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KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Samsca 7,5 mg TabyieTku
Samsca 15 mg Tabnetku
Samsca 30 mg Tabnerku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Samsca 7.5 mg Tabnerku

Bcesika Tabnerka cpabspxka 7,5 mg TonBanTaH (tolvaptan).
ITomMOITHO BEIMIECTBO ¢ U3BECTHO NEWCTBHE

51 mg nakTo3a (KaTo MOHOXHIPAT) Ha TabIeTKa

Samsca 15 mg TabneTku

Bcska Tabnerka cpabpka 15 mg tonBanTas (tolvaptan).
IToMOIITHO BEIIECTBO ¢ M3BECTHO IEHCTBUE

35 mg nakro3a (KaTo MOHOXHUPAT) Ha Ta0JIeTKa

Samsca 30 mg TabneTku

Bcesika Tabnerka cpabppka 30 mg TonBantad (tolvaptan).
IToMOIIIHO BEUIECTBO ¢ U3BECTHO ICHCTBHE

70 mg nakTo3a (KaTo MOHOXHIPAT) Ha TabIeTKa

3a IIBJIHMS CIIMCHK Ha ITOMOIIHHUTE BEIUICCTBA BUXXTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka
Samsca 7.5 mg TabiaeTku

CuHn, TPaBOBI'BIIHH, JIEKO H3MBKHAIN TaOJIETKH, ¢ pazmepu 7,7 X 4,35 x 2.5 mm, ¢ BIIHOHATO
peneduo o3nayenue “OTSUKA” u “7.5” ot enHata cTpaHa.

Samsca 15 mg TabieTku
CuHU, TPUBT'BIIHY, JICKO U3ITbKHAIM TA0JIETKH, ¢ pa3mMepu 6,58 x 6,2 x 2,7 mm, ¢ BIyIbOHATO penedHo
o3HaueHue “OTSUKA” u “15” ot enHaTa cTpaHa.

Samsca 30 mg TabaeTku
CuHH, KpBITH, JIEKO H3IBKHAIN TaOIeTKH ¢ pazmepu P8 x 3,0 mm, ¢ BIurbOHATO pesieHO O3HAUCHUE
“OTSUKA” u “30” oT enHara cTpaHa.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHU MOKA3AHUS

Samsca e oka3aH Mpy Bb3pACTHH 32 JICUeHHE Ha BTOPUYHA XUTTOHATPUEMHUS, Bh3HUKHAIA B PE3YJITAT
Ha CHHIpPOM Ha HECHOTBETHA CEKPEIUs Ha aHTHANYPEeTHIEH XOopMoH (syndrome of inappropriate
antidiuretic hormone secretion, SIADH).

4.2 Jlo3upoBKa M HAYMH HA NPUJIOKEHHE

[Mopanau HeoOxoauMOCTTa OT (pa3a Ha TUTPUPAHE HA J03aTa C BHUMATEIIHO MOHUTOPUPAHE Ha

CepyMHUsI HaTpUi U 00eMHHUs cTatyc (BXK. Touka 4.4), IedeHHueTo cbe Samsca Tps0Ba Ja 3armovHe B
OoJHHIIA.



ﬂO3I/I[20BKa

TonBanTan TpsiOBa Ja ce 3al0YHE C 032 OT 15 mg BenHBK JHEBHO. J[03aTa MOXKe Ja ce YBEIUYH JI0
MakcuMyM 60 mg BEIHBXK THEBHO, CIIOPE]l HOHOCHMOCTTA, 32 JIOCTHTaHe Ha )KeJIaHOTO HUBO Ha
CepyMHUS HATPUM.

[Ipu marueHTH ¢ PUCK OT MPEKOMEPHO OBP30 KOPUTUPAHE HA HATPUH, HAIIP. MAIUCHTH C OHKOJIOTUYHH
3a00JIsIBAHMUS, MHOTO HUCHK CEPYMEH HATPHI Ha N3XOJHO HUBO, TAKHUBA, IPUEMAIIN TUYPETUITH WIN
Jo0aBKU ¢ HATPHii, TpssOBa aa ce oOMucu 1o3a 7,5 mg (Bxk. Touka 4.4).

ITo BpeMe Ha TUTpHUPAHE MAIUCHTUTE 33BDKUTEIHO TPSIOBA J1a c€ MOHHUTOPHUPAT MO OTHONICHHUE HA
CEepYMHHUS HATPUH 1 00eMHUS cTaTyc (BX. Touka 4.4). B cirydail Ha HEZOCTaTHYHO MTOTOOpSIBaHE HA
HHUBATa Ha CEpyMHUs HATPUI TPAOBa Ja ce B3eMaT MpeaBUA APYTH TEPANEBTUYHU OMIMHA BMECTO WM
B JIOMTBJIHEHHE KbM ToJBanTaH. [IprUiokeHHeTo Ha TOJBANTAH B KOMOWHAIIMS C IPYTH OMIIMH MOXE J1a
YBEJIMYH PUCKA OT TBBpJE OBP30 KOPUTHUPAHE HA CEPYMHUS HATpHil (BK. Touku 4.4 u 4.5). Ilpu
MAIMEHTUTE ¢ JOCTAThYHO MOBHIIABAHE HA CEPYMHHUS HATPUH, MOISKAIIOTO 3a00JIIBaHe U HUBATa Ha
CepyMHHUSI HATPUil 3aJbJDKUTENTHO TPsIOBa 1a c€ MOHUTOPUPAT HAa PEAOBHU HHTEPBAH 3a OLICHKA Ha
JIOTIBITHUTENTHATA HYXKJIA OT JICUCHHE C TOJBANTaH. B cilydyail Ha XUIMOHATPHEMHUSI TPOABIDKUTEITHOCTTA
Ha JICYCHUETO CE OTIPEJIEeNIsl OT MOJIJIeKANOTO 3a00ISIBaHEe H HETOBOTO JieueHHe. OuakBa ce JICUCeHUETO
C TOJIBAITaH Jia MPOABDKU JOKATO MOJIJICKAIIOTO 3200JIIBaHE € ChOTBETHO M3JICKYBAaHO WU JIOKATO
XUIOHATPUEMHSATA BeUe HE MPEICTABISIBA KIMHUYCH PoOIIieM.

Samsca He TpssOBa 1a ce mprueMa ChC COK OT TpernhpyT (BXK. TOoUuKa 4.5).

Crenuanady nonyJanuu

Bvopeuno yspeocoane

TonBamnTaH e MPOTUBOINOKA3aH MPH MALMEHTH ¢ aHypus (Bxk. Touka 4.3). TonBanTaH He € MpOyYeH Mpu
HalMEHTH C TeXKKa ObOpeuHa HenocTaThyHOCT. EdrkacHoCTTa M 6€30MaCHOCTTA IPH Ta3H MOITYJIAINS
HE ca J00pe YCTaHOBEHHU.

B®3 ocHOBa Ha HATMYHUTE AaHHU HE c€ M3MCKBAa KOPUTHPAHE Ha 103aTa IPH MaUEeHTH C JIEKO 110
yMepeHo OBOpedHO yBpexaaHe.

Yeprodpobno ysepedicoane

Hsma nannuna nHdopmanys npu NaueHTH ¢ TeXKOo yepHoapooHo yBpexaane (Child-Pugh kiac C).
[Tpu Te3u mannueHTH NPUIIOKEHUETO TPsIOBa J1a CTaBa ¢ 0COOEHO BHUMAHUE, a SIICKTPOIUTHUAT U
00eMHHUSIT CTaTyC 3aAbJIKUTEITHO TPSIOBA Jja ce MOHUTOpHpAaT (BXK. Touka 4.4). He ce Hanmara
KOpUTHpaHe Ha J103aTa IpH MaHeHTH C JIEKO WIK YMepeHo YepHoapoOHo yBpexaane (Child-Pugh
kiac A u B).

Cmapuecka 6v3pacm
He e HeoOxomuMo kopUrHUpaHe Ha 03aTa IpH NMAIMeHTH B CTapuecka Bh3pacT.

Ileouampuuna nonyrayus
BezonacHocTTa M e(hvkacHOCTTA HA TOJIBAIITAH IIPH JISIa U IOHOIIW Ha Bh3pacT 1moj 18 roauHu Bce
olle He ca yctaHoBeHHU. He ce mpenoppuBa yrorpebara Ha Samsca B e JUaTpU4YHATA BH3PACTOBA

rpyna.

Hauwun Ha OPUITOKCHHEC

IIepopanHo npunoxeHue.

3a mpennoYuTaHe € MPUIIOKEHUETO Jia € CYTpHH, 0e3 oriiea Ha XpaHeHeTo. TabjaeTkuTe 3abIKUTEITHO
TpsiOBa 1a ce reaTaT 0e3 IbBUEHE, ¢ Yalia BOja.



4.3 IIpoTuBomoKa3zaHus

. CBpBX4YYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT MOMOITHHUTE BEIIECTBa,
n30poeHu B Touka 6.1 win kbM OeH3a3ennH, WiIK IPOU3BOAHN Ha OeH3a3enuH (BX. Touka 4.4)

. Anypus

. Hamanenue Ha obema

. XHUIMOBOJIEMUYHA XUTIOHATPHUEMUS

. XunepHaTpueMus

. ITauyeHTH, KOUTO HE MOTAT Aa yCelaT Kakaa

. BpemennocT (Bx. Touka 4.6)

. Kbpmene (Bx. Touka 4.6)

4.4 CuoeumajiHu npeaynpexAeHns U NMpeana3sHu MepKH NpHU ynorpeda

Coemna HYXIda OT AKTHBHO MMOBUIIIABAHC HAa CCPYMHMA HaTDI/Iﬁ

TonBanTaH HE € IIPOYYCH B YCJIOBHM: Ha CIICIHA HYXXJa OT aKTUBHO IMOBUIIIABAHE HAa CEPYMHUA
HanHfI. HpI/I TaKHBa MMallUCHTU TpH6Ba Ja ce O6C’L,I[I/I AJITCPHATUBHO JICUCHUC.

JlocThII 10 BOJIa

TonBanTan MoXe Ja MPEAU3BUKA HEXKETAHU PEaKIIii, CBhP3aHHU ChC 3ary0a Ha BOJA, KaTo Kax/a,
CyXOTa B ycTarta u aexuaparanus (Bx. Touka 4.8). CiiemoBaTeTHO MAITUEHTUTE 3aIbJKUTEITHO TPIOBa
Ja UMaT JOCTHII A0 BOAA U Ja MOraT Ja IUAT JOCTAaThYHHU KOJIMYECTBA BOJAA. Axo ManrueHTu, Npu
KOWTO Ce MpHjiara orpaHnvYaBaHe Ha TEYHOCTUTE, CE JICKYBAT C TOJBAITAH, TPSOBA J1a Ce MOJI0XKH
0co0eHO BHUMaHHeE, 3a JIa ce TapaHTHpPa, Ye MAMEHTUTE He ca TPEKaIeHO IeXUpaTHPAHH.

ﬂCXI/IQQaTaQI/IH

OO6eMHHUAT CTaTyC 3aIbIDKUTENTHO TPsIOBa Ja ce MpocieAsBa NPy MalueHTUTe, IpUeMally TOIBaNTaH,
TBH KaTo JICYEHHETO ¢ TOJIBANTAaH MOJKE /1a MPEU3BUKA TEXKa JeXUpaTallis, KOeTO IPEACTaBIsABa
pHcKoB QakTop 3a ObOpeuna auchyHkuus. B cinydail Ha mosiBa Ha AeXuApaTaLus, IpeanprueMeTe
HOJXOAINNU AEHCTBUS, KOETO MOXKE /1a BKIIIOUBA HEOOXOAUMOCT OT IIPEKbCBAHE WIIM HAMAJIIBaHE Ha
Jl03aTa Ha TOJIBANTaH M yBeNIWYaBaHe Ha MprUeMa Ha TEYHOCTH.

OOCTpYKIMS HA OTTOKA HA YPHUHA

Tps6Ba na ce ocurypu otaensiHe Ha ypuHata. [lanuenTure ¢ vactuyHa 0OCTPYKIHMS Ha OTTOKA Ha
ypuHaTa, HanpuMep MaleHTH ¢ XunepTpodus Ha mpocTaTaTa UK 3aTPyAHEHO YPUHHUPAHE, ca ¢
HOBHUIIIEH PUCK OT pa3sBUBAaHE HA OCTPO 3abp)KaHE HA YPHHA.

BojHo-enexrponnTeH 6anaHc

BonHo-enekTponuTHUAT OaiaHe TpsiOBa J1a ce CJIeU PHU BCUYKH MAIIUEHTH U 0COOEHO MPHU
nanueHTuTe ¢ 6pOpevHo M YepHOAPOOHO yBpexkaaHe. [IpunokeHneTo Ha TOIBaNTaH MOXKeE J1a
Mpeau3BHUKa TBBp/Ie ObP30 MOBHIIABAaHE HA CepyMHHS HaTpui (> 12 mmol/l Ha 24 daca, Bk. I0-/10I1Y);
MOpay TOBa MPOCIEIIBAHETO HA CEPYMHHUSI HATPHUI IIPU BCUYKH MAIIMEHTH 33bJDKUTEIHO TPsiOBa a
3aloyHe He MO-KbCHO OT 4 110 6 Yaca cien 3ano4BaHe Ha jedeHuero. [Ipes mepBute 1-2 neHa u 1o
CTaOMIM3UPAHETO HA J103aTa HA TOJNBAIITAH CEPYMHUSAT HATPHHA U OOEMHUST CTAaTyC 3aIBJIKUTEIHO
TpsiOBa Ja ce IMpociesBaT IIOHE Ha BCEKH 6 Jaca.

TBEpie ObP30 KOPUTHPAHE HA CEPYMHUSI HATPUIA

[NanmenTHTE C MHOTO HUCKW M3XOTHA KOHIICHTPAIIMU HAa CEPYMHHUSI HATPUI MOXKE J]a ca M3JI0KEHN Ha
MO-TOJISIM PUCK OT TBBPAE OBP30 KOPUTHpPAHE Ha CEPyMHUS HATPUH.

TBBpae OBP30TO KOPUTUPAHE HA XUIIOHATPpUEMHATA (TTOKauBaHe OT > 12 mmol/l/24 aca) moxe na
NpeAn3BUKa OCMOTUYHA JIEMUEITHHU3AIMS, BOJIEIIA IO AU3APTPHSL, MyTH3IbM, TUC(ATHSL, JIETapTus,



aeKTHBHU MPOMEHH, CIIACTHYHA KBaJpuIapesa, 'bpuoBe, KoMa uin cMbpT. [lopagu ToBa ciex
3aloYBaHe Ha JICYCHUETO NalMeHTUTE TPAOBa a ce MPOCIesIBaT BHUMATEIHO 10 OTHOIIEHHE Ha
CEepyMHHUsSI HaTpUi U 00eMHHUs cTaTyc (BXK. MO-TOpe).

3a HaMasBaHE 0 MUHUMYM Ha PHCKa OT TBHPJE ObP30 KOPUTHPAaHE HAa XUTIOHATPHEMUSTA,
MOKaYBaHETO HA CEPYMHUS HATPUH TPsiOBa Na € mo-Maiko oT 10 mmol/1/24 gaca mo 12 mmol/l/24 qaca
u mo-mManko ot 18 mmol/1/48 gaca. [Topanu ToBa mpe3 paHHATa TepaneBTHYHA (ha3a ca MPUIOKUMHU
MO-BHAMATEITHO OIPEICTICHN TPAHUIIH.

AKO KOPUTHpaHETO Ha HATPHs MPEBUIIaBa choTBETHO 6 mmol/l mpe3 mbpBUTE 6 Yaca Ha
npuitoxeHneTo wian 8 mmol/l mo Bpeme Ha mepBUTE 6 M0 12 Yaca, TpsOBa 1a ce B3eMe MPEIABU
BEPOSITHOCTTA OT TBBP/IC OBP30 KOPUTHpAHE HAa CepyMHUs HaTpuil. Te3u manuenTu TpsaoBa na ce
MpoCIieIsIBaT MO-4€CTO MO OTHOLICHUE HA CEPYMHHMS HATPHI U C€ MPENopbyuBa NPUIaraHeTo Ha
XUIIOTOHWYEH Pa3TBOP. AKO CEpyMHHAT HaTpuil ce mosuiy > 12 mmol/l B pamkute Ha 24 yaca

i > 18 mmol/l 3a 48 gaca, tedeHneTo ¢ TOIBaNTaH TPSIOBA /1a Ce MPEKBCHE WM MIPEYCTAHOBU KaTO
ce MPUWIOKU XUTIOTOHUYEH Pa3TBOp.

[Ipy naumeHTUTE C MO-BUCOK PUCK OT AEMUETMHU3ALMOHHU CHHIPOMH, KaTO MALMEHTUTE C XUIIOKCHS,
JIKOXOJIM3bM WIN HEJOXPaHBaHE, [TOIX0AAIIaTa CKOPOCT Ha KOPUTHPAaHE HAa HATPUS MOXKeE 12 € I10-
HUCKA OT Ta3M MPH MalMeHTUTE 03 PUCKOBU (PAKTOPH; TE3H MAIUCHTH TPsIOBa Jla ce JIEKYBAT C
MOBHIIEHO BHUMAaHUE.

[TarmenTrTe, KOUTO MpEIM 3aTI0YBAHE HA JICYCHHETO ChC Samsca ca IMONy4HIIN IPYTo JISYeHHE 32
XUIIOHATPUEMUS UM JIEKAPCTBEHU IIPOYKTH, IIOBUINABAIIY KOHIEHTPALUATA Ha CEPYMHHUS HATPUH,
3aJIBIDKUTEITHO TPSIOBa J1a ce JIEKyBaT C TIOBHUINIEHO BHUMaHue. Te3u malueHTH MOXKe Ja ca U3JI0KEeHU
Ha TT0-BHCOK PHUCK OT OBbP30 KOPUTHPAHE Ha CEPYMHHUS HATPHUH Tpe3 mbppBUTe 1 10 2 AHU HA
JICYCHUECTO MMopaar NOTCHIUAJTHUTE aJUTUBHU e(beKTI/I.

ChIbTCTBALIOTO pUIIaraHe Ha Samsca ¢ APYry BUAOBE JEUCHUE 32 XUIIOHATPUEMUS U IIPenapaTy,
KOWTO TIOBHIIIABAT KOHIIEHTPAIUATa HA CEpyMHHS HATPUH, HE CE MPENOPHYBA 110 BpeMe Ha HAYaIIHOTO
JICYCHUEC WUJIU IPU APYTU NAIMUEHTHU C MHOI'O HUCKH U3XOJHH KOHUOCHTPpAlIuW Ha CCPYMHUA HanI/Iﬁ (B)K.
Touka 4.5).

3axapeH auader

[Ipu manuenTH ¢ 1uader, ¢ MOBUIICHA KOHIIGHTPALKs Ha rirroko3ata (Hamp. Hag 300 mg/dl), moxe na
Ce TPOSIBY IICEBOXUIIOHATpHEMUs. ToBa ChCTOSHUE TPSOBA [1a C€ M3KIIIOYH MPEAH U TI0 BpeMe Ha
JICYCHHE C TOJIBANTaH. ToJBaNTaH MOXKE J1a IPEIU3BUKA XUTIEPTITHKEMUs (BXK. ToUKa 4.8).
CrnenoBaTelTHO MAIUCHTUTE C TUA0ET, ISKyBaHH C TOJBANTAH, TPSAOBA J1a CE JICKYBAT C TIOBUIICHO
BHMMaHMe. ToBa ce OTHACS 0COOSHO 3a MAITUEHTH ¢ HeaaeKBaTHO KOHTPOIUpaH quadeT it 1.

WanocuHkpasHa ‘{CDHOI[DO6H2. TOKCHUYHOCT

B kImMHAYHU TpOYYBaHUsI, U3CIIEABAIIH PA3IIMYHO TIOKa3aHUe (ABTO30MHO-IOMHHAHTHA TIOJIMKUCTO3HA
0B0peuna conect, AJITIBB) ¢ ABATOCPOYHO MPUIIOKEHUE HA TOJBANTAH MIPH JIO3H, TIO-BUCOKHU OT
JIO3UTE 32 0JI0OPEHOTO MOKa3aHUe, ¢ HAOII0aBaHO YEPHOAPOOHO yBPEKIaHEe, HHIAYIIUPAHO OT
ToJNIBanTaH (BX. Touka 4.8.).

B nocrmapketunrosus onut ¢ Tonsantas rnpu AJIIIBb ce croOriaBa 3a octpa uepHOApOOHA
HEJOCTaTHYHOCT, U3MCKBAIla TPAHCIIAHTAIIMS Ha YyepeH Apo0 (BK. Touka 4.8).

[Ipu Te3u KIMHUYHYU MPOYYBAHUS, KIMHUYHO 3HAYMMHU MOBUILICHUS (HaJ 3 X ropHATa rpaHulla Ha
Hopmata [['TH]) Ha cepymHara anannn amuHOTpaHchepasa (ALT) u KIMHUYHO 3HAYUMH ITOBUIICHUS
(max 2 x I'TH) ma cepymHMS 0011 OMIMPYOHH ca HaOMIOAaBaHU IpH 3-Ma MMalUeHTH, JICKYBaHH C
tonBanTad. OCBEH TOBa, € HAaOJI0JaBaHa yBEIWYeHa YeCTOTa Ha 3HaYNMO rmoBumrasane Ha ALT mpu
MAIMEeHTH, JIEKyBaHU ¢ TonBanTtaH [4,4 % (42/958)], B cpaBHEeHUE C MAllUEHTHTE, IPUEMAITH TIAe00
[1,0 % (5/484)]. HabmonaBaHo e moBumienne (> 3 x ULN) Ha cepymHara acmapTat
amuHoTtpanchepasza (AST) mpu 3,1 % (30/958) ot marueHTure Ha Tepanus ¢ Tonsanrtad o 0,8 %
(4/484) npu nanuentu, npuemaiiy miane6o. [ToBedero oT OTKIOHEHHSTA B YEPHOPOOHUTE CH3UMH
ca HaOJro1aBaHu TIpe3 mbpBUTE 18 Mecena ot eueHneTo. [loBuIneHunsTa IOCTENeHHO ce
HOpMaJIM3HUpAT CIIe/ MPEeKpaTsBaHe Ha MTPHeMa Ha TOJIBAaINTaH. 1e31 HaXOAKH MOXKe Ja MpeInoarar,



Ye TOJIBAIITaH MpUTeKaBa MOTESHIIMAN 3a TIPEAN3BUKBaHE HA HEOOPaTUMO M MOTEHIUAIHO (aTaaIHO
YepHOAPOOHO YBpEKAAHE.

B nmocTMapkeTHHroBO mpoyuBaHe 3a 0€30I1aCHOCT Ha TOJBANTAH IPHU BTOPUYHA XUITOHATPUEMHS,
BB3HUKHaNA B pe3ynTar Ha SIADH, ca HaGmoiaBaHu HIKOJKO ciiydasl Ha YepHOJIPOOHH HAPYIICHUS U
TTOBHUIIICHY TpaHCAMUHA3H (BXK. Touka 4.8).

He3abaBHO 1 3a1BJKUTENHO TPSIOBa Ja C€ U3BHPILIBAT U3CICABAHUS Ha YePHOAPOOHATa QYyHKIMS IPU
HalMeHTUTE, OTy4YaBally TOIBAIITaH, KOUTO ChbOOLIAT 32 CHMITOMH, IIOKa3aTeIHHU 32 YEPHOAPOOHO
yBpEXkK/IaHe, BKIIIOUUTEITHO YMOPA, AHOPEKCHs, TUCKOM(OPT B TOpHATA AICHA KOPEMHa 00JIacT,
NOTHMHSIBAaHE HA YpUHATa WM XbATeHula. [Ipu momo3peHue 3a 4epHOIpOOHO ypeKaaHe IPUEMbT Ha
TOJIBANTaH 3aIbJDKUTENTHO TPsIOBa CBOEBPEMEHHO J1a C€ CIIpE, Aa CE MPUI0KHU IOAXOSIIO JIeUCHUE U
Jla ce HalpaBAT U3CIEIBAaHUS 3a ONPEJEIIAHE Ha Bb3MOXKHATa NpudnHa. [Ipn Te3u manueHTn
JICUEHUETO C TOJIBAIITAH HE TPAOBa /1a ce 3al04YBa OTHOBO, OCBEH aKO KaTETOPUYHO HE € YCTaHOBEHO,
4ye MpUYMHATA 332 HaOJII0JaBaHOTO YepHOAPOOHO YBpEKAaHe HE € CBbp3aHa C JICYEHHUETO C TOJBAITAH.

Anadunakcus

B nocTtmMapKeTHHIOBUS OIIMT MMa MHOTO PEeKU ChOOIIEHNs 3a aHaduIakcus (BKIIOYUTEIHO
aHa(MIaKTHYEH IIOK U TeHepallu3upaH 0OpHB) Clie/l IPUIIOKEHHe Ha TonBanTaH. [lanueHTuTe TpssOBa
Jia ce HaO0AaBaT ¢ MOBUIIEHO BHUMAaHUE 10 BpeMe Ha JiedeHueTo. [Ipu nauneHTuTe ¢ u3BeCTHH
PEaKUUy Ha CBPbXUYBCTBUTEIHOCT KbM O€H3a3€IHH MIIM IPOU3BOIHH Ha OCH3a3enuH (Hamp.
OeHazenpwi, KOHUBANTaH, (PeHOI0IIaM ME3UIaT UM MUPTA3alKH) MOKE Ja UMa PUCK OT peakLus Ha
CBPBXYYBCTBUTEIHOCT KbM TOJIBaNTaH (BX. Touka 4.3 , IIpoTuBonokazanus).

AKO BB3HUKHE aHA(QUIAKTHYHA PEAKIS WIK APYTra CEpHUO3HA aJlepIrHYHa PEaKLysl, IPUIOKEHUETO Ha
TOJIBaNTaH TpsiOBa He3a0aBHO Ja ce NPEKPATH U J1a Ce 3aIll04He MOoAXo A Tepanus. Toil kato
CBPBXUYYBCTBUTEIHOCTTA € TIPOTUBOIIOKa3aHue (BXk. ToUKa 4.3), JIe4eHHeTo HUKora He TpsiOBa j1a ce
NOJHOBSIBA cje] aHadMIAaKTHYHA PEaKLUs UK APYTH CEPUO3HH AJIEPTHYHH PEaKLIH.

JlakTo3a

Samsca chaBpka JTaKTO3a KaTo MMOMOIITHO BeIIecTBO. [1armeHTy ¢ peaKn HacIeICTBeHH MPoOIeMH Ha
HETMIOHOCHMOCT KbM T'aJIaKT03a, II'bJICH JIAKTA3CH ACPUIIUT MK TIF0KO30-TaJIAKTO3HA MalabCOpOIUs He
Tps0Ba Ja MPUEMAT TO3H JICKAPCTBEH MPOIYKT.

4.5 B3amMmopeiicTBHe ¢ IPYTH JeKapCTBeHHM MPOAYKTH U APYTrH opMH Ha B3auMOoO/eiicTBHe

EHOBpEMEHHO IpUiIarale ¢ APYrd JEUEHUs 3a XUIIOHATPUEMUSL 1 JIEKAPCTBEHU IIPOJYKTH,
IIOBHUIIIABAIIA KOHIIEHTPALMSITAa HA CEPYMHUS HATPUIA

Jlurcea onuT OT KOHTPOJIMPAHU KIMHWUYHU MMPOYYBAHUS ChC CHITBTCTBAIIA yIIOTpeOa Ha Samsca u
JIPYTH JEUSHU 32 XUTIOHATPUEMUS, KaTO XUTIEPTOHWYEH Pa3TBOP Ha HATPHUEB XJIOPHUJ, TIEPOPATHH
HaTPUCBU NpCrapaTu, KakKTO U JICKAPCTBCHHU MPOAYKTH, KOUTO IMOBHUIIaBaT KOHUCHTpauuATa Ha
cepyMHUsI HaTpuid. JIekapCTBEeHHUTE POJTYKTH C BUCOKO ChABPIKaHUE HA HATPUH, KaTO ePepBECIICHTHU
AHAITETUYHH TMPETapaTi U HAKOW HATPUH-CHIbPKAIIY penapaTH 3a JISYeHNEe Ha TUCTICTICUS, ChII0
MOJKE /1a IOBHIIIAT KOHIIEHTPAIMATA Ha CepyMHHUs HaTpuil. ChITbTCTBAIIIOTO MpHJIaraHe Ha Samsca ¢
JIPYTH JICUCHUS 32 XUTIOHATPUEMHUS WIH JPYTH JIEKAPCTBEHU MPOTYyKTH, TTOBUILIABAIIU
KOHIICHTpAIUATa Ha CEPYMHUS HATPHI, MOKeE J1a JOBEJIE JI0 MTO-BHCOK PUCK OT OBhP30 KOPUTHPAHE HA
CEepYMHHUS HAaTpHUil (BK. Touka 4.4) ¥ CIEIOBATEIIHO HE CE MPEMOpHUIBa 10 BpeMe Ha IIbPBOHAYAITHOTO
JICUCHUEC WJIW NIPU APYTH MATUCHTH C MHOT'O HUCKH M3XOJHU KOHICHTPAIIUX Ha CEPYMHUA HanHﬁ, nmpu
KOUTO OBP30TO KOPUTHPAHE MOKE JIa IPE/ICTABIISIBA PUCK 32 OCMOTUYHA AEMUCITHHU3AINS (BK.

TouKa 4.4).



Ed)eKT Ha JPpYIry JCKAPCTBCHHU IIPOAYKTH BHPXY d)aDMaKOKI/IHeTI/IKaTa Ha TOJBaIlTaH

CYP3A4 unxubumopu

[Ina3meHnTE KOHIICHTPAIIMK HA TOJIBAINTAH CE MOBHUIIABAT JI0 5,4 MHTH TUIONITA TIO]] KPUBATa BpeMe-
koutenTpamnus (AUC) cien npunarane Ha Momran CYP3A4 naxuburopu. Heo6XxoauMo € TOBHIIICHO
BHUMaHHe MpHu chBMecTHO npuinarane Ha CYP3A4 uaxuburopu (Hamp. KETOKOHA30J1, MaKpOJIUIHU
AHTHOWOTHUIH, TUITHA3EM) C TOJIBATITaH.

EnHoBpeMeHHOTO ITpHeMaHe Ha COK OT TpeHndpyT U TOJABANTaH JAoBene A0 1,8-kpaTHO IMOBUIIICHUE HA
CKCITIO3HIIMsITa Ha TOJIBAIITaH. HaHI/IeHTI/ITe, nmpueManiy ToJiBalTaH, Tp$[6Ba aa n30srear
KOHCYMHPAHETO Ha COK OT TpenpyT.

CYP3A44 unoykmopu
[Ina3menuTte KOHIIEHTpauy Ha TosBanTaH HamaisBat 10 87 % (AUC) cnen npunarane Ha CYP3A4
uHIyKTOpr. Heo0X0mmMo € MoBHIIIeHO BHUMaHHE pH chBMecTHO npuiarane Ha CYP3 A4 unaykropu

(namp. pudamnuyH, 6apOUTYpATH U KBIT KAHTAPUOH) C TOJIBAIITAH.

EdexT Ha TonBanTaH BbpXy (hapMaKOKMHETHKATA HA IPYTH JIEKAPCTBEHU MPOAYKTH

CYP3A44 cybcmpamu

IIpu 3apaBu noO6poBoH ToBanTaH, kKoto ¢ CYP3A4 cyOcTpart, HaMa edeKT BEpXY IIa3MEHUTE
KOHIeHTpanuu Ha Hsakou apyru CYP3A4 cyGcrparu (Hanp. BapdapiH win aMmuoapoH). TonBanrtaH
yBeNM4aBa I1a3MeHUTe HUBA Ha JoBacTaTH OT 1,3 1o 1,5 mbT. HezaBucumo ve ToBa MOBUIIEHUE
HSMa KIMHUYHO 3HAYEHHUE, TO M0Ka3Ba, Y€ TOJIBANTAH MOKE TIOTEHIAITHO Jla YBEINYIHN €KCIIO3UIUATA
Ha CYP3A4 cybcrparn.

CyOcTpaTy Ha TpaHCHOPTEPHU

Cybcmpamu na P-enuxonpomeun

In vitro mpoydBaHus TIOKa3BaT, Ye TOJBAITAH € CyOCTpaT M KOHKYPEHTEH HHXHOUTOP Ha
P-rmuxonpotenn (P-gp). HabmonaBano ¢ moBuIiaBaHe Ha KOHIICHTPAIIMUTE HAa JUTOKCHH B
crarmoHapHo cberosiaue (1,3 mbTr HabMo1aBaHaTa MaKCUMAaITHA T1a3MeHa KOHIEHTPAHS [Cmax]| 1
1,2 mpTH miIOLITa MO/ KpUBaTa KOHIEHTpAIUsI-BpeMe 3a MHTepBaia Ha fo3upane [AUC:]) mpu
€HOBPEMEHHO MHOTOKPATHO MPWIOKeHHe Ha ToBanTad 60 mg BeaHbX qHEBHO. [1o Ta3m npuunHa
MAIMEeHTUTE, [TOJIyYaBally JUTOKCUH W IpyTH cyOcTpaTu Ha P-gp ¢ TeceH TepaneBTHYeH HHACKC
(Hamp. maburatpaH eTeKcuiar), TpsioBa Aa ce JeKyBaT ¢ IOBUIIEHO BHUMAaHHUE U OLICHSBAT 3a
MpeKOMepHH e()eKTH MPH JISYCHHE C TOJIBAIITaH.

BCRP u OCTI

EnnoBpemenHoTO npuiiokenue Ha tosisantal (90 mg) ¢ posysactatut (5 mg), BCRP cy6cerpar,
noumaBa Cmax 1 AUC; Ha po3yBacTaTH cbOTBETHO € 54 % u 69 %. Axo BCRP cybcrparu (mamp.
cyidasanasuH) ce npuiiarat ¢IHOBPEMEHHO C TOJBAITaH, TAllMEHTUTE TPIOBa Jia ce JIEKYBaT C
MMOBHULICHO BHUMAHUE U OLIEHIBAT 32 MPEKOMEPHU e(DEKTH Ha TE3M JIEKapCTBEHH MPOAYKTH.

Axo cyoctpat Ha OCT1 (Hanp. MeTdopMHH) ce puIaraT €AHOBPEMEHHO C TOJIBANTAH, MALCHTUTE
TpsiOBa Ja ce JIeKyBaT C IMOBUILIEHO BHUMaHHUE U OLIEHABAT 3a PEKOMEPHHU e(eKTH Ha Te3U
JIEKapCTBEHU MPOAYKTH.

EI/IY peTUIIN

HeszaBucuMo 4e He M3MIICKIA 1a UMa CHHEPTHYCH WK aJUTUBEH e(DEKT MPH ChITBTCTBAIIATA YIOTPeOa
Ha TOJIBANTaH ¢ OPMMKOBHU M THA3UIHH JUYPETHITN, BCEKH OT TE3U KJIACOBE JIEKApCTBa MPUTEKABA
MOTCHIINAI J]a PEIU3BHUKA TEXKKa JEXUApaTalrs, KOETO MPECTaBIsIBA PUCKOB (pakTop 3a OBOpeuHa
muchyHkus. B cirydaii Ha mosiBa Ha qexujpaTays uiv 0b0peuHa nucyHKIHS, TpeInprueMere
TOJIXO AN ICHCTBHUSA, KOETO MOXKE JIa BKITFOUBA HEOOXOAUMOCT OT MPEKhCBAHE UITH HaMallIBaHEe Ha



JO3UTE Ha TOJIBANITAH W/WIH JUYPETHLMTE, YBEIUYaBaHe HA MPHEMa Ha TEUHOCTH, OLICHKA U
OTCTpaHsBaHE HA APYT'H MOTCHUUAIHYU IPUYMHU 32 ObOpeyHa AUCHYHKLIUS U ACXUIpaTalts.

ExgHoBpeMEHHO IpuiIaraHe ¢ Ba30IPECHHOBU aHAIO3U

B nonbiiHeHHE KbM OBOpEeUHUS akBapeTHUICH ePEeKT, TOIBANTAH MOXKE Ja OJIOKHUpa BaCKyJIapHUTE
Ba30MPECHHOBU V2 perenTopy, y4acTBallyd B 0CBOOOKIABAHETO Ha KOAaryJaluoHHU (akTopu (Harp.
¢axTop Ha von Willebrand) ot ennorennure kierku. CienoBarenHo, epeKThT Ha Ba30MPECUHOBUTE
aHaJI03H, KaTo JECMOIPECHH, MOXKe J1a ObJe HaMaJleH IIPH MallMeHTH, H3II0I3BAIN TAKHBA aHAJIO3H 32
NPEBEHIINS MITH KOHTPOJ Ha KPBBOU3IIMBH, KOTATO CE MPUIIAraT ChbBMECTHO C TOJIBAIITAH.

4.6 @eprTuauTeT, )PEMEHHOCT U KbPMEHe

bpemennoct

JlumcBar nny nMa OrpaHUYEHH NaHHH OT yrmoTpedaTa Ha TOJBANTAH MTPH OpEeMEHHH KEHH.
IIpoyuBaHusATa IPH )KUBOTHHU MTOKA3BAT PEMPOTYKTUBHA TOKCUIHOCT (BK. Touka 5.3). [ToTeHIIMANHUASIT
PHCK IIpH XOpa He € U3BECTeH. Samsca € IPOTUBOIOKa3aH o BpeMe Ha OpeMeHHOCT (BX. Touka 4.3).
JKenute ¢ nerepoieH MOTEHITHAI TPSAOBA /1a U3MON3BAT e)eKTUBHA KOHTPAIIETIIINS TI0 BpeMe Ha
JICUEHUETO C TOJIBAIITaH.

Kspmene
He e u3BecTHO nanu ToNBaNTaH ce EKCKpeTHpa B KbpMaTa. Hamnauure
(hapmMakoIMHAMUYHY/TOKCUKOJIOTUYHY JJAHHH ITPH )KUBOTHU TIOKa3BaT EKCKPEIUs Ha TOJIBAITAH B

MJITKOTO (32 IMTOAPOOHOCTH BXK. ToUKa 5.3). [ToTeHITHATHIST PHUCK TIPU XOpa HE € U3BECTEH. Samsca ¢
MIPOTHUBOIIOKA3aH B MEpHO/Ia Ha KbpMeHe (BK. Touka 4.3).

deprunurter

[IpoyuBanusiTa Npu )KUBOTHH MOKa3BaT Bb3ACHCTBHIE BbPXY QepTuinTteTa (BXK. Touka 5.3).
[ToTeHUMANHUAT PUCK NIPU XOpa € HEU3BECTEH.

4.7 Ed¢exTu BbpXy cnioco0HOCTTA 3a modupaHe U padoTa ¢ MALIUHA

Samsca He TTOBIIMABA WM TTOBJIHSIBA TIPEHEOPESIKUMO CITIOCOOHOCTTA 32 IMModupane u paboTa ¢ MaITUHU.
Bwnpeku ToBa, npu modupane wik padboraTa ¢ MalllMHU TPsIOBa J1a ce MMa MPEeIBH]I, Y€ TIOHSKOTa
MOXe Ja Ce MOJTyyar 3aMaiBaHe, aCTEHHUS UM CHHKOII.

4.8 HexeqaHnu JieKApCTBEHU PeaKIul

Pesrome Ha mpoduna 3a 6e300acHOCT

[IpodunbT Ha ToNMBaNTaH IO OTHOIICHNE Ha HexenanuTe peakuuu npu SIADH ce ocHoBaBa Ha 0a3a
JaHHU OT KIMHUYHM Npoy4BaHus ¢ 3 294 mauueHTy, JeKyBaHH ¢ TOJNBaNTaH, U CbOTBETCTBA Ha
(hapmakosyoruira Ha akTUBHOTO BellecTBo. [IpenBuxnannurte oT papMakoanHAMUAYHA TI€IHA TOUKA U
Haii-4ecTo chOOIIaBaHUTE HEXKEaHU PEAKIUY ca XKak/a, CyX0Ta B yCTaTa U INOJaKUypusi, KOUTO ce
nojryyaBat npu okosio 18 %, 9 % u 6 % ot nauuenTure.

TabnanveH cCnUCchK Ha HEKEITAHUTES PEAKIIFU

YecTOTUTE HA HEKEIAHUTE PEAKIMU OT KIMHHYHHUTE MPOYYBAHUSA ChOTBETCTBAT HA KATETOPHUHTE
MHoro dect (> 1/10), gectu (> 1/100 mo < 1/10), vewectn (> 1/1 000 mo < 1/100), penxu (> 1/10 000
1o < 1/1 000), muaoro peaxu (< 1/10 000) u ¢ Heu3BeCcTHA YecTOTa (OT HATMYHUTE TAHHU HE MOXKE J1a
Ob/ic HampaBeHa OlleHKa). [Ipu BCAKO rpynupaHe B 3aBUCHMOCT OT YECTOTAaTa HEXETaHUTE
JIEKapCTBEHH PEAKIMU ce M30pOsIBaT B HU3XO/ISAIL PEI [0 OTHONICHHE Ha TSXHATA CCPHO3HOCT.



YecToTata Ha HEXKCIAHUTE pcakuuu, C’bO6H_I€HI/I 10 BpE€MC Ha MOCTMApPKCTUHI'OBATa yHOTpe6a, HE
MOXE Ja 6’[:,[[6 orpeaecicHa, TBU KaTo TE ca MOJIY4YCHHU OT CIIOHTAaHHU C’LO6H_ICHI/I5{. CrnegoBatenHo
YeCToTaTa Ha TE3U HCKCJIAaHU PCAKIIUHU CC OIIPEACId KaTo ,,C HCU3BECTHA yecToTa“.

Cucremo- Yecrora
OpraHHu
KJIACOBE
MHoro uectu Yectu Heuectn C HeusBecTHa
4ecToTa
Hapymenus na aHa(IIIaKTHIEeH
MMYyHHaTa IIOK,
cucreMma reHepaIu3upaH
00puB
Hapymenus va TTOJTUTATICHS,
MeTabonr3Ma u JeXuapaTars,
XpaHEeHEeTO XUTEPKATHUEMUS,
XUTEPTITNKEMUS,
XHUIOTTTUKEMHs ',
XUIEpHATPHEMHUS
XHUIepypUKeMus ',
HaMaJICH aneTUuT
Hapyrienus Ha CHHKOI', JTUCTEY3UsT
HEpBHATA rmaBoGomme’,
cucremMa 3aMasgHOCT'
CopnoBu OpTOCTaTUYHA
HapyIICHUS XHUIIOTOHUS
CromamrHo- rajieHe KOHCTHITAIHS,
YpEBHH auapus’,
HapYIICHUS CyXOTa B ycraTa
Hapymienus va EKXUMO3a, ChpOSII
KOoXara u MIPYPUTYC 06puB’
MOIKOKHATA
ThKaH
Hapymienus Ha MOJIAKUYPUS, 0B0peuHO
OBOpenuTe u MOy PUS HapyIIeHue
MTUKOYHUTE
IBTHINA
OO6mm KaxKaa aCTeHHUA,
HapyIICHUS U MTUPEKCHA,
edexTn Ha HepasnoJoKeHue'
MSICTOTO Ha
MIPHIIOKEHHE
XeraroOommnapHu YEPHOIPOOHHN
HapyIICHUS HapyLIEHHs’,
octpa uepHOApoOHa
HEJ0CTATHYHOCT
N3cnensanns HaJU4He HA KPBB B OMMupyOUH | MOBHUILIEHU
ypuHaTa', yBEIHYCH TpaHCAMUHA3H’
aJaHUH (BXK.
amMmHOTpaHchepaza | Touka 4.4)"
MOBUIIICHA (BK.
Touka 4.4)!,
acmaprar
aMuHOTpaHc(hepasa
MOBHIIICHA(BX.
Touka 4.4)!,




Cucremo- YecToTa

OpPraHHH
KJIACOBeE
MHoro decTu Yectu Heuectu C HeusBecTHA
YeCTOTa
MOBUIIIEH KPEATUHUH
B KpbBTa
Xupyprudecku 1 | 06p30
MCIOULMHCKHU KOpUTHpaHEe Ha
HWHTEPBEHIIUU XUTIOHATPUEMHS,
KOETO MOHSIKOTa
BOIH JI0
HEBPOJIOTUYHU
CHMIITOMH

HaOJI0]aBaHO B KJIMHUYHY MTPOYYBaHUS, U3CIIEABAILN APYTH MOKA3aHUS

OT OCTMAPKETUHTOBOTO MPOYYBaHe 3a 0€30MacCHOCT IIPU XUIIOHATPUEMHSI, B pe3yTaT Ha
SIADH

HaOIr0/1aBa ce IpH MocTMapKeTHHroBuUs onut ¢ TonBantad npu AJIIIBB. YepHoapoOHara
TPAHCIUIAHTALIUAS € HAJIOXKUTENHA.

Onrcanye Ha N30paHU HEeXKETAHN PEAKIINH

bvp3o kopucupane na xunonampuemusl

B moctmapkeTHHroBO mpoyduBaHe 3a 0€30IaCHOCT Ha TOJBANTAH IPU BTOPUYHA XUITOHATPHUEMHS,
BB3HHUKHANA B pe3yaTaTr Ha SIADH, BKIFOUBAIIO BUCOK MPOIICHT MAIUEHTH C TYMOPH (0COOEHO
JIpeOHOKIIEThUCH paK Ha Oenus qpo0), MAUEHTH ¢ HUCKO U3XOIHO HUBO HA CEPYMHUSI HATPHI, KAKTO
Y TIAIIUEHTH ChC CHITBTCTBAIA YIIOTpeOa Ha MUYPETHIIA U/WIIA Pa3TBOP HA HATPUEB XJIOPHUII, €
YCTaHOBEHO, Y€ YECTOTa Ha ObP30 KOPUTHPAHE HA XUTIOHATPUEMHUS € TTO-BUCOKA OT Ta3u IPH
KIIMHUYHYU OPOYYBaHHUS.

Cpo0111aBane Ha HOJ03UPAHU HEKEIAHU PEAKIIMHI

Cw0o0I11aBaHeTO Ha TOI03UPAHU HEXKEIIAHU PEaKIInU CIIe/ pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBSHUS
MPOAYKT € BakHO. ToBa M03BOJIsABA A2 MPOIBIKHA HAOIIOJICHUETO Ha CHOTHOIIICHUETO TMOJI3a/PUCK 3a
JICKapCTBEHUSA MPOAyKT. OT MEAUIIMHCKUTE CIIEIHAIMCTH CE€ M3MCKBA Ja ChOOIIaBaT BCAKA
M0I03UpPaHa He)KETaHa PeaKilus Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 TIlpeno3upane

Enuanyann no3u qo 480 mg u MHOTOKpaTHU 1031 1o 300 mg Ha JieH 3a 5 JHH ce MOHACAT o0pe MpH
KIMHAYHU TIPOYYBAHMS ChC 3IpaBu J00OpoBoy. Hiama cienududer aHTUIOT MTPU MHTOKCUKAITUS C
tonBanTad. [I[pu3HanuTe 1 CUMITOMHUTE Ha OCTPO MPEIO3UPaAHE MOXKE J1a CE OYaKBa Jia ca KaTo Te3u Ha
MIPEKAJICHO CUJICH (hapMaKOJIOTHUeH e()EeKT: MOBUIIICHNE Ha CEpyMHATa KOHIICHTpAIlHsI Ha HATPUH,
TIONTUYPHSL, KaXKa U JeXUIpaTaIlvst/XumooiaeMus (0OOMITHA U IPOIBIDKUTETHA aKkBapesa).

HpI/I ManrueHTU CbC CbMHCHUE 3a MPCO03UPAHE HA TOJIBAIITAH € IIPCIIOPBUYNUTEIIHO Aa CC U3CIICABAT
JKU3HEHHUTE MTOKa3aTelln, KOHIeHTpauuTe Ha enekrpointu, EKT u OamaHca Ha Te4HOCTHTE.
[Toxxosmio 3amMecTBaHe Ha BOJAaTa W/WIIH €IEKTPOIUTUTE TPsIOBa Ja MPOIBIDKAT A0 OTCIa0BaHe Ha
akBapesara. J[nanuzara Moxe Jia He € e()eKTHBHA 32 OTCTPAaHsBaHE Ha TOJIBANTAH ITOPaJH BUCOKHUS MY
aMHUTET 3a CBbP3BaHE C YOBEIIKUTE TUTa3MeHH npoTerHu (> 98 %).

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 @®apmakoaMHAMUYHU CBOICTBA

®dapMakoTepaneBTUUHa rpyna: Jnypetuny, anraronnctd Ha Bazonpecud, ATC kog CO3XA01
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

MexaHu3bM Ha JEUCTBHE

TonBanTaH e ceneKTUBEH V2 pelenTOpPeH aHTarOHUCT Ha Ba30IMPECHH, KOWTO Crielu(UIHO OJI0KHpa
CBBP3BaHETO Ha apruHUH BazompecuH (AVP) ¢ V2 penenTopute Ha TUCTATHUTE YacTH Ha He(PpoOHa.
AQUHUTETHT Ha TOJBAIITAH KbM YOBEIIKUTE V2-penentopH € 1,8 MbTH M0-BUCOK OT TO3H Ha
HaTtuBHUSA AVP.

[pw 37paBu BB3pacTHH YYACTHUIIHM TIEPOPATHOTO MPUIIOKEHHE HA TOJIBAIITAH B JI03U OT 7,5 mg 10

120 mg npeM3BUKBA YBEINYaBaHE HA CKOPOCTTA Ha OTACISIHETO Ha ypUHA JI0 2 yaca CJie/ puiiaraHe.
Crnen eAMHUYHY TIEPOPATTHH 103U OT 7,5 mg 10 60 mg, 24-yacoBusT 00eM Ha ypUHATa CE YBEIIUYaBa B
3aBHCUMOCT OT J103aTa, KaTo THEBHUTE 00eMH Bapupar ot 3 10 9 mutpa. [Ipu BCHUIKH 103U
CKOPOCTHTE Ha OTJEJISIHE Ha ypUHA ce BPBIIAT Ha U3XOJHUTE HUBA ciiell 24 Jaca. 3a eTHOKPATHU JI03H
ot 60 mg no 480 mg ce oTAeNAT cpenHo okojo 7 nutpa B nepuoaa 0 go 12 yaca, HE3aBUCUMO OT
J03ara. 3HAYUTETHO TIO-BUCOKH JIO3H TOJIBAIITaH MPEAU3BUKBAT IMO-TIOCTOSTHHU OTTOBOpYU 0€3 3acsiraHe
HA CTETECHTA Ha eKCKPETHPAHE, Thil KATO aKTUBHUTE KOHIICHTPAIMH Ha TOJBANTAH Ca HAJTHYHHM 32 T10-
JUBJITU IIEPUOAHU OT BPEME.

Knnangna CSDI/IKaCHOCT u 0e30macHOCT

Xunonampuemus

B 2 ocHoBHH, ABOHHOCTENH, TUTANE00-KOHTPOIUPAHU KIMHUYHA IPOYUYBAHUS 0010 424 MalueHTH ¢
€yBOJIEMUYHA WJIM XUIIOBOJIEMUYHA XUTIOHATprUeMus (cepymeH HaTpuid < 135 mEq/l), apmxama ce Ha
pa3nuyHu 00ycnaBsmy npuauny (ChpaeuHa HepoctarbuHoct [CH], wepnoapo6bna nmposa, SIADH u
Ip.), ca iekyBanu 3a 30 mHU ¢ TonBanTaH (n = 216) wiun miane6o (n = 208) B HavalHa 1032 OT

15 mg/nen. Moxero e no3ata na 0b1ae yBenmdeHna Ha 30 mg/meH u 60 mg/neH B 3aBUCHMOCT OT
OTTOBOpPA, KaTO Ce M3MOJI3Ba 3-AHEBHA cXeMa Ha TuTpupane. CpeaHara cepyMHa KOHIIGHTpAIUs Ha
HaTpHsl [IpH BKJIIOUBaHe B mpoyuBaneTo ¢ 129 mEq/l (nmanason ot 114 mEq/l 1o 136 mEq/1).

[IspBuuHaTa KpaiiHa TOYKa 3a Te3W NMpoyuBaHus € cpeaHara quesHa AUC 3a mpoMsiHa B CEpyMHUS
HaTpHUil OT U3XOJHOTO HUBO J0 JeH 4 1 u3x01HOTO HUBO A0 AcH 30. TonBantan nmokassa
MPEBB3X0ICTBO crpsamo 1uiane6o (p < 0,0001) 3a nBaTta nepuoja u B ABeTe IpoyuBaHus. To3u epexT
ce HabJro1aBa MPU BCUYKH MAITUEHTH — B TIOATPYITUTE Ha TEKKO OOJTHUTE (CepyMeH

Hatpuii: < 130 mEq/1) u nexo 6oaure (cepymen Hatpuii: ot 130 mEq/1 mo < 135 mEq/1) u 3a Bcuuku
ernonornyHu noarpynu (Hamp. CH, uuposa, SIADH/apyru). Cenem nHu ciiea npekparsBaHe Ha
JICUCHUETO HUBATA HAa HATPHS HaMaJlsiBaT 10 HUBATa Ha MAlMEHTHUTE, IpUeMallH 1aneoo.

Cnen 3 nuu nevyeHue COOPHUST aHAIM3 HA JBETE MIPOYUBAHUS MIOKA3Ba, Y€ 5 ITbTH MOBEYE MAIUCHTH
Ha TOJIBANTaH, OTKOJIKOTO MAI[MeHTH Ha Iane0o, MoCTUTaT HOpMaJIM3UpaHe Ha KOHIIEHTPAIUUTE Ha
cepymuwmst Hatpuit (49 % cropsimo 11 %). To3n edekt npoarsmkaBa KakTo Ha aeH 30, koraTo moBeye
MAaI[UCHTH Ha TOJIBANITaH, OTKOJKOTO MAIIMEHTH Ha T1ane0o0, BCe OIlle UMAT HOPMAaJTHA KOHIICHTPAIIUU
(60 % crpsimo 27 %). Te3u oTroBopH ce HAOIIOJaBaT MIPH MAIUEHTHTE HE3ABUCHUMO OT TIOJJIEKAIIOTO
3abomnsBaHe. Pesynrarure oT caMooleHka Ha 3JpaBOCIOBHOTO ChCTOSTHIE C U3IOJI3BaHE Ha 3ApaBeH
BBIIPOCHUK B KpaTka hopma (SF-12) 3a pe3yaratu mo OTHOIIEHHE HAa ICUXUYHOTO CHCTOSHHE
MOKAa3BaT CTATUCTUYECKY 3HAYMMHU U KIIMHUYHO PEJICBAHTHU MOJ00PEHUS 3a JICYCHUETO C TOJBAITAH B
CpaBHEHHUeE C 1anedo.

Jannute 3a IbJarocpouHara 6€30MacHOCT U €pUKACHOCT Ha TOJIBAIITaH Ca OLIEHEHH 32 MEPUOJ 10

106 ceqmuy B KIMHAYHO MPOYYBAHE C MAIIUCHTH (C BCIKAKBA €THOJIOTHS), KOUTO Ca 3aBBbPIIIIN
€IHO OT OCHOBHHUTE TIPOYYBaHHS 3a XUIToHaTpueMust. OO0 111 marueHTH 3amouBar JeUeHne ¢
TOJIBAIITaH B OTKPUTO IMMPOABDKCHUEC Ha ITPOYUYBAHE, HE3AaBUCUMO OT PAHAOMU3ZUPAHETO UM ITPEAU
ToBa. [logoOpeHus Ha HUBaTa HA CEpyMHHS HATPUH ce HAOI0JaBaT OIIe OT MIbPBHUS JACH CIIE]T
MIpHIJIaraHe v MpoJIbIDKABAT MIPH OIICHKHUTE M0 BpeMe Ha yiedenne Ao cenmuna 106. [Ipu npekparssane
Ha JICHCHUCTO KOHUCHTPAIUUTEC Ha CEPYMHU HanI/Iﬁ HaMaJsgaBaT HpI/I6JII/I3I/ITeJIHO J0 U3XOJHHUTEC
CTOI>'IHOCTI/I, HE3aBUCUMO OT BT)306HOB}IB3HCTO Ha CTaHJapTHaTa TCparus.
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[pu nunotHoO, pannomusupano (1: 1: 1), aBoitHOCIATIO poyuBaHe npu 30 MaUEHTH ¢ BTOPUYHA
XHUIIOHATpUEMHs, Bb3HUKHaNA B pe3ynTar Ha SIADH, ca onenenn apmakonnHaMukaTa Ha TOJIBATaH
cleq eMHUYHU 1034 oT 3,75 mg, 7,5 mg u 15 mg. Pe3yntature ca MHOTO MPOMEHJIMBH C TOJISIMO
MIPUIIOKPUBAHE MEXY 1030BUTE I'PYNH; IPOMEHUTE HE Ca CHIECTBEHO CBBP3aHU C €KCIO3UIINATA HA
tonBanTad. CpeTHUTE MaKCHMAaJIHU [IPOMEHHU B CEPYMHHMSI HATPUI ca Hai-BUCOKH CIIE/ A03aTa OT

15 mg (7,9 mmol/l), HO MeTMaHNTE HA MAKCUMATHUTE IPOMEHH ca Hali-BUCOKH 3a J103aTa oT 7,5 mg
(6,0 mmol/l). UaguBrIyatHATeE MAKCUMATHN YBEIHYCHUS HA CEPYMHHUSI HATPHHA ca OTPHUIIATEITHO
CBBp3aHH ¢ OanaHca Ha TEYHOCTH; cpeHaTa MpoMsiHa B OajlaHca Ha TEYHOCTH MOKa3Ba J0303aBHCHMO
HamaisiBaHe. CpeaHaTa IPOMsIHA OT M3XOJIHO HUBO B KyMYJIaTUBHMSI 00€M Ha ypHHATa U CKOPOCTTa Ha
OTJIENIIHE Ha ypHUHaTa € Omia 2 mbTH MO-BUCOKA MPH 1032 OT 15 mg, B cpaBHEHHUE C JO3UTE OT 7,5 mg
u 3,75 mg, KOUTO MOKAa3BaT MOA0OHH OTTOBOPH.

Covpoeuna nedocmamuv4HoCm

EVEREST (Efficacy of Vasopressin Antagonism in Heart Failure Outcome Study with Tolvaptan
(ITpoyuBane 3a pe3ynTar ¢ TOJBANTaH 3a e(pUKACHOCTTA Ha aHTATOHU3MAa KbM Ba30OIPECUH MPU
ChpJiedHa HEOCTATHYHOCT)) € ABOWHOCIAO, KOHTPOJIMPAHO KITMHIUYHO MTPOYYBaHE 3 JBITOCPOIHHU
pe3yATATH MIPH XOCTIUTATU3UPAHH NAMeHTH ¢ Biomasamnia ce CH u npu3Hany u CHMIITOMH Ha
00eMHO mpeToBapBaHe. B nmpoyuBaneTo 3a IBJITOCpOUHH pe3ynTaT o0mmo 2 072 nanueHTH noayvyaBat
30 mg tonBanTaH cbe crangaptauTe rpmxu (CI), a 2 061 momyqasat mnane6o cse CI'. [IppBUdHaTA
IIeTT Ha MPOYYBAHETO € 1a ce cpaBHAT eextute Ha TonBanTaH + CI' ¢ mmane6o + CI' BEpXy BpeMeTo
JI0 CMBPT 10 BCUUKH MIPUUMHHU U BEPXY BPEMETO /10 MbpBaTa MosiBa Ha chpAeuHo-cha0Ba (CC)
CMBPTHOCT Wi Xocnuranu3upane 3a CH. Jleuenuero ¢ TonBanTad HAMa KIMHHYHO 3HAYNM e(DeKT,
JKEJIaH WM He)KeJlaH, BbPXY OLEISIBAaHEeTO TN KOMOMHMpaHaTa KpaitHa Touka 32 CC cMBPTHOCT WIIH
xocrnuTanu3anus 3a CH.

EBpomnelickaTa areHuus 1o JieKkapcTBaTa oTjara 3aJbDKEHHETO 32 IIPE0CTaBsIHEe Ha Pe3yITaTUTE OT
MIPOYYBaHMUATA ChC Samsca B €JHa WK MTOBeYe MOATPYIH Ha MeAuaTpudHaTa MOMyJIaus [Py JeueHue
Ha JTUITyTAl[IOHHA XUITOHATpUEMHS (BXK. Touka 4.2 3a nH(pOopMaLus OTHOCHO yHoTpeda B
TIeANATPUATA).

5.2 ®apmakoKkMHETHYHM CBOIicTBa

AOcopOrtus

Crenn mepopaiTHO NPUIIOKESHHE TOJIBANTAH ce abcopOupa Obp30, KATO MTUKOBUTE TUTA3MEHU
KOHIICHTPAIINH C€ JIOCTUTAT OKOJIO 2 yaca clie]l IpueMane. AOCOMOTHATA OMOHATMYHOCT Ha
TOJIBANTaH € 0KoJIo 56 %. EqHOBpeMEeHHOTO MpIIIOKEeHHE Ha Jjo3a oT 60 mg ¢ XpaHa ¢ BUCOKO
ChIbPKaHUE HAa Ma3HUHY [TOBUINIABA TUKOBUTE KOHIICHTparmu 1,4 mbTH, 6e3 npomsHa B AUC u 6e3
NPOMSIHA B KOJTMYECTBOTO Ha OT/eNieHaTa ypuHa. Ciell eTMHUYHH Tiepopaidu 1034 > 300 mg
MMUKOBHTE MJIa3MEHU KOHIICHTPAITUH U3TIIEK A Ce CTAaOWIIN3UPAT, BEPOSATHO MOPAIN HACHIIIAHE Ha
abcopOrusTa.

PasnpenencHue
TonBanTan ce cBbp3Ba 00paTMO (98 %) C MIa3MeH! MPOTCHHHU.

buorpanchopmarus

TonBanTan ce MeTabOIM3UPa U3KIIOUUTENHO B uepHus 1pood. [To-manko ot 1 % oT HHTaKTHOTO
AKTHBHO BEIIECTBO C€ EKCKPETHPa HEIIPOMEHEHO B ypUHATA.

In vitro mpoy4yBaHUsTa [TOKA3BaT, Y€ TOJBANTAH WM HETOBHUS META0OJIUT OKCOOYTHPHII MOXKE J1a UMa
noteruuain 3a uaxuoupane Ha OATP1B1, OAT3, BCRP u OCT1 tpancnoprepute. Ilpunosxxenunero
Ha po3yBactatu (OATP1B1 cybcrpar) nimn dpyposemun (OAT3 cyberpar) mpu 3A4paBu YIACTHHITH C
MOBHUIICHH IJIa3MEHHU KOHIICHTPAIIH Ha METa0O0IUT Ha OKCOOYTHPOBaTa KUCENUHA (HHXHOUTOP Ha
OATPIB1 u OAT3) He npoMeHs 3HaUnMO (apMaKOKHHETHKATa Ha PO3yBacTaTUH WIH (QypO3EMUI.
Bx. Touka 4.5.
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Enuvunupane

TepMI/IHaIIHI/HIT IMMOJIY>KMBOT Ha CJIMMHUHHUPAHE € OKOJIO 8 wacau KOHOCHTPAIIMNUTC Ha TOJIBAIITAaH B
CTallMOHAPHO CBCTOSAHUC CC NOCTUTAT CJIC]] I'bpBaTa A034.

ExcrniepuMeHTHTE € pagOMapKUpaH TOJIBANTaH MoKa3Bat, 4e 40 % 0T paguoakTUBHOCTTA CE OTKpUBA
B ypuHata u 59 % BbB (pexanuuTe, KbJACTO HEIPOMEHEHHT TOJBaNTaH aasa 32 % oT
pannoakTUBHOCTTA. ToNMBaNTaH € caMO He3HAUYMTeNHa ChcTaBKa Ha tuiazMata (3 %).

JIuneinoct

TonBanTan uMa ITMHEHHA (PapMaKOKHMHETHKA 3a 1037 OT 7,5 mg o 60 mg.

DapMaKOKMHETHKA MPH CIICIHATHN TPYIY NAIUCHTH

Bwvspacm
KnupbHCHT Ha TOJBAaNTaH HE CE MOBJIMABA 3HAYUMO OT Bb3pPacTTa.

Yeprodpobno yspescoane

EdextsT Ha nexo wim ymepeHo HapynieHa yepHoapoOHa ¢yakuus (Child-Pugh xmac A u B) Bbpxy
(hapMaKOKMHETHKATa Ha TOJBAIITaH € U3cieIBaH MpH 87 MaleHTH ¢ YepHOIPOOHO 3a00IIBaHe OT
pasznuueH npousxoa. He ca HaOnMro1aBaHK KIMHAYHO 3HAYMMH MPOMEHH B KIIMPBHCA 34 JI03U B
nmuarnasoHa ot 5 mg go 60 mg. HanmmaHa e MHOTO orpaHndeHa HHGOPMAINS TP MAITUCHTH C TEXKO
yepHOApoOHO yBpexaaHe (Child-Pugh kmac C).

IIpu nomynarnuoneH hapMakKOKHHETHYEH aHAJIA3 IPU TAITUEHTH ¢ OTOK Ha yepHus apod AUC Ha
tosiBanTaH npu naiueHTn ¢ Texkko (Child-Pugh kiac C) u nexo unu ymepeno (Child-Pugh kinacose A
u B) uepHonpoGHO yBpexnane ca 3,1 mbTu U 2,3 IbTH O-BUCOKH, OTKOJIKOTO TPH 37paBy JIMLA.

bvopeuno yepexcoane

[Tpu nmonynamnroHeH GapMaKOKMHETUYCH aHAJIN3 MTPH MAIUCHTU ChC ChPJICUYHA HEIOCTATHUYHOCT
KOHIICHTPAIIMHUTE Ha TOJIBAITaH MPH MAIUEHTH C JIeKo (kpeaTHHHHOB KIHPBHC (Ccr) 0T 50 ml/min o
80 ml/min) mmm ymepeno (Cer ot 20 ml/min o 50 ml/min) Hapymena 660pedna GpyHKIHS HE ce
pa3aruaBaT 3HAYMMO OT KOHIIEHTPAI[MUTE Ha TOJIBANTAH MPH MAlMEHTH ¢ HOpMaJiHa ObOpevHa
¢ynkuus (Cer o1 80 ml/min 1o 150 ml/min). EduxacHocTTa 1 Ge30macHOCTTa Ha TONBANTaH IpU
MAIIEHTUTE C KPEaTHHUHOB KIMPBHC < 10 ml/min He € oleHsABaHa U CIEI0BAaTEIHO HE € M3BECTHA.

5.3 IlpeakJIMHUYHU JAHHHU 32 0€30MACHOCT

HexknmuHnuHuTe MaHHKM HE TIOKAa3BaT OCOOCH PHUCK 3a XOpa Ha 0a3aTa Ha KOHBEHIIMOHAITHUTE
(hapMaKoJOTHYHYU MPOYIBAHHA 32 O€30MMaCHOCT, MPOYYBAHUA 32 TOKCHYHOCT IIPA MHOTOKPATHO
nprIaraie, TeHOTOKCUYHOCT WJIM KaHIIEPOTCHEH MOTCHITHAIL.

HabmonaBa ce teparoreHHocT nipu 3aiiiy, nomydasanu 1 000 mg/kg/nen (3,9 mbTH eKCrIO3UIUATA TPH
xopa mpu no3a ot 60 mg ra 6aza AUC). [Ipu 3aiiniute HEe ca HAOIIOJaBaHU TEPATOTCHHN e(DEKTH TpH
no3a ot 300 mg/kg/nen (1,9 mbTH ekcro3uIysITa Ipu Xopa mpu go3ara ot 60 mg Ha 6a3ara Ha AUC).
[Ipu nepu- 1 mocTHaTAIHU NPOYYBAHUA NPHU ILTHXOBE ce HaOmo1aBa 3a0aBeHa OCUpHUKALUS 1
HaMaJIeHO TETJIO Ha MaJIKUTE Mpu BUCOKH 103 oT 1 000 mg/kg/nen.

JBe npoy4BaHus 32 QEepTUIIMTET NPH TLTBXOBE Ca NIOKa3aIH ePEKTH BbPXY POJUTEICKOTO IIOKOJICHNE
(HamasieHa KOHCyMalusl Ha XpaHa ¥ HaJJaBaHe Ha TETJIO, CAJTMBALKs), HO TOJIBAIITaH HE € TOBIIHSLT
BBPXY PENPOLYKTUBHHUTE (GYHKIUHN HA MBXXKUTE HHANBUAM U HE € uMaiio epeKTH BbpXy (eTycure.
IIpu xeHckuTe ca HabIrOAaBaHW AOHOPMHU €CTPAITHU IIUKIIX U B IBETE IPOYIBAHHUS.

Husoto 6e3 HaOmonaBanu Hexxenanu edextu (no observed adverse effect level, NOAEL) 3a edextu
BBPXY penpoayKTuBHUTE GyHKIUH npu sxeHckuTe (100 mg/kg/nen) e 6umno okomno 6,7 nbTH
eKCIIO3HIMTA TIPU Xopa mpu fgo3a 60 mg Ha 6aza AUC.
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6. DAPMAIIEBTUYHU JAHHHA
6.1 ChnucbK Ha IOMOILIHUTE BeleCTBA
IlapeBuyHo HUILIECTE
XuIpOKCUTIPOIUIIIEITYI03a

JlakTo3a MOHOXMApAT

Marunesues creapat

MukpokpucTansa neiyJio3a
Wnaurokapmun amymunues nak (E 132)
6.2 HecnbBMecTHMOCTH

Henpuioxnumo

6.3 Cpoxk Ha roaHoCT

Samsca 7,5 mg Ta0IeTKH
5 rouHu

Samsca 15 mg tabmerku 1 Samsca 30 mg TabneTkn
4 roguHN

6.4 CroeumajHM ycJ0BHMS HA ChbXpPaHEeHHUe
[a ce cpxpaHsiBa B OpUrHHAIIHATA OTIAKOBKA, 32 JIa Ce MpEe/na3y OT CBETJIMHA U Bjara.
6.5 Buau chabp:kaHue HA ONIAKOBKATA

Samsca 7.5 mg TabiaeTku

10 Tabietku B O6muctepu ot PP/Al

30 rabnetku B 6muctepu ot PP/Al

10 x 1 rabnetka B nepopupanu 6xaucrepu ot PP/Al ¢ equHnvHM 1031
30 x 1 TabneTka B iepdopupanu oauctepu oT PP/Al ¢ enquamaHN 1031

Samsca 15 mg Tabnerku u Samsca 30 mg Tabnerku
10 x 1 rabnerka B nepdopupanu 6maucrepu ot PVC/Al ¢ equHn4HN 1031
30 x 1 TabneTka B ieppopupanu oauctepu oT PVC/Al ¢ equandam 103u

He Bcruky BuioBe ONTAKOBKM MOTaT J1a Ob/aT IyCHATH HA Ma3apa.
6.6 CrnenuajaHu npeana3Hu MepKH NPH U3XBbPJIsIHE

Hsama CriCqyaIH U3MCKBAaHUA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

Otsuka Pharmaceutical Netherlands B.V.
Herikerbergweg 292

1101 CT, Amsterdam

Hunepnannus
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8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

Samsca 7,5 mg TabyieTku
EU/1/09/539/005 (10 Tabnetkm)
EU/1/09/539/006 (30 Tabnerkn)
EU/1/09/539/007 (10 x 1 Tabnerka)
EU/1/09/539/008 (30 x 1 Tabnerka)

Samsca 15 mg TabimeTku
EU/1/09/539/001 (10 x 1 Tabnerka)
EU/1/09/539/002 (30 x 1 TabneTka)

Samsca 30 mg Tabnerkn
EU/1/09/539/003 (10 x 1 Tabnetka)
EU/1/09/539/004 (30 x 1 Tabnerka)

9. JATA HA ITBPBO PAZPEINABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[lata Ha mBpBoO pa3pemanane: 3 aBryct 2009 r.

Jlara Ha nocienHo noaHoBsBanHe: 19 roum 2014 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
MM/ITIT

IMoapobHa uHbopMalus 3a TO3H JEKApCTBEH MPOYKT € MpeJ0cTaBeHa Ha yebcaiita Ha EBpomneiickaTa
areHIus 10 JeKapcTBaTa https://www.ema.europa.eu.
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INPHUJIOKEHHUE I1

MNPOU3BOJUTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXIABAHE HA ITAPTUIN

YCJIOBUSA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUS N UBUCKBAHUSA HA
PASPEHIEHHMETO 3A YIIOTPEBA

YCJIOBUS WK OT'PAHUYEHMUA 3A BE3OITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MHNPOAYKT
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A. MPOU3BOJUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOKJIABAHE HA IIAPTUIU

Hwme u agpec Ha npoussoaureisi(Ure), OTTOBOPEH(HH) 32 OCBOOOKIaBaHEe HA MAPTHUINUTE

Millmount Healthcare Limited
Block-7, City North Business Campus, Stamullen, Co. Meath, K32 YD60
Hpnangus

b. YCJI0OBUSA NN OI'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

.HCKapCTBCHI/IHT MOPOAYKT CC OTITYCKa IIO JICKAPCKO NPCAINMNCaHUC.

B. JPYI'U YCJIOBUS U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3upanu aqokaanu 3a oezonacuoct (IIA/IB)

M3uckBanmsaTa 3a nogaBane Ha [TAJIb 3a 6e30macHOCT 3a TO3M JIEKapCTBEH MPOAYKT ca IIOCOUYEHHU B
cnuchbKa ¢ pedepenTauTe natu Ha EBpomneiickus cpro3 (EURD cnucwk), mpeasunex B wi. 1078, an. 7
ot Hdupexrusa 2001/83/EO, 1 BbB BCUUKH CIIEBAIIY aKTyaIH3aluy, MIyOINKyBaH HAa €BPOIEHCKUS
yeOTopTal 3a JIeKapCcTBa.

r. YCJI0BUA UWIN OTPAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. IInan 3a ynpasjaenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemernero 3a ynorpeda (IIPY) tpsbsa na u3BbpIiBa H3UCKBAHUTE AEHHOCTH U
JeWCTBYS, CBBP3aHH C MPOCIEsBaHEe Ha JIeKapcTBeHaTa 0€301acHOCT, MocoueHu B ogo0penus 11YP,
npeacraBed B Moy 1.8.2 Ha pa3pernreHreTo 3a yrnorpeba, KakTo U BB BCHUKH CJICABAIIH OA00PCHH
aktyanu3anuu Ha ITYP.

Axryammsupas [1YP Tps6Ba na ce nmonasa:

. 1o uckaHe Ha EBpomnelickaTa areHius 1o JeKkapcrnara;

. BHHArM, KOTaTo c€ U3MEHs CHCTeMara 3a yIpaBJIeHNe Ha pUCcKa, 0COOEHO B pe3yiITaT Ha
NoJy4aBaHe HAa HOBa HH(POPMALs, KOSTO MOXKE J1a I0BeJe 10 3HAUUMH [IPOMEHU B
CHOTHOILEHUETO I0JI13a/PUCK, WIN CJIeM AOCTUTaHE Ha Ba)KEH eTal (BbB BPb3Ka ¢ IpOCieIsIBaHe
Ha JIeKapcTBeHaTa 0€30MacHOCT WIIH CBEXKAAaHE Ha PUCKA 10 MHHUMYM).
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IMPUJIOKEHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Samsca 7,5 mg TabyieTku
TOJIBAIITaH

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcska Tabnerka chabppika 7,5 mg TOJIBaITaH.

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

ChIbpika JTaKTo3a.
BwkTe nmucToBKaTa 3a JOMBJIHUTEIHA HH()OPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Tabmerka

10 TabaeTku
30 TabaeTKu
10 x 1 TabmeTka
30 x 1 TabimeTka

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXJIAHE

[Ipenu ynotpeba mpoverere IMCTOBKATA.
IlepopanHo npusnoxeHue.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IHOTJIEJA U TIOCET'A HA JTELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

ﬂ;a CC ChbXpaHsdBa B OpUTHHAJIHATA OIIAKOBKaA, 3a a CC MPEAIasyu OT CBCTJIMHA U BJIara.
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10. CIHEIUAJIHMU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA IIPUTE/KATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Otsuka Pharmaceutical Netherlands B.V.
Herikerbergweg 292

1101 CT, Amsterdam

Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/539/005 (10 TabneTkm)
EU/1/09/539/006 (30 TabmeTkm)
EU/1/09/539/007 (10 x 1 TabneTka)
EU/1/09/539/008 (30 x 1 TabmeTka)

13. NAPTUJIEH HOMEP

ITaptuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Samsca 7,5 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoz ¢ BKIIIOYECH YHUKAJICH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU U HEPOOPUPAHU BJIMCTEPU C EAMHNYHU 103U

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Samsca 7,5 mg TabyieTku
TOJIBAIITaH

2. MME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Otsuka

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JPYTO
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Samsca 15 mg Tabnetku
TOJIBANTaH

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcska tabnerka cpabppka 15 mg TonBanTaH.

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

ChIbpika JTaKTo3a.
BwkTe nmucToBKaTa 3a JOMBJIHUTEIHA HH()OPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

Tabmerka

10 x 1 TabneTka
30 x 1 TabimeTka

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXKXJIAHE

[Ipenu ynorpeba npodereTe IUCTOBKATA.
IIepopanHo npunoxeHue.

6. CIIEHUAJIHO HPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TIOCET'A HA IELIA

ﬂ;a CC CbXpaHsdaBa Ha MACTO, HCAJOCTHIIHO 34 [ACIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a C€ ChbXpaHsBa B OpUTHHAJIHATa OIIAaKOBKaA, 3a a C€ IMPEAIasu OT CBECTJIMHA U BJIara.
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10.

CHELHUAJIHU IPEJAITAZHA MEPKMU 11PU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME N AAPEC HA IIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Otsuka Pharmaceutical Netherlands B.V.
Herikerbergweg 292

1101 CT, Amsterdam

Hunepnannus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/539/001 (10 x 1 TabmeTka)
EU/1/09/539/002 (30 x 1 TabneTka)

13.

IHAPTUJAEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Samsca 15 mg

| 17.

YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HIACHTU(PHUKATOP

| 18.

YHUKAJIEH UWIEHTUOUKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

INEP®OPUPAHU BJIMCTEPU C EJUMHUYHU JO3U

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Samsca 15 mg Tabnetku
TOJIBANTaH

2. MME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Otsuka

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JPYTO
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Samsca 30 mg TabneTku
TOJIBANTaH

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcska tabnerka cpabppika 30 mg TOJIBANTaH.

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

ChIbpika JTaKTo3a.
BwkTe nmucToBKaTa 3a JOMBJIHUTEIHA HH()OPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Tabmerka

10 x 1 TabneTka
30 x 1 TabimeTka

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXKXJIAHE

[Ipenu ynorpeba npodereTe IUCTOBKATA.
IIepopanHo npunoxeHue.

6. CIIEHUAJIHO HPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIELIA

ﬂ;a CC CbXpaHsdaBa Ha MACTO, HCAJOCTHIIHO 34 [ACIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a C€ ChbXpaHsBa B OpUTHHAJIHATa OIIAaKOBKaA, 3a a C€ IMPEAIasu OT CBECTJIMHA U BJIara.
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10.

CHELHUAJIHU IPEJAITAZHA MEPKMU 11PU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME N AAPEC HA IIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Otsuka Pharmaceutical Netherlands B.V.
Herikerbergweg 292

1101 CT, Amsterdam

Hunepnannus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/539/003 (10 x 1 TabmeTka)
EU/1/09/539/004 (30 x 1 TabneTka)

13.

IHAPTUJAEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Samsca 30 mg

| 17.

YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HIACHTU(PHUKATOP

| 18.

YHUKAJIEH UWIEHTUOUKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

INEP®OPUPAHU BJIMCTEPU C EJUMHUYHU JO3U

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Samsca 30 mg TabneTku
TOJIBANTaH

2. MME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Otsuka

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JPYTO

28



b. JUCTOBKA
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JIncroBka: nHpopManus 3a NOTpedUTEIs

Samsca 7,5 mg Ta0JjeTkn

Samsca 15 mg TadaeTkn

Samsca 30 mg TadneTkn
TonBanTaH (tolvaptan)

IIpoyeTeTe BHMMATEIHO LSIATA JIMCTOBKA, MPeIN 1A 3aM04YHeETe /1a MPUeMaTe TOBa JIeKapCTBO,

Thil KaTo TH ChABbPKA Ba:xkHa 3a Bac undopmanus.

- 3amna3zere Ta3u IUCTOBKA. MOXe /1a ce HAIOXKH J1a 5T TPOUYETETe OTHOBO.

- AKO UMaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, IONUTainTe Bamms iexkap uim gpapmanesT.

- ToBa nekapcTBO € mpeanucano TnaHo Ha Bac. He ro mpeoTcrrnBaiite Ha aipyru xopa. To Moxe
Jla IM HaBpeIly, HE3aBICHMO Ue TIPU3HAIUTE Ha TSAXHOTO 3a00IsIBaHE ca ChIUTE KaTto BamuTe.

- AKO MoNTyunTe HSIKaKBH HEXXEIaHU peakinu, yBenomere Bamms nekap nin ¢papmanest. Tosa
BKITFOYBA ¥ BCHUKU BH3MOKHU HEXKEJIaHU PEaKIIN1, HEOTIMCAHU B Ta3M JIUCTOBKA. BuxkTe
TOYKa 4.

Kakso CbABbpPiKa Ta3u JJUCTOBKA:

Kakgo mpe/crapiisgBa Samsca 1 32 KaKBO C€ M3I10JI3Ba.
Kakgo TpsiOBa 1a 3HaeTe, npeau Aa nmpueMere Samsca

Kax na npuemate Samsca

BB3MoXHH HEXXETTaHH PEeaKIIiH

Kak nma cexpansBate Samsca

ChappikaHre Ha ONAKOBKATa U JAOMBIHUTEHA HHQOpMALIUS

SR PN =

1. Kakso npeacraBjsiBa Samsca 1 3a KakBO ce U3M0JI3Ba

Samsca, KOITO ChIbpkKa aKTHBHOTO BEIIECTBO TOJIBAIITAH, IPHHA/IEKH KbM IpyTa JeKapcTBa,
HApEeYCHU aHTAarOHUCTU Ha Ba30IpPEeCHHA. Ba3onpecuHbT € XOpMOH, KOMTO Ioarnomara
NpeaoTBpaTsIBaHETO HA 3ary0a Ha BOJa OT OpraHu3Ma upe3 HaMmajsiBaHe Ha OTAEJIsIHATa ypUHA.
AHTaroHUCT 03HA4aBa, 4e TO IIPEUYH Ha Ba30IPECHHA J1a OKa3Ba €PEeKT BbPXY 3aAbPKAHETO Ha BOJA.
ToBa BoIM 0 HaMaJIsiBaHE HA KOJIMYECTBOTO HA BOJATa B OPraHU3Ma 4pe3 yBEIMYaBaHe HA
IIPOU3BOJCTBOTO HA YPUHA, KATO B PE3YJITAT HA TOBA CE YBEIMYaBA HUBOTO WM KOHUEHTPALUATA HA
HaTpUs B KPHBTA.

Samsca ce u3M0/3Ba 3a JICUCHHE HA HUCKM HUBA Ha CEPYMEH HATPUIA NIPHU B3PaCTHU NMAIlMeHTH. ToBa
nexapcTBo Bu e mpenmucano, 3a1moTo uMare IOHWKEHO HUBO Ha CEPYMHUS HATPHUI B KPHBTA B
pe3yiTaT Ha 3a00JsABaHe, HAPSUCHO CUHAPOM Ha HECHOTBETHA CEKPEIHS Ha AHTHINYPETHUCH XOPMOH
(CHCAX), npu koeTo OBOpenuTe 3a1bpkar MpeKaJiecHo MHOTO Bojia. ToBa 3a00JisiBaHEe MPUYMHSBA
HENPaBUIIHO OTJCIISTHE Ha XOPMOHA Ba30MPECHH, KOMTO € MpeIn3BUKall HAMaJIsiBaHE HA HUBOTO Ha
HaTpus B KpbBTa Bu (xunonarpuemusi). ToBa Moke Jia TOBEZIE 70 3aTPYJHEHO KOHIICHTPUPAHE U
3allOMHSTHE WJIH TIa3¢HE Ha PaBHOBECHE.

2. KakBo TpsioBa 1a 3HaeTe, peau 1a npueMeTe Samsca

He npunemaiite Samsca

. aKo CT€ AJIEPTUYHH KbM TOJIBANTaH WA KbM HIKOSI OT OCTaHAJIHNTE ChCTABKHM HA TOBA JIEKAPCTBO
(M30poeHu B TOUKA 6) WK aKO CTE aJIepTUIHU KbM OCH3a3eIIHH, YW MPOU3BOIHHN HA
OcH3asenuH (Hamp. OeHA3EMPIUI, KOHUBAMTaH, (DEHOIA0NAM ME3HIIAT WU MUPTA3aIvH)

. ako ObOpente Bu He pyHKIIMOHMpAT (HEe ce 00pa3yBa ypuHa)

. aKo UMaTe ChCTOSHUE, TIPH KOETO CE YBEIMYaBa cojITa B KpbBTa Bu (“xumnepHarpueMus’)
. aKo UMate ChCTOSHIE, KOETO Ce CBhP3Ba C MHOTO HUCHK KPBBEH 00eM

. aKo He pa3dupare Kora cTe KaJHH

. aKo cTe OpeMeHHa
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° AaKO KbpMHUTC.

IIpenynpexneHus u NpeAna3Hu MepKH
l'oBopete ¢ Bamms nekap win ¢papManeBt, peny 1a npueMeTe Samsca:

. aKO HE MOJXKETE J]a MHETEe TOCTAThYHO BOJIA MITH MPUEMBT HA TEUHOCTH € OTPAaHUYCH
. aKo UMarte 3aTpyTHCHUS PH YPUHHUPAHE WK YBEIMYEHA ITPOCTaTa

. aKo CTpazare OT YepHOAPOOHO 3abosIBaHe

. aKO CTE UMaJli aJIEPTUYHA PEAKIIMS B MUHAJIOTO KbM O€H3a3€IWH, TOJIBAIITAH HITH JIPYTH

MIPOM3BOIHM Ha OeH3a3enuH (Harp. OeHa3enpuil, KOHUBANTaH, (DEHOII0TIaM ME3UJIaT W
MHUPTAa3aIyH), WIK KbM HSIKOS OT IPYTHTE ChCTABKH Ha TOBA JIEKApCTBO (M30pOEeHM B TOUKA 6)

. aKo cTpaaate oT ObOpevHo 3a00sIBaHe, HAPEUEHO aBTO30MHO-JOMHUHAHTHA MOJIMKUCTO3HA
0b0peuna conect (AJIIIBB)
. aKo umare nuader.

[IpuemaHe Ha TOCTaTHYHO BOJA

Samsca mpenu3BHUKBa 3aryda Ha BOJa, 3aI[0TO YBEIHYaBa MPOU3BEXKIaHETO Ha yprHa. Tasn 3aryba Ha
BO/Ia MOJKE J1a IOBEZIe 10 HeXKeJIaH! PeaKIiy, KaTo CyX0Ta B ycTaTa M kakJa WU 0P 0-CEepHO3HH
HEeXKETIaHH peakiu, kKato 0b0peunu npodiemu (Bk. Touka 4). [Topaau ToBa € BaXKHO Ja UMATe TOCThI
JI0 BOJIa M 1a MOJKETE J]a HeTe TOCTaThYHN KOJIMYECTBA, KOTATO C€ YyBCTBATE KaIHU.

Jlena v roHOIIN
Samsca He ¢ MOIXOIAII 3a Aena 1 IoHoImH (1moa 18 roxauHm).

Jpyru nexapcTBa u Samsca
Tps0OBa na kaxere Ha Bamms niexkap win ¢papmaneBT, ako IpueMare, HACKOpO CTe IPHEMaH W €

BB3MOJXKHO J1a TIpUeMaTe JpyTH JieKapcTBa. ToBa BKIIFOUBAa BCHYKH JIEKapCTBA, OTITyCKaHH 0e3 perenTa.

CrenauTe eKapcTBa MOTaT Jia yBean4yaT e)eKTa Ha TOBa JEKapCTBO:

. KETOKOHAa30J1 (IPOTHB I'bONYHH WHPEKIINH)

. MaKpOJIUIHN aHTHOUOTHUITH

. JUIITHA3eM (3a JeYeHne Ha BUCOKO KPbBHO HaIATaHe U IphaHa 00JKa)

. JPYTH TPOJAYKTH, KOUTO yBEIWYaBaT COJITa B KpbBTa BU MM ChIbprKaT rojieMu KOJIMYECTBA
COJL

CHGI{HI/ITC JICKapCTBAa MOratT Jia HaMaJsAT e(beKTa Ha TOBa JICKAapCTBO:

. OapOuTypaTy (M3ITOI3BAHH 32 JICUCHHE Ha SIWICTICHS/THPUYOBE U HAKOW HAPYIICHUS Ha CHhHA);
. pudamnunyH (MpoTHUB TyOEepKyI03a),
. JKBIT KaHTApUOH, OMITKOB JIEKAPCTBEH MPOIYKT, U3IIOJI3BAH 32 JICUeHHE Ha JeTIpecusl.

ToBa nexapcTBO MOXKe Ja yBenn4H e(pekTa Ha CIIeHNUTE JIEKapCTBA:

® JUTOKCHUH (I/I3HO.]'I3BaH 3a JICHCHUC HAa HECTIPABUJICH CHbPACYCH PUTHM U ChbpJACYHA
HEJIOCTaThYHOCT)

. nmaburaTtpaH eTeKcuiIaT (M3MOI3BaH 3a pa3pekaaHe Ha KPbBTa)

. MeThOopMHUH (M3ITOJI3BaH 32 JeUeHHe Ha 1adeT)

. cyndazana3zut (M3MOI3BaH 32 JieueHHEe Ha BH3MAIUTEIHO 3200 sIBaHe Ha YepBaTa Wiu

PEBMATOUICH apTPUT).

ToBa JICKapCTBO MOXKC a HaMaJIn C(I)CKTa Ha CJIICAHUTEC JICKAapCTBa:
° JACCMOIIPECHUH (I/I3HOH3BaH 3a IIOBHIIIaBaHE Ha q)aKTOpI/ITG Ha Kp’LBOC’LCI/IpBaHeTO).

Bce mak moxe ga € Bb3MOXKHO JIa B3eMaTe Te3H JICKapCTBa U Samsca 3aeaHO0. Bammsar JICKap e
MMPCLCHN KAaKBO € MOAXOAAIIO 3a Bac.

Samsca ¢ XpaHu ¥ HAUTKHA
W30srBaiiTe na nueTe COK OT rpedndpyT, KOraro npuemMare Samsca.
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BbpeMeHHOCT U KbPMeHe
AKo cTe OpeMeHHa WM KbPMHUTE, CMsITaTe, 4e MOXKe Ja CTe OpeMeHHa WK IlaHupaTe OpeMEeHHOCT,
HochbBeTBalTe ce ¢ Bamus nekap uinu gapmaneBT peau ynorpedaTa Ha TOBA JIEKapCTBO.

He B3emaiiTe TOBa JICKApCTBO, aKO CTC 6p6MeHHa HJIN KbpMHUTC.

IIpu ynorpebaTa Ha TOBa JIEKapCTBO 3aILIDKUTEITHO TPsIOBa 1a ce M3MO3BaT aIeKBaTHU
KOHTPAIENTHBHA MEPKH.

lodupane u paéora ¢ MAIIMHH

Hsma BeposiTHOCT Samsca ja nmosiusie crnocoOHOCTTa 3a modupane u padora ¢ mamuau. HezaBucumo
OT TOBA, B PEJIKU CIIy4au MOXeE J1a IpeAn3BUKa 3aMaliBaHe Wil caboCT, WK KpaTKa 3aryoa Ha
Ch3HAHHE.

Samsca cbABpIKA JAKTO3A.
Axo Bamusr nekap Bu e kazai, ye umaTe HEIIOHOCUMOCT KbM HSIKOM 3aXapH, CBHPIKETE CE C HETO,
MIpenu /1a IpreMeTe TOBa JIEKapCTBO.

3. Kak na npuemarte Samsca

Bunaru npuemaiite ToBa JIeKapCTBO TOYHO KakTo Bu e ka3an Bamusr nekap nim ¢papmanenT. AKo He
CTE CUTYPHHM B HElIO, nonuTaiire Bamms nexap uinu ¢papmanesr.

. Jledenuero cbe Samsca mie Ob/ie 3aII0YHATO B OOJHHUIIA.

. 3a eyeHre Ha HUCKOTO B HUBO Ha HaTpuil (XAITOHATpHEeMHs ) Bammsr jgexap 1e 3armovyHe ¢
Ito3a oT 15 mg u MOXe cJie]] TOBa Ja sl YBEIW9H 10 MakcuMyM 60 mg, 3a J1a TTOCTUTHE JKETTaHOTO
HHUBO Ha cepyMHUs HaTpuil. 3a na HaOmonaBa edexTuTe Ha Samsca, Bamuar nekap e
U3BBPLIBA PEIOBHO KPBbBHU U3CJEABaHU. 3a Aa OCTUTHE XKEITAHOTO HUBO HAa CEPYMHUS
HaTpUii, B HAKOU ciydan Bamust nekap moxe n1a Bu nane no-Hucka nosa ot 7,5 mg.

. I'viraiiTe TabOeTkaTa 0e3 1a s IbBUETE, C Yallla BOAA.

. [Ipuemaiite TaOneTKUTE BEAHBXK THEBHO, 33 PEANIOYUTAHE CYTPHH, ChC WK 0€3 XpaHa.

AKO cTe pueJIM OBeYe 0T Heo0XoAMMAaTa 103a Samsca

AKO CcTe mpHenH MmoBeyue TabJeTKH OT npeanucaHata Bu no3a, H3nuiiTe 00WJIHO KOJTUYECTBO BO/IA H
He3a0aBHO ce CBbp:KeTe ¢ Bamus jekap nim mecTHaTa ootHuna. He 3a0passiite qa B3eMere
ormakoBKara ¢ Bac, 3a a € ICHO KaKBO CTe IPHEIH.

AKO cTe IPOMyCHAJIM Ja IpHeMeTe Samsca

Axo 3a0paBuTe Ja MpueMeTe JICKapCTBOTO CH, TPSAOBa J1a MpUEMETe 103aTa BeaHara cie KaTo ce
CETHTE Ha ChIIMS JIeH. AKO HE IpUeMeTe TabJieTKaTa CH e/1H JicH, B3eMere Bariara oOuyaiina j03a Ha
cnenpamus aeH. HE B3emaiiTe nBoiiHa 103a, 3a 1a KOMIIEHCHpATE MpOIycHATaTa J03a.

AKo cTe cipejin mpueMa Ha Samsca

AKo cripeTe J1a mpuemMaTe Samsca, TOBa MOXE J1a IOBEJIe 0 MTOBTOPHA MOsIBA HA HICKO HUBO Ha
Hatpus. CienoBaTenHo TpAOBa J1a CIpeTe J1a MpuemMaTe Samsca caMo aKo 3a0eNIeKUTE HeKeTaHH
peaKIuy, U3UCKBAIIHU CIIEITHA METUITHHCKA ITOMOTIT (BX. ToUKa 4), wim ako Bammsar nexap Bu xaxe ga
HaMpaBUTE TOBA.

AKO UMaTe HIKaKBH JIOMBIHUTEIHN BBIIPOCH, CBBP3aHHU C YIIOTpedaTa Ha TOBA JIEKAPCTBO, MOMUTANTE
Bamms nexap wim papmarieBT.
4. Bb3MOKHU HeKeJIaHU peaKIuu

Kakro Bcuuku JICKAapCTBa, TOBA JICKAPCTBO MOXKE Jia NPCANU3BHUKA HEKECIIaHU pCAaKIINN, BBIIPEKU Y€ HC
BCCKM I' ITO0JIy4aBa.
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AKko 3a0eJ1eskMTe HAKOS OT CJIEIHUTE HeKeJIAHU peakluu, Mo:xe 1a Bu e Hy:k1a cniemHa
MeauuuHcka nomonl. Cnpere mpuemMa Ha Samsca 1 He3a0aBHO ce CBbPIKeTe C JieKap Win
OTHJETE B Hali-0JIM3KaTa 00JIHUIIA, AKO:

. uMare 3aTpyJHEHO ypUHHUPaHE

. OTKpHETE MOAYBaHe I10 JIUIETO, YCTHUTE WIH €3UKa, ChbpOeK, OOPUB MO ISIIOTO TSUIIO MITH TEXKKU
XPpHUIIOBE WM 3a1yX (CHMITOMH Ha aJlepruvyHa PeaKiys).

KoncynTupaiite ce ¢ Bamms nekap, ako ce MosiBAT CHMIITOMH Ha yMOpa, 3aryba Ha areTur,

JUCKOM(OPT B TOpHATa JsCHA YacT Ha KOpeMa, ThMHa ypUHA WK KbITCHUIA (TIOXKBITABAHE Ha

KOXKaTa MM OSJIOTO Ha OYUTeE).

I[pyl"l(l HEKEJTAaHU peaKIIuu

MHuoro yectu (Mo:Kke 1a 3acerHat noseue ot 1 Ha 10 gymn)

. TajicHe
. KaxkIa
. O0Bp30 MOKaYBaHE HA HUBOTO HA HATPHIA.

Yectu (Mo:ke aa 3acerHar 10 1 na 10 xymu)

. MPEKOMEPHO MUEHE Ha BOJA
. 3ary0a Ha BoJa

® BUCOKHU HHUBA Ha HanHﬁ, KaJ'IPIfI, Kp€aTWuHHHA, IMKOYHATa KMCCJIMHA U KPpbBHATA 3axap
. MOHW)KAaBaHEe HA HUBOTO HAa KpPhBHATA 3aXap

. HAMAaJICH areTUT

. npUIagaHe

. rJ1aBo0OoIHe

. 3aMasHOCT

® HUCKO KPBbBHO HaJIATAHE IIPU U3IIPABIAHE

. 3arex

. JHApHSI

. CyXOTa B ycTara

° pasnpbCHATHU KOXKXHU KPBBOU3JIUBU

. ChpOeK

. yBEIUYCHA HYXK/Ia OT YPUHUPAHE WK T0-4ECTO YPUHHUPAHE
. yMopa, 00111a OTHaIHAIOCT

. BHCOKA TeMIleparypa

. 001110 Hepa3MoI0KEHUE

. KPBB B ypHHATA

. MOBHIIIEHU HBA HAa YEPHOIPOOHUTE EH3UMa B KPHBTa

. MOBHIIICHH HUBA HAa KPEATHHUH B KPHBTA.

Heuectu (Mo:xe 1a 3acernar ao 1 na 100 qymum)
. MpoMsiHA Ha BKyca
. OBOpeuHH mpobdIeMu.

C Hen3BeCTHA YecTOTA (OT HAJIUYHHUTEC JaHHHU HEC MOXKE 1A 61)216 HanpaBeHa Ol[eHKa)

. aJIEpIrUYHH PeakUuH (BUKTE MO-Trope)

. YepHOIPOOHH MTPOOIIEMHU

. octpa uepHoapobHa HegoctarhraHOCT (OUH)
. MOBHIIaBaHE HA YePHOAPOOHUTE EH3UMHU.

C'bOﬁll.laBaHe Ha HEKEJIAaHU peaKIIuu

Axo NOJIY4YUTE HAKAKBU HCIKCIAaHU JICKAPCTBCHU PCAKIIUH, YBCJOMETC Bammus JICKap Wi (bapMaLICBT.
ToBa BKII0OYBa BCHYKH B3MOKHHM HEOIIMCAHU B Ta3H JIUCTOBKA HEXKEIIAHU pCaKunu. MoskeTe chIno aa
CT>06HII/ITG HEXKCJIIaHU pCaKIIMU JUPCKTHO YPE3 HAllMOHAJIHATA CUCTEMA 3a C'LOGH_IaBaHe, IIOCOYCHA B
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H[ZI/IHO)KGHI/IC V. Karo C’bO6H_IaBaTG HCXKCJIaHU PCAKIUU, MOXKETC Aa JaACTEC CBOA IPUHOC 3a
IMOJIYy4aBaHC Ha MOBCYC I/IH(I)OpMaLII/IH OTHOCHO 0€30IaCHOCTTAa HA TOBA JICKApCTBO.

5. Kak na coxpansiBate Samsca
Ja ce cbXxpaHsiBa Ha MsCTO, HEJIOCTBIIHO 32 JeLa.

He u3non3BaiiTe ToBa JIGKApCTBO CIE]] CPOKA HA TOJHOCT, OTOEINsI3aH BhPXY KapTOHEHATa OMaKOBKa
cien “I'omen n0” u Ha 6muctepa cien “EXP”. CpokbsT Ha TOMHOCT OTroBaps Ha MOCICTHUS ACH OT
MOCOYCHHUS Mecell.

I[a C€ ChbXpaHsBa B OpUTHHATIHATa OIIAaKOBKaA, 3a a C€ MPEAIasu OT CBCTJIMHA U BJIara.

He u3xBbpisiitTe iekapcTBaTa B KaHAIH3AIMITA WIA B KOHTEWHEPA 32 JJOMAIIHA OTIA IbIIH.
ITormuraiiTe Bamms dapmareBT Kak a U3XBLPIAATE JIeKapcTBaTa, KOMTO BeUe HE H3MO3Bare. Te3n
MEpKH IIIe CIIOMOTHAT 3a OTIa3BaHe Ha OKOJIHATA Cpeaa.

6. Cun)pmalme Ha onmaKkoBKaTa M JO0IIbJHUTEC/IHA nH(l)opMaum[

KakBo cbabp:ka Samsca

. AKTHBHO BEILLIECTBO: TOJIBAITaH.
Bcesika tabnetka Samsca 7,5 mg chappika 7,5 mg ToJIBanTaH.
Bceska Tabnerka Samsca 15 mg cpabpxa 15 mg TonsanTas.
Bceska tabmetka Samsca 30 mg cpappixa 30 mg ToBanTaH.

. Jpyru cbCcTaBKU: JJaKTO3a MOHOXHUIPAT, [IAPEBUYHO HUILECTE, MUKPOKPUCTAIHA LIETy103a,
XUIPOKCUIIPOIMIILIENYJI03a, MarHE3UEB cTeapaT, MHIUTO KapMHH anyMuHueB jiak (E 132).

Kak u3riexna Samsca 1 KaKBO ChIbpP:Ka ONAaKOBKATA

Samsca 7,5 mg: CuHu, IPaBOBI'bIIHY, JIEKO H3ITBKHAIN Ta0NETKH, C pazMepu 7,7 X 4,35 x 2,5 mm, ¢
BITHOHATO penedHo o3HadeHne “OTSUKA” u “7.5” ot emHaTa cTpaHa.

Samsca 15 mg: Cunu, TpUBTI'BIHH, JIEKO UTHEKHAIN TabIETKH, ¢ pazmepu 6,58 x 6,2 x 2.7 mm, ¢
BUIOHATO penedHo o3HaueHue “OTSUKA” u “15” ot enHara crpaHa.

Samsca 30 mg: CuHU, KPBIIH, JEKO U3ITBKHAIH TabJETKH, ¢ pazMepu D8 x 3,0 mm, ¢ BATHOHATO
penedno oznauenue “OTSUKA” u “30” ot eqnaTa cTpaHa.

Samsca 7.5 mg TabieTKy ce mpempiarar nox ¢opmara Ha

10 Tabietku B 6muctepu ot PP/Al

30 rabnetku B 6muctepu ot PP/Al

10 x 1 Tabnetka B nepdopupanu onucrepu or PP/Al ¢ ennanYHM n031
30 x 1 TabneTka B mepdopupanu oauctepu oT PP/Al ¢ enuamaHN 1031

Samsca 15 mg Tabnerku u Samsca 30 mg TabneTky ce mpeIarat noja gopmara Ha
10 x 1 rabnerka B nepdopupanu 6aucrepu ot PVC/Al ¢ equHn4HN 1031
30 x 1 Tabnetka B nepdopupanu onucrepu or PVC/Al ¢ enuHnYHYN 1031

He Bcnuku BHUIOBC OIMAKOBKKU MOrarT ga 6’L,I[aT MMyCHATH Ha I1a3sapa.

IIpuTexaTesl HA pa3pelIeHUETO 3a yNoTpeda
Otsuka Pharmaceutical Netherlands B.V.
Herikerbergweg 292

1101 CT, Amsterdam

Hunepnanaus
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ITpoussogure.
Millmount Healthcare Limited

Block-7, City North Business Campus, Stamullen, Co. Meath, K32 YD60

Hpnangus

3a nomreIHMTENHA HHPOPMAIHS OTHOCHO TOBA JIEKapCTBO, MOJIS, CBBPIKETE CE C JIOKATHHSA
NpeACTaBUTEN Ha MPUTEXKATENS Ha pa3pelleHneTo 3a ynoTpeoa:

Belgié/Belgique/Belgien

Otsuka Pharmaceutical Netherlands B.V.

Tél/Tel: +31 (0) 20 85 46 555

bbarapus

Otsuka Pharmaceutical Netherlands B.V.

Ten: +31 (0) 20 85 46 555

Ceska republika

Otsuka Pharmaceutical Netherlands B.V.

Tel: +31 (0) 20 85 46 555

Danmark
Otsuka Pharma Scandinavia AB
TIf.: +46854 528 660

Deutschland
Otsuka Pharma GmbH
Tel: +49691 700 860

Eesti

Otsuka Pharmaceutical Netherlands B.V.

Tel: +31 (0) 20 85 46 555

EA\rada

Otsuka Pharmaceutical Netherlands B.V.

Tn: +31 (0) 20 85 46 555

Espaia
Otsuka Pharmaceutical S.A
Tel: +3493 2081 020

France
Otsuka Pharmaceutical France SAS

Tél: +33147 080 000

Hrvatska

Otsuka Pharmaceutical Netherlands B.V.

Tel: +31 (0) 20 85 46 555

Ireland

Otsuka Pharmaceutical Netherlands B.V.

Tel: +31 (0) 20 85 46 555
Island

Otsuka Pharma Scandinavia AB
Simi: +46854 528 660
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Lietuva
Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Luxembourg/Luxemburg
Otsuka Pharmaceutical Netherlands B.V.
Tel/ Tél: +31 (0) 20 85 46 555

Magyarorszag
Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Malta
Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Nederland
Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Norge
Otsuka Pharma Scandinavia AB
TIf: +46854 528 660

Osterreich
Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Polska
Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Portugal
Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Romania
Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Slovenija

Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

Slovenska republika

Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555



Italia Suomi/Finland

Otsuka Pharmaceutical Italy S.r.1. Otsuka Pharma Scandinavia AB
Tel: +39 02 00 63 27 10 Tel/ Puh: +46854 528 660
Kvnpog Sverige

Otsuka Pharmaceutical Netherlands B.V. Otsuka Pharma Scandinavia AB
TnA: +31 (0) 20 85 46 555 Tel: +46854 528 660

Latvija

Otsuka Pharmaceutical Netherlands B.V.
Tel: +31 (0) 20 85 46 555

JlaTa Ha mocJeaHo mpepasriexaaHe Ha guctoBkata {MM/ITIT}.
Apyru uzrounnum Ha nagopmanus

IToapo6Ha nHOpMAaIMs 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTta areHnus
10 JIeKapcTBaTa https://www.ema.europa.eu.

36


https://www.ema.europa.eu/

	КРАТКА ХАРАКТЕРИСТИКА НА ПРОДУКТА
	A. ПРОИЗВОДИТЕЛ(И), ОТГОВОРЕН(НИ) ЗА ОСВОБОЖДАВАНЕ НА ПАРТИДИ
	Б. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА ДОСТАВКА И УПОТРЕБА
	В. ДРУГИ УСЛОВИЯ И ИЗИСКВАНИЯ НА РАЗРЕШЕНИЕТО ЗА УПОТРЕБА
	Г. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА БЕЗОПАСНА И ЕФЕКТИВНА УПОТРЕБА НА ЛЕКАРСТВЕНИЯ ПРОДУКТ
	A. ДАННИ ВЪРХУ ОПАКОВКАТА
	Б. ЛИСТОВКА

