INPUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 150 mg/12,5 mg ¢punMupanu TadbaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika punvupana tabnetka cpabpika 150 mg anmuckupen (aliskiren) (kato xemudymapar) u 12,5 mg
xuapoxioporuasua (hydrochlorothiazide).

ITomomram BemecTBa: Besika TabneTka chappxka 25 mg 1akTo3a MOHOXHAPAT U 24,5 mg MIeHnIHO
HUIIECTE.

3a IBIHUA CIIUCHK HA ITOMOIIHHUTE BEIIECTBA BIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmvupana TabieTka

bsina, nBoitHOM3ITEKHATA, OBaJTHA (UIMHUpaHa TabneTka ¢ ornedaraHo “LCP’ oT eqHaTa ctpana u
“NVR” ot gpyrara.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHHU NOKA3ZAHUSA
JleueHne Ha eceHLMAIHA XUIIEPTOHMS IIPU Bb3PaCTHU.

Sprimeo HCT e mokasan mpu ManieHT Ty, 9%eTo apTeprallHO HasTaHe He ce KOHTPOIUpa aJeKBaTHO
IPY CaMOCTOSITEIIHO IIpUJIaraHe Ha ajJMeKUPCH WM XUAPOXIOPOTHAZH.

Sprimeo HCT e nmoka3an kaTo 3aMecTATEIIHA TEepanus 1Ipu NMalueHTH, Ipu KOUTO € NIOCTUTHAT
AJICKBATCH KOHTPOJI HAa apTECPHUAITHOTO HAJIATAHE C AJIMCKUPCH U XUAPOXJIOPOTHA3ZUA, TPUJIATAaHU
CAHOBPCEMCHHO B 103a ChIIaTa, KAKTO BbB q)HKCHpaHaTa KOMGI/IHaHI/IH.

4.2 Jlo3UpOBKA M HAYUH HA NPUJIOKEHHE

[MpenoppuBanard np3a Sprimeo HCT e eqna Tabnerka auesHo. Sprimeo HCT TpsioBa na ce nmpuema
BEJIHBXK JTHEBHO C JieKa XpaHa, 3a MPeJIIoYnTaHe 10 eIHO U ChIIo BpeMe Beeku JieH. Sprimeo HCT He
TpsiOBa Jla-ceIpuemMa eTHOBPEMEHHO ChC COK OT IpelndpyT.

AHTHXUIIEPTEH3UBHUAT €PEKT Ce MPOSBSIBA MPEAUMHO B PaMKUTe Ha | ceqMuIla, a MaKCUMAITHUST
e()exT 0OMKHOBEHO ce HaOJroaBa B paMKUTe Ha 4 CeMUIIH.

HOBI/IDOBKa OpHy JalMEHTH, YMETO apTEPUATHO HATATAHC HE C€ KOHTPOJIHMpPA aACKBATHO ITPpHU
MOHOTEpanus ¢ AJITMCKUPECH U XUAPOXJIOPOTHUAZH

HpenoquBa CC, NpCau NMPCMUHABAHC KbM JICUCHUC C (I)I/IKCI/IpaHaTa KOM6I/IHaI_II/I}I, Ja c€ NpoBCAC
WHAWUBUAYAJTHO TUTPUPAHEC HA JO3UTC HA BCCKU OT ABAaTa KOMIIOHCHTA. Koraro e IOoAXOOAIII0 OT
KJIMHHWYHA I'JI€JHa TOYKa, MOXKE 1a CC ooMucIu AUPCKTHO NPEMUHABAHE OT MOHOTEpAIsd KbM
JICYCHHUE C (bPIKCI/IpaHaTa KOM6I/IHa]_[I/I$I.

Sprimeo HCT 150 mg /12,5 mg mMoxe aa ce mpujiara npy NalueHTH, YUETO apTepPHaIHO HAISITaHe He
ce KOHTPOJIMpa aeKBAaTHO OT CAMOCTOSITETHOTO IpHJIaraHe Ha anmuckupeH 150 mg nnu
xuapoxnoporuasus 12,5 mg.



AKo 2-4 ceMHITU cTie]T 3aTI0YBaHE HA TepalusiTa He ce IOCTUTHE KOHTPOJ Ha apTepHaITHOTO
HaJsIraHe, 103aTa MOXKe Ja ce TUTpUpa A0 MakcumanHa g03a Sprimeo HCT 300 mg/25 mg aHeBHO.
JlosupaneTo TpabBa ja ObJc MHANBUAYAITU3UPAHO U J]a C& KOPUTUPA B 3aBUCUMOCT OT KIIMHHYHOTO
MOBJIMSIBAHE HA TAIMCHTA.

Jlo3MpoBKa 32 3aMECTUTEIHA TepaIus

3a yno0CTBO MaMEHTHUTE, MTOJTyYaBaIy A TMCKUPEH U XUIPOXIOPOTHA3H] KATO OTIEITHU TAOICTKH
MOTarT Jia IpeMHHAT Ha jJedenne ¢ Tadietku Sprimeo HCT ¢ ¢pukcupana KOMOWHAITHS, ChIbpKaIIa
CBIUTE JI03U HA OTACTHUTE KOMIOHEHTH.

brOpeuno yBpexkane

He ce nanara xopekiysi Ha Ha4ajaHaTa J103a MPH NaUEHTH C JIEKO 0 YMEpEHO OBOpEUHO YBpEk faHe
(Bx. Touku 4.4 u 5.2). [lopagm xuapoxioporuasuaaara komrmoneHnTa Sprimeo HCT e
MPOTHUBOIIOKA3aH MPH MAIMEHTH C aHyPHsI U TIPH MAIMEHTH ¢ TeXKO ObOpeUYHO yBpexkIaHe (CkopocT
Ha riomepynHa puntpamus (GFR) < 30 ml/min/1,73 m?). EAHOBpPEMEHHOTO IPUIIOKEHHE Ha Sprimeo
HCT c aarnorensun Il penentopau 6mokepu (APB) mimm nHXUOUTOPH Ha aHTHOTEHRUH
koHBepTupamus eH3uM (ACE uaxuburopn) npu nanueHTy ¢ 660pedno yBpexaane{GFR

< 60 ml/min/1,73 m?) e mpoTHBONOKa3HO (BK. ToukH 4.3, 4.4 11 5.2).

YepHoapoOHO yBpexIaHe

He ce nanmara kopekust Ha HagajHaTa J103a IPH MAHEeHTH C JeKO 0 YMEPEHO YepHOIPOOHO
yBpexaane (Bxk. Touka 5.2). Sprimeo HCT e npoTtuBomnoka3aH npu TAIUEHTH € TEKKO YEPHOIPOOHO
yBpexaane (Bx. Touku 4.3 u 4.4).

ITanyeHTH B cTapyecka Bb3pact (Hag 65 roauHu)

[IpenopprunTenHaTa HayajlHa 4032 Ha AIMCKUPEH MPU.OALMEHTH B cTapuecka Bb3pacT € 150 mg. [Ipu
MIOBEYETO MAIMEHTH B CTapUECKa Bb3pacT He ce Ha0Mi0zaBa KIMHUYHO 3HAYMMO JOIIBJIHUTEIHO
MOHI)KCHUE Ha apTEPUATTHOTO HAJISITAHE MPU yBejinyaBaHe Ha ao3ara 10 300 mg.

[MenuaTpuUYHU MAIMEHTH
He ce mpenoppuBa ynorpebara Ha Spririeo HCT mpu nena u roromm nox 18 roanHN opaau Inrcara
Ha JlaHHU 3a O6e30macHoCTTa U e(hUKACHOCTTA (BXK. TOuka 5.2).

4.3 IIporuBomokaszaHus

- CBpBbXUyBCTBUTEIHOCT KbM aKTUBHUTE BEIIECTBA WM KbM HAKOE OT IOMOIIHUTE BEILIECTBA
(Bk. Touka 6.1){ I KpM CcynhOHAMHUTHU IPOU3BOTHU

- AHamHe3a 32 airiioeeM npu MprueM Ha aTuCKUPEeH

- BponeHn usin pauonaTHYeH aHTHOeAEeM

- Bropu nTpetu TpuMecTsp Ha OpeMeHHOCTTa (BXK. ToUKa 4.6)

- Anyprs

- Téxkxo 6B6peuno yspexaane (GFR < 30 ml/min/1,73 m’)

- PedpaxkrepHa XUIIOKaTNEMusl, XUIIOHATPUEM UL, XUIIEPKAILMEMHUS 1 CUMIITOMaTHYHA
XUIEPYPUKEMUS

- Texko uepHOAPOOHO yBpeKIaHEe

- EnnoBpemenHara ynorpeba Ha alTUCKUPEH € LUKJIOCIIOPUH U UTPAKOHA30J1, Ba MHOT'O MOIIHU
nHxubuTOopH Ha P-rmukonporens (P-gp), nim apyru Moutau uHXuOuTOpH Ha P-gp (Hamp.
XUHUAMH) € IPOTHUBOINOKa3aHa (BX. Touka 4.5)

- EnnoBpemenHoTo npuinoxxenue Ha anuckupe ¢ APb i ACE nHXuOuTOpH € NpoTUBOIIOKa3HO
NIpY TIALMEHTH ChC 3aXapeH auadeT u nauueHTu ¢ 6p0peyno yBpexnane (GFR
< 60 ml/min/1,73 m?) (. Touku 4.2, 4.4, 4.5 u 5.1).



4.4 CroenuajHu npeaynpe;kaeHus U Npeana3sHd MepKH NMPH ynoTpeda

JBoifHa 6510Kaja Ha PeHWH-aHTHOTEH3WH-aJiocTepoHoBaTa cucrema (PAAC)

Hma croOimeHre 3a ciiyyan Ha XUIMOTOHHS, CHHKOII, HHCYIT, XHIIEPKATHEeMHUs H IPOMEHU B
0n0peunaTa GpyHKIUS (BKIIOYUTETHO OCTpa ObOpedHa HeIOCTaTHFYHOCT ), IPY TyBCTBUTEITHI
WHJIUBUIN, OCOOCHO MTpH KOMOWHHpAHE Ha JIEKapCTBEHHU MPOYKTH, KOUTO MOBIUSIBAT Ta3H CUCTEMA
(Bx. Touka 5.1). 3aToBa, ABOMHATA OJIOKaIa HA PpEHUH-aHTHOTCH3NH-AIIOCTEPOHOBATA CHCTEMA Upe3
KOMOWHHWpaHe Ha aTUCKUPCH ¢ MHXUOUTOP Ha aHTHOTEH3WH KOHBepTHpanus eH3uM (ACE
nHXUOUTOP) Miu anruoTeH3uH Il perenropen 6mokep (APB) He ce npemopbuBa.

IIpunoxxennero Ha anmuckupeH B komOnHanus ¢ APb mimm ACE HHXHOUTOPH € MPOTHBOTIOKA3HO PH
TALMEHTH ChC 3aXapeH AMabeT i MaluMeHTH ¢ 6s0peuno yepexaane (GFR < 60 ml/min/1,73 m?) (Bik.
Touka 4.3).

ChbpeyHa HeJIOCTaTHYHOCT

AnHcKHpeH TpsOBa Ja ce mpujara ¢ MOBUIIEHO BHUMAHUE MPH MAIIMEHTH ChC CEPUO3HA 32CTOMHA
chpaedHa HenocTaThIHOCT ((pyHKIIMoHaneH kiac II-IV cnopex New York Heart Assdaciation
(NYHA)). Sprimeo HCT Ttps6Ba 1a ce u3moi3Ba ¢ MOBHIIIEHO BHUMAaHHE MIPH MAIUEHTH ChC ChPICIHA
HEJIOCTATHYHOCT MOPAJN OTPAaHHYCHUTE JAHHU 3a KIIMHUYHA e(DUKACHOCT U OE3011aCHOCT.

Anrnoenem
KakTo u ipu ipyru cpencTsa, MOBIHSIBAIIN PEHHH-aHTMOTEH3WHOBATA CUCTEMa, TIPY TTAIllHeHTHUTE,

JICKYBaHU C aJIMCKUPEH CE C"I:O6H_IaBa 3a CJIydau Ha aHTHOCIEM WJIK 3a CUMIITOMH, ITpEAnoIarainiu
HAJIMYHUCTO HA aHTHOCAEM (OTOK Ha JIUIETO, YCTHUTE, I'bPJIOTO A/ AT GSI/IKB.).

HpI/I 4acCT OT TC3U MAIUCHTH CHIICCTBYBA aHAMHE3a 3a pasBRrUiU€ Ha aHTMOCAEM WJIM HAa CUMIITOMU,
nmpeamnoJaraiy HaJIn4YueTo Ha aHrMoCAEM, AbJKAlIU €€ B 4aCT OT CIIy4auTC Ha YHOTp€6aTa Ha Ipyru
JICKapCTBa, CIOCOOHU J1a MPEIM3BHUKAT MOsBATa HA aHFHOEIEM, BKITFOUUTEIHO HHXUOUTOpH Ha PAAC
(MHXMOWTOPU HA AHTMOTEH3WH KOHBEPTUPALIHS CH3UM WM aHTHOTSH3UH PEICNITOPHU OJI0OKepH) (BXK.
Touka 4.8).

[larmenTrTe c aHaMHe3a 332 aHTUOEIEM MOTAT /1a OBJAT N3TI0’KEHU Ha MOBUIIEH PUCK OT Pa3BUTHE Ha
aHTHOE/IEM T10 BpeMe Ha JICUSHUETO C\aniucKupeH (Bk. Touku 4.3 u 4.8). Heo0xoaumo e moBuIieHo
BHUMAaHUE MY MPEANMCBAHETO Ha ANICKUPEH Ha IMAIMEeHTH ¢ aHaMHe3a 32 aHTHOEIEM U TaKHBa
MAIMEeHTH TPAOBa 1a ObJIaT BHUMATETHO MPOCIEAsSBaHY 110 BpeMe Ha JiedeHueTo (BK. Touka 4.8) u
0COOCHO TIpH 3aMI0YBaHE HA JIGRUECHUETO.

[Ipu pa3BuTHE Ha aHTHOEIEM € HEOOX0IMMO He3a0aBHO NMPEyCTaHOBSBAaHE Ha MpUEMa Ha Sprimeo
HCT, npoBexnane Ha, 1OAXOAIIIA TEPANNS U TIPOCIEASIBAHE JIO ITBJIHO U TPAWHO OT3ByYaBaHe Ha
BB3HUKHAJUTE MpH3HAIM U cuMnTomu. [Ipu 3acarane Ha e3nka, TJI0THCA U JTApUHKCA TpsiOBa 1a ce
MIPHUJIOKY aipeHaniH. B mombiHeHne, HEOOXOAUMO € Jla ce B3eMaT MEPKH 3a MOIbpKaHe Ha
CBOOOIHU yIHXaTEIHHU ITHTHIIA.

[Manmedzu ¢ HaTpueB- w/win o0eMeH aedUIUT

[Tpwy laUeHTH ¢ HATPUEB W/WIKH 00eMeH Je(UIUT, TPUEMAId BUCOKH JIO3H JUYPETUIH € BH3MOMXKHO
JI2 Bb3HMKHE CUMIITOMATHYHA XWUTIOTOHUS Clie] 3amouBaHe Ha jedeHueto ¢ Sprimeo HCT. Sprimeo
HCT TtpsbBa ma ce mpwiara camo cileJ KOPUTHpaHE Ha MPEAIISCTBAIl HATPHEB W/HIU OOeMeH
JeUIuT.




Hapyiienve Ha enekTponuTHYs OanaHce

Jlewenneto ¢ Sprimeo HCT Tps6Ba ma ce 3amoyHe camMo ciie] KOpUTHPAHEe Ha XUTTOKATHEMUITa U
CBITTCTBAIIIATA XUIIOMAarHe3ueMus1. THA3UIHUTE JUYPETHIIA MOTAT JIa YCKOPST HOBA MOsIBA HA
XUIMOKATUEMHS WK J1a 00OCTPSAT MPEeIIeCTBAINIA XUIOKaIneMus. THA3HIHNUTE TUYPETHIIN TPsOBa aa
ce MmpujaraT ¢ TIOBUIIICHO BHUMAaHUE MPU MAalUEHTH, YUETO ChCTOSIHHE € CBBP3aHO ChC MOBHUIIICHA
3ary0a Ha KaJni, KaTo HalmpuMep coJl TyOem y HepormaTiy Witk IpepeHasHo (KapIuoTreHHO)
yBpexaane Ha OpOpeuHara GyHKIHSA. AKO TI0 BpeMe Ha Tepamnus ¢ XHAPOXJIOPOTHA3HU] Ce pa3BHe
xunokanuemus, mpueMsT Ha Sprimeo HCT TpsiOBa ma ce mpeycTaHOBH 10 CTAOWITHO BH3CTAHOBSIBAHE
Ha OayaHca Ha Kanus. Beripeku ue npu ynorpedaTta Ha THA3WIHU TUYPETUIIH MOXKE JIa Ce pa3BUe
XUIMOKAIMEMHUS, €THOBPEMEHHATA TePaIys C aJTACKHPSH MOXKE J]a HaMAaIi MPeIU3BUKaHaTa OT
JUYPETUIIUTE XUITOKATAEMUS. PUCKBT OT XUTIOKATHEMHUSI € TIO-TOJISIM MPU MAMEHTH ¢ YepHOAPOOHA
UPO3a, MAUEHTH ChC 3aCUIICHA JUYpPe3a, MAIMEeHTH ¢ HeaJeKBaTeH MepopajicH MpUeM Ha
EJIEKTPOJIUTH U TTAIIMEHTH, KOUTO TOJTyYaBaT ¢IHOBPEMEHHO JICUCHHE C KOPTUKOCTEPOUIN HITH
anperokoptukoTporrieH xopMmoH (ACTH) (Bxk. Touku 4.5 u 4.8).

OO6patHo, 10 BpeMe Ha IIOCTMAPKETHHIOBHSI ONUT C AJIMCKUPEH € HaOJIr01aBaHO IIOBUINABAHE Ha
CepyMHHUSI KaJlii, KOETO MOKe J1a Ob/Ie TIO-CUITHO U3Pa3eHO NP €AHOBPEMEHHO MIPUIGKEHUE C APYTH
cpenacta, Bb3aeiicTBamu Bbpxy PAAC unu ¢ HecTepouIHM IPOTUBOBB3NAIUTEIHL-CPEICTBA
(HCIIBC). B choTBeTCTBHE ChC CTaHAApTHATA MEIUIIMHCKA MTPAKTHKA, aKO €AHOBPEMEHHOTO
NPUIOXKEHHUE Ce CUUTa 32 HEOOXOAUMO, Ce MPENopbUBa MEPUOANTHO U3cIeAEalie Ha ObOpeyHara
(byHKLUS, BKIIIOYUTEIIHO HUBATA HA CEPYMHUTE €JIEKTPOIUTH. ENHOBpeMEeHHOTO NpuiloKeHHe Ha
amuckuper ¢ ACE naxubutopu nin APb e mpoTuBomokasHo npy NaieHTH ChC 3aXapeH AuadeT u
nauueHTH ¢ 666peuno yspexaane (GFR < 60 ml/min/1,73 m®) (B, touxu 4.3, 4.5 u 4.8).

TI/I&?;HI[HI/ITG JNYypETULIKM MOraT Jia YCKOPAT HOBa I10ABa HAa XHIIOHATPUEMUA U XUITOXJIOPECMUYHA
aJKao3a Wi 1a 00OCTPSAT Mpe/IIecTBalla XUmoHaTpueMsi-Ha0noiaBana e XUIoHaTpueMus,
CBHIPOBOJIEHA OT HEBPOJOTUYHA CUMIITOMATHKA (TaieHe, [IPOTpeCUBHA J€30pUEHTAlINS, aaTus).
JleueHHeTO ¢ XUAPOXIOPOTHA3UIY TPAOBA J1a ce 3arQIsa ciiel KOpUrHpaHe Ha Mpe/ecTBala
XHIIOHATpUeMHus. B ciydail Ha Texxka mim Obp30/pa3BuBalla ce XUIIOHATPUEMUS TI0 BpeMe Ha
neuenneto ¢ Sprimeo HCT, nedenuero TpsaOBa Aa ObAe CHpSHO A0 HOpMAIM3UpPaHEe HAa HUBATa Ha
HaTpus.

Hswma nannu, ye Sprimeo HCT 6u MOrbii 1a HaMaly WM IPEeJOTBPATH TUYPETUK-UHAYLIMPaHaTa
xunoHarpuemus. JepuuuTsT Ha XJi0p B IOBEUETO CIIy4aH € JIeK 1 OOMKHOBEHO HE ce HyXXJae OT
JICYCHHE.

Benuku nanueHTy, NpueMaiiid THa3uIHU TUYPETHIM TPsIOBa EPUOAUYHO Ja OBJAT NPOCIEAsSBaHH 32
EJICKTPOJINTHU HAPYIIEHMSL, 0OCOOCHO Ha KaJlusi, HATPHS U MarHE3Husl.

TuasugHuTe IMYPETUIN HaMaJIsiBaT EKCKPEeXsiTa Ha KJILUM ¢ yprHaTa ¥ MOTaT J1a MPeIu3BUKAT
NPEXOAHO U JICKO [IOKauBaHE HA CEPYMHHMS KAILUI [IPH JIMIICaTa Ha W3BECTHU HAPYIIECHUS B
kajuueBus Metabonu3bpM. Sprimeo HCT e npoTrBonokaseH npy NauyueHT! ¢ XUIEpKaIUeMus 1
TpsiOBa /ia c€ mpuiiara camo ciiesl KOpurupase Ha npeaniecTsama xunepkaiauemus. [Ipuemst Ha
Sprimeo'HCT tpsiOBa na Obae npekpaTeH NpH pa3BUTUE HA XUIEPKAILHUEMHUS 10 BpeMe Ha
ne¢uenunero. CepyMHHUTE HUBA Ha KaJLHs TPAOBa IEPUOIUYHO Ja Ce MPOBEPSIBAT 110 BpeMe Ha
JedeHneTo ¢ Tuazuau. [logyepranarta xunepkaaueMus: MOXXe 1a ObJe JOKa3aTeJICTBO 33 CKPUT
XHAMeprnapaTupeonu3bM. [IpueMbT Ha THA3UAHN TUYPETULH TPsOBa Ja ObJie MPeKpaTeH Npean
NPOBEXKAAaHE HAa U3CJICABAHUS Ha QYHKLIHUATA HA IAPATUPEOUTHNUTE JKIIC3H.



br6peunHo yBpexknane 1 0b0pedHa TpaHCIUTAHTAITHS

TuazuHUTE TUYPETUIM MOTAT J]a YCKOPST a30TEMHUSTA IPH MAIMEHTH ¢ XPOHIUYHO OBOpedHO
3abomsaBane. Koraro Sprimeo HCT ce mpmtara npu nmanueHTr ¢ 0b0pevYHO YBpEKIaHe, ce
NpenopbyBa MEPUOTUIHO MPOCIIeIIBAHE HA HUBATA HA CEPYMHHTE €IICKTPOIIUTH, BKIIFOUUTEITHO Ha
KaJus, KpeaTHHWHA U TMKovHaTa kucennHa. Sprimeo HCT e mpoTHBONOKa3aH MPH MAIMEHTH C TEXKKO
0B0peuHo yBpexaaHe Win anypus (BX. Touka 4.3).

He ce m3uckBa xopurupaHe Ha J03aTa IpH MAIEHTH C JIEKO 10 yMepeHo 060pedno yBpexaane (GFR
e > 30 ml/min/1,73 m?).

Jlunicea ot ¢ mpunoxenueTo Ha Sprimeo HCT mpwu marmeHTy, mpu KOUTO HACKOPO € HalpaBeHA
0BOpeyHa TpaHCIIaHTAITHS.

Kakro u npu npyru cpenctsa, NOBIMSBALIY PEHUH-aHTHOTEH3MHOBATA CHCTEMa € HEOOXOIUMO
MOBHIIIEHO BHUMAHUE NIPH NIPUJIaraHe Ha aluCKUPEH B IPUCHCTBUETO Ha MIpepasoaraiy KoM
pa3BUTHE Ha OBOpEeYHA HETOCTATHYHOCT (haKTOPH, KATO HAIPUMEP XHUIIOBOJIEMHUS (HAIIP. Hopagu
KpbBO3ary0a, TexKa Wi IPOABDKUTEIHA AUapHsl, TPOABDKUTEIHO OBPBIIAHE U AP.), CbPAECYHO
3a0oisBaHe, 9epHOAPOOHO 3a00IsIBaHe, 3aXapeH auadeT win 0b0pedHo 3a0omsaBane.
EnnoBpemennoto npunoxenne Ha anuckuper ¢ ACE uaxuburopu mim APB e'npoTnBonokasHo mpu
naupeHTH ¢ 666peuno ypexaane (GFR < 60 ml/min/1,73 m®). Ilo Bpeme #amOCT-MapKeTHHI OBHST
OTIHT ce chOOIaBa 3a cilydau Ha ocTpa OBOpedHa HEAOCTATHYHOCT, 0OpaTva IPH MPEeyCTaHOBSIBAHE
Ha JICYCHUETO, IIPH PHCKOBHU MMALMEHTH, NOIy4aBaly anuckupeH. [Ipi/nosBa Ha HIKaKBU NPU3HALU
Ha 0bOpeYHa HeIOCTaThYHOCT, IPUEMBT HA aTUCKUPEH TPAOBa HE320ABHO J1a C€ IPEYCTaHOBH.

YepHoapoOHO yBpexIaHe

TuasugHuTe IMYpeTULH TPAOBa a ce M3MOI3BAT C IOBHUILIRHG BHUMAHNE IPH NMALEHTH ¢ HapylIeHa
4epHOAPOOHA (PYHKIHS WIIH TTPOTPECUPAIII0 YEPHOIPOOHO 3200 sIBaHE, THil KATO MUHIUMAITHI
IIPOMEHU B 0ajlaHCa Ha TEYHOCTUTE U €IEKTPOJIUTUTE MOraT Jja JOBEAAT A0 Pa3BUTHE Ha YEPHOAPOOHA
koma. He e HeoOxoanmMa KOopeKIysl Ha Ha4aHaTd J03a [IPU HalUueHTH C JIEKO 10 YMEPEHO
4epHOAPOOHO yBpexaane. JIumcBaT nanHu 0THocHO npuinokeHneTo Ha Sprimeo HCT npu manuenT
C TeXKKO 4epHOapoOHO yBpexaaHe. [lopamixuapoxinopornazuaaara komnoneHTa Sprimeo HCT e
MIPOTUBOIIOKA3aH TIPU MAIMEHTH C TeXKG UEPHOAPOOHO yBpexaane (Bx. Touku 4.3 u 5.2).

Hsma xnmuanuen onut ¢ Sprimeo HC) npu nanueHTH ¢ 4epHOIPOOHO yBpexKIaHe.

YMmepenu naxuburopu Ha P<gp

EnnospemennoTo npunarane Ha anuckuper 300 mg ¢ kerokonazon 200 mg winu Bepanammn 240 mg
nopumasa AUC Ha anicKupeH, CbOTBETHO Chbe 76% miu 97%. [lopaau Ta3u npuyrHa € HEOOX0IUMO
MOBUILIEHO BHUMAHMUE DY MPUJIaTraHe Ha aJIMCKUPEH €THOBPEMEHHO C YMEPEHH MHXUOUTOpHU Ha P-gp
KaTo KETOKOHA30T WK BepanaMui (BXK. Touka 4.5).

CreHO3a HA 40pTHATA M MUTpAJIHATa Kjlala, OOCTPYKTHUBHA XUIIEPTPOhHUYHA KAPIMOMUOIATHUS
ITomo6HO'Ha ocTaHANHMTE BA30AUIATATOPH, IIPY MAIIMEHTUTE CTPAJIAIIHA OT a0OpTHA WU MUTpAITHA
CTEH033, W OOCTPYKTUBHA XUTIEpTPO(QUIHA KapAOMHUOIIATHS, € TOKa3aHO 0COOEHO MOBHIIIEHO
BHUMAHUE.

CreHoza Ha 6b0pevHa apTepysi U peHOBACKyJIapHa XUIIEPTOHUS

Hsima Hanu4YHM KOHTPOJIMPaHU KIMHUYHY JaHHU 3a ynotpebaTta Ha Sprimeo HCT npu nauuenTtu c
€HOCTpaHHA WM ABYCTPaHHA CTEHO3a Ha ObOpeyHaTa apTepHs, WM ChC CTEHO3a Ha apTepusl Ha
eAMHCTBEH OBOpeK. Bripexku ToBa, KakTO ¥ MPU APYTH CPEACTBA, MOBJIUSIBAILY PEHUH-
AQHTMOTEH3MHOBATa CHCTEMa, HAJTUIIE € MIOBHUILIECH PUCK OT Pa3BUTHE HAa OBOpeyHa HEAOCTaThYHOCT,
BKIIIOUMTENTHO OcTpa ObOpedHa HEAOCTATHUHOCT, IIPH JICYCHUE Ha TAllMEHTH ChC CTEHO3a Ha
O0bOpeuHaTa aprepus ¢ aquckupeH. [lopaau Tasu mpuyMHA, IPYU TAKUBA MALUEHTH € HEOOXOANMO
noBuieHo BHUManue. [Ipu Bb3HMKBaHEe Ha OBOpEevHa HEJOCTATHUHOCT, JIEUSHUETO TPsOBa 1a ce
MIPEYCTAaHOBHU.




CHcTeMEH JIYIIyC EPUTEMATOJIEC
CrpobmraBa ce, ue THA3UIHUTE TUYPETHIIH, BKIIFOUUTEITHO XUAPOXJIOPOTHAZHI, MOTAT J]a O0OCTPAT WITH
Jla aKTUBUPAT CHCTEMEH JIYITyC €pUTEMAaTO/IeC.

MeTabonuTHH ¥ eHOOKPUHHU €QeKTH

Tua3ugHUTE TUYPETUIH, BKIFOUYUTEITHO XUAPOXIOPOTHAZHUI, MOTAT JIa HAPYINAT TIIFOKO3HUS TOJEPAHC
U JIa MIOBUILIAT CEPYMHUTE HUBA HA XOJIECTEPOJI, TPUIITHIICPUIN U MMKOYHATa Kucenuna. [1pu
MAIMEHTH ¢ TUabeT MOXe J1a € HeoOX0IMMO KOPUTHUPAHE Ha JI03aTa Ha WHCYJIMHA WM Ha
MIePOPATHOTO XHUITOTIIMKEMUYIHO CpencTBO. ExroBpeMenHoTo npmioxenue Ha Sprimeo HCT ¢ APB
nn ACE maxuOrTopn € IpOoTHBOIIOKA3HO MPH MAMECHTH ChC 3aXapeH auader (Bx. Touka 4.3).

[Mopanu xuapoxnoporuasunHara kommnonenta Sprimeo HCT e npoTHBOMOKa3aH Mpy CUMITOMaTHYHA
xunepypukeMus (Bx. Touka 4.3). XuapoxaopoTruasu MOXKe Jja IIOBUIIIH CEpYMHHUTE HUBA Ha
MUKOYHATA KHCEJIMHA, TOPaJId HAMAaJIeHUs KIIMPHHC HAa MKOYHATA KACETMHA U MOXKE J1a NDUUAHY WITH
Jia 000CTPH XHUIIEPYPUKEMHUSITA, KAKTO ¥ J]a YCKOPH MOsIBaTa Ha Moiarpa Mnpy npeapasnoioKeHn
MAIMCHTH.

Tuasuaute HaMaIsIBaT €KCKPELUITa Ha KUK C ypUHATa U MOTaT A3 NPEAU3BUKAT IPEXOAHO U JIEKO
MOKAaYBaHE Ha CEPyMHUS KaJILUH P JIMIICaTa Ha U3BECTHU HAPYIICHHS B XA 11UEBUSI METa0OIN3bM.
Sprimeo HCT e npoTrBomnOKa3eH MpH MalMeHTH ¢ XUIepKAIIHeMus U TPAGBa J1a ce Impuiiara caMmo
clieql KOpUTHpaHe Ha mpeamecTsamnia xunepkaniuemus. [Ipuemst HaSprimeo HCT tpsabdsa na Obae
IPEeKpaTeH NpH pa3BUTHE HA XUIEPKATLHUEMHUs 10 BpeMe Ha jiedeHiieTo. CepyMHHUTE HUBA HA KaJILUs
TpstOBa MEPUOAUYHO Ja Ce MPOCIIEIBaT [0 BpeMe Ha JiedeHneTo ¢ Tnasuau. [loquepranara
XHUIIEPKAIMEMUs MOXKE 1a ObJie JOKAa3aTEeJICTBO 3a CKPUT XuHepapatupeonan3bm. IIpueMsT Ha
THA3UIHU JUYPETULHM TPsAOBa Aa ObJe MpeKpaTeH Npean IPOBEkKAaHe Ha U3CIeABaHUS Ha HYHKLUATA
Ha NapaTUPEOUTHNUTE JKIIE3H.

POTOYYBCTBUTETHOCT

Crob1maBa ce 3a ciiyyad Ha peakuuu Ha (OoTOAYBCTBUTEIHOCT IPU IPHEM Ha THA3HIHU JUYpPETHLIN
(Bk. Touka 4.8). Ako o Bpeme Ha ederneto ¢ Sprimeo HCT Bp3HUKHE peakiiust Ha
(OTOUYBCTBUTEIHOCT, CE€ MPENOPHYBA CIIUPAHE Ha JICUEHHETO. AKO C€ CUMTA 32 HE0OXO0AUMO
MOBTOPHO MpHJIaraHe Ha AWYPEeTHKa, €€ MpenopbuBa 3alIuTa Ha 00JIACTUTE, N3JI0KEHU Ha CIIbHIIE WU
n3kyctBeHa UVA cBeTiinHa.

OcTpa 3aKpUTOBI'BbJIHA THAYKOMA

XuapoxIOpOTHAZHIBT € CYA(POHAMHU ¥ € CBBP3aH C PEeaKIIHs Ha WIHNOCHHKPA3Hsl, BOJIEIIA JI0 OCTpa
TPaH3UTOPHA MUOIHSAM \OCTPA 3aKPUTOBI'BIIHA rI1aykoMa. CHMIITOMHUTE BKITFOUBAT BHE3AITHO
HaMaJIIBaHEe Ha 3pHUTEIHaTa OCTPOTa Wi OOJIKa B OUNTE ¥ 0OMYAtHO BH3HUKBAT B pAMKHUTE Ha YaCOBE
JIO CEIIMHUIIM CJIEII 3AMI0YBaHe Ha JeueHneTo. HenmekyBaHara octpa 3aKpUTOBI'bIIHA TIIAYKOMA MOXKE Ja
JoBeJie 10 TIepMaHeHTHA 3ary0a Ha 3peHuneTo. [[spBOHAYATHOTO JIEYeHNE € JIa Ce MMPEKpaTH IpreMa Ha
XUIPOXIIONO THA3U]T, KOJIKOTO €€ MOKE T0-0bp30. AKO HE c€ IOCTUTHE KOHTPOI BBPXY BHTPEOUYHOTO
HaJSITaHe TPsOBa Jla ce UMAT MPEABHU]I CBOCBPEMEHHO MEAUIIMHCKO WA XUPYPTUYIHO JICUSHHE.
Pucrosnte dakTopu 3a pa3BUTHE Ha OCTPa 3aKPUTOBI'BIHA TNIAYKOMA MOTAT J1a BKIFOYBAT aHAMHE3a
33 CylioHaAMHTHA WITH TICHUIIMJIMHOBA aJlepTHsl.

Obuwm
B cityuaii Ha Texka u nepcuctupaia auapus jgedenneto ¢ Sprimeo HCT TpsiOBa na ce npeycTaHOBH.

Kakro IIpy BCUYKH aHTUXUTNICPTCH3UBHU CPCACTBA, IPCKAJICHOTO IIOHMXXABAHC HA apTCPUATTHOTO
HaJISIraHe IMpU MaUCHTHU ¢ UCXCMUYHA KapAnUOoaTus Ui HCXEMHUYIHO CbPACYHOCHA0BO 3360J’I$IB3,H€,
MOXKE ga JO0BE€IEC IO I/IH(l)apKT Ha MHUOKapaa UJn UHCYJIT.

HpI/I MalMEHTUTE MOT'aT J1a HACTBIIAT PEaKIIUU Ha CBPBbXYYBCTBUTCIHOCT KbM XUAPOXJIOPOTHA3UN,
KaTO BECPOATOCTTA € IMMO-TOJIAAMA ITPH MALIUCHTHU C AJICPIrUAa U aCTMa.



IloMomnu BemecTBa
Sprimeo HCT cwhabpprka akTo3a. [lamuenTn ¢ peaxy HaClIeICTBEHH MPOOJIeMHU Ha TaJlakKTO3HA

HEMMOHOCUMOCT, Lapp J1akTa3zeH AehUINT WK TITI0KO30-TallakTO3Ha MajtabcopOITus, He TpsOBa 1a
MPUEMAT TO3H JIEKAPCTBEH MPOIYKT.

Sprimeo HCT chabpprka nmeHHYHO HUIIecTe. To € MoaXoasIIo 3a Xopa ¢ Iipoarakus. [lanuenTn ¢
ayeprusi KbM MIIEHHIA (Pa3JInYHa OT bOJUAKUS) He TPIOBa Jla B3eMAaT TO3H MPOJYKT.

4.5 B3aumopeiicTBHe C APYTH JeKAPCTBEHH MPOAYKTH U APYru (popMu HA B3auMo/elicTBUe

Wndopmanns 3a B3anmonerictBusaTa Ha Sprimeo HCT

Jlexapcmeenu npodykmu, noeuA8AWU HUBOMO Ha cepymHusa kanuu: Kanmi-ryoemusT epexT Ha
XUAPOXJIOPOTHA3H]T CE OTCIIa0Ba OT KaMMH-ChXpaHsaBamus ePekT Ha amuckuper. EQexTsT Ha
XUAPOXJIOPOTHA3U BEPXY CEPYMHUS KA C€ 09aKBa Ja 0b/ie TOTEHIIMPaH OT APYTH JIEKAPCTBCHH
MPOAYKTH, CBBP3aHU ChC 3ary0aTa Ha Kaluil U XUIOKaIHeMus (Hamp. IPYTH KaIuH-TyOenTi
JTUYPETHIIN, KOPTUKOCTEPOUIH, TAaKCATHBH, afpeHokopTuKoTporeH xopmoH (ACTH), amdorepuru,
KapOEHOJIOKCOH, IEHUITWIHH G, TIPOU3BOIHA Ha CAHIMIIOBATa KucennHa). O0paTHOTO,
€THOBPEMEHHOTO NPUJIOKEHUE ¢ ApyrH Jgekapctsa, nosnusaun PAAC, HCIIBC itnu cpenctsa,
MTOBHIIIABAIIY HUBATA HAa CEPYMHIUS KA (HAIIP. KaTUH-ChXpaHIBaIIN JUYPETHLIH, KATUEBH JOOaBKH,
3aMECTUTENN Ha COJITa, ChIbPIKAIIN Kaiii, XeTrapiH), MOXe J1a JOBE/e IQ-TIOBUIIaBaHe Ha CEPYMHUS
kanuii. [IpemoppuBa ce MOBUIIEHO BHUIMaHUE, aKO €THOBPEMEHHOTO TPIIOKEHNE ChC CPENICTBA,
TIOBITMSIBAIIY HUBATa Ha CEPYMHHUS KaJIMH ce cuuTa 32 Heo0xoanmo. KomOnHupaHeTo Ha allMCKUPEH ©
APB nnmu ACE nHXHOUTOPH € TPOTHUBOIIOKA3HO MPH MAIIUEHTUTE ChC B3axapeH quadeT u mpu
nauueHTH ¢ 666pedno ypexaane (GFR < 60 ml/min/1,73 m®) @He Ce mpenopbuBa npH APyrd
manueHTy (Bxk. Touku 4.3, 4.4 u 5.1).

Jlexapcmeenu npooyKkmu, Koumo ce GRussAm Om CMYWeEHUs 8 HUBAMA HA CEPYMHUSL KATUU:
[IpenopbuBa ce NEpHOANIHO MOHUTOPHPAHE HA HUBAT2 Ha CEPyMHUSI KaJUi [IpH NpUiIarane Ha
Sprimeo HCT enHOBpeMEHHO ¢ JIEKapCTBEHH MPOILYKTH, KOUTO CE BIUSAT OT CMYIIICHHS B HUBaTa Ha
CepyMHHUS Kaaui (Hamp. AUTUTATUCOBH TIIUKO3IM, AaHTHAPUTMHLIN).

Hecmepouonu npomusoewvsnanumenuu cpeocmea (HCIIBC), sxkarousawyu cenrekmueHu
yurnookcueerasa-2 unxuoumopu (COX-2 unxubumopu), ayemuncaiuyuioga KUCeiuHd u
necenekmuenu HCBIIC: KakTo M mpy Ipyry CpeCTBa, MOBIMSBAILN PEHUH-aHTMOTEH3UHOBATA
cucrema, HCIIBC morar na noHmskaT aHTuxunepreH3uBHus epext Ha anuckuped. HCIIBC morar
CBILO TaKa Ja OTcaalsAT IuypeTHYHATa U aHTUXUIIEPTEH3MBHATA aKTUBHOCT Ha XUIPOXJIOPOTHAZH.

IIpu HIKOM MaMeHTHC KoMIIpoMeTHpana Ob0pedna GpyHKIMA (IeXuapaTHPaHH NalueHTH HITH
NAaIMEHTH B cTapyeCKa 8b3pacT) NpuaraHeTo Ha aJIMCKUPEH U XUAPOXJIOPOTHA3H]] €THOBPEMEHHO C
HCIIBC moxe 14 ioBeae 10 AOIBIHUTEIIHO BIOIIABaHe HAa ObOpeyHaTa QyHKIMS, BKIIOUUTEIHO €
BBH3MOXHO Bb3HUKBaHE Ha 0cTpa ObOpedHa HeAOCTaThUYHOCT, KOSITO OOMKHOBEHO € oOpatuma. Ilopaau
Ta3u npuuria npu komouHupane Ha Sprimeo HCT ¢ HCIIBC e Heo0X01uMO NOBUIIEHO BHUMaHHE,
0c00EHO AIPY MALMEHTH B CTap4YecKa Bb3PacT.

Lpyau aumuxunepmensuenu cpeocmea: ARTUXUNEPTEH3UBHIAT edekT Ha Sprimeo HCT moxke na
0%/ie MOBUIIECH IPY €THOBPEMEHHO NPUJIaraHe ¢ APYrH aHTUXUIIEPTEH3UBHH ar€HTH.

JonbaHurenna nHGopMalys 3a B3aUMOACHCTBHS Ha aJHCKUPEH

EnnoBpemenHoTo npuinoxenue Ha anuckupe ¢ APb i ACE nHXxubutopu € npoTHBOIIOKa3HO IPU
NAMEHTHTE ChC 3aXapeH AuadeT U maueHTH ¢ 6s6peuno yspexnane (GFR < 60 ml/min/1,73 m®) u
HE ce Mpenopb4Ba NpH IPYry NauueHTu (BX. Touku 4.3, 4.4 u 5.1).




BerrecTBaTa, KOUTO ca U3MUTBAHH B KIMHUYHUTE (PapMaKOKMHETUYHH MIPOYYBAHUS HA ATACKUPEH
BKJIFOYBAT alleHOKYMapoJl, aT€HOJIO0I, IeJeKOKCH0, (heHopuOpar, MHOrIIUTA30H, aJI0MyPHUHOI
U30COPOUT-5SMOHOHUTPAT, TUTOKCHUH, METHOPMHUH, aMJIOAUIINH, AaTOPBACTATHH, IUMETH/IH
XUAPOXJIopoTHasua. He ca ycTaHOBEHH KIMHUYHO 3HAYMMH B3aumo ieiicTBust. ClieIOBaTEeIIHO HE €
HEO0OX0IMMO KOPUTHUPAHEe Ha J03aTa Ha aTMCKUPEH U Ha €JHOBPEMEHHO MPUJIaraHUTe JICKapCTBCHU
HPOJIYKT.

Bzaumooeticmsus ¢ P-enukonpomeuna. 11pyu peIKIMHUYHA IPOYYBAHMS € yCTAHOBEHO, Ue
MDR1/Mdrla/b (P-gp) e rmaBaarta edurykcHa crcTeMa, ydacTBaiia B UpeBHaTa abcopOrusiTa u
JKIThYHATa eKCKpelus Ha aJiCKUpeH. B KIMHNYHO mpoy4yBaHe, pupaMIUINH, KOUTO € HHAYKTOp Ha P-
TJIMKOTIPOTENH, HAaMaIIsiBa OMOHATMYHOCTTA Ha alTMCKUpeH ¢ okoso 50%. Apyru naaykropu Ha P-
TJIAKOTIPOTeNHA (KBIT KAHTAPUOH) MOTaT Ja MOHIKAT OMOHAIMYHOCTTA Ha aIMCKUPEH. BhIipexy. ue
TOBA HE € IPOYYBAHO NPY ATUCKHUPEH, 3Hae ce, ue P-gp perynmpa u ThKaHHOTO YCBOSIBAHE Ha pelidia
cyOcTpartu, 1 MHXHOUTOpHUTE Ha P-gp MoraT fja moBUIIaT ChOTHONIEHNETO ThKaHHA KbM IUIa3MeHA
koH1eHTparnys. [lopaan Tasu mpuanHa HHXHOUTOPUTE HA P-gp MoraT 1a goBenaT 1o MmoBMinasaHe Ha
ThKaHHUTE HMBA B TIO-TOJIIMA CTETIEH OTKOJIKOTO Ha IIa3MeHUTe HUBA. [[oTeHImManpT 3a TeKapCTBEHU
B3aMMOIEWCTBHUS Ha P-gp MACTOTO 10 BCAKA BEPOSITHOCT IIl€ 3aBUCH OT CTENEHTa HA.WHXUONpaHe Ha
TO3W TPAHCTIOPTED.

Mownu unxubumopu na P-gp: IlpoyuBaHe 3a JIeKapCTBEHH B3aMMOJICHCTBHSC /e THOKpPATHA 1032 MIPH
3/paBu TOOPOBOIIH € TIoKa3ao, 4ye mukiroctnopuH (200 u 600 mg) moBumrasa C,,,x Ha ATUCKUPEH

75 mg npubnmsutenHo 2,5 mpty 1 AUC npubnmsutenHo 5 mbTu. [loBrmieHneTo Moxe aa e mo-
BHICOKO TIPH MTO-BUCOKH 103U anuckuped. [Ipu 3npasu mobpoBonmwm nrpakonazon (100 mg) moBumrasa
AUC u C,,x Ha anuckupeH (150 mg) crotBeTHO 6,5 11 5,8 mpTH! Flopann Ta3u npuinHa
€HOBpEMEHHAaTa yrnorpe0a Ha aIMCKUPEH U MOLIHM MHXUOKTOpH Ha P-gp e mpoTuBonokasana (Bx.
Touka 4.3).

Ymepenu unxubumopu na P-gp: EqTHOBpeMEHHOTO npwiarane Ha KeTokoHa3ol (200 mg) wim
Bepanamui (240 mg) ¢ anuckuper (300 mg) Boz#/A0 yBeIn4aBaHe, CbOTBETHO ¢bC 76% mmu 97% Ha
AUC nHa anuckupeH. Oyaka ce NpoMsiHaTa B41ia3MEHUTE HUBA HA AIUCKUPEH B IPUCHCTBUETO HA
KETOKOHA30J1 WM Bepanamui J1a ObJe B Jiafia3oHa, KOWTo O ce MOCTUTHAN, aKo J03aTa Ha
AJMCKUPEH CE YIBOM; YCTAHOBEHO €, We-103¢ Ha aduckupeH A0 600 mg uiy ABa IbTH Hal-BUCOKATA
IpenopbyBaHa TepareBTUUHA J103a, Ce [MOHACAT J00pe NPH KOHTPOIUPAHH KIMHUYHU NIPOYUYBaHHMS.
[IpeaxIMHIYHUTE TPOYYBAHUS [IOKA3BaT, Y€ €THOBPEMEHHOTO NpHIaraHe Ha aIUCKUPEH U
KETOKOHA30J1 yBeJIM4aBa CTOMAIIHO-YpeBHATa a0COPOLUS U HaMaJIsiBa XKJIbUHATAa EKCKpeLus Ha
anuckupet. [lopaay Ta3u nprurHa € He0OX0JMMO IMOBUILIECHO BHUMAaHHE NP NPHUJIaraHe Ha
AIMCKUPEH eTHOBPEMEHHO € KETOKOHA30J1, BEparnaMiul WM Ipyru yMepeHu nHXxuoutopu Ha P-gp
(KMapuTpOMHLNH, TENMTDOMULIMH, EpPUTPOMHULIMH, AMUOJAPOH).

P-gp cyocmpamil unu crabu unxubumopu: He ca HaOnrogaBaHu 3HAYNMMH B3aMMOCHCTBUS C
aTEHOJION, TUT OKCHH, aMJIOUTNH Wi nuMeTuanH. [Ipu npunarane ¢ atopBactarus (80 mg), AUC u
Cinax Ha amaciupeH (300 mg) B cTalioHapHO ChCTOsTHUE ce yBenmnyanaT ¢ 50%.

Huxubwnopu na mpancnopmupawu opeanuunu anuonu noaunenmuou (OATP): llpenxnuauanure
NpPOy4BaHUs MTOKa3BaT, Y€ AIMCKUPEH MOXKE /1a Obae CyOcTpaT Ha TPaHCIIOPTUPAIIN OPraHUYHH
aponu nojunentuay. [lopagy Ta3m npuunHa chliecTBYBa NOTCHIMAIHA Bb3MOXKHOCT 32 PEaKklMu Ha
B3auMoJeiicTBie Mex 1y naxuoutopu Ha OATP u anuckupeH, npyu CbBMECTHO MPUIIOKEHHUE (BXK.
,»B3anMOJICCTBHIE ChC COK OT rpeindpyt”).



Cox om epetinghpym: TlpuiaraneTo Ha COK OT TPeUNIPPyT ¢ ATMCKUPEH BOIM 110 MoHmKaBaHe Ha AUC
u Cp.x Ha anuckupeH. EqHoBpemMeHHOTO Tipriarane ¢ anuckuper 150 mg Boau g0 61% noHmxenne
Ha AUC Ha anucKupeH, a eJHOBpeMEeHHOTO npuiarane ¢ anuckuper 300 mg Boau a0 38%
nonwkenue Ha AUC Ha anuckupeH. ToBa MOHMKEHUE BEPOSTHO € JBIDKU HA MHXHUOUpPAHE OT COKa OT
rpedndpyT Ha YCBOSIBAHETO HA ATUCKUPEH, MEAMUPAHO OT TPAHCIIOPTHPAI OPTaHUYHHN aHHOHH
TIOJIUIICNITH]I, B TACTPOMHTECTUHAHYS TpakT. ClieI0BaTeIHO, MOPAIN OMACHOCTTA OT HEYCIEX B
nedenuneto, Sprimeo HCT He TpsiOBa na ce mpreMa eTHOBPEMEHHO ChC COK OT TPpEeHIipyT.

@yposzemud. 1lpn emHOBpeMeHHOTO MIpriarane Ha anuckuper ¢ ¢pypozemun, AUC u Cy,, HA
¢bypozemuz ce moHmKaBat choTBETHO ¢ 28% 1 49%. [lopaaw Ta3u nmpuynHa ce IpenopbuBa
npoclesBaHe Ha eeKTa py 3amouBaHe u IPU KOPUTHPAHE HA TepanusTa ¢ Qypo3eMu/, 3a Ja ce
n30erHe Bh3MOXKHA HepallioHalTHA yIoTpeda B KIIMHIUYHY YCIOBUS HA 00EMHO HATOBapBaHE.

Bapgapun: Edexture Ha anmuckupeH BbpXy (papMaKkOKWHETHKATa Ha Bap(aprH He ca OLCHSBaHH.

Bzaumoodeticmsus ¢ xpanu.: XpaHuTe ¢ BUCOKO ChIIbPKAHNE HA MAa3HUHU 3HAYUTEITHO JTOHHKABAT
abcopOIusaTa Ha ATUCKUPEH.

JlonpiHUTENHA HHQOPMAILHS 3a B3AUMOAEHCTBIS HA XUAPOXJIOPOTHAZH
[Ipu eqHOBpEMEHHO TIpHITaTaHe CIEIHNUTE JIEKAPCTBEHH MTPOYKTH OMXa MOLJI f]a B3aNMOJIECTBAT C
THA3UTHAUTE JUYPETUIIH:

Jlumuii: Tnasuaure HaMaIsIBaT ObOPEUHHS KIMPBHC HA JINTHS, CIIEIO0BATEIHO PUCKBT OT JINTHEBA
TOKCHYHOCT C€ MOBHILIaBa IPH MIPUJIaraHe Ha XUAPOXIopoTrasrijt. He ce mpenoppusa
€THOBPEMEHHOTO TpHJIaraHe Ha JUTUI U XHAPOXJIOPOTHA3HA, AKO KOMOMHAIMATA C€ OKa3Ba KpaHO
HEo0X0/IMMa, ce IPEropbYBa BHUMATEIIHO MPOCIIE/IABAHE Ha-CePyMHUTE HUBA HA JIUTHUS 110 BpeMe Ha
€IHOBpPEMEHHATa yrmoTpeoa;

Jlexapcmeenu npodykmu, koumo mozam oa uHoyyupam torsades de pointes: llopanu pucka ot
XHIOKAINEMHUS XUIPOXIOPOTHA3NA TPSOBA 12 ¢ MMpHiIara ¢ MOBUIICHO BHUMaHHE C POIYKTH, KOUTO
MOTaT J1a MHAYIHpAT torsades de pointes, mo-criennanao antuaputMuiy Kitac [a u Kiac 111, kakTo u
HSKOW aHTUIICHXOTHIIH.

Jlexapcmeenu npooykmu, nOGAUACGUIU CEPYMHOMO HUBO HA Hampusi: XUTIOHATPUEMUYHUSAT eeKT Ha
JUYPETHLHUTE MOJKE J1a CE YCUIIM IIPY ChbBMECTHO NPUIIOKEHHUE C ONPEIETICHH JIEKAPCTBEHHU NTPOAYKTH

KaTo aHTUACTIPECAHTH, aHTUIICUXOTHIIM, aHTHETTWIIENTHYHN cpeacTBa 1 Ap. Heo6xoanmMo e moBumeHo
BHUMAaHHUE IIPH CHbBMECTHO IPHIIOKEHHUE HA TE3H JIEKApCTBEHU NMPOIYKTH.

IIpecopnu amunu (ianp. HopaopeHanuH, adperanut). XuapoxJIopoTHA3HI MOXKE Aa HaMall OTTOBOPa
KBbM IIPECOPHU aMUHH KaTo HopaapeHainH. KiuHnyHaTa 3Ha4MMOCT Ha TO3U eeKT € HeonpeaeIeHa 1
HE € 0CTaThyia 3d NpeKpaTsBaHe Ha TAXHATa yrnoTpeoa.

,ZZMZOKCMH uinu ()pyeu OUSUMATUCOBU TIUKOZUOU: TI/I8,3I/I,Z[-I/IH,I[yLII/IpaHa XHUIIOKAJIUEMUA NITU
XUMNOMArHC3UEMUsI MOT'aT J1a CC U3ABAT KATO HECXKCIJIAaHU pCaKIUU, YHGCHHBaﬁKH Ha4yaJIOTO Ha
AUTUTAIINC-UHAYIHUPAHU ChbpACYHU ApUTMUU.

Bumamun D u kanyueeu conu: IlpunaraneTo Ha THA3UIHU TAYPETHUIIH, BKIFOUYHUTEITHO
XUJAPOXJIOPOTHA3U/, C BATAMUH D HITH ¢ KaJIIIUEBU COJIM MOXKE Ja MOTEHIIMPA TOKAYBAHETO Ha
cepyMHUs Kanui. EJHOBpEMEHHOTO IPUIIOKEHHE C THA3UIHU AUYPETHIT MOXKE J1a TOBEAE 10
XUTNEPKATIUEMHS [TPY MAIUSHTH TTPEPA3NOI0KEHH KbM XUIIepKaIIHeMus (Harp. mpu
XUIEePHapaTUPEOUIN3bM, 37I0KaUESCTBEHH 3a00JIIBaHUS WK BUTAaMUH D-MeIMupanu ChbCTOSHUS) Upe3
MOBHIIIABaHE HA TyOyJTHATa KaJlueBa peadbcopOusi.
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Anmuouabemnu sewgecmsa (Hanp. UHCYIUH U NEPOPATHU aHmuouabemuu cpeocmaa). Tuazuaute
MOTarT Jia Hapymiar TIFOKO3HUS TojJepanc. Moxe Jia ce HAJIOKU KOPUTHpPaHe Ha JIO3UTE Ha
aHTUIHAOCTHUTE JIEKAPCTBCHH MPOAYKTH (BK. Touka 4.4). MeThopMuH TpsiOBa a ce mpreMa ¢
MOBHIIICHO BHUMAaHHWE MOPAJIA PUCK OT JIAKTATHA alnj03a, HHAYIMPaHa OT Bb3MOXKHA (YHKIIMOHATHA
0BOpeyHa HEMOCTATHYHOCT, CBhpP3aHa ¢ XUAPOXIOPOTHASHI.

bema-6noxepu u ouazoxcud: EqTHOBpEMEHHOTO MPUIIOKEHNE HA THAZUIHN AUYPETHUIH, BKIIFOUHUTEITHO
XUAPOXIIOPOTHA3HI, U OeTa-0JIOKepH MOJKE J1a TTIOBHUIIM PHUCKA OT XHUIIEPTIIUKEMUs. THasuIHuTe
JTUYPETHIIN, BKIIOYUTEITHO XUIPOXIOPOTHAZH], MOTAT Ja IOBUINIAT XATIEPTITNKEMUYHUS ePEeKT Ha
JIMA30KCH/I.

Jlexapcmeenu npodykmu, npunazany 3a 1e4erue Ha nooazpa: Bb3MOXKHO € a ce HaJoXKH KOPUTHPAHE
Ha J03aTa Ha YPUKO3yPUUHUTE JIEKAPCTBEHU MPOAYKTHU, Thil KATO XUAPOXIOPOTHUAZU]T MOXKE J1a
MOKa4X HUBAaTa HA CEpyMHATa IMMKOYHA KUcelnHa. Moxe Ja € HeoOXOAMMO Jia Ce YBEIMYH /103412 Ha
npoOeHenu I u CyapuHIUpa3oH. EqHOBPpEMEHHOTO NIpUiarane Ha THA3UHHU TUYPETHIIH,
BKJIFOUUTEITHO XUPOXJIOPOTUA3H, MOXKE J1a MTOBUIITM YeCTOTaTa Ha PEaKIIMUTE Ha
CBPBXUYBCTBUTEITHOCT CIPSIMO aJIOIypPHUHOIL.

Aumuxonunepauynu cpedcmea u Opyeu 1eKapcmeeHu nPoOYKmu, NOGIUAGAWU. CIHOMAWHUSA
Mmomuaumem: BUOHATMYHOCTTA HA THA3UIHUTE TUYPETULM MOXKE Ja C€ TIOBUIIM OT
AQHTHUXOJIMHEPIHYHHUTE CPelCTBA (Hamp. aTpONUH, OUNEpUIeH), BEPOATHENOPAAN HaMaJsIBaHE Ha
MOTWJINTETA Ha CTOMAILIHO-UYPEBHUS TPAKT U 3a0aBsHE HA BPEMETO 3a/p3ripa3BaHe Ha CTOMaxa.
OO6patHo, 0OYaKBa ce IPOKMHETUYHHUTE BEIIECTBA KATO [IU3APIH 13, MOTaT 1a HAMAJIAT
OMOHATMYHOCTTA HA THA3UIHUTE AUYPETULIH.

Amanmaoun: TuazuaHUTE JUYPETUIH, BKITFOUNTEITHO XUAPOXIOPOTHA3U, MOTAT /1a TOBHUIIAT PUCKA
OT HEeXXEJIaHU PeaKlny, MPUINHEHU OT AMaHTAVH.

Honoobmennu cmonu: AbGcopbuusTa Ha THA3UIHWTE AUYPETHUIH, BKIIFOUUTEITHO XUAPOXIOPOTHAZUI,
ce HaMalsBa OT XOJIECTPUPAMUH WM XOJECTHIION. ToBa MOXKe /1a JOBeJe 10 CyOTepaneBTHIHI
edeKTr Ha THA3UTHUTE qUypeTuld. [IprmaraHeTo Ha XUAPOXIOPOTHA3UI U Ha HOHOOOMEHHUTE
CMOITH TIOOT/IEITHO, TaKa Ye XUAPOXJIOPOTHA3H [1a ce Tpriara mone 4 gyaca npean win 4-6 daca cnen
MIPUJIOKEHUETO Ha HOHOOOMEHHaTa CMoJia, OM HaMallniIo B3aUMOJIEHCTBHETO.

Lumomoxkcuunu cpedcmsa: THa3hIHNTE ANYPETHIH, BKIIOYUTEIHO XUIPOXIOPOTHA3NI, MOTAT 1a
HamayAT ObOpeyHaTa eKCKPEins Ha IMTOTOKCUYHNTE CpeAcTBa (Hamp. nukiiodochamus,
METOTpPEKCaT) M Jia MOTEHIINDAT TEXHUTE MUEIOCYIIPECUBHU e(PeKTH.

Heodenonapusupawi cxenemuo-myckyanu perakcanmu. Tuazuanre, BKIIOUATETHO
XUIPOXJIOPOTHASU L, TOTEHIMPAT ACHCTBUETO Ha CKEJIETHO-MYCKYJIHHUTE PEJIAKCAHTH, KaToO
NPOM3BOAHUTE Ha Kypape.

Ankoxosi, oapobumypamu unu Hapromuyu: ENHOBpEMEHHOTO NpuUilaraHe Ha THA3UAHUTE JUYPETHIIU C
BEIUECTRa, KOUTO CHILO MMAT IOHIKABAIL KPbBHOTO HaysAraHe edexr (Hamp. upe3 HamallsiBaHe Ha
aKTHBHOCTTA Ha LIEHTPaJIHAaTa HEPBHA CHCTEMAa WM AWPEKTHA Ba30JUJIaTallMsl) MOXKe Ja MOTEHIUpa
10sBaTa HA OPTOCTATUYHA XUIIOTOHUSI.

Memunoona: ma OTACIHHU C’LO6H.[€HI/I$I 3a CJIy4ard Ha XECMOJIMTUYHAa aHCMUS, Bb3HUKHAJIA IIPpU
CAHOBPCMCHHO IMPpWJIarane Ha MCTUJIA0IA U XUAPOXJIOPOTUA3HUI.

Hoonu xonmpacmuu éewyecmea: B ciydaii Ha IMypeTUK-HHIyIIUPaHA JeXUAPATAIIMS MM OBUIIEH

PHUCK OT OCTpa 6’L6p€‘lHa HCJOCTAaTBb4YHOCT, 0CcO0€eHO0 Py BUCOKH 03U Ha ﬁO,Z[HPITe MMPOAYKTH.
HaLII/IeHTI/ITC TpH6Ba Ja c€ pexuapaTtvupar rnpeau npujiaraHeTto Ha ﬁO,[[HPI KOHTPACTHHU BCIICCTBA.
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4.6 @epTUIUTET, D)PEMEHHOCT U KbPMeHe

BpemenHocT
Hsama nannum 3a yrotpebara Ha amUCKUPEH MpH OpeMEHHH JKeHU. ATTUCKUPEH HE € TepaToreHeH Npu

TUTBXOBE W 3ai1| (BXK. Touka 5.3). [[pyru BemecTBa, KOUTO AMPEKTHO Bh3neicTBaT Ha PAAC ca
CBBP3aHH ChC CEPUO3HH (heTarHn Man(opManny ¥ HeOHATalTHA CMBPT, KOTAaTO e yIOTpeOsBaT 1Mo
BpEeMe Ha BTOPHS U TPETHUSI TPUMECTHP. MiMa orpaHudeH onuT OTHOCHO yrotpebara Ha
XUJIPOXIOPOTHAZH]] ITO BpeMe Ha OPEMEHHOCT, 0COOCHO Mpe3 MbpBUs TpUMeCTHp. [IpoyuBaHusTa NMpu
JKUBOTHHM Ca HEJOCTATHYHHU.

XuApoxJIOpoTHA3UT IPEMIHABA TIpe3 IaneHTara. B3 ocHOBa Ha papMaKoIOrHYHHS MEXaHU3bM Ha
JIefiCTBUE HA XUJIPOXIIOPOTHAZHI, YIIOTpedaTa My Mpe3 BTOPHSI U TPETUSI TPUMECThP MOXKE J1a Hapyilu
¢eroranentapaara nepdy3us u a 1oBeAe 10 heTaTHn U HeOHATATHU eeKTH KaTo )XbITCHHLIE;
HapyIICHUS HA EJICKTPOJIUTHHS OATaHC ¥ TPOMOOIIUTOTICHHS.

XuApoxJIOpoTHA3UT HEe TPAOBaA J1a ce TpHUIara mpu OTOIH IO BpeMe Ha OPEMEHHOCT, MPH FECTAIIMOHHA
XUIEPTOHUS WITH MPH MIPEEKIaMITICH TOPaJn PUCKa OT HaMalliBaHe Ha IIa3MEHUS Q0EM U
IUIalieHTapHa xumnonepgys3us, 0e3 1a UMa MoJ3H1 110 OTHOIIIEHUE Ha Kypca Ha 3a00nIBaHeTo.

XuApoxJIOpoTHa3uI He TPAOBa [1a ce M3MOJI3Ba 32 JICUCHNUE Ha €CeHIMATHA-X HICPTOHUS MPH
OpeMeHHH, ¢ U3KITIOUCHHE Ha PEJIKU CITydan, B KOUTO HEe MOXKe Jia ObJIe MPUI0KEHO IPYTO JeUeHHeE.

He ca mpoBexnanu crieriu)uaHN KIMHIYHH TPOYYBAHUS ¢ KOMOMHALIMATA, TOPAAX Ta3u IPUINHA
Sprimeo HCT He Tps0Ba 1a ce U3Io3Ba 1o BpeMe Ha IIbPBHs TPAMECTHP OT OpeMEHHOCTTA WU TIPH
JKEHH, KOUTO TUIAaHUpAT Ja 3a0peMEeHesT U € IPOTHBOIIOKA33HL, IT0 BpeMe Ha BTOPHS M TPETHS
TpuMecThp (BX. Touka 4.3). [Ipu miaanpane Ha OpeMeHHOCT-¢ He0OOXOTUMO TTPEMUHABAHETO KbM
HOAXOAAIIO AITEPHATUBHO JIeYeHUE. AKO 110 BpeMe HA JICHYCHUETO C€ yCTAHOBH OPEMEHHOCT, IPUEMBT
Ha Sprimeo HCT tpsi6Ba fa ce mpexparu He3abaBHO,

Kbpmene
He e m3BecTHO manmy amuCKUpeH ce eKCKpeTHpa B KbpMaTa. ATUCKUPEH Ce CEKPEeTHpa B MIISIKOTO Ha

JIaKTHpally INTbXOBE.

XPI,Z[pOXJ'IOpOTI/IaSI/IL[ CC CKCKPETHUPa.B/KbpMaTa B MAaJIKU KOJIMYCCTBA. BnbB BuCOKH J031 TUA3HUIUTEC
MMPpEAN3BUKBAT UHTCH3UBHA AWYPE3a U MOIaT J1a IOTUCHAT o6pa3yBaHeT0 Ha KbpMara.

Sprimeo HCT ne ce npenopsusa o Bpeme Ha kbpMmeHe. Ako Sprimeo HCT ce npunara no Bpeme Ha
KbPMEHE, 03UTe TPpAOGBa 1a ObAAT KOJIKOTO C€ MOXKE MO-HUCKHU.

4.7 EdexTu BHpXy cnnocoOHOCTTa 32 mogupane u padora ¢ MAIIMHA
He ca nporeixaanu npoyuBanus 3a epeKTuTe BbpXy CIOCOOHOCTTA 3a odupaHe u paboTa ¢ MallIuHH.
Mauiko eepostHo e Sprimeo HCT ga nosnusiBa ciocoOHOCTTa 32 modupane u paborta ¢ MamuHu. Bee

nax pv mogupase u paboTa ¢ MalIMHK TPSAOBaA Ja ce UMa NpeBU/, Y€ 110 BpeMe Ha IIpueMa Ha
AHTHXHUIIEPTEH3UBHHU JIEKAPCTBEHH MTPOAYKTH MTOHSKOTa MOXKE Ja C€ MOSBST 3aMasiHOCT WIIK yMOpa.
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4.8 Hexenanu jeKkapcTBeHH peaKuu

KomOuHaIus almucKupeH/XuapoXI0pOTHASHIT

bezonacHoctra Ha Sprimeo HCT e u3cneasana B 9 kiuHWYHA W3nATBaHuS ¢ Hax 3 900 manueHTy,
BKtouBammm Haj 700 manueHTH, TeKyBaHH 3a iepuoA Haj 6 Mecena u Han 190 manueHTw, IeKyBaHU
3a mepuoj Haj 1 roguna. YectoTraTa Ha HeXEIIAaHHUTE JICKAPCTBEHH PEAKIIUK HE MOKa3Ba BPbh3Ka C IO,
BB3pacT, MHACKC Ha TEJIECHA Maca, paca W eTHHYeCKa mpuHamiexkHocT. Jleuernero ¢ Sprimeo HCT,
mpu no3u 10 300 mg/25 mg Boau 10 00IIa YecToTa Ha HeXKEITaHUTE JIEKAPCTBEHH PEaKIuy Mog00Ha
Ha Tasu npH mianedo. HexxenanuTe peakiyy KaTo MsuIo ca JIGKH U MPEXOJHH 10 XapaKTep U CaMo B
pElKH ClTydad Hallarat MpeycTaHOBsIBaHe Ha JiedueHueTo. Haii-uectara HexxenaHa JekapcTBeHa
peaknus, HabrogaBana mpu Sprimeo HCT e nuapus. Hexenmanurte 1ekapCcTBEHN Peakiny ChOOIEHI
MTO-paHo MPH HAKOS OT cheTaBKUTe Ha Sprimeo HCT (ammckupeH u XuapoXIopoTHA3NT) B H30POSHU B
CHOTBETHHS Maparpad Ha CbOTBETHHS KOMITOHEHT, MOTaT Ja Bb3HUKHAT 1 1ipu Sprimeo HCT.

UYecroraTa Ha M30POCHUTE MO-A0JTY HEXKETaH! JIEKAPCTBEHH PEAKIINHU Ce OIPeIelis Upe3 B3moli3BaHe
Ha CJIeTHaTa KOHBEHIH: MHOTO YecTH (> 1/10); wectn (> 1/100 mo < 1/10); mevectn (> 1/ 000 no
< 1/100); penxu (= 1/10 000 mo < 1/1 000); maOTO peaku (< 1/10 000) u ¢ Hen3BecTHd YecToTa (OT
HAJIMYHUTE JaHHU HE MOXe Ja ObJic HanpaBeHa oneHka). [Ipu Besiko rpynmupaHe B $aBUCHMOCT OT
YeCcTOTaTa, HEXKEIAHUTE JICKAPCTBEHH PEAKIIMU ce U30POSBAT B HU3XOAAI] pell HO:OTHOIICHUE Ha
TSAXHATA CEPUO3HOCT.

CTroMalHO-4YpeBHH HapylleHusl
Yectu: Huapus

Juapus: [{napusta e 1030-3aBUCHMA HEXKEJIaHa JICKapCTBEHapeakis Ha anuckuped. [Ipu
KOHTPOJIMPAHU KIMHUYHYU U3MIMTBAHUS YECTOTATa HAa AUAPMsiTA IPU NALMEHTHUTE, JIEKYBaHH ¢ Sprimeo
HCT e 1,3% B cpaBuenue ¢ 1,4% 3a anuckupeH uwinu 1,9% 3a manueHTTe, IEKYBaHH C
XUIPOXJIOPOTHAZHL.

Cepymen kanuii: B romsiMo ruiarie60 KOHTPOTHPAHO KIMHUYHO U3IHTBAHE TPOTHBOIIOI0KHHUTE
edextu Ha amuckuped (150 mg wm 300 mg) u xunpoxmoporuazux (12,5 mg unm 25 mg) BEpXyY
CepYMHUS KaJMii IPHOJIM3UTEITHO ce HasllaHCHpaT B3aMMHO IIPU MHOTO OT nmanuenture. [Ipu npyru
NalMeHTH JOMHUHHpPA eANHUAT WK 1pyrist edekt. [Ipu prckoBHUTe MaMeHTH € He0OXO0IMMO
HEPHOIMYHO, Ha OTIPEEIICHN HHTEPRAIHN, 1A CE N3CIJIE/IBAT HUBATA HA CEPYMHHMS KaJlUid, 3a
YCTaHOBSIBaHE Ha MOSBA HA BH3MOXKEH EJIEKTPOIUTEH AucOananc (Bx. Touku 4.4 u 4.5).

JlonsiiHUTEIHA HHQOPMALH 3a BCIKA OT OTJIEJTHUTE ChbCTABKHU
Hpyru HexxenaHu peaxiiui, ChOOIIEHH 3a BCSIKA OT OTACITHUTE ChCTABKH, MOTAT J1a C€ MPOSBAT IPHU
Sprimeo HCT, nopi ¥ jia He ca HaOIIOaBaHU B X0/1a HA KIIMHUYHUTE TIPOYYBAHHUS.

Anuckupen
Jledenuero cramuckupes, ipu go3u 10 300 mg Boau A0 00IIIa YecToTa Ha HeXKETaHUTE PeaKIIiu

1'[0):[061—121 HA Ta3u Ipnu rmaue6o. Hexenanure PCaKIMH KaTO ISUI0 Ca JICKU U NPEXOJHU 110 XaAPAKTCP U
CaMo B.PCIKHU CJIyYau Hajlarat npeyCraHOBABAHC Ha JICHCHUCTO. Haii-yecrara Hexxenana JICKapCTBCHA
peaknua € fuapus.
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W3BecTute npu npuiiaraHe Ha aTMCKUPEH HE)KEIaHH JIEKapCTBCHU PEaKIIUK ca MPEICTABEHH B
TabuIara mo-10Jy, KaTo € U3IoJI3BaHa ChIlaTta KOHBEHIINS, KAKTO TIPH OMUCBAHETO UM BB
¢bukcupaHaTta KOMOMHAIIHS.

Hapymenust Ha HepBHATa cucTeMa
Yectn: 3amastHOCT
Cba0BH HApYIIEHHS
Heuectu: XUnoToHUs
CToMalIHO-4YPEeBHHM HAPYLIEHHUS
Yecru: Huapust
Hapyumennst Ha MMyHHAaTa cucTeMa
Penku Peakuny Ha CBpBbXYyBCTBUTEIHOCT
Hapyumienust Ha K0KaTa U MOAKOKHATA ThbKaH
Heuectn: OO6puB, TeXKH KOKHH Hexkenanu peakuu (TKHP), BKIrounTetHO
ToKcu4Ha enuaepmanta Hekponmsa (TEH) u peaknnu Ha yeiHara
JUTaBHIIA
Penku: AHruoenem
Hapyumiennst Ha MyCKYJIHO-CKeJIETHATA CHCTEMA U CheANHUTEIHATA ThKaH
Yectu: ApTtpanrus
Hapymienusi Ha O0bOpenuTe U NMKOYHUTE MbTUIIA
Heugecrn: OcTtpa 6b0peyHa HEOCTATHUHOCT, OBOPEIHO yBpEXKIaHE
OO0uu HapymeHus 1 epeKTH HAa MSICTOTO HA MPHJIOKeHHe
Heuecru: [lepudepuu otorn
HN3cnenpanus
Yectu: XunepkanueMmus
Penxu: HamansBane Ha xeMOTr100uE4;"-HamMalsiBaHe Ha XeMaTOKPUTA
Penku: [loBunIaBaHe HA CEPYMHUSI KPEATUHUH

ITo BpeMe Ha JIEYCHUETO C ANUCKUPEH ca HaOII0/AARAaHH M0SIBa HA AaHTUOEEM U PEaKLH Ha
CBPBXUYBCTBUTEIHOCT. B X0/1a Ha KOHTPOJIMPAHi KIMHUYHY IPOYYBaHUs, AaHTUOEIEM U PEaKLK Ha
CBPBXUYBCTBUTEIHOCT BH3HUKBAT PSIKO [IPH TEPamus C aJJUCKUPEH C YECTOTa, CPAaBHUMA C Ta3H MU
JIeYeHHE C M1aned0 Uil ChC CPABHUTECIHHUTE JIEKAPCTBEHH MPOLYKTH.

[To BpeMe Ha TOCTMAPKETUHIOBHUS OIMT CHIII0 MMa CHOOLICHUS 3a CIIy4ad Ha aHTHOE/IEM WIIH 32
CHMIITOMH, ITPEATIOJIaraiii HaTMIieTO Ha aHTHoeeM (OTOK Ha JIMLETO, YCTHUTE, I'bPIOTO W/WIN
e3uka). [Ipy gacT OT manuMeHTUTe ChIECTBYBA aHAMHE3a 32 Pa3BUTHE HA aHTUOE/IEM WM Ha
CHMIITOMH, ITPEATIOaramiy HaTMYHeTo Ha aHTHOEIeM, TBJDKAIIY Ce B YacT OT CIyYauTe Ha
yrorpebara Ha JpyruJieKapcTBa, CIOCOOHH Jla MPEAN3BUKAT MOsSBAaTa HA AaHTHOEAEM, BKIFOUUTEITHO
naxubutopu Ha PAAC(ACE unxuburopu unu APB).

ITo BpEMC Ha INOCTMAPKETUHTOBUA OIIMUT CHII0 MMa CT)O6HIGHI/I$I 3a CJIydan Ha p€aKlMy Ha
CBPBXYYBCTBHTCIHOCT.

ITpr1i09Ba Ha HIKAKBY NIPU3HALM, IPEAOJIATalIN PEaKUKsl Ha CBPBXUYBCTBUTEIHOCT/aHTHOeAeM (TI0-
CIICHUAJIHO 3aTPyIHEHO JUIIAaHEe WK Nperiblliane, OOpuB, ChpOEK, ypTUKApHUs WU NTOLyBaHE HA
JLETO, KpaWHULINTE, OYUTE, YCTHUTE W/WIIN €3HKa, 3aMasiHOCT), MALIEHTUTE TPsOBa 1a NPEyCTaHOBAT
TepanusaTa 1 Jia C€ CBBPKAT ¢ Jiekap (BK. Touka 4.4).

HpI/I MOCTMApPKCTUHI'OBUS OITUT CC C"bO6IJ.IaBa 3a apTpaarus. B Hsxon CJIydau apTpajrusra ce
MposABABa KATO 4aCT OT p€aK Mg Ha CBPbXT1YBCTBHUTCIHOCT.

Xemoenobun u xemamoxpum: HabnromaBaHo € JeKO IMOHMKAaBaHE Ha CTOMHOCTHTE Ha XEMOTJIOOMHA U
XeMaToKpuTa (CpeaHo moHmwkaBaHe oT npuodausutenHo 0,05 mmol/l u ceoTBeTHO 0,16 00EMHU
nporeHTa). HuTo enuH manueHT He mpeKpaTsABa JICUSHUETO Mopau anemus. 1To3u eekr ce
HaOII0/1aBa ¥ TIPH IPYTH CPENICTBA JACHCTBAIIM HA CHCTEMaTa peHUH-aHTHOTeH3H, kato ACE
naxubutopu u APB.
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Cepymen xanuii: HabmogaBaHo € IOBHIIIaBaHEe Ha HUBOTO HA CEPYMHHMSI KaJIUi MPU aJIMCKUPEH, KOETO
MOJKe Aa 0b/ie TO-CHITHO U3Pa3eHO MPH €THOBPEMEHHO PUIIOKEHHE C APYTH CPEACTBA,
Be3aeiicTBamy BepXy PAAC mm HCIIBC. B croTBeTCTBHE ChC CTaHIApPTHATA METUITMHCKA
MPaKTHKA, aKO €THOBPEMEHHOTO MPUIIOKEHHE CE CUMTA 32 HEOOXOIMMO, CE€ TPENOPhUBa IEPUOAUIHO
n3cienBane Ha ObOpedyHaTa GyHKIHSI, BKIFOUUTEITHO CEPYMHUTE EJIeKTPOIUTH. EqHOBpEeMEHHOTO
npmiIoxeHue Ha anmuckuper ¢ APb mim ACE HHXHOUTOPH € MPOTHUBOIIOKA3HO TIPH MAIUEHTUTE ChC
3axapeH auaber i manmenTy ¢ 6s0peuno yepexaane (GFR < 60 ml/min/1,73 m®) u He ce npenopbuBa
TIpH JpyTH NarnueHTy (BX. Touku 4.3, 4.4 u 5.1).

ITo BpeMe Ha MOCTMAapPKETHHTOBUS OITUT MMa CHOOIICHNUS 3a CIIydan Ha OBOpedHa JuCcQyHKINSI U
ocTpa 0bOpeYHa HEMOCTATHIHOCT IIPH PUCKOBH TMAIMEHTH (BXK. Touka 4.4). Cho0IaBa ce ChIImo Taka
3a cJIydyad Ha MosiBa Ha rnepudepHu OTOIH, MOBHUINABAHE HA CEPYMHUS KPEATHHUH, TSKKU KOKHU
Hexenanu peaknun (TKHP), BkarounTenHo TokcnyHa enmaepManaa Hekpoiausa (TEH) u peaknuy Ha
yCTHATA JINTaBHIIA.

Xuopoxniopomuazuo

XuAPOXJIOPOTHA3HU] € IIHMPOKO U3MHUCBAH B IPOABIDKCHHE HA MHOTO TOMHH, YECTU B TI0-BUCOKH 03U
ot ceabpkanuTe ce B Sprimeo HCT. CnenBamure HexXenaHU Peakiiuyl ca ChOOIICHN TpY TAIlMeHTH,
JIEKyBaHH C THA3UIHU AUYPETULH, IPUIAraHd CaMOCTOSITEIHO, BKIOUUTEIHO XUAPOXIOPOTHAZUA:

Hapymenusi Ha KpbBTa U JUM@HATA cCTeMa
Penxn: TpomOoIuTONIEHNS, TOHIKOTA C ITypiTypa
MHoro peaku: ArpaHynonuTo3a, HIOTUCKaHE Ha KOCTHUS MO3bK, XeMOJIIUTHYHA
aHEeMUsl, JICBKOTICHUS
C HeusBecTHa AnnactuyHa aHeMUs
YecToTa:
Hapyumenust Ha UMyHHATa cucTeMa
MHoro peaku: CBpPBXYYBCTBUTEIHOCT
Hapymenusi Ha MeTa00JIM3MA U XPaHEHETO
MtHoro uectu: Xunokaiuemust
Yectn: Xunepypuremus, XAIOMarHe3ueMusi, XUIOHATPUEMHUS
Penxu: XunepkanuueMusi, XunepriuKkeMus, BIOIaBaHe Ha quadeTa
MHoro peaxu: XumoxjiopeMuyHa akano3a
IMcuxuyHu HapyLIeHUS
Penxu: Jénpecusi, HapyILIEeHUS Ha CHHS
Hapymenusi Ha HepBHATA cUcTeMa
Penxu: 3aMasHOCT, I71aBO0OINE, TAPECTE3UH
Hapyumenus Ha ouuie
Penxu: 3pUTENHO yBpEkKIaHe
C Hen3recTHA OcTpa 3aKkpUTOBI'bIHA INIAYKOMA
geeroTa:
Chbppeubn HapyIIeHusl
Penku: Cepneynn apuTMun
Cr10BHM HApYLICHUS
Yectu: OpTocTaThyHa XUIIOTOHUS
PecniMpaTopHy, IPLAHU M MeIMACTHHATHA HAPYIICHHUS
MHoro penxu: Pecnimparopen guctpec (BKIIOUYUTETHO THEBMOHUT U 0enoapobeH
OTOK)
CToMaIIHO-4YpeBHHM HAPYLICHHUS
Yectu: IloHMKeH aneTuT, JeKo rajieHe U MOBpbIIaHe
Penxu: CromanieH nuckoM@oprt, 3amek, Auapus
MHoro peaku: [Tankpeatur
XenaToOnJauapHu HapyIIeHUsI
Penxu: HHuTpaxenaraigHa XxojecTasa, XbJITEHUIA
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Hapymemm Ha KOXKaTa M MOJAKO0KHATA TbKAH

Yecru: VYpTukapus u ApyTH BUIOBE OOPUB
Penku: Peakmim Ha GOTOTYBCTBUTETHOCT
MHoro peaku: Peaknun, HanmonoOsBaIIy KOKEH JIyILyC €pUTEMATOAEC, PEaKTUBUPAHE

Ha KOXCH JIYITYC EPUTEMATOJIEC, HEKPOTH3HPAII| BACKYJIUT U TOKCUYHA
enuiepMaiHa HEKPOJIH3a

C HemsBecTHA Epurema myntudopme
4ecToTa:
Hapyumiennst Ha MyCKYJIHO-CKeJIETHATA CHCTEMA U CheNHUTEIHATA ThKaH
C HemsBecTHa MycKymHH clia3zMu
4ecToTa:
Hapymenns Ha 0b0pennTe M MUKOYHUTE MHTHIIA
C HemsBecTHA br6peuna nuchynknms, octpa Ob0pedTHa HETOCTATHYHOCT
4ecToTa:
Hapymenusi Ha Bb3NPOU3BOJUTETHATA CCTEMA U I'bpaaTa
Yectu: NMnoTteHTHOCT
OO0 HapymeHus 1 epeKTH HAa MSICTOTA HA MPHJIOKeHHe
C HeusBecTHa AcTeHus1, MUPEKCHsI
4ecToTa:
HN3cnenpanus
MHoro yecTu: [loBumaBaHe Ha XoJecTepoia U TPUTITHIGPUINTE
Penku: I'roko3ypus

4.9 Ilpeposupane

Hsama undopmarys mo oTHOIIEHHE Ha JiedeHneTo npu-npenosupane ¢ Sprimeo HCT. Haii-BepositHata
IposiBa Ha Mpeno3upaHe Ou Ouia XUIIOTOHMS, CBhP3akia C aHTUXUIIEPTEH3UBHUS €(EeKT Ha aIUCKUPEH.

IIpeno3upaHeTo ¢ XUAPOXIOPOTHAU € CBBP32H0 ChC 3ary0a Ha eNeKTPOIUTH (XUIOKaIHEMUs,
XHUIIOXJIOPEMUSL, XUIIOHATPUEMHUS) U ACXUpaTalys B pe3yaTaT Ha eKcliecuBHaTa quypesa. Haii-
YecTUTE MPU3HALM U CHMITOMH Ha IIPEeAO3UPaHe ca raJilcHe U ChbHJIMBOCT. XUIOKAIUEMUATa MOXKE J1a
Npeau3BUKa MYCKYJIHHU CIIa3MHU W/WIMW3pa3eHa ChplieuHa apuTMUsl, CBbp3aHa ¢ €IHOBPEMEHHATA
ynoTpeba Ha AUTUTAIMCOBH TITUKO3MLU WM OTIPENIeJIEHN aHTHAPUTMHUYHH JIEKapCTBEHU cpencTBa. B
cilydail Ha CHMOTOMAaTHYHA XUIIOTOHUS TPSIOBa J1a ce 3al0YHE TOAIBPIKAILIO JICICHHUE.

[Ipu mpoyuBaHe npy MaNBEHTH ¢ KpaeH ctaauii Ha 0p0peuHo 3abonsaBane (KCB3), mpoBexpamu
XEeMOANANN3a, THATNZHIST KIUPBHHC Ha IMCKUPEH € HUCHK (< 2% OT mepopaiHus KIMPBHC).
CrnenoBaresHo, AWAIN3aTa HE € MOAXOAAIIA 32 JISYEHUE Ha MPelo3upaHe Ha aJuCKHUPEH.

5. ®APMAKOJOIMYHUA CBOMCTBA
5.1 « ®apmakoaMHAMUYHM CBOICTBA

QapmakoTepaneBTr4Ha rpyna: MHxuOurop Ha peHHHa (aTMCKUPEH) B KOMOMHALMS C INYPETUK
(xunpoxnoporuasun), ATC xox: CO9XAS52

Sprimeo HCT KOM6I/IHI/Ipa ABC aHTUXUIICPTCH3UBHU BCUICCTBA 3a KOHTPOJI Ha ApTCPUATTHOTO HAJISATaHE
IIpU MauCHTHU C €CCHIIMAJIHA XUIICPTOHUA: AJIMCKUPCH, NPUHAJICIKAIIl KbM KJIaCa Ha JUPCKTHUTEC
PCHUHOBU I/IHXI/I6I/ITOpI/I U XUAPOXJIOPOTUA3U /[, IPUHAJICIKAIL KbM KJlaCa Ha TUA3BUAHUTC NUYPCTULIU.
KOM6I/IH3.LII/I$IT3 OT ABCTC BCHICCTBA, YPEC3 AOII'bJIBAILl CC MCXAaHNU3bM Ha I[eﬁCTBPIC, ocurypsBa
AJIMTUBCH aHTUXUIICPTCH3UBCH e(l)eKT, IMOHM>KaBalKu APTCPUATHOTO HAJIATAHE B IIO-T'OJIIMa CTCIICH,
OTKOJIKOTO IMPU CaMOCTOATCIIHO IMPpUWJIarane OTACIIHUTC CbCTAaBKU.
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AnvckupeH
ATVCKHPEH € IEPOPATHO aKTUBEH, HETICTITHICH, MOIIIEH M CEJICKTUBEH AUPEKTCH HHXUOUTOP Ha

YOBCUIKHWA PCHUH.

Upe3 naxubupaHe Ha €H3UMa PeHUH, anuckupeH naxuoupa PAAC Ha MICTOTO Ha aKTUBHpaHE, KaTo
0JIoOKMpa MPEeBPBITAHETO Ha aHTHOTEH3WHOT€H B aHTHOTEH3MH | 1 MOHIKaBa HUBAaTa HA AHTHOTEH3UH |
u aaruorensuH ll. JIokaTo apyrute nekapctsa, kouto naxuompat PAAC (maxuburopn Ha
anruoTeH3nH-KoHBepTHpamus ea3uM (ACE naxuburopn) 1 anruoreHsuH Il perentopan 6i1okepu
(APB)) mpenu3BUKBAT KOMIIEHCATOPHO IMMOKaYBaHe Ha IIa3MEeHAaTa peHuHOBa akTUBHOCT (ITPA),
JIEYEHUETO C amncKupeH nmormkasa [IPA npu manyenTn ¢ xuneptonus ¢ npubmamsutenHo 50 1o 80%.
ITomo6HO IOHMXaBaHEe € YCTAHOBEHO IMPU KOMOWHHUpPaHe Ha aJTCKUPEH C IPYTH aHTUXUIIEPTEH3UBHA
cpencta. Kimmanuananre nocnencteus ot epextute Bbpxy [IPA He ca n3BecTHH 1O MOMEHTA.

[Ipu manmeHTH ¢ XUIIEPTOHUS, IPIJIATAHETO Ha AMMCKUPEH BeIHBXK THEBHO B 7103u OT 150 mg u

300 mg BoaM A0 T0303aBUCUMO TTOHIKABAaHE, KAKTO HA CHCTOIHOTO, TaKa U Ha TUACTOIHOTO
apTepHUaTHO HAIATaHe, KOSTO Ce 3aIma3Ba Ipe3 Iens 24-49acoB 1030B HHTEPBAI (3ama3Banki
OJTaronpusTHAS CH €(PEeKT B paHHHUTE CYTPEITHN YACOBE) ChC CPEIHO CHOTHOIICHUE Ha NIMKOBATa KM
Hall-HHCKaTa MjIa3MeHa KOHLIEHTpauus MpH JUAacTOIHO moBiusBane 10 98% 3a gozara ot 300 mg. 85
10 90% ot MmakcuManHus e(peKT Ha TOHMKaBaHe Ha apTePHaTHOTO HaJsTaHe Ce Hd0ro1aBa ciey

2 ceqmunn. EQexThT Ha TOHMKaBaHe HA apTEPUATHOTO HAJSATAaHE Ce 3aIa3Raio BpeMe Ha
MPOABIDKUTETHO JieueHue (12 Mecela) 1 He 3aBHCH OT Bh3pacTTa, IMojia fHAeKca Ha TellecHa Maca U
€THUYECKAaTa IMPUHAIIEKHOCT.

ChIecTByBaT NpOyYBaHUS 32 KOMOWHHPAHO JICYEHHE C AIMCKUPEH NMPHOaBEeH KbM TUypETHKA
XHIPOXJIOPOTHA3UI, KAJTINEBHS aHTATOHUCT aMJIOJIONIMH U HeTa-0J0Kkepa areHonon. Tesn
KOMOWHAIWH ca eUKacHA U T0Ope ToIepupaHu.

EdukacHoctTa 11 6€301aCHOCTTa Ha alIMCKUPEH-0a3upata Tepanus ca CPaBHCHU C Te3H Ha paMUIIPHII-
Oa3upana Tepanus B X0Jla Ha 9-MeceuHo HeMHPEPUOpHO MpoyuBane npu 901 manueHTH B cTapuecka
BB3pacT (=65 roAuHN) C eceHIIMalHa CUCTONH xunepToHus. Anuckuper 150 mg win 300 mg aHeBHO
U pamunpuin 5 mg unu 10 mg AHEBHO ca DpuaraHy B IpoAbDKeHHE Ha 36 ceIMUIIM C B3MOKHOCT
3a 100aBsiHE KBbM Tepanusta Ha xuapoxdioporuasun (12,5 mg unu 25 mg) va 12-ta ceamuua u
amyonumuH (5 mg unu 10 mg) Ha 22*pa‘cenmuria. [1o Bpeme Ha 12 cenMuIHUS IEPHOT
MOHOTEpAITUSATA C AIMCKUPEH MOHKX:Ba CHCTOIHOTO/IMACTOIHOTO apTePHaHO HaJsITaHe C

14,0/5,1 mmHg cripssMo MOCTUTHATOTO ¢ paMUIpuII oHMWkeHue ot 11,6/3,6 mmHg, choTBeTBamo Ha
TOBA, Y€ aJTUCKUPEH € He Mo-Maliko e()MKaCeH OT PaMUTIPHII TIPU H30paHUTE 03U U pa3linKaTa MpH
CHCTOJIHOTO U TPU AMACTOJIHOTO HAJSITaHE € CTaTUCTHUYECKU 3HaunMa. [loHocuMocCTTa € cpaBHHMA B
JIBETE TePANleBTUYHU PaMCHa, HE3aBUCHMO Y€ 3a KalllTUIla ce ChOOIaBa IMo-4ecTo Mpy cXemara ¢
paMHuIpuII, OTKOJIKOTO'C anuckupen (14,2% cnpsimo 4,4%), nokaro quapusra e Ouiia mo-4ecra npH
cxemara ¢ alluCKUPeH, OTKOJIKOTO ¢ paMuripui (6,6% crpsmo 5,0%).

B 8-ceamuurio mpoyuBaHe npu 754 manpeHTy ¢ XUNepTOHNA B CTapyecka Bb3pacT (=605 ronuHmn) u
MHOT0 BE3pacTHH narueHTu (30% >75 roannn), NpuIoKEHNETO Ha aTMCKUPEH B JI03H OT 75 mg,
150.mg 1 300 mg nmokasBa CTaTUCTUYECKH 3HAUMMO HaMaJIsIBAaHE HA apTEPUATHOTO HaJsIraHe (KakTo
Hd CHCTOJIHOTO, TaKa U Ha IMACTOJIHOTO HajsraHe) crpsmo ruianebo. [lpy yBenudaBane Ha 1o3aTta
ajmckupeH Ha 300 mg He ce HaOJI0/1aBa AOMIBJIHUTENIHO MMOHIKaBaHe Ha apTepHUAIHOTO HasTaHe
cipsiMo mo3arta ot 150 mg. U Tpute 103M ce moHacsAT J00pe, KaKTO OT MaIMeHTHUTE B CTapdecKa
BB3pACT, Taka M OT MHOTO Bb3PACTHUTE MAIlUEHTH.

IIpu nanueHTH, TEKyBaHU MIPU KOHTPOIUPAHU KIMHUYHU NPOYYBAHUS HIMA JIOKA3aTeJICTBA 3a
XUTNIOTOHHUS TIPU NIPHUJIATaHe Ha IThPBATa J103a, KaKTO U 3a e(PeKT BbpXy uecToTaTa Ha mysca. [Ipu
CIIMpaHe Ha JIEYEHUETO, apTepUaATHOTO HANISTaHe C€ Bh3BPhIIA OCTEIICHHO 10 U3XOJHUTE CTOMHOCTH
3a MePHOoJ] OT HIKOJKO CEIMHUITN, KaTo HiIMa JJOKa3aTeJICTBA 3a pebdayH ] epeKT Mpu apTepruaHOTO
Hansarane u [TPA.
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B 36-ceamuuno npoyuBane npu 820 manueHTy ¢ UICXeMUYHa JIeBOKaMepHa JUCcyHKIHSA, HE ce
HaJII0/1aBaT MOJI3U M0 OTHOILIEHUE Ha KAMEPHOTO PEMOJIENIMPAHE, OLIEHEHO Ype3 KpaHUs CUCTOJIEH
o0eM Ha JisiBaTa KaMepa, pH JeUSHHE C aTUCKUPEH CIPsMO Tane6o, 100aBeHo KbM (hOHOBaTa
Tepanusl.

OOmusT Opoii Ha CITydanTe Ha ChPACYHO-CHI0BA CMBPT, XOCIMTAIU3AIMS TOPAIN ChpAcUHA
HEOCTATHYHOCT, IOBTOPESH UH(APKT, MHCYJIT ¥ BHE3AITHA CMBPT C OIKT 3a PECYCIMTAIIHS, Ca CXOIHU
B JIUCKUPEH U Tu1arie6o rpynaTta. BeIpeku ToBa, IpH MAIMEHTUTE, TTOTyYaBally aTHCKUPEH HMa
3HAYUMO O-BHCOKA YECTOTA Ha XMITEPKATHEMUs, XUITOTOHHS U ObOpeuHa AUCHYHKIIHS CIIPSIMO
iane0o rpymnara.

AJHCKHPEH € OIICHEH 3a MOJI3U 10 OTHOILIEHHE Ha ChpACYHO-ChA0BaTa CUCTeMa W/nin ObOpenure, 3
JBOWHO CIIATIO, TIAe00 KOHTPOIMPAHO, PAHAOMHU3HPAHO U3NUTBaHe pu § 606 malueHTn che
3axapeH AuadeT THI 2 U XpOHUYHA ObOpevHa HeJOCTATHUYHOCT (JOKa3aHa upe3 MPOTCHHYPHS W/l
GFR < 60 ml/min/1,73 mz), ChC WK 03 ChPJCUHO-CHA0BO 3a00saBane. [Ipy moBeueTo NalMeHTH,
apTEepUaNHOTO HAJATaHE € JOOpe KOHTPOJIMPaHO B U3X0IHATa TouKa. [IbpBHUHaTa KpaliHa-TouKa €
CBbCTaBEHA OT CHPACYHO-CHJIOBH U  ObOPEUHU YCIOKHEHUSI.

B ToBa npoyuBane, anuckuper 300 mg e cpaBHeH ¢ mianebo, npu no0aBsHe KM CTaHAapTHATA
Tepanusl, BKJIIOYBaIlla WK HHXHOUTOP Ha aHTMOTEH3WH KOHBEPTHPAILUS SHAHM HIIM aHTHOTEH3UH
peuenTopeH 61o0kep. [IpoydBaHeTo € mpeKpaTeHo MPekKIEBPEMEHHO, Thil KaTO PU YIaCTHHILIUTE He
ca HaOJI0aBaHy MOJI3U OT MpHUJIaraHeTo Ha anuckuped. [IpeaBapurerinTe pe3yiaTaTH MoKa3Bart
Koe(UIMEHT Ha PHCK 3a MbpBUYHA KpaiiHa Touka ot 1,09, B mon3a‘aa mnanebo (95% Josepurenexn
untepsai: 0,97, 1,22, 2-crpanen p=0,17). OcBeH TOBa, ¢ HaOJIK/iaBaHa MOBUIIICHA YECTOTA Ha
CEPUO3HHU HEKEIaHU ChOUTHUS TIPU AIMCKUPEH, CIIPSIMO TU1aie00, Ha 0bOpeunu ycnoxuenus (4,7%
cipsimo 3,3%), Ha xunepkanuemus (36,9% cnpsmo 27,1%), wa xunoronus (18,4% crpsmo 14,6%) u
Ha uHCynT (2,7% cupsimo 2,0%). [loBumienata yectora Ha He-(haTaTHU CITy4ad HA HHCYJT € TO-CUITHO
W3pa3eHo MU NalueHTUTe ¢ ObOpedHa HEAOCTAThUHUECT .

XHUIPOXIOPOTHAZH

MsicToTO Ha AEHCTBHE HA THA3UIHUTE AUYPeTHULH € TJIaBHO B TUCTAIHUTE U3BUTH KaHAIYETa Ha
0v0Openmte. J{okazaHo e, 4e B ObOpeyHata KOpa ChIIeCTBYBa PEIENTOpP C BUCOK aQUHHUTET, KOUTO
NPEACTaBIIsIBa OCHOBHOTO MACTO Ha CRbP3BaHE 3a IEHCTBUETO HA THA3UIHNUTE JUYPETHULIH U
uHXUOMpaHeTo Ha TpaHcnopTta Ha(NaCl B aucTanHuTe U3BUTH KaHamyera. HaunHbT Ha AelicTBre Ha
THA3UIHUTE AUYPETHULH € upe3 nHxnOupane Ha Na+Cl- cumnoprepa, upe3 koHKypupane 3a Cl-
MSICTOTO, KaTO 10 TO3M HAYMH [IOBIMsIBA MEXaHU3MHTE 3a peadCcopOIHsl Ha eJEKTPOIUTH: AUPEKTHO
Yype3 NOKaYBaHE HAa EKCKPeLUnsATa Ha HATPUH U XJIOp B NPUOJIU3UTEIHO €JHAKBA CTEIEH, U HHIUPEKTHO
Yype3 TOBA INYPETUYHG ACUCTBUE, TOHIKABANKY IJIa3MEHHUS 00€M C IOCiIe1BaIlIo MOBHUILIABaHE Ha
IUTa3MeHaTa PEeHUHOBA 4KTUBHOCT, CEKPELUsTa Ha aIJOCTEPOH U 3ary0a Ha KaJluil ¢ ypuHaTa, U
MOHM)KaBaHe Ha CEPYMHHUS KaIui.

AJTUCKUPEeH/XMAPOXIOPOTHAZUL
Han 3 900 marmentu ¢ xunepronwus nomydasat Sprimeo HCT enHOKpaTHO THEBHO B KIIMHUYHU
MPOYUYR2HUS.

[Tpu marmenTn ¢ xunepToHus nputoxkenneTo Ha Sprimeo HCT BenHBk qHEBHO BOAU 10
J10303aBUCHMO TIOHW)XKaBaHe, KAKTO Ha CUCTOJIHOTO, TaKa M Ha JUACTOJIHOTO apTEePHUATHO HalIATaHe,
KOETO Ce 3ama3Ba npe3 nenust 24-4acoB HHTEPBAII Ha MpUiIaraHe. AHTUXUTIEPTEH3UBHUAT €PEKT €
Hal-CHUITHO TIPOSIBEH IMPE3 IIbpBaTa CeIMUIIA KAaTO MAaKCUMATHUAT €PeKT OOMKHOBEHO Ce HAa0JIF0/1aBa B
pamkute Ha 4 cenqmunn. EQexkThT Ha TOHMKaBaHe HA apTEPHATHOTO HAJSITaHE CE 3ara3Ba 1o BpeMe Ha
J'BJATOCPOYHO JICYCHHUE U HE 3aBUCHU OT Bb3pacTTa, 0J1a, HHAEKCA Ha TeJIeCHA Maca U eTHUYecKaTa
MIPUHAJUICKHOCT. AHTUXHUIIEPTCH3UBHUAT €(hEeKT HA €IHOKPATHA /1032 OT KOMOMHAIUSATA € C
MPOABIDKUTETHOCT 24 yaca. Criesl MpeKpaTsBaHe Ha JICYSHUETO C AIUCKUPEH (QTMCKUPEH ChC WK 0e3
Jo0aBKa OT XUAPOXJIOPOTHA3U), BPBIIAHETO HA apTEPUATTHOTO HAJISITAHEe KbM U3XOIHOTO €
nocterneHHo (3-4 cenmunn) 0e3 qaHHH 3a pedayHT eeKT.
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Sprimeo HCT e uscneaBan B miarne60 KOHTPOIUPAHO TIPOyIBaHe MpHu 2 762 MalUeHTH C XUTIEPTOHMS
C IMacTOJTHO apTepHaiiHo Hajsrane > 95 mmHg n < 110 mmHg (cpeaHo n3xomHO apTepraiHo
Haysrane 153,6/99,2 mmHg). B ToBa mpoyusane Sprimeo HCT B mo3u ot 150 mg/12,5 mg 1o

300 mg/25 mg BoaM 10 10303aBUCUMO MTOHIKaBaHe Ha apTEPHAITHOTO HaJsITaHe
(cucromHO/mHacToMHO) cHOTBETHO OT 17,6/11,9 mmHg no 21,2/14,3 mmHg B cpaBHEHUE C

7,5/6,9 mmHg mpu mae6o. Haii-ronsmMoTo moHmkaBaHe Ha apTepHUATHOTO HAIISTaHEe C Ta3u
KOMOWHAIIUS OT JTO3H CHIIO TaKa € 3HAYUMO TO-TOJISIMO, OTKOJIKOTO MPU CHOTBETHHUTE JIO3U HA
ANMCKUPEH U XUIPOXJIOPOTHA3U], KOTATO Ca U3MOI3BaHU MOOT/eIHO. KOMOMHAIUATA OT alTUCKUPEH U
XUJIPOXIOPOTHA3H]] HEYTPATIHM3Npa PEaKTHBHOTO MokauBaHe Ha [TPA mpenn3BukaHo OT
XUJIPOXIOPOTHAZH].

[TpunoxeH Npyu MaUeHTy ¢ IOAYEPTaHO TTOBUINIEHO apTepUAITHO HaJsiTaHe (CHCTOITHO apTepUalTHO
Hamsrane > 160 mmHg w/mnmu nuactonHo aprepuanHo Hamsrade > 100 mmHg), Sprimeo HCT B zosn
ot 150 mg/12,5 mg 1o 300 mg/25 mg, npuiioxkeH 6e3 TUTpUpPaHEe OT MOHOTEPAINHs, JeMOHCTPUPd
3HAYMMO IO-TOJIIMA CTETICH Ha KOHTPOJI HA CHCTOJIHOTO/IMACTOHOTO apTEPUATTHO HAJISITAHE

(< 140/90 mmHg) B cpaBHEHUE ¢ chOTBeTHUTE MOHOTepanuu. [Ipu Ta3u momymanus, Sprimeo HCT
150 mg/12,5 mg o 300 mg/25 mg Boau 10 10303aBUCHMO TOHMKaBaHE Ha CHCTOJIHOTO/THACTOITHOTO
aprepuanHo Hamsrane ot 20,6/12,4 mmHg no 24,8/14,5 mmHg, koeTo 3Ha4MMO IIPEBB3X0Kaa
CHOTBETHUTE MOHOTEpAIUK. be30omacHoCTTa Ha KOMOWHUPAHOTO JICYCHUE € CXOHA Ha Ta3H IPH
CHOTBETHUTE MOHOTEPAITUH, HE3ABHCUMO OT TEXKECTTA HA XUTICPTOHUATA WAV HATHIUETO, HITH
OTCHCTBUETO HA JOMBIHHUTEIICH ChPJICYHO-CHJIOB PUCK. XHUITOTOHUATA W OBED3AHUTE HEXKETIAHH
pEaKIMy ca HeYeCTH P KOMOMHUPAHOTO JICYCHUE U HE Ca TIOBUINICH 10 YeCTOTa MPY MAIlUeHTH B
CTapyecKa Bb3PAacCT.

B npoyusane nipu 880 paHAOMHU3UPAHU MALIUEHTH, KOUTO HE-CE MOBIUABAT aCKBATHO OT JICUCHHE C
amckuped 300 mg, koMOuHanmATa anuckupen/xuapoxiaoporrazun 300 mg/25 mg Boau 10
MOHIKaBaHE Ha CUCTOIHOTO/ TMACTOIHOTO apTeprainno Hamsrane ¢ 15,8/11,0 mmHg, xoeto e
3HAQYMMO MO-TOJISIMO OT TOBA MpU MOHoTepanus ¢ anuckuped 300 mg. B npoyuBane npu

722 paHAOMM3HUPaHU MALUEHTH, KOUTO HE CE MOBIHABAT aIeKBATHO OT JICYEHHUE C XUAPOXJIOPOTHAZUL
25 mg, koMOMHANKATA aMMcKUpeH/xuapoxiaopotriaszna 300 mg/25 mg Boau 10 MOHMKaBaHE Ha
CHCTOJHOTO/ TMACTOTHOTO apTepHaliHO HamsiraHe ot 16,78/10,7 mmHg, koeTo e 3HaYuMO-TI0 TOJISIMO
OT TOBa IIPU MOHOTEPAINHUSI C XUAPOXJIOPOTHAZHL 25 mg.

B npyro knuHUYHO mpoy4BaHe, edukicHOCTTa U Oe3onacHocTTa Ha Sprimeo HCT ca ouenenu u npu
489 manueHTH ChC 3aTIIBCTSBAHE 1 XUIIEPTOHUS, KOUTO HE CE MOBIHSBAT OT JICYEHHUE C
XUAPOXIOPOTHA3UA 25 mg (U3XOMHU CUCTOHO/IMACTOIHO apTepuaiHo Hansrane 149,4/96,8 mmHg).
B Ta3u tpyaHa 3a nedenue womynanus, Sprimeo HCT Boxu 10 moHn»xaBaHe Ha apTepHATHOTO
HaysiraHe (CUCTONHO/KuactonHo) ¢ 15,8/11,9 mmHg B cpaBuenue ¢ 15,4/11,3 mmHg npu
upOecapran/xunpoxioporrazun, 13,6/10,3 mmHg nmpu aMiuoqunuH/XuapoXI0poOTHASUA U

8,6/7,9 mmHg npu MOHOTEpaIMs ¢ XUAPOXIOPOTHASU], TIPH CXOHA OE30TaCHOCT C Ta3u Ha
MOHOTEPAIUATA ¢ XUAPOXIOPOTHAZHL.

B npoydsase npu 183 pangoMu3upaHy NAaUEHTH C TEXKA XUIEPTOHUS (CPEIHO JUACTOIHO
apTepHalHO HasraHe B ceqHao monoxenne > 105 u < 120 mmHg) e nokaszaHo, 4e TeparneBTHIHHST
PEKIM € AIMCKUPEH C B3MOXHOCT 3a 100aBsSHE Ha XUAPOXJIOPOTHA3U 25 mg e Ge301aceH U
eduKaceH Npy MOHWKAaBaHE Ha apTEPUATHOTO HAJATaHe.
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5.2 ®apmMakoOKMHETHYHH CBOICTBA

AnvckupeH

Abcopoyus
Crrenr abcopOIus IpH TIEPOPATHO TPIIIOKEHUE, ITMKOBATA TIa3MeHa KOHIICHTPAIHS Ha aTUCKUPEH Ce

nmoctura cien 1-3 yaca. AGcoroTHaTa OMOHANMYHOCT Ha aTHCKUPEH € MpuoIu3nuTenHo 2-3%. Xpanu
C BHCOKO ChIBpKaHUE Ha Ma3HUHHU MOHIKABAT C,y ¢ 10 85% 1 AUC ¢ mo 70%. Cranmonapaa
TUTa3MeHa KOHIICHTPAIHS Ce IOCTUTA B pAMKUTE Ha 5-7 THH CJIe]] TPUII0KECHUE BETHBK THEBHO U
CTAllMOHAPHOTO HUBO € MPHOIHM3UTEIHO 2 MHTH MO-BUCOKO OTKOJIKOTO MPH HAYaTHATA JI034.

Pasnpeodenennue

Cren MHTPaBEHO3HO MPHUIIOKECHUE, CPETHHUAT 00EM Ha pa3npeieiieHUe P CTAIIMOHAPHO ChCTOSIHUE ©
npuban3uTenHo 135 muTpa, KOeTo mokas3Ba, de allMCKUPEH ce pasIpeaeiis eKCTCH3UBHO B
U3BBHCHIAOBOTO MPOCTPaHCTBO. CBHP3BAHETO HA ATMCKUPEH C TUIA3MEHHUTE MPOTEHHHU € YMEDEHO
(47-51%) n HE3aBUCUMO OT KOHIICHTPAIIHSITA.

Memabonusvm u enumunupane

CpenHuAT noay)uBOT € mpubnusnutenno 40 gaca (B uHTepBaia oT 34 mo 41 gaca), AJMCKUpPEH ce
eKCKpeTHpa OCHOBHO KaTO HETIPOMEHEHO BEIECTBO BHB (ereca (Bb3CTAaHOBSIRAHETO HA PAANOAKTUBHO
Mapkupasa nepopaita go3a = 91%). [Ipudmusurento 1,4% ot olmara nepopaiHa go3a ce
MeTtabonmsupa. EH3uMBT, 0TTOBOpeH 3a To3u MetabonuzsM e CYP3A4. Alpuommsurenso 0,6% ot
J103aTa CIe]T IIepOpaTHO TPHIIOKEHHE Ce Bb3CTAHOBsBA B yprHaTa. Clie ] MHTPaBEeHO3HO NPUIIOKEHHE,
CPEeIHUST IIa3MeH KIHPBHC € mpubim3utenHo 9 l/gac.

Jlunetinocm

Excrio3unusita Ha aTMCKUPEH ce YBeINdaBa He3HAYUTEIHG Ha/l TPOMOPIIMOHATHOTO Ha YBEITHYEHUETO
Ha go3ata. Ciell eJHOKpAaTHO IIpUJIaraHe Ha 103a B JuanasoH ot 75 1o 600 mg, AByKpaTHO
YBEIMYECHHE Ha J03aTa BOJAU ChOTBETHO 10 ~2,3 u 236°kpaTHO yBeanueHue Ha AUC U Cyy,.
MexaHu3MHTE, OTTOBOPHHU 32 OTKJIIOHEHUETO OT {030BaTa MPOMOPILHUOHATHOCT HE Ca YCTAHOBEHH.
Bb3MoxkeH MexaHU3bM € HACHUIIAHETO Ha TPAHCTOPTHUTE CUCTEMH Ha MSICTOTO Ha abcopOIus Wi Ha
XenaToOmTnapHUS KIUPHHC.

XHUIPOXITIOPOTHAZHT

Abcopoyus

AOGcopOiusTa Ha XUAPOXJIOPOTHA3U ciiel iepopaieH npueM e 0bp3a (T ., okoJio 2 yaca).
YBennuaBaneTo Ha cpeaHata AUC e muHEIHO 1 € MPOMOPIIMOHAIHO Ha 103aTa B TEPareBTUYHHUS
JUara3oH.

EdexTbT Ha XpaHata Bupxy abcopOuusaTa Ha XHUIPOXIOPOTHA3H], AKO UMa TAKbB, IMa MajKa
KJIMHAYHA 3HAYUMOCT. AOCOMOTHaTa OMOHAIMYHOCT Ha XUIPOXJIOPOTHAZU] CIIE ] IIEPOPATTHO
npunoxxenue €.70%.

Pasnpedenenue
[MpusuanuaT odem Ha pasnpeneneHue ¢ 4-8 1/kg. [lupkyaupamustT XuapoxXI0poTHas3u € CBbP3aH ChC

cepymuute nporentu (40-70%), 0CHOBHO ChC cepyMHUS anOyMHUH. XHUAPOXJIOPOTHA3U/ CHILIO TaKa
KYMYJIUpa B €pUTPOLIUTUTE NIPHOIU3UTENHO 3 IBTU MOBEYE OTKOJIKOTO B IIa3Marta.

Memabonuzvm u erumunupane

XuAPOXJIOPOTHA3HU]L CE EIMMUHHPA MIPEJUMHO KaTO HEMPOMEHEHO BELIECTBO. XUAPOXJIOPOTHA3H] CE
eJIMMUHMpA OT IUIa3MaTa ¢ BpeMe Ha MOJIy>KHUBOT cpeiHo 6 1o 15 yaca B kpaiiHara ¢a3a Ha
enruMUHMpaHe. HsaMa npoMmsiHa B KWHETHKATa Ha XUAPOXJIOPOTHA3HU]L IPU MHOTOKPATHO MpHJIaraHe, a
KyMYJINPaHETO € MUHUMAJIHO [IPH NPWIOKEHHE BeAHBX AHeBHO. Han 95% ot abcopbupanara 1o3a ce
EKCKpeTHpa KaTo HETIPOMEHEHO BEIIECTBO B ypUHaTa. BOPEUHHAT KIMPBHC C€ ChbCTOM OT NMACHBHA
¢bunTpanys U aKTHBHA ceKpelus B Ob0pedHuTe TyOyu.
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AJHMCKUPEH/XUIPOXITOPOTHAZH]]
Crnen mepopasier mpueM Ha Sprimeo HCT TabireTku, BpeMeTo 3a JOCTUTaHE Ha CpeiHa ITHKOBa
TUTa3MeHa KOHIICHTPAIHsI € B paMKHUTE Ha 1 4ac 3a amucKUpeH U 2,5 9aca 3a XHUJIPOXIOPOTHAZH]L.

CkopocTtra ¥ crernenTa Ha abcoporusata Ha Sprimeo HCT ca ekBHBaJICHTHH Ha OMOHATUIHOCTTA Ha
AJTUCKAPEH M XUAPOXJIOPOTHAZHI, TIPHIIOKEHH camocTosTenHo. Habmogasarure pu Sprimeo HCT
e(eKTH OT IpreMa Ha XpaHa ca MOJ00H! Ha Te3H MPU CAMOCTOSTEITHO MpHIiaraHe.

Oco0eHocTH TPy NaMEeHTH

Sprimeo HCT e edekTHBEH KaToO €THOKPATHO THEBHO aHTHXHUIICPTCH3UBHO JICUCHHE IMPH BH3PACTHH
MAIMEeHTH HE3aBHCHUMO OT TI0JIa, Bb3PacTTa, MHAEeKca Ha TeJIeCHAa Maca U eTHHYECKaTa
MPUHAICKHOCT.

dapMaKOKHHETHKATA Ha ATUCKUPEH HE CE MOBIUSIBA 3HAYMMO MPH MAIUEHTH C JIEKO JI0 YMEPEHO
4epHOAPOOHO yBpexaane. ClemoBaTeTHO MPH MAIMEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO
YBpEXIaHEe HEe ce Hajara KopeKnus Ha HadanHata no3a Sprimeo HCT. JluncBar nanam 3a-ymotpebara
Ha Sprimeo HCT mpu manmeHTH ¢ TeXKo d4epHoapoOHO yBpexaane. Sprimeo HCT e mpoTtuBomnokazan
TIPH MAIUEHTH C TeKKO YePHOAPOOHO yBpexaaHe (BXK. Touka 4.3).

He ce nanara xopekiust Ha Ha4ajgHAaTa 103a [IPHU HalUEHTH C JIEKO A0 yMepeHO ObOpedHo yBpeKaaHe
(Bk. Toukn 4.2 u 4.4). IIpu Hanmare Ha OBOPEYHO YBpEKIaHE CPEIHUTE TTHROBU TUTa3MEHH HUBA U
AUC Ha XuapoxJ0poTHa3uj ca MOBULIECHH, & CKOPOCTTAa Ha EKCKpEeLKs B ypruHata ¢ HamaneHa. [Ipu
MAINEeHTH C JIEKO JI0 yMepeHo OBOpevHo yBpexaaHe ce HabmoqaBa Tpukparao nosumerne Ha AUC
Ha xuzapoxiopotuasun. [Ipu nanueHTrTe ¢ TEKKO OBOPEUHO YEPRKIaHE ce HaOmo1aBa §-KpaTHO
nosumenue Ha AUC. Sprimeo HCT e mpoTuBomokasan mpy-HaieHTH ¢ aHypUs WIH TEXKO ObOpedHo
yepesxaane (GFR < 30 ml/min/1,73 m®) u exnoBpeMennoto mpunoxenue Ha Sprimeo HCT ¢ APB
nmn ACE MHXHOGHTOPH TIpH TIALHeHTH ¢ 660pedno yepesxiane (GFR < 60 ml/min/1,73 m?) e
MIPOTUBOIIOKA3HO (BXK. To4Ka 4.3).

dapMaKOKHHETHKATa Ha AIMCKUPEH € OIICHEHA TIPU MALUeHTH C KPacH CTaauii Ha ObOpeYHO
3a0ossiBaHe, HAa XxeMoauanu3a. [Ipunaranero,Ha eqHokpaTHa 1032 oT 300 mg amuCKUpEH € CBBP3aHo C
MHOT'O MaJIK{ IPOMEHH BbB (papMaKkoKutieTrkaTa Ha alucKupeH (MpoMsiHa B C,, A0 MTO-MaJKO OT

1,2 mpH; moBumenue B AUC o 1,6 mhin), B CpaBHEHUE ChC 3APaBH HHIWBUIN. BpemeTo Ha
NPOBEXKIaHE Ha XeMOIUATN3aTa HEe TOBIUABA 3HAYMMO (DapMaKOKWHETHKATa Ha allCKUPEH MpU
naruenTu ¢ KCB3. CnenoBaTenHo; ako ce MpeLeHy, Y€ ce Hajlara NpuiaraHeTo Ha ajTuCKUPEH MpH
nanrenty ¢ KCh3 Ha xeMopuaiiza, HIMa OCHOBAHUS 32 KOPUTHPAHE Ha J03aTa MPU TE3U MAIEHTH.
Bce mak, He ce npenopbuBd.ynorpedara Ha AIMCKUPEH MPH MAIMEHTH € TEXKO ObOPEUHO yBpeXKIaHe
(Bk. Touka 4.4).

He ce nanara xopernus Ha no3ara Ha Sprimeo HCT npu nanueHnTure B crapyecka Bb3pacT.
OrpaHu4eHN jiaHHM TPEANonaraT, 4e¢ CHCTEMHUAT KIIMPBHC Ha XUAPOXJIOPOTHA3U € HaMaJIeH IpU
NalMeHTH B 0TapyecKka Bb3pacT, 3IPaBH WM C XUIIEPTOHUS, B CPABHEHHE C MJIaH 3paBU

JIOOPOBAOALIN.

Jluncsar Q)apMaKOKI/IHeTI/ILIHI/I JaHHU IIpU eJuaTpuIHaTa MoIryjaanus.
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5.3 IlpeAKkIUHUYHU JAHHH 32 6€30MACHOCT

®apMakoJIOrHIHUTE MPOYIBAHKA 32 OE30MACHOCT C ATMCKUPEH HE MOKa3BaT HEXKENIaH! e(heKTH BbpXy
(GyHKIMUTE Ha IIEHTpaJTHAaTa HEpBHA CHCTEMA, AUXaTelIHATa WIN ChPACYHO-Ch0BATa CUCTEMA.
Haxozaxure mpy mpoy4BaHus 32 TOKCHYHOCT ITPU MHOTOKPATHO MPUJIaraHe Mpu KUBOTHU
HOTBBPIK/IAaBAT U3BECTHUS MOTCHIMAN 3a JIOKAJTHO Jpa3HEHE WM O9aKBaHHUTE (hapMaKOIOTUIHH
edexTn Ha anuckupeH. He e ycTaHOBEeH KapIMHOTEHEH ITOTEHINA 32 AIMCKUPEH B X0/1a Ha
2-TOUIIHO MPOYYBaHE MPH IUIBXOBE U 6-MECEYHO MPOYYBAHE MPH TPAHCTEHHH MHIIIKH.
Perncrpupanure ciaydan Ha €MH aI€HOM Ha KOJIOHA M €IMH aICHOKAPIHOM Ha IIeKyMa IIpH
urbxoBe B o3u oT 1 500 mg/kg/nHeBHO HE ca CTaTUCTHYECKH 3HAYNMH. ANMCKUPEH HSIMa HUKAKbB
MyTareHeH NOTEeHIHAN, eMOPHO-(heTaTHa TOKCHYHOCT WK TePAaTOTeHHOCT. PepTUIINTETHT,
NPEHATATHOTO Pa3BUTHE M MOCTHATATHOTO PAa3BUTHE HE €A 3aCETHATH IIPH IUTHXOBE.

IIpoBenenuTe MpeIKIMHUYHN OLIEHKH B TIOJKPENa Ha MPHUIIOKEHUETO Ha XUIPOXJIOPOTHAZHU TP
XOpa BKJIIOYBAT i Vitro U3MHATBAHUS 32 TEHOTOKCUYHOCT M MTPOYYBAHUS 32 PENPOAYKTHBHA
TOKCHYHOCT W KapIIMHOT€HHOCT TpY Ipru3adu. Hamuie ca MHOXKXECTBO KITMHIYHU TaHHU 32
XUAPOXJIOPOTHA3U U T€ Ca OTPa3eHH B ChOTBETHUTE TOUKH.

Haxonkwure, HaOmronaBanu B 2- v 13-ceIMUYHN TPOYYBAHUS 32 TOKCHYHOCT HE Ce/Pa3INIaBaT OT
HaOJII01aBaHUTE MPEAN TOBA NIPHU ANUCKUPEH U XUAPOXIOPOTHAZU, IPUIAFAHY KaTO MOHOTEPAIHS.
Hsama HOBH Mii HEOUaKBaHM HaXOJKH BBB BpB3Ka ¢ yrmorpebdara npu xopa.«Flo Bpeme Ha
13-ceAMUYIHOTO MPOYYBAHE 32 TOKCUYHOCT IPH IUTBXOBE c€ HAOMI01aB4)ITOBUILICHA KIEThUHA
BaKyOJIM3alysl B 30Ha IJIOMEpYJio3a B KopaTa Ha HanObOpeunure xiuesu. Haxonkara ce Habmonasa
[P JKUBOTHUTE, JIEKYBaHU C XUAPOXJIOPOTHA3UA, HO HE U NIPH [I€3H, 110JyYaBaIld CAaMOCTOSTEITHO
anyCcKupeH win iane6o. Hsama nannu, ye HaxoznKarta € mo-eHiIHO u3pa3eHa pyu KOMOMHALUATA
ANMCKUPEH/XUAPOXIOPOTHA3UA, ThI KaTO TEXKECTTa Ha I105Ba IPH BCUUKU )KUBOTHU € MUHUMAJIHA.

6. DAPMAIIEBTUYHU JAHHHA
6.1 Choucbk Ha IOMOIIHUTE BelEeCTBA

Slnpo Ha TabieTkaTa:

MukpoKpHCTaTHa IeNTyI03a
Kpocnosunon

JlakTo3a MOHOXUPAT

[TimeHnYHO HUIIECTE

[oBunou

Marsnesues creapat

CunuiueB TUOKCH], KOJOUIEH Oe3BOAEH
Tanx

Hokputite:
Tanx

Xunpomenosa

Makporon

TutanoB auokcun (E171)
6.2 HecbBMecTHMOCTH
Henpunoxxumo

6.3 Cpok Ha rogHOCT

24 Mmecena
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6.4 CroenuajHu ycJOBHS HA ChbXpaHeHHe

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpUTHHAJIHATA OMIAKOBKA, 3a Jla ce MPEJINasu OT BIiara.

6.5 JlanHm 32 omakoBKaTa

PA/Alu/PVC — Alu 6mucrepu:

OmakoBkH, chabpxkammm 7, 14, 28, 30, 50 uimn 56 TabeTku

I'pynoBu omakoBkw, chaspsxarty 90, 98 mmm 280 tabneTkn

PVC/momuxnoporpudiryopoeruner (PCTFE) — Alu 6muctepu:

OmakoBkH, ceabpkamm 7, 14, 28, 30, 50, 56, 90 naun 98 TabneTku

OmakoBkH (Iepdoprupadu €IHOA030BH OJIUCTEPH), ChABPKAIIH 56 X 1 TabneTKH

I'pynoBu omakoBkw, chabpskamty 280 TabaeTKn

I'pynoBu omakoBku (nepdopupanu eqHOI030BH OicTepn), chabppxkamy 98 x 1 TabmeTkn

He Bcuyky BHIOBE OMAaKOBKY M KOHIIEHTPALMK MOTaT Jja ObAaT MMyCHATH B MPOIaK0a.

6.6 CroeuuajHU NpeANa3HU MEPKU NPU U3XBbPJIsSIHE

Hewnsnoms3BaHusT MPOAYKT WK OTIIAIPUHUTE MaTEPHAIN OT HETO TPsIOBA [a ce U3XBBPIIAT B

CHOTBETCTBHE C MECTHHUTE U3NCKBAHUSI.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YDOTPEBA

Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

O06enHEHOTO KPaJICTBO

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/11/683/001-020

9. JATA HA 1T'bPBO PASPEHIABAHE/TIOJHOBSABAHE HA PASPEHLIEHUETO 3A
YIIOTREBA

23.06.2011

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Honpobna nndopmarys 3a TO3M JEKApCTBEH MIPOAYKT € MpeocTaBeHa Ha yebOcaiita Ha EBponeiickara
areHuus 1o jekapcraata http://www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 150 mg/25 mg punmupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika punvupana tabnetka cpabpika 150 mg anmuckupes (aliskiren) (kato xemudymapar) u 25 mg
xuapoxioporuasua (hydrochlorothiazide).

ITomomram BemecTBa: Besika Tabnerka cpappxa 50 mg makTo3a MOHOXHAPAT U 49 mg MIIEHUIHO
HUIIECTE.

3a IBIHUA CIIUCHK HA ITOMOIIHUTE BEIIECTBA BIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounvupana TabieTka

brnenoxbnTa, TBOMHOM3MbKHANA, OBalTHa QriMupaHa Tabjierka ¢ otnevyarano “CLL” ot eqHara
crpa”a u “NVR” ot npyrara.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHHU NOKA3ZAHUSA
JleueHne Ha eceHLMAIHA XUIIEPTOHMS IIPU Bb3PaCTHU.

Sprimeo HCT e mokasan mpu ManieHT Ty, Y%eTo apTepraliHO HaIsIraHe He ce KOHTPOJIUpa aAeKBAaTHO
IPY CaMOCTOSITEIIHO IIpUJIaraHe Ha aJMCKUPCH WIN XUAPOXIOPOTHAZHI.

Sprimeo HCT e nmoka3an kaTo 3aMecTATEIIHA TEpanus Ipu NMalueHTH, IpHU KOUTO € NOCTUTHAT
AJICKBATCH KOHTPOJI HAa apTECPHUAIIHOTO HAJIATAHE C AJIMCKUPCH U XUAPOXJIOPOTHA3U I, ITPUJIATraHU
CAHOBPCEMCHHO B 103a ChIIaTa, KAKTO BbB q)HKCHpaHaTa KOMGI/IHaHI/IH.

4.2 Jlo3UpOBKA M HAYUH HA NPUJIOKEHHE

[MpenoppuBanard np3a Sprimeo HCT e eqna Tabnerka auesHo. Sprimeo HCT TpsioBa na ce nmpuema
BEJIHBXK JTHEBHO C JieKa XpaHa, 3a MPe/IovYnTaHe 10 eIHO U ChIIO Bpeme Beeku JieH. Sprimeo HCT He
TpsiOBa Jla-ceIpuemMa eTHOBPEMEHHO ChC COK OT IpelndpyT.

AHTHXUIIEPTEH3UBHUAT €PEKT Ce MPOSBSIBA MPEAUMHO B paMKUTE Ha | ceaMuIia, a MaKCUMAITHUST
e()exT 0OMKHOBEHO ce Ha0JIroaBa B paMKUTe Ha 4 CEMHUIIH.

HOBI/IDOBKa OpHy DTanreHTH, YMETO apTCPUATHO HAJATAHC HE C€ KOHTPOJIMPA aACKBATHO ITPHU
MOHOTEpanus ¢ AJITMCKUPECH U XUAPOXJIOPOTHUAZH

HpenoquBa CC, Mpeau NMpEMrUHAaBaHC KbM JICUCHUC C (bHKCI/IpaHaTa KOM6I/IHEII_[I/I$I, Ja c€ NpoBCAC
WHAWUBUAYAJTHO TUTPUPAHEC HA JO3UTC HA BCCKU OT ABAaTa KOMIIOHCHTA. Koraro e IOoAXOOAII0 OT
KIMHHWYHA I'JIEJHa TOYKa, MOXKE a CC oomucIu JAUPCKTHO IMPEMUHABAHE OT MOHOTCpANd KbM
JICYCHHUE C (bPIKCI/IpaHaTa KOM6I/IHaI_[I/I$I.

Sprimeo HCT 150 mg /25 mg mMo>xe Aa ce mpuiara Ipyu NauueHTH, YUETO apTepHaIHO HAIATaHe He ce
KOHTPOJIMpa aJIeKBaTHO OT CAMOCTOSITEIHOTO MpUiIaraHe Ha anuckupe 150 mg win
xunpoxiopotuazug 25 mg unu ot Sprimeo HCT 150 mg/12,5 mg.
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AKo 2-4 ceMHITU cTie]T 3aTI0YBaHE HA TeparusiTa He Ce IOCTUTHE KOHTPOJ Ha apTepUATHOTO
HaJIsIraHe, 103aTa MOJXKe Ja ce TUTpUpa 10 MakcumanHa g03a Sprimeo HCT 300 mg/25 mg aHeBHO.
Jo3upaneTo TpadBa ja Obe HHANBUIYATH3UPAHO U J]a C€ KOPUTUPA B 3aBHCUMOCT OT KITHHUIHOTO
MOBJIMSIBAHE HA TAIMCHTA.

Jlo3MpoBKa 32 3aMECTUTEIIHA TepaIus

3a yno0CTBO MaMEHTHUTE, MTOJTyYaBaIy A TMCKUPEH U XUIPOXIOPOTHA3H] KATO OTIEITHU TAOICTKH
MOTarT Jia IpeMHHAT Ha jJedenne ¢ Tadietku Sprimeo HCT ¢ ¢pukcupana KOMOWHAITHS, ChIbpKaIIa
CBIUTE JI03U HA OTACTHUTE KOMIOHEHTH.

brOpeunHo yBpexkane

He ce nanara xopekiys Ha Ha4ajaHaTa J103a MPU HalUeHTH C JIEKO JI0 YMEPeHO OBOPEUHO YBpEesk faHe
(Bx. Touku 4.4 u 5.2). [lopagm xuapoxioporuasuaaara komrmoneHnTa Sprimeo HCT e
MPOTHUBOIIOKA3aH MPH MAIIMEHTH C aHyPHsI U TIPH MAIMEHTH ¢ TEXKO ObOpeUYHO yBpexkIaHe (CkopocT
Ha riomepynHa puntpamus (GFR) < 30 ml/min/1,73 m?). EAHOBpEMEHHOTO IPUIOKEHHE Ha Sprimeo
HCT c aarnorensun Il penenropau 6mokepu (APB) mimm nHXUOUTOPH Ha aHTHOTCHINH
koHBepTupamus eH3uM (ACE uaxuburopn) npu nanueHTy ¢ 660pedno yBpexaane{GFR

< 60 ml/min/1,73 m?) e mpoTHBONOKa3HO (BK. ToukH 4.3, 4.4 11 5.2).

YepHoapoOHO yBpexIaHe

He ce Hanmara kopekyst Ha HagajTHaTa 71032 MPH TAIHEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO
yBpexaane (Bxk. Touka 5.2). Sprimeo HCT e npoTtuBomnoka3aH npu TAIUEHTH € TEKKO YePHOIPOOHO
yBpexaane (Bx. Touku 4.3 u 4.4).

ITanyeHTH B cTapyecka Bb3pacT (Hag 65 roauHu)

[IpenopprunTenHaTa HayajlHa 4032 Ha AIMCKUPEH MPU.OALMEHTH B cTapuecka Bb3pacT € 150 mg. [Ipu
MIOBEYETO MAIMEHTH B CTapUECKa Bb3pacT He ce Ha0Mi0zaBa KIMHUYHO 3HAYMMO JOIIBJIHUTEIHO
MOHI>KECHUE Ha apTEPUATTHOTO HAJISITAHE MPU yBejinyaBaHe Ha ao3ara 10 300 mg.

[MenuaTpuUYHU MAIMEHTH
He ce mpenoppuBa ynorpebara Ha Sprinieo HCT npu nena u roromm nox 18 roanHN opaau Iurcara
Ha JlaHHU 3a O6e30macHoCTTa U e(hUKACHOCTTA (BXK. TOuka 5.2).

4.3 IIporuBomokaszaHusi

- CBpBbXUyBCTBUTEIHOCT KbM aKTUBHUTE BEIIECTBA MM KbM HAKOE OT IIOMOIIHUTE BEIIECTBA
(Bk. Touka 6.1){ I KpM CcynhOHAMHUTHU IPOU3BOTHU

- AHamHe3a 32/ airiioeeM npu MpreM Ha aTUCKUPEH

- BponeHn usin pauonaTHYeH aHTHOeAeM

- Bropu iTpetu TpuMecTsp Ha OpeMeHHOCTTa (BXK. TOUKa 4.6)

- Anyprs

- Téxkxo 6B6peuno yspexaane (GFR < 30 ml/min/1,73 m’)

- PedpaxkrepHa XUIIOKaTNEMusl, XUIIOHATPUEM UL, XUIIEPKAILMEMHUS 1 CUMIITOMaTHYHA
XUIEPYPUKEMUS

- Texko uepHOIPOOHO yBpEKIaHe

- EnnoBpemenHara ynorpeba Ha aTUCKUPEH € IMKJIOCIIOPUH U HTPAKOHA30J, ABa MHOT'O MOIIHU
nHxubuTopu Ha P-rmuxonporens (P-gp), nim apyru Mouiau uHXuOuTOpH Ha P-gp (Hamp.
XUHUAMH) € IPOTHUBOINOKa3aHa (BX. Touka 4.5)

- EnnoBpemenHoTo npuinoxxenue Ha anuckupe ¢ APb nimn ACE nHXuOuTOopH € NpoTUBOIIOKAa3HO
NIpY TIALMEHTH ChC 3aXapeH auadeT u nauueHTu ¢ 0b0peuno yspexaane (GFR
< 60 ml/min/1,73 m?) (x. Touku 4.2, 4.4, 4.5 u 5.1).
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4.4 CroenuajHu npeaynpe;kaeHus U Npeana3sHd MepKH NMPH ynoTpeda

JBoifHa 6510Kaja Ha PeHWH-aHTHOTEH3WH-aliocTepoHoBaTa cucrema (PAAC)

Nma croOimeHre 3a ciiyyan Ha XUIMOTOHHS, CHHKOII, HHCYIIT, XHIIEPKATHEMHUs ¥ TPOMCHH B
0n0peunaTa GpyHKIUS (BKIIOYUTETHO OCTpa ObOpedHa HeIOCTaTHFYHOCT ), IPY TyBCTBUTEITHI
WHJIUBUJIN, OCOOCHO ITpH KOMOWHHpAHE Ha JIEKapCTBEHHU MPOJYKTH, KOUTO MOBIUSIBAT Ta3l CUCTEMaA
(Bx. Touka 5.1). 3aTroBa, ABOMHATA OJIOKaMa HA PpEHUH-aHTHOTCH3NH-AIIOCTEPOHOBATa CHCTEMA Upe3
KOMOWHHWpaHe Ha aTUCKUPCH ¢ MHXUOUTOP Ha aHTHOTEH3WH KOHBepTHpanus eH3uM (ACE
nHXUOUTOP) Miu anruoTeH3uH Il perenropen 6mokep (APB) He ce npemopbusa.

IIpunoxxennero Ha amuckupeH B komOnHanus ¢ APb mimm ACE HHXHOUTOPH € MPOTHBOIIOKA3HO IPH
TALMEHTH ChC 3aXapeH AuabeT i malueHTH ¢ 6s0peuno yepexnane (GFR < 60 ml/min/1,73 m?) (Bik.
Touka 4.3).

ChbpeyHa HeJIOCTaTHYHOCT

AnHcKHpeH TpsOBa Ja ce mpujara ¢ MOBUIIEHO BHUMAHUE MPH MAIIUEHTH ChC CEPUO3HA 32CTOMHA
chpaedHa HepocTaThIHOCT ((pyHKIMoHaneH kiac II-IV cnopex New York Heart Assaciation
(NYHA)). Sprimeo HCT Ttpsi6Ba 1a ce u3moi3Ba ¢ MOBHIIIEHO BHUMAaHUE MIPH MAIUEHTH ChC ChPICIHA
HEJIOCTATHYHOCT MOPaJU OrPAaHHYCHUTE JAHHU 32 KIIMHUYHA e(hPUKACHOCT U OE30IIACHOCT.

Anrnoenem
KakTo u ipu ipyru cpencTsa, MOBJIHSIBAIINA PEHUH-aHTHOTEH3NHOBATA CUCTEMa, TIPH TTAIIHEHTHUTE,

JICKYBaHU C aJIMCKUPEH CE C"I)O6H_IaBa 3a CJIydau Ha aHTHOCAEM WJIn 3a CUMIITOMH, IIpearojiaramu
HAJIMYUCTO HA aHTHOCAEM (OTOK Ha JIUIETO, YCTHUTE, I'bPJIOTO 510701178 GSI/IKB.).

HpI/I 4acCT OT TC3U MAIUCHTH CHIICCTBYBAa aHAMHE3a 3a PASRMUTUC HA aHTUOCACM UJIM HA CUMIITOMU,
nmpeamnojiaraiy HaJIM4YueTo Ha aHrMoCAEM, AbJKAIU €€ B YaCT OT CIIy4auTC Ha YHOTp€6aTa Ha Jpyru
JISKapCTBa, CIOCOOHU J1a MIPEIM3BHUKAT MOsIBaTa Ha aHFMOEIEM, BKITFOUUTETHO HHXuOuTOpy Ha PAAC
(MHXUOWTOPU HA AHTMOTEH3UH KOHBEPTUPALIHS €H3UM UM aHTMOTSH3UH PEIEHTOPHU OJIOKEpH) (BIK.
Touka 4.8).

[larmenTrTe Cc aHaMHe3a 332 aHTUOEIEM MOTAT /1a OBIAT N3TI0KEHU Ha MOBUIIEH PUCK OT Pa3BUTHE Ha
aHTHOE/IEM T10 BpeMe Ha JICUSHUETO C\aniucKupeH (Bxk. Toukd 4.3 u 4.8). Heo0XxoauMo e moBuIieHo
BHUMAaHUE IPH MPEANMCBAHETO Ha ANICKUPEH Ha IMAIMEeHTH ¢ aHaMHe3a 32 aHTHOEIEM U TaKHBa
MAIUEeHTH TPAOBa J1a Ob/IaT BHUMATETHO MPOCIEAsSBaHY 110 BpeMe Ha JiedeHHeTo (BK. Touka 4.8) u
0COOCHO TIpH 3aMI0YBaHE HA JIGRUECHUETO.

[Ipu pa3BuTHE Ha aHTHOEIEM € HEOOX0IMMO He3a0aBHO NMPEyCTaHOBSBAaHE Ha MpUEMa Ha Sprimeo
HCT, npoBexnane Ha, 1HOAX0AIIIA TEPAINS U MPOCIEASIBAHE 10 IBIIHO U TPaiHO OT3ByYaBaHE Ha
BB3HUKHAJUTE MpH3HaIM 1 cuMmntomu. [Ipu 3acarane Ha e3uka, TTI0THCA U TJapUHKCA TPIOBa /1a ce
MIPHUJIOKY aJipeHaniH. B mombiHeHne, HEOOXOAUMO € Jla ce B3eMaT MEPKH 3a MOAIbpKaHe Ha
CBOOOIHU yIHXaTEIHHU ITHTHIIIA.

[Manmedzu ¢ HaTpueB- w/win o0eMeH aedUIUT

[Tpwy laMeHTH ¢ HATPUEB W/WIK 00eMeH Je(UIUT, MPUEMAI BUCOKU JIO3H JTUYPETHUIM € BH3MOXKHO
JI2 Bb3HMKHE CUMIITOMATHYHA XWUTIOTOHUS Clie] 3amouBaHe Ha jedeHuero ¢ Sprimeo HCT. Sprimeo
HCT TtpsbBa ma ce mpwiara camo cileJ KOPUTHpaHE Ha MPEAIISCTBAIl HATPHEB W/HIU OOeMeH
JeUIuT.
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Hapyiienve Ha enekTponuTHYs OanaHce

Jlewenneto ¢ Sprimeo HCT Tps6Ba ma ce 3amoyHe camMo ciie] KOpUTHPAHEe Ha XUTTOKATHEMUITa U
CBITTCTBAIIATA XUIIOMAarHe3ueMus. THA3UIHUTE JUYPETHIIA MOTAT JIa YCKOPST HOBa T0sIBA Ha
XUIMOKATUEMHS WK J1a 00OCTPSAT MPE/IIIeCTBAIA XUITOKaIMeMus. THA3HAHNUTE TUYPETHIIN TPsOBa aa
ce MmpujaraT ¢ IOBUIIICHO BHUMAaHUE MPU MAalUEHTH, YUETO ChCTOSIHHAE € CBBP3aHO ChC MOBHUIIICHA
3ary0a Ha KaJni, KaTo HalpuMep CoJl TyOen HepomaTuy win IpepeHasHo (KapInoreHHo)
yBpexaane Ha ObpOpeuHara GyHKIHSA. AKO TIO BpeMe Ha Tepamnus ¢ XHAPOXJIOPOTHA3HU Ce pa3BHe
xunokanuemusi, mpueMbT Ha Sprimeo HCT TpsiOBa ma ce mpeycTaHOBH /10 CTAOMITHO BH3CTAHOBSIBAHE
Ha OayaHca Ha Kanus. Beripeku de npu ynorpedaTta Ha THA3WIHU TUYPETUIIM MOXKE JIa Ce pa3Bue
XHUIMOKAIMEMHS, €THOBPEMEHHATA TepaIvs C aJTACKHPSH MOXKE J]a HaMAali MPeIU3BUKaHaTa OT
JUYPETUIINTE XUIMOKATNEMHUS. PUCKBT OT XUTIOKAIUEMHUSI € TIO-TOJISIM MIPU MAMEHTH ¢ YepHOAPOOHA
UPO3a, MANUEHTH ChC 3aCHIICHA JUYpe3a, MAIMEeHTH ¢ HeaJeKBaTeH MepopajicH IpueM Ha
EJICKTPOJIUTH U TTAIIMEHTH, KOUTO TOJTyYaBaT ¢IHOBPEMEHHO JICUCHHE C KOPTUKOCTEPOH TN HITH
anperokoptukoTporreH xopMmoH (ACTH) (Bk. Touku 4.5 u 4.8).

OO6patHO, 10 BpeMe Ha TOCTMAPKETHHTOBHUS OIUT C aJTUCKUPEH ¢ HaOJIF01aBaHo MTOBUITIaBae Ha
CepyMHHUSI KaJlii, KOETO MOKe J1a Ob/Ie TIO-CUITHO U3Pa3eHO NP €AHOBPEMEHHO MIPUIGKEHUE C APYTH
cpenacta, Bb3aeiicTBamu Bbpxy PAAC unu ¢ HecTepouIHU IPOTUBOBB3NAIUTEIHL-CPEACTBA
(HCIIBC). B choTBeTCTBHE ChC CTaHAApTHATA MEIUIIMHCKA MTPAKTUKA, aKO SIHORPEMEHHOTO
NPUIOXKEHHUE Ce CUUTa 32 HEOOXOAUMO, Ce MPENopbUBa MEPUOANTHO U3cIeAEalie Ha ObOpeyHara
(byHKLUS, BKIIIOYUTEIIHO HUBATA HA CEPYMHUTE €JIEKTPOJINTH. ENHOBpEeMEHHOTO NpUiIoKeHHe Ha
amuckuper ¢ ACE naxubutopu nin APb e mpoTuBomokasHo npy NaeHTH ChC 3aXapeH AuadeT u
nauueHTH ¢ 666peuno yspexaane (GFR < 60 ml/min/1,73 m®) (B, touxu 4.3, 4.5 u 4.8).

TI/I&?;HI[HI/ITG AUYypETULIKM MOratT Jia YCKOPAT HOBA IMOABa HA XHITOHATPUEMHA U XUITOXJIOPECMUYHA
aNKao3a Wiu 1a 00OCTPSAT Mpe/IIecTBalla XumoHarpueMisi-HabnronaBana e XuroHaTprueMus,
CBHIPOBOJIEHA OT HEBPOJOTUYHA CUMIITOMATHKA (TaieHe, [IPOTpeCUBHA J€30pUEHTAlINS, aaTus).
JleueHHeTO C XUAPOXIJIOPOTHA3UIU TPAOBA /1a ce 3am0Isa cilejl KOpUrupaHe Ha Ipe/iecTBala
XHITOHATpueMHus. B ciydail Ha Texxka uim Obp30/pa3BuBalla ce XUIIOHATPUEMHUS TI0 BpeMe Ha
neuenneto ¢ Sprimeo HCT, nedenuero TpsaOBa ga ObAe CHpSHO A0 HOpMAIW3UpPaHEe HAa HUBATa Ha
HaTpus.

Hswma nannu, ye Sprimeo HCT 6m MOrbii 1a Hamaliy MM IPEeJOTBPATH JUYPETHUK-UHAYLIMPaHaTa
xunoHarpuemus. JepuuuTsT Ha XJi0p B IOBEUYETO CIydaH € JIeK 1 OOMKHOBEHO HE ce HyXXJae OT
JICYCHHE.

Benuku nanueHTH, NpueMaiiid THa3uIHU TUYPETHIM TPsIOBa EPUOAUYHO Ja ObJAT HPOCIEAIBaHH 32
EJICKTPOJINTHU HAPYIIEHMSL, 0COOCHO Ha KaJusi, HATPHS U MarHe3usl.

TuasugHuTe IMYPETUIN HaMaJIsIBaT EKCKPEersiTa Ha KAJILUM ¢ yprHaTa U MOTaT J1a MPeIu3BUKAT
NPEXOAHO U JICKO TIOKauBaHEe HA CEPYMHHMS KaJILUH MPH JMIICATa HA U3BECTHU HAPYIICHUS B
KaiuueBus Metabonu3bpM. Sprimeo HCT e npoTrBonokaseH npy NauyueHT! ¢ XUIEPKaIHEeMuUs 1
TpsiOBa /ia c€ mpuiiara camo ciiesl KOpurupaHe Ha npealniecTpama xunepkaiauemus. [Ipuemsbt Ha
Sprimeo'HCT tpsiOBa na Obae npekpaTeH NpH pa3BUTUE HA XUIIEPKAILUEMHS IO BpeMe Ha
ne¢uennero. CepyMHUTE HUBA Ha KaJHs TPAOBa MEPUOIUYHO Aa Ce IPOBEPSBAT 110 BpEeMe Ha
JedenneTo ¢ Tnazuau. [logyepranarta xunepkaaqeMus MoXe aa ObJie JOKa3aTeJICTBO 338 CKPUT
XHAMeprnapaTupeonu3bM. [IpueMbT Ha THA3UAHN TUYPETULH TPsOBa Ja ObJie MPeKpaTeH Npean
NPOBEXKAAaHE HAa U3CJICABAHUS Ha QYHKLIUATA HA IAPATUPEOUTHNUTE JKIIC3H.
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br0Opeuno yBpexane u ObOpeyHa TpaHCIIIAHTAIHS

TuazuHUTE TUYPETUIM MOTAT J]a YCKOPST a30TEMHSTA MPH MAIMEHTH ¢ XPOHUYHO OBOpedHO
3abomsaBane. Koraro Sprimeo HCT ce mpwtara npu manueHTr ¢ 0b0pevyHO YBpEKIaHe, ce
NpenopbyBa MEPUOTUIHO MPOCIIeIIBAHE HA HUBATA HA CEPYMHHTE €JICKTPOJIMTH, BKIIFOYUTEIHO Ha
KaJus, KpeaTHHUHA U TMKovHaTa kucennHa. Sprimeo HCT e mpoTHBONOKa3aH MpH MAIEHTH C TEXKKO
0B0peuHo yBpexaaHe win anypus (BX. Touka 4.3).

He ce m3uckBa xopurupaHe Ha J03aTa IpH MAIEHTH C JIEKO 10 yMepeHo 060pedno yBpexaane (GFR
e > 30 ml/min/1,73 m?).

Jlunicea ot ¢ mpuinoxenueto Ha Sprimeo HCT mpwu marnmeHTH, mpu KOUTO HACKOPO € HarlpaBeHa
0BOpeyHa TpaHCIIaHTAITHS.

Kakro u npu npyru cpenctsa, HOBIHMSIBALIY PEHUH-aHTHOTEH3MHOBATA CHCTEMA € HEOOXOIUMO
MOBHIIIEHO BHUMAHUE NIPH NPUJIaraHe Ha aluCKUPEH B IPUCHCTBUETO Ha Mpeapasoaray KsM
pasBUTHE Ha OBOpEeYHA HETOCTATHYHOCT (haKTOPH, KaTO HAIIPUMEP XHUITOBOJIEMHUS (HAIP. HOpaIn
KpbBO3ary0a, TexKa WiIH OPOLBJDKUTENIHA IUapus, IPOABIDKUTEIHO MOBPBILAHE U AP.), ChPACUHO
3aboisBaHe, 9epHOAPOOHO 3a00IsIBaHe, 3aXapeH auadeT win 0p0pedHo 3a00maBase.
EnnoBpemennoto npunoxenne Ha anuckuper ¢ ACE maxuburopu mim APB e npoTrBonokasHo mpu
naupeHTH ¢ 666peuno ypexaane (GFR < 60 ml/min/1,73 m®). Ilo Bpeme #amOCT-MapKeTHHI OBHST
OTIHT ce chOOIaBa 3a ciiydau Ha ocTpa ObOpedHa HEAOCTATHYHOCT, 0OpaTyva IIPH MPEeyCTaHOBSBaHE
Ha JICYUCHUETO, IIPH PHUCKOBHU MMALMEHTH, NOIy4aBaly anuckupeH. [Ipi/nosBa Ha HIKaKBU NPU3HALU
Ha OBOpeYHa HEAOCTATHYHOCT, MPUEMBT Ha aTUCKUPEH TPsIOBa HE3A0ABHO J1a C€ MPEyCTaHOBH.

YepHoapoOHO yBpexIaHe

TuasugHuTe IMYpeTULH TPAOBa a ce M3MOI3BAT C OBHUILIRHG BHUMAHNE IPH MALHEHTH ¢ HapylIeHa
4epHOAPOOHA (PYHKIHS WIIH TTPOTPECUPAII0 YEPHOIPOOHO 3200 sIBaHE, THil KATO MUHIMAITHI
IIPOMEHU B 0ajlaHCa Ha TEYHOCTHUTE U €JIEKTPOIUTUTE MOTaT Ja JOBEAAT 10 pa3BUTHE Ha YEPHOAPOOHA
koma. He e HeoOxoanMa KopeKIys Ha HayalHaTd J03a [IPY MalUeHTH C JIEKO 10 YMEPEHO
4epHOAPOOHO yBpexaane. JIumceaT nanHu 0THocHO npritokeHneTo Ha Sprimeo HCT npu manmnenT
C TeXKKO 4epHOapoOHO yBpexaaHe. [lopamixuapoxinopornazuaaara komnoneHTa Sprimeo HCT e
MIPOTUBOIIOKA3aH MIPH MAIMEHTH C TeXKG UEPHOAPOOHO yBpexaane (Bxk. Touku 4.3 u 5.2).

Hsma xknuanuen onut ¢ Sprimeo HC) npu nanueHTH ¢ 4epHOIPOOHO YBpeXKIaHe.

YMmepenu naxuburopu Ha P<gp

EnnospemennoTo npuiarane Ha anuckuper 300 mg ¢ kerokonazon 200 mg wiu Bepanammn 240 mg
noeumasa AUC Ha anicKupeH, CbOTBETHO ¢be 76% unu 97%. [lopaau Ta3u npuvrHa € HEOOXO0IUMO
MOBUIIIEHO BHUMAHMUE DY MPUJIATaHe HA AIMCKUPEH €THOBPEMEHHO C YMEPEHH MHXUOUTOpHU Ha P-gp
KaTo KEeTOKOHA30T WX BepanaMui (BXK. Touka 4.5).

CreHO3a HA. 40pTHATA M MUTpAJIHATa Kjala, OOCTPYKTUBHA XUIIEPTPOhHUYHA KAPIMOMUOIATHUS
[Tomo6HO'Ha ocTaHANKTE BA30AMIATATOPH, TIPY MAIIMEHTUTE CTPANAIH OT a0PTHA MIIK MUTPAITHA
CTEH033, W OOCTPYKTUBHA XUTIEpTPO(QUIHA KapAOMHUOIIATHS, € TOKa3aHO 0COOEHO MOBHIIIEHO
BHUMAHUE.

CreHoza Ha 6b0pevHa apTepysi U peHOBACKyJIapHa XUIIEPTOHHUS

Hsima Hanu4YHM KOHTPOJIMPaHU KIMHUYHY JaHHU 3a ynotpebaTta Ha Sprimeo HCT npu nauuenTtu c
€HOCTpaHHA WM ABYCTPaHHA CTEHO3a Ha ObOpeyHaTa apTepHs, WM ChC CTEHO3a Ha apTepusl Ha
eAMHCTBEH OBOpeK. Brpeku ToBa, KakKTO ¥ MPU APYTH CPEACTBA, TOBIUSIBAILY PEHUH-
AQHTMOTEH3MHOBATa CHCTEMa, HAJTUIIE € MIOBHUILIECH PUCK OT Pa3BUTHE HA OBOpeyHa HEAOCTaTHUHOCT,
BKIIIOUMTENTHO O0cTpa ObOpedHa HEAOCTATHUHOCT, IIPH JICUCHUE Ha MTALMeHTH ChC CTEHO3a Ha
O0bOpeuHaTa aprepus ¢ aquckupeH. [lopaau Tasu npuyKMHAa, IPYU TAKMBA MALMEHTH € He0OXOANMO
noBuiIeHo BHUManue. [1pu Bb3HMKBaHEe Ha OBOpevHa HEJOCTATHUHOCT, JIEUSHUETO TPAOBa 1a ce
MIPEYCTAaHOBHU.
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CHcTeMEH JIYIIyC EPUTEMATOJIEC
CrpobmraBa ce, ue THA3UIHUTE TUYPETHIIH, BKIIFOUUTEITHO XUAPOXJIOPOTHAZHI, MOTAT J]a O0OCTPAT WITH
Jla aKTUBUPAT CHCTEMEH JIyITyC €pUTEMATO/IEC.

MeTabonuTHH ¥ eHOOKPUHHU €eKTH

Tua3ugHUTE TUYPETUIH, BKIFOUYUTEITHO XUAPOXIOPOTHAZUIT, MOTAT JIa HAPYIIIAT TITFOKO3HUS TOJIEPAHC
U JIa MIOBUILIAT CEPYMHUTE HUBA HA XOJIECTEPOJI, TPUIIIAIICPUIN U MMKOYHATa Kucenuna. [Ipu
MAIMEHTH ¢ TUabeT MOXe J1a € He0OX0IMMO KOPUTHUPAHE Ha J103aTa Ha WHCYJIMHA WK Ha
MIEPOPATHOTO XHUITOTIIMKEMUYIHO cpencTBO. ExroBpeMenHoTo npmitoxenue Ha Sprimeo HCT ¢ APB
nn ACE maxuOrTopn € IpOoTHBOIIOKA3HO MPH MAMEHTH ChC 3aXapeH auadeT (BxK. Touka 4.3).

[Mopanu xuapoxnoporuasunHara kommnonenta Sprimeo HCT e npoTHBOMOKa3aH Mpy CUMITOMaTHYHA
xunepypukeMus (Bx. Touka 4.3). XuapoxaopoTruasu MoXKe Ja IIOBUIIIA CEpYMHHUTE HUBA Ha
MUKOYHATA KHCEJIMHA, TOPaJId HAMAaJIeHUs KIIMPHHC HAa MKOYHATA KACETMHA U MOXKE J1a NDUUAHY WITH
Jia 000CTpY XUIIEPYPUKEMHUSITA, KAKTO | Jia YCKOPHU TI0sBaTa Ha MoJiarpa mpu npeapasnoioKeHn
MAIMCHTH.

Tuasuaute HaMasIsIBaT eKCKPELUsITa Ha KaJIUKA C ypUHATa ¥ MOTaT Ja NPEIU3BUKAT IPEXOAHO U JIEKO
MOKAaYBaHE Ha CEPYMHUS KUK [IPU JIMIICATA HA U3BECTHU HAPYIICHUS B XA1IHEBUS METa0OIU3bM.
Sprimeo HCT e nmpoTrBomnoOKa3eH MpH MalueHTH ¢ XUIepKAIIUeMus 1 TpsdBa J1a ce Impuiiara camo
clieql KOpUTHpaHe Ha mpenmecTsama xunepkanuemus. [Ipuemst HaSprimeo HCT tpsadsa na Obae
IPEeKpaTeH NpH pa3BUTHE HA XUIEPKATLHUEMHUs 10 BpeMe Ha jiedeHiieTo. CepyMHHUTE HUBA HA KaJILUs
TpstOBa MEPUOANYHO Ja Ce MPOCIEAIBaT [0 BpeMe Ha JiedeHneTo ¢ Tnasuau. [loquepranara
XHUIEPKAILMEMUs MOXKE 1a ObJie JOKAa3aTEJICTBO 3a CKPUT XuHepapatupeonan3bm. IIpueMsT Ha
THA3UIHU JUYPETULHM TPsAOBa Aa Obae MpeKpaTeH Npean IPOBEkKAaHe Ha U3CIeABaHUS Ha QYHKIUATA
Ha NapaTUPEOUTHNUTE JKIIE3H.

POTOYYBCTBUTETHOCT

Crob1maBa ce 3a ciiyyad Ha peakuuu Ha (OoTOHYBCTBUTEIHOCT IPU IPUEM Ha THA3UIHU JUYPETHULIN
(Bk. Touka 4.8). Ako o Bpeme Ha ederneto ¢ Sprimeo HCT Bp3HUKHE peakiiust Ha
(OTOUYBCTBUTEIHOCT, CE€ MPENOPHYBA CIIMPAHE Ha JICUEHHETO. AKO Ce CUMTA 32 HE00X0AUMO
MOBTOPHO NpHJIaraHe Ha AWYPETHKA, €€ MpenopbyBa 3alIuTa Ha 00JIaCTUTE, U3JI0KEHH Ha CITBHIIE WIN
n3kyctBeHa UVA cBeTiinHa.

OcTpa 3aKpUTOBI'BbJIHA THAYKOMA

XuapoXIOpOTHAZHIBT € CYI(POHAMHU ¥ € CBBP3aH C peaKIui Ha UINOCHHKPA3Hs, BOJIEIIa IO OCTpa
TPaH3UTOPHA MUOIHSAM \OCTPA 3aKPUTOBI'BIIHA rI1aykoMa. CHMIITOMHUTE BKITFOUBAT BHE3AITHO
HaMaJIsIBaHe Ha 3pHUTEIHaTa OCTPOTa Wi OOJIKa B OUMTE ¥ 0OMYAItHO BH3HUKBAT B pAMKHUTE Ha YaCOBE
JIO CEIIMUIIM CJIEI] 3AMT0YBaHe Ha JieueHueTo. HenmekyBaHara octpa 3aKpUTOBI'BIIHA TIIAYyKOMa MOXKE J1a
JIoBeJie 10 IepMaHeHTHA 3ary0a Ha 3peHneTo. [I[,pBOHaYaTHOTO JISYeHHE € J1a Ce MPEKpaTH MpreMa Ha
XUIPOXIIONO THA3U]T, KOJIKOTO €€ MOKE T0-0bp30. AKO HE c€ IOCTUTHE KOHTPOI BBPXY BHTPEOUYHOTO
HaJsITaHe TPsIOBa Jla ce UMAT MPEABH CBOEBPEMEHHO MEANIIMHCKO WIIH XUPYPTUYHO JICUCHHE.
Pucrosnre dakTopu 3a pa3BUTHE Ha OCTpPa 3aKPUTOBI'BIHA IJIAYKOMA MOTAT Jia BKIIIOUBAT aHAMHE3a
33 CylioHaAMHTHA WITH TICHUIIMJIMHOBA aJlepTHsl.

Obuwm
B cityuaii Ha Texka u nepcuctupaia auapus jgedenneto ¢ Sprimeo HCT TpsiOBa na ce npeycTaHOBH.

Kakro IIpY BCUYKH aHTUXUTICPTCH3UBHU CPCACTBA, IPCKAJICHOTO IIOHMXXABAHC HA apTCPUATIHOTO
HaJISIraHe IMpU MaUCHTU C UCXCMUYHA KapAUOoIaTus WU UCXEMHUYHO CbPACYHOCHA0BO 3360J’I$IBaH€,

MOXKE ga JO0BE€IEC IO I/IH(l)apKT Ha MHUOKapaa UJn UHCYJIT.

HpI/I MalMEHTUTE MOT'aT J1a HACTBIIAT PCAaKIIMU Ha CBPBbXYYBCTBUTCIIHOCT KbM XUAPOXJIOPOTHA3UN,
KaTO BECPOATOCTTA € IMO-TOJIAAMA ITPU MALIUCHTHU C AJICPTUAa U aCTMaA.
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IloMomnu BemecTBa
Sprimeo HCT cwhabpprka akTo3a. [lamuenTn ¢ peaxy HaClIeICTBEHH MPOOJIeMHU Ha TaJlakKTO3HA

HEMMOHOCUMOCT, Lapp J1akTazeH AehUINT WIH TITI0KO30-TallakTO3Ha MaadcopOItus, He TpsOBa 1a
MPUEMAT TO3H JIEKAPCTBEH MPOIYKT.

Sprimeo HCT chabpprka nmmeHHYHO HUIIecTe. To € MoaXoAsIIo 3a Xopa ¢ Ipoiuakus. [lanuentn ¢
ayeprusi KbM MIIEHANA (Pa3InYHa OT bOJUAKKS) HEe TPIOBa J1a B3eMaT TO3H MPOAYKT.

4.5 B3aumopeiicTBHe C APYIH JeKAPCTBEHH MPOAYKTH U APYru (popMH HA B3auMo/elicTBUe

Wndopmanns 3a B3anmonerictBusaTa Ha Sprimeo HCT

Jlexapcmeenu npodykmu, nO6IUASAWU HUBOMO HA cepyMHusa kaauu: Kanmi-ryoemusT epexT Ha
XUAPOXJIOPOTHA3H]T CE OTCIIa0Ba OT KaNMH-ChXpaHsaBamus ePekT Ha amuckuper. EQexTsT Ha
XUAPOXJIOPOTHA3U BEPXY CEPYMHUS KUK Ce 09aKBa Ja ObJie TOTEHIIMPAH OT APYTH JIEKAPCTBCHA
MPOAYKTH, CBBP3aHU ChC 3ary0aTa Ha KaJui U XUIIOKaTHeMHAs (Harp. IPYTH KaIuH-TyOenTi
JTUYPETHIIN, KOPTUKOCTEPOUIH, TAaKCATHBH, afpeHokopTuKoTporeH xopmoH (ACTH), amdorepumus,
KapOEHOJIOKCOH, IEHUITWIHH G, TIPOU3BOIHA Ha CAHIFIIOBATa KucennHa). O0paTHOTO,
€THOBPEMEHHOTO NPUJIOKEHUE ¢ Apyru aekapctsa, nosnussau PAAC, HCIIBC itnu cpenctsa,
MTOBHIIIABAIIY HUBATa HAa CEPYMHIS KaJIMH (HAIp. KaTNH-ChXpaHIBaIIH JUYPETHLIH, KaIneBU JOOaBKH,
3aMECTUTENN Ha COJITa, ChIbPIKAIIN Kaiii, XeTrapiH), MOXe J1a JOBE/e IQ-TIOBUIIaBaHe Ha CEPYMHUS
kanuii. [IpemoppuBa ce MOBUIIEHO BHUMaHUE, aKO €THOBPEMEHHOTO TPIIIOKEHNE ChC CPENICTBA,
TIOBITMSIBAIIN HUBATa Ha CEPYMHUS KA ce cuuTa 3a HeoOxoaumo. KomGnHupaHeTo Ha alMCcKUpeH ¢
APB nnmu ACE nHXHOUTOPH € TPOTHUBOIIOKA3HO MPH MAIIUEHTUTE ChC B3axapeH quadeT u mpu
naupeHTH ¢ 666peuno ypexaane (GFR < 60 ml/min/1,73 m®) @He Ce mpenopbuBa MpH APyrd
manueHTy (Bxk. Touku 4.3, 4.4 u 5.1).

Jlexapcmeenu npooyKkmu, Koumo ce GIusisim Om CMYWeHUss 6 HUBAMA HA CePYMHUSL KATULL:
[IpenopbuBa ce EpHOANIHO MOHUTOPHPAHE HA HUBAT2 HA CEPyMHUS KaJlUil [IpU NpUiIarase Ha
Sprimeo HCT enHOBpeMEHHO ¢ JIEKapCTBEHH MPOILYKTH, KOUTO CE BIUSAT OT CMYIIICHHS B HUBaTa Ha
CepyMHHUS KaJaui (Harp. AUTUTATNCOBU TIIMKO3IN, aHTUAPUTMHULIN).

Hecmepouonu npomusoewvsnanumenuu cpeocmea (HCIIBC), sxkarousawyu cenrekmueHu
yukrnookcueerasa-2 unxuoumopu (COX-2 unxubumopu), ayemuncaiuyuioga KUCeiuHd u
necenekmuenu HCBIIC: KakTo M mpy Ipyry CpeCTBa, MOBIMSBAILN PEHUH-aHTMOTEH3UHOBATA
cucrema, HCIIBC morar na noHmskaT aHTuxXunepreH3uBHus epekt Ha anuckuped. HCIIBC morar
CBIIO TaKa Ja OTcaalsAT IuypeTHYHATA U aHTUXUIIEPTEH3MBHATA aKTUBHOCT Ha XUIPOXJIOPOTHAZH].

IIpu HIKOM MaMeHTHC KoMIIpoMeTHpana Ob0pedna GpyHKIMA (IeXuapaTHPaHH NalueHTH HITH
NAaIMEHTH B cTapyeCKa 8b3pacT) NpuaraHeTo Ha aJIMCKUPEH U XUAPOXJIOPOTHA3H]] €THOBPEMEHHO C
HCIIBC moxe 14 ioBene 10 AOIBIHUTEIIHO BIIOIIABaHE HA ObOpeyHaTa QyHKIMS, BKIIOUUTEITHO €
BBH3MOXHO Bb3HUKBaHE Ha 0cTpa ObOpedHa HeAOCTaThUYHOCT, KOSITO OOMKHOBEHO € oOpatuma. Ilopaau
Ta3u npuudia npu komOouHupane Ha Sprimeo HCT ¢ HCIIBC e He00X01uMO OBUIIEHO BHUMaHHE,
0c00EHO AIPY MALMEHTH B CTAp4YeCcKa Bb3PACT.

Lpyau aumuxunepmensuenu cpedocmea: AHTUXUNEPTEH3UBHUAT edekT Ha Sprimeo HCT moxke na
0%/ie MOBUIIECH IPY €THOBPEMEHHO NPUIAraHe ¢ APYrH aHTUXUIIEPTEH3UBHH areHTH.

JonbaHurenna nHGopMalys 3a B3aUMOACHCTBHS Ha aJHCKUPEH

EnnoBpemenHoTo npuinoxenue Ha anuckupe ¢ APb i ACE nHxubutopu € NpoTHBOMIOKa3HO IpU
NALMEHTHTE ChC 3aXapeH AuadeT U maueHTH ¢ 6s6peuno ypexnane (GFR < 60 ml/min/1,73 m®) u
HE ce MPenopbuBa NPy IPYry NauueHTu (Bx. Touku 4.3, 4.4 u 5.1).
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BerecTBaTa, KOUTO Ca U3MUTBAHH B KIMHUYHUTE PapMaKOKHHETUYHH MTPOYYBAHUS HA aJTMCKUPEH
BKJIFOYBAT alleHOKYMapoJl, aT€HOJIO0I, IIeJIeKOKCH0, (heHopuOpar, MHOrIUTA30H, aJI0MyPHUHOI
U30COPOUT-5SMOHOHUTPAT, TUTOKCHH, METHOPMUH, aMJIOAUIINH, ATOPBACTATHH, IAMETH/IMH H
XUApoxJIopoTHasua. He ca ycTaHOBEHH KIMHUYHO 3HAYMMU B3auMo ieiicTBust. ClieIoBaTeIHO HE €
HE0OX0IMMO KOPUTHUPAHEe Ha J03aTa Ha aTMCKUPEH U Ha €JHOBPEMEHHO MPUJIaraHUTe JICKapCTBCHU
HPOJIYKT.

Bzaumooeticmsus ¢ P-enukonpomeuna. 11pyn npeIKIMHUYHNA IPOYYBAHIS € yCTAHOBEHO, Ue
MDR1/Mdrla/b (P-gp) e rmaBaarta edurykcHa crucTeMa, ydacTBalia B UpeBHaTa abcopOrusiTa u
JKIThYHATa eKCKpelus Ha aJiCKUpPeH. B KIIMHNYHO poyyBaHe, pru(aMIHIrH, KOWTO € WHAYKTOp Ha P-
TJIMKOTIPOTENH, HAMaIIsiBa OMOHATMYHOCTTA Ha almucKupeH ¢ okoso 50%. Apyru uaaykropu Ha P-
TJIAKOTIPOTeNHA (KBIT KAHTAPHUOH) MOTaT Ja MOHIKAT OMOHAIIMYHOCTTA Ha allMCKAPEH. BhITpexn. ue
TOBA HE € MPOYYBAHO NPY AIMCKHUPEH, 3Hae ce, ue P-gp perynmpa u ThKaHHOTO YCBOSIBaHE Ha peliiia
cyOcTpatu, n MHXHOUTOpHTE Ha P-gp MoraT ja moBUIIaT ChOTHOIIEHNETO ThKaHHA KbM IUTa3MeHA
koH1eHTparnys. [lopaan Tasu mpuanHa HHXHOUTOPUTE HA P-gp MoraT 1a goBenarT 1o MmoBWinasaHe Ha
ThKaHHUTE HMBA B TIO-TOJIIMA CTETIEH OTKOJIKOTO Ha IIa3MeHUTe HUBA. [[oTeHImManpT 3a TeKapCTBEHU
B3aMMOIECTBHUS Ha P-gp MACTOTO 1O BCAKA BEPOSITHOCT IIl€ 3aBUCH OT CTENEHTa HA.WHXUONpaHe Ha
TO3W TPAHCTIOPTED.

Mownu unxubumopu na P-gp: IlpoyuBaHe 3a JIeKapCTBEHH B3aMMOJICHCTBHSC /e THOKpPATHA 1032 MIPH
3/paBu TOOPOBOIIH € TIoKa3alo, ye mukiiocnopuH (200 u 600 mg) moBumrasa C,,,x Ha ATUCKUPEH

75 mg npubnmsutenHo 2,5 mpt 1 AUC npubnmsutenHo 5 mbTu. [loBrmieHneTo Moxe aa e mo-
BHICOKO TIPH ITO-BUCOKH 1031 anuckupeH. [Ipu 3npasu modpoBommwn urpakonason (100 mg) moBuimasa
AUC u C,,x Ha anuckupeH (150 mg) crotBeTHO 6,5 11 5,8 mpTH! Flopann Ta3u npuinHa
€HOBpEMEHHAaTa yrnorpe0a Ha aIMCKUPEH U MOLIHM MHXUOKTOpH Ha P-gp e mpoTuBonokasana (Bix.
Touka 4.3).

Ymepenu unxubumopu na P-gp: EqTHOBpeMEHHOTO npwiarane Ha KeTokoHa3ol (200 mg) wim
Bepanamui (240 mg) ¢ amuckuped (300 mg) Boz#/A0 yBeIn4aBaHe, CbOTBETHO ¢bC 76% mmu 97% Ha
AUC na anuckupeH. Oyakpa ce NpoMsiHaTa B4LiaA3MEHUTE HUBA HAa AIUCKUPEH B IPUCHCTBUETO HA
KETOKOHA30J1 WM Bepanamui 1a ObJe B Jiara3oHa, KOWTo O ce MOCTUTHAI, aKo A03aTa Ha
AJMCKUPEH CE YIBOM; YCTAHOBEHO €, Ye-103¢ Ha aduckupeH a0 600 mg uiy ABa IbTH Hall-BUCOKATA
IpenopbyBaHa TepareBTUIHA 103, Ce [MOHACAT J00pe NPH KOHTPOJIUPAHH KIMHUYHHU MPOYYBAHHUS.
[IpeaxIMHIYHUTE TPOYYBAHUS [IOKA3BaT, Y€ €THOBPEMEHHOTO NpHIaraHe Ha aIUCKUPEH U
KETOKOHA30J1 yBeJIMUaBa CTOMAIIHO-YpeBHATa a0COpOLUs 1 HaMalIsIBa XKIIbUHATa eKCKPELHs Ha
anuckupet. [lopaau Ta3u nprnurHa € He0OX0JMMO IMOBUILIEHO BHUMAaHHUE IIPU NPUJIaraHe Ha
AIMCKUPEH eTHOBPEMEHHO € KETOKOHA30J1, BepanaMiul WM Ipyrd yMepeHu HHXuoutopu Ha P-gp
(KMapuUTpOMHLNH, TEMTDOMULIMH, EPUTPOMHULIMH, AMUOJAPOH).

P-gp cyocmpamil unu crabu unxubumopu.: He ca HaOnrogaBaHu 3HAYNMMH B3aMMOCHCTBUS C
aTEHOJION, TUT OKCHH, aMJIOIUTTNH Wi nuMeTuanH. [Ipu npunarane ¢ atopBactarus (80 mg), AUC u
Cinax Ha amaciupeH (300 mg) B cTalioHapHO ChCTOsTHUE ce yBenmnyanaT ¢ 50%.

Huxubwnopu na mpancnopmupawu opeanuunu anuonu noaunenmuou (OATP): llpenxknuauanure
NpPOy4BaHUs MTOKa3BaT, Y€ AIMCKUPEH MOXKE /1a Obae cyOcTpaT Ha TPaHCIIOPTUPAIIN OPraHUYHH
apronu nonunentuay. [lopagy Ta3um npuunHa chliecTBYBa NOTEHIMAIHA Bb3MOXKHOCT 32 PEaKklMu Ha
B3auMoJeiicTBie Mex 1y nHxuoutopu Ha OATP n anuckupeH, npyu CbBMECTHO MPUIIOKEHUE (BXK.
,»B3anMOJICHCTBHIE ChC COK OT rpeindpyt”).

Cox om epetinghpym: IlpunaraHeTo Ha COK OT TpeHnpyT ¢ aTUCKUpPEH Boau 10 noHmwxkasane Ha AUC
U Cpax Ha anuckupeH. EqHoBpeMeHHOTO npuiarane ¢ anuckuper 150 mg Boau 10 61% noHnxeHue
Ha AUC Ha anuMcKHupeH, a eJHOBPEMEHHOTO Npunarane ¢ anuckuper 300 mg Boau a0 38%
nonmwxkenue Ha AUC Ha anuckupeH. ToBa MOHMKEHUE BEPOSATHO C€ ABJDKM HA HHXHUOUpPAHE OT COKa OT
rpedndpyT Ha yCBOSIBAHETO Ha AIMCKUPEH, MEAUHUPAHO OT TPAHCIIOPTHPAIL OPraHUYHH AHHOHH
MOJIMIIENTH], B TACTPOMHTECTUHAIHUSA TpakT. ClIeJ0BaTEeIHO, IOPAIN ONACHOCTTA OT HEYCIEX B
nedenueto, Sprimeo HCT He TpsaOBa 1a ce mpreMa e THOBPEMEHHO ChC COK OT TperIipyT.
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@ypozemud. llpn eqTHOBPEMEHHOTO Mpuiarane Ha aguckupes ¢ pyposemun, AUC u C,,x Ha
bypo3emMus ce MOHMKABAT ChOTBETHO ¢ 28% 1 49%. [Topaau Ta3u npuvrHa ce MPEnophHIBa
npocleisBaHe Ha eeKTa py 3armouBaHe U PU KOPUTHpAHE Ha TepanusTa ¢ pypo3eMu, 3a aa ce
n30erHe Bh3MOXKHA HepallioHalTHa yIoTpeba B KIIMHIUYHY YCIOBUS Ha 00EMHO HAaTOBapBaHe.

Bapgapun: Edexture Ha anmuckupeH BbpXy (papMaKkOKHHETHKATa Ha Bap(aprH He ca OLCHSBaHU.

Bzaumoodeticmsus ¢ xpanu.: XpaHuTe ¢ BUCOKO ChIIbPXKaHNE HA Ma3HHHU 3HAYMTEITHO TOHMKABAT
abcopOIusaTa Ha ATUCKUPEH.

JlonpinauTEIHA HHQOPMAILHS 34 B3AUMOACHCTBIS HA XUAPOXJIOPOTHAZHI
IIpu eqHOBpEMEHHO TpHJIaraHe CIEAHNUTE JIEKAPCTBEHH MPOIYKTH OMXa MOTIIH Ja B3aNMOJEeHCTBaT ©
THA3UIHAUTE JUYPETHUITH:

Jlumuii: Tnasuaure HaMaIsIBaT ObOPEUHHS KIMPBHC HA JINTHSA, CIIEA0BATEIHO PUCKBT,OT JMTHEBA
TOKCHYHOCT C€ MOBHIIaBa IPH IIpUIIaraHe Ha Xuapoxiaoporuasu. He ce mpenopbyura
€THOBPEMEHHOTO TpHJIaraHe Ha JIUTUI U XHAPOXJIOPOTHA3UA. AKO KOMOMHAIMATA €€ OKa3Ba KpatHO
HEeo0X0/IMMa, ce IPEropbYBa BHUMATEIIHO MPOCIIE/IIBAaHE Ha CEPYMHUTE HUBA, A JIUTHUS 10 BpeMe Ha
eIHOBpPEMEHHaTa yrnoTpeoa;

Jlexapcmeenu npodykmu, koumo mozam 0a uHoyyupam torsades de pointes: llopanu pucka ot
XHUIOKAINEMHUS XUIPOXJIOPOTHA3NI TPSOBA J1a ce MpHiIara ¢ MOBUIIEHO BHUMaHHE C IPOIYKTH, KOUTO
MOTaT J1a MHAYIHpAT torsades de pointes, mo-criennanao antuapurmuiy Kirac [a u Kiac 111, kakTo u
HSKOW aHTUIICHXOTHIIH.

Jlexapcmeenu npooykmu, nOGAUABAWU CEPYMHOMO HURO HA Hampusi: XUTOHATPUEMUYHUSAT e(eKT Ha
JUYPETHLHUTE MOJKE J1a CE YCUIIM IIPU ChbBMECTHO IPHIIOKEHHUE C ONPEICTICHH JIEKaPCTBEHH MTPOAYKTH

KaTo aHTUCTIPECAHTH, AHTUIICUXOTHLIM, aHTHETIAICNITHYHN cpeacTBa u Ap. Heo0xoanmo e noBUmeHo
BHUMAaHUE IIPU ChbBMECTHO NMPHIOKCHHUE HA TE3M)JICKApCTBEHU IPOIYKTH.

Ipecopnu amunu (nanp. Hopadpenanuw;, adpenanun): XuapoxXJIopoTHa3ua MOXKeE Ja HaMalld OTTOBOPa
KBbM IIPECOPHU aMUHH KaTo HOpaapeHannH. KinHn4yHaTa 3Ha4MMOCT Ha TO3U €(eKT € HeoNpeeiIeHa 1
HE € I0CTaThyHa 33 NPEKPaTsABaHE 1A TAXHATa yIoTpeoa.

,ZZMZOKCMH umu ()pyeu OULUMAIUCOBU 2TIUKOZUOU: TI/I3,3I/I,Z[-I/IH,I[yLII/IpaHa XUIIOKAJIUEMUA NITU
XUIMOMArHEe3ueMust MOraT 1d €€ U3ABAT KAaTO HCKCIIAaHU pCaKIUU, YHGCHHBaﬁKH Ha4yaJIOTO Ha
AUTUTAIIUC-UHAYIHUPAHY, CEPACYHU ApUTMUU.

Bumamun D u kdayuesu conu: llpunaraneTo Ha THa3UIHU TAYPETHUIIH, BKIFOUHUTEITHO
XUAPOXIOPOTHAZM, C BATAMHUH D WITH ¢ KaJIIUEBU COJIM MOKeE Ja MTOTEHIIMPa MOKAYBAHETO Ha
CepyMHUS Kanui. ETHOBpEMEHHOTO NIPUIIOKEHHE C THA3UIHU AUYPETHIN MOXKeE J1a IOBEAE 10
XUMNEePKANIUEMHs TIPY MAIUEHTH MPEIPa3NOoI0KEH! KbM XUTIepKaIIreMus (Harp. mpu
XUNEPH2PaTUPEOUN3bM, 3JI0KaUYECTBEHH 3a00IIBaHNS WK BUTAMUH D-Meuupanu ChbCTOSHUS) Upe3
MOBMIIaBaHe HA TyOylTHAaTa KaJlueBa peadcopOrusi.

Anmuouabemnu gewjecmea (Hanp. UHCYIUH U NEPOPATHY aumuouabemuu cpedcmea). Tuasunnute
Morar Aa Hapyliat TJII0KO3HHA TojepaHc. Moje /1a ce HaJIOKM KOPUTHpaHe Ha JTO3UTE Ha
aHTUIMA0CTHUTE JIEKAPCTBEHH MPOJYKTH (BK. Touka 4.4). MeTdopmuH TpsOBa 1a ce mprema ¢
MOBHIIIEHO BHUMAHHUE MOPAAN PUCK OT JIAKTaTHA alli03a, MHAYLHPaHa OT Bb3MOXKHA (YHKIIMOHATHA
0bOpevHa HeJOCTAaTHYHOCT, CBBP3aHa C XUIPOXIOPOTHAZH/.

bema-6noxepu u ouazoxcud: EMHOBPEMEHHOTO MPIIIOKEHUE HA THA3UIHH JTUYPETULIN, BKIFOUUTEITHO
XUJAPOXJIOPOTHA3U, U OeTa-0I0Kepu MOXKe J1a TIOBUIITN PUCKA OT XUIEPTIINKeMus. TuasuaHure
JIUYPETHIIN, BKIIOYHTEITHO XUPOXIOPOTHA3H]], MOTAT JIa MIOBUINIAT XUMIEPTITMKEMUYHUS €PEKT HA
JINA30KCH/I.
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ﬂekapcmeeﬂu npodykmu, npujlaeanu 3a jle4eHue na nodaepa: Bb3MoXxHO € Ja CC€ HAJIOKU KOpUTHUPAHC
Ha 103aTa Ha YPUKO3YPHUIHUTEC JICKAPCTBCHU IPOAYKTH, TBi KaTO XUAPOXJIOPOTHUA3U MOKEC a
IMMOKa4Y1 HUBATA HAa CEPyMHATa MMKOYHA KHUCCJIMHA. Moxe ga e HCO6XO):[I/IMO Ja C€ YBCINYM N03aTa Ha
HpO6GHCHI/I)1 n CYJ'I(bI/IHHI/Ipa3OH. E}IHOBpCMeHHOTO npujiarane Ha TUa3uJHU JUYPCTUIIH,
BKJIFOUUTCIHO XUAPOXJIOPOTHA3SU, MOKE a MOBUIIIN YECTOTAaTa HAa PCAKIITUUTC Ha
CBPBXUYBCTBUTCIHOCT CIIPAMO AJIOITYPUHOJI.

Aumuxonunepeudnu cpedcmaa u Opyeu 1eKapcmeenu npoOYKmu, noius8aui CrmoMauHus
Momunumem.: BUOHATMYHOCTTAa HAa THA3UAHNUTE AUYPETHUIN MOXKE J]a C€ TTOBHIIHU OT
AHTUXOJMHEPTUIHUTE CpeIcTBa (HAIIP. aTPOIHH, OUTIEPHIICH ), BEPOATHO TOpaal HaMaJIIBaHE Ha
MOTIJINTETA Ha CTOMAIITHO-UYPEBHUS TPAKT M 3a0aBsHE HA BPEMETO 3a M3MPa3BaHe Ha CTOMAaxa.
O6patHO, 0OYaKBa ce MPOKHHETHYHUTE BEIIECTBA KATO MI3APIIH]I J]a MOTAaT Ja HAMAJIAT
OMOHANMYHOCTTA HAa THA3UAHNUTE THYPETHUIIH.

Amanmaoun: TuazugHUTE AUYPETUIHN, BKITFOUNTEITHO XUAPOXIOPOTHA3HI, MOTAT 1a IOBHUIAT PUCKA
OT HEXKETIaH! PEaKITUH, MPUINHEHN OT aMaHTaH.

Honoobmennu cmonu: AbGcopbuusTa Ha THA3UIHAUTE AUYPETHUIH, BKITFOUHUTEITHO, XUAPOXIOPOTHAZUI,
Ce HaMalsBa OT XOJIECTPUPAMUH WM XOJECTHIION. ToBa MOKe /a oBefe 10 CyOTepaneBTHIHI
edeKTr Ha THA3UIHUTE qUypeTuliy. [IprmaraHeTo Ha XUAPOXIOPOTHA3H VicHa HOHOOOMEHHUTE
CMOITH TIOOT/IEJTHO, TaKa Ye XUAPOXIOPOTHA3U] [Ia CE MprIiara moue 4 raca npean win 4-6 daca cnen
MIPUIIOKEHUETO Ha HOHOOOMEHHaTa cMoJIa, OM HaMalliiIo B3aUMOICHCTBHETO.

Lumomoxkcuunu cpedcmsa: THasuaHATE TNYPETHIH, BKIIOMMTEIHO XUIPOXIOPOTHA3HI, MOTAT 1a
HamaiAT ObOpeyHaTa eKCKpelus Ha MUTOTOKCUIHATE cpelicTra (Hamp. nukiodochamu/,
METOTpPEKCaT) M J1a IOTEHIUPAT TEXHUTE MUEIOCYTIPECUBHI e(peKTH.

Heodenonapusupawu ckeremuo-mycKyanu peaakcaimu. Tuazuante, BKIIOUATETHO
XUIPOXJIOPOTHA3U, TOTEHIHUPAT ACHCTBUETOHa CKEJIETHO-MYCKYJITHUTE PEJIAaKCAHTH, KaToO
MPOM3BOJAHUTE HA Kypape.

Anxoxon, bapobumypamu unu Hapromuyk: ENTHOBpEMEHHOTO NpHUilaraHe Ha THA3UAHUTE JUYPETHIIU C
BEIIIECTBA, KOMTO CHILIO0 MMAT NOHMK2BAIl KPbBHOTO HaAraHe eexr (Hamp. 4ype3 HaMmalisiBaHe Ha
AKTUBHOCTTA Ha [IEHTpaJHAaTa HEPBHA CHCTEMa WX AUPEKTHA Ba30JuiIaTalusl) MOKeE J1a OTEHIMpa
1osiIBaTa Ha OPTOCTATUYHA XUNOTOHUS.

Memunoona: ma OTACHTHU C"LO6I]_IGHI/IH 34 CJIy4ard Ha XEMOJIMTUYHA aHCMUS, Bb3HHUKHAJIA IIPU
CAHOBPEMCHHO IMPHWJIal'daHC Ha MCTUJIA0IIA U XUAPOXJIOPOTUA3HUI.

Hoonu KOoHmpacmhuu eewjecmed. B cnyqaﬁ Ha JUYPCTUK-UHAYLIUPpAaHa ACXUApaTallysd MMa ITOBUILICH

PHUCK OT OC€Tpa 6’L6p€‘lHa HEJOCTAaTBbYHOCT, 0Cco0€eHO TPy BUCOKH 03U Ha ﬁOZ[HPITe MIPOAYKTH.
HaLII/ICH'FI/ITe TpH6Ba Ja c€ pexuapaTtupar rnpeau npujiaraHeTo Ha ﬁOHHH KOHTPACTHH BCILICCTBA.
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4.6 @epTUIUTET, D)PEMEHHOCT U KbPMeHe

BpemenHocT
Hsama nannum 3a yrotpebara Ha amUCKUPEH MpH OpeMEHHH JKeHU. ATTUCKUPEH HE € TepaToreHeH Npu

TUTBXOBE W 3ai1H (BXK. Touka 5.3). JIpyru BemiecTBa, KOUTO AUpEKTHO Bh3aeicTBar Ha PAAC ca
CBBP3aHH ChC CEPUO3HU (heTamHn Man(opMay 1 HeOHaTalTHA CMBPT, KOTaTo Ce YIIOTPeOsBaT 110
BpeMe Ha BTOPHS U TPETHUSI TPUMECTHP. MiMa orpaHudeH onuT OTHOCHO yrotpebara Ha
XUJIPOXIOPOTHAZH]] TTO BpeMe Ha OPEMEHHOCT, 0COOCHO Mpe3 MbpBUs TpUMeECTHP. [IpoyuBanusTa Npn
JKUBOTHHM Ca HEJOCTATHYHHU.

XuApoxJIOpoTHA3UT IPEMIHABA TIpe3 IaneHTara. B3 ocHOBa Ha papMaKkoJIOrHYHHS MEXaHU3bM Ha
JIefiCTBUE HA XUJIPOXIIOPOTHAZHI, YIIOTpedaTa My Mpe3 BTOPHSI U TPETUSI TPUMECThP MOXKE J1a Hapyilu
¢eroranentapaara nepdy3us u a 1oBeAe 10 (heTarHd U HEOHATATHU €(PEeKTH KaTo KbITCHUTIA;
HapyIICHUS HA EJICKTPOJIUTHHS OATaHC ¥ TPOMOOIIUTOTICHHS.

XuApoxJIOpoTHA3UT HEe TPAOBaA J1a ce TpHUIara mpu OTOIH IO BpeMe Ha OPEMEHHOCT, MPH FECTAIIMOHHA
XUIEPTOHUS WITH MPH MIPEEKIAMITICH TOPaJn PUCKa OT HaMaJIBaHe Ha IIa3MEHUS 00EM U
IUIalieHTapHa xunonepgys3us, 6e3 1a UMa MoJ3H1 110 OTHOIIIEHUE Ha Kypca Ha 3a00nIBaHeTo.

XuApoxJIopoTHa3u He TPAOBa [a ce M3MOJI3Ba 3a JICUCHNUE Ha €CeHIMATHA-X HICPTOHUS MPH
OpeMeHHH, ¢ U3KIIOYCHHE HA PEJIKU CIIydau, B KOUTO HE MOXKe J1a ObJIe MPHFi0KESHO JAPYTro JCUCHUE.

He ca nposexxaanu criequuyH KIMHUYHYU IPOYYBaHUS C KOMOMHALMATA, IOPAIU Ta3y NPUYMHA
Sprimeo HCT He Tps0Ba 1a ce U3Io3Ba 1o BpeMe Ha IIbPBHs TPAMECTHP OT OpeMEHHOCTTA WU TIPH
JKEHH, KOUTO IUIAHUPAT Ja 3a0pEeMEHEAT U € IPOTHUBOIIOKA33H, II0 BPEME Ha BTOPUS U TPETHS
TpuMecThp (BX. Touka 4.3). [Ipu miaanpane Ha OpeMeHHOCT-¢ HE0OOXOUMO TTPEMUHABAHETO KM
NOJXOJAIIO aNTEPHATUBHO JieueHHe. AKO [0 BpeMe Ha JIEYCHUETO CE€ YCTAHOBH OPEMEHHOCT, IPHEMBT
Ha Sprimeo HCT tpsi6Ba fa ce mpexparu He3abaBHO,

Kbpmene
He e m3BecTHO manmy amuCKUpPEH ce eKCKpeTHpa B KbpMaTa. ATUCKUPEH Ce CEKPEeTHpa B MIISIKOTO Ha

JIaKTHpalll ILTbXOBE.

XPI,Z[pOXJ'IOpOTI/IaSI/IZ[ CC CKCKPECTHUPa.B/KbpMaTa B MAaJIKU KOJIMYCCTBA. BB Bucoku J03U TUAZHUAUTEC
MMPpEAN3BUKBAT UHTCH3UBHA AWYPE3a U MOIaT J1a IOTUCHAT o6pa3yBaHeT0 Ha KbpMara.

Sprimeo HCT ne ce npenopsusa o Bpeme Ha kbpMmeHe. Ako Sprimeo HCT ce npunara no Bpeme Ha
KbPMEHE, 031Te TPpAOGBa 1a ObAAT KOJIKOTO C€ MOXKE TO-HUCKHU.

4.7 EdexTu BHpXy cnnocoOHOCTTa 32 mogupane u padora ¢ MAIIMHA
He ca nporeixaanu npoyuBanus 3a epeKTuTe BEPXY CIIOCOOHOCTTA 3a mo(upaHe U paboTa ¢ MALIMHU.
Mauiko eeposarHo e Sprimeo HCT na nosnusiBa criocoOHOCTTa 3a modupane u paborta ¢ MaminHu. Bee

nax pv mogupane 1 padoTa ¢ MalIMHM TPSAOBA Aa ce UMa MpeBUA, Y€ 0 BpeMe Ha IpreMa Ha
AHTHXHUIIEPTEH3UBHHU JICKAPCTBEHH MTPOAYKTH MOHSKOTA MOXKE Ja CE MOSIBST 3aMasiHOCT WM yMOpa.
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4.8 Hexenanu jeKkapcTBeHH peaKuu

KomOuHaIus almucKupeH/XuapoxI0pOTHASHT

bezonacHoctra Ha Sprimeo HCT e u3cneasana B 9 kiuHWYHA W3nATBaHuS ¢ Hax 3 900 manueHTy,
BKtouBammm Haj 700 manueHTH, JeKyBaHH 3a TieproA Haj 6 Mecena u Han 190 manueHTw, IeKyBaHU
3a mepuoj Haj 1 rogunaa. YectoTraTa Ha HeXEIIAaHHUTE JICKAPCTBECHH PEaKIIUK HE IMMOKa3Ba BPh3Ka C IO,
BB3pacT, MHACKC Ha TEJIECHA Maca, paca WX eTHHYeCKa mpuHamieKHocT. Jleuernero ¢ Sprimeo HCT,
mpu no3u 10 300 mg/25 mg Boau 10 00IIa YecToTa Ha HeXKEITaHUTE JIEKAPCTBEHH PEaKIuy MOI00Ha
Ha Tasu npH mianedo. HexxenanuTe peakiyy KaTo [suIo ca JISKH U MPEXOHH 10 XapaKTep U caMo B
pElKH ClTydad Hallarat MpeycTaHOBsIBaHe Ha JiedueHueTo. Haii-uectara HexxenaHa JekapcTBeHa
peaknus, HabrogaBana mpu Sprimeo HCT e nuapust. Hexenmanure 1ekapCcTBEHN PeakIny ChOOIEHI
MTO-paHo MPH HAKOS OT cheTaBKUTe Ha Sprimeo HCT (ammckupeH u XuapoxXIopoTHA3HT) B H30POSHU B
CHOTBETHHS Maparpad Ha CbOTBETHHS KOMITOHEHT, MOTaT Ja Bb3HUKHAT 1 1ipu Sprimeo HCT.

UYecroraTa Ha M30POCHUTE MO-A0JTY HEXKETaH! JIEKAPCTBEHH PEAKIIUHU CE OIPEe/Ielis Upe3 B3moli3BaHe
Ha CJIeTHaTa KOHBEHIH: MHOTO YecTH (> 1/10); wectn (> 1/100 mo < 1/10); mevectn (> 1/ 000 no
< 1/100); penxu (= 1/10 000 mo < 1/1 000); muOTO peakn (< 1/10 000) u ¢ Hen3BeCTHA YecToTa (OT
HAJIMYHUTE JaHHU HE MOXe Ja ObJic HanpaBeHa oneHka). [Ipu Besiko rpynmupaHe & $aBUCHMOCT OT
YeCcTOTaTa, HEXKEIAHUTE JICKAPCTBEHH PEAKIIMU ce U30POSBAT B HU3XOAAI] pell HO:OTHOIICHUE Ha
TSAXHATA CEPUO3HOCT.

CTroMalHO-4YpeBHH HapylleHusl
Yectu: Huapus

Juapus: [{napusta e 1030-3aBUCHMA HEXKEJIaHa JICKapCTBEHapeakis Ha anuckuped. [Ipu
KOHTPOJIMPAHU KIMHUYHYU U3MIMTBAHUS YECTOTAaTa HAa AUAPMsiTA IPU NALIMEHTHUTE, JIEKYBaHH ¢ Sprimeo
HCT e 1,3% B cpaBuenue ¢ 1,4% 3a anuckuped uinn 1,9% 3a nmarueHTnre, JIeKyBaHH C
XUIPOXJIOPOTHAZHL.

Cepymen kanuii: B romsiMo rurarie60 KOHTPOIHPAHO KIMHUYHO U3IUTBAHE TPOTHBOIIOIO0KHHUTE
edextu Ha amuckuped (150 mg wm 300 mg) u xunpoxmoporuazux (12,5 mg unm 25 mg) BEpXyY
CepYMHUS KaJMii IPHOJIM3UTEITHO ce HasllaHCHpaT B3aMMHO IIPU MHOTO OT nmanuenture. [Ipu npyru
NalMeHTH JOMHUHHpPA eANHUAT WK 1pyrist edekt. [Ipu prckoBHUTe MaMeHTH € He0OXO0IMMO
HEPHOINYHO, Ha OTIPEECIICHN HHTESPRAJIH, Jla C€ M3CIIEABAT HUBATA HA CEPyMHHS KaJIUi, 32
YCTaHOBSIBaHE Ha MOSBA HA BH3MOXKEH EJIEKTPOJIUTEH AucOananc (BK. Touku 4.4 u 4.5).

JlonsiiHUTEIHA HHQOPMALKS 3a BCIKA OT OTJIEJTHUTE ChCTABKHU
Hpyru HexxenaHu peaxiiui, ChOOIIEHH 3a BCSIKA OT OTACITHUTE ChCTABKHU, MOTAT JIa C€ TPOSBST IMPU
Sprimeo HCT, nopi ¥ jia He ca HaOIIOaBaHU B X0/1a HA KIIMHUYHUTE TIPOYYBAHHUS.

Anuckupen
Jledenuero cramuckupes, ipu go3u 10 300 mg Boau A0 00IIIa YecToTa Ha HeXKETaHUTE PeaKIIiu

1'[0):[061—121 HA Ta3u Ipnu rmaue6o. Hexenanure PCaKIMH KaTo ISUI0 Ca JICKU U IPCXOJHU 10 XAPAKTEP U
CaMo B.PCIKHU CJIyYau Hajlarat npeyCraHOBABAHC Ha JICHCHUCTO. Haii-yecrara Hexxenana JICKapCTBCHA
peaknua € fuapus.
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W3BecTute npu npuiiaraHe Ha aTMCKUPEH HEKEIaHH JIEKAPCTBEHU PEAKIHH Ca TIPEICTABEHH B
TabnuIara mo-10Jy, KaTo € U3I0JI3BaHa ChIlaTa KOHBEHIINS, KAKTO TIPH ONMMUCBAHETO UM BbB
¢bukcupaHaTa KOMOMHAITHS.

Hapymenust Ha HepBHATa cucTeMa
Yectn: 3amastHOCT
Cba0BH HApYIIEHHS
Heuectu: XUnoToHUs
CToMalIHO-4YPEeBHHM HAPYLIEHHUS
Yecru: Huapust
Hapyumennst Ha MMyHHAaTa cucTeMa
Penku Peakuny Ha CBpbXYyBCTBUTEIHOCT
Hapyumienust Ha K0KaTa U MOAKOKHATA ThbKaH
Heuectn: OO6puB, TeXKHN KOKHH Hexxenanu peakuu (TKHP), BKItounTetHO
ToKcH4Ha enuaepmanta Hekponmsa (TEH) u peaknnu Ha yeiHara
JUTaBHIIA
Penku: AHruoenem
Hapyumiennst Ha MyCKYJHO-CKeJIETHATA CHCTEMA U CheANHUTEIHATA ThKaH
Yectu: ApTtpanrus
Hapymienusi Ha O0bOpenuTe U NMKOYHUTE MbTUIIA
Heugecrn: OcTtpa 6b0peyHa HEOCTATHUHOCT, OBOPEIHO yBpEXKIaHE
OO0 HapymeHus 1 epeKTH HAa MSICTOTO HA MPHJIOKeHHe
Heuecru: [lepudepuu otorn
HN3cnenpanus
Yectu: XunepkanueMmus
Penxu: HamansBane Ha xeMOTr100uE4;"-HamMalsiBaHe Ha XeMaTOKPUTA
Penku: [loBunIaBaHe HA CEPYMHUSI KPEATUHUH

ITo BpeMe Ha JIEYCHUETO C ANUCKUPEH ca HaOII0/AARAaHH [0sBa HA AHTHOEEM U PEaKLH Ha
CBPBXUYBCTBUTEIHOCT. B X012 Ha KOHTPONUPai KIMHUYHN IPOYYBaHUs, AaHTUOEIEM U PeaKkuy Ha
CBPBXUYBCTBUTEIHOCT Bb3HUKBAT PAJKO [IPH TEPaNusi C ATUCKUPEH C YECTOTa, CPaBHUMA C Ta3H MIPU
JIeYeHHE C I1a1ed0 UIH ChC CPABHUTEIHHUTE JICKAPCTBEHH NPOIYKTH.

ITo Bpeme Ha TOCTMAPKETHHIOBHUS OIMT CHIII0 MMa CHOOLICHUS 3a CIIy4ad Ha aHTMOE/IEM HIIH 32
CHMIITOMH, ITPEATIOJIaraiii HaTMIieTO Ha aHTHOoeAeM (OTOK Ha JIMLETO, YCTHUTE, I'bPIOTO W/WIN
e3uka). [Ipu yacT OT manuMeHTUTe ChIECTBYBA aHAMHE3a 32 Pa3BUTHE HA aHTHOEIEM WU Ha
CHMIITOMH, IIPEATIOaraiy HaTMYueTo Ha aHTHOEAEM, JTbJDKAIH CE B YacT OT CIIyYauTe Ha
yrorpebara Ha JpyruJieKapcTBa, CIOCOOHH J1a MPEAN3BUKAT MOSBAaTa HA AaHTHOEAEM, BKIFOUUTEITHO
naxubutopu Ha PAAC(ACE unxuburopu unu APB).

ITo BpEMC Ha NOCTMAPKETUHTOBUA OIIMUT CHUIO0 MMa CT)O6HI€HI/I$I 3a CJIydau Ha p€aKlMu Ha
CBPBXYYBCTBHTCIHOCT.

ITpr1i09Ba Ha HIKAKBY IPU3HALM, NPEATOJIATalIH PEaKUrs Ha CBPBXUYBCTBUTEIHOCT/aHTHOeAeM (TI0-
CIICHUAJIHO 3aTPyIHEHO JUIIAaHEe WK Nperiblliane, OOpuB, ChpOEK, ypTUKApHUs WU NTOLyBaHE HA
JLETO, KpaWHULINTE, OYUTE, YCTHUTE W/WIIN €3HKa, 3aMasiHOCT), IALIEHTUTE TPSOBa 1a NPEyCTaHOBAT
TepanuaTa 1 Jia ce CBBPIKAT ¢ Jiekap (BX. Touka 4.4).

HpI/I MOCTMApPKCTUHI'OBUS OITUT CC C"bO6IJ.IaBa 3a apTpaarus. B Hsxon CJIydau apTpajrusra ce
MMposABABa KATO 4aCT OT p€aKl v Ha CBPbXYYBCTBUTCIIHOCT.

Xemoenodoun u xemamoxpum: HabnronaBaHo € JeKO0 MOHIMKaBaHE HA CTOMHOCTHTE HA XEMOTJIO0MHA U
XeMaToKpuTa (CpeaHo moHmwkaBaHe oT npuodausutenHo 0,05 mmol/l u ceoTBeTHO 0,16 00EMHU
nporeHTa). HuTo enquH manueHT He mpeKpaTsABa JICUSHUETO Mopau anemus. To3u eekr ce
HaOJI0/1aBa M TIPH IPYTH CPENICTBA ACHCTBAIIN HA CHCTEMaTa peHUH-aHTHOTeH3MH, kato ACE
naxubutopu u APB.
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Cepymen xanuii: HabmogaBaHo € IOBHIIIaBaHEe Ha HUBOTO HA CEPYMHHMSI KaJIUi MPU aJIMCKUPEH, KOETO
MOJKe Aa 0b/ie TO-CHITHO U3Pa3eHO MPH €THOBPEMEHHO MPUIIOKEHHE C IPYTH CPEACTBA,
Be3aeiicTBamy BepXy PAAC mm HCIIBC. B croTBeTCTBHE ChC CTaHIApPTHATA MEIUITMHCKA
MPaKTHKA, aKO €THOBPEMEHHOTO MPUIIOKEHHE CE CUMTA 32 HEOOXOIMMO, CE€ TPENOPhUBa IEPUOAUIHO
n3cienBane Ha ObOpedHarta GyHKIHSI, BKIFOUUTEITHO CEPYMHHUTE EIeKTPOIMTH. EqHOBpEeMEHHOTO
npuiIoxeHue Ha anmuckuper ¢ APB mim ACE HHXHOUTOPH € MPOTHBOTIOKA3HO MPH MAIUSHTUTE CHC
3axapeH auabeT i manmenTy ¢ 6s0peuno yepexaane (GFR < 60 ml/min/1,73 m®) u He ce npenopbusa
TIpH JpyTH NarnueHTy (BX. Touku 4.3, 4.4 u 5.1).

ITo BpeMe Ha MOCTMAapPKETHHTOBUS OITUT MMa CHOOIICHNS 3a Ciydan Ha 0b0pedHa auchyHKIusS 1
ocTpa 0bOpeyHa HETOCTATHYHOCT IPHU PUCKOBHU TMAITHEHTH (BXK. Touka 4.4). Cho0IaBa ce ChIINo Taka
3a cJIydad Ha MosiBa Ha rnepudepHu OTOIH, MOBHUINABAHE HA CEPYMHUS KPEATHHUH, TEKKH KOKHU
Hexenanu peaknun (TKHP), BkarounTenno TokcnyHa enmaepManaa Hekpoiausa (TEH) n peaknuy Ha
yCTHATA JINTaBHIIA.

Xuopoxniopomuazuo

XuAPOXJIOPOTHA3HU] € IIHMPOKO U3MHUCBAH B IPOABIDKCHHE HA MHOTO TOMHH, YECTU B TI0-BUCOKH 03U
ot ceabpkamuTe ce B Sprimeo HCT. Crnenpamure HexeTaHu PeakIiy ca ChOOIIEHN IPH MAIMEHTH,
JIeKyBaHH C THA3UIHU AUYPETULH, IPUIAraHd CAMOCTOSITEIHO, BKIIOUUTEIHO XUAPOXIOPOTHAZUA:

Hapymenusi Ha KpbBTa U JUM@HATA cCTeMa
Penxn: TpomOoIuTONIEHNS, TOHIKOTA C ITypiTypa
MHoro peaku: ArpaHynonuTo3a, HIOTUCKAHE HA KOCTHUS MO3bK, XeMOJIIMTHYHA
aHEeMUsl, JICBKOTICHUS
C HeusBecTHa AnnactuyHa aHeMUs
YecToTa:
Hapymenuss Ha UMYHHATa cucTeMa
MHoro peaku: CBpPBXYYBCTBUTEIHOCT
Hapymenusi Ha MeTa00JIM3MA U XPaHEHETO
MtHoro uectu: Xunokaiuemust
Yectn: Xunepypuremus, XAIoMarHe3ueMusi, XUIOHATPUEMHUS
Penxu: XunepkanuueMusi, XunepriuKkeMus, BIOIaBaHe Ha quadeTa
MHoro peaku: XumoxjiopeMuyHa akano3a
IMcuxuyHu HapyLIeHUS
Penxu: Jénpecusi, HapyILIEeHUS Ha CHHS
Hapymenusi Ha HepBHATA cUcTeMa
Penxu: 3aMasHOCT, I71aBO0OIHE, TAPECTE3UH
Hapyumenus Ha ouuie
Penxu: 3pUTENHO yBpEkKIaHe
C Hen3recTHA OcTpa 3aKkpUTOBI'bIHA INIAYKOMa
geeroTa:
Chbppeubn HapyIIeHusl
Penku: Cepneynn apuTMun
Cr10BHM HApYLICHUS
Yectu: OpTocTaThyHa XUIIOTOHUS
PecniMpaTopHy, IPLAHU M MeIMACTHHATHA HAPYIICHHUS
MHoro penxu: Pecnimparopen guctpec (BKIIOUYUTETHO THEBMOHUT U 0enoapobeH
OTOK)
CToMaIIHO-4YpeBHHM HAPYLICHHUS
Yectu: IloHMKeH aneTuT, JeKo rajieHe U MOBpbIIaHe
Penxu: CromanieH nuckoM@oprt, 3amek, Auapus
MHoro peaku: [Tankpeatur
XenaToOnJauapHu HapyIIeHUsI
Penxu: HHTpaxenaraiHa xojecTasa, KbJITCHULA
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Hapymemm Ha KOXKaTa M MOJAKO0KHATA TbKAH

Yecru: VYpTukapus u Ipyrd BUIOBE 00pUB
Penku: Peakmim Ha GOTOTYBCTBUTETHOCT
MHoro peaku: Peaknun, HanmonoOsBaIIy KOKEH JIyILyC €pUTEMATOAEC, PEaKTUBUPAHE

Ha KOXCH JIYITYC EPUTEMATOJIEC, HEKPOTH3HMPAII| BACKYJIUT U TOKCUYHA
enuiepMaiHa HEKPOJIH3a

C HemsBecTHA Epurema myntudopme
4ecToTa:
Hapymenust Ha MyCKYJIHO-CKeJIETHATA CHCTEMA U CheNHUTEHATA ThKaH
C HemsBecTHa MycKymHH cria3Mu
4ecToTa:
Hapymenns Ha 0b0pennTe M MUKOYHUTE MHTHIIA
C HemsBecTHA br6peuna nuchynknms, octpa Ob0pedTHa HETOCTATHYHOCT
4ecToTa:
Hapymenusi Ha Bb3NPOU3BOJUTETHATA CCTEMA U IbpaTa
Yectu: NMnoTteHTHOCT
OO0 HapymeHus 1 epeKTH HAa MSICTOTA HA MPHJIOKeHHe
C HeusBecTHa AcTeHus1, MUPEKCHsI
4ecToTa:
HN3cnenpanus
MHoro yecTu: [loBumaBaHe Ha XoJecTepoia U TPUTITHIGPUINTE
Penku: I'roko3ypus

4.9 Ilpeposupane

Hsama uadopMmarys mo oTHOIIEHHE Ha JIedeHneTo npu-npenosupane ¢ Sprimeo HCT. Haii-BepositHata
IposiBa Ha Mpero3upaHe Ou Ouia XUIIOTOHMS, CBbP3akia C aHTUXUIIEPTEH3UBHUS €(EeKT Ha aIUCKUPEH.

[Ipeno3upaHeTo ¢ XUAPOXIOPOTHAU € CBBP32HO ChC 3ary0a Ha eNeKTPOIUTH (XUIOKaIHEMUs],
XHUIIOXJIOPEMUSL, XUIIOHATPUEMHUS) U ACXUpaTalys B pe3yaTaT Ha eKcliecuBHaTa quypesa. Haii-
YecTUTE MPU3HALM U CHMITOMH Ha MIPEAO3UPaHE ca raJilcHe U ChbHJIMBOCT. XUIOKAIMEMUATa MOXKE J1a
Npeau3BUKa MYCKYJIHHU CIIa3MHU W/WIMW3pa3eHa chpledHa apuTMUsl, CBbp3aHa ¢ €IHOBPEMEHHATA
ynoTpeba Ha AUTUTAIMCOBH TIIUKO3MLU WM OTIPENIeJIeHN aHTHAPUTMHUYHH JIEKapCTBEHHU cpencTsa. B
cilydail Ha CHMOTOMAaTHYHA XUIIOTOHUS TPsiOBa J1a ce 3alo4yHe NOAbpPIKAIIO JEUEHHE.

[Ipu mpoyuBaHe npy MaNBEHTH ¢ KpaeH ctaauii Ha 0p0peuHo 3abonsaBane (KCB3), mpoBexpamu
XEeMOANANN3a, THATNZHIST KIUPBHHC Ha IMCKUPEH € HUCHK (< 2% OT mepopaiHus KIMPBHC).
CrnenoBaresHo, AWAIN3aTa HE € MOAXOAAIIA 32 JISYEHUE Ha MPelo3upaHe Ha aJuCKHUPEH.

5. ®APMAKOJOIMYHU CBOVCTBA
5.1 « ®apmakoaMHAMUYHM CBOICTBA

QapmakoTepaneBTH4Ha rpyna: MHXxuOutop Ha peHHHa (aTMCKUPEH) B KOMOMHALMS C INYPETUK
(xunpoxnoporuasun), ATC xox: CO9XAS52

Sprimeo HCT KOM6I/IHI/Ipa ABC aHTUXUIICPTCH3UBHU BCIICCTBA 3d KOHTPOJI HAa ApTCPUATTHOTO HAJISATAaHE
IIpU MauCHTHU C €CCHIIMAJIHA XUIICPTOHUA: AJIMCKUPCH, NPHUHAJICIKAIIl KbM KJIaCa Ha JUPCKTHUTEC
PCHUHOBHU I/IHXI/I6I/ITOpI/I U XUAPOXJIOPOTUA3U /[, IIPUHALJICIKAIL KbM KJIaCa Ha TUA3UAHUTC NUYPCTULI.
KOM6I/IH3.LII/I$IT3 OT ABCTC BCHICCTBA, UPEC3 AOIIbJIBAIL CC MCXAaHU3bM Ha ,I[eﬁCTBI/IC, ocurypsBa
AJIUTUBCH aHTUXUIICPTCH3UBCH e(l)eKT, IMOHM>KaBalKu APTCPUATHOTO HAJIATAHE B IIO-T'OJIIMa CTCIICH,
OTKOJIKOTO IMPU CaMOCTOSATCIIHO IMpWjIarane OTACIIHUTC CbCTAaBKU.
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AnvckupeH
ATVCKHPEH € IEPOPATHO aKTUBEH, HETICTITHICH, MOIIIEH M CEJICKTUBEH AUPEKTCH HHXUOUTOP Ha

YOBCUIKHWA PCHUH.

Upe3 naxubupaHe Ha CH3UMa PEHUH, anuckupeH naxuonpa PAAC Ha MICTOTO Ha aKTUBHPAHE, KaTO
OJIOKKpa MPEBPBIIAHETO HA AHTHOTEH3WHOTCH B aHTMOTCH3HH | ¥ MOHMKaBa HUBATA HA AHTHOTCH3HH |
u aaruotensuH ll. JlokaTo apyrute nexapctsa, konto naxuoupat PAAC (naxubutopu Ha
anruoTeH3nH-KoHBepTHpamus ea3uM (ACE naxubnuropn) n anrroreHsuH Il perentopan 6i1okepu
(APB)) mpenu3BHUKBaT KOMIIEHCATOPHO IMOKaYBaHE Ha IIa3MEHAaTa peHuHOBa akTUBHOCT (ITPA),
JIEYEHUETO C amucKupeH nmormkasa [IPA npu manmenTn ¢ xuneptonus ¢ npubmmsutenHo 50 go 80%.
[Momo6HO TIOHIKaBaHE € YCTAHOBEHO MPU KOMOHMHUPAHE HA AIMCKUPEH C APYTH aHTHXHUIICPTCH3UBHH
cpenctBa. Kimnanunure mocnenacteus ot epexture Bbpxy [IPA He ca W3BECTHH 10 MOMCHTA.

[Ipu manmueHTH ¢ XUIIEPTOHUS, IPIJIATAHETO Ha AMMUCKUPEH BeIHHXK THEBHO B 031 OT 150 mg n

300 mg BoaM A0 T0303aBUCUMO TTOHIKABAaHE, KAKTO HA CHCTOIHOTO, TaKa U Ha TUACTOIHOTO
apTepHUaTHO HAJIATaHE, KOSTO Ce 3aIma3Ba Ipe3 Iems 24-49acoB 1030B HHTEPBAI (3ama3Banki
OyraronpusTHASA CH €PEeKT B paHHHUTE CYTPEIIHU YaCOBE) ChC CPETHO CHOTHOIICHNE Ha NIMKOBAaTa KbM
Hall-HHCKaTa MjIa3MeHa KOHLIEHTpauus MpH JUAacTOIHO moBiusBane 10 98% 3a gozara ot 300 mg. 85
10 90% ot MakcuManHus e(peKT Ha TOHMKaBaHe Ha apTEPHATHOTO HaJsTaHe Ce HA0IIro1aBa ciey

2 cenqmunn. EQexThT Ha TOHMKaBaHE HA apTEPUATHOTO HAJSITAHE CE 3aIa3BaIio BpeMe Ha
MPOABIDKUTETHO JieueHue (12 Mecela) 1 He 3aBHCH OT Bh3pacTTa, IMoja fHAeKca Ha TelleCHa Maca U
€THUYECKAaTa TPUHAIIEKHOCT.

ChIecTByBaT NpOyYBaHUS 32 KOMOWHHPAHO JICUEHHE C AIMCKUPEH NPHOaBEH KbM TUYypETHKA
XHIPOXJIOPOTHA3U, KAJTINEBHS aHTATOHUCT aMIIOJIONMH U HeTa-0JI0Kkepa areHonon. Tesn
KOMOWHAIWH ca epUKacHA U T0Ope ToIepupaHHu.

EdukacHoctTa 11 6€301aCHOCTTa Ha AIMCKUPEH-0a3upata Tepanus ca CPaBHCHU C Te3H Ha paMUIIPHII-
Oa3upana Tepanus B X0Jla Ha 9-MeceuHo HeMHPEPUOpHO MpoyuBane npu 901 manueHTH B cTapuecka
BB3pacT (=65 roauHN) C eceHIIMalHa CUCTONH xunepToHus. Anuckuper 150 mg win 300 mg aHeBHO
U pamunpuin 5 mg unu 10 mg AHEBHO ca IpuIaraHy B IPOoAbDKEHNE Ha 36 ceIMHIIM C BH3MOKHOCT
3a 100aBsiHE KBbM TepanusiTa Ha xuapoxdioporuasun (12,5 mg unu 25 mg) va 12-ta ceamuua u
amyonumuH (5 mg unu 10 mg) Ha 22*pa‘cenmuria. [1o Bpeme Ha 12 cenMuIHUS IEPHOT
MOHOTEpAITUSATA C AIMCKUPEH MOHKX:Ba CHCTOIHOTO/IMACTOIHOTO apTEPHATHO HaJSITaHE C

14,0/5,1 mmHg cripssMo MOCTUTHATOTO ¢ paMUIpuII oHMWkeHue ot 11,6/3,6 mmHg, choTBeTBamo Ha
TOBA, Y€ aATUCKUPEH € He MO-Maliko e()MKaCeH OT PaMUTIPHII TIPH H30paHUTE 03U U pa3linKaTa MpH
CHCTOJIHOTO U TPU AMACTOJIHOTO HAJSITaHE € CTaTUCTHUYECKU 3HaunMa. [loHocuMocCTTa € cpaBHHMA B
JIBETE TePANleBTUYHU PaMCHa, HE3aBUCHMO Y€ 3a KalllTUIla ce ChoOIaBa IMo-4ecTo Mpy cXemara ¢
paMHuIpuII, OTKOJIKOTO'C anuckupen (14,2% cnpsimo 4,4%), nokato quapusra e Ouiia mo-4ecra npH
cxemara C alluCKUPeH, OTKOJIKOTO ¢ paMuripui (6,6% crpsmo 5,0%).

B 8-ceammuurio mpoyuBaHe npu 754 mapeHTy ¢ XUNepTOHNA B CTapyecka Bb3pacT (=605 ronuHun) u
MHOT0_BE3pacTHH narueHTu (30% >75 roannn), NpuIIoKEHNETO Ha aTMCKHUPEH B JIO3H OT 75 mg,
150.mg 1 300 mg nmokaszBa CTaTUCTUYECKH 3HAUMMO HaMaJlsIBaHE Ha apTEPUATHOTO HaJsraHe (KakTo
Hd CHCTOJIHOTO, TaKa U Ha IMACTOJIHOTO HajsraHe) crpsamo ruianebo. [lpu yBenudaBane Ha 1o3aTta
ajmckupeH Ha 300 mg He ce HaOJI0/1aBa AOMIBJIHUTENIHO MMOHIKaBaHe Ha apTepHUAIHOTO HasTaHe
cipsiMo mo3ara ot 150 mg. U Tpute 103M ce moHacAT J00pe, KaKTO OT MAIMEHTHUTE B CTapdecKa
BB3pACT, Taka M OT MHOTO Bb3PACTHUTE MAIlUEHTH.

IIpu nanueHTH, IEKyBaHU MIPU KOHTPOJIMPAHU KIMHUYHU NPOYYBAaHUA HAMA IOKA3aTENCTBA 3a
XUTNOTOHHUS TIPU NIPHUJIAaTaHe Ha IThpBaTa J03a, KaKTo U 3a ePeKT BbpXy uecToraTa Ha mynca. [Ipu
CIIMpaHe Ha JIEYEHUETO, apTepUaTHOTO HANISTaHe C€ Bh3BPhIIA OCTEIICHHO 10 U3XOJHUTE CTOMHOCTH
3a MEePHOJ] OT HIKOJKO CEIMHUITN, KaTO HsIMa JJOKa3aTelICTBA 3a pebayH ] epeKT nmpu apTepruaHOTO
Hansarane u [TPA.
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B 36-ceamuuno npoyuBane npu 820 manueHTy ¢ UICXeMUYHA JIeBOKaMepHa JUCc(yHKIHSA, HE ce
HaJII0/1aBaT MOJ3U M0 OTHOIIEHUE Ha KAMEPHOTO PEMOJIENIMPAHE, OLIEHEHO Ype3 KpaHHUs CUCTOJIEH
o0eM Ha JisiBaTa KaMepa, pH JICUYCHHE C aTUCKUPEH CIPSAMO Tane6o, 100aBeHo KbM (OHOBaTa
Tepanusl.

OOmusT Opoii Ha CITydanTe Ha ChPACYHO-CHI0BA CMBPT, XOCIMTAIU3AIMS TOPAJN ChpAeUHA
HEOCTATHYHOCT, IOBTOPESH UH(APKT, MHCYJIT M BHE3AITHA CMBPT C OIKT 3a PECYCIMTAIIHS, Ca CXOIHU
B JIUCKUPEH U Tu1arie6o rpynaTta. BeIpeku ToBa, IpH MAIMEHTUTE, TTOTyYaBally aTHCKUPEH HMa
3HAYMMO TO-BHCOKA YECTOTA Ha XUITEPKATHEMUS, XUITOTOHMS U ObOpeyuHa AUCHYHKIIHS CIIPSIMO
iane0o rpymnara.

AJHCKHPEH € OIICHEH 3a MOJI3H M0 OTHOILIEHHE Ha ChpACYHO-ChAOBATa cUcTeMa u/unn 6s0penure, B
JBOWHO CIIATIO, TIAe00 KOHTPOIMPAHO, PAHAOMHU3HPAHO U3NUTBaHe pu § 606 malueHTH che
3axapeH AuadeT THI 2 U XpOHUYHA ObOpevHa HeJOCTATHUYHOCT (JOKa3aHa upe3 MPOTCHHYPHS W/l
GFR < 60 ml/min/1,73 mz), ChC WK 03 ChPJCYHO-CHA0BO 3a0osiBane. [Ipu moBeueTo NalMeHTH,
apTEepUaNHOTO HAJATaHE € JOOpe KOHTPOJIMPaHO B U3X0IHATa TouKa. [IbpBHUHAaTa KpaiiHa-TouKa e
CBbCTaBEHA OT CHPACYHO-CHJIOBH U U OBOPEUHH YCIOKHEHUSI.

B ToBa npoyuBane, anuckuper 300 mg e cpaBHeH ¢ mianebo, npu no0aBsHe KM CTaHAapTHATA
Tepanusl, BKJIIOYBaIlla WK HHXHOUTOP Ha aHTHOTEH3UH KOHBEPTHPALLUS SHAHM MM aHTHOTECH3UH
peuenTopeH 61o0kep. [IpoyuBaHeTo € mpeKpaTeHo MPekAEBPEMEHHO, Thil KaTO PU YIaCTHHILIUTE He
ca HaOJI0aBaHy MOJI3U OT MpHUJIaraHeTo Ha anuckuped. [IpeaBapurerinTe pe3yiaTaTH MoKa3Bart
Koe(UIIMEHT Ha PHUCK 3a MbpPBUYHA KpaiiHa Touka ot 1,09, B mon3a‘aa mnanebo (95% Josepurenexn
untepsai: 0,97, 1,22, 2-crpanen p=0,17). OcBeH TOBa, ¢ HaOJIK/iaBaHa MOBUIIICHA YECTOTA Ha
CEpUO3HU HEXKeNIaH! ChOUTHS NIPU aTUCKUPEH, CIpsMo Tiane0o, Ha 0b0peunu ycnoxxueHus (4,7%
cipsimo 3,3%), Ha xunepkanuemus (36,9% cnpsmo 27,1%), wa xunoronus (18,4% crpsmo 14,6%) u
Ha uHCyNT (2,7% cupsimo 2,0%). [loBumienata yectora Ha He-(haTaTHU CITy4ad HA HHCYJT € TO-CUITHO
W3pa3eHo MU NalueHTUTe ¢ ObOpedHa HEAOCTAThUHUECT .

XHUIPOXIOPOTHAZH

MsicToTO Ha AEHCTBHE HA THA3UIHUTE AUYPeTHULH € TJIaBHO B JUCTAIHUTE W3BUTH KaHAITIETa Ha
O0v0Openmte. JlokazaHo e, 4e B ObOpeyHata KOpa ChIIeCTBYBa PEIENTOpP C BUCOK aQUHHUTET, KOUTO
NPEACTaBIsIBa OCHOBHOTO MACTO Ha CRbP3BaHE 3a JEHCTBUETO HA THA3UIAHNUTE JUYPETHIIN U
uHXUOUpaHeTo Ha TpaHcnopTta Ha(NaCl B aucTanHuTe U3BUTH KaHamvyera. HaunHbT Ha AelicTBUe Ha
THA3UIHUTE AUYPETHULH € upe3 nHxnOupane Ha Na+Cl- cumnoprepa, upe3 koHKypupane 3a Cl-
MSICTOTO, KaTO 10 TO3M HAYMH [IOBIHMsIBA MEXaHU3MHTE 3a peadCcopOIHsl Ha eJEeKTPOIUTH: AUPEKTHO
Yype3 NOKaYBaHE HAa EKCKPeLUnsATa Ha HATPUH U XJIOp B NPUOJIU3UTEIHO €JHAKBA CTEIEH, U HHIUPEKTHO
Yype3 TOBA INYPETUYHG ACUCTBHUE, IOHIKABANKY IJIa3MEHUs 00eM C MOCIe[BaIlO [TOBUIIABAHE HA
IUTa3MEeHaTa PEeHNHOBA 4KTUBHOCT, CEKPELUsITa Ha alIOCTEPOH U 3ary0a Ha KaJlui ¢ ypuHaTa, u
MOHM)KaBaHe Ha CEPYMHHUS KaIui.

AJTUCKUPEeH/XMAPOXIOPOTHAZUL
Han 3 900 marmentu ¢ xunepronwus mosrydasat Sprimeo HCT enmHOKpaTHO THEBHO B KIIMHUYHU
MPOYUYR2HUS.

[Tpu marmenTn ¢ xunepToHus nputoxkenneTo Ha Sprimeo HCT BenHBk qHEBHO BOAU 10
J10303aBUCHMO TIOHMKaBaHe, KAKTO Ha CUCTOJTHOTO, TaKa M Ha JUACTOJIHOTO apTEePHUAaTHO HalIATaHe,
KOETO Ce 3ama3Ba npe3 neiust 24-4acoB HHTEPBAJI Ha MpUIaraHe. AHTUXUTIEPTEH3UBHUAT €(EKT €
Hal-CHUITHO TIPOSIBEH TMPE3 IbpPBaTa CEIMUIIA KAaTO MAaKCUMATHUAT €PeKT OOMKHOBEHO Ce Ha0JII0/1aBa B
pamkute Ha 4 cenqmuin. EQexThT Ha NOHMKaBaHe HA apTEPHATHOTO HAJSITaHE CE 3ara3Ba 1o BpeMe Ha
J'BJATOCPOYHO JICYCHHUE U HE 3aBUCHU OT Bb3pacTTa, 0Ja, HHAEKCA Ha TeJIeCHAa Maca U eTHUYecKaTa
MIPUHAJUICKHOCT. AHTUXHUIIEPTCH3UBHUAT €()EKT Ha €IHOKPATHA /1032 OT KOMOHMHAIUSATA € C
MPOABIDKUTETHOCT 24 yaca. Criesi MpeKpaTsBaHe Ha JICYSHUETO C AIUCKUPEH (QTHMCKUPEH ChC WK 0e3
Jo0aBKa OT XUAPOXJIOPOTHA3U), BPBIIAHETO HAa apTEPUATTHOTO HAJISTAaHE KbM U3XOIHOTO €
nocterneHHo (3-4 cenmunn) 0e3 naHHH 3a pedayH] eeKT.
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Sprimeo HCT e uscneaBan B miane60 KOHTPOIUPAHO TIPOyIBaHe MpH 2 762 MalUeHTH ¢ XUTIEPTOHMS
C IMacTOJTHO apTepHaiiHo Hajsrane > 95 mmHg n < 110 mmHg (cpeaHo n3xomHO apTepraiHo
Haysrane 153,6/99,2 mmHg). B ToBa mpoyusane Sprimeo HCT B mo3u ot 150 mg/12,5 mg 1o

300 mg/25 mg BoaM 10 10303aBMCUMO MIOHKaBaHe Ha apTEPHATHOTO HaJIsITaHe
(cucromHo/AHacToMHO) cHOTBETHO OT 17,6/11,9 mmHg no 21,2/14,3 mmHg B cpaBHEHUE C

7,5/6,9 mmHg mpu mae6o. Haii-ronsmMoTo moHmkaBaHe Ha apTepHUATHOTO HAIISTaHEe C Ta3u
KOMOWMHAIMS OT JO3M CHINO TaKa € 3HAYNMO TO-TOJISIMO, OTKOJIKOTO NP CHOTBETHUTE JTO3H Ha
AMMCKUPEH ¥ XUAPOXJIOPOTHA3U, KOTAaTO ca U3IOJI3BaHH MOOTAETHO. KoMOnHaImsITa OT aiCKUpPEH U
XUAPOXJIOPOTUA3ZH] HEYTPAIU3Upa peakKTUBHOTO NoKayBaHe Ha [IPA mpenus3BUKaHO OT
XUAPOXIOPOTHAZUL.

[TpunoxeH Npyu MarUeHTy ¢ OYEPTAaHO TOBUIIICHO apTEPUAITHO HAsTaHe (CUCTOIHO apTepUaITHO
Hamsrane > 160 mmHg w/mnmu nuactonHo aprepuanHo Hamsrane > 100 mmHg), Sprimeo HCT B zosn
ot 150 mg/12,5 mg 1o 300 mg/25 mg, npuiioxkeH 6e3 TUTpHpaHe OT MOHOTEPAINHs, JeMOHCTPUPd
3HAYMMO IO-TOJIIMA CTETICH Ha KOHTPOJ HA CUCTOIHOTO/IUACTOTHOTO apTEPHATTHO HANATAHES

(< 140/90 mmHg) B cpaBHEHUE ¢ chOTBETHUTE MOHOTepanuu. [Ipu Ta3u momymanus, Sprimeo HCT
150 mg/12,5 mg no 300 mg/25 mg Boau 10 10303aBUCHMO MOHMKaBaHE HA CHCTOJIHOTO/THACTOITHOTO
aprepuanHo Hamsrane ot 20,6/12,4 mmHg no 24,8/14,5 mmHg, koeTo 3HaYMMO HIPeBB3X0KIa
CHOTBETHUTE MOHOTEpAIUK. be3omacHoCTTa Ha KOMOMHUPAHOTO JICYCHUE € CXOMIHA Ha Ta3u NpU
CHOTBETHUTE MOHOTEPAITUH, HE3ABHCUMO OT TEXKECTTA HA XUTICPTOHUATA WAV HATHIUETO, HITH
OTCHCTBUETO HA JOMBIHHUTEIICH ChPJICYHO-CHJIOB PUCK. XHUITOTOHUATA W/OBED3AHUTE HEXKETAHN
pEaKiiy ca HeYeCTH P KOMOMHUPAHOTO JICYCHUE U HE Ca TIOBUIIICHH 10 YeCTOTa MPH MAIllMeHTH B
CTapvecKa Bb3PacCT.

B npoyusane nipu 880 paHAOMHU3UPAHU MALIUEHTH, KOUTO HE-CE MOBIUABAT aJCKBATHO OT JICUECHUE C
amckuped 300 mg, koMOuHanmATa anuckupen/xuapoxiaoporaazun 300 mg/25 mg Boau 10
MOHIKaBaHE Ha CUCTOJHOTO/ TMACTOIHOTO apTepranno Hamsrane ¢ 15,8/11,0 mmHg, xoeto e
3HAQYMMO MO-TOJISIMO OT TOBA MpU MOHoTepanus ¢ anuckuped 300 mg. B npoyuBane npu

722 paHAOMM3HUPaHU MALUEHTH, KOUTO HE CE MOBIIHMBAT aIeKBaTHO OT JICYEHUE C XUAPOXJIOPOTHAZU]L
25 mg, koMOMHANKATA amucKUper/xuapoxiaopotriazun 300 mg/25 mg Boam 10 MOHMKaBaHE Ha
CHCTOJHOTO/ TMACTOTHOTO apTepHaliHO HamsiraHe ot 16,78/10,7 mmHg, koeTo e 3HaYuMO-TI0 TOJISIMO
OT TOBa IIPU MOHOTEPAINHUSI C XUAPOXIOPOTHAZHL 25 mg.

B npyro knuHUYHO mpoy4BaHe, edikicHocTTa U OezomacHocTTa Ha Sprimeo HCT ca onenenu u npu
489 manueHTH ChC 3aTIIBCTSBAHE 1 XUIIEPTOHUS, KOUTO HE CE MOBIHSBAT OT JICYEHHUE C
XUAPOXIOPOTHA3UA 25 mg (U3XOMHU CUCTOHO/IMACTOIHO apTepuaiHo Hajsrane 149,4/96,8 mmHg).
B Tta3u tpyaHa 3a nedenue nonynauus, Sprimeo HCT Boxu 10 moHm»xaBaHe Ha apTepUATHOTO
HaysiraHe (CUCTONHO/KuactonHo) ¢ 15,8/11,9 mmHg B cpaBuenue ¢ 15,4/11,3 mmHg npu
upOecapran/xunpoxiopoTrazun, 13,6/10,3 mmHg mpu aMinoqunuH/XuapoXI0poOTHA3UA U

8,6/7,9 mmHg npu MOHOTEpaIMs ¢ XUAPOXIOPOTHASU], TIPH CXOHA OE30TaCHOCT C Ta3u Ha
MOHOTEPAIUATA ¢ XUAPOXIOPOTHAZHL.

B npoydsase npu 183 pangoMu3upaHu NAaUEHTH C TEXKA XUIEPTOHHUS (CPEIHO JUACTOIHO
apTepHalHO HasraHe B ceqHao monoxenne > 105 u < 120 mmHg) e mokazaHo, 4e TeparneBTUIHHST
PEKIM € AIMCKUPEH C B3MOXHOCT 3a 100aBsSHE Ha XUAPOXJIOPOTHA3U 25 mg e Ge301aceH U
eduKaceH Npy MOHWKAaBaHE Ha apTEPUATHOTO HAJATaHe.
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5.2 ®apmMakoOKMHETHYHH CBOICTBA

AnvckupeH

Abcopoyus
Crrenr abcopOIus IpH TIEPOPATHO MPHIIOKEHUE, ITMKOBATA TIa3MeHa KOHIICHTPAIUs Ha aJTUCKUPEH Ce

nmoctura cien 1-3 yaca. AGcoroTHaTa OMOHATMYHOCT Ha aJMCKUPEH € MpuoIu3nuTenHo 2-3%. Xpanu
C BHCOKO ChIBpKaHUE Ha Ma3HUHHU MOHIKABAT C,y ¢ 10 85% 1 AUC ¢ mo 70%. Cranmonapaa
TUTa3MeHa KOHIICHTPAIHS Ce IOCTUTA B pAMKHUTE Ha 5-7 THH CJIe]] TPUIIOKCHUE BETHBK THEBHO U
CTAllMOHAPHOTO HUBO € MPHUOIM3UTEIHO 2 MHTH MO-BHCOKO OTKOJIKOTO MPH HAYaTHATA JI034.

Pasnpeodenennue

Cren MHTPaBEHO3HO MPHUIIOKECHUE, CPETHHUAT 00EM Ha pa3npeieiieHUe P CTAIIMOHAPHO ChCTOSIHUE ©
npuban3uTenHo 135 muTpa, KoeTo mokas3Ba, de allMCKUPEH ce pasIpeaeiis eKCTCH3UBHO B
U3BBHCHIAOBOTO MPOCTPaHCTBO. CBHP3BAHETO HA ATMCKUPEH C TUIA3MEHHUTE MPOTEHHU € YMEDECHO
(47-51%) n HE3aBUCUMO OT KOHIICHTPAIIHSITA.

Memabonusvm u enumunupane

CpenHuAaT noay)uBoT € npubausntenHo 40 gaca (B uHTepBaia oT 34 mo 41 gyaca), AJMCKUpPEH ce
eKCKpeTHpa OCHOBHO KaTO HETIPOMEHEHO BEIIECTBO BHB (ereca (Bb3CTAaHOBSIRAHCTO HA PAANOAKTUBHO
Mapkupasa nepopaina go3a = 91%). [Ipubnusurento 1,4% ot oOmmara nepopaina go3a ce
MeTtabonmsupa. EH3uMbT, oTTOBOpeH 3a To3u MetabonusbM e CYP3A4. Alpuommsurenso 0,6% ot
J103aTa CIe]T IIepOpaTHO TPHIIOKEHHE Ce Bb3CTAaHOBsBA B yprHATa. Clie ] MHTPaBEHO3HO NPUIIOKEHHUE,
CPEeIHUSAT IIa3MeH KIHPBHC € mpruoim3nuTenHo 9 1/gac.

Jlunetinocm

Excrio3unusita Ha aMCKUPEH ce yBeIndaBa He3HAUUTEHG Hal TPOTOPIIMOHATHOTO Ha YBEINISCHHETO
Ha go3ata. Ciell eJHOKPATHO IpUIaraHe Ha 103a B quanasoH ot 75 1o 600 mg, nByKpaTHO
YBEIMYECHHE Ha J03aTa BOAU ChOTBETHO 10 ~2,3 U 236°kpaTHO yBeauueHue Ha AUC U Cyy,.
MexaHu3MHTE, OTTOBOPHHU 328 OTKJIIOHEHUETO OT {030BaTa MPOMOPILUOHAIHOCT HE €4 YCTAHOBEHH.
Bb3MoxeH MexaHU3bM € HACHUIIAHETO Ha TPAHCTOPTHUTE CUCTEMH Ha MSCTOTO Ha aOcopOIns M Ha
XenaToOWInapHUs KIUPHHC.

XHUIPOXITIOPOTHAZHT

Abcopoyus

AOcopOiusra Ha XUAPOXJIOPOTHA3U ciiel iepopaieH nprueM e 0bp3a (T ., okoJio 2 yaca).
YBennuaBaneTo Ha cpeaHata AUC e muHEIHO 1 € MPOMOPIIMOHAIHO Ha 103aTa B TEPareBTUYHHUS
JUara3oH.

EdexTbT Ha XpaHata Bupxy abcopOuusiTa Ha XUAPOXIOPOTHA3H, aKO HMa TaKbB, IMa MaJIKa
KJIMHAYHA 3HAYUMOCT. AOCOMOTHaTa OMOHAIMYHOCT Ha XUAPOXJIOPOTHA3ZU] CIIe]] IIEPOPATHO
npuinoxxenue €.70%.

Pasnpedenenue
[MpusuanuaT odem Ha pasnpeneneHue ¢ 4-8 1/kg. [lupkyaupamust XuapoxXI0poTHA3H € CBbP3aH ChC

cepymuute nporentu (40-70%), 0CHOBHO ChC cepyMHUS anOyMHUH. XHUAPOXJIOPOTHA3U/ CHILIO TaKa
KYMYJIUpa B €pUTPOLIUTUTE NIPHOIU3UTENHO 3 IBTU MOBEYE OTKOJIKOTO B IIa3Marta.

Memabonuzvm u erumunupane

XuAPOXJIIOPOTHA3HU]L CE EIMMUHHPA MIPEJUMHO KaTO HEIPOMEHEHO BELIECTBO. XUAPOXJIOPOTHAZH] CE
eJIMMUHMpA OT IUIa3MaTa ¢ BpeMe Ha MOJIy>KHUBOT cpeiHo 6 1o 15 yaca B kpaiiHara ¢a3a Ha
enrMUHMpaHe. HsMa npomsiHa B KWHETHKATa Ha XUAPOXJIOPOTHA3H]] TIPH MHOTOKPATHO MIpHUjiaraHe, a
KyMYJIMPaHETO € MUHUMAJIHO [IPU NPWIOKEHHE BeAHBX AHeBHO. Han 95% ot abcopbupanara 1o3a ce
EKCKpeTHpa KaTo HETIPOMEHEHO BEIIECTBO B ypUHaTa. BBOPEUHUAT KIIMPBHC C€ ChCTOU OT [TACHBHA
¢bunTpanys U aKTHBHA ceKpelus B ObO0peuHuTe TyOyu.
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AJNHCKAPEH/XUIPOXIOPOTHAZU
Crnen nepopasier mpueM Ha Sprimeo HCT TabireTku, BpeMeTo 3a JOCTUTAaHE Ha CpelHa ITHKOBa
TUTa3MeHa KOHIICHTPAIH € B paMKHUTE Ha | yac 3a allucKUpeH | 2,5 yaca 3a XUJIPOXJIOPOTHAZHL.

CkopocTtra ¥ cTenenTta Ha abcopomusaTa Ha Sprimeo HCT ca ekBHBaJICHTHH Ha OMOHATUIHOCTTA Ha
AJTUCKAPEH M XUAPOXJIOPOTHAZHI, TIPIIIOKEHHN camocTosaTenHo. HabmomaBarure nipu Sprimeo HCT
e(eKTH OT IpreMa Ha XpaHa ca MOJ00H! Ha Te3H MPU CAMOCTOSITEITHO MpUJIaraHe.

Oco0eHocTH TPy NAIMEeHTH

Sprimeo HCT e edekTrBEH KaTo €THOKPATHO THEBHO aHTHXHUIICPTCH3UBHO JICUCHHE IMPH BH3PACTHH
MaIMEeHTH HE3aBIUCHUMO OT TI0JIa, Bh3PacTTa, MHAEKCca Ha TeJIeCHAa Maca U eTHHYECKaTa
MPUHAICKHOCT.

dapMaKOKHHETHKATA HA AIMCKUPEH HE CE MOBIHUIBA 3HAYMMO MIPU MAMEHTH C JIEKO JI0 YMEPEHO
4epHOAPOOHO yBpexaane. ClemoBaTeTHO MPH MAIUEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO
YBpEXIaHEe He ce Hajara Kopeknus Ha HadamHata no3a Sprimeo HCT. JluncBar nanam 3a-ymotpebara
Ha Sprimeo HCT mpu manmeHTH ¢ TeXK0 d4epHoapoOHO yBpexaane. Sprimeo HCT e mpoTtuBomnokazan
TIPH MAIUEHTH C TeKKO YePHOAPOOHO yBpexkaaHe (BXK. Touka 4.3).

He ce nanara xopekust Ha Ha4ajaHAaTa J103a [IPU HalUEHTH C JIEKO A0 yMepeHtO. Ob0peuHo yBpeKaaHe
(Bk. Toukn 4.2 u 4.4). [Ipn Hanmure Ha OBOPEUHO YBpEKIaHE CPEIHUTE TTHROBU TUTA3MEHH HUBA U
AUC Ha XxuapoxJopoTHa3uj ca MOBULIECHH, a CKOPOCTTA Ha EKCKpELWs B ypuHaTa € HamaneHa. [Ipu
MAIMEeHTH C JIEKO 10 yMepeHo OBOpedHo yBpexaaHe ce HabmoqaBa TpukpaTao nosuinerne Ha AUC
Ha xuzapoxiopotuasun. [Ipu nanueHTrTe ¢ TEKKO OBOPEUHO YEPRKIaHE ce HaboaBa §-KpaTHO
nosumenue Ha AUC. Sprimeo HCT e mpoTuBomokazan mpy-HaieHTH ¢ aHypUs WIH TEXKKO ObOpedHo
yepesxaane (GFR < 30 ml/min/1,73 m®) u exHoBpeMenHoto mpunoxkenue Ha Sprimeo HCT ¢ APh
nn ACE MHXHOGHTOPH TIpH TIALHEeHTH ¢ 660pedno yepesxiane (GFR < 60 ml/min/1,73 m?) e
MIPOTUBOIIOKA3HO (BXK. ToUKa 4.3).

dapMaKOKHHETHKATa Ha AIMCKUPEH € OIICHEHA TIPU MALUeHTH C KPacH CTaauii Ha ObOpeyHO
3a0ossiBaHe, HAa XxeMoauanu3a. [Ipunaranero,Ha eqHokpaTHa 1032 oT 300 mg amuCKUpEH € CBBP3aHo C
MHOT'O MaJIK{ IPOMEHH BbB (papMaKkoKutieTrkaTa Ha alucKupeH (MpoMsiHa B C A0 TO-MAJKO OT

1,2 mpH; moBumenue B AUC no 1,6 mhin), B cpaBHEHUE ChC 31paBH MHIUBHINA. BpemeTo Ha
NPOBEXKIaHE Ha XeMOIUATN3aTa HEe TOBIUABA 3HAYMMO (DapMaKOKWHETHKATa Ha allCKUPEH MpU
naruenty ¢ KCB3. CnenoBatenHo; ako ce MpelieH:, Ye ce Hajlara MpuiiaraHeTo Ha ajJuCKUPEH IpU
nanrenty ¢ KCh3 Ha xeMopuaiiiza, HIMa OCHOBAHUS 32 KOPUTHPAHE Ha J03aTa MPU TE3U MAIUCHTH.
Bce mak, He ce npenopbuBd.ynorpedara Ha AIMCKUPEH MPH MAIMEHTH € TEXKO ObOPEUHO yBpeXKIaHe
(Bk. Touka 4.4).

He ce nanara xopernus Ha no3ara Ha Sprimeo HCT npu nanueHTure B crapyecka Bb3pacT.
OrpaHu4eHN jiaHHM TPEANonaraT, 4e CHCTEMHUAT KIIMPBHC Ha XUAPOXJIOPOTHA3U € HaMaJIeH IIpH
NalMeHTH B 0TapyecKka Bb3pacT, 3IPaBH WM C XUIIEPTOHUS, B CPABHEHHE C MJIaH 31paBU

JIOOPOBAOALIH.

Jluncsar Q)apMaKOKI/IHeTI/ILIHI/I JaHHHU IIpU IIeJuaTpruiHaTa noIryjaanusi.
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5.3 IlpeAKkIUHUYHU JAHHH 32 6€30MACHOCT

®apMaKkoJIOrHIHUTE MPOYIBAHKS 32 OE30MACHOCT C ATMCKUPEH HE MOKa3BaT HEXKENIaH! e(heKTH BbpXy
(GyHKIMUTE Ha IIEHTpaJTHAaTa HEpBHA CHCTEMA, AUXaTelIHATa WIN ChPACYHO-Ch0BATa CUCTEMA.
Haxonxure npu mpoy4YBaHust 32 TOKCHYHOCT ITPU MHOTOKPATHO MPHJIAraHe MPU KUBOTHU
HOTBBPIK/IABAT M3BECTHUS MOTCHIMAN 3a JIOKAJTHO IPa3HEeHEe WM O9aKBaHUTE (PapMaKOIOTUIHH
edexTn Ha anuckupeH. He e ycTaHOBEH KapIMHOTEHEH ITOTEHIMA 32 AIMCKUPEH B X0/1a Ha
2-TOUIITHO MIPOYYBaHE MPH IUIBXOBE U 6-MECEYHO MPOYYBAHE MPH TPAHCTEHHH MHIIIKH.
Perncrpupanure ciaydan Ha €IMH aI€HOM Ha KOJOHA M €IMH aJICHOKApPIHOM Ha IIeKyMa IIpH
urbxoBe B fo03u oT 1 500 mg/kg/nHeBHO HE ca CTaTUCTHYECKH 3HAYNMH. ANMCKUPEH HSIMa HUKAaKbB
MyTareHeH NOTEeHIHANI, eMOPHO-(heTaTHa TOKCHYHOCT WK TePAaTOTeHHOCT. PepTUIINTETHT,
NPEHATATHOTO Pa3BUTHE M MOCTHATAITHOTO PAa3BUTHE HE Ca 3aCETHATHU IIPH IUTHXOBE.

IIpoBenenuTe MpeIKIMHUYHN OLIEHKH B TIOJKPENa Ha MPHUIIOKEHUETO Ha XUIPOXJIOPOTHAZHU TP
XO0pa BKJIIOYBAT i Vitro U3MATBAHUS 32 TEHOTOKCUYHOCT U MTPOYYBAHUS 32 PENPOAYKTHBHA
TOKCHYHOCT W KapIIMHOT€HHOCT TIpH Ipru3adu. Hammie ca MHOXECTBO KITMHIUYHU TaHHU 32
XUAPOXJIOPOTHA3U/ U T€ Ca OTPa3eHH B ChOTBETHUTE TOUKH.

Haxonkwure, HaOmronaBanu B 2- v 13-ceMUYHN TPOYYBAHUS 32 TOKCUYHOCT HE Ce/pa3INdaBatr OT
HaOJII01aBaHUTE MPEAU TOBA IIPU AIMCKUPEH U XUAPOXIOPOTHAZN, IPWIAFAHY KATO MOHOTEPAIIHS.
Hsama HOBH i HEOYaKBaHM HaXOJKH BBB BPB3Ka ¢ yrmorpebdara npu xopa.«Flo Bpeme Ha
13-ceAMUYIHOTO MPOYYBAHE 32 TOKCUYHOCT IPH IUTBXOBE c€ HAOMI01aB4)ITOBUILICHA KIEThUHA
BaKyOJIM3alysl B 30Ha IJIOMEpPyJio3a B KopaTa Ha HanObOpeunure xuesu. Haxonakara ce Habmonasa
[P J)KUBOTHUTE, JIEKYBAHU C XUAPOXJIOPOTHA3UA, HO HE U MPH TE3H, [10Jy4aBaIlld CAMOCTOSTEITHO
anycKupeH win rianedo. Hsama nanHu, ye HaxoznKarta € mo-eHiIHO u3pa3eHa Mpyu KOMOMHALUSTA
ANMCKUPEH/XUAPOXIOPOTHA3UA, ThI KAaTO TEXKECTTa Ha MOSBa IPU BCUUKHU )KUBOTHU € MUHUMAJIHA.

6. DAPMAIEBTUYHMU JAHHHA
6.1 Choucbk Ha IOMOIIHUTE BeleCTBA

Slnpo Ha TabieTkaTa:

MukpoKpHCTaTHa IeNTyI03a
Kpocnosunon

JlakTo3a MOHOXUPAT

[TimeHnYHO HUIIECTE

[oBunou

Marnesues creapat

CuuiueB TMOKCH ], KOJIOUIEH, Oe3BOAEH
Tanx

Hokputite:
Tanx

Xunpomenosa

Makporon

TutanoB auokcun (E171)
UYepseHn xene3eH okcun (E172)
JKbar xenezen okcun (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo
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6.3 Cpox Ha rogHOCT
24 mecena
6.4 Cheuuananm ycjJoBus Ha CbXpaHeHHe

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpUTHHAHATA OTIAKOBKA, 3a JIa ce MPEJINasu OT BIiara.

6.5 JlanHm 32 omakoBKaTa

PA/Alu/PVC — Alu 6iucrepu:

OmakoBkH, chabpxammm 7, 14, 28, 30, 50 uimn 56 TabeTku

I'pynoBu omakoBkw, chaspsxarty 90, 98 wm 280 tabneTkn

PVC/nmomuxnoporpudiryopoeruner (PCTFE) — Alu 6muctepu:

OmakoBkH, ceabpkamu 7, 14, 28, 30, 50, 56, 90 nan 98 TabneTku

OmnaxkoBku (epdoprpanu eAHOA030BU OIUCTEPH), ChABPXKANTIN 56 X 1 TabneTkn

I'pymoBu onakoBkH, chabpxkamm 280 TabneTku

I'pymoBu onakoBku (ephoprpanu eqHOA030BU OIUCTEPH), ChABPXKANH 98 ¥ 1 TabneTkn

He Bcuuku BUIOBE ONAKOBKH U KOHLIEHTPALMU MOTaT 1a ObAaT MyCHATH B mpoaaxoa.

6.6 CroeuuajHU NpeANa3HU MEPKU IPU U3XBbPJIsSHE

HeunsnonsBaHuAT NPOAYKT WM OTNIAABYHUTE MaTepHaly OT Hero TpsOBa 1a ce U3XBBPIAT B

CHOTBETCTBHE C MECTHUTE U3UCKBAHUSI.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

O0eaHEeHOTO KPaJICTBO

8. HOMEP(A)YHA'PASPELILIEHHUETO 3A YIIOTPEBA

EU/1/11/683/021-040

9. JATA HA ITBPBO PA3PEIIABAHE/IIOJAHOBSIBAHE HA PASPELHIEHUETO 3A
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1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 300 mg/12,5 mg ¢punMupanu TadbIeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika punvupana tabnetka cpabpika 300 mg anmuckuped (aliskiren) (kato xemudymapar) u 12,5 mg
xuapoxioporuasua (hydrochlorothiazide).

ITomomram BemecTBa: Besika TabneTka chappika 25 mg 1akTo3a MOHOXHAPAT U 24,5 mg MIeHnIHO
HUIIECTE.

3a IBIHUA CIIUCHK HA ITOMOIIHHUTE BEIIECTBA BIDKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounvupana TabieTka

BuoneroBoOsiia, qBOMHOM3IbKHANIA, OBalHA (prmMupaHa Tabnerka ¢ otrigyarano “CVI” ot eqHara
crpa”a u “NVR” ot npyrara.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHHU NOKA3ZAHUSA
JleueHne Ha eceHLMAIHA XUIIEPTOHUS IIPU Bb3PaCTHU.

Sprimeo HCT e mokasan mpu ManieHT Ty, Y%eTo apTepraliHO HaIsIraHe He ce KOHTPOJIUpa aAeKBAaTHO
IPY CaMOCTOSITEIIHO IIpUJIaraHe Ha aJMCKUPCH WIN XUAPOXIOPOTHAZHI.

Sprimeo HCT e nmoka3an kaTo 3amecTATEIIHA TCpaIrus Mpu ManueHTH, NIpu KOUTO € NOCTUTHAT
AJICKBATCH KOHTPOJI HAa apTECPHUAIIHOTO HAJIATAHE C aJIMCKUPCH U XUAPOXJIOPOTHA3U I, ITPUIAraHU
CAHOBPCMCHHO B 103a ChIIaTa, KAKTO BbB q)HKCHpaHaTa KOMGI/IHaHI/IH.

4.2 Jlo3UpOBKA M HAYUH HA NPUJIOKEHHE

[MpenoppuBanard 1p3a Sprimeo HCT e eqna Tabnerka aueBHo. Sprimeo HCT TpsioBa na ce nmpuema
BEJIHBXK JTHEBHO C JieKa XpaHa, 3a MPe/IovYnTaHe 10 eIHO U ChIIO Bpeme Beeku JieH. Sprimeo HCT He
TpsiOBa Jla-ceIpuemMa eTHOBPEMEHHO ChC COK OT IpelndpyT.

AHTHXUIIEPTEH3UBHUAT €PEKT Ce MPOSBSIBA MMPEAUMHO B paMKUTe Ha | ceqMuIla, a MaKCUMAITHUST
e()exT 0OMKHOBEHO ce Ha0JIroaBa B paMKUTe Ha 4 CEMHUIIH.

HOBI/IDOBKa OpHy DTanreHTH, YMETO apTCPUATHO HAJATAHC HE C€ KOHTPOJIMPA aACKBATHO ITPHU
MOHOTEpanus ¢ AJITMCKUPECH U XUAPOXJIOPOTHUAZH

HpenoquBa CC, Mpeau NMpEMrUHAaBaHE KbM JICUCHUC C (I)I/IKCI/IpaHaTa KOM6I/IHaI_II/I$I, Ja Cc€ MpoBCAC
WHAWUBUAYAJTHO TUTPUPAHEC HA JO3UTC HA BCCKU OT ABAaTa KOMIIOHCHTA. Koraro e IOoAXOOAII0 OT
KIMHHWYHA I'JIEJHa TOYKa, MOXKE a CC oomucIu JAUPCKTHO IMPEMUHABAHE OT MOHOTCpANd KbM
JICYCHHUE C (bPIKCI/IpaHaTa KOM6I/IHaI_[I/I$L

Sprimeo HCT 300 mg /12,5 mg mMoxe aa ce mpujiara npy NalueHTH, YUETO apTepPHaIHO HAISATaHe He
ce€ KOHTPOJIMpa aIeKBaTHO OT CaMOCTOSITETHOTO Mpuiiarane Ha anuckupeH 300 mg nnu
xunpoxaopotuazug 12,5 mg v ot Sprimeo HCT 150 mg/12,5 mg.
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AKo 2-4 ceMHITU cTie]T 3aTI0YBaHE HA TepalusATa He ce IOCTUTHE KOHTPOJ Ha apTepUATHOTO
HaJIsIraHe, 103aTa MOJXKe Ja ce TUTpUpa 10 MakcumanHa g03a Sprimeo HCT 300 mg/25 mg nHeBHO.
Jo3upaneTo TpadBa ja Obe HHANBUIYATH3UPAHO U J]a C€ KOPUTUPA B 3aBHCUMOCT OT KITHHUIHOTO
MOBJIMSIBAHE HA TAIMCHTA.

Jlo3MpoBKa 32 3aMECTUTEIIHA TePaIus

3a yno0CTBO MaMEHTHUTE, MTOJTyYaBaIy A TMCKUPEH U XUIPOXIOPOTHA3H] KATO OTIEITHU TAOICTKH
MOTarT Jia IpeMHHAT Ha jJedenne ¢ Tadietku Sprimeo HCT ¢ ¢pukcupana KOMOWHAITHS, ChIbpKaIIa
CBIUTE JI03U HA OTACTHUTE KOMIOHEHTH.

brOpeuno yBpexkane

He ce Hanara xopekIysi Ha Ha4ajaHAaTa J103a MPH NaIUEHTH C JIEKO 0 YMEpEeHO OBOpEUHO YBpEk faHe
(Bx. Touku 4.4 u 5.2). [lopagm xuapoxioporuasuaaara komrmoneHnTa Sprimeo HCT e
MPOTHUBOIIOKA3aH MPH MAIIMEHTH C aHyPHsI U TIPH MAIMEHTH ¢ TEXKO ObOpeUYHO yBpexkIaHe (CkopocT
Ha riomepynHa puntpamus (GFR) < 30 ml/min/1,73 m?). EAHOBpPEMEHHOTO IPUIOKEHHE Ha Sprimeo
HCT c aarnorensun Il penenropau 6mokepu (APB) mimm nHXUOUTOPH Ha aHTHOTCHINH
koHBepTupamus eH3uM (ACE uaxuburopn) npu nanueHTy ¢ 660pedno yBpexaane{GFR

< 60 ml/min/1,73 m?) e mpoTHBONOKa3HO (BK. ToukH 4.3, 4.4 11 5.2).

YepHoapoOHO yBpexIaHe

He ce Hanmara kopekyst Ha HagajTHaTa 71032 MPH TAIHEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO
yBpexaane (Bxk. Touka 5.2). Sprimeo HCT e npoTtuBomnoka3aH npu TAIUEHTH € TEKKO YePHOIPOOHO
yBpexaane (Bx. Touku 4.3 u 4.4).

ITanyeHTH B cTapyecka Bb3pacT (Hag 65 roauHu)

[IpenopprunTenHaTa HayajlHa 4032 Ha AIMCKUPEH MPU.OALMEHTH B cTapuecka Bb3pacT € 150 mg. [Ipu
MIOBEYETO MAIMEHTH B CTapUECKa Bb3pacT He ce Ha0Mi0zaBa KIMHUYHO 3HAYMMO JOIIBJIHUTEIHO
MOHI>KCHUE Ha apTEPUATHOTO HAJISITAHE MPU yBejinyaBaHe Ha ao3ara 10 300 mg.

[MenuaTpuUYHU MAIMEHTH
He ce mpenoppuBa ynorpebara Ha Sprinieo HCT npu nena u roromm nox 18 roanHN opaau Iurcara
Ha JlaHHU 3a O6e30macHoCTTa U e(hUKACHOCTTA (BXK. TOuka 5.2).

4.3 IIporuBomokaszaHus

- CBpBbXUyBCTBUTEIHOCT KbM aKTHBHUTE BEIIECTBA WM KbM HAKOE OT IIOMOIIIHUTE BEILIECTBA
(Bk. Touka 6.1){ I KpM CcynhOHAMHUTHU IPOU3BOTHU

- AHamHe3a 32/ airiioeeM npu MpreM Ha aTUCKUPEH

- BponeHn usin pauonaTHYeH aHTHOeAeM

- Bropu iTpetu TpuMecTsp Ha OpeMeHHOCTTa (BXK. TOUKa 4.6)

- Anyprs

- Téxkio 6B6peuno yspexane (GFR < 30 ml/min/1,73 m’)

- PedpaxkrepHa XUIIOKaTNEMusl, XUIIOHATPUEM UL, XUIIEPKAILMEMHUS 1 CUMIITOMaTHYHA
XUIEPYPUKEMUS

- Texko uepHOIPOOHO yBpEKIaHe

- EnnoBpemenHara ynorpeba Ha aTUCKUPEH € IIMKJIOCIIOPHH U HTPAKOHA30J, ABa MHOTO MOIIHHU
nHxubuTopu Ha P-rmukonporens (P-gp), nim apyru Mouiau uHxuOuTOpH Ha P-gp (Hamp.
XUHUAMH) € IPOTHUBOINOKa3aHa (BX. Touka 4.5)

- EnnoBpemenHoTo npuinoxxenue Ha anuckupe ¢ APb nimn ACE nHXuOuTOopH € NpoTUBOIIOKAa3HO
IIpY TTIALMEHTH ChC 3aXapeH auadeT u nauueHTu ¢ 6p0peyno yBpexnane (GFR
< 60 ml/min/1,73 m?) (x. Touku 4.2, 4.4, 4.5 u 5.1).
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4.4 CroenuajHu npeaynpe;kaeHus U Npeana3sHd MepKH NMPH ynoTpeda

JBoifHa 6510Kaja Ha PeHWH-aHTHOTEH3WH-aliocTepoHoBaTa cucrema (PAAC)

Nma croOieHue 3a ciiydyan Ha XUIOTOHHS, CHHKOII, UHCYIIT, XHIIEPKATHEeMHUs U IPOMEHHU B
0n0peunaTa GpyHKIUS (BKIIOYUTETHO OCTpa ObOpedHa HeIOCTaTHFYHOCT ), IPY TyBCTBUTEITHI
WHJIUBUJIN, OCOOCHO ITpH KOMOWHHpAHE Ha JIEKapCTBEHHU MPOJYKTH, KOUTO MOBIUSIBAT Ta3l CUCTEMaA
(Bx. Touka 5.1). 3aToBa, ABOMHATA OJIOKaTa HA PEHUH-aHTHOTCH3NH-AIIOCTEPOHOBATA CHCTEMA Upe3
KOMOWHHWpaHe Ha aTUCKUPCH ¢ MHXUOUTOP Ha aHTHOTEH3WH KOHBepTHpanus eH3uM (ACE
nHXUOUTOP) Miu anruoTeH3uH Il perenropen 6mokep (APB) He ce npemopbusa.

IIpunoxxennero Ha amuckupeH B komOnHanus ¢ APb mimm ACE HHXHOUTOPH € MPOTHBOTIOKA3HO PH
TALMEHTH ChC 3aXapeH AUabeT i maueHTy ¢ 6s0peuno yepexnane (GFR < 60 ml/min/1,73 m?) (Bik.
Touka 4.3).

ChbpeyHa HeJIOCTaTHYHOCT

AnHcKHpeH TpsOBa Ja ce mpujara ¢ MOBUIIEHO BHUMAHUE MPH MAIIUEHTH ChC CEPUO3HA 32CTOMHA
chpaedHa HemocTaThIHOCT ((pyHKITMoHaNeH kiac III-IV cnopex New York Heart Assdaciation
(NYHA)). Sprimeo HCT Ttps6Ba 1a ce u3moi3Ba ¢ MOBHIIIEHO BHUMAaHHE MIPH MAIUEHTH ChC ChPICIHA
HEJIOCTATHYHOCT MOPaJU OrPAaHHYCHUTE JAHHU 32 KIIMHUYHA e(hPUKACHOCT U OE30IIACHOCT.

Anrnoenem
KakTo u ipu ipyru cpencTBa, MOBIHSIBAIIN PEHUH-aHTIOTEH3WMHOBATA CUCTEMa, TIPH TTAIIHEHTHUTE,

JICKYBaHU C aJIMCKUPEH CE C"I)O6H_IaBa 3a CJIydau Ha aHTHOCAEM WJIn 3a CUMIITOMH, IIpearojiaramu
HAJIMYUCTO HA aHTHOCAEM (OTOK Ha JIUIETO, YCTHUTE, I'bPJIOTO 510701178 GSI/IKB.).

ITpu yacT OT Te3u NAIMEHTH CHIIECTBYBA aHAMHE3a 32 PA3RATUE HA aHTHOCICM WIIM HA CUMIITOMH,
MPEIOoJIaraiy HATMIUETO Ha aHTHOCIEM, JIBJDKAIIM, CE B'UACT OT CJIyYauTe Ha yroTpedara Ha IpyrH
JICKapCTBa, CIOCOOHU J1a MIPEIU3BHUKAT MOsIBaTa Ha aHFHOEIEM, BKIFOUUTETHO HHXuOuTOpy Ha PAAC
(MHXUOWTOPU HA AHTMOTEH3UH KOHBEPTUPALIHS €H3UM WM aHTMOTEH3WH PEIENTOPHH OJIOKEpH) (BK.
Touka 4.8).

[larmenTrTe c aHaMHe3a 332 aHTUOEIEM MOTAT /1a OBJAT N3TI0’KEHU Ha MOBUIIEH PUCK OT Pa3BUTHE Ha
aHTHOE/IeM TI0 BpeMe Ha JICUSHUETO C\aniucKupeH (Bk. Toukd 4.3 u 4.8). Heo0xoaumo e moBuIieHo
BHUMAaHUE MPH MPEANMCBAHETO Ha ANICKUPEH Ha MAIUEeHTH ¢ aHaMHe3a 32 aHTHOEIEM U TaKHBa
MAIMEeHTH TPAOBa 1a ObJIaT BHUMATETHO MPOCIIEAsSBaHY 110 BpeMe Ha JiedeHueTo (BK. Touka 4.8) u
0COOCHO TIpH 3aMI0YBaHE HA JIGRUECHUETO.

[Ipu pa3BuTHE Ha aHTHOEIEM € HEOOX0IMMO He3a0aBHO MPEYCTAaHOBSBAaHE Ha MpUEMa Ha Sprimeo
HCT, npoBexnane Ha, 1HOAX0AIIIa TEPAINS U MIPOCIEASIBAHE 10 IBIIHO U TPaHO OT3ByYaBaHE Ha
BB3HUKHAJUTE TpH3HAIM U cumntomu. [Ipu 3acarane Ha e3uka, TTI0THCA U TJapUHKCA TPIOBa /1a ce
MIPHUJIOKU aipeHanH. B mombiHeHne, HE0OX0IUMO € J]a ce B3eMaT MEPKH 3a MOIbpKaHe Ha
CBOOOIHU yIHXaTEIHHU ITHTHIIA.

[Manmedzu ¢ HaTpueB- w/win o0eMeH aedUIUT

[Tpwy laMeHTH ¢ HATPUEB W/WIK 00eMeH Je(UIUT, MPUEMAI BUCOKU JIO3H JTUYPETHUIM € BH3MOXKHO
JI2 Bb3HMKHE CUMIITOMATHYHA XWUTIOTOHUS Clie] 3amouBaHe Ha jedeHueto ¢ Sprimeo HCT. Sprimeo
HCT TtpsbBa ma ce mpwiara camo cileJ KOPUTHpaHE Ha MPEAIISCTBAIl HATPHEB W/HIU OOeMeH
JeUIuT.
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Hapyiienve Ha enekTponuTHYs OanaHce

Jlewenneto ¢ Sprimeo HCT Tps6Ba ma ce 3amoyHe camMo ciie] KOpUTHPAHEe Ha XUTTOKATHEMUITa U
CBITTCTBAIATA XUIIOMAarHe3ueMus. THA3UIHUTE JUYPETHIIA MOTAT JIa YCKOPST HOBA 0SB HA
XUIMOKATUEMHS WK J1a 00OCTPSAT MPE/IIeCTBAINIA XUITOKaIMeMus. THA3HIHNUTE TUYPETHIIN TPsOBa aa
ce MmpujaraT ¢ TIOBUIIICHO BHUMAaHUE MPU MAalUEHTH, YUETO ChCTOSIHHAE € CBBP3aHO ChC MOBHUIIICHA
3ary0a Ha KaJni, KaTo HalmpuMep coJl TyOen y HepomaTu Wi IpepeHasHo (KapInoreHHO)
yBpexaane Ha OpOpeuHara GyHKIHSA. AKO TIO BpeMe Ha Tepamnus ¢ XHAPOXJIOPOTHA3HU] Ce pa3BHe
xunokanuemus, mpueMbT Ha Sprimeo HCT TpsiOBa ma ce mpeycTaHOBH /10 CTAOMITHO BH3CTAHOBSIBAHE
Ha OayaHca Ha Kanus. Beripeku de npu ynorpedaTta Ha THA3WIHU TUYPETUIT MOXKE JIa ce pa3BUe
XHUIMOKAIMEMHS, €THOBPEMEHHATA TepaIvs C aJTACKHPSH MOXKE J]a HaMAali MPeIU3BUKaHaTa OT
JUYPETUIINTE XUIMOKATNEMHUS. PUCKBT OT XUTIOKAIUEMHUSI € TIO-TOJISIM MIPU MAMEHTH ¢ YepHOAPOOHA
UPO3a, MANUEHTH ChC 3aCHIICHA JUYpe3a, MAIMEeHTH ¢ HeaJeKBaTeH MepopajicH MpUeM Ha
EJICKTPOJIUTH U TTAIIMEHTH, KOUTO TOJTyYaBaT €IHOBPEMEHHO JICUCHHE C KOPTUKOCTEPOUIN HITH
anperokoptukoTporreH xopMmoH (ACTH) (Bk. Touku 4.5 u 4.8).

OO6patHo, 10 BpeMe Ha IIOCTMAPKETUHIOBHSI OIUT C AJIMCKUPEH € HaOJIr01aBaHO IIOBUIIABAHE HA
CepyMHHUSI KaJlii, KOETO MOKe J1a Ob/Ie TIO-CUITHO U3Pa3eHO NP €AHOBPEMEHHO MIPUIGKEHUE C APYTH
cpenacta, Bb3aeiicTBamu Bbpxy PAAC unu ¢ HecTepouIHU IPOTUBOBB3NAIUTEIHL-CPEACTBA
(HCIIBC). B choTBeTCTBHE ChC CTaHAApTHATA MEIUIIMHCKA MTPAKTHKA, aKO €AHOBPEMEHHOTO
NPUIOXKEHHUE Ce CUUTa 32 HEOOXOAUMO, Ce MPENopbUBa MEPUOANTHO U3cIeAEalie Ha ObOpeyHara
(byHKLUS, BKIIIOYUTEIIHO HUBATA HA CEPYMHUTE €JIEKTPOJINTH. ENHOBpEeMEHHOTO NpUiIoKeHHe Ha
amckuper ¢ ACE naxubutopu nin APb e mpoTHBOIIOKa3HO MPH MaNeHTH ChC 3aXapeH auadeT u
naumueHTH ¢ 666peuno ypexaane (GFR < 60 ml/min/1,73 m®) (B, touxu 4.3, 4.5 u 4.8).

TI/I&?;HI[HI/ITG AUYypETULIKM MOratT Jia YCKOPAT HOBA IMOABa HA XHITOHATPUEMHA U XUITOXJIOPECMUYHA
aNKao3a Wiv 1a 00OCTPSAT Mpe/IIecTBalla XUImoHaTpueMisi-Ha0noaBana e XUoHaTpueMus,
CBHIPOBOJIEHA OT HEBPOJOTUYHA CUMIITOMATHKA (TaJeHe, [IPOrpecuBHA J€30pUEHTAlINs, anaTus).
JleueHHeTO C XUAPOXIJIOPOTHA3UIU TPAOBA /1a ce 3am0Isa cilejl KOpUrupaHe Ha Ipe/iecTBala
XHITOHATpUeMHus. B ciydail Ha Texxka uim Obp30/pa3BuBalla ce XUIIOHATPUEMUS TI0 BpeMe Ha
neuenneto ¢ Sprimeo HCT, nedenuero TpsaOBa Aa ObAe COpSHO A0 HOpMAIM3UPaHEe HAa HUBATa Ha
HaTpus.

Hswma nannu, ye Sprimeo HCT 6m MOrbii 1a Hamaliy MM IPEeJOTBPATH JUYPETHUK-UHAYLIMPaHaTa
xunoHarpuemus. JepuuuTsT Ha XJi0p B IOBEUETO CIy4aH € JIeK 1 OOMKHOBEHO HE ce Hy)XJae OT
JICYCHHE.

Benuku nanueHTH, NpueMaiiid THa3uIHU TUYPETHIM TPsIOBa EPUOAUYHO Ja ObJAT HPOCIEAIBaHH 32
EJICKTPOJINTHU HAPYIIEHMSL, 0COOCHO Ha KaJusi, HATPHS U MarHe3usl.

TuasugHuTe IMYPETUIN HaMaJlsIBaT EKCKPEersiTa Ha KAJILUM ¢ yprHaTa ¥ MOTaT Ja IPEeIU3BUKAT
NPEXOAHO U JICKO TIOKauBaHE HA CEPYMHHMS KaJILUH MPH JIMIICAaTa HA U3BECTHU HAPYLICHUS B
kajuueBus Metabonu3bpM. Sprimeo HCT e npoTrBonoka3eH npy NauyueHTH ¢ XUIEPKaIHEeMuUs 1
TpsiOBa /ia c€ mpuiiara camo ciiesl KOpurupase Ha npealecTpama xunepkaiauemus. [Ipuemst Ha
Sprimeo'HCT tpsiOBa na Obae npekpaTeH NpH pa3BUTUE HA XUIIEPKATLUEMHUS IO BpeMe Ha
ne¢uennero. CepyMHUTE HUBA Ha KaJIHs TPsOBa MEPUOIUYHO Aa Ce IPOBEPSBAT 110 BpeMe Ha
JeueHneTo ¢ Tnazuau. [logyepranarta xunepkaaueMus: MoXXe 1a ObJe JOKa3aTeJICTBO 3a CKPUT
XHAMeprnapaTupeonu3bM. [IpueMbT Ha THA3UAHN TUYPETULH TPsOBa Ja ObJie MPEeKpaTeH Npeau
NPOBEXKAAaHE HAa U3CJICABAHUS Ha QYHKLIUATA HA IAPATUPEOUTHNUTE JKIIC3H.
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br0Opeuno yBpexane u ObOpeyHa TpaHCIIIAHTAIHS

TuazuHUTE TUYPETUIM MOTAT J]a YCKOPST a30TEMHSTA MPH MAIIMEHTH ¢ XPOHUYHO OBOpedHO
3abomsaBane. Koraro Sprimeo HCT ce mpwtara npu manueHTr ¢ 0b0pevyHO YBpEKIaHe, ce
NpenopbyBa MEPUOTUIHO MPOCIIeIIBAHE HA HUBATA HA CEPYMHHTE €JICKTPOJIMTH, BKIIFOYUTEIHO Ha
KaJus, KpeaTHHWHA U TMKovHaTa kucennHa. Sprimeo HCT e mpoTHBONOKa3aH MPH MAIMEHTH C TEXKKO
0B0peuHo yBpexaaHe win anypus (BX. Touka 4.3).

He ce m3uckBa xopurupaHe Ha J03aTa IpH MAIEHTH C JIEKO 10 yMepeHo 060pedno yBpexaane (GFR
e > 30 ml/min/1,73 m?).

Jlunicea ot ¢ mpunoxenueTo Ha Sprimeo HCT mpwu marmeHTy, mpu KOUTO HACKOPO € HalpaBeHA
0BOpeyHa TpaHCITIaHTAITHS.

Kakro u npu npyru cpenctsa, HOBIHMSIBALIY PEHUH-aHTHOTEH3MHOBATA CHCTEMA € HEOOXOIUMO
MOBHIIIEHO BHUMAHUE NIPH NPUJIaraHe Ha aluCKUPEH B IPUCHCTBUETO Ha Mpeapasoaray KsM
pasBUTHE Ha OBOpEeYHA HETOCTATHYHOCT (haKTOPH, KATO HAIPUMEP XHUITOBOJIEMHUS (HAMP. HOpaTH
KpbBO3ary0a, TexKa WiIH OPOLBJDKUTENIHA IUapus, IPOABIDKUTEIHO MOBPBILAHE U AP.), ChPACUHO
3aboisBaHe, 9epHOAPOOHO 3a00IsIBaHe, 3aXapeH auadeT win 0p0pedHo 3a00maBase.
EnnoBpemennoto npunoxenne Ha anmuckuper ¢ ACE naxuburopu mim APB e npoTuBonokasHo mpu
naupeHTH ¢ 666peuno ypexaane (GFR < 60 ml/min/1,73 m?). Ilo Bpeme 1 mOCT-MapKeTHHI OBHST
OTIHT ce chOOIaBa 3a ciiydau Ha ocTpa ObOpedHa HEAOCTATHYHOCT, 0OpaTyva IIPH MPEeyCTaHOBSBaHE
Ha JICYCHUETO, IIPH PHUCKOBHU MMALMEHTH, NOIy4aBaly anuckupeH. [Ipi/nosBa Ha HIKaKBU NPU3HALU
Ha OBOpeYHa HEAOCTATHYHOCT, MPUEMBT Ha aTUCKUPEH TPsIOBa HE3A0ABHO J1a C€ MPEyCTaHOBH.

YepHoapoOHO yBpexIaHe

TuasugHuTe IMYpeTULH TPAOBa a ce M3MOI3BAT C OBHUILIRHG BHUMAHNE IPH MALHEHTH ¢ HapylIeHa
4epHOAPOOHA (PYHKIHS WITH TTPOTPECUPAIII0 YEPHOIPOOHO 3200 sIBaHe, THil KATO MUHIUMAITHU
IIPOMEHU B 0ajlaHCa Ha TEYHOCTHUTE U €JIEKTPOIUTUTE MOTaT Ja JOBEAAT 10 pa3BUTHE Ha YEPHOAPOOHA
koma. He e HeoOxoanMa KopeKIys Ha HayalHaTd J03a [IPY MalUeHTH C JIEKO 10 YMEPEHO
4epHOAPOOHO yBpexaane. JInnceaT nanau oTHocHO npunokenneTo Ha Sprimeo HCT npu manuenT
C TeXKKO 4epHOapoOHO yBpexaaHe. [lopamixuapoxinopornazuaaara komnoneHTa Sprimeo HCT e
MIPOTUBOIIOKA3aH MIPH MAIMEHTH C TeXKG UEPHOAPOOHO yBpexaane (Bxk. Touku 4.3 u 5.2).

Hsma xnuanuen onut ¢ Sprimeo HC) npu nmanueHTH ¢ 4epHOIPOOHO YBpEexKIaHe.

YMmepenu naxuburopu Ha P<gp

EnnospemennoTo npuiarane Ha anuckuper 300 mg ¢ kerokonazon 200 mg wiu Bepanammn 240 mg
noeumasa AUC Ha anicKupeH, CbOTBETHO ¢be 76% unu 97%. [lopaau Ta3u npuvrHa € HEOOXO0IUMO
MOBUILIEHO BHUMAHMUE DY MPUJIaTaHe Ha aJIMCKUPEH €THOBPEMEHHO C YMEPEeHH HHXUOUTOpHU Ha P-gp
KaTo KEeTOKOHA30T WX BepanaMui (BXK. Touka 4.5).

CreHO3a HA 40pTHATA M MUTpAJIHATa Kjala, OOCTPYKTUBHA XUIIEPTPOhHUYHA KAPIMOMUOIATHUS
[TomoOHO 'Ha ocTaHANKTE BA30AMIATATOPH, TIPY MAIIMEHTUTE CTPAJIAIH OT a0pTHA TN MUTpATHA
CTEH033, W OOCTPYKTUBHA XUTIEpTPO(QUIHA KapAOMHUOIIATHS, € TOKa3aHO 0COOEHO MOBHIIIEHO
BHUMAHUE.

CreHoza Ha 6b0pevHa apTepysi U peHOBACKyJIapHa XUIIEPTOHHUS

Hsima Hanu4YHM KOHTPOJIMPaHU KIMHUYHY JaHHU 3a ynotpebaTta Ha Sprimeo HCT npu nauuenTtu c
€HOCTpaHHa WM ABYCTPaHHA CTEHO3a Ha ObOpeyHaTa apTepHs, MM ChC CTEHO3a Ha apTepus Ha
eAMHCTBEH OBOpeK. Brpeku ToBa, KakKTO ¥ MPU APYTH CPEACTBA, TOBIUSIBAILY PEHUH-
AHTMOTEH3MHOBATa CHCTEMa, HAJTUIIE € TIOBHUILIECH PUCK OT Pa3BUTHE HAa OBOpeyHa HEAOCTaThYHOCT,
BKIIIOUMTENTHO OcTpa ObOpedHa HEAOCTATHYHOCT, [IPH JICUCHUE Ha TTALMEHTH ChC CTEHO3a Ha
O0bOpeunaTa aprepus ¢ aquckupeH. [lopaau Tasu mpuyKMHAa, IPU TAaKMUBA MALMEHTH € He0OXOANMO
noBuieHo BHUManue. [Ipy Bb3HMKBaHEe Ha OBOpevHa HEJOCTATHUYHOCT, JIEUSHUETO TPsOBa 1a ce
MIPEYCTAHOBHU.
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CHcTeMEH JIyIIyC EPUTEMATOJIEC
CrpobmraBa ce, ue THA3UIHUTE TUYPETHIIH, BKIIFOUUTEITHO XUAPOXJIOPOTHAZHI, MOTAT J]a O0OCTPAT WITH
Jla aKTUBUPAT CHCTEMEH JIyITyC €pUTEMATO/IEC.

MeTabonuTHH ¥ eHOOKPUHHU €eKTH

Tua3ugHUTE TUYPETUIH, BKIFOUYUTEITHO XUAPOXIOPOTHAZU]I, MOTAT JIa HAPYIIAT TITFOKO3HUS TOJIEPAHC
U JIa MIOBUILIAT CEPYMHUTE HUBA HA XOJIECTEPOJI, TPUIIIAIICPUIN U MMKOYHATa Kucenuna. [Ipu
MAIMEHTH ¢ TUabeT MOXe J1a € He0OX0IMMO KOPUTHUPAHE Ha J103aTa Ha WHCYJIMHA WK Ha
MePOPATHOTO XHUITOTIIMKEMUYIHO cpencTBo. ExroBpeMenHoTo npmioxenue Ha Sprimeo HCT ¢ APB
nn ACE maxuOrTopn € IpOoTHBOIIOKA3HO MPH MAMEHTH ChC 3aXapeH auadeT (BxK. Touka 4.3).

[Mopanu xuapoxnoporuasunHara kommnonenta Sprimeo HCT e npoTHBOMOKa3aH Mpy CUMITOMaTHYHA
xunepypukeMus (Bx. Touka 4.3). XuapoxaopoTruasu MoXKe Jja IIOBUIIIH CEpYMHHUTE HUBA Ha
MUKOYHATA KHCEJIMHA, TOPaJId HAMAaJIeHUs KIIMPHHC HAa MKOYHATA KACETMHA U MOXKE J1a NDUUAHY WITH
Jia 000CTpY XUIIEPYPUKEMHUSITA, KAKTO | Jia YCKOPHU TI0sBaTa Ha MoJiarpa mpu npeapasnoioKeHn
MAIMCHTH.

Tuasuaute HaMaIsIBaT €KCKPELUTa Ha KUK C ypUHATa U MOTaT Aa NPEAU3BUKAT IPEXOAHO U JIEKO
MOKAaYBaHE Ha CEPYMHUS KUK [IPU JIMIICATA HA U3BECTHU HAPYIICHUS B XA1IHEBUS METa0OIU3bM.
Sprimeo HCT e nmpoTrBomnoOKa3eH MpH MalueHTH ¢ XUIepKAIIUeMus 1 TpsdBa J1a ce Impuiiara camo
clieql KOpUTHpaHe Ha mpeamecTsamna xunepkaniuemus. [Ipuemst HaSprimeo HCT tpsadsa na Obae
IPEeKpaTeH NpH pa3BUTHE HA XUIEPKATLHUEMHUs 10 BpeMe Ha jiedeHiieTo. CepyMHHUTE HUBA HA KaJILUs
TpstOBa MEPUOANYHO Ja Ce MPOCIEAIBaT [0 BpeMe Ha JiedeHneTo ¢ Tnasuau. [loquepranara
XHUIIEPKAIMEMUs MOXKE 1a ObJe JOKa3aTEeJICTBO 3a CKPUT XuHepaparupeonan3bm. IIpueMsT Ha
THA3UIHU JUYPETULHM TPsAOBa Aa Obae MpeKpaTeH Npean IPOBEkKAaHe Ha U3CIeABaHUS Ha QYHKIUATA
Ha NapaTUPEOUTHNUTE JKIIE3H.

POTOYYBCTBUTETHOCT

Crob1maBa ce 3a ciiyyad Ha peakuuu Ha (OoTOAYBCTBUTEIHOCT IPU IPHEM Ha THA3HIHU JUYpPETHLIN
(Bk. Touka 4.8). Ako o Bpeme Ha sederneto ¢ Sprimeo HCT Bp3HUKHE peakiiust Ha
(OTOUYBCTBUTEIHOCT, CE€ MPENOPHYBA CIIMPAHE Ha JICUEHHETO. AKO Ce CUMTA 32 HE00X0AUMO
MOBTOPHO MpHJIaraHe Ha AWYPEeTHKa, &€ MpenopbuBa 3alIuTa Ha 00JIACTUTE, N3JI0KEHU Ha CIIBHIIE WU
n3kyctBeHa UVA cBeTiinHa.

OcTpa 3aKpUTOBI'BbJIHA THAYKOMA

XuapoXIOpOTHAZHIBT € CYI(POHAMHU ¥ € CBBP3aH C peaKIui Ha UINOCHHKPA3Hs, BOJIEIIa IO OCTpa
TPaH3UTOPHA MUOIHSAM \OCTPA 3aKPUTOBI'BIIHA rI1aykoMa. CHMIITOMHUTE BKITFOUBAT BHE3AITHO
HaMaJIIBaHEe Ha 3pHUTEIHaTa OCTPOTa Wi OO0JIKa B OUNTE ¥ 0OMYAitHO BH3HUKBAT B PAMKHTE Ha YaCOBE
JIO CEIIMUIIM CJIEI] 3AMT0YBaHe Ha JieueHueTo. HenmekyBaHara octpa 3aKpUTOBI'BIIHA TIIAYyKOMa MOXKE J1a
JoBeJie 10 TIepMaHeHTHA 3ary0a Ha 3peHuneTo. [[spBOHAYATHOTO JIEYeHNE € JIa Ce MMPEKpaTH IpreMa Ha
XUIPOXIIONO THA3U]T, KOJIKOTO C€ MOKe M0-0bp30. AKO HE c€ IOCTUTHE KOHTPOI BBPXY BHTPEOYHOTO
HaJsITaHe TPsIOBa Jla ce UMAT MPEABH CBOEBPEMEHHO MEANIIMHCKO WIIH XUPYPTUYHO JICUCHHE.
Pucrosnte dakTopu 3a pa3BUTHE Ha OCTPa 3aKPUTOBI'BIHA TNIAYKOMA MOTAT J1a BKIFOYBAT aHAMHE3a
3@ CylioHaAMHTHA WITM TICHUIIMJIMHOBA aJIepTHsl.

Obuwm
B cityuaii Ha Texka u nepcuctupaia auapus jgedenneto ¢ Sprimeo HCT TpsiOBa na ce npeycTaHOBH.

Kakro IIpY BCUYKH aHTUXUTICPTCH3UBHU CPCACTBA, IPCKAJICHOTO IIOHMXXABAHC HA apTCPUATIHOTO
HaJISIraHe IMpU MalUCHTU C UCXCMUYHA KapAnUOoaTus Ui UCXEMHUYHO CbPACYHOCHA0BO 3a6OJ'I$IBaHC,

MOXE Ja JO0BE€IC 10 I/IH(l)apKT Ha MHUOKapaa UJIn UHCYJIT.

HpI/I MalMEHTUTE MOT'aT J1a HACTBIIAT PCAaKIIMU Ha CBPBbXYYBCTBUTCIIHOCT KbM XUAPOXJIOPOTHA3UN,
KaTO BECPOATOCTTA € IMO-TOJIAAMA ITPU MALIUCHTHU C AJICPTUAa U aCTMaA.
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IloMomnu BemecTBa
Sprimeo HCT cwhabpprka akTo3a. [lamueHTn ¢ peaKy HaCIeICTBEHH MPOOJIeMHU Ha TaJlakKTO3HA

HEMMOHOCUMOCT, Lapp J1akTazeH AehUINT WIH TITI0KO30-TallakTO3Ha MaadcopOItus, He TpsOBa 1a
MPUEMAT TO3H JIEKAPCTBEH MPOIYKT.

Sprimeo HCT chabpprka nmeHHYHO HUIecTe. To € MoaXoasIIo 3a Xopa ¢ Ipoiuakus. [lanuentn ¢
ayeprusi KbM MIIEHANA (Pa3InYHa OT bOJUAKKS) HEe TPIOBa J1a B3eMaT TO3H MPOAYKT.

4.5 B3aumopeiicTBHe C APYIH JeKAPCTBEHH MPOAYKTH U APYru (popMH HA B3auMo/elicTBUe

Wndopmanns 3a B3anmonerictBusaTa Ha Sprimeo HCT

Jlexapcmeenu npodykmu, noeuA8awU HU80MOo Ha cepymuusa kaauu: Kanmii-ryoemusT epexT Ha
XUAPOXJIOPOTHA3H]T CE OTCIIa0Ba OT KaNMH-ChXpaHsaBamus ePekT Ha amuckuper. EQexTsT Ha
XUAPOXJIOPOTHA3U BEPXY CEPYMHUS KA Cc€ 09aKBa Ja 0b/ie TOTEHIIPaH OT APYTH JIEKapCTBCHH
MPOAYKTH, CBBP3aHU ChC 3ary0aTa Ha KaJuil U XUIOKaIHeMHus (Hamp. IPYTH KaIuH-TyOenTi
JTUYPETHIIN, KOPTUKOCTEPOUIH, TAaKCATHBH, afpeHokopTuKoTporeH xopmoH (ACTH), amdorepumus,
KapOEHOJIOKCOH, IEHUITWIHH G, TIPOU3BOIHA Ha CAHIFIIOBATa KucennHa). O0paTHOTO,
€IHOBPEMEHHOTO NIPUJIOKEHHE C APYTH JiekapcTBa, moBmusBan PAAC, HCIIBC iurm cpenctsa,
MTOBHIIIABAIIM HUBATa HAa CEPYMHIS KaJIMH (HAIIp. KaMH-ChXpaHsIBaIId JUYPETHLIH, KaIneBU JOOaBKH,
3aMECTUTENN Ha COJITa, ChIbPIKAIIN Kaiii, XeTrapiH), MOXe J1a JOBE/e IQ-TIOBUIIaBaHe Ha CEPYMHUS
kanuii. [IpemoppuBa ce MOBUIIEHO BHUIMAaHUE, aKO €THOBPEMEHHOTO TPIIOKEHHIE ChC CPENICTBA,
TIOBITMSIBAIIM HUBATa Ha CEPYMHUS KA ce cuuTa 3a HeoOxomumo. KomGnHupaHeTo Ha alMCKUpeH ¢
APB nnmu ACE nHXHOUTOPH € TPOTHUBOIIOKA3HO MPH MAIIUEHTUTE ChC B3axapeH quadeT u mpu
nauueHTH ¢ 666peuno ypexaane (GFR < 60 ml/min/1,73 m®) @He Ce mpenopbuBa mpH APyrd
manueHTy (Bxk. Touku 4.3, 4.4 u 5.1).

Jlexapcmeenu npooyKkmu, Koumo ce GIusisim Om CMYWeHUss 6 HUBAMA HA CePYMHUSL KATULL:
[IpenopbuBa ce EpHOANIHO MOHUTOPHPAHE HA HUBAT2 Ha CEPyMHUS KaJlui IpY NpHIarale Ha
Sprimeo HCT enHOBpeMEHHO ¢ JIEKapCTBEHH MPOILYKTH, KOUTO CE BIUSAT OT CMYIIICHHS B HUBaTa Ha
CepyMHHUS KaJaui (Harp. AUTUTATNCOBU TIIMKO3IN, aHTUAPUTMHULIN).

Hecmepouonu npomusoewvsnanumenuu cpeocmea (HCIIBC), sxkarousawyu cenrekmueHu
yurnookcueerasa-2 unxuobumopu (COX-2 unxubumopu), ayemuncaiuyuioga KUCeiuHd u
necenekmuenu HCBIIC: KakTo ¥ mpy Ipyry CpeCTBa, MOBIMSBAILN PEHUH-aHTMOTEH3UHOBATA
cucrema, HCIIBC morar na noHmskaT aHTuxXunepreH3uBHus epekt Ha anuckuped. HCIIBC morar
CBILO TaKa Ja OTcIaalAT TUypeTHYHATAa U aHTUXUIIEPTEH3UBHATA aKTUBHOCT Ha XUJIPOXJIOPOTHAZH].

IIpu HIKOM MaMeHTHC KoMIIpoMeTHpana Ob0pedna GpyHKIMA (IeXuapaTHPaHH NalueHTH HITH
NAaIMEHTH B cTapyeCKa 8b3pacT) NpuaraHeTo Ha aJIMCKUPEH U XUAPOXJIOPOTHA3H]] €THOBPEMEHHO C
HCIIBC moxe 14 ioBeae 10 ZOIBIHUTEIIHO BIIOIIABaHEe HAa ObOpeuHaTa GyHKIUS, BKIIOYUTEIHO €
BBH3MOXHO Bb3HUKBaHE Ha 0cTpa ObOpeuHa HeAOCTaThUYHOCT, KOSITO OOMKHOBEHO € oOpatuma. Ilopaau
Ta3u npuuria npu komOouHupane Ha Sprimeo HCT ¢ HCIIBC e He00X01uMO NOBUIIEHO BHUMaHHE,
0c00EHO AIPY MALMEHTH B CTap4YecKa Bb3PacT.

Lpyau aumuxunepmensuenu cpedcmea: ARTUXUNEPTEH3UBHIAT edekT Ha Sprimeo HCT moxke na
0%/ie MOBUIIECH IPY €THOBPEMEHHO NPUIAraHe ¢ APYrH aHTUXUIIEPTEH3UBHH areHTH.

JonbaHurenna nHGopMalys 3a B3aUMOACHCTBHS Ha aJHCKUPEH

EnnoBpemenHoTo npuinoxenue Ha anuckupeH ¢ APB ninn ACE naxuburopu € npoTHBONOKa3HO IpU
NAMEHTHTE ChC 3aXapeH AuadeT U maueHTH ¢ 6s0peuno ypexnane (GFR < 60 ml/min/1,73 m®) u
HE ce MPenopbuBa NPy IPYry NauueHTu (Bx. Touku 4.3, 4.4 u 5.1).
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BerrecTBaTa, KOUTO ca U3MUTBAHH B KIMHUYHUTE (PapMaKOKHMHETUYHH MTPOYUBAHHS HA ATHCKUPEH
BKJIFOYBAT alleHOKYMapoJl, aT€HOJIO0I, IeJeKOKCH0, (heHopuOpar, MHOrIIUTA30H, aJI0MyPHUHOI
U30COPOUT-5SMOHOHUTPAT, TUTOKCHH, METHOPMUH, aMJIOAUIINH, AaTOPBACTATHH, IAMETH/IMH H
XUApOXJIopoTHasua. He ca ycTaHOBEHH KIIMHUYHO 3HAYMMU B3auMo ieiicTBust. ClieIoBaTeTHO HE €
HEO0OX0IMMO KOPUTHUPAHEe Ha J03aTa Ha aTMCKUPEH U Ha €JHOBPEMEHHO MPUJIaraHUTe JICKapCTBCHU
HPOJIYKT.

Bzaumooeticmsus ¢ P-enukonpomeuna. 11pyn npeIKIMHUYHNA IPOYYBAHIS € yCTAHOBEHO, Ue
MDR1/Mdrla/b (P-gp) e rmaBaarta edurykcHa crcTeMa, ydacTBalia B YpeBHaTa abcopOnusiTa u
JKIThYHATa eKCKpeIns Ha aJiCKUpPeH. B KIIMHNYHO poy4yBaHe, pruQaMIHIrH, KOWTO € WHAYKTOp Ha P-
TJIMKOTIPOTENH, HAMaIIsiBa OMOHATMYHOCTTA Ha almucKupeH ¢ okoso 50%. Apyru uaaykropu Ha P-
TJIAKOTIPOTENHA (KBIT KAHTAPHUOH) MOTaT Ja MOHIKAT OMOHAIMYHOCTTA Ha alIMCKUPEH. BhIipexy. ue
TOBA HE € MPOYYBAHO NPY AIMCKHUPEH, 3Hae ce, ue P-gp perynmpa u ThKaHHOTO YCBOSIBaHE Ha peliiia
cyOcTpatu, n MHXHOUTOpHTE Ha P-gp MoraT ja moBUIIaT ChOTHOIIEHNETO ThKaHHA KbM IUTa3MeHA
koH1eHTparnys. [lopaan Tasu mpuanHa HHXHOUTOPUTE HA P-gp MoraT 1a goBenaT 1o MmoBMinasaHe Ha
ThKaHHUTE HMBA B TIO-TOJIIMA CTETIEH OTKOJIKOTO Ha IIa3MeHUTe HUBA. [[oTeHImManpT 3a TeKapCTBEHU
B3aMMOIECTBHUS Ha P-gp MACTOTO 1O BCAKA BEPOSITHOCT IIl€ 3aBUCH OT CTENEHTa HA.WHXUONpaHe Ha
TO3W TPAHCTIOPTED.

Mownu unxubumopu na P-gp: IlpoyuBaHe 3a JIeKapCTBEHH B3aMMOIEHCTBHSC/eTHOKpPATHA 1032 MIPH
3/paBu TOOPOBOIIH € TIoKa3alo, ye nmukiocnopuH (200 u 600 mg) moBunrasa C,,,x Ha ATUCKUPEH

75 mg npubnmsutenHo 2,5 mpt 1 AUC npubnmsutenHo 5 mbTu. [loBrmieHneTo Moxe aa e mo-
BHICOKO TIPH MTO-BUCOKH 1031 anuckuped. [Ipu 3npasu mobpoBommwn urpakonason (100 mg) moBuiasa
AUC u C,,x Ha anuckupeH (150 mg) crotBeTHO 6,5 11 5,8 mpTH! Flopann Ta3u npuinHa
€HOBpEMEHHAaTa yrnorpe0a Ha aIMCKUPEH U MOLIHM MHXUOKTOpH Ha P-gp e mpoTuBonokasana (Bx.
Touka 4.3).

Ymepenu unxubumopu na P-gp: EqTHOBpeMeHHOTO npwiarane Ha KeTokoHa3ol (200 mg) nin
Bepanamui (240 mg) ¢ amuckuped (300 mg) Boz#/A0 yBeIn4aBaHe, CbOTBETHO ¢bC 76% mmu 97% Ha
AUC na anuckupeH. Oyaka ce NpoMsiHaTa B41ia3MEHUTE HUBA HAa AIUCKUPEH B IPUCHCTBUETO HA
KETOKOHA30J1 WM Bepanamui 1a ObJe B Jiara3oHa, KOWTo O ce MOCTUTHAI, aKo A03aTa Ha
AJMCKUPEH CE YIBOM; YCTAHOBEHO €, Ye/103¢ Ha aduckupeH a0 600 mg uiy qBa IbTH Hall-BUCOKATA
IpenopbyBaHa TepareBTUUHA J103a, Ce [MOHACAT J00pe NPH KOHTPOIUPAHH KIMHUYHU IPOYYBaHHUS.
[IpeaxIMHUYHUTE NPOYYBAHUS [IOKA3BaT, Y€ €THOBPEMEHHOTO NPHIaraHe Ha alIUCKUPEH U
KETOKOHA30J1 yBeJIM4aBa CTOMAIIHO-YpeBHATa a0COpOLUs 1 HaMalIsIBa XKIIbUHATa eKCKPELHs Ha
anuckupet. [lopaau Ta3u nprurHa € He0OX0JMMO IMOBUILEHO BHUMAaHHE NP MPHUJIaraHe Ha
AIMCKUPEH eTHOBPEMEHHO € KETOKOHA30J1, BEparnaMiul Wik Ipyrd yMepeHu HHXuoutopu Ha P-gp
(KMapuUTpOMHLNH, TEMTDOMULIMH, EPUTPOMHULIMH, AMUOJAPOH).

P-gp cyocmpamil unu crabu unxubumopu.: He ca HaOnrogaBaHu 3HAYMMH B3aMOCHCTBUS C
aTEHOJIOM, TUT OKCHH, aMJIOUINH Wi nuMeTuanH. [Ipu npunarane ¢ atopBactarus (80 mg), AUC u
Cinax Ha amaciupeH (300 mg) B cTalioHapHO ChCTOsTHUE ce yBenmnyanaT ¢ 50%.

Huxubwnopu na mpancnopmupawu opeanuunu anuonu noaunenmuou (OATP): llpenxknuauanure
NpPOy4BaHUs MTOKa3BaT, Y€ AIMCKUPEH MOXKE /1a Obae CyOcTpaT Ha TPaHCIOPTUPAIIY OPraHUYHH
afonu nojunentuau. [lopagy Ta3um npuunHa chliecTBYBa NOTEHIMAIHA Bb3MOXKHOCT 32 PEaKklMu Ha
B3auMoJeiicTBie Mex 1y nHxuoutopu Ha OATP n anuckupeH, npyu CbBMECTHO MPUIIOKEHUE (BXK.
,»B3anMOJICiCTBHIE ChC COK OT rpeindpyt”).
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Cox om epetinghpym: TlpuinaraneTo Ha COK OT TPeHNPPYT ¢ ATMCKUPEH BOIM 110 MoHmKaBaHe Ha AUC
u Cp.x Ha anuckupeH. EqHoBpemMeHHOTO Tipriarane ¢ anuckuper 150 mg Boau g0 61% noHmxenne
Ha AUC Ha anucKupeH, a eJHOBpeMEeHHOTO npuiarane ¢ anuckuper 300 mg Boau a0 38%
nonwkenue Ha AUC Ha anuckupeH. ToBa MOHMKEHUE BEPOSATHO € JBIDKU HAa HHXHUOUpPaHE OT COKa OT
rpedndpyT Ha YCBOSIBAHETO HA ATUCKUPEH, MEAMUPAHO OT TPAHCIIOPTHPAIIl OPraHUYHU aHHOHU
TIOJIMIICNITH]I, B TACTPOMHTECTUHAHYS TpakT. ClieIOBaTeIHO, MOPAIN OMACHOCTTA OT HEYCIEX B
nedenuneto, Sprimeo HCT He TpsiOBa na ce mpreMa eTHOBPEMEHHO ChC COK OT TPEeHIipyT.

@ypozemud. 1lpn emHOBpeMeHHOTO MIpriiarane Ha anuckupe ¢ ¢pypozemun, AUC u C,,, HA
¢bypozemun ce moHmKaBat choTBETHO ¢ 28% 1 49%. [lopaan Tazu npudrHa ce MpenopbyuBa
npoclesBaHe Ha eeKTa py 3armovBaHe u PU KOPUTHPAHE Ha TepaIusiTa ¢ Pypo3eMu/, 3a Ja ce
n30erHe Bh3MOXKHA HepallioHalTHa yIoTpeOa B KIIMHIUYHY YCIOBUS HA 0OEMHO HAaTOBapBaHe.

Bapgapun: Edexture Ha anmuckupeH BbpXy (papMaKOKWHETHKATa Ha Bap(aprH He ca OLCHSBaHH,

Bzaumoodeticmsus ¢ xpanu.: XpaHuTe ¢ BUCOKO ChIbPKaHUE HA Ma3HHHU 3HAYMTEITHO JTOHKKABAaT
abcopOIusaTa Ha ATUCKUPEH.

JlonpiHUTENHA HHQOPMAILHS 3a B3AUMOAEHCTBIS Ha XUAPOXJIOPOTHAZHU
[Ipu eqHOBpEMEHHO TpHITaraHe CIEIHUTE JIEKAPCTBEHH MTPOYKTH OMXa MOLJIN ]a B3aNMOJECTBAT C
THA3UTHAUTE JUYPETUIIH:

Jlumuii: Tnasuaure HaMaIsIBaT ObOPEUHHS KIMPBHC HA JINTHS, CIIEIO0BATEIHO PUCKBT OT JINTHEBA
TOKCHYHOCT C€ MOBHIIaBa IPH MpUIIaraHe Ha XuApoxiaopotuasiji., He ce mpenopbua
€THOBPEMEHHOTO TpHJIaraHe Ha JUTUI U XHAPOXJIOPOTHA3WA, AKO KOMOMHAIMATA Ce OKa3Ba KpaitHO
HEo0X0/IMMa, ce TPEropbYBa BHUMATEITHO POCIIC/IIBAHE Ha-CePYMHUTE HUBA HA JIUTH 110 BpeMe Ha
€IHOBpPEMEHHATa yrnoTpeoa;

Jlexapcmeenu npodykmu, koumo mozam 0a uHoyyupam torsades de pointes: llopanu pucka oT
XHIOKAINEMHUS XUIPOXIOPOTHA3NA TPSOBA 12 ¢ MMpHiIara ¢ MOBUIICHO BHUMaHHE C MIPOIYKTH, KOUTO
MOTaT J1a MHAYIHpAT torsades de pointes, mo-criennanao antuaputMuiy Kitac [a u Kiac 111, kakTo u
HSKOW aHTUIICHXOTHIIH.

Jlexapcmeenu npooykmu, nOGAUACGUSU CEPYMHOMO HUBO HA Hampusi: XUTIOHATPUEMUYHUSAT eeKT Ha
JUYPETHLHTE MOJKE J1a CE YCUIIN 1P ChbBMECTHO MPUIIOKEHHUE C ONPEIeNICHH JIEKaPCTBEHHU TPOAYKTH

KaTo aHTUACTIPECAHTH, aHTUIICUXOTHIIM, aHTHETTWIICNTHYHN CpeacTBa 1 Ap. Heo0xoanmo e moBUIIeHO
BHUMAaHHUE IIPH CHbBMECTHO PHIIOKEHHUE HA TE3H JIEKApCTBEHU MPOIYKTH.

IIpecopnu amunu (ianp. HopaopeHanuH, adperanut). XuapoxJIopoTHa3HI MOXKE Aa HaMaJll OTTOBOpa
KBbM IIPECOPHH aMUHH KaTo HopaapeHainH. KiMHn4yHaTa 3Ha4MMOCT Ha TO3U €(eKT € HeoNpeeiIeHa u
HE € 0CTaThyia 3d NpeKpaTsBaHe Ha TAXHATa yrnoTpeoa.

,ZZMZOKCMH uinu ()pyeu OUSUMATUCOBU TIUKOZUOU: TI/I8,3I/I,Z[-I/IH,I[yLII/IpaHa XHUIIOKAJIUEMUA UITU
XUMNOMArHC3UEMUsI MOT'aT J1a CC U3ABAT KATO HECXKCIJIAaHU pCaKIUU, YHGCHHBaﬁKH Ha4yaJIOTO Ha
AUTUTAIINC-UHAYIHUPAHU ChbpACYHU ApUTMUU.

Bumamun D u kanyueeu conu: IlpunaraneTo Ha THA3UIHU TAYPETHUIIH, BKIFOUYHUTEITHO
XUJAPOXJIOPOTHA3U/, C BATAMUH D HITH ¢ KaJIIIUEBU COJIM MOXKeE Ja MOTEHIIMPA [TOKAaYBAHETO Ha
cepyMHUs Kanui. EJHOBpEMEHHOTO IPUIIOKEHHE C THA3UIHU AUYPETHIT MOXKE J1a TOBEAE 10
XUNEPKATIUEMHS TIPY MAIUEHTH MPEIPa3NoI0KEH! KbM XUIepKaIIreMus (Harp. mpu
XUIEePHapaTUPEOUIN3bM, 3JI0KaUEeCTBEHH 3a00IIIBaHUS WK BUTAMUH D-MeIMupanu ChbCTOSHUS) Upe3
MOBHIIIABaHE HA TyOyJTHATa KaJlueBa peadbcopOusi.
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Anmuouabemnu sewgecmsa (Hanp. UHCYIUH U NEPOPATHU aHmuouabemnu cpeocmea). Tuazuaute
MOTar Jia Hapymiat TIFOKO3HUS TojJepanc. Moxe Jia ce HAJIOKU KOPUTHpPAHE Ha JIO3UTE Ha
aHTUINA0CTHUTE JIEKAPCTBCHH MPOAYKTH (BK. Touka 4.4). MeThopMuH TpsiOBa 1a ce mpreMa ¢
TIOBHIIICHO BHUMAaHHWE MOPAJIN PUCK OT JIAKTaTHA aly03a, HHAYIMPaHa OT Bb3MOKHA (PYHKITHOHAITHA
0BpOpeyHa HEMOCTATHYHOCT, CBhpP3aHa ¢ XUAPOXIOPOTHAHI.

bema-6noxepu u ouazoxcud: ETHOBpEMEHHOTO MPUIIOKEHNE HA THA3UIHN AUYPETHUIH, BKITFOUUTEITHO
XUAPOXIIOPOTHA3HI, U OeTa-0JIOKepH MOJKE [1a TTIOBHUIIHM PHUCKA OT XHUIIEPTIIHKEMUs. THasuIHuTe
TUYPETHIIN, BKIIOYATEITHO XUAPOXIOPOTHAZH], MOTAT Ja MIOBUINIAT XUTIEPTITHKEMUYHUS ePEeKT Ha
JIMA30KCH/I.

Jlexapcmeenu npodykmu, npunazany 3a 1e4erue Ha nooazpa: Be3MOXKHO € 1a ce HaJOoXKH KOPUTHPAHE
Ha J03aTa Ha YPUKO3yPUUHUTE JIEKAPCTBEHU MPOAYKTHU, Thil KATO XUAPOXIOPOTHUAZU]T MOXKE J1a
MOKa4YX HUBAaTa Ha CEpyMHATa IMMKOYHA KucelmHa. Moke Ja € HeoOX0MMO J1a Ce YBEJIMYH JI03a1a Ha
npoOeHenu I U CyI(pUHITUPa3oH. EMHOBpEMEHHOTO MIpHiarane Ha TUA3UHU TUYPETHIIN,
BKJIFOUUTEITHO XUPOXJIOPOTUA3H, MOXKE J1a MTOBUIITM YeCTOTaTa Ha PEaKIIMUTE Ha
CBPBXUYBCTBUTEITHOCT CIIPSIMO aJIOIypPUHOIL.

Aumuxonunepauynu cpedcmea u Opyeu 1eKapcmeeHu nPoOYKmu, NOGIUAGAWU. CIHOMAWHUSA
momuaumem: BUOHATMYHOCTTA HA THA3UIHUTE TUYPETULM MOXKE Ja CE TIOBUIIM OT
AQHTHUXOJIMHEPIHYHHUTE CPelCTBA (Hamp. aTpONUH, OUNEpUIeH), BEPOATHENOPAAN HaMaJsIBaHE Ha
MOTWJINTETA Ha CTOMAILIHO-UYPEBHUS TPAKT U 3a0aBsHE HA BPEMETO 3a/p3ripa3BaHe Ha CTOMaxa.
OO6patHo, 0O4aKBa ce MPOKMHETHYHHUTE BELIECTBA KAaTO LIM3APIH] 12, MOTAT J1a HAMAJISAT
OMOHATMYHOCTTA HA THA3UIHUTE AUYPETULIH.

Amanmaoun: TuazuaHUTE AUYPETUIH, BKIIFOUNTEITHO XUAPOXIOPOTHAZHI, MOTAT J1a TIOBHIIIAT PUCKA
OT HEeXXEJIaHU PeaKlny, MPUINHEHU OT AMaHTAVH.

Honoobmennu cmonu: AbGcopbuusTa Ha THA3UIHWTE AUYPETHUIH, BKITFOUUTEITHO XUAPOXIOPOTHAZUI,
ce HaMalsBa OT XOJIECTPUPAMUH HJIM XOJECTHIION. ToBa MOKe /1a JOBeJe 10 CyOTepaneBTHIHI
edeKTH Ha THA3UTHUTE qUypeTuld. [IprmaraHeTo Ha XUAPOXIOPOTHA3UI U Ha HOHOOOMEHHUTE
CMOITH TIOOT/IEITHO, TaKa Ye XUAPOXIOPOTHA3H [1a ce Tpriara rmone 4 gaca npean win 4-6 daca cnen
MIPUJIOKEHUETO Ha HOHOOOMEHHaTa CMoJia, OM HaMallniIo B3aUMOJIEHCTBHETO.

Lumomoxkcuunu cpedcmsa: THa3hIHNTE ANYPETHIH, BKIIOYUTEIHO XUIPOXIOPOTHA3NI, MOTAT 1a
HamMaiAT ObOpeyHaTa eKCKPEins Ha IMTOTOKCUYHNATE CPeACTBa (Harmp. mUKIohochamu,
METOTpPEKCaT) M Jia MOTEHIINDAT TEXHUTE MUEIOCYIIPECUBHU e(PeKTH.

Heodenonapusupawi cxenemuo-myckyanu perakcanmu. Tuazuante, BKIIOUATETHO
XUIPOXJIOPOTHASU L, TOTEHIMPAT ACHCTBUETO Ha CKEJIETHO-MYCKYJIHHUTE PEJIAKCAHTH, KaToO
NPOM3BOAHUTE Ha Kypape.

Ankoxosi, oapobumypamu unu Hapromuyu: ENHOBpEMEHHOTO NpuUilaraHe Ha THA3UAHUTE JUYPETHIIU C
BEIUECTRa, KOMTO CHILO MMAT MOHMKABAIIl KPbBHOTO HaIAraHe eexr (Hamp. 4pe3 HaMmalisiBaHe Ha
aKTHBHOCTTA Ha LIEHTPaJIHAaTa HEPBHA CHCTEMAa WM AWPEKTHA Ba30JUJIaTallMsl) MOXKe Ja MOTEHIUpa
1OsBaTa HA OPTOCTATUYHA XUIIOTOHUSI.

Memunoona: ma OTACIHHU C’LO6H.[€HI/I$I 3a CJIy4ard Ha XECMOJIMTUYHAa aHCMUS, Bb3HUKHAJIA IIPpU
CAHOBPCMCHHO IMPpWJIarane Ha MCTUJIA0IA U XUAPOXJIOPOTUA3UI.

Hoonu xonmpacmuu éewyecmea: B ciydaii Ha IMypeTUK-HHIyIIUPaHA JeXUAPATAIIMS MM OBUIIEH

PHUCK OT OCTpa 6’L6p€‘lHa HCJOCTAaTBb4YHOCT, 0CcO0€eHO0 Py BUCOKH 03U Ha ﬁO,Z[HPITe MMPOAYKTH.
HaLII/IeHTI/ITC TpH6Ba Ja c€ pexuapaTtvupar rnpeau nNpujiaraHeTto Ha fIOZ[HH KOHTPACTHH! BCIIICCTBA.
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4.6 @epTUIUTET, D)PEMEHHOCT U KbPMeHe

BpemenHocT
Hsama nannum 3a yrotpebara Ha aTUCKUPEH MPpH OpeMEHHH JKeHU. ATTUCKUPEH He € TepaToreHeH Npu

TUTBXOBE W 3ai1H (BXK. Touka 5.3). JIpyru BemiecTBa, KOUTO AUpEKTHO Bh3aeicTBar Ha PAAC ca
CBBP3aHH ChC CEPUO3HU (heTamHn Man(opMay 1 HeOHaTalTHA CMBPT, KOTaTo Ce YIIOTPeOsBaT 110
BpEeMe Ha BTOPHS U TPETHUSI TPUMECTHP. MiMa orpaHudeH onuT OTHOCHO yrotpebara Ha
XUJIPOXIOPOTHAZH]] TTO BpeMe Ha OPEMEHHOCT, 0COOCHO Mpe3 MbpBUs TpUMeECTHP. [IpoyuBanusTa Npn
JKUBOTHHM Ca HEJOCTATHYHHU.

XuApoxJIOpoTHA3UT IPEMIHABA TIpe3 IaneHTara. B3 ocHOBa Ha papMaKoIOrHYHHS MEXaHU3bM Ha
JIefiCTBUE HA XUIPOXIOPOTHAZHI, YIIOTpedaTa My Ipe3 BTOPHSI U TPETUSI TPUMECThP MOXKE J1a Hapyilu
¢eroranentapaara nepdy3us u a 1oBeAe 10 (heTarHd U HEOHATATHU €(PEeKTH KaTo KbITCHUTIA;
HapyIICHUS HA EJICKTPOJIUTHHS OATaHC ¥ TPOMOOIIUTOTICHHS.

XuApoxJIOpOTHA3UT HEe TPAOBaA J1a ce TpHUIara mpu OTOIM IO BpeMe Ha OPEMEHHOCT, MPH FECTAIlMOHHA
XUIEPTOHUS WITH MPH MIPEEKIAMITICH TOPaJn PUCKa OT HaMaJIBaHe Ha IIa3MEHUS 00EM U
IUIalieHTapHa xunonepgys3us, 6e3 1a UMa MoJ3H1 110 OTHOIIIEHUE Ha Kypca Ha 3a00nIBaHeTo.

XuApoxJIOpoTHa3uI He TPAOBa [1a ce M3MOJI3Ba 3a JICUCHUE Ha €CeHIMATHA-X HICPTOHUS TIPH
OpeMeHHH, ¢ U3KIIOYCHHE HA PEJIKU CIIydau, B KOUTO HE MOXKe J1a ObJIe MPHFi0KESHO JAPYTro JCUCHUE.

He ca nposexxaanu criequuyH KIMHUYHYU IPOYYBaHUS C KOMOMHALMATA, IOPAIU Ta3y NPUYMHA
Sprimeo HCT He Tps0Ba 1a ce U3Io3Ba 1o BpeMe Ha IbPBHs TPAMECTHP OT OPEeMEHHOCTTA WK TIPH
JKEHH, KOUTO IUIAHUPAT Ja 3a0pEeMEHEAT U € IPOTHUBOIIOKA33H, II0 BPEME Ha BTOPUS U TPETHS
TpuMecThp (BX. Touka 4.3). [Ipu miaanpane Ha OpeMeHHOCT-¢ HE0OOXOUMO TTPEMUHABAHETO KM
MOJXOAIIO aNTEPHATUBHO JIeueHHe. AKO M0 BpeMe HA JIEYCHUETO CE€ YCTAaHOBH OPEMEHHOCT, IPHEMBT
Ha Sprimeo HCT tpsi6Ba fa ce mpexparu He3abaBHO,

Kbpmene
He e m3BecTHO manmy amuCKUpPEH ce eKCKpeTHpa B KbpMaTa. ATUCKUPEH Ce CEKPEeTHpa B MIISIKOTO Ha

JIaKTHpalll ILTbXOBE.

XPI,Z[pOXJ'IOpOTI/IaSI/IL[ CC CKCKPETHUPa.B/KbpMaTa B MaJIKU KOJIMICCTBA. BB BHCOKH 03U THASUAUTEC
MMPpEAN3BUKBAT UHTCH3UBHA AWYPE3a U MOIaT J1a IOTUCHAT o6pa3yBaHeT0 Ha KbpMara.

Sprimeo HCT ne ce npenopsusa o Bpeme Ha kbpMmeHe. Ako Sprimeo HCT ce npunara no Bpeme Ha
KbPMEHE, 03UTe TpAOGBa 1a ObAAT KOJIKOTO C€ MOXKE HO-HUCKH.

4.7 EdexTu BHpXy cnnocoOHOCTTa 32 mogupane u padora ¢ MAIIMHA
He ca nporeixaanu npoyuBanus 3a epeKTuTe BEPXY CIIOCOOHOCTTA 3a mo(upaHe U paboTa ¢ MALIMHU.
Mauiko eeposarHo e Sprimeo HCT na nosnusiBa cioco6HOCTTa 3a modupane u paborta ¢ MamuHy. Bee

nax pv mogupane 1 padoTa ¢ MalIMHM TPSAOBA Aa ce UMa MpeBUA, Y€ 0 BpeMe Ha IpreMa Ha
AHTHXHUIIEPTEH3UBHHU JICKAPCTBEHH MTPOAYKTH MOHSKOTA MOXKE Ja CE MOSIBST 3aMasiHOCT WM yMOpa.
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4.8 Hexenanu jeKkapcTBeHH peaKuu

KomOuHaIus almucKupeH/XuapoXI0pOTHASHIT

bezonacHoctra Ha Sprimeo HCT e u3cneasana B 9 kiuHWYHA W3nATBaHuS ¢ Hax 3 900 manueHTy,
BKtouBammm Haj 700 manueHTH, JeKyBaHH 3a TieproA Haj 6 Mecena u Han 190 manueHTw, IeKyBaHU
3a mepuoj Haj 1 rogunaa. YectoTraTa Ha HeXEIAaHHUTE JICKAPCTBEHH PEAKIIUK HE MOKa3Ba BPh3Ka C IO,
BB3pacT, MHACKC Ha TEJIECHA Maca, paca W eTHHYeCKa mpuHamiexkHocT. Jleuernero ¢ Sprimeo HCT,
mpu no3u 10 300 mg/25 mg Boau 10 00IIa YecToTa Ha HeXKEITaHUTE JIEKAPCTBEHH PEaKIuy MOI00Ha
Ha Tasu npH mianedo. HexxenanuTe peakiyy KaTo [suio ca JISKH U MPEXOTHU M0 XapaKTep U caMo B
pElKH ClTydad Hallarat MpeycTaHOBsIBaHe Ha JiedueHueTo. Haii-uectara HexxenaHa JekapcTBeHa
peaknus, HabrogaBana mpu Sprimeo HCT e nuapust. Hexenmanure 1ekapCcTBEHN PeakIny ChOOIEHI
TTO-paHo MPH HAKOS OT cheTaBKUTE Ha Sprimeo HCT (ammckupeH u XuapoXIopoTHA3HT) B H30POSHY B
CHOTBETHHS Haparpad Ha CbOTBETHHS KOMITOHEHT, MOTaT Ja Bb3HUKHAT 1 1ipu Sprimeo HCT.

UYecroraTa Ha M30POCHUTE MO-A0JTY HEXKETaH! JIEKAPCTBEHH PEAKIIUHU CE OIPEe/Ielis Upe3 B3moli3BaHe
Ha CJIeTHaTa KOHBEHIH: MHOTO YecTH (> 1/10); wectu (> 1/100 mo < 1/10); mewectn (> 1/ 000 no
< 1/100); penxu (= 1/10 000 mo < 1/1 000); muOTO peakn (< 1/10 000) u ¢ Hen3BeCTHA YecToTa (OT
HAJIMYHUTE JaHHU HE MOXe Ja ObJic HanpaBeHa oneHka). [Ipu Besiko rpynmupaHe & $aBUCHMOCT OT
YeCcTOTaTa, HEXKEIAHUTE JICKAPCTBEHH PEaKIIMU Ce U30POSBAT B HU3XOASI] peJl HOXOTHOIICHUE Ha
TSAXHATA CEPUO3HOCT.

CTroMalHO-4YpeBHH HapylleHusl
Yectu: Huapus

Juapus: [{napusta e 1030-3aBUCHMA HEXKEJIaHa JICKapCTBEHapeakis Ha anuckuped. [Ipu
KOHTPOJIMPAHU KIMHUYHY U3MIMTBAHUS YECTOTATa HAa AUAPMsiTA IPH NALIMEHTHUTE, JIEKYBaHH ¢ Sprimeo
HCT e 1,3% B cpaBuenue ¢ 1,4% 3a anuckuped uinn 1,9% 3a nmarueHTnre, JIeKyBaHH C
XUIPOXJIOPOTHAZHL.

Cepymen kanuii: B romsiMo rurarie60 KOHTPOIHPAHO KIMHUYHO U3IUTBAHE TPOTHBOIIOIO0KHHUTE
edextu Ha amuckuped (150 mg wm 300 mg) u xunpoxmoporuazux (12,5 mg unm 25 mg) BEpXY
CepYMHUS KaJMii IPHOJIM3UTEITHO ce HasllaHCHpaT B3aMMHO IIPU MHOTO OT nmanuenture. [Ipu npyru
NalMeHTH JOMHUHHpPA eANHUAT WK 1pyrist edekt. [Ipu prckoBHUTe MaMeHTH € He0OXO0IMMO
HEPHOINYHO, Ha OTIPEECIICHN HHTEPRAIHN, 1A CE N3CJIE/IBAT HUBATA HA CEPYMHHMS KaJlUid, 3a
yCTaHOBSIBaHE Ha MOSBA HA BH3MOXKEH EJIEKTPOJIUTEH AucOananc (BK. Touku 4.4 u 4.5).

JlonsiiHUTEIHA HHQOPMALKS 3a BCIKA OT OTJIEJTHUTE ChCTABKHU
Hpyru HexxenaHu peaxiiui, ChOOIIeHH 3a BCSIKA OT OTACTHUTE ChCTaBKHU, MOTAT JIa C€ TPOSIBAT IPH
Sprimeo HCT, nopi ¥ jia He ca HaOIIOaBaHU B X0/1a HA KIIMHUYHUTE TIPOYYBAHHUS.

Anuckupen
Jledenuero cramuckupes, ipu go3u 10 300 mg Boau A0 00IIIa YecToTa Ha HeXKETaHUTE PeaKIIiu

1'[0):[061—121 HA Ta3u Ipnu rmaue6o. Hexenanure PCaKIMH KaTo IO Ca JICKU U NPEXOJHU 110 XAPAKTEP U
CaMo B.PCIKHU CJIyYau Hajlarat npeyCraHOBABAHC Ha JICHCHUCTO. Haii-yecrara Hexxenana JICKapCTBCHA
peaknua € fuapus.
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W3BecTute npu npuiiaraHe Ha aTMCKUPEH HEKEIaHH JIEKAPCTBEHU PEAKIHH Ca TIPEICTABEHH B
TabuIara mo-10Jy, KaTo € U3IM0JI3BaHa ChIlaTa KOHBEHIINS, KAKTO TIPH OMMCBAHETO UM BbB
¢bukcupaHaTa KOMOMHAITHS.

Hapymenust Ha HepBHATa cucTeMa
Yectn: 3amastHOCT
Cba0BH HApYIIEHHS
Heuectu: XUnoToHUs
CToMalIHO-4YPEeBHHM HAPYLIEHHUS
Yecru: Huapust
Hapyumennst Ha MMyHHAaTa cucTeMa
Penku Peakuny Ha CBpBbXYyBCTBUTEIHOCT
Hapyumienust Ha K0KaTa U MOAKOKHATA ThbKaH
Heuectn: OO6puB, TeXKHN KOKHH Hexxenanu peakuu (TKHP), BKItounTetHO
ToKcH4Ha enuaepmanta Hekponmsa (TEH) u peaknnu Ha yeiHara
JUTaBHIIA
Penku: AHruoenem
Hapymennst Ha MyCKYJIHO-CKeJIETHATA CHCTeMA U CheANHUTEIHATA ThKaH
Yectu: ApTtpanrus
Hapymienusi Ha O0bOpenuTe U NMKOYHUTE MbTUIIA
Heugecrn: OcTtpa 6b0peyHa HEOCTATHUHOCT, OBOPEIHO yBpEXKIaHE
OO0 HapymeHus 1 epeKTH HAa MSICTOTO HA MPHJIOKeHHe
Heuecru: [lepudepuu otorn
HN3cnenpanus
Yectu: XunepkanueMmus
Penxu: HamansBane Ha xeMOTr100ME4;"-HamMallsiBaHe Ha XeMaTOKPUTa
Penku: [loBunIaBaHe HA CEPYMHUSI KPEATUHUH

ITo BpeMe Ha JIEYCHUETO C ANUCKUPEH ca HaOII0/AARAaHH [0sBa HA AHTHOEEM U PEaKLH Ha
CBPBXUYYBCTBUTEIHOCT. B X012 Ha KOHTPOIMPAHi KIMHUYHY IPOYYBaHUs, aHTUOEAECM U peaKkuy Ha
CBPBXUYBCTBUTEIHOCT Bb3HUKBAT PAJKO [IPH TEPaNusi C ATUCKUPEH C YECTOTa, CPaBHUMA C Ta3H MIPU
JIeYeHHE C I1a1ed0 UIH ChC CPABHUTEIHHUTE JICKAPCTBEHH NPOIYKTH.

[To BpeMe Ha ITOCTMAPKETUHIOBHUS OIAT CHII0 MMa CHOOLICHUS 3a CIyYal Ha aHTHOEIEM WITH 3a
CHMIITOMH, ITPEATIOJIaraii HaTMIHeTO Ha aHTHOeeM (OTOK Ha JIMLETO, YCTHUTE, I'bPIIOTO W/WIN
e3uka). [Ipu yacT OT manuMeHTUTe ChIECTBYBA aHAMHE3a 32 Pa3BUTHE HA aHTHOEIEM WU Ha
CHMIITOMH, MTPEATIOaramy HaTM4HeTo Ha aHTHOEIeM, TBJDKAIY Ce B YacT OT CIyYauTe Ha
yrorpebara Ha JpyruJieKapcTBa, CIOCOOHH J1a MPEAM3BUKAT MOsSBaTa Ha aHTHOEIEM, BKIFOUUTEITHO
naxubutopu Ha PAAC(ACE unxuburopu unu APB).

ITo BpEMC Ha NOCTMAPKETUHTOBUA OIIMUT CHUIO0 MMa CT)O6HI€HI/I$I 3a CJIydau Ha p€aKlMy1 Ha
CBPBXYYBCTBHTCIHOCT.

ITpr1i09Ba Ha HIKAKBY NIPU3HALM, IPEAOJIATalIN PEaKUKsl Ha CBPBXUYBCTBUTEIHOCT/aHTHOeAeM (TI0-
CIICHUAJIHO 3aTPyIHEHO JUIIAaHEe WK Nperiblliane, OOpuB, ChpOEK, ypTUKApHUs WU NTOLyBaHE HA
JLETO, KpaWHULINTE, OYUTE, YCTHUTE W/WIIN €3HKa, 3aMasiHOCT), IALIEHTUTE TPSOBa 1a NPEyCTaHOBAT
TepanuATa 1 Ja Ce CBBPIKAT ¢ Jiekap (BX. Touka 4.4).

HpI/I MOCTMApPKCTUHI'OBUS OITUT CC C"bO6IJ.IaBa 3a apTpaarus. B Hsxon CJIydau apTpajrusra ce
MMposABABa KATO 4aCT OT p€aKl v Ha CBPbXYYBCTBUTCIIHOCT.

Xemoenoburn u xemamoxpum: HabGnronaBaHo € JeKO IMOHMKaBaHE HA CTOMHOCTHTE HA XEMOTJIOOMHA U
XeMaToKpuTa (CpeaHo moHmwkaBaHe oT npuodausutenHo 0,05 mmol/l u ceoTBeTHO 0,16 00EMHU
nporeHTa). HuTo enquH manueHT He mpeKpaTsABa JICUSHUETO Mopau anemus. To3u eekr ce
HAOJI0/1aBa ¥ TIPH IPYTH CPENICTBA JACUCTBAIIM HA CHCTEMaTa peHUH-aHTHOTeH31H, kato ACE
naxubutopu u APB.
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Cepymen xanuii: HabmogaBaHo € IOBHIIIaBaHEe Ha HUBOTO HA CEPYMHHMSI KaJIUi MPU aJIMCKUPEH, KOETO
MOJKe Aa 0b/ie TO-CHITHO U3Pa3eHO MPH €THOBPEMEHHO MPUIIOKEHHE C IPYTH CPEACTBA,
Be3aeiicTBamy BepXy PAAC wm HCIIBC. B croTBeTCTBHE ChC CTaHIApPTHATA METUITMHCKA
MPaKTHKA, aKO €THOBPEMEHHOTO MPUIIOKEHHE CE CUMTA 32 HEOOXOIMMO, CE€ TPENOPhUBa IEPUOAUIHO
n3cienBane Ha ObOpedHarta GyHKIHSI, BKIFOUUTEITHO CEPYMHHUTE EIeKTPOIMTH. EqHOBpEeMEHHOTO
npmiIoxkeHue Ha anmuckuper ¢ AP mwim ACE HHXHOUTOPH € MPOTHUBOTIOKA3HO TIPH MAIMEHTUTE ChC
3axapeH auabeT i manmenTy ¢ 6s0peuno yepexaane (GFR < 60 ml/min/1,73 m®) u He ce npenopbuBa
TIpH JpyTH NarnueHTy (BX. Touku 4.3, 4.4 u 5.1).

ITo BpeMe Ha MOCTMAapPKETHHTOBUS OITUT MMa CHOOIIEHNS 3a CiIydan Ha ObOpedyHa AuCQYHKINSI U
ocTpa 0bOpeYHa HEMOCTATHIHOCT IPH PUCKOBHU TMAITMEHTH (BXK. Touka 4.4). Cho0IaBa ce ChIImo Taka
3a cJIydad Ha MosiBa Ha rnepudepHu OTOIH, MOBHUINABAHE HA CEPYMHUS KPEATHHUH, TEKKH KOKHU
Hexenanu peaknun (TKHP), BkarounTenno Tokcnyna enmaepmaria Hekpoiusa (TEH) n peaknuy Ha
yCTHATA JINTaBHIIA.

Xuopoxniopomuazuo

XuAPOXJIOPOTHA3HU] € IIHMPOKO U3MHUCBAH B IPOABIDKCHHE HA MHOTO TOMHH, YECTU B TI0-BUCOKH 03U
ot ceabpkamuTe ce B Sprimeo HCT. Crnenpamure HexeTaHu PeakIiy ca ChOOIIEHN IPH MAIMEHTH,
JIeKyBaHH C THA3UIHU AUYPETULH, IPUIAraHd CaMOCTOSITEIHO, BKIOUUTEIHO XUAPOXIOPOTHAZUA:

Hapymenusi Ha KpbBTa U JUM@HATA cCTeMa
Penxn: TpomOoIuTONIEHNS, TOHIKOTA C ITypiTypa
MHoro peaku: ArpaHynonuTo3a, HIOTUCKAHE HA KOCTHUS MO3bK, XeMOJIIMTHYHA
aHEeMUsl, JICBKOTICHUS
C HeusBecTHa AnnactuyHa aHeMUs
YecToTa:
Hapyumenust Ha UMyHHATa cucTeMa
MHoro peaku: CBpPBXYYBCTBUTEIHOCT
Hapymenusi Ha MeTa00JIM3MA U XPaHEHETO
MtHoro uectu: Xunokaiuemust
Yectn: Xunepypuremus, XAIoMarHe3ueMusi, XUIOHATPUEMHUS
Penxu: XunepkanuueMus, XuIepriaukeMus, BIOIIaBaHe Ha quadera
MHoro peaxu: XumoxjiopeMuyHa akano3a
IMcuxuyHu HapyLIeHUS
Penxu: Jénpecusi, HapyILIEeHUS Ha CHHS
Hapymenusi Ha HepBHATA cUcTeMa
Penxu: 3aMasHOCT, I71aBO0OIHE, TAPECTE3UH
Hapyumenus Ha ouuie
Penxu: 3pUTENHO yBpEkKIaHe
C Hen3recTHA OcTpa 3aKkpUTOBI'bIHA INIAYKOMA
geeroTa:
Chbppeubn HapyIIeHusl
Penku: Cepneynn apuTMun
Cr10BHM HApYLICHUS
Yectu: OpTocTaThyHa XUIIOTOHUS
PecniMpaTopHy, IPLAHU M MeIMACTHHATHA HAPYIICHHUS
MHoro penxu: Pecrimparopen guctpec (BKJIIOYUTEITHO THEBMOHHUT U 0eJ101poOeH
OTOK)
CToMaIIHO-4YpeBHHM HAPYLICHHUS
Yectu: IloHMKeH aneTuT, JeKo rajieHe U MOBpbIIaHe
Penxu: CromanieH nuckoM@oprt, 3amek, Auapus
MHoro peaku: [Tankpeatur
XenaToOnJauapHu HapyIIeHUsI
Penxu: HHTpaxenaraiHa xojecTasa, KbJITCHULA
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Hapymemm Ha KOXKaTa M MOJAKO0KHATA ThbKAaH

Yecru: VYpTukapus u ApyTH BUIOBE OOPUB
Penku: Peakmim Ha GOTOTYBCTBUTETHOCT
MHoro peaku: Peaknun, HanmonoOsBaIIy KOKEH JIyILyC €pUTEMATOAEC, PEaKTUBUPAHE

Ha KOXCH JIYITYC EPUTEMATOJIEC, HEKPOTH3HMPAII| BACKYJIUT U TOKCUYHA
enuiepMaiHa HEKPOJIH3a

C Hen3BecTHA Epurema myntudopme
4ecToTa:
Hapyumiennst Ha MyCKYJIHO-CKeJIETHATA CHCTEMA U CheNHUTEIHATA ThKaH
C HemsBecTHa MycKymHH cria3Mu
4ecToTa:
Hapymenns Ha 0b0pennTe M MUKOYHUTE MHTHIIA
C HemsBecTHA br6peuna muchyHkms, octpa 0bO0peTHa HETOCTATHIYHOCT
4ecToTa:
Hapymenusi Ha Bb3NPOU3BOJUTETHATA CCTEMA U I'bpaaTa
Yectu: NMnoTteHTHOCT
OO0 HapymeHus 1 epeKTH HAa MSICTOTA HA MPHJIOKeHHe
C HeusBecTHa AcTeHus1, MUPEKCHsI
4ecToTa:
HN3cnenpanus
MHoro yecTu: [loBumaBaHe Ha XoJecTepoia U TPUTITHIGPUINTE
Penku: I'roko3ypust

4.9 Ilpeposupane

Hsama undopmarys mo oTHOIIEHHE Ha JiedeHneTo npu-npenosupane ¢ Sprimeo HCT. Haii-BepositHata
IposiBa Ha Mpero3upaHe Ou Ouia XUIIOTOHMS, CBbP3akia C aHTUXUIIEPTEH3UBHUS €(EeKT Ha aIUCKUPEH.

IIpeno3upaHeTo ¢ XUAPOXIOPOTHAU € CBBP32HO ChC 3ary0a Ha eNeKTPOJINTH (XUIIOKaIHEMUs],
XHUIIOXJIOPEMUSL, XUIIOHATPUEMHUS) U ACXUpaTalys B pe3yaTaT Ha eKcliecuBHaTa quypesa. Haii-
YecTUTE MPU3HALM U CHMITOMH Ha MIPEAO3UPaHE ca raJilcHe U ChbHJIMBOCT. XUIOKAIMEMUATa MOXKE J1a
Npeau3BUKa MYCKYJIHHU ClIa3MH W/WIMW3pa3eHa ChbpJeuHa apuTMUs, CBbp3aHa C elHOBpEeMEHHAaTa
ynoTpeba Ha AUTUTAIMCOBH TITUKO3MLU WM OTIPENIEJIEHN aHTHAPUTMHUYHH JIEKapCTBEHU cpencTa. B
cilydail Ha CHMOTOMAaTHYHA XUIIOTOHUS TPsiOBa J1a ce 3alo4yHe NOAbpPIKAIIO JEUEHHE.

[Ipu mpoyuBaHe npy MaNKCHTH ¢ KpaeH ctaauii Ha 6p0peuHo 3abonsBane (KCB3), mpoBexmaniu
XEeMOANANN3a, THATNZHIST KIUPBHHC Ha JIMCKUPEH € HUCHK (< 2% OT mepopaiHus KIMPBHC).
CrnenoBaresHo, AWAIN3aTa HE € MOAXOAAIIA 32 JISYEHUE Ha MPelo3upaHe Ha aJuCKHUPEH.

5. ®APMAKOJOIMYHU CBOVCTBA
5.1 « ®apmakoaMHAMUYHM CBOICTBA

QapmakoTepaneBTH4Ha rpyna: MHXxuOurop Ha peHHHa (aTMCKUPEH) B KOMOMHALMS C TNYPETUK
(xunpoxnoporuasun), ATC xox: CO9XAS52

Sprimeo HCT KOM6I/IHI/Ipa ABC aHTUXUIICPTCH3UBHU BCIICCTBA 3d KOHTPOJI HAa ApTCPUATTHOTO HAJISATAaHE
IIpU MauCHTHU C €CCHIIMAJIHA XUIICPTOHUA: AJIMCKUPCH, NPHUHAJICIKAIIl KbM KJIaCa Ha JUPCKTHUTEC
PCHUHOBHU I/IHXI/I6I/ITOpI/I U XUAPOXJIOPOTUA3U [, IPUHAJICIKAIL KbM KJIaCa Ha TUA3UIHUTC NUYPCTULI.
KOM6I/IH3.LII/I$IT3 OT ABCTC BCHICCTBA, UPEC3 AOIIbJIBAIL CC MCXAaHU3bM Ha ,I[eﬁCTBI/IC, ocurypsBa
AJIUTUBCH aHTUXUIICPTCH3UBCH e(l)eKT, IMOHM>KaBalKu APTCPUAIHOTO HAJIATAHE B IO-T'OJIIMa CTCIICH,
OTKOJIKOTO IMPU CaMOCTOSATCIIHO IMpWjIarane OTACIIHUTC CbCTAaBKU.
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AnvckupeH
ATVCKHPEH € IEPOPATHO aKTUBEH, HETICTITHICH, MOIIIEH M CEJICKTUBEH AUPEKTCH HHXUOUTOP Ha

YOBCUIKHWA PCHUH.

Upe3 naxubupaHe Ha €H3UMa PeHUH, anuckupeH naxuoupa PAAC Ha MICTOTO Ha aKTUBHpaHE, KaTo
OJIOKKpa MPEBPBIAHETO HA AHTHOTEH3WHOTCH B aHTMOTCH3HH | ¥ MOHMKaBa HUBATA HA AHTHOTCH3MH |
u aaruotensuH ll. JlokaTo apyrute nexapctsa, konto naxuoupat PAAC (naxubutopu Ha
anruoTeH3nH-KoHBepTHpamus ea3uM (ACE naxuburopn) n anruoreHsuH Il perentopan 6i1okepu
(APB)) mpenu3BHUKBaT KOMIIEHCATOPHO IMMOKaYBaHE HA INIa3MEeHaTa peHuHOBa akTUBHOCT (ITPA),
JIEYEHUETO C anucKkupeH nmormkasa [IPA npu manyenTn ¢ xuneptonus ¢ npubmamsutenHo 50 go 80%.
[Momo6HO TIOHIKaBaHE € YCTAHOBEHO MPU KOMOMHUPAHE HA AJIMCKUPEH C JAPYTH aHTHXHUIIEPTCH3UBHU
cpenctBa. Kimmanunure mocnenacteus ot epexture Bbpxy [IPA He ca W3BECTHH 10 MOMCHTA.

[Ipu manueHTH ¢ XUIIEPTOHUS, IPIJIATAHETO Ha ATNCKUPEH BeIHHX THEBHO B 031 OT 150 mg n

300 mg BoaM A0 A0303aBUCHUMO MTOHIKABAHE, KAKTO HA CHCTOJIHOTO, TaKa U Ha THACTOIHOTO
apTepHUaTHO HAIATaHe, KOSTO Ce 3aIma3Ba Ipe3 Iens 24-49acoB 1030B HHTEPBAI (3ama3Banki
OyraronpusTHASA CH €PEeKT B paHHHUTE CYTPEIIHU YaCOBE) ChC CPETHO CHOTHOIICHNE Ha NIMKOBAaTa KbM
Hall-HUCKaTa MjIa3MeHa KOHLIEHTpauus MpH JUAacTOIHO MoBnusaBaHe 10 98% 3a gozara ot 300 mg. 85
10 90% ot MakcuManHus e(peKT Ha TOHMKaBaHe Ha apTEPHATHOTO HaJsTaHe Ce HA0IIro1aBa ciey

2 cenqmunn. EQexThT Ha TOHMKaBaHE HA apTEPUATHOTO HAJSITAHE CE 3aIa3BaIio BpeMe Ha
MPOABIDKUTETHO JieueHue (12 Mecela) 1 He 3aBHCH OT Bh3pacTTa, IMojla fHAeKca Ha TelleCHa Maca U
€THUYECKAaTa IPUHAIIEKHOCT.

ChIecTBYBaT NpOyYBaHUS 32 KOMOWHHUPAHO JICYEHHE C AIMCKUPEH MPHOaBEeH KbM TUypETHKA
XHIPOXJIOPOTHA3HU, KAJTINEBHS aHTATOHUCT aMIJIOJIONIMH U HeTa-0JI0Kkepa areHonon. Te3n
KOMOWHAIWH ca e(pUKacHA U T00pe TOIepUpaHu.

EdukacHoctTa 11 6€301acHOCTTA HA aIMCKUPEH-0a3upata Tepanus ca CPaBHCHU C Te3H HA PaMUIIPHII-
Oa3upana Tepanus B X0Jla Ha 9-MeceuHo HeMHPEPUOpHO MpoyuBane npu 901 manueHTH B cTapuecka
BB3pacT (=65 roauHN) C eceHIIMalHa CUCTONH xunepToHus. Anmuckuper 150 mg win 300 mg aHeBHO
U pamunpuin 5 mg unu 10 mg AHEBHO ca DpuaraHy B IpoAbDKeHHE Ha 36 ceIMUIIM C B3MOKHOCT
3a 100aBsiHE KBbM TepanusiTa Ha xuapoxdioporuasun (12,5 mg unu 25 mg) va 12-ta ceamuua u
amyonumuH (5 mg unu 10 mg) Ha 22*pa‘cenmuria. [1o Bpeme Ha 12 cenMuIHUS IEPHOT
MOHOTEpAITUSATA C AIMCKUPEH MOHKX:Ba CHCTOIHOTO/IMACTOIHOTO apTePHaIHO HaJsITaHe C

14,0/5,1 mmHg cnpsMo MOCTUTHATOTO C paMUIpuII oHMWkeHue ot 11,6/3,6 mmHg, choTBeTBaIo Ha
TOBA, Y€ aATUCKUPEH € He MO-MaliKo e()UKaCeH OT PaMUTIPHII TIPX H30paHUTE 03U U pa3linKaTa MpH
CHCTOJIHOTO U TPU AMACTOJIHOTO HAJSITaHE € CTaTUCTHUYECKU 3HaunMa. [loHocuMocCTTa € cpaBHHMA B
JIBETE TePANleBTUYHU PaMCHa, HE3aBUCHMO Y€ 3a KalllTUIla ce ChoOIaBa IMo-4ecTo Mpy cXemara ¢
paMuIpuII, OTKOJIKOTO'C anuckupen (14,2% cnpsimo 4,4%), nokaro nuapusra e Ouiia mo-4ecra npH
cxemara C alluCKUPeH, OTKOJIKOTO ¢ paMuripui (6,6% crpsimo 5,0%).

B 8-ceammuurio mpoyuBaHe npu 754 mapeHTy ¢ XUNepTOHNA B CTapyecka Bb3pacT (=605 ronuHun) u
MHOT0_BE3pacTHH narueHTu (30% >75 roannn), NpuiIoKeHNETO Ha aTMCKHUPEH B J03H OT 75 mg,
150.mg 1 300 mg nmokasBa CTaTUCTUYECKH 3HAUMMO HaMaJIsIBAaHE HA apTEPUATHOTO HaJsIraHe (KakTo
Hd CHCTOJIHOTO, TaKa U Ha IMACTOJIHOTO HajsraHe) crpsmo ruianebo. [lpy yBenudaBane Ha 1o3aTta
ajckupeH Ha 300 mg He ce HaOJI0/1aBa AOMIBJIHUTENHO MTOHIKaBaHe Ha apTepUANHOTO HaJIATaHe
cipsiMo o3ara ot 150 mg. U Tpute 103M ce moHacsAT J00pe, KAaKTO OT MaIMeHTHUTE B CTapdecKa
BB3pACT, Taka M OT MHOTO Bb3PACTHUTE MAIlUEHTH.

IIpu nanueHTH, IEKyBaHU MIPU KOHTPOJIMPAHU KIMHUYHU NPOYYBAaHUA HAMA IOKA3aTENCTBA 3a
XUTNOTOHHUS TIPU NIPHUJIATaHe Ha IThpBaTa 7034, KaKTo U 3a e(PeKT BbpXy uecToTaTa Ha mysca. [Ipu
CIIMpaHe Ha JIEYEHUETO, apTepUaTHOTO HANISTaHe C€ Bh3BPhIIA OCTEIICHHO 10 U3XOJHUTE CTOMHOCTH
3a MEePHOJ] OT HIKOJKO CEIMHUITN, KaTO HsIMa JJOKa3aTelICTBA 3a pebayH ] epeKT nmpu apTepruaHOTO
Hansarane u [TPA.
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B 36-ceamuuno npoyuBane npu 820 manueHTy ¢ UICXeMUYHa JIeBOKaMepHa JUCcyHKIHSA, HE ce
HaJII0/1aBaT MOJI3U M0 OTHOILIEHUE Ha KAMEPHOTO PEMOJIENIMPAHE, OLIEHEHO Ype3 KpaHUs CUCTOJIEH
o0eM Ha JisiBaTa KaMepa, IPH JICYeHNE C ATMCKUPEH CpsAMO Mmianebo, 100aBeHo KbM (HOHOBaTa
Tepanusl.

OOmusT Opoii Ha CITydanTe Ha ChPACYHO-CHI0BA CMBPT, XOCIMTAIU3AIMS TOPAIN ChpAcUHA
HEOCTATHYHOCT, IOBTOPESH UH(APKT, MHCYJIT ¥ BHE3AITHA CMBPT C OIKT 3a PECYCIMTAIIHS, Ca CXOIHU
B JIUCKUPEH U Tu1arie6o rpynaTta. Beipeku ToBa, IpH MAIMEHTUTE, TOTyYaBallid aTACKUPEH HMa
3HAYUMO O-BHCOKA YECTOTA Ha XMITEPKATHEMUs, XUITOTOHHS U ObOpeuHa AUCHYHKIIHS CIIPSIMO
iane0o rpymnara.

AJHCKHPEH € OIICHEH 3a MOJI3H M0 OTHOILIEHHE Ha ChpACYHO-ChAOBATa cUcTeMa u/unn 6b0penure, B
JBOWHO CIIATIO, TIAe00 KOHTPOIMPAHO, PAHAOMHU3HPAHO U3NUTBaHe pu § 606 malueHTn che
3axapeH AuadeT THI 2 U XpOHUYHA ObOpevHa HeJOCTATHUYHOCT (JOKa3aHa upe3 MPOTCHHYPHS W/l
GFR < 60 ml/min/1,73 mz), ChC WK 03 ChPJCYHO-CHA0BO 3a0osiBane. [Ipu moBeueTo NalMeHTH,
apTEepUaNHOTO HAJATaHE € JOOpe KOHTPOJIMPaHO B U3X0HATa ToUKa. [IbpBUUHaTa KpaliHa-TouKa €
CBbCTaBEHA OT CHPACYHO-CHJIOBH U  OBOPEUHH YCIOKHEHUSI.

B ToBa npoyuBane, anuckuper 300 mg e cpaBHeH ¢ mianebo, npu no0aBsHe KM CTaHAapTHATA
Tepanusl, BKJIIOYBaIlla WK HHXHOUTOP Ha aHTMOTEH3UH KOHBEPTHPALLUS SH3HM HIIH aHTHOTECH3UH
peuenTopeH 61o0kep. [IpoydBaHeTo € mpeKpaTeHo MPekKIEBPEMEHHO, Thil KaTO PU YIaCTHHILIUTE He
ca HaOJI0aBaHy MOJI3U OT MpHUJIaraHeTo Ha anuckuped. [IpeaBapurerinTe pe3yiaTaTH MoKa3Bart
Koe(UIMEHT Ha PHUCK 3a MbpPBUYHA KpaiiHa Touka ot 1,09, B mon3a‘Ha mianebo (95% Josepurenen
untepsai: 0,97, 1,22, 2-crpanen p=0,17). OcBeH TOBa, ¢ HaOJIKG/iaBaHa MOBUIIICHA YECTOTa Ha
CEPHUO3HHU HEKEIaHU ChOUTHUS TIPU ATMCKUPEH, CIIPSIMO T1aie00, Ha ObOpeunu ycinoxxuenus (4,7%
capsimo 3,3%), Ha xunepkaaueMus (36,9% crpsmo 27,1%), wa xunoronus (18,4% crnpsimo 14,6%) n
Ha uHCynT (2,7% cupsimo 2,0%). [loBumienata yectora Ha He-(haTaTHU CITy4ad HA HHCYJT € TO-CUITHO
W3pa3eHo MU NalueHTUTe ¢ ObOpedHa HEAOCTAThUHUECT .

XHUIPOXIOPOTHAZH

MsicToTO Ha AEHCTBHE HA THA3UIHUTE AUYPeTHULH € TJIaBHO B JUCTAIHUTE U3BUTH KaHAIYEeTa Ha
O0v0Openmte. JlokazaHo e, 4e B ObOpeyHata KOpa ChIIeCTBYBa PEIENTOpP C BUCOK aQUHHUTET, KOUTO
NPEACTaBIIsIBa OCHOBHOTO MACTO Ha CRbP3BaHE 3a JEHCTBUETO HA THA3UIAHNUTE JUYPETHIIN U
nHXuOMpaneTo Ha TpaHcnopra HaNaCl B aucTanHuTe U3BUTH KaHamdeTa. HaunHbT Ha gelicTBue Ha
THA3UIHUTE AUYPETHULH € upe3 nHxnOupane Ha Na+Cl- cumnoprepa, upe3 koHKypupane 3a Cl-
MSICTOTO, KaTO 10 TO3M HAYMH [IOBIHMsIBA MEXaHU3MHTE 3a peadCcopOIHsl Ha eJEeKTPOIUTH: AUPEKTHO
Yype3 NOKaYBaHE HAa EKCKPeLUnsATa Ha HATPUH U XJIOp B NPUOJU3UTEIHO €IHAKBA CTENEeH, U MHIUPEKTHO
Yype3 TOBA INYPETUYHG ACUCTBHUE, IOHIKABANKY IJIa3MEHUs 00eM C MOCIe[BaIlO [TOBUIIABAHE HA
IUTa3MEeHaTa PEeHNHOBA 4KTUBHOCT, CEKPELUsITa Ha alIOCTEPOH U 3ary0a Ha KaJlui ¢ ypuHaTa, u
MOHM)KaBaHe Ha CEPYMHHUS KaIui.

AJTUCKUPEeH/XMAPOXIOPOTHAZU
Han 3 900 marmentu ¢ xunepronwus nomydasat Sprimeo HCT enHOKpaTHO THEBHO B KIIMHUYHU
MPOYUYR2HUS.

[Tpu marmenTn ¢ xunepToHus nputoxkenneTo Ha Sprimeo HCT BenHBk qHEBHO BOAU 10
J10303aBUCHMO TIOHM)KaBaHe, KAKTO Ha CUCTOIHOTO, TaKa ¥ Ha JUACTOJIHOTO apTEPHAITHO HAJIATAHE,
KOETO Ce 3ama3Ba npe3 nenust 24-4acoB HHTEPBAII Ha MpUIaraHe. AHTUXUIIEPTEH3UBHUSAT €EKT €
Hal-CHUITHO TIPOSIBEH TMPE3 IbpBaTa CeIMUIIA KAaTO MAaKCUMATHUAT €PeKT OOMKHOBEHO Ce Ha0JII0/1aBa B
pamkute Ha 4 cenqmuin. EQexkThT Ha NOHMKaBaHe HA apTEPUATTHOTO HaJISATaHE Ce 3ara3Ba 110 BpeMe Ha
J'BJATOCPOYHO JICYCHHUE U HE 3aBUCHU OT Bb3pacTTa, 0Ja, HHAEKCA Ha TeJIeCHAa Maca U eTHUYecKaTa
MIPUHAJUICKHOCT. AHTUXHUIIEPTCH3UBHUAT €()EKT Ha €IHOKPATHA /1032 OT KOMOHMHAIUSATA € C
MPOABIDKUTETHOCT 24 yaca. Criesi MpeKpaTsBaHe Ha JICYSHUETO C AIMCKUPEH (AIHCKUPEH ChC WK 0e3
Jo0aBKa OT XUAPOXJIOPOTHA3U), BPBIIAHETO HA apTEPUATTHOTO HAJISITAHEe KbM U3XOIHOTO €
nocterneHHo (3-4 cenmunn) 0e3 naHHH 3a pedayH] eeKT.
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Sprimeo HCT e uscneasan B miarne60 KOHTPOIUPAHO TIPOyIBaHe MpH 2 762 MalUeHTH C XUTIEPTOHMS
C IMacTOJTHO apTepHaiiHo Hajsrane > 95 mmHg n < 110 mmHg (cpeaHo n3xomHO apTepraiHo
Haysrane 153,6/99,2 mmHg). B ToBa mpoyusane Sprimeo HCT B mo3u ot 150 mg/12,5 mg 1o

300 mg/25 mg BoaM 10 10303aBMCUMO MIOHKaBaHe Ha apTEPHATHOTO HaJIsITaHe
(cucromHO/AHacTOMHO) CHOTBETHO OT 17,6/11,9 mmHg no 21,2/14,3 mmHg B cpaBHEHUE C

7,5/6,9 mmHg mpu mae6o. Haii-ronsmMoTo moHmkaBaHe Ha apTepHUATHOTO HAIISTaHEe C Ta3u
KOMOWMHAIMS OT JO3M CHINO TaKa € 3HAYNMO TO-TOJISIMO, OTKOJIKOTO NP CHOTBETHUTE JTO3H Ha
ATMCKUPEH W XUAPOXJIOPOTHA3U/, KOTAaTO ca U3ITOJI3BaHM MOOTAETHO. KoMOnHaImsITa OT aliCKUpEeH U
XUAPOXJIOPOTUA3ZH] HEYTPAIU3Upa peakKTUBHOTO NoKayBaHe Ha [IPA mpenus3BUKaHO OT
XUAPOXIOPOTHAZUL.

[TpunoxeH Npyu MarUeHTy ¢ OYEPTAaHO TOBUIIICHO apTEPUAITHO HAsTaHe (CUCTOIHO apTepUaITHO
Hamsrane > 160 mmHg w/mnmu nuactonHo aprepuanHo Hamsrade > 100 mmHg), Sprimeo HCT B zosn
ot 150 mg/12,5 mg 1o 300 mg/25 mg, npuiioxkeH 6e3 TUTpHpaHe OT MOHOTEPAINHs, JeMOHCTPUPd
3HAYMMO IO-TOJIIMA CTETICH Ha KOHTPOJ HA CUCTOIHOTO/IUACTOTHOTO apTEPHATTHO HANATAHES

(< 140/90 mmHg) B cpaBHEHUE ¢ chOTBETHUTE MOHOTepanuu. [Ipu Ta3u momymanus, Sprimeo HCT
150 mg/12,5 mg no 300 mg/25 mg Boau 10 10303aBUCHMO TOHMKaBaHE HA CHCTOJIHOTO/THACTOITHOTO
aprepuanHo Hamsrane ot 20,6/12,4 mmHg no 24,8/14,5 mmHg, koeTo 3HaYMMO HIPeBB3X0KIa
CHOTBETHUTE MOHOTEpAIUK. be3omacHoCcTTa Ha KOMOMHUPAHOTO JICUCHUE € CXOMHA Ha Ta3H NpU
CHOTBETHUTE MOHOTEPAITUH, HE3ABHCUMO OT TEXKECTTA HA XUTICPTOHUATA WAV HATHIUETO, HITH
OTCHCTBUETO HA JOMBIHHUTEIICH ChPJICYHO-CHJIOB PUCK. XHUITOTOHUATA W/OBED3AHUTE HEXKETAHN
pEaKIiy ca HeUYeCTH P KOMOMHUPAHOTO JICUCHHE U HE Ca TIOBUINICH 10 YeCTOTa MPH MAIllMeHTH B
CTapyecKa Bb3pacCT.

B npoyusane nipu 880 paHAOMH3UPAHU MALIUEHTH, KOUTO HE-CE MOBIUABAT aJCKBATHO OT JICUECHUE C
amckuped 300 mg, koMOuHanmATa anuckupen/xuapoxiaoporrazun 300 mg/25 mg Boau 10
MOHIKaBaHE Ha CUCTOIHOTO/ TMACTOIHOTO apTepranno Hamsrane ¢ 15,8/11,0 mmHg, xoeto e
3HAQYMMO MO-TOJISIMO OT TOBA MpU MOHoTepanus ¢ anuckuped 300 mg. B npoyuBane npu

722 paHAOMM3HUPaHU MALUEHTH, KOUTO HE CE MOBIIHMBAT aIeKBaTHO OT JICYEHUE C XUAPOXJIOPOTHAZU]L
25 mg, kKoMOMHANKATA amMcKUper/xuapoxiaopotriaszna 300 mg/25 mg Boan 10 MOHMKaBaHE Ha
CHCTOJHOTO/ TMACTOTHOTO apTepHaliHO HamsiraHe ot 16,78/10,7 mmHg, koeTo e 3HaYuMO-TI0 TOJISIMO
OT TOBa IIPU MOHOTEPAINHUSI C XUAPOXIOPOTHAZHL 25 mg.

B npyro knuHUYHO mpoy4BaHe, edikicHocTTa M OezomacHocTTa Ha Sprimeo HCT ca onenenu u npu
489 manueHTH ChC 3aTIIBCTSBAHE 1 XUIIEPTOHUS, KOUTO HE CE MOBIHSBAT OT JICYEHHUE C
XUAPOXIOPOTHA3UA 25 mg (U3XOMHU CUCTOHO/IMACTOIHO apTepuaiHo Hajsrane 149,4/96,8 mmHg).
B Tta3u tpyaHa 3a nedenue nonynauus, Sprimeo HCT Boxu 10 moHm»xaBaHe Ha apTepUATHOTO
HaysiraHe (CUCTONHO/KuactonHo) ¢ 15,8/11,9 mmHg B cpaBuenue ¢ 15,4/11,3 mmHg npu
upOecapran/xunpoxiopoTrazun, 13,6/10,3 mmHg mpu aMinoqunuH/XuapoXI0poOTHA3UA U

8,6/7,9 mmHg npu MOHOTEpAIMs ¢ XUAPOXIOPOTHASU], TIPH CXO{HA 0€30MaCHOCT C Ta3u Ha
MOHOTEPAIUATA ¢ XUAPOXIOPOTHAZHL.

B npoydsase npu 183 pangoMu3upaHy NAaUEHTH C TEXKA XUIEPTOHUS (CPEIHO JUACTOIHO
apTepHalHO HasraHe B ceqHao monoxenne > 105 u < 120 mmHg) e mokazaHo, 4e TeparneBTUIHHST
PEKIM € AIMCKUPEH ¢ BB3MOXKHOCT 32 100aBsSHE Ha XUAPOXJIOPOTHA3U 25 mg e Ge301aceH U
eduKaceH Npy MOHWKAaBaHE Ha apTEPUATHOTO HAJATaHe.
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5.2 ®apmMakoOKMHETHYHH CBOICTBA

AnvckupeH

Abcopoyus
Crrenr abcopOIus IpH TIEPOPATHO MPHIIOKEHUE, ITMKOBATA TIa3MeHa KOHIICHTPAIUs Ha aJTUCKUPEH Ce

nmoctura cien 1-3 yaca. AGcoroTHaTa OMOHANMYHOCT Ha aTHCKUPEH € MpuoIu3nuTenHo 2-3%. Xpanu
C BHCOKO ChIBpKaHUE Ha Ma3HUHHU MOHIKABAT C,y ¢ 10 85% 1 AUC ¢ mo 70%. Cranmonapaa
TUTa3MeHa KOHIICHTPAIHS Ce IOCTUTA B pAMKHUTE Ha 5-7 THH CJIe]] TPUIIOKCHUE BETHBK THEBHO U
CTAallMOHAPHOTO HUBO € MPHUOIM3UTEIHO 2 MHTH MO-BUCOKO OTKOJIKOTO MPH HAYaTHATA JI034.

Pasnpeodenennue

Cren MHTPaBEHO3HO MPHUIIOKECHUE, CPETHHUAT 00EM Ha pa3npeieiieHUe P CTAIIMOHAPHO ChCTOSIHUE ©
npuban3uTeTHo 135 TuTpa, KOeTo MoKa3Ba, Ue aIMCKUPEH ce pasIpeaciis eKCTCH3UBHO B
U3BBHCHIAOBOTO MPOCTPaHCTBO. CBHP3BAHETO HA ATMCKUPEH C TUIA3MEHHUTE MPOTEHHHU € YMEDECHO
(47-51%) n HE3aBUCUMO OT KOHIICHTPAIIHSITA.

Memabonusvm u enumunupane

CpenHuAaT noay)uBoT € npubausntenHo 40 gaca (B uHTepBaia oT 34 mo 41 gyaca), AJMCKUpPEH ce
eKCKpETHpa OCHOBHO KaTO HETIPOMEHEHO BEIIECTBO BHB (ereca (Bb3CTAaHOBSIRAHETO HA PAANOAKTUBHO
Mapkupasa nepopaina go3a = 91%). [Ipubnusurento 1,4% ot oOmmara nepopaina go3a ce
MeTtabonmsupa. EH3uMbT, oTTOBOpeH 3a To3u MetabonusbM e CYP3A4. Alpuommsurenso 0,6% ot
J103aTa CIie]T TIepOpaTHO MPHIIOKEHHE Ce Bb3CTAaHOBsBA B ypuHaTa. Ciie] MHTPaBEeHO3HO PHIIOKEHHE,
CPEeIHUSAT IIa3MeH KIHPBHC € mpruoim3nuTenHo 9 1/gac.

Jlunetinocm

Excrio3unusita Ha aMCKUPEH ce yBeIndaBa He3HAUUTEHG Hal TPOTOPIIMOHATHOTO Ha YBEINISCHHETO
Ha go3ata. Ciell eJHOKPATHO IIPUJIaraHe Ha J103a B quanasoH ot 75 1o 600 mg, AByKpaTHO
YBEIMYECHHE Ha J03aTa BOAU ChOTBETHO 10 ~2,3 U 236°kpaTHO yBeauueHue Ha AUC U Cyy,.
MexaHu3MHTE, OTTOBOPHHU 328 OTKJIIOHEHUETO OT {030BaTa MPOMOPILUOHAIHOCT HE €4 YCTAHOBEHH.
Bb3MoxeH MexaHU3bM € HACHINAHETO Ha TPAHCTIOPTHUTE CHCTEMH Ha MSCTOTO Ha abcopOIus 1iin Ha
XenaToOmTnapHUs KIUPHHC.

XHUIPOXITIOPOTHAZHT

Abcopoyus

AOcopOiusra Ha XUAPOXJIOPOTHA3U ciiel iepopaieH nprueM e 0bp3a (T ., okoJio 2 yaca).
YBennuaBaneTo Ha cpeHata AUC e muHEIHO 1 € MPONMOPIIMOHAIHO Ha 103aTa B TEPalleBTUYHHUS
JUara3oH.

EdexTbT Ha XpaHata Bupxy abcopOuusiTa Ha XUAPOXIOPOTHA3H, aKO HMa TaKbB, IMa MaJIKa
KJIMHAYHA 3HAYUMOCT. AOCOMOTHaTa OMOHAIMYHOCT Ha XUAPOXJIOPOTHA3ZU] CIIe]] IIEPOPATHO
npuinoxxenue €.70%.

Pasnpedenenue
[MpusuanuaT odem Ha pasnpeneneHue ¢ 4-8 1/kg. [lupkyaupamust XuapoxXI0poTHas3u € CBbP3aH ChC

cepymuuTte nporenau (40-70%), 0OCHOBHO ChC cepyMHUS anOyMHUH. XHUAPOXJIOPOTHA3U/ CHIIO TaKa
KYMYJIUpa B €pUTPOLIUTUTE NIPHOIU3UTENHO 3 IBTU MOBEYE OTKOJIKOTO B IIa3Marta.

Memabonuszvm u erumunupane

XuAPOXJIOPOTHA3HU]L CE EIMMUHHPA MIPEJUMHO KaTO HEMPOMEHEHO BELIECTBO. XUAPOXJIOPOTHA3H] CE
eJIMMUHMpA OT IUIa3MaTa ¢ BpeMe Ha MOJIy>KHUBOT cpeiHo 6 1o 15 yaca B kpaiiHara ¢a3a Ha
enruMUHMpaHe. HsMa npoMmsiHa B KWHETHKATa Ha XUAPOXJIOPOTHA3HU]L IPH MHOTOKPATHO MpHJIaraHe, a
KyMYJINPaHETO € MUHUMAJIHO [IPU NPWIOKEHHE BeAHBX AHeBHO. Han 95% ot abcopbupanara 103a ce
EKCKpeTHpa KaTo HETIPOMEHEHO BEIIECTBO B ypUHaTa. BBOPEUHUAT KIIMPBHC C€ ChCTOU OT [TACHBHA
¢bunTpanys U aKTHBHA ceKpelus B ObO0peuHuTe TyOyu.
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AJHMCKUPEH/XUIPOXIOPOTHAZH]]
Crnen mepopasier mpueM Ha Sprimeo HCT TabireTku, BpeMeTo 3a JOCTUTaHE Ha CpeiHa ITHKOBa
TUTa3MeHa KOHIICHTPAIH € B paMKHUTE Ha | yac 3a allucKUpeH | 2,5 yaca 3a XUJIPOXJIOPOTHAZHL.

CkopocTtra ¥ cTenenTta Ha abcopomusata Ha Sprimeo HCT ca ekBHBaJIeHTHH Ha OMOHATUMIHOCTTA Ha
AJTUCKAPEH M XUAPOXJIOPOTHAZHI, TIPHIIOKEHHU camocTosATeTHO. HabmomaBanute mpu Sprimeo HCT
e(eKTH OT IpreMa Ha XpaHa ca MOJ00H! Ha Te3H MPU CAMOCTOSITEITHO MpUJIaraHe.

Oco0eHocTH TPy NAIMEeHTH

Sprimeo HCT e edekTrBEH KaTo €THOKPATHO THEBHO aHTHXHUIICPTCH3UBHO JICUCHUE TIPH BB3PAaCTHU
MAIMEeHTH HE3aBHCHUMO OT TI0JIa, Bb3PacTTa, MHAEeKca Ha TeJIeCHAa Maca U eTHHYECKaTa
MPUHAICKHOCT.

dapMaKOKHHETHKATA HA AIMCKUPEH HE CE MOBIHUIBA 3HAYMMO MIPU MAMEHTH C JIEKO JI0 YMEPEHO
yepHOAPOOHO yBpexaane. CiemoBaTeTHO MPH MAIUEHTH C JIEKO J0 YMEPEHO YePHOAPOOHO
YBpEXIaHEe He ce Hajara Kopeknus Ha HadamHaTa no3a Sprimeo HCT. JluncBar nanam 3a-ymotpebara
Ha Sprimeo HCT mpu manmeHTH ¢ TeXK0 d4epHoapoOHO yBpexaane. Sprimeo HCT e mpoTtuBomnokazan
TIPH MAIUEHTH C TeKKO YePHOAPOOHO yBpexkaaHe (BXK. Touka 4.3).

He ce nanara xopekuust Ha Ha4ajaHAaTa 103a PU HaLUEHTH C JIEKO A0 yMepeHO. 0b0peyHo yBpexKaaHe
(Bk. Toukn 4.2 u 4.4). [Ipn Hanmure Ha OBOPEUHO YBpEKIaHE CPEIHUTE TTHROBU TUTA3MEHH HUBA U
AUC Ha XuapoxJI0poTHa3u ca MOBULIECHH, & CKOPOCTTA Ha EKCKpELKs B ypuHaTa ¢ HamaneHa. [Ipu
MAINEeHTH C JIEKO JI0 yMepeHo OBOpevHo yBpexaaHe ce HabmoqaBa Tpukparao nosumerne Ha AUC
Ha xuzapoxiopotuasun. [Ipu nanueHTrTe ¢ TEKKO OBOPEUHO YEPRKIaHE ce HaboaBa §-KpaTHO
nosumenue Ha AUC. Sprimeo HCT e mpoTuBomokazan mpy-HaieHTH ¢ aHypHS WIH TEXKO ObOpedHo
yepesxaane (GFR < 30 ml/min/1,73 m®) u exHoBpeMenHoTo mpunoxkenue Ha Sprimeo HCT ¢ APB
nn ACE MHXHOGHTOPH TIpH TIALHEeHTH ¢ 660pedno yepesxiane (GFR < 60 ml/min/1,73 m?) e
MIPOTUBOIIOKA3HO (BXK. ToUKa 4.3).

dapMaKOKHHETHKATa Ha AIMCKUPEH € OIIEHEHA TIPY MALMeHTH C KpacH CTaauii Ha ObOpeyHO
3a0ossiBaHe, HAa XxeMoauanu3a. [Ipunaranero,Ha eqHokpaTHa 1032 oT 300 mg amuCKUpEH € CBBP3aHo C
MHOT'O MaJIK{ IPOMEHH BbB (papMaKkoKutieTrkaTa Ha alucKupeH (MpoMsiHa B C A0 TO-MAJKO OT

1,2 mpH; moBumenue B AUC o 1,6 mhin), B CpaBHEHUE ChC 3APaBH HHIUBUIN. BpemeTo Ha
NPOBEXKIaHE Ha XeMOIUATN3aTa HEe TOBIUABA 3HAYMMO (DapMaKOKWHETHKATa Ha allCKUPEH MpU
naruenty ¢ KCB3. CnenoBatenHo; ako ce MpelieH:, Ye ce Hajlara MpuiiaraHeTo Ha ajJuCKUPEH IpU
nanenty ¢ KCh3 Ha xeMopuaiiza, HIMa OCHOBAHUS 32 KOPUTHPAHE Ha J03aTa MPU TE3U MAIUCHTH.
Bce mak, He ce npenopbuBd.ynorpedara Ha AIMCKUPEH MPH MAIMEHTH € TEXKO ObOPEUHO yBpeXKIaHe
(Bk. Touka 4.4).

He ce nanara xopernus Ha no3ara Ha Sprimeo HCT npu nanueHTure B crapyecka Bb3pacT.
OrpaHu4eHN jiaHHM TPEANonaraT, 4e CHCTEMHUAT KIIMPBHC Ha XUAPOXJIOPOTHA3U € HaMaJleH IpU
NalMeHTH B 0TapyecKa Bb3pacT, 3IPaBH WM C XUIIEPTOHUS, B CPABHEHHE C MJIaH 3paBU

JIOOPOBAALIN.

Jluncsar Q)apMaKOKI/IHeTI/ILIHI/I JaHHHU IIpU IIeJuaTpruiHaTa noIryjaanusi.

65



5.3 IlpeAKIHHUYHU JAHHH 32 6€30MACHOCT

®apMakoJIOrHIHUTE MPOYIBAHKA 32 OE30MACHOCT C ATMCKUPEH HE MOKa3BaT HEXKENIaH! e(heKTH BbpXy
(GyHKIMUTE Ha IIEHTpaJTHAaTa HEpBHA CHCTEMA, AUXaTelIHATa WIN ChPACYHO-Ch0BATa CUCTEMA.
Haxozaxure mpy mpoy4BaHus 32 TOKCHYHOCT IIPU MHOTOKPATHO IIPUJIaraHe MpU KUBOTHU
HOTBBPIK/IABAT U3BECTHHUS MOTCHIIMAN 32 JIOKAJTHO Jpa3HEHE WM OYaKBAaHHUTE (hapMaKOIOTHIHH
edexTn Ha anuckupeH. He e ycTaHOBEH KapIMHOTEHEH ITOTEHINA 32 AIMCKUPEH B X0/1a Ha
2-TOUIITHO MIPOYYBaHE MPH IUIBXOBE U 6-MECEYHO MPOYYBAHE MPH TPAHCTEHHH MHIIIKH.
Perncrpupanure ciaydan Ha €IMH aIeHOM Ha KOJIOHA M €IMH a/ICHOKAPIHOM Ha IIeKyMa IIpH
urbxoBe B fo03u oT 1 500 mg/kg/nHeBHO HE ca CTaTUCTHYECKH 3HAYNMH. ANMCKUPEH HSIMa HUKAaKbB
MyTareHeH NOTEeHIHANI, eMOPHO-(heTaTHa TOKCHYHOCT WK TePAaTOTeHHOCT. PepTUIINTETHT,
NPEHATATHOTO PA3BUTHE M MOCTHATAIHOTO PAa3BUTHE HE €A 3aCETHATH IIPH IUTHXOBE.

IIpoBenenuTe MpeIKIMHUYHN OLIEHKH B TIOJKPENa Ha MPHUIIOKEHUETO Ha XUIPOXJIOPOTHAZHU TP
XO0pa BKJIIOYBAT i Vitro U3MATBAHUS 32 TEHOTOKCUYHOCT U MTPOYYBAHUS 32 PENPOAYKTHBHA
TOKCHYHOCT W KapIIMHOT€HHOCT TIpH rpru3adu. Hamme ca MHOXECTBO KITMHIYHU TaHHU 32
XUAPOXJIOPOTHA3U U T€ Ca OTPa3eHH B ChOTBETHUTE TOUKH.

Haxonkwure, HaOmronaBanu B 2- v 13-ceMUYHN TPOYYBAHUS 32 TOKCUYHOCT HE Ce/pa3INdaBatr OT
HaOJII01aBaHUTE MPEAU TOBA IIPU AIMCKUPEH U XUAPOXIOPOTHAZN, IPUIAFAHI KaTO MOHOTEPAIHS.
Hsama HOBH i HEOYaKBaHM HaXOJKH BBB BPB3Ka ¢ yrmorpebdara npu xopa.«Flo Bpeme Ha
13-ceAMUYIHOTO MPOYYBAHE 32 TOKCUYHOCT IPH IUTBXOBE c€ HAOMI01aB4)ITOBUILICHA KIEThUHA
BaKyOJIM3alysl B 30Ha IJIOMEpPYJIo3a B KopaTa Ha HanObOpeunure »xiesu. Haxonkara ce Habmogasa
[P J)KUBOTHUTE, JIEKYBAHU C XHUIPOXJIOPOTHA3U, HO HE U MPH 1€3H, 110TyIaBaIIH CAMOCTOSTEIIHO
anycKupeH win rianedo. Hama nanHu, ye HaxozKarta € mo-eHiIHO u3pa3eHa pyu KOMOMHALUSITA
ANMCKUPEH/XUIPOXIOPOTHA3UA, ThI KaTO TEXKECTTa Ha MO5Ba IPU BCUUKU )KUBOTHU € MUHUMAJIHA.

6. DAPMAIIEBTUYHU JAHHHA
6.1 Choucbk Ha IOMOIIHUTE BeleCTBA

Slnpo Ha TabieTkaTa:

MukpoKpHCTaTHa IeNTyI03a
Kpocnosunon

JlakTo3a MOHOXUPAT

[TimeHnYHO HUIIECTE

[oBunou

Marnesues creapat

CuuiueB TMOKCH ], KOJIOUIEH, Oe3BOAEH
Tanx

Hokputite:
Tanx

Xunpomenosa

Makporon

TutanoB auokcun (E171)
UYepseHn xene3eH okcun (E172)
Uepen xene3en okcup (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxxumo
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6.3 Cpox Ha rogHOCT
24 mecena
6.4 Cheuuananm ycjJoBus Ha CbXpaHeHHe

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpHUTHHAJIHATA OMIAKOBKA, 3a JIa ce MPeJINasu OT Bliara.

6.5 JlanHm 32 omakoBKaTa

PA/Alu/PVC — Alu 6iucrepu:

OmakoBkH, chabpxammm 7, 14, 28, 30, 50 uimn 56 TabeTku

I'pynoBu omakoBkw, chaspsxarty 90, 98 wm 280 tabneTkn

PVC/nmomuxnoporpudiryopoeruner (PCTFE) — Alu 6muctepu:

OmakoBkH, ceabpkamu 7, 14, 28, 30, 50, 56, 90 nan 98 TabneTku

OmnaxkoBku (epdoprpanu eAHOA030BU OIUCTEPH), ChABPXKANTIN 56 X 1 TabneTkn

I'pymoBu onakoBkH, chabpxkamm 280 TabneTku

I'pymoBu onakoBku (ephoprpanu eqHOA030BU OIUCTEPH), ChABPKANH 98 X 1 TabneTkn

He Bcuuku BUIOBE ONAKOBKH U KOHLIEHTPALMU MOTaT J1a ObAaT MyCHATH B mpoaaxoa.

6.6 CroeuuajHU NpeANa3HU MEPKU IPU U3XBbPJIsSHE

HeunsnonsBaHuAT NPOAYKT WM OTNIAABYHUTE MaTepHaly OT Hero TpsOBa 1a ce U3XBBPIAT B

CHOTBETCTBHE C MECTHUTE U3UCKBAHUSI.

7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

O0eaHEeHOTO KPaJICTBO

8. HOMEP(A)YHA'PASPELILIEHHUETO 3A YIIOTPEBA

EU/1/11/683/041-060

9. JATA HA ITBPBO PA3PEIIABAHE/IIOJAHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

23.06.2011

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[onpobna uHdopmMarys 3a TO3M JEKAPCTBEH MIPOAYKT € MpeocTaBeHa Ha yebcaiita Ha EBponeiickara
areHuus 1o Jekapcraara http://www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 300 mg/25 mg ¢unMupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika punvupana tabnetka cpabpika 300 mg anmuckupes (aliskiren) (kato xemudymapar) u 25 mg
xuapoxioporuasua (hydrochlorothiazide).

ITomomram BemecTBa: Besika Tabnerka cpappxa 50 mg makTo3a MOHOXHAPAT U 49 mg MIIEHUIHO
HUIIECTE.

3a IBIHUA CIIUCHK HA ITOMOIIHUTE BEIIECTBA BIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounvupana TabieTka

CBeTnoXbJITa, TBOMHOM3ITFKHANA, OBaTHA (HIMHApaHa TabneTka ¢ otnedarado “CVV” ot eqHara
crpana u “NVR” ot npyrara.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHHU NOKA3ZAHUSA
JleueHne Ha eceHLMAIHA XUIIEPTOHMS IIPU Bb3PaCTHU.

Sprimeo HCT e mokasan mpu ManieHT Ty, Y%eTo apTepraliHO HaIsIraHe He ce KOHTPOJIUpa aAeKBAaTHO
IPY CaMOCTOSITEIIHO IIpUJIaraHe Ha aJMCKUPCH WIN XUAPOXIOPOTHAZHI.

Sprimeo HCT e nmoka3an kaTo 3aMecTATEIIHA TEpanus Ipu MalueHTH, IpU KOUTO € NOCTUTHAT
AJICKBATCH KOHTPOJI HAa apTECPHUAIIHOTO HAJIATAHE C AJIMCKUPCH U XUAPOXJIOPOTHA3U I, ITPUJIATraHU
CAHOBPCEMCHHO B 103a ChIIaTa, KAKTO BbB q)HKCHpaHaTa KOMGI/IHaHI/IH.

4.2 Jlo3UpOBKA M HAYUH HA NPUJIOKEHHE

[MpenoppuBanard np3a Sprimeo HCT e eqna Tabnerka auesHo. Sprimeo HCT TpsioBa na ce nmpuema
BEJIHBXK JTHEBHO C JieKa XpaHa, 3a MPe/IovYnTaHe 10 eIHO U ChIIO Bpeme Beeku JieH. Sprimeo HCT He
TpsiOBa Jla-ceIpuemMa eTHOBPEMEHHO ChC COK OT IpelndpyT.

AHTHXUIIEPTEH3UBHUAT €PEKT Ce MPOSBSIBA MPEAUMHO B pAaMKUTE Ha | ceaMuIla, a MaKCUMAITHUST
e()exT 0OMKHOBEHO ce Ha0JIroaBa B paMKUTe Ha 4 CEMHUIIH.

HOBI/IDOBKa OpHy DTanreHTH, YMETO apTCPUATHO HAJATAHC HE C€ KOHTPOJIMPA aACKBATHO ITPHU
MOHOTEpanus ¢ AJITMCKUPECH U XUAPOXJIOPOTHUAZH

HpenoquBa CC, Mpeau NMpEMrUHAaBaHC KbM JICUCHUC C (bHKCI/IpaHaTa KOM6I/IHEII_[I/I$I, Ja c€ NpoBCAC
WHAWUBUAYAJTHO TUTPUPAHEC HA JO3UTC HA BCCKU OT ABAaTa KOMIIOHCHTA. Koraro e IOoAXOOAII0 OT
KIMHHWYHA I'JIEJHa TOYKa, MOXKE a CC oomucIu JAUPCKTHO IMPEMUHABAHE OT MOHOTCpANd KbM
JICYCHHUE C (bPIKCI/IpaHaTa KOM6I/IHa]_II/I$I.

Sprimeo HCT 300 mg /25 mg mMo>xe Aa ce mpuiara Ipyu NauyueHTH, YUETO apTepHaIHO HAIATaHe He ce
KOHTPOJIMPA aJEKBaTHO OT CAaMOCTOSTEIHOTO Npuiiarane Ha anuckuped 300 mg unu
xunpoxioporuazuy 25 mg wim ot Sprimeo HCT 300 mg/12,5 mg unu Sprimeo HCT 150 mg/25 mg.
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AKo 2-4 ceMHITU cTie]T 3aTI0YBaHE HA TepalusiTa He ce IOCTUTHE KOHTPOJ Ha apTepHaITHOTO
HaJIsIraHe, 103aTa MOJXKe Ja ce TUTpUpa 10 MakcumanHa g03a Sprimeo HCT 300 mg/25 mg nHeBHO.
Jlo3upaneTo TpadBa ja Obje WHANBUIYATH3UPAHO U J]a C€ KOPUTUPA B 3aBHCUMOCT OT KITHHHYHOTO
MOBJIMSIBAHE HA TAIMCHTA.

Jlo3MpoBKa 32 3aMECTUTEIIHA TepaIus

3a yno0CTBO MaMEHTHUTE, MTOJTyYaBaIy A TMCKUPEH U XUIPOXIOPOTHA3H] KATO OTIEITHU TAOICTKH
MOTarT Jia IpeMHHAT Ha jJedenne ¢ Tadietku Sprimeo HCT ¢ ¢pukcupana KOMOWHAITHS, ChIbpKaIIa
CBIUTE JI03U HA OTACTHUTE KOMIOHEHTH.

brOpeuno yBpexkane

He ce nanara xopekiys Ha Ha4ajaHaTa J103a MPU HalUeHTH C JIEKO JI0 YMEPeHO OBOPEUHO YBpEesk faHe
(Bx. Touku 4.4 u 5.2). [lopagm xuapoxioporuasuaaara komrmoneHnTa Sprimeo HCT e
MPOTHUBOIIOKA3aH MPH MAIIMEHTH C aHyPHsI U TIPH MAIMEHTH ¢ TEXKO ObOpEeUYHO yBpexkIaHe (CkopocT
Ha riomepynHa puntpamus (GFR) < 30 ml/min/1,73 m?). EAHOBpPEMEHHOTO IPUIOKEHHE Ha Sprimeo
HCT c aarnorensun Il penenropau 6mokepu (APB) mimm nHXUOUTOPH Ha aHTHOTCHINH
koHBepTupamus eH3uM (ACE uaxuburopn) npu nanueHTy ¢ 660pedno yspexaane{GFR

< 60 ml/min/1,73 m?) e mpoTHBONOKa3HO (BK. ToukH 4.3, 4.4 11 5.2).

YepHoapoOHO yBpexIaHe

He ce Hanmara kopekyst Ha HagajTHaTa 71032 MPH TAIHEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO
yBpexaane (Bxk. Touka 5.2). Sprimeo HCT e npoTtuBomnoka3aH npwu TAIUEHTH C TEXKKO YePHOIPOOHO
yBpexaane (Bx. Touku 4.3 u 4.4).

ITanyeHTH B cTapyecka Bb3pacT (Hag 65 roauHu)

[IpenopprunTenHaTa HayajlHa 4032 Ha AIMCKUPEH MPU.OALMEHTH B cTapuecka Bb3pacT € 150 mg. [Ipu
MOBEYETO MAIMEHTH B CTapUeCKa Bb3pacT He ce Ha0mi0zaBa KIMHUYHO 3HAYMMO JOMIBJIHUTEIHO
MOHI)KCHUE Ha apTEPUATTHOTO HAJISITAHE MPU yBejinyaBaHe Ha ao3ara 10 300 mg.

[MenuaTpuUYHU MAIMEHTH
He ce mpenoppuBa ynorpebara Ha Sprinieo HCT npu nena u roromm nox 18 roanHN opaau Iurcara
Ha JlaHHU 3a O6e30macHoCTTa U e(hUKACHOCTTA (BXK. TOUka 5.2).

4.3 IIporuBomokaszaHus

- CBpBbXUyBCTBUTEIHOCT KbM aKTUBHUTE BEIIECTBA WM KbM HAKOE OT IOMOIIHUTE BEILIECTBA
(Bk. Touka 6.1){ I KpM CcynhOHAMHUTHU IPOU3BOTHU

- AHamHe3a 32/ airiioeeM npu MpreM Ha aTUCKUPEH

- BponeHn usin pauonaTHYeH aHTHOeAeM

- Bropu nIpetu TpumecThp Ha OpeMeHHOCTTa (BX. TOUKa 4.6)

- Anyprs

- Téxkxo 6B6peuno yspexaane (GFR < 30 ml/min/1,73 m’)

- PedpaxkrepHa XUIIOKaTNEMusl, XUIIOHATPUEM UL, XUIIEPKAILMEMHUS 1 CUMIITOMaTHYHA
XUIEPYPUKEMUS

- Texko uepHOIPOOHO yBpEKIaHe

- EnnoBpemenHara ynorpeba Ha alTUCKHPEH € IIMKJIOCIIOPHH U UTPAKOHA30J1, ABa MHOT'O MOIIHU
nHxubuTopu Ha P-rmuxonporens (P-gp), nim apyru Mouiau uHxuOuTOpH Ha P-gp (Hamp.
XUHUAMH) € IPOTHUBOINOKa3aHa (BX. Touka 4.5)

- EnnoBpemenHoTo npuinoxxenue Ha anuckupe ¢ APb nimn ACE nHXuOuTOopH € NpoTUBOIIOKAa3HO
NpY TIALMEHTH ChC 3aXapeH auadeT u nauueHTu ¢ 0p0peyno yBpexnaane (GFR
< 60 ml/min/1,73 m?) (. Touku 4.2, 4.4, 4.5 u 5.1).
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4.4 CroenuajHu npeaynpe;kaeHus U Npeana3sHd MepKH NMPH ynoTpeda

JBoifHa 6510Kaja Ha PeHWH-aHTHOTEH3WH-aliocTepoHoBaTa cucrema (PAAC)

Hma croOimeHre 3a ciiyyan Ha XUIOTOHHS, CHHKOII, UHCYIIT, XHIIEPKATHEMHUs 1 IPOMEHH B
0n0peunaTa GpyHKIUS (BKIIOYUTETHO OCTpa ObOpedHa HeIOCTaTHFYHOCT ), IPY TyBCTBUTEITHI
WHJIUBUJIN, OCOOCHO ITpH KOMOWHHpAHE Ha JIEKapCTBEHHU MPOJYKTH, KOUTO MOBIUSIBAT Ta3l CUCTEMaA
(Bx. Touka 5.1). 3aToBa, ABOMHATA 0JI0KaTa HA PEHUH-aHTHOTCH3NH-AIIOCTEPOHOBATa CHCTEMA Upe3
KOMOWHHWpaHe Ha aTUCKUPCH ¢ MHXUOUTOP Ha aHTHOTCH3WH KOHBepTHpanus eH3uM (ACE
nHXHUOUTOP) Miu anruoTeH3uH Il perenropen 6mokep (APB) He ce npemopbusa.

IIpunoxxennero Ha amuckupeH B komOuHanus ¢ AP mim ACE HHXHONUTOPH € MPOTHBOTIOKA3HO IPH
TALMEHTH ChC 3aXapeH AuabeT i MalueHTH ¢ 6s0peuno yepexnane (GFR < 60 ml/min/1,73 m?) (Bik.
Touka 4.3).

ChbpeyHa HeJIOCTaTHYHOCT

AnHcKHpeH TpsOBa Ja ce Mpujara ¢ MOBUIIEHO BHUMAHHUE MPH MAIIMEHTH ChC CEPUO3HA 3a¢TOHA
chpaedHa HemocTaThIHOCT ((pyHKIMoHaNeH kiac III-IV cnopex New York Heart Assaciation
(NYHA)). Sprimeo HCT Ttpsi6Ba 1a ce u3moi3Ba ¢ MOBHIIIEHO BHUMAaHUE MIPH MAIUEHTH ChC ChPICIHA
HEJIOCTATHYHOCT MOPaJU OrPAaHHYCHUTE JAHHU 32 KIIMHUYHA e(hPUKACHOCT U OE30IIACHOCT.

Anrnoenem
KakTo u ipu ipyru cpencTBa, MOBIHSIBAIIN PEHUH-aHTIOTEH3NHOBATA CUCTEMa, TIPH TTAIIHEHTHUTE,

JICKYBaHU C aJIMCKUPEH CE C"I)O6H_IaBa 3a CJIydau Ha aHTHOCAEM WJIn 3a CUMIITOMH, IIpearojiaramu
HAJIMYUCTO HA aHTHOCAEM (OTOK Ha JIUIETO, YCTHUTE, I'bPJIOTO 510701178 GSI/IKB.).

HpI/I 4acCT OT TC3U MAIUCHTH CHIICCTBYBA aHAMHE3a 3a pasBRrUiUe€ Ha aHTMOCAEM WJIM HA CUMIITOMU,
nmpeamnojiaraiy HaJIM4YueTo Ha aHrMoCAEM, AbJKAIU €€ B YaCT OT CIIy4auTC Ha YHOTp€6aTa Ha Jpyru
JICKapCTBa, CIOCOOHU J1a TIPEIU3BHUKAT MOSIBATa HA aHFHOEIEM, BKITFOUUTEIIHO HHXHOUTOpU Ha PAAC
(MHXUOWTOPU HA AHTMOTEH3WH KOHBEPTUPALIHS CH3UM WM aHTHOTSH3UH PEIENITOPHU OJIOKepH) (BXK.
Touka 4.8).

[larmenTrTe Cc aHaMHe3a 332 aHTUOEIEM MOTAT /1a OBIAT N3TI0KEHU Ha MOBUIIEH PUCK OT Pa3BUTHE Ha
aHTHOE/IeM T10 BpeMe Ha JICUSHUETO C\aniucKupeH (Bk. Touku 4.3 u 4.8). HeoOxoaumo e moBuIeHo
BHUMAaHUE IPH MPEANMCBAHETO Ha ANICKUPEH Ha IMAIMEeHTH ¢ aHaMHe3a 32 aHTHOEIEM U TaKHBa
MAIUEeHTH TPAOBa J1a Ob/IaT BHUMATETHO MPOCIEAsSBaHY 110 BpeMe Ha JiedeHHeTo (BK. Touka 4.8) u
0COOCHO TIpH 3aMI0YBaHE HA JIGRUECHUETO.

[Ipu pa3BuTHE Ha aHTHOEIEM € HEOOX0IMMO He3a0aBHO MPEYCTAaHOBSBAaHE Ha MpUeMa Ha Sprimeo
HCT, npoBexnane Ha, 1HOAX0AIIIA TEPAINS U MPOCIEASIBAHE 10 IBIIHO U TPaiHO OT3ByYaBaHE Ha
BB3HUKHAJUTE MpH3HaIM 1 cuMmntomu. [Ipu 3acarane Ha e3uka, TTI0THCA U TJapUHKCA TPIOBa /1a ce
MIPHUJIOKY aJipeHanvH. B mombiHeHne, HEOOX0IUMO € J]a ce B3eMaT MEPKH 3a MO IbpKaHe Ha
CBOOOIHU yIHXaTEIHHU ITHTHIIIA.

[Manmedzu ¢ HaTpueB- w/win o0eMeH aedUIUT

[Tpwy laMeHTH ¢ HATPUEB W/WIK 00eMeH Je(UIUT, MPUEMAI BUCOKU JIO3H JTUYPETHUIM € BH3MOXKHO
JI2 Bb3HMKHE CUMIITOMATHYHA XWUIIOTOHUS Clie/ 3amouBaHe Ha nedeHueto ¢ Sprimeo HCT. Sprimeo
HCT TtpsbBa ma ce mpwiara camo cileJ KOPUTHpaHE Ha MPEAIISCTBAIl HATPHEB W/HIU OOeMeH
JeUIuT.
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Hapyiienve Ha enekTponuTHYs OanaHce

Jlewenneto ¢ Sprimeo HCT Tps6Ba ma ce 3amoyHe camo ciie] KOpUTHPAHE Ha XUTTOKATHEMUATA U
CBITBTCTBAIATA XUIIOMAarHe3ueMus1. THA3UIHUTE JUYPETHIIA MOTAT JIa YCKOPST HOBa TOsBa Ha
XUIMOKATUEMHS WK J1a 00OCTPSAT MPE/IIIeCTBAIA XUITOKaIMeMus. THA3HAHNUTE TUYPETHIIN TPsOBa aa
ce MmpujaraT ¢ TIOBUIIICHO BHUMAaHUE MPU MAalMeHTH, YUETO ChCTOSIHHAE € CBBP3aHO ChC MOBHIICHA
3ary0a Ha KaJnii, KaTo HalpuMep coJl TyOem y HepormaTuy Witk IpepeHasHo (KapIuoreHHO)
yBpexaane Ha ObpOpeuHara GyHKIHSA. AKO TIO BpeMe Ha Tepamnus ¢ XHAPOXJIOPOTHA3HU Ce pa3BHe
xunokanuemus, mpueMbT Ha Sprimeo HCT TpsiOBa ma ce mpeycTaHOBH /10 CTAOMITHO BH3CTAHOBSIBaHE
Ha OayaHca Ha Kanus. Berpeku de npu ynorpedaTta Ha THA3WIHU TUYPETUITH MOXKE JIa Ce pa3BUe
XHUIMOKAIMEMHS, €THOBPEMEHHATA TepaIvs C aJTACKHPSH MOXKE J]a HaMAali MPeIU3BUKaHaTa OT
JUYPETHUIINTE XUIMOKATNEMHUS. PUCKBT OT XUTIOKAIUEMHSI € TIO-TOJISIM MPU MAMEHTH ¢ YepHOAPOOHA
UPO3a, MANUEHTH ChC 3aCHIICHA JUYpe3a, MAIMEeHTH ¢ HeaJeKBaTeH MepopajicH NpueM Ha
EJICKTPOJIUTH U TTAIIMEHTH, KOUTO TOJTyYaBaT ¢IHOBPEMEHHO JICUCHHE C KOPTUKOCTEPOH TN HITH
anperokoptukoTporreH xopMmoH (ACTH) (Bk. Touku 4.5 u 4.8).

OO6patHo, 10 BpeMe Ha IIOCTMAPKETHHIOBHSI OIUT C AJIMCKUPEH € HaOJIr01aBaHO IIOBUINABAHE Ha
CepyMHHUSI KaJlii, KOETO MOKe J1a Ob/Ie TIO-CUITHO U3Pa3eHO NP €AHOBPEMEHHO MIPUIGKEHUE C APYTH
cpenacta, Bb3aeiicTBamu Bbpxy PAAC unu ¢ HecTepouIHU IPOTUBOBB3NAIUTEIHL-CPEACTBA
(HCIIBC). B chOTBETCTBHE ChC CTaHIApTHATA MEIUIIMHCKA MTPAKTHKA, aKO SIHORPEMEHHOTO
NPUIOXKEHHUE Ce CUUTa 32 HEOOXOAUMO, Ce MPENopbUBa MEPUOANTHO U3cIeAEalie Ha ObOpeyHara
(byHKLUS, BKIIIOYUTEIIHO HUBATA HA CEPYMHUTE €JIEKTPOJINTH. ENHOBpEeMEHHOTO NpUiIoKeHHe Ha
amuckuper ¢ ACE naxubutopu win APb e mpoTuBomoka3Ho npy Nar{MeHTH ChC 3aXapeH AuadeT u
nauueHTH ¢ 666peuno yspexaane (GFR < 60 ml/min/1,73 m®) (B, touxu 4.3, 4.5 u 4.8).

TI/I&?;HI[HI/ITG AUYypETULIKM MOratT Jia YCKOPAT HOBA IMOABa HA XHITOHATPUEMHA U XUITOXJIOPECMUYHA
aJIkazno3a Wiu Ja 000CTPSAT IpeIIecTBalla XunoHaTpuemist--HabmronaBaHa € XuroHaTpueMus,
CBHIPOBOJIEHA OT HEBPOJOTUYHA CUMIITOMATHKA (TaieHe, [IPOTpeCUBHA J€30pUEHTAlINS, aaTus).
JleueHHeTO C XUAPOXIJIOPOTHA3UIU TPAOBA /1a ce 3am0Isa cilejl KOpUrupaHe Ha Ipe/iecTBala
XHITOHATpueMus. B ciydail Ha Texxka wim Obp30/pa3BUBallla ce XUTIOHATPUEMHS TI0 BpeMe Ha
neuenneto ¢ Sprimeo HCT, nedenuero TpsaOBa Aa ObAe CHpSHO A0 HOpMAIW3UpPaHe HAa HUBATa Ha
HaTpus.

Hswma nannu, ye Sprimeo HCT 6m MOrbii 1a Hamaliy MM IPEeJOTBPATH JUYPETHUK-UHAYLIMPaHaTa
xunoHarpuemus. JepuuuTsT Ha XJi0p B IIOBEUETO ClIy4aH € JIeK 1 OOMKHOBEHO HE ce HyXXJae OT
JICYCHHE.

Benuku nanueHTH, NpueMaiiid THa3uIHU TUYPETHIM TPsIOBa EPUOAUYHO Ja ObJAT HPOCIEAIBaHH 32
EJICKTPOJINTHU HAPYIIEHMSL, 0COOCHO Ha KaJusi, HATPHS U MarHe3usl.

TuasugHuTe IMYPETUIN HaMaJIsiBaT EKCKPEeMsATa Ha KAJILUM ¢ yprHATa U MOTaT Ja MPEeIU3BUKAT
NPEXOAHO U JICKO TIOKauBaHEe HA CEPYMHHMS KaILUH MPH JMIICAaTa HA U3BECTHU HAPYLICHUS B
KajuueBus Metabonu3bpM. Sprimeo HCT e npoTrBonokaseH npy NauyueHTH ¢ XUIEPKaIHEeMuUs 1
TpsiOBa /ia c€ mpuiiara camo ciiesl KOpurupaHne Ha npeAecTsaiia xunepkaiauemus. [Ipuemst Ha
Sprimeo'HCT tpsiOBa na Obae npekpaTeH NpH pa3BUTUE HA XUIEPKAILUEMHS IO BpeMe Ha
ne¢uennero. CepyMHUTE HUBA Ha KaJHs TPAOBa MEPUOIUYHO Aa Ce IPOBEPSBAT 110 BpEeMe Ha
JeueHneTo ¢ Tuazuau. [logyepranara xunepkaaueMus: MOXXe 1a ObJe J0Ka3aTeJICTBO 33 CKPUT
XHAMeprnapaTupeonu3bM. [IpueMbT Ha THA3UAHN TUYPETULH TPsOBa Ja ObJie MPeKpaTeH Npean
NPOBEXKAAaHE HAa U3CJICABAHUS Ha QYHKLIUATA HA IAPATUPEOUTHNUTE JKIIC3H.

br0Opeuno yBpexxaane U 0b0peyHa TpaHCIIIAHTAIHS

TuasugHUTE IMYPETUIIM MOTAT Jja YCKOPST a30TEMHATA PH MALMEHTH ¢ XPOHUYHO OBOpedHO
3abomsBane. Koraro Sprimeo HCT ce mpuiara npu nauueHTH ¢ 00peyHO yBpexaaHe, ce
NpenopbyBa MEPUOIUIHO NPOCIIeIIBaHe HA HUBATa HA CEPYMHUTE €JIEKTPOJIUTH, BKIIFOYUTEIHO Ha
KaJMs, KpeaTUHUHA U TMKo4HaTa kucenuHa. Sprimeo HCT e nmpoTuBoONoOKas3aH NpH MAMEeHTH C TEXKKO
0BOpevHO yBpekJaHe WK aHypus (BxK. Touka 4.3).
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He ce n3nckBa kopurnpaHe Ha jo3aTa IMpH MAIUEHTH C JIEKO 0 yMepeHo 0p0pedro yBpexnane (GFR
e > 30 ml/min/1,73 m?).

Jlunicea ot ¢ mpunoxenueTo Ha Sprimeo HCT mpwu nmarnueHTH, mpu KOUTO HACKOPO € HalIpaBeHa
0BOpeyHa TpaHCIIaHTAITHS.

KaxTo u mpu npyru cpeacTBa, HOBIUSBAIINA PEHUH-aHTHOTEH3UMHOBATA CUCTEMa € HEOOXOAMMO
MOBHIIIEHO BHUMaHUE TPH MPHIaTaHe Ha alIMCKAPEH B MIPUCHCTBUETO HA MPEAPa3Ioaramuy KbM
pa3BUTHE Ha OBOpEeYHA HEAOCTATHYHOCT (haKTOPH, KATO HAIPUMEP XHUIIOBOJIEMHUS (HAIIP. TIOpaIu
KpBBO3ary0a, TeKKa WIH MPOIBIDKUTEITHA TUAPHS, TIPOABIKATEIHO TIOBPBIAHE | Jp.), ChPISIHO
3a001sBaHe, YepHOAPOOHO 3a00sIBaHE, 3aXapeH quadeT win ObO0peTHO 3a00IIsIBaHE.
EnnoBpemennoTo npunoxenne Ha anuckuped ¢ ACE uaxubutopu mmm APB e mpoTHBonokasHo npH
nauueHTH ¢ 666peuno ypexaane (GFR < 60 ml/min/1,73 m®). Tlo BpeMe Ha MOCT-MapKETHHI OB
OTIHT ce choOIaBa 3a cirydan Ha ocTpa ObOpedYHa HEAOCTATHYHOCT, 0OpaTHUMa IIPH MPEYCTaHOBsBAHE
Ha JIEYCHUETO, TIPH PUCKOBH MAI[MEHTH, TOTy4YaBally anuckuper. [Ipu mosiBa Ha HIKAKBH.IIPU3HAIH
Ha OBOpeYHa HEAOCTATHYHOCT, MPUEMBT Ha aTUCKUPEH TPsIOBa HE3a0ABHO /1a C€ MPEyCTAHOBH.

YepHoapoOHO yBpexIaHe

TuasugHuTe IMypeTULH TPAOBa a ce M3MOI3BAT C IOBUILIEHO BHUMAaHNE NPY IIALKIEHTH ¢ HapyLIeHa
4epHOAPOOHA (PYHKIHS WIIH TTPOTPECUPAIIO YEPHOIPOOHO 3a00sIBaHE, ThHil KAT0 MUHIMAITHI
IIPOMEHU B 0ajlaHCa Ha TEYHOCTHUTE U €JIEKTPOJIUTUTE MOTaT Ja JOBEAAT AC-Pa3BUTHE HA YEPHOAPOOHA
koma. He e HeoOxoanMa KopeKIys Ha HayajlHaTa [103a [IPY MalUueHTH CYHEKO 10 YMEPEHO
4epHOAPOOHO yBpexaane. JINTcBaT naHHM OTHOCHO mpuitokeHneTo Ha Sprimeo HCT npu manuenT
C TeKKO 4epHOapoOHO yBpexaaHe. [lopaan xuapoxmoporuasuinara komnoneHTa Sprimeo HCT e
MIPOTUBOIIOKA3aH TIPH MAIEHTH C TeXKO YepHOAPOOHO yBpexaane (Bxk. Touku 4.3 u 5.2).

Hsama kmuamuen onut ¢ Sprimeo HCT mipu marnueHTr.c 9€pHOAPOOHO YBPEKIAHE.

VYmMepenu naxuduropu Ha P-gp

EnnopemennoTo npuiarane Ha anuckupet 300,mg ¢ kerokonazon 200 mg uinu Bepanammi 240 mg
nopumasa AUC Ha aJuUCKUpPEH, ChbOTBETHO ©bC 76% unu 97%. [lopaau Ta3u npuyrHa € HEOOX0AUMO
MOBUILIEHO BHUMAHUE MPH MPUJIATaHe, HA AJIMCKUPEH STHOBPEMEHHO C YMEPEHU HHXUOUTOpHU Ha P-gp
KaTo KETOKOHA30J WJIK BepanaMu (B, Touka 4.5).

CreHoO3a Ha a0pTHATA M MUTpaJIHATa Kjlala, OOCTPYKTUBHA XUIIEPTPOMHUYHA KAPIMOMUOIATHUS
[Toro6HO Ha OcTaHANHTE Ba3OIHIATATOPH, IPY MAIIMEHTUTE CTPAIAIH OT a0PTHA WIIM MUTPAITHA
CTEHO3a, WA OOCTPYKTUBHA, XUTIepTpo(hUIHA KapAMOMHUOIIATHS, € TOKa3aHO 0COOEHO MOBHIIIEHO
BHUMaHUE.

Crenoza Ha 6b0peyHa apTepysi U PeHOBACKyJIapHa XUIIEPTOHHUS

Hsima Hann4H KOHTPOJIMpPaHU KIMHUYHY JaHHU 3a ynotpedaTta Ha Sprimeo HCT npu nauuentu c
€HOCTPaHHGMJIM ABYCTPaHHA CTEHO3a Ha ObOpeyYHaTa apTepHs, MM ChC CTEHO3a Ha apTepus Ha
€AMHCTESH OBOpeK. Bpipexku ToBa, KakTO ¥ IPU APYTH CPEACTBA, TOBIUSIBAILY PEHUH-
AQHTMOTeH3MHOBATA CHCTEMa, HAJTUIIE € MIOBHUILIECH PUCK OT pa3BUTHE HA ObOpeYHa HEAOCTaThYHOCT,
BKIIIOUYMTENTHO O0cTpa ObOpedHa HEAOCTATHUHOCT, IIPU JICUCHUE HA MALMEHTH ChC CTEHO3a Ha
0BOpeuHaTa aprepus ¢ aquckupeH. [lopaau Tasu npuyuHa, IPYU TaKUBa MALUEHTH € He0OXOANMO
noBuieHo BHuManue. [Ipu Bb3HMKBaHE Ha OBOpEevHa HEJOCTATHYHOCT, JICUEHHETO TPsIOBa 1a ce
MIPEYCTAaHOBHU.

CucremeHn JIynyC EpuTEMaToneC
C’BO6H_IaBa CC, U€ TUAZUJIHUTC NUYPCTHUIH, BKIIFOYUTCIIHO XUAPOXJIOPOTUA3HU/, MOT'aT da O6OCTpHT nin
Ja aKTUBUPAT CUCTEMCH JIyIlyC €pUTEMAaTOICC.
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MeTaboIUTHH 1 CHAOKPHUHHU egl)eKTI/I

Tua3uHUTE THYPETUIH, BKIFOUYUTEITHO XUAPOXIOPOTHAZHUI, MOTAT JIa HAPYIIAT TIIFOKO3HUS TOJIEPAHC
W J1a TIOBUILIAT CEPYMHUTE HUBA HA XOJIECTEPOJI, TPUIIIUIIEPUIN U TMKOYHATa Kucenuna. [Ipu
MAIMEHTH ¢ TUabeT MOXe J1a € He0OX0IMMO KOPUTHUPaHE Ha J103aTa Ha WHCYJIMHA WK Ha
MIEPOPATHOTO XHUITOTIIMKEMUYIHO CcpencTBO. ExroBpeMennoTo npmiroxenue Ha Sprimeo HCT ¢ APB
nn ACE maxuOrTopn € IpOTHBOIIOKA3HO MPH MAMEHTH ChC 3aXapeH auadeT (BxK. Touka 4.3).

ITopamm xuapoxmopotruazuaaara kommoneHTa Sprimeo HCT e mpoTuBomokasaH IMpu CHMITOMAaTHYHA
xunepypukeMus (Bx. Touka 4.3). XuapoxaopoTruasu MoXKe Jja IIOBUIIIH CEPYMHHUTE HUBA Ha
MUKOYHATA KHCEJIMHA, TOPaJId HaMaJIeHUs KIIMPHHC Ha MAKOYHATA KACETMHA U MOXKE JIa IPUYNHH WITH
Jia 000CTpY XUIIEPYPUKEMHUSITA, KAKTO | J]a YCKOPHU TI0sBaTa Ha MmoJarpa mpu npeapasnoiokKeHn
MAIMCHTH.

TuazuauTe HaMassIBaT SKCKPEIUATa Ha KaJllWid ¢ ypUHATA ¥ MOTAT Jia MPEIU3BUKAT PEXOJIHO U JIEKO
MOKAaYBaHe HA CEPYMHUS KUK MPHU JINTICATA HA U3BECTHU HAPYIICHUSI B KATIUEBUS METAGOIUIBM.
Sprimeo HCT e mpoTHBOIIOKa3eH MPH MAITUEHTH ¢ XUTISPKAIITUEMUS U TPsIOBa 11a ce TIpHUjIara camo
cjen KOpUTHpaHe Ha mpeamrecTpama xunepkanuemus. [IpuemsT Ha Sprimeo HCT.14510Ba na 061
MPEKPaTeH MPH Pa3BUTHE HA XUTICPKAIIUEMIS IO BpeMe Ha jiedeHneTo. CepyMHBIS HUBa Ha KaJIUs
TpsiOBa MEPHOJUYHO J]a CE TPOCIIE/IBAT MO BpeMe Ha JICUCHUETO ¢ THa3uu. [Toquepranara
XUMEPKATIHUEMHUS MOXKE J1a ObJIe JOKA3aTEJICTBO 33 CKPUT XHUIMepnapaTupecuiu3pm. [IpueMsbT Ha
THA3UJIHU TUYPETHUIIH TPAOBA Ja ObJic MPeKpaTeH NPeIN MPOBEKAAHE HAU3CIICABAHUS HA PYHKIUITA
Ha MapaTUPEOUTHHUTE JKIIC3H.

DOTOYYBCTBUTETHOCT

Crol1maBa ce 3a ciiyyad Ha peakuuu Ha (POTOUYBCTBUTEIHQET IPU IPHUEM Ha THA3HIHU JUYPETHULIN
(Bk. Touka 4.8). Ako o Bpeme Ha sederneto ¢ Sprimeo HCT Bp3HUKHE peakiiust Ha
(OTOUYBCTBUTEIHOCT, CE MPENOPbYBA CIUPAHE Ha JICUEHHETO. AKO Ce CUMTA 3a HE00X0AUMO
MOBTOPHO NpHUJIaraHe Ha AWYPETHKA, Ce IPENOoPbUBa, SaLIUTA Ha 00IACTUTE, U3JIOKEHN Ha CITBHIIEC WIN
u3kycrBeHa UV A cBeTnuHA.

OcTpa 3aKpUTOBI'BJIHA [IAYKOMa

XuapoXIOpOTHAZHIBT € CyIPOHAMHUT V'€ CEBP3aH ¢ peaKIni Ha HINOCHHKPA3Hs, BOJIEIIA IO OCTpa
TPaH3UTOPHA MUOIIHS U OCTPA 3aKPUTOBIBIIHA riIaykoMa. CHMIITOMUTE BKIIFOYBAT BHE3AITHO
HaMaJIsIBaHE Ha 3pUTETHATA OCTPOTA MITH OOJIKa B OUNTE ¥ 0OMYAtHO BH3HUKBAT B pAMKHUTE Ha YaCOBE
JIO CEIIMUIIM CJIE]T 3all0UBaHe Ha JeueHueTo. HenmekyBaHara ocTpa 3aKpUTOBI'BIIHA TIIAYKOMa MOXKE J1a
JIoBeJie 10 TIepMaHeHTHA 3aryda‘Ha 3peHneTo. [I[,pBOHaYaTHOTO IeYeHHE € J1a Ce MPEKPaTH IpreMa Ha
XUJIPOXIOPOTHA3U, KOJIKOTO ce MOKE T0-0bp30. AKO HE c€ IOCTUTHE KOHTPOI BBPXY BHTPEOUYHOTO
HaJsITaHe TPSOBa J1a C€ UMAT MPEABH] CBOEBPEMEHHO MEAMIIMHCKO WIIH XUPYPTUYHO JICUCHHE.
PuckoBute dakTopi 3apa3BuTHE Ha OCTPa 3aKPUTOBI'BIIHA TIIAYKOMa MOTAT Jia BKIIFOUBAT aHAMHE3a
3a cynOHaAMUIHA WK TICHUIIMIMHOBA aJlepTHsl.

Oo6uwm
B ciyyaii'ma Texka u nepcuctupaiia auapus jgederneto ¢ Sprimeo HCT TpsiOBa na ce npeycTaHoBH.

Kakro IIpY BCUYKH aHTUXUIICPTCH3UBHU CPCACTBA, IPCKAJICHOTO IIOHMXXABAHC HA aPTCPUATTHOTO
HaJIraHe IIPpU MaUCeHTHU ¢ UCXCMHUYHA KapAUOIaTusA Ui HCXEMHUYIHO CbPACYHOCHA0BO 336OHHB3H€,
MOXKE Ja JOBEIAC 10 I/IH(l)apKT Ha MHUOKapaa UJInu UHCYJIIT.

HpI/I MalMEHTUTE MOT'aT J1a HACTBIIAT PECAKIIUU Ha CBPBbXYYBCTBUTCIIHOCT KbM XUAPOXJIOPOTHA3UN,
KaTO BCPOATOCTTA € IMO-TOJIAMA TPU NMALTUCHTHU C AJICPTUA U aCTMaA.

ITomonHm BeniecTBa

Sprimeo HCT cbabpika stakros3a. [lanueHT ¢ penku HacIeCTBEHH MTPOOJIEMU Ha TaTaKTO3HA
HEMOHOCUMOCT, Lapp JiakTa3eH qeuIiT WK TIII0K030-TaJakTo3Ha MaaadbcopOIus, He TpsOBa 1a
MpUeMaT TO3U JIEKAPCTBEH MPOIYKT.
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Sprimeo HCT chabpprka nImeHHYHO HUIecTe. To € moaXoasIIo 3a Xopa ¢ mpoiuakus. [lanuentn ¢
ayieprusi KbM MIIEHANA (Pa3IMiHa OT bOJUAKKS) He TPIOBa J1a B3eMaT TO3H MPOAYKT.

4.5 B3aumopeiicTBHe C APYIH JeKAPCTBEHH MPOAYKTH U APYru popMu HA B3auMo/elicTBUe

Wndopmanus 3a B3anmonerictBusaTa Ha Sprimeo HCT

Jlexapcmeenu npodykmu, noeIUASAWU HUBOMO HA cepyMHusa kaauu: Kanmii-ryoemusT epexT Ha
XUAPOXJIOPOTHA3H]T CE OTCIIa0Ba OT KaNMH-ChXpaHsaBamus ePekT Ha amuckuper. EQexTsT Ha
XUAPOXJIOPOTHA3U BEPXY CEPYMHUS KA C€ 09aKBa Ja 0b/ie MOTEHIIUPaH OT APYTH JIEKAPCTBEHH
MPOAYKTH, CBBP3aHU ChC 3ary0aTa Ha KaJui U XUIOKaTHeMys (Hamp. IpYTH Kalni-ryOernm
JTUYPETHIIN, KOPTUKOCTEPOUIH, TaKCATHBH, afpeHokopTuKorporeH xopmoH (ACTH), amdorepurny,
KapOEHOJIOKCOH, IEHUITWIHH G, TIPOU3BOIHA Ha CAHIMIIOBATa KucennHa). OOpaTHOTO,
€IHOBPEMEHHOTO NIPUJIOKEHHE ¢ APYTH JiekapcTBa, moBnusBany PAAC, HCIIBC wmm cpenctsa,
MTOBHIIIABAIIN HUBATa HAa CEPYMHISI KaJIMH (HAIp. KaTUH-ChXpaHIBaIIA JUYPETULH, KAINEBU JOUABKH,
3aMECTUTENN Ha COJITA, ChIBPIKAIIN KaJiii, XeTrapiH), MOXe J1a JOBE/Ie 10 MIOBUIIIaBaHE Ha(CCPyMHUS
kanuii. [IpemoppuBa ce MOBUIIEHO BHUIMaHHUE, aKO €THOBPEMEHHOTO IPUIIOKEHHE ChC, CPELCTBA,
TIOBITMSIBAIIN HUBATa Ha CEPYMHUS KM ce cuuTa 3a HeoOxoaumo. KomOnHupanero dd almcKupeH ¢
APB nnmu ACE nHXHOUTOPH € TPOTHUBOIIOKA3HO MPH MAIUEHTUTE ChC 3aXapeH auader U mpu
nauueHTH ¢ 666peuno ypexaane (GFR < 60 ml/min/1,73 m?) u He ce mpenopsysa npu Apyrd
manyueHTy (Bk. Touku 4.3, 4.4 u 5.1).

Jlexapcmeenu npooykmu, Koumo ce Guusisim Om CMYWeEeHUs. 8 HUBAMA(HILCePYMHUSL KATULL:
[IpenopbuBa ce MepHOANYHO MOHUTOPHPAHE HA HUBATa Ha CEPyMHUS KaJluil [Py Npuilaraie Ha
Sprimeo HCT enHOBpeMEHHO C JIEKapCTBEHH MPOTYKTH, KOUTO CE BIMSAT OT CMYIIICHHS B HUBaTa Ha
CepyMHHUS KaJqui (Harp. AUTUTATNCOBU TTIMKO3UIN, aHTUAPUTMHULIN).

Hecmepouonu npomusoewvznanumenuu cpeocmsea (HCIIBC), sxirousawyu cenrekmusHu
yurnookcueerasa-2 unxuoumopu (COX-2 unxubumopi), ayemuncaiuyuioga KUCeIuHd u
necenexmuenu HCBIIC: KakTo 1 npu Apyry cpeiecTBa, MOBIUSABAILY PEHUH-aHTHOTEH3MHOBATA
cuctema, HCIIBC morar ga moHmkat antuxuiicpTensuBHus edext Ha anmnckuped. HCIIBC morar
CBIIO Taka Jja OTCJIA0AT JUypeTHYHATA M aHTUXHUIIEPTCH3WBHATA aKTUBHOCT HA XHIPOXJIOPOTHA3UI.

IIpu HSIKOM MAaLMEHTH ¢ KOMIIPOMETHPaha ObOpedna pyHKIMA (IeXuapaTHPaHH NauueHTH N
NAIMEHTH B CTapuecKa Bb3pacT) NPpHUIaraHeTo Ha alTICKUPEH U XUAPOXJIOPOTHA3H]L €THOBPEMEHHO C
HCIIBC moxe na noBene 10 JOIMBIHUTENHO BIIOIIABaHe HAa ObOpeyHaTa QyHKIHS, BKIIOUUTEIHO €
BBH3MOXKHO Bb3HHKBaHE Ha 0CTpd ObO0peuHa HEAOCTaThUYHOCT, KOSITO OOMKHOBEHO € oOpatuma. Ilopaau
Ta3u npuuuHa npu komOrHpane Ha Sprimeo HCT ¢ HCIIBC e Heo0x01uMO OBUIIEHO BHUMAHUE,
0c00€HO IpH MALUEHTH'B CTapuyecKa Bb3PacT.

Lpyau aumuxunepmensuenu cpedcmaa: ARTUXUNEPTEH3UBHUAT edekT Ha Sprimeo HCT moxke na
ObJe MOBHIICH IIPK €THOBPEMEHHO MPUIAraHe ¢ APYTH AHTUXUIIEPTEH3UBHH areHTH.

JonbaHutenHa nHGopManys 3a B3aMMOICHCTBHS Ha aNMCKUPEH

EnnospemenHoro npuinoxenue Ha anuckupeH ¢ APb nin ACE nHxuburopu € npoTHBOIIOKa3HO NPU
MAIMCHTATE ChC 3axapeH AuadeT u naruenTu ¢ 00peuno yepexaane (GFR < 60 ml/min/1,73 mz) )54
HE Ce MperopbyBa MpHu APYTH manueHTH (Bx. Toukn 4.3, 4.4 u 5.1).

BemiecrBaTa, KOMTO ca M3NMUTBAHU B KIMHUYHHUTE (apMaKOKHMHETHYHH MPOYYBaHUS HA aJIICKHPEH
BKJIIOYBAT alleHOKYMapoJl, aTeHOJION, LeJIEKOKCHO, peHopuOpat, MMOorInTa3oH, alomypHHOI
N30COPOUT-SMOHOHUTPAT, AUTOKCHH, METQPOPMUH, AMIIOIUIINH, aTOPBACTATHH, IUMETHIIUH U
xuapoxnoporuasua. He ca ycraHOBEHM KIIMHUYHO 3HAUMMU B3auMojeiicTBrsl. Ce10BaTeNHO HE €
HEOO0XOIMMO KOPUTHUpaHe Ha J103aTa Ha aIMCKUPEH U Ha €JHOBPEMEHHO NMPHJIaraHUTE JIEKAPCTBEHH
NPOIYKT.
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Bzaumoodeticmeus ¢ P-enuxonpomeuna: TIpy NpeIKIMHUYHA POYYBAHHS € YCTAHOBEHO, Y€
MDR1/Mdrla/b (P-gp) e rinmaBuara eduykcHa clCTeMa, ydacTBallla B YpeBHATa abcopOIusaTa u
KI'bUHATA SKCKPEIUs Ha ATMCKUPEH. B KIIMHUYHO npoy4BaHe, prudaMITUIMH, KOUTO € WHAYKTOp Ha P-
TJIKOTIPOTENH, HAMaIIsIBa OMOHATMYHOCTTA Ha alucKupeH ¢ okoso 50%. [Apyru uaaykropu Ha P-
TJIMKOTPOTEHHA (3KBJIT KAHTAPUOH) MOTAT JIa IIOHMKAT OMOHATTMYHOCTTA Ha AUCKUPEH. Berpeku ue
TOBAa HE € TIPOYYBaHO NPH AMCKUPEH, 3Hae ce, uye P-gp perynupa u ThKaHHOTO YCBOSIBAHE HA PEIIHIA
cyOcTpatu, 1 MHXUOUTOpUTE HA P-gp MOTaT /1a MOBHUINAT CHOTHOIICHHETO ThKAaHHA KhM TUIa3MEHa
KoHIeHTparws. [lopaau Ta3u npuyrHa HHXUOUTOpUTE HA P-gp MoraT fja oBenar A0 moBUIlIaBaHe Ha
ThKAaHHUTE HUBA B MO-TOJIIMA CTETICH OTKOJIKOTO Ha TNIa3MEHHUTE HUBA. [[OTEHIIMATBT 3a JICKapCTBEHH
B3aUMOJICHCTBUS Ha P-gp MACTOTO MO BCsIKa BEPOSTHOCT IIe 3aBUCH OT CTEICHTA HA HHXUOWpaHe Ha
TO3M TPAHCTIOPTED.

Mownu unxubumopu na P-gp: IlpoydBaHe 3a JIeKapCTBEHH B3aUMOJEHCTBHS C €THOKpATHA 1038 TPH
3/1paBu TOOPOBOIIIH € TToKa3ao, ye nmukiiocnopuH (200 n 600 mg) moBumrasa C,,,x Ha ATUCKUAPEH

75 mg npubmmsutenHo 2,5 mpt 1 AUC npubnmsutenHo 5 mbTu. [loBuIIeHneTO MOXe 12, &/10-
BHICOKO TIPH ITO-BUCOKH 103U anuckuped. [Ipu 3npasu modpoBonmu utpakonason (100, mg) moBumrasa
AUC u C,,x Ha anmuckupeH (150 mg) crotBeTHO 6,5 1 5,8 mpTH. [lopaan Tazm npuyrna
eIHOBpPEMEHHaTa yroTpeda Ha alTMCKUPEH W MOIITHU HHXNOUTOpH Ha P-gp e mpoTuioitokazana (BxK.
Touka 4.3).

Ymepenu unxubumopu na P-gp: EqTHOBpeMEHHOTO Tprjiarane Ha KeTokoHaszol (200 mg) nm
Beparmamui (240 mg) ¢ anuckuper (300 mg) Boau 10 yBennyaBaHe, ChOTBeTHO Che 76% wmmu 97% Ha
AUC na anuckupeH. OyakBa ce NpoMsiHATa B IUNIa3MEHUTE HUBA Ha AJINCKUPEH B IPUCHCTBUETO HA
KETOKOHA30J1 WM Bepanamui a ObJe B [Uarna3oHa, KOWTo 01 ¢ETIOCTUTHAI, aKo A03aTa Ha
QIMCKUPEH CE yIBOU; YCTAHOBEHO €, Ue 103 Ha ajmuckupeH 2o 600 mg win 1Ba IbTH Hall-BUCOKATa
IpenopbyYBaHa TePaeBTUUHA [103a, CE TOHACAT J00pe NP KOHTPOIUPAHH KIMHUYHU IPOYYBAHHUS.
[IpeaxnMHIYHUTE IPOYYBAHUS [TOKA3BAT, Y€ €AHOBPEMEHHOTO NPHIaraHe Ha aIUCKUPEH U
KETOKOHA30J1 yBeJIMUaBa CTOMAIIHO-YpeBHATa a0COPOLsl 1 HaMalIsIBa )KIIbUHATA eKCKPELUs Ha
anuckupet. [lopaan Ta3u npuurHa € HeOOXOIUMC TIOBUILICHO BHUMAHKE NP MPHUJIaraHe Ha
AIMCKUPEH eTHOBPEMEHHO C KETOKOHA30J1, BePATIAMIII WM IPYTH YMEpeHH HHXUOuTOpH Ha P-gp
(KMapuTpOMHLNH, TEIUTPOMULIMH, €PUTPOMHULIMH, AMUOJAPOH).

P-gp cyocmpamu unu crabu unxubumopu.: He ca HabnrogaBaHn 3HAYNMMH B3aMOCHCTBUS C
aTEHOJION, TUTOKCHH, aMIOMUIHH Iy nuMeTuanH. [Ipu npunarane ¢ atopBactarus (80 mg), AUC u
Ciax Ha anmuckupet (300 mg) B cTaioOHapHO ChCTOSIHUE ce yBenuuasaT ¢ 50%.

Huxubumopu na mpancnopmupawy opeanuunu anuonu noaunenmuou (OATP): llpenxnuauanure
NPOY4BaHUs ITOKa3BaT; 1€ JJIMCKUPEH MOXKE /1a Obae CyOcTpaT Ha TPaHCIIOPTUPAIIN OPraHUYHH
aHHOHM nojunenTray. {lopagy Ta3u npuuMHa ChIIECTBYBA NOTEHIMAIHA Bb3MOXKHOCT 32 PEaKklMu Ha
B3auMoJeicTBUe Mex 1y nHxuOuTopu Ha OATP 1 anuckupeH, npyu CbBMECTHO MPUIIOKEHHUE (BXK.
,»,B3anMoeicirre ChC COK OT TpeindpyT”).

Cox om epeungpym: IlpunaraseTo Ha COK OT TpeHnpyT ¢ aTUCKUPEH Boau 10 noHmwxkasane Ha AUC
U C,gHa anuckuped. EqHoBpeMeHHOTO npuiarane ¢ anuckupeH 150 mg Boan 10 61% noHnxenue
Hd AUC Ha anvcKupeH, a eqHOBPEMEHHOTO Npuiarane ¢ anmuckuper 300 mg Boan a0 38%
noHmwkenue Ha AUC Ha anuckupeH. ToBa MOHMKEHUE BEPOSATHO C€ ABJDKM HA HHXHUOUpPAHE OT COKa OT
rpeindpyT Ha YCBOSIBAHETO HA ANMCKUPEH, MEAUHUPAHO OT TPAHCIIOPTHPAILl OPraHUYHH AHHOHH
MOJIMIIENTH, B TACTPOMHTECTUHAIHUS TpakT. ClieJ0BaTEeIHO, IOPaan OMAacCHOCTTAa OT HEYCIEX B
nedenueto, Sprimeo HCT He Tpsa0OBa na ce mpreMa e THOBPEMEHHO ChC COK OT TperIipyT.

Dyposemud. Ilpu enHoBpeMeHHOTO Npuitarane Ha anuckupel ¢ pyposemua, AUC u Cpy,, H
¢bypozemuz ce moHM*kaBaT cb0TBETHO € 28% 1 49%. Ilopaan Ta3u nmpuymHa ce NpenopbUBa
npociensBaHe Ha eeKTa Ipy 3armouBaHe U NPy KOPUTHpaHe Ha TepanusTa ¢ Gpypo3emMun, 3a aa ce
n30erHe Bb3MOXKHA HepalloHallHa ynoTpeOa B KIMHUYHH YCIOBUS HA 00EMHO HAaTOBapBaHe.
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Bapgapun: Edextute Ha aJucKHpEeH BbPXY (papMaKOKHHETHKATA HA Bap(apHH He ca OICHSIBaHH.

Bzaumoodeticmsus ¢ xpanu.: XpaHuTe ¢ BUCOKO ChIIbPKaHUE Ha Ma3HUHU 3HAYMTEITHO [TOHNKABAT
abcopOIusaTa Ha ATNCKUPEH.

JlonpnauTEHA HHQOPMAILIHS 34 B3AUMOACHCTBIS HA XUAPOXJIOPOTHAZH
[Ipu eqHOBpEMEHHO TpHJIaraHe CIEAHNUTE JIEKAPCTBEHH MPOIYKTH OMXa MOTIIH J]a B3aUMOJIEICTBAT C
THA3UIHAUTE JUYPETHUITH:

Jlumuii: Tnazunanute HamMansBaT ObOPEYHUS KIUPHHC HA JINTHS, CIICJOBATEIIHO PUCKBT OT JINTHEBA
TOKCHYHOCT C€ IMOBHINIaBA MTPH NPUIIaraHe Ha XUApoxyopoTruasua. He ce npenopbusa
€THOBPEMEHHOTO IpHJIaraHe Ha JTUTUH B XUJAPOXJIOPOTHA3UA. AKO KOMOMHANIUATA CE OKa3Ba KPanHo
Heo0XoIMMa, ce PEernopbuBa BHUMATEIHO MPOCIIC/sIBAHE HA CEpYMHUTE HUBA HA JIUTHUS 110 BpEMe, Ha
eIHOBpPEMEHHaTa yrmoTpeoa;

Jlexapcmeenu npodykmu, koumo mozam 0a uHoyyupam torsades de pointes: llopanu pucka oT
XUIMOKATUEMHS XHPOXIOPOTHA3U] TPSIOBA JIa ce TIPUIIara ¢ MOBUIIICHO BHUMAaHHE C.IDOAYKTH, KOUTO
MOTaT J1a MHAYIHpPAT torsades de pointes, mo-criennanao antuaputMuiy Kitac lamac 111, kakto u
HSIKOHW aHTHUTICUXOTHIIH.

Jlexapcmeenu npooykmu, nOGAUABAUWU CEPYMHOMO HUBO HA Hampusi: XATOHATPUEMUYHUAT e(eKT Ha
JUYPETHLHUTE MOJKE J1a CE YCUIIM IIPU ChbBMECTHO MPUIIOXKEHHUE C ONPECICHN JIEKapCTBEHHU MTPOAYKTH

KaTo aHTUICTIPECAHTH, aHTUIICUXOTHLIM, aHTHETIWIICNTHYHU cpeaciBa u Ap. Heo6xoanmo e moBUmeHo
BHUMAaHHUE IIPU ChbBMECTHO NMPHIOKCHHUE HA TE3H JICKApPCTBEHU HPOIYKTH.

Ipecopnu amunu (nanp. Hopadpenanun, aopenanun): XuIpoxIopoTuazua MoXe Ja HaMalld OTTOBOPa
KBbM IIPECOPHU aMUHH KaTO HopaapeHainH. KiMHn4yHATa 3Ha94MMOCT Ha TO3U e€(PeKT € HeolpeaeiIeHa u
HE € I0CTaThyHa 32 IPEeKpaTsBaHe Ha TAXHATA YIOTPLod.

Luzoxcun unu Opyau oueumanucosy 2nuxko3udi,~I nasua-uHAynupaHa XUMOKaIueMusl WIn
XHUIIOMAarHEe3UEeMHUsI MOTaT [1a CE U3SIBSIT KaTO-HEXKEIaHU PeaKluy, YIeCHIBalKA HA4aJloTO Ha
JUTUTATNC-UHIYUPAHU ChbPACYHH apuTMUH.

Bumamun D u kanyuesu conu: IlpunaraneTo Ha THA3UIHU TUYPETHIH, BKIIOYUTEITHO
XHIPOXJIOPOTHA3UL, C BUTAMUH D WM C KaJIIMEeBH COJIM MOYKE J1a HOTSHIMPA OKAYBAaHETO Ha
cepyMHUS Kaauuil. EMHOBpEMEHHOTO MPUIIOKEHNE ¢ THA3UIHH ANYPETHIIN MOXKE 1 JOBEE 10
XHIMEPKAUTIHEMHS] P MAUEHTH IPEAPA3ION0KEeHN KbM XHIIEpKAIIHEeMUs (Hamp. Ipu
XHIIEPIIAPATUPEONTNZHM, 3TOKAYECTBEHH 3a00JIIBAHUS WM BUTAMUH D-MeTMUpanu ChCTOSHUS) Upe3
MIOBHINIABaHE HA TyOyJHaTa Kaiuesa peabcopOusi.

Aumuouabemnu seujecmsea (Hanp. UHCYIUH U NEPOPATHU aHMmuouabemuu cpeocmea): Tnasuanre
MOTaT J1a HapyIiaT IIIIOKO3HUS TojepaHc. Mojke Jla ce HAJIOKU KOpUTUpaHe Ha JI03UTe Ha
aHTUINAOCTHATE JIEKAPCTBEHH MPOAYKTH (BK. Touka 4.4). MeTdopMuH TpsOBa 1a ce rmprema ¢
MOBUIICHO BHIMaHKE ITOPaI PUCK OT JIAKTAaTHA alli/103a, HHAYIUpaHa OT Bb3MOXHA (PyHKIIMOHATHA
050pCUHa HEZOCTATHYHOCT, CBBP3aHa C XUAPOXIOPOTHAZH]L.

bema-baoxepu u ouazokcud: EMHOBPEMEHHOTO MPUIIOKEHUE HA THA3UIHH JTUYPETULIN, BKIFOUUTEITHO
XUJIPOXJIOPOTHA3U, U OeTa-0JI0Kepr MOXKe J1a TIOBUIITN PUCKA OT XUIEPTIKeMus. TuasuaHure
JIUYPETHIIN, BKIIOYHTEITHO XUIPOXIOPOTHA3H]], MOTAT Ja MIOBUINIAT XUMIEPTITUKEMUYHUS €PEKT Ha
JIMA30KCH/I.
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ﬂekapcmeeﬂu npodykmu, npuiacarnu 3d j1e4enue Ha nodaepa: Bb3MoXxHO € Ja CC€ HAJIOKU KOpUTHUPAHC
Ha 103aTa Ha YPUKO3YPHUIHUTEC JICKAPCTBCHU IPOAYKTH, TBi KaTO XUAPOXJIOPOTHUA3U MOKEC a
IMMOKa4Y1 HUBATA HAa CCPyMHATa MMKOYHA KHUCCJIINHA. Moxke Ja € H€O6XO,E[I/IMO Ja CC yBCIIMYM J03aTa Ha
HpO6eHCHI/I)I n Cyj'I(bI/IHHI/Ipa3OH. E)IHOBpCMeHHOTO npujiaraHe Ha TUa3UuJHU JUYPCTUIIH,
BKJIFOUUTCIHO XUAPOXJIOPOTHA3SUA, MOKE a MOBUIIIN YECTOTATa HAa PCAKIITUUTEC Ha
CBPBXUYBCTBUTCIHOCT CIIPAMO AJIOITYPUHOJI.

Aumuxonunepeudnu cpedcmaa u Opyeu 1eKapcmeenu npoOYKmu, nogauUAGaAuU CMoMaHUs
Momunumem. BUOHATMYHOCTTA HAa THA3UAHNUTE AUYPETHUIN MOXKE J]a C€ TTOBHIIHU OT
AHTUXOIIMHEPTUIHUTE CPEACTBA (HAIp. aTPOIMH, OUTIEpUIeH), BEPOSTHO IOPAId HaMallsiBaHEe Ha
MOTHJITETA Ha CTOMAIITHO-YPEBHUS TPAKT U 3a0aBsiHE HA BPEMETO 3a W3Mpa3BaHe Ha CTOMAaXa.
OO0paTHO, 0OYaKBa ce MPOKUHETHYHHUTE BEIIECTBA KaTO MU3APIH/ Ja MOTaT Aa HAMAJISAT
OMOHANMMYHOCTTA HAa THA3UAHUTE TUYPETHUIIH.

Amanmaoun: TuazuaHUTE AUYPETUIHN, BKITFOUNTEITHO XUAPOXIOPOTHAZHI, MOTAT J1a IOBMITAT PUCKA
OT HEXKETIaH! PEaKITUH, IPUINHEHN OT aMaHTaI1H.

Honoobmennu cmonu: AbGcopbuusTa Ha THA3UIHAUTE AUYPETHUIH, BKITFOUUTEITHO XUAPOXIOPOTHAZUI,
Ce HaMalsBa OT XOJIECTPUPAMUH WM XOJECTHIION. ToBa MOKe /1a JOBee 10 CYyOPEpareBTHIHI
edeKTH Ha THA3UIHUTE qUypeTuld. [IprmaraneTo Ha XUAPOXIOPOTHAZU 1. HA HOHOOOMEHHHUTE
CMOITH TIOOT/IEJTHO, TaKa Ye XUAPOXJIOPOTHA3U] [Ia ce TprIiara rmone 4 yacadipenan win 4-6 daca cien
MIPUJIOKEHUETO Ha HOHOOOMEHHaTa cMoJIa, O HaMalliiIo B3auMOIEHCTBUETO.

Lumomoxkcuunu cpedcmsa: THasuaHATE ANYPETHIH, BKIIOUYHTEIHO XUIPOXIOPOTHAZHI, MOTAT Ja
HamaiAT ObOpeyHaTa eKCKpelus Ha MUTOTOKCUYIHNTE cpeActna (Hamp. nukiiodochamus,
METOTpPEKCaT) M J1a IIOTEHIUPAT TEXHUTE MUEIOCYTIPECUBHM €(PEeKTH.

Heodenonapusupawu ckenemuo-mycKyinu peiakcanmit:' Tnazuante, BKIFOUATETHO
XUIPOXIOPOTHA3U, TOTEHIUPAT ACHCTBUETO Ha CKEJIETHO-MYCKYJIHHUTE PellakCaHTH, KaTo
MPOU3BOJAHUTE HA Kypape.

Ankoxon, bapbumypamu unu Hapromuyt;, ETHOBpPEMEHHOTO MPHUJIaraHe Ha THA3UAHUTE JUYPETHLIH C
BEIIIECTBA, KOMTO CHILIO0 MMAT NOHIKABAI KPBbBHOTO HaIAraHe eexr (Hamp. 4pe3 HaMmallsiBaHe Ha
AKTUBHOCTTA Ha [IEHTpaJHAaTa HEPBHA CHCTEMa WK AUPEKTHA Ba30JUJIaTallksl) MOKE J1a OTEHIMpa
NosiBaTa Ha OPTOCTATMYHA XUIIOTOHUSI.

Memunoona: ma OTACIHN C'bO6I]_IeHI/IH 34 CJIy4ard Ha XEMOJIMTUYHA aHCMUS, Bb3HHUKHAJIA IIPU
CAHOBPEMCHHO MPWJIaiaHC Ha MCTUIIA0IA U XUAPOXJIOPOTUA3HUI.

Hoonu KoHmpacmuu eewjecmed. B cnyqaﬁ Ha JUYPCTUK-UHAYLIUPpAaHA ACXUApaTalluid MMa IIOBUILICH

PHUCK OT OCTpa 6’L6p€‘lHa HEJOCTAaTBbYHOCT, 0Cco0€eHO TPy BUCOKH 03U Ha ﬁOZ[HPITe MPOAYKTH.
HaLII/ICHTI/ITC TpH6Ba Ja c€ pexuapaTtupar rnpeau npujiaraHeTo Ha ﬁOHHH KOHTPACTHH BCIICCTBA.

7



4.6 @epTUIUTET, D)PEMEHHOCT U KbPMeHe

BpemenHocT
Hsama nannum 3a yrotpebara Ha amUCKUPEH MpH OpeMEHHH JKeHU. ATTUCKUPEH HE € TepaToreHeH Npu

TUTBXOBE W 3ai1H (BXK. Touka 5.3). JIpyru BemiecTBa, KOUTO AUpEKTHO Bh3aeicTBar Ha PAAC ca
CBBP3aHH ChC CEPHO3HH (heTaHn Man(opMany ¥ HeOHATaTHA CMBPT, KOTaTo e yIOTpeOsBaT 1Mo
BpEeMe Ha BTOPHS U TPETUSI TPUMECTHP. MiMa orpaHudeH onuT OTHOCHO yrotpebara Ha
XUJIPOXIOPOTHAZH]] TTO BpeMe Ha OPEMEHHOCT, 0COOCHO Mpe3 MbpBUs TpUMeECTHP. [IpoyuBanusTa Npn
JKUBOTHHM Ca HEJOCTATHYHHU.

XuApoxJIOpOTHA3U]T IPEMIHABA TIpe3 IJaeHTara. B3 ocHOBa Ha apMaKoJIOrHYHHS MEXaHU3bM Ha
JIefiCTBUE HA XUJIPOXIIOPOTHAZHI, YIIOTpedaTa My Mpe3 BTOPHSI U TPETUSI TPUMECThP MOXKE J1a Hapyilu
¢eroranentapaara nepdy3us u a 1oBeAe 10 (heTarHd U HEOHATATHU €(PEeKTH KaTo KbITCHUTIA;
HapyIICHUS HA JICKTPOIUTHHS OAJIAaHC U TPOMOOIIUTOIICHHSI.

XuApoxJIOpoTHA3UT HEe TPAOBaA J1a ce TpHUIara mpu OTOIH IO BpeMe Ha OPEMEHHOCT, MPH FECTAIIMOHHA
XUIEPTOHUS WITH MPH MIPEEKIAMITICH TOPaJn PUCKa OT HaMaJIBaHe Ha IIa3MEHUS 00EM U
IUIalieHTapHa xunonepgys3us, 0e3 1a UMa MoJI31 110 OTHOIIIEHUE Ha Kypca Ha 3a00IIBaHeTo.

XuapoxJIopoTHasul He TpAOBa Ja ce M3MOII3Ba 3a JICUCHNE Ha €CeHIMATHA-X HICPTOHUS MPH
OpeMeHHHU, ¢ U3KIIOYCHHE HA PEJIKU CIIyYau, B KOUTO HE MOXKe J1a ObJIe MPHIi0KESHO APYTro JCUCHUE.

He ca nposexxaanu criequuyH KIMHUYHYU IPOYYBaHUS C KOMOMHALMATA, TOPAAU Ta3Hu NpUYMHA
Sprimeo HCT He Tps0Ba 1a ce U3Io3Ba 1o BpeMe Ha IIbPBHs TPAMECTHP OT OpeMEHHOCTTA WU TIPH
JKEHH, KOUTO IUIAHUPAT Ja 3a0pEeMEHEAT U € IPOTHUBOIIOKA33H, II0 BPEME Ha BTOPUS U TPETHS
TpuMecThp (BX. Touka 4.3). [Ipu miaanpane Ha OpeMeHHOCT-¢ HE0OOXOIUMO TTPEMUHABAHETO KbM
MOXOAIIO aJNTEPHATUBHO JIeueHHe. AKO [0 BpeMe Ha JIEYCHUETO CE€ YCTAaHOBH OPEMEHHOCT, IPHEMBT
Ha Sprimeo HCT tpsi6Ba fa ce mpexparu He3abaBHO,

Kbpmene
He e u3BecTHO mamy amuCKUpPEH ce eKCKpeTHpa B KbpMaTa. ATUCKUPEH Ce CEKPEeTHpa B MIISIKOTO Ha

JIaKTHpalll ILTbXOBE.

XPI,Z[pOXJ'IOpOTI/IaSI/IL[ CC CKCKPETHUPa.B/KbpMaTa B MAaJIKU KOJIMYCCTBA. BnbB BuCOKH J031 TUA3HUIUTEC
MMPpEAN3BUKBAT UHTCH3UBHA AWYPE3a U MOIaT J1a IOTUCHAT o6pa3yBaHeT0 Ha KbpMara.

Sprimeo HCT ne ce npenopsusa o Bpeme Ha kbpMmeHe. Ako Sprimeo HCT ce npunara no Bpeme Ha
KbPMEHE, 03UTe TPpAOGBa 1a ObAAT KOJIKOTO C€ MOXKE MO-HUCKHU.

4.7 EdexTu BHpXy cnnocoOHOCTTa 32 mogupane u padora ¢ MAIIMHA
He ca nporeixaanu npoyuBanus 3a epeKTuTe BEPXY CIIOCOOHOCTTA 3a mo(upaHe U paboTa ¢ MALIMHU.
Mauiko eeposarHo e Sprimeo HCT na nosnusiBa ciocoOHOCTTa 3a modupane u paborta ¢ MamnHu. Bee

nax pv mogupane 1 padoTa ¢ MalIMHM TPSAOBA Aa ce UMa MpeBUA, Y€ 0 BpeMe Ha IpreMa Ha
AHTHXHUIIEPTEH3UBHHU JICKAPCTBEHH MTPOAYKTH MOHSKOTA MOXKE Ja CE MOSIBST 3aMasiHOCT WM yMOpa.
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4.8 Hexenanu jeKkapcTBeHH peaKIUuu

KomOuHaIus alucKupeH/XuapoXI0pOTHASHT

bezonacHoctra Ha Sprimeo HCT e u3cneasana B 9 kiuHWYHA W3nATBaHuS ¢ Hax 3 900 manueHTy,
BKtouBammm Haj 700 manueHTH, JeKyBaHH 3a TieproA Haj 6 Mecena u Han 190 manueHTw, IeKyBaHU
3a mepuoj Haj 1 roguna. YectoTraTa Ha HEXXEIAHHUTE JICKAPCTBEHU PEaKI[UK HE MMOKa3Ba BPh3Ka C MO,
BB3pacT, MHACKC Ha TEJIECHA Maca, paca WX eTHHYeCKa mpuHamIeKHocT. Jleuernero ¢ Sprimeo HCT,
mpu no3u 10 300 mg/25 mg Boau 10 00IIa YecToTa Ha HeXKEITaHUTE JIEKAPCTBEHH PEaKIuy MOI00Ha
Ha Ta3u MpH wianedo. HexxenanuTe peakiyy KaTo [suIo ca JISKH U MPEXOJHH 10 XapaKTep U CaMo B
pElKH ClTydad Hallarat MpeycTaHOBsIBaHe Ha JiedueHueTo. Haii-uectara HexxenaHa JekapcTBeHa
peaknus, HabrogaBana mpu Sprimeo HCT e nuapust. Hexenmanure 1ekapCcTBEHN PeakIny ChOOIEHI
MTO-paHo MPH HAKOS OT cheTaBKUTe Ha Sprimeo HCT (amckuper u XuapoXIopoTHA3NT) B H30POSHU B
CHOTBETHHS Maparpad Ha CbOTBETHHS KOMITOHEHT, MOTaT Ja Bb3HUKHAT 1 1ipu Sprimeo HCT.

UYecroraTa Ha H30pPOCHUTE MO-A0JTY HEXKEIaHU JICKAPCTBEHH PEAKIIMHU Ce OTPEIeIis upe3 N3Moii3BaHe
Ha CJIeTHaTa KOHBEHIH: MHOTO YecTH (> 1/10); wectn (> 1/100 mo < 1/10); mevectn (> 1/ 000 no
< 1/100); penxu (= 1/10 000 mo < 1/1 000); muOTO peakn (< 1/10 000) u ¢ Hen3BeCTHA YecToTa (OT
HAJIMYHUTE JaHHU HE MOXe Ja ObJic HanpaBeHa oneHka). [Ipu Besiko rpynupaHe & $aBUCHMOCT OT
YeCcTOTaTa, HEXKEIAHUTE JICKAPCTBEHH PEAKIIMU ce U30POSBAT B HU3XOAAI] pell HO:OTHOIICHUE Ha
TSAXHATA CEPUO3HOCT.

CTroMalHO-4YpeBHH HapylleHusl
Yectu: Huapus

Juapus: [{napusta e 1030-3aBUCHMA HEXKEJIaHa JICKapCTBEHapeakis Ha anuckuped. [Ipu
KOHTPOJIMPAHU KIMHUYHYU U3MIMTBAHUS YECTOTATa HAa AUAPMsiTA IPU NALMEHTHUTE, JIEKYBaHH ¢ Sprimeo
HCT e 1,3% B cpaBuenue ¢ 1,4% 3a anuckuped uinn 1,9% 3a nmarueHTnre, JIeKyBaHH C
XUIPOXJIOPOTHAZHL.

Cepymen kanuii: B romsiMo ruiarie60 KOHTPOIHPAHO KIMHUYHO U3IUTBAHE TPOTHBOIIOIOKHUTE
edextu Ha anmuckuped (150 mg wm 300 mg) u xunpoxmoporuazux (12,5 mg unm 25 mg) BEpXyY
CepYMHUS KaJMii IPHOJIM3UTEITHO ce HasllaHCHpaT B3aMMHO IIPU MHOTO OT nmanuenture. [Ipu npyru
NalMeHTH JOMHUHHpPA eANHUAT WK 1pyrist edekt. [Ipu prckoBuTe ManueHTH € HeoOX0IMMO
HEePHOINYHO, Ha OTIPEEIICHN HHTESPRAJIH, J1a C€ M3CIIEABAT HUBATA HA CEPyMHHS KU, 32
yCTaHOBSIBaHE Ha MOSBA HA BH3MOXKEH EJIEKTPOJIUTEH AucOananc (BK. Touku 4.4 u 4.5).

JlonsiiHUTEIHA HHQOPMALKS 3a BCIKA OT OTJIEJTHUTE ChCTABKHU
Hpyru HexxenaHu peaxiiui, ChoOIIeHH 32 BCAKA OT OT/ACTHUTE ChCTABKHU, MOTAT JIa C€ TPOSBST IPU
Sprimeo HCT, nopi ¥ jia He ca HaOIIOaBaHU B X0/1a HA KIIMHUYHUTE TIPOYYBAHHUS.

Anuckupen
Jledenuero cramuckupes, ipu go3u 10 300 mg Boau A0 00IIIa YecToTa Ha HeXKETaHUTE PeaKIIiu

1'[0):[061—121 HA Ta3u Ipnu nnaueGo. Hexenanure PCaKIMH KaTO ISUI0 Ca JICKU U NPEXOJHU 110 XaAPAKTCP U
CaMo B.PCIKHU CJIyYau Hajlarat npeyCraHOBABAHC Ha JICHCHUCTO. Haii-yecrara Hexxenana JICKapCTBCHA
peaknua € fuapus.
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W3BecTuTte npu NpuiiaraHe Ha aTMCKUPEH HEXKEJIaHH JICKAPCTBEHH PEAKIMU ca MPEICTAaBCHH B
TabuIara mo-10iy, KaTo € U3IM0JI3BaHa ChIaTa KOHBEHIINS, KAKTO TIPH OMTUCBAHETO UM BbB
¢bukcupaHaTa KOMOMHAITHS.

Hapymenust Ha HepBHATa cucTeMa
Yectn: 3amastHOCT
Cba0BH HApYIIEHHS
Heuectu: XUnoToHUs
CToMalIHO-4YPEeBHHM HAPYLIEHHUS
Yecru: Huapust
Hapyumiennst Ha MMyHHAaTa cucTeMa
Penku Peakuny Ha CBpBbXYyBCTBUTEIHOCT
Hapyumienust Ha K0KaTa U MOAKOKHATA ThbKaH
Heuectn: OO6puB, TeXKHN KOKHH Hexxenanu peakuu (TKHP), BKItounTetHO
ToKcH4Ha enuaepmanta Hekponmsa (TEH) u peaknnu Ha yeiHara
JUTaBHIIA
Penku: AHruoenem
Hapyumienusi Ha MyCKYJIHO-CKeJIETHATA CHCTEMA U CheANHUTEIHATA ThKaH
Yectu: ApTtpanrus
Hapymienusi Ha O0bOpenuTe U NMKOYHUTE MbTUIIA
Heugecrn: OcTtpa 6b0peyHa HEOCTATHUHOCT, OBOPEIHO yBpEXKIaHE
OO0 HapymeHus 1 epeKTH HAa MSICTOTO HA MPHJIOKeHHe
Heuecru: [lepudepuu otonn
HN3cnenpanus
Yectu: XunepkanueMmus
Penxu: HamansBane Ha xeMOTr100uE4;"-HamMalsiBaHe Ha XeMaTOKPUTA
Penku: [loBunIaBaHe HA CEPYMHUSI KPEATUHUH

ITo BpeMe Ha JIEYCHUETO C ANUCKUPEH ca HaOII0/AARAaHH [0sBa HA AHTHOEEM U PEaKLH Ha
CBPBXUYBCTBUTEIHOCT. B X012 Ha KOHTPOIMPAii KIMHUYHY IPOYYBaHUs, aHTHOEAEM U PeaKkluy Ha
CBPBXUYBCTBUTEIHOCT Bb3HUKBAT PAJKO [IPH TEPaNusi C ATUCKUPEH C YECTOTa, CPaBHUMA C Ta3H MIPU
JIeYeHHE C I1a1ed0 UIH ChC CPABHUTEIHHUTE JICKAPCTBEHH NPOIYKTH.

[To Bpeme Ha TOCTMAPKETHHIOBHUS OIMT CHIII0 MMa CHOOIICHUS 3a CIIy4al Ha aHTHOE/IEM MIIU 32
CHMIITOMH, ITPEATIOJIaraiii HaTMIieTO Ha aHTHOoeAeM (OTOK Ha JIMLETO, YCTHUTE, I'bPIOTO W/WIN
e3uka). [Ipu yacT OT manuMeHTUTe ChIECTBYBA aHAMHE3a 32 Pa3BUTHE HA aHTHOEIEM WU Ha
CHMIITOMH, ITPEATIOaraiy HaTMYHueTo Ha aHTHOEIeM, IBJDKAIIY Ce B YacT OT CIyYauTe Ha
yrnorpebara Ha JpyruJieKapcTBa, CIOCOOHH Jla MPEAN3BUKAT MOSBAaTa HA AaHTHOEAEM, BKIFOUUTEITHO
naxubutopu Ha PAAC(ACE unxuburopu unu APB).

ITo BpEMC Ha NOCTMAPKETUHTOBUA OIIMUT CHUIO0 MMa CT)O6HI€HI/I$I 3a CJIydau Ha p€aKlMy1 Ha
CBPBXYYBCTBHTCIHOCT.

ITpr1i09Ba Ha HIKAKBY NIPU3HALM, IPEAOJIATalIN PEaKUKsl Ha CBPBXUYBCTBUTEIHOCT/aHTHOeAeM (TI0-
CIICHUAJIHO 3aTPyIHEHO JUIIAaHEe WK Nperiblliane, OOpuB, ChpOEK, ypTUKApHUs WU NTOLyBaHE HA
JLETO, KpaWHULINTE, OYUTE, YCTHUTE W/WIIN €3HKa, 3aMastHOCT), IALIEHTUTE TPSAOBa a NPEyCTaHOBAT
TepanuATa 1 Ja Ce CBBPIKAT ¢ Jiekap (BX. Touka 4.4).

HpI/I MOCTMApPKCTUHI'OBUS OITUT CC C"bO6IJ.IaBa 3a apTpaarus. B Hsxon CJIydau apTpajrusra ce
MMposABABa KATO 4aCT OT p€aKl v Ha CBPbXYYBCTBUTCIIHOCT.

Xemoenodoun u xemamoxpum: HabnronaBaHo € JeKO MOHMKaBaHE Ha CTOMHOCTUTE Ha XEMOTJIOONHA U
XeMaToKpuTa (CpeaHo moHmwkaBaHe oT npuodausutenHo 0,05 mmol/l u ceoTBeTHO 0,16 00EMHU
nporeHTa). HuTo enquH manueHT He mpeKpaTsABa JICUSHUETO Mopau anemus. To3u eekr ce
HaOII0/1aBa ¥ TIPH IPYTH CPENICTBA JACHCTBAIIM HA CHCTEMaTa peHUH-aHTHOTeH3H, kato ACE
naxubutopu u APB.
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Cepymen xanuii: HabmogaBaHo € IOBHIIIaBaHEe Ha HUBOTO HA CEPYMHHMSI KaJIUi MPU aJIMCKUPEH, KOETO
MOJKe Aa 0b/ie TO-CHITHO U3Pa3eHO MPH €THOBPEMEHHO MPUIIOKEHHE C IPYTH CPEACTBA,
Be3aeiicTBamy BepXy PAAC mm HCIIBC. B croTBeTCTBHE ChC CTaHIApPTHATA METUITMHCKA
MPaKTHKA, aKO €THOBPEMEHHOTO MPUIIOKEHHE CE CUMTA 32 HEOOXOIMMO, CE€ TPENOPhUBa IEPUOAUIHO
n3cienBane Ha ObOpedHarta GyHKIHSI, BKIFOUUTEITHO CEPYMHHUTE EIeKTPOIMTH. EqHOBpEeMEHHOTO
npmiIoxeHue Ha anmuckuper ¢ APb mim ACE HHXHOUTOPH € IPOTUBOIIOKA3HO TIPH MAIMEHTUTE ChC
3axapeH auabeT i manmenTy ¢ 6s0peuno yepexaane (GFR < 60 ml/min/1,73 m?) u He ce npenopbuBa
TIpH JpyTH NarnueHTy (BX. Touku 4.3, 4.4 u 5.1).

ITo BpeMe Ha MOCTMAapPKETHHTOBUS OITUT MMa CHOOIIECHNS 3a CIIydan Ha ObOpedHa JUCOYHKINSI U
ocTpa 0bOpeyHa HETOCTATHYHOCT IPH PUCKOBHU MAITHEHTH (BK. Touka 4.4). Cho0IaBa ce ChIINo Taka
3a cJIydad Ha MosiBa Ha rnepudepHu OTOIH, MOBHUINABAHE HA CEPYMHUS KPEATHHUH, TEKKH KOKHU
Hexenanu peaknun (TKHP), BkarounTenno TokcndHa enmaepmanda Hekpoiausa (TEH) u peakiiuv Ha
yCTHATA JINTaBHIIA.

Xuopoxniopomuazuo

XuAPOXJIOPOTHA3HU] € IIHMPOKO U3MHUCBAH B IPOABIDKCHHE HA MHOTO TOMHH, YECTU B TI0-BUCOKH 03U
ot ceabpkamuTe ce B Sprimeo HCT. Crnenpamure HexeTaHu PeakIiy ca ChOOIIEHN IPH MAIMEHTH,
JIeKyBaHH C THA3UIHU AUYPETHULH, IPUIAraHd CaMOCTOSITEIHO, BKIOUUTEIHO XUAPOXIOPOTHAZUA:

Hapymenusi Ha KpbBTa U JUM@HATA cCTeMa
Penxn: TpomOoIuTONIEHNS, TOHIKOTA C ITypiTypa
MHoro peaku: ArpaHynonuTo3a, HIOTUCKAHE HA KOCTHUS MO3bK, XeMOJIIMTHYHA
aHEeMUsl, JICBKOTICHUS
C HeusBecTHa AnnactuyHa aHeMUs
4ecToTa:
Hapyumenust Ha UMyHHATa cucTeMa
MHoro peaku: CBpPBXYYBCTBUTEIHOCT
Hapymenusi Ha MeTa00JIM3MA U XPaHEHETO
MtHoro uectu: Xunokaiuemust
Yectn: Xunepypuremus, XAIoMarHe3ueMusi, XUIOHATPUEMHUS
Penxu: XunepkanuuemMus, XuIepriaukeMus, BIolIaBaHe Ha quadera
MHoro peaxu: XumoxjiopeMuyHa akano3a
IMcuxuyHu HapyLIeHUS
Penxu: Jénpecusi, HapyILIEeHUS Ha CHHS
Hapymenusi Ha HepBHATA cUcTeMa
Penxu: 3aMasHOCT, I71aBO0OIHE, TAPECTE3UH
Hapyumenus Ha ouuie
Penxu: 3pUTENHO yBpEkKIaHe
C Hen3recTHA OcTpa 3aKkpUTOBI'bIHA INIAYKOMA
geeroTa:
Chbppeubn HapyIIeHusl
Penku: Cepneynn apuTMun
Cr10BHM HApYLICHUS
Yectu: OpTocTaThyHa XUIIOTOHUS
PecniMpaTopHy, IPLAHU M MeIMACTHHATHA HAPYIICHHUS
MHoro penxu: Pecnimparopen guctpec (BKIIOUYUTETHO THEBMOHUT U 0enoapobeH
OTOK)
CToMaIIHO-4YpeBHHM HAPYLICHHUS
Yectu: IloHMKeH aneTuT, JeKo rajieHe U MOBpbIIaHe
Penxu: CromanieH nuckoM@oprt, 3amek, Auapus
MHoro peaku: [Tankpeatur
XenaToOnJauapHu HapyIIeHUsI
Penxu: HHTpaxenaraiHa xojecTasa, KbJITCHULA
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Hapymemm Ha KOXKaTa M MOJAKO0KHATA TbKAH

Yecru: VYpTukapus u ApyTH BUIOBE OOPUB
Penku: Peakmim Ha GOTOTYBCTBUTETHOCT
MHoro peaku: Peaknun, HanmonoOsBaIIy KOKEH JIyILyC €pUTEMATOAEC, PEaKTUBUPAHE

Ha KOXCH JIYITYC EPUTEMATOJIEC, HEKPOTH3HMPAII| BACKYJIUT U TOKCUYHA
enuiepMaiHa HEKPOJIH3a

C HemsBecTHA Epurema myntudopme
4ecToTa:
Hapyumiennst Ha MyCKYJIHO-CKeJIETHATA CHCTEMA U CheNHUTEIHATA ThKaH
C HemsBecTHa MycKymHH cria3Mu
4ecToTa:
Hapymenns Ha 0b0pennTe M MUKOYHUTE MHTHIIA
C HemsBecTHA br6peuna nuchynknms, octpa Ob0pedTHa HETOCTATHYHOCT
4ecToTa:
Hapymenust Ha Bb3NPOU3BOJUTETHATA CCTEMAa U I'bpaaTa
Yectu: NMnoTteHTHOCT
OO0 HapymeHus 1 epeKTH HAa MSICTOTA HA MPHJIOKeHHe
C HeusBecTHa AcTeHus1, MUPEKCHsI
4ecToTa:
HN3cnenpanus
MHoro yecTu: [loBumaBaHe Ha XoJecTepoia U TPUTITHIGPUINTE
Penku: I'roko3ypus

4.9 Ilpeposupane

Hsama undopmarys mo oTHOIIEHHE Ha JiedeHneTo npu-npenosupane ¢ Sprimeo HCT. Haii-BepositHata
IposiBa Ha Mpero3upaHe Ou Ouia XUIIOTOHMS, CBbP3akia C aHTUXUIIEPTEH3UBHUS €(EeKT Ha aIUCKUPEH.

IIpeno3upaHeTo ¢ XUAPOXIOPOTHAU € CBBP32HO ChC 3ary0a Ha eNeKTPOIUTH (XUIOKaIHEMUS,
XHUIIOXJIOPEMUSL, XUIIOHATPUEMHUS) U ACXUpaTalys B pe3yaTaT Ha eKcliecuBHaTa quypesa. Haii-
YecTUTE MPU3HALM U CHMITOMH Ha MIPEAO3UPaHE ca raJilcHe U ChbHJIMBOCT. XUIOKAIMEMUATa MOXKE J1a
npeau3BUKa MYCKYJIHHU ClIa3MH W/WIMW3pa3eHa ChbpJeyHa apuTMUsl, CBbp3aHa ¢ eIHOBpEeMEHHAaTa
ynoTpeba Ha AUTUTAIMCOBH TITUKO3MLU WM OTIPENIEJIEHN aHTHAPUTMHUYHH JIEKapCTBEHU cpencTa. B
cilydail Ha CHMOTOMAaTHYHA XUIIOTOHUS TPsiOBa J1a ce 3alo4yHe NOAbpPIKAIIO JEUEHHE.

[Ipu mpoyuBaHe npy MaNKCHTH ¢ KpaeH ctaauii Ha 6p0peuHo 3abonsBane (KCB3), mpoBexmanu
XEeMOANANIN3a, TUATNZHIST KIUPBHHC Ha JIMCKUPEH € HUCHK (< 2% OT nmepopaiHus KIMPBHC).
CrnenoBaresHo, AWAIN3aTa HE € MOAXOAAIIA 32 JISYEHUE Ha MPelo3upaHe Ha aJuCKHUPEH.

5. ®APMAKOJOIMYHU CBOVCTBA
5.1 « ®apmakoaMHAMUYHM CBOICTBA

QapmakoTepaneBTi4Ha rpyna: MHXxuOuTop Ha peHHHa (aTMCKUPEH) B KOMOMHALMS C INYPETUK
(xunpoxnoporuasun), ATC xox: CO9XAS52

Sprimeo HCT KOM6I/IHI/Ipa ABC aHTUXUIICPTCH3UBHU BCIICCTBA 3d KOHTPOJI HAa ApTCPUATTHOTO HAJISATAaHE
IIpU MaUCHTHU C €CCHIIMAJIHA XUIICPTOHUA: AJIMCKUPCH, NPHUHAJICIKAIIl KbM KJIaCa Ha JUPCKTHUTC
PCHUHOBU I/IHXI/I6I/ITOpI/I U XUAPOXJIOPOTHUA3U /[, IPUHALJICIKAIL KbM KJIaCa Ha TUA3BUAHUTC NUYPCTULIH.
KOM6I/IH3.LII/I$IT3 OT ABCTC BCHICCTBA, UPEC3 NOIIbJIBAIL CC MCXAaHU3bM Ha ,I[eﬁCTBI/IC, ocurypsBa
AJIMTUBCH aHTUXUIICPTCH3UBCH e(l)eKT, IMOHM>KaBalKu APTCPUATHOTO HAJIATAHE B IIO-T'OJIIMa CTCIICH,
OTKOJIKOTO IMPU CaMOCTOSATCIIHO IMpWjIarane OTACIIHUTC CbCTAaBKU.
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AnvckupeH
ATVCKHPEH € IEPOPATHO aKTUBEH, HETICTITHICH, MOIIIEH M CEJICKTUBEH AUPEKTCH HHXUOUTOP Ha

YOBCUIKHWA PCHUH.

Upe3 naxubupaHe Ha €H3UMa PeHUH, anuckupeH naxuoupa PAAC Ha MACTOTO Ha aKTUBHpaHE, KaTo
OJIOKKpa MPEBPBIAHETO HA AHTHOTEH3WHOTCH B aHTMOTCH3HH | ¥ MOHMKaBa HUBATA HA AHTHOTCH3MH |
u aaruotensuH ll. JlokaTo apyrute nexapctsa, konto naxuoupat PAAC (naxubutopu Ha
anruoTeH3nH-KoHBepTHpamus ea3uM (ACE naxuburopn) n anrroreHsuH Il perentopan 6i1okepu
(APB)) mpenu3BHUKBaT KOMIIEHCATOPHO IMMOKAYBaHE Ha INIa3MEHaTa peHuHOBa akTUBHOCT (ITPA),
JIEYEHUETO C amucKupeH nmormkasa [IPA npu manmenTn ¢ xuneptonus ¢ npubmmsutenHo 50 go 80%.
[Momo6HO TIOHIKaBaHE € YCTAHOBEHO MPU KOMOHMHUPAHE Ha AIMCKUPEH C JAPYTH aHTHXHUIIEPTCH3UBHU
cpenctBa. Kimmanunure mocnenacteus ot epexture BbpXy [IPA He ca W3BECTHH 10 MOMEHTA.

[Ipu manueHTH ¢ XUIIEPTOHUS, IPIJIATAHETO Ha ATNCKUPEH BeIHHX THEBHO B 031 OT 150 mg n

300 mg BoaM A0 A0303aBUCHUMO MTOHIKABAaHE, KAKTO HA CHCTOJIHOTO, TaKa U Ha TUACTOIHOTO
apTepHUaTHO HAIATaHe, KOSTO Ce 3aIma3Ba Ipe3 Iens 24-49acoB 1030B HHTEPBAI (3ama3Banki
OyraronpusTHASA CH €PEeKT B paHHHUTE CYTPEIIHU YaCOBE) ChC CPETHO CHOTHOIICHNE Ha NIMKOBAaTa KbM
Half-HHCKaTa Mja3MeHa KOHLIEHTpauus MpH JUAacTOIHO moBiusBaHe 10 98% 3a gozara ot 300 mg. 85
10 90% ot MakcuManHus e(peKT Ha TOHMKaBaHe Ha apTEPHATHOTO HaJsTaHe Ce HA0IIro1aBa ciey

2 cenqmunn. EQexThT Ha TOHMKaBaHE HA apTEPUATHOTO HAJSITAHE CE 3aIa3BaIio BpeMe Ha
MPOABIDKUTETHO JieueHue (12 Mecela) 1 He 3aBHCH OT Bh3pacTTa, Moa fHAeKca Ha TelleCHa Maca U
€THUYECKAaTa IPUHAIIEKHOCT.

ChIecTBYBaT NpOyYBaHUS 32 KOMOWHHUPAHO JICUEHHE C AIMCKUPEH MPHOaBEeH KbM TUypETHKA
XHIPOXJIOPOTHA3U, KAJTINEBHS aHTATOHUCT aMIJIOJIONIMH U HeTa-0JI0Kkepa areHonon. Tesn
KOMOWMHAIWH ca e(hUKacCHH U T0Ope TOIepUpaHU.

EdukacHoctTa 11 6€301aCHOCTTa Ha alIMCKUPEH-0a3upata Tepanus ca CPaBHEHU C Te3H Ha PaMUIIPHII-
Oa3upana Tepanus B X0Jla Ha 9-MeceuHo HeMHPEPHUOpHO mpoyuBane npu 901 manueHTH B cTapuecka
BB3pacT (=65 roAuHN) C eceHIIMalHa CUCTONH xunepToHus. Amuckuper 150 mg win 300 mg aHeBHO
U pamunpuin 5 mg unu 10 mg AHEBHO ca DpuaraHy B IpoAbDKeHHE Ha 36 ceIMUIIM C B3MOKHOCT
3a 100aBsiHE KBbM TepanusiTa Ha xuapoxdioporuasun (12,5 mg unu 25 mg) va 12-ta ceamuua u
amyonumuH (5 mg unu 10 mg) Ha 22*pa‘cenmuria. [1o Bpeme Ha 12 cenMuIHUS IEPHOT
MOHOTEpAITUSATA C AIMCKUPEH MOHKX:Ba CHCTOIHOTO/IMACTOIHOTO apTePHaHO HaJsITaHe C

14,0/5,1 mmHg cripssMo MOCTUTHATOTO ¢ paMUIpuII oHMWkeHue ot 11,6/3,6 mmHg, choTBeTBamo Ha
TOBA, Y€ ATUCKUPEH € He Mo-Maliko e()UKaCeH OT PaMUIIPHII TIPH H30paHUTE 03U U pa3linKaTa MpH
CHCTOJIHOTO U TPU AMACTOJIHOTO HAJSITaHE € CTaTUCTHUYECKU 3HaunMa. [loHocuMocCTTa € cpaBHHMA B
JIBETE TePANleBTUYHU PaMCHa, HE3aBUCHMO Y€ 3a KalllTUIla ce ChoOIaBa IMo-4ecTo Mpy cXemara ¢
paMHuIpuII, OTKOJIKOTO'C anuckupen (14,2% cnpsimo 4,4%), nokaro quapusta e Ouiia mo-yecra npH
cxemara C alluCKUPeH, OTKOJIKOTO ¢ paMuripui (6,6% crpsimo 5,0%).

B 8-ceammuurio mpoyuBaHe npu 754 mapeHTy ¢ XUNepTOHNA B CTapyecka Bb3pacT (=605 ronuHun) u
MHOT0_BE3pacTHH narueHTu (30% >75 roannn), NpuiIoKEHNETO Ha aTMCKHUPEH B JI03H OT 75 mg,
150.mg 1 300 mg nmokasBa CTaTUCTUYECKH 3HAUMMO HaMaJIsIBAaHE HA apTEPUATHOTO HaJsIraHe (KakTo
Hd CHCTOJIHOTO, TaKa U Ha IMACTOJIHOTO HajsraHe) crpsmo ruianebo. [lpy yBenudaBane Ha 1o3aTta
ajckupeH Ha 300 mg He ce HaOJI0/1aBa AOMIBJIHUTENIHO MMOHIKaBaHe Ha apTepUATHOTO HallATaHe
cipsiMo mo3ara ot 150 mg. U Tpute 103M ce moHacAT J00pe, KaKTO OT MaIMeHTHUTE B CTapdecKa
BB3pACT, Taka M OT MHOTO Bb3PACTHUTE MAIlUEHTH.

IIpu nanueHTH, IEKyBaHU MIPU KOHTPOJIMPAHU KIMHUYHU NPOYYBAaHUA HAMA IOKA3aTENCTBA 3a
XUTNIOTOHUS TIPU NIPHUJIAaTaHe Ha ITbpBaTa 7033, KaKTO U 3a e(PeKT BbpXy uecToTaTa Ha mysca. [Ipu
CIIMpaHe Ha JIEYEHUETO, apTepUaTHOTO HANISTaHe C€ Bh3BPhIIA OCTEIICHHO 10 U3XOJHUTE CTOMHOCTH
3a MEePHOJ] OT HIKOJKO CEIMHUITN, KaTO HsIMa JJOKa3aTelICTBA 3a pebayH ] epeKT nmpu apTepruaHOTO
Hansarane u [TPA.
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B 36-ceamuuno npoyuBane npu 820 manueHTy ¢ UICXeMUYHa JIeBOKaMepHa JUCcyHKIHSA, HE ce
HaJII0/1aBaT MOJI3U M0 OTHOILIEHUE Ha KAMEPHOTO PEMOJIENIMPAHE, OLIEHEHO Ype3 KpaHUs CUCTOJIEH
o0eM Ha JisiBaTa KaMepa, TPH JICYeHNE C ATUCKUPEH CpsAMO Manebo, 100aBeHo KbM (OHOBaTa
Tepanusl.

OOmusT Opoii Ha CITydanTe Ha ChPACYHO-CHI0BA CMBPT, XOCIMTAIU3AIMS TOPAIN ChpAcUHA
HEOCTATHYHOCT, IOBTOPESH UH(APKT, MHCYJIT ¥ BHE3AITHA CMBPT C OIKT 3a PECYCIMTAIIHS, Ca CXOIHU
B JIUCKUPEH U Tu1arie6o0 rpynaTta. Beipeku ToBa, IpH MAIMEHTUTE, TTOTyYaBally aTACKUPEH nMa
3HAYUMO O-BHCOKA YECTOTA Ha XMITEPKATHEMUs, XUITOTOHHS U ObOpeuHa AUCHYHKIIHS CIIPSIMO
iane0o rpymnara.

AJHCKHPEH € OIICHEH 3a MOJI3H M0 OTHOILIEHHE Ha ChpACYHO-ChAOBATa cUcTeMa u/unn 6b0penure, B
JBOWMHO CIIATIO, TIAe00 KOHTPOIMPAHO, PAHAOMH3HPAHO H3NUTBaHe Npu § 606 malueHTn che
3axapeH AuadeT THI 2 U XpOHUYHA ObOpevHa HeJOCTATHUYHOCT (JOKa3aHa upe3 MPOTCHHYPHS W/l
GFR < 60 ml/min/1,73 mz), ChC WK 03 ChPJCYHO-CHA0BO 3a0osiBane. [Ipu moBeueTo NalMeHTH,
apTEepUaNHOTO HAJATaHE € JOOpe KOHTPOJIMPaHO B M3X0AHAaTa TouKa. [IbpBUUHaTa KpaliHa-TOuKa €
CBbCTaBEHA OT CHPACYHO-CHJIOBH U 1 ObOPEUHH YCIOKHEHUSI.

B ToBa npoyuBane, anuckuper 300 mg e cpaBHeH ¢ mianebo, npu no0aBsHe KbM CTaHAapTHATA
Tepanusl, BKJIIOYBaIla WK HHXHOUTOP Ha aHTMOTEH3UH KOHBEPTHPALLUS SHAHM MM aHTHOTECH3UH
peuenTopeH 61o0kep. [IpoydBaHeTo € mpeKpaTeHo MPekKIEBPEMEHHO, Thil KaTO PU YIaCTHHILIUTE He
ca HaOJI0aBaHy MOJI3U OT MpHUJIaraHeTo Ha anuckuped. [IpeaBapurerinTe pe3yiaTaTH MoKa3Bart
KOeQUIIMEHT Ha PHUCK 3a IbPBUYHA KpaitHa Touka ot 1,09, B mon3a‘na mnanedo (95% dosepurenen
untepsai: 0,97, 1,22, 2-crpanen p=0,17). OcBeH TOBa, ¢ HaOJIK/iaBaHa MOBUIIICHA YECTOTA Ha
CEPHUO3HHU HEKEIaHU ChOUTHUS TIPU ATMCKUPEH, CIIPSIMO T1aie00, Ha ObOpeunu ycinoxxuenus (4,7%
cipsimo 3,3%), Ha xunepkanuemus (36,9% cnpsmo 27,1%), ma xunoronus (18,4% copsmo 14,6%) u
Ha uHCynT (2,7% cupsimo 2,0%). [loBumienata yectora Ha He-(haTaTHU CITy4ad HA HHCYJT € TO-CUITHO
W3pa3eHo MU NalueHTUTe ¢ ObOpedHa HEAOCTAThUHUECT .

XHUIPOXIOPOTHAZH

MsicToTo Ha AEHCTBHE HA THA3UIHUTE AUYPeTHULH € TJIaBHO B JUCTAIHUTE U3BUTH KaHATYETa Ha
O0v0Openmte. JlokazaHo e, 4e B ObOpeyHata KOpa ChIIeCTBYBa PEIENTOpP C BUCOK aQUHHUTET, KOUTO
NPEACTaBIIsIBa OCHOBHOTO MACTO Ha CRbP3BaHE 3a JEHCTBUETO HA THA3UIAHNUTE JUYPETHIIN U
nHXuOUpaneTo Ha TpaHcnopra Ha(NaCl B aucTanHuTe U3BUTH KaHamdeTa. HauuHbT Ha pelicTBue Ha
THA3UIHUTE AUYPETHULH € upe3 nHxnOupane Ha Na+Cl- cumnoprepa, upe3 koHKypupane 3a Cl-
MSICTOTO, KaTO 10 TO3M HAYMH [IOBIHMsIBA MEXaHU3MHTE 3a peadCcopOIHsl Ha eJEeKTPOIUTH: AUPEKTHO
Yype3 NOKaYBaHE HAa EKCKPeLUnsATa Ha HATPUH U XJIOp B IPUOJU3UTEIHO €THAKBA CTENEH, U HHIUPEKTHO
Yype3 TOBA INYPETUYHG ACUCTBHUE, IOHIKABANKY IJIa3MEHUs 00eM C MOCIe[BaIlO [TOBUIIABAHE HA
IUTa3MEeHaTa PEeHNHOBA 4KTUBHOCT, CEKPELUsITa Ha alIOCTEPOH U 3ary0a Ha KaJlui ¢ ypuHaTa, u
MOHM)KaBaHe Ha CEPYMHHUS KaIui.

AJTUCKUPEeH/XMAPOXJIOPOTHAZU
Han 3 900 marmentu ¢ xunepronwus nomydasat Sprimeo HCT enHOKpaTHO THEBHO B KIIMHUYHU
MPOYUYR2HUS.

[Tpu marmenTn ¢ xunepToHus nputoxkenneTo Ha Sprimeo HCT BenHBk qHEBHO BOAU 10
J10303aBUCHMO TIOHMXKaBaHe, KAKTO Ha CUCTOJTHOTO, TaKa M Ha JUACTOJIHOTO apTEePHUATHO HalIATaHe,
KOETO Ce 3ama3Ba npe3 nenust 24-4acoB HHTEPBAII Ha MpUIaraHe. AHTUXUIIEPTEH3UBHUSAT €EKT €
Hal-CHUITHO TIPOSIBEH TMPE3 IbpBaTa CeIMUIIA KAaTO MAaKCUMATHUAT €PeKT OOMKHOBEHO Ce Ha0JII0/1aBa B
pamkute Ha 4 cenqmuin. EQexThT Ha NOHMKaBaHe HA apTEPUATTHOTO HaJISATaHE Ce 3ara3Ba 1o BpeMe Ha
J'BJATOCPOYHO JICYCHHUE U HE 3aBUCHU OT Bb3pPAcTTa, 0J1a, HHAEKCA Ha TeJIeCHA Maca U eTHUYecKaTa
MIPUHAJUICKHOCT. AHTUXHUIIEPTCH3UBHUAT €()EKT Ha €IHOKPATHA /1032 OT KOMOHMHAIUSATA € C
MPOABIDKUTETHOCT 24 yaca. Criesl MpeKpaTsBaHe Ha JICYSHUETO C AIMCKUPEH (JIMCKUPEH ChC WK 0e3
Jo0aBKa OT XUAPOXJIOPOTHA3U), BPBIIAHETO HA apTEPUATTHOTO HAJISITAHEe KbM U3XOIHOTO €
nocterneHHo (3-4 cenmunn) 0e3 naHHH 3a pedayH] eeKT.
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Sprimeo HCT e uscneaBan B miane60 KOHTPOIUPAHO TIPOyIBaHe MpH 2 762 MalUeHTH ¢ XUTIEPTOHMS
C IMacTOJTHO apTepHaiHo Hajsrane > 95 mmHg n < 110 mmHg (cpeaHo n3xomHO apTepraiHo
Haysrane 153,6/99,2 mmHg). B ToBa mpoyusane Sprimeo HCT B mo3u ot 150 mg/12,5 mg 1o

300 mg/25 mg BoaM 10 10303aBMCUMO MIOHKaBaHe Ha apTEPHATHOTO HaJIsITaHe
(cucromHo/mHacToMHO) chOTBETHO OT 17,6/11,9 mmHg no 21,2/14,3 mmHg B cpaBHEHUE C

7,5/6,9 mmHg mpu mae6o. Haii-ronsmMoTo moHmkaBaHe Ha apTepHUATHOTO HAIISTaHEe C Ta3u
KOMOWMHAIMS OT JO3M CHINO TaKa € 3HAYNMO TO-TOJISIMO, OTKOJIKOTO NP CHOTBETHUTE JTO3H Ha
ATMCKUPEH ¥ XUAPOXJIOPOTHA3U, KOTAaTO ca U3IOJI3BaHH MOOTAETHO. KoMOWHaImATa OT aiCKUpEeH U
XUAPOXJIOPOTUA3ZH] HEYTPAIU3Upa peakKTUBHOTO NoKayBaHe Ha [IPA mpenus3BUKaHO OT
XUAPOXIOPOTHAZUL.

[TpunoxeH Npyu MarUeHTy ¢ OYEPTAaHO TOBUIIICHO apTEPUAITHO HAsTaHe (CUCTOIHO apTepUaITHO
Hamsrane > 160 mmHg w/mnmu nuactonHo aprepuanHo Hamsrade > 100 mmHg), Sprimeo HCT B zosn
ot 150 mg/12,5 mg 1o 300 mg/25 mg, npuiioxkeH 6e3 TUTpHpaHe OT MOHOTEPAINHs, JeMOHCTPUPd
3HAYMMO IO-TOJIIMA CTETICH Ha KOHTPOJ HA CUCTOIHOTO/IUACTOTHOTO apTEPHATTHO HANATAHES

(< 140/90 mmHg) B cpaBHEHUE ¢ CHOTBETHUTE MOHOTepanuu. [Ipu Ta3u momymanus, Sprimeo HCT
150 mg/12,5 mg no 300 mg/25 mg Boau 10 10303aBUCHMO TOHMKaBaHE Ha CHCTOJIHOTO/THACTOIIHOTO
aprepuanHo Hamsrane ot 20,6/12,4 mmHg no 24,8/14,5 mmHg, koeTo 3HaYMMO HIPeBB3X0KIa
CHOTBETHUTE MOHOTEpaIK. be3omacHocTTa Ha KOMOMHUPAHOTO JICUCHUE € CXOMIHA HA Ta3H NpU
CHOTBETHUTE MOHOTEPAITUH, HE3ABHCUMO OT TEXKECTTA HA XUTICPTOHUATA WAV HATHIUETO, HITH
OTCHCTBUETO HA JOMBIHHUTEIICH ChPJICYHO-CHIOB PUCK. XHUITOTOHUATA W/OBED3AHUTE HEXKETIAHN
pEaKIiy ca HeUYeCTH P KOMOMHUPAHOTO JICUCHHE U HE Ca TIOBUINICH 10 YeCTOTa MPH MAaIllMeHTH B
CTapvecKa Bb3PacCT.

B npoyusane nipu 880 paHAOMH3UPAHU MALIUEHTH, KOUTO HE-CE MOBIUABAT aJCKBATHO OT JICUECHUE C
amckuped 300 mg, koMOuHanmATa anuckupen/xuapoxiaoporaazun 300 mg/25 mg Boau 10
MOHIKABaHE HAa CUCTOJHOTO/TMACTOIHOTO apTepranuo Hamsrane ¢ 15,8/11,0 mmHg, xoeto e
3HAQYMMO MO-TOJISIMO OT TOBA MpU MOHoTepanus ¢ anuckuped 300 mg. B npoyuBane npu

722 paHAOMM3HUPaHU MALUEHTH, KOUTO HE CE MOBIIHMBAT aIeKBaTHO OT JICYEHUE C XUAPOXJIOPOTHAZU]L
25 mg, kKoMOMHaNKATA amMcKUper/xuapoxiaopotraszna 300 mg/25 mg Boan 10 MOHMKaBaHE Ha
CHCTOJHOTO/ TMACTOTHOTO apTepHaliHO HamsiraHe ot 16,78/10,7 mmHg, koeTo e 3HaYuMO-TI0 TOJISIMO
OT TOBa IIPU MOHOTEPAINHUSI C XUAPOXIOPOTHAZHL 25 mg.

B npyro knuHUYHO mpoy4BaHe, edikicHocTTa M OezomacHocTTa Ha Sprimeo HCT ca onenenu u npu
489 manueHTH ChC 3aTIIBCTSBAHE 1 XUIIEPTOHUS, KOUTO HE CE MOBIHSBAT OT JICYEHHUE C
XUAPOXIOPOTHA3UA 25 mg (U3XOMHU CUCTOHO/IMACTOIHO apTepuaiHo Hajsrane 149,4/96,8 mmHg).
B Tta3u tpyaHa 3a nedenue nonynauus, Sprimeo HCT Boxu 10 moHm»xaBaHe Ha apTepUATHOTO
HaysiraHe (CUCTONHO/KuactonHo) ¢ 15,8/11,9 mmHg B cpaBuenue ¢ 15,4/11,3 mmHg npu
upOecapran/xunpoxiopoTrazun, 13,6/10,3 mmHg mpu aMinoqunuH/XuapoXI0poOTHA3UA U

8,6/7,9 mmHg npu MOHOTEpaIMs ¢ XUAPOXIOPOTHASU, TIPH CXOHA 0€30MaCHOCT C Ta3u Ha
MOHOTEPAIUATA ¢ XUAPOXIOPOTHAZHL.

B npoydsase npu 183 pangoMu3upaHy NAaUEHTH C TEXKA XUIEPTOHUS (CPEIHO JUACTOIHO
apTepHalHO HasraHe B ceqHao monoxenne > 105 u < 120 mmHg) e mokazaHo, 4e TeparneBTUIHHST
PEKUM € AIMCKUPEH C B3MOXHOCT 32 J00aBsHE Ha XUAPOXJIOPOTHA3UA 25 mg e Ge301aceH U
eduKaceH Npy MOHWKAaBaHE Ha apTEPUATHOTO HAJATaHe.
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5.2 ®apmMakoOKMHETHYHH CBOICTBA

AnvckupeH

Abcopoyus
Crrenr abcopOIus IpH TIEPOPATHO MPHIIOKEHUE, ITMKOBATA TIa3MeHa KOHIICHTPAIUs Ha aJTUCKUPEH Ce

nmoctura cien 1-3 yaca. AGcoroTHaTa OMOHANMYHOCT Ha aHCKUPEH € MpuoIu3nuTenHo 2-3%. Xpanu
C BHCOKO ChIBpKaHUE Ha Ma3HUHHU MOHIKABAT C,y ¢ 10 85% 1 AUC ¢ mo 70%. Cranmonapaa
TUTa3MeHa KOHIICHTPAIHS Ce IOCTUTA B pAMKHUTE Ha 5-7 THH CJIe]] TPUIIOKCHUE BETHBK THEBHO U
CTAllMOHAPHOTO HUBO € MPHUOIM3UTEIHO 2 MHTH MO-BHCOKO OTKOJIKOTO MPH HAYaTHATA JI034.

Pasnpeodenennue

Cren MHTPaBEHO3HO MPHUIIOKECHUE, CPETHHUAT 00EM Ha pa3npeieiieHUe P CTAIIMOHAPHO ChCTOSIHUE ©
npuban3uTenTHo 135 muTpa, KOeTo MoKa3Ba, Ue aIMCKUPEH ce pasIpeaciis eKCTCH3UBHO B
U3BBHCHIAOBOTO MPOCTpaHCTBO. CBHP3BAHETO HA ATMCKUPEH C TUIA3MEHHUTE MPOTEHHHU € YMEDEHO
(47-51%) n HE3aBUCHMO OT KOHIICHTPAIIHSITA.

Memabonusvm u enumunupane

CpenHuAaT noay)uBoT € npubausntenHo 40 gaca (B uHTepBaia oT 34 mo 41 gyaca), AJMCKUpPEH ce
eKCKpETHpa OCHOBHO KaTO HETTPOMEHEHO BEIIECTBO BHB (ereca (Bb3CTAaHOBSRAHETO HA PANOAKTUBHO
Mapkupasa nepopaina go3a = 91%). [Ipubnusurento 1,4% ot oOmmara nepopaina go3a ce
MeTtabonmsupa. EH3uMbT, oTTOBOpeH 3a To3u MetabonusbM e CYP3A4. Alpuommsurenso 0,6% ot
J103aTa CIe]T IIepOPaITHO TPHIIOKEHHE Ce Bb3CTAaHOBsBA B yprHaTa. Ciie ] MHTPaBEeHO3HO PHIIOKEHHE,
CPEeIHUSAT IIa3MeH KIHPBHC € mpruoim3nuTenHo 9 1/gac.

Jlunetinocm

Excrio3unusita Ha aMCKUPEH ce yBeIndaBa He3HAUUTEHG Hal TPOTOPIIMOHATHOTO Ha YBEINISCHHETO
Ha go3ata. Ciell eJHOKPATHO IIpUJIaraHe Ha 103a B JuanasoH ot 75 1o 600 mg, AByKpaTHO
YBEIMYECHHE Ha J03aTa BOAU ChOTBETHO 10 ~2,3 U 236°kpaTHO yBeauueHue Ha AUC U Cyy,.
MexaHu3MHTE, OTTOBOPHHU 328 OTKJIIOHEHUETO OT {030BaTa MPOMOPILUOHAIHOCT HE €4 YCTAHOBEHH.
Bb3MoxeH MexaHU3bM € HACHIIIAHETO Ha TPAHCTIOPTHUTE CUCTEMH Ha MSICTOTO Ha abcopOIus i Ha
XenaToOmInapHUs KIUPHHC.

XHUIPOXITIOPOTHAZHT

Abcopoyus

AOcopOiusra Ha XUAPOXJIOPOTHA3U ciiel iepopaieH nprueM e 0bp3a (T ., okoJio 2 yaca).
YBennuaBaneTo Ha cpeaHata AUC e muHEIHO 1 € MPONMOPIIMOHAIHO Ha 103aTa B TEPalleBTUYHHUS
JIUara3oH.

EdexTbT Ha XpaHata Bupxy abcopOuusiTa Ha XUAPOXIOPOTHA3H, aKO HMA TaKbB, IMa MaJIKa
KJIMHAYHA 3HAYUMOCT. AOCOMOTHaTa OMOHAIMYHOCT Ha XUAPOXJIOPOTHA3ZU] CIIe]] IIEPOPATHO
npunoxxenue €.70%.

Pasnpedenenue
[MpusuanuaT odem Ha pasnpenencHue ¢ 4-8 1/kg. [lupkyaupamust XuapoxXI0poTHas3u € CBbP3aH ChC

cepymuuTte nporenau (40-70%), 0OCHOBHO ChC cepyMHUS anOyMHUH. XHUAPOXJIOPOTHA3U/ CHIIO TaKa
KYMYJIUpa B €pUTPOLIUTUTE NIPHOIU3UTENHO 3 IBTU MOBEYE OTKOJIKOTO B IIa3Marta.

Memabonuzvm u erumunupane

XuAPOXJIIOPOTHA3HU]L CE EITMMUHHPA MIPEJUMHO KaTO HEMPOMEHEHO BELIECTBO. XUAPOXIOPOTHA3H] CE
eJIMMUHMpA OT IUIa3MaTa ¢ BpeMe Ha MOJIy>KHUBOT cpeiHo 6 1o 15 yaca B kpaiiHara ¢a3a Ha
enrMUHMpaHe. HsMa npomsiHa B KWHETHKATa Ha XUAPOXJIOPOTHA3H]] TIPH MHOTOKPATHO MIpHUjiaraHe, a
KyMYJINPaHETO € MUHUMAJIHO [IPU NPWIOKEHHE BeAHBX AHeBHO. Han 95% ot abcopbupanara 1o3a ce
EKCKpeTHpa KaTo HETIPOMEHEHO BEIIECTBO B ypUHaTa. BBOPEUHUAT KIIMPBHC C€ ChCTOU OT [TACHBHA
¢bunTpanys U aKTHBHA ceKpelus B ObO0peuHuTe TyOyu.
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AJNHCKAPEH/XUIPOXIOPOTHAZU
Crnen mepopasier mpueM Ha Sprimeo HCT TabireTku, BpeMeTo 3a JOCTUTaHE Ha CpelHa ITHKOBa
TUTa3MeHa KOHIICHTPAIH € B paMKHUTE Ha | yac 3a allucKUpeH | 2,5 yaca 3a XUJIPOXJIOPOTHAZHL.

CkopocTtra ¥ cTenenTta Ha abcopomusaTa Ha Sprimeo HCT ca ekBHBaJICHTHH Ha OMOHATUIHOCTTA Ha
AJTUCKAPEH M XUAPOXJIOPOTHAZH, TIPHIIOKEHH camocTosATenHo. HabmomaBanute pu Sprimeo HCT
e(eKTH OT IpreMa Ha XpaHa ca MOJ00H! Ha Te3H MPU CAMOCTOSITEITHO MpUJIaraHe.

Oco0eHocTH TPy NAIMEeHTH

Sprimeo HCT e edekTrBEH KaTo €THOKPATHO THEBHO aHTUXHUIICPTCH3UBHO JICUCHHE IPH BB3PAaCTHU
MAIMEeHTH HE3aBIUCHUMO OT TI0JIa, Bb3PacTTa, MHAEeKCca Ha TeIeCHA Maca U eTHHYECKaTa
MPUHAICIKHOCT.

dapMaKOKHHETHKATA HA AIMCKUPEH HE CE MOBIHUIBA 3HAYMMO MIPU MAMEHTH C JIEKO JI0 YMEPEHO
yepHOAPOOHO yBpexaane. CieroBaTeTHO MPH MAIUEHTH C JIEKO 10 YMEPEHO YePHOIPOOHO
YBpEXIaHe He ce Hajara Kopeknus Ha HadamHaTa no3a Sprimeo HCT. JluncBar nanam 3a-ymotpebara
Ha Sprimeo HCT mpu manmeHTH ¢ TeXK0 d4epHoapoOHO yBpexaane. Sprimeo HCT e mpoTtuBomnokazan
TIPH MAIUEHTH C TeKKO YePHOAPOOHO yBpexkaaHe (BXK. Touka 4.3).

He ce nanara xopekuust Ha Ha4ajaHAaTa 103a IPU HaLUEHTH C JEKO A0 yMepeHO. 0b0peyHo yBpexKaaHe
(Bk. Toukn 4.2 u 4.4). [Ipn Hanmure Ha OBOPEUHO YBpEKIaHE CPEIHUTE TTHROBU TUTA3MEHH HUBA U
AUC Ha XxuapoxJiopoTHa3uj ca MOBULIECHH, a CKOPOCTTA Ha EKCKpELKs B ypuHaTa € HamaneHa. [Ipu
MAINEeHTH C JIEKO 0 yMepeHo OBOpedHo yBpexaaHe ce HabmoqaBa Tpukparao nosumeane Ha AUC
Ha xuzapoxiopotuasun. [Ipu nanueHTuTe ¢ TexKKO ObOPEUHO YEPeKIaHE ce HabyoaBa §-KpaTHO
nosumenue Ha AUC. Sprimeo HCT e mpoTuBomokaszan mpy-HaieHTH ¢ aHypUs WIH TEXKO ObOpedHo
yepesxaane (GFR < 30 ml/min/1,73 m?) u exHoBpeMenHoto mpunoxkenue Ha Sprimeo HCT ¢ APB
nn ACE MHXHOGHTOPH TIpH TIALHEeHTH ¢ 660pedno yepesxiane (GFR < 60 ml/min/1,73 m?) e
MIPOTUBOIIOKA3HO (BXK. ToUKa 4.3).

dapMaKOKHHETHKATa Ha AIMCKUPEH € OLICHEHA TIPU MALMEHTH C KpacH CTaauii Ha ObOpeyHO
3a0ossiBaHe, HAa XxeMoauanu3a. [Ipunaranero,Ha eqHokpaTHa 1032 oT 300 mg amuCKUpEH € CBBP3aHo C
MHOT'O MaJIK{ IPOMEHH BbB (papMaKkoKutieTrkaTa Ha alucKupeH (MpoMsiHa B C A0 TO-MAJKO OT

1,2 mpH; moBumenue B AUC o 1,6 mhin), B CpaBHEHUE ChC 3APaBH HHIUBUIN. BpemeTo Ha
NPOBEXKIaHE Ha XeMOIUATN3aTa HEe TOBIUABA 3HAYMMO (DapMaKOKWHETHKATa Ha allCKUPEH MpU
naruenty ¢ KCB3. CnenoBatenHo; ako ce MpelieH:, Ye ce Hajlara MpuiiaraHeTo Ha ajJuCKUPEH IpU
nanenty ¢ KCh3 Ha xeMopuaiiza, HIMa OCHOBAHUS 32 KOPUTHPAHE Ha J103aTa MPU TE3U MAIUCHTH.
Bce mak, He ce npenopbuBd.ynorpedara Ha AIMCKUPEH MPH MAIMEHTH € TEXKO ObOPEUHO yBpeKIaHe
(Bk. Touka 4.4).

He ce nanara xopernus Ha no3ara Ha Sprimeo HCT npu nanueHTure B crapyecka Bb3pacT.
OrpaHu4eHN jiaHHM IPEANoaraT, e CHCTEMHUAT KIIMPBHC Ha XUAPOXJIOPOTHA3U € HaMaJIeH IpU
NalMeHTH B 0TapyecKa Bb3pacT, 3IPaBH WM C XUIIEPTOHUS, B CPABHEHHE C MJIaH 3paBU

JIOOPOBAOALIN.

Jluncsar Q)apMaKOKI/IHeTI/ILIHI/I JaHHHU IIpU IIeJuaTpruiHaTa noIryjaanusi.
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5.3 IlpeAkIUHUYHU JAHHH 32 6€30MACHOCT

®apMaKkoJIOrHIHUTE MIPOYIBAHKA 32 OE30MACHOCT C ATMCKUPEH HE MOKa3BaT HEXKENIaH! e(heKTH BBpXy
(GyHKIMUTE Ha IIEHTpaJTHAaTa HEpBHA CHCTEMA, AUXaTelIHATa WIN ChPACYHO-Ch0BATa CUCTEMA.
Haxozaxure mpy mpoy4BaHus 32 TOKCHYHOCT ITPU MHOTOKPATHO IIPUJIaraHe P KUBOTHU
HOTBBPIK/IABAT U3BECTHHUS MOTCHIIMAN 32 JIOKAJTHO JPa3HEHE WM O9aKBAaHHUTE (hapMaKOIOTHIHH
edexTn Ha anuckupeH. He e ycTaHOBEH KapIMHOTEHEH ITOTEHIMA 32 AIMCKUPEH B X0/1a Ha
2-TOUIITHO MIPOYYBaHE MPH IUIBXOBE U 6-MECEYHO MPOYYBAHE MPH TPAHCTEHHH MHIIIKH.
Pernctpupanure ciaydan Ha €IMH aI€HOM Ha KOJIOHA M €IMH aICHOKAPIHOM Ha IIeKyMa IIpH
urbxoBe B fo3u oT 1 500 mg/kg/nHeBHO HE ca CTaTUCTHYECKH 3HAYNMH. ANMCKUPEH HSIMa HUKAKbB
MyTareHeH NOTEeHIHANI, eMOPHO-(heTaTHa TOKCHYHOCT WK TePAaTOTeHHOCT. PepTUIINTETHT,
NPEHATATHOTO Pa3BUTHE M MOCTHATAIHOTO PAa3BUTHE HE €A 3aCETHATH IIPH IUTHXOBE.

IIpoBenennTe MpeIKIMHUYHN OLIEHKH B IOJKPENa Ha MPHUIIOKEHUETO Ha XUIPOXJIOPOTHAZHU TP
XOpa BKJIIOYBAT i Vitro U3MATBAHUS 32 TEHOTOKCUYHOCT W MTPOYYBAHUS 32 PENPOAYKTHBHA
TOKCHYHOCT W KapIIMHOT€HHOCT TIpH rpru3adu. Hamuie ca MHOXXECTBO KIIMHIYHU TaHHU 32
XUAPOXJIOPOTHA3U U T€ Ca OTPa3eHH B ChOTBETHUTE TOUKH.

Haxonkwure, HaOmronaBanu B 2- v 13-ceMUYHN TPOYYBAHUS 32 TOKCUYHOCT HE Ce/pa3INdaBatr OT
HaOJII01aBaHUTE MPEAN TOBA IIPU AIMCKUPEH U XUAPOXIOPOTHAZN, IPWIAFAHI KaTO MOHOTEPAIHAL.
Hsama HOBH i HEOYaKBaHM HaXOJKH BBB BPB3Ka ¢ yrmorpebdara npu xopa.«Flo Bpeme Ha
13-ceAMUYIHOTO MPOYYBAHE 32 TOKCUYHOCT IPH IUTBXOBE c€ HAOMI01aB4)ITOBUILICHA KIEThUHA
BaKyOJIM3alysl B 30Ha IJIOMEpPYJIo3a B KopaTa Ha HanObOpeunure »xiesu. Haxonkara ce Habmogasa
[P J)KUBOTHUTE, JIEKYBAHU C XHUIPOXJIOPOTHA3U, HO HE U MPH 1€3H, 110TyIaBaIIH CAMOCTOSTEIIHO
anycKupeH win rianedo. Hama nanHu, ye HaxozKarta € mo-eHiIHO u3pa3eHa pyu KOMOMHALUSITA
ANMCKUPEH/XUAPOXIOPOTHA3UA, ThI KaTO TEXKECTTA Ha MO5Ba IPU BCUUKY )KUBOTHU € MUHMMAJIHA.

6. DAPMAIIEBTUYHU JAHHHA
6.1 Choucbk Ha IOMOIIHUTE BeleCTBA

Slnpo Ha TabieTkaTa:

MukpoKpHCTaTHa IeNTyI03a
Kpocnosunon

JlakTo3a MOHOXUPAT

[TimeHnYHO HUIIECTE

[oBunou

Marnesues creapat

CuuiueB TMOKCH ], KOJIOUIEH, Oe3BOAEH
Tanx

Hokputite:
Tanx

Xunpomenosa

Makporon

TutanoB auokcun (E171)
UYepseHn xene3eH okcun (E172)
JKbar xenezen okcun (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo
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6.3 Cpox Ha rogHOCT
24 mecena
6.4 Cheuuananm ycjJoBus Ha CbXpaHeHHe

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpUTHHAIHATA OMIAKOBKA, 3a JIa ce MPEJINasu OT Bliara.

6.5 JlanHm 32 omakoBKaTa

PA/Alu/PVC — Alu 6iucrepu:

OmakoBkH, chabpxammm 7, 14, 28, 30, 50 uimn 56 TabeTku

I'pynoBu omakoBkw, chaspsxarty 90, 98 wm 280 tabneTkn

PVC/nmomuxnoporpudiryopoeruner (PCTFE) — Alu 6muctepu:

OmakoBkH, ceabpkamu 7, 14, 28, 30, 50, 56, 90 nan 98 TabneTku

OmnaxkoBku (epdoprpanu eAHOA030BU OIUCTEPH), ChABPXKANTIN 56 X 1 TabneTkn

I'pymoBu onakoBkH, chabpxkamm 280 TabneTku

I'pymoBu onakoBku (ephoprpanu eqHOA030BU OIUCTEPH), ChABPXKANH 98 ¥ 1 TabneTkn

He Bcuuku BUIOBE ONAKOBKU U KOHLIEHTPALMU MOTaT 1a ObAaT MyCHATH B mpoaaxoa.

6.6 CroeuuajHU NpeANa3HU MEPKU IPU U3XBbPJIsSHE

HeunsnonsBaHuAT NPOAYKT WM OTNIAABYHUTE MaTepHaly OT Hero TpsOBa 1a ce U3XBBPIAT B

CHOTBETCTBHE C MECTHUTE U3UCKBAHUSI.

7. INPUTEXATEJI HA PASPEIIEHU®TO 3A YIIOTPEBA

Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

O0eaHEeHOTO KPaJICTBO

8. HOMEP(A)YHA'PASPELILIEHHUETO 3A YIIOTPEBA

EU/1/11/683/06 1-080

9. JATA HA ITBPBO PA3PEIIABAHE/IIOJAHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

23.06.2011

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[onpobna uHdopmMarys 3a TO3M JEKAPCTBEH MIPOAYKT € MpeocTaBeHa Ha yebcaiita Ha EBponeiickara
areHuus 1o Jekapcraara http://www.ema.europa.eu

89



HPUJIOKEHME 11

MPOU3BOJUTEJL, OTTOBOPEH 3A‘OCBOBOKIABAHE HA
MAPTUIU

YCJIOBUSA NJIK OT'PAHUMEHUSA 3A JOCTABKA U YIIOTPEBA

APYI' YCIOBUA K U3NCKBAHUSA HA PASPELIEHUETO 3A
YIHOTPEBA
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A. TIPOU3BOJUMTEJIL, OTTOBOPEH 3A OCBOBO/XKIABAHE HA ITAPTUIN

Hme n aapeC Ha IPOMU3BOJAMTCIIA, OTTOBOPCH 3a OCBO60)K)IaBaHC Ha NapTUuaAuTC

Novartis Farma S.p.A.

Via Provinciale Schito 131
IT-80058 Torre Annunziata/NA
HUranus

b. YCJIOBUs NJIX OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

.HCKapCTBeHI/IﬂT MPOAYKT C€ OTITYCKa IO JICKApCKO MPEAIINCAHUC.

B. JPYI'M YCJIOBUA U U3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

Cucrema 3a gekapcTBeHa 0€300acHOCT

[TPY TpsabBa na rapaHTHpa, Y€ CHCTEMaTa 3a JIeKapCcTBeHa 6e301macHoCT, mpeacraseHa B Moy 1.8.1
Ha Pa3pemennero 3a ynorpeba e BHeApeHa U (YHKIIMOHUPA TIPEAN M JOKATO ICKAPCTBEHUST MPOAYKT
€ Ha Iaszapa.

[Inan 3a ynpasnenue Ha pucka (ITYP)

ITPY TpsbBa na U3MbJIHSABA IEHHOCTUTE, CBBP3aHU C JIeKapcTBeHaTa Ge30macHoCT, nocoueHu B [Tnana
3a JlekapcTBeHa Oe3omnacHoct cbriacHo [TYP, npeacrasen B-Moayn 1.8.2 Ha Pa3pemenuero 3a
ynorpeba, KaKTo U IIPU BCAKO ClieABalo akTyanusupane Ha HYP, cerimacyBanu ¢ Komurera no
JIEKapCTBEHUTE MPOAYKTH 3a XymaHHa ynotpeba (CHMP).

CeriiacHo ykazanusata Ha CHMP otHOCcHO cucTemy 3a yripaBiieHHe Ha PUCKa MPH JIEKAPCTBEHU
MPOAYKTHU 3a XyMaHHa yrnoTpeda, akryannsupauusit [IYP ce momaBa e JHOBPEMEHHO ChC CIICBAIIHS
aktyanusupad [lepuoanuen noknan 3a 6ezomacHocT (I1J1B).

OcgeHn ToBa akTyanusupan [IYP ce moyana:

o NpY TI0JTyYaBaHe Ha HOBa HHGOPMAIH, KOSITO MOXKE Jia TIOBIHsie HacTosmara Crenupukanms
3a 6e3omacHocT, [l1aHa 3a JiekapcTBeHa 0€30MaCHOCT WM JEHHOCTUTE 38 MUHUMHU3UpPaHe Ha
pUCKa;

. B pamkute Ha 60 man Ciien cho0IaBaHe Ha BaXKHO ChOUTHE (BBB BPh3Ka C JIEKapCTBEHATA
0e30MmacHOCT I MYHUMHU3UpPAaHE Ha PUCKA);

. IIpY [IOUCKBaHE, 0T EBpomneiickara areHius 1o JeKapcTBaTa.

. yciaoeghnsa 1 Or'PAHUYEHUS 3A BE3OITACHA U EOUKACHA YIIOTPEBA HA
JIEKAPCTBEHUA ITPOAYKT

Henpuioxumo
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o SAABJIKEHUE 3A ITPOBEXJIAHE HA MEPKHU CJIEJ] PASPEIIIABAHE 3A

YIIOTPEBA

B onpenenenus cpok [PV 11e U3baHU CIETHUTE MEPKU:

Onucanue Cpoxk

IIPY TpsabBa ma mpencTaBu GUHATHUTE PE3yATATHA U TOKJIaa OT IPOYyIBAHETO 31 KOmm 2012

ALTITUDE, 3a akTrBHaTa (haza Ha JeyeHHE, KOTaTo ca HAJMYHH.

IIPY TpsbBa ma mpencTaBy akTyaIH3uUpaH IUIaH 3a ynpasieHue Ha pucka ([TYP), Jo enun

KOMTO aJieKBaTHO J]a ONMCBA BCHYKHU BHITPOCH, CBBbP3aHH ¢ 0€30MacHOCTTa, Mecel e

JIEHHOCTHUTE IO JIeKapCTBeHaTa 0€30MacHOCT M MEPKHUTE, MPETHA3HAYCHH 32 pelIeHneTo

yCTaHOBSIBaHE, ONIPEeIIsiHe, PEAOTBPATABaHE MM MUHUMHU3UPAaHE Ha PUCKOBETE. | Ha
Komucrista
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INPHJIOKEHME II1

O3HAYEHUA BbPXY OITAKOBKATA N JIMCTOBKATA
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JAHHH, KOUTO TPABBA JJA CbJABbP/KA BTOPUYHATA OITIAKOBKA

CI'BBAEMA KYTHUA 3A EJMHUYHA OITAKOBKA, CBABPKXAIIA PVC/PCTFE
BJIMCTEPU

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 150 mg/12,5 mg ¢punMupann TabieTkn
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bceska ¢punvupana tabnetka cpabpika 150 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

‘ 3. CIITMCBK HA IIOMOIMHUTE BEINECTBA

Cl,m,pxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaLII/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJHA OITAKOBKA

7 dbunmupaHu TabNeTKH

14 ¢pmnvmupanu TadIeTKH
28 ¢munMHupaHu TaOJIeTKH
30 ¢punmupanu Ta0IETKU
50 ¢unmupaHu TabIETKH
56 punmupaHu TabIEeTKH
90 ¢punmupanu TabIETKU
98 Gpunmupanu TabIeTKU

‘ 5. HAYMH HA 1TPUJIATAHE 1 ITBT/ITBTUIIIA HA BBBEKJIAHE

IlepopasiHo. IpritoXKeHUE
IIpeau ynotpeba npodereTe IMCTOBKATA.

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT NNOTI'JIEJJA U JOCET' A HA IEITA

I[a CC CbXpaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. JAPYI'U CHEOUAJIHU NTPEAYIPEXJIEHUSA, AKO E HEOBXOJAUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHHM YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpHUTHHAIHATA OTIAKOBKA, 3a JIa ce TPEJINasu OT BIiara.

10. CIHENUAJIHU IPEJAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
O06enHEeHOTO KPaJICTBO

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/010 7 bunMupaHu TabIETKH

EU/1/11/683/011 14 punmupanu TablIeTKH

EU/1/11/683/012 28 ¢punmuparu Ta0iIeTKu

EU/1/11/683/013 30 dpunvupasu TabIeTKA

EU/1/11/683/014 50 dummupaHu TabIeTKA

EU/1/11/683/015 56 Quinpany TaOIETKU

EU/1/11/683/016 56 ¢uamupanu Tabnetku (56x1; mepdopupanu e1HOJ030BU OIHUCTEPH)
EU/1/11/683/017 90 gunmupany Ta0IETKH

EU/1/11/683/018 98 punmupanu TabIETKH

13. MAPTUALZH HOMEP

[MapTupen No

‘T4. HAYUH HA OTITYCKAHE

.HCKapCTBCHI/IﬂT MPOAYKT C€ OTITYCKa I10 JICKApCKO MPCAINCAaHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAILUS HA BPAMJIOBA A3BYKA

Sprimeo HCT 150 mg/12,5 mg
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

CI'BBAEMA KYTHUA 3A EAMHUYHA OITAKOBKA, CbABPKAIIIA PA/ALU/PVC
BJIMCTEPU

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Sprimeo HCT 150 mg/12,5 mg ¢punMupann TabieTkn
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bceska punvupana tabnetka cpabpika 150 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

‘ 3. CIITMCBK HA IIOMOINHUTE BEINNECTBA

Cl,m,pxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaLII/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJTHA OITAKOBKA

7 dbunmupaHu TabNeTKH

14 ¢pmnvmupanu TadIeTKH
28 ¢munMHupaHu TaOJIeTKH
30 ¢punmupanu Ta0IETKU
50 ¢unmupanu TabIEeTKH
56 punmupaHu TabIEeTKH

‘ 5. HAYUH HA ITPUWIATAHE U ITBT/ITBTUIIIA HA BBBE/KJIAHE

IlepopasiHo npuiosetne
IIpeau ynorpefa mpodereTe IMCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXXKIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT ITIOT'JIEJJA U JOCET'A HA JTELIA

I[a CC CbXpaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHNSA, AKO E HEOBXOAUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpUTHHAIHATA OMIAKOBKA, 3a Jla ce MPEJINasu OT BIiara.

10. CIHENUAJIHU IPEJAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
O06enHEeHOTO KPaJICTBO

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/001 7 bunMupaHu TabIETKH

EU/1/11/683/002 14 punmupanu TablIeTKH
EU/1/11/683/003 28 ¢punmuparu Ta0iIeTKu
EU/1/11/683/004 30 dpunvupasu TabIeTKA
EU/1/11/683/005 50 dummupaHu TabIeTKA
EU/1/11/683/006 56 QuinipaHy TaOJIETKU

13. MAPTHUJAEH HOMEP

[Maptunen Ne

14. HAYVH HA OTITYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKa IO JICKApCKO MPECAIINCAHUC.

[ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIMS HA BPAMJIOBA A3BYKA

Sprimeo HCT 150 mg/12,5 mg
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU (PVC/PCTFE OR PA/ALU/PVC)
BJIUCTEP (KAJIEHJAAPEH) (PVC/PCTFE OR PA/ALU/PVC)

| 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Sprimeo HCT 150 mg/12,5 mg ¢punMupann TabieTkn
AJNHMCKHAPEH/XUIPOXIOPOTHAZH]]

| 2. HUME HA ITIPUTEXATEJIA HA PABPEHIEHHUETO 3A YIIOTPEBA

Novartis Europharm Limited

| 3. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYIO

TTonenemHMK
BropHuk
Cpsima
YeTBBpTHK
TleTrsk
Cn0oTa
Henens
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

MEXXIVNHHA OITIAKOBKA HA I'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)
CbABbPKAILIA PVC/PCTFE BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 150 mg/12,5 mg ¢punMupann TabieTkn
AJNHMCKHAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bceska punvupana tabnetka cpabpika 150 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA IOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOIIbJIHUTEIHA I/IH(l)OpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

14 ¢punmupanu TabeTKH

Yacr oT TpymoBa onakoBka ChCTosIIA ce 0T 2(0/0MaKkoBKH, BCAKa ChAbpKama 14 Ta0ineTkm.
49 dunmupanu TabaeTku

Yacr ot rpymmoBa OMakoBKa ChCTOSIIA ¢S OT 2 ONIAKOBKH, BCSIKA ChIbprKaiia 49 TabneTku.

‘ S. HAUYMH HA ITPUJIATAHE U ITBT/ITBTUILIA HA BBBEKJIAHE

IlepopasiHo npuIOXKeHUE
[Ipenun ynorpeba npotiehere JINCTOBKATA.

6. CHEUNAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JACE CBbXPAHSIBA HA MSICTO JAJIEYE OT INOTI'JIEJA U JOCET'A HA IELTA

Ja‘ce chxpaHsiBa Ha MACTO, HEIOCTHITHO 3a JIeTia.

[ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

TI'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUrHHAJIHATa OMIAKOBKa, 3a Jla c€ TPEeAIa3u OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJAPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/020 280 ¢punmvupann Tabnetu (20x14)
EU/1/11/683/019 98 punmupanu TablieTku (2x49; meppopupanu eIHOJ030BU OIHUCTEPH)

13. HNAPTHUAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTiTYCKAHE

JlexapcTBEHUST HPOAYKT C€ OTILYCKa I10 JIEKApCKO MIPEAIICaHHeE.

‘ 15. <YKA3AHUA 3A YIIOTPEBA

[ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 150 mg/12,5 mg
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JAHHH, KOUTO TPABBA JA CbJABPKA BTOPUYHATA OITIAKOBKA

MEXXIVNHHA OITIAKOBKA HA I'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)
CbABPKALIA PA/ALU/PVC BJINCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 150 mg/12,5 mg ¢punMupann TabieTkn
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bcesika punvupana tabnetka cpabpika 150 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJHA OITAKOBKA

14 ¢punmupanu TabeTKH

Yacr oT rpynoBa OnakoBKa ChCTOsIIA ce 0T 20/0MaKOBKH, BCAKa ChAbpKaiia 14 Ta0NeTKH.
30 ¢hunMupaHu TaOJICTKH

YacT oT rpynoBa OImakoBKa ChCTOSIIIA ¢ OT 3 OMAaKOBKH, BCsKa Chabpxkama 30 TabieTKu.
49 dunmupanu TabaeTKH

Yacr oT rpynoBa ornakoBKa ChCTOS1i2 ¢e OT 2 OIAKOBKH, BCSIKa ChIbpxaina 49 TabaeTKu.

‘ S. HAUYMH HA ITPUWIAT'AHE U ITBT/IBTUILIA HA BBBEKJIAHE

IlepopasiHo npuiosetne
[Mpeau ynotpe6a mpodereTe IUCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT NMOT'JIEJJA U JOCET'A HA JJEITA

Ja ce cpxpaHsiBa Ha MACTO, HEIOCTHITHO 3 JIelia.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J]a ce IpeArna3y OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HMME U AJAPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/009 280 ¢unmmupann Tabnetu (20x14)
EU/1/11/683/007 90 ¢unmupanu Tabierku (3x30)
EU/1/11/683/008 98 punmupasu Tabnerku (2x49)

13. HNAPTUAEH HOMEP

[Maptunen Ne

14. HAYMH EAOTIHYCKAHE

JlexkapcTBEHUAT POIYKT CE OTITYCKa 10 JIEKapCKO MpecaHue.

‘ 15¢ “YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 150 mg/12,5 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBATA OITIAKOBKA (C BLUE BOX),
CbABbPKAILIA PVC/PCTFE BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 150 mg/12,5 mg ¢punmupann TabieTkn
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bcesika punvupana tabnetka cpabpika 150 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA IOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/IH BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

98 ¢hunmupaHu TadIeTKH

I'pynoBa onakoBKa ChCTOSIIA CE OT 2 OMAKOBIH, BCSAKA ChAbprKaiia 49 TabneTku.
280 pummupaHu TaOIETKH

I'pymnoBa omakoBka cheTosIMIa ce 0T 20 OITAKOBKH, BCSKa ChIAbpkaiia 14 Ta0iIeTK.

‘ S. HAUYMH HA ITPUJIATAHE U ITBT/ITBTUILIA HA BBBEKJIAHE

IlepopasiHo npuIOXKeHUE
[Ipenun ynorpeba npotiehere JINCTOBKATA.

6. CHEUNAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JACE CBbXPAHSIBA HA MSICTO JAJIEYE OT INOT'JIEJJA U JOCET'A HA JJEITA

Ja‘ce chxpaHsBa Ha MACTO, HEIOCTHITHO 3a JIeTia.

[ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

TI'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 32 J]a ce MpeArasu OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/019 98 punmupanu Tadie Ky (2x49; mepdopupanu eTHOJ030BH OIHUCTEPH)
EU/1/11/683/020 280 dunmupanu tadnetku (20x14)

13. HNAPTHUAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTiTYCKAHE

JlexapcTBEHUST HPOAYKT C€ OTILYCKa I10 JIEKApCKO MIPEAIICaHHeE.

‘ 15. <YKA3AHUA 3A YIIOTPEBA

[ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 150 mg/12,5 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBATA OITIAKOBKA (C BLUE BOX),
CbABPKALIA PA/ALU/PVC BJINCTEPHU

‘ 1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

Sprimeo HCT 150 mg/12,5 mg ¢punMupann TabieTkn
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bcesika punvupana tabnetka cpabpika 150 mg anmuckupen (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA IOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

98 ¢hunmupaHu TadIeTKH

I'pynoBa onakoBKa ChCTOSIIA CE OT 2 OMAKOBIH, BCSAKA ChAbprKaiia 49 TabneTku.
280 pummupaHu TaOIETKH

I'pymoBa omnakoBka chcTOsIIA ce OT 20 OAKOBKH, BCSIKA ChAbpKama 14 TabaeTku.
90 ¢punmupanu TabIETKU

['pymoBa omnakoBKa chCTOSIIA Ce 0T 3 OIMIAKOBKH, BesKa ChIbpxkama 30 TabneTku.

‘ S. HAUYMH HA ITPUWIAT'AHE U ITBT/IBTUILIA HA BBBEKJIAHE

IlepopasiHo npuiosetne
[Mpeau ynotpe6a mpodereTe IUCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT INOTI'JIEJA U JOCET'A HA IELA

Ja ce cpxpaHsiBa Ha MACTO, HEIOCTHITHO 3 JIelia.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMAaKOBKa, 3a Jla ce TPEAIasu OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/008 98 punmupanu Tabietku (2x49)
EU/1/11/683/009 280 dbunmupanu tadnetku (20x14)
EU/1/11/683/007 90 ¢unmupasu Tabnerku (3x30)

13. HNAPTUAEH HOMEP

[Maptunen Ne

14. HAYMH EAOTIHYCKAHE

JlexkapcTBEHUAT POIYKT CE OTITYCKa 10 JIEKapCKO MpecaHue.

‘ 15¢ “YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 150 mg/12,5 mg
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JAHHH, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OITIAKOBKA

CI'BBAEMA KYTHUA 3A EJMHUYHA OITAKOBKA, CBABPKXAIIA PVC/PCTFE
BJIMCTEPU

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 150 mg/25 mg ¢unmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bceska ¢punvupana tabnetka cpabpika 150 mg anmuckupeH (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

Cl,m,pxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaLII/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJHA OITAKOBKA

7 dbunmupaHu TabNeTKH

14 ¢pmnvmupanu TadIeTKH
28 ¢munMHupaHu TaOJIeTKH
30 ¢punmupanu Ta0IETKU
50 ¢unmupaHu TabIETKH
56 punmupaHu TabIEeTKH
90 ¢punmupanu TabIETKU
98 Gpunmupanu TabIeTKU

‘ 5. HAYMH HA 1TPUJIATAHE 1 ITBT/ITBTUIIIA HA BBBEKJIAHE

IlepopasiHo. IpritoXKeHUE
IIpeau ynotpeba npoyereTe IMCTOBKATA.

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT NNOTI'JIEJJA U JOCET' A HA IEITA

I[a CC CbXpaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHUS, AKO E HEOBXOIUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHHM YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpHUTHHAIHATA OTIAKOBKA, 3a JIa ce TPEJINasu OT BIiara.

10. CIHENUAJIHU IPEJAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
O06enHEeHOTO KPaJICTBO

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/030 7 bunMupaHu TabIETKH

EU/1/11/683/031 14 punmupanu TablIeTKH

EU/1/11/683/032 28 ¢punmuparu Ta0iIeTKu

EU/1/11/683/033 30 dpunvupasu TabIeTKA

EU/1/11/683/034 50 dummupaHu TabIeTKA

EU/1/11/683/035 56 uinpany TaOJIETKH

EU/1/11/683/036 56 ¢uamupanu Tabnetku (56x1; mepdopupanu e1HOJ030BU OIHUCTEPH)
EU/1/11/683/037 90 gunmupany Ta0IETKH

EU/1/11/683/038 98 punmupanu TabIETKH

13. MAPTUALZH HOMEP

[MapTupen No

‘T4. HAYUH HA OTITYCKAHE

.HCKapCTBCHI/IﬂT MPOAYKT C€ OTITYCKa IO JICKAPCKO MPCAINCaHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAILUS HA BPAMJIOBA A3BYKA

Sprimeo HCT 150 mg/25 mg
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

CI'BBAEMA KYTHUA 3A EAMHUYHA OITAKOBKA, CbABPKAIIIA PA/ALU/PVC
BJIMCTEPU

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

Sprimeo HCT 150 mg/25 mg ¢unmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bcesika punvupana tabnetka cpabpika 150 mg anmuckupeH (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

‘ 3. CIIMCBK HA IIOMOINHUTE BEINIECTBA

Cl,m,pxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaLII/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJTHA OITAKOBKA

7 dbunmupaHu TabNeTKH

14 ¢pmnvmupanu TadIeTKH
28 ¢munMHupaHu TaOJIeTKH
30 ¢punmupanu Ta0IETKU
50 ¢unmupaHu TabIETKH
56 punmupaHu TabIEeTKH

‘ 5. HAYUH HA ITPUWIATAHE U ITBT/ITBTUIIIA HA BBBE/KJIAHE

IlepopasiHo npuiosetne
IIpeau ynorpefa mpodereTe IMCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXXKIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEUE OT NNOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC CbXpaHsABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHNSA, AKO E HEOBXOAUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpHUTHHAIHATA OTIAKOBKA, 3a JIa ce TPEJINa3u OT BIiara.

10. CIHENUAJIHU IPEJAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
O06enHEeHOTO KPaJICTBO

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/021 7 bunMupaHu TabIETKH

EU/1/11/683/022 14 punmupanu TablIeTKH
EU/1/11/683/023 28 ¢punmuparu Ta0iIeTKu
EU/1/11/683/024 30 dpunvupasu TabIeTKA
EU/1/11/683/025 50 dummupaHu TabIeTKA
EU/1/11/683/026 56 QuinipaHy TaOJIETKU

13. MAPTHUJAEH HOMEP

[Maptunen Ne

14. HAYVH HA OTITYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKa IO JICKApCKO MPECAIINCAHUC.

[ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIMS HA BPAMJIOBA A3BYKA

Sprimeo HCT 150 mg/25 mg
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU (PVC/PCTFE OR PA/ALU/PVC)
BJIUCTEP (KAJIEHJAAPEH) (PVC/PCTFE OR PA/ALU/PVC)

| 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Sprimeo HCT 150 mg/25 mg ¢unmupanu TabneTku
AJNHMCKHAPEH/XUIPOXIOPOTHAZH]]

| 2. HUME HA ITIPUTEXATEJIA HA PABPEHIEHHUETO 3A YIIOTPEBA

Novartis Europharm Limited

| 3. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYIO

TTonenemHMK
BropHuk
Cpsima
YeTBBpTHK
IleTrsk
Cn0oTa
Henens
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

MEXXIVNHHA OITIAKOBKA HA I'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)
CbABbPKAILIA PVC/PCTFE BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 150 mg/25 mg ¢unmupanu TabneTku
AJNHMCKHAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bceska ¢punvupana tabnetka cpabpika 150 mg anuckuped (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHJKTC JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

14 ¢punmupanu TabeTKH

Yacr oT TpymoBa onakoBka ChCTosIIA ce 0T 2(0/0MaKkoBKH, BCAKa ChAbpKama 14 Ta0ineTkm.
49 dunmupanu TabaeTku

Yacr ot TpymoBa OMakoBKa ChCTOSIIA ¢S OT 2 OIIAKOBKH, BCSIKA ChIbpiKaiia 49 TabneTku.

‘ S. HAUYMH HA ITPUJIATAHE U ITBT/ITBTUILIA HA BBBEKJIAHE

IlepopasiHo npuIOXKeHUE
[Ipenun ynorpeba npotiehere JINCTOBKATA.

6. CHEUNAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JACE CBbXPAHSIBA HA MSICTO JAJIEYE OT INOT'JIEJJA U JOCET'A HA JJEITA

Ja‘ce chxpaHsiBa Ha MACTO, HEIOCTHITHO 3a JIeTia.

[ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

TI'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 32 Jla c€ TPEAIasu OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/040 280 ¢punmvupann Tabnetu (20x14)
EU/1/11/683/039 98 punmupanu TablieTku (2x49; meppopupanu eTHOJ030BU OIHUCTEPH)

13. HNAPTHUAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTiTYCKAHE

JlexapcTBEHUST HPOAYKT C€ OTILYCKa I10 JIEKApCKO MIPEAIICaHHeE.

‘ 15. <YKA3AHUA 3A YIIOTPEBA

[ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 150 mg/25 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

MEXXINHHA OITIAKOBKA HA I'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)
CbABPKALIA PA/ALU/PVC BJINCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 150 mg/25 mg ¢unmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bcesika punvupana tabnetka cpabpika 150 mg anuckuped (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

14 ¢punmupanu TabeTKH

Yacr oT rpynoBa OnakoBKa ChCTOsIIA ce 0T 20/0MaKOBKH, BCAKa ChAbpKaiia 14 Ta0NeTKH.
30 ¢hunMupaHu TaOJICTKH

YacT oT rpynoBa OImakoBKa ChCTOSIIIA ¢ OT 3 OMAaKOBKH, BCsKa Chabpxkama 30 TabieTKu.
49 dunmupanu TabaeTKH

Yacr oT rpynoBa OlakoBKa ChCTO:A ¢e OT 2 OIAKOBKH, BCSIKA ChIbprkaia 49 TabaeTku.

‘ S. HAUYMH HA ITPUWIAT'AHE U ITBT/IBTUILIA HA BBBEKJIAHE

IlepopasiHo npuiosetne
[Mpeau ynotpe6a mpodereTe IUCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
A CE CbXPAHSIBA HA MSICTO JAJIEYE OT ITIOI'JIEJA U TIOCETI'A HA TELIA

Ja ce cpxpaHsiBa Ha MACTO, HEIOCTHITHO 3 JIelia.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpaHsiBa B OpUTHHAIHATa OIAKOBKa, 3a Jla c€ IPEAIa3y OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HMME U AJAPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YITOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/029 280 ¢unmmupann Tabnetu (20x14)
EU/1/11/683/027 90 punmupanu Tabietku (3x30)
EU/1/11/683/028 98 punmupasu Tabnerku (2x49)

13. HNAPTUAEH HOMEP

[Maptunen Ne

14. HAYMH EAOTIHYCKAHE

JlexkapcTBEHUAT POIYKT CE OTITYCKa 10 JIEKapCKO MpecaHue.

‘ 15¢ “YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 150 mg/25 mg
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JAHHH, KOUTO TPABBA JJA CbABbPKA BTOPUYHATA OIIAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBATA OITIAKOBKA (C BLUE BOX),
CbABbPKAILIA PVC/PCTFE BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 150 mg/25 mg ¢unmupanu TabneTku
AJNHCKAPEH/XUIPOXIOPOTHAZU]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHLIECTBO/AKTUBHUTE BEIIECTBA(

Bcesika punvupana tabnetka cpabpika 150 mg anmuckupeH (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA IOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

98 ¢hunmupaHu TadIeTKH

I'pynoBa onakoBKa ChCTOSIIA CE OT 2 OMAKOBIH, BCSAKA ChAbprKaiia 49 TabneTku.
280 pummupaHu TaOIETKH

I'pymnoBa omakoBka cheTosIMIa ce 0T 20 OITAKOBKH, BCSKa ChIAbpkaiia 14 Ta0iIeTKH.

‘ S. HAUYMH HA ITPUJIATAHE U ITBT/II'BTUILLIA HA BBBEXJIAHE

IlepopasiHo npuIOXKeHUE
[Ipenun ynorpeba npotiehere JINCTOBKATA.

6. CHEUNAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JACE CBbXPAHSIBA HA MSICTO JAJIEYE OT INOT'JIEJJA U JOCET'A HA JJEITA

Ja‘ce chxpaHsiBa Ha MACTO, HEIOCTHITHO 3 JIeTIa.

[ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

TI'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J]a ce IpeArna3y OT Biara.

10. CHEHNMWAJIHUA NPEAIIAZHU MEPKMU ITPU NU3XBBPJIIAAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/039 98 punmupanu Tadie Ky (2x49; mepdopupanu eTHOJ030BH OIHUCTEPH)
EU/1/11/683/040 280 dunmupanu tadnetku (20x14)

13. HNAPTHUAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTiIYCKAHE

JlexapcTBEHUST HPOAYKT C€ OTILYCKa I10 JIEKApCKO MIPEAIICaHHeE.

‘ 15. <YKA3AHUA 3A YIIOTPEBA

[ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 150 mg/25 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBATA OITIAKOBKA (C BLUE BOX),
CbABPKALIA PA/ALU/PVC BJINCTEPHU

‘ 1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

Sprimeo HCT 150 mg/25 mg ¢unmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bceska ¢punvupana tabnetka cpabpika 150 mg anuckuped (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

98 ¢hunmupaHu TadIeTKH

I'pynoBa onakoBKa ChCTOSIIA CE OT 2 OMAKOBIH, BCSAKA ChAbprKaiia 49 TabneTku.
280 pummupaHu TaOIETKH

I'pymoBa omnakoBka chcTOsIIA ce OT 20 OAKOBKH, BCSIKA ChAbpKama 14 TabaeTku.
90 ¢punmupanu TabIETKU

I'pymoBa omakoBKa chCTOSIIA Ce 0T 3 OIMAKOBKH, BCsKa ChIbpxkama 30 TabieTku.

‘ S. HAUYMH HA ITPUWIAT'AHE U ITBT/IBTUILIA HA BBBEKJIAHE

IlepopasiHo npuiosetne
[Mpeau ynotpe6a mpodereTe IUCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT NNOT'JIEJJA U JOCET'A HA JJEITA

Ja ce cpxpaHsiBa Ha MACTO, HEIOCTHITHO 3a JIeTia.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J1a c€ IPEAIa3u OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/028 98 punmupanu Tabietku (2x49)
EU/1/11/683/029 280 dbunmupanu tadnetku (20x14)
EU/1/11/683/027 90 ¢unmupasu Tabnerku (3x30)

13. HNAPTHUAEH HOMEP

[Maptunen Ne

14. HAYMH EAOTIHYCKAHE

JlexkapcTBEHUAT POIYKT CE OTITYCKa 10 JIEKapCKO MpecaHue.

‘ 15¢ “YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 150 mg/25 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

CI'BBAEMA KYTHUA 3A EAMHUYHA OITAKOBKA, CbABPXAIIA PVC/PCTFE
BJIMCTEPU

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 300 mg/12,5 mg ¢unMupann TabieTKu
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bceska punvupana tabnetka cpabpika 300 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

Cl,m,pxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaLII/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJTHA OITAKOBKA

7 dbunmupaHu TabNeTKH

14 ¢unvmupanu TabeTKH
28 ¢munMHupaHu TaOJIeTKH
30 ¢punmupanu Ta0IETKU
50 ¢unmupaHu TabIETKH
56 punmupaHu TabIEeTKH
90 ¢punmupanu TabIETKU
98 Gpunmupanu TabIeTKU

‘ 5. HAYMH HA 1TPUJIATAHE 1 ITBT/ITBTUIIIA HA BBBEKJIAHE

IlepopasiHo. IpritoXKeHUE
IIpeau ynotpeba npodereTe IMCTOBKATA.

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT NNOTI'JIEJJA U JOCET' A HA IEITA

I[a CC CbXpaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHUS, AKO E HEOBXOIUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHHM YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpHUTHHAIHATA OTIAKOBKA, 3a JIa ce TPEJINasu OT BIiara.

10. CIHENUAJIHU IPEJAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTHIAABYHU MATEPUAJIM OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
O06enHEeHOTO KPaJICTBO

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/050 7 bunMupaHu TabIETKH

EU/1/11/683/051 14 punmupanu TablIeTKH

EU/1/11/683/052 28 ¢punmuparu Ta0iIeTKu

EU/1/11/683/053 30 dpunvupasu TabIeTKA

EU/1/11/683/054 50 dummupaHu TabIeTKA

EU/1/11/683/055 56 Quinpany TaOJIETKH

EU/1/11/683/056 56 ¢uamupanu Tabnerku (56x1; meppopupanu e1HO030BU OIHUCTEPH)
EU/1/11/683/057 90 gunmupany Ta0IETKH

EU/1/11/683/058 98 punmupanu TabIETKH

13. MAPTUALZH HOMEP

[MapTupen No

‘T4. HAYUH HA OTITYCKAHE

.HCKapCTBCHI/IﬂT MPOAYKT C€ OTITYCKa IO JICKApCKO MPCAIINCAHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAILUS HA BPAMJIOBA A3BYKA

Sprimeo HCT 300 mg/12,5 mg
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

CI'BBAEMA KYTHUA 3A EAMHUYHA OITAKOBKA, CbABPKAIIIA PA/ALU/PVC
BJIMCTEPU

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 300 mg/12,5 mg ¢unmupann TabieTKkun
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bceska punvupana tabnetka cpabpika 300 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

Cl,m,pxca JIAKTO3a U MIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaLII/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJTHA OITAKOBKA

7 dbunmupaHu TabNeTKH

14 ¢pmnvmupanu TadIeTKH
28 ¢munMHupaHu TaOJIeTKH
30 ¢punmupanu Ta0IETKU
50 ¢unmupaHu TabIETKH
56 punmupaHu TabIEeTKH

‘ 5. HAYMH HA ITPUWIATAHE U ITBT/ITBTUIIIA HA BBBE/KJIAHE

IlepopasiHo npuiosetne
IIpeau ynorpefa mpodereTe IMCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXXKIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEUE OT NNOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC CbXpaHABa Ha MACTO, HEAOCTBIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHNSA, AKO E HEOBXOAUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpUTHHAIHATA OTIAKOBKA, 3a JIa ce MPEJINasu OT Bliara.

10. CIHENUAJIHU IPEJAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O06enHEeHOTO KPaJICTBO

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/041 7 bunMupaHu TabIETKH

EU/1/11/683/042 14 punmupanu TablIeTKH
EU/1/11/683/043 28 ¢punmuparu Ta0iIeTKu
EU/1/11/683/044 30 dpunvupasu TabIeTKA
EU/1/11/683/045 50 dummupaHu TabIeTKA
EU/1/11/683/046 56 QuinipaHy TaOJIETKU

13. MAPTHUJAEH HOMEP

[Maptunen Ne

14. HAYVH HA OTITYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKa IO JICKApCKO MPECAIINCAHUC.

[ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIMS HA BPAMJIOBA A3BYKA

Sprimeo HCT 300 mg/12,5 mg
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU (PVC/PCTFE OR PA/ALU/PVC)
BJIUCTEP (KAJIEHJAAPEH) (PVC/PCTFE OR PA/ALU/PVC)

| 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Sprimeo HCT 300 mg/12,5 mg ¢unvupann TabieTKku
AJNHMCKHAPEH/XUIPOXIOPOTHAZH]]

| 2. HUME HA ITIPUTEXATEJIA HA PABPEHIEHHUETO 3A YIIOTPEBA

Novartis Europharm Limited

| 3. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYIO

TTonenemHMK
BropHuk
Cpsima
YeTBBpTHK
TleTrsk
Cn0oTa
Henens
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JAHHH, KOUTO TPABBA JJA CbABbPKA BTOPUYHATA OIIAKOBKA

MEXXIVNHHA OITIAKOBKA HA I'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)
CbABbPKAILIA PVC/PCTFE BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 300 mg/12,5 mg ¢unMupann TabieTKu
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEILIECTBO/AKTUBHUTE BEIIECTBA(

Bceska punvupana tabnetka cpabpika 300 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

14 ¢punmupanu TabeTKH

Yacr oT TpymoBa onakoBka ChCTosIIA ce 0T 2(0/0MaKkoBKH, BCAKa ChAbpKama 14 Ta0ineTkm.
49 dunmupanu TabaeTku

Yacr oT TpymoBa OMakoBKa ChCTOSIIA ¢S OT 2 OTIAKOBKH, BCSIKA Chabpxaima 49 TabneTku.

‘ S. HAUYMH HA ITPUJIATAHE U ITBT/ITBTUILIA HA BBBEKJIAHE

IlepopasiHo npuIOXKeHUE
[Ipenun ynorpeba npotiehere JINCTOBKATA.

6. CHEUNAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JACE CBbXPAHSIBA HA MSICTO JAJIEYE OT INOT'JIEJJA U JOCET'A HA JJEITA

Ja‘ce chxpaHsiBa Ha MACTO, HEIOCTHITHO 3a JIeTIa.

[ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

TI'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J]a ce MpeAra3y OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/060 280 ¢punmvupann Tabnetu (20x14)
EU/1/11/683/059 98 punmupanu TablieTku (2x49; meppopupanu eTHOJ030BU OIHUCTEPH)

13. HNAPTHUAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTiTYCKAHE

JlexapcTBEHUST HPOAYKT C€ OTILYCKa I10 JIEKApCKO MIPEAIICaHHeE.

‘ 15. <YKA3AHUA 3A YIIOTPEBA

[ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 300 mg/12,5 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

MEXXIVNHHA OITIAKOBKA HA I'PYIIOBATA OITIAKOBKA (BE3 BLUE BOX)
CbABPKALIA PA/ALU/PVC BJINCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 300 mg/12,5 mg ¢unMupann TabieTKu
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bceskxa punvupana tabnetka cpabpika 300 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

14 ¢punmupanm TabieTku

Yacr oT rpynoBa OnakoBKa ChCTOsIIA ce 0T 20/0MaKOBKH, BCAKa ChAbpKaiia 14 Ta0NeTKH.
30 ¢hunMupaHu TaOJICTKH

YacT oT rpynoBa OImakoBKa ChCTOSIIIA ¢ OT 3 OMAaKOBKH, BCsKa Chabpxkama 30 TabieTKu.
49 dunmupanu TabaeTKH

Yacr oT rpynoBa OlakoBKa ChCTOS1IA ¢e OT 2 OIIAKOBKH, BCSIKA ChIbprkaiia 49 TabaeTKu.

‘ S. HAUYMH HA ITPUWIAT'AHE U ITBT/IBTUILIA HA BBBEKJIAHE

IlepopasiHo npuiosetne
[Mpeau ynotpe6a mpodereTe IUCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT INOTI'JIEJA U JOCET'A HA TELNA

Ja ce cpxpaHsiBa Ha MACTO, HEIOCTHITHO 3 JIelia.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUrHHAJIHATa OMIAKOBKa, 3a Jla c€ TPEeAIa3u OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJAPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/049 280 ¢unmmupann Tabnetu (20x14)
EU/1/11/683/047 90 punmupanu Tabietku (3x30)
EU/1/11/683/048 98 punmupasu Tabnerku (2x49)

13. HNAPTUAEH HOMEP

[Maptunen Ne

14. HAYMH EAOTIHYCKAHE

JlexkapcTBEHUAT POIYKT CE OTITYCKa 10 JIEKapCKO MpecaHue.

‘ 15¢ “YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 300 mg/12,5 mg
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JAHHH, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITIAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBATA OITIAKOBKA (C BLUE BOX),
CbABbPKAILIA PVC/PCTFE BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 300 mg/12,5 mg ¢unMupann TabieTKu
AJNHCKAPEH/XUIPOXIOPOTHAZU/

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIINECTBA(

Bceska punvupana tabnetka cpabpika 300 mg anmuckuper (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA IOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJTHA OITAKOBKA

98 ¢hunmupaHu TadIeTKH

I'pynoBa onakoBKa ChCTOSIIA CE OT 2 OMAKOBIH, BCSAKA ChAbprKaiia 49 TabneTku.
280 pummupaHu TaOIETKH

I'pymnoBa omakoBka cheTosIMIa ce 0T 20 OITAKOBKH, BCSKa ChIAbpkaiia 14 Ta0iIeTKH.

‘ S. HAUYMH HA ITPUJIATAHE U ITBT/II'BTUILLIA HA BBBEXKJIAHE

IlepopasiHo npuIOXKeHUE
[Ipenun ynorpeba npotiehere JINCTOBKATA.

6. CHEUNAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JACE CBbXPAHSIBA HA MSICTO JAJIEYE OT INOT'JIEJJA U JOCET'A HA JJEITA

Ja‘ce chxpaHsiBa Ha MACTO, HEIOCTHITHO 3a JIeTia.

[ 7. APYI'U CHEUUAJIHU ITPEAYHPEXJIEHUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

TI'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J]a ce IpeArna3y OT Biara.

10. CHEHOMWAJIHU NPEAITAZHU MEPKMU ITPU NU3XBBPJISAAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/059 98 punmupanu Tadie Ky (2x49; mepdopupanu eTHOJ030BH OIHUCTEPH)
EU/1/11/683/060 280 dunmupanu tadnetku (20x14)

13. HNAPTHUAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTiIYCKAHE

JlexapcTBEHUST HPOAYKT C€ OTILYCKa I10 JIEKApCKO MIPEAIICaHHeE.

‘ 15. <YKA3AHUA 3A YIIOTPEBA

[ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 300 mg/12,5 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBATA OITIAKOBKA (C BLUE BOX),
CbABPKALIA PA/ALU/PVC BJINCTEPHU

‘ 1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

Sprimeo HCT 300 mg/12,5 mg ¢unMupann TabieTKu
AJNHCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bceska punvupana tabnetka cpabpika 300 mg anmuckupeH (kato xemudymapar) u 12,5:mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

98 ¢hunmupaHu TadIeTKH

I'pynoBa onakoBKa ChCTOSIILA CE OT 2 OMAKOBIH, BCSAKA ChAbprKaiia 49 TabneTku.
280 pummupaHu TaOIETKH

I'pymoBa omnakoBka chcTOsIIA ce OT 20 OAKOBKH, BCSIKA ChAbpKama 14 TabaeTku.
90 ¢punmupanu TabIETKU

I'pymoBa omakoBKa chCTOSIIA Ce 0T 3 OIMAKOBKH, BCsKa ChIbpxkama 30 TabieTku.

‘ S. HAUYMH HA ITPUWIAT'AHE U ITBT/IIBTUILIA HA BBBEKJIAHE

IlepopasiHo npuiosetne
[Mpeau ynotpe6a mpodereTe IUCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT NNOT'JIEJJA U JOCET'A HA JJEITA

Ja ce cpxpaHsiBa Ha MACTO, HEIOCTHITHO 3a JIeTia.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a JIa c€ IPEAIa3u OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/048 98 punmupanu Tabietku (2x49)
EU/1/11/683/049 280 dbunmupanu tadnetku (20x14)
EU/1/11/683/047 90 ¢unmupasu Tabnerku (3x30)

13. HNAPTHUAEH HOMEP

[Maptunen Ne

14. HAYMH EAOTIHYCKAHE

JlexkapcTBEHUAT POIYKT CE OTITYCKa 10 JIEKapCKO MpecaHue.

‘ 15¢ “YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 300 mg/12,5 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

CI'BBAEMA KYTHUA 3A EAMHUYHA OITAKOBKA, CbABPXAIIA PVC/PCTFE
BJIMCTEPU

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 300 mg/25 mg ¢unmmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bceska ¢punvupana tabnetka cpabpika 300 mg anmuckupeH (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

Cl,m,pxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaLII/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJTHA OITAKOBKA

7 dbunmupaHu TabNeTKH

14 ¢unvmupanu TabeTKH
28 ¢munMHupaHu TaOJIeTKH
30 ¢punmupanu Ta0IETKU
50 ¢unmupaHu TabIETKH
56 punmupaHu TabIEeTKH
90 ¢punmupanu TabIETKU
98 Gpunmupanu TabIeTKU

‘ 5. HAYMH HA 1TPUJIATAHE 1 ITBT/ITBTUIIIA HA BBBEKJIAHE

IlepopasiHo. IpritoXKeHUE
IIpeau ynotpeba npodereTe IMCTOBKATA.

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT NNOTI'JIEJJA U JOCET' A HA IEITA

I[a CC CbXpaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHUS, AKO E HEOBXOIUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHHM YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpHUTHHAIHATA OTIAKOBKA, 3a JIa ce TPEJINasu OT BIiara.

10. CIHENUAJIHU IPEJAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTHIAABYHU MATEPUAJIM OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
O06enHEeHOTO KPaJICTBO

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/070 7 bunMupaHu TabIETKH

EU/1/11/683/071 14 punmupanu TablIeTKH

EU/1/11/683/072 28 ¢punmuparu Ta0iIeTKu

EU/1/11/683/073 30 dpunvupasu TabIeTKA

EU/1/11/683/074 50 dummupaHu TabIeTKA

EU/1/11/683/075 56 Quinpany TaOJIETKH

EU/1/11/683/076 56 ¢uamupanu Tabnerku (56x1; mepdopupanu e1HOJ030BU OIHUCTEPH)
EU/1/11/683/077 90 gunmupany Ta0IETKH

EU/1/11/683/078 98 punmupanu TabIETKH

13. MAPTUALZH HOMEP

[MapTupen No

‘T4. HAYUH HA OTITYCKAHE

.HCKapCTBCHI/IﬂT MPOAYKT C€ OTITYCKa IO JICKApCKO MPCAIINCAHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAILUS HA BPAMJIOBA A3BYKA

Sprimeo HCT 300 mg/25 mg
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

CI'BBAEMA KYTHUA 3A EAMHUYHA OITAKOBKA, CbABPKAIIIA PA/ALU/PVC
BJIMCTEPU

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Sprimeo HCT 300 mg/25 mg ¢unmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSABABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIHIECTBA

Bceska ¢punvupana tabnetka cpabpika 300 mg anmuckupeH (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

Cl,m,pxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaLII/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJTHA OITAKOBKA

7 dbunmupaHu TabNeTKH

14 ¢pmnvmupanu TadIeTKH
28 ¢munMHupaHu TaOJIeTKH
30 ¢punmupanu Ta0IETKU
50 ¢unmupaHu TabIETKH
56 punmupaHu TabIEeTKH

‘ 5. HAYUH HA ITPUJIATAHE U ITBT/ITBTUINA HA BbBEKJAHE

IlepopasiHo npuiosetne
IIpeau ynorpefa mpodereTe IMCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXXKIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEUE OT NNOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC CbXpaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHaA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHNSA, AKO E HEOBXOAUMO

136



‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
Jla ce chXpaHsiBa B OpHUTHHAIHATA OTIAKOBKA, 3a JIa ce TPEJINasu OT BIiara.

10. CIHENUAJIHU IPEJAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
O06enHEeHOTO KPaJICTBO

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/061 7 bunMupaHu TabIETKH

EU/1/11/683/062 14 punmupanu TablIeTKH
EU/1/11/683/063 28 ¢punmuparu Ta0iIeTKu
EU/1/11/683/064 30 dpunvupasu TabIeTKA
EU/1/11/683/065 50 dummupaHu TabIeTKA
EU/1/11/683/066 56 QuinipaHy TaOJIETKU

13. MAPTHUJAEH HOMEP

[Maptunen Ne

14. HAYVH HA OTITYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKa IO JICKApCKO MPECAIINCAHUC.

[ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIMS HA BPAMJIOBA A3BYKA

Sprimeo HCT 300 mg/25 mg
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU (PVC/PCTFE OR PA/ALU/PVC)
BJIUCTEP (KAJIEHJAAPEH) (PVC/PCTFE OR PA/ALU/PVC)

| 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Sprimeo HCT 300 mg/25 mg ¢unmmupanu TabaeTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]T

| 2. HUME HA ITIPUTEXATEJIA HA PABPEHIEHHUETO 3A YIIOTPEBA

Novartis Europharm Limited

| 3. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYIO

TTonenemHMK
BropHuk
Cpsima
YeTBBpTHK
TleTrsk
Cn0oTa
Henens

138



JAHHH, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITIAKOBKA

MEXXIVNHHA OITIAKOBKA HA I'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)
CbABbPKAILIA PVC/PCTFE BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 300 mg/25 mg ¢unmmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIIECTBA(

Bcesika punvupana tabnetka cpabpika 300 mg anuckuped (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJHA OITAKOBKA

14 ¢punmupanu TabeTKH

Yacr oT TpymoBa onakoBka ChCTosIIA ce 0T 2(0/0MaKkoBKH, BCAKa ChAbpKama 14 Ta0ineTkm.
49 dunmupanu TabaeTku

Yacr oT TpymoBa OMakoBKa ChCTOSIIA ¢S OT 2 OTIAKOBKH, BCSIKA Chabpxaima 49 TabneTku.

‘ S. HAUYMH HA ITPUJIATAHE U ITBT/II'BTUILLIA HA BBBEXJIAHE

IlepopasiHo npuIOXKeHUE
[Ipenun ynorpeba npotiehere JINCTOBKATA.

6. CHEUNAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JACE CBbXPAHSIBA HA MSICTO JAJIEYE OT INOT'JIEJJA U JOCET'A HA JJEITA

Ja‘ce chxpaHsiBa Ha MACTO, HEIOCTHITHO 3 JIeTIa.

[ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

TI'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J]a ce IpeArna3y OT Biara.

10. CHEHNMWAJIHUA NPEAIIAZHU MEPKMU ITPU NU3XBBPJIIAAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/080 280 ¢punmvupann Tabnetu (20x14)
EU/1/11/683/079 98 punmupanu TablieTku (2x49; meppopupanu eTHOJ030BU OIHUCTEPH)

13. HNAPTHUAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTiIYCKAHE

JlexapcTBEHUST HPOAYKT C€ OTILYCKa I10 JIEKApCKO MIPEAIICaHHeE.

‘ 15. <YKA3AHUA 3A YIIOTPEBA

[ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 300 mg/25 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

MEXXIVNHHA OITIAKOBKA HA I'PYIIOBATA OITAKOBKA (BE3 BLUE BOX)
CbABPKALIA PA/ALU/PVC BJINCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 300 mg/25 mg ¢unmmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bceska ¢punvupana tabnetka cpabpika 300 mg anuckupeH (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

14 ¢punmupanu TabeTKH

Yacr oT rpynoBa onakoBKa ChCTOsIIA ¢ce 0T 20/0MaKOBKH, BCKa ChAbpKaiia 14 Ta0NeTKH.
30 ¢hunMupaHu TaOJICTKH

YacT oT rpynoBa OImakoBKa ChCTOSIIIA ¢ OT 3 OMAaKOBKH, BCsKa Chabpxkama 30 TabieTKu.
49 dunmupanu TabaeTKH

Yacr oT rpynoBa OnakoBKa ChCTOS1A ¢e OT 2 OIIAKOBKH, BCSIKA ChIbpxaina 49 TabaeTku.

‘ S. HAUYMH HA ITPUWIAT'AHE U ITBT/IBTUILIA HA BBBEKJIAHE

IlepopasiHo npuiosetne
[Mpeau ynotpe6a mpodereTe IUCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT NNOT'JIEJJA U JOCET'A HA JJEITA

Ja ce cpxpaHsaBa Ha MACTO, HEIOCTHITHO 3a JIeTia.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J]a c€ TPEeAIasu OT Biara.

10. CHEHNMWAJIHU NPEAIIAZHU MEPKWU ITPU NU3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/069 280 ¢unmmupann Tabnetu (20x14)
EU/1/11/683/067 90 punmupanu Tabietku (3x30)
EU/1/11/683/068 98 punmupasu Tabnerku (2x49)

13. HNAPTUAEH HOMEP

[Maptunen Ne

14. HAYMH EAOTIHYCKAHE

JlexkapcTBEHUAT POIYKT CE OTITYCKa 10 JIEKapCKO MpecaHue.

‘ 15¢ “YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 300 mg/25 mg
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JAHHHU, KOUTO TPABBA JJA CbABbPKA BTOPUYHATA OITIAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBATA OITIAKOBKA (C BLUE BOX),
CbABbPKAILIA PVC/PCTFE BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Sprimeo HCT 300 mg/25 mg ¢unmmupanu TabneTku
AJNHCKAPEH/XUIPOXIOPOTHAZU]

‘ 2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bceska ¢punvupana tabnetka cpabpika 300 mg anmuckupeH (kato xemudymapar) u 25 mg
XUIPOXTIOPOTHAZH].

|3. CNHMCBK HA IOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJJTHA OITAKOBKA

98 ¢hunmupaHu TadIeTKH

I'pynoBa onakoBKa ChCTOSIIA CE OT 2 OMAKOBIH, BCSAKA ChAbprKaiia 49 TabneTku.
280 pummupaHu TaOIETKH

I'pymnoBa omakoBka cheTosIMIa ce 0T 20 OITAKOBKH, BCSKa ChIAbpkaiia 14 Ta0iIeTKH.

‘ S. HAUYMH HA ITPUJIATAHE U ITBT/ITBTUILIA HA BBBEKJIAHE

IlepopasiHo npuIoXKeHue
[Ipenun ynorpeba npotiehere JINCTOBKATA.

6. CHEUNAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JACE CBbXPAHSIBA HA MSICTO JAJIEYE OT INOT'JIEJJA U JOCET'A HA JJEITA

Ja‘ce chxpaHsiBa Ha MACTO, HEIOCTHITHO 3a JIeTia.

[ 7. APYI'U CHELUMAJIHU ITPEAYIPEXJIEHUSA, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

TI'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J]a ce IpeArna3y OT Biara.

10. CHEHNUAJIHU NPEAITAZHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
O0earHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/079 98 punmupanu Tadie Ky (2x49; mepdopupanu eTHOJ030BH OIHUCTEPH)
EU/1/11/683/080 280 dunmupanu tadnetku (20x14)

13. HNAPTHUAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTiTYCKAHE

JlexapcTBEHUST HPOAYKT c€ OTILyCKa I10 JIEKApCKO IIPEAIICaHHE.

‘ 15. <YKA3AHUA 3A YIIOTPEBA

[ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 300 mg/25 mg
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

BBHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBATA OITIAKOBKA (C BLUE BOX),
CbABPKALIA PA/ALU/PVC BJINCTEPHU

‘ 1. HNME HA JIEKAPCTBEHMUSA TPOAYKT

Sprimeo HCT 300 mg/25 mg ¢unmmupanu TabneTku
AJNHMCKAPEH/XUIPOXIOPOTHAZH]]

‘ 2. OBSBSABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIECTBA

Bcesika punvupana tabnetka cpabpika 300 mg anuckuped (kato xemudymapar) u 25 mg
XUJIPOXIOPOTHAZH].

|3. CNHMCBK HA TOMOIIHUTE BEIIECTBA

CLanxca JIAKTO3a U IMIICHUYHO HUIIICCTC.
3a JOITbJIHUTEIHA I/IH(bOpMaL[I/ISI BHMJKTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTRO B EJTHA OITAKOBKA

98 ¢hunmupaHu TadIeTKH

I'pynoBa onakoBKa ChCTOSIIA CE OT 2 OMAKOBIH, BCSAKA ChabpiKaiia 49 TabneTku.
280 pummupaHu TaOIETKH

I'pymoBa omnakoBka chcTOsIIA ce OT 20 OAKOBKH, BCSIKA ChAbpKama 14 TabaeTku.
90 ¢punmupanu TabIETKU

I'pymoBa omakoBKa chCTOSIIA Ce 0T 3 OIMAKOBKH, BCsKa ChIbpxkama 30 TabieTku.

‘ S. HAUYMH HA ITPUWIATAHE U ITBT/IIBTULIA HA BBBEXK/IAHE

IlepopasiHo npuiosetne
[Mpeau ynotpe6a mpodereTe IUCTOBKATA.

6. CUENUAJIHO NPEAYIIPEXAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT NNOT'JIEJJA U JOCET'A HA JJEITA

Ja ce cpxpaHsiBa Ha MACTO, HEIOCTHITHO 3 JIelia.

‘ 7. APYI'U CHEOUAJIHU ITPEAYIPEXIEHUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIHEHUAJIHA YCJI0BUA HA CbXPAHEHUE

Ja me ce cexpanssa Hag 30°C.
[a ce cpxpansBa B OpUTHHAIHATa OMIAKOBKA, 3a J]a ce IpeArna3y OT Biara.

10. CHEHOMWAJIHU NPEAIIAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIM OTHAABYHU MATEPUAJIUY OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB
OO0eaHEHOTO KPaJICTBO

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/683/068 98 punmupanu Tabietku (2x49)
EU/1/11/683/069 280 dbunmupanu tadnetku (20x14)
EU/1/11/683/067 90 ¢unmupasu Tabnerku (3x30)

13. HNAPTUAEH HOMEP

[Maptunen Ne

14. HAYMH EAOTIHIYCKAHE

JlexkapcTBEHUAT POIYKT CE OTITYCKa 10 JIEKapCKO MpecaHue.

‘ 15¢ “YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAJIOBA A3BBYKA

Sprimeo HCT 300 mg/25 mg
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JIMCTOBKA: UHOOPMALIUA 3A IIOTPEBUTEJIA

Sprimeo HCT 150 mg/12,5 mg ¢puamupanu TadjeTKn
Sprimeo HCT 150 mg/25 mg ¢puamupanu TadjeTKU
Sprimeo HCT 300 mg/12,5 mg ¢puamupanu TadaeTku
Sprimeo HCT 300 mg/25 mg ¢puamupanu TadjeTKu
Amuckupen/xuapoxmnoporuasun (Aliskiren/hydrochlorothiazide)

IIpoyeTeTe BHUMATEIHO USAJIATA JUCTOBKA, PN 1 3aM04YHETE a IpHMeMaTe TOBA JIEKaApCTBO.

- 3amazere Ta3u IUCTOBKA. MOXKE J]a ce HAIOXKH 12 s POYETETEe OTHOBO.

- AKO UMaTe HIKaKBHU JTOIMBIHUTEIHN BBIIPOCH, TONUTaiTe Barmms nexap niu gpapmaresT.

- ToBa nekapcTBO € mpeanucano JudHo Ha Bac. He ro npeorcTenBaiite Ha Ipyru xopa. To moike
Jla IM HaBpear, HE3aBUCHMO OT TOBa, Y€ TEXHUTE CUMIITOMH Ca ChITUTE KakTo Barmure.

- AKO HSIKOS OT HE)KEJTaHUTE JIEKAPCTBEHH PEAKINH CTAaHE CEPHO3HA WIIH 3a0eNeKuTe IPYTH,
HEOIMCaHU B Ta3W JIMCTOBKA HEXKETIAaHU peaklluu, MO yBegomeTe Bamus iekap mmu
(dhapmarieBT.

B Ta3mu qucroBKa:

Kakso mpencrasmsiBa Sprimeo HCT u 3a kakBo ce u3non3pa
[Ipenu na mpuemere Sprimeo HCT

Kak nma npuemate Sprimeo HCT

BB3MoxHU HEXeTaH! peakiuy

Kak na cexpanssare Sprimeo HCT

Jombaaurentna nHpopmanus

AN e

1. KAKBO INPEJCTABJISIBA SPRIMEG HCT U 3A KAKBO CE U3I10JI3BA

Sprimeo HCT TabneTku chappxKat JBE aKTHBHH BEIECTBA HAPEUCHU alTUCKUPEH U
xunpoxiaopotuasul. Y neere BemiecTBa/tlioMarar 3a KOHTPOJIa Ha BUCOKOTO KPbBHO HaJIsITaHEe
(xumepToHwUs).

AJ'H/ICKI/IpeH € BCHICCTBO, KOCTO MPHUHAAJICIKU KbM HOB KJIAC JICKAPCTBA HAPCUCHU I/IHXI/I6I/ITOpI/I Ha
PpCHHHA. Te mamansgBaT KOJIHYECTBOTO Ha MMPOU3BCIKAAHUA OT OpTraHN3Ma AHI'MOTCH3UH 1L
Axnrnorensud Il BOAU OO CBUMBAHC HA KPbBOHOCHUTC CbJOBEC, KOCTO IMOBHUIIIABA KPBBHOTO HAJISITaHE.
HamansBaneTo Ha KonuM4ueCTBOTO Ha aHTrHOoTeH3uH I mo3BossiBa Ha KPBBOHOCHUTC CHA0OBC [ia CC
OTIIYCHAT, KOCTO MOHW>KaBa KPBbBHOTO HAJISITAHEC.

XPI,Z[pOXJ'IOpOTHaSI/I)_I MNPUHAMJIC)KU KbM I'pyIia JICKApCTBA HAPCUCHU TUA3UIHU TUYPCTULIN.
XPI,Z[pOXJ'IOpOTI/IaBI/II[ yBCJIMN4aBa oOema Ha OTACJICHATA YpHHA, KOCTO CHIIO NOHU)KaBa KPbBHOTO
HaJsraHe.

BiicokoTo KpbBHO HaATaHe yBEIWYaBa HATOBApBAHETO HA CHPLETO U apTepuuTe. AKO TOBa
IPOABIDKABA 33 ABJIBI IEPUOJT OT BpEME, MOXKeE Jla yBPeAr KPbBOHOCHUTE ChI0BE B MO3bKa, ChPLIETO
W 0BOpennTe U MOXKe Aa JOBeAE A0 yAap, ChbpAeYHA HeIOCTaThYHOCT, HH(ApKT nin Ob0peuna
HepocTaThyHOCT. [IoHMKaBaHETO HAa KPbBHOTO HAJIATAHE 10 HOPMaJIHUTE CTOMHOCTH, HaMassBa
pHCKa OT HACTBIIBaHE HA TE3H 3a00JISIBAHUS.

Sprimeo HCT ce n3mnon3sa 3a aeueHUE Ha BUCOKO KPBbBHO HaJIAATAHEC.
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2.

INPE U JA IIPUEMETE SPRIMEO HCT

He npuemaiite Sprimeo HCT

aKo CTe aJepIUYHHU (CBPBbXUYyBCTBUTEIHH) KbM ATMCKUPEH WIN XUAPOXIOPOTHA3HI, KbM

Cyla(pOoHaMUIHH IPOU3BOAHH (JICKAPCTBEHU CPEACTBA, KOUTO CE U3IOI3BAT 32 JIEYEHUE Ha

IpbAHU MH(EKINT WM HHPEKIMN Ha MUKOYHUTE IIBTHIIA) WM KbM HIKOS OT OCTaHAJIUTe

cweraBku Ha Sprimeo HCT. Ako mucinTe, 9e MOXKe 1a CTe aJlepTUIHH He ITpueMaiite Sprimeo

HCT u nouckaiite cbBet oT Bamms jrekap;

aKo CTe IOJIy4aBaJl HAKOS OT CIEJHUTE (POPMHU HA aHTHOEAEM (3aTPYIHEHO AUIIAHE WU

IperabllaHe Wid IOAyBaHe Ha JHMLETO, IAHUTE U XOIWIaTa, OUYUTE, YCTHUTE W/UIIU €3HKa):

- AQHTMOEIEM IIPU IPHEM Ha ANHUCKUPEH;

- HACJICACTBEH aHTUOECM;

- aHruoezieM 0e3 N3BECTHA IPUYNHA;

ako cre OpemenHa cnex 3-us mecetl. (Ilo-mo6pe ma nzdsTBare ymotpedara Ha Sprimeo HCT u B

paHHa OpEMEHHOCT — BIDKTE pas3zen “‘bpemennoct”);

aKo cTe OpeMEeHHa MEKAY TPETHUS U JCBETHUS MECeLl;

aKo UMaTe CEPHO3HH YSPHOIPOOHHN WIIH CEPHO3HN ObOpETHH MTPOOIeMU;

aKo He MOXKeTe J1a OTIeNsITe ypuHa (aHypHs);

aKo MMaTe TBbP/E HUCKHU HUBA Ha KaJlUi WX HATPUH B KPBBTA, BHIPEKUILUEHHETO;

aKO MMaTe TBbP/E BUCOKU HMBA HA KAJILUN B KPBBTA, BBIIPEKH JICUSHHUETO;

aKo “Mare nojarpa (KpUcTaiu MMKOYHA KUCEIMHA B CTABUTE);

aKo IpueMaTe HUKJIOCTIOPUH (JIEKapCTBO, KOETO CE M3MO0I3Ba PY TPaHCIUIAHTAlMA 3

NPEIOTBpATsIBAaHE Ha OTXBBPJIIHETO HAa TPAHCIUIAHTUPAH OPI'aH WM MIPH HAKOU APYTH

3a00JsIBaHMs, HAIPUMED PEBMATOMIEH apTPUT WM aTONUHEH AEPMATHT), UTPAKOHA30I

(JIekapcTBO, KOETO Ce M3MO3BA 32 JICUeHHE Ha I’bOMYH MH(DEKIINN) WA XHHAIUH (JIEKapCTBO,

KOETO C€ M3I0JI3Ba 32 PEryIMpaHe Ha CbPACUHUS PUTHM).

aKo MMarte 3axapeH AuadeT Wi HapylleHa Ob0peuHa (PYHKIHS WIH Ce JIEKyBaTe ¢ HAKOH OT

CJICIHUTE KJIACOBE JIEKAPCTBA, U3II0JI3BAHH 3 JIYCHUE HA BUCOKO KPBBHO HAJSATaHE:

- “UHXUOUTOPH HA AHTMOTEH3WH KOHBEPTUPAIIUS €H3UM ', KaTO SHAIANPIIL, JIM3HHOTIPHII,
paMMIIpUI U Jp.

WwIn

- “aHrHOTEH3MH 2 peLenTopHi OoKepH” KaTo BajicapTaH, TeJIMHUCapTaH, UpOecapTaH u Ap.

AKO HSIKO€ 0T IOCOYEHHUTE ChbCTOSIMHUS ce oTHacst 3a Bac He npuemaiite Sprimeo HCT n
uHopmupaiite Bamus nexap.

OO0bpHeTe cienaJ IHO BHHMaHie npu ynorpebara Ha Sprimeo HCT

aKo nMmare Hapywehia.0b0peuna pyHkuus, Bamust nekap e oOMuciu BHUMATEIHO, Jallid

Sprimeo HCT e rioaxomsmny 3a Bac u Mmoxe fa moucka na Bu HabmoaBa BHIMATEIHO;

ako cre ObOPEeYHO TpaHCIUIAHTHPAHH;

aKko nMate npobieMu ¢ YepHHus ApoO;

aKo MMate npoOIeMHu ChC CHPLETO;

aKo TONydyaBaTe aHrMoeneM (3aTpyIHEHO JUIIaHe WK MPEribllaHe WK IoAyBaHe Ha JHULETO,

TUIAHWTE U XOAWJIAaTa, OUnTe, YCTHUTE U/WIIM €3UKa). AKO TOBa Ce CIIydH, CIIpeTe prueMa Ha

Sprimeo HCT u ce cBbpkere ¢ Bammus nekap;

aKo nMmare AuadeT (BUCOKM HUBA HA 3aXap B KPHBTA);

aKO MMaTe BUCOKU HHMBA Ha XOJIECTEPOJI MIIH TPUTIULIEPUIU B KPBBTA;

aKo nMmare 3a00sABaHe, HApPEUYEHO JIyIyC epuTemMaroaec (HapedeHo cbio “mymyc” unu “CJIE”);

aK0 MMaTe aJIeprus WIK acTMa;

aKO B3UMAaTe HAKOU OT CJIIETHUTE KJIACOBE JIEKAPCTBa, M3MOJI3BaHH 32 JICUEHHE Ha BUCOKO

KPBBHO HaJIATaHE:

- “UHXMOUTOPU Ha AHTMOTEH3UH KOHBEPTHPALLUS €H3UM ’, KaTO SHaJIapHJl, JTU3HHOIPHII,
paMUIIpUI U Jp.

170171

- “aHrHOTEH3MH 2 PEeLenTOpHH OJIOKepr™ KaTo BaJicapTaH, TeJIMUCapTaH, UpOecapTaH u Ap.
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- aKo CTe Ha JIMeTa C OrpaHNYaBaHe Ha COJITA;

- aKo UMaTe TIPU3HAId ¥ CHMIITOMH KaTo HeoOWJaiiHa skak/1a, CyxoTa B ycTaTa, 00IIa ciadocT,
CBHHJIMBOCT, MYCKYJTHHA OOJIKH WIIM KPaMIIH, TaJieHe, MOBPBIIaHe WA HEOONYaliHO ChprieOneHe,
KOHTO MOTAT J1a O3Ha4aBaT MpeKoMepeH ePeKT Ha XUAPOXIOPOTHA3UA (ChIBPIKAII ce B
Sprimeo HCT);

- aKo MMaTe KOXKHH PEaKIIiH, KaTo OOpUB CIIe]] H3/IaraHe Ha CIIBHIIE;

- aKo mMare orciabBaHe Ha 3pEHUETO WK 0O0JKa B OKOTO. ToBa MOXKe J]a ca CHMIITOMH Ha
MOBHIIIEHO HAISTAHE B OKOTO M MOXeE J1a Ce CIIYYH B PAMKHTE Ha YaCOBE JI0 CEIMHUITH CIIE]T
3anouBane Ha mpuema Ha Sprimeo HCT. ToBa Moxe na moBeze 10 TpaHO 3PUTEITHO
YBpEXKIaHe, aKO HE CE JIEKyBa.

AKO HsIKOe 0T H30POEeHUTe CHLCTOSTHUA ce OTHacs 3a Bac, nndgopmupaiite Bammus jgexap.

TpsaOBa ma xaxxkeTe Ha Bamms jekap, ako cre (WM MHCIUTE, Y€ MOXKE Ja CTe) OpeMeHHa. Sprinieo
HCT ne ce npemnopbuBa 1Mo BpeMe Ha paHHa OpEMEHHOCT M He TPsAOBa Ja ce mprueMa ako cTe OpEMeHHa
cien 3-us Mecell, Thil KaTo MOXKE Ja NPUYMHH CEpPHO3HO yBpekaaHe Ha Bamero 6¢6e; ako ce
ynoTtpe0siBa pe3 To3u mepuo (BIkTe pasnen “bpemenHoct”).

He ce mpenoppuBa yrotpedara Ha Sprimeo HCT mpu nenia u roHOIIH Ha BB3pacTyio-18 roanHu.

IIpuem Ha Apyru JiekapcTBa
Moust unpopmupaiite Bammus jiekap njim papManeBT, AKO PUEMaTe MM HACKOPO CTe
npHeMaJu APYry JeKapcTBa, BKINYUTEIHO U TAKHBA, OTIIyCKaH# 0€3 pelenTa.

Oco06eHo BaxHO € a HHPOpMHUpATe BalIKs JeKap, ako MPUEeMaie HIKOe 0T H30POEHUTE JIEKapCTBa!

- JUTUH (JIEKapCTBO M3II0JI3BAHO 32 JICUCHUE HA HIKOHU BUIIOBE ACIIpecus);

- JIeKapCTBa U BELIECTBA, KOUTO MOBUILIABAT HUBOTO HA KaJUil B KPbBTa. Te BKIIOUBAT KaJHEBU
J00aBKHU WM 3aMECTUTENN Ha CONITA, ChABPKAIIN KaJIMH, KaIui-ChbXpaHsIBallH JEKapCTBa U
XETIapyH;

- JIeKapcTBa, KOMUTO MOTAT Jja HaMaJIsIT KOJIFYECTBOTO Ha KaJlusl B KPBBTA, KATO JUYPETULH
(oTBOIHSABAIIYM TAOIETKH), KOPTUKOCTEPOH /U, TAKCATUBH, KAPOCHOIOKCOH, aM(DOTEPUITNH HITH
neHuIme G;

- JIEKapcTBa, KOUTO MOTaT Jla HHAYLUpPAT “‘torsades de pointes” (HeTIpaBUIIEH ChPACUEH PUTHM),
KaTo aHTHAPUTMHLM (JIEKapCTBa, KOUTO ce U3II0J3BaT 3a JICUCHNE Ha ChbPACUHH Npo0IeMu) u
HSIKOW aHTUIICUXOTHIIN;

- JIeKapcTBa, KOMUTO MOTaT Jja HaMaJIsIT KOJIMYECTBOTO HA HATPUH B KPBBTA, KATO
AQHTHUJETIPECAHTH, aHPUHCUXOTHIIN, aHTHETTWIICNTUYHH JIeKapcTBa(KapOaMasenuH);

- 0OJTKOYCITOKOSIBAII K4TO HECTEPOUIHU MPoTHBOBB3NanuTenau cpeactea (HCIIBC),
BKJIIOUHTENTHO CENEKTUBHU LIUKJIOOKCUTeHa3a 2 nHxuouropu (Cox-2 HHXUOUTOPH);

- JieKapcTBa 3a TIOHIDKaBaHe Ha KPbBHOTO HAJSITaHE, BKIFOUUTETHO METUIIIONA;

- JIeKapcTBa'3a NOBUIIaBaHE HA KPPBHOTO HAJISITAHE, KATO HOPAaJAPEHAINH HIIH aJjpeHaliH;

- JUTOKCUH MJIM IPYTU IUTUTAIMCOBHU TIMKO3UAM (JIEKapCTBa, U3MIOJI3BAaHH 3a JICUEHHE Ha
CBHPASYHU IPOOIEMHN);

- BuTamMuH D u kanuuesu conu;

- JieKapcTBa 3a JIedeHUe Ha AuadeT (MepopaiHu CpeCTBa KaTo METPOPMHUH WM HHCYIIHH);

- JIeKapcTBa, KOMUTO MOTaT Jia MOBUIIAT HUBOTO HAa KpbBHATA 3axap Kato Oera OJOKepH U
JINa30KCU;

- JIeKapcTBa 3a JICYeHUE Ha TI0Aarpa, KaTo ajJonypHHOI;

- AHTHXOJIMHEPTHYHH CPECTBA (JIEKapCTBa, KOMTO C€ M3IIOJI3BAT 3a JICUEHHE Ha penuia
3a00JsIBaHMs KaTO CTOMAILIHO-YPEBHH CIIa3MH, CIIa3bM Ha MUKOYHUS MEXYp, aCTMa, MOPCKa
Ooect, MyCKyJIHH cria3Mu, OosecT Ha [lapkuHCOH 1 KaTo 4acT OT JIeKapcTBaTa MpH aHEeCTe3us);

- aMaHTaIuH (JeKapcTBO, KOETO CE M3I0JI3Ba 3a JeueHne Ha OosectTa Ha [lapKUHCOH, a chILo U
3a JIeYeHHE Ha U MpeJna3BaHe OT OlpeaesieHH 00IeCTH, NPUYNHEHH OT BUPYCH);

- XOJIECTUPAMHH, XOJIECTUIION WM APYTH CMOJIH (BEIECTBa, U3IIOJI3BAHHU MPEIUMHO 3a JICUCHHE
Ha MMOBHIICHN HUBA HAa JMIIUANTE B KPHBTA);

- LUTOCTAaTHLH (M3II0JI3BAT C€ 32 JIEYUEHUE Ha paK), KaTo METOTpeKcaT Win nukiodochamu;
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- MYCKYIJTHH PeJIaKCaHTH (JICKapCTBa 3a OTIYCKaHe HA MYCKYJIHTE, KOUTO C€ U3IOI3BAT MO BpeMe
Ha OTICPAaIHHN);

- AIKOXO0JI, CbHOTBOPHH W aHECTETHUIM (JIEKapCTBa, KOUTO ITO3BOJISBAT MAIIMEHTHTE J1a O'bIaT
MOJTO’KEHH HA XUPYPTUYHHU OTICPAIMH U JIPYTH MaHUITYJIAIH);

- HOMHM KOHTPACTHH BEITECTBA (CPEICTBA, KOUTO CE U3IOI3BAT ITPH 0Opa3HU N3CIICIBAHNSA);

- JIeKapCTBa 3a JICUCHUE Ha apTPUT.

Mosxke 1a ce Ha10ku BamusaT Jiekap Aa npoMeHu Ao3ata Bu u/uim 1a B3eMe Apyru npeana3sHu

MepPKH, aKO MpHeMaTe eIHO OT CJIeIHUTE JIeKapcTBa:

- ¢bypo3zemu, JIeKapCTBO MPUHAIECKAIIO KbM IPpyIia, U3BECTHA KaTO TUYPETHIIN WIIN
00e3BoHABaIIN TabJIETKH, KOETO Ce M3I0JI3Ba 32 yBeITNYaBaHe KOIMYECTBOTO HA OTIENITHATa
YypuHa;

- HSKOM JIEKapCTBa 3a JieueHne Ha WH(EKINN KaTo KeTOKOHA30IT;

- BeparaMmuI, JIEKapcTBO, KOETO ce M3IOJI3BA 3a MOHIKAaBaHe Ha KPBBHOTO HaJSTaHe, 32
peryivpaHe Ha CbpACYHUS PUTHM WM 3a JIEUeHUE Ha CTEHOKAPIHS.

ITpuem na Sprimeo HCT ¢ XxpaHu 1 HAaMUTKH
TpsioBa ga mpuemare Sprimeo HCT ¢ neka XxpaHa BeIHBX JTHEBHO, 33 IPEAIOYNTAHS TIO €HO U CHIIO0
Bpeme. He Tpsi6Ba na npuemate Sprimeo HCT eqHoBpeMeHHO ChC COK OT TpeHRdipyT.

Bpemennoct

Tps6Ba na kaxxete Ha Bamms nekap, ako MUCIIUTE, 4e cTe OpeMEeHHa Wil € Bb3MOXKHO Ja
3abpemeneere. 1o mpaBuio Bammsit nexap me Bu mockBeTBa ma ciipete mpuema Ha Sprimeo HCT
Tpenu 1a 3adpeMeHeeTe il B MOMEHTa, B KOUTO pazdepere, ue £1e GpeMeHHa u e Bu mockBeTBa ga
B3eMeTe Apyro JexapcTtBo BMecTo Sprimeo HCT. Sprimeo HCT He ce mpenoppuBa mmo Bpeme Ha
OpeMeHHOCT U He TpAOBa J1a ce prueMa aKo cTe OpeMeHHa CIC]] 3-1sl Mecell, Thi KaTo MOXe Ja
MIPUYUHH CEpHO3Ha Bpena Ha Bamero 6ebe, ako ce u3mon3Ba ciel TpEeTUsl Mecell 0T OpeMEHHOCTTa.

Kbpmene

HNudopmupaiite Bamms nexap ako KbpMHTE HiTii Bh3HaAMepsABaTe Aa Kbpmute. JleueHnero ¢ Sprimeo
HCT ne ce npenoppyBa Ha Mailky, KOUTO KepMAT U Bamusr nekap moxxe n1a Bu Ha3Hauu Apyro
JIeYCHHE, aKO UMaTe KeJlaHHE Aa KbPMUTE.

ITocwBetBaiiTe ce ¢ Bammus nexkap mum dapmaneBT npean ynorpebdara Ha KOETO U Aa € JICKapCTBO.

lo¢gupane u padoTa ¢ M2ILMHU

[Tono6HO Ha MHOTO IpYyT¥ JIEKApCTBa 3a JEUCHHE Ha BUCOKO KPBBHO HaJIsITaHE, TOBA JIEKAPCTBO MOKE
na Bu Hakapa na ce ngtyBeTBaTe 3aMassHU. AKO MOJIyYUTE TO3M CUMITOM HE Iodupaiite u He
paboTeTe ¢ HHCTPYMEHTH WIIM MAILIHHU.

Baxna nHdopManus 0THOCHO HAIKOM OT cheTaBKUTe HA Sprimeo HCT
Sprimeo HCT cpabprka nakro3a (Minedna 3axap). Ako Bammsrt nekap Bu e xa3ai, ue numate

HCIMOHOCHMOCT KbM HAKOU 3axXapu, IIOCHBETBAMUTE CE C HEro, nNpeaun a B3€METC TO3U IIPOAYKT.

Sprimeo HCT cpabpika nmimeHu4HO HAmIecTe. To e moaxoasmo 3a xopa ¢ nposmakus. [laruenty c
ajieprust KbM MIICHUNA (pa3IrudHa OT I[bOJMAKKUs) He TPAOBa J1a MpUeMaT TO3U MPOIYKT.
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3. KAK JA IIPUEMATE SPRIMEO HCT

Bunaru npuemaiite Sprimeo HCT Touno kxakTo Bu € ka3an BammsT jiekap. AKO HE CTE CUTYPHH B
HeIo, TonnTaiTe Bammws ekap nimu dhapMaresnT.

Ob6wnyaitaara mo3a Ha Sprimeo HCT e egna tabnerka qaesHo. [lorremaiite TabmeTkara msia ¢ MaJIKo
Boaa. TpsoBa na mpuemare Sprimeo HCT ¢ neka xpaHa BeIHBX JHEBHO, 32 MPEIIIOYNTAHE TI0 €THO U
ChINO BpeMe Bceku aeH. He Tpsosa na mpuemare Sprimeo HCT cbe cok ot rpeiindpyT. [1o Bpeme Ha
JICUCHHUETO € Bh3MOXKHO J]a KOpUTHpa Jj03ata By B 3aBUCHMOCT OT MOBJIMSABAHETO HA KPBBHOTO B
HaJIsATaHe.

Sprimeo HCT Moxe ma Bu e npeamnucan, 3aoTo MpeaxoaHoTo By gedenne He BOIU 10 JOCTATHIHO
MOHI>)KaBaHE Ha KpbBHOTO By Hansrane. B TakbB cinyyail, Bamusat nekap nie Bu kaxe kak ga
MpEeMUHETE OT ToBa JiedeHue kbM Sprimeo HCT.

AKO cTe npueJiu moBeye OT HeoOxoauMarta no3a Sprimeo HCT
AKo ciydaiiHO cTe mpuenu npekaneHo MHoro tadietkn Sprimeo HCT, He3abaBHO c& CBBpIKETE C
nekap. Mosxe J1a ce HyX/1aeTe OT MEIUIIMHCKU TPYKU.

AKo cte nponycHauu aa npuemere Sprimeo HCT

AKO cTe MpoITyCHaII J1a IPHEeMeTe €Ha 1032 OT JICKapCTBOTO, B3€METE 5 BeHAara 1IIOM CE CETUTE U
CJIe]] TOBa MpUEMETE CIIe/IBaIlaTa 103a B 00MYaiiHOTO 3a TOBa BpeMe. (A0, ob6aye, € IOYTH BpeMe 3a
Bamara cneiBama 103a, mpocTo TpsOBa J1a MpUeMeTe cieaBaaTa Tabiietka B o0n4aiftHoTo Bpeme. He
B3eMaiiTe JBOIHA /032 (1B TaOJIETKN HABEIHBK ), 32 1a KOMIIEHCHPATE MPOITyCHATATa Ta0IeTKa.

He crnmpaiiTe npuema Ha TOBa JIEKapCTBO, JOPH, aKO ce YypcTBare m00pe (ocBeH ako BamusT nexap
He Bu xaxke f1a ro HarpaBuTe).

XopaTa, KOUTO UMaT BUCOKO KPbBHO HAJSITaHE YecTo He 3a0ensa3BaT HUKaKBH Oene3u Ha mpolieMa.
MHoOro OT TAX MOJE J1a C€ YyBCTBAaT ChbBCEM HOPMaJIHO. MHOTO € Ba)KHO /1a IpUeMare TOBa JEKapCTBO
TOYHO KakTo Bu e ka3an Bamms nexap, 3a na {1oiyunre Hail-qo0pu pe3yaTaTu U Ja HaMaJIUTe PUCKa
0T HekesaHu peakuuu. Cria3paiiTe onpenesiieHUTe NOCEIIEHHs IIPU JIEKaps JOPH Jia C€ YyBCTBATe
nmo0Ope.

AKO MMaTe HKAKBHU AONbJIHUTEHI BbIIPOCH, CBbP3aHU ¢ YIIOTPe®aTa Ha TO3M NMPOAYKT, MOJIA
nonuraiite Bamus Jiekap win ¢apmanesT.
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4. BBb3MOXHU HEXXEJIAHU PEAKIIMN

Kaxrto Bcuuku nekapctBa, Sprimeo HCT mMoske ma nmpenn3BruKa HeXXEIaH! PEeaKIIiK, BEIIPEKH ue He
BCEKH T MOITy4aBa.

AKO HSKOS OT HEXKEJIAaHUTE JICKAPCTBCHU PEaKI[K CTaHE CEPHO3HA WM 3a0eNIeKUTE PYTH,
HEOMHMCAaHU B Ta3W JIMCTOBKA HEXEIIAaHH PEeaKIluK, MOJIsl yBeoMeTe Bams nekap uinu hapManesT.
Mosxe ma ce HaJoXu Ja crupere mpuema Ha Sprimeo HCT.

HexemanuTe nekapcTBeHH peaKIiy, ChOOIIEHN B X0/1a HA KIIMHUYHHUTE TIPOYIBAHIS [IPH MMAITUEHTH,
nexyBanu ¢ Sprimeo HCT ca:

Yectu (3acarat no-mMaako ot 1 Ha 10 manueHTH):

. Huapust.

Kakro IIpHU BCAKa KOM6I/IHaI_II/I$[ Ha ABC aKTHUBHU CBCTABKH, HC MOXKC J1a CC U3K/IIIOYH IT0ABATA Ha
HEXCIIaHU JICKaPCTBCHU PE€AKIIUU, CBbP3aHU C BCIKAa €1HAa OT CbCTAaBKUTE IMTOOTACIIHO.

AJNMCKUpEH:

Yecru (3acarar no-manko ot 1 Ha 10 manueHTH):
. Huapus

o CraBHa 60Ka (apTpanrus)

. Bucoko HMBO Ha KaJuid B KpPbBTa

. 3amasiHOCT

Heuectn (3acarar no-manko ot 1 Ha 100 manmenTn):

o KosxeH oO6puB (MOXe ChILO Taka J1a € IPU3HAK Ha AIEPGUYHU PEaKMU WIN HA aHTHOEIEM —
BUXTE ,,PeIkn” HeXKeTaH! PeaKIiy I0-10ITy)

o brOpeunn nmpoGiieMu, BKIFOYUTETHO ocTpa Ob6pedHa HeIOCTaTHYHOCT (CHITHO HaMaJIsiBaHe Ha
KOJINYECTBOTO Ha OTJIEJICHATa YPHUHA)

o OToOK Ha JJIaHUTe, TIIE3CHUTE WU CThIANaia (TIepuQepHr OTOIIH)

o TeXKH KOKHH peakuuu (TOKCHYHA enuiepMaliHa HEeKpOIn3a W/WIK peakuy Ha ycTHaTa

JUIeBHUIA — 3a4EPBsIBaHE Ha KOXKaTa, MEXypH 110 YCTHUTE, OUUTE UM yCTaTa, JIIOLICHE Ha
KO>KaTa, BUCOKa TeMIIepaTypa)
o Hucko kpbBHO HansArane

Penku (3acsrar nmo-manko otd Ha 1 000 marmeHTH):

L4 AJ'IepFI/I‘IHI/I peakuui (peaKLII/II/I Ha CBp”bXIIYBCTBI/ITeJ'IHOCT) W aHTHOCIEM (LIHI/ITO CHUMIITOMHU
MOrat Aa BKIKOYBaT 3aTPYAHCHO AUIIAHE WJIN MTPETIJIbIIAHEC, O6pI/IB, C’Lp6e)¥(, YpTUKapua Uin
OTOK Ha JIULICTO, AJIAHUTC U CThllajlaTa, OUUTC, YCTHUTC H/WIH €C3HKa, SaMaSIHOCT)

L4 [ToBumaBatie Ha HUBOTO Ha Kp€aTuHHHA B KPbBTA

XuapoXIOpOTHAZH/T;

MHoro wectu (3acarar nmoseue ot 1 Ha 10 manuenTn):
° Hiicku HUBa Ha Kajauil B KpbBTa

. IloBumaBaHe Ha TUNHIUTE B KPBBTA

YectH (3acgarar nmo-maiko ot 1 gHa 10 manmeHTn):

o Bucoku HUBa Ha MMKOYHA KUCEJIMHA B KPBBTA

. Hucku HuBa Ha Marsesuii B KpbBTa

. Hucku HuBa Ha HaTpU B KPBBTA

o 3aMasHOCT, NPUJIOIIABAaHE NIPU H3MPaBsIHE

o Hamanen anerur

o l'anene n noBpswLIane

o Cop0siiy 0OpuB 1 APYTH BUIOBE OOpUB

o Hecnoco6HocT 3a nocTurane i noaabpikaHe Ha epeKus
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Penxu (3acsrar mo-manko ot 1 Ha 1 000 manmeHTH):

Hucku HuBa Ha TpoMOOIIMTHTE (TIOHSAKOTA C KHPBEHE WJIH MTOJTydYaBaHEe HA CHHUHHU I10 KOXKaTa)
Bucoku HuBa Ha Kajauii B KpbBTa

Bucoku HuBa Ha KpbBHA 3axap

Bromapane Ha muabera

Jlomro HacTpoeHue (mempecus)

Hapyienust Ha cbHA

3amastHOCT

I'maBo6omnme

M3TpbnBane win CKOBaHOCT

3puTeNnHN HApYyIIECHUS

HenpasuneH cbpaedeH puTbm

CromarieH TucKoMpopT

3armex

Huapust

UepHOIpOOHH HAPYIICHUS, KOUTO MOTAT J]a c€ MPOSBAT €IHOBPEMEHHO C IOXEBIITABAaHE HA
KOXKaTa U OYnTe

[loBuieHa 9yBCTBUTETHOCT HA KOXKATa MPH U3JIaraHe Ha CIIHHIIE

I'mroko3a B ypuHata

MaHuoro penku (3acsirat no-Maiko ot 1 #a 10 000 namuenTn):

Bucoka temneparypa, Bb3MalleHO T'hPII0 WK aTH B ycTdTa, MO-4ecTH HHPEKIHHU (JTUICa HITH
MHOTO HUCKH HUBA Ha OeNnTe KPbBHU KIIETKH)

bnena koxa, ymopa, 3a1yX, IOTbMHSIBAaHE Ha YPUHATRA (XEMOJUTHYHA aHEMHS)

OO0puB, cbpOEK, yPTHKAPHSL, 3aTPYTHEHO TUINAHC WK TIPETIbIIaHe, 3aMasHOCT (PeaKIuy Ha
CBPBXYYBCTBUTEITHOCT)

O0BpKaHOCT, yMOpa, OTPENBAHE HA MYCKYJIUTE U ClIa3MH, YCKOPEHO JHIIaHe
(XHTIoXJI0peMHIYHa alTKaIo3a)

3aTpyHEHO JUIIaHe ¢ BUCOKA TEMIIEPATYPa, KaIlJIUIA, CBUPEHE Ha I'bPIUTE, 3a1yX
(pecnupaTopeH JUCTpecC, BKITIOMUTEIHO MTHEBMOHUT U O€JI0IPOOCH OTOK)

CurnHa OoJka B TOpHATa 4acT-Ha cToMaxa (TTaHKPeaTHT)

JlunieB 0OpuB, 60JIKa B CTABUIE, MyCKYJIHU HAPYILICHHS, BUCOKA TeMIepaTypa (JIymyc
EpUTEMaTO/IEC)

Bb3naneHnue Ha KPhbBOHOCHUTE ChJIOBE ChC CUMIITOMU KaTO OOPUB, BUOJIETOBO-YEPBEHHU TE€THA,
BHCOKA TeMITeparypa (BaCKyJIuT)

TexKH KOKHU. 3a007iIBAHNS, TPUYUHSBAIIM 00PHB, 3aUepBsiBaHe, 00pa3yBaHe HA MEXYPH 110
YCTHUTE, OMUTe WM yCTaTa, OeleHe Ha KOXKaTa, TIOBUINIEHA TeMIepaTypa (TOKCHYHA
enuIepMalsa HEKPOJIHu3a)

C HeusBeerda yecTora (OT HAUIMYHUTE JJAHHU HE MOKeE J1a ObJi€ HallpaBeHa OIIEHKA):

Crniaboct

llony4aBaHe Ha CHHUHH U T€XKKH WHPEKIMH (aracTUIHA aHEMUS)

HamansBaHe Ha 3peHHETO WK 0O0JIKA B OYHUTE MOPAIN MOBHUIIICHO HANSATAaHE (Bh3MOXKHU
CHUMIITOMH Ha OCTpPa 3aKPUTOBI'BIIHA TJIAyKOMA)

CepHro3HO KOKHO 3200JsIBaHe, KOSTO MpeAN3BUKBa 00pPHUB, 3aUuepBsIBaHE Ha KOXKATa,
MoJTyYyaBaHe Ha MEXYpPH IO YCTHUTE, OSJIeHe Ha KOXKaTa, BUCOKa TeMIieparypa (epurema
MmyaTudopme)

MycKynHY cria3Mu

CuiHO HamallsIBaHe Ha KOJIMYECTBOTO Ha OT/eIeHaTa yprHa (Bh3MOXKHU NPU3HALN Ha
0BOpeuHn HapyIeHus Wik ObOpeYHa HEOCTATHYHOCT), CIIA00CT (acTEHU)

Bucoka temneparypa
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5. KAK JA CBXPAHSBATE SPRIMEO HCT

Jla ce cpXpaHsBa Ha MSCTO, HEJOCTHITHO 3a JIeTla.

He uznomspaiite Sprimeo HCT ciien cpoka Ha TOTHOCT, OTOETA3aH BhPXY KapTOHEHATa OIaKOBKa.
CpOKbT Ha TOJTHOCT OTTOBAPS Ha TIOCIICAHUS JICH OT MMOCOYCHHS MECEIL.

Ja me ce cexpanssa Hag 30°C.

Jla ce chXpaHsiBa B OpUTHHAJIHATA OMIAKOBKA, 3a JIa c€ TPEJINasu OT BIiara.

6. JOITBJIHUTEJIHA HHOOPMALIUA

KakBo cbabp:ka Sprimeo HCT

- Beska punvupana tabnerka Sprimeo HCT 150 mg/12,5 mg cpabpika 150 mg anuckupen (Kato
xemudymapar) u 12,5 mg xunpoxsiopoTrasui. Jpyrure ChbCTaBKU ca: MEKPOKPHCTaIHA
LIeJTyJ103a, KPOCIIOBUIOH, JIAKT03a MOHOXHUPAT, MNIIEHUYHO HUILIECTE, IIOBUI0OH, MATHC3UCB
cTeapar, KOJOuAEH 0€3BO/ICH CUIMLIUEB TUOKCH], TAJIK, XUIIPOMEI03a, MAKpOIQJl, THTAaHOB
mokenn (E171).

- Bceska punvupana tabnetka Sprimeo HCT 150 mg/25 mg cpappixa 150 mg asiuckupeH (kaTo
xemMudyMapar) u 25 mg XuapoxIopoTHa3ul. J[pyrure cbCTaBKH ca: MUKPOKPHUCTATHA
LIeJTyJ103a, KPOCIIOBUIOH, JIAKT03a MOHOXHUIPAT, MIICHUYHO HUILECTE, [LOBUI0H, MarHe31eB
cTeapar, KOJOuAEH 0e3BO/ICH CUIMLIUEB TUOKCH], TANIK, XUIIPOMEsI03a, MAKpPOIr'oJl, TATAHOB
muoxcun (E171), uepBen xenesen okcun (E172), xbaT xenesen okeun (E172).

- Bcesika punvupana tabnetka Sprimeo HCT 300 mg/12,5 mg'cenbpika 300 mg anuckupeH (Kato
xemudymapar) u 12,5 mg xunpoxiopoTrazua. Jpyrure CHCTaBKH ca: MEKPOKPHCTaTHA
LIeJTyJ103a, KPOCIIOBUIOH, JIAKTO3a MOHOXHUIPAT, MIICHHYHO HUILIECTE, IOBUI0H, MarHe31eB
cTeapar, KOJOuAEH 0e3BO/ICH CUIMLIUEB TUOKCH], TallK, XUIIPOMEI03a, MAaKpPOIr'oJl, TATAHOB
muokcun (E171), uepBen xenesen okcun (E172), uepen xenesen okcun (E172).

- Bceska punvupana tabnetka Sprimeo HCT 300.mg/25 mg cpappixa 300 mg anvickupeH (kaTo
xemMudyMmapar) u 25 mg XuapoxIopoTHastijL, Jpyrure chbcTaBKH ca: MUKPOKPHUCTATHA
LIeJTyJI03a, KPOCIIOBUIOH, JIAKTO3a MOH@X PAT, MIICHUYHO HUILECTE, IIOBUI0H, MarHe31eB
cTeapar, KOJOuAeH 0e3BO/ICH CUINLIEB TUOKCH], TAJIK, XUIIPOMEI03a, MaKpOIroJl, TATAHOB
muoxcun (E171), uepBen xenezen okcun (E172), xbat xxene3eH okeun (E172).

Kak n3raexna Sprimeo HCT n KaxB0 cbAbpKa 0IAKOBKATA

Sprimeo HCT 150 mg/12,5 mg ¢rwimupanu tabiaeTku ca 6enu, oBaTHH (GUIMHUPaHU TaOJIETKH C
otnieyarano “LCI” or enHaractpana u “NVR” ot apyrara.

Sprimeo HCT 150 mg/25'mg ¢dunmupanu TabiaeTku ca 0J1eA0KbITH, OBAIHU (PUIMHPaHU TaOJIETKH C
otneuvarano “CLL” or'egnata ctpana u “NVR” ot gpyrara.

Sprimeo HCT 300 mg/12,5 mg ¢punMupanu TabJIETKH ca BHOJIETOBOOEIH, OBATHU (PHIMUPAHU
tabnetku ¢ otnedaraHo “CVI” ot ennara crpra u “NVR” ot npyrara.

Sprimeo HCT 300 mg/25 mg ¢unmupanu TablIeTKH ca CBETIOKBITH, OBATHN GUIMHPAHH TaOJIETKHU C
otneyatano “CVV” ot ennata ctpana u “NVR” or apyrara.

Sprimeo’HCT ce npennara B omakoBky, chabpxantu 7, 14, 28, 30, 50, 56, 90 niu 98 TabneTku.
QitraxoBkuTte, cpappxamy 90 (3x30), 98 (2x49) mmm 280 (20x14) TabneTku ca TpynoBy OMTAKOBKH.

He Bcuukn BHUJOBC OIMAKOBKHU U KOHICHTPALIMXU MOTAT [a CC peajiarat BbB Bamrara CTpaHa.

IIpuTe:xaTes Ha pa3pelleHUETO 32 yoTpeda
Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

O0earHEeHOTO KPaJICTBO
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IIpousBoauTe

Novartis Farma S.p.A.

Via Provinciale Schito 131
I-80058 Torre Annunziata/NA
Urtanusa

3a mompIHUTETHA WHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATTHUS

NpeJICTABUTEN Ha MIPUTEKATENS Ha pa3pelIeHueTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2246 16 11

bbarapus
Novartis Pharma Services Inc.
Temn.: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911273 0

Eesti
Novartis Pharma Services Inc.
Tel: +372 66 30 810

EAlLada
Novartis (Hellas) A.E.B.E.
TnA: +30 210 281 17 12

Espaiia
Novartis Farmacéutica,'S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: 4331 55 47 66 00

Ireiand
Novartis Ireland Limited
Tel: +353 1 260 12 55

Island
Vistor hf.
Simi: +354 535 7000

Italia
Novartis Farma S.p.A.
Tel: +39 02 96 54 1
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Luxembourg/Luxemburg
Novartis Pharma GmbH
Tél/Tel: +49 911 273 0

Magyarorszag
Novartis Hungaria Kft. Pharma
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services'Ine:
Tel: +356 2298 3217

Nederland
Novartis Pharima B.V.
Tel: +31 2637 82 111

Norge
Novartis Norge AS
T +47 23 0520 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal

Novartis Farma - Produtos Farmacéuticos, S.A.

Tel: +351 21 000 8600

Romaénia

Novartis Pharma Services Romania SRL

Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenska republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 (0)10 6133 200



Kvnpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

Novartis Pharma Services Inc. Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

Lietuva

Novartis Pharma Services Inc.
Tel: +370 5 269 16 50

JlaTa Ha oCJIeTHO 0]00peHre Ha JTUCTOBKATAa

ITonpoOHa mHpOpManHs 3a TOBA JEKAPCTBO € MMPeI0CTaBeHa Ha yebcaiita Ha EBporeiickaTa areHIms
10 JIeKapcTBara http://www.ema.europa.eu.
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