ha A03ata Mexay 3 1o 40 mg. AdbcontoTHata
OUOHATHYHOCT € NPHOH3UTENHO 90%.

Paznpeoeenue

[lpuBrAHMST 00EM Ha paznpeaencHue Ha conHdeHalMH cea HHTPABEHO3HO NPHIIOKEHHE €
npubaunzutendo 600 L. [pubnuzurenno 98% ot conudeHaUHH € CBBP3AH C [NAIMEHHTE
NPOTEHHH, TABHO U | -KHCEN MTUKONPOTEHH.

Burompancgopuanua

ConudenaurH uma Mansx eeKkT Ha MbPRO NPeMUHABAHE, KaTo ce MeTadonu3upa GasHo.
ConupeHaurH ce MeTaloaN3UPa €KCTEHIUBHO B YepHus Apod, rnaBHo or CYP3A4. OceeH ToBA
ChUICCTBYBAT W ANTEPHATUBHH MbTHILA HA META0ONUZLM. KOMTO MOraT 1a JONpPHHECAT 34
MeTabonH3upaHeTo Ha conudperaunt. CHCTEMHHAT KIMPBHC Ha conudenauuH e okono 9,3 I/h.
Cnen nepopaieH npueM. B miiasmara ¢a MACHTHpHUHpaHu earHd PapMaKoNoruuHo akTHeeH (4R-
XHAPOKCH conudieaHinH) ¥ TPH HeakTUBHK MeTadonuTa (N-rioky poina, N-okenn n 4R-
XHAPOKCHN-N-ORCH], Ha CONTH(PEHAUHH) B TOMTBIHEHHE KbM COMM(PEHALIWH.

Ennnnnipane

Cnen enHOKpaTHO npuaarade na 10 mg [6enaszan ¢ C']-conudenaunt, okono 70% ot
Pa1UOAKTHBHOCTTA C€ OTKPUBA B ypHHaTa U 23% BbB thekanuure ¢ael 26 nuu. B ypuHara
npudausurento 11% ot panmoakTMBHOCTTA ce OTKPHBA KATO HEMPOMEHEHO AKTHBHO BEUECTBO;
okono 18% kato N-okcna metabonut, 9% karo 4R-xunpoken-N-oxcun MeTadonut n 8% xato 4R-
XUAPOKCH MeTA0ONIUT (AKTHBEH META0OIHT).

Tamcyviao3uH AN
T S T

Abcopoyus ek "*51';3)

3a tamcynosuH OCAS, t,,,, vacTbnea 4 A0 6 yaca cneg MHOFOKPaTHO A03UpaHe Ha 0, FEBHO. ¢ ol S

OMOHAIHHYHOCT CE€ HIUHUCAABA NPUONHU3IUTETHO OKONO 57%.



Pasznpeoeicnue

O8eMbT Ha pa3npene/ieHHe Ha TAMCYI03HH ClleT HHTPABEHO3HO NPHIIOKeHHE € okono 16 1.
[TpubansutenHo 99% o1 TaMcyn03uH ce CBLP3BAT C MIA3MEHHTE NPOTEHHH. NMPEAUMHO ¢ |-
KHCEN MMUKONPOTEHH,

buompanchoprnayis

Tamcynosun vma cnad edest npu TbLPBO NpeMHUHABaHE, KaTo ce MeTadonu3upa tbapHo. TaMcyno3HH
ce METADONNUINPA EKCTEHIMBHO B YepHHUs apod. npeauMuo oT CYP3A4 u CYP2D6. CUCTEMHUAT
KJIMPBHC HA TaMCYI03HH € okosto 2,9 1/h, [To-rongamara yacT OT TAMCYIO3HH NPHUCHLCTBA B MJIA3MATA
101 popMaTa Ha HEMPOMEHEHO AKTHBHO BELLECTRO.

Huto eard oT MeTaboAWTHTE HE € MO-aKTHBEH OT H3XOAHOTO CbhEIHHEHUE,

Ennumupane

Cnen enHokpaTtHa no3a oT 0.2 mg [6enszan ¢ C'*]-tamcynosun. cnen 1 ceamnua okono 76% ot
PaTMOaKTMBHOCTTA ce Hadnrogaea B ypuHata M 21% Bbe (pekanuure. B ypuunara.
npuonn3uTenHo 9% OT palHOAKTUBHOCTTA C€ Bb3CTAHOBABA KAaTO HEMPOMEHEH TAMCYJIO3HH;
orkono 16% kato cyngar Ha O-AUSTHAUPAH TAMCYIO3HH H 8% KaTo 0-€TOKCH(PEHOKCH OLETHA
KHCENMHA.

XApAKTEPHCTHKH MPH cNenH(pHUHH IPYNH NAIHEHTH

Criapuecra 6b3pac

[Tpu k1MHKMKOpapMaKoNOrHuHUTE H OHOphapMALEBTHUHHTE NPOYUBAHHS, Bb3PACTTAa HA NHILIATA
papupa mexay 19 v 79 roaunn. Cnea npunarade Ha CoOMHpEHAUHHOB CYKLIHHAT/ TAMCYJIO3HHOB
XHAPOXIOPHIA. HAH-BHCOKHTE CPETHH CTOMHOCTH HA €KCTIO3ULMA Ca OTKPUTH NMPH JIHLA B CTAPUYECKA
BB3PACT, BBIPEKH HE € UMAJIO NMOUYTH ABLJHO NPHIIOKPHBAHE C HHAUBHAYANHUTE CTORHOCTH,
OTKPHTH NpH no-miiany NHua. Toea ce nOTBbPK1aBa OT NONYAAUHOHHHA (hapMAKOKHHETHYEH
aHanHs Ha ¢pa3a 2 1 3 naHauTe. ConrdeHaurMHOB CYKUMHAT/TAMCYJIO3HHOB XUAPOXJIOPHI MOKE Na
€€ M3MOJI3BA NPH MNALMCHTH B CTapUecKa Bb3pacT.

bvopeuno yepeoscoaue

ConudeHaUuHHOB CYKIMHAT/TAMCYA03UHOB XHAPOXJIOPH,]

ConudpeHaunHOB CYKUMHAT/ TAMCYJIO3UHOB XHAPOXIOPHT MOKE 1a ce U3MOA3BA OT NAUHMEHTH C
neka 1o ymeperna 0b0peuHa HEAOCTAaTHUHOCT, HO TpAOBa 1a Ce npunara ¢ BHUMaHHE Ha MALHEHTH
¢ Te:KKa 0bOpeyHa HeAOCTATBYHOCT.

PapMaKOKHHETUKATA HA COMHPEHAUHMHOB CYKUHHAT/TAMCYTO3MHOB XHAPOXIOPU HE €

[POYy4EHa NpH NauueHT ¢ OvOpeunHa HeJOCTATBUHOCT.

Tesn TBBEpACHHS OTPA3ABAT HAHYHATA HH(OPMAUHS 3a OTACTHUTE KOMMOHEHTH MO OTHOLIEHHUE
Ha ObOpeyHaTa HeTOCTATHUYHOCT.

ConudeHalmH

AUC u C,,, Ha conucenalMH P NALMUESHTH ¢ JICKA HIIH YMEpPeHa OBOpeuHa HEQOCTATBUYHOCT He ¢e
PazjMYaBaT HAUMTENHO OT Te3H NpH 34paBH 100posonuH. [1pH nauHeHTH ¢ TekKa 0BOpeuHa
HENOCTATBUYHOCT (KPeaTHHWUHOB KIHPBHC <30 ml/min) ekcno3HumMATa Ha CONUPEHAUNH € 3HAYUTENHO
NO-TONAMa, OTKOAKOTO NPH KOHTPONHTeE, ¢ nouinaBaHe Ha C . oT okosio 30%,. Ha AUC ¢ noeeue ot
100% u Ha t'2 ¢ noeeye ot 60%. Habaronasana e CTaTHCTHUYECKH 3HAYMMA BPB3KA MEKLY
KPE€aTHHUHOBUS KIIHPBHC H KJIIMPBHCA HA CONMdEHaLHH.

QapMaKOKWHETHKATA NMPH NALMEHTH Ha XEMOHAJK3A HE € NPOoYUeHa.

Tamcynosux
CpasHeHa € (papMaKOKHHETUKATA HA TAMCYJIO3ZHH NPU 6 NHIA ¢ eka 10 ymepeHa (30
ml/min/1,73 m~) uiwm texkka (<30 ml/min/1,73 m*) 660peuHa HENOCTATLYHOCT H 6 3
(CrC1>90 ml/min/1,73 m~). JlokaTo npoMaHa B 00LUATA MAAIMEHA KOHLEHTPALIHS




OTHOCHTEIHO NocToAHHK. He ca npoyusaHH nauueHTH ¢ KpaeH cTaamii Ha Gbp0OpetHo 3adonasaHe
(CrC1 <10 ml/min/1,73 m-).

Hepnoopoorda nedocmanbuiocn

ConudeHauHHOB ¢YKUMHAT/TAMCYA03HHOB XHAPOXJIOPH,T

ConugeHatHHOB CYKUHHAT/TAMCYAO3HHOB XMAPOXJOPHI MOKE 1a C€ HU3MON3BA MPH NALHEHTH €
NIEKA 10 YMEPEHa 4€PHOAPOOHA HEZOCTATBYHOCT. HO € MPOTUBOMOKA3AH NMPH NAUMEHTH € TEXKKA
YEPHOAPOOHA HETOCTATHLUHOCT.,

DapMAKOKHHETHKATA HA CONH(PEHALHHOR CYKLIHHAT/TAMCYTO3ZHHOB XHAPOXNOPH HE € NpoyHeHa
NpH NAUHEHTH C YEPHOAPOOHA HEeNOCTATHHHOCT. CnenHuTe TRBPACHHA OTpa3ABaT HATHYHATA
HHPOPMALYS 32 OTACNHUTE KOMIOHEHTH OTHOCHO YePHOIPpOOHA HETOCTATBYHOCT.

ConugpreHaunH

[Ipy naunenTH ¢ ymepeHa uepronpodna HepocraTbuHocT (Child-Pugh ckop ot 7 10 9) Cy He ce
nosauaea, AUC ce nosuinasa ¢ 60% u t%: ce ynpoasa. ®apMakoKMHETHKATA HA CONM(EHALNH
Py NALMEHTH ¢ TEKKA YEPHOAPOOHA HEZOCTATBLYHOCT HE € NPOYYBaHa.

Tamcynosux

CpaBHsaBaHa e (hapMaKOKHHETHKATa HA TAMCYJIO3HH NMpPH 8 KLA C YMepPeHa YepHOAPOOHa
HeaocTaTbyHOCT (Child-Pugh ckop ot 7 10 9) u 8 3apasu nuua. Jdokato npomsiHa B 001aTa
MIa3MEHA KOHLIEHTPALMS HA TAMCYI03HH € HalnroaaBaHa B Pe3yATaT HA HApYLIEHO CRbP3BAHE C
(| -KHCEJT FMIHKOTIPOTEHH, HECBBP3aHaTa (AKTHBHA) KOHUEHTPALMA HA TAMCYJIO3HH HE C€ MTOBJIHABA
3HAUUMO, ¢ yMepeHa (32%) NnpoMsiHa B MHTPUH3HK KJIHPbHCA HA HECBBLP3aH TAMCYJIO3HH.
Tamcynosnd He € NPOYUBAH NPH NALMEHTH € TEXKKA YepHOAPOOHA HETOCTATBYHOCT.

5.3 IlpeaKNHHHYHU JAHHH 32 0€30MACHOCT

Cbe conveHAUMHOB CYKUMHAT/TAMCYN03HHOB XHAPOXJIOPH,I HE €A MPOBEKAAHH HERJIHHHYHH
npoyusaHua. ConvdpeHaluH 1 TAMCYAO3HH Ca OLEHABAHH €KCTEH3UBHO KaTO OTAC/IHH CbCTABKH B
TOKCHKONOTUYHH TIPOYHBAHKA C SKMBOTHH H NaHHUTE CA KOHCUCTEHTHH € U3BECTHHUTE
thapmakonorvyug aeictaus. HekMHHUHHTE 1aHHHM HE NORA3BaT 0coOEH PHCK 3a XOpa Ha DazaTa Ha
KOHBCHUHOHANHHUTE (PapMaKONIOrHYHH NMPOYUBAHUA 33 0€30IACHOCT., TOKCUUHOCT MPU MHOFQKPATHO
IipHaaraHe. PepTHIHTET, eMOpUodeTanHO pa3BUTHE, FEHOTOKCHUHOCT U KAPUMHONCHEH MOTEHLHAN
W HE NMOPAXKIAT ONMACCHHUS 3a NOTEHUMpaHe M CHHEPTU3BM HA HEKeNaHuTe e(PEeKTH, KOraTo ca
KOMOWHHpaHU coNTU(BbeHaLNH U TAMCVIIO3HH.

6. OCAPMANEBTHYHUA JAHHHAU
6.1 Cnoucesk Ha NOMOIMHHTE BellecTBA

TaMcyn03HHOB CNOH - ¢NOH ¢ H3MEHEHO OCBOOOKIABAHE
MukpokpucTanHa uenynosa

MarkporoJ, BHCOKOMOIEKYNEH

Maxkporon

Cunuumner THOKCHA. KonouaceH 6e3s0/eH

Marnesues cTeapar

ConudeHaunHos ¢ioi — crioi ¢ HezabaBHO OcBOBOXKIABAHE
Kanuues xuaporendocpar

CUnH(pruMpaHa MUKPOKPUCTANHA LENY103a
XHAPOKCHNPOMUALENYI034, YACTHUHO 3aMECTEHA
Marne3ues cTeapar

POUIMOBO NOKPUTHE
Xunpomenosa




Makporon
UepseH xenezen okcua (E172)

6.2 HecsBMecTHMOCTH

Henpunosxkumo.

6.3 Cpox ua roaHocT

27 meceua

6.4 Croeuna,JTHH YCJAOBHA HA CbXPAHEHHE

To3H NekapcTBeH NPOAYKT HE W3MCKBA CNELUMANIHU VCNOBUA 3a ChXPAHEHUE.
6.5 Buamn cbabpkaHHe HA ONMAKOBKATA

PA/anymMmunnidl/PVC/anyMurnii OnucTtep B kapToHeHa KyTus. cbaspskawa 10, 20, 30, 50, 60, 90 vnw
100 TabneTkm.

He BCHUKM BHAOBE OMAKOBKU MOrar 1a ObaaT NVCHATH Ha nazapa.
6.6 CpoenHa/HH NPEANA3HH MEPKH NPH HIXBBPJSHE

Hew3non3saHUAT NEKAPCTBEH NPOAYKT WIH OTNATLUYHHTE MaTepHanM OT Hero Tpa0Ba Ja ce
WIXBBPJIAT B CLOTBETCTBHE C MECTHUTE H3IHCKBAHHA.

7. INPHTEXKATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Bausch Health Ireland Limited

3013 Lake Drive

Citywest Business Campus

Dublin 24, D24PPT3

UpnaHans
8. HOMEP(A) HA PASPELLEHUETO 3A YIIOTPEBA
Per. Nu:

o. JATA HA ITBbPBO PA3ZPEINABAHEATIOAHOBSBAHE HA PASPEUHIEHHETO 3A
YIIOTPEBA

Jlata Ha NbPBO pazpetapaHe:;

10. JATA HA AKTYA/INM3UPAHE HA TEKCTA
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