ITPHJIO’)KEHME 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



VSNBENHUTENHA ATEHUMS NO JTE_KAPCTBATA
Kpamxa xapa_Wrm H& Npogyxma - [lpusoxerue 1

Ko Poz. Ne OS2/ O3 AL/ 13 /77

1. UME HA JIEKAPCTBEHUA ITPOAYKT

PEMWJIO TUTIOC 8 mg/12,5 mg tabneTku CONA ”’6 oy —g 13-05- 20
PEINTAJIO TJIIOC 16 mg/12,5 mg Tabnetku BG/MAMP - & 2 e
PENMUJIO TITIOC 32 mg/12,5 mg TaGreTkn ogosperve Mb 37 30 /3,0 /98 /39 A5

REPIDO PLUS 8 mg /12,5 mg tablets 3 6/? ?’/ 737/ 70 -[5- 2024

REPIDO PLUS 16 mg /12,5 mg tablets
REPIDO PLUS 32 mg /12,5 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

PEITA 10 IJIFOC 8 mg/12,5 mg Tabnetku
Besika Tabnerka cbabpka 8 mg kanaecaprai LHIeKCeTW 1 U 12,5 mg XuApOXJIOpOTHA3HI.

PEITUJ1O TTJTKOC 16 mg/12,5 mg tabneTku
Bcesika Tabnetka chbabpka 16 mg kaHaecaptaH uniekceTH U 12,5 mg XuapoxaopoTHasma.

PETTU /10 ITJIFOC 32 mg/12,5 mg TabneTtku
Bcesika TabneTtka chabpxka 32 mg kaHaecapTaH UWiekceTHa M 12,5 mg XxuapoxaopoTHasua.

3a NbJHKHA CNIMCHK HA MOMOLLHHUTE BELECTBA BUXTE TOUKa 6. 1.

3. JEKAPCTBEHA ®OPMA

Tabnerkwu.

Penuao naoc 8 mg/12.5 mg:

benn M noytH OenM, OBaJIHU, ABOMHOU3MbKHANHK (~9.5 X 4.5 mm), HEOOBUTH TaONETKH C JEUTE/HA
yepra OT elHaTa CTpaHa.

JlenuTesHaTa yepra e camMo 3a yJIeCHABaHe Ha CUYNBAHETO C LieJ1 MO-JeCHO MOr/IbllaHe, a He 3a pa3aensHe
Ha paBHH J103H.

Penuao nmoc 16 mg/12.5 mg:

OBasiHH, ABOHHOM3MbKHAH (~9.5 X 4.5 mm), HeoOBUTH TabNETKH C NPACKOBEH LBAT, C AENUTENIHA YepTa
OT e/lHaTa CTpaHa.

JlenuTenHata Yepra € camo 3a yJIECHABAHE Ha CUYMBAHETO C LieJl MO-JIECHO MOrIbLIAHE, a HE 3a pa3fieNsHe
Ha paBHH J103H.

Penuzao nmoc 32 mg/12.5 mg:

AbJITH, OBAJTHH JBOHHOM3MBKHANM (~12 X 6 mm), HeOOBUTH TabNeTKH ¢ JeNUTENHA YepTa OT eAHATA
CTpaHa.

JlenuTenHara yepra e caMo 3a yJleCHsBaHe Ha CHYIBAHETO C L/l T0-JIECHO TOrIbILAHE, a He 3a pa3/ielisHe
Ha paBHH JI03H.

4. KJUHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKAa3aHHHA

Penuao niaroc e nokasaH 3a:




JleyeHue Ha CCCHUHAJIHA XHUNEPTOHHA TPH Bb3PAaCTHH MMALlHEHTH, MPH KOUTO HE CE€ MOCTHUIra ONnTUHMAaJieH

KOHTPOJI Ha KPbBHOTO HaJlsiraHe Ype3 MOHOTepanus C KaH1eCcapTaH LHIEKCETHI HIIH XHAPOXJIOPOTHAZH/
(Bx. Toukn 4.3,4.4,4.5u 5.1).

4.2 Jlo3MpPOBKA H HAYHMH HA NPHJIOMKEHHE

o3upoBka

[IpenopbunTennara no3za Penuao nioc e eaHa tabnerka AHEBHO.

[IpenopbuBa ce THTpUpaHe Ha 103aTa Ha OTAEIHUTE KOMIOHEHTH (KaHAecapTaH LMIEKCETH U
XHUIpoxopoTHasu). Korato ToBa € yMECTHO OT KIHHHYHA IVIEHA TOYKA, MOXKE J1a Ce HMa MPEBH/L
AHPEKTHO NPEMHHABAHE OT MOHOTEparnusa KbM JieyeHHue ¢ Penuno nmoc. [1pu npemunaBane ot
MOHOTEpanHts ¢ XHAPOXJIOPOTHA3H/, Ce NpenopbyBa THTPUPAHE HA [103aTa Ha KaH/IeCapTaH LIUJIEKCETHII.
Penuao mioc Moxe J1a ce npuiiara rpH NalMeHTH, NP KOUTO HE Ce MOCTHra ONTHMAaJeH KOHTPOJI Ha
dPTEPHAIHOTO HAJIAraHe Ype3 MOHOTEpANus C KaHJaecapTaH LHJIEKCETHI WK XHAPOXJIOPOTHA3U HITH C
Penuao nitoc B no-Hucka no3a (Bx. Toukn 4.3, 4.4, 4.5u 5.1)

[To-ronsMaTa 4acT OT aHTUXUTIEPTEH3UBHHA €(PeKT OOMKHOBEHO CE MOCTHIA B paMKHTE Ha 4 cCeAMHU LN
cjiel] 3aroy4yBaHe Ha JIEYEHHETO.

CneunanHu nonyjaalnuu
ITayuenmu 6 cmapuecka ev3pacm
[Tpu nauMeHTH B cTapyecka He ce Hajara KOpPEKLMs Ha J03aTa.

Ilayuenmu c 6bmpecv0080 0bemHo uzuepneane

[Ipn nauneHTHTE C PUCK 3a pa3BHTHE HAa XUIIOTOHHS, KAKBHTO Ca Te3H C Bb3MOXKHO 00EMHO

M34epriBaHe, CE Npenopb4Ba THTPHPAHE HA 103aTa HA KaHJecapTaH LWJIeKceTH I (MTPH TAX MOXe /1a ce UMma
Npe/IBH/ Ha4yalHa 1032 Ha KaH/lecapTaH LWJIeKCeTH oT 4 mg).

lHayuenmu ¢ 6vbpeuno yepescoane

B Ta3u nonynauus ce npeanoyuTat GpMMKOBH MpPe THA3UIHU JHYPETHLM. [Ipu nauuenTu ¢ neko no
ymepeHo ObOpeyHo yBpex/aHe ce npenopbusa THTPUPaHe Ha J03aTa Ha KaHJecapTaH LIHJIEKCETH
(KpeaTHHHHOB KIMpBHC > 30 ml/min/1,73 m? TenecHa NOBLPXHOCT) MPeaH Jia Ce 3aMOYHE JEUEHHE C
Penujo Inoc (npu Te3u nauMeHTH npenopbuMTeNHATA HAYalHa /1032 Ha KaHJecapTaH LUJIeKceTu e 4
mg).

Penuao I1ntoc e npoTHBONoKasaH npu NaLMeHTH C TEXKO 6BOPEYHO yBpexkaaHe (KpEaTMHHHOB KJIUPBHC <
30 ml/min/1,73 m* TenecHa noBbpXHOCT) (BX. TOuKa 4.3).

Ilayuenmu c uepHoOpobHo yepexcoane

[1pn nauneHTH ¢ Jieko 10 yMepeHo YepHOAPOOHO yBpexkaaHe, NpeaH 3ano4YBaHe Ha JieyeHHe ¢ Pennio
[1ntoc, ce npenopb4Ba THTpUpPaHe Ha J03aTa HA KaHJECAPTaH LMIIEKCeTH (IPH Te3M MalUeHTH
NPpENoOpbYMTEIHA Ha4YallHa 103a Ha KaHAecapTaH uuiekcetus € 4 mg). Penuao [nroc e npotuBonokasan
PH NMALHEHTH C TEXKa YePHOAPOOHA HEIOCTATBYHOCT W/UIIM XoJiecTasa (Bxk. Touka 4.3).

lHeouampuuna nonyrayus
be3onacHoctTa M epykacHocTTa Ha Penuzo Iimoc npu feua Ha Bb3pacT ot paxaaHe 1o 18 roamHu oule
HE Ca YCTAHOBEHH. JIMTCBAT JaHHH.

HayuH Ha npunoxkeHue
[lepopanHo npunoxeHue
Penuzo Intoc Moxe 1a ce npuemMa KakTo Ha IJ1ajHo, Taka H ciejl XpaHeHe. BHoHanu
KaH/JecapTaH LIMJIEKCETHI HE Ce MOB/IMABA OT XpaHara.

HsimMa K1MHHYHO 3HAYMMO B3aMMOEHCTBHE MEXLY XHIPOXJIOPOTHA3N/ H XpaHaTa




4.3 IlpornBonoka3zaHus

— CBpbX4yBCTBUTENHOCT KbM aKTHBHUTE BELLECTBA UM KbM HAKOE OT MOMOLUHMTE BEIECTBA, HiIHN
KbM aKTHBHH BELLECTBA, NPOU3BOJIHH Ha Cyl(oHaMUuauTe. XUAPOXJIOPOTHA3H/L € AKTUBHO
BELLIECTBO, MPOU3BOJHO Ha CY(OHAMHIHUTE;

— BTopu u TpeTH TpumecTbp Ha GpeMeHHOCTTa (BHKTE TouKa 4.4 1 4.6);

— Texko 0bOpedHO yBpexaaHe (KpeaTHHHHOB KIupbHC < 30 ml/min/1,73 m? renecHa MOBbPXHOCT);

—  Texko 4yepHOaApPOOHO yBpexXaaHe H/HUIK XOJecTasa;

— PedpakrepHa xunokanueMus u XunepkaalHeMus;

— lloparpa;

— EnnoBpemeHnHata ynorpeba Ha Pennjo nioc ¢ alniucKupeH-chabpxKalin NPoAyKTH e

MPOTHBOINOKAa3aHa NPH MaLMEeHTH CbC 3aXapeH auabet uan 6u0peuHo yspexaane (GFR < 60 ml/min/1,73
m2) (Bx. Touku 4.5 u 5.1).

4.4 CneuuajJHH npeaynpexJieHHs H NpPeANa3HH MePKH NPH ynoTpe6a

Hsouno brokupane na penun-aneuomensun-aroocmeporosama cucmema (PAAC)

WMMa nanHu, 4e enHoBpemeHHara ynotpeba Ha ACE HHXHOHTOPH, aHTHOTEH3HH [I-peuentopuu 6nokepu
HMJTH JINCKUPEH MOBHLIABA PHCKA OT XUIOTOHUS, XHIIEPKaIHEMHS U HaMalisiBaHe Ha 6bOpeyHara
(yHKuMs (BKIIOYMTENHO OcTpa 6bOpeuHa HepocTaTbyuHOCT). [Topaau ToBa He ce npenopbyBa JBOHHO
6iokupaHe Ha PAAC upes komGuHupaHara ynotpe6a Ha ACE HHXHOUTOPH, aHTHOTEH3HH [I-peuentopHu
On0KepH WM anuckupeH (BX. Touku 4.5 u 5.1).

AKO Ce NpeueHH, Y€ TepanuaTa ¢ ABOHHO OJ0KHpaHe € abcomoTHO HeoOX0auMa, TOBA TpsOBa na cTaBa
€Camo noJ HabMOAEHHETO HA CNEUNATUCT H NPH YECTO BHUMATEIHO MOHHTOpHpaHe Ha Gb6peuHarta
(QyHKUHSA, ENEeKTPOIIUTUTE H KPBBHOTO HAJIATAHE.

ACE uHXnOuTOpH W aHruorensuH Il-peuentopuu 610kepu He TPAOBa aa ce U3MON3BAT €1HOBPEMEHHO
Mpy NalMeHTH ¢ AMabeTHa HedponaTus.

bvbpeuno yepeocoane/b6vopeuna mpancnranmayus

B Tasu nonynauus ce npeanountat GpuMKOBHTE npes THa3suAHUTe AHypeTHuH. Korato Penuno nmoc ce
H3M0J13Ba NPH NALMEHTH C HapyLieHa ObOpeyHa hyHKUM, ce MpenopbYBa NEPHOANYEH KOHTPOJ Ha
KaJisl, KpeaTHHHHA ¥ MMKOYHATa KUCEJTHHA.

HsiMa onuT no oTHOLIEHHE Ha NPHJIOKEHHETO Nna Penuuo nioc Npu nalmueHTH CKopo Cies O0b0peuHa
TPaHCMJIaHTaLUA.

Cmenosza na 6vbpeunama apmepus

JlexapCTBEHH NPOJYKTH, KOHTO MOBJIHABAT PEHHH-AHTHOTEH3HH-ANTA0CTEPOHOBATA CHCTEMA,
BK/IIOYHTEIHO W aHrHoTeH3un 1l peuentopuuTe antaronuctu (AIIPA), Morar na npeausBukar
MOBHILIABaHE Ha ypedATa B KPbBTa H Ha KPEaTHHHHA B CEpyMa.

Bvmpecv0060 0bemno uzuepnsane

[Ipn nauneHTH ¢ BbTPECHA0BO 06EMHO H/HJIH HATPHEBO H3YEPIIBAHE MOXE J1a Ce Pa3BHe CHMIITOMATHYHA
apTepHajiHa XHNOTOHHS, KAKBATO € ONMCaHa MPH NPHIJIOKEHHE HAa APYTH CPEACTBA, MOBJIMABALLH PEHHH-
aHFMOTEH3MH-aJI10CTEpOHOBaTa cucTema. ETo 3auio He ce npenopbuBa ynorpedara Ha Penugo IMmoc,
JIOKaTO TOBAa CbCTOSIHUE HE Ce OBJIAJIEee.

Anecmesus u onepayuu
[Tpu naunenTu, nexysanu ¢ AIIPA no BpeMe Ha aHecTe3Hs M OnepaLrK MOXE Ja ce pa3BHe XUNIOTOHUS B
pe3y/iTaT Ha bJ0kajiaTa Ha pEHUH-aHIMOTEH3HH-aJ110CTePOHOBATA CHCTEMA. MHOrO PAKO XHII

HeproopobHo yepesxcoane
TuasuanTte TpsAbBa 1a ce H3noN3BaTe MOBHLIEHO BHUMAHHE NPH NALHUEHTH € Hapylue
GyHKLHS MK nporpecupallo YepHOAPOoOHO 32005 BaHe, MOHEXe He3HAYHTEHHU np



€JIEKTPOJIMTHOTO paBHOBECHE MOX € J1a POBOKMPAT HACTBLIIBAHETO HA XenaTajiHa koMa. JIuncea
KJIMHH4YEH onuT ¢ Penuao [nroc npu nauuenTH ¢ yepHoapobHO yBpekaaHe.

Aopmua u mumpanna cmenosa (0b6cmpykmusna xunepmpopuuna kapouomuonamusi)

KakTo u npu Apyru Ba3oaunaTaTopH, NpH NallMEHTH, CTPAAALLH OT XeMOAHHAMHYHO 3HAYHMa aoOpTHA WK
MHTpajiHa CTE€HO3a, HJIH OT OOCTPYKTHBHA XHNEPTPODHYHA KAPJMOMHONIATHS, CE NMPENOPBYBA 1 a CE
MOAX0XJa C NOBULIEHO BHUMAaHHUE.

ITvpsuyen xunepanoocmepouusvm

KaTo 110 nauMeHTHTe ¢ MbpBHYEH XMNMEPANIOCTEPOHH3BM HE OTTOBAPAT HA JIEYEHHETO C
AHTUXHMNEPTEH3HBHHU CPEACTBA, NMOBIUABALIH PEHHH-AaHTHOTEH3WH-AJIJ0CTEPOHOBaTa cucTeMa. ETo 3auo
HE ce npenopbyBa ynorpedara Ha Penuao mioc B Ta3u nonynaums.

Enexmponumen oucbananc

CepyMHHTE eNeKTpoIuTH TpsbBa 1a ce U3cieaBaT NEPHOANYHO, Ha MOAXOAALLM HHTepBanu. Tuasuaute,
BKJIFOYHUTEJIHO W XH/IPOXJTIOPOTHA3HA, MOraT /ia NpeIi3BHKAT pa3BUTHE HA eNIEKTPOJUTHH HAapYyLIEHHA
(XHNepKalUHeMHs, XHIIOKAIMEMHUS, XHTIOHATPUEMHS!, XHITOMAarHe3HeMHS H XHIOXJIOPEMHYHA askasnosa).
TuasuaHuTe AMypETHLIM MOraT 1a HAMaJIST YPUHHATA eKCKPEeLMs Ha KaJIluii ¥ 1a Npeau3BHKaT
[ICPHO/IMYIHH JICKH NMOBHILIABaHHs HAa KOHLUEHTpaLKsATa Ha KaJlllua B cepyma. M3paseHnara xunepkanunemus
MOXe N1a e Oener Ha HeM3siBeH XunepnapatupeonanssM. [1pean uscnenBane Ha GyHKLUMATA Ha
OKOJIOLUIMTOBMAHHUTE XJI€3H MPUEMbT Ha THa3UaM TpAOBa Ja ce crpe.

XUAPOXJIOPOTHA3U/L TIOBHLIABA J10303aBUCHMO YPHHHATA €KCKPELIMA Ha KaJIMii, KOETO MOJe aa
AI0BEJIE 10 pa3BUTHE Ha XHNOKaMeMus. M3rnexa, ye To3u eekT Ha XHAPOXJIOpOTHA3HU € No-cnabo
H3pa3eH MpH NpHeM B KOMOHHALIMA € KaHJecapTaH UHaeKceTH. PUCKBT 3a pa3BUTHE Na XHMOKATHEMHS
MOJX€ 212 € MOBHILEH NMpPH NALHEHT ¢ YePHOAPOOHA LIMPO3a, PH NAaLMEHTH € NMo-H3pa3eHa Auypesa, NpH
MAllHEHTH C HEAOCTATHYEH NePOpaJIeH NMPHEM Ha €JEKTPOJIMTH U MPH MALUEHTH HA CHITbTCTBALLO JICYEHHE
C KOPTHKOCTEPOUIH WIIH aipeHOKOpTHKOTporneH XxopMoH (ACTH).

JleueHneTo ¢ kaHecapTaH LUMJIEKCETH MOXe J1a MPeAN3BHUKa Pa3BUTHE HA XHIIEPKAIHEMHS,
0COOEHO MpH NALMEHTH CbC ChPAEYHO W/HIH OBOpeuHo yBpesxkaaHe. EqHOBpeMeHHOTO MPUJIOKEHHE Ha
Pennpo Intoc ¢ kanui-cbXpaHsBally JHYpPETHLHM, KAJIHEBH NPENapaTH WK 3aMECTHTENH Ha roTBapckKara
COJI, KAKTO H € IpyrH JIEKAPCTBEHH MPOAYKTH, KOUTO OMXa MOIJIH /1a MOBHLIAT CEpyMHATa KOHLEHTpaLUs
Nna KajauH (Hanp. XenapuH HaTpUii), MOXe Jia JOBeAe A0 NOBHIIABAHE HA KAJIUS B cepyMa. [lpu Hyxna
C€pyMHaTa KOHLUEHTpallusA Ha Kaluii TpsOBa 1a ce koHTposnupa. THa3suauTe NOBUILIABAT YPHHHATA
€KCKpELUs Ha MarHe3ui, KOeTO MOXe J1a 10Be/ie 0 pa3BUTHE Ha XHIIOMarHe3ueMHus.

Memabonumu u enookpunnu epexmu

JleyeHHeTo ¢ THa3MAHM MY PETHLIH MOXeE Ja I0BE/e 10 HapyllaBaHe HA IITIOKO3HMUS ToJiepaHc. Moxe
HaJIOXKH KOPEKUHA Ha 103aTa Ha AHTHAMA0ETHUTE JIEKAPCTBEHH NPOAYKTH, BKJIFOYMTEIHO H HA HHCYJTHHA.
[lo BpeMe Ha fleueHHe € THa3HAHHU JHYPETHLH MOXe Jla ce MaHudecTHpa naTeHTeH auaber. HabmonaBana
€ Bpb3Ka Ha JICYCHHETO C THa3HHH IHYPETHLIM C NOBHILABAHE HAa KOHLIEHTPALUATA Ha XOJIECTEPOJIA H
Tpurauuepuante. [pu nosure, kouto ce cvabpxkar B Penuao [intoc, ca HabmoaaBaHK caMoO MHHUMATHH
epextH. THazHAHUTE AHYPETHLIM NPeAN3BHKBAT NOBHILABAHE HA KOHLIEHTPALMATA HA MUKOYHATA
KHCEJIHHA B C€pyMa W NPH NPepasnolokeHH NalMeHTH MOXe Jla TPOBOKHPAT pa3BUTHETO Ha Mojarpa.

Domouyscmeumennocm
HMMa cbo0uieHns 3a peakiiu Ha (OTOYYBCTBHTENHOCT 110 BPEME Ha JIeYeHHE C THA3UIHH OUYPETULH (BXK.
To4ka 4.8). AKO ce pa3BHe peakius Ha (OTOYYBCTBUTENHOCT, CE NPENOpbYBAia Ce CNpe JIEYEHUETQ. AKO
Bb30OHOBABAHETO Ha JICYEHHETO € KPaiiHO HeOOX0IMMO, Ce NPenopbYBa KOKHHUTE 30HH, ID\
CI'bHYEBH JIbYH HJIM HAa U3KYyCTBEH UV-A paauaums, na ce 3alMranar.

O6wu




[1p1 nauxeHTH, YUATO CHAOB TOHYC H ObOpeyHa (yHKLMS 3aBUCAT INIABHO OT aKTHBHOCTTA HA PEHHH-
AHFMOTEH3HH-AJII0CTEPOHOBATa CHCTEMa (HAIp. MalMeHTH € TeXKa 3aCTOHHA ChpAeYHa HEJ0CTATbYHOCT
MM noanexatlo 6s0peyHo 3a001sBaHe, BKIIOYHTENHO CTeHO3a Ha ObOpeyHara aprepHs ), MMa
CbOOLIEHHS, Y€ JICYEHHETO C JIEKAPCTBEHH MPOAYKTH, KOMTO MOBIUABAT Ta3M CHCTEMA BKJIIOYHTETHO
AlIPA, e cBbp3aHO C OCTpa XHIIOTOHHUA, A30TEMHUS, OJIUTYPHS HIIH, PAAKO, ocTpa 6bOpeyHa
HeJ0CTaTb4YHOCT. KakTo npu BCHUYKHM aHTUXMNEPTEH3UBHU CPEACTBA, FOJAMOTO MOHU)KABaHE Ha
apTEPHAIHOTO HajIAraHe NMpH MaLKWEHTH C KCXEMHYHA 00JIeCT Ha ChPLIETO MJIH aTEPOCKIEPOTHYHA
MO3Bb4HO-Cb/10Ba DOJIECT MOXeE /1a 10BeJie 10 pa3BUTHE HA HH(APKT Ha MHOKAap/a UM HHCYAT. Peakiuu
Ha CBPbX4YYBCTBUTEJIHOCT KbM XHAPOXJIOPOTHA3HK MOTaT J1a Ce Pa3BUAT KAKTO

Mpy NAaLMEHTH C aHaMHe3a 3a aJieprus M OpoHXHalHa acTMa, Taka M MpH NMalHeHTH 0e3 TakaBa
aHaMHe3a, HO TIpH MbPBUTE BEPOATHOCTTA € NO-roJIsiMa.

[1pn ynorpeda Ha THa3MAHH AHYPETHLH HMa ChOOLIEHHS 3a ex3alepOalus WiKH OTKIIOYBAHE HA CHCTEMEH
NyIyC epUTeMaToaeC.

AHTHXUNIEPTEH3UBUMAT edekT Ha Penuno [nioc Moxke 1a ce MoTeHUUpa OT APYrH aHTUXUIEPTEH3UBHH
CpeacTBa.

bpemennocm

Jledenuneto ¢ AlIPA He TpsabBa na ce 3anousa no BpeMe Ha 6peMeHHOCT. OCBEH aKO MPOAbIKABAHETO Ha
nedyeHuero ¢ AIIPA He ce cmsTa 3a KpaiiHO HE0OX0AMMO, NAaLIUEHTKUTE, KOUTO Bb3HaMepABar Ja
3a0peMeHesT TpsibBa J1a MpeMUHAT Ha aJITePHATUBHO aHTUXMIIEPTEH3UBHO JIEYEHHE, KOETO € ¢ J0Ka3aHa
besonacHOCT no Bpeme Ha OpemeHHOCT. [1pH ycraHoBsiBaHe Ha GpeMeHHOCT nevenueTto ¢ AIIPA Tps6Ba
Jia ce cnpe He3abaBHO U, aKko ToBa € HeoOX0AMMO, J1a Ce 3aoYHe AITEPHATHBHO JieYeHHe (BXK. TOUYKH 4.3 |

4.6).

Hemenanomen pak na koxcama

B 1Be ennieMHOIIOrHYHA NPOYyYBaHHA, OCHOBABALILM C€ HA JATCKUS HALMOHAJIEH PAKOB PErHCTh), €
HaO/I01aBaH MOBHLIEH PUCK OT HEMENIAHOMEH pak Ha koxarta (HMPK) [6asanHokieTbyeH kapunHOM
(bKK) 1 ckBamo3noknerbyen kapunHom (CKK)] npu HapacTBala excrno3uius Ha KyMynaTHBHA 1032
xuapoxnopotHasua (XXT3). PoroceHcubunusupaumre edextu va XX T3 morart na aeiicTBaT KaTo
BEPOSITEH MEXaHH3bM 3a pa3zBuTHe Ha HMPK.

[Taunenture, npuemamu XXT3, TpabBa na 6baar undopmupanu 3a pucka or HMPK 1 cbBeTBanH
PEOBHO /la MPOBEPABAT KOXKAaTa CH 3a HOBH JIE3HUH M He3abaBHO Ja cboOLaBaT NpU nosiBa Ha
MOAO3PUTE/IHN KOXHH J1e3uH. Ha nauueHTuTe Tpa6bBa Na ce npenopbyat Bb3MOXKHH PEBAHTHBHH MEPKH,
KaTO OrpaHH4€HO U3JlaraHe Ha CJIbHY€Ba CBET/IMHA M YJITPAaBHOJIETOBH JIbYHM, a B CJIy4ail Ha eKCIO3ULIMA,
MOAXOAsALIA 3aLlHTa, 32 Aa C€ CBeJIe I0 MHHUMYM PHCKBT OT paK Ha Koxara. [Togo3puTeHuTe KOXKHHU
ne3ud TpsadBa 1a ObaT NoAokeHH Ha He3abaBHO W3CJieIBaHe, OTEHLUHAJIHO BKIIOUYBALIO XUCTONOTHYHH
H3cneaBaHus Ha OHoncH4HM matepuani. [Ipepasrnexaane Ha ynorpe6ata Ha X XT3 Moxke 1a ce HaloXH
H NIPHU NALKUEHTH, KOUTO ca umasH npeaxonedH HMPK (Bx. cbio Touka 4.8).

Xopoudanen uznue, ocmpa Muonus u 6MOPUYHA 3aKPUMOBbSIHA 2NAYKOMA
CyndoHamuanTe UM NekapcTBara, NPOM3BOJAHH Ha CyI(OHAMHIUTE, MOTaT J1a NPeAN3BUKAT
MAHOCHHKpATHYHA peaKlHMs, BOACLIA 10 XOPOUAAIEH H3JIUB C Ae(EeKT Ha 3PUTETHOTO MOoJIe, NPEeXoHa
MHOIHUA H OCTpa 3aKPUTOBI'bJIHA riaykoma. CHMNTOMHTE BKJIFOYBAT OCTPa HavyajiHa da3a Ha MOHWKEHa
3pUTEIHA OCTPOTA, DOJIKa B OKOTO, KOSATO C€ MOSBABA B PAMKHTE Ha YacoBe /10 CeJIMHLIM OT HAYaJI0TO Ha
neyenrero. HenexyBaHara 3akpUTOBbI'bjIHA [J1TayKOMa MOXe J1a ioBejie 10 3ary6a Ha 3peHueTo. Kato
IbpBOHA4alHa MAPKa, JIeYeHHeTo TpAOBa Ja Objlie NpeyCTaHOBEHO Bb3MOXKHO Hail-0bp30.
JIEKapCKa oMol U XHPYPruiHa HaMeca MOXe J1a Ce HaJlO>KH, aKO MOBULLIEHOTO BbTPEO
MOXe fa Ob/ie KoHTponupaHo. Kato puckoB (akTop 3a nosiBa Ha 3aKpUTOBIbIIHA [J1aY,
CYHMTa aHaMHe3a 3a aJieprust KbM CyJIhOHAMHIH UIIH TTEHULHITHH.

Ocmpa pecnupamopHa mokcuynocm



Cnej npueM Ha XHAPOXJOPOTHA3KU/ ce CbOOLIAaBaT MHOIO PEAKH TEKKH Clly4yad Ha OCTpa pecnuparopHa
TOKCHYHOCT, BKJIKOUUTENHO OCTBp pecnupartopeH auctpec cuapom (OPJIC). Cnen npuem Ha
XHJPOXJIOPOTHA3U1 OOMKHOBEHO ce pa3BHBa 0en0apo0eH OTOK B paMKHTE Ha MUHYTH 110 4Yacose. B
HA4aJI0TO CHMIITOMHUTE BKJIIOYBAT JAMCIHEs, MOBUILIEHA TEMIIEpaTypa, BjollaBaHe Ha OenoapoOHara
¢yHkums v xunoroHus. [1pu cemuenue 3a ARDS tpsbBa na 6bae cnpsH npuemsT Ha Penuao [Tmoc u na

ce MPHJIOKH MOAXOAALLO JieyeHre. XUAPOXJIOpOoTHa3u He TpsOBa aa ce npuiara npv nayHeHTH, KOUTO
npeaun tosa ca noayyasainud OPC cnen npueM Ha XHAPOXJIOPOTHA3HUIL.

4.5 Bs3aumoaeHcTBHE C IPYIrH JIeKAPCTBEHH NPOAYKTH H ApYrH ¢opMH HA B3auMo/ielicTBHE

JlaHHH OT KJIMHUYHH NPOYy4YBaHHUA MOKA3BaT, Y€ JABOHHOTO OJIOKUpaHE Ha
peHHH-aHr'HOTEeH3HH-agocTepoHoBaTa cuctema (PAAC) upe3 komOunupaHnara ynorpeda Ha ACE
WHXUOUTOPHU, aHTHOTEH3UH [I-peLienTOpHU OJI0KEPH HIIH ATMCKMPEH Ce CBbP3Ba C MO-BHCOKA YECTOTA Ha
HeXeJJaHU CbOMTHSA, KaTO HarpUMep XUIOTOHHUA, XMUINIEepKAJIMEMHUS U HamalisBaHe Ha ObOpeyHara
(pyHKLHS (BKJIFOYHUTENHO OCTpa ObOpeyHa Hel0CTaTbYHOCT), B CpaBHEHHE C ynoTpedara caMo Ha e/1HO
cpeacto, aeicraailo Bbpxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

H3cneaBanure B KIMHHYHU (apMakOKHUHETHYHH NMPOYYBaHUA BelllECTBA BKJIKOYBAT BapdapHH,
JIMTOKCHH, MEPOPaAIHH KOHTPALENTUBH (T.€. ETHHUJIECTPAAUOJI/JIEeBOHOprecTpe), rMUOEHKIaMH 1 U
HUpeaunuH. B Te3u npoyyBaHUs He ca YCTAHOBEHH KJIMHHUYHO 3HAYUMH (papMaKOKHHETHYHH
B3aUMOJEUCTBHUS.

Moxke na ce oyakBa KaJui-ryOeuaT eeKT Ha XUApOoXJI0pOTHA3K/ 1a Ce NOTEHLHpa OT JIPYTH
JIEKapCTBEHH MPOAYKTH, CBbP3aHH CbC 3aryda Ha KaJiui U XMIOKaJIMeMus (Hamnp. Apyru Kanui-ryoeuu
MY PETHLH, JITAKCATUBU, aM(POTEPULIMH, KAPOEHOKCONOH, NeHULIWIMH G HATpUii, MPOU3BOAHHU HA
cajiMiuiioBara kucenuHa, crepouau, ACTH).

EnHOBpeMEHHOTO npuiioxkeHue Ha Penuao Iiroc ¢ kanui-cbXpaHsaBalll AHYPETHLH, KaJIHEBH
npenapaTy WJIH 3aMeCTHUTEJIM Ha TOTBApCKaTa COJl, KaKTO M C APYrd JIeKapCTBEHHU NPOAYKTH, KOUTO MOrar
Jla TOBHLIAT CE€pyMHaTa KOHLIEHTpaLMs Ha Kanu# (Hanp. XenapuH HaTpui ), Moxe 1a J0Beae 10
NOBHLIABaHE Ha Kaiuuil B cepymMa. [1pu Hyx1a cepyMHaTa KOHUEHTpalUs Ha Kanuii TpsaOBa na ce
KOHTpOJIMpa (BX. TO4YKa 4.4).

MuayuupaHuTe OT AMypEeTHLM XUITOKAJIMEMHUS U XHUITIOMarHe3ueMus npeapasnonarat KbM pa3BUTHE Ha
MOTEHLHAIHH KaPAUOTOKCHYHH €(PEKTH HA JUTHTANIMCOBUTE MNIMKO3UWAH U aHTHAPUTMHUYHHTE Mpenapary.
[IpenopbuBa ce NnepHOAHYEH KOHTPOJ HAa CEpYMHHUs KaJlui, korato Penujo [1ntoc ce npunara ¢ Takusa
JIEKapCTBEHH MPOAYKTH, KAKTO U CbC CJIIEAHUTE JIEKAPCTBEHH NMPOAYKTH, KOUTO MOraT ia nNpeJau3BUKaT
torsades de pointes:

— AHTHApUMTMHYHHM Npenapatu ot kjiac la (Hanp. XHHUAUH, XUAPOXUHUAHHU. TH30NTUPAMHU]L).

— AHTHapuTMH4YHM npenapartu ot kiaac Il (Hanp. amuonapoH, coranon, fopeTunua, HOYTHIH).

— HskoM aHTHNICUXOTHLH (HAaMp. THOPHAA3HH, XJIOPIIPOMAa3HH, 1€BOMENPOMa3uH, TpUdIyonepasuH,
[IHaMEMAa3HuH, CYJNNHPHUAI, CYJTONPHUI, AMUCYJINPUL, THANIPUA, MHUMO3UI, XAJTONEPHIOI,
Aponepuao).

—  Jpyru (Hanp. Oenpuaui. uusanpuia, aAndpemManun, epUTPOMHLMH 1.V., XaloaHTPHH, KETAHCEPHH,
MH30J1aCTHH, EHTaMHHH, cnap@JoKcauuH, TepdpeHaanH, BAHKAMHH 1.V.).

Mma cbobuieHus 3a 00OpaTUMO NOBHILIABAHE HA CEpYMHATa KOHLIEHTPALMA HA JIMTHH, KAKTO W MPOSBH Na
TOKCHYHOCT, NPH €JHOBPEMEHHO NMPHUJIOKEHHUE HA JIMTHEBH NpenapaTH ¢ HHXHOUTOPH HA
koHBepTHpauusa eH3um (ACE) u xuapoxnoportuasua. Uma cbobiieHus 3a nonobdeH
AlIPA. [1punoxeHHeTo Ha KaHaecapTaH U XHAPOXJIOPOTHA3HK/L C JIMTHEBH Npenap




AKO MPHUJI0XKEHNETO Ha Ta3H KOMOMHALMA ce Okaxe HeOOXOAMMO, Ce NPenopbyYBa BHUMATENEH KOHTPOJI
na cepyMHaTa KOHUEHTpalUMs Ha JINTHS.

[1pn npunoxenue va AIIPA enHOBpeMEHHO C HECTEPOMAHH NPOTHBOBb3NANUTENHU CPEACTBA
(HCIIBC) (1.e. cenektuBn COX-2 MMXHOUTOPH, alleTHICATMIIMIOBA KHCENHHA (> 3 g/IHEeBHO) U
HecenexTnBHM HCIIBC) Moxe na ce nabntonaBa orcnabBaHe Ha aHTHXHIEPTEH3UBHUS eeKT.

Kakto u npu ACE unxubutopure, eanoBpeMenHoTO npuioxerue Ha AIIPA u HCTIBC moxe na
AI0BE/I€ 10 NMOBHILIABaHE HA PHCKa 3a BJiOLIaBaHe Ha ObOpevHaTa GyHKIUMS, BKIIOYHTEIHO U 3a pa3BUTHE
Ha ObOpeuHa HEAOCTAaTbYHOCT, KAKTO U 3a MOBHIUABAHE HA CEPYMHHUS Kalni, 0COGEHO MPH NALMEHTH C
peBapHUTEIHO HapyllieHa ObOpeyHa PyHKIH.

Ta3u koMbuHauus TpsAOBa fa ce npunara ¢ NOBHIIEHO BHUMaHHE, 0COOEHO NPH MALHEHTH B CTapyecKa
Bb3pacT. [lanueHTuTe TpsOBa na ObaaT anekBaTHO XUAPATHPAHH, H TPAOBA N1a ce UMa NpeaBH/L
KOHTPOJIMpaHeTo Ha ObOpeuHaTa (yHKUMA cie]] 3anouBaHe Ha ChbITbTCTBALIA TEPaNnus, KakTo M
EPHOAMYHO cniell ToBA. [y pETHYHHAT, HATPHIHYPETHYHHAT U AaHTHXHIIEPTEH3UBHUAT eEKTH Ha
xuapoxJjioporyasuz ce noaruckar or HCIIBC.

Pe3opOuusta Ha XHAPOXIOPOTHA3HK] C€ MOATUCKA OT KOJIECTHUIION UITH KOJIECTHPAMHH.
XHIPOXJIOPOTHA3H MO3KE /1a NOTEeHLMpa eheKTa Ha HeENOJIAPH3HPALLIHTE MHOPEIaKCAHTH (Harmp.
TyOOKYypapHH).

TuasuanuTe AMYpeTHUH MOraT 1a NOBHIIAT CepyMHaTa KOHIIEHTpPALUs Ha KallMil Topaau NMOHHKABAHETO
Ha eKCKpelHsTa My. AKO € HeOOX0AMMO J1a Ce NpeAnuile XpaHUTeNHa J00aBKa, ChbpiKalla KaJuii, Hin
BUTaMHH D, Tps0Ba z1a ce cneau cepyMHarta KOHLUEHTpALMs Ha KaJILMi M 103aTa /1a ce KOPHIHpa Criope]
Hes.

Bb3MOXHO € THa3HANTE 11a NOTEHLUMPAT XUNepriukeMuYHHus edekT Ha GeTa-610KepuTe U Ha JUA30KCHL.

Bb3MOXHO € aHTUXOJIMHEPrMYHUTE CPeJICTBA (HANp. aTponKH, OUNepuaeH) 1a MOBUILAT OHOHATHYHOCTTA
Ha THa3HIHUTE MY PETULIH Ype3 NOATHCKAHE HA CTOMAIIHO-YPEBHHUA MOTHJIMTET U 3a0aBsiHe Ha
CTOMALLHOTO U3Mpa3BaHe.

Bb3MOXKHO € THAa3HAHWTE AWYPETHLIM J1a MOBHILIAT PUCKA 32 Pa3BUTHE HA HEXEJIAHH PEAKLHH MPH NPHEM
Ha aMaHTaJluH.

Bb3MOXHO € THa3HAHUTE IUYPETHLIM J1a HaMaliST ObOpeYHaTa eKCKpeLts Na LHTOTOKCHYHH JIEKapCTBEHH
NPOAYKTH (Hanp. UHKI0dochamMu, METOTPEKCAT) H 1a NOTEHLHPAT MUEJIOCY IPECHBIHSA HM edeKT.

[1pn enHoBpeMeHeH npueM ¢ ajikoxoJi, 6apOUTYpaTH MM aHECTETHLIH MOXKE J1a Ce YTEXKHHU
OpPTOCTATHUYHATA XUIIOTOHMSA.

JleuenneTo ¢ THa3UIEH AMYPETHK MOJXKe /1a BIIOLIHM MIFOKO3HHS TonepaHc. Moxe 1a e HeoOxoauma
KOPEKLIMA Ha 103aTa HA aHTH/IMa0ETHUTE JIEKAPCTBEHHU NMPOJYKTH, BKJIFOUMTEIHO U HAa HHCYJTHHA.
MeTtdopmuH TpsOBa aa ce npusara € NOBHIIEHO BHUMAaHKE MOPajii PUCKA OT Pa3BUTHE Ha JIAKTOALM1034,
HHIYUHpaHa OT eBeHTyallHa ObOpeyHa He/I0CTaTbYHOCT, CBbP3aHa C pHeMa Ha XHAPOXJIOPOTHA3H L.

aMHHH (Hanp. aApeHalinH), HO He H /1a JI0Be/Ie Ha JIMca na npecopeH edekxr.

XHAPOXJIOPOTHA3H/I MOXKE Jla MOBHILK PUCKA 33 pa3BUTHE Ha ocTpa 6bOpeyHa He
NpH NpHJI0KEHHEe Ha HOJHH KOHTPACTHH BELECTBA BbB BUCOKH 103H.
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EZIHOBPEMEHHOTO JieueHHe C LIMKJIOCTIOPHH MOJXKeE J1a MOBUILHM PUCKA OT pa3BUTHE HA XHIIEPYypPEKEMHS U
YCJI0XHEHHs OT THIA Ha nojarpa.

EnHOBpeMEeHHOTO JieueHue ¢ 6aknodeH, aMu GoCcTH H, T p MUK KJIMY HU AHTH] ENPECAHTH HJIH
HEBPOJIENTHLIH MOXeE Ja 10Be/I€ /10 MOTEeHUMPaHe Ha aHTUXHNEPTEH3UBHUS e(DEeKT U MHAYLIMpaHe Ha
XHITOTOHHA.

4.6 @epTHIHTET, OPEeMEHHOCT H KbpPMeEHe
bpeMeHHOCT

AHruoreHsuH Il Peuentopuu Autaronucru (AIIPA)

M3non3eaneto Ha AIIPA npe3 mbpBHs TpMMecTbp Ha GPEMEHHOCTTA He ce npenopbuBa (BX. Touka 4.4).
H3non3saneto Ha AIIPA npe3 BTOpHsA U TpeTHs TPUMECTbP Ha GPEMEHHOCTTa € MPOTUBOMOKA3aHO (BK.
TOYKH 4.3 U 4.4). |

EnuieMHonorHuduTe 1aHHH OTHOCHO PUCKa 3a TEpaToreHHU edexTH cneln ekcno3uuus Ha ACE
WHXHOMTOPH Mpe3 NbpBHs TPHMECTbP Ha OPeMEHHOCTTa He ca yOeMTENHHU; MaIKO YBe/IHYaBaHe Ha pUcKa
obaye He MOXe Na Obe H3KIoUeHo. Makap a TMNCcBaT KOHTPOJIMPAHH EMHAEMHOIOrHYHH JIaHHH
OTHOCHO pHcKa npu AIIPA, Bb3MOXHO € /1a CblIeCTBYBa CXOAEH PHCK M MPH TO3M KJjac jekapcTa. OcBeH
aKO NMpoAbJDKaBaHETO Ha jieueHHeTo ¢ AIIPA He ce cMsTa 3a kpaiiHO HE0OX0AUMO, MALHUEHTKHUTE, KOUTO
Bb3HamepsBar Ja 3abpeMeHesT, TpsOBa ja NpeMHUHAT HAaJIT€ P H a T H BH O aHTHXUIIEPTEH3HBHO
JICYEHHE, KOETO € C YCTaHOBEH NpoduI1 Ha Ge3onacHocT 3a ynotpeba no sBpeMe Ha 6pemeHHoCT. [TpH
yCTaHOBsiBaHe Ha OpeMeHHOCT JieueHnero ¢ AIIPA Tps6Ba na ce cnpe He3abaBHO U, aKO TOBa €
HEe0OX0MMO, /1a ce 3aMoYHe aJITEPHATUBHO JICUEHHE.

W3BecTHO e, ye npu Xopa ekcno3uuusTa Ha AIIPA npe3 BTOpus u TpeTus TpMMeECTBP Ha GpeMeHHOCTTa
npen3BHKBa PETOTOKCHYHOCT (BiOLIeHa ObOpeyHa PyHKLMS, OIMrOXHApPAaMHHOH, 3abaBsiHe Ha
OCH(MKAUHMATA HA YEPENHUTE KOCTH) U HEOHATaIHA TOKCHYHOCT (6bOpevHa HeJOCTaTbYHOCT, XHIT
OTOHMS, XHIT EpKaAJIH eMuA) (BXk. Touka 5.3).

[1pu ekcno3uuus Ha AIIPA npe3 BTOpHS U TpeTHS TPUMECTbP Ha GPEMEHHOCTTA ce NpenopbyBa
exorpagcka oleHka Ha ObOpeuHaTa QyHKLHS U YEPEMTHHTE KOCTH.

HoBopoaenu, 4yuuto maiiku ca npuemanu AlIPA, Tps6Ba aa ce cneasT CTPUKTHO 3a pa3BHTHE Ha
XHUIIOTOHUSA (BX. TOYKH 4.3 u 4.4).

XHAPOXJIOPOTHA3H]
OnuTHT C NpHeM Ha XHAPOXJIOPOTHA3H] MO BpeMe Ha GPEMEHHOCT € orpaHHueH, 0COOeHO npe3 MbPBUS
TpuMecTbp. [1poyuBaHusiTa NpH )KUBOTHH Ca HELOCTATHYHH.

XHUAPOXJIOPOTHA3K NTPEMUHABA Mpe3 nialeHTaTta. Bb3 ocHoBa Ha apMakoNOrHYHHA MEXaHU3bM Ha
JIEHCTBHE Ha XMPOXJIOPOTHA3H/L MOXKE /1a C€ 0YaKBa, Y€ NPHU NPHEMBT MY Npe3 BTOPHS M TPETHS
TPUMECTbP Ha OPEMEHHOCTTA Lle KOMITPOMeTHpa (eTonaleHTapHaTa nepdy3us U MoXe Ja OKaxke
e(eKTH BbpXY MJI0Ja H HOBOPOJEHOTO KAaTO HKTEP, HAapyILEHHs Ha BOJAHO-€EKTPOIIMTHHA GaaHC M
TPOMOOLIUTOTNIEHHUA.

XHUAPOXJIOPOTHA3H] He TPsAOBa Aa ce npuiara npu OTOLH M0 BpeMe Ha OPEMEHHOCT, recTallHOHHA
XHMEPTOHHUS WIIH MPEEeKIaMICHA NMOpaaH pUCKa OT MOHWXKEH MJa3MeH 00eM M IaleHTapHa
xunoneppysus, 6e3 6naronpusreH edekT BbpXy xo1a Ha bosecrra.

XHAPOXJIOPOTHA3H]| He TPSOBa /la ce npuiara Npyu eCeHUHANHA XHIEPTOHUSA NPHU GPEMEHHH )KEHH OCBEH B
PEAKH Cly4yau, KOraTo He MOXe Jla Ce MPUJI0KH HUKAKBO JIPYTo JIeUEHHE.

KbpmeHe
AHruoren3uH Il Peuentopuu antaronuctu (AIIPA):




I'vii kaTo HAMa Hanu4Ha MH(opmMalms 3a ynotpebata na Penuo [iroc Ho BpeMme Ha kbpMeHe, Penuo
[1nioc He ce npenopbu4Ba, a ce NPEANOYHTAT ANTEPHATHBHH JIEKAPCTBEHHU CPE/ICTBA C N0-100pe ycTaHOBeH
npoui Ha 6€30MacHOCT NpH KbpMeHe, 0COOEHO MPH KbpMEHe Ha HOBOPOAEHO HEJOHOCEHO JIETe.

XHApOXJOpPOTHA3K]

[Tpu xopa XHApOXI0POTHA3K] C€ eKCKPEeTHPa B KbpMaTa B MaJKO KOJIMYeCTBO. THa3sHaUTE BbB BUCOKH
AO3M, NPEIH3BHKBALIIH HHTEH3WBHA IMype3a, Morar Ja MHXMOMpar oOpa3yBaHETO Ha KbpMa.
M3non3saneto na Penupo Inroc no Bpeme Ha kbpMeHe He ce npenopbyuBa. Ako Penuao mioc ce
H3M0J13Ba N0 BpEME Ha KbpMeEHE, TpsA0Ba Ja ce npuiaaraT Bb3MOXKHO Hal-HUCKH JO3H.

4.7 EdexkTn BLpPXYy cnoco6HOCTTa 3a modupane u pabora ¢ MAILIMHA

He ca npaBeHy npoy4sanus Ha edeKTHTE BbPXY COCOOHOCTTA 3a wodHpaHe 1 paboTa ¢ MawnHu. [1pu
wodupane u paborta ¢ MaliMHHU TpsAOBa Ja ce UMAT NpeBH/ PEAKHTE CIy4an Ha 3aMaiiBaHe MM
OTIAaAHaJIOCT MO BpeMe Ha JieueHueTo ¢ Penupao [1mroc.

4.8 HexeJlaHH JleKapCTBeHH PeaKIHH

B KOHTpONMpaHHTe KIMHUYHH NPOYYBAHHS HA KaHJeCapTaH LIMJIEKCETHI/XHAPOXIOPOTHAZHA HEXENAHHUTE
PeaKklMH ca ieku H npexoaHu. CiiyyanTe Ha OTnagaHe nopaau HeXeNaHH PeakliMy ca CbC CXO0IHA 4YeCTOTa
B rPYMUTE Ha KaHAECapTaH LUIeKCETHI/XuapoxaopoTuasua (2,3-3,3%) u nnauebo (2,7-4,3%).

B kJIMHHYHHTE NPOYYBaHHs Ha KaHecapTaH LHJIEKCETHII/XHAPOXIOPOTHA3H HEXETAHHTE PEaKLHH ca
OrpaHH4Y€HH J10 TAKHBA, 3@ KOUTO HMa MO-PaHHHU CbOOLIEHUS NMPH KaHAecapTaH LHJIEKCETH W/ UIN
XHJPOXJIOPOTHA3H L.

B nanenarta no-aony tabnuua ca npeacTaBeHH HeXelaHWTe PeakLMH NPH MPHEM Ha KaHJlecapTaH
LIHJIEKCETHII B KJIHHHYHH NPOYYBaHHA H OT NOCTMAapKETHHIOBUs ONHT. B cOopeH aHanu3 Ha JaHHUTE OT
KIWHHYHHTE NPOYYBaHUS NPH NALKEHTH C apTepHaIHa XHNIEPTOHUS HEKEJTAaHUTE PEaKL MU KbM
KauaecapTaH LMJIEKCETHN ca IepHHHUPAHH CMIOPE/ YECTOTA HA Bb3HUKBAHE MPH NPUEM Ha KaHAecapTaH
LLIMJIEKCETU1, HaJIBHLLIaBalla ¢ noHe 1% yecrorara npu npueM Ha ruiane6o.

Hecrorute B TabimuuTe B Touka 4.8 ca: MHoro yectu (>1/10), yectu (> 1/100 1o < 1/10), Hewectu (>1/1
000 no < 1/100), peaxu (= 1/10 000 o < 1/1 000), mHoro peaku (< 1/10 000) U ¢ HEM3BECTHA YeCcTOTA
(yecToTaTa HE MOXE 21a ObJie OLIEHEHA OT HAJIMYHHTE JAHHK).

CucTeMo-opranen Kiaac YecToTa Hexenana peakuun

Uudekuuu n vHdecrauuu YecTH PecnupaTopHa HHpekuus
Hapyienus Ha kpbBTa M 1uMpHaTa|MHoro peaku |JIeBKONeHUs, HEYTPONEHHUS W
CHCTEMA arpaHyJoLHUTO3a

HapyueHnus Ha Mmetabonusma u MHoro peaku | Xunepkanuemus, XHNOHaTPHEMHS
XPaHEHEeTOo

HapyuieHus Ha HepBHaTa cuctema |Yectu 3amaiiBaHe/BepTHIo, rinaBobosnune
PecniuparopHu, rpbJiHHu U MHuoro peaku |Kaumnuua

MCIAHACTHHAJIHH HApPYILUCHHUA

MHoro peaks [OcTbp pecnHpaTOpeH AHCTPEC CHHAPOM
|(ARDS) (Bx. TO4Ka 4.4)

CromauiHo-4peBHH HapylLEHHUS Muoro penku |Fapene — T
C HeusBecTHa |auapus “"’35‘\
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XenaroOuIHapHH HApPY LLIEHUS MHoro peaku |l[loBHliaBaHe HA YEpPHOAPOOHHUTE €H3UMH,
OTKJIOHEHHMA B YepHOApoOHaTa yHKIUA
HJIK XENaTHT

HapyleHus Ha koxara u MHoro peaku |(AHruoeaem, oOpuB, ypTUKapUs, NPYPUTYC

MOJAKOXXHATa TbKaH

Hapywienus Ha MHoro peaku |boska B repba, apTpajirusi, MUaIrus

MYCKYJIHO-CKEJIETHATA CHCTEMA H
CbCAHUHHUTECIIHATA ThbKdH

Hapywenus Ha Ob0peuurte u
MUKOYHHUTE MBbTHLLA

MHoro peaku

bbOpeuHo yBpex/1aHe, BKIIIOYHUTEHO
ObOpeyHa HeOCTaTbYHOCT NMPH

npeapasrnoyioKeHH NaluHeHTH (BX. TOYKa
4.4)

B nanenara no-aosy Tabinua ca npeacTaBeHH HEXeJIaHUTE peakL My NpH MOHOTEepanus ¢
XHPOXJIOPOTHA3H 1 OOMKHOBEHO € 103a 25 mg WK MO-BUCOKA.

CHcTe MO-OpPraHeH KJiac

YecToTa

Hexes1aHa peakuus

Heonna3zMu — noOpokayecTBEeHH,

C HeMu3BecCTHA

HemenaHoMeH pak Ha koxara

3JI0KAYE€CTBEHH U HEOIPEEIEHH 4yecToTa (ba3zaniHOKJIETBYEH KAPLIHHOM M
(BKJI. KHCTH M TOJIMIH) [CKBAMO3HOKJIETbYEH KapLIHHOM)
Hapywenusa Ha kpbBTa U 1uMdHara |Peaku JleBKONEHHUH,
cUcTEMA HEYTpONEeHHUs/arpaHyJjiouHTO3a,
TPOMOOLIMTONEHHUS, arnJlaCTHYHA aHEMMUH,
KOCTHO-MO3bYHa CYNpPECHS, XEMOJIHTHYHA
|aHEeMH s
HapyleHnus Ha uMyHHara cuctema |Peaku AHapHJIIaKTHYHHU peaKLHu
HapylmeHus Ha metabosiin3Ma u YectH XUMEPriukeMus, XunepypuKkemMus,
XPaHEHETO €JIEKTPOJIUTEH AucOanaHc, (BKIHOYUTETHO
XUIIOHATPUEMHS U XHITOKAJITUEMHUS )
[ICUXHUYHHM HapyLIEHHS Peku HapylieHus Ha cbHA, aenpecus,
0e3n0KOoiCTBO
HapyweHus Ha HepBHaTa cucremMa |Yectu [IpuMansgBaHe, BEpTUTO
[lapecTesnu
Penku
Hapywenus Ha o4ute Penku [1pexoaHO 3aMbIJIEHO BHXK/1aHE
OcTpa MHOMNHSA, OCTpa 3aKPUTObI'bJIHA
Heu3sBecTtHa  |rjlaykoma, XOpOMAaJieH U3JIUB
4yeCcToTa
ChbpleyHH HapyLLICHHS Penku ApHUTMHH
CbnoBH HapyLLIEHUS HevecTn OprocTaTH4YHa XHUIIOTOHHS
HexkpoTu3upalll aHruuT (BaCKyJIMT, KOXEH
Penku BACKYJIMT)
PecnupaTopHH, rpbaHH U Penku PecnupartopeH quctpec (BKJIKOUYHTENHO
MEIHWACTHHAJIHU HApYLUCHMUS MHEBMOHHSA U 0€J10ApOOEH 0TOK) T
MHOro peakd |0CTbp peCrHpaTOpPEH AUCTPEC CH Ao , :x
(ARDS) (Bx. Touka 4.4)* ~ 7o\
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CToMalllHO-YPEBHH HapyLUEeHHUS HeuecTu AHOpEKCH4, 3aryba Ha aneTHUT, CTOMALLIHO
JApa3HEHe, AUapus, KOHCTHINALUS

MaHKpPeaTUT
Penku
XenaToOMIHapHU HapyLLIEHUs Penku Mkrep (MHTpaxenarajeH XojieCTaTH4YeH
HKTED)
Hapyuenuns Ha koxara u HeuecTH OOpuB, ypTHKapHus, peakliMi Ha
NOJAKOXHATa TbKaH (G OoTOUYBCTBHTETHOCT
TokcuuyHa enuaepMaliHa HEKpOJIn3a,
Penku peakLiH MO0 THIMA Ha KOXEH JIynyc
€pPUTEMATOEC, PELIMIMB HA KOXKEH JIYNyC
€pUTEMATO/IEC
HapyuwieHus Ha Penku MycCKynHH cna3mu

MYCKYJIHO-CKeJIETHAaTa CUCTEMA H
CbEIMHUTE/IHATA ThKaH | _

HapyuieHnus Ha Ob0OpeuuTte U Yectu ['moko3ypus
MUKOYHHUTE MbTHULIA

bvbpeuna quchyHkuus u

|Penku HHTEPCTHLMAIEH HEQPHUT
OO61M HapyLieHUs U eeKTH Ha YectH Cnaboct
MSCTOTO Ha MPHIJIOKEHHE
dedpunurer
Penku
U3zcnenBaHus Yectu [ToBuiaBaHe HA CTOWHOCTUTE Ha

X0JlecTepoJia U TPUTJIHLEPHIMTE
[loBH1IaBaHe Ha CTOWHOCTHUTE Ha
Penxu ypesTa U KpeaTUHHHHA B CEpyM

¥omHacs ce 3a npunodcenue Ha XuopoxXaopomuasuod, He3agucumMo om 003ama

Onucanue Ha u3zbpanu Hexceranu peakyuu

HemenaHoMeH pak Ha koarta: Bb3 OCHOBAa HAa HAJIWMYHHUTE JAHHU OT ENUAEMHOJOTHYHH NPOYYBAHUA €
HaOJiro1aBaHa 3aBHCHMaA OT KyMyJiaTMBHATa J103a Bpb3ka Mexay XXT3 u HMPK (Bx. cbuio To4yku 4.4 u

2.1).

CohoblaBaHe Ha NOJA03HPAHH HEXEJAHU PEaKLMH

CpoOluaBaHeTo Ha NOA03UPAHHU HEXEJIaHU PEAaKLMHU Clie/l pa3pellaBaHe 3a yrnorpeda Ha 1eKkapCTBEeHUS
NMPOAYKT € BaxXHO. ToBa no3BoJisiBa Aa NpoAbKH HAaOMIOAEHHETO HAa CbOTHOLUEHHUETO MO0JI3a/pUCK 3a
JieKapCTBEHHUS NMPOAYKT. OT MEAULIMHCKUTE CNIELIHAIMCTH Ce U3MCKBA J1a CbOOLLaBaT BCSKa N003UMpaHa
HEeXeJlaHa peaKLus Ypes:

MU3nbaHUTENIHA areHLuMd 10 JieKapcTBaTa

ya. ,,JlamsaH [ 'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3upane

CuMnToMHu
Bb3 ocHOBa Ha papMakKOJOrHYHH CbOOPAXKEHHUS, H3TIEKAA BEPOATHO OCHOBHMUTE TP
Mpeao3upaHeTO Ha KaHAecapTaH LUMJIEKCETH a ca CHMINTOMAaTHYHA XHIIOTOHHUS H 3



OTACTHUTE CHOOLIEHU 3a npefo3upaHe (10 672 mg kaHaecapTaH LIWJIEKCETHIT) Bb3CTAHOBABAHETO Ha
MalUeHTUTE NPoTHUYA Oe3 yCIIOKHEHUS.

OcHoBHaTa MposBa Ha NpeJ03UPaHETO HA XUAPOXJIOPOTHA3U] € OcTpaTa 3aryba Ha TeYHOCTH U
eJeKTpOoNUTH. Morart fa ce HabJirogaBaT U CUMIITOMM KaTo 3aMaiiBaHe, XUTIOTOHMS, KaXK/1a, TAXMKapAH,
KaMEepHH apUTMHUH, Cealiia/HapyLIEHO Cb3HAHHE U MYCKYJIHH KpaMIy.

Jleuenue
Jluncea koHKpeTHA HHOpMaLKs OTHOCHO Npeao3upaneto Ha Penupo Intoc. Bee nak, B cnyyvaii Ha
npeao3upaHe ce npepjaraTt JaieHUTe Mo-A0Jy MEPKH.

[Ipu noxa3zaHus TpsbBa aa ce 0OMUCAH HHAYLMPAHETO HA MOBPbIIAHE WK CTOMALLIHA MPOMHMBKA. AKO ce
pa3BUe U3IBEHA XUIMOTOHUA, TPpAOBa Ja ce 3ano4yHe CUMIITOMATHYHO JIeYeHHE U Ja ce HaOmoaaBaT
)KU3HEHUTE nokasarenu. [lauMeHTsT cineaBa 1a ce ocTaBM no rpuo, ¢ MOBAUrHATH Kpaka. AKO TOBa HE €
AOCTaTb4HO, IUIa3MEHUAT 00eM TpsAOBaA Aa ce MOBHUIIM Ype3 BJIMBaHE HAa H30TOHHYEH Pa3TBOP Ha HaTPHEB
xjopua. TpAOBa na ce u3cieaBaT CEPyMHUTE €NEKTPOJIUTH U aJIKAJTHO-KHCEJIMHHOTO ChCTOSSHHE U TIPH
HYXJa, 1a C€ Kopurupar. AKo H30pOeHUTe MEPKH He ca JOCTAaTbYHM, MOXE Ja Ce NpuJjiara u
CUMITATUKOMHUMETHILIH.

KHHI[ECﬂpTﬁH HC CC OTCTpPaHsABa 4YPC3 XEMOJUAJIU3a. He e u3BecTHO 40 KdKBad CTCIICH
XUAPOXJIOPOTHA3H I CC OTCTPAdHABA 4YPEC3 XEMOAHAJIHU3Aa.

5. ®APMAKOJIOTMYHU CBOHUCTBA
5.1 dDapMaKOAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHyHa rpyna: AHruotreHsuH Il peuentopHu antaronuctu + auypetuun, ATC kon:
CO09DAO06 |

AHTHOTEH3MH |l € OCHOBHMAT Ba30aKTUBEH XOPMOH OT PEHHH-aHITMOTEH3UH-AJII0OCTEPOHOBATa CUCTEMA U
Urpae poJisi B NaTo(PU3n0NOoruaTa Ha XUMepTOHUATA U APYTH CbP/I€YHO-CHIOBH HapylLueHus. ToH chlo
TakKa urpae poJjis B NaToreHe3ara Ha OpraHHata Xuneprpopus ¥ TEpMHHAIHOTO OPraHHO YBPEXIaHeE.
OcHoBHUTE (PU3UOTOTHYHH ePeKTH Ha aHTMOTeH3UH I KaTo Ba30KOHCTPHKIHS, CTUMYJIMpAHE Ha
0CBOOOX1aBaHEK Ha alJOCTEPOH, PEryJalys Ha eJIeKTPOJIMTHATa U BOJAHATA XOMEOCTas3a U CTUMYJIMpaHe
Ha KJIETbYHHUS pacTex, ce Meauupar 4ypes peuenrtopa ot tun 1 (AT1).

KanaecapraH LIMJIEKCETHII € NPEJIEKApCTBO, KOETO OBbp30 Ce MpeBpblla B aKTUBHOTO BELECTBO —
KaHJIecapTaH 4Ype3 eCTEPHA XUAPOJIK3a [0 BpEME Ha pe30pOLMATa B CTOMALIIHO-YPEBHHUS TPaKT.
Kannecapran e AIIPA, cenektiuBeH no otHoueHue Ha AT 1 peuentopute, KOWTO e CBbp3Ba 34PaBoO U Ce
otaens 6aBHo OT peuenTtopa. Tol HAMa MUMETHYHA aKTHBHOCT.

Kannecapran He noBnusBa ACE Ui Ipyru €eH3MMHU CUCTEMH, KOUTO OOMKHOBEHO Ca CBBP3aHH C
n3noss3BaHeTo Ha ACE unxuburopu. [loHexe He oka3Bar e(ekT BbpXY pa3rpakJaHeTO HA KHHUHHUTE,
HUTO BbpXY MeTabonu3Ma Ha Ipyry CbeAMHEHHUS KaTo cyOcTaHuus P, € Manko BEpOATHO Jja ce O4aKBa
AlIPA na ce cBbp3Bar ¢ Kalivua. B KOHTpOJIMpaHUTE KIMHUYHHM NTPOYYBaHUs, CpaBHABAIIA KaHAeCcapTaH
uunexkcetrun ¢ ACE unxubutopu, yectorara Ha pa3BUTHE Ha KalllJIMLA NPH NAaUUEHTUTE, MPHEMALIX
KaHaecapTaH LUJIEKCETHII, € No-HUCcKa. KaHaecapTaH He ce CBbp3Ba KbM WJIM OJIOKMpa Apyru
XOPMOHAaJIHU peLENTOPH HIIH HOHHH KaHallM, 32 KOMTO € U3BECTHO, Y€ Ca BaXKHH 3a CbPJIEYHO-Ch0BaTa
perynauus. AHTaroHu3smMsT cnpsamo ATl peuentopure BoAM A0 A0303aBUCHMO NMOBHIIIaBaHE Ha
njaa3MeHaTa KOHUEHTpaLUusa Ha peHUH, aHTMOTEH3UH | U aHruoTen3uH I, u noHukaBaHe Ha
KOHLEHTpALUs Ha aJlJOCTEPOH.

EdexTure Ha kaHAecapTaH LuMIeKceTua B 1o3a 8-16 mg (cpenHa no3a 12 mg) eaHOKp
CbpAEYHO-ChA0BaTa 3a00JIEBAEMOCT U CMbPTHOCT Ca U3CJI€/IBAHH B PaHIOMH3HPAHO
npoyuBaHe, BKJIoUBawo 4 937 nauMeHTu B ctapyecka Bb3pact (70-89 roaunu, 21%



oBeY€ roJIMHH) C JIeKa 10 YMEPEHO TeXKa XHINEPTOHHS, NPOCIIeAsBaHH B NPOAb/KEHHE Ha cpeaHo 3,7
roannu (I1poyuBaHe BbpXy no3HaBatesiHaTa CnocOOHOCT M MPOrHO3a NpH NALMEHTHTE B CTapYecKa
BB3pacT (Study on COgnition and Prognosis in the Elderly). [TaunenTtute ca npuemManu kanaecapTan uin
nuauedo, KaTo Mpu Hyxkza e 106aBSHO U APYro aHTHXMIEPTEH3UBHO JieYeHHe. APTEPHATHOTO HaISraHe
roka3Ba noHwxasaHe ot 166/90 na 145/80 mmHg B rpynara Ha kanaecaprad u ot 167/90 Ha 149/82
mmHg B rpynara Ha nnaue6o. [1o oTHoeHHe Ha MbPBUYHATA KpaiiHa TOYKA - 3HAYUMH ChPIEHHO-
CbIOBH HHUHMJICHTH (CbPAEYHO-CHI0BA CMbPTHOCT, HEJIeTaJleH HHCYJIT M HesleTaneH HHAPKT Ha
MHOKap/a), HAMa CTaTUCTHYECKH 3Ha4YuMa pa3inka. B rpynara Ha kanaecapran MHUMAeHTHTeca 26.7 Ha
1000 nauueHTOroAMHH, a B KOHTponHarta rpyna-30,0 #a 1000 nauneHTOroAnHH (OTHOCHTENEH puck 0,89,
95% CI1 0,75 no 1,06, p=0,19).

XHPOXJIOPOTHA3K] HHXMOMPa aKTHBHATa peabcopOLis Ha HATPHiA, FaBHO B JUCTATHHUTE TYOYIH U
CTHMYJIHpa €KCKPELHATA Ha HATPHH, XJIOp U BoJla. brOpeyHara ekckpels Ha Kaiuii 1 MarHesuii ce
NOBHLIABA 10303aBHCHMO, 10kaTO peabcopOumsTa Ha KaJlLHii ce noBuiIaBa. XHAPOXJIOPOTHA3H
MOHWXKaBa MNJja3sMeHHs 00eM H obemMa Ha H3BbHKJIEThYHATA TEYHOCT, U MOHHXKABA MHHYTHHUS 00eM Ha
CbpLETO ¥ apTEPHATTHOTO HanAraHe. l1pu AbJArocpoyHo neyenne noHwxeHoTo nepudepHo
CbIIPOTUBJICHHE NIONPHHACH 3a MOHW)KABAHETO HAa apTEPHAIHOTO HAJISraHe.

["oneMu KIHHHYHK NPOYYBAHUA MOKA3BAT, Ye ABJIFOCPOYHOTO JIEUEHHE ¢ XHAPOXJIOPOTHA3H ] HAMAJISBA
PHCKa 32 CbpPAEYHO-ChA0Ba 3a00JIeBa€MOCT H CMbPTHOCT.

KanznecapTaH U XHAPOXJIOPOTHA3H/ HMAT aINTHBEH aHTHXHIIEPTEH3UBEH e(eKT.

[1py mauueHTH ¢ aprepuanHa xunepToHus npuemsT Ha Penuao [noc Boau 10 J0303aBHCHMO H
MPOABJDKHTENTHO NNOHHKAaBaHE HA apTepHAIHOTO HalsraHe 6e3 pedieKkTOpHO NOBHLIABAHE Na Chp/leyYHaTa
yecToTa. HsiMa 1aHHH 32 CEpHO3EH WM TPEKOMEpEeH XHIIOTEH3WBEH eeKT Ha MbPBATa 103a HIIH pebayHn
e(eKT cnel cnupane Ha gedennero. Cries npuiaraHe Ha elHOKpaTHa a03a Penuo [Taroc kaTo usio
aHTHXHNEPTeH3UBHUAT e(PEeKT 3anoysa jia ce pa3BHBa B paMKuTe Ha 2 yaca. C npoab/ikaBaHe Ha
JICYEHHETO OCHOBHATA YaCT OT e()eKTa ce NMOCTHra B paMKUTE Ha 4 CeJIMHLIM, KaTO B X0/1a Ha bJINOCPOYHO
fieyeHune ce 3aappxka. Penuno Intoc eqHokpaTHo 1HEBHO ocurypsBa epeKTHBHO H PaBHOMEPHO
[TOHHXKAaBaHE Ha apTEPHATHOTO HanAraHe 3a nNepHoA oT 24 yaca, ¢ Majka pa3jinka Mexay edekra npu
MaKCHMaJlHaTa W MpH Hal-HHCKAaTa KOHLIEHTPALUMs B pAMKMTE Ha MHTepBaja Ha npuiarade. B aBoiiHo-
CJIMO pauA0MH3HPpaHo npoyyBaHe Penupo [moc 16 mg/12,5 mg eaHoOKpaTHO JHEBHO MOKa3Ba
TOHH)KAaBAaHE Ma apTEPHAIHOTO HaNsraHe B 3HAYUMO MO-T0JIsIMa CTENEH U NOCTHIAaHE Ha KOHTPOJI MPH
3HAYUMO MOBEYE MALHEHTH, OTKOJIKOTO KOMOMHaUMATA 03apTaH/XxuapoxiaopoTHasua 50 mg/12.5 mg
€JHOKpPATHO JHEBHO.

B 1BOHHO-ClIeNH, paHJOMH3UPaHH MPOYYBAHUS, YECTOTATa HA HEXENAHUTE PEaKLIUH, 0COOEHO Ha
KallTMLa, € No-HUuCKa npu Jieyenue e Penuno [ntoc, otkonkoro npu neyerune ¢ kom6buHauuu ot ACE
HUXUOUTOPHU U XHAPOXJIOPOTHAZHU .

B 1Be KIHHUYHU NPOY4YBaHHs (PaH0MH3HPaHH, ABOHIIO-ClIENH, M1J1aLe60-KOHTPOIMPaHH, C YCIIOPEAHH
rpynu), BKAKOYBALIM CbOTBETHO 275 U 1524 paHnOMH3MpaHHU NALUMEHTH, NMPpUEMbT Na KOMOMHaLUATA
KaHJecapTaH LMJIeKCeTHII/XHAPOXJI0pOoTHa3HA B 1034 32 mg/12,5 mg u 32 mg/25 mg Boau 1o
NOHNXKaBaHE Ha apTEPHAJIHOTO HaJisraHe cboTBeTHO ¢ 22/15 mmHg u 21/14 mmHg, karo nokassa
3HAYUMO MO-BHCOKA €()HKACHOCT OT Ta3HW Ha CbOTBETHUTE MOHOKOMITOHEHTH.

B pannoMH3npaHo, ABOHHO-C/1AN0, KIMHUYHO NPOYYBAHE C YCIIOPEAHH IPyNH, BKI4YBawWo 1 975
PaHIIOMH3HPAaHU NALMEHTH Ha 32 mg KaHJecapTaH LMIEKCETH1 THEBHO, TPH KOMTO HE € MOCTUIHAT
ONTHMaJIEH KOHTPOJI, 100aBAHeTO Ha 12,5 mg unu 25 mg XxuapoxaopoTuasua BOAM A0 AOMbI




KanpecapraH uuJieKCeTHI/XHAPOXIOPOTHA3H ] NT0Ka3Ba CX0/1HA €(PEeKTUBHOCT NMPH NaLMEHTHUTE, Oe3
3HaY€HHe OT Bb3pacTTa u nosa.

KbM MOMEHTa JIMINICBAT JaHHHM 3a ynorpedara Ha KaHJecapTaH LIMJIeKCETHII/XHAPOXJIOpPOTHA3H NTPH
nauueHTy ¢ ObOpeyHo 3abonsBaHe/HedponaTus, HamMalleHa JieBokamepHa ()yHKLUHUs/3acTOiHA ChpAeYHa
HEe0CTaTbYHOCT M cliel HHapKT Ha MHOKap/a.

JIBe roneMu panaoMu3upaHu KouTpoaupanu npoyuBaHus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyiuio rno6anHo u3nuTBaHe 3a KpaiHH TOUYKH
Ha TeJIMUCApTaH, CaMOCTOATE/IHO U B KoMOuHauus ¢ pamunpui) ¥ VA NEPHRON-D (Knunuyno
[Npoy4YBaHe CBbP3aHO C pa3BUTHE HA HEponaTus npu auaber, nposeaeHo oT MUHUCTEPCTBO 10 16
BbIIPOCUTE HA BETEPAHHUTE) — NMpOoy4BaT ynorpedara Ha komOUHauusTa ot ACE HHXHOUTOP U
aHruoteH3uH ll-peuentopen 61okep.

ONTARGET e npoyuBaHe, npoBeAeHO NMPH NALUEHTH C aHaMHE3a 3a Cbp/IeHHO-ChJ0BA UJIH
MO3bYHOCHA0Ba OOJIECT, UK 3aXapeH AHaleT TUMN 2, MPUAPYkKEHHU C JaHHH 3a YBpeXJaHe Ha

epexTopHu opraii. VA NEPHRON-D e npoyuyBaHe npu nalilueHTH CbC 3axapeH AuadeTr Tvn 2 U
nuabeTHa HedponaTus.

Te3un npoyuBaHus He noka3BaT 3Ha4MM OnaronpusTeH ehekT BbpXy ObOpeuyHHTE H/HIIH ChbpIEYHO-
CbJAOBHTE MOCJECAULH H CMBPTHOCT, KaTO CbLIEBPEMEHHO ca HabJIk01JaBaHH MOBUILEH PUCK OT
XHIEpKAJIUEMHS, OCTPO yBpexaHe Ha ObOpeunTe H/MAK XUNOTOHUS B CPABHEHHE C MOHOTEpANMATA.
Karo ce umart npeaBu CXOHHTE UM (papMaKOJHHAMHYHHU CBOMCTBA, TE3H PE3YJITATH Ca NMPHIOXKHMH H
3a Apyrd ACE nHxubuTopu u aurnoreHsuH ll-peuentopuu 60kepu.

ACE uHxubutopu u auruorensut Il-peuentopuu 610kepu cieaoBaTeHO HE TpAOBa Aa ce U3MoJI3Bat
€IHOBPEMEHHO IMpPH NaLUUEHTH ¢ n1HabeTHa HedponaTus.

ALTITUDE (KnuHH4YHO npoy4BaHe NPOBEACHO ¢ AJIMCKUPEH MPH NMALMEHTH CbC 3axapeH auader Tvn 2 ¢
W3M0JI3BaHe Ha CbPAEYHO-CHA0BH U ObOpeuHH 3ab01sBaHUs KaTO KpalHH TOYKH) € NPOYyYBaHe,
[peAHa3Ha4yeHo J1a u3cje1Ba 1oJizata oT 400aBAHETO HAa aIMCKUPEH KbM CTaH1apTHA

Tepanus ¢ ACE unxubutop unu anruorensut ll-peuentopen 610kep npu nauMeHTH CbC 3aXxapeH auader
THN 2 U XPOHHYHO OBbOpeyHo 3a00s1sBaHe, ChbpACYHO-CHAOBO 3a00sBaHe WK U ABeTe. [IpoyuBaHeTo €
[IPEKPaTEeHO MPEeXACBPEMEHHO NOPajau MOBULLIEH PUCK OT HeDJaronpuaTHU nocaeauuu. Kakro
CbpAEYHO-ChA0BATA CMBPT, TAKA U HHCYJITHT Ca MO-4YE€CTH B rpynara Ha aIMCKMPEH, OTKOJKOTO B
rpynara Ha niaue0o, a npeicTaBisiBallMTe HHTEPEC HEXETAHU CbOUTHSA U CEPUO3HH HeXeJlaHH ChbOMTHS
(XMIMepKaJIMeMHs, XHIIOTOHUS H ObOpeuHa AMchyHKLMSA) ce cboOLlaBaTt no-4ecTo B rpynara Ha
AJIMCKUPEH, OTKOJIKOTO B rpynara Ha njiaueoo.

Hemes1aHoOMeH pak Ha KokaTa: Bb3 OCHOBAa Ha HAJIMYHUTE J@HHU OT €MUAEMHOJIOTMYHH NIPOYYBaHHUS €
HaOJil0laBaHa 3aBUCHMa OT KyMyJaTHBHaTa 1o3a Bpb3ka Mexay XXT3 u HMPK. Eano npoyuBane
BKJIFOYBA rnonyJiauus, cberosima ce ot 71 533 cnyyau Ha BKK u 8 629 cnyyan Ha CKK, u nonynauus ot
cb0oTBETHO | 430 833 1 172 462 noaxoasim koHTpoau. Bucokara ynorpeba Ha XXT3 (kymynaTtusHo =50
000 mg) e cebp3ana ¢ kopurupan OR 1,29 (95% JIU: 1,23-1,35) 3a BKK u 3,98 (95% JIW: 3,68-4,31) 3a
CKK. HabnonasaHa e sicHa Bpb3Kka KyMyJlaTUBHa 103a-0TroBop kakTto 3a bKK, Taka n 3a CKK. [Ipyro
Mpoy4BaHe NoKa3Ba Bb3MOXHa Bpb3ka Mexay paka Ha ycTHUTe (CKK) u ekcno3uuuara Ha XXT3: 3a 633
c/ly4yau Ha pak Ha yCTHHTe € noadpaHa nomyaauus ot 63 067 noaxoasuid KOHTPOJIM, KaTo Ce U3MNoJ13Ba
CTpaTerus 3a B3eMaHe Ha NpoOH, onpeaeseHa oT pucka. JleMOHCTpUpaHa € Bpb3ka KyMYyJIaTHUBHA /103a-
otroBop ¢ kopurupan OR 2,1 (95% JIH: 1,7-2,6), napactsauy 1o OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~
25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-BucokaTa kyMmyJaaTuBHa a03a (~ 100 000 mg) (Bx. CbIIO TOYKA
4.4).

S.2 @DapMaKOKHHETHYHH CBOHCTBA i
EAHOBpEMEHHOTO NPHI0XKEHHE Ha KaHJecapTaH LIMJIEKCETHI U XMAPOXJIOPOTHA3U HE ' W
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Cnen nepopaiieH npueM KaHJecapTaH LHJIEKCETHIT Ce MPEBPbLIA B AKTHBHOTO BELIECTBO KaH/lecapTaH.
Cnen npueM Ha nepopasieH pa3TBOp Ha KaH/JecapTaH LIMJIEKCEeTHI, abCOoI0OTHATA OGMOHAIMYHOCT Ha
kaHaecapTaH e npuonusuTenHo 40%. OtHocuTenHata GHOHANIMYHOCT Ha TabneTHaTa Gopma Ha
KaHA€CapTaH LIHJIEKCETU]1, CpaBHEHA CbC ChLIUA NEpOpasieH pa3TBop, e npubnusurento 34% c
MHHHMaJlHa BapuabunHoct. CpeaHara nMkoBa ninasmMeHa KoHLeHTpauus (Cmax) ce MocTHra 3-4 yaca cien
npuema na tabnerkara. C noBHiIaBaHe Ha 103aTa B PAMKHMTE Ha TepaneBTHYHUA 1030B JHaNa3oH,
CCpyMHaTa KOHLEHTpalUus Ha KaHJ1ecapTaH ce MOBHLIAaBa B JIMHelHa 3aBucumocT. He e HabmonaBaHa
3aBUCHMOCT Ha (papMakoKMHETHKaTa Ha KaHecapTaH OT nosna. [lnowra noa kpuBata cepymHa
koHLeHTpauus/Bpeme (AUC) Ha kaHecapTaH He ce NMOBJIMABA 3HAYUMO OT MPHEMaA Na XpaHa.

KanaecapraH ce CBbp3Ba BbB BUCOKA CTEHEH C MJ1a3MEHHTe NPoTeuHH (Haa 99%). [lpuBHaHUAT 00eM Ha
pasnpeneneHue Ha kanaecapras e 0,1 L/kg.

XUAPOXJIOPOTHA3U]

XHAPOXJIOPOTHA3K ce pe3opOupa Obp30 B raCTPOUHTECTHHAIHHS TPAKT, KaTO abCOMIOTHATA MY
OHOHaNUYHOCT € Npubau3uTenHo 70%. EqHoBpeMeHHHAT MpHeM Ha XpaHa MOBHLIABA pe3opOuusTa My ¢
npuonu3nTenHo 15%. Ilpu nauMeHTH cbhe ChpaeyHa HEAOCTATHYHOCT M SBHO H3Pa3eHH OTOLH
OMOHAJIMYHOCTTA MY MOXE J1a HamaJiee.

CBbp3BaHETO HA XHAPOXIOPOTHA3U]L C MJIA3MEHHTE NTPOTEHHH € NPHOIN3HTENHO 60%. [IpuBUAHUAT My
obeM Ha pasnpezenenue e npubausutenso 0,8 L/kg.

broTpaHcdopMaLus U eTHMHHUPaHE

Kanoecapman yunexcemun

KanzecapraH ce eJMMHHHpa INIaBHO HEPOMEHEH C YPHHATA U JKJTbYKATa, KATO B MAJIKa CTENeH ce
€JIMMHHHpa Ype3 MeTabonu3upaHe B YepHus Apob (CYP2C9). Hanuunure npoyusanus 3a
B3aMMOACHCTBUA He noka3BaT eekt BbpXy CYP2C9 u CYP3A4. Usxoxaaiiky OT AaHHM in vitro, in vivo
HE MOX€E J1a C€ 04aKBaT B3aUMOJECHCTBHS C JIEKAPCTBEHHU NMPOAYKTH, YUHHTO METa00IH3BbM 3aBHCH OT
uutoxpoM P450 n3oensumu CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 unu CYP3AA,
TepMUHANHUAT NOMYXHUBOT (t 2) Ha KaHaecapTaH e npubau3uTenHo 9 yaca. Cren MHOI'OKpaTHO
npunaraHe He Kymyaupa. [101yKMBOTBT Ha KaHJecapTaH ocTaBa HempoMmeHeH (NpubaKH3nTenHo 9 yaca)
NpH NpujiaraHe B KOMOWHALMA ¢ XHAPOXJI0poTHa3H. [1pH MHOrOKpaTHO NpuiaraHe Ha KOMOMHALIMATA He
ce Habio1aBa AOMbJIHUTENIHO KyMYJIMpaHe Ha KaHJAecapTaH B CPaBHEHHE ¢ MOHOTEpANHATA.

OOLuuAT nasmeH KIMPbHC Ha KaHaecapTaH e okono 0,37 ml/min/kg, kato GbOpeyHusT KJIMPBHC € OKOJIO
0,19 ml/min/kg. bbOpeunoTo enMMHHHpaHe Na KaHAECAPTaH CE OCBLIECTBABA Upe3 rJoMepyJiHa
$untpauus 1 akTHBHa TyOynHa cekpeuus. Criea nepopajeH npueM Ha Mapkupat ¢ '*C kaHaecapran
LMJIEKCETHN NPUONIH3HTENHO 26% OT NpUeTaTa 103a ce eKCKPeTHpa B ypHUHaTa KaTo KaHaecaptad u 7%
KaTO HEaKTHBEH METabOJIUT, a B U3NpaKHEHHUATA Ce OTKpHBAT Npubau3uTenHo 56% ot npuerara 103a
kaTto kaHaecaprad U 10% kaTo HeakTHBEH MeTaboJIHT.

Xuopoxaopomuazuo
XHAPOXJIOPOTHA3HA HE Ce METAOO0IN3HPA H Ce eKCKPETHPA MI04TH HAIbJIHO HEMPOMEHEH Yypes riiomepyJiHa
unTpaumns u akTHBHa TyOyHa cekpels. TepMUHANHUAT t'5 Ha XHAPOXJIOPOTHAZHIL € NMPHOJHU3UTENHO 8
4aca. [1pudansutento 70% ot npuerarta nepopajHo 103a ce eTAMHHHPA C YPHHATA B paMKuTe Ha 48 yaca.
[Tony>XMBOTHT Ha XMAPOXJIOPOTHA3K]L OCTaBa HENpPOMeHeH (MpUBIH3UTENHO 8 uaca) [PH NpHJiaraHe B

KOMOMHaLUs ¢ KaHJecapTaH uuaekceTuia. [pu MHOrokpaTHo npuiaraHe Ha KOMOMHALMATA

dapMaKOKHHETHKA B CMIELMAIHH MONYJIaLUH ORI\ O

KannecapraH uunekcerun



B cpaBHeHnune ¢ Miiaau HHAMBHIM, NPH TaKKWBa B cTapyecka Bb3pacT (Haa 65 roanHn) Cmax m AUC Ha
KaHjecapTaH ce yBeanuaBar cCbOTBETHO ¢ npubnusutento 50% u 80%. Cnen npuem Ha onpeneneHa a103a
Penuao [1ntoc obaye, NOBIMABAHETO HA APTEPHAITHOTO HAJIAraHe HajsraHe, KakTo M 4YeCTOTaTa Ha
HeXeJIJaHHTE peaklH1, ca CXOQHH MPH MJIaJI4 NMaLUEHTH U NALUEHTH B CTap4YeCcKa Bb3pacT (BxkK. Touka 4.2).
[Ip1 naneHTH ¢ neKo 10 yMepeHo TexKo ObOpeuHo yBpexaaHe Cmax U AUC Ha kaHaecapraH ce
yBeJIH4aBaT CbOTBETHO ¢ MpUOAH3HTENHO 50% U 70%, HO TEpMUHAIHUAT t/2 HE Ce€ MPOMEHS B CpaBHEHHE
C MaUMEeHTH ¢ HopMasiHa ObOpeyHa ¢ y H kU Ug. CbOTBETHHTE NPOMEHH NPH Nalld €H TH € TEXKO
OBOpeYHO yBpexaaHe ca CboTBETHO NMpUOAU3UTENHO 50% 1 110%. I1pn nauuenTH ¢ Texko 6bOpeuHo
yBpeX/JaHe TEPMUHAJIHUAT t’2 Ha KaHAecapTaH LHJIEKCETHJ NMPHOJH3UTENIHO Ce Y/IBOSBA.
dapMaKkOKHHETHKaTa NMpH MNaLHEeHTH Ha XeMOHaJIu3a € CXO/1Ha C Ta3H NMPH NALMEHTH C TEXKO OBOpeyHo
YBpEXKIaHE.

B nBe npoy4BaHus, KaTO M B ABETE Y4acTBAT MalUUEHTH C JIEKO 10 YMEPEHO TEeKKO YepPHOAPOOHO
yBpexJaHe, ce yCTaHOBsBa NnoBullaBaHe Ha cpeaHara AUC Ha kaHaecapraH ¢ npubausurenno 20% B
eIHOTO Nnpoy4BaHe U ¢ npubausutenno 80% B apyroto npoyuBaHe (Bx. Touka 4.2). Jluncsa onuT npw
MalMEHTH C TEKKO YEPHOAPOOHO yBpexX1aHe.

XUApOXJI0pOTHAZH
[Ipu nauMeHTH e OBLOpEUYHO YBpeXkK1aHe TEPMUHATHHUAT MOJTYKHBOT Ha XHAPOXJIOPOTHA3HU] € YIbJKEH.

5.3 Ilpeaxk/MHHYHH JaHHH 32 Oe30MacHOCT

[To oTHOLUIEHHE HA KOMOMHALUATA HE Ca YCTAHOBEHH Ka4€CTBEHO HOBH TOKCHKOJIOTHYHH HAXOJKH B
CpaBHEeHHe ¢ Hab01aBaHH Te 3a BCEKH OT KOMMOHEHTHTE. B npeaKIMHHYHHUTE NpOy4YBaHHA 3a
0€30MacHOCT CaMHAT KaHJAecapTaH BbB BUCOKH J103H OKa3Ba e(peKkTH BbpXy ObOpeurTe U napaMeTpuTe Ha
YepBEHHs KPbBEH pell NPU MULLIKH, [IbXOBE, Ky4yeTa U MailMyHH. KanaecapTan npeau3BUKBa
[NOHWI)KaBaHE Ha lapaMeTpHUTE Ha YEPBEHHUS KPbBEH pell (EpUTPOLIMTH, XeMOIrT00OMH, XeMaTOKPHT).
WUHayuupaHuTe oT kaHaecapTad epekTH BbpXy O0b0peunTe (kato pereHepaius, Auiatauus U 6asodunus
Ha TyOyJiMTe; NOBHLIEHA MJ1a3MEeHa KOHLUEHTpaLUs Ha ypes U KpeaTHHHH) MOXKe J1a ca MOCJIeICTBHE OT
XUMOTEH3UBHUA MY edekT, BoAell A0 npomsiHa Ha ObOpeuHara nepdy3us. JlobaBsHeTo Ha
XHAPOXJIOPOTHA3M/1 MOTEHLIUPA HEPPOTOKCHYHOCTTA Ha KaHaecapTaH. OCcBeH TOBa KaHAecapTaH
WHAYUHpa XUIepriasua/Xxuneprpodus Ha oKcrarnoMepyaapHuTe kietku. CMmaTa ce, 4e Te3H MPOMEHH
ce AbJKaT Ha (papMakoJOrHYHOTO JeCTBHE Ha KaHJlecapTaH U KIIMHWUYHOTO UM 3HauyeHue e cnabo.

[Ipu npueM Ha kaHaecapTaH B HanpeaHajla OpeMEHHOCT ca HabrogaBaHH NMposABH HA GETOTOKCHUYHOCT.
JloOaBsHETO Ha XUAPOXJIOPOTHA3U/ HE TPOMEHS 3HAYMTEHO pe3yjTaTta OT NMpOoy4YyBaHHATA 3a
($ETOTOKCHYHOCT H TOKCHYHOCT 3a pa3BHTHETO TMPH MJIbXOBE, MHUILLIKH WM 3aiIK (BXK. TouKa 4.6).

B MHOI0 BUCOKH KOHLIEHTPALMH /1031 KaKTO KaHJaecapTaH, Taka U XHWAPOXJOpOTHA3U/ MOKa3BaT
reHOTOKCHYHOCT. JIaHHUTE OT 1n VItro ¥ in vivo U3CJI€/IBAHUATA 3a FEHOTOKCHYOCT NOKA4YBarT, 4Ye B
YCIIOBHSITa HAa KJIMHHYHA ynoTpeda € MaJIKo BEPOSTHO KaHJecapTaH W XHAPOXJIOpPOTHA3HA Aa MPOSABAT
MyTareHHa WM KJ1acTOreHHa aKTHBHOCT.

Hsama 1aHHM KOATO U /1@ € OT ABeTE CbCTAaBKH J1a € KaHLIEpOreHHa.

6. OPAPMALUEBTUYHUA JAHHHA

6.1 CnHcbK Ha NOMOIIIHHTE BellleCTBA
Pennao naroc 8 mg/12.5 mg:

MaHuTon

[lapeBHYHO HHLIECTE

KonoBu10H

[(nuuepon

MarHe3uesB creapar




Penuao nmoc 16 mg/12,5 mg:
MaHuTO

LlapeBHYHO HHULLIECTE
KonoBuoH

eneseH OKCUI, XKbIT
JXene3eH okCU, 4YepBeH

[ nuuepon

MarHe3unesB creapar

Penuao mmoc 32 mg/12.5 mg:
ManuTon

[lapeBHYHO HHULIECTE
KonoBu0H

Xenesen okcua, XKbIT

[ muuepon

Marxe3uesB creapar

6.2 HecbBMEeCTHMOCTH

Henpunoxumo.

6.3 Cpok na rogoct
2 rOAUHH

6.4 ChneunajHH yCJOBHS HA CbXpaHEeHHe
T'o3mn nexkapcTBeH NPOAYKT HE U3UCKBA CNELMATIHU YCIIOBHS Ha CbXpPaHEHHE.

6.5 BuaHcbAbLPKAHHE HA ONAKOBKATA

bauncrepun onakoBku or OPA/AI/PVC-Aluminium.

3a Penupo natoc 8 mg/12.5 mg tabneTku

baucrepHu onakosku ot 7,10, 14,15,28,30,50,56, 90,98, 98 x1 (eaunuuna 6aucrepHa onakoska),100 u
300 Tabnerkwu.

3a Penuao nuoc 16 mg/12,5 mg TabsieTkH

bnucrepuu onakosku ot 7, 10, 14, 15, 28, 28x1 (eannuyHa 6aucrepHa onakoska), 30,50, 50x1(eauHHyHa
O;sMcTepHa onakoBka), 56,56x1(eauHu4Ha 6aucrepHa onakoska), 90, 98, 98x 1(eauHuuHa 6G1HucTEpHA
onakoBka), 100 u 300 Tabnerkm.

Pennao nutoc 32 mg/12.5 mg TabieTku

baucrepHu onakoBku ot 7, 10, 14, 15, 28, 28x1 (eannuyHa 61ucrepHa onakoska), 30,50, 50x1(eaquHuyHa
OnucTepHa onakoBka), 56,56x1(eauHuyHa 6nucrepHa onakoska), 98, 98x1(eanHuyna 6nucTepHa
onakoBka), 100 u 300 TabneTkH.

He BcHUYKH BH10BE ONMaKkoOBKK Morat Aa ObAaT nycHaTH B npojaxoa.

6.6 CnenuaaHH npeAna3’HH MePKH NPH H3XBbLPJsiHe H paboTa
Heun3non3BaHHUAT 1€KapCTBEH NMPOAYKT WU OTNAAbYHUTE MATEPUAIIH OT HEro TpsdB
CbOTBETCTBHE C MECTHHUTE H3UCKBAHHA.



7. I[NPUTEXATEJI HA PABPEILIEHHUETO 3A YIIOTPEBA
Stada Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

[‘'epMaHus

8. HOMEP(A) HA PASPELLIEHHUETO 3A YIIOTPEBA

PeructpauuoneHn Homep:

Penuao [lnroc 8 mg/12,5 mg: 20120512
Penuno I'moc 16 mg/12,5 mg: 20120513
Penuno [Tnroc 32 mg/12,5 mg: 20120514

9. JAATA HA ITbPBO PA3ZPEIIABAHE/MMOJHOBSABAHE HA PA3ZPEILIEHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO pa3pewasane: 10.10.2012
JlaTta Ha nocneaHo NoAHOBABAHE:

10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA

02/2024




