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MINLAHWTERHA ATEHUARA NG NEXAPLTEATA

1. UME HA JIEKAPCTBEHHA NIPOAYKT KD@ImKa XaDaKMSPLCITIUKE Ha NPogYKMa  [TpuAOKarue |

Lo Leoly¥/ &5/ 3o /f/
Kﬂpﬁ“l{UMﬁH 8 mgflz,s mg TaﬁneTKH KbM Pe&_._f}’! .r.""....................-.4_._....../.....”.4.....”-...."
Kapbuxom6u 16 mg/12,5 mg rabnerku Paspeiwerive Ne 46 -01- 0N
Kapbuxombu 32 mg/12,5 mg tabnetku BG/MA/MP - 6%50'5 ......... 1Bﬂ ................

KapOukombu 32 mg/25 mg tabnetku

Karbicombi 8 mg/12.5 mg tablets
Karbicombi 16 mg/12.5 mg tablets
Karbicombi 32 mg/12.5 mg tablets
Karbicombi 32 mg/25 mg tablets

2. KAYECTBEH U KOIHYECTBEH CHCTAB

Kapbukom6u 8 mg/12,5 mg tabnetkn

Bceaka tabnerka coabpxka 8 mg kaHpecapran umnekcerun (candesartan cilexetil) n 12,5 mg
XHIPOXJIOPOTHA3HA (hydrochlorothiazide).

Kapbuxomdu 16 mg/12,5 mg rabnerku

Beaxa rabnerka cpabpixa 16 mg KaHaecapTan nuAekceTHn (candesartan cilexetif) u 12,5 mg
xugpoxnoporuazull (hydrochlorothiazide).

Kapbukomtu 32 mg/12,5 mg raGnetku

Bcsaka tabnerka cvabpxa 32 mg KaHAecapTaH UMACKCETHN (candesartan cilexetil) u 12,5 mg
XHAPOXTIOpOTHA3UA (hydrochlorothiazide).

Kapbukombu 32 mg/25 mg rabnerku

Besika Tabnerka cuAbpka 32 mg KaHzaecapTaH LMIEKCeTHN (candesartan cilexetil) u 25 mg
xuapoxnopotuasu (hydrochlorothiazide).

IToMOIHO BEIECTBO C U3RECTHO AEHCTBHE:
8 mg/12,5 mg 16 mg/12.5 mg 32 mg/12,5 mg 32 mg/25 mg
JlakTo3a 73,06 mg 65,46 mg 142,79 mg 130,91 mg

3a [TbJHHA CTHCHK Ha MOMOIIHNUTE BELLIECTBA, BIDKTE TOYKA 6. 1.

3. JEKAPCTBEHA ©®OPMA
Tabnerka

KapbuxomOu 8 mg/12,5 mg tabnetku ca 6enu, ABONHOM3MBKHAIN, OBAJIHH, C AETUTEIHA YEPTa OT
€HaTa CTpaHa.

Jenurennara 4epra € caMo 32 YISCHABAHE HA CUYNBAHETO C Ll TIO-JIECHO NOTNBINAHE, 4 HE 3a
pa3gensHe Ha paBHUA JO3H.

Kapbukom6bm 16 mg/12,5 mg rabnetkn ca 6neno po3oeH, JBOHHOHITBKHAIH, OBA/IHH, ¢ AENHTENHA
YyepTa OT e/lHaTa CTPaHa.

HendTenHara 4epta € caMo 3a YIECHABAHE Ha CYYTIBAHETO € Lie) MO-IECHO NOrTbIIAHE, a HE 33
pazaeisHe Ha paBHA JO3M.

Kapoukomou 32 mg/12.5 mg tabnerku ca ®uITeHHKaBO- OesiH, ABOHHOU3IBKHAH, OBAJIHH, C
Ne/IMTENHA YE€PTa OT €AHaTa CTpaHa.

JlenuTenHara 4epTa € caMo 3a YIECHABAHE Ha CYYTBAHETO C L MO-JIECHO NOrJTh
pa3aensHe Ha PaBHH H03H.

KapOnkomOn 32 mg/25 mg TabneTwn ca 6rieno po3oBu, IBOHHON3TLKHAIH, OB
YyepTa OT €/IHaTa CTpaHa.

Tabnerkara Moxke na 6bae pa3/iesIgaHa Ha PaBHH J03H.




4, KJIAHHWUYHHU JAHHH
4.1 TepaneBTHIHH NOKAIAHH
KapOukombn € nokasaud 3a:

JleueHHe Ha €CEHLMATHA XMIIEPTOHHUA [IPH BE3PACTHH MALUEHTH, MIPH KOUTO KPBBHOTO HANIATAHE
HE C& KOHTPOJIHPa OIITHMANHO CaMO C KAHACCAPTaH ITWISKCETUIT WA XHAPOX/I0POTHA3HA KaTo
MOHOTEpAIKA.

4.2 J03HpOBKA H HAMHH HA NPRJIOKECHHE

Ho3uposra npu xunepmoni

IlpenopsupaHara noza Ha KapouxoMOu e enna taberka BEOHBK QHEBHO.

[lpenopeuea ce no3aTa Ha OTAEITHHTE ChCTAaBKHU (KaHAECcApTaH IIEKCETHA B XHAPOXJIOPOTHA3KA) Ja
ce THTpUpa. Koraro e KIIHHHYHO NOAX0AALLO, MOKE Ja c& OOMUCAH IUPEKTHA NMPOMsHA OT
moHOTepanus KbM KapbukomOu. [Ipenopsuea ce THTpUpaHe Ha J03ara Ha KaHAeCapTaH LHJIEKCETHIL,
KOI'aTO CE MPEMHAHABA OT MOHOTEpAaHA Ha XuapoxJsiopoTHazuia. KapOukoMOu MoXe Ja ce npuiara rnpu
MAHUEHTH, YMETO KPbBHO HANSTAHE He € OTITUMANTHO KOHTPOJIIMPAHO ¢ MOHOTEpanus Ha Kanaccapran
LIMJIEKCETHIT WITH XHAPOXA0poTHA3HA WiK ¢ KapOukoMOM B 1O-HHCKH JO3H.

MaKCHMaNHHAT aHTHXHIIEPTEH3HBEH eEKT ce MoCcTHra 00MUaitHO B paMKHUTE Ha 4 CEAMHLM ciej
HAYAJIOTO HA JICYEHHETO.

CneuManHy nonynamum

Cmapuecka ev3pacm
He € HeoOxoauMMa HHKAKBA KOpEKUHS MPH MAUKUEHTH B CTAPYECKA BB3PacT.

Hamanen eompecsvios obem

[IpenopbyBa ce THTpUpPAHE HA 103aTa HA KAHASCAPTaH [HICKCETWI NPYA NALWEHTH C PHCK OT
XHIIOTOHHA, HANIPUMED MMANHMEHTHTE ¢ Bb3MO¥HO HaMAlIeH BLTPeCHAOB 00eM (IIpH TE€3U NALHEHTH
MOXE Ja Ce MpeABHM HAYaiHa 1034 oT 4 mg KaHAecapTaH LWICKCETH).

Hapywena 6vbpeuna thynkyun

[Ipn nanpenTH ¢ eko A0 ymMepeHo 6L0peuHo yBpexxaaHe (KpeaTHHHHOB KJIHpBHC > 30-

80 ml/min/1,73 m” TenecHa mosbspxHocT (BSA)) ce mpenopbuBa THTPHPaHe HA JO3aTa.
Kapbukomb# ¢ npoTuBONOKa3aH Npy NALHEHTH ¢ TeXKO 0b0peuHo YBpexkaAaHe (KPEaTHHHHOB
KTHpBHC <30 ml/min/1,73 m? TenecHa mosepxHocT (BSA)) (Bx. Touka 4.3).

Hapywena ueprodpobua hynxyis

[Ipenopb4Ba C€ THTPUPAHE Ha 03aTa HA KAHAECAPTAH LFJIEKCETHII IPH MALMEHTH € NEKO 10 YMEPEHO
XPOHHYHO YepHOAPOOHO YBPEXKIAHE..

KapbukomOH € NpOTHBONOKA3EH MPH NALMEHTH C TEXKO YePHOAPOOHO YBpeXAaHe W HITH XojlecTasa
(. Touka 4.3).

leouampuuna nonyvaaryiud
besonachocTra H epukacnocTTa Ha Kapbukombu npu neua u oHouH 10 18 roqusm He ca
YCTaHOBEHH. HsiMa HaJIHMHM JAHHH.

Ha4ykH Ha OpHiIoXKeHHe
[lepopaiHo NPUNOKEHHE.

Kapbukombu Moxke na ce npueMa cbe Wid 6e3 XpaHa.
bHOHANMYHOCTTA HA KaHAECAPTaH HE CEe MOBJIHABA OT XPaHATAa.
He chluecTrYBa KIMHUYHO 3HAYHMO B3aUMOACHCTRHE MEKY XHAPOXIIOPOTHAS




4.3 IIporuBonokazanus

- CBpPBXUYYBCTBUTEIHOCT KbM 2KTHBHOTO BELIECTBO WM KBbM HAKOE OT IIOMOLUHHTE BELLECTBA
WM KBM JIEKAPCTBA, NONYYEHH OT CyadoHaMuan. XHAPOXIOPOTHA3U € JICKAPCTBO, MONYYEHO
OT CYJIPOHAMM,L.

- Bropu 1 TpeTH TpuMecTpH Ha OpeMeHHOCTTA (BXK. Touka 4.4 U Touka 4.6).

- Texko 6B6peuno yepexnane (kpeaTHHMHOB KinpbHe <30 ml/min/1,73 m? BSA).

- TexKO YepHOAPOOHO YBpe IAHE H/HITH X0JIECTa3Aa.

- PedpakTepHn XxunokanueMus 1 XHIIEPKAILICMHUS.

- Iloparpa.

- EnnospeMernaTa ynorpeda Ha KapbukomOu ¢ anuckupen-cbabp)Kaluy NpoayKTH €
NMPOTHBOIOKA3aHA NPH NMALMEHTH Che 3axapeH auadet unn 660peuno yepexkaane (GFR <
60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

4.4 CrpeuHajiHH npeAyIpexIcHHA H HPEANAIHHA MEPKH NPH YHOTpe6a

HBo#iHO B:10KHpaHe Ha peHHH-aHIHOTEH3HH-ANocTepoHoBaTa cHctema (PAAC)

Hwma nanny, ye enHoBpeMeHHaTa ynoTpeba Ha ACE uaxuburopy, anruorensud ll-penentopau
OJIOKEepY HITH ATHCKHPEH MOBULIABA PUCKA OT XMIIOTOHHA, XHNECPKATHEMHA H HAMA/IABAHE Ha
OnOpeunara pyHknus (BKIKOUMTENHO O0CTpa OBOpeuna HepoctarsuHocT). [lopanu Tora He ce
npenopbuBa ABOHHO GnokupaHe Ha PAAC upe3 komGHHHpaHaTta ynotpeda Ha ACE unxuburtopH,
aHruoTeH3HH ll-penenropHu GnOKepH WIH aTUCKupeH {BA. ToukH 4.5 4 5.1).

AKoO ce MpeLeHy, Ye TepanuaTa ¢ ABoiHO Onokupane € abcomoTHO HEOOX0AuMa, TOBa TpAOBA 1
CTaBa caMo NOJ HAOMIOIEHHETO HA CISHHAIUCT U MPH YECTO BHUMATENTHO MOHATOPHpAHE HA
OLOpeuHaTa PyHKUMA, eNEKTPOINUTUTE U KPBBHOTO HasraHe.

ACE nuxubHTOpY #1 aHrHOTEH3MH [1-peuenTopHy 6nokepu He TpaO6Ba Aa ce H3MOM3BAT €AHOBPEMEHHO
NpH nalKeHTH ¢ AHabeTHa HedporaTHa.

brbpeuno yBpexaaHe
KakTo npH Apyrure cpeacTsa, HHXHOMpALH PEHMH-aHTHOTEH3UH-A/I10cTepoHoBaTa cuctema (PAAC),

npoMeHH B OuOpedHaTa HyHKUMA MOFAT A C& OYAKBAT NPH YyBCTBUTE/IHY NALIAEHTH, JICKYBaHU C
KapGukomOH (B:k. TOuka 4.3).

brOpeuHa TpaHCIIaAHTAIIHA
Hma orpadv4eH KIIHHMYEH OMHT OTHOCHO NpriaraHeto Ha KapOukoMOH npu naumeHT!H, KOUTC ca

NpeMHHaNU 11pe3 0p0peyna TpaHCILIaHTAIMA.

Creno3za Ha 6bOpeuHara aprepus
HApyry nekapcTBeHH MPOIYKTH, KOMTO MOBJIMABAT PEHHH-aHIHOTEH3WH-AJIIOCTEPOHOBATA CHCTEMA,

BKJIIOUATENTHO aHrHOTeH3HH 11 penienrropHu anTaronuctu (AIIRAS), Morar a moBHIIaT KpLBHATA
YpeA U CEPYMHHA KPETVHHH NPH NAIHEHTH C IBYCTPaHHA CTeHo3a Ha DrOpeuHaTa aprepus WiH
CTEHO3a HA apTepuiaTa KbM €IHHCTBEH OBLOpEK.

HamaneH BbTpech10B 0bem
[Tpu manMEHTH ¢ HaMaleHA BETPECHA0B 00eM W/HIH HATPHE MOJKE [ia Bb3HUKHE CHMIITOMAaTHYHA
XHMNOTOHMA, KAKTO € OIKCAHA B NPH APYTK JEKAPCTBEHH MPOIYKTH, BIHACIH BbPXY PCHHH-

AOKATO TOBA CHCTOSHHE He OLae KOPHIHPAHO.
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YepuoapoOHO yBpexaaHe

Tuazugure TpadBa na ce npUAaraT ¢ NOBHILEHO BHHMAHHE TIPH MAaLMEHTH € HapylLIeHa YepHOApoOHa
(PYHKLHS WIH MPOrpecuparlo YepHOAPoOHO 3a00NIBaHe, Thil KATO MAJIKK IIPOMEHH B OanaHca Ha
TEYHOCTHTE H ENEKTPONIMTHTE MOTAT J1a YCKOPAT YepHoApoOHara koMa. JIMICBa KIIHHUYEH OIIHT ¢
KapOukxomOH npu naumueHTH ¢ YepHOAPOOHO yBpEKIAHE.

CTeHo3a Ha A0PTHATA K MHUTPAJIHATA KJaana !OﬁC! PYKTHBHA KH]’IEEIQDQ}H'—IH& K&L}QHOMHOI}EITHH!

KakTo W npH apyrure BazoAWIaTaTopu, € HEOOXOAUMO CIEUMANHO BHUMAHKUES [IPH NAUMCHTH,
CTPaAaLy OT XEMOAHHAMMYHO 3HAYHMMa CTEHO3a HA A0PTHATA U MUTPAIHATA KJIana WK oOCTPYKTHBHA
XUAePTpOoPHUYHA KAPAMOMHUONATHA.

[TepBUYEH XMNEPATAOCTEPOHUIBM

[lanueHTHTE C MBPBUUECH XHIIEPANAOCTEPOHNU3BM Hal-00L0 HE Ce MOBIUABAT OT JIEYEHHE C
AHTUXHUIEPTEH3HBHH JICKAPCTBEHH MPOAYKTH, ICHCTBALIH Ype3 HHXHOHpaHEe Ha peHHH-@HIHOTEH3HH-
anaocrepoHoBara cucreMa. ETo 3aio, npunaranero Ha Kapbukomdu He ce npenopbysa Mpu TasH
[OMyJIaLHA.

EnekTponuTeH aMcOaitanc
KakTo npu BCekH mauyeHT, HoMyyasau JMyPeTHYHA Tepanti, Tpadsa Aa c¢ U3BbLPUIBA NEPHOAWYHO

ONPEACIIAHE HA CEPYMHHTE €IEKTPOJIWTH MPe3 NOAXOIALIH HHTEPBANU. THAZHINTE, BKIMOYHTEIHO
XHAPOXJIOPOTHA3KA, MOraT Aa Npeau3BUKaT AucdanaHc Ha TEYHOCTHTE HIIH €JIEKTPOJIHTHTE
(XunepKaIleMas, XUNOKAIEMHsl, XUITOHATPHEMHS, XHITOMATHE3HEMHS W XANOXJIOPEMHYHA AJIKAJI034).
TwazuaHuTe AMYPETHLIM MOTAT Ja HAMANAT eKCKPEeLUATa Ha KaILMH upe3 YpHHATa 1 MoraTt J1a
NPeaH3BUKAT HHTEPMHTEHTHH H JIEKO YBETHYEHH KOHLEHTPALIMH HA CEPYMHHUsA Kaiuuii. M3pa3enara
XUAEPKATUEMHA MOXe 1a Obje NPU3HAK HA CKPHT XunepnaparapouanssM. THasuauTe TpaOBa aa
OBbAAT NpeyCTaHOBEHH MpeaH NMPOBEXKIAHE HA H3CNeIBaHHATA 3a NapaTHpOUAHATa DYHKIHA.

XHUAPOXJAOPOTHA3U] NTOBHIIABA J1033-3aBUCHMO EKCKPELUATA HA KaJIHH Upe3 YPHHATa, KOETO MOXe Z1a
AOBEAE A0 XUnokaneMusa. To3n edekT Ha XHAPOXAOPOTHA3K H3rIexKIa [no-c1abo H3SREH NPH
KOMOMHHPAHETO MY ¢ KaHAeCapTas nwiekceTni. PHCKBT 33 XMNoKaneMua MoXke 1a Obie yBeUUeH
PH MAUKEHTH ¢ HUPO3a HA YepHHA J1po0, MpH nauMeHTy ¢ Obp3a AHype3a, NMPpH NAlHeHTH C
HEAOCTATHUCH NepopaeH NPUEM HA €JIEKTPOJIMTH W NPU BAIMEHTH, [TOJy4aBallld €HOBpEeMEHHA
TEpANHA ¢ KOPTHKOCTEPOHAH WK aapeHOKOPTHKOTporneH XopMoH (ACTH).

JleueHHeTO C KaHIECcAPTaH LIAIEKCETHT MOXKE 1A ZIOBERE N0 XHNEPKATHEMHS, OCOOEHO NPH HATHYHE
Ha CBPACYHA HEAOCTATHYHOCT U / uian Ou0peuHo yspexxaade. EnnoBpemMennara ynorpeda Ha
KapbuxomOu 1 ACE-HHXHOUTOPH, ANHCKHPEH, KalIHH-ChbXPaHABALLM AXYPETHL, KaTHeBH N00aBKH
WJIM 3aMECTHUTENIH Ha COJITAa HIIU JPYIH JIEKAPCTBEHH MPOAYKTHA, KOUTO MOTAT Jia TIOBHIIAT HHBATA Ha
CEpYMHHS KaUH (Hanp. XeNapHH HATPH, KO-TPUMOKCA30J1, MO3HAT CHLIO KATO
TPHMETONPHM/CynpamMeToKca3o) MoXe /1a JA0BEAe 10 MOBUUIABAHE HA CEPYMHHSA KaIIHH.
[IpenopbyBa c&€ MOHMTOPHHT HA CTOHHOCTHTE Ha KanuAa. THasHAXTE ca NoKa3alii, Y€ yBeJIH4aBar
EKCKPEUMATE HA MACHE3WiH, KOSTO MOXKE fa AOBEAE 0 XHNMOMarHEe3UeMHA.

MeTtaboNHTHH U EHAOKPDHHHH e(DeKTH
JleyeHHeTO ¢ THAZHAECH AMYPETHK MOXE Aa HAPYLUH IJIFOKO3HHA Toepane. Moxe na ce HaftoXH
KOpPHIHpaHe Ha 103aTa Ha aHTHAHA0ECTHYHHTE JIEKAPCTBEHH NPOAYKTH, BKIIOUHTETHC HA HHCYJTHH,
JlateHTHHAT 3axapeH AuabeT MoXe 13 CTAHE ABEH N0 BpeMe HA TepanuaTta ¢ THasua. IloByeH s B
HMBATA HA XONECTepoJia M TPULIIHIEPHANTE Ca CBbP3BAHH C THA3MIHATA ANypeTHYHA Tepanusi. [Ipn
NO3UTE, 00aue, Chabpxainy ce B KapbukomOu, ca HabmoaaBaHH caMO MHHHMANTHU ede

YCKOPAT NMOABATA HA NOJArpa [Py NPeAPa3nosIOKeHHTE MalHEHTH.

DOTOUYBCTBUTEAHOCT
CpobluaBpaHH ca Cly4ad Ha peakluu Ha (POTOUYBCTBUTEIHOCT TIPU THAZHIAHHUTE i _
4.8). AKO N0 BpeME HA JICUEHHETO BH3HUKHE peakuua Ha POTOUYBCTBUTETHOC % RS
[IpeyCTAHOBABAHE Ha JICYUCHHETO. AKO Ce HaJlara fOBTOPHO NPHIAraHe Ha JHY PRI H




HpCAIIa3dBsaHC Ha MNOBBPXHOCTHTE, CKCNIOHHPAHH Ha CJIBHUC HAW H3KYCTBCHH YH'l‘paBHOJ'I'BTOBH JIBUH
(UVA).

0611y
IlaLenTH, MPpH KOUTO CHAOBUAT TOHYC M OBOpevHaTa dyHKLHA 3aBHCAT OCHOBHO OT aKTHBHOCTTA Ha

PEHHH-AHIHOTEH3HH-aNA0CTEPOHOBATA CHCTEMA (HAIp. MALMEHTHTE ¢ TEKKA 3aCTOHHA ChpleyHa
HEAOCTATBLYHOCT WIH NMoA/iexano 0b0peyHo 3abongBaHe, BKIIOYATENHO CTEHO3a HA ObOpeuHara
apTepu), JICYEHHE C APYTH ICKAPCTBA, KOUTO MOBJIHABAT Ta3H CHCTEMA, Ca CBbP3aHH ¢ 0CTpa
XMMOTOHHA, a30TEMHS, OJTUTYPHS WITH, B PE/IKH ClTydaH, ocTpa 0bOpeyHa HeA0CTaThb4HOCT. KakTo npH
BCAKO AaHTHXMIIEPTEH3UBHO CPEACTBO CHIIHOTO MOHWKABAHE HA KPBBHOTO HAITAHE NIPH NALMEHTHTE C
HCXEeMHYHA DONeCT HAa CHPLETO HITH aTEpOCKIEPO3a Ha MO3BYHUTE ChAOBE MOXE [la JOBEAE A0
MHOKapICH HH(apPKT WX HHCYIIT.

Peakusn Ha CBPBXYYBCTBHTETHOCT KbM XHAPOXIOPOTHA3H/ MOKE /1a HACTHIIAT MPH NALMEHTH C HIIH
Oe3 mpelxo/Ha aHAMHE3a 33 aJIeprus WK OpOHXHATHA ACTMa, HO Ca M0-BEpPOATHH INMPH TE3H ¢ TaKaBa
aHaMHe3a.

[Ipu ynoTpebara Ha TMa3MIHH AUYPETHLIM CE CHOOIIARAT ex3alepOaliii HIH aKTHBHPAHE Ha JIYITyC
epHTeEMAaToOEC.

AHTHXMIIEPTEH3UBHHAT ePekT Ha KapObukoMOH Moxke aa ce NoBIMae OT APyrH aHTHXHIIEPTCH3UBHH
CpeICTBA.

KapOukombu Tabnetku chabpkat nakrosa. IanuenTH ¢ peaxy HacieacTBeHH MpoOIEMH Ha
HETMIOHOCHMOCT KbM lajlakTo3a, bJIeH JaKTA3CH AeHUIMT WITH TIIHOKO3HO-TA1aKTO3Ha ManabcopOums
He TpAOBa 212 MPHEMAT TOBA TEKapCTRO.

bpemenHocT

[Tpunarasero Ha aHrioTeH3nH Il peuenropuure anraronuctd (AIIRA) He Tps6Ba na 3anousa mo
BpeMe Ha OpeMeHHocT. OCBEH ako NPOoAbKHTENHATA Tepalnka ¢ aHrHoTeHsuH 11 peuentopuurte
aHTaroHUCTH (AIIRA) He ¢e cMaATa 3a 0cODCHO BaXXHA, MAIUEHTKHTE, KOWTO [LUTAHHpAT 14
3a0peMeHenT, TpaOBa Ja NPEeMHHAT KbM AJITEPHATHBHO AaHTHXUNIEPTEH3UBHO JICYEHHE, KOSTO HMa
ycTaHOBEH Mpodu Ha 6e300acHOCT 3a ynoTpeda no Bpeme Ha GpemenHoct. [Ipd AMardocTULMpaHe Ha
OpeMeHHOCT, JiIedeHUeTo ¢ aHrnoren3nH 11 peuenropaure antaronucts (AIIRA) Tpabea HezabasHo na

ce NPeyCTAHOBH M aKO € YMECTHO, TpsOBa 1a Ce 3aouHe aITePHATHBHA Teparnus (BX. TOUKH 4.3 H
4.6).

HemenaHOMEH pak Ha KOXKara

B ase enuaeMHOIOriyHY [IPOYYBAHUA, OCHOBRABAILU CE HA JATCKUA HALUMOHANCH PAKOB PETHCTLD, €
Ha0/1101ABaH MOBULUEH PHCK OT HEMeNaHOMEH paK Ha Koxata (HMPK) [6azainokieThueH KapLIHHOM
(BKK) 1 ckBamo3sHokneTrucH kapuuHoM (CKK)] nmpu HapacTBalla eKkcno3uuHa Ha KyMyJlaTHBHA A03a
xuapoxyiopotdazun ( XXT3). @orocencubunuzupammre edexra Ha XX T3 moraTt Aa nencTear Karo
BEPOATEH MEXaHHU3BM 3a pasBuTHe Ha HMPK.

[Maupenrture, npuemawm XXT3, tpadea na Obvaat undopmupanu sa pucka of HMPK w creersanu
peAOBHO Aa MPOBEPABAT KOXKATA CH 33 HOBH JIE3HM U He3a0aBHO Ja ChOGIIABAT NMpPH MOABA Ha
IIOAO3PUTEITHH KOKHH JIe3HH. Ha naunenTvTe TpaGBa fa ce npenopbhyaT Bb3MOXKHH NPEBaHTHBHH
MEpPKH, KaTO OrPAHHYEHO H3JaraHe Ha CIbHYEBa CBETIIHHA H YJITPABHOMETOBH JIBYH, & B CJTy4aH Ha
EKCTIO3ULM, TOJIXOAAINA 3aLUHTA, 32 4 Ce CBEIE /10 MHHHUMYM PHCKBT OT pak Ha KOXKara.
[Momo3pHTeanuTe KoXHH Ne3MH TpAOBa Aa 6bAAT NoANMKEHH Ha He3abaBHO H3CEABANE,
MOTEHHUAIHO BKIIOUBAINO XMCTOAOTHYHM W3CACABaHMA Ha DroncHyHi maTepuain. [1pepasr

(BK. Cbitlo TO4YKa 4.8).

OcTpa pecnMpaTopHa TOKCHYHOCT
Caen nmpueM Ha XUOPOXIOPOTHARMA € ChoOLIABAT MHOTO PEKH TEXKKH CTyYaH fa O

PECIMPATOPHA TOKCHYHOCT, BRINIOUMTENHO OCTHP PECIHpPaTOPEeH JHUCTPEC CHHIP @
HpPUEM HA XMAPOXNOPOTHAZWA OOHKHOBEHO ¢¢ pa3BHea OenoaApoOeH OTOK B paM




yacose. B HauanoTo ciMnToMHTE BKIIOYBAT AMCITHESN, IOBHILIEHA TEMOEPATYPa, BIOLIABAHE HA
benoapobHara Qpyskuma U xunoToHud. [Ipu cbmuenue 3a OPJIC Tpabea aa 6bA€ CrpsH MPUEMBT HA
KapbukomOu u na ce npuioxku noaxoaaino jedenne. XuapoxJopoTHa3uA He TpsOBa aa ce npuiara
NpH NALHEHTH, KOUTO NpeH ToBa ca noaydapanud OPIC cnen npueM Ha XMAPOXTOPOTHA3HAL.

XOpOoUaaneH H3JIUB, OCTPA MHOMNKA U BTOPHYHA 3aKPHTOBIbAHA MIAYKOMa

Cyndonamuarre WiH ieKapcTBaTa, MPOU3BOAHH HA CYI(POHAMHAKMTE, MOTaT Aa NPEIH3BHKAT
HAHOCHHKPATHYHA PeaKlUs, BOACLIA 10 XOPOUIANEH H3NUB C AS(EKT HA 3PHTEJIHOTO 1N0€, IPESX0HA
MHOTIMS H OCTpa 3aKPUTOBIBJIHA M1aykoMa. CHMIITOMHTE BKJIKOUBAT B HAYATIOTO OCTPO MOHMKEHUE HA
3pUTE/IHATA OCTPOTA WK OUHA 00J1Ka, H OOMKHOBEHO CE MOABABAT B PAMKHUTE HA 4acoBe A0 CCAMHUY
OT HA4YaJIoTO Ha NeueHUeTo. HenekypaHaTa, ocTpa, 3aKpUTObIb/HA FIayKoMa MOKe /12 Aosee 10
TpaitHa 3aryda Ha 3peHHe. [IbpBHYHOTO Je4YEHHE €, 1a Ce CIIpe MpHEMa Ha JIEKAPCTBEHHS MPOAYKT,
KOJIKOTO € Bb3MOXKHO I10-CKOpo. HaBpeMEHHO N€UEHHEe HITH XHPYPrHiHa HHTSPBEHLMA MOXe Ja ce
HaJIOXKH J1a C€ OOMMCIIAT, aKO BRTPEOYHOTO HATAraHe 0CTAaBa HEKOHTPOIHPAHO. PUCKOBHUTE aKTOpH
32 pa2BHBAHE HA OCTPA 3aKPUTOBILJIHA [NIAYKOMAa MOXKE 1a BKITFOUBAT AHAMHE3A 334 AJIEPTHA KbM
CyNPOHAMHAH HITH NMCHULFTHHHA.

4.5 BiaummoneiicTBre ¢ JPYIrH JeKAPCTBEHHE NPOXYKTH H IpYyrd popMu Ha B3aAMOJEHCTBHE

CheAHHEHHATA, KOUTO Ca M3CJISABAHY B KIMHHYHKHTE hapMaKOKHHECTHIHH IPOYYBAHMA BKIIOYBAT
Bap()apHH, IUIOKCHH, MEPOPAITHH KOHTPALEIITHRH (HAIp. €THHHISCTPAUON/ IEBOHOPIECTPET),
rIMOeHKIaMua H HHDeJUTTHH.

He ca ycTaHoBeHH (hapMaKOKHHETHYIHH B3aHMOACHCTBMA ¢ KIIMHHYHO 3HAYEHHE TIPH TE3H
NpOy4BaAHHSL.

Moxe fa ce 04axkBa Kanuii H3uepnBaMAT eekT Ha XUAPOXJOPOTHA3H/ A4 ¢e MOTEHIMPA OT APYrH
NEKApCTBEHH [IPOAYKTH, BOACHIM A0 3aryba Ha KA U XUIIOKaTueMHs (Hamp. ApYTH KaIMHy peTHYHH
AHYPETHIIH, TaKCaTUBH, aMpOoTepHLIMH, KapOeHOKCOIOH, MeHHIMAHH (O HATPHH, [IPOH3BOIHH Ha
canmHuMIioBarta kucenusa, cteponau u AKTX).

Ennoepemennata ynorpeba na KapOHkoMOH 1 Kanuii-ChXpaHsaBauy AUy PSTHLH, KAJTHEBH NOOaBKH H
3aMECTHTEITH Ha CONTTAa WM ApPYrH JIEKApCTBa, KOUTO O1xa MOTTM [a NMOBHIIAT CEPYMHHTE HHBA Ha
KaiuA (Hanp. Xenap1H HaTpHi, KO-TPUMOKCA30J1, TIO3HAT CBILIO KaTo
TPHMETONPHUM/CyIhaMeTOKCa301), MOsKe JIa IOBEE 10 NOBHIICHHE HAa CepyMHuA Kaydii. [1pu
HeoOXOoauMOCT TpAOBa Ja ce nMpoBeae MOHHTOPHHT Ha Kalluit (BXK. TOUKa 4.4).

HMunyunpangre OT JMypeTHLH XUMOKAIMEMHS H XHNIOMArHE3MeMHs NIPEApasnonarar KeM Mospara Ha
NOTECHIMAITHH KADAMOTOKCHYIHH €(EKTH HA AUTHTANHCOBHTE [JIHKO3HIU U AHTHADHTMHYHK CPEAICTRA.
[IpenopbuBa ce nepHoaAHYHO NpoCHeAsBaHEe Ha CEpyMHHs Kainii, korato KapOGrkombu ce npunara ¢
TaKHBA JICKADCTBEHH NPOAYKTH. K CBC CIIEAHUTE JIEKAPCTBEHH MTPOAYKTH, KOUTO MOKE [1a NIPEAH3BHAKA
Torsades de pointes:

- Knac IA agTHapuTMHuYHH (HanpHMep XHHHAHH, XAAPOXHHUAYH, JH3OMHPaMH/T).

- Knac III anHTvapuT™MuL (Hanp. aMHOAAPOH, cOTanon, AoheTUWINHA, HOYTHITH).

- Hakon aHTHIICHXOTHULNA (HATIpUMEpP THOPHAA3HH, XJIOPHPOMAa3HH, NE€BOMENPOMA3HH,
TpUQIyoponepa3nt, HaMEeTa3HH, CYIMHUPHA, CYJITONPHII, AMHCYINHPHA, TPHANpU/, THMO3HII,
XAJTOTIEPUAOI, APONIEPHAQN).

- Hpyru (Hanp. benpuamn, wasanpua, audeManun, epurpoMurH 1V, xanodgantpus,
keTaHcepnH, MH30/1aCTHH, IEHTAMHAWH, cnapdnokcallH, TeppeHanny, BHHKaMHH [V).

O6paTUMO NOBHIIABAHE HA CEPYMHHTE KOHLIEHTPALMH HA JIMTHH K TOKCHYHOCT €a CHOOILEHH N0

BpCMC Ha CAHOBPCMCHHO TIPHIOXKEHHE HaA JIMTHI C HHXHGHTOPH Ha aHTHOTCH3HH-KOHEC

KOMOMHaLHs € HeoOX0auMa Ce [IPenoprUBa BHUMATEIHO MPOCEASBAHE HA CEPY
JIMTHH.




Koraro aHrnorenszus 11 peuentopHure aHTaroHUCTH Ce NPWIAraT €QHOBPEMEHHO C HECTEPOUHH
POTHBOBB3NANHTENHH NekapcTeeHH npoayktd (HCIIBC) (Hanp. cenekrusid COX-2 HHXHOUTOPH,
aleTHICATMLIIOBA KHCETHHA (3> 3 g/eH) H HeCeNIEKTUBHH HECTEPOUIIHU NPOTHBOBH3NANTATETHH
nekapersa (HCIIBC)), moxke na B3HUKHE OTC/IabBaHe HA aHTHXMIIEPTEH3MBHUSA CEKT.

Kaxro npu ACE uHxubuTopHTe, eqHOBpeMeHHaTa ynorpe0a Ha aHrHoTeH3uH 1l peuenTopHHTe
aHTarOHHUCTH W HECTEPOWIHH NpOTHBORBL3NANHTENHH JekapeTea (HCIIBC) moxe na noeae oo
YBEJIHYEH PUCK OT BIIOLIABaHE HA ObOpeyHaTa QYHKIHA, BRIIIOYHTENHO Bb3MOXKHA OCTpa OB0OpedHa
HEJOCTATBUYHOCT, H 0 YBEJIHYEHHE HA CEPYMHUA KanHii, 0coOeHO nNpH MaLUeHTH ¢ NPSALIECTBAIO
BroweHa 6p0peuna dyHkuma. KomGunaiuarta Tpabsa ia ce npuiara ¢ NOBHIIEHO BHHMAaHHE, 0CODEHO
NpH TALHECHTH B cTap4yecka Bu3pacT. [lauueHTute TpadBa ga Ob0aT ChOTBETCTBALIO XMAPATHPaH# H
TpAOBa Aa ce oOMHUCIN nipocneaaBaHe Ha ObOpeuHaTa pyHKUHA ciel 3ancYBaHe Ha €THOBPEMEHHATA
TEpanHa ¥ NepHOIAYHO CNE TOBA.

JIHypeTHUHHAT, HATPUYPETHYEH W AHTHXHIIEPTEH3HBEH e(EeKT HA XHIAPOXJIOPOTHA3K] Ce OTcnabBa ot
HeceJIEKTHBHH HECTEPOMIHH MPOTUBORLaNnanuTeAHH nexapcrea (HCIIBC).

AbcopbuusaTa Ha XMAPOXJIOPOTHAIHI CE HAMANABA OT KOJAECTUNION HIH XONECTHPAMHH.

Bb3aeicTBHETO Ha HEAESMOAPH3HPAILUTE PENAKCAHTH Ha CKEJIETHUTE MYCKYJTH (Hamp. TyOoKypapHH)
MO3Ke Aa Obe NOTCHLUMHPAHO OT XHIPOXJIOPOTHA3H]L.

THazMaHUTE JUYPETHLUHM MOXKE 1A yBENHYaT HABATa Ha CEPYMHHS KaJildi, NopaJHd HamMalneHara
eKCKpeuHa. Ako TpaOBa aa ObJaT npeanyMcaHH KajilHesd A00aBKH Wiu BuTaMuH D), HHBaTa Ha
CEpYMHHA Kanuyi TpadBa aa 6baaT npocneaaBaHu, a JO3ZHPOBKATA - ChOTBETHO KOPHIHpaHa.

XHﬂepl"J]Hl{eMH"-lHHHT eq)EKT HA 6BT3-6J]0KBPHTB U JHA30KCHA MOKC 14 Onae YCHICH OT THAa3HIAHTC.

AHTHXOJIHHEPrHMHHTE CPEACTBA (HaNp. ATPONMH, OUnepHaeH) MOXKE Aa yBenuyaT OHOHANKYHOCTTA Ha
MY PETHLHTE OT THA3HIAEH BH Ype3 HaMaJIgBaHe Ha CTOMaUIHO-YpeBHaTa MOABHKHOCT H CKOPOCTTa
Ha H3Npa3BaHe Ha CTOMaxa.

Tuazua Moxe na YBEJIHYH PHCKA 3a HEXKCJIAaHHU peaKl{iH, NMpCAW3BEHKAaHH OT aMaHTalHH.

THasuauTe Moxke na HamalaT ObOpeYHaTa eKCKpelra Ha HTOTOKCHYHH JIEKapCTBEHH NMPOAYKTH
(Hanp. uukinodochaMia, METOTPEKCAT) M 1a NOTEHIIMMPAT TEXHUTE MHENIOCYTIPECHBHY EDEKTH.

OprocTaTHUHATa XHNIOTOHHA MO3KE A CE BJIOLIH AOMBIHUTEIHO OT €AHOBPEMEHHOTO NIPHEMAHE HA
anKoxou, 6apObUTypaTH HUITH aHECTETHLIM.

JleueHHETO ¢ THA3HACH JUYPETHK MOXKE 1a HAPYIIU [MOKO3HHA TonepaHc. Moxe Ja ce HaloXH
KOPHTHpPaHe Ha A03aTa Ha aHTUIHADECTHUHHKTE JIEKAPCTBEHH MPOAYKTH, BKIIIOYHTEHO MHCYIIMH.
MetdopmuH TpabBa Aa ce H3NON3Ba ¢ MOBHILSHO BHHMaHHE, IOPAAM PHCK OT NaKTaTHA auKa03a,
HHIYIMpaHa OT Bb3MOXKHA QYHKUHOHATHA ObOpeyHa HeAOoCTaThYHOCT, CRBP3aHa ¢ XUAPOXIOpTHA3HA.

XHHPDXI[OPOT Ha3zHA MOXKE 14 NPCAW3BHKA Ja C€ HAMAJTH apTCPHAIHHA OTTOBOP KBM [IPCCOPHHUTEC
dMHHH (Hanp. anpeuaﬂnn), MaKap H HEJOCTATLYHO, 3a Ja CC H3KJTIOYH IIPpECOPCH 6(1)3[('[‘.

XuapoxaopoTHA3KHA, MOXKE [a YBEIIHUH PHCKA OT ocTpa Obp0peuHa HeOCTaTh4HOCT, 0CODeHO Npu
BHCOKH J03H HA HOAHPAHH KOHTPACTHM BELISCTBA.

EI[HOB]JEMEHHOTO JNEUCHUEC C HUKNOCHIOPHH MOKE Ja NOBHIIH PHCKA OT XHIIEPYDP
YCNOKHCHHAC OT THIIA Ha 1104arpa.

EnnoBpeMeHHoTO NeyeHue ¢ baknoder, aMupOCTHH, TPHUHUKITHYHH aHTHAENPE
HEBPOJICMTHLIH MOXe Ja JIOBEAE IO MOBHILABAHE HA AHTUXUNICPTEH3UBHUA €Pe
NPEIU3BHKAT XUINIOTOHHA.



JlaHHH OT KIMHUYHH NPOYYBAHHA [IOKA3BAT, Y¢ ABOWHOTO OMOKHpPaHE HA PEHUH AaHTHOTEH3HH
angoctepoHorarta cucrema (PAAC) upes komOuuuparara ynorpeda Ha ACE nuxuburopy,
aHruoTeH3HH ll-peuenropuy Snokepu WM ATMCKHUpPEH ce CBbp3Ba C MO-BHCOKA YECTOTA HA HEXKENIAHH
CHLOUTHA, KATO HATIPUMEP XHIIOTOHHA, XHIIEPKATHEMHA H HaManaBaHe Ha ObOpedHaTa (pyHKIUA
(BKITIOYHTENHO 0CTpa OLOpedHa HEAOCTaTLYHOCT), B CpaBHEHHE ¢ ynoTpedara caMo Ha €1HO
CpeacTBo, AeicTBawo Bepxy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

4.6 QepTRIRTET, OPeMERHOCT H KbPMEHE

bpemeHHOCT

Ancuomernzun Il peyenmopuu anmazonucmu (AHHPA):

Ynorpebara Ha AIIPA He ce npenopstBa mpe3 NbpBKA TPUMECTHP HA OpeMEHHOCTTA (BU/KTE TOUKA
4.4). Yoorpedara na AIIPA e nporMBonoka3aHa npe3 BTOPHA H TPETHA TPHMECTbP Ha OpeMeHHOCTTa
(BikTe TOYKa 4.3 U 4.4).

EnuaeMHOIOTHYHHTE JAHHH OTHOCHO PUCKA OT TepaTOreHHOCT cnel excnosuuus Ha ACE
WHXHOUTOPH Npe3 NbPBUA TPUMECTBP Ha OPEMEHHOCTTA HE €A KATETOPHYHH, HO BBIIPEKH TOBA HE
MOXKE /14 C€ H3KIHOYHM JIEKO NOBHILIEHHUE HA pHCKA. /[0kaTO JHNCBAT KOHTPOIHPAHH €NHIEMHOIOTHYHH
JAAHHY 33 PHUCKa OoT aHrHoTeH3uH |1 peuenropuu aHtaronucty (AIIPA), Moxe na ce npeanonoxar
NoAo6HH PUCKOBE M 33 TO3H K/1aC AKTHBHH BelllecTBa. AKo mpoaebKaBawara repanus ¢ AIIPA ce
cuMTa 32 HeoOXoauMa, NAUMEHTKHTE, MNaHHpaluy GpeMerHocT, TpAORa 1a MpeMHHAT Ha
aJITSpHATHBHO aHTHXMIIEPTCH3IHBHO JIEUYEHUE, KOETO HMa YCTaHOBEH Npodu Ha He30nacHOCT 3a
ynoTpe6a rio BpeMe Ha 6pemennoct. Korato ce yeranoeu 6pemeHHoCT, aedeHnero ¢ AIIPA tpabea na
ce crpe He3abaBHO M, aKO € YMECTHO, [a C€ 3aII0YHE ANITEPHATHBHA TEPanus.

H3eecTHO €, 4e excnio3HumaTa na tepanus ¢ AIIPA npes BropHst ¥ TpETHA TPHMECTLP HHAYLIMPA
¢erorokcHuHOCT npH Xopata (orcnabexHa OxOpeyHa GYHKIUs, OJTMTOXHUAPAMHHOHH, 3a0aBAHE HA
OCH(UKAUMATA HA Yepena) H TOKCHYHOCT RbpPXY HOBOpoAeHOTO (DBOpeUHa HENOCTATBYHOCT,
XHITOTOHHUSA, XHNIEPKATTHEMHSA ) ( BIGKTE CBILIO 5.3).

Axo nma ekcriozuuus Ha AIIPA or sropus TpuMecTsp Ha OpeMeHHOCTTa, C¢ NPEeNopHUBa
YITPa3BYKOB npernen #Ha 6n0peunaTa HyHKUMs ¥ Yepena.

KepMmaueraTa, 4MHTO Maiiky ca npueManu AIIPA, Tpsabera 1a 610aT CTPHKTHO NPOCISAABAHY 32
XHMIOTOHHA { BHXTe CHIIO Touka 4.3 1 4.4).

Xuopoxnopomuazuo

OnuThT ¢ XMAPOXIOPOTHA3KA N0 BpeMe Ha OPEMEHHOCT, OCOOEHO NPE3 ITLPBHA TPUMECTED, €
orpaHud4eH. [IpoyuBannsTa BbpxXy JKMBOTHH Ca HEAOCTATHYHH.

Xuapox10pOTHA3KH/ IpEMHMHABA Npe3 IaueHTaTa. CbaeHkyn no (papMakoJIoOrHuHAs MEXaHHW3IBM Ha
AeHCTBME HAa XMIPOXJIOPOTHA3KA ynoTpedara My 1pe3 BTOpHA X TPETHA TPHMECTPH MOXKE /1a
KOMITPOMETHpa QeTomaleHrapaara nepdysusa 1 Ja NpaYUHA GeTalIHH H HEOHATAIHH e(QEKTH KaTo
AKTED, HAPYLUCHHA HA EJICKTPOJIMTHOTO PaBHOBECHE ¥ TPOMOOLIUTONECHHA.

XuapoxJIOpoTHa3HA He TpaOBa 1a ce H3MON3Ra NPH IeCTALMOHHH OTOLM, FeCTAlMOHHA XHIIEPTOHNAS
WK NPecKIaMIICHs MTOPall PHCKA OT MOHWKEH IUTa3MeH o0eM M TUiaueHTapHa xunonepdysuf, oe3
OnaronpuaTeH edeKT BbPXY X042 Ha 3a00ISBaHEeTO.

XuapoxsTopoTHa3HA He TpOBa aa ce U3MON3Ba MPH eCCHIIMANTHA XUTIEPTOHHS NPH OPEMEHHH KEHH,
OCBEH B PEIIKH CJIy4aH, KOraTo He MOXE Ja Ce U3N0II3Ba HAKAKBO APYTo JICYEHHE.

KBpMeHe

Auneuomenzun Il peyenmopnuu anmazonucmu (AIIPA):
Tt kaTo HsiMa HHbOpMaLus 3a ynoTpedaTta Ha Kapbukombu npe3 nepHona
Kap6uxombu He ce mpenopruBa, a ce MPEANOYHTAT AITePHATUBHH JICHEHH S
npoduny Ha 6e30MacHoOCT, 0cobeHO NPU KbPMEHE HA HOBOPOACHO HIIH I
ACTE.




Xuopoxnopomuazuo.

XHUAPOXJIOPOTHAZHU] C€ EKCKPETHPA B KbPMATa B MANKH KonK4YecTBa. THazHauTe ¢ BUCOKH O3,
MPEeIH3BUKBAIIM HHTCH3HBHA AHYPe3a, MOXKE Ja HHXHOHpPAT NPOXYKLHATa HAa MITAKO. Y noTpebara Ha
KapbukoMOu He ce npenopbuBa npes nepHoaa Ha kbpMeHe. Ako KapOukoMbH ce H3noii3Ba no BpemMe
KbpMeHe, no3ara Tpa0Ba Aa 0b4e nouTbpKaHa Bb3MOKHO Hall-HUCKa.

4.7 EdexTn BLpXy cnoco0HOCTTA 33 modHpaHe B pafoTa ¢ MAIIHHEH

He ca nposexaaHu Npoy4BaHus 3a ¢PeKTHTE BbPXY CIOCOOHOCTTA 3a modmpane U paboTa ¢ MALIHHH.
IIpu wodupade wiu paboTta ¢ MawMHHM, TpAOBA 1a Ce UMa MpeABH, Y€ MOHAKOra NPH JICYEHHE C
KapbukoMbu MOKe Ja HACTbNM 3aMagHOCT WU cnabocT.

4.8 Hexegann JexapcTBeHH peaKiHH

I[IpH KOHTpONHpaHH KIHHHYHH NpoyysanHg ¢ KapOukombOu, HeXxenaHuTe NeKapcTBEHH peakLuyy ca
NIEKH ¥ PEXOIHH.

BpoAT Ha cnydaHTe Ha npeKbeBaHe Ha ACUSHHETO [TOpPaay HeXXeNlaH! ChOUTHA e nofobeH npu
Kapbuxombu (2,3-3,3%) v nnaueto (2,7-4,3%).

[Tpu xnuHKU4HH npoy4BaHua ¢ KapObukoMOu, HexxenaHUTe peakLHH ¢a OrpaHHYeHH N0 T€3H, KOMTO ca
OMJIH OTYETEHH MO-PaHO ¢ KAaHAECAPTAH LIMIIEKCETHT M / WITH XHAPOXJIOPOTHASH/L.

B tabnuuara no-aony ca npeacTaBeHd HEXKEIAHUTE JISKAPCTBSHH pPeaklUMK ¢ KaHaecapTaH
UHJIEKCETHA OT KTHHHYHUATE H3NHTBAaHHUA M CJlef IyCKaHeTO B NMpoAakoa.

[Tpu 06061IEH aHANTK3 HA NAHHH OT KJIHHHYHH H3NUTBAHMUS C XHNIEPTOHHYHH MALMEHTH Ce ChOOLIABAT
CleHUTE HEXETaHU JIEKAPCTBEHH PeaKLMH ¢ KaHAecapTaH LHIEKCETHI/ XHAPOXJIOPOTHA3HN, B3
OCHOBA Ha 4ecTOTaTa Ha HeXeJIaHHWTE ChbOUTHA ¢ KaHJecapTaH LHIECKCETHI/ XHAPOXIOPOTHA3KA,
HAIXBBpIAIA Hal-manko ¢ 1% uecToraTta, HabaloaasaHa np Mmiatedo:

YecroTture, H3non3BaHy B TaOMHLMTE B TOUKA 4.8, ca:

- Mmuoro uwectu (> 1/10)

- Yectu (> 1/100 10<1/10)

- Heuecrn (> 1/1 000 no <1/100)

- Penxu (> 1/10 000 no <1/1 000)

- Muoro peaku (<1/10 000)

- C Heu3BecTHA YecTOTa (4ecToTaTa He MOXKe a Ob/ie orpeeneHa OT HaTUYHUTE AaHHK)

CHcTeMO-OpranHe KJIacoBe YecToTa Heskenanu jieKapcTBeHH PeaKuHH
Hudexnuu ¥ napasuTosu PecrinpaTopHd HBPEKLHH
HapyumeHua Ha KpeBTa M MHoro peakd | JleBkoneHus, HEYTPONIEHUS U arpaHyJIOLMTO3a
JTAM(QHATA CHCTEMA

%

Hapywienua na mMetabonusma v | Muoro peaku XHrepKaaHEMH, XHITOHATPHEMHA
XPaHEHETO

Hapyuienns na HepBHara YecTH 3aMasHOCT/BEPTHIO, INIaBO00IHE

CHCTCMa

Pecnvpartophn, rpbaHM U
MEIHACTHHAIHN HAPYIICHHS

Muoro peakn | Kamnuua

Muoro pegkn | 'agene

CroMallHO-4pEBHH
HApYILEHNS

C veussectHa | Jluapus
yecToTa




Xenaro-OuuapHu HapyLueHH

Hapyuenns Ha koxarta u
[OAKOXKHATA ThKaH

HapyuieHuns Ha MyCKYJIHO-
CKEJIETHATA CHCTEMA H
CBLEeTHHHTEHATA ThKaH

Hapywienua Ha 61n0peunTe v
MUKOYHHTE NbTHILA

MHoro peaku

[ToBuiueHH YCPHOAPOOHH €H3HMH, HapyUIEHA
yepHOAPoOHa PyHKLIME HIAH XENAaTHT

MHoro penxu

MHoOro peaku

Adruoenem, oOpHB, YPTHKapHA, CHpPOeK

Bosika B rep0a, aprpairug, Muajarus

Muoro peaxu

BrOpeuno yepexaaHe, BKmMounTenno Ou0peuna
HEZOCTATLYHOCT APU NPEAPA3IONOKEHH
nauyenTH (BxK. Touka 4.4)

CneanunTe HeXKeTaHH PEAKLHH C€ ChOOLIABAT MPU MOHOTEPANI ¢ XHAPOXJIOPOTHA3HA, OOHKHOBEHO

MpH 1034 OT 25 mg WM NoBeye.

CHCTeMO-0pranHH K/1aCOBe

YecToTa

HexelaHH JeKAPCTBEHH PeAKIHA

Heornasmu - nobpokadecTBeHH,

C Heu3BeCTHaA

HemenanomeH pak Ha Ko)kata

3MOKAYCCTBEHH H YeCcTOTA (Das3aTHOKMETHYCH KAPLMHOM H

HeomnpeaeseH: (BKJ1, KHCTH H CKBAMO3HOKIETHYEH KAPLIHHOM)'

NIOTATTA )

HapylueHua Ha KpbBTa # Penxu Jleskonenns,

AuM(HATa CHCTEMa HEyTPONEHU/arpaHyJIoLHTO3a,
TPOMOOLIMTONEHHA, ATUTACTHYHA AHEMHH,
AenpecHa Ha KOCTHUA MO3BK, XeMO/IHTHYHA
aHeMus

HapylueHus Ha MMyHHaTa Peaku AHabWIAKTUUHH PEAKLIMA

cHUCTEMa

Hapywmenus Ha metadonusma u | Yecrn XHNepriaukeMus, XUnepypuKkeMus,

XPaHEHETo €EKTPOJIMTEH AUCcOaIaHC (BKIIOUYHTEIHO
XHMOHATPHEMHA M XHIIOKATHEM¥A )

[cuXHYHHM HApYLIEHHS Penku Hapyluenns Ha ¢bHA, Aenpecus, Ge3m0KoHCTBO

Hapymenua Ha HepBHata YectHn 3amaiiBane, CBETOBbPTENK

CHCTEMA

Peaku [lapacTesnu
Hapyenns Ha oyure Penku [IpexoaHo 3aMbINIEHO BHXKAAHE

C HeMzBeCTHA

OcTpa MHOTIHA, OCTPA 3aKPHTOBIBJIHA

MEAHACTHHANTHHA HAPYUICHHA

4ecToTa raayKoMa, XOpOH1aleH H3THB
CbpAcyHU HapyLeHHA Penku ChpacyHHn apUTMHH
Cba0BH HapyLUCHUS Heuectn OprocTaTntiia XMAOTOHHA.
Penku HekpoTH3Hpalll AHTUHT (BaCKYJIHT, KOXKEH
BACKYJIMT)
PecrimpatopHy, .[‘p'b,[lleI H Penku Pecnuparopen qUcTpec (BKII

MHEBMOHHT M GenoapobeH

MHoro peaku




CroMalmHo-YpeBHH Heuectn AHopekcuHs, 3aryba Ha aneTyuT, CTOMAILHO

HapylICHHA pa3apa3zHeHUe, AMapHi, 3anck
Penxu ITaHkpeaTHT
Xenaro-OMIHapHU HapyuieHus | Peaxu KbirreHuua (MHTpaxenarajgHa XoJecTaTuiaHa
JKBJIITCHHIA)
HapyuieHus Ha KoxKarta H HeuecTn (OOpuB, ypTHKapHs, pecakliHH Ha
NOAKOKHATA ThKaH (POTOTYBCTBUTEIHOCT.
Penxu TokcuyHa enyMaepMaiHa HEKPONIH3a

C neusBectHa | CuCTEMEH JIYITYC €PHTEMATOACC, KOXKEH JIYITYC

4ecToTa epHUTEMATOIEC
Hapyiuenus Ha MyCKYJTHO- Penxu Myckyiig cnazMu
CKENETHATA CUCTEMA H
ChCAHHHUTE/NHATA ThKaH
Hapyuienus Ha 6s0penure YectH I'moko3ypus
NHKOYHHUTE TbTHILA
Peaku Hapyuiena 650peuna ¢pyHkunsa u
WHTEpCTHIMANCH HEPPUT
O61H HapyweHHs H edekTH Ha | YecTH Cnabocr
MACTOTO Ha NPUIIOKEHHE
Peaxu Tpecka
H3cnenpanud Yectn [ToHiIaBaHe HA XONIECTEPONIA H
TPHIJIHLEPH/IMTE.
Penxu [ToBuimasaHe Ha BUN 1 cepyMeH Kpe€aTHHHH.

! Hemestanomen pak Ha KoxaTa: Bb3 0CHOBA HA HAIMUHHTE JaHHH OT eMHAEMHOIOTHYHH IIPOYYBAHHA
¢ HabnromaBaHa 3aBMCHMa OT KyMyJlaTHBHATa J03a Bpb3ka Mexy XX T3 H HMPK (Bk. cbinio TOYKH
4.4u5.1).

Crofimagane Ha NOO3UPAHH HEXKEIAHH PEAKIIMH

CnobluaBaneTo Ha MOO3MPAHM HeXKeMaHH PeaklH ClIC pajpelnaBaHe 3a ynorpeba Ha JeKapCTBEHMA
MPOIYKT € BAXHO. TOBA NO3BONABA Ja MPOXLIKH HaOMIO/IEHHETO Ha ChOTHOLIEHHETO TION3a/PHCK 32
JIEKAPCTBEHUA MPOAYKT. OT MENHIIHHCKHTE CIIELIMATMCTH Ce M3HCKBA Jla CboDLIaBaT BCAKa
NoA03HMpaHa HeXe/aHa peaKiUs upes

H3nbrHUTENHA areHIMA O IeKapeTBaTa

yiL. ,,Jlaman I'pyes™ Ne 8

1303 Codmus

Ten.: +35 928903417

yebcailT: www.bda.bg

4.9 IlpenosHpane

CaMnToMH

basnpaiku ce Ha (papMaKOJIOTHYHHTE CBOHCTBA, OCHOBHUTE NIPOSABH HA NMPEAO3HPAHETO Ha

KaH/{ecapTaH LMIEKCETI € BEPOITHO J1a Obaar CHMIIToMaTHYHa XHIIOTOHUA U 3amaadoct. [lpu

OTAEJIHH CHOOLIECHHUA 3a npeao3upaHe (1o 672 mg kaHaecapTaH LHICKCETHIT) Bh3gFar ORI
g
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Jluncea crienuanda HHpoOpMaLKA 3a JSUEHUETO Ha nipeniozupane ¢ KapbukomOn. B ciyyait Ha
Npexo3upaHe Ce MpeIarar CieJHUTE MEPKH.

Tpabea na ce umaT npeasia HHAYLHpPaHe HA NOBPBILAHETO M CTOMALIHA IPOMUBKA, KOTaTo TOBA €
fIOKA3aHO. AKO HACTBHAH CUMIITOMATHYHA XUTIOTOHUA, TpAOBa Aa ce 3an04YHe CHMIITOMAaTHYHO
JIEYCHHE U N CE CNIEAAT )KH3HEHUTE nokazaTtenay. [lauueHTsT Tpabea Aa ce NOCTaBH B JIECHANO
[OJTO’KEHHE C MOBAMIHATH JOMHHA KpaHHULIH. AKO TOBa He € JOCTATbYHO MNasMeHusT odoem TpAadBa aa
Ce YBEJIMUM UPE3 BIMBAHE HA M30TOHHYEH CONIEBH pa3TBop. Tpadea aa ce npocaeaspar
€JIEKTPOJIMTHOTO M KHCEJIMHHO PaBHOBECHE M Ja C€ KOPHrupa, ako € Heodbxoaumo. Moxe na npunarar
CHMIATHKOMHMETHLH, aKO FOPECNOMEHATHTE MEPKH HE ¢a AOCTAThYHH.

Kannecapran He MOXE /1a ce OTCTpaHH upe3 xeMoaHan3a. He e U3BeCTHO 10 KakBa CTENeH
XHAPOXJIOPOTHA3HA CE OTCTPaHIBA Ype3 XeMOAHANN3A.

5. ®APMAKOJIOTHYHHM CBOHCTBA
5.1 PapmMakoAHHAMHYHH CBOHCTBA

dapmakoTepanesTHuHa rpyna; CpeacTea, ACHCTRAIM HA CUCTEMATa PEHHH-GHTHOTEH3HH,
aHruoTensuH Il anrarouucru u auypetuun, ATC kon: CO9DA0O6

MexaHH3BM Ha JIEHCTBHE

AHruoteHsuH Il € rnaBHHAT Ba30aKTHBEH XOPMOH HAa PSHHH-aHTHOTSH3HH-AII0CTEPOHOBATA CHCTEMA
H UrPac BAKHA PONd B NATOPH3HONIONHATA HA XHIICPTOHUATA K JIPYTH CHPAECYHO-CHAOBH HapyIICHHA.
To# vrpae BaskHa poas W B IATOreHe3ara Ha OpraHHara xuneprpogus u yepexaane. OCHOBHHTE
(pH3HONOTHYHH eeKTH Ha aHTHOTEH3HH 11, KaTo Ba30KOHCTPHKLHA, CTHMYJIHPAHE HA ANA0CTEPOHA,
peryJMpaHe Ha COJieBaTa M BOAHA XOMEOCTA3d U CTUMY/IMPAHE HA KIEThYHMS PACTEK C& MeAUHpaT
ype3 peuentop or tun 1 (AT1).

dapMakoaHHAMHUYHH edekTH

Kanagecapran nMIeKceTH € NPONEKAPCTBO, KOETO OBP30 ce NPEBPBLIA B AKTHBHOTO JICKAPCTBO
KaHaecapTaH 4ype3 eCTEPHa XUAPOAH3a o Bpeme Ha abcopOLMATA OT CTOMAUIHO-YPEBHHS TPaKT.
KaHpecapran ¢ aHTaroHdcT Ha anruotedsuH Il penentopa, cenekrused 3a peuepropure AT1, kato ce
CBBP3Ba 3/IpaBO ¢ U AHCOLMHpa GaBHO OT peuentopa. Tol HAMa arOHUCTHYHO ASHCTBHE,

Kanaecapran He nosausasa ACE wiH 2pyrv eH3HMHH CHCTEMH, OOHYaiHO CBBp3aHH € ynorpebara Ha
ACE unxuburopu. Toi kato HAMAT edekT BLpXY pasrpakJaHeTO HA KHHWUHHTE WIH BbPXY
mMeTaboI3Ma Ha APYTH BEHIECTBA, KATo BelecTBOTO P, aHrnoTeH3uH Il peuenTopHUTe aHTarOHUCTH
Ca MAJIKO BEPOATHO CBBbP3aHHu ¢ KaunmHuara. [Ipy KOHTponUpaHH KIWHHYHM H3UYTBAHU, CPABHIBALLIH
kanaecaptan muiekceTi ¢ ACE uHxuOuropuTe, yecToTaTa Ha Bb3HHKBAaHE Ha KaLUIHLa € Ouna no-
HHACKA NPH NaLuMWeHTUTEe, NONYYaBRallli KaHaecapTaH umiekceTus1. Kanaecaptad He ce CBbP3Ba H HE
ONIOKHpa ApYrd XOPMOHATHH pelieNTOPH WIH HOHHH KAHAIH, 38 KOUTO € H3BECTHO, Y€ HMAT BAXKHO
3HAYEHHE 34 PeryIMpaHETO Ha ChPAEUHO-ChAOBATA AeiiHOCT. AHTaroHM3MsT Ha AT1 peuentopHTe
BOAH 10 CBEP3aHO C /103aTa [IOBHINICHHE Ha HHBATA HA [H1a3MEeHUs PCHHH, HUBATA HAa aHTHOTEH3HH | H
AHTHOTEH3HH Il M n0 NOHMKEHHKE Ha I1a3MeHATa KOHICHTPAIHMA HA AJIJ0CTEPOH.

KnuHu4yHa edpMKacHOCT M 6€30MacHOCT

Edexrure Ha kanaecapTaH meekceTun 8-16 mg (cpeaHa no3a 12 mg) BeAHBK THEB /:. TR H‘“‘_‘
CbpE1HO-CBA0BATA 32001€BACMOCT H CMBPTHOCT €A OLICHEHH B PaHIOMH3HPAHO KA gptiko- a, % N
usnuTBaHe ¢ 4 937 nauneHTH B CTapyecka Bb3pacT (Ha Be3pacT 70-89 romunu, 2 JoHa/Bpats %)i fi’a
WM [OBEYE FOJMHKI) C JIEKA 10 YMEPEHA XHUIIEPTOHUS, IPOC/IedBaHH cpeaHo 3,7 raiipee lﬁn s \ %

Cognition and Prognosis in the Elderly). Tlaunenrure ca npuemanu kanaecapra TindH nia OG5 |

OODAaBAHE Ha APYro aHTHXUNEPTEH3IUBHO JieYeHUE cropea HyXaure. KpbBHOTO A\ erAHE S are] €HO. |
ot 166/90 Ha 145/80 mmHg B rpynara Ha kaHaecaptaH 1 ot 167/90 Ha 149/82 m ‘xqg’_lpoﬂl_@gﬁ ’
rpyna. He e vMano cTaTUCTUYECKH 3HAMMMA Pa3lHKa B NhpBHYHATA KpaHHa TOYKA - RRJIetiy g‘uﬁl.-

‘-\._‘_ " _#__.-"



CHPACYHO-CBAOBH CLOUTHA {CHPAEUHO-CHA0BA CMBPTHOCT, HENETAICH HHCYIT M HENIETAJIEH
MHOKapAeH HHpapkT). Habmoaasanu ca 26,7 ¢cubutrs Ha 1 000 nauueHTO-roAMHA B rpynara Ha

KaHaecaprad capaMo 30,0 cxOuTus Ha 1 000 nauueHTO-roAMHH B KOHTPOIHATA Ipyla (OTHOCHUTEIEH
puck 0,89, 95% C1 0,75 no 1,06, p=0,19).

Xuapox0opoTHA3KHA HHXHOHpa aKTHBHATA peabcopOuus Ha HATPHIA, ITIABHO B AUCTATHHTE OBOPEYHH
TyOy/IH, U MOANOMAra eKCKpelHATa Ha HaTpHi, XIopua B Boaa. brOpeuHara exckpeuus Ha KajlHH H
MArfe3uil ce yBejIMJaBa B 3aBUCHUMOCT OT J03aTa, JOKaTO KaILMAT ce peabcopbupa B no-rojisMa
cTeneH. XHAPOXAOPOTHA3H HaMaJlABa raa3MeHHs 00eM H eKcTpalenylapHa TeHHOCT W NOHIKAaBa
ChpACYHHA AeOUT W KPBBHO HasaraHe. [lpy genrocpouna repanus, HaManeHoTo nepudepHo
CBIIPOTHBACHHE AONPHHACA 3a IOHHKaBaHS HA KPbBHOTO HAJIAraHE.

['oneMu KNTUHWYHYA Npoyusania Ca JOKAZAUIH, Y AbJTroCpoOHHOTC ACHCHHAC C XHAOpPOXNOpPOTHa3H
HaMajiaBd PUCKA OT CBpPACYHO-CbAOBA 3a007eBaEMOCT H CMBHPTHOCT.

HemenaHoMeH pak Ha koxaTa: Bb3 oCHOBa Ha HANHYHHTE JAHHH OT MHASMHACIOTHYHH NMPOYYBAHHUS €
HabnOaBaHa 3aBUCHMA OT KyMyJlaTUBHaTa 7103a Bpb3ka Mexay XX T3 n HMPK. Exno npoyueane
BKJIIOYBA MOMTyJatms, chetoawa ce ot 71 533 cayyaun Ha BKK n 8 629 cayuyan va CKK, v nonynaius
oT cboTBeTHO 1 430 833 1 172 462 moaxoasiux KoaTponH. BHcokara ynorpeba Ha XXT3
(kymynarueHo >50 000 mg) ¢ cebp3ana ¢ kopurdpan OR 1,29 (95% AH: 1,23-1,35) 3a BKK 1 3,98
(95% HH: 3,68-4,31) 3a CKK. Habmopnasana e acHa Bpb3Ka KyMyJIATHBHA [103a-OTrOBOP KaKToO 32
BKK, Taka u 3a CKK. JIpyro npoyuBaHe nmoka3sa Bb3MOXHA Bpbh3Ka MeikTy paka Ha ycTHHTe (CKK) 1
excrnio3HumaTa Ha XXT3: 3a 633 cimyvan Ha pak Ha YCTHHUTE € noadpana nonynauus ot 63 067
NOIXOAALIH KOHTPOJIH, KATO Ce H3MOA3Ba CTpaTerud 3a B3eMaHe Ha npodu, onpeaeneHa oT pHCKa.
HeMoHCTpHpaHa € Bpb3Ka KyMYJIaTHBHA 103a-0TroBop ¢ kopurupad OR 2,1 (95% JU: 1,7-2,6),
HapacTBaw ac OR 3,9 (3,0-4,9) 3a Bucoka ynotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a nait-
BHCOKaTa KymyJariBHa 103a (~ 100 000 mg) (Bxk. cbio Touka 4.4).

Kannecapran v xupoxiopoTHa3u/y MMAT aJHTHBEH aHTHXHIIEPTEH3UBEH e(EKT.

Ilpu xuneproHnyHu nayueHTH, KapbukoMOn npeaussukea eheKTHBHO U ALJATOCPOUHO HAMANABAHES
Ha apTepPHAIHOTO KPbBHO HaNdarave 0e3 pedyieKTOpHO yBEJIMUeHHE Ha ChpAeYHaTa 4yecToTa. Hama
MPU3HALH 32 CEPHO3HA WM MPEKOMEPHA XHMIIOTOHHS Cliel IThpBaTa J03a uiH rebound edekr cren
npeycTaHOBABaHe Ha AeueHueTo. Cliea NpraaraHe Ha eqHOKparHa 103a Ha KapOukomOH HavyanoTo Ha
AHTHXHITEPTEH3UBHUA €deKkT COHKHOBCHO HACTBIRA B paMKKTe Ha 2 4aca. I1py NpoABIKUTENHO
JeYCHHE, MAKCUMATHOTO HAaMAJIIBAHE HA KPBEBHOTO HAJIATaHE ce OCTHIa B PAMKHWTE HA YCTHPH
CEIMHLIM H C€ 3aMa3Ba 10 BpeMe Ha bJArocpovHoTo aedeHue. [Ipunaranero na KapbukoMOH BeaHDbK
IOHEBHO OCUTYP#ABA eheKTHBHO H ILIABHO HaMalldBaHE Ha KPbBHOTO HaJIATaHe B NPOAB/DKeHHE HA 24
yaca, ¢ MaJika pa3iuKa MeXAy MaKCHMAIHMI U MHHHMATHHA e(eKT npe3 HHTepBana Ha Jo3upade. B
AIBOHHO CJIAIO PaHIOMU3MPAHO NpoyUBaHe, mpunaraHero Ha KapGuxomOu 16 mg/12,5 mg Bennbxk
JHEBHO € HAMAJIABAIO KPBBHOTO HAMATAHE B 3HAYHUTENIHO MMO-TrOJISIMA CTENEH H IO € KOHTPOJIHPAJIO NMPH
3HAYMTE/IHO NOBEYE MALHEHTH, OTKOJIKOTO KOMOHHALIMATA J103apTaH/XHAPOXIOPOTHABH]

50 mg/12,5 mg BenHwk AHeBHO. B ABOHHO clreny, paHAOMHU3HpaHH MPOYYBaHHA, YECTOTATA Ha
HeXenanuTe CrONTHA, 0CODEHO KanuInLa, € Guna no-HHcKa No BpeMe Ha JiedeHnero ¢ KapbukomOu,
OTKOJIKOTO 1O BpeMe Ha JiedeHHeTo ¢ KoMOHHaLMK oT ACE HHXHOHTOpH ¥ XHAPOXJIOPOTHAZHA.

[Ipr aBe KIMHUYHK NIPOYHBaHHS (PAHAOMH3HPAHH, ABOHHO-CJISIH, [U1aLe00-KOHTPOJHPAHH, ¢
napayesiHi IpymH), BIouBamy 275 u | 524 panaomusupans naiMeHTH, ChOTBETHO, Ha KapbukoMOH
32 mg/12,5 mg u 32 mg / 25 mg Boau K0 HAMAABAHE HA KPBLBHOTO Haasrane ¢ 22/ 15 mmHg v 21/14
mmHg, CLOTBETHO, M Ca 3HAYMTENHO NMO-€(PEKTHBHH, OTKOJIKOTO CHOTBETHUTE MOHOKOMIIOHEHTH

B panaomMH3MpaHO, AROHHO-CIIANO, NAPANETIHO KIMHHYHO MPOYUBaHe, BKUIOYBALo 19 / WT \
K

paHaoMH3HpaHo 0e3 oIrTHMAaNeH KOHTPO ¢ 32 mg KaHaecapTaH LHJIEKCEHW BEIH 7

106aBAHETO Ha 12,5 mg WK 25 mg XHAPOXIOPOTHA3MA BOJH A0 AOTBIHUTENHO MGABKEHERA o '%,_} \
KpBBHOTO Hassrane. KapoukomOu 32 mg/25 mg e snauntenno no-eekruseH ot foRic 1 et ;"E’* B \‘. Pl
32 mg/12,5 mg kaTo MOHWKaBaHETO Ha KPBBHOTO HajaraHe ca 16/10 mmHg 1 13 Ik % j;i"‘ % =g¢~‘*:, 3
CHOTBETHO. \ Heds s L



Kapbukombu e cxoaHo eheKTUBEH NPy MaLHEeHTHTE, HE3ABUCMMO OT Bb3pacTTa U Nona.

[TonacTosuiem HaMa JanHu 3a ynorpebarta na KapOukomOu npn nanmenti ¢ 6x0petino
3abonseaHe/HepponaTHi, HaMalleHa (PYHKIHA Ha JISBaTa Kamepa/KOHIECTHBHA Chp/CUHA
HEAOCTATBHHOCT H Cllea MUOKapAeH HHQAapKT.

Jlge roneMu pawgomMuzupanu koHTpoaupanu npoyusanua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo riobanso usnureane 3a
KpaiiHU TOYKH HA TEIMHCAPTAH, CAMOCTOSTENHO U B KoMOuHaimd ¢ pamunpwi) # VA NEPHRON-D
(KnunudHO mpoy4BaHe cBBP3aHO C pa3BUTHE HA HedponaTus nNpH AHadeT, MPOBEAEHO OT
MHHHCTEPCTBO MO BLOPOCHTE HA BETepaHHTE) — NpoyyBaT ynorpebata Ha komOuHatara ot ACE
HHXWOHWTOP W anrHoTeHsuH ll-peuenropeH 6nokep.

ONTARGET e npoy4sade, NpoBeaeHO NPpH MALMEHTH ¢ AaHAMHE3A 3a ChpAEYHO-CHAOBA HIIH
MO3BYHOCHA0BA DOJIECT, HIIM 3aXaped AHadeT THIT 2, NpHAPYKEeHH C NAHHHU 32 YBpek/AaHe Ha
edexropan oprand. VA NEPHRON-D e npoyuBane npH MalUeHTH ChC 3aXapeH AHadeT THN 2 U
nvaterna Hedponarns,

Te3u mpoyuBaHHs He MOKA3BAT 3HAYMM O1aronpuATeH edekT BhpXy Ob0peUHHTe WHIH CHPACYHO-
CBIOBHTE NMOCNEAHLM H CMBPTHOCT, KATO CHILECBPEMEHHO ¢a HabmoOaaBaHy MOBHLLECH PHCK OT
XHNEepPKAIMEMHs, OCTPO YBpEeXKaaHe Ha OpOpenvTe W/unM XUNOTOHUA B CPABHEHUE ¢ MOHOTEpANUATA.
Karo ce uMar npeaBua cXoHUTE UM dapMaKOAHHAMHYHH CBOMCTBA, TE3H PE3YJITATH Ca NPHIOKHUMH
u 3a Apyrd ACE wHxubutopn H aHruorensuH ll-peuenropHy 6nokepH.

ACE unxuburopu H anrrHotensuH II-petuenropru 61okepH cieaoBatesiHo He TPAOBA 14 ¢e W3MO/3BaT
€HOBPEMEHHO TIPH [MALIMEHTHU ¢ AMadeTHA HepOIaTHA.

ALTITUDE (KiuHU4HO npoy4BaHe NPOBEJEHO C AIHCKHPEH MPH IAHMEHTH CHC 3aXapeH AHabeT Tvi
2 ¢ H3MOJI3BaHE HA CHPASYHO-CHACBH H ObOpedHH 3a00/19BAHKA KATO KpailHH TOYKH) € NPOyYBaHe,
TIpeIHa3HAYEHO Ja H3CIIEABA 110/13aT4 OT J00aBIHETO Ha ATMCKHpEH KbM ¢TaHAapTHA Tepanus ¢ ACE
HMHXHOHUTOP WIH aHrHOTeH3uH [I-penenropen 610Kep MpU NALMEHTH ChC 3aXxaper AuabeT Tvil 2 U
XpoHMYHO 6B0peyHOo 3abomaBaHe, ChPACYHO-CHA0BO 3a00MABaHe WIH H ABeTe. [IpoyusaHeTo €
PEKPATEHO NPEeXACEPEMECHHO NOPASH NOBUILIEH PHUCK OT HeONaronNpusTHA nocneauim. Kakro
CbPACYHO-CHAOBATA CMBPT, TAKA H HHCYATHT €A 1O-YeCTH B MPYIATA Ha ATHCKHPEH, OTKOJIKOTO B
rpynara Ha nanefo, a NpeACTaRAABALIUTE HHTEPEC HEXKEIAHH CHOMTHA H CEPHO3HH HEXKeTaHH
crOWTHA (XHNepkaTMeMus, XUIIOTOHUA 1 Ob0peyHa auchyHKIm) ce cvOOLIABAT M0-4ECTO B rpynara
Ha AMTMCKHPEH, OTKOJIKOTO B FpynaTa Ha ruiaiedo.

3.2 <PapMakOKHHETHYHH CBOHCTBA

EnHOBpeMEHHOTO NPHAGKEHHE HAa KaHAECAPTaH LIHIIEKCETH H XHAPOXJIOpOTHA3K HAMA KITHHHYHO
3Ha4YUM e(eKT BppXy apMaKOKHHETHKATA HA JICKapCTBEHHS MPOAYKT.

AOcopOLIMA H pa3lipeencHHE

Kanoecapmar yurexcemun
Caen nepopanHo NpwioxeHHe, KaHASCAPTAH HIJIEKCETH Ce NPeBpblla B aKTHBHOTO JIEKAPCTRO
KaHOecapTaH. AOcoMOTHaTA OMOHATMYHOCT Ha KaHAecapTaH € npHOIusHTeHo 40% cnen npuiarate
Ha pa3TBOP 32 MEpOPaIHO MPHAOKEHHE HA KanJecapTan wiaekceTw1. OTHocuTennara OHOHAHYHOCT
Ha TabnerHaTa (popMa, B CPABHEHHE CHC CHLIMA PA3TBOP 34 HNEPOPATHO NMPHIIOKEHUE, €
npubmznTenHo 34%, ¢ MHOro Manika BapuabuiHocT. CpeiHaTa MAKCHMMAITHA CEpYMHA KOHLICHTpaLs
(Cmax) ce noctura 3-4 yaca cnen npuema Ha Tabnerkara. CepyMHHTE KOHUEHTPALMH Ha KaHAecapTaH
HapacTBaT JIHHEHHO C YBEJIMMABAHE HA IO3UTE B TEparicBTHHHHTE AO30BH rpaHHLK. Hee32 ~
Ha0IOJaBaHU MEXKIYTIONOBH Pa3THUHS BBHE (papMaKOKMHETUKATA HA KAHACCAPTAH, /»‘- 0 ﬁ : ahﬁu //,\
KpuBara cepyMHa koHueHTpauHa/BpeMe (AUC) Ha KaHgecapTaH HE Ce [10BITHABA j ‘
KanpecapTaH ce cBbp3Ba ¢ IUIa3MCHUTE IPOTEMHUA BbB BUCOKa cTeneH (Hax 99%)
Ha pasnpeaeiieHue Ha kavaecaprau ¢ 0,1 1/kg.

Xuopoxnopomuazud




Xuapoxnopotuasuj ce abcopbupa 6Bp30 OT CTOMALUHO-YPEBHHA TPAKT ¢ aOCOMOTHA OHOHANMYHOCT
OT npHban3MTenHo 70%. EnHOBpEeMEHHHAT NpHeM Ha XpaHa nosuiaBa abcopOLHITa C
IPUOITUIUTENHO OKOC 15%, BHoHaTHYHOCTTa MOXKE 14 C€ MOHKXKH NIPH MALKMEHTH CbC ChpAcHHA
HEROCTATHYHOCT M W3ABeH e¢1eM. CBbp3BaHETO Ha XHAPOXJIOPOTHA3H C [UIa3MEHHTE NPOTEHHHE €
npubauzurenno 60%. [pusnaHuaT o6em Ha paznpeaeneHue e npubnnsurento 0,8 1/kg.

MeTaboHn3bM H eJTHMAHHpPAHE

Kanoecapman yunexcemun

Kanpecapran ce enuMHAHMpa NpeiMMHO B HeNPOMEHeHa GOopMa upe3 ypHHaTa H 3KThbYKaTa H CaMo B
MaJlKa CTereH ce eNUMHHUpA upe3 yepHoapodnug Metabonnssm (CYP2C9). HanuunuTe npoyusasuns
33 B3aUMOIeHCTBUE He Noka3eat edekT Bpxy CYP2CY9 n CYP3A4. Bn3 ocroBa Ha in vilro JAHHH, HE
CE OYaKBA BH3HMKBAHEC HA B3AaHMOAEHCTBHE i VIVO C JIEKAPCTBEHH MPOAYKTH, YHATO METabOJIH3bM €
3ABHCHM OT HATOXpoM P450 uzoensumure CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E] unu CYP3A4. TepMHHATTHHAT €AMMHHALIHOHCH NOJIYXKHBOT (t'2) Ha KaHAecapTaH €
npubnu3uTenHo 9 yaca. Hama kyMmynupase ciea MHOrOKpaTHo npwioxeHude. Ciell Mpujiarale Ha
KaHZecapTaH LINEKCeTH B KOMOMHALIMA ¢ XHAPOXIOPOTHA3K], MONYKHBOTHT Ha KaHACcapTaH OcTaBa
HernpoMeHeH (MpubnusuTenHo 9 h).

Crnen MHOTOKPaTHO NMPHIMKEHUE HA KOMOMHALMATA HE Bb3HMKBA JOITRIHHTEIHO KyMYJIHpaHe Ha
KaHAeCapTaH, B CPABHEHUE ¢ MOHOTEPAITHATA.

OO1muAT MIa3sMeH KIMPBHC HA KaHaecapTaH € okoio 0,37 ml/min/kg, karo OpOpeYHHAT KIMPBHC €
okosio 0,19 ml/min/kg. EnuMuHMpaHeTo Ha kaHaecapTaH npe3 ObOpeUHTE ce OCBIIECTBABA KAKTO Upe3
rJIOMEPYJIHA PUITPAIMS, TaKa H upe3 aKTHBHA TyOyJHa cekpeuns. Ciel nepopaliHo NPHIOKEHHE Ha
"“C -6ensizan KaHpecapTaH LWEUICKCETHI, NpubnusuTenHo 26% OT A03aTa ce eKCKPETHPa B yPHHATA
KaTo KaHJccapTaH U 7% KkaTo HeakTHBEH MeTaboJIMT, 1OKaTo BBB (eKanuuTe, npudau3uTes o 56% or
A03aTa ce OTKPUBA KaTo KaHaecapTaH U 10% kaTo HeaKTHBEH MeTabOMT.

Xuopoxnopomuazuo

XUAPOXJIOPOTHA3KI HE C& METaGOMM3Hpa M c€ eKCKPETHPa [OYTH H3LIAIO B HEMPOMEHEHa (hopMa upes
FIOMEepynHaTa GUITpaLus M akTHBHATA TYOyJIHA cekpeuus. TePMUHANHUAT ty;, H2 XHIPOXAOPOTHA3HA,
¢ npudnusurenHo 8 yaca. [Tpubnusurenno 70% oT nepopaliHO NPHWIOKEHATA 1033 C& €NHMHHUPA B
ypuHata B paMKute Ha 48 yaca. [1omy>KMUBOTBT HAa XUAPOXIOPOTHA3H] OCTABA HENPOMEHEH
(mpubnusurenyo 8§ h) cnea npusarabe Ha XHAPOXJIOPOTHA3KA B KoMOHHALMA ¢ KaHaecapTaH
mtekceTwt. Cneq MHOMOKpaTHO MPHJIOKEHHE Ha KOMOMHAUMATA HEe BE3HHKBA HOITBJIHHTE/THO
KyMyJIHpaHe Ha XMAPOXJIOPOTHA3M, B CPABHEHHE ¢ MOHOTEPAIIUSATA.

(PDapMaKOKHHETHKA NPH COCIIHAJIHH [PYIIH

Kanoecapman yunexcemwr

[Ipu xopa B cTapuecka Bb3pacT (Han 65 roguHH), Cmax 1 AUC Ha kaHZecapTaH €€ [MOBHMILABAT ChC
CLOTBETHO NpHOan3uTenHo 50% u 80% B cpaBHeHHe ¢ Mmnaau nuua. OTroBopsT OT CTPaHa Ha
KPBbBHOTO HAACaHE 00aqe H YeCTOTAaTa HA HeXENaHWTe Peakuuu ¢a CXOHH CNeA onpeicneHa 103a OT
KapbukoMOH NpH Mnaau nanueHTH | MalHCHTH B CTApUeCKa Bb3PacT {BHXKTe TOUKa 4.2).

Ipu nauueHTHTE C NIEKO A0 YMepeHO Texkko OnOpeuHo yspexxaane Cmax 1 AUC Ha kanzmecapTaH
HAPACTRAT NO BPEeME HA MOBTOPHKUTE JO3MPOBKM CHC CHOTBETHO npubauzurento 3% u 70%, Ho
TEPMHHAIHMAT t%2 He ce NIPOMEHs B CPaBHEHHE ¢ MaUHEHTHTE ¢ HopMaTHa Op0peyHa (PYHKIIHA.
CbOTBETHHTE HPOMCHH MMPH NALIHEHTHTE ¢ TEKKO HBOPEUHO yBpeKIaHe ca ChOTBETHO
npubausuTeano 50% u 110%. TepMunanHusT t'2 Ha KaHAeCapTaH € NPUONH3UTENHO ) pB

‘ |
BHCOK MpY NaUCHTUTE ¢ TeXKO 0b0peuno yapexaane. GapMakoknHeTHKaTa NPy FAIUBIFIATE e AN
XEMOJHANH3a € CXOAHA ¢ Ta3H NPH NALMEHTHTE C TexKo OROpevHo yBpexKaaHe. ,3 Citi TN 'E;, |
[Ipu Age Mpoy4BaHKs, KOMTO BKJIKYBAT MALMEHTH C JIEKO A0 YMEPEHO YepHOAPYY DS | “" \ %
Habmozaea nosuineHue Ha cpeanata AUC Ha karaecapraH ¢ npubnusutenno 2{1° , p CePRioas w4
npoyusate ¥ 80% fnipw Apyroro npoyusane (BixK. Touka 4.2). Hama onaT npt na e P *‘ m}-’ .
YEpHOAPOOHO YBpEeXKaHe. ’f&f‘“-m _____ o ,35: B
"B 6



Xudpoxnopomuazuo
TepMHHAIHOTO ty;, HA XMAPOXJIOPOTHA3KA C€ YABIKABA IPH MAUHCHTH ¢ 6BOpeuHo YBpEKIaHE.

5.3 IIpeaxIHHHYHH JaHHH 32 De30MACHOCT

Hama KauecTREHO HORY HAXOKH 33 TOKCHUHOCT py KoMOUHAUMATA, B CPABHEHHE C TE3H,
HAGNIONABAHH 32 BCEKH OT KOMMOHEHTHTE. 11pH MpeIMHHYHNA H3NWTBaHKUA 33 0e30nacHOCT
KaHJecapTaH ¢ OKa3al Bb3eiiCTBHE BEPXY DBOpeLTe H MapaMeTpuTe HA HCPBEHUTC KPbBHH KJIETKU
clle/l IpHIarane BbB BUCOKH 03 MPH MHIIKH, MTBX0BE, Ky4eTa H MaHMYHH. KanaecapTaH €
MpeAM3BHKaAT HAMaNABaHE Ha IapaMeTPUTE Ha UCPBEHHTE KPBBHH KIICTKH (EpUTPOLHTH, XEMOTIO0HH,
xeMatokpuT). Br3peitcTenara gopxy 0u0peumre (KaTo pereHepaluid, HnaTauus u Oazodunug B
TyOyJiHTE, MOBHILIEHH NJA3MEHH KOHUCHTPALHH Ha ypes H KpeaTHHHH) €a [peAW3BHKAHH OT
KaHjecapTaH H MOKe A3 ¢a BTOPHYHH N0 OTHOLICHHE HA XHUTIOTCHIWBHAS e(heKT, BOJIelll 10 NPOMEHH
Ha ObOpeunara nepdysus. JobassaHeTo Ha XMAPOXIOPOTHA3ZH/ NOTCHLMHDPA He(hpOTOKCHYHOCTTA Ha
xangecaptad. OcBeH ToBa, kKaHAECAPTaH € HHIYHpall XHIEpIIa3zHa/ XHnepTpodHA Ha |
IOKCTArIOMEpYTHUTE KiieTkH, CuunTta ce, Ue Te3W NPOMEHH Ca npUHHHCHI OT (hapMaKOIOrHUHOTO
AelficTBYAE HA KaHAeCapTaH M €a ¢ MATKa KTAHHYHA pe/ICBaHTHOCT.

[Tpu KaHzecapTaH ¢ Habmonasana GeTOTOKCHUHOCT NPH KbCHA OPeMEHHOCT. JlobaBaHETO Ha
XHAPOXJIOPOTHA3K/ HE MMOBIMABA 3HAUMMO M3XO0/ia OT NPOYHBAHMATA BBPXY (heTaNnHOTO pa3BUTHE NPH
[UILXORE, MHLLIKH WK 3aituwm (RK. Touxa 4.6).

KakTo kaHaecapTat, Taka H XHAPOXJOPOTHA3HL, MOKA3BaT FCHOTOKCHYHA aKTHBHOCT TIPA MHOTO
BHUCOKH KOHUEHTpaLKH/103U. JIaHHUTE OT i# VIIro U in vivo W3cineapaHngaTa 33 reHOTOKCHYHOCT
MOKA3BAT, Ue € MAJIKO BEPOSTHO KAHIeCapTaH ¥ XHAPOXIOPOTHAZHA 14 YIIPAKHARAT KaKBaToO U Ja
QU0 MyTAreHHa WIH KNACTOrEHHA AKTHBHOCT B YCIOBHATA HA KIIHHUYHATA ynoTpeda.

6. ®APMAIEBTHYHH JAHHH

6.1 CoHChK HA IOMOUWHHATE BEIIeCTBA

8 mg/12.5 mg:

JlakT03a MOHOXHAPAT
[lapeBH4HO HHLIECTE
XHAPOKCHIIPOIHI LENyJ03a
MarHe3ues creapar
Kapmenosa xantimii
Makporon 8000

16 mg/12.5 mg

JlakTo3a MOHOXKApAT
[{apesuuHO HUECTE
XHAPOKCHITPOMIT LEITyJI03a
Marne3ues cTeapar

Kapmenosa kaiuii

Maxporon 8000

Kenesen oxkena, uepsen (E172)

32 mg/12.5mg:

JlakTO3a MOHOXHApPAT
LlapeBHYHO HHLLIECTE
XHAPOKCUNPONII HEAyno3a
MarHesues creapar
KapMenosa Kanuui

Makporoa 8000




KeneseH okcun, xxbar (E172)

32 mg/23 mg:

JlakTo3a MOHOXHApAT
LlapeBHYHO HHINECTE
XAAPOKCHTIPOTIHI NeTyio3a
Marnesnes cteapar
Kapmenoza kanuuii

Makporon 8000

HKenesen oxkcun, yepseH (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpok na rogaocrt

2 rOAHHH

6.4 Cnenuannu ycJIOBHA HA ChXpaHCHHE

TabnetkH, B Gnrctepy oT PVC/PVDC-pHiM ¥ atyMUHHEBO (POJTHO:
Jla ce cpxpanasa nog 30°C.

TaGnetky, onakosany B Onuctepu or namuuupato OPA/AI/PVC donmo u anymunreso Gonmo:
JIekapCTBEHHAT MPOAYKT HE H3UCKBA CIIELMATHH YCJIOBHA 34 ChXPaHEHHME.

6.5 /JlaHHH 32 ONAKOBKATA
Ceabpxatue Ha onakoBkara (6aucrepu PVC/PVDC-dunm W anymunueBo $onno): 14, 15, 28, 30, 56,

60, 84, 90, 98 TabnerkH B KyTHS.
CrabpkaHue Ha onakoBkara (6nucrepu ot namunupaio OPA/APVC ¢donuo v amymuHueBo Gonmo):

14, 15, 28, 30, 56, 60, 84, 90, 98 TabneTkH B KyTHA.

He BcHukK BHIOBE OMAKOBKH MOrar ja ObJar [[yCHATH Ha nas3apa.
6.6 Coenrannym npeAnasHd MEPKH NPH HIXBLP/IAHE

HsamMa cneliManiyi W3HCKBAHMA.

Hewznon3paHusar JICKAPCTBCH MPOAYKT HUITH OTIIAADYHHTE MATECPHAIIH OT HErO TpﬂﬁBa Ad CC U3XBBPIIAT
B CROTBCTCTBHE C MECCTHHTC H3HUCKBAHHA.

7. INIPUTEXKATEJI HA PASPEIHNIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §ma|je§ka cesta 6, 8501 Novo mesto, CnioseHHs

8. HOMEP(A) HA PAZPENIEHHETO 3A YIIOTPEBA

KapOukombu 8 mg/12,5 mg —Per. Ne: 20110288
KapbukomoOu 16 mg/12,5 mg — Per.Ne: 20110289
KapbukomOu 32 mg/12,5 mg —Per.Ne: 20110290
KapbuxomOu 32 mg/25 mg — Per.Ne: 20110291




9. JATA HA ITBPBO PA3PEIIABAHE/TIOAHOBSABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBoO paspewaane: 04.05.2011 roa.
JlaTa Ha nocneaHo noaHoesaBaHe: 12.09.2018 roa.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
07 Jlekemppu 2023

[MoapoGHa nH(popMaLms 3a TOBa JIEeKapcTBO € NpeJocTaBeHa Ha yeOcaiita Ha M3nbianuTenHa AreHuus
no nekapcteara (MAJI) http://www.bda.bg.




