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Z KAYETBEH H KOJIMHECTBEH CBbCTAB

Beska tabnerka cbabpika cioi ot 6 mg conmdeHaurmHoB cyKuUMHar (solifenacin succinate),
CbOTBETCTBaLL Ha 4,5 mg conudenaunH (solifenacin) u cnoii ot 0.4 mg TaMCy103HHOB
xuapoxsopua (tamsulosin hydrochloride), cborBercTBain Ha 0,37 mg Tamcynosu (tamsulosin).

3a MbJIHUA CMUCHK HA MOMOLLIHUTE BELLECTBA BUIKTE TOuKa 6.1,
3. JEKAPCTBEHA ©POPMA

Tadnerka ¢ U3MEeHEeHO OCcBOOOK1aBaAHE

Besika Tabnierka e uepBeHa. puiamupana. Kpbria ¢ AMameTsp Npuoan3uTeHo 9 mm,
JIBOHHOM3IMTbKHAMA, ¢ BUITLOHATO penedHo odo3HaueHue 6 04 oT eaHaTa cTpaHa.

4, KIHUHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHA

JleueHne Ha yMepEeHH 10 TEKKH CUMIITOMH Ha CbXpaHEHHE (HEOTI0KHOCT, MOBULLEHA YECTOTA Ha
YPHHHUPAHE) U CUMITTOMH Ha M3Mpa3BaHe. CBbpP3aHU ¢ 100pOKayecTBEHA MPOCTATHA XUIEPTIJIa3Hs
(AITX) npu Mbike, KOUTO OTrOBapsAT Hea eKBaTHO Ha JieUeHHE C MOHOTEParUs.

4.2 /l03HpPOBKA H HAYHH HA NPHJIOKEHHE

Bw3pacmuu mvoice, 6KTOYUMETHO XOPA 6 CMAPYECKA 6b3PACH!

Enna tabnerka TamcyHopm KomOu (6 mg/0,4 mg) npremana nepopajiHo BEJAHBK AHEBHO CbC UITH
Oe3 xpaHa. MakcumanHata qHeBHa 103a e eaHa Tabnetka TamcyHopm Komou (6 mg/0,4 mg).
Tabnerkara TpsaOBa na ce norbiaHe usaa, 6e3 1a e HapylleHa LeJ10CTTa U, 0€3 OTXanBaHe WK
AbBYeHe. He pasrpowiaBaiite Tabnerkara.

Hayuwenmu ¢ 0OvOpeuna HedocmamvyHocm

EdexTbT Ha ObOpeuHaTa HELOCTaTBYHOCT BBPXY (papMaKOKHHETHKATa Ha COMH(EHALIMHOB
CYKLIHHAT/TaMCYJIO3HHOB XH/POXJIOpHA He € npoyuBaH. Bbnpeku ToBa, epeKkThbT BbPXY
(hapMaKOKHMHETHKATa HA OT/IeJIHUTE AKTUBHH BELIECTBA € 100pe U3BeCTeH (BkK. TOuka 5.2).
ConupeHaunHOB CyKLMHAT/TAMCY/I03MHOB XHAPOXJIOPH/1 MOKE /1a C€ U3MO3BA MPH MALMUEHTH C
JieKa J10 ymepeHa ObOpeyHa He10CTaTbYHOCT (KpeaTUHHUHOB KJMpbHC >30 ml/min).

[TauneHTH ¢ Texkka ObOpeyHa HeA0CTaTbYHOCT (KpeaTHHUHOB KAHpbHC <30 ml /min) Tpa6ea aa ce
JIEKYBAT C BHUMaHHE, a MAKCUMaJlHaTa AHEBHA J03a NPH TE€3MW NaLUEHTH € e1Ha TadJieTka
Tamcynopm Komou (6 mg/0,4 mg) (Bxk. Touka 4.4).

[layuenmu ¢ uepnoopooHa HeoocmamvyHocm
EdexTbT Ha yepHOApOOHaTa HEAOCTATBYHOCT BbPXY (hapMaKOKHHETHKATA HA CONM(EHAUMHOB
CYKLHHAT/TaMCYJIO3HHOB XHAPOXJIOPHA He € MpoyyBaH. Bbnpeku ToBa, epekThT BHpPXY
(papMaKOKHHETHKATa Ha OT/IeJIHUTE AKTUBHH BELIECTBA € 100pe U3BECTEH (BK. TOuka 5.2).
ConueHaunHOB CyKUHHAT/TAMCYJIO3MHOB XHAPOXIOPH/L MOJKE /1 C€ H3MOI3BA MPH NALUEHTH C
neka uepHoapoOHa HepoctaTbuHOCT (Child-Pugh ckop <7). [launentu ¢ ymepena uepH |

JHEBHA 103a NpH T€3H NAUHUECHTH € e1Ha TabneTka TamcyHopm KomOu (6 mg/0.4 1
NaLHEHTH C TexkKa YepHoapoOHa HeaocTaTbuHOCT(Child-Pugh ckop >9), ynorped
COJIU(PEHALIMHOB CYKLIMHAT/TaMCYJI03WHOB XHIAPOXJIOPH/ € NPOTHBOMOKa3aHa (B



Voepenu v viowmu unxuoumopu na yumoxpom P450 344

MakcumanHaTa qHeBHa 103a Ha TamcyHopm KomOM TpsOBa na ce orpaHuuu 10 €/1Ha
rabsnetka (6 mg/0,4 mg). ConndeHaLMHOB CYKLIMHAT/ TAMCYJI03MHOB XH/IPOXJIOPH,1 TPsOBa
7a €€ HU3I1013Ba BHUMATEJTHO TMPH NMALIMEHTH JIEKYBAHH €1THOBPEMEHHO ¢ YMEPEHH HJIH
MOLLHH HHXHOUTOpH Ha CYP3A4, Hanp. Bepanamui, KeTOKOHA30J1. PUTOHABHP.
HeJI(PUHABUP, HTPAKOHA30.1 (BK. TOUKa 4.5).

[Heouampuuna nonv.iayus
Hsima CbOTBETHH NOKa3aHUs 3a MNpUI0KeHHe Ha CONU(EHALIMHOB CYKLIMHAT/TAMCYJI03HHOB
XHAPOXJIOPH/L MPH €A H FOHOLLIH.

4.3 IIporHBONOKA3AHHSA

- [TauneHTH cbC CBPBXUYBCTBUTEIHOCT KbM aKTUBHOTO(MTE) BELLECTBO(A) HIIH KbM
HAKOE OT MNOMOLLUHHTE BELLECTBA, H30pOEHH B TOUKa 6.1,

- [TauneHTH, NoanexalM Ha xeMoaManusa (BxK.Touka 5.2),

- [TauneHTH ¢ TeKKO YepHOAPOOHO yBpekaaHe (BxkK.TouKa 5.2),

- [launeHTH ¢ TeKKO OBOPEUHO yBpeK1aHe, KOMTO ¢a JIEKYBAHH CbLILO ¢ MOLLEH
HHXHOUTOpP Ha uuToxpom P450 (CYP) 3A4, nanp. ketokoHasos (Bxk.Touka 4.5),

- [TaumeHTH, ¢ ymMepeHo 4epHOaAPOOHO yBpekKaaHe, KOMTO ¢a JIEKYBAHH ChLILO C
MoleH CYP3A4 uuxuOutop, Hanp. KETOKOHa301 (BxkK.TOUKA 4.5),

- [TaumeHTH ¢ TEKKH CTOMALLIHO-YPEBHH CHCTOAHHUS (BKIIOUUTETHO TOKCHUYEH MEraKoJIOH),
MHUACTEHHUS NPAaBHC HJIK TACHOBI'bJIHA [TIAYKOMA W MALKMEHTH ¢ PUCK OT TaKHBa 3a00sBaHMS,

- [TauneHTH ¢ aHaMHe3a 3a OPTOCTATHYHA XMITOTOHHS.

4.4 ChnenuaJHH npeaynpe:kieHHusi H Npeana3sHH MepKH NPH ynorpeda

Cosin(peHaLMHOB CYKLIMHAT/TaAMCYJI03MHOB XHPOXJIOpH, TPAOBa J1a ce U3M0J13Ba C BHUMAHHE MPH

MaLUHEHTH C:

- TEXKKO ObOPEUHO YBpEeIKIaHe,

- PUCK OT 3aabpKaHe HA YpHHa,

- CTOMAaLLIHO-4YPEBHO OOCTPYKTHUBHO 3a001s1BaHeE,

- PUCK OT HAMaJIEH MOTHJIMTET Ha CTOMALLIHO-YPEBHUS TPAKT,

- XHaTajiHa XepHus/ractpoesodareaneH peykc W/ MK TaKHBA NALIMEHTH, KOUTO NpHeMar
€/IHOBPEMEHHO JIEKAPCTBEHH MPOAYKTH (KaTo OUchocPOHATH), KOUTO MOraT Aa NPHUHHAT
HJTH U30CTPAT €30(]arur,

- aBTOHOMHA HEBpPOMaTHS.

[launeHTbT TpAOBa na Obae nperneaax, 3a 1a ce U3KJIKYH HATMUHUETO HA JPYIH CbCTOSHHA, KOUTO
MOJKE J1a MPHUYUHAT MO00HU CUMITTOMH KaToO 100pOoKauecTBEHATa NPOCTATHA XHUMEPILIa3Hs.
[Ipean na ce 3anouHe neveHue ¢ CONUPEHAUMHOB CYKLIMHAT/TAMCY/I03UHOB XHAPOXJIOPH TpAOBa
J1a C€ MPELEHAT APYTH NMPHUHHH 32 YECTO YPHHHPaHE (Cbp/levYHa HEAOCTATHYHOCT UK OBbOpevHO
3a0o0s1gBaHe). AKO € HalTMYHA UH(EKUUSA Ha YPHHAPHUS TPaKT TpsAOBa aa ce 3arnovyHe CbOTBETHO
aHTUOAKTEepHAJTHO JICUEHHE

HaOstonaBanu ca yabmkasane Ha QT u Torsade de Pointes npu naumeHTH ¢ puckoBH (hakTopH
KaTo BE€Y€ HAJIMUEH CHHAPOM Ha yabiikeH QT M XHNOKajlueMus, KOUTO ca JIeKYBAHH ChC
CONIM(peHALMHOB CYKLIMHAT.

3a HAKOM MaLKMEHTH HA COJU(PEHAUMHOB CYKUIMHAT H TAMCYJIO3HH € CbOOLIIEH AHTHOEAEM C
00CTpYKLMA Ha auxateaHuTe nbruwa. ConudeHauMHOB CYKLMHAT/TaMCYJI03HHOB XHP
TpsOBa 1a ce cripe, ako HACTbIIM AHTMOEIEM M J1a HE ce 3arnouBa 0THOBO. Tpsabsa na ¢
MOAXOASALLO JICYEHHE H/WUIH MEPKH.

[Ipy HAKOM MaUMEHTH Ha leYeHHE CbC COM(PEHALUMHOB CYKLIMHAT ¢a J10K/1a/1BaHu ar\s
peakuuu. [Ipn naumeHTH, KOUTO NposABABAT aHA(PUNAKTHUYHHU PEAKLIUH, IEYEHHUETO Cb



COJIM(PEHALLMHOB CYKLIMHAT/TAMCYJI03MHOB XHAPOXJIOPH,1 TpAOBa /1a CE CIpe U 1a e Ha3HAuM
MOAXOAALLO JIeYEHHE U/ HIH MEPKH.

KakTo npu apyrure aHtaroHMCTH Ha aindal-aapeHopeuenTopUTe. rno BpemMe Ha Je4eHHEeTO ¢
TaMCYJIO3HH B OT/EJIHHU ClIyHan MOXKeE J1a C€ NOABH NMOHHKEHHE HA KPbBHOTO HaJIAraHe, B CJ1€/ICTBHE
Ha KOETO pA1KO MOKE /1a c€ MoJiy4u CHHKOM. [1pu nbpBUTE NpU3HALM HA OPTOCTATHYHA XUTTOTOHHUS
(CBETOBBPTEIK, €J1A0OCT) NallMEHTHTE, 3aMOYBALLM JIEYEHHE CbC CONUPEHALIMHOB
CYKUMHAT/TAMCYJI03HHOB XH/APOXJIOPH/, TpAOBa 1a ObaaT npeayrnpeaeHu 1a ceaHaT HIIH JIErHar,
JIOKaTo OT3BYYaT CUMIITOMUTE.

[lo Bpeme Ha oriepaumM 3a KaTapakTa U rj1aykoma npu HAKOM NMauMEeHTH Ha. WH OUIIK HA JIEYEHHE C
TaMCYJIO3HHOB XHApoXJ0pHa, € HaOtoaaBaH .Murpaonepatuen ®aonu Upuc Cunapom" (MOUC.,
BApHAHT Ha CHHApOMA Ha MasikaTa 3eHHua). MOKWC moxke na noBULLIK pUCKaA OT OUYHH YCIOKHEHHS
o BpeMe M CJjie/1 onepaumsra.

CneaoBaresiHO. He Ce MpenopbyBa 3anoyBaHe Ha J€YEHHE CbC COIMPEHALIMHOB
CYKUMHAT/TAMCYJI03MHOB XH/POXJIOPH/1 MPH NALMEHTH, 32 KOUTO € 3arjlaHyBaHa onepalims Ha
KatapakTa uwiu riaaykoma. Cuura ce, ye npeKkpaTsiBaHe Ha JICYEHHETO CbC COTM(EHALIMHOB
CYKLUMHAT/TaMCYJIO3UHOB XHApoxJiopua | - 2 ceamuum npeau onepauus 3a Katapakta Wiu
rjlaykoma OM MOIJ10 Ja MOMOrHE, HO noJi3ata OT NpeKpaTsaBaHe Ha JICYEHHETO BCE OlLle He €
ycTtaHoBeHa. [1o Bpeme Ha npenonepariBHaTa OLUEHKA XUPYP3UTE U OPTAIMOJOTHUHHUTE €KHUITH
TpAOBaA Ja O0CHAAT AaJIH NALMEHTHUTE, MNOAJIEKALLM Ha ONEPALIUS 3a KaTapaKTa WM rllaykoma, ca
WK ca OMJIH JIEKYBAHH CbC COTM(PEHALMH CYKLIMHAT/TAMCYJIO3HHOB XH/APOXJIOPH/L. 3a /1a OCHIYPAT
CbOTBETHU MEPKH, KOUTO aa ce npeanpuemar 3a crpassHe ¢ MOUC no Bpeme Ha onepauusTa.

ConuneHauMHOB CYKLIMHAT/TAMCYJI03MHOB XUAPOXJIOPU/L, TPAOBA J1a ce W3MO0JI3Ba ¢ BHUMAHUE B
KOMOMHaLKA C yMepeHH U MOLIHH HHXHOUTOpU Ha CYP3A4 (Bk. Touka 4.5) v TOM He TpsaOBa na
ce rnpujiara B KOMOMHaUMUs ¢ MOLLUHKU UHXUOUTOPH Ha CYP3 A4, Hanp. KeTOKOHA30/1, MpPH
nauneHTH, Kouto ca ¢ CYP2D6 ¢eHoTHN Ha cnabu MeTado1Ku3aTOPH HIH M3MOI3BAT MOLLHH
HHXHMOUTOpH Ha CYP2D6, Hanp. napoKCeTHH.

4.5 Bs3aumoaeiicTBHE ¢ APYI'H JIEKAPCTBEHH NPOAYKTH H APYrH popmMHu Ha B3aHMoOaelcTBHE

EAHOBpEMEHHOTO NPUI0KEHHUE C APYIH JIEKAPCTBEHHU NMPOAYKTH ¢ AHTHUXOJIMHEPrHYHH CBOMCTBA
MOZKE /J1a 10BEE 10 3aCHJIEHH TepaneBTHYHHU €(PEKTH W HEKeTaHU peakuuH. TpsaOBa 1a MUHe
HHTEPBAJI OT OKOJIO €1Ha CeAMHULIA CJie]l CTMPAHE HA JICYEHHUETO CbC COTM(PEHALIUHOB
CYKLIMHAT/TaMCYJIO3UHOB XHAPOXJIOPH/L NMPEH 1a Ce 3arnoUHe ApYyro aHTUXOJHHEPrUu4HO JIeYEHHE.
TepaneBTHYHHUAT eeKT Ha COU(DEHALIMH MOXKE /1a C€ MOHHKH NPH €IHOBPEMEHHO NPHII0KEHHE
Ha arOHUCTH HAa XOJIMHEPIrHYHUTE PELIENTOPH.

Bzauwooeucmesusi ¢ CYP3A4 u CYP2D6 unxuoumopi

EAHOBPEMEHHOTO NPHIOKEHHE HA CONH(EeHAUMH ¢ KeToKOHa307 (MoweH CYP3A4
HHXUOUTOP) (200 mg/aHeBHO) BoAK 10 1,4- u 2,0-kpaTHo noBuiueHue Ha C,,« U HA NJIOLITA
noa kpusara (AUC) Ha conudeHaumH, 10KkaTo KeTokoHaszon B ao3a 400 mg/AHEBHO BOH 10
[,5- 1 2,8-kpaTHo noBuwieHue Ha C,,, 1 Ha AUC Ha conudeHaumH.

EJAHOBPEMEHHOTO NPHI0AKEHHE HA TAMCYJIO3HH ¢ KETOKOHAa30. B j103a 400 mg/aHeBHO BOAM 10
2,2-u 2,8-kpaTtHO noBrlueHUe Ha Cpax 1 HA AUC Ha TaMCy/103HH, CbOTBETHO.

1BH KaTO €AHOBPEMEHHOTO MPUJIOKEHHE ¢ MOLLHKU HHXHOUTOPHU HAa CYP3 A4, KaTo KETOKOHA301,
PUTOHABHP, HEJIPHUHABHP U HTPAKOHA30J1 MOKE 1 10BE/1€ 10 MOBHLLIEHA €KCMO3ULIMSA KAKTO Ha
COJM(EHALIMH, TAKA U HA TAMCYJIO3UH, CONH(EHALIMHOB CYKLIMHAT/TAMCYJIO3UHOB XHAPOX
TpsAOBa J1a ce U3Mo/13Ba ¢ BHUMaHue B KOMOMHauKUs ¢ MOWHH CYP3A4 uHXHOHUTOPM.
ConUu(eHaLMHOB CYKLIMHAT/TaMCYJIO3HHOB XHAPOXJ0PK/ He TpsAOBa 1a ce npuiara 3
MOLLUHH CYP3A4 HHXHOMTOPH HA NALIMEHTH. KOUTO ca ¢bLo ¢ penoTun Ha cnadu C
MeTad0IM3aTOPH UK Beue U3noa3eaT MoHH CYP2D6 nHxuOuTopH.




EAHOBPEMEHHOTO NPHJIOKEHHE HA CONU(PEHALMHOB CYKLMHAT/TAMCYJIO3HHOB XH/IPOXJIOPHL €
Bepanamui (ymepeH CYP3A4 nuxuOutop) Boau 10 npudaunzutento 2,2-kpatHo nosuiieHue Ha C,,.
1 AUC Ha Tamcyno3uH v npudausutento 1,6-kpatHo nosuiieHue Ha Cmax u AUC Ha
conndpenauut. ConupeHauMHOB CYKLUMHAT/TAMCYI03MHOB XHIPOXJIOPH/L, TPAOBa /1a Ce M3M03Ba C
BHUMaHHE B KOMOMHALUA ¢ yMepeHU HHXUOUTOpU Ha CYP3A4.

EAHOBPEMEHHOTO MpunokKeHHe Ha TaMcy103UuH cbe cadus CYP3A4 unxubuTop ummeruaut (400
mg Ha BCeKH 6 vaca) BoaH 10 1,44-kpatHo noBuweHue Ha AUC Ha tamcynosuH, 10kato C,,,, He ce
npomeHs 3Ha4uMo. CoM(PEHALUMHOB CYKUMHAT/TaMCYI03HHOB XHAPOXJIOPH MOKE /14 CE€ U3MOJI3BA
cbe c1adu CYP3A4 uHxubutopm.

EAHOBpEeMEHHOTO MpUAOKEHHE HA TaMCYJ103UH ¢ MOLHUSA CYP2D6 uuxudutop napokcetut (20
mg/AHEBHO) BOAH 10 noBuiueHue Ha C,,,, 1 AUC Ha tamcy103uH 1,3- 1 1,6-KpaTHO, CbOTBETHO.
ConudpeHauMHOB CYKUMHAT/TaMCYJI03MHOB XHAPOXJ0pHa MosKe na ce uinonssa ¢ CYP2D6
UHXHOMTOpPH.

EgexkTbT Ha eH3uMHaTa MHAYKUHUS BbPXY (PapMaKOKUHETHKATA HA COJM(EHALIMH U TAMCYJIO3HUH HE
€ npoy4eH. bt KaTto costmpeHaurH 1 Tamcyno3uH ce metadbonusupar ot CYP3A4, ca Bb3MOKHH
papmakokuHeTHUHH B3aumoaencTBUs ¢ CYP3A4 unaykTopu (Hanp. pudamMnuiiMH) KOETO MOKe 1a
HamMaJlu Nja3MeHaTa KOHLUEHTpaUMs Ha COIM(EeHALUH U TAMCYI03HH.

Hpyveu ezauvooeiicmetist
CaeaHuTe TBbPACHHUA OTpa3aBaT MH(OpPMALIMATA, HAJIMUHA 34 OTAEIHHTE aKTHBHH BELIECTBA.

Conaundenaumn

- ConundenaunH moxke aa peayuupa epekra Ha IeKapcTBEHH NMPOAYKTH, KOUTO
CTUMYJIMPAT MOTOPUKATA HA CTOMALLHO-YPEBHHUSA TPAKT, KATO METOKJIONPAMKU/L H
LH3anpH/I.

- [n vitro npoy4BaHus CbC CONU(EHALHUH NMOKA3BAT, Y€ NPU TepaneBTHYHH KOHLEHTPALHH,
conudenauny He unxudupa CYP1A1/2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 uau 3A4. 3atosa
HE C€ OYAKBAT B3aUMOAEHCTBHSA MEXK/1Y COJU(DEHALIMH H JIEKAPCTBA, META0OIU3HPAHH OT
Te3u CYPeH3umu.

- [IppemMbT Ha connpeHaunH He usmens papmakokuHeTHKaTa Ha R-Bapdapun mnwm S-
BapapHH WIH TEXHUTE €(PEKTH MO OTHOLLEHHE Ha MPOTPOMOHHOBOTO BPEME.

- [IpemMbT Ha conudeHaunH He BiUuse BbpPXY (hapMaKOKHHETHKATa Ha JHTOKCHH.

Tamcy03uH

- EXHOBpEMEHHOTO NpUJIOKeHHe ¢ ApyrH anda |-aapeHopeuenTopHH aHTarOHUCTH MOJKe J1a
J10B€/1€ 10 XUNOTEH3UBHHU €(PEeKTH.

- In vitro, cB0OOHATA (PpaKkUUs HA TAMCYJI03MH B MJ1a3Mara Mpu Xopa He Ce NMPOMEHS OT
JAHaszenam., rnpornpaHoiol, TPUXJIOPMETHA3H/L, XJI0PMaAHHOH, AMUTPHITTHIIHH,
JUKJI0(EHAK, rNTMOCHKIIaMH/1, CHMBACTaTUH MU BapdapuH. Tamcyno3uH He npomeHs
cBOOO/IHaTa (PpaKkLUs HA JAHa3enam, nNponpaHoIoa, TPHXJIOPMETHAZUI HITH
XJIOpMa/IMHOH. JIuKkiogeHak v BapdapuH BCe Mak MoKe /1a 3aCHIIST CTEMEHTa Ha
€JIMMUHUPAHE Ha TAMCYJIO3UH.

- EAHOBpEMEHHOTO NnpUiokKeHHe ¢ Pypo3emMu1 BOAMU 10 cnajaHe Ha ria3mMeHHTe HUBA Ha
TaAMCYJIO3HH, HO ThH KaTO HUBATa OCTABaT B HOPMAJIHUTE FPAHULIH, CbBMECTHOTO
NPUIOKEHHE € MPUEMITHBO.

- In vitro npoy4yBaHUs € TaMCYJIO3UH MOKA3BaT, Ye NMPH TEPAneBTHUYHH KOHLIEHTPALIMH,
TamcyJi03uH He uHxHoupa CYP1 A2, 2C9, 2C19, 2D6, 2E1 unu 3A4. 3aToBa He ce oy
B3aMMO/ICHCTBHS MEKIY TAMCYJIO3UH M JiekapcTBa, MeTtadoau3upanu ot 1e3u CY,

- He ca HaOatonaBaHM B3aMMOAEHCTBHSA, KOraTo TAMCYJIO3HH C€ npu/iara
€/IHOBPEMEHHO C aTE€HOJI0J1, €HAJIANpPUIT WK TEO(PHUITHH.




4.6 @epruiHTeT, OPEMEHHOCT H KbpPMEHe

Depnutiiment

EdexTbT Ha CONMMpEHAUMHOB CYKUHMHAT/TAMCYI03MHOB XHAPOXJIOPH/1 BbPXY (DePTHIIMTETA HE €
ycTtaHOBeH. [ [poyuBaHHus BbpPXY KMBOTHH CbC COMU(PEHALMH WK TAMCYJIO3UH HE NMOKa3BaT
BpeaHHU e(PeKTH BbPXY (pepTHanTeTa H paHHOTO eMOPHOHATHO pa3BUTHE (BK. TOUuKa 5.3).

B KPATKOCPOYHH H ABJINTOCPOHHH KIIMHUYHH NPOYUYBAHHUA C TAMCYJIO3HUH Ca Haﬁﬂlﬂ,ﬂ,ﬂBﬂHH
HAPYLICHHA B CAKVJIAUHATA. ﬂpe*.«: [nepuoaa Ciaca paspciaBaHeTO 3a }'l‘lﬂTpﬁ‘ﬁﬂ ca CbOOLLaBaHH
CJIY4aH HAa HAPYLICHHUA B CAKYJIAUHUATA, pETpOrpajHa €dKyaaluda H HEBb3IMOYKHOCT 3a €AKYJlalHsl.

bpeviennocm u kvpyene
CosM(eHAUMHOB CYKLIMHAT/TAMCYJIO3HHOB XHAPOXJIOPH/1 HE € MOKa3aH 3a MPHI0KEHHE MPH KEHH.

4.7 Ed¢exTn BbpXy cnocoOHOCTTA 32 opHpaHe H padoTA ¢ MAIIHHH

He ca nposexxaanu npoyyBaHus 3a e(peKTUTE Ha CONU(PEHAUMHOB CYKLIMHAT/TaAMCY103HHOB
XH/IPOXJIOPH/1 BBPXY CMOCOOHOCTTA 3a wodupaHe U padoTa ¢ matiMHK. Bee nak, nauueHTure
TpsAOBa 1a ObAaT HH(POPMHUPAHH 3a Bb3MOKHATA MOSBA HA 3aMaiBaHe. 3aMbIJIEHO 3peHHE, YMOpa U
HEYECTO COMHOJIEHTHOCT, KOUTO MOKE€ HEraTUBHO /1@ MOBMUAAT HA CNOCOOHOCTTA 3a WwodupaHe H
padoTa ¢ MalKHHU (BK. TOUKa 4.8).

4.8 HexkeaHu IeKAPCTBEHH PeaKIHH

Peziome na npogpuia na oezonacnocm

ConuneHaunHOB CYKUMHAT/ TAMCYJI03MHOB XHAPOXJIOPHI MOKE Ja NPHUUHH AHTHXOJHHEPrHYHH
HEXKEJIAaHU PeaKLIMH, KaTO LUSAJIO C JIeKa 10 yMepeHa TexecT. Hai-uecTo ¢cbobuiaBaHUTE HeXKelaHU
peaKLHH MO BPEeMe Ha KIIHHUYHUTE MPOYUYBaHHUS. MPOBEJAECHH 3a pa3padoTBaHe HA KOMOMWHaLUATa 6
mg coJin(peHaMHOB CyKUMHAT/0,4 mg TaMCyJIO3HHOB XH/APOXJIOPK/ ¢ca cyxoTa B ycTara (9,5%),
nocsieBaHa ot 3anek (3,2%) 1 aucnencus (BKIOUHMTENHO KopeMHa donka; 2,4%). pyru yecTu
HEJKeJIaHH PeaKkLMH ca 3aMasHOCT (BKJIKOUHUTENHO cBeTOBBbpTEXK: 1,4%), 3ambrieHo 3penue (1,2%),
ymopa (1,2%) u napylueHus B eskynaumaTa (BKJIKOUMTENHO peTporpaaHa eskynauus: 1,5%).
Haii-cepro3HaTa HexkenaHa leKapcTBEHA peaKuus, KOSTo € Hal/110/1aBaHa 1o BpeMe Ha JieueHHe ChC
CONU(peHaAUUHOB CYKLIMHAT/TAMCYJI03UHOB XHPOXJIOPH/L B KJIMHHUYHH MPOYYBaHHs, € OCTpa
peTeHuUMs Ha ypuHa (0,3%, HeuecTo).

Crnucvk na nedcelranume peakyu 6 mao.1uyel 6o

Konona ..Yectora conndeHaunHOB CyKUHHAT/ TaMCYJI03MHOB XHAPOXJI0pKL "' Ha Tabnuuara no-
J0J1y OTpa3siBa HEKEJIAHUTE JIEKAPCTBEHHU PeaKkUMHK, KOUTO ca HaOMK01aBaHHU MO BpeMeE Ha
JBOHHOCJIENH KJIMHUYHH MPOYUYBAHUA, MPOBEKIAAHHU 3a pa3padoTBaHe HA COTU(DEHALIMHOB
CYKLIMHAT/TaMCYJ103HHOB XHAPOXJI0PHA (OCHOBAHH HAa CHOOLLIEHUS 3a CBbP3aHH C JICUEHHUETO
HEXKEJIAaHU peaKL MU, KOUTO ca ChbOOLLEHHU OT MOHE JIBaMa NalMeHTa U HACTBLIKIIK ¢ YecToTa no-
BMCOKA OT Ta3H 3a ruiauedo B ABOHHOCIEINUTE NMPOYUBAHHS ).

Kononure ..uectora 3a conupeHaunH" u . HecToTa 3a TaMCyJ1031H" OTpa3aBaT HeXKeTaHUTEe
nekapcTBeHH peakuvu (HJIP) noknaaBanu npeam ToBa ¢ € AMH OT OTACJHHUTE KOMIOHEHTH KOUTO
MOJKE CbLLO /1a HACTBITAT MPH MOJIyYaBaHE HA COJIM(PEHALMHOB CYKLIMHAT/TAMCYJI03HHOB
XHAPOXJIOPH/1 (HAKOHW OT TAX He ca HaOJI01aBaHH 0 BpEME Ha nporpamMara 3a KIHHHYHO
pa3zpaboTBaHe Ha COJH(PEHAUMHOB CYKLIMHAT/TAMCYJIO3HHOB XH/IPOXJIOPH).




Cucrema Opraun Knac (COK)/
npeanouurTan repmun (I1T)

Yecrora na HJIP,
HAOJIIOTABAHA MO

Yecrora na HJIP, nadawaasana ¢

OTAC/IHHTE BelleCcTBA

BpeMe Ha Commdenaunn Smg | Tamcynosun
paspadorBaHe HA in 10 mg# 0,4 mg#
COTH(eHAUHHOB
CYKIHHAT/TAMCY.J10-
3HHOB XHAPOXJIOPH]
Undexkunn n nudpecranum
UH(peKuHus Ha ypUHApHUS TPAKT HeuectH
Lincrur HeuecTH
HapyumieHnss HA HMYHHATA CHCTEMA
AHa(hUIAKTHUHH peaKLIHH C Heu3BeCTHa
yecrora*
Hapywenns Ha meTabo/iH3Ma H XpaHeHeTO
[ToHW)KEH aneTuT C Heu3BecTHa
yectora *
XHUMepKaJHeMHus C Heu3BecTHa
yectora *
[Icuxnunn HAapywIeHHsA
XanouuHauus MHoro peaku™
CbcTOAHHE HA OOBPKAHOCT MHuoro peaku™®
Jlenupuym C Heu3BeCTHa
yectoTa *
Hapyuwienusi HA HepBHATA CHCTEMA
3amMasiHOCT Hectu Penku™ HectH
COMHOJIEHTHOCT HeuecTtH
Jlucresus HeuecTH
[‘naBobonue Peaku™ HeuecTw
CuHkon Penku
Hapymenus Ha ounTe
3aMbIJIEHO 3peHHe Yectu HectH C HeusBecTHa
yectora™
UHTpaoneparuseH @aonu C HeusBecTHa
Upuc cunapom (MOHUC) yectoTa™**
Cyxora B ouuTe HeuecTH

[ naykoma

C Heu3sBeCTHA
yecrtora*

3pPUTENHH HAPYLLIEHHUS

IC Heu3BeCTHa
yectora*®




Cucrema Opran Knac (COK)/ YectoTa Ha HJIP, Yecrora na HJIP, nadwoaasauna ¢
npeanouutan repmun (IT) Ha0J/I1I01aBAHA MO OT/IeJIHHTE BellecTBA
BpEME Ha Coanpenaunn Smg | Tamcynosun
pa3padoTBaHe Ha n 10 mg# 0,4 mg#
CO/IH(peHAUHHOB
CYKUHHAT/TAMCY.10-
3HHOB XH/APOXJIOPH/

Cobpaeunn HapymeHus

[lannuTauum C Heu3BeCTHa HeuecTH
yectora™

Torsade de Pointes C Heu3BecTHa
yecrora™

QT yavikasane e C Heu3BeCTHa

€JIEKTpPOKapAHOrpamara yectora™

[ IpeacbpaHO MbKaEHE C Heu3BecTHa C Heu3BecTHa
yectora™ yecTtora™

ApUTMUS C Heu3BecCTHa

yectora*

Taxukapaus C Heu3BeCTHa C Heu3BecTHa

yectoTa* yectora™

Cb10BH HApYLIEHHS

OpTocTaTHyHa XHITOTOHHS HeuecTH
PecnnHpaTOpHH, rpbAHH H MeJHACTHHAJIHH HAPYIIEHHSA
Punur HeuectH
Cyxora B Hoca HeuecTH
JlucnHes C HeusBecTHA
yectora™
Jlnchonus C Heu3BecTHa
yecrora™
EnuTakcuc C HeusBecCcTHa
yectora™

CToMamIHO-YpeBHH HAPYUICHHS

Cyxora B ycrara YecTu MHoro uectu
Jlucnencus YecTwH YecTu
3anex Yectu Yectu Heuectu
['aneHe YectH HeuecTH
KopemHa 0onka YecTu
[ acTpoesodareanna HeuecTu
pedykcHa GoiecT
Jlnapus HeuecTwu
CyxoTa B Ir'epJ1oTO HeuecTtH
[loBpbluaHe PeIKU* HeuecTH
OOCTpYKLHS HA KOTOHA Pe1KH N
3aapbCcTBaHe ¢ (peKauu Pe/1KH
Hneyc C Heu3BecTHa

yectora*




Cucrema Opran Kaac (COK)/
npeanountan repmun (I1T)

Yecrora na HJIP,
Ha0./1101aBAHA 10
BpeMe Ha
pa3padoTBaHe HA
co/inpeHAHHOB
CYKUHHAT/TAMCY.10-
3HHOB XH/APOXJIOPH/

Yecrora va HJIP, nad1onasauna ¢
OT/CJIHHTE BelecTBa

Cosmmpenanunn Smg | Tamcynosnn
n 10 mg# 0,4 mg#

Kopemen auckomdopt

C Heus3BeCTHA
yecrtora™

XenaTooOHJHAPHH HAPYLUIEHHSA

YepHoapoOHO HapylUeHHE C HEeHU3BEeCTHA
yectora *
AOHOPMHHU HU3CJIe/IBAHUS HA C Heu3BeCTHa
YEPHOAPOOHH (PYHKUMH yectora *
HapyumeHnns HA KOKATa H NOAKO/KHATA ThKAH
[Ipypuryc HeuecTH Peaku™ Heuectu
Cyxa Koxka HeuecTH
O0puB Penku * HeuectH
Yprukapus Muoro peaku* Heuectu
AHruoeaem MHoro peaku™ Penku
Cunapom Ha Stevens-Johnson MHoOro peaku
Epurema myntudopme MHoro peaku* C Heun3BecTHa
yectora®
ExcdonuatuseH aepmatur C HeHu3BeCTHa C Heu3BeCTHa
yecrora * yectoTa *
HapymeHnst HA MYCKY/JIHO-CKEJIETHATA CHCTEMA H ChbeIHHHTE/IHATA THKAH
MycKyJiHa ¢1adoCcT C Heu3BecTHA
yectora *
Hapymenus Ha ObOpenHTe H NHKOYHHTE MbTHINA
Y puHapHa peTeHuus *** HeuecTH Penku
3aTpyaHEHUS MPH YPUHUPAHE HeuecTH
buOpeuHo yBpexknaHe C HeU3BeCTHa
yectora*
Hapymenus Ha Bb3NPOH3BOAHTE/IHATA CHCTEMA H I'bpAATA
HapyuwieHus B eskynaumsra., YectH Yectw
BKJIKOUHUTEJIHO peTporpajHa
€AKYJIalUMsd W HEBb3MOKHOCT
3a eAKYJIaums
[Tpuanusbm MHOro peaku
O0mH HApYIIeHHA H e(PeKTH HA MSICTOTO HA NPHJIOKEHHE
YmMmopa Yectu HeuecTH
[TepudepHu oToum Heuectu

ACTEHHUH




#: HJIP na conndenaunu v Tamcyno3nH, BRIOYeHH B Ta3u tadanua, ca HJIP, onucann B kparkure
XapakTepPHCTHKH HA /1BaTa NPOAYKTA.

*: 0T CbOOLIEHHS B NOCTMAPKETHHIOBIA NepHoa. Thil KaTo Te3M CNOHTAHHO CbOOILEHH CHONTHA ca
OT MOCTMAPKETHHIOBHA ONUT B CBETOBEH Malllad. yecToTaTa Ha peakUHHTe 1 POasATa Ha
COJIM(EHALMH MIH TAMCYJI03HH W TAXHATA NPHYMHHA BPb3Ka He MOrar J1a 0bJaT HadekKIHO
OMNpeaeneHH.

*¥. 0T CbOOLUEHHS B MOCTMAPKETHHIOBUA NEPHO, HAOIKO1aBaAHM 10 BPEME Ha OnepaLlms Ha
KaTapakTa Wi rjiayKkoma.

®EE BHKTE TOUKa 4.4.

Hvbi1eocpouna 0e3onacHocm Ha coaihenayunos CyRyuHam/ mamcy.103UHo8 Xuopox.10pio
[IpopunbT HA HEXKENaHW peakuMH. HaONKO1aBaH ¢ JleueHHe 10 | roaMHa. € no00eH Ha TO3H.
HaOoaaBaH npu 12-ceamuunure npoyusaHua. KomOuHaumsta ot conudpeHalmHoB
CYKUHMHAT/TaMCYJI03HHOB XHAPOXJIOPU C€ MOHAcs A00pe U NpOoAbIKUTE/IHATA My yrnoTpeda He ce
CBBP3Ba ¢ CNEUH(PHUYHH HEXKEIAHH PeakLMH NPH AbJATOCpoUHa ynoTpeoda.

Onucanue Ha onpeoeieHU HeXCeIdn Peaxtji
3a 3a/pb’KKa Ha YPUHA BHKTE TOUuKa 4.4,

Cmapuecka ev3pacm

TepaneBTHyHHUTE NOKa3aHUA HA CONU(PEHALMHOB CYKLIMHAT/TAMCYI03MHOB XHAPOXJIOPH/. YMEPEHH
10 T€XKKH CUMIITOMU HA CbXpaHEeHHE (HEOTJIOKHOCT, MOBHULLIEHA Y€CTOTA HA VPUHUPAHE) U CUMIITOMH
Ha H3Mnpa3BaHe, CBbp3aHH ¢ J00pokavecTBeHa npoctatHa xunepnaaszus (J1I1X) ca 3adonsBane
3acArailo MbXKe B cTapyecka Bb3pacT. KnIMHUYHOTO pa3zpadoTBaHe HA KOMOMHALIUATA
COJIM(PEHALMHOB CYKLIMHAT/TaMCY103UHOB XHAPOXJIOPH € HAMpaBeHO MPH MaLMUEHTH HAa Bb3PacT OT
45 10 91 roauum, cbe cpeHa Bb3pacTt oT 65 roaHu. HexkenaHuTte peakuuu B nonyJiaumara B
CTapyecka Bb3pacT ca NoA00HHU Ha T€3W Ha Mo-mJiajaTa nomyaalus.

CboOLuaBaHe Ha NOA03UPAHH HEKEJIAHW PeaKLIMK

CboOuiaBaHeTO Ha NOJA03UPAHU HEXKETAHH peaKLIMK CJie]l pa3peluaBaHe 3a yrnorpeda Ha
JIEKAPCTBEHUS MPOAYKT € BaKHO. T0Ba no3BosBa aa NpoabJiku HaOIKOAEHHETO Ha
CbOTHOLLUEHHETO M0J3a/PUCK 3a JIEKAPCTBEHUSA NMPOAYKT. OT MEAHLMHCKHUTE CMIELIMATTUCTH Ce
M3UCKBA /1a ChOOLIABAT BCAKA M0103MpaHa HEJKe/laHa peaKuus ype3s

HM3nmbaHUTEIHA areHUMs 110 JieKapcTBara

ya. .Jamsn 'pyes™ Ne 8

1303 Codus

Ten.: +359 2 8903417
yeOcanT: www.bda.bg

4.9 Ilpeaosupane

Cuvnmomu

[Ipeno3rpaneTo ¢ KOMOMHAUMATA OT CONU(PEHAUMH H TAMCYI03HH MOXE NOTEHLMAJIHO /14 10BE/1€
10 T€KKH aHTUXOJMHEPrHYHU €(PEKTH MUIKOC OcTpa XUnoToHus. Hai-BUcokaTa 103a npuera
C/1y4aHHO MO BpeMe Ha KJIMHHYHO MPOyyYBaHe, CbOTBETCTBA HA 126 mg conudeHalmHOB CyKLUMHAT
1 5.6 mg TaMCYJIO3MHOB XH/ApoxJaopua. Ta3zu 103a ce noHacs ao0pe. ¢ jieka cyxoTa B ycTara 3a 16
JHW KaTO €IMHCTBEHA NOK/Ia/1BAHA HEXKE/1aHA PeaKLIUA.

Jlevenue
B cnyuai Ha npeaosMpaHe ¢cbe CoIMpeHauUnH U TaMCYJI03MH HA nauueHTa TpsadBa na ce aaje

aKTHBEH BbriieH. CTOMallHa NPOMHMBKA € LejecboOpa3Ha, ako ce Hanpaeu 10 | yac, HO He TpaOBa
J1a ¢ NpeAU3BUKBA MOBPbBIIAHE.

KakTo U npu Apyrure aHTUXOJMHEPrUYHHK CPeICTBA, CHMIITOMMUTE Ha Npe103upaHe
KOMITOHEHTATAa COJHU(EHALMH MOXKE /1a Ce JIEKYBAT MO CJIe/IHUS HAYHH:

- Texkure HECHTPAJIHH AHTUXOJIHHEPIrHYHH E‘[l)E.'I{TH., KaToO XaJIOUHHALIUH HJTH C



Bb30V7K1aHe: npuaara ce: PU30CTUrMHUH KW KapOaxoul.

- KOHBYJICHH MJIH CHITHO H3pa3eHO Bb30YKAaHE: JIeUeHHe ¢ OEH301Ha3eNuH.

- JluxaresHa He10CTATBYHOCT: NMPaBH C€ U3KYCTBEHO JHLLIAHE.

- Taxukapaus: nekyBa ce CHMNTOMATHYHO, aKO € HeoOX0aAuMO. beta-0nokepure TpsaGBa 1a ce
U3M0J3BAT ¢ BHUMAHHE, ThbH KATO €1HOBPEMEHHOTO MPE103HUPaHE C TAMCYJI03HH MOZKE /1
[pe/an3BUKa TEKKA XUITOTOHMS.

- 3aabpskaHe Ha ypUHA: MPaBH ce KaTeTepu3alims.

KakTo W npu apyrurte aHTUMYCKapMHOBH Cpe/ICTBA. B CJIy4ai Ha npeao3upaHe, TpsaOBa ja ce
OOBbpHE CMNEeLHAIHO BHUMAHHUE HA MALMEHTH C U3BECTEH PUCK OT yab/kaBaHe Ha QT-uHTepBana
(Hanp. XHNoKaaueMHus., OpaaHKapaAUs U €1HOBPEMEHHO MPUJIaraHe Ha JIEKApPCTBEHHU MPOAYKTH, 32
KOWUTO € U3BECTHO, Ye yab/iKasaT QT-uHrepBaa) M nNpu TakKMBa CbC CbNBTCTBALLM ChpP/A€YHH
3a00J11BaHUS (HAnp. HCXEMHUS HA MHOKap/a, apUTMHS, KOHFeCTHBHA Cbp/IeYHa HEJOCTATHYHOCT).

OcTpaTa XHIMOTOHHUSA, KOATO MOYKE Ja HACTBIHU Ciell Npeao3HpaHe rnopajiu CbCTaBKaTa TaMCYJI031H,
TpAOBA J1a ce TpPeTHpa CUMNTOMATHUYHO. Mallko BEpOATHO € XeMOoaHaln3a Ja Ob/e rnoJiesHa, Thii
KaTO TaMCYJI03UH € CBbP3aH BbB BUCOKA CTEMNEH C MJa3MEHUTE MPOTEUHH.

- G®APMAKOJIOT'HYHU CBOUCTBA

5.1 dPapmMakoaIHHAMHYHH CBONCTBA
®apmakoTtepaneBTHuHa rpyna: aadga-aaperHopeuentopHu aHtaroHucTi, ATC kon: GO4CAS3

Mexanuszvm na oetcmee

ConungeHallMHOB CYKCHHAT/TaMCYJIO3MHOB XHU/APOXJIOPUI € KOMOUHHMpaHa TabJeTKa, ChabprKalla
1B€ aKTUBHH BELUECTBA COMM(PEHAUMH M TaMCYJI03HH. Te3u NpoayKTH ca HE3aBUCHUMHU H C
JOMBbJIBALLL C€ MEXAHW3bM Ha €MCTBHUE 3a JIEYEHHE HA CUMITTOMHU Ha JIOJIHUSA YPUHAPEH TPaKT
(CAYT). cebp3anm ¢ AI1X ¢cbc CUMNTOMH HA CbXpaHEHHE.

ConM@peHaunH € KOMNETUTHBEH M CEJIEKTUBEH aHTAarOHUCT Ha MYCKAPUHOBHMTE PELIENTOPH H
HAMA 3Ha4YUM e(eKT 3a U3MUTBAHKU PA3IUYHU JIPYTH PELENTOPH, €H3UMH U HOHHH KaHaJIH.
ConudeHaunH uma Hal-roisM apUHHUTET KbM MYCKapUHOBHUTE M3-peLienTopH, nociae/1BaHH
OT MyckapuHoBuTe M1- 1 M2-peuentopw.

Tamcynosun e andal-aapeHopeuentopeH (AP) antaronucT. TOMH ce CBbp3Ba CENEKTHBHO H
KOMMETHTHBHO € MOCTCHHANTHUYHUTE a(al-aapeHopeLenTopH. No-CNeUHaIHO ¢ NOATHN andaa U
aipaip M € MOLLIEH aHTArOHUCT B TbKAHUTE HA JIOJIHUS YPUHAPEH TPaKT.

Dapmarxoounamuunu eghekmau
Tabnerkute TamcyHopm KomOH ce cbCTOAT OT JIB€ aKTHBHH BELLIECTBA C HE3aBUCHMH M
nombiasau ce epextu npu CUIIT, cebp3Banu ¢ JII1X cbc cHMNTOMM Ha CbXpaHEHHE:

- ConudeHnaunn noaodpsea pyHKLUHOHATIHUTE NPOOIEMH B CbXPAHEHHETO, CBbP3aHH C He-
HEBPOHHO OCBOOO/1EH ALIETH/IXOJIMH, aKTUBHpaLL M 3-peuenTopuTe B MUKOYHUS MEXYD.
He-HeBpOHHO OCBOOOAECHHUAT aUETHIXOJIMH H30CTPS CEH30PHUTE (PYHKLIMK HA ernuTe1a Ha
YPHHAPHHUS TPAKT H C€ NPOABABA KATO HEOTJOKHOCT H HECTO YPHUHHUpPaHE

- Tamcyno3uH noaodpsaBa CHMNTOMUTE HA M3MNpa3BaHe (MOBULLIABA MAKCUMAJIHATA CKOPOCT
Ha ypUHHUpaHe) ype3 odsieKyaBaHe Ha OOCTPYKUMATA NOCPE/ACTBOM OTNYCKaHe Ha
r1aJIKUTe MYCKYJIU B NpocTarara, LMHKaTa Ha Mexypa W ypetpara. Tol cbuo noaodpssa
U CUMIITOMHUTE HA CbXPaHEHHE

Kiunuuna edhexmusnocm u oezonacrnocm
EjukacHocT € noka3zana B nuaoTHO (¢asa 3 npoyusane npu nauneHTH cbe CJIII. ¢
JIITX cbe cumnTomu Ha u3npazaHe (OOCTPYKTHBHH) U MOHE CJIE€HOTO HUBO HA CH
CbXpaHeHHWe (UpUTATUBHU): =8 ypuUHUpaHUs/24 yaca u >2 enu30/1a Ha HEOT/I0WKH



ConunpeHaumHOB CYKUMHAT/TaMCY103HHOB XH/APOXJIOPH.T MOKA3BA CTATHCTHYECKH 3HAYUMO

M0 100pE€HHE OT U3XO/HO HHUBO /10 Kpasi HA MPOYYBAHETO B CpaBHEHHE ¢ MiaLedo Mo OTHOLIEHHE
H Ha 1BETE MbPBUYHH KPaHHKW TOUYKH. 0o0LLaTa OLUEHKA MO MEAKIYHAPO/1HATA CKaJla 3a OLEHKA Ha
npocratHuTe cumntTomu (International Prostate Symptom Score, IPSS) u o6iara ouenka
OTHOCHO HeoTJoskHOCTTa M vyectoTata (Total Urgency and Frequency Score. TUFS) u no
OTHOLLEHHE HA BTOPHUUHHUTE KPAHHH TOUYKH HEOTJIOKHOCT, YECTOTA HA YPHHUPAHE, Cpe/IeH
OT/I€/IeH 00eM 3a ypHHHUpaHe, HUKTYpus, PSS cyOckop 3a u3npaseane (IPSS voiding sub-
score). IPSS cyOckop 3a cbxpanenue (IPSS storage sub-score). IPSS 3a kauecTBo Ha KHUBOT
(IPSS quality of life (QoL)), ckop Ha npobsemuTe BbB BLIPOCHHUKA 3a CBPbXAKTHBEH MUKOYEH
mexyp (Overactive Bladder questionnaire (OAB-q) Bother score) u OAB-q ckop 3a cBbp3aHo
CbC 3paBeTo KayecTBO Ha KHUBOT (OAB-q Health Related Quality of Life (HRQoL) score).
BKJIFOYHUTETHO BCHUYKH BH/10BE CYOCKOPp (3a NpeoaoisBaHe Ha TPYAHOCTH, TPEBOra, CbH H
COLIHAJIEH).

ConM(peHaUHHOB CYKLMHAT/ TAMCYJI03HHOB XHAPOXJIOPH/I MOKa3Ba NMo-100p0 B CpaBHEHHE C
tamcynosuH OCAS nonoOpenue Ha Total Urgency and Frequency Score, kakTo v no
OTHOLLEHHE Ha YeCcTOoTaTa Ha YPUHHPAHE, CPEAEH OT/Ae/IeH 00eM 3a €1HO YPHHHPAHE H MO
oTHowieHHe Ha IPSS cyOckopa 3a cbxpaHenune. ToBa ce npuapykasa OT 3HAUYMMH MOA00PEHHS B
oo ckop Ha IPSS QoL u B 06wmns ckop Ha OAB-Q HRQoL. BKIOUYMTENIHO BCHUKH BHI0BE
cyockop. OcBeH TOBa. COTM(PEHALUMHOB CYKLMHAT/TAMCYJI03HHOB XHAPOXJIOPH/L, KAKTO CE

OYaKBa, € He Nno-mMajko eukaceH ot tamcyao3ud OCAS no otHoleHue Ha oOuus IPSS
(p {0,001 ).

5.2 ®DapMAKOKHHEeTHYHH CBOHCTBA
CoaundeHaunHoB cykumMHaT/ TaMCya03MHOB XHAPOXJIOPH/L

Uudopmaumsara no-ao1y npeacrass papMaKOKHHETHUHHTE NapaMeTpH ¢jiejl MHOTOKPATHO 103UpaHe
Ha COJIM(PEHALUMHOB CYKLIMHAT/TaMCYI03UHOB XHIPOXJIOPH/IL.

[IpoyuBaHe 3a OTHOCHUTEIHA OMOHAJIMYHOCT NMPH MHOTOKPATHO JA03UpaHe MoKas3pa, ye
[MPHI0KEHHUETO Ha COJIM(PEHALMHOB CYKLIMHAT/TaMCYJI03UHOB XH/IPOXJIOPH/L BOJIM 10 CpaBHMMa
€KCMO3HLIHUA Ha Ta3K C/ie1 € AHOBPEMEHHO NMPUJIOKEHHUE Ha OTAEIHH TadNeTKHU coHdeHallHH U
TamcyJio3uH OCAS B ¢cblIaTa J03a.

Aocopoyus

Cnen MHOroKpaTHO 103MpaHe Ha CONM(PEHALMHOB CYKLIMHAT/TAMCYJI03HHOB XHAPOXJIOPH/L, tyax HA
conrdeHaurH Bapupa mexkay 4,27 yaca v 4,76 4aca B paziHUHHUTE NPOYUBAHHUSA: tymax HA
TaMCyJIO3WH Bapupa mexay 3,47 yaca u 5,65 vaca.

CboTrBercTBaLMTE CTOMHOCTH Ha C,,, 3a conudeHauuH Bapupat mexay 26,5 ng/ml u 32,0 ng/ml,
nokato C,,,« Ha TamMCcyJ103MH Bapupa Mmexay 6,56 ng/ml u 13,3 ng/ml. CroiinocTure Ha AUC Ha
cosiMpeHaumH Bapupat mexay 528 ng.h/ml u 601 ng.h/ml, a 3a tamcynosun mexay

97,1 ng.h/ml n 222 ng.h/ml. AGcontoTHaTa GHOHATMUHOCT Ha CONUPEHALMH € NPHOIU3UTETHO
90%, nokato 3a TamMcyJ1034MH ce ouakBa aa ce abcopoupart 70% no 79%.

[lpoBeieHO € npoyuBaHe Ha €(PEKTA OT XPAHEHETO MNPHU €AHOKPATHO /103MpPaHe CbC COTU(PEHALIMHOB
CYKLIMHAT/TaMCYJI03HHOB XH/POXJIOPH, NPHET Ha r1aaHo, ¢Jie] HUICKOMAc/IeHa, HUCKOKAJIOpHYHa
3aKyCKa M CJle]1 BACOKOKAJIOPHYHA 3aKYCKa C BUCOKO Cb/AbpyKaHHe Ha Ma3HUHH. Crief
BUCOKOKAIOPHYHA 3aKyCKa C BUCOKO CbAbPKAHHE HA MA3HHHHU ce HaOoaaBa 54% yBennueHue Ha
Cinax 3@ TAMCYJIO3MHOBHUS KOMITOHEHT HA COMU(EHALIMHOB CYKLIHHAT/TAMCYJIO3UHOB XHAPOXIOPH/L B
CpﬂBHEH He CbC CBCTOAHHETO Ha riaaHo. A1okato AUC ce yBesiMuaBa ¢ 3_1% Huckokanop

BHCOKOKAJIOPHYHA 3aKYCKa C BUCOKO CbAbpPiKAHHE HA MA3HHUHH.

EnHOBpeMEHHOTO npuiiokKeHHe Ha cosindeHalHH U Tamcyno3uun OCAS Boau a0 1.1
noBuiieHHE B Cyax HA TAMCYJI03UH U 1,24-kpaTHOo nouiuenue B AUC Ha TaMcy/103u



¢ AUC na tadnerkara tamcyno3znud OCAS npunoskeHa camoctosTeHo. Hama uHaMKkaumu 3a eerT
Ha TaMCYJIO3UH MO OTHOLWIEHHE Ha (hapMaKOKMHETHKATA Ha COJH(EHALIHH.

Enviunupane

Crien € AIHOKPaATHO MNPHI0KEHHE HA CONU(PEHAUMHOB CYKUHHAT/TAMCY/I03HHOB XHPOXJI0PHI t) > Ha
coaudenaumH e B ooxeara ot 49,5 yaca 10 53.0 yaca, a Ha Tamcyn03uH € oT 12.8 uaca no 14.0 vaca.
MHorokpartHo no3upaHe Ha Bepanamui 240 mg BeAHbK AHEBHO, NPUIIOKEH €1HOBPEMEHHO C
COJIM(PEHALMHOB CYKLIMHAT/TAMCYJIO3MHOB XHAPOXJI0pHa  BoaH 10 60% noBuineHue B Cax U 10
63% nosuwenure B AUC 3a conudenaumnt, 10kato Cax Ha TAMCYIJI03MH ce noBuiuasa 10 115%, a
AUC no 122%. Te3u npomeHu B Cay 1 AUC He ce cuMTar 3a KJIMHUYHO 3HAYUMMU.

[lonynaunoHeH (papMakOKMHETHUYEH aHAJIM3 Ha AaHHUTE OT (ha3a 3 nokaspa, ue
UHTPauH/IMBHIAYaHaTA BApHaAOMUIHOCT HA (DAapMAKOKMHETHKATA HA TAMCYJIO3MH € CBbp3aHa ¢
Pa3JIMKH BbB Bb3PACT, PbCT U MJIA3MEHUTE KOHLEHTPALMH Ha o | -KKUCe rMUKONPOTEHH.
[lokauBaHETO HA BBL3PACT M HA (| -KUCEN MMKONPOTEUH ce cBbp3Ba ¢ nopuiieHue Ha AUC, nokaro
MOBHLLIEHHETO B pbCTa ce cBbp3Ba ¢ NOHUWKEHHE B AUC. ChiumsaTt Gpaktop BOAMU 10 NOA0OHH
MPOMEHH BbB (papMaKOKUHETHKATa Ha coNU(eHalMH. B 10mb/HeHHE, NOKAYBAHETO HA rama-
rJIyTaMUH TpaHCIenTraa3ara ce CBbp3Ba ¢ Mo-BMCOKH CTOMHOCTH HA AUC. Te3u npomenn B AUC
HE CE€ CUMTAT 3a KJIMHHYHO 3HAUYHMH.

Undopmaums 3a oT1eHUTE AKTUBHHU BELLECTBA, M3MOJI3BAHH B NPOAYKTH C €1HO BELLECTBO,
3aBbpLUBa (PAPMAKOKMHETHYHUHMTE CBOMCTBA HA COM(EHALIMHOB CYKLIMHAT/TAMCYJI03HHOB
XHIPOXJIOPHL.

CoaundeHaumnH

Aocopoyus

3a conupeHaunH TabNeTKH t,,,« He 3aBMCH OT 103aTa U HacTBbINBa 3 10 8 yaca cjiel MHOrOKpaTHO
nosupane. C,,, 1 AUC HapacTBaT nponopuroHasHo Ha jao3arta mexay 5 10 40 mg. AGcomoTHaTa
OHMOHAJTMYHOCT € NpUOan3UuTEeIHO 90%.

Pasnpeoeaeniue

[IpyBHAHUAT 00eM Ha pasnpeaeneHue Ha COIU(EHALHH C1e1 HHTPABEHO3HO MPHIIOKEHHE €
npuoausurenno 600 L. [Tpubnausurenno 98% ot conudeHaumH e CBbp3aH ¢ NIa3MEHUTE
[MPOTEHHH, NTABHO O | -KMCEN MTMKOMPOTEHH.

buompancdhopmarus
CosmpeHaumH uma MalTbK e(peKkT Ha MbpBO NMpemMUHaBaHe, KaTo ce Mmetadonu3upa 6aBHO.

ConudeHaumH ce MeTadonn3upa eKCTEH3UBHO B YepHUs 1po0. rnasHo ot CYP3A4. OcseH ToBa
CbLUECTBYBAT U aJTEPHATHBHH NbTULLA HA METADOIU3BbM, KOUTO MOraT /1a JIONpHHecaT 3a
MeTadoIM3UpaHeTo Ha cosipeHaunH. CUCTEMHHUAT KIIMPBHC HA conudeHalHH e okono 9,5 I/h.
Cnen nepopasieH npuem, B ruiazmMara ca MaeHTH(GUUUpaHH eIMH (papMaKkoNOrHuHO akTHUBEH (4R-
XHJIPOKCH CONU(eaHLLIUH) U TPU HEAKTUBHU MeTadoauTa (N-rnmokyponun, N-okcua u 4R-
XHAPOKCH/I-N-OKCH/1 Ha COJIM(DEHALMH) B J1OMbJIHEHHE KbM COIM(EHALIHH.

Ervvunupane

Cnen enHokpaTtHo npunarave Ha 10 mg [Genssan ¢ C'*])-conudenaumnn, okono 70% ot
PaJIMOAKTUBHOCTTA C€ OTKpUBa B ypuHata v 23% BbB (pekanuute cnea 26 aHu. B ypunara
npudaun3uTesHo 11% oT paaAHOaKTUBHOCTTA c€ OTKPUBA KATO HEMPOMEHEHO AaKTHBHO BELLECTBO;
oKko0J10 18% kato N-okcua metadonut, 9% kato 4R-xuapokcu-N-okcua metadonut u 8% karto 4R-
XUJIPOKCH MeTadONUT (AKTUBEH META0OJIHT).

lamcyno3uH
Aocopoyus
3a tamcyno3uH OCAS, t,,,. HacTbnBa 4 10 6 yaca cjie1 MHOrOKpaTHo J103upaHe Ha 0
Ciax H AUC HapacTBat nponopunoHaiHo Ha ao3ata mexay 0,4 u 1,2 mg. Adcoso
OMOHAIMYHOCT C€ U3UMCAABaA NPUOIH3UTENHO 0KO.10 57%.

—



Pasnpeoe.ieniie

O0embT Ha pa3znpeaeeHHe Ha TAMCYJI03HH CJ1€/1 MHHTPABEHO3HO NPHI0KEHHE € 0K0J10 16 1.
[ IpuOamn3urento 99% ot TamMcyJI03UH ce CBBP3BAT C M1A3MEHUTE NMPOTEUHHU. NPEeaUMHO ol -
KHUCEJl MTHKOMPOTEUH.

buompancopmaris

Tamcyno3uH uma cnad edext npu NMbpBO NpemMUHaBaHe, Kato ce Metadonu3upa 6aBHo. TaMCcyn03UH
ce MeTadO0/IU3UpPa €KCTECH3UBHO B YepHUs Apo0., npeaumMHo oT CYP3A4 u CYP2D6. CucteMHUsT
KJIMPBHC HA TaMCYJI03UH € oKkou10 2,9 1/h. [lo-rossimaTta 4yacT oT TaMCyJ103HH NPUCHCTBA B Mj1a3Mara
noa (popmarta Ha HENMPOMEHEHO AKTUBHO BELLECTBO.

HuTo e1MH OT METAdOJIMTUTE HE € MO-aKTUBEH OT U3XOAHOTO ChEAUHEHHE.

Eonviunupane

Cnen eanokpatHa ao3a ot 0,2 mg [6enssan ¢ C'*]-ramcyno3un, ciea 1 ceamuua okoao 76% ot
paIMOAKTUBHOCTTA ce HaOronaBa B ypuHata u 21% BbB (pekanuure. B ypunara, npuOIU3UTENHO
9% OT paJIMOAKTUBHOCTTA C€ Bb3CTAHOBABA KATO HEMPOMEHEH TaMCYJIO3HH; 0K0JI0 16% KaTo
cyiagdar Ha O-AHeTHIMPAH TaMCYJ103UH H 8% KaTo 0-€TOKCH(EHOKCH OLIeTHA KHCETHHA.

XAPAKTEPHCTHKH NPH cNeuH(PHYHH rPYNH NALHEHTH

Cmapuecka evb3pacm

[Ipu kanHukodapmakonoruuuute U OuodapmaleBTUHUHUTE NMPOYYBAHHUSA, Bb3paCTTa Ha MLIATa
Bapupa Mexkay 19 u 79 roamnu. Cnea npunaraie Ha CONU(PEHALMHOB CYKLIMHAT/TaMCYJ103HHOB
XHAPOXJIOPHA, HAH-BUCOKHTE CPEHH CTOMHOCTH HA €KCIO3ULIMSA ¢a OTKPUTH MNPH JIMLIA B CTapyecKa
Bb3PacT, BIIPEKH Y€ € UMAJIO MOYTH IMbJIHO MPHITOKPHBAHE ¢ HHAWBHU/1YAJIHUTE CTOHHOCTH,
OTKPUTH MpPH No-MJIaaM jMua. Tosa ce noTebpkaaBa OT nonyJJauuoHHUa papMaKOKHHETHUEH
aHasnu3 Ha (asza 2 v 3 nannute. ConndeHauMHOB CyKUMHAT/TaMCYJI03HHOB XHIPOXJIOPH1 MOXKe /1a
Ce€ M3MOJI3Ba NPH NaLMEHTH B CTapyeCKa Bb3pacT.

bvopeuno yepeoswoane

CoaudeHaLMHOB CYKLMHAT/TAMCYJI03MHOB XH/1POXJIOPH/]

CoaudeHaunHOB CYyKLUMHAT/ TaMCYJI03MHOB XH/APOXJIOPH/I MOKE /1a CE€ HU3MO0JI3Ba OT MaLUMEHTH C
jieKa 10 ymepeHa 0bOpeyHa He10CTaTbYHOCT, HO TpAOBA 1a ce npujara ¢ BHHMaHWe Ha NalMUEHTH
C TeKKa ObOpeUHa He1OCTaTbYHOCT.

(DapMaKOKHHETHKATa HAa COMU(EHAUMHOB CYKLIMHAT/TaMCYI03HHOB XH/POXJIOPH/I HE €

Npoy4YeHa rnpy NauMeHTH ¢ ObOpeYHa HE10CTATBbYHOCT.

Te3u TBbpAeHHUA OTpa3saBaT HAJIMYHATA HHPOPMALIMS 3a OTAETHUTE KOMITIOHEHTH MO OTHOLLIEHHE
Ha ObOpeuHaTa He1I0CTATbYHOCT.

CoaudeHauuH

AUC u C,,,« Ha cONU(EHAUMH MPH NALMEHTH C JIeKa WK yMepeHa ObOpeyHa HeA0CTATbUYHOCT He ce
pa3MyaBaT 3HAYUTEIIHO OT TE3HM NPH 3apaBu 100poBoaUM. [1pH nauneHTH ¢ Texkka 6bOpeuHa
HE0CTATbYHOCT (KpeaTHHHHOB KJIMpBHC <30 ml/min) ekcno3uumusaTa Ha CoNU(PEHALMUH € 3HAYUTETHO
[0-roJjisiMa, OTKOJIKOTO MPH KOHTPOJIUTE, ¢ noBuiuaBaHe Ha C,,,, oT 0k0J10 30%, Ha AUC ¢ noBeue ot
100% u Ha t’2 ¢ noseue ot 60%. HabntoaaBaHa € CTaTUCTHUECKHU 3HAUMMA BPb3Ka MEWKLY
KPEaTHHUHOBHSA KJIMPbHC M KJIMPbHCA HA COJIM(EHALIMH.

(PapmMakKOKHHETHKATA MPH NALKMEHTH HA XeMOHAIH3a HE € NPOoYYeHa.

Tamcyno3uH
CpaBHeHa € (papMaKOKMHETHKATa Ha TaMCYJ1034H npu 6 iMua ¢ neka 10 ymepeHa (30< Cp2F<7l no
ml/min/1,73 m?) uam texkka (<30 ml/min/1,73 m?) 6bOpeuHa He1OCTATLUHOCT M 6 3 ‘/ ML ’75‘{.{0

(CrCl >90 ml/min/1,73 m?). JIokaTo npomsHa B 00LATA MJ1a3MEeHa KOHLUEHTPALIMA H3 g_ﬁ 103K €5\ O, \\
HabJit01aBaHa B pe3yJITaT Ha HapYyLLUEHO CBBP3BAHE C 01~ KHCEI MIMKONPOTEHH, HeCHbESHARE ::{? ‘-’E ‘-.
(AKTHBHA) KOHLIEHTPALIMS HA TAMCYJIO3HHOB XHAPOXJIOPH/L, KAKTO H HHTPHH3HK KIHPEEQBE: Lhﬁ.&;‘}lﬁl > |
OTHOCHTEJTHO NMOCTOAHHU. He ca npoyyBaHU NaUMEHTH ¢ KpaeH CTaaAui Ha ObOpeuHy 3@} i Hit . o ad Y, &; f.f.f



(CrCl <10 ml/min/1,73 m>).

Hepnoopoona nedocmamvunocm

Conud)eHaUMHOB CYKUHHAT/TAMCVI03HHOB XHAPOXJIOPH,L

ConudeHaUMHOB CYyKLMHAT/TaMCYI03MHOB XHAPOXJIOPH/ MOJKE J1a C€ M3IMO/13BA NPH MALMEHTH C
JIEKa 10 ymMepeHa 4epHO,1poOHa HEAOCTATBbYHOCT, HO € NMPOTUBOMOKA3aH MPH NALMEHTH ¢ TEKKA
YepHOAPOOHA HEAOCTATHYHOCT.

(PapmakOKHHETHKaTa Ha CONU(PEHALIMHOB CYKLIMHAT/TaMCYJI03MHOB XH1POXJIOPH/1 HE € NpoyYeHa
MPH NALHEHTH C YEPHOAPOOHA HEA0CTATBLYHOCT. ClIeAHUTE TBBP/ACHHUs OTpa3siBaT HaJIMYHATA
MH(pOPMALIMA 3a OTACTHUTE KOMMOHEHTH OTHOCHO Ye€PHO1POOHA HE10CTATHUYHOCT.

ConudeHalmnH

[1pn naumnenTH ¢ ymepena yepHoapodHa HeaoctarbuyHocT (Child-Pugh ckop o1 7 10 9) C,,.« HE Ce
nopiausasa, AUC ce nosuwasa ¢ 60% u t'2 ce yasosasa. apmMakOKMHETHKATa Ha COM(EHALIMH
[PU NALKUEHTH ¢ TEeKKA YepHOAPOOHA HE1I0CTATHUYHOCT HE € NPOyUBaHa.

Tamcyn03uH

CpaBHsaBaHa € (p)apMAKOKHHETHKATA HAa TAMCYJIO3MH NpH 8 MLa ¢ yMepeHa YepHoapoOHa
HeaocTarb4yHOCT (Child-Pugh ckop ot 7 10 9) u 8 3apaBu nuua. /lokato npomsiva B oOuiara
J1a3MeHa KOHLIEHTPALUS HA TaMCYJ103MH € HalJ10/1aBaHa B pe3yJiTaT Ha HapyLIEHO CBbP3BaHeE C

o l-KHucen rimuKonpoTenH, HeCBbp3aHaTa (AKTUBHA) KOHLUEHTPALIMA HA TAMCYJI03HH HE C€ MOBJIMSABA
3HAYMMO, ¢ ymepeHa (32%) npoMsiHa B MHTPUH3HUK KJIMPbHCA HA HECBBP3aH TAMCYJIO3HH.
Tamcy103UH He € NPOYYBaH NP NALUHEHTH € TEKKA YEPHOAPOOHA HEIOCTATbYHOCT.

5.3 IlpeAKIHHHYHH JAHHH 32 0€30NMACHOCT

Cbe conm(peHaUMHOB CYKLIMHAT/TaMCYJI03HHOB XHAPOXJIOPH/1 HE Ca NMPOBEK/1aHH HEKJIMHUYHH
npoyusaHus. CoaudeHaumH 1 TaMCYJ103WH ca OLIEHABAHH €KCTEH3WBHO KAaTO OT/I€JIHH ChCTABKH B
TOKCHUKOJIOTHYHH MPOYUBAHUSA C 3 KUBOTHH U JITAHHUTE Ca KOHCHCTEHTHH C U3BECTHHUTE
(papmakonornynm aeicreus. HekIMHUUHUTE 1aHHU He MOKa3BaT 0cOOEH PUCK 3a Xopa Ha Oa3ara Ha
KOHBEHLIMOHAJIHKUTE (papMaKOJIOrMUHU NPOoyUuBaHHUs 3a 0€30MaCHOCT, TOKCHYHOCT MPH MHOTOKPATHO
npuiarade, GepTUnnTeT, eMOpHOdeTaTHO Pa3BUTHE, FTEHOTOKCHUYHOCT U KAPLUMHOT€HEH NMOTEHLIHA]
M HE NOpa)kJ1aT ONMaceHUs 3a NOTEHUHPAHE UJIM CHUHEPIH3bM Ha HEKeNaHUuTe epeKTH, Korato ca
KOMOMHHMpPaHHU COMU(EHALMH H TAMCYJI03HH.

6. PAPMALEBTHYHHU JAHHH

6.1 CnHcbK HA NOMOUIHHTE BelleCTBA

TaMCy103UHOB CJI0H - CJIOM ¢ UBMEHEHO 0CBOOO/1aBaHe
MHUKpOKpHUCTAJIHA Le1YJ103a

MakporoJi, BACOKOMOJIEKYJIEH

CHIHMUKMEB THOKCH/L, KOJIOMAEH 0€3BOAEH

MarHe3ueB cteapar

CosmdeHauHOB CJ0M — ¢JIOH ¢ He3adaBHO OCBOOOK1aBAHE
Kanuues xuaporendocdar

CuindpuurpaHa MUKpPOKpPUCTAIHA LIEYJ103a
XHUIAPOKCHITPOMHILIENYJ103a, YACTUYHO 3aMeCTeHa
Marue3ueB cTeapar

DUIMOBO NOKPUTHE
XHUIIpOMeEo3a

Makporo.i

YepseH xkeneseH okena (E172)




6.2 HecbBMecTHMOCTH

Henpuioxkumo.

6.3 Cpok Ha roaHocT

3 roaAuHH

6.4 CpoeuHajHH YCJIOBHS HA CbXPAHEHHE

To3mn tekapcTBeH NpoAYKT HE U3MCKBA CMELHATHHU YCIIOBUS 3a ChXPaHEHHeE.,
6.5 Buamu cpabpKanne HA ONAKOBKATA

PA/anymuuuit/PVC/anymunuii Onimcrep B kaptoHeHa KyTus, cbabpxkaiua 10, 20, 30, 50, 60, 90 wau

100 TabneTkmu.

He BCMUKHK BH10OBE ONAKOBKMU MOrar Ja ObaaT nycHaTH Ha nasapa.
6.6 CrneuHaJHH Npeana3sHH MEePKH NPH H3IXBbPJ/ISHE

HeusnoazBaHuar JICKAPCTBCH IMMPOAYKT WJIH OTNAABbYHHUTE MAaTCPHAJIU OT HETO TpﬂﬁBﬂ Ja Ce
H3XBbBPJIAT B CbOTBCTCTBHC C MCCTHHUTC H3HCKBAHHA.

7. [IPUTEXXATEJI HA PASPELIIEHUETO 3A YIIOTPEBA

Bausch Health Ireland Limited
3013 Lake Drive

Citywest Business Campus
Dublin 24, D24PPT3

HUpnanus

8. HOMEP(A) HA PASPEILEHUETO 3A YIIOTPEBA
Per. No: 20230213

9. JATA HA ITBbPBO PASPEILNABAHE/TTOJHOBSABAHE HA PABPEIIEHHUETO 3A
YINIOTPEBA

Jlata Ha nbpBO pa3pewaBane: 23.11.2023

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA 05/2024




